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Table S1.- Elemental analyses of N-(benzothiazolyl)-phenylacetamides and related
compounds.

Table S2.- Kinase profiling for compound 20 (IGS-2.7). Data are expressed in % kinase

activity at a concentration of 10 uM for the tested compound.

Table S3.- Kinase profiling for compound 24 (IGS-2.37). Data are expressed in % kinase
activity at a concentration of 10 uM for the tested compound.

Figure S1.- Docked poses of selected CK-16 inhibitors, compounds 24 (A) and 34 (B), on
their target (PDB Code: 3UYS).

Figure S2.- Linear correlation between experimental and reported permeability of
commercial drugs using the PAMPA-BBB assay.



Table S1. Elemental analysis

Molecular Calculated Found
Compound
Formula %C Y%H | %N %S |%C |%H |[%N |%S

1 C14H13CINLO,S | 54.46 | 4.24| 9.07 |10.38|54.47|4.21 | 9.06 |10.29
2 C16H14CIN3O 64.11 |4.7114.02 63.70|4.35|13.51

3 C16H14CIN3O 64.11 |4.7114.02 64.02|4.80|13.95

4 C10HsCIN:OS 47.34 |3.1815.56|12.64 |47.98 | 3.39|16.80| 12.51
5 C12H10CIN;O 58.19 |4.07 | 16.97 58.2014.09|16.72

6 C12H10CIN3O 58.19 |4.07 | 16.97 58.10|4.02|16.85

7 C15H11CIN2O, 62.84 |3.87| 9.77 62.78 | 3.59 | 9.64

8 C16H14N205 68.07 |5.00 | 9.92 67.87|4.69| 9.74

9 CisH1oCINO,S | 59.31 [3.32| 4.61 59.56|3.33 | 4.36

10 CisH11F3N2OS | 54.54 |3.15| 7.95 | 9.10 |54.21|2.99| 7.86 | 8.98
11 C17H15F3NOS 5794 1429 7.95 | 9.10 |57.85|4.12| 7.70 | 9.05
12 C21H16N20OS 73.23 |4.68| 8.13 | 9.31 |73.50|4.72| 8.33 | 9.26
13 Ca3H2oN20,S 7111|519 7.21 | 825 |71.12|5.31| 7.20 | 8.43
14 C16H13CIN,OS | 60.66 [4.14| 8.84 |10.12(60.62|4.09 | 9.01 | 9.99
15 Ca22H1gN0OS 73.71 [5.06| 7.82 | 8.95 |74.00|5.08| 7.54 | 8.76
16 Ci6H12F3N30,S | 52.31 |3.2911.44| 8.73 |50.27|4.08|11.54 | 8.85
17 C16H13CIN,OS 60.66 |[4.14| 8.84 ({10.12|60.90|4.15| 8.83 | 9.87
18 C16H13CIN,OS 60.66 |4.14| 8.84 ({10.12|60.90|4.31| 8.92 |10.12
19 Ci5H10ClbN.OS | 53.42 [2.99| 8.31 | 9.51 |53.74|3.10| 8.55 | 9.41
20 C16H10CIFsNOS | 51.83 |2.72| 7.56 | 8.64 [51.72|2.83| 7.27 | 8.56
21 Ci6H13CIN,O,S | 57.74 |3.94| 8.42 | 9.63 |57.46|3.90| 8.27 | 9.44
29 Ci6H10CIF3N2O,S | 49.68 [2.61| 7.24 | 8.29 |49.81|2.45| 7.32 | 7.99
23 C17H15CINLO,S | 58.87 |4.36| 8.08 | 9.25 |59.02|4.18 | 8.13 | 8.96
24 C16H1oCIF3N,OS | 51.83 |2.72| 7.56 | 8.65 |51.68|2.54| 7.50 | 8.38
25 C16H13CINL,OS | 57.74 |3.94 | 8.42 | 9.63 |57.68|3.97 | 8.42 | 9.69
26 C47H15CIN,O,S | 58.87 [4.36| 8.08 | 9.25 |58.75|4.31 | 8.21 | 9.16
27 C16H10CIFsNOS | 51.83 |2.72| 7.56 | 8.65 [52.00|2.71| 7.55 | 8.49
28 C16H13CIN,O,S | 57.74 [3.94| 8.42 | 9.63 |57.74|3.83 | 8.20 | 9.37
29 C47H15CIN,O,S | 58.87 |4.36| 8.08 | 9.25 [58.69|4.22| 7.94 | 9.02
30 C1sH13BrN2O,S | 50.94 |3.47| 7.43 | 8.50 [51.08|3.60| 7.31 | 8.29
31 C16H13CINLO,S | 57.74 [3.94| 8.42 | 9.63 |57.69|4.02 | 8.25 | 9.48
32 CisH13FN2O,S | 60.75 [4.14| 8.86 |10.14(60.54 | 3.99| 8.74 | 9.88
33 Ci7H16N20,S 65.36 |5.16 | 8.97 |10.26|65.37 | 5.40| 8.79 [10.36




