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1,4-disubstituted 1,2 ,3-triazole member 2{11,7}. HPLC (CH;OH :
1,4-disubstituted 1,2 ,3-triazole member 2{11,8}. HPLC (CH;OH :
1,4-disubstituted 1,2 ,3-triazole member 2{11,9}. HPLC (CH;OH :
14-disubstituted 1,2 3-triazole member 2{12,1}. HPLC (CH;OH :

elution 55% to 95% over 35 min

14-disubstituted 1,2 3-triazole member 2{12,2}. HPLC (CH;0H :

elution 55% to 95% over 35 min

(93%), gradient elution 30% to 90% over 13 min.

14-disubstituted 1,2 3-triazole member 2{12,4}. HPLC (CH;OH :

elution 55% to 95% over 21 min

14-disubstituted 1,2 3-triazole member 2{12,5}. HPLC (CH;0H :

elution 55% to 95% over 21 min

14-disubstituted 1,2 3-triazole member 2{12,6}. HPLC (CH;0H :

elution 55% to 95% over 21 min

14-disubstituted 1,2 3-triazole member 2{12,7}. HPLC (CH;0H :

elution 55% to 95% over 21 min

14-disubstituted 1,2 3-triazole member 2{12,8}. HPLC (CH;0H :

elution 55% to 95% over 21 min

14-disubstituted 1,2 3-triazole member 2{12,9}. HPLC (CH;0H :

106
14-disubstituted 1,2 ,3-triazole member 2{10,2}. HPLC (1% AcOH in CH3OH H,0) RT2 65
107
H20) R;14.43 (84%) gradient
107
H20) R;10.11 (84%) gradient
108
14-disubstituted 1,2 3-triazole member 2{10,5}. HPLC (1% AcOH in CH3OH H,0) RT2 52
108
H,0 ) R;11.85 (82%) gradient
109
H20) R;16.73 (94%) gradient
109
H20) Rr14 47 (82%) ............. 110
1,4-disubstituted 1,2 ,3-triazole member 2{10,9}. HPLC (1% AcOH in CH;0OH : H,0) R;3.40
110
HZO) R116.80 (86%). uusessssases 111
H,0) R 14.34 (96%). cusesssssesss 111
H,0) R 14.66 (86%). wusesssssesss 112
H,0) R116.15 (86%). wusesesssesss 112
H,0) R116.67 (98%). wusesesssesss 113
H,0) R115.32 (81%). wosesesssesss 113
H,0) R119.41 (100%). esrsnsesss 114
H,0) R119.88 (95%). wosesesssesss 114
H,0) R117.04 (95%). cosesssssesss 115
H,0) R;20.38 (81%), gradient
115
H20) R:20.29 (97%), gradient
116
14-disubstituted 1,2 3-triazole member 2{12,3}. HPLC (1% AcOH in CH3OH H,0) R;2.90
116
H20) R;12.17 (81%), gradient
117
H20) R 14.48 (98%), gradient
117
H20) R;11.41 (84%), gradient
118
H,0 ) R115.25 (96%), gradient
118
H20) R 13.92 (84 %), gradient
119
H20) R:10.99 (82%), gradient
119

elution 55% to 95% over 21 min

Table 2. Mass of molecular ion peak (MW+H) of the 1 A-disubstituted 1 ,2,3-triazole library members
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Biological data of 1,4-disubstituted 1,2,3-triazole members

Table 1. FRET screening of 1,4-disubstituted 1,2,3-triazole binding affinity for model RNAs AMI1A and C11U

Compd

AF \mia(%)  AFc; (%) Compd AF s v1a(%) AF¢;,y(%) Compd AF s v1a(%) AF¢;,y(%)
ANB-22° 8.53 1953 2{54} 16.79 21.12 2{9,1} 6.34 1095
ANB-40 767 1338 2{56} 1130 1274 2{93} 6.34 1335
2{1,13 11.66 15.17 2{5,7} 2972 25.65 2{94} 1395 23.19
2{12} -6.61 773 2{538} 1451 2254 2{9,5} 5.86 1332
2{1,6} 3293 34.73 2{59} 6.53 15.14 2{9.,6} 027 2.96
2{2,13 14.12 1346 2{6,3} 1494 2005 2{9.7} 9.17 8.65
2{22} 5.10 7.80 2{6.4} 1173 1573 2{9.8} 12.83 16.15
2{23} 3.39 3.59 2{6.,6} 448 4.12 2{9.9} 533 1222
2{24} 19.50 2503 2{6.7} 1275 1334 2{104} 22.60 2476
2{2,6} 585 11.85 2{6.8} 1823 1455 2{10,5} 6.08 10.78
2{2.7} 18.92 23.73 2{6.9} 8.00 14.12 2{10,6} 2005 2405
2{2.8} 15.65 1737 2{7.13 10.68 1157 2{10,7} 23.00 28.49
2{29} 1523 1601 2{72} 9.39 1436 2{10,8} 0.50 8.57
2{3,13 7.02 9.63 2{73} 14.18 13.82 2{109} -16.24 -11.39
2{34} 11.70 18.05 2{74} 1174 23.19 2{11,13 8.46 1298
2{3,7} 28.48 26.13 2{75} 5.50 14.99 2{114} 16.09 20.19
2{38} -436 2.69 2{7.6} 348 9.97 2{11,7} 1795 1822
2{39} 250 328 2{7.7} 6.87 15.90 2{118} 6.99 11.15
2{4,13 2043 2449 2{7.8} 6.03 19.98 2{12,13 9.64 1631
2{42} 251 971 2{79} 6.07 1298 2{122} 734 8.04
2{43} 19.92 2738 2{8.,1} 24.09 29.09 2{123} 793 12.85
2{4,5} 1301 2507 2{8,2} 1507 17.68 2{124} 1347 2272
2{4 6} 9.94 1439 2{83} 1843 1955 2{125} 524 1051
2{4,7} 2551 2232 2{8.4} 1454 28.75 2{12.,6) 10.16 13.94
2{4 8} 1643 22.17 2{8,5} 16.07 20.17 2{12,7} 25.78 26.08
2{4 9} 1621 2138 2{8,6} 9.89 1052 2{12,8} 6.97 1461
2{5.1} 21.65 32.76 2{8.8} 19.60 2321 2{12.9} 1225 19.17

“ the relative fluorescence intensity change AF was calculated by AF=[(F-F,)/F,]*100, where F

is the fluorescence intensity with ligand and F, is without ligand at 585 nm upon excitation at 467 nm."

All of the compounds were tested at a final concentration of 10 yM.



Procedures for Precursors and selected Library Members

General Procedures.

All reagents and starting materials were purchased from commercial suppliers. All
reactions were conducted under an atmosphere of argon unless otherwise noted. Poly(4-
vinylpyridine), cross-linked 2% cross-linked with divinylbenezene powder was purchased from
Aldrich and used as a scavenger for copper ions. Workup of 1,2,3-triazole compounds were
carried out using Isolute SPE phase separators purchased from Biotage. Purification of desired
products were carried out using flash chromatography on silica gel (230-400 mesh) purchased
from Silicycle. Triethylamine was distilled from calcium hydride prior to use. THF and DCM
were dried over a column of dried alumina under an atmosphere of nitrogen. '"H and “C-NMR
spectra were garnered on a Bruker AG 300 MHz spectrometer in CDCl; and referenced to TMS.
HPLC data were obtained on Shimadzu using Supelco discovery C8 column (15¢cm x 4.6 mm, 5
um), eluting at 1 mL/min with a gradient elution starting at 55% of MeOH-H,O going to 95%
over 26 minutes as the mobile phase eluant unless otherwise stated. Retention times are reported
in minutes. Mass verifications were carried out on a Shimadzu 2010A LC/MS using APCI probe.
IR data were acquired on a Shimadzu Advantage FTIR-8400. Melting points were obtained on a
Mel-temp I1, from laboratory devices, USA.

General method A for glycidyl ester 6a-c synthesis.

To a solution of glycidol § (100 mol%) in CH,Cl, (1.35 M) at 0 °C was added DMAP (120
mol%). The reaction mixture was stirred for 30 minutes and the acid chloride (120 mol%) was
added. The reaction was warmed to room temperature and stirring was continued at room

temperature under argon atmosphere for 4 h. The reaction mixture was poured through a silica



gel pad, washed with CH,Cl, (100 mL), filtered, concentrated and chromatographed (25%
EtOAc in hexanes) to provide the desired glycidyl esters 6a-c.

General method B for glycidyl carbamate 8a-b synthesis.

To a solution of allyl alcohol 7 (100 mol%) in CH,Cl, (1.72 M) at 0 °C was added Et;N (300
mol%) and DMAP (2 mol%). The reaction mixture was stirred at 0 °© C for 30 minutes and the
required isocyanate (120 mol%) was added. The reaction was warmed to rt and stirring was
continued for 4 h. The reaction mixture was washed with 1 M HCI (3x), saturated NaHCO, (3x),
H,O (3x), brine (2x), dried over MgSQO,, filtered, concentrated, and chromatographed (50%
EtOAc in hexanes) to provide the allyl carbamate. Without further purification, the allyl
carbamate was used in the next step of the reaction. To a solution of allyl carbamate (100 mol%)
in CH,Cl, (0.53 M) at 0 °C was added mCPBA (120 mol%). The reaction mixture was gradually
warmed to room temperature and stirred 16 h. The reaction mixture was diluted with Et,O,
washed with 1 M NaOH (3x), dried over MgSQO,, filtered, concentrated, and chromatographed
(50% EtOAc in hexanes) to provide carbamoyl epoxides 8a and 8b.

Oxiran-2-ylmethyl octanoate (6a).

Glycidol 5 (1.1 g, 15 mmol) was reacted with octanoyl chloride (3.1 mL, 2.9 g, 18 mmol)
following general method A for glycidyl esters to afford 2.7 g (91%) of the ester 6a as pale
yellow oil that matched analytical data previously reported.' 'H NMR (CDCI;, 300 MHz) & 3.92
(dd,J=3.1,12.3,1H),3.42 (dd,J=6.3,12.3, 1H), 2.72-2.69 (m, 1H), 2.33 (t,/ = 4.9, 1H), 2.15
(dd,J=2.6,50,1H),1.87 (t,J=7.4,2H), 1.23-1.09 (m, 2H), 0.93-0.73 (m, 8H), 0.42 (t,J = 6.8,
3H).

Oxiran-2-ylmethyl benzoate (6b).
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Glycidol 5 (1.1 g, 15 mmol) was reacted with benzoyl chloride (2.5 g, 18 mmol) following
general method A for glycidyl esters to afford 2.4 g (90%) of the ester 6b as yellow oil that
matched analytical data previously reported.> '"H NMR (CDCI,, 300 MHz) & 8.07 (d, J = 7.2,
2H),7.57 (t,J=7.2,1H),7.45 (t,J=7.1,2H),4.65 (dd,J=1.0,3.1, 1H),4.19 (dd, J = 6.2, 12.3,
1H), 3.37-3.31 (m, 1H), 2.98 (t, J = 4.9, 1H), 2.74-2.72 (m, 1H). "C NMR (CDCl,, 75 MHz) §
166.3,133.2,129.7,128.4,65.4,49.5, 44.7.

Oxiran-2-ylmethyl cyclohexanecarboxylate (6c¢).

