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INTRODUCTION

Traditional healers play an important role in health care 
delivery system, particularly for the primary health care, in 
rural parts of  India. Many of  these traditional herbal health 
practices are popular among the community and claimed 
to be effective. However, most of  these formulations 
are not scientifically studied for their safety and efficacy. 
Hence, there is a need to evaluate the safety and therapeutic 
potentials of  these formulations. One such multi‑herbal 
traditional formulation has been evaluated in the present 
study. This formulation is being used for the treatment 

of  spasmodic abdominal pain in rural communities of  
Northern Karnataka, especially in Gokak and Hukkeri 
Talukas in Belgaum district of  Karnataka in India. Local 
traditional practitioners claim that, the formulation is safe 
and effective in relieving abdominal pain. After detailed 
discussion with the practitioners, regarding the signs and 
symptoms of  the pain, it was speculated that the formulation 
might be possessing anticholinergic/antihistaminic activity. 
Several reports are available on chemical components and 
biological activities of  the ingredients in the formulation. 
The first ingredient of  the formulation is Andrographis 
paniculata Nees.  (Acanthaceae), locally known as Nelabevu 
and is mentioned in various Ayurvedic formulations 
for the treatments of  fever, expectorant, diarrhea and 
inflammatory diseases.[1] A. paniculata reported to contain 
flavones and glycosides. Its various extracts have been 
studied for antipyretic, anti‑ulcerogenic, analgesic,[2] 
antioxidant and anti‑inflammatory activities.[3] The plant is 
also reported for hepatoprotective,[4] anti‑hyperglycemic and 
renal protective activities.[5] Cassia fistula L. (Caesalpiniaceae) 
is the other plant in the formulation, which is known as 
Kakke.[6] In Ayurveda, the plant is reported for Shoola, Gulma, 
Vibandha, Udavarta, etc. Aragvadhadi Kvatha Churna is an 
important formulation mentioned in Ayurveda, in which 
C. fistula is a major ingredient.[7,8] Flavones and glycosides 
are reported to be the major components in the plant.[9] 
The hepatoprotective,[10] hypoglycemic,[11] antitussive[12] and 
anti‑inflammatory activities are reported for the plant.[13] 
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The third plant, Foeniculum vulgare Mill., (Apiaceae), commonly 
known as Badesop, contains trans‑anethole as its major 
component. Indian pharmacopoeia of  Ayurveda suggest 
its uses for various ailments such as Shoola, Agnimandya, 
Kasa, Pravahika and Raktadosha.[7,14] The aqueous extract of  
F. vulgare has been reported for its anti‑ulcerogenic activity.[15] 
Analgesic,[16] anti‑inflammatory and antioxidant activities 
are also reported for various extracts of  the plant.[17] The 
fourth ingredient of  the formulation is Cuminum cyminum L. 
(Apiaceae), known in local language as Jeerige.[18] C. cyminum L. 
mentioned in Ayurveda for Agnimandya, Atisara, and 
Krimiroga. Hingvadi Curna, Jirakadyarista, Jirakadimodaka, 
Hinguvacadi Curna are the popular formulations comprising 
this plant.[7,19]  The reported major chemical components 
from the plant were A‑pinene, 1, 8‑cineole, cuminol, cuminic 
alcohol, γ‑terpinene, safranal, p‑cymene and β‑pinene.[20] 
The oil from C. cyminum has been reported for analgesic 
effect,[21] while aqueous extract of  the plant is reported 
for relaxant activity in guinea pig tracheal chain model.[22] 
However, no reports are available on antispasmodic activity 
of  the formulation as a whole, which is being used in the 
community for several generations. The present study was, 
therefore, undertaken to evaluate the safety and efficacy of  
the formulation.

MATERIALS AND METHODS

Documentation of the traditional practice
The selected traditional practitioners were frequently visited 
and interviewed to get the details on disease, diagnosis, 
treatment, formulation and proportions of  the ingredients, 
method of  preparation, mode of  administration etc.

Plant material
The plants incorporated in the formulation, that is, 
A. paniculata Nees. C. fistula L., F. vulgare Mill. and 
C. cyminum L. were authenticated. Their voucher specimens 
were deposited in the Herbaria at Regional Medical Research 
Centre (ICMR), Belgaum. These specimens are numbered 
as RMRC‑0007, 432, 501 and RMRC – 500 respectively. 
The parts of  medicinal value from the plants were collected 
with the help of  traditional practitioners.

Preparation of formulation
The formulation was prepared as per the processes 
employed in traditional practices. The ingredients were 
added in the same proportions, as in the traditional practice.

