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Tab. S1: SMILES Strings and ICso-values of all tested TZD ligands.

Ligand Name | IC50 / uM | Smiles Code

8b 0,33 0O=C(COclcc2cec(/C=C(/C(N3)=0)\SC3=0)cc2cc1)N(C(C1)c(cccc2)c2Cl)N=Clclcceccl

8i 0,34 0O=C(COc1ccc(cc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)N(C(C1)c2cccs2)N=Clclcccecl

16b 0,42 0O=C(COc1cc2cce(/C=C(/C(N3)=0)\SC3=0)cc2cc1)N(C(C1)c(cccec2)c2Cl)N=Clc(ccl)ccclF
16g 0,46 Cclcec(C(C2)N(C(COc3cec(cc(/C=C(/C(N4)=0)\SC4=0)cc4)c4c3)=0)N=C2c(cc2)ccc2F)ccl

71 0,54 Cc(cc(cc1)Br)cINC(COc1cc2cecc(/C=C(/C(N3)=0)\SC3=0)cc2cc1)=0

4j 0,67 0=C(COclccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cc2)cc(Cl)c2CI)N=Clclccecccl

24g 0,71 Cclecec(C(C2)N(C(COc3cec(ce(/C=C(/C(N4)=0)\SC4=0)cca)cac3)=0)N=C2c(ccc(F)c2)c2F)ccl
24e 0,73 0O=C(COclccc(cc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)N(C(C1)c(cc2)ccc2F)N=Clc(ccc(F)c1)clF
8g 0,76 Cclecec(C(C2)N(C(COc3ccc(cc(/C=C(/C(N4)=0)\SC4=0)cc4)c4c3)=0)N=C2c2ccccc2)ccl

8a 0,77 O=C(COclccc(ecc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)N(C(C1)c2ccccc2)N=Clclcceecl

7s 0,78 0O=C(COc1lccc(cc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)NcincccclF

4d 0,79 0=C(COc1ccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2ccc(C(F)(F)F)cc2)N=Clclcccecl

12j 0,83 0=C(COclccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cc2)cc(Cl)c2CI)N=Clc(ccl)ccclF

5w 0,90 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)Ncinc(cccc2)c2sl




20e 1,0 0O=C(COclccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cc2)ccc2F)N=Clc(ccc(F)cl)c1F

8e 1,1 0=C(COc1ccc(ce(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)N(C(C1)c(cc2)ccc2F)N=Clclcccecl
16a 1,1 0=C(COc1ccc(cc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)N(C(C1)c2ccccc2)N=Clc(ccl)ceclF
8c 1,2 0=C(COc1ccc(ce(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)N(C(C1)c2ccco2)N=Clclccceccl

7x 1,2 Cclccec2clnc(NC(COclcc3ecc(/C=C(/C(N4)=0)\SC4=0)cc3ccl)=0)s2

16e 1,3 O=C(COc1ccc(cc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)N(C(C1)c(cc2)ccc2F)N=Clc(ccl)ccclF
7i 1,3 0=C(COclcc2ccc(/C=C(/C(N3)=0)\SC3=0)cc2cc1)Nc(c(F)cc(F)c1)c1Br

4k 1,4 0O=C(COclccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cc2)ccc2Br)N=Clclcccecl

16¢ 1,4 0O=C(COc1ccc(cc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)N(C(C1)c2ccco2)N=Clc(ccl)ccclF
22g 1,5 Ccleec(C(C2)N(C(COc3ccc(/C=C(/C(N4)=0)\SC4=0)cc3)=0)N=C2c(ccc(F)c2)c2F)ccl
12d 1,5 0=C(COclccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2ccc(C(F)(F)F)cc2)N=Clc(ccl)ccclF
12a 1,6 0=C(COc1ccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2ccccc2)N=Clc(ccl)ccclF

7w 1,6 0O=C(COclcc2cce(/C=C(/C(N3)=0)\SC3=0)cc2cc1)Ncinc(ccecc2)c2sl

12f 1,6 0=C(COc1ccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(ccc(F)c2)c2F)N=Clc(ccl)ccclF

4g 1,8 Cclecec(C(C2)N(C(COc3cec(/C=C(/C(N4)=0)\SC4=0)cc3)=0)N=C2c2ccccc2)ccl

12g 1,8 Ccleccc(C(C2)N(C(COc3ccc(/C=C(/C(N4)=0)\SC4=0)cc3)=0)N=C2c(cc2)ccc2F)ccl

7q 1,8 [O-][N+](c(cc1)cccINC(COclcec(cc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)=0)=0

4b 1,9 0O=C(COclccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cccc2)c2Cl)N=Clclcccccl

22d 1,9 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2ccc(C(F)(F)F)cc2)N=Clc(ccc(F)cl1)c1F
5z 2,1 [O-]1[N+](c(cc1)cc2cInc(NC(COclnce(/C=C(/C(N3)=0)\SC3=0)cc1)=0)s2)=0

14d 2,2 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2ccc(C(F)(F)F)cc2)N=Clc(ccl)ccclF
78 2,2 COclccee(NC(COc2cee(ce(/C=C(/C(N3)=0)\SC3=0)cc3)c3c2)=0)cl

12e 2,3 0=C(COclccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cc2)ccc2F)N=Clc(ccl)ccclF

14b 2,3 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cccc2)c2Cl)N=Clc(ccl)ccclF

4f 2,5 O=C(COclccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(ccc(F)c2)c2F)N=Clclcccecl

7u 2,9 Cc(cce(NC(COc1ec2cec(/C=C(/C(N3)=0)\SC3=0)cc2cc1)=0)cl)c1Cl

Je 2,9 0=C(COc1ccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cc2)ccc2F)N=Clclcccecl

70 2,9 0=C(COclcc2ccc(/C=C(/C(N3)=0)\SC3=0)cc2cc1)Nc(ccl)ccclBr

7n 3,1 CclccencINC(COclcec(cc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)=0

22f 3,4 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(ccc(F)c2)c2F)N=Clc(ccc(F)cl)c1F




Sy 3,4 CCOc(ccl)cc2elnc(NC(COclnce(/C=C(/C(N3)=0)\SC3=0)cc1)=0)s2

7p 3,5 0O=C(COclcc2cce(/C=C(/C(N3)=0)\SC3=0)cc2cc1)Nclcc(C(F)(F)F)cc(Cl)c1

7b 3,6 0=C(COc1ccc(ce(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)Nc(ccl)ccclF

7y 3,6 CCOc(ccl)cc2cine(NC(COclcc3cec(/C=C(/C(N4)=0)\SC4=0)cc3cc1)=0)s2

14e 3,8 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cc2)ccc2F)N=Clc(ccl)ccclF
7a 3,9 0=C(COc1ccc(cc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)Nclccceccl

7i 4,0 0=C(COc1ccc(ce(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)Nc(cccecl)c10clcecccl

6e 4,2 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cc2)ccc2F)N=Clclcccecl

5x 4,3 Cclccec2elne(NC(COclncce(/C=C(/C(N3)=0)\SC3=0)cc1)=0)s2

6h 4,3 [O-][N+](c1ccec(C(C2)N(C(COc3ncc(/C=C(/C(N4)=0)\SC4=0)cc3)=0)N=C2c2ccccc2)cl)=0
7t 4,4 Cclcc(NC(COc2cec(ce(/C=C(/C(N3)=0)\SC3=0)cc3)c3c2)=0)nol

7c 4,5 Cc(cc1)cecINC(COc1cec(ce(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)=0

7r 4,6 0O=C(COc1ccc(cc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)Nc(ccc(S)c1)clF

14c 4,7 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2ccco2)N=Clc(ccl)ccclF

7e 4,8 0O=C(COc1ccc(cc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)Nclcc(C(F)(F)F)cccl

50 5,0 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)Nc(ccl)ccclBr

7v 5,2 0=C(COc1cc2ccc(/C=C(/C(N3)=0)\SC3=0)cc2cc1)Nc(ccl)cc(Br)c1Br

22e 5,2 0O=C(COclncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cc2)ccc2F)N=Clc(ccc(F)cl)clF
6d 5,3 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2ccc(C(F)(F)F)cc2)N=Clclcccecl
22b 5,6 0O=C(COclncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cccc2)c2CI)N=Clc(ccc(F)cl)clF
6a 5,7 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2ccccc2)N=Clclcccecl

5h 5,7 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)Nc(ccl)cc(Cl)c1cl

14f 5,8 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(ccc(F)c2)c2F)N=Clc(ccl)ccclF
6i 5,9 0O=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2cccs2)N=Clclcccccl

7h 6,2 0O=C(COclcc2cec(/C=C(/C(N3)=0)\SC3=0)cc2cc1)Nc(ccl)cc(Cl)ciCl

6b 6,3 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cccc2)c2Cl)N=Clclccecccl

5v 7,0 0O=C(COcl1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)Nc(ccl)cc(Br)c1Br

12c 7,0 0=C(COc1ccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2ccco2)N=Clc(ccl)ccclF

