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Tables S1 – S2
Table S1. Binding affinity of diverse drugs at the human A2AAR, as listed in the bioactivity database of PubChem (https://pubchem.ncbi.nlm.nih.gov/, accessed April 12, 2022). Note: Other adenosine receptor activities are not listed in this database.

	hA2A Ki (µM)
	Drug
	Action of drug
	Reference link

	3.99
	Tamox-ifen
	estrogen modulator
	https://pubchem.ncbi.nlm.nih.gov/compound/tamoxifen#section=BioAssay-Results&fullscreen=true

	4.22
	Noco-dazole
	antineoplastic
	https://pubchem.ncbi.nlm.nih.gov/compound/Nocodazole#section=BioAssay-Results&fullscreen=true

	2.28
	Nisol-dipine
	calcium channel blocker
	https://pubchem.ncbi.nlm.nih.gov/compound/nisoldipine#section=BioAssay-Results&fullscreen=true

	8.00
	Mico-nazole
	antifungal
	https://pubchem.ncbi.nlm.nih.gov/compound/miconazole#section=BioAssay-Results&fullscreen=true

	9.79
	Genis-tein
	angiogenesis inhibitor
	https://pubchem.ncbi.nlm.nih.gov/compound/genestein#section=BioAssay-Results&fullscreen=true

	8.21
	Econazole
	antifungal
	https://pubchem.ncbi.nlm.nih.gov/compound/econazole#section=BioAssay-Results&fullscreen=true

	1.19
	Raloxifene
	osteoporosis medication
	https://pubchem.ncbi.nlm.nih.gov/compound/raloxifene#section=BioAssay-Results&fullscreen=true

	11.8
	Ethinyl-estra-diol
	estrogen medication
	https://www.guidetopharmacology.org/GRAC/LigandActivityRangeVisForward?ligandId=7071

	0.906
	Hexa-chloro-phene
	disinfectant
	https://pubchem.ncbi.nlm.nih.gov/compound/hexachlorophene#section=BioAssay-Results&fullscreen=true

	1.89
	Gentian violet
	topical antiseptic
	https://pubchem.ncbi.nlm.nih.gov/compound/gentian%20violet#section=BioAssay-Results&fullscreen=true

	0.844
	Oxfend-azole
	anthelmintic
	https://pubchem.ncbi.nlm.nih.gov/compound/oxfendazole#section=BioAssay-Results&fullscreen=true

	2.99
	Imiqui-mod
	topical anti-tumor
	https://www.guidetopharmacology.org/GRAC/LigandActivityRangeVisForward?ligandId=5003

	
	
	
	https://journals.asm.org/doi/10.1128/JVI.01196-12

	7.14
	Clotrimazole
	antifungal
	https://pubchem.ncbi.nlm.nih.gov/compound/clotrimazole#section=BioAssay-Results&fullscreen=true

	0.142
	Silden-afil
	erectile dysfunction treatment
	https://www.guidetopharmacology.org/GRAC/LigandActivityRangeVisForward?ligandId=4743

	0.655
	Bithio-nol
	Antibacter., 
anti-helmintic,
& algaecide
	https://www.guidetopharmacology.org/GRAC/LigandActivityRangeVisForward?ligandId=2338



