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General procedure for the synthesis of aniline 36 - 39.

Pd(PPh3)s (90 mg, 0.08 mmol, 0.20 eq) was added to a solution of 4-bromo-2,3,5,6-
tetrafluoroaniline (200 mg, 0.38 mmol, 1.00 eq) and K>COs (158 mg, 1.14 mmol, 3.00 eq) in
1,2-dimethoxyethane (35 mL). After stirring the resulting mixture under atmosphere of nitrogen
for 1 h at r.t. the corresponding boronic acid (0.760 mmol, 2.0 eq) was added; the reaction
mixture was then heated at reflux under atmosphere of nitrogen. After 2 h, an additional amount
of boronic acid (0.38 mmol, 1.0 eq) was added, the reaction mixture was heated at reflux for
another 2h before cooling to room temperature and concentrating under reduced pressure. The
crude material was taken-up with water (100 mL) and the mixture was extracted with EtOAc
(3 x 60 mL), the combined organic layers were dried over NaxSO4 and concentrated under
reduced pressure. The crude product was purified by flash chromatography (see below the
conditions).

2,3,4"5,6-pentafluoro-[1,1'-biphenyl]-4-aniline (36). Flash chromatography (eluent: petroleum
ether /| EtOAc from 95:5 v/v). White solid (m.p. 134.1 — 134.7 °C from trituration with
diisopropyl ether). Yield 74%. 'H NMR (600 MHz, Chloroform-d): §4.05 (s, 2H, -NH>), 7.11
—7.17 (m, 2H, aromatic protons), 7.37 — 7.42 (m, 2H, aromatic protons); >*C NMR (151 MHz,
CDCh): 6107.3 (t,J=16.8 Hz), 115.7 (d,J=21.7 Hz), 124.0 (d,] = 1.7 Hz), 125.6 (t, ] = 14.1
Hz), 132.2 (d,J =7.7 Hz), 136.9 (d, ] = 238.0 Hz), 144.1 (d, J = 243.5 Hz), 162.7 (d, ] = 248.3
Hz). MS (ES-) 258 (M-1).

2,3,3"5,6-pentafluoro-[1,1'-biphenyl]-4-aniline (37). Flash chromatography (eluent: petroleum
ether /| EtOAc from 95:5 v/v). White solid (m.p. 108.8 — 109.7 °C from trituration with
diisopropyl ether). Yield 90%. 'H NMR (600 MHz, Chloroform-d): §4.08 (s, 2H, -NH>), 7.10
(t, 1H, J = 8.4 Hz aromatic proton), 7.15 (d, 1H, J = 9.7 Hz, aromatic protons), 7.21 (d, 1H, J
=7.5 Hz, aromatic proton), 7.38 —7.44 (m, 1H, aromatic proton); 3C NMR (151 MHz, CDCL):
0107.0 (¢,J=17.6 Hz), 115.3 (d, J = 20.8 Hz), 117.5 (d, ] = 22.3 Hz), 125.9 (¢, J = 14.2 Hz),
126.2, 130.0 (d, J = 8.3 Hz), 130.1, 136.8 (dd, J = 238.4, 16.2 Hz), 144.1 (d, J = 243.9 Hz),
162.7 (d, J =245.9 Hz). MS (ES-) 258 (M-1).

2,3,5,6-tetrafluoro-4'-(trifluoromethyl)-[ 1, 1"-biphenyl]-4-aniline (38). Flash chromatography
(eluent: petroleum ether /| EtOAc from 95:5 v/v). White solid (m.p. 163.9 — 164.8 °C from
trituration with diisopropyl ether). Yield 60%. 'H NMR (600 MHz, Chloroform-d): §4.12 (s,
2H, -NH>), 7.56 (d, 2H, J = 8.0 Hz, aromatic protons), 7.71 (d, 2H, J = 8.2 Hz, aromatic
protons); 3C NMR (151 MHz, CDCls): 6106.8 (¢, ] = 15.1 Hz), 124.1 (¢, ] = 271.7 Hz, -CF3),
125.5 (¢, J =6.7 Hz), 126.4 (¢, ] = 3.8 Hz), 130.4 (¢, J = 32.7 Hz), 130.8, 132.0, 136.9 (d, ] =
238.7 Hz), 144.2 (d, ] = 244.2 Hz). MS (ES-) 308 (M-1).

2,3,5,6-tetrafluoro-3'-(trifluoromethyl)-[ 1, 1"-biphenyl]-4-aniline (39). Flash chromatography
(eluent: petroleum ether / EtOAc from 95:5 v/v). Pale yellow solid (m.p. 46.6 — 47.0 °C from
trituration with diisopropyl ether). Yield 92%. 'H NMR (600 MHz, Chloroform-d): §4.11 (s,
2H, -NH>), 7.55 -7.60 (m, 1H, aromatic proton), 7.61 (d, 1H, J =7.2 Hz, aromatic proton), 7.65
(d, 1H, J = 7.4 Hz, aromatic proton), 7.70 (s, 1H, aromatic proton); 3C NMR (151 MHz,
CDClh): 6106.7 (t,J = 16.6 Hz), 124.1 (¢, J = 272.7 Hz, -CF3), 125.2 (¢, ] = 3.8 Hz), 126.3 (¢,
J=14.3 Hz), 127.3,129.0, 129.1, 131.5 (¢, J = 32.7 Hz), 133.8, 136.9 (dd, ] = 239.4, 16.5 Hz),
144.2 (d, ] =244.2 Hz). MS (ES-) 308 (M-1).
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Hydroxy-derivates of 1
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Figure S1. MS2 spectra (CID 35 eV, resolving power 17,500) of hydroxylated metabolites of
1 acquired in sample C, incubated with microsomes and regenerating system for 6 hours. Panel
A and B show the product ion spectrum of hydroxyl-derivate metabolite of 1 at retention time
7.44 and 7.69 minutes, respectively. Panel C show the product ion spectrum of hydroxyl-
derivate metabolite of 1 at retention time 8.61 minutes.

Compound Docking score

1 14,677
5 (#500) _13.716
6 (#609) -10.915
7 (#607) -13,873
8 (#604) 11,977
9 (#610) 12,47
10 (#602) _14,474
11 (#601) -14,668
12 (#603) ~14,473
13 (#600) _14,743
14 (#614) -15,327
15 (#608) -14,855
16 (#606) 14,814
17 (#613) -15,559

Table S1: docking scores
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Figure S2. Body weight analysis of compound 1-treated mice. Mean body weights at different
time-point after 35 days of intraperitoneal injection of 10 and 25 mg/kg of compound 1 (every
3 days, i.p, n = 4/group) in healthy Balb/c mice.
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Figure S3. Food uptake of compound 1-treated mice. Food consumption evaluated every week.
Balb/c were treated with 10 and 25 mg/kg of compound 1 (every 3 days, i.p, n = 4/group).
Control mice were treated with vehicle (every 3 days, i.p, n = 4/group).
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1 1

Control (vehicle) (10 mg/ke) (25 mg/kg) UdM
RBC 10.23 10,10 10,34 M/uL
HCT 48.8 4.5 48.9 %
HGB 15.2 15.0 14.8 g/dL
MCV 47.7 49.0 473 fL
MCH 14.9 14.9 14.3 pg
MCHC 31.1 30.3 30.3 g/dL
RDW 26.3 25.6 26.2 %
RET% 43 3.8 3.4 %
RET 4389 380.8 350.5 K/uL
WBC 4.04 4.83 5.28 K/uL
NEU% 25.1 25.5 20.4 %
LYM% 64.6 65.8 71.4 %
MON% 7.4 6.8 5.9 %
EOS% 2.2 1.9 2.1 %
BAS% 0.7 0.0 0.2 %
NEU 1.01 1.23 1.08 K/uL
LYM 2.61 3.18 3.77 K/uL
MON 0.30 0.33 0.31 K/uL
EOS 0.09 0.09 0.11 K/uL
BAS 0.03 0.00 0.01 K/uL
PLT 258 262 323 K/uL
BUN 29 34 37 mg/dL
Creatinine 0.43 0.48 0.47 mg/dL
ALT 28 24 30 U/L

