Al

202091791

(19) EBpa3unckoe @) 202091791 3 A1l
naTeHTHoOe
BeAOMCTBO

(120 OMUCAHUE U30BPETEHUS K EBPASUICKOM 3ASIBKE
(43) Dara nyGnukaumn sasisku (51) Int. Cl. A61L 15/26 (2006.01)

20201105 AG1L 13/44 (2006.01)

L 15, .

(22) [ata nonaum 3aaBku ( )

2019.02.26
(54) MHOI'OCJIOMHBII KOMIO3UIIMOHHBIA MATEPHAJI
(31) 102018000003034; 102018000021112 (72) Waobperatens:
(32) 2018.02.26; 2018.12.27 Toxenappu ixxosannu, Kamnucu
(33) IT MoHnuka, [[3anessiato Auaa Mapus (IT)
(86) PCT/IB2019/051534 (74) Mpencrasurens:
(87) WO 2019/162928 2019.08.29

HocsipeBa E.JI. (RU)

(71) 3assurens:

OUINSA PAPMAYEYTHUYU C.I1.A.

aT)
(57) Hacrosmee u300peTeHHE  OTHOCUTCS K  MHOMOCIOHHOMY — KOMIO3WIMOHHOMY — Marepuary,

MNpCaAHA3HAYCHHOMY [JIA JICYCHUSA paH U O4YaroB nopameﬂnﬁ, a TAaK¥XC K IMCPEBA3OUHOMY Marcpualy,
coJeprKalleMy YKa3aHHbIH MHOTOCJIOMHBIN Marepuall.

16L160C0C

v



WO 2019/162928 PCT/IB2019/051534

P28711488EA
MHOT'OCJIOMHBIN KOMITIO3UIIMOHHBIA MATEPHAI

Hacrosimee wu3o0peTeHne OTHOCHUTCS K MHOTOCIOWHOMY KOMIIO3ULIMOHHOMY MAaTepHaly,

NpEe€AHa3HAYCHHOMY JIs1 JICUHCHUS paH U TPaBM.

JleueHne paH U O4aroB MOPAKEHUH KOXKU U, HEOOSI3aTENIbHO, HIDKEIEKAIUX TKaHEH C LeNIbI0
pyOueBaHuss W 3aKUBIEHUs, NPEANOYTUTENIPHO C MHUHHUMAJbHBIMH SCTETHYECKUMH U
(byHKIMOHAJIBPHBIMHU MOCIEACTBUSIMHU JUJIsI BOBJIEYEHHOTO CYOBEKTa, BCE €Ile OCTAETCs OCTPOH
NOTPEeOHOCTBIO, KOTOPYIO HE BCErZla MOXKHO YJIOBJIETBOPHUTEIBHO Pa3pelInTh HU B 00JACTH

yxoza 3a coOol, HU B OOJIbHULIAX.

B wyacTHOCTH, mepeBsA30YHBIE MaTepuasbl AOCTYNHBI B (OpME PA3HOBUAHOCTEH MapiH,
KOMIIPECCOB, IUIACTBIPEH MM TOMY IOJOOHOrO, NPONMUTAHHBIX WJIM HAMOYEHHBIX
BEIECTBAMH, OOJQAAIOIIMMHU 3QKUBJISIOIINM JAEHCTBUEM, BO3MOXKHO OTHOCSILIMMHUCS K
aHTHOAKTEpUAJIbHBIM W/WJIN aHTHCENTHYECKUM cpenctBaM. M3 ypoOBHS TEXHMKH W3BECTHBI,
HalpUMEpP, PAa3HOBUJHOCTH  MAapjH, NPONUTAHHbIE OJKUPHBIMH  BELIECTBAMH WU
TUAPOKOJUIONIAMH, KOTOpbIe AEWUCTBYIOT Hecreruduyueckum o0pa3oM, WM BEIIEeCTBAMH,
oOnagaromumMu (PaKTHYECKUM 3a)KUBJISIFOIIMM U BOCCTAHABIUBAIOIIMM JEHCTBUEM, TAaKUMHU
KaK HaTypajbHble SKCTPAKTbI WK ruaiypoHoBast kuciora (HA). B wacTtHoCTH, mocnenHss
JOJITOe BpeMsl LTMPOKO MPUMEHSIACh B JIEUEHUU PaH, 513B U KOXKHBIX MOPAKEHUN Pa3IuiyHOIO
NPOMCXOXIEHUS, TOBEPXHOCTHBIX WM IIyOOKHX, Ojaromapsi ee XOpOIIO H3BECTHBIM

CBOICTBaM B OTHOILICHUH PEreHEePaLU TKaHEH.

Onnako  ObulO  OOHApPY’)KEHO,  YTO  MEPEBSI30YHBbIE  MaTepUANbl,  COIEpIKallue
MOJJEPKUBAIOIIYI0 TKaHb, OOBIYHO TPUMEHsIeMble MJisi JICYeHUS paH U TPaBM, HMEIOT
HEOCTATOK, 3aKJIFOYAIOIIUICS B TOM, YTO OHH MOTYT MPUJIUINATh K OMOJOTHYECKUM TKAHIM
paHbI, MOJUIeXkKAINEH BOCCTAHOBIICHHIO, IO TEX MOP, MIOKA OHU He OYAyT YaCTHYHO MOTJIOIEHBI
ero. DakTUYeCKH ClIieAyeT YYWUTHhIBATb, YTO MOANEPKUBAIOIIAE TKAHU MOTYT OBITh
ruapOUIPHBIMUA WM THAPOGOOHBIMU MO MPUPOIE, B 3aBUCHMOCTH OT THIA TMOJY4aeMOTO
NEePEeBS30YHON0 MaTepuana M THUMa ouvara MOpakeHUs, MOAJIeXAIlero JEeUEeHUI0, Hanpumep,
UL paHbl C BBIAEICHHEM OHKCCyJaTa NPENNOYTHTENbHON SBISIETCS  BIUTHIBAIOINAS
ruapodrIIbHAsT TOANEPKUBAIOINAS TKaHb, TaKas Kak XjomdatodymakHas mapis. Kpome Toro,
C LIEJIBI0 TPAHCIIOPTa COOTBETCTBYIOLIMM 0OPa30M COCTABJIEHHOTO JIeUeOHOTO BELIeCTBA OHU

JOJKHBI IMETh OOJbINKE TIOPBI, B KOTOPBIX pacrpenessieTcs: odbecrneunBaromasi 0opasoBaHue
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pyOla KOMIO3UIUS, IMEHHO pa3Mep MOp CIOCOOCTBYET KOJIOHM3ALMU TMOAAEP KUBAIOIIETO
Matepuaia (GOpMUPYIOIIEHcs pyOLOBON TKaHBIO. JTO BKIIOUaeT B cedsi, BO BpeMs (ha3bl
CMEHBI TIOBS3KH, YAaJleHHe YacTel MPHUCYTCTBYIOIIUX OHOJIOTHUECKUX TKaHEH, B YaCTHOCTHU
TeX, KOTOpble HaxomsTcs B (pase pereHepanny, ¥ BO3MOXKHOE IIOCJEAYIOIIee MOBTOPHOE
OTKPBITHE PaHBI C MPOAJIEHHEM IpoLecca 3akuBieHus. Kpome Toro, He crienyer 3a0bIBaTh,
YTO 3TO BBI3BIBAET CUJIbHYIO OOJb y maipeHTta. B 4acTHOCTH, B Ciydasix paH C 3KCCYNaTOM
WM B NMPUCYTCTBUU OHMOJOrMYECKHX TKaHEH, MOJABEPraroIlUXCsl HEKPOTH3alMU (CTPyI),
yJlaJeHue JacTel OMONIOrn4eckoil TKaHM, B KOTOPYIO ObLTa BBEJEHA IMOBs3Ka, NMPUBOAHUT K
TSDKEJIBIM OCJIOKHEHUSIM TIPOLIecCa 3a’KUBJICHUS, YTO MOJXKET IPHUBECTH K OOpa30BaHMIO

pyOLIOB U MOBBILICHUIO PUCKA 3apaKEHHSI MECTa UCXOIHOM paHbl U OKPY KArOIIe 00JacTH.

Eme oauH BakKHBIM HENOCTATOK H3BECTHBIX MEPEBA30YHBIX MATCPUAJIOB CBsA3daH C TEM
(1)aKTOM, 49TO, TIOCKOJIbKY nedeOHoe BEHICCTBO pacnojlara€rca Ha OAHOM  CJIOE
NMOAACPKUBAOIIETO MaTE€pUala, OHO BbICBO60)KZlaeTCH B OoUare nopa>x€Hus O4Y€Hb 6bICTpO, HEC

PaBHOMEPHO U HE MOCTOSAHHO C TCHCHUEM BPEMECHU.

KpOMe TOTO, TKAaHM Ha OCHOBE€ HATYPAJbHbBIX BOJIOKOH, TaKHUE€ KaK XIJIOIOK, OOBIYHO
HCTIOJIB3YyEMBIE€ B PA3HOBUAHOCTAX MapJi, MOTYT BbICBO60)KIlaTb KYCO‘-IKI/I/OCTaTKI/I B paHy,
KOTOPBIC MOIYT YCIOXHATH TMMPOLECC 3aKUBJICHHSA W/ WIH MOTYT OBITb BKJIFOYEHBI B

OHOJIOrHYECKE TKAHHU ITOCJIE 3aKUBJIEHUS C HEMPUATHBIMHU 5CTECTHYCCKUMH aACIICKTAMU.

Ilo BceM »THM NnpuiruHaM JOCTYIIHBIE B HACTOALIECE BPEMS MNEPCBA3OYHBIC MaTCPHUAJIbI
JOJDKHBI 3aMCHATLCA 110 MeHbIIei MEpPE B HACATIE KaXKIbIC 6-8 4HacoB ¢ BBITCKAOIIUMH
OTCr0Aa SKOHOMHYECKHMMU 3aTpaTaMu H HGO6XOHI/IMOCTb}0 INOCTOAHHOI'O BMCHIATEJIbCTBA

CcyOBEKTa, CTPAJArOIIero OT PAHbI WIIM TPABMBI, H/IIH CIEHATU3UPOBAHHOTO MIEPCOHAA.