Table S2. Details of statistical analysis. 
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Figures S1 – S5
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Figure S1. Effects of cannabidiol (10 mg/kg) pretreatment on adenosine (100 mg/kg) induced hypothermia. (A) Time course, (B) mean Tb at 0-60 min, (C) mean activity at 0-60 min, (D) mean Tb at 0-300 min, (E) time below 34 °C, and (F) mean activity at 0-300 min; n=10-11/group. Statistical analyses are in Table S1. 
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Figure S2. Effects of canrenoate. (A) Vehicle or canrenoate (0.3, 1, or 3 mg/kg) treatment of WT mice. (B) Mean Tb at 0-60 min, (C) mean activity at 0-60 min, (D) mean Tb at 0-300 min, (E) time below 34 °C, and (F) mean activity at 0-300 min; n=4-5/group. Statistical analyses are in Table S2. 
[image: ]
Figure S3. Effects of sildenafil. (A) Vehicle or sildenafil (1, 3, 10 or 30 mg/kg) treatment of WT mice. (B) Mean Tb at 0-60 min, (C) mean activity at 0-60 min, (D) mean Tb at 0-300 min, (E) time below 34 °C, and (F) mean activity at 0-300 min; n=6-13/group. Statistical analyses are in Table S2. 
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Figure S4. Effects of ketamine. (A) Vehicle or ketamine (1, 3, 10, or 30 mg/kg) treatment of WT mice. (B) Mean Tb at 0-60 min, (C) mean activity at 0-60 min, (D) mean Tb at 0-300 min, (E) time below 34 °C, and (F) mean activity at 0-300 min; n=5-12/group. (G) Treatment of QKO and control mice with ketamine (30 mg/kg). (H) Mean Tb at 0-60 min, (I) mean activity at 0-60 min, (J) mean Tb at 0-300 min, (K) time below 34 °C, and (L) mean activity at 0-300 min; n=6-7/group. Statistical analyses are in Table S2. 
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Figure S5. Effects of ethanol. (A) Vehicle or ethanol (1, 2, or 3 g/kg) treatment of WT mice. (B) Mean Tb at 0-60 min, (C) mean activity at 0-60 min, (D) mean Tb at 0-300 min, (E) time below 34 °C, and (F) mean activity at 0-300 min; n=5-6/group. (G) Treatment of QKO and control mice with ethanol (3 g/kg). (H) Mean Tb at 0-60 min, (I) mean activity at 0-60 min, (J) mean Tb at 0-300 min, (K) time below 34 °C, and (L) mean activity at 0-300 min; n=16-18/group. (M) Effect of ethanol (50 mg/kg) pretreatment on adenosine (100 mg/kg) induced hypothermia. (N) Mean Tb at 0-60 min, (O) mean activity at 0-60 min, (P) mean Tb at 0-300 min, (Q) time below 34 °C, and (R) mean activity at 0-300 min; n=5-6/group. Statistical analyses are in Table S2. 
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+1- Cydlosporine A F (1, 38) = 4.163
+l-Adenosine  F (1,38)=80.27

F(1,38)=4.843

Interaction F(1,38)= 13.48
+1- Cydlosporine A F (1, 38) = 65.82
+I-Adenosine  F (1,38) = 87.90

Interaction F(1,39)=22.86

P=0.3053
P=0.0143
P<0.0001

P=0.0376
P=0.0002

P=0.3613
P=0.1837
P=0.0022

P=0.4700
P=0.1005
P=0.0008

P=0.2050
P=05196
P=0.0872

P=0.5807
P=0.3006
P=0.1501

P=0.1203
P<0.0001
P<0.0001

P=0.0330
P=0.0483
P<0.0001

P=0.0007
P<0.0001
P<0.0001

P<0.0001

Cilostazol-Vehicle vs. Ciostazol:Adenosine

Vehicle:Vehicle vs. Vehide:Adenosine

Vehicle:Vehicle vs. Ciostazok:Adenosine
Vehicle:Adenosine vs. Ciostazol:Vehicle

Vehicle:Adenosine vs. Ciostazol:Adenosin:
Ciostazol-Vehicle vs. Ciostazol:Adenosine

WT:Vehicle vs. WT:CsA
WT:Vehicle vs. QKO:Vehicle
WT:Vehicle vs. QKO:CsA
WT.CsA vs. QKO:Vehide
WT.CsA vs. QKO:CsA
QKO:Vehide vs. QKO:CsA

WT:Vehicle vs. WT:CsA
WT:Vehicle vs. QKO:Vehicle
WT:Vehicle vs. QKO:CsA
WT.CsA vs. QKO:Vehide
WT.CsA vs. QKO:CsA
QKO:Vehide vs. QKO:CsA

WT:Vehicle vs. WT:CsA
WT:Vehicle vs. QKO:Vehicle
WT:Vehicle vs. QKO:CsA
WT.CsA vs. QKO:Vehide
WT.CsA vs. QKO:CsA
QKO:Vehide vs. QKO:CsA