Table S2. Hematological profiling and biochemical analysis of renal and hepatic function
parameters. Analysis of the blood samples of compound 1-treated mice (10 and 25 mg/Kg,
every 3 days, i.p, n = 4/group) compared with the controls. RBC, red blood cells; HGB,
hemoglobin; HCT, hematocrit; MCV, mean corpuscular volume; RDW, red cell distribution
width; RET, reticulocytes; WBC, white blood cells; NEU Neutrophil; LYM, lymphocyte;
MON, monocyte; EOS, eosinophil; BAS, basophil; PLT, platelets; MCH, mean corpuscular
hemoglobin; MCHC, mean corpuscular hemoglobin concentration. BUN, blood urea nitrogen
(parameter of kidney and liver function); Creatinine (parameter of kidney function); ALT,
alanine aminotransferase, parameter of liver function
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TH-NMR, BC-NMR spectra, HRMS and
UHPLC of representative compounds
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Ethyl 2-((4-methoxybenzyl)oxy)pyrazolo[1,5-a]pyridine-3-carboxylate (19a)
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Ethyl N-(4-methoxybenzyl)-2-oxo-pyrazolo[1,5-a]pyridine-3-carboxylate (19b)
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2-((4-Methoxybenzyl)oxy)pyrazolo[1,5-a]pyridine-3-carboxylic acid (20)
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N-(4-bromo-2,3,5, 6-tetrafluorophenyl)- 1-(4-methoxybenzyl)-2-oxo- 1,2-dihydropyrazolo[ 1,5-a] pyridine-3-

carboxamide (20
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1-(4-Methoxybenzyl)-2-oxo-N-(2,3,5, 6-tetrafluoro-4-morpholinophenyl)- 1, 2-dihydropyrazolo[1,5-a]pyridine-3-

carboxamide (22)
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1-(4-Methoxybenzyl)-2-oxo-N-(2,3,5, 6-tetrafluoro-4-(thiophen-2-yl)phenyl)-1,2-dihydropyrazolo[1,5-a]pyridine
3-carboxamide (23)
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1-(4-Methoxybenzyl)-2-oxo-N-(2,3,5, 6-tetrafluoro-4-(pyridin-3-yl)phenyl)-1,2-dihydropyrazolo[1,5-a]pyridine-
carboxamide (24)
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1-(4-Methoxybenzyl)-2-oxo-N-(2,3,5, 6-tetrafluoro-4-(2-(trifluoromethyl) pyridin-4-yl)phenyl)-1,2-

dihydropyrazolo[1,5-a]pyridine-3-carboxamide (25)
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1-(4-Methoxybenzyl)-2-oxo-N-(2,3,5, 6-tetrafluoro-3'-hydroxy-[ 1, 1'-biphenyl]-4-yl)- 1,2-dihydropyrazolo[ 1, 5-
alpyridine-3-carboxamide (26)
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1-(4-Methoxybenzyl)-2-oxo-N-(2,3,5,6-tetrafluoro-3'-(trifluoromethoxy)-[ 1, 1"-biphenyl]-4-yl)- 1, 2-

dihydropyrazolo[1,5-a]pyridine-3-carboxamide (27)
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1-(4-Methoxybenzyl)-2-oxo-N-(2,3,5, 6-tetrafluoro-3"-methoxy-[ 1, 1"-biphenyl]-4-yl)-1,2-dihydropyrazolo[ 1, 5-

alpyridine-3-carboxamide (28)
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1-(4-Methoxybenzyl)-2-oxo-N-(2,3,5, 6-tetrafluoro-3'-propoxy-[ 1, 1'-biphenyl]-4-yl)-1,2-dihydropyrazolo[ 1, 5-
alpyridine-3-carboxamide (29)
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1-Benzyl-2-oxo-N-(2,3,4",5, 6-pentafluoro-[ 1, 1"-biphenyl]-4-yl)- 1,2-dihydropyrazolo[1,5-a]pyridine-3-

carboxamide (32)
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1-Benzyl-2-oxo-N-(2,3,3",5,6-pentafluoro-[ 1, 1'-biphenyl]-4-yl)- 1,2-dihydropyrazolo[1,5-a]pyridine-3-

carboxamide (33)
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1-Benzyl-2-oxo-N-(2,3,5, 6-tetrafluoro-4'-(trifluoromethyl)-[ 1, 1 "-biphenyl]-4-yl)-1,2-dihydropyrazolo[ 1, 5-

alpyridine-3-carboxamide (33)
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1-Benzyl-2-oxo-N-(2,3,5, 6-tetrafluoro-3'-(trifluoromethyl)-[ 1, 1"-biphenyl]-4-yl)- 1, 2-dihydropyrazolo[ 1, 5-

alpyridine-3-carboxamide (35)

—10.04

'H NMR Spectrum (CDCl;)
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2,3,4"5,6-pentafluoro-[1,1'-biphenyl]-4-aniline (36)
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2,3,3"5,6-pentafluoro-[1,1'-biphenyl]-4-aniline (37)
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2,3,5,6-tetrafluoro-4'-(trifluoromethyl)-[ 1, 1'-biphenyl]-4-aniline (38)
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f1 (ppm)

2,3,5,6-tetrafluoro-3"-(trifluoromethyl)-[ 1, 1'-biphenyl]-4-aniline (39)
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2-Hydroxy-N-(2,3,5, 6-tetrafluoro-4-morpholinophenyl)pyrazolo[ 1,5-a]pyridine-3-carboxamide (6)
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2-Hydroxy-N-(2,3,35, 6-tetrafluoro-4-morpholinophenyl)pyrazolo[ 1,5-a] pyridine-3-carboxamide (6)

meds-609__ 10ng-ul_inf_ms-neg 01423£20 16:04:35 MEDS-609__ 10ng-ul_inf_MS-neg

S28

meds-G08 10mg-ul inf ms-neg #1-20 RT: 0.01-0.28 AV: 20 WNL: 9.56E8

T: FTMS - p ESI Full ms [403.00-430.00]
4009.0825

100 CigHiOaMNsFy
a0
i
7O

G0

50

40

Relative Abundance

30
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I I
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meds-G08__ 10ng-ul_inf_ms2-hcd-70-neg #1-20 RT: 0.01-0.37 AV: 20 HNL: 1.4GES8

T: FTMS - p ESI Full ms2 409.00&Ehcd70.00 [50.00-430.00]
389.0881

CiaHiz03MN4F3
10

Relative Abundance
o

3 400.0924
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6/17/2019 3:59:29 PM

MMS334

B2 C18_95 ACN

Report UHPLC

Acquisition Date/Time 6/17/2019 3:44:31 PM Sample Name MMS334
Acquisition Method B2 C18 95 ACN Injection Volume 2
Instrument Name UHPLC
MMS334 : 254:10:360:10 : 1
_ [
1200:
1000; E
2 . 1
E ]
% 600
o A 4 1L
) I I | T | T I T
0 1 2 4 5 G 7
Time {min}
Channel Name 254:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
3.726 13,836.6 32,085.9 1.07 1.96Fall 201
3.952 1,276,726.6 2,880,293.3 96.49 1.22Pass 223
4.480 545.1 1,029.3 0.03 1.27Pass 224
4914 18,989.5 54,643.7 1.83 1.40Pass 224
5.911 1,444.6 2,843.4 0.10 1.44Pass 228
5.984 5,735.5 13,721.6 0.46 1.23Pass 228
6.159 309.6 573.9 0.02 1.12Pass 228
Total 2,985,191.1 100.00
UHPLC

S29



6/17/2019 3:59:29 PM

MMS334

MMS334 : 230:10:360:10 : 1

B2 C18_95 ACN

1400

- -
= ra
= =1
=1 =1
Liiil

800

600

Absorbance (mALD
]

EWA L

aumE = £ = E E E
2007 % % ~ § 2 B
E ol j l A
] T T T T T T T
0 1 2 4 5 G
Time {min}
Channel Name 230:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
1.241 16,235.0 43,141.3 1.23 4.25Fail 231
2.806 4,024.1 14,546.7 0.41 34.58Fail 201
3.726 16,492.6 33,9454 0.97 2.21Falil 201
3.952 1,479,467.9 3,376,630.5 96.28 1.22Pass 223
4,932 7,795.9 25,818.8 0.74 1.82Fail 225
5.985 5,320.7 10,025.1 0.29 1.12Pass 228
6.631 1,896.8 3,097.1 0.09 1.07Pass 228
Total 3,507,205.0 100.00
UHPLC

S30



6/17/2019 3:59:29 PM

MMS334

MMS334 : 266:10:360:10 : 1

B2 C18_95 ACN

Absorbance (mALD

EWA L

] E £ E £t Efie
200 R g 3 52 R S
o] L L | Ul
) I I | I | I I | I
0 1 2 4 5 G 7
Time (min}
Channel Name 266:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
3.726 11,698.0 27,951.3 0.87 1.62Fail 201
3.952 1,367,831.1 3,104,230.7 97.13 1.22Pass 223
4.481 548.2 1,015.9 0.03 1.27Pass 224
4.916 9,676.2 31,058.8 0.97 1.46Pass 224
5.910 816.8 1,554.7 0.05 1.40Pass 228
5.984 5,224.0 12,233.9 0.38 1.23Pass 228
6.584 851.9 1,895.0 0.06 1.12Pass 228
6.627 991.3 2,230.4 0.07 1.08Pass 228
6.686 946.4 1,888.5 0.06 1.06Pass 228
6.770 1,062.4 1,872.8 0.06 1.09Pass 228
6.818 2,059.5 6,032.7 0.19 1.08Pass 228
7.078 1,153.1 3,904.8 0.12 1.06Pass 228
Total 3,195,869.7 100.00
UHPLC

