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Introduction

Osteoarthritis (OA) is regarded as a prevalent cause of morbidity and disability worldwide
affecting approximately 3.8% of the global population. OA shows many disease
characteristics, such as cartilage degradation, moderate synovial inflammation, pain,
alteration of bony structure and impaired mobility. However, despite the severity of disease,
relatively little is known about its exact etiology.

Definition- Osteoarthritis (OA)

OA is currently defined by the American College of Rheumatology as a “heterogenecous
group of conditions that leads to joint symptoms and signs which are associated with
defective integrity of articular cartilage in addition to related changes in the underlying bone
at the joint margins.

Prevalence and Incidence in India

By 2020, the number of people with OA may double. OA is the second most common
rheumatological problem and is most frequent joint disease with prevalence of 22% to 39% in
India. This is the most common cause of locomotor disability in the elderly. Above 55 years
of age incidence of OA is very high in India with 25% to 30% in women and 15% to 20% in
men. By 2025, India may have 60 million OA cases.

Pathophysiology

The pathophysiology of OA can be divided into three phases. In the first Phase, proteolytic
breakdown of the cartilage matrix occurs. Chondrocyte metabolismis affected, leading to
increased production of enzymes such as metalloproteinases, destroying the cartilage matrix.

Phase twoinvolves fibrillation and erosion of the surface of the cartilage, with the
subsequent release of proteoglycan and collagen fragments into the synovial fluid.

In the Third Phase, these products of cartilage induce a chronic inflammatory response in
the synovial tissue. Synovial macrophages produce pro-inflammatory cytokines and
metalloproteinases that can directly destroy cartilage tissue and stimulate chondrocytes to
produce more destructive enzymes. Eventually, these events alter joint architecture and bone
overgrowth occurs in an attempt to stabilize the joint.

When the joint architecture is altered and further mechanical and inflammatory insults occur
on the articular surface the disease may progress. There are also reports that changes in the
bone cells occur very early in the disease process and may themselves be a stimulus for
cartilage damage.

Knee OA affects the 3 compartments of the knee joint (medial, lateral and patellofemoral
joint) and usually develops slowly over 10to 15 years, interfering with daily life activities.
Traditionally, it was interpreted as a “wear-and-tear” of the articular cartilage disease only
because of aging and not related to inflammation.

It is accepted that knee OA is multifactorial in origin. Whereas both inflammatory and
biomechanical whole-organ disease processes play an important role, knee OA is also
influenced by a combination of factors, including family history, age, obesity, diabetes,
synovitis, systemic inflammatory mediators, innate immunity, lower limb alignment, joint
shape and dysplasia, trauma and inflammation by metabolic syndromes.
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Management of Osteoarthritis

Goals of managing osteoarthritis include controlling pain, maintaining and improving range
of movement and stability of affected joints and limiting functional impairment.

In evaluating treatment modalities in patients with OA, it is important to have good outcome
measures. Since OA is a slowly progressive disease, outcomes that are able to alter rather
quickly are therefore needed. Of course the most important clinical parameters- pain, stiffness
and loss of function- are important and can change rather rapidly.

Non-Pharmacological Treatment

Education (patient and spouse or family)

Social support (telephone contact)

Physiotherapy(aerobic exercise, muscle strengthening & patellar strapping)
Occupational therapy (aids & appliances, joint protection)

Weight loss

Acupuncture

Transcutaneous electrical nerve stimulation (TENS)

) ) ) ) ) ) )
0’0 0’0 0’0 0’0 0’0 0’0 0’0

Pharmacological Treatment
¢ Simple analgesia

** Non-steroidal Anti-inflammatory drugs

+* COX-2 inhibitors (cyclo-oxygenase 2 selective non-steroidal anti-inflammatory
drugs)

+¢+ Corticosteroids

+* Viscosupplements- Hyaluronic Acid
NSAIDS

Analgesics

COX-2 inhibitors

10



Current available option cannot be used as long term treatment for OA

NSAIDS

Analgesics

COX-2 inhibitors

Hyaluronic acid

Propensity to cause stomach ulcer, Gl
bleeding and perforations.

Gastrointestinal toxicity is present in
50% of NSAIDS users and 5.4%
develops a more serious events
requiring hospitalization due to its
frequent use.

Renal disorders on long term usage.

Their use does not provide adequate
pain relief in some patients.
Gl toxicity

Ordered by the United States (FDA) to
have a black box warning on the label
because of concerns that their long-term
use may increase the risk of stroke and
heart attack.

Renal damage.

e Localized reaction, transient local
swelling, pain &erythema
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What is Natural Eggshell Membrane (NEM)?

Eggshell membrane is the clear film lining of an eggshell having a function of letting
oxygen pass and blocking invasion of bacteria. Eggshell membrane is one of the
elements that make up the egg that occupies an important position as a complete food
in the human diet. It is composed of 70% organic matter, 10% inorganic material and
20% water and 80% of the organic material constituents main component and the rest
is made of 2.3% of fat and 3.4% of carbohydrate.”

