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Figure S1. To evaluate the biocompatibility of the nanoparticles, NIH3T3 cells
were cultured in 96-well plates. Fe;04-NTA-Ni-RGD4C nanoparticles at different
concentrations (range: 0.01-31 uM) were added to each culture well and incubated for
an additional 24 h before the spectrophotometric quantification of cell viability using
an MTT assay. Cell viability was satisfactory (> 80%) at a particle concentration

below 1.25 uM.
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Figure S2. We developed a new concept of modular-targeting functional
nanoparticles through self-assembly of the targeting moiety and the functional
nanoparticles by modifying the nanoparticle surface with a small "key molecule" and
the targeting peptide or recombinant antibody with an affinity peptide tag for the "lock
molecule".

Schematic diagram illustrating the concept of modular-targeting functional
nanoparticles for diagnostic imaging and therapeutic applications. Nanoparticle
module (¢) is composed of a functional nanoparticle (a) with a common surface "key
molecule" (b), Ni-NTA for example, to self-assemble with targeting moieties in
biomolecular module (d~f). Biomolecular module (f) is composed of a biomolecule (d)
such as antibody or a peptide with a genetically engineered “lock molecule” (e) tag
(6-his domain for example) for binding to "key molecules" on the nanoparticles. The
two modules self-assembled to form functional targeting nanoparticles (g) that not
only gives a versatile combination for biological end and the nanoparticle end based
on clinical applications , but also may improve the targeting because of the
orientation-control and enrichment of the effective targeting moiety through

self-assembly.
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