34 Ci7H13F3sN.O,S | 55.73 |3.58 | 7.65 | 8.75 |56.02|3.61 | 7.37 | 8.75
35 C17H16N205S 62.18 {4.91| 8.53 | 9.76 |62.05|4.79| 8.52 |10.39
36 Ci7H13FsN.O3S | 53.40 |3.43| 7.33 | 8.39 |53.22|3.28| 7.21 | 8.09
37 CigH1sN203S 63.14 |5.30| 8.18 | 9.36 [63.19|5.25| 8.23 | 9.35
38 Ci7H13F3N,O,S | 55.73 |3.58 | 7.65 | 8.75 |55.80|3.41| 7.66 | 9.02
39 C17H16N205S 62.18 {4.91| 8.53 | 9.76 |62.53|4.68| 8.41 |10.00
40 CigH1gN2035S 63.14 |5.30| 8.18 | 9.36 [63.09|5.32| 8.19 | 9.64
11 Ci7H10FsN.OS | 50.50 [2.49 | 6.93 | 7.93 |50.63|2.71| 7.08 | 8.16
42 Ci7H13F3N,O,S | 55.73 |3.58 | 7.65 | 8.75 |55.48|3.31 | 7.44 | 8.97
43 Ci7H16N203S 62.18 |4.91| 8.53 | 9.76 [62.38|5.10| 8.32 | 9.66
44 CigH1gN203S 63.14 |5.30| 8.18 | 9.36 [62.95|5.43| 8.22 | 9.61
45 C15H12N20S 67.14 |4.51]10.44|11.95|67.02|4.63 |10.31 | 11.74
46 CigH11FsN.OS | 57.14 |3.30 | 8.33 | 9.53 |57.30|3.28 | 8.09 | 9.80
47 C16HoF3CLN,OS | 47.42 |2.24| 6.91 | 7.91 |47.28|2.30| 7.04 | 7.38
48 C16H12ClLN2O,S | 52.33 |3.29 | 7.63 | 8.73 |52.05|3.09| 7.38 | 8.53
49 C17H14CloN2O,S | 53.55 |3.70| 7.35 | 8.41 |53.36|3.68| 7.09 | 8.41
50 C16HoClF3N2O,S | 45.62 |2.15| 6.65 | 7.62 |45.38|1.97 | 6.48 | 7.47
51 CigH1sFsN.OzS | 54.54 |3.81| 7.07 | 8.09 |54.82|3.93| 7.38 | 8.25
52 CigH17F3sN,OsS | 51.58 |3.87 | 6.33 | 7.25 |51.66|3.90 | 6.45 | 7.47
53 C19H20N205S 58.75 |5.19| 7.21 | 8.25 [58.95|5.33| 7.38 | 8.40
54 C20H22N205S 59.69 |5.51| 6.96 | 7.97 |59.46|5.48 | 7.05 | 8.00
55 CigH17FsN.O4S | 53.52 |4.02 | 6.57 | 7.52 |53.60|4.04 | 6.62 | 7.71
56 CigHi7FsN.OS | 56.13 [5.00 | 8.18 | 9.37 |56.01|4.97| 8.30 | 9.19

C14HisFsN,OS | 53.15 [4.78 | 8.86 |10.14|53.36 | 4.91| 9.02 | 9.90
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Table S2.- Kinase profiling for compound 20 (IGS-2.7). Data are expressed in % kinase
activity at a concentration of 10 uM for the tested compound.