3asiBUTED HCOXKHNOaHHO O6H21py>KI/IJ'I, dTO NEPEUYUCIICHHBIC BBIIIC HEAOCTATKU MOTYT OBITH

MPEOIOJICHBI.
Onucanue

OOpexT HacrosImero H300peTeHUs] OTHOCHTCS K MHOTOCJIOWHOMY KOMIIO3ULIMOHHOMY

matepuaiy (CM), conep:kaiemy 1o MeHbIIel Mepe:
a) TPEXMEPHYI0 MaTPHL, COAEPIKAILYIO MO MEHbIIEl Mepe:

NePBbIA CJIOH 1. U BTOPOW CIIOH il. TKaHW, coneprkamedl BOJOKHO Ha OCHOBE CIIOXHOTO
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noamsdrpa WM COCTOSIIEH U3 Hero, rie yKa3aHHbIN MepBbIA CIIOH 1. U YKa3aHHBIH BTOPOH
CJIOH 1i. HaJIO’KEHBI APYT HA JPyTa U CHasHbl BMECTE B [0 MEHbIIEH Mepe ABYX Pa3IUYHbIX U

OTAENbHBIX TOYKaX ¢ 00pa3oBaHMEM MPOCTPAHCTBA S MEXKAY IBYMs CJIOSIMHU 1. U 11., U
b) KOMITO3ULINEO, COMIEPIKALILY FO

- [0 MEHbUIEH Mepe OAWH MPUPOAHBIM, IOJYCHUHTETHYECKUH WU

CUHTETHYECKHI NOJIMMEDP, BO3MOXKHO CMCIIAHHBIC BMECTE,

- BO3MOXKHO OHO win Oonee (apMakoOJIOrMYeCKd WU OUOJOTUYeCKU

AKTHUBHBIX BC€IICCTB U

- 10  MEHbIIeH MEpE OAHO BCINOMOIAaTCJIbHOEC BCIICCTBO, MNOAXOAALICC  IAJIsA

(I)apMaI_IeBTI/I"IeCKOFO MPUMEHCHUS, NI COCTOAIIYIO U3 HUX,

rIe yKa3aHHas KOMIIO3UIMS b) COAEpIKUTCS MO MEHbILIeH Mepe B HYacTH YKa3aHHOTO

MPOCTPAHCTBA S, 3aKJIIOYSHHOTO MEXIY CJIOSMHU 1. U il.

JIONIOJTHUTENIBHBI  OOBEKT HACTOSIEr0 M300pPETeHUs] OTHOCUTCS K MHOTOCJIOHHOMY
KOMIO3ULIMOHHOMY Matepuany (CM), ompeneneHHOMy Bbllle, NPEIHA3HAYEHHOMY IS
MPUMCHCHHA B JICUCHHUW pPaHbl, LapallWuHbI, IMOp€3a, A3BbI, OTKPBITOI'O IMOPaXCHUA, OXKOra,
oyara MopakeHHs WM pa3pbiBa KOXKH y CYObEKTa, I7Ie YKa3aHHOE JICUEHUE TPETy CMaTPHBAET
HaHECEeHHE YKa3aHHOIO MHOTOCJIOWHOTO KOMIIO3MIIMOHHOTO MaTepuaia Ha IOBEPXHOCTb
paHbI, HapamnuHbl, MOPE3a, SA3BbI, OTKPBITOI'O IOPAXCHHA, OXKOra, odara IMOPaXC€HHUA HWIIN

pa3pbiBa KOXHU U, BO3MOKHO, HUXKCJIEKAIITUX TKaHE.

CrnenoBarenbHO, 3asBHTEb HEOXKUJAHHO OOHAPYKWJI, YTO MEPEUYHCICHHbIC BbIIIE
HEJIOCTATK! MOTYT OBITh TPEONOJIEHBI C IOMOIIBID MHOTOCJIOWHOTO KOMITO3UIIHOHHOTO
Marepuaja, Hecyllel CTPyKTypoOl KOTOpPOTro sIBJISIETCSl TpeXMepHas MaTpHLa, COCTOALIas Mo
MeHbIIIeH Mepe M3 ABYX CJIOE€B CHHTETUYECKON TKaHH, CKPEIUIEHHBIX NPyl C JIPYroM C
PaBHOMEPHBIMH TIPOMEXYTKAMH C OOpa30BaHUEM KIIETKH, KOTOpas COHEPKHUT JjedeOHOoe
BEINECTBO, MPEANOYTHTENIbBHO — THAJYPOHOBYIO KHCJIOTY, KOTOpas BBICBOOOIKAAETCS

FOMOI'€HHO, PABHOMEPHO U MMOCTOAHHO C TCUCHUEM BPEMEHU.

MHOroCIONHBIT  KOMIO3ULIMOHHBIA ~ MaTepHaj, SBISIOIIUICS OOBEKTOM  HACTOSIIETO

u300peTeHst, 00ecTeyueH CIeny FOIUMH MPHU3HAKAMU:
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® OH ABJIACTCA MATI'KUM, FI/I6KI/IM, €r0 MOXHO pa3pe€3aTb B COOTBETCTBUU C MECTOM

HAaHECCHU, U, CJICAOBATCIIbHO, OH UACAJIbHO MOAXOOUT AJISA PAHEBOTO JIOXKE,

e 0oH o0ecrnevnBaeT paBHOMEPHOE  TOMOT€HHOE pacipeneeHne odecneunBaroeit
oOpa3zoBaHme pyOLia KOMIO3UINHY, IpeanodTuTebHo HA, 1, crienoBaTesbHo,

IOCTOAHHOC BbICBO60>K,Z[eHI/Ie C TCUCHUEM BPEMCHHU,
® OH OCTACTCA KPCIKO 3aKPECITUICHHBIM Ha paHE,

®  ero MOKHO JIeTKO U 0e300J1e3HEHHO YIaIuTh 0e3 HeXKeNaTeIbHOTO Y JaIeHHUs

HOBOOOpPa30BaHHOW PyOILIOBOH TKaHHU,
® OH He BBICBOOOKIAET KyCOYKH/OCTATKU B PaHy,
® ero MOXKHO CTepUJIM30BaTh raMMa- HJIH OeTa-JTy4aMu,
® ero MOXKHO 3aMeHsTb Kaxkable 24, 48 unu 72 gaca.

KomOuHaimst n1aHHBIX XapaKTepUCTUK aAenaeT ero 3(PQeKTUBHbIM B CIIOCOOCTBOBAHHU
3)KUBJICHHUIO PaH, HA KOTOPBIE €ro HAHOCAT, M OH SIBJSIETCSI a0COIFOTHO MHHOBAL[OHHBIM 10

CpPaBHCHHIO C TEM, YTO JOCTYITHO B HACTOSAILIECC BPEMSI.

Ecnmn He ykasaHo uHOe, B mpenenax o0bemMa HacTOSILIEro H300peTeHHs AOJIU B MPOLEHTAX U
3HaUeHUsl KOJMYECTBA KOMIIOHEHTa B CMECHU JIOJDKHBI OTHOCHUTBCS K BeCy YKa3aHHOIO

KOMITIOHEHTAa OTHOCUTECJIbHO O6H.Iel"0 BECa CMECH.

Ecau ne YKa3aHO MHOE, B MpeEaciax ob0bema HaCTOAIIECTO I/1306peTeHI/I$I YKa3aHUE€ Ha TO, 4UTO
KOMITIO3ULUA KCOACPIKUT» OOWUH WA 0oJiee KOMIIOHEHTOB UJIU BELICCTB O3HAYACT, YTO APYIrHUe
KOMIIOHCHTBI WJIM BEIIECTBA MOTYT INPHUCYTCTBOBATH B AOIOJIIHEHUE K TaKOBOMy(TaKOBbIM),

KOHKPETHO YKa3aHHOMY(YKa3aHHBIM).

Ecnu He yka3zaHO WHOe, B mpenenax oObeMa HACTOSLIEro W300peTeHUs TUarna3oH 3HAUYEHUH,
YKa3aHHBIX JJI1 KOJIMYECTBA, HANPUMEDP, BECOBOIO COAEP>KAHMSI KOMIIOHEHTA, BKJIIOYAET B
ceOsi HWKHHMNA TIpeleNl W BEepXHHWH Tpenen auana3oHa. Hampumep, eciii BEeCOBOE WIIH
00BEMHOE CONEp’KaHHE KOMIIOHEHTa A yKa3aHO Kak «OT X A0 Y», rae X u Y SIBJISIOTCS
YHCJIOBBIMHM 3HAYEHHMSIMH, A MOXET NpeAcTaBiaTh cobdoil X wm Y wm jroboe u3

MIPOMEKY TOUHBIX 3HAYECHUU.
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B koHTekcTe HaCTOSIIEro U300peTeHUs] TEPMUH «MHOTOCJOWHBIH KOMITO3ULIMOHHBIN
marepuan (CM)» yka3piBaeT Ha KOMOMHAIIMIO M3 IO MEHbIIEH Mepe ABYX cioeB (1. U 1i.)
TKaHW, COAep Kalleld 1O MEHbINEH Mepe OIWH CIOKHBIM mojmuddup, W KOMOo3unuu b),

KOTOpasi COAEPIKUTCS] BHYTPH MPOCTPAHCTBA MEXKAY YKA3aHHBIMH CIIOSIMH 1. U 1i.

H3BecTHO, YTO yKa3aHHBIH MHOTOCJIOWHBIM KOMNO3MLMOHHBIA Marepuan (CM) moxer
NPEACTaBIATh COOOW TEpEeBS30UHBbIM MaTepHall, TMOAXOAAIIUN JUId JIeYeHHUs pPaHbl,
MOBPEKIACHUS, pa3pbiBa, SI3BbI, OKOTa U T. I, WIM OOPa30BBIBATH €r0 YacTh, KOTOPBIH IpHU
5TOM TOAXOMUT Ui 3AlIUThl W CIIOCOOCTBOBAHMS 3aXKHBIIEHHIO YKA3aHHBIX PAaHBbI,
MOBPEXKIAEHHUS], Pa3phiBa, sI3BbI, 0KOra U T. II. B 4aCTHOCTH, MHOTOCJIONMHBINA KOMIO3ULIMOHHBIN
marepuan (CM) mno HacrosimeMy H300PETEHHI0 MOXKHO TMPUMEHSITh B IOJIYYSHHUH
YIy4LIEHHOTO MEPEBsI30YHOr0 MaTepuaja, T. €. COAEP>KALMEero MaTepuasbl JUisi MOKPLITUS C
XapaKkTepUCTHKaMU OMOCOBMECTHMOCTH M 110 MEHbINEH Mepe OIUH aKTUBHBII MaTepual, T. €.
CIIOCOOHBIN UrpaTh aKTHBHYIO POJIb B BOCCTAHOBJICHUH TKaHEH M TakKe MOAH(UIIHPOBATH

KJIETOYHBIN MaTPHUKC.

B kadecTBe HEOrpaHMYMBAIOIErO MNpHMepa, KOMMIO3ZUIMOHHBIH Matepuan (CM) wmm
NEePeBS30YHbI MaTepuaj, NpeayCMaTPUBAIOLINN yKa3aHHbIH MaTepual B COOTBETCTBUH C
HACTOSIIIUM U300peTEHUEM, MOXKET HaXOAUThCS B (hopMe MapJiiv, KOMIPECCa, MIACThIPS HITH
T. . OGecneunBaromasi oopasoBaHue pyOa KOMIO3UIKs b), comepkalascs B TPEXMEPHOU
MaTpPHUIE a), MOXKET HAaXOAMTbCS B PA3NUUHBIX (papmaneBTU4YecKHx (opmax Takke B
COOTBETCTBUH C KOMIIOHEHTOM/KOMIIOHEHTaMH, O0pa3yromuM/00pa3yoMMH YKa3aHHY O
komro3uuuo. CrenoBaTesbHO, KPEMbl, Ma3Hd, 3MYJIbCHM, [€JId W THAPOTENH, MOPOLIKH,
pPacTBOpbI HA BOJHOM M HEBOIHOW OCHOBE, CYCIIEH3MH W T. [I. CJIEAyeT PacCMaTPUBATH KaK

BO3MOXKHBIE (papManeBTH4IecKre GOpPMbl KOMITO3ULIHH b).

