Flexible treatment scheme with high dose HA 2%

- HA obtained from bacterial fermentation
-HA 2% (40 mg/2 ml)
- Molecular weight:1-2 million Daltons

- Mannitol 0.5% (10 mg/2 ml)

-2 ml pre-filled syringe Viscoelastic solution for injection
into the joint cavity
- Terminal sterilisation for optimal Sodium hyauronate 2.0%

One prefilled syringe of 40 mg/2.0 m
safety: the content and the outer

surface of the syringe are sterile.
Ostenil Plus

40 mg / 2 ml

* Mannitol-stabilised high dose HA 2%. e Sustained efficacy with reduced number of
Mannitol acts as a free radical injections (1-3).8
scavenger which protects HA
from rapid depolymerisation.”

® One injection of OSTENIL® PLUS reduces
® The formulation offers the possibility of pain and improves function in knee OA over
increasing the intervals between injections.® a period of at least 6 months.?

7 Mendoza G et al. Carbohydr Res 2007; 342: 96-102
8 Data on file
? BorrasVerdera et al. Rev Esp Cir Ortop Traumatol 2012; 56(4): 274-80
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The administration of exogenous hyaluronan increases
the viscosity of the synovial fluid, restoring its lubricating,
shock-absorbing and filtering properties.’%4

rL-

In addition, it re-establishes the protective coating
of hyaluronan over the inner surface of the joint and
increases the scavenging of free radicals.!>'¢1”

Exogenous hyaluronan
restores synovial balance

As a result of these changes, hyaluronan reduces
inflammation of the synovium.!82°
By masking the nociceptors, pain is also alleviated.!" 2122

Evidence exists suggesting that exogenous hyaluronan may slow the destruction of cartilage 3%
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Viscoelastic solution for injection into small joints

INSTRUCTIONS FOR USE
OSTENIL® MINI
Sodium hyaluronate from fermentation 1.0%. Viscoelastic solution for injection into small joints. Sterile by moist heat.

Composition:
1 mlisotonic solution contains 10.0 mg sodium hyaluronate and sodium chloride, disodium phosphate, sodium dihydro-
gen phosphate, water for injections.

Indications:

Pain and restricted mobility in degenerative and traumatic thun?es of small synoviulgoims, for example, the facet joints
of the lumbar spine, the saddle joint of the thumb, the inferphal un?eul joints of the fingers and toes, the proximal joint
of the bigtoe and the remporomundihulardoint I the freatment of larger joints, for example the knee, hip or shoulder,
OSTENIL® precfilled syringes of 20 mg,/2.0 ml should be used.

Contra-indications:
OSTENIL® MINI should not be used in patients with ascertained hypersensitivity o any of its constituents.

Interactions:

No information on the incompmibilirY of OSTENIL® MINI with other solutions for intraarticular use is available to date.
The concomitant use of an oral analgesic or anti-inflammatory drug during the first few days of treatment may be
helpful for the patient.

Undesirable effects:
Local secondarg henomena such as pain, feeling of heat, redness and swellin%/ioint effusion may occur in the joint
treated with OSTENIL® MINI. Application of an ice pack onto the treated joint Tor five to ten minutes will reduce the
incidence of these events.

Dosage and administration:

Inject OSTENIL® MINIinto the affected joint once a week for a tofal of 1-3 injections. Several joints may be treated af
the same time. Depending on the severity of the joint disease the beneficial effects of a treatment cycle may last at
least six months. Repeat reatment cycles moy be administered as required. In case of joint effusion it is advisable to
reduce the effusion by aspiration, rest, application of an ice pack and/or intraarticulor corticosteroid injection. Treatment
with OSTENIL® MINI can be starfed twa to three days loter.

The contents and outer surface of the OSTENIL® MINI pre-illed syringe are sterile as long s the sterile pack is intact.
Take the pre-filled Sénnge out of the sterile pack, unscrew the Luer lock cap from the syringe, attach a suitable needle
(for example 19 1o 25 ) and secure it by turning slightly. Remove any air bubble, if present, before injection.

Precautions:

Caution should be exercised in patients with known hypersensitivity to drugs. The general i)recuutions for intraarticular
injections should be observed, including measures to avoid joint infections. OSTENIL® MINI should be iry’eded accw-
rately into the joint cavity, if necessary under imngin? control. Avoid injections info blood vessels or surrounding fissues!
As no dlinical evidence is available on the use of hyaluronic acid in children, pregnant and Iacmting women or In inflm-
matory joint diseases such as theumatoid arthritis or Bechterew disease, freatment with OSTENIL® MINI is not
recommended in these cases. Do not use if the ﬁre-ﬁlled syringe or sterile pack are domaged. Any solufion not used
immediately after openin%must be discarded. Otherwise the sterility is no longer guaranteed. Store between 2 °C and
25 °C! Do not use after the expiry date indicated on the box. Keep out of the reach of children.