Glycidol 5 (1.1 g, 15 mmol) was reacted with cyclohexanecarbonyl chloride (2.6 g, 18 mmol)
following general method A for glycidyl esters to afford 2.6 g (93%) of the ester 6¢ as colorless
oil that matched analytical data previously reported.” "'H NMR (CDCl,, 300 MHz) & 4.21 (dd, J =
3,123, 1H),3.74 (dd, J = 6.1, 12.3, 1H), 3.02-2.99 (m, 1H), 2.64 (t,J = 4.6, 1H), 2.46 (dd, J =
2.6,49,1H), 1.74 (d, J = 124, 2H), 1.67-1.42 (m, 3H), 1.40-1.21 (m, 2H), 1.21-0.99 (m, 3H).
"C NMR (CDCl,, 75 MHz) § 175.2,64.3,49.1,44.2,42.8, 28.8,25.57, 25.19.
Oxiran-2-ylmethyl benzylcarbamate (8a).

Benzyl carbamate (1.13 g, 6.1 mmol) prepared from allyl alcohol 7 was reacted with mCPBA
(1.26 g, 7.3 mmol) following general method B for glycidyl carbamates to afford 1.0 g (80%) of
the carbamate 8a as a yellow oil that matched analytical data previously reported." 'H NMR
(CDCl,, 300 MHz) & 7.36-7.26 (m, 5H); 5.20 (s, 1H), 4.45 (dd, J =29, 12.2, 1H), 4.36 (d, J =
6.0,2H),3.90 (dd, J =6.3,12.2, 1H), 3.21-3.17 (m, 1H), 2.82 (t,J = 4.6, 1H), 2.62 (dd, J = 2 4,
4.4, 1H). "C NMR (CDCl,, 75 MHz) 8 156.1, 138.3, 128.7, 127.6, 127.5,65.6,49.8,45.2, 44 6.
Oxiran-2-ylmethyl butylcarbamate (8b).

Butyl carbamate (1.60 g, 10.5 mmol) prepared from allyl alcohol 7 was reacted with mCPBA

(2.17 g, 12.6 mmol) following general method B for glycidyl carbamates to afford 1.5 g (82%) of

11



the carbamate 8b as yellow oil.'H NMR (CDCI,, 300 MHz) & 5.00 (s, 1H); 442 (dd, J = 2.7,
12.2, 1H), 3.87(dd, J = 6.3, 12.2, 1H), 3.21-3.14 (m, 3H), 2.83 (t,J = 4.7, 1H), 2.64 (dd, J = 2.6,
4.8, 1H), 1.54-1.44 (m, 2H), 1.41-1.28 (m, 2H), 0.92 (t, J = 7.2, 3H). “C NMR (CDCl,, 75
MHz) § 156.2,65.3,49.9,44.6,40.8,32.0,19.9, 13.7.

General method A for the synthesis of azide components 3{1-3}, 3{4-5} & 3{6-9}.

To a mixture of epoxide (100 mol%) and NH,Cl (200 mol%) in MeOH and H,O (0.28 M, 8:1)
was added NaNj; (800 mol%) and the reaction mixture was stirred at room temperature for 24 h.
The reaction mixture was concentrated to 1/10 its volume, diluted with H,O and extracted with
EtOAc (3x). The combined organic layers were washed with brine (2x), dried over MgSQO,,
filtered, concentrated, and chromatographed (35% EtOAc in hexanes) to provide azide
compounds 3{1-3}, 3{4-5} & 3{6-9}.

General method B for the synthesis of azide components 3{10-12}.

To a solution of trans-2-azidocyclohexanol 3{9} (100 mol%) in CH,Cl, (0.71 M) at 0 °C was
added Et;N (300 mol%) and DMAP (2 mol%). The reaction mixture was stirred for 30 minutes
and the acid chloride (120 mol%) was added. The reaction was gradually warmed to room
temperature and stirred for 16 h under an argon atmosphere. The reaction mixture was washed
with 1 M HCI (3x), saturated NaHCO, (3x), H,O (3x), brine (2x), dried over MgSO,, filtered,
concentrated, and chromatographed (25% EtOAc in hexanes) to provide compounds 3{10-12}.

3-azido-2-hydroxypropyl octanoate 3{1}.

Glycidyl octanoate 6a (1.13 g, 5.6 mmol) was reacted with NaN, (3.6 g, 56 mmol) following the
general method A for azide compounds syntheses to afford 1.1 g (77%) of the azide 3{1} as a
pale yellow oil. 'H NMR (CDCl,, 300 MHz) & 4.15 (dd, J = 5.2, 12.2, 1H), 4.10 (dd, J = 5.2,

12.2,1H), 4.04-3.97 (m, 1H),3.41 (dd,J=5.9,12.8,1H), 3.35(dd,J=5.9,12.8, 1H), 3.03 (d, J
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=5.0, 1H),2.33 (t,J = 7.5, 2H), 1.66-1.56 (m, 2H), 1.35-1.21 (m, 8H), 0.86 (t, J = 6.9, 3H). °C
NMR (CDCl;, 75 MHz) 8§ 174.8, 69.6, 66.1, 54.1, 34.7, 32.3, 29.7, 29.5, 25.5, 23.2, 14.7. IR
(CDCl;) 2100 cm'™.

3-azido-2-hydroxypropyl benzoate 3{2}.

Glycidyl benzoate 6b (1.1 g, 6.2 mmol) was reacted with NaN, (4.0 g, 62 mmol) following the
general method A for azide compounds syntheses to afford 1.0 g (81%) of the azide 3{2} as an
orange-yellow oil that matched analytical data previously reported.” 'H NMR (CDCl,, 300 MHz)
0804 (d,J=73,2H),758 (t,J=72,1H), 744 (t,J =79, 2H), 4.44 (dd, J = 5.3, 20.5, 1H),
436 (dd, J =5.3,20.5, 1H), 4.21-4.12 (m, 1H), 3.51 (dd, J = 5.5, 13.0, 1H), 3.46 (dd, J = 5.5,
13.0, 1H), 3.22 (d, J = 4.4, 1H). "C NMR (CDCl,, 75 MHz) § 166.8, 133.5, 129.7, 129.4, 128.5,
69.1,66.1, 53.56. IR (CDCl;) 2106 cm™.

3-azido-2-hydroxypropyl cyclohexanecarboxylate 3{3}.

Glycidyl cyclohexanecarboxylate 6¢ (1.13 g, 6.1 mmol) was reacted with NaN; (4 g, 61 mmol)
following the general method A for azide compounds syntheses to afford 1.12 g (81%) of the
azide 3{3} as a pale yellow oil. 'H NMR (CDCl,, 300 MHz) & 4.11 (dd, J = 5.4,20.4, 1H), 4.03
(dd, J =5.4,204, 1H), 3.99-3.89 (m, 1H); 3.36 (dd, J = 5.0, 12.7, 1H), 3.29 (dd, J = 5.0, 12.7,
1H), 3.00 (d, J = 5.0, 1H), 2.28 (tt, J = 3.6, 11.2, 1H), 1.90-1.79 (m, 2H), 1.75-1.53 (m, 3H),
1.45-1.10 (m, 5H), "C NMR (CDCl,, 75 MHz) & 176.3, 69.0, 65.3, 53.5, 43.0, 29.0, 25.6, 25.3.
IR (CDCI,) 2100 cm™.

3-azido-2-hydroxypropyl benzylcarbamate 3{4}.

Glycidyl benzylcarbamate 8a (0.97 g, 3.8 mmol) was reacted with NaN; (2.5 g, 38 mmol)
following the general method A for azide compounds syntheses to afford 0.87 g (77%) of the

azide 3{4} as an orange-yellow oil. 'H NMR (CDCl,, 300 MHz) & 7.40-7.23 (m, 5H), 5.27 (s,
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1H),4.36 (d,J=5.2,2H),4.19 (dd,J=4.3,12.1,1H),4.14 (dd, J =43, 12.1, 1H), 4.02-3.89 (m,
1H), 3.37-3.20 (m, 3H). "C NMR (CDCl,, 75 MHz) § 156.5, 137.7, 128.5, 127.4, 127.3, 69.3,
66.4,53.1,44.95. IR (CDCl;) 2100 cm™.

3-azido-2-hydroxypropyl butylcarbamate 3{5}

Glycidyl butylcarbamate 8b (0.93 g, 4.3 mmol) was reacted with NaN; (2.8 g, 43 mmol)
following the general method A for azide compounds syntheses to afford 0.91 g (81%) of the
carbamate 3{5} as an orange-yellow oil. 'H NMR (CDCl,, 300 MHz) & 4.90 (bs, 1H), 4.20-4.09
(m, 2H), 4.04-3.95 (m, 1H), 3.43-3.29 (m, 3H), 3.18 (q, J = 6.5, 2H), 1.50-1.43 (m, 2H), 1.42-
1.28 (m, 2H), 0.93 (t, J = 7.3, 3H), "C NMR (CDCl,, 75 MHz) & 155.3, 68.1, 64.9, 51.9, 39.4,
30.4,18.3,12.1. IR (CDCl;) 2100 cm™.

2-azido-1-phenylethanol 3{6}.

Styrene oxide 9a (1.2 g, 10 mmol) was reacted with NaN, (6.5 g, 100 mmol) following the
general method A for azide compounds syntheses to afford 1.5 g (92%) of the azide 3{6} as a
yellow oil that matched analytical data previously reported.® 'H NMR (CDCl,, 500 MHz) & 7.43-
7.31 (m, 5H), 4.66 (t,J = 6.5, 1H), 3.75 (t, J = 6.0, 2H), 2.08 (t, J = 6.0, 1H); "C NMR (CDCl,,
75 MHz) & 135.5,128.1,127.9, 126 .4, 67.1, 65.7. IR (CDCl;) 2100 cm'

1-azidohexan-2-ol 3{7}.

2-Butyloxirane 9b (1.0 g, 10 mmol) was reacted with NaN; (6.5 g, 100 mmol) following the
general method A for azide compounds syntheses to afford 1.35 g (94%) of the azide 3{7} as a
colorless oil that matched analytical data previously reported.” '"H NMR (CDCI,, 300 MHz) &
3.84-3.68 (m, 1H), 3.38 (dd, /=34, 12.4,1H),3.25(dd,J =74, 12.4, 1H), 2.00 (s, 1H), 1.56-
1.25 (m, 6H), 0.92 (t, J = 6.9, 3H). "C NMR (CDCl,, 75 MHz) § 70.3, 56.6, 33.5, 27.1, 22.1,

13.4.1R (CDCl;) 2100 cm™.
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1-azido-3-(benzyloxy)propan-2-ol 3{8}.

Benzyl glycidylether 9¢ (1.6 g, 10 mmol) was reacted with NaN; (6.5 g, 100 mmol) following the
general method A for azide compounds syntheses to afford 1.95 g (93%) of the azide 3{8} as a
pale yellow oil that matched analytical data previously reported.* 'H NMR (CDCl;, 300 MHz) &
7.39-7.27 (m, SH), 4.55 (s, 2H), 4.01-3.89 (m, 1H), 3.53 (dd,J =4.4,9.6, 1H), 3.48 (dd, J = 4 4,
9.6, 1H), 3.39 (dd, J = 6.0, 12.9, 1H), 3.34 (dd, J = 6.0, 12.9, 1H), 2.56 (d, J = 3.9, 1H). "C
NMR (CDCl,, 75 MHz) 6 136.1, 127.1, 126.5, 126.5, 72.1, 69.8, 68.2, 52.0. IR (CDCl,) 2096
cm’.

Trans-2-azidocyclohexanol 3{9}.