MHorocnoiiHblii  koMno3unuoHHbI  Matepuan (CM) B COOTBETCTBUHM C  HACTOSIIMM
M300peTEeHNEeM MOYKHO NMPUMEHSTh B OTHOIIEHHH CYOBEKTOB-JIFOACH WU Uil BETEPHHAPHOTO
NPUMEHEHHUs], HarpuMep, 0e3 OrpaHHUYEHUs] B OTHOIIEHUH JOMALITHHUX JKUBOTHBIX, TAKHX KaK
co0aku WM KOIIKHM, WJIM B OTHOIIEHHH JPYTUX MIIEKONUTAKOINX. MHOTOCIOHHBIN
KOMITO3ULIMOHHBI  Matepriann (CM) B COOTBETCTBHHM C HACTOSIIIUM  H300peTEHHEM

NpEATTIOYTUTCIIBHO MPEAHA3HAYECH AJIA IPUMCHCHUA Y JIIOI[Cﬁ.

B xonTekcTe HaCTOAIICrO I/1306peTeHI/I$[ «pPaHay, KMOBPEKIACHUE), KPA3PbIB», «A3Ba», KOXKOI»

u HOI[O6HI:;I€ TEPMHHBI OTHOCATCA K .]'II-O6OMy HapyHmECHUKO HEJOCTHOCTU KOXH, TAKOMY KakK
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0e3 OrpaHWuYeHUs] HaApPYyIIEHHs, BO3HHUKIINE BCJIEACTBHE TPABMATUYECKOTO COOBITHS,
XHPYPrUdeCcKOro BMEIATENbCTBA, MATOJOTUH WIIM HAPYIIEHUH Pa3JINYHbIX BUAOB (HAIIpUMeED,
Ia0eTUYECKUX HIIM COCYIHCTBIX $I3B), K OTKPBITBIM MOPAKEHUSIM, HAIPUMEpP, BO3HUKIINM
BCJIEZICTBHE TPOJIEXKHs, K Pa3pblBy WM yIHOy C MPOXYLHPOBAHHUEM 3KCCYAATOB W/WIN

BbIACJICHUEM )KI/II[KOCTGI\/'I OopraHu3Ma, TAKUX KaK KPOBb, UJIU 0e3 aToro.

Komnosuuus b), conmeprkamasics B MHOTOCJIOWHOM KOMITO3UIIMOHHOM Martepuaie (CM) B

COOTBCTCTBHU C HACTOAIIIUM I/1306peTeHI/IeM, COACPIKUT:

- [0 MEHbIIEH Mepe OAMH MPUPOAHBINM, MOJYCHHTETHYECKUNA WM CHUHTETUYECKUN

MNOJIMMEP, BO3MOXKHO CMCIIAHHBIC BMECTC,

- BO3MOXKHO OAHO wiu Oonee (apMakoJOrHUecKd WHIH OHOJOrHYECKH

AKTHUBHBIX BCIICCTB H

- M0 MEHbIIEeH MEPE OAHO BCHIOMOIraTeJIbHOEC BEIIECTBO, MNOAXOAALIECE  IJIA

(bapMaLeBTHYECKOTO MPUMEHEHUS, HJTH COCTOUT U3 HHX,

rIe yKa3aHHAas KOMIIO3UIMS b) COAEPIKUTCS MO MEHbLIEH Mepe B HYacTH YKa3aHHOTO

MPOCTPAHCTBA S, 3aKJIIOYSHHOTO MEXy CJIOSIMHU 1. U ii.,

NPU 3TOM TPUPOIHBIC MU MOJYCUHTETUYECKHE MOJUMEPbI MPEATIOYTUTENIbHO BBIOPAHBI 3
MOJICAXapUIOB, OENTKOB, MOJUMENTUIOB WIH MOJHHYKJICOTHIOB, CHHTETUYECKHE TTOJHMMEpPhI
NPEATIOYTUTENLHO BBIOPAHBI M3 MOJHAKPUIOBOM KHCJIOTHI, MOJUAKPUIATOB U POIACTBEHHBIX
npou3BoAHbIX, Takux kKak pHEMA [nmonu-2-rupoKCUsTUI-MeTaKpuiaT|, mojuacrnapTaMuia;
nou(3trneHrukons) (PEG); monmuBUHUIIUPPOIHAOHA, IOJTMMOJIIOYHON KUCIIOTHI, TOJIUMEpa
MOJIOYHOW U IJIMKOJIEBOM KHUCJIOT, TAKOrO KaK COMOJIMMEDP MOJIOYHON U ITMKOJIEBOM KHCIJIOTBI
(PLGA), nonurnukonesast kuciora (PGA), moIMKanpoJakTOH, MOJHAHTHAPHUIOB, CIOKHBIX
noJuopTod¢upoB;  clokHbX  nmonupochoshupos,  momudocdhazeHOB,  MPOU3BOTHBIX
MOJTHLIMAHOAKPHIIOBOH KUCJIOTHI, noJr( N-H30IpOnHIaKPHIIAMHIL ), MOJIMTU3UHA;
NOJMTUCTUANHA, TOJMAMHIOAMHUHA, TIOJIUTIYTAMUHOBOM  KHCIJIOTBL, ITOJIMCHIJIOKCAHOB,
nojnyperaHo;  noiurerpadropatuiena (PTFE);, eme Oomee  mpeanouTHUTENBHO

CHHTETHYECKHE MOJIMMEPBI MPECTABIISIOT COOOH MONINYpPETaHbI.
[Tonucaxapuapl IPEATIOUYTUTENBHO BHIOPAHBI U3

- [JIMKO3aMUHOIIMKAHOB: OoJiee NnpeaAnOYTUTEIIbHO FI/IaJIypOHOBOfI KHUCJIOThI W/UJIH €€
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NPOU3BONHBIX, TAKUX KaK COJIM, CIOXHbIe 3(upbl, amMuabl U CyJb(paTHPOBAHHAS
T'HalypOHOBasi KUCJIOTA, TMOPHIHBIX KOMIUIEKCOB T'MAypPOHOBON KHCJOTBI C BBICOKOH H
HU3KOM MoOneKyysspHOH Maccoi (ommcanHeix B WO 2012/032151); XOoHApOWTHHA,
XOHIPOUTHHCYJIb(aTa, NepMaTancyibdara, kepaTancyibdara, remapaHcyibdpara, renapuHa u

rénapuHOUAOB,

- XUTHUHA, XHUTO3aHA W €ro NPOU3BOAHBIX: OoJiee TMPEONOUYTUTENIbHO XHUTO3aHa,
NepUBATU3MPOBAHHOTO € TIOMOINBIO J1akTo3bl (ommcanHoro B WO 2007/135116 wu

WO 2017/211776);,

- NEKTUHA WM TIEKTUHOBOM KHUCJIOTBI,

- rajlakTaHoB: OoJiee NPEANOYTUTENBHO arapa 1 araposbr,

- aJIbTIHATOB: OOJIee MPEeMOYTUTENbHO aIbIMHOBON KHUCIJIOTHI,

- [JIIOKAaHOB. OoJjiee MpeaAnoYTUTEIbHO ACKCTPaHa, ACKCTPHUHA, TPErajo3bl, MaJIbTO3BI,
Kpaxmalia, HEJUTIOJIO3bI U €€ NIPOU3BOAHBIX n cue bosee MPEATIOYTUTEIIBHO
TUAPOKCHUI TUIILECILIIIOJIO3bI, Kap6OKCI/IMeTI/I.HLIe.H.H}O.HOSbI, TUMAPOKCUMETUIILCIIIIOJIO3BI U

aleTaTa LeJUTI0JIO3bI,

- HaTypaJIbHbIX KaMezel, KCAHTaHa, TejljIaHa,;

- (pyKTaHOB: MPEATIOYTUTENILHO UHYJIHA,

- MOJINMaHHAHOB;

- KapparvuHaHa.

benku mm nonmunenTHabl NPEANOYTUTENEHO BEIOPAHBI U3

- KOJUIAreHa, MPOJYKTOB COBMECTHOTO OCAXKICHUSI KOJUTAreHa U INIMKO3aMHUHOTTIHKAHOB,
JKeJIaTHHA, 53JlacThHa, (uOpuHa, ¢uOpUHOreHa, KepaTuHa, IIenka, (uOpowHa mIeNKa

OTACJIBbHO HUJIU B KOM6I/IHaLII/II/I C CCPULIMHOM, CEpULIMHA LICJIKA.

Haubosnee npenmnodTuTeIbHBIMU MOJTUCAXAPUIAMHE SIBJISTIOTCS HATPUEBAS COJIb THATY POHOBOH
KHUCJIOTBI C MOJEKYJIIpHOW Maccoil B auamnasoHe oT 150 no 2000 x/la, BblmeynoMsIHYTbIE
rHOpUIIHbIE KOMIUIEKCH, B KOTOPBIX BBICOKOMOJIEKYJISIDHAS THAJIYPOHOBAash KHUCJIOTA

Haxonutcss B auanazoHe or 1100 pgo 1400 k/la, u HU3KOMOJEKyJspHas TUalypOHOBas
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KHcJIoTa HaxoauTcs B auamnasoHe ot 80 go 100 x/la, 1 XuUTO3aH, NE€PUBATU3UPOBAHHBIN C
TIOMOIIBIO JIAKTO3BI, TIPH 3TOM ellie 0oJee MPEeANOYTUTENbHBIMU OeIKaMH SIBJISTFOTCS KOJUIAareH

U OEJIKU LIeJIKa.

DapMaKkoJIOrHUeCcKH W/ IIN ONOJIOTHYECKN aKTUBHBIE BEIECTBA, BO3MOKHO MPHCY TCTBYIOIINE
B KOMITO3UIMH b) MHOTOCIOWHOTO KOMMO3UIHOHHOTO Matepuana (CM) B COOTBETCTBHH C
HACTOSIIIUM  H300pEeTeHHEeM, MOTYT TMPENCTaBIATh COOOM MENUIIMHCKHE 3KCTPAKThI
NPUPOAHOTO WIIM CUHTETHYECKOTO MPOUCXOXKICHHUS, JIEKAPCTBEHHBIE CPECTBA AJII MECTHOTO
npumeHeHusi, takue kak HIIBII, pasnuusble BHIBI CTEPOHMIOB, AaHTUOAKTEPHAJTbHbBIE
BEIECTBA/aHTUOMOTUKY,  NPEATNOYTUTENIbHO  Cyib(anuasuH  cepeOpa;  LUTOCTATHKHY,
NPEANIOYTUTENIbHO MeTalInueckoe cepedpo;, ¢akTopel pocTta, (UOPHUHONIUTHYECKHE U
IPOTUBOOTEYHBIE BEIIECTBA, IPOTEOJUTHYECKHE (DEPMEHTBI, IPEANOUTUTENBHO KOJITareHasbl,

T'HaJTy POHUA3bI;, AHTUKOATY JISTHTBI.
Komnosunus b) npeanouTHTeNnbHO COREPIKUT:

- HATPUEBYIO COJb TruanypoHoBod kucnotsl (HA), mosiydeHHyr0 M3 rHaily pOHOBOH
KHCJIOTBI, UMEIOIIEHN CPEeHEBECOBYIO0 MOJEKYJSIPHYIO MAacCy, HaxOSIIyKCS B AUANIA30HE OT
150 mo 2000 x/la, npeanouturensHo ot 150 no 500 k/la, eme Oojiee MPeamOYTUTENBHO OT
150 mo 250 x/la, camoii mo cebe WM B COYETAHHH C JAPYTUM TOJHUCAXAPHUIOM,

NpeEAIOYTUTCIIBHO C XUTO3aHOM, JCPUBATUSHPOBAHHBIM C IMTOMOIIBIO JIAKTO3bI,
- BO3MOXKHO O€JIOK, BBIOpaHHBIN 13 (prOpOMHA IeKa 1 KoJlareHa,

- BO3MOKHO  (papMakoOJOTHYEeCKH W/WUIM  OHOJIOTMYECKH aKTHBHBIE  BEINECTBa,
NPEANOYTUTENIbHO B KOMOWHAIIMM C CyJb(paguasuHOM cepedpa WM METATHYeCKUM

cepebpom.

