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Methods

All chemicals, solvents and deuterated solvents were purchased from Sigma-Aldrich, Alfa-
Aesar, Fluorochem or Fisher Scientific. *H, 13C, and *°F NMR spectra were recorded on a Bruker
Avance 400 or 300 MHz spectrometer. Chemical shifts (8) are defined in parts per million
(ppm). *H NMR spectra were referenced to residual undeuterated solvent (CDCls, & = 7.27
ppm; DMSO-de, & = 2.50 ppm). 3C NMR spectra were referenced to residual undeuterated
solvent (CDCls, § = 77.16 ppm, DMSO-ds = 39.51) as an internal reference. *°F NMR chemical
shifts were referenced using the deuterium lock signal of the solvent. Accurate mass
determination was carried out on a Thermo Exactive™ Plus EMR Orbitrap™ LC-MS system.
Molecular ion peaks are defined as mass/charge (m/z) ratios. Infrared spectroscopy was
recorded on a JASCO FT/IR-4100 spectrophotometer using the Spectra Manager Il (JASCO)
software package. Analytical thin-layer chromatography (TLC) was performed using silica gel
60 on aluminium sheets coated with F254 indicator. All spots were visualised with KMnO4 or
ultraviolet light using a MV Mineralight lamp (254/365) UVGL-58. Flash column
chromatography was performed using silica gel with particle size 40-63 um. Evaporation of
solvents was conducted on a Buchi Rotavapor R-200. LC data was obtained using a Waters
ACQUITY UPLC PDA detector scanning between 210-400 nm. Mass spectrometry data was
acquired using a Waters ACQUITY QDa detector scanning in the positive (ES*) and negative
(ES™) modes between m/z 100-1000. Separation of components was achieved using a Waters
ACQUITY UPLC BEH C18 1.7 um 2.1 x 50 mm column coupled to a Waters ACQUTY UPLC BEH
C18 1.7 um VanGuard pre-column 2.1 x 5 mm. Columns were maintained at 40 °C throughout
acquisition. The table below details a schematic for the standard four-minute run on the

instrument using a flow rate of 0.60 mL mini:



Start Time / End Time / H,O : MeCN
min. min. (%viv)
0.0 0.5 95:5
0.5 2.5 95:5—-55:95
2.5 3.0 5:95
3.0 3.1 5:95-595:5
3.1 4.0 95:5

All solvents obtained were of LC-MS grade (Fisher Optima) and were modified by the addition
of 0.1%v/v formic acid (Fisher Optima). Samples were prepared in MeOH (Fisher Optima) and
a 2.0 pL aliquot was extracted from each sample for analysis. Samples were maintained at 10
°C prior to acquisition. Solvents were combined using a Waters ACQUITY UPLC H-Class
Quaternary Solvent Manager (QSM) with in-built degasser. Inert gas was provided using a
Genius NM32LA nitrogen generator.The switch method consisted of 95:5 H,0:MeCN (with
appropriate acidic or basic modifiers) running at 0.60 mL min* for two minutes immediately
prior to acquisition.Data was processed using MassLynx V4.1. Values of purity were obtained

through analysis of the peak areas in the LC trace between 0.40 min. and 3.50 min.

With thanks to the School of Chemistry, University of Manchester NMR and Mass
Spectrometry facilities, and Dr S Butterworth, Division of Pharmacy and Optometry, for use

of the LCMS.
The following compounds were purchased from Sigma — Aldrich Co Limited:

e 2-((3-(Trifluoromethyl)phenyl)amino)nicotinic acid (NFA).

e 2-((3-Chloro-2-methylphenyl)amino)benzoic acid (TFA).

e 4-Chloro-2-((furan-2-ylmethyl)amino)-5-sulfamoylbenzoic acid (Furosemide).
e 1-(2-Bromophenyl)-3-(2-hydroxy-4-nitrophenyl)urea (SB225002).

e 4-(3-(4-Fluorophenyl)ureido)benzenesulfonamide (U-104).

e 4-(3-(3,5-Dimethylphenyl)ureido)phenyl sulfamate (S4).

e 2-Benzylbenzoic acid (NVR-51).

e 2-Phenoxybenzoic acid (NVR-49).

The following compounds were purchased from Fisher Scientific UK Ltd:

e 2-(Phenylamino)benzoic acid (NVR-48).



e 2-((3-(Trifluoromethyl)phenyl)amino)benzoic acid (FFA).

The following compounds were purchased from Fluorochem Ltd:

e 2-(3-Phenyl-1,2,4-oxadiazol-5-yl)benzoic acid (NVR-61).
e [1,1'-Biphenyl]-2-carboxylic acid (NVR-50).



2-((3-Cyanophenyl)amino)nicotinic acid (NVR-1)
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2-Chloronicotinic acid (200.0 mg, 1.3 mmol) and 3-aminobenzonitrile (194.7 mg, 1.7 mmol)
were added to deionized water - methanol (1:1) (5 mL). This mixture was stirred for 15 h at
100 °C. The reaction mixture was cooled at room temperature and the precipitate collected
by filtration. The residue was collected and stirred with hexane for 30 min. This mixture was
filtered and the residue was collected and dissolved in DCM (10 mL). This mixture was filtered
and the filtrate was collected and concentrated by evaporation in vacuo to yield 2-((3-
cyanophenyl)amino)nicotinic acid. White solid; yield 13% (40 mg, 0.17 mmol); mp: 228 — 232
°C; 'H NMR (500 MHz, [Ds]DMSO): & ppm 13.73 (br's, 1H, COOH), 10.61 (s, 1H, NH), 8.45 (br
d, 3Jue_nis = 4.4 Hz, 1H, H6), 8.38 (s, 1H, H2"), 8.28 (br d, 3Jue"_ns"= 7.8 Hz, 1H, H6"), 7.88 (br d,
3Jha-ns = 8.2 Hz, 1H, H4), 7.49 (t, 3Jus'—na» = 3Jus—ne» =7.9 Hz, 1H, H5"), 7.42 (br d, 3Juar—ns" = 7.6
Hz, 1H, H4"), 6.95 (dd, 3Jus-na = 7.2 Hz, 3Jus-ne = 5.2 Hz, 1H, H5); 13C NMR (126 MHz, [Dg]DMSO):
6 ppm 168.9 (s, COOH), 155.0 (s, C2), 152.5 (s, C6), 140.7 (s, C4), 140.6 (s, C1"), 130.0 (s, C5"),
125.4 (s, C4"), 124.4 (s, C6"), 122.2 (s, C2"), 119.0 (s, CN), 115.0 (s, C5), 111.5 (s, C3"), 108.4
(s, C3); MS (m/z): [M-H, 100%], 238.1.

2-((3-Chloro-2-methylphenyl)amino)nicotinic acid (Clonixin)
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2-Chloronicotinic acid (200.0 mg, 1.26 mmol) and 3-chloro-2-methylaniline (269.6 mg, 1.9
mmol) were added to deionized water-methanol (1:1) (5 mL). This mixture was stirred for 15
h at 100 °C after which it was cooled to room temperature. The precipitate was collected by
filtration and stirred with hexane for 30 min. The mixture was filtered and the residue was
purified by flash chromatography (0.5% methanol in DCM) to vyield 2-((3-chloro-2-
methylphenyl)amino)nicotinic acid. White solid; yield 7% (23.4 mg, 0.0891 mmol); mp: 235



— 238 °C (lit. 234°C)* ; 'H NMR (500 MHz, [D6]DMSO): & ppm 13.63 (br's, 1H, COOH), 10.30 (s,
1H, NH), 8.34 (dd, 3Jue-ns = 4.7 Hz, *Jue-na = 2.0 Hz, 1H, H6), 8.26 (dd, 3Jua-ns = 7.7 Hz, *Jua-ne =
1.9 Hz, 1H, H4), 8.11 (dd, 3Juens = 7.9 Hz, “Jug=sa-= 0.8 Hz, 1H, H6"), 7.21 (t, Uns-_ar = Uns—
ne” = 7.9 Hz, 1H, H5"), 7.16 (dd, 3Juar—ns" = 7.9 Hz, *Jna"—ne» = 1.2 Hz, 1H, H4"), 6.87 (dd, 3Jus—ta =
7.8 Hz, YJus_s = 4.7 Hz, 1H, H5), 2.32 (s, 3H, Me); 1*C NMR (126 MHz, [Ds]DMS0): 6 ppm 169.2
(s, COOH), 155.8 (s, C2), 152.7 (s, C6), 140.6 (s, C4), 139.8 (s, C1"), 133.5 (s, C3"), 126.9 (s, C5"),
123.7 (s, C6"), 121.1 (s, C4"), 114.1 (s, C5), 107.8 (s, C3), 14.7 (s, Me), C2” not observed; MS
(m/z): [M-H, 3°Cl, 100%]", 261.1, [M-H, *'Cl, 30%]", 263.0.

5-Nitro-2-((3-(trifluoromethyl)phenyl)amino)benzoic acid (NVR-3)

5-Nitro-2-chloro-benzoic acid (200.0 mg, 0.99 mmol) and 3-trifluoromethylaniline (962.0 mg,
6.0 mmol) were added to a microwave reaction sealed vessel (5 mL) equipped with a magnetic
stirring bar. This mixture was irradiated in a microwave oven for 10 min at 200 °C, after which
the reaction mixture was cooled to room temperature. The organic solution was extracted
with NaOH (0.1 M, 3mL). This extraction was repeated 3 times until the aqueous layer became
faint yellow. This layer was collected and acidified using concentrated HCI (38% v/v) until the
desired compound precipitated. The yellow precipitate was collected by filtration and washed
twice with water (2 x 10 mL) in order to remove the remaining sodium chloride and
hydrochloric acid. The product was dried in an oven at 100 °C to yield 5-nitro-2-((3-
(trifluoromethyl)phenyl)amino)benzoic acid. Yellow solid; yield 6% (20 mg, 0.061 mmol); mp:
200 — 204 °C; *H NMR (300 MHz, CDCls): & ppm 9.72 (s, 1H, NH), 8.35 (s, 1H, H6), 7.41 — 7.64
(m, 5H, H2", H4", H5", H6", H4), 7.23 (d, 3/43-na = 8.9 Hz, 1H, H3), COOH not observed; 13C
NMR (75 MHz, [Ds]DMSO): 8§ ppm 168.3 (s, COOH), 151.6 (s, C2), 139.5 (s, C1”), 137.4 (s, C5),
130.9 (s, C4), 129.4 (s, C6), 128.3 (s, C5"), 127.6 (s, C6"), 121.9 (q,3Jc.r = 4.4 Hz, C2"), 120.4 (3Jc.
r= 4.4 Hz, C4"), 113.7 (s, C1), 112.1 (s, C3), CF3, C3" not observed; MS (m/z): [M-H, 100%]",
325.0; HRMS (m/z): [M-H] calcd. for C14HsO4N2F3, 325.0431; found 325.0433; error, 0.71

ppm.



5-(Trifluoromethyl)-2-((3-(trifluoromethyl)phenyl)amino)benzoic acid (NVR-4)

5-Trifluoromethyl-2-chloro-benzoic acid (165.0 mg, 0.735 mmol), 3-trifluoromethylaniline
(189.4 mg, 1.175 mmol), Copper powder (3.9 mg, 0.0615 mmol), Copper (ll) oxide (3.91 mg,
0.0275 mmol), sodium carbonate (100 mg, 80 mmol) and DMF (3 mL) were added to a
microwave reaction sealed vessel (5 mL) equipped with a magnetic stirring bar. This mixture
was irradiated in a microwave oven for 10 min at 200 °C, after which the reaction mixture was
cooled to room temperature. The organic solution was extracted with NaOH (0.1 M, 3 x 3 mL)
when the aqueous layer became faint yellow. This layer was collected and acidified using
concentrated HCl (38% v/v) until the desired compound precipitated. The white precipitate
was collected by filtration and washed with water (2 x 10 mL) in order to remove the
remaining sodium chloride and hydrochloric acid. The product was dried in an oven at 100 °C
to yield 5-(trifluoromethyl)-2-((3-(trifluoromethyl)phenyl)amino)benzoic acid. White solid;
yield 21% (55 mg, 0.16 mmol); mp: 210 — 212 °C; *H NMR (500 MHz, [Dg]DMSO): & ppm 13.67
(br's, 1H, COOH), 10.03 (s, 1H, NH), 8.16 (d, *Jie_a = 2.0 Hz, 1H, H6), 7.71 (dd, 3Jna-n3 = 9.0,
4Juatie= 2.3 Hz, 1H, H4), 7.59 — 7.67 (m, 3H, H2", H5", H6"), 7.50 (d, 3Jua_ns" = 6.9 Hz, 1H, H4"),
7.31(d, 3Ju3-a = 8.9 Hz, 1H, H3); 13C NMR (126 MHz, [Ds]DMSO): & ppm 168.7 (s, COOH), 149.2
(s, C2), 140.4 (s, C1"), 130.7 (s, C5"), 130.7 (q, 3Jc-r = 4.7 Hz, C4), 130.4 (q, ¥cr = 31.8 Hz, C3"),
128.9 (q, 3Jcr = 4.2 Hz, C6), 126.2 (s, C6"), 124.3 (q, Yer = 271.0 Hz, CF3), 123.9 (q, Yer=272.4
Hz, CF3), 120.6 (br g, 3Jcs = 3.9 Hz, C2"), 119.0 (q, 3Jcr = 4.4 Hz, C4"), 117.9 (q, Ycr = 31.6 Hz,
C5), 114.4 (s, C3), 112.9 (s, C1); 1°F NMR (471 MHz, [Ds]DMSO): & ppm -60.24 (s, CF3), -61.23
(s, CF3); MS (m/z): [M—H, 100%]", 348.1; HRMS (m/z): [M-H]" calcd. for C15HsO2NFs, 348.0465;
found 348.0464; error, -0.20 ppm.



2-Benzamidobenzoic acid (NVR-17)

To a stirred solution of anthranilic acid (100 mg, 0.729 mmol, 1 eq) and benzoyl chloride (0.1
mL, 121 mg, 0.861 mmol, 1.2 eq) in DCM (5 mL) was added a 10% solution of NaOH (1 mL).
The reaction mixture was stirred for 3h at room temperature. Solvent was removed in vacuo
and the white residue was taken up in EtOAc (5 mL) before the product was extracted with 2
x 5 mL 0.1M NaOH. The combined aqueous layers were acidified by dropwise addition of
concentrated HCI, and the resultant precipitate was isolated by filtration and dried to yield 2-
benzamidobenzoic acid. White solid; yield 59% (104 mg, 0.431 mmol); mp: 179 — 180 °C (lit
179 — 181 °C)? *H NMR (400 MHz, [Dg]DMSO): & ppm 13.80 (br s, 1H, COOH), 12.18 (s, 1H,
CONH), 8.72 (d, 3J3-1a = 8.0 Hz, 1H, H3), 8.06 (dd, 3Jue-1s = 8.0 Hz, “Jue.na = 1.5 Hz, 1H, H6), 7.96
(d, 3Jn27/me"-n37mse = 7.0 Hz, 2H, H2"” + H6"), 7.54 - 7.73 (m, 4H, H4 + H3" + H4" + H5"), 7.22
(ddd, 356 = 8.2 Hz, 3Jhsa = 6.9 Hz, “Jus.us = 1.0 Hz, 1H, H5); 133C NMR (101 MHz, [Ds]DMSO):
6 ppm 170.0 (s, COOH), 164.7 (s, CONH), 141.1 (s, C1"), 134.5 (s, C2), 134.3 (s, C6), 132.2 (s,
C5), 131.3 (s, C4), 129.0 (s, C3" + C5"), 127.0 (s, C2"+ C6"), 123.0 (s, C4"), 119.9 (s, C3), 116.6
(s, C1); NMR assignments made with the assistance of COSY, HSQC and HMBC; MS (m/z):
[M-H, 100%]", 240.1.

N-(2-(1H-Tetrazol-5-yl)phenyl)benzamide (NVR-15)
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Benzoyl chloride (104.2 mg, 0.744 mmol) was added dropwise to a solution of 2-(1H-tetrazol-
5-yl)-aniline (100.0 mg, 0.620 mmol) and DIPEA (136.3 mg, 1.0 mmol) in anhydrous DCM (3
mL) at 0 °C under N,. This mixture was stirred at 0 °C for 3 h then at room temperature

overnight. The reaction mixture was concentrated and extracted with EtOAc (2x 10 mL) and



NaOH (0.1 M, 3 mL). The aqueous layer was acidified with 1M HCI, the precipitate was filtered
and washed with water to yield N-(2-(1H-tetrazol-5-yl)phenyl)benzamide. White solid; yield
39% (62 mg, 0.234 mmol); mp: 150 °C, (lit 226 — 227 °C)3; 'H NMR (500 MHz, [D]DMSO): &
ppm 11.54 (s, 1H, CONH), 8.59 (dd, 3/ne-ts = 8.4 Hz, “Jue-na = 0.8 Hz, 1H, H6), 8.02 — 8.08 (m,
3H, H3 + H2" + H6"), 7.57 — 7.68 (M, 4H, H5 + H3" + H4" + H5"), 7.37 (td, 3Jna-n3 = Jnatis = 7.6
Hz, “Jha-ne = 1.1 Hz, 1H, H4), tetrazole NH not observed; *3C NMR (126 MHz, [Dg]DMSO): &
ppm 165.1 (s, CONH), 154.6 (br s, Tet-C), 137.2 (s, C1), 134.4 (s, C1"), 132.2 (s, C4"), 131.9 (s,
C5), 128.9 (s, C3” + C5"), 128.7 (s, C4), 127.3 (s, C2" + C6"), 124.2 (s, C3), 121.9 (s, C6), 113.4
(s, C2); MS (m/z): [M-H, 100%]", 264.1.

N-(2-(1H-Tetrazol-5-yl)phenyl)-4-methoxybenzamide (NVR-29)

4-Methoxybenzoyl chloride (152.0 mg, 0.89 mmol) was added dropwise to a solution of 2-
(1H-tetrazol-5-yl)-aniline (120.0 mg, 0.74 mmol) and DIPEA (162.6 mg, 1.26 mmol) in
anhydrous DCM (3 mL) at 0 °C under N». This mixture was stirred at 0 °C for 3 h then at room
temperature overnight. The reaction mixture was concentrated and extracted with EtOAc (2
x 5 mL), NaOH (0.1 M, 3 mL). The aqueous layer was acidified with 1M HCI; the precipitate
was filtered and washed with water to vyield N-(2-(1H-tetrazol-5-yl)phenyl)-4-
methoxybenzamide. White solid; yield 18% (40 mg, 0.14 mmol); mp: 122 — 124 °C (lit 181 —
183 °C)3; 'H NMR (500 MHz, [Ds]DMSO): & ppm 11.50 (s, 1H, CONH), 8.60 (dd, 3Jne-+s = 8.4 Hz,
3Jwe_tia = 0.8 Hz, 1H, H6), 8.08 (dd, 3Jn3-na = 7.9 Hz, 3Juz_ps = 1.4 Hz, 1H, H3), 8.02 (br d, 3Jn27/me—
n37/ms = 9.2 Hz, 2H, H2" + H6"), 7.60 (ddd, 3/is-ne = 8.4 Hz, 3Jus—na = 7.4 Hz, 3Jus-n3 = 1.4 Hz, 1H,
H5), 7.32 (td, 34tz = Jna-ris = 7.6 Hz, 3Juans = 1.1 Hz, 1H, H4), 7.12 (br d, 3Juz"ms—r27/me” = 8.9
Hz, 2H, H3"” + H5"), 3.85 (s, 3H, OMe), tetrazole NH not observed; 3C NMR (126 MHz,
[D6]DMSO): 6 ppm 164.6 (s, CONH), 162.4 (s, C4"), 154.6 (br s, Tet-C), 137.5 (s, C1), 132.0 (s,
C5),129.3 (s, C2" + C6"), 128.8 (s, C3), 126.5 (s, C1”), 123.9 (s, C4), 121.7 (s, C6), 114.2 (s, C3”
+C5"),112.9 (s, C2), 55.6 (s, OMe); MS (m/z): [M—H, 100%]", 294.0; HRMS (m/z): [M-H]" calcd.
for C15H120;Ns, 294.0996; found 294.0995; error, —0.50 ppm.



N-(5-Chloro-2-(1H-tetrazol-5-yl)phenyl)benzamide (NVR-16)

Benzoyl chloride (85.9 mg, 0.613 mmol) was added dropwise to a solution of 5-chloro-2-(1H-
tetrazol-5-yl)-aniline (100.0 mg, 0.511 mmol) and DIPEA (112.0 mg, 0.868 mmol) in anhydrous
DCM (3 mL) at 0 °C under Nz. This mixture was stirred at 0 °C for 3 h then at room temperature
overnight. The reaction mixture was concentrated and extracted with EtOAc (2 x 5 mL) and
NaOH (0.1 M, 3 mL). The aqueous layer was acidified with 1M HCI, the precipitate was filtered
and washed with water to yield N-(5-chloro-2-(1H-tetrazol-5-yl)phenyl)benzamide. White
solid; yield 30% (45.7 mg, 0.153 mmol); mp: 165 — 168 °C; *H NMR (500 MHz, [Dg]DMSO): &
ppm 11.75 (s, 1H, COOH), 8.74 (d, “Jue-na = 2.1 Hz, 1H, H6), 8.09 (d, 3Jn3-na = 8.4 Hz, 1H, H3),
8.06 (br d, 3Jn27/me_nz7/ms” = 7.0 Hz, 2H, H2” + H6"), 7.68 (br t, 3Jua"nz" = 3Jnar_ns* = 7.0 Hz, 1H,
H4"), 7.62 (br t, 3Jus"/ms —r27/ne” = 2Jnz"sns'—na» = 6.9 Hz, 2H, H3" + H5"), 7.46 (dd, 3Jna-n3 = 8.4 Hz,
*Jua-ne = 2.1 Hz, 1H, H4), tetrazole NH not observed; 13C NMR (126 MHz, [Dg]DMSO): & ppm
165.3 (s, CONH), 154.4 (s, Tet-C), 138.3 (s, C1), 136.2 (s, C1"), 134.0 (s, C5), 132.5 (s, C4"),
130.2 (s, C3), 129.0 (s, C3” + C5"), 127.4 (s, C2" + C6"), 124.0 (s, C4), 120.9 (s, C6), 112.2 (s,
C2); MS (m/z): [M-H, 35Cl, 100%)]", 298.1, [M-H, 3’Cl, 90%]", 300.1.

5-lodo-2-(3-(4-methoxyphenyl)propanamido)benzoic acid (NVR-31)
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3-(4-Methoxyphenyl)propanoyl chloride (162.1 mg, 0.82 mmol) was added dropwise to a
solution of 2-amino-5-iodobenzoic acid (180.0 mg, 0.68 mmol) and DIPEA (150.0 mg, 1.2
mmol) in anhydrous DCM (5 mL) at 0 °C under N;. This mixture was stirred at 0 °C for 3 h then
at room temperature overnight. The reaction mixture was concentrated and extracted with

EtOAc (2 x 10 mL), NaOH (0.1 M, 5mL). The aqueous layer was acidified with 1M HCI, the



precipitate was filtered and washed with water to vyield 5-iodo-2-(3-(4-
methoxyphenyl)propanamido)benzoic acid. White solid; yield 7% (20.4 mg, 0.0480 mmol);
mp: 228 — 230 °C; *H NMR (500 MHz, [D]DMSO): & ppm 11.02 (s, 1H, CONH), 8.28 (d, 3J3-Ha
= 8.9 Hz, 1H, H3), 8.20 (d, *Jne-Ha = 2.3 Hz, 1H, H6), 7.88 (dd, 3/ua-n3 = 8.8 Hz, *Jua—ns = 2.2 Hz,
1H, H4), 7.15 (br d, 3Jh27menzms* = 8.5 Hz, 2H, H2" + H6"), 6.82 (br d, 3Juz"/ms 2" me” = 8.5 Hz,
2H, H3" + H5"), 3.70 (s, 3H, OMe), 2.86 (t, 3Jun =7.6 Hz, 2H, CH2Ph), 2.66 (t, 3Jun =7.6 Hz, 2H,
COCH3), COOH not observed; 13C NMR (126 MHz, [Dg]DMSO): & ppm 170.7 (s, CONH), 168.1
(s, COOH), 157.6 (s, C4"), 142.2 (s, C4), 140.3 (s, C2), 138.9 (s, C6), 132.5 (s, C1"), 129.2 (s, C2"
+ C6"), 122.2 (s, C3), 118.7 (s, C1), 113.7 (s, C3"” + C5"), 85.7 (s, C5), 55.0 (s, OMe), 29.6 (s,
CHAr), CH2CO obscured by DMSO peak; MS (m/z): [M-H, 100%]~, 424.1; HRMS (m/z): [M-H]"
calcd. for C17H1504NI, 424.0051; found 424.0052; error, 0.81 ppm.

N-(2-(1H-Tetrazol-5-yl)phenyl)cinnamamide (NVR-23)

3-(4-Methoxyphenyl)propanoyl! chloride (177.0 mg, 0.89 mmol) was added dropwise to a
solution of 2-(1H-tetrazol-5-yl)-aniline (120 mg, 0.74 mmol) and DIPEA (163.3 mg, 1.26 mmol)
in anhydrous DCM (3 mL) at O °C under N;. This mixture was stirred at 0 °C for 3 h then at
room temperature overnight. The reaction mixture was concentrated and extracted with
EtOAc (2 x 5 mL) and NaOH (0.1 M, 3 mL). The aqueous layer was acidified with 1M HCI, the
precipitate was filtered and washed with water to vyield N-(2-(1H-tetrazol-5-
yl)phenyl)cinnamamide. White solid; yield 14% (34.1 mg, 0.106 mmol); mp: 182 — 185 °C; 'H
NMR (500 MHz, [Ds]DMSO): & ppm 10.55 (s , 1H, CONH) , 8.27 (d, 3Jus-ts = 8.2 Hz, 1H, H6),
7.89 (dd, 3Juz-na = 7.9 Hz, *Juz-ns = 1.2 Hz, 1H, H3), 7.56 (br t, 3Jns-ta = 3Jns-ne = 8.2 Hz, 1H, H5),
7.30 (br t, 3Jha—z = 3Jans = 7.6 Hz, 1H, H4), 7.16 (d, 3n27me'—37/ms = 8.5 Hz, 2H, H2" + H6"),
6.81 (br d, 3Ju3/Hs*—n27 /e = 8.5 Hz, 2H, H3" + H5"), 3.69 (s, 3H, OMe), 2.88 (t, 3Jun = 7.6 Hz, 2H,
CH,Ar), 2.67 (t, 3Jun = 7.6 Hz, 2H, COCHa), tetrazole NH not observed; 3C NMR (126 MHz,
[Ds]DMSO): 6 ppm 170.7 (s, COOH), 157.5 (s, C4"), 154.3 (br s, Tet-C), 137.0 (s, C1), 132.6 (s,
C1"),131.7 (s, C6), 129.2 (s, C2" + C6"), 128.9 (s, C3), 124.0 (s, C4), 122.2 (s, C5), 113.7 (s, C3"



+ C5"), 54.9 (s, OMe), 29.8 (s, CH,Ar), C2 not observed, CH,CO obscured by DMSO peak; MS
(m/z): [M-H, 100%]", 322.2; HRMS (m/z): [M-H]" calcd. for Ci7H1602Ns, 322.1309; found
322.1305; error, =1.39 ppm.

N-(5-Chloro-2-(1H-tetrazol-5-yl)phenyl)-3-(4-methoxyphenyl)propanamide (NVR-21)

3-(4-Methoxyphenyl)propanoyl chloride (146.2 mg, 0.740 mmol) was added dropwise to a
solution of 5-chloro-2-(1H-tetrazol-5-yl)-aniline (120.0 mg, 0.610 mmol) and DIPEA (134.0 mg,
1.04 mmol) in anhydrous DCM (3 mL) at 0 °C under N,. This mixture was stirred at 0 °C for 3
h then at room temperature overnight. The reaction mixture was concentrated and extracted
with EtOAc (2 x 5 mL) and NaOH (0.1 M, 3 mL). The aqueous layer was acidified with 1M HClI,
the precipitate was filtered and washed with water to yield N-(5-chloro-2-(1H-tetrazol-5-
yl)phenyl)-3-(4-methoxyphenyl)propanamide. White solid; yield 15% (32.7 mg, 0.0914
mmol); mp: 228 — 230 °C; *H NMR (500 MHz, [Dg]DMSO): 6 ppm 10.83 (s, 1H, CONH), 8.44 (d,
4Jura = 2.1 Hz, 1H, H6), 8.00 (d, 3Ju3-ra = 8.4 Hz, 1H, H3), 7.39 (dd, 3Juar3 = 8.5 Hz, “Jiars =
2.2 Hz, 1H, H4), 7.16 (d, 3Jn2"me—nz"ms* = 8.5 Hz, 2H, H2" + H6"), 6.82 (br d, 3Jus"/ms _t2"/me” = 8.7
Hz, 2H, H3"+ H5"), 3.69 (s, 3H, OMe), 2.89 (t, 3Jun = 7.5 Hz, 2H, CH2Ar), 2.71 (t, 3Jun = 7.5 Hz,
2H, COCHy), tetrazole NH not observed; 3C NMR (126 MHz, [Dg]DMSO): & ppm 171.1 (s,
CONH), 157.6 (s, Tet-C), 138.0 (s, C1), 135.8 (s, C5), 132.5 (s, C1”), 130.4 (s, C3), 129.2 (s, C2"
+C6"), 123.7 (s, C4), 121.0 (s, C6), 113.7 (s, C3" + C5"), 54.9 (s, OMe), 29.6 (s, CH2Ar), CH,CO
obscured by DMSO peak; MS (m/z): [M-H, 3°Cl, 100%]", 356.2, [M-H, 3’Cl, 30%]~, 358.2; HRMS
(m/z): [M-H]" calcd. for C17H1502Ns>°Cl, 356.0918; found 356.0918; error, —0.49 ppm.



N-(4-Bromo-2-(1H-tetrazol-5-yl)phenyl)-3-(4-methoxyphenyl)propanamide (NVR-30)

3-(4-Methoxyphenyl)propanoyl chloride (119.2 mg, 0.60 mmol) was added dropwise to a
solution of 4-bromo-2-(1H-tetrazol-5-yl)aniline (120.0 mg, 0.50 mmol) and DIPEA (109.9 mg,
0.85 mmol) in anhydrous DCM (3 mL) at 0 °C under N,. The mixture was stirred at 0° C for 3 h
then at room temperature overnight. The reaction mixture was concentrated and extracted
with EtOAc (2 x 5 mL) and NaOH (0.1 M, 3 mL). The aqueous layer was acidified with 1M HClI,
the precipitate was filtered and washed with water to yield N-(4-bromo-2-(1H-tetrazol-5-
yl)phenyl)-3-(4-methoxyphenyl)propanamide. Cream solid; yield 9% (17.8 mg, 0.0443
mmol); mp: 170 — 172 °C; *H NMR (500 MHz, [Dg]DMSO): & ppm 11.01 (s, 1H, C6), 8.67 (d,
3Jue-ns = 9.0 Hz, 1H, H6), 8.56 (d, “Ju3_ns = 2.3 Hz, 1H, H3), 8.16 (dd, 3Jus_ts = 8.9 Hz, “Jsn3 =
2.4 Hz, 1H, H5), 7.57 (br d, 3Jn2"/me"—na7/ms* = 8.7 Hz, 2H, H2" + H6"), 7.23 (br d, 3Juz/us'—2"/ne" =
8.7 Hz, 2H, H3" + H5"), 4.11 (s, 3H, OMe), 3.29 (t, 3Jun = 7.6 Hz, 2H, CH,Ph), 3.10 (t, 3/un = 7.8
Hz, 2H, COCHs), tetrazole NH not observed; 3C NMR (126 MHz, [D¢]DMSO): 6 ppm 170.8 (s,
CONH), 157.6 (s, C4"), 153.5 (br s, Tet-C), 136.2 (s, C1), 134.2 (s, C3), 132.5 (s, C1"), 131.1 (s,
C5), 129.2 (s, C2" + C6"), 124.0 (s, C6), 118.0 (s, C4), 115.4 (s, C2), 113.7 (s, C3” + C5"), 54.9 (s,
OMe), 30.7 (s, CH2Ar), CH2CO obscured by DMSO peak; MS (m/z): [M-H, 7°Br, 90%]", 400.1,
[M-H, 8'Br, 100%]-, 402.1; HRMS (m/z): [M-H]"~ calcd. for C17H1502Ns°Br, 400.0415; found
400.0414; error, —0.15 ppm.

N-(2-(1H-Tetrazol-5-yl)phenyl)cinnamamide (NVR-25)

Cinnamoyl chloride (148.0 mg, 0.891 mmol) was added dropwise to a solution of 2-(1H-

tetrazol-5-yl)-aniline (120.0 mg, 0.74 mmol) and DIPEA (163.0 mg, 1.3 mmol) in anhydrous



DCM (3 mL) at 0 °C under Nz. This mixture was stirred at 0 °C for 3 h then at room temperature
overnight. The reaction mixture was concentrated and extracted with EtOAc (2 x 5 mL), HCI
(0.1 M, 5 mL). The product in the organic layer was extracted with 0.1 M NaOH (5 mL). The
aqueous layer was acidified with 1M HCI; the precipitate was filtered and washed with water
to yield N-(2-(1H-tetrazol-5-yl)phenyl)cinnamamide. White solid; yield 15% (32.2 mg, 0.111
mmol); mp: 242 °C; *H NMR (500 MHz, [Dg]DMSO): 6 ppm 10.92 (s, 1H, CONH), 8.41 (d, 3/ne-
hs = 8.1 Hz, 1H, H6), 8.01 (d, 3Ju3_a = 7.8 Hz, 1H, H3), 7.70 (dd, 3Jna7me—nz/ms” = 7.9 Hz, “narjer—
ha = 1.3 Hz, 2H, H2" + H6"), 7.64 (d, 3Jun = 15.7 Hz, 1H, CHPh), 7.59 (ddd, 3Jus-+6 = 8.4 Hz, 3Js-
ha = 7.5 Hz, “Jus—n3 = 1.4 Hz, 1H, H5), 7.39 — 7.48 (m, 3H, H3" + H4" + H5"), 7.33 (ddd, 3J14-n3 =
7.9 Hz, 3Jua-ns = 7.0 Hz, “Jna—ne = 0.9 Hz, 1H, H4), 6.89 (d, 3Jun = 15.7 Hz, 1H, COCH), tetrazole
NH not observed; 3C NMR (126 MHz, [Dg]DMSO): § ppm 163.9 (s, CONH), 154.5 (s, Tet-C),
141.0 (s, CHPh), 137.0 (s, C1), 134.4 (s, C1"), 131.5 (s, C5), 130.0 (s, C4"), 129.1 (s, C3), 129.0
(s, C3" +C5"), 128.0 (s, C2" + C6"), 124.2 (s, C4), 122.5 (s, CHCO), 122.2 (s, C6), 114.3 (s, C2);
MS (m/z): [M-H, 100%]~, 290.2. HRMS (m/z): [M-H]" calcd. for C16H120Ns, 290.1047; found
290.1045; error, —0.80 ppm.

(E)-N-(2-(1H-Tetrazol-5-yl)phenyl)-3-(4-methoxyphenyl)acrylamide (NVR-38)

(E)-3-(4-Methoxyphenyl)acryloyl chloride (175.8 mg, 0.894 mmol) was added dropwise to a
solution of 2-(1H-tetrazol-5-yl)-aniline (120.0 mg, 0.74 mmol) and DIPEA (163.5 mg, 1.26
mmol) in anhydrous DCM (5 mL) at 0 °C under N;. This mixture was stirred at 0 °C for 3 h then
at room temperature overnight. The reaction mixture was concentrated and extracted with
EtOAc (2 x 5 mL) and HCI (0.1 M, 5 mL). The product in the organic layer was extracted with
0.1 M NaOH (5 mL). The aqueous layer was acidified with 1M HCI; the precipitate was filtered
and washed with water to  yield (E)-N-(2-(1H-tetrazol-5-yl)phenyl)-3-(4-
methoxyphenyl)acrylamide. Yellow solid; yield 10% (24 mg, 0.075 mmol); mp: 162 — 166
°C; 'H NMR (400 MHz, [Ds]DMSO): 6 ppm 10.90 (br s, 1H, CONH), 8.42 (br d, 3Jue-+s = 8.3 Hz,
1H, H6), 7.96 (br d, 3J43-na = 7.3 Hz, 1H, H3), 7.66 (br d, 3Jn2"He-H3"/ms” = 8.4 Hz, 2H, H2" + H6"),



7.50—7.63 (m, 2H, H5 + CHAr), 7.31 (br t, 3Jna-n3 = 3Jna-ns = 7.4 Hz, 1H, H4), 7.01 (br d, 3Jnz"ms—
Harmer = 8.4 Hz, 2H, H3" + H5"), 6.72 (br d, 3Juc=cv = 15.6 Hz, 1H, COCH), 3.81 (s, 3H, OMe),
tetrazole NH not observed; 3C NMR (101 MHz, [D¢]DMSO): & ppm 164.1 (s, CONH), 160.8 (s,
C4"), 140.9 (s, CHAr), 137.1 (s, C1), 131.3 (s, C5), 129.7 (s, C2" + C6"), 128.9 (s, C3), 127.0 (s,
C1"), 124.0 (s, C4), 122.2 (s, CHCO), 119.5 (s, C6), 114.4 (s, C3" + C5"), 55.3 (s, OMe), C2 +
tetrazole carbon not observed; HRMS (m/z): [M-H]" calcd. for C17H1402Ns, 320.1153; found
320.1146; error, -2.18 ppm.

(E)-N-(2-(1H-Tetrazol-5-yl)phenyl)-3-(3,4-dimethoxyphenyl)acrylamide (NVR-27)
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(E)-3-(3-4-Dimethoxyphenyl)acryloyl chloride (252.9 mg, 1.1 mmol) was added dropwise to a
solution of 2-(1H-tetrazol-5-yl)-aniline (150.0 mg, 0.93 mmol) and DIPEA (204.4 mg, 1.5 mmol)
in anhydrous DCM (3 mL) at 0 °C under N;. This mixture was stirred at 0 °C for 3 h then at
room temperature overnight. The reaction mixture was concentrated and extracted with
EtOAc (2 x 5 mL), HCI (0.1 M, 5 mL). The product in the organic layer was extracted with 0.1
M NaOH (5 mL). The aqueous layer was acidified with 1M HCI, the precipitate was filtered and
washed with water to yield (E)-N-(2-(1H-tetrazol-5-yl)phenyl)-3-(3,4-
dimethoxyphenyl)acrylamide. White solid; yield 6% (18 mg, 0.051 mmol); mp: 190 — 192 °C;
1H NMR (300 MHz, [Ds]DMSO): 6 ppm 10.76 (s, CONH) , 8.41 (d, 3Jue-ts = 8.2 Hz, 1H, H6), 8.03
(dd, 3J3_a = 7.9 Hz, Yh3s = 0.9 Hz, 1H, H3), 7.52 — 7.64 (m, 2H, H5 + CHAr), 7.29 — 7.38 (m,
2H, H4 + H2"), 7.25 (br d, 3Jne"_s* =8.3 Hz, 1H, H6"), 7.01 (d, 3Jus*ne~ = 8.3 Hz, 1H, H5"), 6.79
(d, 3Juc=cn = 15.6 Hz, 1H, COCH), 3.84 (s, 3H, OMe), 3.80 (s, 3H, OMe), tetrazole NH not
observed; 3C NMR (126 MHz, [D]DMSO): 6 ppm 164.3 (s, CONH), 154.2 (br s, Tet-C), 150.7
(s, C3"), 149.0 (s, C4"), 141.4 (s, CHAr), 137.2 (s, C1), 131.7 (s, C5), 129.3 (s, C1”), 127.3 (s, C3),
124.1 (s, C4), 122.5 (s, C6"), 122.4 (s, C6), 119.7 (s, CHCO), 113.9 (s, C2), 111.7 (s, C5"), 110.4
(s, 2"), 55.65 (s, OMe), 55.62 (s, OMe); MS (m/z): [M-H, 100%]", 350.3.



(E)-N-(4-Bromo-2-(1H-tetrazol-5-yl)phenyl)-3-(3,4-dimethoxyphenyl)acrylamide (NVR-32)
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(E)-3-(3-4-Dimethoxyphenyl)acryloyl chloride (136.0 mg, 0.60 mmol) was added dropwise to
a solution of 4-bromo-2-(1H-tetrazol-5-yl)aniline (120.0 mg, 0.50 mmol) and DIPEA (109.9 mg,
0.843 mmol) in anhydrous DCM (3 mL) at 0 °C under Nz. This mixture was stirred at 0 °C for 3
h then at room temperature overnight. The reaction mixture was concentrated and extracted
with EtOAc (2 x 5 mL), HCI (0.1 M, 5 mL). The product in the organic layer was extracted with
0.1 M NaOH (5 mL). The aqueous layer was acidified with 1M HCI, the precipitate was filtered
and washed with water to vyield (E)-N-(4-bromo-2-(1H-tetrazol-5-yl)phenyl)-3-(3,4-
dimethoxyphenyl)acrylamide. Yellow solid; yield 9% (19.3 mg, 0.0449 mmol); mp: 232 — 235
°C; 'H NMR (500 MHz, [Dg]DMSO): & ppm 10.81 (s, 1H, CONH) , 8.38 (d, 3Jue-ris = 8.9 Hz, 1H,
H6), 8.17 (s, 1H, H3), 7.76 (br d, 3Jus-+s = 9.0 Hz, 1H, H5), 7.58 (d, 3Juc-ch = 15.6 Hz, 1H, CHAr),
7.31 (s, 1H, H2"), 7.24 (br d, 3Jue"ns" = 8.4 Hz, 1H, H6"), 7.01 (d, 3Jus'_ne” = 8.4 Hz, 1H, H5"),
6.76 (d, 3Juc=ch =15.6 Hz, 1H, COCH), 3.83 (s, 3H, OMe), 3.80 (s, 3H, OMe), tetrazole NH not
observed; 3C NMR (126 MHz, [Ds]DMSO): & ppm 164.4 (s, CONH), 153.8 (s, Tet-C), 150.7 (s,
C3"), 149.0 (s, C4"), 141.8 (s, CHAr), 136.5 (s, C1), 134.1 (s, C3), 131.3 (s, C5), 127.2 (s, C1"),
124.2 (s, C6), 122.5 (s, C6"), 119.4 (s, COCH), 116.0 (s, C2), 115.6 (s, C4), 111.7 (s, C5"), 110.5
(s, C2"), 55.7 (s, OMe), 55.6 (s, OMe); MS (m/z): [M-H, "°Br, 85%]~, 428.2, [M-H, 8'Br, 100%],
430.2; HRMS (m/z): [M-H]" calcd. for C1sH1503Ns’°Br, 428.0364; found 428.0364; error, 0.06

ppm.



N-(2-(1H-Tetrazol-5-yl)phenyl)thiophene-2-carboxamide (NVR-19)
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2-Thiophenecarbonyl chloride (163.0 mg, 1.12 mmol) was added dropwise to a solution of 2-
(1H-tetrazol-5-yl)-aniline (120.0 mg, 0.744 mmol) and DIPEA (191.9 mg, 1.48 mmol) in
anhydrous DCM (3 mL) at 0 °C under N,. This mixture was stirred at 0 °C for 3 h then at room
temperature overnight. The reaction mixture was concentrated and extracted with EtOAc (2
x5 mL) and NaOH (0.1 M, 3 mL). The aqueous layer was acidified with 1M HCI; the precipitate
was filtered and washed with water to yield N-(2-(1H-tetrazol-5-yl)phenyl)thiophene-2-
carboxamide. White solid; yield 26% (51.5 mg, 0.190 mmol); mp: 230 — 231 °C; *H NMR (500
MHz, [Ds]DMSO): & ppm 11.53 (s, 1H, CONH) , 8.47 (d, 3Jue-+s = 8.1 Hz, 1H, H6), 8.01 (dd, 3/us-
Ha = 7.9 Hz, YJs_ns = 1.2 Hz, 1H, H3), 7.92 — 7.97 (m, 2H, H3” + H5"), 7.62 (ddd, 3Jus_1s = 8.2 Hz,
3Jns-Ha = 7.4 Hz, *Jus—nz = 1.2 Hz, 1H, H5), 7.36 (ddd, 3Jua-n3 = 7.9 Hz, 3Jna—ns = 7.2 Hz, *Jna-ne =
0.9 Hz, 1H, H4), 7.31 (dd, 3Jug"ns* = 4.9 Hz, 3Jua—n3- = 3.8 Hz, 1H, H4"), tetrazole NH not
observed; 3C NMR (126 MHz, [D¢]DMSO): 6 ppm 159.8 (s, CONH), 154.6 (br s, Tet-C), 139.6
(s, C2"), 136.8 (s, C1), 132.6 (s, C3"), 131.9 (s, C5"”), 129.0 (s, C4"), 128.7 (s, C5), 128.4 (s, C3),
124.3 (s, C4), 121.9 (s, C6), 113.4 (s, C2); MS (m/z): [M-H, 100%]", 270.2.

N-(5-Chloro-2-(1H-tetrazol-5-yl)phenyl)thiophene-2-carboxamide (NVR-20)

2-Thiophenecarbonyl chloride (134.9 mg, 0.92 mmol) was added dropwise to a solution of 5-
chloro-2-(1H-tetrazol-5-yl)-aniline (120 mg, 0.61 mmol) and DIPEA (157.7 mg, 1.22 mmol) in
anhydrous DCM (3 mL) at 0 °C under N,. This mixture was stirred at 0 °C for 3 h then at room

temperature overnight. The reaction mixture was concentrated and extracted with EtOAc (2



x 5mL) and NaOH (0.1 M, 3 mL). The aqueous layer was acidified with 1M HCI, the precipitate
was filtered and washed with water to vyield N-(5-chloro-2-(1H-tetrazol-5-
yl)phenyl)thiophene-2-carboxamide. White solid; yield 29% (53.8 mg, 0.176 mmol); mp: 250
—253°C; 'H NMR (500 MHz, [Ds]DMSO): & ppm 11.74 (s, 1H, CONH), 8.59 (s, 1H, H6), 8.03 (d,
3Ju3-na = 8.4 Hz, 1H, H3), 7.96 (dd, 3Jnz"—na» = 5.0 Hz, “Jpz»_s» = 0.9 Hz, 1H, H3"), 7.92 (dd, 3Jns—
Hav = 3.7 Hz, “Jus'—n3» = 0.9 Hz, 1H, H5"), 7.40 (dd, 3Jua—3 = 8.5 Hz, “Jua—ne = 2.2 Hz, 1H, H4), 7.31
(dd, 3Jugm—n3* = 4.9 Hz, 3Jua—ns” = 3.8 Hz, 1H, H4"), tetrazole NH not observed; 3C NMR (126
MHz, [Ds]DMSO): 6 ppm 159.9 (s, CONH), 154.3 (br s, Tet-C), 139.1 (s, C2"), 138.0 (s, C1), 136.2
(s, C5), 133.1 (s, C3"), 130.0 (s, C4"), 129.2 (s, C5"), 128.5 (s, C3), 123.9 (s, C4), 120.6 (s, C6),
111.6 (s, C2); MS (m/z): [M-H, 3>Cl, 100%]", 304.1, [M-H, 3’Cl, 35%]", 306.1.

2-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)benzoic acid (NVR-7)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.23 mL, 1.31 mmol, 1.2 eq) was added dropwise
to a stirred solution of 2-aminobenzoic acid (150 mg, 1.09 mmol, 1.0 eq) in acetonitrile (25
mL). The reaction was stirred for 16 hours at room temperature. The white precipitate was
filtered and then washed with acetonitrile, before being dried to yield 2-(3-(3,5-
bis(trifluoromethyl)phenyl)ureido)benzoic acid. White solid; yield 47% (199 mg, 0.507
mmol); mp: 196-197 °C; *H NMR (400 MHz, [Dg]DMSO): 6 ppm 13.54 (br s, 1H, COOH), 10.66
(s, 1H, NH), 10.53 (s, 1H, NH"), 8.42 (dd, 3/i3-ra = 8.5 Hz, “Ju3_s = 0.8 Hz, 1H, H3), 8.20 (br s,
2H, H2" + H6"), 7.98 (dd, 3Jue-ns = 7.9 Hz, “Jue_ra = 1.6 Hz, 1H, H6), 7.63 (br s, 1H, H4"), 7.56
(ddd, 3Jna-n3 = 8.7 Hz, 3Jua-ns = 7.2 Hz, *Jua-ne = 1.8 Hz, 1H, H4), 7.08 (ddd, 3/us-ns = 7.9 Hz, 3Jus-
Ha = 7.2 Hz, “Jus-n3 = 0.8 Hz, 1H, H5); 13C NMR (101 MHz, [Ds]DMSO): & ppm 169.6 (s, COOH),
152.1 (s, CO), 141.9 (s, C1”), 141.6 (s, C2), 133.9 (s, C4), 131.1 (s, C6), 130.7 (g, 2Jc.r = 32.3 Hz,
C3" +C5"), 121.5 (s, C5), 119.7 (s, C3), 123.3 (q, Yer = 272.9 Hz, 2 x CF3), 118.0 (br g, 3Jc.r = 3.9
Hz, C2" + C6"), 115.6 (s, C1), 114.5 (br septet, 3Jcr = 3.9 Hz, C4”); 1°F NMR (376 MHz,
[De]DMSO): 6 ppm -61.80 (s, 2 x CF3); NMR assignments made with the assistance of COSY,



HSQC and HMBC; LCMS (m/z): 391.1; RT = 2.86 min; HRMS (m/z): [M-H]™ calcd. for
C16Ho03N;Fs, 391.0523; found 391.0520; error, -0.73 ppm.

2-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-4-chlorobenzoic acid (NVR-5)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.36 mL, 2.10 mmol, 1.2 eq) was added dropwise
to a stirred solution of 2-amino-4-chlorobenzoic acid (300 mg, 1.75 mmol, 1.0 eq) in
acetonitrile (25 mL). The reaction was stirred for 16 hours at room temperature. The
precipitate was filtered and then washed with acetonitrile, before being dried to yield 2-(3-
(3,5-bis(trifluoromethyl)phenyl)ureido)-4-chlorobenzoic acid. White solid; yield 23% (172
mg, 0.403 mmol); mp: 211 — 212 °C; *H NMR (400 MHz, [Dg]DMSO): & ppm 13.75 (brs, 1H,
COOH), 10.77 (s, 1H, NH), 10.63 (s, 1H, NH"), 8.53 (d, “Ju3-ns = 2.3 Hz, 1H, H3), 8.17 (br s, 2H,
H2" + H6"), 7.95 (d, 3Jue_ns = 8.5 Hz, 1H, H6), 7.63 (brs, 1H, H4"), 7.11 (dd, 3Jus_ns = 8.7 Hz, “Jps-
w3 = 2.1 Hz, 1H, H5); 13C NMR (101 MHz, [Ds]DMSO): & ppm 168.9 (s, COOH), 151.9 (s, CO),
142.8 (s, C2), 141.6 (s, C1"”), 138.5 (s, C4), 132.7 (s, C6), 130.7 (g, ¥Jecr = 32.6 Hz, C3" + C5"),
121.3 (s, C5), 123.3 (q, Ycr = 272.9 Hz, 2 x CF3), 118.7 (s, C3), 118.1 (br q, 3Jcr = 3.9 Hz, C2" +
C6"), 114.8 (br septet, C4"), 114.1 (s, C1); °F NMR (376 MHz, [Dg]DMSO): & ppm -61.81 (s, 2
x CF3); NMR assignments made with the assistance of COSY, HSQC and HMBC; MS (m/z):
[M-H, 35Cl, 100%)]", 425.1, [M-H, 3’Cl, 45%], 427.2.

2-(3,5-Bis(Trifluoromethyl)phenyl)ureido)-4-methylbenzoic acid (NVR-121)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.41 mL, 2.38 mmol, 1.2 eq) was added dropwise

to a stirred solution of 2-amino-4-methylbenzoic acid (300 mg, 1.98 mmol, 1.0 eq) in



acetonitrile (25 mL). The reaction was stirred for 16 hours at room temperature. The
precipitate was filtered and then washed with acetonitrile, before being dried to yield 2-(3-
(3,5-bis(trifluoromethyl)phenyl)ureido)-4-methylbenzoic acid. White solid; yield 59% (471
mg, 1.16 mmol); mp: 196 — 197 °C; *H NMR (400 MHz, [Dg]DMSO): & ppm 13.36 (br s, 1H,
COOH), 10.73 (br s, 1H, NH), 10.52 (s, 1H, NH"), 8.28 (s, 1H, H3), 8.21 (br s, 2H, H2" + H6"),
7.87 (d, 3Jue-ns = 8.0 Hz, 1H, H6), 7.65 (s, 1H, H4"), 6.91 (br d, 3Jus-ne = 8.0 Hz, 1H, H5), 2.35 (s,
3H, Me); 13C NMR (101 MHz, [Ds]DMSO): & ppm 169.6 (s, COOH), 152.0 (s, CO), 144.4 (s, C4),
142.0 (s, C1"), 141.7 (s, C2), 131.1 (s, C6), 130.7 (g, 2Jcr = 32.9 Hz, C3" + C5"), 122.4 (s, C5),
119.8 (s, C3),123.3 (q, Yc-r = 272.9 Hz, 2 x CF3), 118.0 (br q, 3Jc.r = 3.9 Hz, C2" + C6"), 114.5 (br
septet, C4"”), 112.9 (s, C1), 21.6 (s, Me); *°F NMR (376 MHz, [Dg]DMSO): § ppm -61.72 (s, 2 x
CF3); NMR assignments made with the assistance of COSY, HSQC and HMBC; LCMS (m/z):
[M-H, 100%]", 405.2; RT = 2.91 min; HRMS (m/z): [M]* calcd. for C17H1203N2Fs 406.0747;
found, 406.0757; error, 2.55 ppm.

2-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-4-fluorobenzoic acid (NVR-120)

F CFsy

3,5-Bis(trifluoromethyl)phenyl isocyanate (0.40 mL, 2.32 mmol, 1.2 eq) was added dropwise
to a stirred solution of 2-amino-4-fluorobenzoic acid (300 mg, 1.93 mmol, 1.0 eq) in
acetonitrile (25 mL). The reaction was stirred for 16 hours at room temperature. The
precipitate was filtered and then washed with acetonitrile, before being dried to yield 2-(3-
(3,5-bis(trifluoromethyl)phenyl)ureido)-4-fluorobenzoic acid. White solid; yield 38% (298
mg, 0.726 mmol); mp: 200 - 201°C; *H NMR (400 MHz, [Dg]DMSO): 6 ppm 13.67 (br s, 1H,
COOH), 10.91 (s, 1H, NH), 10.67 (s, 1H, NH") , 8.29 (dd, 3Jus_r = 12.7 Hz, *Jus_ns = 2.6 Hz, 1H,
H3), 8.20 (brs, 2H, H2” + H6"), 8.06 (dd, 3/ne-rs = 8.9 Hz, *Juer = 6.9 Hz, 1H, H6), 7.69 (brs, 1H,
H4"), 6.93 (ddd, 3/ns-te = 8.8 Hz, 3Jus—r = 7.8 Hz, *Jus-n3 = 2.6 Hz, 1H, H5); 33C NMR (101 MHz,
[D6]DMSO): & ppm 168.9 (s, COOH), 165.0 (d, Ycr = 248.4 Hz, C4), 152.0 (s, CO), 144.0 (d, 3Jc.
F=12.7 Hz, C2), 141.6 (s, C1”), 133.8 (d, 3Jc.r = 11.7 Hz, C6), 130.7 (g, Ycr = 33.3 Hz, C3" + C5"),
123.3 (g, Ycr = 272.9 Hz, 2 x CF3), 118.1 (br g, 3Jcr = 3.9 Hz, C2” + C6"), 114.8 (br septet, 3Jcr



= 3.9 Hz, C4"), 111.8 (d, “Jcr = 2.9 Hz, C1), 108.5 (d, *Jcr = 22.5 Hz, C5), 105.9 (d, %cr = 28.4
Hz, C3); °F NMR (376 MHz, [Dg]DMSO): 6 ppm -61.71 (s, 2 x CF3), -103.34 (ddd, 3Jr.n3 = 12.7
Hz, 3Jens = 7.8 Hz, *Jr-ne = 6.9 Hz, F); NMR assignments made with the assistance of COSY, HSQC
and HMBC; LCMS (m/z): [M+H, 100%]*, 411.2; RT = 3.00 min.

2-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-4-methoxybenzoic acid (NVR-123)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.37 mL, 2.15 mmol, 1.2 eq) was added dropwise
to a stirred solution of 2-amino-4-methoxybenzoic acid (300 mg, 1.79 mmol, 1.0 eq) in
acetonitrile (25 mL). The reaction was stirred for 16 hours at room temperature. The
precipitate was filtered and then washed with acetonitrile, before being dried to yield 2-(3-
(3,5-bis(trifluoromethyl)phenyl)ureido)-4-methoxybenzoic acid. White solid; yield 35% (261
mg, 0.618 mmol); mp: 198 — 199 °C; *H NMR (400 MHz, [Dg]DMSO): & ppm 13.20 (brs, 1H,
COOH), 10.92 (s, 1H, NH), 10.56 (s, 1H, NH"), 8.21 (br s, 2H, H2" + H6"), 8.09 (d, “JH3-n5 = 2.5
Hz, 1H, H3), 7.93 (d, 3/ne-4s = 9.0 Hz, 1H, H6), 7.66 (br's, 1H, H4"), 6.66 (dd, 3Js-1s = 8.9 Hz, “Jps.
w3 = 2.6 Hz, 1H, H5), 3.83 (s, 3H, OMe); 13C NMR (101 MHz, [Ds]DMSO): § ppm 169.5 (s, COOH),
163.6 (s, C4), 152.1 (s, CO), 143.8 (s, C2), 141.9 (s, C1”), 133.0 (s, C6), 130.7 (q, 2Jcr = 32.3 Hz,
C3" +C5"), 123.3 (q, Ycr = 272.6 Hz, 2 x CF3), 118.1 (br q, 3Jcr = 3.9 Hz, C2" + C6"), 114.6 (br
septet, 3Jc.r = 3.9 Hz, C4"), 107.8 (s, C1 + C5), 103.8 (s, C3), 55.4 (s, OMe); °F NMR (376 MHz,
[De]DMSO): 6 ppm -61.68 (s, 2 x CF3); NMR assignments made with the assistance of COSY,
HSQC and HMBC; LCMS (m/z): [M-H, 100%]", 421.2; RT = 2.84 min; HRMS (m/z): calcd. for
C17H1304aN2Fs [M+H]*, 423.0774; found, 423.0772; error, 0.5 ppm.



2-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-5-chlorobenzoic acid (NVR-119)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.36 mL, 2.10 mmol, 1.2 eq) was added dropwise
to a stirred solution of 2-amino-4-chlorobenzoic acid (300 mg, 1.75 mmol, 1.0 eq) in
acetonitrile (25 mL). The reaction was stirred for 16 hours at room temperature. The
precipitate was filtered and then washed with acetonitrile, before being dried to yield 2-(3-
(3,5-bis(trifluoromethyl)phenyl)ureido)-5-chlorobenzoic acid. White solid; yield 35% (261
mg, 0.612 mmol); mp: 211 — 212 °C; *H NMR (400 MHz, [Dg]DMSO): & ppm 13.89 (brs, 1H,
COOH), 10.59 (s, 1H, NH), 10.56 (s, 1H, NH"), 8.45 (d, 3Ju3-na = 9.0 Hz, 1H, H3), 8.16 (br s, 2H,
H2" + H6"), 7.88 (d, *Jue_ria = 2.8 Hz, 1H, H6), 7.61 (brs, 1H, H4"), 7.58 (dd, 3Jna-ns = 9.2 Hz, “Ja-
w6 = 2.6 Hz, 1H, H4); 13C NMR (101 MHz, [Ds]DMSO): & ppm 168.4 (s, COOH), 151.9 (s, CO),
141.8 (s, C1"), 140.5 (s, C2), 133.5 (s, C4), 130.7 (q, %Jc-r = 32.3 Hz, C3" + C5”), 130.1 (s, C6),
125.1 (s, C5), 121.5 (s, C3), 123.3 (q, Yer = 272.9 Hz, 2 x CF3), 118.0 (br q, 3Jc.r = 3.9 Hz, C2" +
C6"),117.2 (s, C1), 114.6 (br septet, 3Jcr = 3.9 Hz, C4"); °F NMR (376 MHz, [Dg]DMSO): § ppm
-61.86 (s, 2 x CF3); NMR assignments made with the assistance of COSY, HSQC and HMBC;
LCMS (m/z): [M+H, 3°Cl, 100%]*, 427.1, [M+H, 3’Cl, 100%]*, 427.1; RT = 2.95 min.

2-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-5-methylbenzoic acid (NVR-122)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.41 mL, 2.38 mmol, 1.2 eq) was added dropwise
to a stirred solution of 2-amino-5-methylbenzoic acid (300 mg, 1.98 mmol, 1.0 eq) in
acetonitrile (25 mL). The reaction was stirred for 16 hours at room temperature. The
precipitate was filtered and then washed with acetonitrile, before being dried to yield 2-(3-

(3,5-bis(trifluoromethyl)phenyl)ureido)-5-methylbenzoic acid. White solid; yield 75% (607



mg, 1.49 mmol); mp: 199 — 200 °C; *H NMR (400 MHz, [Dg]DMSO): 6 ppm 13.48 (br s, 1H,
COOH), 10.54 (br s, 1H, NH), 10.49 (s, 1H, NH"), 8.30 (d, 3/u3_1a = 8.5 Hz, 1H, H3), 8.19 (br s,
2H, H2" + H6"), 7.79 (d, “Ju6_ra = 2.0 Hz, 1H, H6), 7.65 (br s, 1H, H4"), 7.39 (dd, 3Jna-n3 = 8.8 Hz,
4Juans = 2.0 Hz, 1H, H4), 2.29 (s, 3H, Me); 13C NMR (101 MHz, [D¢]DMSO): & ppm 169.6 (s,
COOH), 152.1 (s, CO), 142.0 (s, C1"), 139.2 (s, C2), 134.6 (s, C4), 131.0 (s, C6), 130.5 (s, C5),
130.7 (q, 2Jer = 32.3 Hz, C3" + C5”), 119.7 (s, C3), 123.3 (g, Yc.r = 272.6 Hz, 2 x CF3), 117.9 (br
9, 3Jcr=3.9 Hz, C2” + C6"), 115.5 (s, C1), 114.4 (br septet, 3Jcr = 3.9 Hz, C4"), 20.0 (s, Me); *°F
NMR (376 MHz, [Dg]DMSQ): 6 ppm -61.72 (s, 2 x CF3); NMR assignments made with the
assistance of COSY, HSQC and HMBC; LCMS (m/z): [M-H, 100%]~, 405.2; RT = 2.90 min; HRMS
(m/z): calced. for C17H1203N2Fs [M]*, 406.0747; found, 406.0750; error, 0.83 ppm.

2-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-5-fluorobenzoic acid (NVR-9)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.40 mL, 2.32 mmol, 1.2 eq) was added dropwise
to a stirred solution of 2-amino-4-fluorobenzoic acid (300 mg, 1.93 mmol, 1.0 eq) in
acetonitrile (25 mL). The reaction was stirred for 16 hours at room temperature. The
precipitate was filtered and then a small portion (=50 mg) triturated with hot toluene, before
being dried to yield 2-(3-(3,5-bis(trifluoromethyl)phenyl)ureido)-5-fluorobenzoic acid.
White solid; yield 4% (31 mg, 0.0756 mmol); mp: 204 — 205 °C; *H NMR (400 MHz, [D¢]DMSO):
& ppm 13.89 (br's, 1H, COOH), 10.54 (s, 1H, NH"), 10.48 (s, 1H, NH), 8.41 (dd, 3Jn3-na = 9.4 Hz,
*Jus—s = 5.1 Hz, 1H, H3), 8.18 (br's, 2H, H2" + H6"), 7.67 (dd, 3Jue-F = 9.4 Hz, *Jue-na = 3.1 Hz, 1H,
H6), 7.64 (br's, 1H, H4"), 7.45 (ddd, 3/na-r3 = 9.3 Hz, 3Jar = 7.8 Hz, “Jua—ns = 3.1 Hz, 1H, H4); 13C
NMR (101 MHz, [Ds]DMSO): & ppm 168.4 (d, “Jc.r = 2.0 Hz, COOH), 156.1 (d, YJcr = 239.6 Hz,
C5), 152.1 (s, CO), 141.9 (s, C1"), 138.0 (d, “Jcr = 2.0 Hz, C2), 130.7 (q, 2Jcr = 32.6 Hz, C3" +
C5"),121.9 (br d, 3Jcr = 3.9 Hz, C3), 120.9 (d, 2Jc.r = 22.5 Hz, C4), 123.3 (q, Yc-r = 274.2 Hz, 2 x
CFs), 118.0 (g, 3Jcr = 3.9 Hz, C2” + C6"”), 117.4 (d, 3Jcr = 6.8 Hz, C1), 116.6 (d, e = 23.5 Hz,
C6), 114.6 (br septet, 3Jcr = 3.9 Hz, C4"); 1°F NMR (376 MHz, [Ds]DMSO): & ppm -61.78 (s, 2 x
CF3), =120.86 (ddd, 3Jr-1e = 9.2 Hz, 3Jr-na = 8.2 Hz, *Jenz = 5.1 Hz, F); NMR assignments made



with the assistance of COSY, HSQC and HMBC; LCMS (m/z): [M-H, 100%]-, 409.1; RT = 2.85

min.

2-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-5-methoxybenzoic acid (NVR-124)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.37 mL, 2.15 mmol, 1.2 eq) was added dropwise
to a stirred solution of 2-amino-5-methoxybenzoic acid (300 mg, 1.79 mmol, 1.0 eq) in
acetonitrile (25 mL). The reaction was stirred for 16 hours at room temperature. The
precipitate was filtered and then washed with acetonitrile, before being dried to yield 2-(3-
(3,5-bis(trifluoromethyl)phenyl)ureido)-5-methoxybenzoic acid. White solid; yield 59% (446
mg, 1.06 mmol); mp: 202 — 203 °C; *H NMR (400 MHz, [Dg]DMSO): 6 ppm 13.62 (br s, 1H,
COOH), 10.43 (s, 1H, NH"), 10.30 (s, 1H, NH), 8.29 (d, 3Ju3-+a = 9.3 Hz, 1H, H3), 8.18 (br s, 2H,
H2" + H6"), 7.63 (brs, 1H, H4"), 7.45 (d, “Jue-na = 3.3 Hz, 1H, H6), 7.20 (dd, 3Jiaz = 9.2 Hz, “Ja-
He=3.1Hz, 1H, H4), 3.77 (s, 3H, OMe); 13C NMR (101 MHz, [Ds]DMSO): & ppm 169.2 (s, COOH),
153.4 (s, C5), 152.2 (s, CO), 142.1 (s, C1"), 134.8 (s, C2), 130.7 (g, Yc-r = 32.9 Hz, C3” + C5"),
121.7 (s, C3), 120.3 (s, C4), 123.3 (q, Ycr = 272.9 Hz, 2 x CF3), 117.8 (br q, 3Jcr = 3.9 Hz, C2" +
C6"), 117.0 (s, C1), 114.4 (s, C6), 114.3 (br septet, 3Jcr = 3.9 Hz, C4"), 55.3 (s, OMe); 1F NMR
(376 MHz, [Dg]DMSO): 6 ppm -61.75 (s, 2 x CF3); NMR assignments made with the assistance
of COSY, HSQC and HMBC; LCMS (m/z): [M-H, 100%]-, 421.2; RT = 2.79 min; HRMS (m/z):
[M+H]* calcd. for C17H1304N2Fs, 423.0774; found, 423.0766; error, —1.90 ppm.



2-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-5-iodobenzoic acid (NVR-12)

2-Amino-5-iodobenzoic acid (150.0 mg, 0.570 mmol) and 3,5-bis(trifluoromethyl)phenyl
isocyanate (145.5 mg, 0.570 mmol) were suspended in THF (3 mL). This mixture was stirred
at room temperature for 2 h then stored in a refrigerator overnight. The white solid that
precipitated was filtered and washed with DCM to vyield 2-(3-(3,5-
bis(trifluoromethyl)phenyl)ureido)-5-iodobenzoic acid. White solid; yield 15% (43 mg, 0.083
mmol); mp: 208 — 210 °C; *H NMR (500 MHz, [Dg]DMSO): 6 ppm 13.88 (br s, 1H, COOH), 10.60
(s, 2H, NH, NH"), 8.26 (d, 3/us-na = 8.9 Hz, 1H, H3), 8.21 (d, *Ju6_tia = 2.3 Hz, 1H, H6), 8.18 (br s,
2H, H2" + H6"), 7.87 (dd, 3Jhanz = 8.9 Hz, “Juams = 2.2 Hz, 1H, H4), 7.66 (s, 1H, H4"); 13C NMR
(126 MHz, [Ds]DMSO): & ppm 168.2 (s, COOH), 151.8 (s, CO), 142.1 (s, C6), 141.7 (s, C2), 141.3
(s, C1"”), 138.9 (s, C4), 130.7 (q, %Jc-r = 32.6 Hz, C3” + C5"), 121.8 (s, C3), 123.3 (q, Ycr = 272.6
Hz, CF3 x 2), 118.0 (br q, 3Jcr = 3.9 Hz, C2" + C6"), 117.7 (s, C1), 114.7 (br septet, 3Jcr = 3.9 Hz,
C4"), 84.3 (s, C5); 1°F NMR (471 MHz, [Dg]DMSO): & ppm —-61.75 (s, 2 x CF3); MS (m/z): [M-H,
100%]", 517.0.

2-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-4,5-dichlorobenzoic acid (NVR-132)

3,5-Bis(trifluoromethyl)phenyl isocyanate (740 mg, 2.9 mmol) was added dropwise to a
solution of 2-amino-4,5-dichlorobenzoic acid (300 mg, 1.47 mmol) in a mixture of anhydrous
THF (3 mL) and toluene (5 mL) at room temperature under N;. This mixture was stirred
overnight at room temperature; then stored in a refrigerator overnight. The white solid that

precipitated was filtered and washed with DCM to vyield 2-(3-(3,5-



bis(trifluoromethyl)phenyl)ureido)-4,5-dichlorobenzoic acid. White solid; yield 66% (400
mg, 0.867 mmol); mp: 218 — 220 °C; *H NMR (400 MHz, [Ds]DMSO): 6 ppm 10.68 (s, 2H, NH,
NH"), 8.70 (s, 1H, H3), 8.14 (br s, 2H, H2" + H6"), 8.01 (s, 1H, H6), 7.63 (br s, 1H, H4"), COOH
not observed; 3C NMR (101 MHz, [Dg]DMSO): 6 ppm 167.8 (s, COOH), 151.8 (s, CO), 141.5 (s,
C2), 141.2 (s, C1"), 136.3 (s, C4), 132.0 (s, C6), 130.7 (q, Ycr = 32.3 Hz, C3" + C5"), 123.0 (s,
C5), 120.7 (s, C3), 123.3 (q, Yer = 272.9 Hz, 2 x CF3), 118.1 (br g, 3Jc.r = 3.9 Hz, C2” + C6"), 115.8
(s, C1), 114.9 (br septet, 3Jcr = 3.9 Hz, C4"); 1F NMR (376 MHz, [Ds]DMSO): 6 ppm -61.79 (s,
2 x CF3); MS (m/z): [M-H, 3CI*>Cl, 100%]", 459.1, [M-H, 3>CI*’Cl, 85%], 461.0, [M-H, 3C*’Cl,
15%]", 463.0.

2-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-4,5-difluorobenzoic acid (NVR-149)

F CF4

3,5-Bis(trifluoromethyl)phenyl isocyanate (0.36 mL, 2.08 mmol, 1.2 eq) was added dropwise
to a stirred solution of 2-amino-4,5-fluorobenzoic acid (300 mg, 1.73 mmol, 1.0 eq) in
acetonitrile (25 mL). The reaction was stirred for 16 hours at room temperature. The
precipitate was filtered and then washed with acetonitrile, before being dried to yield 2-(3-
(3,5-bis(trifluoromethyl)phenyl)ureido)-4,5-difluorobenzoic acid. White solid; yield 38%
(283 mg, 0.661 mmol), mp: 211 — 212 °C; *H NMR (400 MHz, [Dg]DMSO): 6 ppm 13.94 (br s,
1H, COOH), 10.71 (s, 1H, NH), 10.62 (s, 1H, NH"), 8.45 (dd, 3Jua-r4 = 14.2, “Jus_rs = 7.7 Hz, 1H,
H3), 8.14 (br s, 2H, H2” + H6"), 7.87 (dd, 3Jne-rs = 11.2 Hz, “Jue_r4 = 9.4 Hz, 1H, H6), 7.62 (br s,
1H, H4"); 13C NMR (101 MHz, [Ds]DMSO): & ppm 167.9 (s, COOH), 151.9 (s, CO), 152.2 (dd,
Yer = 250.4 Hz, ?Jcr = 13.7 Hz, C4), 143.4 (dd, Ycr = 242.1 Hz, %Jcr = 13.2 Hz, C5), 141.6 (s,
C1"),139.5 (dd, 3Jcr = 11.7 Hz, “Jcr = 2.0 Hz, C2), 130.7 (g, Ycr = 32.3 Hz, C3” + C5”), 126.0 (q,
Yer=272.9 Hz, 2 x CF3), 119.3 (d, %cr = 18.6 Hz, 3Jc.r = 2.0 Hz, C6), 118.0 (br g, 3Jcr = 3.9 Hz,
C2" + C6"), 114.8 (br sept, *Jc.r = 3.9 Hz, C4"), 112.2 (dd, 3Jcr = 4Jcr = 3.5 Hz, C1), 108.2 (d, Ycr
= 24.5 Hz, C3); 1°F NMR (376 MHz, [Ds]DMSO): 6 ppm -61.83 (s, 2 x CF3), -128.41 (dd, 3¢y =
14.0 Hz, *Jen = 9.5 Hz, F), =128.47 (dd, 3Jpy = 14.0 Hz, *Jey = 9.2 Hz); NMR assignments made



with the assistance of COSY, HSQC and HMBC; LCMS (m/z): [M-H, 100%]-, 427.3; RT = 3.04
min; HRMS (m/z): [MH]* calcd. for C16H703N2Fs, 427.0334; found, 427.0320; error, -3.37 ppm.

2-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-4,5-dimethoxybenzoic acid (NVR-150)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.32 mL, 1.83 mmol, 1.2 eq) was added dropwise
to a stirred solution of 2-amino-4,5-methoxybenzoic acid (300 mg, 1.52 mmol, 1.0 eq) in
acetonitrile (25 mL). The reaction was stirred for 16 hours at room temperature. The
precipitate was filtered and then washed with acetonitrile, before being dried to yield 2-(3-
(3,5-bis(trifluoromethyl)phenyl)ureido)-4,5-dimethoxybenzoic acid. Off white solid; yield
76% (523 mg, 1.16 mmol); mp: 187 — 188 °C; *H NMR (400 MHz, [D¢]DMSO): & ppm 13.26 (br
s, 1H, COOH), 10.75 (s, 1H, NH), 10.49 (s, 1H, NH"), 8.20 (br's, 2H, H2" + H6"), 8.16 (s, 1H, H3),
7.63 (brs, 1H, H4"), 7.42 (s, 1H, H6), 3.84 (s, 3H, OMe), 3.75 (s, 3H, OMe); 13C NMR (101 MHz,
[Ds]DMSO): & ppm 169.3 (s, COOH), 153.3 (s, C4), 152.2 (s, CO), 142.9 (s, C5), 142.0 (s, C1"),
137.6 (s, C2), 130.7 (q, 2Jc-r = 32.6 Hz, C3"” + C5"), 123.4 (q, Ycr = 272.9 Hz, 2 x CF3), 117.9 (br
9, 3Jcr = 3.9 Hz, C2” + C6"), 114.4 (br septet, 3Jcr = 3.9 Hz, C4"), 112.7 (s, C6), 106.7 (s, C1),
102.8 (s, C3), 55.6 (s, 2 x OMe); 1°F NMR (376 MHz, [Ds]DMSO): & ppm -61.72 (s, 2 x CFs);
NMR assignments made with the assistance of COSY, HSQC and HMBC; LCMS (m/z): [M-H,
100%]", 451.3; RT = 2.85 min; HRMS (m/z): [M-H] calcd. for C1sH130sN;Fs, 451.0734; found,
451.0726; error, —=1.80 ppm.



3-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)benzoic acid (NVR-118)

CF3

3,5-Bis(trifluoromethyl)phenyl isocyanate (0.46 mL, 2.63 mmol, 1.2 eq) was added dropwise
to a stirred solution of 3-aminobenzoic acid (300 mg, 2.19 mmol, 1.0 eq) in acetonitrile (25
mL). The reaction was stirred for 16 hours at room temperature. The white precipitate was
filtered and then washed with acetonitrile, before being dried to yield 3-(3-(3,5-
bis(trifluoromethyl)phenyl)ureido)benzoic acid. White solid; yield 70% (596 mg, 1.52 mmol);
mp: >300°C; *H NMR (400 MHz, [De]DMSO): & ppm 13.03 (s, 1H, COOH), 9.47 (s, 1H, NH"),
9.28 (s, 1H, NH), 8.13 — 8.18 (m, 3H, H2 + H2" + H6"), 7.67 (s, 2H, H4 + H4"), 7.59 (br d, 3615
= 7.8 Hz, 1H, H6), 7.43 (t, 3Jus—a = 3Jus_ne = 7.9 Hz, 1H, H5); 13C NMR (101 MHz, [Ds]DMSO): &
ppm 167.2 (s, COOH), 152.5 (s, CO), 141.8 (s, C1"”), 139.4 (s, C3), 131.4 (s, C1), 130.7 (q, Hcr =
33.3 Hz, C3” + C5"), 129.0 (s, C5), 123.4 (s, C6), 123.1 (s, C4), 119.6 (s, C2), 123.3 (q, Ycr =
272.9 Hz, 2 x CF3), 118.2 (br q, 3Jc.r = 3.9 Hz, C2" + C6"), 114.5 (br septet, 3Jc.r = 3.9 Hz, C4");
1F NMR (376 MHz, [D¢]DMSO): 6§ ppm -61.60 (s, 2 x CF3); NMR assignments made with the
assistance of COSY, HSQC and HMBC; LCMS (m/z): [M+H, 100%]*, 393.3; RT = 3.03 min; HRMS
(m/z): [M-H]" calcd. for C16Hs03N2Fs, 391.0523; found 391.0527; error, 1.06 ppm.

