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OIIMCAHHUE U30BPETEHHUSA
2420-565661EA/023
COCTABBI, COAEPKAIIAE CJAUTHIN BEJOK PEIIEITOPA ®P3C B BRICOKOM
KOHHEHTPALIMHA

[001] JlaHHas 3asBKa 3asABJsAET IPUOPUTET MO NMpeABapUTENbHON 3asiBKke Ha naTteHT CIITA
Ne 62/813882, momannoit 5 mapra 2019 r.; npeaBaputenbHOil 3asBke Ha mareHT CIIA Ne
62/769876, monmanuoi 20 Hos0ps 2018 r.; mpenBapurenbHOW 3asBke Ha mateHT CIIIA Ne
62/752127, nonanuo# 29 oxts6ps 2018 r.; u npeasaputenbHol 3asiBke Ha mateHT CIIIA Ne
62/669506, nmomanHo# 10 mast 2018 r.; KaKAOW U3 KOTOPBIX MOJHOCTHIO BKJIFOYEH B JAaHHBIM
JOKYMEHT MOCPEICTBOM CChUIKH.

OBJIACTb TEXHUKH

[002] Bapuwantsl OCylIeCTBIEHHWS B JAaHHOM JOKYMEHTE B OCHOBHOM OTHOCATCS K
cocTaBaM, coaepkamuM ciuTblii Oenok penentopa @PPOC B BBICOKOH KOHLEHTpALUH,
NOAXOMALINM ISl OKYJISIPHOTO BBeleHUsl. boiee KOHKPETHO, BApHAHTBI OCYIIECTBICHHS B
JAaHHOM  JOKYMeHTe  OOecreuuBarOT  JKUAKHEe  (apManeBTUYeCKHe  COCTaBbl IS
UHTPABUTPEATBHOTO BBEICHUS, IPUYEM KOMIIO3ULINHU BKJIIOUArOT Oosee 40 Mr/mut ciuroro Oenka
peuenropa D®POC wu nmemoHCTpUpyrOT (apMaleBTUYECKH MpueMieMylo 3¢ QeKTUBHOCTb,
CTa0MIIbHOCTB, BSI3KOCTH U pH.

NEPEYEHB ITIOCJIEJOBATEJIBHOCTEN

[003] OduumanbHas KOMUA MEPEYHS TOCIENOBATENBHOCTEH  MPENOCTaBIISIETCS
OITHOBPEMEHHO cO crnenudukanueii B 3JeKTpoHHOM BHAe mnocpeactsoM EFS-Web B Buze
nepeuHss mnocneposarenpHocTeit B popmare ASCII ¢  wumenem ¢aiina «10430P1-
US SEQ LIST ST25.txt», natoi co3nanus 9 mas 2018 r. u pasmepom okosno 7 Kb. Ilepeuenn
HIOCJIEIOBATENILHOCTEH, Copepskamuiics B naHHOM nokymeHte B ¢opmare ASCII, sBnsercs
YaCThIO CHeUN(UKALNN U TIOJHOCTHIO BKIIFOUEH B JAHHBIH JOKYMEHT ITOCPEACTBOM CChUIKH.

YPOBEHb TEXHUKH

[004] Hnst pa3paOOTKH TeparieBTHYECKH TMOJIE3HOTO JKUIKOrO COCTaBa Tpedyercs
KOMOUWHALIMS UHIPEAUEHTOB B PA3JIMYHBIX KOJUYECTBAX, 4TOOBI 00eceuuTh (PyHKIMOHATBHBIN 1
CTaOWJIbHBIA HOCUTENb Ui AOCTABKH MPEACTABIIIOIEr0 HHTEPEC JEKAPCTBEHHOTO CPENCTBA.
OT0 0COOEHHO BEpHO, KOTAa JIEKAPCTBEHHOE CPEACTBO MpeacTaBiisieT coboi Oenok u, Oonee
Toro, anTuTeno. CoCTaBbl AHTUTEN YK€ JABHO SIBJISTFOTCSI MPOOJIEMHBIMHU TSI pa3paOOTYHKOB U
NPOM3BOIUTENEH JIEKAPCTBEHHBIX CPENCTB, IMOCKOJIbKY aKTHBHOCTb U BBEACHHE AHTHUTEJN, Kak
npaBwio, TpeOYOT  (QapManeBTHYECKH  NPUEMIIEMOH  aKTUBHOCTH,  OCMOJISUIBHOCTH,
crabmnpHOCTH Oenka, BA3KOCTH M Hamiexkamero pH. Otu mpobnembl ycyryOmsroTcs, koraa
AHTHUTEJIO TMPUCYTCTBYET B OOJiee BHICOKUX KOHLIEHTPALMSIX B COCTaBe, Hampumep, Boime 20-40
MTI/MJI, KOHIIEHTPaLUU OOJBIIUHCTBA (PapMaLeBTHUECKH MMPOJABAEMbIX AHTUTEIL.

[005] CocraBbl aHTHTEN ¢ OONIee BBICOKUMH KOHLEHTPALMSMH TO3BOJIIIOT COKPATHUTh
BpeMsl MHBEKLUH, YMEHBIIUTh OOBEMBl WHBEKIHH, CHU3UTh YacTOTy BBEICHHS AHTUTEN H
NOBBICUTD 3(PPEKTUBHOCTH MPOU3BOACTBA M XpaHeHUs. OJTHAKO, KaK OTMEYEHO BBILIE, UEM BBILIE

KOHLCHTpALUUs aHTUTECIA WIIN 66.]'[1(21, TEM TPYAHEC COXPAHUTb HAAJICKAINYH0 AKTUBHOCTb U



napameTpel JOCTaBKU JJII COCTaBa. B 9acTHOCTH, COCTaBBbI aHTHUTEN U OENKOB C BBICOKOH
KOHIIEHTpaMell 4YacTO CTAJKUBAIOTCS C TOBBIMIEHHOW arperamueil Oenka W BS3KOCTBIO, UTO
NPUBOAUT K CHIDKEHHMIO OOIIEeH aKTMBHOCTHM AaHTUTEN WM Oellka, a TakkKe K CHIKEHHIO
NPOM3BOJCTBA U CTAOMJIBHOCTH MpHU XpaHeHuUU. M3-3a mpobniem, CBS3aHHBIX C COCTaBaMHU C
OenkaMy WIM aHTUTENAaMU B BBICOKOW KOHLIEHTpAIMM, ObLIO pa3palOTaHO HECKOJIBbKO TaKUX
(dapmaLeBTHUECKH TPUEMJIEMBIX COCTaBOB. B naHHOH 00nacTM TEXHUKH CYIIECTBYET
NOTpeOHOCTh B NPUTOTOBJIEHUH COCTABOB AHTHTEN M OEJIKOB C BBICOKOH KOHIEHTpanueil u
BBICOKO CTaOMJIBHOCTBIO, KOTOPBIE HMEIOT HAJIJIEKAINYI0 aKTHBHOCTD, CTAOUIIBHOCTD, BA3KOCTb,
OCMOJIIBHOCTD U pH.

[006] OnHuM U3 Takux OEJIKOB, AJIT KOTOPOTrO HEOOXOAMMBI BHICOKOKOHIIEHTPHUPOBAHHBIE
COCTaBbI, SIBIIIETCSl CNUTBIN Oeyok perentopa ¢akropa pocta sHmorenus cocynos (PPIC).
Cnuteie Oenku peuenropa ®PIC ucnons3yrorest s OnokupoBanusi pynkumu @PIC B psine
oTanbMoNoruyeckux CcoctaBoB, Hampumep, inea® (Regeneron Pharmaceuticals, Inc.).
CocraBbl, conepkamue ciautbiii Oenok peuentopa @POC B BBICOKOH KOHIEHTPALWHU, MOTYT
o0ecrieunTh OOJIee KOPOTKOE BPEMsI MHBEKLMI B IJ1a3, MEHbIIHE OObEMbl MHBECKIMHA, MEHbBIIEE
KOJINYE€CTBO BO3MOJKHBIX MHBEKIMH Ha LUKJ BBeAEHHs U Oonee 3(p(EeKTHBHOE MPOU3BOICTBO H
XpaHEeHHE.

[007] HanHOoe m300peTeHHEe HAMPaBJICHO HA NPEOAOJICHHE OMHOU WiH Oojee mpodiiewm,
PacCMOTPEHHBIX BBILIE.

KPATKOE OITUCAHUE CYIIHOCTHU U30BPETEHMUS

[008] PasnuuHble BapuaHTbl OCYLIECTBJIEHUS, ONUCAHHBIE B JAHHOM JOKYMEHTE,
OXBaTBIBAIOT COCTAaBbI, COZEp:Kalre OeJOK B BBICOKOW KOHLEHTpALUH (HampuMmep, KOTOpbIe
MOJXOMAAT IJIs1 UHTPABUTPEATbHOTO BBEJEHH), U, B YACTHOCTH, COCTABbI, CONEpPIKAIIUE CIUTHIH
Oenok penenropa ¢aktopa pocra sHmotenus cocyaoB (OPOC) B BbICOKOW KOHIEHTPALUH.
CocraBbl, comepxamue ciauTelii Oenok peuentopa @DPOC B BBICOKOH KOHLIEHTpPALWH,
o0ecreynBaOT  psii  TEPANEBTUYECKUX M OKOHOMHYECKHMX  MPEHMYLIECTB,  BKIIKOYAs
dapmaneBTUyecku — mpuemieMyrd  3(P(QEeKTUBHOCTb,  HOJATOCPOYHOE  MPOU3BOACTBO W
CTaOMIBHOCTD MPU XPAHEHHUH, a TaKXkKe BSI3KOCTh ¥ pH, COBMECTHUMBIE C OKYJISIPHOW MHBEKLIUEH.
CocraBsl, comepxkamue ciuThii Oeok penentopa @POC B BBICOKOW KOHIIEHTPALMH, TaKXkKe
NO3BOJISIFOT YMEHBIIUTh OOBEMBbI BBEACHHUS B IJ1a3, YTO MO3BOJISIET M30€XKaTh HEKENATebHBIX
3¢ deKkToB Ha OrpaHUYEHHBIH 00BEM TJ1a3a.

[009] BapuaHTbl OCYIIECTBJICHHS] B JNaHHOM JOKYMEHTE OTHOCSTCS K COCTaBaM,
comepkamuM ciauThidi Oenok peuenrtopa DPPOC, Oydep, TepMocTaOUIN3ATOP, CHUKAFOLIUIMA
BSI3KOCTb areHT, W TOBEPXHOCTHO-aKTHBHOE BELIECTBO. B npyrux BapmaHTax OCYIIECTBIICHUS
COCTaBBI HE COIEPIKAT CHIDKAIOLINH BSI3KOCTb areHT. COCTaBbl COTJIACHO TaHHOMY H300pETEHHIO
uMeroT pH U BA3KOCTb, MOAXOASILIME i UHBEKLHUH U, B YaCTHOCTH, JJISI TEPANEBTHYECKUX
OKYJIIPHBIX MHBEKLIUH.

[0010] B BapumanTe oOCylLIeCTBIEHHs H300pETEHUs NPEACTaBICH (apMaLeBTHUECKHUIT
COCTaB COMIACHO JAHHOMY H300pETeHUIO, ConepKammii ciauthiii Oenok peunenrtopa @POC B

KOHLIEHTPALMK IO MeHblIed Mepe 41 MI/MA WUAM B KOHLEHTpALMM, KOTOpas CONEPIKUT



OIHOKpaTHYI 103y cautoro Oenka penentopa ®PIC (koTopwiii oOCyxkmaercs B TaHHOM
NOKyMeHTe) B MeHee 4eM okosio 100 Mk, MeHee okono 50 Mki1, okojo S0 MK, okosio 57 MK,
okosio 60 Mk, okoJyio 70 MKJI, Wil OKOJIO 75 MKJI, Oydep, HeoOs3aTeIbHO TePMOCTAOMITH3aTOP
W/WIM  CHIDKAIOIIMH  BSI3KOCTh AreHT, U IOBEPXHOCTHO-aKTUBHOE BELIECTBO, IPH 3TOM
komno3zunus umeet pH ot okono 5,0 o okoso 6,8 (Hampumep, 5,8).

[0011] B BapuaHTe OCYIIECTBJCHUS H300pETEHUsT KOHLIEHTpAIMs CIUTOro Oenka
peuenTopa @POC cocrasnsier okoso 30 mr/mi, 60 mr/mi, 114 mr/mn, 120 mr/mu wnu 140 mr/mi.

[0012] B BapuaHTe OCyLIECTBJIEHUS H300pPETEHHs MOBEPXHOCTHO-aKTHBHOE BEIIECTBO
MOJKET TMpPEACTABISITH COOOM HEMOHHOE IMOBEPXHOCTHO-aKTUBHOE BELIECTBO (HATMpUMeEp, OT
okono 0,02% no okono 0,1%; wmm okono 0,03% (mac./00.)). B BapuaHTe OCyIIECTBJICHHUS
n300peTeHNs  NOBEPXHOCTHO-aKTUBHOE  BELIECTBO  NPEACTaBIsieT  cOOOH  HEHMOHHOe
NOBEPXHOCTHO-aKTHBHOE BEIECTBO, MMEIOIIEee IMOJIMOKCHITHUICHOBBI (parMeHT, Hampumep,
nonucopbar 20 (PS20), monucopbar 80 (PS80), monmokcamep 188, momustunenriukons 3350
VI UX CMECH.

[0013] B BapuanTe ocyuecTBieHUs: n300perenus Oydep npencrasiser codoii Oydep Ha
ocHoBe ructuauHa (Hampumep, 10 MM mmu 20 MM), Takol kak ructuanH, ructuaud HCl wim
THCTHIMH auetat; Oydep Ha ocHOBe docdara, Takoil kak Harpuil pocdar (Hanpumep, 10 MM);
Oydep Ha OCHOBE aleTaTa, TAaKOH Kak HATPUN alleTaT | YKCYCHast KUCIIoTa, win Oydep Ha OCHOBe
LUTpaTa, TAKOM Kak HATPUH LUTPATWIM JIMMOHHAs KUCIOTAa. B BapuaHTe OCYILECTBIICHHUS
uszobperenus, ecnu Oydep npencrasnsier codoit docdarHeii Oydep, pH cocrasiseT OT 0KOJIO
5,7 mo okoio 8,0, oT okoJyio 5,8 mo okoo 8,0, oT okoJio 5,7 no okoso 7,0, OT 0KOJIO 5,8 10 OKOJIO
7,0, ot okoJo 5,9 mo okono 7,0 mnu okono 6,0, no okoso 7,0; eciu Oydep mpencrasisier coOoit
rUCTUANHOBBIA Oydep, pH cocraiser ot okoio 5,5 no okono 6,5; ecnu Oydep npencrasiser
cobotii urpartHslii Oydep, pH coctasnser ot okosno 3,0 1o okono 6,2 uiu ot 0koJjo 5,0 10 0KOJI0
6,0; u ecnu Oydep mpencrasnser coboit anerarsbiii Oydep, pH cocraBnsier ot okono 3,7 1o
0KOJIO 5,6 unu ot okoJio 5,0 7o okoJo 6,0.

[0014] B BapuanTe OCYIIECTBIEHHS H300pETEHUs TEPMOCTAOMIIM3ATOP MPENCTABIISET
co0oii caxap, Takoi Kak caxaposa (Hampumep, okojo 2,5%, 5% wmm 8%, 10% wumu 20% (mac.
/06.), Hanpumep, okojio 2-20%), MaHHUT, COPOUT WM Tperajo3a; L-nmpoyiuH (Hampumep, OKOJIo
2%, 3% wnu 4% (mac./006.)); ruuuH (Hanpumep, okojio S0 MM), ruiepuH, TaypuH (Hanmpumep,
okoJio 50 MM) uiu nponaHcyIbQOHOBYIO KHCIOTY (Hampumep, okoso 50 MM) win o0y ux
KOMOWHAIHIO.

[0015] B HekOTOpBIX BapuaHTaX OCYIIECTBIEHUS H300peTeHus (apMaleBTHYECKUE
COCTaBBI COTJIACHO TaHHOMY M300PETEHHIO BKIKOYAIOT CHUKAIOIIUI BS3KOCTD areHT, HaIpUMep,
apruHUH ruapoxiopun (Hanpumep, L-apruanH MoHOTUApOXIopua) (Hanpumep, SO MM), Tu3uH,
Hatpuii xjopun (mampumep, 40 MM wm 50 MM) wim marauii xmopun. B kauectse
aNbTEPHATHBBI, B JPYTUX BapHaHTaX OCYIIECTBIEHHsS COIIACHO MAaHHOMY H300pETEHHIO

CIICUAJIbHO UCKITFOYAOT IMPAKTUYCCKH BCE, €CJIM HE BCEC, CHUXKAIOIIUEC BA3SKOCTb arCHThL.



[0016] B BapuanTe ocyiecTBieHUs] U300peTeHHs (hapMaLleBTUIECKHE COCTABBI COTIACHO
TAHHOMY M300pPETEHHIO COAEPIKAT, COCTOAT M3 MJIHM IO CYIIECTBY COCTOAT M3 KOMIIOHEHTOB B
mo6om u3 coctaBoB A-KKKK, kak H3/10:K€HO B TAHHOM JTOKYMEHTE.

[0017] B acniektax qaHHOTO JOKYMeHTa (hapMalleBTHUECKUe COCTaBbl COTJIACHO JaHHOMY
M300pETeHNI0 MOTYT comepskarh ciuThlil Oenok penentopa ®POC (Hanpumep, adaubepuent
WM KOHOEPLIENT) B KOHLEHTPALHUU OT OKoJIo 41 mMr/mi 10 okoso 275 mr/mi, ot okoso 80 mr/mi
10 okouto 275 mr/ma, ot okoa0 140 mr/mi 1o okoao 150 mr/mut, ot okosio 140 mMr/mia 10 OKoJIo
159 mmu 160 mr/mi; BkIrO4ast 0kojio 60 mr/mi, okoso 80 mr/mi, okoyo 100 mr/mi, okoso 1133
mr/mut, okosio 114,3 mr/mi, okoso 120 mr/mi, okoio 133,3 mr/ma, okono 140 mr/mi, okoio 150
mr/mi, okono 200 mr/mu miau okojo 250 mr/mi. B BapuaHTe ocymecTBieHHs M300peTeHHs
cocraB comepskut okoJio 40 mr/mi ciuroro Oenka perenrtopa @PIC.

[0018] Hekoropbeie acmekTbl (hapMaLEBTHUYECKUX COCTABOB COMJIACHO ITaHHOMY
U300pETEHHIO COMepKaT TEPMOCTAOMIIN3ATOP B KOHIIEHTpAK OT 0K0JIo 2% (Mac./00.) 10 OKOoJIo
9% (Mac./00.) unmm ot okoso 4% (mac. /06.) mo okono 9%. (mac./00.) mpu YCIOBHH, YTO, KOTIA
TEPMOCTA0MIIN3aTOP TMpPEACTaBIsieT COOOM TaypuH WIM TPONAHCYJIb()OHOBYIO KHCIOTY,
CTaOMIT3aTOP HAXOIUTCS B KOHLEHTPALUU OT OKOJIO 25 MM 110 okoyio 100 MM, MOBEpXHOCTHO-
AKTUBHOE BEINECTBO HAaXOMUTCS B KOHHeHTpamuu OT okono 0,02% (mac./06.) no oxono 0,1%
(mac./06.) (manmpumep, okojio 0,03%), a 6ydep cocrasisier oT okoio S MM 10 okoJio 15 MM,

[0019] Cnutsrii Oenok perenropa @PPIC moxer, Harpumep:

KOJUPOBAThCS TOCJIENOBATEIbHOCTEI) HYKJIEeHHOBOH kucaotel SEQ ID NO: 1 wum
Hyksneotuaamu 79-1374 unu 79-1371 SEQ ID NO: 1;

conepxkatb aMuHOKUCIOTHI SEQ ID NO: 2 unn amunokucnotsl 27-457 unu 27-458 SEQ
ID NO: 2;

COZIepKaTh:

(1) xomnonent VEGFR1, conepskaumit amunokuciotel 27-129 SEQ ID NO: 2;

(2) xommonenT VEGFR2, copepkamuii amunokucnorsl 130-231 SEQ ID NO: 2;

(3) mynbrumepusyromuii komrnoHeHT («FcAC1(a)»), comepramuii aMUHOKUCIIOTHI 232-
457 wnu 458 SEQ ID NO: 2 (C-xonuessie amunokuciorsl SEQ ID NO: 2, To ectb K458, moryT
WIA HE MOTYT ObITh BKJIIOUEHHBIM B ciutble Oenku peunentopa ®POC). OOparute BHUMaHUE,
yro ammHOKmcHoTEl  1-26  SEQ ID NO: 2 npencraBisitoT co0OW  CUTHAJBHYEO
NOCJIEIOBATEIbHOCTD;

comep:xkat uMMmyHornobuHononoOusi (Ig) momen 2 meporo penenrtopa DPPOC
(mampumep, VEGFR1) u nmomen 3 Ig Broporo peuentopa ®PIC (mampumep, VEGFR2),
HEeoOs13aTeNIbHO  JIOTIONTHUTENBHO copepxkamuii nomeH 4 Ig Broporo peuentopa @®PIC
(mampumep, VEGFR2) u mynsrumepusyrommii komnoHeHT (Hanpumep, Fc-nomen IgQG);

NPEACTABIIIOT COOOH KOHOEPLIENT; UITH

MPEICTABISIIOT coOoH adaubdepuent.

JloByiika ®POC

atggtcagctactgggacaccggggtcetgetgtgcgegetgcetcagetgtetgcttete

acaggatctagttccggaagtgataccggtagacctticgtagagatgtacagtgaaatc



cccgaaattatacacatgactgaaggaagggagcetcgteatticcctgecgggttacgtca

cctaacatcactgttactttaaaaaagtttccacttgacactttgatccctgatggaaaa

cgcataatctgggacagtagaaagggcttcatcatatcaaatgcaacgtacaaagaaata
gggcttctgacctgtgaagcaacagtcaatgggcattigtataagacaaactatctcaca
catcgacaaaccaatacaatcatagatgtggtictgagtccgtctcatggaattgaacta
tetgttggagaaaagcttgtcttaaattgtacagcaagaactgaactaaatgtggggatt
gacttcaactgggaatacccttcttcgaagcatcagcataagaaacttgtaaaccgagac
ctaaaaacccagtctgggagtgagatgaagaaatttttgagcaccttaactatagatggt
gtaacccggagtgaccaaggattgtacacctgtgcagceatccagtgggctgatgaccaag
aagaacagcacatttgtcagggtccatgaaaaggacaaaactcacacatgcccaccgtge
ccagcacctgaactectggggggaccgtcagtcttcetettccccccaaaacccaaggac
accctcatgatctcccggaccectgaggtcacatgegtggtggtggacgtgagecacgaa
gaccctgaggtcaagttcaactggtacgtggacggegtggaggtgcataatgccaagaca
aagccgegggaggagcagtacaacagcacgtaccgtgtggtcagegtectcacegtectg
caccaggactggctgaatggcaaggagtacaagtgcaaggtctccaacaaageccteeca
gcecccatcgagaaaaccatctccaaagecaaagggeagecccgagaaccacaggtgtac
accctgeeeccatceccgggatgagetgaccaagaaccaggtcagectgacctgectggte
aaaggcttctatcccagegacatcgecgtggagtgggagagcaatgggcagecggagaac
aactacaagaccacgcctccegtgetggactccgacggcetcectteticctctacagcaag
ctcaccgtggacaagagcaggtggcagcaggggaacgtcttctcatgetccgtgatgcat
gaggctctgcacaaccactacacgcagaagagcectctecctgteteccgggtaaatga

(SEQID NO: 1)

MVSYWDTGVLLCALLSCLLLTGSSSGSDTGRPFVEMY SEIPEIITHMTEGRELVIPC
RVTSPNITVTLKKFPLDTLIPDGKRIIWDSRKGFIISNATYKEIGLLTCEATVNGHLYKTNY
LTHRQTNTIIDVVLSPSHGIELSVGEKLVLNCTARTELNVGIDFNWEYPSSKHQHKKLVN
RDLKTQSGSEMKKFLSTLTIDGVTRSDQGLYTCAASSGLMTKKNSTFVRVHEKDKTHT
CPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
PREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK

(SEQ ID NO: 2)

AK 1-26=curnanpHas oCie10BaTeIbHOCTD

AK 27-129=Flt1-D2 (VEGFR1-D2)

AK 130-231=Flk1-D3 (VEGFR2-D3)

AK 232-458=FcACl

[0020] B npyrom BapuaHTe OCYIIECTBJIEHUS ITaHHOTO W300pEeTeHHss KOHTEHHep,
COIepsKallii BONHBIM pPacTBOp OT OKoyso 5 MM no okono 25 MM  ¢dapmaneBTHdeckH
npuemsiemoro Oydepa, or okono 4% (mac./00.) mo okomo 9% (mac./00.) dapmaneBTHUECKH
npuemsieMoro tepmocradbmimsaropa, ot okoso 0,02% (mac./06.) mo okomo 0,1% (mac./00.)

(bapmMareBTHUECKH TPUEMIIEMOr0 MOBEPXHOCTHO-aKTHBHOIO BEIIECTBA U OT OKOJIO 41 mr/mi no



okono 275 mr/mn ciuroro Oenka peuenrtopa ®POC. Ecnu TepmocTabminzaTop BKIFOYAET
TAypUH WIM TPONAHCYJb(OHOBYIO KHCJIOTY, TAaypuH WM IPOMAHCYIb(OHOBAS KHCIIOTA
HaxXOAUTCS B KOHLIEHTpaLUu OT 0koJio 25 MM 1o okoso 100 MM. Boausiii pactBop umeet pH ot
okoJio 5,0 10 0okoJO 6,8 U MOXKET COCTaBIATh OT OKOJO 5,5 no okojo 6,2 (Hampumep, 5,8). B
HEKOTOPBIX aCMeKTax KOHTEHHep MpeacTaBisier coOol (iakoH uiM mnpul. B apyrux acnekrax
BOIOHBIII pPAacTBOp HE COJIEPXKHUT HEOopraHudeckyro coib. Korma Tepmocrabunusarop
npencTaBisieT coOoi caxap, OH MOXeET IPENCTaBIsTh COOOH caxapo3y, MaHHUT, COPOUT WIN
Tperajgo3y U MOKET MPUCYTCTBOBATh B KOJMYECTBE OT OKOJO 4% (Mac./00.) no 9% (mac./00.);
MOBEPXHOCTHO-aKTHBHOE  BELIECTBO MOMKET OBITb HEHUOHHBIM TOBEPXHOCTHO-aKTHBHBIM
BEIIIECTBOM M MOJKET BKJIFOYATh MOJIMOKCHATHIJIEHOBBIN ()parMeHt, Takoil kak mosmcopbar 20,
nojcopbar 80, monmokcamep 188 miam moymmdTHIEHTIHKOML 3350, B KOHLEHTPALUU OT OKOJIO
0,02% mo okoso 0,1% maccel Ha 00beM (Mac./00.) u Oonee TunmyuHO oT 0,02% 10 okoso 0,04%
(mac./06.). B Bapuante wu300pereHus cauthlii Oenmok peuentopa PPIC  kommpyercs
MOCJIEIOBATENbHOCTHIO HYKJIenHOBOM Kuciaotel SEQ ID NO: 1 unu nykneorunamu 79-1374, unu
79-1371 w3 SEQ ID NO: 1; conepxut amunokuciaotrsl SEQ ID NO: 2 unu aMUHOKHCIIOTHI 27-
457, wmm 27-458 w3z SEQ ID NO: 2; comepxur (1) xomnonent VEGFRI1, conepskamuit
amuHOKUCHIOTHL ¢ 27 mo 129 m3 SEQ ID NO: 2; (2) xomnonentr VEGFR2, conepxamtmii
amuHOKuCoTel 130-231 w3 SEQ ID NO: 2; u (3) MyJpTUMEpPHU3YIOIIUI KOMIIOHEHT
(«FcACl(a)»), conmepkammii aMuHOKHCIOTBI 232-457 m3 SEQ ID NO: 2 (C-koHuesble
amuHOKUCIOTEI SEQ ID NO: 2, To ecth K458, MoryT ObITh Wil He OBITH BKIIFOYSHBI B CJIIUTHIC
oenku penenropa ®PIC); comepxkutr ummyHornodunononoOHwi (Ig) momen 2 mnepsoro
peuentopa @POC (nanpumep, VEGFR1) u nomen 3 Ig Broporo peuenropa ®PIC (nanpumep,
VEGFR2), HeoOs3aTeIbHO JOMONHUTENBHO cofep:kaiunii qoMeH 4 Ig Broporo perenrtopa ®POC
(manpumep, VEGFR2) u wmynsrumepusyrommii koMmnoHeHT (Hampumep, Fc-momen IgG);
npencTasisierT co0oi konOepuenT wm aduudepent.

[0021] B eme npyrux BapuaHTaX OCYIIECTBJCHHS MPeIIOKEHbl (PapMaleBTHUYECKHE
COCTaBbl COIJIACHO JAHHOMY H300pETEeHHI0, KOTOPBIE COIEpKaT CIMTBIH OeNoK peuenTtopa
®P3C B BOIHOM HOCHUTEJIE, TJIe BOIHBIM HOCUTENh UMeET BA3KOCTh OT okoo 10 cIl no okono 15
cIl mpu 20 ° C, Gonee Tunuuno ot okono 10 cIl go oxono 13 cIl npu 20° C, u Haubonee
Tunu4HO oT okono 11 cIl no okomo 12 Il mpu 20 °© C (nampumep, oxomno 6,0, 7,3, 11,5 unu 12,0
cIT npu 20 °C). B oHOM BapHaHTe OCYLIECTBIEHNS H300PETEHHs BA3KOCTh COCTABJISIET OT OKOJIO
12 cIT no oxono 15 cIl mpu 20° C. pH cocTaBa MOXKET COCTaBIATh OT OKOJIO 5,8 10 0KOJo 6,5
(Hampumep, okojio 5,8). B HEKOTOPBIX CIy4asiX COCTaBbl HE COAEPIKAT CHIDKAFOIIUI BSI3KOCTH
areHT, HampuMep, He CONIep’KaT aprUHUH TUIPOXJIOPHI, JIM3WH, HATPUH XJIOPHI WA MarHui
xjopua. B apyrux caydasx cocrasbl cogep:xar 10 MM ructuaus ruapoxiopuzaa wiu 10 MM
ructunuH-anerara. Caxap MOXKET NpPEACTaBIsATh COOOH caxapo3y, MaHHUT, COPOUT WM
Tperajgo3y M MOXET MPHUCYTCTBOBATh B KOJWYECTBE OT Okoio 4% (mac./00.) no 9% (mac./06.)
(marmpumep, okono 5%); TOBEPXHOCTHO-aKTHBHOE BEIIECTBO MOXKET OBITh HEHOHHBIM
MIOBEPXHOCTHO-aKTUBHBIM BEIIECTBOM M MOXKET COAEpPKaTh IOJIMOKCHUSTUIIEHOBBIN (pParMeHT,

Takol kak momucopOar 20, monucopbar 80, mosmokcamep 188 mnm nommsTUREHTIHKOIL 3350, B



koHIeHTpanuu ot okosio 0,02% no okoo 0,1% maccer Ha 06beM (Mac./00.) u Oosiee THITUYHO OT
0,02% no oxomo 0,04% (mac./06.) (mampumep, 0,03%). Kpome Toro, cocraB MOXKeT
TOTIONIHUTENBHO ~ COAEPXKaTh  TEPMOCTAOMJIM3aTOP,  BBIOPAHHBII W3  TaypuHa WK
IPOMAHCYJIBL(POHOBON KUCIOTHI, B KOHLIEHTPALUK OT 0KoJio 25 MM no okono 100 MM, u Gonee
TUIHUYHO OT OKoJio 50 MM 1o okosio 70 MM. B BapuaHTe oCyiecTBieHHsI H300PETeHUs] COCTaB
comepxur ciautelii  Oenok peuentopa PPOC, Ttakoit kak adambepuenTt (Hampumep, B
KOHLIeHTpauu okoyio 41-275 mr/mnu, okono 50 mr/mia, okono 100 mr/mi, okono 115 mr/mu,
okojjo 125 wmr/mn, oxomno 150 wmr/mi, oxomo 200 mr/mn wim JO00M M3 «BBICOKHX)»
KOHIIEHTpAIMi, OOCy’KIaeMbIX B JAaHHOM JOKyMeHTe), okojo 10 MM Oydepa Ha OCHOBe
TUCTUAWHA, OKOJIO 5% (Mac./00.) caxapossl, okojio 0,03% (mac./00.) HEHOHHOTO MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, TAKOrO Kak mosmcopdar, Hampumep, nonucopdar 20, u okojso 50 MM
apruauHa, L-aprunamna wnnu L-aprunun Monorugpoxiopuaa ¢ pH oxono 5,8. B Bapuanre
OCyLIeCTBIIEHHsT ~ M300peTeHust  ciuThli  Oenmok  peuentopa  OPOC  komupyercs
MOCJIeN0BaTENbHOCTHIO HYKJIenHOBOM Kuciaotel SEQ ID NO: 1 unu nykneorunamu 79-1374, unu
79-1371 w3 SEQ ID NO: 1; conepxut amuHokuciaotrsl SEQ ID NO: 2 unu aMuHOKUCTOTHI 27-
457, wmm 27-458 w3z SEQ ID NO: 2; comepxur (1) xomnonent VEGFRI1, conepskamuit
amuHOKHCHOTHL ¢ 27 mo 129 m3 SEQ ID NO: 2; (2) xomnonentr VEGFR2, conmepsxamuit
amuaOKHCoTel 130-231 w3 SEQ ID NO: 2; um (3) MyJbTUMEPHU3YIOIIUI KOMIIOHEHT
(«FcACl(a)»), conmepkammii aMuHOKHCIOTBI 232-457 m3 SEQ ID NO: 2 (C-koHuesble
amuHOKUCIOTEI SEQ ID NO: 2, To ectp K458, MoryT ObITh Wil He OBITH BKIIFOYSHBI B CJIIUTHIC
oenku penenropa ®PIC); comepxkutr ummynHornmodOunononoOHbni (Ig) momen 2 mnepsoro
peuentopa @POC (nanpumep, VEGFR1) u nomen 3 Ig Broporo peuenropa ®PIC (nanpumep,
VEGFR2), HeoOs3aTeIbHO JOMONHUTENBHO cofep:kaiunii qoMeH 4 Ig Broporo perenrtopa ®POC
(manpumep, VEGFR2) u wmynsrumepusyrommii xkoMmnoHeHT (Hampumep, Fc-momen IgG);
npeacTaisier cobol KoHOepuenT uin adpaudepent.

[0022] B eme ogHOM BapHaHTe OCYINECTBJICHUS MPENiokeH (papMaleBTHYECKUI COCTaB
COrJIACHO JaHHOMY H300PETeHHIO, KOTOPBIH COMEP:KUT CiuThili Oenok peuentopa ®POC B
KOHLEHTpauuu oT okoyio 80 mr/mi 1o okojo 275 mr/mi B (papMaueBTHYECKH MPUEMIIEMOM
Oydepe. B HEKOTOpBIX chy4asx CTaOWiIbHBbIE (hapMALEBTUYECKHE COCTAaBbI MOTYT TaKXkKe
CONepsKaTh TaypUH WM MPOMAHCYJIb(HOHOBYIO KUCIOTY. COCTaBbI MOTYT OBITh CTAOWMIIbHBIMU
npu Temnepatype okoio 2 ° C no okono 8° C B Teuenue oxono 24-36 mecaies. B HEKOTOPBIX
ciydasix cinuthbiil 6enok perenrropa PPOC nemoHCTpHpyeT MeHee 4eM OKoJo 5% yBeaHyeHHe
BBICOKOMOJIEKYJISIPHBIX COENUHEHHH, U OoJyiee THMMYHO MeHee ueM 4,5% BbICOKOMOJIEKYJISIPHBIX
coeuHeHH, MeHee ueM OKoso 4,0% BBICOKOMOJIEKYJSPHBIX COEJUHEHHH, MEHEee UeM OKOJIO
3,5% yBenuueHue BBICOKOMOJEKYJSIPHBIX COEIUHEHH, MeHee ueM okojo 3,0% yBenudeHue
BBbICOKOMOJIEKYJISIPHBIX COEeIMHEHUN, MEHee yeM OKOJIO 2,5% YBEJIIMUEHUE
BBICOKOMOJIEKYJIIPHBIX COEAMHEHUH, MeHee 4eM OKoJIo 2,0 yBeIHMueHHe BBICOKOMOJIEKYISIPHBIX
COEANHEHUI n/nnu MeHee 4eM Okoyo 1,5% yBennmueHHe BBICOKOMOJIEKYJISIPHBIX COECTUHEHUH,
€CJIM COCTaBbl XPAHATCS MPU 3TUX TEMIEpPaTypax U B TEUEHHE HTOrO KOJIWYECTBA BpeMeHU. B

Apyrux ciaydasx ciuTelii Oenok penentopa @POC nemonctpupyer menee yem 2,0% - 3,0%



YBEJIMYEHHE B BBICOKOMOJIEKYJSIPHBIX COEAMHEHUSIX, €CJIM COCTaBbl XPAHATCS NPU OTHX
TeMIepaTypax U B TEUEHHE 3TOr0 KOJMUECTBA BPEMEHH.

[0023] BapuaHTbl OCYLIECTBJIEHHS B JAHHOM JOKYMEHTE€ TakK€ MOTYT BKJIOYaTh
dapMalieBTHUECKHE COCTaBbl COTJIACHO JAHHOMY M300pPETEHHIO, KOTOpBIE  COAepKaT
aduubepuent, pH OydepHblii pacTBOp, caxap U MOBEPXHOCTHO-AKTHBHOE BEILECTBO, IIPU 3TOM
agubepuent HAXOMUTCS B KOHLEHTpauuu otT 41 mr/mi 10 okono 275 mr/mi. ANbTepHATHBHO,
BapUAHTBl  OCYIIECTBIEHHUS  MOTYT  MPEACTABIATH  COOOH  CTaOMJIbHBIE  JKHUJIKHE
(apmMarieBTHUECKHE COCTaBbI, KOTOpbIe copep:kar konOepuent, pH OydepHbiii pacTBop, caxap u
MOBEPXHOCTHO-aKTUBHOE BEIECTBO, MPHU 3TOM KOHOEPIENT HAXOMUTCS B KOHLEHTpaluu OT 41
Mr/ma 10 okosio 275 mr/mia. CrabumnbHble kuakue (apMaleBTHUYECKHE COCTABbI MOTYT TaKXKe
COZepKaTh TAypPHH MJIM MPOMAHCYIb()OHOBYIO KHCIOTY. B HekoTOphIX acnekrax adaubepuent
WIM KOHOepLeNnT MPUCYTCTBYeT B KOHIEHTpauuu win 80 mr/mi, wiu 150 mr/min. B apyrux
aCIIeKTaxX COCTaBbI HE CO/IEPIKAT HEOPTAHUIECKYIO COJIb, HATIPUMED, XJIOPUI HATPHSI.

[0024] HexoTopble BapUaHThl OCYLIECTBIEHUSI OTHOCSTCS K CTEPHJIbHBIM LIINPULIAM, TaK
YTO INNPULGI TMPEIBAPUTENIHO 3aMOJHEHbl BOAHBIM PAacTBOPOM, coxepxkamuM 80 Mr/mi
apmmbepuenra, koHOepuenTa, 10 MM T'HCTHINH TUAPOXJIOPUIA, THCTUANH alleTaTa UM HaTPHUil
docdara, 5% (mac./00.) caxapo3bl, MaHHUTA, copOuTona wimm Tperanossl, 0,03% (mac./00.)
nonucopbara 20, monucopbara 80, monokcamepa 188 wiu nmommsTieHr kot 3350 u 40 MM
HATpUil XJopuaa. ACHEKThl B JAHHOM JOKYMEHTE BKJIIOYAIOT JOMOJHUTENbHOE N00aBIE€HHE OT
okos10 25 MM 1o okosio 100 MM, u Gonee TUMMYHO OT OKOJO SO MM no okojo 70 MM, unm
TaypuHa, WM TPONAHCYJIb(YOHOBOH KHUCIOTBL. B  HEKOTOpBIX  acmekrax  IITPHUIIbI
NPeIBapPUTENIbHO 3aIOJHEHbl BOAHBIM pPacTBOpoOM, conepkamum 80 mr/mu aduubeprenTa,
koHOepuenTa, 10 MM ructuauna HCl, ructunun auetara wiu Hatpuii gocdara, 8% (mac./00.)
caxapo3bl, MaHHHTA, copOuTa miu Tperanossl u 0,03% (mac./00.) monucopbara 20, monucopdara
80, momnokcamepa 188 wunm nommsTHneHrnaukoas 3350. AcmekTel B JAHHOM JOKyMEHTE
BKJIFOYAIOT JOIMOJIHUTENBHOE N00aBaeHne OT 0KojI0 25 MM 1o okoio 100 MM, u Gosiee TUITHYHO
ot okosio 50 MM no okojo 70 MM, MM TaypuHA, UM MPONAHCYIb(HOHOBOI KUCIOTHL. B eme
APYTUX acleKTaX IIMPULIBI IPEIBAPUTENIBHO 3aMOJHEHbI BOIHBIM PAaCTBOPOM, coxepskamum 150
mr/mn apnudepuenta, konOepuenta, 10 MM THCTHIVWH THAPOXJIOPHIA, TUCTUANH alleTaTa WiIH
Hatpuil pocdara, 5% (mac./06.) caxaposbl, MaHHUTA, copOuTa miu Tperanosbl, 0,03% (mac./00.)
nonucopbara 20, monucopbara 80, monokcamepa 188 wnu monmmsTHeHr KOs 3350 u 40 MM
HaTpuil xjopupa ¢ pH okono 6,2. AcmekTel B JaHHOM JOKYMEHTE€ MOTYT BKJHOYaTh
JOTIONIHUTENbHOE N00ABICHNE TaypHHA WM IPONAaHCYJb(OHOBOW KHCJIOTHL. B npyrux erme
HEKOTOPBIX ACMEKTax IIMPHULBI MPEABAPUTEIBHO 3aIOIHEHBI BOAHBIM PAaCTBOPOM, COAEPIKALINM
150 mr/mn agpnubepuenta, konOepuenTta, 10 MM THCTUAMH THAPOXJIOPHIA, TUCTHIMH arerara
win Hatpuii ¢ocdara, 8% (mac./00.) caxaposbl, MaHHUTA, copOuTa wm Tperano3el, u 0,03%
(mac./06.) momucopbara 20, monucopdara 80, mosokcamepa 188 mmm monmmsTrieHr KOs 3350 ¢
pH oxono 6,2, u BOAHBIA pacTBOpP HE COAEPKUT HEOPTaHUYECKYIO COJb. ACHEKTbI MOTYT
JOTIONIHUTEIBHO COAEPkKATh OT 0koJo 25 MM 1o okoso 100 MM, u Gonee THIMYHO OT Okoso S5O

1o okoio 70 MM TaypuHa WIM NPONAHCYJNb(OHOBOM KHUCIOTHL B npyrux eme HEKOTOPBIX



acTeKTax IIMPHULbI MPEJBAPUTEIBHO 3aMOJHEHbI BOJHBIM PacTBOPOM, coaepkamum 150 mr/miu
apmubepuenta mnu koHOepuenTta, 10 MM HaTpuil aumerata WM YKCYCHOHW KHCIOTBL, 5%
(mac./06.) rmunepuna u 0,03% (mac./00.) monucopOara 20, nmomucopOara 80, mosokcamepa 188
unu nomudtuieHrnukons 3350 u 40 MM Hatpuii xnopuna ¢ pH okono 6,2. B npyrux eme
HEKOTOPBIX aCMEKTaX IIMPHUIIbI MPEABAPUTENBHO 3aII0JHEHbI BOAHBIM PACTBOPOM, COAEPIKAIIUM
150 mr/mn admubepuenta uiamn korOepuenta, 10 MM HaTpuil aneraTa WM YKCYCHOH KHCIIOTBI,
8% (mac./00.) rmuuepuna u 0,03% (mac./00.) momucopbara 20, monucopbara 80, monokcamepa
188 vnu nonusTunenraukons 3350 u 40 MM Hatpuii xiopuna ¢ pH okono 6,2.