The method of  preparation was standardized in consultation 
with the traditional practitioners. In the practice, 2 TSF of  
this mixture is given orally, early in the morning for 1‑week. 
The coarse powders of  A. paniculata stem (1.57 g), C. fistula 
stem bark (3.16 g), F. vulgare seeds (2.3 g) were mixed with 
C. cyminum seeds (2.4 g). As there are no models available to 

evaluate the spasmolytic activity of  the powdered material 
directly, the water extract of  this formulation was prepared 
using cold maceration. The powder prepared is mixed 
thoroughly with 250 ml of  distilled water for 7 days at 
room temperature with daily muddling up. The supernatant 
water was carefully decanted on 8th day and was used for 
the experiments.

Drugs and chemicals
Histamine and acetylcholine were procured from 
Sigma‑Aldrich Chemical Co. calcium chloride  (CaCl2), 
magnesium sulfate, sodium chloride  (NaCl), dextrose, 
sodium hydrogen carbonate  (NaHCO3), potassium 
chloride (KCl) and sodium dihydrogen phosphate (NaH2Po4) 
were procured from local supplier.

Animals
Guinea pigs of  either sex weighing between 300 and 
500  g were procured from Shri Venkteshwara Traders, 
Bengaluru, India. They were housed in galvanized cages 
under standard conditions  (temperature 25°C  ±  3°C, 
relative humidity 50–60% and natural light and dark cycle). 
The animals were fed with a balanced diet formulated in 
the department  (cauliflower, cabbage, gram and wheat 
flour) and water was available ad libitum. The study was 
approved by Institutional Animal Ethics Committee, as per 
the guidelines of  Committee for the Purpose of  Control 
and Supervision of  Experiments on Animals.

Acute toxicity studies
Swiss mice weighing 20–25  g were used in the study. 
The animals were fasted overnight. A  single dose 
(2000  mg/kg body weight) of  herbal formulation was 
administered next day, between 10:00 and 11:00 am and the 
animals were observed as per Organization for Economic 
Co‑operation and Development  (OECD) guideline 
423–2002.[23]

Tissue preparation and spasmolytic studies
Overnight fasted (with free access of  tap water) guinea‑pigs 
of  both sexes were sacrificed with halothane over anesthesia. 
The ileum was isolated. The terminal portions, of  about 
10–20 mm in length, were taken after discarding the portion 
nearest to the ileocecal‑junction. The intestinal content was 
eliminated by washing with tyrode solution (composition 
NaCl 136.9; KCl 2.7; CaCl2 1.3; NaHCO3 11.9; MgCl2 1.1; 
NaH2PO4 0.4 and glucose 5.6) as prescribed by Jabeen et al.[24] 
The mesenteric residues were removed. 1.5 cm ileum tissue 
was mounted in 15  ml organ bath containing tyrode 
solution at 37°C, continuously bubbled with air. The 
tissue was allowed to relax for about 30  min with 1  g 
preload.[25] Drug contact was allowed for 30 s, followed by 
washing for 3 min. Effect of  acetylcholine and histamine, 
in a single dose  (1 µg), was recorded individually in the 
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absence of  herbal formulation. Similarly, effect of  herbal 
formulation (0.5 ml) alone was tested in the absence of  both 
acetylcholine and histamine. The test with a single dose of  
acetylcholine was repeated after wash period to confirm 
the tissue response. The tissue response for combination 
of  herbal formulation  (0.5 ml) and acetylcholine  (1 μg) 
was recorded, followed by the test with a single dose of  
acetylcholine. Tissue response for a single dose of  histamine 
was recorded, and test was conducted with a combination 
of  herbal formulation (0.5 ml) and histamine (1 μg). Finally 
histamine, in a single dose, was tested again to confirm the 
tissue response. All the tests were carried out twice, and the 
washing was repeated before each test.

Statistical analysis
The percent of  ileum relaxation induced by herbal 
formulation was calculated by assuming the contraction 
induced by spasmogens (acetylcholine and histamine) as 
100%. The ileum relaxation or contraction was expressed 
as mean ± standard error of  the mean (SEM) results were 
analyzed using one‑way ANOVA and Bonferroni post‑hoc 
test by considering P ≤ 0.05 as significant.

RESULTS

Acute toxicity
There was no mortality over a period of  observation for 
14 days in animals treated with a single dose of  2000 mg/kg. 
There were no other signs of  toxicity and adverse effects. 
LD50 was considered to be more than 2000 mg/kg.

