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Abstract 
The present trial was undertaken to study the pharmacological effects of a Unani Compound Formulation 
with inhalation of Kalonji and its safety in CRS patients. 
In this randomized, single-blind, standard controlled trial, 75 CRS patients were randomly allocated to 
three groups. In Group A, Unani oral compound formulation of Katan (Linum usitatissimum), Filfil Siyah 
(Piper nigrum) & Asl-e-Khalis (Honey)-6gm BD with steam inhalation of Kalonji (Nigella sativa), in 
Group B, the same oral formulation in same dose with steam inhalation, and in Group C, Tab Alaspan 
1OD with Karvol Plus inhalation was given. Patients were investigated in the lab for haematological and 
safety parameters like CBC with ESR, AEC, IgE, LFT, and KFT before and after six weeks of treatment. 
The statistical analysis of the data generated was performed by using paired T-test. The results of the data 
of 60 patients who completed the study show that the test drug has statistically significant anti-
inflammatory and antiallergic effects which help to resolve CRS. The formulation is safe as there was no 
statistically significant effect on safety parameters.  
The formulation has significant anti-inflammatory and anti-allergic effects in CRS patients. A 
multicentric trial of the test drug on larger sample size for a longer duration is required to establish the 
pharmacological effects of the formulation on CRS patients. 
 
Keywords: Katan, filfil siyah, kalonji inhalation, CRS, anti-inflammatory, anti-allergic 

 
Introduction 
Chronic Rhinosinusitis (CRS) is the inflammation of the nose and paranasal sinuses. It is a 
very commonly occurring disease; adversely affecting the health of the population world over. 
Standard Medical Treatment of CRS comprising antibiotics, decongestants drops, 
antihistaminic and mucolytic agents on long term usage results in many side effects i.e. drug 
resistance, allergic reactions, altered normal flora of the intestine [1, 2]. 
In some cases of CRS; surgery is recommended but in 20% of cases revision surgery is needed 

[2, 3]. 
In the US as per an earlier estimate by the American Academy of Otolaryngology, more than 
37 million Americans have at least one episode of CRS in a year, which lasts for more than 8-
12 weeks and can significantly affect the worker’s productivity and school performance on an 
individual level. In a recent study, it has been concluded that there was a loss of 21.2 
household days/year due to daily sinus care requirements with an annual productivity cost of 
$10,077.07 per patient in the USA [2, 4].  
The use of herbal medicines and phytonutrients or nutraceuticals continues to expand rapidly 
across the world with many people now resorting to these products for the treatment of various 
health challenges in different national health-care settings [5].  
Although some herbal medicines have promising potential and are widely used, many of them 
remain untested and their use is also not monitored. This makes knowledge of their potential 
adverse effects very limited and identification of the safest and most effective therapies as well 
as the promotion of their rational use more difficult [6].  

Though Unani Medicines are almost safe for human use and effective in the treatment of 
various diseases as they are based on the thousands years of clinical experience of Unani 
Physicians but it lacks evidence on modern parameters. To generate new evidence on modern 
parameters; A randomized, single-blind, standard controlled study of a Unani oral compound 
formulation of Katan (Linum usitatissimum), Filfil Siyah (Piper nigrum) & Asl-e-Khalis 
(Honey) with steam inhalation of Kalonji (Nigella sativa) from classical Unani literature was 
undertaken to assess the safety, efficacy, and its possible pharmacological effect in Iltehab 
Tajaweefe Anaf Muzmin (CRS) patients [7].  
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In classical Unani medical literature the pharmacological 

properties of Katan, Filfil Siyah, Asl-e-Khalis and Kalonji the 

ingredients of the formulation have been described as 

Mohallil-e-Auram (anti-inflammatory) besides other 

properties [8, 9, 10].  