Cyclohexene oxide 9d (1.0 g, 10 mmol) was reacted with NaN, following the general method A
for azide compounds syntheses to afford 1.38 g (98%) of the azide 3{9} as a white solid that
matched analytical data previously reported.® 'H NMR (CDCl;, 300 MHz) § 3.37-3.26 (m, 1H),
3.18-3.05 (m, 1H), 2.22 (d, J = 3.5, 1H), 2.05-1.90 (m, 2H), 1.74-1.60 (m, 2H); 1.36-1.11 (m,
4H). "C NMR (CDCl,, 75 MHz) 8 72.4,65.9, 31.9, 28.6,23.1, 22.7. IR (CDCl;) 2096 cm™.
Trans-2-azidocyclohexyl benzoate 3{10}.

2-Azido cyclohexanol 3{9} (1.1 g, 11.3 mmol) was acylated with benzoyl chloride (2.0 g, 13.6
mmol) following general method B for azide synthesis to afford 2.1 g (92%) of the azide 3{10}
as a white solid that matched analytical data previously reported.” 'H NMR (CDCl;, 300 MHz) §
8.10(d,J=79,2H),7.58 (t,J=7.2,1H),7.45 (t,J =7.5,2H), 5.00-4.89 (m, 1H), 3.63-3.51 (m,
1H), 2.29-2.05 (m, 2H), 1.83-1.72 (m, 2H), 1.54-1.27 (m, 4H). "C NMR (CDCl,, 75 MHz) §
165.8, 133.1, 130.1, 129.7, 128.4, 76.0, 63.4, 30.5, 30.4, 23.8, 23.5. IR (CDCl;) 2100 cm™. m.p

112-115 °C.
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Trans-2-azidocyclohexyl 2-phenylacetate 3{11}.

2-Azido cyclohexanol 3{9} (0.5 g, 3.5 mmol) was acylated with phenylacetyl chloride (0.65 g,
4.2 mmol) following general method B for azide synthesis to afford 0.80 g, (88%) of the azide
3{11} as colorless oil. 'H NMR (CDCl,, 300 MHz) § 7.32-7.23 (m, 5H), 4.73-4.65 (m, 1H), 3.65
(s, 2H), 3.41-3.32 (m, 1H), 2.05-1.98 (m, 2H), 1.73-1.67 (m, 2H), 1.41-1.21 (m, 4H). "C NMR
(CDCl,, 75 MHz) 6 170.9, 133.9, 129.3, 128.6, 127.1,75.8, 63.1, 41.5, 30.4, 30.3, 23.7,23.4. IR
(CDCI,) 2100 cm’

Trans-2-azidocyclohexyl 2-phenoxyacetate 3{12}.

2-Azido cyclohexanol 3{9} (0.51 g, 3.6 mmol) was acylated with phenoxyacetyl chloride (0.75
g, 4.4 mmol) following general method B for azide synthesis to afford 0.90 g (91%) of the azide
3{12} as colorless oil. 'H NMR (CDCl,, 300 MHz) 6 7.31 (t,J = 7.6, 2H), 7.01 (t, J = 7.4, 1H),
6.94 (d,J =8.0,2H), 4.86-4.78 (m, 1H), 4.70 (d, J=16.2, 1H), 4.64 (d,J = 16.2, 1H), 3.45-3.34
(m, 1H), 2.11-1.98 (m, 2H), 1.79-1.65 (m, 2H); 1.45-1.18 (m, 4H). "C NMR (CDCl,, 75 MHz) §
168.3,157.8,129.6,121.7,114.7,76 .4, 65.3, 63 .0, 30.4, 30.2, 23.7, 23.4. IR (CDCI,) 2096 cm''.
General method A for the synthesis of propargylamine derivatives 4{1-7}.

To a solution of propargyl bromide 10 (120 mol%) in THF (0.84 M) was added a secondary
amine 11 (100 mol%). The reaction mixture was stirred for 5 minutes and K,CO, (200 mol%)
was added. The reaction mixture was heated at reflux for 24 h under an argon atmosphere. The
reaction mixture was filtered, concentrated and chromatographed (50% EtOAc in hexane) to

afford the propargyl amine derived alkynes 4{1-7}.
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General method B for the synthesis of propargylamine derivatives 4{8-9}.
To a solution of N-methyl propargylamine 12 (100 mol%) in MeOH (1.45 M) was added alkyl

bromide 13 (120 mol%). The reaction mixture was stirred for 5 minutes and K,CO, (200 mol%)
was added. The reaction was heated at reflux for 24 h under an argon atmosphere. The reaction
mixture was filtered, concentrated and chromatographed (50% EtOAc in hexane) to afford the
propargyl amine derived alkyne 4{8} and 4{9}.

N-butyl-N-(prop-2-ynyl)butan-1-amine 4{1}.

Propargyl bromide 10 (1.1 g, 9.29 mmol) was reacted with dibutylamine 11a (1.0 g, 7.74 mmol)
following general method A for propargylamine synthesis to afford 0.93 g (72%) of the alkyne
4{1} as an orange-yellow oil that matched analytical data previously reported.” 'H NMR
(CDCl,, 300 MHz) 6 3.40 (d,J =2.3,2H),2.45 (t,J =7.1,4H), 2.15 (t,J = 2.3, 1H), 1.49-1.26
(m, 8H), 0.92 (t, J = 7.1, 6H). "C NMR (CDCl,, 75 MHz) & 78.2,71.7, 52.7, 41.0, 29.0, 19.9,
13.3.

N-methyl-N-(3-phenylpropyl)prop-2-yn-1-amine 4{2}.

Propargyl bromide 10 (1.0 g, 14.5 mmol) was reacted with N-methyl-3-phenylpropylamine 11b
(34 g, 17.4 mmol) following general method A for propargylamine synthesis to afford 2.2 g,
(80%) of the alkyne 4{2} as a reddish brown oil. 'H NMR (CDCl,, 300 MHz) & 7.29-7.24 (m,
2H), 7.19-7.14 (m, 3H), 3.34 (d,J =2.4,2H),2.64 (t,J =7.6,2H), 2.44 (t,J =7.2,2H), 2.31 (s,
3H),2.19 (t,J = 2.4, 1H), 1.84-1.74 (m, 2H). "C NMR (CDCl,, 75 MHz) & 139.9, 126.2, 126.1,
123.5,76.4,70.7,52.9,43.3,39.5,31.3,27.0.

N-methyl-N-phenethylprop-2-yn-1-amine 4{3}.

Propargyl bromide 10 (1.1 g, 8.88 mmol) was reacted with N-methyl-2-phenylethanamine 11¢
(1.0 g, 7.40 mmol) following general method A for propargylamine synthesis to afford 0.96 g,

(75%) of the alkyne 4{3} as a reddish brown oil. 'H NMR (CDCl,, 300 MHz) & 7.28-7.14 (m,
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SH), 3.37 (d,J =24, 2H), 2.78-2.72 (m, 2H), 2.69-2.63 (m, 2H), 2.35 (s, 3H), 2.21 (t,J = 2.4,
1H). "C NMR (CDCl,, 75 MHz) § 140.2, 128.7, 128.4, 126.1,78.5,73.3,57.4,45.6,41.8, 34 3.
4-(prop-2-ynyl)morpholine 4{4}.

Compound 4{4} was prepared by following the method of Verron." Propargyl bromide 10 (1.6
g, 13.8 mmol) was dissolved in THF (10 mL). To this reaction was added K,CO, (3.2 g, 23.0
mmol) followed by morpholine 11d (1.0 g, 11.5 mmol). The reaction mixture was refluxed for 6
h. The reaction mixture was washed with CH,OH (30 mL) and the washed concentrated to afford
a white solid. The solid was suspended in CH,Cl, (30 mL) for 20 min then filtered, concentrated
to provide the crude 4-prop-2-ynyl-morpholine. Kugelrohr distillation of the crude product
afforded 1.2 g, (84%) of 4-prop-2-ynyl-morpholine 4{4} as a colorless oil that matched
analytical data previously reported." '"H NMR (CDCl,, 300 MHz) & 3.72 (t, J = 4.8, 4H), 3.27 (d,
J=2.4,2H),2.55 (t,J =4.9,4H), 2.26 (t,J = 2.4, 1H). "C NMR (CDCl;, 75 MHz) § 78.4,73 4,
66.8,52.2,47.2.

4-phenyl-1-(prop-2-ynyl)piperidine 4{5}.

Propargyl bromide 10 (1.0 g, 6.2 mmol) was reacted with 4-phenylpiperidine 11e (0.89 g, 7.44
mmol) following general method A for propargylamine synthesis to afford 0.98 g, (80%) of the
alkyne 4{5} as a white solid that matched analytical data previously reported."” '"H NMR (CDCl,,
300 MHz) & 7.36-7.19 (m, 5H), 3.38 (d, J = 2.8, 2H), 3.08-3.00 (m, 2H), 2.59-2.47 (m, 1H), 2.37
(dt, J =3.5,11.5, 2H), 2.29 (t, J = 3.5, 1H), 1.95-1.80 (m, 4H). °C NMR (CDCl,, 75 MHz) §
145.8,128.0, 126.5,125.8,78.7,72.6,52.6,46.9,41.8, 33.0. m.p 62-65 °C
1-phenyl-4-(prop-2-ynyl)piperazine 4{6}.

Propargyl bromide 10 (0.88 g, 7.4 mmol) was refluxed with 4-phenylpiperazine 11f (1.0 g, 6.2

mmol) following general method A for propargylamine synthesis to afford 0.97 g (78%) of the
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alkyne 4{6} as a yellow solid that matched analytical data previously reported.” 'H NMR
(CDCl,, 300 MHz) 6 7.29-7.34 (m, 2H), 6.93 (d,J = 8.8, 2H), 6.86 (t,J = 7.3, 1H),3.36 (d, J =
2.5,2H),3.24 (t,J =5.0,4H), 2.74 (t,J = 5.2, 4H), 2.27 (t, J = 2.4, 1H). "C NMR (CDCl,, 75
MHz) 6 150.9, 128.8,119.4, 115.8,78.3,73.0,51.6, 48.7, 46.6. m.p 45-47 °C.

Ethyl 1-(prop-2-ynyl)piperidine-3-carboxylate 4{7}.

Propargyl bromide 10 (0.91 g, 7.7 mmol) was reacted with ethyl nipecotate 11g (1.0 g, 6.4
mmol) following general method A for propargylamine synthesis to afford 0.86 g (69%) of the
alkyne 4{7} as a yellow oil. "H NMR (CDCl,, 300 MHz) 6 4.13 (q,/=7.1,2H),3.33 (d,J = 2.4,
2H), 3.01 (db, 1H), 2.81-2.74 (m, 1H), 2.64-2.24 (m, 1H), 2.78 (t, J = 10.7, 1H), 2.26-2.17 (m,
2H), 1.97-1.90 (m, 1H), 1.81-1.72 (m, 1H), 1.68-1.52 (m, 1H), 1.50-1.41 (m, 1H), 1.26 (t, J =
7.1,3H). "C NMR (CDCl;, 75 MHz) § 173.5,78.3,72.7,59.9,53.9,51.8,46.8,41.4,26.0, 240,
13.7.

N-(cyclohexylmethyl)-N-methylprop-2-yn-1-amine 4{8}.

