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Functional GPCRs agonist and antagonist screening
This study was outsourced to Eurofins Cerep (Celle I'Evescault, France) and compliant with the

corresponding project FR095-0004218.

Table S1 Agonist effect of S-CE-123 at 2.8E-06 M (IC50 for DAT re-uptake inhibition) in functional
cellular assay. The results are expressed as a percent of control agonist response: (measured response

/ control response) x 100 obtained in the presence of S-CE-123.



Compound LD. Client Compound 1D Test % of Control Agonist Response

Concentration 1= g Mean

A1 (h) [agonist effect)

100043705-1 2-CE-123 2.BE-DE M 53 LE:] an

Agy [agonist effect)

100043705-1 2-CE-123 2.BE-DE M 0.9 12 0.2

Az (k) [agonist effect)

100043705-1 2-CE-123 2.BE-DE M 0.5 4 1.8

Aq () (agonist effect)

100043705-1 2-CE-123 2.BE-DE M 7.5 -41.0 243

o (h) (agonist effect)

100043705-1 2-CE-123 2.BE-DE M 25 -24 2.5

ai (h) |agonist effect)

100043705-1 2-CE-123 2.BE-DE M 7.2 -85 0.6

alpha o (k) (agonist effect)

100043705-1 2-CE-123 2.BE-DE M 0.6 08 0.E

a2k, (h) [agonist effect)

100043705-1 S-CE-123 2.BE-06 M 2.3 17 20

ag (b |agonist effect)

100043705-1 2-CE-123 2.BE-DE M =38 4.8 4.2

e () (agonist effect)

100043705-1 2-CE-123 2.BE-DE M 40 82 5.1

By (h) (agonist effect]

100043705-1 2-CE-123 2.BE-DE M 0.1 -39 2.0

Ba (R {agonist effect)

100043705-1 2-CE-123 2.BE-DE M =21 10 0.6

Buih) (agonist effect]

100043705-1 2-CE-123 2.BE-DE M 3.2 a8 0.3

AT, (h) (agonist effect)

100043705-1 2-CE-123 2.BE-DE M =38 -1.2 2.4

APJ (apelin) (h} (agonist effect)

100043705-1 2-CE-123 2.BE-DE M .o -13.1 8.5

TGRS [h} (agonist effect)

100043705-1 2-CE-123 2.BE-DE M a3 14 23

BB, (h} {agonist effect)

100043705-1 2-CE-123 2.BE-DE M 1.1 =37 2.4

BB, (b} (agonist effect)

100043705-1 2-CE-123 2.BE-DE M 0.3 LE:] 0.3

BB, fh} [agonist effect)

100043705-1 S-CE-123 2.BE-0G M -.8 =58 8.3

B, (b} (agonist effect)

100043705-1 2-CE-123 2.BE-DE M -12.4 -11.5 -11.9

Bafh) (agonist effect)

100043705-1 2-CE-123 2.BE-DE M 5.8 -1.0 3.3

CGRP (h} (agonist effect)

100043705-1 2-CE-123 2.BE-DE M 74 72 7.3

CT (Calcitanin) i) {agonist effect)

100043705-1 2-CE-123 2.BE-DE M 34 09 22

Cas (h) (agonist effect)

100043705-1 2-CE-123 2.BE-DE M 22 19 20

CB, fh} [(agonist effect)

100043705-1 2-CE-123 2.BE-DE M -1.3 52 20

CB, (b} (agonist effect)

100043705-1 2-CE-123 2.BE-DE M -16.9 259 45

CCR1 (k) [agenist effect)

100043705-1 2-CE-123 2.BE-DE M a1 &8 74

CCR2 (h) (agonist effect)

100043705-1 2-CE-123 2.BE-DE M 55 27 4.1



Compound LD. Client Compound 1D
CCR3I (k) (agonist effect)

1000437 05-1 2-CE-123
CCR4 (k) (agonist effect)

1000437 05-1 2-CE-123
CCRE (agonist effect)

1000437 05-1 2-CE-123
CCRE (k) (agonist effect)

1000437 05-1 2-CE-123
CCRT (k) (agonist effect)

1000437 05-1 2-CE-123
CCRE (k) (agonist effect)

1000437 05-1 2-CE-123
CCR10 (k) (agonist effect)

1000437 05-1 2-CE-123
CHACR1 (h) (agonist effect)

1000437 05-1 2-CE-123
CXCR1 (B (agonist effect)

1000437 05-1 2-CE-123
CXCR2 (B (agonist effect)

1000437 05-1 2-CE-123
CXCRI (h) {agonist effect)

1000437 05-1 2-CE-123
CXCRA B (agonist effect)

1000437 05-1 2-CE-123
CHCRS (B} (agonist effect]

1000437 05-1 2-CE-123
CXCRSE (B (agonist effect)

1000437 05-1 2-CE-123
CCK; (CCKa) (R [agonist effect)
1000437 05-1 2-CE-123
CCK, (CCKa) () [agonist effect)
1000437 05-1 2-CE-123
C3aR (h) [agonist effect)

1000437 05-1 2-CE-123
ChemPR23 (F) (agonist effect)

1000437 05-1 2-CE-123
CRF; (h} (agonist effect)

1000437 05-1 2-CE-123
CRF; . (h) (agonist effect)

1000437 05-1 2-CE-123
XCR1/ GPRS (k) (agonist effect)
1000437 05-1 2-CE-123
Dy {h) (agonist effect)

1000437 05-1 2-CE-123
Dis b} [aganist effect)

1000437 05-1 2-CE-123
Dy k) {agonist effect)

1000437 05-1 2-CE-123
Dy () [agonist effect)

1000437 05-1 2-CE-123
Ds ) (agonist effect)

1000437 05-1 2-CE-123
ET. {h) (agonist effect)

1000437 05-1 2-CE-123

ETa B} [agonist efect)
1000437051 8-CE-123

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2BE-DE M

2.8E-06 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2BE-DE M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2BE-DE M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2BE-DE M

2.8E-D6 M

2.8E-D6 M

2 BE-DE M

1=
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0.8
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0o
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0o
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Compound LD. Client Compound 1D Test % of Controd Agonist Response

Concentration 1= g Mean
FFA1 (h) (GPR40) (agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M 28 2.7 2.7
FFAZ (k) (GPR43) (agonist effect)
100043705-1 S-CE-123 2.8E-06 M .4 &7 6.6
FFA3 (h) (GPR41) (agonist effect)
1000437 05-1 S-CE-123 2 BE-D6 M -18.5 1.7 =39
FFad (GPR120) jh) (agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M 0.3 0.5 0.1
GnRH (k) (agonist effect)
1000437 05-1 S-CE-123 2. BE-D6 M Ll 0.7 0.6
GPRIA jh) (agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M .8 19 0.6
OXGR1 GPRSY (h) (agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M 1.1 L] iR:]
GPRIOQRFP (k) (agonist effect)
1000437 05-1 S-CE-123 2 BE-06 M 0.5 0.3 a1
GPR10%A jh) (agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M 0.5 04 04
GPR119 (agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M 1.5 8.8 iR:]
FPR1 (h} {agonist effect)
1000437 05-1 S-CE-123 2 BE-D6 M 485 6.4 285
GABAR1D beta (h) [agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M 0.3 02 0.0
GAL1 (k) (agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M .8 1.7 =13
GAL; (h) (agonist effect)
1000437 05-1 S-CE-123 2 BE-D6 M 5.2 14 4.3
GIP (k) {agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M 0.1 03 a1
GLP-1 [agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M 10.7 13.4 12.0
secretin (k] [agonist effect)
1000437 05-1 S-CE-123 2 BE-D6 M 1.1 27 0.E
T&H jh) [agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M 4.3 3.6 =39
GHRH (h] {agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M 0.2 24 1.3
Ghrelin f GHER-1a (h) (agonist effect)
1000437 05-1 S-CE-123 2 BE-D6 M 1.7 28 22
Hi fh)  |agonist effect)
1000437 05-1 S-CE-123 2 BE-DE M 1.7 0.7 -1.2
H(h) (agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M 4.4 0.6 2.5
Hy(h) (agonist effect)
100043705-1 S-CE-123 2 BE-DE M 28 140 -0.8
Hi fh)  |agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M .2 17 ar
Ki551 | GPR54 (b} (agonist effect)
100043705-1 S-CE-123 2.8E-06 M 0.3 0.7 0.5
BLT, {LTBy} {h} {agonist effect)
1000437 05-1 S-CE-123 2 BE-D6 M Ll -1.4 =1.0
CysLT, (LTDy) (h} {agonist effect)
1000437 05-1 S-CE-123 2. BE-06 M 8.7 -£.8 -8.2

CysLT; (LTC.) (h) (aganist effect)
1000437 05-1 S-CE-123 2 BE-0E M .5 1.8 =1.2



Compound LD. Client Compound 1D Test % of Controd Agonist Response

Concentration 1= g Mean
LP&1(h) {agonist effect)
1000437 05-1 S-CE-123 2BE-06 M 0.1 0.2 4.2
LP#&; (F) [agonist effect)
1000437 05-1 S-CE-123 2.BE-06 M 1.7 4.8 32
LP#&y (F) [agonist effect)
1000437 05-1 S-CE-123 2.BE-06 M -11.8 28 4.5
P, (h) {agonist effect)
1000437 05-1 S-CE-123 2BE-06 M 8.3 11.5 99
B:P: (h) (agonist effect)
1000437 05-1 S-CE-123 2.BE-06 M ar B -4.1
B:Py(h) (agonist effect)
1000437 05-1 S-CE-123 2BE-06 M -13 1.1 -1.2
S1P4 jh) [agonist effect)
1000437 05-1 S-CE-123 2BE-06 M 4.2 -B.3 8.2
S1P5 (h) (agonist effect)
1000437 05-1 S-CE-123 2.BE-06 M 0.1 -0.4 4.2
MCH; {hl [agonist effect)
1000437 05-1 S-CE-123 2BE-06 M 0.8 10 a.1
MCH; {h} [agonist effect)
1000437 05-1 S-CE-123 2BE-06 M 36 57 46
MC; (agonist effect)
1000437 05-1 S-CE-123 2.BE-06 M 2.0 2.1 2.1
MC; (b (agonist effect)
1000437 05-1 3-CE-123 2.BE-06 M 3.8 1.6 27
MC; (b} [agonist effect)
1000437 05-1 S-CE-123 2BE-06 M 2.5 03 1.1
MC, (b} (agonist effect)
1000437 05-1 S-CE-123 2.BE-06 M 3.2 -0.4 -1.8
MC; (b (agonist effect)
100043705-1 S-CE-123 2BE-0E M 30 ia in
MT; (ML) h) (agonist effect)
1000437 05-1 S-CE-123 2BE-06 M 15.2 184 16.8
MTy (MLig) (R} (agonist effect)
1000437 05-1 S-CE-123 2.BE-06 M 0.8 -68.1 209
motilin (k) [agonist effect)
1000437 05-1 S-CE-123 2BE-06 M £.7 2.7 1.7
My () (aganist effect)
1000437 05-1 S-CE-123 2BE-06 M 1.1 0.7 4.9
M: ) (aganist effect)
1000437 05-1 S-CE-123 2.BE-06 M 16.8 173 171
My (b} (agonist effect)
1000437 05-1 S-CE-123 2BE-06 M 0.0 03 Q.1
M. (h) (aganist effect)
1000437 05-1 S-CE-123 2BE-06 M 1.7 19 1.8
M jh) [agonist effect)
1000437 05-1 S-CE-123 2.BE-06 M 0.0 0.2 0.1
MrglD k) [agonist effect)
1000437 05-1 S-CE-123 2BE-06 M 2.0 a5 ar
MRGX1 { MRGPRX1 (F) {agonist effect)
1000437 05-1 S-CE-123 2BE-06 M 107 02 5.2
MRGX2 | MGRPLX2 (F) {agonist effect)
1000437 05-1 S-CE-123 2.BE-06 M 1.7 28 22
1000437 05-1 S-CE-123 2BE-06 M 3.3 13 -1.0

