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1.  Dataset assembly
2.1 Dataset of D1R-selective compounds (ChEMBL)

Table S1. DiR-selective compounds extracted from ChEMBL with in vitro determined biological activities for all investigated DR
subtypes.

D SMILES Ki [nM]2 Ref
DiR D2R DsR
O=C(C=1C([H])=C([H])C([F))=C([H)) C=1 [H)N([H]) C(H]) (H)C(H
I(HN2C(H])([H])C(H])HN(C(H])(H)C2(H]) [H]) [ Ceald(
C 46
SCl H))C=3C(H)=C(H)C(H])=CHNC=3CHD(HNCH(HNCAT 3090 1570 [46]
H])[H]
N#CC=1C([H])=C([H])C2=C(C=1[H])C(=C((H)N2[H)C(H])[H)N
SC2  4C([HI)(H])C(H])(H)N(C=3C(H])=C(H])C(CI)=C(H)C=3[H]) 550 4300 6400
C([H])(H]C4(H]H] -

N#CC=2C([H])=C([H])C=1C([H])=C(N([H]) C=1C=2[H])C([H])([H])
SC3  NAC([H])([H])C(H])(H)N(C=3C([H])=C([H])C(ICI])=C(ICI)C=3[H 880 2000 33000
DEHDHDCA(HDH]

[Br]C=1C([H])=C([H)C(OC(H(HN[H])=C(C=1[H])C2=N[Ce@]([H]
SC4  )([Cel(HNO)C(HN(HDHDCIHD(HDNAC(HD(HDC(HDN(H] 480 21000 10000  [48]
IN(C=3C([HD=CHDCH)=CHDC=3H)C(HD(HDC4(HD[H]

[CHC=1C(HD)=C(H)C=C(HDC=1[H)N2C([H])(H)C(HD(H)N
SC5  (C([H])(HN)C2(HNHNC(H])(H])C=3C([H])=NN4C=3C([H])=C( 810 3700 4600  [49]
H])C([H])=C4C#C[H]

[HIC=1C([H])=C(H)CEC(HD C=1HNC(HD(HDC=2C([H])=C([H]

SC6 )C(HD)=C(HNC=20C(HD(HDC(HDIHDN(C(HN([HDHEDC(H]) 343 2740 10000
((HD[H]
[HIC=1C([H])=C(H) C=C(HDC=1[HDC(HD([H])C=2C([H])=C([H]
SC7  HC(HD=C(H)C=20C(HN(HDCHDHDCHD(HPNSC(H)(H 113 1006 2923

DEHDHDCAHN AN C3(HDIH]
[H]C=1C([H])=C([H)CEC(H)C=1[H)C(HD)([HD)C=2C([H])=C([H]
SC8 )C([H])=C(H])C=220C(H)((HN)C(HD(HDN3C(H)[(H)C(H])([H 33.7 1015 7804  [50]
DEHDHDCHDCHDC3((HD[H]
[HIC=1C([H])=C(H) C(=C(HDC=1[HDC(HD)([H]) C=2C([H])=C([H]
SC9  HC(HD=C(H)C=20C(HN(HDC(HD(HPNSC(HD(HDC(HN(H 201 10000 10000
DOC(HD[HDC3([HD[H]
[HIC=1C([H])=C(H) C(=C(H))C=1[H)C(H])([H]) C=2C([H])=C([H
SC10 )C([H])=C(H)C=20C(HN)([H)C(HN(HDN3C(H])(HDC([H] )([H 379 10000 1818
DCHD(H)C3([H])[H]

O=C2C1=C(C([H])=C([Cl])C([H])=C1[CL])N([H])C(=0)[Ce@]2(C=4C
SC11  ([H])=C([H)C(H])=C(OC(H)(H])C=3C([H])=C([HD)C([H])=C([H]) 120 10000 10000 [51]
C=3[H])C=4[H])C([H])([HD[H]

[H]C=1C([H])=C(H]C3=C(C=1[H)C(H])([H]) C=2C([H])=C(OC([H
SC12  (HDHADCH)=CH)C=2CHD([HDCHD[HNDNCHD(HDC( 137 1396 23903
[HD([HDC3(HDHDC(HD)(H][H]

52
[H]C=1C([H])=C([H])C3=C(C=1[H)C((H])([H]) C2=C([H]) C(OC([H]) 2l
SC13  ([HDH])=COC(H)[HDHDC(HD=C2C(HN(HDCIHDHDN(C( 579 1028 14830
[HD[HEDCHD(HDC(HDH)C(HD)([HD[H]
scig O~CIC=CIN=C(NIC(HD(HDHDN2CHN(HDC(HD[HDHOCT 1100 2700 [53]

H])(HDC2(HDH])CECHDNIHDC(HD(HDNSCH)[HDC(H




ID

SMILES

Ki [nM]2

DiR

D2R

DsR

Ref

DHDN(C=4C(H])=C(HD)C(H])=C(H]) C=4[H)C(HD(HDC([H]
)[H]

SC15

O=C(C=1C([H])=C(HDC([FD)=C(HD) C=1[HDC(HD)((HDCHD(H])

C(HN)(H)N5[Cee]3([H])[Ce]7([H]) [Cee]2(H)C(H])([HD[C@]6(

[H])[Cel4(H])[Cee]2([H])[Cee]3([H])[Cel4([H]) [Cee]5(O[H])[Ce@
167[H]

209

1724

1958

[54]

SC16

[HIC=1C([H])=C([H])C2=C(C=1[H]) C4=C(N2[H]) C((H])([H)) C=3C([
H])=C(H)C(H)=C(HN)C=3C(HD)(HDC(HD(HDN([Cee]((H])(C
4([HDHDCHD[HDHDCH])(H])H]

640

10000

10000

SC17

[HIC=1C([H])=C([H])C2=C(C=1[H])C4=C(N2[H]) C([H])([H)C=3C(]
H])=C(H])C([H])=C(H)C=3C(HDN(HDC(HN(HDN([Cee]([H])(C
4(HDHDCH])([H)OMHN)C(H])(HDH]

114

2923

4676

[55]

SC18

O=C2C=1C([H])=C(H])C(HD=C(H))C=1C(H])([HD[Cee]2([H])C(
[HDHDCHDHDNAC[HD(HDCHDHDN(C=3C([H])=C([H])
C([CI)=C(H])C=3[H])C([H])((H])C4([H])[H]

389.05

10000

4534

SC19

[C11C=1C([HI)=C([H])C(=C([HI)C=1[HI])N2C([HI)([HI)C((HI)([HI)C(
[HI)(CHIN(C(H])(H)C2(HDH)CH)(HICHI(HIC(H(H
)C=40C=3C([H])=C([HI)C([H])=C([H])C=3C=4[H]

274

2507

1462

[56]

SC20

[HIC=1C([H])=C(H) C(=C([H])C=1[H])[Ce@]3([H]) C=2C([H])=C(O[
H)C(HD)=CH)C=2CHD(HDCHDHDN(C3(HDHDCHI)(
H])[H]

207

1000

1000

SC21

[HIC=1C([H])=C(H]) C(=C((H])C=1[H])[Ce@]3([H]) C=2C([H])=C(O[
H)C(=C(HDC=2C(HD)(HDC(HDHDN(C3(HN)HDCHD([HDI
H])N([H])[H]

334

1000

1000

SC22

[HIC=1C([H])=C(H) C(=C((H]))C=1[H])[C@]3([H])C2=C([H])C(O[H]
)=C(C(H])=C2C(HD[HDCHDHDN(C3(HDHDC(HD)(HDH])
C4=C([H])C([H])=C([H])C(=C4[H])C([H])([H])[H]

216

1000

1000

SC23

[H]C=1C([H])=C(HDCEC(H])C=1[H])[Ce@]3([H]) C=2C([H])=C(O[
H])C(=C(HD)C=2C(HD)(HDC(HD[HDN(C3(HN)HDC(HD([HDL
H])C=4C([H])=C([H])C(O[H])=C([H])C=4[H]

349

1000

1000

[57]

SC24

[H]/C4=C3\ C1=C2/C(=C(/[H)C(OC(H])([H)[H)=CIOC(H])([HDI
H)C(HDHDC(HD(HDN(Cee2((H)C(H])(IH)C3=C([H])C(O]
H])=C4O0C([H])(HDHDC(H])([H])[H]

373

inactive

>950

[58]

SC25

[HI/C1=C(\ [H)C(OC(H)(HNHD)=C(OC(H)(HD[H])C4=C1C(H
D(HD[Cee]3([H])C2=C([H])C(OC(H])([HD[H])=COC(H])(HN[H
DC(H=C2C(H](H])CHD)([H)N3C4([H])[H]

153

1125

1371

[59]

SC26

[H]/C3=C(\[H])C(O/C2=N/C([H])=C([H])) C=10C([H])=C([H])C=12)=
C([H])C(=C3/C5=C(/N=C(/[H])C4=NC([H])=C([H))N45)C([H])([H][
H])C(H])([HD[H]

110

8300

7900

SC27

[FIC([FD([FNC=3C([H])=C(O/C2=N/C([H])=C([H])C=1C([H])=C([H])
[S1IC=12)C([H])=C([H])C=3/C5=C(\ [H])C([H])=C([H])C4=NC([H])=C
([H])N45

130

8700

6200

SC28

[FIC([FD([F)C=3C([H])=C(O/C2=N/C([H])=C([H]) C=10C([H])=C([
H])C=12)C([H])=C([H])C=3/C5=C(\[H])C([H])=C([H])C4=NC([H])=
C([H])N45

150

7600

10000

[60]




Ki [nM]2 Ref

ID SMILES
DiR D2R DsR
[FIC([FI)([F)C=3C([H])=C(O/C2=N/C([H])=C([H]) C=10C([H])=C([
SC29 H])C=12)C([H])=C([H])C=3/C5=C(/N=C(/[H])C4=NC([H])=C([H))N4 140 9600 8100

5)C(H])((H][H]

aAll KI values retrieved from ChEMBL were determined in vitro utilizing radio-ligand binding assays.

2.2 Dataset of D2R-selective compounds (ChEMBL)

Table S2. D:2R-selective compounds extracted from ChEMBL with in vitro determined biological activities for all investigated DR

subtypes.

Ki [nM]2
Ref.
D SMILES DiR D2R DsR ¢
[H]C=3C([H])=C2C1=C(N=C([H)NIC(H)(HD[Ce](H)(N(H _ low
SC30 )CH([H]H)C2(H]H)C=3[H] affinity 00 2
O=C(/C1=C(\[H])C([CI])=C(C([H])=C10C([H])(H)[H)N(HI)C 611
scsy  (EDIHDHDN(HDCoaR(HNCHNHNCHNHNCHD(  low " 1o
H])N(C2([H])[H])C([H])((H])C=-3C(H)-C(H)C(H)-C(H)C=  affinity
3[H]
O=C(C=1C([H])=C([Cl)) C(=C([H])C=TOC([H)([HNH)N(C(=O)
C(IHI)((HD[HC(HI)(H)HDN(H)CH) (HCel2((H)C(
SC2  H)(H)CH)(HYN(C2(H)H)CIH)(H)C=3C(H)=C(Hy 0 1o 7200
C(H])=C([H])C=3[H] [62]
O=C(C=1C([H])=C([Cl)) C(=C([H])C=TOC(HI)((H)HDN(H])H
SC33  N(H])C(H])(H][Cee2(H)C(H)(H)CHN(HPN(C2(H] 11000 80 2200
\[H)C(HI)([H)C=3C([H)=C([H])C(H])=C([H))C=3{H]
O=CLOC(IH])((HI)C(HI)((HNLC(H])((H])C(HI)( H)N6C([H]
sz VHDCHNHNCIHNC-CAHINCSCH)-CAHNCECAH] oo o0 100 ea)

)C2=3)C=4N=NN(N=4)C([H])([H])[H])C=5C([H])=C([H])C([F])=
C([H)C=5[H)C(IH)([H)C6([H][H]
[HIC=1/C(=C(/[H))N2C=1C([H])([H])[Ce](H))(N(CH)(H)C(

SC35  HI)([HN)CHN)(H)H)CHN(HNCIH(HNCIHN(HDH)C( 83000 800 1300 [64]
[H])((HNC2(HDHDC(HD(HDIH]
0=C(C=1C([H])=C([CI))C(=C([H])C=10C(H])([H)[HDN(H][H
DN(H]D[Ceel2((H)CH)(H)CH)(H)N(C(H)(HNCel2(
HI)C(HI)(HD[H])C(HI)(H)C=3C(HI)=C(HI)C(H)=C(H])C
=3[H]
[HIC=1C([H])=C([H))C(OC([HI)([HI)[H])=C(C=1[H)N2C([HI)(|
HI)C((HI)([H])N(C((H])([HI)C2(HD[HI)C([HI)([H])C=4C=3C([H
)=NC(=NC=3N([H])C=4C([H])([H)[H])N(C([H])([H)[H])C([H])
(HD[H]
[HIC=1C([H])=C([H))C(OC([HI)([HI)[H])=C(C=1[H)N2C([HI)(|
HI)C([HI)(H])N(C(H])([HI)C2(HD[HI)C([H])([H)C=4N=C3/C(
=C(/[H])C(=C([H])N3C=4[H])C([H])([H])[H])N5/N=C(/[H])C([H]
)=C5[H]
[HIC=1C([H])=C([H))C(OC([HI)([HI)[H])=C(C=1[H)N2C([HI)(
HI)C([HI)([H])N(C(H])([HI)C2(HD[HI)C([HI)([H)C=4N=C3/C(
=C(/[H])C(=C([H])N3C=4[H])C(H])((H))[H])N5C(H])((H))C([H
)(HNOCHN(H])C5([HI)[H]

SC36 19000 470 2200

SC37 5600 250 1500

SC38 8700 530 2400

SC39 6400 210 2100




ID

SMILES

Ki [nM]2

DiR

D2R

DsR

SC40

[HIC=1C([HD)=C(H)C(OC(HD([HDHD=C(C=1HN2C([H])([
H)C(HD([HDN(C(HD)(HDC2(HDHDCH([H])C=4N=C3C([
H])=C([H])C([H])=C(N3C=4[H])N5/N=C(/[H])C([H])=C5[H]

27000

590

1000

SC41

[HIC=1C([HD)=C(H) C(OC(HD[HDHD=C(C=1[H)N2C([H])([
H)C(HD[HDN(CH)(HDC2(HNHDCHD([H])C=4N=C3C([
H])=C([H])C([H])=C([H])N3C=4[H]

20000

990

3900

SC42

[C1]/C2=N/N1C([H])=C(N=C1C([H])=C2[H])C([H])([H])N4C([H]
JHDCHDHDN(C=3C(H])=C([H)C(H])=C([H)C=30C([HI])(
(HDHDCHD)(HD)CH[H]D[H]

7700

96

1400

Ref.

