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S1: Crystallography parameters, data collection and refinement statistics
	
	T2R-TTL-7j (PDB ID 5OSK)

	

	Space group
	P212121

	a, b, c, Å 
	105.7, 159.9, 181.0

	Resolution, Å
	49.8-2.1 (2.19-2.11)

	Rmeas, % 
	7 (181.8)

	CC1/2
	100 (44.1)

	I/σI 
	19.5 (1.06)

	Completeness, % 
	97.9 (79.4)

	Redundancy 
	6.7 (6.6)

	
	

	Refinement
	

	Resolution, Å 
	49.8-2.1

	No. unique reflections 
	172604 (14026)

	Rwork/Rfree, % 
	19.5/23.2

	Average B-factors, Å²
	

	Complex 
	73

	Solvent 
	71.3

	Ligand 
	90.7

	Wilson B-factor
	49.1

	rmsd from ideality
	

	Bond length, Å 
	0.007

	Bond angles, ° 
	0.858

	Ramachandran statistics
	

	Favored regions, % 
	97.9

	Allowed regions, % 
	2.1

	Outliers, % 
	0

	

	Highest shell statistics are in parentheses. 

The resolution cut-off was selected based on I/σI and CC1/2 according to Karplus and Diederichs.

CC1/2 = percentage of correlation between intensities from random half-data sets.

Ramachandran statistics: as defined by MolProbity.


S2: 13C NMR data for selected compounds
Spectra were recorded in deuteriochloroform unless otherwise stated at 67.5 or 100 MHz.

3a ( = 50.7 (CH2), 53.5 (CH2), 56.3 (CH3), 71.3 (CH2), 110.4 (CH), 112.8 (CH), 127.1 (CH), 127.5 (2xCH), 128.1 (2xCH), 128.3 (CH), 128.5 (2xCH), 128.7 (2xCH), 131.5 (C), 135.8 (C), 139.9 (C), 140.8 (C), 146.6 (C), 153.9 (C). 
3b ( = 49.3 (CH2), 50.9 (CH2), 55.3 (CH3), 56.5 (CH3), 71.3 (CH2), 110.3 (CH), 110.4 (C), 112.8 (CH), 120.5 (CH), 127.7 (3xCH), 128.4 (CH), 128.5 (CH), 128.8 (2xCH), 129.8 (CH), 132.1 (C), 135.9 (C), 140.8 (C), 146.5 (C), 154.0 (C), 157.8 (C). 

3c ( = 50.8 (CH2), 53.5 (CH2), 55.3 (CH3), 56.5 (CH3), 71.3 (CH2), 110.5 (CH), 112.7 (CH), 112.9 (CH), 113.6 (CH), 120.5 (CH), 127.7 (2xCH), 128.4 (CH), 128.8 (2xCH), 129.6 (CH), 131.6 (C), 135.8 (C), 140.9 (C), 141.6 (C), 146.7 (C), 153.9 (C), 159.9 (C). 

3d ( = 50.7 (CH2), 53.0 (CH2), 55.4 (CH3), 56.3 (CH3), 71.4 (CH2), 110.5 (C), 112.9 (CH), 113.9 (2xCH), 127.6 (2xCH), 128.4 (CH), 128.8 (2xCH), 129.4 (3xCH), 131.7 (C), 132.2 (C), 135.9 (C), 146.6 (C), 153.9 (C), 158.6 (C). 

3e ( = (DMSO-d6) 19.0 (CH3), 51.1 (CH2), 51.5 (CH2), 56.3 (CH3), 71.2 (CH2), 110.4 (CH), 112.7 (CH), 126.0 (CH), 127.1 (CH), 127.5 (2xCH), 128.3 (CH), 128.5 (CH), 128.7 (2xCH), 130.3 (CH), 131.6 (C), 135.8 (C), 136.4 (C), 137.8 (C), 140.7 (C), 146.5 (C), 153.9 (C). 

