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1. Analytical data for compounds 3a—d.

2,4,6-Trichloroquinazoline (3a). White solid; yield 75% (4.43 g, 19.12 mmol); mp 126-128 °C. 'H
NMR (300 MHz, DMSO-ds) 6 8.31 (s, 1H), 6 8.15 (d, J = 9.0 Hz, 1H), 6 8.04 (d, J = 8.9 Hz, 1H).
LRMS (ESI) m/z calcd for CgH4Cl3N, [M + H]" 232.93, found 232.92.

2,4,7-Trichloroquinazoline (3b). Yellow solid; yield 80% (4.73 g, 20.41 mmol); mp 137-139 °C. 'H
NMR (300 MHz, DMSO-ds) 6 8.30 (d, J = 9.0 Hz, 1H), & 8.20 (s, 1H), & 7.88 (d, J = 8.7 Hz, 1H).
LRMS (ESI) m/z calcd for CgH4C13sN, [M + H]" 232.93, found 232.92.

2,4,8-Trichloroquinazoline (3c). Yellow solid; yield 65% (3.84 g, 16.56 mmol); mp 135-137 °C. 'H
NMR (300 MHz, DMSO-d;) 6 8.31 (d,J=7.7 Hz, 1H), 6 8.25 (d, J= 8.5 Hz, 1H), 8 7.78 (t,J = 7.4 Hz,
1H). LRMS (ESI) m/z calcd for CsH4CI3N; [M + H]+ 232.93, found 232.92.
2,4-Dichloropyrido|[3,2-d]pyrimidine (3d). Brownish solid; yield 65% (3.97 g, 19.94 mmol); mp 197—
199 °C. "H NMR (300 MHz, DMSO-ds) 8 9.17 (d, J = 4.1 Hz, 1H), & 8.44 (d, J = 8.4 Hz, 1H), 5 8.10

(dd, J = 8.6, 4.1 Hz, 1H). LRMS (ESI) m/z caled for C;H4C1,N3 [M + H]™ 199.97, found 199.96.

2. Analytical data for compounds 4a-c, 5a—c, 6a and 7a.

2,6-Dichloro-N-phenethylquinazolin-4-amine (4a). Yellow solid; yield 75% (1.03 g, 3.25 mmol); mp
133-135 °C. *H NMR (300 MHz, DMSO-dg) & 8.88 (br s, 1H), 5 8.38 (d, J = 2.2 Hz, 1H), § 7.77 (dd, J
=8.9, 2.2 Hz, 1H), § 7.59 (d, J = 8.9 Hz, 1H), § 7.30-7.16 (m, 5H), & 3.65 (g, J = 6.1 Hz, 2H), & 2.90 (t,

J=7.2 Hz, 2H). LRMS (ESI) m/z calcd for C16H14CI.N3 [M + H]* 318.04, found 318.00.

2,7-Dichloro-N-phenethylquinazolin-4-amine (4b). Yellow solid; yield 75% (1.03 g, 3.25 mmol); mp
137-139 °C. 'H NMR (300 MHz, DMSO-ds) & 8.94 (br s, 1H), & 8.22 (d, J = 8.8 Hz, 1H), & 7.68-7.65
(m, 1H), 6 7.58 (d, J = 8.7 Hz, 1H), 6 7.28-7.17 (m, 5H), 6 3.65 (9, J = 6.1 Hz, 2H), 6 2.90 (t, J = 7.2

Hz, 2H). LRMS (ESI) m/z calcd for C16H14CIoN3 [M + H]™ 318.04, found 318.06.



2,8-Dichloro-N-phenethylquinazolin-4-amine (4c). Yellow solid; yield 90% (1.24 g, 3.90 mmol); mp
136-138 °C. *H NMR (300 MHz, DMSO-ds) & 9.01 (br s, 1H), & 8.16 (d, J = 8.8 Hz, 1H), § 7.91 (d, J =
8.7 Hz, 1H), 6 7.45 (t, J = 8.0 Hz, 1H), 6 7.29-7.15 (m, 5H), 6 3.68 (9, J = 6.1 Hz, 2H), 6 2.92 (t, J =

7.2 Hz, 2H). LRMS (ESI) m/z calcd for C16H14CloN3 [M + H]* 318.04, found 318.03.

2,6-Dichloro-N-(3,4-dimethoxyphenethyl)quinazolin-4-amine (5a). Yellow solid; yield 80% (1.31 g,
3.45 mmol); mp 143—145 °C. '"H NMR (300 MHz, DMSO-ds) & 8.82 (br s, 1H), 5 8.39 (d, J=2.2 Hz,
1H), 8 7.77 (d, J= 8.9 Hz, 1H), 8 7.60 (d, J = 8.7 Hz, 1H), 6 6.85-6.73 (m, 3H), 6 3.71-3.65 (m, 8H), o
2.83 (t, J= 7.4 Hz, 2H). LRMS (ESI) m/z calcd for C;sH;sC1,N30, [M + H]" 378.06, found 378.09.
2,7-Dichloro-N-(3,4-dimethoxyphenethyl)quinazolin-4-amine (5b). Yellow solid; yield 77% (1.26 g,
3.34 mmol); mp 147-149 °C. '"H NMR (300 MHz, DMSO-ds) & 8.92 (br s, 1H), 5 8.24 (d, J = 8.6 Hz,
1H), 8 7.66 (s, 1H), 6 7.57 (d, J = 8.9 Hz, 1H), 6 6.85-6.72 (m, 3H), & 3.71-3.65 (m, 8H), 6 2.83 (t, J =
7.4 Hz, 2H). LRMS (ESI) m/z caled for C13H sCLLN30, [M + H]" 378.06, found 378.10.
2,8-Dichloro-N-(3,4-dimethoxyphenethyl)quinazolin-4-amine (5c¢). Yellow solid; yield 87% (1.39 g,
3.67 mmol); mp 145-147 °C. 'H NMR (300 MHz, DMSO-ds) & 8.97 (br s, 1H), 5 8.18 (d, J = 8.6 Hz,
1H), 8 7.92 (d, J=8.9 Hz, 1H), & 7.45 (t, J = 8.4 Hz, 1H), § 6.85-6.71 (m, 3H), 6 3.71-3.65 (m, 8H), &
2.83 (t, J= 7.4 Hz, 2H). LRMS (ESI) m/z calcd for C;3H;3C1,N30, [M + H]" 378.06, found 378.04.
2-Chloro-N-phenethylpyrido[3,2-d]pyrimidin-4-amine (6a). Brown oil; yield 82% (1.17 g, 4.12
mmol). "H NMR (300 MHz, DMSO-d;) & 9.02 (br s, 1H), & 8.77-8.74 (m, 1H), & 7.99 (d, J = 8.8 Hz,
1H), & 7.78 (d, J = 8.5 Hz, 1H), & 7.28-7.13 (m, 5H), & 3.68 (q, J = 6.1 Hz, 2H), 6 2.91 (t, /= 7.2 Hz,
2H). LRMS (ESI) m/z calcd for C;sH4CIN, [M + H]" 285.08, found 285.09.
2-Chloro-N-(3,4-dimethoxyphenethyl)pyrido[3,2-d]pyrimidin-4-amine (7a). Pale brown solid; yield
84% (1.45 g, 4.22 mmol); mp 156-158 °C. 'H NMR (300 MHz, DMSO-ds) & 8.96 (br s, 1H), & 8.77—

8.73 (m, 1H), § 7.99 (d, J = 8.6 Hz, 1H), § 7.78 (dd, J = 8.6 Hz, 1H), § 6.83-6.71 (m, 3H), 5 3.74-3.67



(m, 8H), & 2.84 (t, J = 7.4 Hz, 2H). LRMS (ESI) m/z caled for C7H;5sCIN,O, [M + H]' 345.10, found

345.11.