MPBW1 () [agonist effect)
1000437051 2-CE-123 2.BE-DE M EY 155 8.2



Compound LD.

NK, () (agonist effect)

Client Compound 1D

1000437 05-1 5-CE-123
NK; (b} (agonist effect)

1000437 05-1 5-CE-123
Wi b} (agonist effect)

1000437 05-1 5-CE-123
WMU1 i) [agonist effect)

1000437 05-1 5-CE-123
WMUZ {h) jagonist effect)

1000437 05-1 5-CE-123
NTS, [NT:) (b} [agonist effect)
1000437 05-1 5-CE-123
NTS; [NT2) (h) {agonist effect)
1000437 05-1 5-CE-123
5 (DOP) (hj {aganist offect)

1000437 05-1 5-CE-123
® (KOP) [agonist effect]

1000437 05-1 5-CE-123
1 (MOP} ) (agonist effect)

1000437 05-1 5-CE-123
MOP (h) (ORL1) ([agonist effect)
1000437 05-1 5-CE-123
O, (b} (agonist effect)

1000437 05-1 5-CE-123
O b} (agonist effect)

1000437 05-1 5-CE-123
PAF (h) (agonist effect)

1000437 05-1 5-CE-123
PTH1 {h) (agonist effect)

1000437 05-1 5-CE-123
PK. (i) [agonist effect)

1000437 05-1 5-CE-123
P () [agonist effect)

1000437 05-1 5-CE-123
DP. {hl [agonist effect]

1000437 05-1 5-CE-123
EP; (h} [agonist effect)

1000437 05-1 5-CE-123
EP, h) (agonist effect)

1000437 05-1 5-CE-123
EP3 h) [aponist effect)

1000437 05-1 5-CE-123
EPy (h) (agonist effect)

1000437 05-1 5-CE-123
FP () [agonist effect)

1000437 05-1 5-CE-123
IP {PGl:) (h) [agonist effect]

1000437 05-1 5-CE-123
TP (THALPGH,) fh} (agonist effect)
1000437 05-1 S-CE-123
PART jh) (agonist effect)

1000437 05-1 5-CE-123
PAR2 (h) [agonist effect)

1000437 05-1 5-CE-123
PZY1 (h) (agonist effect)

1000437 05-1 5-CE-123

Test
Concentration

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-06 M

2.BE-DE M

2.BE-06 M

2.BE-06 M

2.BE-06 M

0.3

0.5

.7

0.1

23

4.6

0.6

4

0.6

1.9

0.8

% of Controd Agonist Response
g

Mean
0.1 4.1
-1.4 0.9
0.8 .2
1.2 0.9
0.0 0.0
28 .6
29 1.8
L] 1.1
9.3 214
-4.4 -1.4
3.8 8.6
-B.8 4.2
03 0.8
20 1.8
2.0 =34
L] 2.3
2.4 -1.8
4.3 2.7
k] a7
22 20
22 23
0.3 22
1.9 -18
1.8 4.5
1.0 0.7
0.0 0.3
16.0 71
a1 20



Compound LD. Client Compound 1D Test % of Control Agonist Response
Fa

P2Y, (k) [agonist effect)

1000437051 2-CE-123 2.BE-DE M 24 A1 0
P2Y, (k) [agonist effect)

1000437051 2-CE-123 2.BE-DE M 04 EF] 1.0
P2Y, (h) [agonist effect)

1000437051 2-CE-123 2.BE-DE M 40 0.3 1.8
P2¥11 (B) {agonist effect)

1000437051 S-CE-123 2.BE-DE M 0.3 a0 1.7
PTH2 jh} [agonist effect)

1000437051 2-CE-123 2.BE-DE M 4.1 45 43
RXFP1 (h) [agenist effect)

1000437051 2-CE-123 2.BE-DE M ET 05 20
E-HT1A (h) {agonist effect)

1000437051 S-CE-123 2.BE-DE M 0.6 06 0.0
SHT1B {h} [agonist effect)

1000437051 S-CE-123 2.BE-DE M -30.4 310 307
E-HTyn [agenist effect)

1000437051 2-CE-123 2.BE-DE M 34 21 28
B-HTss h) (agonist effect)

1000437051 2-CE-123 2.BE-DE M 20 25 03
B-HT:q () (agonist effect)

1000437051 2-CE-123 2.BE-DE M 0.8 44 27
S-HTuc (h) {agonist effect)

1000437051 2-CE-123 2.BE-DE M 14 08 0.3
8-HT,, (h) (agonist effect)

1000437051 2-CE-123 2.BE-DE M 24 0o 1.4
B-HT, fh) {agonist effect]

1000437051 2-CE-123 2.BE-DE M 1.0 55 1.8
5-HT: {h) (agonist effect]

1000437051 2-CE-123 2.BE-DE M ET 12 a2
sst, (b} (agonist effect)

1000437051 2-CE-123 2.BE-DE M -20.0 AT -10.9
su12 () {agonist effect)

1000437051 2-CE-123 2.BE-DE M 0.6 05 0.1
513 (1) {agonist effect)

1000437051 2-CE-123 2.BE-DE M 0.8 0.4 0
sst, (b} (agonist effect)

1000437051 S-CE-123 2.BE-DE M 242 100 0
sat; (b} (agonist effect)

1000437051 2-CE-123 2.BE-DE M 8.4 457 26.0
SUCNRAGPRIN (k) [agonist effect)

1000437051 2-CE-123 2.BE-DE M 02 02 a2
TRH. (b} {agonist effect)

1000437051 2-CE-123 2.BE-DE M 1.0 06 08
UT (b} {agonist effect)

1000437051 2-CE-123 2.BE-DE M 08 13 0.8
PAC, [PACAP) (h) {aganist effect)

1000437051 2-CE-123 2.BE-DE M Y 01 0.0
VPAC, (VIP,) (h) {agonist effect)

1000437051 2-CE-123 2.BE-DE M 25 EF] 1.8
VPAL; (VIP;) (hj {agonist effect)

1000437051 2-CE-123 2.BE-DE M 57 0.8 25
¥4 (k) (agonist effect)

1000437051 2-CE-123 2.BE-DE M 0.2 01 0.1
Vo (B) [agonist effect)

1000437051 2-CE-123 2.BE-DE M 24 A5 2.1
V1B (h) (agonist effect)

1000437051 2-CE-123 2.BE-DE M 0.8 03 0.3

Wy (k) [agonist effect)

1000437051 5-CE-123 2.BE-06 M 0.4 6.1 3.3




Table S2 Reference compounds for agonist effect.

Compound LD.
A1 (h) (agonist effect]
CPA
Ay [agonist effect)
NECA

Asn (h) (mponist effect]
MECA

A fh) (agonist effect]
IB-MECA

s fh) (2gonist effect)
epnephrine

g fh) (agonist effect)
epnephrine

alpha iz (k) [agonist effect)
Epmephrine

a2k h {agonist effect)
Epnephrine

@ fh) (2gonist effect)
dexmedeiomidine

azz (h)  (agonist effect)
epnephrine

P (h]{agonist effect)
isoproterencl

B: (h) {agonist effect)
isoproterencl

Bs (h){agonist effect)
isaproterenol

AT, (h) |agonist effect)
angiotersin-|l

APJ apelin) (k) {aganist effect)

apalin-13
TERS (h} [agonist effect)
Lithochalic Acid

BB, (i} (agonist offect)
neuromedin B

BB, jh} {aganist effect)
GRP

BB (b} iagaonist effect)
Brif-14)

By (h) {agonist effect]
Lysdesfrg -BK

B (h) {agonist effect]
bradyiinin

CGRP (h) [agonist effect)
hCGRPa

ET (Calcitonin) (h) [agonist effect)

human calcitonin

CaS k) (agonist effect)

nEamycin

EC:a (M]

1.6E-C9 M

1.3E-08 M

B.SE-08 M

S8E-10 M

SHE-10 M

1.9E-07 M

1.8E-09 M

3 3E-10 M

1.9E-08 M

1.4E-09 M

EL0E-10 M

I 9E-09 M

4 TE-07 M

12E-10 M

TAE-11 M

B2E-07 M

S0E-13 M

Z2TE-11 M

Z1E-09 M

Z1E-10 M

S1E-12 M

4 5E-11 M

BEE-10 M

1.7E-05 M

nia

nia

nia

nia

ni

nia

nia

nia

nia

nia

nia

nia

nia

nia

ni

nia

nia

nia



Compound LD.
CB, (b} (agonist effect)
CP 55040

CB; (h) (agonist effect)
WIN 55212-2

CCR1 (k] (agonist effect)
MIP-1alpha

CCR2 (k] [agonist effect)
MCP-1

CCR3 (k] (agonist effect)
Human Eotamin{CCL11)
CCR4 (h] (agonist effect)
TARC

CCRS [agonist effect)
MIP-1a

CCRE (k] (agonist effect)
MIP-3a

CCRT (h] (agonist effect)
MIP-3b

CCRE (h] (agonist effect)
1-308

CCR10 (h) (agonist effect)
CTACKICCL2T

CXACR1 (h) (agonist effect)
Human Fraciakine{CX3ICL1)
CXCR1 {h) (agonist effect)
hiL-&

