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1 Product name:

«OSTENIL PLUS viscoelastic solution for injection into the joint cavity» (sodium
hyaluronate 2.0%)

manufactured by TRB Chemedica A.G., Germany/ TRB Chemedica SA, Switzerland

2. Composition:

2 ml isotonic solution (pH 7.3) contains:

Active sumstance - sodium hyaluronate 40,0 mg;
excipients:

sodium chloride 12,8 mg,

disodium phosphate 1,2 mg,

sodium dihydrogen phosphate 0,1 mg,

mannitol 10,0 mg,

water for injections up to 2 ml.

3. Indications:

Pain and restricted mobility in degenerative and traumatic changes of the knee joint

and other synovial joints.

4. Contra-indications:

OSTENIL PLUS should not be used in patients with ascertained hypersensitivity to

one of the constituents.

5. Precautions:

Caution should be exercised in patients with known hypersensitivity to drugs. The
general precautions for intra-articular injections should be observed, including
measures to avoid joint infections. OSTENIL PLUS should be injected accurately into
the joint cavity, 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
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diseases such as rheumatoid arthritis or Bechterew disease, treatment with OSTENIL
PLUS is not recommended in these cases. Do not use if the pre-filled syringe or sterile
pack are damaged.

6. Undesirable effects:
Local secondary phenomena such as pain, feeling of heat, redness and swelling may
occur in the joint treated with OSTENIL PLUS. Application of an ice pack for five to

ten minutes onto the treated joint will reduce the incidence of these events.

7. Interactions with other products:

No information on the incompatibility of OSTENIL PLUS with other solutions for
intra-articular 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.

8. Dosage and administration:

Inject OSTENIL PLUS into the affected joint once a week for a total of 1-3 injections.
Several joints may be treated at the same time. Repeat treatment cycles may be
administered as required. In case ofjoint effusion it is advisable to reduce the effusion by
aspiration, rest, application of an ice pack and/or intra-articular corticosteroid injection.
Treatment with OSTENIL PLUS can be started two to three days later.

The content and the outer surface of the OSTENIL PLUS pre-filled syringe are sterile as
long as the sterile pack remains unbroken. Take the pre-filled syringe out of the sterile
pack, unscrew the Luer lock cap from the syringe, attach a suitable needle (for example
18 to 25 G) and secure it by turning slightly. Remove any air bubble, if present, before

injection.
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9. Characteristics and directions for use

Synovial fluid, which is viscoelastic due to the presence of hyaluronic acid, is found in
all synovial joints, particularly the large weight bearing joints, where it ensures normal,
painless movement due to its lubricating and shockabsorbing 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 markedly reduced thereby
decreasing its lubricating and shock-absorbing functions. This increases mechanical
loading of the joint and cartilage destruction which ultimately results in pain and
restricted 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 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 injoint mobility which may last for several months after a treatment
cycle of 1-3 injections.

OSTENIL PLUS is a transparent solution of natural and highly purified sodium
hyaluronate obtained by fermentation and is devoid of animal protein.

OSTENIL PLUS also contains mannitol, a free radical scavenger, which helps to
stabilise the chains of sodium hyaluronate. In biocompatibility studies, OSTENIL PLUS

was found to be particularly safe.

10. Presentation and package size:
One pre-filled syringe 0f40 mg/2.0 ml OSTENIL PLUS in a sterile pack.
To be used by a physician only.

11. Transportation and storage:
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.

Shelf life is 3 years in the original packing.
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12. Manufacturer:
TRB Chemedica AG, Germany
TRB Chemedica SA, Switzerland

Address of the manufacturer:
Richard-Reitzner-Allee 1, 85540 Haar/Munchen, Germany
Chemin St.-Marc 3, CH-1896'Vouvry, Switzerland.

Authorised company representative in Russia:

AO «ORFE», 115477, Moscow, Kantemirovskaya street, 58
Telephone: +7(495)234-04-01, 7(495)234-04-02, +7(495)234-04-03
Fax: +7(495)234-97-98, +7(495)234-01-07

Email: orfeao(@orfe.ru, website: www.orfe.ru
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URNr. 548/2016 B

I hereby certify that the before-standing is the true signature acknowledged
in my presence of

Mr. Hans Kalkbrenner,

born February 14 1969,

business address: Richard-Reitzner-Allee 1, 85540 Haar, Germany,

identified by his German Identity Card No. LF3NMM37F.

