Table 1 Ki values of test compounds and reference compounds at rat A1 and A2A ARs
	



	#
	
	
	Ki ± SEM (nM)a
(Specific binding (%))b
	
	

	
	R2
	aryl
	rA1c vs 
1 nM [3H]DPCPX
	rA2Ad vs 
4 nM [3H]NECA
	rA1c + 0.1 mM GTP vs 
1 nM [3H]DPCPX
	GTP shifte
	SIf

	Amino-3,5-dicyanopyryridines

	6a
	

	


	139 ± 18.8a
	1473 ± 256a
	-
	-
	11

	6b
	

	


	[bookmark: OLE_LINK4]0.213 ± 0.019a
(2.9)g
	[bookmark: OLE_LINK5]48.0 ± 11.1a
(35)g
	-
	-
	255

	6c
	

	

	0.076 ± 0.002a
(0.49)g 
(0.21)h
	48.3 ± 10.1a
(71)g
(52)h
	0.069 ± 0.006a
	1
	636

	6d
	

	

	10.3 ± 0.643a
	[bookmark: OLE_LINK6]1205 ± 367a
	11.3 ± 0.663a
	1
	117

	6e
	

	

	60.4 ± 3.83a
	338 ± 79.1a
	-
	-
	

	6f
	

	

	48.0 ± 4.36a
	751 ± 12.0a
	-
	-
	16

	6g
	

	

	26.6 ± 6.75a
	429 ± 55.0a
	-
	-
	16

	6h
	

	

	7.54 ± 0.768a
(4.12)i
	(581)i
	-
	-
	

	6i
	

	

	4.57 ± 0.284a
	634 ± 94.3a
	-
	-
	139

	6j
	

	


	not determined
(3.5)g
	20.6 ± 6.56a 
(15)g
	-
	-
	

	6k
	

	

	8.82 ± 0.760a
	(22)b
	-
	-
	-

	6l
	

	

	21.0 ± 5.56a
	(27)b
	-
	-
	-

	6m
	

	

	0.179 ± 0.013a
	(80)b
	-
	-
	-

	6n
	

	

	0.831 ± 0.076a
	(35)b
	1.94 ± 0.509a
	2
	-

	6o
	

	

	1.64 ± 0.228a
	(25)b
	2.25 ± 0.159a
	1
	-

	6p
	

	

	0.430 ± 0.012a
	(30)b
	-
	-
	-

	6q
	

	

	0.383 ± 0.069a
(1.4)j
	(44)b
	1.82 ± 0.582a
	5
	-

	6r
	

	

	1.36 ± 0.040a
(1.5)j
	(44)b
	-
	-
	-

	6s
	

	

	[bookmark: OLE_LINK1]4.06 ± 0.759a
(5.0)j
	(27)b
	-
	-
	-

	Thieno[2,3-b]pyridines

	7a
	

	

	1008 ± 58.3a
	308 ± 93.6a
	
	
	

	7b
	

	

	[bookmark: OLE_LINK2]556 ± 28.1a
	561 ± 12.1a
	-
	-
	

	7c
	

	

	61.9 ± 2.11a
	1062 ± 126a
	145 ± 28.8a
	2
	

	7d
	

	

	[bookmark: OLE_LINK3]305 ± 15.3a
	162 ± 24.4a
	-
	-
	

	Reference compounds

	CPA
(A1 agonist)
	6.5 ± 0.4a
(15.3)k
(7.9)l
	-
	36.5 ± 2.28a
	6
	-

	DPCPX
(A1 antagonist)
	0.5 ± 0.1a
(0.6)k
(0.3)m
	-
	0.4 ± 0.032a
	1
	-

	Istradefylline
(A2A antagonist)
	-
	3 ± 0.9a
(13, 2.2)n
(11.1)o
	-
	-
	-

	Caffeine
(A1/A2A antagonist)
	52 800 ± 7 400a
(44 000)p
(41 000)q
(26 000)r
	27 800 ± 5 100a
(43 000)q
(22 000)r
(33 000)k
	-
	-
	0.5


a Inhibition constant (Ki, nM) represented as the mean ± standard error of the mean (SEM), n = 3 samples.
b Specific binding (%) of the radioligand at a maximum tested concentration of 100 µM is represented as the mean, n = 2 samples.
c rA1: rat whole brain membranes expressing adenosine A1 receptor.
d rA2A: rat striatal membranes expressing adenosine A2A receptor.
e GTP shift calculated by dividing the Ki (nM) in the presence of 0. 100 µM GTP by the Ki (nM) in the absence of 100 µM GTP.
f Selectivity index (SI) for the adenosine A1 receptor subtype calculated by dividing the rA2AKi (nM) by the rA1Ki (nM).
g Literature value: human adenosine A1 receptor and [3H]DPCPX, human adenosine A2A receptor and [3H]ZM241385 [53] 
h Literature value: rat adenosine A1 receptor and [3H]DPCPX, rat adenosine A2A receptor and [3H]ZM241385 [53] 
i Literature value: human adenosine A1 receptor and [3H]DPCPX, human adenosine A2A receptor and [3H]ZM241385 [54] 
j Literature value: human adenosine A1 receptor and [3H]DPCPX [55]
k Literature value: rat adenosine A1 receptor and [3H]DPCPX [26] 
l Literature value: rat adenosine A1 receptor and [3H]DPCPX [56]
m Literature value: rat adenosine A1 receptor and [3H]DPCPX [57]
n Literature value: rat adenosine A1 receptor and [3H]DPCPX [58]
o Literature value: rat adenosine A1 receptor and [3H]DPCPX [59]
p Literature value: rat adenosine A1 receptor and [3H]DPCPX [60] 
q Literature value: rat adenosine A1 receptor and [3H]DPCPX [61]
r Literature value: rat adenosine A1 receptor and [3H]DPCPX [62]
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