WT:Vehicle vs. WT:CsA
WT:Vehicle vs. QKO:Vehicle
WT:Vehicle vs. QKO:CsA
WT.CsA vs. QKO:Vehide
WT.CsA vs. QKO:CsA
QKO:Vehide vs. QKO:CsA

WT:Vehicle vs. WT:CsA
WT:Vehicle vs. QKO:Vehicle
WT:Vehicle vs. QKO:CsA
WT.CsA vs. QKO:Vehide
WT.CsA vs. QKO:CsA
QKO:Vehide vs. QKO:CsA

Vehicle:Vehicle vs. Vehide:Adenosine
Vehicle:Vehicle vs. Cyclosporine A:Vehicle.
Vehicle:Vehicle vs. Cyclosporine AAdenos
Vehicle:Adenosine vs. Cyclosporine A:Vehi
Vehicle:Adenosine vs. Cyclosporine AAde!
Cyclosporine A:Vehide vs. Cyclosporine Au

Vehicke:Vehicle vs. Vehide:Adenosine
Vehicle:Vehicle vs. Cyclosporine A:Vehicle.
Vehicle:Vehicle vs. Cyclosporine AAdenos
Vehicle:Adenosine vs. Cyclosporine A:Vehi
Vehicle:Adenosine vs. Cyclosporine AAde!
Cyclosporine A:Vehidle vs. Cyclosporine A

Vehicke:Vehicle vs. Vehide:Adenosine
Vehicle:Vehicle vs. Cyclosporine A:Vehicle.
Vehicle:Vehicle vs. Cyclosporine AAdenos
Vehicle:Adenosine vs. Cyclosporine A:Vehi
Vehicle:Adenosine vs. Cyclosporine AAde!
Cyclosporine A:Vehidle vs. Cyclosporine A

Vehicle:Vehicle vs. Vehide:Adenosine

<0.0001

0.0007
01153
<0.0001
02914
0.7985
00140

0.003.
0.431

0.0004
06313
07358
0116

0.0062
05216
00134
06916
0.9998
0.622

0.0043
04764
0.0038
06595
09883
03883

00918
0.9983
09756
04854
06923

09999

09738
0845
509999
04208
09995
0.7866

<0.0001
<0.0001
<0.0001
<0.0001
0.0003
<0.0001

<0.0001
00236

<0.0001
0.0002

09999
0.0002

0.0012
0016
<0.0001
09472
<0.0001
<0.0001

0.0049




image5.png
Minutesbelow34°C  +/- Cyclosporine A F (1,39)=34.80  P<0.0001  Vehicle:Vehicle vs. Cyclosporine A:Vehicle ~ 0.9654
+l-Adenosine  F(1,39)=9470  P<0.0001  Vehide:Vehicle vs. Cyclosporine A:Adenos  <0.0001

Vehicle:Adenosine vs. Cyclosporine A:Vehi  0.0622

Vehicle:Adenosine vs. Cyclosporine AAder  <0.0001

Cyclosporine A:Vehide vs. Cyclosporine A1 <0.0001

Figureal. Interaction F(1,38)=3718  P=0.0613  Vehicle:Vehicke vs. Vehide:Adenosine 07933
Activity0-300min  +/- Cyclosporine AF (1, 38)=0.4816  P=0.4919  Vehicle:Vehicle vs. Cyclosporine A:Vehicle  0.042
+l-Adenosine  F(1,38)=13.05  P=0.0009  Vehidke:Vehicle vs. Cyclosporine A:Adenos  0.0209