N-methylpropargylamine 12 (1.0 g, 14.5 mmol) was reacted with (bromomethyl)cyclohexane
13a (3.1 g, 17.4 mmol) following general method B for propargylamine synthesis to afford 1.74
g, (74%) of the alkyne 4{8} as a reddish brown oil. 'H NMR (CDCl,, 300 MHz) § 2.97 (d, J =
3.0, 2H), 1.93 (s, 3H), 1.89-1.85 (m, 3H), 1.49 (m, 5H), 1.11-1.04 (m, 1H), 0.98-0.76 (m, 3H),
0.61-0.44 (m, 2H). "C NMR (CDCl,, 75 MHz) & 78.7, 72.8, 62.5, 45.8, 42.0, 35.5, 31.6, 26.7,
26.0.

N, 3-dimethyl-N-(prop-2-ynyl)butan-1-amine 4{9}.

N-methyl propargylamine 12 (1.0 g, 14.5 mmol) was reacted with 1-bromo-3-methylbutane 13b
following general method B for propargylamine synthesis to afford 1.54 g (77%) of the alkyne

4{9} as a reddish brown oil. 'H NMR (CDCl,, 300 MHz) 6 3.34 (d,J =2.4,2H),2.42 (t,J = 7.6,
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2H), 2.30 (s, 3H), 2.20 (t, J = 2.4, 1H), 1.68-1.53 (m, 1H), 1.39-1.30 (m, 2H), 0.91 (d, J = 6.6,

6H). "C NMR (CDCl;, 75 MHz) § 77.8,71.9, 53.0, 44.6,40.9, 35.7,25.4,21.7.

General procedure for 1,4-disubstituted 1,2,3-triazole synthesis.

To a solution of azide compound (1.0 equiv) in ‘BuOH/H,O mixture (1:1, 0.2 M) at 25 °C was
added propargylamine derived alkyne (1.1 equiv). To this reaction mixture was added
CuSO,*5H,0 (1.0 M in H,0, 1.0 equiv) followed by sodium ascorbate (1.0 M in H,0O, 2.0 equiv).
The reaction mixture was stirred at room temperature for 24 h, then concentrated to a fourth its
volume and diluted with CH,Cl, (2 mL). A mixture of NH,OH/H,O (1:1=2 mL) was added and
the mixture filtered through a biotage phase separator. The CH,CI, filtrate was concentrated,
charged onto silica plug and washed with 50% EtOAc in hexanes as forerun eluant. This was
followed by 5% CH,OH in CH,Cl, to afford the desired 1,4-disubstituted 1,2,3-triazole 2.
2-hydroxy-3-(4-((methyl(3-phenylpropyl)amino)methyl)-1H-1,2,3-triazol-1-yl)propyl
benzylcarbamate 2{4,2}.

Azide 3{4} (25 mg, 0.100 mmol) and the alkyne 4{2} (19 mg, 0.100 mmol) were reacted
following the general method for triazole synthesis to provide 41 mg (94%) of the 1,2,3-triazole
2{4.2} as a thick oil. '"H NMR (CDCl;, 300 MHz) & 7.46 (s, 1H), 7.21-7.11 (m, 7H), 7.06-7.01
(m, 3H), 5.72 (t, /= 6.9, 1H), 4.5 (dd, J = 3, 134, 1H), 4.40-4.28 (m, 3H), 4.27-4.16 (m, 2H),
4.16-4.03 (m, 2H), 3.62 (s, 2H), 2.61 (t,J =7.5,2H),242 (t,J =7.5,2H), 2.21 (s, 3H), 1.90-1.72
(m, 2H). HPLC (1% AcOH in CH,OH : H,0) R; 2.92 (97%), MS (APCI) : M+H expected
437.53, obtained 438.95.
2-(4-((4-phenylpiperazin-1-yl)methyl)-1H-1,2,3-triazol-1-yl)cyclohexanol 2{9,6}.

Azide 3{9} (15 mg, 0.106 mmol) and the alkyne 4{6} (21 mg, 0.106 mmol) were reacted

following the general method for triazole synthesis to provide 34 mg (95%) of the 1,2,3-triazole
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2{9,6} as a thick oil. '"H NMR (CDCl;, 300 MHz) & 7.60 (s, 1H), 7.29-7.24 (m, 2H), 6.93-6.84
(m, 3H), 5.31 (s, 1H), 4.18-4.14 (m, 1H), 4.01-3.98 (m, 1H), 3.72 (s, 2H), 3.20 (t, J = 4.7, 4H),
270 (t, J = 5.0, 4H), 2.22-2.18 (m, 2H), 1.94-1.86 (m, 3H), 1.48-1.42 (m, 3H). HPLC (1%
AcOH in CH;0H : H,0) R;2.51 (84%), MS (APCI) : M+H expected 341.45, obtained 341.90.
Ethyl 1-((1-(2-hydroxyhexyl)-1H-1,2,3-triazol-4-yl)methyl) piperidine-3-carboxylate 2{7,7}.
Azide 3{7} (15 mg, 0.105 mmol) and the alkyne 4{7} (20 mg, 0.106 mmol) were reacted
following the general method for triazole synthesis to provide 32 mg (91%) of the 1,2,3-triazole
2{7,7} as a thick oil. 'H NMR (CDCl,, 300 MHz) & 7.68 (s, 1H), 4.48-4.41 (dt, J = 3.1, 13.8,
1H), 4.27-4.02 (m, SH),3.76 (d,J =142, 1H),3.70 (d,J = 14.2, 1H), 3.03 (d,J = 10.9, 1H), 2.86
(d,J =104, 1H), 2.62-2.57 (m, 1H), 2.32 (¢, J = 10.7, 1H), 2.18 (t,J = 10.7, 1H), 1.98-1.91 (m,
1H), 1.72-1.69 (m, 1H), 1.68-1.58 (m, 1H), 1.50-1.43 (m, 4H), 1.42-1.37 (m, 3H), 1.23 (t, J =
7.2,3H),0.90 (t, J = 6.9, 3H). HPLC (CH;0H : H,0) R 14.25 (99%), gradient elution 55% to
95% CH,OH over 26 min. MS (APCI) : M+H expected 338.45, obtained 339.30.
1-(4-((cyclohexylmethyl)(methyl)amino)methyl)-1H-1,2 3-triazol-1-yl)hexan-2-ol 2{7,8}.
Azide 3{7} (15 mg, 0.105 mmol) and the alkyne 4{8} (17 mg, 0.105 mmol) were reacted
following the general method for triazole synthesis to provide 30 mg (93%) of the 1,2,3-triazole
2{7.8} as a thick oil. '"H NMR (CDCl,, 300 MHz) & 7.47 (s, 1H), 4.24-4.17 (m, 1H), 4.01 (dd, J
=7.8,13.8, 1H), 3.89-3.74 (m, 1H), 3.52 (s, 2H), 2.11-2.05 (bs, 5H), 1.73 (s, 1H), 1.55-1.43 (m,
5H), 3.00-2.00 (m, 3H), 1.13-1.08 (m, 3H), 1.03-0.88 (m, 3H), 0.69-0.62 (m, 5H). HPLC
(CH;OH : H,0) R 16.53 (95%), gradient elution 55% to 95% CH,OH over 26 min. MS (APCI) :

M+H expected 308.26, obtained 309.25.
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1-(4-((4-phenylpiperazin-1-yl)methyl)-1H-1,2,3-triazol-1-yl)hexan-2-ol 2{7,6}.

Azide 3{7} (15 mg, 0.105 mmol) and the alkyne 4{6} (21 mg, 0.105 mmol) were reacted
following the general method for triazole synthesis to provide 35 mg (96%) of the 1,2,3-triazole
2{7,6} as a thick oil. '"H NMR (CDCl;, 300 MHz) & 7.70 (s, 1H), 7.29-7.24 (m, 2H), 6.93-6.84
(m, 3H), 4.46 (dd, J = 2.5, 140, 1H), 4.24 (dd, J = 8, 14, 1H), 4.10-4.00 (m, 1H), 3.76 (s, 2H),
342 (s,2H), 3.23-3.17 (bs, 4H), 2.67-1.80 (bs, 4H), 1.53-1.28 (m, 6H), 0.92 (t,J =7, 3H). HPLC
(CH;0H : H,0) R;9.79 (84%). MS (APCI) : M+H expected 343.47, obtained 344.90.

Ethyl 1-((1-(2-hydroxycyclohexyl)-1H-1,2 3-triazol-4-yl)methyl) piperidine-3-carboxylate
2{9,7}.

Azide 3{9} (15 mg, 0.106 mmol) and the alkyne 4{7} (21 mg, 0.106 mmol) were reacted
following the general method for triazole synthesis to provide 33 mg (92%) of the 1,2,3-triazole
2{9,7} as a thick oil. '"H NMR (CDCl;, 300 MHz) & 7.60 (s, 1H), 4.20-4.07 (m, 3H), 3.99-3.91
(m, 1H), 3.79(s, 1H), 3.69-3.66 (m, 2H), 3.01 (d,J=10.8, 1H), 2.82 (d,J =11.0, 1H), 2.63-2.54
(m, 1H), 2.34-2.25 (m, 1H), 2.23-2.07 (m, 3H), 1.94-1.80 (m, 4H), 1.75-1.68 (m, 1H), 1.66-1.53
(m, 1H), 1.51-1.34 (m, 4H), 1.23 (t, J= 7.0, 3H). HPLC (CH,OH : H,0) R; 12.84 (98%). MS
(APCI) : M+H expected 336.43, obtained 337.90.
2-(4-((cyclohexylmethyl)(methyl)amino)methyl)-1H-1,2,3-triazol-1-yl)cyclohexanol 2{9,8}.
Azide 3{9} (15 mg, 0.106 mmol) and the alkyne 4{8} (18 mg, 0.106 mmol) were reacted
following the general method for triazole synthesis to provide 30 mg (92%) of the 1,2,3-triazole
2{9.8} as a thick oil. '"H NMR (CDCl;, 300 MHz) & 7.61 (s, 1H), 4.25-4.10 (m, 3H), 4.02-3.90
(m, 1H), 3.69 (s, 2H) 2.26 (s, 3H), 2.22-2.15 (m, 4H), 1.95-1.82 (m, 3H), 1.80-1.60 (m, 5H),

1.53-1.35 (m, 4H), 1.30-1.10 (m, 3H), 0.92-0.76 (m, 2H). HPLC (CH,OH : H,0) R; 18.94
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(81%), gradient elution 55% to 95% CH,OH over 26 min. MS (APCI) : M+H expected 306.24,
obtained 307.90.

Ethyl 1-((1-(3-(benzyloxy)-2-hydroxypropyl)-1H-1,2 3-triazol-4-yl)methyl) piperidine-3-
carboxylate 2{8,7}.

Azide 3{8} (15 mg, 0.072 mmol) and the alkyne 4{7} (14 mg, 0.072 mmol) were reacted
following the general method for triazole synthesis to provide 26 mg (91%) of the 1,2,3-triazole
2{8,7} as a thick oil. '"H NMR (CDCl;, 300 MHz) & 7.56 (s, 1H), 7.32-7.22 (m, 5H), 4.49-4.47
(m, 3H), 4.37-4.29 (m, 1H), 4.20-4.10 (m, 1H), 4.08-4.05 (q, J = 4.5, 2H), 3.70-3.60 (s, 2H),
3.48-3.30 (m,3H),2.95(d,J=9.6,1H),2.75 (d,J =9.6, 1H), 2.54 (t,/ = 104, 1H), 2.27-2.21
(m, 1H), 2.18-2.03 (m, 2H), 1.86 (d, J = 11.1, 1H), 1.69-1.37 (m, 3H), 1.16 (t, J = 7.1, 4H).
HPLC (CH,OH : H,0) R; 14.56 (98%), gradient elution 55% to 95% CH,OH over 26 min. MS
(APCI) : M+H expected 402.49, obtained 403.25.
3-(4-((dibutylamino)methyl)-1H-1,2,3-triazol-1-yl)-2-hydroxypropyl benzylcarbamate
2{4,1}.

