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New, scalable process for the preparation of 5-acetyl-1H-pyrazole-3-

carboxylic acid, a key intermediate of darolutamide

'H and 3C NMR spectra, and LC-MS data

5-(Ethoxycarbonyl)-1H-pyrazole-3-carboxylic acid (17a)
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Ci\data\128143lcms_181219105047
NATO0821_1, Nagy Tamas (MM)

12/19/2018 10:50:47 AM
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5-Acetyl-1H-pyrazole-3-carboxylic acid (2)
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2,5-Diethyl 4,6-dioxo-4H,5H,6H-pyrrolo[1,2-b]pyrazole-2,5-dicarboxylate (20)
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C:\data\130300lcms_190624113359
NATO732_2, Nagy Tamas (MM)

6/24/2019 11:33:59 AM
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Diethyl 5,5'-[(1E/Z,1'E/Z)-hydrazine-1,2-diylidenebis(ethan-1-yl-1-ylidene)]bis(1H-pyrazole-3-
carboxylate) (9)
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D:\data\139534Icms 9/20/2022 1:11:20 PM
POL1489_2, Poszavacz LaszIo (MM)
D:\Thermo_LTQ\methods'\poz_neg 95 1000_5min_HCOOH_c2_20220121.meth
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5-Acetyl-1H-pyrazole-3-carboxylic acid ethyl ester (8a)
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Current Data P
NAME

EXPNO

PROCNO

F2 - Acquisition P

Date 202
Ti
INSTRUM sD
DROBHD Z145856_0002 (
PULPROG zgpg30
D 65536
SOLVENT OMSO
2048
4
36231.883 Hz
09 Hz
sec
usec
usec
K
sec
sec

1
150.8977808 MHz
13C

1
70.4B6993951 W
€00.0524002 Mz

00 usec
259.4628959534 W
66293001 W

PLW13 0.33292001 W
F2 - Processing parameters
&I 312768

EF 150.8827271 MHz
WOW EM
E8B o

LB 1.00 Hz
GB a

BC 1.40

)
BRUKER
(>0

HSQC (140Hz)

139609

POL1490_1
Poszavacz Laszlo
2022.09.16. (KP)
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D:\data\139609icms
POL1490_1, Poszavacz Laszlo (MM)

9/20/2022 6:43:28 PM

D:\Thermo_LTQ\methods\poz_neg 95 1000 _5min_HCOOH c2 20220121.meth

RT: 0.00-5.00
1.85 NL: 2.12E-1
0.00 Total Scan PDA
0.2 ﬁ 139609Icms
5 ]
Z 01 i
N Il 390 408 434 451 475 492
0.0 ~ J | 0.00 0.00 0.00 0.00 __0.00 0.00
’ NL: 6.05E6
1.87 TIC F: ITMS + ¢ ESI
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Al | MS 139608Icms
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.. 1223 1s2es 286 16283 | 18294 18283 1g289 18295 61242 10985 . ol
[0}
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3 [95.00-1000.00] MS
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Time (min)
139608lcms #376-381 RT: 1.85-1.91 AV:5 SB: 106 1.38-1.76, 2.48-3.17 NL: 1.19E6 139600lcms #374-534 RT: 1.84-2.61 AV: 13 NL: 1.33E5
F: ITMS + ¢ ESI Full ms [95.00-1000.00] IT: Average spectrum MS2 182.96 (374-534)
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