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Figure S1. '"H NMR spectrum of compound 15, CD;0D.
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Figure S2. 3C NMR spectrum of compound 15, CD;0D.

180

190



B TIC of +TOF MS: from 15.wiff Max. 7.3e7 cps.

3.86
7.0e7+

6.0e7
5.0e7+
4.0e7
3.0e7+

Intensity, c...

2,067 424

1 De7i

0.0
25 3.0 35 4.0 4.5 5.0 55 6.0 6.5 7.0 75 8.0

0.5 1.0 1.5 20
Time, min

Max. 2.3e6 counts.

W +TOF MS: 3.852 min from 15.wiff Agilent

2.3¢6 1103.5693

2.0e6
1.5e6
552.2815

1.0e6

Intensity, c...

5.0e5
368.5223

i
200 400 600

L 1
800 1000 1200 1400 1600 1800 2000 2200 2400 2600 2800 3000 3200
m/z, amu

Max. 5772.6 mAU.

TWC of DAD Signal Data: from 15.wiff
5773
5000-
4000

3000+

Absorbanc...

2000+

10004
N

ol
00 05 10 15 20 25 3o 3’5 40 45 50 55 60 65
Time, min

Figure S3. HPLC spectrum of compound 15.
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Figure S4. 'H NMR spectrum of compound 17, CD;0D.
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Figure S5. 3C NMR spectrum of compound 17, CD;0D.
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Figure S6. HPLC spectrum of compound 1
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Figure S7. '"H NMR spectrum of compound 21, CDs0OD
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Figure S8. 13C NMR spectrum of compound 21, CD;0D.
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Figure S9. HPLC spectrum of compound 21.
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Table S1. Raw data of compounds 15, 21, 17 and EPZ015666 inhibiting the PRMTS5

methyltransferase activity in the PRMTS5 biochemical assay.

FlashPlate Methyltransferase Profiling |

PRMT5/MEP50 Complex

Raw data
Conc.(M) 15 15 17 17 21 21 EPZ015666 | EPZ015666
5.00E-06 116 144 121 122 1950 1891 124 152
1.67E-06 168 112 206 95 3113 2942 220 244
5.56E-07 225 271 231 271 3594 3576 337 495
1.85E-07 383 467 448 421 4301 4218 904 833
6.17E-08 1105 943 865 903 4719 4132 1469 1616
2.06E-08 2033 1883 1486 1608 4829 4665 2756 2915
6.86E-09 3163 3061 2960 2749 4591 4785 3532 3140
2.29E-09 3992 3925 3777 3937 4624 4888 4545 4517
7.62E-10 4329 4462 4426 4504 5091 4640 4554 4600
2.54E-10 4355 4332 4350 4470 4897 4792 4143 4419
DMSO 4256 3923 4462 4498 4479 4626 4623 4776
%Activity
Conc.(M) 15 15 17 17 21 21 EPZ015666 | EPZ015666
5.00E-06 2.55 3.16 2.66 2.68 42.90 41.60 2.72 3.34
1.67E-06 3.69 2.46 4.53 2.08 68.48 64.72 4.83 5.36
5.56E-07 4.94 5.96 5.08 5.96 79.07 78.67 7.41 10.88
1.85E-07 8.42 10.27 9.85 9.26 94.62 92.80 19.88 18.32
6.17E-08 24.31 20.74 19.03 19.86 103.82 90.90 32.31 35.55
2.06E-08 44.72 41.42 32.69 35.37 106.24 102.63 60.63 64.13
6.86E-09 69.58 67.34 65.12 60.48 101.00 105.27 77.70 69.08
2.29E-09 87.82 86.35 83.09 86.61 101.73 107.54 99.99 99.37
7.62E-10 95.24 98.16 97.37 99.09 112.00 102.08 100.19 101.20
2.54E-10 95.81 95.30 95.70 98.34 107.74 105.43 91.15 97.22
DMSO 93.63 86.31 98.16 98.96 98.54 101.77 101.71 105.07
HILLSLOPE -0.99 -1.04 -0.96 -0.93 -0.77 -0.68 -0.91 -0.77
1C50 (M) 1.88E-08 1.76E-08 1.21E-08 1.16E-08 3.18E-06 2.98E-06 3.18E-08 2.83E-08
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Table S2. Raw data of compounds 15, 21, 17 and EPZ015666 in cell viability assays.