In some of the pharmacological/clinical studies the results 

shows that Katan (Linum usitatissimum) 

pharmacological/clinical studies the results shows that Katan 

(Linum usitatissimum) has potential anti-inflammatory and 

antibacterial properties [11, 12]. It has been also proven that the 

other ingredient Filfil Siyah (Piper nigrum) to possess the 

potential anti-inflammatory, antibacterial, antifungal, and 

immune-suppressant activities besides its action of enhancing 

the bioavailability of medicines in blood as per the results of 

the scientific studies [13]. 

In some pharmacological/clinical studies, it has also been 

proved that Honey has potential antibacterial activity [14]. 

After an in-vitro study, Nigella sativa has shown preventive 

effects on tracheal response and lung inflammation in guinea 

pigs exposed to Sulfur Mustard [15]. In a comparative clinical 

study it was concluded that steam inhalation with Nigella 

sativa has been more effective than Chamomile in relieving 

symptoms of Chronic Bronchial Asthma [16]. In a double-blind 

clinical study, findings are consistent with evidence that N. 

sativa has anti-allergic effects [17]. 

 

Material and Methods 

Study design 
The present prospective study was carried out during July 

2014-June 2015 in the Department of Moalejat, Faculty of 

Unani Medicine, Majeedia Hospital, and HAH Hospital, 

Jamia Hamdard, New Delhi. The study is a randomized, 

single-blind, standard controlled trial. The patients of Chronic 

Rhinosinusitis were selected based on the definition of CRS 

under diagnostic criteria as “Chronic sinusitis is defined as a 

condition of more than 12 weeks duration that includes two or 

more major symptoms or at least one major and two or more 

minor symptoms [2, 18].  

All the patients were enrolled with prior screening as per the 

protocol approved by the board of studies, Jamia Hamdard. 

The duration of the study was 1 year and the duration of the 

protocol therapy was six weeks. The patients were enrolled 

after positive clinical history and examination with fulfilling 

both criteria; clinical and radiological. Ethical clearance was 

taken from the Institutional ethical committee before enrolling 

the patients for the study [2].  

 

Inclusion Criteria 

Chronic rhinosinusitis patients of both sexes between 18-75 

years of age with impaired quality of life, as measured by the 

Rhinosinusitis Disability Index (RSDI) and willing to 

participate in the study were included in the study. 

The patients were excluded from the study on the basis of i.e. 

Pregnancy, Diabetes mellitus, Hepatic Failure, CRF. Patients 

with use of any other investigational agent in the last 30 days 

and chronic or intermittent use of inhaled, oral, intramuscular, 

intravenous, and/or potent Steroids were excluded from the 

study [2, 19].  

The patients were taken as withdrawal cases during study on 

the basis of i.e. Failure to follow the protocol, any adverse 

reaction or adverse event and drug defaulters [2].  

 

Test drug 

Composition of the oral drug: 

1. Katan (Linum usitatissimum Linn.) 10.0gm/day 

2. Filfil Siyah (Piper nigrum Linn.) 2.0gm/day 

3. Asl-e-Khalis (Honey) 10.0gm/day 

 

Kalonji (Nigella sativa Linn) for steam inhalation. [20] 

All the herbs were procured from the local market. The drugs 

were identified in the Pharmacognosy lab, Department of 

Botany, Jamia Hamdard, New Delhi. The vouchers of all the 

crude drugs identified were deposited in the lab for future 

reference (Reference number; PL/JH-001547/2014/5/6/7/8). 

The granules dosage form was prepared as per the method 

prescribed in classical Unani literature. 

 

Control drug 
Composition of Tablet Alaspan AM 

Loratadine 5 mg 

Ambroxol 60 mg 

Capsule Karvol Plus for inhalation (Indoco Remedies Ltd) 

 

Dose and Administration 
Group A (Test Drug Group): The patients were instructed to 

take oral medication 6.0 gm BD after the meal. Kalonji 5gm 

was given to the patients with instructions for pounding than 

boiling it in water and inhaling its medicated steam after 

covering the head and face with a towel for 10 minutes BD [2, 

7, 16, 20].  

Group B (Test Drug Group): The patients were instructed to 

take oral medication 6.0 gm BD after the meal and to inhale 

the water steam after covering the head and face with a towel 

for 10 minutes BD. 