S31



2-Hydroxy-N-(2,3,5, 6-tetrafluoro-4-(thiophen-2-yl)phenyl)pyrazolo[ 1,5-a]pyridine-3-carboxamide (7)
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2-Hydroxy-N-(2,3,5, 6-tetrafluoro-4-(thiophen-2-yl)phenyl)pyrazolo[ 1,5-a] pyridine-3-carboxamide (7T)

meds-607__ 10ng-ul_inf_ms-neg 01423420 16:13:25 MEDS-807___10ng-ul_inf_MS5-neg

S33

meds-G07  10ng-ul inf ms-neg #1-20 RT: 0.01-0.32 AV: 20 MNL: 1.00EB
T: FTMS - p ESI Full ms [402.00-402.00]
4060275
CipHgOaMNzFa 5
1004 gRglaMNziy

004

803
703

03
507
403

Relative Abundance

303 407.0208

3 C1aHaO2MN3Fa5
203 BRI MN3IFg

10
=
404.0 404.5 405.0 405.5 40&.0 406.5 407.0 407.5 408.0 408.5
miz

meds-807__ 10ng-ul_inf_ms2-hcd-80-neg #1-20 RT: 0.01-0.38 AV: 20 ML: 2.63E5
T: FTMS - p ESI Full ms2 406.00@Ehcd&0.00 [50.00-430.00]
388.0213
C1sH7O2MNaF35

Relative Abundance
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5/17/2019 9:13:23 AM

MMS266G

DHODH screening

Report UHPLC

Acquisition Date/Time 5/16/2019 4:08:20 PM Sample Name MMS266G
Acquisition Method DHODH screening Injection Volume 2
Instrument Name UHPLC
MMS266G : 266:10:360:10 : 1
- L
600 —
500: of
S 1 u
E 400 —
% 300+
% 200: = = = = =
m = = E E =
100 @ g £ § %
U_ \; l AL L g/\ 4
7T T 17 17T T 17 1 17 17T 7T 1T 17T T 1T T T T T T T T°T r 7T 1 17T 17T T 1T 1T 1T 1T 1T 17 1T T 1T T 1T T T T T T T T [ T T T T T T
1 2 3 4 7 8 9 10 hhl
Time {min}
Channel Name 266:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
4.651 1,416.5 2,881.3 0.18 1.87Fail 200
5.449 3,889.6 10,473.4 0.65 2.48Fail 200
5.863 658,435.6 1,566,752.1 97.79 1.46Pass 223
6.716 10,393.4 20,214.4 1.26 1.14Pass 225
7.098 466.9 726.4 0.05 1.08Pass 227
7.664 599.4 1,107.4 0.07 1.05Pass 228
Total 1,602,155.0 100.00
UHPLC

S34



5/17/2019 9:13:23 AM

MMS266G

MMS266G : 254:10:360:10 : 1

DHODH screening

600

500

400

300

Absorbance (mALD

200 _ B e - i =
100 z 3 L = X Ea8 R B
3 YRR bodl el i
rT 17 17T 17T T T T 17T T 1T 17 17T 7T 1T T 7T 1T T 1T T T°7T | N N Y Y Y B O B |
0 1 2 3 4 5 7 g 9 10 11
Time (min}
Channel Name 254:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum

4.651 1,029.8 1,983.5 0.13 1.28Pass 200
5.449 4,049.7 11,593.9 0.73 2.52Falil 200
5.863 638,393.7 1,530,054.6 96.95 1.46Pass 223
6.716 11,547.1 23,465.6 1.49 1.07Pass 225
7.130 850.4 3,369.5 0.21 1.08Pass 227
7.217 442.6 704.7 0.04 1.03Pass 227
7.541 449.6 912.3 0.06 1.05Pass 228
7.664 593.2 1,073.7 0.07 1.04Pass 228
7.919 340.8 1,352.6 0.09 1.11Pass 228
8.208 351.6 940.7 0.06 1.13Pass 228
8.798 537.8 1,013.6 0.06 1.06Pass 229
11.159 511.5 1,793.4 0.11 1.04Pass 229

Total 1,578,258.0 100.00

UHPLC

S35



5/17/2019 9:13:23 AM

MMS266G

MMS266G : 230:10:400:10 : 1

DHODH screening

@

=1

=
1

Absorbance (mALD
[=}]
[
[
L1

E
200 & 3 P
I L L L L L L L L N e Y Y Y I B
0 1 2 3 4 5 G 7 g 9 10 11
Time (min}
Channel Name 230:10:400:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
4.652 2,758.6 5,515.4 0.22 1.65Fail 200
5.449 5,418.1 13,437.9 0.54 6.07Fail 200
5.863 1,028,041.2 2,433,425.2 97.37 1.46Pass 223
6.717 23,723.7 46,825.5 1.87 1.14Pass 225
Total 2,499,204.1 100.00
UHPLC
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2-Hydroxy-N-(2,3,5, 6-tetrafluoro-4-(pyridin-3-yl)phenyl)pyrazolo[ 1,5-a]pyridine-3-carboxamide (8)
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2-Hydroxy-N-(2,3,5,6-tetrafluoro-4-(pyridin-3-yl)phenyl)pyrazolo[ 1,5-a] pyridine-3-carboxamide (8)

meds-604_ 10ng-ul_inf_ms-pos 0123720 12:12:46 MEDS-604__ 10ng-ul_inf_MS-pos

S38

meds-604 10ng-ul inf ms-pos #1-20 RT: 0.00-0.28 AV: 20 HNL: 2.T9ET
T: FTMS + p ESI Full ms [399.00-440.00]
403.0810

100 CigH1102NsF4
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40

Relative Abundance
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meds-804__ 10ng-ul_inf_ms2-hcd-23-pos #1-20 RT: 0.01-0.33 AWV: 20 ML: 831ES
T: FTMS + p ESI Full ms2 403.00{@hcd23.00 [50.00-450.00]
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7/9/2020 5:48:44 PM

M604

Report UHPLC

Acquisition Date/Time 7/9/2020 5:30:40 PM Sample Name M604
Acquisition Method C18_03 Polar2 Injection Volume 2
Instrument Name UHPLC
M6E04 : 280:10:360:10 : 1
350 1
300§
2507 i
= =
£ 2007
E 150§
= 100; E% E
50 & 3
I VN
_IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
0 2 4 5 G 7 g 9 10
Time {min}
Channel Name 280:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
1.642 779.5 2,077.1 0.28
1.712 10,118.1 31,757.7 4.26
3.377 359,213.2 708,334.0 95.11
4.142 1,221.3 2,613.6 0.35
Total 744,782.4 100.00

UHPLC

C18 03 Polar2

S39



7/9/2020 5:48:44 PM

M604

M604 : 254:10:360:10 : 1

C18 03 Polar2

4007
3507

300

2250
E
2 2004
% 150
= 3 =
1005 E
50 5
= SO ‘ L
_IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
0 1 2 4 5 G 7 g 9 10
Time {min}
Channel Name 254:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
1.712 8,904.0 26,285.5 3.19
3.377 404,450.3 796,440.9 96.81
Total 822,726.4 100.00
UHPLC
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7/9/2020 5:48:44 PM

M604

M604 : 230:10:360:10 : 1

C18 03 Polar2

Absorbance (mALD

8128 min

-

U_ u
_IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
0 1 2 3 4 5 G 7 g 9 10

Time (min}
Channel Name 230:10:360:10

Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum

1.639 7,291.2 21,023.3 1.80

1.713 7,349.7 22,921.7 1.96

3.377 562,943.0 1,114,187.5 95.24

5.534 2,951.2 5,585.3 0.48

8.128 3,357.1 6,099.8 0.52

Total 1,169,817.6 100.00

UHPLC
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7/9/2020 5:48:44 PM

M604

M604 : 262:10:360:10 : 1

C18 03 Polar2

400
3505

3007

=
wm
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Absorbance (mALD
- Mo
w [
[ [
|

: : 2 : 2 ¢
. A i1 i X -
_IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
0 1 2 3 4 5 G 7 g 9 10
Time (min}
Channel Name 262:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
1.712 6,887.3 20,727.3 2.48
3.377 404,396.3 799,230.3 95.71
3.484 1,151.0 3,402.4 0.41
4.143 1,840.1 4,030.6 0.48
5.231 692.1 1,204.5 0.14
5.533 2,267.4 4,631.6 0.55
7.016 540.8 1,038.2 0.12
8.894 289.5 497.0 0.06
9.303 216.6 302.8 0.04
Total 835,064.8 100.00

UHPLC
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2-Hydroxy-N-(2,3,5, 6-tetrafluoro-4-(2-(trifluoromethyl) pyridin-4-yl) phenyl)pyrazolo[1,5-a]pyridine-3-
carboxamide (9)

N
MEeS Dm NaSmnTE o99

'H NMR Spectrum (DMSO)