Spasmolytic studies
The results of  contraction and relaxation are expressed in 
mm (millimeter) and represented as mean ± SEM [Table 1]. 
The herbal formulation reduced the ileum contraction 
induced by histamine and acetylcholine agonists [Figure 1]. 
The significant decrease  (P  <  0.01) was observed in 
histamine with herbal formulation (26.01 ± 3.53), compared 
to histamine alone  (53.38  ±  8.29). Similar significant 
decrease  (P  <  0.05) was observed also in acetylcholine 
with herbal formulation  (20.83  ±  4.24), compared to 
acetylcholine alone (44.38 ± 4.84). The herbal formulation 
alone did not showed any changes (contraction/relaxation) 
in the tissue.

DISCUSSION

The herbal formulation showed significant inhibition 
in the amplitude of  spontaneous contraction of  guinea 
pig ileum. Results showed that the herbal formulation is 
capable of  inhibiting acetylcholine and histamine‑induced 
contractions. The current study also demonstrated 
that the herbal formulation has neither relaxing nor 

contracting effect on ileum; it antagonizes the effect of  
spasmogens such as acetylcholine and histamine. Among 
the ingredients of  the present formulation, only C. cyminum 
has been reported to possess relaxant like activity in guinea 
pig tracheal chain tissue.[22] However, no such reports 
were available for the other ingredients. The observed 
antagonism against the spasmogens suggests that the 
spasmodic action of  the formulation was produced by all 
ingredients of  the used herbal formulation. The plants 
of  herbal formulation are not yet reported for such 
relaxant activity except C. cyminum. The relaxant effect of  
formulation may be due to multiple plants.

CONCLUSION

Based on the data obtained, it can be concluded that, the 
traditional formulation is found to be safe and effective 
in the experimental model of  the spasmodic pain. The 
study supports the claim of  the traditional practitioners 
that this formulation can be used for the spasmodic pain 
treatment. Further work is being carried out to determine 
the responsible fraction of  the plant by employing the 
suitable model.
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Table 1: Changes in treated and nontreated 
ileum contraction/relaxation
Test Mean±SEM (mm) Percent change P
1 µg histamine 53.38±8.29 48.79 ≤0.01
1 µg histamine+0.5 ml 
herbal formulation

26.01±3.53*

1 µg acetylcholine 44.38±4.84 47.02 ≤0.05
1 µg acetylcholine+0.5 ml 
herbal formulation

20.83±4.24**

*P<0.05, **P<0.01. SEM=Standard error of mean

Figure 1: Effect of herbal formulation on ileum contraction. *P < 0.05, 
**P < 0.01. Hista: Histamin, Hista + HF: Histamin + herbal formulation, 
ACH: Acetylcholine, ACH + HF: Acetylcholine + herbal formulation



Kumar, et al.: Spasmolytic effect of traditional herbal formulation

Journal of Ayurveda & Integrative Medicine | July-September 2015 | Vol 6 | Issue 3� 197

for sharing their information through Belgaum Integrated Rural 
Development Society, Naganur, Belgaum, Karnataka, India.

REFERENCES

1.	 Warrier  PK, Nambier  VP. Indian Medicinal Plant, A 
Compendium of 500 Species. Vol. 2. Chennai: Published by 
Orient Longman; 1994.

2.	 Madav S, Tripathi HC, Mishra SK. Analgesic, antipyretic and 
anti‑ulcerogenic effects of andrographolide. Indian J Pharm 
Sci 1995;57:121‑5.

3.	 Sheeja  K, Shihab  PK, Kuttan  G. Antioxidant and 
anti‑inflammatory activities of the plant Andrographis 
paniculata Nees. Immunopharmacol Immunotoxicol 
2006;28:129‑40.

4.	 Handa  SS, Sharma  A. Hepatoprotective activity of 
andrographolide from Andrographis paniculata against 
carbontetrachloride. Indian J Med Res 1990;92:276‑83.

5.	 Rao  NK. Antihyperglycemic and renal protective activities 
of Andrographis paniculata roots chloroform extract. Iran J 
Pharmacol Ther 2006;5:47‑50.

6.	 The Wealth of India  –  First Supplement Series. Vol.  2. 
New Delhi: NISCAIR (CSIR); 2007.

7.	 Anonymous. Ayurvedic Pharmacopoeia of India  (API). 
Part  I. 1st  ed., Vol.  1. New Delhi: Govt. of India, Ministry 
of Health and Family Welfare, Dept. of Ayurveda, Yoga and 
Naturopathy, Unani, Siddha and Homoeopathy; 2001.

8.	 Pandey G. Dravyagun.a Vijñāna. Vol. I. Varanasi: Krishnadas 
Academy; 2002. p. 167‑76.

9.	 Gupta V, Agrawal A, Tiwari HP. Isolation and characterization 
of two flavonoids and a xanthine glycoside from the stem 
bark of Cassia fistula Linn. Indian J Chem 1989;3:282‑4.

