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INTRODUCTION

population across the globe.  It is one of  the top ten 
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 receptors in the chemoreceptor 

 receptor antagonists, 

vomiting.
 receptor antagonists, their 

 receptors in the central 

disorders. Studies on human beings using selective 
 receptor antagonists discovered heterogeneous 

e.g., nucleus tractus solitarius, area postrema, and 

caudate.

 Evidence for the relevance 
 receptor antagonists in the treatment of  

depression.

 receptor antagonism in 

1B 2A, 
 

in various behavioral and mechanistic rodent models of  

 

 antagonist 

 receptor in isolated guinea 
pig ileum, and the pA2

drug.

compounds.

 Evaluation of  chronic effect 

 to provide significant information on 

A2 and log P values.

N  
A2 values (pA2

 receptor antagonist, 
A2

antidepressant screening in the standard rodent models 
of  depression as mentioned above.

P and pA2 values of series of 
3-ethoxyquinoxali-2-carboxamides

6a-6q N
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R
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N
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Compound R Log Pa pA2
b

6a C6H5- 3.36 7.8
6b 4-Me-C6H4- 3.85 5.7
6c 4-MeO-C6H4- 3.23 6.1
6d C6H5-CH2- 3.43 6.2
6e C6H5-NH- 2.88 5.8
6f 3-Ac-C6H4- 2.67  6.1
6n 3-Cl-C6H4- 3.92 5.4
6h 4-NO2-C6H4- 3.36 5.5
6i 2-pyridinyl- 2.74 6.2
6j 3-Cl-2-CH3-C6H3- 4.41 7.4
6k Benzothiazol-2-yl- 4.56 6.8
6l 4-Benzamido-phenyl- 4.17 5.3
6m 2-Benzamido-phenyl- 4.17 6.2
6n CH3CH2CH2- 2.52 7.6
6o CH3CH2CH2CH2- 2.94 7.6
7 Pyrrolidinyl 2.25 4.9
6p Cyclopentyl- 2.83 4.8
6q Cyclohexyl- 3.25 7.8
- Ondansetron 1.7 6. 9
alogP values were calculated using ChemBioDraw Ultra 11 (Cambridge Software) 
bpA2 values are the means of two separate experiments. SE was less than 10% of the 
mean
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MATERIALS AND METHODS

Animals

ad libitum. Behavioral 

each experiment.

Chemistry of  6n

 receptor antagonists 

Drugs and chemicals

5-HT
3
 receptor antagonistic activity

‘ ’ 

the pA2
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antagonist effect of  the test compounds on the response 

A2 
A2 values 

Forced swim test

before the test.

Tail suspension test

Spontaneous locomotor activity

an actophotometer.

5-hydroxytryptophan-induced head twitch response

 

glass cages (12 12 

Interaction studies in forced swim test and tail 
suspension test

 All the 

and standard responses recorded.

Reserpine-induced hypothermia in rats

th minute values 

Figure 2: 3 receptor antagonists
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similar manner in order to habituate the animals to the 
experimental procedures.

Olfactory bulbectomy

described earlier.

to bregma and 2 mm on either side of  the midline at a 
point corresponding to the posterior margin of  the orbit 

Open eld test behavior

th

Statistical analysis

post-hoc Dunnett’ ’s test 

post-hoc 

P

RESULTS

Based on the pA2 and log P

from amongst the series of  compounds.

 

 

(P

Figure 3: Effect of 6n on duration of immobility of mice FST. The 
columns represent mean duration of immobility in seconds (s) and error 
bars indicate S.D. n = 8 per group. *P< 0.05 compared with vehicle 
treated group. #P< 0.05, ESC compared with 1 mg/kg treatment group. 
ESC = Escitalopram
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a significant (P

P

For a conclusive evaluation of  antidepressant potential 

 

 

Figure 4: Effect of 6n on duration of immobility of mice TST. The 
columns represent mean duration of immobility in seconds (s) and error 
bars indicate S.D. n = 8 per group. *P< 0.05 compared with vehicle 
treated group. #P $P< 

