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1.INTRODUCTION

The latest Global Burden of disease special Issue based on 2019 GBD data,
Asthma death rates were higher in low and middle income countries and prevalence was
highest in high income countries. Asthma is a chronic lung disease, characterized by
reversible airway obstruction due to spasms and secretions in the bronchi usually
resulting from an allergic reaction or hypersensitivity and causing difficulty in

breathing.

Asthma is one of the most common chronic disease affecting children. It is one
of the major noncommunicable disease affecting both children and adults. It is often
under diagnosed and under treated. Even though there are treatments available to

asthma, the death rates are more in asthma.

Asthma is included in WHO Global Action Plan for the prevention and control
of Non communicable Diseases and the United Nations, 2030 Agenda for sustainable

Development.

There is a faster rate than previously understood bronchial asthma in children.
There is a lack of national representative data on prevalence, risk factors and prognosis
of the disease, so there is an urgent need in more health research in this field of priority

attention and direction.

In the past decade there is a multi-fold increase in incidence of bronchial asthma.
This is because of epic industrialization and urbanization. There is also a wrong belief
that asthma persist only in urban areas and there is also a study which shows that a

marked increase in incidence of asthma in rural areas.

Emotional disorders are experienced by large number of asthmatic children.
They will be dependent in all situations. Over protection, disturbs the development of
self-reliance. Increased concentration of family members to the affected child leads to

ego centrism and infantilism.



WORLD ASTHMA DAY

Global Initiative for Asthma (GINA), a WHO collaborative organization
founded in the year 1993, is observing first Tuesday of may of every year as “World
Asthma Day” from 1998 on words. It is for creating awareness regarding the asthma
among the people of the world. In this connection, the theme of this year is decided as

“Closing gaps in Asthma care” which was observed on 3.5.2022.
THE CURRENT GAPS ARE:

1. In equal access to diagnosis and treatment.

2. Between care for different socioeconomic, ethnic and age groups.

3. Between wealthy and poorer communities and countries.

4. In communication and education provided for people with asthma (quality of
asthma care and plan)

5. In communication and care across the primary, secondary, tertiary care.

6. In asthma knowledge and asthma awareness between health care providers.

7. In prioritization between asthma and other long-term conditions.

8. Between prescribing inhalers and monitoring adherence and ability to use
these devices.

9. Exist for the general public's (non asthmatic) and health care professionals
awareness and understanding the asthma is a chronic (non-acute) disease.

10. Between scientific evidence and acute delivery of care for people with asthma.

Siddha, a traditional system of medicine treating variable diseases since the
language Tamil formed. Siddha system acknowledges the treatment and management

of Non communicable disease at every time.

The treatment access method based on the three humoral theory. There are
several medication found in Siddha text which treat respiratory disorders.

Sooli Kanam, a Pediatric Siddha diagnosis can be clinically correlated with
Asthma.



Table no: 1.1 Comparison of Sooli Kanam with Childhood Asthma.

BTBBLOIY G LD

S.NO | SIDDHA ASPECTS MODERN COMPARISON
) L ) Prolonged expiration and expiratory
1. CLo6L (L& Fi6TIL_TH6D
wheeze
2. GMHLO6L DFHBID GBLIHH6D Prolonged Cough
3 OBeha, eumul, OFHTexTenL, Inflammatory changes due to chronic
' BTEE GeubEHl LT 8560 cough and breathing difficulty
Abdominal bloating and discomfort due to
) ) mouth breathing. Asthma itself
UIBmI CUITHLO6D _ o
4. ] ) able to induce Gastro intestinal symptoms
O 60IL_TFH6L ) _ )
such as abdominal distension due to
aerophagia.
) A . Nasal congestion and breathing difficulty,
5. GWHNSH STUILILITEDL D _6uIeniTSl | ) )
interferes with feeding
OBEh&ID ITULD LOEH6LD
o o o Cooling of the peripheries & halitosis form
6. GBI BSH0, (PpBHSHHl60

mouth.

Whatever the development has initiated in the management of asthma, still it

persist. The aim of this study is to evaluate the efficacy of Kagamaasi thylam in the

treatment and management of Sooli kanam (childhood asthma).




2. AIM AND OBJECTIVES

2.1. AIM

The primary focus of this study is to evaluate the efficacy of Kagamaasi thylam

(a Siddha drug) in the treatment and management of Sooli Kanam (childhood asthma).

2.2. OBJECETIVES

To assess the prognosis of Sooli Kanam (childhood asthma) using Pediatric

Asthma Severity Score and Peak expiratory flow meter.

To standardize the physicochemical and phytochemical properties of drug.



3. REVIEW OF LITERATURES
3.1. SIDDHA ASPECTS
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OpUISENI:

GIHMSHHBMET BTghenL FlwTed SeniliLged AT 2 6TenHmed, GBUISESHD)
ufl@snHemen  cpsold  GBHTWTENT  6IBGHMBBHHTEL  LITHBHBUILIL[BETENTT  6T6HLISH6m60
& 601 b &HEVTLD.

se@prwrefullesr Fpipeny GFrmHemsn aul 19edled 2aBml 6l WGHH L HHlev
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STEOILILL_L Sl
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WHeHTHH BBl Gompaubgser sLGWw”
- (GBTUI BTL6L (IpHeL UMHID)
LO[HSHGIULD:

1. GouBmiBlemev auenTFAWmL bH LIHHHHemen HenemensoliLiBGdHdh GeusmiBLd

2. Hediellenev aueMTFH WML hFH MuibHFHenenr FOULBHSH GeusmiBld

3. UHHGHBBHHTE0 UTHILDL B leTen aurHoHHewenud FAlLbGHsH CouswiBib.

4. cuetiomlo BIPHPH 2 L BHL BHEMET 6U6TeNID DML WFOFUILID clenHUT6D

NGIERUEY:: NG
Line of Treatment:

“Crumuimmg  GBTUILPS 6UMTlg  UIGhIEH6mT @D

eumul Brg eumuIiug GFulsv”

“o mmren emeld Lieniulememl HTeV(LpmHI

BHBMIET HMHHF OFule0”

- HHBGBe

Pathiyam (Diet):

‘USHBHWSHSHMTE6L  LIGOEDIGHTL TESHLD  LO[HHIE

UGS WkisseT Gumenmed Lisvelt CUT@ID - LHHUIGHI60
USHHWECL CeuBBIHMD LHIYHTHEG FHEJEITE0
USHHWECL 2 H&H6wetm LM’

—(Bmpemyuii  GeueusrLim)
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Pathiyam:

Siddhars advice regarding the diet regimen for Kaba patients is explained
below:

BHHHIM

GuuL_sv

LIT&H6V

0111

DGR HBTUI

L& B mIBTUl

BH6VSH HwIB

(LpeiTeNmIg

S T T T T S

“@5aM CuUIYLEd suemy ulBHUTSHED LIMHBIGETT 6w

DHHH HTUISEHD HBHMBLTULBMB HMFWITeD LiTdHmD - LlehdHGeut
QTuisHe FIewim HHeVH HewIHBMENL LL(LPeTHIES  (LP[HSHHHLOLID
SHAH UFelld sTwimeited esTeilujm &LHCHTTES Smemrom@o”

“Couemen ewIGHHHHT6M Oeil Fend FHIaUTH
Liemerm euFene0 HFb@E OLeuigiemmiben - Couenenuiensv
Capapellt Hemend Hemy OFuleuT SUCHST HHLD
SUbS6MILIGRIHBTEN  LOSIDBSI” .
- (UBTihs Gem Hbsmioeni)
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3.2 MODERN ASPECT

Asthma is defined as chronic inflammation associated with airway
hyperresponsivenes that leads to recurrent episodes of wheezing, breathlessness, chest
tightness and coughing that can vary over time and in intensity.

Asthma manifests as paraoxysmal dyspnoea, wheezing or cough. The necessary

component of asthma is bronchial reactivity.
Asthma is one of the non- communicable chronic lung disease.

It is the most common diagnosed chronic lung disease in children of all ages.

There has been no consenses on the definition of asthma.

Asthma is a still leading cause of emergency department visits, hospital
admission, absence from school, limitations in activity and sleep. Hence imposes a huge

burden on the individual , caregiver and the society.

The word asthma means struggling for breath. The syndrome is characterized by
attacks of expiratory dyspnoea not attributable to diseases of the heart or the lungs.
Measles and pertussis during the childhood, potentially allergic state can cause asthma

in later stage of life.
DEFINITION

The definition can be physiological, pathophysiological or symptom based.

GINA defines asthma as the chronic inflammatory disorder of the airways which
cause airway to be hyperresponsivenes to stimuli, which in turn causes airway
obstruction. Asthma is not a homogeneous disorder, it is the heterogeneous group of

wheezing syndrome.

EPDIEMOLOGY

Prevalence and severity of asthma in children is increasing among Indians. But

there is the paucity of data on Pediatric asthma.

300 millions, the present global asthma magnitude which is expected to be 400
million by the year 2025 compared to European countries. India has a lesser prevalence
of asthma. But the disease is not diagnosed properly and treated well. Sever asthmatics

were in large number in rural than in urban India.
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Asthma is one of the leading causes of years lived with disability and globally is
ranked at 16" number. It is ranked 28" among the leading cause of burden of diseases.
Prevalence of asthma increase in childhood but it has high mortality in adult age. Among
children prepubertal boys are more prone to disease than girls which later on changes

during adolescence. Hormonal changes play an important role.

During 1960-1985 acute severe asthma attacks increased in all age group
especially in preschool children. During 1990 and early 2000 the severity of the disease
was decreased. The global Initiative for Asthma (GINA) was established in 1989 in
order to make awareness about the prevalence of asthma and reduce the burden of
asthma worldwide. Among children, death rates for children ranges from 0 to 0.7/1000

people, globally.

An accepted measure of disease burden is Disability adjusted life years
(DALYSs). Among 5-14 years of age asthma is in the top 10 causes. For children of all

ages asthma is among the top 20 causes.

From 1970 to 2000 there is a steadily increase in asthma from both developed
and developing countries. The increased prevalence of asthma is noticed in following

situation;
% Rapid urbanization
% Heavy traffic areas
% Poor ventilated home
%+ Tobacco usage
% Male predominancy - the male to female ratio is 2:1

% Positive family history

India has prevalence of 10-15% in 5-11 years old children with the 15-20 million
asthmatics. Before 6 years of age itself, approximately 80% of asthmatics have been

reported.
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PATHOPHYSIOLOGY

In 19th century, the presence of airway inflammation has been found in asthma
patients. Moreover, airway remodeling characterized by airway thickening has also
recognised. Epithelial cells changes into mesenchymal cells. It plays a vital role in

remodeling. This remodeling includes histological changes in the airway wall followed

by smooth muscle hypertrophy and hyperplasia.

Asthma is recognised as a Th2 disease with increased level of IgE and
eosinophilic inflammation in the airway. Th2 cytokines causes airway inflammation and

induces airway remodeling. Since it is an allergic disorder,

Allergen

Dendritic cells

ll

Antigen presenting cells

ll

T- helper cells

ll

Activation of Th2 cells occurs

l

Asthma develops.

Nowadays, Th17 and Th9 cells are also modulating the disease.

Th17
ﬂ Produce
- 17A, II-17F, 11-22

ﬂ Cause

Airway inflammation
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Airway epithelium:

This is the frontline barrier in the lung preventive mechanism. When it became
damaged allergic disease occurs.

Inflammation

J

Epithelial damage

I

Increase in epidermal growth factor to repair epithelia
In this repair phase,

Profibrotic mediator

ﬂ Produce

Which induce airway wall thickening.
Airway smooth muscle

Prolonged exposure to the allergen increases smooth muscle thickness in the
airway. This muscle also contributes to inflammatory mechanism and airway

remodeling.

Genetics:

Though the specific contribution of genetics in asthma is not clearly classified, a
number of markers reliably associated with asthma and airway inflammation. Even

though its function is not known, one of the strongest loci for Asthma is in 17¢g21.

This gene is associated with the pathway and increase in eosinophil’s and CD4+
cells. Single nucleotide polymorphism on chromosome 8 associates with early lung

function decline.
Atopy:

There are several evidences which shows strongest link between asthma and

atopy. And also family history of atopy is one of the risk factor for developing asthma.
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Allergens play an important role in airway inflammation. Exposure to the
aeroallergen before the age of 5, increases the risk of asthma in adolescence.

Microbial exposure:

According to Hygiene Hypothesis children raised in the hygienic
environment have the higher risk of developing asthma. This is due to the weaker

immune system because of scanty microbial exposure.

Viral exposure plays an essential role in the development of asthma. Preschool
children present with RSV and HRV have the risk of developing wheezing in the next

years.

Infants with LRTI cause by Respiratory Synctial Virus have the chance of
developing persistent asthma in school ages.

Environmental Exposure:

Pollution due to urbanization has been a risk for developing asthma since
many years. Now, a cohort study conducted in Europe showed that there is no
association with pollutants and asthma. They have evidenced than increasing exposure

to nitric oxide and PM2.5 at birth associate with the risk of asthma at 12 years of age.

The another critical exposure is prenatal and early postnatal exposure to

environmental tobacco smoke which affect the immune system and lung function.
Prenatal and natal:

Maternal tobacco increases the risk of asthma. Diet which is containing high
vitamin E, zinc, polyunsaturated fatty acids acts as a protective agent against the
development of childhood asthma.

High sugar intake increases the risk of childhood asthma. Preterm birth is

associated with increased risk of asthma.

Sex:

Boys are more prone to childhood asthma than girls due to smaller airways.
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Vascular Responses:

Bronchial circulation plays a vital role in regulating airway caliber. The increase
in vascular volume may contribute to airway narrowing. Increased blood flow may be
important in clearing inflammatory mediators, this may play a role in development of

exercise induced asthma.
Inflammatory cell infiltration:
Eosinophils:

Eosinophils are appeared to be stimulated in the bronchial tissue as suggested by
their degranulation. These in turn release proinflammatory mediators which are known
to induce, epithelial injury, smooth muscle contraction, bronchial hyperresponsivenes,

increased vascular permeability with mucosal edema.
Eosinophils are the principle cell involved in the late phase reaction of asthma.
Lymphocytes:

Lymphocytes infiltrating the airway mucosa express CD4+ and CD8+
lymphocytes which amplify the inflammatory process and play a role in severe asthma.

Lymphocytes have essential role in the control of mast cell and eosinophil activation.
Mast cells:

Mast cells are effectors of the inflammatory process. They have a direct
relationship with smooth muscle cells. Mast cells are responsible for the immediate

bronchospasm.
Macrophages:

Macrophage secreted in the airway involves in the recruitment and activation of

other leucocytes.
Dendritic cells:

Dendritic cells are involved in intense inflammatory response. the exact role of

dendritic cells in asthma is unknown.
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Allergen challenge:

Activation and degeneration of mast cells followed by smooth muscle
contraction by mast cell mediators after the inhalation of allergens is the mechanism of
early asthmatic response. Neutrophils, eosinophils, T- lymphocytes migrate in the
airway causes edema of the airway and mucous secretion, smooth muscle contraction is

the mechanism of late asthmatic response.
Tumor necrosis factor (TNF-alpha)

This is a multifactorial cytokine which make effects such as inflammation
cytotoxicity and immunization. Some studies have mentioned a relationship between
severity of asthma and TNF-ALPHA. This is produced by lymphocytes, mast cells, NK

cells, endothelial cells, fibroblasts, microglial cells.
ETIO PATHOGENESIS:

The exact cause is unknown. It seems to be multifactorial.Genetic factor play an
important role in asthma. But it is not possible to isolate a single gene that is responsible

for asthma.

PATHOGENESIS OF ASTHMA:

Activated eosinophils and mast cells.

1

Structural changes to the epithelium.

1

Degradation of the epithelium & Junctional adhesion Structures are weakened.

1

Collagen deposited beneath the basement membrane.

1

Increased thickness in airway, smooth muscle & new blood vessels are generated

1

Inflammatory changes, Smooth muscle spasm, mucosal edema, Increased mucus
secretion, bronchial hyper reactivity.
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Small airway obstruction

|

Increased airway resistance

,

Prolonged expiration and wheezing

Significant feature in Asthma is v/q mismatch and hypoxia due to airway

obstruction.

Maternal asthma has the higher risk than paternal asthma. There is strong
evidence that the genes identified in one population may not be an important factor in
other population. Although the field of genetic is upcoming rapidly in the area of asthma,

the clinical applicability of this research is limited.
Triggers
Biological

¢ Dust mites

+ Cockroaches

+ Pollens

+ Fungi

¢ Pets (saliva, urine, hair)
+ Viral infections

+ Food

Irritants

¢ Tobacco smoke

¢ Cooking fuel smoke
+ Mosquito coil

¢ Smoke

* Sprays

* Perfumes
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Aerobiological

House dust mite is the most common. It takes 100 mites /g of dust to get
sensitization and 500 dust mite/g of dust to produce wheezing. The pollen, mould and

cockroach sensitivity is observed less frequently.
Viral infections

e RSV
e Rhinoviruses
are the important viruses which trigger Asthma. For 40% asthma virus is the

precipitating factor.
Seasonal variation

35% children experience asthma by seasonal variation. Nowadays there is the
prevalence of attack during summer also due to the conversion of oxides of nitrogen to
Os.

Food
The role of food is deficient to observe. The common allergens are

o Grapes
e Banana
e Guavas
e Citrus fruits
e |ce creams
e Tomatoes.

Pets

The saliva, urine, dander of the animals produces allergic sensitization. Cats are

more common than dogs.
Air pollution

The pollutants produced by the factories, mines, paper palm mills, auto mobile

exhaust, combustion of fossil fuels are the most important outdoor pollutants.

Respirable suspended particulates So., No, Co, Os triggers asthma.
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PHASES OF ASTHMA
There are two phases in asthma attacks
Early phase
10 mins of exposure

l

Release of histamine, leukotrines, prostoglandins, platelet activating factors,

bradykinin. l from Mast cells
Cause bronchoconstriction, mucosal edema, mucous secretion
l Manifest
Airway obstruction
l Inhibited by

Beta 2 agonist drugs.