Upon examination of the commercial register of the local court of Munich of

March IS*\ 2016 |furthermore certify that TRB Chemedica AG with its registered
office in 85540 Haar, Germany, mentioned in the foregoing document is a legal entity
organized and existing under the laws of Germany, registered at the local court of
Munich, HRB 114049 and Mr. Hans Kalkbrenner is authorized to sigh documents on

behalf of said company as director and to individually represent the company.

Ebersberg, March 22'A 2016

(Dr.Baumhof), Notary Public
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APOSTILLE
(Convention de La Haye du 5 octobre 1961)

Land: Bundesrepublik Deutschland
Diese offentliche Urkunde

ist unterschrieben von dem Notar Dr. Christopher Baumhof
in Ebersberg
in seiner Eigenschaft als Notar in Ebersberg
sie ist versehen mit dem Siegel des Notars Dr. Christopher
Baumbhof in Ebersberg

Bestatigt

in Munchen 6. am 24. Marz 2016
durch den Prasidenten des Landgerichts Munchen I
unterNr. 910 a-496/16

Siegel 10. Unterschrift

1 lAm
Thomas Engel
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MepeBof C HEMELKOTO W aHT/IMIACKOTO A3bIKOB

«YTBEPXOA10»

«TPB XUMEAWKA Al»
(noanuce)

XaHc KanbkbpeHHep
CeHepanbHbIN AUPEKTOP
«22» mapTa 2016r.

WTamn

TPB XMUMEOWKA Al
Puxapg-Panunep-Annee |
Ten. +49/89/46 14 83-0
dakc +49/89/46 14 83-83

NHCTPYKUMA Mo aKcnayaTaymm

MmMnnaHTaT BA3KOYNPYruii CTePUNIbHbINA A1 BHYTPUCYCTABHbIX MHBEKL M
«OcTeHun noe»
HPOW3BOEeTBA
TPB Xnmeguka Al', NepmaHua / TRB Cliemedica AG, Germany
TPB Xumeguka CA, Wseiyapua / TRB Chemediea SA, Switzerland
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|"M\AveHoBaHVe NPOAYKTa:
KIV1aHTaT BA3KOYNPYTMiA CTEPW/IbHBIA ANSA BHYTPUCYCTaBHbIX WHBEKLMIA
eHwn Nnroc» (rnanypoHat HaTpus 2 %)

/npoussoactea TPE Xumeaumka AlT, M'epmanusg / T1LL Chemedica AG, Germany

''Pb Xumepgmka CA, LLseiiyapusa / TRB Chemedica SA, Switzerland

2. CocTaB: )

2 M U30TOHMYeCcKoro pacteopa (pH 7.3) coaepar:
aKTMBHOE BELLECTBO - rnanypoHara Hatpus 40.0 wr;
BCMOMOrare/ibHble BeLLeCTBa,;

xnopupg Hatpua 12,8 wr,

rugpodocdar Hatpua 1,2 wr,

anrngpodocgar Hatpus 0,1 wr,

mMaHHuTON 10,0 Mmr,

BOJA ANS1 HBEKLIMIA A0 2 M.

3. NokKazaHMA K MPUMEHEHMIO:

BHyTpucyctaBHoe BBegeHne OCTEHW/IA TI/IKOC nokasaHo npu 60n18X U
orpaHuyeHHow MOABMXHOCTU npu [lereHepaTUBHO-ANCTPOMNUYECKMX 7
TPaBMaTMYeCKMX W3MEHEHUSAX KONIEHHOro cycrtaBa W APYyrnx CUHOBMaIbHbIX

CYCTaBOB.

4. I'poTnBOMNOKasaHmA:
OCTEHW/T TUIKOC He pomkeH WCMOMb30BaThCs 6GONMbHBIMMW, CTPAAAOLLIMMM

Bblpa)KeHHOVI 4yBCTBUTE/IbBHOCTbHO K OAHOMY M3 KOMIMOHEHTOB.