3. Analytical data for compounds 8a-i, 9a—i, 10a—c, 11a—c, 12a—c, 13a—c, 14a and 15a.
6-Chloro-N"-phenethyl-N*-propylquinazoline-2,4-diamine (8a). Yellow solid; yield 71% (0.38 g,
1.12 mmol); mp 107-109 °C. '"H NMR (300 MHz, DMSO-dj) & 8.09-8.02 (m, 2H), & 7.41 (dd, J = 8.9,
2.3 Hz, 1H), 6 7.30-7.14 (m, 6H), 5 6.72 (br s, 1H), 6 3.60 (q, J = 7.5 Hz, 2H), & 3.23-3.20 (m, 2H), &
2.89 (t, J = 7.3 Hz, 2H), & 1.47 (sextet, J = 7.2 Hz, 2H), 6 0.84 (t, J = 7.4 Hz, 3H). HRMS (ESI) m/z
calcd for C19H»CINg [M + H]+ 341.1455, found 341.1527. Purity: 99.7%
6-Chlor0-N2-isopr0pyl-N4-phenethquuinazoline-Z,4-diamine (8b). Yellow solid; yield 75% (0.40 g,
1.18 mmol); mp 104-106 °C. '"H NMR (300 MHz, DMSO-d) & 8.10-8.04 (m, 2H), & 7.44 (dd, J = 8.9,
2.3 Hz, 1H), 6 7.30-7.15 (m, 6H), 8 6.65 (br s, 1H), 6 4.18-4.07 (m, 1H), 8 3.60 (q, J = 7.5 Hz, 2H), &
2.89 (t, J = 7.3 Hz, 2H), § 1.13 (d, J = 6.5 Hz, 6H). HRMS (ESI) m/z caled for C;oH»,CIN, [M + H]
341.1455, found 341.1527. Purity: 98.6%
6-Chloro-N*-cyclopropyl-N*-phenethylquinazoline-2,4-diamine (8c). Yellow solid; yield 73% (0.39
g, 1.15 mmol). mp 108-110 °C. "H NMR (300 MHz, DMSO-ds) & 8.07-8.04 (m, 2H), & 7.43 (dd, J =
8.9,2.3 Hz, 1H), 6 7.29-7.14 (m, 6H), 6 6.87 (br s, 1H), 3.67-3.60 (m, 2H), 6 2.89 (t, /= 7.6 Hz, 2H),
2.81-2.75 (m, 1H), 6 0.65-0.58 (m, 2H), 6 0.48-0.43 (m, 2H). HRMS (ESI) m/z calcd for C;9HoCINy4
[M + H]" 338.1298, found 339.1371. Purity: 99.6%
7-Chloro-N‘-phenethyl-Nz-propquuinazoline-2,4-diamine (8d). Yellow solid; yield 70% (0.37 g,
1.10 mmol); mp 105-107 °C. "H NMR (300 MHz, DMSO-d;) & 8.03 (br s, 1H), & 7.89 (d, J = 8.7 Hz,
1H), 8 7.30-7.15 (m, 6H), & 6.96 (dd, J= 8.9, 2.3 Hz, 1H), 6 6.71 (br s, 1H), 8 3.60 (q, J = 7.5 Hz, 2H),
8 3.23-3.20 (m, 2H), 6 2.89 (t, J = 7.3 Hz, 2H), & 1.46 (sextet, J = 7.2 Hz, 2H), 6 0.84 (t, J = 7.4 Hz,

3H). HRMS (ESI) m/z calcd for C9H,,CIN, [M + H]" 341.1455, found 341.1528. Purity: 99.4%



7-Chloro-N*-isopropyl-N*-phenethylquinazoline-2,4-diamine (8e). Yellow solid; yield 75% (0.40 g,
1.18 mmol); mp 106-108 °C. "H NMR (300 MHz, DMSO-dj) & 8.07 (br s, 1H), & 7.91 (d, J = 8.7 Hz,
1H), 6 7.30-7.15 (m, 6H), 6 6.98 (dd, J = 8.9, 2.3 Hz, 1H), & 6.62 (br s, 1H), & 4.16-4.09 (m, 1H), o
3.60 (q, J=17.5 Hz, 2H), 8 2.89 (t, J= 7.3 Hz, 2H), 6 1.13 (d, J = 6.5 Hz, 6H). HRMS (ESI) m/z calcd
for C1oHxnCIN, [M + H]" 341.1455, found 341.1528. Purity: 99.6%
7-Chloro-N*-cyclopropyl-N*-phenethylquinazoline-2,4-diamine (8f). Yellow solid; yield 73% (0.39
g, 1.15 mmol). mp 111-113 °C °C. '"H NMR (300 MHz, DMSO-dy) & 8.07 (br s, 1H), 8 7.92 (d, J = 8.7
Hz, 1H), 8 7.29-7.14 (m, 6H), 8 6.99 (dd, /= 8.7, 2.0 Hz, 1H), 8 6.92 (br s, 1H), 6 3.67-3.60 (m, 2H), §
2.89 (t, J= 7.6 Hz, 2H), & 2.85-2.77 (m, 1H), & 0.65-0.59 (m, 2H), § 0.48-0.45 (m, 2H). °C NMR (75
MHz, DMSO-ds) 6 160.94, & 159.43, & 152.96, 6 139.64, 6 136.75, & 128.65, 6 128.29, & 126.03, &
124.75, & 123.14, & 122.43, 6 119.97, & 109.87, & 42.14, o 34.53, 6 23.85, & 6.37. HRMS (ESI) m/z
caled for C1oHyCINg [M + H]" 338.1298, found 339.1371. Purity: 98.5%
8-Chloro-N*-phenethyl-N*-propylquinazoline-2,4-diamine (8g). White solid; yield 70% (0.37 g, 1.10
mmol); mp 102-104 °C. "H NMR (300 MHz, DMSO-d;) & 8.03 (br s, 1H), & 7.85 (d, J= 8.6 Hz, 1H), &
7.57 (d, J=8.6 Hz, 1H), 6 7.30-7.15 (m, 5H), 8 6.89 (t,J=7.9 Hz, 1H), § 6.79 (br s, 1H), 6 3.61 (q, J =
7.5 Hz, 2H), 6 3.23-3.20 (m, 2H), & 2.89 (t, J = 7.3 Hz, 2H), & 1.50 (sextet, J = 7.2 Hz, 2H), 6 0.84 (t, J
= 7.4 Hz, 3H). HRMS (ESI) m/z caled for CoH»CIN, [M + H]" 341.1455, found 341.1528. Purity:
98.8%

8-Chloro-N*-isopropyl-N*-phenethylquinazoline-2,4-diamine (8h). Yellow solid; yield 70% (0.37 g,
1.10 mmol); mp 107-109 °C. "H NMR (300 MHz, DMSO-d;) & 8.99 (br s, 1H), & 8.16 (d, J = 8.6 Hz,
1H), 6 7.88 (d, J= 8.6 Hz, 1H), 6 7.44 (t, J= 7.9 Hz, 1H), 8 7.30-7.09 (m, 5H), 8 6.97 (br s, 1H), 5 4.25-
4.14 (m, 1H), 6 3.67 (q, J = 7.5 Hz, 2H), 6 2.89 (t, J = 7.3 Hz, 2H), 6 1.16 (d, J = 6.5 Hz, 6H). HRMS
(ESI) m/z calced for C19H2,CINg [M + H]+ 341.1455, found 341.1527. Purity: 100.0%
8-Chloro-N*-cyclopropyl-N*-phenethylquinazoline-2,4-diamine (8i). Yellow solid; yield 69% (0.37

g, 1.09 mmol); mp 111-113 °C. '"H NMR (300 MHz, DMSO-d;) & 8.17-8.15 (m, 1H), § 7.92-7.87 (m,
6