Late phase

Starts within  3-4 hours later and than peaks at 8-12 hours

l

This phase present as clinical asthma

I

It is prevented by steroids

l

In this narrowing of airway mainly due to an inflammatory reaction and mucosal

edema.
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CLASSIFICATION:

*  Atopic
* Non atopic
*  Mixed
* Exercise induced
*  Aspirin induced
Asthma can be divided into two types:

* Recurrent wheezing in early childhood
*  Chronic persistent wheeze

1. Recurrent wheezing in early childhood

It is triggered by common viral infections. It is termed as early transient wheeze
or wheeze associated with lower respiratory tract infections. It is usually improved by 5

years of age.
2. Chronic persistent wheeze

It associates with allergy that persists in late childhood and adulthood also.
Family history, allergic rhinitis, atopic dermatitis, allergy are some of the common risk

factors.
The other type of asthma is
* Extrinsic- IgE mediated which precipitates by allergy
* Intrinsic- Non IgE mediated which precipitated by infections
* Mixed- usually excercise or aspirin induced asthma.
CLINICAL FEATURES:
v Acute asthma

v’ Begins with cold or spasmodic cough
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v' Dyspnoea

v" Wheezing

v Profuse sweat

v Fatigue

v Use of accessory muscle
v Severe episodes

v Air hunger

v' Breath sound become feeble

» Recurrent cough -90% of the time the presenting complaints will be cough. It
will be more at night or early morning. Crying, laughing and shouting will be
the induction factor sometime.

> Recurrent wheeze - It will be a prominent feature in lower respiratory tract
infections.

» Retraction with flaring of nostril will be present depends upon the severity.

» Post tussive vomiting will be present in 5% cases.

» Rarely abdominal pain and chest pain will occur.

DIAGNOSIS

According to the GINA guideline, wheeze on chest auscultation is a requirement

for secure diagnosis.

It can clinically diagnosed using history of the patient with

<> Cough

< Decreased physical activity

< General fatigue

< Difficulty in keeping up with peers in physical activities
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< Good response to bronchodilators/ steroids

<> Family history of asthma, atopic disorder

< History of allergic rhinitis, atopic dermatitis
< Presence of symptom when expose to triggers

Early diagnosis will be essential for improving the quality of life, physical and

psychological development.
Preschoolers

According to national guidelines an infant with more than 3 episodes of wheeze
in 1 year with family history of asthma and also having atopic features, aferile episodes,
cough more than 2 weeks with good response to bronchodilators can be diagnosed as

asthma.
School going children

Peak expiratory flow meter before and after salbutamol nebulization with
improvement of 12- 15% is highly suggestive of reversible airway obstruction in
asthma. Spirometry is the central tool for defining the obstructive airway diseases.
Eosinophill count is suggestive for an allergic phenomenon. Total IgE level is beneficial
only to recognise the atopic background of asthma.

EXAMINATION
Auscultatory reveals expiratory high pitched polyphonic wheezing.
During acute exacerbation

Tachycardia

Tachypnoea

Nasal flaring

Use of accessory muscles
Difficulty to feed in infants
Difficulty to talk

© © ®©® ®© © ©
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Life threating signs in acute severe asthma
© Fatigue
® Cyanosis
© Silent chest
INVESTIGATION

In many a time it is clinically diagnosed.
Spirometry

It is important in diagnosing obstructive lung disease. It can be used in the
doubtful cases of asthma. It can be used to monitor the response of the treatment. The
important parameters are PEFR, FEV1, FVC and FEV25-75.This can be done in

children older than 6-7 years of age.

FEV1 is the parameter used for documenting severity of asthma. FEV 25-75 is the
more sensitive indicator for airway obstruction. PEFR can be used as both diagnostic

and prognostic tool.
Absolute eosinophill count

This is useful in differentiating allergic and infectious nature of the respiratory

diseases. Antispasmodic therapy will be useful in eosinophilia case.
Chest X - ray film

It may be often normal. In case of asthma bilateral and symmetric air trapping

will be there in x ray film of the chest.
Allergy test

Skin test and radioallergenosorbent allergen specific IgE can be used for

investigation. But it has limited usefulness.
Peak flow meter

Children above the age of 5 can to use the instrument. It is very useful because it

will be cost effective and easily accessible.
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This can be used in early morning and evening for better results. Before starting
the assessment personal best value should be assessed.

Child is asked to take deep breath and exhale out with maximal effort. Best of three
readings should be taken for assessment. Depending upon the actual PEFR of the child,

three categories are identified.

Green zone

PEFR rate within 80% - it indicates the wellness of the child.
Yellow zone

PEFR rate within 50-80%- it indicates mild attack and inhalation therapy.
Red zone

PEFR rate within 50%- it indicates moderate to severe attack and hospitalization.

DIFFERENTIAL DIAGNOSIS
A. Atypical factors include
= Onset before 6 months of age
= Sudden onset of choking or coughing
= Stridor
= Failure to thrive
= Clubbing
= Wheezing with no response to medications
B. Alternative cause of wheezing include
= Acute bronchiolitis
= Foreign body aspiration
C. Congenital anomalies
= Vascular ring
= Sling or external compression of large airway
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D. Bronchiectasis
E. Cystic fibrosis
F. Psychogenic wheeze and Vocal cord dysfunction
G. Hypersensitivity pneumonitis
TREATMENT
Goals for Asthma treatments are
% Freedom from

e Symptoms

e Acute attacks

e Hospital visits

e Frequent school absenteeism

e Adverse drug effects

% Normal
e Daily activities
e Sports activities
e Growth charts
e PEFR/ spirometry
MANAGEMENT

The key components in managing Asthma are

¢ Education

¢ Environmental control

+ Pharmacotherapy

¢ Regular follow up
EDUCATION

Counseling part is very important. Every aspect of the disease must be clearly

explained to the parents and family
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ENVIRONMENTAL CONTROL

It is important to find out the allergens and irritants to avoid them. It is the

essential factor in controlling the asthma.
PHARMACOTHERAPY

The drug used in the management is relievers, preventers and long term

symptom relievers
Quick relievers
It is useful for acute attacks to relive bronchospasm as and when needed.

o Short acting beta2- agonists (salbutamol and terbutaline)
o Adrenaline
o Aminophylline

Preventers
It is used for long term to control the inflammation and to prevent further attacks.

o Leukotriene receptor antagonist
o Steroids
o Theophyline

Long term symptom relievers

It is used to relive bronchospasm for longer hours. Always used with inhaled

steroids. Long acting beta2 agonist (salmeterol, Formoterol, Bambuterol) are used.
FOLLOW UP

Regular follow up is the important factor in controlling the asthma. Give hope,

confidence, encourage sports activities in every follow up.
CO MORBIDITES
I.  Allergic rhinitis

Three fourth of the asthmatic children develops allergic rhinitis and it

will worsen the asthma.
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[l.  Sinusitis
Nearly 9% of asthmatics will have sinusitis.
[1l.  Otitis media-
Nearly 25% of children have serous otitis media.
IV. GERD-
It is quite common in infants.
PREVENTION:

a. Primary - To prevent sensitization to allergens

b. Secondary - To prevent the occurrence of symptoms and to avoid triggering
factors.

c. Tertiary - To control the symptom by environment control and taking

medication
COMPLICATIONS:
A Emphysema
A Atlectasis
A Cor pulmonale
A Pneumothorax
A Bronchiectasis
A TB ,in patient on prolonged steroid therapy
Choosing an appropriate inhaler devices
0-2 years - Metered dose inhaler with valved spacer with facemask
Second choice- nebulizer
3-6 years - Metered dose inhaler with valved spacer with mouthpiece

Second choice- nebulizer
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Above 7 years - Dry powder inhaler

Second choice - metered dose inhaler with valved spacer
with mouthpiece; metered dose inhaler with breath activation.

MANAGEMENT OF ACUTE ASTHMA ATTACKS:

Assess and manage the airway, breathing and circulation- if unwell with
respiration distress start high flow oxygen

If O, saturation is less than 94% start Oo.

PEF less than 50% over 5 years of age, give salbutamol 10 puffs via- spacer

device can be repeated half hourly until child become well.
Children with severe distress, salbutamol nebulization should be given
If child is not improving start 1V therapy.
INDICATIONS FOR ICU ADMISSION
1. Altered sensorium.
2. Use of continuous inhaled beta-agonist therapy.
3. Exhaustion.
4. Markedly decreased air entry.
5. Rising PCoz> despite treatment.
6. Presence of high risk factors.
7. Failure to improve, despite of adequate therapy
8. Apnoea or respiratory arrest.
9. Diminishing level of consciousness.

10. Poor response to supplemental oxygen therapy.

50



3.3 DRUG REVIEW

1.CHUKKU - Zingiber officinale

TAXONOMICAL CLASSIFICATION
KINGDOM Plantae
SUBKINGDOM Viridiplantae
PHYLUM Streptophyta
SUBPHYLUM Streptophytina
SUPERDIVISION Embryophyta
DIVISION Tracheophyta
SUBDIVISION Spermatophyta
CLASS Magnoliopsida
SUBCLASS Petrosaviidae
ORDER Zingiberales
FAMILY Zingiberaceae
GENUS Zingiber
SPECIES Officinale

Table no: 3.3.1Taxonomical classification of Chukku
SYNONYMS

English - Dried Ginger
Telugu - Sonti
Sanskrit - Nagaram
Kannada - Ona- shunti or sunthi
Malayalam - Chukka
Hindi - Sonth
PART USED - Rhizome

ORGANOLEPTIC CHARACTERS

Taste - Pungent
Character - Hot
Division - Pungent
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DESCRIPTION
Rhizomateous perennial herb, aerial shoot leafy upto 75cm tall. Leaves are
sheathing, alternate, linear and lanceolate. Flowers are yellow with dark purplish spots in

condensed spikes.

Habitat

Cultivated in tropics and subtropics.

CHEMICAL CONSTITUENTS

e 0 curcumene
e [ dcurcumene

e o bergamotene

e [ Y bisabolene

e [3, bourbornene

e dborneal

o Acetate calamene
e d camphene

e o cedrol

e Limonene

e Methylheptenone.

Active principle:
Ginger contains 0.25% to 3% volatile oil possessing the aroma but not the pungency

of the drug. Gingerol have antiulcer, antifungal, antiviral, insecticidal and antioxidant

activities.
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PHARMACOLOGICAL ACTIVITIES

Ginger inhibits cytokine. Cytokines are responsible for long term inflammation
process. Gingerol is the very important anti-inflammatory component.

e Immunomodulatory

e Antitumorous

e Anti- inflammatory

e Antiapoptic

e Antihyperglycemic

e Antihyperlipidemic

e Antiemetic

e Antioxidant
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THERAPEUTIC USES:
e Stomachic
e Carmintive
e Aromatic

e Stimulant

It is used in respiratory diseases such as cold, cough, throat complaints, asthma. It

is used is gastrointestinal disorders such as dyspepsia, flatulence, stomach ache and cramps.

2. MILAGU -Piper nigrum

TAXONOMICAL CLASSIFICATION
KINGDOM Plantae
SUBKINGDOM Viridiplantae
PHYLUM Streptophyta
SUBPHYLUM Streptophytina
SUPERDIVISION Embryophyta
DIVISION Tracheophyta
SUBDIVISION Spermatophyta
CLASS Magnoliopsida
SUBCLASS Magnoliidae
ORDER Piperales
FAMILY Piperaceae
GENUS Piper
SPECIES nigrum

Table No:3.3.2 Taxonomical classification of Milagu
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SYNONYMS

English - Black Pepper
Telugu - Miriyalu
Sanskrit - Maricha
Kannada - Menasu

Malayalam -  Kurumulaku
Hindi - Kali-Mirch

DESCRIPTION

A stout, glabrous climber, stems are terete. Leaves are broadly ovate. Bisexual

flowers in axillary spikes. Probably it originates from hilly regions.

PART USED - Fruits

ORGANOLEPTIC CHARACTERS

Taste - Bitter, Pungent
Character - Hot

Division - Pungent

CHEMICAL CONSTITUENTS

e Sabinene

e Limonene

e Caryophyllene
e Beta Piperine

e Alpha Piperine
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e Acid Amides
e Citronellol

e Pipecolic Acid

PHARMACOLOGICAL ACTIVITY

e Antihypertensive

e Antiasthmatic

e Antimicrobial

e Antioxidant

e Anticancerous

e Hepatoprotective

e Anti Diarrhoeal

e Antidepressants

e Immunomodulatory
e Anticonvulsant

e Anti-Inflammatory

e Immunomodulatory

Bioavailability enhancer
Piperine increases the absorption of many drugs by various mechanism. It is a potent

drug metabolism inhibitor. It increases the half life of certain drugs such as Amoxicillin,

ampicillin, carbamazepine, ciprofloxacin etc.
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THERAPEUTIC USES

It controls vitiated kabam and vaatham. Fruits are used in curing asthma,
cough, fever,arthritis, indigestion, dysentery. It is used as an excellent medicine in curing

malaria.
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3. THIPPILI-Piper longum

TAXONOMICAL CLASSIFICATION
KINGDOM Plantae
SUBKINGDOM Viridiplantae
PHYLUM Streptophyta
SUBPHYLUM Streptophytina
SUPERDIVISION Embryophyta
DIVISION Tracheophyta
SUBDIVISION Spermatophyta
CLASS Magnoliopsida
SUBCLASS Magoliidae
ORDER Piperales
FAMILY Piperaceae
GENUS Piper
SPECIES longum

Table:3.3.3 Taxonomical classification of Thippili

SYNONYMS

English Long Pepper
Telugu Pippili
Sanskrit Pipalee-
Kannada Hippfli-Beru
Malayalam KattuThippili
Hindi Felfelai — Maya
DESCRIPTION

An aromatic slender climber stems, creeping, jointed and become attached to other
plants. Leaves are 5- 9 cm long and 3-5 cm wide, subacute, entire, glabrous, cordate with
broad rounded lobes at the base. Spikes are pedunculate and upright. Male plants are larger

and female plants are slender.
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PART USED
Fruits
ORGANOLEPTIC CHARACTERS

Taste - Pungent
Character - Hot

Division - Pungent

CHEMICAL CONSTITUENTS

The plant contains essential oil consisting of long chain hydrocarbons, mono and
sesquiterpenes, caryophyllene being the main product.

PHARMACOLOGICAL ACTIVITES

The fruit extract protect guniea pigs against antigen induced bronchospasm and it

reduces passive cutaneous anaphylaxis

extract of Piper longum suppressed the cilliary movement of the esophagus. This in turn

may suppress the cough reflex

in rats. One of the alkaloid present in the crude

e Antifungal Activitiy

e Antimicrobial Activity
e Antidiabetic Activity

e Hypocholestrolemic Activity

e Antiulcer Activity

e Anti cancerous

e Immunomodulatory

e Hepatoprotective

e Anti Asthmatic Activity

Bioavailability enhancement

It enhances the drugs bioavailability possibly by modulating membrane dynamics.
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THERAPEUTIC USES

It is an appetizer, rejuvenator, subdues the deranged function of vaatham and
kabam ,purgative, anti asthmatic, expectorant, stomachic, antipyretic. The fruits and roots
are used in cough, bronchitis, asthma. The extract was active against gram positive and

gram negative bacteria
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4. MANATHAKKAALI- Solanum nigrum

TAXONOMICAL CLASSIFICATION
KINGDOM Plantae
SUBKINGDOM Viridiplantae
PHYLUM Streptophyta
SUBPHYLUM Streptophytina
SUPERDIVISION Embryophyta
DIVISION Tracheophyta
SUBDIVISION Spermatophyta
CLASS Magnoliopsida
SUBCLASS Asteridae
ORDER Solanels
FAMILY Solanacea
GENUS Solanum
SPECIES Nigrum

Table no: 3.3.4 Taxonomical classification of Manathakkaali

SYNONYMS

English - Black night shade
Telugu - Kamanchi - chettu
Sanskrit - Kakamachai
Kannada - Kakmunchi
Malayalam - Manithakkalai
Hindi - Mako
DESRIPTION

An annual, erect, much branched, unarmed herb upto 1m tall. Leaves are ovate,

glabrous. Flowers are white in extra axillary cymes. Fruit globose berry, glabrous,

purplish red when ripe, seeds many, ovate uniform.

PART USED

Whole plant
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ORGANOLEPTIC CHARACTERS

Taste - Sweet
Character - Cold
Division - Sweet

PHARMACOLOGICAL PROPERTIES:

It is, anti cancerous, anti fungal, anti larvicidal, antidepressant, antioxidative,
antiallergic, estrogenic, hepatoprotective, anticonvulsant, antidiabetic, immunomodulatory
anti microbial , anti ulcerous, cardiopeotective, analagesic, antidiarrhoeal, cytotoxic, anti
inflammatory,.

Anti inflammatory: Methanolic extract of the whole plant decreased the edema in
experimental animals.

Anti allergic activity: Petroleum ether extract of fruits inhibited the parameter linked to
the asthma.

Agueous extract of Solanum nigrum at 200 mg/kg is preventing chemotherapy induced oral
mucositis. Solanum nigrum extract prevent the increase in glutamate uptake and inhibit the
glutamate excitotoxicity. Therefore this may be anatural phenolic antioxidants and can be
used in theprevention and management of neurodegenerative diseases. Gentisic acid,
luteolin, apigenin, kamlerol, m- coumaric acid are rich in the Solanum nigrum leaves. This
extract have the ability to induce apoptosis and autophagy. So this antineoplastic activity

can be useful against treating breast cancer.

CHEMICAL CONSTITUENTS:

Luetin, Lycopen, Cryptoxanthin,Vitamin C, olmargine, Solasonine,, Tomatidenol,

Trigonene, Carotenes, Caffeoyl and Solanine.
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THERAPEUTIC USES:

The decoction of plant can be used as an anti spasmodic.The plant helps in removing
catarrhal matter and phlegm from the bronchial tubes in asthma patients. The friuts can also

be used beneficially in treating asthma.

5. NALLENNAI- Sesamum indicum

TAXONOMICAL CLASSIFICATION
KINGDOM Plantae
SUBKINGDOM Viridiplantae
PHYLUM Streptophyta
SUBPHYLUM Streptophytina
SUPERDIVISION Embryophyta
DIVISION Tracheophyta
SUBDIVISION Spermatophyta
CLASS Magnoliopsida
SUBCLASS Asteridae
ORDER Lamiales
FAMILY Pedaliaceae
GENUS Sesamum
SPECIES indicum

Table no: 3.3.5 Taxonomical classification of Nallennai
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SYNONYMS

English - Gingeli oil plant
Telugu - Nuvulu
Sanskrit - Tilam

Kannada - Ellu
Malayalam - Karuella

Hindi - Thil
DESCRIPTION

Stem is erect and covered with small hairs in its upper part. Leaves are 3to 17cm in
length and 1 to 7cm width. They are hairy and vary from ovate to lanceolate. Raceme type
of inflorescence. Flowers are zygomorphic and bell shaped. Colour of the flower is changed
from pale purple to white and it looks like foxglove appearance. Fruit is capsuled and it is
small, oval. Each capsule has 2-4 carpels. A single fruit contain numerous seeds of about
70-100.There are different colours in Sesame seeds.

