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Figure S1. Structures of 1-6 isolated from Streptomyces griseorubens 2210JJ-087.



Spectrum from 231113.wiff2 (sample 2) - NO.6. +TOF MS (50 - 1000) from 0.686 to 0.747 min
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Figure S2. HRESIMS data of 1.




Figure S3. '"H NMR spectrum of 1 (CDsOD).
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Figure S4. 3C NMR spectrum of 1 (CD3OD).



Figure S5. HSQC spectrum of 1 (CD3OD).
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Figure S6. 'H-'"H COSY spectrum of 1 (CDsOD).
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Figure S7. HMBC spectrum of 1 (CDsOD).
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Figure S8. NOESY spectrum of 1 (CDsOD).
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Figure S9. HSQC spectrum of (S)-di-MTPA esters of 1 (1a) (CDsOD).
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Figure S10. '"H-'H COSY spectrum of (S)-di-MTPA esters of 1 (1a) (CDsOD).
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Figure S11. '"H NMR spectrum of (5)-di-MTPA esters of 1 (1a) (CD3OD).
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Figure S12. HSQC spectrum of (R)-di-MTPA esters of 1 (1b) (CDsOD).
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Figure S13. 'H-'H COSY spectrum of (R)-di-MTPA esters of 1 (1b) (CDsOD).
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Figure S14. 'H NMR spectrum of (R)-di-MTPA esters of 1 (1b) (CDsOD).
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1a: R = (S)-di-MTPA ester of 1 1b: R = (R)-di-MTPA ester of 1 Asy values (in ppm) = 05 - Og

Figure S15. Summarized Ad values (in ppm) = 0s - dr obtained for (S)- and (R)-di-MPTA esters of 1.
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Spectrum from 231113.wiff2 (sample 3) - NO.7. +TOF MS (50 - 1000) from 0.835 to 0.849 min
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Figure S16. HRESIMS data of 2.
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Figure S17. '"H NMR spectrum of 2 (CDsOD).
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Figure S18. 3C NMR spectrum of 2 (CDsOD).
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Figure $S19. HSQC NMR spectrum of 2 (CDsOD).
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Figure S20. 'H-'H COSY NMR spectrum of 2 (CDsOD).
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Figure S21. HMBC NMR spectrum of 2 (CD3OD)..
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Figure S22. NOESY NMR spectrum of 2 (CDsOD).
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Figure S23. HSQC spectrum of (S)-MTPA esters of 2 (2a) (CDsOD).
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Figure S24. '"H-'"H COSY spectrum of (S)-MTPA esters of 2 (2a) (CDsOD).
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Figure S25. 'H NMR spectrum of (S)-MTPA esters of 2 (2a) (CD3OD).
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Figure S26. HSQC spectrum of (R)-MTPA esters of 2 (2b) (CDsOD).
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Figure S27. '"H-'H COSY spectrum of (R)-MTPA esters of 2 (2b) (CDsOD).

30

| T
F2 [ppm]

5 4 3 2 F1 [ppm]

6



Figure S28. '"H NMR spectrum of (R)-MTPA esters of 2 (2b) (CD3OD).
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Figure S29. Summarized Ad values (in ppm) = ds - 0r obtained for (S)- and (R)-MPTA esters of 2.
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Spectrum from 231101.wiff2 (sample 3) - NO8. +TOF MS (50 - 1000) from 0.677 to 0.696 min
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Figure S30. HRESIMS data of 3.
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Figure S31. '"H NMR spectrum of 3 (CDsOD).
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Figure S32. 3C NMR spectrum of 3 (CDsOD).
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Figure S33. HSQC NMR spectrum of 3 (CD3OD).
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Figure S34. 'H-'H COSY NMR spectrum of 3 (CDsOD).
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Figure S35. HMBC NMR spectrum of 3 (CDsOD).

38

120 100 80 60 40 F1[ppm]

140



[rel]

Scale : 64.00 2210JJ-087-T0L-EN-bEA-rfc100%-2-rp9-3-1D-NCESY-CD300(14days) 2 1 “C:WUsersWscience30MNMR DataW2210JJ-087-70L i

20

05

-00

Figure S36. 1D selective NOESY data of 3 (irradiated H-9) (CDsOD).
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Figure S37. 1D selective NOESY data of 3 (irradiated H-14) (CDsOD).