[0025] JlanHoe wu300peTeHMEe Takke OOeCrmevYMBaeT CIOCOO H3TOTOBJIEHUS JFOOOrO
U3JIOKEHHOTO B JaHHOM JOKYMEHTE COCTaBa, BKIIFOYAIOIIMN CTAAMI0 OOBEIUHEHHS] Ka)KIOro
KOMITOHEHTa COCTaBa B EIMHYKO KOMMO3uLMK0. Takoi crmoco0 MOKeT BKIIHOYaTh CTaJWIO
no0aByieHUs] TIOJNYYEHHOTO COCTaBa BO (PIAKOH WM YCTPOHCTBO JUIsi MHBEKIMH. JlroOas
KOMITO3HLIUSI, KOTOPAsi SIBJISIETCS] MMPOAYKTOM TaKOro Crocoda, TaK:Ke COCTABIISIET YaCTh AaHHOTO
u3o0peTenusi. Hampumep, BapuaHTbl OCYIUECTBIEHHS B JAHHOM JOKYMEHTE TAK)Ke BKIIFOYAIOT
CTHIOCOOBI TIOJTyUEHHs COCTaBa MyTeM KOMOMHHpOBaHUs Oydepa Ha OCHOBE TUCTHIWHA, LIUTPATA,
anerara win ¢ocdara ¢ caxaposoii, nojgucopdarom 20 u ciauteiM Oenkom penentopa PPIC; u,
HeoOs3aTeNIbHO, C OAHUM MWK OoJiee IOMOJHUTENbHBIMH KOMIIOHEHTAMH, HAmpuMmep, Kak
OIHCAHO B JAHHOM JOKYMEHTEe. B HEKOTOpBIX CiydasiX COCTaB MOJIy4YaeT TAKXKe C BKIFOUECHHEM
TaypuHa WM TPOMAHCYJIb()OHOBOW KHUCIOTBL, HO €CIHM OH He COAEPXKHUT TaypHH WIH
NPOMAHCYIB(POHOBYIO KHCIOTY, OH TaKXe MOXET He COAepKaTb HEOPTaHWYEeCKyl coib. B
acreKkTax JaHHOTIO JOKYMEHTa caxapo3a UMeeT MacCcy Ha 00beM cOocTaBa OT OKOJIO 4% 10 OKOJIO
10%, monucopbar 20 umeeT Maccy Ha o0beM coctaBa ot okouo 0,02% no okosno 0,1%, a cautsit
OeNloKk peuentopa HaXOOUTCS B KOHLEHTpaluu oT okoyio 41 mr/miu go okono 275 mr/min. Ecin
COCTaB COIEPIKUT TAypUH HIIU MPOIAHCYIb(POHOBYIO KHCIOTY, OH(-a2) IPUCYTCTBYET, HAIIPUMED,
B KOHLEHTpALMH OT OKoio 25 MM 1o okono 100 MM, HO Takke MOXeET ObITh BKJIIOUEHA B
koHeHTpauu ot 50 1o 70 MM. Crioco® MOKET BKJIHOYATh 3arpy3Ky 3apaHee ONpeaeeHHOro
o0beMa MPUTOTOBJIEHHOTO COCTaBa B CTEPUIIbHBIN IIMPHLL, TaAK 4TOOBI 00BEM COAEpsKall 103y OT
0,1 mr go 10 mr ciuroro Oenka peuentopa OPIC.

[0026] Hacrosiimee wu3zo0peTeHue Takke oOecmedYrBaeT CMoco0 BBENEHUS COCTaBa
COTJIACHO JaHHOMY HW300peTeHHI0 CyObeKkTy (Hampumep, YeNOBEeKYy), BKIFOYAIOLIHUIA
BHYTPHUIJIA3HYI0 HMHBEKLMIO (HApUMep, HHTPABUTPEATbHYIO HHBEKIMIO) COCTaBa B [Jia3
cyonekTa. JlanHOE M300peTeHue Takke odecrnednBaeT crocod BBEEHUST KOMIIO3HUIIMU COTJIACHO
TAaHHOMY H300peTeHnI0 CyOBeKTy (HampuMep, 4YeNOBEeKY), BKIIOYANOIIEMY HMILIAHTALHIO
MHTPABUTPEATLHOTO UMIUIAHTATa, KOTOPBIH CONEPKUT COCTAB COTJIACHO JTAHHOMY M300pETeHHIO,
B CTEKJIOBHJTHOE TEJIO CYOBEKTA.

[0027] BapwaHTBI OCYLIECTBJIICHUS B JaHHOM IOKYMEHTE TaK)Ke BKIIIOYAIOT CIOCOOBI
JIEYeHUs] aHTMOTE€HHOTO 3a00JIeBaHMs Va3, HAPUMEP, BO3PACTHOM JereHepaLiy JKeJITOro MATHA
(BmaxxHast opma), MaKyJSIPHOTO OTE€Ka >KEJITOro IMSATHA TOCJTE OKKIIFO3MH BEHBI CETYATKH,
okkmo3un BeHbl ceryatku (OBC), okkmro3un nenTpanbHoil Bensl cerdatku (OLIBC), okkimro3zun

BeTku BeHbl ceruatku (OBBC), nuabernueckoro makysspHoro oreka (AMO), xoproungaibHOMA
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HeoBackyJsipuzaunn (XHB), HeoBacKyJsipu3aluu paayKHOH 0O0OJIOYKH, HEOBACKYJISIPHOM
IJIAyKOMBI,  TOCJeomnepanuoHHoro  ¢ubpo3a  mpu  TJIAyKOMe, nposnepaTuBHON
Butpeoperurnonatuu  (IIBP), HeoBackymsipuzaumm Ha  JUCKE  3PHUTEIBHOTO  HEPBA,
HEOBACKYJISIPU3aLIUU POTOBHIIB, HEOBACKYJIIPU3ALIUU CEeTYaTKH, BUTpEAJIbHON
HEOBACKYJISIPU3ALMK, MAHHYCa, NMTEPUTHyMa, COCYIUCTOW PETUHONATUH WIM AHA0eTHUeCKOH
peruHonatuu  (HampuMmep, HenponudepaTHBHOH AMA0ETUUECKOH  pPeTHHONATHU  W/HIIH
nponnpepaTUBHON AMa0eTUYECKONH PEeTHHOMATHH) ¥ CyOBEeKTa, HYKIAIOIIErocsi B 3TOM, MyTeM
BHYTPUIJIA3HON WHBEKLMHU 1O MEHbINEH Mepe okoyno 2 mr (Hampumep, 4 mr, 6 Mr wid 8 mr)
ciuroro Oenka penenropa ®POC (manpumep, adaubepuenta win KoHOeplenTa) B IJ1a3
CyObeKTa, HYKJAKOLIErocss B 3TOM, Hampumep, JIOOOro COCTaBa, MPUBEAEHHOTO B JAHHOM
IOKyMeHTe. B BapuaHTe OCylIecTBIIEHUs] M300peTeHusi oO0beM HuHBbeKuuu cocrasisieT 100
MUKPOJIUTPOB MK MeHblie (Hampumep, 100 wmmkponutpoB, 50 MukpoiutpoB wuiam S7
MUKpoiUTpoB). Crmoco0  BKIFOUAET  HMHTPABUTPEATbHYED HHBEKLIHIO  IPEIBAPUTENBHO
CMEIIAHHOTO BOJHOTO pPacTBOpa, Conepskamero ciauthii Oenmok pernentopa DPPOC B
KOHIeHTpauu oT 41 mr/mu 1o okono 275 mr/mi, (apManeBTHYeCKH TpUEMIIEMbIH caxap,
dapmaneBTHUecK TpuemiieMblii Oydep M (apmaneBTHUECKH NPHEMIIEMOE MOBEPXHOCTHO-
akTuBHOe BemecTBO. CrocoOBl JIYeHHUs] C HCIOJBb30BAHUEM MPEIBAPUTENIHPHO CMELIAHHOTO
BOJIHOT'O pacTBOpa He TpeOyIoT pa3daBneHus. B acrnekrax 1aHHOrO JOKYMEHTA MPEIBAPUTENBHO
CMELIaHHbIN BOAHBINA pacTBOp uMeeT pH ot 0kom0 6,0 10 0koJ0 6,5 U BsA3KOoCTh OT 0koJo 10 cIl
1o 13 cIl.

[0028] B acmekrax crocoba sedeHus cauTblii Oenok peuenropa PPOC Brmouaer
VEGFR1R2-FcAC1 (a), kogupyemblii MOCIENOBATEIbHOCTBIO HYKJIEMHOBOH kucyiotel SEQ ID
NO: 1, amunokucnotsl ¢ 27 no 129 uz SEQ ID NO: 2, xomnonent VEGFR2, conep:xamumii
amuHOKucnoThl 130-231 u3 SEQ ID NO: 2, nunu MyJbTUMEPHU3YIOLINH KOMIOHEHT, COAep KAl
aMUHOKUCIOTBI 232-457 u3 SEQ ID NO: 2, unn molOyro ux komOuHaiuio. B BapuaHTe
OCYIIECTBJICHUS] H300peTeHus: cauThiii Oenok peuentopa OPOC mpencrasiser cobou
apubdepuent Ui KOHOEPLEIT.

[0029] Jlpyrue BapuaHThl OCYIIECTBJICHHS B COOTBETCTBHHM C OIHCAHUEM B JTaHHOM
JOKYMEHTE CTaHyT OYeBUIHBIMH U3 0030pa MOCIEAYIOIEro MOAPOOHOTO OMMCAHUS.

KPATKOE OITUCAHUE TPAOUYECKUX MATEPHAJIOB

[0030] BellmeynoMsiHyTbIE W APYTHE aCMEKThl, OCOOEHHOCTH W MPEUMYIIECTBA
BAPHUAHTOB OCYLIECTBJICHHS, ONMMCAHHBIX B JAaHHOM JOKYMEHTE, CTAaHyT 0OJiee OYEBHIHBIMU IS
CHELMAINCTOB B JIAHHOW OOJNACTH TEXHUKH CO CCBUIKOM Ha mpuiiaraemble rpaduyeckue
MaTepHuabl.

[0031] Ha ®wur. 1A npencrasiex rpaduk, onpenensonnil CTabuIbHOCT CIIUTOTO Oerka
peuenropa ®PIC (admubepuenTt) B yeThipex pasnuunbix coctaBax (B, H, D u G) B Teuenue 36
mecsiie mpu 2° C - 8° C. CrabunbHocTh cautoro 6enka peuentopa ®PDIC TecTupoBamu ¢
MIOMOIIBIO HKCKIIFO3UOHHON cBepx3(PdekTuBHOHN xkuakoctHo xpomarorpadpuu (SE-UPLC) nns
uneHTuduKanuyu o0pa3oBaHus BBICOKOMOJIEKYIApHBIX (BM) coenunennii (mpusHak nerpaiaiu

Oenka).
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[0032] Ha ®wur. 1B Takke npeacTasiieH rpaduk, Onpeaessiomui CTabUIbHOCTb CIIUTOTO
oenka perenrtopa ®POC (apmubepuent) B uersipex coctaBax (B, H, D u G) B Teuenue 36
mecsies npu 2° C - 8° C. CrabunbHocTh cautoro 6enka perentopa ®PIC TecTHpOBaIu C
ucrnionb3zoBanueM SE-UPLC pansa ompeneneHuss MpoLieHTa OCHOBHOTO COEIMHEHHS] B KaKIOM
COCTaBe.

[0033] Ha ®wur. 1C mpeacraBieHa IECTOrpamMMa, IEMOHCTpUpPYIOIAs (OpMUpPOBAHHUE
OTJIMYAIOIINXCS 3apsiI0OM BapuaHTOB cauroro Oenka pernentopa @PIC B uersipex cocraBax (B,
H, D u G) B Teuenue 36 mecsues npu 2° C - 8° C. YpoBeHb KHCIOTHBIX COEIAUHEHUH ObLT
npoTecTUpOBaH Ha 3tane npousBoncTse (0,0), yepes 12 mecsues, 24 mecsina u 36 MecsieB C
UCTIOJNIB30BAHUEM H303JIEKTPHUECKOrO (POKYCHPOBAHUS C TMOCTOSIHHBIM JETEKTHUPOBAHHEM II0
Bceil mumHe kamwusipa (1ICIEF).

[0034] Ha ®wur. 1D npencraBieHa rucTorpaMma, AEMOHCTPUPYIOLIas (popMHpOBaHUE
OTJIMYAIOIIUXCS 3apsIIOM BapuaHTOB ciuroro denka perenropa @®PIC B uetripex cocrasax (B,
H, D u G) B Teuenne 36 mecsines npu 2 ° C - 8 ° C. UnenTudukanis 0OCHOBHOTO COEIUHEHHUS
OpUTa mMpoBepeHa Ha 3tarne npoussoactsa (0,0), depes 12 mecsues, 24 Mecsina u 36 MecCsIeB C
ucnons3oBanueM iCIEF.

[0035] Ha ®wur. 2A npexacrasieH rpaduk, JEMOHCTPUPYIOIIUN CTAOMIBHOCTD CIHTOTO
benka penenropa ®POC (adnubepuent) B koHueHTpaumu 150 mr/mn B coctaBe ¢ 10 MM
docdara Hatpus, 8% (mac./00.) caxaposbl u 0,03% mnomucopbara 20 (mac./06.), pH 6,2 ¢ L-
aprMHUH MOHOTHAPOXJIOPUIOM U Oe3 Hero B Teuenue 28 cytok mpu 37 °C. CTabuinbHOCTDH
ciuroro Oenka peuentopa DPOC  TectmpoBanu ¢ wucnonb3oBannem SE-UPLC  ms
uneHTudukanuu odpazosanust BM coennnenuil.

[0036] Ha ®wur. 2B npencrasieH rpaduk, AeMOHCTPUPYIOIIUI CTaOUIBHOCTD CIUTOTO
6enxa peuentopa PPOC B korueHtpauuu 150 mr/ma B cocrase ¢ 10 MM docdara natpus, 8%
caxapo3bl (mac./00.) um 0,03% mnomucopbara 20 (mac./06.), pH 6,2 ¢ L-aprunun
MOHOTHAPOXJIOpUAOM U Oe3 Hero B TeueHue 28 cytok mpu 37 °C. CTabunbHOCTh CIIUTOrO Oeska
peuentopa ®POC TectupoBanmu ¢ ucnonp3oBanueM SE-UPLC mnst ompeneneHusi mpoLeHTa
OCHOBHOT'O COETMHEHHSI B KaXKJIOM COCTaBe.

[0037] Ha ®wur. 3A mpexncraBieHa TUCTOrpamMma, JIE€MOHCTPUPYIOLIAsl BS3KOCTb
coctaBoB, 3a0ydepennbx 10 MM ¢docdara HaTpus, comep:xkamux 155 mr/mn ciuroro Oenka
peuentopa ®PIC u He comepxkamiero comu, 100 MM aprunmna, 200 MM aprununa, 50 MM
mu3uHa, 200 MM nusuna, 50 MM nHatpuii xnopuna unu 100 MM HaTpuit xnopuaa. BsskocTe
usmepsin B cll mpu 20 ° C.

[0038] Ha <ur. 3B mpencrasieHa TUCTOTpaMMa, JE€MOHCTPUPYIOLIAs BSI3KOCTb
coctaBoB, 3a0ydepennpix 10 MM rucruauHa, comepkammx 155 wmr/mn ciuroro Oenka
peuentopa ®POC u He copepxkamiero comu, 100 MM aprununa, 200 MM aprununa, 50 MM
mu3uHa, 200 MM nmsuna, 50 MM matpui xnopuna wim 100 MM Hatpuii xnopuzna. Bsskocts

usmepsin B cll mpu 20 ° C.
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[0039] Ha ®ur. 3C mnpencrasner rpaduk, AEMOHCTPHPYIOLINHI BS3KOCTh PA3UYHBIX
KOHLeHTpauii ciuroro Oenka perenropa @PPOC B pa3nuyHBIX YCIOBUSAX IMOJNYYEHUs COCTABOB
(c 50 MM apruHuH rUAPOXIOpUa UK O3 Hero). BsaskocTs usmepsiiu B Il npu 20 ° C.

[0040] Ha dwur. 4A npexacrasieH rpaduk, JEMOHCTPUPYIOIUI CTAOMIBHOCTD CIMTOTO
6enxa peuentopa PPOC B koruenrpauuu 150 mr/mia B 10 MM ¢docdara natpus, 8% (mac./00.)
caxaposbl 1 0,03% (mac./06.) monucopbara 20, pH 6,2 ¢ 50 MM L-apruHuH MOHOTUAPOXJIOpHIA
Gonee 12 mecsues npu 5°C. Crurbiii 6Gesok perenropa ®PIC Gbut B koHLeHTpauud 150 mr/mi.
CrabunbHocTh ciiutoro Oeska perenropa ®POC Tectuposanu ¢ ucnonb3oBanrem SE-UPLC
s unentudukanmuu odpaszoBanust BM coenrHeHHiA.

[0041] Ha ®wur. 4B npencrasieH rpaduk, JeMOHCTPUPYIOIIUI CTAOMJIBHOCTD CIIHTOTO
6enka peuentopa @POC B konnentpauuu 150 mr/mia B 10 MM ¢ocdara Hatpus, 8% (mac./00.)
caxapo3bl 1 0,03% (mac./06.) monucop6ara 20, pH 6,2 ¢ 50 MM L-apruHiH MOHOTHIPOXJIOpPHIA
6onee 12 mecsanes npu 5°C. Cnureiit Genok peuentopa ®PIC 6wt B koHIEHTpamu 150 Mr/mir.
CrabunbHocTh ciiutoro Oenka perenropa ®POC Tectupoanu ¢ ucnonb3oBanuem SE-UPLC
IUTSL OTIPENENICHUs] TIPOLIEHTa OCHOBHOT'O COEIMHEHHSI B KaYKIOM COCTaBe.

[0042] Ha ®wur. S5 npencrasiieH rpaduk, KOTOPbIA AEMOHCTPUPYET BS3KOCTb COCTABOB
npu aByx yciousax Oydepos npu 20 °C, ¢ 10 MM ¢ocdataoro Gydepa mmu 10 MM
ructuauHoBoro Oydepa. Konnenrpamus ciuroro Genka peuenrtopa ®PIC Bapwupyercs ot 10
mr/mut 1o 170 mr/min. BsiskocTs m3mepsiiu B mIla*c.

[0043] Ha ®wur. 6 noka3aH CKPUHUHI METOAOM JMHAMHYECKOTO CBETOPACCESIHUS IJIs
psAda pasIMYHBbIX YCJIOBUM MOJYYEHHsI COCTABOB, KaXKI0€ M3 KOTOPBIX COAEPKUT OT 2 a0 10
mr/mn Genka. ITapamerp nud¢y3HOHHOrO B3aUMOAEHCTBUS NMPOJEMOHCTPUPOBAJ, YTO TAyPUH U
PSA (nponancynsdonoBas kuciora) yayqmaroT Kd.

[0044] Ha ®wur. 7 mnpencraBieH rpauk MOHUTOPUHrA IPOLEHTHOTO COMEPIKAHUS
BbICOKOMOJIEKYIIsipHbIX (BM) coenunennii B coctaBax F1-F9 (cocraBst WW-EEE) ¢ Teuenuem
BPEMEHH, M3MEPEHHbI C TMOMOINBI0 SKCKIFO3HMOHHOH CBepXd(p(EKTUBHONW KUIKOCTHOM
xpomatorpaduu (SE-UPLC) nocne xpanenusi npu 5°C B Teuenue 6 mecsiteB. Cocrasbl F1-F9
NPEACTaBJICHbI B JAHHOM AoKyMeHTe B Tabmune 7-1.

[0045] Ha ®wur. 8 (A-B) oroOpakeHO MPOLIEHTHOE CONEP’KAHNE BBICOKOMOJIEKYIIPHBIX
coennnaennii cormacHo SE-UPLC mocne xpanenus npu 5°C B Teuenue 3 mecsneB (A) uiau
unkyOarmu npu 37°C B teuenne 28 cytok (B). Cocrasel F1-F4 (EEE, SSS, CCC (140 mr/min) u
TTT) npencrasnens! B Tabmune 8-1 Hike.

[0046] Ha ®wur. 9 noka3zana Bs3kocTb (cIl) nist cocraBos F1-F12 npu 20°C B HavaIbHbIHI
momeHT BpemeHn. Coctasbl F1-F12 npencrasnens! B Tabnuiie A Hibke.

Ta6auna A. Coctassl F1-F12.

JloBymka
CkpHHHHTOBBIE
CocraB Ne | ®PPOC Bydep Jpyrue 3KCuUMIHeHTbI
3KcHUNueHThl (MM)
(Mr/ma)

F1 (GGG) |140 20 MM|5%  caxaposbl, 0,03% 50 MM nHatpuit
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ructunuHa,  pH[mommcop6ara 20 cyibdara
5.8
20 MM]
5% caxaposbl, 0,03% 50 MM HaTpuii
F2 (HHH) |140 TUCTUJINHA, pH
s g nosucopOara 20 THOLIMAHATA
20 MM]
5% caxaposwr, 0,03%)
3 (III) 140 TMCTUNHA, pH . 40 MM HaTpuii uuTpaTa
noaucopoOara 20
5.8
20 MM
5% caxapossr, 0,03%)
F4 (J1]) 140 rUCTUIMHA, pH 50 MM ruinuHa
nonucopbara 20
5.8
20 MM]
5% caxaposer, 0,03%)
FS5 (KKK) [140 TUCTUIMHA, pH Sara 20 50 MM HaTpuii xja0puaa
noJsicopOara
5.8
20 MM]
S%  caxapospl, 0,03%)
F6 (LLL) 140 rUCTUAMHA, pH 50 MM nu3zuHa
nosincopbara 20
5.8
20 MM]
5% caxaposbl, 0,03% 50 MM HaTpuii
F7 (MMM) |140 ructuauHa,  pH
s g nosucopOara 20 acriaprara
20 MM]
5% caxapossl, 0,03% 50 MM HaTpuii
F8 (NNN) [140 TUCTHUIMHA, pHl
<o nosiucopdara 20 riayTamara
20 MM] 50 MM HaTpwmii
5% caxaposer, 0,03%)
F9 (O00) |140 ructuauHa,  pH utpara+50 MM
nonucopbara 20
5.8 apPTUHUH TUAPOXJIOPHUIA
20 MM]
5% caxaposer, 0,03%]|50 MM rmumuHa+50 MM
F10 (PPP) |140 rUCTHANHA, pH
<o nonucopbara 20 ApTUHUH TUAPOXJIOPUAA
20 MM] 50 MM HaTpwii
S%  caxaposbl, 0,03%)
F11 (QQQ) 140 rUCTUMHA, pH HomicopGara 20 acraprara+50 MM
5.8 apTUHUH TUAPOXJIOPHUIA
20 MM|5% caxaposel, 0,03%) 50 MM natpuii
F12 (RRR) [140
rUCTUANHA, pHjmonucop6ara 20 riyramara+50 mM
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5.8 apTUHUH TUAPOXJIOPHUIA

[0047] Ha ®wur. 10 moka3zaHa OCMOJSUIBHOCTh (MMoOJb/Kr) coctaBoB F1-F12
(mpuBeneHHBIX B JAHHOM AoKyMeHTe B Tabnune A).

[0048] Ha ®wur. 11 (A-B) oToOpaskeHO MPOLIEHTHOE COAEPIKAHUE BHICOKOMOJIEKYIAPHBIX
coenuHennii B cocraBax F1-F6 (cocraBer GGG, HHH, III, JJJ, LLL u KKK) ¢ teuenuem
Bpemenn, cornacio SE-UPLC, mocne xpanenus npu 37 C B Teuenue 28 cyrok (A) wm 5 C B
TeueHue 10 3 mecsues (B) B 3aBUCUMOCTH OT BpeMEHH.

[0049] Ha ®wur. 12 nokazaHo TUHAMUYECKOE paccesiHue ceera (kodpduupent nuddysun
(cM?/cex), pamuyc (8M) 1 % Pd) B HauanbHBI MOMEHT BpeMEHH ISl COCTABOB, PUBEAEHHBIX B
Tabmuue 9-3 (GGG-RRR).

[0050] Ha ®wur. 13 nokazassl ucxomnele m3oOpaxkenus PAIT m OKT (nmn3a 30
rpasycoB) sl NBYX pasHbIX KposukoB (326-OS m 329-OD) no BBenenus aduubepuenta
(OD=oculus dexter (mpassriii rna3); OS=oculus sinister (JeBbiii r71a3)). (A) usodpaxkernne PAI
i kponuka 326, nesblii r71a3; (B) msobpaxenne OKT nmns kponmmka 326, neseiii rias; (c)
n3obpakenne @Al nns kponuka 329, npaseiii ras; (D) msobpaxkxerne OKT nns xponuka 329,
MIPaBbIil IJ1a3.

[0051] Ha ®wur. 14 (A-F) nokazana BpemenHas cepust uzodpaxkennii AL st kponuka
Ha 1-e (A), 7-e (B) u 14-e (C) cytky, a taxke OKT Ha 1-e (D), 7-e (E) u 14-e (F) ansa ogHOro
kpousnka (326-0OS), KoTopoMy BBOIMIIU COCTAB ¢ THCTUAMHOBBIM Oydepom (suH3a 30 rpanycos)
(7 mr/rnaz).

[0052] Ha ®ur. 15 (A-H) nokazana BpemeHHas cepusi nzobpaxkenuit @Al nist kponmka
yepes 3 Henenu (A), 4 venenu (B), 7 venens (C) u 8 nenens (D), u OKT uepes 3 venenu (E), 4
Henenu (F), 7 nenens (G) u 8 Henens (H) ma ogHoro xponuka (326-OS), KOTOpOoMy BBOAMIH
KOMITO3HMLIMIO C THCTHAMHOBBIM OydepoM (imH3a 55 rpanycos) (7 mr/rnas).

[0053] Ha ®wur. 16 (A-F) nokazana BpeMeHHas cepusi n3odpaxenuii @Al KpouKoB Ha
1-e cytku (A), 1-t0 Hemento (B) u 2-10 Henenmto (C), a Takxxe OKT Ha 1-e cytku (D), 1-10 Henento
(E) u 2-10 venenro (F) nist omHoro kposuka (329-0S), koTopoMy BBOAMIIH COCTaB ¢ pochaTHBIM
Oydepom (muH3a 30 rpanycos) (7 mr/rias).

[0054] Ha ®wur. 17 (A-H) noxasanHa BpemeHHast cepusi uszobpakeHnin PALT s
KpOJIMKOB Ha 3-if Henene (A), 4-ii Henene (B), 7-it nenene (C) u 8-it Henene (D), a Takske OKT
Ha 3-ii Henene (E), 4-ii nenene (F), 7-it nenene (G) u 8-it Henene (H) nnst onHoro kponuka (329-
OS), kotopomy BBOIMIHM cOCTaB ¢ pochaTHeM Oydepom (suH3a S5 rpanycos) (7 Mr/rias).

[0055] Ha ®ur. 18 (A-B) nokaszana yncrora (IIPOLIEHT HATUBHBIX COCOMHEHUH) (A) U
NPOIIEHTHOE COAeprKaHue BbICOKOMONEKYJsIpHbIX (BM) coenmuenuit (B) B cocraBax UUU-
BBBB ¢ teuennem Bpemenu npu 37 °C (mo omnoro mecsna) (cm. Tabaumy 11-1) cornacuo SE-
UPLC.

[0056] Ha ®wur. 19 (A-E) mokaszaH aHain3 CTaOWJIBPHOCTH W YHUCTOTHI COCTaBa,
cogepxamero 1143 mr/mn nosymku ®PPIC (adpmubepuenta), cocraBnensHoro B 10 MM

ructunuHa, pH 5,8, 5% caxapossl, 0,03% noaucop6ara 20, 50 MM apruHuH MOHOTHIPOXJIOPHIA
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IyTEM OTPENEJIeHNs] TIPOLIEHTHOIO COEP KaHMs MPU OMOIIY SKCKIIO3MOHHON Xpomarorpadun
(1) BeicokomonekysipHbIX (BM) coenunennii nocne naky6armu npu 5°C wnmu 37°C B TeueHue
1o 2 mecsines (A) u (11) OCHOBHOTO coeiuHeHHst (OCHOBHOM NMUK) nocie nHkydaumu npu 5°C unu
37°C nmo 2 mecsien (B); a Takke ¢ MOMOIIBIO BU3YaIU3AIMH MUKPOIIOTOKOB JJIsl OTPeeIeHHsI
HaJIM4Usl HEBUAMMBIX TBEPABIX YacTHL nocie nakydauuu rpu 37°C B teyenue no 28 cyrok (C),
C TOMOIIBIO aHAJN3a YaCTHUI] METOIOM CBETOOJOKHMPOBKH Ui OIPEAENEHUs] MPHUCYTCTBUS
HEBUIMMBIX TBEPIBIX 4acTHIl ocie nHkydauuu npu 37°C B Teuenue a0 28 cyrok (D) u myrem
MHUKPOCKOTTUYECKOTO ONPENETeHUs] HEBUAMMBIX TBEPBIX YacTHUI] nocie nHkybauuu npu 37°C B
teyenue 10 28 cytok (E).

[0057] Ha ®ur. 20 nokasaH aHanu3 crabwibHOCTH M 4ucToThl cocraBa CCC,
cogepxamtero 80, 100, 120 wnu 140 mr/mn adaubepuenTa, MOCPENCTBOM ONPEAETICHUS METOIOM
SE-UPLC mpOLEHTHOro COAep:KaHWsl BBICOKOMOJEKYIsspHbIXx (BM) coemuHeHuit mocie
unkyGauu npu 2-8°C B Teuenue no 6 mecsues (A) umu 37°C B Teuenue 1o 28 cytok (B).

[0058] Ha ®wur. 21 mnoka3aH MPOLEHT TIJia3 KPOJUKOB, WCIBITAHHBIX C TIOJHBIM
MOJABJIICHUEM MPONOTEBaHUsI C Te4YeHWeM BpemeHu, npu BeeaeHun 500 Mkr wim 2 wmr
apnubeprenra ¢ TeueHueM BpeMenu (tect I 'exana-bpecnoy-Yunkokcona (P 0,0453)).

HOJAPOBHOE OITMCAHUE CYINHOCTH U30OBPETEHHUSA

[0059] HannHoe u3obpeTeHme obecrneynBaeT COCTaBbl, UMEIOIINE BRICOKUE KOHIIEHTPALIUU
ciutbix  OenkoB  pernentopa DPOC  (mampumep, adnubeprienTa), IEMOHCTPUPYIOLIHE
NPEBOCXOHbIE (PYHKIHMOHAJIbHBIE CBOWCTBA M COXPAHSAEMOCTb, KOTOpbIE OBUIM IOJYYEHBI,
HECMOTpS Ha 3HAYUTEIbHbIE TEXHIUUECKUe TpynHocTu. Hanpumep, oOmuii criocod onpeneneHus
NOIXOMALINX 3KCIUITUEHTOB AJIs1 COCTaBa, KOTOPBIM BKJIIOYAET MOJUIENTUIHOE JIEKAPCTBEHHOE
cpencTBo (Hampumep, ciuThiil Oenok penenropa @POC), 3akmoyaeTcs B OLEHKE CTa0MIBHOCTH
NOJIMMENTHIA B YCIOBHUSX «YCKOPEHHOIO CTapeHus», TaKuX Kak BbICOKas TeMIepaTypa
(nanpumep, 37 °C). DKCUMIUEHTBI, KOTOPbIE HE TOAXOIAT JUISl UCCIIENOBAHUS B HECTPECCOBBIX
yCNOBUSIX (HAIPUMED, TIPU HU3KOM TemmepaType, Takoi kak 5 °C), Kak MPaBUIIO, BbI3bIBAIOT
HeKeaTeNnbHblii 3(pQeKT B TeueHHe KOPOTKOro MepHoAa BPEMEHH B YCJIOBHSX CTpecca,
HANpUMep, arperauur OemKoB. DTOT MOAXOA PACHpOCTPAHEH B OHOTEXHOJOTHYECKOW U
(bapMareBTHYECKON MPOMBIIIJICHHOCTH, TIOCKOJIBKY OH YCKOPSIET MCKIFOYEHHE SKCLMITUEHTOB,
KOTOpbIE BpsA JH CTa0WIM3UPYIOT JIeKapCTBeHHbIH mnpemnapar. Cwm., Hampumep, Magari,
Assessing Shelf Life Using Real-Time and Accelerated Stability Tests, Biopharm Intl. 16(11): 36-
48 (2003). B HEKOTOpBIX Cy4asx MPOAYKT MOXKET ObITh BBIMYIIEH HAa OCHOBE IAHHBIX W3
UCTIBITAHUH CTaOMIIBHOCTH METO/IOM «YCKOPEHHOTO CTapeHHUs», HO 3TO HEOOXOAMMO AenaTh
NapajyieIbHO C UCTBITAHUEM CPOKa FOIHOCTH B peajbHOM BpeMeHHu (Oe3 yckopenwus). Magari
(2003) and FDA, Guidelines for Submitting Documentation for the Stability of Human Drugs
and Biologics, Rockville, MD (1987). Onnako B nmaHHOM nokyMmeHTe npu S5S°C NpUCYTCTBHE
aprUHMHA B THCTHUIWHOBBIX COCTaBaX CTAOWIM3HPOBAIIO, XOTS aprMHUH, KaK OKa3ajoCch, UMEI
TEHJIEHIIUIO K CHIDKEHUIO CTaOUIbHOCTH NpH TemrepatypHoM crpecce (37 °C). Cm. @ur. 8 (A-
B). D10 CBOHCTBO COCTaBOB, NPHUBEACHHBIX B JAHHOM JOKYMEHTE, MOIJIO OBl CO31aTh

TEXHUYECKYI0 TPYAHOCTb, YBOMALIYIO IPAKTHKYIOLIEro Bpada OT BbIOOpAa apruHUHA, TaKUM
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o0pa3oM, MaJOBEpOSITHO, YTO NPAKTUKYIOIIUH Bpad BbiOpas Obl aprMHUH B KauecTBE
SKCLMIIUEHTa. TeM He MeHee, COCTaBbl, IPUBENEHHbIE B JaHHOM JOKYMEHTE, SIBUJIUCH
pEe3yJIbTaTOM MPEOJONIEHUS] TAKMX TEXHUYECKUX TPYIHOCTEH, KaK 3Ta, [JIs MOJyUYeHHUs] COCTaBa C
BBICOKOHN cTaOmipHOCTBIO. [lonyuenue cocraBa ¢ noyukoit ®POC B rucrumuHoBoM Oydepe
TaKXKe TPHUBEIO K OJAaronpuUsTHOMY CHIDKEHMIO BSI3KOCTH IO CPAaBHEHHMIO C TEM, KOTOpOe
HaOmonmaercss st coctaBa ¢ QocdatHeiM  Oydepom. ITIOCKOMBKY sl BBIMOJHEHHS
UHTPABUTPEAbHBIX ~HMHBEKIHUIA MPEANOYTUTEIbHbI  HeOONbILIMEe OTBEPCTHS WIJIbI  (AJist
YMEHbLICHUsT NUCKOM(DOpTa MalueHTa M TPaBM TIJasza), *KejaTejlbHa OTHOCUTENIbHO HH3Kas
Bsi3KoCTh. CocTaB ¢ OoJiee HU3KON BSI3KOCTHIO TPeOyeT MEHbINEro YCHIIMS Ui MPOTATKUBAHHS
COCTaBa 4yepes3 Urily, uTo objierdyaer MHbEKLUI COCTaBa Yepe3 Urily AJis Jiedanero Bpada. Kpome
TOTO, COCTaB, COZiep KALUN TMCTUANH U apTUHUH, XOPOILIO MePEHOCUIICS I1a3aMH KPOJIHKA.

[0060] Temepp Oymer chenaHa TNOApPOOHAs CChUIKA HA WJUTIOCTPATHBHBIE BapPHAHTHI
ocymectsieHus. CienyeT NOHUMATh, YTO HI)KECJEAYIOLINe ONUCAHUS He MpeJHa3HaA4YeHbl IS
OTpaHMYEHUs]  BApUAHTOB  OCYINECTBJIEHMsS  OJHUM  MPEANOYTUTEIbHBIM  BapUAHTOM
ocywecTBieHns. HanpoTtus, oHM NpenHa3HaueHbl AJs1 OXBaTa ajlbTEPHATHUB, MOAM(UKALUN U
SKBHUBAJICHTOB, KOTOPbIE MOTYT OBITh BKJIIOYEHBI B CYIIHOCTb U OOBEM ONMHCAHHBIX BAapPHUAHTOB
OCYIIECTBIIEHHSI, KaK OTPENEJICHO B MpriiaraeMoi popmysie n300peTeHus.

[0061] Ecnu He ompeneneHo HHOE, BCE TEXHUYECKHE M HAaydHble TEPMUHBI,
UCTIONIBb3YEMBIE B JAHHOM JOKYMEHTE, HMEIOT TaKOe e 3HaYeHHE, KOTOPOe OObIYHO MOHUMAETCS
OOBIYHBIM CHEHMATHCTOM B OOJACTU TEXHMKHM, K KOTOPOH OTHOCHTCS H300peTeHHe.
Hcnonb3yeMblil B TaHHOM JOKYMEHTE€ TEPMUH «OKOJO» MPU HCHOJB30BAHUU B OTHOILIEHUU
KOHKPETHOIO NMPUBEAECHHOIO YUCIOBOIO 3HAYEHUS] O3HAYAET, YTO 3HAYEHHE MOXKET OTJINYaThCs
OT TpPUBENEHHOro 3HaueHust He Oosee uyem Ha 1%. Tak, Hampumep, B AaHHOM KOHTEKCTE
BbIpaskeHHe «okojo 100» Bxmouaer 99 u 101 u Bce 3HaueHus mexxay HUMHU (Hanpumep, 99,1%,
99,2%, 99,3%, 99,4% uT. 1n.).

[0062] B BapuaHTe OCyIeCTBJeHHs H300peTeHus (papMaleBTHUECKHI COCTaB COTJIACHO
naHHOMY u300peTeHn0 coorBercTByer USP <789> must unbekuuii Majnoro odbema (SVP)
0o(hTaNbMOJIOrMYECKUX PACTBOPOB, HAITPUMED, COAEPKUT MeHee YeM 0KkoJ10 S0 yactui >10 MkM B
AUaMeTpe Ha MJI, COAEPKUT MEHEe OKOJIO 5 YacTHULl > 25 MKM B TUAMETPE HA MJI, WJIU COAEPKUT
MeHee OKO0JIO 2 JacTull > 50 MKM B TUaMeTpe Ha MIL

[0063] Obparure BHMMaHME, YTO JUIS IIeJIeH NaHHOTO OIMCAHMS «UHTPABHTPEATbHAS
UHBEKLUST» OTHOCHTCSI K MHBbEKLIUU B CTEKJIOBHIHOE TEJIO TJia3a (PsiioM C CEeTUATKOW B 3aHEH
94acTu I1aza). BeIpaXeHHUs «MOOXOAWT AJsl MHTPABUTPEATBbHOTO BBEACHUS», KIIOIXOIHUT IS
UHTPAaBUTPEANbHON MHBEKUMU» U T.II. O3HA4YaKOT, UYTO paccMaTpUBAaE€MbIll COCTaB MOKHO
0e30macHO BBOIWUTh B CTEKJIOBHIHOE TEJIO TJjla3a CyObeKTa, He BBI3bIBAsI KaKUX-THOO
HE)KeJIaTeNIbHBIX PEeaKLUH, TOMUMO TeX, KOTOpPbIE, KAK N3BECTHO, CBSA3aHbl C MHTPaBUTPEAIbHON
UHBEKLHEHN Diiea.

[0064] Tepmun «papmaneBTUYECKUN COCTaB» B ITAHHOM JOKYMEHTE OTHOCHUTCSI K

COCTaBaM,  BKJIIOYAOIMM  (papMauneBTUUECKU  TpUEMJIEMble  HOCUTENH,  Halpumep,
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UCTIOJIB3YeMbIM ISl BBEIEHUs] CIHUThIX OenkoB penentopa @POC (mampumep, adaubeprenta
WM KoHOepLenTa) cyObeKTy Al IPUMEHEHHUS B TEPAIeBTUUECKUX/METUILIMTHCKUX LETISIX.

[0065] Tepmun «(papmaneBTUHECKH MPHEMJIEMBII» OTHOCUTCS K COCTaBY, KOTOPBIA B
paMKax 3ApaBOro MEIULMHCKOTO 3aKIFOUEHUs MOAXOANT AJISl BBEACHUS B IJ1a3.

[0066] TepmuH «cyOBEKT» B JAHHOM JOKYMEHTE OTHOCHTCS K JIFOOOMY CYyOBEKTY-
MJIEKOTTUTAIOIIEMY (HAaNpHMep, KPOJIHMKY, MbIIIH, KPbICe UM 00e3bsHE), B YACTHOCTH YEJIOBEKY,
HarpuMmep, IUIsl KOTOPOrO JKeJlaTeNbHbl JAMArHOCTHUKA, IMPOTHO3 WJIM JIeYEHHE C ITOMOLIBIO
OTUCAHHBIX B JAHHOM JIOKYMEHTE COCTABOB.

[0067] TepMuH «BOAHBIN» COCTaB OTHOCUTCS K COCTABY, KOTOPBIN COAEPKUT BOLY.

[0068] TepMuH «JI€UNTHY» WIN «JI€YEHHUE» OTHOCUTCS K TepPameBTHUECKON Mepe, KOTopas
oOpammaer, cTaOMIU3MPyeT WM YCTpaHSeT HexeNnaTelbHOe 3a00JieBaHHe WM HapyIIeHHe
(Hampumep, aHrHOreHHOe 3a00JIeBaHHE WM 3JI0KAYECTBEHHOE HOBOOOpA3OBaHHE IJia3),
HaNpuMep, BbI3BIBASI PErpecc, CTa0WIN3ALUI0 WM YCTPAHEHHE OJHOTO WK 0oJjiee CHMITTOMOB
WIM TIPU3HAKOB TAKOro 3a0O0NieBaHMS WM HAPYLIEHUS COTJIACHO JIOOOW KIMHUYECKU
OTpeneNnsieMOl CTENeHH, HApUMep, B OTHOLIEHHH aHTMOTEHHOTO 3a00JIeBaHUS IJa3, BBI3bIBAS
CHIDKEHHE WM TOJ/IeprKaHKe MO [IKaJle OLEHKH TshkecTH nuaderndeckoit pernaonatuu (DRSS),
yIydlias WIH TOAAepKHUBas 3peHue (HampuMmep, B OCTPOTE 3peHHs C MaKCHMaJbHON
KOppeKLHel, HanmpuMep, U3MEpPeHHOH 1o yBenudeHnto OykB mo mkane ETDRS), ysenmuupas
WIN COXpaHss TOJ€ 3peHUs] W/WIM YMEHbLIas WU TOANEP)KUBAasl TONIIMHY LEHTPAJbHOM
00JacTH CeT4aTKu M, B OTHOLIEHHWH 3JI0Ka4eCTBEHHOI'O HOBOOOPA30BaHMs, OCTAHABIIHMBAS WJIH
BBI3BIBAs PErPECC POCTA, BBDKUBAEMOCTH M/MIIM METACTA3UPOBAHUS PAKOBBIX KJIETOK Yy CYOBEKTa.
Kax mpaBuio, TepameBTudeckas Mepa INpeACTaBlsseT COOOH BBeINeHHE ONHOM uiau Oonee 103
TepaneBTHUeCKHu >(PPEKTUBHOrO KonudecTBa ciautoro Oenka perentopa @POC cyObekTy ¢
3a00JIeBaHIEM HJTH HapYLICHUEM.

[0069] «IIpemoTBpamaTh» WM <IIPEJOTBPALIEHHE» OTHOCATCS K MPOQUIAKTHYECKOM
Mepe sl PeKpaleH sl Pa3BUTHST HEXKEIATENbHOTO 3a00JIeBaHMs WM HaApyLIeHUs (Hampumep,
AHTMOT€HHOT0 3a00JIeBaHUS IJ1a3).

[0070] SE-UPLC MOXHO HCIOJNB30BAaTh B JAHHOM M300PETEHUU IJIT KOJHYECTBEHHOTO
OTpEeNeNeHus] MPUCYTCTBUSI BBICOKOMOJIEKYJISIPHBIX coenuHeHni B cocrtaBe. SE oTHocuTCs K
sKCKIIFO3UOHHON xpomarorpadguu. UPLC orHocuTcst K cBepxd3(peKTHBHON KUAKOCTHON
xpomarorpadun. ITomxonsimue xomoHkH aist SE, KOTOpbIE MOJKHO HCIIOJIb30BaTh B CHUCTEME
UPLC nns xapakTepucTHkH Takux BM coenuHenmii cnutbix OenkoB peuentopa PPOC
(Hampumep, admubepuenTta win KOHOepLeNnTa) B COCTAaBe, CIMOCOOHBI Pa3delisiTb MOJIEKYJIbI B
Auana3oHe MOoJeKyJIspHbIX Macc okojo 10000-450000 ManproH. CM., Hampumep, KOJOHKY
ACQUITY UPLC Protein BEH SEC 200A. B BapuaHTe OCyIIECTBIEHHs H300PETEHUS BE U3
TAKUX KOJIOHOK COEIMHEHBI IOCJIEAOBATEIbHO NPU KOJWYECTBEHHOM omnpeneneHnn BM
coenuHennii B coctae. B UPLC yiydineHa 4yBCTBUTEIbHOCTD U pa3peLIeHNe IO CPABHEHUIO C
HPLC (BbicokoaddexTnBHON kuakocTHOH xpomarorpadueir). B UPLC wucnons3yrorcs
npuOOpPBI, KOTOPBIE PA0OTAIOT MPH BBICOKOM JABJIEHUU U HCIIONB3YIOT OOJiee MEIKHE YaCTHLIbI

(xax mpaBWJIO, MEHEe ueM OKOJIO 2,5 MKM), 4eM Te, Kotopble ucnonsdytorcss B HPLC. Bonee
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toro, noaswkHble ¢azsl UPLC paGoraroT mpu Oosiee BBICOKHUX JIMHEWHBIX CKOPOCTSIX, YeM
HPLC.