Habitat

World largest producer of Sesame is India. It grows in almost all parts of the
country. The paler varieties are grown in west and Middle East and black in Far East. It is
an herbaceous tropical annual shrub, which reaches upto 0.5 to 2.0 m height
PARTS USED

Leaves, Fruit, Seed, Barks
ORGANOLEPTIC CHARACTERS

Taste - Pungent
Character - Hot

Division - Pungent
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PHARMACOLOGICAL ACTIVITIES

Antioxidant
Antifungal
Anticancerous
Anti-ageing
Vasorelaxant
Antihyperglycemic
Coagulant
Hypolipidemic activity

Neuroprotective

CHEMICAL CONSTITUTENTS

e Thelignans,

e Sesamolin,

e Sesamon

e Pinoresinol,

e Riciresinol,

e Globulin,

e Linoleic Acid

e Sesamol from Seasame seed is a lignin which have many biological functions
such as anti inflammatory, antioxidant and antitumor effects. Sesamol reduce
the secretion of TNF and IL- 6 which are the important inflammatory cells in
Asthmatic lungs.

e Excessive Th2 cell activation is one of the main mechanism in asthma , oral
sesamol administration have been studied that it could increase Thl cell
activity and inhibit Th2 cell activity.

e Tracheal epithelial cell releases high amount of exotoxin, which is
responsible for eosinophilic infiltration and migration into the lungs.

e It reduces the goblet cell proliferation in trachea which are responsible for the

excessive mucusproduction by inhibiting IL4 and IL13
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THERAPEUTIC USES

Oral sesamol administration improved the allergic and inflammation response

and inhibited eosinophill inflitration into the lung.
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INGREDIENTS OF KAGAMAASI THYLAM

o
CHUKKU MILAGU
Fig.no :3.1 Fig.no :3.2

THIPPILI MANATHAKKALI
Fig.no :3.3 Fig.no :3.4

NELLANAI
Fig.no :3.5
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4. MATERIALS AND METHODS
4.1. INTRODUCTION

A proposal of clinical trial using Kagamaasi thylam in the treatment and
management of Sooli Kanam (childhood asthma) in about 30 subjects for 45 days was
accepted and got approved before IEC with the number NIS/IEC/2020/D-18 on 21-12-
2020. The trial was also registered in Clinical Trial Registration of India with NO
CTRI/2021/08/035369.

30 patients attended the Kuzhandhai Maruthuvam OPD, NIS was included based on
the inclusion criteria and exclusion criteria. Consent and Assent was obtained from the

subjects and parents for entering into the study.

Information was collected through the Case Record Performa. Kagamaasi thylam
which was prepared in the Gunapadam Laboratory, NIS was given to the patients for 45

days.

Patient was reviewed on 0" 15th, 30th, 45th day of the study. Patient was assed

using the PAS score and peak flow meter.

The information and observation collected during the trial was statistically analysed

using the help of Statistician, NIS.
4.1.1 PREPARATION OF THE TRIAL MEDICINE
A) SOURCE OF TRIAL MEDICINE

The raw drugs were purchased from reputed raw drug store in, Chennai. Sesame

oil was obtained from the organic shop.
B) IDENTIFICATION AND AUTHENTICATION

All the herbal raw drugs were identified and authenticated by the competent

authority of Medicinal botany, NIS, Chennai.
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4.1.2 INTERNAL MEDICINE

KAGAMAASI THYLAM

aumudF FrOpent Gemtwild eIMBHGHIE CHMHH LHEH
STWEHS ST PeImIh HIGEWI(PSHSTB OpTigul emrell
UmTwgFgd Sempur eol_lgll LhaAIgm Heurd Bymeid
Gumwuenal UmEIG6T Guiwrd uflers wrd uiGs.

- CHeOIWIT MmBHEV QUTHBF Fi([HEHLD

S.No Ingredients Botanical Partused | Quantity | Purification method
name
Chukku o o ) Y4 palam Peeled the external
1. Zingiber officinale | Rhizome
(10 gm) layer
Soaked it in
_ ) ) ) Y4 palam )
2. Milagu Piper nigrum Fruit buttermilk for three
(10 gm)
hours
o ) Y4 palam Soaked it in lemon
3. Thippili Piper longum Seed o
(10 gm) juice
) ) Whole Ys padi Removed the dirt/
4. | Manathakkali Solanum nigrum o
plant (320 ml) unwanted things in it
. o ) Y4 Padi
5. Ellu ennai Sesamum indicum Seed oil -
(320 ml)

Table no. 4.1.2.1 Ingredients of internal medicine
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PREPARATION

The drug was prepared, under the supervision of Guide with the help of
laboratory in charge, Gunapadam laboratory, National Institute of Siddha. The prepared
medicine was also authenticated by the concerned Head of the department for its

completeness.
4.1.3 METHOD OF PREPARATION

All the above ingredients were purified. Fine powder was taken from the first three
ingredients and mixed with the juice prepared from the Solanum nigrum. Then Gingely
oil was added to the above prepared mixture and allowed to boil until it reached the

thylam consistency. Then it was preserved in an airtight container.
DOSAGE 5to7years- 3ml } morning and night after food

7to 12 years- 5ml for 45 days
Dispensing: Prepared medicine was given in a clean glass container.
Indication : Eraipu ( Asthma)
REFERENCE

The above mentioned trial drug formulation had collected from Siddha sashtric
book Theraiyar Thylavarga surukam (page no: 91) recommended by the Drugs and

cosmetic act 1940, Government of India.

4.2. PRECLINICAL STUDY OF KAGAMAASI THYLAM
i) Physicochemical analysis
ii) Phytochemical analysis
iii) Biochemical analysis

iv) Pharmacological activity
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4.2.1. PHYSICOHEMICAL ANALYSIS OF KAGAMAASI THYLAM

Physicochemical analysis of the trial drug KAGAMAASI THYALM was done at
Noble research solutions. 1ISO 90001-2015 certified company.

Determination of lodine value

About 20 gm of test sample was transferred into lodine flask, to which 10 ml
of chloroform was added and warmed slightly and cooled for 10 minutes. Followed
by this about 25 ml of Wiji’s solution was added in the same flask and shaked well.
The flask was allowed to stand for 30 mins and refrigerated for an hour. About 10
ml of KI solution was added to this and titrated against 0.1 N Sodium thiosulphate
solutions until the appearance of yellow colour. 1 ml of starch indicator was added
and again titrated against the sodium thiosulphate solution from the burette.
Disappearance of blue colour indicates end point. Repeat the above procedure

without taking sample and note the corresponding reading for blank titration.

Determination of saponification value

About 2 gm of test sample was transferred into the round bottomed flask. To
this about 20 ml of 0.5 N alcoholic KOH solution was added to the round
bottomed flask. Repeat the same procedure without taking the sample for blank
titration. Reflux both sample and blank round bottomed flasks for 1 hour. After
reflux, allow both the round bottomed flasks to cool. Titrate the samples using 0.5
N HCI with phenolphthalein indicator. The disappearance of pink indicates the end
point.

Determination of Viscosity value

Viscosity determination were carried out using Ostwald viscometers.
Measurement of viscosity involves the determination of the time required for a
given volume of liquid to flow through a capillary. The liquid was added to the
viscometer, pulled into the upper reservoir by suction, and then allowed to drain by
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gravity back into the lower reservoir. The time that it took for the liquid to pass

between two etched marks, one above and one below the upper reservoir, were measured.

Determination of Refractive Index

Determination of RL was carried out using Refractometer.

Determination of Weight per ml

Weight per ml was determined using the comparative weight calibration
method, in which the weight of 1ml of the base of the formulation was calculated
and then weight of 1 ml of finished formulation was calculated. The difference
between weight variations of the base with respect to finished formulation
calculated as an index of weight per ml.

Acid Value

Accurately 5 g of test sample was weighed and transferred into a 250 ml
conical flask. To this, a 50 ml of neutralized alcohol solution was added. This
mixture was heated for 10 min by heating mantle. Afterwards, the solution was
taken out after 10 min and 1 or 2 drops of phenolphthalein indicator was added.
This solution was titrated against KOH solution from the burette. The appearance
of pink color indicated the end point. The volume of consumed KOH solution was
determined and the titration of test sample was carried out in triplicate and the
mean of the successive readings were used to calculate the acid-value of the

respective sample by following expression.

Acid value = Tittre Value X 0.00561X 1000 / Wt of test sample ()
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Peroxide value

5 g of the substance being examined, accurately weighed, into a 250-ml
glass-stoppered conical flask, add 30 ml of a mixture of 3 volumes of glacial acetic
acid and 2 volumes of chloroform, swirl until dissolved and add 0.5ml volumes of
saturated potassium iodide solution. Allowed to stand for exactly 1 minute, with
occasional shaking, 30 ml of water was added and tittrate gradually, with continuous and
vigorous shaking, with 0.01M sodium thiosulphate until the yellow colour almost
disappeared. Added 0.5 ml of starch solution and continue the titration, shaking
vigorously until the blue colour just disappeared (a ml). Repeat the operation
omitting the substance being examined (b ml). The volume of 0.01M sodium
thiosulphate in  the blank  determination must not exceed 0.1ml.

Peroxide value = (a-b) / w

4.2.2. STERILITY TEST BY POUR PLATE METHOD
Objective
The pour plate techniques were adopted to determine the sterility of the

product. Contaminated / unsterile sample (formulation) when come in contact with
the nutrition rich medium it promotes the growth of the organism and after
stipulated period of incubation the growth of the organism was identified by
characteristic pattern of colonies. The colonies are referred to as Colony Forming
Units (CFUs).
Methodology

Test sample was inoculated in sterile petri dish to which about 15 mL of molten
agar 45°C was added. Agar and sample were mixed thoroughly by tilting and swirling the
dish. Agar was allowed to completely gel without disturbing it. (about 10 minutes). Plates
were then inverted and incubated at 37 °C for 24-48hours and further extended for 72 hrs
for fungal growth observation. Grown colonies of organism was then counted and
calculated for CFU.
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4.2.3 . TEST FOR SPECIFIC PATHOGEN
Methodology

Test sample was directly inoculated in to the specific pathogen medium(EMB, DCC,
Mannitol, Cetrimide) by  pour plate  method. The  plates  were
incubated at 370.C for 24 - 72hrs for observation. Presence of specific pathogen
identified by their characteristic color with respect to pattern of colony formation

in each differential media.

Organism Abbreviation Medium
E-coli EC EMB Agar
Salmonella SA Deoxycholate agar
Staphylococcus )

SA Mannitol salt agar
Aureus
Pseudomonas o

) PA Cetrimide Agar

Aeruginosa

Table 4.2.3. Detail of Specific Medium and their abbreviation
4.2.4. HEAVY METAL ANALYSIS

Methodology

Atomic Absorption Spectrometry (AAS) is a very common and reliable technique
for detecting metals and metalloids in environmental
samples. The total heavy metal content of the sample was performed by
Atomic Absorption Spectrometry (AAS) Model AA 240 Series. In order to
determine the heavy metals such as mercury, arsenic, lead and cadmium

concentrations in the test item.

Sample Digestion

Test sample was digested with 1mol/L HCI for determination of arsenic and
mercury. Similarly, for the determination of lead and cadmium the sample were digested
with 1mol/L of HNO3.
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Standard reparation

As & Hg- 100 ppm sample in Imol/LHCI Cd & Pb- 100 ppm sample in  1mol/L
HNO3

4.2.5. AFLATOXIN ASSAY OF KAGAMAASI THYLAM

Solvent

Standard samples were dissolved in a mixture of chloroform and acetonitrile
(9.8 : 0.2) to obtain a solution having concentrations of 0.5 pg per ml each of
aflatoxin Bl and aflatoxin G1 and 0.1 pg per ml each of aflatoxin B2 and aflatoxin
G2.
Procedure

Standard aflatoxin was applied on to the surface to pre coated TLC plate in

the volume of 2.5 uL, 5 uL, 7.5 puLL and 10 pL. Similarly, the test sample was placed and
allowed the spots to dry and developed the chromatogram in an unsaturated chamber
containing a solvent system consisting of a mixture of chloroform, acetone and isopropyl
alcohol (85: 10: 5) until the solvent front has moved not less than 15 cm from the origin.
Remove the plate from the developing chamber, mark the solvent from and allow the
plate to air-dry. Located the spots on

the plate by examination under UV light at 365 nm.
4.2.6. PESTICIDE RESIDUE:

Extraction

Test samples were extracted with 100 ml of acetone and followed by
homogenization for brief period. Further filtration was allowed and subsequent
addition of acetone to the test mixture. Heating of test sample was performed using
a rotary evaporator at a temperature not exceeding 40°C until the solvent has
almost completely evaporated. To the residue add a few milliliters of toluene and
heat again until the acetone is completely removed. Resultant residue will be

dissolved using toluene and filtered through membrane filter.
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4.2.7. TLC AND HPTLC ANALYSIS OF KAGAMAASI THYLAM
TLC ANALYSIS

Test sample was subjected to thin layer chromatography (TLC) as per
conventional one dimensional ascending method using silica gel 60F254, 7X6 cm
(Merck) were cut with ordinary household scissors. Plate markings were made
with soft pencil. Micro pipette were used to spot the sample for TLC applied
sample volume 10-micro liter by using pipette at distance of 1 cm at 5 tracks. In
the twin trough chamber with the specified solvent system after the run plates are
dried and was observed using visible light Short-wave UV light 254nm and light
long-wave UV light 365 nm.

HIGH PERFORMANCE THIN LAYER CHROMATOGRAPHY

ANALYSIS

HPTLC method is a modern sophisticated and automated separation
technique derived from TLC. Pre-coated HPTLC graded plates and auto sampler
was used to achieve precision, sensitive, significant separation both qualitatively
and quantitatively. High performance thin layer chromatography (HPTLC) is a
valuable quality assessment tool for the evaluation of botanical materials
efficiently and cost effectively. HPTLC method offers high degree of selectivity,
sensitivity and rapidity combined with single-step sample preparation. Thus this
method can be conveniently adopted for routine quality control analysis.
It provides chromatographic  fingerprint of  phytochemicals  which s

suitable for confirming the identity and purity of phytotherapeutics.
Chromatogram Development

It was carried out in CAMAG Twin Trough chambers. Sample elution was
carried out according to the adsorption capability of the component to be analyzed.
After elution, plates were taken out of the chamber and dried
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Scanning

Plates were scanned under UV at 366nm. The data obtained from scanning were
brought into integration through CAMAG software. Chromatographic finger print was
developed for the detection of phytoconstituents present in each sample and their

respective Rf values were tabulated.

4.2.8. PHYTOCHEMICAL ANALYSIS OF KAGAMAASI THYLAM

The phytochemical analysis of the trial drug Kagamassi Thylam was done
at Nobel research solutions. 1SO 9001-2015 certified company.

Test for alkaloids:

Mayer's Test: To the test sample, 2ml of Mayer’s reagent was added, a dull

white precipitate revealed the presence of alkaloids.
Test for coumarins:

To the test sample, 1 ml of 10% sodium hydroxide was added. The presence of

coumarins indicates formation of yellow color.
Test for saponins:

To the test sample, 5 ml of water was added and the tube was shaked vigorously.

Copious lather formation indicates the presence of Saponins.
Test for tannins:

To the test sample, ferric chloride was added, formation of a dark blue or

greenish black color shows the presence of tannins.
Test for glycosides- Borntrager’s Test

Test drug was hydrolysed with concentrated hydrochloric acid for 2 hours on a
water bath, filtered and the hydrolysate was subjected to the following tests. To 2 ml of

filtered hydrolysate, 3 ml of choloroform was added and shaked, choloroform layer was
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separated and 10% ammomia solution was added to it. Pink colour indicates presence of

glycosides.
Test for flavonoids:

To the test sample about 5 ml of dilute ammonia solution were added followed
by addition of few drops of conc. Sulfuric acid. Appearance of yellow color

indicates the presence of Flavonoids
Test for phenols:
Lead acetate test:

To the test sample; 3 ml of 10% lead acetate solution was added. A bulky white
precipitate indicates the presence of phenolic compounds.
Test for steroids:
To the test sample, 2ml of chloroform was added with few drops of conc. Sulphuric
acid (3ml), and shaked well. The upper layer in the test tube was turns into red and
sulphuric acid layer showed yellow with green fluorescence. It showed the presence of

steroids.

Triterpenoids
Liebermann—Burchard test: To the chloroform solution, few drops of acetic
anhydride was added then mixed well. 1 ml concentrated sulphuric acid was added from

the sides of the test tube, appearance of red ring indicated the presence of triterpenoids.
Test for Cyanins

A. Anthocyanin:
To the test sample, 1 ml of 2N sodium hydroxide was added and heated for 5
min at 100°C. Formation of bluish green colour indicates the presence of

anthocyanin.
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Test for Carbohydrates — Benedict’s test

To the test sample about 0.5 ml of Benedict’s reagent was added. The
mixture was heated on a boiling water bath for 2 minutes. A characteristic coloured

precipitate indicates the presence of sugar.
Proteins (Biuret Test)

To the extract 1% solution of copper sulphate was added followed by 5% solution

of sodium hydroxide, formation of violet purple colour indicates the presence of proteins.
4.2.9 Biochemical evaluation

Biochemical analysis of Kaagamaasi thylam was done at the Biochemistry

laboratory at National Institute of Siddha, Chennai.
Preparation of Extract:

5ml of sample was taken in a 250 ml clean beaker and added with 50 ml of
distilled water. Then it was boiled well for about 10 minutes. Then it was cooled and
filtered in a 100ml volumetric flask and made up to 100ml with distilled water. This
preparation was used for the qualitative analysis of acidic/basic radicals and biochemical

constituents in it.
Preliminary test for Copper, Sodium, Silicate and Carbonate:
Test for Silicate :
A little (5 00mg) of the sample was shaked well with distilled water.
A little (500mg) of the sample was shakedwell with con. HCI/Con. H2S04.
Action of Heat:

A small amount (500mg) of the sample was taken in a dry test tube and heated

gently at first and then strong.
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Flame Test:

A small amount (500mg) of the sample was made into a paste with Con.HCI in a

watch glass and introduced into non-luminous part of the Bunsen flame.
Ash Test:

A filter paper was soaked into a mixture of sample and dil. cobalt nitrate solution

and introduced into the Bunsen flame and ignited.
Test For Acid Radicals
Test For Sulphate:

2ml of the above prepared extract was taken in a test tube and 2ml of 4% dil.

ammonium oxalate solution was added.

