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Description

SYNOLIS VA'is a viscoelastic, sterile, apyrogenic, isotonic, buffered,
2% solution of sodium hyaluronate. Sodium hyaluronate used in
SYNOLIS VA is obtained from bacterial fermentation and presents

a high mean molecular weight (MW) of 2 MDa. SYNOLIS VA has a
neutral pH of 6.8 — 7.4 similar to the synovial fluid.

High concentration and MW of sodium hyaluronate combined with

a polyol (sorbitol) that limits its degradation confer the ability of this
viscoelastic solution to restore joint lubrication and shock—absorbing
properties, similar to healthy synovial fluid. SYNOLIS VA functions
by restoring physiological and viscoelastic properties of the synovial
fluid which has been lost progressively during the osteoarthritis
(OA) development. Therefore SYNOLIS VA reduces local pain and
discomfort caused by symptomatic OA and improves mobility of the
synovial joints.

Introduction

SYNOLIS VA is available in two packaging. Those packaging include
1 syringe, traceability labels and one instruction leaflet. An implant
card to be filled by the practitioner, and destinated to the patient is
available per product.

SYNOLIS VA 40/80 SYNOLIS VA 80/160

pre-filled 2ml of visco-antalgic pre-filled 4ml of visco-antalgic

gel in glass syringe gel glass syringe
Composition
For 1 ml:
Sodium hyaluronate 20mg
Sorbitol 40mg
Buffered saline solution g.s.p. iml

The sterilization method is moist heat.

Indications

SYNOLIS VAis indicated for treatment of symptomatic osteoarthritis
(OA), in order to reduce pain and improve mobility following
degenerative changes in the synovial joints:

SYNOLIS VA 40/80 SYNOLIS VA 80/160

Knee Knee and hips




This treatment responds to patient who failed to conservative
nonpharmacologic therapy and simple analgesics and/or NSAIDs or
who have intolerance to simple analgesics and/or NSAIDs.

Dosage and method of administration

The treatment must be adapted depending on patient radiological
and physical state (Kellgren Lawrence grade), pain and mobility.
Available clinical data have demonstrated performance of different
injection regimen based on the severity of osteoarthritis:

Injection regimen / Low to Moderate
Severity moderate to serious
severity severity

1 injection of SYNOLIS VA
40/80

v
gol;11j(e38tions of SYNOLIS V/} \/ \/
Vv

3 injections of SYNOLIS VA
40/80 weekly apart. # # #

An additional injection of SYNOLIS VA may be performed when OA
symptoms resume or for maintaining local pain management and
joint function. However, treatment benefits are expected to last for a
minimum of 6 months for responding patients.

The time period before repeating the treatment regimen depends
also on physician’s experience and/or severity of the affection.

SYNOLIS VA should be injected within the synovial cavity by a
physician skilled in performing intra-articular (IA) injections. Several
actions should be taken prior to inject SYNOLIS VA:

« SYNOLIS VA gel should be at room temperature at the moment
of the IA injection,

The injection site must be carefully disinfected,

Appropriate size of the needle must be selected by the practitioner
(recommendation for injection in the knee joints: 18 to 21 G),
The needle must be firmly attached to the luer lock collar of the
syringe,

Inject accurately into the joint cavity only.

Contra-indications

SYNOLIS VA must not be:

« injected in patients with known hypersensitivity or allergy to
sodium hyaluronate and/or sorbitol preparation,

injected in patients with a skin disorder or an infection at the site
of the injection,

injected intravascularly,

injected in pregnant or breast feeding women,

injected in young people under the age of 18 years,



Precautions for use

« Before treatment the patient must be informed about the device,
its contra-indications and possible side effects.

Do not use SYNOLIS VA for any indication other than symptomatic
OA,

In the absence of available clinical data on tolerance and

efficacy of SYNOLIS VA in patients with antecedents or active
auto-immune disease, or patients with an abnormal physiological
condition, the physician must decide whether to inject

SYNOLIS VA on a case-by-case basis depending on the nature of
the disease as well as the associated concomitant treatments. It is
recommended to propose a prior test to these patients and not to
inject if the disease is evolving. It is also recommended to carefully
monitor these patients after injection.

Check the integrity of the inner packaging prior to use and check
the expiry date. Do not use the product if the expiry date has
lapsed or if the packaging has been opened or damaged.

Do not transfer SYNOLIS VA into another container and do not
add other ingredients to the product.

