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1. Experimental Procedures

1.1 General Information

ILs were synthesized and purified following a previously reported procedure. '

Unless otherwise noted, starting materials, reagents, and solvents were purchased from
commercial suppliers and were used without further purification.

Reactions were routinely monitored by thin-layer chromatography (TLC) performed on silica
gel 60 F254 (layer 0.2 mm) pre-coated aluminium foil (with fluorescent indicator UV254)
(Sigma-Aldrich). Developed plates were air-dried and visualized by UV detector (A: 254/365
nm) and/or by staining and warming with potassium permanganate or ninhydrin solutions.
Automated flash chromatography was performed using Biotage® Selekt with Sfar Silica HC
Duo 5g or 10g cartridges. '"H NMR and *C NMR spectra were recorded at room temperature
at 400 and 101 MHz, respectively, on a Bruker Avance III HD 400 spectrometer in the indicated
solvent by using residual solvent peak as internal standard. Chemical shifts are reported in ppm
() and the coupling constants (J) are given in Hertz (Hz). Peak multiplicities are abbreviated
as follows: s (singlet), br (broad signal), d (doublet), dd (double doublet), t (triplet), dt (double
triplet), q (quartet), and m (multiplet). High-Resolution Mass Spectroscopy (HRMS) analyses
were carried out on Agilent Technologies 6540 UHD Accurate Mass Q-TOF LC-MS system.
The analyses were carried out according to the method listed below. The mobile phase was a
mixture of water (solvent A) and acetonitrile (solvent B), both containing formic acid at 0.1%.
Method: Acquity UPLC BEH C18 1.7 um (C18, 150 x 2.1 mm) column at 40° C using a flow
rate of 0.65 mL/min in a 10 min gradient elution. Gradient elution was as follows: 99.5:0.5
(A/B) to 5:95 (A/B) over 8 min, 5:95 (A/B) for 2 min, and then reversion back to 99.5:0.5 (A/B)
over 0.1 min. Mass spectra are recorded on a mass spectrometer using positive mode electro
spray ionization. HPLC analyses were performed with an Agilent 1200 series system.
Chromatography was performed on an Agilent Eclips XDB-C18 column reversed-phase
(4.6x150 mm, 5 pm particle size) at 25°C, using a gradient elution at 1.0 mL min'. The mobile
phase was a mixture of water containing formic acid at 0.1% (solvent A) and acetonitrile
(solvent B). Gradient elution was as follows: 30% to 100% of B over 10 min, 100% of B for 2
min, 100% to 80% of B from 12 to 23 min, 80% to 30% of B for 1 min and 30% of B from 24
to 30 min; injection volume: 10 pL. The column was re-equilibrated for 15 min between
individual runs. Melting points were determined in capillary tubes (Biichi Melting Point

Apparatus model 535).
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1.2 Synthetic procedures

1.2.1 General Procedure A: coupling amidation for the synthesis of PROTAC 3a (Entries
1-6, Table 2).

Under nitrogen atmosphere, to a stirred solution of indomethacin (1) (0.056 mmol, 1.0 equiv),
amine derivative (2a) (0.056 mmol, 1.0 equiv.) and DIPEA or Et3N (0.168 mmol, 3.0 equiv.) in
dry DMF (1.0 mL) at 0°C, was added the opportune coupling agent (0.070 mmol, 1.25 equiv.)
and then the reaction mixture was stirred at room temperature for 16 h. The mixture was diluted
with water and was extracted with EA (3x10 mL). The reunited organic phases were washed
with water (3x20 mL), brine (1x15 mL), dried over Na>SOg, filtered, and evaporated to dryness.
The crude was then purified by automated flash chromatography on SiO» cartridge
(DCM/MeOH, 95:5 to 90:10) to afford the titled compound as a light-yellow solid. In particular,
by using 1) HBTU/DIPEA, the yield was 25% (entry 1, Table 2), 2) DCC-DMAP/ DIPEA, the
yield was 31% (entry 2, Table 2), 3) HOBt-EDC*HCI/DIPEA the yield was 23% (entry 3, Table
2), 4) PyBOP/DIPEA the yield was 26% (entry 4, Table 2), 5) COMU/DIPEA, the yield was
34% (entry 5, Table 2), 6) HATU/DIPEA, the yield was 28% (entry 6, Table 2).

The spectroscopic data for PROTAC 3a are in agreement with those reported in the literature.?
"H NMR (400 MHz, DMSO-ds) & 8.98 (s, 1H), 8.38 (d, J = 7.4 Hz, 1H), 7.98 — 7.89 (m, 1H),
7.85 (d, J=9.0 Hz, 1H), 7.66 (dd, J = 16.6, 8.0 Hz, 4H), 7.40 (dd, /= 21.8, 7.8 Hz, 4H), 7.12
(s, 1H), 6.93 (d, J=9.1 Hz, 1H), 6.71 (d, J= 8.1 Hz, 1H), 5.13 — 5.07 (m, 1H), 4.96 — 4.87 (m,
1H), 4.53 — 4.38 (m, 2H), 4.27 (br s, 1H), 3.75 (s, 3H), 3.66 — 3.43 (m, 5H), 3.22 — 3.14 (m,
2H), 2.49 — 2.16 (m, 18H), 2.06 — 1.96 (m, 1H), 1.84 — 1.73 (m, 1H), 1.37 (d, /= 6.7 Hz, 3H),
0.93 (s, 9H). *C NMR (101 MHz, DMSO-ds) § 171.69, 171.07, 170.23, 169.92, 169.76, 168.30,
155.99, 151.94, 148.20, 145.14, 138.02, 135.64, 134.72, 131.59 (2C), 131.34, 130.75, 130.13,
129.50 (2C), 129.27 (2C), 126.83 (2C), 114.97, 114.80, 111.53, 102.56, 69.23, 59.01, 57.24,
56.95, 56.65, 55.92, 53.27, 52.88, 48.16,45.11, 41.51, 38.18, 36.65, 35.79, 31.67, 30.62, 28.42
(30), 26.90, 22.90, 16.45, 13.84. HRMS (ESI/Q-TOF) m/z [M+H]+ calcd for Cs2Hs3CINgOsS
995.42563, found 995.42844.

1.2.2 General Procedure B: coupling amidation for the synthesis of PROTAC 3a (entries
1-10, Table 3).

Under nitrogen atmosphere, to a stirred solution of indomethacin (1) (0.056 mmol, 1.0 equiv.),
amine derivative (2a) (0.056 mmol, 1.0 equiv.) and DIPEA (0.168 mmol, 3.0 equiv.) in the
opportune solvent (1.0 mL) at 0°C, was added HATU (0.070 mmol, 1.25 equiv.) and then the

reaction mixture was stirred at room temperature for 16 h. The mixture was diluted with water

S3



and was extracted with EA (3x10 mL). The reunited organic phases were washed with water
(3x20 mL), brine (1x15 mL), dried over Na,SOys, filtered, and evaporated to dryness. The crude
was then purified by automated flash chromatography on SiO; cartridge (DCM/MeOH, 95:5 to
90:10) to afford the titled compound as a light-yellow solid. In particular, by using 1) DCM, the
yield was 28% (entry 1, Table 3), 2) CPME, the yield was 14% (entry 2, Table 3), 3) 2-Me-
THEF, the yield was 17% (entry 3, Table 3), 4) [OMIM][NTTf:], the yield was 55% (entry 4, Table
3), 5) [OMIM][PFs], the yield was 68% (entry 5, Table 3), 6) [OMIM][ClO4], the yield was
75% (entry 6, Table 3), 7) [BMIM][BFs], the yield was 68% (entry 7, Table 3), 8) [BMIM][PFs],
the yield was 73% (entry 8, Table 3), 9) [BMIM][NTT:], the yield was 30% (entry 9, Table 3),
10) [TBMA][MsO], the yield was 32% (entry 10, Table 3).

The spectroscopic data for PROTAC 3a are in agreement with those reported in the literature.?

1.2.3 Operational procedure for 0.279 mmol-scale preparation of PROTAC 3a.

General procedure B (reaction time 2.5 h) was followed by using indomethacin (1) (0.100 g,
0.279 mmol), amine derivative (2a) (0.193 g, 0279 mmol), DIPEA (0.029 mL, 0.168 mmol),
HATU (0.133 g, 0.349 mmol) in [OMIM][CIO4] as solvent (5.0 mL), to afford the titled
compound as light-yellow solid (0.188 g, 68% yield) after purification by automated flash
chromatography on SiOz cartridge (DCM/MeOH, 95:5 to 90:10).

The spectroscopic data for PROTAC 3a are in agreement with those reported in the literature.’

(2S,4R)-1-((S)-2-(5-(2-(1-(4-chlorobenzoyl)-5-methoxy-2-methyl-1H-indol-3-yl)
acetamido)pentanamido)-3,3-dimethylbutanoyl)-4-hydroxy-N-((5)-1-(4-(4-methylthiazol-
5-yD)phenyl)ethyl)pyrrolidine-2-carboxamide (3b).

General procedure B (2 h) was followed, by using indomethacin (1) (0.020 g, 0.056 mmol) and
VHL-linker intermediate (2b)* (0.032 g, 0.056 mmol) in [OMIM][C1O4] as solvent (0.056 M),
to afford the titled compound as light-yellow solid (0.029 g, 59% yield) after purification by
automated flash chromatography on SiO; cartridge (DCM/MeOH, 99:1 to 95:5, v/v). 'H NMR
(400 MHz, CDCl3) 6 8.72 (s, 1H), 7.66 (d, J= 8.3 Hz, 2H), 7.47 (d, J= 8.3 Hz, 2H), 7.44-7.28
(m, 5H), 6.97 (d, /= 2.3 Hz, 1H), 6.91 (d, J=9.0 Hz, 1H), 6.69 (dd, J = 8.9, 2.3 Hz, 1H), 6.34
(d, J=8.8 Hz, 1H), 5.92 (t, /= 5.9 Hz, 1H), 5.13-5.02 (m, 1H), 4.73 (t, /= 8.0 Hz, 1H), 4.51
(d, J=8.9 Hz, 1H), 4.46 (s, 1H), 4.02 (d, J = 11.7 Hz, 1H), 3.80 (s, 3H), 3.72-3.57 (m, 2H),
3.53(dd,J=11.3,3.3 Hz, 1H), 3.32-3.19 (m, 1H), 3.14-3.00 (m, 1H), 2.62-2.46 (m, 4H), 2.36
(s, 3H), 2.20 (t, J = 6.7 Hz, 2H), 2.12-2.00 (m, 1H), 1.61-1.50 (m, 2H), 1.49-1.35 (m, 5H),
1.01 (s, 9H); C NMR (101 MHz, CDCls) § 173.43, 172.18, 170.40, 169.69, 168.53, 156.27,
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150.45, 147.77, 143.47, 139.59, 136.54, 133.61, 131.29, 131.18 (2C), 130.99, 130.48, 130.38,
129.54 (2C), 129.24 (2C), 126.51 (2C), 115.11, 112.86, 112.11, 101.26, 70.00, 58.35, 57.52,
56.89, 55.84, 48.86, 38.52, 35.39, 35.18, 35.11, 32.09, 28.47, 26.49 (3C), 22.25, 21.87, 15.79,
13.40. HRMS (ESI/Q-TOF) m/z [M+H]+ caled for C47HssCINsO7S 883.36142, found
883.36275.

