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Fmoc-based Synthesis of Peptide 11a
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11a

Reagents and conditions: (a) (i) 20% piperidine, (ii) Fmoc-L-Cys(Trt)-OH (5 equiv.), DEPBT (5  equiv.), 
DIPEA (10 equiv.), DMF (b) (i) 20% piperidine, (ii) Fmoc-Arg(Pbf)-OH (5 equiv.), DEPBT (5 equiv.), 
DIPEA (10 equiv.), (c) (i) 20% piperidine, (ii) Fmoc-Lys(Boc)-OH (5 equiv.), DEPBT (5 equiv.), DIPEA 
(10 equiv.), (d) (i) 20% piperidine, (ii) Fmoc-Glu(OtBu)-OH (5 equiv.), DEPBT (5 equiv.), DIPEA (10 
equiv.), (e) (i) 20% piperidine, (ii) Fmoc-Phe-OH (5 equiv.), DEPBT (5 equiv.), DIPEA (10 equiv.) (f) (i) 
20% piperidine, (ii) Ac2O (10 equiv.), DMF, (g) TFA 95%, TIPS 2.5%, H2O 2.5%, DTDP (10 equiv.).

Scheme S1. Fmoc-based manual synthesis of peptide 11a
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Figure S1. HPLC traces and MS of peptide 11a 
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Boc-based Synthesis of Peptides 11b-d
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11b
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Reagents and conditions: (a) t-Boc-Cys-MeBzl, C; t-Boc-Arg-Tos, R; t-Boc-Lys-ClZ, K; t-Boc-Glu-
OcHx, E; t-Boc-Phe, F; HOAc, 0.5M DEPBT in DMF, DIPEA, (b) (i) t-Boc-Arg-Tos, R; t-Boc-Lys-ClZ, 
K; t-Boc-Glu-OcHx, E; t-Boc-Phe, F; HOAc, 0.5M DEPBT in DMF, DIPEA, (ii) HF, 0 oC; 2% 
HOAc/20%CH3CN, DTDP; (c) (i) t-Boc-Arg-Tos, R; t-Boc-Lys-ClZ, K; t-Boc-Glu-OcHx, E; t-Boc-Phe, 
F; HOAc, 0.5M DEPBT in DMF, DIPEA, (ii) HF, 0 oC; 2% HOAc/20%CH3CN, DTDP; (d) (i) t-Boc-Arg-
Tos, R; t-Boc-Lys-ClZ, K; t-Boc-Glu-OcHx, E; t-Boc-Phe, F; HOAc, 0.5M DEPBT in DMF, DIPEA, (ii) 
HF, 0 oC; 2% HOAc/20%CH3CN, DTDP.

Scheme S2. Boc-based synthesis of peptides 11b-d
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Peptide 11b
 

Figure S2. MS of peptide 11b 
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Peptide 11c
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Figure S3. HPLC traces and MS of peptide 11c
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Peptide 11d
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Figure S4. HPLC traces and MS of peptide 11d 
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Sialopeptide 12a
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Figure S5. HPLC traces and MS of sialopeptide 12a
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Sialopeptide 12b
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Figure S6. HPLC traces and MS of sialopeptide 12b 
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Sialopeptide 12c
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Figure S7. HPLC traces and MS of sialopeptide 12c 
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Sialopeptide 12d
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Figure S8. HPLC traces and MS of sialopeptide 12d
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3-Thiopropyl Insulin 17

Figure S9. MS of 3-(tritylthio)propyl insulin 17 and the assigment of the Glu-C digestive fragments
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3-Thiopropyl Insulin 18
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Figure S10. HPLC traces and MS of 3-thiopropyl insulin 18
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Protected Sialic-Ins 19a

Figure S11  MS of protected Sialic-ins 19a 
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Protected Sialic-Ins 19b
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Figure S12. HPLC traces and MS of protected Sialic-Ins 19b
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Protected Sialic-Ins 19c
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Figure S13. HPLC traces and MS of protected Sialic-Ins 19c
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Protected Sialic-Ins 19d
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Figure S14. HPLC traces and MS of protected Sialic-Ins 19d
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Purified HPLC trace
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Sialic-Ins 1
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Figure S15. HPLC traces and MS of Sialic-Ins 1 
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Sialic-Ins 2
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Figure S16. HPLC traces and MS of Sialic-Ins 2 

Product peak Crude HPLC trace

Purified HPLC trace



S21

Sialic-Ins 3
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Figure S17. HPLC traces and MS of Sialic-Ins 3 
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Sialic-Ins 4
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Figure S18. HPLC traces and MS of Sialic-Ins 4
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