Vehicle:Adenosine vs. Cyclosporine A:Vehi  0.2672

Vehicle:Adenosine vs. Cyclosporine AAder  0.3832

rine A:Vehice vs. ine A 00028

Figure 58 Troatment (betwecF (2, 33)= 1096 P=0.0002  Vehicl vs. Nfedipine 10 mg/kg 0.0005
5060 min Vehicle vs. Nifedipine 20 maikg 0.0067
Figure 5C Troatment (betwecF (2,33)=1.846  P=0.1738  Vehicl vs. Nfedipine 10 mg/kg 08420
Activity 0-60 min Vehicle vs. Nifedipine 20 malkg 0.1545
Figure 5D Troatment (betwecF (2,33)=19.49  P<0.0001  Vehicl vs. Nfedipine 10 mg/kg 00036
50300 min Vehicle vs. Nifedipine 20 malkg <0.0001
Figure SE Troatment (betwecF (2,33)= 1117 P=0.0002  Vehicl vs. Nfedipine 10 ma/kg 0.0060
Minutes below 34 °C Vehicle vs. Nifedipine 20 maikg 0.0005
Figure 5F Troatment (betwecF (2,33)=3.947  P=0.0200  Vehicl vs. Nfedipine 10 mg/kg 08367
Activity 0-300 min Vehicl vs. Niedipine 20 0.0230
FiguresH Interaction F(1,53)=0.1935 P=06618  WT:Vehick vs. WT:Niedipine 0.0006
5060 min WI-aKO F(1,53)=03870 P=05365  WT.Vehick vs. QKO:Vehicke 0721
+-Nfedpine  F(1,63)=2158  P<0.0001  WT-Vehicle vs. QKO:Niedipine 0.0034

WT:Niedipine vs. QKO:Vehide 00331
WT:Niedipine vs. QKO:Niedipine. 0.0899

QKO:Vehide vs. QKO:Niedipine. 0.0627
Figures! Interaction F(1,53)=2.475  P=0.1462  WT:Vehick vs. WT:Niedipine >0.0899
Activity060min  WT.QKO F(1,53)=1180  P=0.0011  WT.Vehick vs. GKO:Vehicke 0.0051
+-Nfedpine  F(1,63)=2.435  P=0.1245  WT-Vehicle vs. QKO:Niedipine 07264

WT:Niedipine vs. QKO:Vehide 0.0082

WT:Niedipine vs. QKO:Niedipine. 06847

QKO:Vehide vs. QKO:Niedipine. 03175

Figures) Interaction F(1,53)=001818 P=0.8933  WT:Vehick vs. WT:Niedipine 02072
50300 min WI-aKO F(1,53)=0.4335 P=05131  WT.Vehick vs. GKO:Vehicke 05038
+l-Nfedpine  F(1,63)=5989  P=0.0177  WT-Vehicke vs. QKO:Niedipine 0.1925

WT:Niedipine vs. QKO:Vehide 07467

WT:Niedipine vs. QKO:Niedipine. 0.3095

QKO:Vehide vs. QKO:Niedipine. 06275

Figuresk Interaction F(1,53)=0.09049 P=07537  WT:Vehick vs. WT:Niedipine 0.1103
Minutesbelow34°C WT-QKO F(1,53)=0.1320 P=07160  WT.Vehick vs. QKO:Vehicke 0.9899
+l-Nfedpine  F(1,63)=6.825  P=0.0117  WT-Vehicle vs. QKO:Niedipine 05459

WT:Niedipine vs. QKO:Vehide 02034

0077

QKO:Vehide vs. QKO:Niedipine. 06346

FiguresL Interaction F(1,53)=5721  P=00203  WT:Vehick vs. WT:Niedipine 0872
Activity0300min  WT.QKO F(1,53)=7.750  P=00074  WT.Vehick vs. GKO:Vehice 00020
+-Nfedpine  F(1,63)=10.14  P=0.0024  WT-Vehicle vs. QKO:Niedipine 0.9999

0.0005
0.0899

QKO:Vehide vs. QKO: Nmi e 0056

FigureSN Interaction F(1,34)=5905  P=0.0205  Vehick:Vehick vs. Vehice:Adenosine <0.0001
o060 min +/-Nfedpine  F(1,34)=3858  P<0.0001  Vehick:Vehicle vs. Niedipine:Vehicke <0.0001

+l-Adenosine  F(1,34)=1119  P<0.0001  Vehicke:Vehick vs. Nifedipine:Adenosine  <0.0001
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Figures0
Activity 0-60 min