(25,4R)-1-((S)-2-(7-(2-(1-(4-chlorobenzoyl)-5-methoxy-2-methyl-1H-indol-3-yl)
acetamido)heptanamido)-3,3-dimethylbutanoyl)-4-hydroxy-/N-((5)-1-(4-(4-methylthiazol-
5-yD)phenyl)ethyl)pyrrolidine-2-carboxamide (3c).

General Procedure B (2 h) was followed by using indomethacin (1) (0.020 g, 0.056 mmol) and
VHL-linker intermediate (2¢)* (0.034 g, 0.056 mmol) in [OMIM][C1O4] as solvent (0.056 M),
to afford the titled compound as light-yellow solid (0.027 g, 53% yield) after purification by
automated flash chromatography on SiO; cartridge (DCM/MeOH, 99:1 to 95:5, v/v). 'H NMR
(400 MHz, CDCl3) 8 8.67 (s, 1H), 7.66 (d, J = 8.3 Hz, 2H), 7.52 (d, /= 8.0 Hz, 1H), 7.48 (d, J
= 8.2 Hz, 2H), 7.44-7.34 (m, 4H), 6.93 (d, /= 2.4 Hz, 1H), 6.87 (d, J=9.1 Hz, 1H), 6.69 (dd,
J=9.2,2.0Hz, 1H), 6.27 (d, J= 8.3 Hz, 1H), 5.77-5.68 (m, 1H), 5.14-5.03 (m, 1H), 4.74 (t, J
=17.9 Hz, 1H), 4.57 (d, J = 8.6 Hz, 1H), 4.47 (s, 1H), 4.13 (d, J = 11.7 Hz, 1H), 3.82 (s, 3H),
3.62 (s, 2H), 3.57 (dd, J = 11.4, 3.2 Hz, 1H), 3.16 (dd, J = 13.5, 7.1 Hz, 2H), 2.59-2.43 (m,
4H), 2.37 (s, 3H), 2.26-2.02 (m, 3H), 1.65-1.44 (m, 5H), 1.44-1.29 (m, 2H), 1.30-1.14 (m,
4H), 1.04 (s, 9H); '*C NMR (101 MHz, CDCl3) § 173.76, 172.16, 170.04, 169.77, 168.41,
156.20, 150.33, 148.46, 143.26, 139.63, 136.41, 133.56, 131.63, 131.22 (2C), 130.96, 130.84,
130.37, 129.57 (2C), 129.25 (2C), 126.45 (2C), 115.10, 112.89, 112.06, 101.15, 69.99, 58.32,
57.59, 56.77, 55.77, 48.86, 39.33, 35.96, 35.56, 34.89, 32.22, 29.05, 28.16, 26.53 (3C), 26.06,
25.14, 22.29, 16.08, 13.30. HRMS (ESI/Q-TOF) m/z [M+H]+ caled for C49HsoCINsO7S
911.39272, found 911.39345.

(25,4R)-1-((S)-2-(tert-butyl)-14-(1-(4-chlorobenzoyl)-5-methoxy-2-methyl-1H-indol-3-yl)-
4,13-diox0-6,9-dioxa-3,12-diazatetradecanoyl)-4-hydroxy-N-((S)-1-(4-(4-methylthiazol-5-
y)phenyl)ethyl)pyrrolidine-2-carboxamide (3d).

General Procedure A (1.5 h) was followed, by using indomethacin (1) (0.020 g, 0.056 mmol)
and VHL-linker intermediate (2d)* (0.034 g, 0.056 mmol) in [OMIM][CIO4] as solvent (0.056
M), to afford the titled compound as light-yellow solid (42 mg, 80% yield) after purification by
automated flash chromatography on SiO cartridge (DCM/MeOH 99:1 to 95, v/v). 'H NMR
(400 MHz, CDCI3) 6 8.81 (brs, 1H), 7.63 (d, /= 8.0 Hz, 2H), 7.47 (d, J= 7.9 Hz, 3H), 7.40 (d,
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J=17.9 Hz, 2H), 7.31 (d, J = 7.8 Hz, 2H), 7.04 (d, J = 9.0 Hz, 1H), 6.96 (s, 1H), 6.81 (s, 1H),
6.72 (d, J = 8.8 Hz, 1H), 6.59 (d, J = 7.7 Hz, 1H), 5.08-4.96 (m, 1H), 4.67 (d, J=9.2 Hz, 1H),
447 (s, 1H), 431 (t, J = 7.9 Hz, 1H), 3.99-3.43 (m, 16H), 3.40-3.32 (m, 1H), 2.56 (s, 3H),
2.40-2.27 (m, 4H), 2.09-2.00 (m, 1H), 1.40 (d, J = 6.8 Hz, 3H), 1.01 (s, 9H). HRMS (ESI/Q-
TOF) m/z [M+H]+ calcd for CasHs7CIN6OoS 929.36690, found 929.36968.

(25,4R)-1-((S)-2-(2-(4-(2-(1-(4-chlorobenzoyl)-5-methoxy-2-methyl-1 H-ind ol-3-yl)
acetyl)piperazin-1-yl)acetamido)-3,3-dimethylbutanoyl)-4-hydroxy-/N-((S)-1-(4-(thiazol-
5- yl)phenyl)ethyl)pyrrolidine-2-carboxamide (3e).

General Procedure B (1.5 h) was followed, by using indomethacin (1) (0.020 g, 0.056 mmol)
and VHL-linker intermediate (2e)° (0.034 g, 0.056 mmol) in [OMIM][CIO4] as solvent (0.056
M), to afford the titled compound as light-yellow solid (43 mg, 84% yield) after purification by
automated flash chromatography on SiO; cartridge (DCM/MeOH 99:1 to 95:5, v/v). 'H NMR
(400 MHz, CDCl3) 6 8.67 (s, 1H), 7.72 (d, J= 8.4 Hz, 1H), 7.66 (d, J= 8.3 Hz, 2H), 7.47 (d, J
= 8.4 Hz, 2H), 7.43 — 7.31 (m, 5H), 6.96 (d, J = 2.1 Hz, 1H), 6.79 (d, J=9.0 Hz, 1H), 6.68 —
6.62 (m, 1H), 5.12 — 5.04 (m, 1H), 4.73 (t, J = 7.8 Hz, 1H), 4.55 — 4.43 (m, 2H), 4.13 (d, J =
11.7 Hz, 1H), 3.90 — 3.76 (m, 4H), 3.71 (s, 2H), 3.65 — 3.50 (m, 4H), 3.01 (s, 2H), 2.61 — 2.43
(m, 7H), 2.43 — 2.32 (m, 4H), 2.11 — 2.00 (m, 1H), 1.47 (d, J = 6.8 Hz, 3H), 1.05 (s, 9H); 1*C
NMR (101 MHz, CDCl3) 6 171.76, 169.47, 168.77 (2C), 168.31, 156.02, 150.31, 148.52,
143.07, 139.40, 135.31, 133.79, 131.54, 131.24 (2C), 130.95, 130.84, 130.60, 129.58 (2C),
129.17 (2C), 126.44 (2C), 114.92, 113.00, 111.47, 101.61, 70.11, 58.13 (2C), 56.62, 55.77,
53.79, 53.15 (2C), 48.86, 35.32, 34.70, 31.93, 30.25, 29.71, 26.58 (3C), 22.22, 16.11, 13.44.
HRMS (ESI/Q-TOF) m/z [M + H]+ calcd for C4sHs6CIN7O7S 910.37232, found 910.37507.

N1-(3-(4-(3-(2-(1-(4-chlorobenzoyl)-5-methoxy-2-methyl-1H-indol-3-yl)
acetamido)propyl)piperazin-1-yl)propyl)-N4-((S)-1-((2S5,4R)-4-hydroxy-2-(((S)-1-(4-(4-
methylthiazol-5-yl)phenyl)ethyl)carbamoyl)pyrrolidin-1-yl)-3,3-dimethyl-1-
oxobutan-2-yl)succinamide (3f).

General Procedure B (2 h) was followed, by using indomethacin (1) (0.020 g, 0.056 mmol) and
VHL-linker intermediate (2f)° (0.043 g, 0.056 mmol) in [OMIM][CIO4] as solvent (0.056 M),
to afford the titled compound as light-yellow solid (24 mg, 40% yield) after purification by
automated flash chromatography on SiO> cartridge (DCM/MeOH 99:1 to 95: 5, v/v). '"H NMR
(400 MHz, CDCls) 8 8.63 (s, 1H), 8.00 (brs, 1H), 7.85 (brs, 1H), 7.64 (d, /= 8.4 Hz, 2H), 7.46
(d,J=8.4 Hz, 2H), 7.41 —7.31 (m, 4H), 6.91 (d, /= 1.8 Hz, 1H), 6.82 (d, J=9.0 Hz, 1H), 6.65
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(dd, J=9.1,2.0 Hz, 1H), 6.36 (brs, 1H), 5.14 — 5.01 (m, 1H), 4.87 — 4.78 (m, 1H), 4.63 — 4.53
(m, 1H), 4.48 — 4.41 (m, 1H), 4.11 — 4.01 (m, 1H), 3.79 (s, 3H), 3.64 — 3.51 (m, 3H), 3.45 (s,
2H), 3.42 - 3.16 (m, 4H), 2.87 — 2.19 (m, 22H), 1.85 — 1.54 (m, 4H), 1.47 (d, J = 6.8 Hz, 3H),
1.04 (s, 9H). HRMS (ESI/Q-TOF) m/z [M + Na]+ calcd for CssH72CINgOsS 1088.48053, found
1088.4833.

