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NMR and HRMS spectra
5-Chloro-6-methoxy-8-nitroquinoline (2)

NMR (300 MHz, ) § 8.99(dd. J=4.1, 1.4 Hz). 862 (dd J= 87, 1.6 Hz), 790 (s), 761 (de. J= 87,4 1 Hz) 411 (s).
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G NMR (101 MHz, CDOL,) 8 15166 (s), 15095 (s). 147.12 (s), 135.19 (s), 13219 (s), 127.88 (s), 12357 (s), 120.57 (s), 111.43 (s), 5744 (s).
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2-(4-Oxopentyl)isoindoline-1,3-dione (5)

‘HNMR (400 MEz, DMS0) § 6.97 (dq. /=62, 48 Hz, 1H), 267(t, J= 6.8 Bz, 1H), 161 (&, J=7.1 Hz, 1E), 117 (s, 1H), 0.89 (p, J=69 Bz 1H).
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NMR (126 MHz, ) § 208.17 (5), 168.57 (s), 134.84 (5), 132.18 (5), 123.42 (s), 40.25 (), 37.32 (5). 30.24 (5). 22.60 (5).
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N*-(6-Methoxy-5-phenoxyquinolin-8-yl)pentane-1,4-diamine (7a)

NMR (500 MHz, ) & 8.36 — 8.47 (m), 8.09 — 793 (m), 7.23 (ddd, J=15.7, 7.2, 3.9 Ez), 6.94 (td, J=7.4, 0.7 Hz), 6.89 — 6.80 (m), 6.4 (s), 6.05 (s), 3.88 (5), 2.80 (t, /= 6.7 Hz), 1.79 — 1.60 (m), 132 (d, /= 6.3 Hz).
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NMR (126 MHz, ) & 159.49 (s), 150.54 (s), 144.86 (s), 143.09 (s), 133.82 (s), 120.88 (), 120.55 (s), 124.70 (s), 124.48 (s), 122.07 (s), 121.54 (s), 114.92 (5), 93.74 (s), 57.00 (s), 48.19(s), 4162 (s), 34.15 (s), 28.85
().2063 (s).
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High resolution report
Acquisition Date 311372020 12:24:36 PM
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N4-(6-Methoxy-5-(4-methoxyphenoxy)quinolin-8-yl)pentane-1,4-diamine (7b)

NMR (500 MHz, ) & 8.53 (dd, J=4.1, 1 6 Hz), 8.05 (dd, J=84, 1.5 H), 725 (dd, J=8.5, 4 1 Hz), 6.78 (q, = 0.3 Hz). 6.44 (s). 6.05 (s), 3.90 (s), 3.73 (s), 3.68 (dd. = 119, 5.9 Hz), 279 (1, J=6 8 Hz), 182 — 161

(m), 1.34 (d, /= 6.3 Hz).
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NMR (126 MHz, } & 154.30 (5), 153.62(s), 150.59 (s), 144.85 (s), 142.99 (s), 133.86 (s), 129.94 (s), 125.10 (s), 124.82 (s), 122.03 (s), 115.36 (s}, 114.65 (5), 93.82 (s), 57.15 (s), 55.75 (s}, 48.19 (s), 41.67 (s), 34.17

(5. 29.12 (5), 20.67 (s).
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High resolution report

. Acquisiion Date  3M13/2020 12:26:02 PM
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MaFormate_pos.m Operalor Sutichai Ext: 3560
Sample Name  SJ BS6 C1 OMe Instrument micrOTOF  Bruker

Calibrate by Sodium Formate

Acquisition Parameter
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N*-(5-(4-Bromophenoxy)-6-methoxyquinolin-8-yl)pentane-1,4-diamine (7c)

NMR (300 MHz, ) § 8.54 (4d, J=2.7, L5 Hz), 7.98 (dt, J=8.5, 1.5 Hz), 731 (dd, J=9.1, 14 Hz), 727 (ddd, J=8.5,4.2, 1.4 Hz), 6.75 (dd, J=9.1, 1.4 Hz), 6.43 (s), 3.89 (s), 3.68 (s), 278 (t. = 6.4 Hz), 1.89 — 1.53