3f ( = 50.6 (CH2), 50.9 (CH2), 56.4 (CH3), 71.2 (CH2), 110.4 (CH), 112.7 (CH), 126.9 (CH), 127.5 (2xCH), 128.3 (CH), 128.5 (CH), 128.7 (2xCH), 129.6 (CH), 130.1 (CH), 131.4 (C), 133.8 (C), 135.8 (C), 137.3 (C), 140.7 (C), 146.6 (C), 153.9 (C). 

3g ( = 46.9 (CH2, d, J 3.7), 50.6 (CH2), 56.4 (CH3), 71.3 (CH2), 110.4 (CH), 112.6 (CH), 115.3 (CH, d, J 22.1), 124.2 (CH, d, J 3.7), 126.8 (C, d, J 14.7), 127.5 (2xCH), 128.3 (CH), 128.7 (2xCH), 128.9 (CH, d, J 18.1), 130.4 (CH, d, J 4.5), 131.4 (C), 135.8 (C), 140.7 (C), 146.6 (C), 149.1 (C), 161.2 (C, d, J 244). 

3h ( = 50.6 (CH2), 52.8 (CH2), 56.3 (CH3), 71.2 (CH2), 110.4 (CH), 112.9 (CH), 126.2 (CH), 127.2 (CH), 127.5 (2xCH), 128.2 (CH), 128.3 (CH), 128.7 (2xCH), 129.7 (CH), 131.1 (C), 134.3 (C), 135.7 (C), 140.8 (C), 142.1 (C), 146.7 (C), 153.9 (C). 

3i ( = 48.5 (CH2), 50.7 (CH2), 55.7 (CH3), 56.4 (CH3), 60.8 (CH3), 71.2 (CH2), 110.4 (CH), 111.6 (CH), 112.5 (CH), 121.7 (CH), 124.0 (CH), 127.6 (2xCH), 128.3 (CH), 128.7 (2xCH), 131.9 (C), 133.7 (C), 135.8 (C), 140.7 (C), 146.2 (C), 147.4 (C), 152.7 (C), 153.9 (C). 

3j ( = (DMSO-d6): ( 49.1 (CH2), 50.7 (CH2), 55.6 (CH3), 55.7 (CH3), 56.3 (CH3), 71.2 (CH2), 110.4 (CH), 111.1 (CH), 112.3 (CH), 112.8 (CH), 116.0 (CH), 127.5 (2xCH), 128.3 (CH), 128.7 (2xCH), 129.1 (C), 131.8 (C), 135.8 (C), 140.7 (C), 146.4 (C), 151.8 (C), 153.4 (C), 153.8 (C). 

3k ( = 50.8 (CH2), 53.7 (CH2), 56.1 (2xCH3), 56.3 (CH3), 60.8 (CH3), 71.3 (CH2), 104.9 (2xCH), 110.4 (CH), 113.1 (CH), 127.5 (2xCH), 128.3 (CH), 128.7 (2xCH), 131.3 (C), 135.8 (C), 136.9 (C), 140.9 (C), 146.7 (C), 153.3 (2xC), 153.8 (C). 

4a ( = 51.9 (CH2), 53.2 (CH2), 57.3 (CH3), 71.0 (CH2), 103.5 (CH), 115.9 (CH), 116.1 (C), 127.0 (CH), 127.1 (2xCH), 127.7 (2xCH), 128.1 (CH), 128.4 (2xCH), 128.5 (2xCH), 137.4 (C), 140.2 (C), 140.8 (C), 141.7 (C), 148.5 (C). 

4b ( = 48.5 (CH2), 51.5 (CH2), 55.2 (CH3), 57.3 (CH3), 71.1 (CH2), 103.6 (CH), 110.2 (CH), 116.1 (CH), 116.4 (C), 120.3 (CH), 127.2 (2xCH), 127.7 (CH), 128.2 (C), 128.3 (CH), 128.5 (2xCH), 130.0 (CH), 137.4 (C), 141.0 (C), 141.6 (C), 148.5 (C), 157.7 (C). 