SC43

[FIC(HD(HDCHD(HDOC=1C([H])=C(H])C([H])=C(C=1[H])
CHDHDNSCHD(HDC(HD(HDN(C=2C([H)=C(H])C([C1])
=C([H])C=2[H])C(H])([H])C3([H])[H]

5100

590

1100

SC44

[FIC(HD(HDCHD(HDOC=1C([H])=C(H)C(=C([H])C=10C([
H)(HDHDCHDHDNSC[HDHDCHD[HDN(C=2C([H])=
C(HDC(HD=C(HNC=20C(H)(HDH)C[H)[H)C3(H])[H]

5400

310

1100

SC45

[FIC(MHD)(H])C(HI)/(H])O/C1=C(\ [H))C(OC(H])([H][H])=C(O
C(HDHDHADCH])=CICH)([HNN3C(H])([HN)C((HI)(H])
N(C=22C([HD=C(HDC(CI=C(HDC=2[HDC(HD(HDC3(HDH
]

3500

760

3900

[67]

SC46

O=CIN(HDC(HDN(HDC(HD(HDNIC(HDN(HDC(H)(H)N6
C(HDHDCHDHDCHN(C2=C(H)N(C=3C([H])=C(H])C(=
C([H])C2=3)C=4/N=C(/[H])N(N=4)C(IHD([HD[H])C=5C([H])=C([
H])C([F])=C([H])C=5[H]) C(H])([H])C6([H])[H]

4100

660

2900

SC47

O=CIN(C(H])([H)C(HD(HDICe]L(HNCHDHDC(HD)([HI)

N6C([H)(HDC(HD(HD[Cee](H])(C2=C(H])N(C=3C([H])=C(

[H])C(=C([H])C2=3)C=4/N=C(/[H])N(N=4)C([H])((H)[H])C=5C([

H])=C(HDC(F)=C(HDC=SHDC(H)([HDCo(HDHDC(HI(
H])[H]

2600

190

1400

[68]

SC48

[Br]C=1C([H])=C([H)C(OC([H])([HN[H])=C(C=1[H])C2=N/C(=C
(/HDSI2)CHD([HDNAC[HD(HD)C(HDHDN(C=3C([H])=C([
H])C([H])=C(H])C=3[H])C([H])([H]) C4([H])[H]

6400

190

20000

[53]

SC49

[H]IC=3C([H])=C2C1=C(/N=C(/O[H])N1C([H])([HD[C@]([H])(N(
C(H)(HEHHEDCH)([HDHADC2([H])[H])C=3[H]

5000

20

10000

[69]

SC50

[FICCHD(HDCHDHDCHD(HDHOC=1C(H])=C(H])C(=C([

H])C=1[H))N2N=N/C(=C2/[H])C(H])([H])N4C([H])([H)C(HI)(

[HDN(C=3C([H])=C([H)C(H)=C([H)C=30C(H)[HDHDC([
H])([H])C4([H])[H]

38000

340

2800

SC51

[FIC(HD[HDCHDHNOC(H)(HDC[HD(HN)CHD([HDOC

=1C([H])=C([H)CE=C((HNC=1[H])N2N=N/C(=C2/[H])C([H])([H]

N4C(HD(HDCHDHDN(C=3C([H])=C(H)C([H])=C([H])C=
SOC(MHN(HDHCHN)([H)CA(H][H]

3600

440

2900

SC52

O=C(C=1C([H])=C([H))C([F)=C(HDC=1[HDCHD(HN)CHN(
H])C(=O)N3C(HD(HDCHD([H)C(OH])(C=2C([H])=C([H)C(
[CIN)=C(H)C=2[H)C(H])([H])C3([H])[H]

19000

860

1700

[71]

SC53

[H]C=1C([H])=C([H])C2=C(C=1[HC(HD)(HDCH)(C2((HN)[H
DEHDHDNSCHD[HDC(HD([HDN(C=4C([H])=C([H])C=3
OC(H)(HNC(HDN(H))OC=3C=4[H]))C([H])([H])C5([H])[H]

3000

738

2840

[72]




K a
ID SMILES 1 [InM] Ref.
DiR D:2R D3R

[CC=1C(H]=C(HDCEC(HDC=1HDN2C([H])(HDC(HD)([H]
SC54  )N(C(HD(HDC2(HDHDC(H])(HDC3=C(H)N([H))C=4/N=C 10000 960 2310
(/HDC(H])=C([H])C3=4

aAll KI values retrieved from ChEMBL were determined in vitro utilizing radio-ligand binding assays.

2.3 Dataset of Dalike-selective compounds (ChEMBL)

Table S3. Dulike-selective compounds extracted from ChEMBL with in vitro determined biological activities for all investigated DR
subtypes.

Ki [nM]
D SMILES  [nM] Ref.
DiR D:2R D3R

[HIC=1C([H])=C([H])C(=C([H])C=1[H])C2=C([H])C([H])((H)N
SC55  (C([H])([HI)C2([HN)[H)C(H])(H)C(HI)(H)C#CCBC(H])= 5004 3.3 20
C(H)C([H])=NC=3[H]
[H]C=1C([H])=C([H])C(=C([H])C=1[H])C2=C([H])C([H])((H)N
SC56  (C([H])([HI)C2([HN[HNC(H])(H)C(HN)(HNC#CCBC(H])= 10000 0.6 24
C([H)C(=C(H])C=3[H)N(H][H]
[HIC=1C([H])=C([H])C(=C([H])C=1[H])C2=C([H])C([H])((H)N
SC57  (C([H])([HI)C2([H])H)C(H])(HI)CHI)([H)C#CC=3C([H])= 10000 19 7
C([H])C(=NC=3[H)N([H])[H]
[HIC=1C([H])=C([H])C(=C([H])C=1[H])C2=C([H])C([H])((H)N
SC58  (C(HD((HDC2(HDHDCIHD(HDC(H)([H])C#C/C3=N/C([H 10000 1.9 2.6
))=C(C(IH)=C3[HDN(H][H]
O=C(C=3C([H])=C([H])C=2C=1C([H])=C([H])C([H])=C([H])C=1
C([H])([H])C=2C=3[H))N([H])C(H)(H) CHI)H)C(HI)(H
)CHN(HDNSCHI)(H)CHN)(H)N(C=4C(H])=CHNC([
H])=C([CI)C=4[CINC(HD(H)C5(HDH]
O=C(C=3C([H])=C([H])C=2C=1C([H])=C([H])C([H])=C([H])C=1
C=2C=3[H])N([H])C(HI)(HI)C(H)(H)CHN)(HNC(HI)(H
DNSC(H)(H)CHI)(H)N(C=4C([H])=C([H])C([H])=C(Cl])
C=4[CI)C(H)(HNC5(HDH]
[ClIC=2C([H])=C([H]))C=10C([H])([H])[Ce@]([H])(OC=1C=2[H
DCHN(HDN(H)C(HI)(H)[Ceel4(HN)C(H)H)CHI)(
HI)N(C=3C([H])=C([H])C([H])=C([H])C=30C([HI)([HD[HN)C([
H)((H)C4(HD[H]
[CIIC=1C([H])=C([H])C(=C([H])C=1[H])| Ce@]3(O[H])C([H] )(
H])[Ce@]2(H)N([Ce]([HI)(C(HI)(H])C2([H])[H])C3((H])[H
)C(H])([H])C4=C([H])N([H])C=5C([H])=C([H])C([H])= C([H)
4=5
[CIIC=1C([H])=C([H])C(=C([H])C=1[H])| Ce@]3(O[H])C([H] )(
SC63 H])[Cee]2(H)N((Ce](H)(C(HD(HDC2(HH[H])C3(H)[H 3000 12.9 3.62
)C(H)(IH])C4=C([H][SIC=5C([H])=C([H])C([H])=C([H])C4= 5
[CIIC=1C([HI)=C(IH])C(=C([H])C=1[H])[Ce@]3(O[H])C([HI)([
SC64  HJ)[Ce@]2(H])N([Cel(HI)(C(H)(HNC2(HNHNCI(HNH] 3930 1.06 071
)C([HI)([H])C4=C([H])OC=5C([H])=C([H])C([H])=C([H])C4=5

[73]

SC59 10000 217 1.4

SC60 10000 262 0.9

SC61 1000 13.2 1.6 [75]

SC62 1220 33.4 15.5

[76]

O=CIC([H])=NN(CEO)NIC(H])(H)HDCHD(HNCHN(

H)C(HDHDCHD)(HDN4C(HD(HDCHD(HDN(/C3=C(\ 7396

[HDC(HD=C(HDC=2C([H])=C(H])C(OC(HD)(HNH])=C([H]
)C=23)C([H])([H])C4([H])[H]

SC65 22.01 62.8 [77]




ID

SMILES

Ki [nM]2

DiR

D2R

DsR

Ref.

SC66

O=C(C=1C([H])=C3C([H)=C([H)C=1C(H)(HDC(HDN(H)C=

2C(H])=C(HDCEC(HDC=2[HDC(HD(HDC3(HDIHDN([H])

C(HNHEDCHDHDCHNIHDCHD[HDNSCH)(HDC(

H])([H)N(C=4C([H])=C(HD) C([H])=C([CINC=4[CINC(H])([H])
C5([H])[H]

2800

220

3.6

[78]

SC67

O=C(C=20C=1C([H])=C([H) C([H])=C([H) C=1C=2[H])N([H])C
(HDHDCHDHDCHDHDCHDHDN4CHDHDC(
H])(H)N(C=3C([H])=C(H])C(H])=C(H])C=30C([H])}((HN[H
DC(HD([H])CA(H])[H]

2000

36.5

0.92

SCe68

O=C(C=20C=1C([H])=C([H) C([H])=C([H) C=1C=2[H])N([H])C
(HDHDCIHDHDCIHDHDCHD[HDN4CHD[HDC(
H])(HPN(C=3C([H])=C(HNC(HD)=C([CI)C=3[CINC([H])((H])
C4([H])[H]

2100

44.8

0.81

SCe69

O=C(/C2=C(\[H])C=1C([H])=C([H)C(HD=C([H)C=IN2[H])N

((HDCHDHDC[HD([H)[Cee]([H])(OH)C(HD(H)N4C([

H)([HDCHD(HDN(C=3C([H])=C(H)C(H])=C([CI)C=3[CI])
C(HD(HDC4(H])[H]

4630

502

1.39

SC70

O=C(/C2=C(\[H)C=1C([H)=C([H)C(H])=C([H)C=IN2[H])N

((HDCHDHDCHD([HD[Cee]([H])(OH)C(HD(H)NAC(

HD)(HDC(HD(HDN(C=3C([H])=C(HD)C(H])=C([CI)C=3[C1])
C(HD(HDCA(H])[H]

10000

433

1.12

SC71

O=C(/C2=C(\ [H])C=1C([H])=C([H])C((H)=C([H])C=IN2[H])N
(HDCHDHDC[HD[HDICel(HN(OHDC(HN)([HDN4C(
H)(HDCHDHDN(C=3C([H])=C(H)C(H])=C([CI)C=3[CI])
C(HD(HDC4(H])[H]

10000

715

16.6

SC72

O=C(/C2=C(\ [H)C=1C([H])=C([H)C([H])=C((H)C=IN2[H])N

(HHCHD[HDC(H)(HD[Cee]([H)(OIHDC(H])([H)N4C(]

H)([HDCHD[HDN(C=3C([H])=C(H])C([H])=C(H])C=30C([
H])(HDHDCHD(H)C4H([H][H]

10000

249

14

SC73

O=C(/C2=C(\ [H])C=1C([H])=C([H)C([H])=C([H)C=IN2[H])N

((HHCHDHDC[HD[H)[Cee]([H])(OHDC(HD)(H)NAC([

HD(HDCHDHDN(C=BC([H])=C(HDC((H])=C([H)C=830C(]
H])([H)CHD[HDC(H)(HDHDC(H)(H])C4([H])[H]

4960

47.1

62.1

SC74

O=C(/C2=C(\ [H])C=1C([H])=C([F])C([H])=C([H]) C=IN2[H])N(

[HDCHDHDCHD[HD[Cel((HNOMH)CHN)([H)NAC(H

DHDCHD[HDN(C=3C(H])=C(HD)C(H])=C([CIHC=3[CI])C
(HD(H)CA(MH])[H]

10000

293

1.61

SC75

O=C(/C2=C(\[H]) C=1C([H])=C([F])C([H])=C([H])C=IN2[H])N(

(HDCHDHDC(H)([HD[Cee](H])(OIHDC(H])(HDN4C(]

H)([HDCHD[HDN(C=3C([H])=C(H])C([H])=C(H])C=30C(][
H])(H)HDCHD(H)CH[HD[H]

5060

244

241

SC76

O=C(/C2=C(\ [H])C=1C([H])=C([I) C([H])=C([H) C=IN2[H])N([
HDC(H)[HDC[HD(HD[Cee]([H)(OHDC(HD)(H)N4C(]
H])([HDCHD[HDN(C=3C([H])=C(H])C([H])=C(H])C=30C([
H])(H)HDCHD(H)CH[HD[H]

10000

520

3.6

SC77

O=C(/C2=C(\ [H])C=1C([H])=C(OC(H)([HDHNC(HD=C(H])
C=INZ2[H])N(HDC(HD([HDCHA])([HD[Cee]((H])(OIHDC([
H])(HPN4C(HD)(HDCHD([HDN(C=8C((H])=C(HDC([H])=
C([CI)C=3[CNC(HD((H)C4(H])[H]

10000

489

1.2




ID

SMILES

Ki [nM]2

Ref.

DiR

D2R

DsR

SC78

O=C(/C2=C(\ [H])C=1C([H])=C(OC(H)(HNHDC(H)=C([H])
C=IN2[H])N((HDC(H)([HDC(H])([HD[Cee]((H])(OMHDC([
H])(HPN4C(HD(HDCHD([HDN(C=3C((H])=C(HDC([H])=
C(HDC=30C(H)(HDHDC(H)(H)C4(H][H]

10000

390

2.32

SC79

O=C(C=20C=1C([H])=C(H)C([H])=C(H])C=1C=2[H])N([H])C

(HH[HEDCHD(HD[Ce]([HDOHDC(H])(H)N4C([H])(H])

C(HD(HDN(C=3C(HD=C(HDC(HD=C([CI)C=8[CINC(HI(
H])C4([H])[H]

10000

622

6.11

SC80

O=C(C=20C=1C([H])=C(H)C([H])=C(H)C=1C=2[H])N([H])C

(HDHDCHD(HD[Cee]([HD)(OMH)C(H)(H)NAC(H])([H

DEHDHDN(C=3C(H])=C(HD)C(H])=C(H])C=30C([H])([H
DIHDC(HD(H)CA(H])[H]

10000

507

7.51

SC81

O=C(C=20C=1C([H])=C([HN)C([N)=C(HDC=1C=2[H)N([H])C(

[HD(HDCHD(HDICe(H)OMHDC(HD)([H)N4C(H])([H])

CHDHDN(C=3C([HD)=C(HDC(H])=C([CINC=3[CINC(H]([
H])C4([H])[H]

10000

581

7.71

SC82

O=C(C=20C=1C([H])=C(HN)C([])=C([H])C=1C=2[H])N([H])C(

[HD(HDCHD)(HD[Cee](HD)(OH)C(HI)(H)NAC(HI)(H]

)CHDHDN(C=3C([H])=C([H])C([H])=C([H])C=30C([H])([H]
JHDC(HD)(HDC4(H])[H]

3690

430

7.5

SC83

O=C(C=2[S]C=1C([H])=C([HDC(H])=C([H)C=1C=2[H])N([H])

C(HDHDCHDN(HD[Cee]([H)(OMHN)C(H)(H)NAC(HI)(

H)C(HD[HDN(C=3C(H])=C(H])C(H])=C(H])C=80C(HI)(
H)[HDC(HD(H)C4(H])[H]

6650

337

4.6

SC84

O=C(/C2=C(\ [H])C=1C([H])=C([H])C([H]))=C([H])C=IN2[H])N
((HDCHDHD[Ce)(HNOMDCHN([HDC(HN)([H)NAC(
HD)(HDC(HD(HDN(C=3C([H])=C(HN)C(H])=C([CI)C=3[C1])
C(HD(HDCA(H])[H]

10000

28.4

0.26

SC85

O=C(C=2[S]C=1C([H])=C([H)C(H])=C([H)C=1C=2[H])N([H])

C(EHDHDCHD=CHDCHD(H)N4C[HD(HD)CHD([H])

N(C=3C([H])=C(HDC(HD)=C([CINC=8[CINC(HD)(HDCA([H])
[H]

1730

149

1.11

SC86

O=C(C=20C=1C([H])=C((H])C([H])=C([H]) C=1C=2[H])N([H])C
(HDHDCHD=CHDCHD(HDNAC(HD)(HDC(H)(HDN
(C=3C([H])=C(HDC(H])=C([CI)C=8[CINC(H])(HDCA[HDI
H]

1460

76.5

211

SC87

O=C2C=1C([H])=C([H)C(H])=C(H) C=1C([H])([HD)C(H])([H

DEHDHDN2CHD([HDC(HD[HDCHD(HDCH])([H])

NAC([H)(HDCHDHDN(C=3C(HD=C(HNC(HD=C([CI)C
=3[CI)NC(H])(H))C4(H])[H]

1737.8

36.3078

14.45

SC88

O=C2C=1C([H]D=C(HDC(HD=C(HD)C=1CH])((HNC(H)(H
DCHDHDN2CHDHDCHDHDCHD(HDCHD(H])
N4C([HD(HD)CHD[HDN(C=3C([H])=C(H)C(H])=C(H)C=
SOC(HD(HDHNC(H])(H])C4(H][H]

2691.53

3.63078

[80]

1.585

SC89

O=C(C=1C([H])=C3C([H)=C([H)C=1C(H)(HDC(HN(HNC=
2C(HD=C(HDCEC(HDC=2[H)C(H)(HDC(HDHDC([H])
((HDCHDIHEDCHDHDNSC(HD([H)C(HD([HDC(OHI)(
C=4C([H])=C([HN)C([CI)=C(H)C=4[H))C((H])((H))C5((H])[H]

9800

21

17 [81]




ID

SMILES

Ki [nM]2

DiR

D2R

DsR

SC90

O=C(C=2[S]C=1C([H])=C(H)C(H)=C([H)C=1C=2[H])N([H])
C(HDHDCHDHDCHDIHDCIHDHDN6CHD[HDC(
H])([H)N(C=3C([H])=C5C([H])=C([H)C=8C([H)(HNC(HI)(
H])C=4C([H])=C([H)C(=C(H])C=4[H))C(H)((HDC5((HD[H])
C(HN([HDC6(MHD[H]

4000

83

1.6

SCI91

O=C(C=2[S]C=1C([H])=C([H)C(H])=C([H)C=1C=2[H])N([H])
C(HNHEDCHDHDCHD)HDCHD)[HDNACH)(HDC(
HD)([H)N(C=3C([H])=C(C(HD=C(H))C=3C(H)(HNHDC(
H])(HDHDCHD(H)CH[HD[H]

2400

84

2.5

5C92

O=C(C=1C([H])=C(C([H])=C(H) C=1C(H])(HDH)C([H])([H]

JIHDN(HDCHDHDCHDHDCHDHDCHDHDN3C(

(HDHDCHDHDN(C=2C([H)=C([H) C([H])=C([H])) C=20C(
(HD(HDHEDCH)([H)C3(HD[H]

2100

22

4.7

Ref.

