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2420-577478EA/023
COCTABBI, COAEPXKAIIUE CJAUTHIN BEJIOK PEIIENITOPA ®P3C B BEICOKOM
KOHHEHTPALIMHA

[001] /lanHas 3asBKa 3asBJIsIET IPUOPUTET MO NMpeABAPUTEIbHOMN 3asiBKe Ha naTeHT CIIIA
Ne 62/813882, momannoit 5 mapra 2019 r.; npeapapurenpHoll 3asiBke Ha mateHT CIITA Ne
62/769876, nmonmanno# 20 HosOps 2018 r.; mpensapurenbHON 3asBke Ha mareHT CIITA Ne
62/752127, nonanHo 29 oktsa0ps 2018 r.; u mpeasapurenbHOl 3asBKe Ha mateHT CIIIA Ne
62/669506, nomanuoi 10 mast 2018 r.; Ka)kAOW W3 KOTOPBIX MOJHOCTHIO BKJIFOUEH B JTAaHHBIN
JOKYMEHT TMOCPENICTBOM CChUIKH.

OBJIACTb TEXHUKH

[002] BapuaHTBl OCYILIECTBJIEHHUS B MOAHHOM JOKYMEHT€ B OCHOBHOM OTHOCSTCS K
coCTaBaM, coaepKamuM ciuTbiii Oenok peuentopa @DPOC B BBICOKOH KOHIEHTpALUH,
HNOAXOMSIIMM JUIsl OKYJIIPHOTO BBelEHHs. bojiee KOHKPETHO, BapUaHThl OCYILECTBJICHMS B
JaHHOM  JOKYMEHTe€  OOEeCHeuMBAaIOT  JKUAKHE  (apMaleBTHYEeCKUe  COCTaBbl IS
HUHTPABUTPEATBHOTO BBEACHHUS, IPUYEM KOMIIO3ULIMHU BKJIIOYAOT Oosee 40 mr/mi ciuroro Oenka
peuenropa ®POC u neMOHCTPUPYIOT (QapMaleBTHUECKH MpuemMieMyro 3¢ ¢eKTHBHOCTD,
CTa0MIIbHOCTB, BSI3KOCTH U pH.

MEPEYEHH IMOCJIEJOBATEJIBHOCTEN

[003] OdummanbHass KOMUs MEPEYHs TOCIENOBATENIbHOCTEH  MPENOCTaBISIETCS
OTHOBPEMEHHO cO crnenudukanueii B 3JIeKTpOHHOM Buae mocpenctsom EFS-Web B Buze
nepeuHss mnocnepoBatenpHocTedt B popmare ASCII ¢  wumenem ¢abima «10430P1-
US SEQ LIST ST25.txt», naroit cozganus 9 mas 2018 r. u pasmepom okoso 7 Kb. Ilepeuenn
NIOCJIEIOBATENIBHOCTEH, copepxkammiics B AaHHOM nokymeHTe B (opmate ASCIL sBrsercs
YaCThIO CHeLM(UKALNK U TIOJHOCTBIO BKIIFOUEH B JAHHBIN JOKYMEHT MOCPEACTBOM CChUIKH.

YPOBEHb TEXHUKH

[004] Mns pa3pabOTKH TEparmeBTUYECKU TIOJE3HOTO JKUIAKOTO CcOcTaBa Tpedyercs
KOMOWHAIMS WHTPEIUEHTOB B PA3JIMYHBIX KOJIUYECTBAX, YTOObI 00ecneunTh (yHKLIHOHAIbHBIN
U CTaOMJIBHBIN HOCHTENDb JJISl TOCTABKU MPEACTABIISIIOIIEr0 HHTEPEC JIEKAPCTBEHHOTO CPENICTBA.
DT0 0COOEHHO BEpPHO, KOTJa JIEKAPCTBEHHOE CPEACTBO MPEACTaBIsieT co0O0i Oenmok u, Oonee
Toro, aHTuTeno. COCTaBbl AHTUTEIN YK€ JABHO SIBJISTFOTCS] MPOOJIEMHBIMU ISl pa3paOOTYHKOB U
NPOU3BOAUTENEN JIEKAPCTBEHHBIX CPENCTB, MOCKOJIBKY AaKTUBHOCTb U BBEIEHHE aHTUTEN, Kak
npaBwio, TpeOyOT  (apMaueBTUYECKH  NPUEMIIEMOH  aKTUBHOCTH,  OCMOJISUIBHOCTH,
crabmipHOCTH Oefka, BA3KOCTH M Hamiexkamero pH. Otu mpobiembl ycyryOnstoTes, Koraa
aHTUTENIO TPUCYTCTBYET B OOJiee BBHICOKMX KOHLIEHTPALMSIX B COCTaBe, Hampumep, Boime 20-40
MI/MJI, KOHIIEHTPALUH OOJBIINHCTBA (PapMaLeBTHYECKH TPOJABAEMbIX AHTUTEN.

[005] CoctaBbl aHTHUTEN C OOJiee BBICOKMMH KOHLIEHTPALMSIMH TTO3BOJISIOT COKPATHUTH
BpEeMSl HMHBEKIUH, YMEHBIIUTh OOBEMBbl WHBEKLHMH, CHU3UTh YacCTOTY BBENEHHUS AHTHTEN MU
NOBBICUTH 3(PPEKTHBHOCTH MPOU3BOACTBA U XpaHeHHs. OTHAKO, KAK OTMEUYEHO BBILIE, YEM BBILIE
KOHLIGHTpPALMsI aHTUTeNa WK OelKa, TeM TpPyJHee COXPAHUTb HAJIEKAIIYI0 AKTUBHOCTb U

napamMeTpbl AOCTAaBKU AJisi COCTaBa. B YaCTHOCTHU, COCTaBbl AHTUTCII H OeNKOB C BBICOKOI



KOHIIEHTpAIel 4YacTO CTAJIKMBAIOTCS C TOBBIMEHHOHN arperamueil Oeiaka W BSI3KOCTBIO, HTO
NPUBOIUT K CHIDKEHHMIO OOILIeH AaKTHBHOCTHM AaHTUTEN WM Oelka, a TakKe K CHIDKEHHIO
NPOMU3BOJCTBA U CTAOMJIBHOCTH MpH XpaHeHHu. M3-3a mpobneM, CBS3aHHBIX C COCTaBaAMHU C
OenkamMy WJIM aHTHTENAMU B BBICOKOM KOHLIEHTpALMH, ObUIO pa3pabOTaHO HECKOJBKO TaKHX
(dapManieBTUYECKH TPUEMJIEMBIX COCTaBOB. B naHHONH 00JacTé TEXHUKH CYIIECTBYET
NoTpeOHOCTh B NPHUTOTOBJIEHUH COCTABOB AHTHTEN U OEJIKOB C BBICOKOW KOHLEHTpanued u
BBICOKOH CTaOMJIBHOCTBIO, KOTOPBIE NUMEIOT HAJIEKAIYI0 AKTUBHOCTD, CTAOUIIBHOCTD, BS3KOCTb,
OCMOJIAITIBHOCTD U pH.

[006] OnHuM U3 Takux OENKOB, JIs1 KOTOPOTO HEOOXOAMMBbI BHICOKOKOHLIEHTPUP OBAHHBIE
COCTaBbI, SIBIISIETCSl CIUTBIN Oenok penentopa ¢akropa pocta sHmorenus cocynoB (PPIC).
Cauteie Oenku peuenropa ®PPIC ucnons3yrorest st 6nokuposanus pyakmu ®PIC B psige
orampMoNorudecKkux CcoctaBoB, Hampumep, Oinea® (Regeneron Pharmaceuticals, Inc.).
CocraBbl, conmepskamue ciautbiii Oenok peuenropa ®POC B BBICOKOH KOHIEHTPALWHU, MOTYT
obecrieunTh OoJiee KOPOTKOE BPeMs MHBEKLUHA B IJ1a3, MEHbIINE O0ObEMbl HHBEKIUI, MEHbIIEe
KOJINYECTBO BO3MOJKHBIX MHBEKIIMH Ha LUKJ BBeAeHHs U Oosee 3 (HEeKTUBHOE MPOU3BOICTBO U
XpaHEHUeE.

[007] HanHoe m300peTeHHEe HAMpPaBJICHO HA MPEONOJICHHe ONHOW win Oosee mpodiem,
PACCMOTPEHHBIX BBIIIIE.

KPATKOE OITHCAHHUE CYIIHOCTHU U3OBPETEHUA

[008] PasnuyHble BapUaHTBl OCYLIECTBJEHHUS, OMHCAHHbIE B JAaHHOM JIOKYMEHTE,
OXBATBIBAIOT COCTaBbl, COAEpKallre OeNOK B BBICOKOM KOHIIEHTpaLUHU (Hampumep, KOTOpbIE
NOAXOIAT AJIs1 UHTPABUTPEATbHOIO BBEJEHN), U, B YACTHOCTH, COCTABbI, COIEPIKAILNE CIIUTHIH
benok penenropa (akropa pocta sHmoTenuss cocygoB (PPOC) B BBICOKOH KOHLEHTpALIUU.
CocraBbl, conmepkamue ciautbiii Oenok peuentopa @®POC B BBICOKOW KOHLEHTPALMH,
obecreunBalOT PSR TEPANeBTUUECKMX W HKOHOMMYECKMX  IPEHMYLIECTB,  BKJIOYAs
bapmaneBTuueckd  npuemiemMyro  3((QEeKTHBHOCTb,  JOJATOCPOYHOE  MPOM3BOACTBO W
CTa0MJIBHOCTD MPH XPAHEHUH, a TAK)Ke BSI3KOCTb M pH, COBMECTUMBIE C OKYJIIPHON MHBEKLIHUEH.
Cocrasbl, conmepskamue ciautbiii Oenok penenrtopa @POC B BBICOKOW KOHLEHTPALUH, TAKKE
MO3BOJISIFOT YMEHBIIUTh OOBEMBbI BBEACHHUS B TJIa3, YTO MO3BOJISET M30€KATh HEKENATENbHBIX
3¢} eKTOoB Ha OrpaHUUEHHBIN 00BbEM riasa.

[009] BapuaHTbl OCYIIECTBICHUS B JaHHOM JOKYMEHTE OTHOCSATCS K COCTaBam,
comepskammM CauThiii Oenok penenrtopa OPOC, Oydep, TepMocTaOMIN3ATOp, CHIDKAIOLIUMA
BSA3KOCTb areHT, U MOBEPXHOCTHO-aKTUBHOE BELIECTBO. B Apyrux BapuaHTax OCYILECTBJICHMUS
COCTaBBI HE COAEPIKAT CHIDKAKOLINH BSI3KOCTh areHT. COCTaBbl COTIACHO TAHHOMY H300pETEHHIO
umeroT pH u BSI3KOCTb, MOAXOAAIINE NI UHBEKUUNH M, B YaCTHOCTH, AJS TeparneBTUYECKUX
OKYJIIPHBIX MHBEKIUH.

[0010] B BapmanTe oOCyLIeCTBICHHS H300pPETEHUs] NPEACTaBICH (apMaLeBTHUECKHUIT
COCTaB COIJIACHO NAHHOMY HM300peTeHHI0, comepskamuii ciuthii Oenok pernenropa ®POC B
KOHLIEHTPALMK MO MeHblIed Mepe 41 Mr/Mia Mo B KOHLEHTPALUH, KOTOpPas COAEPIKUT

OHOKpaTHYK a03y ciuroro Oenka penentopa ®POC (koTopwiii oOCyxkmaercs B JaHHOM



JOKyMeHTe) B MeHee 4eM okoiio 100 mkj, MeHee okojio S0 M1, okojio 50 MKJI, OKOJIO 57 MK,
okoJio 60 Mk, okosio 70 MKJI, WK OKoJio 75 MK, Oydep, HeoOsI3aTeIbHO TEPMOCTA0MITH3ATOD
WWIN CHIDKAIOIIMK  BSI3KOCTh areHT, U IOBEPXHOCTHO-aKTUBHOE BEILIECTBO, IPH 3TOM
komnosunust umeer pH ot okosno 5,0 o okoso 6,8 (Hanpumep, 5,8).

[0011] B BapuanTe OCyIIECTBJCHHS H300pETEHUs] KOHLIEHTpALMs CJIUTOro Oejka
peuenropa ®POC cocrasnser okono 30 mr/mi, 60 mr/mi, 114 mr/mi, 120 mr/min unu 140 mr/m.

[0012] B BapmaHTe OCYLIECTBJIEHHS H300pETEHHs MOBEPXHOCTHO-AKTUBHOE BEIIECTBO
MOXKET MpPEACTABISTh COOOH HEMOHHOE MOBEPXHOCTHO-AaKTUBHOE BEILIECTBO (HANpUMeEp, OT
okojio 0,02% no okono 0,1%; wmmu okono 0,03% (mac./00.)). B BapuaHTe OCyIIECTBIICHHUS
u300peTeHNss  MOBEPXHOCTHO-aKTHBHOE  BELIECTBO  MPEACTaBIsieT  coOOM  HEHMOHHOe
MIOBEPXHOCTHO-aKTUBHOE BEIECTBO, HMMEIOIee IMOJMOKCHITUIICHOBBIH (DparMeHT, Hampumep,
nojiucopdar 20 (PS20), momucopbar 80 (PS80), monmokcamep 188, momusTuneHrmukons 3350
W UX CMECH.

[0013] B BapuanTe ocyruecTsieHus: m3o0perenus: Oydep npencrasiser coboii Oydep Ha
ocHoBe ructuanHa (Hampumep, 10 MM nnm 20 MM), Takol kak ructuand, ructuauH HCl wmm
T'UCTHMH auetat; Oydep Ha ocHOBe (ocara, Takoit kak HaTpuil pocdar (Hanpumep, 10 MM);
Oydep Ha OCHOBE aleTaTa, TAKOW KaK HATPUH alleTaT U YKCYCHAsl KUCIoTa, Win Oydep Ha OCHOBE
LUTpaTa, TAKOW Kak HATPUH LUTPATHIM JIMMOHHAs KHUCJIOTAa. B BapuaHTe OCYILECTBIICHHUS
u3obperenust, eciu Oydep npencrasnsier coboit docdarHeii Oydep, pH cocrapnser oT 0KOJIO
5,7 no okoio 8,0, oT okoJio 5,8 mo okoso 8,0, oT okoJio 5,7 mo okoyo 7,0, OT OK0JIO 5,8 10 OKOJIO
7,0, ot okoJ0 5,9 o okoso 7,0 miu okoo 6,0, mo okoso 7,0; eciu Oydep npencrasisier coOOi
ructTuuHOBLIN Oydep, pH coctaBnser or okoio 5,5 no okono 6,5; ecnu Oydep npencrasiseT
coboii uutpatHsiii Oydep, pH coctasnser oT okoso 3,0 1o okoio 6,2 wiu oT 0koJIo 5,0 10 OKOJIO
6,0; u ecu Oydep mpencrasnser coboit aneratusiii Oydep, pH cocraBmser ot okono 3,7 no
0KOJIO 5,6 unu oT 0koJio 5,0 1o okoJo 6,0.

[0014] B BapuaHTe OCyIIECTBJCHHS H300pETEHHs] TEPMOCTAOMIM3ATOP TMPEACTABISET
co0oii caxap, Takoil Kak caxaposa (Hampumep, okojio 2,5%, 5% wumu 8%, 10% wmu 20% (Mmac.
/00.), Hanpumep, okojio 2-20%), MaHHHUT, COPOUT WM Tperano3a; L-nposuH (Hanmpumep, OKOJIo
2%, 3% wnu 4% (mac./006.)); rmuuH (Hanpumep, okosio S0 MM), ruiepuH, TaypuH (HanpuMmep,
okoy10 50 MM) mim nponaHcyIb(QOHOBYIO KHCIOTY (Hampumep, okosio S0 MM) min mo0yro ux
KOMOHWHAIHIO.

[0015] B HekoTOpBbIX BapUaHTaX OCYIIECTBIEHHUS H300peTeHus: (papManeBTHYECKIE
COCTaBBbI COTJIACHO TAHHOMY M300PETEHHIO BKIIFOYAIOT CHIKAIOIINHN BSI3KOCTh ar€HT, HATIPUMeED,
apruHuH ruapoxiopun (Hanpumep, L-aprunus monoruapoxiopun) (Hanpumep, SO MM), nu3uH,
Hatpuit xjopun (wampumep, 40 MM wmm 50 MM) wim marauii xmopua. B kadectse
aNbTEePHATHBBI, B JPYIUX BapHAHTaX OCYIIECTBJIEHHUS COIJIACHO MAHHOMY H300pETEeHHIO
CHELNAIBbHO UCKITFOUAIOT MPAKTUYECKU BCE, €CJIH HE BCE, CHIDKAIOIIHE BA3KOCTb areHTHI.

[0016] B BapuanTe ocymecTBiaeHus H300peTeHus papMaleBTHIECKHE COCTABbI COTJIACHO
TAHHOMY M300pPETEHUIO COAEPIKAT, COCTOAT U3 MM IO CYLIECTBY COCTOST U3 KOMIIOHEHTOB B

mo6om u3 coctaBoB A-KKKK, kak U310K€HO B JAHHOM JJOKYMEHTE.



[0017] B acriektax JaHHOTO AOKYMEHTa (hapMareBTHUECKHUE COCTABbI COTIIACHO JAaHHOMY
M300pETEHNI0 MOTYT COoAep:kaTh CiuThId Oenok penenropa PPOC (Hampumep, adpambepuent
WA KOHOEpPILeNT) B KOHLUEHTPALUU OT OKoJIo 41 mMr/mit 1o okosio 275 mr/mi, ot okoio 80 mMr/mi
10 0K0JIo 275 mr/mi, ot okono 140 mr/ma 1o okojio 150 mr/mi, ot okosno 140 Mr/mMi 10 OKOJIO
159 umm 160 mr/min; Brarouast okojio 60 mr/mi, okoso 80 mr/mi, okoso 100 mr/mi, okono 113,3
mr/mi, okojio 114,3 mr/mi, okojo 120 mr/mi, okono 133,3 mr/mi, okono 140 mr/mi, okojo 150
mr/mi, okosno 200 mr/mn mnu okoso 250 mr/mi. B BapmanTe ocymecTBieHHs H300peTeHus
COCTaB COAEPKUT 0K0JI0 40 Mr/mut ciuroro Oenka perenropa @POC.

[0018] Hekoropsle acmekThl (HapMalUEeBTUUECKUX COCTABOB COIJIACHO JIaHHOMY
U300pPETEHHIO COAEePIKaT TEPMOCTAOMIIN3ATOP B KOHIIEHTPALUU OT 0K0JIO 2% (Mac./00.) 10 OKOJIO
9% (mac./06.) unu ot okono 4% (mac. /06.) mo okono 9%. (mac./00.) pu yCIOBHUH, YTO, KOTAA
TEPMOCTAOMIN3aTOP TpEeACTaBIsieT CcOoOOM TaypuH WIM TPOINAHCYJIb()OHOBYIO KHCIIOTY,
CTaOUIN3aTOP HAXOAUTCS B KOHLIEHTPALUU OT OK0JIo 25 MM 110 okojio 100 MM, MOBEepXHOCTHO-
AKTUBHOE BEIEeCTBO HAXOMUTCS B KOHIEHTpauuu oT okojo 0,02% (mac./00.) mo oxono 0,1%
(Mmac./06.) (Harmpumep, okojio 0,03%), a 6ydep cocTasiser oT 0koio S MM 10 okojio 15 MM,

[0019] Caursiii 6enok penenrropa @POC mosket, Hanmpumep:

KOZIUPOBAThCsl MOCIEN0BATENIbHOCThIO HykjIenHoBoM kucinotel SEQ ID NO: 1 wmm
Hykjieotunamu 79-1374 wnu 79-1371 SEQ ID NO: 1,

conepxkatb aMMHOKHUCIOTHI SEQ ID NO: 2 unu amunokucnotst 27-457 umm 27-458 SEQ
ID NO: 2;

COIEePKaTh:

(1) xomnonent VEGFR1, copepaxammii amurokuciorst 27-129 SEQ ID NO: 2;

(2) xomnonenT VEGFR2, conepskammii amuaokuciotet 130-231 SEQ ID NO: 2;

(3) mynsrumepusyromuii komroneHT («FcAC1(a)»), comepkamuii aMUHOKUCIIOTHI 232-
457 wnu 458 SEQ ID NO: 2 (C-xonuessie amuHokuciaotsl SEQ ID NO: 2, To ects K458, moryT
WIH HE MOTYT OBbITh BKJIIOUEHHBIM B ciuTble Oenku perentopa @POC). Obparute BHUMaHUE,
yro amuHOKkucjotrel 1-26 SEQ ID NO: 2 mnpencraBisitoT coOOH  CUTHAJBHYIO
NIOCJIEIOBATEIbHOCTD,

cogep:kaT uMMyHornobuHononoOubiit  (Ig) momen 2 mnepsoro peuentopa DPPIC
(mampumep, VEGFR1) u nomen 3 Ig Brtoporo peuentopa @POC (mampumep, VEGFR2),
HeoOsI3aTeNbHO  JOTIOJMHUTENBHO —copepkammii nomeH 4 Ig Broporo peuenrtopa PPOC
(mampumep, VEGFR2) u mynsrumMepmsyrommii komrnoHeHT (Hanpumep, Fc-nomen IgG);

NPEICTABIIIOT COOOH KOHOEPLIENT; UITH

NPEACTaBISIIOT cobol adubepuent.

Jlopymika ®POC

atggtcagctactgggacaccggggtectgetgtgcgegetgetcagetgtetgcettete

acaggatctagttccggaagtgataccggtagacctttcgtagagatgtacagtgaaatc
cccgaaattatacacatgactgaaggaagggagcetegtcattcectgecgggttacgtca
cctaacatcactgttactttaaaaaagtttccacttgacactttgatccctgatggaaaa

cgcataatctgggacagtagaaagggcttcatcatatcaaatgcaacgtacaaagaaata



gggcttctgacctgtgaagcaacagtcaatgggcatttgtataagacaaactatctcaca

catcgacaaaccaatacaatcatagatgtggttctgagtccgtctcatggaattgaacta

tctgttggagaaaagettgtcttaaattgtacagcaagaactgaactaaatgtggggatt
gacttcaactgggaatacccttcttcgaagceatcagcataagaaacttgtaaaccgagac
ctaaaaacccagtctgggagtgagatgaagaaatttttgageaccttaactatagatggt
gtaacccggagtgaccaaggattgtacacctgtgcageatccagtgggetgatgaccaag
aagaacagcacatttgtcagggtccatgaaaaggacaaaactcacacatgeccaccgtgc
ccagcacctgaactcctggggggaccgteagtettectettccccccaaaacccaaggac
accctcatgatctcceggaccectgaggtcacatgegtggtggtogacgtgagecacgaa
gaccctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaagaca
aagccgecgggaggagcagtacaacageacgtaccgtgtggtcagegtectcaccgtectg
caccaggactggctgaatggcaaggagtacaagtgcaaggtctccaacaaageectecca
gcecccatcgagaaaaccatctccaaagecaaagggeageccegagaaccacaggtgtac
accctgeccccatcecgggatgagetgaccaagaaccaggtcagectgacctgectggte
aaaggcttctatcccagegacatcgecgtggagtgggagageaatgggeagecggagaac
aactacaagaccacgcctcccgtgctggactccgacggcetecttettectctacageaag
ctcaccgtggacaagagcaggtggcageaggggaacgtettctcatgetccgtgatgeat
gaggctctgcacaaccactacacgeagaagagectcteectgtetcegggtaaatga

(SEQIDNO: 1)

MVSYWDTGVLLCALLSCLLLTGSSSGSDTGRPFVEMY SEIPEIIHMTEGRELVIPC
RVTSPNITVTLKKFPLDTLIPDGKRIIWDSRKGFIISNATYKEIGLLTCEATVNGHLYKTNY
LTHRQTNTIDVVLSPSHGIELSVGEKLVLNCTARTELNVGIDFNWEYPSSKHQHKKLVN
RDLKTQSGSEMKKFLSTLTIDGVTRSDQGLYTCAASSGLMTKKNSTFVRVHEKDKTHT
CPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
PREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

(SEQ ID NO: 2)

AK 1-26=curnanpHas ocjie10BaTeIbHOCTh

AK 27-129=FIt1-D2 (VEGFR1-D2)

AK 130-231=FIk1-D3 (VEGFR2-D3)

AK 232-458=FcACl1

[0020] B ppyroM BapuaHTE OCYINECTBJIICHHS MAaHHOTO H300pETeHHsI KOHTEHHep,
CONepsKalliii BONHBIA pPacTBOp OT OKkoyso 5 MM po okono 25 MM  (dapmaneBTudecku
npuemyieMoro Oydepa, or okono 4% (mac./00.) no okono 9% (mac./00.) dapmaneBTHUECKH
npuemJieMoro tepmocrabmiuzaropa, or okojio 0,02% (mac./06.) no okono 0,1% (mac./00.)
(bapMarieBTUYECKH MTPUEMIIEMOTO MOBEPXHOCTHO-AaKTUBHOI'O BEINECTBAa U OT OKoJyo 41 mr/mut no
okojio 275 wmr/mn cnuroro Oenka peunenropa ®POC. Ecnmu TepmocTabminzaTtop BKIHOYAET
TAypUH WIM TPOMAHCYJb(OHOBYIO KHCJIOTY, TAaypUH WJIM IPONAaHCYJb(OHOBAsS KHUCIOTA

HaXOAUTCS B KOHLIEHTpaLMU OT 0K0JIo 25 MM 1o okosio 100 MM. Boausiii pactsop umeet pH ot



okoJ10 5,0 10 OKOJIO 6,8 U MOXKET COCTaBISATh OT OKOJO 5,5 mo okojo 6,2 (Hampumep, 5,8). B
HEKOTOPBIX acCleKTaxXx KOHTEHHep MpencTaBisier co0oi ¢piakoH i mmnpul. B nqpyrux acrnekrax
BOJAHBIH pacTBOpP HE COAEPKUT HeOopraHmveckyro coib. Korma TtepmocrabuimuzaTop
npescTaBisieT coOON caxap, OH MOXKET IMpPEACTaBIsATh cOOOI caxapo3y, MaHHHUT, COPOUT HIIH
Tperaio3y U MOKET MPUCYTCTBOBATh B KOJUYECTBE OT OkoJio 4% (mac./06.) no 9% (mac./00.),
NOBEPXHOCTHO-aKTUBHOE BEINECTBO MOXET OBITh HEHMOHHBIM IOBEPXHOCTHO-aKTHBHBIM
BELIECTBOM M MOXKET BKJIFOUATh IMOJIMOKCUATUJIEHOBBIH (pparMeHt, Takod kak mojmcopOar 20,
nosucopbar 80, monokcamep 188 wnm mommdTHIEHTIHKOML 3350, B KOHLEHTPAIMU OT OKOJIO
0,02% no oxono 0,1% maccel Ha 00beM (Mac./00.) u Gonee TunmyaHo oT 0,02% no okosio 0,04%
(mac./06.). B Bapuante wu3o0pereHuss ciauThii Oenok peuentopa PPOC  kommpyercs
MOCNIEIOBATEIbHOCTRIO HYKJIenHOBOM KucioTel SEQ ID NO: 1 unu nykneorunamu 79-1374, unu
79-1371 u3 SEQ ID NO: 1; conepsxxur amurokucaotel SEQ ID NO: 2 unn amMuHOKUCTOTHI 27-
457, wmm 27-458 w3 SEQ ID NO: 2; comepxwur (1) komnonent VEGFRI1, conepskamuit
amuHOKHCIOTH ¢ 27 mo 129 m3 SEQ ID NO: 2; (2) xommonent VEGFR2, conepxamtmii
amuHokuciotrel 130-231 m3 SEQ ID NO: 2; u (3) MyJpTUMEPHU3YIOLIMA KOMIIOHEHT
(«<FcACl(a)»), conmepkammii amMuHOKHUCIOTBI 232-457 m3 SEQ ID NO: 2 (C-xoHueBble
amuHOKHCJIOTHL SEQ ID NO: 2, To ectb K458, MoryT ObITh WM He OBITH BKIIFOYEHBI B CIIUTHIC
oenku peunenropa ®PIC); comepxkutr ummynornodunononoOHeni (Ig) momeHn 2 mepBoro
peuenropa PPOC (nanpumep, VEGFR1) u nomen 3 Ig Broporo penenropa ®PIC (nHanpumep,
VEGFR2), HeoOs13aTeIbHO TONOJHUTENBHO copepxkamuii fomeH 4 Ig sroporo penenropa ®POC
(mampumep, VEGFR2) u wmynstumepusyromuii koMmroHeHT (Hanpumep, Fc-momen IgG);
npencTassieT co0oit koHOepuenT wim adpaudeprent.

[0021] B eme npyrux BapuaHTaX OCYINECTBJIEHHS IPEIJIOKEHbI (papMareBTUYECKHE
COCTaBbl COIJIACHO JAHHOMY M300pETEHHIO, KOTOpbIE COAEp)KaT CIUTBIA Oesok perenTopa
®POC B BOMHOM HOCHTEJIE, TJI€ BOJHBIM HOCUTEb UMEET BSI3KOCTb OT 0K0j10 10 cIl mo okojo 15
cIl mpu 20 °C, 6onee TunmyuHO ot okoio 10 cIl no okoso 13 clIl mpu 20°C, u Hanbosee TUITUYHO
ot okouio 11 ¢IT no okoso 12 cIl mpu 20 °C (manpumep, okoo 6,0, 7,3, 11,5 wnu 12,0 cIT npu 20
°C). B ogHOM BapuaHTe OCYILIECTBJIEHUs U300PETEHHS BA3KOCTh COCTaBJIsieT OT okoJio 12 clIl no
okoJio 15 ¢IT mpu 20°C. pH cocTraBa MOKET COCTABJISATb OT OKOJIO 5,8 10 okoJio 6,5 (Hampumep,
okoJio 5,8). B HEKOTOpBIX CiIy4asix COCTAaBbl HE COJEpKaT CHIDKAIOIMUN BS3KOCTh areHT,
HarpuMep, He cozlep kaT apruHUH TUAPOXJIOPHUA, JU3UH, HATPUH XJIOpUA WU MarHuii xjaopua. B
OpYyrux ciaydasx coctasbl comepxkar 10 MM ructuaun ruapoxnopuaa wid 10 MM ructuaus-
arnierata. Caxap MOXKET NMPECTaBIATh COOOH caxapo3y, MAaHHHUT, COPOUT HITH TPETaio3y U MOKET
MPUCYTCTBOBATh B KOJMYECTBE OT OKOJo 4% (mac./06.) no 9% (mac./06.) (Hampumep, OKOJIO
5%); TOBEPXHOCTHO-aKTHBHOE BEINECTBO MOXKET OBITh HEMOHHBIM IOBEPXHOCTHO-AKTHBHBIM
BEIECTBOM U MOKET COZAEPKaTh MOJMOKCHUITUIICHOBBIN (hparMeHT, TakoW Kak mojmcopdar 20,
noyucopbar 80, momokcamep 188 mnm nmommsTHNEeHTHKOME 3350, B KOHLEHTPAMU OT OKOJIO
0,02% no okoino 0,1% maccel Ha 00beM (Mac./00.) u 6onee TummuHo ot 0,02% 1o oxoso 0,04%
(mac./06.) (mampumep, 0,03%). Kpome TOro, cocraB MOXKET IOIMOJHHUTEIBHO COAEPXKAThH

TEPMOCTAOMIN3aTOP, BBIOPAHHBIH M3 TaypuHa WIM TNPOMAHCYIb(MOHOBONH KHCJIOTBHL, B



KOHLIEHTPALMH OT 0K0JI0 25 MM 1o okono 100 MM, u Gonee THHUYHO OT 0K0J0 SO MM 110 OKOJIO
70 MM. B BapuaHTe OCyIIECTBIEHHUS N300PETEHUSI COCTAB COAEPIKUT CIUTHIN OEJIOK perentopa
®POC, Takoit kak apaubepuent (Hampumep, B KOHLEHTpALK okoso 41-275 mr/mi, okono 50
mr/mi, okono 100 mr/ma, okono 115 mr/ma, okono 125 mr/mia, okojgo 150 mr/mi, okojo 200
MI/MIT W JTFOOOH M3 «BBICOKHMX» KOHLEHTpPALMH, 00CYK/IaeMbIX B JAHHOM JTOKYMEHTE), OKOJIO
10 MM Oydepa Ha ocHOBe ructuanHa, okoso 5% (Mac./06.) caxapossl, okoso 0,03% (mac./00.)
HEHOHHOTO TIOBEPXHOCTHO-aKTUBHOI'O BEILIECTBA, TAKOrO Kak MoJjucopbar, Hampumep,
nosyucopbar 20, u okono 50 MM aprunuHa, L-aprunvuHa uiau L-apruHiUH MOHOTHAPOXJIOpUIA C
pH okono 5,8. B BapuanTe ocyuiecTBiIeHHs M300peTeHHs CIuThI Oenok peuentopa ®POC
KOAUPYETCSI TIOCIEN0BATEIbHOCTRIO HYKJIenHOBOU KUCIOThl SEQ ID NO: 1 wnn Hykneornaamu
79-1374, umu 79-1371 uz SEQ ID NO: 1; comepxutr amuHokucjaotrel SEQ ID NO: 2 wmm
aMHHOKUCIOTHI 27-457, wmm 27-458 w3 SEQ ID NO: 2; cogepxur (1) xomnonent VEGFR1,
comepskammii aMmuHOKHCIOTEI ¢ 27 mo 129 u3 SEQ ID NO: 2; (2) xommonenT VEGFR2,
cogepkammii  amuHOKHCHOTEL 130-231 m3 SEQ ID NO: 2; u (3) MyJbTUMEpPHU3YIOLIHIA
komroHeHT («FcACl(a)»), comepxamuii amuHOkHcHoTel 232-457 uz SEQ ID NO: 2 (C-
koHIeBble aMUHOKUCIIOTEI SEQ ID NO: 2, To ectb K458, MoryT ObITh MM HE OBITH BKJIFOUEHBI B
ciuteie Oenku peuentopa @PIC); conepskut nmmyHoriobnHononooHsIH (Ig) nomeH 2 mepBoro
peuenropa @POC (manpumep, VEGFR1) u nomen 3 Ig Broporo penenropa ®PIC (Hanpumep,
VEGFR2), HeoOs13aTeIbHO TONOJHUTENBHO copepxkamuii qomeH 4 Ig Broporo penenropa ®POC
(mampumep, VEGFR2) u wmynbrumepunsyromuii koMmroHeHT (Hanpumep, Fc-momen IgG);
npencTassieT co0oit koHOepuenT wim adaudeprent.

[0022] B eme ogHOM BapHaHTe OCYLIECTBJICHHS MPeNiokeH (papMaleBTUIECKUI COCTaB
COTJIACHO IAaHHOMY H300pETeHHIO, KOTOPBIH COAEepKUT CIuThii Oenok peuentopa ®POC B
KOHLEHTpaUuu OT Okosio 80 Mr/mi mo okoso 275 mr/mn B (apMaleBTUYECKH HPUEMIIEMOM
Oydepe. B HekoTOphIX ciydasx craOWibHbIE (hapMaLEBTHYECKHE COCTABbI MOTYT TaKKe
CoZiepsKaTh TAypUH WM MPOMAHCYJIbGOHOBYIO KHUCIOTY. COCTaBbl MOTYT OBITH CTAOMJIBHBIMU
npu Temrepatype okosio 2 °C go okono 8°C B Teuenune okojo 24-36 mecsiueB. B HEKOTOpBIX
cnydasix ciauThid Oenok perentopa @PIC nemMoHCTpUpyeT MeHee 4eM OKoyio 5% yBenudeHHe
BBICOKOMOJIEKYJISIPHBIX COENUHEHHH, U Oosiee THMNYHO MeHee ueM 4,5% BBICOKOMOJIEKYIISIPHBIX
coenuHeHni, MeHee uyeM OKOJIO 4,0% BBICOKOMOJICKYJIIPHBIX COEAMHEHUH, MEHEe YeM OKOJIO
3,5% yBenuueHue BBICOKOMOJEKYJSPHBIX COE€JUHEHHH, MeHee ueM okojio 3,0% yBenudyeHue
BBICOKOMOJIEKYJIIPHBIX COeIMHEeHUN, MEHee 4eM OKOJIO 2,5% YBEJIMUECHUE
BBICOKOMOJIEKYJIIPHBIX COEUHEHHI, MeHee ueM OKoJo 2,0 yBelndeHHe BbICOKOMOJIEKYIISAPHBIX
COEMHEHUI n/ninu MeHee 4eM Okoyio 1,5% yBenuueHue BBICOKOMOJIEKYJSIPHBIX COENWHEHUH,
€CJIM COCTaBbl XPaHITCS MpPU 3THX TEMIIEpPaTypax U B T€YEHHE 3TOTO KOJIM4YeCTBa BpeMeHu. B
Apyrux ciaydasx ciautbii Oenok penentopa ®POC nemonctpupyer menee yem 2,0% - 3,0%
yBEJIMUEHUE B BBICOKOMOJIEKYJSPHBIX COEAMHEHUSAX, €CJIU COCTaBbl XPAHATCS IMpPH 3THUX
TEMIIEPATypax U B TEUEHHE STOTO KOJNYECTBA BPEMEHHU.

[0023] BapuaHTbl OCYLIECTBJIEHHS B JAHHOM JOKYMEHTE€ TaKK€ MOTYT BKJOYaTh

(I)apMaue BTUYCCKHUE COCTaBbl COINIACHO JaHHOMY I/1306p €TCHUKO, KOTOpBIE COACPIKAT



apmmbepuent, pH OydepHblii pacTBOp, caxap U MOBEPXHOCTHO-aKTUBHOE BEIIECTBO, MPU STOM
apnubeprent HaXOAUTCS B KOHUEHTpauuu ot 41 mr/mi 1o okojio 275 mr/mi. AJBTEPHATHUBHO,
BapUAHTBl  OCYIIECTBJIEHHUS  MOIYT  MPEACTaBIATH  COOOM  CTaOMNIbHBIE  JKUIKHUE
(bapMmarieBTUUECKHE COCTaBbI, KOTOpPbIe copep:kar konOepuent, pH OydepHeiii pacTBop, caxap u
NIOBEPXHOCTHO-aKTUBHOE BEIECTBO, IPU 3TOM KOHOEpLENT HaxXOIUTCsS B KOHLIEHTpALHH OT 41
mr/mi 10 okoso 275 mr/mu. CtabuibHble KUAKHE (hapMaLleBTHYECKHE COCTaBbl MOTYT TaKkKe
COZepIKaTh TAypUH WM MPOMAHCYIb(POHOBYIO KHCIOTY. B HekoTopbIx acrekrax adumbepuent
WM KOHOepLenT MPUCYTCTBYeT B KOHIeHTpauuu win 80 mr/mu, wiu 150 mr/mn. B gpyrux
aCIeKTaxX COCTaBbI HE CO/IEPIKAT HEOPTAHUYECKYIO COJIb, HATIPUMED, XJIOPU HATPUSI.