Figuresp
50300 min

Figure5Q
Minutes below 34 °C

FiguresR
Activity 0-300 min

Figure 68
o050 min

Figure 6C
Activity 0-60 min

Figure 6D
50300 min

Figure 6E
Minutes below 34 °C

Figure 6F
Activity 0-300 min

Figure6H
5050 min

Figures!
Activity 0-60 min

F(1,36)=1.100
F(1,36)=2.748
F(1,36)=51.32

Interaction
+1- Nifedipine
+1- Adenosine

Interaction
+1- Nifedipine
+1- Adenosine

F(1,38)=2.172
F(1,34)=45.60
F(1,34)=37.85

Interaction
+1- Nifedipine
+1- Adenosine

F(1,34)=0.2012

Interaction
+1- Nifedipine
+1- Adenosine

F(1,36)=0.1202
F(1,36)=11.20
F(1,36)= 1258

Treatment (betwec F (3, 38) = 7.224

Treatment (betwec F (3, 38) = 3.125

Treatment (betwee F (3, 39) = 0.6197

Treatment (betwee F (3, 39) = 0.6604

Treatment (betwec F (3, 38) = 0.4941

Interaction F(1,32)=0.1068
WT-QKO F(1,32)=2665
+l-Ranolazine  F (1,32) = 36.64
Interaction F(1,32)=0.3541
WT-QKO F(1,32)=05865
+l-Ranolazine  F (1,32) = 14.73

P=0.3013
P=0.1060
P<0.0001

P=0.1498
P<0.0001
P<0.0001

P=0.6566
P<0.0001
P=0.0001

P=0.7214
P=0.0019
P=0.0011

P=0.0006

P=0.0366

P=0.6064

P=0.5814

P=0.6884

P=0.7459
P=0.1124
P<0.0001

P=0.5560
P=0.4404
P=0.0006

Vehicle:Adenosine vs. Nifedipine:Vehicle
Vehicle:Adenosine vs. Nfedipine:Adenosin
Nifedipine:Vehicle vs. Nifedipine:Adenosine

Vehicle:Vehicl vs. Vehide:Adenosine
Vehicle:Vehicle vs. Nifedipine:Vehicie

Vehicle:Adenosine vs. Nifedipine:Vehicle
Vehicle:Adenosine vs. Nfedipine:Adenosin
Nifedipine:Vehicle vs. Nifedipine:Adenosine

Vehicle:Vehicl vs. Vehide:Adenosine
Vehicle:Vehicle vs. Nifedipine:Vehicie

Vehicle:Adenosine vs. Nifedipine:Vehicle
Vehicle:Adenosine vs. Nfedipine:Adenosin
Nifedipine:Vehicle vs. Nifedipine:Adenosine

Vehicle:Vehicl vs. Vehide:Adenosine

Vehicle:Vehice vs. Nifedipine:Adenosine
Vehicle:Adenosine vs. Nifedipine:Vehicle

Vehicle:Adenosine vs. Nfedipine:Adenosin
Nifedipine:Vehicle vs. Nifedipine:Adenosine

Vehicle:Vehicl vs. Vehide:Adenosine
Vehicle:Vehicle vs. Nifedipine:Vehicie
Vehicle:Vehice vs. Nifedipine:Adenosine
Vehicle:Adenosine vs. Nifedipine:Vehicle
Vehicle:Adenosine vs. Nfedipine:Adenosin
Nifedipine:Vehicle vs. Nifedipine: Adenosine

Vehicle vs. Ranolazine 12.5 mg/kg
Vehicle vs. Ranolazine 25 mg/kg
Vehicle vs. Ranolazine 50 mg/kg

Vehicle vs. Ranolazine 12.5 mg/kg
Vehicle vs. Ranolazine 25 mg/kg
Vehicle vs. Ranolazine 50 mg/kg

Vehicle vs. Ranolazine 12.5 mg/kg
Vehicle vs. Ranolazine 25 mg/kg
Vehicle vs. Ranolazine 50 mg/kg

Vehicle vs. Ranolazine 12.5 mg/kg
Vehicle vs. Ranolazine 25 mg/kg
Vehicle vs. Ranolazine 50 mg/kg

Vehicle vs. Ranolazine 12.5 mg/kg
Vehicle vs. Ranolazine 25 mg/kg
Vehicle vs. Ranolazine 50

