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ABSTRACT 

Carum copticum is a grassy and annual plant which is believed to have several 
therapeutic effects, including anti-asthmatic properties. 

We have therefore studied the bronchodilatory and anticholinergic effects of 
4 rnL aqueous extract (AE), 0.0 5  rnL ethanol extract (EE), and 0.0 0 5  mL essential 
oil (EO) of Carum copticum and 1 rnL of a 5 mM solution of its main ingredient, 
thymol (T), in comparison with 4 rnL of saline (S) on isolated tracheal chains of 
guinea-pigs (w=500-800 g) in a 50 rnL organ bath. The bronchodilatory effects of 
different solutions were examined by their relaxant effect on isometrically (1 g) 
precontracted tracheal chains by 1 0  �M methacholine (M). The anticholinergic 
effects of different solutions were tested by comparing the cumulative log 
concentration -response curves of tracheal chains to cumulative concentrations of 
M in the presence of AE, EE, EO, and T with that of S. 

The bronchodilatory effects of AE, EE, and EO were significantly higher than 
S in all cases (p<0.00 1), but T did not show any significant bronchodilatory effect. 
There were also significant right-ward shifts in cumulative log concentration­
response curves obtained in the presence of AE, EE, and EO in comparison with 
the curve obtained in the presence of S. Thymol also caused a smaller right-ward 
shift in the M cumulative log concentration-response curve . However, the slopes 
of methacholine response curves obtained in the presence of AE, EE, EO 
(p<0 .00 l ), and T (p<0.05) were significantly lower than that of S, indicating the 
functional antagonistic effects of these solutions. 

These data showed the presence of bronchodilatory effects of AE, EE, and EO 
of Caru,,! copticum which was not due to the presence of T or the existence of a 
competitive antagonist at the muscarinic receptors in this plant. 
MJIRI, Vol. 11, No.4, 329-334,1998. 

Correspondence: M.H. Boskabady, M.D., Ph.D., at the above 
address. 
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Pharmacological Effects of Carum copticum 

INTRODUCTION 

Carum copticum is an annual plant which grows in the 
east of India, Iran and Egypt with white flowers and small 
brownish seeds. Its seeds have an odor similar to thymol and 
c,mtain an essential oil which contains 35-50% cymenem, 
30-40% alpha-pinene, gamma-terpinen and other substances 
such as carvacol. 

The seeds of Carum copticum have several therapeutic 
effects including diuretic, anti-emetic, analgesic, anti­
asthmatic and anti-dyspneic effects.I,

2 
It also has a therapeutic 

effect on some cutaneous neural and urinary tract disorders. 
Carum copticum is therefore used in household remedies. A 
watery extract of this plant is widely used to relieve colds in 
children. In diarrhea, either roasted seeds are taken, or a 
watery extract made from them is given as a draught. 

There is evidence of anti-spasmodic properties of the 
ethanol extract on isolated guinea pig ileum.3 Another study 
paradoxically demonstrated that Carum copticum has a 
muscarinic effect on guinea pig ileum, rabbit duodenum and 
rat jejunum. This study also showed a depressant effect of 
the extract of roasted seeds of Carum copticum on rat and cat 
blood pressure similar to acetylcholine. All of these effects 
were blocked by atropine and cholinesterase but potentiated 
by physostigmine. The presence of choline and acety lcholine 
in the extract of roasted seeds of Carum copticum was also 
proven in this study.

4 

To elucidate this controversy and in order to demonstrate 
the therapeutic effect of this plant on asthma, the 
bronchodilatory and anticholinergic effects of the aqueous 
extract (AE), ethanol extract (EE) and essential oil (EO) of 
Carum copticum and its main ingredient thymol (T), in 
comparison with saline (S), were examined on isolated 
guinea pig tracheal preparations. 