4c ( = 51.7 (CH2), 53.1 (CH2), 55.1 (CH3), 57.3 (CH3), 71.0 (CH2), 103.6 (CH), 112.2 (CH), 113.8 (CH), 116.0 (CH), 116.1 (C), 120.4 (CH), 127.1 (2xCH), 127.7 (CH), 128.4 (2xCH), 129.4 (CH), 137.4 (C), 140.8 (CH), 141.7 (C), 141.9 (C), 148.6 (C), 159.7 (C). 

4d ( = 51.6 (CH2), 52.5 (CH2), 55.2 (CH3), 57.2 (CH3), 71.0 (CH2), 103.6 (CH), 113.7 (2xCH), 116.0 (CH), 116.2 (C), 127.1 (2xCH), 127.6 (CH), 128.4 (2xCH), 129.2 (2xCH), 132.3 (C), 137.3 (C), 140.8 (C), 141.6 (C), 148.5 (C), 158.6 (C). 

4e ( = (DMSO-d6) 18.9 (CH3), 51.1 (CH2), 52.3 (CH2), 57.3 (CH3), 71.1 (CH2), 103.7 (CH), 116.0 (CH), 116.3 (C), 125.9 (CH), 127.1 (CH), 127.2 (2xCH), 127.7 (CH), 128.4 (2xCH), 128.5 (CH), 130.3 (CH), 136.4 (C), 137.4 (C), 138.1 (C), 140.9 (C), 141.7 (C), 148.6 (C). 

4f ( = (DMSO-d6) 50.7 (CH2), 51.6 (CH2), 57.3 (CH3), 71.1 (CH2), 103.7 (CH), 116.0 (C), 116.1 (CH), 126.7 (CH), 127.2 (2xCH), 127.7 (CH), 128.4 (CH), 128.5 (2xCH), 129.6(CH), 130.4 (CH), 134.0 (C), 137.3 (C), 137.4 (C), 141.0 (C), 141.7 (C), 148.6 (C). 

4g ( = 46.7 (CH2, d, J 3.0), 51.6 (CH2), 57.3 (CH3), 71.1 (CH2), 103.7 (CH), 115.3 (CH, d, J 22.2), 115.9 (C), 116.0 (CH), 124.0 (CH, d, J 3.4), 127.0 (C, d, J 14.7), 127.2 (2xCH), 127.7 (CH), 128.5 (2xCH), 128.8 (CH, d, J 8.1), 130.5 (CH, d, J 5.2), 137.4 (C), 140.9 (C), 141.7 (C), 148.6 (C), 161.3 (C, d, J 244). 

4h ( = 51.7 (CH2), 52.5 (CH2), 57.3 (CH3), 71.1 (CH2), 103.7 (CH), 115.7 (C), 116.0 (CH), 126.2 (CH), 127.1 (2xCH), 127.2 (CH), 127.7 (CH), 128.2 (CH), 128.5 (2xCH), 129.6 (CH), 134.2 (C), 137.3 (C), 140.7 (C), 141.8 (C), 142.1 (C), 148.6 (C). 

4i ( = 47.9 (CH2), 51.5 (CH2), 55.7 (CH3), 57.3 (CH3), 60.7 (CH3), 71.1 (CH2), 103.6 (CH), 111.5 (CH), 116.1 (CH), 116.2 (C), 121.9 (CH), 123.8 (CH), 127.2 (2xCH), 127.7 (CH), 128.5 (2xCH), 133.7 (C), 137.4 (C), 140.9 (C), 141.7 (C), 147.4 (C), 148.5 (C), 152.7 (C). 

4j ( = 48.5 (CH2), 51.5 (CH2), 55.6 (CH3), 55.7 (CH3), 60.4 (CH3), 71.1 (CH2), 103.6 (CH), 111.1 (CH), 112.0 (CH), 116.1 (CH), 116.3 (C), 116.4 (CH), 127.2 (2xCH), 127.7 (CH), 128.5 (2xCH), 129.4 (C), 137.4 (C), 141.0 (C), 141.6 (C), 148.5 (C), 151.9 (C), 153.3 (C). 

