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Analytical data for the selected compounds

N-(4-fluor obenzyl)-5-methylisoxazol-3-amine (Entry 1, in Table 1)

HNN
\
FQJ N

Yield: 143 mg, 69%; yellowish solid, mp 78-80°(R (KBr): v (cntt) 3270, 3110, 3086, 3049,
2928, 2862, 1632, 1573, 1506, 1217, 11%5;NMR (500 MHz, DMSO-@): & (ppm) 2.20 (s,
3H, CH), 4.20 (d, J = 6.1 Hz, 2H, CH 5.65 (d, J = 0.6 Hz, 1H, Het), 6.53 (t, J = B2, 1H,
NH), 7.13 (t, J = 8.8 Hz, 2H, Ar), 7.35 (m, 2H, AC NMR (125 MHz, DMSO-d): § (ppm)
12.1, 45.9, 93.7, 114.9 (d, J = 21 Hz), 129.4 {,8JHz), 136.2 (d, J = 3 Hz), 161.0 (d, J = 245
Hz), 164.4, 167.6MS (APCI) m/z [M+H]* calculated for @&H12FN2O: 207.1; found: 207.0;
Anal. Calcd.: C, 64.07; H, 5.38; N, 13.58; found C, 63.80; H® N, 13.70.

N-(2-chlor obenzyl)-5-methylisoxazol-3-amine (Entry 2, in Table 1)

Cl N
HN—Q
atat

Yield: 51 mg, 23%; yellow solid, mp 105-107°@R (KBr): v (cnt!) 3255, 3187, 3072, 2929,
2871, 1627, 1560, 1520, 1356, 1038; NMR (500 MHz, DMSO-d): & (ppm) 2.21 (s, 3H,
CHg), 4.30 (d, J = 6.1 Hz, 2H, GH 5.69 (s, 1H, Het), 6.59 (t, J = 6.1 Hz, 1H, NAR9 (m, 2H,
Ar), 7.42 (m, 2H, Ar);*C NMR (125 MHz, DMSO-d): § (ppm) 12.1, 44.3, 93.6, 127.1, 128.6,
129.0, 129.2, 132.3, 136.9, 164.2, 16 MBS (APCI) m/z[M+H]* calculated for €H12CIN2O:
223.1; found: 222.8Anal. Calcd.: C, 59.33; H, 4.98; N, 12.58; found C, 59.10; H1% N,
12.45.

N-(2,3-dimethoxybenzyl)benzo[d]oxazol-2-amine (Entry 3, in Table 1)

jatate

Yield: 241 mg, 84%; yellow solid, mp 79-81°CR (KBr): v (cnt!) 3170, 3053, 3000, 2961,
2905, 2832, 1680, 1586, 1480, 1457, 1266, 12433186 NMR (500 MHz, DMSO-d): §
(ppm) 3.78(s, 3H, C§), 3.80 (s, 3H, Chk), 4.53 (d, J = 5.9 Hz, 2H, CH 6.92 — 6.99 (m, 3H,
Ar), 7.02 (t, J = 7.9 Hz, 1H, Ar), 7.1 (t, J = ' HZ, 1H, Ar), 7.23 (d, J = 7.7 Hz, 1H, Ar), 7.33 (d,
J = 7.8 Hz, 1H, Ar), 8.34 (t, J = 5.5 Hz, 1H, NFAC NMR (125 MHz, DMSO-d): § (ppm)
40.7, 55.8, 60.2, 108.6, 112.0, 115.6, 120.0, 12023.7, 123.9, 132.3, 143.3, 146.4, 148.2,
152.4, 162.5MS (APCI) m/z [M+H]* calculated for @H17N20s: 285.1; found: 285.0Anal.
Calcd.: C, 67.59; H, 5.67; N, 9.85; found C, 67.20; F9®.N, 9.55.

N-(3,4,5-trimethoxybenzyl)benzo[d]oxazol-2-amine (Entry 4, in Table 1)
—Q N
/OOJN%OQ

—0
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Yield: 100 mg, 32%; whitish solid, mp 112-1149%R (KBr): v (cntt) 3335, 3250, 3178, 3063,
2954, 2937, 1677, 1648, 1586, 1457, 1415, 12478;112 NMR (500 MHz, DMSO-¢): §
(ppm) 3.63 (s, 3H, CH), 3.75 (s, 6H, 2CH), 4.46 (d, J = 6.0 Hz, 2H, CH 6.72 (s, 2H, Ar),
6.98 (t, J = 7.7 Hz, 1H, Ar), 7.10 (t, J = 7.7 H#, Ar), 7.24 (d, J = 7.7 Hz, 1H, Ar), 7.34 (d, J =
7.7 Hz, 1H, Ar), 7.41 (t, J = 5.7 Hz, 1H, NHJC NMR (125 MHz, DMSO-@): & (ppm) 46.1,
55.9, 60.1, 104.7, 108.7, 115.6, 120.3, 123.7, 7,3436.6, 143.2, 148.2, 152.9, 162MS
(APCI) m/z[M+H]* calculated for €&H1oN204: 315.2; found: 315.0Anal. Calcd.: C, 64.96; H,
5.77; N, 8.91; found C, 65.05; H, 5.90; N, 8.80.

