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Table S-2

Chronologically-listed studiesregarding the affinity of cannabinoid ligandsfor human (Hs) and mouse (Mm) cannabinoid receptors,
measured by displacement of radioligands asdescribed in footnotes

ligand" | reference, notes” HSCBy affinity> | MmCB, affinity® | HSCB, affinity® MmCB; affinity® | Direct
compaisons
THC | Frideeta., 1995 [*H]HU, 18+0.3SE n=3
MmCB1 naiveG
THC | Yangeta., 1996 [*H]AEA, 18  SE n=?
MmCB1, native embryo
THC Shire et al., 1996 [°H]CP, 16.0 + 5.0 SE n=4 12.6+ 1.2 SEn=4 H2M2:1.3T:T
MmCB2, trans3
THC Burkey et al., 1997 [°H]SR, 144 + 63 SE n=3
MmCB1 naiveB
THC Gatley et al., 1997 [°H]CP, 131+ 38 SD n=3
MmCB1, nativeD
THC | Schazetal., 1997; [°H]CP, 11.8+0.7 S?2n=>
MmCB2, nativeK
THC Griffinet a., 200Q [*H]CP, 449+218SEn=2 | 27.3+35SEn=2
MmCB2, trans4
THC lwamuraet a., 2001 [*H]CP, |505+065SEn=3 | 833 +345SEn=3 | 313%034SEn=3 | 173+009SEn=3 | HIM1.06T:N
MmCB1n&iveD, H2M2:1.8 T:T
MmCB2trans2
THC Goveertset d., 2004 32+ 0.6 SEn~5 98 + 42 SEn~5 H1:M1:0.3T:N
[*H]WIN, MmCB1 naiveD
CBD | Thomeset d., 2004 [°H]CP, 4900 + 2346 SE n~8

MmCB1, naiveB




CBN | Schazetal., 1997 [*H]CP, 23+03S?n=?
MmCB2, nativeK
AEA Khanolkar et d., 1996 1926 + 4.5 SE n=3
[*H]CP,
MmCB2, naive] +PMSF
AEA | Shireetal., 1996 [°*H]CP, 239 + 88 SE n=4 2600+ 272SEn=2 | HZM2:09T.T
MmCB2, trans3 = PMSF
AEA | Yangeta., 1996 [*H]AEA, nativeA: Kd 1.8~ SE
MmCB1, naiveA, naive ”:'-; i10-
embryo, ~ PMSF ﬁr:? ryoKd 1.0 SE
AEA | Burkey et d., 1997 [°H]SR, 585 + 105 SE n=3
MmCB1 nativeB, ~ PMSF
AEA Basavargjappaet al., 1998 1610+ 20 SE n=3
[*HICP, MMCBL, nativeB,
+PMSF
AEA |Linetd. 1998 [°H]CP, 1930 + 204 SE n=4
MmCB2, naivel,” PMSF
AEA Griffinet a., 200Q [*H]CP, 306 * 48 SE n=2 1480+ 134 SEn=2 | H2:M2:02T:T
MmCB2, trans4, +PMSF
AEA Hungund+ Basavargjappa C57BL/6:1220 + 110
2000[*H]CP, MMCBL1, =
nativeB, C57BL/6, DBA/2 DPAIZ 2170210
strains, +PM SF
AEA | Lichtman et dl., 2002 [°H]CP, +PMSF: 61+ 52,0 SE
MmCBL, naiveC, + PMSF a”Prhlfl_gFrm + 460 SE
AEA | McAllister et al., 2003 300 +127 SEn=3
[*H]CP,
MmCB1, trans4, +PMSF
AEA |Liuetd. 2006 [°H]CP, 132+ S? n=?
16.3+ S? n=7?