1H), 8 7.63—7.59 (m, 1H), 6 7.31-7.04 (m, 5H), & 6.98-6.92 (m, 2H), 6 3.75-3.64 (m, 2H), 5 2.97-2.88
(m, 3H), § 0.65-0.59 (m, 2H), & 0.48-0.45 (m, 2H). HRMS (ESI) m/z calcd for C19HCIN, [M + H]"
338.1298, found 338.1372. Purity: 98.7%
6-Chloro-N'-(3,4-dimethoxyphenethyl)-N>-propylquinazoline-2,4-diamine (9a). Yellow solid; yield
71% (0.37 g, 0.93 mmol); mp 107-109 °C. "H NMR (300 MHz, DMSO-d;) & 8.08-8.03 (m, 2H), & 7.40
(dd, J=8.9, 2.3 Hz, 1H), 8 7.17 (d, J = 8.8 Hz, 1H), 6 6.84-6.71 (m, 4H), & 3.67-3.59 (m, 8H), & 3.27—
3.23 (m, 2H), 6 2.81 (t, J = 7.3 Hz, 2H), 6 1.48 (sextet, J = 7.2 Hz, 2H), 6 0.84 (t, J = 7.4 Hz, 3H).
HRMS (ESI) m/z caled for C;1Hy6CIN4O, [M + H]+ 401.1666, found 401.1740. Purity: 99.4%
6-Chloro-N‘-(3,4-dimethoxyphenethyl)-Nz-isopropquuinazoline-2,4-diamine (9b). White solid;
yield 75% (0.40 g, 0.99 mmol); mp 109-111 °C. 'H NMR (300 MHz, DMSO-d;) & 8.09-8.05 (m, 2H),
S 7.43 (dd, J = 8.9, 2.2 Hz, 1H), 6 7.18 (d, J = 9.0 Hz, 1H), d 6.84-6.72 (m, 3H), 6 6.71 (br s, 1H), o
4.16-4.09 (m, 1H), 6 3.67-3.59 (m, 8H), 6 2.82 (t, J = 7.3 Hz, 2H), 8 1.12 (d, J = 6.5 Hz, 6H). HRMS
(ESI) m/z calced for C,1Hy¢CIN4O;, [M + H]+ 401.1666, found 401.1740. Purity: 98.3%
6-Chloro-N*-cyclopropyl-N*-(3,4-dimethoxyphenethyl)quinazoline-2,4-diamine (9¢). Yellow solid;
yield 72% (0.38 g, 0.95 mmol); mp 104-106 °C. '"H NMR (300 MHz, DMSO-ds) & 8.07 (d, J=2.2 Hz,
1H), 6 8.00 (brs, 1H), 6 7.42 (dd, J= 8.9, 2.3 Hz, 1H), 6 7.22 (d, J = 8.9 Hz, 1H), § 6.86-6.71 (m, 4H),
8 3.67-3.59 (m, 8H), & 2.87-2.75 (m, 3H), 6 0.64-0.58 (m, 2H), 5 0.48-0.43 (m, 2H). HRMS (ESI) m/z
calcd for CaHp4CIN4O, [M + H]" 399.1510, found 399.1582. Purity: 98.5%
7-Chloro-N*-(3,4-dimethoxyphenethyl)-N>-propylquinazoline-2,4-diamine (9d). Yellow solid; yield
71% (0.37 g, 0.93 mmol); mp 105-107 °C. 'H NMR (300 MHz, DMSO-ds) & 7.96-7.90 (m, 2H), &
7.20-7.15 (m, 1H), 8 6.97 (dd, J = 8.6, 2.1 Hz, 1H), & 6.84—6.72 (m, 4H), 6 3.67-3.59 (m, 8H), 6 2.81
(t,J=17.3 Hz, 2H), & 1.46 (sextet, J=7.2 Hz, 2H), 6 0.78 (t, J = 7.4 Hz, 3H). HRMS (ESI) m/z calcd for
C,1H26CIN4O, [M + H]" 401.1666, found 401.1738. Purity: 99.6%
7-Chloro-N*-(3,4-dimethoxyphenethyl)-V-isopropylquinazoline-2,4-diamine (9¢). White solid;

yield 71% (0.37 g, 0.93 mmol); mp 111-113 °C. "H NMR (300 MHz, DMSO-d;) & 7.97-7.93 (m, 2H), &
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7.19-7.14 (m, 1H), 6 6.99 (dd, J= 8.7, 2.1 Hz, 1H), 6 6.84-6.72 (m, 4H), 6 4.17-4.10 (m, 1H), & 3.67—
3.59 (m, 8H), & 2.82 (t, J = 7.3 Hz, 2H), 6 1.12 (d, J = 6.5 Hz, 6H). HRMS (ESI) m/z calcd for
C,1Hy6CIN4O, [M + H]" 401.1666, found 401.1738. Purity: 95.2%

7-Chlor0-N2-cyclopropyl-N4 -(3,4-dimethoxyphenethyl)quinazoline-2,4-diamine (9f). Light brown
solid; yield 72% (0.38 g, 0.95 mmol); mp 108110 °C. 'H NMR (300 MHz, DMSO-d,) & 8.02 (br s,
1H), 6 7.93 (d, J=8.9 Hz, 1H), 6 7.21-7.17 (m, 1H), 6 6.99 (dd, J= 8.9, 2.3 Hz, 1H), 6 6.91 (br s, 1H),
3 6.80-6.71 (m, 3H), 6 3.67-3.59 (m, 8H), 6 2.88-2.78 (m, 3H), & 0.64-0.58 (m, 2H), 5 0.48-0.43 (m,
2H). HRMS (ESI) m/z calcd for C;Hy4CIN,O, [M + H]" 399.1510, found 399.1581. Purity: 99.2%
8-Chloro-N'-(3,4-dimethoxyphenethyl)-N>-propylquinazoline-2,4-diamine (9g). Yellow solid; yield
71% (0.37 g, 0.93 mmol); mp 101-103 °C. "H NMR (300 MHz, DMSO-d;) & 7.92-7.86 (m, 2H), & 7.57
(d, J=7.0 Hz, 1H), 6 6.94-6.72 (m, 5H), 6 3.59-3.67 (m, 8H), & 3.37-3.33 (m, 2H), 8 2.83 (t, J=7.3
Hz, 2H), 6 1.51 (sextet, J= 7.2 Hz, 2H), 6 0.76 (t, J = 7.4 Hz, 3H). HRMS (ESI) m/z calcd for C,;HcCL
N4O, [M + H]" 401.1666, found 401.1738. Purity: 98.3%
8-Chloro-N*-(3,4-dimethoxyphenethyl)-V--isopropylquinazoline-2,4-diamine (9h). Yellow solid;
yield 76% (0.39 g, 0.97 mmol); mp 104-106 °C. '"H NMR (300 MHz, DMSO-dy) & 7.92—7.86 (m, 2H),
8 7.57 (d, J="7.0 Hz, 1H), 8 6.94-6.72 (m, 5H), & 4.19-4.08 (m, 1H), & 3.67-3.59 (m, 8H), & 2.82 (t, J
= 7.3 Hz, 2H), § 1.13 (d, J= 6.5 Hz, 6H). HRMS (ESI) m/z calcd for C»;H,cCIN,O, [M + H]" 401.1666,
found 401.1737. Purity: 98.6%
8-Chloro-N*-cyclopropyl-N*-(3,4-dimethoxyphenethyl)quinazoline-2,4-diamine (9i). Yellow solid;
yield 71% (0.37 g, 0.94 mmol); mp 102-104 °C. '"H NMR (300 MHz, DMSO-ds) & 7.92-7.86 (m, 2H),
8 7.57 (d, J="7.0 Hz, 1H), 6 6.94-6.72 (m, 5H), 8 3.67-3.59 (m, 8H), & 2.88-2.78 (m, 3H), & 0.64-0.58
(m, 2H), & 0.48-0.43 (m, 2H). HRMS (ESI) m/z calcd for C,H24CIN4O, [M + H]" 399.1510, found
399.1581 Purity: 98.4%