N-benzyl-3-methyl-1,2,4-oxadiazol-5-amine (Entry 5, in Table 1)

C HN4</::/\IIL/

Yield: 113 mg, 60%; yellowish solid, mp 108-110°R (KBr): v (cnt!) 3293, 3178, 3069,
2930, 2882, 1661, 1414, 1355, 1302, 10tONMR (500 MHz, DMSO-@): & (ppm) 2.08 (s,
3H, CHg), 4.44 (d, J = 6.0 Hz, 2H, C{ 7.22 — 7.28 (m, 1H, Ar), 7.29 — 7.38 (m, 4H, A8)75
(t, J = 5.7 Hz, 1H, NH)¥C NMR (125 MHz, DMSO-@): § (ppm) 11.5, 46.4, 127.2, 127.3,
128.5, 138.7, 167.0, 171.M S (APCI) m/z [M+H]* calculated for @H12N3O: 190.1; found:
190.0;Anal. Calcd.: C, 63.48; H, 5.86; N, 22.21; found C, 63.20; 5 N, 22.10.

N-(4-fluor obenzyl)-3-methyl-1,2,4-oxadiazol-5-amine (Entry 6, in Table 1)

N
O

Yield: 89 mg, 43%; yellowish solid, mp 82-84°(R (KBr): v (cntt) 3299, 3201, 3161, 3072,
2964, 2868, 1661, 1507, 1415, 1326, 1210, 188NWMR (500 MHz, DMSO-d): & (ppm) 2.08
(s, 3H, CH), 4.40 (d, J = 6.0 Hz, 2H, C{ 7.16 (t, J = 8.8 H, 2H, Ar), 7.35 (m, 2H, Ar),78
(m, 1H, NH);3C NMR (125 MHz, DMSO-d): 6 (ppm) 11.5, 45.7, 115.2 (d, J = 21 Hz), 129.3
(d, J =8 Hz), 134.8 (d, J = 3 Hz), 161.0 (d, J44 Biz), 166.9, 171.31S (APCI) m/z[M+H]*
calculated for @H11FN3O: 208.1; found: 207.8Anal. Calcd.: C, 57.97; H, 4.86; N, 20.28;
found C, 57.80; H, 5.00; N, 20.44.

N-(2,3-dimethoxybenzyl)-[1,2,4]triazolo[4,3-a]pyridin-3-amine (Entry 11, in Table 1)

\ 7
—Q 0O N ]
HN—\
G—/ N’N

Yield: 57 mg, 20%; white solid, mp 182-184°(R (KBr): v (cnt!) 3431, 3181, 3053, 3003,
2954, 2924, 2832, 1635, 1598, 1592, 1486, 12308,10803;'"H NMR (500 MHz, DMSO-4):

d (ppm) 3.79 (s, 3H, OCH), 3.81 (s, 3H, OCEkJ, 4.60 (d, J =5.6 Hz, 2H, GH 6.73 (t, J = 6.5
Hz, 1H, NH), 7.02 (m, 5H, Ar), 7.43 (d, J = 9.3 H#{, Ar), 8.16 (d, J = 7.0 Hz, 1H, Ar¥C
NMR (125 MHz, DMSO-d): & (ppm) 41.3, 55.8, 60.2, 111.4, 111.9, 115.5, 121P2.4, 123.8,
125.5, 132.9, 146.2, 146.6, 148.7, 15245 (APCI) m/z [M+H]* calculated for @H17N4Oo:
285.1; found: 285.1Anal. Caled.: C, 63.37; H, 5.67; N, 19.71; found C, 63.44; B3 N,
19.83.
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N-benzyl-5-methylthiazol-2-amine (Entry 13, in Table 1)

: HN4<\2]/

Yield: 161 mg, 79%; yellow solid, mp 98-100°R (KBr): v (cntt) 3165, 3063, 2967, 2915,
2855, 1569, 1536, 1510, 1467, 1283, 1145NMR (500 MHz, DMSO-d): & (ppm) 2.18 (s,
3H, ChHs), 4.38 (d, J = 4.8 Hz, 2H, G} 6.65 (s, 1H, CH), 7.23 (m, 1H, Ar), 7.31 (m, 4At),
7.81 (m, 1H, NH);¥3C NMR (125 MHz, DMSO-d): § (ppm) 11.7, 47.5, 119.5, 126.9, 127.4,
128.3, 135.5, 139.6, 167.64S (APCI) m/z [M+H]* calculated for @H13N2S: 205.1; found:
205.0;Anal. Calcd.: C, 64.67; H, 5.92; N, 13.71; found C, 64.55; HO& N, 13.85.