CB1ndiveC, +PMSF




metA

Khanolkar et a., 1996
[*H]CP,
MmCB2, nativel, +PMSF

815~ SEn=3

metA

Gatley et al., 1997 [°H]CP,
MmCBL1, nativeD, ~ PMSF

96 + 41 SD n=3

metA

Linetal., 1998 [°H]CP,
MmCB2, nativel, ~ PMSF

868 + 61.5 SE n=2

metA

Lichtman et a., 20Q2; [°H]CP,
MmCB1, naiveC, +PMSF

75+ 155 SEn=3

2-AG

Hungund+ Basavargappa
2000[*H]CP, MMCB1,
naiveB, C57BL/6, DBA/2
strains +PM SF

C57BL/6: 480 + 10
SE

DBA/2: 2510 + 200
SE all n=3

2-AG

Lichtman et ., 2002; [°H]CP,
MmCB1, nativeC, +PMSF

1890 + 681 SE n=3

2-AG

Alberich Jord" et d., 2004
[*H]2-AG; MMCB2, trans
32D/G-CSF-R

Kd94 + 17 SD n=3

CP

Kaminski et a., 1992 [*H]CP,
MmCB2, naivel

Kd0.910 SEn=?

CP

Aboodet al., 1993 [°H]CP,
MmCB1, naiveB

Kd4.6+1.6 SE n=5

CP

Fan et a., 1996 [*H]CP,
MmCBL1, nativeD

Kd22+0.44 SE n=5

CP

Yanget al., 1996 [°H]AEA,
MmCB1, native embryo

18 SE n=?

CP

Shireet al., 1996 [°*H]CP,
MmCB2, trans3

24+0.64 SEn=4

45+ 04 SEn=4

H2:M2:05T:T

CP

Aboodet al, 1997 [°H]CP,

Kd0.90 + 0.13 SE




MmCB1, trans4 n=3
CP Burkey et al., 1997 [°H]SR, 126 + 73 SEn=3
MmCB1 ndiveB
CP Gatley et d., 1997 [°H]CP, 0.9%0.4SD n=3
MmCB1, naiveD
CP Schaz et al., 1997 [°H]CP, 19+0.7S?n=>
MmCB2, nativeK
CP Basavargjappaet al., 1998 Kd2.3+0.2 SE n=3
[*H]CP, MmMCBL1, nativeB
CP Griffinet a., 1999 Kd15+0.12 SE n~5
[*H]CP, trans4, nativeB,
nativeD
CP Buckley et al., 2000; [*H]CP, Kd166 ~ SEn=3 Kd036 ~ SEn=3 | Mml1:2:4.6 N:N
MmCB1, nativeB, ndivel
CP Griffinet a., 200Q [*H]CP, 088+ 009SEn=2 | 0.73£020 SEn=2 | HZM2:12T.T
MmCB2, trans4
CP Hungund+ Basavargjappa C57BL/6 Kd 0.68 *
2000[*H]CP. MmCBL, %é,SAZEKd 221+
naiyeB, C57BL/6,DBA/2 0s6SE
strains al =3
CP Nakazi et a., 200Q [*H]WIN 0.50 £ 0.025 SE n~35
MmCB1, naiveC, Log
CpP Iwamuraet al., 2001 [3H]CP, Kd0.16 ~ SE n=? Kd016 SE n=?
MmCB1+CB2
nativeD+nativeK
CpP Basset d., 2002 Kd 0.690 ~ SE n=3
[*H]CP, MmMCBL1, nativeB
CP Lichtman et al., 2002 [°H]CP, 0.49 + SE 0.07 n=3
MmCB1, naiveC
CP McAllister et a., 2003 Kd 1.5+ 0.48 SE n=3

[*H]CP,




MmCB1, trans4

CP

Olsonet al., 2003 [°H]CP,
MmCB2, trans BHK cells

Kd0.35+0.04 SD
n=3
Ki 0.36 £ 0.25 SD
n=3

CP

Alberich Jord” et al., 2004
[*H]CP; MMCB?2, trans 32D/G-
CSF-R cdlls

Kd 0.409 + 0.03 SD
n=3

CP

Goveertset al., 2004
MmCB1 nativeD, [*H]WIN
MmCB2 naiveJ, [°*H]CP

7+05SEn~5

0.30+ 0.1 SEn~5

H1:M1:23.3T:N

CP

Thomeset al., 2004 [°H]CP,
MmCBL, nativeB

Kd231™~ SEn=?

WIN

Daset d., 1995 [°H]WIN,
MmCB1, naive uterus

Kd24~ SE n=2

WIN

Shireet ., 1996 [°H]CP,
MmCB2, trans3

37 +12SEn=4

235+ 41SEn=4

H2:M2:0.2T:T

WIN

Skaper et al., 1996 [*H]WIN,
MmCB1, nativeD

Kd11.6+1.0SD n=7
Kd211.0+1.5SD
n=7

WIN

Yanget al., 1996 [°H]AEA,
[*H]WIN, MmCB1, native
embryo,

[PH]WIN Kd 1.2
“SE n=?
[*H]AEA Ki 2.1
“SE n=?