The IA injection should be performed carefully in order to avoid
injecting outside the intra-articular cavity or into the synovial
membrane. Viscoelastic gels injected in the peri-synovial area can
be painful due to compression on the surrounding tissues.

It is not recommended to inject into a joint of a limb presenting
important venal or lymphatic stasis.

It is not recommended to inject into an infected or seriously
inflamed joint.

In case of significant joint effusion, the physician must decide
whether to inject SYNOLIS VA on a case-by-case basis. Effusion
must be aspirated before injecting SYNOLIS VA.

SYNOLIS VAis a single-use product, thus it should not be used
for several patients and/or different sessions.

The product must not be resterilised. Reuse of single-use products
may cause infections as the sterility is void. Only the gel is sterile
but not the outside of the syringe.

SYNOLIS VA must be administered under strict aseptic conditions.
The patient is advised to avoid intense physical activity for at least
48 hours after the injection.

Product must be stored under recommended storage conditions.
Discard the syringe (and the needle selected by the practitioner)
in accordance with accepted medical practice and applicable
national, local and institutional requirements.

Drug interactions

There is a known incompatibility between sodium hyaluronate

and quaternary ammonium salts such as benzalkonium chloride.
Therefore, SYNOLIS VA must never come into contact with such
products (e.g.: certain disinfectants), nor with medical or surgical
equipment treated with these types of products. To date, no data is
available on the compatibility of SYNOLIS VA with other products for
intra-articular use.



Side effects

Possible side effects exist and must be described to the patient
before treatment. Slight bleeding may occur during the injection,
although it stops spontaneously as soon as the injection is
completed. In occasional cases one or more of the following
reactions may occur either immediately or as a delayed reaction. It
can be temporary local pain, oedema, and/or joint effusion. These
reactions usually heal within few days. If these symptoms persist
for over a week, or if any other side effects occur, the patient must
inform the doctor. The doctor may prescribe appropriate treatment
for these undesirable effects. Other possible typical side effects of
viscosupplement injections include, inflammation, redness, swelling,
skin irritation, allergic and tissue reaction.

Any serious incident that has occurred in relation to the device
should be reported to the manufacturer and the competent authority
of the Member State in which the user and/or patient is established.

Storage
Store between 2 and 25°C. Protect from light and extreme cold. Do
not freeze the product.



SYNOLIS VA

iceriginin kullanim talimatlarn

Tanim

Synolis VA, viskoelastik, steril, apirojenik, izotonik, tamponlu %2
sodyum hyaluronat gézeltisidir. Synolis VA'da kullanilan sodyum
hyaluronat bakteriyel fermantasyondan elde edilir ve 2 MDa gibi
yiiksek bir ortalama molekiil agirhgina (MW) sahiptir. Synolis VA,
sinovyal siviya benzer sekilde 6,8 — 7,4 nétr pH degerine sahiptir.
Sodyum hiyaluronatin yiiksek konsantrasyonu ve molekiil agirligi,
bozunmasini sinirlayan bir poliol (sorbitol) ile birlestiginde, bu
viskoelastik soliisyona, saglikli sinovyal siviya benzer sekilde eklem
kayganhgini ve sok emici 6zelliklerini geri kazandirma yetenegi
kazandirir. Synolis VA, osteoartrit (OA) gelisimi sirasinda giderek
kaybolan sinovyal sivinin fizyolojik ve viskoelastik 6zelliklerini geri
kazandirarak iglev goriir. Bu nedenle Synolis VA semptomatik OA'nin
neden oldugu lokal agri ve rahatsizli§i azaltir ve sinovyal eklemlerin
hareketliligini artirir.

Girig

Synolis VA iki ambalajda sunulmaktadir. Paket igeriginde 1 adet
siringa, izlenebilirlik etiketleri ve bir adet kullanim talimati yer alir.
Uriin basina uygulayic tarafindan doldurulacak ve hastaya 6zel bir
implant karti mevcuttur.

SYNOLIS VA 40/80 SYNOLIS VA 80/160
Onceden doldurulmus cam Onceden doldurulmus cam
siringada 2 ml visko- siringada 4 ml visko-antaljik
antaljik jel jel
Bilesim
1 mligin:
Sodyum hyaluronat 20 mg
Sorbitol 40mg
Tamponlu tuzlu su ¢ézeltisi (yeterli miktarda) 1ml

Sterilizasyon yéntemi nemli isidir.