12b 8,0 0=C(COclccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(cccc2)c2Cl)N=Clc(ccl)ccclF
22c 8,1 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2ccco2)N=Clc(ccc(F)c1)clF
Su 8,4 Cclec(Cl)ec(NC(COc2nce(/C=C(/C(N3)=0)\SC3=0)cc2)=0)c1




7k 8,4 0=C(COc1ccc(cc(/C=C(\C(N2)=0)/SC2=0)cc2)c2c1)Nc(ccc(F)c1)clF

6f 8,9 0O=C(COclncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c(ccc(F)c2)c2F)N=Clclcccccl
7f 9,4 0=C(COc1cc2cec(/C=C(/C(N3)=0)\SC3=0)cc2cc1)Nclccec(Cl)cl

5f 11 O=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)Nclcccc(Cl)cl

4a 12 0=C(COclccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2ccccc2)N=Clclcccecl
5c 12 Cc(cc1)cccINC(COc1ncce(/C=C(/C(N2)=0)\SC2=0)cc1)=0

Se 13 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)Nclcc(C(F)(F)F)cccl

3k 15 [O-][N+](c(cc1)cccINC(COclc(/C=C(/C(N2)=0)\SC2=0)c2ccccc2ccl)=0)=0
20c 15 0O=C(COclccc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2ccco2)N=Clc(ccc(F)cl)clF
5r 15 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)Nc(ccc(Br)c1)clF

5k 19 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)Nc(ccc(F)c1)c1F

5s 19 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)NclncccclF

7m 20 0O=C(COc1ccc(cc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)Nclnccccl

14a 21 O=C(COclncc(/C=C(/C(N2)=0)\SC2=0)cc1)N(C(C1)c2ccccc2)N=Clc(ccl)ccclF
5n 21 CclccencINC(COclncec(/C=C(/C(N2)=0)\SC2=0)cc1)=0

5m 22 0O=C(COclncc(/C=C(/C(N2)=0)\SC2=0)cc1)Nclnccccl

5d 25 COc(ccl)cccINC(COclnce(/C=C(/C(N2)=0)\SC2=0)cc1)=0

5p 34 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)Nc(c(C(F)(F)F)cccl)ciCl

GB24 35 Cc(c(C)c1)cc2c1sc(NC(CN(C(/C(/S1)=C/c(cc3)ccc3Cl)=0)C1=0)=0)n2

P10 43 CC(N(C)N(C1=0)c2ccccc2)=C1INC(CN(C(/C(/S1)=C/c2nccec2)=0)C1=0)=0
3a >50 0O=C(COc1c(/C=C(/C(N2)=0)\SC2=0)c2ccccc2ccl)Nclcccecl

3b >50 0=C(COc1c(/C=C(/C(N2)=0)\SC2=0)c2ccccc2ccl)Nc(ccl)ccclF

3c >50 Cc(ccl)cceINC(COc1c(/C=C(/C(N2)=0)\SC2=0)c2ccccc2cecl)=0

3d >50 COc(ccl)cccINC(COclc(/C=C(/C(N2)=0)\SC2=0)c2ccccc2ccl)=0

3e >50 0=C(COc1c(/C=C(/C(N2)=0)\SC2=0)c2ccccc2ccl)Nc(ccl)ec(Cl)cicl

3f >50 0O=C(COc1c(/C=C(/C(N2)=0)\SC2=0)c2ccccc2ccl)Nc(c(F)cc(F)c1)c1Br

3g >50 0=C(COc1c(/C=C(/C(N2)=0)\SC2=0)c2ccccc2ccl)Nc(ccc(F)cl)clF

3h >50 Cc(cc(cc1)Br)cINC(COc1c(/C=C(/C(N2)=0)\SC2=0)c2ccccc2ccl)=0

3i >50 0=C(COc1c(/C=C(/C(N2)=0)\SC2=0)c2ccccc2ccl)Nc(ccl)ccclBr

3j >50 0=C(COc1c(/C=C(/C(N2)=0)\SC2=0)c2ccccc2ccl)Nclcc(C(F)(F)F)cccl

5a >50 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)Nclcccccl




5b >50 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)Nc(ccl)ccclF

5g >50 COclccecc(NC(COc2ncc(/C=C(/C(N3)=0)\SC3=0)cc2)=0)c1

5i >50 0=C(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)Nc(c(F)cc(F)c1)c1Br
5j >50 Cclncc(NC(COc2ncec(/C=C(/C(N3)=0)\SC3=0)cc2)=0)s1

5 >50 Cc(cc(cc1)Br)cINC(COc1ncc(/C=C(/C(N2)=0)\SC2=0)cc1)=0

5q >50 [O-][N+](c(cec1)cccINC(COclnce(/C=C(/C(N2)=0)\SC2=0)cc1)=0)=0
5t >50 Cclcc(NC(COc2nce(/C=C(/C(N3)=0)\SC3=0)cc2)=0)no1l

7d >50 COc(ccl1)cccINC(COclcec(cc(/C=C(/C(N2)=0)\SC2=0)cc2)c2c1)=0
F1 >50 O=C(CN(C(/C(/S1)=C/c2ccc02)=0)C1=0)Nclccceccl

F10 >50 O=C(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)Nc(cc(C(F)(F)F)ccl)cicl
F11 >50 O=C(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)Nc(ccc(Br)cl)clF

F12 >50 COc(ccl1)cccINC(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)=0

F13 >50 O=C(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)Nc(ccl)ccclF

F14 >50 [O-][N+](c(cc1)cccINC(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)=0)=0
F15 >50 Cclec(NC(CN(C(/C(/S2)=C/c3ccco3)=0)C2=0)=0)nol

F16 >50 O=C(CN(C(/C(/S1)=C/c2ccc02)=0)C1=0)Nclinccsl

F17 >50 Cc(cce(NC(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)=0)cl)cicl

F18 >50 O=C(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)Nclnc(cccc2)c2sl

F19 >50 O=C(CN(C(/C(/S1)=C/c2ccc02)=0)C1=0)Nc(ccl)cc(Cl)c1Cl

F2 >50 O=C(CN(C(/C(/S1)=C/c2ccc02)=0)C1=0)Nc(ccccl)clF

F21 >50 O=C(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)Nc(ccl)ccclBr

F22 >50 O=C(CN(C(/C(/S1)=C/c2ccc02)=0)C1=0)Nclnccccl

F23 >50 Cc(cc1)cecINC(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)=0

F24 >50 O=C(CN(C(/C(/S1)=C/c2ccc02)=0)C1=0)Nc(ccl)cc(Br)cl1Br

F25 >50 Cclesc(NC(CN(C(/C(/S2)=C/c3ccco3)=0)C2=0)=0)n1

F3 >50 O=C(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)Nclcc(F)cccl

F4 >50 O=C(CN(C(/C(/S1)=C/c2ccc02)=0)C1=0)Nc(c(F)cc(Br)cl1)c1F

F5 >50 O=C(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)Nc(ccc(F)cl)clF

F6 >50 O=C(CN(C(/C(/S1)=C/c2ccc02)=0)C1=0)Nclcc(C(F)(F)F)cccl

F7 >50 O=C(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)Nc(cc1)c(C(F)(F)F)ccicl
F8 >50 O=C(CN(C(/C(/S1)=C/c2ccc02)=0)C1=0)Nc(cc1)c(C(F)(F)F)ccicl




F9 >50 O=C(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)Nc(ccl)ccec1Oclcececcl

G1 >50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2Br)=0)C1=0)Nc(ccl)c(C(F)(F)F)cc1cl
G10 >50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2F)=0)C1=0)Nc(ccc(F)c1)c1F

G11 >50 Cclcee(/C=C(/C(N2CC(Nc(cc3)c(C(F)(F)F)cc3Cl)=0)=0)\SC2=0)cc1
G12 >50 Cclccc(/C=C(/C(N2CC(Nc(ccc(F)c3)c3F)=0)=0)\SC2=0)ccl

G13 >50 O=C(CN(C(/C(/S1)=C/c2cccec2)=0)C1=0)Nc(ccl)c(C(F)(F)F)ccicCl
G14 >50 O=C(CN(C(/C(/S1)=C/c2ccccc2)=0)C1=0)Nc(ccc(F)cl)clF

G15 >50 O=C(CN(C(/C(/S1)=C/c(ccc(F)c2)c2F)=0)C1=0)Nclcc(C(F)(F)F)cccl
G16 >50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2F)=0)C1=0)Nclcc(C(F)(F)F)cccl

G2 >50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2Br)=0)C1=0)Nc(ccc(F)c1)c1F

G3 >50 Cclc(C)ec(/C=C(/C(N2CC(Nc(ce3)c(C(F)(F)F)cc3Cl)=0)=0)\SC2=0)ccl
G4 >50 Cclc(C)ec(/C=C(/C(N2CC(Nc(ccc(F)c3)c3F)=0)=0)\SC2=0)ccl

