VISCOSUPPLEMENTATION

HYALURONIC ACID
AT 2,0% 3.200.000 DA.

FOR INTRA-ARTICULAR USE
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It is a medication made from hyalu-
ronic acid sodium salt, with a con-
stant molecular weight of 3,200,000
Dalton, which allows a perfect
diffusion inside of the joint, this means
that painful swellings are not created
when inoculated. It is obtained by
fermentation and this guarantees
absolute thus minimizing the risks of
allergens and inflammatory reactions.
It also has a very high persistence and
duration of action in situ.

A substitute for synovial fluid which,
thanks to visco-elastic and lubrifi-
cating properties, helps to restore

the rheological conditions of the
joints, affected by degenerative or
post-traumatic diseases. The product,
by improving the characteristics of
synovial fluid, exerts a protective
action on the joints and promotes the
improvement of joint function and the
reduction of painful symptoms.

H

It is a sterile injectable, biodegra-
dable and isotonic gel for intra-arti-
cular use. It consi-st in a hyaluronic
acid (1,800,000 DA), produced by
Streptococcus equi bacteria, formu-
lated at a concentration of 20mg/mll
in a physiological buffer.

It is characteri-sed by visco-elastic
properties, therefore it helps to nor-
maize of the viscosity of the synovia
fuid present in the intra-articular
cavity.

LONG CHAINS ACTIVATE THE C44 RECEPTORS BETTER OF THE SHORT CHAIN HA

I AL H40 1 AMPOULE X 3 WEEKS

2ml 40mg/ hight molecular weight

FocusiAL ueo

3ml 60mg/ hight molecular weight

1 AMPOULE x 2 WEEKS

,AL B0 1 AMPOULE

4ml 80mg/ hight molecular weight

’: OCUSiAL M40

2ml 40mg/ medium molecular weight

1 AMPOULE x 3 WEEKS

IT ACTS ONLY AT THE LEVEL OF THE JOINT WHERE IT IS

INJECTED, WITHOUT EXERTING ANY SYSTEMIC ACTION.

FocusTALQ

Repairs the matrix and slows down osteoarthritis




CHONDROPROTECTION

Osteoarthritis (OA) is a degenerative pathology that affects various tissues in the surrounding
joints such as arficular cartilage, subchondral bonem synovial membrane and ligaments.

The main action of arthrosis is to coause a progressive deterioration of the cartilage (which is not
able to reform), and of the bone, with secondary deformation of the same and production of
growths, called “"Osteophytes”’, which mechanically hinder joint movement.

The alteration of the ECM, in turn changes the biomechanical environment of the chondrocytes,
which further boosts the progression of degeneration in the presence of inflammation

BINDING PATTERNS OF HYALURONIC ACID TO RECEPTORS ON THE
SURFACE OF SYNOVIAL CELLS
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The endogenous synthesis of hyaluronic acid by synovial fibroplasts is influenced by both the
concentration and the molecular weight of hyaluronic acid in the extracellular environment in vitro
studies have shown that in the presence of low molecular weight hyaluronic acid, the binding to the
arficular cartilage matrix is poor and the endogenous biosynthesis of hyaluronic acid may be insuffi-
ciently stimulated.

With intermediate molecular weight hyaluronic acid preparations, on the other hand, binding o the
matrix is high and ,due to the high number of stimulating receptors, there is an elevation of endoge-
nous hyaluronic acid synthesis.

Finally, in the presence of crosslinked high-molecular-weight hyaluronic acid, binding o receptors is
maximal but the large size of these molecules limits the number of sites that can be occupied on
the cell surface, negatively interfering with the stimulation of endogenous hyaluronic acid synthesis.

Seminars in Arthritis and Rheumatism, Felboruary 2016, page S28-533

Efficacy and safety of hyaluronic acid in the management of osteoarthritis: Evidence from real-life setting trials and surveys
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Focusial hyaluronic acid is a molecule of the extracellular matrix with multiple physical

and biological functions present in many fissues, including cartilage.

With the passing of the time the alterations
became always more important and the
pathology assumes all the characteristics
of a cronic condition that, main clinical
signs ore pain and functional disability of
the joint.

The presence of pro-inflammatory ctroki-
nes, free radicals and metallloproteases,
they modify the joint articular microenvi-
ronment, influencing the metabolism of
type B synoviocytes, responsible for the
production of hyaluronic acid.
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The exogenous HA with a molecular wei-
ght between 500 and 4000 dDa icreases
the viscosity of the synovial fluid and im-
proves the shock absorption and lubrican-
fing capacity of the synovial fluid.

In the healthy articulation the liquidi is pre-
dominantly elastic, in an elderly person or
in the course of osteoarthritis, the decrea-
se in concentration and molecular weight
of hyaluronic acid, determine a variation
of rheologicalo properties of synovial fluid
and less protection of the joint from me-
chanical stress.

The biosyntesis of hyaluronic acid is reduced in terms of concentration and molecular weight. In healthy syno-
vial fluid, Al is made up of linear chains with an average molecular weight of 6 millions Daltons and a concen-
fration of about 3-4 mg / ml, while in the atrosic joint the molecular weight drops to 1.9 millions of Dalton and
the concentration is reduced to 1.5 mg / mil.