4-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)benzoic acid (NVR-117)

3,5-Bis(trifluoromethyl)phenyl isocyanate (0.46 mL, 2.63 mmol, 1.2 eq) was added dropwise
to a stirred solution of 4-aminobenzoic acid (300 mg, 2.19 mmol, 1.0 eq) in acetonitrile (25
mL). The reaction was stirred for 16 hours at room temperature. The white precipitate was
filtered and then washed with acetonitrile, before being dried to yield 4-(3-(3,5-
bis(trifluoromethyl)phenyl)ureido)benzoic acid. White solid; yield 57% (486 mg, 1.24 mmol);
mp: >300 °C; H NMR (400 MHz, [Ds]DMSO): & ppm 12.65 (br s, 1H, COOH), 9.50 (s, 1H, NH"),



9.38 (s, 1H, NH), 8.15 (brs, 2H, H2" + H6"), 7.89 (br d, 3Jn2/me-H3/ms = 8.8 Hz, 2H, H2 + H6), 7.67
(brs, 1H, H4"), 7.61 (br d, 3Ju3/ms-H2/Hs = 8.8 Hz, 2H, H3 + H5); 13C NMR (101 MHz, [Ds]DMSO):
6 ppm 167.0 (s, COOH), 152.2 (s, CO), 143.3 (s, C4), 141.6 (s, C1"”), 130.5 (s, C2 + C6), 130.8 (q,
2Jer = 32.3 Hz, C3" + C5”), 124.3 (s, C1), 123.3 (q, Ycr = 272.9 Hz, 2 x CF3), 118.2 (br q, 3Jcs =
3.9 Hz, C2" + C6"), 117.9 (s, C3 + C5), 114.7 (br septet, 3Jcr = 3.9 Hz, C4"); °F NMR (376 MHz,
[De]DMSO): 6 ppm -61.61 (s, 2 x CF3); NMR assignments made with the assistance of COSY,
HSQC and HMBC; LCMS (m/z): [M-H, 100%], 391.2; RT = 3.03 min; HRMS (m/z): [M-H]" calcd.
for C16H903N2F6, 391.0523; found 391.0530; error, 1.83 ppm.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(5-chloro-2-(1H-tetrazol-5-yl)phenyl)urea (NVR-58)

N=N
HN_ N
;3 2 N N2 CF,4
1 \n/ 3"
4 6 0o 6' 4
5 5"
Cl CFs

To a stirred solution of 5-chloro-2-(1H-tetrazol-5-yl)aniline (300 mg, 1.53 mmol. 1 eq) in
toluene (25 mL) was added 3,5-bis(trifluoromethyl)phenyl isocyanate (470 mg, 1.84 mmol,
1.2 eq). The reaction mixture was stirred at room temperature for 16 h. The resultant white
precipitate was filtered and triturated with toluene (10 mL) before filtering and drying to yield
1-(3,5-bis(trifluoromethyl)phenyl)-3-(5-chloro-2-(1H-tetrazol-5-yl)phenyl)urea. White solid;
yield 36% (250 mg, 0.556 mmol). *H NMR (400 MHz, [Dg]DMSO): 6 ppm 10.62 (s, 1H, NH"),
10.28 (s, 1H, NH), 8.48 (d, “Jue.a = 2.3 Hz, 1H, H6), 8.21 (s, 2H, H2” + H6"), 7.95 (d, 3Jns-na =
8.5 Hz, 1H, H3), 7.69 (s, 1H, H4"), 7.36 (dd, 3Jh4-u3 = 8.4 Hz, *Juane = 2.1 Hz, 1H, H4), tetrazole
NH not observed; 3C NMR (101 MHz, [Ds]DMSO): & ppm 152.1 (s, C7"”), 141.6 (s, C1"), 138.8
(s, C1), 136.1 (s, C5), 130.7 (q, 2Jcr = 32.3 Hz, C3” + C5”), 130.0 (s, C3), 122.6 (s, C4), 120.4 (s,
C6), 123.3 (g, Ycr = 273.6 Hz, 2 x CF3), 118.4 (br q, 3Jcr = 3.9 Hz, C2"+ C6"”), 115.0 (br septet,
3Jck = 3.9 Hz, C4"), 110.7 (s, C2), tetrazole carbon not observed; °F NMR (376 MHz,
[De]DMSO): 6 ppm -61.69 (s, 2 x CF3);



1-(2-(1H-Tetrazol-5-yl)-5-(trifluoromethyl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)urea

(NVR-133)
N=N
HN__N
U RN 2 cr
6 3
AN
5 3 O 6" 4
4 5
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3,5-Bis(trifluoromethyl)phenyl isocyanate (250 mg, 1.1mmol) was added dropwise to a
solution of 5-trifluoromethyl-2-(1H-tetrazol-5-yl)aniline (200 mg, 0.873 mmol) in a mixture of
anhydrous THF (3 mL) and toluene (5 mL) at room temperature under N,. This mixture was
stirred overnight at room temperature; then stored in a refrigerator overnight. The creamy
solid that precipitated was filtered and washed with DCM to yield 1-(2-(1H-tetrazol-5-yl)-5-
(trifluoromethyl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)urea. Cream solid; yield 36%
(150 mg, 0.310 mmol); mp: 197 — 199 °C; *H NMR (400 MHz, [D¢]DMSO): & ppm 10.67 (s, 1H,
NH"), 10.36 (s, 1H, NH), 8.76 (d, “Ju3-us = 1.0 Hz, 1H, H3), 8.19 (s, 2H, H2" + H6"), 8.18 (d, 3Jus-
hs=8.1Hz, 1H, H6), 7.68 (s, 1H, H4"), 7.62 (dd, 3Jus-ne = 8.3 Hz, *Jus-n3= 1.2 Hz, 1H, H5), tetrazole
NH not observed; 3C NMR (101 MHz, [Ds]DMSO): & ppm 152.2 (s, CO), 141.6 (s, C1”), 138.1
(s, C2),131.2 (q, ?Je-r = 32.0 Hz, C4), 130.7 (9, Ycr = 33.3 Hz, C3" + C5"), 129.8 (s, C6), 123.7 (q,
er = 271.3 Hz, CF3), 123.3 (q, Ycr = 272.6 Hz, 2 x CF3), 118.9 (br q, 3Jc.r = 3.9 Hz, C5), 118.4
(br q,3Jc.r = 3.9 Hz, C2" + C6"), 117.4 (br q, 3Jcr = 3.9 Hz, C3), 115.6 (s, C1), 115.0 (br septet,
3Jcr = 3.9 Hz, C4"), tetrazole carbon not observed; °F NMR (376 MHz, [Dg]DMSO): & ppm
-61.73 (s, 2 x CF3), -61.85 (s, CF3); MS (m/z): [M-H, 100%]", 483.2.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(4-chloro-2-(1H-tetrazol-5-yl)phenyl)urea (NVR-41)

3,5-Bis(trifluoromethyl)phenyl isocyanate (130.0 mg, 0.511 mmol) was added dropwise to a
solution of 4-chloro-2-(1H-tetrazol-5-yl)aniline (100.0 mg, 0.511 mmol) and DIPEA (264.2 mg,



2.0 mmol) in anhydrous DMF (3 mL) at O °C under Na. This mixture was stirred at 0 °C for 3 h
then at room temperature overnight before heating at 70 °C for 1 h. The reaction mixture was
concentrated and extracted with EtOAc (2 x5 mL) and NaOH (0.1 M, 3 mL). The aqueous layer
was acidified with 1M HClI, the precipitate was filtered and washed with water to yield 1-(3,5-
bis(trifluoromethyl)phenyl)-3-(4-chloro-2-(1H-tetrazol-5-yl)phenyl)urea. Yellow solid; yield
26% (60 mg, 0.13 mmol); mp: 198 — 201 °C; *H NMR (500 MHz, [Dg]DMSO): & ppm 10.54 (s,
1H, NH"), 10.11 (s, 1H, NH), 8.37 (d, 3Jne-ns = 9.0 Hz, 1H, H6), 8.19 (s, 2H, H2"” + H6"), 8.00 (s,
1H, H3), 7.64 (s, 1H, H4"), 7.58 (br d, 3Jus-ne = 9.2 Hz, 1H, H5), tetrazole NH not observed; 3C
NMR (126 MHz, [Ds]DMSO): 6 ppm 153.6 (s, Tet-C), 152.1 (s, CO), 141.7 (s, C1"”), 136.5 (s, C1),
131.2 (s, C5), 130.7 (q, %Jcr = 32.8 Hz, C3” + C5”), 127.8 (s, C3), 126.4 (s, C4), 123.1 (s, C6),
123.3 (q, Yer = 272.9 Hz, 2 x CF3), 118.2 (br g, 3Jcr = 3.9 Hz, C2" + C6"), 114.6 - 114.8 (septet,
3Jcr=3.9 Hz, C4"), 113.6 (s, C2); MS (m/z): [M-H, 35Cl, 90%]", 449.0, [M-H, 3’Cl, 100%)]", 451.0.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(4-fluoro-2-(1H-tetrazol-5-yl)phenyl)urea (NVR-42)

3,5-Bis(trifluoromethyl)phenyl isocyanate (142.4 mg, 0.558 mmol) was added dropwise to a
solution of 4-fluoro-2-(1H-tetrazol-5-yl)aniline (100.0 mg, 0.558 mmol) and DIPEA (288.5 mg,
2.2 mmol) in anhydrous DMF (3 mL) at 0 °C under N,. The reaction mixture was stirred at 0 °C
for 3 h then at room temperature overnight before heated at 70 °C for 1 h. This mixture was
concentrated and extracted with EtOAc (2 x5 mL) and NaOH (0.1 M, 3 mL). The aqueous layer
was acidified with 1M HCI; the precipitate was filtered and washed with water to yield 1-(3,5-
bis(trifluoromethyl)phenyl)-3-(4-fluoro-2-(1H-tetrazol-5-yl)phenyl)urea. White solid; yield
23% (55 mg, 0.13 mmol); mp: 195 — 200 °C; *H NMR (400 MHz, [Dg]DMSO): 6 ppm 10.48 (s,
1H, NH"), 9.97 (s, 1H, NH), 8.29 (dd, 3/ne-+s = 9.3 Hz, “Jue_r = 5.4 Hz, 1H, H6), 8.19 (brs, 2H, H2"
+ H6"), 7.79 (dd, 3Ju3— = 9.3 Hz, “Jus-ns = 3.0 Hz, 1H, H3), 7.66 (brs, 1H, H4"), 7.44 (td, 3Js_r =
3Jus-1e = 8.6, *Jus—n3 = 3.0 Hz, 1H, H5), tetrazole NH not observed; 3C NMR (101 MHz,
[Ds]DMSO): & ppm 156.0 (s, Tet-C), 152.3 (s, CO), 141.8 (s, C1”), 133.8 (d, “cr = 2.4 Hz, C1),



130.7 (q, Yer = 32.6 Hz, C3" + C5"), 124.1 (d, 3Jcr = 8.3 Hz, C6), 123.3 (q, Ycr = 272.3 Hz, 2 x
CF3), 118.3 (d, Ucr = 22.0 Hz, C3), 118.1 (br q, 3Jc.r = 3.9 Hz, C2" + C6"), 114.9 (s, C2), 114.6 (s,
C4"), C4 + C5 in the noise; °F NMR (376 MHz, [Ds]DMSO): & ppm —-61.72 (s, 2 x CFs), -119.64
(s, F); LCMS (m/z): [M-H, 100%]", 433.1; RT = 2.81 min.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(4-bromo-2-(1H-tetrazol-5-yl)phenyl)urea (NS3728)

CF3

3,5-Bis(trifluoromethyl)phenyl isocyanate (0.24 mL, 1.37 mmol, 1.1 eq) was added dropwise
to a stirred solution of 4-bromo-2-(1H-tetrazol-5-yl)aniline (300 mg, 1.25 mmol, 1.0 eq) in
acetonitrile (20 mL). The reaction mixture was stirred for 24 hours at room temperature, after
which a solid precipitated. This solid was filtered and dried to vyield 1-(3,5-
bis(trifluoromethyl)phenyl)-3-(4-bromo-2-(1H-tetrazol-5-yl)phenyl)urea. White solid; yield
40% (250 mg, 0.505 mmol); decomposition at 263 °C (lit 268 — 271 °C)*; *H NMR (400 MHz,
[D]DMSO): & ppm 10.56 (s, 1H, NH"), 10.14 (s, 1H, NH), 8.32 (d, 3Jue-ns = 9.0 Hz, 1H, H6), 8.20
(brs, 2H, H2" + H6"), 8.15 (d, “Ju3_s = 2.3 Hz, 1H, H3), 7.73 (dd, 3Justs = 9.0 Hz, “Js_ns3 = 2.3
Hz, 1H, H5), 7.68 (br s, 1H, H4"); 13C NMR (101 MHz, [Ds]DMSO): 6 ppm 152.1 (s, CO), 141.7
(s, C1"),136.8 (s, C1), 134.0 (s, C3), 130.7 (s, C5), 130.7 (q, Ycr = 32.9 Hz, C3” + C5"), 123.4 (s,
C6), 123.3 (q, Ye-r = 272.9 Hz, 2 x CF3), 118.3 (br g, 3Jc.r = 3.9 Hz, C2"” + C6”), 114.8 (br septet,
3Jer = 3.9 Hz, C4"), 114.2 (s, C2); °F NMR (376 MHz, [Ds]DMSO): & ppm -61.70 (s, 2 x CF3);
NMR assignments made with the assistance of COSY, HSQC and HMBC; MS (m/z): [M-H, "°Br,
90%]-, 493.1, [M-H, &Br, 100%]", 495.1; HRMS (m/z): [M-H]~ calcd. for CisHsONe °BrFs,
492.9858; found 492.9853; error, 1.09 ppm.



1-(3,5-Bis(trifluoromethyl)phenyl)-3-(4-(tert-butyl)-2-(1H-tetrazol-5-yl)phenyl)urea (NVR-
40)

3,5-Bis(trifluoromethyl)phenyl isocyanate (58.7 mg, 0.23 mmol) was added dropwise to a
solution of 4-(tert-butyl)-2-(1H-tetrazol-5-yl)aniline (50.0 mg, 0.23 mmol) and DIPEA (118.9
mg, 0.92 mmol) in anhydrous DMF (3 mL) at 0 °C under N,. The reaction mixture was heated
at 70 °C for 1 h before being concentrated and extracted with EtOAc (2 x 5 mL) and NaOH (0.1
M, 3 mL). The aqueous layer was acidified with 1M HCI; the precipitate was filtered and
washed with water to vyield 1-(3,5-bis(trifluoromethyl)phenyl)-3-(4-(tert-butyl)-2-(1H-
tetrazol-5-yl)phenyl)urea. Yellow solid; yield 8% (15 mg, 0.032 mmol); decomposition at 204
°C; 'H NMR (400 MHz, [Ds]DMSO): & ppm 10.45 (s, 1H, NH"), 10.01 (s, 1H, NH), 8.23 (d, 3Jne-+s
= 8.9 Hz, 1H, H6), 8.20 (br's, 2H, H2" + H6"), 7.93 (d, *Ju3-ns = 2.3 Hz, 1H, H3), 7.65 (br s, 1H,
H4"), 7.60 (dd, 3Jus-ne = 8.8 Hz, *Jus-n3 = 2.3 Hz, 1H, H5), 1.34 (s, 9H, 'Bu), tetrazole NH not
observed; 3C NMR (101 MHz, [Dg]DMSO): § ppm 152.3 (s, CO), 145.4 (s, C4), 141.9 (s, C1"),
135.0 (s, C1), 130.7 (q, Ycr = 32.8 Hz, C3" + C5"”), 128.8 (s, C5), 125.2 (s, C3), 121.5 (s, C6),
123.3 (q, Yer = 272.9 Hz, 2 x CF3), 118.0 (br q, 3Jc.r = 3.9 Hz, C2"+C6"), 114.5 (br septet, br q,
3Jcr = 3.9 Hz, C4"), 34.3 (s, C(CH3)3), 31.0 (s, 3 x CH3), C2 + tetrazole carbon not observed; *°F
NMR (376 MHz, [Ds]DMSO): & ppm -61.71 (s, 2 x CF3); MS (m/z): [M-H, 100%]-, 471.2; HRMS
(m/z): [M-H]" calcd. for C20H170NeFs, 471.1374; found 471.1372; error, —0.32 ppm.



1-(3,5-Bis(trifluoromethyl)phenyl)-3-(4-chloro-5-fluoro-2-(1H-tetrazol-5-yl)phenyl)urea
(NVR-131)

3,5-Bis(trifluoromethyl)phenyl isocyanate (740 mg, 2.9mmol) was added dropwise to a
solution of 4-chloro-5-fluoro-2-(1H-tetrazol-5-yl)aniline (300 mg, 1.47mmol) in a mixture of
anhydrous THF (3 mL) and toluene (5 mL) at room temperature under Nj. This mixture was
stirred overnight at room temperature; then stored in a refrigerator overnight. The white
solid that precipitated was filtered and washed with DCM to vyield 1-(3,5-
bis(trifluoromethyl)phenyl)-3-(4-chloro-5-fluoro-2-(1H-tetrazol-5-yl)phenyl)urea. White
solid; yield 34% (223 mg, 0.476 mmol); mp: 202 — 203 °C; *H NMR (500 MHz, [Dg]DMSO): &
ppm 10.62 (s, 1H, NH), 10.37 (s, 1H, NH"), 8.40 (d, 3Jne-r = 12.8 Hz, 1H, H6), 8.15 (s, 2H, H2" +
H6"), 8.11 (d, 3Ju3— = 7.9 Hz, 1H, H3), 7.59 (s, 1H, H4"), tetrazole NH not observed; 3C NMR
(126 MHz, [Ds]DMSO): & ppm 157.4 (d, YUcr = 248.4 Hz, C5), 153.2 (s, Tet-C), 151.8 (s, CO),
141.5 (s, 1), 138.5 (d, 3Jc.r = 11.7 Hz, C1), 130.6 (g, Ycr = 32.9 Hz, C3"” + C5"), 129.9 (s, C3),
123.3 (q, Yer = 272.9 Hz, 2 x CF3), 117.9 (br q, 3Jc.r = 4.0 Hz, C2" + C6"), 114.9 (br septet, 3Jcr
=3.9 Hz, C4"), 112.7 (d, Ycr = 18.6 Hz, C4), 108.8 (d,*Jc.r = 2.0 Hz, C2), 108.5 (d, Ycr=27.4 Hz,
C6); MS (m/z): [M-H, 3°Cl, 100%]~, 467.1, [M-H, 3’Cl, 50%]", 469.1.

1-(3-(1H-Tetrazol-5-yl)-5-(trifluoromethyl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)urea
(NVR-135)

3,5-Bis(trifluoromethyl)phenyl isocyanate (550 mg, 2.0 mmol) was added dropwise to a

solution of 3-(1H-tetrazol-5-yl)-5-(trifluoromethyl)aniline (250 mg, 1.1 mmol) in a mixture of



anhydrous THF (3 mL) and toluene (5 mL) at room temperature under N». This mixture was
stirred overnight at room temperature; then stored in a refrigerator overnight. The creamy
solid that precipitated was filtered and washed with DCM to yield 1-(3-(1H-tetrazol-5-yl)-5-
(trifluoromethyl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)urea. Cream solid; yield 85%
(490 mg, 1.01 mmol); mp: 190 — 191 °C; *H NMR (400 MHz, [Dg]DMSO): & ppm 9.74 (s, 1H,
NH), 9.70 (s, 1H, NH"), 8.47 (s, 1H, H6), 8.17 (s, 2H, H2" + H6"), 8.12 (s, 1H, H2), 7.97 (s, 1H,
H4),7.67 (s, 1H, H4"), tetrazole NH not observed; 13C NMR (101 MHz, [D¢]DMSO): § ppm 163.0
(s, Tet-C), 152.5 (s, CO), 141.4 (s, C1), 141.2 (s, 1C, C1"), 130.6 (q, Zcr = 32.9 Hz, C5), 130.7
(9, ZJer = 32.0 Hz, C3" + C5"”), 120.3 (s, C2), 123.7 (g, Yer = 271.9 Hz, 5-CF3), 123.3 (g, Yer =
274.9 Hz, 2 x CF3), 118.4 (br q, 3Jc.r = 3.9 Hz, C2" + C6"), 117.0 (g, 3Jcr = 3.9 Hz, C4), 116.8 (q,
3Jcr = 3.9 Hz, C6), 114.9 (br septet, 3Jc.r = 3.9 Hz, C4"), C3 not observed; °F NMR (376 MHz,
[D6]DMSO): 6 ppm -61.68 (s, 2 x CF3), -61.70 (s, CF3); MS (m/z): [M-H, 100%]-, 483.2.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(3-bromo-5-(1H-tetrazol-5-yl)phenyl)urea (NVR-139)

N-N
N |

3,5-Bis(trifluoromethyl)phenyl isocyanate (415 mg, 1.6 mmol) was added dropwise to a
solution of 3-bromo-5-(1H-tetrazol-5-yl)aniline (200 mg, 0.8mmol) in a mixture of anhydrous
THF (3 mL) and toluene (5 mL) at room temperature under N,. This mixture was stirred
overnight at room temperature; then stored in a refrigerator overnight. The yellow solid that
precipitated was filtered and washed with DCM to yield 1-(3,5-bis(trifluoromethyl)phenyl)-
3-(3-bromo-5-(1H-tetrazol-5-yl)phenyl)urea. Brown solid; yield 37% (150 mg, 0.303 mmol);
mp: 194 — 199 °C; *H NMR (500 MHz, [Ds]DMSO): & ppm 10.96 (br s, 1H, NH), 10.89 (br s, 1H,
NH"), 8.30 (s, 2H, H2" + H6"), 8.21 (br s, 1H, H6), 8.04 (br s, 1H, H4), 8.02 (br s, 1H, H2), 7.82
(s, 1H, H4"), tetrazole NH not observed; 13C NMR (126 MHz, [Dg]DMSO): § ppm 153.5 (s, Tet-
C), 152.1 (s, CO), 141.8 (s, C1"), 136.9 (s, C1), 134.0 (s, C4), 130.7 - 130.9 (s, C6), 130.7 (q, Ycr
=32.3 Hz, C3” + C5"), 123.3 (s, C2), 123.3 (9, Ycr = 272.9 Hz, 2 x CFs3), 118.2 (br g, 3Jc.r = 3.9
Hz, C2" + C6"), 114.7 (br septet, 3Jcr = 3.9 Hz, C4"), 114.2 (s, C3), 114.1 (s, C5); 1°F NMR (471



MHz, [Ds]DMSO): & ppm -61.54 (s, 2 x CF3); MS (m/z): [M-H, 7°Br, 100%]", 493.1, [M-H, Br,
95%]", 495.1.

1-(2-(1H-Tetrazol-5-yl)-5-(trifluoromethyl)phenyl)-3-(3,5-bis(trifluoromethyl) phenyl)-
thiourea (NVR-134)

3,5-Bis(trifluoromethyl)phenyl isothiocyanate (4.70 mg, 1.7mmol) was added dropwise to a
solution of 5-trifluoromethyl-2-(1H-tetrazol-5-yl)aniline (200 mg, 1.0 mmol) in a mixture of
anhydrous THF (3 mL) and toluene (5 mL) at room temperature under N». This mixture was
stirred overnight at room temperature; then stored in a refrigerator overnight. The white
solid that precipitated was filtered and washed with DCM to yield 1-(2-(1H-tetrazol-5-yl)-5-
(trifluoromethyl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)thiourea. White solid; yield 61%
(265 mg, 0.530 mmol); mp: 180 — 181 °C; *H NMR (400 MHz, [D¢]DMSO): & ppm 10.90 (s, 1H,
NH), 10.55 (s, 1H, NH"), 8.27 (s, 2H, H2" + H6"), 8.17 (br s, 1H, H6), 8.12 (d, 3Ju3_a = 8.2 Hz,
1H, H3), 7.85 (br s, 1H, H4"), 7.82 (dd, 3Jh4-n3 = 8.3 Hz, *Ja-ns = 1.3 Hz, 1H, H4), tetrazole NH
not observed; 3C NMR (101 MHz, [Dg]DMSO): & ppm 180.6 (s, CS), 141.2 (s, C1"), 138.0 (s,
C1), 130.6 (brs, C3), 130.4 (br q, 2Jcr = 33.3 Hz, C5, C3” + C5”), 124.6 (br q, 3Jcr = 3.9 Hz, C4),
123.5 (br g, 3Jcr = 3.9 Hz, C2" + C6"), 122.7 (br q,3Jcr = 3.9 Hz, C6), 123.2 (q, Ycr = 273.5Hz, 3
x CF3), 117.5 (br septet, 3Jcr = 3.9 Hz, C4"), C2 and tetrazole carbon not observed; °F NMR
(376 MHz, [Dg]DMSO): & ppm —-61.55 (s, 2 x CFs), -61.63 (s, CF3); MS (m/z): [M-H, 100%]",
499.1.



1-(2-(1H-Tetrazol-5-yl)-3,5-bis(trifluoromethyl)phenyl)-3-(3,5-
bis(trifluoromethyl)phenyl)thiourea (NVR-105)

3,5-Bis(trifluoromethyl)phenyl isothiocyanate (337 mg, 1.2 mmol) was added dropwise to a
solution of 2-(1H-tetrazol-5-yl)-3,5-bis(trifluoromethyl)aniline (185 mg, 1.0 mmol) in a
mixture of anhydrous THF (3 mL) and toluene (5 mL) at room temperature under N;. This
mixture was stirred overnight at room temperature; then stored in a refrigerator overnight.
The creamy solid that precipitated was filtered and washed with DCM to yield 1-(2-(1H-
tetrazol-5-yl)-3,5-bis(trifluoromethyl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)thiourea.
Cream solid; yield 44% (157 mg, 0.276 mmol); mp: 161 — 162 °C; *H NMR (500 MHz,
[Ds]DMSO): & ppm 10.48 (br s, 1H, NH"), 9.97 (brs, 1H, NH), 8.41 (s, 1H, H6), 8.22 (s, 1H, H4"),
8.10 (s, 2H, H2" + H6"), 7.84 (s, 1H, H4), tetrazole NH not observed; °F NMR (471 MHz,
[D]DMSO): 6 ppm -57.85 (s, CF3), -61.54 (s, 2 x CF3), -61.75 (s, CF3); MS (m/z): [M-H, 100%]",
567.0.

1-(3-(1H-Tetrazol-5-yl)-5-(trifluoromethyl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)-
thiourea (NVR-101)

3,5-Bis(trifluoromethyl)phenyl isothiocyanate (500 mg, 2.0 mmol) was added dropwise to a
solution of 3-(1H-tetrazol-5-yl)-5-(trifluoromethyl)aniline (200 mg, 1.0 mmol) in a mixture of
anhydrous THF (3 mL) and toluene (5 mL) at room temperature under N». This mixture was
stirred overnight at room temperature; then stored in a refrigerator overnight. The white

solid that precipitated was filtered and washed with DCM to yield 1-(3-(1H-tetrazol-5-yl)-5-



(trifluoromethyl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)thiourea. White solid; yield 86%
(370 mg, 0.740 mmol); mp: 163 — 164 °C; H NMR (500 MHz, [Dg]DMSO): 6 ppm 10.67 (s, 1H,
NH), 10.60 (s, 1H, NH"), 8.45 (s, 1H, H4), 8.23 (br s, 2H, H2" + H6"), 8.13 (s, 2H, H2 + H6), 7.85
(br's, 1H, H4"), tetrazole NH not observed; 3C NMR (126 MHz, [Dg]DMSO): & ppm 180.5 (s,
CS), 141.3 (s, C1), 141.0 (s, C1"), 130.3 (q, 2Jes = 32.3 Hz, C5), 130.3 (q, Ycr = 32.6 Hz, C3" +
C5"), 125.7 (s, C2), 124.0 (br q, 3Jcr = 3.9 Hz, C2" + C6"), 122.6 (br q, ¥Jc.r = 3.9 Hz, C4), 123.2
(9, Yer=272.9 Hz, 3 x CF3),119.3 (s, C6), 117.6 (br septet, 3Jcr = 3.9 Hz, C4"), C3 and tetrazole
carbon not observed; °F NMR (471 MHz, [D¢]DMSO0): & ppm -61.53 (s, 2 x CF3), -61.57 (s,
CF3); MS (m/z): [M-H, 100%]", 499.1.

1-(4-(1H-Tetrazol-5-yl)-3-(trifluoromethyl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)-
thiourea (NVR-96)
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3,5-Bis(trifluoromethyl)phenyl isothiocyanate (500 mg, 2.0 mmol) was added dropwise to a
solution of 4-(1H-tetrazol-5-yl)-3-(trifluoromethyl)aniline (200 mg, 1.0 mmol) in a mixture of
anhydrous THF (3 mL) and toluene (5 mL) at room temperature under N. This mixture was
stirred overnight at room temperature; then stored in a refrigerator overnight. The yellow
solid that precipitated was filtered and washed with DCM to yield 1-(4-(1H-tetrazol-5-yl)-3-
(trifluoromethyl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)thiourea. Yellow solid; yield 29%
(128 mg, 0.256 mmol); mp: 166 — 167 °C; *H NMR (400 MHz, [D¢]DMSO): & ppm 11.06 (brs,
2H, NH + NH"), 8.31 (brs, 2H, H2" + H6"), 8.26 (br s, 1H, H2), 8.02 (br d, 3J/s-6 = 7.8 Hz, 1H,
H5), 7.87 (br's, 1H, H4"), 7.80 (br d, 3Jue-ns = 8.8 Hz, 1H, H6), tetrazole NH not observed; *3C
NMR (101 MHz, [D]DMSO): 6 ppm 180.5 (s, CS), 141.3 (s, C1), 141.0 (s, C1”), 130.3 (g, Ycr =
32.8 Hz, C3 + C3" + C5"), 125.7 (s, C6), 124.5 (s, C5), 124.0 (br q, 3Jcr = 3.9 Hz, C2), 119.3 (br g,
3Jce=3.9 Hz, C2" + C6"), 117.6 (br septet, 3Jcr = 3.9 Hz, C4"), 3 x CF3, C4 and tetrazole carbon
in the noise; °F NMR (376 MHz, [Dg]DMSO): 6 ppm -61.53 (s, 2 x CF3), -61.57 (s, CF3); MS
(m/z): [M—-H, 100%]", 499.1.



(3-(3-(3,5-Bis(trifluoromethyl)phenyl)thioureido)phenyl)boronic acid (NVR-141)
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3,5-Bis(trifluoromethyl)phenyl isothiocyanate (1500 mg, 5.8mmol) was added dropwise to a
solution of (3-aminophenyl)boronic acid (200 mg, 1.0 mmol) in a mixture of anhydrous THF (3
mL) and toluene (5 mL) at room temperature under Na. This mixture was stirred overnight at
room temperature; then stored in a refrigerator overnight. The white solid that precipitated
was filtered and washed with DCM to yield (3-(3-(3,5-
bis(trifluoromethyl)phenyl)thioureido)phenyl)boronic acid. White solid; yield 63% (300 mg,
0.735 mmol); mp: 119 — 121 °C; *H NMR (400 MHz, [De]DMSO): & ppm 10.27 (s, 1H, NH"),
10.14 (s, 1H, NH), 8.24 (s, 2H, B(OH), 8.11 (s, 2H, H2" + H6"), 7.79 (s, 1H, H2), 7.73 (s, 1H,
H4"), 7.63 (d, 3Juesis = 7.3 Hz, 1H, H6), 7.49 (br d, 3Jna_ns = 8.8 Hz, 1H, H4), 7.35 (t, 3Jns-ta = 3Jns-
16 =7.9 Hz, 1H, H5); 13C NMR (101 MHz, [Dg]DMSO): 6 ppm 179.9 (s, CS), 141.9 (s, C1”), 137.8
(s, C3),131.3 (s, C6), 130.1 (s, C5), 129.9 (q, 2Jcr = 32.3 Hz, C3" + C5"), 127.9 (s, C2), 126.4 (s,
C4),123.6 (brq,3Jcr=3.9Hz, C2" +C6"),123.3 (g, Yc.r=272.9 Hz, 2 x CF3), 116.7 (s, 3Jcr = 3.9
Hz, C4"), C1 not observed; *°F NMR (376 MHz, [Ds]DMSO): & ppm -61.52 (s, 2 x CF3).

3-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-2-naphthoic acid (NVR-148)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.17 mL, 0.96 mmol, 1.2 eq) was added dropwise
to a stirred solution of 3-amino-2-naphthoic acid (150 mg, 0.80 mmol, 1.0 eq) in acetonitrile
(25 mL). The reaction was stirred for 16 hours at room temperature. The precipitate was
filtered and then washed with acetonitrile, before being dried to yield 3-(3-(3,5-
bis(trifluoromethyl)phenyl)ureido)-2-naphthoic acid. White solid; yield 63% (224 mg, 0.506
mmol); decomposition at 230 °C; *H NMR (400 MHz, [Dg]DMSO): & ppm 13.80 (br s, 1H,



COOH), 10.63 (s, 1H, NH), 10.55 (s, 1H, NH"), 8.85 (s, 1H, H4), 8.70 (s, 1H, H1), 8.25 (br s, 2H,
H2" + H6"), 8.00 (br d, 3Jus_n7 = 8.0 Hz, 1H, H8), 7.89 (br d, 3Jus_6 = 8.0 Hz, 1H, H5), 7.65 (br s,
1H, H4"), 7.60 (br dd, 3Jue-ns = 8.0 Hz, 3Jue-n7 = 7.5 Hz, 1H, H6), 7.45 (br t, 3Ju7-ne = 3Ju7-Hs = 7.5
Hz, 1H, H7); 13C NMR (101 MHz, [Ds]DMSO): & ppm 169.6 (s, COOH), 152.2 (s, CO), 142.1 (s,
C1"), 136.6 (s, C3), 135.7 (s, C4a), 133.0 (s, C1), 130.7 (q, Ycr = 32.3 Hz, C3" + C5"), 129.2 (s,
C6), 129.0 (s, C8), 127.6 (s, C8a), 127.0 (s, C5), 125.2 (s, C7), 123.4 (q, Ycr = 272.2 Hz, 2 x CF3),
117.9 (br g, 3Jcr = 3.9 Hz, C2" + C6"), 116.9 (s, C2), 116.0 (s, C4), 114.4 (br septet, 3Jcr = 3.9 Hz,
C4"); °F NMR (376 MHz, [D¢]DMSO): & ppm -61.73 (s, 2 x CF3); NMR assignments made with
the assistance of COSY, HSQC and HMBC; HRMS (m/z): [M+H]* calcd. for Ci17H1304N3Fs,
423.0774; found, 423.0766; error, 1.3 ppm.

2-(3-(4-Chloro-3-(trifluoromethyl)phenyl)ureido)benzoic acid (NVR-13)
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Anthranilic acid (120.0 mg, 0.875 mmol) and 4-chloro-3-(trifluoromethyl)phenyl isocyanate
(154.9 mg, 0.699 mmol) were suspended in THF (3 mL). This mixture was stirred at room
temperature for 2 h and then stored in a refrigerator overnight. The white solid that
precipitated was filtered and purified by flash column chromatography (2% methanol in DCM)
to yield 2-(3-(4-chloro-3-(trifluoromethyl)phenyl)ureido)benzoic acid. White solid; yield 9%
(27.3 mg, 0.0761 mmol); mp: 197 — 200 °C; *H NMR (400 MHz, [Dg]DMSO): & ppm 10.54 (s,
1H, NH), 10.29 (s, 1H, NH"), 8.37 (dd, 3/u3-ria = 8.5 Hz, *Ju3_nis = 0.8 Hz, 1H, H3), 8.11 (d, “Jn2"_w6"
=2.5Hz, 1H, H2"), 7.97 (dd, 3Jng-ts = 8.0 Hz, *Jue-na = 1.6 Hz, 1H, H6), 7.77 (dd, 3/ue"-ns"= 8.9 Hz,
*Jue—n2» = 2.5 Hz, 1H, H6"), 7.62 (d, 3Jus"—ne" = 8.8 Hz, 1H, H5"), 7.56 (ddd, 3/4a-n3 = 8.6 Hz, 3Jua-
hs = 7.2 Hz, YJna-ne = 1.6 Hz , 1H, H4), 7.07 (ddd, 3/us-n6 =8.0 Hz, 3Jus-na 7.2 Hz, *Jus-n3 = 1.0 Hz,
1H, H5), COOH not observed; 13C NMR (101 MHz, [Ds]DMSO): 6 ppm 169.5 (s, COOH), 152.1
(s, CO), 141.8 (s, C2), 139.4 (s, C1”), 133.9 (s, C4), 132.0 (s, C6), 131.1 (s, C6"), 126.7 (q, Ycr =
30.8 Hz, €3"), 123.2 (br s, C5"), 122.5 (br q, 3Jcr = 1.5 Hz, C4"), 121.4 (s, C5), 119.8 (s, C3),
117.1 (q, 3Jcr = 5.5 Hz, C2"), 115.6 (s, C1), CFs in the noise; °F NMR (376 MHz, [D]DMSO): &
ppm -61.50 (s, CF3); LCMS (m/z): [M-H, 35Cl, 100%]", 357.0, [M-H, 3Cl, 40%]", 359.0 RT = 2.73



min; HRMS (m/z): [M-H]" calcd. for C1sHsO3N23>CIF3, 357.0260; found, 357.0259; error, 0.20

ppm.

4-Chloro-2-(3-(4-chloro-3-(trifluoromethyl)phenyl)ureido)benzoic acid (NVR-6)

2-Amino-4-chlorobenzoic acid (1200 mg, 0.699 mmol) and 4-chloro-3-
(trifluoromethyl)phenyl isocyanate (154.9 mg, 0.699 mmol) were suspended in THF (3 mL).
This mixture was stirred at room temperature for 2 h, then stored in a refrigerator overnight.
The white solid that precipitated was filtered and washed with DCM to yield 4-chloro-2-(3-(4-
chloro-3-(trifluoromethyl)phenyl)ureido)benzoic acid. White solid; yield 12% (32 mg, 0.081
mmol); mp: 214 °C (lit 187 - 188°C)>; *H NMR (500 MHz, [Ds]DMSO): 6 ppm 13.74 (br's, 1H,
COOH), 10.67 (s, 1H, NH), 10.40 (s, 1H, NH"), 8.52 (d, *Ju3-ns = 2.1 Hz, 1H, H3), 8.09 (d, */n2"—ne"
= 2.6 Hz, 1H, H2"), 7.96 (d, 3Jue-rs = 8.5 Hz, 1H, H6), 7.77 (dd, 3Jne"_ns" =8.8 Hz, “ue—z~ = 2.5
Hz, 1H, H6"), 7.62 (d, 3Jus"_e" = 8.9 Hz, 1H, H5"), 7.12 (dd, 3Jus_te = 8.5 Hz, iz = 2.1 Hz, 1H,
H5); 13C NMR (126 MHz, [Ds]DMSO): & ppm 168.8 (s, COOH), 151.9 (s, CO), 143.0 (s, C4), 139.1
(s, C2),138.5 (s, C1"), 132.8 (s, C6), 132.0 (s, C6"), 126.7 (q, 2Jcr = 30.3 Hz, C3"), 123.3 (s, C5"),
122.8 (brq,3Jc.r = 1.5 Hz, C4"), 121.2 (s, C5), 122.8 (q, Ycr = 273.1 Hz, CF3), 118.8 (s, C3), 117.2
(9, 3Jer = 5.9 Hz, C2”), 114.1 (s, C1); IR: 3359 (N-H), 3129 (COOH), 1698 (COOH), 1670 (NH-
C=0), 1320 (C-F), cm'}; MS (m/z): [M-H, 3CI35Cl, 100%]", 391.1, [M-H, 35CI¥’CI, 75%]", 393.1,
[M-H, 3CI37Cl, 10%]", 395.1; HRMS (m/z): [M-H]" calcd. for C1sHgO3N,35Cl,F3, 390.9870; found
390.9870; error, 0.11 ppm.



4-(tert-Butyl)-2-(3-(4-chloro-3-(trifluoromethyl)phenyl)ureido)benzoic acid (NVR-158)

4-Chloro-3-(trifluoromethyl)phenyl isocyanate (1.15g, 5.2 mmol, 1 eq) was added to a stirred
solution of 4-tert-butylanthranilic acid (1.00 g, 5.2 mmol, 1 eq) in THF (20 mL). The reaction
mixture was stirred at room temperature for 2 hours. Solvent was removed in vacuo before
the resultant solid residue was washed with minimal DCM to yield 4-(tert-butyl)-2-(3-(4-
chloro-3-(trifluoromethyl)phenyl)ureido)benzoic acid. Orange solid; yield 79% (1.690 g,
4.163 mmol); mp: 163 — 165 °C; *H NMR (500 MHz, [D¢]DMSO): 6 ppm 13.32 (brs, 1H, COOH),
10.54 (s, 1H, NH), 10.26 (s, 1H, NH"), 8.50 (d, *Ju3-us = 1.5 Hz, 1H, H3), 8.06 (d, “J2-ne" = 2.1 Hz,
1H, H2"), 7.89 (d, 3Jne-ns = 8.4 Hz, 1H, H6), 7.82 (dd, 3Jue-ns” = 8.7 Hz, Yue-nz = 2.1 Hz, 1H, HE"),
7.62 (d, 3Jus"-e* = 8.9 Hz, 1H, H5"), 7.11 (br d, 3Jus.16 = 8.4 Hz, 1H, H5), 1.29 (s, 9H, 3 x Me); 13C
NMR (126 MHz, [Ds]DMSO): 6 ppm 169.4 (s, COOH), 157.0 (s, C4), 152.2 (s, CO), 141.8 (s, C2),
139.5 (s, C1"), 132.0 (s, C6), 130.8 (s, C5"), 127.0 (s, C6"), 126.6 (q, 2Jc-r = 30.8 Hz, C3"), 123.2
(brs, C4"),122.8 (g, Yer = 272.9 Hz, CF3), 118.6 (s, C5), 117.1 (br q, 3Jc.r = 4.9 Hz, C2"), 116.4
(s, C3), 112.8 (s, C1), 35.0 (s, C(CHs)s), 30.7 (s, 3 x Me); MS (m/z): [M+H, 3>Cl, 100%]*, 415.1,
[M+H, 37Cl, 32%]*, 417.1; HRMS (m/z): [M+H]* calcd. for C19H1503N>*°CIF3, 415.1031; found,
415.1024; error, —1.64 ppm.

2-(3-(4-Chloro-3-(trifluoromethyl)phenyl)ureido)-5-fluorobenzoic acid (NVR-10)

2-Amino-5-fluorobenzoic acid (120.0 mg, 0.77 mmol) and 4-chloro-3-(trifluoromethyl)phenyl
isocyanate (171.2 mg, 0.773 mmol) were suspended in THF (3 mL). This mixture was stirred
at room temperature for 2 h; then stored in a refrigerator overnight. The white solid that
precipitated was filtered and washed with DCM to vyield 2-(3-(4-chloro-3-

(trifluoromethyl)phenyl)ureido)-5-fluorobenzoic acid. White solid; yield 10% (28.4 mg,



0.0754 mmol); mp: 195—199 °C; *H NMR (500 MHz, [Dg]DMSO): 6 ppm 13.83 (brs, 1H, COOH),
10.36 (s, 1H, NH"), 10.28 (s, 1H, NH), 8.38 (dd, 3/u3-ta = 9.3 Hz, *Juz"—r = 5.2 Hz, 1H, H3), 8.09
(d, Yr2r—ne = 2.6 Hz, 1H, H2"), 7.75 (dd, *Jue"-ns" = 8.8 Hz, “Jug-nz" = 2.5 Hz, 1H, H6"), 7.67 (dd,
3Jne—r = 9.3 Hz, “Jue-ta = 3.2 Hz, 1H, H6), 7.61 (d, 3Jus"—ne" = 8.7 Hz, 1H, H5"), 7.45 (ddd, 3Jna-n3"
=9.3 Hz, 3Jua—r = 7.9 Hz, “Jna-ns = 3.2 Hz, 1H, H4); 13C NMR (126 MHz, [Dg]DMSO): & ppm 168.4
(s, COOH), 156.0 (d, Ycr = 239.6 Hz, C5), 152.1 (s, CO), 139.4 (s, C1"), 138.2 (d, “Jrc = 2.0 Hz,
C2),132.0 (s, C5"), 126.7 (g, e = 30.3 Hz, C3"), 123.1 (s, C6"), 122.5 (br g, 3Jcr = 1.5 Hz, C4"),
122.0 (d, 3Jcr = 7.3 Hz, C3), 120.9 (d, 2Jcr = 22.0 Hz, C4), 122.8 (q, Ycr = 272.9 Hz, CF3), 117.2
(d, 3Jcr = 6.8 Hz, C1), 117.0 (q, 3Jcr = 5.7 Hz, C2"), 116.5 (d, ZJcr = 23.5 Hz, C6); 1°F NMR (471
MHz, [De]DMSO): & ppm -61.54 (s, CF3), -121.09 (ddd, 3/r-1e = 9.2 Hz, 3Jr-na = 8.2 Hz, *Jkn3 = 5.1
Hz, F); MS (m/z): [M-H, 3°Cl, 100%]", 375.1, [M-H, 3’Cl, 30%]", 377.1.

5-Chloro-2-(3-(3-(trifluoromethyl)phenyl)ureido)benzoic acid (NVR-162)
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3-Trifluorophenyl isocyanate (1.87 g, 9.99 mmol, 1.25 eq) was added to a stirred solution of
5-chloroanthranilic acid (1.37 g, 7.99 mmol, 1 eq) in toluene (50 mL). The reaction mixture
was stirred at room temperature for 72 h. Solvent was removed in vacuo, and the resultant
solid was purified by flash column chromatography using a 3:1 DCM:MeOH solvent system.
Pure fractions were combined and solvent removed in vacuo to yield the desired product.
Impure fractions were also combined, solvent removed in vacuo and the resultant solid
washed with a 1:1:1 mixture of DCM:hexane:toluene to furnish the desired product. The two
portions were combined to yield 5-chloro-2-(3-(3-(trifluoromethyl)phenyl)ureido)benzoic
acid. White solid; yield 86% (2.45 g, 6.830 mmol); mp: 167 — 169 °C; *H NMR (500 MHz,
[D]DMSO): 6 ppm 10.44 (s, 1H, NH"), 10.24 (s, 1H, NH), 8.43 (d, 3/u3-ua = 9.2 Hz, 1H, H3), 8.00
(s, 1H, H2"), 7.90 (d, “Jne-Ha = 2.1 Hz, 1H, H6), 7.69 (br d, 3/ue"ns" = 8.4 Hz, 1H, H6"), 7.61 (dd,
3Jha-nz = 9.1 Hz, *Juane = 2.0 Hz, 1H, H4), 7.52 (t, 3Jus"-na” = 3Jusmner = 8.0 Hz, 1H, H5"), 7.33 (br
d, 3Juamns” = 7.8 Hz, 1H, H4"); 3C NMR (126 MHz, [Ds]DMSO): 6 ppm 168.3 (s, COOH), 152.1
(s, CO), 140.8 (s, C1"), 140.5 (s, C2), 133.5 (s, C4), 130.1 (s, C6), 130.0 (s, C5"), 129.5 (q, Ycr =



31.6 Hz, C3"), 124.8 (s, C5), 122.2 (s, C3), 121.7 (s, C6"), 124.2 (q, Ycr = 272.1 Hz, CF3), 118.5
(br g, 3Jcr = 3.9 Hz, C2"), 117.3 (s, C1), 114.6 (br q, 3Jc.r = 2.9 Hz, C4"); MS (m/z): [M+H, 35C|,
100%]*, 359.2, [M+H, 'Cl, 32%]*, 361.2; HRMS (m/z): [M+H]* calcd. for C1sH1003N2*°CIF3,
359.0405; found, 359.0399; error, —1.62 ppm.

2-(3-(4-Chloro-3-(trifluoromethyl)phenyl)ureido)-5-iodobenzoic acid (NVR-11)
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2-Amino-5-iodobenzoic acid (150.0 mg, 0.570 mmol) and 4-chloro-3-(trifluoromethyl)phenyl
isocyanate (126.4 mg, 0.570 mmol) were suspended in THF (3 mL). This mixture was stirred
at room temperature for 2 h then stored in a refrigerator overnight. The precipitate was
purified by flash column chromatography (0.5% methanol in DCM) to yield 2-(3-(4-chloro-3-
(trifluoromethyl)phenyl)ureido)-5-iodobenzoic acid. White solid; yield 9% (25.6 mg, 0.0528
mmol); mp: 195 — 198 °C; *H NMR (500 MHz, [Ds]DMSO): 6 ppm 13.83 (brs, 1H, COOH), 10.48
(s, 1H, NH), 10.34 (s, 1H, NH"), 8.23 (d, 3Ji3-a = 9.0 Hz, 1H, H3), 8.20 (br s, 1H, H6), 8.09 (br s,
1H, H2"), 7.85 (br d, 3Jta_ns = 9.0 Hz, 1H, H4), 7.75 (br d, 3Jue"ns* = 8.9 Hz, 1H, H6"), 7.61 (d,
3Jus—ne = 8.9 Hz, 1H, H5"); 3C NMR (126 MHz, [Ds]DMSO): & ppm 168.6 (s, COOH), 152.2 (s,
CO), 141.3 (s, C4), 140.2 (s, C1"), 139.6 (s, C2), 139.2 (s, C6), 131.9 (s, C5"), 126.6 (q, 2Jcr =
30.5 Hz, C3"), 123.1 (s, C3 + C4"), 122.3 (s, C1), 121.5 (s, C6"), 122.8 (q, Ycr = 272.9 Hz, CF3),
117.1 (q, ¥Jcr = 5.4 Hz, C2"), 83.7 (s, C5); °F NMR (471 MHz, [Ds]DMSO): & ppm -61.51 (s,
CF3); MS (m/z): [M-H, 35Cl, 100%]", 482.9, [M-H, 37Cl, 75%]", 484.9; HRMS (m/z): [M-H]" calcd.
for C1sHgO3N2°ClIFsl, 482.9215; found 482.9233; error, 3.78 ppm.



1-(5-Chloro-2-(1H-tetrazol-5-yl)phenyl)-3-(4-chloro-3-(trifluoromethyl)phenyl)urea (NVR-
43)

4-Chloro-3-(trifluoromethyl)phenyl isocyanate (163.0 mg, 0.736 mmol) was added dropwise
to a solution of 5-chloro-2-(1H-tetrazol-5-yl)-phenylamine (120 mg, 0.613 mmol) and DIPEA
(237.2 mg, 2.5 mmol) in anhydrous DMF (3 mL) at O °C under N». This mixture was stirred at
0 °C for 3 h then at room temperature overnight. The reaction mixture was heated at 70 °C
for 1 h before concentration and extraction with EtOAc (2 x 5 mL) and NaOH (0.1 M, 3 mL).
The aqueous layer was acidified with 1M HCI, the precipitate was filtered and washed with
water. The filtrate was purified by HPLC (eluting with 50% acetonitrile and 50% water) to yield
1-(5-chloro-2-(1H-tetrazol-5-yl)phenyl)-3-(4-chloro-3-(trifluoromethyl)phenyl)urea. Cream
solid; yield 8% (25 mg, 0.060 mmol), mp: 192 °“ 'H NMR (500 MHz, CDsCN) 6 ppm 10.34 (br
s, 1H, NH), 8.57 (s, 1H, NH"), 8.46 (br s, 1H, H6), 8.04 (s, 1H, H2"), 7.83 (br d, /13-4 = 8.4 Hz,
1H, H3), 7.70 (br d, 3Jue"ns = 8.7 Hz, 1H, H6"), 7.50 (br d, 3Jus"_e = 8.7 Hz, 1H, H5"), 7.21 (br
d, 3Jha-n3 = 8.5 Hz, 1H, H4), tetrazole NH not observed; 3C NMR (126 MHz, CDsCN): & ppm
155.3 (s, Tet-C), 153.1 (s, CO), 140.6 (s, C1), 139.8 (s, C1”), 138.3 (s, C5), 132.9 (s, C5"), 130.7
(s, C3), 124.6 (s, C6), 123.5 (s, C4), 121.4 (s, C6”), 119.0 (q, 3Jer = 6.0 Hz, C2"), 110.8 (s, C2) ,
C3” + C4" not observed; IR: 3265 (N-H), 3106 (N-H), 1678 (C=0), 1322 (C-F) cm%;'°F NMR (471
MHz, CDsCN): & ppm —63.22 (s, CF3); MS (m/z): [M-H, 35CI¥Cl, 70%]", 415.1, [M-H, 35CI’Cl,
100%]", 417.1, [M-H, 37CIF’Cl, 20%]", 419.1.



1-(4-Bromo-2-(1H-tetrazol-5-yl)phenyl)-3-(4-chloro-3-(trifluoromethyl)phenyl)urea (NVR-
44)

4-Chloro-3-(trifluoromethyl)phenyl isocyanate (92.3 mg, 0.42 mmol) was added dropwise to
a solution of 4-bromo-2-(1H-tetrazol-5-yl)-phenylamine (100.0 mg, 0.42 mmol) and DIPEA
(215.1 mg, 1.7 mmol) in anhydrous DMF (3 mL) at O °C under N;. This mixture was stirred at
0 °C for 3 h then at room temperature overnight. The reaction mixture was heated at 70 °C
for 1 h before concentration and extraction with EtOAc (2 x 5 mL) and NaOH (0.1 M, 3 mL).
The aqueous layer was acidified with 1M HCI; the precipitate was filtered and washed with
water to yield 1-(4-bromo-2-(1H-tetrazol-5-yl)phenyl)-3-(4-chloro-3-
(trifluoromethyl)phenyl)urea. Cream solid; yield 23% (40 mg, 0.086 mmol); mp: 208 — 210 °C
(lit 259 — 261 °C)% 'H NMR (500 MHz, [Ds]DMSO): & ppm 10.34 (s, 1H, NH"), 10.00 (s, 1H, NH),
8.27 (d, 3Jne-rs = 9.0 Hz, 1H, H6), 8.15 (br d, “Jus_s = 1.7 Hz, 1H, H3), 8.11 (br's, 1H, H2"), 7.75
(br d, 3Juer_ns" = 8.5 Hz, 1H, H6"), 7.72 (br d, 3Jus_ns =8.9 Hz, 1H, H5), 7.63 (br d, 3Jus"_ne" = 8.7
Hz, 1H, H5"), tetrazole NH not observed; 3C NMR (126 MHz, [Dg]DMSO): § ppm 152.0 (s, CO),
139.2 (s, C1”), 137.0 (s, C1), 134.0 (s, C6"), 132.0 (s, C3), 130.8 (s, C5"), 126.7 (g, Ycr = 30.3
Hz, C3"), 123.4 (s, C6), 123.3 (s, C5), 122.7 (br q, 3Jcr = 1.5 Hz, C4"), 122.8 (q, Ycr = 272.9 Hz,
CFs3), 117.2 (q, 3Jcr = 6.2 Hz, C2"), 114.1 (s, C4), 114.0 (s, C2), tetrazole carbon not observed;
19F NMR (471 MHz, CD30D): & ppm -64.10 (s, CF3); MS (m/z): [M-H, 35CI, 7°Br, 75%]", 459.0,
[M-H, 35CI81Br/37CI7°Br, 100%]", 461.0, [M-H, 3Cl, 81Br, 25%]", 463.0.



4-Chloro-2-(3-(4-(N-(3,4-dibromophenyl)sulfamoyl)phenyl)ureido)benzoic acid (NVR-47)

2-Amino-4-chloro-benzoic acid (150.0 mg, 0.87 mmol) and 4-isocyanatobenzenesulfonyl
chloride (190.3 mg, 0.874 mmol) were suspended in THF (3 mL). This mixture was stirred at 0
°Cfor 4 hand stored in a refrigerator overnight. The yellow solid that precipitated was filtered
and washed with hexane to give crude 4-chloro-2-(3-(4-
(chlorosulfonyl)phenyl)ureido)benzoic acid. This precipitate (100.0 mg, 0.26 mmol) was
concentrated and suspended in anhydrous DCM (3 mL) at 0 °C under N;. This suspension was
added dropwise to a solution of 3,4-dibromoaniline (64.3 mg, 0.26 mmol) and pyridine (23.2
mg, 0.3 mmol) in anhydrous DCM (3 mL) at 0 °C under N. This mixture was stirred at 0 °C
under Nxfor 5 h at room temperature overnight. The solution was concentrated and purified
by flash column chromatography (2% methanol in DCM) to yield 4-chloro-2-(3-(4-(N-(3,4-
dibromophenyl)sulfamoyl)phenyl)ureido)benzoic acid. White solid; yield 4% (20 mg, 0.033
mmol). 'H NMR (400 MHz, [D¢]DMSO): & ppm 10.75 (br s, 2H, NH + NH"), 10.40 (br s, 1H,
NH*), 8.48 (br d, “Ju6_ta = 1.6 Hz, 1H, H6), 7.96 (br d, 3Ju3-1a = 8.7 Hz, 1H, H3), 7.65 — 7.77 (m,
4H, H2" + H3" + H5" + H6"), 7.60 (br d, 3Jus*_ne* = 8.7 Hz, 1H, H5*), 7.50 (br d, “Ji2*_e* = 1.6
Hz, 1H, H2*), 7.38 (d, 3Jna-t3 = 6.3 Hz, 1H, H4), 7.12 (dd, 3Jne*_ns* =8.1 Hz, 4Jng_2+ = 1.5 Hz, 1H,
H6*), COOH not observed; 3C NMR (126 MHz, [Dg]DMSO): 6 ppm 168.9 (s, COOH), 152.4 (s,
CO), 144.0 (s, C5), 142.8 (s, C1), 138.7 (s, C1*), 138.4 (s, C1”), 138.2 (s, C4"), 134.2 (s, C5*),
133.1 (s, C3” + C5"), 131.5 (s, C3), 124.1 (s, C4), 123.7 (s, C3*), 121.3 (s, C6), 120.0 (s, C6*),
118.4 (s, C2*), 115.0 (s, C2" + C6"), 114.5 (s, C4*), 108.5 (s, C2); MS (m/z): [M-H, 35CI”°Br7°Br,
48%),599.9, [M-H, 3CI”®Br’®Br + 3>CI”°Br8!Br, 100%)]", 601.9, [M-H, 3>CI81Br8!Br + 3’CI”°Br8!Br,
52%]", 604.2, [M-H, 3CI81Br81Br, 5%]", 605.9.



1-([1,1'-Biphenyl]-2-yl)-3-(3,5-bis(trifluoromethyl)phenyl)urea (NVR-113)

CF;

3,5-Bis(trifluoromethyl)phenyl isocyanate (0.34 mL, 1.95 mmol, 1.1 eq) was added dropwise
to a stirred solution of 2-aminobiphenyl (300 mg, 1.18 mmol, 1.0 eq) in acetonitrile (25 mL).
The reaction was stirred for 1 hour at room temperature. Solvent was removed in vacuo, the
white residue triturated with cold acetonitrile, and the precipitate was dried to yield 1-([1,1'-
biphenyl]-2-yl)-3-(3,5-bis(trifluoromethyl)phenyl)urea. White solid; yield 45% (337 mg,
0.794 mmol); mp: 185 — 186 °C; *H NMR (400 MHz, [Ds]DMSO): 6 ppm 9.67 (br s, 1H, NH"),
8.02 (brs, 2H, H2" + H6"), 7.88 (s, 1H, NH), 7.87 (dd, /13-4 = 8.3 Hz, “Jus_ns = 1.2 Hz, 1H, H3),
7.61 (brs, 1H, H4"), 7.49 (br t, 3Juzms—na = 3Juz/ms—nayme = 7.5 Hz, 2H, H3' + H5’), 7.39 — 7.45
(m, 3H, H2 + H4’ + HE’), 7.36 (ddd, 3Jua-ns = 8.4 Hz, 3Jnanis = 6.9 Hz, “Jnans = 1.8 Hz, 1H, H4),
7.26 (dd, 3Jne-ns = 7.5 Hz, *Jng-na = 1.8 Hz, 1H, H6), 7.20 (td, 3Jus—na = 3Jus-ne = 7.3 Hz, *Jus-n3 =
1.3 Hz, 1H, H5); 13C NMR (101 MHz, [Ds]DMSO): & ppm 152.7 (s, CO), 141.9 (s, C1"), 138.4 (s,
C1’), 134.9 (s, C2), 133.8 (s, C1), 130.4 (s, C6), 130.7 (g, Ycr = 32.6 Hz, C3" + C5”), 129.1 (s, C2’
+C6’),128.8 (s, C3’ + C5’), 127.9 (s, C4), 127.5 (s, C4’), 124.2 (s, C5), 123.5 (s, C3), 123.3 (q, Ye-
F=272.6 Hz, 2 x CF3), 117.6 (br g, 3Jcr = 2.0 Hz, C2" + C6"), 114.2 (br septet,3Jc.r = 3.9 Hz, C4");
1F NMR (376 MHz, [Dg]DMSO0): & ppm -61.72 (s, 2 x CF3); NMR assignments made with the
assistance of COSY, HSQC and HMBC; LCMS (m/z): [M-H, 100%]", 423.3; RT = 3.23 min; HRMS
(m/z): [M-H] calcd. for C21H130N3Fe, 423.0938; found, 423.0918; error, —4.62 ppm.



1-(3,5-Bis(trifluoromethyl)phenyl)-3-(2-morpholinophenyl)urea (NVR-114)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.32 mL, 1.85 mmol, 1.1 eq) was added dropwise
to a stirred solution of 2-morpholinoaniline (300 mg, 1.68 mmol, 1.0 eq) in acetonitrile (25
mL). The reaction was stirred for 1 hour at room temperature. The reaction mixture was
filtered and the precipitate washed with cold acetonitrile, before being dried to yield 1-(3,5-
bis(trifluoromethyl)phenyl)-3-(2-morpholinophenyl)urea. White solid; yield 54% (392 mg,
0.905 mmol); mp: 198 — 199 °C; *H NMR (400 MHz, [Dg]DMSO): & ppm 10.22 (s, 1H, NH"), 8.26
(s, 1H, NH), 8.13 (br s, 2H, H2" + H6"), 8.06 (dd, /65 = 8.0 Hz, “Jue-ra = 1.5 Hz, 1H, H6), 7.65
(brs, 1H, H4"), 7.23 (dd, 3Ju3-ta = 7.8 Hz, “Juz_s = 1.5 Hz, 1H, H3), 7.10 (td, 3Jus-na = 3Js_ne =
7.8 Hz, *Jus-n3 = 1.5 Hz, 1H, H5), 7.03 (td, 3Jua-n3 = 3Jua-ns = 7.5 Hz, *Jna-ne = 1.8 Hz, 1H, H4), 3.82
—3.89 (m, 4H, H2’ + H6E’), 2.77 — 2.86 (m, 4H, H3’ + H5’); 13C NMR (101 MHz, [Dg]DMSO): &
ppm 152.2 (s, CO), 141.9 (s, C1"), 141.4 (s, C2), 133.3 (s, C1), 130.8 (q, ZJc-r = 33.3 Hz, C3" +
C5"), 124.6 (s, C5), 122.9 (s, C4), 120.4 (s, C3), 119.3 (s, C6), 123.3 (q, Ye.r = 272.9 Hz, 2 x CF3),
117.6 (br g, 3Jc.r = 3.9 Hz, C2"” + C6"), 114.3 (br septet, 3Jc.r = 3.9 Hz, C4"), 66.3 (s, C2’ + CF’),
52.0(s, C3’ +C5’); 1°F NMR (376 MHz, [Dg]DMSO): & ppm —-61.70 (s, 2 x CF3); NMR assignments
made with the assistance of COSY, HSQC and HMBC; LCMS (m/z): [M-H, 100%]-, 432.3; RT =
3.14 min; HRMS (m/z): [M+H]* calcd. for Ci9H1802NsFe, 434.1298; found, 434.1290; error,

-1.78 ppm.



1-(2-(1H-Pyrrol-1-yl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)urea (NVR-115)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.36 mL, 2.09 mmol, 1.1 eq) was added dropwise
to a stirred solution of 2-(1H-pyrrol-1-yl)aniline (300 mg, 2.09 mmol, 1.0 eq) in acetonitrile
(25 mL). The reaction was stirred for 1 hour at room temperature. Solvent was removed in
vacuo, the white residue triturated with cold acetonitrile, and finally the precipitate was dried
toyield 1-(2-(1H-pyrrol-1-yl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)urea. Off-white solid;
yield 29% (229 mg, 0.554 mmol); mp: 182 — 183 °C; *H NMR (400 MHz, [Ds]DMSO): § ppm
9.85 (s, 1H, NH"), 8.05 (br's, 2H, H2" + H6"), 7.96 (dd, 3Jie-+s = 8.0 Hz, “Jie-na = 1.3 Hz, 1H, H6),
7.94 (brs, 1 H), 7.62 (brs, 1H, NH), 7.37 (ddd, 3Jus-ts = 8.2 Hz, 3Jus_ta = 7.5 Hz, “Jis_n3 = 1.8 Hz,
1H, H5), 7.27 (dd, 3Jn3-na = 7.8 Hz, “Ju3_s = 1.8 Hz, 1H, H3), 7.21 (td, “na-tiz = “ha—ns = 7.5 Hz,
4Juatie = 1.3 Hz, 1H, H4), 6.99 (t, 3Jnz sz ma = 2.1 Hz, 2H, H2' + H5'), 6.29 (t, 3Jnz/Ha—2/ms =
2.1 Hz, 2H, H3’ + H4’); 13C NMR (101 MHz, [D]DMSO): & ppm 152.6 (s, CO), 141.7 (s, C1"),
132.6 (s, C1), 132.5 (s, C2), 130.7 (q, 2Jcr = 32.6 Hz, C3" + C5"), 127.6 (s, C5), 126.8 (s, C3),
124.4 (s, C4), 123.9 (s, C6), 122.0 (s, C2’ + C5’), 123.3 (q, Yer = 272.6 Hz, 2 x CF3), 117.7 (br q,
3Jcr=3.9Hz, C2" + C6"), 114.4 (br septet, 3Jcr = 3.9 Hz, C4"), 109.7 (s, C3’ + C4’); °F NMR (376
MHz, [De]DMSO): 6 ppm -61.71 (s, 2 x CF3); NMR assignments made with the assistance of
COSY, HSQC and HMBC; LCMS (m/z): [M-H, 100%]-, 412.3; RT = 3.33 min; HRMS (ES*): [M-H]*
calcd. for C19H120N3Fg, 412.0890; found 412.0872; error, —4.38 ppm.



1-(2-(1H-Benzo[d]imidazol-2-yl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)urea (NVR-116)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.27 mL, 1.57 mmol, 1.1 eq) was added dropwise
to a stirred solution of 2-(2-aminophenyl)benzimidazole (300 mg, 1.43 mmol, 1.0 eq) in
acetonitrile (25 mL). The reaction was stirred for 1 hour at room temperature. The white
precipitate was filtered and then washed with acetonitrile, before being dried to yield 1-(2-
(1H-benzo[d]imidazol-2-yl)phenyl)-3-(3,5-bis(trifluoromethyl)phenyl)urea. White solid;
yield 69% (457 mg, 0.984 mmol); mp: >300 °C; *H NMR (400 MHz, [Dg]DMSO): 6§ ppm 13.12
(br's, 1H, Benz-NH), 12.45 (s, 1H, NH), 10.42 (s , 1H, NH"), 8.44 (dd, 3Jue-ns = 8.5 Hz, “Jne-na =
1.0 Hz, 1H, H6), 8.29 (brs, 2H, H2" + H6"), 8.10 (dd, 3Jus-na = 7.9 Hz, *Jusns = 1.4 Hz, 1H, H3),
7.73 (brs, 2H, H4 + H7’), 7.66 (br's, 1H, H4"), 7.48 (ddd, 3Jus_ns = 8.5 Hz, 3Jus-na = 7.2 Hz, “Jus-
w3 = 1.4 Hz, 1H, H5), 7.26 — 7.34 (m, 2H, H5’ + H6’), 7.22 (ddd, 3Juaz = 7.9 Hz, 3Juans = 7.2 Hz,
4Jua-te = 1.0 Hz, 1H, H4); 13C NMR (101 MHz, [Ds]DMSO): & ppm 152.5 (s, CO), 150.9 (s, C2’),
142.1 (s, C1"), 138.7 (s, C1), 130.4 (s, C5), 130.6 (q, Ycr = 32.3 Hz, C3” + C5"), 127.3 (s, C3),
122.7 (br's, C5’ + C6’), 126.1 (g, Ycr = 272.9 Hz, 2 x CF3), 122.0 (s, C4), 120.4 (s, C6), 119.3 (s,
C2), 118.3 (br g, 3Jc.r = 3.9 Hz, C2" + C6"), 115.4 (s, C4’ + C7’), 114.4 (br septet, 3Jcr = 3.9 Hz,
C4"); **F NMR (376 MHz, [Dg]DMSO): & ppm -61.57 (s, 2 x CF3); NMR assignments made with
the assistance of COSY, HSQC and HMBC; LCMS (m/z): [M+H, 100%]", 465.3; RT = 3.48 min;
HRMS (m/z): [M-H]" calcd. for C22H130N4Fs, 463.0999 Found, 463.0985; error, —3.03 ppm.



1-(3,5-Bis(trifluoromethyl)phenyl)-3-phenylurea (NVR-35)

Aniline (120.0 mg, 1.29 mmol) and 3,5-bis(trifluoromethyl)phenyl isocyanate (329.0 mg, 1.29
mmol) were suspended in THF (5 mL). This mixture was stirred at room temperature for 2 h
and stored in a refrigerator overnight. The white solid that precipitated was filtered and
washed with hexane to yield 1-(3,5-bis(trifluoromethyl)phenyl)-3-phenylurea. White solid;
yield 11% (50 mg, 0.14 mmol); mp: 183 — 184 °C; *H NMR (500 MHz, CD3CN): § ppm 9.37 (s,
1H, NH"), 8.96 (s, 1H, NH), 8.13 (s, 2H, H2" + H6"), 7.61 (s, 1H, H4"), 7.48 (br d, 3Ju2/He-r3/ms =
7.6 Hz, 2H, H2 + H6), 7.30 (t, 3Ju3/ms—asme = 7.9 Hz, 2H, H3 + H5), 7.01 (t, 3Jha-nz = 3Jans = 7.3
Hz, 1H, H4); 13C NMR (126 MHz, [Ds]DMSO): & ppm 152.4 (s, CO), 141.9 (s, C1), 139.0 (s, C1"),
130.7 (q, 2Jc.r = 32.6 Hz, C3” + C5”), 128.8 (s, C3 + C5), 122.5 (s, C4), 123.3 (q, Ycr = 272.9 Hz,
2 x CF3), 118.9 (s, C2 + C6), 117.9 (br g, 3Jcr = 2.9 Hz, C2"+ C6"), 114.3 (br septet, 3Jcr = 3.9 Hz,
C4"); MS (m/z): [M-H, 100%]", 347.0.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(4-bromophenyl)urea (NVR-36)

4-Bromoaniline (120.0 mg, 0.69 mmol) and 3,5-bis(trifluoromethyl)phenyl isocyanate (177.9
mg, 0.69 mmol) were suspended in THF (5 mL). This mixture was stirred at room temperature
for 2 h and stored in a refrigerator overnight. The white solid that precipitated was filtered
and washed with hexane to vyield 1-(3,5-bis(trifluoromethyl)phenyl)-3-(4-
bromophenyl)urea. White solid; yield 16% (48.2 mg, 0.113 mmol); mp: 225 °C; *H NMR (500
MHz, [Dg]DMSO): & ppm 9.41 (s, 1H, NH"”), 9.12 (s, 1H, NH), 8.12 (s, 2H, H2"” + H6"), 7.62 (s,
1H, H4"), 7.46 (s, 4H, H2 + H3 + H5 + H6); 13C NMR (126 MHz, [Ds]DMSO): 6 ppm 152.3 (s, CO),
141.7 (s, C1), 138.5 (s, C1"”), 131.5 (s, C3 + C5), 130.7 (q, *Jcr = 32.6 Hz, C3" + C5"), 120.8 (s, C2
+C6),123.3 (q, Ycr = 272.4 Hz, 2 x CF3), 118.1 (br q, 3Jcr = 3.9 Hz, C2" + C6"), 114.5 br septet,



3Jcs = 3.9 Hz, C4"), 114.0 (s, C4); °F NMR (471 MHz, [Ds]DMSO): 6 ppm -61.74 (s, 2 x CF3); MS
(m/z): [M=H, 7°Br, 100%]", 425.0, [M-H, 81Br, 70%]", 427.0.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(3,4-dibromophenyl)urea (NVR-142)

3,5-Bis(trifluoromethyl)phenyl isocyanate (408 mg, 1.6 mmol) was added dropwise to a
solution of 3,4-dibromoaniline (200 mg, 1.0 mmol) in a mixture of anhydrous THF (3 mL) and
toluene (5 mL) at room temperature under N». This mixture was stirred overnight at room
temperature; then stored in a refrigerator overnight. The white solid that precipitated was
filtered and washed with DCM to vyield 1-(3,5-bis(trifluoromethyl)phenyl)-3-(3,4-
dibromophenyl)urea. White solid; yield 77% (308 mg, 0.609 mmol); mp: 220—223 °C; *H NMR
(400 MHz, [D]DMSO): & ppm 9.51 (s, 1H, NH), 9.28 (s, 1H, NH"), 8.13 (s, 2H, H2" + H6"), 8.02
(d, Yz = 2.4 Hz, 1H, H2), 7.62 — 7.67 (m, 2H, H5 + H4"), 7.36 (dd, 3Jue-ns = 8.8 Hz, “Jne-n2 =
2.4 Hz, 1H, H6); 13C NMR (101 MHz, [Ds]DMSO): & ppm 152.2 (s, CO), 141.5 (s, C1”), 139.8 (s,
C1),133.6 (s, C5),130.7 (g, YJcr = 32.9 Hz, C3" + C5"), 123.8 (s, C3), 123.1 (s, C2), 119.7 (s, C6),
123.3(q, Yer = 272.6 Hz, 2 x CF3), 118.3 (br q, 3Jcr = 3.9 Hz, C2” + C6"), 115.9 (s, C4), 114.7 (br
septet,3Jcr = 3.9 Hz, C4"); °F NMR (376 MHz, [Dg]DMS0): & ppm -61.70 (s, 2 x CF3); MS (m/z):
[M-H, 7°Br’°Br, 15%]", 502.8, [M-H, "°Br®Br, 85%]", 504.8, [M-H, 8!Br®1Br, 100%]", 507.0.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(3-bromo-5-cyanophenyl)urea (NVR-140)

3,5-Bis(trifluoromethyl)phenyl isocyanate (500 mg, 2.0mmol) was added dropwise to a
solution of 5-amino-3-bromobenzonitrile (200 mg, 1.0 mmol) in a mixture of anhydrous THF
(3 mL) and toluene (5 mL) at room temperature under N,. This mixture was stirred overnight

at room temperature; then stored in a refrigerator overnight. The white solid that



precipitated was filtered and washed with DCM to yield 1-(3,5-bis(trifluoromethyl)phenyl)-
3-(3-bromo-5-cyanophenyl)urea. White solid; yield 63% (290 mg, 0.641 mmol); mp: 179 —
180 °C; 'H NMR (400 MHz, [Ds]DMSO): & ppm 9.68 (br s, 1H, NH), 9.46 (br's, 1H, NH"), 8.13
(brs, 2H, H2" + H6"), 8.06 (br's, 1H, H4), 7.88 (br s, 1H, H6), 7.73 (br s, 1H, H2), 7.67 (brs, 1H,
H4"); 13C NMR (101 MHz, [Ds]DMSO): & ppm 152.2 (s, CO), 141.4 (s, C1"), 141.3 (s, C1), 130.7
(9, Ycr = 32.3 Hz, C3" + C5"), 127.8 (s, C4), 125.7 (s, C2), 122.3 (s, C3), 120.8 (s, C6), 123.4 (br
q, Ycr = 238.2 Hz, 2 x CF3), 118.4 (br g, 3Jc = 3.9 Hz, C2" + C6"), 117.3 (s, CN), 114.9 (br septet,
3Jc=3.9 Hz, C4"),113.4 (s, C5); *°F NMR (376 MHz, [Ds]DMSO): 6§ ppm -61.70 (s, 2 x CF3); MS
(m/z): [M-H, °Br, 60%]", 450.0, [M-H, 8'Br, 100%]", 452.1.