MATERIALS AND METHODS 

Tissue preparations 
Male guinea pigs (500-800 g) were killed by cervical 

dislocation and the trachea were removed. Each trachea was 
cut into 10 rings (each containing 2-3 cartilaginous rings). 
All rings were then cut open opposite the trachealis muscle, 
and sutured together to form a tracheal chain.

s 

Tissues were then suspended in a 50 mL organ bath 
(organ bath 61300, BioScience Palmer-Washington, 
Sheerness, Kent, U. K.) containing modified Krebs solution6 
with the following composition: NaClI20mM,NaHC03 25 
mM, MgS04 0.5 mM, KH2P04 1.2 mM, KCl 4.72 mM, 
CaCl2 2.5 mM and dextrose 11 mM. 

Saline was maintained at 37°C and gassed with 95% 02 
and 5% CO2, Tissues were suspended isometrically under a 
tension of 1 g and allowed to equilibrate for at least 1 h while 
they were washed with Krebs solution every 15 min. 
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Fig. 1. Bronchodilatory (relaxant) effect of S, AE, and EE on 14 
isolated guinea pig tracheal chains (A), S and EO on 12 
tracheal chains (B), and Sand T on 5 tracheal chains (C). AE, 
EE, and EO show significant bronchodilatory effects, but T 
does not have any significant bronchodilatory effect compared 
to S. 

Protocols 

The bronchodilatory and anticholinergic effect of 4 mL 
AE, 0.05 mL EE (each on 14 tracheal chains), and 0.005 mL 
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Fig. 2. CumulatIve log concentration-response curves of Isolated 
guinea pig tracheal preparations to increasing concentrations 
of methacholine in the presence of S, AB, and EE on 14 
tracheal chains (A), S and EO on 12 tracheal chains (B), and 
S and T on 5 tracheal chains (C). AB, EE, EO, and T caused 
right-ward shifts in M-response curves compared to the M­
response curve obtained in the presence of S. 
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Table I. Bronchodilatory effect (mean±SE) of AE, EE, EO and T 
compared to S and the statistical differences between the 
hn'Tll'h"dil:1t,'r\' l'fkl'h "I" <; :Ind other ,,,lutll)n, 

.DHrerent ReluaDt effect D ,.value 
solutions mean(%) SE 

Saline -5.56 0.98 14 

(S) 
Aqueous extrad 8.81 250 14 p<O.OO1 

tAP,\ 
Ethanol extract 27.48 4.83 14 p<O.OO1 

(EE) 

Saline -6.04 1.08 12 
(S) 

Essential oil 48.92 6.08 12 p<o.OO1 

(EO) 
Saline -6.02 2.16 5 

(S) 
Thymol -4.12 1.09 5 p>o.05 

(T) 

EO (on 12 tracheal chains) of Carum copticum and 1 mL T 
with 5 mM concentration (on 5 tracheal chains) in comparison 
with the same volume of S was examined as follows. 

A- BronchodiIatory effect 

1) In each experiment tracheal smooth muscle was 
contracted with 10 J..lM methacholine and the muscle tone 
was measured. 

2) One of the solutions (AE, EE, EO, T or S) was added 
to the bath and the tissue was exposed to the solution for 5 
min. The effect of the solution on the tone of precontracted 
tracheal muscle was then measured. 

3) Decrease in tone was considered as a bronchodilatory 
(relaxant) effect and expressed as a positive percentage 
change of maximum contraction obtained due to 10 J..lM of 
methacholine. An increase in tone was considered as a 
bronchoconstrictory effect which was expressed as a negative 
percentage change. 

B- Anticholinergic effect 

1 ) In each experiment one solution (AE, EE, EO, T or 
S) was added to the bath and the tissue was exposed to the 
solution for 5 min. 