B npyrom BapuaHTe OCYINECTBIIEHHs] HACTOSIIEr0 H300pPETEHUS KOMIIO3ULHS b)

NpeATOYTUTECIIBHO COACPIKNUT!

- HATPUEBYIO COJb THaNypoHOBOW KHCIOTHI (HA), MOJy4eHHYH0 M3 T'Hajly pOHOBOH
KHACJIOTBI, UMEIOLEN CPEAHEBECOBYIO MOJIEKYJISIDHYIO MacCy, HaXOASINYHOCS B AUAMNAa30HE OT
150 mo 250 x/la, miu ruOpHUIHBIE KOMILIEKCH THAJIYPOHOBOHW KHCJIOTHI, UMEIOIIUN BBICOKY IO

U HU3KYHO MOJIEKYJISIPHYIO MaccCy, WJIU UX CMECh,

- BO3MOKHO O€JIOK, BBIOpaHHBIN U3 (prOporHa IIeKa U KoJIjIareHa,
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- BO3MOXKHO B COYETAaHMHU C (DAPMAKOJOTHYECKH W/WMIM OHOJOTMYECKH AKTHBHBIMHU
BEIECTBAMH, TMPEANOYTUTENIbHO B KOMOMHAMHM C CyJbdaanasuHoM cepebpa Wi

METAJTHUECKUM cepeOpom.

IIpeanodTuTenbHbIM MEAULIMHCKUM 3KCTPAKTOM MPUPOJHOTO IPOUCXOXKACHUs SIBIAETCS
SKCTpakT Triticum vulgare, XOTOpbIA TPUMEHSIETCS B KOMITO3UIIMOHHOM MHOTOCJIOWHOM
MarepHuajie Mo HACTOSALIEMY H300PETEeHHIO U MOXET OBITh IMOJIy4eH CIoco0aMu, OOBIYHO
NPUMEHSAEMbIMU ISl OKCTPAKLIMM AKTUBHBIX HHIPEAMEHTOB M3 PAaCTUTENBbHOIO CBIPbS U

HU3BCCTHBIMU CIICIHAJIMCTAM B I[aHHOﬁ obnactu.

KoMNO3MIMOHHBIA MHOTOCIOMHBIM MaTepHal MO HACTOSIIEMY H300PETEeHHI0 MOXKET, B
Ka4yeCTBE HEOIPAHMYMBAIOLIErO MPUMEpa, COAEpkKAaTb KOMIIO3ULMIO, COAEPIKALIYI BOAHBIN
9KCTpakT  Iriticum  vulgare, HarpuMmep, XapaKTEPU3YIOLUIMHCA CYXHUM  OCTaTKOM

npubau3uTesbHo 200 Mr/100 M, 1 HeoOsI3aTeNPHO TAKKE COAEPIKALIYIO (PEHOKCUITAHOI.

B xoHTekcTe HacToslero Hu300peTeHHsT «THATYypPOHOBAs KHCIOTay (Jajee B ITaHHOM
nokymenre Ttakke «HA») OTHOCHTCS K  reTeporojucaxapuay, COCTOSINEMY — U3
YepenyIoLUUXCcsi OCTaTKOB D-rimokypoHOBON kuciaotsl U N-anetwn-D-rimokozamuHa, ¢
JUHEHHON LENbl0 M MOJEKYJSIPHOM MaccOW, KOTOpas MOKeT BapbupoBarbecsi oT 400 no
3 x 10° ganeron (/1a) B 3aBUCIMOCTH OT UCTOYHHKA SKCTPAKLIUHU WM MPUMEHSIEMOTO Criocoda
nojy4eHusi. HA mpuCyTCTBYeT NMOBCEMECTHO W HMIPaeT BAXKHYIO pPOJIb B OHOJOTMYECKOM
opraHu3Me, OCOOCHHO KaK MEXaHH4YecKas Omopa JJisi KJIETOK MHOTMX TKaHEH, TaKux Kak

KOXa, CYXOXWUJIUSA, MbILILIBI U XPAL.

Tax:ke u3BecTHO, 4To HA mocpencreoM cBoero memopanHoro perenropa CD44, moaynupyet
MHOKECTBO PA3JIMYHBIX MPOLIECCOB, OTHOCALINXCS K (PU3HOJIOrUU U OHOJIOTHH KJIETOK, TAKHX
KaK, Hanmpumep, nposudepanns, MUrpauus, kierounas auddepeHunpoBka U aHTHOTEeHE3, U

BBIMOJTHSIET PYTHE BaKHbIC (PYHKIMH, TAKHE KaK THAPATALMS TKAaHEH U CMa3Ka CyCTaBOB.

brino nokaszano, uto HA sBnsieTcss neTepMHUHAHTON B MpoOLiecce BOCCTAHOBJIEHUs TKaHEH Kak
CO CTPYKTYPHOH TOYKH 3peHusi (B OPraHU3alMy BHEKJIETOUHOIO MATPUKCA U B PETYJLSILMU €r0
TUApPATalliK), TAK U B KAYECTBE CTUMYJIMPYIOLIETO BEIIECTBA LIMPOKOTO CIEKTPa MPOLIECCOB,
B KOTOPBIX OHO BMEIIMBAETCSI HEMOCPEACTBEHHO W OMNOCPEAOBAaHHO ((popMHpOBaHUE
KOAary JISILHH, ¢aromurapHOi aKTUBHOCTH, nposudepanuu ¢ubpobnacTos,
HEOBacKyJisipu3auuu, pesnurenusauun u T. a1.) (Weigel P. et al., J Theoretical Biol, 1986:

219-234; Abatangelo G. et al., J Surg Res, 1983, 35: 410-416; Goa K. et al., Drugs, 1994, 47:



WO 2019/162928 10 PCT/IB2019/051534

536-566).

KomOuHammst JaHHBIX OOIIENpPU3HAHHBIX CBOWCTB YK€ AABHO MCIOJIB3YETCS MPH IOy YeHHH
MEPEBSA30YHbIX MATEPUAIOB, NPUMEHSEMBIX B JICYEHUU PaH, SI3B U KOXKHBIX MOPAKEHUU

Pa3JIMYIHOrO NPpOUCXOXKACHUS, TOBEPXHOCTHBIX NI FJ'IY6OKI/IX.

HA, npumensemass B HacTOsIIeM MH300pETEHHUH, MOXET ObITb NOJNy4YeHa Hu3 JIOOro
UCTOYHUKA, Hampumep u3 rpednei neryxos (EP138572), B pesynbrate ¢epmentauuu (u3
Streptococcus equi wim zooepidemicus, EP0716688) wnu B pesynprare OmocuHTe3a (U3
Bacillus, EP2614088 A1, EP2614087 A1), u moxeT ObITh OYHINEHA B COOTBETCTBHH C
pasnuunbiMu  Metoaukamu (WO 2018/020458 A1, IT102017000081449). Cpennesecoast
MmoJekyJsipHas mMacca (MW) monumepa, NpeqHa3sHauYE€HHOTO JUJIsl BAPHAHTOB IPUMEHEHMS,
OMNMCAHHBIX B JaHHOM JOKYMEHTE, MOXET HaxOAWThCs B auanasoHe or 400 mo 3 x 10° Ha,
npennouytutensHo ot 100000 no 2 x 10° Ha, 6onee mpennourutenbio oT 150 no 2000 x/1a,
eme Oosee mpenmoutureabHo oT 150 mo 500 x/la wnm ot 150 mo 250 x/la. [y kpaTkocTH

nocyeiHI 00bMHO HasbiBalOT «HA co cpenneBecoBoit MW 200 x/lay.

B koHTekcTe HacTOsIero M300peTeHHs, CPeNHss MOJeKyuspHas macca HA oTHocUTCS K

cpenHeBecoBoiit MW, pacCUMTAaHHOM COMIACHO CIOCOOY OMpeneNieHus] «XapaKTepUCTHUECKOH

BsskocTwy (Terbojevich et al., Carbohydr Res, 1986, 363-377).

IlonsaTHO, ut0O MW sBisieTCST MOJIEKYJIIPHOM MacCOWl HCXOAHOW TMajlypOHOBOM KHUCJIOTBI
nepen IMOJly4YEeHWEM KOHEYHOIO MPOAYKTA, T.€. B MOMEHT IIOJy4YEHHUs IPOMUTHIBAIOIIEH

KOMITO3HUIIHNH.

B npennoyTuTeIpHOM BapUaHTE OCYINECTBIICHUS] HACTOSIIIETO N300pETEHHsI B MHOTOCJIOWHOM
KOMIO3UIIMOHHOM Marepuaiie (CM) ruanypoHOBas KHCIOTAa B KOMIIO3HUIMU b) uMeeT
CPEIHIOI0 MOJIEKYJIIPHYIO MacCy, HaXosmyocs B auanasone ot 150 k/{a no 500 k/la, Gonee
npeanoututesbHo oT 150 nmo 250 k/la. ABTOpPBI HACTOSALIErO W300PETEHHs] HEOXKHIAHHO
OOHapY’KWJIM, YTO MHOTOCJIOWHBIH KOMNO3ULMOHHBIH MaTepuan (CM) B COOTBETCTBHU C
HACTOSIIIUM H300peTeHreM oOecreunBaeT B LIEJIOM MEPEBI30YHbIA MaTepuas il paH U
OYaroB MOPaKEHHH KOXKH, KOTOPBIH siBisieTcst 3(PQEeKTHBHBIM, MPOCTBIM B MPUMEHEHHUU U
NPAaKTUYECKU CBOOOMHBIM OT HENOCTATKOB H3BECTHBIX MEPEBI30YHBIX MAaTEPHAJIOB,

OINMHCAHHBIX BBIIIC.