5. Mepbl NpPefoCTOPOXKHOCTU:
Ocob60e BHMMaHWe Heo6XoAMMO NaumeHTaMm, CTpagatowmnm runepyyBCTBUTENBHOCTbLIO
MO OTHOLWIEHMKO C JflekapctBam. Heobxogumo  cobnogath  o6wWme  Mepbl

npeaocTopoXXHOCTK  And  BHYTPUCYCTaBHbIX I/IH'bGKLI,I/II7I, BK/IKOYaA Mepbl 110

N30eXaHnio  BHyTpucycTaBHbIX uHbekumii. OCTEHW/T TUIHOC  nomkeH
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ACTPYMeHTa/lbHbIM KOHTpOoNeM. HeobxoamMmo He Aonyckatb nonagaHus npenapara B

(BEHOCHble coCyfbl WM OKpyXawowme TkaHu! T1OCKOMIbKY HET HMKaKuUx
KIMHWYECKUX [AaHHbIX OTHOCWUTE/IbHO WCMO/b30BAHUA TMalypOHOBON KUCMOTbl Y
[eTen, y 6epeMeHHbIX XXeHWUH nnn Kopmawmx mateped, To OCTEHW TTHOC He
PEKOMEHAyeTCa UMM, a Takke 00MbHbIM, CTpafalowyM  BOCMIUTENbHbLIMY
3ab0n1eBaHNAMN, HanpUMep, PeBMATOUAHbLIM apTpPUTOM UK 6one3Hblo bextepesa. He
UCNOMb3YiTE nNpenapaT B C/ly4dae, €CAM  3apaHee 3anofIHEHHbIA  LWNpuUY,  Wm

CTEPUNbHAA yMNakKOBKa NOBPeEXXAEHbI.

6. Mobo4YHbIe 3PdeKTbI:

JlokasibHble BTOPUYHbIE SIB/IEHUS, TaKne Kak 60, OLyLLeHVe Tensa, NoKpacHeHve n
onyxaHue MOryT HabnogaTbCcsl Ha cyctase, B Kotopbih BegeH OCTEHW THOC.
HanoxeHue nibaa Ha cycTaB B TeUYeHue MATU-AECATM MUHYT CHUMYT BCe MOAOOHbIe

ABNEHNA.

7. BzammopelicTBME C APYrMMm NeKapcTBEHHbIMW CPeACTBAMY;

Ha cerogHAWHWIA feHb HET HUKAaKUX CBEAEHW A OTHOCUTENIbHO HECOBMECTUMOCTU
OCTEHUNA TUVIKOC ¢ pgpyrumy  pacTBopamMu  Anisi  BHYTPUCYCTaBHOIO
MCNONb30BaHUs. [Ns 0Bneryeblist COCTOSAHUS GONMbHOW MOXET MPUHUMATb OpasibHble
06e360MMBaKOLLME CPEACTBA WM MPOTVMBOBOCMAUTENbHbIE /IEKApCTBA B TeueHue

HECKONbKIX NepBbIX AHeli npoueayp.

8. [lo3MpoBKa 1 crocobbl NPUMeHEHNS:

NHbekumn OCTEHW/IA TUIKOC fenaroTca B nonocTb  60MbHOMO CycTaBa C
VHTEPBA/IOM pa3 B Hefento, BCero 1 -3 MHbeKUMM Ha Kypc nedveHus. OfHOBPEMEHHO
MOXKHO /IeYNTb HECKOMbKO CYCTaBOB. MOBTOPHbIE KypCbl NIEUEHNS1 MOTYT MPOBOAUTLCS
no Tpe6oBaHMO. B ciyyae HanmMums BbINOTA B CYCTaBe PEKOMEH/YETCS YMEHbLUWTL ee
06beM MyTEM YAaNeHWs XXUAKOCTM M3 MOMOCTM, OTAbIXa, NPUMEHEHWs Nbaa Wunm

BHYTPUCYCTaBHON MHBbEKUMM KopTUKocTepoga. JledueHne OCTEHWTIOM TMJTHOC moxeT
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HauyaTo Yepe3 [Ba-Tpu AHA. COAePXKMMOE M BHELLUHSS MOBEPXHOCTb 3apaHee
LweitHoro wnpuua ¢ OCTEHWJ/TA TJ/THKOC COXpaHAT CTEPUIbHOCTb A0 TeX

on, MOKA He OyfdeT pa3opBaH MakeT. BbiHbTE 3apaHee 3anofIHEHHbIA LIMNPUL, K3
JINaKoBKW, CHMMTE NO3POBCKUIA HAKOHEYHVK CO LUNPULA, HAZEHbTE HYXXHYIO KaHHO/H0
(Hanpumep, 18 wnm 25 G) K 3aKpenuTe ee, Crierka MoeepHyB. [lepen MHbEKLMEN

BbIMYCTMTE My3bIPbKM BO3AyXa K3 LUNPULI.