WT-Vehicle vs. WT-Ranolazine
WT:Vehicle vs. QKO:Vehicle
WT:Vehicle vs. QKO:Ranolazine
WT:Ranolazine vs. QKO:Vehicle
WT:Ranolazine vs. QKO:Ranolazine
QKO:Vehide vs. QKO:Ranolazine

WT-Vehicle vs. WT:Ranolazine
WT:Vehicle vs. QKO:Vehicle
WT:Vehicle vs. QKO:Ranolazine
WT:Ranolazine vs. QKO:Vehicle
WT:Ranolazine vs. QKO:Ranolazine
(QKO:Vehide vs. QKO:Ranolazine

0.0150
0.0643
<0.0001

<0.0001
03286
<0.0001
00018
0.9987
0.0005

00164
0.0044
<0.0001
0.9985
<0.0001
<0.0001

00156
0.0002
<0.0001

0.0009
09330
<0.0001
0.0224
06858
0.0010

01184
509999
00160
02042
09197
0.0329
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Figure6J) Interaction F(1,32)=04064 P=05283  WT:Vehicle vs. WT:Ranolazine 0.9991

50300 min WIKO F(1,32)=1910  P=01765  WT.Vehice vs. QKO:Vehide o561
+i-Ranolazine  F (1,32)= 0009362 P=0.9235  WI-Vehice vs. QKO:Ranolazine. 03376
WT:Ranlazine vs. QKO:Vehide 08850
WT:Ranolazine vs. QKO:Ranolazine 09960
QKO:Vehide vs. QKO:Ranolazine 0972
Figuresk Interacion F(1,32) =0.001319 P=0S713  WT-Vehicle vs. WI:Ranolazine 0060
Minutesbelow34°C WT-QKO F(1,32)=02420  P=06255  WT.Vehice vs. QKO:Vehide 09994
+i-Ranolazive  F(1,32)= 1861  P=0.1820  WI.Vehice vs. QKORanolazine. 09908
WT:Ranlazine vs. QKO:Vehide 07348
WT:Ranolazine vs. QKO:Ranolazine 09097
QKO:Vehide vs. QKO:Ranolazine 0s277
Figurest Interacion £(1,32)=0.05903 P=08096  WT-Vehicle vs. WI:Ranolazine 07974
Actvty0300min  WT.QKO F(1.32)=02518  P=06193  WT.Vehice vs. QKO:Vehide >0.9999
+i-Ranolazie  F(1,32)= 1893  P=0.1785  WI.Vehice vs. QKORanolazine. 09906
WT:Ranlazine vs. QKO:Vehide 07253
WT:Ranolazine vs. QKO:Ranolazine 09960
QKO:Vehide vs. QKO:Ranolazine 09732

Figwes | 2wayANOVAtbIF(OFn,OFd) Pudue  Sidaksmultiplecomparisonstest  Adjusted P Value
FigureoN ineracon £ (1, 17)=0.04038 P=0.8431  Vehice:Vehice vs. Vehide:Adenosine <0.0001

T5050 min +l-Ranolazine  F(1,17)=0.4698  P=0.5023 09914
+l-Adenosine  F(1,17)=206.0  P<0.0001  Vehick:Vehicle vs. Ranolazine:Adenosine  <0.0001
Vehicle:Adenosine vs. Ranolazine:Vehicle  <0.0001

Vehicke:Adenosine vs. Ranolazine:Adenosi  0.9996

Ranolazine:Vehicke vs. Ranolazine:Adenos  <0.0001

Figure60 Interaction F(1,17)=1.96  P=0.1758  Vehicle:Vehicke vs. Vehide:Adenosine <0.0001
Activity060min  +/-Ranolazine  F(1,17)=2.332  P=0.1451  Vehicle:Vehicle vs. Ranolazine:Vehicle 03002
+l-Adenosine  F(1,17)=104.4  P<0.0001  Vehick:Vehicle vs. Ranolazine:Adenosine  <0.0001
Vehicle:Adenosine vs. Ranolazine:Vehicle  <0.0001

Vehicke:Adenosine vs. Ranolazine:Adenosi  >0.9999.