CXCR2 {h) (agonist effect]
mGROa

CXCR3 (h) (agonist effect)
I-TAC

CXCRM4 (h) (agonist effect]
SOF-1a

CXCRS (h) (agonist effect]
CRCL1ABLCOBCA1
CXCRE (h) (agonist effect]
CxCL18

CCHK; (CCK,) (Bl [agonist effect)
CCK-8s

CCHy ([CCKa) (R (agonist effect)
CCK-8s

ClaR (h) (agonist effect)
Complernent C3a hurnan
ChemR23 (f) (agonist effect)
Chemesin

CRF; {h) {(agonist effect)
ovine CRF

CRF; . (h) (agonist effect)
human CRF

XCR1 | GPRS () (agonist effect)
Lymphotactin

Dy ) (agonist effect)
diopamine

Dus () [agonist effect)
diopamins

Dy thi  {agonist effect)
diopamins

D (R [agonist effect)

diopamine

ECzs (M)

SAE-11 M

1.4E-10 M

12E-10 M

1.5E-C9 M

1.7E-C9 M

ZAE-10 M

S0E-09 M

1AE-10 M

I4E-10M

25E-10 M

B.5E-09 M

SU0E-10 M

Z9E-10 M

4 9E-10 M

32E-09 M

ZAE-10 M

25E-09 M

1.7E-09 M

6.3E-08 M

ZAE-09 M

TAOE-10 M

SUEE-10 M

SEE-09 M

4. 7E-08 M

1.3E-09 M

ZAE-08 M

I3E-09 M

15E-09 M

12E-08 M

nia

nia

nia

nia

niy

nia

nla

nia

nia

nia

nia

nia

niy

nia

nia

nia

nia

nia

nia

nia

nia

nia

nia



Compound LD.
Dsfhl (agonist effect)

dopamines

ET. k) [agonist effect)
erdothein-1

ETa (R} (agonist effect)
erdothein-1

FFA1 (h) (GPR4) (agonist effect)
Inoleic acid

FFAZ (h) (GPR43) (aganist offect)
sodium acelate

FFA3 (h) (GPR41) (aganist effect)
sodium propionate

FFad (GPR120) (k) (agonist effect)
GWEeSDa

GnRH (k) (agonist effect)

LHRH

GPRI3 hj (agonist effect)

ZnCl2

QXGR1 GPRSS (h) (agonist effect)
alpha Ketoglulanc acid
GPRIOWORFP (k) (agonist effect)
26Ria Hypothalamic Peptide{Pepiide 518)
GPR1O9A (h) (agonist effect)
Micatinic Acid Fres Acid

GPR119 (agonist effect)
ARZFI1453

FPR1 jh} {agonist effect)

miLP

GABAR1D beta (h) (agonist effect)
FAPMPA

GAL1 fh) [agonist effect)

Galanin [1-30)

GAL; (h) (agonist effect)

human galanin

GIP (k) {agonist effect)

GIP

GLP-1 [agonist effect)
GLP-1(7-37})

secretin (k) (agonist effect)
human secretin

T&H () [agonist effect)

TSH

GHRH {h] {agonist effect)

human GHRF(1-28)

Ghrelin f GHER-1a {h) (agonist effect)
Ghrefir|human)

Hi (b (aganist effect)

histamine

Hs (h}  (agonist effect)

histamine

Hy (h] (agonist effect)

histamine

H jh) {agonist effect)

histamine

Ki5S1 [ GPRS54 (b (agonist effect)
Matastin 45-54

BLT, (LTB} jh} {agonist effect]
LT,

ECs (M)

1.1E-08 M

4.5E-10 M

1.7E-10 M

6 2E-08 M

1.9E-04 M

20E-08 M

TAE-08 M

4.1E-10 M

1.7E-05 M

1.8E-04 M

4 9E-10 M

4 7E-08 M

3 4E-08 M

1.6E-10 M

1.2E-07 M

1.4E-10 M

J4E-10 M

E1E-10 M

TEE-11 M

12E-10 M

2 2E-08 M

2 3E-09 M

4.0E-10 M

4. 7E-08 M

4 BE-O7 M

3 2E-08 M

4 BE-09 M

2 4E-09 M

4 6E-10 M

nia

nia

nia

nia

nia

nia

nia

nia

nia

nia

nia

nia

nia

nia

nia

nia

nia

nia
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18E-10 M

[Sar Met(0),)' 5P BIE-11M

M HIGA (4-10) 13609 M

49E-11 M
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1.0E-10 M

E
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|

EIE-10 M

|

15E-11 M
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E

ZHE-10 M
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:

FAE-T1 M

|

E

IAE-10 M

cresin-B B5E-10 M nia
PAFIC1E) 49E-10 M nia

:

1.0E-10 M

2

1.7E=09 M

2

B3E-10 M

E
:

18E-10 M
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3

i

1.2E-08 M

12E-0 M

|

:
E

B2E-10 M
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s

1.3E-09 M
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:

E
:



Compound LD. ECs (M) nH
CysLT, (LTDu) (b} (aganist effect)

LTD, 2EE-11 M nia
CysLT, (LTC,) (hi  {agonist effect)

LTC, 1.7E-08 M nia
LPA1(h) {agonist effect)

Oleoyl-LPA 1.0E-07 M nia
LPA; (k) [agonist effect)

LPA 3 8E-09 M ni
LPA, (B) {agonist efiect)

LPA S2E-09 M nia
Py (h) (agonist effect)

1P B1E-10 M nia
Py fh) {agonist affect)

2P 1.1E-08 M nia
P, (b} {agonist affect)

5P 11E-08 M nia
E1P4 (h) [agonist effect)

Sphingosine 1-phasphate (S1P) S2E-09 M nia
E1P5 (h) [agonist effect)

Sphingosine 1-phasphate (S1P) 1.3E-08 M nia
MCH, (b} (aganist effect)

human MCH 14E-09 M nix
MCH; (B} [agonist effect)

human MCH BAE-10 M nia
MC,; [agonist effect])

NDF-a-MSH 25E-10 M nia
MC, b} (aganist effect)
ACTH (1-39) 4 2E-09 M nia
MC; b} [agonist effect)

HDP-a-MSH B2E-10M nia
MC, (b} (agonist effect)

HNDP-a-MSH 10E-10 M nia
MC; (b} [agonist effect)
a-MSH I9E-07 M nia
MT: (ML) (B (agonist effect)

meelatanin I3IE-1TM nia
MT: (MLia) (B} (agonist effect)

meelatanin ESE-11 M nia
miotilin {l) (agonist effect)

malilin BOE-12 M nia
My hj {agonist effect)
acetylcholine SEE-10 M nia
M; (h) (agonist effect)
acetylcholine E2E-08 M na
My jhj {agonist effect)
acetylcholine 1.1E-08 M nia
M. (k) (agonist effect)
acetylcholine 14E-08 M nia
M; (hi (agonist effect}
Acetylcholine 11E-08 M nia
MrgD () [agonist effect)

Bea-alanine 14E-08 M nia
MRGX1 ! MRGPRX1 (k) (agonist effect)

BAM(8-Z2) 21E-09 M nia
MRGX2 | MGRPLX2 (h (agonist effect)

Proadrencmedullin fragment, 1-20 (PAMP) BSE-08 M nla
NPS (b} (agonist effect)

NPZE EOE-10 M nia




Compound LD. ECss (M) nH
PXY; (k) (agonist effect)

uTP 4 4E-08 M nfa
P2Y¥, (k) [agonist effect)

uTp S8E-09 M nfa
P2XY, (k) (agonist effect)

uoe 1.1E-09 M nfa
P2¥11 () {agonist effect)

ATP BBE-08 M nfa
PTH2 (k) (agonist effect)

TIP-33 TOE-03 M nfa
RXFP1 jh] [aponist effect)

H2 redaan S.5E-10 M nia
S-HT1A jh) {agonist effect)

Samionine 1.5E-019 M nls
SHT1E {h} (agonist effect)

S-HT 2 1E-08 M nfa
5-HTip (agonist effect)

Serolanin SBE-10 M nia
5-HTu b} {aganist effect)

Serolanin 2. TE-08 M nia
5-HT,q fh} (agonist effect)

Serolanin SU0E-C9 M nia
5-HTuc fh){aganist effect)

Sernbanin 33E-09 M nfa
5-HTu () {agonist effect)

Serolanin 1.5E-09 M nia
5-HT, {h) (agonist offect)

Serolanin ELOE-0E M nia
5-HT {h) (agonist effect)

Serolanin 52E-08 M nia
sst, h) (agonist effect)

somatostatin-28 1.3E-10 M nia
5542 {f) {agonist offect)

Somalostatin TEE-10 M nfa
s5t3 (1) {agonist offect)

Somalostalin TTE-10 M nia
ssta (h) {agonist effect)

somatostatin-14 B2E-11 M nia
ssts (h) (aganist effect)

somatostatin-14 EBE-C9 M nia
SUCNR1/GPRE (h] (agonist effect)

Sodium Succinale EUBE-05 M nia
TRH; (h} {agonist effect)

TRH T2E-11 M nfa
UT b {agonist effect)

human uratensin-il TOE-10 M nia
PAC: (PAGAP) (i) (aganist offect)

PACAP, .5 1.7E-10 M nfa
VPAC, (VIP,) () _(aganist cffect)

ViIP 1.8E-10 M nfa
VPAL; (VIP:) h) (agonist effect)

ViIP 37E-09 M nfa
¥4 (k] {aganist effect)

Pancreatic palypeplide human 1.3E-10 M nfa
Wi () [agonist effect)

ANP 23E-10 M nfa
V1B jh) (agonist effect)

Vasopressn 12E-10 M nfa

Table S3 Antagonist effect of S-CE-123 at 2.8E-06 M (IC50 for DAT re-uptake inhibition) in

functional cellular assay. The results are expressed as a percent inhibition of control agonist response:

100 —((measured response /control response) x 100).



Compound LD. Client Compouwnd 1.0.