[0024] HexoTopble BapUaHThI OCYIIECTBIEHUSI OTHOCSTCS K CTEPHJIBHBIM LINPULIAM, TaK
YTO IINPUIBI TMPEIBAPUTENLHO 3aMOJHEHBl BOAHBIM PAacTBOPOM, coxepkamuMm 80 mr/mi
ambepuenra, koHOepuenTa, 10 MM THCTHIMH THIPOXJIOPUA, THCTUAMH alleTaTa WIH HATPHUil
dochara, 5% (mac./06.) caxapos3wl, MaHHUTA, copOurtona wim Tperanosbl, 0,03% (mac./00.)
nojiucopbara 20, monucopbara 80, monokcamepa 188 wnu monusTiineHrukost 3350 u 40 MM
HATPHH XJIOpUAA. ACHEKTHl B JAHHOM JOKYMEHTE BKIIOYAIOT JIOTIOJIHUTENbHOE NO0aBJIEHHE OT
okosio 25 MM mo okosno 100 MM, u Gojiee TUMMYHO OT OKOjo 50 MM no okoso 70 MM, uiu
TAypyiHA, WJIH [POMAHCYyJb()OHOBOM  KHCIOTBL. B HEKOTOpBIX acmeKTax  IIIPHUIBI
NpeABAPUTEIIbHO 3aIOJHEHbl BOIAHBIM PacTBOpPOM, conepskammum 80 mr/mu admubeprenTa,
koHOepuenTa, 10 MM ructunuaa HCl, ructunun auerata win Hatpuii ¢ocdara, 8% (mac./00.)
caxapo3bl, MaHHHUTA, copOuTa i Tperanossl u 0,03% (mac./00.) monucopdara 20, momucopbara
80, monokcamepa 188 wunu nomusTuieHrmukoas 3350. AcmnekTel B JAaHHOM JIOKyMEHTE
BKJIFOYAIOT AOTOJHUTENBHOE M00aBIeHHE OT 0koJio 25 MM 10 okojio 100 MM, u Goiee TUITUYHO
ot okoji0o 50 MM 1o okosio 70 MM, uiu TaypuHa, WX MPONAHCYJIb(OHOBOH KHCIOTHL B ere
APYTUX acleKTax IIMPHULbI IPEeJBAPUTENIBHO 3aMOJHEHbI BOJHBIM PacTBOPOM, cozepskamuM 150
mr/mi adaubepuenta, konOepuenrta, 10 MM THCTUAMH THAPOXJIOPUAA, TUCTHIMH alleTaTa WM
Hatpuii pocdara, 5% (mac./06.) caxaposbl, MaHHUTA, copOuTa nin Tperanossl, 0,03% (mac./00.)
nojiucopdara 20, nomucopbara 80, monokcamepa 188 wnu monusTHieH UKo 3350 u 40 MM
Hatpuii xjopuzna ¢ pH okono 6,2. AcmekTel B JaHHOM JOKYMEHTE€ MOTYT BKJOYaTh
JOTOJHUTENbHOE NOOABJICHHWE TaypuHA WJIHM MPONAHCYJIb(OHOBOW KHUCIOTHL B nmpyrux emme
HEKOTOPBIX ACMEKTaxX IIMPHULBI PEABAPUTEIBHO 3aI0JIHEHbI BOJHBIM PACTBOPOM, COIEPIKALIIM
150 mr/mn apnmubepuenta, koHOepuenTta, 10 MM THCTUAMH THAPOXJIOPUAA, THCTUAMH alleTaTa
win Hatpuii docdarta, 8% (mac./00.) caxaposbl, MaHHuTa, copdurta wim Tperanosbl, u 0,03%
(mac./06.) momucopbara 20, momucopdara 80, monokcamepa 188 wnu nmonmusTHIeH KOs 3350 ¢
pH oxono 6,2, U BOAHBIA PacTBOpP HE COAEPKUT HEOPraHWYECKYIO COJb. ACHEKTbl MOTYT
JOTIOTHATEIBHO CONEPIKaTh OT OKOJIO 25 MM 1o okono 100 MM, u Goniee TUITUYHO OT OKOJIO 50
no okoio 70 MM TaypuHa WIH TPONAHCYJIb()OHOBOH KHCIOTHL B nmpyrux eme HEKOTOpPbIX
acrieKTax IIMPUIBI IPEIBAPUTENBHO 3aIIOHEHbl BOAHBIM PacTBOPOM, conepskamum 150 mr/min
apmubepuenta win koHOepuenrta, 10 MM Harpuil aumerara WM YKCYCHOM KHCIOTBL 5%
(mac./06.) rmunepuna u 0,03% (mac./00.) monmucopOara 20, nmonucopbara 80, moyokcamepa 188

i nonustwieHraukons 3350 u 40 MM Hatpuii xnopuna ¢ pH okono 6,2. B npyrux eme



HEKOTOPBIX ACMEKTaxX IIMPHUIBI PEABAPUTEIBHO 3aI0JIHEHbl BOJHBIM PACTBOPOM, COAEPIKALIIM
150 mr/mn adpmubepuenTa ninu xkonObepuenrta, 10 MM HaTpuii anieraTa WiM YKCYCHOW KHCIIOTBHI,
8% (mac./06.) rmuuepuna u 0,03% (mac./06.) monucopbara 20, nmonucopbara 80, mosokcamepa
188 nnm nonusTunenrnukosns 3350 u 40 MM nHaTpun xnopuna ¢ pH okono 6,2.

[0025] ManHoe wu300peTeHHe TaKke oOOecrneYrBaeT CrIoco0 H3rOTOBJIEHUs JIFOOOTO
W3JIOKEHHOTO B JIaHHOM JIOKYMEHTE COCTaBa, BKJIFOUAIOIIMI CTaAMI0 OOBEIMHEHUs] KaXOro
KOMIIOHEHTa COCTaBa B €AMHYK Kommnosunuio. Takod crnoco®d MOXKeT BKJIYaTh CTaIHIO
no0aBieHusI MOJYYEHHOTO COCTaBa BO (PIAKOH WM YCTPOMCTBO JJisi MHBEKUuH. Jlrobas
KOMITO3HULIHSI, KOTOpasi SIBJISIETCS TIPOYKTOM TAaKOTo crocoda, TakKe COCTABJISIET YaCTh JAHHOTO
u3oOperenuss. Hanpumep, BapuaHThl OCYIIECTBJIEHUS] B JAHHOM JOKYMEHTE TAK)KE BKJIFOUAOT
CHOCOOBI MOJTyYeHHs COCTaBa MyTeM KOMOMHUpPOBaHUs Oydepa Ha OCHOBE TMCTHIIMHA, [IUTPATA,
anerara win ¢ocdara ¢ caxaposoii, noaucopdarom 20 u ciutbiM OeskoM penentopa ®PIC; u,
HeoOsI3aTeNbHO, C ONHUM WM OoJjiee JONOJHHUTEIBHBIMA KOMIIOHEHTAMH, HANpUMEp, Kak
ONMHMCAaHO B JAHHOM JOKyMeHTe. B HEKOTOPBIX Cilydasx COCTaB MOJYYAET TAKXKE C BKIFOYCHHEM
TaypriHA WJIA TPONAHCYIb(OHOBOH KHUCJIOTBI, HO €CJIM OH HE COHNEPXKHUT TAaypHH WU
NPOTMAHCYIb(POHOBYIO KHCIOTY, OH TaKXXe€ MOXET HE€ COAepKaTb HEOPraHWYeCKyr coib. B
acrieKTax JaHHOTO JOKYMEHTa caxapo3a UMeeT MacCy Ha 00BbeM cocTaBa OT OKoJIo 4% 110 OKOJIO
10%, momucopbar 20 umeeT mMaccy Ha 00BeM cocTasa oT okoJio 0,02% no okouo 0,1%, a cnuTsii
OeNok penenTopa HAXOOUTCS B KOHIEHTpauu ot okoyio 41 mr/mu 1o okoso 275 mr/mi. Ecnm
COCTaB COAEPIKUT TAYPHUH WM MPONAHCYIb()OHOBYIO KHCIOTY, OH(-a) IPUCYTCTBYET, HATIPUMED,
B KOHIEHTPALUU OT OKOJO 25 MM no okosio 100 MM, HO Takke MOXKET ObITh BKJIIFOYCHA B
koHIeHTpauu ot 50 o 70 MM. Crioco® MOXeT BKJIFOYATh 3arpy3Ky 3apaHee ONpeAesieHHOrO
o0beMa MPUrOTOBJIIEHHOT'O COCTaBa B CTEPUJIbHBIN LIMPHILI, TAK 4TOOBI 00BEM comepKall 103y OT
0,1 mr go 10 mr ciuroro Oeska perentopa @POC.

[0026] Hacrosimee wu3zoOpereHue TaKke oOecmeumBaeT Crnocod BBENEHHs COCTaBa
COTJIACHO JaHHOMY HU300peTeHHr0 CyObekTy (Hampumep, YeJOBEKYy), BKIFOYAIOLIHIA
BHYTPUIJIA3HYIO HWHBEKLIHIO (HApUMeEp, WHTPABUTPEATbHYI0 HWHBEKIHIO) COCTaBa B IJIa3
cyobekTa. JlaHHOe n300peTeHue Takke odecrneyrBaeT crnocod BBEIEHUS] KOMIIO3HUIIMUA COTJIACHO
JaHHOMY H300pEeTeHHI0 CYyOBeKTy (HAampHuMep, 4YeNOBEeKY), BKJIOYAIOIIEMY HMILIAHTALUEO
UHTPABUTPEATBHOTO UMIUIAHTATA, KOTOPBIN CONEPKUT COCTAB COTJIACHO TAHHOMY M300pETEHHIO,
B CTEKJIOBHIHOE TEJIO CYOBEKTa.

[0027] BapuaHThI OCYIIECTBIIEHUS B JAHHOM JOKYMEHTE TaK:Ke BKIFOYAIOT CIIOCOOBI
JICYEHUsI AaHTHOTEHHOTO 3a00JIEBaHUS TJ1a3, HAIPUMEP, BO3PACTHOM JereHEePaLINH JKEJITOTO MATHA
(BmaxxHast (popma), MaKyJISIPHOTO OTEKa SKEJITOrO TSTHA IOCIEe OKKJFO3MH BEHBI CETYATKH,
okkro3nn BeHbl cerdatku (OBC), okkimro3un nenrpanbHoi Bensl cerdatku (OLIBC), okkiro3nn
BeTku BeHbl cerdaTku (OBBC), nuabernueckoro makyssipHoro oteka (JAMO), xopronaaibHOM
HeoBacky sipm3anuu  (XHB), HeoBackynspusauuu panyskKHOH OOOJIOUKH, HEOBACKYJISIPHOM
TJIayKOMBI, nocieonepaoHHoro  ¢ubpo3a  mpu  riaykome,  nponudepaTHBHOM
Butpeoperunonatun  (IIBP), HeoBackymspuzaumm Ha  JAWCKE  3PUTENBHOIO  HEPBA,

HEOBACKYJIApU3allun POroBHULIBI, HEOBACKYJIApHU3allun CETUATKH, BHTpeaﬂbHOﬁ
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HEOBACKYJISIpU3ALMK, TMAHHYCA, NMTEPUTHYMa, COCYIUCTONW PETUHONATHH WU JHA0ETHYeCKON
peruHomaTuu  (HampuMep, HenmpoJuQepaTUBHONH  OHAOETHYECKOW PETUHONATUH  W/HIN
nponugepaTUBHON AHa0eTUYECKONH PETUHONATHH) y CyOBeKTa, HY)KJAIOIIErocss B 3TOM, MyTeM
BHYTPUIJIA3HON MHBEKLMHU 10 MeHbIIEH Mepe Okoio 2 mr (Hampumep, 4 mr, 6 Mr win 8 mr)
ciutoro Oenka peuentopa ®PIC (wampumep, adaubepuenta wmnu kKoHOepienra) B rJja3
cyOBeKTa, HYXXTAIOIIErocs B STOM, HampuMmep, JI0OOro COCTaBa, NMPUBEAEHHOIO B IaHHOM
IOKyMeHTe. B BapuaHTe OCylLIecTBICHUsS H300peTeHuss o0beM HHBEKIUH cocTasisier 100
MHUKPOJIUTPOB MM MeHblie (Hampumep, 100 wmwmkponutpoB, S50 MukponutpoB wiu 57
MHUKpOUTpoB). Crmoco®  BKJIIOYAET  HMHTPABUTPEATbHYK)  HHBEKIMIO  IMPEIBAPHUTEIBHO
CMEIIAaHHOTO BOJHOIO pPAcTBOpa, CoAepsKaliero ciauThii Oenok peuenropa DPPOC B
KOHIeHTpamu oT 41 mr/mn go okono 275 mr/mi, (apManeBTHYeCKH MpUEMJIEMbIH caxap,
dapmaneBTHYeCKH TpuUeMieMblli Oydep U (papMaleBTHUECKH MPHEMIIEMOE IOBEPXHOCTHO-
akTBHOEe BemecTBO. CrocoObl JIeYeHUS] C HUCIOJNIb30BAHUEM IMPEIBAPUTENILHO CMEIIAHHOTO
BOJTHOTO pacTBOpa He TpeOyroT pa3daBneHus. B acrnekrax 1aHHOrO JOKYMEHTa MPeIBAPUTEIbHO
CMELIaHHBIN BOJHBINA pacTBOp uMeeT pH ot okomno 6,0 1o okoso 6,5 u Ba3kocts oT okouso 10 cll
1o 13 cIL

[0028] B acmekrtax cmocoba JnedeHuss ciauThii Oenok penenrtopa ®POC Briouaer
VEGFR1R2-FcACI (a), kogupyemblii MOCIENIOBATEIbHOCTRIO HYKJIEMHOBOH KuCiIoThl SEQ ID
NO: 1, amunokucnotel ¢ 27 no 129 u3z SEQ ID NO: 2, xomnonenr VEGFR2, conepsxamuii
amuHokucnoThl 130-231 u3 SEQ ID NO: 2, unu MyJbTUMEpU3YIOIINN KOMIIOHEHT, COEP KaLIHiI
amMuHOKHCJIOTHl 232-457 m3 SEQ ID NO: 2, wim moOyro ux komOuHammioo. B BapuaHte
OCyINeCTBJICHHs] H300pereHust chutblii Oenok peuentopa PPIC mpencrasisier coOoit
adubepuent uiu KOHOEPIENT.

[0029] [lpyrue BapuaHTbl OCYLIECTBJIEHHS B COOTBETCTBUU C ONUCAHMEM B IaHHOM
JTOKYMEHTE CTAaHyT OYeBUIHBIMH U3 0030pa MOCIEAYIOMEro NOAPOOHOTO OIMCAHMS.

KPATKOE OITUCAHUE I'PA®HUYECKUX MATEPUAJIOB

[0030] BelmeynomMsiHyTbIE M JOPYyTH€ AacleKThl, OCOOCHHOCTH U MPEHMYINECTBa
BApUAHTOB OCYLIECTBJICHHUS, ONMUCAHHBIX B JAHHOM JTOKYMEHTE, CTAHYT OOJiee OUEBUIHBIMH JIJIs
CHEeLMAIMNCTOB B JAHHOW OOJNIACTH TEXHUKHM CO CCBUIKOM Ha mpuiaraeMble rpaduueckue
MaTepHalbl.

[0031] Ha ®wur. 1A npencrasieH rpaduk, ONpenessiiomuil cTabmiIbHOCT CIUTOTO Oenka
peuenropa ®POC (adpnubeprent) B yeThipex pasiauuHbix coctaBax (B, H, D u G) B TeyeHue 36
mecsiieB mipu 2°C - 8°C. CrabunpHOCTh ciautoro Oenka peuenrtopa @POC TectupoBanmm ¢
MIOMOIIBIO HKCKIIFO3UOHHON cBepxa3ddexTrBHON xuakocTHOM Xxpomarorpaduu (SE-UPLC) nis
uneHTrdurkanuyu oO6pa3oBaHUs BEICOKOMOJIEKYISIpHBIX (BM) coenunennii (mpu3HaK nerpajanum
Oernka).

[0032] Ha ®@ur. 1B takxe npencrasieH rpaduk, onpenessiomuil cTabmIbHOCTD CIIUTOTO
oenka peuenropa ®POC (apmubepuent) B uersipex coctaBax (B, H, D u G) B Teuenune 36

mecsiieB npu 2° C - 8°C. CrabunpHocTh ciuroro Oenka penenropa ®POC tectuposanu ¢
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ucnonb3zoBanueM SE-UPLC nnsi ompeneneHusi mpoleHTa OCHOBHOTO COENMHEHHUS] B KaKIOM
cocTase.

[0033] Ha ®ur. 1C npexacrapjieHa rECTOrpaMma, AEMOHCTpUpyromas (GopmMupoBaHue
OTJIMYAIOINMXCS 3apsIIOM BapuaHTOB ciuroro Oenka penenropa ®POC B ueTripex cocraBax (B,
H, D u G) B Teuenne 36 mecsues npu 2° C - 8°C. YpoBeHb KHCIOTHBIX COEIUHEHHUH ObLI
nporecTupoBaH Ha sTane npoussoxctee (0,0), yepes 12 mecsues, 24 mecsina u 36 MecsieB ¢
UCIIOJIb30BAHHEM H303JIEKTPUYECKOro (hOKYCHPOBAHHS C IOCTOSHHBIM IETEKTHPOBAHHEM IO
Bceit qumHe kammuisipa (1ICIEF).

[0034] Ha ®ur. 1D npexacraBieHa rucTorpaMma, AeMOHCTpUpYIOmas (opMUpOBaHHE
OTIIMYAIOIINXCS 3aPsIIOM BapuaHTOB ciutoro Oenka peuentopa @®PIC B ueTripex cocraBax (B,
H, D u G) B Teuenue 36 mecsiues npu 2 °C - 8 °C. Mnentudukanuss OCHOBHOTO COSTUHEHHUS
Obuta poBepeHa Ha starne npomsoacTaa (0,0), uepes 12 mecsnes, 24 mecsua U 36 MecCsLEB C
ucnons3oBanreM iCIEF.

[0035] Ha ®wur. 2A npencrasieH rpapuk, JeMOHCTPUPYIOIUI CTA0OMIBHOCTD CIMTOTO
oenka penenropa @POC (adpnmubepuent) B koHueHtpaumu 150 mr/mi B coctaBe ¢ 10 MM
dochara Hatpusa, 8% (mac./00.) caxapossl u 0,03% monucopbara 20 (mac./06.), pH 6,2 ¢ L-
apTMHUH MOHOTHAPOXJIOpHAOM U 0e3 Hero B TeueHune 28 cyrtok mpu 37 °C. CtabmibHOCTH
ciuroro Oenka peuentopa @DPOC  TectmpoBanmm ¢ ucnoib3oBanuem SE-UPLC s
uneHTHdukannu oopazosanus BM coennHeHmi.

[0036] Ha ®wur. 2B npencrasnieH rpapuk, JeMOHCTPUPYIOIUI CTAOMIBHOCTD CIHTOTO
6enxa peuentopa PPIC B koHueHTpauuu 150 mMr/mia B coctase ¢ 10 MM docdara HaTpus, 8%
caxapo3el (mac./00.) u 0,03% mnomucopbata 20 (mac/06.), pH 6,2 ¢ L-aprunun
MOHOTHUAPOXJIOPUIOM U Oe3 Hero B Teuenue 28 cyrok npu 37 °C. CtabuiabHOCT CIUTOro Oenka
peuenropa ®POC TtectupoBanu ¢ ucnonb3oBanueM SE-UPLC nns omnpeneneHus mporeHTa
OCHOBHOTO COEIMHEHUS B KaXKAOM COCTaBe.

[0037] Ha dur. 3A mnpeacrTaBjieHa TUCTOTPaMMa, JIE€MOHCTPUPYIOINAs BS3KOCTb
coctaBoB, 3a0ydepennbix 10 MM ¢ocdata HaTpus, comepxkamux 155 mr/mi ciuroro Oenka
peuenropa ®POC u He conmepxkamero comu, 100 MM aprunmna, 200 MM apruruna, S0 MM
mu3uHa, 200 MM nusuna, 50 MM Hatpuii xnopuna uian 100 MM HaTpuil xnopuna. BsskocTte
usMmepsiu B cll mpu 20 °C.

[0038] Ha ®ur. 3B mnpexncraBieHa TrUCTOrpaMMa, IEMOHCTPUPYIOIMAs BS3KOCTb
coctaBoB, 3a0ydepennpix 10 MM ructuguHa, comepxammx 155 wmr/mn cnuroro Oenka
peuenropa ®POC u He conmepxkamero conu, 100 MM aprunmna, 200 MM apruruna, 50 MM
mu3uHa, 200 MM nmm3una, 50 MM Hatpuii xnopuna uian 100 MM HaTpuit xnopuna. BsskocTe
usMepsiu B cll npu 20 °C.

[0039] Ha ®ur. 3C npexacraBieH rpaduk, AEMOHCTPUPYIOLIMHA BSI3KOCTh PA3IUYHBIX
KOHLIEHTpaLuii ciuroro 6enka perenropa @PPIC B pasnuvHBIX YCIOBUSAX MOJNYYEHUS] COCTABOB
(c 50 MM aprunuH ruapoxiopuna uiam 6e3 Hero). Bsskocts uzmepsiian B cll nmpu 20 °C.

[0040] Ha ®ur. 4A npencrasieH rpaduk, AeMOHCTPUPYIOIIUN CTAOMIIBHOCTH CIIUTOIO
oenka peuenropa ®POC B koruenrparmu 150 mr/mn B 10 MM docdara vatpus, 8% (mac./00.)
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caxapossl u 0,03% (mac./06.) nonmucop0ara 20, pH 6,2 ¢ 50 MM L-apruauH MOHOTHIPOXJIOPHIA
6onee 12 mecsues npu 5°C. Cnureii 6enok peuenropa @PIC Obun B koHIEHTpauuu 150 mMr/mi.
CrabunbHocTh ciiutoro Oenka pernentopa ®POC TectupoBamu ¢ ucnonb3oBanuem SE-UPLC
s uaeHtudukanun odpazosanusi BM coennHeHmi.

[0041] Ha ®wur. 4B npencrasyieH rpaguk, JeMOHCTPUPYIOIUI CTAOUIBHOCTD CIIMTOTO
Oenka peuentopa ®POC B konuenrpauuu 150 mr/ma B 10 MM ¢docdara Hatpus, 8% (mac./00.)
caxaposbl 1 0,03% (mac./00.) monucop6ara 20, pH 6,2 ¢ 50 MM L-apruHiuH MOHOTHAPOXJIOPUAA
6onee 12 mecsiue npu 5°C. Cnurerii 6enok peuentopa @®PIC Obut B kKoHIEHTpauuu 150 mMr/mit.
CrabunbHocTh ciiutoro Oenka perentopa ®POC TectupoBamu ¢ ucnonb3oBanuem SE-UPLC
11 OTIPEeNIEHHUs MPOLEHTa OCHOBHOT'O COEIUHEHUSI B KaXKJIOM COCTaBe.

[0042] Ha ®wur. S npexncrasieH rpaduk, KOTOPbIH AEMOHCTPHUPYET BSI3KOCTb COCTABOB
npu AByx ycioBusax OydepoB mpu 20 °C, ¢ 10 MM d¢docpatHoro Oydepa wmm 10 MM
ructunuHoBoro Oydepa. Konuentpamwmst ciuroro Genka penentopa ®PIC Bapbupyercs ot 10
mr/mi 1o 170 mr/min. BsizkocTs m3mepsiiu B mIla*c.

[0043] Ha ®wur. 6 moka3aH CKPUHUHT METOIOM AWHAMUYECKOTO CBETOPACCESHUS JJIS
psiAa pasnU4YHBIX YCIOBUN IMOJY4YEHUs COCTaBOB, KAXXA0€ U3 KOTOPBIX COAEPXkUT OT 2 1o 10
mr/mi Oenka. ITapameTp nnddy3nOHHOrO B3aUMOAEHCTBUS MPOJEMOHCTPUPOBAI, YTO TAYPHUH U
PSA (nponancynbdoHoBas kuciora) yayqmaroT Kd.

[0044] Ha ®wur. 7 mnpencraBieH rpauk MOHHTOPHMHIA IPOLEHTHOTO CONEPKaHHS
BbICOKOMOJIEKYJIsipHbIX (BM) coenunenuii B cocraBax F1-F9 (cocraBst WW-EEE) ¢ Teuennem
BPEMEHH, W3MEPEHHBbI C TIOMOIUBIO JKCKIIO3UOHHOH CBepx3(p(PEeKTHBHONW >KUIAKOCTHOM
xpomatorpadun (SE-UPLC) nocne xpanenus: npu 5°C B teuenne 6 mecsiuen. Cocrasbl F1-F9
NPENCTABIICHBI B JAHHOM fOKyMeHTe B Tabmuue 7-1.

[0045] Ha ®wur. 8 (A-B) oTobpaskeHO MPOLIEHTHOE COAep KaHNe BHICOKOMOJIEKYJISIPHBIX
coenunenuii cornacHo SE-UPLC nocine xpanenus npu 5°C B TeueHue 3 mecsnes (A) umm
unkyOarmu npu 37°C B Teuenue 28 cytok (B). Cocrasel F1-F4 (EEE, SSS, CCC (140 mr/mn) u
TTT) npencraenens B Tabmune 8-1 Huxe.

[0046] Ha ®wur. 9 noka3zana BszkocTh (cIl) mist cocraBo F1-F12 npu 20°C B HauabHBbIII
momeHT BpemeHu. Coctasel F1-F12 npencrasnenst B Tabnuiue A Huxe.

Ta6auua A. Coctassl F1-F12.

JloBymka
CKkpuHHHIOBbBIE
CoctaB Ne [ PPIOC Bydep Jpyrue 3KcuMIHeHTbI
3KcuunueHTsl (MM)
(Mr/ma)
20 MM
5% caxapossl, 0,03% 50 MM HaTpwuit

F1 (GGG) |140 ructuauHa, pH

5 g nosincopbata 20 cyJibdara

20 MM 5% caxapossl, 0,03% 50 MM HaTpuii
F2 (HHH) |140

ructunuHa, pH  [mommcopbara 20 TUOLIMAHATA
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5,8
20 MM
5% caxaposbl, 0,03%
F3 (I1T) 140 ructuauna, pH Eata 20 40 MM HaTpuii nurpaTa
nojicopOara
5,8
20 MM
5% caxapossl, 0,03%
F4 (J1)) 140 ructuauHa, pH 50 MM riuuuHa
nonucopbata 20
58
20 MM
5% caxaposbl, 0,03%
FS (KKK) [140 ructuauHa, pH Sara 20 50 MM HaTpuii xopuna
noJjiucopoara
58
20 MM
5% caxapossl, 0,03%
F6 (LLL) |140 ructuauHa, pH 50 MM nu3uHa
nonncopbata 20
5,8
20 MM
5% caxapossl, 0,03% 50 MM HaTpwuit
F7 (MMM) |140 ructuauHa, pH
s g nosincopbata 20 acriaprara
20 MM
5% caxaposbl, 0,03% 50 MM HaTpuii
F8 (NNN) |140 ructuauHa, pH
5 g nosincopbata 20 riyTamara
20 MM 50 MM HaTpuii
5% caxapossl, 0,03%
F9 (O00) |140 ructuauna, pH uTpara+S50 MM
nosiucopbata 20
5,8 APTUHUH TUAPOXJIOpHUAA
20 MM
5% caxaposbl, 0,03% 50 MM raunuHa+50 MM
F10 (PPP) |140 ructuauHa, pH
s g nosincopbata 20 QPTUHUH TUAPOXJIOPUAA
20 MM 50 MM HaTpuit
5% caxapossl, 0,03%
F11 (QQQ) |140 ructuauaa, pH oncopGata 20 acnaptaratS0 MM
MOJIN T
5,8 APTUHUH TMOPOXJIOpHUAA
20 MM 50 MM HaTpuit
5% caxaposbl, 0,03%
F12 (RRR) |140 ructuauHa, pH Sara 20 riyramata+50 MM
noJjicopOara
5,8 APTUHUH FUAPOXJIOpUIA
[0047] Ha ®wur. 10 mokazaHa OCMOJSLIBHOCTH (MMoOJb/Kr) coctaBoB FI1-F12

(mpuBeneHHBIX B JAHHOM AOKyMeHTe B Tabmuie A).

[0048] Ha ®ur. 11 (A-B) oTo0pakeHO NPOLIEHTHOE COMEPKAHUE BHICOKOMOJIEKYJIAPHBIX
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coenuHennii B cocraBax F1-F6 (cocraser GGG, HHH, III, JJJ, LLL u KKK) ¢ Teuenuem
BpemenH, cormacHo SE-UPLC, nocne xpanenus npu 37 'C B Teuenue 28 cyTtok (A) unu 5 C B
TedeHue 10 3 Mecsies (B) B 3aBUCMMOCTH OT BpeMeHH.

[0049] Ha ®wur. 12 noka3zaHo nuHaAMUYeckoe paccesHre ceta (kodpuument quddy3un
(cm?/cex), pamuyc (HM) u % Pd) B HauanbHbLI MOMEHT BpEMEHM JJIsl COCTABOB, MPUBEEHHbBIX B
Tabauie 9-3 (GGG-RRR).

[0050] Ha wur. 13 mnokaszanbl ucxonnele mn3oOpaxkenuss PAIT u OKT (nunza 30
rpamycoB) Al OBYX pasHbIX KposnukoB (326-OS wm 329-OD) no BBemenus aduubeprienta
(OD=oculus dexter (npaswiii rna3), OS=oculus sinister (neBblii rnaz)). (A) uzobpaxenne ®AI
s kposmka 326, neblit a3, (B) usobpakenne OKT npnst kponumka 326, neBbli ri1as; (c)
mobpaxkenne @Al nns xkponuka 329, npaseiii rias; (D) msodpaxkenne OKT nns xponuka 329,
NIPaBBIii I1a3.

[0051] Ha ®ur. 14 (A-F) nokazana BpeMeHHas cepus n3odpaxernnii @®AI nis kponmka
Ha 1-e (A), 7-e (B) u 14-e (C) cytkuy, a takxke OKT nHa 1-e (D), 7-e (E) u 14-e (F) nns ogHOro
kposuka (326-0S), KoTopoMy BBOIUJIU COCTAB C THCTUAMHOBBIM Oydepom (siuH3a 30 rpaaycoB)
(7 mr/rnas).

[0052] Ha ®wur. 15 (A-H) nokaszaHa BpeMeHHas cepusi nzodpakeHnit @AIL nist Kponmka
yepe3 3 Henenu (A), 4 venenu (B), 7 Henenn (C) u 8 Henens (D); u OKT gepes 3 nenemu (E), 4
nHenenmu (F), 7 wenens (G) u 8 nenens (H) mnst oqoro kposmka (326-0OS), KOTOpOMY BBOIHIIH
KOMIIO3HIIHIO C TUCTHINHOBBIM Oydepom (imH3a 55 rpanycos) (7 mr/rias).

[0053] Ha ®ur. 16 (A-F) noka3zaHa BpeMeHHas cepust n3odpaxenuii @®AI" kponukoB Ha
1-e cytku (A), 1-t0 Hepento (B) u 2-10 Hepemto (C), a raxxke OKT Ha 1-e cytku (D), 1-r0 Henemo
(E) u 2-10 venemo (F) nist onHoro xposuka (329-08S), koropoMy BBOIMWIN COCTaB ¢ pochaTHBIM
Oydepom (nunza 30 rpaaycos) (7 mr/rias).

[0054] Ha ®wur. 17 (A-H) nokasana BpemeHHass cepusi usoOpaxeHuin PAI nms
KpoJIMKOB Ha 3-i Henese (A), 4-ii nenene (B), 7-ii Henene (C) u 8-ii Henene (D), a Takske OKT
Ha 3-ii Henene (E), 4-ii nenene (F), 7-ii venene (G) u 8-it Henene (H) anst ogHoro kposuka (329-
0OS), koropomy BBOAMIIH cocTaB ¢ pocharabiM Oydepom (JiuH3a 55 rpaaycos) (7 Mr/rnas).

[0055] Ha ®ur. 18 (A-B) nokasaHa unuctora (IPOLIEHT HATUBHBIX COCOUHEHHUH) (A) H
NPOLIEHTHOE Cofep:kaHue BbICOKOMONeKy sipHbIX (BM) coenmnennii (B) B cocraBax UUU-
BBBB ¢ Teuenuem Bpemenu npu 37 °C (o omnoro mecsina) (cm. Tabmumy 11-1) cormacuo SE-
UPLC.

[0056] Ha ®ur. 19 (A-E) nokasaH aHaou3 CTaOMIBHOCTH M YHUCTOTHI COCTaBa,
cogepxkamero 1143 mr/mn nosymku PPIC (admumbepuenra), cocrasneHsHoro B 10 MM
ructunauna, pH 5,8, 5% caxapossl, 0,03% nonucopbara 20, SO MM apruHUH MOHOTHAPOXJIOPUAA
IyTEM OIPENEJICHUs] TIPOLIEHTHOT'O COEePKaHMsI MTPU TIOMOLIH SKCKIIFO3UOHHOW XpomaTorpadun
(1) BeIcokOMONeKkysIpHBIX (BM) coenunennii nocne nnkyOanmu npu 5°C mnmm 37°C B TeueHue
1o 2 mecsiues (A) u (11) OCHOBHOTO coenHeHHst (OCHOBHOM NMUK) nocie uakydarmu npu S°C unu
37°C no 2 mecsineB (B); a Takke ¢ MOMOIIBIO BU3YAIU3ALMH MUKPOIIOTOKOB JJISl OTIPEAeICHHSI

HAJIMYUS HEBUAUMBIX TBEPABIX YacTHL rnocye nHkyoaumuu npu 37°C B Teuenue 1o 28 cytok (C),
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C TIOMOUIBIO aHAJIM3a YacTUI[ METOAOM CBETOOJOKMPOBKHM U ONPENETCHUS MPUCYTCTBHS
HEBUJAMMBIX TBEPIbIX YacTHI] rmocie uakyoanuu npu 37°C B Teuenune o 28 cyrok (D) u myrem
MHKPOCKOIUYECKOTO ONpPeeIeHNs] HEBUANMBIX TBEPABIX YacTUI rocie nHkydauuu npu 37°C B
teyerue 10 28 cytok (E).

[0057] Ha ®ur. 20 mnokazan aHamu3 cradbwibHOCTH U uuctoThl cocraBa CCC,
copeprkamero 80, 100, 120 unu 140 mr/mi adnmbepuenta, IOCPEICTBOM ONPENEIeHHs METOIOM
SE-UPLC mnpOLEHTHOro conep:kaHusi BbICOKOMOJEKYJsApHbIX (BM) coeauHenuii mocine
unkyOarmu npu 2-8°C B Teyenue 1o 6 mecsues (A) unu 37°C B Teuenue 10 28 cytok (B).

[0058] Ha ur. 21 mnoka3aH MpOLEHT Ija3 KPOJUKOB, HCHBITAHHBIX C IOJHBIM
MOJIaBJICHUEM MPONOTEBaHUs C Te4YeHHeM BpemeHu, npu BBeaeHun 500 MKr wim 2 Mr
apnubeprenra ¢ TeueHueM BpeMenu (Tect ['exana-bpecnoy-Yunkokcona (P 0,0453)).

MNOJAPOBHOE OITMCAHUE CYHIHOCTHU U30BPETEHHSA

[0059] MarHOe m300peTeHne 00eCeYrBaeT COCTABBI, UMEIOIINE BhICOKHE KOHIIEHTPALIUH
ciuthix  OenkoB  pernentopa D®POC  (mampumep, adaubeprienTa), ITeMOHCTPUPYIOLIUE
NPEBOCXOAHbIE (PYHKIMOHAJIBHBIE CBOWCTBA M COXPAHSIEMOCTb, KOTOpBIE OBUIM IOJyYE€HBI,
HECMOTPSI Ha 3HAYUTENbHbIE TEXHUUECKUE TPy IHOCTH. Hanpumep, oOmmii cocod onpeneneHust
NOAXOMALINX 3KCIUITUEHTOB JUJIsI COCTABA, KOTOPBIA BKJIFOYAET MOJUMNENTHAHOE JIEKAPCTBEHHOE
cpenctBo (Hampumep, ciuthiii 6esok peuentopa @PIC), 3akimoUaeTcsi B OLEHKE CTaOMIBHOCTH
NOJIMIIENTHAA B YCIOBUSX «YCKOPEHHOIO CTapeHHUs», TaKUX KakK BBICOKAas TeMIlepaTypa
(marmmpumep, 37 °C). DKCUUITUEHTHI, KOTOPbIE HE MOIXOIAT AJISI UCCICNOBAHUS B HECTPECCOBBIX
yCIOBHAX (HampuMep, NpU HHU3KOHM Temmeparype, Takod kak 5 °C), Kak NpaBMIIO, BBI3BIBAIOT
HekenaTeNnbHbli 3(pdexr B TeueHMe KOPOTKOro mepuoja BPEMEHH B YCIOBHAX CTpecca,
HarpuMmep, arperanyio OenkoB. DTOT MOAXOJ paclpoCTpaHeH B OHOTEXHOJNOTHYECKOH U
(apmMaLeBTHYECKOH MPOMBIIUIEHHOCTH, MOCKOJIBKY OH YCKOPSIET HCKJIIOYEHHE SKCIHITUEHTOB,
KOTOpBIE BpSA JIM CTAaOMIM3HPYIOT JieKapCcTBeHHbIH npenapar. Cwm., Hampumep, Magari,
Assessing Shelf Life Using Real-Time and Accelerated Stability Tests, Biopharm Intl. 16(11): 36-
48 (2003). B HEKOTOpBIX Cly4asx MPOAYKT MOKET ObITh BBINYIIEH HA OCHOBE MAHHBIX M3
UCTIBITAHUI CTAaOMJIBHOCTH METOIOM «YCKOPEHHOI'O CTApEHHUs», HO 3TO HEOOXOAMMO IeNaTh
NapajuieNIbHO C UCTIBITAHUEM CPOKa TOJHOCTH B peajbHOM BpeMeHHu (Oe3 yckopenws). Magari
(2003) and FDA, Guidelines for Submitting Documentation for the Stability of Human Drugs
and Biologics, Rockville, MD (1987). Ognako B maHHOM nokymeHrte mpu S5°C mpucyTcTBUE
apTHMHHUHA B TUCTHIWHOBBIX COCTAaBaX CTAOMJIM3HUPOBAJIO, XOTS apTHHHH, KaK OKAa3aJoCh, UMEI
TEHJICHLIMIO K CHIDKEHUIO ctabuibpHOCTH npu TeMnepatypaoM crpecce (37 °C). Cm. Dur. 8 (A-
B). D10 CBOHCTBO COCTaBOB, MPHUBENEHHbIX B IAaHHOM JOKYMEHTE, MOIJIO OBl CO34aTh
TEXHUYECKYI0 TPYIHOCTb, YBOMSLIYIO MPAKTHKYIOLIETO Bpadya OT BbIOOpA aprUHUHA, TAKUM
o0pa3oM, MaJIOBEPOSITHO, YTO NPAKTUKYIOIIUI Bpad BbIOpas Obl aprMHUH B KauecTBe
SKCIUMNHMEHTa. TeM He MeHee, COCTaBbl, NpPHUBEIEHHbIE B JAHHOM JOKYMEHTE, SIBUJIHCH
PE3yJIBTATOM MPEONOJIEHUS TAKMX TEXHUYECKUX TPYAHOCTEH, KaK 3Ta, AJs MOJYyYeHUsI COCTaBa €
BBICOKOH cTaOmipHOCTBRIO. [lonmydyenue cocraBa ¢ josymkoir ®POC B ructuamHoBoM Oydepe

TAKXKE TIPUBEJIO K 6J'[aFOHpI/I$ITHOMy CHUXXCHUIO BA3KOCTHU IIO CPABHCHHUIO C TEM, KOTOPOC
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HaOmomaercst gyt coctaBa ¢ (QocharaeiM  Oydepom. Tlockonmbky IjIsi  BBIOJTHEHUS
UHTPABUTPEATbHBIX ~HMHBEKIMHA MPEANOYTUTENbHBI HeOOoNblIMe OTBepCTHUS Uribl (s
YMEHbIIEHUsT IUCKOM(popTa ManueHTa M TPaBM IJ1a3a), KeJlaTelbHa OTHOCHUTENBbHO HHU3Kas
Bsi3kocTh. CocTaB ¢ Oojiee HU3KOH BS3KOCTBIO TPEOyeT MEHBINEro YCHIIMA Ui MPOTAJIKUBAHUS
COCTaBa yepe3 Uiy, 4To o0JerdaeT MHbEKIHIO0 COCTaBa Yepes Urily Ui Jedamero Bpada. Kpome
TOT0, COCTaB, COJEPKALIUN TMCTUANH U aPTUHUH, XOPOLIO NEPEHOCUJICS I1a3aMH KPOJIHKa.

[0060] Tenepr Oymer cmemaHa moapoOHast CCbUIKA HAa WJUIOCTPATHBHBIE BAaPHAHTHI
ocymectsiaeHus. CienyeT NOHUMATh, YTO HUXKECJEAYIOUINEe OMUCAHUS HE MpeIHA3HAueHbl JJIs
OTpaHUYEHUs]  BAPHUAHTOB  OCYIIECTBJEHHS  ONHUM  MPEATNOYTHTENbHBIM  BapUAHTOM
ocyuiecTiieHuss. HampoTus, OHM MpeaHa3HauYeHbl JJIsl OXBaTa ajbTePHATUB, MOAM(HUKALMN U
SKBHUBAJICHTOB, KOTOPbIE MOTYT OBITh BKJIFOYEHBbI B CYLIHOCTh U OOBEM OMHCAHHBIX BapUAHTOB
OCYILIECTBIICHHSI, KaK ONPENEJICHO B MpuiiaraeMoi Gpopmysie n300peTeHus.