Test For Chloride: 2ml of the above prepared extracts was added with 2ml of dil-HNO3

until the effervescence ceases off. Then 2 ml of silver nitrate solution was added.
Test For Phosphate:

2 ml of the extract was treated with 2ml of con.HNo3 and 2ml of dil. ammonium

molybdate solution.
Test For Carbonate:

2m | of the extract was treated with 2ml dil. Magnesium sulphate solution
Test For Nitrate:

1 gm of the substance was heated with copper and concentrated H2SO4 and

viewed the test tube vertically down.
Test For Sulphide:

1 gm of the substance was treated with 2ml of con. HCL
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Test For Fl uoride & Oxalate:

2ml of extract was added with 2ml of dil. Acetic acid and 2ml dil. calcium
chloride solution and heated.

Test For Nitrite:

3 drops of the extract was placed on a filter paper, on that-2 drops of dil. acetic
acid and 2 drops of dil. Benzidine solution were placed.

TEST FOR BASIC RADICALS
Test For Lead

2 ml of the extract was added with 2ml of dil. potassium iodine solution.
Test For Copper:

One pinch (50m @) of substance was made into paste with con. HCI in a watch

glass and introduced into the non-luminous part of the flame.
Test For Aluminium:

In the 2ml of extract dil. Sodium hydroxide was added in 5.drops to excess.
Test For Iron:
a. To the 2ml of extract 2ml of dil. ammonium solution was added
b. To the 2ml of extract 2ml thiocyanate solution and 2ml of con HNO3 was added.
Test For Zinc:

In 2ml of the extract dil.Sodium hydroxide solution was added in 5 drops to excess

and then dil.ammonium chloride was added
Test For Calcium:

2ml of the extract was added with 2ml of 4% dil.ammonium oxalate solution
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Test For Magnesium :
In 2ml of extract dil.sodium hydroxide solution was added in drops to excess.
Test For Ammonium:

In 2ml of extract 1 ml of Nessler's reagent and excess of dil. sodium hydroxide

solution were added.
Test For Potassium:

A pinch (25mg) of substance was treated with 2ml of dil. Sodium nitrite solution

and then treated with 2ml of dil. Cobalt nitrate in 30% dil. glacial acetic acid.
Test For Sodium:

2 pinches (50mg) of the substance was made into paste by using HCI and was
introduced into the blue flame o f Bunsen burner.

Test For Mercury:

2ml of the extract was treated with 2ml of dil. Sodium hydroxide solution.
Test For Arsenic:

2ml of the extract was treated with 2ml of dil. sodium. hydroxide solution.
OTHER CONSTI TUENTS
Test For Starch

2ml of extract was treated with weak dil. lodine solution
Test For Reducing Sugar

5ml of Benedict’s qualitative solution was taken in a test tube and allowed to boil
for 2 minutes and 8 to 10 drops of extract were added and again boil it was for 2

minutes.
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Test For The Alkaloids:
a) 2ml of the extract was treated with 2ml of dil. potassium iodide solution.
b) 2ml of the extract was treated with 2ml of dil.picric acid.
Test For Tannic Acid:
2ml of extract was treated with 2ml of dil. ferric chloride solution
Test For Unsaturated Compound:
In the 2ml of extract 2ml of dil. Potassium permanganate solution was added.
Test For Amino Acid:

2 drops of the extract was placed on a filter paper and dried well, and then 20ml of

Burette reagent was added in it.

4.2.10. PHARMACOLOGICAL ACTIVITY

Albumin Denaturation Assay Procedure
In-vitro anti-inflammatory activity KGT was studied using albumin denaturation

technique. The reaction mixture consisted of bovine serum albumin (5% aqueous
solution) and test sample chloroform extract of KGT at varying concentration ranges from
100 to 500 pg/ml along with standard Diclofenac sodium at the concentration of 100 ug
/ml of final volume. pH was adjusted by using a small amount of 1N Hydrochloric acid.
The samples were incubated at 37°C for 20 min and then heated at 57°C for 3 min. After
cooling the sample, 2.5 ml of phosphate buffer solution was added into each test tube.
Turbidity developed was measured spectrophotometrically at 660 nm, for control distilled
water was used instead of test sample while product control tests lacked bovine serum

albumin. The experiment was performed in triplicate.
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4.3 CLINICAL STUDY
This was an open clinical trial. Processed by the following methods
4.3.1INCLUSION CRITERIA:

Children of both sexes in the age group of 5 to 12 years with symptoms of

v Cough

v" Wheezing

v Tightness of chest
v" Shortness of breath
v Abdominal bloating

v" Loss of appetite

4.3.2 EXCLUSION CRITERIA:

v' K/C/O Hemoptysis
v K/C/O Active primary complex
v K/C/O Congenital heart diseases
v K/C/O Pneumonia

v' K/C/O Status Asthmaticus

4.3.3 WITHDRAWAL CRITERIA:

v" Intolerance to the drug & development of adverse reactions during
drug trial.

v' Patient’s poor compliance.

v’ Parents turned unwilling to continue in the course of clinical trial.

v" Increase in the severity of symptoms
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4.3.4STUDY ENROLLMENT

In this open clinical trial, patients reported at the NIS OPD were examined
clinically for enrolling in the study based on inclusion and exclusion criteria. The parents
of the children were informed about the study, trial drug, possible outcomes and the

objectives of the study in the language and terms understandable to them.
4.3.5 CONDUCT OF THE STUDY

The trial drug Kaagamaasi thylam as internal medicine was given for 45 days
(twice a day), patients were asked to visit the hospital once in 15 days. At each clinical
visit assessment was done and prognosis was noted before and after treatment. The
assessments include Siddha method of assessment and Assessment done by clinical

symptoms.

A) SIDDHA METHOD OF ASSESSMENT

% Nilam (Kurinji, Mullai, Marutham, Neithal, Paalai)

% Kaalam (Kaar, Koodhir, Munpani, Pinpani, Elavenil, Muthuvenil)

% Pori / pulangal (Mei /unavu , Vaai/suvai , Kan/paarvai , Mooku/naatram |,
Sevi/olli)

% Kanmendhiriyam/Kanmavidayam (Paani/ dhanam, Patham / ghamanam , Vaai /
vaaku , Uppattham/ visarkam , Paayuru/ Aanantham)

% Uyirthathukkal (Vali, Azhal, lyam)

% Udalthathukkal (Saaram, Sen neer, Oon, Kozhuppu, Enbu,
Moolai,Sukkilam/Suronitham)

% Envagaithervugal (Naa, Niram, Mozhi, Vizhi, Sparisam, Malam, Moothiram,

Naadi )
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B) CLINICAL SYMPTOMS

Patients were examined for symptoms and noted in the clinical assessment form on each

visit. The following parameters was used for the assessement of clinical symptoms.
®© Pediatric Asthma Score (PAS)

© Peak expiratory flow rate

4.3.6 DATA COLLECTION PROCEDURE
After the enrollment process data was collected on every visit to the OPD and was

documented in forms. This was monitored by the guide.

4.3.7 DATA ANALYSIS

All forms were further scrutinized for logical errors and incompleteness of data
before entering in computer to avoid any bias. All collected data were entered using MS
Excell software. A detailed data management plan was prepared. Database was prepared in
specialized software, software SPSS 17 version. Paired t test was used for the analysis.
Using Comprehensive electronic validation and consistency checks were done. Data entry
including double data entry was monitored. Query generation, handling, editing and
tracking were done carefully. 100% Quality Control of the efficacy parameters and safety

data were arrived. Data analysis was done with the help of statistician ,NIS.

4.3.8 ADVERSE EFFECTS / SERIOUS EFFECT MANAGEMENT
No adverse drug reaction was found during the study period.
4.3.9 ETHICAL ISSUES

e No other external and internal medicines was used. There was no infringement on
the rights of patient.

e The data collected from the children’s parent /guardian was kept confidentially. The
patient’s parent /guardian was informed about the diagnosis, treatment and follow
up.

e After the consent of the patient (through consent form) they were enrolled in the

study.

86



e Informed consent was obtained from the patient’s parent / guardian explaining in
the understandable language to his / her for the enrolment of the study.

e Treatment was provided free of cost.

4.3.10 DATA COLLECTION FORMS

FORM I - SCREENING FORM
FORM Il - ASSENT FORM
FORM Il - CONSENT FORM

FORM IV - CASE RECORD FORM

FORMYV  -DIETARY ADVICE FORM

FORM VI -PATIENT INFORMATION SHEET

FORM VIl - DRUG COMPLIANCE FORM

FORM VIII - WITHDRAWAL FORM

FORM IX - ADVERSE REACTION FORM

FORM X - PHARMACOVIGILANCE FORM
4.3.11 OUTCOME:

A) PRIMARY OUTCOME
Efficacy of the trial drug was measured using Peak expiratory flow meter, PAS
score showed extremely significant results.
B) SECONDARY OUTCOME

Antiinflammatory activity was found in the drug by physicochemical,
phytochemical, biochemical and invitro analysis.
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5. RESULTS AND OBSERVATION
5.1 PHYSICOCHEMICAL ANALYSIS OF KAGAMAASI THYLAM

Sample description of Kagamaasi thylam

Fig no: 5.1.1 Sample description

State Liquid

Nature Viscous

Odor Strong Characteristic
Touch / Consistency Non- Greasy

Flow Property Free Flowing
Appearance Greenish

Table no: 5.1.1 - Sample description of Kagamaasi thylam.

Inference

Kagamaasi thylam was greenish, non greasy viscous, liquid in nature. It had free

flowing property.
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Solubility Profile of Kagamaasi thylam

S.No | Solvent Used Solubility / Dispersibility
) Chloroform Soluble

) Ethanol Insoluble

3 Water Insoluble

A Ethyl acetate Soluble

. DMSO Insoluble

Table no: 5. 1.2 - Solubility Profile of Kagamaasi thylam

Inference
Kagamaasi thylam was solved in chloroform and ethyl acetate while insoluble in
ethanol, water and DMSO.

Final Test report of Kagamaasi thylam

S.No | Parameter KGT
1 Viscosity at 50°C (Pa s) 94.14
2 Refractive index 1.82

3 Weight per ml (gm/ml) 0.916
4 lodoine value (mg 12/g) 126.76
c Saponification Value 549.83

(mg of KOH to saponify 1gm of fat)

6 Acid Value mg KOH/g 1.0659
7 Peroxidase Value mEg/kg 2.128

Table no: 5.1.3 - Final report of Kagamaasi thylam
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5.2 STERILITY TEST BY POUR PLATE METHOD

As
Test Result Specification

perAYUSH/WHO
Total Bacterial Count Absent NMT 10°CFU/g As per AYUSH
Total Fungal Count Absent NMT 103CFU/g specification

Table -5.1.4 Sterility test by pour plate method.

Fig no: 5.1.2 Sterility test

Observation

No growth was observed after incubation period. Revealed the absence of specific
pathogen

Result

No growth / colonies was observed in any of the plates inoculated with the test
sample.
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5.3 Test for Specific Pathogen

Organism Specification Result Method
E-coli Absent Absent As per
Salmonella Absent Absent AYUSH
Staphylococcus aureus Absent Absent specification
Pseudomonas aeruginosa Absent Absent

Table no: 5.1.5 Test Report for Specific Pathogen
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Fig no: 5.1.4 Culture plate with Staphylococcus aureus specific medium

Fig no: 5.1.6 Culture plate with E-coli specific medium

Observation

No growth was observed after incubation period. Revealed the absence of specific
pathogens.

Result

No growth / colonies were observed in any of the plates inoculated with the test
sample.
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5.4 Heavy metal analysis:

Name of the | Absorption Max ) _ o
Heavy Metal A max Result Analysis Maximum Limit
Lead 217.0 nm 4.68 PPM 10 ppm
Arsenic 193.7 nm 1.85 PPM 3 ppm
Cadmium 228.8 nm BDL 0.3 ppm
Mercury 253.7nm BDL 1 ppm

Table no: 5.1.6 Test Report of Heavy metal analysis

Inference

Results of the present investigation had clearly shown that the sample had no traces

of heavy metals Cadmium and Mercury, whereas the sample showed the presence of Lead

and Arsenic at 4.68 and 1.85 PPM level.

5.5 Test for aflatoxin:

Aflatoxin Sample KGT AYUSH Specification Limit
Bl Not Detected - Absent 0.5 ppm
B2 Not Detected - Absent 0.1 ppm
Gl Not Detected - Absent 0.5 ppm
G2 Not Detected - Absent 0.1 ppm
Table no: 5.1.7: Aflatoxin report
Result:

The results shown that there were no spots identified in the test sample loaded on

TLC plates when compare to the standard which indicates that the sample was free from

Aflatoxin B1, AflatoxinB2, Aflatoxin G1, Aflatoxin G2
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5.6 Pesticide residues:

Test Result Analysis of the Sample KGT

Pesticide Residue Sample KGT AYUSH Limit (mg/kg)
I. Organo Chlorine Pesticides

Alpha BHC BQL 0.1mg/kg
Beta BHC BQL 0.1mg/kg
Gamma BHC BQL 0.1mg/kg
Delta BHC BQL 0.1mg/kg
DDT BQL 1mg/kg
Endosulphan BQL 3mg/kg
I1. Organo Phosphorus Pesticides

Malathion BQL 1mg/kg
Chlorpyriphos BQL 0.2 mg/kg
Dichlorovos BQL 1mg/kg
I11. Organo carbamates

Carbofuran BQL 0.1mg/kg
IV. Pyrethroid

Cypermethrin BQL 1mg/kg

Table no: 5.1.8: Pesticide residues result

BQL- Below Quantification Limit.

Result:

The results showed that there were no traces of pesticides residues such as Organo

chlorine, Organophosphorus, Organo carbamates and pyrethroids in the sample provided

for analysis.
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5.7 High Performance Thin Layer Chromatography Analysis of Kagamaasi thylam

Peak | Start | Start | Max | Max | Max |EndRF |End | area Area %
RF | height | RF | height | % height
1 0.00 |46.0 |0.03 |198.4 | 27.73 |0.04 8.1 2661.1 11.72
2 0.05 | 0.7 0.08 | 104.3 | 1459 |0.08 49.7 | 1043.2 4.59
3 0.08 | 549 |0.09 |113.6 |15.89 | 0.13 0.5 12019 |5.29
4 0.21 {391 |0.33 |2085 |29.15 |0.39 7.9 12570.3 | 55.34
5 0.71 | 23.7 |0.81 |58.6 8.19 0.88 17.9 | 4898.5 21.57
6 0.38 | 16,5 |0.89 |20.6 288 091 6.8 199.6 | 0.88
7 0.45 | 8.7 095 | 113 158 |0.97 4.8 138.3 0.61
8 0.51 | 3.3 052 | 125 |1.92 0.54 11.1 | 139.2 0.88
Table no: 5.1.9: Peak Table
REPORT

HPTLC finger printing analysis of the sample revealed the presence of seven
prominent peaks corresponding to the presence of seven versatile phyto components
present with it. Rf value of the peaks ranges from 0.05 to 0.94.
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Fig no: 5.1.6 HPTLC finger printing of Sample KGT

Fig no: 5.1.7 TLC Visualization of KGT at 366 nm Fig no: 5.1.8 3D - Chromatogram
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5.8 PHYTOCHEMICAL ANALYSIS OF KAGAMAASI THYLAM

Qualitative phytochemical Investigation

S.no Test Observation
1. Alkaloids Negative
2 Flavonoids Positive
3 Glycosides Negative
4. Steroids Positive
5 Triterpenoids Positive
6 Coumarin Negative
7 Phenol Positive
8 Tannin Positive
9 Protein Negative
10. Saponins Negative
11. Sugar Negative
12. Anthocyanin Negative
13 Betacyanin Negative

Table no: 5.1.10 Phytochemical analytical report
Interpretation

Phytochemical analysis showed the presence of Flavonoids, Steroids, Triterpenoids,

Phenol and Tannin.

97



5.9 BIOCHEMICAL ANALYSIS OF KAGAMAASI THYLAM

The qualitative study for acid and basic radical was studied in the Biochemistry

laboratory, NIS. The results were tabulated below.

S.no Parameter Observation Result

1 Test for Sulphate - Negative
2 Test for Phosphate - Negative
3 Test for Carbonate | Cloudy appearance present | Positive
4 Test for Sulphide - Negative

Table no: 5.1.11. Result of Acidic radical’s studies
Interpretation
The acid radicals test showed the presence of Carbonate.

Results of basic radicals studies

S.no | Parameter Observation Results

1 Test for Lead - Negative
2 Test for Copper - Negative
3 Test for Aluminium - Negative
4 Test for Iron Blood red colour appeared | Positive

5 Test for Zinc - Negative
6 Test for Calcium - Negative
7 Test for Magnesium - Negative
8 Test for Ammonium - Negative
9 Test for Mercury - Negative
10 Test for Arsenic - Negative

Table no: 5.1.12 Results of basic radicals studies
Interpretation

The basic radicals test showed the presence of Iron.
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Miscellaneous test results

S.no | Parameter Observation Results
1 Test for Starch - Negative
2 Test for Alkaloids - Negative
S Black precipitate is .
3 Test for Tannic acid Positive
formed
4 Test for Type of compounds | - Negative

Table no: 5.1.13. Miscellaneous test results

INTERPRETATION

There was presence of tannic acid.

5.10 PHARMACOLOGICAL ACTIVITY OF KAGAMAASI THYLAM

In-vitro Anti-Inflammatory Activity of Siddha formulation Kagamaasi thylam —

KGT by Protein (Albumin) denaturation Assay

Concentration in pg/ml Percentage Inhibition of Protein Denaturation

KGT 100 9.667 +3.042
KGT 200 15.07 £4.334
KGT 300 26.22 +7.097
KGT 400 31.55 +4.696
KGT 500 34.74 +3.038

Diclofenac sodium 94.38 + 2.053
(100 pg)

Table no: 5.1.14 - Protein denatruation assay

Each value represents the mean + SD. N=3
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Albuminprotein denaturation by
Siddha formulation KGT
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Fig no: 5.1.9 Protein denaturation assay
Results

The results obtained from the present study clearly indicated that the test drug KGT
was effective in inhibiting heat induced albumin denaturation. Maximum percentage
inhibition of about 34.74 + 3.038 % was observed at 500ug/ml when compared to that of
the Diclofenac sodium, a standard anti-inflammatory agent with the maximum inhibition
94.38 + 2.053 % at the concentration of 100 ug/ml.