2) Cumulative log concentration-response curves to 
increasing concentrations of methacholine ( 1, 5, 10, 50, 
100, 300, and 500 J..lM) were obtained with addition of these 
concentrations every 2 min. To obtain the curve the 

percentage of contraction of the tracheal smooth muscle due 
to each concentration of M to the maximum contraction 
obtained in the presence of S due to the final concentration 
of M (500 J..lM) was calculated and plotted against the log 

concentration of M. 
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Table II. ECso of methacholine (mean±SE) in the presence of AE, 
EE. EO and T compared to EC,o in the presence of S. 

Different ECSt n p-value 
solutions mean (JAM) SE 

Saline 6.04 0.81 14 

Aqueous extract 35.09 6.72 14 p<O.CXll 

Ethanol extract 44.24 1 7.26 14 p<o.05 

Saline 6.48 0.99 1 2  

Essential oil 22.52 7.29 
-

12 p<O.05 

Saline 14.26 4.86 5 

Thymol 9.52 1.16 5 p>O.05 

3) The shift of the cumulative log concentration-response 
curves obtained in the presence of AE. EE. EO. or T with 
that of S was examined. 

4) The slope of the M-response curve of each experiment 
was also measured and the slope of the methacholine curve 
obtained in the presence of AE, EE, EO. or T was compared 
with that of So 

5) In addition. the effective concentration of methacholine 
producing 50% of the maximum response (ECso) in each 
experiment was measured using the methacholine curve of 
the corresponding experiment. 

All of the experiments were performed randomly with 1 

hr resting periods of tracheal chains between each two 
experiments while washing the tissues every 15 min. In all 
experiments responses wererecorded onakymograph(ET 8 
G-Boulitt. Paris) and were measured after fixation. 

Statistical analysis 

The data of bronchodilatory effects, ECso' and the slope 
of different experiments were expressed as mean±SEM. 
The bronchodilatory effect. ECso and the slope of 
methacholine curves of AE. EE, EO. and T experiments 
were compared with the results of S experiments using the 
paired "t" test. 

RESULTS 

Bronchodilatory effect 

The aqueous extract, ethanol extract and essential oil of 
Carum copticum all showed potent bronchodilatory effects 
compared to saline. 

The differences between the bronchodilatory effects of 
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Fig 3. The ECso of methacholine-response in the presence of S. AB. 
and EE on 14 tracheal chains (A), S and EO on 12 tracheal 
chains (B), and Sand T on 5 tracheal chains (C). The ECso of 
methacholine in the presence of AE. EE, and EO are 
significantly higher than that of S. but there is no significant 
difference between the ECso obtained in the presence of T 
and S. 
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Table ITI. Slope of methacholine-response curves (mean±SE) in 
the presence of AE, EE, EO and T compared to the slope obtained 
in the presence of S. 

Dlfterent Slope D ,.vaIue 
soIutioDs mean SE 

Saline 1.00 0.03 14 

Aqueous extract 058 0.08 14 p=O.OOI 

Ethanol extract 0.29 0.08 14 p<1).001 

Saline 1.01 0.04 12 

Essential oil 0.22 0.10 12 p<1).001 

Saline 1.12 0.08 5 

·Thymol 0.68 0.08 5 p<1).05 

AB, EE, and EO with saline, were highly significant for all 
three cases (p<O.OOl), (Table I, Fig. 1). However, T did not 
show any significant bronchodilatory effect compared to S 
(p>O.05). In fact, both S and T showed a bronchoconstrictory 
effect (Table I, Fig. 1). 

Anticholinergic effect 

A- Shift in cumUlative log concentration-response curves 
Cumulative log concentration-response curves obtained 

in the presence of AB, EE, and EO showed clear right-ward 
shifts compared to the methacholine response curve produced 
in the presence of S. The degree of contractions of tracheal 
smooth muscle in all concentrations ofM in the presence of 
AB, EE, and EO were significantly lower than those of S 
(p<O.OOI in all cases) (Fig. 2). 

B-ECso 
The EC of methacholine in the presence of AB so 

(p<O.OOl), EE (p<O.05), and EO (p<O.05) were all 
significantly higher than that for S. However, the ECso of 
methacholine in the presence of T was not significantly 
different with the ECso in the presence of S (p>O.05)(Table 
II, Fig. 3). 