SC93

O=C(C([H])=C(H)C=1C(H)=C([HDC([F)=CHDC=1[HDN(]

H)C(HD[HDC(HDHDCHD([HDC(HD(HDN3C(H])([H]

)CHDHDN(C=2C([H])=C([H])C([H])=C([H]) C=20C([H])([H]
JIHDC(HD(HDC3((H])[H]

1100

27

0.34

[82]

SC9%

[FIC(HDHDCHDHDCHDN(HDOC=3C([H])=C2C1=C(C([

H])=C([H])C(O[H])=CIOH])C([H])((H])[C@]4([H])C2=C(C=3]

H)C(HDHDCHDHDN4C([HD(HDCHD(HDC(HD([H]
)[H]

5000

28

430

SC95

[FIC(HDHDCHDHDCHD(HDOC=3C([H])=C2C1=C(C([
H])=C([H)C(H])=CIO[H])C(H])([H])[C@]4([H])C2=C(C=3[H]
)CHDHDCHDHDNAC[HD(HDCHDHDCHD(HDI
H]

5000

0.54

100

SC96

[FIC(HD(HDCHD(HDOC=3C([H])=C2C1=C(C([H])=C([H])
C(HD=CIOHDC(HN)(HD)[Ce]4([H])C2=C(C=3[H])C([H])([H]
)CHDHDNAC(HD(HDCHD(HD)CHD(HDH]

5000

3.5

410

5C97

[FIC(HDHDCHDHDCHD(HDOC=3C([H])=C2C1=C(C([
H])=C(HD)C(H])=CIOH])C(H)(HD[Ce]4([H])C2=C(C=3[H]
)CHDHDCHDHDNAC[HD(H)CHD(HDH]

5000

3.2

240

SC98

[FIC(HD(HDCHD(HNOC=3C([H])=C2C1=C(C([H])=C([H])
C(HD=CIOHDC(HD)(HD)[Cel4([H])C2=C(C=3[H])C([H])([H]
)CHD(HDN4C(H])(HDC(H])([H][H]

5000

0.83

550

[69]

SC99

[HIC=1C([H])=C(HD)COC(HD)(HNH])=C(C=1[H))N2C([H])(
[HDCHDHDN(C(HD(HDC2(HDHDC(HD(HDC(H])([H
DCHDHDCIHDIHDN3N=N/C(=C3/[H])C([H])}((H])O/C4=
CO\[HDC(HD=C([H])C7=C4/C5=C(\ [H)C([H])=C([H])C6=C5[
Cee]([H)N(C(HD(HDCo(HD) H)CHDHDCHN)[HDC(
H])([H)H])C7((H])[H]

2700

661

2.67

SC100

[HIC=1C([H])=C(H)COC(HD)(HNH])=C(C=1[H))N2C([H])(
[HDCHDHEDN(C(HD(HDC2(HDHDCHD(HDC(H])([H
DCEHDHDCHDHDC=3N=NN(C=3[H])C(H)(HDC(H([
H)C(HD(HDO/C4=C(\ [H])C([H])=C([H])C7=C4/C5=C(\[H])
C(HD=C(H])Co=C5[Cee]((H))(N(C(HD([HDCO6(HNHDC(
H])([H)C(H)([HDC(H)(HDH])C7([H])[H]

1900

206

8.14

SC101

[HIC=1C([H])=C(HD)COC(HD)(HNH])=C(C=1[H))N2C([H])(
[HDCHDIHEDN(C(HD(HDC2(HDHDC(HD(HDC(H])([H
DEHDHDEHNIHDO/C3=CA\ [HDC([H])=C([H])C6=C3/C4

1174

174

189

[83]




ID

SMILES

Ki [nM]2

DiR

D2R

DsR

=C(\[H)C(H])=C(H])C5=C4[Cee]([HN)IN(C(H[H)C5([H])
[HDCHDHDCHDHDC(HD)(HDH])Co([HN)H]

SC102

[HIC=1C([H])=C(H)COC(HD)(HNH])=C(C=1[H))N2C([H])(
[HDCHDIHEDN(CHD(HDC2(HDHDC(HD(HDC(H])([H
DCHDHDCHD([H])O/C3=C(\[H)C([H)=C([H])C6=C3/C4
=C(\[HDC(H])=C(H)C5=C4[Ce]([H)N(C(HD)(H)C5(HD]
H)C(HD)([H)CHD(HDCH)([HDH])C6(H])[H]

1307

141

23.4

Ref.

SC103

[H]C=1C([H])=C([H])C(=C([H])C=1[H])[Ce@]2([H)N(C(H])([H

)IC@l4(H])[Ce@]2([H])[Ce@]([H])(N3C([H])([H])C(HI)(HI)

C([H])([H)C3(HD[HI)[Cel4(HN)C((HI)H)O[H)CHI)([HI)
C=5C([H])=C([H])C([H])=C([H])C=5[H]

22000

250

280

[84]

SC104

[HIC=1C([H])=C(H) C(=C(H)C=1[HNC(HDHDC(H)([HI)
N(C(HD[HDCHD(HD)C=2C(H)=C(H)C(H)=C(O[H])C=2
[HDCHDHDCHDIHDC(H)(HD)H]

10000

64.4

21.8

SC105

[HIC=1C([H])=C(H)C=C(H)C=1[HDC(HDHDC(HD)([HI)
N(CHD(HDC2(HDCHDHDC2((HDHDCHD(HDC(H])
([HDC3=C([H)C(H])=C([H))C(O[H])=C3[H]

10000

118

168

SC106

[HIC=1C([H])=C(H)C(=C(H))C=1[H)C(HD[HDC(H)([HI)
N(CHD(HDC2(HDCHDHDC[HDIHDC2([HDHDC([H])
((HDCHD([HDC3=C([H)C([H])=C([H])C(O[H])=C3[H]

10000

450

282

[85]

SC107

O=CIC([H)=NN(C(=O)NIC(HD)(HDHDC(HDHDCHI(

HDC(HD([HDCHDHDNSCHD([HDCHD(HDN(C=2C([

H])=C([H)C(H])=C(HNC=20C(H)([HDC(FN(HDHD)C((H]
)J([HDC3(HD[H]

10000

37.1

22

[86]

SC108

[HIC=1C([HD)=C(HDCOC(HD)(HDC(HD(HDH])=C(C=1[H]
IN2C(HDHDCHDIHDN(C[H)([H)C2(HDHDC(HD)([H]
)C=3[S]C([H])=C([H])C=3[H]

10000

162

112

SC109

[H]C=1C([H])=C(HDCOCHD[HDC(HN)([HDH]D)=C(C=1[H]
IN2C(HDHDCHDIHDN(C[H)([HDC2(HDHDC(HD)([H]
)C=3C([H])=C([H])C([H])=NC=3[H]

10000

255

42

SC110

[ClC=1C([H])=C(HDC(HD=C(C=1[CIYN2C[H(H)C(H([
H)N(C(HD(H)C2(MH]) H)C(H](HDC=3C([H])=C(HD)C([
H])=NC=3[H]

10000

327

41

SC111

[HIC=1C([H])=C([H]) C2=C(C=1[H])C([H])=C([H]) C([H])=C2C([
H])(HPN4C(HD(HDCHD([HDN(C=8C([H])=C(HDC([H])=
C([HDC=30C(HD)([HDC(HD)(HDHDCH)(H])C4A(H])[H]

10000

264

59

SC112

[CHC=1C(HD=C(HDC(HD=C(C=1[CIPN2C(HD([HNCHD(
H)N(CHD((HDC2(HDHDC(HDH) C4=CHDC(H])=C((
H])C=3C([H])=C([H])C([H])=C([H])C=34

10000

351

92

SC113

[H]IC=2C([H])=C(H])C=1[S]C([H])=C(C=1C=2[H]))C([H])((HDN
4C(HD(HDCHDIHDN(C=3C([H])=C(H])C([H])=C([H])C=3
OC(H])([H)C(H)([HNH)C(H])([H])C4(H])[H]

10000

219

45.1

SC114

[CC=1C(HD=C(HDC[H)=C(C=1[CINN2C(H])([HDC(HI)(
H)N(C(HD)([HADC2(HDHDC(HD)([HD)C3=C([H])[S]C=4C([H]
)=C(HD)C([H])=C([H])C3=4

10000

383

52.5

SC115

[H]C=1C((H])=C(HDCEC(H)C=1HNCHDHDN3C(H])((
H)C(HD[HDN(C=2C([HD)=C([H])C([H])=C(H]) C=20C([H])([
H)C(H)[HDHDC(HD)([HD)C3(H])[H]

10000

217

42.7

[87]




ID

SMILES

Ki [nM]2

DiR

D2R

DsR

SC116

[CC=1C(HD=C(HDC(HD=C(C=1[CIPN2C([H])([H)C(H(
H)N(C(H)([HDC2(HDHDC(HD([HDC=3C[H])=CH)C([
H])=C([H])C=3[H]

10000

242

41

SC117

[HIC=1C([H])=C([H]) C2=C(C=1[H]) C(=C([H])N2[H)) C([H])([H
DN4C(HDHDCHDHDN(C=3C([H])=C(H])C([H])=C([H])
C=30C([HD(HDCHD(HDHDC(H)(H)CA(H])[H]

10000

473

103

SC118

[CC=1C(MHD=C(HDC(HD=C(C=1[CIPN2C(H])([HNCHD(
H)N(C(H)([HDC2(HDHDC(HD([HDC3=C(H])N(H])C=4C
((HD=C([HDC(H])=C([H])C3=4

10000

502

123

Ref.

SC119

[HIC=1C([H])=C(H]) COC(H])(HD[H])=C(C=1[H))N2C([H])(

[HDCHDIHEDN(C(HD(HDC2(HDHDC(HD(HDC(H])([H

DCHDHDCHDIHDN3N=N/C(=C3/[H])C=4C([H])=C([H])
C(=C([H)C=A[H])N([H])[H]

38430

198.8

2.7

[88]

SC120

[NC=1C(H])=C(H])CEC(HDC=1[H)N2C([HD)([HDC(H])([H

DN(C(HDHDC2(HD)HEDCHD[HDCHD([HDN(HDC(H]

)J(HD[Cel4([H]))OC=3C([H])=C(O[H])C([H])=C([H]) C=3C([H])(
[HDC4([H])[H]

3960

80.5

23

SC121

[H]/C1=C(\[H])C(O[H])=C([H)C=20[Ce](HI)(C(HI)(HDC([
H])(HDC1=)C(H)[HDNHDCHD([HDCHD[HDCHI(
H)C(H)(HDCHD(HDC(H])(H])[H]

10900

8.19

547

[89]

SC122

[CHC=1C((HD=C(HDCEC(HDC=1HDN2C(HD(HDCH)(
H)N(C(HD([HDC2(HDHDCHDHDCHD(HDC(HD)([H]
)C(HD(HC4=NC=3C([H])=C([H])C([H])=C([H])C=3[S]4

1897

219

31

[56]

SC123

O=C(N([HD[Cee]1([H)C(H])([HN)C(H)(HDICe]([H])(C([H]

J(HDCLHDHDCHDHDCHDHDNSC(HDHDC(HD(

HYN(C=2C([H])=C(H)C(H])=C([CI)C=2[CINCHD([HDC3([
H])HDN(CHD(HDH)CHD([HD[H]

2100

0.47

0.27

SC124

[CC=1C(H)=C(HDCH])=C(C=1[CINN2C(H])([HDC(HI)(
H)N(C[HD([HEDC2(HDHDCHDHDCHD(HDC(HD)([H]
)C(H](H)O/C4=C(\ [H])C3=C([H])C([H])=NN3C([H])=C4[H]

2900

34

SC125

[CHC=1C(HD=C(HDC(HD=C(C=1[CIPN2C(H])([HN)CHD(

HDN(C(HDHDC2(HDHDCHDHDCH)[HDCHD(H]

)C(H])(HDOC=4/C3=C(\ [H])C([H])=NN3C([H])=C([H])C=4
H]

1800

25

10

SC126

[CC=1C(H)=C(HNCH])=C(C=1[CINN2C(H])([HDC(HI)(
H)N(CHD([HEDC2(HDHDCHDHDC(HD(HDC(HD)([H]
)C(H])([H)OC=4C([H])=C([H])C3=C([H])C([H])=NN3C=4[H]

1200

4.2

2.3

SC127

[CC=1C(H)=C(HDCH])=C(C=1[CINN2C(H])([HDCHI)(

H)N(C([HD([HADC2(HDHDC(HDHDC(HD(HDC(HD)([H]

YC(H])([H])O/C3=N/N4/C(=C3/[H])C([H])=C([H])C([H])=C4[H
]

1100

9.4

3.5

SC128

O=C([H])C=1C([H])=NN2C=1C([H])=C([H])C([H])=C2OC([H])(

(HDCHDHDCHDHDCHDHDNAC(HDN(HDC(HD(H

DN(C=3C([HD=C(HDC(HD)=C([CINC=3[CINC(HD([H)C4([H
DIH]

1600

51

6.4

SC129

[Cl/C1=C\[H)C(HD=C(HNC(=CI{CIYN2C(H)(HDC(HI)(
[HDNCHD(HDC2(HDHDCHDHDCHD(HDC([H)([H

4300

1.8

23

[90]

10



ID

SMILES

Ki [nM]2

Ref.

DiR

D2R

DsR

DC(HD(HDO/C4=CA\ [H])C3=C(C([H])=NN3C([H])=C4[H])C(
[H])=NO[H]

SC130

N#C/C1=N/N4/C(=C1/[H)C([H)=C(OC(H])([HNC(HN([HN)C

(HHHDCHDHDNIC(HD(HDC(HD(HDN(C=2C([H])=C

((HDCHD=C(CI)C=2[CINC(HD(HDC3(HDH)C(H])=C4[
H]

3500

8.9

1.9

SC131

[FIC=1C([HD=C(H) CEC(HDC=1HDCHD(HDC(HD(HDC

(HDHDCHD(HDN2[Ceel4((H)C(HD)(HDC(HD)(H)[Ce

2(HDC(HD((HD[Cee](OMH])(C=3C([H])=C(HD)C(CI)=C(H
1)C=3[H])C4([H])[H]

10000

33

9.7

SC132

[FIC=AC([H])=C(HNCOCHN)([HNCHD(HDCHD(HDNI]

Cee]3(H])C(HNHNCHDHD[CeIL(HNC(H])(H][Cee)(

O[H(C=2C(HD=C(HDC([CI)=C(HN)C=2[HNC3(HD[H])=C([
H])C=4[H]

10000

22

4.1

SC133

[FIC=1C(HD=C(HDC(HD=C(HNC=1[SIC(HN(HNCH])(H

DC(HN(HDN2[Ceel4(([H)C(HD(HDC(HN(HD[Ce]2([H])C

((HD(HD[Cee](OH])(C=3C([H)=C(HNC([CI])=C(H])C=3[H]
)CA([H][H]

4093

4.8

[91]

1.3

SC134

O=C(C=1C([H])=C(H)C(H])=C(HN)C=10C(HN)(H) C(HD(

H)C(HDHDNSCHDHDC(HD[H)N(C=2C([H])=C([H])C

([HD=C3C=2C([H])=C([H)N3[S](=0)(=0)C=4C([H])=C([HDC([
H])=C([H])C=4[H]))C([H])((H)C5((H)HDN(H])[H]

1000

6.3

0.1

SC135

O=C(C=1C([H])=C([H]) C(=C([H) C=1[H])) C=2C([H])=C([H])) ([

H])=C(H])C=2[H)N(HD)C(HDHDCHD(HDCHDHDC(

H)(HDN([Cel3([H)C(HD)(HNCH])=C(C*CH)C(H])([H])
C3(HNHNCH)([HDCH)([HDC(H])(H])[H]

13000

94

SC136

O=C(C=1C([H])=C([H])C(=C([H]) C=1[H]) C=2C([H])=C([HDC([

H])=C((H))C=2[H)N((H)CHD(HD)CHDIHDCHDHDC(

H])([HDN([Cee]3([H)C(H])([H)C(H])=C(CACHC(H])((H
DC3(HDHDCHDHDCHDHDC(H])(HDIH]

18000

4.3

SC137

O=C(C=2C([H])=C(H))C(OC(HD(HDC(HD(HDC(HN)([HD)C
=IN=NN(C=1[H)C(H])([H)C[HDHDCHD)(HDC(H])([H]
)HD=COC(HD(HDH)C=2[H)N([HDCHD(HDCHD([H])
CHDHDCHDIHDN(Ce]3(H)CHD[H)C([H])=C(C#C
H])OC3(HD[H])C(HD(H)CH)[HDC(H])(HD)[H]

2600

1.6

0.63

SC138

O=C(C=2C([H])=C((H))C(OC(H(HDC(HD(HDC(H)(HD)C
=IN=NN(C=1[H)C([H)((H)C(HD)HDC(HN[HDCH]D([H]
)IHD=COC(H])(HNHDC=2[H)N(H)C(HD)(HDC(HD)([H])
C(HDHDCHDHDN([Cee]3(HDC(HD(HDC(H)=C(C#
CHDOC3(H)HDC(HD(HNC(HD(HDC(H)(HDH]

3900

49

[92]

2.2

SC139

O=C2C([H])=C([H])C=1/C(=C(/[H])C([H])=C(O[H])C=1N2[H])
C(HNHEDCHDHDNCHD(HDCHDH)CHD(HD[H]
)CHDHEDCHDHDCHD(HDCHHHDN(H])C(=O0)C=4
C(HD=C(HDCOC(H)(HDC(HNHDC(HD(H)C=3N=NN
(C=3[H)CHDHDCHDHDCHD([HDCHD(H)H])=C(
OC([H])([H])[H])C=4[H]

4600

24

1.6

SC140

O=C(C=2C([H])=C([HNC(OC(HDN(HDCHN(HDC(HD(H)C
=IN=NN(C=1[H)C([H)((H)C(HD)HDC(HN[HDC[HD(H]
)HD=COC([HN([HDHDC=2[HPN(HDC(HD(HDC(HD([H])

23000

1.2

11



ID

SMILES

Ki [nM]2

DiR

D2R

DsR

C(HNHEDCHNHDN([Ceel4[HDC(H])([HD)C=83C([H])=C(
[HDC(HD=COH)C=3C(H)([H)C4[HDHDC(HN(HDC(
H])([H)C(H])([H])[H]

SC141

O=C(C=2C([H])=C([HNCOC(HD(HDCHD(HDC(HD(H)C
=IN=NN(C=1[H)C(H])([H)C[HDHDC[HD)(HDC(H](H]
)HD=COC(H])(HNHDC=2[H)N([H)C(HD(HDC(HD)([H])
C(HDHDCHDHDN(Cel4([HDCHD[H)C=83C(H])=C([
H])C([H])=C(OH])C=3C(H])([H)C4[HDHDC(HD)([HDC(H
D(HDC(H])(HD[H]

2900

0.47

0.21

Ref.