WIN

Gatley et al., 1997 [*H]CP,
MmCB1, naiveD

12+3 SD n=3

WIN

Schaz et al., 1997 [°H]CP,
MmCB2, naiveK

6.8+ 0.6 S?n="

WIN

Griffinet a., 200Q [*H]CP,
MmCB?2, trans4,

1.19+ 0.05 SEn=2

9.46 + 0.65 SE n=2

H2:M2:0.1T:T

WIN

Nakazi et a., 200Q [*H]WIN
MmCB1, ndiveC

Kd253+0.21 SE
n=4
Ki6.45+ 1.7 SE




n~3.5
WIN lwamuraet al., 2001 [*H]CP, | 9.87+152SEn=3 0.41+ 0.16 SE n=3 0.29 + 0.12 SEn=3 0.56 + 0.02 SE n=3 H1:M1:24.1 T:N
MmCB1n&iveD, H2:M2:05T:N
MmCB2trans2
WIN McAllister et al., 2003 12+33SEn=3
[*HICP,
MmCB1, trans4,
WIN Olsonet al., 2003 [°H]CP, 249+ 0.8 SD n=3
MmCB2, transBHK cells,
WIN Govaerts et a., 2004 129+ 18 SEn~5 7+45SEn-5 17+ 2SEn-5 5+5SEn~5 H1:M1:18.4 T:N
MmCBL1 nativeD, EH]WI N H2:M2:3.4 T:N
MmCB2 nativel, [°H]CP
WIN Denget d., 2005 [°H]SR, 20 ~ SE
MmCB1, naiveE n=4
WIN Paughet al., 2006 [°H]CP, 24.0+ 10 SEn~35 nativeD: 44+ 2 SE | 1.7+ 0.23 SE n=4 H1:M1:6.0 T:N
Log MmCBL1 nativeD, tran<2; trans2: 11.0+ 3.5 SE 22T:T
HsCB1transd, HsCB2trans2 dln=35
HU Burkey et al., 1997 [°H]SR, 1.56 + 0.25 SE n=3
MmCB1 nativeB,
SR Shireet al., 1996 [°H]CP, >1000 ~ SE n=4 >1000 ~ SE n=4 H2:M2:1.0 T:T
MmCB?2, trans3,
SR Yangetal., 1996 [°H]AEA, 14 SE n=?
MmCB1, naive embryo,
SR Aboodet a., 1997 [*H]SR, tSrEns4 Kd0.73%0.13
II‘\I/I;]i‘I\S:e%L transt, netives, nativeB Kd 0.16 +
0.012 SE
nativeG Kd 0.182 £
0.08 SE dl n=3
SR Burkey et d., 1997 Kd 10.4 ~ SE n=?

MmCBL1, [*H] SR, nativeB




SR Gatley et d., 1997 [°H]CP, 16+ 16 SD n=3
MmCB1, nativeD
SR Lanetal., 1999 1640 + 91.8 SE n=3
[*H]CP, nativel
SR Hung%nd+ Basavargjappa ggBL/& 51+0.7
2000[°H]CP, MmMCB1, .
naiveB, C57BL/6, DBA/2 QFQ§-7-5 +0.5SE
strans
SR Nakazi et al., 2000 2.0+ 0.28 SEn~3.5
[*H]WIN, MmCB1, naiveC
SR Sgelley etd., 2001 Ba(t)i;/glé Kd0.21 +
["H]SR, nétive assortment CtiveE Kd 019
0.03 SE
striatum/GP Kd 0.13
+0.03 SE
nativeC Kd 0.13 +
0.01 SE
al n=3
SR Basset d., 2002 7+2SEn=3
[*H]CP, MmMCBL1, nativeB
SR McAllister et a., 2003 48 +2.0SEn=3
[*H]ICP,
MmCBL1, trans4
SR Ruiu et a., 2003 [*H]CP, 1.8+ 0.07 SE n=4
MmCB1, nativeB,
SR Wanget al., 2003 [°H|SR Kd 0.175+ S? n=>
MmCB1, naiveB
SR Ferrarini et a., 2004 [°H]CP, 1.8 +0.75 SEn=5 514 + 30 SE n=5 Mm1:2:0.0035
naiveB, nativel N:N
SR Goveertset a., 2004 ?PMSF | 33+13SEn~5 9+6SEN-5 2138+ 753 SEn~5 1698 + 1318 SE n~5 E; m;ii TN N