Natural Eggshell Membrane contains naturally occurring glucosamine, chondroitin,
hyaluronic acid, collagen (Type 1,V & X), peptides and other Sulphur containing
amino acids- a combination of powerful molecules in one single matrix, which work
together to promote healthy joints. NEM is not found naturally in the diet and is not
made by the body. A specialized patented process is used to extract NEM from
eggshells for use in supplement form.

What is the mechanism of action of NEM?

When human immune cells were exposed to a water extract of NEM and
subsequently compounds that are known to cause an inflammatory response, NEM
was shown to significantly reduce a number of pro-inflammatory cytokines. This
effect was most pronounced for the cytokines Interferon-gamma (IFN-Y) and tumor
necrosis factor-alpha (TNF-Alpha). The reduction in TNF-Alpha was further
enhanced by a stimulated gastric digestion, likely giving insight into the compounds
produced in the stomach following digestion of NEM.

About the Product....

STIFEASE CAPSULE
(10 Capsules in a Strip)

Rs-299
Launched Date- August 2017

Product Details

Stifease Capsule is a natural formulation with Natural Eggshell Membrane as a main
ingredient that mainly includes elastin, glucosamine, hyaluronic acid, chondroitin and
collagen.

Role of Key ingredients

s Glucosaminereduces joint inflammation while cushioning the joints against
impact & assisting in cartilage repair.

%+ Hyaluronic acid helps to absorb shock while promoting joint elasticity.

12



% Chondroitin promotes cartilage elasticity and helps to battle enzymes known
to damage the joints.
% Collagen, a type of protein found in connective tissue.

Usage

In case of Osteoarthritis and Osteopenia.

Dosage
500Mg Once Daily.

OBJECTIVE

% Qualitative objective:

» a) To establish that Natural Eggshell Membrane is the most economical
quality than traditional drugs in the market.

* b) To promote & establish that Natural eggshell Membrane has better results
in Osteoarthritis as compared to traditional drugs.

* ¢) To enhance the penetration of Natural eggshell Membrane in Osteoarthritis.

% Quantitative Objective:

» To make Stifease as 1 Crore brand in this new financial year ie 2018-19.

FORMULATION

UNITS VALUE

Stifease Capsule

54950 units 1 crore brand

RESEARCH METHODOLOGY

SR.NO.| PARAMETERS DESCRIPTION
1 Research Type Qualitative & Quantitative
2 Data Collection Primary and Secondary
3 Measurement Technique |Structured Questionnaire, literature review & articles
4 Geographical Location |Mumbai & Pune
5 Sample Size 200
6 Target Population Orthopaedics & Consulting Physician
7 |Sampling Technique Cluster Sampling
8  |Analysis Technigue MS-Excel

13




Q1. Doctor, how many osteoarthritic patients are diagnosed in a day?

Percentage of Patient

60%
50%
40%
30%
20%
10%

0%

20%

0-5

55%

5-10

Patient Pool

25%

More than 10

From the above graph we can observe that about 55% of Orthopedic Doctors diagnose
5-10 Osteoarthritic patients daily followed by 25% of Doctors diagnose more than 10
patients and 20% Orthopedic Doctors diagnose 0-5 patients daily.

Q3. Doctor, which is your preferred choice for management of osteoarthritis?

Percentage of prefered choice

70%

60%

50%

40%

30%

20%

10%

0%

60%

3%
L

11%

H N

10%

NSAID's

Narcotics

Prefered choice of treatment

Hyaluronic Others
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From the above graph we can observe that, the preferred choice for management of
Osteoarthritis with highest priority of 60% of NSAIDS followed by 15% of
analgesics, 11% of hyaluronic acids and 10% of others(glucosamine or chondroitin
combination & NEM).

Q4. Doctor, are you aware about Natural Eggshell Membrane?

100% -

88%

90% -
80% -
70% -
60% -
50% -
40% -
30% -

0, .
20% 13%

Im

Yes No

10% -

0% -

From the above graph we can observe that about 88% of Orthopedic Doctor’s are
aware about Natural Eggshell Membrane and only 13% Doctor’s are not aware about
NEM.

Q5a(1). At which stage of osteoarthritis do you use Natural Eggshell
Membrane?

15
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From the above graph we can observe that 63% of Orthopedic doctor’s use NEM at the
beginning stage followed by 30% at the middle stage and 7% at the advanced stage.

Q5a (2). Would you prefer Natural Eggshell Membrane as compared to
traditional NSAID therapy in management of osteoarthritis?

80%

70%
70% -

60% -

50% -

40% -

30%

30% -

20% -

10% -

0% -

Yes No




From the above graph we can observe that about 70% of Orthopedic doctor’s prefer
Natural Eggshell Membrane as compared to traditional drugs.

Q5(b). Would you be interested in knowing about the use of Natural
Eggshell Membrane in osteoarthritis?

90%

80%

80% -

70% -

60% -

50% -

40% -

30% -

20%

20% -

10% -

0% -

yes No

From the above graph we can observe that 80% of doctor’s were interested in
knowing about the use of Natural Eggshell Membrane.