Ranolazine:Vehicke vs. Ranolazine:Adenos  <0.0001

Figure6p Interaction F(1,17)=0.08962 P=0.7561  Vehicle:Vehicle vs. Vehide:Adenosine 07389
50300 min +l-Ranolazine  F(1,17)=0.01742 P=0.8966  Vehicke:Vehicle vs. Ranolazine:Vehicle 09999
+l-Adenosine  F(1,17)=5.016  P=0.0388  Vehidke:Vehicle vs. Ranolazine:Adenosine  0.4346

Vehicle:Adenosine vs. Ranolazine:Vehide  0.6557

Vehicke:Adenosine vs. Ranolazine:Adenosi  0.9998

Ranolazine:Vehick vs. Ranolazine:Adenos  0.4022

Figure6Q Interaction F(1,17)=0.06130 P=0.8074  Vehicle:Vehicle vs. Vehide:Adenosine 0.0019
Minutesbelow34°C +/-Ranolazine  F (1, 17)=0.06130 P=0.8074  Vehick:Vehicle vs. Ranolazine:Vehicle 509999
+l-Adenosine  F(1,17)=39.19  P<0.0001  Vehicke:Vehicle vs. Ranolazine:Adenosine  0.0026
Vehicke:Adenosine vs. Ranolazine:Vehidle  0.0019

Vehicke:Adenosine vs. Ranolazine:Adenosi  0.9996

Ranolazine:Vehick vs. Ranolazine:Adenos  0.0026

Figure6R Interaction F(1,17)=2.885  P=0.1017  Vehicle:Vehicke vs. Vehide:Adenosine 0.9967
Activity0-300min  +/-Ranolazine  F(1,17)=3.031  P=0.0898  Vehicle:Vehicle vs. Ranolazine:Vehicle 01564
+l-Adenosine  F(1,17)=6.118  P=0.0242  Vehidk:Vehicle vs. Ranolazine:Adenosine  0.9961

Vehicle:Adenosine vs. Ranolazine:Vehidle  0.0563

Vehicke:Adenosine vs. Ranolazine:Adenosi  >0.9999.

00436
Figure 78 Treatment (betwec F (4,27) = 24.57  P<0.0001  Vehide vs. ZnCi2 1 mglkg 0.8889
5060 min Vehicle vs. ZnCi2 3 mglkg 03212
Vehicle vs. ZnCi2 10 mglkg <0.0001
Vehicle vs. ZnCi2 30 mg/kg <0.0001
Figure 7C Treatment (betwec F (4, 27) P=00099  Vehicle vs. ZnCi2 1 mglkg 08046
Activity 0-60 min Vehicle vs. ZnCi2 3 mglkg 0.1996
Vehicle vs. ZnCi2 10 mglkg 00115

Vehicle vs. ZnC2 30 mg/kg 0.0423
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Figure 7D Treatment (betwee F (4, 27)=92.66  P<0.0001  Vehicle vs. ZnCi2 1 mg/kg 0.9091

50300 min Vehicle vs. ZnCI2 3 mglkg 0.9996
Vehicle vs. ZnCI2 10 mg/kg <0.0001
Vehicle vs. ZnCI2 30 mg/kg <0.0001
Figure 7E Treatment (betwecF (4,31)=30.20  P<0.0001  Vehicle vs. ZnCI2 1 mglkg 09991
Minutes below 34 °C Vehicle vs. ZnCI2 3 mglkg 09973
Vehicle vs. ZnCI2 10 mg/kg <0.0001
Vehicle vs. ZnCI2 30 mg/kg <0.0001
Figure 7F Treatment (betwecF (4,27)=5.766  P=0.0017  Vehicle vs. ZnCI2 1 mglkg 0.9056
Activity 0-300 min Vehicle vs. ZnCI2 3 mglkg 05353
Vehicle vs. ZnCI2 10 mg/kg 00187