The spectroscopic data for PROTACs 3b-3f are in agreement with those reported in the

literature.> ¢

2-(1-(4-chlorobenzoyl)-5-methoxy-2-methyl-1H-indol-3-yl)-N-(2-(2-(2-((2-(2,6
dioxopiperidin-3-yl)-1,3-dioxoisoindolin-4-yl)amino)ethoxy)ethoxy)ethyl)acetamide (4a).
General Procedure B (2 h) was followed, by using indomethacin (1) (0.020 g, 0.056 mmol) and
CRBN-linker intermediate (4-((2-(2-(2-aminoethoxy)ethoxy)ethyl)amino)-2-(2,6-
dioxopiperidin-3-yl)isoindoline-1,3-dione hydrochloride)® (0.025 g, 0.056 mmol) in
[OMIM][CIO4] as solvent (0.056 M), to afford the titled compound as yellow solid (18 mg,
43% vyield) after purification by automated flash chromatography on SiO; cartridge
(DCM/MeOH 99:1 to 95:5, v/v). 'H NMR (400 MHz, CDCl3) § 8.43 (br s, 1H), 7.65 (d, J =
8.5 Hz, 2H), 7.54 — 7.42 (m, 3H), 7.11 (d,J=7.1 Hz, 1H), 6.97 — 6.89 (m, 1H), 6.90 — 6.83 (m,
2H), 6.71 — 6.63 (m, 1H), 6.32 (br s, 1H), 4.91 —4.79 (m, 1H), 3.79 (s, 3H), 3.67 (s, 2H), 3.64
—3.58 (m, 2H), 3.55 — 3.36 (m, 10H), 2.86 — 2.64 (m, 3H), 2.34 (s, 3H), 2.12 — 2.05 (m, 1H).
BCNMR (101 MHz, CDCls) § 171.06, 169.29, 168.46, 168.34, 167.52, 156.19, 146.63, 139.50,
136.41, 136.08, 133.62, 132.53, 131.21 (2C), 130.89, 130.40, 129.19 (2C), 116.78, 115.02,
112.79, 112.12, 111.81, 110.42 (2C), 101.02, 70.61, 70.09, 69.77, 69.08, 55.74, 48.85, 42.23,
39.54, 32.10, 31.32, 29.70, 22.86, 13.31. HRMS (ESI/Q-TOF) m/z [M + Na]+ calcd for
C3sH33CIN509766.22503, found 766.2273.

2-(1-(4-chlorobenzoyl)-5-methoxy-2-methyl-1H-indol-3-yl)-V-(10-((3-(2,6 dioxopiperidin-
3-yl)-4-o0x0-3,4-dihydrobenzo|d][1,2,3]triazin-6 yl)amino)decyl)acetamide (4b).

General Procedure B (1.5 h) was followed, by using indomethacin (1) (0.020 g, 0.056 mmol)
and CRBN-linker intermediate (3-(6-((10-aminodecyl)amino)-4-oxobenzo[d][1,2,3]triazin-
3(4H)-yl)piperidine-2,6-dione hydrochloride)” (0.026 g, 0.056 mmol) in [OMIM][CIO4] as
solvent (0.056 M), to afford the titled compound as yellow solid (23 mg, 55% yield) after
purification by automated flash chromatography on SiO» cartridge (DCM/MeOH/Acetone
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88:2:10, v/v). 'H NMR (400 MHz, CDCL3) § 8.09 (s, 1H), 7.90 (d, J = 8.9 Hz, 1H), 7.66 (d, J
= 8.2 Hz, 2H), 7.48 (d, J = 8.2 Hz, 2H), 7.20 (br s, 1H), 7.09 (d, J = 8.8 Hz, 1H), 6.91 — 6.83
(m, 2H), 6.73 — 6.65 (m, 1H), 5.80 — 5.70 (m, 1H), 5.60 (br s, 1H), 3.81 (s, 3H), 3.63 (s, 2H),
3.31—3.13 (m, 4H), 3.00 — 2.76 (m, 3H), 2.42 — 2.29 (m, 4H), 1.71 — 1.63 (m, 2H), 1.42 — 1.15
(m, 14H). 3C NMR (101 MHz, CDCls) § 170.94, 169.75, 168.39, 168.04, 156.26, 156.00,
151.80, 139.62, 136.57, 136.30, 133.55, 131.20 (2C), 130.89, 130.37, 130.31, 129.24 (2C),
121.95, 121.46, 115.11, 112.96, 112.38, 101.74, 100.78, 58.14, 55.74, 43.49, 39.61, 32.27,
31.03, 29.47, 29.23, 29.11, 29.04, 28.85, 26.84, 26.73, 26.68, 23.23, 13.28. HRMS (ESI/Q-
TOF) m/z [M + Na]+ calcd for C41HasCIN7Og 790.30903, found 790.3115.

2-(1-(4-chlorobenzoyl)-5-methoxy-2-methyl-1H-indol-3-yl)-V-(7-(4-(2-(2,6
dioxopiperidin-3-yl)-6-fluoro-1,3-dioxoisoindolin-5-yl)piperazin-1-yl)-7
oxoheptyl)acetamide (4c¢).

General Procedure B (1 h) was followed, by using indomethacin (1) (0.020 g, 0.056 mmol) and
CRBN:-linker intermediate (5-(4-(7-aminoheptanoyl)piperazin-1-yl)-2-(2,6-dioxopiperidin-3-
yl)-6-fluoroisoindoline-1,3-dione hydrochloride)® (0.029 g, 0.056 mmol) in [OMIM][CIO4] as
solvent (0.056 M), to afford the titled compound as yellow solid (24 mg, 53% yield) after
purification by automated flash chromatography on SiO; cartridge (PET/EA 10:90 to 100 EA
v/v). 'TH NMR (400 MHz, CDCl3) 8 7.99 (brs, 1H), 7.67 (d, J = 8.4 Hz, 2H), 7.55 — 7.46 (m,
3H), 7.38 (d, /= 7.0 Hz, 1H), 6.92 — 6.83 (m, 2H), 6.73 — 6.66 (m, 1H), 5.67 (br s, 1H), 4.94
(dd, J=12.1, 5.1 Hz, 1H), 3.90 — 3.74 (m, 5H), 3.64 (s, 4H), 3.32 — 3.15 (m, 6H), 2.94 — 2.70
(m, 3H), 2.38 (s, 3H), 2.32 (t, J=7.5 Hz, 2H), 2.18 — 2.11 (m, 1H), 1.61 — 1.53 (m, 2H), 1.49
—1.36 (m, 2H), 1.35 — 1.21 (m, 4H). '3*C NMR (101 MHz, CDCls) § 171.62, 170.64, 169.89,
168.36, 167.86, 166.71, 166.17 (d, J= 2.4 Hz), 158.28 (d, J= 256.2 Hz), 156.26, 145.37 (d, J=
9.1 Hz), 139.62, 136.34, 133.55, 131.22 (2C), 130.90, 130.31, 129.25 (2C), 128.97 (d, J= 2.8
Hz), 124.94 (d, J= 9.7 Hz), 115.11, 113.89 (d, J= 4.5 Hz), 112.88, 112.32 (d, J= 12.5 Hz),
112.31, 100.85, 55.78, 50.22, 49.90, 49.49, 45.30, 41.22, 39.48, 32.97, 32.25, 31.42, 29.29,
28.81, 26.44, 24.94, 22.66, 13.29. HRMS (ESI/Q-TOF) m/z [M + Na]+ caled for
C43H44CIFNgOg 849.27854, found 849.28.

2-(1-(4-chlorobenzoyl)-5-methoxy-2-methyl-1H-indol-3-yl)-NV-(4-((2-(2,6-dioxopiperidin-
3-yl)-6-fluoro-1,3-dioxoisoindolin-5-yl)amino)butyl)acetamide (4d).

General Procedure B (3 h) was followed, by using indomethacin (1) (0.020 g, 0.056 mmol) and
CRBN-linker intermediate (5-((4-aminobutyl)amino)-2-(2,6-dioxopiperidin-3-yl)-6-
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fluoroisoindoline-1,3-dione hydrochloride)® (0.022 g, 0.056 mmol) in [OMIM][CIO4] as
solvent (0.056 M), to afford the titled compound as yellow solid (30 mg, 78% yield) after
purification by automated flash chromatography on SiO» cartridge (PET/EA 50:50 to 100 EA
v/v). 'TH NMR (400 MHz, CDCl3) & 8.11 (br's, 1H), 7.70 — 7.64 (m, 2H), 7.51 — 7.46 (m, 2H),
7.37 (d, J=9.8 Hz, 1H), 7.01 (d, J= 7.1 Hz, 1H), 6.90 — 6.82 (m, 2H), 6.69 (dd, J = 9.0, 2.5
Hz, 1H), 5.67 (t, J= 6.1 Hz, 1H), 4.91 (dd, J=12.3, 5.3 Hz, 1H), 4.80 (br s, 1H), 3.80 (s, 3H),
3.66 (s, 2H), 3.31 — 3.19 (m, 4H), 2.92 — 2.68 (m, 3H), 2.39 (s, 3H), 2.15 - 2.09 (m, 1H), 1.61
—1.52 (m, 4H). >*C NMR (101 MHz, CDCl3) § 170.87, 170.11, 168.37, 168.23, 167.34, 166.81
(d, J = 2.9 Hz), 156.26, 153.62 (d, J = 248.4 Hz), 142.47 (d, J = 12.8 Hz), 139.73, 136.45,
133.43, 131.24 (2C), 130.94, 130.21, 130.08 (d, J = 2.3 Hz), 129.26 (2C), 118.37 (d, J = 8.7
Hz), 115.13, 112.71, 112.19, 110.05 (d, J = 22.4 Hz), 105.36 (d, J = 5.3 Hz), 101.00, 55.81,
49.27, 42.84, 39.00, 32.26, 31.45, 27.27, 25.97, 22.74, 13.24. HRMS (ESI/Q-TOF) m/z
[M+Na]+ calcd for C36H33CIFNsO7 724.19502, found 724.19524.

1-benzyl-5-butoxy-/N-(2-(4-(4-(((S)-1-((2S,4R)-4-hydroxy-2-(((S)-1-(4-(4-methylthiazol-5-
yD)phenyl)ethyl)carbamoyl)pyrrolidin-1-yl)-3,3-dimethyl-1-oxobutan-2-yl)amino)-4-
oxobutanoyl)piperazin-1-yl)ethyl)-2-methyl-1H-indole-3-carboxamide (5a).