Endikasyonlar

Synolis VA, sinovyal eklemlerdeki dejeneratif degisiklikler
sonrasinda agriyi azaltmak ve hareket kabiliyetini artirmak amaciyla
semptomatik osteoartrit (OA) tedavisinde endikedir:



SYNOLIS VA 40/80 SYNOLIS VA 80/160

Diz Diz ve kalga

Bu tedavi, konservatif nonfarmakolojik tedavi ve basit analjeziklere
ve/veya NSAID’ler veya basit adri kesicilere ve/veya NSAID'lere
intoleransi olan hastalara yanit verir.

Dozaj ve uygulama sekli

Tedavi hastanin radyolojik ve fiziksel durumuna (Kellgren Lawrence
derecesi), agri ve hareket kabiliyetine gére uyarlanmalidir. Mevcut
klinik veriler, osteoartritin siddetine bagh olarak farkli enjeksiyon
rejimlerinin performansini géstermistir:

Diigiik ila orta | Orta ila ciddi

Enjeksiyon rejimi / Siddet siddette siddette

1 SYNOLIS VA 40/80
enjeksiyonu Va

Haftalik 3 SYNOLIS VA
40/80 enjeksiyonu.  Z # 2

v
1 SYNOLIS VA 80/160
enjeksiyonu Ve \/ \/
Vv

OA semptomlar tekrar basladiginda veya lokal agri yénetimi ve
eklem fonksiyonunun siirdiriilmesi amaciyla ek bir Synolis VA
enjeksiyonu yapilabilir. Ancak tedaviye yanit veren hastalarda
tedavinin faydalarinin en az 6 ay slirmesi beklenmektedir. Tedavi
rejiminin tekrarlanmasindan 6nceki zaman dilimi ayni zamanda
hekimin deneyimine ve gésterilen ilginin diizeyine baghdir.

SYNOLIS VA, eklem ici (IA) enjeksiyon yapma konusunda deneyimli
bir hekim tarafindan sinovyal bosluga enjekte edilmelidir. SYNOLIS
VA enjekte edilmeden 6nce birkag islem yapilmalidir:

SYNOLIS VA jeli, IA enjeksiyonu sirasinda oda sicakliginda
olmalidir,

Enjeksiyon yeri dikkatlice dezenfekte edilmelidir,

ignenin uygun boyutu uygulayici tarafindan segilmelidir (diz
eklemlerine enjeksiyon igin 6nerilen: 18 ila 21 G),

igne, siringanin luer kilit halkasina sikica takiimalidir,

Sadece eklem bosluguna dogru bir sekilde enjekte edin.



Kontrendikasyonlar
SYNOLIS VA asagidaki sekillerde kullaniimamalidir:

sodyum hiyaluronata ve/veya sorbitol preparatina karsi bilinen
asin duyarliigi veya alerjisi olan hastalara enjekte ediimemelidir,
enjeksiyon bolgesinde cilt rahatsizligi veya enfeksiyon bulunan
hastalara enjekte edilmemelidir,

damar icine enjekte edilmemelidir,

hamile veya emziren kadinlara enjekte edilmemelidir,

18 yas alti genclere enjekte edilmemelidir,

Kullanim 6nlemleri

Tedavi 6ncesinde hastaya cihaz hakkinda, cihazin
kontrendikasyonlari ve olasi yan etkileri hakkinda bilgi verilmelidir.
Synolis VA'y1 semptomatik OA disindaki herhangi bir endikasyon
icin kullanmayin.

Onciil veya aktif otoimmiin hastaligi veya anormal fizyolojik
durumu olan hastalarda SYNOLIS VA'nin toleransi ve

etkinligine iliskin klinik veri bulunmamasi durumunda, hekim,
hastaligin niteligine ve iligkili es zamanl tedavilere bagl olarak
SYNOLIS VAnin enjekte edilip edilmeyecegine vaka bazinda
karar vermelidir. Bu hastalara 6n test 6nerilmesi ve hastalik
ilerlememisse enjeksiyon yapiimamasi onerilir. Ayrica bu
hastalarin enjeksiyon sonrasinda da dikkatle takip edilmesi
onerilir.

Kullanmadan 6nce i¢ ambalajin saglamligini ve son kullanma
tarihini kontrol edin. Son kullanma tarihi gegmis, ambalaji agilmis
veya hasar gérmis drinleri kullanmayin.