[0071] BapuaHTbl OCyLIE€CTBJIEHUS B TAHHOM JIOKYMEHTE BKJIIOYAIOT COCTaBbl, KOTOPBIE
HUMEIOT BBICOKYIO KOHLEHTpauuio (Hampumep, okoso 60 mr/miu, okono 80 mr/miu, oxojo 90
Mmr/mia, okojio 100 mr/mn, okonmo 113,3 mr/min, okono 114,3 mr/miu, okono 120 mr/mi, okoyo
133,3 mr/mn, okono 140 mr/min, okosno 150 mr/mu, okono 200 mr/mi wiau okono 250 mr/mi)
ciuroro Oenka peuenropa @PPIC (manpumep, adaubepuenrta nimm koHOepuenra). [loxxonsimme
COCTaBbI, BKJIFOYEHHBIC B JAHHBIN JOKYMEHT, UMEIOT BBICOKYIO KOHLIEHTPALUIO CIIMTOrO Oejka
peuentopa D®POC, Oydep, TepMoCTaOMUIM3ATOP W MOBEPXHOCTHO-aKTUBHOE BEIECTBO. B
HEKOTOPBIX aCIMEeKTaX MOIXOMSIIUI COCTAaB AOMOJHHUTEIBHO COAEPIKUT CHIIKAIOIIUH BSI3KOCTH
areHT. B npyrux acmekrax MOIXOASIIIUI COCTaB MO CYIIECTBY HMCKIFOYAET BCE CHIIKAIOIIUE
BSI3KOCTh areHThl. Tunuanble coctaBbl UMeOT pH ot okono 5,0 mo okono 6,8 (Hanpumep, 5,8),
HO MOTYT UMeTh Jirobol pH, moxxonsmmii s BBeneHus: ciauroro Oenka peuentopa ®POC B
ria3 cyobekTa.

[0072] JanHoe u300peTeHHE BKJIOYAET COCTABBI, KOTOPBIE COAEPKAT CIUTHIA Oeok
peuentopa ®POC (Hampumep, adaudepuent uiu KoHOepUENT) B KOMOMHAIIMKU C OJHUM WJIH
Ooyee MOMONHUTENBPHBIMU TEPANEBTUUECKUMH areHTamMu (Harmpumep, HHruoutopom Ang-2
(marmpumep, antuTenoM npotuB ANG2 WM €ro aHTHIeHCBS3BIBAOLINM (ParMeHTOM MU
HecBakyMaOoMm), aktuBaTtopoM peuentopa Tie-2, antu-PDGF, antuTenom mpotus penenrtopa
PDGF wmmu penentopa-Oeta PDGF wumm ero aHTUreHCBs3bIBaOIUM (PparMEeHTOM W/WiH
nonoaHUTebHBIM aHTaroHnctT ®POC, Takum kak Oeparm3ymad, paHuOusymad, merantaHuo,
WIN pacTBOpUMOM Qopmoli peuenTopa-3 (¢akropa pocTa SHIOTENHS COCYAOB YEJNOBEKa
(VEGFR-3), conmepskammii BHEKJETOUHble AOMeHbl 1-3, skcmpeccupyemble kak Fc-cnuTeiit
Oenok), a Takke CrnocoObl MPO(PHUIAKTUKK WM JIEYeHHUS, BKIIFOYAIOIINE BBEACHHUE TAKUX
COCTaBOB, KaK OOCY)KHaeTcsi B JAHHOM IOKyMeHTe. B BapuaHTe OCyIlecTBIeHUs H300peTeHus
COCTaB COTJIACHO TAHHOMY M300PETEHHUIO COMEPKUT CIUTHIN Oenok perenropa @PIC, Takoii kak
apnubepuent, HO UCKJIOYAET JIFOOOW ITOMOJHUTENbHBIA TEPaNeBTHUECKUH areHT (Hampumep,
KOTOPBIH MPEACTABIIAET COOOM aHTHUTENO HITH €0 aHTUICHCBS3bIBAIOIINN (PPATMEHT).

[0073] TepmMuH «B COUETaHHH C» yKa3bIBAET HA TO, YTO COCTAB U JOTMOJHUTEIbHBIN
TEPANeBTHUECKUH areHT MOTYT OBITh COCTABJICHBI B €IUHYK) KOMIIO3UIUIO, HAIPUMEp, AJIS
OJHOBPEMEHHOW JIOCTABKHM, WJHM COCTABJIEHbl OTHIEJIBHO B JBE WM Oojiee KOMIO3HIMN
(Harmpumep, HabOop). JlOMONMHUTENBHBIN TEPAIEBTUYECKUH areHT MOXET ObITh COCTAaBJIEH B BUIE
ero coOCTBEHHOTrO (papMareBTUYECKOro cocTaBa. Kaxnblii U3 HUX MOJKHO BBOJIUTH CYOBEKTY
OJHOBPEMEHHO C APYTUM HJIH B IPYroe BpPeMsl, YeM KOTrZa BBOIST APYroro, HalmpuMep, Kakiaoe
BBEICHHE MO)KHO MPOBOASAT HE OAHOBPEMEHHO (HAIpUMep, OTAEIBHO HIIH TOCIEAOBATENBHO) C
MHTEpBAJIaMH B TEYCHUE 3aJJaHHOTO Nepuosa BpeMeHu. bojee Toro, cocTaB U JOMOIHUTEIbHBIHN
TEPANeBTHUECKUI areHT MOYKHO BBOJIUTD CYOBEKTY TEM K€ WIH APYTUM Iy TEM.

[0074] B BapuaHTe OCYLIECTBJICHHS H300PETEHUST COCTAB COIJIACHO JaHHOMY
M300pETEHUIO CONEPIKUT OAWH WIM Ooyiee M3 CIEAYIOLUIMX KOMIIOHEHTOB. HATpuil cyibdar

(marpumep, 50 MM); HaTpuii THOLMaHAT (Hampumep, SO MM), HaTpuii uutpar (Hampumep, 40
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MM); rmuuH (Hanpumep, S0 MM); Hatpuii xaopun (Hanpumep, S0 MM); nusus (Harnpumep, S0
MM); Hatpuii acmaprar (Hampumep, S0 MM), w/wnm Hatpuii riyramar (Hampumep, S0 MM).
Hanpuwmep, B BapuaHTe OCYILIECTBICHNUS KOMIIO3ULIUSA CONEPKUT KOMOMHAIIMIO HATPUN LUTpaTa
(marmpumep, 50 MM) u apruHuH ruapoxygopuzaa (Harnpumep, S0 MM);, rmuuuH (Hampumep, 50
MM) u apruHuH runpoxjopuna (Hanpumep, S0 MM); Hatpuil acnaprata (Hanpumep, 50 MM) u
apruHuH ruapoxyopuna (Hampumep, S0 MM); mnu Hatpuil rmyramata (Hampumep, S0 MM) u
apruHuH ruapoxyopuna (Hampumep, S0 MM).

Cnumuie 6eaxu peyenmopa ©PIC u opyeue uneudoumopvr OPIC

[0075] Jns ueneit B JaHHOM JOKYMEHTE «CIIHThIN Oesok perenitopa @®PICy» oTHOCUTCS K
MOJIEKYJIe, KOTOpasi CONEP>KUT onuH mim Oonee peuentopoB @PPIC mnm MX TOMEHOB, CIUTHIX C
APYTUM TOJIUINENITUAOM, KOTOPBIH NMpensTcTByeT B3aumoaencTeuio Mexay OPIC u npupoaHsim
peuentopom @®POC, Hampumep, rne ABa W3 TAKUX CIHUTHIX MOJHUIENTHAOB CBSI3bIBAIOTCS,
oOpa3ysi romoauMep WU Ipyrod myiabTuMmep. Takue ciutbie Oenku perenropa OPIC moryt
Ha3piBaThCsl «itoBymka OPOC» mmun «VEGF Trapy. Camrteie Genku peuentopa ®PIC B
KOHTEKCTE TaHHOTO ONMCAHMS, TOANAAAIOIINE MO 3TO OINpEAeNieHHe, BKIOYAIOT XHMEPHbIE
MOJIUTIENITH/IBI, KOTOPBIE COAep KaT aABa Wik Oosiee ummyHornoOynH (Ig) -monodHbIX AOMeHa
peuenropa ®POC, nanpumep, VEGFR1 (takke m3BectHsbii kak Fltl) w/umu VEGFR2 (Takxke
usBecTHbll kak Flkl wmmu KDR), a Takike MOXKET CoAepKaThb MYJIbTUMEPHU3YIOIMUNA TOMEH
(manmpumep, Fc-nomen).

[0076] HnmoctpatuBHBIH cnuThlii Oenok penentopa PPIC mpencrasnser coboit
monekyiy, HaspiBaemMyrdo VEGF1R2-FcACl(a), kotopasi KOmMpyeTcs IOCIeIOBATeIbHOCTHIO
HyksenHoBo! kucnoTsl SEQ ID NO: 1 unu ee nykneorunamu 79-1374 unu 79-1371.

[0077] VEGF1R2-FcAC1(a) cocTouT U3 Tpex KOMIIOHEHTOB:

(1) xomnonenta VEGFR1, conepkammero amunokuciaorel 27-129 uz SEQ ID NO: 2;

(2) xomnonenta VEGFR2, comepskatuero amunokucinorsl 130-231 u3 SEQ ID NO: 2; a
TaKKe

(3) mynpruMmepusyromero kommnonenta («FcACl1(a)»), comepskamero aMUHOKHUCIIOTHI
232-457 uz SEQ ID NO: 2 (C-kxonuessie amuaokucioTel SEQ ID NO: 2, T.e. K458, moryT ObITh
BKJIFOUEHBI UJIM HE BKIIFOUEHBI B ciuThie Oenku peuentopa @POC, cm. matent CLIA Ne 7396664
win 7354579, BKIIOYEHHBIE B JaHHBIA JOKYMEHT JJisi Bcex meneii). OOpature BHUMAHHE, YTO
aMIHOKHUCIOTHI 1-26 n3 SEQ ID NO: 2 npeactaBisitoT co00# CUTHAJIBHYIO TOCIEA0BATEIbHOCTD.

B BapuanTe ocymecTBieHuss u3o0peTerus ciauThlii Oenok peunentopa PPIC comepxut
aMUHOKUCJIOTBI 27-458 wnu 27-457 uz SEQ ID NO: 2.

[0078] B BapumanTe ocyuiecTBieHUss H300peTeHHst CiuThbii Oeniok peuentopa PPOC
COIEPIKHT:

(1) ummyHnornodunononoOueii (Ig) nomen 2 mepsoro peuentopa @POC (Hanpumep,
VEGFR1), u

(2) nomen 3 Ig Broporo penentopa @PPIC (manpumep, VEGFR2),

(3) u, HEOOs3aTEBHO, AOMOJHUTENBHO conep kUt goMeH 4 Ig Broporo penenropa ®PIC
(marmpumep, VEGFR2) u
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(4) mynpTEMEpHU3YIOLINI KOMIIOHEHT (Hanpumep, Fc-nomen IgG).

Hanpuwmep, B BapuaHTe OCyIIECTBIEHUsI M300peTeHns ciuThlii O6enok peuentopa GPIC
HMEET CIIeIyIOIIee PACIIOIOKEHNE YKa3aHHBIX IOMEHOB:

[nomen 2 Ig VEGFR1] - [nomen 3 Ig VEGFR2] - [MC] (nanpumep, ero romoauMep) uiu

[domen 2 Ig VEGFRI1] - [momen 3 Ig VEGFR2] - [nomen 4 Ig VEGFR2] - [M(C]
(Hanmpumep, ero roMOANMeED).

[0079] B BapuanTe ocymecTBieHHs H300peTeHHs CIuThIH Oesok peunentopa PPOC
npezacrasisier coboit Mmuau-JI0BYIKY PPOC, KOoTOpas npencraBnser cOOON MOJIEKYITy-JIOBYIIKY
OPOC ¢ ycedeHHBIM MyJIBTUMEPU3YIOIUM KOMIOHeHTOM (Hampumep, Fc), Hampumep, B
KOTOpPOH MHHHU-JIOBYIIKA BCE €ILIe COAEPKUT ImapHupHyro obmacte Fc. Cwm., Hampumep,
W02005/00895 unmu natent CHIA Ne 7396664.

[0080] Crnenmyer OTMETHTh, YTO OAaHHOE OIMUCAHHE TAKXKe BKIIOYAET B CBOU OOBEM
COCTaBBI C BBICOKOH KOHIIEHTpalMeH, comeprKaiye, BMECTO CIUThIX OenkoB perenrropa @PIC,
MosekyJibl, cBsi3piBatoue ®PIC, u anturena nporus @POC M MX aHTUTEHCBSI3BIBAIOIIHE
¢bparmeHTHl,

OeBann3ymald (Hanpumep, B KOHLEHTpauu okojo 80-90 nnm 88 mr/mi),

parnbuszymab (Hampumep, B KOHIEHTparuu okono 20-40 mr/mu, Hampumep, 21-35, 21
win 35 Mr/min),

anramep nporus @PPIC, Takoli kak nerantanud (HarpuMep, neranTaHud HaTpus),

onHouernoyeyHoe (Hampumep, Vi -Vy) antuteno mnporuB DOPOC, Ttakoe kak
Opomommsymald (Harmpumep, B a-*--F--------- KoHUeHTpauuu okosio 200-400 wmu 200, 210, 400
uiau 420 mr/mn),

DARPin mporuB ®PPIC, Takoit kak aOunumap neron DARPin (mampumep, B
KOHLEeHTpauuu okoso 70-140, 70 umu 140 mr/mi), unn

Oucneunduueckoe antureno nporus PPIC, HanpuMep, KOTOPOE TAKXKe CBSI3bIBAETCS C
ANG2, takoe kak RG7716 (Hanpumep, B kKoHIeHTpauuu okosio 100-400, 100, 105, 400 wmm 420
MT/MIT).

UroObl CBECTH K MUHUMYMY TIOBTOPSIEMOCTh BAPHAHTOB OCYLIECTBICHHUS, 00CYKIaeMbIX
B JJAHHOM JJOKYMEHTE, MPENIoIaraeTcs, 4YTo 00beM JaHHOTO M300PETeHHsI BKIFOYAET BAPHAHTHI
OCYIIECTBIIEHHs, B KOTOPBIX JIFOOOH M3 COCTaBOB, OOCYXIAa€MbIX B JaHHOM JOKYMEHTE,
comepKuT BMecTo ciuroro Oenka penentopa @PIC, antureno nporus ®PIC wnmm pparment
aHTHUTENa, WU JPYTyI0 MoJekyny, cessbiBatomyro DPPOC, kak oOcyxknmaercs B TaHHOM
nokymeHte (Hampumep, 3amenieHHy0 DARPin nporus ®POC) B moboit 3 o0Cy:kaaemMbIx B
JAaHHOM JIOKYMEHTe KOHUeHTpauuil. Hanpumep, nanHOe H300peTeHHE BKIIIOYAET COCTaB,
cogepxammii 35 wnimm 80 mr/mn panubuszymada, Oydep, TepMocTaOMUIM3aTOpP, CHUKAFOLIUI
BSI3KOCTB areHT U MIOBEPXHOCTHO-aKTHBHOE BEIIECTBO.

[0081] DARPin mpencraBisitoT coOOi CKOHCTPYHPOBAHHbIE O€IKH C AHKHPUHOBBIM
nosropoM. DARPin, kak mpaBuio, comepar OT TpPeX OO YeThIPeX IUIOTHO YIAKOBAaHHBIX
MIOBTOPOB U3 NMPUOIM3UTENBHO 33 aMMHOKHCIIOTHBIX OCTaTKOB, KAKIBIH M3 KOTOPBIX CONEPIKUT

B-moBOPOT W [BE AaHTUMApAJUIENbHBIE C-CIUpPANU. OJTOT JKECTKUN Kapkac oOecrnednBaeT
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cTabuibHOCTh Oeika, OTHOBPEMEHHO obecreunBasi MpeAcTaBlieHHe BapuabeNbHbIX O0JacTei,
KaK MPaBUJIO, COAEPIKAIIKNX IIeCTb AMUHOKHUCIIOTHBIX OCTaTKOB Ha TMOBTOP, JJIsI PACTIO3HABAHHMS
MUIICHH.

[0082] Anruteno «mpotus ®PIC» MM aHTUIeHCBA3BIBAIOIIMN (parMeHT aHTHTENA
OTHOCHUTCSI K aHTUTEJy WK (PparMeHTy, KOTopble crierudpudecku casi3biBaroTcsi ¢ ®PIC.

[0083] MnmroctpatuBHble cnuThie Oenku peuentopa @POC BrmouaroT adpnubepuent
(Oiinea®, Regeneron Pharmaceuticals, Inc.) mnm xonOepuenTt (KOMMepYeCKH HpOaBaeMbIH
Chengdu Kanghong Biotechnology Co., Ltd.). Cm. nyOnukamnuio MeXayHapOIHOW MaTeHTHOM
3asiBku Ne WO2005/121176 umm WO2007/112675. Tepmunsl «adguudepuent» u «KoHOEpLENT»
BKJIFOYAIOT UX OHOnonoOHble BepcHu. buomnonoOHas BepCcHsi STAJIOHHOTO MPOAYKTa (HAarpuMep,
apmubepuent), Kak TPaBWJIO, OTHOCHUTCS K TPOAYKTY, COHEpKAIleMy HACHTUYHYIO
AMUHOKHCJIOTHYEO TTOCJIEIOBATEIbHOCTD, HO BKJIFOYAET MPOAYKTHI, SIBJISTFOIIHECS OUOTOO0HBIMHU
B cooTBeTcTBHH ¢ 3akoHOM CIIIA 0 1IeHOBOI KOHKYPEHILIMU H HHHOBALMSIX B OUOMpenaparax.

[0084] @apmaneBTUYECKHE COCTaBbl COTJIACHO JaHHOMY H300pPETEHHI0 UMEIOT
«BBICOKYIO KOHIIEHTpaLMO». PapMalieBTHUYeCKHe COCTaBbl C BHICOKOW KOHI[EHTPALIUEH COTIaCHO
JaHHOMY H300peTeHHI0 coaepkaTr ciauThiid Oenok pernentopa ®POC B KOHLEHTpaUUU IO
MmeHblel mepe 41 mr/min, mo meHbined Mepe 80 mr/mu, mo mesbuied mepe 100 mr/mu, mo
MeHblIel mepe 125 mr/mi, no mensieit mepe 140 mr/mu, mo Menbineii mepe 150 mr/mu, mo
MeHbIned mepe 175 mr/mi, o menbmed mepe 200 mr/mi, mo MeHbled mepe 225 mr/mii, 1o
MeHblIel Mepe 250 Mr/Ma wiau mo MeHelueld mepe 275 Mr/miul. ANBTEpHATUBHO, «BBICOKAs
KOHIIEHTPALUS» MOXKET OTHOCHTBCSI K COCTaBaM, KOTOpPBIE COAEPKAT KOHICHTPALMIO CJIIUTOTO
oenka peuenropa ®POC ot okono 140 mr/mia no okono 160 Mr/mi, MO MEHBIIEH Mepe OKOJIO
140 mr/mn, HO MeHee yeM 160 mr/mi, ot okosno 41 mMr/mi g0 okono 275 mr/miu, ot okojo 70
MI/MJT 10 OKOJIO 75 Mr/mi uiu ot okoJio 80 Mr/mi 1o okoso 250 mr/mi. B HekoTophIx acnekrax
KOHLeHTpauusi ciurtoro Oenka peuentopa ®POC B cocraBe COCTaBIsIeT OKOJO JOOOH H3
CIeNYyIOINUX KOHUeHTpauui: 41 mr/mir, 42 mr/mi;, 43 mr/mi;, 44 mr/mi;, 45 mr/mot, 46 mr/wmi;, 47
mr/mi;, 48 mr/mit; 49 mr/mur;, 50 mr/mir;, 51 mr/mur, 52 mr/mot, 53 mr/mi;, 54 mr/mor, 55 mr/mi;, 56
mr/mi;, 57 mr/mi;, 58 mr/mur; 59 mr/min;, 60 mr/mut;, 61 mr/mor, 62 mr/mi;, 63 mr/mit;, 64 mr/mit, 65
Mr/mi;, 66 mr/mit;, 67 mr/mir, 68 mr/mi;, 69 mr/mur, 70 mr/mi;, 71 mr/mi; 72 mr/mor;, 73 mr/mi;, 74
mr/mi;, 75 mr/mi;, 76 mr/mur;, 77 v/, 78 mr/mut; 79 mr/mor, 80 mr/mit; 81 mr/mur; 82 mr/mir;, 83
mr/mi; 84 mr/mit; 85 mr/mur; 86 mr/mi;, 87 mr/mur;, 88 mr/mi;, 89 mr/mi; 90 mr/mur; 91 mr/mi;, 92
Mr/mi;, 93 mr/mi;, 94 mr/mi;, 95 mr/mi;, 96 mr/mi, 97 mr/mi; 98 mr/mi; 99 mr/mi; 100 mr/mu;, 101
mr/mi; 102 mr/mut; 103 mr/mi; 104 mr/mor;, 105 mr/mur; 106 mr/mor;, 107 mr/mor; 108 mr/ma; 109
mr/mi;, 110 mr/mi; 111 mr/mi; 112 mr/mo;, 113 mo/mor;, 113,3 mr/ma; 114 mr/mo; 114,1 mr/ma;
114,2 mr/ma; 114,3 mr/mur; 114,4 mr/mn;, 114,5 mr/mon; 114,6 mr/mn, 114,7 mr/mi, 114,8 mr/mo;
114,9 mr/mur;, 115 mr/ma; 116 mr/mor; 117 mr/ma;, 118 mr/mor; 119 mr/mor;, 120 mr/mo; 121 mr/mor;
122 mr/mo; 123 mr/mi; 124 mr/mor, 125 mr/mi;, 126 mr/mon;, 127 mr/mor;, 128 mr/mi; 129 mr/mor;
130 mr/mm; 131 mr/mur; 132 mr/mor; 133 mr/mor; 133,3 mr/mot;, 133,4 mr/mon, 134 mr/mor, 135
mr/mi;, 136 mr/mut; 137 mr/mo;, 138 mr/mur; 139 mr/mi; 140 mr/mor; 141 mr/mo;, 142 mr/mor;, 143

mr/mi;, 144 mr/mot;, 145 mr/mn;, 146 mr/mot;, 147 mr/ma;, 148 mr/mor, 149 mr/mor; 150 mr/mor;, 151
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mr/mi;, 152 mr/mi; 153 mr/mi; 154mr/mi; 155 mr/mi; 156 mr/mon; 157 mr/mon; 158 mr/mor;, 159
mr/mi;, 160 mr/mit; 161 mr/mn; 162 mr/mur; 163 mr/mi; 164 mr/mo;, 165 mr/mur; 166 mr/mi;, 167
mr/mi;, 168 mr/mut; 169 mr/ma;, 170 mr/mit; 171 mr/mn;, 172 mr/mon, 173 mr/mot;, 174 mr/mon, 175
mr/mi;, 176 mr/mut; 177 mr/m;, 178 mr/mit; 179 mr/mi;, 180 mr/mur; 181 mr/mut; 182 mr/mur; 183
mr/mi;, 184 mr/mut; 185 mr/mm; 186 mr/mur; 187 mr/mi; 188 mr/mur, 189 mr/mur; 190 mr/mar;, 191
mr/mi;, 192 mr/mur; 193 mr/mi;, 194 mr/mor, 195 mr/mi;, 196 mr/mon;, 197 mr/mor;, 198 mr/mi;, 199
mr/mi;, 200 mr/mut; 201 mr/mi;, 202 mr/mr;, 203 mr/mi;, 204 mr/mor, 205 mr/mur, 206 mr/mor, 207
mr/mi;, 208 mr/mut; 209 mr/mi;, 210 mr/mr;, 211 mr/mi; 212 mr/mor, 213 mr/mur, 214 mr/mor, 215
mr/mi;, 216 mr/mit; 217 mr/ma;, 218 mr/mit;, 219 mr/mi;, 220 mr/mor, 221 mr/mi, 222 mr/mo, 223
mr/mi;, 224 mr/mi;, 225 mr/mi;, 226 mr/mt, 227 yr/mi; 228 mr/mor, 229 mr/mi;, 230 mr/mar;, 231
mr/mi;, 232 mr/mi;, 233 mr/mi; 234 mr/mi; 235 mr/mo;, 236 mr/mor, 237mr/mor, 238 mr/mr;, 239
mr/mi; 240 mr/mut; 241 mr/mi;, 242 mr/mor, 243 mr/mi; 244 mr/mo;, 245 mr/mor, 246 mr/ma;, 247
mr/mi; 248 mr/mit; 249 mr/mi; 250 mr/mor, 251 mr/mi; 252 mr/mor;, 253 mr/mor, 254 mr/mi; 255
Mr/mi;, 256 mr/mit; 257 mr/ma; 258 mr/mit; 259 mr/mi;, 260 mr/mor, 261 mr/mi; 262 mr/mr;, 263
Mr/mi;, 264 mr/mit;, 265 mr/mi;, 266 mr/mit;, 267 mr/mi; 268 mr/mir, 269 mr/mur;, 270 mr/ma;, 271
mr/mr, 272 wmr/mon, 273 wmr/mot, 274 wmr/mor; w275 mr/moi. B gaHHOM  TOKyMeEHTe
paccMaTpPUBAOTCS APYTrHUe KOHLEHTpauuu ciuroro Oenka penenropa ®POC npu ycloBuu, 4TO
9Ta KOHLEHTpPAUUs IEHCTBYET B COOTBETCTBHH C BapUAHTAMH OCYIIECTBJIICHHS B JaHHOM
TOKYMEHTE.

[0085] B ogHOM U3 BapUaHTOB OCYLIECTBIIEHHS M300peTeHns (hapMaLeBTHUECKUI COCTaB
COTJIACHO TAHHOMY H300PETeHHIO MMEeT TaKyI0 KOHLIEHTPALHIO, YTOOBI COMEpKaTh OKOJIO 4, O,
8, 10, 12, 14, 16, 18 mnu 20 mr ciutoro Oenka peuentopa @PPOC (Hanpumep, adaubdepuenTa),
WA KOJIMYECTBO TaKOro Oenka B Jr00Oi M3 €ro mpueMiIeMbIX 103, 00CYKIaeMbIX B IaHHOM
NOKyMeHTe, B 0kosio 100 MKJI Wiii MeHbLIE, OKOJIO 75 MKJ WM MEHbIIE UJIN OKOJIO 70 MKJI UiIu
MeHblIE, HanpuMep, okoio 50 Mk, 51 mki; 52 Mk, 53 M, 54 Mk, 55 Mkit; 56 Mk, 57 MK,
58 mxur; 59 Mk, 60 M, 61 Mk, 62 MKIT, 63 MKIT, 64 MK, 65 MK, 66 MKIT, 67 MK, 68 MKIT; 69
MK, 70 Mg, 71 mia;, 72 Mg 73 Mg, 74 Mo 75 v, 76 M, 77 Mo 78 mkor, 79 Mk, 80
Mk, 81 Mk, 82 Mk, 83 mki;, 84 Mk, 85 Mk, 86 Mk, 87 mki;, 88 mki; 89 mki; 90 mki; 91
MKJT, 92 MK, 93 MK, 94 Mk, 95 Mk, 96 Mk, 97 Mk, 98 Mk, 99 Mk, unu 100 MxJ1.

[0086] ManHoe m300peTeHMEe BKJIIOYAeT JIFOOOW W3 COCTABOB, MPHBEIEHHBIX B JaHHOM
IOKYMEHTe B paszzene «Hnmocmpamuensie cocmagsl», HO B KOTOPBIX KOHLIEHTPALHS CIIHTOTO
oenka peuentopa ®POC (Hanmpumep, adiubeprenta) 3amMeHeHa KOHIICHTpAIUEH, KOTOopas
ykazaHa B 3ToM paszaene («Ciurblie 6enku perenropa PPIC u apyrue narudutopsr PPIC»).

byghepoi

[0087] Bydeps! mis UCHONB30BaHUS B JAHHOM JOKYMEHTE OTHOCSTCS K PacTBOpam,
KOTOpBIe YCTOMYMBHI K H3MEHEHHIO pH Tpu UCTIOIB30BaHUHM KHCJIOTHO-OCHOBHBIX KOHBIOTATOB.
Bbydeps! ciocobubl nogaepskusate pH B auanazone ot okono 5,0 1o okojo 6,8, Oonee THMIUIHO
ot okoJyio 5,8 mo okono 6,5 m Haubosiee TUMUYHO OT okojio 6,0 mo okoyo 6,5. B HeKoTOpBIX
cinydasix pH KOMIO3ULHH COTJIACHO JAaHHOMY M300PETeHHIO COCTaBisieT okojio 5,0, okoio 5,1,

0KOJI0 5,2, okoJ10 5,3, okoj0 5,4, okoJ0 5,5, okoyo 5,6, okoJIO 5,7, 0kOJIO 5,8, OKOJIO 5,9, OKOJIO
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6,0, okoJio 6,1, okojio 6,2, okono 6,3, okoJio 6,4, okoJo 6,5, okojo 6,6, okono 6,7 unu okoJjo 6,8.
ITpumeps! OydepoB aysi BKIFOUEHUS B COCTaBbl B JAHHOM JIOKYMEHTE BKIIKOYAOT Oydepbl Ha
OCHOBE THUCTHIWHA, HANPHUMEpP, TUCTUAMH, TUCTUANH TUAPOXJIOPUA TUCTHIWHA M TUCTHIUH
anieraT. bydepsl s BKIIFOYEHUS B COCTABbI B JAHHOM JOKYMEHTE MOTYT aJbTEPHATUBHO OBITH
Oydepamu Ha ocHOBe (ocdara, Hanpumep, HaTpuii ocdara, Oydpepamu Ha OCHOBE ailerarta,
HarpuMep, HaTPUil alerara WM YKCYCHOH KHCJIOTBI, WIM MOTyT ObITh Oydepamu Ha OCHOBE
LIUTpAaTa, HaNpUMep, HATPUH LUTPATa WIK JUMOHHOIN KHCIOTHI. Taxke M3BeCTHO, 4yTo Oydeps!
MOTYT OBbITh CMECBHIO BBIIIENIEPEUUCIIEHHOTO, eciiu Oydep AeHCTBYIOT Kak Oydep mis cOCTaBOB B
BBILIEOMUCAHHBIX Auana3zonax pH. B HeKOTOpbIX ciydasx koHUeHTpauus Oydepa cocraBisier oT
oK0I0 5 MM 10 okojo 25 MM wmiuu, Oojiee THIHMYHO, OT OKOJO 5 MM 1m0 okojo 15 mMM.
Konnentpauus 0ygepoB MOKET COCTABISITH OKOJIO 5 MM, okosio 6 MM, okojo 7 MM, okoJo 8
MM, okosio 9 MM, okono 10 MM, okosio 11 MM, okomno 12 MM, okoso 13 MM, okomno 14 MM,
okosio 15 MM, okosio 16 MM, okono 17 MM, okoso 18 MM, okono 19 MM, okosno 20 MM, okoJio
21 MM, oxkono 22 MM, okono 23 MM, okono 24 MM unu okoso 25 MM.

[0088] B Bapuante wu3oOperenuss Oydep Ha OCHOBE THCTUAWHA TOJYYAOT C
UCTIONIB30BAHUEM FMCTUANHA M MOHOTUAPOXJIOPU TUCTUIMHA.

IlogepxrHocmuo-axmuensie Geujecmsd

[0089] IloBepXHOCTHO-aKTMBHOE BELIECTBO ANl NMPUMEHEHUS B JaHHOM JOKYMEHTE
OTHOCUTCSl K MHTPEIHEHTaM, KOTOpBbIe 3aIMUIIAIT OOjiee BBICOKYK) KOHLIEHTPALUIO CIHTOTO
6enka peuentopa @PPIC 0T pa3nHuHBIX MOBEPXHOCTHBIX U MeXk(pa3HbIX cTpeccoB. Kak TakoBble,
MOBEPXHOCTHO-AaKTHUBHBIE BEIECTBA MOTYT NMPUMEHSATHCS AJISI OTPAHUYEHUs] WM MHUHMMHU3ALUH
arperaiu cautoro Oenka penenropa ®POC u mnosblleHus pacTBOpUMOCTH Oenka. bbuio
IIOKA3aHO, YTO TOAXOJAIINE IMOBEPXHOCTHO-aKTUBHBIE BEIIECTBA B JAHHOM JOKYMEHTE
HEHOHOT€HHbIE U MOTYT BKJIOYaTb ITOBEPXHOCTHO-AKTHBHBIE BEIECTBA, KOTOPbIE HMEIOT
HOJIMOKCUATUIICHOBBIH  parmeHT. IIpuMeppl NOBEPXHOCTHO-AaKTHBHBIX BEIIECTB B OSTOH
KaTeropuu BKIIOYAIOT: nosucopdar 20, monucopdar 80, momokcamep 188, MOMMATHUIECHTIIMKOIb
3350 um ux cmecu. I1oBepXHOCTHO-aKTUBHBIE BEIECTBA B COCTABAX MOIYT MPUCYTCTBOBAThH B
kondectBe oT okoio 0,02% mo okoso 0,1% maccel Ha oO6bem (Mac./00.) u Gosee THITUYHO OT
okoJio 0,02% no okoino 0,04% (mac./06.). B HEKOTOPBIX Cy4assx KOHLEHTPALHS TTOBEPXHOCTHO-
AKTUBHOTO BellecTBa coctapisieT okojio 0,02% (mac./00.), okono 0,03% (mac./00.), okoso 0,04%
(mac./06.), okono 0,05% (mac./00.), okomno 0,06% (mac./00.), okono 0,07% (mac./00.), okoJo
0,08% (mac./06.), okomno 0,09% (mac./06.) uu okoso 0,1% (mac./00.).

Tepmocmabunuzamopbr

[0090] TepmocTraOuamu3aTopbl Jisi MPUMEHEHUS B JTAHHOM IOKYMEHTE OTHOCSTCS K
UHTPEIUEHTaM, KOTOpbIe O0ECIIeYMBAIOT TEPMOCTAOMIBHOCTD MPOTUB TEIUIOBOH JEHATYpaLUH
ciutoro Oenka peuentopa PPOC, a Takke 3amumiaroT OT NOTepu 3PPEKTHBHOCTH HIIH
akTUBHOCTH ciuroro Oenka penenropa @PIC. Iloaxonsamue TepMocTaOUIN3aTOPbI BKIIOYAIOT
caxapa U MOTYT IPEACTaBIATh COOOH caxapo3y, Tperanaosy, COpOUTON UM MAaHHUT MM MOTYT
NPEACTaBIATh COO0N aMHUHOKUCIIOTHI, Hanpumep, L-nponun, L-aprunun (Hanpumep, L-aprunux

MOHOTHAPOXJIOPUA) WK TaypuH. Kpome TOro, TepMocTabMiIn3aTophl Takke MOTYT BKJIIOYATh
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3aMELIeHHbIE aKPUIIAMU/IBI WIIN MTPOTIAHCYIb()OHOBYIO KUCIOTY WM MOTYT IPEACTABISTh COOOH
COEAMHEHUs], MOJO0HBIE TIHLEPHHY.

[0091] B HekoTOpBIX Cclydasx TMPEACTaBIEHHbIE B JIaHHOM JOKYMEHTE COCTaBbl
BKJIFOYAIOT KaK caxap, TaKk U TaypuH, caxap M aMHUHOKHCIOTY, caxap M IPONAaHCYJIb(POHOBYIO
KUCJIOTY, caxap W TaypuH, MIHLEPUH U TAypPHUH, INIULEPUH U INPONAHCYJIb(OHOBYIO KHCIOTY,
AMHMHOKHCJIOTY ¥ TaypWH, WJIM aMHHOKHCIIOTY W MPOMaHCYJIb(pOHOBYIO Kucioty. Kpome Toro,
COCTaBbI MOTYT BKJIFOYATh Caxap, TAYPHH U MPOIAHCYJIb(POHOBYIO KHCIIOTY, MINLEPHH, TAYPHH U
NPOMAHCYJIb(POHOBYIO KUCIIOTY, & TAKXKe L-NPOJIHH, TaypuH U MPONaHCyJIbHOHOBYIO KHCIIOTY.

[0092] B BapuaHTax OCYLIECTBJIEHHsS JAaHHOTO W300pETEeHUs, KaKk MPaBUIIO,
TEPMOCTA0MIIN3aTOPBl MPUCYTCTBYIOT O OTAENBHOCTH, KAKABIH HE3aBHCUMO IMPHCYTCTBYET B
KOHLIEHTPALMM WJIM TPUCYTCTBYeT B KOMOHMHALMK B OOINEH KOHIEHTpaUuu OT OKojo 2%
(mac./06.) mo okono 10% (mac./00.) umu ot 4% (mac./06.) mo okono 10% (mac./00.), wau oT
okono 4% (mac./06.) no okono 9% (mac./00.), wiu ot okojo 5% (mac./00.) no okono 8%
(mac./06.). TepMocTaOUIN3aTOPBI B COCTaBE MOTYT UMETh KOHLIEHTPALMIO 0KoJIo 2% (Mac./00.),
okoo 2,5% (mac./00.), okoso 3% (Mac./00.), okoso 4% (mac./00.), okono 5% (mac./06.), okoJo
6% (Mmac./00.), okono 7% (mac./00.), okono 8% (mac./00.), okono 9% (mac./06.), okono 10%
(mac./06.) i oxono 20% (Mac./00.).

[0093] Uto kacaercs TaypuHa H TPOINAHCYJIb(QOHOBOH KHCIIOTBl, B BapHaHTE
OCYIIECTBIIEHHSI N300PETEHHsI 3TH TEPMOCTAOMIN3aTOPbl MOTYT IPUCYTCTBOBATh B COCTAaBaX B
KOHLIEHTPALUAX OT 0KoJio 25 MM no okoso 100 MM, u Gonee TunugHo OT o0koso 50 1o okoso 75
MM (IO CpaBHEHHIO C IPYTHMHU TEPMOCTAOUIIN3ATOPAMH).

CHudicarouue 3k0CMs azeHmol

[0094] CHuxaromue BSI3KOCTb areHThl, KaK MPABUJIO, MCMONb3YIOTCS AJII YMEHBLICHMUs
WIN TIpefoTBpalleHust arperaunu Oenka. CHMKarOIuMe BS3KOCTb areHThl JJIsI BKIFOYEHUS B
JAHHOM JOKYMEHTE BKJIIOYAIOT. HATPUM XJIOpUA, MarHuil xsopupn, D- wnm L-aprunun
(Harmpumep, L-apruHUH MOHOTHIPOXJIOPHN), JIU3UH MM UX cMecu. Korna oHM MpUCYTCTBYIOT B
JAHHOM JOKYMEHTE, CHIDKAIOIIME BS3KOCTh areHThl MOTYT MPUCYTCTBOBaTh B KOJHUYECTBE OT
ok0s10 10 MM 10 okosio 100 MM, u Gojiee THIHYHO OT Okoji0 30 MM 110 okoJi0 75 MM, 1 Haxke
6onee TunmuyHO OT okono 40 MM mo okonmo 70 MM. B HEKOTOpBIX Cilydasx CHMIKAXOIIHUIA
BS3KOCTb areHT MPUCYTCTBYET B KoaudecTse okosio 10 MM, okxono 15 MM, okono 20 MM, okoJo
25 MM, okono 30 MM, okono 35 MM, okono 40 MM, okono 45 MM, okono 50 MM, okomno 55
MM, okoso 60 MM, okono 65 MM, okono 70 MM, okonio 75 MM, okosio 80 MM, okosio 85 MM,
okosio 90 MM, okosio 95 MM unm okosio 100 MM,

Bsazkocmws cocmasa

[0095] CocTaBbl B COOTBETCTBUU C BAPUAHTAMH OCYIIECTBJICHHS, OMTMCAHHBIMUA B JTAHHOM
IOKYMEHTE, TaKK€ MOTYT MMETh (papMalleBTHUECKH MPUEMIIEMYIO BSI3KOCTb UL OKYJISIPHOTO
BBEICHUS, HATIPUMED, Ul HHTPABUTPEATbHON HMHBEKINU. BA3KOCTD, KaK MPaBUIIO, OTHOCHUTCS K
Mepe COMPOTHUBIICHUS XHIKOCTH, KOTOpas NehOpMHUPYETCS WM HaNpsDKEHHEM CIBUTA, JIHOO
PaCTArMBAIOLINM HaNpsDKEHHEM (Kak MPaBHIIO, U3MEPSAETCsT Crioco0aMu, M3BECTHBIMU B JTAHHOMN

00J1acTH TEXHUKH, HAPUMEP, BUCKO3UMETPOM WM peOMEeTpOM). THUIHMYHbIE BA3KOCTH COCTABOB
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B COOTBETCTBUHU C BAPHAHTAMHU OCYLIECTBIIEHUs B JAHHOM JIOKYMEHTE COCTAaBJISAIOT OT 0KkoJo 5,0
cIl (canrumnyas) no okoso 15 cIl, ot okomno 11 clIT go okono 14 cIl, ot okono 12 cIl o okoso 15
cIl nmu ot oxono 11 cIl mo okomo 12 cIl. Takum 0Opa3oM, BSI3KOCTb COCTaBa B IAHHOM
JOKYMEHTE MOXKET cOCTaBsITh 0koJio 5,0 cIl, okono 6,0, okono 7,1 cIl, okono 7,2 cll, okono 7,3
cIl, oxono 7.4 clIl, oxono 7,5 cIl, okomo 7,6 cll, okono 10 cll, okomno 10,5 cIl, okomno 11,0 cIl,
okousio 11,5 cIl, oxono 12,0 cIl, okoso 12,5 cIl, oxono 13,0 cIl, okomo 13,5 cIl, okomo 14,0 cIl,
okono 14,5 cIT unu okosio 15,0 cIl (Hanpumep, npu usmepenuu mpu 20 °C).

[0096] PasnuuHble BapuaHTBI OCYINECTBJIEHUS B JAHHOM JOKYMEHTE He TpeOyroT
BKJIFOUEHUS] HEOPraHMYeCKOM COMM WM JPYroro CHIJKAIOIIEro BS3KOCTb AareHra JJi
NMOAAEPKAHUSL 3TUX B BBICOKOW CTEMEHM MOAXOASIIIMNX BsiskocTel. Kak mpaBuiio, ajis pacTBOPOB
C BBICOKOH KOHIIEHTpaunuel OeIKOB HEOOXOMUMbI CHUKAIOIINE BS3KOCTh AreHThI, YTOOBI
u3bexaTh arperaiuu Oenka u Oojiee BBICOKOH BSI3KOCTH, YTO 3aTPYIHSET WHTPABUTPEATBHYIO
WHBEKIUIO COCTABOB U CHUKAET aKTUBHOCTD CIUTOr0 Oenka penentopa ®POC. Takum obpazom,
BAPUAHTbl OCYLIECTBJIEHUs B HACTOSIIEM JOKYMEHTE BKJIIOYAIOT COCTaBbl, KOTOpBIE
NPAaKTUYECKH HE COepKaT WM He copepskat Hatpuil xnopua (NaCl), marauit xnopun (MgCl,),
D- nnu L-aprunus rugpoxaopua, JIU3UH WIH APYTOH CHUPKAIOIIMM BSI3KOCTb areHT.

Ocmonansnocms cocmasa

[0097] OcmonsmpHOCTD TpencTaBisieT coOOl BaskHeHIee CBOHCTBO HHBEKIIMOHHBIX
cocTtaBoB. JKenareapbHO, YTOOBI MPOAYKTHI COOTBETCTBOBAIHN (PU3HOIOTMYECKHMM OCMOTHYECKHM
ycinoBusiM. Kpome Toro, oCMOJISIIbHOCTE OATBEPKAAET HAJIMUNE PACTBOPUMOIO COAEPKUMOTO B
pactBope. B omHOM M3 BapuaHTOB OCYLIECTBIEHUS H300pETEHHs OCMOJISJIBHOCTh COCTaBa
COTJIACHO TAaHHOMY HM300pETEeHUI0 MEHBIIIEe UJTH paBHA OKOJIO S06 MMOJIB/KT WK OT OK0JI0 250 110
okosio 506 MMoub/Kr, HapuMmep, okoJio 250, 260, 270, 280, 290, 299, 300, 310, 314, 315, 316,
324, 343, 346, 349, 369, 384, 403, 426, 430 umu 506 mMMonb/kr. B BapuanTe oCyInecTBieHHs
N300peTEeHNs] OCMOJISUIBHOCTD HIDKE OKOJIO 250 MMOJIB/KT.

