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HOBtHOBt DMFDMF DMAPDMAP

Additive Used with coupling agent

HOBt EDCI, DCC, DIC

DMF SOCl , (COCl)2 2

DMAP HATU, EDCI, CDI, DCC, PivCl, (COCl)2

Solvents and BasesSolvents and Bases Their use varies dramatically from catalytic to
superstoichiometric ratios (0.01 – 1.4 equivalents)
Their use varies dramatically from catalytic to
superstoichiometric ratios (0.01 – 1.4 equivalents)

As with the amine, amino acid-derived
fragments are frequently used as
carboxylate coupling partners

As with the amine, amino acid-derived
fragments are frequently used as
carboxylate coupling partners

Aryl carboxylic acids are also commonAryl carboxylic acids are also common

Carboxylates with ɑ-stereocentres
may undergo racemisation with strong
base or activating agent

Carboxylates with ɑ-stereocentres
may undergo racemisation with strong
base or activating agent

Biphasic Schotten-Baumann conditions
enable the use of water as a solvent
(and inorganic bases) for acid chloride-
mediated couplings

Biphasic Schotten-Baumann conditions
enable the use of water as a solvent
(and inorganic bases) for acid chloride-
mediated couplings

Examples of
commercially

available 
N-nucleophiles

Examples of
commercially

available 
N-nucleophiles

Examples of commercially
available carboxylates

Examples of commercially
available carboxylates

Most common additives
used in amide couplings
Most common additives
used in amide couplings

AmineAmine CarboxylateCarboxylate
Coupling AgentCoupling Agent

Amide Couplings in the Pharmaceutical IndustryAmide Couplings in the Pharmaceutical Industry
AI Co-pilot for chemical process optimizationAI Co-pilot for chemical process optimization

© by ReactWise Technologies Ltd© by ReactWise Technologies Ltd

www.reactwise.comwww.reactwise.com
info@reactwise.cominfo@reactwise.com

TemperatureTemperature

-10 to 40 °C-10 to 40 °C

ConcentrationConcentration

0.2 M or greater0.2 M or greater

Base EquivalentsBase Equivalents

1.5 to 3.51.5 to 3.5

1 to 1.41 to 1.4

0.9 to 1.40.9 to 1.4

0.20.2

AdditivesAdditives

Common for large-scale amidationsCommon for large-scale amidations

CDICDI

SOCl2SOCl2

EDCIEDCI
ExpensiveExpensive

CheapCheap
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