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3-(4-((1-(2-Fluoroethyl)-1H-1,2,3-triazol-4-yl)methoxy)phenyl)-1,2,4,5-tetrazine (1)
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3-(4-((1-(2-(2-(2-(2-Fluoroethoxy)ethoxy)ethoxy)ethyl)-1H-1, 2, 3-triazol-4-yl) methoxy)phenyl)-
1,2,4,5-tetrazine (2)
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(2R,3R,4S,5S,68)-2-(4-((4-(1,2,4,5-Tetrazin-3-yl)phenoxy)methyl)-1H-1,2, 3-triazol- 1-yl)-6-

(fluoromethyl)tetrahydro-2H-pyran-3,4,5-triol (3)
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13C NMR
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3-(4-((1-(2-Fluoroethyl)-1H-1,2,3-triazol-4-yl)methoxy)phenyl)-6-methyl-1,2,4,5-tetrazine (5)

1H NMR
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3-(4-((1-(2-(2-(2-(2-Fluoroethoxy)ethoxy)ethoxy)ethyl)-1H- 1,2, 3-triazol-4-yl)methoxy)phenyl)-6-
methyl-1,2,4,5-tetrazine (6)
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(2S,38,4S,5R, 6R)-2-(Fluoromethyl)-6-(4-((4-(6-methyl-1,2,4, 5-tetrazin-3-yl)phenoxy)methyl)-1 H-
1,2,3-triazol-1-yl)tetrahydro-2H-pyran-3,4,5-triol (7)
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2"-(10-(14-(4-(6-methyl-1,2,4,5-tetrazin-3-yl)phenoxy)-2-oxo-6,9, 1 2-trioxa-3-azatetradecyl)-

!
>

2,2

1,4,7,10-tetraazacyclododecane-1,4,7-triyl)triacetic acid (10)
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3-(4-((1-(2-Fluoroethyl)-1H-1,2,3-triazol-4-yl)methoxy)phenyl)-6-(pyridin-2-yl)-1,2,4,5-tetrazine (12)
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3-(4-((1-(2-(2-(2-(2-Fluoroethoxy)ethoxy)ethoxy)ethyl)-1H-1,2,3-triazol-4-yl) methoxy)phenyl)-6-
(pyridin-2-yl)-1,2,4,5-tetrazine (13)
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(2S,3S,4S,5R, 6R)-2-(Fluoromethyl)-6-(4-((4-(6-(pyridin-2-yl)- 1,2,4, 5-tetrazin-3-yl) phenoxy)methyl)-
1H-1,2,3-triazol-1-yl)tetrahydro-2H-pyran-3,4,5-triol (14)
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2-(4-(6-(Pyridin-2-yl)-1,2,4,5-tetrazin-3-yl)phenoxy)acetic acid (15)

1700
1600
1500
- 1400
/ f j 1300

1200
11100
- 1000
+-900
I-800
+700
1600
500
I-400
300
200

100

r-100

ool [
2.884
10hg |
@7 oo
2047
2.00%

<

6
f1 (ppm)

10000

—170.21
163.55
L 16335
"\ 162.09
150.96
150.79
— 13820
13018
126.82
124.80
- 124.24
— 116.03
65.08

<
s

9000

8000

7000

6000

5000

4000

3000

2000

r 1000

T T T T T T T T T T T
30 220 210 P00 190 180 170 160 150 140 | 130 120 110 100 | 90 0 70 60 50 (40 30N\ 20 10 0 -10 -20
1 (ppm)

12



2,2'-((2-(4-(6-(Pyridin-2-yl)-1,2,4,5-tetrazin-3-yl) phenoxy)acetyl)azanediyl)diacetic acid (16)
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3-(4-(1-(2-Fluoroethyl)-1H-1,2,3-triazol-4-yl)phenyl)-1,2,4, 5-tetrazine (17)
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3-(4-(1-(2-(2-(2-(2-fluoroethoxy)ethoxy)ethoxy)ethyl)-1H-1,2,3-triazol-4-yl)phenyl)-1,2,4, 5-tetrazine
18)
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(2R,3R,4S,5S,65)-2-(4-(4-(1,2,4,5-Tetrazin-3-yl)phenyl)-1H-1,2, 3-triazol-1-yl)-6-
(fluoromethyl)tetrahydro-2H-pyran-3,4,5-triol (19)
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N-(2-Hydroxyethyl)-4-(6-(pyrimidin-2-yl)-1,2,4, 5-tetrazin-3-yl)benzamide (23)
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2,2'-(7-(21-Carboxy-1, 18-dioxo- 1-(4-(6-(pyrimidin-2-yl)-1,2,4,5-tetrazin-3-yl) phenyl)-5,8,11,14-
tetraoxa-2,17-diazahenicosan-21-yl)-1,4,7-triazonane-1,4-diyl) diacetic acid (24)
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4-(1-(2-Fluoroethyl)-1H-1,2,3-triazol-4-yl)-N-(6-(6-(pyridin-2-yl)-1,2,4, 5-tetrazin-3-yl) pyridin-3-