[0061] Ecnm He ompeneneHO WHOE, BCE TEXHUYECKHE U HAYYHbIE TEPMUHBI,
UCTIONIB3YEMBIE B TAHHOM JOKYMEHTE, IMEIOT TaKOE e 3HaAUSHHE, KOTOPOe OOBIMHO MTOHUMAETCSI
OOBIYHBIM CHEIMAJHCTOM B OOJACTH TEXHUKHM, K KOTOPOH OTHOCHTCS H300peTeHue.
Hcrnonb3yeMblil B TaHHOM JOKYMEHTE€ TEPMMH «OKOJO» MPU HCIOJb30BAHUU B OTHOILIEHUU
KOHKPETHOIO MPHUBEJIEHHOI0 YHUCJIOBOIO 3HAUEHHs] O3HAYAET, UYTO 3HAYEHHUE MOXKET OTJINYaThCs
OT TPHBENEHHOro 3HaueHusi He Oosee yem Ha 1%. Tak, Hanmpumep, B JaHHOM KOHTEKCTE
BeIpakeHHe «okojo 100» Bkimouaer 99 u 101 u Bce 3HaueHust Mexxay HUMHU (Hampumep, 99,1%,
99,2%, 99,3%, 99,4% u . n.).

[0062] B BapuaHTe ocymecTBiIeHUs H300peTeHns (papMaleBTHUECKH COCTaB COTJIACHO
naHHOMYy u300pereHuto coorBeTcTByeT USP <789> nns mmbekumit manoro obwvema (SVP)
0(pTaTBMOJIOTHYECKUX PACTBOPOB, HAMIPUMED, COAEPKUT MeHee YeM okouto S0 vactui >10 MKkM B
AUaMeTpe Ha MII, COACPKUT MEHee OKOJIO 5 yacTul > 25 MKM B AMAMETPE Ha MJI, WU COAEPKUT
MeHee OKOJIO 2 yacTull > 50 MKM B AMAMETPE Ha MJL.

[0063] OOparure BHHUMaHHE, YTO JJIs IeJied NAHHOTO OMHCAHMS «UHTPABUTPEATbHASI
UHBEKLHUS» OTHOCHTCSI K MHBEKIUU B CTEKJIOBHIHOE TEJIO IJasa (PsIOM C CeTYATKOHM B 3a/HEH
YacTH IJ1as3a). BeIpakeHUs «MOAXOAWT IJISi WHTPABUTPEATBHOTO BBEACHHS», KIOIXOIOHUT IS
UHTPABUTPEANbHON MHBEKLUU» U T.I. O3HAYAKOT, YTO pPacCMaTPUBAaEMbIll COCTaB MOKHO
0e30macHO BBOIUTh B CTEKJIOBHIHOE TEJIO TJjlaza CyObeKTa, HEe BbI3BbIBAS KaKHX-JHOO
HE)KeJaTeNbHbIX PEeaKLUi, TOMUMO TeX, KOTOpPbIE, KAK U3BECTHO, CBA3aHbl C HHTPABUTPEAIBHOM
UHbEKLMeN Dilnea.

[0064] Tepmun «papManeBTUYECKUN COCTaB» B JTAHHOM JOKYMEHTE OTHOCUTCS K
COCTaBaM,  BKJIIOYAOLINM  (papMauneBTUUECKH  NpUEMJIEMble  HOCUTENH,  HamlpuMmep,
UCTIONIB3YEMBIM NIl BBEACHUSI CIMTHIX OenkoB peuentopa @POC (mampumep, adnubepuenta
WM KOHOepLenTa) CyOBeKTy IJIsi MPUMEHEHHSI B TEPANIeBTHUECKIX/MEIUITHHCKUX LEJISIX .

[0065] Tepmun «papmaneBTHUECKH MPUEMIIEMBII» OTHOCHTCS K COCTaBY, KOTOPBIA B
paMKax 3paBoOro MEJULMHCKOIO 3aKJIFYEHUsI MOAXOAUT AJIs BBEJICHUS B IJ1a3.

[0066] TepmuH «CyOBEKT» B JAHHOM JOKYMEHTE OTHOCHUTCSI K JIIOOOMY CyOBEKTy-

MJICKOIIUTAIOLIEMY (HAIIpUMepP, KPOJIHKY, MBIIIH, KPbICE WIIH 00€3bsiHE), B YACTHOCTH YEJIOBEKY,
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HampuMep, [Js1 KOTOPOro >KejaTelbHbl JUArHOCTHKA, NPOTHO3 WU JIeY€HHE C IOMOILBIO
OMUCAHHBIX B JAHHOM JIOKyMEHTE COCTABOB.

[0067] TepMuH «BOIHBIN» COCTAB OTHOCUTCS K COCTaBY, KOTOPBIM COAEPKUT BOAY.

[0068] TepMHuH «I€UUTH» WU «JIEUEHHE» OTHOCUTCS K TEPANeBTUUECKOU Mepe, KOTopast
oOpaiaer, CTaOMJIM3UpPYeT WM YCTPaHsIeT HeXeJaTelbHoe 3a00ieBaHHe WIM HapylleHHe
(HampuMep, aHTHOTE€HHOEe 3a00JeBaHME WM 3JIOKAYeCTBEHHOE HOBOOOpa3OBaHHE IJIa3),
HaIpuMep, BbI3bIBAsl PErpecc, CTAOMIM3ALMI0 MM YCTPAHEHHE OJHOrO Win Oojee CHMITOMOB
WIH TIPU3HAKOB TaKOro 3a00JieBaHMs WJIM HAPYIIEHHsS COMJIACHO JIIO0OH KIMHHYECKH
OTpeneNsieMOl CTENEeHH, HAPUMeEp, B OTHOLICHHH aHTMOTEHHOTO 3a00JIeBaHMS IJ1a3, BBI3bIBAS
CHIDKEHHE WM TIOAIEPKaHKe MO IKaJle OLEHKH TshKecTH nuadberndeckoit permnonatuu (DRSS),
yIydinas WIH TOAAep)KHBas 3peHHre (Hampumep, B OCTPOTE 3pEHHs C MaKCUMAJIbHOU
KOppeKLrel, HanpuMep, U3MEpPEeHHOH 1o yBenudeHuto OykB mno mkaie ETDRS), yBenuuusast
WIN COXpaHssl TOJe 3peHHs W/WIM YMEHbLIAas WU TOANEP’KUBAsl TOJIIHMHY LEHTPaJbHON
00JIaCTH CeTYaTKH M, B OTHOLIEHWU 3JI0KaYeCTBEHHOIO HOBOOOPA30BaHMs, OCTAHABIUBAS FUIH
BBI3BIBAS PErPECC POCTA, BBUKUBAEMOCTH M/MITH METACTA3UPOBAHUS PAKOBBIX KJIETOK y CYyOBEKTa.
Kak mpaBuiio, TepameBTHUeCKass Mepa MPEINCTaBiseT cOOOW BBENEHHME ONHON miuu Oosee 103
TepaneBTruecku 3pdexTuBHOrO KonmmyectBa ciuroro Oenka peuentopa PPIC cydwekty ¢
3a00NeBaHNEM WITH HAPYLICHUEM.

[0069] «IIpemoTBpalmaTh» HIN «IIPEIOTBPAIIEHHE» OTHOCATCS K MPOQPHIAKTUIECKOH
Mepe il IPeKpaleH sl Pa3BUTHUS HEXKEIaTeNbHOro 3a00JIeBaHNs MM HapyLIeHus (Hampumep,
AHTUOT€HHOTO 3a00JIeBaHMUSI IJ1a3).

[0070] SE-UPLC MOXHO HCIOJIb30BaTh B JAaHHOM H300pETEHHH JJII KOJUYECTBEHHOTO
OlpeneNeHnsl MPUCYTCTBUS BBICOKOMOJIEKYJSIPHBIX COeIMHEHuNl B cocTtaBe. SE oTHocuTCA K
SKCKIMO3HOHHON Xxpomarorpa¢un. UPLC otHocuTcs K CBepXd(p(EKTHMBHOW KHIKOCTHOM
xpomatorpaduu. Iloxxopsamme komoHkn s SE, KOTOpble MOXKHO HCIOJIB30BAaTh B CHUCTEME
UPLC nns xapakTepucTHKH Takux BM coenuHeHmii ciuThix OenkoB peuentopa DOPOC
(mampumep, adpaubepuenta wiM KOHOepLEnTa) B COCTaBe, CIOCOOHBI Pa3deNisiTb MOJIEKYJIbI B
Ararna3oHe MOJeKyJsApHbIX Macc okono 10000-450000 JlanproH. Cm., Hampumep, KOJIOHKY
ACQUITY UPLC Protein BEH SEC 200A. B BapuaHTe OCYyIIECTBIEHHs M300pPETEHHsS IBE W3
TAKUX KOJIOHOK COEJUHEHbl IIOCJIEJOBATEebHO TMpH KOJUYECTBEHHOM ompeaeneHnd BM
coenuHeHuil B coctae. B UPLC ynyuinena 4yBCTBUTEIBHOCTD U pa3peLieHre N0 CPABHEHHUIO C
HPLC (BbicokoaddexTnBHON skuakocTHOH xpomarorpadueit). B UPLC wucnons3yrorcs
npuOOpPBI, KOTOPBIE Pa0OTAIOT MPHU BBICOKOM JAABJICHHH U UCIIONB3YIOT OOJiee MENKHE YaCTHLIbI
(Kax MpaBHJIO, MEHEE YeM OKOJIO 2,5 MKM), 4eM Te, Kotopele ucnons3dyoTes B HPLC. Bonee
toro, noxswxkHble ¢azsl UPLC paGortaror mpu Ooniee BBICOKMX JIMHEHHBIX CKOPOCTSIX, Ye€M
HPLC.

[0071] BapuaHTbl OCyLIE€CTBIEHUS B TAHHOM JAOKYMEHTE BKJIIOYAIOT COCTaBbl, KOTOPbIE
MUMEIOT BBICOKYIO KOHLEHTpauuio (Hampumep, okoso 60 mr/mu, okoso 80 mr/mu, oxono 90
mr/mit, okosio 100 mr/miu, okomo 113,3 mr/min, okono 114,3 mr/miu, okono 120 mr/mi, okoyio

133,3 mr/mn, okosno 140 mr/mi, okono 150 mr/mi, okoso 200 mr/mu umu okono 250 mr/mn)
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ciuroro Oenka penentopa ®POC (Hampumep, adiubepuenTa win korOepuenta). [Toxxonsiue
COCTaBbl, BKJIFOUEHHBIE B JJAHHBIN JOKYMEHT, MMEIOT BBICOKYIO KOHLIEHTPALUIO CIUTOro Oeka
peuenrropa ®POC, Oydep, TepMocTaOMIM3aTOP U MOBEPXHOCTHO-aKTHBHOE BEIECTBO. B
HEKOTOPBIX aCIEeKTaxX MOIXOASIINI COCTAaB JOIMOJHHUTEIbHO COAEPIKUT CHIIKAFOIIUN BA3KOCTb
areHT. B npyrux acmekrax HOAXONALIMHM COCTaB MO CYLIECTBY HCKIIOYAET BCE CHIKAIOLIUE
BSI3KOCTb areHThl. TunuuHble coctaBbl uMeroT pH ot okono 5,0 no okono 6,8 (Hanpumep, 5,8),
HO MOTYT UMeTb JiroOol pH, mopxonsimii njsi BBeneHus: ciuroro Oenka peunentopa OPOC B
ria3 cyObekra.

[0072] JlaHHOe M300peTeHue BKJKOYAET COCTABBI, KOTOPBIE COAEpIKAT CIUTHIA OeoK
peuenropa ®POC (Hampumep, adaudeprent uin KoHOepUENT) B KOMOWHAIMKM C OJXHUM HJIH
Ooyiee IOMOJHUTENBHBIMU TEPANEBTHUECKUMH areHTaMu (Hampumep, WHruoutopom Ang-2
(marmpumep, aHTHTeNOM TpPoTUB ANG2 WMIM €ro aHTHreHCBS3BIBAIOIINM (PAarMEHTOM HIIH
HecBakymMaOoMm), aktuBatopoMm peuentopa Tie-2, antu-PDGF, antutenom mpotus penenrtopa
PDGF wmm penentopa-6era PDGF wunm ero aHTHreHCBS3BIBAOLUIMM (parMeHTOM W/ WU
JOTIONTHUTENbHBIM aHTaroHucT ®POC, Takum kak OeBaru3ymad, paHuOM3ymald, meranTaHwo,
WIN pacTBOpUMOM (Qopmoii peuenTopa-3 ¢axTopa pOCTa SHAOTENUS COCYIOB YEJIOBEKA
(VEGFR-3), conmepskamuii BHEKJETOUHBIE AOMEHbI 1-3, sKcmpeccupyemble Kak Fc-crnuTblii
Oenok), a Takke CrocoObl MPOPUIAKTUKA WIM JICUEHUS, BKJIIOYAIOIINE BBEACHHE TAaKUX
COCTaBOB, KaK OOCY»/a€TCsl B TaHHOM JOKyMeHTe. B BapmaHTe OCylecTBIeHUs] N300peTeHus
COCTaB COTJIACHO TAHHOMY M300PETEHUIO CONEPKUT CIUThIN Oenok perenropa @PIC, Takoi kak
aguubepuenTt, HO UCKIOYAET JIIOOON OMOJHUTENbHBIH TEparneBTUYEeCKUN areHT (Hampumep,
KOTOPBIN MPEACTaBisieT COO0H aHTHUTENIO WIIH €T0 AHTUT€HCBS3bIBAIOIINN (hparMeHT).

[0073] TepMuH «B COYETAHUM C» YKa3bIBAE€T HAa TO, YTO COCTAB U AOMOJHUTEJIbHBIN
TepaleBTUUECKHI areHT MOTYT ObITh COCTABJICHbI B €AMHYIO KOMIIO3MLIMIO, HATpPHMeEp, I
OHOBPEMEHHOH MJOCTAaBKH, WJIM COCTABJIEHBI OTHAENbHO B JBE WM OoJjiee KOMIIO3ULMH
(Harmpumep, HaOOp). JlOMONMHUTENBHBIN TEPANEBTUUECKUH areHT MOXET ObITh COCTaBJIEH B BHIE
ero coOCTBEHHOTO (papMalleBTUYECKOro cocTaBa. KaxIblii U3 HUX MOJKHO BBOJIMTH CYOBEKTY
OJHOBPEMEHHO C APYTUM WJIH B IPYroe BpeMsl, YeM KOra BBOIST APYTOro; HANMPUMED, KaKIoe
BBEICHHE MOXKHO MPOBOJASAT HE OMHOBPEMEHHO (HAIpUMEp, OTAENIBHO MM TOCIEIOBATENBHO) C
UHTEpBAJIaMH B TEYCHHE 3aJaHHOTO Mepuosa BpeMeHu. boree Toro, COCTaB U JOMOJHUTEIbHBIH
TEPANeBTHYECKUI ar€HT MOXKHO BBOJUTH CYOBEKTY TEM K€ WIIH APYTHUM Iy TEM.

[0074] B BapuaHTe OCYLIECTBJICHUS HW300pETEHUsT COCTAB COTJIACHO JaHHOMY
M300pPETEHNI0 COAEPKUT ONMH WM Ooyiee M3 CIEOYIOLIMX KOMIIOHEHTOB. HATPHH CyJabdaT
(marmpumep, 50 MM); HaTpuil THoLMaHAT (Hampumep, SO MM); Hatpuii uutpat (Hampumep, 40
MM); rouuuH (Hanpumep, S0 MM); HaTpuii xjopun (Hanpumep, S0 MM); nusuH (Hanpumep, S0
MM);, HaTpuii acmaptar (Hampumep, S0 MM), w/wnm HaTpuid riyramar (Hampumep, S0 MM).
Hanpumep, B BapuaHTe OCYILIECTBICHUS KOMITIO3ULIUS CONEPKUT KOMOMHALIMIO HATPHUH LIUTpaTa
(marmpumep, S0 MM) u aprunuH runpoxjopuna (Hanpumep, S0 MM); riouuuH (Hampumep, 50

MM) u apruHuH rugpoxjopuna (Hanpumep, SO MM); HaTpuii acnaprata (Hanpumep, 50 MM) u
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apruHuH ruapoxnopuna (Hampumep, S0 MM); wnn Hatpuii riyramata (Hampumep, S0 MM) u
apruHUH ruapoxiopuaa (Hanpumep, S0 MM).

Cnumuie oenxu peyenmopa OPIC u opyaue uneubumopor @PIC

[0075] Jnst ueneit B JaHHOM JTOKyMEHTE «CJIUThIN Oenok perentopa ®PIC» oTHOCUTCS
K MOJIEKyJIe, KOTOpasi COAEPKUT OnuH Wi Oosnee peuentopoB @POC unu ux 1OMEHOB, CIIUTHIX C
APYTUM TOJIUIIENTUIIOM, KOTOPBIH NMpensaTcTByeT B3aumMozeiicteuio Mexay ®POC u npupogHsim
peuenropom @PPOC, nHampumep, rzae ABa W3 TAKUX CIUTHIX MOJHUIENTUAOB CBSI3bIBAIOTCH,
o0pasysi roMomuMep MU Apyroi mysbTumep. Takue ciutblie Oenku penentopa @PIC moryt
Ha3biBaThCsl «ioBymka DOPOC» mmun «VEGF Trapy. Caurble Oenku peunentopa ®POC B
KOHTEKCTE TAHHOTO ONUCAHWS, TMOANANAIOIIUE IMOJ STO OINpenesieHHe, BKIIUYAIT XHUMEPHbIE
MOJIUTNIENITHIBI, KOTOPbIE comep kaT aBa wik Oojiee nmmyHornodynuH (Ig) -mogoOHbIX nomMeHa
petuenropa ®POC, nanpumep, VEGFR1 (taxke u3Bectbiii kak Fltl) w/unu VEGFR2 (Takke
u3BecTHbli kak Flkl wmu KDR), a Takike MOXKeT COAepKaTh MYJIBTUMEPHU3YIOIUNA JTOMEH
(manpumep, Fc-nomen).

[0076] HmmoctpaTuBHBIA chuThiii Oenok penentopa DOPOC mnpexacrapnser coboit
mojiekysy, HaspiBaemMyrdo VEGFIR2-FcACI(a), xoTopass KOOMPYeTCs MOCIENOBATEIbHOCTHIO
HykJenHoBot kucnotsl SEQ ID NO: 1 unu ee nykneorunamu 79-1374 unu 79-1371.

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

(1) xomnonenta VEGFR1, conepskammero amunokucnors! 27-129 uz SEQ ID NO: 2;

(2) xomnonenra VEGFR2, conepskamero amunokucnorsl 130-231 u3 SEQ ID NO: 2; a
TaKXKe

(3) mynpruMmepusyromiero kommnoneHTta («FcACl(a)»), comepskammero aMHUHOKUCIIOTHI
232-457 uz SEQ ID NO: 2 (C-konuebie amunokucyiotsl SEQ ID NO: 2, 1.e. K458, moryT ObITh
BKJIFOYEHBI MJIM He BKIIFOUEHBI B ciuThbie Oenku penentopa @PPIC, cm. marent CIIA Ne 7396664
win 7354579, BKiIIOUEHHbIE B JAHHBIN AOKYMEHT Ui Bcex wuejei). OOpatute BHUMaHUE, YTO
amuHOkucyoThl  1-26 w3 SEQ ID NO: 2 npeacraBnstor coOOH  CUTHAJBHYIO
MOCJIEIOBATEIbHOCTb.

B Bapuanre ocymectBieHust u3odpereHust ciutThiii Oenok perenropa DPOC comepskut
aMUHOKHUCJIOTHI 27-458 wnu 27-457 u3 SEQ ID NO: 2.

[0078] B BapuwanTe ocyuiecTBieHUs H300peTeHust CiuThbiii Oejok peuentopa PPOC
COIEPIKHUT:

(1) mmmyHornoounononoOueri (Ig) nomen 2 mepsoro peunentopa @PIC (manmpumep,
VEGFR1), u

(2) nowmen 3 Ig Broporo penenropa ®PIC (nanpumep, VEGFR2),

(3) u, HEOOsI3aTEBHO, NOMOJHUTENBHO COnep:kUT goMeH 4 Ig Broporo penenropa @PIC
(manmpumep, VEGFR2) u

(4) MmynpTUMeEpH3YIOLINI KOMIOHEHT (Hanpumep, Fe-nomen IgG).

Hanpumep, B BapuaHTe oCyIecTBlIeHHs U300peTeHns ciuTelii Oenok peuenropa GPIC
HMEET CIIeIyIOIee PACIIOIOKEHNE YKa3aHHBIX JIOMEHOB:

[nomen 2 Ig VEGFR1] - [nomen 3 Ig VEGFR2] - [MC] (Hanpumep, ero roMmogumep) wiu
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[domen 2 Ig VEGFRI1] - [nomen 3 Ig VEGFR2] - [nomen 4 Ig VEGFR2] - [MC]
(HampuMmep, ero roMouMep).

[0079] B BapmanTe ocyuiecTBieHUs H300peTeHust CiuThblii Oenok peuentopa PPIC
npexacrasisieT codoi MuHu-noByuky @PIC, koropas npencTaBisier OO0 MONEKYITy-JIOBYIIKY
OPOC ¢ ycedyeHHBIM MyJIBTUMEPU3YIOIUM KOMIIOHeHTOM (Hampumep, Fc), Hampumep, B
KOTOPOH MUHH-JIOBYIIKA BCE eIle COAepKUT MmapHupHyro obmacte Fc. Cm., Hampumep,
W02005/00895 nnu narent CIIIA Ne 7396664.

[0080] Cnenmyer OTMETHTh, YTO AaHHOE OIMHMCAHHE TAKXKE BKIIIOYAET B CBOU 00BEM
COCTaBbI C BBICOKOH KOHIIEHTpaLMeH, Conepskaiue, BMECTO CIUTHIX OenkoB penentopa OPIC,
MousiekyJibl, cBsizbiBaroiue ®PIC, u anturena nporus PPOC m uUX AHTUTEHCBS3BIBAIOIIHE
(dbparmMeHTHl,

OeBanm3ymad (Hanmpumep, B KOHLEHTpau okojo 80-90 wiu 88 mr/mi),

pannbm3ymad (Hampumep, B KOHUeHTpaumu okono 20-40 mr/mu, Hampumep, 21-35, 21
wiu 35 mr/mn),

anramep npotus ®PIC, Takol kak nerantaHud (HapuMep, MeranTaHuO HATPHSA),

onmHouenoyeyHoe (Hampumep, Vi-Vu) antuteno mnpotuB DOPOC, Takoe kak
Opomoumymad (Harmpumep, B a-*--*-------—- KOHIEeHTpauun okosio 200-400 wiu 200, 210, 400
win 420 mr/mi),

DARPin mporuB ®PIC, Takoit kak aburmumap mneron DARPin (Hanpumep, B
KOHIIeHTparuu okojio 70-140, 70 wmu 140 mr/min), wim

oucnenuduueckoe anrureno nporus GPIC, Hanpumep, KOTOPOE TaKXKe CBA3BIBAETCS C
ANG?2, Takoe kak RG7716 (Hanpumep, B koHUeHTparuu okono 100-400, 100, 105, 400 unu 420
MI/MIT).

UtoObl CBECTH K MHHUMYMY MOBTOPSIEMOCTb BAPHAHTOB OCYILIECTBIIEHUSI, 00CYKAaEeMBbIX
B JJAHHOM JIOKYMEHTE, MPEIONaraeTcs, YTo 00beM JTaHHOTO M300PETEeHUs BKIIFOUAET BaAPHAHTBI
OCYLIECTBJICHHsI, B KOTOPBIX JIFOOOH M3 COCTAaBOB, OOCYJAae€MbIX B IaHHOM JIOKYMEHTE,
comep kUt BMecTo ciuroro Oenka pernentopa @POC, antureno nporus ®POC umm gpparmeHT
aHTUTENA, WU JPYIYI MOJeKyJdy, cesbiBaromyd @OPOC, kak oOcyxknmaercs B ITaHHOM
nokymeHnte (Hampumep, 3amernieHHyro DARPin nporus ®@POC) B moboit U3 00Cy:KIaeMbIX B
JAaHHOM JIOKyMEHTe KOHLeHTpauwii. Hampumep, nanHOe H300peTeHHE BKIIIOYAET COCTaB,
cogepkammii 35 wmm 80 mr/mn pannOuszymada, Oydep, TepMocTaOMIM3ATOpP, CHMIKAFOIIUI
BSI3KOCTh ar€HT U MIOBEPXHOCTHO-AKTUBHOE BEIIECTBO.

[0081] DARPin mpencraBisiroT coOOH CKOHCTPYHPOBAaHHBbIE O€JKH C AHKHPUHOBBIM
noBropoM. DARPin, kak mpaBumio, comepkar OT TpeX OO YeThIPEX IUIOTHO YIaKOBAHHBIX
MOBTOPOB U3 MPUONIMU3UTENBHO 33 aMUHOKHCIOTHBIX OCTaTKOB, K&KIBIA M3 KOTOPBIX CONEPIKUT
B-MOBOPOT W ABE AaHTUIAPAJUIENbHBIE O-CIHUPANH. JTOT JKECTKHUH Kapkac obecredynBaeT
CTa0MIIBHOCTh OeNka, OIHOBPEMEHHO olecreunBasi INpefcTaBlieHHe BapuaOelbHbIX OONacTer,
KaK MPAaBUJIO, CONEPIKAIINX IIECTh AMHHOKUCJIOTHBIX OCTAaTKOB HA TOBTOP, AJISI PACTIO3HABAHUS
MHILIEHH.

[0082] Antuteno «mpotus ®POC» wmnm aHTUrEHCBS3BIBAIOLINI ()parMeHT aHTHUTENA
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OTHOCHTCSI K aHTUTEJY WIH (parMeHTy, KOTOpbIe crieruduiecku cesi3biBatroTcsi ¢ @POC.

[0083] MmmrocTpatuBHble ciautbie Oenku peuentopa ®POC Brmowaror aduubepuent
(Oiinea®, Regeneron Pharmaceuticals, Inc.) mnn konOepuenT (KOMMEpUYECKH NpPOJaBAEMBbIil
Chengdu Kanghong Biotechnology Co., Ltd.). Cm. nybnukaunio MexayHapOAHOW MAaTeHTHOM
3asBku Ne W02005/121176 nnmm W0O2007/112675. Tepmuns! «adaubeprenty u «KoHOepLenT
BKJIFOYAIOT UX OMononoOHble Bepcuu. buomnonoOHas BepCUsl 3TaJOHHOTO MPOAYKTa (Harmpumep,
apnubepuent), Kak TMPaBWJIO, OTHOCUTCS K TPOAYKTY, COAEpKAIIEMY HICHTHYHYIO
AMUHOKHCJIOTHYIO TTOCJIEAOBATEIbHOCTD, HO BKJIFOUAET MPOAYKTHI, SIBJISIFOLIHECS] OUONOI00HBIMU
B cooTBeTcTBHHU ¢ 3aKkOHOM CIIIA 0 1IeHOBOH KOHKYpPEHLMH U HHHOBALMSX B OHONpenaparax.

[0084] dapmaneBTUYECKHE COCTABbl COMIACHO HAaHHOMY H300pPETEHHIO UMEIOT
«BBICOKYIO KOHIIEHTpaLMIO». PapMarieBTHUECKHe COCTABbI C BLICOKOW KOHIIEHTPALUElH COrIaCHO
JAaHHOMY H300pETeHHI0 Ccomep:KaT CIuThid Oenok penenropa ®POC B KOHLEHTpamuu IO
MeHblIell Mepe 41 mr/miu, mo meHeined mepe 80 mr/mu, mo menbmiedr mepe 100 mr/mu, 1o
MeHbIne mepe 125 mr/mu, nmo menbmeid Mepe 140 mr/mn, nmo menbmeid mepe 150 mr/mi, mo
MeHbIne mepe 175 mr/mi, no menbmed Mepe 200 mr/mi, mo MeHbmed mepe 225 mr/mi, 1o
MeHblIel Mepe 250 mMr/mMi wiaM 1o MeHblued mepe 275 Mr/mil AJNBTEpHATHBHO, «BBICOKAs
KOHIIEHTPALUSI» MOKET OTHOCHUTBCS K COCTaBaM, KOTOPBIE COAEpPKaT KOHIEHTPAIHIO CJIIUTOTO
benka penentopa ®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 go okono 275 mr/min, ot okojo 70
MI/MJI 10 OKOJIO 75 Mr/mi unu ot okoJio 80 Mr/mi 10 okono 250 mr/mi. B HEKOTOPBIX acnekTax
KOHIeHTparusi ciautoro Oenka peuentopa ®POC B cocraBe cocraBisieT OKOJO Jr000H U3
clenyromux KoHueHTpauuii: 41 mr/mor, 42 mr/mi;, 43 mr/mi;, 44 mr/mot, 45 mr/mot, 46 mr/mi;, 47
mr/mit;, 48 mr/mit; 49 mr/mur; 50 mr/mor;, 51 mr/mi; 52 mr/mot, 53 mr/min;, 54 mr/mit; 55 mr/mo;, 56
mr/mit; 57 mr/mi;, 58 mr/mit, 59 mr/mur, 60 mr/mi;, 61 mr/mur, 62 mr/mi;, 63 mr/mit, 64 mr/mi;, 65
Mmr/mit, 66 mr/mit;, 67 mr/mur, 68 mr/mia, 69 mr/mi;, 70 mr/mor, 71 mr/mi;, 72 mr/mut, 73 mr/mi;, 74
mr/mit, 75 mr/mit; 76 mr/mur, 77 mr/mor, 78 mr/mi; 79 mr/mor, 80 mr/mi;, 81 mr/mur; 82 mr/mir;, 83
mr/mit;, 84 mr/mit; 85 mr/mur; 86 mr/mur;, 87 mr/mi; 88 mr/mut, 89 mr/mi;, 90 mr/mit; 91 mr/mi;, 92
mr/mit;, 93 mr/mir, 94 mr/mir, 95 mr/mi, 96 mr/mi;, 97 mr/mi; 98 mr/mi;, 99 mr/mi, 100 mr/mur;, 101
mr/mit, 102 mr/mut; 103 mr/mi; 104 mr/mor;, 105 mr/mi; 106 mr/mor;, 107 mr/mor;, 108 mr/mi;, 109
mr/mr;, 110 mr/mi;, 111 mr/mi; 112 mr/mi; 113 mr/mor;, 113,3 mr/ma; 114 mr/mi; 1141 mo/mo;
114,2 mr/ma; 114,3 mr/mur; 114,4 mr/ma; 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/mor;, 118 mr/mi; 119 mr/mor; 120 mr/m; 121 mr/mo;
122 mr/mir; 123 mr/mi; 124 mr/mor;, 125 mr/mi;, 126 mr/mo;, 127 mr/mor;, 128 mr/mi; 129 mr/mo;
130 mr/ma; 131 mr/mir; 132 mr/mor; 133 mr/mor; 133,3 mr/mot;, 133,4 mr/mo, 134 mr/mon, 135
mr/mvit, 136 mr/mit; 137 mr/ma; 138 mr/mit; 139 mr/ma; 140 mr/mon; 141 mr/ma;, 142 mr/mor;, 143
mr/mit;, 144 mr/mit;, 145 mr/mn; 146 mr/mor;, 147 mr/ma; 148 mr/mor, 149 mr/mor; 150 mr/mor;, 151
mr/mr, 152 mr/mm; 153 mr/ma; 154mr/mi;, 155 mr/mi; 156 mr/mot; 157 mr/mor;, 158 mr/mor; 159
mr/mt, 160 mr/mit; 161 mr/mm; 162 mr/mur;, 163 mr/mi; 164 mr/mo;, 165 mr/mur; 166 mr/mn;, 167
mr/mt, 168 mr/mit; 169 mr/ma;, 170 mr/mit; 171 mr/mn;, 172 mr/mon, 173 mr/mot;, 174 mr/mon, 175

mr/mvt, 176 mr/mi; 177 mr/ma;, 178 mr/mit; 179 mr/ma; 180 mr/mur; 181 mr/mut; 182 mr/mur; 183
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mr/mit;, 184 mr/mut; 185 mr/mm; 186 mr/mur; 187 mr/mi; 188 mr/mur;, 189 mr/mur; 190 mr/mi;, 191
mr/mt, 192 mr/mit; 193 mr/mi; 194 mr/mor; 195 mr/mi; 196 mr/mon;, 197 mr/mor; 198 mr/mon;, 199
mr/mit, 200 mr/mut; 201 mr/mi;, 202 mr/mor;, 203 mr/mi; 204 mr/mor;, 205 mr/mor;, 206 mr/mon;, 207
mr/mt, 208 mr/mut; 209 mr/mi;, 210 mr/mur; 211 mr/mn; 212 mr/mor, 213 mr/mot;, 214 mr/mor, 215
mr/mt, 216 mr/mut; 217 mr/ma;, 218 mr/mit; 219 mr/ma;, 220 mr/mor; 221 mr/ma;, 222 mr/mor, 223
mr/mit, 224 mr/mur, 225 mr/mi; 226 mr/sor, 227 yr/mi; 228 mr/mor, 229 mr/mor, 230 mr/min, 231
mr/mit;, 232 mr/mi; 233 mr/mi; 234 mr/mo, 235 mr/mor, 236 mr/mor, 237mr/mor;, 238 mr/mi;, 239
mr/mit;, 240 mr/mur, 241 mr/mi;, 242 mr/mor, 243 mr/mi;, 244 mr/mo;, 245 mr/mor, 246 yr/va;, 247
mr/mit, 248 mr/mit;, 249 mr/mi;, 250 mr/mr, 251 mr/mi; 252 mr/mor, 253 mr/mur, 254 mr/mon, 255
mr/mit, 256 mr/mit;, 257 mr/mi;, 258 mr/mit;, 259 mr/ma; 260 mr/mor, 261 mr/mi;, 262 mr/mir;, 263
mr/mit, 264 mr/mit;, 265 mr/mi;, 266 mr/mir, 267 mr/mi; 268 mr/mir, 269 mr/mur;, 270 mr/mi;, 271
mr/mn, 272 wr/mon, 273 wmr/mn; 274 wr/mo; wia 275 yr/mon. B gaHHOM  TOKyMeHTe
paccMaTpUBAKOTCSL APyTrHUe KOHLEHTpauuu ciauroro 6enka penenropa ®POC mpu ycinoBuu, 4To
3Ta KOHIEHTpALUsl IEHCTBYeT B COOTBETCTBHHM C BapHAHTAMH OCYILISCTBJICHHUS B ITaHHOM
TOKYMEHTE.

[0085] B omHOM U3 BapHaHTOB OCYILIECTBICHUST H300peTeHus (hapMalleBTHYECKUHA COCTAB
COMJIACHO TAHHOMY H300PETeHHI0 MMEeT TaKYH KOHILIEHTPALHIO, YTOOBI CONEPIKaTh OKOJIO 4, 6,
8, 10, 12, 14, 16, 18 wiu 20 mr cimroro Oenka penentopa ®POC (Hampumep, adgiubepuenta),
WIA KOJIMYECTBO TAaKOro Oejka B JIOOOH M3 ero MpUeMIIEMbIX 103, 0OCY)KIaeMbIX B JaHHOM
NOKyMeHTe, B 0k0ji0 100 MKJI MM MEHbIIE, OKOJIO 75 MKJ WJIM MEHbLIE WA OKOJIO 70 MKJ WIH
MeHble, Hanpumep, 0koio S0 M, 51 Mk, 52 Mk, 53 Mk, 54 mMxit, 55 MKt 56 MK, 57 MK,
58 Mk, 59 Mk, 60 M, 61 Mk, 62 MK, 63 MKIT, 64 MKIT, 65 MK, 66 MK, 67 MK, 68 MK, 69
Mk, 70 Mg, 71 mxa;, 72 Mo, 73 mka;, 74 mxa; 75 M, 76 mxa;, 77 yia;, 78 Mk, 79 Mk, 80
Mk, 81 mxi; 82 mkir; 83 Mk, 84 mka;, 85 Mk, 86 Mk, 87 Mk, 88 Mk, 89 mki;, 90 Mk, 91
MK, 92 Mk, 93 Mk, 94 Mk, 95 Mk, 96 Mk, 97 Mk, 98 mkir, 99 mxir, unu 100 Mk,

[0086] JlanHOe M300peTeHHe BKIOYAeT JHOOOW W3 COCTABOB, MPHUBENEHHBIX B JAHHOM
IOKyMeHTe B pasuene «/uirocmpamushsie cocmagsl», HO B KOTOPBIX KOHLIEHTPALMS CIIMTOTO
Oenka peuentopa ®POC (Hanpumep, adnubepuenrta) 3aMeHeHAa KOHIIEHTpAIHEH, KOTopas
ykaszaHa B 3ToM paszaene («Cnutbie 6enku penenropa PPIC u npyrue narudutopsr @PPIC»).

byghepoi

[0087] Bydepbl nmiasi UCHONB30BaHUS B JAHHOM JOKYMEHTE OTHOCSTCS K PacTBOpaM,
KOTOpBIE YCTOWYUBHI K M3MEHeHHIO pH mpu MCTIONB30BaHUU KUCIOTHO-OCHOBHBIX KOHBIOTATOB.
Bydeps! cnocobusl nognepskusate pH B nuanazone ot okono 5,0 10 okojo 6,8, Oonee THMUYHO
ot okoJio 5,8 mo okosio 6,5 u Haubosiee TUMUYHO OT OKoJio 6,0 Mo okono 6,5. B HEKOTOPBIX
cnydasix pH KOMIO3WIHMU COTJIACHO JAHHOMY M300pPETeHHIO COCTaBisieT okojio 5,0, okono 5,1,
0K0JI0 5,2, okouo 5,3, okojo 5,4, okojo 5,5, okoso 5,6, okojo 5,7, okoio 5,8, okoio 5,9, okoJIo
6,0, okoio 6,1, okoino 6,2, okoJio 6,3, okoJo 6,4, okoso 6,5, okoio 6,6, okoso 6,7 unu okoJjo 6,8.
ITpumeps! OydepoB ays BKIIOUEHHsS] B COCTaBbl B JAHHOM JOKYMEHTE BKIIIOYAIOT Oydepbl Ha
OCHOBE THUCTHIMHA, HAMpPHUMEp, TMCTUIWH, THMCTUAWH THIPOXJIOPHUI THUCTHIMHA W TUCTUANH

anecTar. Ey(bepbl AJis1 BKITKOUEHUSA B COCTAaBbl B JTAHHOM AJOKYMEHTE MOTYT aJIbTCPHATUBHO OBITH
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Oydepamu Ha ocHOBe (ocdara, Hampumep, Hatpuii docdara, Oypepamu Ha OCHOBE aleTaTa,
HarpuMep, HAaTPUH arerara WIM YKCYCHOW KHCJIOTBI, UM MOTYT ObITb OydepamMu Ha OCHOBE
LUTpaTa, HApUMep, HATPUH LUTPaTa WM JUMOHHON KUCIOTHI. Takxke H3BECTHO, 4TO Oydepsl
MOTYT OBITh CMECBHIO BBIIIENIEPEUHUCIICHHOTO, eciiu Oydep aeiicTByroT kak Oydep st COCTaBOB B
BBILIEONUCAHHBIX quana3zoHax pH. B HeKOTOpBIX ciydasix KOHLEHTpauus Oydepa COCTaBIsieT OT
0K0JI0 5 MM 10 okojio 25 MM wian, Ooyee TUMUYHO, OT OKOJO 5 MM mo okono 15 MM.
Konuenrpauusi 6ypepoB MOKET COCTABISTH OKOJIO 5 MM, okosio 6 MM, okojio 7 MM, okoJjio 8
MM, okojio 9 MM, okoso 10 MM, okosio 11 MM, okoio 12 MM, okono 13 MM, okoso 14 MM,
okoJio 15 MM, okono 16 MM, okono 17 MM, okono 18 MM, okono 19 MM, okoso 20 MM, okoJio
21 MM, okono 22 MM, okoio 23 MM, okousio 24 MM unu okoJio 25 MM.