(m). 1.35 (4, J=6.3 Hz).
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High resclution report

) Acquisition Dale AMN2020 12:42:26 PM
Analysis Name D:\Data‘customenSJ BS& P1 Brd

Method MaFormate_pos.m Operator Sutichai Ext- 3560
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Calibrate by Sodium Formate
Acquisition Parameter
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N*-(6-Methoxy-5-(4-chlorophenoxy)quinolin-8-yl)pentane-1,4-diamine (7d)

NMR (500 MHz, ) & 8.54(dd. J=42. 1.6 Hz). 7.99 (dd. J=8.5. 1.6 Hz). 730 — 7.25 (m). 7.17 (d /= 9.0 Hz). 6.80 (d../= 9.0 Hz). 6.43 (s). 3.89 (s). 3.69 (dd.J= 11.8. 5 8 Hz). 279 (. /= 6.1 Hz) 180 1.56

(m), 1.35 (d, J=6.3 Hz).
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NMR (126 MHz, ) & 158.13 (s), 150.43 (5), 144.95 (s), 143.30 (5), 133.72 (s), 129.56 (5), 129.44 (s), 126.35 (5), 124.46 (s), 124.21 (s), 122.23 (s), 116.25 (s), 93.29 (s), 36.97 (s), 48.13 (s), 4140 (s), 34.11 (5), 20.63 (s).
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High resoclution report
Acquisition Date 31372020 12:43:32 PM
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4-((8-((5-Aminopentan-2-yl)amino)-6-methoxyquinolin-5-yl)oxy)benzonitrile (7e)

NMR (300 MHz, ) 8 8.56(dd, J=42. 1.4 Bz), 793 (dd, J=8.5, 15 Hz), 7.53 (d, J=8.THz), 730 (dd, J= 85, 4.1 Hz), 693 (4 J= 8.7 Hz), 6.42 (s), 6.17 (s), 3.88 (<), 3.69 (s), 279 (t. = 6.8 Hz), 182 — 157 (m),

1350d J=635Hz.
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N*-(5-(4-Fluorophenoxy)-6-methoxyquinolin-8-yl)pentane-1,4-diamine (7f)

'H NMR. (300 MHz, CDCL) & 8.51 (4, 7= 4.0 Hz, 1H), 8.01 (d, J=8.4 Hz, 1H), 7.25 (dd, J="7.7,3.2 Hz, 1K), 6.90 (¢, J= 8.6 Hz, 2H), 6.79 (dd, J=9.0, 4.2 Hz, 2H), 6.43 (s, 1H), 6.03 (s, 15, 3.88 (s, 3H), 3.67 (s,

1H). 289 (s. 2H). 1.89 — 1.62 (m. 4H). 1.30 (d. /= 6.0 Hz. 3H).
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“F NMR. (471 MHz, CDCL) § 123 31 (s).
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Method MNaFormate_pos.m
Sample Hame SJC18P1F

Acquisiion Date 7132020 122731 PM

Oparator Sutichai
Instrument micriTOF

Ext: 35680
Bruker

Calibrate by Sodium Formale

Acquisition Parameter

Source Typa ESi i i
;ﬁ:?hl" ::% ::t:w lan Polarity Peailive g: grblulmlr Iil:ﬁﬂjg
el Capillary 500 W i
Sean End 2000 miz 8 Erd Plate Offset  -500 E.':&”“ﬁ“ﬁ.h., ;.:Hm:n
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N*-(5-(4-Fluorophenoxy)-6-methoxyquinolin-8-yl)pentane-1,4-diamine (7g)
NMR (300 MHz, ) & 8.68 —8.53 (m), 8.00 (ddd, /=1835,35 1.7Hz), 761 (d, /J=80Hz), 741 (ddd, /=83 4.1 15Hz), 701(d, /=83 Hz), 6.71 (dd, J=16.1, 149 Hr). 391 (dd, J=44, 17 Hz), 32%m). 194 (¢, J
=6.2Hz). 2.98-2.79 (m) 1.86 — 1.68 (m). 1.35 (d. /= 6.3 Hz).
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f1 (ppm)

NMR(126 Mz, ) & 150.72 (s). 144.80 (s). 144.58 (s). 144.02 (s), 133.30 (5), 131.04 (5), 128.68 (q, J= 4.1 Hz). 12694 (q, J= 65.1 Hz), 124.02 (s). 122.87 (.= 7.7 Hz), 122.69 (q, J=263.0 Hz). 12248 (s), 11531 ().
9273 (s), 36.14 (5), 5031 (s), 47.88 (s), 41.21 (s), 3437 (s), 20.05 (5)
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—3457
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NMR. (471 MHz, ) & -57.53 - -63.84 (m).