Spectrum from 231101.wiff2 (sample 4) - NO9, +TOF MS (50 - 1000) from 1.104 to 1.118 min
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Figure S38. HRESIMS data of 4.
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Figure S39. 'H NMR spectrum of 4 (CDsOD).
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Figure S40. 3C NMR spectrum of 4 (CD3OD).
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Figure S41. HSQC NMR spectrum of 4 (CD3OD).
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Figure S42. '"H-'H COSY NMR spectrum of 4 (CDsOD).

44

F1 [ppm]

5 4 3 2

g



100 80 60 40 F1[ppm]

120

140

Figure S43. HMBC NMR spectrum of 4 (CDsOD).
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Figure S44. NOESY NMR spectrum of 4 (CDsOD).

Spectrum from 231113.wiff2 (sample 1) - NO.5. +TOF MS (50 - 1000) from 0.672 to 0.779 min

M3 2238.1)
1.2¢5
1.0e5
g s0e
H 6.0e4
4064
3442286 (1) Chemical Formula: CyoH3,03
2059 Exact Mass: 320.24
0.0e0 | T T . L “. les L
100 150 200 250 300 350 400 450 500 550 600 650 700 750 800 850 900 950
Mass/Charge, Da
Foundel Vo i Find Any Find MS Details MSMS Details Compound Details
: MS resuk summary for C20H32Na03, [M+N:
Ht  Fomnua mz RDB ppm Mo, :‘jﬂ“s SIS Found | lsotope cluster detal Charge|+1 v A ." ary for [M+Nal+
C20H3203 3432244 |50 |16 | 1 | | NANA | ﬁ Uss | m/2 | %intensty  Wicth 100%
: & (432238 |1000 0.009
20%
60%
40%
Elements from 20%
Elements to C100H100N50050S
Mass tolerance (ppm) 5 lon type: | [M+Na}+ v |/ 2zdditional ions...

Figure S45. HRESIMS data of 5.
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Figure S46. 'H NMR spectrum of 5 (CDsOD).
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Figure S47. 3C NMR spectrum of 5 (CD3OD).
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Figure S48. HSQC NMR spectrum of 5 (CDsOD).
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Figure S49. 'H-'H COSY NMR spectrum of 5 (CDsOD).
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Figure S50. HMBC NMR spectrum of 5 (CDsOD).
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Figure S51. NOESY NMR spectrum of 5 (CD3OD).
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Figure S52. LRESIMS data of 6.
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Figure S53. 'H NMR spectrum of 6 (CDsOD).
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Figure S54. 3C NMR spectrum of 6 (CD3OD).
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HL-60 1 2 4 Doxorubicin
(M) MEAN SD MEAN SD MEAN SD MEAN SD
0.1 97.7 1.9 80.0 3.0 933 13 16 0.2
0.03 102.6 28 95.1 0.7 92.2 2.1 30.0 33
0.01 99.6 16 99.1 43 94.9 24 75.2 3.6
0.003 96.8 1.9 98.5 2.6 94.7 2.1 90.5 4.6
0.001 94.6 24 96.2 1.1 84.6 42 85.8 2.7
IC50 >30 >30 >30 0.018
WSU- .
1 2 4 Doxorubicin