N-((2,3-dihydr obenzo[b][1,4]dioxin-6-yl)methyl)-6-(methylsulfonyl)benzo[d]thiazol-2-
amine (Entry 15, in Table 1)

o _
0 S R
(O < T
o} N

Yield: 177 mg, 47%; white solid, mp 282-284°(R (KBr): v (cnTt) 3217, 3194, 3082, 3030,
2941, 2895, 1612, 1572, 1510, 1303, 1280, 1I4INMR (500 MHz, DMSO-4@): 5 (ppm) 3.17

(s, 3H, CH), 4.20 (s, 4H, 2CkD), 4.50 (d, J = 4.6 Hz, 2H, G} 6.82 (s, 2H, Ar), 6.87 (s, 1H,
Ar), 7.53 (d, J = 8.6 Hz, 1H, Ar), 7.72 (d, J = &, 1H, Ar), 8.28 (s, 1H, Ar), 8.90 (m, 1H,
NH); 33C NMR (125 MHz, DMSO-d): § (ppm) 44.3, 46.9, 64.1, 64.2, 116.3, 117.1, 117.8,
120.5, 120.9, 125.0, 131.1, 131.4, 132.6, 142.3,3,4156.5, 169.6M S (APCI) m/z [M+H]*
calculated for GH17/N204S,: 377.1; found: 377.0Anal. Calcd.: C, 54.24; H, 4.28; N, 7.44;
found C, 54.10; H, 4.40; N, 7.60.

N-(2-chlorobenzyl)-1,3,4-thiadiazol-2-amine (Entry 17, in Table 1)

cl
:{ HN%\zi\N

Yield: 153 mg, 68%; yellow solid, Mp 87-89°CR (KBr): v (cnT!) 3188, 3065, 2987, 2790,
1556, 1497, 1437, 10484 NMR (500 MHz, DMSO-d): & (ppm) 4.61 (m, 2H, Cg), 7.30 (m,
2H, Ar), 7.44 (m, 2H, Ar), 8.32 (br. s, 1H, NH)£8. (s, 1H, Het)’3C NMR (125 MHz, DMSO-
ds): 6 (ppm) 46.1, 127.3, 129.0, 129.3, 129.4, 132.6,.8,3%42.9, 168.2MS (APCI) m/z
[M+H]* calculated for @HoCIN3S: 226.0; found: 225.8Anal. Calcd.: C, 47.90; H, 3.57; N,
18.62; found C, 47.83; H, 3.65; N, 18.70.

N-((2,3-dihydrobenzo[b][1,4]dioxin-6-yl)methyl)-1,3,4-thiadiazol-2-amine (Entry 18, in
Table 1)

Q S
(i

Yield: 114 mg, 46%; white solid, mp 117-119°@®R (KBr): v (cntt) 3204, 3086, 2997, 2947,
2924, 2882, 1590, 1566, 1506, 1441, 1319, 12830,12672, 1050H NMR (500 MHz,
DMSO-a): 6 (ppm) 4.20 (s, 4H, 2CiD), 4.35 (d, J = 5.6 Hz, 2H, CH 6.80 (s, 2H, Ar), 6.84
(s, 1H, Ar), 8.19 (t, J = 4.8 Hz, 1H, NH), 8.61 {$], Het);”*C NMR (125 MHz, DMSO-d): §
(ppm) 47.9, 64.1, 64.2, 116.4, 116.9, 120.6, 13142.5, 142.6, 143.2, 168.MS (APCI) m/z
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[M+H]* calculated for €&H12N30.S: 250.1; found: 249.8Anal. Calcd.: C, 53.00; H, 4.45; N,
16.86; found C, 52.85; H, 4.65; N, 16.74.

N-(2,3-dimethoxybenzyl)-3-methylpyridin-2-amine (Entry 19, in Table 1)

\
D)
HN
ataY

Yield: 83 mg, 32%; white solid, mp 84-86°(R (KBr): v (cnt) 3417, 3008, 2963, 2936, 2899,
2836, 1598, 1507, 1480, 1275, 1086; NMR (500 MHz, DMSO-@): § (ppm) 2.11 (s, 3H,
CHs), 3.79 (s, 6H, 20C#), 4.60 (d, J = 5.8 Hz, 2H, GH 6.24 (t, J = 5.6 Hz, 1H, NH), 6.43 (m,
1H, Py), 6.81 (d, J = 7.4 Hz, 1H, Ar), 6.88 (d, 3.3 Hz, 1H, Ar), 6.94 (t, J = 7.9 Hz, 1H, Ar),
7.22 (d, J = 6.4 Hz, Py), 7.80 (d, J = 3.8 Hz, PM); 3C NMR (125 MHz, DMSO-d): 5 (ppm)
17.0, 38.9, 55.7, 59.9, 111.1, 111.8, 116.6, 11928.6, 134.6, 136.4, 144.9, 146.3, 152.2,
156.8;M 'S (APCI) m/z [M+H]* calculated for @H19N20O2: 259.1; found: 259.0Anal. Calcd.:

C, 69.74; H, 7.02; N, 10.84; found C, 69.53; H37.1, 10.67.

