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Proton NMR and HPLC data of Final Compounds
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Mass spectrum of 25

==== Shimadzu LabSolutions Data Report ====

<Spectrum>

Line#:1 R.Time:11.817(Scan#:710)

MassPeaks:500

RawMode:Single 11.817(710) BasePeak:435(5905113)
BG Mode:None Segment 1 - Event 1

6000000 2
5000000
4000000-: ?
3000000

3 ‘ r~
2000000§ | B
1000000- | _—

HraiS | PR CLER XS] L SR [ \ES T, = AT | !
150 200 250 300 350 400 450 500 550

m/z

S33



Expanded PDE Selectivity Screening 14b & 23b
Table S-1 Inhibitory Effects of the Compounds on PDE Activities

Inhibitors

2% Inhibition

PDE4B1

PDE4ACL

FDE4D7

FDETAL

PDETB

PDESAL

PDE9A2

PDE10AL

PDE10AZ

| SMQ-2-057 (23b). 1 uM

15

L

SMQ-2-057 (23b), 10 M

14

34

51

| SMQ-1-148 (14b). 1 M

14

| o |

SMQ-1-148 (14h), 10 M

36

2
2
0
8

3

= e

L= TN SV LRI

| Apremilast ~ 0.1 x ICsg

10

Apremilast ~ 1 x ICso

54

41

Aprenmlast - 10 x ICs5g

04

87

BRL-50481 ~ 0.1 x ICso

BRL-50481 ~ 1 xICs

51

BRL-50481 ~ 10 xICs

93

Diapyridamole ~ 0.1 x ICsp

10

| Dipyridamole ~ 1 x ICs

Dipyridamole ~ 10 x ICsp

86

| Bay 73-6691 ~ 0.1 x ICs;

| Bay 73-6691 ~ 1 x ICsp

| Bay 73-6691 ~ 10 x ICs

| Papaverine ~ 0.1 x ICsp

| Papaverine ~ 1 x ICsp
|

Papaverine ~ 10 x ICsg
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Cell Viability and Protein Expression in Cell-Based Assay

Table S-2. PDE11A4 protein expression (normalized by Ponceau staining and expressed as a
fold-change of DMSO) measured in drug-treated transiently-transfected HT-22 cell samples
used in the PDE assay confirms that the decrease in PDE11A4 catalytic activity caused by these
compounds is not explained by a reduction in expression of the protein itself.

1 14b 25

DMSO 1.0+0 1.0+0.14 1+0
0.1 uM 1.32+0.27 1.02+0.10 1.16+0.12
1uM 1.21+0.29 1.10+0.07 1.04+0.17
10 uM 1.12+0.17 0.819+0.14 1.25+0.19
100 uM 0.94+0.03 0.78+0.10 1.19+0.12

Neither 1 (failed normality; ANOVA on Ranks: H(4)=1.04, P=0.4), 14b (F(4,15)=1.46, P=0.263)
nor 25b (F(4,15)=0.56, P=0.697) significantly changed PDE11A4 protein expression. Data
expressed as mean +SEM.

Table S-3. The number of intact transiently transfected cells counted in a separate study of
drug-treated HT-22 cells confirms that the decrease in PDE11A4 catalytic activity caused by
these compounds is not explained by a loss of PDE11A4-expressing cells.

1 14b 25
DMSO 100£21.9 63.8+4.6 735
0.1 uM 92+6.2 51.2+4.3 77.5+7.2
1uM 86.5+12.7 53+3.7 92+7.3

10 uM 88.3£12.3 61.8+4.0 78.5+9.1
100 UM 76.84+10.1 61.5+£2.7 71.5+2.4
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Sample images for quanitification were taken using an inverted Leica microscope with a 10x
objective. All cells within the field of view showing expression of the GFP-PDE11A4
recombinant protein were counted by an experimenter blind to treatment. Neither 1
(F(4,15)=0.38, P=0.817), 14b (F(5,18)=2.09, P=0.132) nor 25b (F(4,15)=1.50, P=0.251) significantly
changed the total number of cells expressing PDE11A4 protein. Data expressed as mean +SEM.
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