1,3-Bis(3,5-bis(trifluoromethyl)phenyl)urea (NVR-111)

CF; CF;

3,5-Bis(trifluoromethyl)phenyl isocyanate (0.20 mL, 1.18 mmol, 1.0 eq) was added dropwise
to a stirred solution of 3,5-bis(trifluoromethyl)aniline (0.18 mL, 1.18 mmol, 1.0 eq) in
acetonitrile (25 mL). The reaction was stirred for 16 hours at room temperature. The reaction
mixture was filtered, the precipitate triturated with hexane, and the precipitate was dried to
yield 1,3-bis(3,5-bis(trifluoromethyl)phenyl)urea. White solid; yield 86% (491 mg, 1.014
mmol); mp: 241 — 242 °C (lit 236 - 238 °C)’; *H NMR (400 MHz, [Dg]DMSO): 6 ppm 9.75 (brs,
2H, NH), 8.18 (br's, 4H, H2 + H6), 7.71 (br s, 2H, H4); 1°F NMR (376 MHz, [Ds]DMSO): & ppm
-61.60 (s, 4 x CF3); LCMS (m/z): [M-H, 100%]", 483.1; RT = 3.29 min.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(3-cyano-5-(trifluoromethyl)phenyl)urea (NVR-136)

3,5-Bis(trifluoromethyl)phenyl isocyanate (550 mg, 2.0 mmol) was added dropwise to a

solution of 5-Amino-3-trifluoromethylbenzonitrile (800 mg, 3.2 mmol) in a mixture of



anhydrous THF (3 mL) and toluene (5 mL) at room temperature under N». This mixture was
stirred overnight at room temperature; then stored in a refrigerator overnight. The white
solid that precipitated was filtered and washed with DCM to vyield 1-(3,5-
bis(trifluoromethyl)phenyl)-3-(3-cyano-5-(trifluoromethyl)phenyl)urea. White solid; yield
88% (350 mg, 0.793 mmol); mp: 210 — 213 °C; *H NMR (500 MHz, [D]DMSO): 6 ppm 9.74 (s,
1H, NH"), 9.63 (s, 1H, NH), 8.21 (br s, 1H, H6), 8.12 — 8.19 (m, 3H, H4 + H2" + H6"), 7.93 (brs,
1H, H2), 7.68 (br s, 1H, H4"); 13C NMR (126 MHz, [Ds]DMSO): & ppm 152.4 (s, CO), 141.3 (s,
C1”),141.1 (s, C1), 130.8 (g, Ycr = 33.3 Hz, C5), 130.7 (g, Ycr = 32.3 Hz, C3” + C5”), 125.4 (s,
C2),122.3 (br q,3Jcr = 2.0 Hz, C4), 123.2 (q, Ycr = 272.9 Hz, 2 x CF3), 123.0 (q, Yer = 272.9 Hz,
CFs3), 119.3 (br q, 2Jc.r = 4.9 Hz, C6), 118.6 (br q, ¥ = 3.9 Hz, C2” + C6"), 117.4 (s, CN), 115.1
(br septet, 2Jcr = 3.9 Hz, C4"), 113.0 (s, C3); **F NMR (471 MHz, [Dg]DMSO): 6 ppm -61.69 (s,
2 x CF3), -61.82 (s, CF3); MS (m/z): [M-H, 100%]", 440.1.

3-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-5-(trifluoromethyl)benzoate (NVR-137)

3,5-Bis(trifluoromethyl)phenyl isocyanate (680 mg, 2.7 mmol) was added dropwise to a
solution of methyl 3-amino-5-(trifluoromethyl)benzoate (300 mg, 1.4 mmol) in a mixture of
anhydrous THF (3 mL) and toluene (5 mL) at room temperature under N». This mixture was
stirred overnight at room temperature; then stored in a refrigerator overnight. The white
solid that precipitated was filtered and washed with DCM to yield methyl 3-(3-(3,5-
bis(trifluoromethyl)phenyl)ureido)-5-(trifluoromethyl)benzoate. White solid; yield 63%
(410 mg, 0.865 mmol); mp: 183 — 185 °C; *H NMR (400 MHz, [Ds]DMSO): & ppm 9.65 (s, 1H,
NH), 9.59 (s, 1H, NH"), 8.34 (br's, 1H, H4), 8.18 (br's, 1H, H6), 8.16 (s, 2H, H2" + H6"), 7.80 (br
s, 1H, H2), 7.67 (br s, 1H, H4"), 3.90 (s, 3H, COOMe); 13C NMR (101 MHz, [Ds]DMSO): & ppm
164.9 (s, COOMe), 152.4 (s, CO), 141.4 (s, C1"), 140.8 (s, C3), 131.4 (s, C1), 130.7 (9, 2Jc.r = 32.3
Hz, C3" + C5”), 130.0 (q, 2Jcr = 32.3 Hz, C5), 122.7 (s, C2), 123.6 (g, Ycr = 272.9 Hz, 5-CF3),
123.3 (q, Yer = 272.9 Hz, 2 x CF3), 118.9 (br q, 3Jcr = 4.9 Hz, C6), 118.7 (br q, Jc.r = 3.9 Hz, C4),
118.5 (br g, 3Jc.r = 3.9 Hz, C2” + C6"), 114.9 (br septet, 3Jcr = 4.9 Hz, C4"), 52.7 (s, MeOOC); 1°F



NMR (376 MHz, [Dg]DMSO): & ppm -61.67 (s, CF3), -61.68 (s, 2 x CF3); MS (m/2): [M-H, 100%]",
473.1.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(3,5-dichloro-4-fluorophenyl)urea (NVR-143)

3,5-Bis(trifluoromethyl)phenyl isocyanate (840 mg, 3.3 mmol) was added dropwise to a
solution of 3,5-dichloro-4-fluoroaniline (300 mg, 1.6 mmol) in a mixture of anhydrous THF (3
mL) and toluene (5 mL) at room temperature under Na. This mixture was stirred overnight at
room temperature; then stored in a refrigerator overnight. The white solid that precipitated
was filtered and washed with DCM to vyield 1-(3,5-bis(trifluoromethyl)phenyl)-3-(3,5-
dichloro-4-fluorophenyl)urea. White solid; yield 69% (482 mg, 1.11 mmol); mp: 178 — 179 °C;
'H NMR (500 MHz, [Ds]DMSO): & ppm 9.55 (brs, 1H, NH), 9.23 (br's, 1H, NH"), 8.10 (brs, 2H,
H2" + H6"), 7.65 (d, “Juz/me—r = 6.0 Hz, 2H, H2 + H6), 7.61 (br s, 1H, H4"); 13C NMR (126 MHz,
[Dg]DMSO0): § ppm 152.2 (s, CO), 148.5 (d, Ycr = 242.6 Hz, C4), 141.4 (s, C1"), 136.5 (d, *Jcr =
3.9 Hz, C1), 130.7 (q, Ycr = 32.3 Hz, C3" + C5"), 120.7 (d, Ycr = 17.6 Hz, C3 + C5), 123.3 (q, Ye-
r=272.6 Hz, 2 x CF3), 119.0 (br s, C2 + C6), 118.3 (br q, 3Jcr = 3.9 Hz, C2" + C6"), 114.7 (br
septet, 3Jcr = 3.9 Hz, C4”); 15F NMR (376 MHz, [Ds]DMSO): & ppm -61.72 (s, 2 x CF3), -126.00
(t, “Jr-n2sme = 6.1 Hz, F); MS (m/z): [M-H, 35CI35Cl, 65%]", 433.0, [M-H, 35CI37Cl, 100%]", 435.1,
[M-H, 3CI¥’Cl, 35%]", 437.1.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(3,4-dibromophenyl)thiourea (NVR-97)

3,5-Bis(trifluoromethyl)phenyl isothioisocyanate (324 mg, 1.2 mmol) was added dropwise to
a solution of 3,4-dibromoaniline (200 mg, 1.0 mmol) in a mixture of anhydrous THF (3 mL)

and toluene (5 mL) at room temperature under N». This mixture was stirred overnight at room



temperature; then stored in a refrigerator overnight. The white solid that precipitated was
fitered and washed with DCM to vyield 1-(3,5-bis(trifluoromethyl)phenyl)-3-(3,4-
dibromophenyl)thiourea. White solid; yield 83% (330 mg, 0.632 mmol); mp: 140 — 141 °C; *H
NMR (400 MHz, [Ds]DMSO): 8§ ppm 10.38 (br's, 2H, NH + NH"), 8.22 (s, 2H, H2 + H6), 7.94 (d,
*Ju2-ne = 2.4 Hz, 1H, H2), 7.82 (brs, 1H, H4), 7.74 (d, 3Jus-ne = 8.7 Hz, 1H, H5), 7.40 (dd, 3/ue-ns
= 8.7 Hz, “Ju_2 = 2.4 Hz, 1H, H6); 13C NMR (101 MHz, [Ds]DMSO): & ppm 180.0 (s, CS), 141.5
(s,C1"),139.4 (s, C1), 133.6 (s, C5), 130.1 (q, Ycr = 32.8 Hz, C3" + C5"), 128.5 (s, C2), 124.8 (s,
C6), 123.8 (br q, 3Jc.r = 3.9 Hz, C2" + C6"), 123.5 (s, C3), 119.3 (s, C4), 123.2 (q, Ycr = 272.7 Hg,
2 x CF3), 117.3 (br septet, 3Jc.r = 3.9 Hz, C4"); 1%F NMR (376 MHz, [D]DMSO): 6 ppm -61.54 (s,
2 x CF3); MS (m/z): [M-H, °Br’°Br, 40%] ", 518.9, [M-H, °Br®'Br, 100%] ", 520.9, [M-H, 8Br®'Br,
30%], 522.9.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(3-bromo-5-cyanophenyl)thiourea (NVR-104)

3,5-Bis(trifluoromethyl)phenyl isothiocyanate (550 mg, 2.5mmol) was added dropwise to a
solution of 5-amino-3-bromobenzonitrile (200 mg, 1.0 mmol) in a mixture of anhydrous THF
(3 mL) and toluene (5 mL) at room temperature under N,. This mixture was stirred overnight
at room temperature; then stored in a refrigerator overnight. The faint brown solid that
precipitated was filtered and washed with DCM to yield 320 mg (64%) of 1-(3,5-
bis(trifluoromethyl)phenyl)-3-(3-bromo-5-cyanophenyl)thiourea. Beige solid; yield 64%
(320 mg, 0.683 mmol); mp: 140 — 141 °C; *H NMR (500 MHz, [Ds]DMSO): & ppm 10.54 (brs,
2H, NH + NH"), 8.21 (brs, 2H, H2" + H6"), 8.04 (br s, 1H, H4), 7.97 (br s, 1H, H6), 7.94 (br s, 1H,
H2), 7.86 (br's, 1H, H4"); MS (m/z): [M—H, 7°Br, 100%]", 466.0, [M-H, 8!Br, 85%]", 468.1.



1,3-Bis(3,5-bis(trifluoromethyl)phenyl)thiourea (NVR-72)

3,5-Bis(trifluoromethyl)phenyl isothiocyanate (350 mg, 1.3mmol) was added dropwise to a
solution of 3,5-bis(trifluoromethyl)aniline (200 mg, 1.0mmol) in a mixture of anhydrous THF
(3 mL) and toluene (5 mL) at room temperature under N;. This mixture was stirred overnight
at room temperature; then stored in a refrigerator overnight. The white solid that
precipitated was filtered and washed with DCM to vyield 1,3-bis(3,5-
bis(trifluoromethyl)phenyl)thiourea. White solid; yield 66% (290 mg, 0.580 mmol); mp: 160
— 162 °C (lit 170 -172 °C)’; *H NMR (400 MHz, [Ds]DMSO): & ppm 10.65 (s, 2H, NH), 8.21 (s,
4H, H2 + H6), 7.83 (s, 2H, H4); MS (m/z): [M-H, 100%]", 499.1.

Methyl 3-(3-(3,5-bis(trifluoromethyl)phenyl)thioureido)-5-(trifluoromethyl)benzoate
(NVR-138)

3,5-Bis(trifluoromethyl)phenyl isocyanate (620 mg, 2.0 mmol) was added dropwise to a
solution of methyl 3-amino-5-(trifluoromethyl)benzoate (250 mg, 1.0 mmol) in a mixture of
anhydrous THF (3 mL) and toluene (5 mL) at room temperature under N». This mixture was
stirred overnight at room temperature; then stored in a refrigerator overnight. The white
solid that precipitated was filtered and washed with DCM to yield methyl 3-(3-(3,5-
bis(trifluoromethyl)phenyl)thioureido)-5-(trifluoromethyl)benzoate. White solid; yield 80%
(432 mg, 0.881 mmol); mp: 161 — 162 °C; *H NMR (400 MHz, [Ds]DMSO): 6 ppm 10.62 (s, 1H,
NH), 10.59 (s, 1H, NH"), 8.34 (brs, 1H, H6), 8.23 (brs, 1H, H4), 8.21 (s, 2H, H2" + H6"), 7.95 (br
s, 1H, H2), 7.85 (br s, 1H, H4"), 3.90 (s, 3H, COOMe); 13C NMR (101 MHz, [Ds]DMSO): & ppm
180.5 (s, CS), 164.7 (s, COOMe), 141.2 (s, C1"), 140.7 (s, C3), 131.1 (s, C1), 130.3 (g, Yc.r = 33.3
Hz, C3" + C5"), 129.7 (q, 2Jc.r = 32.3 Hz, C5), 127.9 (s, C2), 124.5 (br g, 3J/cr = 3.9 Hz, C6), 124.0



(br g, 3Jcr = 3.9 Hz, C2"+C6"), 121.2 (br q, 3Jcr = 3.9 Hz, C4), 123.4 (q, Yc-r = 271.9 Hz, 5-CF3),
123.2 (g, Yc-r = 271.9 Hz, 2 x CF3), 117.6 (br septet, 3Jcr = 3.9 Hz, C4"), 52.8 (s, MeOOC); *°F
NMR (376 MHz, [Dg]DMSO): & ppm -61.57 (s, 2 x CF3), -61.58 (s, CF3); MS (m/z): [M-H,
100%]-, 489.1.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(3,5-dichloro-4-fluorophenyl)thiourea (NVR-144)

3,5-Bis(trifluoromethyl)phenyl isothiocyanate (890 mg, 3.3 mmol) was added dropwise to a
solution of 3,5-dichloro-4-fluoroaniline (400 mg, 2.2 mmol) in a mixture of anhydrous THF (3
mL) and toluene (5 mL) at room temperature under N». This mixture was stirred overnight at
room temperature; then stored in a refrigerator overnight. The white solid that precipitated
was filtered and washed with DCM to vyield 1-(3,5-bis(trifluoromethyl)phenyl)-3-(3,5-
dichloro-4-fluorophenyl)thiourea. White solid; yield 35% (340 mg, 0.754 mmol); mp: 158 —
159 °C; 'H NMR (400 MHz, [Ds]DMSO): & ppm 10.39 (s, 1H, NH), 10.37 (s, 1H, NH"), 8.21 (br's,
2H, H2" + H6"), 7.84 (br's, 1H, H4"), 7.70 (d, *Juz/me-¢ = 6.3 Hz, 2H, H2 + H6); 13C NMR (101 MHz,
[D]DMSO): & ppm 180.5 (s, CS), 150.6 (d, Ycr = 245.5 Hz, C4), 141.4 (s, C1”), 136.0 (s, C1),
130.1 (q, Zcr = 32.9 Hz, C3" + C5"), 125.3 (s, C2 + C6), 124.1 (br q, 3Jcr = 3.9 Hz, C2” + C6"),
120.6 (d, 2Jcr = 18.6 Hz, C3 + C5), 123.2 (q, Ycr = 272.4 Hz, 2 x CF3), 117.5 (br septet, 3Jcr = 3.9
Hz, C4"); 1°F NMR (376 MHz, [Ds]DMSO): & ppm —61.53 (s, 2 x CF3),-122.02 (t, “Jnz/mes = 6.1
Hz, F); MS (m/z): [M-H, 3CI*>Cl, 90%]", 449.0, [M-H, 3CI*’Cl, 100%]", 451.0, [M-H, 3’CI*’CI,
20%]", 453.0.



3-(3,5-Bis(trifluoromethyl)phenyl)-7-chloroquinazoline-2,4(1H,3H)-dione (NVR-66)
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2-(3-(3,5-Bis(trifluoromethyl)phenyl)ureido)-4-chlorobenzoic acid (170 mg, 0.40 mmol, 1 eq)
was stirred in concentrated H2S04 (20 mL) at room temperature for 24 h. The reaction mixture
was poured into a mixture of ice and distilled water, and neutralised with a saturated solution
of NaHCOs. The subsequent precipitate was isolated by filtration and washed with diethyl
ether then ethanol before being dried to vyield 3-(3,5-bis(trifluoromethyl)phenyl)-7-
chloroquinazoline-2,4(1H,3H)-dione. Beige solid; yield 57% (92 mg, 0.225 mmol); mp: >250
°C; 'H NMR (500 MHz, [Dg]DMSO): & ppm 11.85 (s, 1H, NH), 8.24 (s, 3H, H2" + H4" + H6"),
7.96 (d, 3Jus-ne = 8.5 Hz, 1H, H5), 7.31 (dd, 3Jue-ns = 8.5 Hz, “Je.ns = 1.9 Hz, 1H, H6), 7.28 (d, “Jus.
16 = 1.8 Hz, 1H, H8); 13C NMR (126 MHz, [Ds]DMSO): & ppm 161.5 (s, C4), 149.8 (s, C2), 140.9
(s, C8a), 139.8 (s, C7), 137.7 (s, C1"), 130.8 (br q, *Jc.r = 3.9 Hz, C2" + C6"), 130.9 (q, Ycr = 33.7
Hz, C3"” + C5"), 129.6 (s, C5), 122.9 (s, C6), 123.0 (9, Ycr = 272.9 Hz, 2 x CF3), 122.4 (br septet,
3Jcr = 3.9 Hz, C4"), 114.7 (s, C4"), 113.3 (s, C4a); MS (m/z): [M+H, 3°Cl, 100%]*, 409.0, [M+H,
37Cl, 32%]*, 411.0; HRMS (m/z): [M+H]* calcd. for C1¢Hs02N>3>CIFs, 409.0173; found, 409.0180;

error, 1.71 ppm.

7-Chloro-3-(4-chloro-3-(trifluoromethyl)phenyl)quinazoline-2,4(1H,3H)-dione (NVR-91)
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A solution of 7-chloro-2-((4-chloro-3-(trifluoromethyl)phenyl)amino)-4H-
benzo[d][1,3]oxazin-4-one (187 mg, 0.498 mmol, 1 eq) in formamide (20 mL) was heated to
reflux with stirring at 220 °C for 2 h. The reaction mixture was poured into a mixture of ice
and distilled water, before the product was extracted with EtOAc. Solvent was removed in

vacuo to vyield 7-chloro-3-(4-chloro-3-(trifluoromethyl)phenyl)quinazoline-2,4(1H,3H)-



dione. Yellow solid; yield 59% (110 mg, 0.293 mmol); mp: > 250 °C; *H NMR (500 MHz,
[D6]DMSO): & ppm 11.79 (br s, 1H, NH), 7.99 (d, “Juzne* = 2.3 Hz, 1H, H2"), 7.94 (d, 3Jnsne =
8.4 Hz, 1H, H5), 7.88 (d, 3Jhs~ne” = 8.4 Hz, 1H, H5"), 7.73 (dd, 3Jhe.rs = 8.5 Hz, Hne.ns = 2.4 Hz,
1H, H6), 7.28 (dd, 3Jue"-ns” = 8.5 Hz, Yue-zr = 2.0 Hz, 1H, H6"), 7.25 (d, “Jusne = 1.8 Hz, 1H, H8);
13C NMR (126 MHz, [Ds]DMSO): 6 ppm 161.5 (s, C4), 149.9 (s, C2), 140.9 (s, C8a), 139.7 (s, C7),
135.2 (s, C1"”), 135.0 (s, C5), 132.3 (s, C6"), 130.6 (br q, *Jc-r = 3.9 Hz, C5”), 129.6 (s, C2"), 129.0
(9, 3Jcr = 5.2 Hz, C4"), 127.1 (g, Yer = 31.1 Hz, C3"), 122.8 (s, C6), 122.5 (q, Ycr = 273.1 Hz,
CF3), 114.6 (s, C4a), 113.3 (s, C8); MS (m/z): [M+H, 3CI*>Cl, 100%]*, 375.0, [M+H, 3°CP’Cl,
64%]*, 377.0, [M+H, ¥'CI¥’Cl, 16%]*, 379.0; HRMS (m/z): [M+H]"* calcd. for C1sHsO2N23>Cl,Fs3,
374.9909; found, 374.9916; error, 1.75 ppm.

7-Chloro-3-(3-(trifluoromethyl)phenyl)quinazoline-2,4(1H,3H)-dione (NVR-92)
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A solution of 7-chloro-2-((3-(trifluoromethyl)phenyl)amino)-4H-benzo[d][1,3]oxazin-4-one
(120 mg, 0.352 mmol, 1 eq) in formamide (20 mL) was heated to reflux with stirring at 220 °C
for 2 h. The reaction mixture was poured into a mixture of ice and distilled water, before the
product was extracted with EtOAc. Solvent was removed in vacuo to yield 7-chloro-3-(3-
(trifluoromethyl)phenyl)quinazoline-2,4(1H,3H)-dione. Beige solid; yield 35% (42 mg, 0.123
mmol); mp: >250 °C; *H NMR (500 MHz, [D¢]DMSO): § ppm 7.93 (s, 1H, NH), 7.78 - 7.83 (m,
2H, H2" + H8), 7.73 (t, 3Jus"-na" = 3Jus ne” = 8.1 Hz, 1H, H5"), 7.67 (br d, 3Jue"-ns” = 7.9 Hz, 1H,
H6"), 7.25 - 7.30 (m, 3H, H5 + H6 + H4"); 13C NMR (126 MHz, [Ds]DMSO): & ppm 161.8 (s, 1C,
C4),150.2 (s, C2), 141.1 (s, C8a), 139.9 (s, C7), 136.5 (s, C1"), 133.7 (s, 1C, C6"), 130.3 (s, C5"),
129.8 (s, C5), 126.3 (g, ¥Jcr = 3.9 Hz, 1C, C2"), 125.3 (q, 3Jc.r =3.9 Hz, C4”), 123.0 (s, 1C, C6),
114.8 (s, 1C, C8), 113.5 (s, 1C, C4a), CFzand C3" in the noise; MS (m/z): [M-H, 3°Cl, 100%]",
339.0, [M-H, 37Cl, 32%]", 341.0; HRMS (m/z): [M+H]* calcd. for C1sHsO2N,35CIFs, 341.0299;
found, 341.0298; error, -0.34 ppm.



3-(4-Chloro-3-(trifluoromethyl)phenyl)-7-methoxyquinazoline-2,4(1H,3H)-dione (NVR-93)
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A solution of 2-((4-chloro-3-(trifluoromethyl)phenyl)amino)-7-methoxy-4H-
benzo[d][1,3]oxazin-4-one (20 mg, 0.054 mmol, 1 eq) in formamide (20 mL) was heated to
reflux with stirring at 220 °C for 2 h. The reaction mixture was poured into a mixture of ice
and distilled water, before the product was extracted with EtOAc. Solvent was removed in
vacuo to vyield 3-(4-chloro-3-(trifluoromethyl)phenyl)-7-methoxyquinazoline-2,4(1H,3H)-
dione. Grey solid; yield 15% (2.9 mg, 0.008 mmol); mp: >250 °C; *H NMR (500 MHz,
[Ds]DMSO): & ppm 11.49 (br's, 1H, NH), 7.97 (d, “Ju2mue = 2.1 Hz, 1H, H2"), 7.86 (br d, 3Jus.ue =
8.4 Hz, 1H, H5), 7.86 (br d, 3Jusne* = 8.9 Hz, 1H, H5"), 7.72 (dd, 3Jue~ts” = 8.5 Hz, “ngrpr = 2.1
Hz, 1H, H6"), 6.84 (dd, 3Jue.ns = 8.9 Hz, “Jens = 2.1 Hz, 1H, H6), 6.69 (d, “Jus-ne = 2.3 Hz, 1H, H8),
3.86 (s, 3H, OMe); 13C NMR (126 MHz, [Dg]DMSO): 6 ppm 164.7 (s, C7), 161.6 (s, C4), 150.2 (s,
C2),141.8 (s, C8a), 135.3 (s, C1"), 132.1 (s, C6"), 130.3 (s, C5"), 129.5 (s, C2"), 129.2 (br q, 3Jc-
r=5.2 Hz, C4"), 115.0 (s, C4a), 110.8 (s, C5), 107.6 (s, C6), 98.3 (s, C8), 55.7 (s, OMe), C3” and
CF3 lost in the noise. MS (m/z): [M+H, 3°Cl, 100%]*, 371.0, [M+H, 3’Cl, 32%]*, 373.0; HRMS
(m/z): [M+H]* calcd. for C16H1103N,*°CIF3, 371.0405 found, 371.0407; error, 0.59 ppm.

3-(3,5-Bis(trifluoromethyl)phenyl)-6-fluoroquinazoline-2,4(1H,3H)-dione (NVR-125)
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3,5-Bis(trifluoromethyl)phenyl isocyanate (0.40 mL, 2.32 mmol, 1.2 eq) was added dropwise
to a stirred solution of 2-amino-4-fluorobenzoic acid (300 mg, 1.93 mmol, 1.0 eq) in
acetonitrile (25 mL). The reaction was stirred for 16 hours at room temperature. The
precipitate was filtered and then a small portion (=50 mg) triturated with hot toluene. The

filtrate was concentrated in vacuo to vyield 3-(3,5-bis(trifluoromethyl)phenyl)-6-



fluoroquinazoline-2,4(1H,3H)-dione. White solid; yield 1% (8 mg, 0.02 mmol). *H NMR (300
MHz, [D]DMSO): & ppm 11.00 (s, 1H, NH), 8.47 (s, 2H, H2” + H6"), 7.78 (s, 1H, H4"), 7.73 -
7.77 (m, 1H, H5), 7.69 (dd, 3Jng-n7 = 8.7 Hz, *Jug-r = 3.2 Hz, 1H, H8), 7.46 (dd, 3Jn7-ns = 8.8 Hz,
3Ju7.k = 4.8 Hz, 1H, H7).

6-Chloro-2-thioxo-3-(3-(trifluoromethyl)phenyl)-2,3-dihydroquinazolin-4(1H)-one  (NVR-
159)
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To 3-trifluoromethylphenyl thioisocyanate (0.25 mL, 1.68 mmol, 1.15 eq) was added a stirred
solution of 5-chloroanthranilic acid (250 mg, 1.46 mmol, 1 eq) in dry THF (10 mL). The reaction
mixture was heated to reflux with stirring at 85 °C for 16 h. Solvent was removed in vacuo,
and the resultant solid residue was washed with DCM. To the residue was added 0.1M HCI (2
mL), followed by 2 mL trifluoroacetic acid. The product was extracted with EtOAc and the
organic layer concentrated in vacuo, washed with minimal DCM and hexane to yield the
desired product. Further product was obtained after removing solvent from filtrate in vacuo,
before washing the solid residue with minimal toluene and THF to furnish 6-chloro-2-thioxo-
3-(3-(trifluoromethyl)phenyl)-2,3-dihydroquinazolin-4(1H)-one. White solid; yield 19% (100
mg, 0.280 mmol); mp: >250 °C; *H NMR (300 MHz, CDCl3) & ppm 10.75 (brs, 1H, NH), 8.14 (br
s, 1H, H5), 7.78 (br d, 3471 = 7.2 Hz, 1H, H7), 7.60 - 7.74 (m, 2H, H2"+ H5"), 7.56 (br's, 1H,
H8), 7.48 (br d, 3Jue~-ns = 7.2 Hz, 1H, H6"), 7.14 (br d, 3Juarns- = 8.9 Hz, 1H, H4"); 13C NMR (126
MHz, CDCls) § ppm 176.2 (s, C2), 158.8 (s, C4), 138.6 (s, C8a), 137.2 (s, C1"), 136.3 (s, C5"),
132.1 (s, C6"), 132.2 (br g, 2Jc.r = 33.3 Hz, C3"), 131.0 (s, C5), 130.2 (s, C6), 128.3 (s, C7), 126.1
(br g, 3Jc.r = 2.9 Hz, C2”), 125.9 (br q, 3Jcr = 2.9 Hz, C4"), 123.5 (q, Yc.r = 272.9 Hz, CF3), 117.4
(s, C8), 116.4 (s, C4a); MS (m/z): [M+H, 3°Cl, 100%]*, 357.2, [M+H, 37Cl, 32%]*, 359.2; HRMS
(m/z): [M+H]* calcd. for C1sHs02N,S5*CIF3, 357.0071; found, 357.0075; error, 1.20 ppm.



2-((4-Chloro-3-(trifluoromethyl)phenyl)amino)-7-methoxy-4H-benzo[d][1,3]oxazin-4-one
(NVR-65)
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2-(3-(4-Chloro-3-(trifluoromethyl)phenyl)ureido)-4-methoxybenzoic acid (340 mg, 0.88
mmol, 1 eq) was stirred in concentrated H2SO4 (20 mL) at room temperature for 24 h. The
reaction mixture was poured into a mixture of ice and distilled water, and neutralised with a
saturated solution of NaHCOs. The subsequent precipitate was isolated by filtration and
washed with diethyl ether then ethanol before being dried to vyield 2-((4-chloro-3-
(trifluoromethyl)phenyl)amino)-7-methoxy-4H-benzo[d][1,3]oxazin-4-one. Brown solid;
yield 49% (160 mg, 0.43 mmol); mp: 244 °C; *H NMR (500 MHz, [D¢]DMSO): & ppm 8.26 (d,
uzner = 2.4 Hz, 1H, H2"), 8.10 (dd, 3Jue~-ns" = 8.8 Hz, Hngrrzv= 2.4 Hz, 1H, H6"), 7.88 (d, 3Jus-ne
= 8.9 Hz, 1H, H5), 7.69 (d, 3Jus-He" = 8.9 Hz, 1H, H5"), 6.89 (dd, /6.5 = 8.9 Hz, “Jens = 2.4 Hz,
1H, H6), 6.79 (d, *Jns-ne = 2.4 Hz, 1H, H8), 3.89 (s, 3H, OMe); MS (m/z): [M+H, 3>Cl, 100%]",
371.0, [M+H, 37Cl, 32%]*, 373.0; HRMS (m/z): [M+H]* calcd. for C16H1103N,3>°CIF3 371.0405;
found, 371.0412; error, 1.94 ppm.

7-(tert-Butyl)-2-((4-chloro-3-(trifluoromethyl)phenyl)amino)-4H-benzo[d][1,3]oxazin-4-one

2 f“ﬁt" Cl
6 2 >0 2"
2 1"
By 7 " 8a N/)\N s
8 H

4-(tert-Butyl)-2-(3-(4-chloro-3-(trifluoromethyl)phenyl)ureido)benzoic acid (740 mg, 1.784

(NVR-68)

mmol, 1 eq) was stirred in concentrated H.SO4 (20 mL) at room temperature for 72 h. The
reaction mixture was poured into a mixture of ice and distilled water, and neutralised with a
saturated solution of NaHCOs. The subsequent precipitate was isolated by filtration and
washed with diethyl ether then ethanol before being dried to yield 7-(tert-butyl)-2-((4-chloro-

3-(trifluoromethyl)phenyl)amino)-4H-benzo[d][1,3]oxazin-4-one. Beige solid; yield 25%



(180 mg, 0.454 mmol); mp: >250 °C; *H NMR (400 MHz, [Dg]DMSO): & ppm 10.68 (br's, 1H,
NH), 8.30 (d, “n2"-He” = 2.5 Hz, 1H, H2"), 8.16 (dd, 3Jne"-+s" = 8.9 Hz, “Jue"-n2 = 2.4 Hz, 1H, H6"),
7.93 (d, 3Jus-ne = 8.4 Hz, 1H, H5), 7.72 (d, *Jus~-ne = 8.8 Hz, 1H, H5"), 7.44 (dd, 3Jue-ns = 8.4 Hz,
4Jusns = 1.9 Hz, 1H, H6), 7.32 (d, “uews = 1.7 Hz, 1H, H8), 1.33 (s, 9H, Bu); MS (m/z): [M+H,
35Cl, 100%]*, 397.0, [M+H, 37Cl, 32%]*, 399.0; HRMS (m/z): [M+H]* calcd. for C19H1702N23>CIFs3,
397.0925; found, 397.0920; error, -1.30 ppm.

6-Chloro-2-((3-(trifluoromethyl)phenyl)amino)-4H-benzo[d][1,3]oxazin-4-one (NVR-160)
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Cl_6 4o o 2 o
5 qu
A N/)\N J: ]5"
8 H 6

To 3-trifluoromethylphenyl thioisocyanate (0.255 mL, 1.68 mmol, 1.15 eq) was added a
stirred solution of 5-chloroanthranilic acid (250 mg, 1.46 mmol, 1 eq) in dry THF (10 mL). The
reaction mixture was heated to reflux with stirring at 85 °C for 16 h. Due to unconsumed
starting material identified by TLC, a further portion of 3-trifluoromethylphenyl
thioisocyanate (0.2 mL, 1.32 mmol, 1.1 eq) was added, and the reaction heated at 85 °C until
TLC indicated reaction completion. Solvent was removed from the reaction mixture in vacuo,
and the resultant solid residue was filtered and washed with minimal MeCN to yield 6-chloro-
2-((3-(trifluoromethyl)phenyl)amino)-4H-benzo[d][1,3]oxazin-4-one. White solid; yield 4%
(21 mg, 0.062 mmol); mp: 233 — 234 °C; *H NMR (300 MHz, [Dg]DMSO): & ppm 10.74 (s, 1H,
NH), 8.24 (s, 1H, H2"), 8.01 (br d, 3Jua~ns = 8.1 Hz, 1H, H4"), 7.93 (d, “Jus-n7 = 2.5 Hz, 1H, H5),
7.80 (dd, 3Ju7.1s = 8.7 Hz, YJu7-u5 = 2.5 Hz, 1H, H7), 7.61 (t, 3Jus~-a” = 3us-ne = 8.0 Hz, 1H, H5"),
7.43 (d, 3Juewns' = 7.8 Hz, 1H, H6"), 7.40 (d, 3Jus-7 = 8.8 Hz, 1H, H8); 13C NMR (126 MHz,
[Ds]DMSO): & ppm 158.0 (s, C4), 150.6 (s, C2), 147.7 (s, C8a), 138.8 (s, C1”), 136.6 (s, C7), 130.0
(s, C6), 129.6 (q, 2Jc.r = 31.5 Hz, C3"), 128.2 (s, C5), 126.9 (g, “Jc.r = 2.0 Hz, C5”), 126.8 (s, C8),
122.9 (s, C6"), 124.1 (q, Ycr = 272.1 Hz, CF3), 119.4 (br g, 3Jcr = 3.9 Hz, C2"), 115.7 (s, C4a),
115.4 (br g, 3Jc.r = 3.9 Hz, C4”); MS (m/z): [M+H, 35Cl, 100%]*, 341.2, [M+H, 37Cl, 32%]"*, 343.2;
HRMS (m/z): [M+H]* calcd. for C1sHs02N23°CIF3,341.0299; found, 341.0305; error, 1.71 ppm.



2-(Phenethylamino)benzoic acid (Tromaril)

A solution of anthranilic acid (226.0 mg, 1.65 mmol, 1 eq) and phenylacetaldehyde (198.2 mg,
1.65 mmol, 1 eq) in anhydrous methanol (5 mL) was stirred for 30 min at room temperature.
To this was added a stirred suspension of zinc chloride (260 mg, 1.91 mmol, 1.15 eq) and
sodium cyanoborohydride (207 mg, 5.4 mmol, 3.3 eq) in anhydrous methanol (5 mL), before
the reaction mixture was stirred at room temperature for 20 h. The solution was concentrated
in vacuo and purified by flash column chromatography (hexane:ethyl acetate, 9:1).
Appropriate fractions were combined and solvent removed in vacuo to yield 2-
(phenethylamino)benzoic acid. Yellow solid; yield 5% (20.2 mg, 0.084 mmol); mp: 134 — 135
°C (lit 182 -183 °C)3; 'H NMR (300 MHz, CDCls): & ppm 7.95 (dd, 3/ue1is = 8.1 Hz, “Jeria = 1.5
Hz, 1H, H6), 7.16 - 7.40 (m, 6H, H4 + H2" + H3" + H4" + H5" + H6"), 6.69 (d, 3Jn3-14 = 8.5 Hz, 1H,
H3), 6.59 (br t, *Jus.13 = 3Jus.Ha= 7.5 Hz, 1H, H5), 3.45 (t, 3Jun = 7.2 Hz, 2H, CHaNH), 2.96 (t, 3
= 7.2 Hz, 2H, CH,Ph); 13C NMR (75 MHz, CDCls) 6 ppm 173.0 (s, COOH), 151.5 (s, C2), 139.1 (s,
C1"”),135.6 (s, C4), 132.6 (s, C6), 128.8 (s, C2" + C6"), 128.6 (s, C3" + C5"), 126.5 (s, C4"), 114.7
(s, C5), 111.3 (s, C3), 108.6 (s, C1), 44.4 (s, CH2NH), 35.5 (s, CH2Ph); MS (m/z): [M-H, 100%]",
240.0.



2-(Phenylcarbamoyl)benzoic acid (NVR-53)

Aniline (208 mg, 2.29 mmol, 1.1 eq) was added to a stirred solution of phthalic anhydride (300
mg, 2.025 mmol, 1 eq) in EtOAc (5 mL). The reaction mixture was stirred at room temperature
for 3 h. The reaction mixture was then extracted with 3 x 5 mL 0.1M NaOH, before the
combined aqueous layers were acidified with concentrated HCI, precipitating a white solid
which was dried to yield 2-(phenylcarbamoyl)benzoic acid. White solid; yield 43% (211 mg,
0.875 mmol); mp: 209 — 210 °C; *H NMR (400 MHz, [D¢]DMSO): 6 ppm 13.00 (br's, 1H, COOH),
10.32 (s, 1H, CONH), 7.88 (dd, 3Jne-ns = 7.8 Hz, “Je-na = 0.8 Hz, 1H, H6), 7.69 (br d, 3Ju2/ne"-na"/ms”
= 7.5 Hz, 2H, H2" + H6"), 7.65 (dd, 3Juz.1a = 7.4 Hz, “Juz-ns = 1.1 Hz, 1H, H3), 7.57 (td, 3Jus-na =
3Jus-6 = 7.5 Hz, “Jhsuz = 1.0 Hz, 1H, H5), 7.55 (t, 3Jua-n3 = 3Juans = 7.3 Hz, 1H, H4), 7.33 (t, 3Juz/ms-
H2v/me = 7.9 Hz, 2H, H3" + H5"), 7.07 (t, 3Jnarnzms* = 7.3 Hz, 1H, H4"); 13C NMR (101 MHz,
[De]DMSO): 6 ppm 167.5 (s, COOH), 167.4 (s, CONH), 139.6 (s, C1"), 138.9 (s, C2), 131.7 (s,
C6),129.9 (s, C1),129.4 (s, C4),128.6 (s, C3" + C5"), 127.8 (s, C3), 123.3 (s, C4"), 119.5 (s, C2"+
C6").

2-(3-Phenylureido)benzoic acid (NVR-54)

To a stirred solution of anthranilic acid (300 mg, 2.19 mmol, 1 eq) in MeCN (5 mL) was added
phenyl isocyanate (0.290 mL, 316 mg, 2.65 mmol, 1.2 eq). The reaction mixture was stirred at
room temperature for 3 h. The resultant precipitate was filtered and washed with minimal
MeCN before being dried to yield 2-(3-phenylureido)benzoic acid. White solid; yield 57% (317
mg, 1.23 mmol); mp: 174 — 175 °C (lit 168 — 169 °C)°; *H NMR (400 MHz, [Ds]DMSO): & ppm
13.37 (br s, 1H, COOH), 10.34 (s, 1H, NH), 9.78 (s, 1H, NH"), 8.36 (d, 3Ju3-.1a = 8.3 Hz, 1H, H3),
7.95 (dd, 3Jne-ns = 7.8 Hz, “Jue-na = 1.5 Hz, 1H, H6), 7.54 (ddd, 3Jna-nz = 8.5 Hz, 3Jnans = 7.3 Hz,



*Jua-ne = 1.5 Hz, 1H, H4), 7.51 (d, 3Ju2yner-n37mse = 7.3 Hz, 2H, H2"+ H6"), 7.28 (t, 3Juz"/us"-r27/ne”
=7.9 Hz, 2H, H3" + H5"), 7.04 (t, ¥Jus-1a = 3us-ne = 7.7 Hz, 1H, H5), 6.98 (t, Jna-sz s = 7.3 Hz,
1H, H4"); 3C NMR (101 MHz, [Ds]DMSO): § ppm 169.4 (s, COOH), 152.3 (s, CO), 142.2 (s, C2),
139.7 (s, C1"), 133.7 (s, C4), 131.0 (s, C6), 128.7 (s, C3" + C5"), 122.1 (s, C5), 120.9 (s, C4"),
119.8 (s, C3), 118.8 (s, C2" + C6"), 115.4 (s, C1).

2-((Phenoxycarbonyl)amino)benzoic acid (NVR-60)

Phenyl chloroformate (380 mg, 2.43 mmol, 1.1 eq) was added to a stirred solution of
anthranilic acid (300 mg, 2.19 mmol, 1 eq) in THF (5 mL). The reaction mixture was stirred at
room temperature for 1 h after which time a white precipitate formed. Solvent was removed
in vacuo prior to taking up the residue in EtOAc (10 mL). The product was extracted with 3 x
5 mL 0.1M NaOH, before the combined aqueous layers were acidified with concentrated HCI,
precipitating a beige solid which was dried to yield 2-((phenoxycarbonyl)amino)benzoic acid.
Beige solid; yield 40% (228 mg, 0.882 mmol); mp: decomposition at 137 °C; *H NMR (400 MHz,
[Dg]DMSO): & ppm 13.07 (br s, 1H, COOH), 9.65 (br s, 1H, CONH), 7.91 (dd, 3/ue.ns = 7.9 Hz,
*Jue-na = 1.6 Hz, 1H, H6), 7.31 - 7.41 (m, 3H, H3 + H3" + H5"), 7.20 - 7.28 (m, 3H, H4 + H2" +
H6"), 7.07 (tt, 3Jnarnz/ms = 7.3 Hz, Yuavnzmer = 1.1 Hz, 1H, H4"), 6.78 (td, 3Jus-ta = 3Jns-e =7.5
Hz, “Jus.nz = 1.0 Hz, 1H, H5); 13C NMR (101 MHz, [Ds]DMSO): & ppm 170.0 (s, COOH), 147.0 (s,
C1” + CONH), 140.5 (s, C2), 134.2 (s, C4), 131.9 (s, C6), 129.5 (s, C3" + C5"), 123.1 (s, C4"),
121.4 (s, C2"+ C6"), 117.4 (s, C5), 113.7 (s, C3), 112.6 (s, C1).



2-(5-Phenyl-1,3,4-oxadiazol-2-yl)benzoic acid (NVR-59)

HO.__O N-N 2" 3
1 | 4
6 520 °
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A mixture of methyl hydrogen phthalate (500 mg, 2.78 mmol, 1 eq) and SOCI; (1.5 mL) was
heated to reflux with stirring at 75 °C. Upon cooling, the excess SOCl; was removed in vacuo
to yield a residue which was added dropwise to a stirred 0 °C solution of 5-phenyl-1H-
tetrazole (406 mg, 2.78 mmol, 1 eq) and pyridine (3 mL). The reaction mixture was heated to
150 °C with stirring for 2 h, after which solvent was removed in vacuo. The reaction mixture
was diluted with EtOAc (5 mL) and H,O (5 mL), the product was extracted with 2 x 5 mL EtOAc,
and solvent from the combined organic layers was removed in vacuo. The subsequent residue
was dissolved in a 9:1 mixture of MeOH, H,0 (10 mL), before addition of 0.2M NaOH (3 mL).
The reaction was stirred overnight before solvent was removed in vacuo. The product was
extracted with 0.1M NaOH (3 x 3 mL) and the combined aqueous layers acidified with
concentrated HCl and the subsequent precipitate filtered and dried to yield 2-(5-phenyl-1,3,4-
oxadiazol-2-yl)benzoic acid. White solid; yield 5% (38 mg, 0.14 mmol); mp: 151 — 152 °C; *H
NMR (400 MHz, [Dg]DMSO): & ppm 13.68 (br s, 1H, COOH), 8.04 (dd, 3Jn27/ne"-H3"/ms* = 7.9 Hz,
u2mer-nar = 1.6 Hz, 2H, H2" + H6"), 7.89 - 7.97 (m, 2H, H3 + H6), 7.74 - 7.81 (m, 2H, H4 + H4"),
7.60 - 7.68 (m, 3H, H5 + H3"+ H5"); 13C NMR (101 MHz, [Ds]DMSO): & ppm 167.7 (s, COOH),
164.3 (s, C2’), 163.9 (s, C5’), 132.9 (s, C1), 132.1 (s, C4), 131.9 (s, C6), 131.7 (s, C4"), 130.5 (s,
C5), 129.7 (s, C3), 129.5 (s, C3"+ C5"), 126.5 (s, C2" + C6"), 123.3 (s, C2), 123.0 (s, C1").

3-((3,5-Bis(trifluoromethyl)phenyl)amino)-1H-benzo[c][1,5,2]oxazaborinin-1-ol (NVR-154)
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To a stirred solution of (2-aminophenyl)boronic acid (200 mg, 1.46 mmol, 1 eq) in MeCN (50
mL) was added 3,5-bis(trifluoromethyl)phenyl isocyanate (0.303 mL, 447 mg, 1.75 mmol, 1.2

eq). The reaction mixture was stirred at room temperature for 24 h, before the resultant



precipitate was filtered, washed with minimal MeCN and dried to vyield 3-((3,5-
bis(trifluoromethyl)phenyl)amino)-1H-benzo[c][1,5,2]oxazaborinin-1-ol. White solid; yield
86% (472 mg, 1.26 mmol); mp: 168 - 170 °C; 'H NMR (400 MHz, [D]DMSO): & ppm 10.59 (s,
1H, BOH), 9.40 (brs, 1H, NH), 8.06 (s, 1H, H4"), 8.02 (s, 2H, H2" + H6"), 7.99 (br d, 3Jug.7 = 7.5
Hz, 1H, H8), 7.50 (ddd, 3Jusns = 8.2 Hz, 3Jusn7 = 7.1, “Juens = 1.3 Hz, 1H, H6), 7.11 (d, 3Jus-ne =
8.0 Hz, 1H, H5), 7.07 (t, 3Jh7-16 = 3Ju7ms = 7.3 Hz, 1H, H7); 13C NMR (101 MHz, [D¢]DMSO): &
ppm 153.7 (s, C3), 145.4 (s, C4a), 141.5 (s, C1"), 132.8 (s, C6), 132.7 (s, C8), 130.4 (br q, 3Jc.r =
2.9 Hz, C2" +(C6"),130.3 (q, ZJc-r = 32.9 Hz, C3” + C5”), 121.0 (s, C7), 120.2 (br septet,3Jcr = 2.9
Hz, C5"), 123.3 (q, Yer = 272.2 Hz, 2 x CF3), 114.5 (s, C5), 114.2 (br s, C8a); 1°F NMR (376 MHz,
[De]DMSO): 6 ppm -61.09 (s, 2 x CF3); NMR assignments made with the assistance of COSY,
HSQC and HMBC; LCMS (m/z): [M-H, 100%]~, 373.2; RT = 2.48 min; HRMS (m/z): [M+H]* calcd.
for C15H1002N2BFs 375.0734; found, 375.0734; error, —-1.08 ppm.

3-((4-Fluorophenyl)amino)-1H-benzol[c][1,5,2]oxazaborinin-1-ol (NVR-156)
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To a stirred solution of (2-aminophenyl)boronic acid (200 mg, 1.46 mmol, 1 eq) in MeCN (50
mL) was added 4-fluorophenylisocyanate (0.200 mL, 240 mg, 1.75 mmol, 1.2 eq). The reaction
mixture was stirred at room temperature for 24 h, before the resultant precipitate was
filtered, washed with minimal MeCN and dried to yield 3-((4-fluorophenyl)amino)-1H-
benzolc][1,5,2]oxazaborinin-1-ol. White solid; yield 78% (291 mg, 1.14 mmol); mp: 218 — 220
°C; H NMR (400 MHz, [Ds]DMSO): & ppm 10.45 (s, 1H, BOH), 9.09 (s, 1H, NH), 7.99 (d, 3Jus.+7
= 6.8 Hz, 1H, H8), 7.47 (ddd, 3Jue-s = 8.3 Hz, 3Jue.n7 = 7.2 Hz, *Jnens = 1.4 Hz, 1H, H6), 7.20 (d, J
=7.0 Hz, 4H, H2"+ H3" + H5" + H6"), 7.08 (d, 3Jus-ne = 8.0 Hz, 1H, H5), 7.04 (t, 3Ju7-16 = 3Jn7-ns =
7.4 Hz, 1H, H7); 3C NMR (101 MHz, [Ds]DMSO): & ppm 160.6 (d, Ycr = 241.6 Hz, C4"), 154.2
(s, C3), 145.6 (s, C4a), 135.4 (d, *Jcr = 2.9 Hz, C1”), 132.7 (s, C6 + C8), 130.6 (d, 3Jcr = 8.8 Hz,
C2" +C6"), 120.8 (s, C7), 115.0 (d, Zcs = 22.5 Hz, C3"+ C5"), 114.3 (s, C5); °F NMR (376 MHz,
[Dg]DMSO): & ppm —117.05 (dt, 3Je-u37yms” = 13.3 Hz, *Jen2/me = 6.8 Hz, F); NMR assignments
made with the assistance of COSY, HSQC and HMBC; LCMS (m/z): [M-H, 100%]~, 255.2; RT =



2.01 min; HRMS (m/z): [M+Na]* calcd. for C13H1002N2BFNa, 279.0712; found, 279.0705; error,

-2.36 ppm.

1-(3,5-Bis(trifluoromethyl)phenyl)-3-(2-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-
yl)phenyl)urea (NVR-155)

To a stirred solution of 2-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)aniline (200 mg, 0.91
mmol, 1 eq) in MeCN (50 mL) was added 3,5-bis(trifluoromethyl)phenyl isocyanate (0.190 mL,
280 mg, 1.10 mmol, 1.2 eq). The reaction mixture was stirred for 24 h, before the resultant
precipitate was filtered, washed with minimal MeCN and dried to yield 1-(3,5-
bis(trifluoromethyl)phenyl)-3-(2-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)phenyl)urea.
White solid; yield 79% (342 mg, 0.721 mmol); mp: 217 — 218 °C; *H NMR (400 MHz,
[De]DMSO): & ppm 9.96 (s, 1H, NH), 9.25 (s, 1H, NH"), 8.15 (s, 2H, H2"+ H6"), 7.71 (s, 1H, H4"),
7.51 (d, 3Juz-na = 7.0 Hz, 1H, H3), 7.32 - 7.43 (m, 2H, H5 + H6), 7.06 (td, 3Jna-ns = 3Jnans = 7.1 Hz,
uans = 1.4 Hz, 1H, H4), 1.23 (s, 12H, 4 x Me); 13C NMR (101 MHz, [Ds]DMSO): & ppm 153.6
(s, CO), 141.7 (s, C1), 141.2 (s, C1"), 134.2 (s, C3), 130.7 (9, ZJcr = 32.0 Hz, C3" + C5”), 130.3 (s,
C5), 122.9 (s, C4), 119.2 (s, C6), 119.0 (br q, 3Jc.r = 3.0 Hz, C2"+ C6"), 123.3 (q, Ycr = 272.9 Hz,
2 x CF3), 115.1 (br s, C4"), 82.4 (s, C4 + C5’), 25.0 (s, 4C, 4 x Me); °F NMR (376 MHz,
[De]DMSO): 6 ppm -61.65 (s, 2 x CF3); NMR assignments made with the assistance of COSY,
HSQC and HMBC; LCMS (m/z): [M-H, 100%]-, 373.2; RT = 2.46 min; HRMS (m/z): [M-H]" calcd.
for C21H2003N2BFs, 473.1477; found 473.1468; error, —1.83 ppm.



1-(4-Fluorophenyl)-3-(2-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)phenyl)urea  (NVR-
157)

4-Fluorophenyl isocyanate (0.125 mL, 151 mg, 1.10 mmol, 1.2 eq) was added to a stirred
solution of 2-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)aniline (200 mg, 0.91 mmol, 1 eq)
in MeCN (50 mL). The reaction mixture was stirred for 24 h, before the resultant precipitate
was filtered, washed with minimal MeCN and dried to yield 1-(4-fluorophenyl)-3-(2-(4,4,5,5-
tetramethyl-1,3,2-dioxaborolan-2-yl)phenyl)urea. White solid; yield 77% (250 mg, 0.702
mmol); mp: 221 —222 °C; *H NMR (400 MHz, [De]DMSO): & ppm 9.36 (br's, 1H, NH"), 9.35 (br
s, 1H, NH), 7.37 - 7.50 (m, 3H, H6 + H2" + H6"), 7.24 - 7.30 (m, 1H, H3), 7.21 - 7.24 (m, 1H, H5),
7.18 (brt, 3Jus"/ms -t2/me” = 8.9 Hz, 2H, H3"+ H5"), 7.00 (td, 3Jua-ts = 3hars = 7.1 Hz, “Juame = 1.4
Hz, 1H, H4), 1.19 (s, 12H, 4 x Me); 3C NMR (101 MHz, [D¢]DMSO): & ppm 158.4 (d, Yc.r = 239.6
Hz, C4"), 154.2 (s, C7"), 141.2 (s, C1), 134.2 (d, %Jc.r = 2.0 Hz, C1"), 133.4 (s, C6), 129.1 (s, C3),
122.6 (s, C4), 122.5 (br d, 3Jcr = 3.9 Hz, C2” + C6"), 117.1 (s, C5), 115.4 (d, Zcr = 22.5 Hz, C3"+
C5"), 81.2 (s, C4’ + C5’), 25.4 (s, 4C, 4 x Me); 1°F NMR (376 MHz, [Ds]DMSO): 6 ppm -119.43
(br's, F); NMR assignments made with the assistance of COSY, HSQC and HMBC; LCMS (m/z):
[M-H, 100%]~, 255.2; RT = 2.01 min; HRMS (m/z): [M+Na]* calcd. for Ci9H2203N;BFNa,
379.1600; found, 379.1591; error, -2.30 ppm.
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H6(br d, 1H)
H6"(br d, 1H)
H4(br d, 1H)

Shift | H m J Assign Acquisition Time (sec) 3.2768
(ppm) (Hz) Date 09 Mar 2018 12:29:13
13.73| 1| brs COOH Date Stamp 09 Mar 2018 12:29:13
1061 1 s - NH Frequency (MHz) 500.1900
845| 1| brd 44 H6 Nucleus 1H
" Number of Transients 16
838 11| s - H2 Solvent DMSO-d6
8.28 | 1 brd 7.8 H6" Temperature (degree C) 25.001
788| 1| brd 8.2 H4 1
SRR = v H NMR (500 MHz, DMSO-d;)) &
742 1| brd 7.6 H4" ppm 13.73 (br s, 1 H), 10.61 (s, 1
695| 1| dd 7.2,5.2 H5 H), 8.45 (brd, J=4.4Hz, 1H),
8.38 (s, 1H),8.28 (brd, J=7.8
H2"(s, 1H) Hz, 1 H), 7.88 (brd, J=8.2 Hz, 1

H6(br d, 1H)

H6"(br d, 1H)

H), 7.49 (t, J=7.9 Hz, 1 H), 7.42
(brd, J=7.6 Hz, 1 H), 6.95 (dd,
J=7.2,5.2 Hz, 1 H)

NH(s, 1H) S
< H4"(br d, 1H) ©
= 2 H5"(t, 1H)
© H4"(br d, 1H)
H5(dd, 1H) N
N~
H5"(t, 1H) 93 ol H4(br d, 1H)
) Vol N ~
2 < o & H5(dd, 1H)
N g™ < LD:‘
g " 3 9o o
o 9N " 23
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»
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Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 09/03/2018 12:33:00
168.9 | 1 s COOH Date Stamp 09/03/2018 12:33:00
155.0 1 s 2 Frequency (MHz) 125.7870
1525 1 s 6 Nucleus 13C
: Number of Transients 64
1407 | 1| s 4 Solvent DMSO-d6
1406 | 1 s 1"
130.0 | 1 s 5"
1254 | 1] s 4" '3C NMR (126 MHz, DMSO-d;) &
1;‘2“2‘ 1 s jj ppm 168.9 (s, 1 C), 155.0 (s, 1
ros T z - C), 152.5 (s, 1 C), 140.7 (s, 1 C),
115'0 1 . a 140.6 (s, 1 C), 130.0 (s, 1 C),
111'5 ] . " 1254 (s,1C),124.4 (s, 1 C),
108'4 y s 3 122.2 (s,1C),119.0 (s, 1 C),
: 115.0(s,1C), 111.5(s, 1 C),
108.4 (s, 1 C)
6"(1C)
B 2"(1Cc
& 5%(1C) ir )
2(10) 5 (10 g 510)
oo 4(1C T f 3
COOH(1C) 2 (e < s
o o 1"(1C) 2 T 3"(1C)
: T 3310
T 5 Sk T3
8 T 3
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H6"(dd, 1H)
H5(dd, 1H)
H5"(t, 1H)
Hé(dd, 1H)
NH(s, 1H) n
° H4(dd, 1H) _ =
o N
<
T 23807285
PP % © O g

COOH(br s, 1H)

7-22 8.1 1

L 689

Me(sm, 3H)
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Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 10/04/2018 11:15:00
13.63| 1 | brs - COOH Date Stamp 10/04/2018 11:15:00
10.30| 1 s _ NH Frequency (MHz) 500.1930
834 1| dd 47,20 H6 Nucleus 1H
Number of Transients 16
8.26 | 1 dd 77,19 H4 Solvent DOMSO-d6
8.11 | 1 dd 7.9,0.8 He6"
721 1 t 7.9 H5" ]
7.16 | 1 dd 7.9,1.2 H4" H NMR (500 MHz, DMSO'de) o
687 | 1| dd 7.8,47 H5 ppm 13.63 (brs, 1 H), 10.30 (s, 1
232 3 s Me H), 8.34 (dd, J=4.7, 2.0 Hz, 1 H),
8.26 (dd, J=7.7, 1.9 Hz, 1 H),
8.11 (dd, J=7.9, 0.8 Hz, 1 H),
7.21 (t, J=7.9 Hz, 1 H), 7.16 (dd,
J=7.9, 1.2 Hz, 1 H), 6.87 (dd,
J=7.8,4.7 Hz, 1 H), 2.32 (s, 3 H)
H5"(t, 1H)
H4"(dd, 1H)
HE(dd. 1H) -
H4(dd, 1H) E E
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Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 10/04/2018 11:20:00
169.2 | 1 s COOH Date Stamp 10/04/2018 11:20:00
155.8 1 s 2 Frequency (MHz) 125.7870
1527 1 s 6 Nucleus 13C
Number of Transients 64
1406 | 1] s 4 Solvent DMSO-d6
139.8 | 1 s 1"
1335 | 1 s 3"
126.9 | 1 s 5" 13
7 11 < o C NMR (126 MHz, DMSO-dg) &
1211 | 1] s 4 ppm 169.2 (s, 1 C), 155.8 (s, 1
1141 | 1| s 5 C), 152.7 (s,1C), 140.6 (s, 1 C),
1078 | 1| s 3 139.8 (s, 1 C), 133.5 (s, 1 C),
147 |1 s Me 126.9 (s, 1 C), 123.7 (s, 1 C),
121.1(s,1C), 1141 (s, 1 C),
107.8 (s, 1 C), 14.7 (s, 1 C)
5
3
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5"(1C) 4"(1C)
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Shift | H | m| J Assign Acquisition Time (sec) 10.6168
H O (ppm) (Hz) Date 10/01/2017 14:41:00
972 1 |s NH Date Stamp 10/01/2017 14:41:00
835! 1| s H6 Frequency (MHz) 300.1310
1 753 5 |m| - | H4,H2' H4", H5", HE" Nucleus M
Number of Transients 16
723|1]d] 89 H3 Solvent CHLOROFORM-d
'H NMR (300 MHz,
OZN 4 CHLOROFORM-d) & ppm 9.72
3 (s,1H),835(s,1H),7.41-7.64
e (m, 5H), 7.23 (d, J=8.9 Hz, 1 H)
H3(d, 1H)
N
~
H4,H2",H4" H5",H6"(m, 5H)
H3(d, 1H)
N
m H4,H2" H4" H5",H6"(m, 5H)
3
N~
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N~
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Shift C m J Assign Acquisition Time (sec) 3.6438
(ppm) (Hz) Date 10/08/2016 08:00:00
168.3 | 1 s COOH Date Stamp 10/08/2016 08:00:00
151.6 1 s 2 Frequency (MHz) 75.4753
139.5 1 s qn Nucleus 13C
Number of Transients 12000
1374 | 1] s 5 Solvent DMSO-d6
130.9 | 1 s 4
1294 | 1 s 6
1283 | 1| s 5" 3C NMR (75 MHz, DMSO-d;) &
1276 |1] s | - ¢ ppm 168.3 (s, 1 C), 151.6 (s, 1
121.9 | 1 q 4.1 2"
T = . C), 139.5 (s, 1 C), 137.4 (s, 1 C),
T : : 1 130.9 (s, 1 C), 129.4 (s, 1 C),
o T ; 128.3 (s, 1 C), 127.6 (s, 1 C),
: 121.9 (q, J=4.1 Hz, 1 C), 120.4
(q, J=4.4 Hz, 1 C), 113.7 (s, 1 C),
112.1 (s, 1 C)
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Shift | H m J Assign Acquisition Time (sec) 3.2768
H O (ppm) (Hz) Date 28 Aug 2017 17:31:44
1367| 1| brs COOH Date Stamp 28 Aug 2017 17:31:44
10.03| 1 s - NH Frequency (MHz) 500.1900
1 816| 1| d 2.0 H6 Nucleus 1H
6 7711 1 ad 9.0.23 Ha Number of Transients 16
: 2 Solvent DMSO-d6
764 3 m - H2", H5", H6" Temperature (degree C) 24.999
5 7.50 | 1 d 6.9 H4" ]
731 1 d 8.9 H3 H NMR (500 MHz, DMSO-d6) o)
F.C ppm 13.67 (br s, 1 H), 10.03 (s, 1
3
4 H), 8.16 (d, J=2.0 Hz, 1 H), 7.71
(dd, J=9.0, 2.3 Hz, 1 H), 7.59 -
7.67 (m, 3 H), 7.50 (d, J=6.9 Hz,
1H), 7.31 (d, J=8.9 Hz, 1 H)
H2",H5",H6"(m, 3H)
HAT(E. TH) H2",H5" H6"(m, 3H)
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H O Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 28/08/2017 17:36:00
168.7 | 1 s - COOH Date Stamp 28/08/2017 17:36:00
1 149.2 1 s 2 Frequency (MHz) 125.7870
140.4 1 s qn Nucleus 13C
6 : ” Number of Transients 64
107 | 1] s - 5 Solvent DMSO-d6
5 130.7 | 1 q 47 4
1304 | 1 q 31.8 3" 13
F C 1289 | 1 q 42 6 C NMR (126 MHz, DMSO-d6) o)
3 A 1262 |1 s | - 6" ppm 168.7 (s, 1 C), 149.2 (s, 1
1243 | 1 q |271.0 CF3 C),140.4 (s, 1 C), 130.7 (s, 1 C),
123.9 | 1 q |2724 CF3 130.7 (q, J=4.7 Hz, 1 C), 130.4
1206 | 1 q 3.9 4" (q, J=31.8 Hz, 1 C), 128.9 (q,
119.0 | 1 q 44 2" J=4.2Hz, 1C), 126.2 (s, 1 C),
179 | 1 q 31.6 5 124.3 (q, J=271.0 Hz, 1 C),
1144 | 1 s 3 123.9 (q, J=272.4 Hz, 1 C)
NVR-4_13C y ) ) )
B 129 |1 s L 120.6 (q, J=3.9 Hz, 1 C), 119.0
5 (q, J~4.4 Hz, 1 C), 117.9 (q,
3 } J=31.6 Hz, 1 C), 114.4 (s, 1 C),
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4
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H O Shift m Acquisition Time (sec) 2.9360
(ppm) Date 28/08/2017 17:43:00
-60.24 s Date Stamp 28/08/2017 17:43:00
1 -61.23 s Frequency (MHz) 470.6020
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
)
F.C "°F NMR (471 MHz, DMSO-d;) &
3 A ppm -60.24 (s, 3 F), -61.23 (s, 3
F)
3F |
3F i £
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- f s ;
1.0 — <
i N
N | 3
“O? ] ;
0.5
1 |
] | |
7ﬁﬁlj — T i T \J LA B
-60.0 -60.5 Chemical Shift (ppm)
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
-10 -20 -30 -40 -50 -60 -70 -80 -90 -100 -110 -120 -130 -140 -150 -160 -170 Chemical Shift (ppm)

NVR-4 19F.spc




Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 30 Apr 2018 12:35:27
HO 13.80| 1| brs COOH Date Stamp 30 Apr 2018 12:35:27
12.18| 1 s - CONH Frequency (MHz) 400.0700
872 1| d 8.0 3 Nucleus . 1H
1 .06 | 1 ad 8.0 15 6 Number of Transients 16
: = L Solvent DMSO-d6
6 796 | 2 d 7.0 2", 6" Temperature (degree C) 25.007
763 | 4 m - 4", 3" 5" 4 )
722 1| ddd |8.2,6.9, 1.0 5 H NMR (400 MHz, DMSO-d) 6
5 ppm 13.80 (brs, 1 H), 12.18 (s, 1
H), 8.72 (d, J=8.0 Hz, 1 H), 8.06
4 (dd, J=8.0, 1.5 Hz, 1 H), 7.96 (d,
J=7.0Hz,2H),7.54-7.73 (m, 4
H), 7.22 (ddd, J=8.2, 6.9, 1.0 Hz,
1H)
2" 6"(d, 2H)
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) ,3",5",4(m, 4H)
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Shift C m Assign Acquisition Time (sec) 1.0224
(ppm) Date 30 Apr 2018 12:39:51
170.0 1 s COOH Date Stamp 30 Apr 2018 12:39:51
164.7 1 s CONH Frequency (MHz) 100.5977
1411 1 " Nucleus 13C
. s 1
Number of Transients 64
1345 | 1] s 2 Solvent DMSO-d6
134.3 1 S 6 Temperature (degree C) 25.005
132.2 1 s 5
131.3 1 s 4 13
o0 T2 < T C NMR (101 MHz, DMSO-dg) &
1270 | 2| s ppm 170.0 (s, 1 C), 164.7 (s, 1
1230 | 1| s C), 141.1 (s, 1 C), 134.5 (s, 1 C),
119.9 | 1 s 3 134.3 (s, 1C),132.2 (s, 1 C),
166 | 1| s 1 131.3 (s, 1 C), 129.0 (s, 2 C),
127.0 (s, 2 C), 123.0 (s, 1 C),
119.9 (s, 1 C), 116.6 (s, 1 C)
2",6'H'(2C)
3",5'H'(2C)
g 3
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Shift | H| m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 31/07/2017 13:04:00
11.54| 1 s - CONH Date Stamp 31/07/2017 13:04:00
859| 1| dd| 84,08 H6 Frequency (MHz) 500.1930
805| 3| m H3, H6", H2" Nucleus 1H
" " " Number of Transients 16
762 4| m - H5, H4", H5", H3 Solvent DMSO-d6
737 1| td 7.6,11 H4

"H NMR (500 MHz, DMSO-d;) &

ppm 11.54 (s, 1 H), 8.59 (dd,
J=8.4,0.8 Hz, 1 H), 8.02 - 8.08
(m, 3 H),7.57 -7.68 (m, 4 H),

) 7.37 (td, J=7.6, 1.1 Hz, 1 H)
H5,H4" H5" H3"(m, 4H)
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Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 31/07/2017 18:48:00
165.1 | 1 s CONH Date Stamp 31/07/2017 18:48:00
154.6 1 brs Tet-C Frequency (MHz) 125.7870
1372 1 s 1 Nucleus 13C
" Number of Transients 256
1344 | 1] s ! Solvent DMSO-d6
1322 | 1 s 4"
1319 | 1 s 5
1289 | 2 s 3" 5" 13
1287 | 1 s 4 C NMR (126 MHz, DMSO-d;;) &
1273 | 2| s 2" 6" ppm 165.1 (s, 1 C), 154.6 (br s, 1
5 1242 | 1| s 3 C),137.2(s,1C),134.4 (s, 1 C),
1219 |1 s 6 132.2 (s, 1C), 131.9 (s, 1 C),
‘ 134 | 1| s 2 128.9 (s,2C), 128.7 (s, 1 C),
p 127.3(s,2C),124.2 (s, 1 C),
i a(1c) 121.9(s,1C), 113.4 (s, 1 C)
3",5"(2C)
3",5"(2C) :
' 2"6"(2C)
2",6"(2C) o
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Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 31/07/2017 12:54:00
11.50| 1 s - CONH Date Stamp 31/07/2017 12:54:00
8.60 | 1 dd 84,08 H6 Frequency (MHz) 500.1930
808| 1| dd 79,14 H3 Nucleus 1H
’ Number of Transients 16
8.02| 2| brd 9.2 H2", H6" Solvent DMSO-d6
760 | 1| ddd |84,7.4,14 H5
7.32 | 1 td 7.6,1.1 H4 ;
712 | 2| brd 8.9 H3", H5" H NMR (500 MHz, DMSO-d) 6
385| 3| s OMe ppm 11.50 (s, 1 H), 8.60 (dd,
J=8.4, 0.8 Hz, 1 H), 8.08 (dd,
OMe(s, 3H) J=7.9,1.4 Hz, 1 H), 8.02 (brd,
> J=9.2 Hz, 2 H), 7.60 (ddd, J=8.4,
o 74,14 Hz, 1 H), 7.32 (td, J=7.6,
1.1Hz,1H),7.12 (brd, J=8.9
Hz, 2 H), 3.85 (s, 3 H)
H3(dd, 1H)
H2",H6"(br d, 2H) H3",H5"(br d, 2H)
- ™
8% N
o N
H6(dd, 1H)
H5(ddd, 1H)
H4(td, 1H) HE(dd, 1H) H4(td, 1H)
d > H5(ddd, 1H) =
H3",H5"(br d, 2H) co0n o © N SRS
' o ® PP 322 3 N
H3(dd, 1H) Sw® o
¢ Cl &g o -
H2",H6"(br d, 2H) NN~ | N8B g
- ® S e ki
82 = @
CONH(s, 1H) o iy ;L Jd J )L
3 | v J
A > [
00 2B o & 1.00 1.011.99 1.00 0.99 2.00
s0 23| e R 3 L L L ] ]
N T ] T T T ] T T L L A L A A
‘ uxL 8.5 8.0 Chemical Shift (ppm)
) —
— ™
0.97 1.001.01 1.991.00 0.992.00 3.33
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\u\\‘\\\\‘\\u\\‘u\\\l\:“\%‘\\‘u\\\\u‘\\\\‘\\\\‘u\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\ NVR-29_1H.SpeCtrUS
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Shift C m Assign Acquisition Time (sec) 2.0447

(ppm) Date 31/07/2017 17:20:00

1646 | 1 s CONH Date Stamp 31/07/2017 17:20:00

162.4 1 s 4" Frequency (MHz) 125.7870

1546 | 1| brs Tet-C Nucleus ___13C

Number of Transients 256

1375 | 1] s ! Solvent DMSO-d6

1320 | 1 s 5

1293 | 2 s 2" 6"

1288 | 1| s 3 '3C NMR (126 MHz, DMSO-d;) &

Eg: 1 s 14 ppm 164.6 (s, 1 C), 162.4 (s, 1

T > ; C), 154.6 (brs, 1 C), 137.5 (s, 1
5 a2 T z o C), 132.0 (s, 1 C), 129.3 (s, 2 C),

112:9 ; . 2 128.8 (s, 1C), 126.5 (s, 1 C),

w6 | 1 s OMe 123.9(s,1C),121.7 (s, 1 C),

114.2 (s, 2C), 112.9 (s, 1 C),

55.6 (s, 1 C)

0
3
2",67(2C) 3" 5"(2C)
3(1C) o
3 e
Q
1"(1C)
4(1C
1(1C)‘(‘ )
‘ 3",5"(2C)
5(1¢c) '
| 2(10)
3(1€) o 5(1C) 6(1C)
3 F 1(1C) 2 o 1"(1C) 410
Tet-C(1C) 8T i - s 3 2 =
; OMe(1C) N T T S Q T
CONH(1C) o ® & = 2(1€)
‘ ©
4"(1C) 8 E
3% 5I%8 ]
< - N
&% RNMRIN
N
& - L U( JL J
2 T ‘ T T 7 ‘ T T T ‘ T T 7 ‘ T T T ‘ T T 7T ‘ T T 7 ‘ T T T ‘ T T 7T ‘ T T 7 ‘ T T 7T ‘ T
\ 135 130 125 120 Chemical Shift (ppm)

20 150 100 50 Chemical Shift (opm) NVR-29_13C.spectrus



Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 03/08/2017 16:02:00
11.75| 5 s - NH Date Stamp 03/08/2017 16:02:00
8.74 | 1 d 2.1 H6 Frequency (MHz) 500.1930
4" 809| 1| d 8.4 H3 Nucleus 1H
: : — Number of Transients 16
8.06| 2 | brd 7.0 H6", H2 Solvent DOMSO-d6
768 1| brt 7.0 H4"
5" 762 | 2| brt 6.9 H5", H3" ]
7.46 1 dd 8.4,2.1 H4 H NMR (500 MHZ, DMSO'd6) 6
ppm 11.75 (s, 5 H), 8.74 (d,
J=2.1 Hz, 1 H), 8.09 (d, J=8.4
Hz, 1 H), 8.06 (brd, J=7.0 Hz, 2
H), 7.68 (brt, J=7.0 Hz, 1 H),
7.62 (brt, J=6.9 Hz, 2 H), 7.46
(dd, J=8.4, 2.1 Hz, 1 H)
H5",H3"(br t, 2H)
H4(dd, 1H)
" H6",H2"(br d, 2H) H5",H3"(br t, 2H)
H6(d, 1H) —
" H3(d, 1H) H4"(br t, 1H)
H4"(br t, 1H) — a o
H6",H2"(br d, 2H) H6(d, 1H) oo w~
r— 0 ©
H3(d, 1H) N N o 8¢
88 i ® s &
o N~ o
K8 H4(dd, 1H)
TN o© 5€uw
NH(s, 5H) & 3 NN
© ~
N
S
~S
N~ I~
J ——J 4 /\K\_@ -
f‘/"‘\ e JL e
0.89 O.‘98 1.55 0.982.‘01 1.00
[ L L [
7o) T ‘ T ‘ T ‘ T T T ‘ T ‘ T T T T ‘ T T
5 & E 8.5 8.0 Chemical Shift (ppm)
[e0]
Jt L S A
‘//// ‘// = 'Ti;"'—r—n,,,,,,1
1.00 0.890.981.95 0.982.01 1.00
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\u\\\\\\\\‘\\\u\‘\u\\\u‘\\\u\‘\u\\\%\\\\\\\\\‘\\\\\\\\\‘\\\\‘\\\\‘\\\\\\\\\‘\\\\‘\\\\‘\ NVR-16_1H.SpeCtrUS
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Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 05/08/2017 06:51:00
165.3 | 1 s CONH Date Stamp 05/08/2017 06:51:00
154.4 1 brs Tet-C Frequency (MHz) 125.7870
138.3 1 s 1 Nucleus 13C
" Number of Transients 256
162 | 1] s ! Solvent DMSO-d6
134.0 | 1 s 5
1325 | 1 s 4"
130.2 | 1 s 3 13
1290 | 2 s ey C NMR (126 MHz, DMSO-d;;) &
1274 | 2| s ppm 165.3 (s, 1 C), 154.4 (br s, 1
1240 | 1| s 4 C),138.3(s,1C), 136.2 (s, 1 C),
1209 | 1| s 6 134.0 (s, 1 C), 132.5 (s, 1 C),
122 | 1] s 2 130.2 (s, 1 C), 129.0 (s, 2 C),
1274 (s,2C),124.0 (s, 1 C),
wan 1209 (s,1C), 1122 (s,1C
5,3"(2C) ( ) ( )
6",2"(2C)
o ~ ©
3 s
1(1C)
5(1C)
4"(1c
(1c) 3(1C) 6(1C)
5" 3"(2C) 4"(1€c) 4(1C) ;
| ! © ! —
n o ey 810 = 3 >
6",2"(2C) 1o 2 o 3 5 S
3(1C) % 2 g v -
a(1c) T8 7 2(1€)
[To]
110) 6(1C) o
Tet-C(1C) & & T
! e N
CONH(1C) Sd 210) JLk
N o 2598E
E Q% %%g IR WW WW T——— IR
— N <7 - T
§ “: \\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
\ H} | 135 130 125 120 Chemical Shift (ppm)

20 150 10 50 Chemical Shift (ppm) NVR-16_13C.spectrus



Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 19/07/2017 10:55:00
HO 11.02| 1 - NH Date Stamp 19/07/2017 10:55:00
8.28 | 1 8.9 3 Frequency (MHz) 500.1930
820 | 1 23 6 Nucleus 1H
1 : : Number of Transients 16
788 1] dd | 8822 Solvent DMSO-d6
6 7.45| 2| brd 8.5 6", 2"
6.82| 2 | brd 8.5 5" 3" ;
370 3 s . OMe H NMR (500 MHz, DMSO-d;) 6
286 | 2| t 7.6 CH2Ph ppm 11.02 (s, 1 H), 8.28 (d,
| ) CH2Ph(t, 2H) 266 2| 't 7.6 COCH2 J=8.9 Hz, 1 H), 8.20 (d, J=2.3
4 COCH2(t, 2H) Hz, 1 H), 7.88 (dd, J=8.8, 2.2 Hz,
OMols, 3H) | 1H), 7.15 (br d, J=8.5 Hz, 2 H),
C”)’ 6.82 (br d, J=8.5 Hz, 2 H), 3.70
o (s, 3 H),2.86 (t, J=7.6 Hz, 2 H),
2.66 (t, J=7.6 Hz, 2 H)
5",3"(br d, 2H)
&
6",2"(br d, 2H) s
© o
ANl ©
6(d, 1H) e
3(d, 1H)8 > N
N ®
Qs
P
S
3(d, 1H) iy
" DMSO-d6
4(dd, 1H), =
6(d, 1H) & 3
NH(s, 1H) 02l o /
~ ~eexT 93 J
E gies ae
e 23 ~ 1.00 0.96 1.99 2.31
'\. '\ [Te} : g T l\:“ l\:‘\ T ‘ T T ‘ ‘ T ‘ \l:\‘ T T ‘ T T %‘ ‘
. ©
B N3 8.0 75 Chemical Shift (ppm)
- ML l W Wl L
0.98 150096099199231 2.92 205>06
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\L‘J\\\\‘\\\.L\J‘\.\u\\‘.u\\\.\u‘\.\u\\‘\\\\‘\\\\‘\.u\\\‘.u\\\.g‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\ NVR-31_1H.SpeCtrUS
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DMSO-d6

CH2Ph(1C)
0
3
1(1C)
2",6"(2C)
3(1)
3",5"(2C)
4"(1C) 4(1C) -
8 &
CONH(1C)  2(1C) o o OMe(1C)
COOH(1C)  6(1C) | ©
‘ ' 5(1C) b
8T 8 83 9 o ! 3 | g
38 5 98 & o 5 25
et T T )T 8 gmo
S e
L } ‘ |
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 T ‘ T T T T ‘ T T T T ‘ T T T
200 150 100 50 Chemical Shift (ppm)

Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 20/07/2017 01:47:00
1707 | 1 s CONH Date Stamp 20/07/2017 01:47:00
168.1 1 s COOH Frequency (MHz) 125.7870
157 6 1 s 4" Nucleus 13C
Number of Transients 2048
1422 | 1] s 4 Solvent DMSO-d6
1403 | 1 s 2
138.9 | 1 s 6
1325 | 1] s " '3C NMR (126 MHz, DMSO-d;) &
12:2 f s 2"56" ppm 170.7 (s, 1 C), 168.1 (s, 1
118'7 1 z 1 C),157.6 (s,1C),142.2 (s, 1 C),
113'7 5 R 5 140.3 (s, 1 C), 138.9 (s, 1 C),
85'7 ; . 5 132.5(s,1C),129.2 (s, 2 C),
55'0 y s OMe 122.2 (s, 1C), 118.7 (s, 1 C),
296 ] s CH2PN 113.7 (s,2C), 85.7 (s,1C), 55.0
(s,1C),29.6 (s,10C)
3",5"(2C)
2,6"(2C) M
N~
S ]
g ~
2(1c)
4"(1C) 4(1c) 6(1C) (10 3(1¢)
2 Sq3 e 10
e ¥ o8 = 3 8
T R TooZ
N
S
| — -
H\\‘\\H‘H\\‘\H\‘HH‘\H\‘HH‘\H\‘HH‘\H\‘\H\‘\H\‘\\H‘HH‘\\H‘HH‘HH‘HH‘HH“
155 150 145 140 130 Chemical Shift (ppm)

NVR-31_13C.spectrus



CONHﬁ(s, 1H)

10.55

H4(br t, 1H)

H3(dd, 1H)
H5(br t, 1H)
H2",H6"(d, 2H)

H3",H5"(br d, 2H)
H6(d, 1H)

5.75

1.03
H

~
~

1 1
1.021.001.00 1.051.88 1.90
4 ¢ U U d !

Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 02/08/2017 15:18:00
10.55| 1 - CONH Date Stamp 02/08/2017 15:18:00
8.27 | 1 8.2 H6 Frequency (MHz) 500.1930
789 1| dd 7.9,1.2 H3 Nucleus 1H
Number of Transients 16
756 | 1| brt 8.2 H5 Solvent DOMSO-d6
730 1| brt 7.6 H4
716 | 2 d 8.5 H2", H6" ]
6.81| 2 | brd 8.5 H3", H5" H NMR (500 MHz, DMSO'de) o
369| 3| s - OMe ppm 10.55 (s, 1 H), 8.27 (d,
288 2 t 7.6 CH2Ar J=8.2 Hz, 1 H), 7.89 (dd, J=7.9,
267 2 t 7.6 COCH2 1.2 Hz, 1 H), 7.56 (brt, J=8.2 Hz,
1H), 7.30 (brt, J=7.6 Hz, 1 H),
CH2Ar(t, 2H) 7.16 (d, J=8.5Hz, 2 H), 6.81 (br
OMe(s, 3H) d, J=8.5 Hz, 2 H), 3.69 (s, 3 H),
COCH2(t, 2H) 2.88 (t, J=7.6 Hz, 2 H), 2.67 (1,
o " J=7.6 Hz, 2 H)
o H3",H5"(br d, 2H)
H2",H6"(d, 2H) <
H4(br t, 1H) °
D @Q
g ~ ©
N~
H3(dd, 1H)
H6(d, 1H) . &
§§ 3%"2% H5(br t, 1H)
5 5 2 N
[N :
_J/ )/ Y _J )/ ))
2 &
N N
o ©3 1.02 1.00 1.00 1.05 1.88 1.90
2 g N T ‘ T T ‘ T T T ‘ T T T ‘ T T T T ‘ \l:\‘ T T ‘ T T }:\‘ ‘ T T
8.0 7.5 Chemical Shift (ppm)

/N

3.031.931.92
o0

16

14

12

10

8 6

4 2 0

Chemical Shift (ppm)

NVR-23 1H.spectrus



Shift C m Assign Acquisition Time (sec) 2.0447

(ppm) Date 02/08/2017 22:05:00

1707 | 1 s CONH Date Stamp 02/08/2017 22:05:00

157.5 1 s 4" Frequency (MHz) 125.7870

1543 | 1| brs Tet-C Nucleus _13C

Number of Transients 256

1370 | 1] s L Solvent DMSO-d6

1326 | 1 s 1"

131.7 | 1 s 6

1202 | 2| s 2',6" '3C NMR (126 MHz, DMSO-d;) &

Ejg 1 s j ppm 170.7 (s, 1 C), 157.5 (s, 1

oos T > : C), 154.3 (brs, 1 C), 137.0 (s, 1
5 113'7 5 z 5 C),132.6 (s,1C),131.7 (s, 1 C),

54_'9 ; s O;\Ae 129.2 (s,2C), 1289 (s, 1 C),

298 y s CH2AT 124.0 (s,1C),122.2 (s, 1 C),

113.7 (s, 2 C), 54.9 (s, 1 C), 29.8

(s,1C)

3(1¢) 3",5"(2C)
2",6"(2C) R
! ™
o s
6(1C) X
3(1C) T
5(1C)
1"(1C)
4(1¢)
1(1C)  3",5"(2C)
2",6"(2C) 6(1C)
» ; I
= @2 1"(1C 5(1C
& 7 47(1€) ey 0O - 1e)
T ~ " <~ @ 4(1C)
Yo} g © <« e} !
Tet-C(1C) r 2 g |8 o
" OMe(1C) 2 o e 2
#1e) o GH2Ar(1C =g
CONH(1C) 3 wr(1c) Tet-C(1C) Y
| I~ 'CE ©
5 B 83C2o L g 3
g B 889°3 : =
— B ~ N
Q b i A J t_ JL
§ \\\‘\\\\‘\\\\‘\\\\‘\H\‘\\\\‘\\\\‘\\\\‘\\H‘\\\\‘\\\\‘\\\\‘\H\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
| ‘ 155 150 145 140 135 130 Chemical Shift (ppm)

20 150 10 50 Chemical Shift (opm) NVR-23_13C.spectrus



NH(s, 1H)

10.83

S

OMe

5"

4(dd, 1H)

5",3"(br d, 2H)

COCH2(t, 2H)
CH2Ph(t, 2H)

o
i
N
OMe(s, 3H)
(2]
©
[s2]
-
o M~
© o
N

=

)

N o N~
N
=<

N I

1.04
d

!
1.00 1.091.072.152.41
! eewo !

Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 03/08/2017 02:13:00
10.83| 1 s - NH Date Stamp 03/08/2017 02:13:00
8.44 | 1 d 2.1 6 Frequency (MHz) 500.1930
8.00 | 1 d 8.4 3 Nucleus 1H
: : Number of Transients 16
7391 | ad 85,22 Solvent DMSO-d6
716 | 2 d 8.5 6", 2"
6.82 | 2 brd 8.7 5", 3" 1
Y IR : e H NMR (500 MHz, DMSO-d) &
289 | 2| t 75 CH2Ph ppm 10.83 (s, 1 H), 8.44 (d,
271 2 t 7.5 COCH2 J=2.1 Hz, 1 H), 8.00 (d, J=8.4
Hz, 1 H), 7.39 (dd, J=8.5, 2.2 Hz,
1 H), 7.16 (d, J=8.5 Hz, 2 H),
6.82 (br d, J=8.7 Hz, 2 H), 3.69
(s, 3 H), 2.89 (t, J=7.5 Hz, 2 H),
2.71 (t, J=7.5 Hz, 2 H)
5",3"(br d, 2H)
6 ,Z"Q, 2H) 2
3(d, 1H) E
6(d, TH) .2
23 27
o ® 4(dd, 1H)
3$33

7
7.23
\\
E
T

1.00 1.09 1.07 215 2.41
[ [ [ = =

‘ T T ‘ T T ‘ T T T I T T T T ‘ T T T T
8.0 7.5 Chemical Shift (ppm)

3.41 2.302.34
! oot

Chemical Shift (ppm)

16

14

12

10

8 6

4 2

NVR-21_1H.spectrus



Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 03/08/2017 02:27:00
1711 | 1 s CONH Date Stamp 03/08/2017 02:27:00
O M e 157.6 1 s Tet-C Frequency (MHz) 125.7870
138.0 1 s 1 Nucleus 13C
: Number of Transients 256
1358 | 1| s 5 Solvent DMSO-d6
B 1325 | 1 s 1"
1304 | 1 s 3
1202 | 2| s 2", 6" '3C NMR (126 MHz, DMSO-d;) &
Ef; 1 s 2 ppm 171.1 (s, 1 C), 157.6 (s, 1
113'7 ) z o C),138.0(s,1C), 135.8 (s, 1 C),
112'4 1 . 2 132.5(s,1C),130.4 (s, 1 C),
545 ; R oMo 129.2 (s,2C), 123.7 (s, 1 C),
29'6 ; R CHoAT 121.0(s,1C), 113.7 (s, 2 C),
1124 (s,1C),54.9 (s,1C), 29.6
(s.1C)
CH2Ar(1C) 3(1€) 2(1C)
b 2",67(2C) 3",5"(2C)
3 S -
2 3
CONH(1C) Tet-C(1C) 11er 1v(c) a(ic)
3(1C) 2 3 M0 3 o & 6(1C)
‘ 2 2 ; .
4(1c) = 2 g = 8 & g
NCTY N
1"(1C)3",5"(2C) © T o
' : ™ <
2(1C) e N
CONH(1C) 1(1C) " ‘ s
‘ ' 8(1C)
Tet-C(1C) 5(1C) o - OMe(1C) WW
3 8 335SgRusg 3 | g
E §§£§§F§§F§ % g \\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\
Vi \ \ 5 | | 168 160 152 144 136 Chemical Shift (ppm)
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200 150 100 50 Chemical Shift (ppm) NVR-21_1 BC.Spectrus



OMe

5"

6(d, 1H)

5(dd, 1H)

CH2Ph(t, 2H)
COCH2(t, 2H)

DMSO-d6

2.50

Shift | H m J Assign Acquisition Time (sec) 6.5536

(ppm) (Hz) Date 19/07/2017 10:51:00

11.01] 1 - NH Date Stamp 19/07/2017 10:51:00

8.67 | 1 9.0 6 Frequency (MHz) 500.1930

8.56 | 1 23 3 Nucleus 1H
Number of Transients 128

8.16 | 1 dd 8.9,24 5 Solvent DMSO-d6

757| 2| brd 8.7 6", 2"

723| 2| brd 8.7 5", 3" 1

a1l 3 < 5 oMo H NMR (500 MHz, DMSO-d,) &

329 2| t 7.6 CH2Ph ppm 11.01 (s, 1 H), 8.67 (d,

310 2| 7.8 COCH2 J=9.0 Hz, 1 H), 8.56 (d, J=2.3
Hz, 1 H), 8.16 (dd, J=8.9, 2.4 Hz,
1 H), 7.57 (brd, J=8.7 Hz, 2 H),
7.23 (brd, J=8.7 Hz, 2 H), 4.11
(s, 3 H), 3.29 (t, J=7.6 Hz, 2 H),
3.10 (t, J=7.8 Hz, 2 H)

5,3"(br d, 2H)
6",2"(br d, 2H) ~
5(dd, 1H)

5",3"(br d, 2H) OMe(s, 3H)
6",2"(bﬂr d, 2H) i

o st ALIL, AL i 2
5 §§§§gg£§§§§ §§§§§ R 80 | Chemical Shift (ppm)
I8 /H ¥ }‘[M )MU
0.99 1621 é) 1.02 2.\‘1 0>15 2.882.;4 >.O7

S O s NVR-30 1H.spectrus
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)



Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 19/07/2017 23:59:00
170.8 | 1 s CONH Date Stamp 19/07/2017 23:59:00
O M e 157.6 1 s 4" Frequency (MHz) 125.7870
1535 | 1| brs Tet-C Nucleus ____13C
Number of Transients 2048
1362 | 1| s ! Solvent DMSO-d6
B 1342 | 1 s 3
1325 | 1 s 1"
1311 | 1] s 5 '3C NMR (126 MHz, DMSO-d;) &
Eji f s 2";36" ppm 170.8 (s, 1 C), 157.6 (s, 1
a0 T z ; C), 153.5 (brs, 1 C), 136.2 (s, 1
115'4 1 . ) C),134.2 (s,1C),132.5 (s, 1 C),
113'7 T 5 131.1(s,1C),129.2 (s, 2 C),
54'9 ; s O;\Ae 124.0 (s, 1C),118.0 (s, 1 C),
207 | 1 s CH2Ar 1154 (s,1C), 113.7 (s, 2 C),
54.9 (s, 1C),30.7 (s, 1C)
CH2Ar(1C)
' 2(1C)
o '
3 2",67(2C) 3"5%(2C)
& 2
& ¢
3(1C 1"(1C)
! 310 541y
1(10), 2(10) 2 401e) 110 o
5(1€)4(1C) 8 & o N8 = 6(1C)
N~ .
Tet-C(1C) 3",5"(2C) 2 g 2T 3 10 g
n 1 1 ~ er 2
4"(1C) & R Tet-C(1C) & -
' g O OMe(1C) ﬁ < 8
CONH(1C) - - ! © S o
3 ‘ b B 2 -
g 2 b 83 "s g 3 > T T
i 58 B283 B3 o S
™ T o T - - ~
‘,: IYe) O \\‘\\\\‘\\\\‘\\\\‘H\\‘H\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\H‘\\\\‘\\\\‘\\\\‘\\\\‘\\.\\‘\\\\‘.\\\\‘\\\\
{ ’ | 3 HH | | ! 155 150 145 140 135 130 Chemical Shift (ppm)

200 150 100 50 Chemical Shift (ppm) NVR-30_13C.spectrus



Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 01/08/2017 16:12:00
10.92| 1 - CONH Date Stamp 01/08/2017 16:12:00
841 | 1 8.1 6 Frequency (MHz) 500.1930
8.01 | 1 78 3 Nucleus 1H
: : — Number of Transients 16
770 2| dd 7.9,1.3 2" 6 Solvent DMSO-d6
7.64 | 1 d 15.7 CHPh
759 | 1| ddd |8.4,75, 1.4 5 ;
7431 3| m - 4" 3" 5 H NMR (500 MHz, DMSO-d;) 6
733 1| ddd |7.9,7.0,0.9 4 ppm 10.92 (s, 1 H), 8.41 (d,
6.89 | 1 d 15.7 COCH J=8.1 Hz, 1 H), 8.01 (d, J=7.8
Hz, 1 H), 7.70 (dd, J=7.9, 1.3 Hz,
5 2H),7.64 (d, J=15.7 Hz, 1 H),
3(d, 1H) 7.59 (ddd, J=8.4,7.5, 1.4 Hz, 1
| H), 7.39 - 7.48 (m, 3 H), 7.33
4",3",5"(m, 3H
- 3H) (ddd, J=7.9, 7.0, 0.9 Hz, 1 H),
COCH(d, 1H) 6.89 (d, J=15.7 Hz, 1 H)
4(ddd, 1H)
CHPh(d, 1H) 4"3"5"(m, 3H)
5(ddd, 1H) CHPh(d, 1H)
2",6"(dd, 2H) 5(ddd, 1H) (9% 1H)
E 2",6"(dd, 2H) §
6(d, 1H) 2 3 COCH(d, 1H)
o3 o3 T 5
NN 6(d, H on |58 R 2
CONH(s, 1H) - (d, 1H) ad, H RN e
N E g N~ q g o T <] 8
g T S R = © s
o ~
[(e]
«2 || AN
35 g||” ; ;
@ s
: : : 7
1.00 1.04 2.061.111.08 3.36 1.09 1.05
[ (I Iy N [
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- Q |
— 7\ =
0.98 1.001.042.061.111.083.361.09 1.0
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Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 02/08/2017 07:14:00
163.9 | 1 s CONH Date Stamp 02/08/2017 07:14:00
154.5 1 s Tet-C Frequency (MHz) 125.7870
1410 | 1] s CHPh Nucleus 13C
: Number of Transients 256
1370 | 1] s ! Solvent DMSO-d6
1344 | 1 s 1"
1315 | 1 s 5
1300 | 1] s 4" '3C NMR (126 MHz, DMSO-d;) &
e T ppm 163.9 (s, 1 C), 154.5 (s, 1
50 s z o C), 141.0 (s, 1C), 137.0 (s, 1 C),
5 124'2 1 . ;1 1344 (s,1C),131.5(s, 1 C),
122'5 ] . CHCO 130.0 (s, 1 C), 129.1 (s, 1 C),
122'2 y s 5 129.0 (s,2C),128.0 (s, 2 C),
1143 | 1 s 5 124.2 (s,1C),122.5 (s, 1 C),
122.2 (s,1C),114.3 (s, 1 C)
3(1€)
6",2"(2C)
CHPh(1C) 4"(1C)
1"(1C) 5",3"(2C)
3(1C) &8
| | (X) 0]
6",2"(2C) S
4(10)
1(1C) 6(1C)
47(1¢) CHCO(1C)
% § CHPh(1C) 6(1C)
S 2 gy 519 -
< o) 0O a1c) 5
3 0 - N
& e 5 Oa o Q7 2(1c
o 3 2 ol Q< (1€)
Tet-C(1C) 2(10) o 2 o 3 8§ -
CONH(1C) 3 © i g
g §99 g T
g 32 T, 5 g
o * i z
T 87 “-g 983 L N .
N~ (2] N N~ © o
e S \‘: mg; ‘_‘_g \\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\
| | | | I 140 135 130 125 Chemical Shift (ppm)
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Shift | H m J Assign Acquisition Time (sec) 8.1920
(ppm) (Hz) Date 20/12/2017 15:33:00
10.90| 1| brs - CONH Date Stamp 20/12/2017 15:33:00
OMe 8.42 | 1 brd 8.3 H6 Frequency (MHz) 400.1320
796 1| brd 7.3 H3 Nucleus 1H
Number of Transients 16
766 | 2 | brd 8.4 H2", H6" Solvent DMSO-d6
758 2| m H5, CHAr
5" 731 1| brt 7.4 H4 ;
7.01| 2| brd 8.4 H3", H5" H NMR (400 MHz, DMSO-d;) 6
672| 1| brd 15.6 COCH ppm 10.90 (br's, 1 H), 8.42 (br d,
OMe(s, 3H) 381 3| s OMe J=8.3 Hz, 1 H), 7.96 (brd, J=7.3
S Hz, 1 H), 7.66 (br d, J=8.4 Hz, 2
3 H), 7.50 - 7.63 (m, 2 H), 7.31 (br
t, J=7.4 Hz, 1 H), 7.01 (br d,
J=8.4 Hz, 2 H), 6.72 (br d,
J=15.6 Hz, 1 H), 3.81 (s, 3 H)
H5,CHAr(m, 2H)
H2",H6"(br d, 2H)
" H3",H5"(br d, 2H)
COCHI(br d, 1H) OVISOd6 NN S8
; o b 38
H4(br t, 1H) ~
H3",H5"(br d, 2H) §
H3(br d, 1H) H6(br d, 1H) H3(br d, 1H) H4(br t, 1H) COCH(br d, 1H)
H5,CHAr(m, 2H) - © P - <«
- 0% ~ & N ® o~
H6(br d, 1H) 5 ® o © ~ o
n 0
H2",H6"(br d, 2H) - oo
’ 213
©~ Ng ~
CONH(br s, 1H) NN
N~
2 2L
= NN
T < /) ,,
23 8|58 c )/ / s A s e
oc® N © s
0.98 1.02 1.93 2.31 1.11 2.23 1.16
E [— | | | | | ] |
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OMe

OMe(1C)

39.51

3(1)

4(1C)
6(1C)
CHAr(1C)
5(1C)
1"(1C)
CHCO(1C)
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160.77
140.85
55.32

A A A A
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200

150 100 50

Chemical Shift (ppm)

Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 20/12/2017 21:32:00
164.1 | 1 s CONH Date Stamp 20/12/2017 21:32:00
160.8 1 s 4" Frequency (MHz) 100.6230
1409 | 1] s CHAr Nucleus 13C
Number of Transients 256
1371 | 1] s L Solvent DMSO-d6
1313 | 1 s 5
1297 | 2 s 2" "
1289 | 1] s 3 C NMR (101 MHz, DMSO-d;) &
gg 1 s 14 ppm 164.1 (s, 1 C), 160.8 (s, 1
oos T z hco C), 140.9 (s, 1 C), 137.1 (s, 1 C),
119'5 1 . 5 131.3(s,1C), 129.7 (s, 2 C),
114'4 5 s P 128.9 (s,1C),127.0 (s, 1 C),
55'3 ; s O;\Ae 124.0 (s,1C),122.2 (s, 1 C),
119.5(s,1C),114.4 (s,2 C),
55.3 (s, 1C)
3(1C)
2",6"(2C) 3%57(2C)
N s
CHA(1C)
9 S(10) 1"(1C)  CHCO(1C)
: ©Q ' 6(1C
g 1(1C) 3 12 8 oz U9
IH\ e \ S ~ S 0
S - o v o
e Q -
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
140 135 130 125 Chemical Shift (ppm)

NVR-38 13C.spectrus




Shift | H m J Assign Acquisition Time (sec) 10.6168
(ppm) (Hz) Date 27/05/2017 13:40:00
10.76| 1 s - CONH Date Stamp 27/05/2017 13:40:00
O M 841 | 1 d 8.2 6 Frequency (MHz) 300.1310
€ 803| 1| dd 7.9,0.9 3 Nucleus 1H
: = Number of Transients 16
7882 m 5, CHAr Solvent DMSO-d6
733/ 2| m - 2" 4
725 1| brd 8.3 6" ]
OMe o T T a3 o H NMR (300 MHz, DMSO-d;) 8
679 1| d 15.6 COCH ppm 10.76 (s, 1 H), 8.41 (d,
3843 s OMe J=8.2 Hz, 1 H), 8.03 (dd, J=7.9,
380 3| s OMe 09Hz, 1H),7.52-7.64 (m, 2
5 H), 7.29 - 7.38 (m, 2 H), 7.25 (br
d, J=8.3 Hz, 1 H), 7.01 (d, J=8.3
Hz, 1 H), 6.79 (d, J=15.6 Hz, 1
NVR-27_1H OMe(s) NVR-27_1H H), 3.84 (s, 3 H), 3.80 (s, 3 H)
38
popes
2",4(m)
6"(br d)
&
5,CHAr(m) "
5,CHAr(m)
COCH(d)
“
2",4(m)
6"(br d)
5"(d)
CONH(s) 3(dd) &
o
© @
~ 6(d) _
T g % < N 8 2 E
S639 ~T o 0.98 1.00 2.10 2.131.03 0.96 1.03
@ O (I (I (I [l [ —
T ‘ T T T T ‘ T T ‘ T T T T ‘ T T T T ‘ T T T T ‘ T T T T ‘ T
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Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 02/08/2017 03:05:00
164.3 | 1 s 11 Date Stamp 02/08/2017 03:05:00
O M e 1542 | 1| brs 10 Frequency (MHz) 125.7870
150.7 1 s 3 Nucleus 13C
" Number of Transients 256
1490 | 1] s 4 Solvent DMSO-d6
1414 | 1 s CHAr
OMe 1372 | 1] s 1 i
1317 | 1 s 5 C NMR (126 MHz, DMSO-d6) o)
1203 | 1| s 1" ppm 164.3 (s, 1 C), 154.2 (br s, 1
127.3 | 1 s 3 C), 150.7 (s, 1 C), 149.0 (s, 1 C),
5 1241 | 1 s 4 1414 (s,1C),137.2 (s, 1 C),
1225 | 1 s 6 131.7 (s, 1C),129.3 (s, 1 C),
NVR-27_13C 1224 |1 s 6 127.3(s,1C),124.1 (s, 1 C),
o7 | 1 S CHCO 122.5(s,1C),122.4 (s, 1 C),
b 1139 | 1 s 2 119.7 (s, 1 C), 1139 (s, 1 C),
3 mz |1 s 5 111.7 (s, 1C), 1104 (s, 1 C),
1104 | 1] s 2 55.6 (s, 1C),55.6 (s, 1C)
55.6 1 s OMe
55.6 1 s OMe
6"
° i
I 2"
11 - CHAr % CHCo '
- 3 % L 5 3 8 5 R3
To g < 1 : " 4 o =9
g o S " 1 «© ! - o
-~ o < [= I
© T X TP S
~ » 8 ¢ N
o - o
T o
3
CHcoO )
2 OMe '"\
1] I w
" g oMe e
yoHars 6 2 10 o 5| e
W0, 41y 5 9 N 3 g |§ <
583 Twom® ~BBRI S T 8 T -
sog-—had wdor-s <
LEETIERRNG, §T T |
& 8 ® ) N
e § \‘: \\\‘\\\\‘\\\\‘\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\‘W\\\\‘\\\\\\\\\‘\\\
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Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 16/06/2017 03:58:00
10.81| 1 s CONH Date Stamp 16/06/2017 03:58:00
8.38 | 1 d 8.9 6 Frequency (MHz) 500.1930
O M e 817 | 1 s _ 3 Nucleus 1H
Number of Transients 128
776 1| brd 9.0 5 Solvent DMSO-d6
7.58 | 1 d 15.6 CHAr
731 1 s - 2" ;
OMe 7241 11 brd 8.4 6" H NMR (500 MHz, DMSO-d;) 6
701 1] d 8.4 5" ppm 10.81 (s, 1 H), 8.38 (d,
6.5 T 1 d 15.6 COCH J=8.9 Hz, 1 H), 8.17 (s, 1 H),
383| 3 s OMe 7.76 (brd, J=9.0 Hz, 1 H), 7.58
380 3| s OMe (d, J=15.6 Hz, 1 H), 7.31 (s, 1 H),
7.24 (brd, J=8.4 Hz, 1 H), 7.01
(d, J=8.4 Hz, 1 H), 6.76 (d,
DMSO-d6
J=15.6 Hz, 1 H), 3.83 (s, 3 H),
3.80 (s, 3 H)
OMne( ) Glm‘d)
OMe(5) 2%(s)
B 3(s) -
g - NG
i 5"(d)
ﬂ'\ﬂ i CHA(d) é COCH(d)
1 o
2 o 2 N o R o
o B~ S S~
d N~ ©
CHAr(d) dbrey T &
n '|: [{e] & -
5(br d) NS ~
COCH(d)
6"(br d)
w9 g8 9 33 2
CONH(s) 6a) 2 oo m © L
5 Lt o
o
T 1.00 1.01 1.01 1.03 1.021.03 1.03 1.03
[T [ (I I [ L (I
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o 8.5 8.0 7.5 Chemical Shift (ppm)
S
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NVR-32_13C
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4" COCH

Tetc 1 1" 25
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200
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Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 25/07/2017 03:58:00
164.4 | 1 s CONH Date Stamp 25/07/2017 03:58:00
153.8 1 s Tet-C Frequency (MHz) 125.7870
150.7 1 s 3 Nucleus 13C
" Number of Transients 2048
1490 | 1] s 4 Solvent DMSO-d6
1418 | 1 s CHAr
136.5 | 1 s 1
31 T s 3 "*C NMR (126 MHz, DMSO-d;) &
1313 | 1] s 5 ppm 164.4 (s, 1 C), 153.8 (s, 1
127.2 | 1 s 1" C), 150.7 (s, 1 C), 149.0 (s, 1 C),
124.2 | 1 s 6 141.8 (s, 1C), 136.5 (s, 1 C),
1225 | 1 s 6" 134.1(s,1C),131.3 (s, 1 C),
194 | 1 s COCH 127.2 (s,1C),124.2 (s, 1 C),
116.0 | 1 s 2 122.5(s,1C), 1194 (s, 1 C),
1156 | 1] s 4 116.0 (s, 1 C), 115.6 (s, 1 C),
M7 1] s ¥ 111.7 (s, 1 C), 110.5 (s, 1 C),
105 | 1] s 2 55.7 (s, 1 C), 55.6 (s, 1 C)
55.7 1 s OMe
55.6 1 s OMe
4 6
3" g CHAr .. COCH 32
o 2 : 3 s Y % g bRy
R ® Loa o 698 3 2 TS
< 3 s ¥ & NN = o -
8 ° 5 T 3 S
Telt-C T
I S o d A do qu e
\H\‘HH‘HH‘\H\‘HH‘HH‘\H\‘HH‘HH‘HH‘H\\‘\H\‘HH‘H\\‘\H\‘HH‘HH‘HH‘
150 145 140 135 130 125 Chemical Shift (ppm)
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Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 03/08/2017 16:31:00
11.53| 1 - CONH Date Stamp 03/08/2017 16:31:00
847 | 1 8.1 H6 Frequency (MHz) 500.1930
801| 1| dad 7.9,1.2 H3 Nucleus 1H
’ — Number of Transients 16
" 7912 m - H3" HS Solvent DMSO-d6
4 762 1| ddd |82,7.4,12 H5
7.36| 1| ddd |7.9,7.2,09 H4 ;
731 1 dd 49,38 Ha" H NMR (500 MHz, DMSO'de) o
ppm 11.53 (s, 1 H), 8.47 (d,
J=8.1 Hz, 1 H), 8.01 (dd, J=7.9,
1.2Hz,1H),7.92-7.97 (m, 2
5 H), 7.62 (ddd, J=8.2, 7.4, 1.2 Hz,
1H), 7.36 (ddd, J=7.9,7.2,0.9
Hz, 1 H), 7.31 (dd, J=4.9, 3.8 Hz,
H4(ddd, 1H) 1 H)
H6(d, 1H)
H4"(dd, 1H) H3",H5"(m, 2H)
H3",H5"(m, 2H) H3(dd, 1H) H4(ddd, 1H)
CONH(s, 1H ’ w0 "
::S ) H3(dd, 1H) He(d, 1H) 8 § i § H4"(dd, 1H)
2 2 g - 25
- &~ fw H5(ddd, 1H) & TN
0f | " 85 2 3~
o |
o
3| 82 28
~ o NN
o © ~
32
JQ/\—/Zf/ ,/ A A//U/L
1.00 1.021.97 1.03 1.06 1.00
o [ [ [ [H
> T T T T T T T T T T T T T T T T T
E = 8.5 8.0 Chemical Shift (ppm)
L @JLQL U 1
_— "\"T'— —
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Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 05/08/2017 08:18:00
159.8 | 1 s CONH Date Stamp 05/08/2017 08:18:00
154.6 1 brs Tet-C Frequency (MHZ) 125.7870
" Nucleus 13C
139.6 ! s 2 Number of Transients 256
168 | 1] s L Solvent DMSO-d6
132.6 | 1 s 3"
131.9 | 1 s 5"
129.0 | 1 s 4" 13
1287 | 1 s 5 C NMR (126 MHz, DMSO-d;;) &
1284 | 1 s 3 ppm 159.8 (s, 1 C), 154.6 (br s, 1
5 1243 | 1| s 4 C),139.6 (s,1C), 136.8 (s, 1 C),
1219 | 1| s 6 132.6 (s,1C), 131.9 (s, 1 C),
134 | 1| s 2 129.0 (s, 1 C), 128.7 (s, 1 C),
128.4 (s, 1C), 124.3 (s, 1 C),
5(1C) 121.9(s,1C),113.4 (s, 1C)
ar(1c)
5 3(16)
[e)] [Tp]
Z @ g
% 3"(1C) § g
N 5"(1C) sacy 819
N © ! o
—_ [te} » Csl
o 88 S &
e g N
=Z 2"1c) 119 2 T
» o~ 3
© ©
3 e
5(1C) T
3%(1C)
4"(1C)
3(1C) 2(1€)
2"(1C) 6(1C) S
[4p]
1(1C)4(1C) -
Tet-G(1C) 5°(10) 2(10)
CONH(1C) ~ ©
pd |
S o p3f8greld
: S 2885 & 38, L
o T 3 TT g kM A W W Wyt g
—_— 2 ~ \\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\
r"_\ ‘ ’ | 140 135 130 125 Chemical Shift (ppm)
O
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Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 03/08/2017 16:35:00
11.74| 1 - CONH Date Stamp 03/08/2017 16:35:00
8.59 | 1 21 H6 Frequency (MHz) 500.1930
8.03 | 1 8.4 H3 Nucleus 1H
" Number of Transients 16
7.96 | 1 dd 5.0,0.9 H3 Solvent DOMSO-d6
7.92 | 1 dd 3.7,0.9 H5"
7.40 | 1 dd 8.5,2.2 H4 ]
731 1 dd 49,38 H4" H NMR (500 MHz, DMSO'de) o
ppm 11.74 (s, 1 H), 8.59 (d,
J=2.1 Hz, 1 H), 8.03 (d, J=8.4
Hz, 1 H), 7.96 (dd, J=5.0, 0.9 Hz,
1H), 7.92 (dd, J=3.7, 0.9 Hz, 1
H6(d, 1H) H), 7.40 (dd, J=8.5, 2.2 Hz, 1 H),
- 7.31 (dd, J=4.9, 3.8 Hz, 1 H)
Hé(d, 1H) P
H3(d, 1H) H3(d, 1H)
H3"(dd, 1H) H3"(dd, 1H)
H5"(dd, 1H) N H5"(dd, 1H) )
B g% 88% H4d:41|-§%m)
© © D (dd, )g ™
CONH(s, 1H) 2 ) - o o
. H4(dd, 1H) I “Rgdl B
= H4"(dd, 1H)
S o
SogE>
[ BINGE N g
N~
3
N~
J/LJQV\_JJ’L\J/Q/LWM—/MJJ Ujf L
N 0.91 1.000.‘96 1.50 0.98 1.00
w o L g‘g ] ‘ ‘ e ‘
(D. T T T T T T T T T T T
@ 3 ~ & 8.5 8.0 Chemical Shift (ppm)
N YT
JL / L L I S N
0.97 0.911.000.96 1.00 0.98 1.00
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Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 05/08/2017 09:02:00
159.9 | 1 s CONH Date Stamp 05/08/2017 09:02:00
154.3 1 brs Tet-C Frequency (MHZ) 125.7870
139.1 1 s on Nucleus 13C
Number of Transients 256
1380 | 1] s L Solvent DMSO-d6
136.2 | 1 s 5
1331 | 1 s 3"
130.0 | 1 s 4" 13
1202 | 1 s pr C NMR (126 MHz, DMSO-d6) o)
1285 | 1 s 3 ppm 159.9 (s, 1 C), 154.3 (br s, 1
1239 | 1| s 4 C),139.1(s,1C), 138.0 (s, 1 C),
1206 | 1| s 6 136.2 (s, 1 C), 133.1 (s, 1 C),
1116 | 1| s 2 130.0 (s, 1C),129.2 (s, 1 C),
128.5(s,1C), 1239 (s, 1 C),
120.6 (s,1C), 1116 (s, 1 C)
0
3
4"(1C)
5"(1C)
3(10)
< ©
110) 110) 1C) o s(1c)
! n N N
3"(1C) 2(10) g < =< 4(1 C) §
4"(1C) _ 8 5(10) 8 g i s
5"(1C) é > & -
(32]
3(1¢) T - 2(1¢)
5(1C) 6(1C) @
Tet-(”:(1C) 4(1C) =
' '2(1C)
CONH(1C) g
© = S g g S %
82288 aq
g2 abg” S,
B : L L |
g “: Ww—wa«ww b JL | , A LA
o]

\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
| \ 140 135 130 125 120 Chemical Shift (ppm)
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Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 15 May 2019 16:55:57
1354| 1| brs - COOH Date Stamp 15 May 2019 16:55:57
10.66| 1 s - NH Frequency (MHz) 400.0700
1053) 1| s - NH" Nucleus H
Number of Transients 4
842/ 1) dd | 8508 3 Solvent DMSO-d6
820 2| brs - 2", 6" Temperature (degree C) 24.999
798| 1| dd 7.9,1.6 6 )
7631 11 brs - 4 H NMR (400 MHz, DMSO-d;,) 6
756| 1| ddd |87,7.2,1.8 4 ppm 13.54 (brs, 1 H), 10.66 (s, 1
7.08| 1| dad |7.9,7.2,08 5 H), 10.53 (s, 1 H), 8.42 (dd,
(_“,F3 J=8.5,0.8 Hz, 1 H), 8.20 (brs, 2
2",6"(br s, 2H) H), 7.98 (dd, J=7.9, 1.6 Hz, 1 H),
S 7.63 (brs, 1 H), 7.56 (ddd,
kS J=8.7,7.2,1.8 Hz, 1 H), 7.08
(ddd, J=7.9,7.2,0.8 Hz, 1 H)
4(ddd, 1H)
3(dd, 1H)
6(dd, 1H)
4"(br s, 1H) 4(ddd, 1H)
2",6“(bﬂr S, 2H) 4"(% 1H)
8 3(dd, 1H) 3
T - 6(dd, 1H) ~ 5(ddd, 1H)
T EE: s oo
; o @ ® P 8 S '5 © S
NH(s, 1H) RO 8
NH"(s, 1H)
= 5(ddd, 1H)
8 o
: J B | i
Y505 .8 | v
ik
3|8 1.02 2.00 1.01 1.00 1.01 1.01
COOH(br s, 1H) | % L L] L T .
<t A ‘ T T T ‘ T T T ‘ T ‘ T T T T ‘ T T T T ‘ T T T T ‘
S 7 8.0 7.5  Chemical Shift (ppm)
B | | |

e
— ™
0.84 0.97 0.97 1.022.001.011.001.011.01

e i NVR-7_1H.spectrus

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)




NVR-7_13C DMSO-d6
3"-CF3,5"-CF3
53"
6" 2"
4"
I 5
COOH (4 , 6 >4
- ' 4 31
© 8! !
BuB-w8 B8 _ 3
TeIICCkgesas
HITTesI e~
- 152} -z
’ ]L'H\
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 16 May 2019 00:00:15
169.6 | 1 s COOH Date Stamp 16 May 2019 00:00:15
152.1 1 s co Frequency (MHz) 100.5977
1419 1 s qm Nucleus 13C
Number of Transients 256
1416 | 1] s 2 Solvent DMSO-d6
133.9 1 S 4 Temperature (degree C) 25.001
131.1 1 s - 6 13
307 12| 9 323 5.3 C NMR (101 MHz, DMSO-d) &
1233 | 2| q |272.9|3"-CF3,5"CF3 ppm 169.6 (s, 1 C), 152.1 (s, 1
1215 | 1 s 5 C), 1419 (s,1C), 1416 (s, 1 C),
1197 |1 s 3 133.9 (s, 1 C), 131.1 (s, 1 C),
118.0 | 2| brg | 3.9 6", 2" 130.7 (q, J=32.3 Hz, 2 C), 121.5
1156 | 1] s | - 1 (s,1C), 119.7 (s, 1 C), 123.3 (q,
1145 | 1] brspt | 39 4" J=272.9 Hz, 2 C), 118.0 (br q,
J=3.9Hz, 2 C), 115.6 (s, 1 C),
114.5 (br spt, J=3.9 Hz, 1 C)
1
2
g 4
3 4 3"-CF3,5"-CF3
o T8 8 !
a0 3 S S8 3
8 1 o —enon 9
2 ~ 1
(e}
& 5=
82
®
8
I3 *
S o
N T I
o : )
~|Q o
2 (AN 3
o N X
w$wmwwwwwwwwwwwwwwwwﬁ WM%AMW
\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\
150 145 140 135 130 125 Chemical Shift (ppm)

NVR-7_13C.spectrus



Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 16 May 2019 01:06:28
-61.80 6| s Date Stamp 16 May 2019 01:06:28
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 24.999

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.80 (s, 6 F)

6F ]
g i 6F
@ ] 3
] %
1.0
0.5
7\H\\‘HH‘\H\‘HH‘\H\‘H\\‘\\H‘HH‘H\\‘HH‘\\H‘HH‘H\\‘HH‘\\H‘HH
-61.5 -61.6 -61.7 -61.8 -61.9 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-7_19F.spectrus



Shift | H m J Assign Acquisition Time (sec) 3.9846
H O (ppm) (Hz) Date 11 May 2019 02:13:44
13.75| 1| brs - COOH Date Stamp 11 May 2019 02:13:44
10.77! 1 s - NH Frequency (MHz) 400.0700
1063) 1| s - NH" Nucleus _ H
6 853 | 1 d 23 3 Number of Transients 16
: : Solvent DMSO-d6
817 | 2| brs - 6", 2 Temperature (degree C) 24.999
7.95 | 1 d 8.5 6 )
5 7631 11 brs - 4 H NMR (400 MHz, DMSO-d;,) 6
741 1] dd 8.7,2.1 5 ppm 13.75 (br s, 1 H), 10.77 (s, 1
H), 10.63 (s, 1 H), 8.53 (d, J=2.3
Cl CF3 Hz, 1 H), 8.17 (br s, 2 H), 7.95
(d, J=8.5Hz,1H),7.63 (brs, 1
6(d, 1H) 672" (br s, 2H) H), 7.11 (dd, J=8.7, 2.1 Hz, 1 H)
4"(br s, 1H) ~
6",2"(br s, 2H) i
3(d, 1H)
~
@ 3(d, 1H) 6(d, 1H)
33 )
@ © ©N
®
N~
4"(br s, 1H)
NH(s, 1H) 5(dd, 1H) =
! @ ) 5(dd, 1H
NH(s, 1H) B3| F X ot
z S
o N~
II: ~—
o
. R
N~
N
-~ N O o g
~NY. T
‘ |
/ | % | )
J« 1/‘ j I Y
0.97 2.00 1.02 1.00 1.01
COOH(brs, 1H) [ [ [ [ (I
T ‘ T ‘ T T T ‘ T T ‘ T T T ‘ T T T T ‘ T T T T ‘
E 8.5 8.0 7.5 Chemical Shift (ppm)
vl

0
0.79 0.980.98 0.972.001.021.001.01

B S NVR-5 1H.spectrus

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)



Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 11 May 2019 02:27:59
168.9 | 1 s COOH Date Stamp 11 May 2019 02:27:59
151.9 1 s co Frequency (MHz) 100.5977
1428 1 s 2 Nucleus 13C
" Number of Transients 256
1416 | 1] s ! Solvent DMSO-d6
138.5 1 S 4 Temperature (degree C) 24.999
1327 | 1 s - 6 13
1307 2] ¢ |326] 5.3 C NMR (101 MHz, DMSO-d;) &
1233 | 2| q |272.9|3"-CF3,5"CF3 ppm 168.9 (s, 1 C), 151.9 (s, 1
1213 | 1 s 5 C), 1428 (s,1C), 1416 (s, 1 C),
187 | 1] s | - 3 138.5(s, 1 C), 132.7 (s, 1 C),
1181 | 2| brg | 3.9 6", 2" 130.7 (q, J=32.6 Hz, 2 C), 121.3
1148 | 1| brspt | 39 4" (s,1C), 123.3 (q, J=272.9 Hz, 2
141 [ 1] s 1 C), 118.7 (s, 1 C), 118.1 (br q,
NVR-5. 13C SO J=3.9 Hz, 2 C), 114.8 (br spt,
FF J=3.9Hz, 1C), 114.1 (s, 1 C)
co
o 2
) - 4 3"-CF3,5"-CF3 "
= p ; PR,
T Y O s O
31 % s 1
3 T 6 ® ' 3
5 3 T s 83
S 3 h T
— % ‘—S
g7 w2
S 8 o T
3"-CF3,5"-CF3 < I °
5"3" 4" TF ~
w  6"2" e
COOH 1 " ® § g NI
- N [ ~— N 07
@@5@%' ' 6 N [ee) T T =
BraoOgYy ' o o AN
TTe3ldog, N82F
" “_52‘5 “_‘_‘:‘_ mmew g ol *MMMWWWMU \MWM W Ww
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\H\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
““ “ A 150 145 140 135 130 125 Chemical Shift (ppm)
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm) NVR-5_ 13C.spectrus



Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 11 May 2019 03:34:05
-61.81 6| s Date Stamp 11 May 2019 03:34:05
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 24.999

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.81 (s, 6 F)

6F |
= N 6F
m. 7 m
© 1 %
| ©
1.0
0.5
| Y
T T T T ‘ T T T T I T T T T ‘ T T T T I T T T T ‘ T T T T I T T T T ‘ T T T T I
-61.0 -61.5 -62.0 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-5 19F.spectrus



No.| Shift | H m J Assign Acquisition Time (sec) 3.9846

(ppm) (Hz) Date 01 Apr 2019 19:50:29
1 113.36| 1 brs - COOH Date Stamp 01 Apr 2019 19:50:29
2 110.73| 1 brs - NH Frequency (MHz) 400.0700
31052 1] s - NH" Nucleus 1

Number of Transients 16

4182811 s 3 Solvent DMSO-d6
51821 2 brs - 6", 2" Temperature (degree C) 24.999
6 | 787 | 1 d 8.0 6 1
v : % H NMR (400 MHz, DMSO-d;) &
8691 1| brd 8.0 5 ppm 13.36 (brs, 1 H), 10.73 (br
92353 s - Me s, 1H),10.52 (s, 1 H), 8.28 (s, 1

H), 8.21 (br s, 2 H), 7.87 (d,
J=8.0 Hz, 1 H), 7.65 (s, 1 H),

MO5(br s, 6",2", 2H)

MO09(s, Me, 3H) 6.91 (brd, J=8.0Hz, 1 H), 2.35
” MO4(s, 3, 1H)
N N
©
M06(d, 6, 1H)
MO8(br d, 5, 1H) M06(d, 6, 1H)
MO5(br s, 6",2", 2H) oS
h © o N "
MO7(s, 4", 1H) S N MO7(s, 4", TH)
o)
M04(s, 3, 1H) NG
3 MO8(br d, 5, 1H)
NN
M02(br s, NH, 1H) scoZ
MO3(s, NH", 1H) [
\
N © |
0 Q© O
S 8|2 | -
® 8 U &
T I ( ~
i | |
/) Z; J)
® S8
~ © ¢
Mo1(brs, COOH, 1H) o 1.002.03 1.03 1.00 1.02
© i L] ] L
™ z & T ‘ T T T ‘ T T T ‘ T T T T ‘ T ‘ T T T T ‘ T T T
2/ i © ~ 8.0 7.5 Chemical Shift (ppm)
w M k L JLJ L
/ T )
0.71 0.940.94 1.002.03 1.031.00 1.02 3.00
L 0 i T I

16 14 12 10 8 6 4 2 0  Chemical Shift (ppm) NVR-121_1H.spectrus



NVR-121_13C DMSO-d6
3"-CF3,5"-CF3
5"3"
qn 6".2"
2 n54ﬂ'“
COOH COy . 3 1 Me
2 - i ~
2899y, 8L 5 @
CBIgIsg (N2Yd i
- T ® -~
-3 -
g
J‘ \‘ I‘
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 11 May 2019 01:26:03
169.6 | 1 s COOH Date Stamp 11 May 2019 01:26:03
152.0 1 s co Frequency (MHz) 100.5977
144 4 1 s 4 Nucleus 13C
" Number of Transients 256
1420 | 1] s ! Solvent DMSO-d6
141.7 1 S 2 Temperature (degree C) 25.000
131.1 1 s - 6 13
1307 2] ¢ |20 5.3 C NMR (101 MHz, DMSO-d) &
1233 | 2| q |272.9|3"-CF3,5"CF3 ppm 169.6 (s, 1 C), 152.0 (s, 1
1224 | 1 s 5 C),144.4 (s,1C),142.0 (s, 1 C),
1198 | 1| s - 3 141.7 (s, 1 C),131.1 (s, 1 C),
118.0 | 2| brg | 3.9 6", 2" 130.7 (q, J=32.9 Hz, 2 C), 122.4
1145 | 1| brspt | 39 4" (s,1C), 119.8 (s, 1 C), 123.3 (q,
1129 |1 s 1 J=272.9 Hz, 2 C), 118.0 (br q,
216 | 1] s Me J=3.9 Hz, 2 C), 114.5 (br spt,
J=3.9Hz, 1 C), 1129 (s, 1 C),
21.6 (s, 1 C)
1"
4 2 5 3" _ 3"-CF3,5"-CF3 _
co 2 6 > 3
0 I3 . 8 o :
@ & T ; = g 6",2" >
¥ "9 < =
A B A R
& S o
I3
N =7
J— Ll
\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\H\‘\\\\\\\\\‘\\\\\\
150 145 140 135 130 125 Chemical Shift (ppm)

NVR-121_13C.spectrus



Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 01 Apr 2019 21:10:40
-61.72 6| s Date Stamp 01 Apr 2019 21:10:40
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 25.001

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.72 (s, 6 F)

oF ,
N |
™~ 6F
5 : o
™~
: 5
1.0
0.5
7\\\‘\\\\‘\H\‘HH‘HH‘HH‘HH‘HH‘HH‘HH‘HH‘\H\‘HH‘\H\‘\H\‘HH‘HH‘HH‘HH“H
-61.3 -614 -615 -616 -61.7 -61.8 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)
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Openlynx Report - James B Page 1

Sample: 1 Vial:2:37 ID:JB153-1
File:JB153-1 Date:04-Apr-2019 Time:156:53:22
Description:

Printed: Mon Apr 15 12:24:18 2019

3: UV Detector: TAC: Wavelength Range: (210 - 400) 3.092e+2
Range: 3.197e+2
(1) .
3.0e+2 100%
] 406.0(20%)
3 406.0 (49%)
] 2.91
2. 0e+2—_
) ]
<
1.0e+2]
0.0 ——— e e e e Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
Peak Number Compound Time Area %Total Mass Found
1 Found 291 100.00 406.0, 406.0
1: MS ES+ :TIC Smooth (Mn, 2x2) 1.9e+007
(1)
19¢ 57%
406.0(20%)
80 406.0(49%) (5)
2.91 30%
60
o°
40
20
0 ﬁﬁv.['...],...,.,..,,vrx|..‘,rxy..lv..,,'..,,,.,"vv..1....[.‘..,.‘.v,.ﬁ..,....lTime
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
2: MS ES- :TIC Smooth (Mn, 2x2) 8.5e+006
(1)
100 77%
406.0 (20%)
80 406.0(49%)
2.91
60
o
40
20
O e e e e e Time

0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00

NVR-121 LCMS



a
"

Openlynx Report - James B Page 2
Sample: 1 Vial:2:37 ID:JB153-1
File:JB153-1 Date:04-Apr-2019 Time:15:53:22
Description:
Printed: Mon Apr 15 12:24:18 2019
Peak ID Compound Time Mass Found PeakID Compound Time Mass Found
1 Found 291 407 1 Found 2.91 405
1:MS ES+ 2:MS ES-
134.1 1.6e+006 sy 1.4e+006
100 100 ’
152.1
407.2
o° 50 50
150.1 406.2
}78-2 9983 545.0 ks ( 573.0 83?-2 933.2
ol 1 L ——r—— m/z 0+—+ .Ill./...,.l.,/.,m/z
500.0 1000.0 500.0 1000.0
Peak ID Compound Time Mass Found
1 291 Not Found
1: (Time: 2.91) Combine (1744) 3:UV Detector
3.088 AU
270.9
3.0 237.9
310.9
2.0
2
1.0
0.0+ T — T = Nm
300.0 400.0

NVR-121 LCMS



Thermo Exactive Plus EMR Orbitrab ASAP pos

407.0814 NL:
1005 1.60E9
905 0519071ASAP-pos#20-
80 22 RT:0.18-0.20 AV: 3
E T: FTMS + p APCI
703 corona Full ms
E [200.0000-1000.0000]
607
503
403
303
20 408.0841
103
JE 406.0757 406.8703 || 407.2992 407.9210 || 408.3039 409.0872 410.0898
8 406.0747 NL:
1003 8.20E5
905 C17H12N203Fe:
80 C17H12N203Fse
8 3 pa Chrg 1
g 703
§ 3
B 604
3 s |
& 503
) =
2 403
K B
O 307
o =
205 407.0780
103
0 408.0814 409.0823 410.0856
407.0825 NL:
1005 8.20E5
903 C17H12N203Fe H:
80 C17H13N203Fs
E pa Chrg 1
705
603
503
403
302
203 408.0858
103
3 409.0892 410.0901
0"|'|||'||'|||"|||'||||l"|||||'|||"|||'|||'||||'J|||||'|||||||||
406.0 406.5 407.0 4075 408.0 4085 409.0 4095 410.0
m/z

NVR-121 HRMS



Thermo Exactive Plus EMR Orbitrab ASAP pos

m/z Theo. Mass Delta (ppm) RDB equiv. Composition
406.0757 406.0747 2.55 10.0 C17 H12 O3 N2 F6 €
406.0773 -4.05 14.5 C20 HIO N3 F6

NVR-121 HRMS



SO LZL-dAN

M04(dd, 3, 1H)

M08(ddd, 5, 1H)
MO6(dd, 6, 1H)
MO5(br s, 6",2", 2H)
MO7(br s, 4, 1H)

DMSO-d6

MO04(dd, 3, 1H)
MO5(br s, 6",2", 2H)

8.20 ]

No.| Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 29 Mar 2019 02:28:25
1 113.67| 1 brs COOH Date Stamp 29 Mar 2019 02:28:25
2 110.91| 1 s NH Frequency (MHz) 400.0700
31067 1] s - NH" Nucleus 1
Number of Transients 16
4 1829 1 dd 12.7,2.6 3 Solvent DMSO-d6
51820 2| brs - 6", 2" Temperature (degree C) 25.000
6 | 8.06 | 1 dd 8.9,6.9 6 1
Tee 1 ors : - H NMR (400 MHz, DMSO-d;) &
8693| 1| ddd |88,78,26/ 5 ppm 13.67 (brs, 1 H), 10.91 (s, 1

H), 10.67 (s, 1 H), 8.29 (dd,
J=12.7, 2.6 Hz, 1 H), 8.20 (br s,
2 H), 8.06 (dd, J=8.9, 6.9 Hz, 1
H), 7.69 (br s, 1 H), 6.93 (ddd,
J=8.8,7.8,2.6 Hz, 1 H)

&
o MO7(br s, 4", 1H)
(2]
©
M06(dd, 6, 1H) -
MO02(s, NH, 1H) ©
" - _& 028
MO03(s, NH", 1H) Qw0 o® =3 M08(ddd, 5, 1H)
n [ce] © [ce] [oe)
~ S
© © 0D
=) Wateﬂ oL T
D © -
© ©
N~
> w |Q
S 59 s
® = [s2] *
MO1(br s, COOH, 1H) S Sy [;MSO-d6 )V
. s "3
©
= “ SVISO-a6" 1.00 2@0 oggs 058 1.00
s L L A B B L L - L B B B
A | k [, 8.0 7.5 Chemical Shift (ppm)
— )
0.80 0.900.91 1.002.00 0.98 0.98 1.00
(N TR [ TR R
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)

NVR-120_ 1H.spectrus



NVR-120_13C DMSO-d6
3"-CF3,5"-CF3
g 6"ﬂ,2
coon 297 43
o c:"01|l6 15
352 e e~
S_’éo-oogm.wvat\lvw
LINOF2RGB RN
Tem®OF =T T 0w
’ STTANTT =S8
|
R
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 10 May 2019 18:21:52
168.9 1 s - COCH Date Stamp 10 May 2019 18:21:52
165.0 1 d 248.4 4 Frequency (MHz) 100.5977
1520 1 s i co Nucleus 13C
Number of Transients 256
1440 |1 d |127 2 Solvent DMSO-d6
141.6 1 S - 1" Temperature (degree C) 24.999
133.8 1 d 11.7 6 13
130.7 2 q 33.3 5" 3" C NMR (101 MHZ, DMSO'd6) 6
1233 | 2| q |272.9|3"-CF3,5"CF3 ppm 168.9 (s, 1 C), 165.0 (d,
1181 | 2| brq | 39 6" 2" J=248.4 Hz, 1 C), 152.0 (s, 1 C),
1148 | 1| brspt | 3.9 4" 144.0 (d, J=12.7 Hz, 1 C), 141.6
111.8 | 1 d 2.9 1 (s,1C),133.8 (d, J=11.7 Hz, 1
1085 | 1| d | 225 5 C), 130.7 (q, J=33.3 Hz, 2 C),
1059 | 1 d |284 3 123.3 (q, J=272.9 Hz, 2 C),
118.1 (br q, J=3.9 Hz, 2 C),
114.8 (br spt, J=3.9 Hz, 1 C),
111.8 (d, J=2.9 Hz, 1 C), 108.5
COOH (d, J=22.5 Hz, 1 C), 105.9 (d,
3 J=28.4 Hz, 1 C)
CHO
g j:) 3"-CF3,5"-CF3
g 57,3 6"2
A =f 4
6 e T [l N mn
s 2 . g5y | Y8 5
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\\\\\\‘\\H‘\\\\‘\\\\‘\\\\‘\\\\\\\\\‘\\\\‘\\\\‘\\\\\\\\\‘
168 160 152 144 136 128 Chemical Shift (ppm)

NVR-120_13C.spectrus



Shift | F| m J Acquisition Time (sec) 1.4680
(ppm) (Hz) Date 29 Mar 2019 03:49:20
61.71| 6| s - Date Stamp 29 Mar 2019 03:49:20
-103.34 1 |ddd| 12.7,7.8,6.9| | Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 25.001

"°F NMR (376 MHz, DMSO-d;) &

ppm -61.71 (s, 6 F), -103.34
(ddd, J=12.7,7.8,6.9 Hz, 1 F)

6F ]
_ 0.25
~ ]
© .
E 1F
0.20 | S w
] o M
| o ™
A A=
0.15
0.10
0.05 -
1HF 7
o E
3 ]
i 0 -
:\\\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\
-103.1 -103.2  -103.3  -103.4 Chemical Shift (ppm)
\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-120 19F.spectrus



HO No.| Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 03 Apr 2019 07:57:45
111320/ 1| brs COOH Date Stamp 03 Apr 2019 07:57:45
2 110.92| 1 s NH Frequency (MHz) 400.0700
6 31056 1| s NH" Nucleus 1H
: — Number of Transients 16
482112 brs - 62 Solvent DMSO-d6
51809 1 d 25 3 Temperature (degree C) 25.000
5 6 |7.93] 1 d 9.0 6 )
717661 1| brs . 4 H NMR (400 MHz, DMSO-d;)
8666 1| dd 8.9,26 5 ppm 13.20 (br s, 1 H), 10.92 (s, 1
OMe CF 903833 s OMe H), 10.56 (s, 1 H), 8.21 (brs, 2
3 M0S(s, OMe, 3H) H), 8.09 (d, J=2.5Hz, 1 H), 7.93
9 (d, J=9.0 Hz, 1 H), 7.66 (br s, 1
@ H), 6.66 (dd, J=8.9, 2.6 Hz, 1 H),
oSl 3. 1) 3.83 (s, 3 H)
N
[ce]
MO6(d, 6, 1H)
&
< N~
23 <
© @
MO7(br s, 4", 1H)
MO6(d, 6, 1H) ©
MO04(br s, 6",2", 2H) N M08(dd, 5, 1H)
MO7(br s, 4", 1H) e
©
MO5(d, 3, 1H)
N
M02(s, NH, 1H) ? Mo8(dd, 5, 1H) “
MO3(s, NH", 1H) S |
8 38 § ~ Wateﬂ | ]
= 5 © ©
5° g 4 Ny
Mo1(br s, COOH, 1H) 2 g [;MSO-d6*
o 202 099  1.01 1.00 1.02
q (I L L (I
cv‘_) L L A B B L L — T L B Y O B
j{ ’ 8.0 7.5 Chemical Shift (ppm)
//‘ ‘\ — (I
0.89 092093 2020991 01 1.00 1 02 3.00
4 U [ R A TR u
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
16 14 12 10 8 6 4 2 0  Chemical Shift (opm) NVR-123 1H .spectrus



NVR-123_13C DMSO-d6
3"-CF3,5"-CF3
276"
COOH 4" 3 OMe
, 3"5 ‘
$co "7 R 2
;ng -6 'év 3
erTsdol8g o
TTOBY T
|
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 11 May 2019 01:47:39
169.5 | 1 s COOH Date Stamp 11 May 2019 01:47:39
163.6 1 s 4 Frequency (MHz) 100.5977
152.1 1 s co Nucleus 13C
Number of Transients 256
1438 | 1] s 2 Solvent DMSO-d6
141.9 1 S 1" Temperature (degree C) 24.999
133.0 | 1 s - 6 13
130.7 2 q 323 3", 5" C NMR (101 MHZ, DMSO'd6) 6
1233 | 2| q |272.6|3"-CF3,5"CF3 ppm 169.5 (s, 1 C), 163.6 (s, 1
1181 | 2| brq [ 39 | 2" C), 152.1 (s, 1 C), 143.8 (s, 1 C),
1146 | 1| brspt | 39 4" 141.9 (s, 1 C), 133.0 (s, 1 C),
107.8 | 1 s 1.5 130.7 (q, J=32.3 Hz, 2 C), 123.3
1038 | 1 s 3 (q, J=272.6 Hz, 2 C), 118.1 (br q,
554 | 1] s OMe J=3.9 Hz, 2 C), 114.6 (br spt,
J=3.9Hz, 1 C), 107.8 (s, 1 C),
103.8 (s, 1 C), 55.4 (s, 1 C)
1,5
R
S
COOH
5 €0
3 4 s !
Ty B 2 3
2 < 63",5" 3"-CF3,5"-CF3 3
%_ E 2 r,‘G ‘9
¥ °8 03
29 o?
8 887, 4
<t al
a o . % 5
i3
M S P Wwww
\H\\‘HH\HH‘\H\\\H\‘HH\HH‘\H\\HH‘HH\\H\‘HH\HH‘\H\\HH‘HH\HH‘\H
168 160 152 144 136 128 Chemical Shift (ppm)

NVR-123 13C.spectrus




Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 02 Apr 2019 17:47:58
-61.68 6| s Date Stamp 02 Apr 2019 17:47:58
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 25.002

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.68 (s, 6 F)

6F ]
3 ) oF
@ 1 3
| ©
1.0
0.5
7\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
-61.5 -61.6 -61.7 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-123 19F.spectrus



Openlynx Report - James B Page 1

Sample: 1 Vial:2:3 ID:JB154-1
Fite:yB154-1 Date:01-Apr-2019 Time:16:06:20
Description:

Printed: Tue Apr 02 15:23:08 2019

3: UV Detector: TAC: Wavelength Range: (210 - 400) 3.047e+2
Range: 3.171le+2
(5) _
3.0e+2? 100%
422.0(15%)
B 422.0(49%)
] 2.84
2.0e+2
2 ]
1.0e+2]
o.o: /’ﬂ_’/_—\ )
',...{L/\”.I....“...,....[,...,....]....,....I.,..Iy..y,y...,y.,.I...||....I....1T:|.me
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
Peak Number Compound Time Area %Total Mass Found
5 Tentative 2.84 100.00 422.0,422.0
1: MS ES+ :TIC Smooth (Mn, 2x2) (10) 1.7e+007
34%
(5)
100 26% 3.30
422.0(15%)
80 422.0(49%)
60
o
40
20
-7 e e e e Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
2: MS ES- :TIC Smooth (Mn, 2x2) 1.1e+007
(5)
100 87%
422.0(15%)
80 422.0(49%)
2.84
60
o
40
20
OB B B e S e 50 e e e o e e e e B B0

0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00

NVR-123 LCMS



3

Openlynx Report - James B Page 2
Sample: 1 Vial:2:3 ID:JB154-1
Fite:JB154-1 Date:01-Apr-2019 Time:16:06:20
Description:
Printed: Tue Apr 02 15:23:08 2019
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
5 Tentative 2.84 423 ] Found 2.84 421
1:MS ES+ 2:MS ES-
150.1 1.6e+006 2 i, 1.7e+006
100 100 :
« 504 |168-2 423.2 50
422 .2
) 865.2
H 4524'2561.1 166.1 409.1/ [ "965.1
0 .'L B e T ym/z 0+—L £ 3 Hl. = SR ym/z
500.0 1000.0 500.0 1000.0
Peak ID Compound Time Mass Found
5 2.84 Not Found
5: (Time: 2.84) Combine (1702) 3:UV Detector
3.423 AU
244.9 264.9279.9
303.9

2.0
F:

0.0 +———— T TNl ik | Nm

300.0 400.0

NVR-123 LCMS



Thermo Exactive Plus EMR Orbitrab ASAP pos

423.0772 NL:
1003 6.20E8
] 0519072ASAP-pos#18-
90 26 RT:0.16-0.23 AV: 9
= T: FTMS +p APCI
80~ corona Full ms
3 [200.0000-1000.0000]
70
§ =
8 607
g o
3 3
< 507
s 13
2 7
T 40
[0} &
LI
307
2o§ 424.0791
10
] 425.0820
3 4220961 4228489 || 423.3066 423.9660 424.3096 x 4253618 426.0848 4263653
0 .
423.0774 NL:
1oo§ 8.18E5
0 C17H12FgN2 O4 H:
8 o C17H13FeN204
. pa Chrg 1
80—
70
60
50
40
30
20 4240808
10
B 425.0841 426.0850
0 T T T T T T T T | DARRLARAALI T T T T" T T T T T T T T T T T T T l‘I T T T T T T T T T T T T
4225 4230 4235 424.0 4245 425.0 4255 426.0



Thermo Exactive Plus EMR Orbitrab ASAP pos

m/z Theo. Mass

423.0772 423.0774
423.0761
423.0787

Delta (ppm)

-0.48
2.69

-3.64

RDB equiv.