A1 {h) (antagonist effect)

1000437 05-1 SLE-123
Ay (antagonist effect)

1000437 05-1 S-CE-123
Agn (] (antagonist effect])

1000437 05-1 S-CE-123
Ay (h) (antagonist effect)

1000437 05-1 S-CE-123
aia (hi  {antagonist effect)

1000437 05-1 S-CE-123
aia () (antagonist effect)

1000437 05-1 S-CE-123
alpha i (k) (antagonist effect)
1000437 05-1 S-CE-123
a2A k) (antagonist effect)

1000437 05-1 SCE-123
oza (h)  (antagonist effect)

1000437 05-1 S-CE-123

1000437 05-1 S-CE-1X3

B i) {antagonist effect]
1000437051 E-CE-123

Bz (h) {antagonist effect)
1000437 05-1 S5-CE-1X3

By () {antagonist effect)
1000437 05-1 S-CE-1X3

AT, (hj {antagonist effect)
100043705-1 S-CE-123
AP {apelin) h) jantaganist effect)
100043705-1 SCEAR
TGRS (h} [antagonist effect)
100043705-1 S-CE-123
BB, jh} {antaganist effect)
100043705-1 S-CE-123
BB, (h) {antaganist effect)
100043705-1 S-CE-123
BB, (h) {antaganist effect)
100043705-1 S-CE123
B, (i) (antagonist effect)
100043705-1 S-CE-123

By jh) |antagonist effect)
1000437051 E.CE-123
CGRP (h) [antagonist effect)
1000437 05-1 SCE-123
CT (Calcitoning (B) (antagonist effect)
1000437051 E.CE-123
Cas k) {anisgonist effect)
1000437051 E.CE-123
CBy jh) (antagonist effect)
1000437051 E.CE-123
CB, {h) (antagonist effect)
1000437051 E.CE-123

CCR1 k) [antagonist effect)
1000437051 E.CE-123

CCR2 {h) [antagonist effect)
100043705-1 S.CE-123

Test

Concentration

2BE-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2BE-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2BE-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2BE-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

205

-8.0

4.3

268

-14.8

282

32

232

=377

=365

% Inhibition of Control Agonist Response

e

4.8

0.7

3.0

23

1.9

-4.5

6.2

173

a2

~18.1

-41.0

02

6.9

-4.9

=3.9

B8

o.r

Mean

106

ar

-11.8

8.3

0.3

184

15.5

30

6.2

0.3

-10.5

-23.2

6.2

-10.4

-18.8

21.7

6.4



Compound LD. Client Compouwnd 1.0,

CCR2 (b (antagonist effect)
100043705-1 ECE-123
CCRA (B (antagonist effect)
100043705-1 E-CE-1Z3
CCRE fantagonist effect])
100043705-1 E-CE-123
CCRE () (antagonist effect)
100043705-1 E-CE-123

CCRT {h) jantagonist effect)
1000437 05-1 S.CE-123

CCRE (h jantagonist effect)
100043705-1 S-CE-1Z3
CCR10 jh [antagonist effect)
100043705-1 E.CEAZ3
CHICRA fh) [antagonist effect)
100043705-1 S.CE-1Z3

CHECR1 () (antagonist effect)
1000437 05-1 S.CE-123

CXCR2 (k) (antagonist effect)
100043705-1 E-CE-123

CXCRS3 (h) {antagonist effect)
100043705-1 E-CE-1Z3
CXCRA (k) [antagonist effect)

100043705-1 E-CE-123

CXCRS (h} {antagonist effect)
10004:3705-1 E-CE-123

CXERE () (antagonist effect)
1000437 05-1 S.CE-123

CCK, (CCK.) (k) [antagonist effect)
100043705-1 S-CE-1Z3
CCHy (GCHa) 1) (antagonist effect)
100043705-1 S.CE-1Z3
C3aR fh) (antagonist effect)
100043705-1 S.CE-1Z3
ChemR23 () {antagonist effect)
100043705-1 S.CE-1Z3
CRF, (b} (antagonist effect)
100043705-1 S.CE-1Z3
CRF, . (k) [antagonist effect)
100045705-1 E.CE1Z3
KCR1 | GPRS () {antagonist effect)
100043705-1 S.CE-1Z3

Oy () fantagonist effect)
1000437 05-1 S.CE-123

T00043705-1 BLE-123
Oy (b} {antagonist effect]

1000437 05-1 S5-CE-1Z3
Dusfh)  [antagonist effect)
T00043705-1 BLE-123
D fh) (antagonist effect)
T00043705-1 BLE-123
ET. (h) (antagonist effect)
T00043705-1 BLE-123
ETa(h) (antagonist effect)
A00043705-1 BLE-123

Test

Concentration

2.BE-D6 M

2.BE-DE M

2.BE-D6 M

2.BE-D6 M

2.BE-D6 M

2.8E-06 M

2.8E-D6 M

2.BE-D6 M

2.BE-D6 M

2.BE-D6 M

2.BE-DE M

2.BE-D6 M

2.BE-D6 M

2.BE-D6 M

2.8E-06 M

2.BE-D6 M

2.BE-D6 M

2.BE-D6 M

2.BE-D6 M

2.BE-DE M

2.BE-D6 M

2.BE-D6 M

2.8E-D6 M

2.8E-D6 M

2.BE-D6 M

2.BE-D6 M

2.BE-D6 M

2.BE-D6 M

1.7

18.7

=331

-4.0

205

-148

172

6.8

0.2

0.4

28

-0.8

-10.8

-18.7

2.5

-13.8

57

-16.3

-16.8

218

7A

8.8

11.0

=46

% Inhibition of Control Agonist Responss

i

4.8

0g

-14.5

~18.5

78

-18.68

=3.0

4.4

.7

59

4.6

125

=10.9

24

T8

Mean

-10.7

5.8

2B

-19.9

8.8

-15.8

-13.0

3B

-16.9

211

a2

5.6



Compound LD.

FFA1(h) (GPR4D) (antagonist effect)
1000437 05-1 SCE-123

FFAZ (h) (GPR43) (antagonist effect)
1000437 05-1 SLE-123
FFA3 () (GPRAT) (antagonist effect)
1000437 05-1 SLE-123
FFA4 [GPR120) () [antagonist effect)
1000437 05-1 SLE-123
GrRH (b (antaganist effect)

1000437 05-1 SLE-123

GPRY (k) [antagonist effect)
1000437051 E.CE-123

OXGR1 GPREY jh] (antagonist effect)
1000437 05-1 S-CE-123
GPRIOKQRFP jh) [antagonist effect)
1000457 015-1 S-CE-123
GPR109A [h) (antagonist effect)
1000437 05-1 S-CE-123
GPR119 jantagonist effect)
1000437 05-1 S-CE-123
FPR1 (b} {antagonist effect)
1000437 05- 1 S-CE-1X3
GABAB1D beta jh) (antagonist effect)
1000437 05-1 S-CE-123
GAL1 (k) [antagonist effect)

1000437 05-1 S-CE-123
GAL; (h) (antagonist effect])
1000437 05-1 S-CE-1X3
GIP {h) (antaganist offect)

1000457 015-1 S-CE-123
GLP-1 [antagonist effect)

1000437 05-1 S-CE-123
1000437 05- 1 S-CE-1X3
TSH (k) [antagonist effect)

1000437 05-1 S-CE-123

GHRH {h] (antagonist effect)
1000437 05-1 S-CE-123

Ghrelin | GHER-1a (h) (antagonist effect)

1000437 05-1 S-CE-1X3

1000437 05-1 S-CE-1X3
Hz (h} (antagonist effect)
1000437 05-1 B-CE-1ZX3

Hy fh} (antagonist effect)
1000437 05-1 S-CE-1X3

Hy fhi |antagonist effect)

1000437 05-1 S-CE-1X3
KiS51 [ GPRS4 {hi (antagonist effect]
1000437 05-1 S-CE-1X3
BLT; (LTBy) (b} (antagonist effect)
1000437 05-1 S-CE-1X3
CysLT; (LTDy) fh) (antagonist effect)
1000437 05-1 S-CE-1X3
CysLT, (LTC,) (b} [antagonist effect)
1000437 05-1 S-CE-1X3

Client Compouwnd 1.D.

Test

Concentration

2BE-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2BE-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2BE-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2BE-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

2.8E-DE M

1=

1.5

1.2

0.9

-1259

44

a6

-10.3

-135

8.8

13

0.8

8.0

4.2

278

a7

a9

-4.9

82

42

% Inhibition of Control Agonist Response
Mean

Fi

4.1

4.8

~15.8

34

5.3

-129

4.6

-18.7

4.8

28

28

-14.4

38

=102

A8

-11.8

5.8

106

23

4.8

8.6

4.7

~12.9

4.5



Compound LD. Client Compouwnd 1.0. Test % Inhibition of Control Agonist Response

Concentration 'kl 3~ Wean
LPA1{h} fantagonist effect)
1000437 05-1 S-CE-123 2.8E-DE M 0.4 a2 4.4
LP&; (R (antagonist effect)
1000437 05-1 S-CE-123 2.BE-DE M 127 4.1 -10.9
P&y (R [(antagonist effect]
1000437 05-1 S-CE-123 2.BE-DE M 223 48 4 -34.4
S.P, (k) (antagonist effect)
1000437 05-1 S-CE-123 2.BE-DE M 5.0 B.7 59
S.Py (k) (antaganist effect)
1000437 05-1 S-LE-123 2.BE-DE M -10.4 0.1 5.2
S.Py (k) (antaganist effect)
1000437 05-1 S-CE-123 2.BE-DE M 13.9 10.5 12.2
E1P4 (h) (antagonist effect)
1000437 05-1 S-CE-123 2.BE-DE M -14.2 -14.9 -14.8
E1P5 (h) (antagonist effect)
1000437051 S-CE-123 2. 8E-DE M 10.1 2.8 3T
MCH; (h} [antagonist effect)
1000437 05-1 S-CE-123 2.BE-DE M 1.7 0.2 0.9
MCH; (k| [antagonist effect)
1000437 05-1 S-CE-123 2.BE-DE M 1.8 4.4 31
MC; (antagonist effect)
1000437 05-1 S-CE-123 2. BE-DE M 277 243 -28.0
ME, b} {antaganist effect)
1000437 05-1 S-CE-123 2.BE-DE M 0.1 6.2 31
ME, b} {antaganist effect)
1000437 05-1 S-CE-123 2.BE-DE M 259 10.3 7.8
ME, b (antaganist effect)
1000437 05-1 S-CE-123 2.BE-DE M 110 15.7 23
ME; b} {antaganist effect)
100043705-1 S-LCE-123 2.8E-DE M 5.8 -23.8 8.9
MT, MLy} (h} {antaganist affect)
1000437 05-1 S-CE-123 2.BE-DE M TE TE TE
MT, (MLia) f} (antagonist effect)
1000437 05-1 S-CE-123 2. BE-DE M 23 10.2 6.2
muotilin k) (antagonist effect)
1000437051 SLE-123 2 BE-DE M 8.5 0.9 5.2
M, h) {antaganist effect)
1000437 05-1 S-CE-123 2.BE-DE M 20 32 26
My fh) {antaganist effect)
1000437 05-1 S-CE-123 2.BE-DE M -3.4 -16.0 8.2
My fh) {antagonist effect)
1000437 05-1 S-CE-123 2.BE-DE M 4.1 2.5 [i:3
M. fh) {antaganist effect)
100043705-1 S-LCE-123 2.8E-DE M -8.8 8.2 8.5
M h) fantagonist effect)
1000437 05-1 S-CE-123 2.BE-DE M 5.2 8.6 5.9
Mra0 {h) (antagonist effect)
1000437 05-1 S-CE-123 2.BE-DE M 28.9 33.0 0.0
MRGK1 { MRGPRX1 () {antagonist effect)
1000437051 SLE-123 2 BE-DE M 84 34 48
MRGK2 | MGRPLXZ () {antagonist effect)
1000437 05-1 S-CE-123 2.BE-DE M 9.6 4.5 7.1
NPS b} {antagonist effect]
1000437 05-1 S-CE-123 2.BE-DE M -13.9 -14.7 -14.3