G5 > 50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2Cl)=0)C1=0)Nc(cc1)c(C(F)(F)F)ccicl
G6 >50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2Cl)=0)C1=0)Nc(ccc(F)cl)c1F

G7 >50 O=C(CN(C(/C(/S1)=C/c(ccc(F)c2)c2F)=0)C1=0)Nc(cc1)c(C(F)(F)F)cciCl
G8 >50 O=C(CN(C(/C(/S1)=C/c(ccc(F)c2)c2F)=0)C1=0)Nc(ccc(F)c1)clF

G9 >50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2F)=0)C1=0)Nc(cc1)c(C(F)(F)F)cciCl
GBO1 >50 O=C(CN(C(/C(/S1)=C/c2cccec2)=0)C1=0)Nc(sclccc2)nclc2Cl

GBO02 >50 Cclecc(/C=C(/C(N2CC(Nc(sc3ccca)nc3c4Cl)=0)=0)\SC2=0)ccl
GBO03 >50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2Cl)=0)C1=0)Nc(sclccc2)nclc2Cl
GB04 >50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2Br)=0)C1=0)Nclnc(c(Cl)ccc2)c2s1
GBO05 >50 O=C(CN(C(/C(/S1)=C/c(ccc(F)c2)c2F)=0)C1=0)Nc(sclccc2)nclc2Cl
GBO6 >50 Cclc(C)ec(/C=C(/C(N2CC(Nc(sc3cccd)nc3c4Cl)=0)=0)\SC2=0)ccl
GBO7 >50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2Br)=0)C1=0)Ncinc(c(F)cc(F)c2)c2s1
GBO08 >50 COclccec2cdne(NC(CN(C(/C(/S1)=C/c3cccce3)=0)C1=0)=0)s2
GB09 >50 Cclccec2cIne(NC(CN(C(/C(/S1)=C/c3ccccc3)=0)C1=0)=0)s2

GB10 >50 Cclccec2elne(NC(CN(C(/C(/S1)=C/c(cc3)ccc3F)=0)C1=0)=0)s2
GB11 >50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2Cl)=0)C1=0)Ncinc(c(F)cc(F)c2)c2s1
GB12 >50 O=C(CN(C(/C(/S1)=C/c2ccccc2)=0)C1=0)Ncinc(c(F)cc(F)c2)c2s1
GB13 >50 Cc(ccl)cc2clne(NC(CN(C(/C(/S1)=C/c(ccc(F)c3)c3F)=0)C1=0)=0)s2
GB14 >50 Cclccc(/C=C(/C(N2CC(Nc3nc(ccc(C)cd)cds3)=0)=0)\SC2=0)ccl




GB15 >50 Cc(cc1)ce2clne(NC(CN(C(/C(/S1)=C/c3cc(C)c(C)ce3)=0)C1=0)=0)s2
GB16 >50 Cc(ccl)cc2cInc(NC(CN(C(/C(/S1)=C/c(cc3)ccc3Cl)=0)C1=0)=0)s2
GB17 >50 CCOc(ccl)cc2elnc(NC(CN(C(/C(/S1)=C/c(cc3)ccc3Cl)=0)C1=0)=0)s2
GB18 >50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2F)=0)C1=0)Nclnc(c(F)cc(F)c2)c2s1
GB19 >50 Cclccc(/C=C(/C(N2CC(Nc3nc(c(F)cc(F)c4)cas3)=0)=0)\SC2=0)ccl
GB20 >50 Cclc(C)ec(/C=C(/C(N2CC(Nc3nc(c(F)cc(F)cd)cls3)=0)=0)\SC2=0)ccl
GB21 >50 Cclcec(/C=C(/C(N2CC(Nc3nc(cc(C)c(C)cl)cds3)=0)=0)\SC2=0)ccl
GB23 >50 Cc(c(C)c1)cec2c1sc(NC(CN(C(/C(/S1)=C/c(cc3)ccc3Br)=0)C1=0)=0)n2
GB25 >50 Cc(c(C)c1)cec2clsc(NC(CN(C(/C(/S1)=C/c(cc3)ccc3F)=0)C1=0)=0)n2
GB26 >50 Cclc(C)ec(/C=C(/C(N2CC(Nc3nc(cc(C)c(C)cd)c4s3)=0)=0)\SC2=0)ccl
GB27 >50 Ccleee(/C=C(/C(N2CC(Nc3nc(c(OC)cccd)css3)=0)=0)\SC2=0)ccl
GB28 >50 Cclccec2elne(NC(CN(C(/C(/S1)=C/c3ccecc3)=0)C1=0)=0)s2

GB29 >50 O=C(CN(C(/C(/S1)=C/c(ccc(F)c2)c2F)=0)C1=0)Ncinc(c(F)cc(F)c2)c2s1
GB30 >50 O=C(CN(C(/C(/S1)=C/c2ccccc2)=0)C1=0)Nclnc(c(F)ccc2)c2s1

GB31 >50 Cc(cc1)cec2clne(NC(CN(C(/C(/S1)=C/c(cc3)ccc3Br)=0)C1=0)=0)s2
GB32 >50 Cclcee(/C=C(/C(N2CC(Nc3nc(ccc(F)cd)cas3)=0)=0)\SC2=0)ccl
GB33 >50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2Cl)=0)C1=0)Nclinc(ccc(F)c2)c2s1
GB34 >50 O=C(CN(C(/C(/S1)=C/c(cc2)ccc2F)=0)C1=0)Ncinc(ccc(F)c2)c2s1
GB35 >50 COclccec2cdnc(NC(CN(C(/C(/S1)=C/c(cc3)cec3F)=0)C1=0)=0)s2
GB36 >50 CCOc(ccl)cc2edInc(NC(CN(C(/C(/S1)=C/c3cceec3)=0)C1=0)=0)s2

P1 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nclcccccl

P11 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nc(ccl)ccclF

P12 >50 Cc(cc1)cccINC(CN(C(/C(/S1)=C/c2nccec2)=0)C1=0)=0

P13 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nc(ccccl)c10clceccecd

P14 >50 COc(ce1)cccINC(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)=0

P15 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nc(c(F)cc(Br)cl)clF

P16 >50 [O-][N+](c(cc1)cccINC(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)=0)=0
P17 >50 Cc(cecc(NC(CN(C(/C(/S1)=C/c2nccec2)=0)C1=0)=0)c1)c1Cl

P18 >50 CclconcINC(CN(C(/C(/S1)=C/c2nceccc2)=0)C1=0)=0

P19 >50 O=C(CN(C(/C(/S1)=C/c2nccecc2)=0)C1=0)Ncinc(ccce)c2sl

P2 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nc(ccccl)clF




P20 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Ncinccsl

P21 >50 Cclenc(NC(CN(C(/C(/S2)=C/c3ncccc3)=0)C2=0)=0)s1

P22 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nc(ccl)ccclBr

P23 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nclnccccl

P24 >50 COclccec(NC(CN(C(/C(/S2)=C/c3ncccc3)=0)C2=0)=0)c1

P25 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nc(ccl)cc(Br)c1Br

P3 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nclcc(F)cccl

P4 >50 O=C(CN(C(/C(/S1)=C/c2nccecc2)=0)C1=0)Nc(ccc(Br)cl)clF

P5 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nc(ccc(F)cl)c1F

P6 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nclcc(C(F)(F)F)cccl

P7 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nc(cc1)c(C(F)(F)F)ccicl
P8 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nc(ccl)cc(Cl)c1Cl

P9 >50 O=C(CN(C(/C(/S1)=C/c2nccecc2)=0)C1=0)Nc(cc(C(F)(F)F)ccl)cicl
PBO1 >50 [O-1[N+](c(cc1)cc2eInc(NC(CN(C(/C(/S1)=C/c3ncccc3)=0)C1=0)=0)s2)=0
PBO2 >50 Cclccec2elne(NC(CN(C(/C(/S1)=C/c3nccec3)=0)C1=0)=0)s2
PBO5 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nclnc(cc(c(F)c2)F)c2s1
PBO7 >50 COclccec2ecdnc(NC(CN(C(/C(/S1)=C/c3nccec3)=0)C1=0)=0)s2
PBOS >50 CCOc(ccl)cc2elnc(NC(CN(C(/C(/S1)=C/c3nccec3)=0)C1=0)=0)s2
PB09 >50 O=C(CN(C(/C(/S1)=C/c2ncccc2)=0)C1=0)Nclnc(ccc(F)c2)c2s1
F20 > 50 CC(N(C)N(C1=0)c2ccecc2)=CINC(CN(C(/C(/S1)=C/c2ccco2)=0)C1=0)=0
GB22 >50 Cc(c(C)c1)cc2clsc(NC(CN(C(/C(/S1)=C/c3cccec3)=0)C1=0)=0)n2
PBO3 >50 Cc(cc1)cec2clne(NC(CN(C(/C(/S1)=C/c3ncccc3)=0)C1=0)=0)s2
PB0O4 >50 O=C(CN(C(/C(/S1)=C/c2nccecc2)=0)C1=0)Nc(sclccec2)nclc2Cl
PB0O6 >50 Cc(c(C)c1)cc2c1sc(NC(CN(C(/C(/S1)=C/c3ncccc3)=0)C1=0)=0)n2
SAHA 40 ONC(CCCCCCC(Nclcceecl)=0)=0
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Fig. S2: Determination of Michaelis-Menten Paramters. (A) Calibration curve for the artificial substrate Boc-Lys{TFA}-AMC. A serial dilution of 7-Amino-4-methycoumarin was prepared and

the slope of linear regression was calculated in RFU/uM. (B) Time progress curves for the HDAC4 wildtype and mutant variants with varying substrate concentrations. Y-axis was converted from

RFU to product concentration using the slope of calibration from experiment A. Afterwards, the slope was calculated in uM/min which is the initial velocity of substrate conversion vo. (C) Finally vo

was plotted against substrate concentration for each HDAC4 variant. Km was calculated using a Michaelis-Menten fit in GraphPad Prism.
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Fig. S3: Kinetic data plots of TZD ligands. Compound identifiers are displayed in the respective figures. Arrows indicate increasing TZD ligand concentration. Shown data represent means and
standard deviations, N=3. Zoomable, high resolution pucture (1200 dpi).
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Tab. S4: ICso-values in pM for indicated TZD ligands towards cdHDAC4w: and corresponding mutants .