MHorocnoiiHblii  koMno3unuoHHbI  Matepuan (CM) B COOTBETCTBUHM C  HACTOSIIAM
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H300peTEeHNEM CONEPKUT TPEXMEPHYIO MATPHULY a), KOTOpasi COCTOUT U3 IO MEHbIIEH Mepe
aByx cnoeB (1. W 11) TKAHM HAa OCHOBE CIIOKHOTO Monud(upa, NPEANIOUYTUTETHHO
noymmyTinieHTepedranara (PET), npeanodTuTenbHO MOHOBOJIOKHA, YIEPKHUBAEMOTO BMECTE
aByMs MM Oojiee COENUHEHUSMH WIM TOYKAMHU CIAfKH, BBIMOJHEHHBIMH, HAINPUMED, C
MOMOIIBIO YJIBTPA3ByKa, 4Yepe3 paBHOMEpPHble NPOMeXyTKH. CTPyKTypa MHOTOCIOHHOTO
KoMro3uipoHHoro wmarepuana (CM) B COOTBETCTBHM C HACTOSIIUM H300peTEeHHEM
aHAJIOTMYHA CTPYKType CTEraHOW TKaHH, B KOTOPOW JIBa CJIOS 1. U 11. HAJIOKEHBI IO CAMbIM
NPOTSKEHHBIM NOBEPXHOCTAM MNOAOOHO CTpaHMLIAM KHHTH. 3aTreM oOpasyercs KIeTKa,
KOTOpasl yAep>KUBAET JieueOHOe BEIIeCTBO BHYTPH, B 4aCTHOCTH HA, 1 KOTOpast MOCTENEHHO,
TOMOT€HHO, HEMPEPHIBHO U ITOCTOSTHHO BBICBOOOXKIAET €r0 uepe3 Mophbl TKAHU, IPUUYEM TKaHb,
B YAaCTHOCTHM, OTHOCHUTCS K TOHKOMY H THOKOMY HPOIYKTY C IIJIOCKOM HOBEPXHOCTBIO,

MOJIy4aeMOMY Iy TEM MEPETUIETEHUsI HUTEH NMEePIeHUKY JIIPHO APYT APYTY.

IInereHue, TO €CThb COYETAHUE YTKA M OCHOBBI, OAHOTO CJIOS TKAHU SIBJISIETCS] TOJICTBIM, U,
CJIeIOBATEIbHO, MOPBI MEXKy OJHOM METJIeH U IPYyTroi UMEIOT OYeHb COKPAILEHHbIE pa3Mephl.
Kak wusBecTHO cmenuanucTaM B JaHHOM O0NacTH, IUIETEHHE TKAHH MOIYJIUPYIOT C
OIMHAKOBBIM Pa3MEPOM HUTU MyTEM HU3MEHEHUs YUCJA METeNb, KOTOPbIE M0 TOPU3OHTAIH U
[0 BEPTUKAJIM OTHOCUTENBHO CTaHAAPTHOW €AWHULBI COCTaBIAIOT TKaHb. B maHHOM
KOHKPETHOM CJlydae 4MCJIO siUeeK B 1 CM TKaHW Bapbupyercs nmo Beptukanu ot 10 go 15 u
npeanodtuTenbHo OT 11 no 12, a mo ropusoHTanu HaxoauTcs B aAuanasoHe ot 10 no 17 u
npeanodtuTenbHo OT 11 go 15. JlaHHOE MIIOTHOE MJIETeHHE U, CIeA0BATEIbHO, YPE3BbIUAHO
MaJIeHbKHE TIOPBI, C OJHOW CTOPOHBI, 00ECHEeUMBAIOT TMOKOCTh MaTepuaia, a ¢ APYrou —
NPENOTBPAIIAIOT CIHUSHUE CaMOW TKaHM, AaX€ MHUHHUMAJIBHOE, C PaHOW, Ha KOTOPYHO OHa

HaHECCHA.

Crnenyer OTMETUTh, YTO CJIOM TKAaHH 1. U 1i., TMOUIeKAIINE COSIMHEHUIO ISl COCTaBJICHHUS
TPEXMEPHOW MATPHILIBI &), TOJKHBI ObITh HIEHTUYHBIMH, T. €. UMETh OJUHAKOBOE KOJMYECTBO

NMETEJIb MO T'OPHU3OHTAJIN U 11O BEPTHUKAJIM COOTBETCTBCHHO.

Kpome Toro, marpuma a), comepkamas TKaHb HAa OCHOBE CJIOXKHOro monmddupa,
npennoyturenbHo PET, mpeanoyTuTensHO MOHOBOJIOKHA, WM COCTOALNAs W3 Hee, He
BBICBOOOXKIIAET BOJIOKHA B OHMOJOIMYECKHX TKAaHSX, CIENOBATEIbHO, PUCK 3arpsi3HEHHS U
NPUCYTCTBUSI MApJIEBBIX OCTATKOB B OMOJIOTHUECKUX TKAHSX IMOCIE MEPEBS3KH CBOAMTCS K

MUHUMYMY .



WO 2019/162928 12 PCT/IB2019/051534

H3BecTHO, YTO MHOTOCIOWHBIH KOMIO3UIHMOHHBIN Matepuan (CM) B COOTBETCTBHH C
HACTOSIIIUM HM300pETEHHEM MOXKET TaKXKe COAEp)KaThb JAPYrue CJIOW TKAaHW WM JpyTue

KOMIIOHEHTHI B JOTOJIHEHUE K CJIOSIM 1. U 1i., OMMCAHHBIM BBIIIIE.

Marpuna a), mosnyueHHasl CralikoOW MO MeHbIIeH Mepe ABYX CJIOeB TKaHM, COAep Kalleil
cnoxubId o dup, npeanodrureabHo PET, kak ommucaHo BbIIe, MOXKET OBITh MPOMUTaHA
KOMITO3UIIEH Ha BOJHOM OCHOBE, COZIEPIKALIeH 10 MEHBIIEeH Mepe rMajlypOHOBYIO KHCJIOTY U
OOHO uiau OoJee BCIOMOTaTENbHBIX BELIECTB, NOAXOMAMMX s (papMareBTUIECKOro
NpUMEHEeHUs. YKa3aHHas KOMIIO3ULIMS 3allOJIHSeT, 10 MeHbIIeH Mepe YacTHYHO,
NPOCTPAHCTBO S MeXAy JABYMsl CIOSAMHM 1. W 1. C TIOJy4YeHHEM MHOIOCJIOHHOTO
komrno3uipoHHoro marepuaiga (CM) B COOTBETCTBHM C HACTOSALIMM H300pETEHHEM.
VYka3zaHHasi KOMIIO3ULIUS MPEINOYTHTENIBHO PACIIPEENAETCs] PABHOMEPHO IO MPOCTPAHCTBY
S, onpeneseHHOMY ABYMsI CJIOSIMH 1. U 11. MATPHUIIBI a). YKa3aHHAs] KOMITO3ULIHSI TAKIKE MOXKET
IPUCYTCTBOBATh, N0 MEHbBILIEH Mepe YaCTUYHO, Ha MOBEPXHOCTSIX CJIOEB 1. W ii., KOTOpBIE

SIBJIIFOTCS. BHELTHUMHU OTHOCHUTEJIBHO MTPOMEKYTOUYHOT'O POCTPAHCTBA S.

JpyrumMu cioBamMy, MHOTOCJOWHBIN KOMNO3UIMOHHBIM Marepuan (CM) B COOTBETCTBUH C
HACTOSIIIUM HM300pEeTEHHEeM COIEPXKUT TPEXMEPHYI0 MAaTpHILy, KOTOpas oOpasyer KIETKY,

KOTOpasi yIepKUBaeT KOMIIO3ULNIO Ha OCHOBe HA, BBICBOOOKIasl €€ B MOCTYMATENbHO.

Heorpannuuparoiye nmpuMepbl BCTIOMOTATEIbHBIX BEIIECTB, KOTOPbIE MOJKHO MPHUMEHSTh B
YKa3aHHOW KOMITO3ULIMH, COAEPIKAIIEH THalypOHOBYIO KHCJIOTY, MPEACTABISIFOT co0O0il BCe
BCIIOMOTATeIbHbIE BEIIECTBA, MOAXOASINNUE JJIs TMOJy4YeHHsl (PapMaleBTHUYECKHX COCTaBOB,

BKJIFOYast Oe3 orpannyerus noamsTwieHrmukons (PEG) u nmoamonsl, Takue Kak TITHLEPHH.

CyliecTByeT MHOXKECTBO TMPEUMYINECTB HACTOSAILIETO H300peTeHus. MHOTOCIOWHBIMN
KOMITO3ULIMOHHBI Marepuall (CM) B COOTBETCTBUM C HACTOSIIMM H300pPETEHHEM HMEET,

cpeau npo4vero, NpUBEACHHBIC HUXKE MPEUMYIIIECTBA.

MHorocnoiiHbIi KOMIO3UIMOHHBIA MaTepuan (CM) sSBIsieTcss MATKAM, THOKUM, MOXeET ObITh
JeTKO T1IOpe3aH, HalpuMmep, C IOMOILIBI0 HOXHHI, U, CIIEN0BATENbHO, OH HIEAIbHO

aZanTHPYETCsl K PAHEBOMY JIOXKE.

MHorocnoiiHelii  kKOoMno3uuuoHHbIH MaTtepuan (CM) obecrneunBaeT paBHOMEPHOE U
TOMOTEHHO€E paclpesesieHre KOMIIO3uuu Ha ocHose HA u, cienoBaresbHO, paBHOMEPHOE U

COMOIE€HHOE €€ BbICBOOOXKIEHUE.
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MHorocnoitHbIi KOMITO3NIHOHHBIN MaTepuan (CM) ocTaeTcst KpEenKo 3aKpeIUIeHHBIM Ha paHe
naxe 0e3 Kakoro-mbo ajare3uBa, Jake €CIHM HAJIMYHE aATe3HBHBIX CIOEB HE HCKIIFOUEHO U3

00BEMa HACTOSIIETO N300PETEHNUSI.

MHorocnoiiHblii KoMIo3uoHHbIH MaTtepuan (CM) moker ObITh Jierko U 0e30051e3HEHHO
yJajieH, MOCKOJNbKY OuYeHb MAaJIeHbKHE MOpbl HM3-332 IUIOTHOTO IUIETeHUs W ruapodoOHOMH
NPUPOBI CIOKHOIO MOJMA(pHUpPaA TAKKE MPENOTBPALIAIOT MOBEPXHOCTHYIO HMHTETPALHIO CO
CTPYIIOM, OCOOEHHO B ClIy4ae paH C BBIIENCHUSIMH, U, CIEJOBATEIbHO, HOBOOOpPA30OBaHHAS

pY6LIOBa$I TKaHb HE OTPbIBACTC OT PaHbI B MOMCHT Y AAJICHUS.

MHorocoiiHplii  KOMNO3UIHOHHBIM ~ Marepuan (CM) He BbICBOOOXKIAEeT B  paHy

KYCOUYKH/OCTAaTKH, TaKHe Kak ()parMeHThI BOJOKOH.

MHorocnoiHbIi KOMNO3UIHMOHHBIN MaTepuan (CM) MOKHO CTepUIM30BaTh raMMma- Wiu OeTa-

Jy4amu.

U3-3a BCeX TakWUX XapaKTePUCTHK MHOTOCJIOHHBIN KOMMO3WIMOHHBIN MaTepuan (CM) B
COOTBETCTBUHM C HACTOSIIIUM H300peTeHHEeM MOXeT ObITb 3aMeHeH Kaxnble 24, 48 wmn
72 yaca, BMECTO KaXIbIX 8 YacOB, KaK HEOOXOAMMO JJisi MPOAYKTOB JUIs MEPEBSI3KU PaH,

HMEHOIIUXCA B HACTOAIICEC BPEMS Ha PBIHKE.