N*-Phenethyl-N*-propylpyrido[3,2-d]pyrimidine-2,4-diamine (10a). Yellow solid; yield 76% (0.41 g,

1.34 mmol); mp 132-134 °C. '"H NMR (300 MHz, DMSO-ds) & 8.22 (dd, J = 4.1, 1.6 Hz, 1H), § 7.95
8



(br's, 1H), § 7.54 (br s, 1H), § 7.44 (dd, J = 8.4, 4.1 Hz, 1H), § 7.29-7.14 (m, 5H), § 6.78 (br s, 1H), &
3.62 (q, J = 7.5 Hz, 2H), § 3.23-3.20 (m, 2H), 5 2.89 (t, J = 7.3 Hz, 2H), 5 1.48 (sextet, J = 7.2 Hz, 2H),
8 0.84 (t, J = 7.4 Hz, 3H). °C NMR (75 MHz, DMSO-ds) § 159.32, 5 146.53, § 142.32, § 141.98, &
139.52, & 131.99, § 131.41, 5 128.60, & 128.30, § 127.53, 5 126.4, § 42.67, & 41.39, & 34.63, § 22.34, §

11.53. HRMS (ESI) m/z calcd for CgH,,Ns [M + H]" 308.1797, found 308.1869. Purity: 99.4%

N2-Isopropyl-N*-phenethylpyrido[3,2-d]pyrimidine-2,4-diamine (10b). Brownish oil; yield 76%
(0.41 g, 1.34 mmol). *H NMR (300 MHz, DMSO-dg) & 8.23 (dd, J = 4.1, 1.6 Hz, 1H), & 7.99 (br s, 1H),
§7.55 (brs, 1H), & 7.44 (dd, J = 8.4, 4.1 Hz, 1H), § 7.30-7.14 (m, 5H), § 6.60 (br s, 1H), § 4.19-4.08
(m, 1H), 8 3.63 (g, J = 7.5 Hz, 2H), § 2.89 (t, J = 7.3 Hz, 2H), § 1.13 (d, J = 6.5 Hz, 6H). HRMS (ESI)

m/z calcd for C1gH22Ns [M + H]* 308.1797, found 308.1869. Purity: 99.7%

N?-Cyclopropyl-N*-phenethylpyrido[3,2-d]pyrimidine-2,4-diamine (10c). Brownish oil; yield 72%
(0.39 g, 1.27 mmol). *H NMR (300 MHz, DMSO-dg) & 8.26 (dd, J = 4.1, 1.6 Hz, 1H), & 8.02 (br s, 1H),
§7.55 (br s, 1H), & 7.46 (dd, J = 8.4, 4.1 Hz, 1H), § 7.27-7.16 (m, 5H), & 6.93 (br s, 1H), 5 3.63 (q, J =
7.5 Hz, 2H), 5 2.89 (t, J = 7.3 Hz, 2H), § 2.81-2.77 (m, 1H), § 0.63-0.59 (m, 2H), & 0.49-0.46 (m, 2H).

HRMS (ESI) m/z calcd for C1gH20Ns [M + H]" 306.1640, found 306.1711. Purity: 99.8%

N*-(3,4-Dimethoxyphenethyl)-N-propylpyrido[3,2-d]pyrimidine-2,4-diamine (11a). Yellow solid;
yield 76% (0.40 g, 1.10 mmol); mp 121-123 °C. *H NMR (300 MHz, DMSO-dg) & 8.22 (dd, J = 4.8,
1.2 Hz, 1H), § 7.85 (br s, 1H), § 7.53 (br s, 1H), § 7.43 (dd, J = 8.4, 4.1 Hz, 1H), § & 6.84-6.72 (m, 4H),
§ 3.67-3.61 (M, 8H), & 3.30-3.24 (M, 2H), & 2.82 (t, J = 7.3 Hz, 2H), & 1.46 (sextet J = 7.2 Hz, 2H), §
0.84 (t, J = 7.4 Hz, 3H). HRMS (ESI) m/z calcd for CaoHsNsO, [M + H]* 368.2008, found 368.2081.

Purity: 99.6%



N*-(3,4-Dimethoxyphenethyl)-N2-isopropylpyrido[3,2-d]pyrimidine-2,4-diamine (11b). White solid;
yield 73% (0.39 g, 1.06 mmol); mp 127-129 °C. *H NMR (300 MHz, DMSO-ds) & 8.22 (dd, J = 4.8,
1.2 Hz, 1H), & 7.86 (brs, 1H), § 7.53 (br s, 1H), & 7.44 (dd, J = 8.4, 4.1 Hz, 1H), § 6.84-6.72 (m, 3H), &
6.57 (br s, 1H), 4.16-4.09 (m, 1H), & 3.67-3.61 (m, 8H), § 2.82 (t, J = 7.3 Hz, 2H), 5 1.12 (d, J = 6.5

Hz, 6H). HRMS (ESI) m/z calcd for Co0H26N50, [M + H]™ 368.2008, found 368.2081. Purity: 98.4%

N?-Cyclopropyl-N*-(3,4-dimethoxyphenethyl)pyrido[3,2-d]pyrimidine-2,4-diamine (11c). Brown
solid; yield 71% (0.38 g, 1.03 mmol); mp 117-119 °C. *H NMR (300 MHz, DMSO-ds) & 8.25 (dd, J =
4.8,1.2 Hz, 1H), 8 7.94 (br s, 1H), § 7.59 (br s, 1H), & 7.45 (dd, J = 8.4, 4.1 Hz, 1H), § 6.94 (br s, 1H), &
6.84-6.72 (m, 3H), 5 3.68-3.65 (m, 8H), & 2.88-2.80 (m, 3H), & 0.63-0.59 (m, 2H), & 0.48-0.46 (m,

2H). HRMS (ESI) m/z calcd for CyoH24Ns0, [M + H]* 366.1852, found 366.1927. Purity: 99.4%

6-Chloro-N? N*-dimethyl-N*-phenethylquinazoline-2,4-diamine (12a). White solid; yield 76% (0.39
g, 1.20 mmol); mp 122-124 °C. *H NMR (300 MHz, DMSO-dg) & 8.11 (br s, 1H), § 8.04 (d, J = 2.3 Hz,
1H), 8 7.41 (dd, J = 8.9, 2.3 Hz, 1H), § 7.28-7.16 (m, 6H), 5 3.61 (q, J = 5.6 Hz, 2H), 5 3.12 (s, 6H), &
2.90 (t, J = 7.2 Hz, 2H). HRMS (ESI) m/z calcd for CigH2CINg [M + H]" 327.1298, found 327.1370.