L e e e e L L L S S S S B B S RN S S B S S S B B S R A S R .
12,5 12,0 115 1.0 105 10.0 95 9.0 85 8.0 73 7.0 6.5 6.0 5.5 3.0 45 4.0 3.3 3.0 25 2.0 1.5 1.0 0.5 0.0

f1 (ppm)
-a—1 o T o Moo= MMM TN —=mY -~ sm
I = e R e O I R T e )
m o I R e oo o O OMd — O 03 0303 D MMM
E‘D mT T T T T TTm R s s e e e e A R ] —om

13C NMR Spectrum (DMSO)

i E S B A B S S B S S S B S B B S B S B Y A AN A s A e B A
220 210 200 190 180 170 160 150 140 130 120 %10( )100 90 80 70 60 50 40 30 20 10 0
1 (ppm



2-Hydroxy-N-(2,3,5, 6-tetrafluoro-4-(2-(trifluoromethyl) pyridin-4-yl) phenyl)pyrazolo[ 1,5-a]pyridine-3-carboxamide (9)

meds-610___10ng-ul_inf_ms-pos 01423720 134653 MEDS-610__10ng-ul_inf_M3-pos

meds-810 10ng-ul inf ms-pos #1-20 RT: 0.01-0.29 AWV: 20 HWL: 1.28E7

T: FTMS + p ESI Full ms [440.00-420.00]
471.0684

100 CxHipOzNgFr
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meds-810__ 10ng-ul_inf_ms2-hcd-30-pos #1-20 RT: 0.01-0.32 AN: 20 NL: 1.08E7
T: FTMS + p ESI Full ms2 471.00@hcd30.00 [50.00-500.00]
161.0342
CgHs02MNz
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7 471.0678
CxoHO2MNaF7
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o ...._...._...._...._.:._...._:.._...._...._...._:.._...._:..._...._...._...._...._...._...._...._...._...._...._...._...._...._...._...._...._..:_...._...._...._...._...._:.._...._.:._...._...._...._...._...._...._...._
100 150 200 250 300 350 400 450 500

mi=

S44



7/15/2020 3:31:39 PM

SS1772D

FLUORO FEN. 1

Report UHPLC

Acquisition Date/Time
Acquisition Method

Instrument Name

7/9/2019 4:31:09 PM Sample Name
FLUORO FEN. 1 Injection Volume
UHPLC

S$51772D : 262:10:360:10 : 1

SS1772D

1

] [

23] =1

=] =1
[HENENEEEEENEREENE

ra
=
=

Absorbance (mALD

- -k

= o

=1 =]
1 1

R

50 = 8| o
Uf g Lo
rrr 11Tt 1 1t 171 11 © 1117 17T 1 17 17T 17T [ " 17T 1©T 17 [ T 1T 1T 7°T 1 T T T T 17 T T T T T T T T T T TT
0 2 3 4 5 G 7 g
Time {min}
Channel Name 262:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
7.169 808.4 2,172.3 0.28 1.94Fall 201
7.893 577.9 1,135.8 0.15 1.97Fall 229
8.010 365,742.4 771,705.2 99.27 1.78Fall 223
8.279 1,305.8 2,354.3 0.30 1.69Fall 229
Total 777,367.6 100.00

UHPLC

S45



7/15/2020 3:31:39 PM

SS1772D

S51772D : 254:10:360:10 : 1

FLUORO FEN. 1

]

23]

=
1

=
wm
=

Absorbance (mALD
Mo
[
[
|

R

100% E E E EE é

EEZ 52 :

E kd L\M
_IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
0 1 2 5 g 9 10

Time (min}
Channel Name 254:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
7.169 754.3 1,830.4 0.22 2.32Falil 201
7.609 2211 1,761.8 0.21 1.59Fail 228
7.893 421.0 781.0 0.09 2.11Fail 229
8.010 398,285.6 837,287.6 98.66 1.78Fail 223
8.279 1,565.1 2,827.7 0.33 1.69Fail 229
8.458 414.3 788.4 0.09 1.14Pass 229
9.814 189.8 3,348.5 0.39 1.26Pass 230
Total 848,625.3 100.00

UHPLC
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7/15/2020 3:31:39 PM

SS51772D :

SS1772D

230:10:360:10 : 1

FLUORO FEN. 1

Absorbance (mALD
]

TR

M

[
LUELILL
2,286 min
.

1T 1 17 T 17 17T 1T T 17T 17T 1T T 17 T 7T 17T T 1T 7T T T T7]
5 G 7

0 2 3 g
Time {min}
Channel Name 230:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
2.286 2,537.5 9,094.6 0.94 3.11Falil 201
8.010 455,065.7 957,742.8 99.06 1.78Fail 223
Total 966,837.4 100.00

UHPLC

1T 1T 1T 17 T T 17T T [ TT
9 10
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2-Hydroxy-N-(2,3,5, 6-tetrafluoro-3'-hydroxy-[1,1'-biphenyl]-4-yl)pyrazolo[1,5-a]pyridine-3-carboxamide (14)

-
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2-Hydroxy-N-(2,3,5, 6-tetrafluoro-3'-hydroxy-[1,1'-biphenyl]-4-yl)pyrazolo[1,5-a]pyridine-3-carboxamide (14)

meds-614__ 10ng-ul_inf_ms-pos 01423720 14:17:23 MEDS-814__ 10ng-ul_inf_MS5-pos

meds-614  10ng-ul inf ms-pos #1-20 RT: 0.01-0.28 AV: 20 MNL: B.53E6

T: FTMS + p ESI Full ms [400.00-450.00]
418.0807

100 CopH1203N3F4
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60
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40

Relative Abundance
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il
411 412 413
miz

meds-&14__ 10ng-ul_inf_ms2-hcd-35-pos #1-20 RT: 0.01-0.33 AW: 20 ML: 9.03ES

T: FTMS + p ESI Full ms2 418.00@hcd35.00 [50.00-450.00]
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7/25/2019 6:05:28 PM MMS382 FLUO

Report UHPLC

Acquisition Date/Time 7/25/2019 5:44:59 PM Sample Name MMS382
Acquisition Method FLUO Injection Volume 1
Instrument Name UHPLC
MMS382 : 262:10:360:10 : 1
G00— 4
500 Y
= 400 4
=T
T
g 300+
g 200
=T c - c cE c c C
7 £ £ £ EEE  EE
_ - I e o @
. Ll I Mool
I I I I [ I I I I | I I I I | I I [ I I I | I I I I [ I I I I I I I I T
0 1 2 3 4 5 G 7
Time {min}
Channel Name 262:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
1.103 1,101.7 3,750.0 0.28] Not Enough 201
Valid Points
1.342 330.8 2,019.3 0.15 8.69Fail 200
5.300 1,695.0 6,489.9 0.49 4.05Fail 201
5.749 593,508.1 1,276,458.0 95.95 1.23Pass 222
6.206 5,669.2 11,481.5 0.86 1.29Pass 227
6.281 9,029.7 20,079.7 151 1.49Pass 225
6.402 3,663.9 7,251.7 0.55 1.42Pass 229
6.793 426.2 959.7 0.07 1.25Pass 230
6.953 814.0 1,833.6 0.14 1.18Pass 230
Total 1,330,323.5 100.00

UHPLC
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7/25/2019 6:05:28 PM

Absorbance (mALD

MMS382

MMS382 : 254:10:360:10 : 1

500

400

300

200

100 5 ?% § S EE“E’
a b ) ;
I I I I [ I I I | I I I I | I I [ I I I | I I I I [ I I I I I I I I
0 1 2 3 4 5 G 7
Time {min}
Channel Name 254:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
1.099 1,498.1 6,766.6 0.57| Not Enough 201
Valid Points
1.339 583.6 3,224.2 0.27 2.66Fail 200
4.408 563.1 1,468.6 0.12 1.39Pass 201
5.303 2,101.0 7,841.8 0.66 3.55Fail 201
5.749 530,130.3 1,137,447.6 95.33 1.23Pass 222
6.207 5,260.6 10,404.6 0.87 1.43Pass 227
6.281 9,623.0 20,123.3 1.69 1.34Pass 225
6.403 3,095.2 5,837.4 0.49 1.42Pass 229
Total 1,193,114.1 100.00

UHPLC

FLUO
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7/25/2019 6:05:28 PM

MMS382

MMS382 : 230:10:360:10 : 1

Absorbance (mALD
]

200 E‘% £
100; ﬁg
] 1l
————¥pp
I I I I [ I I I | I I I I | I I [ I I I | I I I I [ I I I I I I I I
0 1 2 3 4 5 G 7
Time {min}
Channel Name 230:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
5.749 741,009.4 1,591,497.4 97.19 1.23Pass 222
6.207 9,810.5 19,061.9 1.16 1.28Pass 227
6.281 9,209.5 17,745.5 1.08 1.52Fail 225
6.403 5,062.4 9,180.2 0.56 1.54Fail 229
Total 1,637,484.9 100.00
UHPLC

