
868 © 2 0 2 0 .  T h i e m e .  A l l  r i g h t s  r e s e r v e d .
G e o r g  T h i e m e  V e r l a g  K G ,  R ü d i g e r s t r a ß e  1 4 ,  7 0 4 6 9  S t u t t g a r t ,  G e r m a n y

A .  K . G A L A N D E * ,  A .  F . S P A T O L A  ( U N I V E R S I T Y  O F  L O U I S V I L L E ,  U S A )

Solid-Phase Synthesis of Disulfide Heterodimers of Peptides

Org. Lett. 2003, 5, 3431–3434.

Conjugation of Two Peptides via Disulfide Linkage

Significance: Nonsymmetric intermolecular di-
sulfide bridges might be advantageous for peptide 
conjugation in the light of their solubility in a sol-
vent. The authors report an orthogonal disulfide 
template synthesis, and its application in hydro-
phobic cell-penetrating peptides.

Comment: The disulfide template could be conju-
gated with a hepta-arginine segment and LXXL-
motif-containing peptides by using such coupling 
reagents as BOP or HOBt. After the cleavage of the 
resin from the peptides, polypeptides containing 
two kinds of peptides conjugated through a disul-
fide linkage were obtained.
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1. TF–CH2Cl2–anisole (45/50/5)
2. polyarginine assembly
    using Boc-Arg(Tosyl)-OH,
    BOP, HOBt via in situ
    neutralization chemistry

3. acetic anhydride and DIEA in DMF

1. 25% piperidine in DMF 
2. peptide assembly
    using Boc in situ
    neutralization chemistry
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