Purity: 99.5%

7-Chloro-N? N*-dimethyl-N*-phenethylquinazoline-2,4-diamine (12b). Yellow solid; yield 72%
(0.37 g, 1.15 mmol); mp 127-129 °C. *H NMR (300 MHz, DMSO-dg) & 8.12 (br s, 1H), & 7.90 (d, J =
8.7 Hz, 1H), § 7.29-7.14 (m, 6H), 5 6.97 (dd, J = 8.9, 2.3 Hz, 1H), & 3.60 (q, J = 5.6 Hz, 2H), & 3.12 (5,
6H), & 2.89 (t, J = 7.2 Hz, 2H). HRMS (ESI) m/z calcd for C1gHoCIN, [M + H]* 327.1298, found

327.1371. Purity: 94.5%

8-Chloro-N? N°-dimethyl-N*-phenethylquinazoline-2,4-diamine (12c). Yellow solid; yield 72% (0.37
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g, 1.15 mmol); mp 122-124 °C. *H NMR (300 MHz, DMSO-dg) & 8.15 (br s, 1H), & 7.86 (d, J = 8.7 Hz,
1H), & 7.60 (d, J = 8.7 Hz, 1H), & 7.30-7.15 (m, 5H), & 6.91 (t, J = 9.0 Hz, 1H), 6 3.63 (g, J = 5.6 Hz,
2H), § 3.18 (s, 6H), § 2.91 (t, J = 7.2 Hz, 2H). HRMS (ESI) m/z calcd for CigH1oCINg [M + H]*

327.1298, found 327.1371. Purity: 96.3%

6-Chloro-N*-(3,4-dimethoxyphenethyl)-N? N-dimethylquinazoline-2,4-diamine (13a). White solid;
yield 70% (0.36 g, 0.93 mmol); mp 124-126 °C. *H NMR (300 MHz, DMSO-ds) & 8.08-8.05 (m, 2H),
57.40 (dd, J = 8.9, 2.3 Hz, 1H), 5 7.20 (d, J = 8.9 Hz, 1H), 5 6.84-6.70 (m, 3H), 5 3.67-3.58 (M, 8H),
3.12 (s, 6H), 5 2.82 (t, J = 7.2 Hz, 2H). 1C NMR (75 MHz, DMSO-ds) & 159.45, 5 158.72, 5 150.76,
148.62, 6 147.22, 5 132.28, 6 132.06, & 126.85, 6 123.40, 6 121.95, 6 120.43, 6 112.49, 6 111.94, 5
110.86, 5 55.47, § 55.20, & 42.48, & 36.44, § 34.00. HRMS (ESI) m/z calcd for CooH24CIN4O, [M + H]*

387.1510, found 387.1581. Purity: 96.5%

7-Chloro-N*-(3,4-dimethoxyphenethyl)-N? N%-dimethylquinazoline-2,4-diamine (13b). Yellow sol-
id; yield 70% (0.36 g, 0.93 mmol); mp 128-130 °C. *H NMR (300 MHz, DMSO-dg) & 8.09 (br s, 1H), &
7.90 (d, J = 8.7 Hz, 1H), 5 7.20 (d, J = 2.1 Hz, 1H), 5 6.97 (dd, J = 8.7, 2.1 Hz, 1H), & 6.84-6.69 (m,
3H), 6 3.71-3.58 (m, 8H), & 3.13 (s, 6H), 6 2.82 (t, J = 7.2 Hz, 2H). HRMS (ESI) m/z calcd for

C20H24CIN4O, [M + H]" 387.1510, found 387.1580. Purity: 98.4%

8-Chloro-N*-(3,4-dimethoxyphenethyl)-N? N-dimethylquinazoline-2,4-diamine (13c). Brown solid;
yield 68% (0.35 g, 0.91 mmol); mp 121-123 °C. *H NMR (300 MHz, DMSO-dg) & 8.10 (br s, 1H), &
7.87 (d, J = 7.6 Hz, 1H), 8 7.59 (d, J = 7.5 Hz, 1H), § 6.90 (t, J = 7.8 Hz, 1H), & 6.84-6.70 (m, 3H), &
3.70-3.60 (m, 8H), & 3.17 (s, 6H), & 2.83 (t, J = 7.2 Hz, 2H). HRMS (ESI) m/z calcd for Ca0H24CIN,O,

[M + H]* 387.1510, found 387.1581. Purity: 99.0%
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N? N%-Dimethyl-N*-phenethylpyrido[3,2-d]pyrimidine-2,4-diamine (14a). Brownish oil; yield 78%
(0.40 g, 1.37 mmol). *H NMR (300 MHz, DMSO-ds) & 8.25 (dd, J = 4.2, 1.5 Hz, 1H), § 8.09 (br s, 1H),
8 7.57 (dd, J = 8.5, 1.5 Hz, 1H), 8 7.44 (dd, J = 8.5, 4.2 Hz, 1H), § 7.26-7.16 (m, 5H), 8 3.63 (9, J = 5.6
Hz, 2H), & 3.14 (s, 6H), & 2.90 (t, J = 7.2 Hz, 2H). HRMS (ESI) m/z calcd for Ci7H2Ns [M + H]*

294.1640, found 294.1712. Purity: 99.8%

N*-(3,4-Dimethoxyphenethyl)-N? N>-dimethylpyrido[3,2-d]pyrimidine-2,4-diamine (15a). Brownish
oil: yield 77% (0.40 g, 1.12 mmol). *H NMR (300 MHz, DMSO-dg) & 8.24 (dd, J = 4.2, 1.5 Hz, 1H),
8.03 (br s, 1H), 5 7.57 (dd, J = 8.5, 1.5 Hz, 1H),  7.44 (dd, J = 8.5, 4.2 Hz, 1H), 5 6.83-6.70 (m, 3H), 5
3.67-3.62 (M, 8H), 3 3.14 (5, 6H), 5 2.82 (t, J = 7.2 Hz, 2H). HRMS (ESI) m/z calcd for C1oHpeNsO, [M

+ H]* 354.1852, found 354.1924. Purity: 97.3%
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4. NMR spectra for compounds 8a—i, 9a—i, 10a—c, 11a—c, 12a—c, 13a-c, 14a and 15a

6-Chloro-N*-phenethyl-NV-propylquinazoline-2,4-diamine (8a).
p y propylq

Cl
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6-Chloro-N2-isopropyl-N4-phenethquuinazoline-z,4-diamine (8b).

y |

(8b)
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6-Chloro-Nz-cyclopropyl-N4-phenethquuinazoline-2,4-diamine (8¢).

Cl
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7-Chloro-N"—phenethyl—NZ-propquuinazoline-Z,4-diamine (8d).

Cl N~ N
H
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7-Chlor0-N2-is0pr0pyl-N4-phenethquuinazoline-z,4-diamine (8e).

Cl N/)\N .
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7-Chloro-N2-cyclopropyl-N4-phenethquuinazoline-2,4-diamine (8f).

NH
o
Cl N/)\H/A

(8f)
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8-Chloro-N"—phenethyl—NZ-propquuinazoline-Z,4-diamine (8g).
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8-Chloro-N*-cyclopropyl-N*-phenethylquinazoline-2,4-diamine (8i).
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6-Chloro-N4-(3,4-dimethoxyphenethyl)-NZ-propquuinazoline-2,4-diamine (9a).

MeO ,
MeO
NH
Cl SN
N/)\ N
H
(9a)

22



6-Chloro-N"—(3,4-dimethoxyphenethyl)-Nz-isopropquuinazoline-2,4-diamine (9b).

MeO (
MeO
NH
ci N J\ |
N/)\N
H
(9b)
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6-Chloro-Nz-cyclopropyl-N"-(3,4-dimethoxyphenethyl)quinazoline-2,4-diamine (9¢).

MeO
MeO
NH
cl SN
N/)\ N
H
(9¢)
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7-Chloro-N'-(3,4-dimethoxyphenethyl)-N>-propylquinazoline-2,4-diamine (9d).
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iamine (9e).

7-Chlor0-N4-(3,4-dimethoxyphenethyl)- 2-isop1‘0pquuinazoline-2,4-d
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7-Chloro-N*-cyclopropyl-N*-(3,4-dimethoxyphenethyl)quinazoline-2,4-diamine (9f).
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8-Chloro-N4-(3,4-dimethoxyphenethyl)-NZ-propquuinazoline-2,4-diamine 9g).