Since hyaluronic acid is the main responsible for the rheological characteristics of the synovial fluid, there is a
reduction in the viscoelasticity of the intra-aricular fluid, with impairment of lubrification and protection of the
articular cartilage in relation to mechanical stress.




HYALURONIC ACID SODIUM SALT 2.0% FOR INTRA-ARTICULAR INJECTION

INDICATION: Focusial a substitute
for synovial fluid which, thanks to its
visco-elastic and lubricating proper-
fies, helps to restore the rheological
conditions of the joints, affected by
degenerative or post-traumatic di-
seases. The product, by improving
the characteristics of synovial fluid,
exerts a protective action on the
joints and helps 1o improve joint fun-
ction and reduce painful symptoms.
Focusial acts only at the level of
the joint in which ifs is injected, wi-
thout exering any sy-stemic action.

DESCRIPTION: Focusial is a steri-
le injectable, biodegradable and
isotonic gel for intra-articular use.
Focusial consists of a medium mo-
lecular weight hyaluronic acid (3.0
x106 Daltons), produced by Strep-
tococcus equi bacteria, formulated
at a concentration of 20 mg/ml in @
physiological buffer. Focusial in cha-
racterized by viscoelastic properties,
therefore it helps to normalise the vi-
scosity of the synovial fluid present in
the infra-articular cavity. Each pack
contains an Focusial ampoule-syrin-
ge and a patient information leaflet.
It contains two labels bearing the
batch number and the expiry date.
One of these labels should be at-
tfached to the patient's medical re-
cord and the other should be given
to the patient to ensure fraceability.

COMPOSITION: Sodium  hyalu-
ronate  (20mg/ml), sodium  mo-
nobasic photosphate dode-

cahydrate, WFlI grade water. A
syringe contains 2.0 ml of pyroge-
nic solution, sterilised by moist heat.

INSTRUCTIONS FOR USE: Remove
any joint effusion before injecting
Focusial; the same needle must be
used for effusion removal and Focu-
sial injection. Remove the protective
cap of the syringe taking special care
fo avoid contact with the opening.

Screw the needle with a diameter
between 18 and 22 G firmly onto
the Luer-type locking collar following
the instructions shown below. Befo-
re injection, tfreat the affected area
with a suitable disinfectant. Inject Fo-
cusial using an aseptic technigque.
Only inject info the joint cauvity.
[t is recommended to carry out an
initial course of three to five treat-
ment sessions, at intervals of one
week from each otherm possibly fol-
lowed by maintenance sessionm ac-
cording to the medical prescription.

INSTRUCTION FOR ATTACHING THE
NE-EDLE TO THE SYRINGE: A. Care-
fully unscrew the cap from the ftip
of the syringe, taking special care
fo avoid contact with the opening.
B. Gently hold the needle guard and
attach the needle to the luer-lock
aftachment, screwing it firmly until
a slight back pressure is felt to ensu-
re a watertight seal and prevent gel
from leaking during administration.

WARNING PRECAUTIONS FOR USE:
Focusial is only indicated for intra-ar-
ficular injections and should only be
administered by a doctor. Before
use, check that the syringe is intact
and the expiration date. Do not use
needles other than those indicated.
The product must not be avoided
in case of ongoing infections or in-
flarnmatory conditions of the skin
near the site of the infiltration. It is re-
commended that the patient, after
the infraaricular injection, be ad-
vised to avoid any strenuous physi-
cal activities involving the joint and
to resume normal activities after a
couple of days. Focusial has not
been tested in pregnant or lactan-
ting women. Focusial is a single-use
product, quality and sterility are gua-
ranteed only if the syringe is sealed.
Any remnants must therefore be di-
sposed of and not reused, even after
resterilisation. Do not use the product

if the packaging is already open
or damaged. After use, dispose of
the needle in a suitable container.

SIDE EFFECTS: Some temporary side
effets may occur after the injection
of Focusial, such as pain, sfiffness,
warm sensation, redness or swel-
ling. These secondary effects can
be reduced by applying ice to the
freated joint. Normally the same
disappeare after a short time.
Ifsymptomspersist, seekmedicaladvi-
ce. Any other undesirable side effects
associated with the injection of Focu-
sial should be reported to the doctor.

INCOMPATIBILITY: Incompatibi-
lity occurs between sodium hya-
luronate and quaternary  am-
monium compounds, such as
benzalkonium  chloride  solutions.
Therefore avoid contact betwe-
en Focusial and these substances.

STORAGE: StoreFocusialat2-25°C(36-
77 °F)inadry place inthe original box.
Protect from light, heat and frost.
Keep out of the reach of children.

Focusial: is sold only on medical pre-
scription. The intra-articular injection
should only be performed by adoctor.
01/2017
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Certificato dall’Istituto Superiore di Sanita
N°. EPG-0306-20

novlas

www.noviaspharma.it
www.focusial.it

Via G. Sidney Sonnino, 23
95045 - Misterbianco (CT)
info@noviaspharma.it

Numero Verde
CSOO 016 398