[0088] B Bapmante wu300pereHus Oydep Ha OCHOBE THCTHAHMHA TOJNYYAIOT C
UCTIOJIb30BAaHIEM T'HCTUINHA M MOHOTUAPOXJIOPU THCTUINHA.

llosepxnocmuo-akmugnsvie eeuecmsda

[0089] TloBepXHOCTHO-aKTHBHOE BELIECTBO MAJiI NMPUMEHEHHs B JAHHOM JIOKYMEHTE
OTHOCHUTCSI K WHTPEIHEHTaM, KOTOpBbIE 3aIIMINAIT 0OJiee BBICOKYIO KOHLEHTPALMIO CIUTOTO
Oenxa peuenropa @PIC OT pa3nuuUHBIX MOBEPXHOCTHBIX U Mek(a3HbIX cTpeccoB. Kak TakoBbIe,
MOBEPXHOCTHO-aKTHBHBIE BEINECTBA MOTYT NMPUMEHATHCS AJISI OTPAHUYEHUS WIM MUHHUMH3ALUN
arperauuu ciutoro Oenka penenropa @POC u moBblmeHUs pacTBOPUMOCTH Oesika. bbuio
NOKA3aHO, YTO TMOAXOASIINE IOBEPXHOCTHO-aKTHBHBIE BEINECTBA B HTAHHOM JIOKYMEHTE
HEMOHOT€HHbIE W MOTYT BKJIOUaThb IIOBEPXHOCTHO-aKTHBHBIE BEILIECTBA, KOTOPbIE HMEIOT
NOJMOKCUATUIICHOBBI  pparMeHT. IIpuMepsl NOBEPXHOCTHO-aKTHUBHBIX BELIECTB B 3TOH
KaTeropuM BKJIIOYAIOT: nosucopOar 20, noiucopbar 80, monokcamep 188, mOMMITHIIEHITTUKOND
3350 u ux cmecu. IIoBEpXHOCTHO-aKTUBHbBIE BELIECTBA B COCTABAX MOIYT NPHCYTCTBOBAaTh B
kosuecTse ot okoiyio 0,02% no okoso 0,1% maccel Ha 0ObeM (Mac./00.) u Oonee THITUYHO OT
okouo 0,02% no okono 0,04% (mac./06.). B HEKOTOPBIX ClTydasX KOHLEHTPALHs TOBEPXHOCTHO-
aKTUBHOTO BelecTBa cocraBisieT okoyio 0,02% (mac./00.), okomo 0,03% (mac./00.), okoJo
0,04% (mac./06.), okono 0,05% (mac./00.), okono 0,06% (mac./06.), okono 0,07% (mac./00.),
okoJio 0,08% (mac./00.), okono 0,09% (mac./06.) wnu okono 0,1% (Mac./00.).

Tepmocmabunuzamopol

[0090] TepmocTabunm3aTopbl AJisi MPUMEHEHUS B AAHHOM JOKYMEHTE OTHOCSTCS K
UHTPEIUEHTAM, KOTOpbIe O0ECIEeYHBAIOT TEPMOCTAOMIBHOCTh MPOTHUB TEIUIOBOH JAEHATYpPALUH
ciutoro Oenmka peuentopa ®POC, a Takke 3alMIIAIOT OT NOTepU 3PPEKTUBHOCTH MU
akTUBHOCTH ciroro Oenka penentopa @PIC. Iloaxonsamue TepMoCTaOUIN3aTOPHI BKIIOYAIOT
caxapa U MOTYT IPEACTaBISTh COOOH caxapo3y, Tperajosy, COpOUTON MM MaHHUT HJIH MOTYT
NPEACTaBIATh COO0H aMHUHOKUCIIOTHI, Hanpumep, L-niponuH, L-aprunns (Hanpumep, L-aprunun
MOHOTHPOXJIOPUA) MM TaypuH. Kpome TOro, TepMOCTaOMIN3aTOPBl TAKXKE MOTYT BKIIOYAThH
3aMeIIeHHbIe aKPUJIAMU/IBI WIIN MTPOMAHCYJIb()OHOBYIO KUCIOTY MIIM MOTYT MPEACTABISTH COOOH
COEMHEHUs], MOOOHBIE TIIHLEPHHY.

[0091] B HexkoTOpBIX ciay4asx MpencTaBiI€HHbIE B JAHHOM JOKYMEHTE COCTaBbl

BKJIFOYAIOT KaK caxap, TaKk U TaypHH, caxap M aMUHOKHUCJIOTY, caxap U MPOIMAaHCYJIb(OHOBYIO
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KUCJIOTY, caxap M TaypuH, IMLEPUH U TAypUH, MIULEPUH U MPONAHCYIb()OHOBYIO KHUCIOTY,
AMMHOKHCJIOTY U TaypuH, WIM aMUHOKHCIOTY U MponaHcynb(oHOBY0 kuciaoty. Kpome Toro,
COCTaBBbl MOTYT BKJIFOYATh Caxap, TAYpPHH U MIPONAHCYJIb(OHOBYIO KUCIOTY, MIULEPUH, TAYPUH U
NPOTAHCYIb(POHOBYIO KUCIOTY, a TaKXe L-ponuH, TaypuH 1 NponaHcyIb(QOHOBYIO KHCIIOTY.

[0092] B BapmaHTax OCYINECTBJEHHS JTaHHOrO M300pPETeHUs, KakKk [PaBuUIIO,
TEPMOCTA0MIIM3aTOPbl MPUCYTCTBYIOT 1O OTHAENBHOCTH, Ka)KABI HE3aBUCUMO IPUCYTCTBYET B
KOHLEHTPALMK WM TNPUCYTCTBYeT B KOMOWMHAIMU B OOWIeH KOHIEHTPAlMU OT OKoyo 2%
(mac./06.) mo oxono 10% (mac./00.) unu ot 4% (mac./00.) mo okono 10% (mac./00.), uau ot
okojio 4% (mac./06.) no okono 9% (mac./06.), wiu ot okojo 5% (mac./06.) no okono 8%
(mMac./06.). TepMocTaOMIH3aTOPBI B COCTABE MOTYT UMETh KOHLIEHTpALUO OKoJo 2% (Mac./00.),
okoJi0 2,5% (Mac./00.), okoso 3% (Mac./00.), okoso 4% (mac./00.), okono 5% (mac./06.), okoJo
6% (mac./00.), okono 7% (mac./00.), okono 8% (Mac./00.), okono 9% (mac./00.), okono 10%
(mac./06.) unu okono 20% (Mac./00.).

[0093] UYro kacaercs TaypuHa H TPONAHCYJIb(OHOBOH KHCJIOTBL, B BapHAHTE
OCYLIECTBICHUS M300PETEHHUs 3TH TePMOCTaOMIM3aTOPbl MOTYT MPUCYTCTBOBATh B COCTaBaX B
KOHLIEHTPALMSIX OT OKOJIo 25 MM o okoso 100 MM, u 6onee Tunnvao OT okoso 50 1o okojo 75
MM (TI0 CpaBHEHHIO C APYTHMH TEPMOCTAOMIN3ATOPAMN).

Crudicarowue 643k0cms azennol

[0094] CHmxaroume BsI3KOCTh ar€HThI, KaK MPaBUJIO, UCTIONB3YIOTCS JJIsI YMEHbIIEHUs
WIN TpefoTBpalneHust arperaiu Oenka. CHIDKAOIIME BA3KOCTb Are€HThl ISl BKJIIOUEHHUS B
JAHHOM JIOKYMEHT€ BKJIIOYAKT. HATPUH XJIOpUA, MarHuil xjopun, D- wunm L-aprununH
(nanpumep, L-apruHuH MOHOTMAPOXJIOPHN), JIU3UH WM UX cMecu. Korna oHM MpUCYTCTBYIOT B
JAHHOM JOKYMEHTE, CHIDKAIOLIUE BA3KOCTb are€HTbl MOTYT NPUCYTCTBOBAaTb B KOJNUYECTBE OT
okosio 10 MM 10 okoso 100 MM, u Gosiee TUnU4HO OT O0k0JI0 30 MM 110 OkoJI0 75 MM, U Haxe
Gonee TunuyHO OT OKONO 40 MM mo okoso 70 MM. B HEKOTOpPBIX Ciydasix CHMIKAIOLIHH
BS3KOCTb areHT MPUCYTCTBYET B KoaudecTse okoso 10 MM, okono 15 MM, okono 20 MM, okoJio
25 MM, okoso 30 MM, okoso 35 MM, okomno 40 MM, okono 45 MM, okoso 50 MM, okono 55
MM, okoo 60 MM, okono 65 MM, okomno 70 MM, okonio 75 MM, okosio 80 MM, okoJio 85 MM,
0k0510 90 MM, ok0110 95 MM unu okoiao 100 MM.

Baskocmws cocmasa

[0095] CocTaBel B COOTBETCTBUHU C BapUAHTAMU OCYLIECTBJICHHUS, OMIUCAHHBIMU B IaHHOM
IOKYMEHTE, TaKK€ MOTYT MMETh (hapMalleBTHUECKH NMPUEMIIEMYIO BSI3KOCTb ISl OKYJIIPHOTO
BBEJICHUS], HAIIPUMeEp, AJI1 UHTPAaBUTPEAbHON HHBbEKLMU. BA3KOCTb, Kak MpaBUJIO, OTHOCUTCS K
Mepe COMPOTHBIICHUS XHIKOCTH, KOTOpas NeOPMHUPYETCS WM HANpsDKEHUEM CIBUTA, JIHOO
PACTATUBAIOLINM HANPsDKEHUEM (KaK MPaBHIIO, U3MEPSETCs] CITOCOOAMH, U3BECTHBIMU B TAHHON
00JIaCTH TEXHHUKH, HalpUMepP, BUCKO3UMETPOM WIIH PEOMETPOM). TUIHYHBIE BA3KOCTH COCTABOB
B COOTBETCTBUHU C BAPUAHTAMHU OCYLIECTBJIEHUS B JAHHOM JIOKyMEHTE COCTaBJISIFOT OT OKoJio 5,0
cIl (canrunyas) no oxoio 15 cIl, ot okono 11 cIl no oxono 14 cIl, ot okono 12 cIl go okono 15
cIl mnmm ot okono 11 cIl no okomo 12 cIl. Takum ob6pa3om, BSI3KOCTb COCTaBa B JaHHOM

JOKYMEHTE MOXKET cOCTaBsITh 0koJio 5,0 cIl, okono 6,0, okono 7,1 clIl, oxono 7,2 cll, okono 7,3
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cIl, oxono 7,4 clIl, okono 7,5 clIl, okono 7,6 cll, okono 10 cIl, okomo 10,5 cIl, okoso 11,0 cIl,
okoJio 11,5 cIl, okono 12,0 cIl, okoso 12,5 cll, okono 13,0 cll, okono 13,5 cll, okono 14,0 cll,
okoJo 14,5 cIl unu okono 15,0 cIl (Hanpumep, npu usmepenun mpu 20 °C).

[0096] Pa3nuunble BapuaHTBl OCYINECTBJCHHS B JAHHOM JOKYMEHTE HE TpeOyroT
BKJIFOUEHUS] HEOPraHW4YeCKOW COJM WM JPYyroro CHIJKAIOLIEr0 Bs3KOCTh areHra Ui
MOJIEP’KaHMUS 3TUX B BBICOKOW CTENEHU MOAXOAALIMX BsizkocTeil. Kak mpaBuio, 11si pacTBOPOB
C BBICOKOI KOHLIEHTpauueil OenkoB HEeOOXOIUMBI CHIDKAIOIIME BS3KOCTb AareHTHI, YTOOBI
m3bekaTh arperaiuu Oenka u 0ojiee BBICOKOW BSI3KOCTH, YTO 3aTPYIHSET WHTPABUTPEATbHYIO
UHBEKIUIO COCTABOB U CHUKAET aKTHUBHOCTB ciuToro Oenka peuenropa ®POC. Takum obpazom,
BApUAHTBl OCYINECTBJICHUS] B HACTOALIEM JOKYMEHTE BKJIKOYAIOT COCTABBI, KOTOpBIE
NPAKTUYECKU HE coziepkaT win He copepskat Hatpuil xynopua (NaCl), marauii xnopua (MgCla),
D- ywnu L-aprusus ruipoxXaopus, JTU3UH WIK APYTOM CHUKAIOIIUM BA3KOCTD areHT.

OcmonsneHocms cocmasa

[0097] OcMONsIBHOCTE TPEACTaBNIsIET COOOH BaskHeHIee CBONHCTBO HHBEKIIMOHHBIX
cocTtaBoB. JKenareapbHO, YTOOBI MPOIYKTHI COOTBETCTBOBAIHN (PH3HOJIOTHYECKHM OCMOTHYECKHM
ycnoBusiM. Kpome Toro, 0CMONISIIBHOCTD MOATBEPIKAAET HATMUNE PACTBOPHMOTO CONEPIKUMOrO B
pactBope. B OmHOM W3 BapHMaHTOB OCYLIECTBIEHHsS H300PETEHUS OCMOJISUIBHOCTh COCTaBa
COTJIACHO TAHHOMY M300pPETEeHUIO MEHbIIIE WIH paBHA OKOJIO S06 MMOJIB/KT Wit OT 0K0JI0 250 10
okoyio 506 Mmonw/Kr, Hanpumep, okojo 250, 260, 270, 280, 290, 299, 300, 310, 314, 315, 316,
324, 343, 346, 349, 369, 384, 403, 426, 430 wm 506 mmonb/kr. B BapuaHTe OCyIIeCTBICHHS
M300peTeHNsI OCMOJISIITBHOCTD HIKE OKOJIO 250 MMOJIB/KT.

Yucmoma u cmadbunsHoCms cCOCMAB06

[0098] OmucaHHble B JaHHOM JOKYMEHTE COCTaBbl, CONEpIKAaIlUe CIUTHIA OesoK
peuenrropa ®POC B BBICOKOH KOHLEHTpAIMH, CTAOMJIbHBI NPH NPOU3BOACTBE M XPAHEHMUH.
TepmuH «cTaOUIIBHBINY» B JAHHOM AOKYMEHTE OTHOCUTCS K COCTaBaM, KOTOPbIE CofepkaT Oenku
peteniropa @POC, KOTOpBIE COXPAHSIOT KaK XUMUYECKYIO, TaK U (PU3MUECKYIO CTaOWIBHOCTD B
TEYEeHHE TMEePHOAA M3TOTOBJIEHHS] M XPAHEHUsI COCTaBa, HAMPUMEp, KOTOpPbIE MOIAEPKHBAIOT
LEJIOCTHOCTD M HMMET MHHHMMAJbHYIO NEeTrpajalfio, IACHATYPAIMI0 WIA pPa3BOPAYHBAHUE.
CrabunbHocTh Oenka penentopa DOPOC moxker ObITh OmnpeneseHa ¢ HCIOJNb30BAHHEM
AHAJIUTUYECKNX METOJOB, IOCTYNMHBIX B JaHHOH OONACTH TEXHHKH, TPH Pa3IUYHBIX
TEMIeparypax W B TEYEHHE pA3HbIX I[IEPUONOB BPEMEHH. B YacTHOCTH, XUMHUYECKas
crabunpHOCTD (3 dexTuBHOCTD) pereniropa PPIC MoskeT OBITH ONpeaesieHa ¢ UCIOIb30BAHHEM
Pa3MUYHBIX OMOJIOTHUECKUX aHain30B (Hampumep, kierouHas jguausi BAF/3 VEGFR1 /EPOR
ucrions3yercs s onpeneneHus csizbiBaaug PPICiss cnurbiMu Oenkamu peuentopa OPIC,
ONMCAHHBIMH B JAHHOM JOKYMEHTE), U (u3mdeckast CTabMIbHOCTD MOXKET OBITh ONpenesieHa ¢
NOMOIIBEO  aHAJNM3a METOJOM OKCKIFO3MOHHOH xpomarorpaduu (SE), 3KCKIIFO3MOHHON
xpomatorpadpun (SE) UPLC (cBepxdpdexTuBHON KUAKOCTHON Xpomarorpaduu), BHELIHETO
Buna, OIl, pH, oOpa3oBaHMs OTIMYAIOIINXCS 3apsAAOM BApUAHTOB M CKOPOCTH OOpa30BaHUS

BbICOKOMONEKYJISIpHbIX (BM) coenmnnenuit. CrabunbHblll ciutbiii Oenok penentopa ®POC
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npencTasisier coOoit OeyloK, KOTOPBIH AeMOHCTPUPYET OrpaHHuYeHHOe n3MeHeHue B ceoeit OIl,
pH, oOpa3zoBaHnM OTIMYAOIINXCS 3aPSAOM BApHAHTOB U 0Opa3oBanun BM coennHeHuit.

[0099] HMcnonb3yemblii B JAHHOM JOKYMEHTE TEPMHUH «BBICOKOMOJEKYJsipHOEe» (BM)
COEIMHEHHE B OTHOLIEHHM COCTaBa, Cojeprkalero aaHHywo JjoBymky PPOC (mampumep,
admubepuent), OTHOCHTCS K JIFOOOMY COEAMHEHMIO, MOJHIENTUAY WIH TOJUICITHIHOMY
KOMILJIEKCY, B COCTaBe, KOTOpPOE€ J3JIOUPYETCs M3 SKCKIO3MOHHON KoJoHKM (Hampumep, SE-
UPLC) nepen (Hanpumep, ¢ Ooee BLICOKOH MOJNEKYIIPHON MacCOl) MOJUNENTUIOM-JIOBYIIKOM
®POC w/mnu ero romonumepom. IIporenTr BM coenuHEHMH OTHOCHTCS K TPOLIEHTY TaKHX
COEAMHEHUH MO0 OTHOLIEHHIO K O0IIEeMY KOJIMYECTBY MOJUIENTHAOB B KOMIIO3HLIUH, HAIIpUMep,
cornacHo ananusy meronom SE-UPLC.

[00100] B BapuaHTe ocyIuecTBIeHHs U300peTeHMs, Kak Oojiee mOAPOOHO 0OCYKAaeTCs B
NpuBeACHHBIX Hike [IpuMepax, cTaOWIbHBIE COCTaBbl JEMOHCTPHUPYIOT 3HAYUTENBHYIO
AKTUBHOCTh M (PU3UYECKYIO CTaOMIBHOCTD ciuToro Oenka peuentopa ®POC B TedeHue nepuona
1o 12 mecsites, 10 24 mecsites w/wim 10 36 MecsleB, IPU XPAHEHUHU TIPU TEMIIEPAType OT OKOJIO
2 °C no oxouo 8 °C.

[00101] B BapuanTe oOCyImecTBICHHsS W300pPETeHHUsT COCTaB COTJIACHO JaHHOMY
M300pETEHHIO MPENCTABIISAET COOOM COCTaB, KOTOPBIH:

IIpumepHo uepes 28 cyTok mpu Temrepatype okoso 37 C umeer okono 3, 5, 10, 11, 12,
13, 14, 15, 16, 17, 18, 20, 30, 35 wmm 37% (umu 10-15%, nmm 15 -20%, umm 10-20%)
yBEJINYEHHE BBICOKOMOJIEKYJISIPHBIX COSAMHEHUN (Hanmpumep, NMpU U3MepeHHH ¢ noMompro SE-
UPLC wnu SEC)

IIpumepHoO 4epes 28 CyTok Tpu TemrepaType okojo 37 “C umeer okono 5, 6, 9, 10, 11,
12, 13, 14, 15, 16, 17, 18, 19, 20, 21 wnu 22% (unu 5-20%, umu 5-10%, unu 10-15%, win 15-
20%) yMeHbIlIEeHHEe OCHOBHOTO COeNMHEHHsI (Hampumep, Kak u3mepeHo ¢ momoiubio SE-UPLC
w SEC)

ITpumepno depe3 28 cytok mpu Temmnepatype okoso 37 °© C, umeer okono 80, 81, 82, 83,
84, 85, 86 wim 87% (wnu okono 80-85%) wmiam Gonee Oesika B BUIE OCHOBHOTO COEIUHEHHS
(mampumep, kak usmepero ¢ nomourpo SE-UPLC unmu SEC)

ITpumepHo uepes3 28 cytok npu Temnepartype okoio 37°C umeer oxouso 1, 1,5 unu 2%
(umn  1-2%) yBenuvyeHHWE HU3KOMOJIEKYJISIPHBIX COENWHEHHH (Hampumep, KaKk H3MEPEeHO C
nomotibto SE-UPLC unu SEC)

IIpumepHo uepe3 oauH Mecsl npu Temneparype okoio 37°C umeer okono 16%
YBEJINYEHHE BBICOKOMOJIEKYJISIPHBIX COEAMHEHU;, W/nuiau okoyo 17% yMeHbIIEHHEe OCHOBHOTO
coenuHeHust 1/unu okoo 0,5% wmnu <1% yBenndeHne HU3KOMOJICKYIIIPHBIX COSIUHEHNUHN; W/ 1IN
4yepe3 OKOJIO ABa Mecsma mpu Temnepatype okojo 5 °C, umeer okono 1% ymeHblieHHe
OCHOBHOTO COEIUHEHHs WHiIu OKoJo 1% yBennMueHHe BbICOKOMOJIEKYJIIPHBIX COCTUHEHUI
WY OTCYTCTBHE 3HAUUTENBHBIX WJIM ONpEAesIeMbIX KOJMYECTB HU3KOMOJIEKYJsIpHbIX (HM)
COCMHEHUI, /WM Yepe3 OKOJIo 2 Mecsua npu temmeparype okosio 5 °C, umeer okono 97%
OCHOBHOTO coerHeHus1 (HanpuMmep, kak mmepeHo ¢ nomounsio SE-UPLC unmn SEC)

IIpumepHo uepes 12 Mecsues mpu TemmepaType okojo 2-8 C umeer okojo 3-3,5%
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YBEJIINYEHHE BBICOKOMOJIEKYJISIPHBIX COEAMHEHHUH (Hampumep, Kak H3MepeHO ¢ momouibio SE-
UPLC unu SEC)

IIpumepHoO 4epes 12 Mecsies mpu TemrepaType okono 2-8 C uMeeT MeHee 4eM OKOJIO
1% wmm 1, 2, 3 wmn 4% (Hanpumep, 1-4% wnu 3-4%) CHUKEHHE OCHOBHOTO COEAMHEHUS
(nanmpumep, kak usmepsercs ¢ nomoibso SE-UPLC nnu SEC)

IIpumepHO uepes 12 Mecsues npu Temmeparype okoso 2-8 “C, umeet okono 94 umu 95%
i Gonee Oenka B BHIE OCHOBHOTO COENMHEHUs (HApuUMep, Kak M3MepeHo ¢ momoinsio SE-
UPLC wnu SEC)

IIpumepHO 4epe3 3 Mecsia npu TemmepaType okono 2-8 C umeer okono 1 mmm 2%
YBEJINYEHHE BBICOKOMOJIEKYJISIPHBIX COEAMHEHUH (Hampumep, Kak H3MepeHO ¢ momouibio SE-
UPLC unu SEC)

IIpumepHO uepes 6 Mecsues pH TemmepaType okoio 2-8 'C umeer okomno <1, 1 wu 2%
YBEJINYEHHE BBICOKOMOJIEKYJISIPHBIX COEAMHEHHUH (Hampumep, Kak H3MepeHO ¢ momouibo SE-
UPLC unu SEC)

IIpumepHo uepes 5'/> umm 6 Mecsues mpu TeMmepaTtype okoo 5 C, umeer okomno 2,5, 3,0
wi 3,5 (wm okono 2,5-3,5%) o0mero KojudecTBa BbICOKOMOJICKYJISIPHBIX COENUHEHUM
(mampumep, kak m3mepero ¢ nomoirpio SE-UPLC wnu SEC).

IIpumepHo yepe3 6 MecsleB Npu Temmeparype okojo 2-8°C uMeeT MeHee 4eM OKOJIO
1%, v 1, wm 2% (wm oxono 0,5-2% wumn 1-2%) yMeHbleHHe OCHOBHOTO COSHUHEHHUS
(marmpumep, kak m3mepero ¢ nomotrpio SE-UPLC wiu SEC)

ITpumepno uepe3 6 mecsueB npu temneparype okoso 2-8 °C, umeer okosno 96, 97 unm
98% (umm 96-98%) mnu Oonee Oenka B BUIe OCHOBHOIO COSAMHEHUs (HAPUMeEDP, KaK U3MEPEHO
¢ nomobto SE-UPLC nmu SEC)

IIpumepHO Yepes 24 Mecsles Ui 36 MecsIeB Mpu TemrepaType okono 2-8 “C, umeer
MeHee ueM OKOoJIo S5 wiu 6, uin 7% (Hanpumep, okono 1,5, 2, 3, 4 wu 5%) (wnu 1,5-5% v 1,5-
2,5%) yBeauueHHe BHICOKOMOJIEKYJIIPHBIX COeNMHEHUH; u/unu umeer okoio 3,0, 3,25, 3.5, 4,0,
4.5 unu 5% o01ero KoJu4ecTBa BHICOKOMOJIEKYJISIPHBIX COSAUHEHMI; W/ uiu okoyio 2 uiu 3%
(unmn 2-3%) OCHOBHOTO COENWHEHHs, W/UiaH 00lIee KOJMYECTBO OCHOBHOTO COEIMHEHHs OKOJIO
95 wm 96% wunu Gonee (nwmu 95-96%) (Hanpumep, kak m3mepeHo ¢ nomomeio SE-UPLC wn
SEC)

IIpumepHo uepe3 1 mecsn npu temnepatype okojio 37°C B cocTaBe CONEPIKUTCS OKOJIO
97, 98, 99 mu 100% (umm 97-100%) adnudepuenTa, KOTOPBIA MOXKET OBITh U3BJIEUEH METOIOM
RP-HPLC

Cpa3y mnocne mnojgydeHuss U OYUCTKU cojepkuT menee 1,5, 2, 2.5, 3,0 umu 3,5%
BBICOKOMOJIEKYJISIPHBIX COEAMHEHUH (Hampumep, kak usMmepero ¢ nomombio SE-UPLC wumm
SEC)

ITpumepro depe3 6 mecsies npu temreparype okoio 37 °C, uMeer mo MeHbIIel Mepe
okoino 70% wmmm 75% (mampumep, 70-75%) adamOepuenta B KauyecTBe OCHOBHOTO
COEMHEHUs/OCHOBHOTO TMHKa (Hampumep, Kak M3MEPEHO C TIOMOLIBI0 KaIMJUIIPHOTO

u3oaniekTpuueckoro ¢okycuposanuss (clEF) wmnu  uzosnexTpuueckoro (HOKyCHPOBAHUS C
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NOCTOSIHHBIM JIETEKTUPOBAHUEM IO BCEeW MJMHE Kammuisipa) (HEKUCIOTHBIE U HEOCHOBHBIE
COEIMHEHMS])

IIpumepHo uepes 36 Mecsues npu TemmnepaType okoso 2-8 'C, umeer okoso 1 umu 2%
(umn  1-2%) yBenuueHue KUCIBIX COENUHEHWH (Hampumep, Kak H3MEPEHO C IOMOILNbBIO
KamWUIBIpHOrOo  u3odjekrpuueckoro  ¢oxycupoBanus (clEF) wnm  u3osnexrpuueckoro
(oKkycHpOBaHHUS C MOCTOSHHBIM A€TEKTHPOBAHHUEM I10 BCEl JUTMHE KAIIILIPa)

IIpumepHO 4epes 36 Mecsues mpu Temmeparype okono 2-8 “C, umeer okosno 1% umu
MEHee CHIDKEHHEe OCHOBHOTO COEAMHEHUs//OCHOBHOTO MNHKa (HAMpUMep, KaK H3MEpPEeHO C
TIOMOIIBIO KAMMLUISIPHOTO M303jiekTpudeckoro pokycuposanus (cIEF) v u3031€KTpUYECKOro
(bOKyCHpPOBaHHUS C MOCTOSTHHBIM IETEKTHPOBAHUEM I10 BCEH JTMHE KAIMILISIPA)

IIpumepHO 4epe3 36 Mecsues mpu TemmepaType okomo 2-8 C, mmeer okono 78-79%
OCHOBHOT'O COEIMHEHUs/OCHOBHOTO MUKA (HANpUMep, KaK U3MEPEHO ¢ MOMOIIBIO KAHJUIIPHOTO
usoaniektpuueckoro ¢okycupopanus (clEF) wnmu  u3osnexTpuueckoro (HOKYCHUPOBAHUS C
MIOCTOSIHHBIM JIETEKTHPOBAHUEM TI0 BCEH AJTMHE KAIUILIAPA)

w/ v

IIpy uMHTpaBUTpeaNbHOM BBEAEHUM MIEKONMUTAIOLIEMY, TAKOMY KaK 4eJOBEK, KPOJIMK
WIN MBIIb (HapuMep, C aHTMOTEHHBIM 3a00JIeBaHMEM IJa3, TaKUM Kak BiaxHas BMJI), He
BBI3BIBAET KAKUX-TMOO HEKENATeNbHBbIX SIBJICHUH, KOTOPbIE KJIMHUYECKH OTJINYAOTCA OT
HaOJromaemMbIX Uit Dityiea (Hampumep, koraa Diiea BBOIAT UHTPABUTPEATbHO B no3e 0,5 wim
2,0 Mr), WiM He BBI3bIBAET KJIMHUYECKH 3HAUYMMOTO BOCIMAJEHUS B TJa3y, MJIHTEIBHOTO
NOBBbIIEHNsT BHyTpurinasHoro naeieHus (BI'/[), niuTenpHOro MNOBBINEHHUS WJIW CHIDKEHUS
apTepUabHOTO JABJIEHUS U/UIM OTCIOEHHSI CETYATKH.

[00102] Kpome TOro, B BapHaHTE OCYLIECTBIEHHsS HW300PETEHUs] CIUThIE OEIKH
peuenropa ®POC B BBICOKOH KOHLEHTPALMU SIBISIOTCSl CTAOMJIBHBIMH, ITOCKOJIBKY OHH
JAEMOHCTPHPYIOT HEOOJbIIOE 00pa30BaHIe OTINYAOIIUXCS 3aPSA0M KHCIOTHBIX BAPUAHTOB MJIH
€ro OTCYTCTBHE B TMpOLECCe TOJYYCHUs M XpPaHEHHs, Hampumep, HeOonblioe oOpa3oBaHue
OTIIMYAIOIIMXCS 3apsiIOM BapHAaHTOB WJIM €ro OTCYTCTBHE, KaK ObUIO MpPOTECTUPOBAHO,
HarpuMep, ¢ TOMOLIBI0 H303JIEKTPHYECKOr0 (POKYCHPOBAHHS C TIOCTOSHHBIM JIETEKTHPOBAHUEM
O BCEW JIMHE KaImUJLIsApa.

[00103] B BapuanTe OCyIIeCTBICHHUsS W300pETeHHUsT COCTaB COTJIACHO JaHHOMY
U300pETEHHIO CONEPIKUT MEHee YeM HIH 0KoJio 8% HuskomonekysipHeix (HM) coennHenuil.

[00104] B Bapuante oOCymecTBICHHUsS W300pPETeHHUsT COCTaB COTJIACHO JaHHOMY
u3obpereHno conepxkutr meree yem okojyio 0,2, 0,4 wmu 0,5 ED (egwHHMI 3HIOTOKCHHA)/MIT
SHIOTOKCHHA,

[00105] B Bapuante oCymecTBICHHs W300pPETeHHUsT COCTaB COTJIACHO JaHHOMY
M300pPETEHNI0 MO CYINECTBY HE CONEP’KUT TBEPABIX HYACTHI] WJIM TBEPABIX YACTHIl Pa3MEpPOM
okojio 1, 2, 5, 10, 25 unmm S0 mukpomerpos (uiu Ooiee).

[00106] B BapmaHTe OCyIIeCTBIEHHUS U300peTEHHs, KOrna COCTaB COIJIACHO AaHHOMY

u3obpereHno anamusupyercsi ¢ nomoupio KO-JICH B HeBOCCTaHABIMBAIOIIUX YCIOBUSIX
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(KarmIUTApHBIA 3J7eKTpodope3 B MPHUCYTCTBUU NOACLIICYIb(ara HATPuUsi), MO MEHbIIEH Mepe
97% oO1meit mIomaan MUKa SBJISIETCS] OCHOBHBIM ITHKOM.

[00107] B BapuaHTe OCyIIeCTBJIEHUS U300peTEeHHUs, KOrna COCTaB COMIACHO AaHHOMY
u3o0peTeHno aHanmusupyercss ¢ nomoupro skckmo3nonHoil UPLC (SE-UPLC), nmo meHblueit
mepe 93, 94 unu 95% oOmeit mIomany NuKa COCTaBIsAeT OCHOBHOM MUK U MEHbBIIE WM PABHO
3,5, 4, 5 unu 6% sIBIAETCS arperaTom.

[00108] B BapmaHTe OCYINECTBJEHUS H300pETEHHsI COCTaB COIMJIACHO JaHHOMY
n3006peTenmto xpanutes npu okoo 2 C, 3 °C, 4 °C, 5°C, 6 °C, 7 °C unu 8 °C, 2-8 °C (nanpumep,
cpennsia Temneparypa S °C), 23 °C, 25 °C, 30°C unu 37 °C.

Hunrocmpamuenvie cocmasnl

[00109] UnmmrocTpaTUBHBIE COCTaBbI, comepkamnque ciuThbiii Oenok pernenrtopa ®POC B
BBICOKOW KOHLIEHTPALIUH, BKIIFOYAIOT CIEAYIOLIEe:

[00110] CoctaB A: 80 mr/mn apaudepuenta, 10 MM Oydepa Ha ocHOBe TucTUIUHA, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopdara 20 u 40 MM HaTpwmii xnopuna, ¢ pH ot 5,8
1o 6,2.

[00111] Coctas B: 80 mr/mn admubepuenta, 10 MM Oydepa Ha ocHoBe docdata, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopdara 20 u 40 MM HaTpwmii xyopuna, ¢ pH ot 5,8
1o 6,2.

[00112] Cocta C: 80 mr/mn admmbepuenrta, 10 MM Oydepa Ha ocHOBe mmrpara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopbara 20 u 40 MM HaTpwmii xyopuaa, ¢ pH or 5,8
I0 6,2.

[00113] CoctaB D: 80 mr/mn apnubepuenta, 10 MM Oydepa Ha ocHOBe rucTuanHA, 5%
(mac./06.) caxapossl, 0,03% (Mac./06.) monucopbara 80 u 40 MM Hatpwuii xopuna, ¢ pH 6,2.

[00114] Cocras E: 80 mr/mn adnubepuenrta, 10 MM Oydepa Ha ocHoBe (ocdara, 5%
(mac./06.) caxapossl, 0,03% (Mac./06.) momucopbata 80 u 40 MM Hatpwmii xopuza, ¢ pH ot 5,8
Jo0 6,2.

[00115] CoctaB F: 80 mr/mn adaubepuenra, 10 MM Oydepa Ha ocHOBe murpara, 5%
(mac./06.) caxaposbl, 0,03% (mac./00.) monucopbara 80 u 40 MM HaTpwmii xnopuna, ¢ pH ot 5,8
10 6,2.

[00116] CoctaB G: 80 mr/mn adpnaudepuenta, 10 MM Oydepa Ha ocHOBe TucTUaNHA, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 20, ¢ pH ot 5,8 1o 6,2, u, Heobs3aTENbHO,
CMELHAIBHO UCKITI0YAsi CHIDKAIOLMN BSI3KOCTh areHT.

[00117] Coctas H: 80 mr/mn apmmbepuenta, 10 MM Oydepa Ha ocHOBe docdata, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 20, ¢ pH ot 5,8 1o 6,2, u, HeoOs3aTENbHO,
CMELHAIBbHO UCKITIOYasi CHIIKAIOLIMH BSI3KOCTD areHT.

[00118] Cocrar I: 80 mr/mn aduubepuenrta, 10 MM Oydepa Ha ocHoBe mmTpara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 20, ¢ pH ot 5,8 1o 6,2, u, Heobs3aTeNbHO,

CIICIHaJIbHO UCKJIHOYas CHI/I)KaI-OH_II/Iﬁ BA3KOCTb arcHT.
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[00119] Cocrtas J: 80 mr/mn adnubepuenra, 10 MM Oydepa Ha ocHOBe rucTuanHa, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 80, ¢ pH ot 5,8 1o 6,2, u, Heobs3aTENbHO,
CTIELMAJIbHO UCKITIOYasi CHHIKAIOLIHH BSI3KOCTh areHT.

[00120] Cocras K: 80 mr/mn apmubepuenrta, 10 MM Oydepa Ha ocHoBe docdata, 8%
(mac./06.) caxaposbl u 0,03% (mac./06.) nonucop6ara 80, ¢ pH ot 5,8 1o 6,2, u, HeoOs3aTENBHO,
CTIELMAJIBHO UCKITIOYAsi CHHIKAIOLIMH BSI3KOCTD areHT.

[00121] CoctaB L: 80 mr/mn aduubepuenra, 10 MM Oydepa Ha ocHoBe mmrpara, 8%
(mac./00.) caxapossl u 0,03% (mac./00.) monucopbara 80, ¢ pH ot 5,8 1o 6,2, u, HeoOsI3aTENbHO,
CTIELHAIbHO UCKJTIOYasi CHIDKAIOLIHIA BI3KOCTD areHT.

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

[00123] CoctaB N: 150 mr/mn adpmubeprenta, 10 MM Oydepa Ha ocHOBe docdara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopdara 20 u 40 MM HaTpwmii xnopuna, ¢ pH ot 5,8
1o 6,2.

[00124] CoctaB O: 150 mr/mn admubepuenta, 10 MM Oydepa Ha ocHOBe nuTpara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopdara 20 u 40 MM HaTpwmii xyopuna, ¢ pH ot 5,8
1o 6,2.

[00125] Cocras P: 150 mr/mn admubepuenta, 10 MM Oydepa Ha ocHOBe rucTunuHa, 5%
(mac./06.) caxapossl, 0,03% (mac./06.) nomucopbara 80 u 40 MM HaTpwmii xitopuna, ¢ pH 6,2.

[00126] CoctaB Q: 150 mr/mn adnubepuenta, 10 MM Oydepa Ha ocHoBe docdara, 5%
(mac./00.) caxaposbl, 0,03% (mac./06.) monucopdara 80 u 40 MM HaTpmii xsopuaa, ¢ pH or 5,8
J0 6,2.

[00127] CocraB R: 150 mr/ma adaubepuenta, 10 MM Oydepa Ha ocHOBe mutpara, 5%
(mac./00.) caxaposbl, 0,03% (mac./06.) nonucopbara 80 u 40 MM Hatpuit xaopuaa, ¢ pH ot 5,8
Jo0 6,2.

[00128] Cocras S: 150 mr/mn admubepuenta, 10 MM Oydepa Ha ocHOBe rucTuauHa, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 20, ¢ pH ot 5,8 1o 6,2, u, HeoOsI3aTENbHO,
CTIELHAbHO UCKJTIOYAsi CHIDKAIOLIHMI BSI3KOCTD areHT.

[00129] CocraB T: 150 mr/mn admubepuenta, 10 MM Oydepa Ha ocHoBe docdara, 8%
(mac./06.) caxapossl u 0,03% (Mac./00.) monaucopdara 20, ¢ pH ot 5,8 no 6,2 (manpumep, 6,2), u,
Heo0s3aTeNIbHO, CIIELUAIbHO UCKITOYasi CHIKAFOLIUI BI3KOCTb areHT.

[00130] CoctaB U: 150 mr/mn admubepuenta, 10 MM Oydepa Ha ocHOBe nutpara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 20, ¢ pH ot 5,8 1o 6,2, u, HeoOs3aTENbHO,
CMELHAIBbHO UCKITIOYasi CHIIKAIOLIMH BSI3KOCTD areHT.

[00131] Coctae V: 150 mr/min adpoubepuenta, 10 MM Oydepa Ha ocHOBe ructuauHa, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 80, ¢ pH ot 5,8 1o 6,2, u, Heobs3aTENbHO,

CIICIHaJIbHO UCKJIHOYas CHI/I)KaI-OH_II/Iﬁ BA3KOCTb arcHT.
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[00132] CoctaB W: 150 mr/mn aduubepuenta, 10 MM Oydepa Ha ocHOBe docdara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 80, ¢ pH ot 5,8 1o 6,2, u, Heobs3aTENbHO,
CTeLHabHO UCKJIFOYast CHIIKAIOIIUIN BSI3KOCTh AreHT.

[00133] CocraB X: 150 mr/mn adaubepuenta, 10 MM Oydepa Ha ocHOBe LuTpara, 8%
(mac./06.) caxaposbl u 0,03% (mac./06.) nonucop6ara 80, ¢ pH ot 5,8 1o 6,2, u, HeoOs3aTENBHO,
CTeLMAIbHO UCKJTFOYasi CHIDKAIOIIUH BSI3KOCTh Ar€HT.