Characteristics and mode of action:
Synovial fluid, which is viscoelastic due to the presence of hyaluronic acid, is found in all synovial joints where it ensures
normal, painless movement due fo ifs lubricating and shock-absorhing properties. It is also responsible for the nutrition
of the cartilage. In degenerative joint disorders such as osteoarthritis, the viscoelasticity of the synovial fluid is mar-
kedly reduced thereby ﬂetreusing its lubricating and shock-absorbing functions. This increases mechanical Iouding of the
E)im and cortlage destruction” which ulfimately results in an and restricted mobility of the affected joint.
upplementing this sxnoviﬂl fluid with infraarticular injections o highlﬁ purified hyaluronic acid can ameliorate the vis-
coelusticpro%errieso synovial fluid. This improves its lubricating and shock-absorbing functions and reduces mechanical
overload of the joint. As a rule this results in'a decrease in pain and an improvement n joint mobility which may last for
several months affer a freatment cycle.

Presentation:
One pre-illed syringe of 10 mg/1.0 ml OSTENIL® MINI in o sterile pack.

QSTENIL® MINIis o medical device. To be used by a physician only.
Lot revision date: March 2011

Viscoelastic solution for injection into the joint cavity

INSTRUCTIONS FOR USE
OSTENIL®

Sodium hyaluronate from fermentation 1.0 %. Viscoelastic solution for injection info the joint cavity. Sterile by moist
eat.

Composition:
1 mlisotonic solution contains 10.0 mg sodium hyaluronate and sodium chloride, disodium phosphate, sodium dihydro-
gen phosphate, water for injections.

Indications:
Pain and restricted mobility in degenerative and traumatic changes of the knee joint and other synovial joints.

Contra-indications:
OSTENIL® should not be used in patients with ascertained hypersensitivity to any of ts constituents.

Interactions:

No information on the incompatibility of OSTENIL® with other solutions for infra-arficular use is available to date. The
c}?nmrmmm use of an oral analgesic or anti-inflammatory drug during the first few days of treatment may be helpful for
the patient.

Undesirable effects:

Local secondar Ehenomenu such as pain, feeling of heat, redness and swelling /joint effusion may occur in the joint
nfenﬁed with OSTENIL®. Application of an ice pack onto the treated joint for five fo ten minutes will reduce the incidence
of these events.

Dosage and administration:

Inject OSTENIL® into the affected joint once o week for o fofal of 3-5 in}ettion& Several joints may be treated of
the same fime. Depending on the severity of the Lomr disease the beneficiol effects of a treatment cycle of five
intra-orticular injections will last at least six months. Repeat treatment cycles moy be administered as required.
In case of joint effusion it is advisable to reduce the effusion by aspiration, rest, application of an ice pack and/or
infra-arficular corticosteroid injection. Treatment with OSTENIL® can be started twa to three days later.

The content and the outer surface of the OSTENIL® pre-illed syrinqe are sterile os long as the sterile pack is infact. Take
the prefilled s;ringe out of the sterile pack, unscrew the Luer Tock cap from the syringe, attach a suitable needle
(for example 19 t0'21 ) and secure it by turning slightly. Remove any air bubble, if present, before injection.

Precautions:

Caution should be exercised in patients with known hypersensitivity to drugs. The general Frecuutions for intra-articular
injections should be observed, including measures to avoid joint infections. OSTENIL® should be injected qccumtelx info
the joint covity, if necessary under imaging control. Avoid injections into blood vessels or surrounding tissues! As no
clinical evidence is available on the use of hyaluronic acid in children, pregnant and lactating women or in inflammatory
joint diseases such as theumatoid arthrifis or Bechterew disease, treatment with OSTENIL® is not recommended in these
cases. Do not use if the pre-filled syrinFe or sterile pack are damaged. Any solution not used immediately after opening
must be discarded. Otherwise the sterility is no longer ﬁuumnteed. Store between 2 °Cand 25 °C! Do not use affer the
expiry date indicated on the box. Keep out of the reach of children.

Characteristics and mode of action:

Synovial fluid, which s viscoelasfic due to the presence of h\iuluroni( acid, s found in all synovial joints, Euniculurly the
Torge weight bearing joints, where it ensures normal, painless movement due to ifs lubricating and shock-absorbing
properties. It is also responsible for the nutrition of the carfilage. In degenerative joint disorders such as osteoarthrifs,
the viscoelasticity of the synovial fluid is morkedly reduced thereby decreasing ifs lubricating and shock-absorbing
functions. This increases mechanical loading of the joint and carfilage destruction which ultimately results in pain
and resricted mobility of the affected joint. Supplementing this synovial fluid with intra-articular injections of highly
purified hyaluronic acid can ameliorate the viscoelastic properties of synovial fluid. This improves ifs lubricating and
shock-absorbing functions and reduces mechanical overload of the joint. As a rule this results in a decrease in pain and
an improvement in joint mobility which may last for several months after a treatment cycle of five intra-articular
injections.

Presentation:

One pre-filled syringe of 20 mg/2.0 ml OSTENIL® in o sterile?uck. Three pre-flled syringes of 20 mg/2.0 ml OSTENIL®
in sterile packs. Five pre-illed syringes of 20 mg/2.0 ml 0S

QSTENIL® is o medical device. To be used by a physician only.

Lot revision date: August 2011

ENIL® in sterile packs.




