
Marek & Salek   Extending the specificity of differential-reinforcement-of-low rate 72-s (DRL 

72-s) behavior for screening antidepressant-like effects of glutamatergic clinically validated 

anxiolytic or antidepressant drugs in rats.   J Pharmacol Exp Ther. Supplemental Fig. 1. 

A

ve
hic

le

7.
5 

ke
ta

m
in

e

7.
5 

ke
ta

m
in

e 
D
1

7.
5 

ke
ta

m
in

e 
D
2

7.
5 

ke
ta

m
in

e 
D
7

0

4

8

12

16

20

24

28

32

R
e

in
fo

rc
e

rs
/h

r

B

ve
hic

le

7.
5 

ke
ta

m
in

e

7.
5 

ke
ta

m
in

e 
D
1

7.
5 

ke
ta

m
in

e 
D
2

7.
5 

ke
ta

m
in

e 
D
7

0

25

50

75

100

125

150

R
e
s
p

o
n

s
e
s
/h

r

 

Supplemental Fig 1.  Ketamine time course for 7.5 mg dose compared to vehicle on DRL 72-s behavior. 

The “7.5 ketamine” label reflects the 7.5 mg ketamine data displayed in Fig 5 of the manuscript. The D1, 

D2 and D7 data refer to reinforcers and total responses during the 60 min behavioral session 1, 2, and 7 

days following the ketamine dose with the session conducted 1 h following drug administration.  The 

same symbols are used for the vehicle and ketamine (day of administration) from Fig. 5 of the 

manuscript.  The data 1,2, and 7 days following the 7.5 mg ketamine injection are displayed by green 

circles, green inverted triangles and green circles with a black surrounding line. 



Marek & Salek   Extending the specificity of differential-reinforcement-of-low rate 72-s (DRL 

72-s) behavior for screening antidepressant-like effects of glutamatergic clinically validated 

anxiolytic or antidepressant drugs in rats.   J Pharmacol Exp Ther. Supplemental Fig. 2. 

A

ve
hic

le

15
 k

et
am

in
e

15
 k

et
am

in
e 

D
1

15
 k

et
am

in
e 

D
7

0

4

8

12

16

20

24

28

32

R
e

in
fo

rc
e

rs
/h

r

B

ve
hic

le

15
 k

et
am

in
e

15
 k

et
am

in
e 

D
1

15
 k

et
am

in
e 

D
7

0

25

50

75

100

125

150

175

R
e
s
p

o
n

s
e
s
/h

r

 

Supplemental Fig 2.  Ketamine time course for 15 mg dose compared to vehicle on DRL 72-s behavior. 

The “15 ketamine” label reflects the 15 mg ketamine data displayed in Fig 5 of the manuscript. The D1 

and D7 data refer to reinforcers and total responses during the 60 min behavioral session 1 and 7 days 

following the ketamine dose with the session conducted 1 h following drug administration.  The same 

symbols are used for the vehicle and ketamine (day of administration) from Fig. 5 of the manuscript.  The 

data 1 and 7 days following the 15 mg ketamine injection are displayed by red diamonds and red circles 

with a black surrounding line. 
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Supplemental Table 1. Effects of LY354740, mGluR2 PAMs, mGlu2/3 receptor antagonists, and 

ketamine on Major Depressive Disorder (MDD) clinical trials, preclinical antidepressant screens, 

Generalized Anxiety Disorders (GAD) clinical trials, and preclinical anxiolytic drug screens. 

 LY354740 

(mGlu2/3 

agonist) 

mGlu2  

receptor PAMs 

mGlu2/3 

receptor 

antagonists 

Ketamine or 

Esketamine  

MDD clinical trials not tested Negative1 Negative2 POSITIVE3-8 

DRL 72-s behavior Negative9 Positive10,11 Negative12 Positive9,13,14 

Forced swim test Negative15,16,21 Positive10 Positive12,18,20-21 Positive20, 22-24,37 

Tail suspension test Negative15 not tested Positive17,20,25 Positive20 

Olfactory 

bulbectomy 

not tested not tested Positive25 Positive26 

GAD clinical trials POSITIVE27,28 not tested not tested not tested 

Elevated plus maze Positive29-31,43 Positive32 Negative17,12 Pos/neg33-39 

Stress-induced 

hyperthermia 

Positive40,41 Positive41,10,47,50 Pos/neg12,42 not tested 

Lactate-induced 

panic 

Positive43 Positive44 not tested not tested 

Fear potentiated 

startle 

Positive30,48 Positive49,50 Pos/Neg46,49 Pos/neg51-54 
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