FLUO
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2-Hydroxy-N-(2,3,5, 6-tetrafluoro-3'-(trifluoromethoxy)-[ 1, 1 -biphenyl]-4-yl)pyrazolo[ 1,5-a]pyridine-3-
carboxamide (15)
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z 593 2¥R8E23
oiodod M R
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'H NMR Spectrum (DMSO)
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2-Hydroxy-N-(2,3,5, 6-tetrafluoro-3'-(trifluoromethoxy)-[ 1, 1 '-biphenyl]-4-yl)pyrazolo[ 1,5-a]pyridine-3-carboxamide (15)

meds-608__ 10ng-ul_inf_ms2-hcd-35-pos 01423720 13:18:23 MEDS-6058__ 10ng-ul_inf_MS2-HCD-35-pos

meds-G08 10mg-ul inf ms-pos #1-20 RT: 0.01-0.28 AV: 20 NL: 2.00EG
T: FTMS + p ESI Full ms [450.00-500.00]
485 0881
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miz

meds-808__ 10ng-ul_inf_ms2-hcd-35-pos #1-200 RT: 0.01-0.38 AV: 20 NL: 8 78ES5
T: FTMS + p ES| Full ms2 438.00@hcd35.00 [50.00-500.00]
161.0343
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6/12/2019 3:34:31 PM

MMS318

DHODH screening

Report UHPLC

Acquisition Date/Time 6/12/2019 9:58:04 AM Sample Name MMS318
Acquisition Method DHODH screening Injection Volume 2
Instrument Name UHPLC
MMS318 : 266:10:360:10 : 1
. !
2000: I
5 1500
3 ]
E 7
E 10005
é E = ccC
500: E EE
= l b
T T T T T T T T T T [T T T T 1T I T T T T 1T T T T T T T T T T [ T T T T I T T T T [ T T T T [ T T 1T T L T T T T T T1
0 1 2 3 4 5 G 7 g 9 10 1
Time {min}
Channel Name 266:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
6.798 1,209.1 2,911.1 0.05 1.13Pass 225
6.892 2,249,915.8 6,259,179.3 99.80 1.15Pass 225
9.495 1,655.5 6,194.2 0.10 1.04Pass 228
9.626 1,294.6 3,154.1 0.05 1.05Pass 228
Total 6,271,438.7 100.00
UHPLC
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6/12/2019 3:34:31 PM

MMS318

MMS318 : 254:10:360:10 : 1

2000

1500

1000

Absorbance (mALD

500 E E
: g
_IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
0 1 2 3 4 5 G W 8 9 10 hhl
Time {min}
Channel Name 254:10:360:10
Component Time Area Area % | Peak Purity | Wavelength
Name Maximum
6.797 2,088.7 0.03 1.13Pass 225
6.892 2,357,660.2 6,245,168.8 99.80 1.15Pass 225
7.476 10,355.7 0.17 1.11Pass 228
Total 6,257,613.2 100.00
UHPLC

DHODH screening

S56



6/12/2019 3:34:31 PM

MMS318

MMS318 : 230:10:400:10 : 1

DHODH screening

2500

2000

1500

1000

Absorbance (mALD

500 o5 3 % &
rT 117 ro 71 r0 11 v 10 1 1T 1 1T 1 17 1T [ T 17T 1T T 7T T 17 1T T T T 1T 17 1T 1T T 1T T T T T T 1T T 1T T T T T T TTT
0 1 2 3 4 5 G W 8 9 10 hhl
Time {min}
Channel Name 230:10:400:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
6.113 1,983.2 3,761.9 0.05 10.21Fail 200
6.297 1,994.6 3,959.9 0.06 3.38Fall 224
6.543 4,070.3 11,828.1 0.17 2.30Fail 225
6.892 2,501,378.2 7,002,826.7 99.00 1.15Pass 225
7.405 3,316.5 9,726.1 0.14 1.11Pass 227
7.476 6,347.1 15,040.4 0.21 1.12Pass 228
9.624 10,670.3 26,625.7 0.38 1.05Pass 228
Total 7,073,768.8 100.00

UHPLC

S57



-biphenyl]-4-yl)pyrazolo[1,5-a]pyridine-3-carboxamide (16)

!

2-Hydroxy-N-(2,3,5, 6-tetrafluoro-3'"-methoxy-[1,1

T8e—

107
0L
€0
60
)
)%
oL
me
e
e
8L
6L
05z
z5¢
6L
662

098
H@.mv.
268
66'8

1.5 1.0 0.5 0.0

2.0

2.5

3.0

3.5

6.0 5.5 5.0 4.5 4.0
f1 (ppm)

6.5

70

11.0 10.5 10.0 9.5 9.0 8.5 8.0 7.5

11.5

12.0

'H NMR Spectrum (DMSO)

9E'55—

cC'eg—

seert
L6411
8STT
zg'arT
T6'91T
0011
Tt
e T~
el
gAY
mﬁ_mﬂ%
o
|

E6'TFT
00'ZFT
b kT

Z5'ErT
95'ErFT
GEEET~_

£5'09T—
56'2aT~"

S58

20 10

30

40

50

100 a0 &0 70 60

110
f1 (ppm)

120

140 130

150

210 200 190 180 170 160

13C NMR Spectrum (DMSO)

220



P:\Renzo\..\28 M606_10ng-uL__pos

07/15/20 05:15:31

RT: 6.00 - 20.00
13.12 NL:
100 1.81E8
® B TIC F: Full ms
2 80 MS
S 28 _M606_10
S 60 ng-uL__pos
3 602
<
g 40—
=R 1350 1445 440
© 20 206 756 7.64 831 858 9.01 961 1052 1099 1074 1179  12.58 - 1460 1522 1634 16.97 17.13 18.68 19.69
o
13.15 NL:
100 i 2.93E7
] \ TIC F: Full
80 | ms2 432.1000
] I MS
60 | 28 M606_10
Bl ” ng-uL__pos
40— |
] '
20— x
- |
0 T S s R \ I e B e e B N \ B B B B B N B B N E E R
6 8 9 10 11 12 13 14 16 17 19 20
Time (min)
432.0969 NL: 5.83E7
C21H14 O3N3F4 28__M606_10ng-uL__pos#2610-
o 1003 2658 RT: 13.06-13.22 AV: 8 SB: 15
S oo 12.78-12.89 , 13.60-13.66 T: FTMS
3 N + p ESI Full lock ms
§ 60— [90.0000-900.0000]
2
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>
3 20—
o .
I | |
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4/16/2019 10:46:36 AM

MMS254.2

DHODH screening

Report UHPLC

Acquisition Date/Time 4/16/2019 10:15:46 AM Sample Name MMS254.2
Acquisition Method DHODH screening Injection Volume 2
Instrument Name UHPLC
MMS254.2 : 266:10:360:10 : 1
9005 r
800; R
?oog
5 soo% o
<L 3
E 500
E 400%
2 3003
100- 3 BEE 3
3.1
_IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
0 1 2 3 4 5 G 7 g 9 10 1
Time {min}
Channel Name 266:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
5.788 894,699.6 1,700,575.6 96.86 1.20Pass 222
5.924 1,605.9 6,107.6 0.35 2.06Fail 224
6.377 728.7 1,300.7 0.07 1.09Pass 227
6.435 15,365.3 29,733.9 1.69 1.36Pass 224
6.758 6,651.5 12,768.7 0.73 1.09Pass 225
7.441 2,860.2 5,190.0 0.30 1.11Pass 227
Total 1,755,676.4 100.00

UHPLC

S60



4/16/2019 10:46:36 AM

MMS254.2

MMS254.2 : 254:10:360:10 : 1

DHODH screening

Absorbance (mALD

400
SUUE
2007 £ E £ £ £
1005 % g E % E
0E JL l l \J?./ ;
:IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
0 1 2 3 4 5 G g 9 10 11
Time (min}
Channel Name 254:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
5.788 827,536.5 1,570,958.1 96.73 1.20Pass 222
5.924 1,883.8 6,834.7 0.42 3.75Falil 224
6.435 15,750.6 29,840.8 1.84 1.10Pass 224
6.758 5,578.2 10,477.9 0.65 1.09Pass 225
7.094 524.8 1,674.6 0.10 1.07Pass 227
7.441 2,386.6 4,227.8 0.26 1.11Pass 227
Total 1,624,013.9 100.00

UHPLC
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4/16/2019 10:46:36 AM

MMS254.2

MMS254.2 : 230:10:400:10 : 1
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I L e e e e e
4 5 G 7 g 9 10 11

Time {min}
Channel Name 230:10:400:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
5.788 1,148,224.4 2,184,838.3 95.41 1.20Pass 222
6.375 7,259.3 13,689.9 0.60 1.25Pass 227
6.435 30,171.7 57,345.6 2.50 1.10Pass 224
6.607 4,791.8 9,341.6 0.41 1.04Pass 225
6.759 9,028.5 16,477.9 0.72 1.09Pass 225
7.442 4,634.6 8,203.2 0.36 1.11Pass 227
Total 2,289,896.6 100.00
UHPLC

DHODH screening
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"-biphenyl]-4-yl)pyrazolo[1,5-a]pyridine-3-carboxamide (17)

-propoxy-[1,1

!