Hucmoma u cmabuibHOCMb COCMABO8

[0098] OrnucaHHble B JAHHOM JOKYMEHTE COCTaBbI, COIEpIKAIUE CIIHUTHIA OeoK
peuentopa ®POC B BBICOKOH KOHLEHTpALUH, CTAOWUJIbHBI MPU TPOH3BOIACTBE M XPAHEHHH.
TepMuH «CTaOMIBHBINY» B JTAHHOM JIOKYMEHTE OTHOCHTCS K COCTaBaM, KOTOpPbIE CONEpIKaT OeJKH
peuentopa @PIC, KOTOpBIE COXPAHSIOT KaK XUMUYECKYIO, TaK U (PU3HUYECKYIO CTA0MJIBHOCTD B
TeYeHHe IepuoJa H3rOTOBJIEHUS U XPAaHEHHUs COCTaBa, HANpUMeEp, KOTOpble MOIIEpP>KUBAIOT
LEJOCTHOCTh M MMEIOT MHUHUMAJIbHYIO [Aerpajalliio, AEeHaTypaLui WIM pa3BOpaulBaHUE.
CrabunbHocTh Oenka penentopa DOPOC moxker ObITh OmnpeneNeHa ¢ HCIOJNb30BAHHEM
AHATUTHYECKNX METOJOB, JOCTYNMHBIX B HaHHOH OONACTH TEXHHWKH, TPH Pa3THYHBIX
TeMIlepaTypax M B TeU€HHE pa3HbIX [EPHOAOB BpeMeHU. B uacTHOCTH, XHUMHUYECKas
crabunmbHOCTD (3 pexTnBHOCT) perenropa PPIC MoskeT ObITh OmMpeaesieHa ¢ UCIOIb30BAHHEM
pa3NIUYHBIX OMOJIOTHUYECKUX aHajn30B (Hampumep, kierouHas juxHust BAF/3 VEGFR1 /EPOR
ucrons3yercs s onpeneneHust csizbiBaHusg PPICigs cnurbiMu Oenkamu penentopa OPIC,
ONUCAHHBIMH B TAHHOM JOKYMEHTE), U (u3ndeckas cTabuIbHOCTh MOXKET OBITH OIpereNeHa ¢

NOMOIIBI0 aHANN3a METOIOM OHKCKIIO3UOHHOM xpomarorpadpuu (SE), >KCKIHO3MOHHOM
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xpomarorpadpuu (SE) UPLC (cBepxshdexTuBHONH >XKUIKOCTHON Xpomarorpaduu), BHELUIHETO
Buna, OIl, pH, oOpa3zoBaHus OTIMYAIOIIMUXCS 3apsAAOM BApUAHTOB M CKOPOCTH OOpPa3OBaHUS
BbICOKOMOJIEKYIsIpHbIX (BM) coenmunenuit. CrabunpHblil ciautbiii Oenok penentopa ®POC
npencTaBisieT co0oi 0eNok, KOTOPBIH TEeMOHCTPUPYET OrpaHudeHHoe u3MeHeHue B cBoeit Ol
pH, oOpa3oBaniM OTIMYAIOIIKUXCS 3apsAOM BapHAHTOB U 0Opa3oBaHiu BM coennHeHH.

[0099] Hcnonb3yemblii B JaHHOM JOKYMEHTE TEPMHUH «BBICOKOMOJEKYJsipHOe» (BM)
COeMHEHHEe B OTHOIIEHWH COCTaBa, cojaepxaiiero nanHyi JoByuky PPOC (manmpumep,
apaubdeprient), OTHOCUTCS K JIFOOOMY COENMHEHUIO, TOJUIENTHAY WJIH IOJUIENTHIHOMY
KOMILIEKCY, B COCTaBe, KOTOPOE S3JIOUPYETCS M3 SKCKIO3HMOHHON KOJOHKM (Hampumep, SE-
UPLC) nepen (Hanpumep, ¢ 0oJiee BHICOKOW MOJIEKYJISIPHON MAacCOM) MOJUIENTHIOM-JIOBY KO
@®POC w/mmu ero romonumepom. Ilporienr BM coenmHeHHH OTHOCHUTCS K TPOLICHTY TaKHX
COEAMHEHUH MO OTHOLIEHHIO K OOIIEMY KOJIMYECTBY MOJHITCTITHAOB B KOMITIO3ULIMH, HAIIPUMeEP,
cornacHo ananuzy merogom SE-UPLC.

[00100] B BapuanTe ocyIecTBieHUs U300peTeHMs, Kak OoJiee MOIPOOHO OOCYKAaeTcs B
NpUBEACHHBIX HIke [lpumepax, CTaOMJIBHBIE COCTaBbl JAEMOHCTPHPYIOT 3HAYHTEIbHYIO
AKTUBHOCTh M (PU3MUYECKYIO0 CTA0MIBHOCTD cauToro Oenka perentopa @PIC B TedeHue nepuoaa
1o 12 mecsiues, 10 24 mecsines w/win 10 36 MecsLeB, IPH XPAaHEHUHU TIPU TEMIIEPAType OT OKOJIO
2° Cnookono8°C.

[00101] B BapuanTe oOCyImECTBICHUs W300pPETEHHs] COCTaB COTJIACHO JaHHOMY
U300pETEHHIO TPENCTABIISAET COOOH COCTaB, KOTOPBIH:

IIpumepHo yepe3 28 CyTOk Ipu TeMrepaType OkoJo 37 "C umeer oxono 3, 5, 10, 11, 12,
13, 14, 15, 16, 17, 18, 20, 30, 35 wmu 37% (umu 10-15%, wnu 15 -20%, wnu 10-20%)
yBEJIINYEHNE BBICOKOMOJIEKYJISIPHBIX CO€AMHEHUI (Hampumep, NMpu U3MepPeHUU ¢ nomouipio SE-
UPLC unu SEC)

IIpumepno uepes 28 cyTok mpu Temmneparype okoiuo 37 "C umeer oxono 5, 6, 9, 10, 11,
12, 13, 14, 15, 16, 17, 18, 19, 20, 21 wu 22% (unu 5-20%, wiu 5-10%, wnu 10-15%, wam 15-
20%) yMeHbIIEHHEe OCHOBHOTO COEIMHEHHs (Hampumep, Kak u3MepeHo ¢ nomoinbio SE-UPLC
wi SEC)

ITpumepHO yepes 28 cyTok mpu Temneparype okono 37 © C, umeer okoso 80, 81, 82, 83,
84, 85, 86 wmu 87% (umm okono 80-85%) wiu Gonee Oenka B BUIE OCHOBHOTO COEIMHEHHSI
(Harmpumep, kak usmepero ¢ nomourpio SE-UPLC mmn SEC)

IIpumepno uepes 28 cytok npu Temmneparype okojo 37°C umeer okono 1, 1,5 umu 2%
(mmn  1-2%) yBenuyeHHEe HHU3KOMOJIEKYJISIPHBIX COEOUHEHHH (HampuMmep, Kak H3MEPEHO C
oMot SE-UPLC unu SEC)

IIpumepHo dvepe3 oauH Mecsl npu Temneparype okojo 37°C umeer okono 16%
YBEJINYEHNE BBICOKOMOJIEKYJISIPHBIX COEAMHEHMH; n/nian okojio 17% yMeHbIIeHHe OCHOBHOTO
coenuHenus u/uimu okoo 0,5% wmnu <1% yBenndeHne HU3KOMOJIEKYJIIPHBIX COSTUHEHUI;, 1/ UITH
Uyepe3 OKOJIO [Ba MeCsla npu Temmeparype okomo 5 °C, mmeer okono 1% yMeHbLIEHHE
OCHOBHOT'O COEIUHEHUs W/Hiu OKojo 1% yBennueHHe BBICOKOMOJIEKYJISPHBIX COEAMHEHUI

W/WIM OTCYTCTBHUE 3HAUUTENBHBIX WUJIHM ONpPENesieMbIX KOJIUYECTB HU3KOMOJEKYJsipHbIXx (HM)
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COENMHEHMI, M/UIIK Yepe3 OKOJIO 2 Mecsla Mpu Temreparype okono 5 °C, mmeer okono 97%
OCHOBHOTO coennnHeHus (HanpuMmep, kak usmepeHo ¢ nmomounpio SE-UPLC unu SEC)

TIpumepHo uepes 12 Mecsues npu Temmeparype okonmo 2-8 C mmeer okouo 3-3,5%
yBEJIMYEHNE BBICOKOMOJIEKYJISIPHBIX COEAMHEHHUH (Hampumep, Kak H3MepeHO ¢ mnomouibio SE-
UPLC unu SEC)

ITpumepHO uepe3 12 mecsieB npu TemmnepaTrype okoJyo 2-8 "C mMeer MeHee ueM OKOJIO
1% wm 1, 2, 3 wmm 4% (wanpumep, 1-4% wnn 3-4%) CHMXKEHHE OCHOBHOTO COEIMHEHHS
(Hammpumep, kak usmepsiercsi ¢ nomoibio SE-UPLC umu SEC)

IIpumepno uepe3 12 mecseB npu Temieparype okoio 2-8 "C, umeer okoo 94 mm 95%
win Oonee Oenka B BHUIE OCHOBHOTO COEAMHEHUs (HApUMep, Kak M3MepPeHO ¢ moMoInbio SE-
UPLC wunu SEC)

IIpuMepHO depes 3 Mecsilia NpH Temrepatype okouo 2-8 C umeer okono 1 wmm 2%
YBEJINYEHHUE BBICOKOMOJIEKYJISIPHBIX COEAMHEHHUH (Hampumep, Kak M3MepeHO ¢ momompro SE-
UPLC wunu SEC)

TIpiMepHO [epes 6 MecsLes mpH TeMiepatype okono 2-8 C umeer okouno <1, 1 umm 2%
YBEJINYEHHE BBICOKOMOJIEKYJISIPHBIX COEAMHEHUH (Hampumep, Kak m3MepeHo ¢ momomibo SE-
UPLC wunu SEC)

IIpumepHoO uepes 5'/, wm 6 mecsuen IIPU TEMIEPATYPE OKOJIO 5 'C, umeer 0ko10 2,5, 3,0
wm 3,5 (wm okono 2,5-3,5%) oOmiero KoJu4ecTBa BBICOKOMOJIEKYJISIPHBIX COEIUHEHUIM
(Hampumep, kak m3mepeno ¢ nomounpio SE-UPLC umu SEC).

ITpumepHO uepe3 6 MmecsueB npu Temreparype okoino 2-8°C nMeer MeHee 4eM OKOJIO
1%, wmn 1, wmu 2% (wm okono 0,5-2% wunu 1-2%) ymeHbIIEHHE OCHOBHOIO COEIUHEHUS
(Hanmpumep, kak u3mepero ¢ nomotrpio SE-UPLC umu SEC)

[IpumepHO 4epe3 6 MecsleB npu Temneparype okono 2-8 °C, umeer okono 96, 97 wim
98% (mmu 96-98%) unm Oonee Oeska B BUJE OCHOBHOTO COCAMHEHUs (HApUMep, KaK U3MEPEHO
¢ nomotbto SE-UPLC umu SEC)

TIpuMepHO Yepe3 24 MecsueB Wik 36 MeCsLeB Npu Temreparype okono 2-8 C, umeer
MeHee YyeM OKoJio S uiu 6, win 7% (Hanpumep, okoso 1,5, 2, 3, 4 unu 5%) (umu 1,5-5% wm 1,5-
2,5%) yBenuueHue BhICOKOMOJIEKYJISIPHBIX COEAMHEeHMI; /i umeeT okono 3,0, 3,25, 3.5, 4,0,
4,5 wm 5% o01mero KoJMuecTBa BICOKOMOJIEKYJISIPHBIX COSAMHEHUI;, W/uiu okoio 2 wim 3%
(v 2-3%) OCHOBHOTO COENMHEHUsI, /UK 00lIee KOJMYECTBO OCHOBHOTO COEMHEHHsSI OKOJIO
95 nwnmm 96% wumm Gonee (nm 95-96%) (Hanpumep, kak m3mepeHo ¢ nomoinblo SE-UPLC wmu
SEC)

[TpumepHOo uepe3 1 mecsn npu Temneparype okojo 37°C B cocTaBe CONEPIKUTCS OKOJIO
97, 98, 99 unu 100% (umm 97-100%) adnubeprienta, KOTOPBIA MOXKET OBITh U3BJIEUEH METOAOM
RP-HPLC

Cpasy mocne mnoiyuyeHuss U OYUCTKU cojepkuT menee 1,5, 2, 2.5, 3,0 ummu 3,5%
BBICOKOMOJIEKYJIIPHBIX COENMHEHUH (Hampumep, kak usmepeHo ¢ nomombo SE-UPLC wmn
SEC)

[TpumepHO Yepe3 6 MecsieB npu Temreparype okojo 37 °C, UMeeT Mo MeHbInel Mepe
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okomo 70% wmm 75% (mampumep, 70-75%) adaubepuenta B KadecTBE OCHOBHOTO
COEAMHEHUs/OCHOBHOTO TMUKa (HampuMep, KaKk M3MEPEHO C TIOMOLIBI0 KAaIMJUIIPHOTO
usoasiekrpuaeckoro ¢okycuposanust (clEF) wnmm  m3osmexTpuyeckoro (HpOKyCHpOBaHUS C
IIOCTOSIHHBIM JIETEKTHPOBAHUEM IO BCEM ANMHE Kanmwmuisipa) (HEKUCIOTHbIE W HEOCHOBHBIE
COEIMHEHUS])

TpuMepHO uepe3 36 MecsueB Ipy Temmepatype okono 2-8 C, nmeer okono 1 wumm 2%
(wmn  1-2%) yBenWYeHHE KHCIBbIX COENUHEHWH (HampuMmep, Kak HW3MEPEHO C TMOMOLIBIO
KaMWUBIPHOTO  u3odjiekTpudeckoro  ¢okycuposanusi  (cIEF) wmum  u3osnexkTpudeckoro
(OKyCHUpPOBaHHS C TIOCTOSIHHBIM IETEKTHPOBAHUEM I10 BCEH TMHE KANMILISIPA)

IIpuMepHO depes 36 MecsiLeB NpH Temmeparype okono 2-8 C, uMeer okono 1% wim
MEHee CHIDKEHHE OCHOBHOTO COEIMHEHHS/OCHOBHOTO MNHKAa (HAampuMep, Kak HW3MEPEeHO C
MOMOIIBIO KAMWIISIPHOTO u303JekTpudeckoro (okycuposanus (cIEF) mnm u3osnekTpudeckoro
(OKyCHUpOBaHHS C TIOCTOSTHHBIM JIETEKTHPOBAHUEM I10 BCEH JUTMHE KAITMILISIPA)

[IpumepHo uepe3 36 MecsLeB MPU TEMIIEPAType OKOJO 2-8 'C, umeer oxono 78-79%
OCHOBHOT'O COEIMHEHHS/OCHOBHOTO MUKa (HampuMep, KaKk U3MEPEHO C MOMOLIBI0 KaMJUIIPHOTO
usoaniekrpudeckoro ¢okycuposanust (cIEF) wnm wm3o3mexkTpuyeckoro (OKyCHpOBaHUS C
MIOCTOSIHHBIM JIETEKTUPOBAHUEM 10 BCEH AITMHE KAIMUJLIAPA)

W/

[Ipu wHTpaBUTpPEATHHOM BBEACHHHM MIICKOIHTAIOLIEMY, TAKOMY KaK YeJIOBEK, KPOJIHK
WIA MbIIIb (HATIPUMEP, ¢ aHTHOTeHHBbIM 3a00JIeBaHWEM TJIa3, TaKUM Kak BiakHas BMJI), ne
BBI3bIBACT KAKHUX-JIHMOO HEXKEJATeNbHbIX SIBJICHHI, KOTOPbIE KJIWHUYECKH OTJIHUYAIOTCS OT
HabJIroTaeMbIx it Ditiea (HampuMmep, koraa Diiea BBOOAT UHTpaBUTPeabHO B no3e 0,5 wim
2,0 Mr); wid He BbBI3bIBAET KJIMHUYECKH 3HAUYUMOIO BOCIHAJEHHS B TIJa3y, IJIUTEIBHOTO
NOBBIIIEHHsT BHyTpuriasHoro nasjenus (BI'/]), IiuTENbHOrO NOBBIMLEHHUS WA CHIKEHHS
apTepHaIbHOTO AABJICHUS U/WJIN OTCIOSHHS CETUYATKH.

[00102] Kpome TOro, B BapuaHTe OCYIIECTBJIEHHUsS H300pETEHUs CIHUThiE OeKU
peuentopa ®POC B BBICOKOW KOHLEHTPALMU SIBJISIFOTCSI CTA0MJIBHBIMH, TIOCKOJIBKY OHH
JIEMOHCTPHUPYIOT HEOOIbIIOEe 00Pa30BAHNE OTIIMYAOIIHUXCS 3aPsAOM KUCIOTHBIX BAPHAHTOB HITH
€ro OTCYTCTBHE B TNPOILECCE MOJYYCHHS M XpaHEHHs, Hampumep, HeOosblioe oOpa3oBaHUE
OTJMYAIOIIMXCS 3apsiIOM BapHAHTOB WJIM €ro OTCYTCTBHE, Kak ObUIO MPOTECTHPOBAHO,
HarpuMep, ¢ TIOMOIIBI0 M303JIEKTPHYECKOro (POKYCHPOBAHMS C IMOCTOSTHHBIM JIETEKTHPOBAHUEM
0 BCEW UTMHE KaMUJLISAPa.

[00103] B BapuanTe OCyIIECTBICHHUS UW300pPETeHHs] COCTaB COTJIACHO ITaHHOMY
N300pETEHHIO COIEPKUT MEHee YeM Wit 0KoJio 8% HuskomoekysipHbix (HM) coennnenuil.

[00104] B BapuanTe OCyIIECTBICHHS UW300pPETEHHs] COCTaB COTJIACHO ITaHHOMY
uszobpereHnio comepxkutr mMeHee yem okoyio 0,2, 0.4 wmu 0,5 ED (emmHHI 3HIOTOKCHHA)/MIT
SHAOTOKCHHA,

[00105] B Bapuante ocymecTBiIeHHsI HW300pPETeHHs] COCTaB COTJIACHO JaHHOMY
M300pETEHNIO N0 CYINECTBY HE CONEPKUT TBEPABIX UYACTHULl MM TBEPABIX YaCTULl Pa3MeEpOM

okoio 1, 2, 5, 10, 25 umu 50 mukpomerpos (uiu Oosiee).
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[00106] B BapuaHTe OCyIIeCTBIEHUS M300pETEHHs, KOrZa COCTaB COMJIACHO AAHHOMY
uzobpereHnio ananmusupyercsi ¢ nomouplo KO-JICH B HEBOCCTaHABIMBAIOIIUX YCIOBUSIX
(xarmuIApHBIA 31eKTpodope3 B MPUCYTCTBUHU TOAELIIICYIb(ara HATPHs), IO MEHbIIEH Mepe
97% oO1wei mIomaan MuKa sIBJISIETCS] OCHOBHBIM ITUKOM.

[00107] B BapuaHTe OCyIIeCTBJIEHHUS M300peTeHHUs, KOrna COCTaB COTJIACHO JaHHOMY
nu300peTeHnI0 aHanu3upyercs: ¢ nomombio 3kckmo3nonHol UPLC (SE-UPLC), no meHbluei
mepe 93, 94 umm 95% oO1meit mIomany NuKa COCTaBJIsAeT OCHOBHOW MHMK W MEHbIIE MM PaBHO
3,5, 4, 5 wnu 6% SIBJISIETCSI arperaToMm.

[00108] B BapuaHTe OCyIIECTBICHHs] HW300pPETEHHs] COCTaB COrJIACHO HTaHHOMY
U300PETEHUIO XPAHUTCSI MPU OKOJIO 2 OC, 3 OC, 4 OC, 5 OC, 6 OC, 7°C nm 8 oC, 2-8°C (Hampumep,
cpennsist temneparypa S5 °C), 23 °C, 25 °C, 30°C umm 37 °C.

Hnnrocmpamuensie cocmasnl

[00109] MnmocTpaTuBHBIE COCTaBBI, conepkamue ciauThlii Oenok peuenrtopa ®PIC B
BBICOKOI KOHLIEHTPALIMH, BKJIIOYAIOT CIIEAYIOLIEe:

[00110] Cocras A: 80 mr/ma adpnmbepuenra, 10 MM Oydepa Ha ocHOBe rucTUANHA, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopbara 20 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
10 6,2.

[00111] Cocras B: 80 mr/mn adpmubepuenrta, 10 MM Oydepa Ha ocHOBe docdara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopbara 20 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
10 6,2.

[00112] Cocras C: 80 mr/mn admubepuenrta, 10 MM Oydepa Ha ocHOBe murpara, 5%
(mac./06.) caxapossl, 0,03% (mac./06.) monucopOara 20 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
10 6,2.

[00113] Cocras D: 80 mr/ma adnubepuenta, 10 MM Oydepa Ha ocHOBe ructuanHa, 5%
(mac./06.) caxapossr, 0,03% (mac./06.) monucopbara 80 u 40 MM HaTpwuii xsopuna, ¢ pH 6,2.

[00114] CocraB E: 80 mr/mn adpnubGepuenta, 10 MM Oydepa Ha ocHoBe docdara, 5%
(mac./00.) caxaposbl, 0,03% (mac./06.) monucopbarta 80 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
10 6,2.

[00115] CocraB F: 80 mr/mn adaudepuenta, 10 MM Oydepa Ha ocHOBe murpara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopbarta 80 u 40 MM HaTpuii xjopuna, ¢ pH ot 5,8
10 6,2.

[00116] Coctas G: 80 mr/ma adpmmbepuenta, 10 MM Oydepa Ha ocHOBe rucTuanHa, 8%
(mac./06.) caxapossl u 0,03% (mac./00.) monucopbarta 20, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,
CMeLHUATbHO UCKITIOYasi CHIIKAIOLIMH BSI3KOCTD areHT.

[00117] Coctas H: 80 mr/mn adpnubepuenta, 10 MM Oydepa rHa ocHoBe ¢ocdara, 8%
(mac./06.) caxapossr u 0,03% (mac./06.) monmucopbarta 20, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,
CMELUATIbHO UCKITIOYasi CHHYKAIOLIUHN BSI3KOCTh areHT.

[00118] Cocras I. 80 mr/mn admubepuenta, 10 MM Oydepa Ha ocHoBe uuTpara, 8%
(mac./06.) caxapossr u 0,03% (mac./06.) monmucopOara 20, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,

CIICIHUaJIbHO UCKJIHOYas CHI/I)I(aIOH_[I/Iﬁ BA3KOCTDb arc¢HT.



30

[00119] Cocras J: 80 mr/mn agpnmubepuenta, 10 MM Oydepa Ha ocHOBe ructuanHa, 8%
(mac./06.) caxapossr u 0,03% (mac./06.) monmucopOara 80, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,
CHeLUAIbHO UCKITIOYasi CHHKAIOLIUH BSI3KOCTD areHT.

[00120] Cocras K: 80 mr/mn adpnubepuenra, 10 MM Oydepa Ha ocHOBe docdara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) momucopOara 80, ¢ pH ot 5,8 10 6,2, u, HeoOsI3aTeNbHO,
CIELUATIBHO UCKITIOYas CHHKAIOLTUH BSI3KOCTD areHT.

[00121] Coctas L: 80 mr/mn apnubepuenta, 10 MM Oydepa Ha ocHOBe mutpara, 8%
(mac./00.) caxapossr u 0,03% (mac./06.) monucopbata 80, ¢ pH ot 5,8 10 6,2, u, HeoOsI3aTENbHO,
CTeLHAIbHO UCKJTIOYasi CHIDKAIOLIHIA BSI3KOCTD areHT.

[00122] CoctaB M: 150 mr/mn apnubepuenta, 10 MM Oydepa Ha ocHOBe rucTuauHa, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) momucopdara 20 u 40 MM HaTpwmii xyopuaa, ¢ pH ot 5,8
10 6,2.

[00123] CocraB N: 150 mr/ma adpmubepuenta, 10 MM Oydepa Ha ocHOBe docdara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopbara 20 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
10 6,2.

[00124] Cocras O: 150 mr/mn admubepuenta, 10 MM Oydepa Ha ocHOBe murTpara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopbara 20 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
10 6,2.

[00125] Cocras P: 150 mr/mn adimbepuenta, 10 MM Oydepa Ha ocHOBe ructuauHa, 5%
(mac./06.) caxapo3sl, 0,03% (mac./06.) nomucopbara 80 u 40 MM wHatpwuii xopuna, ¢ pH 6,2.

[00126] Cocras Q: 150 mr/ma adpmubepuenta, 10 MM Oydepa Ha ocHoBe docdara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopOara 80 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
10 6,2.

[00127] CoctaB R: 150 mr/ma adpaubepuenta, 10 MM Oydepa Ha ocHOBe muTpara, 5%
(mac./06.) caxapossl, 0,03% (mac./06.) monucopbarta 80 u 40 MM Hatpwmii xjopuna, ¢ pH ot 5,8
70 6,2.

[00128] Cocras S: 150 mr/mn adnubepuenta, 10 MM Oydepa Ha ocHOBe ructuanHa, 8%
(mac./00.) caxapossl u 0,03% (mac./00.) monucopbarta 20, ¢ pH ot 5,8 10 6,2, u, HeOOsI3aTENbHO,
CMeLUATbHO UCKITIOYasi CHIDKAIOLIUI BSI3KOCTD areHT.

[00129] CocrtaB T: 150 mr/mn admubepuenta, 10 MM Oydepa Ha ocHoBe docdara, 8%
(mac./06.) caxapossr u 0,03% (mac./00.) nomucopbara 20, ¢ pH ot 5,8 no 6,2 (Hanpumep, 6,2), U,
Heo0s3aTeNIbHO, CIIELUATbHO UCKITIOYasi CHIPKAIOLIHI BI3KOCTb areHT.

[00130] CocraB U: 150 mr/mn adnubepuenrta, 10 MM Oydepa Ha ocHOBe LuTpara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monmucopbarta 20, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,
CMeLUATbHO UCKITIOYasi CHIIKAIOIIHI BI3KOCTb areHT.

[00131] Cocras V: 150 mr/mn apmubepuenta, 10 MM Oydepa Ha ocHOBe ructuansa, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monmucopOara 80, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,

CIICIUaJIbHO UCKJIHOYas CHI/I)KaI-OH_II/Iﬁ BA3KOCTDb arc¢HT.



31

[00132] CoctaB W: 150 mr/mn apnubepuenra, 10 MM Oydepa Ha ocHOBe docdarta, 8%
(mac./06.) caxapossr u 0,03% (mac./06.) monmucopOara 80, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,
CHeLUAIbHO UCKITIOYasi CHHKAIOLIUH BSI3KOCTD areHT.

[00133] Cocras X: 150 mr/mn adaubdepuenta, 10 MM Oydepa Ha ocHoBe murpara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) momucopOara 80, ¢ pH ot 5,8 10 6,2, u, HeoOsI3aTeNbHO,
CIELUATIBHO UCKITIOYas CHHKAIOLTUH BSI3KOCTD areHT.

[00134] CocraB Y: 80 mr/mn konOepuenra, 10 MM Oydepa Ha ocHOBe ructuauHa, 5%
(mac./00.) caxaposbl, 0,03% (mac./00.) monucopbara 20 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
70 6,2.

[00135] CocraB Z: 80 mr/mn kouOepuenrta, 10 MM Oydepa Ha ocHoBe docdara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopbarta 20 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
10 6,2.

[00136] CocraB AA: 80 mr/ma konOepuenta, 10 MM Oydepa Ha ocHOBe mutpara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopbara 20 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
10 6,2.

[00137] Coctas BB: 80 mr/mn xonbepuenra, 10 MM Oydepa Ha ocHOBe rucTuanHa, 5%
(mac./06.) caxapo3sl, 0,03% (mac./06.) momucopbara 80 u 40 MM HaTpwmii xsopuna, ¢ pH 6,2.

[00138] Cocras CC: 80 mr/mn konbepuenta, 10 MM Oydepa Ha ocHOBe docdara, 5%
(mac./06.) caxapossbl, 0,03% (mac./06.) monucopdara 80 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
10 6,2.

[00139] Cocras DD: 80 mr/ma konOepuenta, 10 MM Oydepa Ha ocHOBe mutpara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopOara 80 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
10 6,2.

[00140] Cocras EE: 80 mr/mn konbepuenra, 10 MM Oydepa Ha ocHOBe ructuauna, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) nomucopbara 20, ¢ pH ot 5,8 1o 6,2, u, HeoOs13aTeNbHO,
CTELHAIbHO UCKJTIOYasi CHIDKAIOLIHIA BSI3KOCTD areHT.

[00141] CocraB FF: 80 mr/mn konbepuenrta, 10 MM Oydepa Ha ocHoBe ¢ocdata, 8%
(mac./00.) caxapossl u 0,03% (mac./00.) monucopbarta 20, ¢ pH ot 5,8 10 6,2, u, HeOOsI3aTENbHO,
CMeLUATbHO UCKITIOYasi CHIDKAIOLIUI BSI3KOCTD areHT.

[00142] CoctaB GG: 80 mr/mn xonbepuenta, 10 MM Oydepa Ha ocHOBe nuTpata, 8%
(mac./06.) caxapossl u 0,03% (mac./00.) monucopbara 20, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,
CMeLUaTbHO UCKITIOYasi CHIDKAIOLIMN BSI3KOCTD areHT.

[00143] Coctas HH: 80 mr/mn konbOepuenta, 10 MM Oydepa Ha ocHOBe rucTuanHa, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monmucop6bara 80, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,
CMELUATIbHO UCKITIOYasi CHHYKAIOLIUHN BSI3KOCTh areHT.

[00144] Cocras II: 80 mr/mn xonOepuenTa, 10 MM Oydepa Ha ocHOBe Qocdara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monmucopOara 80, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,

CIICIUaJIbHO UCKJIHOYas CHI/I)KaI-OH_II/Iﬁ BA3KOCTDb arc¢HT.
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[00145] Cocrta JJ: 80 mr/mn konOepuenrta, 10 MM Oydepa Ha ocHoBe mutparta, 8%
(mac./06.) caxapossr u 0,03% (mac./06.) monmucopOara 80, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,
CHeLUAIbHO UCKITIOYasi CHHKAIOLIUH BSI3KOCTD areHT.

[00146] CoctaB KK: 150 mr/mn konbepuenra, 10 MM Oy¢depa nHa ocHoBe ructuauna, 5%
(mac./06.) caxapossl, 0,03% (mac./06.) monucopbata 20 u 40 MM Hatpwmii xjopuzna, ¢ pH ot 5,8
0 6,2.

[00147] Cocras LL: 150 mr/mn konGepuenta, 10 MM Oydepa Ha ocHOBe docdara, 5%
(mac./00.) caxaposbl, 0,03% (mac./06.) nomucopdara 20 u 40 MM HaTpwmii xyopuaa, ¢ pH ot 5,8
70 6,2.

[00148] CoctaB MM: 150 mr/mn koubepuenta, 10 MM Oydepa Ha ocHOBe mutpata, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopbara 20 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
10 6,2.

[00149] CoctaB NN: 150 mr/mn konbepuenta, 10 MM Oydepa Ha ocHOBe ructunuHa, 5%
(Mmac./06.) caxapossl, 0,03% (mac./06.) momucopbara 80 u 40 MM HaTpwmii xsopuna, ¢ pH 6,2.

[00150] CocraB OO: 150 mr/mn xonbepuenta, 10 MM Oydepa Ha ocHOBe dochara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) momucopdara 80 u 40 MM HaTpwmii xyopuaa, ¢ pH ot 5,8
10 6,2.

[00151] CoctaB MM: 150 mr/mn konbOepuenta, 10 MM Oydepa Ha ocHOBe nuTpara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopbara 80 u 40 MM Hatpuii xnopuna, ¢ pH ot 5,8
10 6,2.

[00152] CoctaB QQ: 150 mr/mn konbepuenta, 10 MM Oydepa Ha ocHOBe ructunuHa, 8%
(mac./06.) caxapossr u 0,03% (mac./06.) monmucopOara 20, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,
CTELUAIBHO UCKITIOYas CHIKAIOLTUH BSI3KOCTD areHT.

[00153] CocraB RR: 150 mr/mn koubGepuenra, 10 MM Gydepa Ha ocHOBe (ocdara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) nomucopbata 20, ¢ pH ot 5,8 10 6,2, 1, HeoOs13aTeNbHO,
CTELHAIbHO UCKJTIOYasi CHIDKAIOLIHIA BSI3KOCTD areHT.

[00154] Cocras SS: 150 mr/mn xonOepuenra, 10 MM Oydepa Ha ocHOBe uTpara, 8%
(mac./00.) caxapossl u 0,03% (mac./00.) monucopbara 20, ¢ pH ot 5,8 10 6,2, u, HeOOsI3aTENbHO,
CMeLUATbHO UCKITIOYasi CHIDKAIOLIUI BSI3KOCTD areHT.

[00155] CoctaB TT: 150 mr/mn korOepuenTa, 10 MM Oydepa Ha ocHOBe ructuanga, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucop6bara 80, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,
CMeLUaTbHO UCKITI0Yasi CHIDKAIOLIMN BSI3KOCTh areHT.

[00156] Cocras UU: 150 mr/mn konOepuenTa, 10 MM Oydepa Ha ocHOBe docdarta, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monmucopbara 80, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,
CMeLUATbHO UCKITIOYasi CHIIKAIOLIHH BSI3KOCTD areHT.

[00157] CocraB VV: 150 mr/mn konbepuenta, 10 MM Oydepa Ha ocHOBe 1uTpara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monmucopOara 80, ¢ pH ot 5,8 no 6,2, u, Heobs3aTeNbHO,

CIICIUaJIbHO UCKJIHOYas CHI/I)KaI-OH_II/Iﬁ BA3KOCTDb arc¢HT.
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[00158] Cocra WW: 140 wmr/mn cauroro Oenka penentopa ®POC (Hampumep,
apmubepuenra), 10 MM Oydepa Ha ocHOBe ructuauna, 5% (mac./00.) caxapossl, 0,03%
(mac./06.) momicopbara 20 u 50 MM TaypuHa, ¢ pH 5,8.

[00159] Cocras XX: 140 wmr/mn cmuroro Oenka penenrtopa PPOC (Hampumep,
apmubepuenrta), 20 MM Oydepa Ha ocHoBe ructumuHa, 4% (mac./006.) mponuna, 0,03%
(mac./00.) momucopbara 20 u 50 MM aprunuH rugpoxmnopuaa, ¢ pH 5,8,

[00160] CocraB YY: 140 mr/man cauroro Oenka peuentopa ®POC (mampumep,
apaubepuenrta), 20 MM Oydepa Ha ocHoBe ructuauna, 2,5% (mac./00.) caxapossl, 2,0%
(mac./00.) nponuna, 0,03% (mac./06.) monucopbara 20 u 50 MM TaypuHa, ¢ pH 5,8.

[00161] CocraB ZZ: 140 wmr/mn cnuroro Oejnka peuenropa DPPOC (Hampumep,
apnubepuenra), 10 MM Oydepa Ha ocHOoBe ructuamnHa, 2,5% (mac./00.) caxaposbi, 2,0%
(mac./06.) mponuna, 0,03% (mac./00.) monucopdara 20 u 50 MM aprunuH runpoxiopuna, ¢ pH
5,8.

[00162] Cocra AAA: 140 wmr/mn cimutoro Oenka peuentopa ®POC (Hampumep,
apmubepuenra), 20 MM Oydepa Ha ocHoBe ructuauna, 5% (mac./00.) caxapossl, 0,03%
(mac./06.) momucopbara 20 u 50 MM PSA, ¢ pH 5,8.

[00163] Cocra BBB: 140 wmr/mn cmuroro Oenka peunentopa ®POC (Hampumep,
apmubepuenra), 20 MM Oydepa Ha ocHOBe ructuamnHa, 2,5% (mac./06.) caxapossl, 2,0%
(mac./06.) nmpomnuna, 0,03% (mac./06.) monucopbara 20 u S0 MM PSA, ¢ pH 5,8.

[00164] Cocras CCC: 80, 100, 120 umu 140 mr/ma cnutoro Oenka penenropa ®POC
(mampumep, adiubepuenta), 20 MM Oydepa Ha ocHOBe rucruauHa, 5% (mac./00.) caxapossbl,
0,03% (mac./06.) monucopbara 20 u S0 MM aprunuH ruapoxiopuna, ¢ pH 5,8.

[00165] Cocras DDD: 140 wmr/mn ciautoro Oenka peuentopa P®POC (mampumep,
apnubepuenrta), 10 MM Oydepa Ha ocHoBe ructunuHa, 4% (mac./00.) mponuna, 0,03%
(mac./06.) momacopbara 20 u SO MM PSA, ¢ pH 5,8.

[00166] Cocra EEE: 140 wmr/mn cauroro Oenka peuentopa DPPOC (mampumep
apnubepuenra), 20 MM Oydepa Ha ocHOBe ructuauHa, 5% (Mac./00.) caxaposbl u 0,03%
(mac./06.) momacopbara 20 u, HeoOs13aTenbHO, Oe3 TepmocTadbunmsaropa, ¢ pH 5,8.

[00167] Cocra FFF: 140 wmr/mn cauroro Oenka peuentopa DPOC (Hampumep,
apnubepuenra), 10 MM ¢ocdara Hatpust, 5% (mac./00.) caxapossr u 0,03% monucopbara 20, ¢
pH 6,2.

[00168] Cocra GGG: 140 wmr/mn cmutoro Oenka peuentopa PPOC (Hampumep,
apnubepuenrta), 20 MM ructuamuna, pH 5,8; 5% caxapossr, 0,03% momucopbara 20; 50 MM
HATpUi Cyibdara

[00169] Cocras HHH: 140 wmr/mn cimutoro Oenka peunentopa PPOC (Hampumep,
apnmubepuenra), 20 MM ructuauna, pH 5,8; 5% caxapossr, 0,03% momucopbara 20; 50 MM
HATPUHN THOLIMAHATA

[00170] Cocrap III: 140 wmr/mn ciutoro Oenka peuentopa DPPIC (Hampumep,
apnmubepnenra), 20 MM ructuauna, pH 5,8; 5% caxapossl, 0,03% mnomucopdara 20, 40 MM

HaTPUH LUTpaTa
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[00171] CocrtaB JJJ: 140 wmr/mn cimutoro Oenka penenropa DPPIC (Hampumep,
apmubepuenrta); 20 MM ructuguna, pH 5,8; 5% caxapossl, 0,03% mnommcopbara 20; 50 MM
TJTUIMHA

[00172] Cocras KKK: 140 mr/mn cimutoro Oenka peuentopa PPIC (mampumep,
apmubepuenta), 20 MM ructuguna, pH 5,8; 5% caxapossl, 0,03% mnonucopbara 20; 50 MM
HATpUH XJIOpUaa

[00173] Cocra LLL: 140 wmr/mn cauroro Oenka peuentopa PPIC (manpumep,
apaudepuenrta); 20 MM ructununa, pH 5,8; 5% caxapossl, 0,03% mnosucopbara 20; 50 MM
JIU3UHA

[00174] CocraB MMM: 140 mr/mn cauroro Oenka peuenrtopa @POC (Hampumep,
apubeprenrta); 20 MM ructuguna, pH 5,8; 5% caxapossl, 0,03% mnommcopbara 20; 50 MM
HATpUH acnaprara

[00175] Coctra NNN: 140 wmr/mn cimutoro Oenka peuentopa ®POC (Hampumep,
apubepuenrta); 20 MM ructununa, pH 5,8; 5% caxapossr, 0,03% mnomucopdara 20; 50 MM
HATpUH riyTaMara

[00176] Cocras OOQO: 140 wmr/mn cimutoro Oenka peuentopa PPOC (Hampumep,
apmubepuenra); 20 MM ructuguna, pH 5,8; 5% caxapossr, 0,03% mnommcopbara 20; 50 MM
HaTpuil uurpata, 50 MM apruHuH ruapOXJIOpUIA

[00177] Cocta PPP: 140 wmr/mn ciuroro Oenka peunentopa PPOC (Hanmpumep,
apmubepuenrta); 20 MM ructuguna, pH 5,8; 5% caxapossl, 0,03% momucopbara 20; 50 MM
riuuuHa; S0 MM apruHuH ruapoxJopuaa

[00178] Cocras QQQ: 140 mr/mn cimutoro Oenka peuentopa PPIC (Hampumep,
apmubepuenta), 20 MM ructuguna, pH 5,8; 5% caxapossi, 0,03% mnonucopbara 20; 50 MM
HaTpui acnaprata; 50 MM apruHuH rHAPOXJIOpUAA

[00179] CocraB RRR: 140 wmr/mn ciauroro Oenka peuentopa DPPOC (mampumep,
apaubepuenrta); 20 MM ructuauna, pH 5,8; 5% caxapossi, 0,03% mnonucopbara 20; 50 MM
HaTpuil rayramara; S0 MM apruHuH ruapoxXJIopuaa

[00180] CoctraB SSS: 140 wmr/mn cauroro Oenka peuentopa DPOC (Hampumep,
apnubepuenrta); 20 MM His, pH 5,8; 5% caxapossr;, 0,03% nonucopdara 20; 10 MM L-aprunux
THIPOXJIOpHIA

[00181] Cocra TTT: 140 wmr/mn cnuroro Oenka peuenrtopa DPPIC (Hampumep,
apubepuenra); 20 MM His, pH 5,8; 5% caxapossr; 0,03% nomucopbara 20; 100 MM L-aprunux
THIPOXJIOpHIA

[00182] Cocras UUU: 30 wmr/mn cauroro Oenka penentopa OPOC (Hampumep,
apmubepuenra), 10% caxapossl, 10 MM docdara, 0,03% nomaucopdara 20, pH 6,2

[00183] Cocras VVV: 30 wmr/mn cauroro Oenka peunentopa DPOC (Hampumep,
apmubepuenra), 20% caxapossl, 10 MM docdara, 0,03% nomucopdara 20, pH 6,2

[00184] CoctaB WWW: 60 wmr/mn ciautoro Oenka pernenrtopa ®POC (mampumep,
apnubepuenra), 10% caxapossl, 10 MM ¢ocdara, 0,03% nomaucopdara 20, pH 6,2

[00185] Cocrap XXX: 60 wmr/mn cauroro Oenka peunentopa PPOC (Hanmpumep,
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apmubepuenra), 20% caxapossl, 10 MM docdara, 0,03% nomaucopdara 20, pH 6,2

[00186] CoctaB YYY: 120 wmr/mn ciuroro Oenka peuenrtopa ®POC (mampumep,
apmubepuenra), 10% caxapossl, 10 MM ¢ocdara, 0,03% nomaucopdara 20, pH 6,2

[00187] CocraB ZZZ: 120 wmr/mn cnuroro Oenka peuenrtopa PPOC (Hanmpumep,
apmubepuenta), 20% caxapossl, 10 MM docdarta, 0,03% nomucopbara 20, pH 6,2

[00188] CocraB AAAA: 120 mr/mn cnutoro Oenka peuenrtopa ®PIC (Hampumep,
adubepuenra), 10% caxapossi, 10 MM docdara, 0,03% momrcopbara 20, SO MM NaCl, pH 6,2

[00189] Cocrae BBBB: 120 mr/mn cauroro Oenka peuentopa ®POC (Hanmpumep,
adpudepuenra), 20% caxapossl, 10 MM ¢ocdara, 0,03% nomucopbdara 20, 50 MM NaCl, pH 6,2

[00190] Cocrae CCCC: 140 mr/mn ciuroro Oenka peuentopa D®POC (Hanmpumep,
apmmbepuenra), 10 MM HaTpuii pocdata, 5% caxapossl, 40 MM HaTpuii xyopuna, 0,03% PS20,
pH 6,2

[00191] Cocras DDDD: 80 wmr/mn cinutoro Oenka penentopa ®POC (Hampumep,
apubepuenra), 20 MM Oydepa Ha ocHOBe ructuauna, 5% (mac./00.) caxapossl, 0,03%
(mac./06.) momacopbara 20 u 50 MM L-aprunus MoHOTUApOXIopuaa, ¢ pH 5,8.

[00192] Cocra EEEE: 120,0 mr/mn cnuroro Oenka penentopa @POC (Hampumep,
apmmbepuenra) (Hanpumep, +12 mr/mi), 20 MM Oydepa Ha OCHOBE TUCTHIMHA (Harpumep, + 2
MM), 5% (mac./06.) caxapossl (Hampumep, +0,5%), 0,03% (mac./00.) momucopbara 20
(marmpumep, 0,02-0,04%) u 50 MM L-aprunun monoruapoxsiopuaa (Hanpumep, +5 MM), ¢ pH
5,8 (Hampumep, 5,6-6,0 wu 5,5-6,1).

[00193] CocraB FFFF: 113,3 mr/mn cautoro Oenka peuentopa ®POC (Hampumep,
apmubepuenra) (Hanpumep, 102-125 mr/min), 20 MM Oydepa Ha OCHOBE TUCTHANHA (HAIIPUMED,
+ 2 MM), 5% (mac./00.) caxaposbl (Hampumep, +0,5%), 0,03% (mac./00.) momucopbara 20
(manpumep, 0,02-0,04%) u 50 MM L-aprunun moHoruapoxiopuaa (Hampumep, +5 mM), ¢ pH
5,8 (Hampumep, 5,6-6,0 wu 5,5-6,1).

[00194] CocraB GGGG: 114,3 mr/mn ciuroro Oenka peuentopa ®POC (Hampumep,
apmubepuenta) (Hanpumep, 103-126 mr/mi), 10 MM Oydepa Ha OCHOBE TUCTHIWHA (HATIPUMED,
+1 MM), 5% (mac./00.) caxaposwl (Hampumep, +0,5%), 0,03% (mac./006.) mommcopbara 20
(marmpumep, 0,02-0,04%) u 50 MM L-aprunun Monoruzapoxsiopuaa (Hanpumep, +5 MM), ¢ pH
5,8 (Hampumep, 5,6-6,0 wu 5,5-6,1).

[00195] Cocras HHHH: 100,0 mr/mn ciuroro Oenka peuentopa ®POC (Hampumep,
apmmbepuenra) (Hanpumep, +10 mr/mi), 20 MM Oydepa Ha OCHOBE TUCTHIUHA (HarpuMmep, + 2
MM), 5% (mac./06.) caxapossl (Hampumep, +0,5%), 0,03% (mac./00.) momucopbara 20
(marmpumep, 0,02-0,04%) u 50 MM L-aprunun monoruapoxsiopuaa (Hanpumep, +5 MM), ¢ pH
5,8 (Hampumep, 5,6-6,0 wu 5,5-6,1).

