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General composition of radiometal-based radiopharmaceuticals

Chelator design:
synthesis, radiolabeling, stability test
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Radioconjugates: in vivo evaluation . . Bachelor thesis ideas:
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Analytic testing of chelator and
complexes (NMR, ITC, Eu-TRLFS,
radiolabeling)
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PET: LNCaP-tumor xenograft SPECT: LNCaP-tumor xenograft
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1. Synthetic strategy 3. Published Data 4. Ongoing Research

In vitro (A):
« Substantially increased affinity
(app Kp ~ 30 pM)
 [nternalization observed for the first time

Convergent synthetic strategy towards
central aryl building blocks

Water-soluble units via reductive amination

Linker and chelator

In vivo (B):
2. Properties and biological N In total similar 27 compounds » Drastically improved PD-L1 tumor uptake
. N COOH
eV al u atl O n (N\)N_/ for example: (SUVmax ~138) .
o] bility binding kineti oo 1R =SO,Me, R? = R? =R = SO3H, n = « Excellent contrast over negative tumor
 In V|tro.. og D- ,, stability, binding Kinetics . Retained renal clearance
and affinity In vitro (A): .
: : : A real-time radioligand binding
* |n vivo: Xenograft mouse models with » Substantially lowered log D, , over lead T roacexmns
PD-L1 positive and negative tumors structure =/ — fculoux uns.
In vitro binding kinetics using In vivo tumor uptake using * Reduced albumm aﬂ:lmty Compared o ?%
real-time radioligand binding small-animal PET/CT known structures v, 14 _
o o Affinities: 1.8 - 1182 nM 3. PD-L1 xenograft tissue
In vivo (B/C): e

« Substantially improved pharmacokinetics
 Faster & increased PD-L1 tumor uptake
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Conclusions

B Tumor uptake of compound 3

2.5=

—— PD-L1 positive tumor

 Multiple generations of PD-L1 small
molecule ligands (>30 compounds)
synthesized, radiolabeled and fully evaluated

—=- PD-L1 negative tumor
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Next generation compounds can compete ;
with antibodies and peptides AND would
allow targeted radionuclide therapy
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