4k ( = 51.7 (CH2), 53.5 (CH2), 56.1 (2xCH3), 57.3 (CH3), 60.8 (CH3), 71.0 (CH2), 103.6 (CH), 104.9 (2xCH), 116.0 (CH), 116.1 (C), 127.1 (2xCH), 127.7 (CH), 128.5 (2xCH), 136.0 (C), 136.8 (C), 137.3 (C), 140.7 (C), 141.8 (C), 148.6 (C), 153.2 (C). 

5a ( = 48.0 (CH2), 50.5 (CH2), 56.8 (CH3), 71.3 (CH2), 101.1 (CH), 109.0 (C), 110.1 (CH), 127.4 (2xCH), 127.6 (CH), 128.0 (CH), 128.1 (2xCH), 128.7 (2xCH), 128.8 (2xCH), 130.5 (C), 136.8 (C), 136.9 (C), 145.0 (C), 148.3 (C), 154.6 (C). 
5b ( = 44.8 (CH2), 48.3 (CH2), 55.4 (CH3), 56.7 (CH3), 71.1 (CH2), 100.9 (CH), 109.1 (C), 110.0 (CH), 110.3 (CH), 120.7 (CH), 124.8 (C), 127.3 (2xCH), 127.9 (CH), 128.4 (CH), 128.6 (2xCH), 128.7 (CH), 130.6 (C), 136.7 (C), 144.8 (C), 148.2 (C), 154.7 (C), 157.7 (C). 
5c ( = 48.0 (CH2), 50.4 (CH2), 55.3 (CH3), 56.7 (CH3), 71.2 (CH2), 101.0 (CH), 108.9 (C), 109.9 (CH), 113.0 (CH), 113.7 (CH), 120.4 (CH), 127.4 (2xCH), 128.0 (CH), 128.7 (2xCH), 129.8 (CH), 130.5 (C), 136.8 (C), 138.6 (C), 144.9 (C), 148.3 (C), 154.7 (CH), 160.0 (C). 

5d ( = 47.7 (CH2), 49.7 (CH2), 55.3 (CH3), 56.7 (CH3), 71.2 (CH2), 100.9 (CH), 108.9 (C), 110.0 (CH), 114.0 (2xCH), 127.3 (2xCH), 128.0 (CH), 128.6 (2xCH), 128.7 (C), 129.4 (2xCH), 130.3 (C), 136.7 (C), 144.9 (C), 148.2 (C), 154.4 (C), 159.1 (C). 

5e ( = (DMSO-d6) 19.2 (CH3), 47.7 (CH2), 48.3 (CH2), 56.7 (CH3), 71.2 (CH2), 100.9 (CH), 108.8 (C), 110.0 (CH), 126.1 (CH), 127.3 (2xCH), 127.5 (CH), 128.0 (CH), 128.1 (CH), 128.6 (2xCH), 130.4 (C), 130.6 (CH), 134.2 (C), 136.7 (C), 136.8 (C), 144.9 (C), 148.3 (C), 154.3 (C). 

5f ( = 47.4 (CH2), 48.3 (CH2), 56.5 (CH3), 70.8 (CH2), 100.9 (CH), 108.4 (C), 109.7 (CH), 127.0 (CH), 127.2 (2xCH), 127.7 (CH), 128.3 (2xCH), 128.4 (CH), 128.5 (CH), 129.3 (CH), 130.5 (C), 133.4 (C), 134.1 (C), 136.6 (C), 144.5 (C), 148.0 (C), 154.4 (C). 

5g ( = 43.1 (CH2, d, J 3.0), 47.6 (CH2), 56.1 (CH3), 70.0 (CH2), 100.4 (CH), 108.9 (C), 115.3 (CH, d, J 22.1), 119.2 (C), 124.2 (C, d, J 14.7), 124.6 (C, d, J 3.7), 127.8 (2xCH), 127.9 (CH), 128.4 (2xCH), 129.3 (d, J 8.1), 129.8 (CH, d, J 4.4), 130.9 (C), 136.9 (C), 143.9 (C), 147.5 (C), 153.5 (C), 160.6 (C, d, J 244). 