DLCL2

(UM) MEAN SD MEAN SD MEAN SD MEAN SD
0.1 50.5 48 0.0 0.0 8.1 2.8 04 0.1
0.03 85.0 4.0 8.7 2.6 75.2 4.0 4.0 0.8
0.01 937 6.0 431 7.8 82.1 8.0 209 0.6
0.003 100.1 6.4 56.4 37 89.2 3.9 90.1 8.9
0.001 101.2 7.7 66.5 8.0 92.1 3.6 94.8 8.4
IC50 >30(30.7) 1.182 14.170 0.006
K562 1 2 4 Doxorubicin
(M) MEAN SD MEAN SD MEAN SD MEAN SD
0.1 86.2 16 534 22 97.7 12 38 0.1
0.03 96.9 18 843 2.8 86.8 46 46 0.9
0.01 109.8 5.2 984 39 91.6 2.6 314 1.3
0.003 113.3 34 109.7 3.0 99.1 0.7 56.9 2.5
0.001 114.0 2.6 114.3 1.1 98.8 15 65.7 43
IC50 >30 >30 >30 0.003
U266 1 2 4 Doxorubicin
(UM) MEAN SD MEAN SD MEAN SD MEAN SD
0.1 101.0 42 83.6 16 99.0 7.8 17.2 1.4
0.03 96.3 33 92.7 54 89.3 4.5 68.1 4.2
0.01 99.2 4.1 96.4 1.9 92.8 4.0 84.4 3.5
0.003 100.3 2.0 100.1 45 934 45 88.9 4.4
0.001 975 46 97.7 2.8 90.6 1.9 86.8 4.5
IC50 >30 >30 >30 0.042
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Raji 1 2 4 Doxorubicin
(uM) MEAN SD MEAN SD MEAN SD MEAN SD
0.1 274 2.6 0.1 0.1 30.1 6.4 0.8 0.2
0.03 67.7 5.5 10.1 5.3 73.6 8.6 22.0 25
0.01 86.5 74 64.5 7.3 79.1 9.3 52.5 1.2
0.003 92.9 7.5 793 6.5 92.5 4.0 85.7 32
0.001 102.4 6.4 82.4 8.0 94.3 8.2 88.9 9.9
IC50 15.520 3.406 17.110 0.011
NALM6 -
1 2 4 Doxorubicin
C. G5
(uM) MEAN SD MEAN SD MEAN SD MEAN SD
0.1 86.3 5.2 393 5.7 100.2 7.6 0.1 0.0
0.03 91.9 33 777 4.1 91.9 4.1 -0.1 0.0
0.01 102.8 23 88.6 1.8 94.3 5.9 2.5 1.1
0.003 110.6 0.6 99.5 2.8 96.0 49 64.0 47
0.001 99.8 39 107.0 2.6 87.4 6.2 82.8 6.8
IC50 >30 22.460 >30 0.003
RPMI- .
1 2 4 Doxorubicin
8402
(uM) MEAN SD MEAN SD MEAN SD MEAN SD
0.1 833 34 56.3 6.8 91.9 4.4 1.2 0.4
0.03 86.2 39 74.0 6.1 85.9 42 13.5 0.6
0.01 845 5.5 91.5 6.6 823 5.4 58.1 53
0.003 96.3 45 94.9 8.8 80.6 8.4 68.7 52
0.001 104.4 6.4 94.3 4.6 85.2 6.8 77.2 20
IC50 >30 >30 >30 0.008
RPMI- -
1 2 4 Doxorubicinl
1788
(uM) MEAN SD MEAN SD MEAN SD MEAN SD
0.1 89.9 49 60.9 4.1 97.2 9.2 32 0.4
0.03 95.2 14 88.3 4.6 92.1 6.0 14.0 0.9
0.01 99.1 5.0 94.2 1.2 96.0 4.0 38.6 6.0
0.003 99.0 22 94.0 1.7 94.5 3.1 85.7 5.0
0.001 96.1 1.8 96.6 7.2 89.4 2.6 99.9 28
IC50 >30 >30 >30 0.008