MCF-7 cells treated with 15, 21, 17 or EPZ015666

Viability

15 21

0.1 105.3077| 102.5247| 105.3358 0.1| 99.81698| 94.54928| 98.16948

0.3| 101.6677| 106.2998| 106.4838 0.3| 89.39629| 98.89076| 97.29685
1| 85.34882| 88.73061| 84.29195 1| 95.61483| 90.29079| 100.6339
3| 56.84664| 56.60026 51.08575 3 87.3941| 84.40584| 90.06798

10[ 58.18388| 57.54127| 53.61291 10[ 91.98856| 88.77088 98.9971

17 EPZ015666

0.1| 97.97854| 94.24979 97.7071 0.1| 103.8627| 98.19344| 100.0024

03[ 120.1471 117.759| 118.7336 0.3| 96.15282| 93.91667| 96.44916
1| 107.2821| 102.9658 104.964 1| 94.18891| 95.47858| 94.44257
3| 100.6041 99.2952 102.034 3| 61.49821| 61.87478| 60.87047

10[ 76.52726| 74.18326| 77.28988 10{ 54.81862| 50.49923 52.3403

Hela cells treated with 15 or EPZ015666

Viability
EPZ015666 15
0.1 96.816214( 93.0627502| 92.8846653 0.1| 94.6964077| 94.2944438| 94.1496581
0.3| 95.0155297( 94.6469275( 93.8997271 0.3| 86.3629676| 89.0964654| 91.7373441
1| 100.396497( 102.711569| 105.225155 1 97.30633| 94.421143| 96.8578848
3| 72.5700914| 68.3261055 67.4301835 3| 76.2240952| 79.4630465( 76.1345061
10 58.4619042| 59.2699552| 59.1871759 10| 61.5377335] 61.5555388| 58.6177167

A549 cells treated with 15 or EPZ015666

Viability
EPZ015666 15
0.1] 103.62602| 96.2622638| 98.1237621 0.1] 96.3164154| 105.372071 100.632464
0.3[ 92.1401016| 90.2927454| 99.5908353 0.3] 88.3634049]| 93.7588869| 96.1283189
1[92.3172031] 92.8489194| 90.9699991 1] 89.4851719]| 88.7338083| 87.1566657
3| 76.4004128| 73.9695657| 75.3071557 3| 76.2267372| 77.9163393( 77.1286976
10| 64.8761976]| 63.1769948| 63.8969935 10| 66.5349925| 67.5400241| 69.7962396

A172 cells treated with 15 or EPZ015666

Viability
EPZ015666 15
0.1] 96.2826641| 98.7078705| 112.622898 0.1] 96.5712757| 104.550821| 104.301089
0.3[ 95.1304114| 104.347687| 88.5882668 0.3] 80.1068795| 73.5889905| 78.7630812
1[89.1714242| 79.0851651| 84.4504481 1] 79.9647062| 83.4034113| 88.5711313
3| 82.6013681| 88.8621611 79.2044812 3| 71.6700219| 60.0499253 [ 60.7686492
10( 64.9747572| 66.3505145| 52.660909 10| 52.718707| 54.8407956| 54.0105839

Jurkat cells treated with 15 or EPZ015666

Viability
EPZ015666 15
0.1| 100.032582( 106.529389( 93.4706112 0.1] 95.2583287| 101.49024| 101.607242
0.3] 99.9348364| 93.6986837| 94.0831487 0.3| 83.3979925| 87.2221196| 95.7509699
1| 80.9331422( 74.4037534| 81.6303923 1| 83.4842047| 70.8294846| 65.1702691
3| 61.6121465| 55.1544376( 55.1088231 3| 58.402611| 53.0697703( 48.7653181
10{ 37.6124071| 44.1743777| 45.2560928 10{ 40.5012624| 31.929306| 40.1317815
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