9.5
10.0

14.5

Composition

C17 H13 04 N2 F6 €
C15H11 03 N5 F6
C18 H9 N6 F6

NVR-123 HRMS



No.| Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 11 May 2019 03:38:27
1 113.89| 1 brs - COOH Date Stamp 11 May 2019 03:38:27
2 110.59| 1 s - NH Frequency (MHz) 400.0700
3|1056) 1| s - NH" Nucleus 1
Number of Transients 16
4184511 d 9.0 3 Solvent DMSO-d6
51816 2 brs 6", 2 Temperature (degree C) 25.000
6 |7.88| 1 d 2.8 6 1
e VR : % H NMR (400 MHz, DMSO-dy) &
8758 1| dd 92,26 4 ppm 13.89 (brs, 1 H), 10.59 (s, 1
CF; H), 10.56 (s, 1 H), 8.45 (d, J=9.0

Hz, 1 H), 8.16 (br's, 2 H), 7.88
et gy (& 528 HZ, TH), 7.61 (brs, 1
Mo4(d, 3, 1H) (brs. 82228 1) 7.58 (dd, J=9.2, 2.6 Hz, 1 H)

MO5(br s, 6",2", 2H) g
MO06(d, 6, 1H)
MO08(dd, 4, 1H)
MO7(br s, 4", 1H)
© MO04(d, 3, 1H) MO06(d, 6, 1H)
i 3 83
g ) ~ N
DMSO-d6 o M08(dd, 4, 1H)
MO7(br s, 4", 1H)
N~
MO02(s, NH, 1H) 2 s
” 3 83 ~
MO3(s, NH", 1H) o w |
© <
'e} [ee}
® o
22
o
©
N~
()]
2 S ©
RAG)
N~ I~ /
[ | /
)\
()
MO01(br s, COOH, 1H) 1.00 2.00 0.96 0.97 1.01
o [E— [E— [— [y —|
[ee) T ‘ T T T ‘ T T T T ‘ T T T ‘ T T T T ‘
) 8.50 8.25 8.00 i i
e Chemical Shift (ppm)
g L
0.69 O'u% O'u% 1 .uoo z.uoo O'u% O'u97 1 .uo1

%6 14 12 10 8 6 4 2 0 Chemical Shift (opm) NVR-119_1H.spectrus



NVR-119_13C DMSO-d6
5"-CF3,3"-CF3
5"3" 4"
" 6"2
COOH CO
' ' o 46531
8 8 caa®
8 peBoSor
T TSRy
~ %
] < 9
o = o
~ [s2]
JH l
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 11 May 2019 03:52:48
168.4 | 1 s COOH Date Stamp 11 May 2019 03:52:48
151.9 1 s co Frequency (MHz) 100.5977
1418 1 s qm Nucleus 13C
Number of Transients 256
1405 | 1] s 2 Solvent DMSO-d6
133.5 1 S - 4 Temperature (degree C) 25.001
130.7 | 2 q 32.3 5" 3" 13
1301 111 s 5 C NMR (101 MHz, DMSO-d) &
1251 | 1| s - 5 ppm 168.4 (s, 1 C), 151.9 (s, 1
1233 | 2| q |272.9|5"-CF3,3"-CF3 C), 141.8 (s, 1 C), 140.5 (s, 1 C),
1215 | 1] s 3 133.5(s, 1 C), 130.7 (q, J=32.3
1180 | 2| brq [ 39 62" Hz, 2 C), 130.1 (s, 1 C), 125.1 (s,
M72 1 s | - 1 1C), 121.5(s, 1 C), 123.3 (q,
1146 | 1] brspt | 3.9 4" J=272.9 Hz, 2 C), 118.0 (br q,
J=3.9 Hz, 2 C),117.2 (s, 1 C),
114.6 (br spt, J=3.9 Hz, 1 C)
6",2
1
co o
o 5",3 5"-CF3,3"-CF3 -
@ — ~
5 4 6 5 -
"2 2 g s 3
[42] g n
~ 9 e 3 & 5
T e T T g
3 ) S
N~
i ~ O
e 3 4"
N ~— [l
v &
(<) 8 3
~ © " —
ey me wwwlmw WMWJWU Lw
\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\
150 145 140 135 130 125 Chemical Shift (ppm)

NVR-119 13C.spectrus



6F
(]
2
©

Shift
(ppm)

F|lm Acquisition Time (sec) 1.4680

Date 11 May 2019 04:58:51

-61.86

6| s Date Stamp 11 May 2019 04:58:51

1.0

0.5

Frequency (MHz) 376.4419

Nucleus 19F

Number of Transients 16

Solvent DMSO-d6

Temperature (degree C) 25.000

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.86 (s, 6 F)

6186 |3

-61.70 -61.75

-61.80 -61.85 -61.90 Chemical Shift (ppm)

20

0

-20

-40

-60

-80 -100 -120 -140

-160 -180 Chemical Shift (ppm)

NVR-119 19F.spectrus



MO9(s, Me, 3H)

No.| Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 29 Mar 2019 04:06:50
1 113.48| 1 brs - COOH Date Stamp 29 Mar 2019 04:06:50
2 110.54| 1 brs _ NH Frequency (MHz) 400.0700
31049 1] s - NH' Nucleus 1
Number of Transients 16
4831 d 8.5 3 Solvent DMSO-d6
5819 2| brs - 6", 2" Temperature (degree C) 25.000
6 | 779 1 d 2.0 6 1
7 7.65 1 brs - 4" H NMR (400 MHZ, DMSO'd6) 6
87391 dd 8.8,2.0 4 ppm 13.48 (brs, 1 H), 10.54 (br
9229 3| s - Me s, 1H), 10.49 (s, 1 H), 8.30 (d,
J=8.5Hz, 1 H), 8.19 (brs, 2 H),
7.79 (d, J=2.0 Hz, 1 H), 7.65 (br

DMSO-d6 s, 1 H), 7.39 (dd, J=8.8, 2.0 Hz, 1
, o H), 2.29 (s, 3 H)

MO5(br s, 6",2", 2H)

(]
[e)) -~
N o
N
Z
<
Py M08(dd, 4, 1H)
1 n
—_—
o Mo4(d, 3, 1H) Mo4(d, 3, 1H)
= MO06(d, 6, 1H)
MO06(d, 6, 1H) Q e
! - @ MO7(br s, 4", 1H)
MO7(br s, 4", 1H) < o
n © [Te)
" on o R ©
MO5(br s, 6",2", 2H) N ~
n M~
(]
5 M08(dd, 4, 1H)
[N}
< Qo
MO2(br s, NH, 1H) NN g
M03(s, NH", 1H)
2 -2 )
o ™ © f
T © |o®8 |
3 S J )
o
M01(br s, COOH, 1H) 3
© ~N 102  2.03 1.00 1.00 1.02
< (I [ [ () [
[52] T T T T T T T T T T T T T T T T T T T
. ’ 8.25 8.00 7.75 Chemical Shift (ppm)
A J L
0.88 091094 1.022.031.001 001 .02 3.00
(N ol T R A ]
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
16 14 12 10 8

2 0 Chemical Shift (ppm) NVR-122_1H.spectrus



NVR-122_13C DMSO-d6
3"-CFL5"-CF3
5 3"
7 gm
2
COOH go ¢+ © We
N o ¥5 31, 3
gom(\lm-o‘ <+ 2 I
sPoNg2 ~ 2 N
\—gg‘_gg g\—
~ — -0
~— [sp]
Mv &
~ ~
A A
‘ Jill
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 11 May 2019 01:04:15
169.6 | 1 s COOH Date Stamp 11 May 2019 01:04:15
152.1 1 s co Frequency (MHz) 100.5977
1420 1 s qm Nucleus 13C
139.2 p s 2 Number of Transients 256
Solvent DMSO0-d6
1346 | 1 s 4 Temperature (degree C) 25.001
131.0 | 1 s - 6 13
1307 | 2| q | 323 5" 3v C NMR (101 MHz, DMSO-d;) &
1305 | 1| s - 5 ppm 169.6 (s, 1 C), 152.1 (s, 1
1233 | 2| q |2726|3"-CF3,5"-CF3 C), 142.0 (s, 1C), 139.2 (s, 1 C),
1197 | 1] s 3 134.6 (s, 1 C), 131.0 (s, 1 C),
1179 [ 2] brqg [ 39| 6.2 130.5 (s, 1 C), 130.7 (q, J=32.3
155 | 1 s - 1 Hz,2C), 119.7 (s, 1 C), 123.3
1143 | 1| brspt | 39 4" (q, J=272.6 Hz, 2 C), 117.9 (br q,
200 | 1] s Me J=3.9 Hz, 2 C), 115.5 (s, 1 C),
114.3 (br spt, J=3.9 Hz, 1 C),
20.0 (s, 1 C)
co 4 5",3" :
3 o — 3"-.CF3,5"-CF3 8
N © 65 ‘ ©
: A 2T
g 8 22 2 62
T & ¢
WWMMWNWMWWWM%WWMMWWMLWWWWLWMWMWM%um%wmw ‘ de&WWw

150 145

140

135

130 125 Chemical Shift (ppm)

NVR-122 13C.spectrus



Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 29 Mar 2019 05:27:06
-61.72 6| s Date Stamp 29 Mar 2019 05:27:06
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 25.001

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.72 (s, 6 F)

61.72 -9
| |
-61.72 |9

1.0

0.5

-61.55 -61.60 -61.65 -61.70 -61.75 -61.80 Chemical Shift (ppm)

20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-122 19F.spectrus



Opgnlynx Report - James B Page 1

Sample: 1 Vial:2:34 ID:JB152-1
File:JB152-1 Date:04-Apr-2019 Time:15:36:49
Description:

Printed: Mon Apr 15 12:24:00 2019

3: UV Detector: TAC: Wavelength Range: (210 - 400) 3.873e+2
Range: 3.974e+2
(2)
100%
E 406.0(41%)
3.0e+2] 406.0(50%)
] 2.90
5 2.0e+2-]
< ]
1.0e+2 /k_,_,__________\\\\\§‘
0.0 e e e e Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
Peak Number Compound Time Area %Total Mass Found
2 Found 2.90 100.00 406.0, 406.0
1: MS ES+ :TIC Smooth (Mn, 2x2) 2.4e+007
(2)
1998 44% (5)
E 406.0(41%) 43%
80 406.0(50%) 3.30
E 2.90
60? (6)
o 3 (3) 7%
3 4% 3.36
0 (1) 3.14
= 2%
207 2.50
. R
O e W A A e e e o o o e e e s B T
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
2: MS ES- :TIC Smooth (Mn, 2x2) 8.8e+006
(2)
100 734
406.0(41%)
80 406.0(50%)
2.90
60
oe
40
20
0 ...,l....|....,.,..|,.,.,,..,I..,.,..,,l,,..|,..,,....I..,.|....,....,....,....,Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00

NVR-122 LCMS



Opgnlynx Report - James B

Page 2
Sample: 1 Vial:2:34 ID:JB152-1
File:JB152-1 Date:04-Apr-2019 Time:15:36:49
Description:
Printed: Mon Apr 15 12:24:00 2019
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
2 Found 2.90 407 2 Found 2.90 405
1:MS ES+ 2:MS ES-
2.8e+006 1.7e+006
100 4g0-2 b 405.2
152.1
o° 50 o° 50
. 150.1 406.2
389.2 g8 2 . 811.3 933.1
ol o '\' ' ,'/,5.3', - | m/z 03—+, A |52'9',1' 'lll 4 \m/z
500.0 1000.0 500.0 1000.0
Peak ID Compound Time Mass Found
2 2.90 Not Found
2:(Time: 2.90) Combine (1740) 3:UV Detector
3.345 AU
264.9275.9 317.9
2.0
2
0.0+———— — T ) Nm
300.0 400.0

NVR-122 LCMS



Thermo Exactive Plus EMR Orbitrab ASAP pos

Relative Abundance

1005
903

404.0597

407.0817

406.0750 408.0838

406.2383 407.9205

405.0672 405.8605 | ~ 406.8652 | 407.2920 . | 408.0083 409.0870 410.0897 411.0921

407.0825

408.0858

409.0892 410.0901 411.0934 412.0968

406.0747

407.0780

T
404

™

409.0823 410.0856 411.0890 412.0899
 SEE e S S REGS BB L R e Ll CRAE RN Loy Cio Caky RAAS SRS LA CIED MR R K

T T
407 408 409 410 411 412
m/z

408,9814
| R B

NL:

3.06E9

0519070ASAP-
pos_190507150329#10-13
RT: 0.09-0.12 AV:4 T:
FTMS + p APCl corona Full
ms [200.0000-1000.0000]

NL:

8.20E5
C17H12FgN20O3 H:
C17H13FsN203
pa Chrg 1

NL:

8.20E5
C17H12FgN2Oa:
C17H12FsN2 03
pa Chrg 1

NVR-122 HRMS



Thermo Exactive Plus EMR Orbitrab ASAP pos

m/z Theo. Mass Delta (ppm) RDB equiv. Composition
406.0750 406.0747 0.83 10.0 C17 H12 O3 N2 F6 €
406.0733 4.14 10.5 C15 H10 O2 N5 F6

NVR-122 HRMS



Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 10 May 2019 23:17:19
13.89| 1| brs - COOH Date Stamp 10 May 2019 23:17:19
10.54| 1 s - NH" Frequency (MHz) 400.0700
10.48| 1 s _ NH Nucleus 1H
Number of Transients 16
841 1| dd 9.4, 5.1 3 Solvent DMSO-d6
818 | 2| brs - 2", 6" Temperature (degree C) 25.000
767 1| dd 9.4, 3.1 )
7641 11 brs - 4 H NMR (400 MHz, DMSO-d;,) 6
745| 1| ddd |9.3,7.8, 3.1 ppm 13.89 (brs, 1 H), 10.54 (s, 1
H), 10.48 (s, 1 H), 8.41 (dd,
CF3 J=9.4,5.1 Hz, 1 H), 8.18 (brs, 2
H), 7.67 (dd, J=9.4, 3.1 Hz, 1 H),
3(dd, 1H) 2" 6%(br s, 2H) 7.64 (brs, 1 H), 7.45 (ddd,
4(ddd, 1H) o J=9.3,7.8,3.1Hz, 1 H)
6(dd, 1H) ©
2",6"(br s, 2H)
4"(br s, 1H)
©
o
6(dd, 1H)
4"(br s, 1H)
NH(s, 1H) 3
n N~
NH"(s, 1H) 3(dd, 1H)
< - o X
S g 53 2 N 4(ddd, 1H)
oS0 o,
z DN
g ~ NN ~
S
~Ne | 8 ps
333 | i)
[oe) g g < \\\
N N [DMSO-d6* 1.03 2.00 1.011.01 1.04
COOH(br s, 1H) . (I L (I (I
' T T T T T T T T T T T T T T T T T T T T
[o0] . .
B [.M 8.25 8.00 7.75  Chemical Shift (ppm)
AP A
— 1L B4l
0 TS,
0.75 0.990.96 1.032.00 1.011.011.04
\\\“\\\\‘\\\\‘\\\\‘\\\\“\\\\‘u\\\\u‘\\\\u‘\\\u\‘\u\\\%\\\u\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\ NVR-9_1H.SpeCtrUS
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)



168.41
154.89

3"-CFL5"-CF3

152.11
141.86
137.97
——130.86
13054 _a
12467
121.95
121.03
120.81 ~
117.98
117.95
116.68

il

L

L

Chemical Shift (ppm)

150 100

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 10 May 2019 23:31:38
168.4 1 d 2.0 COCH Date Stamp 10 May 2019 23:31:38
156.1 1 d 239.6 5 Frequency (MHz) 100.5977
152.1 1 s co Nucleus 13C
" Number of Transients 256
1419 | 1] s - ! Solvent DMSO-d6
138.0 1 d 20 2 Temperature (degree C) 25.000
130.7 2 q 32.6 5", 3" 13
1233 | 2| q |274.2|3'CF3, 5'CF3 C NMR (101 MHz, DMSO-d;) &
1219 [ 1| d | 39 3 ppm 168.4 (d, J=2.0 Hz, 1 C),
1209 | 1] d | 225 4 156.1 (d, J=239.6 Hz, 1 C),
1180 | 2| brg | 39| 6.2 152.1 (s, 1 C), 141.9 (s, 1 C),
174 (1] d | 68 1 138.0 (d, J=2.0 Hz, 1 C), 130.7
1166 | 1 d |235 6 (q, J=32.6 Hz,2 C), 121.9 (d,
1146 | 1 3.9 4 J=3.9 Hz, 1 C), 120.9 (d, J=22.5
Hz, 1 C), 123.3 (q, J=274.2 Hz, 2
C), 118.0 (br q, J=3.9 Hz, 2 C),
117.4 (d, J=6.8 Hz, 1 C), 116.6
(d, J=23.5 Hz, 1 C), 114.6 (br
o spt, J=3.9 Hz, 1 C)
2 1“ 6"’_,‘2“
c:«g 5",3" 1
< ~, _3"CF35-CF3 I
2 T 34° 6
& 3 83 | ot
— 5 S Co8 za |88,
W U o B
| 1‘55 | ‘ | 11‘15 | 11‘10 | ‘ | 11‘30 | C‘Jhen‘ﬂcal‘Shif‘t (pp‘m)

NVR-9 13C.spectrus




Shift F| m J Acquisition Time (sec) 1.4680
(ppm) (Hz) Date 11 May 2019 00:42:25
-61.78 | 6| s - Date Stamp 11 May 2019 00:42:25
-120.86| 1 | ddd |9.2, 8.2, 5.1 Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 128
Solvent DMSO-d6
Temperature (degree C) 25.000

"°F NMR (376 MHz, DMSO-d;) &

ppm -61.78 (s, 6 F), -120.86
(ddd, J=9.2,8.2,5.1 Hz, 1 F)

E R
0.20 8 8sg
] S28g
oF ] FTET T
2 ] S
@l 0.15*: '
0.10 -
0.05
0
7\H‘\H\‘HH‘\\H‘\H\‘HH‘\H\‘\H\‘HH‘\H\‘HH‘HH‘\H\‘HH‘HH‘\H\‘HH‘\\H‘\H\‘H\
-120.65-120.70-120.75-120.80-120.85-120.90  Chemical Shift (ppm)
2
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘1":\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 140 -160 -180 Chemical Shift (ppm)

NVR-9 19F.spectrus



MO08(dd, 4, 1H)

MO4(d, 3, 1H)

M07(d, 6, 1H)

MO6(br s, 4, 1H)
MO5(br s, 6",2", 2H)

[ee]
M03(s, NH, 1H) o

No.| Shift | H m J Assign Acquisition Time (sec) 3.9846

(ppm) (Hz) Date 03 Apr 2019 08:45:02
11362 1| brs COOH Date Stamp 03 Apr 2019 08:45:02
2 110.43| 1 s NH" Frequency (MHz) 400.0700

CF 31030 1] s - NH Nucleus 1
3 : Number of Transients 16
41829/ 1| d 9.3 3 Solvent DMSO-d6
51818 2 brs 6", 2" Temperature (degree C) 25.001
6|763| 1] brs - 4" ]
7 | 745 1 d 33 6 H NMR (400 MHz, DMSO-d;)
8720 1| dd 9.2,3.1 4 ppm 13.62 (brs, 1 H), 10.43 (s, 1
93773 s OMe H), 10.30 (s, 1 H), 8.29 (d, J=9.3
M09(s, OMe, 3H) Hz, 1 H), 8.18 (brs, 2 H), 7.63
~ (brs,1H), 7.45(d, J=3.3Hz, 1
i M04(d, 3, 1H) H), 7.20 (dd, J=9.2, 3.1 Hz, 1 H),
MOS5(br s, 6",2", 2H) 3.77 (s, 3 H)
®
o
MO7(d, 6, 1H)
Q <
. o3
S MOG(br s, 4", 1H) ™

M08(dd, 4, 1H)

1.00
=

1.01
[

M02(s, NH", 1H)
|
2 gd& 23 Jf
=5 =%gn" g
e N - o
MO1(br s, COOH, 1H) NR+=2
T SN 101 2.00
R [
™ T T T T T
T 8.25
A
/‘/ L\\
N S
0.86 0.960.95 1.012.001.00 1.00 1.01 3.00
(N R T N R I
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)

—
7.50 Chemical Shift (ppm)

NVR-124 1H.spectrus



NVR-124_13C DMSO-d6
3"-CF3,5"-CF3
6”2
4 OMe
5 5" 3"3 ' i
COOH T ]
+CO .2 4 6
';voo I "6 0
: - o ! w !
DN AR o X5 <+ o
O RO oo™
TECYESENR RREY
T 0 =%
Ll
il
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign
(pPm) (Hz)
169.2 1 s COCH
153.4 1 s 5
152.2 1 s CcoO
142.1 1 s 1"
134.8 1 s - 2
130.7 2 q 32.9 5", 3"
123.3 2 q 272.9|3"-CF3, 5"-CF3
121.7 1 s 3
120.3 1 s - 4
117.8 2 brq 3.9 6", 2"
117.0 1 s 1
114.4 1 s - 6
114.3 1 spt 3.9 4"
55.3 1 s OMe

CHO

2

: g
A
3
S

whvwwwmmmwwmw

Acquisition Time (sec) 1.0224

Date 11 May 2019 02:09:23
Date Stamp 11 May 2019 02:09:23
Frequency (MHz) 100.5977

Nucleus 13C

Number of Transients 256

Solvent DMSO-d6

Temperature (degree C) 25.001

134.85 -n

Wmmwmwwm

é 131.17

C NMR (101 MHz, DMSO-d;) &

ppm 169.2 (s, 1 C), 153.4 (s, 1
C), 152.2 (s, 1 C), 142.1 (s, 1 C),
134.8 (s, 1 C), 130.7 (q, J=32.9
Hz, 2 C), 121.7 (s, 1 C), 120.3 (s,
1C), 123.3 (q, J=272.9 Hz, 2 C),
117.8 (br q, J=3.9 Hz, 2 C),
117.0 (s, 1 C), 114.4 (s, 1 C),
114.3 (spt, J=3.9 Hz, 1 C), 55.3
(s, 1C)

3"-CF3,5"-CF3
‘ ‘ 4"
6",2 5
3 b0 6
n [Te) 1 n
gs 1o
5" 3" - I < <
) N T < -
— ~ -
wn ~
w ~
g »
o
NERTe )
o N~ —
b= =
2 i
D
©
< D
N D
o N
p:
=
o -~
N - ©
o N
(32] N~ N
~ N D
o 2
=

150

145

140

135

130 125Chemical Shift (ppm)

NVR-124 13C.spectrus




Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 02 Apr 2019 17:51:21
-61.75 6| s Date Stamp 02 Apr 2019 17:51:21
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 25.001

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.75 (s, 6 F)

6F 1
. l
N . 6F
L(ID - n
1 K2
| ©
1.0
0.5
O )
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
-61.0 -61.5 -62.0 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-124 19F.spectrus



Openlynx Report - James B Page 1
Sample: 1 Vial:2:4 ID:JB155-1
File:JB155-1 Date:01-Apr-2019 Time:16:13:36
Description:
Printed: Tue Apr 02 15:22:54 2019
3: UV Detector: TAC: Wavelength Range: (210 - 400) 3.631le+2
Range: 3.753e+2
. (2)
E 100%
3 25 422.0(54%)
.Oe+ E 422.0(43%)
é 2.79
2 0e+2{
R .
1.0e+2]
o . : //—JL/_/—_\ )
0""'l""i"" T T T T T T [T T e e e e e e Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
Peak Number Compound Time Area %Total Mass Found
2 Found 2.79 100.00 422.0,422.0
1: MS ES+ :TIC Smooth (Mn, 2x2) 1.9e+007
(2)
e 58%
E 422.0(54%) (5)
80 422.0(43%) 27%
E 2.80 3.29
60
3 (4)
oe _E 6%
404 3
5 (1) 3.13 |
E 4%
204 2.62
o:""l""I""I“"I""I""I‘“‘l""l""!""T""I'"'l""l""I""I""]Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
2: MS ES- :TIC Smooth (Mn, 2x2) 1.1le+007
(2)
100 100%
422.0(54%)
80 422.0(43%)
2.80
60
o
40
20
O T T T e o e e Time
0.50 1.00 1.50 2.00 2:350 3.00 3.50 4.00

NVR-124 LCMS



Openlynx Report - James B Page 2
Sample: 1 Vial:2:4 ID:JB155-1
File:JB155-1 Date:01-Apr-2019 Time:16:13:36
Description:
Printed: Tue Apr 02 15:22:54 2019
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
2 Found 2.80 423 2 Found 2.80 421
1:MS ES+ 2:MS ES-
2.8e+006 1.5e+006
100 423.2 100 421.2
o 50 50
168.1 424.2561 . 166.1 422.2 cee 0 843.2866 .
318.3 ' 192.1 ) '
ol ll, o3 2%t a0 asex [ 290 |peeet
500.0 1000.0 500.0 1000.0
Peak ID Compound Time Mass Found
2 2.80 Not Found

2:(Time: 2.79) Combine (1677) 3:UV Detector
3.502 AU
262.9 286.9
331.9
2.0
2
0.04+————77—"—r———— = Nm
300.0 400.0

NVR-124 LCMS



Thermo Exactive Plus EMR Orbitrab ASAP pos

423.0766 NL:
1005 1.00E9
] 0519072ASAP-
90 pos_190507152513#18-25
= RT:0.16-0.22 AV: 8 T: FTMS
80 +p APCl corona Full ms
3 [200.0000-1000.0000]
70
o 13
g 7
& 60
§ 60
g o
S 7
< 504
< Vi
R
© 40
[0} -
-
30
20 424.0800
104
o 4228451 )| 4233018 423.9664 424.3093 425.0827 455 3630
423.0774 NL:
1003 1.92E4
90 C17H12Fe N2 O4 H:
OI C17H13FeN204
. p (gss, s /p:40) Chrg 1
80 R: 20000 Res .Pwr . @FWHM
704
60
50
404
30
20] 424.0808
10
= J 425.0833
0= __/\
T T T T T T ARSI T (RERR T T T T T 1 T T T T T T T T T N T T
4225 423.0 4235 424.0 4245 425.0 4255
m/z

NVR-124 HRMS



Thermo Exactive Plus EMR Orbitrab ASAP pos

m/z Theo. Mass Delta (ppm) RDB equiv. Composition

423.0766 423.0761 1.28 10.0 C15H11 O3 N5 F6
423.0774 -1.90 9.5 C17 H13 04 N2 F6 €&
423.0747 4.44 5.0 C14 H15O7 N F6
423.0747 4.45 10.5 C13 H9 02 N8 F6

NVR-124 HRMS



Shift | H m J Assign Acquisition Time (sec) 6.5536
H O (pPm) (Hz) Date 08/08/2017 09:02:00
13.88| 1| brs COOH Date Stamp 08/08/2017 09:02:00
10.60| 2 s - NH", NH Frequency (MHz) 500.1930
1 a0 11 g 6o ™ Nucleus 1H
6 : : Number of Transients 16
g2 /1] d 23 H6 Solvent DMSO-d6
818| 2 | brs - H2", He"
787 1| dd 8.9,2.2 H4 ;
766 | 1 s . Ha" H NMR (500 MHz, DMSO-d;) 6
|~ 5 . ppm 13.88 (br's, 1 H), 10.60 (s, 2
H), 8.26 (d, J=8.9 Hz, 1 H), 8.21
CFj3 (d, J=2.3 Hz, 1 H), 8.18 (br s, 2
H), 7.87 (dd, J=8.9, 2.2 Hz, 1 H)
H4"(s, 1H H2" H6"(br s, 2H) ’ ’ ’ ’ '
(& 1H) e 7.66 (s, 1 H)
H4(dd, 1H) H6(d, 1H)
H3(d, 1H) e
i 0
H2",H6"(br s, 2H)
H6(d, 1H)
NH",NH(s, 2H) ®
o [ce]
é H3(d, 1H)
g 85
N ® o H4"(s, 1H)
® ©
©
H4(dd, 1H) -
- X~
2 S
S
[ce]
8
N~
8 UL\,
R . oy
COOH(br s, 1H) %} 1.00 ogs 2.02 1.00 0.99
0 \\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
< g R 8.3 8.2 8.1 8.0 7.9 Chemical Shift (ppm)
D o
y N L N BV
— ~
0.91 2.00 1.000.932.021.000.99
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\%J\\‘\\u\\‘u\\\\u‘\\u\\‘u\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\ NVR-12_1H.SpeCtrUS
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)



NVR-12_13C

DMSO-d6

39.51

CF3¥:F3"
? 4"
I6;4 6"’2"
COOH " fnan
OH €O 1" 573731 5
8250888888, ¢
SOE22838528850 g
ERIITICEIINEECE 3
T |
T T 17 T T ‘ T T T T T ‘ T T T T 71 ‘ T T T T 71 ‘ T T T T 71 ‘ T T
200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 08/08/2017 15:23:00
168.2 | 1 s COOH Date Stamp 08/08/2017 15:23:00
151.8 1 s co Frequency (MHz) 125.7870
142 1 1 s 6 Nucleus 13C
Number of Transients 256
1417 | 1] s 2 Solvent DMSO-d6
1413 | 1 s 1"
1389 | 1 s - 4 13
1307 | 2| q | 326 5" 3 C NMR (126 MHz, DMSO-d;;) &
1233 | 2| q |2726| CF3" CF3" ppm 168.2 (s, 1 C), 151.8 (s, 1
1218 [ 1] s | - 3 C), 142.1 (s, 1 C), 141.7 (s, 1 C),
1180 | 2| brq |39 | 62" 141.3 (s, 1 C), 138.9 (s, 1 C),
"r7 | 1 s - 1 130.7 (q, J=32.6 Hz, 2 C), 121.8
1147 | 1] brspt | 39 4" (s,1C), 123.3 (q, J=272.6 Hz, 2
843 |1] s | - 5 C), 118.0 (br q, J=3.9 Hz, 2 C),
117.7 (s, 1 C), 114.7 (br spt,
J=3.9Hz, 1 C), 84.3 (s, 1 C)
6" CF3",CF3" 62
2 g 5",3" & =
o 4"
%MWMMWWMWWWMwmmwww$MwamwamemmmwwwmmwuwwmwhMmmm

i

140 135 130 125 Chemical Shift (ppm)

NVR-12_13C.spectrus



Shift F|lm Acquisition Time (sec) 2.9360
(ppm) Date 08/08/2017 15:57:00
-61.75 6| s Date Stamp 08/08/2017 15:57:00
Frequency (MHz) 470.6020
Nucleus 19F
Number of Transients 128
Solvent DMSO-d6

"°F NMR (471 MHz, DMSO-d,) &
ppm -61.75 (s, 6 F)

oF .
o | 2
© ] ©
1.00
| B
— “‘/
0.75 - |
] |
0.50 — ‘w‘
0.25 -
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
6160 -61.65 -61.70 -61.75 -61.80 Chemical Shift (oppm)
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
-10 -20 -30 -40 -50 -60 -70 -80 90  -100 -110 -120 -130 -140 150 -160  -170 Chemical Shift (ppm)

NVR-12_19F.spc



MO3(br s, 2",6", 2H)

M02(s, 3, 1H)
MO5(br s, 4", 1H)
MO4(s, 6, 1H)

No.| Shift | H m Assign
(pPm)
1110.68| 2 S NH", NH
2 870| 1 s 3
3814 2 brs 2", 6"
4 1801 1 s
5763 1 brs 4"
MOM1H)
R
[ce]

Acquisition Time (sec) 8.1789

Date 20/06/2019 17:11:00
Date Stamp 20/06/2019 17:11:00
Frequency (MHz) 400.1320

Nucleus 1H

Number of Transients 16

Solvent DMSO-d6

'H NMR (400 MHz, DMSO-d;) &

ppm 10.68 (s, 2 H), 8.70 (s, 1 H),
8.14 (brs, 2 H), 8.01 (s, 1 H),
7.63 (brs, 1H)

MO3(br s, 2",6", 2H)
MO04(s, 6, 1H)

S
@
s
o
MO5(br s, 4", 1H)
[32]
©
~
s
|
|
)/
212 1.01 1.05
L ]

o o
< ©
©
M01(S,N’|:‘|",NH,2H)
&
S *
o
3
™~ o
Jh
f e
Ny 1.00
T —
2.10 1.002.121.011.05
4 g d 0 4
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\
16 14 12 10 8 2 0 Chemical Shift (ppm)

8.0 Chemical Shift (ppm)

NVR-132_1H.spectrus




NVR-132_13C DMSO-d6
5"-CF%3"-CF3
35" 4"
1" 26
COOH
gwwwmm‘\‘ﬁ 75'
B rog 9N S8x%
—P¥¥2n 35 Q=W
NNV T~
MWMWWWMMWLMM&MMM#WWWWWWWWWM
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 20 Jun 2019 23:03:15
167.8 | 1 s COOH Date Stamp 20 Jun 2019 23:03:15
151.8 1 s co Frequency (MHz) 100.6128
1415 1 s 2 Nucleus 13C
: . Number of Transients 256
42 | 1] s L Solvent DMSO-d6
136.3 1 S 4 Temperature (degree C) 22.700
132.0 | 1 s - 6 13
1307 | 2 q 323 3" 5 C NMR (101 MHz, DMSO-d6) o)
1233 | 2| q |272.9|5"-CF3,3"CF3 ppm 167.8 (s, 1 C), 151.8 (s, 1
123.0 | 1 s 5 C),141.5(s,1C),141.2 (s, 1 C),
120.7 | 1 s 3 136.3 (s, 1 C), 132.0 (s, 1 C),
1181 | 2| brq | 39 2, 6" 130.7 (q, J=32.3 Hz, 2 C), 123.0
115.8 | 1 s - 1 (s,1C),120.7 (s, 1 C), 123.3 (q,
1149 | 1] brspt | 3.9 4" J=272.9 Hz, 2 C), 118.1 (br q,
J=3.9Hz, 2C), 115.8 (s, 1 C),
114.9 (br spt, J=3.9 Hz, 1 C)
1H
2 4
o ” 6 5".CF3,3"-CF3
ge 5 Q.
T3 8 N 3
S e & i 3
Q n
Q 8 1
~ o n
3" 5" o 26"
1 i lo
o2 Sg T
o o =
)
|8 "
~ & =/
T S
R
3 o |8 3 - =7
8 37§ & >
e & 2
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
140 135 130 125 Chemical Shift (ppm)

NVR-132_13C.spectrus




Shift Acquisition Time (sec) 2.9360
(ppm) Date 20/06/2019 23:14:00
-61.79 Date Stamp 20/06/2019 23:14:00
Frequency (MHz) 376.4610
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
"°F NMR (376 MHz, DMSO-d;) &
ppm -61.79 (s, 6 F)
6F |
\ | 6F
2
T ] 2
© 4 <
i ©
1.0 —
0.5
7\\\‘\\\\‘\\\\\\\\\‘\\\\\\\\ﬁ\\\\\\\\\‘\\\\\\\\\‘\\\
-61.70 -61.80 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -180 Chemical Shift (ppm)

NVR-132_19F.spectrus




H O O No.| Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 01 Jul 2019 20:29:25
1113.94] 1] brs COOH Date Stamp 01 Jul 2019 20:29:25
H H 2" 2 1071l 11 s NH Frequency (MHz) 400.0700
" Nucleus 1H
6 1 N N CF3 3 1062 1 s ~ NH Number of Transients 16
2 T 1 3n 41845/ 1] dd | 142,77 3 Solvent DMSO-d6
5 5814 2| brs - 6", 2" Temperature (degree C) 25.001
6787 1] dd 11.2,9.4 6
F 3 O 6" 4" 7762 1] brs 4" 'H NMR (400 MHz, DMSO-dg) &
4 5" ppm 13.94 (br s, 1 H), 10.71 (s, 1
F CF H), 10.62 (s, 1 H), 8.45 (dd,
3 J=14.2,7.7 Hz, 1 H), 8.14 (br s,
2 H), 7.87 (dd, J=11.2,9.4 Hz, 1
H), 7.62 (br s, 1 H)
MO04(dd, 3, 1H)
m MO5(br s, 6",2", 2H)
M06(dd, 6, 1H) o
Mo7(br s, 4", 1H) ©
MO5(br s, 6,2", 2H)
N
©
MO7(br s, 4", 1H)
M02(s, NH, 1H) R
MO3(s, NH", 1H) T
© M06(dd, 6, 1H)
° MO04(dd, 3, 1H) °
%' eI [o)) '°\° =
5 T 5238 S
&
53T
o ©
MO1(br s, COOH, TH) 1.01 2.00 1.01 1.02
3 I L] I I
('\'j. T ‘ T T T ‘ T T T ‘ T T T T ‘ T T T T
e 8.50 8.25 8.00 Chemical Shift m
T JL \ AL ] (ppm)
\
0.67 098098  1.012.001.011.02
TR U U
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
16 14 12 10 8 6 4 2 0  Chemical Shift (ppm) NVR-1 49_1 H .Spectrus



. H H 2
6 N_ _N CF,
2 T 1" 3"
> 0
3 6" 4"
F 4 5u
F CF,
NVR-149_13C
5"-CF3,3"-CF3
4 6%,2"
COOH co ™ 4;'3
88, 181
S PPN 000RY
B Ti8gec0n® g
- —2NN22-I S0
I ‘l u‘\ H}\HN‘IH'
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shit | C| m J Assign
(PPm) (Hz)
167.9 | 1 S - COOH
1522 | 1 dd |250.4, 13.7 4
1519 | 1 S - CcOo
1434 | 1 dd |242.1,13.2 5
1416 | 1 S - 1"
139.5 | 1 dd 11.7,2.0 2
130.7 | 2 q 323 5", 3"
126.0 | 2 q 272.9 5"-CF3, 3"-CF3
119.3 | 1 d 18.6 6
118.0| 2 | brqg 3.9 6", 2"
114.8 | 1 |brspt 3.9 4"
1122 | 1 dd 3.5
108.2 | 1 d 24.5 3
—4
co —2
8 1"
5 g
3
5
2
- -
25 38 5883388  C
38 |28 33T B0 T

130.85 .

]

130.52

Acquisition Time (sec) 1.0224

Date 01 Jul 2019 20:43:40
Date Stamp 01 Jul 2019 20:43:40
Frequency (MHz) 100.5977

Nucleus 13C

Number of Transients 256

Solvent DMSO-d6

Temperature (degree C) 24.998

C NMR (101 MHz, DMSO-d;) &

ppm 167.9 (s, 1 C), 151.9 (s, 1
C), 152.2 (dd, J=250.4, 13.7 Hz,
1C), 143.4 (dd, J=242.1, 13.2
Hz,1C), 141.6 (s, 1 C), 139.5
(dd, J=11.7, 2.0 Hz, 1 C), 130.7
(g, J=32.3 Hz, 2 C), 126.0 (q,
J=272.9 Hz, 2 C), 119.3 (d,
J=18.6 Hz, 1 C), 118.0 (br q,
J=3.9 Hz, 2 C), 114.8 (br spt,
J=3.9Hz, 1C), 112.2 (dd, J=3.5
Hz, 1 C), 108.2 (d, J=24.5 Hz, 1
C)

5"-CF3,3"-CF3

11803 o lo
118.01 735

124.64
121.92
108.00 1«

™
@
e}
o
2

114.78 o

114.74

D
.
[
—
—

114.82

155

150 145

140 135

130

125

CheRTRATT PRMIS

NVR-149 13C.spectrus




Shift |F| m J Acquisition Time (sec) 1.4680
(ppm) (Hz) Date 01 Jul 2019 21:49:47
-61.83|6| s - Date Stamp 01 Jul 2019 21:49:47
2" -128.41| 1| dd | 14.0,9.5 Frequency (MHz) 376.4419
CF 128.47| 1| dd | 14.0,9.2| | Nucleus . 19F
3 Number of Transients 16
3" Solvent DMSO-d6
Temperature (degree C) 24.999
4" "°F NMR (376 MHz, DMSO-d;) &
5" ppm -61.83 (s, 6 F), -128.41 (dd,
CF J=14.0,9.5 Hz, 1 F), -128.47
3 i 1F (dd, J=14.0,9.2 Hz, 1 F)
7 1F
0.10 -
| :
- 0]
i o
6F ]
&3 J
5 |
0.05
O —t
A T T T T T T T T T T T T T T T
-128.00 -128.25 -128.50 Chemical Shift (ppm)
l
IS
S
2N
1IF
1uF
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-149 19F.spectrus



Shift | H m Assign Acquisition Time (sec) 3.9846
(ppm) Date 05 Jul 2019 01:21:41
13.26| 1| brs COOH Date Stamp 05 Jul 2019 01:21:41
10.75| 1 s NH Frequency (MHz) 400.0700
1049 1| s NH" Nucleus 1H
- Number of Transients 4
820 2| brs 26 Solvent DMSO-d6
8.16 | 1 S 3 Temperature (degree C) 25.000
763 1| brs 4" 1
IR H NMR (400 MHz, DMSO-d,) &
38413 | s OMe ppm 13.26 (br s, 1 H), 10.75 (s, 1
375 3| s OMe H), 10.49 (s, 1 H), 8.20 (br s, 2
H), 8.16 (s, 1 H), 7.63 (br s, 1 H),
) 7.42 (s, 1 H), 3.84 (s, 3 H), 3.75
} 2",6"(b
NVR-150_1H P 6"(brs) (s, 3H)
< &
@ e
T 6(s)
3e) o
o N
o
4"(br s) 4"(br s)
2",6"(br s) 3
n N~
3(s)
&
o 6(s)
© 9
NH(s) s
NH"(s)
-
= ™
oY ©
l\_ M~
S \
|
© \HH‘HH‘HH‘\H\‘HH‘HH‘HH‘\H\‘H\\‘HH‘HH‘\\H‘\\H‘H\\‘HH‘\\.H‘HH.‘HH‘HH
P 8.2 8.1 7.8 7.7 Chemical Shift (ppm)
/s )
) ‘ )
(/ \W r \\\\
0.76 0.98 0.97 2.000.98 0.990.98 3.002.99
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\%\\\u\‘\\\\‘u\\\\u‘\\u\\‘\u\\\‘\\\\‘\\\\u‘\\u\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\ NVR-15O_1H.SpeCtrUS
16 14 12 10 8 4 2 0 Chemical Shift (ppm)



NVR-150_13C DMSO-d6
5"-CF3,3"-CF3
3" 5" 4"
4 u " n OMe‘,OMe
D 2"6 o
COOH co ! 3 'e}
. 52 61 8
N © 1 |
bk P P Nk
ANNR RO o
TETIIRgBggREo e 3
R i
HL M‘\HJ\ l l
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 05 Jul 2019 01:38:19
169.3 | 1 s COOH Date Stamp 05 Jul 2019 01:38:19
153.3 1 s 4 Frequency (MHz) 100.5977
1522 1 s co Nucleus 13C
Number of Transients 256
1429 | 1] s 5 Solvent DMSO-d6
142.0 1 S 1" Temperature (degree C) 25.000
1376 | 1 s - 2 13
1307 2| ¢ |326] 3.5 C NMR (101 MHz, DMSO-d) &
1234 | 2| q |272.9|5"-CF3,3"CF3 ppm 169.3 (s, 1 C), 153.3 (s, 1
1179 | 2| brq | 39 2", 6" C),152.2 (s,1C), 1429 (s, 1 C),
1144 | 1 | brspt | 3.9 4" 142.0 (s, 1C),137.6 (s, 1 C),
127 |1 s 6 130.7 (q, J=32.6 Hz, 2 C), 123.4
1067 | 1] s 1 (q, J=272.9 Hz, 2 C), 117.9 (br q,
102.8 | 1 s 3 J=3.9 Hz, 2 C), 114.4 (br spt,
856 | 2| s OMe, OMe J=3.9 Hz, 1 C), 112.7 (s, 1 C),
106.7 (s, 1 C), 102.8 (s, 1 C),
55.6 (s, 2 C)
co
48 1"
ipS 6 1
R+ ? 2 o o 3
< ,\§ @ 5"-CF3,3"-CF3 ! s 2
© < ~ " - - N
§7 ¢© 3",5" 2"6" S
8 2 % g
g% &
9
SHIR: I
S|g e e .
s WWWW e
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
152 144 136 128 120 Chemical Shift (ppm)

NVR-150_13C.spectrus



Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 05 Jul 2019 02:44:24
-61.72 6| s Date Stamp 05 Jul 2019 02:44:24
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 24.999

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.72 (s, 6 F)

6F 1
3 ,
N . 6F
[(e] 7 n
' 1 N
| ©
1.0
0.5
O L
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
-61.0 -61.5 -62.0 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-150 19F.spectrus



No.| Shift | H m J Assign Acquisition Time (sec) 3.9846
Date 25 Mar 2019 23:00:30
s Date Stamp 25 Mar 2019 23:00:30
s Frequency (MHz) 400.0700
s Nucleus 1H
Number of Transients 16
m Solvent DMSO-d6

Temperature (degree C) -273.000

7.59
7.43

O
n ( m) (HZ)

2 H H 2 CF 1p;03 - COOH

9.47 _ NH"

HO 1 3 \rr 1" 3" 3 9.28 } NH
8.16 i 2" 6" 2

6 4 O 6" 4" 7.67 . 4" 4

5 ' -

Njlojloa|lhlw [N~
aAalalplw|alala

7.9

'H NMR (400 MHz, DMSO-d;) &

ppm 13.03 (s, 1 H), 9.47 (s, 1 H),
9.28 (s, 1 H), 8.13-8.18 (m, 3
H), 7.67 (s, 2 H), 7.59 (br d,
J=7.8 Hz, 1 H), 7.43 (t, J=7.9 Hz,

M04(m, 2",6",2, 3H) 1H)
©
w
DMSO-d6 Mo5(s, 4,4, 2H)
MO02(s, NH", 1H)
n MO6(br d, 6, 1H)
MO03(s, NH, 1H) e MO7(t, 5, 1H)
! ©© o
MO7(t, 5, 1H) ~ <
n N~
MO04(m, 2",6",2, 3H)
MO5(s, 4",4, 2H)
MO6(br d, 6, 1H)
©
w -
MO01(s, COOH, 1H)
[32) 2/
S o 5 o  bmso-ds*
e < N ~ o #
> o~ 2.99 199  0.99 1.00
X (I I Ry D (I
D \\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
l h“ A 8.2 8.1 8.0 7.9 7.8 7.7 Chemical Shift (ppm)
N '
/ (N
0.90 0.890.88 2.991.99 0.99 1.00
I T T R

16 14 12 10 8 6 4 2 0  Chemical Shift (ppm) NVR-118 1H.spectrus



Acquisition Time (sec) 1.0224

Date 08 May 2019 18:16:35
Date Stamp 08 May 2019 18:16:35
Frequency (MHz) 100.5977

Nucleus 13C

Number of Transients 256

Solvent DMSO-d6

Temperature (degree C) 25.000

C NMR (101 MHz, DMSO-d;) &

ppm 167.2 (s, 1 C), 152.5 (s, 1
C), 1418 (s,1C), 139.4 (s, 1 C),
131.4 (s, 1 C), 130.7 (q, J=33.3
Hz, 2 C), 129.0 (s, 1 C), 123.4 (s,
1C),123.1(s,1C), 119.6 (s, 1
C), 123.3 (q, J=272.9 Hz, 2 C),
118.2 (br q, J=3.9 Hz, 2 C),
114.5 (br spt, J=3.9 Hz, 1 C)

5"-CF3,3"-CF3
1
2
;4 n
©
6 0
n (o]
o s
<
[s2]
o 2Il GII
©
5] =
[s2]
~<
S - v
©X
-
¢ || 5
S -
- ~N
o -
0
N~
N
o

O Shit | C| m J Assign
2 H H o (ppm) (Hz)
167.2 | 1 s COOH
N_ _N CF, e 11 o
HO 1 3 \rr 1" 3" 1418 | 1] s T
139.4 | 1 s 3
6 4 O 6" 4!! 131.4 1 s - 1
1307 | 2 q | 333 3" 5"
5 1290 | 1 s 5
CF 1234 | 1 s - 6
3 1233 | 2 q |272.9/5"-CF3, 3"-CF3
1231 | 1 s 4
1196 | 1 s - 2
1182 | 2| brq | 3.9 2" 6"
1145 | 1| brspt | 3.9 4"
NVR-118_13C DMSO-d6
5
3
1 N
" o
Vo3 'R
N3 3
T 3 5
©
5"-CF3,3"-CF3 20
22 =
®2
35" o
26"
3 4 Q
1. s
" I Ll 3
COOH . 1 5??‘1” @
N~ ‘ o T ©
o (o)) Y]
su-a%5283 oy
‘_“Sgég‘_ﬁg ~ 5% wwwwwwmwwmwwwww
Wi
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

125 Chemical Shift (ppm)

NVR-118 13C.spectrus




Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 26 Mar 2019 00:20:55
-61.60 6| s Date Stamp 26 Mar 2019 00:20:55
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) -273.000

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.60 (s, 6 F)

6F _]
‘ | 6F
3 1 o
© 1 =
1 ©
1.0 -
0.5 —
7‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
-61.3 -61.4 -61.5 616  -61.7  Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-118 19F.spectrus



' .Openlynx Report - James B

; Page 1
Sample: 1 Vial:2:22 ID:JB149 HRMS-1
File:JB149 HRMS-1 Date:02-Oct-2019 Time:12:43:29
Description:
Printed: Wed Oct 02 12:56:03 2019
3: UV Detector: TAC: Wavelength Range: (210 - 400) 1.348e+2
Range: 1.446e+2
(6)
46%
392.0(84%)
392.0(19%)
1.0e+2 3.03
7.5e+1
2
5.0e+1 (1)
9%
2.5e+1 0.51
R
"'I""IJT"I""l""I""I""I""I"“T e Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
Peak Number Compound Time Area %Total Mass Found
1 0.51 8.58 Not Found
2 0.62 45.70 Not Found
6 Found 3.03 45.71 392.0, 392.0
1: MS ES+ :TIC Smooth (Mn, 2x2) 5.8e+006
(6)
1003 73%
E 392.0(84%)
80 392.0(19%)
E 3.04
60—; (4)
w 5 10%
404 2.94
20-
0:‘"'I""l'"'I“"I""I""I"" UEST N R R e Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
2: MS ES- :TIC Smooth (Mn, 2x2) 3.7e+006
(6)
1003 100%
E 392.0(84%)
80- 392.0(19%)
E 3.04
60
o E
404
20-
0: i — Time
4.00

NVR-118 LCMS



) .Openlynx Report - James B

Page 2

Sample: 1 Vial:2:22 1D:JB149 HRMS-1
File:JB149 HRMS-1 Date:02-Oct-2019 Time:12:43:29
Description:
Printed: Wed Oct 02 12:56:03 2019
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
1 0.51 Not Found 1 0.51 Not Found
1:MS ES+ 2:MS ES-
142.1 1.3e+004 136.0 9.4e+002
100 100
173.0 219.9 564.7
224.1 607.9 861.8 958.9
® 50 279.3 50 454.7 988.3
476.4524.6 gpg.5972.1 b ‘ 19973
0 m/z 0 ‘ : ‘ ‘ U m/z
500.0 1000.0 500.0 1000.0
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
1 0.51 Not Found 2 0.62 Not Found
1: (Time: 0.51) Combine (308) 3:UV Detector 1:MS ES+
7.302e-1 AU 8.0e+004
215.9 142.1
100
5.0e-1
2 50 183.2
2.5e-1 (
199.9 349.1 832.7
.1 i 3
PO T, S | odldllg .o 626.1 7 '~ 931.2977:0
300.0 400.0 500.0 1000.0
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
2 0.62 Not Found 2 0.62 Not Found
2:MS ES- 2:(Time: 0.62) Combine (370) 3:UV Detector
1.7e+003 2.797e-1 AU
112.9
100
2.0e-1
o0 50
1.0e-1
0 0.0|:.|....|.|.,-..-|Nm
500.0 1000.0 300.0 400.0
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
6 Found 3.04 393 6 Tentative  3.04 391
1:MS ES+ 2:MS ES-
1.7e+006 6.8e+005
100 9203 100 783.2
® 50 50 391.2 784.1
394.3 162.1 \392.259?2 805.3
5 502.4
0- . %gg ? o T ———— m/z 0- ./- et [.(- — m/z
500.0 1000.0 500.0 1000.0

NVR-118 LCMS
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. Openlynx Report - James B

Sample: 1 Vial:2:22 ID:JB149 HRMS-1
File:JB149 HRMS-1 Date:02-Oct-2019 Time:12:43:29
Description:

Printed: Wed Oct 02 12:56:03 2019

Page 3

Peak ID Compound Time Mass Found

6 3.04 Not Found
6: (Time: 3.03) Combine (1821) 3:UV Detector
2.47 AU
260.9
2.0
=]
< 1.0
0.0 T T T |Nm
300.0 400.0

NVR-118 LCMS



Thermo Exactive Plus EMR Orbitrab HESI pos

391.0527 NL:
1003 1.40E9
E 1019085_191003093251#14-
907 26 RT:0.12-0.22 AV: 13 T:
3 FTMS - p ESIFull ms
807 [150.0000-1200.0000]
70
3 4
[ = i
L 60
S
3 =
2 50
S 7
2 1
® 407
[) g
14 g
307
207
] 391.5540 392.0557
0:
105 390.9576 || 391.1470
7 390.5504 390.8491 | 391.2570 391.8502 392.2588 392.5571 392.9375 393.0590  393.2776
0 .
391.0523 NL:
1007 1.94E4
905 CisHg Fs N2 Oa:
] C16HgFeN203
] p (gss, s /p:40) Chrg -1
80 R: 20000 Res .Pwr . @FWHM
70
607
50
407
30
204 392.0554
10
3 393.0580
0 |||||||||||||[|||||||||||||n||||||||||||||||]||||||1||||||
390.6 3908 391.0 3912 3914 3916 391.8 3920 3922 3924 3926 392.8 393.0 393.2 3934
miz

NVR-118 HRMS



Thermo Exactive Plus EMR Orbitrab HESI pos

m/z Theo. Mass Delta (ppm) RDB equiv. Composition

391.0527 391.0523 1.06 10.5 C16 H9 O3 N2 F6

NVR-118 HRMS



3 H H No.| Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 27 Mar 2019 21:55:09
2 N N 1 112.65| 1 brs - COOH Date Stamp 27 Mar 2019 21:55:09
21950 1 s NH" Frequency (MHz) 400.0700
4 \H/ 1 3| 938 1 s NH Nucleus 1H
1 - Number of Transients 16
HO 5 O 6 41815 2| brs 62 Solvent DMSO-d6
5789 2 brd 8.8 6,2 Temperature (degree C) 25.000
6 6 |7.67]| 1 brs 4" 1
o) 1761121 bra ob 35 H NMR (400 MHz, DMSO-d;) &

MO04(br s, 6",2", 2H)

8.15

MO5(br d, 6,2, 2H)

MO3(s, NH, 1H)

MO02(s, NH", 1H)
MO7(br d, 3,5, 2H)

MO4(br s, 6",2", 2H)

MO6(br s, 4, 1H) -

ppm 12.65 (br s, 1 H), 9.50 (s, 1
H), 9.38 (s, 1 H), 8.15 (br s, 2 H),
7.89 (brd, J=8.8 Hz, 2 H), 7.67
(brs, 1 H),7.61 (brd, J=8.8 Hz,
2 H)

M07*br d, 3,5, 2H)

M05(br d, 6,2, 2H) MO6(br s, 4", 1H)

©
Q o
~ ©
~

o

o ro)

o N

~

7.67

DMSO-d6*
MO1(br s, COOH, 1H) 2o8 Yo Lj
© 88 PN K2 2.00 2.03 1.00 2,07
g > @ egg%“:g DMSO-d6* \‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
I i M Ry e 1 8.1 8.0 7.9 7.8 Chemical Shift (ppm)
I'C
C S

0.92 0.980.98 2.002.03 1.00 2.07
o oo b ! !

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)

NVR-117_1H.spectrus



“_N_N

2

4\ﬂ/1

HO._ | 5 O ¢
6

o

Shift C m J Assign
(ppm) (Hz)
167.0 1 s COCH
152.2 1 s CcoO
143.3 1 s 4
141.6 1 s - 1"
130.8 2 q 323 3", 5"
130.5 2 s 2,6
1243 1 s - 1
123.3 2 q 272.9|5"-CF3, 3"-CF3
118.2 2 brq 3.9 2", 6"
117.9 2 s 5,3
114.7 1| brspt | 3.9 4"
NVR-117_13C
2%6
4 g
3 o
o ©
=3 N
o 3
S
3
5

Acquisition Time (sec) 1.0224

Date 09 May 2019 18:40:39
Date Stamp 09 May 2019 18:40:39
Frequency (MHz) 100.5977

Nucleus 13C

Number of Transients 256

Solvent DMSO-d6

Temperature (degree C) 25.001

C NMR (101 MHz, DMSO-d;) &

ppm 167.0 (s, 1 C), 152.2 (s, 1
C),143.3(s,1C), 1416 (s, 1 C),
130.5 (s, 2 C), 130.8 (q, J=32.3
Hz,2 C), 124.3 (s, 1 C), 123.3
(q, J=272.9 Hz, 2 C), 118.2 (br q,
J=3.9Hz, 2C),117.9 (s, 2 C),
114.7 (br spt, J=3.9 Hz, 1 C)

26"
5,3
[(e]
o
N~
5"-CF3,3"-CF3
1
<
™
N ~
& & N
8 aps .
N Q
s

L

NVR-117_13C DMSO-d6
5"-CF£3"-CF3
2"6"
4"
53
435"
' Q
COOHCO 4u 261
o} [
o)} < © <+
ONRONB D
CNSTIcNY R
T oo |«
~— 32} -—
‘ \ H \L“l‘l
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

140

135 130

125 Chemical Shift (ppm)

NVR-117_13C.spectrus




3 Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 25 Mar 2019 22:56:18
2 -61.61 6| s Date Stamp 25 Mar 2019 22:56:18
Frequency (MHz) 376.4419
Nucleus 19F
1 Number of Transients 16
H O Solvent DMSO-d6
Temperature (degree C) -273.000
§) 19
O F NMR (376 MHz, DMSO-d;) 6
ppm -61.61 (s, 6 F)
6F J (i:
o | o
@ | @
1.0
0.5
7\\\\‘\\\\‘\\H‘\H\‘H\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
-61.3 -61.4 -61.5 -61.6 -61.7 Chemical Shift (ppm)
WWWMMMWWWMWMMWnWWWWWW
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-117_19F.spectrus



. .Openlynx Report - James B

Page 1
Sample: 1 Vial:2:21 ID:JB148 HRMS-1
File:JB148 HRMS-1 Date:02-Oct-2019 Time:12:31:13
Description:
Printed: Wed Oct 02 12:55:48 2019
3: UV Detector: TAC: Wavelength Range: (210 - 400) 1.074e+2
1.176e+2
(11)
1.0e+2 44%
392.0(81%)
8.0e+1 392.0(50%)
3.03
6.0e+l
D
= 4.0e+l (1)
12%
2.0e+l 0.52
0.0
""I""I""I""l""!""!""I""I""I""l""l""1""l“"l""l""lTime
0.50 1.00 1.50 2.00 2.50 3.00 4.00
Peak Number Compound Time Area %Total Mass Found
1 0.52 11.72 Not Found
2 0.63 44.36 Not Found
11 Found 3.03 43.92 392.0, 392.0
1: MS ES+ :TIC Smooth (Mn, 2x2) 3.8e+006
(11)
31%
100? 392.0(81%)
E 392.0(50%)
80
60 (7) (10)
. E 13% 8%
2.702.82
40
204
Y ""I""I""I""I""l""l""I""I"“I""l""l""l""l""l""l""lTime
0.50 1.00 1.50 2.00 2.50 3.00 4.00
2: MS ES- :TIC Smooth (Mn, 2x2) 3.3e+006
(11)
100 100%
392.0(81%)
80 392.0(50%)
3.04
60
oe
40
20
0T T T e e ) Time
0.50 1.00 1.50 2.00 2.50 3.00 4.00

NVR-117 LCMS



.Openlynx Report - James B

Sample: 1 Vial:2:21
File:JB148 HRMS-1 Date:02-Oct-2019
Description:

Printed: Wed Oct 02 12:55:48 2019

Page 2

ID:JB148 HRMS-1
Time:12:31:13

Mass Found
Not Found

Peak ID Compound Time
1 0.52

1:MS ES+

2.2e+004

142.0

100

Mass Found
Not Found

PeakID Compound Time
0.52

1.(T1me. 0.52) Combine (316) 3:0UV Detector
7.037e-1 A
214.9 03Te=1-00
5.0e-1
=
<
2.5e-1
0.0.v.v|v-v.|-‘|-|v-r||Nm
300.0 400.0
Peak |D Compound Time Mass Found
0.63 Not Found
2:MS ES-
7.4e+002

500.0 1000.0
Peak ID Compound Time Mass Found
11 Found 3.03 393
1:MS ES+
6.7e+005
100 393.3
o 50
394.3
102.2 575.8
311.5
0 e f 2 T — m/z
500.0 1000.0

Peak ID Compound Time Mass Found
0.52 Not Found
2:MS ES-
1.1e+003
100 304.9
50 322.0 650.5 807.0 912.9
926.7
998.8
0 [l { ‘ i | m/z
500.0 1000.0
Peak ID Compound Time Mass Found
2 0.63 Not Found
1:MS ES+
142.1 2.8e+004
100
183.1
50
28? 9 399 ! 526 0 837 0 898 7
O Ml s s - m/z
500. 0 1000 0
Peak ID Compound Time Mass Found
2 0.63 Not Found

2: (Time: 0.63) Combine (376) 3:UV Detector
2.632e~-1 AU
212.9
2.0e-1
1.0e-1
0. 0=, =7 Nm
300.0 400.0
Peak ID Compound Time Mass Found
11 Found 3.03 391
2:MS ES-
7.0e+005
100 391.2
50 1 783.1
784.
162.0 %92'2 657 .2 L84 2
- — - ————m/z
500.0 1000.0

NVR-117 LCMS



P

. ‘O'penlynx Report - James B

Page 3
Sample: 1 Vial:2:21 ID:JB148 HRMS-1
File:JB148 HRMS-1 Date:02-Oct-2019 Time:12:31:13
Description: v

Printed: Wed Oct 02 12:55:48 2019

Peak ID Compound Time Mass Found

11 3.038 Not Found
11: (Time: 3.03) Combine (1818) 3:UV Detector
2.035 AU
282.9
2.0
2 1.0
0.0+ T 71— Nm
300.0 400.0

NVR-117 LCMS



Thermo Exactive Plus EMR Orbitrab HESI neg

391.0530 NL:
1005 2.93E8
3 1019084_191003092310#13-
90 37 RT:0.11-0.32 AV: 25 T:
= FTMS - p ESIFull ms
807 [50.0000-750.0000]
704
8 7
c -
8 607
g "
a S5l
< 50
o o
2 1
S 407
[0] -
x
307
20 392.0564
10
o3 390.8487 391.2575 391.8508 |  392.2622 3930596 3932777 393.5996 394.0610
8 391.0523 NL:
100: 1.94E4
905 C16HgFgN2 O3:
] C16HgFeN203
- p (gss, s /p:40) Chrg -1
80 R: 20000 Res .Pwr. @FWHM
704
60
50
405
30
207 392.0554
103 J
= 393.0580
7 394.0605
0= T T T T T T T T T T T T T T T T T T T T T T T T At T T T T T T T T T T T
390.5 391.0 3915 392.0 3925 393.0 3935 394.0

NVR-117 HRMS



Thermo Exactive Plus EMR Orbitrab HESI neg

m/z Theo. Mass Delta (ppm) RDB equiv. Composition

391.0530 391.0523 1.83 10.5 C16 H9 O3 N2 F6

NVR-117 HRMS



o Shift | H m J Assign Acquisition Time (sec) 3.9846
& (ppm) (Hz) Date 28 Apr 2018 04:49:14
10.62| 1 s - NH" Date Stamp 28 Apr 2018 04:49:14
10.28| 1 s - NH Frequency (MHz) 400.0700
8.48 | 1 d 23 6 Nucleus 1H
: : — Number of Transients 16
82112 s 26 Solvent DMSO-d6
795 1 d 8.5 3 Temperature (degree C) 24.998
7.69 | 1 s - 4" 1
7.36 1 dd 8.4, 21 4 H NMR (400 MHZ, DMSO'd6) 6
ppm 10.62 (s, 1 H), 10.28 (s, 1
H), 8.48 (d, J=2.3 Hz, 1 H), 8.21
(s, 2 H), 7.95 (d, J=8.5 Hz, 1 H),
7.69 (s, 1 H), 7.36 (dd, J=8.4, 2.1
Hz, 1 H)
2",6"(s, 2H)
N
[ce]
6(d, 1H)
2% 3(d, 1H)
o © <
92 4"(s, 1H)
N )
© 4(dd, 1H)
4"(s, 1H)
3(d, 1H) “"
6(d, 1H) “
2",6"(s, 2H) . \
NH(s, 1H) = \‘ | )
NH"(s, 1H N | | |
(s, TH) 4(dd, 1H) J J
Q® $lox
= ‘9 ? S S 8 ol NTOY
~H & 0.96 2.00 1.01 1.05 1.01
DN (I [ (I L (I
T ‘ T ‘ T T ‘ T T ‘ T T T T ‘ T T T T
J\J 8.5 8.0 Chemical Shift (ppm)

1.01 1\\01 0962(<1 0150 1 01
! i NVR-58 1H.spectrus

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)




Chemical Shift (ppm)

3"-CFL5"-CF3
5"ﬂ,3"
6"H,2"
tode
ARSI
S8ETen3zgyleg
LICOS83285IE2
Lol s
150 100

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 28 Apr 2018 05:03:37
152.1 1 s 7" Date Stamp 28 Apr 2018 05:03:37
141.6 1 s " Frequency (MHz) 100.5977
138.8 1 s 1 Nucleus 13C
Number of Transients 256
1361 | 1] s - 5 Solvent DMSO-d6
130.7 2 q 323 5", 3" Temperature (degree C) 25.002
130.0 1 s - 3 13
123.3 2 q 273.6|3"-CF3, 5"-CF3 C NMR (101 MHZ’ DMSO'de) o
1226 | 1| s ppm 152.1 (s, 1 C), 141.6 (s, 1
1204 | 1| s - 6 C),138.8 (s,1C), 136.1 (s, 1 C),
1184 | 2| brg | 39 6", 2" 130.7 (q, J=32.3 Hz, 2 C), 130.0
1150 | 1| brspt | 3.9 4" (s,1C), 122.6 (s, 1 C), 120.4 (s,
1107 | 1] s 1 C), 123.3 (q, J=273.6 Hz, 2 C),
118.4 (br q, J=3.9 Hz, 2 C),
115.0 (br spt, J=3.9 Hz, 1 C),
110.7 (s, 1 C)
3"-CF3,5"-CF3
5",3"
[ — 6
! 3 o
A 3 4 3
1 © - o - -
1 ™ ~ ™ ©
8 T § T N 6",2"
~ ~ ~ 1
T g 5
~ © ‘\:
s s | 2
S s b 2
ST 8 S
E ™ - A
2| & 3
‘\\\\‘\\\\‘\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
140 135 130 125 120 Chemical Shift (ppm)

NVR-58 13C.spectrus



Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 28 Apr 2018 05:48:16
-61.69 6| s Date Stamp 28 Apr 2018 05:48:16
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 25.001

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.69 (s, 6 F)

6F ,
o i
et N 6F
“.3 - 1
1 S
] ©
1.0
0.5 —
07
Z \\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
;<U -61.60 -61.65 -61.70 Chemical Shift (ppm)
=
\\‘m\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
2(!1(__) 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)
<
w

NVR-58 19F.spectrus



Shift | H m J Assign Acquisition Time (sec) 4.0894
N j— N (ppm) (Hz) Date 20 Jun 2019 17:07:36
! \ 10.67| 1 s NH" Date Stamp 20 Jun 2019 17:07:36
H N N 10.36| 1 s NH Frequency (MHz) 400.1300
Ve 876 | 1 q 10 3 Nucleus : 1H
. Number of Transients 16
81912 | s 26 Solvent DMSO-d6
1 8.18 | 1 d 8.1 6 Temperature (degree C) 21.100
3) 768 1| s - 4" ]
7.62 1 dd 8.3, 1.2 5 H NMR (400 MHZ, DMSO'd6) 6
ppm 10.67 (s, 1 H), 10.36 (s, 1
5 H), 8.76 (d, J=1.0 Hz, 1 H), 8.19
4 (s, 2 H), 8.18 (d, J=8.1 Hz, 1 H),
NVR-133_1H 7.68 (s, 1 H), 7.62 (dd, J=8.3, 1.2
Hz, 1 H
CF3 )
NVR-133_1H 6(d)
2",6"(s)
&
[ce]
NH"(s) R
NH(s) 7 3(d)
c8 5(dd) 55
T M )
eel o
© 0| ©
N~
~
o |
S J
~ © [
~ /)
0.99 2.98 0.98 0.99
[ (I [
T ‘ T T ‘ ‘ T T T ‘ T T T ‘ T T T T ‘
) 8.5 8.0 Chemical Shift (ppm)
M ol
1 E)o 0\99 0.992 g 0 g8\0\99
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘l.:\‘\\{\zl‘\\\I\:J‘\\.u\\‘.u\\\.\u‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\ NVR-133_1H.SpeCtrus
16 14 12 10 8 6 4 2 Chemical Shift (ppm)



NVR-133_13C

5"-CF3,3"-CF3
4ﬂ=3
35" 3
26"
4 i
2%
CO .. 6 "
m ~ WO ‘ ~ O n5|1 o
Nesglbag8Ing
TEPSB88geCry

e L

Chemical Shift (ppm)

150 100

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 20 Jun 2019 22:31:08
1522 | 1 s co Date Stamp 20 Jun 2019 22:31:08
141.6 1 s " Frequency (MHz) 100.6128
138.1 1 s i 2 Nucleus 13C
Number of Transients 256
1812 1] g [320 4 Solvent DMSO-d6
1307 | 2 9 |333 3", 5" Temperature (degree C) 22.700
129.8 | 1 s - 6 13
1237 | 1| q |2713  4CF3 C NMR (101 MHz, DMSO-dy) &
1233 | 2| q |272.6|5"-CF3,3"CF3 ppm 152.2 (s, 1 C), 141.6 (s, 1
1190 | 1| brg | 39 5 C),138.1(s,1C), 131.2 (q,
1184 | 2| brq | 39 2", 6" J=32.0 Hz, 1 C), 130.7 (q,
1174 | 1| brq | 39 3 J=33.3 Hz, 2 C), 129.8 (s, 1 C),
1156 | 1 s - 123.7 (q, J=271.3 Hz, 1 C),
1150 | 1] spt | 3.9 4" 123.3 (q, J=272.6 Hz, 2 C),
119.0 (br q, J=3.9 Hz, 1 C),
118.4 (brq, J=3.9 Hz, 2 C),
117.4 (brq, J=3.9 Hz, 1 C),
115.6 (s, 1 C), 115.0 (spt, J=3.9
Hz, 1 C)
2
' 3"5"6
1" © e 276"
5 2 g s 3
s 57 o©
= I @
82 5".CF3,3"-CF3 eg
< 4-CF3 SIRET:
g 33 LRI
2 87 5o TTITT = ‘?_r
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
140 135 130 125 Chemical Shift (ppm)

NVR-133_13C.spectrus




Shift F|lm Acquisition Time (sec) 2.9360
(ppm) Date 20/06/2019 22:47:00
-61.73 6| s Date Stamp 20/06/2019 22:47:00
6185 | 3| s Frequency (MHz) 376.4610

Nucleus 19F

Number of Transients 128

Solvent DMSO-d6

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.73 (s, 6 F), -61.85 (s, 3

F)
6F . 6F
SF | R
2 ] 5
© 1.00
0.75
, i
o 0.50
L(ID 4
0.25
\\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\Fﬁ\‘\\\\‘\\\\‘\\\\‘\\\\‘Tﬁ\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
-61.60 -61.65 -61.70 -61.75 -61.80 Chemical Shift (ppm)
L
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-133 19F.spectrus



NH(s, 1H)
NH"(s, 1H)

10
10.11

H3(br s, 1H)

H6(d, 1H)

H2",H6" (s, 2H)
H5(br d, 1H)
H4"(s, 1H)

(2]

-

o

8.00
7.64

1

099099100200101097098
g v g o g oy

7.59
7.57

Shift m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 21/03/2018 17:18:00
10.54| 1 s NH" Date Stamp 21/03/2018 17:18:00
10.11] 1 s - NH Frequency (MHz) 500.1930
837 1| d 9.0 H6 Nucleus 1H
" " Number of Transients 16
81912 s H2", H6 Solvent DMSO-d6
800| 1| brs H3
7.64 | 1 s - H4" ;
758 | 1| brd 9.2 H5 H NMR (500 MHz, DMSO-d;) 6
ppm 10.54 (s, 1 H), 10.11 (s, 1
H), 8.37 (d, J=9.0 Hz, 1 H), 8.19
. (s,2H),8.00 (brs, 1H), 7.64 (s,
H2",H6"(s, 2H) 1 H), 7.58 (brd, J=9.2 Hz, 1 H)
»
©
H5(br d, 1H)
H3(br s, 1H)
P H4"(s, 1H)
S <
© ©
H6(d, 1H) T
[(e]
&
[o0]
1.00 2.00 1.01 0.97 0.98
| | | | B J ]

7.26
7.24
6.93
6.91

-

8.4 8.3 8.2 8.1 8.0 7.9 7.8 Chemical Shift (ppm)

NVR-41_1H.spectrus

Chemical Shift (ppm)

16 14 12 10

8



Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 21/03/2018 17:22:00
153.6 | 1 s - Tet-C Date Stamp 21/03/2018 17:22:00
152.1 1 s co Frequency (MHz) 125.7870
1417 1 s qn Nucleus 13C

Number of Transients 64
165 | 1] s L Solvent DMSO-d6
131.2 | 1 s - 5
130.7 | 2 q 32.8 3" 5" 13
278 111 s 3 C NMR (126 MHz, DMSO-d) &
1264 | 1| s - 4 ppm 153.6 (s, 1 C), 152.1 (s, 1
1233 | 2| q |272.9|5"-CF3,3"-CF3 C), 141.7 (s,1C), 136.5 (s, 1 C),
1231 [ 1] s | - 6 131.2 (s, 1 C), 130.7 (q, J=32.8
1182 | 2| brq | 39 | 26" Hz, 2 C), 127.8 (s, 1 C), 126.4 (s,
1147 | 1| brspt | 38 4 1C), 123.1 (s, 1 C), 123.3 (q,
1136 | 1 s - 2 J=272.9 Hz, 2 C), 118.2 (br q,

J=3.9 Hz, 2 C), 114.7 (br spt,

NVR-41_13C -
) J=3.8 Hz, 1 C), 113.6 (s, 1 C)

o
@
[s2]
35"
5 5"-CF3,3"-CF3
1 1 = 4 ®
! ° % N 3
R 2 N g g
> 3 T¢ T 2"6'
N o
@
T ©
— © -
o ~
83 8 | o
~— ) N 2
S |y n
— ‘(E 4" ~
5"-CF3,3"-CF3 "9
[— <
N_T
3"5"2" 6" o ,63 < :
f ! P S - <
° 3¢ SHER.E 8 g2 T
Tet-C 41546 2 o @ ?
© -
& 298 398,
O TTYl®TTTCCe MMWMMMMWMW MW,W WWWW
[3p] T ~
2 A \‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
‘ | “HH‘ I 140 135 130 125 Chemical Shift (ppm)

20 150 10 50 Chemical Shift (opm) NVR-41_13C.spectrus



Shift | H m J Assign Acquisition Time (sec) 8.1920
SWaH NL—NN (ppm) (Hz) Date 17/11/2017 14:59:00
10.48| 1 s NH" Date Stamp 17/11/2017 14:59:00
H N N 097 | 1 s - NH Frequency (MHz) 400.1320
~ 829| 1| dad 9.3, 5.4 H6 Nucleus 1H
8.19 > ors — RS Number of Transients 16
" : - ’ Solvent DMSO-d6
2 H H 1" 2 779 1| dd 9.3,3.0 H3 oven
3 N N CF3 766 1| brs - H4" )
1 \ﬂ/ 3" 7441 1| 8.6.3.0 H5 H NMR (400 MHz, DMSO-d;,) 6
ppm 10.48 (s, 1 H), 9.97 (s, 1 H),
6 O ¢ 4 H2" HE"(br s, 2H) 8.29 (dd, J=9.3, 5.4 Hz, 1 H),
F~ 4 5 > 8.19 (br's, 2 H), 7.79 (dd, J=9.3,
5 ? 3.0 Hz, 1 H), 7.66 (br s, 1 H),
(_‘,F3 7.44 (td, J=8.6, 3.0 Hz, 1 H)
H5(td, 1H)
H3(dd, 1H)
H4"(br s, 1H)
H6(dd, 1H)
H2",H6"(br s, 2H) SMSOd6 H4"(br s, 1H)
i .
2 ©
[oe] 8 N~
PN
He(dd, 1H) H3(dd, 1H)
—Oo o
NH(s, 1H) . 32 . 3 § ~ S H5(td, 1H)
NH'(s, 1H) @ ®© P
g
Q
5 8
(o} N~
3% |8
o ®®° Em 1.01 2.00 102 103 1.04
N — —
N~ H‘\H\‘\\H‘H\\‘HH‘\H\‘\H\‘\H\‘\H\‘\H\‘\\H‘\H\‘\\H‘\H\‘\H\‘\H\‘\H\‘\H\‘\\H‘\H\‘\\H
Lm iy 83 82 81 80 7.8 7.7  Chemical Shift (ppm)
L I
\ r 1
1.001.00 1.012.00 1.02 1.03 1.04
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\u\\‘u\\\\u‘\\u\\‘l\:l\\\u‘\\u\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\ NVR-42_1H.SpeCtrUS
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)



18L1-dAN

NVR-42_13C DMSO-d6
o
o}
(2]
5"-CF3,3"-CF3
3",5
TeF-C 2" 6"
CoO1"1 632
<t < n (]
842838888250
ErIB888 ey s
‘ Lo
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 18/11/2017 23:56:00
156.0 | 1 s Tet-C Date Stamp 18/11/2017 23:56:00
152.3 1 s co Frequency (MHz) 100.6230
1418 1 s i qn Nucleus 13C
Number of Transients 256
1338 | 1] d |24 L Solvent DMSO-d6
130.7 | 2 q 326 3" 5"
124.1 1 d 8.3 6 13
1233 | 2 q |272.3|5"-CF3, 3"-CF3| C NMR (101 MHz, DMSO'de) 0
1183 | 1| d |220 3 ppm 156.0 (s, 1 C), 152.3 (s, 1
1181 | 2| brq | 39| 26" C), 141.8 (s, 1 C), 133.8 (d,
1149 | 1 s 2 J=2.4 Hz, 1 C), 130.7 (q, J=32.6
1146 | 1| brs Hz,2C),124.1 (d, J=8.3 Hz, 1
C), 123.3 (q, J=272.3 Hz, 2 C),
118.3 (d, J=22.0 Hz, 1 C), 118.1
(brq, J=3.9 Hz, 2 C), 114.9 (s, 1
C), 114.6 (brs, 1 C)
4"
< 3
m 2
2"6 ~
1 35" o S
@ 3 3 g 5".CF3,3"-CF3 | =
¢ 8 7 2
\‘\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\
140 135 130 125 Chemical Shift (ppm)

NVR-42_ 13C.spectrus




Shift F|lm Acquisition Time (sec) 2.9360
(ppm) Date 19/11/2017 00:07:00
-61.72 6 | s Date Stamp 19/11/2017 00:07:00
11964 | 1 | s Frequency (MHz) 376.4610
Nucleus 19F
Number of Transients 16
C F Solvent DMSO-d6
3
3|| 19
F NMR (376 MHz, DMSO-d;,) 6
. ppm -61.72 (s, 6 F), -119.64 (s, 1
4 F)
oF E
R 0.25 -
© ]
0.20 1F
E 2
] 2
0.15 — '
0.10
0.05 |
1%1
g
@ |
0 -
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
-119.4 -119.5 -119.6 -119.7 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-42_19F.spc



6(d, 1H)

5(dd, 1H)
3(d, 1H)
2",6"(br s, 2H)
4"(br s, 1H)

o
N
NH"(s, 1H)
(] & S_r
o3 3
<o T G
= ©
o N
N~
N !W
n
Q2
NS A NN
i ol g —

N r .
0.99 0.981.012.001.011.010.99

Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 27 Mar 2019 13:35:10
10.56| 1 s - NH" Date Stamp 27 Mar 2019 13:35:10
10.14| 1 - NH Frequency (MHz) 400.0700
832 | 1 9.0 6 Nucleus 1H
- Number of Transients 16
820 2| brs - 246 Solvent DMSO-d6
8.15 | 1 d 23 3 Temperature (degree C) 25.000
7.73 | 1 dd 9.0,2.3 5 1
oa 11 ors i " H NMR (400 MHz, DMSO-d;)) &
ppm 10.56 (s, 1 H), 10.14 (s, 1
H), 8.32 (d, J=9.0 Hz, 1 H), 8.20
(br's, 2 H), 8.15 (d, J=2.3 Hz, 1
2".6"(br s, 2H) H), 7.73 (dd, J=9.0, 2.3 Hz, 1 H),
o 7.68 (brs, 1 H)
©
6(d, 1H) 3(d, 1H)
- o
<3 2
N
L 4“(% 1H)
&
5(dd, 1H) "~
1.01 2.00 1.01 1.01 0.99
[ ] — ]
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
8.4 8.3 8.2 8.1 8.0 7.9 Chemical Shift (ppm)
Ll

A O e NS3728 1H.spectrus

16 14 12 10 8 6

4

2

Chemical Shift (ppm)




NS3728 13C DMSO-d6
5"-CF3,3"-CF3
3"5"
2"6"
1 4"
CO1"356 ,
83335888382
§rg¥g8glgzee?
[T SO Y PR
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 27 Mar 2019 20:31:27
1521 | 1 s - co Date Stamp 27 Mar 2019 20:31:27
141.7 1 s " Frequency (MHz) 100.5977
136.8 1 s 1 Nucleus 13C
: Number of Transients 256
1340 | 1] s - 3 Solvent DMSO-d6
130.7 2 q 329 3", 5" Temperature (degree C) 25.000
130.7 | 1 s 5
1234 | 1] s | - 6 C NMR (101 MHz, DMSO-d;) &
1?:2 2 bq 2;295“CZ§STCF3 ppm 152.1 (s, 1 C), 141.7 (s, 1
114'8 1 brrsqt 3'9 4 C),136.8 (s,1C), 134.0 (s, 1 C),
1a T S" : 130.7 (s, 1 C), 130.7 (q, J=32.9
' Hz,2C),123.4 (s,1C), 123.3
(q, J=272.9 Hz, 2 C), 118.3 (br q,
J=3.9 Hz, 2 C), 114.8 (br spt,
J=3.9Hz, 1C),114.2 (s, 1C)
5"-CF3,3"-CF3
1" 35" 6
3 s 3 ..
IN) 4"2
; O D N Ao
- < © -~
1 e =) 2
ﬂ el 26" ¥
© @© N
® © -
= ©
N <
(&)
& g
z ¥
5 h
8
8 W
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
140 135 130 125 Chemical Shift (ppm)

NS3728 13C.spectrus



Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 27 Mar 2019 21:37:36
-61.70 6| s Date Stamp 27 Mar 2019 21:37:36
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 24.999

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.70 (s, 6 F)

6F ] oF.
g ] 2
3 ] 3
1.00 —
0.75 —
0.50 —
0.25
7\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
-61.55 -61.60 -61.65 -61.70 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NS3728 19F.spectrus



Shift | H m J Assign Acquisition Time (sec) 7.9692
(ppm) (Hz) Date 26/04/2018 17:48:00
10.45| 1 s - NH" Date Stamp 26/04/2018 17:48:00
10.01] 1 s - NH Frequency (MHz) 400.0720
823| 1| d 8.9 H6 Nucleus 1H
" " Number of Transients 4
82012 brs - H2", H6 Solvent DMSO-d6
7.93| 1 d 2.3 H3
765| 1| brs - H4" 1
760 | 1 dd 8.8,2.3 H5 H NMR (400 MHz, DMSO'de) o
1349 s - Me, Me, Me ppm 10.45 (s, 1 H), 10.01 (s, 1
H), 8.23 (d, J=8.9 Hz, 1 H), 8.20
Ho(d, 1H) (brs, 2 H), 7.93 (d, J=2.3 Hz, 1
- H), 7.65 (br s, 1 H), 7.60 (dd,
H2",H6"(br s, 2H) J=8.8, 2.3 Hz, 1 H), 1.34 (s, 9 H)
S
[ce]
Me,Me,IYIe(s, 9H)
3
N H3(d, 1H)
. N 39 H4"(br s, 1H)
N ~ o~ 0
© ©
N~
H5(dd, 1H)
B
N
H5(dd, 1H) ~
H4"(br s, 1H) ‘f
H6(d, 1H) V)
NH(s, 1TH)  H3(d, 1H) //‘
) H2",H6"(br s, 2H)
NH"(s, 1H) 2 1.081.94 0.99 1.01  1.01
© NS [E (I (I
Og &N ggg‘_‘_ \\\\\‘\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\‘\\
TT e® mnNoQ 8.2 8.1 8.0 7.9 7.8 Chemical Shift (ppm)
1 l\ ] R VN
_— \\ _—

100 1.&)01.5)81.?40.?9 1&)11&01 001 NVR_4O 1H SpeCtrUS

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)




NVR-40_13C MesMe,MG
o
D
[sp]
5"-CF£"-CF3
35"
4 2" 6"
I i 8
CO 1" 1 536 4 L=
! [ [sp]
898888k B3y g
Bey8gg8ey S8y 3
Lol bl |
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 26/04/2018 17:53:00
1523 | 1 s co Date Stamp 26/04/2018 17:53:00
145.4 1 s 4 Frequency (MHz) 100.6090
1419 1 s qn Nucleus 13C
Number of Transients 64
1350 | 1] s - L Solvent DMSO-d6
1307 | 2 q 32.8 3" 5"
128.8 | 1 s 5 13
2 111 s | - C NMR (101 MHz, DMSO-d;) &
1233 | 2| q |272.9|5"-CF3,3"CF3 ppm 152.3 (s, 1 C), 145.4 (s, 1
1215 | 1| s - 6 C), 1419 (s, 1C), 135.0 (s, 1 C),
1180 | 2| brg | 39 2", 6" 130.7 (q, J=32.8 Hz, 2 C), 128.8
114.5 | 1 | brspt | 3.9 4 (s,1C), 125.2 (s, 1 C), 121.5 (s,
343 1] s C(CH3)3 1C), 123.3 (q, J=272.9 Hz, 2 C),
310 |3 s Me, Me, Me 118.0 (br q, J=3.9 Hz, 2 C),
114.5 (br spt, J=3.9 Hz, 1 C),
34.3(s,1C),31.0 (s, 3C)
5"-CF3,3"-CF3
6
P .
g 3 ? 5
LO. F 3 \(E " ”
< ¥ % 35" 3 . 2'.6
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
145 140 135 130 125 Chemical Shift (ppm)
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Shift F|lm Acquisition Time (sec) 2.9360
(ppm) Date 26/04/2018 18:00:00
-61.71 6| s Date Stamp 26/04/2018 18:00:00
Frequency (MHz) 376.4040
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.71 (s, 6 F)