Target ___ [IBSFF 0 Taret [iBs2@

; 100
BAK1 78 BREKI 88
ABL1(EZ55K) phosphonyiated 8D BRSHZ _ 100
RBL1[F31TI-nonghosphoryizted 82 BTK 57 DAPK1 100
RBL1(F317]1-phosphoryiated 5% BUET 100 DAPKZ &2
BBL1[F317Lnonphoszhonylated 100 CAMKI 100 DAPK3 100
ABLAIF31T ) phosghorylated &7 CAMKID 100 DCAMEKLY 48
ABL1(HIBEPnonphosshorylatsd 75 CAMKIG 100 DCAMKL? 100
BBL1(HIBEP)phosghonylated 80 CAMKIA 85 DCAMKLS 1c0
BBL1M35IT-phosphoriated 100 CAMK2E 100 DORY 100
BL1{0252H) nonphosshonylatsd 31 CAMK2D 74 DDR2 100
MBL1|0252H) phosohorylated B3 CAMKIG 57 DLK 2
ABL1(T315l-nonghosphoryiated 58 CAMES 100 DMK BS
ABL1{T315])-phosphoryizted 75 CAMKKL 57 DMPKZ 100
ABLI[Y253F .phosshonylated T3 CAMKKZ T4 DRAK1 100
ABL1-nonphospharyiated 73 CASK B0 DRAKI &
ABL1-phosohoryisted 76 COC2L1 100 DYRK1A 7]
ABLZ 100 cocalz 100 DYRK18 1"
ACVR1 72 cOC2L5 88 DYRK2 4
ACVR1E 72 COKHH 100 EGFR 43
ACVRIA 100 COK2 100 EGFRIET46-ATS 04! 100
ACVRIE 75 COK3 100 EGFRIGTISC) 100
ACVRLY 100 COK4-gyciinD Y EGFRIGTI9S) &7
ADCK3 76 COK4-cyclinDa 85 EGFRILTET-ET4%4e, ATS0P) T2
ADCKA 78 COKS By EGFRILTAT-S752del, FTS3S) 81
BKTA 100 COKT 55 EGFRILTAT-TTS1del Sng) 100
AKTD 100 COKE 100 EGFRLE58R) 25
AKTS T CoKg 83 EGFRILA53R, TTA0M) B8
ALK 100 CDKLY 54 EGFR{L851Q) 100
ALKIC1158Y) 100 COKL2 100 EGFRIST52-1759del) 100
ALKIL1196M) 100 CDKL3 B0 EGFRITTA0M) 3%
AMPK.-alpha1 a7 COKLS 100 EIFZAK1 37
AMPK.aipha? 100 CHEKY 100 EPHAY 100
ANKK1 5 CHEKZ a7 ZoHAz 91
BRKE B T 81 EBHA3 a0
ASK1 100 CLK S8 85
ASK2 B olkz 76 EBHAS 82
AURKA B CLK3 50 EPHAS 53
AURKB 55 oLk 11 EPHAT 100
AURKC g5 CSFIR 56 EPHAR 100
AXL 95 CEF1R-autoinhibied 100 EPHE1 160
BIKE 76 CEk 100 EPHEZ 100
BLK 100 CSNE1A 16 EPHE3 %
BMPR1A 100 CENKIAIL 12 EPHES %
BMPRIE 100 CENKID EPHES 75
BMPRZ & CENKIE (X =vcc: 100
BALX 100 CENKIGH B4 EREB3 8%
BRAF 79 CENK1G2 32 EREE4 100