Conclusion

From the results of the study it was concluded that the test drug KGT possess

convincing anti-inflammatory property in protein denaturation assay
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5.2 CLINICAL STUDY

Clinical study was conducted in 30 participants attended NIS OPD with the symptoms of Sooli
Kanam according to inclusion and exclusion criteria. Kagamaasi thylam was administered with
the dosage of 3ml twice a day among 5 to 7years of children and 5ml among 7 — 12 years of

children.
Results were observed with respect to the following criteria

Gender

Age

Religion

Family history

Parent’s socio —economic status
Dietary habits

Passive smoking

Contact history

© 0o N o 0o bk~ w0 D

Triggers
. Thinai

. Kalam

e e
N B O

. Vaatham
. Pitham

. Kabam

T T
a b~ W

. Envagai thervugal
. Udalthathukkal

. Clinical symptoms

N
~N o
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TABLE 5.2.1. Distribution of Children with Sooli Kanam according to Gender

S.No Gender No. of cases | Percent(%)
1 Male 26 86.7
2 Female 4 13.3

Gender

o

m Female

= Male

FIG.NO: 5.2.1 Distribution of Children with Sooli Kanam according to Gender

INFERENCE

Among 30 participants, girls were in 4 numbers and boys were in 26 numbers.
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TABLE 5.2.1. Distribution of Children with Sooli Kanam according to age

S.NO Age In Years Numbers Percent (%)
1 Children Less Than 10 Years | 21 70
2 Children >=10 Years 9 30

Fig.no: 5.2.2 Distribution of Children with Sooli Kanam according to age

INFERENCE

Age in year

® |0 years M™>=]0 years

a8

The study participants were enrolled from 5 to 12 years of age in that 21 Children

wereless than 10 years of age and 9 were above 10 years of age.
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TABLE.5.2.3: Distribution of Children with Sooli kanam according to religion

S.No No. of cases Religion No. of cases Percent(%0)
1 2 Christian 2 6.7
26 Hindu 26 86.6

2 Muslim 2 6.7

Religion

m Christian

® Muslim

FIG.NO: 5.2.3 Distribution of Children with Sooli kanam according to religion

INFERENCE

Hindus were 26 in numbers, Muslims were 2 in numbers and Christians were 2

in numbers.
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TABLE.5.2.4. Distribution of Children with Sooli Kanam according to family history

S.No Family History No. of cases Percent(%)
1 Positive 20 66.6
2 Negative 10 334

Family History

m Positive

® Negative

FIG.NO: 5.2.4 Distribution of Children with Sooli Kanam according to family history

INFERENCE

In 30 participants, 20 numbers of participants were having positive family
history of Bronch
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TABLE.5.2.5. Distribution of Children with Sooli Kanam according to Parent’s

Socio -Economic Status

Socio economic
S.No status No. of cases Percent(%o)
1 ] 4 13.3
2 Il 11 36.7
3 v 15 50

Socio economic

_—

Fig.no: 5.2.5 Distribution of Children according to Parent’s Socio -Economic Status

INFERENCE

According to Modified Kuppuswamy scale the study participants were classified.

In that 4 number were in class |1, 11 numbers were in class Il and 15 were in class V.

106



TABLE.5.2.6. Distribution of Children with Sooli Kanam according to dietary habit

S.No Diet No. of cases | Percent(%)
1 Veg 1 3.3
2 Non veg 29 96.7

" Mixed

[ ] .
Vegetari

Fig.no: 5.2.6 Distribution of Children according to dietary habit

INFERENCE

Among 30 participants, 29 of them had mixed diet and 1 was a vegetarian in food habit.
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TABLE.5.2.7 Distribution of Children with Sooli Kanam according Passive smoking

Passive smoking

S.No ] No. of cases
history
Yes 9

2 No 21

PASSIVE SMOKING

H Present M Absent

Fig.no: 5.2.7 Distribution of Children with Sooli Kanam according Passive smoking

INFERENCE

9 numbers of participants were having the history of passive smoking
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TABLE.5.2.8.Distribution of Children with Sooli Kanam according to Contact

history:
Contact
S.No history No. of cases Percent(%o)
1 Yes 0 0
2 No 30 100
Contact History
0%
100%
HYes HNo
FIG.NO: 5.2.8 Distribution of Children according to Contact history

INFERENCE

Among 30 participants no one have the history of family members taking ATT

for the recent 3 year
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TABLE.5.2.9 .Distribution of Children with Sooli Kanam according to Triggers

S.No Report as triggers No. of cases | Percent
1 Climate 25 83.3
2 Cold Food 11 36.7
3 Sweet 8 26.7
4 Dust 13 43.3
5 Physical Activities 9 30.3
6 Indigestion 2 6.7
7 Passive smoking 9 30

m Triggers

Fig.no: 5.2.9 Distribution of Children with Sooli Kanam according to Triggers

INFERENCE

Among the participants triggers such as climatic changes, cold foods, sweets, dust, physical
activities, passive smoking and indigestion were asked. In that 25 numbers of participants
were having the climatic changes as triggering agent, 11were having the cold foods as
triggering agent,8 were having the sweets as triggering agents, 13 were having the dust as
triggering agents, 9 were having the physical activities as triggering agents and 2 were having

indigestion as a triggering agent.
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TABLE.5.2.10. Distribution of Children with Sooli Kanam according to Thinai

Thinai No cases Percent

Kurinji 4 13.3
Marutham 9 30
Neithal 17 56.7

Kurinji Marutham Neithal

® Thinai

Fig.no: 5.2.10 Distribution of Children with Sooli Kanam according to Thinai

INFERENCE

The study participants were from various places, in that 4 were from kurinji, 9
were from marudham and 17 were from neithal
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TABLE.5.2.11 .Distribution of Children with Sooli Kanam according to kaalam

Kaalam No cases Percent
Pinpani 9 30
Kaar 3 10
Kulir 11 36.7
Munpani 7 36.7

® Pinpani
= Kaar

= Kulir

» Munpani

Fig.no: 5.2.11 Distribution of Children with Sooli Kanam according to kaalam

INFERENCE

Among the study participants, numbers were enrolled in Kaar kaalam, 11 were
enrolled in kulirkaalam, 7 were enrolled in munpanikaalam and 9 were enrolled in

pinpanikaal.
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TABLE.5.2.12 .Distribution of Children with Sooli Kanam according to Vaatham

Vaatham No cases Percent(%)

Pranan 30 100
Abanan 11 36.7
Viyanan 0 0
Uthanan 7 23.3
Samanan 30 100
Nagan 0 0
Koorman 0 0
Kirukaran 30 100
Devathathan 23 76.7
Dhanjeyan 0 0

Fig.no: 5.2.12 Distribution of Children with Sooli Kanam according to Vaatham

INFERENCE
Among 30 children pranan was affected in 30 numbers, abanan was affected in 11

numbers, samanan was affected in 30 numbers, udhanan was affected in 7 numbers,

kirugaran was affected in 30 numbers, dhevathathan was affected in 23 numbers.
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TABLE.5.2.13.Distribution of Children with Sooli Kanam according to Pitham

Pitham No cases Percent(%)

Anarpitham 10 33.3
Ranjagapithaam 8 26.7
Sathaga pitham 26 86.7
Alosagapitham 0 0
Prasaga pitham 0 0

Fig.no: 5.2.13 Distribution of Children with Sooli Kanam according to Pitham

INFERENCE
In pitham , anarpirtham was affected in 10 children, ranjagapitham was affected in 8

children, sathagapitham was affected in 26 children.
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TABLE.5.2.14 Distribution of Children with Sooli Kanam according to Kabam

Kabam No of cases Percent(%)
Avalambagam 30 100

Kilethagam

Pothagam

Tharpagam

0
0
0
0

o| O ol o

Santhigam

Fig.no: 5.2.14 Distribution of Children with Sooli Kanam according to Kabam

INFERENCE

In Kabam,Aavalambagam was affected in children Kilethagam, Pothagam Tharpagam,

Santhigam were not affected.
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TABLE.5.2.15 .Distribution of Children with Sooli Kanam according to envagai

thervugal

Envagai thervugal Affected Percent(%0)

Naa 6 20
Niram 0 0
Mozhi 7 23.3
Vizhi 9 30
Naadi

Azharvali 4 13.3
Valiazhal 15 50
Valiiiyam 11 36.7
Sparisam 0 0
Moothiram 0 0
Malam 11 36.7

m Envagai thervu

Fig.no: 5.2.15 Distribution of Children with Sooli Kanam according to envagaithervugal

INFERENCE
Among 30 participants Naa was affected in 6 numbers, Mozhi was affected in7

numbers , vizhi was in for 9 numbers, Malam was affected in 11 numbers. Naadi for all the 30
participants was assessed. It was vaathapitham for 15 numbers, vaathakabam for 11 numbers,

pithavaatham in 4 numbers

116



TABLE.5.2.16 .Distribution of Children with Sooli Kanam according to Udalthathukal

Udalthathukal No of cases Per(%)

30
30

Saaram

Senneer

Oon

Kozhpu
Enbu

Moolai

ol O O] O O] v ©
ol O o] o o

Sukkilam/ Suronitham

Ezhu Udarkattukal

Ezhu Udarkattukal

9
8 }
2
6
5 }
4
3 }
P
1
0 !

Fig.no: 5.2.16 Distribution of Children with Sooli Kanam according to Udalthathukal

INFERENCE

Among the study participants saaram was affected in 9 members and senneer was affected in 9 members.
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TABLE.5.2.17.Distribution of Children with Sooli Kanam according to Clinical

symptoms:

SL.NO Symptoms BT AT
1 Cough 30 3

2 Wheezing 30 12
3 Tightness of chest 25 0

4 Shortness of breath 26 0

5 Abdominal bloating 4 0

6 Loss of appetite 10 0

7 Sneezing 2 1

8 Constipation 11 0

SYMPTOMS

BT mAT

[2s]

T

IEN @ E!El Column1l
B

TABLE.5.2.17.Distribution of Children with Sooli Kanam according to Clinical symptom
INFERENCE

Cough, wheezing, tightness of chest, shortness of breath, abdominal bloating, loss of
appetite, sneezing, constipation was assessed before and after treatment. Among 30
participants, Cough was present in 30 numbers before treatment and in 3 numbers after
treatment, Wheezing was present in 30 numbers before treatment and in 12 numbers after
treatment, Tightness of chest was present in 25 numbers before treatment and was all
resolved after treatment, shortness of breath was present in 26 numbers before treatment
and was resolved for all after treatment, Abdominal bloating was present in 4 numbers
before treatment and it was resolved for all after treatment, Loss of appetite was present in
10 numbers before treatment and they had resolved after treatment, Sneezing was present
in 2 numbers before treatment and in 1 number after treatment, Constipation was present

in 11 numbers before treatment and they had resolved after treatmet
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5.3 STATSTICAL ANALYSIS

All collected data were entered into MS Excel software using different columns
as variables and row as patients. SPSS software is used to perform statistical analysis. Basic
descriptive statistics include frequency distribution and cross- tabulations were performed.
The quantity variables were expressed as Mean + Standard Deviation and qualitative data
as percentage. Paired - t was performed for determining the significant between before and

after treatment.

Paired sample Statistic (PAS score) before and after treatment

) 95% of con.
Variable No of cases | Mean = SD p Value
I t Value
Before 5.300 +
30 4592
treatment 1.896
12.922 < 0.0001
After 0.8000 +
30 0.4689
treatment 0.8867
Table No 5.3.1 Paired t test for PAS score
RESULTS

v' The two-tailed P value is < 0.0001, considered extremely significant.

v’ t=12.922 with 29 degrees of freedom.95% confidence interval.

v Mean difference = 4.500 (Mean of paired differences)

v" The 95% confidence interval of the difference: 3.788 to 5.212
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Paired sample Statistic (PEFR) before and after treatment

. 95% of con.
Variable No of cases | Mean + SD p Value
I t Value
Before 178.50 £
30 197.80
treatment 51.681
9.930 < 0.0001
After 218.00 £
30 237.17
treatment 51.337
Table No 5.3.2 Paired t test for PEFR
RESULTS

v The two-tailed P value is < 0.0001, considered extremely significant.

V' t=9.930 with 29 degrees of freedom.95% confidence interval.

v Mean difference = -39.50000 (Mean of paired differences)

v" The 95% confidence interval of the difference: 47.636 to 31.364
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6. DISCUSSION

Siddha system of medicine treats the mankind since the era of the human starts. It
deals with the principle of panchabootham and encomposses the natural resources as
medicines. The human body is made up of 96 thathuvams. The deranged humors like
vaatham, pitham, kabam is the reason for diseases. Asthma is one of the common allergic
disorder. It is one of the common health problem in worldwide. There was an organization
started by WHO, which create awareness about asthma. This will affect the quality of life.
Children are more commonly affected by asthma due to various factors. Treatment and

management of asthma is a complex process.

Airway inflammation causes airway obstruction and ventilation perfusion
mismatch. Bronchial Asthma can be compared with Erraippu noi. In Balavaatham text, the
Pediatric diseases are classified into kirandhi, thodam, maantham, kanam, karappan,
akkaram. In kanam there are 24 types of classification which deals with Respiratory and

Gastrointestinal problems.

Sooli kanam may be correlated with childhood asthma. The symptoms of Sooli
kanam are melmoochu vaangal , irumal athigamundathal , vayaru porumal , kuzhanthai
thaipaal unnathiruthal, nenju vaai thondai ivai punnathal. Asthma is one of the important
non communicable diseases. This was mostly under diagnosed and misdiagnosed. Improper
treatment and management leads to chronic obstructive lung disease. It is one of the major

diseases burden among 5 to 14 years of age.

The study aimed to treat 30 children with the symptoms of Sooli Kanam (childhood
asthma) with Kagmaasi thylam (internal) for 45 days. This study got approved before the
IEC and then the study was started. This clinical trial was registered in CTRI. The medicine
was choosen from Theraiyar thylavarga surukam. Kagamaasi thylam consist of chukku
(Zingiber officinale), milagu (Piper nigrum), thippili(Piper longum), manathakkali
(Solanum nigrum) and nellenni (Sesamum indicum).The drugs were purchased in well
reputed shop and was approved by botanist. The medicine was prepared with the help of
guide. The dosage was calculated using the reference of Gunapadam thathu seeva vagupu.
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The drugs present in this medicine possess anti inflammatoray, antiasthmatic and anti
histamine activity.

Physicochemical analysis of Kagamaasi thylam was done as per the PLIM
guidelines and the results were analyzed. Total acidic value of Kagamaasi thylam
was 1.0659mg. Peroxide value was 2.128mEg/kg. The lodine value of the trial
drug was found to be 126.76mg and the Saponification value was 549.83mg. The
viscosity of the trial drug was 94.14Pa s. The trial drug Kagamaasi thylam was tested to
detect certain microorganism such as E. coli, Salmonella, Staphylococcus aureus and
Pseudomonas aeruginosa. The result showed no growth in all the plates inoculated with the
trial drug. It reveals the absence of specific pathogen in the Kagamaasi thylam. So we
can confidently use this trial drug for Sooli kanam in  children.
The trial drug was analyzed to detect the presence of lead, arsenic, mercury
and cadmium. The results showed that the level of heavy metals were present below the
permissible limit. The results ensured the safe usage of the trail drug for the treatment.

Administration of Kagamaasi thylam in children was safe.

The assay for the Aflatoxins (B1, B2, G1, G2) were found to be absent in
Kagamasai thylam. Thr drug was free from aflatoxins. The Sterility test for
total bacteria and total fungal counts revealed the absence of growth in the plate inoculated
with trial drug. Hence this trial was safe to use.

The analysis to rule out the pesticide residue in the preparation Kagamaasi thylam
revealed that the presence of all Organo chlorine, phosphorus, carbamates and Pyrethroid
were below the quantification level. This revealed the safety of the drugs.

The phytochemical analysis of trial drug indicated positive result for
steroids, flavonoids, triterpenoid, phenol and tanin. The phytochemical was present in this
drug have the anti-inflammatory, antihistamine, antiasthmtaic property. Hence this drug can

be used as an antiasthmatic.
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The HPTLC finger printing analysis showed several peaks with the Rf value ranges
from 0.05 to 0.94. there were seven versatile phyto-components.

The Biochemical analysis of Kagamaasi thylam reveals the presence of carbonate

and iron. Iron will be more important for transport of oxygen.

The Pharmacological activity of trial drug was compared with standard anti-
inflammatory drug diclofenac sodium, by protein denaturation assay. It possess

convincing anti-inflammatory property.

The participants were explained about study, withdrawal and adverse reaction
process. Children were included after the assent and consent of both subject and parents.
The participants were reviewed once in 15 days during the treatment period of 45 days.
Children were assessed using Pediatric Asthma Severity score and Peak expiratory flow

meter rate before and after the treatment.

The details such as Age, Gender, Religion, Dietary habit, Socioeconomic status,
Family history, Passive smoking history, Contact history, Triggering factors, Thinai,

Kalaiyalabu, Uyirthathukal, Udalthathukal, Envagaithervu were collected.

Age and Gender are the important factor in childhood asthma. Mostly children are
diagnosed as Asthma after the age of 5. In some case it may clear off after 12 years of age
and may persists upto the adult age. Male children are prone to asthma than female children
before ataining puberty. It changes vice versa after the puberty. In this study male children
were 26 in numbers and female children were4 in numbers. According to gender, this study
correlates with the research. The age of the participants in this study ranges from 5 to 12.

21 members were below 10 years of age and 9 members were above 10 years of age.

Religion and Dietary habit does not make any significant in causing bronchial
asthma. In this study 29 participants were following mixed diet (both vegetarian and non-
vegetarian) and 1 was following vegetarian diet. In this study Hindus were in large members

with 26 and Muslims, Christians were in 2, 2 members respectively.