2020-07-08-sja002-51-C37-P1
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High resolution report

-100
f1 (ppm)

3:24:20
Acquisition Date  17/11/2583 1
Analysis Name  W10.222.72 169\Data\customenSJC37P1CF3.d L Ext: 3560
Method NaFormate_pos.m Operator Sutichal Bruker
Sample Name  SJC37P1CF3 Instrument micrOTOF
Calibrate by Sodium Formate
Acquisition Parameter
Source Type ESI lan Polarity Positive Set Nebulizer 1.5 Bar
Focus Not active Set Dry Heater 200 °C
Scan Begin 50 miz Set Capillary 4500 V Set Dry Gas 8.0 Vmin
Scan End 3000 m/z Set End Plate Offset  -500 V Set Divert Vaive Source
Intens, SIC37P1CF3.d: +MS, 0.0min #2
x108
1.254
420.1939
1.001
0.754
0.501
m/z calcd for C22H2sF3N3O2*
M+H]" 420.1
0.25 294.1350 [ 1 ShRS
] 226.9446
J 256.r579 353.2681 l
484,1842
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: 100 200 300 400 500 800 700 miz
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4-((8-((5-Aminopentan-2-yl)amino)-6-methoxyquinolin-5-yl)oxy)benzamide (7h)

NMR (500 MEz, ) § 8.51 (4d, J=4.1, 1.4 Hz), 8.16 (dd, 7=5.7, 3.4 Hz), 7.96 (dd. J= 11.1, 4.1 Hz), 7.7 (s), 7.76 (s), 732 (dd, J= 8.4, 4.1 Hz), 6.81 (4, J= 8.3, L4 Hz), 6.58 (4, J=4.1 Hz), 3.84 (s), 3.82 - 3.77
(m), 2.95 (t, /=72 Hz), 176 (t, 7= 10.6 Hx), 1.31 (t, /= 3.3 Ha).
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f1 (ppm)

INMR. (126 MEz, ) 6 170.51 (s). 16249 (s), 150.44 (s), 144.76 (s). 143.46 (s), 133.37 (s). 13163 (s}, 120.34 (s). 128.87 (s). 126.72 (s), 125.56 (s). 124.22 (s). 123.76 (s), 122.07 (s). 114.36 (s}, 93.29 (s). 55.84 (s).
39.61(s), 33.30(5), 19.33 (s).
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Mass Spectrum List Report

Analysis Info Acquisition Date  12/14/2020 6:45:27 PM
Analysis Name  DAData\Data Service\201214\8J-E03-P1_RC4_01_5064.d

Method nv_pos_Smin_profile_190214.m Operator Cu.

Sample Name  SJ-E03-P1 Instrument [ Ser# micrOTOF-Q Il 10335
Comment

Acquisition Parameter

Source Type ES3I lan Polarity Positive Set Nebulizer 3.0 Bar
Focus Mot active Sat Capillary 4000V Set Diry Heater 200 T
Sean Beain 100 miz Sat End Plate Offsat -500 W Set Dry Gas 8.0 Ifmin
Sean End 1500 miz Set Collislon Cell RF 250.0 Vpp Set Divert Valve Waste

HN NH,
38521145

5 §
i
z
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1 m/z calcd for C22H27N4O3" [M+H]395.2078  MeO

24 CONH,

o : | Jl | , 515-18588 an.eiagaa 1205.58856 7h
200 400 600 8O0 1000 1200 1400  miz
[— +MS, 0.15-0.28min #{9-17), Background Subtracied |
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4-(Dispiro[cyclohexane-1,3'-[1,2,4,5]tetroxane-6",2""-tricyclo[3.3.1.13,7]decan]-4-yl)phenol

