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Incorporation of 6-Br-Trp at j+3 ) N
HZN/(NH L H N
relative to the RGD sequence 2 ; NH, NH,
improves the binding affinity. ! c(FRGDLAFp(NMe)K) c(KRGDLA(6-Br)Wp(NMe)K(N3))
ICso = 0.26 NM ' ICs0 = 0.12 + 0.09 nM
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« Arylsulfatases (E.C.3.1.6.1.) catalyze the hydrolysis of aromatic sulfate esters.!’!

|t was found that sulfatase levels were twice as high in breast cancer tissue as in normal tissue.!’!

« Benefits of sulfatase cleavable linkers are stability in mouse and human plasma and their simple

Synthesis

synthesis.®!
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Internalization into MCF-7 cells

Conjugate 6 was incubated with a,/35-expressing MCF-7 cells.

LysoTracker Green was used to stain acidic cell compartments.
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Cleavage of conjugate 6 by sulfatase- and a,4-expressing MCF-7 cells affects FRET and decreases
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Summary

« Conjugate 6 with sulfo-Cy3 as the FRET donor at the lysine side chain and sulfo-Cy5 as the FRET

acceptor instead of a toxophore was synthesized.
« Both the human arylsulfatase A and the sulfatase from Helix pomatia cleave the conjugate 6, which
can be detected by the loss of FRET.
« Conjugate 6 is internalized by sulfatase- and a,8s-expressing MCF-7 cells and its cleavage can be
. detected via FLIM-FRET.
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