Group C (Control Drug): The patients were instructed to take 

Alaspan AM 1Tab OD and to put Capsule Karvol Plus 

contents in boiled water and to inhale its steam after covering 

the head and face with a towel for 10 minutes BD [2].  

 

Participants 
Seventy five patients who fulfilled the inclusion criteria as per 

the protocol and consented to participation were taken for 

study and were randomly allocated to the three groups. 

Guidelines for conducting clinical trials like Good Clinical 

Practices (GCP) and the Helsinki declaration of 2013 were 

adhered to during the study. A detailed history and 

examination of the patient were recorded in the "Clinical 

Record File”.  

 

Laboratory Procedures 

Complete Blood Count (CBC) with Erythrocytes 

Sedimentation Rate(ESR), Immunoglobulin E (IgE 0-

10=Low, 10-100=Normal, 100> = Elevated), Absolute 

Eosinophils Count (AEC), Liver Function Tests (LFT), 

Kidney Function Tests (KFT), X-ray Chest-Postero-anterior 

view, CT scan Para Nasal Sinuses, Nasal Swab culture, and 

sensitivity test & cytology, Electro Cardio Cardiogram 

(ECG), Urine R/M were performed on day 1 and 42 [2, 18].  

The selected patients were given medication for one week at 

the initial visit followed by biweekly visits and were directed 

to come for follow-up as per the schedule given in Table 1. 

 
Table1: Patients Follow-up Schedule 

 

Visits Ist 2nd 3rd 4th 5th 

Days 0 7th 14th 28th 42th 

 

Randomization 
All the eligible patients were randomized to three parallel 
groups; test drug group (Group A) with inhalation of Kalonji 
steam, test drug group (Group B) with inhalation of steam, 
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and control group (Group C). The statistician generated a 
randomized list with the help of the block 
randomization method. The Assistant assigned the patient to 
the three groups as per the randomized list. The medical staff 
and patients were blind to the way of randomization. 
 
Outcome 
Effect of treatment on haematological parameters 
Assessment of the effect of test drug and control drug on the 
haematological parameters was based on the laboratory tests 
done before and after 6 weeks of treatment. 
 
Effect on Safety parameters 
Assessment of the safety of test drug and control drug on the 
LFT and KFT was based on the test done before and after 6 
weeks of treatment. 
The statistical analysis was done by using paired T-test by 
comparing the mean of the test data before and after 6 weeks 
of treatment. 
 
Results and Discussion 
The 60 patients of CRS completed the 6 weeks study period 
with 20 patients in each group.  
 
Effect of test and control drugs on haemoglobin 
After treatment, there was statistically significant decrease in 
the Mean haemoglobin level in both test drug groups (A & B). 
(p<.05)  
 
Effect of test and control drugs on Total Leucocytes Count 
(TLC) 
After treatment, there was statistically non-significant drop 
off in the Mean of TLC in both test drug groups (A & B) and 
Control group C.  

Effect of test and control drugs on neutrophils 
After treatment, there was statistically non-significant rise in 
the Mean of Neutrophils in test drug group A, and decrease in 
groups B & C. 
 
Effect of test and control drugs on lymphocytes 
After treatment, there was statistically non-significant drop 
off in the Mean of Lymphocytes in the test drug group A with 
an increase in the test drug group B. There was no change in 
control group C. 
 
Effect of test and control drugs on eosinophils 
After treatment, there was statistically non-significant 
decrease in the Mean of Eosinophils in both test drug groups 
(A & B) and also in the control group C. 
 
Effect of test and control drugs on basophils/monocytes 
After treatment, there was statistically non-significant 
decrease in the Mean of Basophils/ Monocytes in both test 
drug groups (A & B) and control group C. 
 
