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Figure S1. The binding mode of co-crystallized (green) and re-docked (cyan) WNK463 and

cinacalcet in the WNK1 kinase domain and CaSR, respectively.
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Figure S2. *H NMR spectrum of compound 6a
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Figure S3. *C NMR spectrum of compound 6a



Item name: Ta-XYK-17
Item description:

Channel name: 1: Average Time 0.1334 min : TOF M5 (50-1500) ESl+ : Centroided : Combined
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Figure S4. HRMS spectrum of compound 6a
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Figure S5. *H NMR spectrum of compound 6b
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Figure S6. *°C NMR spectrum of compound 6b
ltem name: Tb-XYK-3 Channel name: 1: Average Time 0.1132 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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Figure S7. HRMS spectrum of compound 6b
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Figure S8. *H NMR spectrum of compound 6¢
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Figure S9. *C NMR spectrum of compound 6¢



Item name: 7e-XYK-49 Channel name: 1: Average Time 0.0788 min : TOF MS (50-1500) ESl+ : Centroided : Combined

Item description:
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Figure S10. HRMS spectrum of compound 6¢
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Figure S12. *°C NMR spectrum of compound 6d
Itern name: 7d-XYK-90 Channel name: 1: Average Time 0.1217 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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Figure S13. HRMS spectrum of compound 6d
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Figure S14. 'H NMR spectrum of compound 6e
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Figure S15. 3C NMR spectrum of compound 6e




ltern name: Te-XYK-107 Channel name: 1: Average Time 0.1217 min : TOF M5 (50-1500) ESl+ : Centroided : Combined

Item description:
1.74e7

425.15662
1.6e7

1.4e7

1.2e7

Te7

Intensity [Counts]

Beb

Geb |

4e6 | 426.15997
/!

2eb
447.13807
413.26536

414.26852 ‘,‘2?'16168
381.29544388,35786 397.10785 409.18346 |'f | 429.13901
T T T T T > v t
380 390 400 410 420 430 440 450 460 470
Observed mass [m/z]

igure S16. HRMS spectrum of compound 6e

441.12805 448.14052  457.16874
1 { / 469.12163

I

Nov1€52029 XYK-29-H, 1, LJg

= = S5 G S D G S D GBS D DT G DS L5 5 1515 16 15 15 165 15 16 15 L5 16 15 05 16 L5 S < oA

0 O\/J\\\(H

085
0528
053
051
044
039
036
029
025
022
015
010
0ol
996
451
447
444
440
408
404
401
367
349
346
342
340
323
320
317
314
311
206
ars
3.809
—2.684
—2.55%
2,088
<2 082

L

[
)
L

0.981
foorag
Jo.0mm s
1,018
J1005q
drodsy
1.028%
2,019
3. 000—=
2,084«
2.593=
6. 260«

12.0 11.5 11.0 10.5 10.0 9.5 9.0 85 80 7.5 7.0 6.5 6.0 55 50 45 40 3.5 3.0 2.5 2.0 1.5 1.0 0.5 0.0 -0.5
f1 (ppm)

Figure S17. *H NMR spectrum of compound 6f
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Figure S18. *C NMR spectrum of compound 6f
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Figure S19. HRMS spectrum of compound 6f
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Figure S20. 'H NMR spectrum of compound 6g

Jan06=2021 k=504, 1. 1. Ir
1

—139. 442
—136. 047
—23.545
—20,311

—56. 233
—50, 181
9,918
—8.531

—169
—167

A ot

170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10
f1 (ppm)

Figure S21. 3C NMR spectrum of compound 6g



Item name: 7g-XYK-50
Itern description:
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T T T t
390 395 400 405

—6. 720
—6.586

J!

0
0 o
o OH
o oH

—2.555
—2.346

0.958-]
Jfo.978]

1053
2.208-]

3. 040=
3.0113

435

2.802
13 12=

— 2. 000

AL L
T T

T
440 445 450

3. 2443

11.0 10.5 10.0 9.5

9.0 85 80 75 T.0

5.5 5.0 4.5
f1 (ppm)

Figure S23. 'H NMR spectrum of compound 6h
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Figure S24. *°C NMR spectrum of compound 6h
Item name: Th-XYK-56 Channel name: 1: Average Time 0.1217 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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Figure S26. *H NMR spectrum of compound 6i
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Item name: Fi-XYK-77 Channel name: 1: Average Time 0.1174 min : TOF MS (50-1500) ESl+ : Centroided : Combined

Itermn description:
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Figure S29. 'H NMR spectrum of compound 6j
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Item name: Tj-XYK-97 Channel name: 1: Average Time 0.1132 min : TOF MS (50-1500) ESl+ : Centroided : Combined
Item description:
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Itern name: 7k-XYK-108 Channel name: 1: Average Time 0.1131 min : TOF MS {50-1500) ESl+ : Centroided : Combined
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Figure S34. HRMS spectrum of compound 6k
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Figure S35. 'H NMR spectrum of compound 6l
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Figure S36. *C NMR spectrum of compound 6l

Item name: 7I-XYK-57 Channel name: 1: Average Time 0.1217 min : TOF MS (50-1500) ESl+ : Centroided : Combined

Item description:

4.39e6
437.15733
4eb
465.18818

356

3eb

2506
)
B
=
o
S
=
g

£ 2e6]

1.5e6

1eb

466.19132
438.16004 {
!
5e5 -
459.13785 467.10082
40919728 443 56450 439.16502 (46810153
/ 429.1 !
o 39823824 o 42515525 12013233 || | 451.17206 . |7 485.14666
. : : - - — - - - - -
390 400 410 420 430 440 450 460 470 430 450