TZD ligand WT

12d
12e
12
14d
16a
16b
16¢
16e
16g
20e
24e
24g
4d
4
a4k
5w
7b
7i
71
7n
7s
7w
8a
8b
8c
8e
8g
8i

1,25
1,13
1,42
1,66
1,06
0,47
1,66
0,78
2,04
1,23
0,69
1,18
0,49
0,41
1,17
0,78
0,73
1,04
0,47
0,45
1,41
0,47
0,90
0,44
0,51
0,54
0,22
0,17

S758A F871A T808A R864A D759A MS810A F812A (C813S L943A

8,63
35,01
28,85
20,54
32,44
14,50
26,25
16,16
11,91
43,60
41,36

6,19

5,02
10,48
23,60

3,04
21,37
31,05
16,16
26,53
20,26
22,36

>50

3,21

>50
11,03
13,07

3,15

5,86
38,64
14,61
26,93

9,98

5,48

7,61

6,19

6,34
11,10

3,85

4,04

2,43

9,12

9,29

8,66

>50

4,90

2,55
10,53
34,79
13,69
32,23

3,55

5,40

1,99
4,99

3,50

6,66
29,43
16,76
34,53
10,63

5,31
10,42

7,59

7,70
10,97
13,85

4,30

4,44
14,32
4,20

2,02
28,98
38,94
11,70
29,76
18,55
34,02
30,02

1,93
33,57
4,21
11,89

2,90

17,84
12,38
8,01
11,16
10,33
21,63
11,61
29,73
11,09
32,78
20,07
9,82
8,61
6,12
4,15
7,36
29,25
28,93
28,93
29,31
16,47
6,41
39,30
5,16
11,29
29,49
11,60
6,93

2,40
5,81
4,84
10,17
2,33
1,24
3,14
4,27
2,09
3,33
2,38
1,61
1,75
2,08
2,26
1,93
6,73
1,99
2,17
1,61
6,42
0,63
6,00
1,09
4,22
1,50
1,97
0,91

5,07
6,28
15,99
7,58
8,67
28,24
7,78
20,11
9,29
5,95
7,45
8,47
4,23
13,27
8,81
4,43
13,77
19,85
20,07
4,95
9,25
21,39
26,58
4,27
9,22
7,39
6,37
2,88

31,22
>50
28,85
49,09
>50
>50
>50
>50
>50
46,73
>50
>50
43,61
28,15
48,59
25,47
34,75
>50
>50
>50
>50
>50
>50
25,85
>50
>50
>50
40,56

3,23

3,97

8,83

3,69
25,31
4,01

3,95
25,43
4,61

3,94
4,11

3,87

6,95
14,11
3,97

4,04
26,32
23,95
23,07
9,24
26,44
>50
25,33
2,50

4,03

6,55

4,69
25,73

>50
>50
44,92
>50
>50
28,74
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
37,56
>50
>50
>50

H976Y K664A

1,64
4,79
6,21
9,44
15,35
29,17
26,42
7,46
15,10
3,47
28,45
6,49
4,03
2,79
4,12
3,60
8,53
26,72
26,72
25,27
27,38
0,44
15,61
9,00
26,77
11,52
2,84
1,93

3,30
12,41
2,91
5,96
17,31
2,39
6,53
27,85
2,96
4,19
7,15
3,27
3,99
5,50
3,67
4,92
8,56
37,15
6,39
7,42
8,49
4,68
32,61
2,51
6,36
5,72
5,03
2,34

E764A

>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
>50
33,24
>50
>50
>50
>50
49,16
>50
>50
33,51
>50
>50
>50
>50

N763A

0,91
1,26
4,83
1,87
2,34
5,65
1,70
20,02
1,41
0,77
2,12
2,62
0,68
4,39
0,72
1,81
5,31
6,10
3,54
4,67
12,83
2,99
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DOCKING

Fig. S5: Overlay of crystallized and redocked ligands in complex with A) HDAC4. (PDB-ID: 4CBY) and B) HDAC4, (PDB-ID: 2VQJ).
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Overlay: closed (4CBY) and open (2VQJ) HDAC4 - intact structures:
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Fig. S6: Regions of largest structural shifts for the transition from closed to open conformation of HDAC4.
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Fig. S7: Overlay of HDAC4c (4CBY, dark cyan) and HDAC4o (2VQJ, dark pink) showing the amino acids that are mutated in this study. Larger shifts upon the transition from open to
closed conformation are indicated by dotted black arrows. The bigger beads represent the catalytic and structural zinc ions.
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Fig. S10: Overlap of docking poses of TZD analogs to A)-C) HDAC4. (PDB-ID: 4CBY) and D)-F) HDAC4, (PDB-ID: 2VQJ). Docking poses of cluster 1 containing (S)-16b [green], (S)-8i
[magenta] and (S)-8b [brown] are shown in A and D, cluster 2 containing 71 [green], 7n [magenta] and 7s [brown] in B and E, and cluster 3 containing (R)-12j [green], (R)-4d [brown] and (R)-4j
[magenta] are shown in C and F. The catalytic zinc ion at the bottom of the binding pocket is colored blue and the surface of the pocket light gray.
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Fig. S11: 2D ligand interactions of (S)-16b, (S)-8i and (S)-8b in the binding pocket of A)-C) HDAC4. (PDB-ID: 4CBY) and D)-F) HDAC4, (PDB-ID: 2VQJ).
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Tab. S11: Open reading frame of cdHDAC4w:in pET14b for recombinant protein expression.

ATGGGCAGCAGCCATCATCATCATCATCACGGTACCATGTCGGACTCAGAAGTCAATCAAGAAGCTAAGCCAGAGGTCAAGCCAGAAGTCAAGCCTGAGACTCACATCAATTTAA

START

N
o



Tab. S12: Mutant to cdHDAC4w: (WT) IC50 ratios. Mutant HDAC4 variants were generated using splicing by overlap extension PCR (SOE-PCR) with the following primers and cloned into a
pET14b vector (Novagen, EMD Millipore) consists of a n-terminal His6-SUMO-tag and c-terminal Strep(Il)-tag with Ndel and BamHI restriction enzymes.

Primer 5’-sequence-3’

K664A for ACGCTGATGCTGGCTCACCAATGCACC
K664A rev GGTGCATTGGTGAGCCAGCATCAGCGT
E677A for TCCTCACATCCGGCTCATGCAGGCCGC
E677A rev GCGGCCTGCATGAGCCGGATGTGAGGA
S758A for GTTGGTGTCGATGCTGACACCATCTGG
S758A rev CCAGATGGTGTCAGCATCGACACCAAC
D759A for GGTGTCGATTCTGCTACCATCTGGAAC
D759A rev GTTCCAGATGGTAGCAGAATCGACACC
N763A for GACACCATCTGGGCTGAAGTGCACAGT
N763A rev ACTGTGCACTTCAGCCCAGATGGTGTC
E764A for ACCATCTGGAACGCTGTGCACAGTGCA
E764A rev TGCACTGTGCACAGCGTTCCAGATGGT
R798A for TTCGCAGTCGTGGCTCCGCCGGGTCAT
R798A rev ATGACCCGGCGGAGCCACGACTGCGAA
T808A for GCAGAAGAATCGGCTCCGATGGGTTTT
T808A rev AAAACCCATCGGAGCCGATTCTTCTGC
MS810A_for GAATCGACGCCGGCTGGTTTTTGCTAT
MS810A rev ATAGCAAAAACCAGCCGGCGTCGATTC
F812A for ACGCCGATGGGTGCTTGCTATTTCAAT
F812A rev ATTGAAATAGCAAGCACCCATCGGCGT
C813S for ACGCCGATGGGTTTTTCTTATTTCAATAGCGTG
C813S rev CACGCTATTGAAATAAGAAAAACCCATCGGCGT
R864A for ATGTCTCTGCATGCTTACGATGACGGC
R864A rev GCCGTCATCGTAAGCATGCAGAGACAT
F871A for GACGGCAACTTTGCTCCGGGCAGTGGT