Azide 3{4} (20 mg, 0.080 mmol) and the alkyne 4{1} (13 mg, 0.080 mmol) were reacted
following the general method for triazole synthesis to provide 31 mg (92%) of the 1,2,3-triazole
2{4,1} as a thick oil. 'H NMR (CDCl,, 300 MHz) 6 7.59 (s, 1H), 7.35-7.28 (m, 5H), 5.56 (t, J =
5.6,1H),4.41 (dd,J =33, 13.6, 1H), 4.40-4.30 (m, 3H), 4.28-4.10 (m, 4H), 3.72 (s, 2H), 2.41 (t,
J=72,4H), 1.48-1.43 (m, 4H), 1.41-1.27 (m, 4H), 0.90 (t, J = 7.2, 6H). HPLC (CH;0H : H,0)
R;16.53 (95%). MS (APCI) : M+H expected 417.55, obtained 418.35.

Ethyl 1-((1-(3-(benzylcarbamoyloxy)-2-hydroxypropyl)-1H-1,2,3-triazol-4-

yl)methyl)piperidine-3-carboxylate 2{4,7}.
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Azide 3{4} (20 mg, 0.080 mmol) and the alkyne 4{7} (16 mg, 0.080 mmol) were reacted
following the general method for triazole synthesis to provide 34 mg (96%) of the 1,2,3-triazole
2{4,7} as a thick oil. 'H NMR (CDCl,, 300 MHz) § 7.66 (s, 1H), 7.33-7.27 (m, 5H), 5.79 (t, J =
54, 1H), 4.50 (dt, J = 2.8, 13.7, 1H), 4.40-4.30 (m, 3H), 4.28-4.18 (m, 2H), 4.16-4.06 (m, 4H),
3.64(d,J=14.2,1H),3.60 (d,/=14.2,1H),2.95(d,J=10.8,1H),2.75 (d,J=11.1, 1H), 2.59-
2.50 (m, 1H), 2.25 (t,J =10.2, 1H), 2.09 (t, J = 10.2, 1H), 1.92-1.87 (m, 1H), 1.73-1.67 (m, 1H),
1.51-1.37 (m, 2H), 1.23 (t, J = 7.2, 3H). HPLC (CH,;0H : H,0) R 13.88 (97%), gradient elution
55% to 95% CH,OH over 26 min. MS (APCI) : M+H expected 445.51, obtained 446.25.
2-Hydroxy-3-(4-((isopentyl(methyl)amino)methyl)-1H-1,2,3-triazol-1-yl)propyl
benzylcarbamate 2{4,9}.

Azide 3{4} (20 mg, 0.080 mmol) and the alkyne 4{9} (11 mg, 0.080 mmol) were reacted
following the general method for triazole synthesis to provide 29 mg (92%) of the 1,2,3-triazole
2{4.,9} as a thick oil. 'H NMR (CDCl,, 300 MHz) 6 7.81 (s, 1H), 7.35-7.28 (m, 6H), 5.50 (t, J =
54, 1H), 4.54 (dd, J = 3.0, 13.6, 1H), 4.40-4.36 (m, 3H), 4.30-4.24 (m, 1H), 420 (d, J = 4.1,
1H), 4.12 (dd, J = 5.2, 11.6, 1H), 3.79 (s, 2H), 2.57-2.51 (m, 2H), 2.32 (s, 3H), 1.65-1.55 (m,
1H), 151-1.43 (m, 2H), 091 (t, J = 6.6, 6H). HPLC (CH,OH : H,0) R; 3.25 (82%), gradient
elution 55% to 95% CH;0OH over 26 min. MS (APCI) : M+H expected 389.49, obtained 390.30.
3-(4-(((cyclohexylmethyl)(methyl)  amino)methyl)-1H-1,2,3-triazol-1-yl)-2-hydroxypropyl
benzylcarbamate 2{4,8}.

Azide 3{4} (20 mg, 0.080 mmol) and the alkyne 4{8} (13 mg, 0.080 mmol) were reacted
following the general method for triazole synthesis to provide 30 mg (90%) of the 1,2,3-triazole
2{4.8} as a thick oil. 'H NMR (CDCl,, 300 MHz) § 7.51 (s, 1H), 7.26-7.19 (m, 5H), 5.39 (t,J =

54,1H), 443 (dd, J = 3.3, 13.7, 1H), 4.34 (m, 3H), 4.18-4.13 (m, 1H), 4.11 (d, J = 3.7, 1H),
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407 (dd, J=4.0,13.3, 1H), 3.53 (s, 2H), 2.11 (s, 3H), 2.07 (d, J = 7.2, 2H), 1.70-1.59 (m, 5H),
1.46-1.36 (m, 1H), 1.18-1.09 (m, 4H), 0.79-0.68 (m, 2H). HPLC (CH,OH : H,0) R; 11.89
(84%). MS (APCI) : M+H expected 415.53, obtained 416.95.
2-(4-((4-phenylpiperidin-1-yl)methyl)-1H-1,2,3-triazol-1-yl)cyclohexyl benzoate 2{10,5}.
Azide 3{10} (20 mg, 0.082 mmol) and the alkyne 4{5} (16 mg, 0.082 mmol) were reacted
following the general method for triazole synthesis to provide 33 mg (90%) of the 1,2,3-triazole
2{10,5} as a thick oil. 'H NMR (CDCl,, 300 MHz) & 7.88-785 (m, 2H), 7.49 (it, J = 0.9, 7.5,
1H), 7.39-7.27 (m, 4H), 7.23-7.15 (m, 3H), 7.58 (s, 1H), 5.38-5.29 (m, 1H), 4.79-4.70 (m, 1H),
3.68 (s, 2H), 2.89-2.84 (m, 2H), 2.39-2.23 (m, 3H), 2.09-1.94 (m, 5H), 1.72-1.51 (m, 7H). HPLC
(CH;0H : H,0) R;2.52 (100%). MS (APCI) : M+H expected 444.25, obtained 445.30.

2-(4-(((cyclohexylmethyl)(methyl)amino)methyl)-1H-1,2,3-triazol-1-yl)cyclohexyl 2-
phenoxyacetate 2{12,8}.

Azide 3{12} (20 mg, 0.073 mmol) and the alkyne 4{8} (12 mg, 0.073 mmol) were reacted
following the general method for triazole synthesis to provide 30 mg (93%) of the 1,2,3-triazole
2{12,8} as a thick oil. 'H NMR (CDCl,, 300 MHz) & 7.46 (s, 1H), 7.29-7.23 (m, 2H), 6.97 (tt, J
=09,74, 1H), 6.75-6.71 (m, 2H), 5.27-5.18 (m, 1H), 4.60-4.51 (m, 1H), 4.48 (d, J = 16.3, 1H),
439 (d,J=16.3, 1H), 3.63 (m, 2H), 2.29-2.21 (m, 2H), 2.16 (s, 3H), 2.12 (d, J = 7.1, 2H), 2.00-
191 (m, 3H), 1.79-1.60 (m, 5H), 1.59-1.40 (m, 4H), 1.29-1.11 (m, 3H), 0.89-0.74 (m, 2H).
HPLC (CH,;OH : H,0) R; 13.92 (84%), gradient elution 55% to 95% CH,OH over 26 min. MS
(APCI) : M+H expected 440.28, obtained 441.90.
2-(4-((methyl(3-phenylpropyl)amino)methyl)-1H-1,2 3-triazol-1-yl)cyclohexyl 2-
phenoxyacetate 2{12,2}.

Azide 3{12} (20 mg, 0.073 mmol) and the alkyne 4{2} (14 mg, 0.073 mmol) were reacted

following the general method for triazole synthesis to provide 32 mg (95%) of the 1,2,3-triazole
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2{12,2} as a thick oil. '"H NMR (CDCl,, 300 MHz) & 7.44 (s, 1H), 7.28-7.17 (m, 7TH), 6.97 (t,J =
7.2, 1H), 6.73 (d, J = 8.1, 2H), 5.28-5.17 (m, 1H), 4.52-4.42 (m, 4H), 3.68 (s, 2H), 2.62 (t, J =
7.8, 2H), 2.41 (t, J = 7.2, 2H), 2.21 (s, 3H), 1.94-1.83 (m, 7H), 1.53-1.47 (m, 4H). HPLC
(CH,;OH : H,0) R;20.29 (97%), gradient elution 55% to 95% CH,OH over 26 min. MS (APCI) :
M+H expected 462.58, obtained 463.00.

2-(4-((4-phenylpiperidin-1-yl)methyl)-1H-1,2,3-triazol-1-yl)cyclohexyl 2-phenoxyacetate
2{12,5}.

Azide 3{12} (20 mg, 0.073 mmol) and the alkyne 4{5} (15 mg, 0.073 mmol) were reacted
following the general method for triazole synthesis to provide 32 mg (91%) of the 1,2,3-triazole
2{12,5} as a thick oil. 'H NMR (CDCl,, 300 MHz) & 7.53 (s, 1H), 7.32-7.17 (m, 7TH), 6.97 (tt, J
=09,75, 1H), 6.76-6.72 (m, 2H), 5.29-5.20 (m, 1H), 4.62-4.53 (m, 1H), 4.49 (d, J = 16.3, 1H),
4.40 (d, J = 16.3, 1H), 3.70 (s, 2H), 3.04-2.99 (m, 2H), 2.49-2.41 (m, 1H), 2.32-2.22 (m, 2H),
2.19-2.09 (m, 2H), 2.03-1.09 (m, 3H), 1.82-1.76 (m, 4H), 1.60-1.48 (m, 3H). HPLC (CH,OH :
H,0) R;14.48 (98%). MS (APCI) : M+H expected 474.59, obtained 475.85.
2-(4-((dibutylamino)methyl)-1H-1,2,3-triazol-1-yl)cyclohexyl 2-phenoxyacetate 2{12,1}.
Azide 3{12} (20 mg, 0.073 mmol) and the alkyne 4{1} (12 mg, 0.073 mmol) were reacted
following the general method for triazole synthesis to provide 30 mg (91%) of the 1,2,3-triazole
2{12,1} as a thick oil. '"H NMR (CDCl,, 300 MHz) & 7.46 (s, 1H), 7.26-7.21 (m, 2H), 6.98-6.90
(m, 1H), 6.72 (d, J = 8.3, 2H), 5.24-5.16 (m, 1H), 4.67-4.49 (m, 1H),4.45 (d,J=16.2, 1H), 4.36
(d,J=16.2,1H),3.72 (s, 2H), 2.38 (t,J = 7.2, 4H), 2.25-2.21 (m, 2H), 1.98-1.89 (m, 3H), 1.51-
1.38 (m, 7H), 1.31-1.19 (m, 5H), 0.86 (t, J/ = 7.2, 6H). HPLC (CH,;0H : H,0) R;20.38 (81%),
gradient elution 55% to 95% CH,OH over 26 min. MS (APCI) : M+H expected 442.59, obtained

444 30.
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Ethyl 1-((1-(2-(2-phenoxyacetoxy)cyclohexyl)-1H-1,2,3-triazol-4-yl)methyl) piperidine-3-
carboxylate 2{12,7}.