yl)benzamide (25)
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4-(1-(2-(2-(2-(2-Fluoroethoxy)ethoxy)ethoxy)ethyl)- 1 H- 1,2, 3-triazol-4-yl)-N-(6-(6-(pyridin-2-yl)-
1,2,4,5-tetrazin-3-yl)pyridin-3-yl) benzamide (26)
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4-(1-((2R,3R,4S,58,6S5)-6-(fluoromethyl)-3,4, 5-trihydroxytetrahydro-2 H-pyran-2-yl)-1H- 1,2, 3-triazol-

4-yl)-N-(6-(6-(pyridin-2-yl)-1,2,4,5-tetrazin-3-yl)pyridin-3-yl)benzamide (27)
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Tert-butyl 4-(1,2,4,5-tetrazin-3-yl)benzylcarbamate (28)
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2-(4-(1,2,4,5-Tetrazin-3-yl)phenyl)-N-(2-fluoroethyl)acetamide (29)
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N-(4-(1,2,4,5-Tetrazin-3-yl)benzyl)-2-fluoroethanamine hydrochloride (30)
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N-(4-(1,2,4,5-tetrazin-3-yl)benzyl)acetamide (31)
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2-((4-(1,2,4,5-Tetrazin-3-yl)benzyl)amino)acetic acid (32)
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2,2'-((4-(1,2,4,5-Tetrazin-3-yl)benzyl)azanediyl)diacetic acid (33)
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3-Phenyl-6-(pyridin-4-yl)-1,2,4,5-tetrazine (36)

8500

8000

7500

7000

6500

6000

5500

5000

4500

4000

3500

3000

2500

2000

1500

1000

500

1.81/°
1.79
184

T T T
65 60 55
1 (ppm)

=)
=
s
0
=
s
=}
=
1S}
«n
=
4
o
)
%
©
=)
©
%
©
=)
~
0
~N
=)

133.52
~-131.45
T 12964

™\ 128.58

L —164.92
r—— 163.04

f———151.13

+——139.53
———121.40

160000

150000

140000

130000

120000

110000

100000

90000

80000

70000

60000

50000

40000

30000

20000

10000

r-10000

T T T T T T T T T T T
200 190 180 170 160 150 140 130 120 110 100 90
1 (ppm)

30



8-Amino-N-(6-(6-(pyridin-2-yl)-1,2,4,5-tetrazin-3-yl)pyridin-3-yl)octanamide (37)
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N!-(2-Aminoethyl)-N°-(6-(6-(pyridin-2-yl)-1,2,4, 5-tetrazin-3-yl)pyridin-3-yl)glutaramide (38)
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N!'-(25-(11,12-didehydrodibenzo[b,f]azocin-5(6H)-yl)-22,25-dioxo-3,6,9,12,15,18-hexaoxa-21-
azapentacosyl)-N°-(6-(6-(pyridin-2-yl)-1,2,4, 5-tetrazin-3-yl)pyridin-3-yl)glutaramide (42)
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3-(1-(2-fluoroethyl)-1H-1,2,3-triazol-4-yl)-N-(6-(6-(pyridin-2-yl)-1,2,4, 5-tetrazin-3-yl)pyridin-3-

yl)propenamide (43)
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3-(1-(2-(2-(2-(2-Fluoroethoxy)ethoxy)ethoxy)ethyl)- 1 H- 1,2, 3-triazol-4-yl)-N-(6-(6-(pyridin-2-yl)-
1,2,4,5-tetrazin-3-yl)pyridin-3-yl) propanamide (44)
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3-(1-((2R,3R,4S,5S,6S5)-6-(Fluoromethyl)-3,4,5-Trihydroxytetrahydro-2 H-pyran-2-yl)-1H-1,2, 3-
triazol-4-yl)-N-(6-(6-(pyridin-2-yl)-1,2,4,5-tetrazin-3-yl)pyridin-3-yl)propenamide (45)
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