4-((dimethylamino)methyl)-N-(3,4,5-trimethoxybenzyl)pyridin-2-amine (Entry 21, in Table
1)

/
—N
. d
HN—\ /
/O@J N
—0

Yield: 315 mg, 95%; yellowish solid, mp 102-104°(R (KBr): v (cnt!) 3411, 3217, 3076,
2997, 2963, 2944, 2855, 2813, 2776, 1599, 15763,15864, 1250, 1158H NMR (500 MHz,
DMSO-c): 6 (ppm) 2.11 (s, 6H, 2NC#)i 3.63 (s, 3H, Chk), 3073 (s, 6H, 2Ck}, 4.42 (d, J=5.5
Hz, 2H, Ch), 6.43 (d, J = 5.0 Hz, 1H, Py), 6.50 (s, 1H, By§7 (s, 2H, Ar), 6.90 (t, J = 4.8 Hz,
1H, NH), 7.90 (d, J = 5.2 Hz, 1H, PY}C NMR (125 MHz, DMSO-d): § (ppm) 44.7, 45.1,
55.8, 60.0, 62.7, 104.6, 107.7, 112.4, 136.2, 13644.4, 148.4, 152.8, 159.14S (APCI) m/z
[M+H]* calculated for @H26N303: 332.2; found: 332.0Anal. Calcd.: C, 65.23; H, 7.60; N,
12.68; found C, 65.11; H, 7.75; N, 12.60.

N-benzyl-4-(4-methyl-4H-1,2 4-triazol-3-yl)pyridin-2-amine (Entry 23, in Table 1)

Yield: 111 mg, 42%; yellowish solid, mp 146-148°(R (KBr): v (cnt!) 3273, 3181, 3131,
3105, 3065, 3036, 2977, 2918, 1615, 1549, 14974119 NMR (500 MHz, DMSO-d): §
(ppm) 3.72 (s, 3H, NC4), 4.53 (d, J = 5.8 Hz, 2H, CH 6.84 (d, J = 5.2 Hz, 1H, Py), 6.88 (s,
1H, Py), 7.22 (t, J = 7.1 Hz, 1H, Ar), 7.31 (m, 2&t), 7.35 (m, 3H, NH + Ar), 8.11 (d, J =5.2
Hz, 1H, Py), 8.58 (s, 1H, Het}3C NMR (125 MHz, DMSO0-@): § (ppm) 32.2, 44.3, 106.9,
110.3, 126.7, 127.3, 128.3, 135.0, 140.4, 146.8,5,4151.9, 159.1IM S (APCI) m/z [M+H]*
calculated for @Hi1eNs: 266.1; found: 266.1Anal. Calcd.: C, 67.90; H, 5.70; N, 26.40; found
C, 67.75; H, 5.85; N, 26.30.
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N-(2-chlor obenzyl)-4-(4-methyl-4H-1,2,4-triazol-3-yl)pyridin-2-amine (Entry 24, in Table
1)

Ny
N\z
vl
HN
asa

Yield: 75 mg, 25%; yellowish solid, mp 186-188® (KBr): v (cnT!) 3293, 3250, 3095, 3046,
2941, 2915, 1618, 1553, 1500, 1286, 1197, 1840MR (500 MHz, DMSO-d): & (ppm) 3.75

(s, 3H, NCH), 4.60 (d, J = 5.8 Hz, 2H, CH 6.87 (d, J = 5.2 Hz, 1H, Py), 6.96 (s, 1H, Fy28
(m, 2H, Ar), 7.39 (m, 2H, Ar), 7.44 (d, J = 7.7 HH, Py), 8.09 (d, J =5.2 Hz, 1H, NH), 8.59 (s,
1H, Het); 3C NMR (125 MHz, DMSO-d): § (ppm) 32.3, 42.1, 107.2, 110.6, 127.2, 128.5,
128.8, 129.2, 132.3, 135.1, 137.4, 146.8, 148.4,8,958.8M S (APCI) m/z[M+H]* calculated
for C15H15CINs: 300.1; found: 300.0Anal. Calcd.: C, 60.10; H, 4.71; N, 23.36; found C, 60.05;
H, 4.85; N, 23.23.

(3-chlor 0-6-(4-fluor obenzylamino)pyridin-2-yl)methanol (Entry 27, in Table 1)
HN \‘/ Cl

Yield: 198 mg, 74%; yellow solid, mp 58-60°CR (KBr): v (cntl) 3332, 3046, 2918, 2866,
1595, 1507, 1408, 1220, 1076/ NMR (500 MHz, DMSO-@): § (ppm) 4.43 (s, 2H, Ch), 4.48
(d, J = 5.6, 2H, Ch), 4.77 (br. s, 1H, OH), 6.44 (d, J = 8.6 Hz, 1H),A.12 (t, J = 8.8 Hz, 2H,
Ar), 7.30 (t, J = 5.3 Hz, 1H, NH), 7.38 (m, 3H, AHC NMR (125 MHz, DMSO-@): & (ppm)
43.7, 61.7, 108.3, 115.0 (d, J = 20 Hz), 115.2,328, J = 9 Hz), 136.5 (d, J = 2.5 Hz), 137.9,
138.1, 153.4, 156.6, 161.2 (d, J = 243 HM;S (APCI) m/z [M+H]* calculated for
C13H1sCIFN,O: 267.1; found: 267.2Anal. Calcd.: C, 58.55; H, 4.54; N, 10.50; found C, 58.45;
H, 4.66; N, 10.34.

