- DPhG Annual Meeting 2019 -

Pharmaceutical Science:Structure, Function and Application
September 01 — 04, 2019 — Heidelberg

SUBMISSION OF A CONFERENCE CONTRIBUTION

Important!
Before creating your abstract on the next page please provide the following information:

1. Please give the name and e-mail address of the presenting author. This information will
be used for all future correspondence!

Last Name Willmann
First Name Michael
E-Mail Address m.willmann@fz-juelich.de

2. Please create your abstract using the correct style sheets on page 3 (see formatting
guidelinges on page 2) and submit your abstract online
http://www2019.dphg.de



Please do not modify the format of this template!
Please use the FOLLOWING page for your abstract, formatted according to the following guidelines!

Title of the abstract (— style: Arial Narrow, 12 pt, bold, left-aligned, single line spacing),
maximum 2 lines; style sheet “Kopfzeile1”)

[One empty line 11 pt, single line spacing]

Author A'; Author B2; Author C' (— style: Arial Narrow, 11 pt, italic, left-aligned, underline the name of the
presenting author; — author style: Smith, A. B.; Doe, J.); style sheet “Authors”

T Institution corresponding to author(s) 1, address, postal code, country

2 Institution corresponding to author(s) 2, address, postal code, country (— style: Arial Narrow, 9 pt, italic, left-aligned, single line spacing);
style sheet “Institutions”

[One empty line 11 pt, single line spacing]

Text of the abstract including figures, tables and references (— reference style: [1,2,3,...]). All abstracts should be
written in English and may not exceed the size of an A4-page (— style: Arial Narrow, 11 pt, justified alignment,
single line spacing); style sheet: “Standard”

Recommended ChemDraw settings for chemical structures: Arial Narrow, 9 pt; Bond Spacing 2,2 pt (absolute),
Fixed Bond Length 12 pt, Bold Width 2 pt, Line Width 0,6 pt, Margin Width 1,5 pt, Hash Spacing 2,5 pt.

OH

example
0 structure

~N =\ OH

Acknowledgments: Institution 1, Institution 2, Person 1. (— style: Arial Narrow, 9 pt, italic, left-aligned, single line spacing); style sheet
“Institutions”

References:
1. Author A, Author B, ...: Journal abbreviation Year, Volume(Issue): Pagination.
2. Author A, Author B, ...: Title of the book (Publisher) Year.

In case that there are more than three authors for any reference name only the first one, followed by “et al.”. The author style can be
adopted as described above (— style: Arial Narrow, 9 pt, left-aligned, single line spacing, title of journals and books italic, years bold,
volumes underlined).

Example references:
1. Smith, A. et al.: J. Med. Chem. 2010, 53(10): 12-34.
2. Doe, J.: General Handbook of Pharmacological Sciences (Elsevier) 2012.

Please do not modify the format of this template!
Please use the FOLLOWING page for your abstract, formatted according to the above guidelines!




Novel ‘8F-labeled Ds-receptor ligands

Willmann M!, Ermert J!, Neumaier B2
TForschungszentrum Jilich GmbH, Institute of Neuroscience and Medicine, INM-5, Nuclear Chemistry, Germany

The role of the dopamine Ds-receptor subtype in the development of neurodegenerative diseases such as
schizophrenia has been discussed for several decades. Specific radiotracers for more detailed preclinical and
clinical investigations are still missing so far. The objective of this study was to develop Ds-selective radioligands
for positron emission tomography (PET). The selected lead structures exhibit high D4R subtype selectivity and a
suitable LogP values, rendering them attractive for the development of a Ds-selective radioligand for PET-imaging
[1]. Two DsR-ligands, know from literature [2,3], were selected for labeling with fluorine-18 (t1,=108 min), the most
ideal positron emitting nuclide.

D:sR-radioligand ['8F]l was synthesized from 2-["®F]fluorophenylpiperazine 2, obtained by an alcohol enhanced
Cu(ll)-mediated radiofluorination [4] of the Boc-protected precursor 1 followed by deprotection of the radiolabeled
intermediate with TFA. Subsequently, ['®F]I was obtained by reductive amination with 3 in a total isolated
radiochemical yield of 7 % within 2 h. Three independent auto radiographic studies with molar activities up to
90 GBg/pmol showed high content of non-specific binding that covers any possible specific binding.

The chiral DsR-radioligand [*8F]Il was also obtained by alcohol enhanced Cu(ll)-mediated radiofluorination [4] of
the boronic acid precursor 4 in a RCY of 665 % within 60 min after isolation by semi-preparative HPLC. Preliminary
in vitro autoradiographic study indicates specific binding of ['8F]ll in areas with Ds-expression, consistent with results
published earlier [5].
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i) Elution of "®F~with EtyNHCOj in n-BuOH. Cu(py)4(OTf),, DMA, 110 °C, 10 min. ii) TFA, 110 °C, 10 min.
iii) NaBH3CN, 80 °C, 5 min.
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