Effect of test and control drugs on ESR 
After treatment, there was a decrease in the Mean of ESR 
along with the groups (A, B & C) which were statistically 
significant. (Table 2) 
 
Effect of test and control drugs on LFT, and KFT 
There was effect of the treatment on different safety 
parameters of LFT and KFT in test groups (Groups A & B) 
and control group (Group C) but did not show any significant 
statistical difference. (Table 4) 

 
Table 2: Effect of Treatment on haematological parameters of CRS patients in group A, B & C 

 

Haem-atological 

Parameters 

Group A Group B Group C 

BT 

Mean ± SD 

AT 

Mean ± SD 
p Value 

BT 

Mean ± SD 

AT 

Mean ± SD 
p Value 

BT 

Mean ± SD 

AT 

Mean ± SD 
p value 

Hb% 
13.435 

1.221 

12.94 

1.595 

.0400 

S 

13.575 

1.393 

13.17 

1.29 

.016 

S 

13.12 

1.476 

12.96 

1.182 

.1272 

NS 

TLC 
7349.5  

1555.0 

6735.0 

1367.2 

.0898 

NS 

6657.5 

1769.5 

6295.0 

1283.2 

.290 

NS 

7732.5 

1400.4 

7133.0 

1942.1 

.178 

NS 

Neutro 

Phils 

58.5 

7.896 

61.8 

6.485 

.0608 

NS 

63.4 

4.4 

61.45 

4.48 

.263 

NS 

63.5 

5.67 

60.5 

10.3 

.208 

NS 

Lympho 

Cytes 

31.65 

5.694 

30.8 

6.225 

.2462 

NS 

28.5 

6.22 

30.75 

4.83 

.146 

NS 

29.9 

5.42 

29.7 

6.95 

.916 

NS 

Eosino 

Phils 

5.666  

2.336 

5.55 

1.8488 

.216 

NS 

6.0 

4.83 

5.6 

1.39 

.464 

NS 

5.5 

2.35 

4.2 

0.95 

.005 

NS 

Baso phils 

Mono Cytes 

2.4 

1.14 

1.85 

1.0894 

.094 

NS 

2.1 

1.07 

1.75 

1.11 

.309 

NS 

1.5 

0.89 

1.4 

1.14 

.635 

NS 

ESR 
23.25 

6.677 

21.05 

6.232 

.0386 

S 

22.95 

5.014 

20.25 

5.30 

.0398 

S 

21.35 

7.611 

18.2 

5.758 

.0008 

S 

BT=Before Treatment, AT= After Treatment, SD= Standard Deviation, Hb=Haemoglobin 

S=Significant, NS=Non Significant, p value significant at <0.05 
 

Table 3: Effect of Treatment on AEC and IgE of CRS patients in Group A, B & C 
 

Haem-atological 

Para-meters 

Group A Group B Group C 

BT 

Mean ± 

SD 

AT 

Mean ± SD 

p 

Value 

BT 

Mean ± SD 

AT 

Mean ± SD 
p Value 

BT 

Mean ± SD 

AT 

Mean ± SD 
p value 

AEC 
484.65 

442.19 

350.00 

115.54 

.1018 

NS 

411.6 

272.92 

340.00 

126.57 

.133 

NS 

397.1 

214.4 

313.0 

172.02 

.008 

NS 

IgE 
592.06 

1225.293 

192.05 

266.6495 

.0411 

S 

423.58 

597.20 
159.44122.00 

.095 

NS 

162.4 

127.4 

71.405 

46.235 
.0003S 

BT=Before Treatment, AT= After Treatment, SD= Standard Deviation  

S=Significant, NS=Non Significant, p value significant at <0.05 
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Table 4: Effect of Treatment on Safety Parameters of CRS patients in Group A, B & C 
 

Safety Para- 

meters 

(LFT & KFT) 