SC142

O=C2N([H])C1=C([H)C([H)=C([H)C=CIC2([HDHNC(HI)(
H)C(HD[HDN(C(HDHDCHDHDCHDHDHDC(HI)X
[HDCHD[HDC(HD)(HDH]

32500

3.7

2.9 [93]

SC143

O=C(/N=N/C=1C([H])=C([F))C([F])=C([F)C=1[H])N([H])C([H])
((HDCHDHDN(C(HDC(H)(H)C=2C(H])=C(H])C([H])
=C([H])C=2C3([H])[HNC(HD(HDC(HD(HDC(H)(H])[H]

2600

110

87

SC144

O=C(/N=N/C=1C([H])=C([H]))C([F])=C([H))C=1[H)N([H])C([H

DHEDHCHDHDCHD[HDCHD[HDNSCHD)([HDC(HI)({

H])N(C=2C([H])=C(H])C(H])=C(H]) C=20C(H)(HDHDC([
H])([H])C3([H])[H]

1300

38

SC145

O=C(C([H])=C(H])C=1C([H)=C([HNC([F)=C(H)C=1[H)N(]

HDC(HD([HDCHD(HDCHN[HDCHDHDN(C(HDC(

H])([H)C=2C(HD=C([HNC(HD=C([HNC=2C3([HN[H])C([H])
(HDCHDHDCHD(HDH]

1300

19

0.31 [94]

SC146

O=C(/N=N/C=1C([H])=C(H))C([F)=C(H)C=1[H)N([H)C([H

DHEDHCHDHDCHD([HDCHAD[HDN(C3((H)C(H])([H])

C=2C([H])=C(HDC(H])=C(H]) C=2C3(HDHDCHDHDC(
H])(HDC(HD(HD)[H]

3300

23

0.85

SC147

O=C(C([H])=C([HDC=1C(H])=C(HD C([F)=C(H)C=I[H])N([

H)C(HD[HDCHD(HDN(C3(H)C(HN(HDC=2C(H])=C([

H)C(H])=C(H)C=2C3(HDH)C(HDHDC(H)(HDCHI)(
[H]D[H]

2200

43

14

SC148

[H]C=1C(H])=C([H)C(OC([H])([HD[H])=C(C=1[H])N2C([H])(

HDCHDHDN(C(HD)HDC2(HDHDC(HD)(HDC(H])(H

DC(HD(HDC=3N=NN(C=3[H])C5=C([H])C4=C([H])C([H])=N
N4C([H])=C5[H]

1700

140

77

SC149

O=C([H])C=1C([H])=NN2C=1C([H])=C(C([H])=C2[H])N3N=N/

C(=C3/[HDC(HD((HDC(HDHDCHD(HDC(HD(HD)NSC([

H])(HDC(HD)[HDN(C=4C(H])=C([H)C([H])=C([C1])C=4[C1])
C(HD(HDC5([HD[H]

1500

110

[95]

4.4

SC150

O=CIN([H])C=2C(OC1([H)[H])=C(C([H])=C([H])C=20[H])[C
@(H)(O[H)C(H(HDN(H)C(HI)([HI)CHI)(H)C=4C(
HI)=C([H])C(OC(H)([H])C(HI)([H])C(HI)([H])C=3C([HI)=C(
[H])C([H])=C([H])C=3[H])=C(OC([H])((H))[H])C=4[H]

2800

310

400

SC151

O=CIN([H])C=2C(OC1([H])[H])=C(C([H])=C([H])C=20[H])|C

@@]([H])(O[HI)C((H])(HI)N(H])C(H)(H])C(HI)([H])C=4C(

[HI)=C([H])C(OC(H)([H])C(HI)([H])C(HI)([H])C=3C([H])=C
(IH)C([H])=C([H])C=3[H])=C(OC([HI)([H])[H])C=4[H]

4500

130

[96]
690

SC152

O=C2C([H])=C([H)C=1/C(=C(/[H))C([H])=C(O[H])C=IN2[H])
CEHDEDCHDIHDNHDCHDHDEHD(H)C=4C([H])

2800

64

18

12



ID

SMILES

Ki [nM]2

DiR

D2R

DsR

=C(HNCOC(HN[HDC(H)([HDC(HD)([H])C=3C([H])=C([H]
)C(H])=C(H)C=3[H])=C(OC(H])([H])[H]))C=4[H]

Ref.

SC153

O=C(N([H])C2=C([H])C1=C([H])C([H])=NN1C(H])=C2[H])C([

H])([HDC(HD([HDC(HD(HDN4C([HD([HDC(HD([HDN(C=

3C(H])=C(HDC(H])=C(H])C=30C(H)(HDHDC(HI)(H])
C4([H])[H]

1700

46

97

SC154

O=C([H])C=1C([H])=NNAC=1C([H])=C([H)) C(OC(HD)([HN)C([

H)([HDCHD[HDCHDHDNSC(HD(HDC(HD(H)N(C=

2C(H])=CHDC(H])=C(H])C=20C(H)(HDHDC(HI)(H])
C3([H])[H])=C4[H]

1400

7.8

17

SC155

O=C(N([H])C2=C([H])C1=C(C([H])=NN1C([H])=C2[H])C([H])=

NOH)C[HD(HDCHDHDC[HDH)N4C[H)(H)C([H])

((HDN(C=3C([H])=C(H])C(H)=C([CIHC=3[CINC(H])([H])C4
((HD[H]

2900

0.57

2.2

SC156

[HIC=1C([H])=C(HDC(OC(HD([HDIH]=C(C=1[H))N2C([H])(

[HDCHDHDN(C(HD([HDC2(HDHDCHDHDC(HD)([H

DEHDHDCHD(HDOC=4C(H])=C([H])C3=C(C([H])=NN3
C=4[H])C([H])=NO[H]

1000

4.2

2.3

SC157

O=C([H)C=1C([H])=NN4C=1C([H])=C([H))C(OC(HN)(HNC([

H)([HDCHDHDC(HD(HDN(Ce]3([H)C(HD)([H])C=2C((

H])=C([H)C(H])=C(O[H])C=2C(HD)([H)C3(HNHDCHI)([
H)C(H])([H)C(HD)([HD)[H])=C4[H]

1400

24

1.6

SC158

[HIC=1C([H])=C(H)COC(HD)([HDH])=C(C=1[H])N2C([H])(

[HDCHDHDN(CHD(HDC2(HDHDC[HDHDC(HD)([H

DCHDHDC(HD(HDO/C4=C(\ [H])C3=C([H])C([H])=NN3C
([H])=C4[H]

2800

18

20

SC159

O=C([H])C=1C([H])=NN2C=1C([H])=C(C([H])=C2[H])N([H])C(

=O)C(HN([HDCHD(HNCHDHDNACHD([HDC(H])((H]

IN(C=3C([H])=C([H])C([H])=C([H]) C=30C([H])(HNH])C([H])
((H))C4([H])[H]

1200

1.4

70

SC160

O=C([H])C=1C([H])=NN4C=1C([H])=C(OC([H])(H)C(H](H
DEEDHDCHD[HDN(CeI3([HDC(H])([H])C=2C([H])=C(
[HDC(HD)=COH])C=2CHD([HDC3(HDHDCHD[HDC(
H])([H])C(H])([H])H])C([H])=C4[H]

1300

23

1.1

SC1e1

[H]/C1=C(\ [H])C4=C(C(O[H])=C1[H])C((H)((H)) C(HI)[H]I

Cae]([HI)(N(C((H])(HI)C(H]) (H)C(HI) (HNHNC(HI)([H]

YC(HI)([H])C(HI)(HI)C(H])([H])O/C3=C(\ [H)C2=C(HNC(|
H1)=NN2C([H])=C3[H])C4((H])[H]

3700

96

13

SC162

[H)/C1=C(\[H])C4=C(C(O[H])=C1[H)C(H])(HDC[HD([H]I

Ce](HDN(CHDHDCHD[HDCH)[HDHDC(H])([H])

C(HDHDCHDHDC(HDN(HDOC=3C([H])=C([H])C2=C([H
DC(H])=NN2C=3[H])C4([H])[H]

2100

0.63

0.71

SC163

[H]C=1C([H])=C(HD C(OC([H])([H]) [H])=C(C=1[H])N2C([H])(

HDCHDHDN(C(H)((HDC2(HD H)C(HD[HDC(H)(H

DEHD)(HDCHN([HDOC=4C([H])=C([H]) C3=C([H))C([H])=
NN3C=4[H]

1100

1.8

SCl64

[HI/C1=C(\ [H])C4=C(C(OH])=C1[HDNC(HDN(HDC[HD[HDI
Ce]([(HDMNCHEDHEDCHD[HDCHD(HDIHD CHD([HI])

1800

2.2

0.59

(971

13



ID

SMILES

Ki [nM]2

DiR

D2R

DsR

C(HDHDCHN(HDC(HD(HDO/C3=C(\ [H])C2=C(C([H])=
NN2C([H])=C3[H])C([H])=NO[H])C4([H])[H]

SC165

[HI/C1=C(\[H])C4=C(C(O[H])=C1[H)C(H])(HDC[HD([H]I

Cee](H)MN(CHDHDC(HD(HDC(HD(HDHDC(HD)([H]

)CHDHDCHDHDCHD([HDOC=3C(H])=C([H])C2=C([
H])C([H])=NN2C=3[H])C4([H])[H]

8600

120

11

Ref.

SC166

[H]/C1=C(\ [H])C2=C(/N=C1/[H])C(O[H])=C([H])C([H])=C2N3

C(HDHDCIHDHDNC(HD(HDC3(HDHDCIHD[HDC([

H)(HDC(HD((H)C(H)(H])O/C5=C(\ [H])C4=C([H])C([H])
~NN4C([H])=C5[H]

1100

33

50

SC167

O=C5N([H])C=4C([H])=C(OC(HD(HDC(HD(HDC(HD(H])

C(HD(HDNSCHDHDCHD(HDN(C2=C\[H)C([H])=C(

O[H])C=1/N=C(/[H])C([H])=C([H) C=12)C([H])([H])C3([H])[H]
)C(HD=C(H)C=4C([H])((HNC5((H])[H]

1500

34

27

SC168

O=C5SN([H])C=4C([H])=C(OC([H)(HNC(HNHDC(HD(H])

C(HDHDNSCHD(HDCHDHDCHD(HDN(C=1C([H])=

C([HDC(OH])=C2C=10C(H])([H))C(=O)N2[H)C([H])([H])C3
((HDHDC(HD=C(H]))C=4C([H])([H])C5([H])[H]

2700

1.6

SC169

O=C2C([HD=C([H)C=1/C(=C(/[H)C([H])=C(O[H])C=IN2[H])
NSC(HD(HDCHDHDCHDHDN(CHD[HDC3(H])[H])
C(HDHDCHDHDCHDHDCHDHDN(H)C(=0)C=5
C(HD=C(HDCOC(HN)HDC(HDHDC(HD(H)C=4N=NN
(C=4HDC(HDHDCHDIHDCHDHDCHDHDH])=C(
OC(H)(IHN[HDC=5[H]

4000

200

3.2

SC170

O=C2C([H])=C([H])C=1/C(=C(/[H])C([H])=C(O[H])C=IN2[H])
NSC(H)(HDCHDHDCHDHDN(CHDHDC3([HD)[H])
C(HDHDCHDHDCHD)HDN(H])CEO)C=5C([H])=C([
H)COCHD[HDCHD[HDC(HD)([H)C=4N=NN(C=4[H])C
(HHHEDCHDHDCHD[HDCH)[HDIHD=COC(H])(H
DIH])C=5[H]

17000

350

1.6

SC171

O=C5N([H]) C=4C([H])=C(OC(HN)(HNC(HDHDC(H(H])

C(HDHDN3C(H])([HDCHD(HDN(C=1C([H])=C(H])C(O[

H])=C2C=10C([H])([H)CEO)N2[H]))C([H])([HDC3(HNIH])C(
[H])=C([H)C=4AC([H])((H]))C5([H])[H]

12000

0.87

SC172

O=C50C1=C(/C(=C(/[H])C([H])=C1O[H])N2C([H])([H])C([H])(

H)NC(HD(HDC2(HDHDC(HD(HDCHD(HDC(H)(H

DCHD(HDO/C4=C(\ [H])C3=C([H])C([H])=NN3C([H])=C4[H
DC([H])=C5[H]

20000

40

8.5

SC173

O=C2C([H])=C([H])C=1/C(=C(/[HN)C([H])=C(O[H])C=IN2[H])

NSC(H(HDCHDHDNCHDHDC(HDHDC(HD(H])

C(EHDHEDCHDHDCHD[HDOC=4C([H])=C(H])C>=C(C=
A[HN(H])CEO)C(HD)(HDC5([H])[H]

5400

0.89

12

SC174

[H]/C2=C(\ [H])C(O[H])=C1OC([H)([HDC(H])([H)O/C1=C2\

N3C(HD(HDC(HD)((HDNC(HD((HDC3(HDHDC(H)([H])

C(HD(HDCIHD[HDC(HD)(HD)O/C5=C(\ [H])C4=C([H])C([
H])=NN4C([H])=C5[H]

5300

110

40

SC175

0=C50C1=C(/C(=C(/[H])C([H])=C1O[H])N2C([H])([H])C([H])(
HDCHDHDNCHDHDC2(HDHD)CHD(HDC(H)([H

20000

100

240

14



ID

SMILES

Ki [nM]2

DiR

D2R

DsR

DEHDHDC(HD([HDOC=3C([H])=C([H])C4=C(C=3[H])N([
H])C(=O)C(H])(H)C4(HDH])C((H])=C5[H]

SC176

0=C2C([H])=C([H])C=1/C(=C(/[H])C([H])=C(O[H])C=IN2[H])

N3C(H])(H)C(H])(H)C(HD)HDN(CHI)HI)C3(HN)[H])

C(IH])([HI)C(THI)([HI)C(THI)(HNC(TH)([HNO/C5=C(\ [H])C4
=C([H])C([H])=NN4C([H])=C5[H]

13000

78

34

SC177

O=CON([H]) C=4C([H])=C(OC([H)(HNC(HD(HDC(HD(H])

C(HDHDNSC(HD(HDCHDHDN(C=1C(H])=C([H])C(O[

H])=C20C([HN)(H)C(H])(H)OC=12)C(H)([H)C3((HD[H])
C(H]D)=C(H)C=4C(H])(HDC5([H])[H]

4500

29

38

SC178

O=C2C([H])=C([H])C=1/C(=C(/[H])C([H])=C(O[H])C=1N2[H])

N3C(H)(HDCHD(HDN(C(H)((HDC3(HDHDC(H])([H])

C(HD[HDCIHD(HDC(HD)(H])O/C5=C(\ [H])C4=C([H])C([
H])=NN4C([H])=C5[H]

4700

8.3

3.8

SC179

O=C50C1=C(/C(=C(/[HNC(H])=CIOH)N2C(H])(HN)C(HI)(

[HDN(C(HD[HDC2(HDHDCHD(HDCHDHDC(HD)([H

DC(HD([HDOC=3C(H])=C([H])C4=C(C=3[H])N([H])C(=0)C([
H])([H])C4([H])[H])C([H])=C5[H]

20000

4.8

7.7

SC180

O=C1N([H])C2=C(OC1([H])[H])C(=C([H])C([H])=C20[H])N3C
(HDHDCHD(HDN(C(HD)([HDC3(HD HDC(HD(HDC(
H])/(H)C(H)((H)C(H])([H])O/C5=C(\ [H])C4=C([H])C([H])

=NNA4C([H])=C5[H]

2300

0.71

SCi181

O=C2C([H])=C([H])C=1/C(=C(/[H])C([H])=C(O[H])C=1IN2[H])

NSC(H(HDCHDHDCHDHDN(CHD[HDC3(HDH])

C(HDHDCHDHDCHDHDC(HD([H)OC=4C([H])=C([
H])C5=C(C=4[H])N([H])C(=O)C([H])((H])C5([H])[H]

11000

1.6

1.9

Ref.