9. XapaKTepuCTUKK 1 Crocob AerncTBUSA:

CuWHOBMWaNbHaa >KUAKOCTb, KOTOpas SBNAETCA BSA3KOYNPYroh W3-3a MpUCYTCTBUSA
rManypoHOBOW KNCNOTbI, 0B6Hapy»eHa BO BCEX CMHOBMA/bHbIX CyCcTaBaX, B YaCTHOCTM B
TSXKE/bIX HecylmMx cyctaBax, e OHa obecrneyvBaeT HopMasibHOe 6e360/1e3HEHHOe
OB/KEHME U3-32 CBOMX CMa304YHbIX W aMOPTU3MPYIONLLX CBOMCTBaX. OHa Takxe
OTBEYaeT 3a NuTaHuMe Xpswa. B cnydae pacCTPOWMCTB, CBA3aHHbIX C MOBPEXAEHHLIMU
cycTaBamu, Hanpumep, OCTe0apTpo3axX, BA3KOYMPYrocTb CUMHOBMASIbHOW >KUAKOCTM
3HAUNTENIbHO CHWXKEHA, YTO YMEHbLLIAET CMasblBatoLLIME U aMOPTUINPYIOLLME (PYHKLNN.
3T0 NPUBOAUT K YBEIMYEHUIO MEXAHWYECKOW Harpy3ku Ha CyCTaB W paspyLleHune
XpALla, 4TO, B KOHEYHOM CYeTe, MpMBOAUT K GONM M OrpaHWYeHHOW MNOABWMXKHOCTU
NoBPEXAEeHHOr 0 cycTaBa. BHyTpucycTasHoe BBeeHe OCTEHW/IA MNJTHKOC (HaTBHOM
XUMUYECKN  HEMOAM(ULIMPOBAHHOW TMa/lypOHOBOW  KUC/IOTbl  BbICOKOM  OYMCTKM)
MOMOraeT YNydlinTb BA3KO3/IACTUYHbIE CBOMCTBA CUMHOBUA/IbHOW  XKMAKOCTM U
BOCCTAaHOBMTb €€ CMasblBalollve W yaapornornowawowme ¢qyHKuMnM.  CHuxKexe
MEXaHMYECKON Harpy3KMm Ha MOPAXKEHHbIA CyCTaB 3a CYET BOCCTAHOB/IEHMSI B HEM
CMHOBMANIbHOTO TemMocTasa, Kak MpaBu/o, BfiEYET 3a COOOM YMeHbLueHue 6o U
yAyulleHne MOABMXKHOCTKM, KOTOPble MOrYT [AINTbCA HECKO/IbKO MecsUeB Mnocne

OKOHYaHMs Kypca 13 1-3 MHbeKLMA.

OCTEHWA MNAKOC - 310 Npo3paydHbIiA PacTBOp, COAepXKaLlMii NPUPOAHBIA, BbICOKO
OYULLEHHBIA TUaypOHAT HATPWSA, MOMYYEHHbIA MyTeM (epMeHTauMn W yaaneHus
XXVBOTHOTO GenKa.

OCTEHWT TUTKOC TaK >e COAEPXWUT MaHHWTO/, KOTOPbIA ABMSETCA aKLEenTOpoM
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aOHbX PaguKanoB M KOTOPbIA MOMOraeT cTtabuimspdosarb LENW ruanypoHata
pA B nccneposaHuax uonormndeckoin coemectumoctn OCTEHWNA TIJTHOC 6bina
&TBEPKEHA ero 6e30MacHOCTb.

10. MNpeacTaBneHne U pasmMep YrnakoBKU:
OnouH 3apaHee 3ano/iHeHHbIN wnpuy, 40 mr/ 2,0 mn OCTEHUTA TIJTKOC B CTepunbHON
YMNaKOBKe.

[N ncnonb30BaHMA UCKNHUYUTENTLHO BPavoM.

11. XpaHeHune 1 CPoK rogHoCTu:

XpaHuTe npu Temnepatype ot 2°C go 25°C. He ncnonb3yiiTe Nocie UCTeYeHNs CpoKa
FOAHOCTY, YKa3aHHOI0 Ha KapTOHHOI nayke. XpaHUTe B MeCTe, HeJOCTYMHOM A1
[EeTei.

CpOK XPaHEHUA 3 roga rpum XxpaHeHn B Opl/lFI/IH&I'IbHOI7I YMakKOBKe.