HPBW1 (i) [antagonist effect)
1000437051 E-CE-123 2.BE-DE M 0.1 40 1.8



Compound LD. Client Compouwnd LD,

NK, () {antaganist effect)
1000437 05-1 SLE-123

NK; () (antaganist effect)
1000437 05-1 B-LE-1X3
NH; (k) (antaganist effect)

1000437 05-1 S-CE-1X3
HMUT (k) [antagonist effect]
1000437 05-1 SLE-123
NMUZ (b (antaganist effect)
1000437 05-1 SLE-123

NTS, [NT:) (b} (antagonist sffect)
100043705-1 S-CE-123
NTS; (NT2) (h) (antagonist effect)
100043705-1 S-CE-123
& [DOP) {h) antaganist effect)
100043705-1 S-CE-123
®(KOP) [antagonist effect]
100043705-1 SLE-12
1 MOP) (h) {antagonist effect)
100043705-1 S-CE-123

HOP (h) (ORL1) (antagonist effect)
1000437 05-1 E.CE-123

O, b} {antagonist effect)
1000437 05-1 S.CE-123

QM (b} (antagonist effect)
1000437 05-1 S-CE-1X3
PAF (] (antagonist effect]

1000437 05-1 S-CE-1X3
PTH1 (hl (antagaonist effect]
1000437051 B-LE-1Z3
PK. {f] (antagonist effect)

1000437 05-1 S-CE-1X3
PH: (il (antagonist effect)

1000437 05-1 S-CE-1X3
DP, (k) [antagonist effect)

1000437 05-1 S-CE-1X3
EPy (b (antagonist effect)

1000437 05-1 S-CE-1X3
EP: (hi {antagonist effect]

1000437 05-1 S-CE-1X3
EP3 (i} {antagonist effect]

1000437 05-1 B-LE-123
EP. (hi {antagonist effect)

1000437 05-1 5-CE-1ZX3
FP (h] (antagonist effect)

1000437 05-1 S-CE-1X3
IP (PGl (h]  (antaponist effect])
1000437 05-1 S-CE-1X3

TP [THAJPGH;) (k) (antagonist effect)
1000437 05-1 S.CE-123

PAR1 (i} {antagonist effect)
100043705-1 S-CE-123
PARZ (i} {antagonist effect)

100043705-1 B-CE

P2¥1 () [antagonist effect)
1000437 015-1 S-CE-123

Test

Concentration

2.8E-06 M

2.BE-DE M

2BE-DE M

2.8E-06 M

2.8E-06 M

2.8E-06 M

2.8E-06 M

2.8E-D6 M

2BE-DE M

2.8E-06 M

2.8E-D6 M

2.8E-06 M

2.8E-06 M

2.8E-D6 M

2BE-DE M

2.8E-06 M

2.8E-D6 M

2.8E-06 M

2.8E-06 M

2.8E-D6 M

2.BE-DE M

2BE-DE M

2.8E-D6 M

2.8E-06 M

2.8E-06 M

2.8E-D6 M

2.8E-06 M

2BE-DE M

-10.2

268

-17.1

-1800

19.3

-16.5

ar

=11.0

129

a5

A7

-13.8

-11.0

=330

TE

3.9

L

-17.8

£.8

% Inhibition of Control Agonist Response

i

1.0

0.2

0.1

-18.8

-18.4

-1.0

19.6

3.3

2B

12.2

17.6

-12.5

4.7

-39.8

=10.2

7.8

1.1

4.7

A8

12.3

-28.7

0.3

56

a7

4.3

30

-20.9

4.8

Mean

5.3

0.8

5.1

213

-17.7

=100

TB

50

18.4

-14.5

4.2

6.7

16.3

25

-19.4

8.7



Compound LD. Client Compouwnd 1.0,

P2Y, (k) [antagonist effect)

1000437 05-1 S8-CE-123
P2¥, (k) [antagonist effect)

1000437 05-1 8-CE-123
P2¥, (k) [antagonist effect)

1000437 05-1 8-CE-123
P2¥11 (h) {antagonist effect)

1000437 05-1 8-CE-123
PTHZ {k) [antagonist effect)

1000437 05-1 S-CE-123
RXFP1 (k) [antagonist effect)
100043705-1 8-CE-123
E-HT1A (B jantagonist effect)
1000437 05-1 8-CE-123
SHT1B (h} {antagonist effect)
1000437 05-1 E-CE-123
E-HTyy ([antagonist effect)

1000437 05-1 S-CE-123
B-HTe (h) (antagonist effect)
1000437 05-1 §-CE-123
B-HTia (h)  [antagonist effect)
1000437 05-1 8-CE-123

5=HT;: (b} (antagonist effect)
1000437 05-1 S-CE-1Z3

§=HTs {h) (antagonist effect)
1000437 05-1 S-CE-1Z3

5=HT; (h] (antagonist effect)
1000437 05-1 S-CE-1Z3

5-HT; (h)] (antagonist effect]

1000437 05-1 5-CE-1X3
sst; (b} {antagonist effect)

1000437 05-1 5-CE-1X3

1000437 05-1 5-CE-1X3

sst3 (h) {antagonist effect)
1000437 05-1 S-CE-1ZX3
ssty () {antaganist effect)

1000437 05-1 S-CE-1ZX3
ssty () fantaganist effect)

1000437 05-1 S-CE-1ZX3
SUCNR1'GPRS1 (h) (antagonist effect)
1000437 05-1 S-CE-1ZX3
TRH, (#) (antaganist effect)

1000437 05-1 S-CE-1ZX3
UT () (antagonist effect)

1000437 05-1 S-CE-1ZX3
PAC, [PACAP] (h (antagonist effect)
1000437 05-1 S-CE-1ZX3
VPAE, (VIP;) h) (antagonist effect)
1000437 05-1 S-CE-1X3
¥4 (h] {antaganist effect)

1000437 05-1 S-CE-1Z3
Vo (h) [antagonist effect)

1000437 05-1 S-CE-1ZX3
V1B (h) (antagonist effect)

1000437 05-1 S-CE-1ZX3

W, {h) (antagonist effect)
1000437 05-1 5-CE-123

Table S4 Reference compounds for antagonist effect.

Test

Concentration

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-06 M

2.8E-DE M

2.8E-DE M

2.8E-D6 M

2.8E-06 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-D6 M

2.8E-06 M

2.BE-DE M

2.8E-D6 M

2.8E-06 M

2.8E-D6 M

1=

264

=32

5.6

289

214

3.8

-1L7

=3.8

8.3

a7

6.4

~12.0

2.0

8.9

1.5

16.0

=58

8.9

3.0

14.5

19.4

-10.2

=182

-4.8

25.0

% Inhibition of Control Agonist Response

.

-12.2

3.8

-19.4

8.7

A8

0.6

5.5

18.8

14.9

05

3.3

-13.1

8.3

24

27

8.0

T2

10.7

BE

4.2

7.1

15.1

Mean

208

3.5

a7

0.6

8.2

-11.3

4.8

5.2

6.6

5.8

5.4

a2

13.8

7.2

178

5.8



Gompound LD. 1S54 (M) Ka (M) nH
A1 {h) [antagonist effect)

DPCPX 5.1E-00 M 1.26.00 M nia
Ass [amtagonist effect]

M 241385 6.0E-10 M TAE-11M nia
A (h) (antagonist effect)

XAC 2ZE0T M 27E-0B M nia
Ay (h) (antagonist effect)

MRS 1220 6.4E-00 M 30E-10 M nia
aia (hl {antagonist effect)

WE 4101 1.7E-02 M 23E-10 M nia
0 (k) (antagonist effect)

L785314 8.5E-00 M 91E-10 M nia
alpha iz (k) (antagonist effect)

WB4101 2.0E-09 M 8.3E-10 M nia
24 (k) [antagonist effect]

R E21002 1.1E-08 M 3 EE-00 M nia
@ fh) {antagonist effect)

yohimbine 4.0E-07 M 5.26-0B M nia
@ ) (antagonist effect)

rauwoiscine 3.6E-08 M 1.7E-00 M nia
By ) (antagonist effect)

atenalal 2.3E-07 M 2BE-OB M nia
Bz (h) {antagonist effect)

IC1 118551 3.0E-09 M 2BE-10 M nia
B (b {antagonist effect)

cyanopindakal 4.0E-07 M 14E-07 M nia
AT; {h) {antagonist effect]

saralasn 1.0E-02 M BEE-11M nia
BB, (h} {antaganist effect)

PD 185368 22E0T M 5.3E-00 M nia
BB, (h) {antagonist effect)

IC1 218, 140 5.3E-07 M 0608 M nia
By ih) {antagonist effect]

Lysdesfrg {Leu’}-B 1.0E-10 M 40E1TM nia
By (h) (antagonist effect)

HOE 140 3.1E-08 M 3 EE-00 M nia
CGRP (k) (antagonist effect)

hCGRPa (B-37) 4 5E-08 M TTE-00 M nia
€T (Calcitonin) (k) [antagonist effect)

salmon calcitonin 8-32 6.9E-08 M 41E-08 M nia
CHB, (h) {antagonist effect)

AM 281 1.0E-08 M 1.1E-00 M nia
€ h) {antagonist effect)