SC182

[NC=1C(HD=C(H)CECHDC=1[HDC(H])(H)N3C(H])([H

DCHDHDCHDIN(C=2/N=C(/[H])C([H])=C([H])C=20C([H]

NCHDHEDHEDCHDIHDHDCHDHDHDCHDHDC3(
[HD[H]

2830

568

145

SC183

O=C1N([H])C2=C(OC1([H])[H])C(=C([H])C([H])=C20[H])N3C
([H])(HDCHD(H)N(C(HI)(H)C3(HNH)C(H) (HNC(
H)(HDC(H)(HDC(HD)(HDO/C5=C(\ [H])C4=C(C([H])=NN
4C([H])=C5[H])C([H])=NO[H]

4800

0.91

0.35

SC184

O=CIN([H])C=2C(OCT([HD)[H])=C(C([H])=C([H]) C=2O[H])N3
C(HNHEDCHDHDCHDHDN(CH)(HDC(HDHDC(
H])([H)C(HD([HDC(H])([H])[H]

8800

360

3.7

SC185

O=C2C([H])=C([H])C=1/C(=C(/[HN)C([H])=C(O[H])C=IN2[H])

NSC(HD(HDCHDHDNCHDHDC(HDHDC(HD)(H])

C(HDHDCIHDHDC(HDN(HDO/C5=C(\ [H])C4=C(C([H])=
NN4C([H])=C5[H])C([H])=NO[H]

20000

34

2.7

SC186

O=CIN([H])C=2C(OCT([HD[H])=C(C([H])=C([H])C=20[H])N3

C(HDHEDCHDHDNCHD(HDC3(HDHDCHDHDC(

H)([HDCHD(HDCHDN(HDO/C5=C(\ [H])C4=C(C([H])=NN
4C([H])=C5[H])C(=O)[H]

12000

1.1

1.2

SC187

[H]/C2=C(\ [H))C(O[H])=C1OC([H])(HN)C(H])}([H])O/C1=C2\
NSC(HD(HDCHD[HDN(C[HD(H)C3(HDH)C(HD([H])

20000

1.7

35

[99]

15



ID

SMILES

Ki [nM]2

Ref.

DiR

D2R

DsR

C([H])([HI)C([H])([HI)C([H])([H])O/C5=C(\ [H])C4=C(C([H])=
NN4C([H])=C5[H])C([H])=NO[H]

SC188

O=CIN([H])C=2C(OC1([H)[H])=C(C([H])=C([H])C=20[H])N3
CHDHDCHDHDNC[H)([HDC3(HDIHDCHD(HDC(
H])([H)C(H])([H])[H]

20000

120

59

SC189

0=C2C([H])=C([H])C=1/C(=C(/[H])C([H])=C(O[H])C=IN2[H])
N3C([H])((H)C(H])(H)N(C(H)(H)C3(HDH)C(HN(H])
[H]

20000

780

380

SC190

O=C([H])C=1C([H])=NN5C=1C([H])=C(OC([H])([H)C([HI)([H

1)C(HI)(HIC(HD(HDNAC(HI)([H])C(HD(H)N(C=2C([H])

=C([H])C(O[H])=C30C([H])((H)C([H])([HI)OC=23)C([H])([H])
C4([H)[H])C([H])=C5[H]

11000

5.7

24

SC191

O=CIN([H])C=2C(OCT([H)[H])=C(C([H])=C([H])C=20[H])N3
C(HDHDCHDHDN(C([H)(HDC([HDHDCHD[H)H
]

20000

630

48

SC192

O=C2C([H)=C([H)C=1/C(=C(/[HN)C([H])=C(O[H])C=1N2[H])

NSC(HD(HDCHDHPN(CHDHDC(HDHDC(HD([H])

C(HDHDCH)HDCHD(HNO/C5=C(\ [H])C4=C(C([H])=
NN4C([H])=C5[H])C(=O)[H]

15000

2.3

SC193

O=C(/C1=N/N2/C(=C1/[H)C([H])=C([H)C(H])=C2[H])N([H])

CHDHDCHDHDCHDHDCHDHDN4C[HD[HDC(

H)(H)N(C=3C([H])=C(HD)C(H])=C(H])C=30C([H])([HD[H
DC(HD([H])CA(H])[H]

1600

270

3.5

SC194

O=C(/C1=N/N2/C(=C1/[H)C([H])=C([H)C([H])=C2[H])N([H])

C(HDHDCHDHDCHDHDC[HDHDN4C[HD[HDC(

H])([HDN(/C3=N/C(=N/C(=C3/[HNC([FD(FDIFNC(C(H])((H])
(HN(CHDHDHDCHD)[HDHDC(HD)(H)C4(H])[H]

7500

430

[100]

1.2

SC195

O=C(C=1C([H])=C([H)CEC(HD)C=1HDN(C(HD[HDHDC(

HD)(HDHEDN(HDCHDHDCHD(HDCHD([HDC(H)/([H

DN3CHD[HDC(HD(HDICe]([H)(C=2C([H])=C(H)C([H])=
C(O[H])C=2[H])C3([H])[H]

10000

345

27 [101]

SC196

[FICFD([F))C=1C([H])=C(C(HD=C((H))C=1[CINC2(O[HNC([
H)([HDCHDHDN(CH)([HD)C2(HDHDC(HD)(HDC([H]
)J(HDCHD[HDCHD(HDN(C=3C([H])=C(H)C(OC(H])([H
DIHD=C((H)C=3[H])C=4C([H])=C([H)C(OC(HN(HNH)=C([

H])C=4[H]

10000

417

437 [102]

SC197

N#CC=1C([H])=C([H]) C([H])=C(C=1[HNN2C([H])([HDC(HI)(

HDN(C(HD(HDC2(HDHDCHDHDC(HD[HDCHD(H]

)CHDHDN([HDC(=O)C=3C([H])=C([H))C(=C([H)C=3[H])C
=4C([H])=C([H])[S]C=4[H]

10000

743

0.5 [103]

SC198

[FIC=1C(HD=C(H)C(OC(H])(HDH])=C(C=1[H])[Cee]2([H

DC(HNHEDICe2(HDCHD[HDN(CH)(HDC(HD(HDC(

[HD(IHD[S)/C4=N/N=C(/C=3C([H])=C([H))C([H))=C([H)C=3[
H))N4C([H])([HDHDCHD(C(H)([HDHDCH])([H])H]

5000

512.9

104.7

SC199

O=C(C=2C([H])=C([H]) C=1C([H])=C([H)C([H)=C([H)C=1C=2

[HPN[HDCHDHDCHD(HDCHD(HDCHDIHDN(C(

H])(HD[Ce3(HNC(HD(HD)[Cee]3(H])C=4C(H])=C([CI])C
((HD=C(H)C=4OC(H])([HDHDC(HDN(HDC(H)(H])[H]

1981

408

[104]

23.4

16



ID

SMILES

Ki [nM]2

DiR

D2R

Ref.
DsR

SC200

[CHC=1C(HD=C(HDCOC(HD(HDH])=C(C=1[H])[Ce]2([H]

)CHD[HDICe2(HNC(HDHDN(C(HD)(HDC(HD)(HDIH]

)CHDHDC(HD(HDC(HD(HD[S]/C4=N/N=C(/C=3C([H])=
C(HDC(H]=C(H])C=3[H])N4C([H])([H])[H]

1509

238

31.6

SC201

[CIIC=1C([H])=C([H])C(OC(HI)([HD[HI)=C(C=1[H])[Ce]2([H]

)C(HI)([H])[Cee]2(H)C(HI)HNN(C(HI)H)C(HI)(H)C

(H)(HNH)CH)(H)CH)(H)CH(HDIS)/C4=N/N=C
(/C=3C([H])=C(H])C([H])=C([H])C=3[H])N4C([H])([H])[H]

1918

233

36.7

$C202

[F]C=1C([H])=C([H))C(OC([H])((H)[H])=C(C=1[H])| Ce@]2([H

DC(H])([HN[Ce2(H)CHI(H)N(C(HI)(H)CHI)(HDH

)C(HI)([HI)C(H(HI)CHI)(HI)[S]/C4=N/N=C(/C=3C([H])=
C([H])C(H])=C([H])C=3[H))N4C([H])((H])[H]

1724.6

2754

44

SC203

[H]C2([H)C=IN=C([S]C=1C([H])([H)[Cee]((H)(N([H])C([H]
JHDCHDHDCHD(HDHDC2(H)HDN(HD[H]

10000

743.5

0.9 [105]

SC204

O=C(/C2=C(\[H)C=1C([H)=C([HDC(H])=C([H)C=IN2[H])N
((HDCHDHDC(HD((HD[Cee]3(HNC(H)(HDIC@]3([H])
C(HD(HDNAC(H])(HD[Cee](H)(OC(H])(H][Cel4(H])C
((H)(HNHDC=5C([H])=C([H]))C(=NC=5[H])N([H])[H]

5630

87.8

1.85

SC205

O=C(/C2=C(\[H)C=1C([H)=C([H)C([H])=C(H)C=IN2[H])N

(HP[Cee3(HDC(HN(HDCIHD(HDICeI(H)(C(H)(HDC

3(HDHDCHD[HDC(HD(H)N4C([H])([H])[Cee]([H])(OC

(HD(HD[Cel4(H)C(HN(HDHDC=SC(H])=C(H)CENC=S
(HDN([H])[H]

100000

104

106
21.6 [106]

SC206

[HI/C1=C(\[H])C(O[H])=C([H])C2=C1OC([H])([HD)[C@]3([H])
N(CHDHDCHD(HDO[C@23[H)C(HD)(HDC(HD)(HDC
(HD(HDH]

100000

28

1.67

aAll KI values retrieved from ChEMBL were determined in vitro utilizing radio-ligand binding assays.

2.4 Dataset of DsR-selective compounds (ChEMBL)

Table S4. DsR-selective compounds extracted from ChEMBL with in vitro determined biological activities for all investigated DR

subtypes.

ID

SMILES

Ki [nM]2

DiR

D:R

Ref.
Ds:R

SC207

O=C(C=1C([H])=C([CINCEC(HDC=1O0C(H)(HNHDN[HDI
H)N(HDC(HD(HDICe2(HD)CHDHDCHDHDN(C2(]
H)HDCHDHDC=8CIHD=CHDCHD=C(H])C=3[H]

11000

1400

570 [62]

SC208

[HIC=1C([H])=C([H])C(=C([H])C=1[H])C2=N/C(=C(/[H])[S]2)C

(H)(H)N(H]C(H)(HD[CeI3(HN)C(HI)HNC(HI)(H)

N(C3([HI)[H])C([HI)([H])C=4C([H])=C([H])C([H])=C([H])C=4]
H]

8850

7900

660

SC209

[Br]C=1C([H])=C([HNC(OC(HD(HDH])=C(C=1[H])C2=N/C(=

C(/HDO2)C(HD(HDN(HDNC[HD[HDC[HD([HDIC@]3([H])

C(HDHDCHDHDN(C(HDHDC(HD(HDC=4C(HD=C([
H)C(HD=C(H)C=4[H]

8950

1070

[63]

120

SC210

[H]C=1C(H)=C(HDCEC(HDC=1HDN2C(HD)(HDC(H(
HDN(C(HD(HDC2(H])HDC(HD(HDC3=C(H)C(HD)=C([
H])N3[H]

5400

3000

570 [107]

17



ID

SMILES

Ki [nM]2

DiR

D2R

DsR

Ref.

SC211

O=C(C=2[S]C=1C([H])=C([HDC(H)=C([H)C=1C=2[H])N([H])

C(HDHDCHDHDCHDIHDCHDHDN4C[HD[HDC(

H)([H)N(C=3C([H])=C(HD)C(H])=C([CINC=8[CINC(H])([H])
C4([HD[H]

8800

3600

0.5

[108]

SC212

O=C(C=2C([H])=C([Br))C=1C([H])=C(HN)C(H])=C(H]))C=1C=

20C(HD(HDHPN(HDCHDHDCHDHDIC@I3(HDC(

HD)(HDCHDHDN(C3(HDHDC(HD([H])C=4C([H])=C([H]
)C(HD=C(H])C=4[H]

1700

2000

580

[65]

SC213

O=C(C=20C=1C([H])=C(H])C([])=C([H]) C=1C=2[H))N([H])C(

(HDHDCHDHDCHDIHDCHDHDNAC(H)(HDC(H

DHDN(C=3C(HD)=C(HDC(HD)=C(CINC=3[CINC(HD([H)C
4([HD[H]

3300

3200

5.7

[109]

SC214

O=C(C=2C([H])=C(H)C(C*CC=1C([H])=C(HN)C([H])=C([H])

C=1[H])=C(H)C=2[H)N(HDC(HD(HDC(HD(H)N4C([H])

((HDCHDHDN(C=3C(H])=C(H)C([H])=C([CI))C=3[CINC([
H])([H]DCA([H]H]

5500

4700

29

SC215

O=C(C=2C([H])=C([H)C(H])=C(C#CC=1C([H])=C([H)C([H])=
C(HDC=1HDC=2[H)N(HDC[HDHDCHDHDN4C(HI)([
H)C(HD(HDN(C=3C(HD=C(HDC(HD=C([CINC=3[CINC([
H])([H]DCA([H][H]

3100

1200

68

SC216

O=C(C=2C([H])=C([H])C(C*CC=1C([H])=C(H)C([H])=C([H])

C=1[H])=C(H)C=2[H)N(HDC(HN(HDCHDHDC[HD(H

DEEDHDN4C(HD([HDCHD(HDN(C=3C([H])=C(H])C([
H])=C([H])C=30C([H])(HN[H])C(H)([H])C4([H])[H]

16000

1400

10

SC217

0=C(C=2C([H])=C([H])C([H])=C(C#CC=1C([H])=C([H])C([H])=
C([H)C=1[H])C=2[H])N(H)C([H])([HNC(H)(H)CHI)([H]
)C(HI(HDNAC(HI)(HI)C(HI)(H)N(C=3CHD)=C(H)C(
HI)=C([H])C=30C([H])([H])[H])C([HI)([H])C4(HI)[H]

5900

1200

22

[110]

SC218

[CIC=1C((HD=C((HNCEC(HDC=1[CI)N2C(H)([HD)C(HD(

H)N(C(H)([HDC2(HDHDC(HD([H]) C=4N=C3C([H])=C([H

])C(=NN3C=4[H])N5C([H])([H])C([H])([H])N(C([H])([H])C5([
H)[H])C(H])([H])H]

13000

8000

880

[66]

SC219

O=C(/C2=C(\ [H])C=1C([H)=C(H)C(HN=C(HNC=1C([H])(

H)N2[H])N([HDCH)[HEDCHDHDCHD[HDCHD(H])

NSC([H])([H])C4=C([H]) C=3C([H])=C([H]) C([H])=C(OC(HI)([
H])[H])C=3N4C([H])([H])C5((H])[H]

10000

1012

33.5

SC220

O=C(/C2=N/C([H])=C1C([H])=C(HN)C([H])=C([H])C1=C2[H])

N(HDCHDHDCHDHDCHDHDCHD(HDN4C(HI)(

[HDC(HD([HDN(C=3C(HD=C(HDC(H])=C([CI))C=3[H))C([
H])([H])C4([H])[H]

5500

1039

0.27

SsC221

O=C3/C2=C(\ [H))C=1C([H)=C([H))C(HD=C([H))C=IN2C([H]

JHDCHDHDNSCHDHDCHDHDCHDHDCHD(

H])N6C([H])([H])CH=C([H]) C=4C([H])=C([HDC([H])=C(OC([H
D(HDH])C=4N5C([H])([H]))C6([H])[H]

10000

3530

8.6

SC222

O=C(/C2=C(\ [H])C=1C([H)=C(H)C((HD=C(HNC=1C(H])(
H)N2[H])N[HDCH)[HEDC(HDHDCHD[HDCHD(H])
N5C([H])([H])C4=N/C3=C(\ [H))C([H])=C(HN)C(OC(H])([HDI

H])=C3[Ce]4([H])C(H])(H])C5([HN[H]

10000

6475

[111]

18



ID

SMILES

Ki [nM]2

DiR

D2R

DsR

Ref.