[00196] Cocras IIII: 133,3 mr/mn ciautoro Oenka peuentopa ®POC (Hampumep,
apmmbepuenra) (Hanpumep, +13 mr/mi), 20 MM Oydepa Ha OCHOBE rUCTHAMHA (Harpumep, + 2
MM), 5% (mac./06.) caxapossl (Hampumep, +0,5%), 0,03% (mac./00.) momucopbara 20
(marmpumep, 0,02-0,04%) u 50 MM L-aprunun moHoruapoxnopuaa (Hanpumep, +5 MM), ¢ pH
5,8 (mampumep, 5,6-6,0 wu 5,5-6,1).
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[00197] Coctas JJJJ: 150 mr/mn adpnubepuenta (Hanpumep, apaudepuenta) (Harpumep,
+ 15 mr/mn), 10 MM Hatpuii docdara, 8% (mac./00.) caxapossl (Harmpumep, + 0,8%), 0,03%
(mac./06.) nonucop6ara 20 (Hanpumep, 0,02-0,04%) u 50 MM L-aprunus rugpoxiopuna, pH 6,2
(marmpumep, 6,0-6,4 unu 5,9-6,5).

[00198] CocraB KKKK: 114,3 mr/mn cinuroro Oenka peuenropa ®POC (mampumep,
aduubepuenra) (Hanpumep, +14 mr/mi), 20 MM Oydepa Ha ocHOBe rucTUANHA (Hanmpumep, + 2
MM), 5% (mac./00.) caxaposbl (Hampumep, +0,5%), 0,03% (mac./06.) mommcopbara 20
(marmmpumep, 0,02-0,04%) u 50 MM L-aprunun monoruapoxsiopuaa (Hanpumep, +5 MM), ¢ pH
5,8 (Hampumep, 5,6-6,0 wiu 5,5-6,1);

[00199] unu nr06oit cocTaB, KOTOPBINM MPUBEAESH B JAHHOM JOKYMEHTE.

[00200] B BapuaHTe OCyIeCTBIEHHUS H300peTeHHsI KOHLEHTpALUs JTF0OOr0o KOMIIOHEHTA
cocTaBa (HampuMep, BCEX KOMIIOHEHTOB), MEPEYHCICHHBbIX BbIe (HAMpPUMEp, JIIOOOro u3
coctaBoB A-KKKK) nnmu 0o6cyknaeMbIx B JTaHHOM JOKYMEHTe, cocTaBisieT+okono 3%, 5% wm
okoiso 10% OT KOHKPETHO yKa3aHHON KOHLIEHTPaLHH.

Cnocobwvl npouseoocmesa

[00201] BapuaHThl OCYmECTBJICHHS B JaHHOM JOKYMEHTE BKIIFOYAIOT CIIOCOOBI
NPOM3BONCTBA (PapMALIEBTUYECKOTO COCTaBa COTJIACHO NAHHOMY HM300pPETEHHIO, COIEpIKAIIero
ciuteiii 6enok penenropa ®POC (manpumep, modoit u3 cocraBoB A-KKKK, mpuBeneHHbIX B
JaHHOM JIOKYMEHTE), BKJIIOYAIOU[e OObEeAMHEHHEe KOMIIOHEHTOB COCTaBa B EAUHYIO
KOMITO3HMLIMIO U, HeoOs3aTeNbHO, BBEACHHE COCTaBa B COCYA WJIM YCTPOWCTBO, HAarpuMep,
(pnakoH, WM YCTPOWCTBO JJIsl JOCTaBKH, HANpUMEp, MPEABAPUTENBLHO 3aMOJHEHHBIH LIPHLI.
CocraBbl, (pakOHBI WM YCTPOMCTBA, KOTOpbIE SIBJSIFOTCS MPOAYKTOM TAaKHX CIOCOOOB,
SIBJISIFOTCS] YaCThIO TAHHOTO U300PETEeHUs.

[00202] B BapuaHTe OCYLIECTBICHHs H300peTeHHss Crmocod  MPOHM3BOACTBA
(hapMaLeBTHUYECKOTO COCTaBa COMIACHO JaHHOMY M300pPETeHHIO, CONEpIKaIlero CIUThIH Oeslok
peuentopa ®POC (Hampumep, moboit u3 coctaBoB A-KKKK, mpuBeneHHbIX B JaHHOM
IOKYMEHTE), BKJIFOUAET CTaIUH KYJIbTHBUPOBAHUS KJIETKU-XO35IMHA (HATIPUMeEp, KJIETKU STHYHHKA
KUTAHCKOTO XOMSTYKA), COMEPIKALIYIO OUH WK 0OJjiee MONMHYKIEOTHAOB, KOAUPYIOLINX CIUTHIN
oenok penenrtopa ®POC (Hampumep, adiubepuent) B cpene sl KyJbTUBUPOBAHUS H B
YCJIOBUSIX, TIPU KOTOPBIX OEJIOK SKCIPECCUPYETCS; M OYUCTKY OeNKa OT KJIETKH-XO3sMHA W/ WU
cpenbl [UIA  KyJbTHBHPOBaHHMs U  OObeOMHEHHE YacTH Oelka ¢  3KCIHMITHEHTaMHU
(papMaLIeBTHYECKOrO COCTaBa, KAaK M3JIOKEHO B JAHHOM JoKyMmeHTe. OmsTh JKe, COCTaBbl,
(bTaKOHBI WJIK YCTPOICTBA, KOTOPBIE SIBJSIFOTCS MPOAYKTOM TaKUX CIIOCOOOB, SIBJSIFOTCS YaCThIO
TaHHOTO U300pEeTeHusI.

[00203] B BapmaHTe OCYLIECTBJICHHsS W300pPETEHHsI OMPEACNISIOT KOJUYECTBO U THII
ciutoro Oenka penenropa @PIC, HE0OXOAMMOro B COCTaBE AJsl TOJIYUYEHHUS] €ro BBICOKOM
KOHLIEHTPALMK U JJIsl €r0 KOHEYHOro mpuMeHeHusi. Takoe ke ompenesneHHe MPOBOIUTCS B
OTHOLICHHH KOJMYeCTBa M Tuma Oydepa, KOJMUECTBA W THUNA MOBEPXHOCTHO-AaKTHBHOTO
BEILECTBA, KOJMYECTBA M THNA TEPMOCTAOMIM3ATOpa, a TAKXKe BKIIOUEHHs WM KOHKPETHOTO

HCKJIFOUYCHHA CHIKAOIIECIO BA3KOCTb arcHTA. OTH KOMIIOHEHTHI O6’beI[I/IH${IOT N CMCIIUBAKOT,
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ciens 3a Tem, uToObl pH cocTaBa UMeNo kenaeMoe 3Ha4eHUe, HanpuMep, OT OKoJio 5,0 10 OKOJIO
6,8 (Hanpumep, 5,8), W/wn 9TOOBI BSI3KOCTh UMEJIA KeJlaeMOoe 3HaYeHHe, Harmpumep, okojio 6,0,
7,3, 11,5 wm 12,0 cIl npu 20 °C. B BapuaHTe OCYINECTBJIEHHMs H300PETEHUs] COCTaBbI,
comepkamue ciauTblii  Oenmok penentopa DPPOIC ¢ BBICOKOW KOHIEHTpALUEH, MOKHO
CTepPHJIN30BaTh U XPAHUTh B CTAOMJIBHOM COCTOSIHUHM, HAampumep, a0 24 wiu 36 MecsieB mnpu 2
° C o 8° C (wanpumep, 5 °C).

[00204] Cwm., nampumep, Hardman, et al. (2001) Goodman and Gilman's The
Pharmacological Basis of Therapeutics, McGraw-Hill, New York, N.Y.; Gennaro (2000)
Remington: The Science and Practice of Pharmacy, Lippincott, Williams, and Wilkins, New
York, N.Y.; Avis, et al. (eds.) (1993) Pharmaceutical Dosage Forms: Parenteral Medications,
Marcel Dekker, NY; Lieberman, et al. (eds.) (1990) Pharmaceutical Dosage Forms: Tablets,
Marcel Dekker, NY; Lieberman, et al. (eds.) (1990) Pharmaceutical Dosage Forms: Disperse
Systems, Marcel Dekker, NY; Weiner and Kotkoskie (2000) Excipient Toxicity and Safety,
Marcel Dekker, Inc., New York, N.Y.

AHeuozennvie 3a001€6aHUs U 3JNOKAYECMBEHHOE HOBOOOPA30BAHUE 2143

[00205] PapmaneBTHYECKHE COCTaBbI COTJIACHO NAHHOMY HM300pPETEHMIO, COAEpIKalue
ciuteie Oenku peuentopa ®POC (mampumep, modoit u3 (apMaleBTHUECKUX COCTaBOB A-
KKKK), MOryT OBITh MCHIOJB30BAHBI ISl JICYEHUS! WM MPOQUIAKTUKH JIFOOOrO aHTHOTE€HHOTO
3a00neBaHMs IJ1a3 MyTEM BBEACHUS TepaneBTHUECKH 3(P(EKTUBHOIO KOJIMYECTBA CIUTOrO Oeka
peuentopa ®POC B cocraBe COrNacHO AAHHOMY H300pPETEHUIO CYOBEKTY, HYXKAAIOLIEMYCs B
5TOM, HaIpPUMEp, MOCPEACTBOM HHTPABUTPEATbHON HHBbEKIIMU. AHIHOTEHHbIE 3a00JIeBAHUS IJ1a3
B JJAaHHOM JOKYMEHTE OTHOCATCS K JIIOOOMY 3a00JI€BaHHIO IJ1a3, KOTOPOE BBI3BAHO MJIHM CBS3AHO C
pPOCTOM WJIHM pa3pacTaHUEeM KPOBEHOCHBIX COCYNOB W/WJIU MPOMOTEBAHHEM KPOBEHOCHBIX
cocynoB. Heorpannumusaromiye mpuMepbl aHTHOTEHHBIX 3a00JI€BaHUI 143, KOTOPbIE TOATAOTCS
JICUEHHUIO WU NPENOTBPAIICHUIO C UCIIOIb30BAHUEM OMUCAHHBIX B JAHHOM JOKYMEHTE COCTaBOB
1 CIIOCOOOB, BKJIFOYAIOT:!

BO3PACTHYIO JIET€HEPALIMIO JKENTOrO MsITHA (Bi1askHast hopma),

MAaKyJISIPHBIN OTEK,

MaKYyJISIPHBIA OTEK MOCJIe OKKJIFO3UH BEHbI CETUATKH,

okkJiro3uo BeHbl ceTuaTku (OBC),

OKKJTFO3HIO LIeHTpasibHOH BeHbl ceTdatku (OL[BC),

OKKJTFO3MI0 BeTKH BeHbI ceTuaTku (OBBC),

nuadeTHyecKuit MakyJsipHbIi otek (AMO),

XOpPHOUAJIBHYIO HeoBacKyJusipusanuto (XHB),

HEOBACKYJIIPU3ALINIO Py KHOH OOOJIOUKH,

HEOBACKYJISIPHYIO TJIAYKOMY,

NIOCJIEOTIePAIMOHHBIN (YUOPO3 MPH rIayKoMme,

nponudepaTuBHyro BuTpeopernrnonaruro (I1IBP),

HEOBACKYJISIPU3ALIMIO HA JUCKE 3pUTENIbHOTO HEPBa

2

HEOBACKYJIAAPU3AaLUI0 POTrOBULIBI,
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HEOBACKYJISIPU3ALIUIO CETYATKH,

BUTPEAIbHYIO HEOBACKYJISIPU3ALIHIO,

NaHHYC,

NTEPUTHYM,

COCYJIUCTYIO PETHHOMATHIO,

anabeTHueckne peTHHONAaTUH (Hampumep, HenpoaudepaTuBHYIO AHA0ETHUECKYIO
pPETUHONATHIO (HAIIPUMEP, XapaKTepU3YyIOLAsACs YPOBHEM OKOJIO 47 uiau 53 Mo Ikaje OLeHKU
TsokecTH nuabernueckoii perunonatuu (DRSS)) wnm nponudeparrBHyr0 nuabeTHUYECKYIO
PETHUHOMATHIO, HAIIPUMED, Y CyObekTa, KOTophIi He cTpaaaet JIMO) u

JAnabeTHYeCKyr0 PETUHOMATHIO Y MalUeHTa ¢ JHA0ETHYECKUM MAaKYJISIPHBIM OTEKOM
(AMO).

[00206] ®apmaneBTHYECKHE COCTaBBbI COTJIACHO NAHHOMY HM300pPETEHHIO, COAEpIKAIIue
ciutbie Oenku peuentopa ®POC (mampumep, mo0oi M3 (dapMaleBTHYECKUX COCTaBOB A-
KKKK), w™moryr ObITb HCIOJB30BaHbI I JIEYEHUS WM  NPOPHIAKTHKUA  JIEOOOTrO
3JIOKQYECTBEHHOTO HOBOOOPAa30BAaHMS IMyTEM BBENEHHUS TepameBTUYeCKH 3((PEKTUBHOTO
KonndecTBa ciautoro Oenka pernenrtopa @POC B cocraBe COrNIacHO AAHHOMY H300PETEHHIO
CyOBEKTY, HY>KAAOIEMYCsl B 3TOM, HAIIPUMEp, MyTE€M BHYTPHUMBIIIEYHOH, BHYTPHOMYXOJIEBOM,
MOJIKO’KHOW MJI BHYTPUBEHHOW MHBEKIMH. 3JI0KAaYeCTBEHHBIE HOBOOOPA30BAHMS BKIIFOYAOT TE,
poct, mponudepanus, BbDKUBAEMOCTh W/WIJIM METAaCTa3HMpPOBAHHE KOTOPBIX B OIpPENENEHHON
CTETIEHU 3aBUCAT OT aHTMOreHe3a. B BapuaHTe ocyIecTBIeHNs] H300pETEHUs paK MPECTaBIsIeT
co0OM pak MpsIMON KHIIKH, pak JIETKOro, pak KOXKH, pakK I'PyIH, paKk MO3Tra, pak >Kelynaka, pak
NOYeK, paK MPOCTAThI, PaK MEYEHU WIN PaK MOKETYA0UHOH JKee3bl.

[00207] Takum oOpa3zom, naHHOe H300peTeHHe OOecreurBaeT CIOCOObI JICUSHHS WIIH
NpOoQUIAKTUKN AHTHOT€HHOrO 3a00JieBaHMs TIJla3 y CyOBEeKTa, HYKAAKOMIErocss B STOM,
BKJIIOYAIOIIHE BBEACHUE TePaNeBTH4YECK! 3(P(PEeKTHBHOrO KOJMYECTBA CIUTOrO Oeka penenTopa
OPOC (nmanpumep, adpaudbepuenta) (Hanpumep, okojio 4, 6 wimu 8,0, 8,1, 8,4 wnmu 8,5 mr),
Harpumep, B (papMaieBTUYECKOM COCTaBE COTJIACHO JAaHHOMY H300pETeHHIO, MHTPAOKYJISIPHO,
HampuUMep, B CTEKJIOBHIHOE TeJO Tia3a cyObekTa. B Bapuante n3o0perenus B 00a ria3a BBOAST
ciuteiii Oenok pernenropa @POC. B BapuaHTe ocymecTBieHHss U300peTeHHs] TEPANEBTHYECKH
s dexTuBHBIE N03BI cuToro Oenka penentopa @®POC BBOASAT MPUMEPHO KaxKAble 2 HEOENH, 3
Hedenn, 4 Heaenu, 5 Heaellb, 6 HeAelb, 7 Heaelb, 8 Hexenb, 9 Henenb, 10 Henens, 11 Henens, 12
Henenb, 13 Henenb, 14 Hemenb, 15 Hepenb, 16 Henens, 17 Henenw, 18 Henens, 19 Henmens, 20
Henenb, 21, Henenu, 22 Henmenu, 23 Hemenu win 24 Henenu. B BapuaHTe OCYILIECTBICHUS
n300peTeHs] Takue CrocoObl JICUeHHs WU TNPO(PUIAKTUKN TMPHUMEHSIOTCS TPU OTCYTCTBUH
3HAYUTENBPHOTO  TOBBINEHUS  apTEPUANBbHOTO  JaBJE€HUS  (CHCTOJIMYECKOTO  W/WiHM
IMACTOMUECKOT0) W/WIIM Pa3BUTHSI TUIIEPTOHUH (Harpumep, 1-ii creneny, 2-i creneHu wim 3-i
CTENEHHN), W/WIM aHOMAJIbHO BBICOKOTO BHYTPUIJIA3HOTO AaBlieHHMs y cyObekTta. B Bapmanre
OCYIIECTBIIEHHUsSI H300peTeHHsI CIOCOO BKIIOUAET CTAAMIO, HAa KOTOPOH IIOCHE YKa3aHHOTO
BBEJICHUS CJIEIAT 32 CYOBEKTOM Ha IpEeIMET 3HAUUTENIbHOTO IOBBIIEHUS apTepPUaTbHOTO

JaBJeHUus (CUCTOIMYECKOTO /WM TUACTONNYECKOr0) W/WIIH Pa3BUTHUSI TUIIEPTOHUU (HAMIPUMED,
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1-if cremeHu, 2-i CTENMEHU WU 3-U CTENEHH), W/WJIM aHOMAJbHO BBICOKOTO BHYTPHIJIA3HOTO
NaBJICHUS y CyObeKTa.

Cnocobul 6edeniisi

[00208] ®apmarnieBTUYECKHE COCTABbI COIJIACHO MAHHOMY HW300pPETEHUI0, KOTOpbIE
comepxat ciuThiii Oenok peuentopa ®PIC, MOKHO BBOOUTH B COOTBETCTBHU C M3BECTHBIMHU
ONOOpPEHHbIMH C MEOUIIMHCKOH TOYKM 3PEHHsl CHUCTeMaMH JOCTaBKH. B  BapmaHTax
OCYLIECTBJICHUs JAHHOTO H300pETeHHs] 3T CHCTEMbl JOCTaBKM MOTYT BKJIKOYATh BBEICHHE
IpenapaToB  MALUEHTy IyTeM  OKYJSIPHOW, HWHTPAOKYJSIPHOW, HHTPaXOPUOMIATIBHOM,
UHTPaBUTPEAIbHON WIH CYOKOHBIOHKTUBAJIbHON UHBEKLINH. ANBTEpPHATUBHO,
(apManieBTHUECKHE COCTaBbl COTJIACHO JaHHOMY HW300pPETEHUI0 TakXKe MOXKHO BBOIUTH
NAIMEHTY MECTHBIMHU MyTSIMH, HAIPUMEp, C MCIOJIb30BAHNEM IIIA3HBIX Karlellb, TJIA3HBIX reliei,
r7a3HeIX Maszed W T.0. Jlpyriue BO3MOKHBIE TYTH JOCTABKH COCTaBOB COIJIACHO JaHHOMY
M300pETEHNIO  BKJIIOYAKOT  BHYTPUKOXHBIH,  BHYTPUMBIIICYHbIH,  BHYTPUOPIOIIMHHBIN,
BHYTPHUBEHHBIN, MOJKOXKHbBIN, HHTPAHA3AJIBHBIN, SITMAYPAJIbHbIA U NEPOPATbHBIN.

[00209] B BapuaHTe OCYIIECTBJICHUS HM300PETEHHs WHTPABUTPEATbHAS WHBEKLIHS
(apMaleBTHUECKOTO  COCTaBa COMJIACHO JTAHHOMY  H300pPETEHHI0  BKJIIOYAET  CTAAHIO
NPOKAJbIBAHUS IJ1a3a LIMPHUIEM W UIJoH (HarmpuMep, WHBEKIMOHHON urioi 30-ro kamudpa),
cofep Kaliel CoCTaB, M HWHBEKLUHWH CcOcTaBa (HampuMep, MeHee WM paBHO okono 100
mukposutpam; okoso 40, 50, 55, 56, 57, 57,1, 58, 60, 70 wiau 75 MUKPOJIHUTPaM) B CTEKJIOBHIHOE
Teno Thasa (Hampumep, C€ O00BEMOM, JOCTAaTOYHBIM Il JOCTaBKH TEPareBTHYECKU
s¢pdexTuBHOrO KONMHMUEcTBa ciuToro Oenka peuentopa @PPOC, manpumep, okono 4, 5, 6, 7, 8,0,
8,1, 8,2, 83, 8,4, 85, 8,6, 8,7, 88 unu 8,9, 9, 10, 12, 14, 16, 18 unu 20 mr ciuroro Oenka
peuentopa ®POC). HeobsizaTrenpHO, CrOCOO BKIIIOYAET CTAAUU BBEIEHHS MECTHOTO aHECTETHKA
(Hampumep, TmpomapakaWHa, JUJAOKAWHA WM TeTpakawHa), aHTHOMOTHMKA (Hampumep,
(TOpPXHHONOHA), aHTHCENTHKA (HAampUMep, MOBHIOH-HONA) W/WIM areHTra Uil pPacIlupeHHs
3pavKOB B IJIa3, B KOTOPBIA BBOJUTCS COCTaB. B BapuaHTe OCyLIECTBIICHHs M300pETeHUs mepen
UHBEKLUEH CO3/1aeTCsl CTEPUIIbHOE TMOJIe BOKPYT IJa3a, MOJIeKAINero MHBbEKIMU. B BapuaHTe
OCYIECTBIIEHHs] M300PETeHHUs MOCIIe UHTPABUTPEATbHON MHBEKIIUN Y CyObekTa HaOIIONA0T 32
NOBBIIIEHHEM BHYTPHUIJIA3HOTO JABJICHUS W/WJIM KPOBSIHOTO JaBiieHus. B BapuaHTe
OCYIECTBIIEHHsI N300PETEHUs IPYroii I1a3 TakKe BBOAUTCS TIPU TIOMOLIH TOH K€ MPOLETYPHI.

Konuuecmeso cnumoeo 6enxa peyenmopa PPIC onsn eeedenus

[00210] Kaxnas nosa cimuroro Oenka perentopa @®POC B BICOKON KOHIEHTPAIUH IS
cyObekTa B T€YEHHE Kypca JICYSHHs MOXKET COAEepPIKaThb TAKOE JK€ WJIH 1O CYIIECTBY TAKOE XKe
KOJIMYECTBO CJIIUTOTO OeNka. AJIbTEPHATHBHO, KOJHUYECTBO JEOOOW OOHOW JO3bI MOXKET OBbITh
Pa3JIUYHBIM WM U3MEHSTHCS B TEUSHHE Kypca JICUSHHUS.

[00211] DddexTuBHOE WK TepaneBTHuecKU >HHEKTUBHOE KOJUYECTBO CIIMTOTrO Oenka
peuenropa ®POC nnst sneyeHus: win NPOQUIAKTUKH 3JI0KaY€CTBEHHOTO HOBOOOPAa30BAHHSI
(HarmpuMep, KOTOpPOE OINOCPENOBAHO, IO MEHbIIEeH Mepe YaCTUYHO AHTMOTE€HE30M) WIIH
AHTMOTEHHOTO 3a00JIeBaHUs IJ1a3, OTHOCHUTCA K KOJIMYECTBY CIUTOrO OeNka C pelentopom

®POC, mocraTouHOMY MJisi TOrO, YTOOBI BBI3BATh pPErpecc, CTaOWIM3ALMI0 WIA yCTPaHEHHE
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3JIOKaYeCTBEHHOTO HOBOOOPA30BaHUS WJIM AHTHOTCHHOTO 3a00JIeBaHUs TI1a3, HAPUMEp, MyTeM
perpecca, CTa0WIM3alMM WM YCTPaHEHHUs OJHOTrO MM 0o0Jieeé CHUMITOMOB WJIM TPU3HAKOB
3JIOKaY€CTBEHHOTO HOBOOOPA30BAaHUS WJIM AHTHMOT€HHOTrO 3a00JIeBaHUS IJIa3 COTJIACHO JIF0OOH
KJIMHUYECKH OMNpenesieMOl CTEIeHH, HalpuMep, B OTHOIIEHWH AaHTHOTEHHOro 3a00JIeBaHMS
rJia3, BbI3bIBas CHIDKEHUE WM TOAAEp)KaHHE IO IIKaje OLEHKU TSDKECTH AMa0eTHYecKOmn
perunonatuu (DRSS), ynydinas wnu nogaep:kuBasi 3peHHe (Hampumep, B OCTPOTE 3PEHHUst C
MaKCUMAaJIbHOHM KOppeKLHeH, Hanpumep, U3MepeHHoil o ysenuueHnto Oyks mo mkane ETDRS),
yBEJIMYWBAs WM COXpaHssl TOJje 3PEeHUs W/WIM yMeHbIIAs WIH TONIEP’KUBAsT TOJIIUHY
LEHTPaJbHOW O0NaCTH CETYATKH U, B OTHOIIEHUU 3JIOKAYECTBEHHOrO HOBOOOpA30OBaHUS,
OCTaHABJIUBAs WJTU BBI3bIBASI PETPECC POCTA, BHIXKUBAEMOCTH H/MJIM METACTA3UPOBAHUS PAKOBBIX
KJIETOK Yy cCcyObekTa. B BapuaHTe ocyuiecTBieHus wu3o0peTeHus 3(QQPeKTUBHOE WM
TepaneBTHYeCKU 3PP eKTHBHOE KOIMUECTBO CiUTOro Oenka peuentopa ®POC nus nedeHus wim
npoUIAKTUKN aHTHOT€HHOTO 3a00JieBaHus TJia3 cocrasisieT oT okoyo 0,5 mr no okosio 10 mr
win ot 0,5 mMr 10 okoj10 20 Mr Ha 103y, BKJIFOYast: 0kojio 0,5 Mr wiu GoJiee; Wil OKOJIO 2 MT WU
bonee, Hanpumep, okoyio 2,1 mr; 2,2 mr; 2,3 mr; 2,4 mr; 2,5 mr; 2,6 wmr;, 2,7 mr; 2,8 wmr;, 2,9 wmr;
3,0 mr; 3,1 mr;, 3,2 mr; 3,3 mr;, 3,4 mr;, 3,5 mr;, 3,6 mr;, 3,7 mr;, 3,8 mr;, 3,9 mr; 4,0 mr; 4,1 mr;, 4,2
mr;, 4,3 mr; 4,4 mr;, 4,5 mr;, 4,6 mr;, 4,7 mr;, 4,8 mr;, 4,9 mr;, 5,0 mr;, 5,1 mr; 5,2 mr;, 5,3 mr;, 5,4 wmr;
5,5 mr;, 5,6 mr;, 5,7 mr; 5,8 mr;, 5,9 mr;, 6,0 mr; 6,1 mr; 6,2 mr;, 6,3 mr; 6,4 mr;, 6,5 mr;, 6,6 mr; 6,7
mr;, 6,8 mr; 6,9 mr;, 7,0 mr;, 7,1 mr; 7,2 mr;, 7,3 mr;, 7,4 mr;, 7,5 mr;, 7,6 mr;, 7,7 mr;, 7,8 mr; 7,9 mr;
8,0 mr; 8,1 mr; 8,2 mr; 8,3 mr; 8,4 mr;, 8,5 mr;, 8,6 mr; 8,7 mr; 8,8 mr; 8,9 mr; 9 mr; 9,1 mr; 9,2 mr;
9,3 mr; 9,4 mr; 9,5 mr;, 9,6 mr;, 9,7 mr; 9,8 mr;, 9,9 mr, 10,0 mr, 10,1 mr; 10,2 mr; 10,3 mr; 10,4
mr;, 10,5 mr; 10,6 mr; 10,7 mr; 10,8 mr; 10,9 mr; 11 mr; 11,1 mr; 11,2 mr; 11,3 mr; 11,4 mr;, 11,5
mr, 11,6 mr; 11,7 mr; 11,8 mr; 11,9 mr; 12 mr; 12,1 mr; 12,2 mr, 12,3 mr; 12,4 mr; 12,5 mr;, 12,6
0 12,7 mr; 12,8 mr; 12,9 mr;, 13 mr;, 13,1 mr; 13,2 mr; 13,3 mr;, 13,4 mr; 13,5 mr; 13,6 mr; 13,7
mr; 13,8 mr; 13,9 mr; 14 mr;, 14,1 mr; 14,2 mr; 14,3 mr; 14,4 mr;, 14,5 mr;, 14,6 mr; 14,7 mr;, 14,8
0 14,9 mr; 15 mr; 15,1 mr;, 15,2 mr; 15,3 mr;, 15,4 mr; 15,5 mr;, 15,6 mr;, 15,7 mr; 15,8 mr;, 15,9
: 16 mr;, 16,1 mr;, 16,2 mr;, 16,3 mr;, 16,4 mr;, 16,5 mr;, 16,6 mr; 16,7 mr;, 16,8 mr; 16,9 mr; 17
mr, 17,1 mr; 17,2 mr; 17,3 mr; 17,4 mr;, 17,5 mr; 17,6 mr; 17,7 mr; 17,8 mr; 17,9 mr;, 18 mr; 18,1
mr;, 18,2 mr; 18,3 mr; 18,4 mr; 18,5 mr; 18,6 mr; 18,7 mr; 18,8 mr; 18,9 mr; 19 mr; 19,1 mr; 19,2

MI

MI'

Mr

Mr

; 19,3 mr; 19,4 mr; 19,5 mr; 19,6 wmr;, 19,7 wmr;, 19,8 mr; 19,9 mr; unu 20 mr. B Bapuante
oCyIlIecTBIIeHUs] n300pereHus 3P QpeKkTHBHOE WM TepameBTU4YecKu 3(P(eKTUBHOE KOIMYECTBO
ciutoro Oenka penenropa PPOC st nedeHMs WM NPOPUIAKTUKH 3JI0KAYECTBEHHOTO
HOBOOOPA30BaHMsI COCTaBISIET OKOJO 4 MI/Kr (HarpuMep, BHYTPHBEHHO). DTy 03y MOXKHO
BBOJUTb, HAIIPUMEP, KaK/ble 2 HEJENH.

[00212] B BapumanTe OcCymecTBIeHHUs H300peTeHusi ciuThii Oenok pernenrtopa OPOC
BBOIAT B 00BEME, TOCTATOUYHOM JJIsl JOCTABKH JKEJIAeMON JT03bI CIIUTOrO OelKa, Hampumep, Kak
onucaHo Bble. B BapuaHTe ocymiecTBieHHs W300peTeHUs! JOCTaBIEHHBI 00BeM (Hampumep,
I JIedeHHUs WM TPOQHIAKTUKHM aHTHOTEHHOro 3a0ojieBaHMs IJla3, HANpuMep, IyTeM
UHTPABUTPEAJbHON HHBEKLMH) MEHbIIe WM paBeH okoio 100 mukponurpam (Hampumep,

NPUMEPHO JIIOOOH U3 clenyroumux oO0BeMOB: 25 MHKpPOIUTPOB, 26 MUKPOIUTPOB; 27
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MUKDPOJIMUTPOB; 28 MHUKPOJUTPOB, 29 mukponutpos, 30 MUKpOIUTPOB;, 31 MUKPOIUTPOB; 32
MUKDPOJIUTPOB; 33 MHKPOJUTPOB, 34 MHUKPOJUTPOB, 35 MHUKPOIUTPOB;, 30 MUKPOJIUTPOB, 37
MUKDPOJIUTPOB; 38 MHUKPOIUTPOB, 39 Mukponutpos, 40 MUKPOIUTPOB;, 41 MHUKPOIUTPOB, 42
MUKDPOJIUTPOB; 43 Mukponurpa, 44 Muxkpoiautpa, 45 MUKPOIUTPOB;, 46 MUKDPOIUTPOB; 47
MUKPOJIUTPOB; 48 MuKponuTpoB, 49 MUKpOnUTpOB; 50 MHUKPOIUTPOB, 51 MuKponuTpos;, 52
MHUKPOJIUTPOB; 53 MHUKPOJIUTPOB, 54 MUKpPOJIUTPOB; 55 MHKPOJUTPOB, 56 MHUKPOIUTPOB, 57
MUKPOJHUTPOB; 58 MHUKPOIUTPOB;, 59 mukponutpos, 60 MUKpPOAUTPOB;, 61 MHUKPOIUTPOB, 62
MUKPOJUTPOB;, 63 MHUKPOJUTPOB, 64 MHUKPOIUTPOB, 65 MHUKPOIUTPOB;, 66 MUKPOIUTPOB, 67
MUKPOJUTPOB; 68 MHUKPOIUTPOB, 69 MUKpOIUTPOB, 70 MHUKPOIUTPOB;, 71 MUKPOIUTPOB, 72
MUKPOJIUTPOB JIUTPBL, 73 MUKPOIUTPA;, 74 MUKPOJIUTPA, 75 MUKPOIUTPOB, 76 MUKPOIUTPOB; 77
MUKPOJUTPOB;, 78 MUKPONUTPOB;, 79 mukponutpos, 80 mukpomutpos;, 81 mukponutp; 82
MUKpONUTpa;, 83 Mukpoautpa, 84 mukponurpa, 85 MHUKPOIUTPOB;, 86 MUKPOJUTPOB, 87
MUKPOJIUTPOB;, 88 Mukponutpos;, 89 mukponutpos, 90 mmxpomutpos, 91 mukpoautp;, 92
MUKpOIUTpa;, 93 mukposautpa, 94 mukponurpa, 95 MUKPOAUTPOB;, 96 MUKPOIUTPOB, 97
MHUKPOJUTPOB;, 98 MUKPOJIUTPOB WA 99 MUKPOIUTPOB).

[00213] B BapumaHTe OCYINECTBJICHHS H300PETEHUs] COCTaB BBOAAT (HANpUMEp, IJIs
JeYeHuss WM TNpOQUIAKTUKA AHTHOTEHHOTO 3a00JIeBaHMs TIJ1a3, HAmpuUMep, NOCPEICTBOM
UHTPABUTPEATbHON MHBEKLWH) B 00beMe, KOTOPBIH COCTaBIsAET OKOJIO 60 MUKPOJHUTPOB WM
MeHee, OKOJIO 70 MUKPOJUTPOB UJIH MEHEE, WJIA OKOJIO 75 MUKPOJIUTPOB UM MEHEE, U OKOJIO
100 mukponuTpos ummu MeHee. Hanpumep, B BapuaHTe OCYINECTBICHUS H300pETEHUs OKOJIO 2, 4,
6, 8,0, 8,1, 8,0-8,1, 8,2, 83, 8,4, 8,5, 8,6, 87, 88 unu 8,9, 9,0 wmu 10 mMr ciauroro Oenka
peuenropa @POC BBozAT B okoio 50, 60, 70 unu 75 MUKpOIUTpAx.

[00214] O6bem naHHOTO M300peTEH s TaK:Ke BKIFOUAET CriocoObl foctaBku 0,5 wiu 2 Mr
cnutoro Oenka peuenropa @PPIC (Hanpumep, UIst JeUSHHS WK PEAOTBPALLIEHUs aHTHOTEHHOTO
3a00JeBaHysl IJ1a3, HAaNpUMep, NMyTeM HHTPABUTPEAJbHOH HHBEKIMH) B (hapMaleBTHIECKOM
COCTaBe COIJIACHO AaHHOMY H300peTeHHI0 B HeOonbIIOM oObeMe, Hampumep, B MeHee S0 MK
(Hampumep, B okoyio 1, 5, 10, 17, 17,5, 18, 18,5, 20, 30, 40 wnu 45 mkn).

[00215] JlanHOoe wu300peTeHHe TakkKe BKJIIOYAET KOMITO3ULMIO, CONEPIKAIIYIO HIIH
COCTOSILYKD ~ WJIM  COCTOSIYKO IO  CYIIECTBY W3 «oObeMa OJHOKPATHOH  JTO3bD»
(bapMareBTHYECKOrO COCTaBa COTJIACHO JAHHOMY M300pPETEHHUIO, TO €CTh 00beMa, COEpIKaIlero
OITHOKPAaTHYK JA03y cautoro Oenka penenropa DPOC (manpumep, adnubepuenTta) B
(apMaeBTHYECKOM COCTaBE COTJIACHO AAHHOMY H300peTeHH0 (Hampumep, OKoJo 50 MKJ WM
60 M, 70 MK UM 75 MKJ WK JIFO00r0 Apyroro oobema, KOTOPBIH COmEepIKUT OKojo 4, 6, 8
wi 10 mr ciuroro Genka peuenrtopa DPIC). Kak oOcyknaercs Huxke, KOHTEHHep (Hampumep,
(bJIakoH WM YCTPOWCTBO IUIsl HWHBEKLWH), COAepKammii OObeM ONHOKPATHOW O3B,
HEeOoOs13aTeNIbHO  BKJIFOUAIOINNN HEOOJBINOW HM30BITOUHBI O0BEM COCTaBa, TAKKE SBISETCS
YaCThIO TAHHOTO N300pETEHMS.

Kounmeiinepuvr u ycmpoiicmea ons unvexyuu

[00216] Cocraser cnutoro Oenka pernentopa ®POC B BbICOKOH KOHLIEHTpAaLUU B

COOTBETCTBHHM C BapUaHTAMM OCYIIECTBJIEHHs B JaHHOM AOKyMEHTe (Hampumep, 00O u3
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coctaBoB A-KKKK) Moryt ObITh npenBapuUTENbHO YIIAKOBAHBI WM 3arPYy>KEHbI B pa3IMYHbIE
NOAXOAALINE KOHTEHHEPhl M YCTPOIHCTBA ISl MHBbEKIMNA. TakuM o0pa3oM, TaHHOE H300peTeHne
BKJIFOUAET KOHTEMHEPHI U YCTPOMCTBA AJIs1 MHBEKLMH, COep KaLUe TaKue COoCcTaBbl. B Bapuante
OCYILIECTBJIEHHs] B JAaHHOM JOKYMEHTE KOHTEHHEep IpencTaBisieT cOOON (akoH, KOTOPBIH
MOXeT OBITh CTEpWJBHBIM. B 1pyrom BapuaHTe OCYLIECTBIEHHS B IaHHOM JOKYMEHTE
KOHTeHHep mnpencrasiseT coboil mpoOHpKy, KOTopash MOXKeT ObITh CTepuibHOWH. B BapuanTte
OCYLIECTBJICHHUsI N300PETeHUsI YCTPOHCTBO Il MHBEKIUH (KOTOPOE MOXKET OBITh CTEPHIIbHBIM)
npeacTasisier coOoi mmpul (HampuMep, MPerBapUTEIbHO 3aMOJHEHHbIN IIMPHLl MJIH IIIPHLI-
pyuky). B BapuaHTe OCyIiecTBieHUs W300pEeTEeHUs] YCTPOWCTBO IUIsi MHBEKIUH TPENCTaBIISAET
co0OW  WHTpPABUTPEANbHBI  UMIUIAHT,  HANpuUMep,  WHTPABUTPEAJbHBI  HMILUIAHTAT
MHOTOpPa30BOT'0 MCIIOIb30BAHMSI.

[00217] «[IpenBapUTENbHO 3aMOJHEHHBII» MINPHUI TNPEACTABISAET COOOW IIIPHIL,
KOTOPBIM 3arOJHSAETCSI COCTABOM COIJIACHO JaHHOMY H300PETEeHHI0 Tepen NpOonaked WM
HCIOJIb30BAHUEM BPadOM UJIH MMALIUEHTOM.

[00218] «CrepunpHbI» B NAaHHOM JOKYMEHTE OTHOCHUTCS K aCENTUYECKUM WIIU
CBOOOZHBIM OT MPAKTHYECKH BCEX HIJIM BCEX JKUBBIX MUKPOOPTAHU3MOB M UX CIIOP.

[00219] Hcnonp3yemble B JAHHOM JIOKYMEHTE LUMPHULIBI COAEPKAT LIMIMHIDSI,
ClIeJIaHHbIe, HAaIIpUMep, U3 CTEKJIAa WM MOJIMMepa, HalpuMep, U3 [UKJIooIe(HA, KaK OMUCAHO B
nyOomukanuu nateHra CIITA Ne 2017/0232199, BkItOUE€HHOW B JAaHHBI JOKYMEHT IJIsl BCEX
LeJel, MOPLIeHb U UIITy.

[00220] KoHTelHepsl U yCTPONUCTBA Ui MHBEKLUUH MOTYT OBITh MOKPBITHI CHIMKOHOM
(HarpuMep, CHJIMKOHOBBIM MAacjIOM MWJIHM 3all€4eHHBIM CUJIMKOHOM (Hampumep, <40 MKr wium
<100 mkr)).

[00221] B BapuaHTe OCYIIECTBIEHUS H300pPETEHUs] KOHTEHHEpP WM YCTPOWCTBO IS
MHBEKINU 10 CYIIECTBY HE COZepIKaT MeTajula WIH IO CYIIECTBY He COAepskaT BOJb(paMa Win
CoZIepKaT HEMHOTO BOJIb(pama.

[00222] B BapuaHTe OCYIIECTBIECHHUS H300pETEHHS IIMPHL] UMEET OHY WK OoJee JIUHUI
IPagyUpPOBKH H/HITH TIPEACTABIISET COOOM CUCTEMY M3MEPEHUS TO3bI.

[00223] KoHuteitHepsl B COOTBETCTBUH C BapHUAHTAMU OCYLIECTBICHHS H300pETEHHSI
MOTYT COJIEpKaTh COCTaBbI cIUTOro Oenka peuentopa @POC B BBICOKOW KOHIEHTpauuu. B
HEKOTOPBIX aCleKTax KOHTEWHEep WM YCTPOICTBO IJi MHBEKLUH MOXKET BKJIIOUATh 3THUKETKY C
yKa3aHUEM NOKA3aHUI K MPUMEHEHHIO. B HEKOTOPBIX Cllydasix KOHTEHHEp WJIH YCTPOMCTBO IS
HUHBEKLUH MOKET COAEPKaTh JIUCTKU-BKJIAJBIIIN B YIAKOBKE C MHCTPYKLMSIMU IO IPUMEHEHHUIO,
KaK OIMCAHO B JAHHOM OINUCAHUU.

[00224] B nmpyrux BapuaHTax OCYIIECTBJICHHsS OOBEM, COIEpKAIIMi ONHY J03y WU
bonee no3 (Hampumep, 2 wim Oosee 2) ciaurtoro Oenka pernentopa ®POC B BBICOKOM
KOHIIEHTpAluu (HarmpuMep, B KOTOPOM J1103a coctaBysieT 2 mr, 4 mr, 6 mr, 8 mr wimn 10 mr
ciutoro Oenka penenropa PPIC), kak OmMMCaHO BBINIE, MOTYT OBITh IPEIBAPUTEIBHO
yIaKOBaHbl B KOHTEMHEp WM YCTPOICTBO AJIl MHBEKLUH, HAIPUMeEp, CTEPUIIbHBII LINPHULL, IJIs

XpaHeHMsl 10 NMpUMeHeHHus. B ogHOM mpumepe o0beM B KOHTEWHEpE CONEP’KUT OIHOKPATHYIO
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no3y ciuroro Oenka peuenrtopa @PIC, HeoOs13aTeNBHO, AOMOJHUTENBHO BKITFOYasi HEOObINOE
KOJIN4ECTBO M30BITOYHOrO 0O0beMa. CTepuiibHBbIE, NPEABAPUTEIBHO 3aIlOJIHEHHBIE IIMPHIIBI
MOTYT GBITh COXPAHEHBI B YCIOBHsSX XpaHeHus (Hampumep, 2 C - 8 C), Hanpumep, 10 12
MmecsueB, 24 mecsueB unu 36 mecsueB. M30bTok npencraBnser coboil M30BITOUHBIN 00beM,
KOTOPBIH JOJKEH ObITh JOCTATOYHBIM IS U3BSITUSI M/MIM BBEACHUS Hajuiexamero oorema. B
BapUAHTE OCYLIECTBJIEHHs H300pETeHHsT KOHTelHep nMmeeT 00BbEeM OIHOKPATHOW O3Bl WU
00bEMBI MHOTOKPATHBIX 103 ¥ 0KOJIO 5-10% u3bbIrouHoro odnvema.

[00225] Pa3meps! mmpuLia MOTYT COCTaBJIsITh, Hanpumep, 0,3 ky0. cm, 0,5 xky6. cm mnu 1
kyO. cM. CrepuibHbIE INMPHULBI, KaK MPABUJIO, COAEPXKAT WY, MPUTOAHYIO AJIST OKYJSIPHOM
WHBEKIUH, KaK MPABUJIO, JJIMHOM OKOJIO Y2 mroiimMa wnu oT 12,5 MM 1o 16 MM, u MoryT ObITh 29-
ro kanuopa, 30-ro kanmubpa, 31-ro kamubpa, 32-ro kanudpa wiu 33-ro kaaudpa B 3aBUCHMOCTH
OT TPEANIOUTEHHH MALMeHTa U CHEIHAINCTa 3PaBOOXpaHEHUsl. MOTrYT HMCIOIB30BATHCS HIJIBI
Apyrod JUIMHBI W KanuOpa, ecinw wuria 3(QexkTuBHA IIsi BBHITOJHEHUS WHTPABUTPEATbHOM
UHBEKIUH.