[00134] CocraB Y: 80 mr/mn konGepuenra, 10 MM Oydepa Ha ocHOBe ructuauHa, 5%
(mac./00.) caxaposbl, 0,03% (mac./00.) monucopbarta 20 u 40 MM HaTpwmii xjopuna, ¢ pH ot 5,8
1o 6,2.

[00135] CocrtaB Z: 80 mr/mn kouOepuenta, 10 MM Oydepa Ha ocHoBe docdara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopbara 20 u 40 MM HaTpwmii xjopuna, ¢ pH ot 5,8
10 6,2.

[00136] CoctaB AA: 80 mr/mn xonOepuenra, 10 MM Oydepa Ha ocHOBe uTpara, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopdara 20 u 40 MM HaTpwmii xnopuna, ¢ pH ot 5,8
1o 6,2.

[00137] CoctaB BB: 80 mr/mun xoubepuenta, 10 MM Oydepa Ha ocHOBe rucTUANHA, 5%
(mac./06.) caxapossl, 0,03% (mac./06.) momucopbara 80 u 40 MM HaTpwmii xopuna, ¢ pH 6,2.

[00138] Coctas CC: 80 mr/mn xonbepuenra, 10 MM Oydepa Ha ocHOBe ocdara, 5%
(mac./06.) caxapossl, 0,03% (mac./06.) monucopdara 80 u 40 MM Hatpwmii xyopuna, ¢ pH or 5,8
1o 6,2.

[00139] Coctras DD: 80 mr/mn xonOepuenra, 10 MM Oydepa Ha ocHOBe muTpara, 5%
(mac./00.) caxaposbl, 0,03% (mac./06.) monucopdara 80 u 40 MM HaTpmii xsopuaa, ¢ pH or 5,8
J0 6,2.

[00140] Cocras EE: 80 mr/mn xouGepuenta, 10 MM Oydepa Ha ocHOBe ructuanHa, 8%
(mac./06.) caxaposbl u 0,03% (mac./00.) noaucop6bara 20, ¢ pH ot 5,8 1o 6,2, u, HeoOs3aTeNBHO,
CIELHABHO UCKJIFOYast CHIKAFOIIUI BI3KOCTh are€HT.

[00141] CoctaB FF: 80 mr/mn konGepuenta, 10 MM Oydepa Ha ocHoBe (docdara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 20, ¢ pH ot 5,8 1o 6,2, u, HeoOsI3aTENbHO,
CTELHAbHO UCKIIFOYast CHIDKAFOIIUI BI3KOCTh areHT.

[00142] CoctraB GG: 80 mr/mn xonOepuenra, 10 MM Oydepa Ha ocHOBe 1uTpara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 20, ¢ pH ot 5,8 1o 6,2, u, Heobs3aTENbHO,
CTELHATbHO UCKJIFOYast CHIDKAFOIIUI BI3KOCTh ar€HT.

[00143] Cocras HH: 80 mr/mn xonbepuenra, 10 MM Oydepa Ha ocHOBe rucTuauHa, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbata 80, ¢ pH ot 5,8 1o 6,2, u, HeobsI3aTENbHO,
CTeLHaTbHO UCKJIFOYast CHIDKAFOIIUIN BI3KOCTh AreHT.

[00144] Cocrag II: 80 mr/mn konOepuenrta, 10 MM Oydepa Ha ocHoBe docdara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 80, ¢ pH ot 5,8 1o 6,2, u, Heobs3aTENbHO,

CIICIHaJIbHO UCKJIHOYas CHI/I)KaI-OH_II/Iﬁ BA3KOCTb arcHT.
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[00145] Cocras JJ: 80 mr/mn koubOepuenrta, 10 MM Oydepa Ha ocHOBe mutTpara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 80, ¢ pH ot 5,8 1o 6,2, u, Heobs3aTENbHO,
CTeLHabHO UCKJIFOYast CHIIKAIOIIUIN BSI3KOCTh AreHT.

[00146] CocraB KK: 150 mr/mn xonbepuenta, 10 MM Oydepa Ha ocHOBe ructuansa, 5%
(mac./06.) caxapossl, 0,03% (mac./06.) momucopbata 20 u 40 MM Hatpwmii xjopuza, ¢ pH ot 5,8
10 6,2.

[00147] Cocras LL: 150 mr/mn koHGepuenta, 10 MM Oydepa Ha ocHoBe ¢ocdara, 5%
(mac./00.) caxaposbl, 0,03% (mac./00.) monucopbarta 20 u 40 MM HaTpwmii xjopuna, ¢ pH ot 5,8
1o 6,2.

[00148] CoctaB MM: 150 mr/mn konbepuenta, 10 MM Oydepa Ha ocHoBe nmtpata, 5%
(mac./06.) caxaposbl, 0,03% (mac./06.) monucopbara 20 u 40 MM HaTpwmii xjopuna, ¢ pH ot 5,8
10 6,2.

[00149] CocraB NN: 150 mr/mn xoHbepuenta, 10 MM Oydepa Ha ocHOBe ructuanHa, 5%
(mac./06.) caxapossl, 0,03% (mac./06.) nmomucopbara 80 u 40 MM HaTpwmii xopuna, ¢ pH 6,2.

[00150] CoctaB OO: 150 mr/mn xonbepuenta, 10 MM Oydepa Ha ocHOBe docdara, 5%
(mac./06.) caxapossl, 0,03% (mac./06.) monucopdara 80 u 40 MM Hatpwmii xnopuna, ¢ pH ot 5,8
10 6,2.

[00151] CoctaB MM: 150 mr/mn konbepuenta, 10 MM Oydepa Ha ocHOBe muTpata, 5%
(mac./06.) caxapossl, 0,03% (mac./06.) monucopdara 80 u 40 MM Hatpwmii xyopuna, ¢ pH or 5,8
1o 6,2.

[00152] Cocrar QQ: 150 mr/mn xoHOepuenTa, 10 MM Oydepa Ha ocHOBe ructTuanHa, 8%
(mac./006.) caxapossl u 0,03% (mac./06.) monucopbara 20, ¢ pH ot 5,8 1o 6,2, u, Heobs3aTENbHO,
CTeLHAbHO UCKJTFOYUast CHIIKAIOIIUHN BSI3KOCTh Ar€HT.

[00153] CoctaB RR: 150 mr/ma koubGepuenra, 10 MM Gydepa Ha ocHOBe docdata, 8%
(mac./06.) caxaposbl u 0,03% (mac./00.) noaucop6bara 20, ¢ pH ot 5,8 1o 6,2, u, HeoOs3aTeNBHO,
CIELHABHO UCKJIFOYast CHIKAFOIIUI BI3KOCTh are€HT.

[00154] CoctaB SS: 150 mr/mn xonbepuenra, 10 MM Oydepa Ha ocHoBe 1utpara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 20, ¢ pH ot 5,8 1o 6,2, u, HeoOsI3aTENbHO,
CTELHAbHO UCKIIFOYast CHIDKAFOIIUI BI3KOCTh areHT.

[00155] Coctae TT: 150 mr/mn koubepuenra, 10 MM Oydepa Ha ocHOBe ructuauHa, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 80, ¢ pH ot 5,8 1o 6,2, u, HeoOsI3aTENbHO,
CTELHATbHO UCKJIFOYast CHIDKAFOIIUI BI3KOCTh ar€HT.

[00156] CocrtaB UU: 150 mr/mn xonbepuenrta, 10 MM Oydepa Ha ocHOBe docdara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbata 80, ¢ pH ot 5,8 1o 6,2, u, HeobsI3aTENbHO,
CTeLHaTbHO UCKJIFOYast CHIDKAFOIIUIN BI3KOCTh AreHT.

[00157] CoctaB VV: 150 mr/mn xonbepuenrta, 10 MM Oydepa Ha ocHOBe uutpara, 8%
(mac./06.) caxapossl u 0,03% (mac./06.) monucopbara 80, ¢ pH ot 5,8 1o 6,2, u, Heobs3aTENbHO,

CIICIHaJIbHO UCKJIHOYas CHI/I)KaI-OH_II/Iﬁ BA3KOCTb arcHT.
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[00158] CoctaB WW: 140 wmr/mn ciuroro Oenka penentopa DPPIC (Hampumep,
apmmbepuenra), 10 MM Oydepa Ha ocHOBe ructuauna, 5% (mac./06.) caxapossl, 0,03%
(mac./06.) monmucopbara 20 u 50 MM TaypuHa, ¢ pH 5,8.

[00159] Cocras XX: 140 wmr/mn cmuroro Oenka peuentopa ®PPOC (Hampumep,
apnubepuenrta), 20 MM Oydepa Ha ocHoBe ructunuHa, 4% (mac./00.) mponuna, 0,03%
(mac./00.) monucopbara 20 u 50 MM aprunus rugpoxmnopuna, ¢ pH 5,8.

[00160] CoctraB YY: 140 wmr/mn cinutoro Oenka peuentopa PPOC (Hampumep,
apnmubepuenra), 20 MM Oydepa Ha ocHOBe rucTuauHA, 2,5% (Mac./00.) caxapossl, 2,0%
(mac./00.) mponuna, 0,03% (mac./06.) nonucopbara 20 u 50 MM TaypuHa, ¢ pH 5,8.

[00161] CoctaB ZZ: 140 wmr/mn cnutoro Oejka peuenropa DPPOC (Hampumep,
apmubepuenra), 10 MM Oydepa Ha ocHOBe rucTuauHa, 2,5% (Mac./00.) caxapossl, 2,0%
(mac./06.) mponuna, 0,03% (Mac./00.) monucopbara 20 u 50 MM aprunuH rugpoxjopuna, ¢ pH
5.8.

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

[00163] Cocra BBB: 140 wmr/mn cmuroro Oenka peunentopa ®POC (Hampumep,
apmmbepuenra), 20 MM Oydepa Ha ocHOBe rucTuamHa, 2,5% (Mac./00.) caxapossi, 2,0%
(mac./06.) mponuHa, 0,03% (mac./06.) monucopbdara 20 u 50 MM PSA, ¢ pH 5,8.

[00164] CoctaB CCC: 80, 100, 120 unmu 140 mr/mn ciauroro 6enka peuentopa @POC
(mammpumep, admubepuenta), 20 MM Oydepa Ha ocHoBe ructuauHa, 5% (mac./00.) caxaposbl,
0,03% (mac./06.) monucopbara 20 u 50 MM aprunus ruppoxsiopuna, ¢ pH 5,8.

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

[00166] Coctas EEE: 140 wmr/mn cinutoro Oenka penentopa ®POC (Hanmpumep
apnubepuenra), 20 MM Oydepa Ha ocHoBe ructuauHa, 5% (Mac./00.) caxaposbl u 0,03%
(mac./06.) monucopbara 20 u, HeoOs13aTenbHO, Oe3 TepmocTadbuimsaropa, ¢ pH 5,8.

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

[00168] CocraB GGG: 140 wmr/mn cimutoro Oenka peuentopa ®POC (Hampumep,
apmubepuenra), 20 MM ructuauna, pH 5,8; 5% caxapossr, 0,03% mnomucopbarta 20; 50 MM
HATpUi CyabdaTa

[00169] Cocras HHH: 140 wmr/mn cmutoro Oenka peuentopa ®POC (Hampumep,
apmmbepuenra), 20 MM ructuauna, pH 5,8; 5% caxapossr, 0,03% mnomucopbara 20; 50 MM
HATpHUI THOLMAHATA

[00170] Cocrtae II: 140 wmr/mn ciutoro Oenka peuentopa DPPIC (Hampumep,
apmmbepuenra), 20 MM ructupmna, pH 5,8; 5% caxapossi, 0,03% mnomucopbarta 20; 40 MM

HATpUM LUTpaTa
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[00171] CocrtaB JJJ: 140 wmr/mn cinutoro Oenka peunenropa DPPOC (Hampumep,
apmmbepuenra), 20 MM ructuamna, pH 5,8; 5% caxapossl, 0,03% mnomucopbarta 20; 50 MM
TJIULTHA

[00172] Cocras KKK: 140 wmr/mn cinutoro Oenka peuentopa ®PPOC (Hampumep,
apnubepuenra), 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 (mampumep,
apmubepuenra), 20 MM ructununa, pH 5,8; 5% caxapossl, 0,03% mnonucopbarta 20; 50 MM
JIM3UHA

[00174] CoctaB MMM: 140 wmr/mn cnutoro Oenka peuentopa ®POC (manpumep,
apmubepuenra), 20 MM ructununa, pH 5,8; 5% caxapossl, 0,03% mnomucopbarta 20; 50 MM
HaTpHil acnaprara

[00175] Cocra NNN: 140 wmr/mn cimutoro Oenka peuentopa ®POC (Hampumep,
apmubepuenra), 20 MM ructunmna, pH 5,8; 5% caxapossl, 0,03% mnomucopbarta 20; 50 MM
HAaTpHil riyTaMara

[00176] Cocras OOQO: 140 wmr/mn cmutoro Oenka peuentopa ®PPOC (Hampumep,
apmmubepuenra), 20 MM ructupmna, pH 5,8; 5% caxapossi, 0,03% mnomucopbarta 20; 50 MM
HaTpuil uurpata; S0 MM apruHuH rHAPOXJIOpUAA

[00177] Cocra PPP: 140 wmr/mn ciumroro Oenka peunentopa PPOC (Hampumep,
apmmbepuenra), 20 MM ructuamna, pH 5,8; 5% caxapossl, 0,03% mnomucopbarta 20; 50 MM
rnrHa;, 50 MM apruHuH ruapoOXJIopuaa

[00178] Cocra QQQ: 140 mr/mn cmutoro Oenka peuentopa PPOC (Hampumep,
apnubepuenra), 20 MM ructuguna, pH 5,8; 5% caxapossl, 0,03% mnonucopbara 20; 50 MM
HaTpuli acnaprata; 50 MM apruHuH ruApoOXJI0Opuaa

[00179] Coctas RRR: 140 wmr/mn ciouroro Oenka peuentopa ®PIC (Hampumep,
apnubepuenra), 20 MM ructununa, pH 5,8; 5% caxapossl, 0,03% mnonucopbarta 20; 50 MM
HaTpuil raytamara; S0 MM apruHuH ruapoXJIOpUaa

[00180] CocraB SSS: 140 wmr/mn cauroro Oenka peuentopa DPPOC (Hampumep,
apmubepuenra), 20 MM His, pH 5,8; 5% caxapossr; 0,03% nosnucopdarta 20; 10 MM L-aprunun
THIPOXJIOpHIA

[00181] Cocra TTT: 140 wmr/mn cnuroro Oenka peunenropa DPPOC (Hampumep,
apmubepuenra), 20 MM His, pH 5,8; 5% caxapossr; 0,03% nonucopbara 20; 100 MM L-aprusus
THIPOXJIOpHIA

[00182] Cocras UUU: 30 wmr/mn ciumroro Oenka penenropa ®POC (Hampumep,
apmmbepuenra), 10% caxapossl, 10 MM docdara, 0,03% nomucopdara 20, pH 6,2

[00183] Cocras VVV: 30 wmr/mn ciumroro Oenka peunenropa ®POC (Hampumep,
apmmbepuenra), 20% caxapossl, 10 MM docdara, 0,03% nomucopdara 20, pH 6,2

[00184] CocraB WWW: 60 wmr/mn cimutoro Oenka penenrtopa ®POC (Hampumep,
apmmbepuenra), 10% caxapossl, 10 MM ¢ocdara, 0,03% nomucopdara 20, pH 6,2

[00185] Cocrap XXX: 60 wmr/mn ciuroro Oenka peunenropa ®POC (mampumep,
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apmmbepuenra), 20% caxapossl, 10 MM docdara, 0,03% nomaucopdara 20, pH 6,2

[00186] CoctaB YYY: 120 mr/mn cioutoro Oenka peuentopa ®PPOC (Hampumep,
apmmbepuenra), 10% caxapossl, 10 MM docdara, 0,03% nomucopdara 20, pH 6,2

[00187] CocraB ZZZ: 120 wmr/mn cnuroro Oenka peuenrtopa PPOC (Hampumep,
adnubepuenra), 20% caxapossl, 10 MM ¢ocdarta, 0,03% noaucopbara 20, pH 6,2

[00188] CocraB AAAA: 120 mr/mn cnutoro Oenka peuentopa ®POC (Hampumep,
admubepuenra), 10% caxapossi, 10 MM docdara, 0,03% nmonucopbdara 20, S0 MM NaCl, pH 6,2

[00189] CoctaB BBBB: 120 mr/mn cnuroro Oenka peuenrtopa ®@POC (Hampumep,
apmubepuenra), 20% caxaposbl, 10 MM ¢ocdara, 0,03% nomucopdara 20, 50 MM NaCl, pH 6,2

[00190] Coctra CCCC: 140 wmr/mn cnuroro Oenka peuenrtopa @POC (Hampumep,
apmmbepuenra), 10 MM HaTpuii pocdata, 5% caxapossl, 40 MM HaTpuii xmopuna, 0,03% PS20,
pH 6,2

[00191] Cocras DDDD: 80 wmr/mn cinutoro Oenka penentopa ®POC (Hampumep,
apmubepuenra), 20 MM Oydepa Ha ocHOBe ructuamna, 5% (mac./06.) caxapossl, 0,03%
(mac./06.) momucopbara 20 u 50 MM L-aprunnsa MoHoruapoxiopuaa, ¢ pH 5,8.

[00192] Cocta EEEE: 120,0 mr/mn cnutoro Oenka penenropa ®POC (manmpumep,
apmubepuenra) (Hanpumep, +12 mr/mi), 20 MM Oydepa Ha ocHOBe rucTuauHa (Hampumep, + 2
MM), 5% (mac./06.) caxapo3bl (Hampumep, +0,5%), 0,03% (mac./00.) momucopbara 20
(marmpumep, 0,02-0,04%) u 50 MM L-aprunun monoruapoxnopuaa (Hanpumep, +5 MM), ¢ pH
5,8 (manpumep, 5,6-6,0 unu 5,5-6,1).

[00193] CocrtaB FFFF: 1133 mr/mn cautoro Genka peuentopa ®POC (Hampumep,
apnubepuenra) (Hanpumep, 102-125 mr/mi), 20 MM Oydepa Ha OCHOBE rHCTUAMHA (HApUMeEp,
+ 2 MM), 5% (mac./06.) caxaposbl (Hampumep, +0,5%), 0,03% (mac./006.) monucopbara 20
(marmpumep, 0,02-0,04%) u 50 MM L-aprunun moHoruapoxyiopuaa (Hanpumep, +5 mM), ¢ pH
5,8 (mammpumep, 5,6-6,0 unu 5,5-6,1).

[00194] CocraB GGGG: 114,3 mr/mn cauroro Oenka peuentopa ®POC (Hampumep,
apnmbepuenra) (Hanpumep, 103-126 mr/mi), 10 MM Oydepa Ha OCHOBE TUCTUANHA (HATpUMeED,
+1 MM), 5% (mac./00.) caxaposwl (Hampumep, +0,5%), 0,03% (mac./06.) mommcopbarta 20
(mampumep, 0,02-0,04%) u 50 MM L-aprunun moHoruapoxsiopuaa (Hanpumep, +5 mM), ¢ pH
5,8 (manpumep, 5,6-6,0 unu 5,5-6,1).

[00195] Coctas HHHH: 100,0 mr/mn cauroro Oenka peuentopa ®POC (Hampumep,
apmmbepuenra) (Hanpumep, +10 mr/mi), 20 MM Oydepa Ha ocHOBe rucTuauHa (Hampumep, + 2
MM), 5% (mac./06.) caxaposbl (Hampumep, +0,5%), 0,03% (mac./00.) mnomucopbara 20
(marmpumep, 0,02-0,04%) u 50 MM L-aprunun moHoruapoxmnopuaa (Hanpumep, +5 MM), ¢ pH
5,8 (manpumep, 5,6-6,0 unu 5,5-6,1).

[00196] Cocras IIII: 133,3 mr/mn ciuroro Oenka peuentopa ®PPOC (Hampumep,
apmubepuenra) (Hanpumep, +13 mr/mi), 20 MM Oydepa Ha ocHOBe rucTuauHa (Hampumep, + 2
MM), 5% (mac./06.) caxapo3bl (Hampumep, +0,5%), 0,03% (mac./00.) mnomucopbara 20
(mampumep, 0,02-0,04%) u 50 MM L-aprunun moHoruapoxmnopuaa (Hanpumep, +5 MM), ¢ pH
5,8 (marmpumep, 5,6-6,0 unu 5,5-6,1).
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[00197] CocTas JJJJ: 150 mr/ma apaubepuenrta (Hanpumep, apaudeprenrta) (Hanpumep,
+ 15 mr/mn), 10 MM Hatpuii docdara, 8% (mac./00.) caxaposbl (Hampumep, + 0,8%), 0,03%
(mac./06.) monmcopbara 20 (Hanpumep, 0,02-0,04%) u 50 MM L-aprunun ruapoxiopuna, pH 6,2
(marmpumep, 6,0-6,4 unu 5,9-6,5).

[00198] CocraB KKKK: 114,3 mr/mn ciauroro Oenka peuentopa ®PIC (Hampumep,
admubepuenra) (Hanpumep, +14 mr/mi), 20 MM Oydepa Ha ocHOBe rucTHAMHA (Hampumep, + 2
MM), 5% (mac./00.) caxaposer (Hampumep, +0,5%), 0,03% (mac./06.) nommcopbarta 20
(marmpumep, 0,02-0,04%) u 50 MM L-aprunun moHoruapoxsiopuaa (Hanpumep, +5 mM), ¢ pH
5,8 (manpumep, 5,6-6,0 unu 5,5-6,1);

[00199] unu nr000# cOCTaB, KOTOPBIN MPUBEAECH B JAHHOM JOKYMEHTE.

[00200] B BapuaHTe OCyIIECTBICHHS N300PETEHUS] KOHLEHTPALHS JJFOOOr0o KOMITIOHEHTA
cocTaBa (HampuMep, BCEX KOMIIOHEHTOB), MEPEYHCICHHBIX BbIME (HAMpUMep, JIOO0Oro us3
coctaBoB A-KKKK) unmn o6cyknaeMbIx B TaHHOM JOKYMEHTe, cocTaBisieTHokono 3%, 5% umm
ok0J10 10% OT KOHKPETHO yKa3aHHON KOHLIEHTPaLHH.

Cnocobwsr npouseoocmesa

[00201] BapuaHThl OCYIECTBICHHWS B JaHHOM JOKYMEHTE BKIJIIOYAIOT CIOCOOBI
NPOM3BOACTBAa (PapMALIEBTHUECKOTO COCTaBa COTJIACHO NAHHOMY HM300pPETEHHIO, COMAEpPIKAILEro
ciuteiii 6enok penentopa ®POC (mampumep, modoit u3 cocrtaBo A-KKKK, mpuBeneHHBIX B
JaHHOM JIOKYMEHTE), BKJIOYAKOUINe OOBbeAMHEHHE KOMIIOHEHTOB COCTaBa B E€AHMHYIO
KOMITO3ULIMIO M, HEOOs3aTeNIbHO, BBEIACHHE COCTaBa B COCYJ WIIM YCTPOMCTBO, Hampumep,
(nakoH, WM YCTPOMCTBO AN AOCTaBKH, HANpHUMeEp, NMPEABAPUTEIBHO 3aIOJHEHHBIN IIPHUILL.
CocraBbl, (akOHbI WJIM YCTPOWCTBA, KOTOPbIE SBISIIOTCA TPOAYKTOM TaKUX CIIOCOOOB,
SIBJISIFOTCS] YaCThIO TAHHOTO U300peTEeHUsL.

[00202] B BapuaHTe OCYLIECTBICHHMs H300peTeHHs] CHOcOo0  MPOM3BOACTBA
(papMaLeBTHYECKOTrO COCTaBa COIIACHO JAHHOMY HM300PETEHMIO, COAEpIKAIlero CIUTBIN Oesok
peuenropa D®POC (Hampumep, nmoboit u3 cocraBoB A-KKKK, mnpuBeneHHbIX B JaHHOM
JIOKYMEHTE), BKIIFOYAeT CTaJIUU KyJIbTUBUPOBAHUS KIIETKU-XO35IMHA (HAIPUMEP, KJIETKU STHYHUKA
KHTACKOrO XOMSIUKA), COIEPIKAINYI0 OMH WK OoJiee TOJIHHYKJICOTUIOB, KOAUPYIOLIHUX CITUTHIH
Oenok peuentopa ®POC (Hampumep, adaudeprent) B cpeae IJisl KyJbTUBUPOBAHHS W B
YCIIOBHSX, TIPU KOTOPBIX OEJIOK SKCIPECCUPYETCS; U OUUCTKY O€JIKa OT KIJIETKHU-XO35IMHA W/Wn
cpembl Iy KYJbTHBHPOBAaHUS U OObEAMHEHHE YacTH Oelka ¢  SKCHUIHEHTAaMHU
(bapMarieBTHYECKOr0 COCTaBa, KaK H3JIOKEHO B JAaHHOM JOKyMeHTe. OmsaTh Ke, COCTaBbl,
(bTakOHBI WK YCTPOWCTBA, KOTOPBIE SBISIFOTCSI MPOAYKTOM TaKUX CIIOCOOOB, SIBJISFOTCS YACTHIO
TaHHOTO U300PETEeHUSI.

[00203] B BapuaHTe OCYIIECTBICHUS H300PETEHHs OIPEIENSIOT KOJIMYECTBO U THI
ciuroro Oenka penenropa ®POC, HeoOXoaMMOro B cocTtaBe Al TOJYYEHHS €ro BBICOKOM
KOHLIEHTPALMK M Ui €r0 KOHEYHOTO NpUMeHeHus. Takoe ke OIpeneNeHHe MPOBOIUTCS B
OTHOLIEHMH KOJWYeCTBA M TUma Oydepa, KOJUYECTBA M THUIA IOBEPXHOCTHO-AKTHBHOTO
BEIECTBA, KOJMYECTBA M THUIA TEPMOCTAOMIN3ATOPa, & TAKXKe BKIIOUEHHs] MM KOHKPETHOTO

HUCKJIIFOUYCHHUA CHMIXKAKOIICIO BA3KOCTb arcHTa. OTH KOMIIOHEHTHI O6’beI[I/IH${IOT N CMCIIHMBAKOT,
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ciens 3a TeM, yToObl pH cocTtaBa MMeNo KelaeMoe 3Ha4eHre, HarpuMep, OT OKoJIo 5,0 10 OKOJIo
6,8 (mampumep, 5,8), W/mu 4TOOBI BSA3KOCTh MMENA JKEJTaeMOe 3HAUeHHue, Harpumep, okoJo 6,0,
7,3, 11,5 wmm 12,0 cIl mpu 20 °C. B Bapuante OCyLIECTBIEHHS H300pPETEHUS COCTABBI,
comepkamme CciauThlii  Oenmok  penenropa DPPOC ¢ BBICOKOW KOHIEHTpAIMeld, MOXKHO
CTEPWIN30BAaTh U XPAHUTh B CTAOMIBHOM COCTOSIHMH, HampuMep, 10 24 niu 36 Mecsues rnpu 2
°C no 8 °C (manpumep, 5 °C).

[00204] Cwm., wnampumep, Hardman, ef 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, ef al. (eds.) (1990) Pharmaceutical Dosage Forms: Tablets,
Marcel Dekker, NY; Lieberman, ef 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.

Aneuoeennvie 3a601e6aHUA U 310KAYECMBEHHOE HOBOOOPA30BAHIUE 2143

[00205] dapmarieBTHYECKHE COCTaBbI COTJIACHO NAHHOMY HM300pETEHUI0, CONIepsKallre
ciuteie Oenku peuentopa ®POC (Hampumep, mo0OH u3 (papMaLeBTHIECKUX COCTaBOB A-
KKKK), MOryT OBITh MCHOJIB30BAHbI IJISI JICYEHUS WM MPO(UIAKTHKH JIFOOOTO aHTHOT€HHOTO
3a0oneBaHus TJ1a3 MyTEM BBEACHUS TepaneBTHUECKU 3(P(PEKTUBHOIO KOJMUYECTBA CIUTOrO Oenka
peuenropa ®POC B cocTtaBe COrNIaCHO AAHHOMY H300pETEHHIO CYOBEKTY, HYXKAAIOLIEMYCs B
5TOM, HaNpUMep, MOCPEACTBOM MHTPABUTPEATIbHON NHBEKLUH. AHIMOTeHHbIE 3a00/IeBaHuUS TJ1a3
B JAaHHOM JIOKYMEHTE OTHOCSITCS K JII0OOMY 3a00JIEBAHHUIO TJ1a3, KOTOPOE BBI3BAHO WIIU CBSI3aHO C
pPOCTOM WM pa3pacTaHWEM KpPOBEHOCHBIX COCYJOB W/WJIM TPOMOTEBAHWEM KPOBEHOCHBIX
cocynoB. HeorpannumBaromnye npuMepsl aHrHOTEHHBIX 3a00JIeBaHUI 1143, KOTOPBIE MOANAIOTCS
JIEYEHUIO MJIU MIPEIOTBPAILEHHIO C HCIIOIb30BAHHEM OMUCAHHBIX B JAHHOM JIOKYMEHTE COCTaBOB
1 CITIOCOOOB, BKJIFOYAIOT:!

BO3PACTHYIO JIEr€HEPALIMIO JKENTOro MATHA (BjiaskHas hopma),

MaKyJISIPHBIN OTEK,

MaKYyJIIPHBIN OTEK MOCJIe OKKJIFO3UM BEHbI CETYATKHY,

okkro3uto BeHbl ceruaTku (OBC),

OKKJTFO3UIO HIeHTpasibHOH BeHbl ceTdaTku (OL[BC),

OKKJTFO3UI0 BeTKH BeHbI ceTuaTku (OBBC),

nrabeTndeckuit MakyJsipHbIi otek (JIMO),

XOPHOHABHYIO HeoBacKyJ usipusanuto (XHB),

HEOBACKYJISIPU3ALIUIO PAIYKHOH 00OIOUKH,

HEOBACKYJISIPHYIO TJIAYKOMY,

TIOCJICOTIePALIMOHHBIN (PUOPO3 MpHU TiIayKoMe,

nponudepaTuBHyto Burpeopernnonaruo (IIBP),

HEOBACKYJISIPU3ALIMIO Ha TUCKE 3pUTENIbHOTO HEPBa

2

HEOBACKYJISIPU3ALIMI0 POTOBULIBI,
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HEOBACKYJISIPU3ALIUIO CETYATKH,

BUTPEAIbHYIO HEOBACKYJISIPU3ALIHIO,

MIAHHYC,

NTePUTHYM,

COCYJUCTYIO PETUHONATHIO,

nuabeTudyeckre peTHHONmaThu (Hampumep, HenponupepaTUBHYK aUA0ETHYECKYIO
pEeTUHONATHIO (HAIPUMEp, XapaKTepU3YyIOIAsACs YPOBHEM OkoJio 47 uinu 53 mo mkajie OLeHKH
TsbkecTH nuabernueckoii peruHomatuu (DRSS)) wiam nponudepaTvBHY THAOETHYECKYIO
PETUHOMATHIO, HATIPUMED, Y CyObekTa, KOTophIi He cTpanaet JIMO) u

JAnabeTUYecKyr0 PETUHOMATHIO Y MalueHTa ¢ JUabeTHYEeCKUM MAKYJSIPHBIM OTEKOM
(AMO).

[00206] dapmarieBTHYECKHE COCTaBBbI COTJIACHO NAHHOMY HM300pETEHHI0, CONEpsKalle
ciuteie Oenku peuentopa ®POC (Hampumep, 000N U3 (apMaLleBTHIECKUX COCTaBOB A-
KKKK), w™oryr OBITb HWCHOJB30BAHbI MU JIEYCHUS WM NPOPHIAKTUKH  JIFOOOTro
3JI0KAUYECTBEHHOTO HOBOOOPAa30BAaHUSI IyTEM BBENEHHUS TEPaneBTUUYECKH 3(PPEKTUBHOTO
KonmdecTBa ciauroro Oenka pernenrtopa ®POC B cocraBe COrNIacHO AAHHOMY H300pPETEHHIO
CyOBeKTy, HY>KAAOIEMYCSl B 3TOM, HAIPUMEp, MyTeM BHYTPHUMBIIIEYHOH, BHYTPHOMYXOJIEBOH,
MOAKOKHOW WMJIM BHYTPUBEHHOW MHBEKIMH. 3JI0KAYeCTBEHHbIE HOBOOOPA30BaHHS BKJIIOYAIOT TE,
pocT, mponudeparysi, BbDKUBAEMOCTb W/WJIM METacTa3MpPOBAHHE KOTOPBIX B OIpPENeNEeHHON
CTETeHH 3aBUCST OT aHrMoreHe3a. B BapmaHTe OCyIECTBIIEHUS] N300PETEHUs paK MPENCTaBIIsAET
co0OH pak MpsIMOM KUIIKH, pak JIETKOro, pak KOKH, paKk I'PyIH, pak MO3Ta, pPak >KelynaKa, pak
NOYEK, PaK MPOCTATHI, PAK MEYEHU WU PaK MOKETyA0YHOH JKeNe3bl.

[00207] Takum obOpa3om, naHHOe H300peTeHHe oOecrednBaeT CIOCOOBI JIEYSHUsS WIIH
NpOoQUIAKTUKN AHTHOTEHHOrO 3a00jieBaHMs IJla3 y CyObeKTa, HY)KHAIOLIErocss B 3TOM,
BKJIIOYAIOLIE BBEACHUE TEPANEeBTHYECKH 3()(HEKTUBHOTO KOJIMYECTBA CIUTOrO Oeka pernenTtopa
OPOC (Hanpumep, adpaubeprenra) (Hanpumep, okojio 4, 6 wiu 8,0, 8,1, 8,4 wmm 8,5 wmr),
Harpumep, B (apMaleBTUYECKOM COCTaBE COIJIACHO JAHHOMY H300PETeHHIO, MHTPAOKYJISPHO,
HaTpuUMep, B CTEKJIOBHIHOE TeJO Ijia3a cyObekTa. B BapraHTe m3o0pereHus B 00a ryiasa BBOIST
ciutbiii Oenok peuentopa ®POC. B BapuanTe ocyuiecTBieHuss U300pEeTEHHs] TEPANIeBTUYECKH
s¢dexTuBHBIE N03bI cUTOrO Oenka perentopa @®POC BBOAAT MpUMEPHO KaxKIbie 2 Henesu, 3
Henenu, 4 HeAenu, S Henellb, 6 Hedellb, 7 HeEAESNb, 8 Henelb, 9 Henenb, 10 Henensp, 11 Henens, 12
Henenb, 13 Hepenb, 14 Hepenb, 15 Hepenb, 16 Hepenb, 17 venenb, 18 nepennb, 19 Hepenn, 20
Henenb, 21, Henenu, 22 Hemenu, 23 Henmenu uiau 24 Henenu. B BapuaHTe OCYILIECTBIIEHUS
u300peTeHnst Takue CrocoObl JICYEHUS WM TPOQPHIAKTHKH TPUMEHSIOTCS TPU OTCYTCTBUH
3HAYUTEJIBHOTO  TOBBIEHHUS  apTEPUANbHOTO  JAaBJIEHUS  (CHCTONMYECKOro  W/WiH
IMACTOJIMYECKOTO0) W/WIIN Pa3BUTHSI TUIIEPTOHUH (Hampumep, 1-i crenenu, 2-i creneHn win 3-i
CTETeHN), W/WJIM aHOMAJbHO BBICOKOTO BHYTPHIJIA3HOTO AaBJIEHHs y CyObekTa. B BapmanTe
OCYILIECTBIIEHUsT H300pETeHHs CIOCO0 BKIOYAET CTAIUI0, Ha KOTOPOW TOCNE YKa3aHHOTO
BBEAICHUS CIEAST 3a CYyOBEKTOM Ha MpeIMeT 3HAYUTENIbHOTO TIOBBIIEHUS apTEepPUaIbHOIO

JaBJIeHUs (CHCTOJIMYECKOTO /WU THACTOJUYECKOr0) WM Pa3BUTHUSI TUIIEPTOHUU (HAMpUMep,
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1-#i cremeHu, 2-i CTeNMEHW WM 3-W CTENEHUW), W/WIN aHOMAJIbHO BBICOKOTO BHYTPHIJIA3HOTO
NaBJIeHUs] y CyOBeKTa.

Cnocobuvr 6sedeniisi

[00208] DapmareBTUYECKHE COCTaBbl COTJIACHO JAHHOMY HM300PETeHHIO, KOTOpPbIE
comep:kat ciuThiii Oenok penentopa @POC, MOKHO BBOIUTH B COOTBETCTBUU C HM3BECTHBIMH
ONOOpPEeHHBIMH C MEOUIMHCKOH TOYKHM 3pEHHs CHUCTEMaMH [JOCTaBKH. B  BapmaHTax
OCYIIECTBJICHHUSI JAHHOTO M300pETeHMs] 3T CUCTEMBbl JTOCTABKM MOIYT BKJIIOYATh BBEIEHHE
NpenapaToB  MNALUEHTy IyTeM  OKYJSPHOM, HWHTPAOKYJSPHOH, HHTPaXOpPHUOMIAJIBHOM,
UHTPABUTPEABHOM WJIH CYyOKOHBIOHKTUBAJIbHOM UHBEKIUH. ANbTepHATHBHO,
(bapManieBTHYECKHE COCTAaBbl COTJIACHO MJAaHHOMY HW300pPETeHHIO0 TakXKe MOXKHO BBOIUTH
MalMeHTy MECTHBIMH MyTSIMH, HalpUMep, C UCTIIOJb30BAHUEM IJIa3HBIX Kalelsb, IJa3HbIX refeil,
rMa3HbIX Maszed u T.0. Jlpyrue BO3MOXKHBIE IyTH JOCTaBKU COCTABOB COIJIACHO AaHHOMY
M300pPETEHNI0  BKJIIOYAIOT ~ BHYTPUKOXKHBIM,  BHYTPUMBIIICYHbIH,  BHYTPUOPIOIIMHHBIN,
BHYTPUBEHHBIN, MOJKOXKHBIN, NHTPAHA3AJIBHBIN, SITHYPAJIbHBINA U IEPOPAIbHBIN.

[00209] B BapuaHTe OCYIIECTBJICHHS H300PETEHUS WHTPABUTPEATbHAS HHBEKIHS
(apManieBTUYECKOrO  COCTaBa COMIACHO JAHHOMY HM300pPETeHHMI0  BKJIOYAET  CTAAHIO
NPOKAJIbIBAHUS IJ1a3a IIMPHUIEM U WIJoH (Hampumep, WHBEKIHOHHON urinoil 30-ro kamubpa),
cofepikallel CcoCcTaB, M HMHBEKLUUU COCTaBa (HampuMep, MeHee WM paBHO okono 100
mukposutpam; okoso 40, 50, 55, 56, 57, 57,1, 58, 60, 70 wnu 75 MUKPOJIHUTPAaM) B CTEKJIOBHIHOE
Teao ria3a (Hampumep, C OOBEMOM, IOCTATOYHBIM JUIsi JOCTABKH TEPAIeBTUYECKU
s¢dexTuBHOrO KoMUecTBa ciuroro Oenka peuentopa ®PIC, nanpumep, okoso 4, 5, 6, 7, 8,0,
8,1, 8,2, 83, 8,4, 85, 8,6, 8,7, 8,8 unmu 8,9, 9, 10, 12, 14, 16, 18 unu 20 mr ciuroro Oenka
peuenropa ®POC). HeobszatenpHo, cioco0 BKIIIOYAET CTAAUU BBEIEHHS MECTHOTO aHECTETHKA
(HampuMmep, TMpomNapakaWHa, JIUJAOKAWHA WM TeTpakawHa), AaHTUOMOTHKA (Hampumep,
(TOpXMHOJOHA), aHTHUCENTHKA (HAarpuMep, MOBUAOH-HOMAA) W/MJIM areHra Uil PacLINpeHUs
3payvuKoOB B IJ1a3, B KOTOPBIA BBOJUTCS COCTaB. B BapuaHTe OCyIIECTBIIEHHUsS] U300pETeHUs mepen
UHBEKIMEN CO3/1aeTcs CTepUIbHOE IMOJie BOKPYT IJa3a, MOAJexalero nHbekuuu. B BapuaHTe
OCYLIECTBJICHHUsT M300PETEHHUS TOCIe MHTPABUTPEATbHON HUHBEKINMU y CyObeKTa HaOMIONAI0T 3a
NOBBIIIEHHEM BHYTPHUIJIA3HOTO JABJIEHUS W/WJIM KPOBSIHOrO JaBiieHus. B BapuaHTe
OCYILIECTBIICHHUSI N300PETEHUsI IPYTOil IJ1a3 TakKe BBOAUTCS MPU TIOMOIIH TOH Ke MPOLeTyPhL.

