DMTMM

Powerful coupling reagent in THF, MeOH, H20
First choice in amide bond formation

Mild condition for methyl ester formation

DMF replacement

Recovering of product after simple work up

Example for ester bond formation

N - methylmorpholine (1 mmol) is added at room temperature under nitrogen to a solution of carboxylic
acid

(1 mmol) and DMTMM (2 mmol) in methanol (5 mL, dried over molecular sieves).

The mixture is stirred for 2-8 h, the solvent is evaporated, and the residue is extracted with diethyl ether.
The organic phase is washed with NaHCO3 5%, NaHSO04 5%, brine and is dried over Na2S04. Filtration
and evaporation of the solvent afforded the methyl ester. Eventually the product can be purified over
silica gel.

Example for amide bond formation

DMTMM (1.1 mmol) is added at room temperature to a solution of carboxylic acid (1 mmol), N - methyl
morpholine (1.1 mmol) and amine (1 mmol) in MeOH or THF (5 mL,).

The mixture is stirred for 0.5-4 h, the solvent is evaporated, and the residue is extracted with ethyl
acetate. The organic phase is washed with NaHCO3; 5%, NaHSO, 5%, brine and is dried over Na,SO,.
Filtration and evaporation of the solvent afforded the amide compound. Eventually the product can be
purified over silica gel.

DMTMM
BOC—Leu—OH+  H—Phe—OMe —_— BOC—Leu—Phe—OMe
MeOH yield 88% no diasterecisomer
rt.0.5h

The coupling efficiency of DMTMM in Solid Phase Peptide Synthesis was found to be comparable to
PyBOP while racemization could be kept below the detection limit.
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