General Procedure B (3.5 h) was followed, by using 1-benzyl-5-butoxy-2-methyl-1H-indole-3-
carboxylic acid (0.019 g, 0.056 mmol) and VHL-linker intermediate (2a)* (0.039 g, 0.056
mmol) in [OMIM][ClO4] as solvent (0.056 M), to afford the titled compound as yellow solid
(31 mg, 54% yield) after purification by automated flash chromatography on SiO2 cartridge
(DCM/MeOH 99:1 to 90:10 v/v). 'TH NMR (400 MHz, CDCl3) § 8.66 (s, 1H), 7.60 — 7.50 (m,
1H), 7.45 — 7.33 (m, 5H), 7.30 — 7.26 (m, 1H), 7.26 — 7.21 (m, 2H), 7.14 (d, /= 8.9 Hz, 1H),
6.96 (d, J = 6.6 Hz, 2H), 6.81 (dd, J = 8.9, 2.0 Hz, 2H), 6.59 (br s, 1H), 5.30 (s, 2H), 5.14 —
5.02 (m, 1H), 4.76 (t, J = 8.0 Hz, 1H), 4.55 — 4.40 (m, 2H), 4.08 — 3.97 (m, 3H), 3.76 — 3.50
(m, 8H), 2.79 — 2.44 (m, 17H), 2.15 — 2.05 (m, 1H), 1.79 — 1.72 (m, 2H), 1.53 — 1.42 (m, 5H),
1.05 (s, 9H), 0.95 (t, J = 7.4 Hz, 3H). *C NMR (101 MHz, CDCI3) § 172.95, 172.06, 170.25,
169.83, 154.85, 150.25, 148.47, 143.30, 142.37, 136.59, 131.61, 131.55, 130.80, 129.53 (2C),
128.90 (2C), 127.61, 126.44 (2C), 126.14, 125.93 (2C), 110.50 (2C), 107.70, 103.91, 70.03,
68.53 (2C), 58.30, 58.01, 56.90, 56.61, 52.74, 52.54, 48.83, 46.54, 45.26, 41.78, 35.80, 35.67,
35.04,31.61, 30.94, 28.35, 26.52 (3C), 22.26, 19.31, 16.11, 13.92, 11.76. HRMS (ESI/Q-TOF)
m/z [M+Na]+ calcd for CsaH70NsO7S 997.49804, found 997.50009.
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N-(3-((2-(4-(4-(((S)-1-((25,4R)-4-hydroxy-2-(((S)-1-(4-(4-methylthiazol-5
yD)phenyl)ethyl)carbamoyl)pyrrolidin-1-yl)-3,3-dimethyl-1-oxobutan-2-yl)amino)-4-
oxobutanoyl)piperazin-1-yl)ethyl)carbamoyl)-4,5,6,7-tetrahydrobenzo[b]thiophen-2-yl)-
5-phenyl-7-(trifluoromethyl)pyrazolo[1,5-a]pyrimidine-3-carboxamide (5b).

General Procedure B (4 h) was followed, by using 2-(5-phenyl-7-
(trifluoromethyl)pyrazolo[1,5-a]pyrimidine-3-carboxamido)-4,5,6,7-
tetrahydrobenzo[b]thiophene-3-carboxylic acid (0.027 g, 0.056 mmol) and VHL-linker
intermediate (2a)’ (0.039 g, 0.056 mmol) in [OMIM][CIO4] as solvent (0.056 M), to afford the
titled compound as yellow solid (34 mg, 54% yield) after purification by automated flash
chromatography on SiO; cartridge (DCM/MeOH 99:1 to 90:10 v/v). 'H NMR (400 MHz,
CDCI3) 6 13.22 (brs, 1H), 8.88 (s, 1H), 8.66 (s, 3H), 7.82 (s, 1H), 7.67 — 7.46 (m, 4H), 7.46 —
7.33 (m, 4H), 6.75 — 6.55 (m, 2H), 5.12 — 5.02 (m, 1H), 4.81 — 4.72 (m, 1H), 4.54 — 4.41 (m,
2H), 4.08 —4.01 (m, 1H), 3.69 —3.47 (m, 6H), 2.86 — 2.46 (m, 16H), 2.15 — 2.06 (m, 1H), 1.95
—1.82 (m, 4H), 1.68 — 1.56 (m, 4H), 1.47 (d, J = 6.8 Hz, 3H), 1.05 (s, 9H). HRMS (ESI/Q-
TOF) m/z [M+Na]+ calcd for CssHesF3N1107S2 1146.42759, found 1146.4297.
(25,4R)-1-((S)-2-(4-(4-(2-(2-((S)-4-(4-chlorophenyl)-2,3,9-trimethyl-6 H-thieno|3,2-
f][1,2,4]|triazolo[4,3-a][1,4]diazepin-6-yl)acetamido)ethyl)piperazin-1-yl)-4-
oxobutanamido)-3,3-dimethylbutanoyl)-4-hydroxy-N-((S)-1-(4-(4-methylthiazol-5-
yD)phenyl)ethyl)pyrrolidine-2-carboxamide (5c).

General Procedure B (18 h) was followed, by using JQI1 carboxylic acid ((S)-2-(4-(4-
chlorophenyl)-2,3,9-trimethyl-6 H-thieno|[3,2-f][ 1,2,4 ]triazolo[4,3-a][ 1 ,4]diazepin-6-yl)acetic
acid) (0.022 g, 0.056 mmol) and VHL-linker intermediate (2a)’ (0.039 g, 0.056 mmol) in
[OMIM][CIO4] as solvent (0.056 M), to afford the titled compound as yellow solid (36 mg,
62% yield) after purification by automated flash chromatography on SiO: cartridge
(DCM/MeOH 99:1 to 90:10 v/v). 'H NMR (400 MHz, CDCls) § 8.67 (s, 1H), 7.61 (d, J=7.0
Hz, 1H), 7.51 — 7.27 (m, 8H), 7.06 (br s, 1H), 6.83 (d, J = 8.4 Hz, 1H), 5.12 — 5.03 (m, 1H),
4.77 (t, J=7.8 Hz, 1H), 4.66 — 4.60 (m, 1H), 4.54 (d, J = 8.6 Hz, 1H), 4.45 (br s, 1H), 4.09 —
4.00 (m, 1H), 3.73 - 3.30 (m, 9H), 2.76 — 2.37 (m, 19H), 2.16 —2.06 (m, 2H), 1.67 (s, 3H), 1.47
(d,J=6.7Hz, 3H), 1.04 (s, 9H). HRMS (ESI/Q-TOF) m/z [M+Na]+ calcd for Cs2HesCIN1106S2
1060.40632, found 1060.4079.
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(25,4R)-1-((S)-2-(4-(4-(2-(3-(/V-(1,3-dimethyl-2-0x0-6-(3-propoxyphenoxy)-2,3-dihydro-
1H-benzo|d]imidazol-5-yl)sulfamoyl)benzamido)ethyl)piperazin-1-yl)-4-
oxobutanamido)-3,3-dimethylbutanoyl)-4-hydroxy-/N-((5)-1-(4-(4-methylthiazol-5-
yDphenyl)ethyl)pyrrolidine-2-carboxamide (5d).

General Procedure B (7 h) was followed, by using IACs-7e carboxylic acid (3-(N-(1,3-
dimethyl-2-0x0-6-(3-propoxyphenoxy)-2,3-dihydro-1H-benzo[d]imidazol-5-
yl)sulfamoyl)benzoic acid) (0.028 g, 0.056 mmol) and VHL-linker intermediate (2a) (0.039 g,
0.056 mmol) in [OMIM][C1O4] as solvent (0.056 M), to afford the titled compound as yellow
solid (28 mg, 44% yield) after purification by automated flash chromatography on SiO»
cartridge (DCM/MeOH 95:5 to 90:10 v/v). '"H NMR (400 MHz, CDCls) & 8.66 (s, 1H), 8.14
(brs, 1H), 7.98 (d, /= 7.7 Hz, 1H), 7.71 (d, J = 8.2 Hz, 1H), 7.63 — 7.52 (m, 1H), 7.43 — 7.34
(m,5H), 7.34 —7.30 (m, 1H), 7.19 (br s, 1H), 7.04 (t, J= 8.1 Hz, 1H), 6.95 — 6.70 (m, 2H), 6.59
—6.53 (m, 1H), 6.37 (s, 1H), 6.08 — 6.00 (m, 2H), 5.13 — 5.03 (m, 1H), 4.75 (t, J= 8.1 Hz, 1H),
4.57 —4.49 (m, 1H), 4.45 (br s, 1H), 4.09 — 4.00 (m, 1H), 3.81 (t, J = 6.5 Hz, 2H), 3.68 — 3.47
(m, 8H), 3.43 (s, 3H), 3.24 (s, 3H), 2.73 — 2.42 (m, 14H), 2.13 — 2.06 (m, 1H), 1.81 — 1.73 (m,
2H), 1.46 (d, J= 6.9 Hz, 3H), 1.10 — 0.96 (m, 12H). HRMS (ESI/Q-TOF) m/z [M+H]+ calcd
for CssH72N10011S2 1149.48962, found 1149.4908.

(25,4R)-1-((5)-2-(4-(4-(2-(2-fluoro-5-((4-0x0-3,4-dihydrophthalazin-1
yl)methyl)benzamido)ethyl)piperazin-1-yl)-4-oxobutanamido)-3,3-dimethylbutanoyl)-4-
hydroxy-N-((S)-1-(4-(4-methylthiazol-5-yl)phenyl)ethyl)pyrrolidine-2-carboxamide (5e).
General Procedure B (7 h) was followed, by using 2-fluoro-5-((4-oxo-3,4-dihydrophthalazin-
1-yl)methyl)benzoic acid (0.017 g, 0.056 mmol) and VHL-linker intermediate (2a)> (0.039 g,
0.056 mmol) in [OMIM][CIO4] as solvent (0.056 M), to afford the titled compound as yellow
solid (21 mg, 40% yield) after purification by automated flash chromatography on SiO;
cartridge (DCM/MeOH 95:5 to 90:10 v/v). '"H NMR (400 MHz, CDCl3) § 10.78 (d, J=112.0
Hz, 1H), 8.67 (s, 1H), 8.41 (d, /=7.1 Hz, 1H), 7.92 (d, J= 5.7 Hz, 1H), 7.79 — 7.54 (m, 5H),
7.39 —7.32 (m, 4H), 7.19 (d, J=11.4 Hz, 1H), 7.11 — 6.96 (m, 2H), 5.14 — 5.05 (m, 1H), 4.75
(t, J=8.0 Hz, 1H), 4.55 (d, J = 8.6 Hz, 1H), 4.45 (br s, 1H), 4.38 —4.22 (m, 3H), 4.05 (d, J =
11.3 Hz, 1H), 3.76 — 3.58 (m, 5H), 2.84 — 2.40 (m, 15H), 2.17 - 2.09 (m, 1H), 1.94 — 1.85 (m,
1H), 1.47 (d, J = 6.8 Hz, 3H), 1.05 (s, 9H). HRMS (ESI/Q-TOF) m/z [M+Na]+ calcd for
Ca9HssFNoO7S 958.40562, found 958.4065.
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Procedure for the synthesis of [OMIM][ClO4].

