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Supplemental Figure 1. Dose- and time-dependent ambulatory effects of i.p. administration of 
(A) CM-304 or (B) AZ-66 evaluated in the CLAMS assay with C57BL/6J mice. *=significantly 
different from vehicle effect (dashed line), p<0.05; two-way ANOVA w/ Dunnett’s post hoc test. 
N=7-17 mice/group.  Results expressed as % matching vehicle response. 
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Supplemental Figure 2. Dose- and time-dependent ambulatory effects of i.p. administration of 
(A) Morphine and U50,488, (B) CM-304 or (C) AZ-66 evaluated in the CLAMS assay with 
C57BL6/J mice. *=significantly different from vehicle effect (dashed line), p<0.05; two-way 
ANOVA w/ Dunnett’s post hoc test. N=16-20 mice/group for morphine and U50,488, and 7-17 
mice/group for CM-304 and AZ-66 testing.  Results are presented as raw ambulatory response, 
with a separate response of vehicle. 

Two-way ANOVA results (treatment x time): 

Morphine: F(10,270)=10.6, p<0.0001 

U50,488: F(10,258)=9.84, p<0.0001 

CM-304: F(20,345)=5.72, p<0.001 

AZ-66: F(20,265)=1.76, p=0.02 

*p<0.05 or vs. time-matched vehicle response, 

Dunnett’s multiple comparisons post hoc test 
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Supplemental Table 1: Raw place conditioning data collected for CM-304: 

 

Explanation of the sample size for this experiment: Two (of 20) mice were lost due to unrelated 
operator error in making injections in the first test performed in 2014, so these mice were not 
used in the final analysis (as denoted by the grey highlighting). As initial CM-304 results with 
these 18 mice failed to show a clear result from the place conditioning tests (Pre-CPP: 
3.22+43.24 s vs Post-CPP response of -40.72+71.1 s), whereas AZ-66 showed significant place 
aversion with 19 mice (losing one of the original 20 due to an unrelated injury), we added 16 
more mice to the CM-304 testing to be certain of the absence of a CPP or CPA. As can be seen 
from the raw data presented here, this additional data did not generate a significantly different 
result of the original test.  To be fully transparent, all data was presented as the final data set. 