SC223

[HI/C1=C¢N=NN1C(HD)([HDC(H)([HDCH)[HNC(HI)(H

DN([Ceel2([H)C(H])(H)C(H])=C(C*CCHDHDHDC(H

DHDC2(HDHDCHD(HDCH)([HDC(HD(HDHDC([H])
((HD[H]

100000

4100

280

SC224

O=C(C=1C([H])=C([H]) C(=C(H)C=1[H)) C=2C([H])=C((H))C([

H])=C([H]) C=2[H)N([H)C(HD((HDCHD(HDCHDHDC(

H)([HDN(CHNHDCHDHDCHDHDHDCHD(HDC(
[HD(HDCHD(HDH]

6800

9700

950

SC225

O=C(C=1C([H])=C([H]) C(=C(H)C=1[H)) C=2C([H])=C((H))C([
H])=C(H])C=2[HPN(H)C(HD(HDCHD(HDCHDHDC(
H)([HDN([Cel4([H)CHD)([H]C([H])=C(C#CC=3C(H])=C([
H)C(H])=C(H])C=8[H)C([H)((H)CA(HDHD)CHN([HDNC(
H])([H)C(H])([H])[H]

13000

5500

300

SC226

O=C(C=1C([H])=C(H)C(=C(H)C=1[H))C=2C([H])=C((HN)C([

H])=C(H]) C=2[H)N([H)C(HD(HDCHD(HDCHDHDC(

HD)(HDN(C(HD)CH)[HDCHNHDCHDHDCHD(H
DC3(HDHDCHDHDCHDHDC(HD(HDH]

4600

4700

140

[112]

SC227

O=C(C=2C([H])=C(HNC(OC(HN(HDCHD(HDCH)([HI)
NIC(H)(HDCHDHDCHDHDCHD(HDCL(HDH])=C
((HDC=2[HDN(C(HDHDHDC(HD(HDCHD(HDC(H)=C
5C=3C([H])=C(H)C(HD)=C(H])C=3C(H)([H)C([H)([H])C=

4C([H])=C(H])C([H])=C([H])C=45

1000

1000

243

[113]

SC228

[HIC=1C([H])=C(H)N=C(C=1[H])N2C(H])(HDNCHDH)N(
C(HDHDC2(HDHADC(H])(H])C3=CN=CAC([H])=C(N=C(
N34)C(HD((HDHNCHDHDHADCH)([HD[H]

22000

17000

640

[53]

SC229

O=C(/C2=C(\ [H])C=1C([H])=C([I) C((HD=C(H)C=IN2[H])N(][
H)C(H)[HDC(HD)(HP[Cee]([H)(OHDCHD(H)N4C([
H)([HDCHDHDN(C=3C([H])=C(H)C(H])=C([CI)C=3[CI])
C(HD(H)CA(H])[H]

10000

1060

521

SC230

O=C([H])C=1C([H])=NN4C=1C([H])([HD[Ce](HD)N(CH])([

H)C(HDHDC(HD)(HDHEDCHDHDCHD[HDC(HD)([H

DCHDHDN(H])CEO)C=2C(H])=C(H]) C(=C(H)C=2[H])C
=3C([H])=C([H])C([H])=C([H])C=3[H])C([H])((H]) C4([H])[H]

23000

8400

39

[114]

SC231

[CC=1C([H)=C(HDC(H])=CHDC=1N2C(H])(HDC(H([
HDN(C(HD(HDC2(HD HDC(HD(HDC=3[S]C([H])=C([H])C
=3[H]

10000

2179

427

SC232

[CHC=1C(H])=C(H)C(HD=C(C=1[CI)N2C([H])(HDCH)([
HDN(C(HD(HDC2(HDHDC(HD(HDC=3[S]C([H])=C([H])C
=3[H]

10000

1545

44.5

SC233

[CC=1C(HD=C(HDCEC(HDC=1[CIYN2C(HD([HDCHI)(
H)N(C(H)(HDC2(HDHDC(HD([HDC=3[S]C(H])=C([H])C
=3[H]

2541

1593

62

SC234

[H]C=1C([H])=C(S]C=1H])C(HD(HDN3C[HD[HDC(HI)(
H])N(C=2C([H])=C([H]) C(O[H]=C([H))C=2[H]) C(HD)([H]) C3(
[HD[H]

10000

2167

221

SC235

[MC=1C(HD=C(H])C(=C(HDC=1[HNN2C([H])([HDC(H])([H
DN(C([HDHDC2(HDH)CH)(HD[Ce]4[H)OC=3C([H])=
C(OH]N)C([H])=C(H])C=3C([H])([H]) C4([H])[H]

46500

no
meaning

24.2

[89]

19



ID

SMILES

Ki [nM]2

DiR

D2R

DsR

Ref.

-ful
activity

SC236

[CHC=1C((H)=C(HNC=C(HDC=1[HNN2C(H])(HDCH])(
H)N(C([HD)([HDC2(HDHDC(HDHDC(HD)(HDC(HD)([H]
)C4=NC=3C([H])=C([H])C([H])=C([H])C=3[S}4

1273

2321

214

SC237

[ClC=1C(HD=C(HDCECHDC=1HPN2C(H)(HDCH(
H)N(CHD)([HDC2(HDHDC(HDHDC(HD)([HDC(HD)([H]
)C4=NC=3C([H])=C([H])C([H])=C([H])C=304

1172

3962

180

SC238

[FIC(FD([F])C=3C(H])=C(H)C(OCHD)([HDCH)([H)C(H
DIHDN2C(HD([HDC(H)(HDN(C1=N/C(H])=C(HDC([H])
=C1[H])C(H)([H)C2([H)[H])=C([H]))C=3[H]

2344

1092

355

SC239

[CC=1C(HD=C(HDCECHDC=1HPN2C(H)(HDCH(

H)N(C([HD)([HADC2(HDHDCHD[HDCHD[HDC(H)([H]

)CHDHDCHDHDC4=NC=3C([H])=C([H)C((H)=C([H)C
=304

7939

3108

119

[56]

5C240

[HIC=1C([H])=C(H) CEC(HDC=1HDC(HD(HDC(HD)([HDI
Cee]2([H))OC(HD[HDCHD(HDN(C2([HN)HDC(HD)([HI)
C4=NC=3C([H])=C([H])C([H])=C([H])C=3N4[H]

100000

100000

10.8

SC241

[HIC=1C([H])=C(H)CEC(HDC=1HDC(HD([HDC(HD([HDI
Cel2((H)OC(HN)([HNCHDHDN(C2(HDHDC(HD([H])C4
=NC=3C([H])=C([H])C([H])=C([H])C=3N4[H]

100000

100000

259

5C242

[HIC=1C([H])=C(H)CEC(HDC=1HDC(HD(HDC(HD)([HDI
Ceel2([H))OC(HD[HDC[HD([HDN(C2([HN)HDC(HD)([HI)
C4=NC=3C([H])=C([H])C([H])=C([H])C=3N4[H]

100000

100000

15.7

[115]

SC243

[HIC=1C([H])=C(H)C(=C(H)C=1[H)C(HD[HDC(HD)([HI)

C(HDHDN(CHDHDC(HD(HDC=3C(H])=C([H])C=20C(

[HD((HDOC=2C=3[H])C([H])([HN) C((H])([H])C=4C([H])=C([H]
)COC(HD)([HDH])=COC(H])([H])[H])C=4[H]

1682

1729

498

[116]

SC244

[H]C=1C([H])=C(H) CECHDC=1[HNC(H)(HDCHD([H])

C(HD(HDOC=2C([H])=C(H]) C(=C([H]) C=20C([H])([HD[H])

C(HDHEDCHDHDNHDC[HD(H])[Cee]([H])(O[H])C=3
C([H])=C([H])C(O[H])=C(O[H])C=3[H]

2900

1900

660

SC245

O=C2C([H])=C([H])C=1/C(=C(/[H])C([H])=C(O[H])C=IN2[H])[

Ce]([HN)(OHDC(HDHDN[HDC[HDHDC(H])([H])C=4C(

[H)=CHDCOC(HDHDC(H)([HDC[HD(H])C=3C(H])=C
((HDC(HD=C(H)C=3[H])=C(OC([H])([H])[H])C=4[H]

6800

2900

790

[96]

SC246

[H]/C2=C(\ [H])C(O[H])=C1OC([H])((HNC(HN)([H])O/C1=C2\
N3C(HD(HDCHD(HDN(C[HD(H)C(HDH)C(HD([H])
[H]

7700

3200

790

SC247

[H]/C2=C(\ [H])C(O[H])=C1IOC([H])((HNC(HN)([H])O/C1=C2\
N3C(H])(HDCHN(HDN[HDC(H])([H)C3(H])[H]

6000

6900

110

SC248

O=C1N([H])C2=C(OC1([H])[H])C(=C([H])C([H])= C20[H])N3C
(HD[HDCHDHDCHD(HDN(H)C(HD(HDC3(HD[H

20000

14000

510

SC249

O=CIN([H])C=2C(OCT([H)[H])=C(C([H])=C(H])C —ZO[H])N3
C(HDHEDCHDHDCHDHDN(C(H)HDC(HDHDC(
H])([H])[H]

20000

6400

42

[99]

20



ID

SMILES

Ki [nM]2

DiR

D2R

DsR

SC250

O=C2C([H])=C([H)C=1/C(=C(/[H])C([H])=C(O[H])C=IN2[H])
NSC(H)(HDCHDHDNCHDHDC(HDHDC(HD(H])
C(HN(HEDC(HD(HDH]

20000

1900

420

SC251

O=CIN([H])C2=C(OC1([H])[H])C(=C([H])C([H])=C20[H])N3C
(HD[HDCHDHDNHDCHD[H)C3((HD)H]

20000

8300

160

Ref.

SC252

O=C(/C1=N/N2/C(=C1/[H)C([H])=C(HNC(H])=C2[H)N([H])

C(HHHEDCHDHDCHD)HDCHD[HDNSCH)(HDC(

H])([HDIN+4(C=3C([H])=C([H]))C([H])=C([H])C=30C([H])([H]
)CA(HDHDC(H])(HDC5(H])[H]

5700

6300

200

SC253

O=C(C=2[S]C=1C([H])=C([H)C(H])=C([H)C=1C=2[H])N([H])

C(HNHEDCHDHDCHD)HDCHD)[HDNACH)(HDC(

H])([H)N(/C3=N/C(=N/C(=C3/[H])C([FI)([F)[F)C(C(H])([H])
(HD(CHDHEDHDCHDHDHDC(H)(H)CA((H])[H]

10000

4000

24

[100]

SC254

[H]/C1=C(\ [H])C(=C(H])C(O[H])=C1[H])[Cee]2((H)C(HI)(
HDC(HDHDN(C2(HDHDC(HDHDC(HD(HDC(HD)([H]
)CHDHDCHDHDC(HD)([H])H]

1278

3555

162

[101]

SC255

O=C(/C1=C(\ [H])C([H])=NC=2C([H])=C([H)C([H])=C([H])C1=

2N(HDCHDHDCHDHDCHD(HDC(HD(HD)N4C([H]

)J([HDC3=C([HDC(OMH])=C(OC(H)([HDHDC(HN=C3C(H])(
[H)CA([H])[H]

1810

inactive

22

SC256

O=C(C=1C([H])=C(HDC([I)=CHDC=1[H)N(H)C([H])([H])
C(HDHDCHDHDCHDHDNIC(H)(H)C2=C([H)C(O
[HD=COC(H])([HN[H])C([H])=C2C([H])([H])C3([H])[H]

1600

inactive

10

[117]

SC257

O=C(C=1C([H])=C([H])C(=C(H) C=1[H]) C=2C([H])=C([H])[S]

C=2[H])N(HDCH)[HDCHDHDCHD(HDC(HD(HDN

AC(HDHDC(HDHDN(C=3C(HD=C(CINC(H])=C([C1])C=
S[HNC(MH])([H])CA(H])[H]

10000

2049

0.44

[103]

SC258

O=C(C=2C([H])=C([H)) C=1C([H])=C(HD) C([H])=C([H])) C=1C=2

[HDN(HDCHDHDCHDHDCHDHDCHDHDN(C(L

H])([HD[Ce]3(H)C(H)(HD[Cee]3([H])C=4C([H])=C([H])(
[H)=C([F)C=4[H])C(H)(HDC(HN)([H)C(H])((H])[H]

1308

4823

26.7

SC259

[FIC=1C(HD=C(H)C(OC(H])([HD[H])=C(C=1[H])[Cee]2([H

DC(HD([HD[Ceel2(HN)CHD(HDN(C(H])(HD[Ce3([H])C

(HDHDC3(HDHDCHDHDCHDHDCHD(HD[S)/C5=

N/N=C(/C=4C([H])=C([H)C([H])=C([H)C=4[H))N5C([H])([H])
[H]

1078

5000

64.6

SC260

O=C(C=1C([H])=C([H])C(=C([H]) C=1[H])C2=NC([H])=C([H])C
((HD=C2[HPN(HDC(HD(HDCHD[HDCIHDHDCHD(
H)N(C(H])(HD[Ce3(H)CH])(HD[Cee]3([H])C=4C([H])=
C(FDC(HD=C(HDC=OC(HN(HDHDC(HD(HDCHI((H]
)C(HD(H]H]

1758

3144

SC261

[F]C=1C([H])=C([H))C(OC([H])((H)[HI)=C(C=1[H])| Ce@]2([H

DCHN(HDIC@I2(H)CHN(H)N(C(H)(HIC(HI)(HIC(

[HI)([HI[H)C((HI) ((HI)C(HD(H)C(HI)([HI)[S1/C4=N/N=C(
JC=3C([HI)=C([H])C([H])=C([H])C=3[H])N4C([H])([H])[H]

1668

1161.4

87.1

SC262

O=C(C=2C([H])=C([H]) C=1C([H])=C((H) C([H])=C([H]) C=1C=2
[HPN([HDCHDHDCHD(HDCHD(HDCHDHDN(C(
H)([HD[Ce3(HDC[HD(HD[Cee]3([H]) C=4C([H])=C([H])C(

1711

5000

43

[104]

21



ID

SMILES

Ki [nM]2

Ref.

