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Table S1 Structures and experimental values ICsy (uUM) of pyrazolo[3,4-d]pyrimidine derivatives

TeCDPK1 Src Distance
NO.
1 ICs pICs ICso pICs (APD=2.455)
1 2b EO 0.0045 8.3468 0.13 6.8861 -
9% 3a 2@\ 0.019 77212 13 5.8861 1.404
3% 3b 0.0073 8.1367 0.58 6.2366 1.813
4 4a O/ 0.04 7.3979 51 5.2924 )
g
5 5a /Oi 0.005 83010 0.65 6.1871 -
2y
6 5b 5 0.0041 8.3872 0.18 6.7447 ;
7 6a JEQ 0.012 7.9208 1.5 5.8239 -
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0.0091

0.0036
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0.0025
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8.0410

8.4437

7.8861
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0.29
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0.12
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6.5376
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5.6778

5.0555

5.6576
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1.855
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17* 13b | b 0.0031 8.5086 4.1 5.3872 1.539
N/

18 14a a 0.006 8.2218 0.67 6.1739 -
/CH3
O

19 14b 14 b 0.02 7.6990 2 5.6990 -

o

20 15a a 0.005 8.3010 0.38 6.4202 -
O/CH2CH3

21 15b 15 b 0.033 7.4815 2.2 5.6576 -

R
22 17a a 0.01 8.0000 0.55 6.2596 -
/CH(CH3)2
O
23 18a N a 0.0006 9.2218 0.2 6.6990 -
o/\/ ‘
S
24 19a a 0.0032 8.4949 0.3 6.5229 -
O/CHQCHZCHS
O/CHZCH(CH3)2

26 20b 2 b 0.2 6.6990 1.1 5.9586 -

0
27* 2la o a 0.0009 9.0458 0.78 6.1079 1.445
O/CH230H3

a 0.0054 8.2676 0.26 6.5850 -
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0.0028

0.0019
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*Compounds in the test set
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Table S2 Structure and predicted activities of new designed compounds

Predicted pICs, .
No. R, R, Distance (APD=2.455)
TgCDPK1 Stc
Cl 0o
D1 ; O ] _§ el 9.4164 3.9511 0.799
N\
Cl 6]
(o]
D2 § O ] _§ —d 9.3971 3.8977 0.867
N\
| [e]
- .
D3 5 OO o/\/ LA 93524 4.1102 0.798
N o
Ha
(0]
D4 £ 0 -4 — e, 9.3514 3.8793 1095
N\
6]
\5 .
D5 ; O N\t 9.3381 4.8057 0.781
e\
(":'2 \O
D6 9.3226 3.8583 1.608
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Fig.S1. (a) and (b), the alignment of the 34 studied compounds for TgCDPK1 and Src series.
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(©) (d)

Fig.S2. Superimposition of the average structure from the last 2 ns of the MD simulation (magenta)
and the initial structure (yellow). (a) 3SXF-23 complex, (b) 3SXF-4 complex, (c) 3UQF-23
complex, (d) 3UQF-4 complex.
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Fig.S3. The interaction of inhibitors with water molecules in 23-3SXF(a) and 23-3UQF(b)
systems.
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