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1,2,4-Triazine derivatives represent an important class of nitrogen heterocycles, with a wide
range of applications: Cl B
o Key synthetic building blocks for the preparation of heterocyclic systems via hetero Diels- Pesticidal activity
Alder cycloadditions [} |
o Can be regarded as aza-pyrimidines and used for the synthesis of aza-nucleotides and N'N\ N\fo
nucleosides SO,H SO,H J L LN
o Ligands for transition metal complexes [ HoN- N NH, N
o Broad bioactivities (medicine and agrochemistry): inflammatory, antitumor, antibacterial, | N | o
: | t fivical d ticidal o [3] Separating reagent of actinides Lamictal Fervenulin
anticonvulsant, antiviral an pesticidal properties \ from lanthanides Anti-epileptic (GSK) Antibiotic /
/ W \
Approaches for 1,2,4-triazines preparation
Previous methods: This work: 18]
o Many of the reported methods use a 1-6/4-5 disconnection “! o Conceptually new pathway: disconnection 1-6/4-3
o Major drawbacks : tedious substrate preparation, harsh reaction conditions and /ow o Access to di- and tri-substituted triazines with only one regioisomer
regioselectivity for the synthesis of 3,5,6-trisubstituted triazines [°] o Possibility to isolate aminohydrazones or telescoped 3-step procedure
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Preparation of aminohydrazones 1 o i « One-pot » 1,2,4-triazine synthesis
R N R*
NHT: Ts N _R? / ~NHTs e 1) BF3'OEty, DCM, rt, 1-2 h N R
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“ AcN = HN X
R=H, 91% 93% X =0, 84% R=H, 41% 26% X =0,37%
R = p-Br, 95% X =S, 79% R = p-Br, 51% X =S, 66%
R = p-Cl, 94% R = p-Cl, 56%
R = p-F, 92% T - R = p-F, 35%
= N- 00 S S _ 0
R = p-CF3, 92/0 N N R = p-CF3, 52% N N
R = p-OMe, 97% N N R = p-OMe, 24% N™ N™
R = p-NO», 90% J | R = p-NOy, 34% )'\ _ L
R = m-COOMe, 93% FLC NHTs NHTs R = m-COOMe, 66% FsC N N
R = m-BPin, 95% R = m-OH, 55%
R =0-CF3, 70% 55% 50% (R = m-BPin, 74%) 50% 8%
R = 0-CF3, 16%
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R = o-F, 81% 94% R = o-F, 52% 32% 9%
R = mesityl, 78% R = mesityl, 19%
R = p-Cl, 98% R = p-Cl, 33%
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99% R =Me, R'=H, 95% 84% 26% R =Me, R'=H, 40%
\ R =iPr,R'=Cl, 97% / K R =iPr,R'=Cl, 16%
Conclusions Acknowledgements

A new method to access the 1,2,4-triazine scaffold is reported, via a telescoped reaction
sequence using N-tosylhydrazones and aziridines. The approach represents a complementary
alternative to well-known procedures and affords 3,6-disubstituted and 3,5,6-trisubstituted
1,2,4-triazines in a regioselective manner as potentially useful compounds for medicinal and
agrochemical applications.
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