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I N T RO D U CTI O N a Decaging of free amines from carbamates with tetrazines
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The cleavage of a protecting group from a protein or drug under bioorthogonal conditions enables accurate spatiotemporal @ PR N _CO N
. . . . . . . NT SN T 7 NH |
control over protein or drug activity. Despite recent advances in the decaging of proteins and small molecules, the ability to o R - W AN
release alcohol-containing molecules has been elusive. Strategies based on IEDDA elimination reactions with tetrazines are ¥ \RC R2
particularly attractive for decaging relevant molecules in cells and interrogating biology, due to the favourable kinetics and the © | | |
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abiotic nature of tetrazines. Typically, IEDDA elimination reactions have been used with strained alkene protecting groups o R
connected through a carbamate, resulting in a cascade release of a primary amine.! However, the reduced metabolic stability of o N)\\: N, & S
strained alkenes constitutes a major caveat for its utility. Here, we report the development of a vinyl ether—tetrazine system as N N N T ol B N
IEDDA reaction partners for the traceless decaging of alcohol-containing molecules. \RC I

REACTION DEVELOPMENT MECHANISTIC STUDIES

Traceless release of alchools from vinyl ethers with tetrazines
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* Decaging in good yields.

* Stable under biocompatible conditions
(PBS pH 7.4 at 37 °C)

I'H NMR
KINETIC STUDIES | A ) No peaks corresponding to any

intermediate of the reaction (0 2.5-6
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CELL STUDIES
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Conclusions

Here we describe a vinyl ether—tetrazine pair as IEDDA reaction
partners for the efficient traceless decaging of alcohol-containing
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