5h ( = 48.1 (CH2), 50.0 (CH2), 56.7 (CH3), 71.2 (CH2), 101.1 (CH), 108.6 (C), 109.9 (CH), 126.1 (CH), 127.3 (2xCH), 127.8 (CH), 128.0 (CH), 128.1 (CH), 128.6 (2xCH), 130.0 (CH), 130.2 (C), 134.6 (C), 136.7 (C), 139.0 (C), 145.0 (C), 148.3 (C), 154.4 (C). 
5i ( = 44.3 (CH2), 48.0 (CH2), 55.7 (CH3), 56.6 (CH3), 60.9 (CH3), 71.2 (CH2), 100.9 (CH), 109.1 (C), 110.0 (CH), 111.5 (CH), 121.0 (CH), 124.4 (CH), 127.3 (2xCH), 127.9 (CH), 128.5 (2xCH), 130.4 (C), 130.5 (C), 136.7 (C), 144.8 (C), 147.5 (C), 148.1 (C), 152.6 (C), 154.5 (C). 
5j ( = 45.0 (CH2), 48.6 (CH2), 55.9 (CH3), 56.3 (CH3), 57.0 (CH3), 71.4 (CH2), 101.2 (CH), 109.3 (C), 110.3 (CH), 111.7 (CH), 112.9 (CH), 115.1 (CH), 126.4 (C), 127.5 (2xCH), 128.2 (CH), 128.8 (2xCH), 130.8 (C), 137.0 (C), 145.0 (C), 148.4 (C), 152.2 (C), 154.1 (C), 154.9 (C). 
5k ( = 47.8 (CH2), 50.6 (CH2), 56.2 (2xCH3), 56.7 (CH3), 60.8 (CH3), 71.2 (CH2), 101.0 (CH), 105.0 (2xCH), 109.0 (C), 109.9 (CH), 127.3 (2xCH), 128.0 (CH), 128.6 (2xCH), 130.2 (C), 132.5 (C), 136.6 (C), 137.4 (C), 145.0 (C), 148.2 (C), 153.4 (2xC), 154.4 (C). 
6b ( = (CDCl3/ methanol-d4 5:1) 44.7 (CH2), 48.2 (CH2), 55.2 (CH3), 56.4 (CH3), 101.1 (CH), 107.7 (C), 108.9 (CH), 110.2 (CH), 120.5 (CH), 124.4 (C), 128.4 (CH), 128.6 (CH), 130.4 (C), 142.5 (C), 145.9 (C), 154.9 (C), 157.6 (C). 
6c ( = (CDCl3/ methanol-d4 5:1) 48.2 (CH2), 50.5 (CH2), 55.4 (CH3), 56.7 (CH3), 101.6 (CH), 107.8 (C), 109.3 (CH), 113.2 (CH), 113.8 (CH), 120.5 (CH), 130.0 (CH), 130.5 (C), 138.4 (C), 143.0 (C), 146.3 (C), 155.1 (C), 160.1 (C). 

6d ( = (CDCl3/ methanol-d4 5:1) 47.6 (CH2), 49.7 (CH2), 55.2 (CH3), 56.4 (CH3), 101.0 (CH), 107.7 (C), 108.8 (CH), 114.0 (2xCH), 128.6 (C), 129.4 (2xCH), 130.4 (C), 142.3 (C), 145.8 (C), 154.6 (C), 159.0 (C). 
6e ( = (DMSO-d6) 18.7 (CH3), 47.2 (CH2), 47.3 (CH2), 56.2 (CH3), 101.6 (CH), 107.1 (C), 110.5 (CH), 125.9 (CH), 127.1 (CH), 127.5 (CH), 130.3 (CH), 131.2 (C), 135.1 (C), 136.2 (C), 142.4 (C), 146.3 (C), 153.6 (C). 