Ecnu xomnosunwmsi b) comepKUT UCKJIIOYHUTEIbHO CHHTETHYECKHE TMOJMMEPBI, TaKue Kak
MOJIUYPETAHbI, TO MHOTOCJIOWHBIA KOMIO3UIIMOHHBIN MaTepuall (CM) MOKeT, TeM He MEHee,
OBITh OCOOEHHO MPEUMYIIECTBEHHBIM, IIOCKOJIBKY OH MOXKET IMOTJIOMATh SKCCYAAThl C OCOO0H

3¢ EKTUBHOCTBIO.

B mpeanoyruTenbHOM BapHaHTE OCYIIECTBJEHHS B MHOTOCIOWHOM KOMITO3UIHOHHOM
matepuajie (CM) B COOTBETCTBHM C HACTOSIINM H300peTeHHEM KOMIIO3ULUS b)
JOTOJIHUTEIBHO COAEPIKUT METAIMYeCKOe cepedpo WM MO MeHbIuell Mepe Cojib cepedpa,

MPEANOYTUTENLHO Cyib(anuasuH cepedpa.

B koHTekcTe HacTosimero u3odperenust TepMuH "cynbdanuazun cepedpa” OTHOCUTCS K CONU
omHoBajeHTHOoro cepedpa (Ag(l)) wu cymppammasmna, Ne mo CAS 22199-08-2.
[Ipennonaraercs, YTO NMPOU3BOIHBIE M KOMIUIEKCHI CyJib(anuasuHa cepedpa Takke MOTYT

COCTaBJIATb 4aCTh KOMITIO3UIIUHU 1O HACTOAILIEMY 1/1306pe'r CHUIO.

B kOHTeKCTe HACTOSIIEro M300peTeHUss TePMHUH "MeTajuimuecKkoe cepeOpo" OTHOCUTCS KO
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BceM ¢opmaMm cepebpa B crenmeHH OKucieHUs 0, M3BECTHBIM CIELHAINCTaM B 00JacTH
dapMalieBTHYECKUX COCTABOB, BKJIIOYash 0€3 OrpaHHuYeHHss MUKPOHU3UPOBAHHOE U

KOJUTOWIHOE cepedpo.

B npeamoutuTensHOM BapuaHTE€ OCYILIECTBICHHMS HM300pETEHHs B  MHOTOCIOWHOM
KOMITO3uLIOHHOM Matepuaie (CM) TkaHb CJos 1. W/WIK €04 11. IPEACTaBIsIeT cOOO0H TKaHb

U3 MOHOBOJIOKHA.

B npennouyTuTenbHOM BapuaHTe OCYINECTBIICHUS] HACTOSIILIETO H300pETEeHNs B MHOTOCJIOHHOM
KoMNo3uuoHHOM Matepuasne (CM) TkaHb CiOsi 1. WHWIM CJOS 11. COHEPKUT CIIOKHBIN
noauadup, 0ojee MPEANOYTUTENBHO 10 MEHbIIeH Mepe OJUH M3 MOoNUdTHIeHTepedTaara
(PET), mpupopmHoro cioxsoro mnonusdupa, Takoro kak nojuruapokcuaikasoar (PHA),
HampuMmep  nojuruapokcuOytupar (PHB), eme OGonee mpennourutensho PET

(monmmaTHNEHTEpe(TATIAT), WIIX COCTOUT U3 HETO.

B npennoyTHTeIbHOM BapUaHTE OCYINECTBJICHUS] HACTOSIIIErO H300pETEeHHs B MHOTOCIOWHOM
koMmno3uirioHHoM Matepuane (CM) TkaHb cnost 1. w/wnm cios ii. cogepxut ot 10 mo 15
nereib, npeanouturenpHo ot 11 go 12, mo Beprukanum u or 10 go 17 mnerens,

npeAnouTuTenbHo oT 11 g0 15, mo ropuszonTanu.

B mpennouTuTenbHOM BapHaHTE OCYIIECTBJIEHUS] HACTOSILIErO M300PETEHHsT MHOTOCIOWHBIN
KOMITO3ULIMOHHBIH MaTtepuan (CM) uMeeT TONLINMHY, HAXOMAMYIOCS B auamnasoHe ot 0,2 mo

2 MM, emte Oosee mpeanodTuTesbHo ot 0,5 1o 1 Mm.

Pa3smeprl mepeBsA30YHOrO Marepuajga BapbUPYIOTCA B 3aBUCMMOCTH OT THUIA PaHbl WU
MOBPEXKIAEHUS, MOMJIEKAIUX JICUEHUI0. B  KkauecTBe HEOrpaHMYMBAIOLIETO MPUMEPA,
MHOTOCJIOMHBIN KOMIMO3UIIMOHHBIN MaTepuai (CM) MOKET UMETh pa3Mepbl, BAPbUPYIOLITHECS

oT 5 x 5 cm a0 30 x 30 cm, npeanourutenapHo 10 x 10 cm.

Cnaiika Mexxay OBYMsI CJIOSIMH 1. U 11 B, €CIIH UMEETCsI, MKy APYTHMHU CIIOSMHU TPEXMEPHOH
MaTpPHUIBl a) MOXeT OBITh BBINOJHEHA, B KAueCTBE HEOTPAHMYMBAIOLIETO IPHUMEpa, C
MOMOIIBI0 yJBTPa3ByKa.  YKa3aHHas CHAlKa MPEANOYTUTENIbHO BBIMOJIHAETCS TaKUM
o0pazom, 4TOObI TPOU3BOAUTD MEPPOPALHIO HA PACCTOSTHIH, KOTOPOE MOJKET BaAPBHPOBATHCS

ot 10 mo 20 MM, GoJiee MPennoYTHTENBHO OT 15 10 16 MM, ¢ peryJIsipHOI WIIN HeperyIsipHON

CTPYKTYpPOH PUCYHKA.

B wmHorocnoiiHom xommosunuoHHOM Matepuaie (CM) B COOTBETCTBHM C HACTOSIIHM
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n300peTeHrneM KOHIeHTpalwsi HA B NMpOMUTHIBAIOIIEH KOMITIO3ULIUM, BBIPAKEHHASI B BUE
BEC/BeC OTHOCHUTEJIPHO MPOMHTHIBAIOIIEH KOMIIO3UIMH, HaXoauTcs B auama3one ot 0,01 mo

1%, npennoururenpHO 0T 0,02 10 0,5%, eme Gonee npeanoururensHO OT 0,03% 1o 0,2%.

KonnuectBo HA B KOHEUYHOM TEpEBS30YHOM MaTepuallie MOKET BapbUpOBAaThCS B
COOTBETCTBUM C pa3MEpPOM IIE€PEBSA30YHOrO MaTepuajga. B mepeBa304HOM MaTepuale,
umerouieMm pasmepsl 10 x 10 cMm, Hanpumep, konuuectso HA Bapeupyercs ot 0,4 no 40 wr,

npeanoututesbHo oT 0,8 mo 20 mr, erne Oosiee MpeanoYTUTENbHO OT 1,2 10 8 M.

Konnenrpauus cynbpannasuHa cepeOpa, BbIpak€HHass B BUIE BEC/BEC OTHOCHUTENBHO
NPONUTHIBAIOLIEH KOMIO3ULUY, MPEANOYTUTEIbHO HaxoauTcs: B AuanasoHe ot 0,1 no 3% u

Oonee mpeAnoYTHTENBLHO paBHa 1%.

B nomonnenne k HA u, ecnu mpucCyTCTBYeT, CyibdaauasuHy cepedOpa, B auamasoHax
KOHLICHTPALNH, yKa3aHHbBIX BBIIIE, POMUTHIBAIOIIAST KOMIIO3ULIMSA MOXKET TAK)Ke CONEPIKaTh B
Ka4eCTBE BCIIOMOTATEJIbHBIX BEINECTB IJIULEPUH B PA3IMYHBIX KOJIUYECTBAX, HAXOASIIUXCS B
auanazoHe or 10 mo 30%, npenmouturenbHo paBHBIX 25%, PEG 4000 B pasnuyHbIX
KOJIMYEeCTBax, Haxoaswuxcs B quana3zone ot 30 no 70%, npennouturenbHO paBHbIX 50%, u
BOAY B KaUE€CTBEC OCTaJIbHOH qaCTH, MPUYIEM KOJIUMYCCTBA BbIPAXXCHbBI B BUAC BECA B IMEPECUCTE

Ha BEC KOHEYHOU KOMITO3ULIMH.

B onmHOM BapHaHTC OCYLICCTBJICHUA HACTOALICEC H306pereHHe TaKXKE€ OTHOCHUTCA K

NepeBs30UHOMY MaTepUaly, COCTOSIIEMY U3:

a) TPEXMEPHOW MAaTPHIIbI, COAEPIKAIIe MO MEHbIINEeW Mepe TMepBbIH CJIOH 1. U BTOPOU
CIOHW 1i. TKaHW, conmepkameid BOJOKHO Ha ocHoBe PET wmnmu cocrtosimedl w3 Hero, rie
yKa3aHHBIN TEPBBIA CJIOH 1. M yKa3aHHBIH BTOPOH CJIOH 1i. HAJIOXKEHBI APYT HA JPyTa U CHAsHBI
BMECT€ B TI0 MEHBbLICH Mepe IBYX Pas3MYHBIX M OTAEIbHBIX TOYKaX C OOpa3oBaHHEM

MPOCTPAHCTBA S MEXKy IBYMsI CJIOSIMH 1. U 11., U

b) KOMIIO3UIINY, COAeprKalllell THalypOHOBYIO KHCJIOTY M IO MEHblIeH Mepe OAHO
BCIIOMOTATEJIbHOE BEINECTBO, NOAXOIAlIee i (hapMaleBTHYECKOrO MPUMEHEHUs, WU
COCTOSIIEH M3 HUX U, BO3MOKHO, JTOTIOJIHUTENIFHO cofieprkaiel cynbdannasun cepedpa, rae
yKa3aHHAasT KOMITO3MLMS b) CONEPKUTCA IO MEHbIIEH Mepe B YacTH YKa3aHHOTO

MPOCTPAHCTBA S MEXKIY CIIOSIMH 1. U 1i., UM COAEPIKAIIEMY UX,

I7€ YKa3aHHBIA MEPEeBS30YHBII MaTepuans HMeeT pa3Mepbl NPUOIM3UTENBHO 9 X 9 cM U
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cogepxxut 4,1+0,5 r xomnozuumu b), MoMyueHHOH HAYMHAS C THAITYPOHOBOW KHCJIOTHI,
MMEKOLIENH CPEIHEBECOBYIO MOJIEKYJSIPHYIO MAacCy, HaxonsAIlyrcs B auamnazoHe ot 150 mo
250 x/la, mpuuem oOmee conepkanne HA B mepeBs30YHOM MaTepuase PaBHSETCS 2 MI, U
obmee conmep:xkanue cynbdamuasuHa cepeOpa B MEPEeBI30YHOM MaTepuaje, eCciu

MIPUCYTCTBYET, paBHsieTcs 40 mr.

