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a) KAT ligation

b) Conjugation of folded insulin with KAT ligation
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Suitable for late stage modification of folded, synthetic proteins
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1) KAHA ligation
    15 mM, DMSO:H2O = 9:1
    0.1 M oxalic acid, 60 oC, 18 h
2) Acm deprotection
    0.3 mM, AcOH:H2O = 1:1, 1% AgOAc
    40 oC, 1 h
    28% yield over two steps

1) Folding
    0.04 mM, 3 M Gn HCl, 1 mM Cys, pH 8.2, 4 oC, 12 h
2) O to N shift
    0.04 mM, 3 M Gn HCl, 1 mM Cys, pH 8.2, rt, 4 h
3) Irradiation at 365 nm, pH 3, rt, 1 h
    10-15% yield over three steps
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