6.F
N
©
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
-61.4 -61.5 -61.6 -61.7 -61.8 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)
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No.| Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 26/07/2019 14:09:00
1 110.62| 1 s NH Date Stamp 26/07/2019 14:09:00
2 110.37| 1 s - NH" Frequency (MHz) 500.1930
3/840] 1| d 12.8 6 Nucleus 1H
. Number of Transients 16
4181612 s - 26 Solvent DMSO-d6
5811 1 d 7.9 3
6759 1 s 4" ;
H NMR (500 MHz, DMSO-d;)
ppm 10.62 (s, 1 H), 10.37 (s, 1
H), 8.40 (d, J=12.8 Hz, 1 H), 8.15
(s,2H),811(d, J=7.9Hz, 1H),
M03(d, 6, 1H) 7.59 (s, 1 H)
MO06(s, 4", 1H)
Mo5(d, 3, 1H)
Mo4(s, 2",6", 2H)
0
Mo3(d, 6, 1H) 9
MO6(s, 4", 1H)
! NS
MO05(d, 3, 1H) " ~
M02(s, NH", 1H -
M04(s, 2",6", 2H) (s, N ) p
0 MO1(s, NH, 1H)
w‘ g
Q
N~ o))
" s N
MO02(s, NH", 1H) s 33
n [oe]
MO01(s, NH, 1H)
R
Q
% 3
e =g N
33| S
e ‘
7 \/// \\\::\1‘"\
1.001.00 1.00 1.97 1.02 1.02
R TR IR I B
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S 15 10 5 Chemical Shift (ppm)
gl ¥ "
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Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 26 Jul 2019 14:12:10
157.4 1 d 248.4 5 Date Stamp 26 Jul 2019 14:12:10
153.2 1 s Tet-C Frequency (MHz) 125.7729
1518 1 s co Nucleus 13C
Number of Transients 32
45 | 1] s ! Solvent DMSO-d6
138.5 1 d 1.7 1 Temperature (degree C) 25.000
1306 | 2 q 329 3" 5" 13
290 111 < |- 3 C NMR (126 MHz, DMSO-d;) &
1233 | 2| q |272.9|5"-CF3,3"CF3 ppm 157.4 (d, J=248.4 Hz, 1 C),
1182 | 2| brg | 4.0 2",6" 153.2 (s, 1C),151.8 (s, 1 C),
1149 | 1| brspt | 39 4" 1415 (s, 1 C), 138.5 (d, J=11.7
M27 |1 d | 186 4 Hz, 1 C), 130.6 (q, J=32.9 Hz, 2
1090 | 1] d | 20 2 C), 129.9 (s, 1 C), 123.3 (q,
1085 | 1 d_|274 6 J=272.9 Hz, 2 C), 118.2 (br q,
NVR-131 130 o J=4.0 Hz, 2 C), 114.9 (br spt,
FF J=3.9 Hz, 1 C), 112.7 (d, J=18.6
co Hz, 1 C), 109.0 (d, J=2.0 Hz, 1
Tet-C C), 108.5 (d, J=27.4 Hz, 1 C)
©
©
1"
S 3",5"
: 3
© 2".6"
,\. il
1= <
® 5"-CF3,3"-CF3 N
o | w
0 © @ s
5 S g 7T e ?
N B NI N
5".CF3,3"-CF3 ° 3 3 8
— g g =
2".6" 3 -
co 7 e
‘ 3%5" 4
Te‘t-C " 3 oo
Szt T, * S 5
a5 | © 337 8RINTS
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l] J‘ ‘ | JM ,HJ\ im | 155 150 145 140 135 130 125 Chemical Shift (ppm)
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No.| Shift | H m Assign Acquisition Time (sec) 8.1789

(ppm) Date 21/06/2019 11:51:00
11974 | 1 s NH Date Stamp 21/06/2019 11:51:00
21970 1 s NH" Frequency (MHz) 400.1320
3| 847 1 s 6 Nucleus 1H

o Number of Transients 16

48171 2] s 26 Solvent DMSO-d6
5812 | 1 s 2
6| 797 | 1 s 4 1
e 11 S - H NMR (400 MHz, DMSO-d;) &

ppm 9.74 (s, 1 H), 9.70 (s, 1 H),
8.47 (s, 1 H), 8.17 (s, 2 H), 8.12
(s, 1TH),7.97 (s, 1H), 7.67 (s, 1
H)

MO05(s, 2, 1H)

MO06(s, 4, 1H)

MO03(s, 6, 1H)
' MO04(s, 2",6", 2H)
MO05(s, 2, 1H) =

8.17

MO7(s, 4", 1H)
MO4(s, 2",6", 2H)

~
o
MO6(s, 4, 1H)
DMSO-d6 MO03(s, 6, 1H) = "
> 2 N MO7(s, 4", 1H)
S o N ~
< 5 T S
M01(s, NH, 1H) DMSO-d6 -
MO02(s, NH", 1H)
e
> o
~ oS
MBI
o]
~
[Te]
L 2/
Wate J
1.02 2.04 1.06 1.04 1.01
(I (Y [ [
T T T T T T T T T T T T T T T T T
J}/L 8.50 8.25 8.00 Chemical Shift (ppm)
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NVR-135_13C DMSO-d6
5-CF3
5"-CF3,3"-CF3
4n..
2".6
Tet-C 1
3..’5..71
co 1" n
| | 5 26
I\MN [
$SY. B3Ry
SRR
[T T Qag‘(}\—\—‘\:
WWMWWWWM'MWMMWWMWWWWWW
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250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 22 Jun 2019 21:27:52
163.0 1 s Tet-C Date Stamp 22 Jun 2019 21:27:52
152.5 1 s co Frequency (MHz) 100.6128
141 4 1 s 1 Nucleus 13C
" Number of Transients 256
42 | 1] s - ! Solvent DMSO-d6
130.7 2 q 32.0 3", 5" Temperature (degree C) 23.200
130.6 1 q 329 5 13
123.7 1 q 271.9 5-CF3 C NMR (101 MHZ’ DMSO'de) 6
1233 | 2| q |274.9|5"-CF3,3"CF3 ppm 163.0 (s, 1 C), 152.5 (s, 1
120.3 | 1 s - 2 C), 1414 (s,1C),141.2 (s, 1 C),
1184 | 2| brg | 3.9 2", 6" 130.6 (q, J=32.9 Hz, 1 C), 130.7
170 |1 q |39 4 (g, J=32.0 Hz, 2 C), 120.3 (s, 1
1168 | 1| a | 39 C), 123.7 (q, J=271.9 Hz, 1 C),
1149 | 1] brspt | 3.9 4" 123.3 (q, J=274.9 Hz, 2 C),
118.4 (br q, J=3.9 Hz, 2 C),
1 117.0 (q, J=3.9 Hz, 1 C), 116.8
- (9, J=3.9 Hz, 1 C), 114.9 (br spt,
: J=3.9 Hz, 1 C)
- § 5-CF3
:ir- 5"-CF3,3"-CF3 |
T 2 206"
s < 4
3",5" 0 < N -
o : 2 6
-2 d N "
o s &
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
140 135 130 125 Chemical Shift (ppm)
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Shift F|lm Acquisition Time (sec) 2.9360
(ppm) Date 22/06/2019 21:38:00
-61.68 6 | s Date Stamp 22/06/2019 21:38:00
6170 | 3| s Frequency (MHz) 376.4610
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
"°F NMR (376 MHz, DMSO-d;) &
ppm -61.68 (s, 6 F), -61.70 (s, 3
F)
o 6F
3F e
2 ] %
©
3 1.00 ~
0.75
0.50
0.25
7\\\‘\\\\\\\\\‘\\\\‘\\\\‘\\\\JT/\\\/\‘\\\\\\\\\‘\\\\‘\\\\‘\\\\‘\\
-61.4 -61.5 -61.6 -61.7 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)
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No.| Shift | H m Assign Acquisition Time (sec) 6.5536
(ppm) Date 29/07/2019 14:31:00
1110.96| 1| brs NH Date Stamp 29/07/2019 14:31:00
2 110.89| 1 brs NH" Frequency (MHz) 500.1930
3830] 2| s 6", 2" Nucleus 1H
Number of Transients 16
41821 1] brs 6 Solvent DMSO-d6
5804 1| brs 4
6802 1| brs 2 ;
7 1782 1 s 4 H NMR (500 MHz, DMSO-d6) o)
ppm 10.96 (br s, 1 H), 10.89 (br
s, 1 H), 8.30 (s, 2 H), 8.21 (brs,
1 H), 8.04 (brs, 1 H), 8.02 (brs,
1H),7.82(s,1H)
MO03(s, 6",2", 2H) MO3(s, 6",2", 2H)
MO4(br s, 6, 1H) a
n w‘
MO6(s, 4", 1H)
MO7(br s, 2, 1H)
MO5(br s, 4, 1H)
3
[oe]
MO7(br s, 2, 1H)
?m MO5(br s, 4, 1H MO6(s, 4", 1H)
MO04(br s, 6, 1H) N ) ~
. 3 & 3
[o0]
s
o) <
M02(br s, NH", 1H) %9 N ~
N oo~
MO1(br s, NH, 1H) Yo ®
[*)]
ge 5
a7
o & 2.06 0.99 0.98 0.89 1.00
s} N~ | | | | | [
NN \‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
8.3 8.2 8.1 8.0 Chemical Shift (ppm)
I
0. Jo

J L RN
/ \ e N

r 1
0.930.96 2.060.99 0.980.89 1.00
(T [T J J I

16 14 12 10 8 6 4 2 0  Chemical Shift (ppm) NVR-139 1H.spectrus




NVR-139_13C

DMSO-d6

Shift
(ppm)

(@)

3

(Hz)

Assign

153.5

Tet-C

152.1

CO

141.8

136.9

134.0

130.8

o |h |~ |2

130.7

32.3

3" 5"

123.3

o ln | n | u | n | nu n

2

123.3

Kol

272.9

5"-CF3, 3"-CF3

118.2

o
=
Kol

3.9

2" 6"

114.7

br spt

3.9

4"

114.2

AlalalNIN|IAN|aAlajlalalala

114.1
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&
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1" n '
CO ' 146 2 5
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200 150 100 50 Chemical Shift (ppm)

141.76 -2

o

136.88 -=

Ll

134.03 -»

b

130.57 13083 o |,

131.09
130.31

Acquisition Time (sec) 1.0224

Date 02 Aug 2019 13:38:33
Date Stamp 02 Aug 2019 13:38:33
Frequency (MHz) 125.7729

Nucleus 13C

Number of Transients 32

Solvent DMSO-d6

Temperature (degree C) 25.000

'3C NMR (126 MHz, DMSO-d;) &

ppm 153.5 (s, 1 C), 152.1 (s, 1
C), 1418 (s,1C), 136.9 (s, 1 C),
134.0 (s, 1 C), 130.8 (s, 1 C),
130.7 (q, J=32.3 Hz, 2 C), 123.3
(s, 1C),123.3(q, J=272.9 Hz, 2
C), 118.2 (br q, J=3.9 Hz, 2 C),
114.7 (br spt, J=3.9 Hz, 1 C),
114.2 (s,1C), 1141 (s, 1 C)

5"-CF3,3"-CF3

126.57

Wwww b

124.40
123.32 -n
122.23
118.20
118.18 I
1%
YR 11422 - -

114.71

120.06

140

135

130

125 Chemical Shift (ppm)

NVR-139 13C.spectrusyr.117 Hrus




Shift F|lm Acquisition Time (sec) 0.3670
(ppm) Date 29 Jul 2019 14:39:27
-61.54 6| s Date Stamp 29 Jul 2019 14:39:27
Frequency (MHz) 470.6488
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 25.002

"°F NMR (471 MHz, DMSO-d,) &
ppm -61.54 (s, 6 F)

o S
% %
% ] %
1.00 —
0.75
0.50
0.25
T T T T T T T T T T T T T T T
-61.00 -61.25 -61.50 Chemical Shift (ppm)
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-10 -20 -30 -40 -50 -60 -70 -80 -90 -100 -110 -120 -130 -140 -150 -160 -170  Chemical Shift (ppm)
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MO03(s, 6",2", 2H)

N~
N

©

CF3

MO03(s, ();",2", 2H)

MO5(d, 3, 1H)
MO4(br s, 6, 1H)

No.| Shift | H m J Assign Acquisition Time (sec) 8.1789
(ppm) (Hz) Date 20/06/2019 17:21:00
1 110.90| 1 s - NH Date Stamp 20/06/2019 17:21:00
2 11055 1 s - NH" Frequency (MHz) 400.1320
3827 2| s - 6" 2" Nucleus 1
Number of Transients 16
4|817] 1] brs - 6 Solvent DMSO-d6
51812 1 d 8.2 3
6 |785]| 1 brs - 4" 1
71782 1 dd 8.3,1.3 4 H NMR (400 MHZ’ DMSO'd6) o

ppm 10.90 (s, 1 H), 10.55 (s, 1
H), 8.27 (s, 2 H), 8.17 (br s, 1 H),
8.12 (d, J=8.2 Hz, 1 H), 7.85 (br
s, 1 H), 7.82 (dd, J=8.3, 1.3 Hz, 1
H)

MO07(dd, 4, 1H)
MOG(br s, 4", 1H)
~ MO07(dd, 4, 1H
R ( )
MO04(br s, 6, 1H) M06(b&4", 1H)
l\l‘: '£
% S Mos(d, 3, 1H) ™
MO1(s, NH, TH)
M02(s, NH", 1H)
8
° g
o O N~
2
T 33
'\"%.5
NN
2.04 0.99 0.99 0.95 1.04
| | | | | |
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
8.3 8.2 8.1 8.0 Chemical Shift (ppm)
J‘ A U N l/—4~\_JL
/ \ T
1.60 0.98 2.64 O.‘99 0.990.95 1.64
4 4 ga v 0l
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\
16 14 12 10 8 6 4 2 0  Chemical Shift (ppm) NVR-134 1H.spectrus



CF3

NVR-134_13C

-0
(2

180.57

NSRS RSSO | N Y Tusi—

5-CF3,5"£3,3"-CF3

3"5"5
6
n
2" 6"
I
44"
VLD ‘1‘3|H
Cowo49®
P S ro R N
oo NmY faN 1
I2T838dgs o
T —d-TYRa &
~ T -

N

Shift | C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 20 Jun 2019 23:58:36
180.6| 1| s cS Date Stamp 20 Jun 2019 23:58:36
141.2] 1 s " Frequency (MHz) 100.6128
138.0| 1 s 1 Nucleus 13C
Number of Transients 256
1306/ 1| brs | - 3 Solvent DMSO-d6
130.4) 3| brq | 333 3",5"%5 Temperature (degree C) 22.700
1246 1| brq | 3.9 4 13
123_5 2 brq 3_9 2!1, 6" C NMR (101 MHZ, DMSO'd6) 6
1232\ 3| q | 2735 | 5-CF3,5'-CF3,3"-CF3 ppm 180.6 (s, 1 C), 141.2 (s, 1
1227 1| brg | 39 6 C), 138.0 (s, 1 C), 130.6 (brs, 1
117.5] 1] brspt| 3.9 4" C), 130.4 (br g, J=33.3 Hz, 3 C),
124.6 (br q, J=3.9 Hz, 1 C),
123.5 (br q, J=3.9 Hz, 2 C),
NVR-134_13C 122.7 (br q, J=3.9 Hz, 1 C),
123.2 (q, J=273.5 Hz, 3 C)
DMSO-d6 ’ f !
117.5 (br spt, J=3.9 Hz, 1 C)
3"5"5
1 3 5-CF3,5"-CF3,3"-CF3
1" S 3 2".6"
. 8 8 o
= - 4
3 % 8 8
T8 g
3 LT
R &
© N
SISy 2
SIS o =
T o

140

250 200

150 100

Chemical Shift (ppm)

135

130 125

Chemical Shift (ppm)
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Shift F Acquisition Time (sec) 2.9360
(ppm) Date 21/06/2019 00:49:00
-61.55 6 Date Stamp 21/06/2019 00:49:00
6163 | 3 Frequency (MHz) 376.4610
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
"°F NMR (376 MHz, DMSO-d;) &
ppm -61.55 (s, 6 F), -61.63 (s, 3
F)
6F N 6F
3F 1 3
8 ] %
© 1.0 —
0.5 —
R i
@ |
O 1
© i
oc} ‘ 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 T ‘
2 © -61.50 -61.55 -61.60 Chemical Shift (ppm)
(o]
[
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -180 Chemical Shift (ppm)
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Shift | H m Assign Acquisition Time (sec) 6.5536
(ppm) Date 10/01/2019 13:56:00
10.48| 1| brs NH" Date Stamp 10/01/2019 13:56:00
097 | 1 brs NH Frequency (MHz) 500.1930
8.41 | 1 s 6 Nucleus 1H
" Number of Transients 16
82211 s 4 Solvent DMSO-d6
8.10| 2 s 2" 6"
7.84 | 1 s 4
"H NMR (500 MHz, DMSO-d;) 5
ppm 10.48 (br s, 1 H), 9.97 (brs,
1H), 8.41 (s, 1 H), 8.22 (s, 1 H),
8.10 (s, 2 H),7.84 (s, 1H)
#(.1H)
2",6"(s, 2H)
e
o
6(s, 1H) 4(s, 1H)
3 g <
o > ®
» ™
6(s, 1H) 5 9 S % S E g
4"(s, 1H) o « T
g f ) / i | S
NH(br s, 1H) 2"6"(s, 2H)
. 4(s, 1H) 099  1.05 1.99 0.97
NH"(br s, 1H) 5 e ] [

- o' ‘ 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 T ‘ T T T
ag,ﬂfsvﬁ.;\gﬁ%ﬁ.?%’. 9.0 8.5 8.0 7.5 Chemical Shift (ppm)
pucn/coco"o"o[ H'\‘r\r\v\v\v\

J 7 L
/ AR
[ o/ R

I
0.900.82 0.991.051.990.97
Hie= 08 4l

Chemical Shift (ppm)
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0
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Shift F|lm Acquisition Time (sec) 0.7340
(ppm) Date 16/07/2019 09:06:00
-57.85 3| s Date Stamp 16/07/2019 09:06:00
6154 | 6 | s Frequency (MHz) 470.6020
6175 3| s Nucleus 19F

Number of Transients 16

Solvent DMSO-d6

"°F NMR (471 MHz, DMSO-d;) &

ppm -57.85 (s, 3 F), -61.54 (s, 6
F), -61.75 (s, 3 F)

3F 6ﬂ|:
6F | e
4 ] %
0
o 1.00
0.75
| 3F
] 2
| ©
0 0.50
l\. -
o |
| SF
0.25i 2 2 )
N ~ - ©
1 o 5 S e < 3
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No.| Shift | H m Assign Acquisition Time (sec) 6.5536
(ppm) Date 23/07/2019 10:07:00
1 10.67| 1 s NH Date Stamp 23/07/2019 10:07:00
2 110.60| 1 s NH" Frequency (MHz) 500.1930
3| 845/ 1 s 4 Nucleus 1H
o Number of Transients 16
41823 2| brs 62 Solvent DMSO-d6
5813 2 s 6,2
6|785| 1] brs 4"
'H NMR (500 MHz, DMSO-d;) &
ppm 10.67 (s, 1 H), 10.60 (s, 1
H), 8.45 (s, 1 H), 8.23 (br s, 2 H),
8.13 (s, 2 H), 7.85 (brs, 1 H)
M03(s, 4, 1H)
MO5(s, 6,2, 2H) MO5(s, 6,2, 2H)
MO6(br s, 4", 1H) MO04(br s, 6",2", 2H)
MO04(br s, 6",2", 2H) Q o
n w‘ w,
[{o
© o5
M03(s, 4, 1H) MO6(br s, 4", 1H)
v [To]
MO1(s, NH, 1H) 3 &
M02(s, NH", 1H)
N~
CER ‘=
2 2
1.00 2.00 2.02 0.99
| | | |
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\
k L 8.5 8.4 8.3 8.2 8.1 Chemical Shift (ppm)
/u sk L
100099  1.002.002.02 0799
IR [T R TR
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm) NVR-101 _1 H .spectrus



Shift | C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 23 Jul 2019 10:13:22
1805 1| s } cs Date Stamp 23 Jul 2019 10:13:22
14131 1 s 1 Frequency (MHz) 125.7729
1410 1 s i qn Nucleus 13C
Number of Transients 32
103/ 1] q | 323 5 Solvent DMSO-d6
1303] 2| ¢q 32.6 3", 5" Temperature (degree C) 25.000
12571 1| s - 2 13
1240| 2 | brq| 39 o 6" C NMR (126 MHz, DMSO-d;;) &
1232| 3 | q | 2729 | 5-CF3,5'-CF3, 3"-CF3 ppm 180.5 (s, 1 C), 141.3 (s, 1
1226| 1| brq| 39 4 C),141.0 (s, 1 C), 130.3 (q,
1193/ 1 brq| 39 6 J=32.3 Hz, 1 C), 130.3 (q,
117.6| 1 |brspt 3.9 4" J=32.6 Hz, 2 C), 125.7 (s, 1 C),
124.0 (brq, J=3.9 Hz, 2 C),
NVR-101_13C 122.6 (brq, J=3.9 Hz, 1 C),
NVR01 13C SMSO6 123.2 (q, J=272.9 Hz, 3 C),
- FF ) 119.3 (brq, J=3.9 Hz, 1 C),
ﬂ 117.6 (br spt, J=3.9 Hz, 1 C)
1
38
3 5-CF3,5"-CF3,3"-CF3
3" 5" )
- 2" 6"
S .
o 3
S 2 38
o " <
S g g ¢
o 8 o o
T N
o 6 4
2 83
23| 3 4 IS
s & 7 & T
o ) © -
~ N -
5-CF3,5"-CF3,3"-CF3 S -
26 T
135" 6
cs 1" 5244
2 289e.8r82yy o o
g  T¥g8g43dgox 2 o
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| [ ST ! J 140 135 130 125 Chemical Shift (oppm)
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Shift F|lm Acquisition Time (sec) 0.3670
(ppm) Date 23 Jul 2019 10:22:00
-61.53 6| s Date Stamp 23 Jul 2019 10:22:00
6157 | 3| s Frequency (MHz) 470.6488
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 25.000

"°F NMR (471 MHz, DMSO-d;) &
ppm -61.53 (s, 6 F), -61.57 (s, 3

F)
oF 6
o :
@ ] %
[t}
5 1.00
O.75i aF
] 5
] g
0.50 - f
1 \‘
0.25 - i
B ‘ “\
7‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\VV‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
-61.3 -61.4 -61.5 -61.6 Chemical Shift (ppm)
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Shift | H m J Assign Acquisition Time (sec) 8.1789
(ppm) (Hz) Date 11/12/2018 18:06:00
11.06| 2 | brs NH, NH" Date Stamp 11/12/2018 18:06:00
8311 2 brs 2" 6" Frequency (MHz) 400.1320
826 1| brs - 2 Nucleus H
Number of Transients 16
802 1| brd 8 5 Solvent DMSO-d6
787 1| brs - 4"
780 | 1| brd 8.8 6 1
H NMR (400 MHz, DMSO-d;,) 6
\
\N —~NH ppm 11.06 (br's, 2 H), 8.31 (brs,
2 6°(br s) 2 H), 8.26 (br's, 1 H), 8.02 (br d,
o J=7.8 Hz, 1 H), 7.87 (br s, 1 H),
[s2]
i 7.80 (br d, J=8.8 Hz, 1 H)
NVR-96_1H
4"(br s)
S
N~
2(br s)
&
© S(br d 6(br d)
- o
8 T
o ~
5(br d) /
" / y A Y. A
6(br d) s gt M Wt
2",6"(br s)
2(bﬂrs) L
NH.NH"(br ) ors) Water, ‘ 2.06 ) 0.94 | 1.05 | 1.03 ) 0.96 |
~ - n \\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘
‘% 38585552 [ 58RG82H 8.4 8.3 8.2 8.1 8.0 Chemical Shift (ppm)
— coE‘fcq’"?o'\r\,\ Yo} (\i(“\INNNN\—
) J ”u 5.
2.00 2 66/3/(/)/? 1 05: 153056
\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\l\.:\‘\\\\‘\\.\u\\\.u\\\%\\.\u\\\.H\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\ NVR-96_1H.SpeCtrUS
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Chemical Shift (ppm)

250 200 150 100 50

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 05 Jul 2019 12:38:43
180.5 1 s Cs Date Stamp 05 Jul 2019 12:38:43
141.3 1 s 1 Frequency (MHz) 100.5977
1410 1 s i qn Nucleus 13C
" Number of Transients 16
130.3 3 q 32.8 3,35 Solvent DMSO-d6
125.7 1 S 6 Temperature (degree C) 25.002
124.5 1 s - 5
124.0 1 brq 3.9 2 13
s 2] g 39| 2o C NMR (101 MHz, DMSO-d;)
1176 | 1 | brspt | 3.9 4" ppm 180.5 (s, 1 C), 141.3 (s, 1
C), 141.0 (s, 1 C), 130.3 (q,
J=32.8 Hz, 3 C), 125.7 (s, 1 C),
124.5 (s, 1 C), 124.0 (br q, J=3.9
Hz, 1 C), 119.3 (q, J=3.9 Hz, 2
C), 117.6 (br spt, J=3.9 Hz, 1 C)
1
1H"
;' 3! "! ¥
T T
s 38 5 52
o g 3
[s2]
N
:al 2"6
3 &
TosE g g
N8 2R
NI -
gl |&
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
135 125 Chemical Shift (ppm)
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Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 05 Jul 2019 12:45:06
-61.53 6| s Date Stamp 05 Jul 2019 12:45:06
6157 | 3| s Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 25.001

"°F NMR (376 MHz, DMSO-d;) &

ppm -61.53 (s, 6 F), -61.57 (s, 3
F)

3‘F

6.F

3

©
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\
-61.3 -61.4 -61.5 -61.6 Chemical Shift (ppm)

|
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Shift | H m J Assign Acquisition Time (sec) 8.1789
2 H (ppm) (Hz) Date 20/06/2019 17:25:00
10.27| 1 s - NH" Date Stamp 20/06/2019 17:25:00
(H O )2 B 1 N 10.14| 1 s NH Frequency (MHz) 400.1320
3 824| 2| s B(OH), B(OH) Nucleus —H
8111 2 s P Number of Transients 16
: ’ Solvent DMSO-d6
6 4 S 77901 s 2 oven
773 | 1 s - 4" ]
5 763 | 1 d 73 6 H NMR (400 MHz, DMSO-d6) o)
749 1| brd 8.8 4 ppm 10.27 (s, 1 H), 10.14 (s, 1
7.35 | 1 t 7.9 5 H), 8.24 (s, 2 H), 8.11 (s, 2 H),
7.79 (s, 1H),7.73 (s, 1H), 7.63
(d, J=7.3 Hz, 1 H), 7.49 (br d,
’m J=8.8 Hz, 1 H), 7.35 (t, J=7.9 Hz,
1H)
6",2"(s, 2H)
B(OH),B(OH)(s, 2H)
©
6",2"(s, 2H)
4(br d, 1H)
2(s, 1H) §
B(OH),B(OH)(s, 2H) s, 1H)
4"(8, 1H) 5(t. 1H
6(d, 1H) A2 )
" DMSO-d6 6(d, 1H)
4"(s, 1H) F’ S e gi 4(br d, 1H) §
= E T -
© -
NH(s, 1H)
" < < s )/
NH"(s, 1H) g 5(t, 1H) 2
N 1.96 1.83 099 093 093 0.95 1.00
oS | | | | [ | | | | | |
o~ \‘HH‘HH‘HH‘HH‘HH‘HH‘HH‘HH‘HH“H\‘HH‘HH‘HH‘HH‘\H\‘HH‘HH‘HH‘HH‘HH‘H\
H i 8.2 8.1 8.0 7.9 7.8 7.7 7.6 Chemical Shift (ppm)
) > -

H““?“f”fg(’?“?”?“?" NVR-141_1H.spectrus

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)
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NVR-141_13C
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179.90
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141.95
131.30 _
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[32]
«©
~
[sp]
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DMSO-d6

18.57
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250 200

150 100

50

Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 21 Jun 2019 01:05:42
179.9 | 1 s cs Date Stamp 21 Jun 2019 01:05:42
141.9 1 s " Frequency (MHz) 100.6128
1378 1 s 3 Nucleus 13C
Number of Transients 256
1313 | 1] s 6 Solvent DMSO-d6
130.1 1 S - 5 Temperature (degree C) 22.700
129.9 | 2 q 32.3 3" 5"
1279 | 1] s 2 C NMR (101 MHz, DMSO-d;) &
1264 111 s | - 4 ppm 179.9 (s, 1 C), 141.9 (s, 1
1236 | 2| brq | 3.9 2", 6"
123.3 2 2729 5" CF3, 3"-CF3 C), 1378 (s, 1C), 131.3(s, 1 C),
ea T brqs TR 130.1 (s, 1 C), 129.9 (q, J=32.3
: P : Hz,2C),127.9 (s, 1 C), 126.4 (s,
1C), 123.6 (brq, J=3.9 Hz, 2 C),
123.3 (q, J=272.9 Hz, 2 C),
116.7 (br spt, J=3.9 Hz, 1 C)
5
e
8
qn 2 5"-CF3,3"-CF3
8 :ﬂ; 6 E 4 2"H,6"
s ' oy 0
- Q o D I}
= @ o
@ 5 <
N >
[o0] @ - "
g 2| 7 4
T 2
©
‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
140 135 130 125 Chemical Shift (ppm)
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Shift Acquisition Time (sec) 2.9360
2
1 (ppm) Date 21/06/2019 01:16:00
(H O )2 B -61.52 Date Stamp 21/06/2019 01:16:00
3 Frequency (MHz) 376.4610
Nucleus 19F
Number of Transients 16
6 4 Solvent DMSO-d6
)
"°F NMR (376 MHz, DMSO-d;) &
ppm -61.52 (s, 6 F)
eF 1 5F,
9 | 9
® | ®
1.00
0.75
0.50
0.25
\\H‘HH‘H\\‘\H\‘\\H\H\\‘\H\‘\\H‘/H\\‘\H\‘\\H\H\\‘\H\‘\\H‘\H\‘\\H‘H\\
-61.35 -61.40 -61.50 -61.55 Chemical Shift (ppm)
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20 0 -20 -40 -60 -80 -100 -120 -140 -180 Chemical Shift (ppm)
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HO No.| Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 15 May 2019 16:48:13
1113.80| 1| brs COOH Date Stamp 15 May 2019 16:48:13
2 2 110.63| 1 s NH Frequency (MHz) 400.0700
311055 1| s NH" Nucleus 1H
1 Number of Transients 4
4188 1] s 4 Solvent DMSO-d6
51870 1 S 1 Temperature (degree C) 25.000
8a 6[825| 2| brs - 2", 6"
: ’ 1
8 718001 11 brd 8.0 8 H NMR (400 MHz, DMSO-d;)
8789 1| brd 8.0 5 ppm 13.80 (brs, 1 H), 10.63 (s, 1
CE 9765 1| brs - 4r H), 10.55 (s, 1 H), 8.85 (s, 1 H),
7 5 3 10760 1| brdd | 80,75 6 8.70 (s, 1 H), 8.25 (br s, 2 H),
6 M11(br £ 7. 1H M| 745 1] brt 7.5 7 8.00 (brd, J=8.0Hz, 1H), 7.89
(br .7, 1H) (br d, J=8.0 Hz, 1 H), 7.65 (br s,
M10(br dd, 6, 1H) 1 H), 7.60 (brdd, J=8.0, 7.5 Hz,
MO7(br d, 8, H) 1H), 7.45 (brt, J=7.5Hz, 1 H)
M08(br d, 5, 1H) MO6(br s, 2",6", 2H)
MO6(br s, 26", 2H) MOS(s, 1, 1H) §
MO5(s, 1, 1H) MO, 4, 1H)
MO9(br s, 4", 1H) o o
n (D N~
MO4(s, 4, 1H) @ @
g
[ce]
M10(br dd, 6, 1H)
8r Mo9(br s, 4", 1H)
M02(s, NH, 1H) o @© MO7(br d, 8, 1H) s
M03(s, NH", 1H) M08(br d, 5, 1H) "'M11(brmH)
0 &
s ~
Q
g
S 8
N
0]
N
,\' N~
29 g
MO01(br s, COOH, 1H ~ N Water [
= ) 099  0.99 2.00 1.02 1.04 100105 105
= L (N L L [
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:/~ LL //L 8.5 8.0 Chemical Shift (ppm)
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Shift C m J Assign
(pPm) (Hz)
169.6 1 s COCH
152.2 1 s CcoO
142.1 1 s 1"
136.6 1 s 3
135.7 1 s 4a
133.0 1 s - 1
130.7 2 q 323 3", 5"
129.2 1 s
129.0 1 s 8
127.6 1 s 8a
127.0 1 s
125.2 1 s - 7
123.4 2 q 272.2|3"-CF3, 5"-CF3
117.9 2 brq 3.9 6", 2"
116.9 1 s 2
116.0 1 s -
114.4 1| brspt | 3.9 4"
qm
! 1
[(e] n
N <
g 4a =
n ~ ~
= 0
© wEn
g = 35
™
~ N~
[ce]
o<
™ 0
T o
[
N
o N
| |lo
—||®
o -~

Acquisition Time (sec) 1.0224

Date 15 May 2019 22:35:43
Date Stamp 15 May 2019 22:35:43
Frequency (MHz) 100.5977

Nucleus 13C

Number of Transients 256

Solvent DMSO-d6
Temperature (degree C) 25.000

C NMR (101 MHz, DMSO-d;) &

ppm 169.6 (s, 1 C), 152.2 (s, 1
C), 1421 (s,1C), 136.6 (s, 1 C),
135.7 (s, 1 C), 133.0 (s, 1 C),
130.7 (q, J=32.3 Hz, 2 C), 129.2
(s,1C),129.0 (s, 1 C), 127.6 (s,
1C),127.0(s,1C), 125.2 (s, 1
C), 123.4 (q, J=272.2 Hz, 2 C),
117.9 (br q, J=3.9 Hz, 2 C),
116.9 (s, 1 C), 116.0 (s, 1 C),
114.4 (br spt, J=3.9 Hz, 1 C)
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6F
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2
©

Shift F|lm Acquisition Time (sec) 1.4680

(ppm) Date 15 May 2019 23:41:47

-61.73 | 6 | s Date Stamp 15 May 2019 23:41:47

Frequency (MHz) 376.4419

Nucleus 19F

Number of Transients 16

Solvent DMSO-d6

Temperature (degree C) 25.000

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.73 (s, 6 F)

61.73 |1

1.0

0.5

-61.5 -61.6 -61.7 -61.8  Chemical Shift (ppm)

20

0

-20

-40

-60

-80 -100 -120 -140 -160 -180 Chemical Shift (ppm)
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Shift | H m J Assign Acquisition Time (sec) 7.9692
H O (pPm) (Hz) Date 10/05/2018 12:30:00
10.54| 1 s - NH Date Stamp 10/05/2018 12:30:00
10.29| 1 s - NH" Frequency (MHz) 400.0720
1 837| 1| dd 85,08 H3 Nucleus 1H
6 : - Number of Transients 16
g1 d 25 H2 Solvent DMSO-d6
797 1| dd 8.0,1.6 H6
777 1| dd 8.9,25 He" ]
5 7621 1 d 88 H5" H NMR (400 MHz, DMSO-d;,) 6
756| 1| ddd |86,7.2,1.6 H4 ppm 10.54 (s, 1 H), 10.29 (s, 1
4 707] 1] ddd [80,72,10]  Hs H), 8.37 (dd, J=8.5, 0.8 Hz, 1 H),
m 8.11 (d, J=2.5 Hz, 1 H), 7.97 (dd,
! J=8.0,1.6 Hz, 1 H), 7.77 (dd,
H5(ddd, 1H) J=8.9, 2.5 Hz, 1 H), 7.62 (d,
n J=8.8 Hz, 1 H), 7.56 (ddd, J=8.6,
H3(dd, 1H) 7.2,1.6 Hz, 1 H), 7.07 (ddd,
H6"(dd, 1H) J=8.0,7.2,1.0Hz, 1 H)
NH(§, 1H) H6(dg, 1H)
NH"(s, 1H) H4(ddd, 1H) H2"(d, 1H) H4(ddd, 1H)
" H5"(d, 1H
§ H5"(d, 1H) =< A TH)
S ¢ P @
H2"(d, 1H) H3(dd, 1H) N
o 2 H6(dd, 1H) H5(ddd, 1H)
z bl 3 B3 & w o S
S Q o © & D H6"(dd, 1H) |~ ~
~ NS ~ g ~
N © 0 ~ 5 N
N~ N 2N~
3 N s
D © - © S
3s (822 5 <28
8
~
3
= ) ) L
~
/ L e
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e I T g gg ]
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8.0 7. 5 Chemical Shift (ppm)
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N o e
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HO

shit | C
(ppm)

(Hz)

Assign

Acquisition Time (sec) 2.0447

169.5

COCH

152.1

9]
o

141.8

139.4

133.9

Date 10/05/2018 12:34:00
Date Stamp 10/05/2018 12:34:00
Frequency (MHz) 100.6090

Nucleus 13C

Number of Transients 64

Solvent DMSO-d6

132.0

131.1

o 0o nu | n nu| n | n
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C NMR (101 MHz, DMSO-d;) &

ppm 169.5 (s, 1 C), 152.1 (s, 1
C), 141.8 (s, 1 C), 139.4 (s, 1 C),
133.9 (s, 1 C), 132.0 (s, 1 C),
131.1(s, 1 C), 126.7 (q, J=30.8
Hz, 1 C), 123.2 (brs, 1 C), 122.5
(br g, J=1.5Hz, 1 C), 121.4 (s, 1
C), 119.8 (s, 1 C), 117.1 (q,
J=5.5Hz, 1 C), 115.6 (s, 1 C)
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Shift
(ppm)

-61.50

Acquisition Time (sec) 2.9360

Date 27/04/2018 10:30:00

Date Stamp 27/04/2018 10:30:00

3F
o
?
©

Frequency (MHz) 376.4040

Nucleus 19F

Number of Transients 16

Solvent DMSO-d6

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.50 (s, 3 F)

61.50 “4’1

-61.35 -61.40

-61.50 -61.55 Chemical Shift (ppm)

20 0 -20 -40 -60 -80 -100 -120 -140

-180 Chemical Shift (ppm)
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Shift | H m J Assign Acquisition Time (sec) 3.2768
(ppm) (Hz) Date 05 Aug 2017 20:02:25
13.74| 1| brs COOH Date Stamp 05 Aug 2017 20:02:25
1067 1 s NH Frequency (MHz) 500.1900
1040] 1| s - NH" Nucleus H
Number of Transients 16
852/ 1] d 21 H3 Solvent DMSO-d6
8.09 | 1 d 26 H2" Temperature (degree C) 25.001
7.96 | 1 d 8.5 H6 1
7.77 | 1 dd 88,25 He" H NMR (500 MHz, DMSO'de) o
762 1| d 8.9 H5" ppm 13.74 (br s, 1 H), 10.67 (s, 1
712 1| dd 8.5, 2.1 H5 H), 10.40 (s, 1 H), 8.52 (d, J=2.1
Hz, 1 H), 8.09 (d, J=2.6 Hz, 1 H),
7.96 (d, J=8.5 Hz, 1 H), 7.77 (dd,
J=8.8, 2.5 Hz, 1 H), 7.62 (d,
J=8.9 Hz, 1 H), 7.12 (dd, J=8.5,
2.1 Hz, 1 H)
H6(d, 1H)
H3(d. TH) H2"(d, 1H)$T:j
oy S
0 [o)]
o ~
2
H6"(dd, 1H) T -3 H5"(d, 1H)
n S @ N
H5(dd, 1H) @ © © H5(dd, 1H)
n Ln N~ [
H3(d, 1H) P 5 .
H6(d, 1H) H6"(dd, 1H) - T
H2"(d, 1H) er
NH(s, 1H) n o™
NH"(s, 1H) H5"(d, 1H) N
o 0~ &
I
T 8o ' t [
f / /]
® S 5 g h J(}E L
N~~~
T ‘ T ‘ T T ‘ T T T ‘ T T T ‘ T T T T ‘ T T T T
E ©R53 8.5 8.0 7.5 Chemical Shift (ppm)
~ © © © ©
JC Li \ - ] N
0960970951 021 .001.021 01 1 00
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200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 05/08/2017 20:16:00
168.8 1 s COOH Date Stamp 05/08/2017 20:16:00
151.9 1 s co Frequency (MHz) 125.7870
143.0 1 s 4 Nucleus 13C
Number of Transients 256
1391 | 1] s 2 Solvent DMSO-d6
138.5 1 s 1"
132.8 1 s 6 13
1m0 11 s 1. & C NMR (126 MHz, DMSO-d;) &
1267 | 1| q |303 3" ppm 168.8 (s, 1 C), 151.9 (s, 1
123.3 | 1 s - 5" C),143.0(s,1C), 139.1 (s, 1 C),
1228 | 1| brg | 15 4" 138.5(s,1C),132.8 (s, 1 C),
1228 | 1| q |2731)  CF3" 132.0 (s, 1 C), 126.7 (q, J=30.3
1212 | 1 s 5 Hz,1C),123.3 (s, 1 C), 122.8
1188 | 1 s | - 3 (brq, J=1.5Hz, 1 C), 121.2 (s, 1
172 |1 q 59 2" C), 122.8 (q, J=273.1 Hz, 1 C),
141 |1 s ! 118.8 (s, 1 C), 117.2 (q, J=5.9
Hz, 1 C), 114.1 (s, 1 C)
6"
§ CF3"
4 " ® 5 1
3 n s P03 o
S 28 ; e 53 S
2"
£l o - 3
i S P o "“‘““;.”‘“V‘QJWJ il “J
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
140 135 125 Chemical Shift (ppm)
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Shift | H m J Assign Acquisition Time (sec) 6.5536
HO O (ppm) (Hz) Date 24/10/2018 18:02:00
1332| 1| brs COOH Date Stamp 24/10/2018 18:02:00
H H o 1054 1 s NH Frequency (MHz) 500.1930
" Nucleus 1H
N N CF 10.26] 1 ° - NH Number of Transients 16
6 3 850 /1] d 15 3 Solvent DMSO-d6
8.06 | 1 d 2.1 2"
7.89 | 1 d 8.4 6
5 3 O 5" 782l 11 e | 87 21 - 'H NMR (500 MHz, DMSO-d;)) 5
g Cl 762| 1| d 89 5 ppm 13.32 (br s, 1 H), 10.54 (s, 1
5 741| 1| brd 8.4 5 H), 10.26 (s, 1 H), 8.50 (d, J=1.5
tBU 129 9| s Me, Me, Me Hz, 1 H), 8.06 (d, J=2.1 Hz, 1 H),
7.89 (d, J=8.4 Hz, 1 H), 7.82 (dd,
Me,Me,Me(s, 9H) J=8.7,2.1 Hz, 1 H), 7.62 (d,
] 5. 1H J=8.9 Hz, 1 H), 7.11 (brd, J=8.4
T (@1 Hz, 1 H), 1.29 (s, 9 H)
o
0
P? 2"(d, 1H) 6"(dd, 1H)
o ©
: g s
© &
= S T 5"(d, 1H)
N~ 1
N
NS 5(br d, 1H)
N~ N ‘9
/'/ 8
c// /'(\
5"(d, 1H)
6"(dd, 1H)
2"(d, 1H) ‘J
NH(s, 1H) 6(d, 1H) ) /
NH'(s, 1H) 54 1h) i
& § =) S(brd, 1H) D 0.77 105 096 1.03 1.02 0.98
COOH(br s, TH) gg géggm‘—ggmo & 7 105 096 . _
N N~ w ) ‘_ ‘—. ‘ ‘ T T ‘ T T T ‘ T T ‘ T T T T ‘ T T T T ‘
g RN 8.5 8.0 7.5  Chemical Shift (ppm)
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Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 24/10/2018 18:05:00
169.4 | 1 s COOH Date Stamp 24/10/2018 18:05:00
157.0 1 s Frequency (MHz) 125.7870
1570 1 s 4 Nucleus 13C
Number of Transients 32
1522 | 1] s co Solvent DMSO-d6
1418 | 1 s 2
139.5 | 1 s 1"
w20 T1 1 < 5 '3C NMR (126 MHz, DMSO-d;) &
1308 | 1| s 5" ppm 169.4 (s, 1 C), 157.0 (s, 1
127.0 | 1 s - 6" C),157.0(s,1C), 152.2 (s, 1 C),
1266 | 1 g |308 3" 141.8 (s, 1C), 139.5 (s, 1 C),
1232 | 1| brs | - 4 132.0 (s, 1 C), 130.8 (s, 1 C),
1228 | 1| q |2729]  CF3 127.0 (s, 1 C), 126.6 (q, J=30.8
186 | 1] s | - 5 Hz, 1 C), 123.2 (brs, 1 C), 122.8
171 | 1] bra | 49 2" (q, J=272.9 Hz, 1 C), 118.6 (s, 1
164 | 1] s 3 C), 117.1 (br q, J=4.9 Hz, 1 C),
128 | 1] s 1 116.4 (s, 1 C), 112.8 (s, 1 C),
0 1 = CACHS)S 35.0 (s, 1C), 30.7 (s, 3 C)
30.7 3 s Me, Me, Me
6
2 CF3 1
co 05" 4" 2 2
© 2 P « ) g
4 % o 1" S S 5 3
o - 3 R
& >
| o
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Shift m J Assign Acquisition Time (sec) 3.2768
HO (Ppm) (Hz) Date 04 Aug 2017 14:22:16
13.83| 1 | brs COOH Date Stamp 04 Aug 2017 14:22:16
10.36| 1 s NH" Frequency (MHz) 500.1900
1 1028) 1| s - NH Nucleus H
6 Number of Transients 16
8.38 | 1 dd 9.3,5.2 H3 Solvent DMSO-d6
8.09 | 1 d 26 H2" Temperature (degree C) 25.000
7.75| 1 dd 8.8,2.5 He" 1
7.67 | 1 dd 9.3,3.2 H6 H NMR (500 MHz, DMSO'da) ¢
F~ 5 761 1| d 8.7 H5" ppm 13.83 (brs, 1 H), 10.36 (s, 1
4 745| 1| ddd |9.3,7.9,32 H4 H), 10.28 (s, 1 H), 8.38 (dd,
J=9.3, 5.2 Hz, 1 H), 8.09 (d,
J=2.6 Hz, 1 H), 7.75 (dd, J=8.8,
2.5Hz, 1 H), 7.67 (dd, J=9.3, 3.2
Hz, 1 H), 7.61 (d, J=8.7 Hz, 1 H),
7.45 (ddd, J=9.3,7.9, 3.2 Hz, 1
H)
. H2"(d, 1H) H6(dd, 1H)
P o H5"(d, 1H)
o. I
? Q
N~
3
H3(dd, 1H) H6"(dd, 1H) T
BEEIS ++8888
pEERS ~et H4(ddd, 1H)
«© 1
H4(ddd, 1H) R g L@“/
H6(dd, 1H) SENININD
n ~ { n~
H3(dd, 1H) |
NH"(s, 1H) H6"(dd, 1H)
NH(s, 1H) H5"(d, 1H)
© H2"(d, 1H)
© N n
=k =S 85 1.01 1.00 1.00 1.00 1.02
COOH(br s, 1H) cmo®®PoNG (. (I T [
Vgg S l\gg ‘\H\‘HH‘HH‘HH‘HH‘HH‘HH‘HH‘\H\‘\H\‘HH‘HH‘\H\‘\H\‘\\H‘HH‘\H\‘HH‘HH‘HH‘HH‘\
&3 ® NN & 8.4 8.3 8.2 8.0 7.9 7.8 7.7 Chemical Shift (ppm)
™ ¢ ™
0.85 0 sg 0 590 591511 00 1\ 0(;\1\717(7)7;7
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H O Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 05/08/2017 14:42:00
168.4 | 1 s - COOH Date Stamp 05/08/2017 14:42:00
.1 156.0 1 d 239.6 5 Frequency (MHz) 125.7870
6 152 1 1 s co Nucleus 13C
: - Number of Transients 256
1394 | 1| s - ! Solvent DMSO-d6
138.2 | 1 d 2.0 2
132.0 | 1 s - 5" 13
4 1231 | 1| s - 6" ppm 168.4 (s, 1 C), 156.0 (d,
122.8 | 1 q |2729 CF3 J=239.6 Hz, 1 C), 152.1 (s, 1 C),
1225 | 1| brq | 15 4" 139.4 (s, 1 C), 138.2 (d, J=2.0
1220 | 1 d 7.3 3 Hz,1C), 132.0 (s, 1 C), 126.7
1209 | 1 d 220 4 (q, J=30.3 Hz, 1 C), 123.1 (s, 1
M"r2 | 1 d 6.8 1 C), 122.5 (br q, J=1.5 Hz, 1 C),
SMSOd6 1170 | 1 q 5.7 2" 122.0 (d, J=7.3 Hz, 1 C), 120.9
1165 | 1 d 235 6 (d, J=22.0 Hz, 1 C), 122.8 (q,
= J=272.9Hz, 1 C), 117.2 (d,
o J=6.8 Hz, 1 C), 117.0 (q, J=5.7
Hz, 1 C), 116.5 (d, J=23.5 Hz, 1
C)
5"(1C) CF3(1C)
COo(1C) § 310
CF3(1C) e 2(1C) T 4"(1cy
3"(1C) © 17(1C) 6"(1C)
4(1c ~ b
te
6(1C) <
2(1C) 3(1C) (e 2
1 1 fse) [e0] "
co(1c) 2"(1C) - E @ 3"(1C)
| (o] © o wn
5(1C) 1"(1C) 4"(1C) @ gg §
COOH(1C) 5"(1¢) 1(10) g o 8
. S 610 8 <
gmmxgwg;vwoﬁl —m e
eRoLgTrTRoRORX o - I T T A UVTTATUNRTH L UV
egg ‘—% Fg&&a \“—D\“—D B A A (R A L G L | AL A i Lkl
~— A I i A \\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
ol i 155 150 145 140 135 130  Chemical Shift (ppm)
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Shift | F| m J Acquisition Time (sec) 2.9360
(ppm) (Hz) Date 05/08/2017 15:17:00
-61.54| 3| s - Date Stamp 05/08/2017 15:17:00
-121.09 1 | ddd |9.2, 8.2, 5.1 Frequency (MHz) 470.6020

Nucleus 19F

Number of Transients 128

Solvent DMSO-d6

"°F NMR (471 MHz, DMSO-d;) &

ppm -61.54 (s, 3 F), -121.09
(ddd, J=9.2, 8.2, 5.1 Hz, 1 F)

E 1F /
: 5
0.4 - 82 g
z 858
E 555 o
3F 7 plry <
o 03 - < (8%
© ] =
% g >
02 - ‘:“
0.1 - |
7\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
-120.8 1209  -121.0  -121.1 Chemical Shift (ppm)
1‘F
e
&
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
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H H 2
N. _N

6"
4 5"

4"

NH(s, 1H)
4(dd, 1H)
5"(t, 1H)

3(d, 1H)
NH"(s, 1H)
6"(br d, 1H)
6(d, 1H)

2"(s, 1H)
<

10.44 102
7.90

8.42 /8.00

7.52
7.33

CF3

Shift | H m J Assign Acquisition Time (sec) 5.2429
(ppm) (Hz) Date 22/10/2019 11:43:00
10.44| 1 s NH" Date Stamp 22/10/2019 11:43:00
10.24| 1 s - NH Frequency (MHz) 500.1870
8.43 | 1 d 9.2 3 Nucleus 1H
: : - Number of Transients 128
800 1) s - 2 Solvent DMSO-d6
7.90 | 1 d 2.1 6
769 1| brd 8.4 6" 1
7.61 1 dd 9_1, 2.0 4 H NMR (500 MHZ, DMSO'd6) 6
752 1| t 8.0 5" ppm 10.44 (s, 1 H), 10.24 (s, 1
7.33| 1| brd 7.8 4" H), 8.43 (d, J=9.2 Hz, 1 H), 8.00
(s, 1 H), 7.90 (d, J=2.1 Hz, 1 H),
7.69 (brd, J=8.4 Hz, 1 H), 7.61
(dd, J=9.1, 2.0 Hz, 1 H), 7.52 (t,
J=8.0 Hz, 1 H), 7.33 (brd, J=7.8
Hz, 1 H)
6(d, 1H)
2"(s, 1H)
3(d, 1H) § N 4(dd, 1H)
= g § 5"(t, 1H) .
o 6"(br d, 1H) J; 4"(br d, 1H)
0.94 0.90 0.88 0.92 096 0.96 1.00
[E— [ [ [ Il | | |
T T ‘ T ‘ T T T ‘ T T T T ‘ T T T T ‘
8.5 8.0 Chemical Shift (ppm)

1 ' ™ IR
0.u91 0.u94 0.u94 0.|90 0.l88 0.|92 0.“96 0.|96 1 .“00

NVR-162_1H.spectrus

Chemical Shift (ppm)

40 32 24 16 8 0

-8 -16 -24 -32

NVR-117 HRMS



1
6
Cl™ 5
4
3"(1C)
CF3(1C)
2(%0) o 4(c)
COOH(1C) a(1c) 2°(1€)
co(1cC) 6(1C)1(1c)
D
N:Egc’mgng‘_ N
BYSSgRIgREaEY
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200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 22/10/2019 22:18:00
168.3 | 1 s - COOH Date Stamp 22/10/2019 22:18:00
152.1 1 s co Frequency (MHz) 125.7870
140.8 1 s qn Nucleus 13C
Number of Transients 2048
1405 | 1] s 2 Solvent DMSO-d6
1335 | 1 s 4
130.1 1 s 6
200 111 < 1 o '3C NMR (126 MHz, DMSO-d;) &
1295 | 1| q |[316 3" ppm 168.3 (s, 1 C), 152.1 (s, 1
124.8 | 1 s - 5 C), 140.8 (s, 1 C), 140.5 (s, 1 C),
1242 | 1 q 2721 CF3 133.5(s,1C), 130.1 (s, 1 C),
1222 [ 1] s | - 3 130.0 (s, 1 C), 129.5 (q, J=31.6
1217 [ 1] s | - 6" Hz, 1 C), 124.8 (s, 1 C), 122.2 (s,
1185 | 1| brq | 39 2 1C), 121.7 (s, 1 C), 124.2 (q,
173 | 1 s L J=272.1 Hz, 1 C), 118.5 (br q,
1146 | 1] bra | 29 il J=3.9Hz, 1C),117.3 (s, 1 C),
114.6 (br q, J=2.9 Hz, 1 C)
3"(1C)
A1e) 8(1¢) CF3(1C
1"(1C) 5"(1C) ael "(1C) Qo
o © 5(1C) (10 1(1C)
> : 5 00 ;
5§ we % i %
A g \n : -
3 . 4(10)
T B o o o 3 N o
R . 22 e
- “|lg
\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\
140 135 130 125 Chemical Shift (ppm)
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Shift | H m J Assign Acquisition Time (sec) 6.5536
H O (Ppm) (Hz) Date 08/08/2018 18:19:00
1383) 1| brs - COOH Date Stamp 08/08/2018 18:19:00
10.48| 1 s - NH Frequency (MHz) 500.1930
1 03 11 < - T Nucleus 1H
6 . Number of Transients 16
823/ 1] d 9.0 H3 Solvent DMSO-d6
820 1| brs H6
809 1| brs - H2" )
5 785| 1| brd 9.0 H4 H NMR (500 MHz, DMSO-d;) 6
| 775 1| brd 8.9 He" ppm 13.83 (brs, 1 H), 10.48 (s, 1
4 7611 d 89 Hs" H), 10.34 (s, 1 H), 8.23 (d, J=9.0
Hz, 1 H), 8.20 (br s, 1 H), 8.09
(br's, 1 H), 7.85 (br d, J=9.0 Hz,
H3dLTH) 1H), 7.75 (br d, J=8.9 Hz, 1 H),
~
2 H6(br s, 1H) 7.61 (d, J=8.9 Hz, 1 H)
&
o H2"(br s, 1H)
3
o @ H5"(d, 1H)
57 2
[ce]
H4(br d, 1H
Abrd, 1 )H6“(br d, 1H) 3
© 1 ~
H6"(br d, 1H)
H4(br d, 1H)
H5"(d, 1H)
H2"(br s, 1H)
NH(s, 1H) "
" H3(d, 1H)
NH"(s, 1H) !
; H6(br s, 1H)
23 o
cQ N Y
-— oog T
35 =8
© o™ 3 k
g " |
COOH(br s, 1H) 0.980.96 1.01 1.00 1.02 1.00
0 \\\‘\\\\lﬁ“\:‘\‘\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\‘\\\‘\\\‘\‘:\\\‘\\\\“\\\\‘\\\\‘\\\\‘\\\
§ 8.3 8.2 8.1 8.0 7.9 7.8 Chemical Shift (ppm)
0.82 0.991.000.980.96 1.011.00 1.02 1.00
\\\‘\\\\‘\\\\‘l:\‘\\\‘\\\\‘\\\\‘u\\\g‘\\u\\‘u\\\\u‘\\u\\‘%\\\u‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\ NVR-11_1H.SpeCtrUS
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3"(1C)

1"(1C)
6(1C)CF3(1C)
4(1C) 3,4"(2C)
2(1C) 1(1€)
co(1C) 6"(1C)
COOH(1C) 5"(‘10)2"910

168.57

<
N
©
I3
o
A

\ ‘HHM\

5(1C)

83.70

54.89

48.60

200 150 100

50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 02/11/2017 14:47:00
168.6 | 1 s COOH Date Stamp 02/11/2017 14:47:00
152.2 1 s co Frequency (MHz) 125.7870
1413 1 s 4 Nucleus 13C
" Number of Transients 64
1402 | 1] s ! Solvent DMSO-d6
139.6 | 1 s 2
139.2 | 1 s 6 13
1319 | 1 s - 5 C NMR (126 MHz, DMSO-d;;) &
1266 | 1| q |305 3" ppm 168.6 (s, 1 C), 152.2 (s, 1
1231 | 2 s - 3,4" C), 1413 (s,1C), 140.2 (s, 1 C),
1228 | 1 q 2729 CF3 139.6 (S, 1 C), 139.2 (s, 1 C),
1223 |1 s | - 1 131.9 (s, 1 C), 126.6 (q, J=30.5
1215 [ 1] s | - 6" Hz, 1 C), 123.1 (s, 2 C), 122.3 (s,
174 [ 1] a | 54 2" 1C), 121.5(s, 1 C), 122.8 (q,
87 |1] s 5 J=272.9 Hz, 1 C), 117.1 (q,
J=5.4 Hz, 1 C), 83.7 (s, 1 C)
(1) 5(10) CF3(1C)
201) £ 3,4"(2C)
6(1C) 5 11c)
4(1C) § - 6"20)
g 3 2"(1C)
= 3"(1C) @ 2

140 135 130 125  Chemical Shift (ppm)
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H O Shift F Acquisition Time (sec) 2.9360
(ppm) Date 02/11/2017 14:54:00
6151 | 3 Date Stamp 02/11/2017 14:54:00
1 Frequency (MHz) 470.6020
6 Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
|~ 5 "°F NMR (471 MHz, DMSO-d,) &
ppm -61.51 (s, 3 F)
3F
o -
% 5
©
1.0
0.5
0
\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\
-61.40 -61.45 -61.50 -61.55 Chemical Shift (ppm)
HH\HH‘HH\HH‘HH\HH‘HH\HH‘H\\\HH‘HH\HH‘HH\HH‘HH\\H\‘\H\\\\H‘HH\\H\‘\\H\HH‘HH\HH‘HH\HH‘HH\\H\‘HH\HH‘HH\HH‘HH\\H\‘\\H\HH‘HH\HH‘HH\\H
-10 -20 -30 -40 -50 -60 -70 -80 -90 -100 -110 -120 -130 -140 -160 -170  Chemical Shift (ppm)
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Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 23/11/2017 15:51:00
10.34| 1| brs - NH Date Stamp 23/11/2017 15:51:00
857 | 1 s - NH" Frequency (MHz) 500.1930
846 1| brs - H6 Nucleus H
" Number of Transients 16
804/ 1| s - H2 Solvent ACETONITRILE-d3
CF 783 | 1| brd 8.4 H3
3 770 | 1| brd 8.7 He" ;
3" 750 | 1| brd 8.7 H5" H NMR (500 MHz,
4" 721 1] brd 8.5 H4 ACETONITRILE-d,) & ppm 10.34
Cl (brs, 1 H), 8.57 (s, 1 H), 8.46 (br
s, 1H),8.04 (s, 1H), 7.83 (brd
NH"(s, 1H ’ ' ’ ’ ’
) J=8.4 Hz, 1 H), 7.70 (br d, J=8.7
HE(br s, TH) Hz, 1 H), 7.50 (br d, J=8.7 Hz, 1
% " H), 7.21 (brd, J=8.5Hz, 1 H
ACETONITRILE-d3] @ H2"(s, 1H) ) (brd, , TH)
3
© [ce]
T H5"(br d, 1H)
H3(br d, 1H
rN ) E
< 3 CHe"brd, H) Ha(br d, 1H)
< R n- NN
H3(br d, 1H) & N
H2"(s, 1H) =
NH"(s, 1H)
H6"(br d, 1H) §
n N
He(br s, 1H) ~
H4(br d, 1H)
[o0]
H5"(br d, 1H) o o
55 o
NH(brs, 1H) & & = T =t =l ~
< [ce]
3 RTINS
T = DD 095 0.92 1.00 1.09  1.05 0.98 1.07
Yo} 8 [ — | || I | L [
("). N T T T ‘ T T ‘ T T ‘ T T ‘ T T ‘ T T T T ‘ T T T
2 P 8.5 8.0 Chemical Shift (ppm)
N~
JL_M” AL,

J

[ — N =
0.96 0.950.92 1.001.09 1.050.98 1.07
N da

NVR-43 1H.spectrus

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)



CF;

Cl

2|l
n
2"
5||
CI 6"(1C)
6(1C)
4(1C)2(1C)
&
®

1"(1C)
5(1C)
Tet-c(1C) , 3(1C)
co(1c) S°(1€)
283F38% | © Q 2
gBES2CC | 2 g R
I l

ACETONITRILE-d3

1.39

200 150

100

50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 23/11/2017 15:57:00
1553 | 1 s Tet-C Date Stamp 23/11/2017 15:57:00
153.1 1 s co Frequency (MHz) 125.7870
140.6 1 s 1 Nucleus 13C
: - Number of Transients 64
198 | 1] s L Solvent ACETONITRILE-d3
1383 | 1 s 5
1329 | 1 s 5"
1307 | 1] s 3 3C NMR (126 MHz,
12:'2 1 s i ACETONITRILE—d3) 0 ppm 155.3
. S
1214 | 1 s o (s,1C),153.1 (s, 1 C), 140.6 (s,
1190 | 1 q 6.0 o 1C),139.8 (s, 1C), 138.3 (s, 1
1108 | 1 s 5 C), 1329 (s, 1 C), 130.7 (s, 1 C),
124.6 (s,1C),123.5 (s, 1 C),
121.4 (s, 1 C), 119.0 (q, J=6.0
Hz,1C), 110.8 (s, 1 C)
4(1C)
5"(1C) "
o 6(1C) 6"(1C)
@ 3(1C) o
2 g g g
g Toa
8
1(1C) N
1(1C) T
Tet-C(1C) i s1c
CO(1C) S 1e)
b < <
2 TR 3
g g -
&
S
\\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
150 145 140 135 Chemical Shift (ppm)

NVR-43 13C.spectrus



Shift F|lm Acquisition Time (sec) 2.9360
(ppm) Date 23/11/2017 16:06:00
-63.22 3| s Date Stamp 23/11/2017 16:06:00
Frequency (MHz) 470.6020
Nucleus 19F
2" Number of Transients 16
C F Solvent ACETONITRILE-d3
3
3" F NMR (471 MHz,
n
4 ACETONITRILE-d,)  ppm
Cl -63.22 (s, 3 F)
5ll
F 1 LS
S ] S
2 * 2
1.00 —
0.75
- /
i /
0.50 —
0.25
0
H\\H‘H\\‘HH‘HH‘HH‘HH‘\\H‘H\\‘HH‘HH‘\H\‘HH‘\H\‘HH‘HH‘HH‘HH‘
-62.9 -63.0 -63.1 -63.2 -63.3 Chemical Shift (ppm)
HH‘HH‘HH‘HH‘HH‘HH‘HH‘H\\‘\\H‘HH‘HH‘HH‘HH‘HH‘HH‘\H\‘\\H‘\\H‘\H\‘H\\‘H\\‘\\H‘HH‘HH‘HH‘HH‘HH‘\H\‘HH‘HH‘HH‘HH‘HH‘H\\‘H\\‘\\H‘HH‘HH‘HH‘\H
-10 -20 -30 -40 -50 -60 -70 -80 -90 -100 -110 -120 -130 -140 -150 -160 -170 Chemical Shift (ppm)

NVR-43 19F.spectrus




Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 10/04/2018 12:02:00
10.34| 1 s NH" Date Stamp 10/04/2018 12:02:00
10.00| 1 s - NH Frequency (MHz) 500.1930
827 | 1 d 9.0 H6 Nucleus 1H
: : Number of Transients 16
o 815, 1 | brd 1.7 H3 Solvent DMSO-d6
811 1| brs - H2"
CF3 775 1| brd 8.5 He" ]
3" 772 | 1 brd 8.9 H5 H NMR (500 MHZ, DMSO'd6) 6
4" 763| 1| brd 8.7 H5" ppm 10.34 (s, 1 H), 10.00 (s, 1
H), 8.27 (d, J=9.0 Hz, 1 H), 8.15
Cl (br d, J=1.7 Hz, 1 H), 8.11 (br s,
W LTSS )
. r =0. V4 .
H3(br d, 1H ’ ’ ’
(brd, ) (br d, J=8.7 Hz, 1 H)
H5"(br d, 1H) o =
H6"(br d, 1H) s %
H % MO H) H5"(br d, 1H
H5(br d, 1H) X o (br d, 1H)
NH(s, TH) H2"(br s, 1H) Qo H6"(br d, 1H) 3
n - [ —— '\
NH'(s, 1H)  H3(br d, 1H) i H5(br d, 1H)
< — wn
3o © o5 = E &
— O . - N~
= © e © N
s ~
8
Qo|
o N~
2oy
N |©
N~
S
N~
wn
L('\). ~ _ _ ST~ —
1.00 0.89 0.98 1.01 0.95 1.01
[ IR | o |
[e0] \‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
= 8.3 8.2 8.1 8.0 7.9 7.8 Chemical Shift (ppm)
0.97 0.991 65'}3/‘;;0 9850;51951101
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘;u\\\%\\l%\‘\.u\\\.u‘\\.%\‘\.u\\\.u‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\ NVR-44_1H.SpeCtrUS
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)



2||
3"
4"
>l
NVR-44_13C DMSO-d6
o
@
15}
CF3
3n..
" 2"
5" 44
1" I 4
T :‘3 6 B
co lg | 2
| v' 6, ,5 |
8883083 algres
| L H\ i
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 T ‘ T T T T ‘ T T T T ‘ T T T
200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 10/04/2018 12:07:00
152.0 1 s (ef0) Date Stamp 10/04/2018 12:07:00
139.2 1 s " Frequency (MHz) 125.7870
137.0 1 s 1 Nucleus 13C
Number of Transients 64
1340 | 1] s 3 Solvent DMSO-d6
132.0 1 s 6"
130.8 1 s - 5" 13
1267 | 1 q |303 3 C NMR (126 MHz, DMSO-d;;) &
1234 | 1] s 6 ppm 152.0 (s, 1 C), 139.2 (s, 1
1233 | 1 s - 5 C),137.0(s,1C),134.0 (s, 1 C),
1228 | 1 q |2729 CF3 132.0 (s, 1C), 130.8 (s, 1 C),
1227 | 1] brg | 15 4" 126.7 (q, J=30.3 Hz, 1 C), 123.4
172 | 1] q |62 2 (s,1C), 123.3 (s, 1 C), 122.7 (br
141 | 1] s 4 q, J=1.5Hz, 1 C), 122.8 (q,
1140 [ 1] s 2 J=272.9 Hz, 1 C), 117.2 (q,
J=6.2 Hz, 1 C), 114.1 (s, 1 C),
114.0 (s, 1 C)
CF3
6"
X 6
38 5 ?
r s Yo o 2
T3 . 23 5
8 - T " 2 T

3
3

i

T

135

NVR-44 13C.spectrus

130 125

Chemical Shift (ppm)
NVR-114 HRMS




CF3

Shift F|lm Acquisition Time (sec) 2.9360
(ppm) Date 14/11/2017 15:08:00
-64.10 3| s Date Stamp 14/11/2017 15:08:00
Frequency (MHz) 470.6020
Nucleus 19F
Number of Transients 16
Solvent METHANOL-d4

3" 'F NMR (471 MHz,
n
4 METHANOL-d,) 5 ppm -64.10 (s,
. o Cl 3F)
QF
g i
1.00
0.75;
0.50;
0.25;
.
‘HH‘HH‘HH‘HH‘\\H‘HH‘HH‘\H\‘\H\‘\\H‘HH‘HH‘HH‘HH‘HH‘HH‘\H\‘H
-63.90 -63.95 -64.00 -64.05 -64.10 -64.15 Chemical Shift (ppm)
\H\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘H\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\H‘\\\\‘\H\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘H\\‘\\\\‘\H\‘H\\‘\\H‘\\\\‘\\\\‘H\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\H
-10 -20 -30 -40 -50 -60 -70 -80 -90 -100 -110 -120 -130 -140 -150 -160 -170 Chemical Shift (ppm)

NVR-44_19F.spc



Shift | H| m J Assign Acquisition Time (sec) 8.1920
(ppm) (Hz) Date 21/12/2017 12:28:00
10.75| 2 | brs - NH, NH" Date Stamp 21/12/2017 12:28:00
1040 1 | brs - NH* Frequency (MHz) 400.1320
5* 848| 1 |brd| 16 H6 Nucleus 1H
* Number of Transients 16
4 Br 796 1 |brd| 87 H3 Solvent DMSO-d6
770 4 | m H3", H5", H2", H6"
760| 1 |brd| 87 H5* ]
2501 1 lbrd 16 o H NMR (400 MHz, DMSO-d;) &
N 738 1| d 6.3 H4 ppm 10.75 (br's, 2 H), 10.40 (br
~ 3" Br 712 1] da | 81,15 He" s, 1 H), 8.48 (br d, J=1.6 Hz, 1
2 H), 7.96 (br d, J=8.7 Hz, 1 H),
7.65-7.77 (m, 4 H), 7.60 (br d,
12 J=8.7 Hz, 1 H), 7.50 (br d, J=1.6
i Hz, 1 H), 7.38 (d, J=6.3 Hz, 1 H),
7.12 (dd, J=8.1, 1.5 Hz, 1 H)
H3",H5" H2",H6"(m, 4H)
H5*(br d, 1H)
RR
NN
H6(br d, 1H) H2'(br d, 1H)
H3",HS",HZ ' HE"(m, 4H) 25 Hofer s, 1) 20 HAMTH)  Hge(dd, 1H)
oo © ~ 9 } 2
H6(br d, 1H) o2 3~ O«
~ X - < -
H2*(br d, 1H) ~ NN
H4(d, 1H)
HE%(dd, 1H) 3  [Dmso-d6 / N
NH,NH"(br s, 2H)  H3(br d, TH) @
NH(br s, 1H) HS*(br d, 1H) § 0.92 1.01 (445 145 127 122 0.99
T ‘ T T ‘ T ‘ T T T ‘ T T T ‘ T T T T ‘ T T T T ‘
~S yp8SRgsge 8.5 8.0 7.5 Chemical Shift (ppm)
- - 0NN ~NNN N L
/i —+ ) )}*ﬁﬂ‘ B
(N N TS

21:(1)01500321HO14S51§51§71§20L199 NVR_47 1 H SpeCtrUS

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)



Shift C m Assign Acquisition Time (sec) 2.0447
(ppm) Date 12/04/2018 09:36:00
168.9 | 1 s COOH Date Stamp 12/04/2018 09:36:00
5* 152.4 1 s co Frequency (MHz) 125.7870
144.0 1 s 5 Nucleus . 13C
4* Number of Transients 64
Br 1428 | 1] s Solvent DMSO-d6
138.7 | 1 s 1*
1384 | 1 s T 13
1382 | 1 s a C NMR (126 MHz, DMSO-d;;) 6
3* Br 1342 | 1] s 5* ppm 168.9 (s, 1 C), 152.4 (s, 1
% 1331 [ 2| s 3", 5" C),144.0 (s, 1C), 142.8 (s, 1 C),
1315 | 1 s 3 138.7 (s, 1C), 138.4 (s, 1 C),
1241 | 1 s 4 138.2(s,1C),134.2 (s, 1 C),
1237 | 1 s 3 133.1(s,2C),131.5(s, 1 C),
12;-2 1 s :* 124.1 (s, 1 C), 123.7 (s, 1 C),
. S
ea : . 121.3 (s, 1C),120.0 (s, 1 C),
e0 T . 118.4 (s, 1 C), 115.0 (s, 2 C),
5 114'5 1 z 4;* 114.5(s,1C),108.5 (s, 1 C)
8 1085 | 1 s 2
5(10) 2%(1C)
3",5"(2C) 41
310) 2",6"(2C)
g 8%
COOH(1C) (10) g 611C) © T
8 co(1c) aqc) e T 2(1c)
8 3 510) 1v(1c g YO 2 "
3",5"(2C) To N (1) S o = 3
' ~ © 1(1) - g 1o 3
1(1C) 4(1C) 8 53 3 T o T
. ) . g8 @ I S
17(1C) 6(1C) 3 el = “
5 30 ° =
4"(1C) 2+(1C) < s
5%(1C) 2",67(2C)
5(1%3(1¢) 4+(10)

i

e 168 160 152 144 136 128  Chemical Shift (ppm)

co(1C) 6*(1C)
COOH(1C)  11€) 3+(1¢) 2(1C) ’M

N
> N
> 00
™
=
i

168.86
168.70
— 15244
144.02
138.37
134. 24
133.09 ~
128.03
123.73
120.01
118.36
117.93
115.05
114.51
108.53

o
e
<
N
-

A

il \Ll

200 150 100 50 Chemical Shift (ppm) NVR-47_13C.spectrus



CF3

MO3(s, NH, 1H)
M04(dd, 3, 1H)
MO6(br t, 3',5', 2H)
MO02(br s, 6",2", 2H)
M10(td, 5, 1H)
MO07(m, 4'2',6", 3H)
M08(ddd, 4, 1H)
MO5(br s, 4, 1H)
M09(dd, 6, 1H)

hi

MO02(br s, 6",2", 2H)
o

No.| Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 05 Mar 2019 05:26:06
11967 1 brs NH" Date Stamp 05 Mar 2019 05:26:06
21802 2 brs 6" 2" Frequency (MHz) 400.0700
3|78 1| s - NH Nucleus 1
Number of Transients 16
4 1787 1 dd 8.3,1.2 3 Solvent DMSO-d6
517611 brs - 4" Temperature (degree C) 24.998
6 | 749 | 2 brt 7.5 3,5 1
7 742 | 3 m - 4" 2'. 6 H NMR (400 MHZ, DMSO'd6) 6
8736| 1| ddd |84,69,18 4 ppm 9.67 (br s, 1 H), 8.02 (br s,
9726 1| dd 7.5,1.8 2 H), 7.88 (s, 1 H), 7.87 (dd,
720 1| 73,13 J=8.3, 1.2 Hz, 1 H), 7.61 (br s, 1

H), 7.49 (brt, J=7.5Hz, 2 H),
7.39-7.45 (m, 3 H), 7.36 (ddd,
J=8.4,6.9, 1.8 Hz, 1 H), 7.26
(dd, J=7.5, 1.8 Hz, 1 H), 7.20 (td,
J=7.3,1.3 Hz, 1 H)

M07(m, 4',2',6", 3H)

MOG6(br t, 3',5", 2H)

MO03(s, NH, 1H)

DMSO-d6

M04(dd, 3, 1H)

©
©

)

~

~

7.86

‘0.8‘.?0.90‘

[o0]
< M10(td, 5, 1H)
MO5(br s, 4", 1H) o, ™~
— 3 M09(dd, 6, 1H)
o M~ —
N 0

R
~

Yol
(ddd, 4,1H) @«
[ — I\NO
© NN
@ ~ N~
© N~
™M

7.20

0.98
e

2.00

0.95 1.01
[ —

2.97 1.04
[ —

N
o
o)
2
2N JJ Z
© TS [le} [
N DMSO-d6*

MO1(br s, NH", 1H) |™ ~ & & = 2.00
— [N | |
~
©
o

JJL (ix

o T
0.952.000.890.900.982.002.97 1.04 0.95 1.01
[ I I I I ! ! I I

16 14 12 10 8 6 4

2 0 Chemical Shift (ppm)

7.7 7.6 7.5 Chemical Shift (ppm)

- \‘HH‘HH‘HH‘HH‘HH‘HH‘HH‘\H\‘HH‘HH‘HH‘HH‘\H\‘\H\‘\\H‘HH‘HH‘HH‘HH“
80 79 78 .

