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A. Copies of IR Spectra
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Figure S1. IR spectrum of 3a
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Figure S2. IR spectrum of 3b
S3



L-Wo £05°909
L-wog/Lees
L-wo ggl'8LL
L-wo 2o'veol 1
L-W2 61 7Sk
L-wo /6°0¥21
L-Wo 98,62 )
L-W2 £0°60S 1 1
-2 60'885 1
Lo LELCLL
o
(3]
| L | 1
o o o o
=] =) ~ ©

o1 801

400

1000

2000

Wavenumber [cm-1]

3000

4000

Figure S3. IR spectrum of 3¢
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Figure S5. IR spectrum of 3e
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Figure S7. IR spectrum of 3g
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Figure S8. IR spectrum of 3h
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Figure S9. IR spectrum of 3i
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Figure S10. IR spectrum of 3j
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B. Copies of 'TH NMR and *CNMR Spectra
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Figure S11. "H NMR (400 MHz, CDCl;) spectrum of 3a
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Figure S12. 3C NMR (100 MHz, CDCl;) spectrum of 3a
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Figure S13. 'H NMR (400 MHz, CDCl5) spectrum of 3b
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Figure S14. 3C NMR (100 MHz, CDCl;) spectrum of 3b
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Figure S15. 'H NMR (400 MHz, CDCls) spectrum of 3¢
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Figure S16. '>*C NMR (100 MHz, CDC]l;) spectrum of 3¢
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Figure S17. '"H NMR (400 MHz, CDC]l5) spectrum of 3d
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Figure S18. 3C NMR (100 MHz, CDCls) spectrum of 3d
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Figure S19. 'H NMR (400 MHz, CDCl;) spectrum of 3e
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Figure S20. 3C NMR (100 MHz, CDCl;) spectrum of 3e
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Figure S21. 'H NMR (400 MHz, CDC]l5) spectrum of 3f
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Figure S22. 3C NMR (100 MHz, CDC]l5) spectrum of 3f
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Figure S23. '"H NMR (400 MHz, CDCl;) spectrum of 3g
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Figure S24. 3C NMR (100 MHz, CDCl;) spectrum of 3g
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Figure S25. '"H NMR (400 MHz, CDC]l;) spectrum of 3h
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Figure S26. 3C NMR (100 MHz, CDCls) spectrum of 3h
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Figure S27. '"H NMR (400 MHz, CDC]ls) spectrum of 3i
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Figure S29. 'H NMR (400 MHz, CDCls) spectrum of 3j
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C. Copies of HRMS

Agilent

Spectrum Plot Report

Name ON-1 Rack Pos. Instrument QTOF Operator

Inj. Vol. (ul) 2 Plate Pos. IRM Status Success

Data File ON-1.d Method (Acq) GCN-NORMALL.m  Comment Acq. Time (Local) 07-12-2022 14:51:39
(UTC-08:00)

4106 |+ES1 Scan (it: 0.185 min) Frag=175.0V ON-1.d
1.457
1.41
1.357
1.3
1.257
1.2
1.157
1.19
1.05
11 EtOOC
0.957 N
0] BN
0.85 O CHs
0.8 Me

0.7571 3b
0.7

0.657
0.67
0.557
0.5
0.45
0.4
0.357
0.3
0.257
0.2
0.157
0.1
0.057 334.?552
e

332.1506

333.1534

l. T T 3 T II > T T T T T T T T T T T T = T T T T T T = T T
327 327.5 328 3285 329 3295 330 330.5 331 3315 332 3325 333 3335 334 3345 335 3355 336 3365 337 3375 338 3385 339
Counts vs. Mass-to-Charge (m/z)

Page 1of 1 Generated at 15:13 on 07-12-2022

Figure S31. Mass spectrum of 3b
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Figure S32. Mass spectrum of 3e
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Figure S33. Mass spectrum of 3f
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Figure S34. Mass spectrum of 3g
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Figure S35. Mass spectrum of 3h
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Figure S36. Mass spectrum of 3i
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Figure S37. Mass spectrum of 3j
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HPLC Analysis of Compound 3a Used for In-vitro Analysis
System : Waters Breeze™2
Waters 1525 Binary HPLC Pump
Detector : 2998 Photodiode Array Detector
Column : Name: Symmetry® C18 3.5um