MeO
MeO
NH
~N
N/*H
Cl
(99)
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(9h).
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8-Chloro-N*-cyclopropyl-N*-(3,4-dimethoxyphenethyl)quinazoline-2,4-diamine (9i).
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N4-Phenethyl-N2-propylpyrido[3,2-d]pyrimidine-2,4-diamine (10a).

'H NMR
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N4-Phenethyl-Nz-propylpyrido[3,2-d] pyrimidine-2,4-diamine (10a).

BC NMR

Tarek Sample Ppd-1B6 in DMSO-d& AVANCE 500
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N?-1sopropyl-N*-phenethylpyrido[3,2-d]pyrimidine-2,4-diamine (10b).
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NZ- NG ;
Cyclopropyl-N"-phenethylpyrido[3,2-d]pyrimidine-2,4-diamine (10c).
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N*-(3,4-Dimethoxyphenethyl)-N2-propylpyrido[3,2-d]pyrimidine-2,4-diamine (11a).

MeO

MeO

NH
ENfN
L
H

\
(11a)
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N*-(3,4-Dimethoxyphenethyl)-N2-isopropylpyrido[3,2-d]pyrimidine-2,4-diamine (11b).

MeO
MeO
NH
B
H
(11b)
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N?-Cyclopropyl-N*-(3,4-dimethoxyphenethyl)pyrido[3,2-d]pyrimidine-2,4-diamine (11c).

MeO
MeO
NH
AN ~N
|
_ NAN A
H
(11c)
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6-Chloro-N? N-dimethyl-N*-phenethylquinazoline-2,4-diamine (12a).

Cl
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7-Chloro-N? N-dimethyl-N*-phenethylquinazoline-2,4-diamine (12b).

Cl N~ N

(12b)
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(12¢c)
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6-Chloro-N*-(3,4-dimethoxyphenethyl)-N? N%-dimethylquinazoline-2,4-diamine (13a).

'H NMR

MeO
MeO
NH
Cl SN
N” ITI/
(13a)
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6-Chloro-N*-(3,4-dimethoxyphenethyl)-N? N*-dimethylquinazoline-2,4-diamine (13a).

BC NMR
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7-Chloro-N*-(3,4-dimethoxyphenethyl)-N? N*-dimethylquinazoline-2,4-diamine (13b).

MeO
MeO
NH
SN
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8-Chloro-N*-(3,4-dimethoxyphenethyl)-N? N?-dimethylquinazoline-2,4-diamine (13c).

MeO
MeO
NH
~N
N” ITI/
(13c)
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N? N%-Dimethyl-N*-phenethylpyrido[3,2-d]pyrimidine-2,4-diamine (14a).
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N*-(3,4-Dimethoxyphenethyl)-N? N-dimethylpyrido[3,2-d]pyrimidine-2,4-diamine (15a).

MeO

MeO
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5. HRMS spectra for compounds 8a-i, 9a-i, 10a—c, 11a—c, 12a—c, 13a—c, 14a and 15a

6-Chloro-N*-phenethyl-N*-propyl uinazoline-2,4-diamine (8a).
p y propylq
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Nz-isopropyl-N“-phenethquuinazoline-2,4-diamine (8b).
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6-Chloro-N2-cyclopropy]-N"-phenethquuinazoline-2,4-diamine 8c).
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7-Chloro-N'-phenethyl-N*-propylquinazoline-2,4-diamine (8d).
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7-Chloro-N*-isopropyl-N*-phenethylquinazoline-2,4-diamine (8¢).
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7-Chloro-N2-cyclopropy]-N"-phenethquuinazoline-2,4-diamine (8f).

D:\Pharmacy\Nekkar\2015\NovoTM15 11/9/2015 1:06:11 PM 3B8 mw=338
+ESl in 1:1 MeOH/H20+0.1%FA
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T: FTMS + p ESI Full lock ms [133.40-2000.00]
100-. 339.13714

] |
&

95 |

90~

85—

80— NH

75 SN
BA

= | N N
70- C N

65

60—

Relative Abundance
(6,
o
3

5 B o8 g
logaaliaial

—_
o 3 I3
Lev e e leraalagagl

309.20611

-t
o

223.20568
Lol b, )| 388.12777 593.15741 684.20266 917.37901 1063.06405

S TN SETHS
‘‘‘‘‘ iy T

200 400 600 800 1000
m/z




8-Chloro-N*-phenethyl-N*-propylquinazoline-2,4-diamine (8g).

cy\Nekkar\2015\NoveTM9 11/9/2015 12:02:38 PM 4B6 mw 340
water .1%FA

M9 #54-197 RT: 0.24-0.88 AV: 144 NL: 1.02E9
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8-Chloro-N*-isopropyl-N*-phenethylquinazoline-2,4-diamine (8h).
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8-Chloro-N*-cyclopropyl-N*-phenethylquinazoline-2,4-diamine (8i).

D:\Pharmacy\Nekkar\2015\NovOTM17 11/9/2015 1:21:27 PM 4B8 mw 338
+ESl in 1:1 MeOH/H20+0.1%FA

NovOTM17 #61-190 RT: 0.27-0.85 AV: 130 NL: 2.78E8
T: FTMS + p ESI Full lock ms [133.40-2000.00]
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6-Chloro-N4-(3,4-dimethoxyphenethyl)-Nz-propquuinazoline-2,4-diamine (9a).

NbvOTM6 #232-360 RT: 1.04-1.61 AV: 129 NL: 2.02E8
T FTMS + p ESI Full lock ms [133.40-2000.00]
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6-Chloro-N4-(3,4-dimethoxyphenethyl)-Nz-is0pr0pquuinazoline-2,4-diamine (9b).

acy\Nekkar\2015\NovoTM8

H water .1%FA

11/9/2015 11:51:22 AM 2D7 mw 400

J9TM8 #51-185 RT: 0.23-0.83 AV: 135 NL: 1.42E8
FTMS + p ESI Full lock ms [133.40-2000.00]
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6-Chloro-Nz-cyclopropyl-N' -(3,4-dimethoxyphenethyl)quinazoline-2,4-diamine (9c).
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7-Chloro-N'-(3,4-dimethoxyphenethyl)-N>-propylquinazoline-2,4-diamine (9d).

ar\2015\NovaTM10 11/9/2015 12:10:00 PM 3D6 mw 400
1%FA
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+ p ESI Full lock ms [133.40-2000.00]
401.17375

MeO

MeO

Cl N~ N
H

o
e

D
o

(%))
(9]

H
(&)

AR RN NS N

Relative Abundance
(4]
o

L1l

w B
(3] o
[N N

11

404.17422
|
|

w
o

a1l

N
(9}

393.08305

A i 37409785  387.15809 41518941 425 28762
T 17 T "IA R R i | [ F | ll».l‘ B G D

S : 1 T P Y I LI L
350 360 370 380 390 400 410 420 430
m/z

59



7-Chlor0-N4-(3,4-dimethoxyphenethyl)-Nz-is0propquuinazoline-2,4-diamine (9e).
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7-Chloro-Nz-cyclopropyl-N4 -(3,4-dimethoxyphenethyl)quinazoline-2,4-diamine (9f).