AM B30 TAEOT M 40608 M nia
CCR1 (k) [antagonist effect)

1113863 6.2E-00 M 1.0E-00 M nia
CCR2 (h) (antagonist effect)

WAIP-1I 2.BE-OT M 21E-0B M nia
CCR3 (A (antagonist effect)

1113863 IA4E-00 M TEE-1DM nia



Compound LD. ICs4 (M) Ka (M} nH
CNCR2 (b} {antagonist effect]

SE2F5002 1.7TE-0E M 1.6E-O07 M nia
CXCR h) {antagonist effect)

MIP 1l 6.5E-08 M 1.6E-09 M nia
CCK; (CCH.) (k] [antagonist effect)
devarepide 11E-10 M 1.2E-11 M nia
CCK; (CCKa) (B] [antagonist effect)
YMO22 B.0E-10 M TIE11M nfa
C3aR (i) (antaganist effect)

SE200157 24E-06 M A 1E-O8 M nia
CRF, (i} (antagonist effect)

aralamine 9.6E-08 M SAE-OB M nia
CRF; . (h] (antagonist effect)

astressin 4.8E-08 M 4 BE-0% M nia
D, (i (antagonisl sfiect]

SCH F33a80 2.6E-08 M 41E-10 M nia
bunaciamal A.3E-09 M SAE-10 M nia
[+)butadamal 1.2E-08 M 1.5E-08 M nia
clazapine 1.2E-0T M 1.5E-08B M nia
Du (i (antagonisl sfiect]

SCH Z3300 1.5E-08 M SBE-10 M nia
ETa i) (antagonist siiecl)

BO-123 A3E-10 M J.0E-11 M nfa
ET, (R} [antagonist effect)

BO-TAE 3.BE-08 M 9.6E-00 M nia
GnRH () (antagonist effect)

Celrorelix 3.0E-09 M 4 BE-10 M nia
GABAB1D beta (i) [antagonist effect)

CEPS58454A 2.5E-08 M 2BE-10 M nia
GLP-1 (antaganist effect)
exmndin-3(3-39) A1ED8 M S.8E-10 M nia
GHRH (i {antagonist offoct)

[N-Acebd-Tyr' DA |-GHRF 21E08 M 4EE.08 M nia
Ghrelin | GHSR-1a (h [antaganist effect)

Substance P 3.BE-D& M TAE-00 M nia
Hifhl {antagonist effect]

pyrilamine 6.TE-09 M 1.6E-09 M nia
Heff] (antagonist sfiect)
cimetidine S5.8E-06 M 9AE-O7 M nia
Hyfh) (antagonist effect]

thioperamide 2AEDE M 6.1E-D8 M nia
Hu (ij (antagonisl sfiect]

JHU TFIT120 3.8E-08 M 2.3E-00 M nia
CysLT, (LTDy) g} {antagonist effect]

MK 571 4.ZE-10 M 9TE-11 M nia
LPA1(h) [antagonist effect]

KB435 7.BE-0& M 6.0E-00 M nia
S.Py b} (antagonist effect]
WPL2A018 S1E-DE M 1.1E-08 M nia
S.Py (k) (antagonist elffect)

JTE 013 4.BE-D8 M 1.0E-08 M nia
MC, (antagonist efiect]
AGRP (83-132) 2.5E-07 M 9.3E-00 M nia
MC; {h} (antaganist effect)

SHU &119 J4E-D8 M GAE-10 M nia



Compound LD.

MC, jh} [antagonist effect)
SHUE119

MCs jh) [antagonist effect)
AGRP [83-132)

MT; (MLis) (b} [antagonist effect)
luzindole

M; {h] (antagonist effect)
pirerzepine

M; fhj {antagonist effect)
methoctramine

M; fhj {antagonist effect)
4-DiAMP

M, fhi {antagonist effect)

PD 102807

M; [h) [antagonist effect)
Alropine

NPE (b} (antagonist effect)
SHAGE

NE; jh} {antagonist effect)

L 733,060

MK, jh} {antagonist effect)
GR 158887

NE; fh} {antagonist effect)

S8 222200

NTS, [NT fh)(antaganist effect)
SR142948

NTS, [NT2) (i) _(antagonist effect)
neurctensin

& (DOP) (k) {antagonist effect)
Maltriben

 (KOP) [antagonist effect)
nar-BMI

1 (MOP) (h) (antagonist effect)
CTOP

MOP (h) (ORL1) [antagcnist effect)

LFE.101
O, fh) jantaganist effect)
SE 33467

O fh) jantaganist effect)
JNJ 10387048

PTH1 (h) {antaganist effect)
PTHHP (7-34)

DP, (k) [antagonist effect)
MK0524

EP, (h) {antagonist effect)

8C 51322

EP; (b} {antagonist effect)

AH E809

EP3 {1t} {antagonist effect)

L798.106

EP, {h} {antagonist effect)

GWEZTBEEX

1P (PGl (k) (antagonist effect)
Cav 10441

TP (THAPGH;) fh) (antagonist effect)

L 670598

PAR1 jh) (antagonist effect)
SCH 79737

1Csa (M)

T7.3E-10 M

14E0T M

1.BE-06 M

2.9E-08 M

1.4E-0T M

S5.2E-08 M

9.3E-08 M

2A4E-08 M

4.TE-D8 M

1.2E-08 M

HAE-10 M

4. 2E-D8 M

2.9E-08 M

23EA0T M

T7.7E-08 M

T.BE-10 M

7.9E-08 M

1.6E-0T7 M

S.BE-D8 M

9.5E-08 M

2.2EA0T M

1.BE-08 M

2.6E-08 M

2.TE-06 M

44E-10 M

T7.TE-DE M

A.3E-08 M

1.4E-08 M

1.BE-DE M

Ka (M)

TEE-11M

J.0E-08 M

1.7E-07 M

SAE-DS M

1.6E-08 M

4.TE-10 M

BAE-0D M

2310 M

1.3E-06 M

1.BE-10 M

1TAE-10 M

J.BE-D9 M

26E-08 M

4 BE-DB M

1.1E-08 M

1.3E-10 M

TIEDOM

4.0E-DB M

1.2E-08 M

1.3E-08 M

2.BE-DB M

J.EE-10M

4 1E-08 M

B.EE-0T M

TIE-11M

T.2E-D0 M

4 BE-05 M

20E-10 M

25E0T M

¥

§OF| BB

¥ B B OB B OB B

| BB E

i

i

i

¥ OE BB



Compound LD
P2Y1 (hj (antagonist effect)
MRS 2500
P2Y;: (k) [antagonist effect)
AR-C 1186253
S=HT1A {F) {antagonist effect)
[SFWAY- 100835
SHT1B (h} (antagonist effect)
GRES562
5-HT,; ([antagonist effect)
meethmaibepin
5-HTu (h) (antagonist effect)
ketanseann
5-HT:a (h} (antagonist effect]
SB 206553
5-HT,: (b} (amtagonist effect)
SB 206553
5-HTu (h) {antagonist effect)
GR 113808
8=HT; (h] {antsgonist effect)
meathmlbepin
5-HT, {h) (antagonist effect)
muathmalbepin

PAC, [FPACAP) ) {antagonist effect)

PACAP: 5

VPAL, (VIP,] (h) [antagonist effect)

VIP GRFy:

V., ik [antagonist effect)
[HEH: ) Ty Me) 40P
W; (k) (antagonist effect)

[adamaniansacetyl’ O-Et-D-Tyr" Val* aminabutyrd -awP

Kinase binding assays
This study was outsourced to DiscoverX (KINOMEscan®, Freemont,

compliant with the corresponding project BUY004-01-p-00001.

IS5 (M)

1.9E-02 M

3.8E-07 M

5.2E-08 M

6.9E-08 M

1.7TE-O0T M

6.5E-08 M

1.8E-08 M

1.3E-08 M

3.BE-10 M

6.3E-09 M

1.1E-02 M

21E-D& M

9.0E-08 M

5.3E-08 M

3.0E-08 M

Kg (M)

4. 3E-10 M

G.EE-DB M

1AE-08 M

1.1E-08 M

1.1E-08 M

1.3E-08 M

2. 8E-08 M

2.8E-08 M

SEE-1TM

9.BE-10 M

1.3E-10 M

T.BE-DD M

1.BE-0B M

1.BE-10 M

S1E-08 M

niH

na

nia

nia

nia

CA, USA) and is

Table S5 A list of the 450 protein and lipid kinases representative of all major human kinase families

tested as potential targets of S-CE-123 at 2.8E-06 M (ICso for DAT re-uptake inhibition) in vitro

binding assay. Results are reported as percent control (% Ctrl), where lower numbers indicate stronger

hits in the matrix on the following page(s). %Ctrl calculation: ((test compound signal-positive control

signal) / (negative control signal — positive control signal)) x 100.