Observed mass [m/z]

Figure S37. HRMS spectrum of compound 6l
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Itern name: 7m-XYK-72-2 Channel name: 1: Average Time 0.1174 min : TOF MS {50-1500) ESl+ : Centroided : Combined

Item description:
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Figure S40. HRMS spectrum of compound 6m
Apr@7-2081 XYK-69. L L lre o v o wr e mponomnneoo s 0 gn o P o9 09 G we  cmw
s oow LEIIVUYUEECSSREREEEEEBBRELRE b BEDR GE A28 REIF
= = e e L L o e e e e e e e e e e e e e i LR -~ 0 i odcd ol o e
| | Ll ]| e W A
o 0/\()
o oH
/\O OoH
[
]
]
1
L - . ) LJLJJ\N_.L
T T o T 7 T T A T
e 8 28 2 & 23 83 =
= = =+ So — o odod il o3
12.0 11.5 11.0 10.5 10.0 9.5 9.0 85 80 7.5 7.0 6.5 6.0 55 50 45 40 35 30 25 20 15 1.0 05 0.0

f1 (ppm)

Figure S41. 'H NMR spectrum of compound 6n
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Item name: Tn-XYK-69-1 Channel name: 1: Average Time 0.1217 min : TOF M5 (50-1500) ESl+ : Centroided : Combined
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Figure S43. HRMS spectrum of compound 6n
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Item name: To-XYK-82 Channel name: 1: Average Time 0.1217 min : TOF MS (50-1500) ESI+ : Centroided : Combined
Item description:
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Figure S47. *H NMR spectrum of compound 6p
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Iterm name: 7p-XYK-93 Channel name: 1: Average Time 0.1174 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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Item name: 7q-XYK-04
Item description:
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ltemn name: Tr-XYK-06

Figure S54. *C NMR spectrum of compound 6r
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Itern name: 7s-XYK-84 Channel name: 1: Average Time 0.1174 min : TOF MS {50-1500) ESl+ : Centroided : Combined

Itern description:
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Figure S58. HRMS spectrum of compound 6s
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Figure S59. 'H NMR spectrum of compound 6t
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Figure S60. *C NMR spectrum of compound 6t
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Figure S61. HRMS spectrum of compound 6t
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ltemn name: 7Tv-XYK-83 Channel name: 1: Average Time 0.1324 min : TOF M5 (50-1500) ESl+ : Centroided : Combined
Item description:
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Figure S65. 'H NMR spectrum of compound 6v
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Iterm name: Tu-XYK-110 Channel name: 1: Average Time 0.1131 min : TOF MS (50-1500) ESl+ : Centroided : Combined
Itermn description:
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Figure S67. HRMS spectrum of compound 6v
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Item name: Tw-XYK-111 Channel name: 1: Average Time 0.1174 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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Figure S70. HRMS spectrum of compound 6w
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Figure S71. *H NMR spectrum of compound 6x
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Item name: Tx-XYK-112 Channel name: 1: Average Time 0.1234 min : TOF MS (50-1500) ESI+ : Centroided : Combined
Item description:
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Figure S73. HRMS spectrum of compound 6x
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Item name: Ty-XYK-115 Channel name: 1: Average Time 0.15348 min : TOF MS (50-1500) ESI+ : Centroided : Combined
Item description:
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Figure S76. HRMS spectrum of compound 6y
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Figure S77. *H NMR spectrum of compound 6z
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Item name: TA-XYK-118 Channel name: 1: Average Time 0.1217 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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Item name: TC-XYK-52 Channel name: 1: Average Time 0.1174 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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Item name: 7G-XYK-55 Channel name: 1: Average Time 0.1174 min : TOF MS (50-1500) ESI+ : Centroided : Combined
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Item name: TI-XYK-71 Channel name: 1: Average Time 0.0788 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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Item name: TK-XYK-58 Channel name: 1: Average Time 0.1174 min : TOF M5 (50-1500) ESl+ : Centroided : Combined
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Figure S113. *H NMR spectrum of compound 61
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Figure S114. *°C NMR spectrum of compound 61’
Itern name: 7L-XYK-953 Channel name: 1: Average Time 0.1174 min : TOF MS (50-1500) ESl+ : Centroided : Combined
Itern description:
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Figure S115. HRMS spectrum of compound 61°
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Figure S116. *H NMR spectrum of compound 6m’
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Figure S117. **C NMR spectrum of compound 6m’
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Item name: TM-XYK-117 Channel name: 1: Average Time 0.1174 min : TOF MS (50-1500) ESI+ : Centroided : Combined
Item description:
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Figure S118. HRMS spectrum of compound 6m’
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Figure S119. *H NMR spectrum of compound 6n’
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Figure S120. *C NMR spectrum of compound 6n’

Channel name: 1: Average Time 0.1174 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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Figure S121. HRMS spectrum of compound 6n’
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Figure S122. *H NMR spectrum of compound 60’
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Figure S123. 3C NMR spectrum of compound 60’



Item name: 7O-XYK-51
Item description:

Channel name: 1: Average Time 0.1420 min : TOF MS (50-1500) ESl+ : Centroided : Combined
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124. HRMS spectrum of compound 60’
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Figure S125. *H NMR spectrum of compound 6p’
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Figure S126. C NMR spectrum of compound 6p’

Item name: TP-XYK-37 Channel name: 1: Average Time 0.1174 min : TOF MS (50-1500) ESl+ : Centroided : Combined
Item description:
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Figure S127. HRMS spectrum of compound 6p’