Azide 3{12} (20 mg, 0.073 mmol) and the alkyne 4{7} (14 mg, 0.073 mmol) were reacted
following the general method for triazole synthesis to provide 31 mg (92%) of the 1,2,3-triazole
2{12,7} as a thick oil. '"H NMR (CDCl,, 300 MHz) & 7.49 (d, J = 6, 1H), 7.29-7.23 (m, 2H), 6.98
(tt, /=09, 64, 1H), 6.73 (dd, J = 0.8, 7.9, 2H), 5.23 (m, 1H), 4.58-4.53 (m, 1H), 448 (d, J =
16.3, 1H), 4.39 (d, J = 16.3, 1H), 4.16-4.06 (m, 2H), 3.70 (d, J = 14.2, 1H), 3.63 (d, J = 14.2,
1H), 2.95 (t, J = 8.1, 1H), 2.76-2.70 (m, 1H), 2.58-2.50 (m, 1H), 2.30-2.22 (m, 3H), 2.19-1.81
(m, 6H), 1.71-1.65 (m, 1H), 1.60-1.37 (m, 5H), 1.23 (t, J = 7.2, 3H). HPLC (CH,OH : H,0) R;
15.25 (96%), gradient elution 55% to 95% CH,;OH over 26 min. MS (APCI) : M+H expected
470.56, obtained 470.80

2-(4-((dibutylamino)methyl)-1H-1,2,3-triazol-1-yl)cyclohexyl 2-phenylacetate 2{11,1}.

Azide 3{11} (25 mg, 0.096 mmol) and the alkyne 4{1} (16 mg, 0.096 mmol) were reacted
following the general method for triazole synthesis to provide 38 mg (93%) of the 1,2,3-triazole
2{11,1} as a thick oil. '"H NMR (CDCl,, 300 MHz) & 7.10 (s, 1H), 7.07-6.99 (m, 3H), 6.86-6.82
(m, 2H), 4.92-4.83 (m, 1H), 4.35-4.24 (m, 1H), 3.47 (s, 2H), 3.20 (s, 2H), 2.14 (t,J = 7.2, 3H),
2.10-1.92 (m, 2H), 1.72-1.64 (m, 3H), 1.29-1.16 (m, 7H), 1.11-0.99 (m, 5H), 0.69 (t, J = 7.2,
6H). HPLC (CH,OH : H,0) R 16.80 (86%), gradient elution 55% to 95% CH,OH over 26 min.
MS (APCI) : M+H expected 426.59, obtained 430.00.

2-(4-(((cyclohexylmethyl)(methyl)amino)methyl)-1H-1,2,3-triazol-1-yl)cyclohexyl 2-
phenylacetate 2{11,8}.

Azide 3{11} (25 mg, 0.0.096 mmol) and the alkyne 4{8} (16 mg, 0.096 mmol) were reacted
following the general method for triazole synthesis to provide 38 mg (93%) of the 1,2,3-triazole
2{11,8} as a thick oil. '"H NMR (CDCl,, 300 MHz) & 7.56 (s, 1H), 7.09-7.00 (m, 3H), 6.90-6.84
(m, 2H), 4.93-4.84 (m, 1H), 4.36-4.27 (m, 1H), 3.39 (s, 2H), 3.22 (s, 2H), 2.10-1.90 (m, 7H),
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1.79-1.65 (m, 3H), 1.64-1.40 (m, 6H), 1.33-1.21 (m, 4H), 1.10-0.90 (m, 4H), 0.68-0.54 (m, 2H).

HPLC (CH;OH : H,0) R;16.53 (95%). MS (APCI) : M+H expected 424.58, obtained 423 .40.

2-hydroxy-3-(4-((4-phenylpiperidin-1-yl)methyl)-1H-1,2,3-triazol-1-yl)propyl
benzylcarbamate 2{4,5}.

Azide 3{4} (20 mg, 0.080 mmol) and the alkyne 4{5} (16 mg, 0.080 mmol) were reacted

following the general method for triazole synthesis to provide 33 mg (92%) of the 1,2,3-triazole

2{4.5} as a thick oil. "H NMR (CDCl,, 300 MHz) & 7.69 (s, 1H), 7.33-7.24 (m, 7H), 7.22-7.19

(m, 3H),

5.71(t,J=6.8,1H),4.53 (dd,J=3.0,13.6, 1H), 4.39-4.21 (m, 5H), 4.20-4.10 (m, 2H),

303 (d,J=114,2H),2.53-2.43 (m, 1H), 2.20-2.10 (m, 2H), 1.83-1.72 (m, 4H). HPLC (CH,OH

: H,0) R;2.33 (100%). MS (APCI) : M+H expected 449.55, obtained 450.35.
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Glycidyl esters 6a-c

Oxiran-2-ylmethyl octanoate (6a). 'H NMR
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Oxiran-2-ylmethyl benzoate (6b). “C NMR
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Oxiran-2-ylmethyl cyclohexanecarboxylate (6¢). "H NMR
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Oxiran-2-ylmethyl cyclohexanecarboxylate (6¢). “C NMR
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Glycidyl carbamates 8a-b

Oxiran-2-ylmethyl benzylcarbamate (8a). '"H NMR
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Oxiran-2-ylmethyl benzylcarbamate (8a). *C NMR
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Oxiran-2-ylmethyl butylcarbamate (8b). '"H NMR
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Oxiran-2-ylmethyl butylcarbamate (8b). *C NMR
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3-azido-2-hydroxypropyl octanoate 3{1}. “C NMR
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3-azido-2-hydroxypropyl benzoate 3{2}.

"H NMR
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3-azido-2-hydroxypropyl benzoate 3{2}. “C NMR
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3-azido-2-hydroxypropyl cyclohexanecarboxylate 3{3}. '"H NMR
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3-azido-2-hydroxypropyl cyclohexanecarboxylate 3{3}. *C NMR
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3-azido-2-hydroxypropyl benzylcarbamate 3{4}. '"H NMR
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3-azido-2-hydroxypropyl benzylcarbamate 3{4}. “C NMR
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3-azido-2-hydroxypropyl butylcarbamate 3{5}.*C NMR
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2-azido-1-phenylethanol 3{6}. °C NMR
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2-azidohexan-2-ol 3{7}. '"H NMR
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2-azidohexan-2-ol 3{7}. °C NMR
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1-azido-3-(benzyloxy)propan-2-ol 3{8}. '"H NMR
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1-azido-3-(benzyloxy)propan-2-ol 3{8}. °C NMR
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Trans-2-azidocyclohexanol 3{9}. '"H NMR
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docyclohexanol 3{9}. °C NMR
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Trans-2-azidocyclohexyl benzoate 3{10}. *C NMR
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Trans-2-azidocyclohexyl 2-phenylacetate 3{11}. ' H NMR
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Trans-2-azidocyclohexyl 2-phenylacetate 3{11}. °C NMR
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Trans-2-azidocyclohexyl 2-phenoxyacetate 3{12}. *C NMR
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Alkyne components 4{1-9}

N-butyl-N-(prop-2-ynyl)butan-1-amine 4{1}. "H NMR
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N-butyl-N-(prop-2-ynyl)butan-1-amine 4{1}. “C NMR
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N-methyl-N-(3-phenylpropyl)prop-2-yn-1-amine 4{2}. '"H NMR
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4{2}.“C NMR

-amine

N-methyl-N-(3-phenylpropyl)prop-2-yn-1
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4{3}. '"H NMR
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N-methyl-N-phenethylprop-2-yn-1-amine 4{3}. "C NMR
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4-(prop-2-ynyl)morpholine 4{4}. °C NMR
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4{5}. C NMR

iperidine

4-phenyl-1-(prop-2-ynyl)p
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1-phenyl-4-(prop-2-ynyl)piperazine 4{6}. °C NMR
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Ethyl 1-(prop-2-ynyl)piperidine-3-carboxylate 4{7}. '"H NMR

z | :
4
- LA YO P < AN GO oin 1 o Y s ey
¥ It NS AR T T DI DT NS SN T D DT OB SIAN
24 T S o 0 B N ) 7 B LB D 0 G LA = Y3 1l 3 B P L T o B LY Fin B 81 DB IR S A
.............. e D e e L L D g O T e R b e T O IOORION S ST 5 SR SN D D (0 O O DL UG LI EHISET S S T
i Ninining Ninind i
o e e W e e e e v e e e I o b i i e ok W
z H T ||_|||M%I :
S | &
gz
=
i
o | &
e
=
_,L
g A
S A .
- o topm)
= |
e
= ‘
= R W e R e Al
= P I - =
= =l A = R R =
= G e
i [ M v A |
T T T T T T T T T T T : T
10 -3 6 4 2 [ppml

52



Ethyl 1-(prop-2-ynyl)piperidine-3-carboxylate 4{7}. “C NMR
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N-(cyclohexylmethyl)-N-methylprop-2-yn-1-amine 4{8}. °C NMR
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N,3-dimethyl-N-(prop-2-ynyl)butan-1-amine 4{9}. °C NMR
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2-hydroxy-3-(4-((methyl(3-phenylpropyl)amino)methyl)-1H-1,2,3-triazol-1-yl)propyl

benzylcarbamate 2{4,2}. 'H NMR
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2-(4-((4-phenylpiperazin-1-yl)methyl)-1H-1,2 3-triazol-1-yl)cyclohexanol 2{9,6}. 'H NMR
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Ethyl 1-((1-(2-hydroxyhexyl)-1H-1,2,3-triazol-4-yl)methyl)piperidine-3-carboxylate 2{7,7}.
'"H NMR
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1-(4-(((cyclohexylmethyl)(methyl)amino)methyl)-1H-1,2,3-triazol-1-yl)hexan-2-ol 2{7,8}. 'H
NMR
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Ethyl 1-((1-(2-hydroxycyclohexyl)-1H-1,2,3-triazol-4-yl)methyl)piperidine-3-carboxylate
2{9,7}.'"H NMR
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2-(4-(((cyclohexylmethyl)(methyl)amino)methyl)-1H-1,2,3-triazol-1-yl)cyclohexanol 2{9,8}.
'"H NMR
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Ethyl 1-((1-(3-(benzyloxy)-2-hydroxypropyl)-1H-1,2,3-triazol-4-yl)methyl)piperidine-3-
carboxylate 2{8,7}. "H NMR
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3-(4-((dibutylamino)methyl)-1H-1,2,3-triazol-1-yl)-2-hydroxypropyl benzylcarbamate
2{4,1}."H NMR
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Ethyl 1-((1-(3-(benzylcarbamoyloxy)-2-hydroxypropyl)-1H-1,2,3-triazol-4-
yl)methyl)piperidine-3-carboxylate 2{4,7}. '"H NMR
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2-hydroxy-3-(4-((isopentyl(methyl)amino)methyl)-1H-1,2,3-triazol-1-yl)propyl
benzylcarbamate 2{4,9}. 'H NMR
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3-(4-(((cyclohexylmethyl)(methyl) amino)methyl)-1H-1,2,3-triazol-1-yl)-2-hydroxypropyl
benzylcarbamate 2{4,8}. 'H NMR

T T SRR

15 [ *1e6]
.