Konuuecmeso cnumoeo 6enxa peyenmopa PPIC ons eeedenus

[00210] Kaxknmast no3a ciuroro Oenka perentopa ®POC B BbICOKOH KOHIIEHTPAIMH JIJIsI
cyObeKTa B T€YEHHE Kypca JICUEHHS] MOXKET COIEPKAaTb TAKOE )K€ WJIH IO CYLIECTBY TAaKOE XKe
KOJIMYECTBO CJIIUTOTO OeNika. AJIbTepHATUBHO, KOJMYECTBO JIFOOOW ONHOW NTO3bI MOJKET OBITh
Pa3IUYHBIM U U3MEHSTHCS B TE€UEHHE Kypca JIEUeHMUs].

[00211] D¢dexkTuBHOE MM TepaneBTUYeCkn 3(P(HEKTUBHOE KOJMYECTBO CIIUTOTO Oenka
peuenropa ®POC st nedeHuss Wi NPOPHIAKTUKUA 3JI0KaYECTBEHHOTO HOBOOOPAa30BaHUS
(HampuMep, KOTOpOE OINOCPENOBaHO, IO MEHbIIEH Mepe YaCTUYHO AHTMOTE€HE30M) WU
AHTMOTEHHOTO 3a00JIeBaHUSl IJIa3, OTHOCHUTCA K KOJIMYECTBY CIUTOrO OelKa C PeLenTopoM

@®POC, nmocraToyHOMY AJsl TOTO, YTOOBI BBI3BATH pEerpecc, CTaOMIN3ALMI0 WM YCTPAHEHUE
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3JI0KaYeCTBEHHOTO HOBOOOPA30BaHMUS TN AHTMOTCHHOTO 3a00JIeBaHUS TJIa3, HAIPUMEp, MyTeM
perpecca, cra0wiM3alMu WM YCTPAHEHHsS OIHOTO WM 0oJjiee CUMIITOMOB WJIM TPU3HAKOB
3JI0KAYeCTBEHHOIO HOBOOOPA30BaHWSI MJIM AHTMOTEHHOTO 3a00JIeBaHUs IJ1a3 COTJIACHO JIFOOOH
KJIIMHUYECKH OMNpeNesieMOl CTEeIeHH, HanpuMep, B OTHOIIEHWU AaHTHOT€HHOTO 3a0oJieBaHUS
a3, BbI3bIBas CHIDKEHHE WM TMOAAEp’KAaHUE MO IIKaje OLEHKH TKECTH auabeTH4ecKoit
perunonatuu (DRSS), ynyumas wnm noanepuBas 3peHue (HampuMep, B OCTPOTE 3PEHUs C
MaKCHUMAaJIbHOI KOppeKIMeH, Hanpumep, U3MEpeHHOil o ysenndeHmo Oyks no mkane ETDRS),
yBEJIMYMBAs WM COXPaHss TOJie 3PEHUsS W/WIM yMEHbINAs WM TOANEPIKUBAsl TOJIIHHY
LEHTPaJbHONW OOJIACTH CETYATKM U, B OTHOIIEHUU 3JIOKAYECTBEHHOIO HOBOOOpAa30BaHMS,
OCTaHaBJIMBAsl WJIU BBI3bIBASI PETPECC POCTA, BHIKUBAEMOCTH W/HMJIM METACTA3UPOBAHUS PAKOBBIX
KJIETOK Yy cyObekTa. B BapuanTe ocyuiecTBieHus wu3o0peTenuss 3S(QQexkTuBHOE WM
TepaneBTHYecKd 3QPEeKTUBHOE KONMMUECTBO CIUTOro Oenka peuenrtopa ®POC nns nedenus wiu
npOoUIAKTUKN aHTHOT€HHOTO 3a00JIeBaHus TJia3 COcTaBisieT oT okoyo 0,5 mr go okosio 10 mr
wiu ot 0,5 Mr 1o okoio 20 Mr Ha 103y, BKJIFOUYast: 0kojio 0,5 mr wiu Ooiee; Wil OKOJIO 2 MT UJIH
bonee, Hanpumep, okoJio 2,1 mr; 2,2 mr; 2,3 wmr;, 2,4 mr; 2,5 mr; 2,6 mr;, 2,7 mr; 2,8 mr;, 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
; 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
; 13,8 mr; 13,9 mr; 14 mr; 14,1 mr;, 14,2 mr;, 14,3 wmr;, 14,4 mr; 14,5 mr;, 14,6 mr;, 14,7 mr;, 14,8
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
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
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
19,3 mr; 19,4 mr; 19,5 mr; 19,6 mr; 19,7 mr; 19,8 mr; 19,9 mr;, unu 20 mr. B Bapuante
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MT,
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MT,

2

M,

;
MT;
OCyIecTBIeHHs] n300pereHus: 3P QPeKTUBHOE WM TepaneBTHYeCKu 3(PQPEeKTUBHOE KOJHUYECTBO
ciuroro Oenka penenropa PPOC nmnst neueHnss win NPOQUIAKTUKHA 3JI0KAYECTBEHHOT'O
HOBOOOpA30BaHUs COCTaBISIET OKOJO 4 MI/Kr (HarpuMep, BHYTPHBEHHO). DTy 03y MOXKHO
BBOJIUTH, HATIPUMED, KaKIble 2 HEJENH.

[00212] B BapmaHTe OCYyIIECTBICHHsS H300peTeHusi ciutThlii Oenok pernenropa @PIC
BBOISIT B 00BEME, TOCTATOYHOM JJIsl TOCTaBKHU JKEIaeMON J03bI CIIUTOrO OejKa, HampuMmep, Kak
ONMHMCaHO BbIE. B BapuaHTe ocymecTBieHHsI N300peTeHus] JOCTaBJIEeHHbI 00beM (Hampumep,
I JIeYeHus WM TPO(HIAKTUKY aHTHOT€HHOro 3a00NieBaHMs IJ1a3, HANpHUMEp, MNyTeM
UHTPABUTPEAIbHON HHBEKLMH) MEHbIIe WM paBeH okojo 100 Mukponurpam (Hampumep,

NpUMEPHO JIFOOOH U3 Cleayroumux oO0BeMOB. 25 MUKPOJUTPOB, 20 MUKPOIUTPOB, 27
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MHUKPOJIUTPOB; 28 MHKPOJIUTPOB, 29 MUKpOIUTPOB, 30 MUKPOIUTPOB;, 31 MHUKPOIUTPOB, 32
MHUKPOJIUTPOB; 33 MHKPOJIUTPOB, 34 MHUKPOJUTPOB, 35 MHUKPOIUTPOB;, 306 MHUKPOJUTPOB, 37
MHUKPOJIUTPOB; 38 MUKPOIUTPOB, 39 Mukponmutpos, 40 MUKPOIUTPOB;, 41 MHUKPOIUTPOB, 42
MUKpPOJUTPOB; 43 Mukponurpa, 44 Mukpoaurpa, 45 MHUKPOIUTPOB;, 46 MUKDPOIUTPOB; 47
MHUKPOJIUTPOB;, 48 MHUKpOIUTPOB, 49 MUKpPOIUTPOB; 50 MHUKPOIUTPOB, 51 MHUKPOIUTPOB, 52
MHUKPOJIUTPOB;, 53 MHKpPOJMUTPOB, 54 MUKPOIUTPOB; 55 MHKPOJUTPOB, 56 MHUKPOIUTPOB, 57
MHUKPOJUTPOB; 58 MUKPOIUTPOB;, 59 mukponmutpos, 60 MUKpOIUTPOB;, 61 MUKpOIUTPOB, 62
MHUKPOJUTPOB;, 63 MUKPOJUTPOB, 64 MHUKPOIUTPOB, 65 MHUKPOIUTPOB;, 66 MUKPOJUTPOB, 67
MHUKPOJUTPOB; 68 MUKPOIUTPOB, 69 MUKpOIUTPOB, 70 MHUKPOIUTPOB;, 71 MHUKPOJUTPOB, 72
MHUKPOJIUTPOB JIUTPBL, 73 MUKPOIUTPA, 74 MUKPOIUTPA, 75 MUKPOJUTPOB, 76 MUKPOIUTPOB; 77
MHUKpPOJUTPOB;, 78 Mukponutpos;, 79 mmukponutpos, 80 muxponautpos; 81 mukpomutp; 82
MuKponutpa, 83 mukpoautpa, 84 mukponurpa, 85 MHUKPOIUTPOB, 86 MHUKPOJUTPOB, 87
MUKpPOJUTPOB;, 88 mukponutpos;, 89 mmkponutpos, 90 muxponautpos; 91 mukpomutp;, 92
Mukponurpa, 93 wmukponutpa, 94 mukponurpa, 95 MUKpPOIUTPOB, 96 Mukpoautpos;, 97
MHKPOJUTPOB; 98 MUKPOIUTPOB WK 99 MUKPOIUTPOB).

[00213] B BapmaHTe OCyIIeCTBIICHUS H300pPETEHHs COCTAB BBOAST (HAmpUMep, IUIs
JeYeHUs WIA TPOPUIAKTUKA AHTHOTEHHOTO 3a00JIeBaHMs TIJ1a3, HAmpuMep, MOCPEICTBOM
MHTPABUTPEATbHON HMHBEKLNH) B 00beMe, KOTOPBIH COCTAaBISAET OKOJO 60 MHKPOIUTPOB HIIH
MeHee, 0KOJI0 70 MUKPOJIUTPOB UJIH MEHEE, WJIH OKOJIO 75 MUKPOJIIUTPOB U1K MEHEE, WIIH OKOJIO
100 mukponuTpoB winu MeHee. Hanpumep, B BapuaHTe OCYINECTBIICHUS H300pETEHHs OKOJIO 2, 4,
6, 8,0, 8,1, 8,0-81, 82, 83, 8,4, 8,5, 86, 87, 88 unu 8,9, 9,0 wmu 10 Mr cauroro Oenka
peuenropa ®PIC BBoxAT B okoio 50, 60, 70 unu 75 MUKPOJIUTPAX.

[00214] O6bem maHHOTO M300peTEH s TaK)Ke BKJIIOUAET criocoObl joctaBku 0,5 wiu 2 Mr
ciutoro Oenka peuenropa OPOC (Hampumep, s JieYeHHs WIH TMPEIOTBPAIIEHUs
AHI'MOT€HHOTO 3a00JIeBaHMs TJIa3, HAmpuMep, IyTeM WHTPABUTPEANbHOW WHBEKIHUH) B
(dapManeBTUYECKOM COCTaBe COTJIaCHO MJaHHOMY H300peTeHH0 B HeOoNbIIOM o0beMe,
HarnpuMmep, B MeHee S50 Mk (Hanpumep, B okojio 1, 5, 10, 17, 17,5, 18, 18,5, 20, 30, 40 wnu 45
MKJT).

[00215] [laHHOe wW300peTeHHME TaKKe BKIIIOYAET KOMIIO3UIMIO, COIEPIKAIIYI WU
COCTOSIIYEO ~ WJIM  COCTOSIYKO IO  CYIIECTBY W3 «o0beMa OJHOKDPATHOH  JIO3BD»
(hapMarieBTUYECKOr0 COCTaBa COTJIACHO JAHHOMY M300pPETEHHIO, TO €CTh 00BbEMa, COAEePIKAIIETO
OHOKPAaTHYK JO03y ciuroro Oenka peuentopa DPOC (manpumep, aduubepuenTta) B
(apMarieBTHIECKOM COCTaBe COTJIACHO AAHHOMY H300peTeHHr0 (Hampumep, okoJio SO MK wiu
60 mxu1, 70 MK uau 75 MK Wik J000ro apyroro oobema, KOTOPBIH COAEpKHUT OKoJo 4, 6, 8
win 10 mr cimroro 6enka peuenrtopa PPIC). Kak obcyxknaercs HIKe, KOHTeWHep (Hampumep,
(GJIaKOH WM YCTPOWCTBO IUII HWHBEKIUH), COAepKammid OOBbeM OXHOKPATHOW O3B,
HEOOsI3aTeNIbHO BKIIIOYAIOIINK HEOONBINON H30BITOUHBI 00BEM COCTaBa, TAKKE SIBISETCS
YaCThIO TAHHOTO N300PETEHMSI.

Kounmeiinepuor u ycmpoiicmsa ons unvexyuu
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[00216] CoctaBel ciutoro Oenka peuentopa ®POC B BBICOKOH KOHLIEHTpALUU B
COOTBETCTBHM C BapMaHTAMM OCYIIECTBJICHHS B JaHHOM AOKyMeHTe (Hampumep, To0oi u3
coctaBoB A-KKKK) MoryT ObITh npenBapuTeNbHO YIAaKOBAaHBI MM 3arpy’KeHbI B Pa3JIUYHbIE
NOAXOJALINE KOHTEHHEPBl U YCTPOICTBa U1l HHbeKIMHA. TakuMm oOpa3oM, TaHHOE H300peTeHune
BKJIFOUAEeT KOHTEIHEphl U YCTPONUCTBA AJIsl UHBEKLUHN, COfep Kallue Takue cocTasbl. B BapuaHnTte
OCYILECTBJICHUS B IAHHOM JOKYMEHTE KOHTEHHep mpencraBisier coOoi (uiakoH, KOTOPBIH
MOXKET OBITh CTepWIbHBIM. B 1pyrom BapuaHTe OCYLIECTBIEHHS B IAHHOM JOKYMEHTE
KOHTEHHep MpencTaBisieT COOOW MpOOHPKY, KOTOpask MOKET ObITh CTepUIbHOH. B BapuaHTe
OCYLIECTBJICHUsT M300PETeHUsI YCTPOHCTBO ISl MHBEKLUUHU (KOTOPOE MOXKET OBITh CTEPHIIbHBIM)
npesacTaBisier co0oi mmpul (HampuMmep, MpeaBapUTENbHO 3AMOJHEHHbIH LINPUL] WK IIIPUL-
pyuky). B BapuanTe ocymecTBieHUs] U300pPETEHHs] YCTPOWCTBO ISl MHBEKLUH TPEICTaBIISET
coOOH  WHTpPaBUTPEANbHBI  UMIUIAHT,  HApUMep,  HHTPABHTPEAJbHBI  HMMILUIAHTAT
MHOTOPa30BOr0 MCIOJIb30BAHMUSI.

[00217] «IIpenBapuTeNnbHO 3AMOJHEHHBII» INNPHUI TNPEACTABIAET COOOW IIMPHI,
KOTOPBIM 3aTOJIHAETCS] COCTaBOM COIJIACHO JaHHOMY H300PETEHHIO Nepen MPOAAKeH WIIH
UCIOJIb30BAHUEM BPayOM WJIH NMALIUEHTOM.

[00218] «CrepunbHblii» B JaHHOM JOKYMEHTE OTHOCUTCS K acCeNTHYEeCKUM WU
CBOOOIHBIM OT MPAKTHYECKH BCEX U BCEX JKUBBIX MUKPOOPTAHU3MOB M UX CIIOP.

[00219] Hcnonp3yemble B JaHHOM JOKYMEHTE LIMPHUIBI COAEPKAT LHJIMHJPBI,
CHIeIaHHbBIe, HAIPUMep, U3 CTEKJIAa WIH MOJIMMepa, HarpuMep, U3 LUKJI0oae(rHa, KaK ONHCAHO B
nyomukammu nateHta CIITA Ne 2017/0232199, BKIIOUEHHON B JaHHBI AOKYMEHT IUIsl BCEX
Lesiel, MOPLIeHb U UIJTy.

[00220] KoHTeliHeps! U yCTPONUCTBA Il MHBEKLUUH MOTYT OBbITh MOKPBITHI CUIMKOHOM
(HampuMep, CHJIMKOHOBBIM MAcJiOM HWJIM 3all€4eHHBIM CHJIMKOHOM (Hampumep, <40 MKr uim
<100 Mmkr)).

[00221] B BapuwaHTe OCYLIECTBJIEHUS M300pETEHUS] KOHTEHHEpP WJIM YCTPONCTBO IJIsI
UHBEKLUH IO CYIIECTBY HE COAEPIKaT MeTajlla WM 10 CYLIECTBY HE COEPIKaT BOJb(pama HIH
coziep kaT HEMHOTO BOJIb()pama.

[00222] B BapuaHTe OCYIIECTBIEHHSI H300PETEHUS IIMPHL UMEET OHY WK OoJiee JINHUI
rpaxyMpPOBKH W/WJIH MPEACTABISIET COOON CUCTEMY M3MEPEHUS 03I

[00223] KoHTeliHepbl B COOTBETCTBHMU C BapUAaHTAMH OCYILIECTBJICHHS H300pETeHUs
MOTYT COIEpKaTh COCTaBbl ciuToro Oenka penenrtopa ®POC B BbICOKOI KOHLEHTpauuu. B
HEKOTOPBIX aCleKTax KOHTEeWHep WIH YCTPONCTBO Ul HHBEKLUHU MOKET BKJIIOYATh STUKETKY C
YKa3aHUEM MOKa3aHUI K MPUMEHEHHUIO. B HEKOTOPBIX Cily4yasx KOHTEMHEp WIH YCTPOMCTBO AJIA
MHBEKLH MOXET COAEPKaTh JUCTKU-BKJIAABIIIN B YIIAKOBKE C MHCTPYKLUSIMU 1O IPUMEHEHMUIO,
KaK OIMCAHO B JAHHOM OIMCAHUM.

[00224] B nmpyrux BapwaHTax OCYIIECTBJICHHsS OOBEM, COAEp KAIlWid ONHY O3y WU
bonee no3 (Hampumep, 2 wiu Oonee 2) ciauroro Oenka penenropa PPIC B BBICOKOIA
KOHIIEHTpAlu (HarmpuMmep, B KOTOPOM 103a cocrasysier 2 mr, 4 mr, 6 mr, 8 mr uimn 10 mr

ciutoro Oenka penentopa PPOC), kak ommMcaHO BbIIE, MOTYT OBITh IPEIBAPUTEIBHO



43

yIaKOBaHbl B KOHTEHHEP WJIM YCTPOHCTBO IJIsI MHBEKIIMH, HAIIPUMED, CTEPHJIbHBIN LITPHULL, IS
XpaHeHHsl 10 NpUMeHeHus. B ogHOM mpumepe o0beM B KOHTEWHEpEe CONEP’KUT OIHOKPATHYIO
no3y cauroro Oenka peuentopa @PIC, HeoOs13aTeNBHO, AOMOJHUTENBHO BKITFOYasi HEOOBINOE
KOJINYECTBO H30BITOYHOrO o0beMa. CTepuiibHblE, NPEABAPUTENBHO 3aIlOJIHEHHBIE IINPULIBI
MOTYT OBITH COXPaHEHbl B YCIOBUAX XpaHeHus (Harmpumep, 2 C - 8 'C), Hanpumep, no 12
mecsies, 24 mecsaueB win 36 MmecsaueB. M30bITOK mpeacraBisier coOol M30BITOUHBIN 00BEM,
KOTOPBIH JOJDKEH OBbITh JOCTATOYHBIM ISl U3BATHUS M/WJIM BBEACHUs Hajuexamero oorema. B
BapUAHTE OCYIIECTBIEHHs H300peTeHHs] KOHTEWHep uMeeT OOBbeM OIHOKPATHOW O3Bl HIIH
00BEMbI MHOTOKPATHBIX 03 U OKOJIO 5-10% n30bITOuHOrO 00BEMA.

[00225] Pa3meps! mmnpuiia MOTYT COCTaBJIATh, Hanpumep, 0,3 ky0. cm, 0,5 xky0. cm wu 1
Ky0. cM. CTepuibHbIE INMPHULBI, KaK MPABHUJIO, COAEPXKAT WY, NMPUTOAHYIO U OKYJISIPHOM
WHBEKIMH, KaK MPaBUIO, JJIMHOU OKOJIO V2 arotima wiun ot 12,5 MM o 16 MM, u MoryT ObITh 29-
ro kanuopa, 30-ro kanmubpa, 31-ro kamudpa, 32-ro kaaudOpa unu 33-ro kanudpa B 3aBHCHUMOCTH
OT MPEANOUTEHUH MALMEeHTa U CHEeHaiCTa 3APaBOOXpaHeHUsl. MOTryT HCIIONB30BAThCS HUIJIBI
ApYrod IJIMHBI W KajauOpa, ecnu wuria >¢pQpeKTHBHA ISl BBITIOJHEHUS HHTPABHTPEATbHON
UHBEKLUH.

[00226] Xots u3o0pereHne ObLIIO KOHKPETHO MOKA3aHO M ONHCAHO CO CCBUIKOW Ha Psif
BApUAHTOB OCYIIECTBIICHHS, CIIEIHAINCTaM B JAHHOW OONACTH TEXHUKH OyIeT MOHATHO, YTO
U3MEeHEeHUs B (POpMe U AETaNAX MOTYT ObITh BHECEHBI B PA3JIMUHbIE BAPUAHTHI OCYIIECTBIICHUS,
OINMCaHHbIE B JAHHOM JOKYMEHTE, O€3 OTKJIIOHEHHUS OT CYLIHOCTH M 00beMa M300PETEHHs U YTO
pa3NuyYHbIE BApUAHTHI OCYIIECTBJICHHS, ONHMCAHHbIE B JAHHOM JOKYMEHTE, HE INpeIHa3HaueHbI
11l OrpaHuueHus1 oobemMa GopMyJIbl H300peTEeHus.

Jlononnumenvrvie cocmaeni

[00227] HanHoe m300peTeHHEe BKIIIOYAET CIEAYIOIINE COCTaBbl, conmepskamue Oosee 40
mr/mi cautoro Oenka peuentopa @POC (manpumep, aguubeprienta wiu KoHOepLeNnTa) u:

[00228] (a) Oydep, conmepxkammii coip ructuamHa (Hampumep, ructuauH-HCl wmm
THCTUAUH-aneTaT, Harpumep, oT 10 MM no 50 MM) u umeromumii pH B nuanasone ot 5,7 0o 6,2;
caxap (Hampumep, Oonee 6%, HO He Oomnee 10%), Takoil Kak caxaposa, Tperano3a, MAaHHHUT WJIH
IJIFOKO32, TOBEPXHOCTHO-aKTHBHOE BEINECTBO, BBIOPAHHOE W3 TPYIIBL, COCTOSALICH W3
nojiucopbara 20 u noymcopdara 80 (Hampumep, ot 0% mo 0,1%);

[00229] (b) Oydep, comepkamuii TUCTHAWH, TAaKOW Kak L-TUCTUAWH/TUCTHINH
ruapoxjopun (Hampumep, 10 MM), HEMOHHOE MOBEPXHOCTHO-AaKTUBHOE BEILIECTBO, TAKOE KaK
nonucopbar 20 (Hampumep, 0,03%), HeopraHmueckyro coib, Takyto kak NaCl (nampumep, 40
MM), 1 yrIeBoOA, TaKOH Kak caxaposa (Hampumep, 5%), nanpumep, pH 6,0-6,5 (nampumep, 6,2
wiu 6,5),

[00230] (c) mumoHHYy0 kHuchaoTy (Hampumep, S MM, 10 MM, 15 MM, 20 MM, 25 MM unu
30 MM), caxaposy (Hampumep, 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9% wiu 10%), apruHuH
(mampumep, 5 MM, 10 MM, 15 MM, 20 MM, 25 MM, 30 MM, 35 MM, 40 MM, 45 MM wiu 50 MM
wim 100 MM), u monucopbat 20 (manpumep, 0,01%, 0,02%, 0,03%, 0,04%, 0,05%, 0,06%,
0,07%, 0,08%, 0,09% wunu 0,10%);
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[00231] (d) Oydep, Takoit kak ¢pocdar, TMCTHINH, aLETAT, CYKIUHAT, LIUTPAT, TIyTamar
w/mm nakrat (Hanpumep, 5-20 wnu 5-50 MM); HEMOHHOE TMOBEPXHOCTHO-AaKTHBHOE BEILECTBO,
Takoe kak nojucopdar (Harmpumep, PS20 wmu PS80), nogenmiossiii 3gup MOTUITHICHTITUKOIS,
nojiokcamep,  4-(1,1,3-rerpamerunOyTiin)EeHUINOMUAI TUIICHTJIUKOb,  aIKWJICAXapua  WIIH
ANKWIITIMKO3UJ, TOHU3UPYIOLIUN areHT, Halpumep, MOJUOJ WIM AMUHOKHUCIOTY, HAampuMep,
caxaposy, Tperajiosy, COpOUT, MaHHHT, IJIMLEPUH, MPOJHH, apTHHUH, METHOHHH, [JIUIUH WIN
JIM3WH, TP 3TOM KOHEYHYI0 OCMOJISIIBHOCTBH COCTaBa cocrtamjsier okojio 300 MOcm/kr, u rae
KOHILIEHTpaLHs XJIOPUI-aHUOHA COCTaBJisieT MeHee ueM okoJio 10 MM; pH 5,0-6,5; nnu

[00232] (e) 10 MM natpwmii pocdara, 40 MM Hatpwmii xopuna, 0,03% nonucopdara 20 u
5% caxaposbl, pH 6,2.

MNPUMEPBI

[00233] Crnenyrolue HibKe NpUMephbl NpPeJHa3HAYEeHbl TOJNBKO I WUIUTIOCTPATHBHBIX
Heneil M He TpeIHa3HA4YeHbl JJIsl OrpaHUYeHus: oObemMa u3o0peTeHHs. Bbutn MpeanpuHSTHI
ycuiusi sl o0ecredeHrsi TOYHOCTH B OTHOLIEHWH HCIOJBb3YEMBIX UHCEN, OJHAKO CIENyeT
YUUTBIBATh HEKOTOPBIE 3KCIEPUMEHTAbHbIE OIIMOKKM W OTKJIOHeHus. JIoOble coCTaBhl,
NPE/ICTABJICHHBIC B 3TUX MIPUMEPAX, SBISIOTCS YaCThIO JAHHOTO U300PETEHNS.

[00234] B sTux mpuMepax, Korma 3KCHepuMeHT mnposoautcs npu 2-8 °C, 3amaHHas
temneparypa coctasisieT S°C ¢ nonyckom otkinoHerus+3 ° C.

IIpumep 1. Cocrassbl cauroro oeka peuenrtopa ©®PIC B koHuenTpauuu 80 mr/ma
coXpaHAKT 3(PPeKTUBHOCTb, (PH3HYECKYI0 CTAOWJIBHOCTL U 3apsiad B TeuyeHHe 36-
MeCSIYHOro nmepuoaa.

[00235] Cepuu U3 4eTbIpeX pa3IMUHBIX COCTABOB, copep kaiux 80 Mr/mi cauroro Oenka
peuenropa ®POC (apnubepuenta), TECTUPOBAIN HAa MPEAMET AOITOCPOUHON 3ddekTuBHOCTH,
¢du3nueckoil cTabMIbHOCTH M 00pa30BaHUS OTIMHAIOIIUXCS 3apsaoM BapHaHTOB. [lepedeHb
WHIPEIUEHTOB KaKAOTrO M3 4YeThlpeX coctaBoB mnpuseneH B Tabmume 1-1. Kaxnaeni cocras
olleHMBaiM Ha oOpasoBanre BM coemuHenuit cnuroro Oenka peuenropa ®POC B mporecce
xpaneHus npu 2° C - 8 © C B TeueHue 36 MecsIeB, a TAK)Ke ONpPENesUId MPOLIEHT OCHOBHOTO
coequnenust merogom SE-UPLC. Kaxnawlii cocTas, comepskaluii CIUTBIA OeJoK peLentopa
@®POC, Takke OLEHMBATH C TOMOIIBID HM303JIEKTPHYECKOrO (POKYCHPOBAHUS C MOCTOSHHBIM
JETeKTUPOBAaHUEM IO BCEeM IJMHE KalWuisipa B T€UEHHE TOTO XK€ BPEMEHM U TeMIepaTyphl.
Hakonen, s¢dexTuBHOCTD KaKAOro cocraBa ObLIa MPOBEPEHA MPH MOMOLIN OHOJOTHYECKOTO
aHaJn3a B T€YEHHE OJTHOTO U TOT'O JK€ BPEMEHU U TeMIIepaTyphbL.

Tab6auua 1-1. Cocrasbl, conepxkamue cauThliii 6esiok peuentopa @PPIC
Harpunii Harpuii

VEGFT | dochar | I'mctunun | Caxaposa | [Tomucopbar | xymopun

Cocra | (mr/m) | (MM) (MM) (mac./06.) | 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
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F4 (G) 80 H/ 10 8 0,03 0 6,2

2

Ta6nauua 1-2. % BM coeaunenni

CoctaB BCocras HCocraB DCoctaB G CoctaB 1CoctaB 2CocraB 3CoctaB 4MecsLpbl
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
2,83,02,418,03,23,22,62,524,03,63,63,12,836,04,24,23,23,2

Taéauua 1-3. % 0CHOBHOI0 MUKAa

CoctaB BCocras HCocraB DCoctaB G CocraB 1CocraB 2CocraB 3CoctaB 4Mecsipl
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

Ta6nauna 1-4. % KHUCJIOTHBIX COeIHHEHHH

CoctaB BCoctaB HCocraB DCoctaB G CoctaB 1CocrtaB 2CocrtaB 3CoctaB 4MecsLibl
npu 2-8C 0,015,815,116,015,21215,615,9NP16,024,016,017,116,216,936,016,917,417,217,6

Tabauua 1-S. % 0CHOBHOrO coeIHHEeHHUs

CoctaB BCocraB HCocraB DCoctaB G CoctaB 1CocraB 2CoctaB 3CoctaB 4MecsLibl
npu 2-8C 0,078,979,179,279,91279,379,3NP79,724,079,378,579,579,336,078,678,178,778,6

[00236] Hauubie mpencrtaBineHbl Ha Pur. 1A, 1B, 1C u 1D. Ha ®ur. 1A nokazan
npoueHt BM coepunaennii ciuroro Oenka pernentopa ®PIC, oOpa3oBaHHBIX B KaKIOM H3
gyeTelpex cocTaBoB. [lna noBymku ®PIC mnokaszaHa HemMHOro Ooniee MeaJieHHas CKOPOCThb
oOpazoBanust BM coennHeHMIA, €Cii COCTaB OCHOBAH Ha TMCTHIMHE, MO0 CPABHEHHUIO C COCTABOM,
OCHOBaHHBIM Ha HaTtpuil Qocdare. Kak nokazano Ha Pur. 1A, % BM coeaunenuit mocne
xpaHeHus mpu 2 ° - 8 °C B TeyeHue 36 MecsleB yBeauuuBaicsa Ha 2,6% B cocTaBax ¢ HaTpui
docparom (coctaBbl 1 u 2) Mo cpaBHeHHIO ¢ yBenudeHueM Ha 1,6-1,9% B TUCTUAMHOBBIX
Oydepax (cocraBbl 3 u 4). [lanHble ObLIM MOATBEPKAEHBI, Kak moka3aHo Ha Pur. 1B, roe SE-
UPLC wucrnonp30BaJid JUIsl ONPENeNIeHUs] MPOLEHTa OCHOBHOTO COEOMHEHHUSl CIHMTOro Oelka
peuenropa ®POC, mNpuUCYTCTBYIOLIMX B TEX K€ BPEMEHHbIX pPAMKaX W TEMIIEPATYPHOM
auana3oHe. B KkauecTBe TOYKHM CpPABHEHMS, AHAJIU3bl MPOBOAWINCH C TEKYIIUM COCTABOM
Oiinea® (40 mr/mn), comepxkammm 10 MM Hatpuii docdara, KOTOPBIH MPOIAEMOHCTPUPOBAI
yBenuueHue Ha 1,2% coneprkanus BM coeaunenuii nocne xpanenus npu 2 © - 8 © C B TeueHue
36 mecsaueB (He mokaszaHo). Kpome Toro, kaxablii U3 deTbipex coctaBoB JioBymkun ®PIC c
KOoHUIeHTpauueil 80 mr/mn TectupoBanu Ha 3PQPEKTUBHOCTh M CPABHHUBAIN C AKTHBHOCTBHIO
Diinea® (He mnokaszaHo). D(PPEeKTUBHOCTH KOHTPOJIUPOBATH C TOMOIIBIO OHUOJIOTHYECKOTO
aHaJM3a Ui BCEX YEThIPEX COCTABOB, a Takke A Ditnea®. ITu naHHBIE TEMOHCTPUPYIOT, UTO
COCTaBBl COMJIACHO JAHHOMY HM300PETEeHHIO CIIOCOOHBI MOIAEPIKUBATH CTAOMIBHOCTH CIHTOTO
6enka peuenropa @PIC, cpapHuMYyIO ¢ Dlinea®.

[00237] Ccbutasice Ha @ur. 1C u 1D, npoLEHT OTIUYAIOLIUXCS 3apsiiOM BapUAHTOB
noByuiku @PIC, oOpasoBanHbIX mocne xpaneHus mpu 2 ° - 8° C B TeueHne 36 MecsALEB Takke

o1 mporecrupoBaH. Ha ®ur. 1C mnokazano, uyto nosymka ®PPIC B cocraBax 1-4 He
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NPOAEMOHCTPUPOBAJia 3HAUYMMOIO HW3MEHEHUs TMPOLIEHTHOIO COJAEP)KaHMUS  KUCJIOTHBIX
COEIMHEHUM B TeueHue 36 mecsaues, a Ha Pur. 1D nokasansl Te ke pe3yNbTaThl A1 NPOLEHTA
OCHOBHOTO COeIMHEeHMs1 B TedeHue 36 mecsneB. OOHapy:keHue Toro, uto joByuka ®PIC,
COXpPAaHAWINAs OTJIMYAOLIMECS 3apsJoM BapUaHTbl COEJUHEHUH BO BpeMs XpaHEHMs,
NEMOHCTPUPYIOT, 4YTO KauecTBO JOBYWIKH DPPOC coXpaHsIOCh, a Takue MPOLECChl, Kak
Ie3aMUHHUPOBaHME, 00pazoBaHHe N-KOHIIEBOTO MHUPOINIyTaMaTa, W30MEpHU3allus, arperanus H
T.J., HE IPOUCXOAMIN B T€UEHUE XPAHEHUSI.

[00238] Mauubie B Ilpumepe 1 nOe€MOHCTPHUPYIOT, HYTO COCTaBbl C YABOCHHOM
KoHUeHTpauuei jJoBymku OPOC, obHapyxkeHHOH B Ditnea®, MOTyT COXPaHATh (PH3UUECKYIO
CTa0MIIbHOCTD, KauecTBO U 3¢ dexTuBHOCTb B TeueHue 36 mecsues npu 2 ° - 8 °C. Kpome Toro,
XOTSl BCE 4YEThIpE COCTaBa MPOIEMOHCTPUPOBAIHM AHAJOTHMYHYK 3((EKTUBHOCTh B TEUCHUE
Nepro/a, COCTaBbl, COMep Kalllie MMCTUINH, IPUBOAMIN K HECKOJIbKO MEHbIIEMY YBEIHUYEHUIO
oOpazoBannst BM coenuHeHnii (mpu3HAK Aerpamanuy Oenka), JEMOHCTPUPYS, YTO TIPH
HEKOTOPBIX OOCTOSITENIbCTBAX THCTUAMH MOXKET OBITh NMPEANOYTUTENbHBIM Oydepom. OmHako
pe3ynbTaThl Uit OydepoB Ha ocHOBe rucTHAuHA U QocdaTa MPOIEMOHCTPUPOBAIN OTIUYHYIO
CTa0MJIBHOCTD B XOJ€ HCCIIEOBAHUS.

Ilpumep 2. CraduabHocth 150 mr/ma nosymku ®PIC B cocraBax ¢ HATpH-
PpochaTabim Oydepom/caxapo3oii.

[00239] [IBa cocrtaBa ¢ Hatpuii (ocharom ObUIM MPOTECTUPOBAHBI HA (PUIUIECKYIO
crabmnpHOCTh 150 Mr/mn nosymkun @PIOC (adnubepuenra) npu 37°C B TeueHue 28 CyTOK.
IlepeyeHb MHIPEINEHTOB KAKAOTO U3 ABYX COCTaBOB npuseneH B Tabmune 2-1. Kaxneiii cocta
OLeHMBAIU Ha mpeamer oOpasoBaHusi BM coenunenuit B npouecce xpaHeHust npu 37°C B
TedeHue 28 CyTOK, a TAK)Ke ONPEeAesaan NPOLEHT OCHOBHOTO coeauHenust meroaoM SE-UPLC.

Tadauma 2-1. CocrtaBbl, coaepxkamue cauTbiii 0Oenok peunentopa PPIC
(apimbdepuenra), nas llpumepa 2

Harpuit
VEGFT docdar Caxaposa | [Tonmucopbar | ApruHuH-
Cocras (mr/mun) (MM) (mac./06.) |20 (mac./06.) | HCI (MM) pH
F1(T) 150 10 8% 0,03 H/ 6,2
F2 (JJJ)) 150 10 8% 0,03 50 6,2

Tabauua 2-2. %o BM coeanHeHui

10 MM Hatpuii pocdara, 8% caxaposbl, 0,03% nmonucopbdata 20, pH 6,210 MM HaTpuii
docdara, 8% caxapossl, 0,03% nomucopbdara 20, SO0 MM L-apruans monoruapoxiopuaa, pH
6,2 DochatrPochar-aprunnaCyTok npu 37C
0,02,41,976,46,114,08,48,321,010,410,528,012,212,5

Tabanua 2-3. %o 0CHOBHOI0 MUKA

10 MM Hatpuii pocdara, 8% caxaposbl, 0,03% nonucopdata 20, pH 6,210 MM HaTpuii
docdara, 8% caxapossl, 0,03% nomucopbdara 20, SO MM L-aprunns monoruapoxmiopuaa, pH

6,2 DocharPochar-aprunuaCyTok npu 37C
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0,097,698,1793,693,914,091,091,121,088,989,028,087,186,9

[00240] Ha ®@wur. 2A mnokasaH, 4TO He ObUIO 3HAUMMOH pa3HUILlbl B % BM coennHeHmsIx,
00pa30BaHHBIX MEXIY ABYMs COCTaBaMH BO BpeMs xpaHeHus rnpu 37°C B TedeHue 28 CyTOK, 4TO
MOATBEPKAAECTCS MPOLIEHTHBIM COOTHOILIEHHUEM OCHOBHOIO coeAauHeHus ¢ nomomso SE-UPLC
(®wur. 2B). He Obu10 M3MEHEHHI BHELTHErO BUA, MyTHOCTH WK pH y IBYX COCTaBOB B TeUeHHE
28 cyTok (He MoKa3aHo).

[00241] 3arem pe3ynbTaThl CpaBHUBAJIN C COCTaBaMH, KOTOpble copepskanu 40 mr/mi
Diinea® u cocraom 1 u3 Ilpumepa 1 (80 mr/mn noByuku ®POC B HaTtpuii-pochaTHOM
Oydepe). Kak u oxupanoch, cocraBbl ¢ 150 mr/mia joBymku ®POC nponemMoHCTpHpOBaIH
OoJiee BBICOKHI MpoLeHT oOpa3oBaHusi BM coennHeHUl MO CPaBHEHHUIO ¢ COCTaBOM Jiijea® u
HECKOJIbKO O0Jiee BBICOKHI MPOIEHT oOpa3oBaHus BM coenuHeHUl O CPAaBHEHUIO C COCTABOM
1 u3 IIpumepa 1.

[00242] JlanmpHelimue TECTbI, MNPOBENCHHBIE HAa COCTABaX, COAEPIKAIMUX BBICOKYIO
koHUeHTpauuio JoBymwiku PPIC, u cocTtaBax, copepalluX TUCTHAWH, MOKA3ald Jy4LIyIO
3alIUTy 3TUX MOJIEKYJ, YeM COCTaBbl Ha OCHOBe Hatpuil (ochara. Kpome Toro, BKIFOUEHHE
HATPHH XJIOPU/A B KAKABII M3 TECTHPYEMBIX COCTaBOB (PAKTUYECKH BBI3BIBAJIO AECTAOMIIH3ALIHIO
nosymiku ®POC npu 37°C. lanssie B Ilpumepe 2 AeMOHCTPUPYIOT, YTO AaK€ MPU BBICOKUX
koHIeHTparusix 150 mr/mn ciuroro Genka peuentopa ®PPOC u npu XpaHEHUH TPH TOBOJIBHO
SKCTPEMAJIbHBIX TEMIIEPaTypax MPeACTABICHHbIE B TAHHOM JTIOKYMEHTE COCTaBbl 00ECIIEUNBAIOT
NPEBOCXOAHYIO 3aIIUTY B OTHOIIEHUH (PU3NYIECKON CTaOMIBHOCTH.