2015\NovOTM24 11/9/2015 2:08:54 PM 3D8 mw 398
in 1:1 MeOH/H20+0.1%FA )

TM24 #56-154 RT: 0.25-0.69 AV: 99 NL: 1.26E8
MS + p ESI Full lock ms [133.40-2000.00]
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D:\Pharmacy\Nekkar\2015\Nov8TM18
+ESl in 1:1 MeOH/H20+0.1%FA

NovOTM18 #51-174 RT: 0.23-0.78 AV: 124 NL: 7.15E7

T: FTMS + p ESI Full lock ms [133.40-2000.00]
: 1*0% 401.17379
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8-Chloro-N"—(3,4-dimethoxyphenethyl)-Nz-isopropquuinazoline-2,4-diamine (9h).
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8-Chloro-N*-cyclopropyl-N*-(3,4-dimethoxyphenethyl)quinazoline-2,4-diamine (9i).

rmacy\Nekkar\2015\NovaTM26 11/812015 2:21:20 PM 4D8 mwags
in 1:1 MeOH/H20+0.1%FA
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N"-Phenethy]-Nz-propylpyrido[3,2-d] pyrimidine-2,4-diamine (10a).

acy\Nekkar\2015\NovOTM2 11/9/2015 10:31:54 AM PPD-B6

TM2 #72-195 RT: 0.32-0.87 AV: 124 NL: 1.40E9
TMS + p ESI Full lock ms [133.40-2000.00]
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N2-1sopropyl-N*-phenethylpyrido[3,2-d]pyrimidine-2,4-diamine (10b).

acy\Nekkar\2015\Nov9TM4 11/9/2015 11:11:34 AM PPD-B7 mw 307

TM4 #51-146 RT: 0.23-0.65 AV: 96 NL: 8.46E8
TMS + p ESI Full lock ms [133.40-2000.00]
100— 308.18689
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N2-Cyclopropyl-N*-phenethylpyrido[3,2-d]pyrimidine-2,4-diamine (10c).

rmacy\Nekkar\2015\NovaTM19 11/9/2015 1:35:14 PM PPD-B8 mw 305
in 1:1 MeOH/H20+0.1%FA

9TM19 #48-134 RT: 0.21-0.60 AV: 87 NL: 1.12E9
! FTMS + p ESI Full lock ms [133.40-2000.00]
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N“-(3,4-Dimethoxyphenethyl)-N*-propylpyrido[3,2-d]pyrimidine-2,4-diamine (11a).

\Nekkar\i2015\Nov9TM12 11/9/2015 12:45:05 PM PPD-D6 mw=367
MeOH/H20+0.1%FA

M12 #15-121 RT: 0.07-0.54 AV: 107 NL: 4.86E8
MS + p ESI Full lock ms [133.40-2000.00]

466 368.20812

| MeO

¢ - . MeO

lLoa
~
k2

Relative Abundance
(9]
T

: 341.15283
51 19102275 2319934 30920614

| | | L
150 200 250 300 350 400 450 500
m/z

: | 295.19046
ol bty JLluli oy, 2SSO | | | ]399.08323 44512020 49723608

T

68



N“-(3,4-Dimethoxyphenethyl)-N?-isopropylpyrido[3,2-d]pyrimidine-2,4-diamine (11b).

S B9 S

Relative Abundance

kkar2015\NovoTM13
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N2-Cyclopropyl-N*-(3,4-dimethoxyphenethyl)pyrido[3,2-d]pyrimidine-2,4-diamine (11c).

£ LA r
1#46-167 RT: 0.21-0.75 AV: 122 NL: 4.77E8
S + p ESI Full lock ms [133.40-2000.00]
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6-Chloro-N? N%-dimethyl-N*-phenethylquinazoline-2,4-diamine (12a).

D:\Pharmacy\Nekkar\2015\Nov8TM23 11/9/2015 2:01:42 PM 2B20 mw 326
+ESl in 1:1 MeOH/H20+0.1%FA

Nov9TM23 #59-188 RT: 0.26-0.84 AV: 130 NL: 3.11E8
T: FTMS + p ESI Full lock ms [133.40-2000.00]
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7-Chloro-N? N%-dimethyl-N*-phenethylquinazoline-2,4-diamine (12b).

D:\Pharmacy\Nekkar\2015\NovOTM25 11/9/2015 2:15:54 PM 3820 mw326
+ESl in 1:1 MeOH/H20+0.1%FA

NovOTM25 #54-204 RT: 0.24-0.92 AV: 151 NL: 3.61E7
T: FTMS + p ESI Full lock ms [133.40-2000.00]
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8-Chloro-N? N%-dimethyl-N*-phenethylquinazoline-2,4-diamine (12c).

D:\Pharmacy\Nekkar\2015\NovoTM27
+ESl in 1:1 MeOH/H20+0.1%FA

NovOTM27 #49-175 RT: 0.22-0.79 AV: 127 NL: 4.59E8
T: FTMS + p ESI Full lock ms [133.40-2000.00]
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6-ChIoro-N4-(3,4-dimethoxyphenethyl)-NZ,Nz-dimethquuinazoline-2,4-diamine (13a).

kkar\2015\NoveTM30 11/9/2015 3:04:06 PM 2D20 mw 386
H/H20+0.1%FA

30 #29-202 RT: 0.13-0.91 AV: 174 NL: 1.38E8
S + p ESI Full lock ms [133.40-2000.00]
387.15805

\
\
|
|

©
i

11

MeO

MeO

[o2]
(62}
(O TS I T 2 1 0

Cl

=y
(¢2]
[EENEE NN
=2
\
=z
\

~
o

(13a)

Relative Abundance
()]
¥3

30020591 5550099  355.06964 37409783 40312734 43223813 454.17004

L { | I i NI NN I | PLIEIN | D

Y'I"”T““l""1”"T""T”' bt I RRlsd £ A2l EREL | J BLian LLEES LR2ET RELLY LEAAS SARAH LAKLY LEALY RARLE REAAN LhILY RA | RAREE REASS SSAEA IR

320 340 360 380 400 420 440
m/z



7-Chloro-N*-(3,4-dimethoxyphenethyl)-N? N*-dimethylquinazoline-2,4-diamine (13b).

kkar\2015\NovaTM32 11/912015 3:21:46 PM 3D20 mw 386
H/H20+0.1%FA

2 #65-204 RT: 0.29-0.92 AV: 140 NL: 1.17E8
S + p ESI Full lock ms [133.40-2000.00]
387.15799

MeO

MeO

1 Cl N~ °N

(13b)

» ~
T?
i O T O W

Relative Abundance
B (4] (4, [¢)]
(3, o (4] o
3 ol AT T A o T

H
o

(U0 B I O B

w
()}

391.28388

w
o

1l

N
[$)]

- - N
5 o o
{16 BN iR A A

L1

3]
1

355.06976  374.09769 403.112735
L L T i . I (T | B

h |

338.34165
1
b et

432.23809
Tt e
340 360

o
j FEw

IBARER TS

BN ' I
400 420 440

REREE T

380
m/z

75



8-ChIoro-N4-(3,4-dimethoxyphenethyl)-Nz,Nz-dimethquuinazoline-2,4-diamine (13c).

Relative Abundance
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N2 N2-Dimethyl-N*-phenethylpyrido[3,2-d]pyrimidine-2,4-diamine (14a).

Relative Abundance
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N*-(3,4-Di 2 i i
(3,4-Dimethoxyphenethyl)-N ,N2-d|methylpyr|d0[3,2-d]pyrimidine-2,4-diamine (15a).
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6. HPLC trace for compounds 8a-i, 9a—i, 10a—c, 11a—c, 12a—c, 13a-c, 14a and 15a

6-Chloro-N*-phenethyl-N*-propylquinazoline-2,4-diamine (8a).

A AN AN, ST il

VWD A, Wavelength=254 nm (TAREKITEST_LC 2015-11-07 02-20-5411A4-0101.0)
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6-Chloro-N*-isopropyl-N*-phenethylquinazoline-2,4-diamine (8b).

VWD1 A, Wavelength=284 nm (TAREKITEST_LC 2018-11.07 02-20-84\1BA-0901.D)
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6-Chloro-N*-cyclopropyl-N*-phenethylquinazoline-2,4-diamine (8c).