21



F871A rev

ACCACTGCCCGGAGCAAAGTTGCCGTC

L943A for CATCCGACCCCGGCTGGCGGTTATAAC

L943A rev GTTATAACCGCCAGCCGGGGTCGGATG

H976Y for GCTCTGGAAGGCGGTTATGATCTGACCGCTATC
H976Y rev

GATAGCGGTCAGATCATAACCGCCTTCCAGAGC
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Structural characterization

2-(2,4-dioxo-5-(pyridin-2-ylmethylene)thiazolidin-3-yl)-N-(6-nitrobenzo[d]thiazol-2-yl)acetamide (PB1)
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2-(2,4-dioxo-5-(pyridin-2-ylmethylene)thiazolidin-3-yl)-N-(4-methylbenzo[d]thiazol-2-yl)acetamide (PB2)

1. FTIR
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2-(2,4-dioxo-5-(pyridin-2-ylmethylene)thiazolidin-3-yl)-N-(6-methylbenzo[d]thiazol-2-yl)acetamide (PB3)

1. FTIR
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2. 1TH-NMR

33



12.784
8.801
8.790
8.035
8.026
7.991
7.987
7.971
7.968
7.953
7.949
7.925
7.906
7.759
7.664
7.643
7.478
7.476
7.463
7.461

7.448
7.446
7.270
7.268
7.250
7.248
4.982
4.687
3.356
2.885
2:132
2.512
2.509
2.505
2.402
1.205

R e e

3. I3C-NMR

<)
BRUKER
(<

Current Data Parameters

NAME EXT-BVCP-NU-PB3
EXPNO i1
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210306
Time 5.45 h
INSTRUM spect
PROBHD  2104450_0382 (
PULPROG zg30

D 65536
SOLVENT DMSO

NS 16

DS 2

SWH 8012.820 Hz
FIDRES 0.244532 Hz
AQ 4.0894465 sec
RG 90.5

DW 62.400 usec
DE 6.50 usec
TE 298.1 K
D1 1.00000000 sec
TDO 1
SFO1 400.1324708 MHz
NUC1 1H

Pl 17.70 usec
PLW1 12.00000000 w
F2 - Processing parameters
SI 65536

SF 400.1300000 MHz
WDW EM

SSB 0

LB 0.30 Hz
GB 0

PC 1.00

34



S5 aFIRNESHRIIRAR wmNHoon® =
£33 55333889334848 jssssnan
|V AN\ N
A L | }I‘I l -
T I I I I T I I T I T
200 180 160 140 120 100 80 60 40 20 0 ppm

4. HPLC

<)
BRUKER
(>

Current Data Parameters

NAME EXT-BVCP-NU-PB3
EXPNO 2
PROCNO 1

F2 - Acquisition Parameters
Date_ 20210306
Time 6.44 h
INSTRUM spect
PROBHD  2104450_0382 (
PULPROG zgpg30

TD 65536
SOLVENT DMSO

NS 1024

DS 4

SWH 24038.461 Hz
FIDRES 0.733596 Hz
AQ 1.3631488 sec
RG 203

DW 20.800 usec
DE 6.50 usec
TE 298.2 K
D1 2.00000000 sec
D11 0.03000000 sec
TDO d;
SFO1 100.6228298 MHz
NUC1 13c

P1 11.00 usec
PLW1 58.00000000 W
SFO2 400.1316005 MHz
NUC2 1H
CPDPRG([2 waltzl6
PCPD2 90.00 usec
PLW2 12.00000000 w
PLW12 0.46413001 w
PLW13 0.23345999 W
F2 - Processing parameters
SI

SF 100.6127685 MHz
WDwW EM
SSB 0

LB 1.00 Hz
GB 0

PC 1.40

35



2715

250

175

150

125

100

Retention Time
Area Percent

S800 L¥L8

6010 6E6'9

ZV0 €€V

15266 695}

9100 855'Y—
L20°0 Wy

€800 Y00V
100 062¢_|

8050 968

65€L 619T

881 2281 k.

S

LL¥0 665

175

150

nvw

125

100

7

5. Mass

36



*MSD2 SPC, ime=0.169 of D:\DATA 2019UJULY\220720198VC_NU_PB3.0 ES-API, Neg. Scan, Frag: 70, "scan®
P
0o ¢
Max: 5215
m—
60
40
©
¢
¥
20-
3 S
3 3
o
& o «
© ©
5 3
0 | |
T T T T T 1) L] L)
200 300 400 500 600 700 800 /3

ITAIAATA TA.C1.37 wes mummess [y T



N-(4-chlorobenzo[d]thiazol-2-yl)-2-(2,4-dioxo-5-(pyridin-2-ylmethylene)thiazolidin-3-yl)acetamide (PB4)
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*MSD2 SPC, time=0.169 of D:\DATA 2019UULY22072019.8VC_NU_PB4.D ES-API, Neg. Scan, Frag: 70, "scan”
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N-(4,6-difluorobenzo[d]thiazol-2-yl)-2-(2,4-dioxo-5-(pyridin-2-ylmethylene)thiazolidin-3-yl)acetamide (PBS)
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/ /mm.mmt
\ezezsr

500
1/cm

1000

1500

ezl

=19'2102
—95'¥512

_-6006£2
~20'6562

2500 2000

3000

3500

PBS

2. 1H-NMR

43



13.144

7.426

—1.228

T T T T T T T T
15 14 13 12 11 10

9 8 7 6
: e
- sloldlslol<

Current Data Parameters

NAME EXT-BVCP-NU-PBS
EXPNO 1
PROCNO 1
F2 - Acquisition Parameters

NUuCcl
Pl
PLW1

F2

20210324

3.01

spect
£104450_0382 |
zg30

65536

DMSO

16

2

8012.820
0.244532
4.08944865
128

62.400
6.50

298.1
1.00000000

400.1324708
1H

17.70
12.00000000

h

Hz
Hz
sec

usec
usec
K
sec

MHz

usec
W

Processing parameters
65536

400.1300000
"

0
0.30

0
1.00

MHz

Hz

3. I13C-NMR

44



Ll

L

o)
BRUOKER
(>

Current Data Parameters

T T
200 180

T
160

Illlﬂ I

T T T
140 120 100 80 60

40

20

NAME EXT-BVCP-NU-PB5
EXPNO 2
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210324
Time 4.00 h
INSTRUM spect
PROBHD 2104450_0382 (
PULPROG zgpg30
D 65536
SOLVENT DMSO
NS 1024
DS 4
SWH 24038.461 Hz
FIDRES 0.733596 Hz
AQ 1.3631488 sec
RG 203
DW 20.800 usec
DE 6.50 usec
TE 298.2 K
D1 2.00000000 sec
D11 0.03000000 sec
TDO 1
SFO1 100.6228298 MHz
NUC1 13C
Pl 11.00 usec
PLW1 58.00000000 W
SFO2 400.1316005 MHz
NUC2 1H
CPDPRG[2 waltzlé
PCPD2 90.00 usec
PLW2 12.00000000 W
PLW12 0.46413001 W
PLW13 0.23345999 W
F2 - Processing parameters
SI 32768
SF 100.6127685 MHz
WDW EM
SSB 0
LB 1.00 Hz
GB 0

pm =ec 1.40

4. HPLC
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*MSD2 SPC, ime=0.197 of D:\DATA 2019JULY\22072019.8VC_NU_PB5.0 ES-API, Neg. Scan, Frag: 70, "scan®
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N-(5,6-dimethylbenzo[d]thiazol-2-yl)-2-(2,4-dioxo0-5-(pyridin-2-ylmethylene)thiazolidin-3-yl)acetamide (PB6)

1. FTIR
125 R = iR U .
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B L e s
Byrdsrdy W
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2. 1TH-NMR
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Current Data Parameters

NAME EXT-BVCP-NU-PB6&
EXFNO 1
PROCNO 1

F2 Acquisition Parameters
Date_ 20210324
Time 1.58 h
INSTRUM spect
PROBHD z104450_0382 (
PULPROG zg30

TD 65536
SOLVENT DMSO

NS 16

Ds 2

SWH 8012.820 Hz
FIDRES 0.244532 Hz
AQ 4.0894465 sec
RG 128

DW 62.400 usec|
DE 6.50 used]
TE 298.1 K
Dl 1.00000000 sec
TDO 1
SFO1 400.1324708 MHz
NUC1 1H