Dimension: 4.6mm x 75 mm coloumn

Test Method
Mobile phase : 80/20 Acetonitrile /water
Mode : Isocratic system
Flow rate : 1 mL/min
Injection Volume : 10pL
Retention Time : 1.675 min
Purity (area%) :99.25%
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Figure S38. HPLC chromatogram of 3a




Results of In-silico Analysis of Hypothetical Products 3k-1

Table 1. Docking score of hypothetical products 3k-1

Molecular Weight | Binding Energy Interactive
S-NO. Compound (g/mol) (Kcal/mol) Residues
ARG216,
COOEt GLY 144,
EtOOC GLY 146, GLY
Ph™ o~ ~CF3 VALG68
ASNSS,
COOEt ASN206,
EtOOC 331.3680 GLY 146, ILE 57,
31 N -6.4
/ »\ ILE73, ILE203,
Ph™ ~o” TEt THR56, VAL68
GLY144,ILE73,
CO,H ILE205, THR56,
HO,C VALG68, VAL147
3m 2 N 261.2330 -6.8 ’
\
Ph O)\CH3
GLY 144, ILE73,
HO,C ILE205, THR56,
3n l‘g\ 217.2240 6.3 VAL68
Ph o CHj3
ASN206, GLY
Q NH 209, HIS201,
o) 2 ILE73, ILE205,
30 N 259.2650 -7.0 MET149,
HoN- ) P PHE77, VALG6S
Ph™ g~ ~CHs
GLY209,
Q NH HIS201, ILE205,
2 ILE73, PHE77,
3p N 216.2400 -6.2 MET149, VAL68
/
Ph O)\CH3
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Table 2. Physicochemical properties calculated for oxazoles 3k-1 using Qikpro

Compound Mv"vlzicg“l:?r QPlogS QE;%H QPPCaco | QPPMDCK | QPlogKp | QPlogPo/w }Z‘L‘;‘:r‘;)g(f:l R;ilse"f
3k 3713122 | -5.548 | -5.819 | 1709.024 | 4092338 -1.943 3.975 100 0
30 331.3680 | -4.983 | -5.826 | 1629.892 | 838768 1.826 3.625 100 0
3m 2612330 | -2796 | -0.957 | 11335 6.314 3.944 2,617 61.142 0
3n 217.2240 | -2744 | -257a | 227391 126.922 -2.658 2218 82.116 0
30 250.2650 | -0.863 | -1.956 | 38.472 56.624 4170 0.079 54.856 0
3p 2162400 | -1556 | -3.145 | 409.513 383.624 2.754 0.794 78.347 0
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Figure S39. 2D interaction diagram of 3a with AQP4
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Figure S40. 2D interaction diagram of 3b with AQP4
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Figure S41. 2D interaction diagram of 3¢ with AQP4
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Figure S42. 2D interaction diagram of 3d with AQP4
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Figure S43. 2D interaction diagram of 3e with AQP4

547



SER

VAL
A:185 Gl
SER
ILED b THR A:18a
A:189 s . :
‘ARG A:186

ALA v \\/\\:}, fﬂfﬁ‘aﬂ

e ]
Ac1T6 H ) |
) \ e B
i r
-
-
-
L
[ ]
ai73
PHE
AlaS
Interactions
I:I wan der Waals I:I Alleyl
- Conventional Hydrogen Bond E Pi-aAlkoyl
- Fi-Sigma

Figure S44. 2D interaction diagram of 3f with AQP4
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Figure S45. 2D interaction diagram of 3g with AQP4
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Figure S46. 2D interaction diagram of 3h with AQP4
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Figure S47. 2D interaction diagram of 3i with AQP4
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Figure S48. 2D interaction diagram of 3j with AQP4
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Figure S49. 2D interaction diagram of 3k with AQP4
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Figure S50. 2D interaction diagram of 31 with AQP4
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Figure S51. 2D interaction diagram of 3m with AQP4
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Figure S52. 2D interaction diagram of 3n with AQP4
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Figure S53. 2D interaction diagram of 30 with AQP4
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Figure S54. 2D interaction diagram of 3p with AQP4
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