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e GLP1R- and SSTR2-targeted photodynamic therapy (Figure
1) is therefore an interesting treatment option for specific
and less invasive ablation of neuroendocrine tumors.
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 To determine half-maximal inhibitory concentrations
(1C;,), chinese hamster lung cells stably transfected with
GLP-1R (CHL-GLP1R) or SSTR-overexpressing AR42]J cells
were co-incubated with either exendin-4-photosensitizer
conjugates and 'tlIn-labeled exendin-4-DTPA as a
competitor, or octreotide-TT1 and *!In-labeled
octreotide-DTPA as a competitor, respectively.

Conclusions and discussion

e Exendin-4-TT1, exendin-4-NETCure2 and octreotide-TT1
bound to receptor overexpressing cells with high affinity
(0.23 uM, 0.46 uM and 0.12 uM, respectively) (Figure 4).

In conclusion, the novel photosensitizer-peptide conjugates
show potency for SSTR2- and GLP1R-targeted
photodynamic therapy
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Figure 4. Competition of AR42J associated 111In-labeled
octreotide-DTPA by octreotide-TT1 or CHL-GLP1R associated
1In-labeled exendin-4-DTPA by exendin-4-TT1 or exendin-4-
NETCure’

* Biodistribution of exendin-4-TT1 was determined in
BALB/c nude mice carrying subcutaneous xenorgafts of
CHL-GLP1R tumors. Mice were injected with 20 pg of the
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conjugate, and uptake of the tracer in liver, spleen,
kidneys, blood, pancreas and tumor was determined ex
vivo using fluorescence quantification in tissue
homogenates as described in Boss et al (1).

Exendin-4-TT1 induced concentration dependent cell
death of receptor expressing cells upon illumination, while

exendin-4-NETCure2 induced cell death of only CHL-GLP1R
which was not peptide dose dependent (Figure 5).
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