N-(3,4,5-trimethoxybenzyl)pyridin-3-amine (Entry 30, in Table 1)

—0
7 N\
HN
/o@_/ Q
—0

Yield: 230 mg, 84%; brownish solid, mp 91-939® (KBr): v (cn?) 3257, 3112, 3056, 3000,
2931, 2832, 2826, 1595, 1540, 1507, 1467, 1418214237, 1233, 1130, 10184 NMR (500
MHz, DMSO-&): § (ppm) 3.65 (s, 3H, C#)\, 3.74 (s, 6H, 2Ck), 4.23 (d, J = 5.5 Hz, 2H, GH
6.46 (t, J = 5.2 Hz, 1H, NH), 6.72 (s, 2H, Ar), .6n, 1H, Py), 7.04 (m, 1H, Py), 7.78 (s, 1H,
Py), 8.06 (s, 1H, Py)*C NMR (125 MHz, DMSO-@): 5 (ppm) 46.6, 55.8, 60.0, 104.6, 117.9,
123.6, 135.4, 135.7, 136.4, 137.2, 144.8, 15348 (APCI) m/z [M+H]* calculated for
C1sH19N203: 275.1; found: 275.0Anal. Calcd.: C, 65.68; H, 6.61; N, 10.21; found C, 65.55; H,
6.75; N, 10.14.

N-((2,3-dihydrobenzo[b][1,4]dioxin-6-yl)methyl)-2-methylpyridin-3-amine (Entry 31, in
Table 1)
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Yield: 92 mg, 36%; yellowish solid, mp 103-1059® (KBr): v (cnt) 3434, 3030, 2993, 2938,
2871, 1579, 1506, 1467, 1302, 1277, 1060]NMR (500 MHz, DMSO-@): & (ppm) 2.35 (s,
3H, CH), 4.18 (s, 4H, 2Ch), 4.22 (d, J = 5.9 Hz, 2H, GH 5.85 (d, J = 5.7 Hz, 1H, NH), 6.64
(d, J = 8.1 Hz, 1H, Py), 6.80 (m, 3H, Ar), 6.88 (b, Py), 7.63 (d, J = 4.6 Hz, 1H, PyjC
NMR (125 MHz, DMSO-d): 5 (ppm) 21.0, 45.3, 64.0, 64.1, 115.3, 115.6, 11619.8, 121.7,
132.8, 135.6, 142.0, 142.2, 143.3, 143WS (APCI) m/z [M+H]* calculated for @H17N20::
257.1; found: 257.0Anal. Calcd.: C, 70.29; H, 6.29; N, 10.93; found C, 70.12; 45 N,
10.86.

M ethyl 5-(benzylamino)nicotinate (Entry 33, in Table 1)

0] O/
araes

Yield: 177 mg, 73%whitish solid, mp 128-130°AR (KBr): v (cnT!) 3253, 3049, 3007, 2951,
2860, 1717, 1597, 1418, 1315, 1224, 10#9NMR (500 MHz, DMSO-@): & (ppm) 3.80 (s,
3H, ChHs), 4.35 (d, J = 5.2 Hz, 2H, GH 6.89 (t, J = 5.2 Hz, 1H, NH), 7.23 (t, J = 7.2,HH,
Ar), 7.26 — 7.40 (m, 5H, 4Ar + 1Py), 8.22 (s, 1H),P.30 (s, 1H, Py)**C NMR (125 MHz,
DMSO-d): & (ppm) 46.0, 52.2, 117.6, 125.6, 127.0, 127.3,3,2837.3, 139.1, 139.3, 144.6,
165.9;M S (APCI) m/z [M+H]* calculated for @H1sN2O2: 242.1; found: 243.0Anal. Calcd.:
C, 69.41; H, 5.82; N, 11.56; found C, 69.33; H65.8, 11.50.

N-(2,3-dimethoxybenzyl)-6-(methylsulfonyl)pyridin-3-amine (Entry 35, in Table 1)

\

-0 O 0
7 N\ _&_

HN S
O—/O =N 0O

Yield: 161 mg, 50%white solid, mp 142-144°Q;R (KBr): v (cnTt) 3243, 3078, 3003, 2934,
2835, 1579, 1477, 1302, 1161, 1126, NMR (500 MHz, DMSO-d): & (ppm) 3.09 (s, 3H,
SO:CHs), 3.78 (s, 3H, OCEHj, 3.80 (s, 3H, OCH, 4.36 (d, J =5.6 Hz, 2H, GH 6.86 (d, J =6.9
Hz, 1H, Py), 7.01 (m, 3H, Ar), 7.35 (t, J = 5.4,,]MH), 7.69 (d, J = 8.6 Hz, Py), 8.09 (d, J=2.2
Hz, 1H, Py);3C NMR (125 MHz, DMSO-d): § (ppm) 40.7, 40.9, 55.8, 60.4, 112.2, 116.5,
120.2, 122.6, 124.1, 131.5, 135.2, 143.6, 146.7,61452.5M S (APCI) m/z[M+H]* calculated
for C1sH19N204S:323.1; found: 323.1Anal. Calcd.: C, 55.89; H, 5.63; N, 8.69; found C, 55.80;
H, 5.70; N, 8.59.