DiR

D2R

DsR

=C(H])C=4[HDC(FDFDEDCHD(HDCHDHDCHD(H]
)[H]

SC263

O=C(C=1C([H])=C([HDC(=C(H])C=1[H])C2=NC([H])=C([H])C
((HD=C2[H)N(H)C(HN(HDCHNHDCHDHDCHID(
H)N(C(H])(HD[CeI3(HD)C(H])(HD[Cee]3([H])C=4C([H])=
C(HDCHD=C([FNC=4[HDC(HD(HDCHDHDCHDHDI
H]

2906

5000

45.4

SC264

O=C(/C2=C(\ [H])C=1C([H])=C([H)C((H)=C([H])C=IN2[H])N

(HDCHDIHDCHDIHDCHDHDCHD(HDN(C(H])(H

DICe]3(HDC(HD(HD[Ce@]3([H])C=4C([H])=C([H))C([H])=C
([CI)C=4[HDCHD[HDCHN)(H)C(HN)(HDH]

992

3494

11.1

SC265

O=C(C=2C([H])=C([H) C=1C([H)=C([H)C([H)=C([H)C=1C=2

[HPN([HDCHDHDCHED(HDCHD(HDCHDIHDN(C(

H])([HD[Ce3(H)C(HD(HD[Cee]3(H)C=4C(H])=C([FDC(

H])=C([H]) C=4O0C([H])([HN) HDC(HD(HDCHD[HDCHI(
H])[H]

967

1083.9

14.5

S5C266

O=C(C=1C([H])=C([H)C(=C(H])C=1[H])C2=NC([H])=C([H])C
((HD=C2[H)N(HD)C(H)(HDCHNHDCHDHDCHD(
HDN(C(H)(HD[Ce3(HD)CH])([HD[Cee]3([H])C=4C([H])=
C([CCHD=C(H)C=4OC(H)(HNHDCHD[HDCHI(
H])C(H])([H])[H]

—_

5000

2105

39.4

SC267

O=C(C=2C([H])=C([H]) C=1C([H])=C([H)C([H])=C([H)C=1C=2

[HDN(HDCHDHDCHDHDCHDHDCHDIHDN(C(

H])(HD[Cel3(HDC(H])(H])[Cee]3([H])C=4C([H])=C([CI])C

((HD=C([HDC=40C([HD[HDHDC(HD(HDCHDHDC([H])
((HD[H]

930

1116

26.9

SC268

O=C(C=1C([H])=C([H])C(=C([H]) C=1[H])C2=NC([H])=C([H])C
((HD=C2[H)N(H)C(HN(HDCHNHDCHDHDCHD(A
H)N(C[HD((HD[Ce]3(H)C(HD)([HD[Cee]3([H])C=4C([H])=
C(HDCFD=CHDC=4HDC(HD(HDCHDHDCHDHDI
H]

3631

5000

106.3

SC269

O=C(C=1C([H])=C([H])C(=C([H]) C=1[H])C2=NC([H])=C([H])C
((HD=C2[HPN(HDC(HD(HDCHD[HDCIHDHDCHD(
H)N(C(H])(HD[Cel3(H)C(H])([HD)[Cee]3([H])C=4C([H])=
C(HNCEC(HDC=AHDCEDAFDIFDCHD(HDC(HD([HDC
((HD(HD[H]

1423

5000

23.4

SC270

O=C(C=1C([H])=C([HDNC(=C(H])C=1[H]))C2=NC([H])=C([H])C
((HD=C2[HPN(HDC(HD(HDCHD[HDCIHDHDCHD(
HDN(C(H])(HD[Ce3(H)C(H])([HD[Cee]3([H])C=4C([H])=
C(FDC(HD=C(HDC=40C(HD)(HDHDCHD[HDC([HD)([H]
)C(H])(HDH]

4898

1349

4.1

SC271

O=C(C=1C([H])=C([H]))C(=C(H]) C=1[H])C2=NC([H])=C([H])C
((HD=C2[H)N(H)CHN)HDCHNHDCHDHDCHD(A
HDN(C(H)((HD[Cee]3(HNC(H)(HDICe@]3([H])C=4C([H])=
C(HDC(H])=C(CINHC=A[CINCHDHDCHN(HDC(HI)(H]
)[H]

2344

1023

53

SC272

O=C(C=2C([H])=C([H))C=1C([H])=C(H) C([H])=C([H])) C=1C=2
[HDN(HDCHEDHEDCHED(HEDCCHDHDCHDHDN(C(L

940

4012

15.5

22



ID

SMILES

Ki [nM]2

DiR

D2R

DsR

H])(HD[Ce3(H)CH)([HD[Cee]3([H])C=4C([H])=C([H])C(
[HD=C([CI)C=4HDC(HNHDC(HN(HDHCHD(H])H]

SC273

O=C(C=1C([H])=C([HDC(=C(H])C=1[H])C2=NC([H])=C([H])C
((HD=C2[H)N(H)C(HN(HDCHNHDCHDHDCHID(
H)N(C(H])(HD[CeI3(H)C(H])(HD[Cee]3([H])C=4C([H])=
C(HDC(H])=C(CIHC=A[CINCHDHDCHNHDC(H])(H]
)[H]

1647

2362

1.2

SC274

O=C(C=1C([H])=C([H)C(=C(H])C=1[H])C2=NC([H])=C([H])C
((HD=C2[H)N(H)C(HN)(HDCHDHDCHDHDCHD(
H)N(C([HD((HD[Ce]3(H)C(HD)([H)[Cee]3([H])C=4C([H])=
C(HDCC)=C(H)C=4HDCHDNHDC[HDIHDCHD)([HI)
[H]

1308

5000

17.6

SC275

O=C(C=2C([H])=C([H))C=1C([H])=C(HDC(H])=C([H]))C=1C=2

[HDN(HDCHDHDCHDHDCHDHDCHDIHDN(C([

H)([HD[Ce]3(H)C(HD(HD[Cee]3([H])C=4C([H])=C([H])(
[FD)=C([H])C=4[H]))C(HD(HDC(HN(HDC(HD(HD[H]

992

5623

55.8

SC276

O=C(/C2=C(\[H])C=1C([H])=C([H)C([H)=C([H])C=IN2[H])N

(HDHCHDHDCHDIHDC(HD[HDCHD([HDN(C(HI)(H

DICe]3(HDC(HD(HD[Ce@]3([H])C=4C([H])=C([H)C([F])=C(
[HDC=4H)C(H)(HDC(HD)([HDC(HN)(HDH]

1457

5934

45.7

SC277

O=C(C=2C([H])=C([H) C=1C([H)=C([HNC([H)=C([H)C=1C=2

[HDN(HDCHDHDCHDHDCHDIHDCHDIHDN(C(

H])([HD)[Cee3(H)C(HN)([HDCe]3(H])C=4C([H])=C([H)C(
[H])=C([CI)C=4[CINCHN([HNC(HD[H)C(H)(HD)H]

1047

1148

20.8

SC278

O=C(/C2=C(\ [H])C=1C([H])=C([H])C([H)=C([H])C=IN2[H])N

((HDCHDHDCHDHDC(HDHDCHD(HDN(C(H])(H

DICe3(H)C(H)(H])[Ce@]3([H])C=4C([H])=C([H])C(=C([H]
)C=A[HDCEDFDIFDC(HD(HDC(HN)(HDC(H])([H])[H]

1278

5000

33.1

SC279

O=C(/C2=C(\ [H])C=1C([H])=C([H)C((H)=C([H])C=IN2[H])N

(HPCHDHDCHNHDCHDHDCHD(HDN(CHD)(H

DICe3(HNC(HD(HD[Cee]3([H])C=4C([H])=C((H)C([H])=C
((FNC=AHDC(H)[HDCHD(HDCHD)([HD[H]

1105

3494

18.8

SC280

O=C(C=1C([H])=C([H])C(=C([H]) C=1[H])C2=NC([H])=C([H])C
((HD=C2[H)N(H)C(HN)(HDCHDHDCHDHDCHD(A
H)N(C((H])([HD[Cee]3(H)C(H])(HD[CeI3([H])C=4C([H])=
C(FDC(HD=C(HDC=OC(HD(HDHDC(HD([HDCHI((H]
)C(HD(HD)H]

1071

1230

3.8

Ref.

SC281

O=C(C=2C([H])=C([H]) C=1C([H)=C([H)C([H)=C([H)C=1C=2

[HPN([HD[Ce3(H)C(HD(HD[C@](O[H])(C3(HDH])C([H]

J(HDCHD[HDN(Ce]5(H)C(H)([H])C=4[S]C(=NC=4C([H]

)J(HDCS(HDHPN(HDHDC(HD(HDCHD(HDCHDHDI
H]

inactive

3902

30

[105]

SC282

[H]C=4C([H])=C3C1=C(C([H])=C([H])C=2N=C([S]C1=2)N([H])[
H)C(HD(HDIC@]5(MH)C3=C(C=4[H]) C(HD([HDCHI)(H])
N5C([H])([H)[H]

1150

1740

381

[118]

SC283

[H/CI=C(\[H]))CENC([H])=CI[Cee]2((H))OC([H])([H])[Cee]
(HDMONEC2(HDHEDCHDHDCHD[HDCHD[HDIHDC(
H])(H)[HDN(H])[H]

100000

1740

185

[106]
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Ki [nM]
ID SMILES 1 [InM] Ref.
DiR D:2R D3R

O=C(/C2=C(\ [H]) C=1C([H])=C([H)C([H])=C((H)C=IN2[H])N

(HDCAHDHDCIHD(HDICee](HOMHDCHDHINICT 00000 1010 95

H])([HD[Cee]((HNOC(HN)(HD[CeB3(HD)CHDN(HN)HD)C=
4C([H])=C([H])C(=NC=4[H])N([H])[H]

SC284

aAll KI values retrieved from ChEMBL were determined in vitro utilizing radio-ligand binding assays.

2. Invitro screening- overview of 2D structures and NDF values of all compounds

Table S5. Overview of all compounds selected for further in vitro investigations. 2D structures and NDF + standard deviation (SD)
are shown for each compound (n = 4). All NDF values for D2R were obtained in the previously published article of Zell et al [42].

NDF, normalized decreased fluorescence.

HO OH HO
£ F o)
| S
NH F N
LUN
SC285 SC286 SC287

NDF (D:R) =0.83 + 0.06
NDF (D:2R) =1.13 £ 0.37
NDF (DsR)=1.17 £ 0.11

NDF (DiR) = 0.88 £ 0.20
NDF (D:R) = 1.05 + 0.45
NDF (DsR) = 1.04 £ 0.10

/©/OH

NDF (DiR) = 0.91  0.21
NDF (D:R) = 0.90 + 0.25
NDF (D:R) = 1.00 + 0.17

N
a > HO
N o (N
P I OH
o8 ool
HO S /SO N
2 SC288 SC289

NDF (DiR) = 5.41 +1.97
NDF (D:R) = 40.41 + 1.39
NDF (D:R) = 4.16 + 1.08

/@OH
HO S

SC290
NDF (DiR) = 3.50 + 3.16
NDF (D:R) = 0.91 + 0.36
NDF (D:R) = 1.81 + 1.04

el

SC293
NDF (DiR) = 0.85 + 0.14
NDF (D:R) = 1.02 + 0.39
NDF (DsR) = 1.04 £ 0.11

NDF (DiR) = 3.21 + 3.27
NDF (D:R) = 1.01  0.38
NDF (DsR) = 1.58 + 0.58

NDF (DiR) = 1.66 + 1.16
NDF (D:R) = 0.90 + 0.30
NDF (DsR) = 1.24 +0.25

H F F F SN
\ N—S 0]
N#SNNé O~
— N oo 3 H/\/OH
_/

SC291
NDF (DiR) = 0.81 + 0.08
NDF (D:R) = 0.84 + 0.23
NDF (DsR) = 1.02 + 0.24

SC294
NDF (DiR) = 2.72 + 2.66
NDF (D:R) = 1.01 + 0.50
NDF (DsR) = 1.49 + 0.54

SC292
NDF (DiR) = 0.80 + 0.21
NDF (D:R) = 0.95 + 0.43
NDF (DsR) = 0.92 + 0.13

H
HO N_S
IOV

SC295
NDF (DiR) = 1.08 + 0.42
NDF (D:R) = 0.95 + 0.43
NDF (D:R) = 1.26 + 0.25
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/@ Cl \‘N
0] Q 0 Y Br
A0 o O Al

0]

HO 0
)KQNJ\E?\FN

SC296
NDF (D1R) =1.02 + 0.36
NDF (D2R) =0.94 + 0.32
NDF (D3R) =0.93 = 0.12

N
)

SC299
NDF (DiR) = 0.94 + 0.13
NDF (D:R) = 0.82 + 0.25
NDF (DsR) = 1.05 + 0.36

o

SC302

NDF (DiR) =1.04 + 0.28
NDF (D2R) =0.99 + 0.39
NDF (DsR) =1.26 + 0.14

ot
N

SC305

NDF (DiR) = 0.90 + 0.26
NDF (D:R) = 0.93 + 0.29
NDF (DsR) = 1.03 +0.14

H ooov
Cl N_S
JCRea
Cl
(0]

SC308

NDF (DiR) = 0.87 + 0.20
NDF (D:R) = 2.04 + 1.34
NDF (DsR) = 1.64 + 0.29

C|ﬁN/\/N¢

| )

©/\N /N
H

SC297
NDF (DiR) = 0.89 + 0.24
NDF (D:R) = 0.96 + 0.38
NDF (DsR) = 1.04 +0.11

‘ NH
~0

SC300
NDF (DiR) = 2.72 + 0.84
NDF (D:R) = 1.14  0.56
NDF (D:R) = 2.16 + 0.40

Qp NS

SC303

NDF (DiR) = 1.00 + 0.33
NDF (D:R) = 1.02 + 0.36
NDF (DsR) = 1.50 + 0.24

NDF (DiR) = 1.05 + 0.44
NDF (D:R) = 0.94 + 0.36
NDF (DsR) = 1.09 + 0.30

H
0
s N~

L

SC309

NDF (DiR) = 0.96 + 0.34
NDF (D:R) = 1.10 + 0.46
NDF (D:R) = 2.03 + 0.18

\/\

SC298
NDF (DiR) =1.21 £ 0.43
NDF (D2R) = 1.00 = 0.35
NDF (DsR) =0.85+0.13

SC301
NDF (DiR) = 0.78 + 0.22
NDF (D:R) = 0.99 + 0.35
NDF (DsR) = 0.97 +0.11

S\/\NJ\
N

HN

SC304

NDF (DiR) = 0.88 £ 0.17
NDF (D:R) = 0.98 + 0.32
NDF (DsR) = 1.20 £ 0.11

NDF (DiR) = 0.93 + 0.16
NDF (D:R) = 0.86 + 0.24
NDF (DsR) =0.93+0.15

FoF

Cl
A

SC310

NDF (DiR) = 0.99 + 0.34
NDF (D:R) = 1.06 + 0.41
NDF (DsR) = 1.54 + 0.33
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)

%3

SC311

NDF (DiR) =1.09 + 0.43
NDF (D2R) =1.02 + 0.35
NDF (DsR) =1.67 + 0.44

Jo

LS
N~~~ OH

J 7

SC314

NDF (DiR) =4.17 £ 1.08
NDF (D2R) =1.68 + 0.90
NDF (DsR) =3.00 + 0.61

O L
HO © ©

SC317

NDF (DiR) = 1.06 + 0.47
NDF (D:R) = 0.93 + 0.42
NDF (DsR) = 1.07 £ 0.15

cl
O
o N
: 0

3

NDF (DiR) = 1.78 +1.35
NDF (D:R) = 3.99 + 2.58
NDF (DsR) = 3.96 + 1.10

SC312

NDF (DiR) =0.97 + 0.40
NDF (D2R)=1.10 + 0.44
NDF (DsR) =1.23 +0.27

Cl 0]
AARe

SC315

NDF (DiR) = 1.18 + 1.01
NDF (D:R) = 0.95 + 0.32
NDF (DsR) = 1.06 + 0.20

SC318

NDF (DiR) = 1.81 + 0.42
NDF (D:R) = 1.14 £ 0.57
NDF (DsR) = 2.39 + 0.48

SC320
NDF (DiR) = -

NDF (D:R) = -
NDF (DsR) = -

O NH,

SC313

NDF (DiR) =0.88 + 0.33
NDF (D2R) =0.94 + 0.32
NDF (DsR)=1.12 +0.15

o)
o HLNH2
o
0
N
SC316

NDF (DiR) =0.93 £ 0.30
NDF (D2R) =1.01 + 0.44
NDF (DsR)=1.16 £ 0.16

Cl

Cl

SC319

NDF (DiR) = 0.89 + 0.26
NDF (D:R) = 2.41 +2.01
NDF (DsR) = 3.64 + 1.08

NDF (DiR) = 0.90 + 0.31
NDF (D:R) = 0.90 + 0.38
NDF (DsR) = 2.75 + 0.61
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SC321

NDF (DiR) = 1.00 + 0.42
NDF (D:R) = 0.97 + 0.36
NDF (DsR) = 1.26 + 0.24

o)
N
»—OH
0

a4y

SN
“o(

SC324

NDF (DiR) = -
NDF (D:R) = -
NDF (D:R) = -

@2»—@_/

SC327

NDF (DiR) = 0.92 + 0.39
NDF (D:R) = 0.90 + 0.39
NDF (DsR) = 1.00 + 0.20

Oy

SC330

NDF (DiR) = 1.88 + 0.72
NDF (D:R) = 1.35 + 0.68
NDF (D:R) = 3.31 + 0.92

SC322

NDF (DiR) = 0.86 = 0.24
NDF (D:R) = 0.90 + 0.25
NDF (DsR) = 1.01 + 0.23

(@]
N
N/\/ ~
HO \
\\
(@]
s oA

SC325

NDF (D1R) =1.02 + 0.46
NDF (D2R) =0.94 + 0.46
NDF (DsR) =1.22 +0.27

HO 0] OO
= H/\/\N/\

SC328

NDF (DiR) = 0.43 + 0.15
NDF (D:R) = 0.99 + 0.43
NDF (DsR) = 1.13 + 0.31

O

H H HN
Q N\/\/N7H\\N

S
e o

SC331

NDF (DiR) = 0.95+ 0.17
NDF (D:R) = 0.90 + 0.35
NDF (DsR) = 1.14 £ 0.40

o d
L S uOA T

SC323

NDF (DiR) =1.43 + 0.58
NDF (D2R) = 0.95 + 0.35
NDF (DsR) =1.55 £ 0.23

SC326

NDF (DiR) = 0.87 + 0.33
NDF (D:R) = 0.95 + 0.42
NDF (DsR) = 1.06 + 0.36

SC329

NDF (DiR) = -
NDF (D:R) = -
NDF (DsR) = -

so'ed
)
oA

SC332

NDF (D:iR) =0.97 + 0.40
NDF (D2R) =0.90 = 0.36
NDF (DsR) =1.18 +0.28
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) L]
0 NN
,,S,“N/\/N\)