10.	 Bhakta  T, Mukherjee  PK, Mukherjee  K, Banerjee  S, 
Mandal SC, Maity TK, et al. Evaluation of hepatoprotective 
activity of Cassia fistula leaf extract. J  Ethnopharmacol 
1999;66:277‑82.

11.	 Espósito Avella M, Díaz A, de Gracia I, de Tello R, Gupta MP. 
Evaluation of traditional medicine: Effects of Cajanus cajan L. 
and of Cassia fistula L. on carbohydrate metabolism in mice. 
Rev Med Panama 1991;16:39‑45.

12.	 Bhakta T, Mukherjee PK, Saha K, Pal M, Saha BP. Studies 
on antitussive activity of Cassia fistula  (Leguminosae) leaf 
extract. Pharm Biol 1998;36:140‑3.

13.	 Ilavarasan R, Mallika M, Venkataraman S. Anti‑inflammatory 
and antioxidant activities of Cassia fistula bark extracts. Afr 
J Tradit Complement Altern Med 2005;2:70‑85.

14.	 Pandey G. Dravyaguna Vijnana. Vol. II. Varanasi: Krishnadas 
Academy; 2002. p. 580‑4.

15.	 Birdane FM, Cemek M, Birdane YO, Gülçin I, Büyükokuroglu ME. 
Beneficial effects of Foeniculum vulgare on ethanol‑induced 
acute gastric mucosal injury in rats. World J Gastroenterol 
2007;13:607‑11.

16.	 The Wealth of India. Second Supplement Series. Vol.  2. 
New Delhi: NISCAIR, CSIR; 2007.

17.	 Choi  EM, Hwang  JK. Antiinflammatory, analgesic and 
antioxidant activities of the fruit of Foeniculum vulgare. 
Fitoterapia 2004;75:557‑65.

18.	 Warrier  PK. The Wealth of India‑First Supplement Series. 
Vol. 1. New Delhi: NISCAIR (CSIR);2003.

19.	 Pandey G. Dravyagun.a Vijñāna. Vol. I. Varanasi: Krishnadas 
Academy; 2002. p. 875‑8.

20.	 Rong Li, Jiang  ZT. Chemical composition of the essential 
oil of Cuminum cyminum L. from China. Flavour Frag J 
2004;19:311‑3.

21.	 Mohammad  S, Peirovi  A, Mohammad  K. Anti‑nociceptive 
effect of the fruit essential oil of Cuminum cyminum L. in rat. 
Iran Biomed J 2002;6:141‑5.

22.	 Boskabady MH, Kiani S, Azizi H. Relaxant effect of Cuminum 
cyminum on guinea pig tracheal chains and its possible 
mechanism. Indian J Pharmacol 2005;37:111‑5.

23.	 OECD/OCDE. OECD Guidelines for the Testing of Chemicals, 
Revised Draft Guidelines 423: Acute Oral Toxicity – Acute 
Toxic Class Method, Revised Document. CPCSEA, Ministry 
of Social Justice and Empowerment, New  Delhi. Govt. of 
India; 2000.

24.	 Jabeen Q, Aziz N, Afzal Z, Gilani HA. The spasmogenic and 
spasmolytic activities of Lavandula stoechas are mediated 
through muscarinic receptor stimulation and calcium channel 
blockade. Int J Pharmcol 2007;3:61‑7.

25.	 Vogel GH, Vogel WH. Drug Discovery and Evaluation. 2nd ed. 
Berlin: Springer; 2002. p. 851‑2.

How to cite this article: Kumar D, Ganguly K, Hegde HV, Patil PA, 
Kholkute SD. Spasmolytic effect of traditional herbal formulation on 
guinea pig ileum. J Ayurveda Integr Med 2015;6:194-7.
Source of Support: Funded by Department of AYUSH, Government 
of India, Conflict of Interest: None declared.

Staying in touch with the journal

1)	 Table of Contents (TOC) email alert 
	 Receive an email alert containing the TOC when a new complete issue of the journal is made available online. To register for TOC alerts go to 

www.jaim.in/signup.asp.

2)	 RSS feeds 
	 Really Simple Syndication (RSS) helps you to get alerts on new publication right on your desktop without going to the journal’s website. 

You need a software (e.g. RSSReader, Feed Demon, FeedReader, My Yahoo!, NewsGator and NewzCrawler) to get advantage of this tool. 
RSS feeds can also be read through FireFox or Microsoft Outlook 2007. Once any of these small (and mostly free) software is installed, add  
www.jaim.in/rssfeed.asp as one of the feeds.