SYNOLIS VA1 baska bir kaba aktarmayin ve iriine bagka
icerikler eklemeyin.

IA enjeksiyonu, intraartikiler boslugun disina veya sinovyal
membrana enjeksiyon yapmaktan kaginmak igin dikkatli
yapilmalidir. Perisinovyal bélgeye enjekte edilen viskoelastik jeller
cevre dokulara yaptigi kompresyon nedeniyle agrili olabilir.
Onemli venal veya lenfatik staz bulunan bir uzvun eklemine
enjeksiyon yapilmasi dnerilmez.

Enfekte veya ciddi sekilde iltihaplanmis ekleme enjeksiyon
yapilmasi 6nerilmez.

Eklemde belirgin eflizyon varsa hekim SYNOLIS VA enjeksiyonu
yapilip yapiimayacagina vaka bazinda karar vermelidir. SYNOLIS
VA enjekte edilmeden 6nce efiizyonun aspire edilmesi gerekir.
SYNOLIS VA tek kullanimlik bir trindir, bu nedenle birden fazla
hastada ve/veya farkli seanslarda kullaniimamalidir.

Uriin tekrar sterilize edilmemelidir. Tek kullanimlik Griinlerin tekrar
kullanilmasi steriliteyi ortadan kaldiracagindan enfeksiyonlara
neden olabilir. Sadece jel sterildir, siringanin digi steril degildir.
SYNOLIS VA kesinlikle aseptik kosullar altinda uygulanmalidir.
Enjeksiyondan sonra hastanin en az 48 saat yogun fiziksel
aktiviteden kaginmasi onerilir.

Uriin tavsiye edilen depolama kosullarinda saklanmalidir.
uygulamalara ve gegerli ulusal, yerel ve kurumsal gerekliliklere
uygun sekilde atin.



ilag etkilegimleri

Sodyum hiyaluronat ile benzalkonyum kloriir gibi kuaterner
amonyum tuzlari arasinda bilinen bir uyumsuzluk vardir. Bu nedenle
SYNOLIS VA asla bu tir tiriinlerle (6r. belirli dezenfektanlar) veya
bu tir Griinlerle islem gérmis tibbi veya cerrahi ekipmanlarla temas
etmemelidir. SYNOLIS VA'nin eklem ici kullanima yonelik diger
drtinlerle uyumluluguna iligkin heniiz bir veri bulunmamaktadir.

Yan etkiler

Olas! yan etkiler mevcuttur ve tedaviden dnce hastaya
aciklanmalidir. Enjeksiyon sirasinda hafif kanama olabilir, ancak
enjeksiyon tamamlandiktan sonra kendiliginden durur. Nadir
durumlarda asagidaki reaksiyonlardan bir veya daha fazlasi hemen
veya gecikmis reaksiyon olarak ortaya ¢ikabilir. Gegici lokal agri,
o6dem ve/veya eklem efiizyonu meydana gelebilir. Bu reaksiyonlar
genellikle birkag gtin iginde iyilesir. Bu belirtiler bir haftadan uzun
surerse veya baska yan etkiler ortaya cikarsa hasta mutlaka
doktoruna bilgi vermelidir. Bu istenmeyen etkilere yonelik olarak
doktor uygun tedaviyi 6nerebilir. Viskosliplement enjeksiyonlarinin
diger olasi tipik yan etkileri iltihaplanma, kizariklik, sislik, cilt tahrigi,
alerjik ve doku reaksiyonu gibi belirtilerdir.

Cihazla ilgili olarak meydana gelen herhangi bir ciddi olay, Ureticiye
ve kullanicinin ve/veya hastanin bulundugu Uye Devletin yetkili
makamina bildirilmelidir.

Depolama
2 ila 25°C arasinda saklayin. Isiktan ve asir soguktan koruyun.
Urlnd dondurmayin.






Manufactured by

Batch Number

Product Sterile. Sterilized using steam

Refer to the instructions for use

Single-use product. Do ot reuse

Use by date

> (1@

Caution

~

Storage temperature: 2°C - 25°C

v
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Keep away from sunlight

Catalogue number

Authorized representative in the European
Community/ European Union

@EE

Importer

)
Mm

CE marking in compliance with the directive
93/42/EEC relating to medical devices



Syringe orientation

Hold the syringe with the opening of the finger grip (backstop) facing

the palm of the hand.

Right position,
Backstop opening
facing the palm of
the hand

Wrong position,
Backstop opening
at front
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