B onHOM BapuaHTe OCYIIECTBICHUS HACTOsllee M300pETeHHE TakKe OTHOCHUTCA K
NEePEBI30YHOMY MaTepHajy, COCTOSIIEMY M3 MHOTOCIOWHOTO KOMIO3ULIMOHHOTO MaTepuana
(CM) unu conepskaiieMy €ro, rrne yKa3aHHBIH TepeBsi30YHBIA MaTepuaj UMEET pa3Mephl
npubausuTensHo 9x 9 cMm u comepxut 4,1+0,5 r komnozuuuu b), nomyueHHON Ha4uMHASA C
T'HaJTypPOHOBOM KHCJIOTHI, UMEIOIIEH CPEIHEBECOBYIO MOJIEKYJISIPHYIO MACCy, HAXOMSIIYIOCS B
auanasoHe ot 150 no 250 x/la, npudem obuiee coneprkanue HA B mepeBsi3ouHOM MaTepuae

PaBHSETCA 2 MT.

Cynbbpanuasun cepebpa, e€cid MNPUCYTCTBYET, COCTABJIIET MPEANOYTUTENbHO 1%,
CIIEIOBATENIbHO, KAXKIbIH IEPEeBA30YHBI MaTepHal COAEepKUT mnpudbmusurenbHo 40 mr
cynbpanuaszuHa cepedpa. B mpeanouTuTebHOM BapHaHTe OCYINECTBJICHHS TKaHb CJIOS 1. H .
COCTOMT M3 MOHOBOJOKHA Ha OCHOBE NOJMITHICHTepedranata ¥ NPEeaNOYTUTEIBHO
conepxutT oT 11 1o 12 nerens Ha CaHTUMETP MO BEPTUKAIU U MPEANOUTUTENBHO OT 11 1o 15
neTesb Ha CAHTUMETP MO ropu3oHTanu. Clou TKaHu, 00pasyroliue TPEeXMEPHYI0 MATPHILY a),
CMaMBAIOT C TIOMOLIBIO YJIbTPa3Byka C mepdopauuell Ha PacCTOSTHUM, HAXOISIIEMCSl B

nuarnazoHe oT 15 o 16 mm.

OObexkT Hacrosimero u300peTeHUs] OTHOCHTCS K MHOTOCJIIOWHOMY KOMIIO3ULIMOHHOMY
marepuany (CM), OnMCaHHOMY BbILIE, WIH TEPEBSI30YHOMY MaTepualy, COAEpIKaleMy
yKa3aHHBbIA KOMMO3ULIMOHHBIH Matepuan (CM), mpepaHa3sHAYeHHbIM [JIsi TPUMEHEHHUS B
JICYCHUH PaHBbl, LIAPANHUHBI, NIOPEe3a, A3BbI, OTKPHITOrO MOPAXXEHUs, OKOra, 04ara MOpakeHUs
WIN pa3pblBa KOXH Yy CyOBEKTa, I/iIe YKa3aHHOE JICYCHHE IPEeNyCMaTPHBAET HAHECCHUE
YKa3aHHOTO MHOTOCJOMHOIO KOMIIO3MLIMOHHOTO MaTepuana Ha IOBEPXHOCTb paHBI,
L[ApalUHbl, MOpe3a, odara MOPAKEHUs WIH pa3pblBa KOXKU M, BO3MOXKHO, HIDKENEKAILUX

TKaHeEH.

B mpeanoyruTenbHOM BapHaHTE OCYIIECTBICHHS B MHOTOCIOWHOM KOMITIO3UIIMOHHOM
marepuane (CM), npenHa3HAYeHHOM JJIsl PUMEHEHHUs, OMIMCAHHOTO BBIIIE, KOMITO3ULHS b)

TaK:Ke COIEPIKUT CyJibhaanasuH cepedpa.



WO 2019/162928 17 PCT/IB2019/051534

OOpexT HacTosmero N300peTeHUs] TaKXKe OTHOCUTCS K CHOCOOy JISYEHUS] PaHbl, [AParyHBL,
1ope3a, SI3BbI, OTKPBITOIO MOPAKEHUST KOXKH, OKOTa, O4ara IMOpPakeHUs] UIIM Pa3pbiBa KOXKHU Yy
CyOBEKTa, KOTOPBIH MpeayCMaTPUBAET HAHECEHHE MHOTOCIOWHOIO KOMITO3UIIMOHHOTO
marepuana (CM), oOnmHCaHHOrO BbIIE, HJIM HAHECEHHE IIEPEBA30YHOIO MaTepuaa,
CoZlepIKallero yKa3aHHbIH KOMNO3MIMOHHBIM MaTtepuan (CM) Ha dyacTh Tena CyOBeKTa,

CTpafgarouIero OT paHbl, HAPAIIMHBI, IOPE3a, OUara rnopaKCHusi Wik paspbiBa KOXKH.
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OOPMVYIJIA U3OBPETEHUA
1. MHOTOCIONHHBINM KOMIO3UIHOHHBIH MaTepuali (CM), comepskaliuii mo MeHblIel Mepe:

a) TPEXMEPHYIO MaTPUILy, COAEPIKAIIYIO [0 MEHbINEH Mepe TePBbIi CJIOH 1. M BTOPOM CIIOH Ii.
TKaHH, CoAep Kaleil BOJIOKHO HA OCHOBE CJIOJKHOTO MONU3(pHpa WM COCTOSIIIEN U3 HETO, TIe
yKa3aHHBIN TEePBBIN CIIOH 1. M yKa3aHHBIN BTOPOH CJIOH 11. HAJIOXKEHBI APYT Ha ApyTa U CHasHbI
BMECT€ B IO MEHbLIEH Mepe IBYX Pas3MYHBIX M OTAENbHBIX TOYKaxX € OOpa3zoBaHHEM

NPOCTPAHCTBA S MEXKy IBYMsI CJIOSIMHU 1. U 11., U
b) KOMITO3ULINIO, COAEPIKAIIYIO

- MO0 MeHblIeH MEpE OAUH HpHpOHHblﬁ, I'IO.]'IyCI/IHTeTI/I"IeCKI/II\/'I WM CHHTETHUYECKUH

MOJIMMEDP, BO3SMOKHO CMCIIAHHBIEC BMECTE,

- BO3MOXKHO OAHO Wiu Oojee (apMakOIOrHMYeCKH WM OHOJOTHYECKH aKTUBHBIX

BCIICCTB U

- M0 MEHbIIEH MEpPE OAHO BCIOMOIraTCJIbHOEC BEIIECTBO, MNOAXOAAIIECE T

(I)apMaLIeBTI/ILIeCKOFO MPUMEHCHUS, UKW COCTOAIIYHO U3 HUX,

rIe yKa3aHHas KOMIIO3UIMS b) COAEPIKUTCS MO MEHbLIEH Mepe B HYacTH YKa3aHHOTO

MPOCTPAHCTBA S, 3aKJIFOYEHHOTO MEXKTy CJIOSIMHU 1. U 1i.

2. MHorocaoiHbIH KOMNO3UIHOHHBIN Matepuan (CM) mo m. 1, e nmpupomHble WM
TNIOJTy CHHTETUYECKHE TIOJMMEPbl MPEATIOUYTUTENIbHO BBIOPAHBI U3 MOJHCAXaPUIOB, OEJKOB,
NOJIMIENTHAOB MJIM  TOJIMHYKJIEOTHU/IOB, CHHTETHYECKHE TIOJIMMEPHI TPENIOYTHTEIBHO
BBIOpAaHBl W3 TOJHAKPUJIOBOW KHCJIOTHI, IMOJIMAKPHIIATOB M POJCTBEHHBIX MPOHM3BOIHBIX,
TaKux KakK pHEMA [ MOu-2-ruIpOKCUATUII-METAKPHUIIAT]; MOJUACTIAPTAMUIA,
nou(3rrneHrkonb) (PEG); monmuBUHHUIIUPPOIMIOHA, IOJTMMOJIOYHON KUCIIOTHI, ITOJIUMEpa
MOJIOYHOM U IJIMKOJIEBOM KHUCJIOT, TAKOIO KaK COMOJIMMEDP MOJIOYHON U ITMKOJIEBONM KHCIJIOTBI
(PLGA), nmonurnukonesast kuciora (PGA), moIMKanpoJakTOH, MOJHAHTHAPHUIOB, CIOXKHBIX
noJuopTod¢upoB;  clokHbX — nmonudochoshupos,  momudocdhazeHoOB,  MPOU3BOTHBIX
NOJTMLIMAHOAKPHIIIOBOH KUCJIOTHI, nor( N-H30MpONHIaKPHIIAMHIL ), MOJIMITU3UHA;
NOJMTUCTUANHA, TOJIMAMHIOAMHUHA, TIOJIUTIYTAMUHOBOM  KHCIOTBL, IOJIMCHIIOKCAHOB,
nojguyperaHoB;  noiurerpagropatuiena (PTFE);, eme Oomee  mpeamnouTHUTENBHO

CHHTETHYECKHUE MOJIMMEPBI MPECTABIISIOT COOOH MONINYPETaHbI.
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3. MHorocaoiHbI KOMIO3UIMOHHBINH Marepuan (CM) mo m. 2, rme monmcaxapuibl

BBIOPAHBI U3

- TJINKO3aMUHOTJINKAHOB: O0Jiee MPEANOYTHTENIbHO, THATYPOHOBOM KHCJIOTHI W/WJIH €€
MPOU3BOAHBIX, BBIOPAHHBIX W3 COJIEH, CIIOKHBIX 3(PUPOB, aMHUIOB H CYJIb(aTUPOBAHHOU
THaJlyPOHOBOHM KHCJIOTBI, THOPUAHBIX KOMILUIEKCOB THAJyPOHOBOW KHCJIOTHI C BBICOKOH H
HU3KOH MOJICKYJIIPHOW MAacCOl;, XOHAPOUTHHA, XOHIPOUTHHCYJb(aTa, AepMaTaHCyJbdaTa,

KepaTaHcybdaTa, rermapaHcysibgara, renapuHa U renapuHOUIOB;

- XUTHUHA, XWUTO3aHa W €ro IMPOHU3BOAHBIX!: Oonee NpeAnOYTUTCIIBHO XUTO3aHa,

ACPUBATU3NUPOBAHHOI'O C TIOMOIIBIO JIAKTO3bI,

- MEeKTHUHA UK TTIEKTHHOBOM KHCJIOTBI,

- rajJjakTaHoB: OoJiee NPpEeANIOYTUTEIIbHO arapa v arapo3bl,

- aJbIMHATOB. OoJiee NpeaAnoYTHUTEIIBHO aJIbTMHOBOM KHCJIOTBI,

- IIIOKaHOB: OoJiee MpEeaAnoYTHUTEIbHO ACKCTPaHa, ACKCTPHUHA, TPErajo3bl, MaJIbTO3BI,
Kpaxmaja, LEJITFOJIO3bI u ec IMPOU3BOAHDBIX 141 (S11(5 Oonee NpeAnOYTUTCIIBHO
THAPOKCUD TUIILEILIIOJIO3bI, Kap6OKCI/IMeTI/I.HLIe.H.H}O.HOSbI, THAPOKCUMETUIILIEIIIFOJIO3bI u

aneTraTa LeJJIF0JI03bI,

HATypaJibHbIX KaMeZel, KCaHTaHa, IejUIaHa,
- (bpyKTaHOB: MPEATIOYTUTENILHO UHYJIMHA,

- MOJINMaHHAHOB;

- KapparvuHasa.