The ionic liquid [OMIM][CIO4] was prepared by anion exchange reaction starting from
[OMIM][Br]. The latter was solubilized in the minimum quantity of deionized water, the
solution was cooled at 0°C, 70% HCIO4 was added (mole ratio 1:2) and the reaction was left
under magnetic stirring for 1h. The two-phase liquid system obtained was then transferred into
a separating funnel and extracted twice with a mixture of dichloromethane/ethyl ether 1/1 (v/v).
The combined organic phases were washed with deionized water until neutral. The organic
phase was evaporated to dryness to give a viscous liquid which was subsequently dried under
vacuum over P>Os. To verify complete exchange, the Fuchsin test for bromide was performed
which was negative.'H NMR (400 MHz, CD;0D) & 8.84 (s, 1H, N-CH-N), 7.42 — 7.35 (m, 1H,
CH), 7.35 — 7.28 (m, 1H, CH), 4.18 (t, J = 7.5 Hz, 2H, N-CH>»), 3.97 (s, 3H, N-CH3), 1.93 —
1.82 (m, 2H, CH»), 1.39 — 1.18 (m, 10H, 5CH>), 0.85 (t, /= 6.6 Hz, 3H, CH3).
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2. Determination of Viscosity, Melting Point and Density for [OMIM][ClO4]

Density measure

The density value of [OMIM][ClO4] was measured by weighting the samples in a 1.0 £ 0.01
mL volumetric flask. The flask was held in a thermostated bath for 1 h and then brought to
volume by eliminating the suitable amount of liquid with a pipette. The flask was then
thermostated at room temperature for 1 h and then weighed on analytical balance to obtain the

density value at that temperature (20°C). The experiment was performed in duplicate.

Viscosity measure

The viscosity of [OMIM][ClO4] was measured in duplicated using a “Fungilab Viscolead mod.
ADV L” rotational viscometer, fitted with a thermostatic jacket and a temperature probe. The
viscometer jacket was connected to an external thermostated bath (20°C). The viscosity

measurements were obtained using a spindle attachment.

Melting point determination

In a 10 mL round-bottomed flask, equipped with a thermometer, was introduced
[OMIM][CIO4]. Then was immersed in an acetone/liquid nitrogen mixture and cooled to -78°C.
After total freezing it was removed from the bath and the melting point temperature was

recorded. The experiment was performed in duplicate.
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"H NMR (400 MHz, DMSO-ds) spectrum of compound 3a.
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18000

13C NMR (101 MHz, DMSO-ds) spectrum of compound 3a.
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"H NMR (400 MHz, CDCls) spectrum of compound 3b.
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3C NMR (101 MHz, CDCls) spectrum of compound 3b.
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"H NMR (400 MHz, CDCls) spectrum of compound 3c.
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13C NMR (101 MHz, CDCls) spectrum of compound 3c.
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"H NMR (400 MHz, CDCls) spectrum of compound 3d.
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"H NMR (400 MHz, CDCls) spectrum of compound 3e.
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13C NMR (101 MHz, CDCI3) spectrum of compound 3e.
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'"H NMR (400 MHz, CDCls) spectrum of compound 3f.
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'H NMR (400 MHz, CDCls) spectrum of compound 4a.
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13C NMR (101 MHz, CDCIs) spectrum of compound 4a.
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"H NMR (400 MHz, CDCl5) spectrum of compound 4b.
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18000

13C NMR (101 MHz, CDCIs) spectrum of compound 4b.
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"H NMR (400 MHz, CDCls) spectrum of compound 4c.
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13C NMR (101 MHz, CDCI3) spectrum of compound 4c.
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"H NMR (400 MHz, CDCl5) spectrum of compound 4d.
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13C NMR (101 MHz, CDCIs) spectrum of compound 4d.
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'"H NMR (400 MHz, CDCls) spectrum of compound 5a.
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13C NMR (101 MHz, CDCIs) spectrum of compound 5a.
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"H NMR (400 MHz, CDCls) spectrum of compound 5b.
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"H NMR (400 MHz, CDCls) spectrum of compound 5e.
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"H NMR (400 MHz, CDCls) spectrum of compound 5d.
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"H NMR (400 MHz, CDCls) spectrum of compound 5e.
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'"H NMR (400 MHz, CDCls) spectrum of [OMIM][CIO4].
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HRMS spectrum of compound PROTAC 3a.

Compound Table
Tt
Compound Label RT Mass Abund Formula Tgt Mass | (ppm) MFG Formula DB Formula
Cpd 1: C52HA3 CINBOBS| 4968 o534, 42088 252185 CS2HE3CINB OB S 994.41761] 3.09 CS2H63 CINB OB S C52H63 O NB OB S
Compound Label miz RT Algorithm Mass
Cpd 1: €52 HE3 Ol NB 08 | 49B.21744 4,968 |Find By Formula 954.42088
=

w10 8 |Cpd 1: C52 HE3 CI NS OR 50+ EIC{332 47583, 332 81423, 333 14658, 34950643 ) Scan JD-02%

4 568
25 90341859
2
15
1
0.5 3.733
0 11335
T T T T T T T T T T T T T T T T T
ps 1 18 2 2B 3 35 4 45 5 &5 65 7 75 8B 85 8§ 85
Counts vs. Acguisition Time (min)
ME Spectrum
w10 & Cpd 1. C52 HE3 CI ME DR 5. + FBF Spectrum (4 923-4.845, 4, 284-3.012 min) JO-023-025_AM.d 3.
25
2
1.5
1
0.5

s i

535 550 575 600 6256 650 675 700 726 750 775 800 35 850 £75 000 035 950 9F51000
Counts va, Mass-lo-Charge (miz)

M5 Zoomed Spectrum

w10 5 | Cpd 1: C52 HE3 CIME OF 5: + FBF Spectrum (4 923-4 845, 4 984-5.012 min) JD-023-025 AMd S..

25
2
15
1

Al L

500 550 GO0 BA0 700 750 ®OD B0 G900 G50 1000
Counts vs. Mass-to-Charge (m/z)

MS Spectrum Peak List
miz z |Abund Formula Ton
458.21744| 2 252184.53 | C52HE3CINGOES (M+2H}+2
458.71528| 2 178787.48 | C52H63CINBOSS (M+2H}+2
459.21781| 2 167168.19|C52HE3CINBOSS (M+2H2
499.71859| 2 73975.96 |C52HEICINGOSES (M+2H}+2
08542844 1 48624.58 |C52HE3CINGOES (M+H)}+
o996.43083( 1 2936876 |C52HEICINGOSES (M+H)}+
5742813 1 2631172 |C52HE3CINBDSES (M+H)}+
101741096 1 96182.16 |CS2HE3CINGDES (M+Ha)+
1018.41337( 1 55110|C5ZHE3CINSOES (M+Ma)+
1019.41096( 1 527B8.61 |CSZHEICINGOES (M+Ma)+

S39



HRMS spectrum of compound 3b.

Compound Table

Data File RT Hass Abund

Tigt Mass

Cpd 1: C4T HEE CI NG OF 5 ID-015-0515-aM o 5. 658 B2 35601 17193 CATHEE CINGO7 &

MFG Pormula

DB Formula

B 35415

211

C47 HES O ME OF 5

CAT HEECING 07 &

Compound Label myiz RT Algorithm Mass
Cpd 1: G47 H55 Cl N6 O7 |883.36275 5.698 |Find By Formula 88235601
S

X100
1.2
1

08
0.6
oA
0.2

Cpd 1: C4T HES CING OF 5. + EIC(433.17807, 433.58061, 434 17300, 442 18435 . ) Scan JO-015.

1 5.698
ISEj414

M5 Spectriem

x10 8

s 1 15 2 25 3 35 7 75 B BSE 8 85

4 45 5 55 6 635
Counts ve. Acquisition Tirmse (min)

Cpd 1: C47 HEE CING OF 5: + FBF Spactrem (5 688-5. 837 min) JO-015-0578-AM.d Subtract
BA3 462TE
1719§5.18

M5 Zoomed Spactnum

=108
1B
L
1.2

495 sbo s@s sh0 shs ebo abs ebo 6Tt wds wdo vis sdo sBs sdo s's sbo
Cours va. Mass-to-Chargs (m'z)

Cpd 1: CAT HES CI MG OF 5+ FBF Speciren (5.648-5.831 min) JO-015-0516-AM.d Sublract

BE3. G273
715009

44218605
4n140 65

425 450 475 500 525 550 575 600 €25 650 675 700 725 750 775 BOO B2S 850 BYS 900 €25
Counts vs. Mass-to-Charge (mdz)

MS Spectrum Peak List
iz z |Abund Pormula lon
H218605| 2 A514H0.59 | CATHESONEDTS (M2HH2
HLEETAE| 2 24522 33| CATHESONEDTS (M2HH2
4318587 2 JA3TE 50| CATHERONGOTS (M 2H )2
BEIBGITE| 1 171535, 19| CATHESONEOTS [M+HH-
B IGAE 1 S04 96 | CATHESONBOTS [M+HH-
BREBANIL) 1 B 14 78| CATHESONGOTS [laizalad
BBE3H4IE| 1 ITEFLO7 | CATHESONEDTS (M
S0534520 | 1 SEI0L.53| CATHESONEDTS (MHNa)+
SOE3aTez] 1 SQSET. 24| CATHESONEDTS (MHNa)+
SOT34502| 1 45050 28| CATHERONEOTS ([N )+
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HRMS spectrum of compound 3ec.

