Table 1
Probabilities for agonist activations of one of two dimer receptors and of both of two dimer receptors, without assumed affinity reduction due to negative cooperativity (grey curve of Fig. 1; A), corresponding probabilities considering negative cooperativity as compression of the dashed blue curve of Fig. 1 by 50% (solid blue curve of Fig. 2; B), and considering negative cooperativity as product of the dashed blue curve and the black curve of Fig. 1 (solid brown curve of Fig. 2; C) (KD of endogenous agonist 10-8 M; KA of antagonist 10-7 M).

	
	A
	B
	C

	
	Endogenous agonist alone


P(1 and 2 of 2 occupied)%
	Endogenous
agonist, presence of antagonist 
P(1 and 2 of 2 occupied)%
	Endogenous agonist alone


P(1 and 2 of 2 occupied)%
	Endogenous
agonist, presence of antagonist 
P(1 and 2 of 2 occupied)%
	Endogenous agonist alone


P(1 and 2 of 2 occupied)%
	Endogenous
agonist, presence of antagonist P(1 and 2 of 2 occupied)%

	              Binomial
Endo-        formula
genous ago-
nist, µM                 
	+ , 
grey curve in Fig. 1
	+ , 
solid blue curve in Fig. 2
	 , solid brown curve in Fig. 2

	0.00032
	  6.04
	  3.09
	  5.99
	  3.08
	  5.95
	  3.07

	0.001
	17.36
	  9.30
	16.94
	  9.18
	16.67
	  9.09

	0.0032
	42.28
	25.44
	39.39
	24.51
	38.61
	24.02

	0.01
	75.00
	55.56
	62.50
	50.00
	62.50
	49.38

	0.032
	94.23
	84.99
	65.37       <
	66.23
	57.58      <
	65.28

	0.1
	99.17
	97.22
	57.85       <
	62.50
	30.19      <
	47.07

	0.32
	99.91
	99.65
	52.92       <
	55.42
	11.53      <
	21.09

	1
	99.99
	99.96
	50.98       <
	51.90
	  3.88      <
	  7.54 

	3.2
	100.0
	100.0
	50.31       <
	50.62
	  1.25      <
	  2.48 

	10
	100.0
	100.0
	50.10       <
	50.20
	  0.40      <
	  0.80 

	32
	100.0
	100.0
	50.03       <
	50.06
	  0.13      <
	  0.25 


[bookmark: _GoBack]