4. MHorocaoiHbpI  KOMNo3UUHOHHBIH Marepuan (CM) mo m. 2, rae Oenku wiH

MMOJHUIICIITUABI BbI6paHbI us3

- KOJUTareHa, MPOJYKTOB COBMECTHOTO OCAXKICHUSI KOJUTAreHa U NIMKO3aMHUHOTTIHKAHOB,
JKeNaTHHA, 3JacThHa, (uOpuHa, ¢uOpHMHOreHa, KepaTuHa, IIenka, (uOpowHa mIeNKa

OTACJIBbHO HUJIU B KOM6I/IHaLII/II/I C CCPULIMHOM, CEpULIMHA LICJIKA.

5. MHorocaoiHbI KOMIO3UIHOHHBIH MaTtepuan (CM) mo moboMy M3 Mpenblry Iux
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NYHKTOB, r7e (apMakoJOrHYeCK! W/HUIH OHMOJIOTHYECKH aKTHBHBIE BEIECTBA MPEICTABIISIOT
co0OH TPUPOAHBIE SKCTPAKTHI TNPUPOIHOTO WM CHHTETUYECKOTO MPOHCXOXKICHUS,
JIEKaPCTBEHHBbIE CPEACTBA [JIs1 MECTHOro npumMmenenusi, Takue kak HIIBII, pasnuuynbie Buabl
CTEpPOUIOB; aHTUOAKTEPUAJIbHBIE BEINECTBA/AaHTUOMOTHKH, MPENNOYTHTEIBHO CYJIb(paauasuH
cepebpa; LMTOCTATUKH, NPEANOYTUTENIPHO METAIIMYeCKoe cepeOpo;, (akTopel pocTa,
¢ubpuHONUTHYECKHE ¥ TPOTUBOOTEYHBbIE BELIECTBA;, MPOTEOJIUTHYECKHE (EPMEHTHI,

NpeATIOYTUTCIIBHO KOJIJIAar€Ha3bl, TUajly pOHUAA3bl, AHTUKOATy JITHTBI.

6. MHorocnoiiHblii kOMno3uuuoHHbIH Matepuan (CM) mo moOoMy W3 NpeablayInuX

My HKTOB, TJ1€ KOMIO3HUIHS b) COTEPIKUT:

- HATPUEBYIO CONb TuanypoHoBo kucnotel (HA), mnonydeHHyr0 HauumHas C
THajlypOHOBOM KHMCJIOTBI, UMEHOLIEH CPEHEBECOBYIO MOJIEKYJISIPHYIO MacCy, HAXOAALIYIOCS B
auanazoHe ot 150 mo 2000 x/la, mpenmouturensHo ot 150 mo 500 k[la, eme Oosee
npennoyrutenbHo ot 150 nmo 250 x/la, camoit mo cebe WM B COUETAHUH C JPYTUM
MOJUCAXAPUAOM, MPEANOYTUTEIPHO C XWUTO3aHOM, IEPUBATU3UPOBAHHBIM C TMOMOILBIO

JIAKTO3bI,
- BO3MOKHO O€JIOK, BhIOpaHHBIN U3 (prOporHa IIejIKa U KoJjIareHa,

- BO3MOKHO  (papMakoOJIOTHYECKH W/UIH  OHOJIOTUYECKH aKTHBHBIE  BEINECTBA,
MPEANOYTUTENIbHO B KOMOWHAIIMM C CyJb(paguasuHOM cepedpa WIH METATHYeCKUM

cepebpom.

7. MHorocaoiHbIH KOMIO3UIHOHHBIH MaTtepuan (CM) mo mroboMy M3 MpenbIay Iux

My HKTOB, TJ1€ KOMIO3UIIHSI b) COTEPIKUT:

- HATPUEBYIO COJIb THaNypoHOBOH KucioTel (HA), monydeHHyr U3 T'HallypOHOBOH
KHCJIOTBI, UMEIOIIEHN CPEHEBECOBYIO MOJEKYJISIPHYIO MAacCy, HaXOSIIYKCS B AUANIA30HE OT
150 mo 250 x/la, mnu ruOpHIHBIE KOMIUIEKCHI THAJIYPOHOBOW KHCJIOTBI C BBICOKOH WIJIH

HU3KOM MOJIEKY JIIPHOM MacCOU UJIU UX CMECh,
- BO3MOKHO O€JIOK, BBIOpaHHBIN U3 (prOporHa IIeiKa U KoJIjIareHa,

- BO3MOJKHO B COYETaHHH C (PapMaKOJOTUYECKU W/WIM OHOJOTHYeCKH AKTHBHBIMU
BEIIECTBAMHY, TNPEANOYTHTEIbHO B COYeTaHMH C CyJibdamuasuHoMm cepebpa  wid

METAJTMUECKUM cepeOpoM.



WO 2019/162928 4 PCT/IB2019/051534

8. MHorocoiHbI KOMIO3UIHOHHBIH MaTtepuan (CM) mo moboMy M3 mpenblry ux
NYHKTOB, I'Ie KOMIO3HLHUS b) CONEPKUT MEeTaNIMuecKoe cepedpo WM MO MeHbIned mepe

OITHY COJIb WJIM KOMITIEKC cepedpa, MpeanouTUTENbHO Cyibdanna3ul cepedpa.

0. MHorocnoiHblii KOMIO3UIHOHHBIH Matepuan (CM) mo mroboMy M3 Mpenblry Iux

Iy HKTOB, I'71€ TKaHb CJIOS 1. WK CIIOS 11. IPEACTaBIIsieT COOON TKaHb U3 MOHOBOJIOKHA.

10.  MHorocnoiHbIii KoMIo3uIMoHHbIN Matepuan (CM) no moOoMy W3 MpebIay LIHX
NMyHKTOB, TJ€ TKaHb CJIOSA 1. WHJIKM CIIOSl 1. CONEPKUT MO MEHbIIeH Mepe OTHO U3
nommatuneHtepedranara  (PET), mnpupomHoro crnoxsHoro monumddupa, Takoro Kak
noyuruapokcuankanoar (PHA), nanmpumep mnonuruapoxkcudbytupar (PHB), eme Oonee

npennouturenbHo PET (nonmstunenrepedranar), Miu COCTOUT U3 HUX.

11.  MHorocnoiHblii KOMNO3UIHOHHbIH Matepuan (CM) mo moOoMy U3 HpenbiayuX
Iy HKTOB, T'7Ie TKaHb CJIOS 1. W/WiH ¢i1ost ii. compepskut ot 10 1o 15 metens, NpeanoYTUTEIBHO

or 11 no 12, nmo Beptukanu u ot 10 go 17 merens, npeanoururensHo or 11 mo 15, mo

TOPU30HTAJIH.
12.  MHorocnoiHblii KOMIO3UIMOHHbIH Matepuan (CM) no mo0oMy W3 Mpenbiay LHx
MyHKTOB, INle TKAaHb CJOSI 1. W/WIM CJOs 1l. CHasHa C TOMOIIBI0 TOYEK, TMOJIyYeHHbIX

CHaMBaHUEM, TPEATNIOYTUTENFHO C MOMOINBI YJbTPa3ByKa, MPEANOYTHTENBHO TaK, YTOOBI
MOJy4JaJIUCh TOYKM HAa PACCTOSHMM, Haxopasuiemcs B auanazoHe or 10 no 20 mm apyr ot

apyra.

13.  MHorocnoiablii KOMo3UIHOHHbIN Matepuan (CM) mo mo0oMy W3 Mpebiay LIuX
IIYHKTOB WM TNEPEBSA30YHBbIM MaTepuas, COAEp KALIUN YKa3aHHBIM MHOTOCJIONHBIN
KOMITO3ULIMOHHBI Matepuan (CM), mpenHasHaYeHHbIE Ui MPUMEHEHUS] B JICYCHUU PaHbI,
L[ApalUHBbI, [10pe3a, A3Bbl, OTKPHITOrO MOPAXKEHHs, OXKOra, odara MOpa)X€HWsl WJIH pa3pbiBa
KOXKH Yy CyOBeKTa, IAe YyKa3aHHOE JIeYeHHe MpefyCMaTpUBA€T HAHECEHHE YKa3aHHOIO
MHOTOCJIOMHOIO KOMIIO3ULMOHHOIO MaTepuala Ha MOBEPXHOCTb PaHbl, LIAPANMHBI, MOpe3a,
SI3BBL, OTKPBITOrO IOPAKEHHSI, 0’KOTa, OYara MmopakeHUs! HIIH pa3pbiBa KOKU M HEOOS3aTETbHO

HUKEJEeKAIUX TKAHEH.
14. IlepeBsi304HbBIN MaTepUall, COCTOSLIUN U3

a) TPeXMEPHON MaTPHULIbI, COAEpPKaIIel 0 MeHbIIEH Mepe MEePBbIH CJIOW 1. U BTOPOH CJIOH ii.

TKaHW, coaepskamed BOJOKHO Ha ocHoBe PET wunu cocrosimel U3 HEro, rae yka3aHHBIN
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NIePBBIN CJIOW 1. U yKa3aHHBIA BTOPOH CJIOH 11. HAJIOKEHBI IPYT Ha APyTa M CHasiHbl BMECTE B
10 MEHbIIEH Mepe ABYX Pa3jIMYHBbIX U OTAEIbHBIX TOYKaX ¢ 00pa3OBaHUEM IPOCTPAHCTBA S

MEKITy IByMsI CJIOSIMU 1. H 11., U

b) kommosuumy, coneprKamell THAIypPOHOBYIO KHCIOTY W 1O MEHbLIEH Mepe OIHO
BCIIOMOTATEIbHOE BEINECTBO, NOAXOonsAlIee i (apMaleBTUYECKOrOo MPUMEHEHUs, WU
COCTOSALIEH M3 HUX U, BO3MOKHO, JIOTIOJIHUTENPHO cofieprkaiel cynbdanuasun cepedpa, rae
yKa3aHHasi KOMIO3HUIHUS b) COMEPKUTCSA MO MEHbINEH Mepe B YaCTH MPOCTPAHCTBA S MEXIY

CJIOSIMH 1. | 11., UM CONIEPIKAIINH HX,

Ie YKa3aHHbIH NEpeBA30YHBbIM MaTepuan HMeeT pasMmep Npubau3uTenpHo 9x9cMm u
cogepxxkut 4,1+0,5 r xomnozuumu b), nosyueHHON HAa4YMHAS C THANTYPOHOBOM KHCJIOTHI,
HUMEIOIeNH CPEeHEBECOBYI0 MOJIEKYJIIPHYIO MacCy, HaxoIsLyrocs B auanazoHe or 150 no
250 x/la, mpuuem obuiee comepskaHne HA B mepeBsS30UHOM MaTepHuajie pPaBHSETCS 2 MT, U
obmee coxmepkaHue CyibdpanuasuHa cepeOpa B TMEPEeBsI30YHOM MaTepuale, ecliu

NPUCYTCTBYET, paBHseTcs 40 mr.
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