NVR-113_1H.spectrus



DMSO-d6

3"-CF3,5"-CF3
53"
43
2.5
16 672"
35
1" 26
co '8 4
232a3 fRREs
20lav 8=
Ll
L B B L L B L L B B N B BB
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 28 Feb 2019 00:12:54
152.7 1 s (ef0) Date Stamp 28 Feb 2019 00:12:54
141.9 1 s " Frequency (MHz) 100.5977
138.4 1 s g Nucleus 13C
Number of Transients 256
1349 | 1] s 2 Solvent DMSO-d6
133.8 1 S - 1 Temperature (degree C) 25.001
130.7 2 q 32.6 5", 3" 13
204 11 < p C NMR (101 MHz, DMSO-d;) &
1201 | 2| s 2,6 ppm 152.7 (s, 1 C), 141.9 (s, 1
1288 | 2| s 3,5 C),138.4 (s,1C),134.9 (s, 1 C),
1279 | 1 s 4 133.8(s,1C),130.4 (s, 1 C),
1275 | 1 s 4 130.7 (q, J=32.6 Hz, 2 C), 129.1
1242 | 1] s 5 (s,2C), 128.8 (s, 2 C), 127.9 (s,
1285 |1 s | - 3 1C), 127.5 (s, 1 C), 124.2 (s, 1
123.3 2 q 272.6|3"-CF3, 5"-CF3 C), 1235 (S, 1 C), 123.3 (q’
17.6 | 2| brg | 20 62 J=272.6 Hz, 2 C), 117.6 (br q,
114.2 | 1] brspt ] 39 4 J=2.0 Hz, 2 C), 114.2 (br spt,
J=3.9Hz, 1C)
NVR-113_13C 3H'H,5' cﬂl
5",3"
o N 3"-CF3,5"-CF3
6 ©
o || 2 3
ikt N 2 ©
. 2 ! S5 =3
1 o E = 3% 6".2"
»3 T 3Z g
! \ g2 < pg 4m
‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
140 135 130 125 Chemical Shift (ppm)

NVR-113_13C.spectrus




Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 05 Mar 2019 05:40:51
-61.72 6| s Date Stamp 05 Mar 2019 05:40:51
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 25.000

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.72 (s, 6 F)

6F il
o~ B 6F
,\. — 1
© 7 R
l ©
1.0 -
0.5 —
O 4
T T T T T T T T T T T T T T T T
-61.25 -61.50 -61.75 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-113_19F.spectrus



Openivnx Report - James B Page 1
Sample: 1 Vial:1:14 ID:JB136 HRMS-1
File:JB136 HRMS-1 Date:24-Sep-2019 Time:15:19:51
Description:
Printed: Tue Sep 24 15:39:09 2019
3: UV Detector: TAC: Wavelength Range: (210 - 400) 1.215e+2
Range: 1.313e+2
(7)
34%
424.0(76%)
424.0(58%)
3.23
7.5e+1
=]
< 5.0e+1
(1)
2.5e+1 66%
.45
0.0
T e e e e Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
Peak Number Compound Time Area %Total Mass Found
1 0.45 66.35 Not Found
7 Found 3.23 33.65 424.0, 424.0
1: MS ES+ :TIC Smooth (Mn, 2x2) 8.6e+006
(7)
: 424.0(76%)
424.0(58%)
80
60
o
404 A
: /
20
O ] l|'| ] L L T T T T v “"[""|Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
2: MS ES- :TIC Smooth (Mn, 2x2) 2.1le+006
(7)
100 91%
424.0(76%)
80 424.0(58%)
3.23
60
oP
40
4 WMW
0 T v T T Uy T T l|l||l||1»||Time
0.50 1.00 18850 2800 2.50 3.00 3-:50 4.00

NVR-113 LCMS



Opﬁenlynx Report - James B

Page 2
,Sample: 1 Vial:1:14 ID:JB136 HRMS-1
File:JB136 HRMS-1 Date:24-Sep-2019 Time:15:19:51
Description:
Printed: Tue Sep 24 15:39:09 2019
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
1 0.45 Not Found 1 0.45 Not Found
1:MS ES+ 2:MS ES-
142.1 2.3e+004 147.0 1.3e+003
100 100
974.4
o0 50 183.1 50
2849 299.8 564.7632:4 A
. . ' 917.6 .4
0-Hlldy e 4 it ./191?\92 0 m/z
500.0 1000.0 500.0 1000.0
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
1 0.45 Not Found 7 Found 3.22 425
1: (Time: 0.45) Combine (273) 3:UV Detector 1:MS ES+
3.294e-1 AU 1.5e+006
100 425.4
3.0e-1
2.0e-1
2 E 50
1.0e-1 426.4
228.5 427 .4
0.0+ T T —— Nm O—+—r——g— e T — m/z
300.0 400.0 500.0 1000.0
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
7 Found 3.22 423 7 3.22 Not Found
2:MS ES- 7: (Time: 3.23) Combine (1937) 3:UV Detector
5.5e+005 1.616 AU
el 423.3 224.9 260.9
1.0
* e 424 .3 2
' 5.0e-1
537 :2
228.2 847.1
——7 HLW ( . ——— m/z 0.0+————7T+—— T T — Nm
500.0 1000.0 300.0 400.0

NVR-113 LCMS



Thermo Exactive Plus EMR Orbitrab ASAP neg

100 423.0918

90
80
70
60
50

40

Relative Abundance

425.0982
A

100 423.0938

90
80
70
60
50
40
30
424.0969

20

10

30
424.0946
20
10
422.8689 423.3230 423.8698 424.3265 425.3956

J 425./({999

T T T T

1
425.0

NL:

6.84E8
0919495ASAP-POS#5-7 RT:
0.04-0.06 AV:3T:FTMS -p
APCl corona Full ms
[200.0000-1000.0000]

NL:
1.85E4

C21H13FgN20O:
C21H13FegN201

p (gss, s /p:40) Chrg -1

R: 20000 Res .Pwr. @FWHM

NVR-113 HRMS



Thermo Exactive Plus EMR Orbitrab ASAP neg

m/z

423.0918

Theo. Mass

423.0924
423.0911
423.0929
423.0938

423.0897

Delta (ppm)

-1.45

1.71
-2.65
-4.62

4.89

RDB equiv.

14.0
9.0
1.5
13.5

9.5

Composition

C19 H11 N5 F6

C18 HI5 O4 N F6
C5 H13 06 N10 F6
C21 H13ON2F6 €

C16 H13 O3 N4 F6

NVR-113 HRMS



No.| Shift | H m J Assign Acquisition Time (sec) 3.9846
2' (ppm) (Hz) Date 05 Mar 2019 05:45:20
1 110.22| 1 s - NH" Date Stamp 05 Mar 2019 05:45:20
21826 1 s - NH Frequency (MHz) 400.0700
\ 3/813] 2| brs - 6", 2" Nucleus 1H
3 - Number of Transients 16
4(806| 1| dd 8.0,1.5 6 Solvent DMSO-d6
57651 brs - 4" Temperature (degree C) 25.000
6723 1] dd 7.8,15 3 )
3 7710 1] 7.8,1.5 5 H NMR (400 MHz, DMSO-dg) 3
8703 1| t 75,18 4 ppm 10.22 (s, 1 H), 8.26 (s, 1 H),
938 4| m - 6,2 8.13 (brs, 2 H), 8.06 (dd, J=8.0,
4 M10(m, 5',3', 4H) 10| 2.81| 4 m - 5,3 1.5 HZ, 1 H), 7.65 (br S, 1 H),
) 7.23 (dd, J=7.8,1.5Hz, 1H)
MO9(m, 6',2', 4H) , ) ; ,
T a M02(s, NH, 1H) 710 (td, J=7.8,1.5Hz, 1 H),
< M04(dd, 6, 1H) 7.03 (td, J=7.5,1.8 Hz, 1 H),
MO3(br s, 67,2, 2H) 3.82-3.89(m, 4 H), 2.77 - 2.86
- (m, 4 H)
©
M02(s, NH, 1H)
MO8|(td, 4, 1H) MO8(td, 4, 1H)
Mo7(td, 5, 1H) MO5(br s, 4", 1H) MO.IMT_I)
© o) =
M06(dd, 3, 1H) S 2 M06(dd, 3, 1H)
M04(dd, 6, 1H
(dd ) § s § e
MO3(br s, 6",2", 2H) w® @
MO5(br s, 4, 1H) -
o
S o -
oo} o
g 187
MO1(s, NH", 1H) s N
- 8 &
g o5 E~ o 8§ 3
. s N . .
- NN 0.98  2.001.00 0.98 1.00  1.01 1.01
(I R [ B
T ‘ T T T T ‘ T ‘ T T T T ‘ T T T ‘ T T T T ‘
L l m 8.0 7.5 Chemical Shift (ppm)
|

/——”";'J?J// &\
[ [

{ 1
0.970.98 2.00 1.000.98 1.001.011.01 3.98 4.00
[ by U U

16 14 12 10 8 6 4 2 0  Chemical Shift (ppm) NVR-114_ 1H.spectrus



NVR-114_13C

DMSO-d6

3"-CFL5"-CF3
62"
-
1"5",3" | , 53
0021 534" ‘
L 8 8
L3948 3, 98303 s o
Bzolgg ONREE
-3 Q‘_Q - { ‘
[ i T
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 28 Feb 2019 02:02:31
152.2 1 s (ef0) Date Stamp 28 Feb 2019 02:02:31
141.9 1 s " Frequency (MHz) 100.5977
141.4 1 s 2 Nucleus 13C

Number of Transients 256
1383 | 1] s - ! Solvent DMSO-d6
1308 | 2 q 33.3 5", 3" Temperature (degree C) 24.997
124.6 1 s - 5 13
123.3 2 q 272.9|3"-CF3, 5"-CF3 C NMR (101 MHZ’ DMSO'd6) 0
1229 | 1] s 4 ppm 152.2 (s, 1 C), 141.9 (s, 1
1204 | 1 s 3 C),141.4 (s,1C),133.3 (s, 1 C),
193 |1 s | - 6 130.8 (q, J=33.3 Hz, 2 C), 124.6
117.6 | 2| brq | 3.9 6", 2" (s,1C), 1229 (s, 1 C), 1204 (s,
114.3 | 1] brspt | 3.9 4" 1C),119.3 (s, 1 C), 123.3 (q,
663 | 2| s 6.2 J=272.9 Hz, 2 C), 117.6 (br q,
520 | 2] s 5.3 J=3.9 Hz, 2 C), 114.3 (br spt,

J=3.9Hz, 1 C), 66.3 (s, 2C),

52.0 (s, 2 C)

3"-CF3,5"-CF3
3
1" 1 @
' o J 4 3 6
2 : T8 &8s

Wk

140

135

130 125 Chemical Shift (ppm)

NVR-114_13C.spectrus



2'

61.70 -9

Shift
(ppm)

F|lm Acquisition Time (sec) 1.4680

Date 05 Mar 2019 06:35:53

-61.70

6| s Date Stamp 05 Mar 2019 06:35:53

1.0

0.5

Frequency (MHz) 376.4419

Nucleus 19F

Number of Transients 16

Solvent DMSO-d6

Temperature (degree C) 24.999

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.70 (s, 6 F)

-61.70 1

-61.5

-61.6 -61.7 -61.8 Chemical Shift (ppm)

20

0

-20

-40

-60

-80 -100 -120 -140

-160 -180 Chemical Shift (ppm)

NVR-114 19F.spectrus



Openlynx Report - James B Page 1
Sample: 1 Vial:1:15 ID:JB137 HRMS-1
File:JB137 HRMS-1 Date:24-Sep-2019 Time:15:29:33
Description:
Printed: Tue Sep 24 15:39:00 2019
3: UV Detector: TAC: Wavelength Range: (210 - 400) 8.56le+l
Range: 9.595e+1
(3)
8.0e+1 26%
433.0(84%)
433.0(44%)
6.0e+l 3.14
4.0e+1
:3: e
(1)
2.0e+l 74%
.44
0.0
'"'I""I'"’I""X""l"“I""I""I""I""l""l"“l’"‘I""I""I""ITime
0.50 1.00 1.50 2.00 2.50 3.00 4.00
Peak Number Compound Time Area %Total Mass Found
1 0.44 74.00 Not Found
3 Found 3.14 26.00 433.0, 433.0
1: MS ES+ :TIC Smooth (Mn, 2x2) 1.6e+007
(3)
D00 92%
433.0(84%)
80 433.0(44%)
3.14
60
oP
40
20
O e e Time
0.50 1.00 1.50 2.00 2.50 3.00 4.00
2: MS ES- :TIC Smooth (Mn, 2x2) 2.3e+006
(3)
00 100%
E 433.0(84%)
80 433.0(44%)
- 3.14
60-
-
40-
20-
0 T e Time
0.50 1.00 190 2.00 2.50 3.00 4.00

NVR-114 LCMS



Openlynx Report - James B

Sample: 1 Vial:1:15
File:JB137 HRMS-1 Date:24-Sep-2019
Description:

Printed: Tue Sep 24 15:39:00 2019

Page 2

ID:JB137 HRMS-1
Time:15:29:33

Peak ID Compound Time Mass Found
1 0.44 Not Found
1:MS ES+
142.1 5.5e+004
100
o° 50
183.2
4
184.2 385:-2 .., & g14.9 901.6
0 ettt A e e m/ Z
500.0 1000.0
Peak ID Compound Time Mass Found
1 0.44 Not Found

3:UV Detector

1: (Time: 0.44) Combine (268)
3.615e-1 AU
212.9
Ve

SN S s S e ) Nm
300.0 400.0
Peak ID Compound Time Mass Found
3 Found 3.14 432
2:MS ES-
3.9e+005
100 432.3
- 50 468.2
i 546.2
| 547.3
0-+— . T .lh e ———— m/2
500.0 1000.0

Peak ID Compound Time Mass Found
1 0.44 Not Found
2:MS ES-
3.0e+003
100 175.1
50
243.2 507.3 563.2 g24.8°° "'
Lo Ll fulbotal gt |“I9?8'6
0 i m/z
500.0 1000.0
Peak ID Compound Time Mass Found
3 Found 3.14 434
1:MS ES+
4.9e+006
100 434.4
50
435.4
0+ e ym/z
500.0 1000.0
Peak ID Compound Time Mass Found
3 3.14 Not Found
3: (Time: 3.14) Combine (1886) 3:0V Detector
1.426 AU
264.9
222.9
1.0
2
5.0e-1
0.04%+—F——F7T "7+ T T ; Nm
300.0 400.0

NVR-114 LCMS



Thermo Exactive Plus EMR Orbitrab ASAP pos

Relative Abundance

100

w H o [o2] ~ o] ©
o o (=] o o o o
tiliangl | g bl

N
o

-
o

Ll

il

1111

1111

434.1290

435.1324

434.8813

436.1354
A

o

100

90

80

— N w S 53] [} ~
o o o o o o o
L) Bl N L L ] )

o

O T Y I W o BTy

434.1298

435.1328

436.1356

T

a
436.0

T T

NL:

3.05E5

0919496ASAP-
POS_190925081647#6-9
RT:0.05-0.08 AV: 4 T:FTMS
+ p APCl corona Full ms
[200.0000-1000.0000}

NL:

1.88E4

C19H17Fe N3 O2 H:
C19H18FeN3 02

p (gss, s /p:40) Chrg 1

R: 20000 Res .Pwr . @F WHM

NVR-114 HRMS



Thermo Exactive Plus EMR Orbitrab ASAP pos

m/z

434.1290

Theo. Mass

434.1284

434.1298

434.1271

434.1271

434.1311

Delta (ppm)

131

-1.78

4.39

4.41

-4.87

RDB equiv.

10.0

9.5

5.0

10.5

9.0

Composition

C17 H16 O N6 F6
C19 H18 02 N3 F6 €
C16 H20 O5 N2 F6
C15 H14 N9 F6

C21 H20 O3 F6

NVR-114 HRMS



No.| Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 10 May 2019 00:15:29
10985/ 1 s - NH" Date Stamp 10 May 2019 00:15:29
21805 2 brs - 6" 2" Frequency (MHz) 400.0700
379 1| dd 8.0,1.3 6 Nucleus 1H
Number of Transients 16
4794 1] brs - NH Solvent DMSO-d6
51762 1 brs - 4 Temperature (degree C) 25.001
6737 1| ddd |82,75 18 5 ]
772701 ] dd 7.8,1.8 3 H NMR (400 MHz, DMSO-dg) &
8721 1| 75,13 4 ppm 9.85 (s, 1 H), 8.05 (brs, 2
91699 2 t 2.1 2,5 H), 7.96 (dd, J=8.0, 1.3 Hz, 1 H),
10| 629 | 2 t 2.1 3.4 7.94 (brs,1H),7.62 (brs, 1H),
7.37 (ddd, J=8.2,7.5, 1.8 Hz, 1
CF H), 7.27 (dd, J=7.8, 1.8 Hz, 1 H),
3 721 (td, J=7.5,1.3 Hz, 1 H),
MO8(td, 4, 1H) 6.99 (t, J=2.1 Hz, 2 H), 6.29 (t,
Mo7(dd, 3, 1H) J=2.1 Hz, 2 H)
Mo9(t, 2',5", 2H) Mo9(t, 2',5", 2H) 0L 34" 2H
MO5(br s, 4", 1H) M02(br s, 6%,2", 2H) 2 (t 3, X )
M10(t, 3',4', 2H) M03(dd, 6, 1H) © 3
MO2(br s, 6",2", 2H) MO04(br s, NH, 1H)
M03(dd, 6, 1H) §
MO04(br s, NH, 1H) ol
d N M06(ddd, 5, 1H) 2 P § 2
s 2 MO8(td, 4, 1H) ©
©
Mo5(br s, 47, 1H) M07(dd, 3, 1H)
wn [{e]
g S S osx
N~ § N~ § S S S
22
~~
MO1(s, NH", 1H ‘ r
NI g al | | | |
0 ~ J Id ! ) / /
o’. ) /L\ 2 2/ 2) )
™ / \
2.021.040.94 1.00 1.041.031.03 2.04 2.00
[ L ) L L
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 ‘
’ 8.0 7.5 7.0 Chemical Shift (ppm)
| \
/\

%

OL1962U021U040U941U001041U031U032U042U00

%6 14 12 10 8 6 4 2 0 Chemical Shift (opm) NVR-115_1H.spectrus



NVR-115_13C
5"-CF3,3"-CF3
35"
276"
g
524 3
C>I
2 3 K
N O
L 157 2
clo1‘|\
BRgSR | »
@:%e“ ~
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 10 May 2019 00:13:11
152.6 1 s (ef0) Date Stamp 10 May 2019 00:13:11
141.7 1 s " Frequency (MHz) 100.5977
1326 1 s 1 Nucleus 13C
Number of Transients 256
1325 | 1| s - 2 Solvent DMSO-d6
1307 | 2 q 32.6 35" Temperature (degree C) 25.000
127.6 1 s 5 13
58 111 s 3 C NMR (101 MHz, DMSO-d,) &
1244 | 1] s 4 ppm 152.6 (s, 1 C), 141.7 (s, 1
1239 | 1| s - 6 C),132.6 (s,1C),132.5 (s, 1 C),
123.3 2 q 272.6|5"-CF3, 3"-CF3 130.7 (q’ J=32.6 HZ, 2 C)’ 127 .6
1220 (2| s | - 5,2 (s,1C), 126.8 (s, 1 C), 124.4 (s,
177 | 2] brq | 39| 26" 1C), 123.9 (s, 1C), 122.0 (s, 2
1144 | 1 brspt | 3.9 & C), 123.3 (q, J=272.6 Hz, 2 C),
1007 [ 2] s 4.3 117.7 (br q, J=3.9 Hz, 2 C),
114.4 (br spt, J=3.9 Hz, 1 C),
109.7 (s, 2 C)
5"-CF3,3"-CF3
5'2'
o 43
g 5
1 b 46
1u n '\ nn
' Jgrs B, g8 26"
3 57 8 R VS R
73 3 § S ‘_: 7 E
anu dpheti LLQJ\NA\ b A‘“ W W \M«
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
140 135 130 125 120 Chemical Shift (ppm)

NVR-115_13C.spectrus



Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 05 Mar 2019 20:54:43
-61.71 6| s Date Stamp 05 Mar 2019 20:54:43
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 25.001
"°F NMR (376 MHz, DMSO-d;) &
ppm -61.71 (s, 6 F)
QF i
S j oF
© ] -
' ™~
| ®
1.0
0.5
7‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
-61.55 -61.60 -61.65 -61.70 -61.75 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-115_19F.spectrus



Opeﬁlynx Report - James B

Page 1
Sample: 1 Vial:2:33 ID:JB138 HRMS-1
File:JB138 HRMS-1 Date:26-Sep-2019 Time:11:58:24
Description:
Printed: Thu Sep 26 12:43:44 2019
3: UV Detector: TAC: Wavelength Range: (210 - 400) 2.123e+2
Range: 2.219%e+2
(17)
56%
413.0(71%)
413.0(77%)
1.5e+2 3.33
2 1.0e+2
(1)
5.0e+1 5%
0.46
0.0 .
S T T T e e Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
Peak Number Compound Time Area %Total Mass Found
1 0.46 4.94 Not Found
2 0.56 39.24 Not Found
17 Found 3.33 55.82 413.0, 413.0
1: MS ES+ :TIC Smooth (Mn, 2x2) 6.3e+006
100 (1)
3 47%
80- 413.0(71%) || (19)
E 413.0(77%) %
] 3.33
60?
o E
40 (4) (8) ;11%;2.86 {
0L TTT T ELNLE IEELEL I L ELALEAS BUEE AN FEALEUILE IRSURE SRR LI LT U SRR SL LS T — Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
2: MS ES- :TIC Smooth (Mn, 2x2) (13) 7.5e+005
25%
3.06
100? (17)
= 17%
80- (98%) 413.0(71%)
3 413.0(77%)
E 2.87 3.32
60- ’
* 3
40
20
0'yvv.1|.|.l....1.‘.x],..rlv..,lyy,y,,‘.‘|r.,.,.,vv,,.,.‘..vx,.yrr]....,|.V.W'..VITime
0.50 1.00 1.50 2.00 2 .50 3.00 3.50 4.00

NVR-115 LCMS



Opeﬁlynx Report - James B Page 2

Sample: 1 Vial:2:33 ID:JB138 HRMS-1
File:JB138 HRMS-1 Daie:26-Sep-2019 Time:11:58:24
Description:

Printed: Thu Sep 26 12:43:44 2019

Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
1 0.46 Not Found 1 0.46 Not Found
1:MS ES+ 2:MS ES-

1.7e+004 .
102.3 # 113.1 ik AL

100 100

oe 504103.3 o0 50
297.17 ) )
521.5 672.6 898.7950 .
634.1 854.7902.0 ’
0 fifloriny m/ 2 0 m/z
1000.0 500.0 1000.0
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
1 0.46 Not Found 2 0.56 Not Found
1: (Time: 0.46) Combine (278) 3:UV Detector 1:MS ES+
7.323e-1 AU 5.0e+003
216.9 173.2
3 100 ’
5.0e-19
2 3 o9 50
2.5e-1
i 597.8
512.8 886.2 980.6
0.0+ ———"F= =TT Nm 0 m/z
300.0 400.0 500.0 1000.0
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
2 0.56 Not Found 2 0.56 Not Found
2:MS ES- 2: (Time: 0.56) Combine (337) 3:UV Detector
1.0e+003 3.213e-1 AU
211.9
100 174.9
236.0 3.0e-1
( 595.7
243 1 425.4 764 4 2.0e-1
® 50 256 3 | 9369 988.3
H ”ng 3 1.0e-1
= l i
o1 il d UL jmdmﬂml m/z 0.0+—————Fr—r—TTTT T Nm
500.0 1000.0 300.0 400.0
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
17 Found 3.33 414 17 Found 3.33 412
1:MS ES+ 2:MS ES-
1.5e+006 1.7e+005
1003 414 .4 100 412.3
o° 50 o® 50
415 .4 413.3
159.2 4
475.4 228.2 526 825.2
04— 1 7 m/ 2 . — T M/ 2
500.0 1000.0 500.0 1000.0

NVR-115 LCMS



Opeﬁlynx Report - James B

Sample: 1 Vial:2:33 ID:JB138 HRMS-1
File:JB138 HRMS-1 Date:26-Sep-2019 Time:11:58:24
Description:

Printed: Thu Sep 26 12:43:44 2019

Page 3

Peak ID Compound Time Mass Found

17 3.33 Not Found
17: (Time: 3.33) Combine (1997) 3:UV Detector
3.235 AU
249.9
3.0
. 2.0
P
1.0
0.0+ T —— T ; Nm
300.0 400.0

NVR-115 LCMS



Thermo Exactive Plus EMR Orbitrab HESI neg

412.0872 NL:
1007 1.44E8
o 0919544_190927084857#15-
90; 39 RT:0.13-0.33 AV:25T:
3 FTMS - p ESIFull ms
80— [150.0000-1200.0000]
704
[0 2|
Q -
% -
J 607
T ]
3 17
< 507
2 3
& 407
S
x 7
30
3 413.0909
20
10
3l 411.9845 || 412.1892 412.9731 || 413.2042 414.0942
I 411.8649 | /| 412.3070 4124420 412.8685 | | 413.3116 413.5278 I 414.3178 414.6428
0 .
] 412.0890 NL:
100: 1.88E4
905 C1gH12FsN3 O
R C1gH12FgN3 01
] p (gss, s /p:40) Chrg -1
807 R: 20000 Res .Pwr . @FWHM
70
60
50—
407
30
3 413.0921
20
10
E 414.0949
o N
rrrtrrr o+ rr.,r oo, ..., rr.r.rrr.r.,rrrrrr.r|rrrr|rrrr7 T T T T T T T T T T 1T
411.8 412.0 4122 4124 4126 4128 413.0 413.2 4134 4136 413.8 414.0 4142 4144 4146 4148
m/iz

NVR-115 HRMS



Thermo Exactive Plus EMR Orbitrab HESI neg

m/z Theo. Mass Delta (ppm) RDB equiv.

412.0872 412.0877 -1.12 13.0
412.0863 2.12 8.0
412.0890 -4.38 12.5

Composition

C17 HIONG6 F6
C16 H14 O4 N2 F6

C19H12 O N3 F6&

NVR-115 HRMS



, , Shift | H m J Assign Acquisition Time (sec) 3.9846
6 5 (ppm) (Hz) Date 09 May 2019 15:29:13
13.12] 1 brs - Benz-NH Date Stamp 09 May 2019 15:29:13
. ' 12.45| 1 s - NH Frequency (MHz) 400.0700
! 4 1042) 1| s - NH" Nucleus _ H
Number of Transients 4
844/1) dd | 8510 6 Solvent DMSO-d6
829 )| 2| brs - 6", 2" Temperature (degree C) 24.999
HN y N 810 1| dd 7.9,1.4 3 )
7731 2 | brs - 74 H NMR (400 MHz, DMSO-d;,) 6
2 766| 1| brs - 4 ppm 13.12 (brs, 1 H), 12.45 (s, 1
3 748 | 1| ddd |85,7.2 1.4 5 H), 10.42 (s, 1 H), 8.44 (dd,
730 2] m - 6,5 J=8.5,1.0 Hz, 1 H), 8.29 (br s, 2
4 722 1] ddd 79,7210 4 H), 8.10 (dd, J=7.9, 1.4 Hz, 1 H),
5 7.66 (brs,1H),7.73 (brs, 2 H),
CF 7.48 (ddd, J=8.5,7.2, 1.4 Hz, 1
3 H), 7.26 - 7.34 (m, 2 H), 7.22
6" 2%(br s, 2H) (ddd, J=7.9,7.2,1.0 Hz, 1 H)
7'4'(br s, 2H) =
5(ddd, 1H) P
3(dd, 1H)
4"(br s, 1H)
6(dd, 1H) 7' 4'(br s, 2H) 4(ddd, 1H)
6",2"(br s, 2H) 4"(br s, 1H) 6',5'(m, 2H)
& [ — -
& 6(dd, 1H) S 2208
Qe 3(dd, 1H) 5(ddd, 1H) N
Ol 'k
4(ddd, 1H) %%
" DMSO-d6
6',5'(m, 2H)
§ E So’
Benz-NIi(br s, 1H) NH"(§, 1H) © g N~ S N~
CCRUIE T - A
© S o 1.01 2.00 1.04 1.92 1.09 1.1 2.04 1.08
N E ~ L] [ | | | | | | |
o~ -~ o ‘ T T T ‘ T T T ‘ T T ‘ T T ‘ T T T T ‘ T T
E ’ o 8.0 Chemical Shift (ppm)

— ‘ —_—
0.850.95 0.951.012.001.041.921.091.112.04 1.08

s NVR-116_1H.spectrus

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)




NVR-116_13C DMSO-d6
3"-CF3,5"-CF3
6,5’
6"2"
74
5"3"6
col” 34
2' I1 5 I24’;"
<+
33 888,889
SR EEI SRR
L Ll
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 10 May 2019 01:21:35
1525 | 1 s - co Date Stamp 10 May 2019 01:21:35
150.9 1 s 2' Frequency (MHz) 100.5977
142.1 1 s qm Nucleus 13C
Number of Transients 256
187 | 1] s - ! Solvent DMSO-d6
1306 | 2 q 323 5", 3" Temperature (degree C) 24.999
1304 | 1 s 5 13
1261 | 2| q |272.9|3"-CF3,5"CF3 ppm 152.5 (s, 1 C), 150.9 (s, 1
1227 | 2| brs 6.5 C), 1421 (s,1C), 138.7 (s, 1 C),
1220 | 1] s 4 130.4 (s, 1 C), 130.6 (q, J=32.3
1204 | 1] s 6 Hz, 2 C), 127.3 (s, 1 C), 122.7
1193 | 1 s - 2 (brs, 2C), 126.1 (q, J=272.9 Hz,
1183 | 2| brq | 39 6", 2" 2C),122.0(s,1C), 1204 (s, 1
1154 | 2] s T4 C), 119.3 (s, 1 C), 118.3 (br q,
144 | 1] brspt | 39 4 J=3.9Hz,2C), 1154 (s, 2 C),
114.4 (br spt, J=3.9 Hz, 1 C)
__ 3"-CF3,5"-CF3
5",3"
1" ) 65
co : 3 LS T
o . I 1 = n 8 o 6"2"
5 2 8 TE SRR
: - H T
o T T 2
N of |9 s
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
150 145 140 135 130 125 Chemical Shift (ppm)

NVR-116_13C.spectrus




.6' 5' Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 05 Mar 2019 22:24:19
-61.57 6| s Date Stamp 05 Mar 2019 22:24:19
7 4' Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 128
Solvent DMSO-d6
Temperature (degree C) 25.000

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.57 (s, 6 F)

i 6F
] 5
1 ©
1.0
6F 1
5 1
o 1
0.5
07
7\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
-59 -60 -61 -62 Chemical Shift (ppm)

20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-116_19F.spectrus



Openlynx Report - James B

Sample: 1

File:JB139 HRMS-1

Description:

Page 1
Vial:2:34
Date:26-Sep-2019

ID:JB139 HRMS-1
Time:12:04:41

Printed: Thu Sep 26 12:44:25 2019

3: UV Detector:

AU

Peak Number Compound Time

: MS ES+

: MS ES-

1.0e+2

8.0e+1

6.0e+1

4.0e+1

2.0e+1

1.029%e+2
1.134e+2

TAC: Wavelength Range: (210 - 400)

Range:

(20)
13%
464.0(75%)
3.48

(1)
12%
0.49

1
2
20

100

80

60-

40

20

:TIC Smooth (Mn, 2x2)

— Time
4.00

L S ) W SN B

0.50

TT T T T T T

1.00 1.50
Area %Total
11.90
74.90
13.20

LNE I S B B B L L L

2.00 2.
Mass Found
Not Found
Not Found
464.0

LS i o T B [ T i ) IS o LS L O LB

50 3.00 3.50

0.49
0.59
Found 3.48

1.2e+007

(2)
12%
0.61

05

100
80-

60-

40-

:TIC Smooth (Mn, 2x2)

204

1 Time
4.00

L o B I L L B

0.50 1.

BRI LA B L B

00 1.

L L B e B L BN L B

50 2.00 2.50 3.

L9 ) VT T P e P T R

00 3.50

9.4e+005

(16)
15%

(20)
17%
464.0(75%)

(13)
11%
2.80

(3)
9%

3.01

,.,....,.‘,.;,.,‘].,..,..,.,.,|FIT,..,Time
50 3.00 3.50 4.00

L i i s e 2

0.50 i,

e U Y P L LB LT T N

00 1.50 2.00 2.

NVR-116 LCMS



Openlynx Report - James B Page 2
Sample: 1 Vial:2:34 ID:JB139 HRMS-1
File:JB139 HRMS-1 Date:26-Sep-2019 Time:12:04:41
Description:
Printed: Thu Sep 26 12:44:25 2019
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
1 0.49 Not Found 1 0.49 Not Found
1:MS ES+ 2:MS ES-
102.3 2.1le+004 1o 1.2e+003
100 100 :
0 50 173.0 50 908.2 973.4
280.3 982.7
i 383.5 581.7 763.2 974.1 gooe 4
O il by 1 m/z 0 m/z
500.0 1000.0 500.0 1000.0
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
1 0.49 Not Found 2 0.61 Not Found
1: (Time: 0.49) Combine (295) 3:UV Detector 1:MS ES+
7.126e-1 AU 7.8e+004
216.9 142.1
100
5.0e-1
2 50 183.1
2.5e-1
185'0383 3  584.5 739
0.03F—r—— T LA S B B A T T |Nm crlln'l.l.' I‘\Jl T r' L |' T |.518?7l'21 |m/z
300.0 400.0 500.0 1000.0
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
2 0.61 Not Found 2 0.61 Not Found
2:MS ES- 2:(Time: 0.59) Combine (354) 3:UV Detector
7.5e+002 2.873e-1 AU
137.2
100
147.1 431.0 785.6
732.3 952.4 2.0e-1
o0 50 509.5 | 986.6 b
‘ 992.7 1.0e-1
‘ i
| b | ‘ ‘ | |
0 LAl L JI0E ot (R AL ‘ m/z 0. 0t ———rrr— ———— Nm
500.0 1000.0 300.0 400.0
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
20 Found 3.48 465 20 3.48 Not Found
1:MS ES+ 2:MS ES-
3.3e+006 3.6e+004
100 465.3 100 234.3
o° 50 50
466.3 5353 Jeia
"7 577.3852.1 995.5
210.4 397.4| 467.4 265.4 l 'L 927.8
T —— ym/z 0+ e —————m/z
500.0 1000.0 500.0 1000.0

NVR-116 LCMS



Openlynx Report - James B

Sample: 1 Vial:2:34
File:JB139 HRMS-1 Date:26-Sep-2019
Description:

Printed: Thu Sep 26 12:44:25 2019

ID:JB139 HRMS-1
Time:12:04:41

Page 3

Peak ID Compound Time Mass Found

20 3.48 Not Found
20: (Time: 3.48) Combine (2088) 3:UV Detector
1.165 AU
220'9264.9
1.0
B 299.9 321.9
< 5.0e-1
0.0+ T ——— T 1 Nm
300.0 400.0

NVR-116 LCMS



Thermo Exactive Plus EMR Orbitrab HESI neg

463.0985 NL:
1003 1.19E8
3 0919545_1909270858374#18-
903 49 RT:0.15-0.42 AV: 32 T:
a FTMS - p ESI Full ms
80 [150.0000-1200.0000]
70~
[} =
Q =
S end
§ 607
S CT
3 3
< 507
P
R
5 40
[} o
14 7
304
= 464.1013
20+
10
] 4629762 | 4632192 465.1046
o 462.8353 | 463.3622 463.8364 464.3663 'A 465.3028
i 463.0999 NL:
100 1.82E4
90: C22H13Fe N4 O:
7 C22H13Fg N4 O4
3 p (gss, s /p:40) Chrg -1
80 R: 20000 Res .Pwr. @FWHM
707
60
50
407
30 464.1030
204
10
= 465.1060
O_III|III|III|III|III|III|III|III|lII|III|III[III|I|||III|III|
462.8 463.0 463.2 4634 4636 463.8 464.0 464.2 464.4 464.6 464.8 465.0 465.2 4654 4656
miz

NVR-116 HRMS



Thermo Exactive Plus EMR Orbitrab HESI neg

m/z

463.0985

Theo. Mass

463.0986
463.0986
463.0972
463.0999

463.1004

Delta (ppm)

-0.13
-0.14

2.76
-3.03

-4.13

RDB equiv.

16.0
10.5
11.0
155

3.0

Composition

C20H11 N7 F6
C21H17 05 F6

C19 H1504 N3 F6
C22 H13O N4 F6 €

C8 H15 07 N9 F6

NVR-116 HRMS



Shift | H m J Assign Acquisition Time (sec) 6.5536
2 (ppm) (Hz) Date 20/07/2017 07:19:00
937 1] s ] NH" Date Stamp 20/07/2017 07:19:00
3 8.96 | 1 s NH Frequency (MHz) 500.1930
813| 2| s H2", He" Nucleus 1H
" Number of Transients 128
7611 s - H4 Solvent ACETONITRILE-d3
4 748 ] 2| brd 76 H2, H6
730 2| t 7.9 H5, H3 ]
5 7.01] 1 t 73 Ha H NMR (500 MHz,
ACETONITRILE-d,) & ppm 9.37
(s, 1H),8.96 (s, 1H), 813 (s, 2
3 H2",H6"(s, 2H) H), 7.61 (s, 1 H), 7.48 (br d,
o J=7.6 Hz, 2 H), 7.30 (t, J=7.9 Hz,
© 2H),7.01(t, J=7.3Hz, 1 H)
H2,H6(br d, 2H)
- H5,H3(t, 2H)
X 3
N~
e
Ha"(s, 1H)
© 5l H4(t, 1H)
NS -
~ S
~
H2,H6(br d, 2H)
NH(s, 1H) H5,H3(t, 2H)
H4"(s, 1H)
H2",H6"(s, 2H)
@ |
S Ha(t, 1H) /
NH"(s, 1H) N )
n o
5y |3~ :
o 12N &3 0 2.00 101 207 2.07 1.03
DN L R Y Ly
Q T T T ‘ T T ‘ T T T ‘ T T T T ‘ T
J I‘ ~ R 8.0 7.5 Chemical Shift (ppm)
N — :
1.001.002.00 1.01 2\107 ; 07153
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\.u\\\.‘u\\\.u\‘\.L\‘\\.‘u\\\.u\‘\.l:\l\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\ NVR-35_1H.SpeCtrUS
16 14 12 10 8 6 4 2 Chemical Shift (ppm)



2
3
4

5
NVR-35_13C

3"-CF3,5"-CF3

6"|,2"
5..ﬂ’3.. 4 4"

(3]

w
N
-]

128.80
118.90

DMSO-d6

39.51

1
Co 1
Los e
EEEIR LY
T 8y TE]
T 0 <
§L ]
E\l [
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 T ‘ T T T T \ T T T T ‘ T T T
200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 25/07/2017 08:50:00
1524 | 1 s co Date Stamp 25/07/2017 08:50:00
141.9 1 s 1 Frequency (MHz) 125.7870
139.0 1 s i qn Nucleus 13C
: — Number of Transients 2048
1807 |2 q 326 &3 Solvent DMSO-d6
1288 | 2 s - 5,3
1233 | 2 q |272.9|3"-CF3, 5"-CF3
1225 | 1] s 4 '3C NMR (126 MHz, DMSO-d;) &
e ppm 152.4 (s, 1 C), 141.9 (s, 1
as T brrsqt s - C), 139.0 (s, 1 C), 130.7 (q,
: P> J=32.6 Hz, 2 C), 128.8 (s, 2 C),
122.5 (s, 1 C), 123.3 (q, J=272.9
Hz,2C), 1189 (s,2C), 117.9
(brqg, J=3.9Hz,2C), 114.3 (br
spt, J=3.9 Hz, 1 C)
6",2"
53 2.6
o n
3"-CF3,5"-CF3
4
1o .
i 3 o ~ o3
= e 83 S 4"
§ o < N hmp s Q
=T 8 8 & R g 3
L | l L) L
‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
140 135 130 125 Chemical Shift (ppm)

NVR-35 13C.spectrus




Shift | H m Assign Acquisition Time (sec) 6.5536
2 (ppm) Date 20/07/2017 09:45:00
9.41 | 1 s NH" Date Stamp 20/07/2017 09:45:00
3 912 | 1 s NH Frequency (MHz) 500.1930
812 | 2 s 6" o" Nucleus 1H
: - Number of Transients 128
762/ 1| s 4 Solvent DMSO-d6
7.46 | 4 s 5,3,2,6
Br™ 4 1
5 H NMR (500 MHz, DMSO-d;) 6
CF3 ppm 9.41 (s, 1 H), 9.12 (s, 1 H),
8.12 (s, 2 H),7.62 (s, 1H), 7.46
(s, 4 H)
5,3,2,6(s, 4H)
4"(s, 1H) 5,3,2,6(s, 4H)
6",2"(s, 2H) ©
n © l\
<
N~
&
[40]
6",2"(s, 2H)
N
S 4"(s, 1H)
S
) J/
NH(s, 1H) o ’
NH"(s, 1H)
3= o 3 197 1.01 4.00
o o 2 & i | i | | i |
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
[ l l Sehy  F 8.1 8.0 7.9 7.8 7.7 Chemical Shift (ppm)
NN ©© 0
AN )
0.960.981.97 1.014.00
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\L\J\\‘u\\\u\‘\l:\l\\%\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\ NVR-36_1H.SpeCtrUS
16 14 12 10 8 2 0 Chemical Shift (ppm)



Shift C m J Assign Acquisition Time (sec) 2.0447
2 (ppm) (Hz) Date 20/07/2017 22:54:00
1523 | 1 s - 7 Date Stamp 20/07/2017 22:54:00
3 141.7 1 s Frequency (MHz) 125.7870
1385 1 s qn Nucleus 13C
1315 5 5 3 Number of Transients 2048
: s - * Solvent DMSO-d6
B 4 1307 | 2 q 32.6 3" 5"
r 5 1233 | 2 q |272.4|5"-CF3, 3"-CF3
1
1208 | 2| s | - 2,6 C NMR (126 MHz, DMSO-d;) &
1181 | 2| b 3.9 2" 6"
P T rqt s y ppm 152.3 (s, 1 C), 141.7 (s, 1
. rs . "
B C), 138.5 (s, 1 C), 131.5 (s, 2 C),
. S

130.7 (q, J=32.6 Hz, 2 C), 120.8
(s,2C),123.3(q, J=272.4 Hz, 2
C), 118.1 (br q, J=3.9 Hz, 2 C),
114.5 (br spt, J=3.9 Hz, 1 C),

NVR-36_13C 114.0(s, 1 C)

3;,5"
2 53
b}
- 5"-CF3,3"-CF3
Q 1
2,6
5"-CF£"-CF3
3"H,5" . 4ﬂ,,
53 . 1"
i o TS 4
3 o 52 26" o
- 0 - P U )
Q \ A D oo} — X 3
2,6 - < 3 =9 h
4" [ee} S 0 ‘9
1 R 2 N =c
7 2".6 ‘_N S o
1 4 © ™ 8 o
o
8 <8 2 o e g !
858 38 8¢ I v
"o 188 T |
RN ik ay ' y
g \\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\
0l \‘ 150 145 140 135 130 125 Chemical Shift (ppm)
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
200 150 100 50 Chemical Shift (ppm) NVR-36 13C.spectrus



Shift F|lm Acquisition Time (sec) 2.9360
2 (ppm) Date 20/07/2017 23:01:00
6174 | 6 | s Date Stamp 20/07/2017 23:01:00
3 Frequency (MHz) 470.6020
Nucleus 19F
Number of Transients 128
Solvent DMSO-d6
Br :
"°F NMR (471 MHz, DMSO-d,) &
ppm -61.74 (s, 6 F)
6F N 6F
N ] <
= N
© i ~
' i @
1.0 1
| .
] c“
] |
b |
|
: |
05 | |
H\\H\‘\H\‘\\H‘HH‘HH‘HH‘HH‘/HH‘H\\‘H\\‘\H\‘H\\‘\H\‘\H\‘\\H‘\H\‘\\
-61.60 -61.65 -61.70 -61.75 -61.80 Chemical Shift (ppm)
\H\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘H\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\H‘\\\\‘\H\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘H\\‘\\\\‘\H\‘H\\‘\\H‘\\\\‘\\\\‘H\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\H
-10 -20 -30 -40 -50 -60 -70 -80 -90 -100 -110 -120 -130 -140 -150 -160 -170 Chemical Shift (ppm)

NVR-36_19F.spectrus



2 H 2" No.| Shift | H m J Assign Acquisition Time (sec) 7.9692
(ppm) (Hz) Date 05/07/2019 15:49:00
B r 3 N N 1" C F 3 11951 1 s - NH Date Stamp 05/07/2019 15:49:00
" 21928 1 s NH" Frequency (MHz) 400.0720
1 3 s 813 2| < - s Nucleus 1H
Number of Transients 4
6 O 6" 4" 41802/ 1] d 24 2 Solvent DMSO-d6
B r 4 ™ 5|764| 2 m - 5,4
5 5 6736 1| dd 8.8, 2.4 6

'H NMR (400 MHz, DMSO-d;) &

CF; ppm 9.51 (s, 1 H), 9.28 (s, 1 H),
8.13 (s, 2 H), 8.02 (d, J=2.4 Hz,
1H),7.62 - 7.67 (m, 2 H), 7.36
(dd, J=8.8, 2.4 Hz, 1 H)

M02(s, NH", 1H) Mo03(s, 2",6", 2H)
MO3(s, 2",6", 2H) ®
" S

MO06(dd, 6, 1H)

M05(m, 5,4", 2H)
M04(d, 2, 1H)
™
o
MO5(m, 5,4", 2H)
o)
©
N~
M04(d, 2, 1H)
88
o ©
o)
©
MO1(s, NH, 1H) | ™ M06(dd, 6, 1H)
58 DMSO-d6 -8
B
N
ONE P /
N~ o J,/
2 ~
[e0]
© 2.00 0.97 1.93 0.98
2 2 s (I Ry N (I [
(V). -~ O \\‘\\H‘H\\‘\H\‘\\H‘H\\‘HH‘HH‘HH‘HH‘HH‘H\\‘\H\‘\\\\‘HH‘HH‘HH‘HH‘HH‘
T 8.2 8.1 8.0 7.9 7.8 7.7 7.6 Chemical Shift (ppm)
JL oMt L |

\ 1
0.970.98 2.00 0.97 1.93 0.98
gog gl ol

16 14 12 10 8 6 4 2 0  Chemical Shift (ppm) NVR-142 1H.spectrus



Bre3 - N. N4 2_ CF
r 3
YT Y
O " "

CF;

NVR-142_13C

5"-CF£"-CF3
3"H,5"
2"n,6"
3

co 15 %
p

152.23
141.49
139.82
133.62
123.76
123.08
119.66
118.31
118.26
115.90

DMSO-d6

SR N 1 Y|

WO M o

250 200 150 100 50

Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 05 Jul 2019 15:51:12
152.2 1 s (ef0) Date Stamp 05 Jul 2019 15:51:12
1415 1 s " Frequency (MHz) 100.5977
139.8 1 s 1 Nucleus 13C
Number of Transients 16
1336 | 1| s - 5 Solvent DMSO-d6
130.7 2 q 32.9 3", 5" Temperature (degree C) 24.999
123.8 1 s - 3 13
123.3 2 q 272.6|5"-CF3, 3"-CF3 C NMR (101 MHZ’ DMSO'de) 0
1231 | 1] s 2 ppm 152.2 (s, 1 C), 141.5 (s, 1
1197 |1 s | - 6 C), 139.8 (s, 1 C), 133.6 (s, 1 C),
1183 | 2| brq | 39 2", 6" 130.7 (q, J=32.9 Hz, 2 C), 123.8
1159 | 1] s | - 4 (s,1C), 123.1 (s, 1 C), 119.7 (s,
114.7 | 1] brspt | 39 4" 1 C), 123.3 (q, J=272.6 Hz, 2 C),
118.3 (br q, J=3.9 Hz, 2 C),
115.9 (s, 1 C), 114.7 (br spt,
J=3.9Hz, 1C)
5"-CF3,3"-CF3
5 2 6
© ©
1 © o A
1 (ﬂ\, ?
g g © 2"ﬁ,6" 4
T 35" 2 g 3
g2 ] 28 E
o @ bt
[ ™
- © -
< ® 4"
N ~ [l
@ | T T 3
—| | P <
oo 4 —
‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
140 135 130 125 Chemical Shift (ppm)

NVR-142 13C.spectrus




" Shift F|lm Acquisition Time (sec) 1.4680
2 H H 2 (ppm) Date 05 Jul 2019 15:57:44
B r 3 N N 1 " C F3 -61.70 6| s Date Stamp 05 Jul 2019 15:57:44
Frequency (MHz) 376.4419
1 \H/ 3" Nucleus 19F
Number of Transients 16
6 O 6" 4" Solvent DMSO-d6
B r 4 5" Temperature (degree C) 25.001
5
CF3 "°F NMR (376 MHz, DMSO-d;) &

ppm -61.70 (s, 6 F)

6F i i
= | =
© ] ©
1.00 —
0.75 —
0.50 /
| |
0.25
. |
i |
; -
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 T ‘ T T T T ‘
-61.0 -61.5 -62.0 Chemical Shift (ppm)
T T ‘ 1T 177 ‘ T 1T ‘ T T 7T ‘ 1T 1T ‘ T T 7T ‘ T 1T ‘ T T T ‘ 1T 1T ‘ T T 7T ‘ T T 7 ‘ T T T ‘ T T 7T ‘ T T 7T ‘ T 1T ‘ T T T ‘ T T 7T ‘ T T 7T ‘ 1T T 7 ‘ T T T ‘ T T 7 ‘ T T 7T ‘ T 1T ‘ T 1T ‘ T T 7T ‘ T T
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-142 19F.spectrus



Acquisition Time (sec) 3.9846

Date 05 Jul 2019 15:26:05
Date Stamp 05 Jul 2019 15:26:05
Frequency (MHz) 400.0700

Nucleus 1H

Number of Transients 4

Solvent DMSO-d6
Temperature (degree C) 25.002

"H NMR (400 MHz, DMSO-d;) 5

ppm 9.68 (br s, 1 H), 9.46 (brs,
1H), 8.13 (br s, 2 H), 8.06 (br s,
1H),7.88 (brs, 1H),7.73 (brs,
1H), 7.67 (brs, 1H)

4(br s, 1H)
)
o
6(br s, 1H)4"(br s, 1H)
2(br s, 1H)

©

o S

© 3 NN

N~ N~

192 112 1.10 0.91 1.06
I | | |

Shift | H m Assign
6 (ppm)
NC 5 9.68 | 1 brs NH
946 | 1 brs NH"
8.13 | 2 brs 2", 6"
8.06 | 1 brs 4
4 7.88 | 1 brs 6
3 773 1 brs 2
767 | 1 brs 4"
2",6"(br s, 2H)
6(br s, 1H)
4(br s, 1H)
4"(br s, 1H)
2(br s, 1H) m
e
© '!
DMSO-d6
NH"(br s, 1H) |Q ~
o 5 0 » ©
NH(brs, 1H) |~ 2R
|
8.5
1.00 1.091.921.121.100.91 1.06
[ I
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)

8.0 7.5 Chemical Shift (ppm)

NVR-140_ 1H.spectrus



Shift C m J Assign Acquisition Time (sec) 1.0224
6 (ppm) (Hz) Date 05 Jul 2019 15:28:06
N C 5 152.2 1 s - (ef0) Date Stamp 05 Jul 2019 15:28:06
141.4 1 s 1" Frequency (MHz) 100.5977
1413 1 s _ 1 Nucleus 13C
p— Number of Transients 16
4 107 |2 a |323 3.5 Solvent DMSO-d6
127.8 1 S 4 Temperature (degree C) 25.000
3 1257 | 1] s - 2 "
B 123.4 2 brq |238.2|5"-CF3, 3"-CF3 C NMR (101 MHZ’ DMSO'd6) 0
r 1223 | 1| s - 3 ppm 152.2 (s, 1 C), 141.4 (s, 1
120.8 | 1 s - 6 C),141.3 (s, 1 C), 130.7 (q,
1184 | 2| brg | 3.9 2", 6" J=32.3 Hz, 2 C), 127.8 (s, 1 C),
117.3 | 1| brspt | 3.9 CN 125.7 (s, 1C),122.3 (s, 1 C),
1149 | 1 s - 4" 120.8 (s, 1 C), 123.4 (br q,
1134 | 1 s - 5 J=238.2 Hz, 2 C), 118.4 (br q,

J=3.9 Hz, 2 C), 117.3 (br spt,

NVR-140 _13C -
) J=3.9Hz, 1 C), 114.9 (s, 1 C),

113.4 (s, 1 C)
5"-CF3,3"-CF3
2
ﬂ 6"
© n
. o ¢
1 4 < S
1 & I -
. 3" 5 N 3 4
< . — ~ © v Hs
;(: g N CﬂN > @
T 2 - ﬁ - < 2
T Q &2 @ T 2 T @
o < < =
5"-CF3,3"-CF3 8 e ) o N -
. T &7 |3 T g
2"‘,6" ; Q -
CN
35
1‘" 4? ?
col ,e¥
| o ! o)
AN © N
QSR8 23583558
Sf_rf_r% N3 QEEIR
T \\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
wwmmmmwmwmwmwwmmmvmmmmmmm 140 135 130 125 Chemical Shift (ppm)

250 200 150 100 50  Chemical Shift (opm) NVR-140_13C.spectrus



Shift F|lm Acquisition Time (sec) 1.4680

(ppm) Date 05 Jul 2019 15:34:37

-61.70 | 6 | s Date Stamp 05 Jul 2019 15:34:37

Frequency (MHz) 376.4419

Nucleus 19F

Number of Transients 16

Solvent DMSO-d6

Temperature (degree C) 24.999

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.70 (s, 6 F)

6F
o
R
©

-61.70 ]m
2

1.00 +

At N A
by i W " ¥ ¥ — i vt oy
[T T T ‘ T T T ‘ T T T T T ‘ T T ‘ T T T ‘ T T T

-60.5 -61.0 -61.5 -62.0  Chemical Shift (ppm)

WWMMWWWWLWWWWWWWWMW

20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)
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No.| Shift | H m Assign Acquisition Time (sec) 3.9846
F C (ppm) Date 31 Jan 2019 20:08:36
3 975 | 2 brs NH", NH Date Stamp 31 Jan 2019 20:08:36
3 218181 4 brs 6,2", 6" 2 Frequency (MHz) 400.0700
30771 2| brs 4,4 Nucleus 1H
Number of Transients 16
4 Solvent DMSO-d6
5 Temperature (degree C) 25.001

C F 3 C F 3 Mo2(br s, 6,2",6",2, 4H)

"H NMR (400 MHz, DMSO-d;) &
ppm 9.75 (br s, 2 H), 8.18 (br s,

4 H),7.71 (brs, 2 H)

8.18

MO3(br s, 4,4", 2H)

7.71

DMSO-d6

MO1(br s, NH",NH, 2H)

MO3(br s, 4,4", 2H)

L e

MO02(br s, 652",6",2, 4H) [DMSO-d6* 4.00 1.99

® 2 [ L

R L ‘ T 17T ‘ T 1T ‘ T 1T ‘ L ‘ T 1T ‘ 1T 1T ‘ T T 1T ‘ T 17T ‘ L ‘ L ‘ T 17T ‘
2 R 8.2 8.1 8.0 7.9 Chemical Shift (ppm)
[ {

\ |
1.90 4.001.99
= ! I

16 14 12 10 8 6 4 2 0  Chemical Shift (ppm) NVR-11 1_1 H.spectrus




Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 31 Jan 2019 21:12:03
-61.60 | 12| s Date Stamp 31 Jan 2019 21:12:03
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 128
Solvent DMSO-d6
Temperature (degree C) 25.001

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.60 (s, 12 F)

12F 12F
3 3
% ] %
1.00
0.75
0.50
0.25
Ow
\\\‘\\\\‘\\\\‘\ I \\‘\\\\‘
-61.0 -61.5 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)
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Shift | H m Assign
2 (ppm)
NC 3 9.74 | 1 s NH"
9.63 | 1 s NH
821| 1| brs 6
815/ 3| m 4,2"6
4 793| 1| brs
5 768| 1| brs 4
4,2",6"(m, 3H)
6(br s, 1H)

" 4,2",6"(m, 3H)
4"(br s, 1H) ©
2(br s, 1H) ©

©

o DMSO-d6

DMSO-d6
w0
6(br s, 1H) b
N
o
NH(s, 1H)
NH"(s, 1H) R
O
~© ©
[e) e}

[gmso-ds*

5.75

Acquisition Time (sec) 3.2768

Date 15 Jul 2019 16:50:45
Date Stamp 15 Jul 2019 16:50:45
Frequency (MHz) 500.1900

Nucleus 1H

Number of Transients 16

Solvent DMSO-d6
Temperature (degree C) 25.006

"H NMR (500 MHz, DMSO-d;) &

ppm 9.74 (s, 1 H), 9.63 (s, 1 H),
8.21 (brs, 1 H),8.12-8.19(m, 3
H), 7.93 (brs, 1 H), 7.68 (br s, 1
H)

2(br s, 1H) 4"!br s, 1H)
3 3
N )

~

7.12
6.11

LL yes = 8.3
N~ N~
J VAN A "

' x
/\\ 7 N
1 1

) \
0.991.031.053.27 1.00 1.11
! d ! d I I

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)

1.05 327 1.00 1.1
[ [
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
8.2 7.9 Chemical Shift (ppm)
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Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 15 Jul 2019 16:53:44
152.4 | 1 s - co Date Stamp 15 Jul 2019 16:53:44
141.3 1 s " Frequency (MHz) 125.7729
1411 1 s i Nucleus 13C
Number of Transients 32
108 | 1] a 333 5 Solvent DMSO-d6
130.7 2 q 32.3 3", 5" Temperature (degree C) 24.995
1254 | 1 s - 2 13
1232 | 2 q |272.9|5"-CF3, 3"-CF3 C NMR (126 MHz, DMSO'de) 0
1230 | 1| q |2729] 5CF3 ppm 152.4 (s, 1 C), 141.3 (s, 1
1223 | 1] brq | 20 4 C),141.1 (s, 1 C), 130.8 (q,
1193 | 1| brq | 49 6 J=33.3 Hz, 1 C), 130.7 (q,
1186 | 2| brq | 39 2", 6" J=32.3 Hz,2C), 1254 (s, 1 C),
1"74 | 1 S - CN 122.3 (br q, J=2.0 Hz, 1 C),
1151 | 1| brspt | 3.9 4" 123.2 (q, J=272.9 Hz, 2 C),
113.0 | 1 - 3 —
NVR-136_13C OMSOd6 s 123.0 (q, J=272.9 Hz, 1 C),
119.3 (brq, J=4.9 Hz, 1 C),
118.6 (brq, J=3.9 Hz, 2 C),
117.4 (s, 1 C), 115.1 (br spt,
J=3.9Hz, 1C),113.0(s, 1 C)
qn
' 3
1 o
n =
S @
g 5"-CF3,3"-CF3 2"6" T
a7 2 by
3 ; . 5-CF3 %g CN
35" g g T = 4"
JE I A =
85 o 1585 3o 2
8g 2 R B
5"-CF3,3"-CF3 ere 3 N[
5-CF3, 2
1" 35 CN
CO 1 52463 w
885 YPmowBB8Rol
SSS gg&gg\‘:\‘::g‘_ \\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
T 140 135 130 125 Chemical Shift (ppm)

200 150 100 50 Chemical Shift (ppm) NVR-136_13C.spectrus



Shift F|lm Acquisition Time (sec) 0.3670
(ppm) Date 15 Jul 2019 16:58:23
-61.69 6| s Date Stamp 15 Jul 2019 16:58:23
6182 | 3| s Frequency (MHz) 470.6488
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 24.980

"°F NMR (471 MHz, DMSO-d;) &

ppm -61.69 (s, 6 F), -61.82 (s, 3
F)

¥ BF
6F | @
@ | o
3
% 1,00 -
0.75 —
N |
- 0.50
© _
0.25
7\\\‘\\\\‘\\\\‘\\\\‘\\\\“\\\\‘\\\\‘\\\\‘\\\\‘\\\\/‘\\\\‘\\\\‘\\\\‘\\\\‘\
-61.60 -61.65 -61.70 -61.75 Chemical Shift (ppm)
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
-10 -20 -30 -40 -50 -60 -70 -80 -90 -100 -110 -120 -130 -140 -150 -160 -170 Chemical Shift (ppm)

NVR-136_19F.spectrus



No.| Shift | H m Assign Acquisition Time (sec) 8.1789
(ppm) Date 21/06/2019 10:00:00
11965] 1 s NH Date Stamp 21/06/2019 10:00:00
21959 1 s NH" Frequency (MHz) 400.1320
3834 1| brs Nucleus 1H
Number of Transients 16
4,818 1] brs 6 Solvent DMSO-d6
5816 2 s 2" 6
6780 | 1| brs 2 ;
717671 11 brs 4 H NMR (400 MHz, DMSO-d;)
839 |3| s COOMe ppm 9.65 (s, 1 H), 9.59 (s, 1 H),
8.34 (brs, 1 H),8.18 (brs, 1 H),
M08(s, COOMe, 3H) 8.16 (s, 2 H), 7.80 (brs, 1 H),
9 7.67 (brs, 1 H),3.90 (s, 3H)
o
MO5(s, 2",6", 2H)
M04(br s, 6, 1H)
©
o
MO6(br s, 2, 1H)
MO3(br s, 4, 1H) MO7(br s, 4", 1H)
S e
~ ©
8 N~
[40]
MO7(br s, 4", 1H) f
MO3(br s, 4, 1H) |
MO06(br s, 2, 1H) ‘ “
MO1(s, NH, 1H) (”D
M02(s, NH", 1H \
\
83 g? 2% 1.05 0.982.04 1.01 1.01
e RPN NN [ L (I [
‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
ﬂ{ H LJ " 8.3 8.2 8.1 8.0 7.9 Chemical Shift (ppm)
J ) N — ) -
\‘ \\ —
102101 105098204101101 3.00
I T TR E B R I

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm) NVR-137_ 1H.spectrus



NVR-137_13C

5"-CF3,3"-CF3

5-9F3
4n..

3" 5"
COQMe

co

12269 o

118.95

I
o)
[(e]
NER=S!
o
OOO
=2

1
1
89
S
PN

N

164.88
152.45
141.41
140.85

12464 -0 N

118.73

118.54

52.68

A o M T

Chemical Shift (ppm)

150 100

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 22 Jun 2019 20:28:02
164.9 | 1 s COOMe Date Stamp 22 Jun 2019 20:28:02
152.4 1 s co Frequency (MHz) 100.6128
141 4 1 s qn Nucleus 13C
Number of Transients 256
1408 | 1] s 3 Solvent DMSO-d6
131.4 1 S - 1 Temperature (degree C) 23.000
1307 | 2 q 323 3", 5" 13
1300 | 1 q | 323 5 C NMR (101 MHz, DMSO-d;) &
1236 | 1| q |2729] 5CF3 ppm 164.9 (s, 1 C), 152.4 (s, 1
1233 | 2| q |272.9|5"-CF3,3"-CF3 C), 141.4 (s, 1C), 140.8 (s, 1 C),
122.7 | 1 s - 2 131.4 (s, 1C), 130.7 (q, J=32.3
119.0 | 1| brg | 49 6 Hz, 2 C), 130.0 (q, J=32.3 Hz, 1
1187 | 1| brq | 39 4 C), 122.7 (s, 1 C), 123.6 (q,
1185 | 2| brg | 39 2", 6" J=272.9 Hz, 1 C), 123.3 (q,
1149 | 1] brspt | 3.9 4 J=272.9 Hz, 2 C), 119.0 (br q,
27 |1] s MeOOC J=4.9 Hz, 1 C), 118.7 (br q,
J=3.9 Hz, 1 C), 118.5 (br q,
J=3.9 Hz, 2 C), 114.9 (br spt,
J=3.9Hz, 1 C), 52.7 (s, 1C)
5"-CF3,3"-CF3
13 3"5" — 6
o ~ 5-CF3
) 1 — 2"6"
- ” 2
5 3 : 4
|85 T 2w
‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\
135 130 125 Chemical Shift (ppm)

NVR-137_13C.spectrus



Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 22 Jun 2019 20:44:41
-61.67 3| s Date Stamp 22 Jun 2019 20:44:41
6168 | 6 | s Frequency (MHz) 376.4984
Nucleus 19F
Number of Transients 128
Solvent DMSO-d6
Temperature (degree C) 22.900

"°F NMR (376 MHz, DMSO-d;) &

ppm -61.67 (s, 3 F), -61.68 (s, 6
F)

6F 7
| 15
3F ]
3 ]
z 0
1.0 -
0.5 7
[ ‘ [ N R ‘ - “‘ T 17 ‘ T T T T ‘ T T T ‘
61.60 61.65 6170 Chemical Shift (ppm)
T ‘ T T T ‘ LI A R A R ‘ [ A | ‘ LI A N R A R ‘ T T T T T T ‘ L A R ‘ LI A I A R ‘ L L R R ‘ T T T T T T ‘ [ A | ‘ L N R R ‘ T T T ‘ T
20 0 -20 -40 60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-137_19F.spectrus



2 No.| Shift | H m J Assign Acquisition Time (sec) 3.2768
(ppm) (Hz) Date 29 Jul 2019 14:21:27
CI 3 11955 1| brs - NH Date Stamp 29 Jul 2019 14:21:27
21923 1 brs - NH" Frequency (MHz) 500.1900
3]810] 2| brs - 2" 6" Nucleus 1
Number of Transients 16
4/765/2) d 6.0 2,6 Solvent DMSO-d6
F 4 5 517611 brs - 4" Temperature (degree C) 25.001
Cl CF3 'H NMR (500 MHz, DMSO-d;) &
ppm 9.55 (brs, 1 H), 9.23 (brs,
M02(br <. NH". 1H 1 H), 8.10 (brs, 2 H), 7.65 (d,
(br 5, NH", 1H) . J=6.0 Hz, 2 H), 7.61 (br s, 1 H)
MO03(br s, 2",6", 2H) MO3(br s, 2",6", 2H)
M04(d, 2,6, 2H) g
MO5(br s, 4", 1H)
=
o M04(d, 2,6, 2H)
MO5(br s, 4", 1H)
€8
NN
€8
NN
g
N~

7.61

DMSO-d6
MO1(br s, NH, 1H)
8 & DMSO-d6
[e) )}

2.00 1.93 1.04
[ [ ——

8.1 8.0 7.9 7.8 Chemical Shift (ppm)

YU R J

il C

/N .
f ) |
1.00 1.00 2.00 1.931.04
Hood d ! !

16 14 12 10 8 6 4 2 0  Chemical Shift (ppm) NVR-143 1H.spectrus



Acquisition Time (sec) 1.0224

Date 29 Jul 2019 14:24:26
Date Stamp 29 Jul 2019 14:24:26
Frequency (MHz) 125.7729

Nucleus 13C

Number of Transients 32

Solvent DMSO-d6
Temperature (degree C) 24.999

'3C NMR (126 MHz, DMSO-d;) &

ppm 152.2 (s, 1 C), 148.5 (d,
J=242.6 Hz, 1 C), 141.4 (s, 1 C),
136.5 (d, J=3.9 Hz, 1 C), 130.7
(9, J=32.3 Hz, 2 C), 120.7 (d,
J=17.6 Hz, 2 C), 123.3 (q,
J=272.6 Hz, 2 C), 119.0 (brs, 2
C), 118.2 (br q, J=3.9 Hz, 2 C),
114.7 (br spt, J=3.9 Hz, 1 C)

2" 6
m
2,6
n
~
o
©
-
h
5"-CF3,3"-CF3
1
53
mn
©
©
3" g S
V—’\ NN
o< |8
3 S Q
) N @© "%
o8 AN =2
g - 3 '; -
: I
e 3 o
a —
o
S
=
I
—

2 Shift C m J Assign
(ppm) (Hz)
Cl 3 1522 | 1 s - co
148.5 1 d 242.6 4
141.4 1 S - 1"
136.5 1 d 3.9 1
F 4 130.7 2 q 323 3", 5"
5 123.3 2 q 272.6|5"-CF3, 3"-CF3
CI 120.7 2 d 17.6 53
119.0 2 brs - 2,6
118.2 2 brq 3.9 2" 6"
114.7 1| brspt | 3.9 4"
NVR-143_13C
NVR-143_13C DMSO-d6
1
<
<
5"-CF£"-CF3 \ 1
26" 4 %
v
5,34" 8 <8
[ [ce] ~ ™
4 ; oy <~
T gugn 26 2
co ~ N
! 1"1 [
< [ [ce]
AN 0
Aled 827K
TY¥gg Y, &R
PR - <
| ll.Hm1 150 145 140 135
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 T ‘ T T T T ‘ T T T T ‘ T T T
200 150 100 50 Chemical Shift (ppm)

130 125 Chemical Shift (ppm)

NVR-143 13C.spectrus



Shift Fi{mj|] J

Acquisition Time (sec) 1.4680

(ppm) (Hz) Date 05 Jul 2019 16:10:29
-61.72 6 | s - Date Stamp 05 Jul 2019 16:10:29
12600 | 1| t | 6.1 Frequency (MHz) 376.4419

Nucleus 19F

Number of Transients 16

Solvent DMSO-d6

Temperature (degree C) 24.998

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.72 (s, 6 F), -126.00 (t,

J=6.1Hz, 1F)
~AF
3 3
0.30 - <
oF E '
' 0.25 4
N 3
? 0.20 - oS
= 3|
— w||N
= N7
0.15 = v
0.10 -
0.05
{ \‘\ I \‘\ \\\\\\‘\
-125.5 -126.0 Chemical Shift (ppm)
1F
8
&
8 o
o ®
g
T
|
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)
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Shift | H m J Assign Acquisition Time (sec) 7.9692
2 H (ppm) (Hz) Date 05/07/2019 11:48:00
10.38| 2 | brs NH, NH" Date Stamp 05/07/2019 11:48:00
Br N 822 2| s ) > & Frequency (MHz)  400.0720
\n/ 794 1| d 24 2 Nucleus 1H
" Number of Transients 4
782 1] brs - 4 Solvent DMSO-d6
S 7.74 | 1 d 8.7 5
B r 7.40 | 1 dd 87,24 6 ;
5 H NMR (400 MHz, DMSO-d6) o)
ppm 10.38 (brs, 2 H), 8.22 (s, 2
H), 7.94 (d, J=2.4 Hz, 1 H), 7.82
(brs, 1H), 7.74 (d, J=8.7 Hz, 1
H), 7.40 (dd, J=8.7, 2.4 Hz, 1 H)
2",6"(s, 2H)
6(dd, 1H) N
m N
2",6"(s, 2H) <
2(d, 1H)
5(d, 1H)
4"(br s, 1H)
Q 5(d, 1H
P 2(d, 1H) 2. 10
% 5 4 (br s, 1H) Q
~ & ot
e = R
S K DMSO-d6
NH,NH"(br s, 2H) ~ o~
S /
S
- [Te)
i¥gg
~N I~
[gmso-ds* 2.00 101 099 099 1.02
\‘H\\‘HH‘\\H‘H\\‘HH‘\H\‘HH‘HH‘\H\‘\H\‘\H\‘HH‘HH‘HH‘HH‘HH‘HH‘HH‘HH‘HH
L 8.2 8.1 8.0 7.9 7.8 7.7 7.6 Chemical Shift (ppm)
B 1) -
— 7 TN
1.98  2.001.010.990.99 1.02
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\l\:‘\‘\\\%‘\\u\\‘%\\\u‘\\%\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\ NVR-97_1H.SpeCtrUS
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)



NVR-97_13C

3"-CFL5"-CF3

180.03

DMSO-d6

VAR A A D BN

Shift
(ppm)

@)
3

(Hz)

Assign

180.0

141.5

139.4

133.6

130.1

32.8

128.5

124.8

| o n | nu | n | n

123.9

brq

3.9

123.5

123.2

272.7|3"-CF3, 5"-CF3

119.3

117.3

Al (N AN AN aAlalala

br spt

3.9

4"

250 200 150 100

50

Chemical Shift (ppm)

141.52 -2

i

£

139.40 -=

iy

133.58 -

130.60

130.28

129.62 129.95

127.26
124.55

Acquisition Time (sec) 1.0224

Date 05 Jul 2019 11:51:29
Date Stamp 05 Jul 2019 11:51:29
Frequency (MHz) 100.5977

Nucleus 13C

Number of Transients 16

Solvent DMSO-d6
Temperature (degree C) 25.000

C NMR (101 MHz, DMSO-d;) &

ppm 180.0 (s, 1 C), 141.5 (s, 1
C), 139.4 (s, 1 C), 133.6 (s, 1 C),
130.1 (g, J=32.8 Hz, 2 C), 128.5
(s, 1C), 124.8 (s, 1 C), 123.9 (br
q, J=3.9 Hz, 2 C), 123.5 (s, 1 C),
119.3 (s, 1 C), 123.2 (q, J=272.7
Hz, 2 C), 117.3 (br spt, J=3.9 Hz,
1C)

3"-CF3,5"-CF3

6",2"

128.48 -

123.88
123.46 ¢
121.84
F =N
117.25 1%

171912

140

135

130

125 Chemical Shift (ppm)

NVR-97 13C.spectrus



Shift F|lm Acquisition Time (sec) 1.4680

(ppm) Date 05 Jul 2019 18:46:10

6154 | 6 | s Date Stamp 05 Jul 2019 18:46:10

Frequency (MHz) 376.4419

Nucleus 19F

Number of Transients 128

Solvent DMSO-d6

Temperature (degree C) 25.001

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.54 (s, 6 F)

6F
<
B
©

61.54 J%

1.0

0.5 1

T ‘ T ‘ T
-61.0 -61.5

-61.97

I
Chemical Shift (ppm)

20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-97 19F.spectrus



Acquisition Time (sec) 6.5536

Date 22/07/2019 10:37:00

Date Stamp 22/07/2019 10:37:00
Frequency (MHz) 500.1930

Nucleus 1H

Number of Transients 16

Solvent DMSO-d6

Shift | H m Assign
6 H (ppm)
5 10.54| 2 brs NH
N C N 8.21| 2 brs 2", 6"
1 8.04 | 1 brs 4
797 | 1 brs 6
4 2 7.94 | 1 brs 2
3 7.86 | 1 brs 4"
B r 2",6"(br s, 2H)
N
[ce]

2",6"(br s, 2H)

DMSO-d6

"H NMR (500 MHz, DMSO-d;) &

ppm 10.54 (brs, 2 H), 8.21 (brs,
2 H), 8.04 (brs, 1 H),7.97 (brs,
1H),7.94 (brs, 1H),7.86 (brs,
1H)

4(br s, 1H) 2(br s, 1H)

Albr s, 1H) 6(br s, 1H)
4"(br s, 1H) o ¥'(brs, 1H)
" <
2(br s, 1H) = : 8
" ~
6(br s, 1H)
N
o
NH(br s, 2H)
3 -
=) Jooe
~ OOI\I\IOS
200 0.900.88 095
o(")(")wNwe N \‘HH‘HH‘HH‘HH‘HH‘\H\‘HH‘HH‘\H\‘\H\‘H\\‘HH‘HH‘HH‘HH‘\H\‘HH‘HH‘H
RN W ;T . .
g NN v U 8.4 8.3 8.2 7.9 7.8 Chemical Shift (ppm)
i |
p)
— —

R
1.87 2.000.96 0.900.88 0.95
o g ool

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)

NVR-104 1H.spectrus




" No.| Shift | H m Assign Acquisition Time (sec) 3.9846
2 H H " 2 (ppm) Date 05 Jul 2019 11:59:29
F3C 3 N N 1 CF3 1 110.65| 2 s NH", NH Date Stamp 05 Jul 2019 11:59:29
" 218211 4 s 2" 6" 2,6 Frequency (MHz) 400.0700
1 3 s 783l 21 < a Nucleus _ 1H
Number of Transients 4
4 6 S 6" 4!! Solvent DMSO-d6
Temperature (degree C) 25.000
5 5u
1
CF3 CF3 H NMR (400 MHz, DMSO-d;)
ppm 10.65 (s, 2 H), 8.21 (s, 4 H),
7.83 (s, 2 H)
MO02(s, 2",6",2,6, 4H)
N
[ce]
MO02(s, 2",ﬂ6",2,6, 4H)
MO03(s, #",4, 2H)
N
[ce]
MO03(s, 4",4, 2H)
[32]
2
-
MO01(s, NI;|",NH, 2H) “
8
=
2
N~

DMSO-d6

f 2 4.00 1.96
o _ e
© \\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
> 8.3 8.2 8.1 8.0 7.9 Chemical Shift (ppm)

J |

/ \
/ \

[ \
1.97 4.001.96
d g i

16 14 12 10 8 6 4 2 0  Chemical Shift (ppm) NVR-72_1 H .spectrus




" Shift F|lm Acquisition Time (sec) 1.4680
2 H H " 2 (ppm) Date 05 Jul 2019 12:07:55
FSC 3 N N 1 CF3 -61.68 | 12| s Date Stamp 05 Jul 2019 12:07:55
1 \l-r 3' , Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
4 6 S 6" 4" Solvent DMSO-d6
5 5" Temperature (degree C) 24.997
CF3 CF 3 "°F NMR (376 MHz, DMSO-d;) &
ppm -61.68 (s, 12 F)
12F ] 12F
8 1 o
- ©
© e -
J «@
1.0
_| Ve
] |
0.5
0
HH‘HH‘HH‘HH‘HH‘HH\HH‘\H\‘H\\‘HH\\\H‘HH‘HH‘\H\\H\\‘HH\\\H‘H
613 614 615 -616 -61.7 -61.8 Chemical Shift (ppm)
\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)
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No.| Shift | H m Assign Acquisition Time (sec) 4.0894
(ppm) Date 21 Jun 2019 11:47:23
1 110.62| 1 s NH Date Stamp 21 Jun 2019 11:47:23
2 110.59| 1 s NH" Frequency (MHz) 400.1300
308341 brs 6 Nucleus 1H
Number of Transients 16
41823 1] brs 4 Solvent DMSO-d6
51821 2 S 2", 6 Temperature (degree C) 21.600
6 [7.95] 1 brs 2 1
T8 11 ore - H NMR (400 MHz, DMSO-d;) &
839 |3| s COOMe ppm 10.62 (s, 1 H), 10.59 (s, 1
H), 8.34 (brs, 1 H), 8.23 (brs, 1
H), 8.21 (s, 2 H), 7.95 (brs, 1 H),
7.85 (brs, 1 H), 3.90 (s, 3 H)
MO03(s, C?OMe, 3H)
S
™ MOS(s,LG", 2H)
M04(bg 4, 1H)
N
[ce]
MO7(br s, 4", 1H)
M03(brms, 6, 1H) MO3(br s, 6, 1Hl MO06(br s, 2, 1H)

MO7(br s, 4", 1H)

MO6(br s, 2, 1H) DMSO-d6
A
[sp]

MO05(s, 2",6", 2H)
MO4(br s, 4, 1H)