6f ( = (DMSO-d6) 47.2 (CH2), 48.0 (CH2), 56.2 (CH3), 101.7 (CH), 107.0 (C), 110.5 (CH), 127.5 (CH), 128.5 (CH), 128.8 (CH), 129.4 (CH), 131.1 (C), 132.4 (C), 134.7 (C), 142.5 (C), 146.4 (C), 153.6 (C). 
6g ( = (DMSO-d6) 43.1 (CH2, d, J 3.7), 47.7 (CH2), 56.2 (CH3), 101.7 (CH), 107.1 (C), 110.5 (CH), 115.3 (CH, d, J 21.4), 124.3 (C, d, J 14.8), 124.6 (C, d, J 3.0), 129.3 (d, J 8.1), 129.8 (CH, d, J 4.4), 131.1 (C), 142.5 (C), 146.4 (C), 153.6 (C), 160.6 (C, d, J 244). 
6h ( = (DMSO-d6) 47.5 (CH2), 48.8 (CH2), 56.2 (CH3), 101.6 (CH), 107.1 (C), 110.5 (CH), 126.3 (CH), 127.2 (CH), 127.5 (CH), 130.4 (CH), 131.1 (C), 133.1 (C), 140.4 (C), 142.5 (C), 146.3 (C), 153.7 (C). 
6i ( = (DMSO-d6) 43.9 (CH2), 47.6 (CH2), 55.7 (CH3), 56.2 (CH3), 60.2 (CH3), 101.6 (CH), 107.2 (C), 110.4 (CH), 111.8 (CH), 120.0 (CH), 124.1 (CH), 130.9 (C), 131.2 (C), 142.4 (C), 146.3 (C), 146.9 (C), 152.4 (C), 153.7 (C). 
6j ( = (DMSO-d6) 44.2 (CH2), 47.9 (CH2), 55.3 (CH3), 55.9 (CH3), 56.2 (CH3), 101.6 (CH), 107.2 (C), 110.5 (CH), 111.8 (2xCH), 114.2 (CH), 126.4 (C), 131.3 (C), 142.4 (C), 146.3 (C), 151.3 (C), 153.2 (C), 153.8 (C). 
6k ( = 47.9 (CH2), 50.7 (CH2), 56.2 (2xCH3), 56.5 (CH3), 60.8 (CH3), 101.0 (CH), 105.1 (2xCH), 108.0 (C), 108.4 (CH), 130.7 (C), 132.5 (C), 137.4 (C), 142.0 (C), 145.7 (C), 153.4 (2xC), 154.5 (C). 
7a ( = (DMSO-d6) 47.7 (CH2), 49.9 (CH2), 56.3 (CH3), 109.5 (CH), 110.3 (CH), 115.8 (C), 127.4 (CH), 127.6 (2xCH), 128.3 (2xCH), 130.1 (C), 136.0 (C), 138.5 (C), 146.7 (C), 154.1 (C). 
7b ( = (DMSO-d6) 44.8 (CH2), 48.5 (CH2), 56.0 (CH3), 56.8 (CH3), 109.6 (CH), 111.4 (CH), 111.7 (CH), 116.8 (C), 121.0 (CH), 125.4 (C), 128.1 (CH), 128.9 (CH), 131.6 (C), 138.6 (C), 146.8 (C), 154.1 (C), 157.8 (C). 
7c ( = (DMSO-d6) 47.9 (CH2), 49.7 (CH2), 55.6 (CH3), 56.8 (CH3), 109.6 (CH), 111.7 (CH), 113.0 (CH), 114.1 (CH), 116.7 (C), 120.3 (CH), 130.3 (CH), 131.4 (C), 138.6 (C), 139.6 (C), 146.9 (C), 154.0 (C), 160.0 (C). 