[00226] XoTs uzoOpereHne OBUIO KOHKPETHO MOKA3aHO M OMUCAHO CO CCHUIKOW Ha Psif
BAPUAHTOB OCYILECTBIICHUS, CIIEIHATNCTaM B JAHHOW OOJIACTH TEXHUKH OYyAET MOHSATHO, YTO
U3MeHeHus1 B opMe U JeTajsix MOTYT ObITh BHECEHBI B PA3JIMYHbBIC BAPUAHTHI OCYIIECTBIICHMSI,
OIMCaHHbBIE B JTAHHOM JOKYMEHTE, 0€3 OTKJIIOHEHHUS OT CYLIHOCTH M 00BbeMa M300pETeHHsT U UTO
pa3uYHbIE BAPUAHTBI OCYINECTBJIEHUs, ONMMCAHHbIE B JAHHOM JOKYMEHTE, He NpeaHa3HAYeHbI
111 OrpaHuueHus1 oobemMa GopMyJIbl H300pEeTEHUs.

Jononnumensnvie cocmagwi

[00227] HanHoe m3oOpeTeHHe BKIIIOUAET CIEAYIOIINE COCTaBbl, coaepkamue Oonee 40
mr/ma ciauroro Oenka peuentopa @POC (anpumep, agiubepiienta WM KOHOEPLENTa) U:

[00228] (a) Oydep, comepxkammii conp ructuauHa (Hampumep, ructuauH-HCl wnn
THCTHIMH-aleTar, Hanpumep, ot 10 MM o 50 MM) u umerowmuii pH B nuanaszone ot 5,7 o 6,2;
caxap (Hampumep, Oosee 6%, HO He Oojee 10%), Takol Kak caxaposa, Tperajgo3a, MAaHHHUT WJIH
IJIFOKO3a, TOBEPXHOCTHO-aKTUBHOE BEIIECTBO, BBIOPAHHOE U3 TPYIIIBL, COCTOSLICH W3
noniucopbata 20 u noymcopdara 80 (Hanpumep, ot 0% 1o 0,1%);

[00229] (b) Oydep, comepskamuii TUCTUAWH, TaKOH Kak L-TUCTHIMH/TUCTHIUH
rugpoxiopun (Hampumep, 10 MM), HEMOHHOE TMOBEPXHOCTHO-aKTHBHOE BELIECTBO, TAKOE KaK
nonucopbar 20 (mampumep, 0,03%), HeopraHudeckyro cojib, Takylo kak NaCl (mampumep, 40
MM), U yIJIeBOA, TAaKOH Kak caxaposa (Hampumep, 5%), Hanpumep, pH 6,0-6,5 (mampumep, 6,2
win 6,5);

[00230] (c) numonnyr0 KuCHOTY (Hanmpumep, S MM, 10 MM, 15 MM, 20 MM, 25 MM wu
30 MM), caxaposy (Hampumep, 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9% wiu 10%), apruHuH
(Hampumep, S MM, 10 MM, 15 MM, 20 MM, 25 MM, 30 MM, 35 MM, 40 MM, 45 MM wu 50 MM
wm 100 MM), u momucopbar 20 (manmpumep, 0,01%, 0,02%, 0,03%, 0,04%, 0,05%, 0,06%,
0,07%, 0,08%, 0,09% wnu 0,10%);

[00231] (d) bydep, Takoit kak docdar, THCTUANH, alleTaT, CYKIMHAT, [IUTPAT, IIyTaMmar

u/unm naktar (Hanpumep, 5-20 wnu 5-50 MM); HEMOHHOE MOBEPXHOCTHO-aKTHBHOE BEILECTBO,
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Takoe kak noaucopbar (Hanpumep, PS20 mnu PS80), nogenmnosblit 3pup MOMU3TUICHTJINKOIIS,
nosiokcamep,  4-(1,1,3-rerpamerrniOyTHIT )Y SHUINOMUAITHIICHTJIUKONb,  QJIKHJICAXapua — WJIH
ANKWITJINKO3U], TOHU3UPYIOLIMH areHT, Hampumep, IMOJUOJ WM aMHHOKHCIIOTY, HaIrpuMep,
caxaposy, Tperajuosy, COpOUT, MAaHHMT, INIULEPUH, MPOJIUH, apTUHUH, METHOHUH, TJHLIHUH WUJIH
JIM3UH, TP 3TOM KOHEYHYI0 OCMOJISJIBHOCTBH cocTaBa cocramisier okono 300 MOcwm/kr, u rae
KOHLIGHTpaLUsl XJIOPUA-aHUOHA COCTaBJIsieT MeHee ueM okojo 10 MM; pH 5,0-6,5; unu

[00232] (e) 10 MM Hatpwmii pocdara, 40 MM Hatpuii xsopuna, 0,03% nonucopdara 20 u
5% caxapossbl, pH 6,2.

IMPUMEPBI

[00233] Crenyroomue HUXKE MPUMEPbl MPEAHA3HAYEHbI TOJBKO IS WUTFOCTPATHBHBIX
Heseil M He TpPEeAHA3HAYEHbI JUJIsl OrpaHUYEHUs o0beMa H300peTeHus. Bbutn mpeamnpuHSTHI
yCuiHsl sl OOECIeYeHUs] TOYHOCTH B OTHOLICHHHM HCIOJB3YEMBIX YHCEN, OJHAKO CIEenyeT
YUUTBIBATh HEKOTOPBIE HKCIEPUMEHTAJbHbIE OINMOKH M OTKJIOHeHHs. JIroOble COCTaBbl,
NPEACTABICHHBIEC B 3TUX MPUMEPAX, SBJISFOTCS YaCTbIO JAHHOTO U300PETEHUSI.

[00234] B aTux mpumepax, Korma dKcrepumeHT nposomutcs npu 2-8 °C, 3amaHHas
Temmneparypa cocrasinster 5°C ¢ nomnyckom otkionenus+3 © C.

IIpumep 1. CoctaBbl cauroro 6eka peuenropa ®PIC B konuenTpanun 80 mr/ma
coxpaHAT 3(PPeKTHBHOCTb, (PU3HUYECKYI0 CTAOMJIBHOCTHL W 3apsA B TedyeHHe 36-
MeCSYHOr0 MepHoaAa.

[00235] Cepun U3 ueThipex pa3aHYHBIX COCTABOB, comepskamux 80 mMr/mi cautoro Oenka
peuenropa ®POC (apnubepuenra), TECTUPOBAIN HA MPEIMET AOITOCPOUHON 3((HEKTHBHOCTH,
¢u3nyeckoil cTabMIBHOCTH M 00pa3oBaHMs OTJIMYAIOIINXCS 3apsAgoM BapuaHToOB. IlepedeHb
UHTPEUEHTOB KaXKJIOr0 M3 4YeThIpex cocTaBoB mpuseneH B Tabmuue 1-1. Kaxnmeni cocras
oLeHUBaIM Ha oOpaszoBanne BM coemmnenuii ciutoro Genka peuentopa ®POC B mpouecce
xpanenusi pu 2° C - 8 © C B Teuenue 36 MecsIeB, a Takke ONpPENENAIH TIPOLEHT OCHOBHOTO
coequnenus: merogom SE-UPLC. Kaxkmpiii cocTaB, comep:Kailuii CIMTHI OeJoK peLenTtopa
OPOC, Takke OLEHHMBATH C TMOMOIIBIO HM303JIEKTPHUYECKOrO (OKYCHPOBAHUS C TMOCTOSTHHBIM
JIETeKTUPOBAHUEM IO BCEW UIMHE Kamwuiipa B TEUEHHE TOrO K& BPEMEHH M TEeMIepaTyphl.
Hakonen, 3¢¢ekTHBHOCTh KaXKAOr0 cocraBa ObLIa MPOBEpEHA MPH MOMOLIN OHOJOTHYECKOTO
aHaJIN3a B TEYEHUE OTHOTO M TOTO K€ BPEMEHU M TEMIIePATYPHI.

Ta6auua 1-1. CocTasbl, coaepxkamue cauThliii 6esiok peuentopa PPIC

Harpunii Harpuii
VEGFT | dochar | I'mctumun | Caxaposa | [Tomucopbar | xymopun
CocraB | (mr/mi) | (MM) (MM) (mac./00.) | 20 (mac./06.) | (MM) pH
F1(B) 80 10 H/ 5 0,03 40 6,2
F2 (H) 80 10 H/ 8 0,03 0 6,2
F3 (D) 80 H/ 10 5 0,03 40 6,2
F4 (G) 80 H/ 10 8 0,03 0 6,2

Taoauua 1-2. % BM coeanHeHun
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Cocras BCoctras HCocrtaB DCoctraB G Cocras 1CoctaB 2CoctaB 3CoctaB 4Mecsiiibl
npu 2-8C
0,01,71,61,61,312,12,11,61,72,02,32,21,81,83,02,42,52,02,16,02,92,82,02,39,03,13,02,22,412,0
2,83,0 2,418,03,23,22,62,524,03,63,63,12,836,04,24,23,23,2

Tabauua 1-3. % 0CHOBHOIO NMHUKa

CocraB BCocraB HCocraB DCocraB G CocraB 1CocraB 2CocraB 3CocraB 4Mecsiibl
npu 2-8C
0,098,498,498,498,8197,998,098,498,32,097,797,898,298,23,097,797,598,098,06,097,197,297,9
97,79,096,997,097,897,612,097,297,0
97,418,096,896,897,497,524,096,596,496,897,236,095,795,796,896,8

Tabauua 1-4. % KHCIOTHBIX COeTHHEHUI

CocraB BCocras HCoctaB DCoctraB G CocraB 1CoctaB 2CoctaB 3CocraB 4Mecsiiibl
npu 2-8C 0,015,815,116,015,21215,615,9NP16,024,016,017,116,216,936,016,917,417,217.6

Tabauua 1-5. % 0CHOBHOrO coeIMHEHHS

CocraB BCoctras HCoctaB DCoctras G CocraB 1CoctaB 2CoctaB 3CoctaB 4Mecsiiibl
npu 2-8C 0,078,979,179,279,91279,379,3NP79,724,079,378,579,579,336,078,678,178,778,6

[00236] Hauubie npencraeineHbl Ha Pur. 1A, 1B, 1C u 1D. Ha ®ur. 1A nokazan
npoueHT BM coenmnennii cimroro Oenka perentopa @POC, oOpa3oBaHHBIX B KaKIOM U3
gyeTblpex coctaBoB. [l noBymku ®PIC mokaszaHa HeMHOro Oojiee MeAJieHHass CKOPOCThb
oOpa3zoBanusi BM coenuHeHwMiA, €Ciii COCTaB OCHOBAH Ha TMCTUAMHE, MO CPABHEHHUIO C COCTaBOM,
OCHOBaHHbIM Ha HaTpuii Qocdare. Kak mnokazano Ha ®ur. 1A, % BM coenunenuii nocie
xpanenus npu 2 ° - 8 ° C B TeueHue 36 Mecsues yBenuuuBancs Ha 2,6% B COCTaBax ¢ HaTPHii
docharom (coctaBel | u 2) mo cpaBHeHUIO C yBenudeHneMm Ha 1,6-1,9% B rUCTHIMHOBBIX
Oydepax (coctassl 3 u 4). JlanHble ObUTM MOATBEPKAEHBI, Kak Mmoka3aHo Ha Pur. 1B, rune SE-
UPLC wucnonp3oBainy Ui ONpPEAETCHUs] IPOLIEHTa OCHOBHOTO COEJUHEHHs CIUTOro Oeska
peuentopa ®PIC, mpUCYTCTBYIOLIMX B TEX K€ BPEMEHHBIX pPaMKaX M TEMIIEPATYPHOM
auanasoHe. B kauecTBe TOYKH CpPaBHEHMs, AHAJIU3bl MPOBOAWIMCH C TEKYIIUM COCTaBOM
Diinea® (40 mr/mi), comepxauum 10 MM Hatpuit ¢ocdarta, KOTOPbIH MPOIEMOHCTPHPOBAI
ysenuuenue Ha 1,2% conepskanus BM coenunenuii nocne xpanenus npu 2 © -8 ° C B Teuenue
36 mecsiueB (He mokaszaHo). Kpome Toro, kaxablii U3 4eThipex cocTaBoB JIOBymku DOPOC ¢
KOHUeHTparuein 80 mr/mn TectupoBaid Ha 3(PQPEKTUBHOCTh M CPABHHUBAIM C AKTHBHOCTBIO
Diinea® (He mnokaszaHo). D(PPEeKTUBHOCTH KOHTPOJIHPOBAIH C TIOMOINBIO OHUOJIOTUYECKOTO
aHaiu3a AJis BCeX YeThIpeX COCTABOB, a Takxke Ay Jinea®. DT naHHbIE AEMOHCTPUPYIOT, UTO
COCTaBBl COTJIACHO NAaHHOMY HM300pPETEHHIO CIIOCOOHBI MOIAEPIKUBATH CTAOMJIBHOCTH CIHTOTO
Oenka pernenrropa @PIC, cpapHuMYIO ¢ Diinea®.

[00237] Ccoinasice Ha @ur. 1C u 1D, npoueHT OTIMYAKIIUXCS 3apsiiOM BapUaHTOB
nosyiku ®PIC, obpazosaHHbIx nocie xpaHenus npu 2 ° - 8° C B TeueHue 36 MecsLEB TakKe
Oopu1 mporectupoBaH. Ha ®ur. 1C mnokaszano, yro soBymka ®POC B cocraBax 1-4 He
NPOJEMOHCTPUPOBAIA 3HAYMMOIO HW3MEHEHHs MPOLEHTHOTO  COIEPKaHHA  KHCIOTHBIX

COeIMHEHUM B TeueHue 36 Mecsaues, a Ha Dur. 1D nokaszaHel Te ke pe3ysbTaThl A MPOLIEHTA
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OCHOBHOT'O COeNMHEeHHs B TedeHne 36 Mmecsne. OOHapykeHue Toro, uro josymka DPPIC,
COXpaHsIoIlas OTJIMYAIOLIMECs 3apsoM BapUaHTbl COEQUHEHUIl BO BpeMs XpaHEHWUs,
JEMOHCTPUPYIOT, 4TO KauecTBO JoBymkn PPIC coxpaHanoch, a Takue MPOLIECCHl, Kak
Ie3aMUHUpPOBaHNe, oOpa3oBaHHe N-KOHLIEBOrO NHUPOIIIyTaMaTa, W30MEpH3alys, arperauus u
T.J., HE IPOUCXOUIIN B T€UEHUE X PAHECHUSI.

[00238] J[lannbie B Ilpumepe 1 nAEeMOHCTPHPYIOT, YTO COCTaBbl C YJBOEHHOM
KoHUeHTpanueit jopymku OPOC, obHapyxkeHHO B Ditnea®, MOTyT COXPaHATh (PUIHUECKYIO
CTaOMJILHOCTD, KauecTBO 1 3G (eKTUBHOCTL B TeueHue 36 mecsues npu 2 ° - 8 © C. Kpome Toro,
XOTSl BCE 4YeThIpe COCTaBa MPOAEMOHCTPHPOBAJIM AHAJOTMYHYI 3((PEKTUBHOCTD B TEYCHUE
NepUosa, COCTaBhl, COMepIKallie MMCTUIUH, IPUBOAMIN K HECKOJNBKO MEHbIIEMY YBEITHUYEHUIO
oOpazoBanusi BM coenuHeHwit (mpu3HaK nerpajanuu Oeika), JEMOHCTPUPYS, YTO MpH
HEKOTOPBIX OOCTOSITENIbCTBAX THCTUAMH MOXKET OBITh NMPEANIOYTUTENbHBIM Oydepom. OmHako
pe3yabraThl 11t OyepoB Ha OCHOBE rUcTHAMHA U (ocdaTa TPOIEMOHCTPUPOBATIH OTIUIHYEO
CTa0MIIBHOCTD B XOJ1€ UCCIIEOBAHUS.

IIpumep 2. CraduabHocts 150 mr/ma nosymku ®PIC B cocTtaBax ¢ HaTpuii-
dpochaTabiM Oydepom/caxapo3oii.

[00239] MBa cocraBa ¢ Hatpuil (ocdarom ObUTH TPOTECTUPOBAHBI HA (PUIHUECKYIO
crabuibHoCcTh 150 mr/ma nosymku ®POC (apnubepuenta) npu 37° C B TeueHue 28 CyToOK.
IlepeueHp MHIPEAMEHTOB KAKAOTO U3 ABYX COCTABOB MpuBeneH B Tabmune 2-1. Kaxaplii cocras
OLleHMBaNM Ha mpeaMeT oOpasopanusi BM coemunenuii B mpouecce xpanenus npu 37° C B
TedeHue 28 CyTOK, a TAK)Ke ONPEAeNaiu NPOLEHT OCHOBHOTO coeauHenust meronoM SE-UPLC.

Tabnuua 2-1. CocrtaBbl, coaepxamue cauTblii 0Oejok peuentopa PPIC

(adgumbepuenta), nas llpumepa 2
Hatpuii

VEGFT docdar Caxapoza | [lonmucopbar | ApruHus-

Cocras (mr/mun) (MM) (mac./06.) |20 (mac./06.) | HCI (MM) pH
F1(T) 150 10 8% 0,03 H/J 6,2
F2 (JJJ)) 150 10 8% 0,03 50 6,2

Tabauna 2-2. % BM coeanHeHui

10 MM Hatpuii ¢pocara, 8% caxapossl, 0,03% nomucopdara 20, pH 6,210 MM naTpuii
docdara, 8% caxapossl, 0,03% momucopbdara 20, SO0 MM L-aprunun MoHoruapoxiopuaa, pH
6,2 DocharPochar-apruanHCyTOK npu 37C
0,02,41,976,46,114,08,48,321,010,410,528,012,212,5

Tabauuna 2-3. % 0CHOBHOI0 MUKA

10 MM Hatpuii ¢pocara, 8% caxapossl, 0,03% nmonucopdara 20, pH 6,210 MM =HaTpuii
docdara, 8% caxapossl, 0,03% momucopbdara 20, SO MM L-aprunun monoruapoxiopuaa, pH
6,2 DocharPochar-apruanaCyToK npu 37C
0,097,698,1793,693,914,091,091,121,088,989,028,087,186,9

[00240] Ha ®ur. 2A mnoka3aH, 4TO He ObUIO 3HAUUMOU pa3HUIlbl B % BM coennHeHUsIX,
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00pa30BaHHbIX MEXKIY JABYMsSl COCTaBaMM BO BpeMs xpaHenust npu 37° C B TeueHue 28 CyTOK,
YTO MOATBEPKIAETCS MPOLIEHTHBIM COOTHOILIEHHEM OCHOBHOIO COEAWHEHHs ¢ nmomoubio SE-
UPLC (®ur. 2B). He Op110 M3MeHEHUI BHEIIHErO BUA, MyTHOCTH Wiu pH y AByX cocTtaBoB B
TedeHue 28 CyTok (He IMOKa3aHo).

[00241] 3arem pe3yabpTaThl CpaBHUBAJIU C COCTaBaMH, KOTOpble comeprkanu 40 mr/mi
Oninea® u cocraBom 1 u3 Ilpumepa 1 (80 mr/mn nosyumiku ®PIC B Harpwmii-pochaTHOM
Oydepe). Kak u oxumanoch, coctaBbl ¢ 150 mr/mn noymku @POC npopemoHCTpHpoBaIn
Oosiee BbICOKHIT MpoleHT oOpa3oBaHust BM coennHeHuUl MO CpaBHEHHIO ¢ COCTaBOM Diiea® u
HECKOJIbKO 00Jiee BBICOKHI MPOLEHT oOpa3oBaHuss BM coenrHeHMid 10 CPAaBHEHUIO C COCTABOM
1 u3 IIpumepa 1.

[00242] JlanpHeilline TeCThbl, MPOBENEHHbIE HA COCTaBax, COMAEPXKALIUX BBICOKYIO
koHUeHTpauuio JoBymwku PPIC, u cocraBax, copepxkalluX TUCTHIWH, IOKa3ald Jy4IIVIO
3aIUTy 3TUX MOJIEKYJ, YeM COCTaBbl Ha OCHOBe HaTpuil ¢ochara. Kpome Toro, BKIIFOUEHHE
HATPU XJIOpUAA B KAKIBIH U3 TECTUPYEMBIX COCTaBOB (PAaKTUYECKH BBI3BIBAJIO AECTAOUITH3ALIHIO
nosyiiku ®PIC mpu 37° C. Jlannble B [Ipumepe 2 A€MOHCTPUPYIOT, YTO AAKE MPU BHICOKHX
koHIeHTpanusix 150 mr/mn ciuroro Genka peuentopa ®POC u npu XpaHEHUH TPU TOBOJBHO
SKCTPEMAJIbHBIX TEMIIEPaTypax MPeACTaBIEHHbIE B JAHHOM JTOKYMEHTE COCTaBbl 00ECIIEUNBAIOT
MPEBOCXOHYIO 3AIIUTY B OTHOIIEHUH (PU3NIECKOI CTaOUIBHOCTH.

IIpumep 3. PapManeBTHYECKH NpHEMJEMAd BSA3ZKOCTL COCTABA MOMKET ObITh

pocTuruyvra aas 150 mr/ma gosyumku OPIC.

[00243] Psig coctaBoB, copepxkamux jtoBymky ®POC (apnubepuent), TectupoBaiv Ha
ux Bsi3kocTh. Cocrasbl, conepxkamue ot 10 mr/miu o 160 mr/mn noByuku ®PIC, tectuposaiu
B IIPUCYTCTBHH U B OTCYTCTBHE PA3JIUYHBIX CHUKAIOLIUX BA3KOCTb areHTOB.

[00244] Ha ®wur. 3A nokasaHsl cocTaBbl, copepxaime 155 mr/min noBymku @PPOC B 10
MM Harpwuii-pocdaraom Oydepe, 5% caxaposze u pH 6,2 B komOuHaumym 0e3 HEOPraHUYECKOH
COJMM, C  AaprUHUHOM,  JIU3WHOM, HATPUH  XJOPUAOM U  MarHUd  XJIOPUJIOM,
NPOEMOHCTPUPOBABIINE HEOOJBINYI0 Pa3HHULY B BSA3KOCTH. B KakaoM ciy4dae BSI3KOCThb
usmepsin B cll npu 20° C. HabGmopmanu nmanasoH Bs3kocTd oT okojo 17 cIl (6es
Heopranuyeckoi comu) o 15 cIl (100 MM marauii xjopuaa) ¢ HEOOJNBIIMMH BapHALUSMH
MEXKIY TeM, KaKOH CHIDKAIOIIMH BS3KOCTh AareHT WCHOJb30BAJM, WIH B MPHCYTCTBUH
CHIJKAIOIIETO BSI3KOCTh areHrta BooOmie. Ha ®@ur. 3B nmokazana aHanoru4Hasi cepusi COCTaBOB, 32
UCKJIFOYSHHEM TOTO, 4TO OCHOBHOH Oydep umeer 10 MM ructuanna u pH 5,8. 3necy orcyrcTBHE
KaKoOW- 1100 HEOPTraHMUYECKOH coyu obecneunsio cocTaB ¢ Bs3kocThio 11,5 clIl, a 50 MM nm3uHa
obecrieumsio cocraB ¢ Bsskocteto 14 cIl. Bydep, comepxamuii ructunuH, obecrednBaeT
OTJIMYHYI0  BSI3KOCTh, KOTOpasi COOTBETCTBYET CBOHCTBAM JIPYTHX  BIPBICKUBAEMbIX
OMOJIOrNYEeCKUX MPENapaToB ¢ HU3KOH KOHLEHTpaneH.

[00245] Ha @wur. 3C noka3aHa Ba3kocTh JoBYWIKH PPOC mexay xoHueHtpauusmu 10
mr/mit 1 160 mr/mi, ¢ 10 MM Hatpuii docharom, 5% caxaposoit mpu pH 6,2 B oTcyTrcTBHE
apruanHa U B 50 MM apruHuH rugpoxyiopuaa. BriaroueHue CHMXKAIOMIErO BA3KOCTb areHra

MNPUBCIIO K aHAJIOTUYHBIM 3HAYCHUSAM BA3KOCTU MAJIA BCEX IMPOTCCTUPOBAHHBIX KOHL[eHTpaI_II/Iﬁ
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nosyumek @PIC. Kak mokazano Ha ®ur. 3A u 3B, cHwkKaroWuil BA3KOCTh areHT OKa3bIBaJ
HE3HAUNTENIbHOE TOJIOXKUTENbHOE BIIMSIHAE Ha BA3KOCTb COCTaBa AaKe MPHU OoJiee BBICOKUX
KOHLIEHTpaLusaxX Oenka. DTO HEOXKHMIAHHBIN Pe3ysbTaT, TOCKOJIbKY paHee ObUIO MOKa3aHO, YTO
aprUHUH M JPyrHe CHIDKAIOIIUE BSA3KOCTb areHThl OOJafaloT IOJIE3HBIMU CBOHCTBAMHU B
OTHOLICHHH BSI3KOCTHU O€JIKa MPH BBICOKOH KOHIIEHTPALIMH.

Ta6auua 3-1. Bsaskoctb- coctasbi ¢ (pocdarom (¢l mpu 20 °C)

Cocras Oypepal0 MM natpuii pocara, 5% caxapo3bl, pH 6,2be3 nmoHusuTesst
Bsi3kocTtul7,3100 MM aprununal6,2200 mM aprununalS,850 mM au3unal6,2100 MM
HaTpuil xa0puaal6,550 mM maraui xjaopuaal6,3100 MM marauii xaopuaals,3

Ta6auua 3-2. Baskocrb-coctasbl ¢ ructuaunom (cIl mpu 20 °C)

CocraB O0ydepal0 MM rucruguna, pH 5,8be3 monusurens BsizkocTunll,5100 MM
apruanial2,0200 vM apruaunal2,750 mM nu3unal4,0200 MM au3unal4,150 mM naTpuii
xjaopuaal3, 1100 MM natpus xaopugal2, 1S5S0 MM marnmii xjaopuaal2,6100 MM marau
xJjopuaall,4

Ilpumep 4. ApruHUH THAPOXJIOPHA VJIVYINAECT CTAOHJILHOCTHL 150 MI/mMJu JIOBVIIKH

DPIC B cocTaBax ¢ HaTpuii-pochaTHbIM Oydhepom/caxapo3oii.

[00246] MBa cocraBa ¢ Hatpuil (ochaTom OBUIM MTPOTECTUPOBAHBI B OTHOIICHUH
dusnueckoii crabunbHocTu 150 Mr/mn nosymku ®PIC (admubepuenta) npu 2-8° C B TeueHue
12 mecsines. [lepedeHp MHIPEANMEHTOB Ka)KIOTO U3 IBYX COCTaBOB mnpencrasiieH B Tabmune 4-1.
Cocras 2 nononHuTenbHO coaepkutr 50 MM apruHuH rugpoxnaopuna. Kakayro KOMIIO3ULIUIO
OLleHMBanM Ha mpeaMeT oOpasopanusi BM coemuHenuii B mpouecce xpanenus npu 37° C B
TedeHue 12 MecsleB, a TakKe ONpefeNsid MPOLEHT OCHOBHOTO cOoeAuHeHus MeTogoM SE-
UPLC.

Ta6auna 4-1. CocraBpl, cogepxamme cauTbiii 0eqok peuentopa POPIC
(apmmbdepuent), s lpumepa 3

Harpuii ApruHuH
VEGFT | dochar Caxaposa | I[ogucopdar TUIPOXJIOPH]T
Cocras (mr/mn) | (MM) (mac./06.) |20 (mac./o6.) |pH (MM)
F1(T) 150 10 8% 0,03 6,2 0
F2 (J11J) 150 10 8% 0,03 6,2 50

[00247] Ha ®ur. 4A nokasaHo, 4To BKJIO4YeHHe B coctas 50 MM apruHuH rUApoXJiopyuaa
yIyHIuiIo (u3ndeckyro cTabmibHOCTh JoBymkd PPOC. DToT crabummsupyromuil aTpudyT
noBymku @PIC Oput noareepkaeH Ha Qur. 4B, rae mpoLeHT OCHOBHOTO COETUHEHHST OCTAETCSI
Bbiie i joyumku ®PIC B mpucyrctBun 50 MM apruHuH TrUApOXJIOpHIA. JTU JaHHBIE
OEMOHCTPHPYET, UTO CYLIECTBYIOT CHTyallM, IpH KOTOPbIX A00aBJieHWE AaprUHUH
rugpoxyopuna obecneunBaer cradummsupyioumi 3dgdexr Ha Xpanumyro soBymky DOPIC.
TaOnuuHble MaHHBIE SKCKIIO3MOHHOHN Xpomarorpaduu npeacrasieHsl B Tabmumnax 4-2 u 4-3.

Tabauua 4-2. % BM coeanHeHui

10 MM Hatpuii ¢pocara, 8% caxapossl, 0,03% nonucopdara 20, pH 6,210 MM =HaTpuii
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docdara, 8% caxapossl, 0,03% momucopbdara 20, SO0 MM L-aprunus mMonoruapoxiopuaa, pH
6,2 Mecsus! pu 2-8C 0,02,41,913,32,82,03,83,23,04,13,56,04,94,19,05,54,712,05,95,0

Tabauua 4-3. % 0CHOBHOro NMHUKa

10 MM Hatpuit ¢pocara, 8% caxapossl, 0,03% nonucopdara 20, pH 6,210 MM HaTpuii
docdara, 8% caxapossl, 0,03% nommucopdara 20, 50 MM L-aprunun Monoruapoxsopuna, pH
6,2 Mecsiub npu 2-8C
0,097,698,1196,897,22,096,296,83,095,996,56,095,195,89,094,595,312,094,194,5

IIpumep S. Baskocre 10 mr/ma - 170 mr/ma_gosymkn PPIC B rUCTHAHHOBOM H

dochaTHom Ovdepax
[00248] Ha ®wur. 5 nokasano, uro 10 MM ¢docdatasrit Oydep n 10 MM rHCTUIUHOBBII

Oydep MMEIOT B BBICOKOW CTENEHH NOAXOMALINE BSI3KOCTH JJIsl AUAna3oHa KOHLEHTPALUid
aoymku PPIOC (admubepuenta) Ilpu Oomee BBICOKMX KOHUIEHTpauusix JoBymku PPIC
THCTHUIMHOBBIHN Oy(ep MpOIeMOHCTPUPOBAN YIIyUIIEHHE BA3KOCTH (IO CpaBHEHHIO ¢ dochaTom).
Bsiskocth usmepsiiu npu 20 °C.

Ilpumep 6. TaypuH ¥ nponaHcyJb()OHOBAS KHCJI0TA 00eCeYHBAKT VJIVYIIEHHYIO
DPIC

CTA0OMJILHOCTD BbLICOKOH KOHIEHTpaluen

(adiudepuenta).

[00249] Beut mpoBeAeH SKCIIEPUMEHT TSI ONPESICHHs BIIUSHUS Ha CTaOMIIBHOCTH Oejka

AJISA COCTaBOB C JOBYIIKH

psima komOuHanmii coctaBoB. Ha @ur. 6 mokasaH rpaduk JTUHAMHYECKOTO CBETOPACCESTHUSI IJIsI
COCTaBOB, copepxkammx oT 2 mr/ma Oenka o 10 mr/mn Genka (agpaubepuenta). Cocrassbl,
koTopele copepxkanu 70 MM taypuna uiau 70 MM PSA, mpoaeMOHCTpUpPOBAJINU CHUKEHHE
CaMOB3aUMOJIEHCTBUS MpH OOJiee BBICOKUX KOHLIEHTPALUSAX. DTU JaHHbIE YKA3bIBAIOT HA TO, YTO
taypuH U PSA MOryT OBITH MOJNE3HBIMU BKJIIOUEHHUSMH B COCTaBbl C BBICOKOH KOHLIEHTpaLMei
Oenka, momoOHbIE TEM, O KOTOPBIX HJIET PeYb B JAHHOM CJIy4ae.

IIpumep 7. JoJarocpo4Hoe HCCJACA0BAHHE CTAOHJIBLHOCTH PA3JIMYHLIX COCTABOB,

CoACPRAINMNX TMCTHAHH.

[00250] Bcero ObLIO TPOTECTHPOBAHO 9 pa3IMUHBIX COCTaBOB adaubepuenTta ¢
pa3IMuHON KOHUEeHTpauued Oydepa, Tepmocrabunuzaropamu U TUAPOPOOHBIMH COJSIMU. 9
cocraBoB F1-F9 npusenens! Hiske B Tabmnuie 7-1.

Tabauua 7-1. Cocrasbi F1-F9.

VEG Konuentpa|Caxapo|llpoan Konuentpa
Tun Hoaucop
FT nHs 32 (% | H (% Crabniausa nHs
Cocras Oyde oar 20 pH
(Mr/m Oydepa |mac./00|mac./o Top (MM) |cTabuausar
pa (mac./00.)
JI) (MM) J) 0.) opa (MM)
F1 (WW) [ 140 | His 10 5 0 0,03 Taypun 50 5.8
ApruauH
F2 (XX) | 140 | His 20 0 4 0,03 HOl 50 5.8




50

F3 (YY) | 140 | His 20 2,5 2 0,03 Taypun 50 5.8
ApruauH
F4 (ZZ) 140 | His 10 2,5 2 0,03 50 5.8
HC1
F5 (AAA) | 140 | His 20 5 0 0,03 PSA 50 5.8
F6 (BBB) | 140 | His 20 2,5 2 0,03 PSA 50 5.8
ApruHuH
F7 (CCC) | 140 | His 20 5 0 0,03 50 5.8
HC1
F8 (DDD) | 140 | His 10 0 4 0,03 PSA 50 5.8
F9 (EEE) | 140 | His 20 5 0 0,03 H/ H/A 5.8

VEGFT=nosymka ®PIC (adpnubepuent)

[00251] Yersipramuate (14) M kakmoro cocraBa cMmemuBain B mpodupkax Falcon
ooremoMm 15 ™. 3arem coctaB CTepuiabHO (UIBTPOBAIH C Hcmonb3oBaHueM 0,22 MM
IIMPHULEBOTO (GUIBTPA U 3aMOJIHSUIN CTEPHIIbHBIE CTEKJISTHHBbIE (i1akoHBI THUMA 1 00BeMOM 2 ML
JUIsl KayKA0Tro COCTaBa 3amoiHsIN BoceMb (8) ¢urakoHOB 0ObeMoM 0,4 MIT B BBITSKHOM IIKady C
JTAMUHAPHBIM [TOTOKOM.

[00252] SE-UPLC (monekyJsipHbIe MacChl COSMHEHHIT) BBITTOJHSIN Ha BCeX oOpasilax
IS OTIPEIENIEHUs] XUMHUYECKON CTa0MIIBHOCTH KasKAO0rO COCTABa.

[00253] IIpouent BM coeauHeHuil ¢ TeueHUEM BPEMEHU AJisl KaKoro u3 cocraBoB F1-
F9 npusenen Ha ®ur. 7 (cm. Taxke Tabmuny 7-2). Coctassl F4 u F7 nokasanu camblii HU3KUit
npoueHT BM coenunenuii mocine 4 -x mecsues mpu 5 °C. Pe3ynbTaThl MOKa3aiM, 4YTO
nobaByieHUe SKCLUUIHUEHTOB, TaKUX KaK aprUHMH W TPOJIMH, 3HAYUTENBHO CHUXKAET CKOPOCTh

obpaszoBanus B %o BM coenvnHeHumii B coctaBax ¢ JoByiikoit ®POC.
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Taéauua 7-2. Ananus merogom SE-UPLC (2-8 °C)

F1 (WW) F2 (XX) F3 (YY)
Mecsaubl o % o %
% BM OCHOBHOT % BM OCHOBHOTO % BM OCHOBHOTO
npu 2-8C 0 MHKa THKa THKa
0,0 1,53 98.46 1,48 98,52 1,39 98.61
0,5 1,87 98,13 1,87 98.13 1,92 98,08
1,0 2,19 97,81 2,16 97.84 2,19 96,15
2,0 2,64 97.36 2,63 97.37 2,71 97,29
3,0 2,83 97.17 2,76 97,24 2,87 97.13
4,0 3,07 96,93 3,00 97,00 3.11 96.89
5,0 3,24 96,76 3,11 96,89 3,28 96,72
6,0 3,35 96,65 3,24 96,76 3,38 96,62
F4 (ZZ) F5 (AAA) F6 (BBB)
% % %
% BM OCHOBHOTO % BM OCHOBHOID % BM OCHOBHOIQ
MHKA IIHKA HKa
1,31 98,69 1,55 98.45 1,45 98,55
1,69 98,31 1,79 98,21 1,96 08,04
1,95 98,05 2.31 97,69 2,26 97.74
2,37 97.63 2,80 97,20 2,72 97,28
2,61 97,39 2,99 97,01 2,91 97,09
2,84 97,16 3,26 96,74 3,17 96,83
3,03 96,97 3,44 96,56 3,35 96,65
3,13 96,87 3,52 96,48 3,41 96,59
F7 (CCC) F8 (DDD) F9 (EEE)
% % %
% BM OCHOBHOIO % BM OCHOBHOTO % BM OCHOBHOIO
TMHKa MTHKA IHKa
1,20 98,80 1,56 98.44 1,53 98,47
1,74 98,26 1,87 98.13 2,05 97,95
2,08 97.92 2,16 97 84 2,39 97.61
2,52 9748 2,59 97.41 2,89 97,11
2,76 97.24 2,80 97.20 3,07 96,93
2,97 97,03 3,06 96,94 3,34 06,66
3,14 96,86 3,21 96,79 3,51 96,49
3,26 96,74 3,28 96,72 3,69 96,31

IIpumep 8. Hccaenosanue craduwabHocTH 140 mr/ma gosymkun DPPIC npu

PA3JHYHBLIX KOHHCHTPALMAX APruHUHA.

[00254] Beio wu3ydyeHO BIAMSAHME W3MeHeHus KkoHueHTpauuu apruHuH HCl Ha

CTa0MJIBHOCTD YETHIPEX COCTABOB INIA3HBIX JIEKAPCTBEHHBIX MpernapaTroB co 140 Mr/mi JOBYIIKU
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®POC (apmubepuenta). OueHKy CTaOUIBHOCTH MPOBOAMIM TPH yCIOBUSX XxpaHenus 2-8 °C.
Jlexkapcreennbiii npemnapat (JIIT) Takxke uHKyOuposamu B ycnosusx crpecca (37 °C). Uersipe
COCTaBa, OLIEHMBaeMble B 3TOM HccrnenoBannu cradunbHoctu (F1-F4), onucansr B Tabmuue 8-1,
MIPENCTABICHHONU HUXKE.

Ta6auua 8-1. Cocrasni F1-F4

Homep
Komnozuuus
cocTaBa
VEGFT L-
r
uctuaun | Caxaposa Ioamcopar 20 pH
(mr/mu) (MM) (mac./06.) ApPrUHHUH-
F1 0
F2 10
140 20 5 0.03 5.8
F3 50
F4 100

[00255] TlpubnusurenpHo 145 M TUCTUIUHOBBIX COCTaBOB O 187 MI/Mil JIOBYIIKH
OPOC pasmopaxkuBaini. BbUto MPUrOTOBIEHO TPUALATH MECTh (36) MJI KaXKIOro COCTaBa, 3a
uckmouenneM F3; mpurorosumm 39 mu F3. Kaxaslil coctaB crepuin3oBainu GUIbTPOBaHHEM B
LFH (BbITsbkHOM 1mKady € JIaMUHapHBIM TIOTOKOM) ¢ wHcronb3oBaHueM 0,22 Mkm
crepunmsyromero ¢uibtpa Durapore PVDF mnepen 3amonnenuem. YUuctble anmmpoOreHHbIE
crexysiHHble (rakoHbl Tunma [ oOvemom 2 mn or kommanuu Schott, 3akpeiTeie 13 MM
UHBEKLIMOHHbIMU TpoOkamu  (S2-F451 4432/50B2-40), wucnonb3oBainu Ay IPOBEAEHUS
MCCIIeIOBAaHUH CTAOMIIBHOCTH.

[00256] Amnamuz cocraBoB MeronoM SE-UPLC mpoBoammn, Kak H3JIOKEHO BBILIE.
Wsmepenuss % BM c¢ ucnonszoBannem SE-UPLC B kaxnoMm cocTaBe ¢ TEUEHHEM BpPEMEHU
npexacrasieHbl Ha Pur. 8 (A-B). Cm. Taxke Tabmurps 8-2 u 8-3.

[00257] Tlpu xpanerun mpu 5 ° C 3TU COCTABBI IEMOHCTPUPOBAIM CHUKEHHE CKOPOCTH
oOpaszoBanusi %BM coenuHeHul, KOTOpOe ObUIO MPOMOPILHOHAIBHO KOHLEHTPAIMH aPTHHUH
HCI. Onnako mox Bo3neiicTBueM ctpecca 3ToT 3ddexT Obi1 oOpatneH BensaTh. Komnozummu npu
37°C pemoHcTpupoBanu oueBuaHoe % yBenuueHue BM coeauHeHuil, MponopLUOHAIbHOE
koHueHTpanun apruauH HCl. 3To cBOICTBO caenano OTKPBITHE ONaronpuUsTHOrO BO3ACHCTBHS
apruHuHa Ha aduubepuent B MPUCYTCTBUU TUCTUAMHOBOTO Oydepa manoBeposTHbIM. Kak
NpaBWIO, AN pa3pabOTKH COCTAaBOB B OHOTEXHOJOTHYECKOW NPOMBIIIIEHHOCTH IEHCTBUE
Pa3NUYHBIX SKCLUIHEHTOB Ha JIEKAPCTBEHHOE CPEACTBO CHAayaja IMPOBEPSIETCS B YCIOBUSX
cTpecca (HampuMep, MPH MOBBILIEHHON TemmepaType, Takol kak 37 °C) B TeueHHe KOPOTKOTO
nepuona BpemeHu. Llenp 3TOro momxoma COCTOMT B TOM, 4YTOOBI OBICTPO HCKIIFOUUTH
SKCLUMHIEHTHI, KOTOpPBIE BPsA JH OyAyT Xopomo paboTaTth B OTCYTCTBHE cTpecca (Hampumep,
npu Gosee HU3KOM TemmepaType, Takoi kak 5 °C) B TedeHue 0oOJiee IUTMTENHLHOTO MEPHOMA

BpEeMEHH. 37eCh aprUHUH ObUT HAEHTU(UILIUPOBAH KaK MOJIE3HBINH HKCIUMUEHT, HECMOTPSI Ha €ro
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JUTUTENIBHOTO CTA0MJIBHOIO XpaHEeHHUs JIEKapCTBEHHOIO Ipernapara.

Ta6auna 8-2. Ananus merogom SE-UPLC (2-8 °C)

BusiHEe Ha cTabminbHOCTh mpu 37 °C. TIOCKONBKY TOTOBBIN JIEKaPCTBEHHBIN MpEmapar MoCie
NPOM3BOJCTBA, KAaK MPABUJIO, XPAHUTCS B TEYEHHE HECKONbKUX Mecsues npu 4-5 °C,

agnubeprient B apruHUHOBOM U THCTUAUHOBOM Oydepe Oyner odeHb LEHHBIM COCTaBOM JIJIS

F1 (EEE)

F2 (SSS)

Mecsinl
npu
2-8C

%
OCHOBHOIQ
NMHKA

% BM

%
OCHOBHOI'0
NHKA

% BM

0,0

97,79

2,21

97,78

2,22

0,5

97.56

2,43

97,59

2.41

1,0

97,30

2,70

97,34

2,66

1,5

9721

2,79

97,26

2.74

2,0

97,05

2,95

97,08

2,92

2,5

96,96

3,04

97,02

2.98

3,0

96,82

3,18

96,88

3,12

6,0

96,35

3,65

96,40

3,60

F3 (CCC)

F4 (TTT)

OCHOBHOI'O

%

MHKA

% BM

OCHOBHOI'O

Y%

MHKA

% BM

97,85

2,15

97,81

2,19

97,67

2,33

97,73

2,27

97,47

2,53

97,59

2,41

97,37

2,63

97,50

2,50

97,22

2,78

97,36

2,64

97,14

2,86

97,31

2,69

97,04

2,96

97,16

2,84

96,60

3,40

96,77

3,23
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Tabmuua 8-3. Anaans merogom SE-UPLC (37 °C)

F1 (EEE) F2 (SSS)
CyTtok mipu Yo o o
37C OCHOBHOI0 Yo BM OCHOBHOTO % BM
MHKA NMHKA
0,0 97,79 221 97,78 2,22
7 93,66 6,34 03,32 6,68
14,0 89,48 10,35 88,79 10,98
21,0 86,64 13,08 85,69 13,82
28.0 83,90 15,85 82,66 16,90
F3 (CCC) F4 (TTT)
% %
OCHOBHOTO % BM OCHOBHOIO % BM
MHKA NMHKA
97.85 2,15 97.81 2,19
92,38 7.61 91,32 8,68
86,90 12,91 84,61 15,21
83,11 16,65 80,11 19,47
79,44 20,29 75,80 2391

IIpumep 9: CraduabHocTh JoBYVYHIKH DPPIC B npHCYTCTBHH NPOTHBOHOHOB H3

cepuu Xodmancrepa U APYruX IKCUMNHEHTOB.

[00258] bbuto onpeneneHo BAMSHUE PA3JIMYHBIX IIPOTUBOMOHOB U APYTUX SKCLUMHEHTOB
Ha CTa0MJIBHOCTb HECKOJIBKUX COCTABOB.