ACHN 1 2 4 Adriamycin
(UM) MEAN SD MEAN SD MEAN SD (uM) MEAN SD
30 72.06 6.94 72.00 5.82 81.94 4.42 3 -13.42  2.41
10 74.24 5.77 83.14 6.51 85.65 5.73 1 -4.90 6.19
3 86.68 7.11 89.39 2.48 90.98 5.35 0.3 12.82 5.58
1 87.08 6.98 93.12 5.49 95.41 6.17 0.1 30.04 2.04
03 94.02 3.03 99.14 3.93 98.72 1.13 0.03 92.15 7.02
GI50 >30 >30 >30 GI50 0.074
PC-3 1 2 4 Adriamycin
(uM) MEAN SD MEAN SD MEAN SD (uM) MEAN sD
30 85.23 6.01 80.76 5.23 71.11 1.31 3 -10.58  3.74
10 86.14 3.39 82.94 7.49 76.59 7.90 1 -7.86 1.71
3 90.37 2.47 89.14 4.34 87.52 6.75 0.3 16.13 9.96
1 94.14 3.81 91.13 2.52 93.34 2.66 0.1 27.40 3.53
03 98.40 3.16 96.25 4.32 98.22 3.40 0.03 95.10 7.57
GIS0 >30 >30 >30 GI50 0.073
NCI-H23 1 2 4 Adriamycin
(UM) MEAN SD MEAN SD MEAN SD (uM) MEAN SD
30 73.68 5.34 72.20 6.69 78.62 7.31 3 -9.73 5.18
10 83.08 4.95 87.93 2.40 89.75 5.63 1 -6.45 2.12
3 87.02 4.74 88.07 0.81 90.41 3.68 0.3 16.90 8.45
1 95.45 7.56 96.23 4.02 92.36 6.61 0.1 27.58 2.13
03 100.36  2.31 98.57 6.77 94.13 5.84 0.03 96.57 7.31
GIS0 >30 >30 >30 GI50 0.074
MRC-9 1 2 4 Adriamycin
(uM) MEAN SD MEAN SD MEAN SD (uM) MEAN SD
30 80.62 6.81 85.72 3.97 74.81 8.01 3 -7.72 3.86
10 85.93 4.24 88.22 5.74 89.10 4.65 1 -4.38 3.80
3 88.28 5.42 90.65 5.28 91.80 7.86 0.3 19.26 6.64
1 97.15 412 95.54 4.32 93.31 3.99 0.1 39.69 8.11
03 100.00  1.62 97.15 5.80 96.06 3.46 0.03 94.36 4.23
GI50 >30 >30 >30 GI50 0.090

Table S1. Results of the cytotoxicity test of 1, 2, and 4.
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MDA-

1 2 4 Adriamycin
MB-231
(UM) MEAN SD MEAN SD MEAN SD (uM) MEAN SD
30 77.94 4.06 72.56 4.31 81.81 6.11 3 -11.01 7.44
10 80.43 2.07 77.83 4.53 88.19 7.42 1 -2.06 4.27
3 83.87 5.13 85.05 6.12 89.22 5.68 0.3 11.59 7.77
1 91.94 4.20 96.03 4.16 95.73 4.98 0.1 30.89 5.00
03 96.84 3.50 98.84 4.00 98.22 4.02 0.03 94.68 5.94
GI50 >30 >30 >30 GI50 0.076
NUGC-3 1 2 4 Adriamycin
(uM) MEAN SD MEAN SD MEAN SD (uM) MEAN SD
30 75.75 6.55 76.07 2.78 71.34 4.23 3 -10.63  2.56
10 79.27 9.65 82.67 5.34 78.68 0.19 1 -5.42 8.59
3 85.43 7.30 88.71 6.11 89.75 6.00 0.3 18.29 9.25
1 92.73 2.49 92.48 6.47 93.55 5.00 0.1 43.64 7.94
03 94.27 2.49 98.26 4.35 97.32 2.77 0.03 93.91 5.80
GI50 >30 >30 >30 GI50 0.095
HCT-15 1 2 4 Adriamycin
(UM) MEAN SD MEAN SD MEAN SD (uM) MEAN SD
30 75.84 8.94 77.84 4.60 75.49 6.52 3 -7.03 2.43
10 82.36 5.39 88.67 3.30 81.85 7.82 1 -3.82 3.78
3 84.01 6.82 91.35 2.47 84.38 0.68 0.3 19.05 4.66
1 90.80 0.61 92.46 3.51 96.86 1.49 0.1 35.19 2.10
03 96.50 3.57 100.50  4.90 98.37 4.05 0.03 98.35 3.87
GI50 >30 >30 >30 GI50 0.084