Group A Group B Group C 

BT 

Mean ± SD 

AT 

Mean ± SD 
p Value 

BT 

Mean ± SD 

AT 

Mean ± SD 
p Value 

BT 

Mean ± SD 

AT 

Mean ± SD 
p Value 

Total Serum 

Bilirubin 

0.53 

35.11 

0.51 

0.17 

.079 

NS 

0.605 

0.233 

0.59 

0.35 

.033 

NS 

0.56 

0.30 

0.52 

0.22 

.254 

NS 

SGOT 
34.06 

16.86 

30.26 

14.09 

.180 

NS 

29.85 

9.01 

29.15 

15.41 

.290 

NS 

25.75 

9.28 

26.45 

9.38 

.178 

NS 

SGPT 
53.22 

44.16 

51.70 

40.66 

.134 

NS 

40.05 

17.32 

40.4 

13.57 

.263 

NS 

59.10 

14.08 

40.80 

12.93 

.208 

NS 

Serum Alkaline 

Phosphatase 

115.49 

35.11 

112.2 

6 

29.86 

.493 

NS 

105.61 

27.14 

110.0 

21.82 

.146 

NS 

114.6 

5 

31.98 

112.55 

33.84 

.916 

NS 

Blood  

Urea 

18.59 

7.89 

21.47 

7.61 

.216 

NS 

19.109 

8.404 

22.6 

6.25 

.464 

NS 

22.20 

7.57 

22.05 

8.64 

.8557 

NS 

Serum Creatinine 
0.68 

0.14 

1.121 

1.37 

.094 

NS 

0.762 

0.186 

0.79 

0.199 

.309 

NS 

0.73 

0.23 

0.71 

0.19 

.635 

NS 

Serum Uric Acid 
5.24 

1.35 

4.82 

1.21 

.204 

NS 

4.7385 

1.0110 

4.99 

1.473 

.133 

NS 

4.42 

1.22 

4.31 

1.13 

.9499 

NS 

BT=Before Treatment, AT= After Treatment, SD= Standard Deviation  

S=Significant, NS=Non Significant, p value significant at <0.05 

 

After treatment, there was no significant change in parameters 

of haemogram either in all the three groups (Table 2), except 

for both the test groups wherein haemoglobin levels fell to a 

statistically significant level after treatment which perhaps 

was due to the oral test drug Flaxseed as evidenced through 

earlier studies [21].  

ESR also decreased in all three groups, (Table 2) which was 

statistically significant indicating the effectiveness of the test 

drugs as well as the control drug.This was due to the anti-

inflammatory action of the Katan (Linum usitatissimum) the 

main ingredient of the formulation [11, 21, 23], Filfil Siyah (Piper 

nigrum) [24, 25] in test drug groups (A & B), and in group C 

of Ambroxol [26].  

The decrease in IgE level in group A may be attributed to the 

antihistaminic effect of Nigella sativa as nigellone contains 

flavonoids that efficiently inhibit the production of 

prostaglandins and leukotrienes from arachidonic acid 

because they block cyclo-oxygenase and lipoxigenase rl8lq [17, 

27, 28, 29, 30]. 

In group C, it may be due to antihistaminic effect of 

Loratadine [26].  

After treatment results did not show any statistically 

significant difference in the safety parameters hence the test 

drug is safe and did not raise any safety issue. Moreover, this 

formulation has been found as an effective and safe regimen 

in the treatment of Chronic Rhinosinusitis a chronic 

inflammatory disease after clinical trial [2]. This study also 

approves Mohallil-e-Auram (Anti-inflammatory) the main 

pharmacological property of the ingredients of compound 

formulation; Katan, Filfil Siyah, Asl-e-Khalis and Kalonji as 

per the claims of Unani classical literature [6, 7, 8].  

 

Conclusion 

From the data analyses of the lab investigations like CBC 

with ESR, AEC, IgE, LFT, and KFT before and after 

treatment of six weeks it may be concluded that the test drug 

has anti-inflammatory and antiallergic effects which help to 

resolve chronic rhinosinusitis-a chronic inflammatory disease 

with a component of allergens as a causative factor in its 

pathogenesis [31]. It may also be concluded that the test Unani 

compound formulation is a safe regimen in CRS patients as 

there was no statistically significant effect on safety 

parameters. A multicentric trial of the test drug on larger 

sample size for a longer duration is required to establish the 

pharmacological effects of the formulation on CRS patients. 
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