Primary & Secondary Sales of STIFEASE

Stifease Primary & Secondary Sales
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From the above graph we can observe that from the launch date itself there was a
gradual increase in the primary and secondary sales and then it was decreasing. Now
from the graph we can also observe that primary & secondary sales was maximum in
Nov-Jan month.

STIFEASE MAT Value & Unit Trend

Value trend of Stifease

12.00
11.06
10.00 10:73” 10.33 10.10

8.00
7.34 7.00
6.00

4.62
4.00

2.00 2,25 2.51

0.00

18



Stifease Unit Trend
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From the above graph we can observe that there is increase in value and unit trend
monthwise and then decreased after the month of January as per the MIS Data.

Prescriber Base of STIFEASE

Stifease prescriber Base
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From the above graph we can observe that the maximum prescriber base for
STIFEASE is of Orthopedician followed by consulting physician and then general
physician.

COMPETITIOR ANALYSIS

Direct Competitor (NEM) Indirect Competitor (glucosamine &
chondroitin)
e Zerostiff Total e Rejoint
e ShellOut e Cartigen Forte
e Fixonem e Mega Free Flex
e Free Flex
e Mega Cartigen

MAT Value & Unit Trend of STIFEASE & ZEROSTIFF TOTAL

Value Trend
06 -
05 -
o 04 -
3
S
£ 03 1 m STIFEASE
2 02 -
= ZEROSTIFF

0.1 -

0.0 -

Sum of MAT VAL MAR Sum of MAT VAL FEB Sum of MAT VAL JAN
18 18 18

Monthwise Value
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Unit Trend
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25000.0 -
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From the above graphs we can observe that MAT Value and Unit trend is maximum for
ZEROSTIFF TOTAL than STIFEASE and it is increasing monthly gradually.

Communication Task
v TARGET AUDIENCE: Ortho & Consultant Physicians

v' DESIRED BEHAVIOR: Use STIFEASE in the management of OA and associated

Osteophytes
Current Behavior Desired Behavior
Use of NSAIDS in Pain associated with OA Safe alternative in pain managementinOA

Glucosamine & Chrondotin sulphate use in OA Establishing a belief for well acceptance of NEM

BID orsurgeryan option forlong term Economicsafe forlongterm use

21



Defining communication strategy

Data & Information Understanding Insight
* Oneintwo
detls il * The Patient size
evelop - is fairly high
iympga;n; of « NSAIDS rule the Opportunity for
r:‘e_e ; uring market creating Market
A= «  More studies To create new era
* Oneinfour Needed to of treatment
adults will

development
symptoms of hip
OA by age 85.
One in 12 people
60 years or older
have hand OA.

reemphasize the
concept

New concept
in OA
Internationally
accepted
molecule
Dosage
convenience
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SWOT ANALYSIS

4 ) 4
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ZEROSTIFF TOTAL VISUAL AID
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Findings from the visual Aid

++ The importance of Eggshell Membrane is lacking in the visual aid.
+«+ There is too much communication in the visual aid.

24



+«+ There is no comparative study of NEM with glucosamine in order to get the attention
of the doctor’s to show the importance of the NEM as compared to glucosamine or
chondroitin combination.

% The graph showing pain indication ie. VAS score is not there which will be the proof
for the reduction of pain intensity.

%+ The time duration by which the patient will get cured is not shown.

STIFEASE Visual Aid

Natural egg shell membrane with patented Peeler Technology

STIFEASE

Natural egg shell membrane 500 mg Capsule

e — Removes Stiffuess Easily

* Significant effects on IL-6, IL-10 and TNF-0 reducing
cytokine production’

» Reduces inflammation

» Increases mobility

& & o

Reduction in pain  Reduction in pain Improvement in
in 7 days’® in 30 days’ stiffness in 30 days’

Natural Eggshell  ZA
Membrane Capsules é
STIFEASE 77
-

O] o
L

oy b e e i

Findings from the Visual Aid

+«+ The indication is not clear in the visual aid.
«+ The image is just showing only a single perception which is for obese patient only.

*
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Suggestions

R/ R/ )
0’0 0’0 0’0

7 7
0’0 0’0

L)

0

7 7
0’0 0’0

L)

Greetings to Doctor’s on special occasions or celebrations with Brand name.
Monthly meeting the Doctor’s with the reference material.

To distribute pamphlets that shows normal exercise and diets to follow along with
the drugs.

Providing brand schemes to the doctor’s

Digital video of Doctor’s who are well known and the video will contain the
message regarding the uses of NEM in OA.

Also adding on new formulation along with the existing one ie. Using Calcium
along with NEM as OA one of the main reason is calcium deficiency in so
providing calcium as a supplement along with NEM fill calcium deficiency
problem.

Also adding Boswellia or Boswellic acid with NEM.
Adding new indications to the product like:
e Post Plaster Stiffness
e Joint pain and stiffness in Chicken Guniya
e Rotar Cuff Strain

e Frozen Shoulder
Brand Based activities like providing doctor’s customized inputs.
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