C- Slope of methacholine cumulative log concentration­
response curves 

The slope of methacholine cumulative log concentration­
response curves in the presence of AE, EE, EO (for all three 
cases, p<O.OOl), and T (p<O.05) were all significantly lower 
than the slope of the methacholine-response curve in the 
presence of S (Table III). 
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DISCUSSION 

In this study the bronchodilatory and anticholinergic 
effects of AB, EE, EO, and T in comparison with saline were 
studied. All plant solutions (AE, EE and EO) showed 
relatively potent bronchodilatory effects. This 
bronchodilatory effect might be produced by several different 
mechanisms. 

Based on a study demonstrating similar effects of the 
ethanol extract of Carum copticum and atropine on isolated 
guinea pig ileum,3 one possible mechanism responsible for 
the bronchodilatory effect of Carum copticum could be the 
anticholinergic property of this plant The anticholinergic 
effect of the extracts and EO of this plant was therefore 
examined on isolated guinea pig tracheal preparations. This 
part of the study showed a clear and significant right-ward 
shift of the methacholine log concentration-response curve 

. in the presence of AB, EE, and EO compared to the 
methacholine response curve in the presence ofS. The ECso 
ofM in the presence of AB,EE, and EO were also significantly 
higher than the ECso in the presence ofS. However, the slope 
of the curves obtained in the presence of AB, BE, and EO 
were significantly lower than the slope of the methacholine 
response curve in the presence of S, indicating a functional 
antagonistic effect of Carum copticum.7·8 

The results of this study supported the existence of a 
relaxant effect of Carum copticum on smooth muscle 
demonstrated by a previous study.3 But this effect was not 
due to a competitive antagonistic effect of this plant and 
therefore could be produced by the presence of small amounts 
of acetylcholine in Carum copticum, as demonstrated in 
another study.4 

The bronchodilatory effect of Carum copticum could be 
due to its main ingredient, T. Thus the bronchodilatory and 
anticholinergic effect of T was also investigated. T caused 
a smaller right-ward shift in the methacholine response 
curve, but the ECso of M in the presence of T was not 
significantly different with that of S, and T did not show any 
bronchodilatory effect Therefore the bronchodilatory effect 
of Carum copticum is not due to the presence of T in this 
plant. In fact, S and T both showed bronchoconstrictory 
effects. This effect is perhaps due to the persistent slight 
bronchoconstrictory effect of M as observed in some 
experiments during the study. Thus the extracts and EO of 
Carum copticum, in addition to the bronchodilatory effects 
demonstrated by the data of this study, also antagonized the 
remaining bronchoconstrictory effect of M. 

The other possible mechanisms responsible for the 
bronchodilatory effect of Carum copticum are as follows: 

1) Beta-2 adrenergic receptor stimulation.9 
2) Stimulation of the inhibitory non-adrenergic non­

cholinergic nervous system (NANC) or inhibition of 
stimulatory NANC.IO 

3) Inhibition of HI histamine receptors. II 
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4) Methylxanthine activity of the plant.12 
5) Other possible mechanisms including calcium 

antagonism, opening of potassium channels and inhibition 
of phosphodiesterase.I3-

IS 

The cont ribution of these mechanisms in the 
bronchodiiatory effect of Carum copticumshould be clarified 

in further studies. 
With regard to the existence of airway inflammation in 

asthmatic patients, Carum copticum may also have an anti­
inflammatory effect which contributes to the therapeutic 
effect of this plant on asthma. This effect should also be 
investigated in a further study. 

In conclusion, the results ofthis study showeda relatively 

potent bronchodilatory effect for Carum copticum, but this 
effect was not due to the existence of either a competitive 
antagonistic substance at the cholinergic muscarinic 
receptors, or the thymol present in this plant. 