—-53905

10

19576

T T T T T T T u T T
10 8 & a 2 Ippm]

NMR

T
Ippm]

61



2-(4-(((cyclohexylmethyl)(methyl)amino)methyl)-1H-1,2,3-triazol-1-yl)cyclohexyl 2-
phenoxyacetate 2{12,8}. '"H NMR
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2-(4-((methyl(3-phenylpropyl)amino)methyl)-1H-1,2,3-triazol-1-yl)cyclohexyl 2-
phenoxyacetate 2{12,2}. "H NMR
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2-(4-((4-phenylpiperidin-1-yl)methyl)-1H-1,2,3-triazol-1-yl)cyclohexyl 2-phenoxyacetate
2{12,5}.'"H NMR
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2-(4-((dibutylamino)methyl)-1H-1,2,3-triazol-1-yl)cyclohexyl 2-phenoxyacetate 2{12,1}. 'H
NMR
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Ethyl 1-((1-(2-(2-phenoxyacetoxy)cyclohexyl)-1H-1,2,3-triazol-4-yl)methyl)piperidine-3-

carboxylate 2{12,7}. "H NMR
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2-(4-((dibutylamino)methyl)-1H-1,2,3-triazol-1-yl)cyclohexyl 2-phenylacetate 2{11,1}. 'H

NMR
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2-(4-(((cyclohexylmethyl)(methyl)amino)methyl)-1H-1,2,3-triazol-1-yl)cyclohexyl 2-
phenylacetate 2{11,8}. '"H NMR
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2-hydroxy-3-(4-((4-phenylpiperidin-1-yl)methyl)-1H-1,2,3-triazol-1-yl)propyl
benzylcarbamate 2{4,5}. '"H NMR
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HPLC chromatograms for 1,4-disubstituted 1,2,3-triazole library members

1,4-disubstituted 1,2,3-triazole member 2{1,1}. HPLC (CH,OH : H,0) R;17.05 (93%)

17050 93668
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N\
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1,4-disubstituted 1,2,3-triazole member 2{1,2}. HPLC (CH,OH : H,0) R;4.97 (81%),
gradient elution 55% to 95% over 9 min.
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1,4-disubstituted 1,2,3-triazole member 2{1,3}. HPLC (CH,OH : H,0) R;19.11 (91%),
gradient elution 55% to 95% over 26 min.

Area Percent

Wol
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1,4-disubstituted 1,2,3-triazole member 2{1,4}. HPLC (CH,OH : H,0) R;15.34 (87%),
gradient elution 55% to 95% over 21 min.

Retention Time
Area Perent

mVolts
£
15.342 89.235

14.825 8.418

14.067 2.347
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1,4-disubstituted 1,2,3-triazole member 2{1,5}. HPLC (CH,OH : H,0) R;19.20 (100%).

19208 100000

1,4-disubstituted 1,2,3-triazole member 2{1,6}. HPLC (CH,OH : H,0) R; 16.94 (98%).

Area Percent

16942 98367

mVolts

1783 0196
A r2s7 082
14050 0805
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1,4-disubstituted 1,2,3-triazole member 2{1,7}. HPLC (CH,OH : H,0) R;16.84 (97%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{1,8}. HPLC (CH,OH : H,0) R;19.92 (95%).
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1,4-disubstituted 1,2,3-triazole member 2{1,9}. HPLC (CH,OH : H,0) R;17.57 (84%).

8572

MMMMMMM

1,4-disubstituted 1,2,3-triazole member 2{2,1}. HPLC (1% AcOH in CH,OH : H,0) R;13.95
(100%), gradient elution 55% to 95% over 21 min.
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13:950 100.000
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1,4-disubstituted 1,2,3-triazole member 2{2,2}. HPLC (CH,OH : H,0) R;13.31 (83%),
gradient elution 55% to 95% over 21 min.
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Retention Time
Area Percent

mVolts
19.292 17.056

13317 82.944
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1,4-disubstituted 1,2,3-triazole member 2{2,3}. HPLC (1% AcOH in CH,OH : H,O) R;2.40
(93%), gradient elution 30% to 90% over 26 min.

Area Percent
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1,4-disubstituted 1,2,3-triazole member 2{2.4}. HPLC (CH,OH : H,0) R;10.20 (81%),
gradient elution 55% to 95% over 21 min.
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Retention Time
100 Area Perent

mVolts
14.475 18.445

10.](78 81.555

1,4-disubstituted 1,2,3-triazole member 2{2,5}. HPLC (CH,OH : H,0) R;10.02 (84%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{2,6}. HPLC (CH,OH : H,0) R;10.37 (81%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{2,7}. HPLC (CH,OH : H,0) R; 11.84 (84%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{2,8}. HPLC (1% AcOH in CH,OH : H,0) R;2.53
(82%), gradient elution 30% to 90% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{2,9}. HPLC (CH,OH : H,0) R;9.69 (84%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{3,1}. HPLC (CH,OH : H,0) R;14.13 (83%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{3,2}. HPLC (1% AcOH in CH,OH : H,O) R;4.30
(100%), gradient elution 30% to 90% over 26 min.
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1,4-disubstituted 1,2,3-triazole member 2{3,3}. HPLC (1% AcOH in CH,OH : H,0) R;2.45
(100%), gradient elution 30% to 90% over 26 min.

233}
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1,4-disubstituted 1,2,3-triazole member 2{3,4}. HPLC (1% AcOH in CH,OH : H,0) R;5.09
(86%), gradient elution 30% to 90% over 20 min.
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1,4-disubstituted 1,2,3-triazole member 2{3,5}. HPLC (CH,OH

: H,0) R, 18.19 (90%).
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1,4-disubstituted 1,2,3-triazole member 2{3,6}. HPLC (CH,OH
gradient elution 55% to 95% over 21 min.

22

: H,0) R, 12.07 (82%),
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1,4-disubstituted 1,2,3-triazole member 2{3,7}. HPLC (CH,OH : H,0) R;6.59 (96%),
gradient elution 55% to 95% over 9 min.
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1,4-disubstituted 1,2,3-triazole member 2{3,8}. HPLC (1% AcOH in CH,OH : H,0) R;9.95
(84%), gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{3,9}. HPLC (CH,OH : H,0) R; 15.64 (85%).
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1,4-disubstituted 1,2,3-triazole member 2{4,1}. HPLC (1% AcOH in CH,OH : H,0) R;2.50
(100%), gradient elution 30% to 90% over 26 min.

2(4,1}

Retention Time
Area Percent

mVolts

250‘?; 400,000
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1,4-disubstituted 1,2,3-triazole member 2{4,2}. HPLC (1% AcOH in CH,OH

(98%), gradient elution 30% to 90% over 13 min.

mVolts

2(4,2}

: H,0) R;2.92

Retention Time

Area Percent

1317 0910

r

2525 1463

1,4-disubstituted 1,2,3-triazole member 2{4,3}. HPLC (CH,OH : H,0) R;15.42 (95%).

mVolts
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1,4-disubstituted 1,2,3-triazole member 2{4,4}. HPLC (CH,OH : H,0) R; 14.47 (84%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{4,5}. HPLC (1% AcOH in CH,OH : H,O) R;2.32
(100%), gradient elution 30% to 90% over 20 min.
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1,4-disubstituted 1,2,3-triazole member 2{4,6}. HPLC (CH,OH : H,0) R;10.20 (80%),
gradient elution 55% to 95% over 21 min.

2{4,6}

500 Retention Time
Area Percent
400
300
2 ©
]
% 5
©
200
S ©
@ 8
0 o
° <
=3 3
100 g <
o -
15}
§
It &l &
0 (= [

1,4-disubstituted 1,2,3-triazole member 2{4,7}. HPLC (CH,OH : H,0) R;13.88 (97%),
gradient elution 55% to 95% over 21 min.

24,7}
3000
Retention Time
Area Percent
2000
2
]
=
€
1000 =) oo ©
© 8 ©
™ R ™
o S o©
N
«© oo o o
© oB S o
s oo = ~
o NN ™ o
@
«©
: At

82



1,4-disubstituted 1,2,3-triazole member 2{4,8}. HPLC (CH,OH : H,0) R;11.89 (84%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{4,9}. HPLC (1% AcOH in CH,OH : H,0) R;9.05
(81%), gradient elution 55% to 95% over 20 min.
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1,4-disubstituted 1,2,3-triazole member 2{5,1}. HPLC (1% AcOH in CH,OH : H,0O) R, 8.64
(96%), gradient elution 30% to 90% over 26 min.
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1,4-disubstituted 1,2,3-triazole member 2{5,2}. HPLC (1% AcOH in CH,OH : H,0) R;9.90
(99%), gradient elution 30% to 90% over 26 min.
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1,4-disubstituted 1,2,3-triazole member 2{5,3}. HPLC (1% AcOH in CH,OH : H,0) R;4.05
(94%), gradient elution 30% to 90% over 26 min.
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1,4-disubstituted 1,2,3-triazole member 2{5,4}. HPLC (1% AcOH in CH,OH : H,O) R;2.39
(100%), gradient elution 30% to 90% over 26 min.

2{54}
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1,4-disubstituted 1,2,3-triazole member 2{5,5}. HPLC (1% AcOH in CH,OH
(100%), gradient elution 30% to 90% over 26 min.

mVolts

255

: H,0) R;2.49

Retention Time
Area Percent

1,4-disubstituted 1,2,3-triazole member 2{5,6}. HPLC (CH,OH : H,0) R;10.70 (80%),
gradient elution 55% to 95% over 21 min.

mVolts
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1,4-disubstituted 1,2,3-triazole member 2{5,7}. HPLC (CH,OH : H,0) R;13.57 (92%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{5,8}. HPLC (CH,OH : H,0) R;13.06 (85%).
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1,4-disubstituted 1,2,3-triazole member 2{5,9}. HPLC (CH,OH : H,0) R;10.60 (84%).
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1,4-disubstituted 1,2,3-triazole member 2{6,1}. HPLC (CH,OH : H,O) R;17.45 (94%).
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1,4-disubstituted 1,2,3-triazole member 2{6,2}. HPLC (1% AcOH in CH,OH : H,0) R;2.50
(84%), gradient elution 30% to 90% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{6,3}. HPLC (CH,OH : H,0) R;15.19 (84%).
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1,4-disubstituted 1,2,3-triazole member 2{6,4}. HPLC (CH,OH : H,0) R;9.54 (100%).
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1,4-disubstituted 1,2,3-triazole member 2{6,5}. HPLC (1% AcOH in CH,OH : H,O) R;2.52
(89%), gradient elution 30% to 90% over 21 min.

265

Retention Time
Area Percent

mVolts

1.808 4.688
88.562
3.083 6.750

-

2

°
N
I
o
)
3
S
2
3
3

20

90



1,4-disubstituted 1,2,3-triazole member 2{6,6}. HPLC (CH,OH : H,0) R;9.76 (80%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{6,7}. HPLC (1% AcOH in CH,OH : H,O) R;3.12
(98%), gradient elution 30% to 90% over 26 min.
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1,4-disubstituted 1,2,3-triazole member 2{6,8}. HPLC (CH,OH : H,0O) R;17.21 (94%).
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1,4-disubstituted 1,2,3-triazole member 2{6,9}. HPLC (CH,OH : H,0) R;15.34 (95%).
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1,4-disubstituted 1,2,3-triazole member 2{7,1}. HPLC (CH,OH : H,0) R;15.91 (100%).

2.1

Retention Time
30 Area Percent

mVolts
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15?‘17 100.000

1,4-disubstituted 1,2,3-triazole member 2{7,2}. HPLC (CH,OH : H,0) R;15.72 (86%).
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1,4-disubstituted 1,2,3-triazole member 2{7,3}. HPLC (1% AcOH in CH,OH : H,0) R;13.95
(99%), gradient elution 30% to 90% over 21 min.

273
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13:950 100.000

1,4-disubstituted 1,2,3-triazole member 2{7,4}. HPLC (1% AcOH in CH,OH : H,0) R;9.05
(90%), gradient elution 30% to 90% over 14 min.
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1,4-disubstituted 1,2,3-triazole member 2{7,5}. HPLC (1% AcOH in CH,OH : H,O) R;2.54
(90%), gradient elution 30% to 90% over 21 min.

