ABSTRACT | MPROVED PROCESSES FOR MAKI NG HYDRAZI DES A net hod is disclosed for
preparing hydrazi des from hydrazine and an acyl chloride which conprises
the steps of (a) preparing a stirred substantially uniformslurry
conprising hydrazine and an inert solvent at |ow tenperature; and (b)
addi ng an acyl chloride continuously to said slurry. The nmethod avoi ds or
limts production of undesired bis-hydrazide by-products. The nethod is
used to prepare 3-nethyl-3-nercapt obut anoi c_acid hydrazi de, a nol ecul e used
to link calicheanicin to a nonocl onafBalRfbddy. FI GURE 1

IMPROVED PROCESSES FOR MAKING HYDRAZIDES
A method is disclosed for preparing hydrazides from hydrazine and an acyl chloride which
comprises the steps of (a) preparing a stirred substantially uniform slurry comprising hydrazine
and an inert solvent at low temperature; and (b) adding an acyl chloride continuously to said
slurry. The method avoids or limits production of undesired bis-hydrazide by-products. The
method is used to prepare 3-methyl-3-mercaptobutanoic acid hydrazide, a molecule used to link

calicheamicin to a monoclonal antibody.

FIGURE 1

43