7d ( = (DMSO-d6) 47.6 (CH2), 49.1 (CH2), 55.6 (CH3), 56.7 (CH3), 109.6 (CH), 111.7 (CH), 114.5 (2xCH), 116.8 (C), 129.7 (2xCH), 129.8 (C), 131.4 (C), 138.6 (C), 146.8 (C), 154.0 (C), 159.1 (C). 
7e ( = (DMSO-d6) 18.7 (CH3), 47.2 (CH2), 47.3 (CH2), 56.2 (CH3), 109.0 (CH), 111.2 (CH), 116.1 (C), 125.9 (CH), 127.2 (CH), 127.5 (CH), 130.3 (CH), 130.9 (C), 134.9 (C), 136.2 (C), 138.1 (C), 146.3 (C), 153.3 (C). 
7f ( = (DMSO-d6) 47.2 (CH2), 47.9 (CH2), 56.2 (CH3), 109.1 (CH), 111.2 (CH), 116.1 (C), 119.2 (C), 127.5 (CH), 128.6 (CH), 128.9 (CH), 129.5 (CH), 130.8 (C), 132.5 (C), 134.5 (C), 138.1 (C), 146.4 (C), 153.4 (C). 
7g ( = (DMSO-d6) 43.1 (CH2, d, J 3.7), 47.6 (CH2), 56.2 (CH3), 109.1 (CH), 111.2 (CH), 115.3 (CH, d, J 21.4), 116.1 (CH), 124.1 (CH, d, J 14.7), 124.6 (C, d, J 3.0), 129.4 (C, d, J 8.1), 129.8 (CH, d, J 4.4), 130.8 (C), 138.1 (C), 146.3 (C), 153.4 (C), 160.6 (C, d, J 244). 
7h ( = (DMSO-d6) 47.5 (CH2), 48.8 (CH2), 56.2 (CH3), 109.1 (CH), 111.2 (CH), 116.1 (C), 126.3 (CH), 127.5 (CH), 128.6 (C), 130.5 (CH), 130.8 (CH), 133.2 (C), 138.1 (C), 140.2 (C), 146.4 (C), 153.5 (C). 
7i ( = (DMSO-d6) 43.8 (CH2), 47.6 (CH2), 55.7 (CH3), 56.2 (CH3), 60.2 (CH3), 109.0 (CH), 111.2 (CH), 111.9 (CH), 116.2 (CH), 119.9 (CH), 124.1 (CH), 130.6 (C), 130.9 (C), 138.1 (C), 146.3 (C), 146.9 (C), 152.5 (C), 153.5 (C). 
7j ( = (DMSO-d6) 44.2 (CH2), 47.8 (CH2), 55.3 (CH3), 55.9 (CH3), 56.3 (CH3), 109.0 (CH), 111.2 (CH), 111.8 (CH), 111.9 (CH), 114.4 (CH), 116.3 (C), 126.1 (C), 131.0 (C), 138.1 (C), 146.3 (C), 151.3 (C), 153.2 (C), 153.5 (C). 
7k ( = (DMSO-d6) 47.2 (CH2), 49.5 (CH2), 55.8 (2xCH3), 56.2 (CH3), 60.0 (CH3), 105.1 (2xCH), 109.0 (CH), 111.2 (CH), 116.3 (C), 130.8 (C), 133.1 (C), 136.7 (C), 138.1 (C), 146.3 (C), 153.0 (2xC), 153.5 (C). 
S3: Elemental analyses for selected compounds
	