BRAF{VE0OE) ) CENK1G3 L3 ERK1 100



T |
wmw . o oo mwwm

ERK2 | IRAK1 MEK1

ERK3 98 IRAK3 5 MEK2 100
ERKd 100 IRAKY B4 MEK3 100
ERKS B3 I 58 MEK4 9
ERKE 7  JAK1{JHdomain-catalytic) 100 MEKS 9
ERN1 o7 JAKA[J-Zdomain-gzeudokinaze) 100 MEKE 72
FAK 8l JAKZ(JHidomaincataivtic) 38 MELK 100
FER B4 JAK3{JH 1 domain-cataivtic) 74 MERTK B3
FES ‘B0 JNKY 70 MET 100
FGFRA .92 JHEZ2 &7 MET{M1250T) 72
FGFR2 B JNK2 59 MET(¥12350) 80
FEFR3 78 KIT 18 MINK, kL)
FEFR3(3EATC) 100 KiTiAB2eE) BT MKET a8
FGFRA g5 KITIDB16H) # MKNK 81
FGR B0 KIT{DB16V) 65 MENEZ a1
FLTY 28 KITIL57ER) 20 MLCK 5 |
FLT3 50 KIT{va54D) 14 MLK 84
FLT3(DB35H) 72 KIT{V530, T6701) 22 MLK2 100
FLT3(D835Y) 72 KIT[V5530, VES4A) 45 MLKS 8
FLT3(ITD} 59 KIT-autoinhibited 100 MRCKA 100
FLTHKEE3D) 39 LATS1 B MRCHKE 100
FLT3(NB41]) 6T LATS? 100 MST1 100
FLTI{RE34D) 83 LCK B8 MET1R, 100
FLT3-autoinhibited 100 LIMK1 B2 METZ 100
FLT4 92 LiMK2 100 MET3 100
FRK 100 LKB1 100 MST4 100
PN 100 LOK 100 MTOR, )
GAK 100 LRRK2 ‘a4 MUSE 100
GCN2{Kin Dom.2 S8083) 100 LRRK2(G20195) 83 MYLK 8
GRKI BY LTK 100 MYLK2 B0
GRKS 100 LN 100 MYLKS 74
GRKT B3 LZK 86 MYO3A 100
GEKI 72 MAK 100 MYO3E 5
GsK3s 82 MAPK B2 NDR1 B2
HASPIN 82 MAPIKIS 100 NDR2 a1
HCK 77 MAP3K2 51 NEK1 2
HIPK B4 MAP3K3 53 NEK10 100
HIFK2 33 MAP3KA 100 NEK11 ¥
HIPK3 ‘82 MAP4KZ 100 NEKZ 100
HIFK4 7 MAPKS 100 NEK3 B
HPK1 100 MAP4KL 100 NEK4 100
HUNE, 7 MAP4KS 52 NEKS 100
IcK 7 MAPKAPKZ 100 NEKE 82
IGFIR 100 MAPKAPKS ‘85 NEKT 100
IKK-alpha |36 MARK1 73 NEKS 100
KKbeta 48 MARKZ 100 MK a7
1KK-epsilon 100 MARK3 100 NIM1 100
INSR 50 MARKS B0 NLE, 100

INSRR 100 MASTI it O5R1 23



Target 8527

Gene Symbol Wm:ﬂm

p3d-alpha %

pIabeta 78 PKNE(M tuberculoss) &7 SGK 53

plid-dela 85 PLEA 100 Sqgk110 Ba
p3-gamma 75 PLK2 8 sGK2 g7

BAKY 100 BLK3 e 56K 30

BAK2 100 PLi b S 4

BAKI 8% PRKCD &2 Slk2 100
BT 1100 PRICE 43 SLK a2

BAKE 100 PRKCH 100 SNARK &

BAKT 100 PRKCI 100 SNRK ‘g9
PCTKY a0 PRKCO 100 SRC 100
BOTH2 21 PRED1 100 SAMS 3

PCTHI 5 PRKD2 100 SRPK1 75

POGFRA 100 PRKDI 100 SRPK2 100
POGFRE _ PRKG1 82 SRPK3 100
POPK1 100 PRKG2 51 STKIE -1

PFCOPKA ([P falciparum) |82 BRKR 100 STK33 100
PFPKS(P falciparum] 100 PREX 100 STK3S 100
PFTAIREZ B4 BRPY % STH3E 100
PFTKI a4 PYKZ 100 STH3S 100
PHKGT 100 Q8K 76 YK 39