REFERENCES 

1. Rojhan MS: Cure with therapeutic plants. 1 st edition, Tehran: 
Atrak Publications, pp. 126-129, 1982. 

2. Jazairi GH: The lesson of eating materials. 2nd edition, Vol 
2, Tehran: Amir Kabir Publications, pp. 64-65, 1973. 

3. Rakhshandah H, Khalighi MR: Comparative study of 
antispasmodic effects of Carum copticum with atropine and 
promethazine on guinea pig isolated ileum. Abstract5 of the 
10th Iranian Congress of Physiology and Pharmacology, 
Ahvaz, p. 110, 1991. 

4. Devansankaraih G, Hanin I, Haranath PSR, Ramanaurthy 
PSV: Cholinomirneticeffects of aqueous extracts from Carum 

copticum seeds. Br J Pharmac 52: 613-614, 1972. 
5. Holroyde MC: T he influence of epithelium on the 

responsiveness of guinea pig isolated trachea. Br J Pharmac 
87: 501-507, 1986. 

6. Denis 0, Chaleson S, RackhamA, Jones TR, Ford-Hutchinson 

334 

A W, Lord A, Cirion M, Girard Y, Larue M, Rokach J: 
Synthesis and bi ological activities of leukotriene F4 sulfone. 
Prostaglandins 24: 801-814, 1982. 

7. Arunlakshana 0, Schild HO: Some quantitative uses of drug 
antagonists. J Phamac 14: 48-58, 1959. 

8. Ariens EJ: Phannacology of the airway smooth muscle. In: 
Nadel JA, Pauwels R, Snashall PO, (eds). Bro nchial 
Hyperresponsiveness. London: Blackwell Scientific 
Publications, pp. 7-23, 1987. 

9. Linden A, Bergendal A, Uliman A, Skoogh BE. Lofdahl CG: 
SalmetroI, formetrol, and salbutamol in the isolated guinea 
pig trachea: differences in maximum relaxant effect and 
potency but not in functional antagonism. Thorax 48: 547-
553, 1993. 

10. Linden A, Lofdahl CG, Ulman A, Skoogh BE: Non-adrenergic 
non-cholinergic responses stabilize smooth muscle tone with 
and without parasympathetic activation in guinea pig isolated 
airways. Eur Respir J 6: 425-433, 1993. 

11. Pop a VT: Bronchodilatory activity of an HI blocker 
chlorpheniramine. J Allergy Clin Immuno 59: 54-63, 1977. 

12. Martin CAE, N aline E, Bakdach H, Advenier C: P 3 adrenoceptor 
agonist, BRL 3 7344 and SR 58611 A do not induce relaxation 
of human, sheep and guinea pig airway smooth muscle in 

vitro. Eur Respir J 7: 1610-1615, 1994. 
13. Barnes PJ: New drugs for asthma. Eur Respir J 5: 1126-1136, 

1992. 
14. Buckle DR, Arch JRS, Boering NE, Foster KA, Taylor JF, 

Taylor SG, Shaw DJ: Relaxation effect of potassium channel 
activators BRL 38227 and Pinacidil on guinea pig and human 
airway smooth muscle, and blockade of their effects by 
glibenclamide and BRL 31660. Pulmon Pharmac 6: 77-86, 
1993. 

15. Van Amsterdam RGM, Meurs H, Brouwer F, Postema JB, 
Timmermans A, Zaagsma J: Role of phosphoinositol 
metabolism in functional antagonism of airway smooth muscle 
contraction by beta-adrenoceptor agonist. Eur JPharmac 172: 
175-183,1989. 

 [
 D

ow
nl

oa
de

d 
fr

om
 m

jir
i.i

um
s.

ac
.ir

 o
n 

20
25

-0
8-

01
 ]

 

Powered by TCPDF (www.tcpdf.org)

                               6 / 6

https://mjiri.iums.ac.ir/article-1-1077-en.html
http://www.tcpdf.org