Compound Table
[
2 Label Data File RT Mass Abuind Formula Tgt Mass | (ppm) MFG Formila DB Formula
Cpd 1: C49 HES O NE OF 5 FC-IX -0 A-AL o E.ETE 910.38668 26207 CASHEICINEOT & 51038545 1.3§] CHOHRONEOTS CASHB CINEOT S
Compound Label myiz RT Algorithm Mass
5.875 |Find By Formula 910.385668

Cpd 1: C4% H53 CI N6 07 | 91139345
S

w0 8 | Cpd 10 43 HEG CING OF 5; + BEIC(447, 19472, 447 69628, 448 19462, 458 20000 ) Scan FC-027

4 1 5ETE 1
173532
F
2
1
ns 1 15 2 2% 3 35 4 45 5 55 6 G5 7 75 B BEE H 45
Counts ve, Acquisilion Tims (min}
M5 Spectna

10 ¢ |Cod 10 Ca8 HES CING OF 5. 4 FOF Specirum (5.842-5. 986 min) FC-021-018-AM.d Subbrac
.
4
%
z
1

475 500 525 S50 576 600 G625 650 BYS 700 725 TR0 7VE EOD EXE BOO ETS 900 825
Couns vs. Mass-to-Chargs {m'z)

M5 Zoomed Spectrum

X104 Cpd 1: C43 H53 CI N6 OF 5 + FBF Spactren (5 842-5 986 min) FC-021-0718-AM.d Subtract

5

4

H

F
&
1
o T
450 475 500 525 550 575
Caints ve. Mass-to-Charge {mfz)
MS Spectrum Paak List
iz z [Abund Formula lon
456 M0144) 2 BETE. 54| CAAHSONGOTS [({2H 2
Si139345] 1 26206 G5 C4aHSAONB0TS ([ H -
SI2 6% ] 1 15002 21 | CHOHESONEOTS ([ H -
S133E7| 1 L3EET 20| CHaHERONEOTS ([ H -
S4.3477] 1 E145.93| C49HS20NE0TS (H
93337621| 1 AIT2 49| CHaHSEONEDTS (+Na)+
934.3733) 1 25750, 74| CH8HSR0ONEOTS (+Na)+
gIs37m| 1 27577.98| C48HS2ONEOTS (+Na)+
SIEIMEAE) 1 12472 38| CHOHES0NEOTS ([Pi-Ma) +
garaTral] 1 4264 37| CAAHSONG0TS [Pi-Ma) +

sh0 RE5 650 675 700 795 750 775 800 ads mSo eds ado ads aso
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HRMS spectrum of compound 3d.

Compound Table -
c Labed Data File Mass Abund Formula Tgt Mass | (ppm) MEG Formula DB Formula
Cpd 1: C48 HE7 C1 NE 09 5 FC-C20-0s- 6007 92836302 2478 CHHETCINECR S G528 35963 3.56) CHHEFOMNEDSS CHEHETCINGCR S
Compound Label myz RT Algorithm Mass
6.027 |Find By Formula 928.36302

Cpd 1: C48 H57 CI N6 09 |465.16889
5

x10 5 |Cpd T 48 HEY CING O5 5 + EINC(A4G5, TET0E, 465 GHSES, 405 18655, 48776900 ) Scan FC-020.
B 1 GO 1
TeEg3cT
5
4
3
2
1
oE 1 16 2 26 3 345 4 45 & 6 BE& ¥ YA B BE B &&
Counts va. Acquisiion Timea (rming
M5 Spectnam
w10 8 [Cpd 1 CA8 HET CING OF 5« FBF Specirem (5.983-6.083 min) FO-020-044-AM.d  Subilrac
929 F5968
5 1189%1.58
0B
0.E
D4
0.2
o il

500 525 550 575 60O 625 650 675 TOO 725 FEO TFVS E00 B25 B50 BVS 900 825

Cours vs. Mass-to-Charge (mdz)

%105 Cpd 1: C48 HET CI NG OF 5 + FBF Spactresn (5 583-6 083 min) FOC-020-044-AM 4 Subtract
92335968
1 118807.98
0.E
0.6
0.4
0.2 t
o Iy

450 475 500 535 550
Cauifts ve. Mass-to-Charge {mz)

MS Spectrum Paak List

iz z [Abund Formula lon
465 18889) 2 24T5E 13| CABHEFOINGOAS [({2H 2
HEEE0E1) 2 13506, 80| CABHETONECES [({2H 2
466 1583) 2 13262 13| CABHETONECES [({2H 2
S0 36E) 1 11A551 8| CARHETONECES ([ H -
S30.37273) 1 ES000.77| C4BHSFONE0ES (H
931.36964] 1 £1329.72| C4BHSFONEOES (H
§32.37089| 1 2E5EE.57| CABHSFONE0ES (H
9333708 | 1 BEBE 37| CA8HEFONECES (H
G51.35119] 1 4327 28| CARHETONGDES ([Pi-Ma) +
SEIBG0EE) 1 SEES.TH| CARHETONGIES [Pi-Ma) +

575 600 635 650 675 700 735 750 77s 800 &5 &S0 BYS 00 a5 obo
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HRMS spectrum of compound 3e.

Compound Table
Dt
Compound Label RT Mass Abund Formula Tgt Mass | (ppm) MFG Formula DB Formula
Cpd 1: C48 H36 CI N7 07 5 5.315 909, 36847 201030 C48 HS6 CIN7 07 5 509.35505| 3.76| C48HS6 CIN7 O7 5 C48HS6 CIN7 07 S

Compound Label
Cpd 1: C48 H36 O N7 OF | 932.3569

S

m/z RT

5.315

Algorithm Mass
Find By Formula S09.36847

w10 8 [Cpd 1: C48 HSE CI N7 OF 5: + EIC{304.12896, 304 46331, 304 78555, 321.15551 ...} Scan FC-031.

5.349
12740200

M5 Specrum

25 3 35 4 45 5 &5 6 65 4 75 E B5 3 85
Counts vs. Acguisition Time (min)

%10 & [Cpd 1: C48 H5E6 CINT O7 5: + FBF Spectrum (5 254-5.209, 5.338-5.354 min) FC-031-023_AM.d 5.

2.5
2
(-]
1
0.5
475 500 525 550 575 600 625 650 &75 700 725 FhO 775 800 B25 85D BYS H00 925
Counts vs. Mass-to-Charge (miz)
MS Zoomed Spectrum
w10 5 [Cpd 1: C48 H56 CI N7 O7 5: + FBF Spectrum (5.254-5.209, 5.338-5.354 min) FC-031-023_AM.d 5.
25
2
1.5
1
0.5
0 T T — T T T — T T — — T T — T T
450 475 500 525 550 575 600 625 650 675 700 725 750 778 BOO 225 E50 EYS 200 925 5930
Counts vs. Mass-to-Charga (miz)
MS Spectrum Peak List
myz z |Abund Formula Ton
405.65139| 2 306398.03 | C4BHSECNTOTS (M+2H}+2
456.15341| 2 167854.91 |C4BH5ECINTOTS (M+2H)}+2
40665202 2 159730.44 | C4BHSECINTOTS (M+2H}+2
457.18283] 2 68999,56 | C4BHSECINTOTS (M+2H}+2
910.37507| 1 151896, 14 | C4BHSECINTOTS (M+H}+
911.37873| 1 B84353.55 | C4BHSECINTOTS (M+H}+
912.37566| 1 7867123 |C4BHSECINTOTS (M+H}+
932.3569) 1 201025.92 | C4BHSECONTOTS (M+Ma)+
933.36058| 1 11096448 | C4BH5ECINTOTS (M+Ma )+
934.35756| 1 103203.13 | C4BHS6CINFOTS [M+Ma)+
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HRMS spectrum of compound 3f.

Compound Table

Diff
© Label RT Mass Abund Formula Tgt Mass {ppm) MFG Formula DB Formula
Cpd 2: (S6 H72 O N9 08B 5 4.816 1065.49444 BO378 CS6H72ONI08 S 106549131 254 CSEH7Z CIN9 08 S CS6HT2Z ON9 D8 S
Compound Label m/z RT Algorithm Mass
Cpd 2: C56 H72 CI N9 08 | 1088.4833 4516 | Find By Formula 1065.49444
5
=10 & Cpd 22 C5E H72 CI N9 D8 5: + EIC[356.17105, 356 50535, 356.33784, 373 19760 _.) Scan ME-D3.
2 1 4 816 1
1.5
1
0.5
o T D O T g T O T O T O O
o5 1 15 2 25 13 7T 75 & 85 9 45
M5 Spectrum
0 & |Cpd 2 058 HYZ TI NG 08 5 + FEF Spectrum (4. 7/83-4. 855 min) ME-036-103_AM.d Subtract
2
1.5
5
1 ([E5EHT2 R
0.5
0 T T T T T T T T T T T T
400 450 500 550 600 B50 YOO 0D B30 800 950 1000 1050
Counts ve. Mass-to-Charge (m'z)
M5 Zoomed Spactrum
%105 Cpd 22 CBE H72 CI NG 08 &: + FBF Spactrum (£.783-4 865 min) ME-D36-103_AM.d Subtract
2
1.5
1
0.5
o

A50 400 450 500 550 600 650 VOO VS0 E00  BSO S00 950 1000 1050
Ciounts vs. Mass-to-Charge (miz)

MS Spectrum Peak List

mir Z |[Abund Formulka Ton
356.17345| 3 3251944 | CS6HT20NS085 (M+3H)+3
533.75493| 2 90267 37 | CSEHT20INS08S (M+ZH)+2
534.25665) 2 G4857.06 | C56HT20NS085 (H+ZH)+2
534.75562| 2 57416.65 | CS6HT20NS085 (M+ZH)+2
1066.50067| 1 250044 34 | CS6HT20NS085 (M+H}+
1067.50414f 1 16417097 | C56HT20N085 (M+H}+
106850175 1 146343.2 | CS6HT20INF085 (H+H}+
1069.50303] 1 BO0E] 34 | CS6HT20NS08S [M+H}+
108E.4833] 1 BOS77.77 | CS6HT20NS085 (H+Na)+
1089.46591] 1 S1667.82 | C56HT20NS085 (H+Ma)+
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HRMS spectrum of compound 4a.

Co d Table
i1
Compound Label RT Mass Abund Formula Tgt Mass | (ppm) MFE Formuila DB Formula
Cpd 2: (38 H3E O NS 09 5632 743.2381 B4868 38 H3B O N5 09 7432358 in C3B8H3E O N5 09 (38 HIE O M5 0%
Compound Label m/r RT Algorithm Mass
Cpd 2: C38 H38 Ol N5 09 | 744.2453 5632 |Find By Formula 743.2381

win 6 |Cpd 20 C38 H38 CI M5 OB +E5] EIC(248.7525, 248.0869, 249.4180, 265.7781 ...} Sean Frag=120..