Socioeconomic status is one of the essential factors in childhood asthma. Hygiene
theory states that asthma is more prevalent in high economic society. Nowadays the
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researches were proving that low economic society also equally contribute for the
prevalence. In this study Socioeconomic status of the participants were classified using
Modified Kuppuswamy scale.15 members were in class four, 11 members were in class
three, 4 members were in class two. No one was from class one and five. This study also

proved that the asthma prevalence was also high in low socioeconomic study.

Even the mechanism of asthma is known but the reason for asthma is under research
only. The recent researches were keen in founding the genetic susceptibility for asthma. In
this study 20 number of subjects were having the family history of Bronchial asthma.
Contact history is that, the children is around any member taking Anti tubercules treatment
for the recent 3 years. This is to find out the contact of TB and to avoid mis diagnose. In
this study there was no positive result for the history of contact.

Smoking is one of common factor which predisposes respiratory tract infection.
Particle present in the smoke cause bronchoconstriction. Passive smoking is also a serious
problem like smoking. In this study 9 participants were having the history of passive

smoking.

Triggering agents are very essential to assess in the aspect of childhood asthma.
Because finding and clearing it is the corner stone of treatment and management of asthma.
Climatic changes, cold foods, sweets, dust, physical activity are the common triggers. They
were asked to the participants , in that 25 were having allergic to climatic changes, 11 were
having allergic to cold foods,8 were allergic to sweets, 13 were allergic to dust ,9 were
allergic to physical activities and 2 were having the history of indigestion as triggering

agent..

In Siddha aspects Thinai, Kalaiyalabu, Uyirthathukal, Udalthathukal,
Envagaithervu are the important aspects in approaching the diseases.

Thinai is divided into 5 aspects based on the resources and environment. In this
certain diseases are prone in certain Thinai. Vaatha diseases are common in mullai and
neithal. Pitha diseases are common in mullai. Kaba diseases common in kurinji. Among 30
participants, 4 were from kurinji, 9 were from marutham and 17 were from neithal. In Sooli

Kanam both vaatham and kabam were deranged.
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Udalthathukal are the building blocks of the body. The seven characters only
makes the body constituents. Saaram, Senneer, Oon, Kozhupu, Enbu,Moolali,
Sukkila/Suronitham are the seven characters. Among the 30 participants both saaram and
senneer were affected in 9 children. Saaram is helpful for cheerfulness. Senneer is helpful

for intelligence, strength, and glow. Asthmatic child will be lethargic and drowsy.

Uyirthathukal are the three humours which are essential for all the body functions.
Vaatham is classified into 10 vaayus. Among the study participants pranan was affected
in 30 members. Abanam was affected in 11 members, Samanan was affected in all 30
members,Uudhanan was affected in 7 members, Kirugaran was affected in 30 members
and Devadhathan was affected in 23 members. Pranan is helpful for proper respiration and
digestion. Abanan is helpful for proper excretion. Saman is helpful for maintaining all
vaayus. Udhanan is helpful proper speech.Kirugan is a sneezing vaayu. Dhevadhathan is

helpful for being brisk.

Pitham is classified into five types. Anarpitham, Ranjagapitham, Sathagapitham,
Alosagapitham, Prasagapitham. Among the study participants, anarpitham was affected in
10 members, ranjagapitham was affected in 8 members, sathagapitham was affected in 26
members. Anarpitham may be referred to gastric juice which aids for digestion.
Ranjagapitham may be referred to haemoglobin. Sathagapitham is helpful for doing the
task. Asthmatic child will have loss of appetite and they can't do their regular work. The

study participants also had loss of appetite and lethargy.

Kabam is classified into five types. Avalambagam, Kilethagam, Bothagam,
Tharpagam, Santhigam. Among the 30 participants avalambagam was affected in all.
Avalambagam is the iyyam which rest in lung and do the work and was affected in all study

participants.

Envagaithervugal is the main diagnostic tool for Siddha doctors. Naa, Niram,
Mozhi, Vizhi, Malam, Moothiram, Naadi. Naa was affected in 6 children, Mozhi was
affected in 7 children, Vizhi was affected in 9 children, Malam was affected in 11children.
Naadi was assessed for all participants and it was vaathapitham in 15 members,

vaathakabam in 11 members and pithavaatham in 4 members. Coated tongue, dryness were
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the findings in naa, difficult to speak complete sentences was the finding in mozhi. Pallor

and constipation were the findings in vizhi and malam

Cough, wheezing, tightness of chest, shortness of breath, abdominal bloating, loss
of appetite, sneezing, constipation were the common symptoms in childhood asthma. They
were assessed in the study participants before and after the treatment. There was a good
improvement in the clinical symptoms. Other than cough and wheezing, all the symptoms
such as tightness of chest , shortness of breath , abdominal bloating , loss of appetite and
constipation present before the treatment were resolved after the treatment. Among 30
children cough and wheezing were in 3 and 12 children respectively after the treatment.

Sneezing was present in 2 members before the treatment and one had resolved.

PAS score and Peak expiratory flow meter rate was used for the assessment. Pediatric
Asthma Severity score is one of the significant diagnostic and prognostic score in Pediatric
age group upto 18 years of age. This constitutes of 5 clinical symptom such as respiratory
rate , oxygen saturation, wheezing, retraction, dyspnoea. The score was given from 0 to 15

as mild to very severe. In this study, 4 symptoms were assessed except oxygen saturation.

In this study before treatment, there werell mild cases, 18 moderate cases and 1 severe
case. There was good result after 45 days of treatment. All the 30 subjects were turned into
mild with the score of 4 members in 0, 9 members in 1, 6 members in two and 1member in
3. Peak expiratory flow meter is one of the easy to handle prognostic tool. The rate was

increased in all cases.

All data were entered in MS Excel software using column as variable and rows as
patients. SPSS software was used to perform statistical analysis. Basic descriptive
statistics like frequency distribution and cross tabulations were performed. Bar
diagrams and pie charts were used. The quantitative data were described as Mean and

Standard deviation and qualitative data as percentage.

The probability value for PAS sore and Peak expiratory flow rate was
(p<0.0001) and it was considered as extremely significant. Wilcoxn and Paired t test was
done to determine the significant difference before and after treatment. Wilcoxn and

paired t test showed extremely significant before and after treatment .
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7. SUMMARY

This study was started with the aim of treartment and management of Sooli Kanam
(childhood asthma) aged from 5 to 12 using Kagamaasi thylam (internal) for 45 days. The
study was enrolled in CTRI after the approval of IEC. The participants were recruited after
their assent and consent of both child and parent. The medicine was taken twice a day for
45 days. The preclinical study such as physicochemical, biochemical, phytochemical,
invitro assay of the trial drug were analysed. The ingredients present in this medicine have
anti-asthmatic property. The drug was assessed for anti-inflammatory activity. The trial
drug had convincing anti-inflammatory activity by protein denaturation method. The
phytochemical analysis of the study revealed the presence of flavonoids, tri terpenoids,
phenols and tannin. Biochemical analysis revealed the presence of Iron and Carbonate. The
drug was studied for aflatoxin and pesticide residue and was free from toxin hence it is a
safe drug to use. There was no traces of heavy metals, it was analysed by atomic absorption
spectrometry. The prognosis was assessed using PAS score an d Peak expiratory flow meter
rate. The results were statistically analysed and it was significant (<0.0001). So, this trial
drug can be used as an anti-asthmatic drug in the treatment and management of Sooli Kanam

(childhood asthma) in the age group of 5 to 12.
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8. CONCLUSION

Sooli Kanam may be correlated with childhood asthma, which is a very serious
global concern. This disease is very active in childhood than in adult stage. It will affect
their quality of life in terms of emotional stability, academic performance, and sports
achievements. Treating this disease is very essential and also in the right time too. Siddha,
a very important branch of traditional system of medicine offers several numbers of
medicines to treat all the 4448 diseases. Respiratory disorders are well managed in Siddha
system of medicine and it made major impact in public. Kagamaasi thylam from Theraiyar
Thylavarga Surukam also done a very efficacious management in treating Soolli Kanam
(childhood asthma) among 30 children in 45 days. The participants were mostly relived
from the clinical symptoms such as cough, dyspnoea, wheezing. Pediatric Asthma Severity
score and Peak Expiratory Flow Rate assessment shows a significant statistical report.
Inflammation of airway is the major pathogenesis in asthma. Phytochemical and Invitro
analysis proves that the medicine have anti-inflammatory activity. This was limited as

Phase 11 clinical trail, in future this study may conducted as Randomized Clinical Trail.
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4. BACKGROUND AND INTRODUCTION:

Asthma is a chronic disorder of the airways that is characterized by variable and
recurring airway inflammation and bronchial hyper responsiveness [1]. It is not a diagnosis but
a clinical syndrome based on a constellation of signs and symptoms [2]. While asthma

incidence and prevalence are higher in children morbidity and mortality are higher in adults[3]

Siddha a traditional type of medicine has the immense knowledge in it by treating the disease
and improving the well being of life. Kuzhandhai maruthuvam a branch of siddha explains



various diseases occuring in chilhood and also the treatment for it.In that Kanam discuss about

major respiratory illness occuring in childhood

Soolikanam has been described in the Siddha literature as the disease frequently
occurring in children. According to the Siddha texts it is characterized by prolonged expiration
and expiratory wheeze, prolonged cough,inflammatory changes due to chronic persistant cough
and breathing difficulty,abdominal bloating and discomfort due to mouth breathing,nasal
congestion.

Asthma is a chronic inflammatory respiratory disease.Obstruction in the airways of
lung along with bronchial hyperresponsivness that manifest as wheeze, cough, shortness of
breath and chest tightedness.Wheezing is the main characteristics feature in childhood
asthma.In preschool children it remits spontaneously. It can be correlated with childhood
asthma.

In our NIS OPD, a number of cases are approaching KuzhandhaiMaruthuvam
department daily with the symptoms of Sooli Kanam. So | select this drug KAGAMAASI
THYLAM as my dissertation medicine.

The selected experimental drug for this study KAGAMAASI THYLAM in the
treatment of Soolikanam has been collectively indicated for Childhood asthma according the

Siddha text book Therriyar thyla varga surukkam.

5.0BJECTIVES

5.(a)Primary objective:

To evaluate the efficacy of KAGAMAASI THYLAM in the management of sooli
kanam
5.(b)Secondary objective:

- To ensure the prognosis of Soolikanam by PASS Score and Peakflow

. JUSTIFICATION :

Asthma is the most common chronic disease in children , imposing a consistent
burden on health system 1. As expressed in introduction we can correlate Asthma and
soolikanam by their symptoms. Children with the complaints of childhood Asthma were
reporting daily in NIS OPD. Kagamaasi Thylam, a sashtric preparation with indication of

suvasarogam is described in a broadly accepted siddha text named Theraiyar Thyla Varka



Surkam. Chukku , Thippili , Milagu , manathakkali, nallennai are the ingredients present in
the Thylam. The above drugs are undergone Acute and Chronic toxicity in experimental
animals. Hence they are safe to use in children. More over the drugs are having Anti-
Asthmatic properties ,which is very helpful in treating the disease. So , | have choosen this

medicine for my Dissertation study.

METHODOLOGY

7.1 STUDY TYPE: clinical trail

7.2 STUDY DESIGN: An open clinical trial

7.3 DISEASE CONDITION:

Soolikanam has been described in the Siddha literature as the disease frequently occurring in
children. According to the Siddha texts it is characterized by prolonged expiration, expiratory
wheeze, prolonged cough, abdominal bloating and discomfort due to mouth breathing, and

breathing difficulty. It can be correlated with childhood asthma.

7.4 DRUG FORMULATION:
MEDICINE — KAGAMAASI THYLAM

Preparation of the trial medicine is attached (NO-8 )
7.5 DOSAGE: 5to0 7 years -3ml twice a day
8 to 12 years -5ml twice a day
7..6 DURATION OF TREATMENT:
45 days
7.7 NUMBER OF PATIENTS:

30cases (Both male&female)



7.8 INCLUSION CRITERIA:

Children of both sexes in the age group of 5 to 12 years with symptoms of

+

+ o+ o+ o+ o+

7.9EXCLUSION CRITERIA:

7.10 WITHDRAWAL CRITERIA:

+

Cough

Wheezing
Tightness of chest
Shortness of breath
Abdominal bloating

Loss of appetite

K/H/O Hemoptysis

K/H/O Active primary complex
K/H/O Congenital heart diseases
K/H/O Pneumonia

K\H\O Status Asthmaticus

Intolerance to the drug & development of adverse

reactions during drug trial.
Poor Patients compliance & defaulters.

Parents turned unwilling to continue in the course of

clinical trial.

Increase in severity of symptoms



8. ANNEXURE:

Preparation of the Trial drug KAGAMAASI THYLAM
- Ref TherriyarThylavargasurukam text book page no: 91

INGERIDIENTS;
Chukku(Zingiberofficinale)-10gm
Thipilli(Piper longum) -10gm
Milagu(Piper nigrum)-10gm
Semmanathakali(Solanumnigrum)-320ml|

Nallennai(Gingely oil)-320ml

The required drugs will be purchased from a well reputed country shop and raw drugs
are authenticated by the medicinal botanist. The medicine will be prepared in Gunapadam
laboratory of National institute of Siddha after proper purification. The prepared medicine will

also be authenticated by the concerned Head of the Dept for its completeness.

PURIFICATION;
Thipilli(Piper longum) -The drug is purified by soaking it in lemon .

Chukku(Zingiberofficinale) -The drug is purified by soaking it in limestone.Then the outer
layer is removed.

Milagu(Piper nigrum) - The drug is purified by soaking it in sour butter milk.

METHOD OF PREPARATION

All the above ingredients are purified. Fine powder will be taken from the first three
ingredients and mixed with the juice prepared from the Solanumnigrum. Then Gingely oil is
added with the above prepared mixture and allow it to boil till it reaches the thylam

consistency. Then it preserved in an airtight container.3ml twice a day -given for the children.



9.0UTCOME

Primary outcome:

Efficacy of the trial drug is measured by Pas score and PEFR.

Secondary outcome:

Reduction in the recurrence of the disease and improvement in the quality of life of

children.

Improvement in the clinical symptoms.

CLINICAL ASSESSMENT;

Peak flow meter

Improvement in clinical symptoms

10. CONDUCT OF THE STUDY::

The trial drug KAGAMAASI THYLAM is given for forty five days. For OP patients, they
should visit the hospital every seven days once.

At each clinical visit clinical assessment is done and prognosis is noted. For IP patients

the drug is provided daily and prognosis is noted and clinical assessment will be done.

STUDY ENROLLMENT

In this study, patients reporting at the NIS OPD with five or more clinical
symptoms of Cough, wheezing,Tightness of the chest,Shortness of the
breath,Abdominalbloating,Loss of appetite,difficulty in breathing will be examined
clinically for enrolling in this studybased on the inclusion and exclusion criteria.
The patients who are to be enrolled will be informed about the study, trial drug,
possible outcomes and the objectives of the study in the language and terms
understandable to them.

After ascertaining the patients’ willingness, informed consent (Form II) would be
obtained in writing from their parents in the consent form.

All these patients will be given unique registration card in which patients’
Registration number of the study, Address, Phone number and Doctors phone

number etc. will be given, so as to report easily if any complications arise.



v' Complete clinical history, complaints and duration, examination findings-- all
would be recorded in the prescribed Case sheet proforma and clinical assessment
forms separately. Screening Form- | will be filled up. Form Il , Form Ill, Form —
IV and Form — V will be used for recording the patient’ s history, clinical
assessment of symptoms and signs and laboratory investigations respectively.

v" Patient will be advised to take the trial drug and appropriate dietary advice would

be given according to the patients’ perfect understanding

11.ETHICAL ISSUES

1. No other external or internal medicines will be used. There will be no
infringement on the rights of patient.

2. The data collected from the patient will be kept confidentially. The patient will
be informed about the diagnosis, treatment and follow-up.

3. After the consent of the patient (through consent form) they will be enrolled in
the study.

4. Informed consent will be obtained from the patient explaining in the
understandable language to the patient.

5. Treatment would be provided free of cost.

6. In conditions of treatment failure, adverse reactions, patients will be given
alternative  treatment at the National Institute of Siddha with full care
throughout the end.

12. DATA COLLECTION FORMS
= SCREENING AND SELECTION PROFORMA
= CONSENT FORM
= HISTORY PERFORMA
= ASSENT FORM
= PATIENT INFORMATION SHEET
* DRUG COMPLIANCE FORM
= WITHDRAWAL FORM
= ADVERSE REACTION FORM
= PHARMACOVIGILANCE FORM
= DIET FORM



DATA MANAGEMENT

After enrolling the patient in the study, a separate file for each patient will be opened and

all forms will be filed in the file. Study No. and Patient No. will be entered on the top of

file for easy identification. Whenever study patient visits OPD during the study period, the

respective patient file will be taken and necessary recordings will be made at the

assessment form or other suitable form. The screening forms will be filed separately. The

Data recordings in all forms will be monitored and scrutinized by HOD, Dept of

KuzhandhaiMaruthuvam .Data analysis will be done with the help of Senior research
officer (statistics) of NIS.