[ VWD1 A, Wavelength=254 nm (TAREKITEST_LC 2015-11-07 02-20-5411CA-1701.0)
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7-Chlor0-N4-phenethyl-N2-propquuinazoline-Z,4-diamine (8d).

[ VWD1 A Wavelangth=254 nm (TAREKITEST_LC 2015-1107 02-20-5411A8-0201.0)
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7-Chloro-N*-isopropyl-N*-phenethylquinazoline-2,4-diamine (8e).

VWD1 A, Wavelength=254 nm (TAREKITEST_LC 2015-11-07 02-20-541188-1001.0)
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7-Chloro-N"-cyclopropyl-/NV'-phenethylquinazoline-2,4-diamine (8f).
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8-Chloro-N*-phenethyl-N*-propylquinazoline-2,4-diamine (8g).

[ VWD1 A, Wavelangth=254 nm (TAREKITEST_LC 2015-11-07 02-20-5411AC-0301.0)
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8-Chloro-N*-isopropyl-N*-phenethylquinazoline-2,4-diamine (8h).

[ VWD1 A, Wevelengih=254 nm (TAREKITEST_LC 2015-11-24 20-08-0011AA-0101.0)
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8-Chloro-N*-cyclopropyl-N*-phenethylquinazoline-2,4-diamine (8i).

VWD A Wavelength=254 nm (TAREFKITEST_LC 2015-11-24 20-08-0011AH-0801.0)
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6-Chloro-N* -(3,4-dimethoxyphenethyl)-N*-propylquinazoline-2,4-diamine (9a).
VWD1 A, Wavelengthe254 nm (TAREK\TEST_LC 2015-11-07 02-20-54\1AF-0501.0) Z
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6-Chloro-N* -(3,4-dimethoxyphenethyl)- V*-isopropylquinazoline-2,4-diamine (9b).
— ; e e e e o Sy
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6-Chlor0-N2-cyclopropyl-N4 -(3,4-dimethoxyphenethyl)quinazoline-2,4-diamine (9¢).

VWD1 A, Wavelength=254 nm (TAREKITEST_LC 2015-11-07 02-20-5411CF-2101.0)
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7-Chloro-N* -(3,4-dimethoxyphenethyl)-N"-propylquinazoline-2,4-diamine (9d).
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7-Chloro-N* -(3,4-dimethoxyphenethyl)-V*-isopropylquinazoline-2,4-diamine (9e).
[ VWWD1 A, Wavelength=254 nm (TAREKITEST_LC 2015-11-07 02-20-54\1BG-1401.0) E
Al
i MeO
500~
3 MeO
s
] NH
“
: /@ | J\
e
18 cl N/)\N
100 SC‘ H
Ly o
o
' 1 2 3 4 s & 7 ] s " rin I~
1]
s
LCFile [1BG-1401.D -
. # Time Area Height Width Area% Symmetry
m;:: E%\gﬁnf:'ﬁf:;ﬁrmve_;ﬁ € 2015110702 20-54) _ | 1 0.269 8.9 3.5 0.0401 0.207 | 4.397
07 e, 2 0.353 133 54 0.0397 3.091 1.406
S I""nh 3 | 0464 4093.8 536.2 0.1102 | 95.233 | 0.399




7-Chloro-N*-cyclopropyl-N*-(3,4-dimethoxyphenethyl)quinazoline-2,4-diamine (9f).
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8-Chloro-N*-cyclopropyl-N*-(3,4-dimethoxyphenethyl)quinazoline-2,4-diamine (9i).

VWD1 A, Wavelength=254 nm (TAREKTEST_LC 2015-11-07 02-20-5411CH-2301.0) |
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N -Phenethyl-Nz-propylpyrido[3,2-d]pyrimidine-2,4-diamine (10a).

VWD1 A, Wavelengih=254 nm (TAREKITEST_LC 2015-11-07 02-20-5411AD-0401.0)
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N2-Cyclopropyl-N*-phenethylpyrido[3,2-d]pyrimidine-2,4-diamine (10c).

VWD1 A, Wavalength=284 nm (TAREK\TEST_LC 2015-11-07 02-20-8411C0-2001.0)
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N*-(3,4-Dimethoxyphenethyl)-N2-propylpyrido[3,2-d]pyrimidine-2,4-diamine (11a).

VWD1 A, Wavelength=254 nm (TAREKITEST_LC 2015-11-07 02-20-5411A1-0801.0) [=]
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N*-(3,4-Dimethoxyphenethyl)-N“-isopropylpyrido[3,2-d]pyrimidine-2,4-diamine (11b).
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N2-Cyclopropyl-N*-(3,4-dimethoxyphenethyl)pyrido[3,2-d]pyrimidine-2,4-diamine (11c).

| VWD1 A, Wavelength=284 nm (TAREKITEST_LC 2015-11-07 02-20-5411C1-2401.0)
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6-Chloro-N“,N“-dimethyl-N"-phenethylquinazoline-2,4-diamine (12a).
[ VWD1 A, Wavelength=264 nm (TAREK\TEST_LC 2016-11-07 02-20-54\1D4-2601.0) z
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7-Chloro-N“,N“-dimethyl-N"-phenethylquinazoline-2,4-diamine (12b).
VWD A, Wavelangth=284 nm (TAREKITEST_LC 2015-11-07 02-20-8411D8-2601.0y !
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8-Chloro-N? N%-dimethyl-N*-phenethylquinazoline-2,4-diamine (12c).

VWD A, Wavelengihe284 nm (TAREKITEST_LC 2015-11-24 20-08-0011AC-0301.0)
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6-Chloro-N"-(3,4-dimethoxyphenethyl)-N,N°-dimethylquinazoline-2,4-diamine (13a).
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7-Chloro-N"-(3,4-dimethoxyphenethyl)-N,N°-dimethylquinazoline-2,4-diamine (13b).
| VWD1 A, Wavelength=254 nm (TAREKITEST_LC 2015-1107 02-20-5411DG-3001.0) Z
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8-Ch|oro-N4-(3,4-dimethoxyphenethyl)-Nz,Nz-dimethquuinazoline-2,4-diamine (13c).

e — - 1
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N? N2-Dimethyl-N*-phenethylpyrido[3,2-d]pyrimidine-2,4-diamine (14a).

[ VWD1 A, Wavelength=264 nm (TAREK\TEST_LC 2016-11-07 02-20-641100-2801.0)
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N*-(3,4-Dimethoxyphenethyl)-N? N2-dimethylpyrido[3,2-d]pyrimidine-2,4-diamine (15a).
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7. Physicochemical properties of 8a—i, 9a—i, 10a—c, 11a—c, 12a—c, 13a—c, 14a and 15a

Compd ClogP* Molecular Volume (A%)"
8a 6.60 278.0
8b 6.38 274.4
8c 6.13 266.1
8d 6.60 271.0
8e 6.38 273.4
8f 6.13 264.1
8g 6.60 272.7
8h 6.38 275.1
8i 6.13 265.5
9a 6.26 325.8
9b 6.04 320.4
9¢ 5.79 320.4
9d 6.26 320.7
9e 6.04 324.5
of 5.79 318.3
9g 6.26 324.8
9h 6.04 324.5
9i 5.79 315.2
10a 5.16 251.4

10b 4.94 255.9
10c 4.68 244.2

11a 4.81 308.3



11b 4.59 303.21

11c 4.34 299.1
12a 5.63 261.0
12b 5.63 259.0
12¢ 5.63 263.0
13a 5.29 311.1
13b 5.29 311.8
13¢ 5.29 3104
14a 4.15 242.8
15a 3.81 290.5
Donepezil 4.59 321.7
Galantamine 1.18 >50

“ClogP values were determined using ChemDraw Professional 15.0. "Molecular volumes in A% units

were determined using Discovery Studio, Structure-Based Design software, BIOVIA Inc., USA.
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