0.8
0.6
0.4

0.2

5632
216§R27

365
38412

MS Spertrum

35 4 45 5 55 B BS
Counts va. Acquisition Time (min)

7 75 B B5 8§ 05

L . d pecirum (3. . min, - 2 =AM, ubtract
w10 B |Cod 20 C38 H38 CI N5 OB + FEF 5 (5.610-5.660 min) ME-044-140-2M.d  Sub

N

[ k]
([C3BHIBCIRS0E]+Na)+

745

T4E 750

ME Zoomed Spectrum

7a52

734 758 ToE TED  7E2
Counts va, Mass-to-Change (m'z)

‘ | "
764 766 768 TI0

win 5 |Gd 2 G348 H38 G WS O + FEF Spacirum (5.610-5.660 min) ME-O044-140-AM.0  Subirect

0.5

(=]

744 2453
(ICIAHIBCINGDSH+H+

Il

T P23
(CIHIBCINS0]+Na)+

J20 TIZ T30

M5 Spectrum Peak List

735 VA0 745 750 755 760 7ES 7Y0 TIS 780 TES TEO
Counts vs, Mass-to-Charga (m/z)

miz z |Abund Formula Ion
T44.2453] 1 B4BE7. 77 | C3BHZA0ON509 [M+H}+
T45.2462| 1 I57EZ.B1 [C3BHIBONS09 [M-+H}+
T46.2442| 1 34362.72 |C3EHFE0N 09 [M+H}+
T47.2466] 1 1273369 | C3EHF80N09 [M+H}+
T48.24B4) 1 314133 |C3RHER0ME0D [M+H}=
Te6.2273 1 25071208 [CAHFE0M 0 [M+Na}+
J67.2308 1 104694, 13 [C3AHFEOMNS0 [M+Na}+
T68.3271 1 O7653.99 |C3EHZAOMNS09 [M+Na}+
TE9.3264| 1 37000.9 |C3EHIBOMNS0A [M+Na}+
TA0.2307) L 904477 | CIBHZBOMS0D [M+Na}=
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HRMS spectrum of compound 4b.

Co d Table
i1
Compound Label RT Mass Abund Formula Tgt Mass | (ppm) MFG Formula DB Formila
Cpd 2: C41 H46 O N7 06 647 T67.322 TE30S| 41 H46 O N7 D6 767.3198 2B C41 H46 O N7 06 41 H46 O N7 06
Compound Label m/z RT m Mass
Cpd 2: C41 H46 CI N7 06 |768.3291 6.47 |Find By Formula 767.322

«10 5| Ced 2: ©41 H46 CI N7 OB: +ES| EIC(256.7805, 257.1148, 257.4471, 273.8071 ...} Scan Frag=120..
P 1 70
i
5
4
3
2
1 7.453
o 16027
05 1 15 2 25 3 35 4 45 5 55 B 65 7 7.5 & BS5 9 05
Coums va, Acquisition Time (min)
MS Spectrum
<10 & |CEd 2: C41 HAG CI N7 OB + FEF Spectrum (6.447-5.503 min) ME-D44-139-aM.d Subitract
12
1
0.8
06
0.4
0.2
400 420 440 460 4BD 500 520 540 560 5B0 600 620 640 660 630 700 720 740 760 TBO
Counts ve, Mass-to-Charge [z}
MS Zoomed Spectrum
el & |CPd 21 C41 HAG CI N7 OB + FBF Spectrum (6.447-5.503 min) ME-D44-139-aM.0 Subtract
12
1
0.8
06
04
0.2

375 400 425 450 473 500 525 550 575 6D0 625 65
Counts vs, Mass-to-Charges (m.

M5 Spectrum Peak List

0 675 700 725 750 775 BOO
iz}

myr z [Abund Formula Ion

3B4.6667| 2 1446.35 |C41H450N706 [M+2H)+2
768.3200( 1 7E304.8 |C41H450M706 (M+H]}+
769.3318) 1 36003.53 [C41HAGOMNI06E [M+H}+
JP0.3267| 1 30B92.79 [C41HAGOMNT0G [M+H}+
7713297 1 12404.31 [C4 1H460N 706 [M+H}+
7903115 1 132210.61 [C41H460N706 [M+Na)+
7913142 1 G1584.04 T4 1H460N 706 [M+Na)+
JU23107| 1 5428176 | T4 1H460NT06 [M+Ha}+
JO3.3123] 1 21130.13 |C41H460NT06 [M+Ha}+
T24.3146) 1 5356.32 T4 1H460N706 [M+Ha}+
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HRMS spectrum of compound 4c¢.

Compound Tahle
il
Compound Label RT Mass Abund Formula Tgt Mass | (ppm) MFG Formula DB Formula
Cpd 2: C43 H44 O F NE 08 5.79 H26.2013 352577 C43 H#4 O F NG OB #26.2693 234 C43 H44 CI F N6 DB C43 H44 O F NG 08
Compound Label myz RT Algorithm Mass
Cpd 2: C4A3I H44 O F NG | B49.28 579 Find By Formula 826.2913
04
w10 & | Ced 2 C43 HA4 CI F NG OB: +ES| EIC(276.4370, 276.7714, 277.1036, 203.4635 ..) Scan Frag=1..
1 5.700
1.754 4487106
1.54
1.254
14
0.754
0.54
0254 .ae2
0 BET10
05 1 15 2 25 35 4 45 5 55 B & 75 & E5 © 05
Coums va, Acquisition Time (min)
MS Spectrum

wi & |Cpd 20 C43 HA4 CI F NG OE: + FEF Spectrum (5.768-53.823 min) ME-044-141-AM.d  Subtract

249 3800
i 3HAA CIFNGOE] + Ma)+

il

a4
264

24
1.54

14 |
0.5 Bdd 000 1

0 ' | N . . ::(:-1:\Hiii:ll—\lli(JH::N—H:l—l

BZBR 830 832 834 B3I BIB 846 B48 B50 B52 A@5d

M5 Zoomed Spectrum

2 844
Counte v, Mass-to-Charge [mdz)

w10 & |Cpd 20 C43 H44 CI F NG O8: + FBF Spectrum (5.768-5.823 min) ME-044-141-AM.d  Subtract

A27 2883 44

a4 {ICA3HALCIF RGOS H)+ ([CAZHA4CIMNEGDE]+Na)+

254

1.54

0.6+ ‘“
il 1

Y]

BOO0 BDS BI10 815 B20 335 83D 335 8B40 BdE
Counts vs, Mass-io-Charge |

M5 Spectrum Peak List

850 BGES BBE0 BBE BVD ETS
miz}

mz z |Abund Fr Il Ion
BI7. 2963 1 255453, 64 | C43HH40FNG0E [M+H}+
BE2E30Z| 1 172589.24 | C43H440FNG0E {M+H}=
B¥0.7989| 1 1080174 |C43H440FNG0E [M+H}+
B30.3001] 1 42472.6|C43H440FNBOR [M+H]}=
B3| 1 379.53 | C43H440FNGOR [M+NH4)+

B40.28) 1 352576.63 |C43H4A0FNE0E [M+Ma)=
B50.7839] 1 169403, 05 [C43HH0FNE0E [M+Na}+
B51.7808] 1 147595.5 |C43HH0FNE0E [M+Na}+
B52.7817] 1 S9192.41 | C43H440FNE0E [M+Na}+
B53.7837] 1 14B19.38 | C43H440FNGOE [M+Naj=
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HRMS spectrum of compound 4d.

Compound Table
1213
Compound Label RT Mass Abund Formula Tgt Mass | (ppm) MFG Formula DB Formula
Cpd 1: CIRHI3CFNSOF 5.79% 701, 20641 78517 C36H33 O F N5 O7 FOL.20525 165 CIBHIIAFNS 07 CIHIZCF NS 07
Compound Label mfz RT Algorithm Mass
Cpd 1: C36 H33 A F NS J02.21402 579 | Find By Formula J01. 20641
o7
w10 8 |Cpd 1- C36 H33 CIF NS OF: + EICI234.74238, 235 07673, 235 40874, 251.76891 ..) Scan ME-03..
N E 5796
4 3563046
1.2
9
0.8
0.8
0.4
0.2
0 7 7 7 7 7 7 7 7 7 ; 7 ; 7 7 7 7 7 ; 7
0E 1 16 2 25 3 368 4 45 &5 5 6 65 TV 75 & 85 4§ 498
Countz vs. Acquisition Time (min)
ME Spectrum
w10 & Cpd 1. C36 H33 CIF NS O7. + FBF Specitrum (5.774-5.791, 5.807-5.835 min} ME-D3E-026_AM.d...
724113524
([CIEHAZCIFNE 7]+ M)
25
1
0.5
0 | lI 1 - - - - - - - - - - - lI
J04 Jos  Jog 70 712 4 76 718 TR0 T22 724 726 728
Counts va. Mass-lo-Charge {m/'z)
MS Zoomed Spectrum
w10 5 |Cpd 1: ©36 H33 CIF N5 OF: + FBF Specirum (5.774-5.791, 5.807-5 835 min} ME-038-026_AM.d..
3 Faa as2a
(C3BHIBCIHNGOT]+Ma)+
2.5
2
15 T02.21402
] ([C3BHAZCIFNEOT]rH)
0.5
0 7 T T T 7 T ":I 7 r T 1 Il T T ¥ T T
BY5 GE0 &ES 630 625 TO0O VO 710 TI1E FP0 Y25 FA0 VA5 740 V45 7RO
Counts vs. Mass-to-Charge {miz)
MS Spectrum Peak List
myiE z |Abund Formula Ton
F02.21402) 1 78516.67 |C36HI3CIFNSOT (M+H}+
7032166 1 32093.21 |C36HI3CIFNSOT (M+H)}+
7421238 1 31533.84|C36HI3CIFNSOT (M+H)}+
J05.2146| 1 10723.23 [C36H33CIFNSO7 (M+H)}+
621717 1 2351.17 |C36HI30FNS07 (M+H}+
724.15524) 1 33238194 |C36HI3AFNSO7 (M+Ha)+
725.19923( 1 132590.22 |C36HI3CFNS07 (M+Ma)+
726.19526( 1 131682.41 |C36HIZCIFNSO7 (M+Ma)+
72719689 1 4515217 [C36HI3CIFNSO7 (M+Ma)+
728.19828) 1 10438.37 [C36H33CIFNS07 (M+Ma)+
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HRMS spectrum of compound 5a.