Pl 17.70 useq|
PLW1 12.00000000 W
F2 Processing parameters
5T 65536

SF 400.1300000 MHz
WDW EM

55B 0

LB 0.30 Hz
GB 0

PC 1.00

3. I13C-NMR
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—171.42

20.16
20.02

~

Current Data Parameters

NAME EXT-BVCP-NU-PB6
EXPNO 2
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210324
Time 2.57 h
INSTRUM spect
PROBHD 2104450_0382 (
PULPROG zgpg30
TD 65536
SOLVENT DMSO
NS 1024
DS 4
SWH 24038.461 Hz
FIDRES 0.733596 Hz
AQ 1.3631488 sec
RG 203
DW 20.800 useq
DE 6.50 used
TE 298.2 K
D1 2.00000000 sec
D11 0.03000000 sec
TDO 1
SFO1 100.6228298 MHz
NUC1 13C
Pl 11.00 useq
PLW1 58.00000000 W
SFO2 400.1316005 MHz
NUC2 1H
CPDPRG[2 waltz16
PCPD2 90.00 useq
PLW2 12.00000000 w
PLW12 0.46413001 w
PLW13 0.23345999 w
F2 - Processing parameters
1 SI 32768
. RS o = SF 100.6127685 MHz
wowW EM
SSB 0
T T T T T T T T T T T ég : 1.00 Hz
200 180 160 140 120 100 80 60 40 20 0 ppm ;¢ 1.40

4. HPLC
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*MSD2 SPC, ime=0.252 of DADATA 201 0ULLY\22072019BVE_NU_PBEE.D  ES-AF1, Neg. Scan, Frag: 70, "scan”
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2-(2,4-dioxo-5-(pyridin-2-ylmethylene)thiazolidin-3-yl)-N-(4-methoxybenzo[d]thiazol-2-yl)acetamide (PB7)
1. FTIR
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Current Data Parameters

NAME EXT-BVCP-NU-FB7
EXPNO 1
PROCNO 1

F2 Acquisition Parameters
Date_ 20210323
Time 23.50 h
INSTRUM spect
PROBHD z104450_0382 (
PULPROG zqg30

D 65536
SOLVENT DMSO

NS 16

Ds 2

SWH 8012.820 Hz
FIDRES 0.244532 Hz
AQ 4.0894465 sec
RG 203

DW 62.400 usec
DE 6.50 usec
TE 298.2 K
D1 1.00000000 sec
DO 1
SFOl 400.1324708 Miz
NUCl 1H

P1 17.70 usec
PLW1 12.00000000 W
F2 Processing parameters
s1 65536

SF 400.1300000 MHz
WDW EM

SSB 0

LB 0.30 Hz
GB 0

PC 1.00

3. I3C-NMR
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Current Data Parameters
NAME EXT-BVCP-NU-PB7
EXPNO 2
PROCNO i !
F2 - Acquisition Parameters
Date_ 20210324
Time 0.49 h
INSTRUM spect
PROBHD 2104450_0382 (
PULPROG zgpg30
TD 65536
SOLVENT DMSO
NS 1024
DS 4
SWH 24038.461 Hz
FIDRES 0.733596 Hz
AQ 1.3631488 sec
RG 203
DW 20.800 usec
DE 6.50 usec
TE 298.2 K
D1 2.00000000 sec
D11 0.03000000 sec
TDO 1
SFO1 100.6228298 MHz
NUC1 13C
Pl 11.00 usec
PLW1 58.00000000 W
SFO2 400.1316005 MHz
NUC2 1H
CPDPRG[2 waltzl6
PCPD2 90.00 usec
PLW2 12.00000000 W
PLW12 0.46413001 W
( PLW13 0.23345999 w
I || ! | | F2 - Processing parameters
SI 32768
SF 100.6127685 MHz
WDW EM
SSB 0
T T T T T T T T T T T = i 1.00 Bz
200 180 160 140 120 100 80 60 40 20 0 ppm ¢ 1.40

4. HPLC
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*MSD2 SPC, ime=0.162 of D:\DATA 201 0ULLY\22072019BVE_NU_PET.D ES-AF1, Neg. Scan, Frag: 70, "scan”
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2-(2,4-dioxo-5-(pyridin-2-ylmethylene)thiazolidin-3-yl)-N-(6-ethoxybenzo[d]thiazol-2-yl)acetamide (PBS)

\
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1. FTIR
90

2. 1H-NMR
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4.069
4,051
4.034
3.354
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1.361
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—12.718
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Current Data Parameters
NAME EXT-BVCP-NU-FBS
EXPNO 1
PROCNO 1
F2 Acquisition Parameters
1 Date_ 20210324
Time 4.06 h
INSTRUM spect
PROBHD Z2104450_0382 (
PULPROG zg30
TD 65536
SOLVENT DMSO
NS 16
Ds 2
SWH 8012.820 H=z
FIDRES 0.244532 Hz
AQ 4.0894465 sec
! RG 90.5
| oW 62.400 usec
| DE 6.50 usec
TE 298.3 K
| Dl 1.00000000 sec
TDO 1
5FO01 400.1324708 MH=z
NUC1 1H
| Pl 17.70 usec
PLW1 12.00000000 W
UL__JL_UJLJ.__JL
F2 Processing parameters
5I 65536
T T T T T T T T T T T T T T T T SF 400.1300000 MHz

P
w
N
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13 12 11 10 5 ppm 2% 0 =
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2.28

3. I3C-NMR



MO NMTT NNV S -T (4]
TAN RO oRNaneRRes b4 $3938233% 2 BRUKER
ADD VVHO NDMOBOT A 0 e e LWL
FOWYW VNNT TOMAANNNA O T mooococaaa 0
o el e R R i B b ) - © TTTTITMMm -
’ v V |/ | \\\\ ,// , ] | W I Current Data Parameters
NAME EXT-BVCP-NU-PB8
EXPNO 2
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210324
Time 5.05 h
INSTRUM spect
PROBHD 2104450_0382 (
PULPROG zgpg30
TD 65536
SOLVENT DMSO
NS 1024
DS 4
SWH 24038.461 Hz
FIDRES 0.733596 Hz
AQ 1.3631488 sec
RG 203
DW 20.800 usec
DE 6.50 usec
TE 298.2 K
D1 2.00000000 sec
D11 0.03000000 sec
TDO 1
SFO1 100.6228298 MHz
NUC1 13C
Pl 11.00 usec
PLW1 58.00000000 W
SFO2 400.1316005 MHz
NUC2 1H
CPDPRG[2 waltzlé
PCPD2 90.00 usec
PLW2 12.00000000 w
PLW12 0.46413001 W
PLW13 0.23345999 W
[ F2 - Processing parameters
J [ SI 32768
i | | SF 100.6127685 MHz
WDW EM
SSB 0
T T T T T T T T T T T = o 1:00) Hz
200 180 160 140 120 100 80 60 40 20 0 ppm = 1.40

4. HPLC



9/5'66 €LEY

Retention Time
Area Percent

nyw

8 8 ]
¥20'0 206’8
YIL'0 €€6°S
SLL'0 €66T
9600 €961

S9L0 6851
8 g 8
nyw

Mintes
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*MSD2 SPC, ime=0.142 of D:\DATA 2019JULY\22072019.8VC_NU_PBB.D ES-API, Neg. Scan, Frag: 70, "scan®
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2-(2,4-dioxo-5-(pyridin-2-ylmethylene)thiazolidin-3-yl)-N-(6-fluorobenzo[d]thiazol-2-yl)acetamide (PB9)

1. FTIR

80'86LE.
~1E9v2E.

2500 2000

3000

3500

PB9

2. 1TH-NMR
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12.889
8.779
8.013
7.976
7.957
7.938
7.909
7.899
7.892
7.884
7.878
7.792
7.780
7.769
7.758
T.465
7.450
7.435
7.316
7.310
7.293
7.287
7.271
7.265
4,703
3.371
2.508

(>

Current Data Parameters

T
} 13 12 11 10 9 8 7 6 5 4 3 2

-

NAME EXT-BVCP-NU-PE9
EXPHNO 1
PROCHNO 1
F2 Acquisition Parameters
Date_ 20210324
Time 6.12 h
INSTRUM spect
PROBHD Z104450_0382 (
PULPROG zg30
TD 65536
SOLVENT DMSO
NS 18

2

DS

8012.820 Hz
0.244532 Hz

AQ 4.0894465 sec
G 90.5

D 62.400 usec

DE 6.50 usec

TE 298.1 K

D1 1.00000000 sec

TDO 1

SFO1 400.1324708 MHz

NUC1 H

Pl 17.70 usec

PLW1 12.00000000 W

F2 Processing parameters

sI 65536

SF 400.1300000 MHz

WDW EM

55B

LB 0.30 Hz

GB

PC 1.00

3. I3C-NMR
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Current Data Parameters

T T
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T T T
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w
w
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NAME EXT-BVCP-NU-PB9
EXPNO 2
PROCNO 1
F2 - Acquisition Parameters
Date_ 20210324
Time 711
INSTRUM spect
PROBHD 2104450_0382 (
PULPROG zgpg30
TD 65536
SOLVENT DMSO
NS 1024
DS 4
SWH 24038.461
FIDRES 0.733596
AQ 1.3631488
RG 203
DW 20.800
DE 6.50
TE 298.2
D1 2.00000000
D11 0.03000000
TDO 1
SFO1 100.6228298
NUC1 13C
Pl 11.00
PLW1 58.00000000
SFO2 400.1316005
NUC2 H
CPDPRG[2 waltzlé
PCPD2 90.00
PLW2 12.00000000
PLW12 0.46413001
PLW13 0.23345999
F2 - Processing parameters
SI 32768
SF 100.6127685
WDwW EM
SSB 0
LB 1.00
GB 0

ppm pc 1.40

4. HPLC
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*MSD2 SPC, time=0.252 of D:\DATA 2019JULY\22072019.8VC_NU_PB9.D ES-API, Neg. Scan, Frag: 70, "scan”
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2-(5-benzylidene-2,4-dioxo thiazolidine-3-yl)-N-(4-chloro benzo[d]thiazol-2-yl)acetamide (GB1)