2-Hydroxy-N-(2,3,5, 6-tetrafluoro-3
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2-Hydroxy-N-(2,3,5,6-tetrafluoro-3'-propoxy-[1,1"-biphenyl]-4-yl)pyrazolo[ 1,5-a]pyridine-3-carboxamide (17)

meds-613__ 10ng-ul_inf_ms-pos

0142320 14:06:55

MEDS-8613__10ng-ul_inf_MS-pos

meds-G13

Relative Abundance

100

203
mum
ﬂum
mum
mum

10mg-ul inf ms-pos #1-20 RT: 0.00-0.22 AV: 20 HNL: 451EG
T: FTMS + p ESI Full ms [450.00-470.00]

460.1280
CzaHigO3MNzFy

451 452 453 454 455 456 457 458 453 4E0 451 482 483 484 485 4845 487 485 4589 470
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meds-813__ 10mg-ul_inf_ms2-hcd-37-pos #1-20 RT: 0.01-0.35 AN: 20 NL: 2. 7BEG
T: FTMS + p ESI Full ms2 460.00@hcd37.00 [50.00-500.00]
1810342
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7/15/2020 3:40:40 PM MMS376C FLUO

Report UHPLC

Acquisition Date/Time 7/24/2019 3:12:55 PM Sample Name MMS376C
Acquisition Method FLUO Injection Volume 1
Instrument Name UHPLC
MMS376C : 262:10:360:10 : 1
600:
500: E
g 400:
E
% 300
: £ E E EE E
100 s 3 8 g8 g
o dod I el
I I I I [ I I I I | I I I I | I I [ I I I | I I I I [ I I I I I I I I T
0 1 2 3 4 5 G 7
Time {min}
Channel Name 262:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
1.104 693.0 2,287.2 0.17] Not Enough 201
Valid Points
1.329 296.2 1,558.9 0.12] Not Enough 202
Valid Points
5.268 1,139.9 2,920.7 0.22 3.98Fail 202
6.449 652,901.4 1,302,165.2 98.94 2.10Fail 223
6.666 895.9 1,532.3 0.12 1.33Pass 230
6.786 2,725.2 4,691.0 0.36 1.21Pass 230
7.021 495.8 1,001.3 0.08 1.09Pass 231
Total 1,316,156.5 100.00

UHPLC




7/15/2020 3:40:40 PM

MMS376C

MMS376C : 254:10:360:10 : 1

600

500

=

=1

=1
1

300

Absorbance (mALD

200

100 3 3 z g e
g dsede i 4 bddsd
T T T T [ T T T T | T T T T | T T [ T T T | T T T T [ T T T T | T T T T | T T
0 1 2 3 4 5 G 8
Time {min}
Channel Name 254:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
1.094 1,598.0 7,525.7 0.63| Not Enough 201
Valid Points
1.344 302.9 2,360.7 0.20| Not Enough 202
Valid Points
4.411 679.4 2,023.6 0.17 2.65Fail 201
5.268 1,133.6 2,896.6 0.24 2.54Fail 202
6.449 589,951.2 1,174,858.4 98.03 2.10Fail 223
6.667 913.8 1,555.3 0.13 1.33Pass 230
6.786 2,190.4 3,5687.5 0.30 1.21Pass 230
6.904 807.1 2,822.8 0.24 1.29Pass 230
7.022 473.2 894.5 0.07 1.16Pass 230
Total 1,198,525.0 100.00

UHPLC

FLUO

S66



7/15/2020 3:40:40 PM

MMS376C

MMS376C : 230:10:360:10 : 1

Absorbance (mALD

KG?" min

0 1 2 3 4 5 G 7
Time {min}
Channel Name 230:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
6.449 864,514.0 1,725,257.1 99.59 2.10Falil 223
6.788 4,232.3 7,153.7 0.41 1.21Pass 230
Total 1,732,410.8 100.00

UHPLC

FLUO

S67



2-Hydroxy-N-(2,3,5, 6-tetrafluoro-[ 1,1 ’-biphenyl]-4-yl)-4,5,6, 7-tetrahydropyrazolo[1,5-a]pyridine-3-
carboxamide (5)
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2-Hydroxy-N-(2,3,5, 6-tetrafluoro-[ 1,1 ’-biphenyl]-4-yl)-4,5,6, 7-tetrahydropyrazolo[1,5-a]pyridine-3-
carboxamide (5)

m500_ 5ng-ul__inf__ms2-406-ce10-60-pos 11/05/18 14:47:45

m200__Sng-ul__inf__ms2-406-ce10-60-pos #1-50 RT: 0.01-0.67 AV: 50 NL: 246E7
T: FTMS + p ESI Full ms2 406.1000@hcd10.00 [50.0000-300.0000]
183.0763
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Relative Abundance
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p-renzol...\m500__5ng-ul__inf__ms-neg 11/05/18 14:41:58

ma00__5ng-ul__inf__ms-neg #1-50 RT: 0.01-0.67 AV: 50 MNL: 8.11E7
T: FTMS - p ESI Full ms [80.0000-1000.0000]
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2-Hydroxy-N-(2,3,4',5,6-pentafluoro-[ 1, 1'-biphenyl]-4-yl)pyrazolo[1,5-a]pyridine-3-carboxamide (10)

=—=12.88

'H NMR Spectrum (DMSO)

f1 (ppm)
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meds-602__ 10ng-ul_inf_ms-pos

2-Hydroxy-N-(2,3,4',5,6-pentafluoro-[ 1, 1'-biphenyl]-4-yl)pyrazolo[1,5-a]pyridine-3-carboxamide (10)

01/23/20 11:49:07 MEDS-602__10ng-ul_inf_MS_30-pos

meds-G02

Relative Abundance

100

B0

B0

70

&0

50

40

30

20

10mg-ul inf ms-pos #1-20 RT: 0.01-0.29 AV: 20 NL: 6.40EG
T: FTMS + p ESI Full ms [300.00-520.00]

420.0766
CoH11O2M3Fs

T T T 11
G 417 418 418 420 421 422 423 424 425 428

miz

meds-G02__ 10mg-ul_inf_ms2-hcd-35-pos #1-20 RT: 0.01-0.36 AV: 20 NL: 2.21E8
T: FTMS + p ESI Full ms2 420.00@hed35.00 [50.00-460.00]

Relative Abundance
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7/15/2020 3:03:46 PM

SS1612A

B2 C18_95 ACN

Report UHPLC

Acquisition Date/Time 5/14/2019 12:42:43 PM Sample Name SS1612A
Acquisition Method B2 C18 95 ACN Injection Volume 2
Instrument Name UHPLC
SS1612A: 254:10:360:10 : 1
200
.| L
180 R
160% !
140§
5 1207
E
2 1005
E 80—
% 60: = = = =
207 2 3 : =
o L4 ) \L
] T | T I I | I [ I |
0 2 4 5 G 7
Time {min}
Channel Name 254:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
3.660 976.4 2,094.9 0.55 2.18Fail 223
4.034 2,212.7 4,279.8 1.12 5.15Fail 224
4.323 189,665.0 372,787.7 97.50 2.62Fail 223
4.760 861.4 1,577.5 0.41 1.12Pass 227
5.198 787.6 1,613.1 0.42 1.08Pass 228
Total 382,353.0 100.00

UHPLC

S72



7/15/2020 3:03:46 PM SS1612A B2 C18_95_ACN

SS51612A: 230:10:360:10 : 1

ra
=
=

150

100

50

Absorbance (mALD

(=1

'
m
=

I I I I I [ I T
2 3 4 5 6 7

Time {min}

(=1
-

Channel Name 230:10:360:10

Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
4.323 210,925.4 411,333.6 100.00 2.62Falil 223
Total 411,333.6 100.00

UHPLC S73



7/15/2020 3:03:46 PM

SS1612A

SS1612A: 266:10:360:10 : 1

200

=
wm
(=1

Absorbance (mALD
=
L=

50 E é E E
: YO O | O BN
N T T T T T T
0 2 4 5 G
Time {min}
Channel Name 266:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
3.660 922.4 2,008.4 0.48 2.18Falil 223
4.034 2,727.7 5,344.3 1.28 5.15Falil 224
4.323 206,499.4 406,177.9 97.40 2.62Falil 223
4.759 905.0 1,624.7 0.39 1.10Pass 227
5.198 917.5 1,857.7 0.45 1.09Pass 228
Total 417,012.9 100.00