(10)

NMR (300 MEz, ) & 7.05(d, J=8.5 Hz), 6.74 (d, /= 8.1 Bz, 3.21 (d, J=38.1 Hz), 2.52 (tt, /= 11.8, 3.6 Hz), 2.11 — 1.36 (m).
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MR (126 MEz, ) § 154.03 (s), 138.20 (s), 127.98 (5), 115,31 (s}, 110.63 (s), 107.73 (s), 42.83 (s), 37.04 (s), 33.23 (5), 27.13 (s).
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(1r,3r,5r,7r)-4""-(4-(4-bromobutoxy)phenyl)dispiro[adamantane-2,3'-[1,2,4,5]tetraoxane-
6',1""-cyclohexane] (11)

NMR.(300 MHz.1 8 7.13 (d. J=8.6 Hz). 6.82 (d. J=8.6 H2). 3.97 (t. J=6.0 Hz). 3.48 (t. /= 6.7 Hz). 3.24 (d. /=344 Hz). 2.36 (tt. /= 11.8. 3.5 H),
2020-08-17-5ja001-51-C48-P1
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NMR (126 MEz, ) 8 157.36 (s), 138.26 (5), 127.80 (s), 114.42 (s), 110.56 (s), 107.64 (), 66.86 (s), 42.87 (s), 57.05 (s), 33.39 (s), 33.25 (5), 20.58 (5), 28.02 (s), 27.15 (5)
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N*-(4-(4-((1r,3r,5r,7r)-dispiro[adamantane-2,3'-[1,2,4,5]tetraoxane-6",1"'-cyclohexan]-4""-yl)
phenoxy)butyl)-N*-(6-methoxy-5-phenoxyquinolin-8-yl)pentane-1,4-diamine (12)

NMR (500 MHz. } & 8 52 (ddd_ 7=4 1,16 0.5 Hz). 804 (ddd). 724 — 719 (m). 706 (d J= 8.7 Hz). 695 (td_ J= 7305 Hz). 685 (d.J= T8 Hz). 672 (d J= 84 Hz). 6,54 (s). 390 (<), 3 86— 3.77 (m). 3 72 (dd J=
12.5,6.3 Hz), 3.22 (4, = 382 Hz), 208 — 281 (m), 251 (tt, /= 1.6, 3.5 Fz), 2.08 — 1.59 (m), 130 (d J=63 Hz)
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fL (ppm)

NMR (126 MHz, ) § 159.41 (s), 157.11 (s), 150.53 (s), 143.05 (s), 142.70 (s), 138.38 (s), 133.96 (s), 129.96 (s), 120.56 (s), 127.79 (s), 125.06 (s), 124.69 (s), 122.14 (s), 12159 (s), 114.93 (s), 114.43 (s), 110.55 (s),
107.62 (s), 94.80 (5). 67.19 (s), 57.22 (s), 48.50 (s), 48.26 (s), 47.88 (5), 42.83 (s), 37.04 (s), 34.41 (s). 33.24 (s), 20.78 (s). 27.15 (s}, 26.70 (). 24.10 (s), 20.72 (s).
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High resolution report

Acquisition Date  9/8/2020 3:01:38 PM

Analysis Name D:\Data\customeriSJ C50 P1 d o
Meth&:Jd NaFormate_pos.m Operator Sutichai Ext: 3560
Sample Name ~ SJ C50 P1 ‘ Instrument micrOTOF Bruker
Calibrate by Sodium Formate
Acquisition Parameter .
Source Type ESI lon Polarity Positive Set Nebulizer 0.3 Bar
Focus Not active Set Dry Heater 180 7C
Sean Begin 100 m/z Set Capillary 4500 V Set Dry Gas 4.0 /min
Scan End 2000 m/z Set End Plate Offset  -500 V Set Divert Valve Source
Intens. +MS, 0. 1min #4
x108
1.50 800.4242 J\/\/H
N 0-0
IN 0-0
1.00] MeO &
o}
0.75] \©
050 12
0251 m/z calcd for Cs7Hs9N3sNaO7 * [M+Na]* 800.4245
000 411.6951 618.?2'60 ) ) 95?.;1905 1 153;7251
' 200 400 600 800 1000 1200 1400 1600 1800 miz
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Primary data for heme polymerization inhibition assay