N-(4-fluor obenzyl)-1,3-dimethyl-1H-pyr azol o[ 3,4-b] pyridin-5-amine (Entry 40, in Table 1)

=N
~ {&
F =N h

Yield: 59 mg, 22%white solid, mp 96-98°CiR (KBr): v (cntt) 3290, 3046, 2928, 2839, 1602,
1507, 1477, 1224, 11534 NMR (500 MHz, DMSO-@): § (ppm) 2.64 (s, 3H, C#), 3.86 (3H,
NCHs), 4.29 (d, J = 5.9 Hz, 2H, GH 6.25 (t, J = 5.8 Hz, 1H, NH), 7.04 (d, J = 2.2 HH, Het),
7.15 (t, J = 8.9 Hz, 2H, Ar), 7.44 (m, 2H, Ar), 8.4d, J = 2.4 Hz, 1H, Hetf3C NMR (125
MHz, DMSO-&;): 6 (ppm) 12.1, 33.2, 46.5, 106.3, 114.4, 115.1 {,21 Hz), 129.4 (d, J =7.5
Hz), 135.9 (d, J = 3.8 Hz), 137.2, 139.7, 140.31.34145.8, 161.3 (d, J = 239 H);S (APCI)
m/z[M+H]* calculated for @&H1eFN4: 271.1; found: 271.0Anal. Calcd.: C, 66.65; H, 5.59; N,
20.73; found C, 66.60; H, 5.73; N, 20.55.
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L C-M S spectra of the crude mixtures.
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Figure S1. Entry 1, in Table 1: peak was assigned to the pro@ul.15 min).
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Figure S2. Entry 2, in Table 1: peaks were assigned to théirsggamine (rt 0.3 min), the
aldehyde (rt 0.99 min), the tertiary amine (rt1ndi2), the intermediate imine (rt 1.16 min), and

the product (rt 1.23 min).
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Figure S3. Entry 3, in Table 1: peaks were assigned to théirsggamine (rt 0.64 min) and the
product (rt 1.29 min).
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Figure $4. Entry 4, in Table 1. peaks were assigned to théirsigamine (rt 0.65 min), the

aldehyde (rt 1.08 min) and the product (rt 1.23)min
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Figure Sb. Entry 5, in Table 1: peak was assigned to the pro@ti1.02 min).
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Figure S6. Entry 6, in Table 1. peak was assigned to the pro@t1.06 min).
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Figure S7. Entry 7, in Table 1. peaks were assigned to théirsgeamine (rt 0.66 min) and the

product (rt 1.00 min).
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Figure S8. Entry 8, in Table 1: peak was assigned to the pro@ti0.65 min).
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Figure SO. Entry 9, in Table 1: peaks were assigned to théirsggamine (rt 0.91 min) and the
product (rt 1.17 min).
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Figure S10. Entry 10, in Table 1: peaks were assigned to tiisg amine (rt 0.89 min) and the
product (rt 1.12 min).
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Figure S11. Entry 11, in Table 1: peak was assigned to thdymb(rt 0.87 min).
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Figure S12. Entry 12, in Table 1: peaks were assigned to tbduymt (rt 0.86 min), the aldehyde
(rt 0.99 min), and the intermediate imine (rt 1rih).
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Figure S13. Entry 13, in Table 1: peak was assigned to theymb@t 0.86 min).
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Figure S14. Entry 14, in Table 1: peaks were assigned to thduymt (rt 0.91 min) and the
aldehyde (rt 1.08 min).
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Figure S15. Entry 15, in Table 1: peaks were assigned to tiisg amine (rt 0.73 min), the
aldehyde (1.05 min), and the product (rt 1.2 min).
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Figure S16. Entry 16, in Table 1: peaks were assigned to teiisg amine (rt 0.73 min), the

aldehyde (1.08 min), and the product (rt 1.17 min).
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Figure S17. Entry 17, in Table 1: peak was assigned to theywrb(t 1.05 min).
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Figure S18. Entry 18, in Table 1: peaks were assigned to thduymt (rt 0.96 min) and the

aldehyde (rt 1.01 mi

in).
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Figure S19. Entry 19, in Table 1: peaks were assigned to tbdumt (rt 0.87 min), the aldehyde
(rt 0.98 min), and the intermediate imine (rt 1cQin).
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Figure S20. Entry 20, in Table 1: peaks were assigned to thduymt (rt 0.83 min) and the