27,8

Retention Time
125 Area Perent

mVolts

1.800 6.182
3.725 3.979

o
F
2‘.5{89.839

o
~
-
s
o
2
S
£
3
3

20

1,4-disubstituted 1,2,3-triazole member 2{7,6}. HPLC (CH,OH : H,0) R;9.79 (84%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{7,7}. HPLC (CH,OH : H,0) R; 14.25 (99%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{7,8}. HPLC (CH,OH : H,0) R;16.53 (96%).
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1,4-disubstituted 1,2,3-triazole member 2{7,9}. HPLC (CH,OH : H,0) R;14.96 (86%).
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1,4-disubstituted 1,2,3-triazole member 2{8,1}. HPLC (CH,OH : H,O) R;17.71 (92%).
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1,4-disubstituted 1,2,3-triazole member 2{8,2}. HPLC (1% AcOH in CH,OH : H,0) R;4.18
(81%), gradient elution 30% to 90% over 9 min.
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1,4-disubstituted 1,2,3-triazole member 2{8,3}. HPLC (CH,OH : H,0) R;15.13 (84%).
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1,4-disubstituted 1,2,3-triazole member 2{8.4}. HPLC (CH,OH : H,O) R;13.99 (94%).

2{8,4}
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Area Percent

mVolts

o
=
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1,4-disubstituted 1,2,3-triazole member 2{8,5}. HPLC (CH,OH : H,0) R;15.00 (98%).
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1,4-disubstituted 1,2,3-triazole member 2{8,6}. HPLC (CH,OH : H,0) R;10.37 (81%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{8.,7}. HPLC (CH,OH : H,0) R; 14.56 (98%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{8.,8}. HPLC (CH,OH : H,0) R;19.70 (98%).
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1,4-disubstituted 1,2,3-triazole member 2{8,9}. HPLC (CH,OH : H,0) R;18.19 (90%).
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1,4-disubstituted 1,2,3-triazole member 2{9,1}. HPLC (1% AcOH in CH,OH : H,0) R;2.50
(100%), gradient elution 30% to 90% over 26 min.

201}
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Area Percent
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250‘?; 400,000

1,4-disubstituted 1,2,3-triazole member 2{9,2}. HPLC (1% AcOH in CH,OH : H,O) R;2.51
(89%), gradient elution 30% to 90% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{9,3}. HPLC (1% AcOH in CH,OH : H,O) R;2.51
(100%), gradient elution 30% to 90% over 26 min.
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1,4-disubstituted 1,2,3-triazole member 2{9,4}. HPLC (CH,OH : H,O) R;15.12 (82%).
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1,4-disubstituted 1,2,3-triazole member 2{9,5}. HPLC (1% AcOH in CH,OH : H,O) R;2.51
(84%), gradient elution 30% to 90% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{9,6}. HPLC (CH,OH : H,0) R;8.85 (90%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{9,7}. HPLC (CH,OH : H,0) R;12.84 (98%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{9,8}. HPLC (CH,OH : H,O) R;18.94 (81%).
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1,4-disubstituted 1,2,3-triazole member 2{9,9}. HPLC (CH,OH : H,0) R;14.20 (100%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{10,1}. HPLC (1% AcOH in CH,0OH : H,0) R;2.54
(83%), gradient elution 30% to 90% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{10,2}. HPLC (1% AcOH in CH,OH
(100%), gradient elution 30% to 90% over 21 min.

mVolts

2102}

: H,0) R, 2.65

Retention Time
Area Percent

2650— 100.000

1,4-disubstituted 1,2,3-triazole member 2{10,3}. HPLC (CH,OH : H,O) R; 14.43 (84%),
gradient elution 55% to 95% over 21 min.

mVolts

2000
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Retention Time
Area Percent
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15.850 0.147
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1,4-disubstituted 1,2,3-triazole member 2{10,4}. HPLC (CH,OH : H,0) R;10.11 (84%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{10,5}. HPLC (1% AcOH in CH,0OH : H,0) R;2.52
(100%), gradient elution 30% to 90% over 26 min.
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1,4-disubstituted 1,2,3-triazole member 2{10,6}. HPLC (CH,OH : H,O) R; 11.85 (82%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{10,7}. HPLC (CH,OH : H,0) R;16.73 (94%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{10,8}. HPLC (CH,OH : H,O) R; 14.47 (82%).
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1,4-disubstituted 1,2,3-triazole member 2{10,9}. HPLC (1% AcOH in CH,OH : H,0) R;3.40
(100%), gradient elution 30% to 90% over 20 min.
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1,4-disubstituted 1,2,3-triazole member 2{11,1}. HPLC (CH,OH : H,O) R;16.80 (86%).

211,1)

30 Retention Time
Area Percent
20
2
S
>
E
10 IS @ 3 g
9 8 o g @ <
8 8 B
- s © e g
g g g g g 8
B g ¢ 3
8 J |
0 Sl B s £ f
1 ! T E
|
0 2 4 6 8 10 12 14 16 18 20 2 24 26
Minute

1,4-disubstituted 1,2,3-triazole member 2{11,2}. HPLC (CH,OH : H,O) R; 14.34 (96%).
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1,4-disubstituted 1,2,3-triazole member 2{11,3}. HPLC (CH,OH : H,O) R; 14.66 (86%).
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1,4-disubstituted 1,2,3-triazole member 2{11,4}. HPLC (CH,OH : H,O) R;16.15 (86%).
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mVolts
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1,4-disubstituted 1,2,3-triazole member 2{11,5}. HPLC (CH,OH : H,O) R;16.67 (98%).
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1,4-disubstituted 1,2,3-triazole member 2{11,6}. HPLC (CH,OH : H,O) R;15.32 (81%).
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1,4-disubstituted 1,2,3-triazole member 2{11,7}. HPLC (CH,OH : H,O) R;19.41 (100%).
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1,4-disubstituted 1,2,3-triazole member 2{11,8}. HPLC (CH,OH : H,O) R;19.88 (95%).
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1,4-disubstituted 1,2,3-triazole member 2{11,9}. HPLC (CH,OH : H,O) R;17.04 (95%).

2119
20
Retention Time
Area Percent
15
2 10
S
>
E
. < 8 B &
Z E|
2 8
ry o
© 8 g ©
] ] ¢ 8
3 J
.| H-/J{
0 N
| y—‘ T 3
| S
0 2 4 6 8 10 12 14 16 18 20 2 24 26

Minutes

1,4-disubstituted 1,2,3-triazole member 2{12,1}. HPLC (CH,OH : H,0) R;20.38 (81%),
gradient elution 55% to 95% over 35 min.
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1,4-disubstituted 1,2,3-triazole member 2{12,2}. HPLC (CH,OH : H,0) R;20.29 (97%),
gradient elution 55% to 95% over 35 min.
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1,4-disubstituted 1,2,3-triazole member 2{12,3}. HPLC (1% AcOH in CH,0OH : H,0) R;2.90
(93%), gradient elution 30% to 90% over 13 min.
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1,4-disubstituted 1,2,3-triazole member 2{12.4}. HPLC (CH,OH : H,0) R;12.17 (81%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{12,5}. HPLC (CH,OH : H,O) R; 14.48 (98%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{12,6}. HPLC (CH,OH : H,O) R; 11.41 (84%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{12,7}. HPLC (CH,OH : H,0) R; 15.25 (96%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{12,8}. HPLC (CH,OH : H,0) R;13.92 (84%),
gradient elution 55% to 95% over 21 min.
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1,4-disubstituted 1,2,3-triazole member 2{12,9}. HPLC (CH,OH : H,0) R;10.99 (82%),
gradient elution 55% to 95% over 21 min.
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Table 2. Mass of molecular ion peak (MW+H) of the 1.,4-disubstituted 1,2,3-triazole library members

Compd MW MW+H Compd MW MW+H Compd MW MW+H Compd MW MW+H

2{1,1} 410.59 411.35 2{4,1} 417.55 418.35 2{7,1} 31048 311.25 2{10,1} 41257 413.30

2{1.2} 430.58 431.25 2{42} 437.53 438.95 2{72} 33047 331.20 2{102} 43256 432.95

2{13} 416.56 416.70 2{43} 43251 423.90 2{73} 316.44 316.85 2{103} 41853 419.25

2{14} 368.47 369.30 2{4 4} 37542 376.25 2{74} 268.36 269.20 2{104} 37045 371.25

2{1,5} 442.59 44340 2{4,5} 449.55 450.35 2{7,5} 34248 342.90 2{10,5} 44425 445.30

2{16} 44358 44430 2{4,6} 45053 45125 2{7,6} 34347 34490 2{10,6} 44556 44595

2{1,7} 438.56 439.35 2{4,7} 44551 446.25 2{7,7} 33845 33930 2{10,7}y 44054 441.75

2{1.8} 408.58 409.35 2{4.8} 415.53 416.95 2{7.8} 308.26 309.25 2{10.8} 41055 411.35

2{19} 382.54 383.30 2{49} 38949 390.30 2{79} 28242 28295 2{109} 38447 385.30

2{2,1} 388.50 389.95 2{5,1} 383.53 384.30 2{8,1} 37452 37525 2{11,1} 42659 430.00

2{22} 408.49 409.35 2{52} 403.52 403.75 2{82} 39451 395.80 2{112} 44558 44595

2{23} 39447 395.80 2{53} 38949 391.20 2{83} 38048 381.25 2{113} 43256 423.90

2{24} 346.38 34720 2{54} 34141 34220 2{84} 33240 33320 2{114} 38447 384.30

2{2,5} 420.50 422.35 2{5,5} 415.53 415.95 2{8.,5} 406.52 406.95 2{11,5} 458.60 459.00

2{2,6} 421.49 422.95 2{5,6} 416.52 417.25 2{8.,6} 407.51 407.90 2{11,6} 45958 459.80

2{2,7} 41647 417.25 2{5,7} 411.50 413.05 2{8,7} 402.49 403.25 2{11,7}y 45156 452.32

2{2.8} 384.54 385.25 2{5.8} 381.51 38235 2{8.8} 372.50 37325 2{118} 42458 423.40

2{29} 360.45 361.20 2{59} 35548 356.30 2{89} 346.47 346.20 2{119} 39854 401.15

2{3,1} 394.55 395.80 2{6,1} 33047 330.90 2{9,1} 308.46 308.95 2{12,1} 44259 444 .30

2{32} 414.54 415.00 2{6,2} 350.46 350.90 2{9.2} 32845 32925 2{122} 46258 463.00

2{33} 400.51 402.90 2{6,3} 336.43 336.95 2{93} 31443 31495 2{123} 44856 449.00

2{34} 35143 352.85 2{6 4} 288.34 289.25 2{94} 266.34 267.20 2{124} 40047 402.25

2{3,5} 426.55 428.15 2{6.,5} 362.47 362.85 2{9.,5} 340.46 340.90 2{12,5} 47459 475.85

2{3,6} 42754 42915 2{6,6} 36346 36420 2{9,6} 34145 34290 2{12,6} 47558 47585

2{3,7} 422.52 423.30 2{6,7} 35843 358.85 2{9.,7} 336.43 337.90 2{12,7y 47056 470.80

2{3.8} 392.54 39335 2{6.8} 32845 328.90 2{9.8} 306.24 307.90 2{12,8} 44028 441.90

2{39} 366.50 367.30 2{6 9} 30241 302.90 2{99} 28041 281.25 2{129} 41454 415.00
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