Control T T-
1 0.5446  1.3240
2 05361 1.3336
3 05828  1.3263
Average | 0.5545 1.3280
PQ conc 1 2 3 HCF1  HCF2  HCF3 | %Inhl  %Inh2  %Inh3
400 | 11201 11807 11501 | 0.269 0190 0230 | 73.12  80.96  77.01
200 | 09117 08333 08610 | 0538  0.640 0.604 | 46.18  36.04  39.63
100 | 07047 07321 07060 | 0.806 0770  0.804 | 19.42 = 2296  19.59
50 0.6525 0.5004 0.5950 | 0.873  1.070 0948 | 1267 -7.00 5.4
10 04823 0.6216 05831 | 1.093 0913 0963 | -933 867 3.70
2 0.5384 0.6796 0.5908 | 1.021 = 0.838 0953 | -208 1617  4.69
3128 309.9  336.8
conc 1 2 3 HCFL  HCF2  HCF3 | %Inhl  %Inh2  %Inh3
400 13420 13328 1.2949| -0.018 -0.006  0.043 | 101.81 100.63  95.73
200 12442 12371 12369 0108  0.118  0.118 | 89.17 8825 = 88.23
100 09465 1.0180 0.9378| 0493 = 0401 0505 | 50.68 59.92  49.55
50 07077 07989 0.7428| 0.802 = 0.684 = 0.757 | 19.81  31.60  24.35
10 05876  0.6523 06299 0.957 0874 0903 | 428 1265  9.75
2 05604 0.6189 05991 0.992 = 0917 0942 | 076 8.32 5.77
1049 960  103.9
7b conc 1 2 3 HCF1 HCF2 HCF3 %Inh1 %Inh2 %Inh3
rR=ome [ECD 12860 12564 13151 0054 0093 0017 | 9457 9075  98.34
200 10747 10745 1.1075| 0328 0328 0285 | 67.25  67.23  71.49
100 0.8648 0.8585 0.8842| 0599 = 0.607 0574 | 40.12 3930  42.63
50 06724 07042 0.6810| 0.848 0806 0837 | 1524 1936  16.35
10 05933 0.6127 06461 0950 0925 0882 | 5.02 753 1184
2 05750 0.5950 0.5688| 0.974 0948 0982 | 265 5.23 1.85
1621 159.6 1567
conc 1 2 3 HCF1I  HCF2 | HCF3 | %Inhl  %Inh2  %Inh3
400 12540 1.2423 1.2580| 0096 = 0.111  0.091 | 90.44 8893  90.95
200 1.0445 10467 1.0307] 0367 0364 038 | 6335  63.64 6157
100 07978 0.8029 0.8502| 0.685 0679 0618 | 31.46 3212  38.23
50 0.6525 0.6955 0.6376| 0.873  0.818  0.893 | 12.67 1823  10.74
10 0.6204 05995 06111 0915 0942 0927 | 852 5.82 7.32
2 06135 0.6058 0.5650| 0.924 0934 0986 | 7.63 6.63 1.36
1700  180.6  174.8
conc 1 2 3 HCF1 HCF2 HCF3 %Inh1 %Inh2 %Inh3
400 13014 13228 12608 0034 0007 0087 | 957 9933  91.32
200 11881 1.1676 1.1406| 0.181 = 0207 0242 | 8192 7927 7578
100 0.8563 0.9389 0.8664| 0.610 = 0503 0597 | 39.02 4970  40.32
50 07722 07133 0.7552| 0719 = 0795 0741 | 2815 2053  25.95
10 0.6479 0.6889 0.6284| 0879 = 0826 0905 | 12.08 1737 955
2 0.6147 0.6029 05760| 0.922 = 0937 0972 | 7.78 6.26 2.78
1354 1247 1366
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A 2 @ &

