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Conjugation with oligoarginine is expected to increase penetration 
of low permeable drugs through the intestinal epithelial cell layer 
into blood. Our preliminary experiments showed that conjuga-
tion with heptaarginine only slightly increased permeability of 
the model drugs. A novel self-cleavable linker strategy may be a 
solution to this problem. FITC-ethanolamine (FE) was chosen as 
a drug-model with low intestinal permeability. FE-heptaarginines 
conjugated with a series of self-cleavable linkers having different 
half lives (t1/2=9-100 min) were developed for efficient intracel-
lular release of FE after cellular uptake. Caco-2 monolayer 
permeation assay using FE-heptaarginine conjugates showed 
that the conjugate having a t1/2 value of 9 min yielded a basola-
teral permeation of FE three times higher than FE alone. Other 
conjugates with longer half lives exhibited slightly increased or 
similar permeation to FE, suggesting that shorter half lives might 
be important for improving permeability. These novel peptidic 
self-cleavable linkers are promising for the development of 
effective oligoarginine-based cargo-transporter (OACT) systems 
to enhance intestinal absorption of drugs.