13.PHARMACOVIGILANCE:

ADVERSE EFFECT / SERIOUS EFFECT MANAGEMENT:

If the trial patient develops any adverse reaction, he/she would be immediately

withdrawn from the trial and proper management will be given in OPD of National Institute of

Siddha. The details of adverse reactions will be recorded in prescribed Pharmacovigilance form

and the same will be reported to Regional Pharmacovigilance centre.
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SCREENING FORM

NATIONAL INSTITUTE OF SIDDHA
AYOTHIDOSS PANDITHAR HOSPITAL,

CHENNAI - 600 047.
DEPARTMENT OF KUZHANDHAI MARUTHUVAM
“CLINICAL EVALUATION OF KAGAMAASI THYLAM (A SIDDHA DRUG) IN THE
MANAGEMENT OF SOOLI KANAM (CHILDHOOD ASTHMA) IN CHILDREN”

SCREENING FORM

1. SL. No : 2. OP/ IP No

3. Name : 4.Age /Gender

5. Date of Enrolment : 6. Date of completion :
7.Informant : 8.Reliablity

INCLUSION CRITERIA

S.NO CRITERIA YES NO
1 5 to 12 years ( both gender )
2 Cough
3 Wheezing
4 Tightness of Chest
S Shortness of breath
6 Abdominal bloating
7 Loss of appetite
8 Willing to give consent

CLINICAL EVALUATION OF KAGAMASSI THYLAM ( A SIDDHA DRUG ) IN THE MANAGEMENT OF SOOLI
KANAM (CHILDHOOD ASTHMA) IN CHILDREN




SCREENING FORM

EXCLUSION CRITERIA

S.NO CRITERIA YES NO
1 Hemoptysis

2 Active primary complex

3 Congenital heart diseases

4 Pneumonia

5 Status Asthmaticus

6 Any other serious illness

7 Not willing to give consent

Admitted to trial : YES [ | NO[ ] IFYES SERIALNO:

Date: Signature of Principal Investigator:

Station : Signature of the Guide:

CLINICAL EVALUATION OF KAGAMASSI THYLAM ( A SIDDHA DRUG ) IN THE MANAGEMENT OF SOOLI
KANAM (CHILDHOOD ASTHMA) IN CHILDREN




CONSENT FORM

NATIONAL INSTITUTE OF SIDDHA

AYOTHIDOSS PANDITHAR HOSPITAL , CHENNAI — 600 047.
DEPARTMENT OF KUZHANDHAI MARUTHUVAM
“CLINICAL EVALUATION OF KAGAMAASI THYLAM (A SIDDHA DRUG) IN
THE MANAGEMENT OF SOOLI KANAM (CHILDHOOD ASTHMA) IN CHILDREN”

CONSENT FORM

1. Sl.no: 2.0P /IP No: 3. Name:
4. Age/ Sex: 5. Date of enrollment: 6. Informant:
7. Reliability: 8. Date of completion:

The details of the study have been provided to me in writing and explained to me in my
own language. | confirm that | have understood the above study and had the opportunity to ask
questions. | understand that my participation in the study is voluntary and that | am free to
withdraw at any time, without giving any reason, without the medical care that will normally be
provided by the hospital being affected. | agree not to restrict the use of any data or results that
arise from this study provided such a use is only for scientific purpose(s). | have been given an
information sheet giving details of the study, I fully consent to participate in the above study.

Date: Signature of the participant:

Station: Signature of the parent or guardian:

Signature of the investigator:

CLINICAL EVALUTION OF KAAGAMAASI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN.




CONSENT FORM

CarPw FHz MmBHIN [HHIeU6TLD
SBWLITHHBHTF LIRS  LOHEHJHIILO 60T
STugd grernGLmfluib, OF sirene-600047.

“@ovl @ewl GrTUIGEHTEN FHH LGHHH BTHOTEH enGHevld 2 _6iombdkl Ufsfiiy sSnpener
SEILBUD oEBHSIN Y6y’

1.eufleng  eT60T: 2.Geueul@riy/e_eitefmiiy GmTwIT6NT LGS eT6wmr :
3.Quuwir: 4.00WG]: 5.Ume6V:
6.85H8): 7.61(6SHSHIHFa M WI6UT:

by uelemer uBBw  Wpep  eleuyupld  sleieIeNL UL HTUIGTIUTSL TG
alaflssiu (e, @QFHsv  Cxramlw  FHBapsmmmen  Csl B OHereyCLIMB®IGECHTEHIGL 6.
sleligmienL_ W Gamhsd  ellusbdenr  CuiiGw @bs  Spulelled BT  H6VHHICHTETEM6.
AP0 mbEHI 6116LITH BouewT(BLOTEITEID 6T6TENTEY 66V HEBTETEN  EUIGVID. DIBHTEL  6T60HEHT
Svevdl  @bmHBEHIOIDmaTUTlY  OFHTLTHEH FHFms  BHHIHOBTNIHBOHT  6THOHM(H
@LUBID  gBULTH  elelend  OHMNHHIOCBTEICL 6. 6Tl ID  QUBLILL B6Ten  HEHeI60
DIMIMSHHID UTHISTHSBLULBD  6tenr 2 miFlwiellbslnlBeengl. ppemen  ComsTewni®  Rbs
UIETI6L  6IIFH HBAULHMET  LWeLBHSH Fowsd  Cpfelsslatper. el  Sbs

spielene LUBHEIB HBaI6L LIQaID SiedbHLILIL BeTeng.

Cxpa : GLHMSHUT6  m&EUILILILD:
QLD : QuBGmTRe/LITHIBTOMVNE  MHBGLILILILD:

SLUIeNTEMT6S 69 & UL ILILD:

CLINICAL EVALUTION OF KAAGAMAASI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN.




ASSENT FORM

NATIONAL INSTITUTE OF SIDDHA

AYOTHIDOSS PANDITHAR HOSPITAL, CHENNAI — 600 047.
DEPARTMENT OF KUZHANDHAI MARUTHUVAM
“A CLINICAL EVALUATION OF KAGAMAASI THYLAM (A SIDDHA DRUG) IN

THE MANAGEMENT OF SOOLI KANAM (CHILDHOOD ASTHMA) IN CHILDREN”

ASSENT FORM (BY PATIENT)

1. S.no: 2.0P /IP No: 3. Name:
4. Age/ Sex: 5. Date of enrollment: 6. Informant:
7. Reliability: 8. Date of completion:

The details of the study have been provided to me in writing and explained to me in my
own language. | confirm that | have understood the above study and had the opportunity to ask
questions. | understand that my participation in the study is voluntary and that I am free to
withdraw at any time, without giving any reason, without the medical care that will normally be
provided by the hospital being affected. | agree not to restrict the use of any data or results that
arise from this study provided such a use is only for scientific purpose(s). | understand that
following completion of study as well as during publication of the results, confidentiality of my
identity will be maintained. | have been given an information sheet giving details of the study:. |

fully assent to participate in the above study.

Date: Signature of the child participant:

Station Signature of the parent or guardian:

Signature of the Investigator:

|
A CLINICAL EVALUATION OF KAGAMAASI THYLAM (A SIDDHA DRUG) INTHE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN”




ASSENT FORM

Cardl FHHzp WHmBHBHIO HBICIGTD
SICWTHHBHTEF LISRNQSBIT LD[HIHSHIGULDD 60T
STy Frenr GLmhwid, 0Fsiienen-600047.

“ @e0 ®mewilD GpTuisEHTeN FHH WHHH STHOTF enGHevld 2 eiombsl Lfsfiy snpener
SEILBIULD BHSDIeN Sy 6y”

@LILISH6ED LIgAILD
L.euflemg  eTemr: 2. Geueulpliy/o_siteMpriy GBTWITENTLIEGE 6T6wmr:
3.0uuir: 4.e0Wig): 5.1mev:
6.65a): 7.61(6SHSHISBFnMLI6NT:

Bbs puwelewer  upBw (W  efleugupd  eTeieL W HTUIGLTHUTL  sleIhE,
alafldsiil Ga. @gsv Chramiul FHlHamimamen Csl (h GhHeMeCuUBNBISCETETCL 6T,  6l6ienIenL Ul
Qemhgy  elmiusder CuiGn s pUieled HTET HeVbHHIOBTHCB6T. EFHeVMhbEH  61IGLTSH
CouswrBLOTETEVID  6T60T6NTe0  6Ml60EIHOIBTEITEN  EUIGDID.  DIFHEUTED  6TNHEHT  DIsLEVEI  EIDID[HGHHI6N
wensiuilsd QHTLTHEH FHHFmsF 1BHHIH CHTeTausBEHET 6IHOSHTMH REMLUIBID GBLILTH 6I6ILINS
Oafbais OCaTemiGLe. 66D  GUBLILL B6TeN  HBAIL DAMMBHHID LTHISTHSILBID 6160
o migweldsiul Berengl. Sigmen CLBOsTaIB Sbd PUeled 6TaIH HHEULHMET LILISLIGHS

Fowsld Oxflelsslalns. el RbsH puielemen LBHEW HHausd Ligald ieMdball (BeTengl.

Cxpd : GLhemSUlls maEWILILILD:
QLI : OuBGMTRE/LITHIBTOEOT MHBOUILILILD:

S U1eTenilesr emaEUILILILD:

-
A CLINICAL EVALUATION OF KAGAMAASI THYLAM (A SIDDHA DRUG) INTHE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN”




PATIENT INFORMATION FORM

NATIONAL INSTITUTE OF SIDDHA

AYOTHIDOSS PANDITHAR HOSPITAL, CHENNALI — 600 047.
DEPARTMENT OF KUZHANDHAI MARUTHUVAM
“CLINICAL EVALUATION OF KAGAMAASI THYLAM (A SIDDHA DRUG) IN THE
MANAGEMENT OF SOOLI KANAM (CHILDHOOD ASTHMA) IN CHILDREN

PATIENT INFORMATION FORM

Name of Principal Investigator: Dr.E.GOWSALYA

| am, Dr.E.Gowsalya studying as a PG Scholar at National Institute of Siddha,

Tambaram Sanatorium. | am doing a open clinical trial on Childhood asthma. It is a chronic

inflammatory respiratory disease. In this regard, I am in need to ask you few questions

about your child illness. I will maintain confidentiality of your comments and data obtained.

There will be no risk of disclosing your identity and no physical, psychological or

professional risk is involved by taking part in this study. Taking part in this study is

voluntary. No compensation will be paid to you for taking part in this study. However,

taking part in the study may be of benefit to you and the community with same ill children.

The information collected in this study will remain between you and the Principal

Investigator (myself). ‘I will ask you few questions through a questionnaire about your

child. I will not write your name on this form. I will use a code instead. The questionnaire

will take approximately 1 hour of your time’. If you and your child agree to be a participant

in this study, he/she will be included in the study primarily by signing the consent form/
assent form and then you will be given the Internal medicine “KAGAMASSI THYLAM”.

If you wish to find out more about this study before taking part, you can ask me

directly or through my Mobile N0.8675331912 at any time. You can also contact the

Member-secretary of Ethical committee, National Institute of Siddha, Chennai 600047, Tel
no: 91-44-22380789, for rights and participation in the study.

Name: Signature:

Date:

CLINICAL EVALUATION OF KAGAMASSI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM

(CHILDHOOD ASTHMA) IN CHILDREN




PATIENT INFORMATION FORM

“@eVl @ewr GETUIBEBTEN FHH WHHDH BTHONF MFBHEVD (2_6mpombal) ufsafling gpener
SILBIUD 0GHSIN Y6y’
Caxrdflw FHz WMmBHSHIU HDIeU6ILD
SCWTHHSHTEF LGHNYSHT LOHSHSHIGULDEHE

STuy Frer_GLmflwib,QF eirener-600047.

. .
WPHETMD  UFTUIFFWTNT GQUWIT : 1owH.6).CdemaFsowm

Lo(H.6).0BenFeOWIT 6TalienID [HIel CHFAwW HHdH WwHSHH HnpUTHH6L GLHMS
weSH  Wflellsd wlL  Gumugly vulem amHCBsr. @6 SHewld el6ienid CrTuled
hHHIN gTUFHulsd FEHUL[HeTCersar. HhiGNH  GloHmSUTE 2 L sobevensst LB Flev
Cxeialmsl Cale OFfleHmn Cmeioust. oHBE a&wTT @® wenl CHJL PGSW. @&
FIDOHSOTE HRHIBENH GHLHOSUI6 DemaiddHl MeIImiBEHD FHFWWTU meubSHILGLD  6l6
2 miF oefeHBmer. @0 GUBLLGBILD HBEUVHET DMNHEHID HBEIBEHHGHD 6163 E D
LB CxfbHmaunrs QmsGHD. DbH LgaSHHed Shiseilsr Uy GBIULILTIO @
@&MBUIB LGB  eulprI@Beue.

@FHev vwewiliLg  (WPpHewl  6bSH @M 2 FHoll OHTDSUD  UPMISLILL DL L THI.
QbH puielled LRIGHBLHE PeOD 61hFH @RH WPUSHBHID HHIBEHHCHT HMIH6T GHLHnHHEHT
gBULTEH. BbdH YU pelld HRIB6T GLHMBHEGHID RHICUTSIB  GHLHMHHGWD  [HETENLD

6JBLIL_6VTLD.

@by UITUFFUNBEG PSRBT oldlubSHer  Bufled GhbmHenwl 2 I LUBHHHID
ULEFSHH60 @ULHL LgaudhHled endol(pdhdl aUTRSN G 2 6TokhheHSHTES STHTE  nEH6e0D
QIPRIGCaIsT. RbH UITUIFSF  FIDWHSIOMS BB LIRS EHHE GhHTuled Hetenio LMBSIUD
IBPUSBGSD  (WPHTeHD  UITUIFFwTenyren elsiiensd  6LIGLITH  CouswiBLomensvid  GniflGsom
SIeve0FH  mBBUF  peoBlom  (8675331912) QOHTLiTY  Gameieneord. Gosid RbH  pUialed
unGaBuensd GN¥HH SIS BHHOBY G o miieaemy iemeoCudl  (91-44-22380789)

apsuld CHTLTLS OBTemi® lbadH G TeiTemseoiD.

QuuwiT : MBI SHBI:
85‘2’)5 :

CLINICAL EVALUATION OF KAGAMASSI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN




CRF FORM

NATIONAL INSTITUTE OF SIDDHA AYOTHIDOSS PANDITHAR

HOSPITAL, CHENNAI — 600 047.

DEPARTMENT OF KUZHANDHAI MARUTHUVAM

“CLINICAL EVALUATION OF KAGAMAASI THYLAM (A SIDDHA DRUG) IN
THE MANAGEMENT OF SOOLI KANAM (CHILDHOOD ASTHMA) IN
CHILDREN”

DEMOGRAPHIC DATA

Patient Id : Father’s Name
OP/IP No. Father’s Occupation
Visit Date : Father’s Income
Name Mother’s Name

Age Mother’s Occupation
Gender Mother’s Income
Religion g:)actiuc;economic
Patient Informant Reliability

Address Contact No

1. COMPLAINTS AND DURATION

CLINICAL EVALUATION OF KAGAMASSI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI

KANAM(CHILDHOOD ASTHMA) IN CHILDREN




CRF FORM

2. HISTORY OF PRESENT ILLNESS:

3. HISTORY OF PAST ILLNESS:

4, FAMILY HISTORY:
Any Hereditary/ Familial Disease  Yes (] No (]

If Yes, Details

5. IMMUNISATION HISTORY:

Complete C]

Incomplete C]

Complete but time lag C]

6. DIETARY HABITS:
1. Appetite -

2. Types of diet -Veg (] Mixed [ ]

CLINICAL EVALUATION OF KAGAMASSI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN




CRF FORM

7. ALLERGIC HISTORY :

8. TREATMENT HISTORY

9.CONTACT HISTORY:

10.PERSONAL HABITS

S.NO PERSONAL HABIT YES NO
1 Pica
2 Nail biting
3 Bowel movements
4 Thumb sucking
5 Enuresis
6 Sleep

CLINICAL EVALUATION OF KAGAMASSI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN




CRF FORM

GENERAL EXAMINATION

GENARAL

SNO EXAMINATION YES | NO
1 Pallor
2 Jaundice
3 Cyanosis
4 Clubbing
5 Pedal oedema
6 Lymphadenopathy

S.NO ANTHROPOMETRY
1 Height

2 Weight

3 Head circumference

A Mid —arm

circumference
5 Chest circumference
S.NO VITAL SIGNS

1 Pulse rate

2 Heart rate

3 Respiratory rate

4 Temperature

CLINICAL EVALUATION OF KAGAMASSI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN




CRF FORM

SYSTEMIC EXAMINATION

RESPIRATORY SYSTEM

S.NO INSPECTION NORMAL AFFECTED REMARKS
1 Shape
2 Spine
3 Intercoastal
spaces
Supraclavicular
4
fossa
PRESENT ABSENT REMARKS
5 Dropping of
shoulder
6 Traile’s sign
7 Apical impulse
S.NO PALPATION PRESENT ABSENT
1 Tenderness
2 Tactile vocal fremitus
Normal
Increased
Decreased

CLINICAL EVALUATION OF KAGAMASSI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN




CRF FORM

S.NO PERCUSSION
1 Normal
2 Hyper resonance
3 Dullness
S.NO AUSCULTATION
1 Wheeze
2 Crepitation
3 Pleural rub
4 Vocal resonance
Normal
Increased
Decreased
OTHER
S.NO SYSTEMS NORMAL | AFFECTED | REMARKS
1 Central nervous
system
9 Cardio vascular
system
3 Gastro intestinal
system
4 Musculoskeletal
system
Endocrine
5
system

CLINICAL EVALUATION OF KAGAMASSI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM

(CHILDHOOD ASTHMA) IN CHILDREN




CRF FORM

SIDDHA ASSESSMENT

S.NO NILAM
S.NO YAAKAI
1 Kurinji
1. Vali
2 Mullai
2. Azhal
3 Marutham
4 Neithal 3. lyyam
5 Paalai 4, Valiazhal
5. Valiiyyam
S.NO GUNAM
1 6. Azharvali
Sathuvam
7. Azhariyyam
2 Rasatham
8. lyyavali
3 Thamasam
9. lyyaazhal
S.NO KAALAIYALBU
1 Kaarkaalam
2 Koothrikaalam
3 Munpanikaalam
4 Pinpanikaalam
5 Illavenirkaalam
6 Muthuvenirkaalam

CLINICAL EVALUATION OF KAGAMASSI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN




CRF FORM

S.NO PORI /PULANGAL NORMAL | AFFECTED | REMARKS
1 Mei /unavu
2 Vaai/suvai
3 Kan/paarvai
4 Mooku/naatram
5 Sevi/olli
S.NO | KANMENDHIRIYAM/KANMAVIDAYAM | NORMAL | AFFECTED | REMARKS
1 Paani/ Kai / dhanam
9 Patham Kaal / ghamanam
3 Vaakku/ Vaai / vaaku
4 Uppattham/Eruvai / visarkam
5 Paayuru/Karuvai / Aanantham
S.NO UDALTHATHUKKAL NORMAL AFFECTED REMARKS
1 Saaram
2 Senneer
3 Oon
4 Kozhuppu
5 Enbu
5 Moolai
7 Sukilam / suronitham

CLINICAL EVALUATION OF KAGAMASSI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN




CRF FORM

S.NO UYIRTHATHUKKAL NORMAL AFFECTED REMARKS
VALI
1 Uyirvali
2 Keelvaranbu thozhilvali
3 Niravu vali
4 Melvarambuthozhilvali
5 Olivali
6 Vixhuvali
7 Kottavivali
8 Thummal vali
9 Imaivali
10 Veengal vali
AZHAL
1 Paasagam/akkanal
2 Vannaeri
3 Aatralangi
4 Ollithee
5 Nokkazhal
IYYAM
1 Aliiyaam
2 Neerippiaiyam
3 Suvaikaanaiyyam
4 Niraivaiyam
5 Ondriiyyam

