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The aim of this study is to summarize the current market status of
the intra-articular Hyaluronic acid injections in Turkey, compile
evidence for their short and long term efficacy, and discuss details

about safety profiles.



JOINT INJECTIONS - MARKET EVALUATION

OUR COMPANY

Our company, il is @ healthcare company working in various fields within Medical Devices,
Pharmaceuticals and Nutrition supplements. Our medical device range consists of various products within
Bariatrics, Urology, Orthopedia, Plastic Surgery, Weight Loss Treatment, Dental and IVD. We are
distributing and promoting through our strong sales force and through a wide network of sub-distributors.
Our portfolio includes |G c:ious
vitamin&mineral supplements such as Chondroitin, MSM, Glucoseamine and much more, these products
enable us to reach most of the MDs and experts throughout Turkey.

‘To serve as the most trusted, convenient multichannel provider of innovative health
solutions, products and services by enabling access to high quality medical devices.’

Our core values put our customers into the first place. We aim to establish long term business relationships
with our business partners and providing our customers the most desired level of health care solutions.

A glance over Turkey

Osteoarthritis

Osteoarthritis (OA) is a progressive disease caused by the destruction of joint cartilage and remodeling of
the adjacentbone. These disturbances are consequence of stresses that maybe the beginning of joint
damage. In particular, the destruction of cartilage is usually located in two or more joints such as knees,
hips, lower back, neck, or small joints of the fingers, being the knee the most frequently affected in
approximately up to 83% of total OA patients (Lane et al., 2011; Vos et al., 2012). Osteoarthritis is a
major cause for a reduction in quality of life due to restriction in activity and disability, without a curative
treatment option by leading to total joint replacement (Hellevik et al., 2018).

The current non-surgical treatments for knee OA are focused on relieving symptoms, minimizing functional
impairment,and preserving quality of life. For patients with knee OA, the initial treatment is mainly based
in theuse of oral non-steroidal anti-inflammatory drugs (NSAIDs) and intra-articular injections and
collagen/mineral /Chondrin derivative /Glucosamine-based supplements (Hochberg et al., 2012).

Risk factors for osteoarthritis and prevalence

Diabetes mellitus and osteoarthritis (OA) are common diseases that frequently co-exist, along with
overweight/obesity (Seving, 2014). On a pathophysiological level of osteoarthritis, it is believed that
adipose tissue and chondrocytes produce adipokines, which regulate adipocyte metabolism, the immune
and inflammatory response. These adipokines were identified in osteoarthritic joints and in vitro to
produce comparable chondrocyte activation as seen in pro-inflammation and mechanical stress.

Page 1



Furthermore, high levels of glucose (in DM patients) may disturb the homeostatic state of chondrocytes
(metabolic osteoarthritis) due to multiple mechanisms such as failed regulation of glucose transporters
(GLUT-1) receptors oraccumulated advanced glycation products (Walter et al., 2020). The prevalence of
OA is estimated to be between 30-50% global, leading to stiffness, general joint pains, reduced range
of motion and increased morbidity and mortality (Schett et al., 2013).

The prevalence of diabetes and obesity is increasing day by day in our country (Figure 1), as in other
countries of the world (Erem, 2015). According to the study report (2016) made by our Health Ministry:

e 20 years and over population: 47,467,350 (65.4%)

e Diabetes rate in TURDEP-II: 13.7%

e Number of people with diabetes: 6.503.027 people

e Known number of people with diabetes (54.55%): 3,547,401 people
e Number of new people with diabetes (45.45%): 2,955,626 people
Prediabetic population (28.7%): 13,812,899 people

e Obese population (31.2%): 15.237.019 people

Overweight population (37.5%): 17.088.246 people

BGT Genel Obezite Santral Obezite Hipertansiyon
+%90 +%108 +%44 +%32 %11

!Satman |, TURDEP Study Group. Diabetes Care 2002;25:1651-56
Satman |, TURDEP-1I Study Group. Eur J Epidemiol 2013;28:169-80

Figure 1

In a prevalence study conducted in Turkey, in the population aged 50 and older, symptomatic knee OA
prevalence is 14,8% (2.985.288), 22,5% in women, while men were reported as 8% (Kagar et al., 2005).
Population aged 50 and older is 20.170.866 in Turkey (Tirkiye Nifusu Yas Gruplarina Gére Dagilimi
2019, n.d.).

Intraarticular HA therapy

Hyaluronic acid and steroids are the two main treatments used in intraarticular applications. Hyaluronic
acid is a natural component of cartilage and plays a very important role in the viscoelastic properties of
synovial fluid. Hyaluronic acid concentrations were lower in degenerative joint fluid than in the healthy
joint. It is thought that hyaluronic acid injections protect the joint cartilage and soft tissue surfaces of the
joint by improving the viscoelastic properties of the joint. It also shows anti-inflammatory and
antinociceptive effects (Bilge et al., 2018). The first and most commonly used HA therapy is for the knee
joint. Other joints where HA can find usage area; shoulder, hand joints, hip joints, temporomandibular joint
(TMJ), spine, foot and ankle joints.
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Intra-articular hyaluronic acid injection treatment aims, symptom relief that continues for at least a year
(Nelson et al., 2015).

Studies showes that HA preparations with molecular weights above 500.000 Daltons can stimulate
endogenous HA synthesis. At this point, the concept of molecular weight is important. Theoretically, it is an
advantageous situation if the exogenous HA (injection) given has a higher molecular weight than the
endogenous HA (Last, 2007).

Intraarticular HA injections that currently in Turkish Market

There is currently lots of HA preparations in Turkey, we've listed some of them. The available data may
contain errors, it’s because same manufacturers are supplying different distributors in Turkey, some of the
products’ licences have been deactivated by the Medicine and Medical Device Agency (TITCK) and some
brands have been transferred to other distributors.
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To summarize; the products effectiveness continue from six months to two years (symptom suppression), and

their retail price (end-user price / VAT included) ranges between I < N for coch
injection.
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Conclusion

Ministry of Health has ended the reimbursement program for HA intraarticular injection therapy in 2017
because of companies and doctors were abusing the re-payment program. Also Turkish Medicine and
Medical Device Ministry has banned the sales from pharmacies about 8 months ago. Because of this
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alteration companies needs a strong sales force dedicated to the sale of intraarticular injections to doctors
and a well organized marketing throughout Turkey.

We want our influence to increase with ||} BBJlE i» the Turkish market. Gripping point to our current
market for us can be it's ease of use, price and customer support that we will be providing.

The possible agreement between us can to turn into a long partnership. We aim to establish sustainable
business model.
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