Co d Table
i1
Compound Label RT Mass Abund Formula Tgt Mass | (ppm) MFE Formuila DB Formula
Cpd 1: C54 H7D NE O7 5 56 974.5123 65462 54 H7D NE O7 5 974 5088 | 3.53 54 HADNB D7 5 CEAHTONBOT S
Compound Label m/r RT Algorithm Mass
Cpd 1: C54 HY0 N8 O7 5 |975.5168 56 Find By Formula 974.5123

«10 € |Cpd 1: C54 HT0 N8 OF 5: +ES] EIC{325.8435, 326.1775, 342.8701, 3432044 _) Sean Frag=120_.

3541

L

MS Spectrum

25 1 35 4 45 5 55 B 65 7 75

Counis va. Acquisition Time (min)

«10 % |Cpd 1: C54 H70 N8 OF 5. + FBF Spectrum (5.561-5.583, 5.616-5.633 min) ME-D44-143-AM.d Su_.

4

MS Zoomed Spectrum

a
500 525 550 575 60D 625 650 67
o

S 700 725 750 T7S BOO B2
ounts vs, Mass-to-Charge (m/z]

5 850 E7S 900 925 950 975
}

w10 % |Cpd 10 G54 HIO N8 O7F 50 + FBF Spectrum (5.561-5.583, 5.616-5.633 min) ME-D44-143-AM.d Su..

&

=]

[5]

o

S0 550

M5 Spectrum Peak List

=] &

L)
Counts vs, Mass

750

00
-to-Charga (miz)

BS0 ]

asa

1000

myfE 2 |Abund Formula Ion
488.2633] 2 45731213 | CSAHPONBOTS [M+2H)+2
488.7651] 2 2B1578.75 |CSAHPONBO7S [M+2H)+2
4F03.26564] 2 108124, 24 |CS4HFONBOTS [M+2H)+2
4F0.7668) 2 3279478 [ CS4HFONBOTS [M+2H)+2
G75.51688] 1 69462, 19 | CS4HTONBOTS [M+H}+
0765219 1 42B91.17 | C5AHAONBOTS [M+H}+
577.5236) 1 160958 [CS4HAONBOTS [M+H}+
Go7.5009| 1 215015.78 | CS4HTONBOTS [M+Na}+
CoR.S044| 1 133789.13 |C54HTONBOTS [M+Na}+
0005054 1 521B8.54 |C54HTONBOTS (M+Naj}+
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HRMS spectrum of compound 5b.

Co d Table
i1
Compound Label RT Mass Abund Formidla Tgt Mass | (ppm) MFG Formiula DB Formiila
Cpd 1: C56 HES FIWLL O7 6.054 11334417 13505 CS6 HE4 F3 W1107 52 1133 4384| 258 56 HE4 F3 N11 O7 52 (56 HE64 F3 N11 07 52
52
Compound Label m/z RT Algorithm Mass
Cpd 1: 056 HE4 F3 N11  |1124.447 6.054 |Find By Formula 11234417
07 52
win & [Ced 10 C58 HE4 F3 N11 O7 52: +ES] EIC{375.4867, 3758210, 382.5133, 392.B476 _.) Scan Frag-.
1 6.5
L] 1683428
5
4
3
2
1
] G . . ) U v v v v T v v T . 0 g v U
05 1 15 2 265 3 365 4 45 5 65 6 65 7 75 8 85 8 05
Counls va, Acquisition Timea (min)
M5 Spectrum
w10 & [Ced 10 C58 HEA F3 N11 07 520 + FBF Spectrum (6.015-6.087 minp ME-044-144-AM.d Subiract
1
L]
0.6
04
0.2
0 i

S30 1000 1050 1100

GO0 (=] T00 T30 800 B30 200
Counts va, Mass-to-Charge (miz}

ME Zoomed Spectnim
w10 & [Ced 1 C5E HEA F3 N1 O7 520 + FBF Spectrum (5.015-6.087 manp ME-044-144-AM.d Subiract

L]

0.8

0.2
0 L]

550 600 630 700 750 B0 850 200 850 1000 10S0 1100 1150
Counts vs, Mass-to-Charge (miz)

M5 Spectrum Peak List

myr z [Abund Formula Ion

5627288 2 1D6767.34 [CS6HE4F3N1 10752 [M+2H)+2
563.2302| 2 71279.96 |C55HEAF3N1 L0752 [M+2H)+2
563.7303 2 3617035 [CSEHEAFIN110752 [M+2H)+2
S564.2302) 2 12492.38 |CSAHEAFIN1 10752 [M+2H)+2
1124.447| 1 13504.97 [CSEHE4F3N110752 [M+H}+
1125.4503| 1 060,53 | CSEHEAFIN1 10752 [M+H}+
1146.4297| 1 E0950.08 |CSEHEAF3NLL07T52 [M+Na)+
1147.4324| 1 54518.71 |CSEHEAF3NLL0TS2 [M+Ha}+
1148.4328| 1 249358 | CSEHEAFIN110752 [M+Ha}+
1149.4323) 1 8336.48 | CSEHEAFIN110752 [M+Ha}+
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HRMS spectrum of compound Se.

Co d Table
i1
Compound Label RT Mass Abund Formula Tgt Mass | (ppm) DB Formila
Cpd 1: 052 HE4 O W11 06| 5.026 1037 4304/ 12177| 52 H54 O N1l 06 52 1037 4171 3.15 52 H64 O N11 D6 52 C52 HEA C1 N11 D6 52
52|
Compound Label m/z RT Algorithm Mass
Cpd 1: €52 H64 CIN11  |1038.4252 5026 |Find By Formula 10374204
06 52

wiq & [Ced 10 C52 HEA CI N11 06 52: +ES] EIC{346.8130, 3471473, 347 4796, 3538305 _.) Scan Frag-.

- M oW koo

o

5.026
17430

0.5

MS Spectrum

1 15 2 25 15 4 45 5 55 B BS
Counls va, Acquisition Timea (min)

xim o [Coed 10 OS2 HEA CI N1 D6 520 + FBF Spectrum (4.082-5.080 min) ME-044-145-AM.d Sublract

[CI S -

([CE2HEAICINT | OBSZ[+2H)+2

s1afrs

400

430 500 550 G600 650 VDO Y50 800 850 BOD S50 1000
Counts va, Mass-to-Charge (miz}

ME Zoomed Spectnim

i [CEd 1 CS5E HEA T N1 D6 520 + FBF Spectrum (4.982-5.050 min) ME-0M4-145-AM.d Subiract

& om

[XI)

518

1
(IC5ZHEACIN T POESZ]+EHI+2

|

350 400 450 500 550 600 650 70O 750 BOO B50 900 ©50 1000 1050

Counts vs, Mass-to-Charge (miz)

M5 Spectrum Peak List

myr z [Abund Formula Ion
J46.6148) 3 FIB1A.34|C52HE4ON1 10652 [M+3H)+3
3471451 3 18703.12 |C52HE40N1 10652 (M+3H)+3
74816 3 19098.26 |C52HE4ON110652 [M+3H)+3
519.7176| 2 B00G32.47 |CS2HEHONLL0652 [M+2H)+2
5202191 2 36439.51 |CS2HESON110652 [M+2H)+2
S20.7178| 2 35925.69 | CS2HES0N110652 [M+2H)+2
1038.4252| 1 12177.37 [C52HE40N110652 [M+H}+
1060.4073] 1 46173.01 |CS2HESOINL1 0652 [M+Ha}+
1061.4109] 1 276421 | CS2HESOINLL 0652 [M+Ha}+
1062.4076| 1 2611833 |C52HESON11 0652 [M+Ha}+

S51



HRMS spectrum of compound 5d.

Co d Table
Compound Label RT Mass Abund Formula Tgt Mass | (ppm) DB Formula
Cpd 1: C58 HT2 N10 011 52 4904 1148 4856 13116 5B HT2 M1D 011 52 1148 4823 2.5 58 H7Z N1D 011 52 C58 H72 N1O 011 52
Compound Label m/r RT Algorithm Mass
Cpd 1: C58 H72 N10 011 11494908 4.9%4 | Find By Formula 1148 4856
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miz z |Abund Formula Ion
575.3503| 2 173002.67 [C58H7ZNI001 152 [M+2H)+2
575.7517| 2 BB054.73|C58HTZNI001152 [M+2H)+2
576.252| 2 4366648 | CS8HTZN1001152 [M+2H)+2
S76.7519] 2 16889.65 [CSEHFZNI001152 [M+2H)+2
577.3537| 2 5266.60 | CS8HT2NI001152 [M+2H)+2
1149.4908| 1 13115.77 [C58HTZNI001152 [M+H}+
1150.4936| 1 DE9.57 |CSBHTZNI001152 [M-+H}+
1171.4731) 1 1565646 [CSAHFZNI001152 [M+Na)+
1172.4762| 1 10635.59 [CSEHFZNI001152 [M+Na)+
1173.4765| 1 51B6.67 |CS8HFZNL001152 [M+Na)+
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HRMS spectrum of compound Se.

Co d Table
TaT
Compound Label BT Mass Abund Formula Tgt Mass | (ppm) MFG Formula DB Formula
Cpd 1: C49HSB FN2 O7 5 4.146 535,419 16379 CA9HEBFMNIOT S 9354164 ZE3 C49 HEEF MR O7 5 C49HSEFNIOF 5
Compound Label mfr RT Algorithm Mass
Cpd 1: C49 H58 F N9 OF 9584065 4.146 | Find By Formula 935.419
5
w10 & |Ced 1: C45 H58 F NS OT 5: «ESI EIC(312.8127, 313.1471, 329.8393. 330.1736 _._) Sean Frag=12.
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MS Spectrum Peak List

mE Z | Abund Formula Ion
468717 2 10432562 |C49HSEFNE0TS [M+2H)+2
469.2185( 2 $9581.66 |C49HZEFNROTS [M+2H)+2
469.71BE( 2 365347 |C49HSAFNEOTS [M+2H)+2
470.2191( 2 667 1.06 [C49HSBFNEOTS [(M+2H)+2
036.4245| 1 G134.8 | C49HSAFNGOTS [M+H}+
0374275 1 5207.540 [ C49HSBFNGOTS [M+H}+
038.4288| 1 1513, 74 |C49HSBFNGOTS [M+H)+
958.4065| 1 16379.26 | C49HSFNSOTS [M+Na}+
959.4100| 1 9018.06 | C49HSEFNSOTS [M+Na}+
96041 1 3395.57 |C49H58FNR07S [M+Na}+
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