	
	Found
	Expected

	Compound
	Formula
	C
	H
	N
	C
	H
	N

	5a
	C23H22N2O3
	72.6
	5.82
	7.57
	73.78
	5.92
	7.48

	5b
	C24H24N2O4 0.5H2O
	70.0
	6.06
	6.75
	69.72
	6.09
	6.78

	5c
	C24H24N2O4 0.5H2O
	70.1
	6.10
	6.71
	69.72
	6.09
	6.78

	5d
	C24H24N2O4 0.5H2O
	70.1
	6.07
	6.67
	69.72
	6.09
	6.78

	5e
	C24H24N2O3
	74.1
	6.26
	7.20
	74.21
	6.23
	7.21

	5f
	C23H21ClN2O3
	67.5
	5.13
	6.85
	67.56
	5.18
	6.85

	5g
	C23H21FN2O3
	70.4
	5.37
	7.03
	70.40
	5.39
	7.14

	5h
	C23H21ClN2O3
	67.6
	5.17
	6.86
	67.56
	5.18
	6.85

	5i
	C25H26N2O5
	68.9
	6.00
	6.43
	69.11
	6.03
	6.45

	5j
	C25H26N2O5
	68.8
	6.00
	6.43
	69.11
	6.03
	6.45

	5k
	C26H28N2O6 0.5H2O
	66.3
	6.01
	6.18
	65.95
	6.17
	5.92

	6a
	C16H16N2O3 0.25H2O
	66.5
	5.60
	9.62
	66.54
	5.76
	9.70

	6b
	C17H18N2O4 0.25H2O
	63.9
	5.74
	8.76
	64.04
	5.85
	8.79

	6c
	C17H18N2O4 0.25H2O
	64.0
	5.68
	8.90
	64.04
	5.85
	8.79

	6d
	C17H18N2O4 0.25H2O
	63.9
	5.70
	8.84
	64.04
	5.85
	8.79

	6e
	C17H18N2O3 1.5H2O
	62.6
	6.54
	8.60
	62.76
	6.51
	8.61

	6f
	C16H15ClN2O3
	60.4
	4.79
	8.44
	60.29
	4.74
	8.79

	6g
	C16H15FN2O3
	63.4
	4.98
	9.24
	63.57
	5.00
	9.27

	6h
	C16H15ClN2O3
	61.0
	4.83
	8.90
	60.29
	4.74
	8.79

	6i
	C18H20N2O5
	62.4
	5.82
	8.06
	62.78
	5.85
	8.13

	6j
	C18H20N2O5
	62.6
	5.80
	7.98
	62.78
	5.85
	8.13

	6k
	C19H22N2O6 0.5H2O
	59.5
	5.84
	7.47
	59.52
	6.05
	7.31

	7a
	C16H17N3O5S 0.5H2O
	51.6
	4.74
	11.1
	51.60
	4.87
	11.28

	7b
	C17H19N3O6S 0.5H2O
	50.4
	4.78
	10.3
	50.74
	5.01
	10.44

	7c
	C17H19N3O6S 0.5H2O
	51.1
	4.93
	10.2
	50.74
	5.01
	10.44

	7d
	C17H19N3O6S 0.5H2O
	50.5
	4.97
	10.2
	50.74
	5.01
	10.44

	7e
	C17H19N3O5S
	54.3
	5.12
	10.7
	54.10
	5.07
	11.13

	7f
	C16H16ClN3O5S
	47.9
	4.18
	10.3
	48.30
	4.05
	10.56

	7g
	C16H16FN3O5S
	50.2
	4.21
	10.9
	50.39
	4.23
	11.02

	7h
	C16H16ClN3O5S
	48.5
	4.45
	10.1
	48.30
	4.05
	10.56

	7i
	C18H21N3O7S
	50.8
	5.06
	9.67
	51.06
	5.00
	9.92

	7j
	C18H21N3O7S
	51.0
	4.98
	9.90
	51.06
	5.00
	9.92

	7k
	C19H23N3O8S
	50.1
	5.30
	9.15
	50.32
	5.11
	9.27


S4: Structures of dihydroquinazolinones evaluated in STS assay
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S5: Structures of tetrahydroisoquinolines and irosustat evaluated in STS assay
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S6a: Inhibition of steroid sulfatase at 10 µM inhibitor concentration. 
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S6b: Docking of 7b and 7f into the crystal structure of human STS.
The docking of 7b (pink), and 7f (yellow) into the crystal structure of human STS. The Ca2+ ion is depicted as a yellow sphere, and FG75 is the gem-diol form of FGly 75 aldehyde. Dotted line is a potential hydrogen bond. 
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S7a: Activity of 7b against the growth of RPMI 8226 multiple myeloma xenografts in female nude athymic mice. 
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S7b: Body weights of treated and untreated cohorts over the course of the experiment. 
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