aldehyde (rt 1.03 min).
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Figure S21. Entry 21, in Table 1: peak was assigned to theymbit 0.66 min).
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Figure S22. Entry 22, in Table 1: peak was assigned to theymb@t 0.67 min).
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Figure S23. Entry 23, in Table 1: peak was assigned to theymb@t 0.73 min).
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Figure S24. Entry 24, in Table 1: peaks were assigned to tbduymt (rt 0.86 min), the aldehyde
(0.99 min), and the tertiary amine (1.1 min).
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Figure S25. Entry 25, in Table 1: peak was assigned to theymbit 1.25 min).
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Figure S26. Entry 26, in Table 1: peaks were assigned to tiisg amine (rt 0.29 min) and the
product (rt 0.78 min).
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Figure S27. Entry 27, in Table 1: peak was assigned to theywb(t 1.12 min).
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Figure S28. Entry 28, in Table 1: peaks were assigned to ttiehgide (rt 1.03 min) and the
product (rt 1.1 min).
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Figure S29. Entry 29, in Table 1: peak was assigned to theymb¢t 0.78 min).
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Figure S30. Entry 30, in Table 1: peaks were assigned to thduymt (rt 0.83 min) and the
aldehyde (rt 1.08 min).
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Figure S31. Entry 31, in Table 1: peaks were assigned to tbduymt (rt 0.86 min), the aldehyde
(rt 0.97 min), and the tertiary amine (rt 1.16 min)
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Figure S32. Entry 32, in Table 1: peaks were assigned to tbduymt (rt 0.83 min), the aldehyde
(rt 1.04 min), and the tertiary amine (rt 1.1 min).
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Figure S35. Entry 35, in Table 1: peaks were assigned to tiisg amine (rt 0.45 min) and the
product (rt 1.03 min).
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Figure S36. Entry 36, in Table 1: peaks were assigned to tiisg amine (rt 0.34 min), the
aldehyde (rt 1.08 min), and the product (rt 1.1mh)mi

S43



maxpeak: 79.93% (6150738

Ret Time: 1.127 min

DAD1 A, Sig=215,10 Fef=off [E\WORKDWT107_23107_22_04SAMPLOZE, 5
mAU 1927
4003

200
; Pl

i

mr bty ™

T
45 miry

0.5 1
Xy DAD1 B, Sig=254,10 Ref=off (E\WORK\DIOT\OT_23'07_22_00SAMPLOZE.D)

.
b2

Tz
=

T

L

> 1004
Mol Wi 301.57 0 & ol |18

Exact Mass 301.99 T T T T T T T T T T T

0.5 1 1.5
WSO TIC, MS File (£ WORKIDWTW7_ 23107 22 DASAMPLOZE D) MM-APCI, Fast Scan, Frag. 120, "pos’
1.160

Ll
miry

""""""""" 150000 2
1 1.000 15.07
2 1.043  4.99 1000003
3 1.127 79.93 50000
03 \ 1023

mir|

0.5 1 1.5
MSD2 TIC, MS File (ESWORK\DWTWOT 207 _22 04:SAMPLO26.0) MM-APCI, Fast Scan, Frag: 120, "neg”

10000 -3

S000 —

K 1
ADC1 A, ELSD (E\WORK\DWOT\07_23'07_22_D4\SAMPLO26.D)

mv 3

a0 -3
35
303
253

1]
.5 1 5 miry
"MSD1 SPC, time=1.019 of EAWORK\D\OTWIT 2307 _22_ NtSAI'u'IPLGIE D MM-APCI, Fast Scan, Frag: 120, "pos”

Q6.8

3286

RT 1.023
10?6 138.4 |2084 2388 2848 320
0 T R R L e e R T T —r ;
100 200 300 400 500 mig
TWS01 SPC, ime=1.145 of EWORKIDWIT07_2307_22_ 04 SAMPLOZE.0 MM-AFCI, Fast Scan, Frag: 120, pos”

d
RT 1.150) A
2086 303.8
o e A i A

Figure S37. Entry 37, in Table 1: peaks were assigned to ite gioduct (rt 1.00 min) and the
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Figure S38. Entry 38, in Table 1: peaks were assigned to thduymt (rt 0.90 min) and the
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Figure S39. Entry 39, in Table 1: peaks were assigned to tiisg amine (rt 0.61 min), the
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Figure $40. Entry 40, in Table 1: peaks were assigned to tiisg amine (rt 0.58 min), the
aldehyde (rt 0.88 min), and the product (rt 1.19g)m

S47



NMR spectrafor the selected compounds

H
H

T
180 170 160 140 140 130 120 110 100 a0 80 70 GO a0 40 30 20 10 o

Entry 1, in Table 1

S48



H =] =
l h

170 160 150 140 130 120 110 100 a0 B0 70 GO a0 40 a0 20 10 ]

Entry 2, in Table 1

S49



N 0T

L i L e LI B e
720 700 0]

i M A

AN W%

A AR

B ; 5 5 5 ala|s|sla| 5| 2 © P
g 2 2 8 mmsEfe 208 4 g
u
ij
Qz N
o
— 5
/
o s et St im0 st A s ol A it st st s