A. Cxpunune npomugouonos

[00259] TIporuBouoHBbI (HampuMmep, Cyib(}aT, THOLMAHAT M IMTPAT) TECTUPOBAIHU B
dbopMe HATPUEBBIX COJIEH C COCTaBaMU C BBICOKOW KOHIeHTpaiue soBymku DOPOC
(apmubepuenta) (140 mr/mu). Kpome Toro, Takke TeCTHpPOBANIM APYTHe€ AMHHOKHCIIOTHBIE
SKCLUMHUEHTHI (HapuMep, TIULHH U JIU3UH).

[00260] TIpubmmsurensro 42 ma 187 Mr/mi JeKapCTBEHHOW CYOCTaHIMM JIOBYIIKH
OPOC nns a3 pasMopaxkuBaiu. loroBunu 50 MO IpPOMEXYTOUHON JIeKapCTBEHHOM
cyOcTanmmu B nekapctBeHHON (opme (155,56 mr/mun), umeromeit 110% konuenTpauuto 140
MI/MJI JIEKAPCTBEHHOI'O BELIECTBA B JIGKAPCTBEHHOW (OpME M IIENEBYI0 KOHLEHTPALHIO
SKCLUHUMHUEHTOB (MCKIIFOYasi MPOTUBOUOHBI, MIINLUH U JIN3HH).

[00261] JlekapcTBeHHasi CyOCTaHIUSI B IPOMEKYTOUHOW JieKapCTBEHHOH (opme Oblia
JOTIONHUTENBHO pasbasneHa 0,5 M HCXOXHBIMH PAaCTBOPAMH 3KCILUMHEHTOB (TIPOTHBOHMOHBI,
TJIMLUH WIN JIW3UH) U TIOJYYEHHUS] COCTABOB JIGKAPCTBEHHOW CYOCTAHIIMH B JIEKAPCTBEHHOM
dbopme ¢ koHeHTpanueit 140 mr/mi, nepeunciaeHHbix B Tadmune 9-1 Hiwke. Kaxapiii KOHEUHBbIH

COCTaB cTepuin3oBaiu ¢uiabTpoBaHueM depe3 0,22 mxm mmpuuesbiii ¢unetp u3 I[IB/ID B
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BBITSDKHOM IIKady € JIAMHHAPHBIM TOTOKOM I€pei 3alOJHEHHEM YHCTBIX alHPOreHHBIX
CTEKJITHHBIX (akoHOB Tuma I obwemMom 2 mn ot kommanuu Schott, 3akpeITIX 13 MM
UHBEKUUOHHbIMUA mpoOkamu S2-F451 4432/50 82-40 (aptuxyn Ne 19700004 Wash Ne 0
000078949). IllectprecsT (60) prakoHOB ObLIM 3anonHeHs! 0,5 M kaxaoro cocrasa. Illects (6)
(b1aKOHOB OBLIH 3aMOJIHEHbI 1,5 ML

Ta6uauna 9-1. CocTaBbl 1JIs1 CKPHHHHIA IPOTHBOHOHOB

OxcunnueHt (MM) Cocras Konu. nosymku ®PIC
Harpuii cynbdar, 20MM  ructugue/  0,03%  PS20/5% 4
0
50mM caxapo3bl/ 50 MM HaTpuii cyJbdaTa

Hatpwii Tuonmnar, S0 | 20 MM ructupuna/  0,03%PS20/5%

140

MM caxaposbl/ 50 MM HaTpuil THOIIIaHATA
Hatpuii uurpar, 50 20 MM ructuauna/ 0,03% PS20/ 5% 140
MM caxaposbl/ 50 MM HaTpuii nuTpara

20 MM ructuauna/  0,03%PS20/5%
I'muums, 50 MM 140

caxapo3bl/ 50 MM riuuHA
Hatpuii xnopuz, 50 20MM ructununa/ 0,03% PS20/ 5% 140
MM caxapo3bl/50 MM HaTpuii XjIopuaa

20MM ructuguna /0,03% PS20% / 5%
Juzun, 50 MM 140

caxaposbl /50 MM nu3uHa

B. Cxkpunune enymamama u acnapmama

[00262] beuia mporecTHpoBaHAa CTAOMJIBHOCTb COCTABOB C BBICOKOH KOHIEHTpaIueit
aoBymku OPOC (apmubepuenta) (140 mMr/mi) B MPUCYTCTBUU OPTaHUYECKUX MPOTHBOUOHOB B
KOMOMHALIMM C apTUHHUH TuapoxyiopuaoM. Kpome Toro, 1Ba HOBBIX MPOTUBOHMOHA (TJIyTamar M
acmapat) OBUTM TMPOTECTUPOBAHBI HA COBMECTUMOCTh C JIOBymKkoid ®OPDOC B BBICOKOI
KOHLEHTpauuu (B KOMOMHAaUMU u 0e3 apruHuH runpoxiopuna). IlporecTupoBaHHBIE COCTABBI
npuBeneHbl Hike B Tabmuie 9-2.

[00263] TlpubnusurenvHo SO0 mu 187 Mr/mi JeKapCTBEHHOH CyOCTaHLMHU-JIOBYIIKH
@®POC pasmopakuBanu. U3rorainusanu 60 M1 JEKapCTBEHHOH CyOCTAHIIMH B MPOMEKYTOYHOM
nekapctBeHHOH ¢dopme (155,56 mr/mn) ¢ ucnons3oBanuem 110% 140 mr/mi nekapCTBEHHOM
CyOCTaHIIMM B JIEKapCTBEHHOH (opMe M meneBol KOHLEHTPALMHM SKCLHUMHEHTOB (HCKIFOYast
NPOTHBOHOHBI, LIUTPAT,

IJULMH, TJIyTamMaT M acmapTar). JlekapCTBeHHYH0 CyOCTAaHIMIO B INPOMEXKYTOYHOM
JEeKapCTBEHHON (opMe momonHuTeNbHO pazdaBmsuin 1M HCXOOHBIMH — PacTBOPaMH
SKCLUUMHUEHTOB (aprUHUH TUAPOXJIOPHIA, HATPUil LMUTparTa, INIMILUHA, HATPUH IiyTamara u
HATpPUIl acraprara) AJsl MOJYYEeHHs COCTABOB JIEKAPCTBEHHOH CyOCTaHIMM B JIEKAPCTBEHHOM

dopme ¢ konueHtpauued 140 mr/mi, nepedncieHHbIX B Tabnuie Hroke. Kaxablii KOHEUHBIH
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COCTaB cTepuin3oBaiu ¢uiabTpoBaHueM depe3 0,22 mxm mmpuuesblii Gunptp u3 [IBJI® B
BBITSDKHOM IIKady C JIAMUHAPHBIM TIOTOKOM IIepel 3arlOJHEHHEM YHCTBHIX alHupOreHHBIX
CTEKJIIHHBIX (pakoHOB Tuma I obwemMoMm 2 Mia or kommaHuu Schott, 3akpeITeiX 13 MM
UHBbEKUMOHHbIMU mpoOkamu  S2-F451 4432/50 B2-40 (apruxkyn Ne 19700004 Wash Ne
0000078949). Ilectbaecsr (60) ¢paakonoB Obutn 3amonHeHs! 0,5 My kaxkaoro cocrtasa. Illects
(6) pnakoHOB ObLIM 3aNONHEHBI 1,5 MIL.

Ta6suna 9-2. CocTaBbl JJIs1 CKPHHHHIA TJIyTAMATA H acCNapTara

Konu. noBymku
OkcrunueHt (MM) CocraB
OPOC

20 MM ructuauna/0,03% PS20/ 5%
Harpuii nutpar, 40 MM+

caxaposbl /50 MM Hatpuii nutpara /50 140
apruHuH ruapoxyaopun, 50 MM

MM apruHuH rUAPOXJIOPUAA

20 MM ructuauna/ 0,03% PS20/ 5%
I'muuwms, 50 MM+

caxapo3nl/50 MM rimiuHa/SOMM 140
apruHuH ruapoxsaopun, 50 MM

aprUHUH THAPOXJIOpUaA

20 MM ructuauna/ 0,03% PS20/5%
Harpuii acnaprat, 50 MM+

caxapo3p/50 MM Hatpuii acmaprara/50 140
apruHuH ruapoxsaopun, 50 MM

MM apruHuH rHAPOXJIOPUAA

20 MM ructuannaa/0,03% PS20/5%
Harpuii rnyramar, 50 MM+

caxapo3p/50 MM Harpuii rimyramara/50 140
apruHuH ruapoxsuopun, 50 MM

MM apruHuH ruApOXIopUaa

20MM  ructununa/0,03%  PS20/5%
Hatpuii acnaprar, 50 MM 140

caxapo3bl/ 50 MM HaTpwuii acnaprara

20 MM ructuaunaa/0,03% PS20/5%
Harpuii, rnyramar, 50 MM 140

caxaposbl/ 50 MM HaTpwuii riyramaTa

[00264] Onpenenenue BsI3KOCTH MpoBOaUiK ¢ momounsio Buckozumerpa RHEOSENSE
m-VROC®. ITpumepno 0,5 mn HepazOaBiaeHHOro odpasia 3arpykajid B CTEKJISTHHBIM IITTPHLI.
OOpaszer; ypaBHOBEIIMBAJIHU [0 JKEJIAEMOW TEMITEPaTypPhbl U BBOAMIIHN B YUI MM U3MEPUTEIBbHYIO
stueliky. BSI3KOCTh pacCUMTBHIBAIN MyTeM W3MEPEHUs IMepernana NaBJIeHUs OT BXOAa K BBIXOIY,
KOTOPBIA KOPPEIHPYET C HANPSLKEHUEM CIBUTA HA CTEHKE YHIA. Pe3yJIbTaThl BHIPAKAKOTCS KaK
mlIa-1 v cIl. Cm. @ur. 9 u Tabnuy 9-3.

[00265] OmnpeneneHue OCMOJSIBPHOCTH TPOBOAWIM C HCIOJIB30BAHUEM OCMOMETPA
nasienus napa VAPRO. ITpumepro 10 Mk HepazbaBiieHHOTO oOpa3lia BHOCHIIA Ha OyMaKHBIH
muck. IloHmwkeHne TemmepaTrypbl TOYKH POCHI, 3aBHCAIIEE OT IaBJIEHUS TAapOB pacTBOPA,
U3MEPSUT C MOMOIIBI0 YYBCTBUTENBHOW TEPMONAphl M PErHCTPUPOBAIHM KaK OCMOJUIBHOCTB
pactBopa. Pe3yibrarsl BeipakaroTcs B MMOJIB/KT it MOcM. Cm. @ur. 10 u TaGmumy 9-3.

[00266] BpICOKOMOJEKYJSIPHBIE COENMHEHUS B OINPEAENICHHbIX COCTABaX C TEUEHUEM
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BpemeHu nocie xpaHeHus npu 37°C unu 5°C taxke ouenusanu npu nomomu SE-UPLC. Cwm.
@ur. 11 (A-B) u Tabnuus! 9-4 u 9-5.

[00267]
ucnonp3oBanueM DynaPro® Plate Reader II. IlpubGnusurensHo 100 Mk Hepa3baBieHHOTO

OKCIIEpUMEHTbl 10 JUHAMHYECKOMY pAaCCESHUIO CBETa MPOBOMWIA C
oOpasua 3arpyxajiu B 96-JIyHOUHBIH IJIAHIIET. BbIIO Mony4eHo TpuALATh MATh U3MEPEHUN IS
Kaxaod ayHku npu 25 °C. AHamu3 aBTOKOPPEIALMOHHON (DYHKIHH C HCIOJb30BAHHEM
perymnspuzanuu Obul BbimosHeH B mporpamMe DYNAMICS v7.1. Jlng nojydeHust CpemHero
MOJIEKYJISIPHOTO paauyca u % 3HavyeHuii nonuaucnepcHoctu (Yo Pd) mis kaxxnoro obpasua ObLiu
NOCTPOEHBI IPpaUKU 3aBHCUMOCTHU panuyca (HM) OT % WHTEHCUBHOCTH U % MacChl OT paanyca
(am). Cm. @wur. 12.

Ta6auua 9-3. BA3KOCTL H 0¢MOIANBHOCTE PA3THYHBIX COCTABOB

50 MM 50 mM 40 mM 50 MM
. . . N 50 MM . | S0 MM
IlpoTecTHpOBAHHBIH | HATpHII HATpHii HATpHii HATpHI
TJIHIHHA JIH3HHA
napametp cyabdaTta | THOUMAHATA | LHTpaTa (J1J) XJIOpHAA (LLL)
(GGG) (HHH) (11D (KKK)
BA3KOCTD (cll) 11,9 12,4 14.8 12,2 11,6 11,8
OcmoLKOCTS 384 324 403 299 349 349
{MOcMonb/KT)
:"T'“ﬂ’; 50 MM 50 MM 50 MM
50 MM 50 MM H: gTa 4 | rIHuMHA HATPHH HATpHHA
HATPHH HATpHI " 50pMM + 50 MM | acmaprara | rayramara
aCNAPTATA | rayTamara | | AprHHMLN + 50 MM + 50 MM
(MMM) {(NNN) pHCl HCI APrHHHH— ApPrMHHMH
(000) (PPP) | HC1(QQQ) | HCI (RRR)
13.0 13,1 14,8 12,5 13,1 13,3
343 346 506 369 426 430
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Tadnuua 9-4. Ananns merogom SE-UPLC; % BM (37 *C)

% BM S0 mM S0 MM 40mM 1 5 M S0 uM 50 MM
(cyTn npu HATPHI HATpHid HATpHE — HATpHH -
y37 Oc)p cyab(phaTa | THONMAHATA | IHTPATA ﬂ( Jl; 5 A xJopuaa JI(L?'LL)a
(GGG) (HHH) (111) (KKK)
0 2,3 23 2.3 23 23 2,2
7 8.6 15,5 8.2 6.3 8,1 7,7
14 13,5 248 12,1 9,5 12,4 11,7
28 22,0 39,2 19,1 15,3 20,4 19,3
Tadénuua 9-5. Auanns merogom SE-UPLC; % BM (5 °C)
% BM S0mM StuM ) 40 mM 50 MM SOMM 5 M
HATpHIA HATPHI HATPMEH HATPHIA
(mecsubt cyabhara | THONMAHATA | HHTpATA THUEHA XJopHaa JH3UHA
mpu SC) | GGa) (HHH) (111) (J3J) kkky | T
0 23 23 2.3 23 2,3 22
0.25 23 2.4 2.4 2.3 2.3 2.3
0,5 2.4 2,5 2,5 2.4 2.4 2,3
1 2,5 2.8 2.7 2,6 2.6 2,5
2 2.8 2.9 2,9 2,8 2.8 2,8
3 3,1 3.3 3.2 3,1 3.2 3.0

IIpumep 10: IlepeHOCHMOCTH HHTPABHTPEAJbHON [JO0CTABKH BBICOKOHM /103bl

JoBymkKH OPIC (140 Mr/mJ1) v 310POBLIX KPOJHKOB.
[00268]

UHTPaBUTPEAIbHOU HWHBEKLIUH, B

OPOC,

BpEMA  SABJIAIOTCA

TepaneBTHueckue CpeacTBa MPOTUB BBOJUMBIE C TMOMOLIBIO

HacToslIee CTaHIAPTOM  JIEYEHHUs
HEOBACKYJIIPHOM BO3PACTHOM AeTeHepalMy >KENTOro IATHA, JUAOETHYECKOro MAaKyJISIPHOTO
OTeKa ¥ OKKJIO3HMOHHBIX Oone3Heidl cocynoB cerdatku. OMHAKO e€XEMECSUHble WIIH
ABYXMECSYHbIE WHTPABUTPEAbHbIE HWHBEKLUH IMPEACTABISIOT COOOH 3HAYMTENBHYIO HArpy3Ky
Ha TALUEHTOB, WHIMBHAYYMOB, OCYINECTBIISFOIIMX JIEYEHWE WJIM YXOA, U Bpaded. B
KJIMHUYECKOH TMpPaKTUKE CYLIECTBYeT oOcTpas mNoTpeOHOCTh B Oojee 3(PQPEeKTUBHBIX U
310

NEPEHOCUMOCTH BBICOKOH 103bI JioBylikn ®POC B crabmnbHOM nekapcTBeHHON (Gopme (140

MPOJIOHT'MPOBAaHHbIX  IIp€riaparax. HUCCICOOBAHUE TPEAHASHAYCHO OJId  U3YUCHUA

MI/MJI, 9YTO OSKBUBAJIEHTHO 14-KpaTHOW KIWHUYECKOW J03€) Ha TJia3ax 3J0pOBOrO

HOBO3EJIaHACKOTr0 O€JI0ro KpoJHKa.

[00269] beimum mpoTecTHpPOBAaHBI J1Ba COCTaBa C BBICOKOM 1030 joBymku DPPIC
(apmubepuenTa) B ructunuHOoBOM Oydepe nim B pocharHom Oydepe. Tpu kpoirka Ha KOropTy
nonyyam 7 wmr goymkn @PPOC B 50 MKn myTeM OXHOKpaTHOW OwuiarepaibHOM
UHTPAaBUTPEANbHON ~ MHBEKLMH  KaxXJaoro cocraBa. IIpu3Haku TIJIa3HOrO  BOCHAJIEHUs
KOHTPOJIMPOBAJIM C TIOMOLIBIO IIEJIEBOH JIAMITBI, ONITHYECKOH KorepeHTHon Tomorpaduu (OKT)
u aHruorpada riasHoro qHa Ha 1-e cyTku, 4-e cyTkH, 1-10 Henenro, a 3aTeM exXeHeneIbHO 10 12
HeZleNb 110C/Ie UHTPABUTPEAIbHOTO BBEEHUs. BHyTpUrnasHoe faBjieHne U3Mepsu ¢ IOMOLIBI0
Tonopen 10 u vepe3 10 munyT U 30 MUHYT MOCJI€ UHTPABUTPEAIbHON UHBEKLMH, & 3aTEM B

KOKIYH0 MOCJIEAYIOLYIO BpeMeHHY0 Touky. Ha 12 Henesne :KMBOTHBIX YMEPLIBIISUIN.
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[00270] B rnaza kponuka BBOIUIIH:

(1) 140 mr/mn apmubepuenta, 20 MM ructunnna, 5% caxapossl, S0 MM apruana HCI,
0,03% PS20, pH 5.8;

WIn

(2) 140 mr/ma adpnaubepuenta, 10 MM Hatpuii ¢pocdara, 5% caxaposbl, 40 MM HaTpwmii
xaopuna, 0,03% PS20, pH 6,2.

[00271] [dBa w3 1mectu TIJa3 W3 TPYNIbL, MOJyYaBLIEH THUCTUAMHOBBLIA Oydep,
MIPOJEMOHCTPUPOBAIN TEMHbIE TE€HU B CTEKJIOBUAHOM Tene 10 8 Hemenb mnociae IVT
(MHTpaBUTpEaJbHOH WHBEKLMH), YTO OBbUIO TOATBEPKIACHO OOCIEOBAHMEM C IOMOIIBIO
IIeJIeBOM JIaMITbl B BHUJIE MECTHON KaTapakThl M3-3a CBS3aHHOTO C MPOLEAYPOH MOBPEKACHUS
3amHell moBepxHOCTH Xpycrtanuka. OmuH w3 6 ria3, nonydaBmnx Qocdarusii Oydep,
NPOIEMOHCTPUPOBAJI TEMHBIE TEHH B CTEKJIOBUAHOM Tenie A0 8 Henenb nocie IVT, uto Obuio
MOATBEPIKIEHO 00CIeIOBAHUEM C MTOMOIIBIO IEJIEBOH JIAMITBI B BU/I€ MECTHON KaTapakThbl H3-32
NOBPEXKACHUS 3aJHEH TOBEPXHOCTH XPyCTAIHKA (CBI3aHHOTO C MPOLIEAYPOH).

[00272] I'naza 310pOBOro HOBO3EJIAHACKOTO O€JI0ro KPOJIMKa B Te4eHHe 12 Helenb moce
ONHOKPAaTHOTO HMHTPABUTPEATBHOIO BBENCHHS XOPOIIO TEPEHOCHIIM TNPOTECTUPOBAHHBIE
cocTaBel C BbICOKOH no3oi  soBymkun ®OPIC (140 wmr/mi). Ilocnme omHOKpaTHOM
UHTPaBUTpeaTbHON MHbEKUNH 7 Mr JoBymku ®PPOC Ha rna3sHOM AHE He HAOMOJANU HUKAKUX
NPU3HAKOB aHOMAJIHMHA WK BocraneHusl. CTEeKIOBUAHOE TeNO ObUIO MPO3PAYHbIM, a COCYAUCTBIN
PUCYHOK CETYaTKH BBIMJAAEN HOpPMaibHbIM. OTCIOGHUS CETYATKH, KPOBOW3IUSHUN WU
M3MEHEHUH IHCKa 3PUTENIbHOTO HepBa He HaOmonanu. M3MeHeHul BHYTPUIJIa3HOTO AaBIIECHHS
IO CPaBHEHMIO C MCXOIHBIM ypoBHeM He Obuto. McxonmHble m3oOpaxkeHus (uyopecLeHTHOM
anruorpaguu (PAI') u OKT rmna3z kponukoB npexacrasieHbl Ha ®Pur. 13 (A-D). Bpemennas
cepus m3obpakennii @A’ u OKT rna3 KponukoB B KaXIOW TpyIe JieueHHs B TeYeHUe 8
Henesb npencraBieHsl Ha @ur. 14, 15, 16 u 17. Tlokazanb! naHHbie 1is JieBoro riiaza (OS) unu
npasoro rnasa (OD) kponukos 326 u 329.

IIpumep 11: Ouenka cradunsHoctu cocrapos UUU-BBBB

[00273] B »TOoM wuccrenoBaHMM U3ydajach CcTabwibHOCTH  JioBymkun DPOC
(apmubepuenta) B koHueHTpauuu 60 mr/ma u 120 mr/min B 10 MM ¢docdara, 10% wumu 20%
caxaposbl (cax.), 0 mmm 50 MM NaCl, 0,03% nomucop6ara 20, pH 6,2, xorna UHKyOHPYIOT TpU
37°C nmo 6 mecsneB. CocTaBbl AJisl 3TOrO UCCIENOBAHMS CTAOMIIBHOCTH TPENCTABICHBI HUXKE B
Tabmuue 11-1.

Tabauua 11-1. Cocrasst UUU-BBBB

Oo6o3HaueHne cocTaBa [ToBymka ®PIC], mr/ma | % caxapo3sbl MM NaCl
F1 (UUU) 30 10 -
F2 (VVV) 30 20 -
F3 (WWW) 60 10 -
F4 (XXX) 60 20 -
F5(YYY) 120 10 -
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F6 (ZZZ) 120 20 -
F7 (AAAA) 120 10 50
F8 (BBBB) 120 20 50

basossrii cocras: 10 MM docdara, 0,03% nonucopbara 20, pH 6,2

JloBymka @PIC=adpaubepuent

[00274] CocraB crepunmuzoBanu ¢uipTpoBanueM ¢ 0,2 MM ¢uasrpom u3 [IB/ID B
BBITSDKHOM IIKay C JJAMUHAPHBIM [TOTOKOM IEpesl PACIpeeeHHEM.

[00275] DnakoHbl, conmepskaiue Kaxablli coctas, xpaHunu mnpu 37°C B TeueHue |
MecsiIa.

Tabauuma  11-2.  Pesyabrarbl  o0pameHHO0-(a30BOH  BbICOKOI(PPEKTHBHOMU

suakocTHoi xpomaTtorpadpuu (RP-HPLC)

dakTuyecKkas %o
Ycaosusi [VGFT]
CocraB HHKYOauus H3BJIEYEHHOI 0
XpaHeHus Mr/mMa
(MecsubI) VEGFT
30 Mr/mn 0,0 100,0 29.99
37°C
10% caxapossr (UUU) 1,0 97.9 29,37
30 mMr/min 0,0 100,0 29.97
37°C
20% caxapo3bl (VVV) 1,0 98.2 29,44
60 Mr/mi 0,0 100,0 58,90
37°C
10% caxapo3bl (WWW) 1,0 98,3 57,89
60 mMr/mi 3700 0,0 100,0 58,80
20% caxaposbl (XXX) 1,0 98.9 58,18
120 mr/mi 3790 0,0 100,0 120,80
10% caxapo3br (YYY) 1,0 97.4 117,63
120 mr/mi 0,0 100,0 117,85
37°C
20% caxaposbl (ZZZ) 1,0 98.9 116,51
120 mr/mn 0,0 100,0 120,14
10% caxapo3sl 37°C
50 MM NaCl (AAAA) 1,0 97,9 117,64
120 Mr/s 0,0 100,0 120,55
20% caxapo3bl 37°C
50 MM NaCl (BBBB) 1,0 97,0 116,94
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VGFT=nosymka ®PIC, apmmbepuent
Tabnuua 11-3. Pe3syabTaTbl JIKCKJIAN3HOHHOH CBepX3()(eKTHBHOH KHIKOCTHOI
xpomartorpaduu (SE-UPLC)

dakTHYeCKAS Bcero
Cocras Ycopus HNukybanus Beero % HATHMBHBIX %o
XpaHeHHust (vmecse) % BM HM
30 mr/mn VGFT 3750 0 0,8 99,0 0,1
10% caxaposbr (UUU) 1,0 4,1 94,0 1,9
30 mr/mn VGFT . 0 0,8 99,0 0,2
20% caxapossl (VVV) TC 1,0 2.4 95,6 2,0
60 mr/mn VGFT . 0 1,0 98.8 0,2
10% caxapo3bl (WWW) e 1,0 7,8 89,5 2,7
60 mr/mn VGFT . 0 1,0 98.8 0.2
20% caxaposbl (XXX) e 1,0 4.4 92,8 2,7
120 mr/m1 VGFT . 0 1,3 98.5 0,2
10% caxapo3bl (YYY) e 1,0 18,3 79,5 2,2
120 mr/mn VGFT 3700 0 1,2 98.5 0,2
20% caxaposbl (ZZZ.)

1,0 10,7 87,1 2,2

120 mr/mn VGFT 0 1.3 98,5 0.2

10% caxapo3bl 37°C
50 MM NaCl (AAAA) 1.0 20.8 771 22
120 mr/mn VGFT 0 1,2 08,5 0,3
20% caxapo3bl 37°C
50 mM NaCl (BBBB) 1.0 13.0 84.8 22

VGFT=nosymka ®PIC, apmmbepuent

[00276] Bce cocTaBbl MpakTUYECKH HE COAEP>Kalld YaCTULl IIPU BHU3YaJIbHOM OCMOTpE U
U3MEPEHUH ONTHYECKOH MIOTHOCTH. He ObUIo 3HauMTeNnbHOH morepu Oenka Mpu M3BJICYEHUH C
nomoimpto RP-HPLC wuepes 1 wmecsau npu 37 °c (Tabmuuma 11-2), u 5Ta TEeHIEHUMsS
MIPOJOJIKAJIACh A0 6 MECSLEB.

[00277] OcHoBHpIM myTeM aerpagauuu JoBymku PPOC Obina arperamus B 3THX

ycnoBusix (@ur. 18 (A-B);, Tabmuua 11-3). CrabunbnHocts nopymku PPIC 3aBucena ot
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KOHLEHTpanuii Oenka u caxapo3bl. CoctaBbl ¢ 0oJjiee HU3KMMU KOHLEHTPALMSMH JIOBYIIKH
®POC u Gosiee BBICOKUM COZEPKaHUEM caxapo3bl ObLIH Oosiee cTabuiabHbIMUA. COXpaHEHHE TOTO
K€ COOTHOLIEHUs OeJIOK: caxapo3a He NMPUBENIO K TaKOH ke CKOpOCTH jaerpanaumu. Hampumep,

F1 u F4 umeror onmuHakoBoe COOTHowieHHe Oenok: caxapoza 3: 1, HO F4 Obpur MeHee

2
crabunbHbIM, yeM F1 u3-3a Oosiee BBICOKON KOHIEHTpAlMu Oejka. AHAJOTHYHbIE TEHIECHIIUH
HaOIIOJAIUCH 1O 6 MECSILIEB.

IIpumep 12. Tokcukoaoruyeckoe HCCJIeJ0BAHHE c MHOTOKPATHBIM

HHTPABUTPEAJIbHBIM BBeJ€HHEM /03 HA 00e3bsIHAX ¢ PA3JHYHBIMH COCTABAMH
agnbepuenra.

[00278] B sTom mpumepe oreHuBaeTCsi 0€30MaCHOCTb PA3IUYHBIX COCTABOB HA SIBAHCKHX
Makakax. Bcero 7 MHTpaBUTpeabHBIX 103 BBOIAT B 00a rjia3a NMpUONIM3UTENBHO OOUH pa3 B 4
Henenu B rpymmax 1-3; Bcero rpynmaM 4-9 BBOIAT 3 WHTPABUTPEANBHBIX 03Bl B 00a riasa
NPUMEPHO OIWH pa3 B 4 Hemenu. TepMUHAJIBHYIO HEKPOIICHIO BBIMIOJHSIOT MPUMEPHO 4epes
HENeNo mocyie mochenHei no3el (N=3/moj/rpynma) ¢ HeKporcuel Ha 3Tare BOCCTAHOBJICHHSI
nocyie JiedeHus (2/mos/rpyrna) npuMepHo depes3 12 Hemenb mocye mocieaHeit 10351

[00279] BeImoaHSIOTCS CNEAYOIINE OLEHKH:

Onenka 0e30macHOCTH, OCHOBAHHAS HA KIIMHMYECKIX NMPU3HAKAX, Macce Tela, JKU3HEHHO
BaXKHBIX (DYHKIWSIX, NaHHBIX 3JIEKTpokapauorpaduu (10 BBEIEHUS NO3bI, B KOHLIE JICUYCHUS U B
KOHIIE BOCCTaHOBJICHHsI), M3MEPEHHsI apTEPUATIBHOIO JNABJIEHUs (Yepe3 XBOCTOBYKO MAaHKETY),
KJIMHUYECKOW U aHATOMUYECKOU MaTOJIOTUU

KowmruiekcHbIe OCMOTPBI TJ1a3 ¢ PEryJSIPHBIME MHTEPBAJIaMH B MEPHOA BBEACHHS 103 U
BOCCTAHOBJICHHSI, BKJIFOYasi MHKPOCKOIHUIO C TIOMOINBIO IIEJIEBOH JIAMITbI, HEMPSIMOM
0o(p TaIbMOCKOTIMY ¥ U3MEPEHUSI BHYTPUTIIA3HOTO TaBJICHUS

dotorpadus, (ayopecueHTHas aHrHOrpadusi M JIEKTPOpPEeTHHOrpadusi IIa3HOro IHA
nepen JieueHHeM, B TeYeHue 9-ii Helenu HcciaenoBaHus (Bce TpyImbl), 26-i Hemenu (TOJNbKO
rpynmnsl 1-3) U B KOHIIE TEpUOAa BOCCTAHOBIIEHHS

OO0pasibl KPOBU M CTEKJIOBUIHOTO Teja (MO 3aBepIISHHIO) i OMOaHaIN3a, aHAIU3a Ha
AHTHUTEJIA TIPOTHB JIEKAPCTBEHHOTO BEIIECTBA U TOKCUKOKUHETHYECKOU OLIEHKH

Tabnuua 13 CoaHble JaHHBIE 110 TPYNIIAM HCCJIEAOBAHHS ®

Oobem
HHTpPAaBHUTpe N/moa pas
I'pyn | Hccaenyembin AJTBHOH a ¢ﬂnfdl%ep- N/ | Tepmunain f(flc]::a}:;z
na MaTepHaJl A03bI noJ1 HOH
uenTa/rJjas JIeHus1
(mka/no3a/r HEKpONncHH
J1a3)
20 MM
ructuauHa, 50
1 MM apruHmHa, 50 0 (koHTpONB) | S 3 2
5% caxaposbl,
0,03% PS20
80 mr/ma
2 agumnbepuenTa 50 4 5 3 2
B 20 MM
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ructuauHa, 50
MM apruHmHa,
5% caxaposbl,
0,03% PS20
~ 140 mr/ma
agunbepuenTa
B 20 MM
3 ructununa, 50 50 ~7 5 3 2
MM apruHuHa,
5% caxaposbl,
0,03% PS20

20 MM
ructuauHa, 5%
caxapossbl, 0,03%
PS20

50 0 (KOHTpOJIB) 5 3 2

80 mr/ma
agumnbepuenTa
B 20 MM
ructuauHa, 5%
caxapossl, 0,03%
PS20

~ 140 Mmr/ma
aguaubepuenTa
B 20 MM
ructuauHa, 5%
caxapossbl, 0,03%
PS20

20 MM
ructuauHa, 50
7 MM riunmHa, 50 0 (KOHTpOJIb) 5 3 2
5% caxaposbl,

0,03% PS20

80 Mr/ma
agumbepuenTa
B 20 MM
8 ructuauna, 50 50 4 5 3 2
MM rianmmuHa,
5% caxaposbl,
0,03% PS20

~ 140 Mmr/ma
agunbepuenTa
B 20 MM
9 ructuauHa, 50 50 ~7 5 3 2
MM rianmuHa,
5% caxaposbl,
0,03% PS20

* KaXIbIH M3 YKa3aHHBIX COCTABOB SIBJISIETCS YaCThIO TAHHOTO U300pEeTeHUS
[00280] Oskumaetcst, 4TO COCTaBbI, MPOTECTHPOBAHHBIE Ha JIFOOOH ONHON miu Oojee w3
rpymm 1,2, 3,4, 5,6, 7, 8 w/umu 9, Oyayt umers npoduib O€30MacHOCTH, CPAaBHUMBIH ¢ Jiijiea y

SIBAHCKHX MaKakK, KaKk U3MCPEHO B OLICHKAX, O6CY)KI[6HHI:;IX BBIIIC.
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Ilpumep 13. UccenoBanne cTadMJIbHOCTH nMpenapara ¢ Josymkoiit ®PIC.

[00282] Cocras, conepxamuii 114,3 mr/ma nosymku OPIC (adpnudepuenta) u 10 MM
ructuguHa, pH 5,8, 5% caxapo3er, 0,03% monucopbara 20, 50 MM apruHuH
MOHOTruApoxyiopuaa, osbut npurotosied B LFH (BeiTskHOM miKady ¢ JaMHHAPHBIM ITOTOKOM) C
ucnonb3oBanueM 0,22 MxMm crepumsyroiero ¢gunsrpa Durapore PVDF nepen 3anonHeHuewm.
YucTple anmuporeHHble CTEKIsIHHbIE (uakoHbl Tuna I odvemom 3 mn ot kommanmu Schott
3anonHsui 0,3 MII JIEKAPCTBEHHOTO IMperapara U 3aKphiBain 13 MM MHBEKIIMOHHBIMH NIPOOKaMH
(S2-F451 4432/50B2-40). OOpa3ipl aHATM3UPOBAIM B PAa3IMYHbIE MOMEHTBI BPEMEHHU IOCIe
xpa"enuss npu 37°C wnmu 5°C Ha mnpeaMeT YHCTOTHI C TOMOLIBIO  SKCKIFO3UOHHOMN
xpomarorpadpuu (SEC) nnsa ompenenenus npucytctBusi (%) BBICOKOMOJIEKYJISIpHBIX (BM)
coenHeHuH, Hu3KoMoneKyJ sipHeix (HM) coennHeHuit 1 OCHOBHOTO NHKa (TJIABHBIN); a TaKXKe C
NOMOIIBI0 BH3YAJIHM3alMs MHKPOIIOTOKOB, IOACYETa KOJIMYECTBA YAaCTHULl B JKHIKOCTU C
ucnions3oBanueM HIAC (myrem CBETOOJOKHPOBKH) M MHKPOCKOIHUYECKOTO ONpEAeTIeHUs
NPUCYTCTBUSI YACTHL] PA3JIUNYHBIX PA3MEPOB.

[00283] JlanHble O CTAOUIBHOCTH U YUCTOTE mocne xpanenus ipu 37 °C, 25°C u 2-8°C

npusenensl Ha @ur. 19 (A-E). Cm. taxxe Tabmumpr 13-1-13-4.
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Tabnuma 13-1. AHanu3 YUCTOTHI METOIOM DKCKIIKO3HOHHOH xpoMaTtorpaduu (SEC)

37°C
Mecsup % OCHOBHOTO TIHKa % BM % HM
0 98,23 1,77 0
0,229 92,88 7,07 0,05
0,459 88,59 11,18 0,23
0,688 84,67 15,03 0,3
0,918 81,84 17,59 0,57
5°C
Mecsipl % OCHOBHOTO ITHKa % BM % HM
0 98 23 1,77 0
1 97,73 2,27 0
2 97.4 2,59 0

Tabnuua 13-2. Busyanusanus MEUKPONOTOKOB / YACTHLILI, HEBUAUMBIE HEROOPYKEHHBIM I1a30M

37°C
Mecsip! >1 MKM >2 MKM >5 MKM =10 MM >25 MKM
T=0 1125 234 42 9 0
28 cyTok 1128 184 17 0 0

Tabmuua 13-3. TBepAble YaCTHLBL HEBHAMMEIC HEBOOPYKCHHBIM [J1a30M, H3MEPEHHBIE METOAOM

ceerobiokuposku (HIAC) / yacTuupl, HEBHIMMBIC HEBOOPYKCHHBIM [1a30M

37°C
MecsLbr >10 MkM >25 MKM 250 Mxm
T=0 15 0 0
28 cyTok 23 1 1

Tabmna 13-4, MUKpOCKOTIMYECKHH aHAJIH3 YaCTHII, HEBHTHMBIX HEBOOPYKEHHBIM TJIa30M

37°C
Mecsiint >10 MKM >25 MKM >50 MKM
T=0 3 1 1
28 cyToK 6 2 1

Ilpumep 14. HccaenoBaHue CTa0MIBHOCTH NPH PAa3JIHYHBIX KOHIEHTPALHSIX

qgopyumiku PPIC.

[00284] bputo u3ydeHO BIMSHUE H3MEHEHUs KOoHLeHTpauuu noBywku PPOC Ha
CTa0MJIBHOCTh YETBIPEX COCTABOB TIJIA3HBIX JIEKAPCTBEHHBIX INpernaparoB ¢ JoBymkoid ®PIC
(apmubepuentom). Kornentpaunu BaperpoBaiuch ot 80 no 140 mr/miu. OueHKy cTaOMIBHOCTH
npoBomuid Tpu ycnosusix xpanenuss 2-8 °C. Jlexapcreenubiii mpemapar (JIIT) Taxske
nHKyOuposamu B ycnosusix crpecca (37 °C). Uerbipe coctaBa (Kaxablii U3 KOTOPHIX Ha3BaH B

nanHoM nokyMmeHte «CCCy»), oLleHHBaeMble B 3TOM HCCJIEIOBAHUU CTAOMIIBHOCTH, OMHUCAHBI B

Tabnuue 14-1, npeactaBaeHHON HUXKE.
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[00285] TlpubmmsurenvHO 27 MJI KaXkaoro cocraBa Obuio mpuroroBieno B LFH
(BBITSDKHOM IIKady € JAMUHAPHBIM MIOTOKOM) C HCMONb30BaHHEM 0,22 MKM CTEPUIIH3YIOLIETO
¢unsrpa Durapore PVDF nepen 3anonmHeHneMm. UncTble anmupOreHHbIE CTEKJISTHHBIE (PJIAKOHBI
tuna I obvremom 2 mi ot kommanuu Schott 3amonHsny U 3akpbBanu 13 MM HHBEKLIMOHHBIMU
npobkamu (S2-F451 4432/50B2-40). OOpasubl ObutM NpOAHAIM3UPOBAHBI B  PAa3JIUYHbIC
MOMEHTBI BpeMeHHU nocie xpaHeHus npu 37°C wnn 2-8°C Ha npeaMeT YUCTOTHI C MOMOLIBIO
SKCKIIO3MOHHOH  cBepxdddexkTuBHON  skuakoctHOH — xpomatorpadpum  (SE-UPLC)  nmns
onpenenenus: npucytcTBus (%) BbICOKOMOJIEKYJISIpHbIX (BM) coemuHeHuit 1 OCHOBHOTO IMHKa
(TnaBHBII).

[00286] JlaHHbIe, TEMOHCTPUPYIOLIKE MPOLIEHTHOE coaeps:kanne BM mocie uHkyOaruu
npu 2-8°C wmu 37°C B Teuenune no 6 mecsiues, npencrasieHbl Ha @ur. 20 (A-B). Cm. Ttakke
Tabmuubr 14-2 u 14-3. Ilpu xpanennu npu 37°C m 5°C 3TH COCTaBbI JAEMOHCTPHPOBAIH
MOJIOKUTETBHYIO KOPPEJSIIUI0 MEXKAYy CKOPOCThIO oOpasoBanus BM U KOHIEHTparuei
aopymku @OPIC. CocraB ¢ 140 Mr/mMi mpoaeMOHCTPUPOBAN HAMBBICIIYIO CKOPOCTb B %

obpaszoBanus BM coennHeHHIA.
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Tabmuua 14-1. IIpoTecTHPOBAHHBIE COCTABHI.

Howmep
KOMITO3HULINA
cocTaBa
L-aprunun, | Tucruamn | Caxaposa | IomucopOar 20 | VEGFT H
MM (MM) (mac./06.) (Mac./06.) (mr/mn) | P
F1 (CCC) 80
F2 (CCO) 100
50 20 5 0,03 5.8
F3 (CCC) ’ 120 ’
F4 (CCC) 140
Tabnuua 14-2. Ananuz meronom SE-UPLC (2-8 “C)
F1 (CCC): 80 F2 (CCC): 100 F4 (CCC): 120 F3 (CCC): 140
MI/MI MI/MI MI/MI MI/MI
Q, g 0, 0
Mecagbl % o, % % % % %o %
TPH 2- | OCHOBHOIO | po . | OCHOBHOTO | oy o | OCHOBHOTO BM | OCHOBHOTO | oo
8C NHUKa KA [IHKA MHKa
0,0 9790 | 2,10 | 97,8 | 2,14 97.83 2,17 97,85 2,15
1 97 91 2,09 97,79 2,21 97 65 2,35 97,47 2,53
2,0 97.78 2,22 97.56 2,44 9738 2,62 97,22 2,78
3,0 9761 | 239| 9738 | 262 97,17 2,83 97,04 2,96
5,5 97.39 2,61 97.10 2,90 96,79 3.21
6,0 97.36 2,64 97.04 2,96 96,74 3,26 96,60 3,40
Tabnuua 14-3. Amanuz meronom SE-UPLC (37 °C)
F1 (CCC): F2 (CCC). F4 (CCC): F3 (CCC):
80 Mr/mur 100 mr/mn 120 mMr/mn 140 mr/mn
C % % % % o
YTXH ocHoBHOTO | % BM | ocHoBHOTO | % BM | ocHoBHOro | % BM | OCHOBHOTO N
npu 37C BM
MHMKa MHUKa [IMKA [IMKA
0,0 97,90 2,10 97.86 2,14 97.83 2,17 97 85 2,15
7 94 83 5,15 03,82 6,17 92 81 7.18 92 38 7,61
14,0 92,00 7,77 90,31 9.39 88.67 11,13 86,90 12,91
21,0 89,47 10,31 87.00 12,58 85,04 14,85 83,11 16,65
28,0 86,76 12,71 83,98 15,55 81,19 18,46 79,44 20,29

Ilpumep 15. Beicokasi go03a Jiljlea UMeeT YBEJUYEHHYH HNPOIOLKUTEIBHOCTh
AeHCTBHSI B MOJeJIH YCTOHYHBOI0 HEOBACKYJIsIpHOro nponoresanus D, L-AAA.

[00287] BausiHMe 4YeTBIPEXKPATHOTO VYBEJIMYEHHUS JA03bl HAa MPOAOJIKUTENBHOCTD
nevicteus aduubepuenTa Mo HHrHOMPOBAHHIO XPOHHUYECKOTO MPOMOTEBAHHUS COCY/IOB CETYATKH B
monenu D, L-AAA onpenensinu B 3ToM [Ipumepe.

[00288] Hcnonb3yeMbIMU KUBOTHBIMU OBUTH HOBO3EJIAHACKHE Oesible KPOJIUKU depes 3
Mmecsina nocine uHAyKouu Oone3Hn DL-AAA (DL-o-aMUHOAAMMUHOBON KHCNOTOH). I'pymmsl
JICUEHUS TIPEICTABIISLTN COOOM:

ITnanebo (Oydep ans cocraBa) SO Mxi/rna3; n=6 rias

Admmbepuent, 500 mkr/ria3 no 50 Mk, n=7 rnas

Admmbepuent, 2 mr/rias o 50 Mk, n=8 rya3

[00289] CocraB, ucrnonb3yemblii B KaXI0H rpyme JedeHus, IpeacTasisut codoi: 10 MM
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ructuauna, 8% caxapossr, 0,03% PS20, pH 5,8. Odranpmonorudeckue o0CIeqOBaHHS, KOTOPbIE
MPOBOAUJIMCh HA UCXOAHOM ypoBHe M Ha 1, 2, 4, 6, 7, 9, 10, 11, 13 u 18 Hegensx, BKIrOUanu
onpexneneHue BHyTpuriasHoro aasnenus (BI'Ml), susyanuzaumo B OeckpacHoMm cete (RF) (s
onpeneneHus: MOPGOJIIOTUN KPOBEHOCHBIX COCYIOB), (iyopecueHTHyto anruorpaduio (PAT
11 OTIpeNieJIeHUs] IPOIOTEBAHUS COCYIOB), ONTHYECKYI0 KorepeHTHyto Tomorpaduro (OKT; nns
BBIIBJICHUSI BOCTIAJIEHHSI CTEKJIOBUAHOTO Tesa). ChIBOPOTKY (AHTUTENA MPOTHUB JIEKAPCTBEHHOTO
cpencTsa) U mia3My (yPOBHHU JIEKAPCTBEHHOIO CPEACTBA) COOMpas B Ha4aje HUCCIENOBAHUS U
Hal, 2,4, 6 u9 Hemensx.