UHPLC

B2 C18_95 ACN

S74



2-Hydroxy-N-(2,3,3",5,6-pentafluoro-[ 1, 1'-biphenyl]-4-yl)pyrazolo[1,5-a]pyridine-3-carboxamide (11)

m
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13C NMR Spectrum (DMSO)
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meds-601__10ng-ul_inf_ms2-hcd-30-pos 0123720 11:38:52 MEDS-601__ 10ng-ul_inf_MS2-HCD-30-pos

S76

meds-G01  10ng-ul inf ms-pos #1-20 RT: 0.01-0.29 AV: 20 NL: 6.98EG
T: FTMS + p ESI Full ms [300.00-580.00]
420.0783
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meds-801__ 10ng-ul_inf_ms2-hcd-30-pos #1-20 RT: 0.01-0.35 AN: 20 NL: 2.43E6

T: FTMS + p ESI Full ms2 420.00@hcd35.00 [50.00-460.00]

3,6-pentafluoro-[1,1'-biphenyl]-4-yl)pyrazolo[1,5-a]pyridine-3-carboxamide (11)
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5/16/2019 4:56:55 PM

SS1616

B1C18

Report UHPLC

Acquisition Date/Time 5/16/2019 3:42:02 PM Sample Name SS1616
Acquisition Method B1 C18 Injection Volume 2
Instrument Name UHPLC
S81616 : 266:10:360:10 : 1
2000
1300%
1600%
. 1400% [l
5 =
E 12005
g 1000§
§ sooé
é 600; | = cE e E C CEC = = =
4007 EE IS EE . b 8 L:
2007 § %% kE i e =
LU L 4 J
_IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
0 05 1.0 15 20 25 30 35 4.0 45 5.0 55 6.0 6.5
Time {min}
Channel Name 266:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
4.609 862.3 1,863.9 0.04 13.86Fall 223
4.807 1,863.6 6,220.3 0.15 1.22Pass 224
4.862 22,875.5 51,758.1 1.22 1.23Pass 223
4,944 1,962.1 3,814.1 0.09 1.36Pass 224
5.033 2,002,970.6 4,154,080.7 97.71 1.30Pass 223
5.178 1,543.2 6,007.9 0.14 1.79Fall 224
5.307 1,135.6 3,970.0 0.09 1.22Pass 225
5.443 459.5 678.5 0.02 1.12Pass 227
5.536 3,630.3 6,786.6 0.16 1.23Pass 227
5.612 5,426.2 11,090.2 0.26 1.10Pass 227
5.831 1,749.6 3,568.0 0.08 1.12Pass 228
6.151 617.8 1,492.1 0.04 1.10Pass 228
6.771 278.6 312.6 0.01 1.07Pass 228
Total 4,251,643.1 100.00

UHPLC

S77



5/16/2019 4:56:55 PM

SS1616

S51616 : 254:10:360:10 : 1

Absorbance (mALD
=
=
[
111

0= ! - WY Uddd L4
_IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
05 1.0 15 20 25 3.0 35 4.0 45 5.0 55 6.0 6.5
Time {min}
Channel Name 254:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
3.924 7155 1,228.5 0.03 2.16Falil 200
4.610 747.3 1,687.6 0.04 2.85Falil 223
4.808 1,586.3 5,208.9 0.13 1.22Pass 224
4.862 19,127.8 43,339.7 1.05 1.23Pass 223
4.945 1,765.2 3,331.1 0.08 1.36Pass 224
5.033 1,987,115.1 4,012,147.6 96.95 1.34Pass 223
5.178 1,483.8 5,686.4 0.14 1.82Fail 224
5.308 1,570.5 5,869.2 0.14 1.21Pass 227
5.354 1,139.3 2,517.6 0.06 1.38Pass 227
5.445 271.9 3954 0.01 1.18Pass 227
5.536 3,031.4 5,401.5 0.13 1.20Pass 227
5.612 5,398.6 14,463.4 0.35 1.27Pass 227
5.830 5,028.6 27,466.5 0.66 1.26Pass 228
5.981 1,706.3 9,617.7 0.23 1.23Pass 227
Total 4,138,361.0 100.00

UHPLC

B1C18

S78



5/16/2019 4:56:55 PM

Absorbance (mALD

SS1616

551616 : 230:10:400:10 : 1

2000

1500

1000

%%L Bz =5 3
0 T b 1l L
_IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII
1 05 1.0 15 20 25 3.0 35 4.0 45 5.0 55 6.0 6.5
Time {min}
Channel Name 230:10:400:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
4.808 1,971.6 3,404.9 0.07 1.14Pass 224
4.863 12,383.4 26,815.0 0.56 1.20Pass 223
4,948 1,484.8 2,560.5 0.05 1.15Pass 224
5.033 2,229,986.9 4,646,012.4 96.50 1.30Pass 223
5.536 6,375.6 10,556.3 0.22 1.32Pass 227
5.612 9,216.1 17,389.7 0.36 1.13Pass 227
5.826 10,370.4 58,732.3 1.22 1.24Pass 228
5.978 7,508.7 30,020.3 0.62 1.40Pass 227
6.580 4,889.7 8,513.3 0.18 1.06Pass 227
6.773 5,061.3 10,403.7 0.22 1.04Pass 228
Total 4,814,408.3 100.00

UHPLC

B1C18

S79



2-Hydroxy-N-(2,3,5, 6-tetrafluoro-4'-(trifluoromethyl)-[ 1, 1 '-biphenyl]-4-yl)pyrazolo[ 1,5-a]pyridine-3-
carboxamide (12)
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2-Hydroxy-N-(2,3,5,6-tetrafluoro-4'-(trifluoromethyl)-[ 1, 1 '-biphenyl]-4-yl)pyrazolo[ 1, 5-a[pyridine-3-carboxamide (12)

meds-603__10ng-ul_inf_ms-pos

0142320 11:59:45

MEDS-803__ 10ng-ul_inf_MS5-pos

meds-603

10ng-ul inf ms-pos #1-20 RT: 0.01-0.289 AV: 20 NL: B.19EG

T: FTMS + p ESI Full ms [150.00-G50.00]
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Relative Abundance

30

20

470.0731
CarH11OzN3F7

402 0550
CoqyHigOaMN3F7HNa

560 570 580

meds-803__ 10ng-ul_inf_ms2-hcd-35-pos #1-20 RT: 0.00-0.36 AV: 20 WNL: 1.83EG6
T: FTMS + p ESI Full ms2 470.00@hcd35.00 [50.00-500.00]
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5/21/2019 9:44:17 AM

Absorbance (mALD

SS51622

B2 C18_95 ACN

Report UHPLC

Acquisition Date/Time
Acquisition Method
Instrument Name

UH

5/20/2019 12:25:13 PM
B2 C18_95 ACN

PLC

Sample Name

551622 : 254:10:360:10 : 1

SS1622
Injection Volume 2

2000

1500

1000

L : ; EEEE|EOEE BE S
. 1 T il\lq— uw uw L w
| | I I [ I | I [ T |
0 1 2 4 5 G 7
Time {min}
Channel Name 254:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
2.455 670.7 2,200.2 0.05| Not Enough 194
Valid Points
3.712 5,028.4 16,148.9 0.36 1.48Pass 224
4.462 1,029.3 2,132.1 0.05 1.14Pass 227
4.558 1,066.9 1,894.4 0.04 1.16Pass 228
4.647 30,417.6 59,461.5 1.31 1.22Pass 227
4,757 306.4 403.2 0.01 1.17Pass 228
4.880 2,117,504.5 4,396,747.1 96.93 1.24Pass 225
5.009 3,475.8 14,285.5 0.31 2.63Fail 228
5.227 4,392.0 8,308.9 0.18 1.11Pass 228
5.431 12,381.4 25,073.9 0.55 1.21Pass 227
5.625 593.1 927.9 0.02 1.13Pass 228
5.677 791.9 2,122.0 0.05 1.09Pass 228
5.739 1,327.4 2,748.8 0.06 1.07Pass 228
5.937 1,793.2 3,381.8 0.07 1.06Pass 228
Total 4,535,836.1 100.00

UHPLC

S82



5/21/2019 9:44:17 AM

SS51622

551622 : 230:10:360:10 : 1

=]

=1

=

=
1

1500

1000

Absorbance (mALD

] | I | T T I |
0 1 2 5 G
Time (min}
Channel Name 230:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
3.712 6,938.2 19,631.7 0.40 2.35Falil 224
4.647 20,572.1 39,221.6 0.80 1.22Pass 227
4.881 2,202,322.5 4,812,978.4 98.11 1.24Pass 225
5.228 4,087.3 7,214.5 0.15 1.13Pass 228
5.431 12,535.3 24,157.1 0.49 1.18Pass 227
5.939 1,506.5 2,354.4 0.05 1.05Pass 228
Total 4,905,557.9 100.00