O H

SC333

NDF (DiR) = 1.13 + 0.52
NDF (D:R) = 2.98 + 1.77
NDF (DsR) = 2.49 + 0.47

0

SC336

NDF (DiR) = 1.46 + 0.71
NDF (D:R) = 1.07 + 0.46
NDF (DsR) = 2.76 + 0.63

o)
HN

0:S:0
NH

/

i

SC339

NDF (DiR) = 0.59 + 0.17
NDF (D:R) = 0.94 + 0.41
NDF (DsR) = 1.11 + 0.48

%QD

SC334

NDF (DiR) =0.95 £ 0.35
NDEF (D:R) = 0.96 + 0.37
NDF (DsR) =1.12 + 0.30
NH;
0:=S=0

N.H

o9

SC337

NDF (DiR) = 1.12 + 0.56
NDF (DzR) = 0.9 + 0.40
NDF (DsR) = 1.24 +0.22

SC340

NDF (DiR) = 0.83 + 0.35
NDF (D:R) = 1.41 + 1.07
NDF (DsR) = 1.10 + 0.29

Q0

s

I

o)
0 %}
O—

SC335

NDF (DiR) =0.93 + 0.39
NDF (D2R) =1.03 + 0.42
NDF (DsR) =1.40 + 0.54

OH
0 X

SC338

NDF (DiR) = 1.14 + 0.77
NDF (D:R) = 0.93 + 0.38
NDF (DsR) =1.15+0.35

SC341

NDF (DiR) = 0.83 + 0.51
NDF (D:R) = 1.52 + 1.15
NDF (DsR) = 0.92 + 0.14
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/\N

S
P N/>—NH2

SC342

NDF (DiR) =1.24 £ 0.51
NDF (D:2R) =1.38 + 0.91
NDF (D3R)=1.24 £ 0.29

HO

S

SC343

NDF (D1R) =1.36 + 0.89
NDF (D2R) =1.06 + 0.44
NDF (DsR) =1.15+0.32

é',
g
/N~N\ OH
SC344

NDF (D:iR) =1.09 + 0.58
NDF (D2R) = 1.06 + 0.42
NDF (DsR) =0.99 £ 0.13

(0]
Bew
g NJ@ SSRe Aa

SC345

NDF (DiR) = 0.93  0.32
NDF (D:R) = 0.95 + 0.38
NDF (DsR) = 1.11 + 0.36

G

SC347

NDF (DiR) = 1.12 £ 0.60
NDF (D:R) = 1.05 + 0.50
NDF (DsR) = 1.40 + 0.33

5L,

SC346

NDF (DiR) = 1.04 £ 0.54
NDF (D:R) = 0.97 + 0.39
NDF (DsR) = 1.15  0.37

H
/\,N\/\H,N
50

SC348

NDF (DiR) = 0.89 + 0.31
NDF (D:R) = 1.02 + 0.38
NDF (DsR) = 1.36 + 0.36

5
NDF (DiR) =1.26 + 0.64

NDF (D2R) =15.74 + 18.15

NDF (DsR) = 2.65 + 0.64

SC349

NDF (DiR) = 1.12 + 0.59
NDF (D:R) = 1.26 + 0.70
NDF (D:R) = 1.95 + 0.47

<94 50 93@
'\(F OH\Q/F @/\)LHD\ \O(\Pl/@ °

6 SC350 SC351

NDF (DiR) = 0.93 + 0.39
NDF (D:R) = 0.9 + 0.42
NDF (D:R) = 1.19 + 0.45

$

NDF (DiR) =2.15+1.16
NDF (D:R) = 8.18 + 3.62
NDF (DsR) = 4.21 + 0.79

NDF (DiR) = 1.19 + 0.57
NDF (D:R) = 1.83 + 0.83
NDF (DsR) = 3.25 + 0.47

o) LF
OH Z F
SRS S s 2R jeVey
N~ S /©/ H
F
SC352 7 SC353
NDF (D1R) = 0.91 + 0.42 NDF (DiR) = 1.57 + 0.54 NDF (DiR) = 1.08 + 0.61
NDF (D2R) =1.02 + 0.47 NDF (D2R) =10.85 + 4.93 NDF (D:2R) =1.00 + 0.40
NDF (DsR) = 1.22 + 0.38 NDF (DsR) = 3.79 +0.70 NDF (DsR) = 1.20 + 0.43



Cl

CI/©\S"O JI\IJ\H,I\O

SN
O H
SC354

NDF (DiR) = 0.98 + 0.52
NDF (D:R) = 0.9 + 0.39
NDF (DsR) = 1.06 + 0.24

SC356

NDF (DiR) =1.28 £ 0.99
NDF (D2R) =2.44 +1.39
NDF (DsR)=1.23 +0.29

SC359

NDF (DiR) = 1.28 + 0.73
NDF (D:R) = 2.00 + 0.85
NDF (DsR) = 2.49 + 0.74

N
_N

N T |

N 0" NH,

SC362

NDF (DiR) = 1.05 + 0.36
NDF (D:R) = 1.41 £ 0.71
NDF (D:R) = 2.03 + 0.45

NDF (DiR) = 1.20 + 0.59
NDF (D:R) = 1.10 + 0.52
NDF (DsR) = 2.63 £ 0.52

H H /L
N__N

o)
N,
DO

SC357

NDF (DiR) = 1.05 £ 0.57
NDF (D:R) = 1.66 = 1.60
NDF (DsR) = 2.02 + 0.83

Ness

0:5:0
e
O _
N

SC360

NDF (DiR) = 1.05 + 0.56
NDF (D:R) = 0.93 + 0.40
NDF (D:R) = 1.35 + 0.33

O
Cr
NDF (DiR) = 1.71 + 0.86

NDF (D2R) =22.08 + 6.62
NDF (DsR) =3.97 +0.78

9

A
H2ND

SC355

NDF (DiR) = 1.34 + 1.14
NDF (D:R) = 1.13 + 0.34
NDF (DsR) =1.22 +0.35

SC358

NDF (DiR) = 1.33 +0.55
NDF (D:R) = 1.11 + 0.47
NDF (DsR) = 1.22 +0.53

SC361

NDF (DiR) = 0.96 + 0.52
NDF (D:R) = 1.11 + 0.51
NDF (DsR) = 1.10 + 0.24

SC363

NDF (DiR) = 1.11 £ 0.70
NDF (D:R) = 1.11 + 0.53
NDF (DsR) = 1.53 + 0.21
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SC364

NDF (DiR) =0.92 + 0.42
NDF (D2R) =1.08 + 0.56
NDF (DsR) =1.17 £ 0.37

3. Insilico assessment of DR subtype selectivity — a distance-based approach

3.1. ChEMBL validation

N/\/\/
H
Cl

10

0O

.

NDF (DiR) =2.59 +1.04
NDF (D2R) =22.89 + 8.41
NDF (DsR) =4.09 +1.07

Q0

SC365

NDF (DiR) = 0.99 + 0.38
NDF (D:R) = 1.04 + 0.39
NDF (DsR) = 1.12 + 0.14

Table S6. Summary of the validation of the distance-based in silico approach using the described datasets extracted from ChEMBL.
Cons. Gly, conserved glycine residue within the respective SBP. COM, center of mass.

3.2, Retrospective analysis of investigated compounds

Table S7. Summary of the distance-based in silico approach used during the investigation of the binding poses of the selected
compounds 1 to 10. Cpd., compound. Cons. Gly, conserved glycine residue within the respective SBP. COM, center of mass.

Pose rank (out of 30)

Distance (cons. Gly - COM) [A]

Fold-difference (distance-

Cpd. based)
DiR D:R DsR DiR D:R DsR DiR/D:R  DiR/DsR  D:R/D:R
1 4th 1st 5th 19.96 17.70 16.70 1.13 1.19 1.06
2 st 4th 1st 19.20 14.47 14.96 1.33 1.28 0.97
3 1st 1st 1st 18.16 13.41 14.15 1.35 1.28 0.95
4 st 2nd 1st 17.70 15.42 14.06 1.15 1.26 1.10
5 Ist 6th 4th 18.73 13.95 14.31 1.34 1.31 0.98
6 1st 1st 2nd 17.12 14.77 15.14 1.16 1.13 0.98
7 st 2nd 2nd 18.32 12.99 14.05 1.41 1.30 0.93
8 st st 7th 19.27 16.45 15.77 1.17 1.22 1.04
9 2nd 2nd 2nd 19.29 12.83 14.07 1.50 1.37 0.91
10 1st 1st 1st 18.11 12.84 13.50 1.41 1.34 0.95
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4. Invitro careening activity of selected compounds
4.1.  Summary of in vitro activity (based on NDF values) of control compounds and selected virtual hits

Screening results
in vitro activity screened at 10 uM
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Figure S1. Comparison of biological activity of selected compounds at DR subtypes DiR (black), D2R (dark grey) and D3R (light grey).
Compound binding is shown as NDF in comparison to the control. Activities were measured in biological duplicates (two technical
replicates each). Error bars show standard deviations (SD). The red line indicates a NDF of 1, thus, an inactive ligand at 10 uM
screening concentration. NDF, normalized decreased fluorescence.
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Screening results
in vitro activity screened at 10 uM
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Figure S2. Comparison of biological activity of selected compounds at DR subtypes DiR (black), D2R (dark grey) and D3R (light grey).
Compound binding is shown as NDF in comparison to the control. Activities were measured in biological duplicates (two technical
replicates each). Error bars show standard deviations (SD). The red line indicates a NDF of 1, thus, an inactive ligand at 10 uM
screening concentration. NDF, normalized decreased fluorescence.

Screening results
in vitro activity screened at 10 uM
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Figure S3. Comparison of biological activity of selected compounds at DR subtypes DiR (black), D2R (dark grey) and D3R (light grey).
Compound binding is shown as NDF in comparison to the control. Activities were measured in biological duplicates (two technical
replicates each). Error bars show standard deviations (SD). The red line indicates a NDF of 1, thus, an inactive ligand at 10 uM
screening concentration. NDF, normalized decreased fluorescence.
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Screening results
in vitro activity screened at 10 uM
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Figure S4. Comparison of biological activity of selected compounds at DR subtypes DiR (black), D2R (dark grey) and D3R (light grey).
Compound binding is shown as NDF in comparison to the control. Activities were measured in biological duplicates (two technical
replicates each). Error bars show standard deviations (SD). The red line indicates a NDF of 1, thus, an inactive ligand at 10 uM
screening concentration. NDF, normalized decreased fluorescence.
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Figure S5. Comparison of biological activity of selected compounds at DR subtypes DiR (black), D2R (dark grey) and D3R (light grey).
Compound binding is shown as NDF in comparison to the control. Activities were measured in biological duplicates (two technical
replicates each). Error bars show standard deviations (SD). The red line indicates a NDF of 1, thus, an inactive ligand at 10 uM
screening concentration. NDF, normalized decreased fluorescence.
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Screening results
in vitro activity screened at 10 uM
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Figure S6. Comparison of biological activity of selected compounds at DR subtypes DiR (black), D2R (dark grey) and D3R (light grey).
Compound binding is shown as NDF in comparison to the control. Activities were measured in biological duplicates (two technical
replicates each). Error bars show standard deviations (SD). The red line indicates a NDF of 1, thus, an inactive ligand at 10 uM
screening concentration. NDF, normalized decreased fluorescence.
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Figure S7. Comparison of biological activity of selected compounds at DR subtypes DiR (black), D2R (dark grey) and DsR (light grey).
Compound binding is shown as NDF in comparison to the control. Activities were measured in biological duplicates (two technical
replicates each). Error bars show standard deviations (SD). The red line indicates a NDF of 1, thus, an inactive ligand at 10 uM
screening concentration. NDF, normalized decreased fluorescence.
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Figure S8. Comparison of biological activity of selected compounds at DR subtypes DiR (black), D2R (dark grey) and D3R (light grey).
Compound binding is shown as NDF in comparison to the control. Activities were measured in biological duplicates (two technical
replicates each). Error bars show standard deviations (SD). The red line indicates a NDF of 1, thus, an inactive ligand at 10 uM
screening concentration. NDF, normalized decreased fluorescence.
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Figure S9. Comparison of biological activity of selected compounds at DR subtypes DiR (black), D2R (dark grey) and D3R (light grey).
Compound binding is shown as NDF in comparison to the control. Activities were measured in biological duplicates (two technical
replicates each). Error bars show standard deviations (SD). The red line indicates a NDF of 1, thus, an inactive ligand at 10 uM
screening concentration. NDF, normalized decreased fluorescence.
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4.2.  Summary of Ki values determined in vitro — overview of DR subtype selectivity

(a) Compound 1 (b) Compound 3
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Figure S10. Comparison of the Ki values of compounds (a) 1, (b) 3, (c) 4, (d) 5, (e) 6, (f) 7, (g) 8 and (h) 9 determined at the investigated
DR subtypes D1R, D2R and DsR. Vertical, dotted lines indicate the respective Ki values at the different DR subtypes. K1 values [uM]
+ SD were determined with n = 6.
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5. Insilico insights into the DR binding pockets
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Figure S11. Alignment of the most frequent poses of compound 3 docked into D1R, D2R and DsR. The surface of the highly conserved
OBP is shown in blue (based on D1R) consisting of Asp*® (highlighted in cyan) and Ser54254%546, The conserved SBP-surface is
displayed in orange (D2R) and green (D3R) consisting of Val?®!, Leu?%, Gly*!, Phe®?® and Cysf“'? (individual amino acid labels
shown in Table 3), respectively. Ki values determined in vitro are shown for each DR subtype. 2D structure of compound 3 is shown.
Amine functional group involved in formation of the salt-bridge is highlighted in red.
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Figure S12. Alignment of the most frequent poses of compound 5 docked into DiR, D2R and DsR. The surface of the highly conserved
OBP is shown in blue (based on DiR) consisting of Asp33 (highlighted in cyan) and Ser>4/54%54¢, The conserved SBP-surface is
displayed in orange (D2R) and green (DsR) consisting of Val?¢!, Leu?%, Gly"!!, Phe3? and Cys®'? (individual amino acid labels
shown in Table 3), respectively. Ki values determined in vitro are shown for each DR subtype. 2D structure of compound 5 is shown.
Amine functional group involved in formation of the salt-bridge is highlighted in red.
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Figure S13. Alignment of the most frequent poses of compound 6 docked into DiR, D2R and DsR. The surface of the highly conserved
OBP is shown in blue (based on DiR) consisting of Asp33 (highlighted in cyan) and Ser>#/54%54¢, The conserved SBP-surface is
displayed in orange (D2R) and green (DsR) consisting of Val?¢!, Leu?%, Gly"!!, Phe3? and Cys®'? (individual amino acid labels
shown in Table 3), respectively. Ki values determined in vitro are shown for each DR subtype. 2D structure of compound 6 is shown.
Amine functional group involved in formation of the salt-bridge is highlighted in red.
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Figure S14. Alignment of the most frequent poses of compound 7 docked into D1R, D2R and DsR. The surface of the highly conserved
OBP is shown in blue (based on D1R) consisting of Asp*® (highlighted in cyan) and Ser54254%546, The conserved SBP-surface is
displayed in orange (D2R) and green (D3R) consisting of Val?®!, Leu?%, Gly*!, Phe®?® and Cysf“'? (individual amino acid labels
shown in Table 3), respectively. Ki values determined in vitro are shown for each DR subtype. 2D structure of compound 7 is shown.
Amine functional group involved in formation of the salt-bridge is highlighted in red.
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Figure S15. Alignment of the most frequent poses of compound 8 docked into DiR, D2R and DsR. The surface of the highly conserved
OBP is shown in blue (based on DiR) consisting of Asp33 (highlighted in cyan) and Ser>#/54%54¢, The conserved SBP-surface is
displayed in orange (D2R) and green (D3R) consisting of Val?®!, Leu?%, Gly*!, Phe®?® and Cysf“'? (individual amino acid labels
shown in Table 3), respectively. Ki values determined in vitro are shown for each DR subtype. 2D structure of compound 8 is shown.
Amine functional group involved in formation of the salt-bridge is highlighted in red.
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Figure S16. Alignment of the most frequent poses of compound 9 docked into DiR, D2R and DsR. The surface of the highly conserved
OBP is shown in blue (based on DiR) consisting of Asp33 (highlighted in cyan) and Ser>4/54%54¢, The conserved SBP-surface is
displayed in orange (D2R) and green (D3R) consisting of Val?®!, Leu?%, Gly*!, Phe®?® and Cysf“'? (individual amino acid labels
shown in Table 3), respectively. Ki values determined in vitro are shown for each DR subtype. 2D structure of compound 9 is shown.
Amine functional group involved in formation of the salt-bridge is highlighted in red.
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