CC—

_wam —mam K @ 28000M
96 CSNK1G2 o4
AEL'I(EEEK:I-pImpth-lE‘th 73 BRSK1 100 CSNK1G3 28
ABL1{F317I)}-nonphosphorylated 100 BRSKZ 100 CENK2ZA1 28
ABL1({F3171}-phasphorylated oz BTK 100 CSNK2AZ 100
ABL1{F317L}-nonphospharylated 100 BUE1 100 CTK 51
ABL1{F317L}-phosphorylated 100 CAMKT a7 DAPK1 91
ABL1{H206P)-nonphosphorylated 86 CAMKIB 100 DAPK2 o6
ABL1{H306F)-phospharylated 90 CAMKID 96 DAFK3 26
ABL1{M351T)-phosphoryated 100 CAMKIG g2 DCAMKL1 100
ABL1{@252H}-nonphospharylated 66 CAMKZA 03 DCAMELZ o7
ABL1{Q252H}-phosphorylated B4 CAMKZE a7 DCAMKL3 08
ABL1({T315|)-nonphosphorylated 100 CAMKZD 8a DOR1 100
ABL1{T315l}-phasphorylated oe CAMKZG a5 DOR2 100
ABL1(Y253F)-phosphorylated 93 CAMKS a1 DLK 100
ABL1-nonphosphorylated o2 CAMKK1 95 DMPK 08
ABL1-phosphonylated 100 CAMKE2 o4 OMPKZ 28
ABLZ2 =T CASK 82 DRAK1 a5
ACVRI 00 CDC2L1 85 DRAKZ 95
ACVRIB 100 cOoC2L2 o8 DYRK1A o6
ACVRZA 100 CDC2L5 98 OYRKIE 40
ACVRZB 100 CDK11 71 DYRK2 86
ACVRL1 B4 CDK2 o4 EGFR
ADCK3 87 COK3 100 EGFR{ET46-AT50del) 93
ADCK4 06 CDK4 100 EGFR{GT18C) 74
AKTA g9 COK4-cyclinD 100 EGFR{GT185) 7
AKT2 87 CDK4-cyclinD3 85 EGFR{LT4T-E740del, ATS0F) 93
AKT3 g9 COKS a7 EGFR{LT47-S752del. FT53S) 06
ALK 100 CDKT 70 EGFR{L747-T751delSins) |57
ALK(C1156Y) 100 COKE 06 EGFR{LA5ER) oz
ALK(L1196M) 100 CDKD 92 EGFR{LASER TT20M) ag
AMPH-alpha1 o2 CDKL1 100 EGFR(LEG1D) 98
AMPK-alpha? o7 CDKL2 a9 EGFR{S752-1750dsl) 66
ANKK1 100 COKL3 81 EGFR{TTI0M) 98
ARKS 100 CDKLS a7 EIF2AK1 100
ASK1 B4 CHEK1 82 EPHA1 96
ASK2 100 CHEK2 78 EPHAZ 73
ALRKA a1 cIT 74 EFHAZ a7
AURKE 78 CLK1 06 EPHA4 o7
AURKE 100 CLKZ o3 EPHAS 26
AXL 06 CLK3 95 EPHAG 100
BIKE a7 CLK4 100 EPHAT 96
BLK 00 CSF1R 76 EPHAR 100
BMPRIA 100 CSF1R-autoinhibited 100 EFHE1 100
BMPRI1B 100 CEK o8 EFHB2 B0
BMPRZ 100 CENK1AT T4 EFHB3 100
BAMX 57 CSNK1AIL 100 EPHES4 a5
BRAF 100 CSNK1D 100 EPHES 20
BRAF(VEOOE) 100 CSNKIE 96 ERBB2 100
CENKIGT 96 EREB3 &9

“Cirl Legend

X EC (FSE10 1053 35



= T S N
GeneSymbol | %CW@28000M GensSymbol | %OK@2800M Gens Symbol %Gl @ 25000
o6

ERBB4 ICK 91 MAPKAFPKZ 909

ERK1 o IGF1R O MAPHAPKS 100
ERKZ2 o5 IKK-alpha 100 MARK1 a3
ERK3 a3 IKK-bsta 96 MARKZ 100
ERKE4 100 IKK-epsilon 98 MARK3 7o
ERKS oy INSR 100 MARK4 98
ERKE 100 INSRR 34 MAST1 94
ERN1 =] IRAK a1 MEK1 o4
FAK 100 IRAK3 96 MEK2Z a3
FER 100 IRAKS 94 MEK3 86
FES a5 ITK 100 MEEK4 100
FGFR1 100 JAK1{JH1domain-catahytic) 93 MEKS

FGFR2 ar JAK1(JH2domain-pseudokinase) 92 MEKE il
FGFR3 9 JAKZ{JH1domain-catahytic) 100 MELK 67
FGFR3(GGITC) 06 JAK3{JH1domain-catahytic) 100 MERTH 63
FGFR4 100 JMK1 a7 MET o
FGR 100 JMEZ 90 MET({M1250T) 99
FLT1 100 JMES T4 MET(Y¥12350D) 99
FLT3 06 KIT o7 MIME BT
FLT3{D&35H) KIT{ABZDF) 95 MEKT 100
FLT3{D&35V) 100 KIT{DB16H) 100 MEME 0
FLT3{D&35%Y) 80 KIT{DE16v) a7 MEMNEZ G
FLT3{ITD) 100 KIT(LSTEF) 99 MLCK
FLT3(ITD,D835V) 100 KIT(VS590) 97 MLK1 100
FLT3{ITD,F&aiL) S KIT{WVS50D, TETOI) 83 MLKZ 0f
FLT3{KB630) 06 KIT{WS50D,VE544) 100 MLK3 100
FLT3{Ma411) 0 KIT-autoinhibitad 85 MRCKA a5
FLT3{RE340) a0 LATS1 93 MRCKB o8
FLT2-autoinhibited a9 LATSZ 100 M5T1 ar
FLT4 100 LCK 100 MST1R a3
FREK 06 LIMK1 58 MST2 80
FYN a3 LIrAE2 88 MST3 ar
GAK, 100 LKB1 100 MST4 100
GCM2(Kin.Dom.2,5808G) 100 LOK 95 MTOR 100
GRK1 100 LRREZ2 100 MUSK 100
GRKZ 100 LRAKZ(G20105) 06 MYLK o6
GRK3 100 LTK 93 MY LKZ o
GRK4 T3 LYM B3 MY LK B
GRKT an LZK 34 MY O3A 96
GEK3A o0 BAAK 54 MYO3B a2
GSK3B8 az MAPZK1 85 NDR1 83
HASPIN a5 MAPIK1S 84 NDR2 82
HCK o9 MAPZKZ 100 MEK1 al
HIPK1 a0 MAPIK3 BE NEK10 100
HIPK2 100 MAP3K4 84 MEK11 100
HIPK3 a1 MAP4KZ 100 MNEKZ 96
HIPH4 100 MAPSKZ 100 NEK3 100
HPK1 a9 MAPSK4 100 MEKA 83
HUMNEK 100 MAP4KS 95 MNEKS al
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NEKG 100 PIPSK1A 95 RSK1{Kin.Dom_2-C-terminal) 92

NEKT 100 PIPSK1C 100 RSK2{Kin.Dom.1-N-terminal) 100
NEK2 100 PIP5K28 100 RSK2{Kin.Dom_2-C-terminal) 96

NIK 100 PIP5K2C 100 RSK2{Kin.Dom.1-N-terminal) 100
NIM1 a7 PKAC-alpha a5 RSK3{Kin.Dom_2-C-terminal) 87

NLE a7 PKAC-beta 100 RSK4{Kin.Dom.1-N-terminal) 100
OSR1 a0 PEMYT1 8 RSK4{Kin.Dom_2-C-terminal) 94

p38-alpha 100 PEN1 100 S6K1

p3a-heta 94 PHMNZ 86 SEK1 100
p3a-delta 95 PKNB(M tuberculosis) a6 SGK 24

p38-gamma 100 PLK1 79 SgK110 72

PAK1 92 PLK2 80 SGK2 100
PAK32 77 PLK3 o5 SGK3 100
PAK3 70 PLK4 89 SIK 100
PAK4 a8 PRKCD 80 SIK2 100
PAKE 100 PRKCE 100 SLK 100
PAKT 98 PRKCH 100 SNARK 100
PCTH a7 PRKCI 100 SHRK 28

PCTKZ 93 PRKCO 100 SRC 100
PCTK3 99 PRKD1 az SRMS o8

PDGFRA 98 PRKDZ a8 SRPK1 92

PDGFRB 99 PRKD3 08 SRPK2 76

PDPK1 95 PRKG1 100 SRPK3 76

PFCDPK1(P falciparum) | 70 PRKG2 ag STK16 o7

PFPKS(P falciparum) 84 PRKR a3 STK33 a0

PFTAIRE2 100 PRKX 100 STK35 28

PFTK1 92 PRP4 2z STK36 88

PHKG1 100 PYH2Z 100 STK3a 100
PHKG2 95 QSK 23 SYK 100
FIK3CZE 98 RAF1 76 TAK1 71

FIK3C2G 66 RET 96 TAOK1 100
PIK3CA a0 RET(M818T) 89 TAOKZ 100
PIK3CA(C420R) a2 RET[VE04L) 91 TAOK3 o1

PIK3CA(E542K) a8 RET(VS04M) 05 TBK1 100
PIK3CA(E545A) a3 RIOK1 77 TEC 100
PIK3CA(E545K) a2 RIOK2 ag TESK1 06

PIK3CA(H1047L) 100 RIOK3 a7 TGFBR1 86

PIKICA(H1047Y) 100 RIPK1 a0 TGFBR2 a8

PIK3CA{IB00L) a4 RIPK2Z 100 TIEA 100
PIKICA{MI0431) 63 RIPH4 a7 TIEZ 100
PIK3CA|Q546K) a7 RIPKS a5 TLK1 91

PIK3CB a3 ROCK1 100 TLKZ 95

PIK3CD 86 ROCK2 100 THIK 8o

PIKICG 70 ROS1 o1 TMK1 74

PIK4CE 94 RPSEKA4(Kin.Dom. 1-N-terminal) 100 THK2 100
PIKFYVE 100 RPSEKA(Kin.Dom.2-C-terminal) 09 TMMIZK 100
PIM1 100 RPSBKAS(Hin.Dom. 1-N-terminal) 100 TRKA 100
PIM2 100 RPSBKAS(Hin.Dom.2-C-terminal) 85 TRHB 100
FIM3 100 RSK1(Kin.Dom.1-N-terminal) 80 TRHKC 100
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TRPME 100
TS5K1B 73
TSEK3 100
TTK BG
THK Ba
TY¥K2({JH1domain-catalytic) o8
TYK2{JH2domain-pseudokinase) 100
TYRO3 100
ULK1T 100
ULKZ2 100
ULK3 100
VEGFR2 a7
VPS34 100
VREZ2 o8
WEE1 100
WEE2 100
WK (]
WHEK2 100
WHK3 100
WhEK4 100
YAMNKT BE
AN OB
YAMKS 100
YES 100
YSH1 BB
YSH4 o6
ZAK BE
ZAPTO o5
“%Cirl Legend
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Pharmacokinetics study in rats after single intra-peritoneal administration of S-CE-123 at 10
mg/kg/body weight

Animals

Eighteen male Sprague Dawley (Rj Han:SD) rats

Age/weight: 200-225 grams at the day of the delivery day

Breeder: Janvier Labs, Le Genest-Saint-Isle, 53940 Saint Berthevin Cedex, France.

Pre-treatment period: after their arrival, the animals were acclimated for a period of at least

5 days before the beginning of the surgery or the dosing period.

From animal arrival at Evotec France, the animals were group-housed by 2 corresponding to the same
compound treatment in dedicated home cages (1291H; size 820 cm2, Tecniplast );

The animal room conditions were set as follow: temperature: 22 + 2°C, relative humidity : 50 + 10%,

light/dark cycle : 12 h/12 h, air change rate : 12 to 15 cycles/hour of filtered, 100% fresh air. All animals



had free access to filtered tap water. All rats are fed with a maintenance chow (AO4C, Safe, 89290

Augy) during the acclimation and the study.