Vehicle vs. ZnCI2 30

Figure7h 7) P=0.1618 <0.0001
b 050 min wraKko F(1,37)=6986  P=00120  WT.Vehice vs. QKO:Vehide 0872
+h-2nC2 F(1L37)=4748  P<00001  WTVehice vs. QKO:ZnCI2 <0.0001
WT:ZnCi2 vs. QKO:Vehide <0.0001
WIZnCi2 ve. QKO:ZnCl2 00553
QKO:Vehide vs. QKOZnC2 <0.0001
Figure7! Inercion F(1,37)=2000  P=0.1550  WI:Vehicl vs. WT:ZnCi2 00001
Actvty0G0min  WT-QKO F(1,37)=2618  P=01141  WT.Vehice vs. QKO:Vehide >0.9990
+h-2nC2 F(1.37)=3614  P<00001  WTVehice vs. QKO:ZnCI2 00134
WT:ZnCi2 vs. QKO:Vehide <0.0001
WIZnCi2 ve. QKO:ZnCl2 02460
QKO:Vehide vs. QKOZnC2 00050
Figure) Inercion F(1,37)=4.440  P=00417  WI:Vehicle vs. WTZnCI2 <0.0001
50300 min WraKO F(1,37)=5.027  P=00310  WT.Vehice vs. QKO:Vehide >0.9999
+h-2nC2 F(L37)=170.1  P<00001  WT:Vehice vs. QKO:ZnCI2 <0.0001
WT:ZnCi2 vs. QKO:Vehide <0.0001
WIZnCi2 ve. QKO:ZnCl2 00344
QKO:Vehide vs. QKOZnC2 <0.0001
Figure7K Inercion  F(1,37)=3603  P=0.0655  WI:Vehicl vs. WTZnCI2 <0.0001
Minutesbelow34°C WT-QKO F(1,37)=4234  P=00467  WT.Vehice vs. QKO:Vehide >0.9999
+h-2nC2 F(1.37)=3860  P<00001  WT:Vehice vs. QKO:ZnCI2 <0.0001
WT:ZnCi2 vs. QKO:Vehide <0.0001
WIZnCi2 ve. QKO:ZnCl2 00667
QKO:Vehide vs. QKOZnC2 <0.0001
Figure7L Inercion  F(1,37)=7.954  P=0.0077  WI:Vehicle vs. WTZnCI2 <0.0001
Actvty0300min  WT-QKO F(1,37)=1913  P<00001  WT.Vehice vs. QKO:Vehide 0.6265
+h-2nC2 F(1.37)=3077  P<00001  WT:Vehice vs. QKO:ZnCI2 0465
WT:ZnCi2 vs. QKO:Vehide <0.0001
WIZnCi2 vs. QKO:ZnCl2 00001

Figwe  2wayANOVAbIF(OF,OR)  Pusue  SidaKsmultile comparisonstest  AdjustedPValue
Figuress Inleractin £ (1,26)=7.05  P=00087  WT:Vehicle vs. WT: Amirpiyine <0.0001
b 060 min WIaKO F(1.26)=8.181  P=00078  WT.Vehice vs. QKO:Vehide >0.9990
+I- Amitptyine  F(1,26)=2150  P<0.0001  WT:Vehice vs. QKO: Amitiptyine <0.0001
WT: Amitipylne vs. QKO:Vehicle <0.0001
WT: Amitipylne vs, QKO: Amityine 00024
QKO:Vehide vs. QKO: Amitiptyine <0.0001
Figuresc Ineaction F.(1,28) =2.701 WT:Vehice v WT: Amstptyine 00816
Actvity060min  WTQKO F(1.26)=03720 P=05468  WT.Vehice vs. QKO:Vehide 05420
+I- Amitptyine  F(1,26)=28.59  P<0.0001  WT:Vehice vs. QKO: Amitiptyine 00130
WT: Amitipylne vs. QKO:Vehicle 00014
WT: Amitipylne vs, QKO: Amityine 09781
QKO:Vehide vs. QKO: Amitiptyine 00002
FiguresD. Inemcion  F(1,26)=4234  P=00490  WT:Vehicle vs. WT: Amirptyine <0.0001
50300 min WIaKO F(1.26)=2831  P=0.1036  WT.Vehice vs. QKO:Vehide >0.9990

+/-Amiiptyline  F (1,28)=1955  P<0.0001  WT:Vehicle vs. QKO: Amitriptyline <0.0001
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Figure8E
Minutes below 34 °C

Figure8F
Activity 0-300 min
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