Intramolecular “substituent transferring” E [
from alkynes to furans: scope and limitations narmine \

lgor Kishko, Eugeniy Ostapchuk, Alla Vaskevich, Mykhailo Vovk, Dmytro Volochnyuk, Serhiy Ryabukhin

Background of the Project Scope & Limitations
. . . . — Preliminary results
Possible Diels-Alder reaction guided approach to condensed furans MeO.C M
MeO,C e, e EDG EDG =M
. . = Me, TMS
Intramolecular Py—<\ >—Py 37% yield 33% yield
/ DA reaction Vi SUBSEQUENT M 7 74 | N_B 74
@v X__Z > @ X — » ¢ || X-—» TRANSFORMATIONS e | N-Boc —bBoc | N-Boc
O 1. IEDDA reaction O (functionalization, O O O Not detected in the mixture
2. Retro-DA reaction oxidation...)
Literature precedent GOALS OF THE CURRENT INVESTIGATION — Tetrazine component — SM structural variations
/T CO,Me -+ to explore scope and limitations of the DA reaction guided approach to condensed furans 72\ N=N — N=N ¢ 2-substituted furan
(oj\/ / - to generate a space of new MedChem relevant building blocks ‘/ \ / N\ / M902C4<\ />—C02Me </ SM with a substituted side chain
X=0,3S -» to investigate possibility of using other tetrazine components in the domino transformation N N—N N N—N ¢ EDG-substituted alkynes
A MeO,C -
o l MR o N Showcasing Examples
e
2 framework / | X / | X Py—<\ />—Py R—<\ />—R
%I;X O _ O N—=N N—=N COMPOUNDS WITH INCORPORATED 7-AMINOBUTYRIC ACID (GABA) FRAGMENT FEATURING RESTRICTED
o A =Me, SiMe; CONFORMATIONAL FLEXIBILITY
Does the reaction Substitution patterns Shift to other tetrazines possible? HO.C HO.C HO,C HO,C HO,C | HO,C H
Austr. J. Chem. 1995, 48 (3), 593 work for EDGs? in the bicyclic core? Can it provide advantages for the strategy? 2 2
Q/E:/\N—Boc g/rN—Fmoc Q/E:/\ N-Boc N—Fmoc
O O

Synthetic Outline of the Project

EN300-6729293 EN300-6482609 EN300 6739939 EN300- 6740635 EN300- 7352014

MEDCHEM RELEVANT BUILDING BLOCKS

) FoN - HO,C FoN - SCN H HO,C HO,C
R R3 O
Common 1 intra-DA | R’ WA N™Boc Q/EO 2/\/|E>S Q/\JCS
starting ——, \/ - @ X 0 O O O O
materials EN300-7444040 EN300- 7444772 EN300-1657663 EN300- 6739165 EN300- 6846078 EN300-1698751 EN300-1700398
2 P2
RT=R2=R3= H, Alk N=N B R NEW PROMISING DIRECTIONS OF EXPANDING THE RANGE OF THE TARGET CONDENSED FURANS
X =NBoc, O, S 4 Py—( />—Py O
-
N-N
W R* = CO,Me, Ar, Alk E ( Py %
= |
MR Me, TMS > +N
O TPy S\ i R4 R3
post-synthetic R X = | |
modifications < O Py v/ \ MeO,C 4 MeO,C 4
5 , R Boc 2 2
R |
6 N. —
N~ Py

LOW CONVERTION RATES, CURRENTLY UNDER OPTIMIZATION

O O O
W | / | / W
MeO,C N MeO,C MeO,C MeO,C MeO,C
"Boc

Contact

Serhiy V. Ryabukhin, Prof. Dr. Sci., s.v.ryabukhin@gmail.com
Dmytro M. Volochnyuk, Prof. Dr. Sci., d.volochnyuk@gmail.com