BHKG? 100 RAF1 Y] TAK1 a2

PIKICZE 70 RET 100 TACK1 8

PIK3C2G 79 RETIMS1ET) 100 TADKZ 100
PIKICA 100 RETIVa04L) 100 TACK3 ‘99

PiKICAICAZOR) 55 RETIVECEM) 100 TEK ?g
PIKICAIES4ZK) B4 RIOK1 100 TEC ‘g1

DIKICA[ES45A) ] AIOK2 57 TESK1 100
DIKICAIES45K) 7 RICK3 100 TGFERI e

PIKICAH104TL) 85 RIEKL ) TGFERZ 9

PIKICAH104TY) 73 RIPK2 100 TIE 100
BIK3CAIB00L) 7 Gl a5 TIEZ 81

BIKICAMD43]) 78 RIBKS [ TLK1 Ba

PIKICAIQ546K) 100 ROCK? 4 TLKZ 95

PIK3CE 75 ROCK2 74 THIK, 100
PIKICD a7 ROS! 88 THE 75
PIKICG ‘98 RPESKA{Kin. Dom. 1-Noterminal] 79 THEZ 78

PiK4CB 139 RPEEKAHKin Dom.2-Cferminal) 83 THMIZK 100
BIM1 100 RPSSKAS(Kin Dom, 1-Moserminal) 100 TREA 100
PIMZ 100 RPEBKAS{Kin Dom.2-Cterminal) 71 TREB 100
PIM3 100 REK1(Kin Dom 1-Nderminal) &4 TRED ‘98

PIPSIIA 87 REKA(Kin.Dom 2-Cierminal] 100 TREMS ‘36

PIPSKAC 78 REK2(Kin.Dom 1-Nderminal) 20 TSSKIE 100
DIPSKIE B3 ASKZ(KinDom 2-Caerminal) 100 TTH 100
BIPSK2C 100 REK3(Kin.Dom 1-Ndermingt] 100 THE 100
PHAC-algha 100 REK3(KinDom2-Ctermnall 100 TYK2{JH1domain-catalytc) 5

PHAC beta B RSKA(Kin Dom 1-N-termnaf) 100 TYK2({JH2domain-sseudoknzss) 100
BHATYTY 53 REKA(KinDom 2-Ctermingl] 100 TYRO3 B

PEN1 100 S6K1 7] LILKA 41
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Table S3.- Kinase profiling for compound 24 (IGS-2.37). Data are expressed in % kinase
activity at a concentration of 10 uM for the tested compound.

BRI " o

ALK
ABL1(E255K}-phosphorylated g2 BREZK1 100
ABL1(F3171-nenphosphorylated | 100 BRSK2 75
ABL1(F317!)-phosphonylated 100 BTK 97
ABL1(F317L}-nonphosphorylated 100 BUB1 26
ABL1{F317L }-phospherylated 100 CAMK1 100
ABL1{H296P ) -nonphoesphonyated 20 CAMKID 88
ABL1{H386P )-phosphorylated o7 CAMKIG 100
ABL1(M351T)-phosphorylated 100 CAMK2A
ABL1{C252H)-nonphesphorylated 100 CAMEKZE 96
ABL1{0252H)-phasphoryiated 100 CAMKZD 96
ABL1(T3150-nonphosphorylated | 100 CAME2G 100
ABL 1{T3151-phosphorylated 100 CAME4 e=li]
ABL1(¥253F }-phosphorylated 100 CAMHKKY 87
ABL 1-nonphosphorylated oG CAMKK2 oo
ABL 1-phosphoryiated 88 CASK L,
ABLS 100 cDC2Ld 100
ACVR1 o8 CDC2L2 91
ACVR1B 87 23&?:—5 :$
ACVR2A 100
ACVR2B 100 Liakia i
ACVRLI 81 G i
AOCKS 0 CDKd—c:.rclfn D1 100
ADCK4 71 EEE;‘W“'“DB 1$
AKT1 100 e =5
hieT= = CDKB 100
AKT3 100 ;

CDK3 77
ot a CDKL1 100
ALK{C1156Y) 85 S a0
ALKIL1196M) 100 o i
AMP¥-alphat 100 CDKLS 100
AMPK-alpha? o8 cHEior ot
ANKIK = R i
ARKS 100 cIT 89
i e cLxt
ipi 99 CLK2 (18
AURKA, og 5 r—
ALIRKB o8 CLk4 |25
AURKC B4 CSFIR 57
AXL 100 CSF1R-autoinhibited 100
BIKE 45 CSK 91
BLK 100 CSMKIAT 42
BMPR1A a7 CSNKIAIL 56 |
BMPR1B 100 CSMKID (22
BMPRZ 80 CSMKIE [ D.05
BMX 53 CSNKIG &7
BRAF 100 CSMNK1G2 19