3
MO02(s, NH", 1H)
S

MO1(s, NH, 1H)
N D o)
S Z|ee , L‘\
1.15 1.052.08 1.02 1.25
L 1 L L [
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
J LJ 8.4 8.3 8.2 8.1 8.0 Chemical Shift (ppm)
N L )
-

o M
1.001.00 1.151.052.081.021.25 3.00
I I 4 | | ! ! I

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm) NVR-138 1H.spectrus




NVR-138_13C

5-CF3
5"-CF3,3"-CF3
3"n,5'
2".6
P s
1" 16 4

52.75

h

Shift C m Assign Acquisition Time (sec) 1.0224

(ppm) Date 22 Jun 2019 21:00:52

180.5 1 s Cs Date Stamp 22 Jun 2019 21:00:52

164.7 1 s COOMe Frequency (MHz) 100.6128

141.2 1 s qn Nucleus 13C
Number of Transients 256

1407 | 1| s 3 Solvent DMSO-d6

131.1 1 S 1 Temperature (degree C) 23.100

130.3 2 q 3", 5" 13

27 111 g s C NMR (101 MHz, DMSO-d,) &

1279 | 1] s 2 ppm 180.5 (s, 1 C), 164.7 (s, 1

1245 | 1| brg 6 C),141.2(s,1C), 140.7 (s, 1 C),

1240 | 2| brq 2", 6" 131.1 (s, 1C), 130.3 (q, J=33.3

123.4 | 1 q |2719| 5CF3 Hz, 2 C), 129.7 (q, J=32.3 Hz, 1

123.2 2 q 271.9|5"-CF3, 3"-CF3 C)’ 127 .9 (S, 1 C)’ 124 .5 (br q,

1212 | 1| brg 4 J=3.9Hz, 1C), 124.0 (br q,

1176 | 1| brspt 4 J=3.9Hz, 2 C), 121.2 (br q,

528 | 1] s MeOOC J=3.9 Hz, 1 C), 123.4 (q,
J=271.9Hz, 1 C), 123.2 (q,
J=271.9 Hz, 2 C), 117.6 (br spt,
J=3.9Hz,1C),52.8(s, 1C)

1 5-CF3

; 5"-CF3,3"-CF3

3

i

130.48
130.15

12081

129.49

127.24

Wit

124.53
123.96

124.80 , 124.55

121.81
IES

121.23
117.59 1%

121.20

122.10
119.10

At A Ao

Chemical Shift (ppm)

250

150

100

126

122 Chemical Shift (ppm)

NVR-138 13C.spectrus




Shift F|lm Acquisition Time (sec) 2.9360
(ppm) Date 22/06/2019 21:11:00
-61.57 6| s Date Stamp 22/06/2019 21:11:00
6158 | 3| s Frequency (MHz) 376.4610

Nucleus 19F

Number of Transients 16

Solvent DMSO-d6

"°F NMR (376 MHz, DMSO-d;) &

ppm -61.57 (s, 6 F), -61.58 (s, 3
F)

6F 6F

-61.57

1.0

Q
o

o

-61.54 -61.55 -61.56 -61.57 -61.58 Chemical Shift (ppm)

|

20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-138 19F.spectrus



2 H No.| Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 05 Jul 2019 16:25:19
Cl 3 N 1 /10.39] 1 s - NH Date Stamp 05 Jul 2019 16:25:19
1 2 110.37| 1 s - NH" Frequency (MHz) 400.0700
3821] 2| brs 2" 6" Nucleus . 1H
" Number of Transients 4
6 478 | 1] brs - Solvent DMSO-d6
F 4 5 51770 2 d 6.3 2,6 Temperature (degree C) 25.001
Cl 'H NMR (400 MHz, DMSO-d;) &
ppm 10.39 (s, 1 H), 10.37 (s, 1
H), 8.21 (brs, 2 H), 7.84 (brs, 1
MO03(br s, 2",6", 2H) H), 7.70 (d, J=6.3 Hz, 2 H)
MO04(br s, 4", 1H) -
MO3(br s, 2",6", 2H) 2 i
- 1 MO5(d, 2,6, 2H)
> 2 SR
9 ~
P
=R
',: ~
M04(br s, 4", 1H)
3
N~
MO1(s, NH, 1H)
MO02(s, NH", 1H) §
<
8% =
==
2.02 1.02 2.00
(I (I
‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
8.2 8.1 8.0 7.9 Chemical Shift m
Bl o o (ppm)
\ ™
1.010.93 2.021.022.00
[ Iy
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\
16 14 12 10 8 6 4 2 0  Chemical Shift (ppm) NVR-144 1H .spectrus



F a3
Cl

NVR-144_13C

5"-CF3,3"-CF3
=
g gn
i
2" 6"
2,6
! "
< 4
4 o S
cs A oqe. Q5.3 NG
N PR IR ©
< Ton~S Tl
P R e T
o [P R = e
© woiiqu.g“'(\,(\l(\l,\-
~ 5 T - ~

25.11

DMSO-d6

250 200 150 100 50

Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 05 Jul 2019 16:27:19
180.5 1 s - Cs Date Stamp 05 Jul 2019 16:27:19
150.6 1 d 245.5 4 Frequency (MHz) 100.5977
141 4 1 s qn Nucleus 13C
Number of Transients 16
1360 | 1| s - ! Solvent DMSO-d6
130.1 2 q 32.9 3", 5" Temperature (degree C) 24.999
125.3 2 s - 2,6 13
124.2 2 br q 3.9 2", 6" C NMR (101 MHZ’ DMSO'd6) 0
1232 | 2| q |272.4|5"-CF3,3"-CF3 ppm 180.5 (s, 1 C), 150.6 (d,
1206 | 2| d |186] 53 J=2455Hz, 1 C), 141.4 (s, 1 C),
1175 | 1] brspt | 3.9 4 136.0 (s, 1 C), 130.1 (q, J=32.9
Hz, 2 C), 125.3 (s, 2 C), 124.2
(br g, J=3.9 Hz, 2 C), 120.6 (d,
NVR-144_13C J=18.6 Hz, 2 C), 123.2 (q,
J=272.4 Hz, 2 C), 117.5 (br spt,
J=3.9 Hz, 1 C)
5"-CF3,3"-CF3
2"%6"
2;6
&
o]
o
1n"
o 5ﬁ,3
3 8 =g
A o <+ N0
4 ! > S SSS8 4
© S o 385 T ¢
o @ o iy I7 @ 2
® g e R S S ~
5 g |8 T
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\
150 145 140 135 130 Chemical Shift (ppm)

NVR-144 13C.spectrus



2 Shift F|lm J Acquisition Time (sec) 1.4680
(ppm) (Hz) Date 05 Jul 2019 16:33:51
Cl 3 N 6153 | 6 | s - Date Stamp 05 Jul 2019 16:33:51
1 -122.02 | 1 t | 6.1 Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
6 Solvent DMSO-d6
F 4 5 Temperature (degree C) 24.999
C| "°F NMR (376 MHz, DMSO-d;) &
ppm -61.53 (s, 6 F), -122.02 (t,
J=6.1 Hz, 1 F)
6HF
B
© 0.40 -
® E
0.35 -
0.30 -
0.25 -
0.20 -
i 0.15 -
S 3
N E
< O.']O*E
S 0.05 -
N 3
0 -
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
-121.8 -1219 -122.0 Chemical Shift (ppm)
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)
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Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 23/10/2018 15:36:00
11.85] 1 s - NH Date Stamp 23/10/2018 15:36:00
824 | 3 - 2" 6" 4" Frequency (MHz) 500.1930
7.96 | 1 85 5 Nucleus 1H
Number of Transients 16
(31] 1] dd | 8519 6 Solvent DMSO-d6
728 | 1 d 1.8 8

"H NMR (500 MHz, DMSO-d;) &
ppm 11.85 (s, 1 H), 8.24 (s, 3 H),
7.96 (d, J=8.5 Hz, 1 H), 7.31 (dd,
J=8.5, 1.9 Hz, 1 H), 7.28 (d,

J=1.8 Hz, 1 H)
NVR-66_1H w 2%,6",4%(s)
N
[ce]
5(d)
2",6",4"(s)
5
N
[ce]
6(dd)
8(d)
o]
5(d) N
o]
6(dd)
8(d
NH(s) o
o &
© N~
= [Te}
§ X — 7Y
& /
N [ |
3.00 1.17 1.04 1.00
e [E— [ = U
‘_. T ‘ T T ‘ T T ‘ ‘ T T T T ‘ T T
8.0 Chemical Shift (ppm)
f/ \\\
1.11 3.00 1.171.041.00

e T —————— NVR-66 1H.spectrus

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)



NVR-66_13C

5"-CF3,3"-CF3
1
82 3"5"
n
728 8
P2 o1mse 4
O — < ™ o
X353 NEr0eH
R D R R R
ES—QQQQ‘-NS&N‘—:
\\l

DMSO-d6

Shift C m J Assign
(pPm) (Hz)
161.5 1 s 4
149.8 1 s 2
140.9 1 s 8a
139.8 1 s 7
137.7 1 s - 1"
130.9 2 q 33.7 3", 5"
130.8 2 brq 3.9 2", 6"
129.6 1 s - 5
123.0 2 q 272.9|5"-CF3, 3"-CF3
122.9 1 s
122.4 1| brspt | 3.9 4"
114.7 1 s
113.3 1 s 4a
8a
. s
. | g
\ & T7
2 2 .
& T &
T e

137.68 -2

Acquisition Time (sec) 2.0447

Date 23/10/2018 15:39:00
Date Stamp 23/10/2018 15:39:00
Frequency (MHz) 125.7870

Nucleus 13C

Number of Transients 32

Solvent DMSO-d6

'3C NMR (126 MHz, DMSO-d;) &

ppm 161.5 (s, 1 C), 149.8 (s, 1
C), 1409 (s, 1C), 139.8 (s, 1 C),
137.7 (s, 1 C), 130.8 (br q, J=3.9
Hz, 2 C), 130.9 (q, J=33.7 Hz, 2
C), 129.6 (s, 1C), 1229 (s, 1 C),
122.4 (br spt, J=3.9 Hz, 1 C),
123.0 (q, J=272.9 Hz, 2 C),
114.7 (s,1C), 113.3 (s, 1 C)

3 5
= 5".CF3,3"-CF3 8
1
2" 6" o 2
[ .

n <
5 3
. 6 -
n
3 ) 4a
o @- ~
N
o N el
~ [sp]
o
=
N
&
o
$°
_%
o8
~— N
m A el
e <
N o)
~ D
-
N
© .
S
[e0] ©
[o0]
o & ~
X
D
© e
=

200

150 100

50 Chemical Shift (ppm)

160

152

144

136

128 Chemical Shift (ppm)
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Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 21/11/2018 14:12:00
11.79| 1| brs - NH Date Stamp 21/11/2018 14:12:00
7.99 | 1 d 23 on Frequency (MHz) 500.1930
794 | 1 8.4 5 Nucleus 1H
" Number of Transients 16
788 | 1 8.4 5 Solvent DMSO-d6
5 7.73 | 1 dd 8.5, 2.4 6
7.28 | 1 dd 8.5,2.0 6" ;
6 v R R 18 o H NMR (500 MHz, DMSO-d,) &
ppm 11.79 (brs, 1 H), 7.99 (d,
J=2.3 Hz, 1H),7.94 (d, J=8.4
CI Hz, 1 H), 7.88 (d, J=8.4 Hz, 1 H),
8 7.73 (dd, J=8.5, 2.4 Hz, 1 H),
6(dd, TH) 7.28 (dd, J=8.5, 2.0 Hz, 1 H),
" 7.25(d, J=1.8 Hz, 1 H)
5"(d, 1H)
6"(dd, 1H)
5(d, 1H) 5(d, TH) 8(d, 1H)
2"(d, 1H) 2°(d, H) §
8(d, TH) 0 2
0 ~ <
R N
R T g 5"(d, 1H) ~
8™ o~ N
~ in X o N
3 T &
&
s
N~
; ]
N~ | / ,r"
J/ / J
Wate}
NH(br 5, TH) ; 1;)3 1.05 1.07 1.06 1.05 Qos)
‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
R JL 8.0 7.9 7.8 7.7 7.6 7.5 Chemical Shift (ppm)
N
J L
["'////}j;;;j . \\T\
1.00 1.03 1.05 1.071.06 1.05 1.03
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\u\‘\H\\‘u\\\u\‘\%‘\\‘u\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\ NVR-91_1H.SpC
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)



NVR-91_13C

——— 161.47 -»

-

: 119.29 122.80

_H -0
1Y

114.64
113.34

DMSO-d6

200

150

100

50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 21/11/2018 14:16:00
161.5 1 s 4 Date Stamp 21/11/2018 14:16:00
149.9 1 s 2 Frequency (MHz) 125.7870
140.9 1 s 8a Nucleus 13C
Number of Transients 32
1397 | 1] s ’ Solvent DMSO-d6
135.2 1 s 6"
135.0 1 s 1" 13
s 111 s - 5 C NMR (126 MHz, DMSO-d;) &
1306 | 1| brq | 20 4 ppm 161.5 (s, 1 C), 149.9 (s, 1
1296 | 1 s - 5 C), 1409 (s, 1 C), 139.7 (s, 1 C),
1290 | 1 q 5.2 2" 135.2(s,1C),135.0 (s, 1 C),
1271 | 1] q |31 3" 132.3 (s, 1 C), 130.6 (br q, J=2.0
1228 | 1 s - 6 Hz,1C), 129.6 (s, 1 C), 129.0
1225 | 1 q |273.1 CF3 (q, J=5.2 Hz, 1 C), 127.1 (q,
1146 | 1 s 8 J=31.1Hz, 1 C), 122.8 (s, 1 C),
133 | 1 s 4a 122.5 (q, J=273.1 Hz, 1 C),
114.6 (s, 1 C), 113.3 (s, 1 C)
CF3
e 7 8
o 4°5 o 3
2 8a N © N S4a
~ S L <R 8 T
+ ¢ SO
Ea

160

155

150

145

140

135

130 Chemical Shift (ppm)

NVR-91 13C.spectrus



Shift | H m J Assign Acquisition Time (sec) 3.2768
(ppm) (Hz) Date 21 Nov 2018 09:42:16
7.93 | 1 s - NH Date Stamp 21 Nov 2018 09:42:16
780 | 2 m - 8, 2" Frequency (MHz) 500.1900
77301 ¢ 8.1 5" Nucleus 1H
" Number of Transients 16
767 1| brd 7.9 6 Solvent DMSO-d6
726 | 3 m - 5,46 Temperature (degree C) 25.001

"H NMR (500 MHz, DMSO-d;) &

o ppm 7.93 (s, 1 H), 7.78 - 7.83 (m,
NVR-92NHs) 2 H), 7.73 (t, J=8.1 Hz, 1 H), 7.67
2599 (brd, J=7.9 Hz, 1 H), 7.25 - 7.30
5"(t)
8,2"(m)
5,4",ﬂ6(m)
6"(br d)
NH(s)
R !
) 1.89 2.00 1.23 1.31 5.32
] [E ) I — [
\\\‘\\\\‘\\\\‘\\\\‘H\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\
8.0 7.9 7.8 7.7 7.6 7.5 7.4 Chemical Shift (ppm)
| § i

P)

_—
// ~

r T
B i NVR-92_1H.spectrus

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)

L




DMSO-d6

4
Yo
[sp]
I}
(o]
2
8a 654" 8
2 7 5" 6 4a
| Il [ | %
3 RRBZB5II333887 S
5 53338383 gRTT
s  |eBEs BoNgAC T
o T n
\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\
200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 21 Nov 2018 09:45:17
161.8 | 1 s 4 Date Stamp 21 Nov 2018 09:45:17
150.2 1 s 2 Frequency (MHz) 125.7729
1411 1 s 8a Nucleus 13C
Number of Transients 32
199 | 1] s ’ Solvent DMSO-d6
136.5 1 S 1" Temperature (degree C) 24.999
133.7 | 1 s 6"
1303 | 1] s 5" '3C NMR (126 MHz, DMSO-d;) &
1;22 1 = 25 ppm 161.8 (s, 1 C), 150.2 (s, 1
e a oo - C), 141.1 (s, 1 C), 139.9 (s, 1 C),
e R - 136.5 (s, 1 C), 133.7 (s, 1 C),
e T 5 130.3 (s, 1 C), 129.8 (s, 1 C),
e T y 126.3 (q, J=3.9 Hz, 1 C), 125.3
(q, J=3.9 Hz, 1 C), 123.0 (s, 1 C),
114.8 (s, 1 C), 113.5 (s, 1 C)
5
1 i i ’
1] V I
2 8a 1 @ v
‘ . 78 %' .3 <4
' S g g & ° "S Ta
: ? - B d s
T @ ©20Q
‘HH‘HH‘HH‘HH\HH‘HH\HH‘HH\\H\‘HH\H\\‘HH\HH‘HH\\H\‘HH\HH‘HH‘\H\‘HH
160 155 150 145 140 135 130 Chemical Shift (ppm)
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Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 21/11/2018 17:44:00
1149/ 1| brs - NH Date Stamp 21/11/2018 17:44:00
797 | 1 d 2.1 on Frequency (MHz) 500.1930
7.86| 1| brd 8.4 5 Nucleus 1H
" Number of Transients 16
78| 1| brd 8.9 5 Solvent DMSO-d6
7721 1| dd 8.5, 2.1 6"
684 1| dd 8.9, 2.1 6 ;
6.69 | 1 d 23 8 H NMR (500 MHz, DMSO-d;) 6
386| 3| s OMe ppm 11.49 (br s, 1 H), 7.97 (d,
J=2.1Hz, 1 H), 7.86 (brd, J=8.4
Meo Hz, 1 H), 7.86 (br d, J=8.9 Hz, 1
2(d, 1H) H), 7.72 (dd, J=8.5, 2.1 Hz, 1 H),
5(br d, H) 6.84 (dd, J=8.9, 2.1 Hz, 1 H),
—’ 6.69 (d, J=2.3 Hz, 1 H), 3.86 (s,
5(brg, 1H) 3 H)
8. 1)
~ R 8 »
5~ i
N~
S
N~
6"(dd, 1H) 6(dd, 1H)
P SN
R 2533
N o © o
OMe(s, 3H) N
3
[s0]
6(dd, 1H) -
©
2"(d, 1H) 8(d, 1H) « gnso-%
6"(dd, 1H) }1’
5"(br d, 1H) =
5(br d, 1H)
NH(br s, 1H) 'E'E.c\o'fﬁffv §§ 102 189 096 101 102
o)) r~ | : w T ‘ T T T ‘ T T ‘ ‘ T ‘ T T T T ‘ T T T
I hb iy wu J 8.0 7.5 7.0 Chemical Shift (ppm)
— ) | L .
1.01 1 52/1 gg/o 96 1 E; 1\02 3.00
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\.\\‘\\\\‘\\\\.H‘\\.EJ\‘\.U\\\.H‘\\.\u\‘\\\\‘\\\\‘.u\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\ NVR-93_1H.SpeCtrUS
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)



MeQO™ 7

Shift C m J Assign
(ppm) (Hz)
164.7 1 s 7
161.6 1 s 4
150.2 1 s 2
141.8 1 s 8a
135.3 1 s 6"
132.1 1 s 5"
130.3 1 s 1"
129.5 1 s - 5
129.2 1 brq 3.9 2"
115.0 1 s 4"
110.8 1 s 6
107.6 1 s 4a
N\IR-83_13¢ S 8
55.7 1 s OMe
6"
\ o
o 1
[sp]
g‘ 1I"
< 5 s
7 <
@ 5 3
«© 2 e
3 4 ! 8a =
- © N
3 3 <
© v ¥
< | O
™|~
Slo
™l N

Acquisition Time (sec) 2.0447

Date 21/11/2018 17:46:00
Date Stamp 21/11/2018 17:46:00
Frequency (MHz) 125.7870

Nucleus 13C

Number of Transients 32

Solvent DMSO-d6

'3C NMR (126 MHz, DMSO-d;) &

ppm 164.7 (s, 1 C), 161.6 (s, 1
C), 150.2 (s, 1 C), 141.8 (s, 1 C),
135.3 (s, 1 C), 132.1 (s, 1 C),
130.3 (s, 1 C), 129.5 (s, 1 C),
129.2 brq J=3.9 Hz, 1 C),

C), 110.8 (s, 1 C),

C), 98.3 (s, 1 C), 55.7

(

(
115.0 (s, 1
1076 (s,1C
(s,1C)

110.79 -o
B
o
98.31 -

107.58

114.98 -*

NVR-93_13C DMSO-d6
o
5"
1" §
74 2 8&\6I 5 442 8 OMe

o wmwmgvvv@‘wgm < .9

B . D R R PR s S

S $o83°28dRECE] i

) ok | | I l ’
T T T T I T T T T ‘ T T T T I T T T T ‘ T T T T I T T T T ‘ T T T T I T T T T ‘ T T T T I T T T T ‘ T T T

200 150 100 50 Chemical Shift (ppm)

168

160

152 144 136

128

120 Chemical Shift (ppm)
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Shift J Assign Acquisition Time (sec) 5.3084
(ppm) (Hz) Date 08 Apr 2019 10:04:40
11.00| 1 s NH Date Stamp 08 Apr 2019 10:04:40
- 847 | 2 s 6", 2" Frequency (MHz) 300.1300
™ 778 | 1 s 4" Nucleus 1H
g : Number of Transients 16
A5 1) m - 5 Solvent DMSO-d6
769 | 1 dd 87,32 8 Temperature (degree C) 22.560
746 | 1 dd 8.8,4.8 7 1
H NMR (300 MHz, DMSO-d;) 6
ppm 11.00 (s, 1 H), 8.47 (s, 2 H),
7.78 (s, 1 H), 7.73 - 7.77 (m, 1
H), 7.69 (dd, J=8.7, 3.2 Hz, 1 H),
7.46 (dd, J=8.8, 4.8 Hz, 1 H)
6",2"(s)
3
o 5ﬂ)
4"(s)
3 o
o~ N
T y/
\“ /“
| [ 8(dd) 7(dd)
‘ ==L
™ "Re AR
| Loes e
| “‘ ’J, ~ J
| \ |
6",2"(s)7(dd) ““ “‘ |
8(dd) : ' :
4"
NH(s) )
" 5 5(m) 2.00 2.10 0.78 1.01
S R L 2 A
“: '\' E : E © g z T T T ‘ T T T ] T ] T T T
[ NN 8.5 8.0 Chemical Shift (ppm)
k i m
/N
1
0.91 2.002.100.78 1.01
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘E\\\u‘\\g\‘\u\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\ NVR-125_1H.SpeCtrUS
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)



Shift | H m J Assign Acquisition Time (sec) 10.6168
C F (ppm) (Hz) Date 06/08/2019 15:56:00
3 10.75| 1| brs NH Date Stamp 06/08/2019 15:56:00
814 | 1 brs _ 5 Frequency (MHz) 300.1320
2" 4" 778 1| brd 7.2 7 Nucleus —H
O - Number of Transients 16
5 768/ 2| m 5,2 Solvent CHLOROFORM-d
756 1| brs - 8
CI 5" 748| 1| brd 7.2 6" ;
N 714 1| brd | 89 e H NMR (300 MHz,
6" CHLOROFORM-d) & ppm 10.75
7 o (brs, 1H),8.14 (brs, 1H), 7.78
N S S (brd, J=7.2 Hz, 1 H), 7.60 - 7.74
8 H (m, 2 H), 7.56 (brs, 1 H), 7.48
(brd, J=7.2Hz, 1 H), 7.14 (br d,
J=8.9 Hz, 1 H)
5" 2"(m, 2H)

6"(br d, 1H) 4"(br d, 1H)

8(br s, 1H) N
—Sbrs,MH) - 7(brd, 1H) g
< ~ ~
© ™~ oo
~RE .,
o N~ © g u‘_':
~ ~ ~ .
N~ ':r ~
5(br s, 1H) ~ ~
5",2"(m, 2H)
6"(br d, 1H)
7(br d, 1H) . /
4"(br d, 1H) . / A
A A / / / //
T~ o / S/ /
8(br s, 1H)
N
< @ r~
NH(br s, 1H) I oK
i w IN i
2
=) 1.00 0.84 1.45 0.710.70 0.52
| | | | | || |
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
JL 8.5 8.0 7.5 Chemical Shift (ppm)
o4

o TS
0.57 1.000.841.450.710.700.52
L [ 1 4 d

16 14 12 10 8 6 4 2 0  Chemical Shift (ppm)

NVR-159 1H.spectrus



Shift C J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 16/08/2019 00:18:00
1762 | 1| s 2 Date Stamp 16/08/2019 00:18:00
158.8 1 s 4 Frequency (MHz) 125.7730
138.6 1 s 8a Nucleus . 13C
" Number of Transients 2048
1372 | 1] s ! Solvent CHLOROFORM-d
1363 | 1| s - 5"
1322 | 1| brq | 333 3" 13
1321 111 s e C NMR (126 MHz,
1310 | 1| s 6 CHLOROFORM-d) & ppm 176.2
1302 | 1| s 5 (s,1C),158.8 (s, 1 C), 138.6 (s,
1283 | 1 - 7 1C),137.2(s,1C), 136.3 (s, 1
1261 | 1 2.9 2" C), 1321 (s,1C), 132.2 (br q,
1259 | 1 2.9 4 J=33.3Hz, 1C), 131.0(s, 1 C),
1235 | 1 2729 CF3 130.2 (s, 1 C), 128.3 (s, 1 C),
nra |1 4a 126.1 (br q, J=2.9 Hz, 1 C),
ITRK : 125:9 (b1 g, J2.9 Hz. 1)
\ 123.5 (q, J=272.9 Hz, 1 C),
1174 (s,1C), 116.4 (s, 1 C)
1"(1C) 3"(1C) 4a(1C)
5"(1C) 5"(1 o 8(1C)
! o
cranic 8a(1°) " 6v1c)  av1c) S
. N cd o_8200 T
3"(1C) 2(1C) R g’ggm ”
4"(1C) ~ 4 g Tely &
. = (16 © AR ~
2°(10) = 3 e / T
8a(1C) 8
1"(1C) CF3(1C)
5"(1C) §
6%(1€) ©
6(1C)4a(1C)
4(1C) 5(1C) 8(1C) i MW. W
S 388832288888 g
g @855%8%586‘;% T \\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
1 ‘ = ”E‘ L \ 176 160 152 136 Chemical Shift (ppm)
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 ‘ T T T T ‘ T T T
150 50 Chemical Shift (ppm) NVR-159 13C.spectrus



Shift | H m J Assign Acquisition Time (sec) 6.5536
(ppm) (Hz) Date 23/10/2018 14:59:00
8.26 | 1 d 2.4 2" Date Stamp 23/10/2018 14:59:00
8.10 | 1 dd 8.8,2.4 6" Frequency (MHz) 500.1930
788 | 1 8.9 5 Nucleus 1H
" Number of Transients 16
769 | 1 8.9 5 Solvent DMSO-d6
6.89 | 1 dd 8.9,2.4 6
6.79 | 1 d 2.4 8 ;
389 3 s - OMe H NMR (500 MHz, DMSO-d6) o)
ppm 8.26 (d, J=2.4 Hz, 1 H),
8.10 (dd, J=8.8, 2.4 Hz, 1 H),
y 7.88 (d, J=8.9 Hz, 1 H), 7.69 (d,
J=8.9 Hz, 1 H), 6.89 (dd, J=8.9,
24 Hz,1H),6.79 (d, J=2.4 Hz, 1
Ste TH) H), 3.89 (s, 3 H)
N 6(dd, 1H)
2" 8(d, 1H)
N~
&
©
2(d, 1H) 5"(d, 1H)
o
N
w‘ N~
2
8 o ©
6"(dd, 1H) ©
23
-~ 00 o
o
6(dd, 1H)
5"(d, 1H) )y ), % jj o i
6"(dd, 1H)
5(d, 1H) OMe(s, 3H)
' o 0.94 0.94 0.96 1.02 0.96 0.94
2"(d, 1H) g(d, 1H) © © L [ [ (S (I
" [92] <] U L T T T 1 [ T LI R L B B
§EIBRBIBBEIT - 8.0 7.5 Chemical Shift (ppm)
O o0

~NNG GG E OO l Jk ‘
ik il ‘
— i \ g
o IR
0.94 0.94 0.96 1.02 0.96 0.94 3.00

e 1 NVR-65 1H.spectrus

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)




6"

6"(dd, 1H)
5(d, 1H)
6(dd, 1H)
5"(d, 1H)
2"(d, 1H)
8(d, 1H)
Me,Me,I\IIIe(s, 9H)
©

@
™

— T e
1.181.03 1.|09 1.|09 1.|09 1.|07 1.‘05 Q.HOO

10 0

-40

Chemical Shift (ppm)

Shift | H m J Assign Acquisition Time (sec) 5.2429
(ppm) (Hz) Date 06/06/2019 21:11:00
10.68| 1 | brs - NH Date Stamp 06/06/2019 21:11:00
8.30 | 1 d 25 on Frequency (MHz) 400.0680
816 | 1| dd | 89 24 6" Nucleus —H
Number of Transients 16
793 | 1 8.4 5 Solvent DMSO-d6
772 1 8.8 5"
744 | 1 dd 84,19 6 1
a2 1 4 17 s H NMR (400 MHz, DMSO-d;)) &
133| 9| s Me, Me, Me ppm 10.68 (br s, 1 H), 8.30 (d,
J=2.5 Hz, 1 H), 8.16 (dd, J=8.9,
24 Hz,1H),7.93(d, J=8.4 Hz, 1
H), 7.72 (d, J=8.8 Hz, 1 H), 7.44
(dd, J=8.4, 1.9 Hz, 1 H), 7.32 (d,
J=1.7 Hz, 1 H), 1.33 (s, 9 H)
. /// / ! 1/ /
// \‘/ [ | w‘/
L | |
| 5(d, 1H) ‘ 8(d, 1H)
| > | g
| | 3| R
| |
}w 6(dd/g1H)
| $3 .9
| N~ N
"(4d 1H) s
1.03 1.09 1.09 1.09 1.07 1.05
[ [ (I (I (I
8.25 8.00 7.75 Chemical Shift (ppm)

NVR-68 1H.spectrus



Shift | H m J Assign Acquisition Time (sec) 10.6168
(ppm) (Hz) Date 16/08/2019 20:46:00
10.74| 1 s NH Date Stamp 16/08/2019 20:46:00
8.24 | 1 s - on Frequency (MHz) 300.1320
801| 1| brd 8.1 4 Nucleus 1H
Number of Transients 16
793/ 1) d 25 5 Solvent DMSO-d6
7.80 | 1 dd 8.7,2.5 7
761 1 t 8.0 5" ]
IR - o H NMR (300 MHz, DMSO-d;)) &
7.40 | 1 8.8 8 ppm 10.74 (s, 1 H), 8.24 (s, 1 H),
8.01 (br d, J=8.1 Hz, 1 H), 7.93
(d, J=2.5 Hz, 1 H), 7.80 (dd,
J=8.7,2.5Hz, 1 H), 7.61 (t,
J=8.0 Hz, 1 H), 7.43 (d, J=7.8
Hz, 1 H), 7.40 (d, J=8.8 Hz, 1 H)
8(d, 1H)
4"(br d, 1H) 67(d, 1H)
5(d, 1H) N
e
N
(o))
2"(s,1H) g @
N~
J
[o0]
5"(t, 1H)
7(dd, 1H) N
O~
2"(s, 1H) 2
4"(br d, 1H)
8(d, 1H)
6"(d, 1H) g
” = -
NH(s, 1H) 5(d, 1H) 0o
o _ 95 0.91 0.86 1.00 1.00 1.80
N ¢ 38 _g ¥ [ e | | \ |
S Qo 2K 5 S~ 3] T T T T T T T T T T T T . T T . T T
< © > o™ 8.25 8.00 7.75 Chemical Shift (ppm)
i J{M
B

0.93 0.950.910.
5 gy

861.001.0
! d

=

01.80
d

16 14

12

10

8

6

4

Chemical Shift (ppm)

2

0

NVR-160_ 1H.spectrus



Shift C m J Assign Acquisition Time (sec) 2.0447
(ppm) (Hz) Date 15/08/2019 22:00:00
158.0 | 1 s - 4 Date Stamp 15/08/2019 22:00:00
150.6 1 s 2 Frequency (MHz) 125.7870
147 7 1 s 8a Nucleus 13C
: - Number of Transients 2048
1388 | 1] s ! Solvent DMSO-d6
136.6 | 1 s 7
130.0 | 1 s - 5 13
1296 | 1 q | 315 3 C NMR (126 MHz, DMSO-d;;) &
1282 | 1| s - 6 ppm 158.0 (s, 1 C), 150.6 (s, 1
1269 | 1 q | 20 5" C), 147.7 (s,1C), 138.8 (s, 1 C),
126.8 | 1 s - 8 136.6 (s, 1 C), 130.0 (s, 1 C),
1241 | 1 q |2721 CF3 129.6 (q, J=31.5Hz, 1 C), 128.2
1229 | 1 s - 6" (s,1C),126.9 (q, J=2.0 Hz, 1 C),
1194 | 1] brg | 39 2" 126.8 (s, 1C), 1229 (s, 1 C),
SMSOd6 1157 | 1 s - 4a 1241 (q, J=272.1 Hz, 1 C),
154 | 1] brg | 39 4 119.4 (brq, J=3.9 Hz, 1 C),
115.7 (s, 1 C), 115.4 (br q, J=3.9
Hz, 1 C)
5(1C)
410) 3(10) CF3(1C)
S 1"(1C) L, 2to 4"(1c)
i 2(1¢) _ o) 3 e 4a(1C)
B o < Q2 < 6"(1C) =
o~
CF3(1C) 8
3"(1C)
" " 8 O N~
~4"(10) 3 Eg
1"(1C) 2"(1C) ) Tc
2(1C) 7(1C)6"(1C) g &
I I I N
8a(1C) 5(1C)4a(1C) =
e s0) A o A \
S5NL88508rg g8 e e
5 N © PN 0N 5 O
gggeeeggegg g“:g \\H\‘\H\‘H\\“H\‘\H\“H\‘\H\‘\H\‘\H\‘\H\‘HH‘HH‘HH‘HH‘HH‘HH‘HH‘HH‘\H\‘\
B 155 150 145 140 135 130 Chemical Shift (ppm)

L L NVR-160_13C.spectrus



Shift | H m J Assign Acquisition Time (sec) 10.6168
H O O (ppm) (Hz) Date 11/04/2016 13:45:00
795 1 dd 8.1,1.5 6 Date Stamp 11/04/2016 13:45:00
H 6 727 6 - 4" 3" 5" 2" 6" 4 Frequency (MHz) 300.1310
1 669 1| d 8.5 3 Nucleus —__1H
N 1 659 | 1| brt 5 p Number of Transients 16
6 5 : r : Solvent CHLOROFORM-d
2 345 | 2 t 7.2 CH2NH
296 | 2 t 7.2 CH2Ph 1
5 3 5 4 H NMR (300 MHz,
CHLOROFORM-d) & ppm 7.95
4 3 (dd, J=8.1, 1.5 Hz, 1 H), 7.16 -

7.40 (m, 6 H), 6.69 (d, J=8.5 Hz,
1H), 6.59 (br t, J=7.5 Hz, 1 H),
3.45 (t, J=7.2 Hz, 2 H), 2.96 (1,
J=7.2 Hz, 2 H)

0.04

4".3",5" 2" 6" 4(m)

Q
N/
~ /
/
. /
N
N~
6(dd R 3(d) 5(brt)
N~ r
o |CHLOROFORM-d
™ P> | 1N o o
832 ol 1]~ se ®©
'(;. NING ~ ) © ©
N~

4".3" 5" 2" 6" 4(m)

CHLOROFORM-d
6(dd) CH2Ph(t)

©
N 5(brt) CH2NH(t)
ey 3(d) 0 g
RCAIN XN 1.07 9.61 1.04 118
eF» 523 [ [ — (B B
~ ~ N~ P o~ ] T T T T T 1 T 1 T ] 1 T ] [ [ I
8.0 7.5 7.0 Chemical Shift (ppm)

I [
1.079.611.04 1.18 2.002.19
H u H [

Tromaril_1H.spectrus

14 12 10 8 6 4 2 0 -2 Chemical Shift (ppm)



Shift C m Assign Acquisition Time (sec) 3.6438
H O O (ppm) Date 27/04/2016 21:10:00
" 1730 | 1 s COOH Date Stamp 27/04/2016 21:10:00
1 H 2 151.5 1 s 2 Frequency (MHz) 75.4753
" Nucleus 13C
6 N 1 3" 139.1 ! S ! Number of Transients 1200
2 1356 | 1] s 4 Solvent CHLOROFORM-d
132.6 | 1 s 6
" " 1288 | 2 s 2" "
° 3 6 4 1286 | 2| s 3", 5" 3C NMR (75 MHz,
4 5" ﬁjj 1 s ‘; CHLOROFORM-d) & ppm 173.0
111'3 1 S s (s,1C),151.5(s, 1 C), 1391 (s,
e T z ; 1C), 135.6 (s, 1 C), 132.6 (s, 1
44_;1 ] s CHANA C),128.8 (s,2C), 128.6 (s, 2 C),
55 |1 s CHaPh 126.5(s,1C), 114.7 (s, 1 C),

111.3 (s, 1 C), 108.6 (s, 1 C),

44.4 (s,1C), 355 (s, 1 C)

f

26"
3 5
o
©
o
o N
~ v«
©
N
6 4 5 3
4 3 @ 2 =
" n [(e] 4
8 9 T8
4 ® 0]
3 S
2"’6" -~
g 3,5
464 CH2NH
N 534
COOH 2 Eg % CH2Ph 3
: 090IJNB Row ‘ -
3 BOBNTT S S8 g S 3
0 §QQQ o -To I8
'R \\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\
140 135 130 125 120 Chemical Shift (ppm)

220 200 180 160 140 120 100 80 60 40 Chemical Shift (opm) Tromari|_13C.SpeCtFUS



Shift

Assign Acquisition Time (sec) 3.9846
3" DMSO-d6 (ppm) (Hz) Date 01 May 2018 15:53:15

O 2" 4" 13.00 brs - COOH Date Stamp 01 May 2018 15:53:15

I
3
o

1
O 10.32| 1 s - CONH Frequency (MHz) 400.0700
788 | 1| dad 7.8,0.8 6 Nucleus . 1H
n Number of Transients 16
1 1 769| 2 | brd 75 6", 2" Solvent DMSO-d6
6 5" 765 1 dd 74,11 3 Temperature (degree C) 25.003
N 757 | 1 td 7.5,1.0 5 ]
H 6" 755 1 ¢ 73 4 H NMR (400 MHz, DMSO-d6) o)
5 3 733 2| t 7.9 5", 3" ppm 13.00 (brs, 1 H), 10.32 (s, 1
707 1] 't 7.3 4 H), 7.88 (dd, J=7.8, 0.8 Hz, 1 H),
4 7.69 (brd, J=7.5 Hz, 2 H), 7.65
(dd, J=7.4,1.1 Hz, 1 H), 7.57 (id,
5",3"(t, 2H) J=7.5,1.0 Hz, 1 H), 7.55 (t,
4"(t%1H) J=7.3 HZ, 1 H), 7.33 (t, J=7.9 HZ,
att, 1H) 2H),7.07 (t, J=7.3 Hz, 1 H)
6(dd, 1H) 3(dd, 1H)
5(td, 1H) 6",2"(br d, 2H) 5",3"(t, 2H)
3(dd, 1H) 3 4(t, TH) 2
6",2"(br d, 2H) S 5(td, 1H) -
CONH(s, 1H) E als 4"(t',\1H)
Wate]
COOH(br s, 1H) 8
8 r |bMsO-de”]
poc . 1.06 3.15 2.09 2.11 1.05
- [E— I [ [
- HH‘HH‘HH‘HH‘\H\‘HH‘H\\‘\\H‘HH‘\H\‘HH‘HH‘HH‘HH‘\\H‘HH‘\H\‘HH‘HH‘HH‘HH
J[ 7.9 7.8 7.7 7.6 7.5 7.4 7.3 Chemical Shift (ppm)
JL J L}L A L Il i
I
— N
1.00 1.04 1.06 3.152.092.11 1.05

e NVR-53 1H.spectrus

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)




N
HO._O . o .

5"
6"

Iz

3(1C)
4"(1C)
6",2"(2C)
1"(1C)
2(1¢)
1(1C)
4(1C)
5(1C)
6(1C)
5",3"(2C)

128.60 -

119.48

CONH(1C)
COOH(1C)

167.45
167.35
139.56
138.90
131.69
127.77

DMSO-d6

Shift
(ppm)

@}

3

Assign

167.5

COCH

167.4

CONH

139.6

1"

138.9

131.7

129.9

129.5

129.4

a0 N

128.6

127.8

w

123.3

119.5

N2 N|malalajlalalala

o nl n | n | n no nu 0 nnu/ n| n

2(1€)

1"(1C)

©
v o
Q2
g
o

6(1C)

131.69

Acquisition Time (sec)

1.0224

Date

01 May 2018 15:58:18

Date Stamp 01 May 2018 15:58:18
Frequency (MHz) 100.5977

Nucleus 13C

Number of Transients 64

Solvent DMSO-d6

Temperature (degree C) 25.000

C NMR (101 MHz, DMSO-d;) &

ppm 167.5 (s, 1 C), 167.4 (s, 1
C),139.6 (s,1C),138.9 (s, 1 C),
131.7 (s, 1C), 1299 (s, 1 C),
129.5(s,1C), 1294 (s, 1 C),
128.6 (s,2C),127.8 (s, 1 C),
123.3(s,1C),119.5(s,2 C)

5(1C) 3(1C)

5",3"(2C)
o
3
Q won
S 6",2"(2C)
[ee]
3
o
1(10)
4(1€) 4"(1C)
ol K N
+ & g N g
o-af o I3\
AR =
N

-

250 200 150 100

50

Chemical Shift (ppm)

140

135

130

125 Chemical Shift (ppm)

NVR-53 13C.spectrus




Shift | H m J Assign Acquisition Time (sec) 3.9846
HO O (ppm) (Hz) Date 01 May 2018 16:07:05
13.37| 1| brs - COOH Date Stamp 01 May 2018 16:07:05
10.34| 1 - NH Frequency (MHz) 400.0700
H H 2" ° " Nucleus 1H
1 " 9.78 | 1 - NH -
N N 1 " 896 | 1 8.3 Number of Transients 16
6 3 i i Solvent DMSO-d6
2 795 1 dd 78,15 Temperature (degree C) 25.000
754 1| ddd |85,7.3,15 4 ]
5 3 O 5" 4" 751 2 d 73 2" 6" H NMR (400 MHz, DMSO-d6) o)
728 2| t 7.9 3", 5" ppm 13.37 (brs, 1 H), 10.34 (s, 1
4 5" 7.04 | 1 t 7.7 5 H), 9.78 (s, 1 H), 8.36 (d, J=8.3
6.98 | 1 t 7.3 4" Hz, 1 H), 7.95 (dd, J=7.8, 1.5 Hz,
1 H), 7.54 (ddd, J=8.5,7.3, 1.5
Hz, 1 H), 7.51 (d, J=7.3 Hz, 2 H),
7.28 (t, J=7.9 Hz, 2 H), 7.04 (t,
J=7.7 Hz, 1 H), 6.98 (t, J=7.3 Hz,
1H)
4(ddd, 1H)
2,67(d, 2H) 3",5"(t, 2H)
o2 3
2T >
4614
3. 1H)
6(dd, 1H) o 5(t, 1H)
! X 6(dd, 1H) 218 w
3",5"(t, 2H) RS << - ~ S 3
8 & ) ©
4"(t, 1H) NN ~
3(d, 1H) 5(t, 1H)
4(ddd‘l, 1H)
NHS 1H) o 6"Hd 2H)
NH(s, 1H) ’ o: %ﬂ /
;' [ee] S E co /»"/
o N T DMSO-d6']
COOH(br s, 1H) 27 5303z 1838 [;MSO ® 0.98 0.98 2.97 2.00 1.001.00
— L B S g I L 5 L
(7‘-,_ | ) . T T T T T 7 T T I I T T T T T T I I T T
i U l ‘ g 8.0 7.5 Chemical Shift (ppm)
N |
| )
0.92 ogsoggogs/;)gszsézoom(;)}oo
\\\‘\\\\‘\\\\‘\\%“\\\\‘\\\\‘\%\\H\\L\J‘\\u\\‘\\\\u‘\\u\\‘g\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\ NVR-54_1H.SpeCtrUS
16 14 12 10 8 6 2 Chemical Shift (ppm)



169.40
152.27
142.23

H 2
N

6"
5"

5(1C)

3(1C)
2",6"(2C)

1"(1C)
4(1C)

co(1C) 8(10)1(1C)
COOH(1C) 2(1C) ¢

128.6

130.97
122.10

Ll H‘ ’L

L |

©

118.7
115.40

3“

4“

DMSO-d6

Chemical Shift (ppm)

250

200

150

100

50

Shift C m Assign Acquisition Time (sec) 1.0224
(ppm) Date 01 May 2018 16:11:28
169.4 | 1 s COOH Date Stamp 01 May 2018 16:11:28
152.3 1 s co Frequency (MHz) 100.5977
1422 1 s 9 Nucleus 13C
" Number of Transients 64
197 | 1] s ! Solvent DMSO-d6
133.7 1 S 4 Temperature (degree C) 24.999
131.0 | 1 s 6
1287 | 2 s 3", 5" 13
1 111 < . C NMR (101 MHz, DMSO-dg) &
1209 | 1| s 4 ppm 169.4 (s, 1 C), 152.3 (s, 1
1198 | 1| s 3 C),142.2 (s,1C), 139.7 (s, 1 C),
188 | 2| s 2", 6" 133.7 (s, 1 C), 131.0 (s, 1 C),
1154 | 1| s 1 128.7 (s, 2 C), 1221 (s, 1 C),
120.9 (s, 1 C), 119.8 (s, 1 C),
118.8(s,2C), 1154 (s, 1 C)
3",5"(2C) 2,67(2C)
é 3(1c)
] ©
T ©
5(1C)
4"(1C)
2(1C) 4(1C)  6(1C) = 1(1C)
g 1010 ~ ~ N S
I3 - ™~ @ N 8 <
3 ~ o I R & ©
3 T T T = -
\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\
140 135 125 Chemical Shift (ppm)

NVR-54 13C.spectrus




Shift | H m J Assign Acquisition Time (sec) 3.9846
H O O (ppm) (Hz) Date 12 Jun 2018 14:48:18
13.07| 1| brs COOH Date Stamp 12 Jun 2018 14:48:18
H 2" 965 | 1 brs - CONH Frequency (MHz) 400.0700
1 " 791 1| dd | 79,16 6 Nucleus _ 1H
N O 1 " 261 3 53 Number of Transients 4
6 3 : m 19 Solvent DMSO-d6
2 724 3 m - 2",6" 4 Temperature (degree C) 24.999
7.07 | 1 tt 7.3, 1.1 4" )
5 3 O 6" 4" 6.78 | 1 td 75.1.0 5 H NMR (400 MHz, DMSO-d;,) 6
ppm 13.07 (brs, 1 H), 9.65 (brs,
4 5" 1H), 7.91 (dd, J=7.9, 1.6 Hz, 1
H), 7.31-7.41 (m, 3 H), 7.20 -
7.28 (m, 3 H), 7.07 (tt, J=7.3, 1.1
3",5",3(m, 3H) Hz, 1 H), 6.78 (td, J=7.5, 1.0 Hz,
a(tt, H) 1 H)
5(td, 1H) 3",5",3(m, 3H)
2",6",4(m, 3H) 2",6",4(m, 3H)
& 0
N N
© &
X s S8
[sg] ™ N~ Y
N | o ~
8™ ~|e
R Q
! 4"(tt, 1H 5(td, 1H)
6(dd, 1H) - iy - ) -
Rk v AR
CONH(brs,1H) & 5 2
2R S
3l o
~ IS
©
COOH(br s, 1H) 1.08
~ © [
Q @ ‘ T T T ‘ T T T ‘ T T T ‘ T T T T ‘ T
e °’f 7.5 Chemical Shift (ppm)
N
0.98 1.00 1.083.233.251.08 1.08
\\\‘\\\\‘\\\\‘\\\l\:‘\‘\\\‘\\\\‘\\\\‘lﬁ‘\‘\l:\l\\‘u\\\u\‘\\u\\‘u\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\ NVR-60_1H.SpeCtrUS
16 14 12 10 8 6 4 2 Chemical Shift (ppm)



2 \[‘r
5 3 O ¢ 4"
4 5"
4"(I1C)
2",6"(2C)
2(1C)  5(1C)

4(1C) 3(1C)
6(1C) 1(1C)
3",5"(2C)
1",CONH(2C)

129.48
121.37

COOH(1C)

117.40
113.73

123.09
112.56

169.96
146.99
140.49
134.16

o1 3

DMSO-d6

i Ll

250 200 150 100

50

Chemical Shift (ppm)

Shift C m Assign Acquisition Time (sec) 1.0224
(ppm) Date 12 Jun 2018 14:50:13
170.0 | 1 s COOH Date Stamp 12 Jun 2018 14:50:13
147.0 2 s 1" CONH Frequency (MHz) 100.5977
140.5 1 s 9 Nucleus 13C
Number of Transients 16
1342 | 1] s 4 Solvent DMSO-d6
131.9 1 S 6 Temperature (degree C) 25.001
1295 | 2 s 3" 5"
123.1 1 s 4" 13
12 T2 < & C NMR (101 MHz, DMSO-d;) &
174 | 1] s 5 ppm 170.0 (s, 1 C), 147.0 (s, 2
1137 | 1 s 3 C),140.5(s,1C),134.2 (s, 1 C),
1126 | 1| s 1 131.9 (s, 1 C), 129.5 (s, 2 C),
123.1(s,1C), 1214 (s, 2 C),
117.4 (s, 1 C), 113.7 (s, 1 C),
112.6 (s, 1 C)
4"(1C)
2",6"(2C)
3",5"(2C) '
1 N~
© B¢}
<t ~
07. N
& o
3(1€)
4(1C)e(1c) >(1e) 1(1C)
1"CONH2C)  2(1¢) © o 3 S o
2 2 i o5 & R
g S T T T o
\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\‘\\\\\\\\\
145 140 135 130 125 Chemical Shift (ppm)

NVR-60_ 13C.spectrus



Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 09 Aug 2018 13:07:42
H O 13.68| 1 brs - COOH Date Stamp 09 Aug 2018 13:07:42
804 | 2 dd 79,16 2" 6" Frequency (MHz) 400.0700
794 2 m 3.6 Nucleus 1H
1 7781 2 4 Number of Transients 16
6 : m - ’ Solvent DMSO-d6
764 3 m - 5,3" 5" Temperature (degree C) 25.000
1
H NMR (400 MHz, DMSO-d;,) 6
5 ppm 13.68 (brs, 1 H), 8.04 (dd,

4 J=7.9, 1.6 Hz, 2 H), 7.89 - 7.97
(m, 2 H), 7.74 - 7.81 (m, 2 H),
7.60 - 7.68 (m, 3 H)

3,6(m, 2H)
5,3",5"(m, 3H) 5,3",5"(m, 3H)
<
4" 4(m, 2H) Q
2767(gd, 2H) DMSO-d6
3 2",6"(dd, 2H) 4",4(m, 2H)
~ ™ o
[Te} o N o
Q © N © ©
3 S 3,6(m, 2H) N ~
8 © ,om, N~
CD. <
3 N 2
8 o |& - 0
© ~ S
2
[ee] 0 |~
N
N~
©
N o
=] -9
Q —{© ~
'\ .
) M o /
/ ~ // /J‘
] / P Vs /j) Y,
s g _ Vs
N~
o
o *
~  PMS0-d6 2.02 1.97 2.02 3.00
COOH(br s, 1H) 2 | | | | | | | |
Ev \\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
o J ~Y @MSL)-%* 8.1 8.0 7.9 7.8 7.7 Chemical Shift (ppm)
°

N

0 2fergr S”SO NVR-59 1H.spectrus

14 12 10 8 6 4 2 0 Chemical Shift (ppm)
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Shift C m Assign Acquisition Time (sec) 1.0224
(ppm) Date 10 Aug 2018 00:02:10
167.7 | 1 s COOH Date Stamp 10 Aug 2018 00:02:10
164.3 1 s o Frequency (MHz) 100.5977
163.9 1 s 5 Nucleus 13C
: Number of Transients 256
129 | 1] s ! Solvent DMSO-d6
132.1 1 S 4 Temperature (degree C) 25.000
131.9 | 1 s 6
1317 | 1] s 4" C NMR (101 MHz, DMSO-d;) &
E’Zj 1 s 2 ppm 167.7 (s, 1 C), 164.3 (s, 1
129'5 5 z o C),163.9(s,1C), 1329 (s, 1 C),
126'5 5 . 132.1(s,1C),131.9 (s, 1 C),
233 |11 < 131.7 (s, 1 C), 130.5 (s, 1 C),
1230 | 1 s ] 129.7 (s, 1 C),129.5 (s, 2 C),
: 126.5(s,2C), 123.3 (s, 1 C),
123.0 (s, 1 C)
3(1€) 6",2"(2C)
1(10) 5",37(2C) B
6",2"(2C) 5 S
! »
210 4(1C) T
1"(1C) (;(10)
4ae 47'(H1C)
5(1C)
6(1C "
(1€) = v o 2(1C)
yue T (10)
5(1C) o § TT ]
2'1C 3(1c) 109 8 S
(e 5",3"(2C) @ - &
5(1C) < © 3 5
— 0 :
COOH(1C) g © Y
I N - -~
- NOT
33 T YQ
\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
H\ | V 132 130 128 126  Chemical Shift (ppm)

250 200 150 100 50  Chemical Shift (opm) NVR-59_ 13C.spectrus



Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 09 Mar 2020 15:52:38
10.59| 1 s BOH Date Stamp 09 Mar 2020 15:52:38
940 | 1 brs NH Frequency (MHz) 400.0700
8.06 | 1 s 4" Nucleus 1H
. Number of Transients 4
80212 s 2", 6 Solvent DMSO-d6
799 | 1 brd 7.5 8 Temperature (degree C) 20.263
750 1| ddd |8.2,7.1,1.3 6 1
1 4 50 s H NMR (400 MHz, DMSO-d;)) &
707 1] t 7.3 7 ppm 10.59 (s, 1 H), 9.40 (brs, 1
H), 8.06 (s, 1 H), 8.02 (s, 2 H),
6 7.99 (brd, J=7.5 Hz, 1 H), 7.50
(ddd, J=8.2, 7.1, 1.3 Hz, 1 H),
7.11 (d, J=8.0 Hz, 1 H), 7.07 (t,
NVR-154_1H J=7.3 Hz, 1 H)
4"(s) 8(or o)
2",6"(s)
S
[o0]
6(ddd)
4"(s)
8(br d)
2",6"(s) 8 5(d) 7t
. S 2 7
[o0]
BOH(s)
B
o ©
-~ S
) \
NH(br s) 1.10 1.94 0.99 1.02 0.99 1.00
o L] [ (I
< T T I T T T T T T T T T T T
® 8.00 7.75 7.50 Chemical Shift (ppm)
R — —
[ 7 7
1.000.98 1.10 1.940.99 1.020.99 1.00
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\E\J\\%\\u\‘\g\\%\\\%‘\\u\\‘u\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\ NVR-154_1H.SpeCtrus
16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)




NVR-154_13C DMSO-d6
5"-CF3,3"-CF3
3" 5"
4."
2"6"
1| § 8a
3 1
r4a 8 ;5 .
coNow Yo ~
S ElNIaTobgcey
oM 2N —
BIrC8E8 3 Vgt
ﬂ “ “Mili\
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
250 200 150 100 50 Chemical Shift (ppm)

Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 10 Mar 2020 06:47:01
1537 | 1 s 3 Date Stamp 10 Mar 2020 06:47:01
145.4 1 s 4a Frequency (MHz) 100.5977
1415 1 s qn Nucleus 13C
: Number of Transients 256
128 | 1] s Solvent DMSO-d6
132.7 1 S - Temperature (degree C) 20.895
1304 | 2| brgq | 29 2" 6" 13
1303 | 2 q | 329 3 5 C NMR (101 MHz, DMSO-d;) &
1233 | 2| q |272.2|5"-CF3,3"-CF3 ppm 153.7 (s, 1 C), 145.4 (s, 1
121.0 | 1 s C),141.5(s,1C),132.8 (s, 1 C),
1201 | 1| brspt | 3.9 4" 132.7 (s, 1 C), 130.4 (br q, J=2.9
145 | 1 s Hz, 2 C), 130.3 (q, J=32.9 Hz, 2
4.2 | 1] brs 8a C),121.0 (s, 1 C), 120.1 (br spt,
J=3.9 Hz, 1 C), 123.3 (q,
J=272.2 Hz, 2 C), 114.5 (s, 1 C),
114.2 (brs, 1 C)
6
g 8" 5".CF3,3"-CF3 8a
5 74" 5
S @ ~
2 g 3 5o ] T
1] : — TS ®
© SR %8;
T8
&
3 gle
x S5
T o
(S 0 N
o N -
o 2
‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
155 150 145 140 135 130 Chemical Shift (ppm)

NVR-154 13C.spectrus



Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 10 Mar 2020 06:30:05
-61.09 6| s Date Stamp 10 Mar 2020 06:30:05
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 20.092

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.09 (s, 6 F)

NVR-154_19F INVR-154_19F

-61.09

-61.09

74.74

-60.90 -60.95 -61.00 -61.05 -61.10 -61.15 Chemical Shift (ppm)

20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-154 19F.spectrus



Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 27 Feb 2020 03:22:41
10.45| 1 s - BOH Date Stamp 27 Feb 2020 03:22:41
02.09 | 1 - NH Frequency (MHz) 400.0700
799 | 1 6.8 8 Nucleus 1H
: : Number of Transients 16
747 | 1| ddd |8.3,7.2 1.4 6 Solvent DMSO-d6
720 4 7.0 2", 6" 3", 5" Temperature (degree C) 19.591
7.08 | 1 8.0 )
704 | 1 t 74 H NMR (400 MHz, DMSO-d;,) 6
ppm 10.45 (s, 1 H), 9.09 (s, 1 H),
7 S 7.99 (d, J=6.8 Hz, 1 H), 7.47
6 (ddd, J=8.3, 7.2, 1.4 Hz, 1 H),
6(ddd, 1H) 7.20 (d, J=7.0 Hz, 4 H), 7.08 (d,
2",6",3",5"(d, 4H) J=8.0 Hz, 1 H), 7.04 (t, J=7.4 Hz,
1H
7(t, 1H) ) 2",6",3",5"(d, 4H)
5(d, 1H) o
" C\!
(=] N~
C\! -
8(d, 1H)™ N
N
N~
7t 1H)
NH(s, 1H)
” 5(d. 1H)
3 8(d, 1H 6(ddd, 1H)
= DMSO-d6 © N e 3 s 3
S® N | T~ ';)
o~ N < © |
BOH(s, 1H) BE~ SIS N
: . J b
2 Wateﬂ 4 IV
S«
NESRS!
838% |/ ="
SN (e [DMSO-d6* 1.00 1.00 3.92 1.00 1.00
8 S g | | | | |
. \‘HH‘HH‘HH‘HH‘HH‘\H\‘HH‘\H\‘H\\‘\\\\‘HH‘HH‘HH‘HH‘HH‘\\\\‘\\\\‘HH‘HH‘HH‘HH‘H
~ 8.0 7.9 7.8 7.7 7.6 7.5 7.4 7.3 Chemical Shift (ppm)
L\
0.97  1.011.001.003.92 1.001.00
\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\u\\‘\\\E‘\\H\\‘g\\%‘\\g\‘\u\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\ NVR-156_1H.SpeCtrUS
16 14 12 10 8 6 4 2

0 Chemical Shift (ppm)



Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 27 Feb 2020 03:37:08
160.6 | 1 d |2416 4" Date Stamp 27 Feb 2020 03:37:08
154.2 1 s 3 Frequency (MHz) 100.5977
145.6 1 s i 4a Nucleus 13C
: - Number of Transients 256
154 | 1] d |29 ! Solvent DMSO-d6
132.7 2 S - 86 Temperature (degree C) 20.458
1306 | 2 d 8.8 2" 6"
120.8 | 1 s - 7 13
7 5 50 T2 Tms] 335 C NMR (101 MHz, DMSO-d;)
1143 | 1 s } 5 ppm 160.6 (d, J=241.6 Hz, 1 C),
6 154.2 (s, 1 C), 145.6 (s, 1 C),
135.4 (d, J=29 Hz, 1 C), 132.7
(s, 2 C), 130.6 (d, J=8.8 Hz, 2 C),
120.8 (s, 1 C), 115.0 (d, J=22.5
Hz, 2 C), 114.3 (s, 1 C)
2",6"(2C)
8,6(2C)
S
S
3",5"(2C)
5(1C
2 o(" )
[o0] Q ~
3",5"(2C) 4a(1c) g e gy
27,6"(2C) 3(1€) 3 u § h
8,6(2C) 5 g S
p:
" (o]
1"(1C) . - 1"(1C)
4a(1€)  5(1c) © 39
4"(1C) E 7(10) E % 88
310) Cg o N ©
8 85038
NG |To+-od
o I o STy
Qo | &
58 | 2 g WWM%WWWM \W
\‘HH‘HH\HH‘HH‘H\\‘H\\‘HH‘HH‘\H\‘HH\HH‘HH‘HH‘HH‘HH‘H\\‘HH‘HH\HH‘HH
H ‘ 160 155 150 145 140 135 130 Chemical Shift (ppm)

20 200 150 100 50  Chemical Shift (opm) NVR-156_13C.spectrus



Shift | F | m J Acquisition Time (sec) 1.4680

(ppm) (Hz) Date 27 Feb 2020 03:20:23

-117.05/ 1 | dt | 13.3,6.8 Date Stamp 27 Feb 2020 03:20:23
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 128
Solvent DMSO-d6
Temperature (degree C) 19.600

"°F NMR (376 MHz, DMSO-d;) &

7 5 ppm -117.05 (dt, J=13.3, 6.8 Hz,
1F)
6
1HF
; 1F
1.0

0.5

-117.01

-116.90 -116.95 -117.00 -117.05 Chemical Shift (ppm)

20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-156 19F.spectrus



Opénlynx Report - James B Page 1

Sample: 1 Vial:1:19 ID:JB175 filtsol-1
File:JB175 filtsol-1 Date:19-Jun-2019 Time:18:29:26
Description:

Printed: Thu Jun 20 14:20:48 2019

3: UV Detector: TAC: Wavelength Range: (210 - 400) 1.537e+2
Range: 1.65%9e+2
(1)
1.5e+2 100%
256.0(66%)
256.0(36%)
1.0e+2 oL
o)
<
5.0e+1
0.0
T e e e e e Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
Peak Number Compound Time Area %Total Mass Found
1 Found 2.01 100.00 256.0, 256.0
1: MS ES+ :TIC Smooth (Mn, 2x2) 3.1e+007
(1)
1oo€ 100%
] 256.0(66%)
80 256.0(36%)
3 2.01
60
-
404
20
EWWWV'A‘W’F——M .
1T e e e e Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
2: MS ES- :TIC Smooth (Mn, 2x2) 6.3e+006
(1)
100 100%
256.0(66%)
80 256.0(36%)
2.00
60
o
40
20
AN It
o+ e e e e Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00



Opénlynx Report - James B Page 2

Sample: 1 Vial:1:19 ID:JB175 filtsol-1
File:JB175 filtsol-1 Date:19-Jun-2019 Time:18:29:26
Description:

Printed: Thu Jun 20 14:20:48 2019

Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
1 Found 2.01 257 1 Found 2.01 255
1:MS ES+ 2:MS ES-
9.1e+006 9.6e+005
100 257.3 100 255.2
oe 50 o 2 5
54.
256.3_[258.3 3511.3
113.0] 374. 512.3 767.3 gs56.2
597.2 843.0 / | J
0 — 1 ——— m/ 2 o+ +——r— bt~ m/z
500.0 1000.0 500.0 1000.0
Peak ID Compound Time Mass Found
1 2.01 Not Found
1: (Time: 2.01) Combine (1204) 3:UV Detector
3.017 AU
3.0 238.9
2.0
2 294.9
1.03
0.0F T L T ]Nm
300.0 400.0

NVR-156 LCMS



Thermo Exactive Plus EMR Orbitrab HESI pos

Relative Abundance

100

278.0742

278.9462

278.6974

279.0705

\ 279.1473

280.0738

280.1877

280.5687

281.0773

281.5451

278.0748

279.0714

280.0744

281.0768
" Y

T e
281.0

™

T

T
281.5

NL:

4.07E7
0619428_190626131909#14-
31 RT:0.12-0.26 AV:18T:
FTMS + p ESIFull ms
[100.0000-1200.0000]

NL:

1.64E4

C13 H10 BFN2 O2 Na:
C13H10B1F1N202Nay
p(gss, s /p:40) Chrg 1

R: 20000 Res .Pwr . @FWHM

NVR-156 HRMS



Thermo Exactive Plus EMR Orbitrab HESI pos

m/z Theo. Mass Delta (ppm) RDB equiv. Composition
279.0705 279.0712 -2.36 9.5 C13 H1I002 N2 BF Na €«
279.0698 2.46 10.0 C11H8ON5BF Na

NVR-156 HRMS



DMSO-d6

Me,Me,Me,ﬂMe(s, 12H)

DMSO-d6*
DMSO-d6*

1%
o
-

Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 27 Feb 2020 01:53:39
996 | 1| s - NH Date Stamp 27 Feb 2020 01:53:39
9.25 | 1 s NH" Frequency (MHz) 400.0700
815 | 2 s 2" 6" Nucleus 1H
" Number of Transients 16
T s - 4 Solvent DMSO-d6
751 1 d 7.0 3 Temperature (degree C) 19.625
737 2| m - 5,6 1
706 1| td | 71,14 4 H NMR (400 MHz, DMSO-d) 6
123 12] s Me, Me, Me, Me ppm 9.96 (s, 1 H), 9.25 (s, 1 H),
8.15 (s, 2 H), 7.71 (s, 1 H), 7.51
(d, J=7.0 Hz, 1 H), 7.32 - 7.43
(m, 2 H), 7.06 (td, J=7.1, 1.4 Hz,
2",6"(s, 2H) 1H),1.23 (s, 12 H)
0
o
4 " [
‘ 4%s, 1H) 5,6(m, 2H)
| 8
3. Ah) 4(td, 1H)
‘ o | ——

5,6(m, 2H) |
2",6"&3, 2H) IJ
-~
NH"(s, 1H 4(td, 1H
(§ )LD H ( ) ) %a 2.03 0.99 1.02 2.03 1.02
NH(s, 1H) = 3(d, 1H) : 0.9¢ 102 . _
«© - [e0)] ‘ T T T T ‘ T ‘ T T T ‘ T T T T ‘ T T T T ‘ T
2 g l'i nBC8S H 8.0 7.5 Chemical Shift (ppm)
[ Lk M

N

T
0.990.99 2.030.991.022.031.02
g d g 4 u i

12.00
4

NVR-155_ 1H.spectrus

16

14

12

10 8 6

4

2 0

Chemical Shift (ppm)



Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 27 Feb 2020 02:08:07
153.6 1 s - coO Date Stamp 27 Feb 2020 02:08:07
141.7 1 s 1 Frequency (MHz) 100.5977
1412 1 s qn Nucleus 13C
Number of Transients 256
1342 | 1] s - 3 Solvent DMSO-d6
1307 | 2 q 32.0 5", 3" Temperature (degree C) 20.511
130.3 1 s - 5 13
123.3 2 q 272.9|5"-CF3, 3"-CF3 C NMR (101 MHZ’ DMSO'de) 6
1229 | 1] s ppm 153.6 (s, 1 C), 141.7 (s, 1
1192 | 1 s - 6 C),141.2(s,1C),134.2 (s, 1 C),
1190 | 2| brg | 30| 62" 130.3 (s, 1 C), 130.7 (g, J=32.0
1151 | 1| brspt | 3.9 4" Hz, 2 C), 122.9 (s, 1 C), 119.2 (s,
824 | 2| s 5.4 1 C), 119.0 (br q, J=3.0 Hz, 2 C),
250 4] s Me, Me, Me, Mg 123.3 (q, J=272.9 Hz, 2 C),
115.1 (br spt, J=3.9 Hz, 1 C)
DMSO-d6 ! ! ’
82.4 (s, 2 C), 25.0 (s, 4 C)
5"-CF3,3"-CF3
53" :
5 < 6"’_‘,2
1 3 § o
” ” 8 S i
1" = o ~
n < ™ — ©
3 e 5T %
N o -z
kN 8 | .
I |7 s
a A ~—
S
5"'CF£"'CF3 Mve,Me‘,Me,Me
6",2 o
7 =
15"3" 4 9
CO 1" 35 ‘!6‘ o
w‘—vg I\;-N‘§l:oo @ ®
3553 S5808ge,® g
— - T~ ANY
=~ AE ~ -~ \\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
| el || M ‘ 145 140 135 130 125 Chemical Shift (ppm)
\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘
150 100 50 Chemical Shift (ppm) NVR-155 1 BC.spectrus



Shift F|lm Acquisition Time (sec) 1.4680
(ppm) Date 27 Feb 2020 01:51:09
-61.65 6| s Date Stamp 27 Feb 2020 01:51:09
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 128
Solvent DMSO-d6
Temperature (degree C) 19.639

"°F NMR (376 MHz, DMSO-d;) &
ppm -61.65 (s, 6 F)

61.65 -
Il
-61.65 19

1.0

0.5

1
-61.08

-61.1 -61.2 -61.3 -61.4 -61.5 Chemical Shift (ppm)

-61.08

20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-155 19F.spectrus



Shift | H m J Assign Acquisition Time (sec) 3.9846
(ppm) (Hz) Date 25 Feb 2020 13:44:41
9.36| 1 | brs - NH" Date Stamp 25 Feb 2020 13:44:41
935! 1 | brs - NH Frequency (MHz) 400.0700
744 | 3 | m _ 6 2" 6" Nucleus 1H
: L Number of Transients 4
O\ /O 72611 m 3 Solvent DMSO-d6
B 723 | 1 m 5 Temperature (degree C) 25.004
H H o 718 | 2 | brt 8.9 3", 5" )
2 N N_1" 700 1] td | 71,14 4 H NMR (400 MHz, DMSO-d;) 6
3 119 [ 12] s - Me, Me, Me, Me ppm 9.36 (br's, 1 H), 9.35 (br s,
1 1H), 7.37-7.50 (m, 3 H), 7.24 -
s 7.30 (m, 1 H),7.21-7.24 (m, 1
4 6 s H), 7.18 (brt, J=8.9 Hz, 2 H),

DMSO-d6
|

Me,Me,Me,Me(s, 12H) _6,2",6"(m, 3H)

DMSO-d6*
DMSO-d6*

(2]
—
—

6,2",6"(m, 3H)
4(td, 1H)
3",5"(br t, 2H)

NH"(br s, 1H)  3(m; 1H)

7.00 (td, J=7.1,1.4 Hz, 1 H),
1.19 (s, 12 H)

3",5"(br t, 2H)

NH(br s, 1H) 3(m; 1H) 3.15 1.00 1.07  1.99 1.06
\ J \ I J [
mgg L ‘ [ N R ‘ [ N R ‘ [ N ‘ T T T T T TT ‘ T T T T T TT ‘ [ N
PN 7.5 7.4 7.3 7.2 7.1 Chemical Shift (ppm)

| L

16 14 12 10 8 6 4 2 0 Chemical Shift (ppm)

1.080.733.15 1.uo;)1.uo7;1.‘u991.1ﬁ)6 12,00 NVR_1 57 1 H SpeCtI'US



Shift C m J Assign Acquisition Time (sec) 1.0224
(ppm) (Hz) Date 25 Feb 2020 18:18:10
158.4 | 1 d 239.6 4" Date Stamp 25 Feb 2020 18:18:10
154.2 | 1 s 7" Frequency (MHz) 100.5977
1412 | 1 s i 1 Nucleus 13C

" Number of Transients 256
134211 d | 20 ! Solvent DMSO-d6
133.4 | 1 S 6 Temperature (degree C) 25.008
129.1 | 1 s 3 13
26 11 < | - . C NMR (101 MHz, DMSO-d;) &
1225 | 2 | brd | 39 2", 6" ppm 158.4 (d, J=239.6 Hz, 1 C),
M7a 1] s | - 5 154.2 (s, 1 C), 141.2 (s, 1 C),
1154 2| d | 225 3", 5" 134.2 (d, J=2.0 Hz, 1 C), 133.4
812 | 2| s - 4,5 (s,1C),129.1 (s, 1 C), 122.6 (s,
254 4] s Me, Me, Me, Me 1 C), 122.5 (br d, J=3.9 Hz, 2 C),

1171 (s, 1 C), 115.4 (d, J=22.5

(I;l)z 2C),81.2(s,2C),254 (s, 4

3",5"(2C)
5(1C)
2",6"(2C) &
n gm
1"(1C) 4(1C) © -
6 b B
19 301c) 2@
7"(1C) 2 @ NE
( 1(10) B « oo
N — N S
N o ~ N~
3 = =
3",5"(2C) e <
2"6"(2C) ae) P
17(1C) o @ 32
! Me,Me,Me,Me(4C) o 5
1(1C) 4(1C) = S
<
. 6(1C)5(1C '
aac) 810)301C) #,5(20) &
L 098I N <
wﬁgw‘tqzqmm ©
ng;QS%NNSS
oNPIT =T
22 Q ‘ ‘ \\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
B “, N 160 155 150 145 140 135 130  Chemical Shift (ppm)

250 200 150 100 50 Chemical Shift (opm) NVR-1 57_1 3C.spectrus



Shift F m Acquisition Time (sec) 1.4680

(ppm) Date 25 Feb 2020 18:01:20

-119.43| 1| brs Date Stamp 25 Feb 2020 18:01:20
Frequency (MHz) 376.4419
Nucleus 19F
Number of Transients 16
Solvent DMSO-d6
Temperature (degree C) 25.003

"°F NMR (376 MHz, DMSO-d;) &
ppm -119.43 (brs, 1 F)

1HF :
o 1
o i 1F
T ) 3
1 e
10 -
0.5i
0 —
7\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\‘\\\\
1191  -1192 -1193 -1194 -1195  Chemical Shift (ppm)

W00 1

20 0 -20 -40 -60 -80 -100 -120 -140 -160 -180 Chemical Shift (ppm)

NVR-157_19F.spectrus




"

Openlynx Report - James B Page 1

Sample: 1 Vial:1:20 ID:JB176 filtsol-1
File:JB176 filtsol-1 Date:19-Jun-2019 Time:18:34:41
Description:

Printed: Thu Jun 20 14:20:56 2019

3: UV Detector: TAC: Wavelength Range: (210 - 400) 1.396e+2
Range: 1.519e+2
(2)
100%
256.0(66%)
256.0(37%)
1.0e+2 2.01
= 7.5e+1
<
5.0e+1
2.5e+1
0.0
....,.......,.]....,....,....,,,.,,....,..,.|..,.|..,.]....,....[....,....,....,Time
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
Peak Number Compound Time Area %Total Mass Found
2 Found 2.01 100.00 256.0, 256.0
1: MS ES+ :TIC Smooth (Mn, 2x2) 2.8e+007
(2)
100 80%
256.0(66%)
80 256.0(37%)
2.01
60
) 40 ey
8
(1) 3 gs
12% ¥
20 0.94
0 ...,[....,..1.,.,..,..,.,.,,.I....,,...],..|,....,....|....|,...,....,....,....lTime
0.50 1.00 1.50 2.00 2.50 3.00 3.50 4.00
2: MS ES- :TIC Smooth (Mn, 2x2) 5.7e+006
(2)
1°°€ 100%
E 256.0(66%)
804 256.0(37%)
E 2.01
o
oot T ,.,.I...,,....|....,....,....,....I.,,.l..|.|,...,||.,|..|||....|Time
0.50 1.00 1.50 2.00 2.50 3.00 3950 4.00

NVR-157 LCMS



Openlynx'Report - James B Page 2
Sample: 1 Vial:1:20 ID:JB176 filtsol-1
File:JB176 filtsol-1 Date:19-Jun-2019 Time:18:34:41
Description:
Printed: Thu Jun 20 14:20:56 2019
Peak ID Compound Time Mass Found Peak ID Compound Time Mass Found
2 Found 2.01 257 2 Found 2.01 255
1:MS ES+ 2:MS ES-
8.1le+006 8.8e+005
100 257.3 100 255.2
o 50 o ole =
256.3258.3 ) 301.2 511.2 767, 3
112.9 512.3 -3 856.2
597.2
0+ |:'|l‘||l|8v43r.]: m/z 0...,(.1..,1/‘....‘1. — m/z
500.0 1000.0 500.0 1000.0
Peak ID Compound Time Mass Found
2 2.01 Not Found
2: (Time: 2.01) Combine (1206) 3:UV Detector
2.88 AU
242.9
2.0
=)
<
1.0 294.9
0.0+ T3 i 7 T ™ Nm
300.0 400.0

NVR-157 LCMS



Thermo Exactive Plus EMR Orbitrab HESI pos

379.1591 NL:
100- 1.66E8
= 0619429_190626130907#13-
90— 34 RT:0.11-0.29 AV: 22 T:
3 FTMS +p ESIFull ms
807 [100.0000-1200.0000]
70
o 1
g
8 607
T U
3 3
< 503
S 1
2 7
T 40
[7] e
r A
305 378.1629
] 380.1624
20
10
013776490 378.4009 378.6486 378.9660 | 379.3532 379.9166 380.6474 380.9577 381.1657 382.2997
g 379.1603 NL:
1007 1.56E4
3 C19H22 BFN2 O3 Na:
90: C19H22B1F1N203Nay
B p(gss, s /p:40) Chrg 1
804 R: 20000 Res .Pwr . @FWHM
70
60
50
40
30
3 380.1634
20
10
E 3811660 382.1686
0 BEAEABRARN R8AZ baxad REARY BEELY) 1FSSET R CLlal R REASA FLL AT RIS MRRA RESSS RASES RESAS RS RARAT GRS REGL Libes Al O ) i N LBSnd AL [AR] RASE] Rezad SRARI RASSH Eatid RAES RELEH RECRNREESH LERAL FAZES AASLH SEOAH REZAY
3775 378.0 3785 379.0 3795 380.0 380.5 381.0 3815 382.0 3825
m/z

NVR-157 HRMS



Thermo Exactive Plus EMR Orbitrab HESI pos

m/z

379.1591

Theo. Mass

379.1586
379.1600
379.1573

379.1573

Delta (ppm)

1.24
-2.30
4.77

4.78

RDB equiv.

10.0
9.5
5.0
10.5

Composition

C17 H2002 N5 B F Na
CI9H22 03 N2BF Na &«
C16 H24 O6 N B F Na

C15H18 ON8BF Na

NVR-157 HRMS