CLINICAL EVALUATION OF KAGAMASSI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN




CRF FORM

S.NO

ENVAGAITHERVUGAL

NORMAL

AFFECTED

REMARKS

NAA

Niram

Thanmai

Suvai

NIRAM

MOZHI

VIZHI

Niram

Thanmai

Parvai

SPARISAM

Vi

MALAM

Niram

Nurai

Elagal

Erugal

Vil

MOOTHIRAM

Neerkuri

Niram

Edai

Nurai

Manam

Enjal

Neikuri

Vali

Azha

lyyam

Others

Vi

NAADI

Vali

Azhal

lyyam

Valiazhal

Valiiyyam

Azharvali

Azhariyyam

lyyavali

lyyaazhal

CLINICAL EVALUATION OF KAGAMASSI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN




CLINICAL ASSESSMENT

CRF FORM

SL.NO PATIENT NAME

OP/IP NO

DATE

PEADIATRIC ASTHMA SEVRITY SCORE (PASS SCORE)

Score 0"day | 15™day| 30™day | 45" day

Respiratory rate

Dyspnoea

Wheeze

Retraction

Total

Score before treatment ()

Score after treatment C]

PEAK FLOW EXPIRATORY RATE
0™ day 15" day 30™ day 45" day

Date Signature of Investigator:
Station Signature of Guide & HOD:

CLINICAL EVALUATION OF KAGAMASSI THYLAM (A SIDDHA DRUG) IN THE MANAGEMENT OF SOOLI KANAM

(CHILDHOOD ASTHMA) IN CHILDREN

ASSESSMENT




DRUG COMPLIANCE FORM

NATIONAL INSTITUTE OF SIDDHA
AYOTHIDOSS PANDITHAR HOSPITAL, CHENNAI 47
DEPARTMENT OF KUZHANDHAI MARUTHUVAM

“CLINICAL EVALUATION OF KAGAMAASI THYLAM (A SIDDHA DRUG) IN
THE MANAGEMENT OF SOOLI KNANAM (CHILDHOOD ASTHMA) IN
CHILDREN”

DRUG COMPLIANCE FORM

1. SI. No: 2. OP/ IP No: 3. Name:
4. Age/ Gender: 5.Date of enrollment 6. Informant:
7. Reliability: 8.Date of completion:

NAME OF THE DRUG : KAGAMAASI THYLAM

FORM OF THE DRUG : THYLAM

ADMINISTRATION . PERORAL

DOSE & DURATION : 5to 7 years -1.5ml(Morning& Evening)

8to 12 years — 2.5 ml (Morning& Evening)

o
CLINICAL EVALUATION OF KAGAMAASI THYLAM (A SIDDHA DRUG) INTHE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN”




DRUG COMPLIANCE FORM

DAY DATE MORNING EVENING DAY DATE MORNING EVENING
1% day 23" day
2" day 24" day
3" day 25" day
4" day 26" day
5" day 27" day
6" day 28" day
7" day 29" day
8" day 30" day
9" day 31% day
10™ day 32" day
11" day 33" day
12" day 34" day
13" day 35" day
14" day 36" day
15" day 37" day
16" day 38" day
17" day 39" day
18™ day 40" day
19" day 41% day
20" day 42" day
21" day 43" day
22" day 44" day
45" day
Date: Signature of the Investigator:
Station: Signature of the guide :

CLINICAL EVALUATION OF KAGAMAASI THYLAM (A SIDDHA DRUG) INTHE MANAGEMENT OF SOOLI KANAM
(CHILDHOOD ASTHMA) IN CHILDREN”




ADVERSE REACTION FORM

NATIONAL INSTITUTE OF SIDDHA
AYOTHIDOSS PANDITHAR HOSPITAL, CHENNAI - 600 047.
DEPARTMENT OF KUZHANDHAI MARUTHUVAM

“CLINICAL EVALUATION OF KAGAMAASI THYLAM ( A SIDDHA DRUG )IN THE
MANAGEMENT OFSOOLI KANAM (CHILDHOOD ASTHMA) INCHILDREN”

1. SI. No:
4. Age:

7. Informant:

ADVERSE REACTION FORM

2. OP/IP No: 3. Name:
5. Sex: 6. Date:
8. Reliability:

Date of occurrence
Date of withdrawal from trial
Medicine

Description of adverse reaction

Date:

Station:

Signature of the Investigator:

Signature of Guide :

CLINICAL EVALUATION OF KAGAMAASI THYLAM( ASIDDHA DRUG ) IN THE MANAGEMENT OF SOOLI KANAM

(CHILDHOOD ASTHMA) IN CHILDREN




FORM IX - PHARMACOVIGILANCE FORM

1. Patient / consumer identification (please complete or tick boxes below as appropriate)

NATIONAL PHARMACOVIGILANCE PROGRAMME FOR SIDDHA DRUGS

Reporting Form for Suspected Adverse Reactions to Siddha

Please note: 1. All consumers / patients and reporters information will remain confidential.
I1. 1t is requested to report all suspected reactions to the concerned, even if it does not have

complete data, as soon as possible.

Peripheral Centre code:

State:

Name : Father name : Patient / Record
— - No.

Ethnicity : Occupation :

Address : Date of Birth /

Village / Town : Age:

Post / Via: Sex: M/F

District / State : Weight :
Degam:

2. Description of the suspected Adverse Reactions (please complete boxes below)

Date and time of
initial observation

Season:

Description of
reaction

Geographical area:




3. List of all medicines / Formulations including drugs of other systems used by the
patient during the reporting period:

Medicine | Daily | Route of Date Diagnosis for

dose administration . which medicine
Starting | Stopped taken

Siddha

Any other
system of
medicines

4. Brief details of the Siddha Medicine which seems to be toxic:

Details Drug-1 Drug -2

a) Name of the medicine

b) Manufacturing unit
and batch No. and date

c) Expiry date

d) Purchased and
obtained from

e) Composition of the
formulation / Part of the
drug used

b) Dietary Restrictions if any

¢) Whether the drug is consumed under Institutionally qualified medical supervision or used
as self-medication.

d) Any other relevant information.

5. Treatment provided for adverse reaction:



6. The result of the adverse reaction / side effect / untoward effects (please complete the
boxes below)

Recovered: Not Unknown: Fatal: If Fatal

recovered:
Date of death:

Severe: Yes/No. | Reaction abated after drug stopped or dose reduced:

Reaction reappeared after re introduction:

Was the patient admitted to hospital?
If yes, give name and address of
hospital

7. Any laboratory investigations done to evaluate other possibilities? If yes specify:

8. Whether the patient is suffering with any chronic disorders?

Hepatic Renal Cardiac Diabetes Malnutrition

Any Others

9. H/O previous allergies / Drug reactions:

10. Other illness (please describe):



11. Identification of the reporter:

Attendant / Manufacturer /

Type (please tick): Nurse / Doctor / Pharmacist / Health worker / Patient /

Distributor / Supplier / Any others (please specify)

Name:

Address:

Signature of the reporter:

Date:

Please send the completed form to:

ﬁ\lame & address of the RRC- \

ASU/ PPC-ASU

N /

The Director,
National Institute of Siddha,

(Pharmacovigilance Regional Centre For Siddha
Medicine),

Tambaram Sanatorium, Chennai-600 047.

(O) 044-22381314 Fax : 044 —
22381314

Website : www.nischennai.org

Email: nischennaisiddha@yahoo.co.in

R I i i S S e i R i e i i S i e i R I i S i i i e e i e

This filled-in ADR report may be sent within one month of observation /occurrence of

ADR
/
=
What to Report?
=
Confidentiality
=
=

\_

Who Can Report? \

Any Health care professionals like Siddha Doctors /
Nurses / Siddha Pharmacists / Patients etc.

All reactions, Drug interactions,

The patient’s identity will be held in strict confidence
and protected to the fullest extent.
Submission of report will be taken up for remedial

measures only not for legal claim



http://www.nischennai.org/
mailto:nischennaisiddha@yahoo.co.in

Date:
Station:

Signature of the Investigator: Signature of the HOD



WITHDRAWAL FORM

NATIONAL INSTITUTE OF SIDDHA
AYOTHIDOSS PANDITHAR HOSPITAL, CHENNAI - 600 047.
DEPARTMENT OF KUZHANDHAI MARUTHUVAM

“ A CLINICAL EVALUATION OF KANDATHIRI CHOORNAM (INTERNAL)
AND LAGUVISHAMUSTI THYLAM FOR THE MANAGEMENT OF
SIRAKAMABAVADHAM (CEREBRAL PALSY) IN CHILDREN”

WITHDRAWAL FORM

1. SI.No: 2. OP/ IP No: 3. Name:

4. Age: 5. Sex: 6. Date:

Date of trial commencement
Date of withdrawal from trial

REASON(S) FOR WITHDRAWAL

Long absence for reviewing : Yes ()] No ()
Improper medication : Yes (] No (]
Shift of locality : Yes (] No ()
Complication /Adverse reactions : Yes C] No C]
Patient not willing to continue : Yes (] No ()
Other reasons, if any

Date: Signature of the Investigator:

Station: Signature of the Guide :

I
A CLINICAL EVALUVATION OF KANDATHIRI CHOORNAM (INTERNAL) AND LAGUVISHAMUSTI THYLAM (EXTERNAL )
FOR THE MANAGEMENT OF SIRAKAMBAVATHAM (CEREBRAL PALSY ) IN CHILDREN.




DIETARY FORM

NATIONAL INSTITUTE OF SIDDHA
AYOTHIDOSS PANDITHAR HOSPITAL CHENNAI - 600 047.
DEPARTMENT OF KUZHANDHAI MARUTHUVAM

“CLINICAL EVALUATION OF KAGAMAASI THYLAM (A SIDDHA DRUG) IN THE
MANAGEMENT OF SOOLI KANAM (CHILDHOOD ASTHMA) IN CHILDREN”

DIETARY ADVICE FORM

THINGS TO TAKE aBHHIE OoTeien Geuewingul 2_6RT6YEH6NT

Fiber rich food

BTTFFSHBIGNET 268016 &H6TT

Lukewarm water RenGeuBBiT
Egg (WpLemL
Milk LIT6D

Tender vegetables

Weha SMUISMSH6N

Greens

&M H6IT

Sprouts

(WpemesL igul LIUNmI

Vegetable soup

STUISM Gl

THINGS TO AVOID

HelliTbs Geueingul 2_6wT6)dH6i

Preserved foods

USLLGSHSLLL 2 60016) H61T

Refrigerated foods

G@eMapLLLILL L 2_6016)&H6T

Junk foods

LN 26016 H61T

Maida products

GOOSHT D _6W016)&6NT

Chocolate and Biscuit

FnéCeol WHBEWID Lerdsl

Ice cream aervasfld
Chicken Camfesns
Bitter guard LIT&BBEBMUI
Sesbania leaves DNBHHHEE]T

CLINICAL EVALUTION OF KAGAMAASI THYLAM (A SIDDHA DRUG) IN THE MAN)ARVENTOF SOOLI

KANAM (CHILDHOOD ASTHMA) IN CHILDREN




DIETARY FORM

MEDICAL ADVICE

+ Avoid cold air, cold water and cold places.

+« Avoid dusty places.

¢+ Use to take steamed food.

«+ Take crab soup, pepper rasam, thoothuvelai rasam (weekly thrice).

+» Take the extract of thulasi and karpooravalli along with honey (weekly twice).

LLGBSSHIN  Dipleyen]

e GolliTbd STMWI, Hewrewim, SLID, PHUWBMB HalTHHID.

& Fa, GUU Heomhd G HHe0 QmULens HalTohaea|lo.

& B Gl, Wen@ @rFd, HTHIGamen QrFid, CUTEIBeUBENB 61HHHIH CBT6TENRLD
(UTTID (LSl (M)

o oeluiled CousmeudHd 2 swieymemen sihHHid CEmeTenab.

* Hend LBBID HHBUTIeVeT FTBflsd CHell HeVbHEHI IHHHIS CBT6TENALD
(umyio @ewi® (Pemp).

CLINICAL EVALUTION OF KAGAMAASI THYLAM (A SIDDHA DRUG) IN THE MAN)ARVENTOF SOOLI
KANAM (CHILDHOOD ASTHMA) IN CHILDREN
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i i 7 ={2 - in the National Seminar on

“Recent Research in Siddha System of Medicine” held on 25.0

3.2021 &26.03.2021 at

National Institute of Siddha, Tambaram Sanatorium, Chennai.

mst Sundaram Prof. Dr. R. Meenakumari
Director
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CLINICAL TRIALS REGISTRY - INDIA

ICMR - National Institute of Medical Statistics

PDF of Trial
CTRI Website URL - http://ctri.nic.in

CTRI Number

Last Modified On
Post Graduate Thesis
Type of Trial

Type of Study

Study Design
Public Title of Study

Scientific Title of
Study

Secondary IDs if Any

Details of Principal
Investigator or overall
Trial Coordinator
(multi-center study)

Details Contact
Person (Scientific
Query)

Details Contact
Person (Public Query)

CTRI/2021/08/035372 [Registered on: 03/08/2021] - Trial Registered Prospectively

31/05/2022

Yes

Interventional

Drug
Siddha

Single Arm Study

Clinical evaluation of Kagamaasi thylam ( A siddha drug) in the management of childhood asthma
(sooli kanam)

Clinical evaluation of kagamaasi thylam ( A siddha drug)in the management of sooli kanam
(childhood asthma) in children

Secondary ID Identifier
NIL NIL
Details of Principal Investigator
Name Dr E Gowsalya
Designation PG scholar
Affiliation National Institute of Siddha
Address Room no 9 Department of Kuzhandhai Maruthuvam National
Institute of Siddha Tambaram sanatorium Kancheepuram Tamilnadu
600047 India
Kancheepuram
TAMIL NADU
600047
India
Phone 8608331343
Fax
Email bengowsalya3313@gmail.com
Details Contact Person (Scientific Query)
Name Dr M Meenakshi Sundaram
Designation Professor and HoD
Affiliation National Institute of Siddha
Address Room no 9 Department of Kuzhandhai Maruthuvam National
Institute of Siddha Tambaram Sanatorium Kancheepuram
Kancheepuram
TAMIL NADU
600047
India
Phone 9444214582
Fax 04422381314
Email mmssiddha@rediffmail.com
Details Contact Person (Public Query)
Name Dr M Meenakshi Sundaram
Designation Professor and HoD
Affiliation National Institute of Siddha
Address Room no 9 Department of Kuzhandhai Maruthuvam National
Institute of Siddha Tambaram Sanatorium Kancheepuram
Kancheepuram
TAMIL NADU
600047
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CLINICAL TRIALS REGISTRY - INDIA  [JRI q -~ h‘-k'_'?‘- ajj i‘?:‘ PDF of Trial
CMR - National Institute of Medical Statistics | A i ! .‘ - Z" ﬁa.}gg[?ﬁ CTRI Website URL - http://ctri.nic.in
India
Phone 9444214582
Fax 04422381314
Email mmssiddha@rediffmail.com

Source of Monetary or
Material Support

Primary Sponsor

Details of Secondary
Sponsor

Countries of
Recruitment

Sites of Study

Details of Ethics
Committee

Regulatory Clearance
Status from DCGI

Health Condition /
Problems Studied

Intervention /
Comparator Agent

Inclusion Criteria

Exclusion Criteria

Source of Monetary or Material Support

> National institite of siddha

Primary Sponsor Details

Name OPD and IPD Ayothidoss Pandithar Hospital National instititue of
siddha
Address Room no 9 Department of Kuzhandhai Maruthuvam National

Institute of Siddha Tambaram Sanatorium Kancheepuram Tamilnadu
600047 India

Type of Sponsor

Research institution and hospital

Name Address

NIL NIL

List of Countries

India

Name of Principal Name of Site Site Address Phone/Fax/Email

Investigator

Dr E Gowsalya OPD AND IPD Room no 9 Department |8608331343
Ayothidoss Pandithar  [of Kuzhandhai
hospital National Maruthuvam National [bengowsalya3313@gm
Institute of siddha institute of siddha ail.com

Tamabaram sanatorium
Kancheepuram
Kancheepuram

TAMIL NADU

Name of Committee [Ap

proval Status Date of Approval Is Independent Ethics

Committee?

Institutional Ethical Approved 21/12/2020 No
committee

Status Date

Not Applicable No Date Specified

Health Type Condition

Patients Other and unspecified asthma
Type Name Details

Intervention

Kagamaasi thylam Kagamaasi thylam is given
twice a time after food. 3ml for 5

to 7 years 5ml for 8to 12 years

Comparator Agent

Not applicable Not applicable

Inclusion Criteria

Age From 5.00 Year(s)

Age To 12.00 Year(s)

Gender Both

Details Children with any of the symptoms such as<br/> Cough<br/>
Wheezing<br/> Shortness of breath<br/> Abdominal bloating<br/>
Tightness of chest<br/> Loss of appetite are included

Exclusion Criteria
Details K/H/o
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CLINICAL TRIALS REGISTRY - INDIA

ICMR - National Institute of Medical Statistics

PDF of Trial

<R H i“
. A:\ ﬁlgm.’; CTRI Website URL - http://ctri.nic.in

Method of Generating
Random Sequence

Method of
Concealment

Blinding/Masking
Primary Outcome

Secondary Outcome

Target Sample Size

Phase of Trial

Date of First
Enrollment (India)

Date of First
Enrollment (Global)

Estimated Duration of
Trial

Recruitment Status of
Trial (Global)

Recruitment Status of
Trial (India)

Publication Details
Brief Summary

Hemoptysis

Active primary complex

Congenital heart disease

Pneumonia

Status asthmaticus

Any other chronic illness are excluded

Not Applicable

Not Applicable

Open Label

Outcome Timepoints

Efficacy of the trail drug is measured by peak 45 days
expiratory flow meter
Improvement in the clinical symptoms by using

PASS score

Outcome Timepoints

Reduction in the recurrence of the disease and |Before and after treatment

improvement in the quality of life of children

Total Sample Size=30

Sample Size from India=30

Final Enrollment numbers achieved (Total)=30
Final Enroliment numbers achieved (India)=30

Phase 2

09/08/2021

No Date Specified

Years=1
Months=1
Days=0

Completed

Completed

Still no publication

Asthma is the most common chronic disease in worldwide among children.It affects their genral
health and mental state.This study was aimed in the management of childhood asthma using a
siddha formulation called kagamaasi thylam in 30 subjects.
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