1. FTIR
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2. 1H-NMR
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3. 13C-NMR
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125.400
126,315

9
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39.300

0
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4. HPLC
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T
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T
80

T
60

Ppm

Current Data Parameters

Hz
Hz
sec

usec
usec
K
sec
sec

NAME 20191008-Neha
EXPNOC 1
PROCNO 1
F2 - Acquisiticon Parameters
Date_ 20191008
Time 18.28
INSTRUM spect
PROBHD 5 mm PABBO BB-
PULPROG Zgpg
TD 33650
SOLVENT DMS0
NS 1024
DS 4
SWH 24038. 461
FIDRES 0.714367
RO 0.6999200
RG 203
DW 20.800
DE 6.50
TE 298.0
Dl 2.00000000
D11 0.03000000
TDO 1
======== CHANNEL fl ====
NUC1 13C
Fl 9.50
PL1 -2.00
PL1W 58.25462341
S5FO1 100.6479773
======== CHANNEL f2Z ====
CPDPRG[2 waltzlé
NUC2 1H
PCPD2 90.00
PL2 -3.00
PL12 13.48
PL13 14.00
PL2ZW 13.42244530

W
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M3 Jpectrum

"MSD2 SPC, time=0.137 of DODATA 2015JULYVS0T201SEVC_NU_GE1.D  ES-API, Neg, Scan, Frag: 7D, “scan”
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N-(4-chlorobenzo|d]thiazol-2-yl)-2-(5-(4-methylbenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB2)

1. FTIR
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2. 1H-NMR
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SATFNM190323A-06(GB2)
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N-(4-chlorobenzo|d]thiazol-2-yl)-2-(5-(4-chlorobenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB3)

1. FTIR -
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2. 'TH-NMR
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HAME
EXFNO
EROCNO
Date
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INSTRUM
EROBHD
PULPROG
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3. BC-NMR
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*MSD2 SPC, time=0.197 of D:\DATA 2019JULY\19072019.8VC_NU_GB3.D ES-API, Neg, Scan, Frag: 70, "scan”
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6. UV
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2-(5-(4-bromobenzylidene)-2,4-dioxothiazolidin-3-yl)-N-(4-chlorobenzo|d]thiazol-2-yl)acetamide (GB4)

1. FTIR
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N-(4-chlorobenzo|d]thiazol-2-yl)-2-(5-(2,4-difluorobenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GBS5)
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N-(4-chlorobenzo|d]thiazol-2-yl)-2-(5-(3,4-dimethylbenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB6)
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2-(5-(4-bromobenzylidene)-2,4-dioxothiazolidin-3-yl)-N-(4,6-difluorobenzo|d]thiazol-2-yl)acetamide (GB7)
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2-(5-benzylidene-2,4-dioxothiazolidin-3-yl)-N-(4-methoxybenzo[d]thiazol-2-yl)acetamide (GBS)

1. FTIR
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2-(5-benzylidene-2,4-dioxothiazolidin-3-yl)-N-(4-methylbenzo|d]thiazol-2-yl)acetamide (GB9)

1. FTIR -
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6. UV

1.750 ! !
n ;
1 5{]0 O SRR —
1.000 -
1]
0
Ed
0.500 H-1- -
0.000 :
-0.191 : :
250.00 300.00 350.00 400.00
nm.

116



2-(5-(4-fluorobenzylidene)-2,4-dioxothiazolidin-3-yl)-N-(4-methylbenzo[d]thiazol-2-yl)acetamide (GB10)

1. FTIR

100

—

%T

THLIT
A Flie, I
80 iw‘h&, i l‘“l‘l‘ m‘“" " w“‘\’nl\nl?l‘\ ".“\Hw'“f‘ el |
— H ; o] H”‘a e .“.‘h [ r"-,‘ll W \‘ |
JLD) 3 f— - AR T w,_Av.\‘,-.ﬂr.l,\J\/\}J,W Uy ﬁ“. [ ‘ |
6 &S S W 1 do
-0 [+ ~ 0 i [Xo] “ ‘ I ‘|
P - ™ ] I| fand
i = o PRI (! i
60 ™ © oS N | i \
= e — | ST
T D © ol |
_ P N~ ‘ o
o~ N - <t ‘\ |
| < [ i LV
~ Ao
| — ‘ (LT |ﬁ
[ Tl
40 f Qb 0
= A
] _©- N mi
B o o< S
~0 T oo
i ~8h 9 Q8Q
] pee ¥ 0
20 P e
o)) [sp]
3 -

0 T

3500
GB10

2. 1H-NMR

3000

2500

2000

1500

117



SATFNM190323A-17(GB10)

SATF Cochin

—
o NOMNO@®WMEMMe WM I e o
o MOAOE O WO OD 1M > -
. OO~ o o
o e Bop T Temaeiln bt e i 5
— -ttt re =- o~
r r
Iy e
|
. | {
rl 11
& 4[1,‘ i J }
|
|
|
|
|
Ayl
| u I\
L L MU i SO
T T T T T T T T T T T T T T
15 14 13 12 11 10 9 8 6 5 4 3 ppm

3.13C-NMR

118



SATFNM190323A-18(GB10) SAIF Cochin

ONOONOYD NWOWMROoONOOoMMoo M~
HOOAW NEFMONOOM O™ O - L] o
A NANO OEFFO AN OW AW {\! \9 :4: o
'\C;L’;L’;U;r\l-.—;r-r\:r\zr\:r—_(_j.d\.lét";L;U;lO-lD. oo =
WWWWWW srmMmMm 0o oy oo o) e e el o n O r~-
A A A A A A A A A A A A A =+ e Rae! —
N . ! f
NV \NTSN /e | |
I
I |
[ [ !
| ! ‘ | I
L] . s |
b g Wi gy
T T T T T T T T T T T T T T T T T T T T
190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10  ppm

4. HPLC

119



. '
1
|
] ‘ 500
] H |40
. ‘ [0 2
E | E
0] I~
] [ i
|
|
w] | B
|
o | = 2
2 | & §
] ° e | 5 |
= / F 0\ = < e
I/ 1 J s | |
- L 1 i 1 T L ! : 0
1] 1 2 E 4 5 e 7 ¢ ? *
Minutes

4. Mass

120



4
i
ta

K

pectIum

"MS02 SPC, ime=0.225 of DADATA 201 9UJULYUB0T209EWCE_NU_GE10.D ES-API, Neq, Scan, Frag: 70, "scan”

4260

ED—

40+

0
i -
o
# w
od | Ll I| 1 ' | 121
T T T T T
200 400 600 800 m'y




2-(5-(4-chlorobenzylidene)-2,4-dioxothiazolidin-3-yl)-N-(4,6-difluorobenzo[d]thiazol-2-yl)acetamide (GB11)

1. FTIR
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2-(5-benzylidene-2,4-dioxothiazolidin-3-yl)-N-(4,6-difluorobenzo|[d]thiazol-2-yl)acetamide (GB12)

1. FTIR
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2-(5-(2,4-difluorobenzylidene)-2,4-dioxothiazolidin-3-yl)-N-(6-methylbenzo[d]thiazol-2-yl)acetamide (GB13)

1. FTIR
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N-(6-methylbenzo[d]thiazol-2-yl)-2-(5-(4-methylbenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB14)

1. FTIR
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6. UV
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2-(5-(3,4-dimethylbenzylidene)-2,4-dioxothiazolidin-3-yl)-N-(6-methylbenzo|[d]|thiazol-2-yl)acetamide (GB15)

1. FTIR -

=]

20’695

c91°087L
=SY'6LYL ¢

M&N, zel I
N FPEVBEL

\{Mn Lo,

==09'¢0SL

M”-mw,mmm—

S8'6ELL

——_ M68'8¥5) |

i \pgesy
{N._E: .