12

conjugate

conc 1 2 3 HCF1 __ HCF2___ HCF3 | %Inhl__ %Inh2__ %Inh3
a0 | 11611 12140 1.0931] 0216 0147  0.304 | 7842 8527  69.64
200 | 09587 09868 09039 0477 0441 0588 | 5226 5589  45.17
100 | 07875 07915 0.6884| 0699 0694 0827 | 3012  30.64  17.31
50 07039 06810 0.7223| 0.807 0837 0783 | 1932 1635 2170
10 05837 06538 0.6274| 0.962 0872 0906 | 378 1284  9.43
2 0.6189  0.5844  0.6159| 0917 0961 0921 | 832  3.87  7.94

2911 2693 2971
conc 1 2 3 HCF1 _ HCF2___ HCF3 | %Inhl __ %Inh2__ %Inh3
400 | 12465 12646 13609 0.105 0082  -0.043 | 89.47 9181  104.26
200 | 10774 11136 1.1214| 0324 0277 0267 | 6761  72.28  73.29
100 | 08393 08052 08321 0632 0.676 0641 | 3682 3241  35.89
50 07010 07465 0.6951| 0.811 0752 0818 | 1894 2482 1818
10 0.6656 06128 0.6293| 0.856 0925  0.903 | 1436  7.54  9.67
2 0.6011  0.5685  0.6436| 0940 0982 0885 | 602 18 1152

1553 1706 175.4
conc 1 2 3 HCF1 _ HCF2___ HCF3 | %Inhl _ %Inh2__ %Inh3
a00 | 12701 13094 13367 0075 0024 0011 | 9252  97.60  101.13
200 | 12291 12514 12888| 0128  0.099 0051 | 8722  90.10  94.94
100 | 09072 09439 09565| 0544 0497 0480 | 4560  50.34  51.98
50 07905 08434 0.7615| 0.695 0627 0732 | 30.51 3735  26.76
10 0.6662 07085 0.6369| 0.856 0801  0.894 | 14.44 1991  10.65
2 0.5617 06305 0.6619| 0.991 0902 _ 0.861 | 093  9.83 1389

107.6 1142 1072
conc 1 2 3 HCFI___ HCF2___ HCF3 | %Inhl__ %Inh2__ %Inh3
a0 | 12202 12707 13532| 0.128 0074 -0.033 | 87.23 9260  103.26
200 | 10705 11566 12061 0333 0222 0158 | 6671  77.84 8425
100 | 08632 09015 08701 0601 0551 0592 | 39.91  44.85  40.80
50 07271 07882 0.7887| 0.777 0698 0697 | 22.32 3021  30.28
10 06189 06897 0.6988| 0.917 0825 0814 | 833 1748 1860
2 0.6080 05767  0.6640| 0.931 0971 0858 | 692 287 1416

153.6 1617 _ 146.0
conc 1 2 3 HCFI___ HCF2___ HCF3 | %Inhl __ %Inh2__ %Inh3
400 | 13771 12946 13063 -0.063 0043  0.028 | 10635 9569  97.20
200 | 12526 12954 12334 0098 0042 0122 | 9025 9579  87.78
100 | 11903 11218 10502| 0178  0.267 0359 | 8220  73.34  64.09
50 09274 09397 09501 0.518 0502 0489 | 4821  49.80 5114
10 07022 0.7176  0.6639| 0.809 0789  0.859 | 19.10 = 21.09  14.14
2 0.6519 06822 0.6232| 0.874 0835 0911 | 1259 1651  8.88

645 643 718
conc 1 2 3 HCFI___ HCF2___ HCF3 | %Inhl__ %Inh2__ %Inh3
a00 | 13721 12840 1.3079] -0.057 0057  0.026 | 10570 9431  97.41
200 | 12998 11170 12177| 0036 0273 0143 | 936 7273 8574
100 | 12104 11826 10987| 0152  0.188 0296 | 84.80 8120 7036
50 09397 08390 10169 0.502 0632 0402 | 49.80 3678  59.78
10 07031 0.7685 0.7640| 0.808 0723 0729 | 19.21 = 27.67 = 27.09
2 0.6704 06490  0.6412| 0.850 0878 _ 0.888 | 14.98 1222 1121

613 59.6 628
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