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Figure S1. 'H-NMR spectra of compound 1.

819~
YW IAS

Tro9—

9€'99—

8¢'601L—
Sz —
LS8

_.n.m_._.V
8l'lel—
L6¥2L—

S¥LZL
1T8g &\“
05°8Z1
Z06ZL’
ogosL |
8Z°LEL

G5'951—

80°691~
vi0lL

170 160 150 140 130 120 110 100 a0 80 70 60 50 40 30 20 10
1 (ppm)

180

Figure S2. 13C-NMR spectra of compound 1.
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Figure S4. 13C-NMR spectra of compound 2.
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Figure S5. 'H-NMR spectra of compound 3.
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Figure S6. 13C-NMR spectra of compound 3.
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Figure S7. 'H-NMR spectra of fragment B.
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Figure S8. 13C-NMR spectra of fragment B.
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Figure S9. 'H-NMR spectra of compound 8.
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Figure S10. 3C-NMR spectra of compound 8.
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Figure S11. 'H-NMR spectra of compound 5.
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Figure S12. 3C-NMR spectra of compound 5.
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Figure S13. 'H-NMR spectra of fragment C.
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Figure S14. 3C-NMR spectra of fragment C.
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Figure S15. 'H-NMR spectra of compound 6.
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Figure S16. 3C-NMR spectra of compound 7.
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Figure S17. 'H-NMR spectra of compound 7.
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Figure S18. 3C-NMR spectra of compound 7.
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Figure S19. 'H-NMR spectra of fragment D.
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Figure S21. 'H-NMR spectra of compound 8.
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Figure S22. 3C-NMR spectra of compound 8.
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Figure S23. 'H-NMR spectra of compound 9.
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Figure S24. 3C-NMR spectra of compound 9.
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Figure S25. *H-NMR spectra of compound 10.
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Figure S26. 3C-NMR spectra of compound 10.
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Figure S27. 'H-NMR spectra of intermediate A.
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Figure S30. 3C-NMR spectra of pasireotide.

16



AU

AU

0.55

2.0e+1
i 5.85
1.5e+1
1.0e+1 |
078 ’
5.0
0.0:5
5.0
|
-1.0e+1
SESE o S o
000 1.00 2.00 3.00 4,00 5.00 6.00 7.00 8.00 9.00 10.00
Figure S31. HPLC spectra of compound 18 after LiBr/NaOH hydrolysis conditions.
055
2.5e+1
2.0e+1
1.5e+1 i epimerization product
5.85
1.0e+1
50
2.14
00!
5.0
-1.0e+1
000 100 200 300 400 500 600 700 800 900 10.00
Figure S32. HPLC spectra of compound 18 after NaOH hydrolysis conditions.
mv
1 detector A: 227 nm :0%
0
(o]
R e A e o B A e e e e o R
0 10 20 30 40 50 60 70 80 min

Figure S33. preparative reversed-phase HPLC spectra of pasireotide.

Table S1. Cyclization conditions: coupling reagents, reaction temperature, time, and reagent concentration.
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intermediate A

Entry Coupling reagent Temperature(°C) Time(h) Reagent Yield (%)
concentration (mM)
1 DCC/HOBT 2 64 30
2 BOP/DMAP 2 64 47
3 TBTU/4-methylmorpholine 0 2 64 69
4 TBTU/4-methylmorpholine -5 6 64 71
4 HATU/HOBt 0 2 64 80
5 HATU/HOBt -5 2 32 87
6 HATU/HOBt 25 2 1 69
Table S2. Gradient elution conditions.
Compound Chromatographic Time (min) A (%) B (%)
column
fragment B Agilent Eclipse 0 20 80
XDB-C18, 4.6 x 250 nm,
5uM

30 80 20

31 20 80

40 20 80

fragment C Agilent Extend-C18, 4.6 0 45 55

x 250 mm, 5uM

15 70 30

30 75 25

35 75 25

40 45 55

45 45 55

fragment D Agilent Extend-C18, 4.6 0 35 65

x 250 mm, 5uM

30 50 50

45 80 20

50 80 20

55 35 65

10 Waters UPLC BEH C18, 0 5 95

2.1 x50 mm, 17uM
6 95 5
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8 95 5
50 95
crude parireotide SHIMADZU Shim-pack 0 95
PRC-ODS (H), 20 mm x
250 mm

20 95
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70 95
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