MmCB1 nétiveD, fH]WIN
MmCB2 nativel, [*H]CP




SR Murinedduet al., 2005 Cited Ruiu et al, 2003 514 + 30 SE n=5
[*H]CP,
MmCB1ndiveC,
MmCB2ndive],
SR Sim-Selley et a., 2006 nativeE 0.173 + 0.028
[*H]SR, MMCB1naiveE, zﬁgﬁepo os
MmCB1ndive striatum/GP 017 SE =16

! Ligands THC, A%-tetrahydrocannabinol; CBD, cannabidiol; CBN, cannabind; AEA, anandamide (N-arachidonoylethanolamine); metA, R-
(+)-methanandamide 2AG, sn-2 arachidonoylglycerol; CP, CP55940;WIN, WIN552122; HU, HU210(11—OH-A8-THC-dimeththeptyI);
SR, SR141716A

2 References are cited bdow; Methodobgical notes: radioligand used in study: [2H]CP, [*H]CP55.940; [®H] SR, [*H]SR141716A [*H]WIN,
[*H]WIN552122; [*H]HU, [*H]HU243;[*H]BAY, [*H]BAY 38-7271;[*H] THC-DMH, [®H]11-OH-A*-THC-dimethylheptyl; [*H]AEA,
[*H]anandamide Note that HU210is not HU243(3-dimethylheptyl-11-hydroxyhexahydrocannainol, namely reduced HU210, carrying no
doubk bond) and HU210is not equivalent to 11-OH-A°-THC-DMH.

Tissues or cellsused in study were naive or trandected. Nativeinduded: A = brain homogenates (ungpecified), B = whole brain homogenaes,
C = cerebrum (cortical) homogenaes or GorebrainChomogenates, D = cerebdlum homogenaes, E = hippo@mpushomogenaes, F = cortex
and caudae-putamen dices, G = neuroblastoma (Mm N18TG2 or N1E-115)cells, H = Hs monogyte (U937)cells, J=whole spleen
homogenates, K = splenogyte homogenaes, L = tondl homogenates, M = leukemia cells, N = Rn RBL-2H3 leukemiacells. Trandected cells
induded: O = cell typenotspecified, 1 = AtT-20cells, 2 = CHO cells, 3=COS cells, 4 = HEK-293cells, 5 = LtK cells, 6 = Xenopusoogytes,
7 =Sf9 cdls.

CeectOindicates tissues were slide-mounied as sectionsor minced, rather than homogenized into membrane pelets.

QCentriQindicates free and boundradioligand was separated by centrifugation, rather than rapid filtration.

O PMSFQindicates the absence of phenylmethylsulfonyl fluoride or no statement concerning its use, whereas -PM SFQindicates the presence
of PMSF or another endo@nnabinoid enzyme inhibitor.

®ligand affinity measured in nM urits as Kd or Ki ((KdOand (KiOdifferentiated when indicated, and therest are Ki measurements); followed by
n = sample size (number of indgpendent experiments); followed by measure of variance reported in the study: SD = standard deviation, SE =
standad error (SD = SE x ! n), S? = variance nat specified in origind publication; confidence intervals (95%) were trandormed to standad
errorsugng theformula SE = (uppe limit Blower limit)/3.92.




* Direct comparisons H1:R1 indicates origind study compared ligand affinity at HSCB; versusRnCB;; H2:R2 indicates origind study
compared ligand affinity at HSCB, versusRnCB,; Hs1:2: indicates origind study compared ligand affinity at HSCB1 versusHsCB,; Rn1:2:
indicates origind study compared ligand affinity at RnCB; versusRnCB,. Comparisonsindude T = trandected receptor, N = native
receptor; compaisonsare presented as ratios

> Studies that used [*H]A%-THC or [°H]TMA ([*H]-5"trimethylammonium A’-THC) are presented here for historical interest and were not

subjected to data synthesis. These ligandsdid notexhibit saturability or proved irrelevant in typical animal behavioral modds of cannabinoid
activity.
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