
aapptec
Technical Support
Information Bulletin 1035

Aminomethyl Resin

Although this resin is not used directly in peptide synthesis, it is the core of a 
wide variety of synthesis resins.  Coupling linker compounds to aminomethyl 
resin through an amide bond is a convenient method of preparing stable resins 
with many unique properties.

Aminomethyl resin potentially has more direct use in solid phase organic 
synthesis.  It could be used to anchor aldehydes by forming an imine group and 
could be useful in the synthesis of amines.  It has also been used in solution 
phase chemistry as a scavenger for the easy removal of excess electrophiles in 
the presence of non-electrophiles.

Coupling Carboxylic Acids to Aminomethyl Resin

1. In a round bottom flask suspend the resin in DMF (approximately 15 mL 
per gram of resin).  

2. In a separate flask dissolve 1.5 to 2.5 equivalents (relative to the resin) of 
the carboxylic acid in a minimum amount of DMF.  Add the same 
equivalency of HOBt.  Stir the mixture until the HOBt dissolves.  If the 
HOBt doesn’t dissolve completely, add just enough DMF to bring it into 
solution.  Add this solution to the resin.

3. Add 1.0 equivalent (relative to the amino acid) of DIC to the resin mixture. 
Equip the flask with a drying tube.

4. Agitate the mixture with a mechanical shaker for 2 to 3 hours at room 
temperature.  Add 2 equivalents (relative to the resin) of acetic anhydride 
and pyridine to the reaction flask and mix an additional 30 minutes at 
room temperature to end cap any unreacted amino groups on the resin.    

5. Remove a small sample of the resin and wash it with DCM.  Test for free 
amino groups using the Kaiser test.  If there are free amino groups, add 1 



equivalent of acetic anhydride and pyridine to the reaction flask and mix 
for 30 minutes.  

6. Filter the resin in a fine porosity sintered glass funnel and wash it 3 times 
with DMF, then 3 times with DCM, and finally 3 times with methanol.  In 
each wash use enough solvent to slurry the resin.  After the final methanol 
wash, dry the resin in vacuo to a constant weight.  The substitution of the 
resin can be estimated from the weight gain of the resin.