Entry 3,in Table 1

S50



g 2| sls 2|
= glz|8 L8 Fla
5|5 ]e == 5|
—0
o N
7/ W
—0 \D
|-
A
. J D
\ K (Djﬁﬁﬁw\ \ ( r W \
mmmmm
rrrrr
05 9.0 65 8.0 7.5 .0 6.5 6.0 55 5.0 4.5 4.0 a5 a0 25 20 1.5 1.0 0.5 0.0
g % g 5 als gl =
g I 2 8|2 g %
—
o N
’ 1)
— b
R e . 1 e e A A

Entry 4, in Table 1

S51



H

170 160 150 140 [EE AT 110 100 %0 T ) 50 1 30 ) W

Entry 5, in Table 1

S52



=
= 8 3 @ I
l g gg/ u u gb ‘
N/J\N
)_/
0
.
/C
F
LALLM AL b A LA A , , : I‘I ' I I‘I‘.I " ‘I.
180 170 160 160 140 130 120 110 100 80 80 70 6O a0 40 30 20 10 a

Entry 6, in Table 1

S53



T T T L L e T T v T T
150 140 130 120 0 100 a0 80 70 BO 50 40 a0 20 10 o

Entry 11, in Table 1

S54



4388

24
2080

EC
__m

E 2
E 90 g5 so 78 70 55 50 55 50 s 40 35 30 23 20 s 10 05 o0
H gl = alsls| = 2
8| 8 #EE £ 5
B
U
v
N
é‘ ! 1';[| ! IWE"D o 15IE| ! ‘11;[| T Wéﬂ o 12IE| " 11‘D o 100 30 80 7o 1) “E‘D 40 30 20 10 ]

Entry 13, in Table 1

S55



2

a

l—
-
rm\ erﬁnﬁ \ {
8 5 |2
z 2108
8.0 50 40 30 20 1.0 El‘[l
E‘ :H E“ﬁ‘
N
. . S
¢ ;,: NK‘ ]
°
£ e 170 160 150 fag M0 g B0 0 50 50 w30 20 i I

Entry 15, in Table 1

S56



208t

[

922¢
£67¢
[
s

e

[

\a(

T

iz

ek

STLE
ez

w

acE

82%ck

bEIbL

zz a9

-

40

a0

80

100

110

120

130

140

160

160

170

Entry 17, in Table 1

S57



T T T T T T T T T T T T T T T T T T T v T T T T T T T UARRREI T T
180 170 160 150 140 130 120 110 100 80 80 0 GO a0 40 30 20 10 o

Entry 18, in Table 1

S58



e P T T T o T AU PR PR EY AR Y 0 0
FIE HE 2|8 al =] 2| wls
g @ E 83 8 E|E| E|E
|r ‘ o
|
§
42 40 38
T T T
170 160 150 140 130 120 110 100 a0 20 70 60 50 40 30 0 10 0

Entry 19, in Table 1

S59



T AT T T T " 2 T A " R A i 2 10 H

Entry 22, in Table 1

S60



@

T T T T
170 160 160 140 130 120 110 100 a0 a0 7n B0 &0 40 a0 20 10 o

Entry 23, in Table 1

Sé61



2

N |
.
H—t
l—
J A
g Dr ﬁur \D(
& & 2 2
B} a & o
s — T — T T T T — T T T T T T T T T — —
& 100 a0 8 B0 50 40 30 20 10 0o
£ B RlOSRE Sl &l 8lgw|= wE sulo =
= ol 3
8 | EEE B8 8| B\E|ER HH |4 E
A
H !
~ 7

H—N

Entry 24, in Table 1

S62



HRNB s (a8

T T T T T
a4 a0 B84 80 748 65 B0 A6 a0 44 40 34 30 28 20 15 1.0 05 oo

H LR 3lzlgly
EE g8 HEHE

T T T T
é 170 160 160 140 130 120 110 100 a0 B0 7 B0 a0 40 30 20 10 ]

Entry 27, in Table 1

S63



~
N\Q
|
180 150 140 130 120 10 100 a0 80 T 50 50 40 30 0 10 i

Entry 30, in Table 1

S64



| el el e

T T T T
710 7.0

T T T T T T T T T
6.90 680 6.70 6.60

T T
6.50

wlzlz|z z 3 & x| &ls
g2 8 8 2 2| B8
0
{ : Dj
q
2 : : : ot i i et

£ 140 135 130 125 20 s

‘ _ " .

L R ST R T A 60 )

Entry 31, in Table 1

S65



T T T T T T T
é 170 160 150 140 130 120 110 100 40 80 7 B0 a0 40 30 20 10 o

Entry 33, in Table 1

S66



T T 10 1

78 7B B8 BB

Cih [

TRLBIBER W B

5T T T
g 85 2.0 g

g

-
|
a i
AT
o
R
5
RN
| m ‘?
40 35
160 150 ' 140 130 120 110 100 a0 a0 70 [ 50 40 30 20 10 d

Entry 36, in Table 1

S67



E‘E‘ g| 9|
a5 2 a
R o

Tl il s

70 (%) 6.0

o
o
%

i
(31—

H
H

160 150 140 130 120 110 100 90 Sh 70 60 5‘0 40 30 0 10 0

Entry 40, in Table 1

S68