Ilpumep 3. PapManeBTHYECKH NpPHEMJEMAS BSA3KOCTL COCTABA MOJKET OLITh

gocTuruyTa st 150 mr/ma gosviuku OPIC.

[00243] Psim coctaBos, copeprxamux joBymky ®POC (agnubepuent), TecTupoBaii Ha
ux BszkocTb. Cocrasel, copepskamue ot 10 mr/mn no 160 mr/mn nosyiku ®@POC, TecTupoBanu
B IIPUCYTCTBUU U B OTCYTCTBUE PA3JIMUHBIX CHI)KAIOLIUX BA3KOCTb areHTOB.

[00244] Ha ®ur. 3A mokasaHbl cOCTaBbl, coneprkaiue 155 mr/miu noByiku @POC B 10
MM Hatpuii-pocharHom Oydepe, 5% caxapoze u pH 6,2 B komOuHamu 0e3 HEOPraHUYECKOM
CONMM, C  AaprUHUHOM, JIM3MHOM, HATPUM  XJOPUAOM W  MarHui  XJIOPHUIOM,
NPOJIEMOHCTPUPOBABIINE HEOOJBINYI0 pPa3HHUIy B BS3KOCTH. B KaXaoM ciydae BSI3KOCTb
mmepsiin B cll mpu 20° C. HaGmromanmu nmama3oH BA3KOCTH OT okojo 17 cIl (Ges
Heopranuyeckoi comu) no 15 cIl (100 MM maramii xjopuga) ¢ HeOONBIIMMHU BapHALUSIMHU
MEXIy TeM, KaKOH CHIKAIOUIUIl BA3KOCTb areHT HCIOJb30BaIM, WM B IPUCYTCTBUU
CHIDKAIOIIETO BSI3KOCTh areHrta BooOine. Ha ®@ur. 3B mokasaHa aHajmoruyHasi cepusi COCTaBOB, 32
UCKJIFOYSHHEM TOTO, YTO OCHOBHOH Oydep umeer 10 MM ructuauna u pH 5,8. 3neck oTcyTcTBHE
KaKOH-JTMO0 HEOPTaHUYECKOW CONM obecreumio cocTaB ¢ BsiskocTbio 11,5 clIl, a 50 MM mm3unHa
obecrieumsio coctaB ¢ BsskocTbio 14 cIl. Bydep, comepskammii ructuaus, obecrednBaeT
OTJIMYHYK) BSI3KOCTb, KOTOpasi COOTBETCTBYET CBOMCTBAM JPYIMX  BIPBICKMBAEMbIX
OMONIOTNYECKUX MPENapaToOB ¢ HU3KOH KOHLEHTpaLUueH.

[00245] Ha @ur. 3C noka3aHa Bs3KOCTb JoByIIkH PPIC mexny xoHueHtpauusmu 10

mr/mn u 160 mr/min, ¢ 10 MM wHatpuit docdarom, 5% caxaposoit npu pH 6,2 B orcyrcTBHE
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apruinHa U B 50 MM apruHuH rUAPOXJIOpUAA. BKiIOUEHME CHMXKAKOLIEro BA3KOCTb areHTa
NPUBEJIO K AHAJOTUYHBIM 3HAYEHMSIM BSA3KOCTU ISl BCEX INPOTECTHPOBAHHBIX KOHILIEHTpALUil
nopyuiek @POC. Kak mokazaHo Ha ®Pur. 3A u 3B, CHIKAOIIMNI BSI3KOCTh areHT OKa3bIBaJl
HE3HAUUTENIbHOE TIOJIOXKUTENIbHOE BIHMSIHME Ha BA3KOCTh COCTaBa Aake€ NPU Ooyiee BBICOKHX
KOHLIEHTpaLsIX Oenka. DTO HEOKUIAHHBIH Pe3ysbTaT, MOCKOJIBKY paHee ObUIO MOKAa3aHO, YTO
ApPIMHUH W JpPyrue CHUJKAIOIIME BS3KOCTh AareHThl OOJNAJalOT MOJEe3HbIMU CBOWCTBAMHU B
OTHOLLIEHHUH BSI3KOCTH OeJTKa MPHU BbICOKON KOHLIEHTPALIHH.

Tabéauua 3-1. Baskoctb- coctassl ¢ pocdarom (cIl mpu 20 °C)

Cocras Oydepal0 MM natpuii docara, 5% caxapo3bl, pH 6,2be3 nonusuress
Bsi3kocTul7,3100 MM aprununal6,2200 mM aprununalS,850 MM au3unal6,2100 MM
HaTpuil xjopuaal 6,550 MM marnuii xjaopuaal6,3100 MM maruuii xaopugals,3

Tabéanua 3-2. Bsaskoctb-coctabbl ¢ ructuauHoM (cll npu 20 °C)

Cocrtas O0ydepal0 mM rucruauna, pH 5,8be3 nonmsurens Bsazkocrunl1l,5100 MM
apruanial2,0200 mM apruaunal2,750 MM au3unal4,0200 MM au3zunal4,150 mM HaTpuii
xjaopuaal3, 1100 MM natpuii xaopugal2, 150 MM maramii xjaopuaal2,6100 MM maraum
xjaopugall,4

Ilpumep 4. ApruduH rHAPOXJIOPHA VJIVYINAECT CTAOHJILHOCTL 150 MI/mJu JOBYIIKH

DPIC B cocTaBax ¢ HaTpuii-pochaTHbIM Oydhepom/caxapo3oii.

[00246] JlBa coctaBa ¢ HaTpuii (ocdarom ObUTM MPOTECTUPOBAHBI B OTHOIIEHUH
¢usnueckoit ctadbmnbHocTy 150 Mr/mi nosymku @PIC (apmmbepuenta) npu 2-8° C B TeueHue
12 mecsiues. [lepeueHp MHIPEIUEHTOB KAXKAOTO U3 IBYX COCTABOB npernctasieH B Tabmume 4-1.
Cocras 2 pononHutenbHO copepxkur 50 MM aprunuH rugpoxnopuna. Kaxayro KOMIO3HULINIO
OLEHMBAIM Ha mpenmer oOpasoBanusi BM coenunenuii B mpouecce xpaHenus npu 37°C B
TedyeHue 12 MecsleB, a TaKke OMNpeeNsyId NMPOLEHT OCHOBHOIO COeANHEHus MeronoM SE-
UPLC.

Tabmuua 4-1. CocraBbl, coaepxammue caurbelii 6enoxk peuentopa DPIC

(admbepuent), nas [Ipumepa 3

Harpuii ApruHuH
VEGFT | docdar Caxaposa | IlonucopOar TUIPOXJIOPUT
Cocras (Mr/mn) | (MM) (mac./06.) | 20 (mac./o6.) | pH (MM)
F1(T) 150 10 8% 0,03 6,2 0
F2 (JJJ)) 150 10 8% 0,03 6,2 50

[00247] Ha ®ur. 4A mokas3aHo, 4TO BKJIFOUE€HHUE B cocTaB S0 MM apruHuH rugpoxyiopuaa
yIydmmwio ¢pusndeckyr crabmibHOCTh JoBymku PPIC. Dtor crabunmmsupyromuii aTpudyT
noByurku PPIC Opin noareepskaeH Ha @ur. 4B, rae npoLeHT OCHOBHOTO COEIMHEHHS OCTAETCs
Boilie ans joyuku OPOC B mpucyrctBuu 50 MM apruHuH TUApOXJOpHAA. JTH JaHHBIE
IEMOHCTPUPYET, UTO CYIIECTBYIOT CHTYallMM, TMPU KOTOPbIX A00aBlieHHE AaprUHUH
rugpoxyopuna obecrneunBaer cradwmmsupyromui 3¢gdexkr Ha xpanumyro joBymky DPPIC.

TabnuuHble TaHHBIE SKCKIFO3UOHHON Xpomarorpaduu npeacrasiensl B Tabmuuax 4-2 u 4-3.
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Tabauua 4-2. %o BM coeanHeHuit

10 MM Hatpuii pocdara, 8% caxaposbl, 0,03% nonucopdata 20, pH 6,210 MM HaTpuii
docdara, 8% caxapossl, 0,03% nomucopbdara 20, SO0 MM L-aprunus monoruapoxiopuaa, pH
6,2 Mecsup! npu 2-8C 0,02,41,913,32,82,03,83,23,04,13,56,04,94,19,05,54,712,05,95,0

Tabanua 4-3. %o 0CHOBHOIO MUKA

10 MM Hatpuii ¢pocdara, 8% caxaposbl, 0,03% nonucopbara 20, pH 6,210 MM HaTpwuii
docdara, 8% caxapossl, 0,03% nomucopbdara 20, SO MM L-aprunun monoruapoxiopuaa, pH
6,2 Mecsipl npu 2-8C
0,097,698,1196,897,22,096,296,83,095,996,56,095,195,89,094,595,312,094,194,5

Ipumep S. Bsazkocts 10 mr/ma - 170 mr/ma nosyumkn PPIC B rucTHAHMHOBOM H
dochaTHom Oydepax

[00248] Ha @wr. 5 nokasano, uro 10 MM ¢docdarnsrit Oypep u 10 MM rHCTUAHHOBBII

Oydep UMEIOT B BBICOKOW CTEMEHH MOAXOISINNE BSI3KOCTH MJisi AMANa3OHa KOHIIEHTpaLUi
noBymku PPOC (adpnubepuenTa). Ilpu Oomee BBICOKMX KOHUHEHTpauwsix JoBymku PPIC
TUCTHIMHOBBIN Oy(ep MpoaeMOHCTPHPOBAN YIIYULIEHHE BA3KOCTH (IO CpaBHEHHIO C hochaTom).
Bsiskocts uzmepsimu pu 20 °C.

Ilpumep 6. TaypuH ¥ nponaHcyabGoHOBAS KHCJI0TA 00eCeYHBAKT VIVYIIEHHYIO

CTAOMJILHOCTL JISI  COCTABOB €  BBLICOKOH KOHIeHTpauued JoBymku DPIC

(adanbepuenta).

[00249] Bein npoBeneH SKCIEPUMEHT AJIs ONIPEESICHIs BINUSHUS HA CTA0MIIBHOCTD OelKa

psina komOuHaumi coctaBoB. Ha ®ur. 6 nokaszan rpaduk TUHAMHUYECKOTO CBETOPACCESTHUS IS
COCTaBOB, cozpepxkamux oT 2 mr/ma Oenka o 10 mr/mn Genka (apaubepuenta). CocTaspl,
koTopele copepxkanu 70 MM Ttaypuna unu 70 MM PSA, npoaeMOHCTpUpOBalu CHUXKEHHE
CaMOB3aMMOEHCTBHS MPU O0Jiee BBICOKMX KOHLEHTPALUSIX. DTH JAHHBIE YKA3bIBAIOT HA TO, YTO
TaypuH 1 PSA MOryT ObITh MOJIE3HBIMU BKJIFOYEHUSIMH B COCTaBbI C BBICOKOH KOHLIEHTpALHEH
Oenka, mogOOHbIE TEM, O KOTOPBIX HIET Pe4b B JAHHOM CIIy4ae.

Tlpumep 7. JdoarocpoyHoe HCCJIECAOBAHHE CTAOWJILHOCTH PA3JHYHLIX COCTABOB,

coaCpRamMXx ruM”CTuamuH.

[00250] Bcero ObLIO mpOTECTUPOBAHO 9 pasNUYHBIX COCTaBOB adumbepuenrta ¢
pa3nu4yHON KOHIeHTpanued Oydepa, Tepmocrabunmuzaropamu U TUAPOPOOHBIME CONSIMU. 9
coctaBoB F1-F9 npusenens! Huxe B Tabmuue 7-1.

Ta6auna 7-1. Cocrassbi F1-F9.

VEG Konuentpa|Caxapo|llpoan Konuentpa
Tun Hoaucop
FT 116 3a (% | H (% Cradunianisa s
CoctaB Oyde oar 20 pH
(Mr/m Oydepa |mac./00|mac./o Top (MM) |[cTabuau3ar
pa (mac./00.)
a) (MM) J) 0.) opa (MM)

F1(WW) | 140 | His 10 5 0 0,03 | Taypun 50 |58

2




50

] AprunuH
F2 (XX) | 140 | His 20 0 4 0,03 50 5,8
HCI
F3 (YY) | 140 | His 20 2,5 2 0,03 Taypun 50 5,8
] ApruHuH
F4(ZZ) | 140 | His 10 2,5 2 0,03 50 5,8
HCI
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
] AprunuH
F7(CCC) | 140 | His 20 5 0 0,03 50 5,8
HCI
F8 (DDD) | 140 | His 10 0 4 0,03 PSA 50 5,8
FO (EEE) | 140 | His 20 5 0 0,03 H/JA H/J 5,8

VEGFT=noBymka ®PIC (adpnubepuernt)

[00251] YerbipHamuate (14) M kakmoro cocraBa cMmemuBamu B mpodupkax Falcon
oobemoM 15 M. 3areM cocTtaB CTepWIbHO (UIBTPOBaNM C ucnonb3oBaHueMm 0,22 MM
IINTPULIEBOTO (PUIBTPA U 3aMOJHSIIA CTEPHIIbHBIE CTEKIIIHHBIE (iiakoHBI TUIA | 00BeMOM 2 MIL.
JUIsl KaXKoro COCTaBa 3amoIHsUIN BoceMb (8) ¢akoHOB 00beMOM 0,4 MIT B BBITSKHOM HIKady ¢
JIAMMHAPHBIM [TOTOKOM.

[00252] SE-UPLC (monekyisipHble MacChl COEIMHEHHIT) BBIMOJHSIM Ha BCEX oOpasuax
IS OTIpENIeNIeHHsI XMMUUEeCKOH CTaOMIIBHOCTH KaXKJOTO COCTaBaA.

[00253] ITpouenT BM coenunenuii ¢ TedueHUEeM BPEMEHHM IJis Kaxaoro u3 cocraBos F1-
F9 nmpusenen Ha ®@ur. 7 (cMm. Taxxke Tabnuuy 7-2). CocraBel F4 u F7 nokasanu camblii HU3KHI
npoueHT BM coenunHenuit mocne 4 -x wmecsueB npu S5 °C. PesynbraThl MOKa3ajH, YTO
nobaBleHre SKCUUIHEHTOB, TAKUX KaK aprUHUH M MPOJIMH, 3HAYUTENBHO CHHKAET CKOPOCTh

obpazoBanusi B % BM coenunHeHuii B coctaBax ¢ JoByuikoit ®PIC.
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Ta6anua 7-2. Anaaus merogom SE-UPLC (2-8 °C)

F1 (WW) F2 (XX) F3 (YY)
Mecsupl o & 7 7
% BM OCHOBHOT % BM OCHOBHOTO % BM OCHOBHOTO
npu 2-8C 0 TTHKa nvKa nmKa
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 9724 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 (2Z) F5 (AAA) F6 (BBB)
% % %
% BM OCHOBHOI'O % BM OCHOBHOI'O % BM OCHOBHOTO
ITHUKa TTUKa ITUKa
1,31 98.69 1,55 98.45 1,45 98,55
1,69 98,31 1,79 98,21 1,96 98,04
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 OCHOBHOI'O % BM OCHOBHOI'O % BM OCHOBHOTO
ITHUKa TTUKa IIUKA
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 97.48 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 96,66
3,14 96.86 3,21 96,79 3,51 96,49
3,26 96,74 3,28 96,72 3,69 96,31

Ilpumep 8. HccaenoBanue cradouwabHocTd 140 mr/ma jgosymkn DPIC npu

PA3JIHYHbIX KOHHCHTPAIHUAX APruHUHA.

[00254] beuio wu3ydeHo BiusHUE U3MeHeHus1 KoHueHtpauun apruauH HCl Ha

CTa0MJIBHOCTD YETHIPEX COCTABOB INIA3HBIX JIEKAPCTBEHHBIX NpernapaToB co 140 mMr/mut JOBYIIKH
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OPOC (apnubepuenrta). OueHKy CTAOMIBPHOCTH TPOBOAUIIN MPHU yCIoBUsX xpaHeHus 2-8 °C.
Jlexapcrennslii npenapat (JIII) takke nHkyOuposamu B ycnosusix crpecca (37 °C). Uernipe
COCTaBa, OLIEHMBAaEeMble B 3TOM uccienoBanuu cradmnbHocty (F1-F4), onmncaner B Tabnuue 8-1,
MPECTABJICHHOU HUXKE.

Tab6auua 8-1. Cocrasnbi F1-F4

Homep
Komnosuuus
cocTaBa
VEGFT L-
I'mcruaun | Caxapo3za Tosmcop6ar 20 pH
(mMr/mur) (MM) (mac./006.) ApruHUH-
F1 0
F2 10
140 20 5 0.03 5.8
F3 50
F4 100

[00255] TIpubnusurenpro 145 M TUCTHIUHOBBIX COCTaBOB O 187 Mr/mul JOByIIKH
@®POC pasmopaxkuBany. BbUio MpUroTOBIEHO TPUALATH IECTh (36) M KaKAOrO COCTaBa, 3a
uckmouenneM F3; mpurorosuimm 39 mn F3. Kaxaplii coctaB crepunnzoBain pUIBTPOBAHUEM B
LFH (BbitsbkHOM 1mkady ¢ JTaMUHapHbIM TOTOKOM) C wucnonb3oBaHueM 0,22 Mk
crepuwmmsyromero ¢unstpa Durapore PVDF mnepen 3amonnenuem. Uuctble ammpoOreHHbIE
crexysiHHble (rakonbl Tunma I obvemom 2 mMn or kommaHuu Schott, 3akpeiTeie 13 MM
UHBEKUMOHHbIMU npoOkamu  (S2-F451 4432/50B2-40), wucnonp3oBanu AJis HPOBENEHUS
MCCJIEIOBAaHUIN CTAOMIBHOCTH.

[00256] Amnamu3 coctaBoB MeronoM SE-UPLC npoBoxunu, Kak H3JIOKEHO BBIIIE.
Wsmepenuss % BM c¢ ucnons3oBannem SE-UPLC B kaxgoMm cocTtaBe C TEUEHHEM BpPEMEHU
npencrasiensl Ha @ur. 8 (A-B). Cm. taxke Tabnuusr 8-2 u 8-3.

[00257] IIpu xpanenuun nipu S © C 3TU COCTABBI JEMOHCTPUPOBAJIM CHUKEHHE CKOPOCTHU
oOpazoBanust %BM coeauHeHul, KOTOpoe ObUIO MPOMOPLHOHAIBHO KOHLEHTPALMH apTUHUH
HCI. Onnako nox Bo3zaericTBueM ctpecca 3ToT 3ddexT ObL1 oOpatneH BensaTh. Komnozummu npu
37°C nemoHcTpupoBanu oueBuAHOe % yBenuueHue BM coeauHeHHil, NponopLHOHAIbHOE
koHueHTpauun apruainH HCl. 3To cBOWMCTBO caenano OTKPBITHE ONAaronpusiTHOTO BO3AECHCTBHS
apruHuHa Ha aduubepuent B MPUCYTCTBUU TUCTUAMHOBOrO Oydepa manoBeposTHbIM. Kak
NpaBWiIO, AN pa3pabOTKH COCTAaBOB B OHOTEXHOJOTHYECKOH NPOMBIIIIEHHOCTH HEeHCTBUE
Pa3MUYHBIX SKCUUIHEHTOB Ha JICKAPCTBEHHOE CPEACTBO CHAdaja IMPOBEPSETCS B YCJIOBHSX
crpecca (HampuMep, MPHU MOBBIIEHHONW TemmepaType, Takoi kak 37 °C) B TeueHHe KOPOTKOro
nepuoga BpemeHu. Llenp 3Toro moaxoma COCTOMT B TOM, 4YTOOBI OBICTPO HCKIIOYUTH
SKCLUMHEHTHI, KOTOPBIE BPSiA JH OyAyT Xopouo paboTath B OTCYTCTBHE CTpecca (HampHuMep,
npu Oonee HM3KOW Temmepatype, Takoil kak 5 °C) B TedueHue Oojiee NIUTEIBHOTO NEpUOIA

BpEeMeHH. 31eCh aprUHUH ObUT HASHTU(PULMPOBAH KaK MOJIE3HBIH SKCLUIMEHT, HECMOTPS Ha €ro
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JUTUTENIBHOTO CTA0MJIBHOTO XPaHEHHUS JIEKAPCTBEHHOTO Ipernapara.

Taéauua 8-2. Anaaus merogom SE-UPLC (2-8 °C)

BiusiHUEe Ha cTaOmwibHOCTH Tpu 37 °C. TToCKONBKY TOTOBBIN JIEKAPCTBEHHBIH Mpernapat mocie
NMPOM3BOACTBA, KaK IMPaBHJIO, XPAHUTCS B TEYEHHE HECKOJbKUX wMecsaeB mpu 4-5 °C

agnubepuent B apruHUHOBOM U THCTUAUHOBOM Oydepe Oyner odeHb ILIEHHBIM COCTaBOM JIJIS

F1 (EEE)

F2 (SSS)

Mecsipl
npu
2-8C

OCHOBHOI'0O

%

IMHKA

% BM

%

OCHOBHOI'O
NMUKa

% BM

0,0

97.79

221

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

97.21

2,79

97.26

2,74

2,0

97,05

2,95

97,08

2,92

25

96,96

3,04

97,02

2,08

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'0O

IIUKa

% BM

%
OCHOBHOI'0O
NUKAa

% 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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Ta6auua 8-3. Anaaus meronom SE-UPLC (37 °C)

F1 (EEE) F2 (SSS)
Cytox mnpu o o Yo
37C OCHOBHOI'0 %o BM OCHOBHOI'0 % BM
MHKA NHUKA
0,0 97,79 2,21 97,78 2,22
7 93,66 6,34 93,32 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)
% %
OCHOBHOIO % BM OCHOBHOIOQ % BM
MUKA 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 23,91

Ilpumep 9: CraduabHocTh Jo0BYIIKH DPPIC B npHCYICTBHH NPOTHBOHOHOB M3

cepuu Xodmancrepa U APYrUX IKCUUNUEHTOB.

[00258] Bbuto onpeneneHo BAUSHUE PA3TIUYHBIX IPOTHBOUOHOB U JPYTHX SKCLUIMHUEHTOB
Ha CTa0MIBHOCTh HECKOJBKIX COCTaBOB.

A. Ckpunune npomusouonos

[00259] IIporuBouoOHBI (Hampumep, cyabhaT, THOLMAHAT U LMTPAT) TECTUPOBAIU B
dbopMe HATPUEBBIX COJIEH C COCTABAMH C BBICOKOW KOHIEeHTpanue soBymku OPOC
(apmubepuenta) (140 mr/mu). Kpome Toro, Takke TECTHPOBAIM APYTHe€ AMHHOKHCIOTHBIE
SKCILUMHUEHTHI (HApUMep, TJIULHH U JIU3UH).

[00260] ITpubmmusurensHo 42 ma 187 Mr/mi JekapcTBEHHOW CYyOCTaHIMH JIOBYIIKH
OPOC pans rnaz pasmopakumBanu. [oroBuwnu 50 M IPOMEKYTOYHOW JIEKAPCTBEHHOM
cyOcTanmmu B JiekapctBeHHON Gopme (155,56 mr/mun), umeromeii 110% koHuentpammo 140
MI/MJI JIEKAPCTBEHHOI'O BELIECTBA B JIGKAPCTBEHHOH (opMe M IEeNeBYI KOHLEHTPALHIO
SKCILUMHUEHTOB (MCKIIFOYasi IPOTUBOMOHBI, MIULUH U JIU3UH).

[00261] JlekapcTBeHHasi CyOCTaHIMSI B MPOMEKYTOUHOH JIeKapCTBEHHOUN (opme ObLia
JONOJHUTENBHO pasdasieHa 0,5 M HCXOAHBIMH PAaCTBOPAMH SKCLUMHEHTOB (TIPOTUBOHMOHBI,
IJIMLOWH WK JIW3UH) U TIOJYYEHHUS] COCTABOB JIGKAPCTBEHHOM CYOCTAaHLIMU B JIEKAPCTBEHHOMN
dopme ¢ konueHTpanuei 140 mr/mi, nepeuncineHHbix B Tabmuie 9-1 mrke. Kaxaplii KOHEUHBIH

COCTaB cTepwin3oBaiu ¢unbTpoBaHueM depe3 0,22 mMxm mmpuuesbiii Gunstp u3 [IBJI® B
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BBITSDKHOM IKay € JIaMMHApHBIM IIOTOKOM I€pei 3aIlOJIHEHHEM YHCTBIX alHPOreHHBIX
CTEKJIIHHBIX (pakoHOB Tuma I obwemMom 2 mi or kommanuu Schott, 3akpeiTeix 13 Mm
UHBEKUMOHHbIMU TpoOkamu S2-F451 4432/50 82-40 (apruxkyn Ne 19700004 Wash Ne 0
000078949). llectbuecsr (60) prakoHoB ObLM 3anonHeHs! 0,5 M kaxaoro cocrasa. Illects (6)
(b1akOHOB OBLIM 3aMOJHEHBI 1,5 ML

Tadauna 9-1. CocTaBbl /151 CKPHHHHIA IPOTHBOHOHOB

OxcunnueHt (MM) Cocras Konu. nosymku ®PIC
Harpuii cynbdar, 20MM  ructugue/  0,03%  PS20/5%
140
50mM caxapossl/ 50 MM Hatpuii cynbdaTa

Hatpwii Tuormnar, 50 | 20 MM rucrununa/  0,03%PS20/5%

140

MM caxapo3bl/ 50 MM HaTpuii THOIIMAHATA
Hatpuii uurpar, 50 20 MM rucruamnaa/ 0,03% PS20/ 5% 140
MM caxapo3bl/ 50 MM HaTpuii uuTparta

20 MM rucruauna/  0,03%PS20/5%
I'nmuims, 50 MM 140

caxapossl/ 50 MM riuiHa
Hatpuii xnopun, 50 20MM ructuguna/ 0,03% PS20/ 5% 140
MM caxapo3bl/50 MM HaTpuii XJ10pUAa

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

caxapo3sbl /50 MM nu3uHa

B. Ckpunune enymamama u acnapmama

[00262] bbuta mporecTHpoBaHa CTaOMIBHOCTb COCTABOB C BBICOKOHW KOHILIEHTpauuei
aoByuiku OPOC (apnubepuenta) (140 mMr/mi) B MPUCYTCTBHM OPTaHUYECKUX NMPOTUBOUOHOB B
KOMOWHAIIMY C apTUHHUH rUapoxyopuaoM. Kpome Toro, 1Ba HOBBIX MPOTUBOHMOHA (TJIyTaMaT U
acmapat) ObUIM MPOTECTUPOBAHBI HA COBMECTHMMOCTh C JIOByIIKoW ®OPOC B BBICOKOM
KOHLIEHTpaluy (B KOMOMHAIMU U 0e3 apruHuH ruppoxsopuaa). [IpoTrecTupoBaHHBIE COCTABBI
npuBeneHsl Huxe B Tabnuue 9-2.

[00263] TlpubnusurensHo S50 mu 187 Mr/mi JekapCTBEHHOH CyOCTaHIMU-JIOBYIIKH
@OPOC pasmopakuBanu. UsroraBnusanu 60 M1 JEKapCTBEHHOH CyOCTAHIIMH B MPOMEXKYTOYHOM
nexkapcTBeHHON ¢opme (155,56 mr/mi) ¢ ucnonbs3oBanuem 110% 140 mr/mn nekapCTBEHHOMH
cyOCTaHIIMM B JIEKAPCTBEHHOH (popMe M meneBoll KOHLEHTPALMHM SKCLUIMHEHTOB (MCKIIFOYast
NPOTUBOHOHBI, [IUTPAT,

IJAOMH, TJIyTamMaT HW acmaprar). JlekapCTBeHHYH0 CyOCTaHLMIO B IPOMEXYTOYHOH
JEeKapCTBEHHON (¢opMe  MOmONHUTENbHO pa3daBmsuii 1M HCXOOHBIMH — pacTBOPaMHU
SKCLUMHUEHTOB (aprUHUH TUAPOXJOPHAA, HATPUM LUTpaTa, T[NIMILUHA, HATPUH IiyTamara u
HATpUH acmapraTta) IJsl MOJYYEeHHs COCTABOB JIEKAPCTBEHHOH CyOCTAHIMU B JIEKapPCTBEHHOMN

dopme ¢ xouueHrpauueit 140 mr/mi, nepedncieHHbIX B Tabnune Hroke. Kaaplii KOHEUHBIH
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COCTaB crepwin3oBaiu ¢unbTpoBaHueM depe3 0,22 mMxm mmpuuesbiii Gunprp u3 [IBJI® B
BBITSDKHOM IIKady C JIAMHHAPHBIM IIOTOKOM IIE€pel 3aIOJIHEHHEM YHCTBIX alHupOreHHBIX
CTEKJIIHHBIX (pakoHOB Tuma I obwemMom 2 mi or kommanuu Schott, 3akpeiTeix 13 MM
UHBEKUMOHHbIMU mpoOkamu S2-F451 4432/50 B2-40 (aptuxyn Ne 19700004 Wash Ne
0000078949). Illectbaecsat (60) ¢aakoHOB ObutH 3amonHenbl 0,5 M kaxknoro cocrasa. llects
(6) pnakonoB ObLIM 3anONTHEHBI 1,5 MIL.

Tadauna 9-2. CocTaBbl 1151 CKPHHHHIA IJIyTAMATA M aclaprarTa

Konu. noBymku
OkcrunueHt (MM) CocraB
OPOC

20 MM ructununa/0,03% PS20/ 5%
Harpuii nurpar, 40 MM+

caxaposbl /50 MM Hatpuii mmtpara /50 140
apruHuH ruapoxuaopun, S0 MM

MM apruHuH ruapOXJIOpUAa

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

caxapo3bl/50 MM riuiuHa/SOMM 140
apruHuH ruapoxuaopun, 50 MM

apTrUHUH TUAPOXJIOpUAA

20 MM ructuauHa/ 0,03% PS20/5%
Harpuii acnaprar, 50 MM+

caxapo3pl/50 MM Hatpuii acnaprarta/50 140
apruHuH ruapoxsaopun, 50 MM

MM apruHuH ruApOXJIOpUAA

20 MM ructunmunaa/0,03%  PS20/5%
Harpuii rimyramar, 50 MM+

caxapo3pl/50 MM Harpuii rimyramara/50 140
apruHuH ruapoxsaopun, S0 MM

MM apruHuH ruApoxIopuaa

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

caxaposbl/ 50 MM HaTpuii acapraTta

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

caxaposbl/ S0 MM HaTpuii riyramaTa

[00264] Onpenenenue BSI3KOCTH MPOBOAUIN ¢ momolnblo BuckosuMmerpa RHEOSENSE
m-VROC®. ITpumepno 0,5 mn HepazOaBiaeHHOro oOpasia 3arpy’kaid B CTEKJISTHHBIM IITPHIIL
O6pazen; ypaBHOBEIINBAIH A0 JKEIAEMON TEMITEPATYPhl U BBOAWIM B YNNI WIH U3MEPUTENBHYIO
sUelKy. Bs3KOCTh pacCUMTHIBAN MyTE€M H3MEPEHUs Tepernaga AaBJIEHUs OT BXOJa K BBIXOXY,
KOTOPBIN KOpPENUPYeT C HaNpsKEHUEM CABUra Ha CTEHKE uuIa. Pe3ysnpTaThl BbIpaXKaroTCsl Kak
mlla-1 wiu cIl. Cm. @ur. 9 u Tabnumy 9-3.

[00265] OmpeneneHue OCMOJSIBHOCTH TPOBOAUIN C HCIOJBb30BAHHEM OCMOMETPA
nasnenns napa VAPRO. ITpumepro 10 Mk Hepa30aBieHHOro o0Opasiia BHOCHIN Ha OyMasKHBIH
auck. IloHmkeHue TemmepaTypbl TOYKH pOCHI, 3aBHUCsINEEe OT JAaBJI€HUs IapoOB pacTBOPA,
U3MEpsUIM C MOMOUIBIO YYBCTBUTENIBHON TepMoOmNapbl U PErMCTPUPOBAIM KaK OCMOJSUIBHOCTD
pactBopa. PesynbTarsl BeipakatoTcst B MMOJIB/KT it MOcm. Cm. @wur. 10 u Tabmumy 9-3.

[00266] BpICOKOMOJNEKYISIPHBIE COENMHEHHUS] B OIPEAEJIEHHBIX COCTaBaX C TEUEHUEM
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Ta6mmna 9-3. BA3KocTh H 0CMONSLIBHOCTE PA3JIMYHBIX COCTABOB

BpeMeHu nocne xpaneHus npu 37°C unu 5°C taxke ouenusanu npu nomomu SE-UPLC. Cwm.
@ur. 11 (A-B) u Tabnuuer 9-4 u 9-5.

[00267] OxkcnepuMeHTbl MO JUHAMUYECKOMY pAacCesHUI0 CBeTa MPOBOAMIU C
ucnonp3oBanneM DynaPro® Plate Reader II. IlpubnusurensHo 100 mxn Hepa30aBieHHOTO
oOpasua 3arpyxani B 96-TyHOYHBIN IJIAHIIET. BBIIO MOMy4eHO TPUALATh MATh U3MEPEHUH IS
Kkaxaol ayrku npu 25 °C. AHaiu3 aBTOKOPPEILMOHHOH (YHKLIUH C HCIOJNB30BAHUEM
perynspuzauu Obul BbinosiHeH B mporpamme DYNAMICS v7.1. Jlng monydeHusi CpemHero
MOJIEKYJISIpPHOTO paauyca u % 3Hadenuii nonuaucnepcHoctu (% Pd) nns kaxmoro obpasua Obuu
MIOCTPOEHBI rpauKH 3aBHCUMOCTH panuyca (HM) OT % MHTEHCUBHOCTH U % Macchl OT paguyca

(am). Cm. @wr. 12.

| S0mM S0 mM AOMM s M | 0MM 5 M
IporecTupoBaHHbIii HATpUii HATpHiT HATpUIT CAHLHA watpmii |
napamerp cyibdara | THOUMAHATA | LMHTPATA J1J) XJIOpHAA (LLL)
(GGG) (HHH) (1 (KKK)
Bsi3koCTh (cI) 11,9 12.4 14,8 12,2 11,6 11,8
OcmonambHOCTH 384 324 403 299 349 349
(MOcmoub/kr)
SOMM 5 v 50 MM 50 mM
50 MM 50 MM E:Tgf: + rJIHIHHA HATpHH HATpHi
HATpHUH HATpHH t 5 OpMM + 50 MM | acnaprara rJayramaTta
acmaprara | rjayraMarta S APrUHHH + 50 MM + 50 MM
(MMM) (NNN) pH cl HCl APrUHHH— APTHHUH
(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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Taoauua 9-4. Anaan3 meroaom SE-UPLC; % BM (37 °C)

% BM S0 mM S0 MM 40MM 5 M S0 MM 50 vM
(cyTicn npn HATpPHIA HATPUH HATPUH S HATpHi IH3EHA
Y o p cyab(para | THOLUMAHATA | UUTPATA e XJIOpUAA ’
37°0) (GGG) (HHH) (11D (J19) (KKK) (LLL)
0 23 23 23 23 2.3 22
7 8,6 15,5 8,2 6.3 8,1 7,7
14 13,5 24,8 12,1 9,5 12,4 11,7
28 22.0 39,2 19,1 15,3 20,4 19,3
Tabauua 9-5. Ananns meronom SE-UPLC; % BM (5 °C)

% BM SomM S0mM 40 mM 50 MM SOmMM 5 M
(MecspT HATpHI HATPHIT HATpMIA R HATpHIA R
o ;:j) cyabdara | THOUHAHATA | LUTPATA ( JI}J) XJI0puaa (LLL)

pH S (GGG) (HHH) (110 (KKK)

0 23 23 2.3 23 23 22
0,25 23 2.4 2.4 23 23 23
0,5 2,4 2,5 2,5 2.4 24 23

1 2,5 2.8 2.7 2,6 2,6 25

2 2.8 2.9 2,9 2.8 2.8 2.8

3 3.1 33 32 31 32 3.0

IIpumep 10: IlepeHOCHMOCTH HHTPABHTPEAJbHON J0CTABKH BbICOKOH JA03bI

JoBymiky OPIC (140 mr/mJa) v 340POBLIX KPOJIHKOB.

[00268] TepaneBTHuuecKue OPOC,

BpEMA  ABJIAIOTCA

cpeacrtea MpOTUB BBOAUMBIC C TIIOMOIIBIO

HHTpaBHTpeaHbHOﬁ HHBCKIMH, B HACTOALICC CTaHAAPTOM  JICUCHUSA

HEOBACKYJISIPHOM BO3PACTHOM JAEreHepalMy KENTOro IATHA, JUA0eTHYECKOro MAakyJISIPHOTO
OTeKa M OKKIIO3MOHHBIX Oosie3Heil cocynoB cerdaTku. ORHAKO —e€XeMeCsS4YHble WIN
JABYXMECSYHbIE WHTPABUTPEAIbHbIE MHBEKLUH IPEACTABIAIOT COOOH 3HAYMTENbHYIO HArpy3Ky
Ha TALMEHTOB, MHAMBHUIYYMOB, OCYINECTBJSIIOIIMX JIeYeHWe WJIM yXOoA, M Bpaueil. B
KJIMHUYECKOH TPAaKTUKE CYLIeCTBYeT ocTpasi mnotpedHocTh B Oojee 3(PQPEKTUBHBIX U
910

NEPEHOCUMOCTH BBICOKOH 103bI JoByikn ®PIC B crabmnbHOM nekapcTBeHHON ¢opme (140

MPOJIOHT'MPOBAHHbIX  IIp€riapaTax. HUCCIICAOBAHUC TIPpE€AHA3HAYCHO JIA  U3YUCHHA

MI/MJI, 4YTO SKBUBaJIeHTHO 14-KpaTHOW KJIMHUYECKOW J03€) Ha TIJla3ax 3J0pPOBOrO

HOBO3EJIaHACKOTr0 O€JI0ro KpoJHKa.

[00269] Beum TPOTECTHPOBAHBI JBa COCTaBa C BBICOKOM 1030 JjoBymku PPIC
(a¢pmubepuenTa) B ructuguHoBOM Oydepe nim B pocharHom Oydepe. Tpu Kponnka Ha KOTOPTY
noinydamu 7 wmr goymkn @OPOC B 50 MKm myTeM ORHOKpaTHOW OwuiarepaibHON
UHTPABUTPEANIbHON MHBEKLUU KaXJ0ro cocraBa. IIpu3Haku TIJIa3HOrO  BOCHAJIEHUsI
KOHTPOJIMPOBAJIHM C TIOMOLIBIO IIEIEBOH JIAMIIbI, ONITHYECKOH KorepeHTHoi Tomorpadpuu (OKT)
u anruorpada ria3Horo qHa Ha 1-e cyTku, 4-e CyTkH, 1-10 Henero, a 3aTeM exXeHenenbHO 10 12
HeJZleb N10C/Ie MHTPABUTPEAIbHOTO BBeJeHUs. BHyTpUriasHoe fAaBieHNe U3MEPSIN C MOMOIIBIO
Tonopen no u depe3 10 munyT u 30 MHHYT MOCJI€ UHTPABUTPEATIbHON MHBEKLUH, & 3aTEM B

KXY MOCJIEAYIOLYI0 BpeMEHHYIO Touky. Ha 12 Henesne ;kMBOTHBIX YMEPLIBIISUIN.
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[00270] B rna3a kponuka BBOIUJIU:

(1) 140 mr/mn adpmubepuenta, 20 MM ructuausa, 5% caxapossl, SO0 MM aprunna HCl,
0,03% PS20, pH 5,8,

WITH

(2) 140 mr/mn admubepuenta, 10 MM Hatpwmii ¢poctara, 5% caxapossl, 40 MM HaTpuit
xjopuna, 0,03% PS20, pH 6,2.