BRAF{VEDDE) 100 CSNK1G3 45



Iml—

- BeCiri @ 100000k %Ctrl @ 10000nM
CSHK2A1 {95 ERKZ a7
CSHKZAZ 87 ERK3 48
CTK 80 ERK4 a3
DAPK1 a3 ERKS 83
DAPKZ £83 ERKE T
DAPK3 95 ERN1 100
DCAMKLY T4 FAK 93
DCAMKLZ a0 FER 100
DCAMELS a0 FES ‘98
DORA 100 FGFR1 T
DoOR2 100 FGFR2 o4
DLK a2 FGFR3 a5
DMPK 100 FGFRI{GEITC) 100
DMPKZ a5 FGFR4 o5
DRAK1 100 FGR (o4
DRAKZ 100 FLT1 a7
DYRK1A 16 FLT3 71
DYRK1B ECN  FLT3(DB3SH) 76
DYREZ | FLT2({D835Y) B
EGFR 194 FLT3(ITD) 84
EGFRIET46-A750d=l) 100 FLT2(KER3Q) 72
EGFR(GT13C) 86 FLT3(NE41E) 83
EGFR(GT185) 93 FLT3(RA340) 100
EGFRILT47-E749del, A750P) 93 FLT2-autoinhibited 100
EGFRIL747-5752del, P7535) 89 FLT4 84
EGFRIL747-TT51del Sins) 76 FRE g
EGFR{L85ER) 100 FYN a5
EGFRILASER, T7T90M) 100 GAK 100
EGFR{L8EIE) 100 GCMZiKin Dom 2, 5808G) 100
EGFR{S752-1758de1) 100 GRK1 100
EGFR(T790M) 100 GRE4 100
EIF24K1 100 GRKT 100
EFPHA1 189 E5K3A 86
EPHAZ o4 GSK3B 79
EPHA3 100 HASPIN 100
EPHA4 8] HCK 100
EPHAS | HIPK1 e
EPHAG 95 HIPK2 B3
EPHAT a2 HIPK3 g
EPHAZ a4 HIPK4 35
EPHE1 100 HPK1 79
EPHEZ as HUNK o7
EPHEZ 89 1K 100
EPHB4 ] IGFIR a3
EPHEER 100 IKK-alpha 100
ERBEBEZ 100 IKE-beta 100
ERBB3 100 IKK-2psilon 100
ERBB4 89 INSR. 100

ERK1 93 INSRR 100



IRAKT
IRAKS
IRAKS
ITE

JAKA(JH1domain-catalytic)
JAKA({JH2domain-pseudckinase)
JAK2({JH1domain-catalytic)
JAK3{JH1domain-catalyic)

JMK1

JNK2
JHEK3

KIT
KIT(AS25P)
KIT{DB16H)
KIT(DB16Y)
KIT({LSTEP)
KIT{V5580)
KIT{V558D, TETOI)
KIT{V5580, VES4A)
KIT-autoinhibited
LATS1
LATSZ

LCK

LINK1
LInMK2
LKB1

LOK
LRRKZ
LRRK2{320145)
LTK

LYM

L7

MAK:
MAP3K1
MAP3KAS
MAP3K2
MAP3K3
MAP3KA
MAP4KZ
MAP4I3
MAP4i4
MAP4KS
MAPKAPKZ
MAPKAPKS
MARK
MARKZ
MARKS
MARKA
MAST1

588

100
a7
100
44

3r
75
100

100
100
104G

88882

100
100

45
92

TEESE:

91
100

100

100
100
82

100

MEKE
MELK
MERTK
MET
MET(M1250T)
MET(¥1235D)
MINE
MKKT
MENK
MEKNK2
MLCK
MLKT
MLKZ
MLK3
MRCHA
MRCKEB
MST1
MSTIR
MST2
MST3
MST4
MTOR
MUSK
MYLE
MYLKZ
MYLK4
MY O34
MYO38
NDR1
NDR2
NEK1
MEK10
NEK11
NEK2
NEK3
NEK4
NEKS
NEKE
NEKT
NEKS
NIk
NN
NLE
OSR1