5

19¢L62

2500

3000

$0°556C
—5€280€
—lgelze
_GLZYEE
—~69'86E€ |
NgyLEVE |
LI ._.__._.__ L L LI )
QO - o 0 o 0 o
0 © S N s} N
~— © — —

2000

1000 500

1500

3500

1/cm

2. 'TH-NMR

143



Kalpana,BV College,Mi
430

1
20191219
15.22
spect

S =m PABEO BB-
2930
65536
DMSO

64

0
8223.685
0.125483
3.9846387
161
60.800
6.50

100.0
2.00000000
1

Hz

sec

usec
usec

CHANNEL £1 wwwwwwww
1

12.70

.00
14.06656361
400.1224709

3276
400.1200000 Mi
EM

[
0.30
0

1.00

12.782

o

4.688

—2.419

—™~2.303

16

ppm

3. 3C-NMR

144



PSE6T
th.mﬁmww
LP6°0Z

B8P EF—

9ZF 61T
FOF 02T
28" 12T

£65°LZT
EBYTLET
00k 0ET
EEGT0ET

EFRI R
E6G°TET

mnm.mm.ﬁ\
Dmm.mm.ﬂ\
086" LET
Hmm.ova\
LTFP 9FT

EZ2769T—
POT LT

180 170 160 150 140 130 120 110 100 90 80 70 60 S0 40 30 20 10 ppm

190

4. HPLC Analysis

145



400

100
s0

G8
Retention Time
Area Percent

SOL0 v¥L'8

9100 16€L

6000 0559

I

960'96 69€"

W80 BLEY

.

%00 size_|
4900 ¥2ZLE

B6EL'D 298'C

0EE0 ¥€9'Z

920 8622 |

5820 90T

€990 90L'L

Y50 YTl <2
2220 $90'1

100
50

10

Minutes

5. Mass Spectrometry

146



*MSD2 SPC, time=0.169 of D:\DATA 2019UULY\20072019'BVC_NU_GB15.0 ES-API, Neg. Scan, Frag: 70, "scan”
o
g
1004
Max: 4844
w—
60+
40
b
b
3
20
-
z b
\ % | é q
N | ’ | 1 |
; . - ;
100 200 300 S00 600 n/3

147



6. UV
2.841

2 000 peeeeeeeees ..__.__.__._..__....__....__....__.._.__.__.__.__.__.E._._..__....__....__....__.._.__.__.__.__._..__....__....__....__...E....__.__.__.__.__._..__....__....__....__.._.__.__.__.__._..__.._

Abs.

0.000

-0.218

250.00 300.00 350.00 400.00
nm.

148



2-(5-(4-chlorobenzylidene)-2,4-dioxothiazolidin-3-yl)-N-(6-methylbenzo[d]thiazol-2-yl)acetamide (GB16)

1. FTIR -
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*MSD2 SPC, ime=0.142 of D:\DATA 2019JULY\19072019'BVC_NU_GB16.0 ES-API, Neg. Scan, Frag: 70, "scan®
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6. UV
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2-(5-(4-chlorobenzylidene)-2,4-dioxothiazolidin-3-yl)-N-(6-ethoxybenzo|d]thiazol-2-yl)acetamide (GB17)

1. FTIR -
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*MSD2 SPC, ime=0.169 of D:\DATA 2019UULY\19072019'BVC_NU_GB17.0 ES-API, Neg. Scan, Frag: 70, "scan®
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N-(4,6-difluorobenzo|d]thiazol-2-yl)-2-(5-(4-fluorobenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB18)

1. FTIR
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Spectrum
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N-(4,6-difluorobenzo|d]thiazol-2-yl)-2-(5-(4-methylbenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB19)

1. FTIR
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M5 Spectrum
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N-(4,6-difluorobenzo|d]thiazol-2-yl)-2-(5-(3,4-dimethylbenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB20)

1. FTIR
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N-(5,6-dimethylbenzo[d]thiazol-2-yl)-2-(5-(4-methylbenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB21)

1. FTIR
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2-(5-benzylidene-2,4-dioxothiazolidin-3-yl)-N-(5,6-dimethylbenzo[d]thiazol-2-yl)acetamide (GB22)

1. FTIR
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2-(5-(4-bromobenzylidene)-2,4-dioxothiazolidin-3-yl)-N-(5,6-dimethylbenzo[d]|thiazol-2-yl)acetamide (GB23)
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2-(5-(4-chlorobenzylidene)-2,4-dioxothiazolidin-3-yl)-N-(5,6-dimethylbenzo[d]thiazol-2-yl)acetamide (GB24)
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N-(5,6-dimethylbenzo[d]thiazol-2-yl)-2-(5-(4-fluorobenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB25)
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N-(5,6-dimethylbenzo[d]thiazol-2-yl)-2-(5-(3,4-dimethylbenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB26)
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N-(4-methoxybenzo[d]thiazol-2-yl)-2-(5-(4-methylbenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB27)

1. FTIR

Z5Ep0L
GL 1601

500

——0e20v}
6029V

——
66°80L1
PO'SvLL

1000

== J1vIst m
L ==-GZ'995)

= 0 66SE |

‘Legl |
L17/891

1500

-60°0€€e
T-vL'99€2

2000

2500

—GE'Z80E

3000

125

[Te]
I~

%T

o
o
s

50
25

3500

1/cm

2. 'TH-NMR

208



NRME Kalpana,BV College,MH ™
EXPNO a4s ~ FNOONAASIMMMMAO ™ © -
PROCNO 1 o NEODLONMTNO O ®OAN @© I x
Date_ 20131220 . ORI TITONNOO © o b
ime 1 ~ « o e o o o . N
INSTRUM spe .
PROBHD 5 mm PABBO BE- i P~ P~ 0~ 0~ [~ B~ P~ 0~ 0~ - ™ ~
PULPROG 2930
™ 65536
SOLVENT DMSO
Ns 6
Ds 0
SWH 8223.685 Hz
FIDRES 0.125483 Hz
AQ 3.9816387 sec
RG 12|
oW 60.800 usec
DE 6.50 usec / / j
TE 100.0
Dl 2.00000000 sec 4 ] / / /
™0 1
31 12.70 usec
PL1 . !
PLIR 14.06656361
SFO1 400.1224709 1
£34 32768
sF 400.1200000 Mz
WOW EM
ss8 0
L8 0.30 Hz
GB 0
PC 1.00
d
g
e °
(0} |
S
1
C
NH
]
O
1
T T T T T T T T T T T T T T
16 15 14 13 12 1 10 9 8 7 5 4 2 ppm

© oo [N NN ) N -

< = S ] S ]

S <lail<laile= < o~ 2 ©

3. 3C-NMR

209



FLS EF—

96L°L0T
AN
106911
12L°911
L89 07T ~_
298 BT~

89% 67T
006" 67T —>

TL9 CET
mmh.mm.ﬁN
th.Nm.m\.
L9Z°BET

LE6 TST—
ETT° 95T —
ZS8 T9T~_
8FE FIT ~"
8ZL SOT— -
fo:r@ﬁ\

150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 ppm

160

180 170

190

4. HPLC Analysis

210



700
600

15966 950°€

GB27_1.dat
Retention Time
Area Percent

VWD 1

2000 6802

600 024'S

2620 888V

0v80 S96'¢

¥610 S09°€—

I

Y

180 €16

9690 Tt
821 ve L <

LEE0 ¥20')

Minutes

5. Mass Spectrometry

211



100+

40

*MSD2 SPC, time=0.224 of D:\DATA 2019JULY\22072019'BVC_NU_GB27.0 ES-AP1, Neg. Scan, Frag: 70, "scan®

389

o

¢89S

o
3
T

Max:

4215

212



6. UV

0.625 : :
" i i

0L800 o e
“ 0.200 -
0
<

0.000

-0.301 i i

250.00 300.00 350.00 400.00
nm.

213



2-(5-benzylidene-2,4-dioxothiazolidin-3-yl)-N-(4-methylbenzo[d]thiazol-2-yl)acetamide (GB28)

1. FTIR
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N-(4,6-difluorobenzo|d]thiazol-2-yl)-2-(5-(2,4-difluorobenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB29)
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2-(5-benzylidene-2,4-dioxothiazolidin-3-yl)-N-(4-fluorobenzo[d]thiazol-2-yl)acetamide (GB30)

1. FTIR
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2-(5-(4-bromobenzylidene)-2,4-dioxothiazolidin-3-yl)-N-(6-methylbenzo|d]thiazol-2-yl)acetamide (GB31)

1. FTIR
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N-(6-fluorobenzo[d]thiazol-2-yl)-2-(5-(4-methylbenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB32)

1. FTIR
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6. UV
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2-(5-(4-chlorobenzylidene)-2,4-dioxothiazolidin-3-yl)-N-(6-fluorobenzo[d]thiazol-2-yl)acetamide (GB33)

1. FTIR
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N-(6-fluorobenzo[d]thiazol-2-yl)-2-(5-(4-fluorobenzylidene)-2,4-dioxothiazolidin-3-yl)acetamide (GB34)

1. FTIR
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2-(5-(4-fluorobenzylidene)-2,4-dioxothiazolidin-3-yl)-N-(4-methoxybenzo|d] thiazol-2-yl)acetamide (GB35)

1. FTIR
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2-(5-benzylidene-2,4-dioxothiazolidin-3-yl)-N-(6-ethoxybenzo[d]thiazol-2-yl)acetamide (GB36)

1. FT
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