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a) C-terminal to N-terminal & Coupling Reagents (Conventional Method)
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b) N-terminal to C-terminal & Thioacid (This Work)
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&1 Optimization of reaction conditions
Me g O Cu(Ala); (2.0 eq.) Me H O Me
FmOCHJ\ITN\g)LSH additive (20 eq) FmocH/’\IrN\é)L”)\erH
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Entry | Additive | Tripeptide® Epimerization Heron_sns
i (LLLform) rate (Dipeptide)
1 - i B7T% 4.9% 20%
2 HOBt |  92% 5.6% 2.2%
3 | HoOBt | 88% 8.9% 2.7%
4 HOAt |  94% 3.6% 2.1%
5 | oxyma | 75% 18% 5.8%

@Determined by HPLC analysis of crude mixture.
®LDL form / (LLL form + LDL form).
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