[00290] Jdanubie oocnenoBanust mpu nmomomu @AI st KaKAOH rpyNIibl NIPeACTaBICHbI
Ha @ur. 21. OTH AaHHBIE MPOJEMOHCTPUPOBAIH, YTO HHTHOWPOBAHKE MPOMOTEBAHUS COCYIOB B
ceTyaTKe KMBOTHBIX, IMOJyYaBIIUX OOJiee BBICOKHE A03bI aduubeprienta, JIMIOCH AOJbLIE, YeM
y JKMBOTHBIX, MMOJy4aBIIUX Ooyiee HU3KME n03bl. KommuecTBo 00pabOTaHHBIX TJ1a3, B KOTOPBIX
NPOHHULIAEMOCTh COCYAOB ObliIa TIOJHOCTBIO MOAABJIEHA, OBUIO 3HAYUTENBHO OOJbLIE B TPYIIIE,
NOJIy4aBIIeH 103y 2 MI, BO BCE BPEMEHHbIE TOUKU 0TOOpa 0Opas31oB BILIOTh 10 18 Hexenb mocne

BBCACHUA NO3bI.
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D®OPMYJIA U3OBPETEHUS

1. BonHblii papMalieBTHYECKHH COCTaB, CONEPIKAIIMA:

ciuteiii Oenok penentopa ®PIC, antureno nporus @PPOC miM aHTUT€HCBS3BIBAIOIUN
dparMeHT uau MoeKyJy, ces3biBarollyto @POC, B KOHIEHTpaluu MO MEHbLIEH Mepe OKOJIO
100 mr/mur;

okoJ10 5% caxapo3bl

TUCTUAMHOBBIN Oydep; u

okoJ10 0,03% MOBEPXHOCTHO-aKTUBHOT'O BEILECTBA,;

HeoOs13aTeNIbHO, B COUETAHUU C JIOTIOJIHUTEIbHBIM TEPANIEBTUYECKUM areHTOM,;

npuueM coctas umeeT pH ot okono 5,0 no okono 6,8.

2. CocraB 1o 1. 1, KOTOpBIN NOAXOAUT JJIs1 HHTABUTPEAIbHOTO BBEACHUS.

3. CocraB mo sroboMy M3 min. 1-2, JOMONHUTENBHO COAEpPIKALIUI HAaTpuh Cyibdar,
HaTpuil Tnounanar, ramuuH, NaCl, Hatpwuii acnapTat, L-apruHuH WM HaTpuid TiyTamar.

4. CocraB mo jgroboMy u3 mi. 1-3, OTIIMYAOIIUNACS T€M, YTO CIUTBIA OENIOK perentopa
@®POC nnu antureno npotus OPIOC, mwnu ¢pparMeHT aHTUTENA, UM MOJIEKYJIA, CBSI3bIBAIOLIAS
@®PIC, npencrasnsier codOit:

(1) cmureiit Genmok peunentopa ®POC, comepkammii Ba TONUMNENTHAA, KOTOPBIE
conepxart (1) kommonenT VEGFR1, conepskamuii amuuokucnotsl ¢ 27 mo 129 u3 SEQ ID NO:
2; (2) xomnonent VEGFR2, conmepskamuii amunokuciaotsl 130-231 w3z SEQ ID NO: 2; u (3)
MYJIbTUMEPU3YIOIIHNI KOMITIOHEHT, COAep Kaluii aMUHOKUCIIOTHI 232-457 u3 SEQ ID NO: 2;

(11) coutenii Oemok peuenrtopa PPOC, copepikammii 1Ba MOJMIENTHIAA, KOTOPBIE
comepskat uMmmyHorobuHononobusiit (Ig) nomen 2 nepsoro peuentopa ®PIC u gomen 3 Ig
BTOporo peuentopa @®POC, u MyIbTUMEPHU3YIOLINI KOMIIOHEHT;

(iii) cnuteii Oenok penentopa ®POC, comep:kauuii ABa MOJUMNENTHAA, KOTOPBIE
copepkat ummyHornobunononoousiit (Ig) nomen 2 mepsoro peuentopa ®POC, nomen 3 Ig
Broporo peuentopa D®PIC, nomen 4 Ig ykasanHoro Broporo peuenrtopa PPIC wu
MYJIbTHMEPU3YIO NN KOMIIOHEHT;

(iv) cnuteiii Oenok peuentopa DPPOC, comepkammii ABa TOJHIENTHAA, KOTOPBIE
cogepxkat uMmMmyHornoouHononoOHei (Ig) nomen 2 VEGFRI, nomen 3 Ig VEGFR2 nu
MYJIbTHMEPU3YIO NN KOMIIOHEHT;

(v) cmureiii Gemok penentopa PPOC, conmepkamuii aABa TOJNUMNENTHIA, KOTOPBIE
conepskat ummyHornodunononodusii (Ig) nomen 2 VEGFRI1, nomen 3 Ig VEGFR2, nomen 4 Ig
VEGFR2 u My1bTUMEpHU3YIOLIHNI KOMIIOHEHT;

(vi) cmuteiii Oenok peuentopa ®POC, comepkammii na mojmnentuna VEGFRI1R2-
FcACl1 (a), komupyemsle mocienoBareabHOCThI0 HykiienHoBoH kucnotsl SEQ ID NO: 1; unm

(vil) BbIOpaH M3 TPyIIBL, cocTosimell u3: OeBanm3ymada, paHnOnszymadba, merantaHuoda,
opanyuuszymada, DARPin mpotus @PIC u 6ucneunduueckoro anrurena nporus PPIC/ANG2.

5. CocraB no modomy u3 mi. 1-4, OTIMYAIOIIUICS TeM, YTO CIUTBIN OeJloK pelentopa
@®POC, mmn antureno nporus PPIC, mnu GpparMeHT aHTUTENA, UM MOJIEKYJIa, CBA3BIBAIOINAS

®POC, npencrasmsier coboit cautbiii Oenok penentopa PPIC, BbIOpaHHBIH W3 TPYMIbL
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cocrositei u3 agpaudbeprenta u KoHOepIenTa.

6. CocraB no modomMy u3 mir. 1-5, OTIUYAIOIUHACS TeM, Y4TO CIHUTHIN OeJIoK peLentopa
®POC, mmn antureno nporus PPIC, mnu GpparMeHT aHTUTENA, UM MOJIEKYJIa, CBA3BIBAIOINAS
®POC, nmpencrasisier coboii cnuteiii Oenok peuenrtopa PPIC, mpencrasisier coOON CIUTHIMA
oenok peuentopa ®PIC B koHLEHTpaLuu oT 0koJio 41 10 okoso 275 Mr/mit.

7. CocraB mo yiroboMy u3 mi. 1-6, OTJIMYAOIIMICS TeM, 4TO CIUTHIA OeJoK perentopa
@®POC, mmm antureno nporu @PIC, wu PparMeHT aHTHTENA, UM MOJIEKYJIA, CBS3bIBAOINAS
®POC, npencrasysier codoi cnuThiit 6enok peuentopa @PIC B KOHIIEHTpALIMH:

0k0J10 100 mr/mi;

okoJio 111,5 mr/mu;

ok0Ji0 112,0 mr/mu,

okoJio 113,3 mr/mu,

okosio 114,3 mr/mi;

0Kk0Ji0 115,6 mr/mu,

0Kk0Ji0 116,3 mr/mu,

0Kk0J10 120 mr/mi;

0K0J10 133 mr/mi;

0Kk0J10 140 mr/mi;

0K0J10 150 mr/mi;

0K0J10 200 Mr/mi;

0K0J10 250 Mr/mi;

TOT, KOTOPBIH COAEPKUT OKoJO 4 Mr ciutoro Oenka perenropa @PPIC B okono 100 mxn
WK MeHee, OKoJIo 70 MKJI UJTH MeHee, OKOJIO 75 MKJI Wi MeHee, OKOJIo S0 MKJI WM MeHee, WU
0K0J10 60 MKJI MJIU MEHEE;

TOT, KOTOPBIH COAEPKUT OKOJIO 6 Mr ciuroro Oenka peuenropa @PIC B okono 100 Mk
WJIK MeHee, 0koyio 70 MKJI HUTH MeHee, OKOJIO 75 MKJI WK MeHee, OKOJIO 5O MKJI U1 MeHee, UIIH
0K0J10 60 MKJI MJI1 MEHEE;

TOT, KOTOPBIH COnEepKUT OKoyio 8 Mr cimtoro Oenka penenrtopa @PIC B okono 100 M
WK MeHee, 0koJ1o 70 MKJT MJTH MEeHee, OKOJIO 75 MKII Uiu MeHee, Okoj0 50 MKJ WIu MeHee, Ur
okoJio 60 MKJI UJTK MEHee, UJTn

TOT, KOTOPBIH conep kUt okoso 10 mr cimroro 6enka perenropa PPIC B okono 100 M
UK MeHee, 0kos1o 70 MKJT MJTM MEeHee, OKOJIO 75 MKJI U1K MeHee, OKOJIo 5O MK Ui MeHee, UITN
0KOJI0 60 MKJI WJIH MEHEE.

8. Cocras mo odomy u3 mit. 1-7, OTINYArOIIHIACS TEM, YTO:

(1) OCMOJISTBHOCTD COCTABIISAIET OT OKOJIO 299 110 oKos0 S06 MMOJB/KT;, W/WH

(ii) Bs3KOCTH COCTaBsAET OKOINO 6-15 I mpum 20 °C.

9. Cocras no modomy u3 mm. 1-8, otnmyarommiicst Tem, uto pH cocrasmsier ot 5,8 10 6,5.

10. Cocras no 1. 9, ornuyarouiics TeM, uro pH cocrasnser okono 5,8.

11. Cocras no mobomy u3 mm. 1-10, oTnHyarOIUiCs TEM, YTO MOBEPXHOCTHO-aKTUBHOE

BCLICCTBO NMPCACTABJIACT co00i1 HEMOHHOE NMOBEPXHOCTHO-aKTHUBHOEC BELICCTBO.
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12. Cocras no n. 11, oTauyarouiics TeM, YTO HEHOHOT€HHOE NTOBEPXHOCTHO-AKTUBHOE
BEIIECTBO BBIOPAHO W3 IPYIMIbI, cOCTOsAmeN u3 noiucopbara 20, nmomucopdara 80, monokcamepa
188, monustunenrnukosis 3350 U ux cMecei.

13. CocraB no mobomy u3 nm. 1-12, oTauyaromuiicss TeM, 4TO FUCTUAMH IPEACTaBIAET
co0O0¥ UCTUIVH THAPOXJIOPHI.

14. Cocras mo n. 13, coxepkamuii oT 0koj10 10 MM 1o 20 MM rUCTUANH FUAPOXJIOPUAA.

15. CocraB mo mobomy u3 mm. 1-14, coxep:kamuii TepMOCTaOMIN3aTOpP, KOTOPBIHA
npeACTaBysieT coOoM caxap.

16. CocraB mo m. 15, OTIIMYAOIIMIACS TEM, YTO caxap MPEACTaBsieT coOOi caxaposy,
MaHHHT, COPOUT HITH TPErao3y.

17. CocraB mo mobomy u3 mm. 15-16, comepskamuii okono 2,5% (mac./06.), okono 5%
(Mmac./00.), okoso 8% (Mac./00.), okono 10% (mac./00.) wu okoso 20%. (Mac./00.) caxapo3bl.

18. Cocras mo modomy u3 mm. 1-17, comeprkainquii MOBEpXHOCTHO-AaKTUBHOE BEIIECTBO B
koHeHTparuu okojo 0,03% (mac./00.).

19. Cocrag mo mobomy u3 . 1-18, cogepxxamuii L-apruHuH MOHOTHIPOXJIOPHUL.

20. Cocras o jroboMy u3 mi. 1-19, oTau4aromuics: TeM, 4TO CIUTHIN OEJIOK perentopa
®POC nnu antureno nporus PPIC, unu PpparMeHT aHTHTENA, WM MOJIEKYJIa, CBS3BIBAOIIAS
®POC, mnpencraeisier coboli cnuteiii Oenok peunenrtopa PPOC, koropelit cpasy mocie
NOJIyYeHUS] U OYHCTKU HMEET MeHee OKOJO 3,5% BBICOKOMOJIEKYJISIPHBIX COEAWHEHUH W/ WM
UMeeT MEHee WM PAaBHO OKOJO 6% BBICOKOMOJEKYJSIPHBIX COCOUHEHUI IOCIe XPAHEHUS B
TeYeHHe OKOJIO 24 MECSIEB ITPU TeMrepaType okojo 2-8 °C.

21. CocraB, cozmep aluii KOMIIOHEHTbI B COCTaBe, BBIOPAHHOM U3 IPYIIIbI, COCTOSILIEH
U3 CIIEAYIOIIEro:

CocraB A: 80 mr/mn adnubepuenta, 10 MM Oydepa Ha OCHOBe rucTUAMHA, 5%
(mac./06.) caxapossl, 0,03% (mac./06.) monucopbara 20 u 40 MM Hatpwmii xjopuna, ¢ pH ot 5,8
1o 6,2;

Cocras B: 80 mr/mn adpmmbepuenta, 10 MM Oydepa Ha ocHOBe dochara, 5% (Mac./00.)
caxapossl, 0,03% (mac./06.) monucopbara 20 u 40 MM HaTpwuit xopuna, ¢ pH ot 5,8 10 6,2;

Cocras C: 80 mr/mn aduubepuenta, 10 MM Oydepa Ha ocHOBe tuTpara, 5% (mac./00.)
caxapo3ssl, 0,03% (mac./06.) monucopbara 20 u 40 MM HaTpwuii xiopuna, ¢ pH ot 5,8 no 6,2;

Cocras D: 80 wmr/mn admubepuenta, 10 MM Oydepa Ha ocHOBe ructumuHa, 5%
(mac./06.) caxapossl, 0,03% (mac./06.) nomucopbara 80 u 40 MM HaTpwmii xyiopuna, ¢ pH 6,2;

Cocras E: 80 mr/mn adpnmubepuenta, 10 MM Oydepa Ha ocHoBe docdara, 5% (mac./06.)
caxapo3ssl, 0,03% (mac./06.) momucopbara 80 u 40 MM HaTpwmit xsopuna, ¢ pH ot 5,8 10 6,2;

Cocras F: 80 mr/mn apmubepuenta, 10 MM Oydepa Ha ocHOBe tmrpara, 5% (mac./00.)
caxapo3ssl, 0,03% (mac./06.) monucopbara 80 u 40 MM Hatpwuii xiopuna, ¢ pH ot 5,8 10 6,2.

Cocras G: 80 wmr/mn admubepuenta, 10 MM Oydepa Ha ocHOBe rucruauHa, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) nmomucopdara 20, ¢ pH ot 5,8 1o 6,2;

Cocras H: 80 mr/mn apnubepuenra, 10 MM Oydepa Ha ocHoBe docdara, 8% (mac./00.)
caxapossl 1 0,03% (mac./00.) monmucopbara 20, ¢ pH ot 5,8 no 6,2;
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Cocras I 80 mr/mn adpnubepuenta, 10 MM Oydepa Ha ocHoBe mutpara, 8% (mac./00.)
caxapossl 1 0,03% (mac./00.) monmucopbara 20, ¢ pH ot 5,8 1o 6,2;

Cocras J: 80 mr/mn adpubepuenta, 10 MM Oydepa Ha ocHoBe ructuanna, 8% (mac./00.)
caxapossl 1 0,03% (mac./00.) monucopbara 80, ¢ pH ot 5,8 1o 6,2;

Cocras K: 80 mr/mn apaubepuenta, 10 MM Oydepa Ha ocHOBe ocdara, 8% (mac./00.)
caxaposbl u 0,03% (mac./06.) nonucopbara 80, ¢ pH ot 5,8 no 6,2;

Cocras L: 80 mr/mn apnubepuenra, 10 MM Oydepa Ha ocHOBe nurpara, 8% (Mac./00.)
caxapossl u 0,03% (mac./00.) nonucopbara 80, ¢ pH ot 5,8 1o 6,2;

Cocras M: 150 wmr/mn admubepuenra, 10 MM Oydepa Ha ocHOBe ructuauHa, 5%
(mac./00.) caxaposbl, 0,03% (mac./00.) monucopbarta 20 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
1o 6,2;

Cocras N: 150 mr/mn apiubepuenta, 10 MM Oydepa Ha ocHoBe ocdara, 5% (mac./00.)
caxapo3ssl, 0,03% (mac./06.) momucopbara 20 u 40 MM HaTpwuit xopuna, ¢ pH ot 5,8 10 6,2;

Cocras O: 150 mr/mn apnubepuenta, 10 MM Oydepa Ha ocHoBe 1tuTpata, 5% (Mmac./06.)
caxapo3ssl, 0,03% (mac./06.) monucopbara 20 u 40 MM HaTpwuit xsopuna, ¢ pH ot 5,8 10 6,2;

CocraB P: 150 mr/mn admmbepuenta, 10 MM Oydepa Ha ocHoBe ructunmHa, 5%
(mac./06.) caxapossl, 0,03% (mac./06.) nomucopbara 80 u 40 MM HaTpwmii xyiopuna, ¢ pH 6,2;

Cocras Q: 150 mr/mn apmbepuenta, 10 MM Oydepa Ha ocHOBe docdara, 5% (mac./00.)
caxapo3sbl, 0,03% (mac./06.) momucopbara 80 u 40 MM HaTpwmit xsopuna, ¢ pH ot 5,8 10 6,2;

Cocras R: 150 mr/mn admubepuenta, 10 MM Oydepa Ha ocHOBe 1Tpata, 5% (mac./00.)
caxapossl, 0,03% (mac./06.) monmucopbara 80 u 40 MM HaTpwmii xsopuna, ¢ pH ot 5,8 10 6,2;

Cocra S: 150 mr/mn admubepuenrta, 10 MM Oydepa Ha ocHoBe rucrunuHa, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 20, ¢ pH ot 5,8 10 6,2;

CocraB T: 150 mr/mn apaubepuenta, 10 MM Oydepa Ha ocHOBe pocdara, 8% (mac./00.)
caxapossl u 0,03% (mac./06.) monucopbara 20, ¢ pH ot 5,8 no 6,2;

Cocras U: 150 mr/mn apnubepuenta, 10 MM Oydepa Ha ocHoBe 1uTpata, 8% (mac./00.)
caxaposbl u 0,03% (mac./00.) momucopbara 20, ¢ pH ot 5,8 1o 6,2;

CocraB V: 150 mr/mn admubepuenrta, 10 MM Oydepa Ha ocHOoBe ructuauna, 8%
(mac./00.) caxapossl u 0,03% (mac./06.) momucopdara 80, ¢ pH ot 5,8 no 6,2;

CocraB W: 150 mr/mn adnubepuenta, 10 MM Oydepa Ha ocHOBe ocdara, 8% (mac./00.)
caxaposbl 1 0,03% (mac./00.) momucopbara 80, ¢ pH ot 5,8 1o 6,2;

Cocras X: 150 mr/mn adpnubepuenta, 10 MM Oydepa Ha ocHOBe 1tuTpata, 8% (mac./00.)
caxaposbl u 0,03% (mac./00.) momucopbara 80, ¢ pH ot 5,8 1o 6,2;

Cocras Y: 80 mr/mn konOepuenta, 10 MM Oydepa Ha ocHOBe ructunuHa, 5% (mac./00.)
caxapo3bl, 0,03% (mac./06.) monmucopbara 20 u 40 MM HaTpwuit xsopuna, ¢ pH ot 5,8 o 6,2;

Cocras Z: 80 mr/mn konOepuenra, 10 MM Oydepa Ha ocHoBe ocdara, 5% (mac./00.)
caxapo3bl, 0,03% (mac./06.) monmucopbara 20 u 40 MM HaTpwmit xsopuna, ¢ pH ot 5,8 10 6,2;

CocraB AA: 80 mr/mn konbepuenrta, 10 MM Oydepa Ha ocHoBe nutpara, 5% (Mac./00.)
caxapo3bl, 0,03% (mac./06.) monmucopbara 20 u 40 MM HaTpwmii xsopuna, ¢ pH ot 5,8 10 6,2;

CocraB BB: 80 mr/mn xonOepuenta, 10 MM Oydepa Ha ocHOBe ructuauHa, 5%
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(mac./06.) caxapo3sl, 0,03% (mac./06.) momucopbara 80 u 40 MM Hatpwuii xnopuna, ¢ pH 6,2;

Cocras CC: 80 mr/mn koHbOepuenta, 10 MM Oydepa Ha ocHoBe docdara, 5% (mac./00.)
caxapo3sl, 0,03% (mac./06.) monmucopbara 80 u 40 MM HaTpwmii xsopuna, ¢ pH ot 5,8 10 6,2;

Cocras DD: 80 mr/mn konbepuenra, 10 MM Oydepa Ha ocHoBe 1uTpata, 5% (mac./00.)
caxaposbl, 0,03% (mac./06.) monucopbara 80 u 40 MM Hatpwuii xnopuna, ¢ pH ot 5,8 10 6,2;

Cocras EE: 80 mr/mn konbepuenta, 10 MM Oydepa Ha ocHOBe ructunuHa, 8% (Mac./00.)
caxapo3sbl 1 0,03% (mac./06.) monucopbara 20, ¢ pH ot 5,8 1o 6,2;

Cocras FF: 80 mr/min kouOepuenta, 10 MM Oydepa Ha ocHoBe docdara, 8% (mac./00.)
caxapossl 1 0,03% (mac./00.) momucopbara 20, ¢ pH ot 5,8 1o 6,2;

Cocras GG: 80 mr/mn konbepuenra, 10 MM Oydepa Ha ocHoBe ruTpara, 8% (mac./00.)
caxapossl 1 0,03% (mac./00.) monmucopbara 20, ¢ pH ot 5,8 no 6,2,

Cocras HH: 80 mr/mn xonGepuenra, 10 MM Oydepa Ha ocHoBe ructuamnHa, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) momucopbara 80, ¢ pH ot 5,8 no 6,2;

Cocras II: 80 mr/mn xoubepuenta, 10 MM Oydepa Ha ocHoBe docdara, 8% (mac./00.)
caxapossl 1 0,03% (mac./00.) momucopbara 80, ¢ pH ot 5,8 1o 6,2;

Cocras JJ: 80 mr/mn xonbepuenrta, 10 MM Oydepa Ha ocHoBe 1uTparta, 8% (mac./00.)
caxapossl 1 0,03% (mac./00.) monmucopbara 80, ¢ pH ot 5,8 1o 6,2;

CocraB KK: 150 mr/mn xonOepuenta, 10 MM Oydepa Ha ocHOBe ructunuHa, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopdara 20 u 40 MM HaTpuii xnopuna, ¢ pH ot 5,8
1o 6,2;

Cocras LL: 150 mr/mn xonbepuenta, 10 MM Oydepa Ha ocHoBe docdara, 5% (mac./00.)
caxapossl, 0,03% (mac./06.) monucopbara 20 u 40 MM Hatpwuii xnopuna, ¢ pH ot 5,8 1o 6,2;

CoctraB MM: 150 mr/mn konOepuenta, 10 MM Oydepa Ha ocHOBe uutpara, 5% (mac./00.)
caxaposbl, 0,03% (mac./06.) monucopbara 20 u 40 MM Hatpuii xnopuna, ¢ pH ot 5,8 10 6,2;

CocraB NN: 150 mr/mn xonGepuenta, 10 MM Oydepa Ha ocHOBe ructuamHa, 5%
(Mmac./00.) caxapossl, 0,03% (mac./00.) nomucopbara 80 u 40 MM HaTpwmii xyiopuna, ¢ pH 6,2;

Cocras OO: 150 mr/mn konbepuenta, 10 MM Oydepa Ha ocHoBe docdara, 5% (mac./00.)
caxapo3bl, 0,03% (mac./00.) monucopbara 80 u 40 MM HaTpwuit xopuna, ¢ pH ot 5,8 10 6,2;

CocraB MM: 150 mr/mn konbepuenta, 10 MM Oydepa Ha ocHOBe 1uTpata, 5% (mac./00.)
caxapo3bl, 0,03% (mac./06.) monmucopbara 80 u 40 MM HaTpwuit xsopuna, ¢ pH ot 5,8 10 6,2;

CocraB QQ: 150 mr/mn xonOepuenta, 10 MM Oydepa Ha ocHOBe ructuansa, 8%
(mac./06.) caxapossl u 0,03% (mac./00.) monucopbara 20, ¢ pH ot 5,8 no 6,2;

Coctas RR: 150 mr/mn korbepuenra, 10 MM Oydepa Ha ocHoBe ¢ocdara, 8% (mac./00.)
caxaposbl 1 0,03% (mac./00.) momucopbara 20, ¢ pH ot 5,8 1o 6,2;

Coctas SS: 150 mr/mn xoubepuenta, 10 MM Oydepa Ha ocHOBe muTpara, 8% (mac./00.)
caxapo3sbl u 0,03% (mac./00.) momucopbara 20, ¢ pH ot 5,8 1o 6,2;

CocraB TT: 150 mr/mn kxonbGepuenrta, 10 MM Oydepa Ha ocHOBe ructuamnHa, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) nmomucopbara 80, ¢ pH ot 5,8 no 6,2;

Coctas UU: 150 mr/mn kouOepuenra, 10 MM Oydepa Ha ocaoe docdara, 8% (mac./00.)
caxapo3sbl 1 0,03% (mac./00.) momucopbara 80, ¢ pH ot 5,8 1o 6,2;
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Cocras VV: 150 mr/mn konOepuernra, 10 MM Oydepa Ha ocHOBe uutpara, 8% (mac./00.)
caxapossl 1 0,03% (mac./00.) monmucopbara 80, ¢ pH ot 5,8 no 6,2;

CocraB WW: 140 mr/mn cnurtoro Genka peuentopa ®POC, 10 MM Oydepa Ha ocHOBE
ructuauHa, 5% (Mac./00.) caxapossl, 0,03% (mac./00.) monucopdara 20 u 50 MM TaypuHa, ¢ pH
5,8;

CocraB XX: 140 mr/ma cimuroro Genka pernentopa ®POC, 20 MM Oydepa Ha OCHOBe
ructuanna, 4% (mac./06.) mponuna, 0,03% (mac./00.) momucopbara 20 u 50 MM aprunuH
ruapoxyopuna, ¢ pH 5,8;

CocraB YY: 140 mr/mn cnutoro Genka peuentopa ®POC, 20 MM Oydepa Ha ocHOBe
ructunauna, 2,5% (mac./00.) caxapossl, 2,0% (mac./00.) nponuna, 0,03% (mac./00.) monucopbata
20 u 50 MM Ttaypuna, ¢ pH 5,8;

CocraB ZZ: 140 mr/ma cnuroro Genka peuenropa ®PIOC, 10 MM Oydepa Ha OCHOBE
ructuauna, 2,5% (mac./00.) caxapossl, 2,0% (Mac./00.) mponuna, 0,03% (mac./00.) monucopbara
20 u 50 MM aprunun rugpoxnopuna, ¢ pH 5,8;

CocraB AAA: 140 mr/mn ciuroro Genka peuentopa @PIC, 20 MM Oydepa Ha ocHOBE
ructuauna, 5% (mac./00.) caxapossl, 0,03% (mac./06.) nomucopbara 20 u 50 MM PSA, c pH 5,8;

CocraB BBB: 140 mr/mn ciutoro 6enka peuenropa ®PIC, 20 MM Oydepa Ha ocHOBeE
ructuauna, 2,5% (mac./00.) caxapossl, 2,0% (Mac./00.) mponuHa, 0,03% (mac./00.) momucopbara
20 1 50 MM PSA, ¢ pH 5,8;

Cocras CCC: 80, 100, 120 wnu 140 mr/mn cnuroro 6enka peuenropa ®POC, 20 MM
Oydepa Ha ocHOBe ructunuHa, 5% (mac./00.) caxapossl, 0,03% (mac./00.) momucopbara 20 u 50
MM aprunus ruapoxsaopuaa, ¢ pH 35,8,

Cocras DDD: 140 mr/mn cnutoro Oenka peuentopa @POC, 10 MM Oydepa Ha ocHOBe
ructunuHa, 4% (Mac./00.) nposnuna, 0,03% (mac./06.) monucopbara 20 u 50 MM PSA, ¢ pH 5,8;

Cocras EEE: 140 mr/ma cauroro Genka peuentopa @POC, 20 MM Oydepa Ha ocHOBe
ructunuHa, 5% (mac./00.) caxapossl u 0,03% (mac./00.) nonucopbara 20 u, HeoOsi3aTenbHO, Oe3
TepMmocTabunuzaropa, ¢ pH 5,8;

Cocras FFF: 140 mr/mn ciauroro 6enka peuentopa ®PIC, 10 MM docdara vatpus, 5%
(mac./06.) caxapo3ssl u 0,03% nonucopdara 20, ¢ pH 6,2;

CocraB GGG: 140 mr/mn ciutoro 6enka peuentopa ®POC; 20 MM ructununa, pH 5,8;
5% caxaposbr; 0,03% nonucopbara 20; S0 MM Hatpwmii cynbdara,;

Cocras HHH: 140 mr/mn ciiutoro 6enka peuentopa ®POC; 20 MM ructununa, pH 5,8;
5% caxaposbr; 0,03% nonucopbara 20; 50 MM HaTpHii THOLIMAHATA,

Cocras III: 140 mr/mn ciuroro 6enka perenropa ®PIOC; 20 MM rucrununa, pH 5,8; 5%
caxapo3ssl, 0,03% monucopbara 20; 40 MM HaTpuii HUTpATa,;

Cocras JJJ: 140 mr/mn ciauroro Genka penenropa ®POC; 20 MM ructuanna, pH 5,8; 5%
caxapo3ssl, 0,03% momucopbara 20; 50 MM rnuiuHa,

Cocras KKK: 140 mr/mn ciiutoro 6enka peuentopa ®POC; 20 MM ructununa, pH 5,8;
5% caxaposbl, 0,03% nommcopbara 20; 50 MM HaTpuii Xaopuna,

Cocras LLL: 140 mr/mn cnutoro 6enka peuenropa ®PIC; 20 MM ructununa, pH 5,8,
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5% caxapossl, 0,03% nonucopdara 20; S0 MM nu3uHa,

Cocra MMM: 140 mr/min ciuroro Oenka peuentopa @POC; 20 MM ructununa, pH 5,38;
5% caxaposbl, 0,03% nommcopbara 20; 50 MM HaTpuii acnaprara,

CoctaB NNN: 140 mr/mn ciutoro 6enka peuentopa ®PIC; 20 MM ructununa, pH 5,8;
5% caxaposbl, 0,03% nonmcopbara 20; 50 MM HaTpwmii riyTamara,;

CocraB O0O: 140 mr/mn cauroro 6enka peuentopa @POC; 20 MM ructuauna, pH 5,8;
5% caxaposbl, 0,03% mnomucopbara 20; 50 MM Harpumii murpara, 50 MM apruHuH
THIPOXJIOPHIA,

Cocras PPP: 140 mr/mn cnuroro Oeska peuenropa ®POC; 20 MM ructuauna, pH 5,8;
5% caxaposbl, 0,03% nomucopbdara 20; S0 MM runuHa; SO MM apruHUH THAPOXJIOPHIA,

Cocras QQQ: 140 mr/mn ciutoro 6enka peuentopa ®POC; 20 MM ructunusna, pH 5,8;
5% caxaposbl, 0,03% mnonucopbara 20; 50 MM HaTtpuii acmaprara; 50 MM apruHUH
THIOPOXJIOPHIA,

CocraB RRR: 140 mr/ma ciuroro 6enka peuentopa ®PIC; 20 MM ructuauna, pH 5,8;
5% caxaposbl, 0,03% mnomucopbara 20; 50 MM Hatpuii rimyramara; 50 MM apruHMH
THIOPOXJIOPHIA,

CocraB SSS: 140 mr/mn cnuroro Oenka peuentopa ®PIC; 20 MM His, pH 5.8; 5%
caxaposbr;, 0,03% nomucopbara 20; 10 MM L-apruaus ruapoxiopuaa;

Cocras TTT: 140 mr/ma cmurtoro Oenka peuentopa ®POC; 20 MM His, pH 5,8; 5%
caxaposbr;, 0,03% nonucopbara 20; 100 MM L-apruHuH runpoxyiopuna,;

Cocras UUU: 30 mr/mn cauroro Oenka peuenrtopa @POC, 10% caxaposs, 10 MM
docdara, 0,03% momcopbara 20, pH 6,2;

CocraB VVV: 30 mr/mn cauroro Oenka peuentopa ®POC, 20% caxaposer, 10 MM
docdara, 0,03% nonucopbara 20, pH 6,2;

CoctaB WWW: 60 mr/mn cnutoro Oenka perentopa @POC, 10% caxaposbr, 10 MM
docdara, 0,03% nommcopbata 20, pH 6,2;

CocraB XXX: 60 mr/mn cimutoro Oenka peuentopa @POC, 20% caxaposer, 10 MM
docdara, 0,03% nommcopbata 20, pH 6,2;

CocraB YYY: 120 mr/mn ciuroro Oenka peuenrtopa @PIC, 10% caxaposbr, 10 MM
docdara, 0,03% mommcopbara 20, pH 6,2;

CocraB ZZZ: 120 mr/mn cnutoro Oenka peuentopa ®PIC, 20% caxaposs, 10 MM
docdara, 0,03% mommcopbara 20, pH 6,2;

CocraB AAAA: 120 mr/mn ciuroro Oenka peuentopa ®PICs, 10% caxapossl, 10 MM
docdara, 0,03% nomcopdara 20, SO MM NaCl, pH 6,2;

Cocras BBBB: 120 mr/mn ciutoro Oenka peuentopa @PIC, 20% caxaposzer, 10 MM
docdara, 0,03% nomucopdara 20, S0 MM NaCl, pH 6,2;

CocraB CCCC: 140 mr/ma cauroro Oenka peuentopa ®PIC, 10 MM Harpuii ¢pocdara,
5% caxapossl, 40 MM Hatpuii xinopuaa, 0,03% PS20, pH 6,2;

Cocrtas DDDD: 80,0 mr/mun cauroro Oenka penenropa @PIC, 20 MM Oydepa Ha ocHOBe

ructunuHa, 5% (mac./00.) caxapossl, 0,03% (mac./00.) monucopbara 20 u 50 MM L-aprunun
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MoOHorugpoxnopuaa, ¢ pH 5,8,

Cocras EEEE: 120,0 mr/mn ciuroro 6enka perenropa @POC, 20 MM Oydepa Ha ocHOBE
ructuauHa, 5% (Mac./00.) caxapossl, 0,03% (mac./00.) momucopbara 20 u 50 MM L-aprunun
MOHOrUApoxnopuaa, ¢ pH 5,8,

Cocras FFFF: 113,3 mr/mn ciuroro Genka peuentopa @POC, 20 MM Oydepa Ha ocHOBe
ructuauHa, 5% (mac./06.) caxapossl, 0,03% (mac./006.) monucopbata 20 u 50 MM L-aprunun
MoOHoOruapoxnopuaa, ¢ pH 5,8;

CocraB GGGG: 114,3 mr/ma ciuroro Oenka perenrtopa ®POC, 10 MM Oydepa Ha
ocHOBe ructuanna, 5% (Mac./00.) caxaposbl, 0,03% (mac./00.) momucopbara 20 u 50 MM L-
aprUHUH MOHOTHUapoxjopuaa, ¢ pH 5,8;

Cocras HHHH: 100,0 mr/mi cimuroro Oenka peuentopa ®POC, 20 MM Oydepa Ha
ocHOBe ructuanna, 5% (Mac./00.) caxapossl, 0,03% (mac./00.) momucopbara 20 u 50 MM L-
aprUHUH MOHOruapoxJopuaa, ¢ pH 5,8; u

Cocras IIII: 133,3 mr/ma cauroro Genka peuentopa @POC, 20 MM Oydepa Ha ocHOBE
ructuauHa, 5% (Mmac./00.) caxapossl, 0,03% (mac./00.) momucopbara 20 u 50 MM L-aprunun
MOHOruapoxnopuaa, ¢ pH 35,8,

Cocras JJJJ: 150 wmr/mn adpmmbepuenta, 10 MM Hatpuii ¢ocdara, 8% (mac./00.)
caxaposbl, 0,03% (mac./06.) monmucopbara 20 u 50 MM aprunuH ruppoxsopuaa, pH 6,2;

Cocra KKKK: 114,3 mr/ma ciuroro 6enka pernenrtopa ®PIC, 20 MM Oydepa Ha
ocHOBe ructuannaa, 5% (mac./00.) caxapossl, 0,03% (mac./00.) momucopbara 20 u 50 MM L-
aprUHUH MOHOrHApoxJjopuzaa, ¢ pH 5,8;

CocraB LLLL: 90 mr/mn cnutoro Oenka peuenropa ®POC, 10 MM rucrununa, 5%
(mac./06.) caxapossr, 0,03% (mac./00.) monucopbara 20, pH 5,75; u

CocraB MMMM: 90 mr/mn ciutoro Oenka penentopa @POC, 10 MM ructununa, 7%
(mac./06.) caxapossr, 0,03% (mac./00.) monucopbara 20, pH 5,75.

22. CocraB mo m. 21, oTiMYarOLIUiCsS TeM, 4YTO CJMThI Oejok penenrtopa OPOC
npencTasisier codoit agubepuenT winu KOHOEPILENT.

23. CocraB mo mobOomy w3 mm. 21-22, OTAMYAIOUIUNCS TEM, YTO CIIUTBIA Oeok
peuentopa ®POC comepkut meHee OKOJO 3,5% BBICOKOMOJEKYJISPHBIX COEIUHEHWUH cpasy
nocjie TOJyYeHHs M OYUCTKH W/WIM  CONEPKUT MEHbILIe WIM paBHO OKojlo 6%
BBICOKOMOJIEKYJISIPHBIX COEAMHEHUN NOCJIE XPAHEHUs] B TEYEHUE OKOJIO 24 MeCsLEB MPU OKOJIO
2-8 °C.

24. KoHTeliHep Wi YCTPOHMCTBO ISl MHBEKLNH, COAEPIKALIIE COCTAB 10 JI0OOMY U3 TII.
1-23.

25. KoHTeliHep WM YCTPOMCTBO Uil MHBEKLUH I10 1. 24, KOTOpOe MPENCTaBIsSeT COOOH
(py1aKoH, WMPULL, INMPUL-PYUKY MM MPEABAPUTEIILHO 3aMOJHEHHBIN IITPHLI.

26. Cnoco® mojy4eHHsi CocTaBa 1o Jrobomy w3 mm. 1-23, BKIFOYAOINNA 00beTUHEHUE
KOMITOHEHTOB YKa3aHHOT'O COCTABa B €IMHYI0 KOMITO3ULIUIO.

27. Cnocob mo m. 26, JONMOJHUTEIBHO BKIIOYAKO NN 3arpy3Ky 00BbeMa cocTaBa B LITPHIL.

28. CocTtaB, KOTOPBIi SBJIIETCS POAYKTOM criocoda mo Jrodomy u3 . 26-27.
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29. Cnocob BBemeHHsI CyOBEKTY cocTaBa Mo JjrodoMy u3 mm. 1-22 u 27, BKITOYAIOLIHA
MHTPAOKYJIIPHYIO HHBEKLIUIO COCTaBa B IIa3 CyObeKTa.

30. Croco0 neueHust aHrMOT€HHOro 3a00JIeBaHUs IJa3 Y CyObeKTa, Hy)KIArOINerocs B
5TOM, BKJIIOYAIOIIMH BBEIEHHE WHTPAOKYJSIPHOH HHBEKIMH OoJiee 4eM OKOJIO 2 MI CIHUTOrO
Oenka peuenropa ®PIC B rna3 cyObekra.

31. Crioco0 mo . 30, BKJIFOYAKOIIU BBEIEHUE OKOJIO 4 MI, OKOJIO 6 MT, OKOJIO 8 MI' WU
okoso 10 mr ciuroro Oenka penentopa @PIC B rinas cyobekra.

32. Crioco0 nieueHusi aHTHOT€HHOTO 3a00JIeBaHus TJ1a3 y CyObeKTa, HY)KOAIOIIerocs B
5TOM, MPHUYEM CIOCOO BKIIFOYAET UHTPAOKYIISIPHYIO MHBEKLUIO 00Jiee YeM OKOJIO 2 MI CIUTOrO
6enka peuenropa ®PPIC B cocrase o modomy u3 mm. 1-23 u 28 B rinas cyobekTa.

33. Cocob mo m. 32, BKIKOYAOIINH MHBEKIUIO OKOJIO 4 MI, OKOJIO 6 MT, OKOJIO 8 MI" WJIH
okoio 10 Mr ciiutoro Genka penenropa ®PIOC B rna3 cyobekTa.

34. Crmocod mo mrobomy m3 mm. 30-33, OTIIMYANOIIUICS TeM, YTO HMHTPAOKYJISIPHAsS
UHBEKLHS TPEICTABIsIET COO0I HHTPABUTPEATbHYIO HHBEKLIUIO.

35. Cnoco6 mo mobomy wu3 mm. 30-34, OTIIMYAKINMICA TEeM, YTO aHTHOTEHHOE
3a0oneBaHme Ii1a3a MPEeACTaBiIseT OO0 BO3PACTHYIO AETEHEPALMIO JKENTOTO MATHA (BIAsKHAS
(dopma), OTeK KENTOro MATHA, MAKYJISIPHBIA OTEK MOCIe OKKIIFO3UH BEHbI CETUYATKH, OKKJIFO3HIO
BeHbl cetyatku (OBC), okkimo3uro neHTpainbHON BeTku BeHbl cetdatku (OBBC), okkiro3uro
BeTku BeHbl cerdatku (OBBC), nmaGernueckuii makynsapusiii otex (JAMO), xopuonnanbHyO
HeoBackyssipm3anmio (XHB), HeoBackyssipuzanuio paaykKHOW OOOJIOYKH, HEOBACKYJISIPHYIO
TJIayKOMY, NOCIIeOnepaiOHHBIN ¢ubpos npu rJIaykome, nposepaTUBHYIO
Butpeoperunonaturo  (IIBP), HeoBackyssipusanmr0 Ha  JHCKE  3PUTENBHOTO  HEPBA,
HEOBACKYJISIPU3ALIUIO POTOBUIIBI, HEOBACKYJIPU3ALIUIO CEeTYaTKH, BUTPEAJbHYIO
HEOBACKYJISIPU3ALMIO, TAHHYC, MNTEPUTHYM, COCYIUCTYI0 PETHHONATHIO, IHA0ETHYECKYIO
PETUHONATHIO, HENPOIH(PEPATUBHYIO TUAOETUYECKYI0 PETHHOMATUIO W/WIH NPOin(epaTHBHYIO
nuabeTUYECKYI0 PETHHOIATHIO.

36. Cnocob mo mrobomy u3 1. 30-35, OTIMYAIOINMICS TEM, YTO CIUTHIA OejoK
peuentopa @POC BBOmsaT B KoiuuecTBe OKono 100 MUKpPOSUTPOB MU MeHee, okoino 90
MUKPOJIUTPOB, OKOJIO 80 MUKPOIUTPOB, OKOJIO 75 MUKPOJIUTPOB, OKOJIO 70 MUKPOJIUTPOB, OKOJIO
60 MUKPOJIUTPOB WU OKOJIO 50 MUKPOIUTPOB.

37. Cnocob mo mrobomy w3 mm. 30-36, OTIIMYAIOINMNICS TEM, YTO CIUTHIA Oejok
peuentopa ®PIC conmep:kutcst B cocTaBe, coaeprkaieM: okojio 5% caxapo3bl, THCTHAMHOBBIN
Oydep; u okono 0,03% MoBEepXHOCTHO-aKTUBHOT'O BEIIECTBA.

38. Cnocob mo mobomy u3 mm. 30-37, ornudvaromuiicss Tem, 9to Oonee okoyo 2,0 Mr
ciuroro Oenka peuenropa ®POC BBonmsaT oquH pa3 kaxneie 8, 9, 10, 11, 12, 13, 14, 15, 16, 17,
18, 19, 20, 21, 22, 23 nnu 24 Heneau.

ITo noBepennocTn
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BazkocTb 140 mr/mn nosywikn OP3(, coctaenennoi B 20 MM ructuauna, pH 5,8, 5% caxapo3bl,
0,03% caxapo3bi, 0,03% nonucopbata 20 ¢ paznuyHbiMU NPOTUBONOHAMY
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% BM coepunenuii cornacro SE-UPLC

% BM coeunennit cornacto SE-UPLC
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Cocraenl

F1 (50 mM natpuit cynbdara)
F2 {50 MM Hatpuit THoLMaHaTa)
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% umctoThi cornaco SE-UPLC
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TBEP,U,I:IE YacTUlbl, HeBHUAKMDbIE HEBOOPYXKEeHHBIM Ma3 oM, (OMMacHO Bl3yanusalu MUKPOMIOTOKOB

nocne uHKy6aumm npu 37 °C
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% BM coepunenuit cornacHo SE-UPLC
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