@P
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Figure 5: Effect of 6n on spontaneous locomotor activity of mice. The 
columns represent mean locomotor scores recorded in a 10-minute 
observation period. The error bars indicate S.D., n = 8 per group
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Figure 6: Effect of 6n on reserpine-induced hypothermia in rats. The 

indicate S.D. n = 8 per group. *P< 0.05 compared with vehicle-treated 
group. ESC = Escitalopram
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Figure 7:
mg/kg) + pargyline (75 mg/kg)-induced head twitch response in mice. 
The columns represent mean number of head twitches and error bars 
indicate S.D. n = 8 per group. *P< 0.05 compared with vehicle-treated 
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P

DISCUSSION

 receptor 

.  receptors are expressed in nucleus 
tractussolitarius, area postrema, and spinal trigeminal nucleus 

nucleus accumbens, putamen, caudate indicate their role in 
 as the areas mentioned affected in 

Figure 8: Effect of 6n 

of immobility (s) and error bars indicate S.D., n = 8 per group. *P< 0.05 
compared with vehicle-treated group. #P

$P< 0.05 compared with 6n treated group
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Figure 9: Effect of 6n (1 mg/kg) on antidepressant activity of venlafaxine 
(VLA) in mice FST. The columns represent mean duration of immobility 
(s) and error bars indicate S.D. n = 8 per group. *P< 0.05 compared 
with vehicle-treated group. #P
8 mg/ kg) treated group. $P< 0.05 compared with 6n-treated group
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Figure 10: Effect of 6n 
Harmane (5 mg/kg) in mice FST. The columns represent mean duration 
of immobility in seconds (s) and error bars indicate S.D. n = 8 per 
group. *P< 0.05 vs. vehicle treated Group. #P< 0.05 compared with 6n 
treated group. $P< 0.05 compared vs harmane (5 mg/kg)-treated group
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Figure 11: Effect of 6n 
parthenolide (PTN) in mice FST. The columns represent mean duration 
of immobility in seconds (s) and error bars indicate S.D. n = 8 per group. 
*P< 0.05 vs vehicle-treated group. #P< 0.05 compared with PTN (1 
mg/kg)-treated group
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-

For a conclusive evaluation of  antidepressant potential 

carried out.

alone treatment group.

 

 that produces 

antidepressants acting through serotonergic mechanisms.

 

depression.
could be due to the release of  dopamine through inhibition 

 receptors.

 and 
used to explore the antidepressant potential of  novel 

Treatment Ambulation score Rearing score Fecal pellet
Sham Control 91.17 ± 10.88 10 ± 2.24 2.17 ±.23
Sham+6n (1) 103.00 ± 12.72 9.33 ± 2.05 2.33 ±.87
Sham+6n (2) 102.17 ± 12.43 8.33 ± 2.18 2.00 ± 0.89
Sham+Par (10) 99.67 ± 12.94 8.67 ± 1.74 2.00 ±.81
OBX Control 225 ± 13.48* 30.67 ± 3.58* 4.33 ± 0.92*
OBX+6n (1) 140.00 ± 10.82# 15.00 ± 2.01# 3.80 ± 0.92#

OBX+6n (2) 138 ± 12.95# 11.4 ± 2.18# 3.67 ± 0.97#

OBX+Par (10) 113 ± 12.34# 11.83 ± 1.43# 2.33 ±.99#

The value represent ambulation score, rearing score, and number of fecal pellet and 
error bars indicate S.D., *P< 0.05 when compared with the sham-operated rats,  
#P< 0.05 when compared with the vehicle-treated OBX rats (n = 8 per group)

Figure 12: Effect of 6n (1 mg/kg) on antidepressant activity of bupropion 

in seconds (s) and error bars indicate S.D., n = 8 per group. *P< 0.05 
vs vehicle-treated group. #P< 0.05 compared with bupropion (10 and 

$P< 0.05 compared with 6n-treated group
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agents.

environment.  Moreover, other possible reason for 

habituate to novel environment.

 antagonist, 

the concentration of  monoamine neurotransmitter 

 via serotonergic 
modulation.

CONCLUSION

locomotion of  rodents at test

 receptor antagonism. 
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