12. MNMponssoanTens:
TPB Xumegmka AlC, M'epmarHua / TRB Chemedica AG, Germany
TPBb Xumeguka CA, LLsruapus / TRB Chemedica SA, Switzerland

AJpec N3roToBuUTens:

"epmaHusi, 85540 Xaap/MioHxeH, Annes Puuapa-PeiuyHep 1/

Richard-Reitzner-Allee 1, 85540 Haar/Munchen, Germany

LLIseriuapus, CH-1896 Byspu, XemuH CB. Mapka, 3/ Chemin St.-Marc 3, CH-1896

Vouvry, Switzerland.

MpeacTaBuTeNb NponssBoanTens B Poccun:

AO «OP®E», 115477 MockBa, yn. KaHTeMMpOBCKas, 4.58
TenethoH: +7(495)234-04-01, +7(495)234-04-02, +7(495)234-04-03
dakc: +7(495)234-97-98, +7(495)234-01-07

an. noyta: orfeao@orfe.ru, www.orfe.ru
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CnyXeb6HblA agpec: Puxapp-PanuHep-Annee 1, 85540, Xaap, NepmaHus,
M3BECTHOIO Ha OCHOBaHWM YAOCTOBEPEHUS NMUYHOCTM Ne LF3NMM37F.

Ha ocHoBaHWW O03HAaKOMJ/IEHWSA C TOProBblIM PpeecTpPOM Yy4yacTKoBOro cypga r. MioHxeHa 18 wmapta 2016 rogja
CBUAETENbCTBY, 4TO KomnaHua «TPB Xwumeanmka Al», ¢ 3apermcrpuposaHHbiM oucom B Xaape 85540, epmaHus,
ABNACTCSH WPUANYECKUM NULOM, YUYPeXAeHHbIM W JeACTBYHLWMUM B COOTBETCTBUW C 3aKOHOfaTenbCcTBOM [epmaHum,
3apernctpuposaHa B y4yacTKoBOM cyfje r. MioHXxeHa 3a Homepom HRB 114049 u r-H XaHc KanbK6peHHep yNno/IHOMOYEH
nognucbiBaTb [JOKYMEHTbl OT WMeHW YyKasdaHHOW KoMMNaHWW B KayecTBe [lupekTopa M eAWMHONMYHO TNPeACTaBNATb
NHTepecbl KOMMNaHWU,

Jbepcbepr, 22 mapTta 2016 ropga
(nopgnuck)
AO-p Baymxod. HoTapuyc

MeyaTb HOT apuyca

ANOCTWMNb
(Faarckaa KoHBeHUMA OoT 5 okTAGpA 1961 r.)

1. CtpaHa: degepaTtuBHana Pecnybnuka NepmaHua
Hactosiwuii opmumnmanbHbll JOKYMEHT
2. MoanucaH: g-pom Kpuctohepom Baymxochom, HoTapuycom r. O6epcbepra
3. BbicTynawuwmnm B KayecTBe: HoTapuyca r. 36epcbepra
4. CkpenneH nevyatbi g-pa Kpuctopepom Baymxopom, HoTapuyca r. 3b6epcbepra

YOOCTOBEPEHO

5. B MIoHXeHe 6. 24 mapTta 2016 ropa
7. Mpepcegatenem 3eMenbHOro cyga r. MioHxeda 1
8.3aNe910 a-496/16
9. MNMeyaTb: 10. Moanucek:
Mpepgcepatenb 3eMenbHOro cyga r. MioHxeHa 11 (nognuce)
Basapus Tomac EHrenb
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MepeBoA AaHHOTO TeKcTa caefaH MHOW, nepeBofYMKOM MamMeaoBbiM TUMYpOM

[xaBaHwunpoBuuyem. Tpe6oBaHUa K TeKCTy nepeBoga (MakCuManbHasi TOYHOCTb, FPaMoOTHOE
M3/10XKEHNE) MHE Pa3bSCHEHbI.

[opoa MockBa

ABajuaTb BOCbMOIO anpens ABe ThiCAYUN WecTHaALaToro roga

A, AkumoB Me6 bopucosny, HoOTapuyc ropoga Mocksbl CBUAETENLCTBYH NOAMHHOCTb NOAMNCH,

clilenaHHomn nepesofyMkKom MamegosbiM TuMypoMm >KaBaHLWMPOBMYEM B MOEM NPUCY TCTBUN.
JInyHOCTb ero ycTaHoB/eHa.

3aperucTpuposaHo BpeecTpe 3aNe 1 - -i {(n
B3bickaHo no Tapudy 100 py6

HoTapuyc

Bcerop ., .o : BaHO

nckpennforwMwid,™ /p *wcr(a)(os)

HoTapwnyc
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