100
41
34
100
69
i
95
38
96
99
52
a7
84
99
34

100
62
59
100
100

69
100

fgL2

100
88
100
94
100
100

100
100

22 €838

100



PCTH3
POGFRA
PDGFRB

FOPK1
PFCOPK1(P falciparum)
BFPKS(P falciparum)
BFTAIREZ
PFTK1

PHKG1

PHKG2

FIK3C2B
PIKAC2G
PIK3CA
PIK3CA{C420R)
PIK3CA(ES42K)
PIK3CA{ES4SA)
PIK3CA(ES4SK)
BIK3CA{H1D4TL)
PIK3CAIH1D4TY)
FIK3CA{IZ00L)
PIK3CA{MA0431)
PIK3CA{OS4EK)
PIK3CB

PIK3CD

PIK3CE

PIKACB

FiM1

P2

PiM3

PIPSK 1A
PIPSKIC
FIPSK2B
FIPSK2C
PKAC-alpha
PEAC-beta
PEMYT1

PKN1

100
52
72
100
17

100
100
b =)
i3]
100
85

100
26
100
100
a7
a7
100
81

100
100
100

FIEEE

100
74

100
100

5883

75

PKNZ
PKME(M tubsreulosis)
PLK1
PLK2

RAF1

RET

RET(M918T)

RET{v504L)

RET{V804M)

RICKY

RIOK2

RICK3

RIPK1

RIPK2

RIPK4

RIPKS

ROCK1

ROCK?

ROS1

RPSEKA4{Kin.Dom. 1-N-terminal)
RPSEKA4{Kin.Dom.2-C-terminal)
RPSEKAS{Kin.Dom.1-N-terminal)
RPSEKAS(Kin.Dom.2-C-terminal)
RSK1{Kin.Dom.1-N-terminal)
RSK1(Kin.Dom.2-C-terminal)
RSK2(Kin.Dom. 1-N-terminal)
RSK2(Kin.Dom.2-C-teminal)
RSK3(Kin.Dom. 1-N-terminal)
RSK3(Kin.Dom.2-C-terminal)
RSK4(Kin.Dom. 1-H-tsrminal)
RSK4{Kin.Dom.2-C-teminal)
S8K1

100
a7
91
a9
100
100
100
100

87

100

99
100

95

100

100
a5
it
a9

a0

&0
85
100
100
100
100
100
a1

(94
252

100
a2
a5
100
a2

a9

a9
91
93
100



SEK1 100

SGK 83

SgK110 a4

SGKZ 5o

SGK3 100

SIK 100

SlK2 100

SLK 93

SNARK 58

SNRE 100

SRC 50

SRMS 100

SRPK1 59

SRPK2 100

SRPK3

STK16 54

STK33 '

STK3S 78

STK36 85

STK3S 100

SYK 100

Taxl 88

TAOKY 100

TAOK2

TAOK3 59

TBEK1 58

TEC 100

TESK1 100

TGFBRI 57

TGFBR2 o4

TIE 55

TIE2 B

TLK1 59

TLK2 100

THIK o3

THE1 89 VEGFRZ ‘o5
THK2 100 YRK2 100
THNIZK 100 WEET ag
TRKA 100 WEE2 100
TRKB 100 WK1 100
TRKC 100 WINIKE 100
TRPMS B4 WAMK 100
TSSK1B 81 YANK2 54
TTK 83 YANKS 100
THE. B3 YES 100
TYK2(JH 1 domain-cataiytic) B0 YSKA a7
TYKZ{JH2domain-pseudokinase) 100 Y5K4 1100
TYRO3 ' 100 ZAK 100
ULK1 57 ZARTD 100

% Ctrl Legend

ECEI SO s e



Figura S1.- Docking studies with CK-15 (PDB Code: 3UYS) of compound 24 (A) and 34

(B)

A)




Figure S2.- Linear correlation between experimental and reported permeability of
commercial drugs using the PAMPA-BBB assay.
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