UHPLC

B2 C18_95 ACN

S8&3



5/21/2019 9:44:17 AM S$S51622 B2 C18_95_ACN

S$51622 : 266:10:360:10 : 1

Absorbance (mALD

n
I
n
n

min

min
min

4264 min
4647 min

L LR
: : 2 T T S ;
Time (min}
Channel Name 266:10:360:10
Component Time Height Area Area % | Peak Purity Wave!ength
Name Maximum
2.457 564.9 1,675.2 0.04| Not Enough 194
Valid Points
3.713 2,214.7 3,807.4 0.08 6.28Falil 224
4.221 328.5 587.6 0.01 1.30Pass 228
4.266 783.8 1,403.2 0.03 1.25Pass 228
4.355 495.2 843.5 0.02 1.18Pass 228
4.461 1,285.2 3,319.0 0.07 1.23Pass 227
4.558 1,277.3 2,549.2 0.06 1.17Pass 228
4.647 37,220.7 73,081.9 1.62 1.22Pass 227
4.785 670.8 2,121.1 0.05 1.18Pass 228
4.881 2,033,322.1 4,358,043.2 96.51 1.24Pass 225
5.010 4,007.0 17,341.2 0.38 2.83Fall 228
5.227 5,176.7 10,087.9 0.22 1.11Pass 228
5.309 321.1 475.9 0.01 1.17Pass 229
5.363 419.8 736.4 0.02 1.12Pass 228
5.430 14,433.4 29,472.7 0.65 1.21Pass 227
5.624 542.8 945.4 0.02 1.11Pass 228
5.679 878.9 2,230.2 0.05 1.09Pass 228
5.739 1,541.5 3,093.6 0.07 1.05Pass 228
5.936 2,121.2 3,965.3 0.09 1.06Pass 228
Total 4,515,780.1 100.00

UHPLC

S84



2-Hydroxy-N-(2,3,5, 6-tetrafluoro-3'-(trifluoromethyl)-[ 1, 1 -biphenyl]-4-yl)pyrazolo[ 1,5-a]pyridine-3-
carboxamide (13)
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2-Hydroxy-N-(2,3,5, 6-tetrafluoro-3'-(trifluoromethyl)-[ 1, 1 '-biphenyl]-4-yl)pyrazolo[ 1,5-a]pyridine-3-carboxamide (13)

MEDS-600__ 10ng-ul_inf_M5-pos

01/23F20 10:21:132

MEDS-600__ 10ng-ul_inf_MS-pos

MEDS-600 10ng-ul inf MS-pos #1-20 RT: 0.00-0.2B AV: 200 NL: 3.509E8
T: FTMS + p ESI Full ms [380.00-580.00]
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5/14/2019 3:05:22 PM

SS1602A

B2 C18_95 ACN

Report UHPLC

Acquisition Date/Time
Acquisition Method
Instrument Name

5/14/2019 12:16:01 PM
B2 C18_95 ACN
UHPLC

Sample Name

Injection Volume 2

SS1602A : 254:10:360:10 : 1

SS1602A

Absorbance (mALD
oo
[
[
111

o
s
(a2
:

4.443 min
4.528 min
4.655 min
5.105 min
5174 min
E%gg min

y min
5.538 min
5.668 min

E
@
ol
o
=t

Ly I
oo
T
§

5.866 min

G.885 min

0 1 2

-

Time (min)
Channel Name 254:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
3.952 493.7 1,130.7 0.03 1.40Pass 223
4.102 1,615.6 4,837.6 0.14 1.57Fall 223
4.182 553.6 1,098.5 0.03 1.27Pass 224
4.329 2,176.0 4,524.1 0.13 1.39Pass 224
4.443 846.5 1,543.4 0.04 1.33Pass 225
4.528 21,205.8 42,167.0 1.19 1.40Pass 223
4.655 2,066.9 4,535.1 0.13 1.21Pass 225
4.767 1,717,232.5 3,433,445.4 97.29 1.17Pass 224
5.105 892.8 1,920.5 0.05 1.28Pass 225
5.174 1,012.1 2,591.9 0.07 1.16Pass 225
5.302 1,395.1 2,925.0 0.08 1.17Pass 225
5.364 920.2 2,032.4 0.06 1.21Pass 225
5.539 3,110.6 6,344.2 0.18 1.13Pass 227
5.668 313.0 938.2 0.03 1.22Pass 227
5.866 297.8 522.4 0.01 1.09Pass 227
6.885 2,566.4 18,406.9 0.52 1.06Pass 228
Total 3,528,963.2 100.00

UHPLC

S87



5/14/2019 3:05:22 PM

SS1602A

SS51602A : 230:10:360:10 : 1

B2 C18_95 ACN

Absorbance (mALD

p—4.528 min
4&55 min

PE—
#—5.541 min

A A

1 2

Time (min}
Channel Name 230:10:360:10
Component Time Height Area Area % | Peak Purity | Wavelength
Name Maximum
4.528 14,075.4 26,409.9 0.67 1.22Pass 223
4.655 1,924.7 4,025.2 0.10 1.27Pass 225
4.767 1,938,704.0 3,925,891.4 99.06 1.17Pass 224
5.541 3,858.7 6,785.2 0.17 1.18Pass 227
Total 3,963,111.7 100.00

UHPLC

S8&8



5/14/2019 3:05:22 PM

SS1602A

SS1602A : 266:10:360:10 : 1

B2 C18_95 ACN

Absorbance (mALD
oo
=
[
1111

#—1.766 min

3.950 min

#—5.104m

p—5.172m
230

»—5.539 min

H— 5867 min

p— G885 min

o] 4
: : : | s
Time (min}
Channel Name 266:10:360:10
Component Time Height Area Area % | Peak Purity Wave!ength
Name Maximum

1.766 820.7 2,204.3 0.06 6.15Fail 196
3.950 691.5 1,658.7 0.05 1.40Pass 223
4.101 2,132.9 6,685.1 0.18 1.51Fail 223
4.183 662.3 1,375.5 0.04 1.30Pass 224
4.240 626.9 1,376.7 0.04 1.42Pass 224
4.328 2,787.3 5,638.9 0.15 1.39Pass 224
4.443 958.8 1,747.2 0.05 1.33Pass 225
4.528 25,407.3 50,598.5 1.39 1.40Pass 223
4.655 2,139.5 4,911.9 0.14 1.21Pass 225
4.767 1,743,683.9] 3,529,806.4 97.01 1.17Pass 224
5.104 831.8 1,874.0 0.05 1.28Pass 225
5.172 1,073.3 2,623.4 0.07 1.20Pass 225
5.302 1,374.5 2,937.7 0.08 1.20Pass 225
5.365 970.2 1,963.6 0.05 1.16Pass 225
5.539 3,225.4 6,643.7 0.18 1.17Pass 227
5.867 320.0 587.8 0.02 1.12Pass 227
6.885 2,233.3 15,801.9 0.43 1.06Pass 228

Total 3,638,435.4 100.00

UHPLC

S&9



Ethyl 2-((tert-butoxycarbonyl)oxy)pyrazolo[1,5-a]pyridine-3-carboxylate (40)
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Ethyl 2-((tert-butoxycarbonyl)oxy)-7-chloropyrazolo[1,5-a]pyridine-3-carboxylate (41)
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Ethyl 7-chloro-2-hydroxypyrazolo[1,5-a]pyridine-3-carboxylate (42)
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Ethyl 2-(benzyloxy)-7-chloropyrazolo[ 1,5-a]pyridine-3-carboxylate (43)
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2-(Benzyloxy)-7-chloropyrazolo[1,5-a]pyridine-3-carboxylic acid (44)
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1-Benzyl-7-chloro-2-oxo-N-(2,3,5,6-tetrafluoro-[1,1"-biphenyl]-4-yl)- 1,2-dihydropyrazolo[1,5-a]pyridine-3-

carboxamide (45)
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7-Chloro-2-hydroxy-N-(2,3,5,6-tetrafluoro-[ 1, 1"-biphenyl]-4-yl)pyrazolo[ 1, 5-a] pyridine-3-carboxamide (46)
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7-Chloro-2-hydroxy-N-(2,3,5, 6-tetrafluoro-[ 1,1"-biphenyl]-4-yl)pyrazolo[1,5-a]pyridine-3-carboxamide (46)

meds-611__10ng-ul_inf_ms2-hcd-30-pos 01/23/20 14:02:07

MEDS-611__10ng-ul_inf_MS2-HCD-30-pos

meds-811  10mg-ul inf ms-pos #1-20 RT: 0.01-0.28 AWV: 20 NL: 2.87E5
T: FTMS + p ESI Full ms [430.00-440.00]
436.0472
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meds-811__ 10ng-ul_inf_ms2-hcd-30-pos #1-20 RT: 0.01-0.40 AWV: 20 HML: 1 48E5
T: FTMS + p ESI Full ms2 438.00@hed30.00 [50.00-460.00]
184 80853
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Relative Abundance
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