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Supplemental File A

Chemical Names and Structures for Lesinurad and its Proposed Metabolites

Name of Compound

Structure and Name
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Lesinurad BrAN)\SAfO
OH
Molecular formula: OO
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2-(5-bromo-4-(4-cyclopropylnaphthalen-1-yl)-4H-1,2,4-triazol-3-
ylthio)acetic acid
" COOH
Ml B /\‘[70 o

Molecular formula:
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C23H22BrN3OgS
6-(2-(5-bromo-4-(4-cyclopropylnaphthalen-1-yl)-4H-1,2,4-triazol-3-
ylthio)acetoxy)-3,4,5-trihydroxytetrahydro-2H-pyran-2-carboxylic acid
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2-(4-(4-cyclopropylnaphthalen-1-yl)-4H-1,2,4-triazol-3-ylthio)acetic acid
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Molecular formula: OO
C17H14BrNsOsS OH




2-(5-bromo-4-(4-(1-hydroxycyclopropyl)naphthalene-1-yl)-4H-1,2,4-
tryazol-3-ylthio)acetic acid
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Molecular formula: HO
OH A
C17H16BrN304S
2-(5-bromo-4-(4-cyclopropyl-5,6-dihydroxy-5,6-dihydronaphthalene-1-
yl)-4H-1,2 4-tryazol-3-ylthio)acetic acid
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Molecular formula:

C17H15N303S
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2-(4-(4-(1-hydroxycyclopropyl)naphthalene-1-yl)-4H-1,2,4-tryazol-3-
ylthio)acetic acid
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Molecular formula:

C17H15N303S
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Molecular formula:
Ci1sH12BrNsS OO
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.
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Molecular formula:

C17H14BFN304S




Supplemental Figures

Fig. 1 Proton NMR Spectrum of M4

Test ID: 54042

Sample ID: 594 M4 (Cl4 labelefd)
Sample Name: 594 M4 [C14 lsbeled]
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Fig. 2 Carbon NMR of M4
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Tegt ID: 54042

Sample ID: 594 M4 [Cl1 labeled]

Sample Name: 594 M4 [C14 labeled]
in 2.5mm tube
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Fig. 3 NMR Chemical shifts of M4

Proton chemical shifts of M4

Chemical Shift

Coupling Constants

Atom (ppm) Multiplicity | No of Protons (Hz)
7 723 d 1 82
8 716 d 1 82
13 6.26 ddd 1 9090 55 06
14 6.01 d 1 99
11 528 dd 1 18.0.6
12 430 dd 1 55.18
18 397 d 1 159
18 302 d 1 159
21 232 m 1
22 0r23 1.14 m 1
23 or 22 1.08 m 1
23 or 22 1.01 m 1
22 0r23 0.68 m 1
Carbon chemical shifts of M4
Atom Ch“;“p;fjl}sm Multiplicity
19 170.5 5
5 1549 s
9 146.8 5
10 1358 s
2 131.0 5
13 1209 5
15 1201 s
7 127 8 5
i} 126 4 5
8 126.0 s
14 121.7 5
12 67.5 3
11 66.8 5
18 350 5 Chemical Formmla: Cq7H;sBrN:Q45
21 115 5 Molecular Weight: 438.30
23 or 22 21 s Exact mass: 437 and 439
220123 6.3 5



Fig 4. COSY Data of M4

Test ID: 54042
Sample ID: 594 M4 [Cl4 labeled)
Sample Name: 594 M4 |Ci4 labeled)

in 2,5um tube
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Fig 5. HSQC Data of M4

TeslL ID: 24042
Sample [D: 594 M4 (D14 labelec)

Sample Name: 504 M4 014 labeied Arden
in 3.5 tube
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Fig. 6 HMBC Data of M4

tast 10: 04052

Sample I0D: 594 M4 [C14 lakeled|

Sumple Name: 598 MA [C14 labeled] Arden
An 3.9mm Lube
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Fig. 7 Mass spectral fragmentations of lesinurad and metabolites

Lesinurad

594-112_Hu24-48Feces_Pooll-6_sbl #7203-7382 RT: 29.83-30. 1.33E5
F: ITMS + ¢ ESId Full ms2 404.51@pqd35.00 [50.00-820.00]
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M1

594-112_Hu0-24Urine_Pool1-6_sh1 #6435-6510 RT: 26.61-26.62 62E4
F: ITMS + ¢ ESId Full ms2 580.29@pqd35.00 [50.00-1175.00]
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M2

594-112_Hu24-48Feces_Pooll-6_sbl #6356-6679 RT: 26.88-27. 1.25E6
F: ITMS + ¢ ESId Full ms2 326.68@pqd35.00 [50.00-665.00]
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M3

594-112_Hu24-48Feces_Pool1-6_sbl #6089-6395 RT: 26.10-26.
F: ITMS + ¢ ESId Full ms2 420.40@pqd35.00 [50.00-855.00]
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594-112_Hu0-24Urine_Pool1-6_sh1 #6025-6152 RT: 25.19-25.49
F: ITMS + ¢ ESId Full ms2 420.47@pqd35.00 [50.00-855.00]

220000

N
o
S
S
s)
T

180000

160000-]

140000

120000

100000-]

80000

60000-]

40000-]

20000

O——

95.21
T

165.21
et

236.19

C11H26 04N

H\ [

295.43

HM\ ;
ALy
350

‘\‘

15E5

341.46

33350

402.38

374.41

fr
400

T
450
m/z

420.35

43850
; .

493.50 522.50
L S

T
500

550

m/z 374

506.61 53
T

9

.56

603.50 635.53 674.45 714.56
= L B

600

M3c

650

m/z 420

f
700

m/z 402

T
750

768.77
T

o

583.80 618.
e

29 657.62
T

m/z 295

712.21
T

771.62
T

82
T
800

815.86

T
850

50

T
100

150

200

250

L
300

350

T
400

™
450
m/z

T
500

T
550

600

T
650

700

T
750

T
800

T
850



M4

594-112_Hu0-24Urine_Pool1-6_sh1 #4152-4412 RT: 18.87-19.41 72E5
F: ITMS + ¢ ESId Full ms2 438.39@pqd35.00 [50.00-890.00]
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F: ITMS + ¢ ESId Full ms2 342.74@pqd35.00 [50.00-700.00]
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M5b

594-112_Hu24-48Feces_Pool1-6_sb2 #6076-6083 RT: 23.74-2!
F: ITMS + ¢ ESId Full ms2 342.53@pqd35.00 [50.00-700.00]
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594-112_Hu0-24Urine_Pool1-6_shl #5224-5452 RT: 22.61-23.15 36E5
F: ITMS + ¢ ESId Full ms2 436.37@pqd35.00 [50.00-885.00]
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