Jugular vein cannula implantation

Materials:

« catheter C30PU-RIV1303 — polyurethane ; size : 3Fr (@ 0.6X1.0 mm) L : 30cm ;

* pin-port and pin-port injector;

* heparinized saline solution: 5 mL d’Héparine ChoayND (25 000Ul corresponding to 5000
Ul/mL) in 45 mL of saline solution NaCl 0.9% corresponding to a final concentration of 500
Ul/mL

« Isoflurane anesthesia (Isoflo 100%)

* Buprenorphine (Buprecare)

* Disinfectant soap (Polyvidone iode VetedineScrub) and disfectant (10% Vetedine solution)
* Alcohol 70°

* 5-0 non absorbable suture with curved needle

« Sterile gauze pads

* Heating pads

* Sterile saline

Methods:

The main step for the implantation of cannula in jugular vein are described as follows

* Remove the hair and disinfect the incision sites (dorsal and ventral) with appropriate disinfection
protocol with Vetedine ScrubND, Alcohol 70° and Vetedine ND (repeated 3 times); apply lubricant
ointment on the eye.

¢ Administer buprenorphine (BuprecareND, multidose 0.3 mg/ml, Axience) 0.05 mg/kg by SC route
just before surgery and 8 H post-surgery

¢ Prepare the catheter and fill it in with heparinized saline solution

¢ Place the rat in dorsal recumbency on the heating pad

e Make a 1 cm ventral cervical skin incision right of the midline of the neck at the level of the clavicle
¢ Using a hemostat, bluntly dissect the right jugular vein, separate out the salivary and lymphatic
tissues to visualize and isolate a 5 mm section of the vessel. Using 5-0 non absorbable suture, place a
loose tie on both cranial and caudal ends of the vessel to maximize the exposure of the vessel. Using
a micro surgical scissor make an incision large enough to pass the catheter, in line with the vessel

between the two ligatures and tie the cranial ligature around the vessel.



¢ Insert the venous catheter into the vessel towards the heart with the assistance of the micro
dissecting hook and forceps and advance the catheter until all of the PU 3F segment is in the vessel.
Use the ligatures at the cranial and caudal ends to secure the catheter to the vessel.

¢ Place the rat in sternal recumbency; make a 1 cm dorsal skin incision at the center of the nape of
the neck (between the scapulae).

¢ Through the ventral incision, a probe with the catheter is guided under the skin to the dorsal incision;
the top of the catheter is now connecter to pin-port system.

o After blood flow observed in the PE, close the skin incision with 5-0 non absorbable suture and
disinfect with vetedine ND.

Rats are recovered during two days before starting the study.

Table S6 Study design
Number of Dose Study |Sampling time Blood Brain
. . Dose Level . ) N
Group animals/ | Test Article (mg/ke) Route Volume | design number sampling collection
Group E/ke (mL/kg)
. . Yes @ 24 hrs
IP Id . .
group (serial deslgn) 3 (S)-CE-123 10 P 5 Serial 6 Cannula | asterminal
- 10 mg/Kg .
sampling
IP destructi .
group (destructive 15 (S)-CE-123 10 P 5 |Destructive 5 Cava vena Yes
design) — 10 mg/Kg

Randomization

Before surgery, the rats have been randomized depending on their weights to obtain
groups

of rats with homogeneous weights for surgery.

On the day of dosing, the catheterized rats have also been randomized as well as the
rats for

destructive design to obtain groups of three rats with homogeneous weights for the
study.

Dose Administration

For intraperitoneal route, the dose formulation were administered by intraperitoneal injection in the
rat’s lower right quadrant using a stainless steel needle fitted on a plastic syringe. The volume of dose
formulation administered to each animal was adjusted according to the body weight. A constant
dosage volume of 5 mL/kg was used. The exact dose administered to each animal was measured by
weighing the dosing system before and after administration. The dose formulations was maintained

under delivery conditions (at room temperature, protected from light) throughout the dosing



procedure. The test item dose formulations was stirred for at least 5 minutes before and throughout
the dosing procedure.
Blood collection
Serial design:
At each scheduled sampling time, 200uL of blood was collected from the cannula on conscious rats.
Blood was collected in 1.5 ml Eppendorf vial. After withdrawing the blood, the withdrawn volume was
replaced with sterile saline solution (approx. 200uL). At the last sampling time of the dosing day, the
cannula was flushing with an anticoagulant solution (heparinized saline solution) and was closed
tightly. Blood was centrifuged at 10000g for 3 min at +4°C. Plasma samples (approximately 40 uL) was
collected in a 96 well plate in triplicate and then stored at -20°C until bioanalysis.
Clinical observation
All animals were observed for mortality and general condition at least twice daily (once in the morning
and once in the afternoon) during the week and once daily during the weekend. The adverse event,
clinical signs or death were reported in the study book.
Bioanalytical Methods
e Pump : Thermo Accela
e Auto Sampler: Thermo Accela Open AS
e Column Oven : Agilent 1100 Heater
* Mass Spectrometer : Thermo TSQ Quantum Ultra
e Software : Excalibur version 2.1.0
Chromatography
¢ Column: Hypersil Gold C18 (50x2.1mm ; 1.9um)
* Flow : 700ul/mn
¢ Oven temperature: 40°C
¢ Mobile phase :

Phase A aqueous-acidic: formic acid (0.1%) / HPLC water

Phase B organic-acidic: formic acid (0.1%) / Acetonitrile

Table S7 Gradient mode

Time (min) 0 0.1 0.5 1.5 1.6 2.0
% Phase A 95 95 5 5 95 95
% Phase B 5 5 95 95 5 5

Injection Volume: 5 uL
Mass spectrometry

¢ lonization mode: ESI positive mode



¢ Capillary Temperature: 350 °C
¢ Vaporizer Temperature: 350 °C

Table S8 MS parameters.

Skimmer offset (S)-CE-123: unused
Tolbutamide (ISTD): unused
Collision Energy Voltage (S)-CE-123: 11V

Tolbutamide (ISTD): 30 V

Multiple Reaction Monitoring | (S)-CE-123: m/z 314.045 - 167.060
Tolbutamide m/z271.4->91.2
Retention Time (S)-CE-123:0.92mn

Tolbutamide: 0.93mn

Preparation of quality control and calibration samples

Quality Control (QC) samples and Calibration Samples wereprepared daily by spiking rat plasma or
brain homogenates with working solutions prepared from independent weighing. The calibration
curve werecalculated from calibration levels at 2.5, 5, 10, 25, 50, 100, 200, 500, 1000, 2000 and 5000
ng/mL (at least 75% of all standards used to make up the curve will back-calculate to = 20% of their
nominal value and at least six non-zero concentrations that back-calculate to + 20% of their nominal
value wereused for the quantitation of the samples). The concentrations for Quality Controls were
12.5, 50, 150, 450, 1500 and 4000 ng/mL (At least 66% of all QC samples must be within * 20% of their
nominal value and at least 50% of QC samples at a given concentration must be within +/- 20% of their
nominal value). Regressions used were linear or quadratic regressions (plasma and brain, respectively)
not forced through the origin, and weighted by 1/x? or 1/x (plasma and brain, respectively) (with R2
>0.98). The lower limit of quantification (LLOQ) was defined as being less or equal to 120% of the area
of the first EB following the ULOQ.

PK analysis

The pharmacokinetic parameters were calculated from the individual plasma concentrations using the
program WinNonLin 7.0 (Phoenix 64), non-compartmental model 200.

Study Plan adherence and deviation

No deviation was reported during the study

Results

Table S9 Individual plasma concentrations of (S)-CE-123 (serial design)



Animal 1 2 3

Animal Weight (g) 250 258 267
Dose Volume (mL) .00 103 107
Actual Dose (mg/kg) 10 10 10
Nominal Sa"';:')"“ Timepolnt Actual Time (h) Conc.(ng/iml) | ActualTime(h) | Conc.(ng/mL) | Actual Time (h) | Conc. (ng/mL)

0.25 025 5295 0.25 9998 0.25 11591

0.50 0.50 3984 0.50 4836 0.50 8834

1.00 1.00 2238 1.00 2629 1.00 4878

3.00 3.00 260 3.00 464 3.00 1960

7.00 7.00 3.40 7.00 266 7.00 782

24.00 24.00 BLQ 2400 BLQ 24.00 BLQ

Table S10 Individual plasma and brain concentrations of (S)-CE-123 (destructive design and

terminal sampling time of serial design@ 24hrs)

Time Animal Plasma Brain Kp
h 1D ng/ml ng/g Br:P|
7 8738 5600 0.64
8 3797 3i7ay 1.00
0.25 9 4413 4956 112
MEAN 5649 4781 0.92
sD 2692 919 0.25
10 2637 2586 0.98
11 575 605 1.05
0.5 12 4124 3795 0.92
MEAN 2445 2329 0.98
sD 1782 1611 0.07
13 1242 1335 1.08
14 646 601 0.93
1 15 1182 1268 1.07
MEAN 1023 1068 1.03
sD 328 406 0.08
16 182 183 1.0
17 145 124 0.9
3 18 315 26.6 0.8
MEAN 120 111 0.90
sD 78.5 79.1 0.09
19 BLQ BLQ NC
20 BLQ BLQ NC
7 21 10.7 BLQ NC
MEAN BLQ BLQ NC
sD - = -
1 BLQ BLQ NC
24 (brain 2 BLQ BLQ NC
serial) 3 BLQ BLQ NC
MEAN BLQ BLQ NC
SD - - -
0.96
0.06

Table S11 Individual plasma pharmacokinetics parameters of S-CE-123.



IP 10 mg/kg

PK Parameter

1 2 3
Dose (mg'kg) 10 10 10
Dose (umol'kg) 32 3z 32
Cy / Crnax (N@/mL) 5295 9993 11591
Cq [ Crpax (NM) 16838 31796 36862
Teax (h) 0.25 0.25 0.25
tizz (h) 0.64 0.59 0.98
MRT (h) - - -
Vdss (L'kg) - - -
CL/CL_F (mL/min'kg) 3 22 10
AUCy (ng.hr'mL) 5406 7692 16187
AUC (nM.hr) 17191 24463 51475
AUCy, (ng.hr/mL) 5403 7690 16076
AUC, (nM.hr) 17181 24456 51123
Fractien Absorbed - - -
Ciast (ng/mL) 3.4 27 78.2
Number of Points used for 3 3 3
Lambda z
._M.I_C_% Extrapolation te 01 0.0 07
infinity
Tiast (h) 7 7 7