[00271] JBa w3 miecTd TrJla3 W3 TPYIIbL, MOJy4YaBIIeld THCTUAMHOBBIN Oydep,
NPOAEMOHCTPUPOBAIN TEMHbIE TEHU B CTEKJIOBUAHOM Tene 10 8 Heaenb nociae IVT
(MHTpaBUTpEATbHON WHBEKLUMH), YTO OBbUIO TOATBEPKIACHO OOCIEOBAaHUEM C IOMOLIBIO
LIEeJIEBOM JIaMIIbl B BUAE MECTHOM KaTapakThl M3-3a2 CBSI3AHHOIO C MPOLIEAYPOH MOBPEXKICHUS
3amHell MOBEpXHOCTH Xpycramuka. OmuH w3 6 rna3, nojaydaBumwmx Qocdarueiii Oydep,
NPOJIEMOHCTPUPOBAJI TEMHBIE TEHH B CTEKJIOBUAHOM Tesie 10 8 Hemenb mocie IVT, uro Obuto
NOATBEPKAEHO 00CTIeIOBAHNEM € TOMOIIBIO IEIEBOH JIAMITBI B BU/I€ MECTHOW KaTapakThl U3-3a
NIOBPEKACHUS 33JHEH TTOBEPXHOCTH XPyCTAIHKA (CBSI3aHHOTO C MPOLIEAYPOIT).

[00272] I'ma3za 3m0pOBOTr0 HOBO3EJIAHACKOTO OJI0ro KpoJjinka B Te4eHne 12 Henelb mocie
OJTHOKPATHOTO MHTPABUTPEAIbHOIO BBEACHUS XOPOIIO IEPEHOCUIM IPOTECTUPOBAHHBIE
coctaBbl ¢ BbICOKOW no3oii  yoBymku ®OPOC (140 wr/mu). Ilocme  omHOKpaTHOM
UHTPaBUTPeaTbHON MHbeKUNU 7 Mr joymku ®POC Ha riasHOM nHe He HAOJIONAIM HUKAKHX
NPU3HAKOB aHOMAJHMH WK BocnaneHusi. CTeKJIOBUAHOE TeNo ObUIO MPO3PayvHbIM, & COCYIUCTBIN
PUCYHOK CETYaTKU BBIMJIsET HOPMalbHbIM. OTCIOEHHs] CeTUaTKH, KPOBOMBZIMSIHHUM WM
U3MEHEHUH IHCKa 3PUTENIbHOTO HepBa He HaOmonanu. M3MeHeHul BHYTPUITIA3HOTO JIABJICHUS
[0 CPaBHEHUIO C MCXOAHBIM ypoBHeM He Obuto. McxonmHble m3oOpakeHus (yopecLeHTHON
anruorpaguu (PAI') u OKT rna3 kponukos npexacrasieHbl Ha ®Pur. 13 (A-D). Bpemennas
cepusi m3obpakenniit @A’ u OKT rna3 KponMkOB B KaXIOW TIpyIIe JIeYeHHs B TeUeHue 8
Henenb npenctaBieHsl Ha Dur. 14, 15, 16 u 17. ITokazansl nanubie 17151 jieBoro riasza (OS) wiun
npasoro riasa (OD) kponukos 326 u 329.

TIpumep 11: Ouenka craduabuoct coctasos UUU-BBBB

[00273] B »ToM wuccrenoBaHMM U3ydajach CcTabwibHOCTH JioBymku DOPOC
(a¢pmubepuenTa) B koHueHtpauuu 60 mr/min u 120 mr/ma B 10 MM ¢docdara, 10% wunmm 20%
caxapossl (cax.), 0 wm 50 MM NaCl, 0,03% nosucop0bara 20, pH 6,2, korna HHKYOHPYIOT TpU
37°C no 6 mecsiueB. CocTaBbl JIsl 3TOTO UCCIEAOBAHUS CTAOMIBHOCTH TMPEIACTABICHBI HIKE B
Tabmume 11-1.

Ta6auua 11-1. Cocrasst UUU-BBBB

O6o3HaueHne cocTaBa [Topymka ®PIC], mr/ma | % caxapo3bl MM NaCl
F1 (UUU) 30 10 -
F2 (VVV) 30 20 -
F3 (WWW) 60 10 -
F4 (XXX) 60 20 -
FS(YYY) 120 10 -
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F6 (2Z2) 120 20 -
F7 (AAAA) 120 10 50
F8 (BBBB) 120 20 50

bazoserii cocras: 10 MM ¢docdara, 0,03% nomcopdara 20, pH 6,2

JloBymka @PIC=adpnubepuent

[00274] CocraB crepummzoBanu ¢uibTpoBanueMm ¢ 0,2 MkMm ¢uisTpom u3 I[IBJAD B
BBITSDKHOM IIKa(Qy C JJAMUHAPHBIM [TOTOKOM Iepesl PACIpeeIeHIEM.

[00275] dnakoHBl, conmepskaiie Kaxablli coctas, xpanunu npu 37°C B TeueHue |
MecsLa.

Ta6muma  11-2.  Pesyabrarnel  o0pameHHO0-(a30BOHl  BbICOKOI(P(PEKTHBHOMU

skuakocTHoi xpomartorpadpuu (RP-HPLC)

dakTuveckas %
YcaoBusi [VGFT]
Cocras HHKYOALHS H3BJICYEHHOTO
XpaHEHHUA Mr/ma
(MecsubI) VEGFT
30 mMr/ma 0,0 100,0 29,99
37°C
10% caxapossl (UUU) 1,0 97,9 29,37
30 Mr/mi 0,0 100,0 29,97
37°C
20% caxaposel (VVV) 1,0 98,2 29,44
60 Mr/m 0,0 100,0 58.90
37°C
10% caxapo3et (WWW) 1,0 98,3 57,89
60 Mr/mIT 0,0 100,0 58.80
37°C
20% caxapossl (XXX) 1,0 98,9 58,18
120 mr/mi 0,0 100,0 120,80
37°C
10% caxapo3s (YYY) 1,0 97,4 117,63
120 mr/mi 0,0 100,0 117,85
37°C
20% caxapossl (ZZZ) 1,0 98,9 116,51
120 mr/mt 0,0 100,0 120,14
10% caxapo3sl 37°C
50 MM NaCl (AAAA) 1,0 97,9 117,64
120 mr/m 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, apnubdepuent
Tabmuua 11-3. Pe3syabTaTbl JIKCKJIN3HOHHOH CBepxd()(eKTHBHOH KMIAKOCTHOMH
xpomatorpaduu (SE-UPLC)

dakTHYecKas Bcero
Ycaosus Bcero

Cocras HNuxy6auus % HATHBHBIX %

XpaHeHHS (vmecse) % BM HM

30 mr/mn VGFT . 0 0,8 99.0 0,1

10% caxapossr (UUU) 3TC 1,0 4.1 94,0 1,9

30 mr/mn VGFT . 0 0,8 99,0 0,2

20% caxapossl (VVV) 37C 1,0 2.4 95,6 2,0

60 mr/mn VGFT . 0 1,0 98,8 0,2

10% caxapo3et (WWW) 37C 1,0 7.8 89,5 2,7

60 mr/mn VGFT . 0 1,0 98,8 0,2

20% caxapossl (XXX) 37C 1,0 4.4 92,8 2,7

120 mr/mn VGFT . 0 1,3 98,5 0,2

10% caxapos3er (YYY) 37C 1,0 18,3 79,5 2,2

120 mr/mn VGFT . 0 1,2 98,5 0,2
20% caxapossl (ZZZ) 7C

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

120 mr/mn VGFT 0 1,3 98,5 0.2
10% caxapo3sl 37°C

50 MM NaCl (AAAA) 1.0 208 771 22

120 mr/mn VGFT 0 1,2 98,5 0,3
20% caxapo3bl 37°C

50 MM NaCl (BBBB) 1,0 13,0 84.8 22

VGFT=nosymka ®PIC, apnubepuent

[00276] Bce cocTaBbl MPaKTHUECKH HE COAEP KA YaCTHULl MPU BU3YaJIbHOM OCMOTpE U
U3MEPEHNHN ONTUYecKoi mioTHOCTH. He Obuto 3HauMTeNnbHON moTepu Oenka Mpu U3BJICUEHUU C
nomompbio RP-HPLC uepes 1 mecsu npu 37 °C (Tabnuma 11-2), M 5Ta TeHAeHLHs
MPOAOJIKAIACH 10 6 MECSLEB.

[00277] OcHoBHBIM myTeM perpagauuu JoBymku PPOC Obina arperamuss B 3THX

ycnoBusix (@ur. 18 (A-B); Tabmuua 11-3). CrabunpHocTh jnoBymku PPIC 3aBucena ot
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KOHLIEHTpauuii Oenka u caxapo3bl. CoctaBbl ¢ Oojiee HU3KMMH KOHLEHTPALUSMHU JIOBYIIKH
OPOC u Hosnee BBICOKUM COAEp:KaHUEM caxapo3bl ObuTH Oosiee ctaduibHbIMUA. COXpaHEHHE TOTO
K€ COOTHOIIEHHs OeJIOK: caxapo3a He MPHUBENIO K TaKOH K€ CKOPOCTH Aerpaaauuu. Hanpumep,

F1 u F4 umeror ommHakoBoe cooTHowieHHe Oenok: caxapoza 3: 1, HoO F4 Obum MeHee

2
crabusibHbIM, yeM F1 u3-3a Ooyiee BBICOKOH KOHIEHTpauuu Oejika. AHAJOTMYHbIE TEHIEHIMU
HaOJIIONAJIUCh A0 6 MECSILIEB.

IIpumep 12. Tokcukoaoruyeckoe HCCJeJ0BAHHE € MHOIOKPATHbIM

HHTPABUTPEAJIbHBIM BBeJeHHeM /03 Ha 00e3bsiHAX ¢ Ppa3JIMYHBIMH COCTABAMH
agumdepuenTa.

[00278] B aToM mpumepe onieHUBaeTCs 0€30MaCHOCTb PA3TUYHBIX COCTABOB HA SIBAHCKUX
Makakax. Bcero 7 mHTpaBUTpEAbHBIX 103 BBOIAT B 00a riia3a NMpUOJU3UTENBHO ONUH pas B 4
Henmenu B rpymmax 1-3; Bcero rpymnmaM 4-9 BBOIST 3 MHTpPaBUTPEATbHBIX O3Bl B 00a Triasza
NpPUMEPHO OAWH pa3 B 4 Hexenu. TepMUHAJIbHYIO HEKPOIICHIO BBINOJHSAIOT NPUMEPHO uepes
HeNenro mocyie mociaenneid no3el (N=3/mon/rpynma) ¢ HeKpOICHel Ha 3Tare BOCCTAHOBJICHHS
nocye nedenus (2/mon/rpynmna) npuMepHo depe3 12 Henenb mociie MocieqHed 103

[00279] BeIMONHSIIOTCSA CAEAYOMHIE OLEHKH:

Onenka 0e30MacHOCTH, OCHOBAaHHASI HA KIIMHIMYECKUX MPHU3HAKAX, MAacCe Tella, JKU3HEHHO
BAKHBIX (DYHKUWSX, NAHHBIX 3JIEKTpoKapauorpaduu (1o BBeNEHUs! A03bl, B KOHILIE JICUECHUS U B
KOHIIE BOCCTaHOBJICHHUSI), M3MEPEHHsI apTEPHAIBHOTO NABJEeHUS (Uepe3 XBOCTOBYK) MAaHKETY),
KJIMHUYECKOW U aHATOMUYECKOU MaTOJIOTUU

KommiekcHble OCMOTPBI IJ1a3 € PEryJsipHbIMU MHTEPBAJlaMH B MEPUOJ BBEICHUS 103 U
BOCCTAHOBJICHUsI, BKJIIOYas MHKPOCKONHIO C TIOMOINBIO IIENEBOM JIaMIbl, HENpsMOH
o(pTaTEMOCKOIMY U U3MEPEHUSI BHY TPUTJIA3HOTO JaBJICHUS

dororpadus, ¢ayopecueHTHas aHruorpadus M 3JeKTpopeTHHOrpadus IIa3HOTO IHA
nepen JedeHueM, B TeueHue 9-ii Henenu ucciaenoBaHusi (Bce Tpymmbl), 26-i Hemenu (TOJIBKO
rpymrsl 1-3) 1 B KOHIIE IEPUOAA BOCCTAHOBIIEHHS

OO0pa3subl KpOBU M CTEKJIOBUIHOTO Teja (MO 3aBepIISHHIO) sl OMOaHaM3a, aHaIu3a Ha
aHTHUTEJa MPOTHB JIEKAPCTBEHHOTO BEIIECTBA U TOKCUKOKHHETHUECKON OLIEHKU

Tab6auua 13 CeoaHble JaHHBIE 0 TPYNIIAM HCCJIEAOBAHHUS ®

Oobem
_ | uaTpaBuTpe M N/mon pns N/ st
I'pyn | Hccaenyembin AJbHOH N/ | Tepmunainb
adudep- . BOCCTAHOB
na mMaTepHaJl A03bI noJj HOIl
nenTa/rjia3 JIeHus1
(Mxa/mo3a/r HEKPOINCHH
J1a3)
20 MM
ructunuHa, S0
1 MM apruHuHa, 50 0 (KOHTpPOJIB) 5 3 2
5% caxapo3sbl,
0,03% PS20
80 Mmr/mna
2 agundepuenra 50 4 5 3 2
B 20 MM
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ructunuHa, S0
MM apruHmHa,
5% caxaposbl,
0,03% PS20
~ 140 Mmr/ma
aiubepuenTa
B 20 MM
3 ructuauHa, S0 50 ~7 5 3 2
MM apruHmHa,
5% caxapossl,
0,03% PS20
20 MM
ructuauna, 5%
caxapossbl, 0,03%
PS20
80 mr/ma
agumdepuenra
B 20 MM
ructuauHa, 5%
caxapossl, 0,03%
PS20
~ 140 Mmr/ma
aguaudepuenra
B 20 MM
ructuauHa, 5%
caxaposbl, 0,03%
PS20
20 MM
ructunuHa, S0
7 MM rimuMHa, 50 0 (KOHTpPOJIB) 5 3 2
5% caxapossl,
0,03% PS20
80 Mr/mJ
adaubepuenTa
B 20 MM
8 ructunuHa, S0 50 4 5 3 2
MM riaumuHa,
5% caxapo3sbl,
0,03% PS20
~ 140 Mmr/ma
agumdepuenTa
B 20 MM
9 ructunuHa, S0 50 ~7 5 3 2
MM rianmuHAa,
5% caxapo3sbl,
0,03% PS20

* Ka)I(I[bIﬁ M3 YKa3aHHBIX COCTABOB ABJIACTCA YaCTbIO JAHHOTO I/1306peTeHI/I$I

50 0 (KOHTPOJIB) 5 3 2

[00280] Oskumaercst, 4TO COCTaBbI, MPOTECTHPOBAHHBIC Ha JIOOOH ONHON win Oojee w3
rpymm 1,2, 3,4, 5,6, 7, 8 w/unu 9, Oynyt umers npoduiib 6€30MacHOCTH, CPABHUMBIH ¢ Diiea y

SIBAHCKHUX MaKakK, KaK MU3MEPCHO B OLICHKAX, O6CY>KI[€HHI:;IX BBIIIEC.
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Ilpumep 13. UccienoBanue cTa0MJIbHOCTH nMpenapara c Jopymkoid ®PIC.

[00282] Cocrtas, conepxkamuii 114,3 mr/mn nosymku O@PIOC (adpnudepuenta) u 10 MM
ructuguHa, pH 5,8, 5% caxaposs;, 0,03% mnomucopbara 20, 50 MM apruHuH
MoHoruzapoxyiopuaa, obut npurortosieH B LFH (BeimsokHOM 1mkady ¢ JaMHHAPHBIM TIOTOKOM) C
ucnonb3oBanueM 0,22 MM crepunusyroiiero ¢gunstpa Durapore PVDF nepen 3amonHenuem.
Uuctble anmuporeHHble CTEKIsIHHbIE (uakoHbl Tuna | oopemom 3 mi or kommanum Schott
3anosHsn 0,3 MIT JIEKapCTBEHHOTO Iperapara U 3aKpbiBasi 13 MM HHBEKIMOHHBIMH POOKaMH
(S2-F451 4432/50B2-40). OOpasipl aHAIU3MPOBAJIM B PAa3IUYHBIE MOMEHTBI BPEMEHH IOCIe
xpaneHuss npu 37°C wunu 5°C Ha mnpeaMeT YHUCTOTHI C TOMOIIBIO  3KCKIFO3MOHHOU
xpomarorpadpuu (SEC) nnsa onpenmenenusi mpucytctBusi (%) BBICOKOMOJEKYJSIpHBIX (BM)
coeMHeHuH, Hu3KoMoneKyJ sipHeix (HM) coennHeHuit 1 OCHOBHOTO MHKa (TJIABHBIN); a TaKXKe C
NOMOIIBI0 BU3YQJIM3AlMsl MHKPOIIOTOKOB, IIOJICUYETa KOJIMYECTBA YACTHL B JKHUAKOCTH C
ucnionb3oBaneM HIAC (mytem CBETOOJOKHMPOBKH) W  MHUKPOCKOIMHMYECKOTO OIpPEAeNICHHS
NPUCYTCTBUS YaCTHUL] PA3JIMYHBIX Pa3MEPOB.

[00283] ManHbBIE O CTaOMIBHOCTH U 4YHCTOTE nocie xpanenus npu 37 °C, 25°C u 2-8°C

npusenensl Ha @ur. 19 (A-E). Cum. Taxoke Tadmuuer 13-1-13-4.
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Tabmmma 13-1. AHanNU3 YUCTOTH METOAOM SKCKIIFO3HOHHON Xpomartorpaduun (SEC)

37 °C
Mecsiisl % 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

Tabmuua 13-2. Busyanusamnys MUKPONIOTOKOB / YaCTHIBL, HEBUAMMbIE HEBOOPYXKCHHBIM IJ1a30M

37°C
Mecsinbl >1 MKM >2 MKM >5 MKM >10 MKM >25 MKM
T=0 1125 234 42 9 0
28 cyTOK 1128 184 17 0 0

Tabmuua 13-3. TBepable YaCTULbI, HEBHIUMbIC HCBOOPYKEHHBIM TJIA30M, U3MEPEHHBIC METOIOM

ceerobnoxnposkn (HIAC) / gacTuipl, HeBUANMEIE HEBOOPYKEHHBIM TIIa30M

37°C
Mecsimpl >10 MxM >25 MKM 230 Mkm
T=0 15 0 0
28 cyTok 23 1 1

Tabmua 13-4. MukpoCKOnU4YeCKUil aHaJIN3 YAaCTHL, HEBUIUMBIX HEBOOPY>KEHHBIM IJ1a30M

37 °C
Mecsibl >10 MM >25 MKM >50 MKM
T=0 8 1 1
28 cyrok 6 2 1

Ilpumep 14. HcciaenoBaHue CTAOMIBHOCTH MNPH PA3JIHYHBIX KOHLEHTPALUSIX

aopymku PPIC.

[00284] bputo u3ydyeHO BIMSHHE HW3MEHEHUs KOoHUeHTpauuu JoBymku PPIC Ha
CTa0MJIBHOCTh YETHIPEX COCTABOB TIJIA3HBIX JIEKAPCTBEHHBIX MpenaparoB ¢ JoBymkoir ®PIC
(adpmubepuentom). Konuentpaunu BappupoBaiuch ot 80 no 140 mr/miu. OueHKy cTaOWIBHOCTH
npoBoauyn npu  ycnoBusix xpaHeHus 2-8 °C. JlexapcrtBennblii mpemapatr (JIIT) Ttaxske
UHKYOHnpoBanu B ycnoBusix crpecca (37 °C). Uetslpe coctaBa (KaXXAblil M3 KOTOPBIX HAa3BaH B

nanHoM nokymeHte «CCCy»), oLieHHBaeMble B 3TOM UCCJIEIOBAHUN CTAOMIIBHOCTH, OIMHCAHBI B

Tabnuue 14-1, npencraBneHHON HUXeE.
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[00285] IlpubmusurensHO 27 MJ Kaxmoro cocraBa Obuto mnpuroroieHo B LFH
(BBITSDKHOM IIKady € JJAMMHApHBIM MOTOKOM) C UCTONb30BaHUEM 0,22 MKM CTEPUIIU3YIOLIETO
¢unsrpa Durapore PVDF nepen 3anonHenneMm. UncTble anmupOreHHbIE CTEKJISTHHBIE (DJIAKOHBI
tuna I oovremom 2 mit oT koMmaHuu Schott 3amoaHsANIN U 3aKpbiBaid 13 MM HHBEKLMOHHBIMU
npobkamu (S2-F451 4432/50B2-40). OOpasupl OblIM NpPOAHANIU3UPOBAHBI B  Pa3JIMYHBIC
MOMEHTBI BpeMeHHU nocie xpaneHus npu 37°C unn 2-8°C Ha mpenMeT YHCTOTHI € IOMOLIBIO
SKCKJIIO3MOHHOHN  cBepxaddextuBHON  skunkoctHol — xpomartorpaduu  (SE-UPLC)  mns
onpeneneHus: npucytcTBusi (%) BbICOKOMONEKYJIsIpHbIX (BM) coenuHeHUit 1 OCHOBHOTO IMHKA
(TaBHBIH).

[00286] JlaHHBIE, IEMOHCTPUPYIOLINE MPOLEHTHOE copepikanne BM mocie nHkyOanum
npu 2-8°C wmimm 37°C B Teuenue 1o 6 mecsines, npencraeieHbl Ha @ur. 20 (A-B). Cum. Taxxe
Tabmuer 14-2 u 14-3. Tlpu xpanenmu npu 37°C m 5°C 3TH COCTaBbl AEMOHCTPHPOBAIH
TOJIOSKUTETBHYIO KOPPEJSIIUI0 MEXIy CKOPOCThIO oOpasoBanus BM u  KOHIEHTpammei
aosymkn @OPOC. CocraB ¢ 140 Mr/mMji mponeMOHCTPUPOBAN HAMBBICIIYIO CKOPOCTh B %

obpazoBanusi BM coennHeHUI.
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Tabmuua 14-1. IlpoTecTpoBaHHbIE COCTABEL

Howmep
KOMIIO3HIIHS
COCTaBa
L-aprunun, | I'merunun | Caxaposa | llommcopbar 20 | VEGFT H
MM (MM) (mac./00.) (mac./00.) (mr/mn) p
F1 (CCC) 80
F2 (CCC) 100
50 20 35 0,03 5,8
F3 (CCC) - 120 :
F4 (CCC) 140
Tabmuua 14-2. Aranus meromom SE-UPLC (2-8 "C)
F1 (CCC): 80 F2 (CCC): 100 F4 (CCC): 120 F3 (CCC): 140
MI/MIT MI/MI MI/MIT MI/MIT
0, 0 0 0
l\fleCﬂgbI % % % % % o % %
pH 2- | OCHOBHOTO | b\, | OCHOBHOTO |y, | OCHOBHOTO B\ | OcHOBHOTO | o,
8C MHKa MHKA [HKa KA
0,0 9790 |210] 978 | 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 97.38 2,62 97,22 2,78
3,0 97.61 2,39 97.38 2,62 97,17 2,83 97,04 2,96
55 9739 |261 ] 9710 | 2,90 96,79 321
6.0 9736 | 2.64 | 97.04 | 2.96 96.74 3.26 96.60 3.40
Tabmuua 14-3. Aramus merogom SE-UPLC (37 °C)
F1 (CCC): F2 (CCC): F4 (CCC): F3 (CCC):
80 Mr/mn 100 mr/mn 120 mMr/mn 140 mMr/mn
Cytku % o 7 o %
yr ocHoBHOIo | % BM | ocHoBHoro | % BM | ocHoBHoro | % BM | ocHOBHOro °
npu 37C i BM
KA KA IHKa MHKa
0,0 97,90 2,10 97,86 2,14 97,83 2,17 97,85 2,15
7 94,83 5,15 93,82 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. Boicokas mo3a Jiljlea UMeeT YBEJHYEHHYI) NPOIO/LKUTEIBHOCTh
AeificTBHSI B MOJeJIH YCTOHYHBOI0 HEOBACKY ISIPHOTO nponoresanus D, L-AAA.

[00287] BunusiHME 4YeTBHIPEXKPATHOTO yBEIWYEHHUS JA03bl Ha MPONOJIKUTENBHOCTD
nevictTeus adubeprenTa Mo HHrHOMPOBAHHUIO XPOHUYECKOTO MPOIIOTEBAHUS COCYIOB CETUATKHU B
monenmu D, L-AAA onpenensiu B 3Tom [Ipumepe.

[00288] HMcrnonp3yeMbIMU KUBOTHBIMU OBLITH HOBO3€JAHACKHE OeJibie KPOIHMKH depes3 3
mecsna nocie uHaykouu OonesHn DL-AAA (DL-o-amMuHOAAMIIUHOBOH KHCNIOTOH). I'pymmsl
JIeYeHUsI PEACTABISUIN COOOI:

ITnauebo (Oydep ms cocrasa) SO MKi/rias; n=6 rnas

Admubepuent, 500 mxr/ria3 no 50 Mk, n=7 rnas

Admubepuenr, 2 mr/rnas no 50 Mk, n=8 rna3

[00289] CocraB, ucnonb3yeMblil B KaXKJ0H IPyIIIe JeUeHus, IpeacTaBisul codoit: 10 MM
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ructunauna, 8% caxapossr, 0,03% PS20, pH 5,8. Odranpmonorndeckue oOCIeIOBaHHS, KOTOPbIE
MIPOBOAWJIMCH Ha UCXOOHOM ypoBHe M Ha 1, 2, 4, 6,7, 9, 10, 11, 13 u 18 Henensax, BkIroUau
onpeneneHue BHyTpuriasHoro aasnenus (BI'Ml), Busyanusanuio B 6eckpacHoM ceete (RF) (s
orpezneneHus: MOpQOJIOTUN KPOBEHOCHBIX COCYAOB), (puyopecueHtHyio anruorpaduro (PAT
1T ONPEIeNIeHUs] POTIOTEBAHMS COCYIOB), ONTUYECKYIO KorepeHTHyro Tomorpaduio (OKT; mis
BBISIBJICHHsI BOCTIAJICHUSI CTEKJIOBUIHOTO Tena). ChIBOPOTKY (aHTHTE A MPOTHB JIEKAPCTBEHHOT'O
cpeacTsa) u miasMy (YPOBHHU JIEKAPCTBEHHOI'O CPEACTBA) COOMpa B Havaje MCCIEIOBAHUS U
Ha 1, 2, 4, 6 u 9 Henensx.

[00290] Hanubie obcnenoBanus mpu nmomomu PAT s Kax a0l rpynmbl MPeaCTaBIeHbI
Ha @ur. 21. DTu naHHBIE MPONEMOHCTPUPOBAJIH, YTO MHIMOUPOBAHKE MPOMOTEBAHUS COCYIOB B
CeTyaTKe JKUBOTHBIX, MOJy4yaBIIUX OOJjiee BbICOKME N03bl adubepiienTa, JIMIOCH TOJbIIE, YeM
y KHBOTHBIX, MOJIy4aBIIUX Oojiee HU3KHE N03bl. KonmnyecTBO 0OpabOTaHHBIX IJ1a3, B KOTOPBIX
MPOHUIIAEMOCTh COCYAOB ObLIA TOJHOCTHIO TOAABJICHA, OBLIO 3HAYUTENHPHO OOJNBIIE B TPYIIIIE,
MOJTy4aBIIei 103y 2 MT, BO BCE BpeMEeHHbIE TOYKH 0TOOpa 00pas3ioB BILUIOTh A0 18 Hexenb mocie

BBCIACHHA NO3bI.
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®OPMYIJIA H3OBPETEHUA

1. BonHblii papMarieBTHUECKHH COCTaB, CONEP KALIHA:

adnubeprient B KOHLEHTpALMK 1o MeHbIeil mepe 100 mr/mi,

TePMOCTaOMIIN3aTOpP, KOTOPBINA MpencTaBisier coOOH caxap, aMUHOKUCIIOTY, Caxaposy,
MaHHHUT, COpPOUT, Tperanosy, L-mponuH, MIULUH, TIHLIEPUH, TAypUH WM MPOMAHCYJIb(OHOBYIO
KUCJIOTY;,

Oydep, koTopslil npeacTasiseT codo Oydep Ha ocHOBe ructuamnHa, Oydep Ha OCHOBE
dbocdara, Oydep Ha ocHOBe areTaTta win Oydep Ha OCHOBE IIUTPATA,

HEHOHOT€HHOE MOBEPXHOCTHO-AKTUBHOE BEIIECTBO; U

areHT JUIsl CHIDKEHUSI BSI3KOCTH, KOTOphii npeactasisier coboi NaCl, MgCl,, D-aprunus,
L-aprunun win 1u3uH,

npudem coctas umeet pH ot 5,0 1o 6,8.

2. Boxnbiii papmanieBTUYECKUI COCTaB MO 1. 1, B KOTOpOM KOHIeHTparums adiudbepuenta
cocraisier 111,5 mr/mm; 112,0 mr/mor;, 113,3 mr/mor;, 114,3 mr/mor, 115,6 mr/ma;, una 116,3
MT/MJL.

3. Bogsslii ¢apmaueBTHueckuii coctaB 1o 1.1, B koTopoM adauleprent HaxoguTcs B
koHeHtpaun 100 mr/mut; 101 mr/mur; 102 mr/mon;, 103 mr/min;, 104 mr/mor; 105 mr/mon;, 106
mr/mi;, 107 mr/mi; 108 mr/mor; 109 mr/mi;, 110 mr/mor;, 111 mr/m; 112 mr/mor; 113 mr/ma;, 113,3
mr/mi;, 114 mr/mi; 114,1 mr/ma;, 114,2 mr/mon, 1143 mr/mon, 114,4 mr/mon; 114,5 mr/mo;, 114,6
mr/ma, 114,7 mr/mn, 114,8 mr/mur; 114,9 mr/mi; 115 mr/mi;, 116 mr/mi;, 117 mr/mi;, 118 mr/mi;
119 mr/mo; 120 mr/mi; 121 mr/mon;, 122 mr/mor; 123 mr/mi; 124 mr/mor; 125 mr/mo; 126 mr/mor;
127 mr/mi; 128 mr/mur; 129 mr/mi; 130 mr/mr; 131 mr/mon;, 132 mr/mor;, 133 mr/mon;, 133,3 mr/mor;
133,4 mr/mo, 134 mr/mor;, 135 mr/mot; 136 mr/mor;, 137 mr/mot; 138 mr/mon;, 139 mr/mot;, 140 mr/mo,
141 mr/mn; 142 mr/mot;, 143 mr/mn;, 144 mr/mor, 145 mr/mi;, 146 mr/mot;, 147 mr/mi;, 148 mr/mi;
149 mr/m; 150 mr/mut; 151 mr/mon;, 152 mr/mor, 153 mr/mi; 154 mr/mor;, 155 mr/mi;, 156 mr/mo
157 mr/m; 158 mr/mi; 159 mr/min;, 160 mr/mur; 161 mr/mi; 162 mr/mur;, 163 mr/mi;, 164 mr/mo
165 mr/m;, 166 mr/mi;, 167 mr/mi, 168 mr/mur; 169 mr/mi; 170 mr/mur;, 171 mr/mi; 172 mr/mo
173 mr/ma; 174 mr/mi; 175 mr/mon;, 176 mr/mor, 177 mr/mi; 178 mr/mor; 179 mr/mi;, 180 mr/mur
181 mr/mu; 182 mr/mi; 183 mr/mi;, 184 mr/mur; 185 mr/mi; 186 mr/mur; 187 mr/mi; 188 mr/mu
189 mr/mu; 190 mr/mi; 191 mr/min;, 192 mr/mur; 193 mr/mi; 194 mr/mur; 195 mr/mi; 196 mr/mo
197 mr/m; 198 mr/mi; 199 mr/mir;, 200 mr/mur; 201 mr/mi; 202 mr/mur;, 203 mr/mi;, 204 Mr/mor
205 mr/ma; 206 mr/mur; 207 mr/mi; 208 mr/mur;, 209 mr/mur;, 210 mr/mor;, 211 mr/mor, 212 Mr/ma,
213 mr/ma; 214 mr/mor; 215 mr/ma; 216 mr/mor, 217 mr/mor, 218 mr/mon;, 219 mr/mor;, 220 Mr/mi,
221 mr/mn; 222 mr/mir, 223 mr/ma;, 224 mr/mor, 225 mr/mot, 226 mr/mon;, 227 mr/mor, 228 Mr/mi,
229 mr/ma; 230 mr/mor; 231 mr/ma;, 232 mr/mor, 233 mr/mot, 234 mr/mon;, 235 mr/mor, 236 Mr/mi,
237 mr/ma; 238 mr/mit; 239 mr/mn;, 240 mr/mor, 241 mr/mor;, 242 mr/mon;, 243 mr/mot, 244 Mr/wmi,
245 mr/mn; 246 mr/mi;, 247 mr/mn;, 248 mr/mor, 249 mr/mit;, 250 mr/mor;, 251 mr/mor;, 252 Mr/mi,
253 mr/ma; 254 mr/mot;, 255 mr/mn;, 256 mr/mor, 257 mr/mot;, 258 mr/min;, 259 mr/mor;, 260 Mr/mi,
261 mr/mna; 262 mr/mit;, 263 mr/mn;, 264 mr/mur, 265 mr/mit;, 266 mr/min, 267 mr/mir, 268 Mr/mi,
269 mr/mi;, 270 mr/mur, 271 mr/mon, 272 mr/mor, 273 mr/mon;, 274 mr/mor, unu 275 mr/mo.
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4. Bopnblli (apmaneBTUYECKUH cocTaB NO 1.1, B KOTOPOM TepMOCTAOMIH3ATOD
npeacTaBisieT coOoM caxap.

5. BoxHblil papManeBTHUECKUH COCTaB IO .4, B KOTOPOM caxap MPEeACTaBisieT coOOoU
caxapo3y, MaHHUT, COPOUT WJIM TPEraiosy.

6. Bognbiii (apmaneBTHUECKHMI COCTaB MO 1.1, B KOTOPOM TepMOCTaOUIH3ATOP
IpeCTaBIsieT OO0 aMHHOKHCIIOTY.

7. Bopnblii (hapMmaneBTHYECKHH COCTaB MO 1.6, B KOTOPOM TEepMOCTaOUIIH3ATOP
npeACTaBysieT COOOW MPOJIUH, MIHLHH, TIULIEPHH, TAYPUH HIIH MPONAHCYIb()OHOBYIO KUCIIOTY.

8. BopHsblii ¢apmaneBTHUecKuii coctaB 1Mo JoOomy u3 mm. 4-7, B KOTOPOM
TEPMOCTAOMIIN3aTOP HAXOAUTCS B KOHLIEHTpauuu ot 2% (mac./06.) mo 10% (mac./00.).

9. Bonubiii (apmaneBTHYECKUH COCTaB MO 1.8, B KOTOPOM TePMOCTAOMIM3ATOD
NPUCYTCTBYET B KOHLeHTpauuu 5% (mac./00.).

10. BopnHblil ¢(apmaneBTHUECKHII cOCTaB MO I.1, B KOTOPOM AareHT il CHIKEHHUS
BSI3KOCTH MPEACTaBIsieT cOO0M L-apruHuH.

11. Bonsslii (hapmanieBTHUECKHIA cocTaB 1o 1. 10, B KOTOpOM KOHIeHTparus L-apruannaa
cocrasisier 10-100 MM.

12. Bognslii papmaneBTrueckuii coctas 1o m.11, B koropom L-apruHuH npucyTcTByeT B
KOHLeHTpauuu 50 MM.

13. Boxnbrii papmaneBTHueckuii coctas 1o 1.1, B kotopom Oydep npencrasisier coOoit
Oydep Ha OCHOBE TUCTUIMHA.

14. Bogubrii ¢papmaneBTHueckuii coctas 1o 1.1, B kotopom Oydep mpencrasisier coOoit
Oydep Ha ocHOBe (ocdara.

15. BonHblit papmMarieBTHUECKHT cocTaB 1o 1.1, B KoTopoMm Oydep mpencrasnsier codoii
Oydep Ha OCHOBE LUTpaTa.

16. BonHblii papmaneBTHYECKHiT cocTaB 1o 1.1, B KoTopoMm Oydep mpencrasisier codoi
Oydep Ha OCHOBe aleTara.

17. Bopmnbléi (apmanesruyeckuii cocraB no jgobomy u3 mm. 13-16, B koTopoMm
KOHLeHTpanus Oydepa cocrasisier or S MM 10 25 MM.

18. Bognbsiii (apmaneBTudeckuii cocraB mno m.l17, B kotopom Oydep wumeer
KOHLeHTpauuto 10 MM.

19. Bopnsiii (dapmaneBTudeckuii cocraB mno m.l17, B kotopom Oydep wumeer
KOHLeHTpauuio 20 MM.

20. Bogsslii hapmanesTudecknii coctas 1o 1. 1, B koropom pH cocrasisier ot 5,0 1o 6,0.

21. Bogsslii papmanesrudecknii coctas o .20, B kotopoM pH cocrassier 5,8.

22. Bognbiii (QapmManeBTHYeCKHH coctaB 1Mo 1.1, B KOTOPOM HEHOHOT€HHOE
MIOBEPXHOCTHO-aKTHBHOE BEIIECTBO NPEACTaBIsIeT COOOM MOJMOKCHATUIIEH, mnosmcopbar 20,
nosiucopbat 80, monmokcamep 188 mnu moausTUIEHTTUKOIb 3350.

23. Bonneli (apmaneBTudeckuii coctaB Mo 1.22, B KOTOPOM KOHLEHTpALHs

HEMOHOTE€HHOT'O MOBEPXHOCTHO-AKTUBHOTO BelecTsa coctasisieT oT 0,02% no 0,1%.
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24, Bogublii (QapmameBTHYECKUH CcOCTaB Mo 1M.22, B KOTOPOM KOHIICHTPALIHS
HEMOHOT€HHOT'O TIOBEPXHOCTHO-aKTUBHOTO BelecTsa coctapisieT 0,03% (mac./00.).

25. Boasblil hapmaneBTUYECKHUH COCTAB M0 I1. 1, Comep Kalyii:

adnubeprient B KOHLEHTpALMK 1o MeHbLueil mepe 100 mr/mi,

caxapo3y, MaHHUT, COPOHT, TPeraosy;

Oydep Ha OCHOBE TMCTHIUHA;

nonucopOat 20 uiam noymcopOat 80; u

L-aprunus,

npu pH o1 5,0 10 6,8; u

npudyeM aduubeprent uMmeer MeHee 3,5% BBICOKOMOJIEKYJISIPHBIX COEAMHEHHUI Cpasy
NIOCJIEe TIONYYEeHHsI U OYUCTKH W/niH 6% WM MEeHee BBICOKOMOJIEKYJISIPHBIX COCIMHEHUI 1mociie
XpaHeHus B TeueHne 24 mecsues npu 2-8°C.

26. Bogsslii hapmaneBTUIECKHIA COCTAB M0 11.25, B KOTOPOM

caxapo3a, MAHHHUT, COPOUT WJIHM Tperayio3a HaXOAUTCs B KoHLeHTpaunu 2-10% (mac./006.),

L-apruann Haxoaurcs B koHUeHTpauuu 10-100 MM,

noaucopbat 20 wu nonmcopdat 80 Haxoautcs B koHueHTpamu 0,02-0,1% (mac./00.); u

Oydep Ha OCHOBE TUCTUIMHA HAXOIUTCS B KOHIEHTpAuu 5-25 MM,

npu pH ot 5,0 no 6,8.

27. llpenBapuTeNbHO 3aMOJHEHHBIH IITIPHL, COAEP KA COCTaB 1Mo JIroOomy u3 mi. 1-
26.

28. Cnoco0 BBemeHus: coctaBa Ho JoOoMmy u3 mm. 1-26 cyOBEeKTy, BKIFOYAOLIHH
MHTPaBUTPEATBbHYIO HHBEKILIHUIO COCTaBa B IJ1a3 CyOBeKTa.

29. Crioco0 yedeHHsi aHTHOT€HHOTO 3a00NeBaHMs Iiia3 y CyObeKTa, HYXKIAIIerocs B
5TOM, BKJIIOYAIOLINH BBEJCHUE UHTPABUTPEATbHON HHBEKIIMU Oojiee YeM NMPHUOIU3UTETBHO 2 M
ciutoro Oenka peuenropa VEGF B cocrase no mo6omy u3 mm. 1-26 B a3 cyObekTa.

30. Cnioco0 1o .29, BKJIIOUAIOIIHN BBECHHE MPUOIM3UTEIBHO 4 MT, MPUOJIH3UTEIBHO O
MT, TpuOIM3UTENBHO 8 Mr win npudamsuTeabHo 10 Mr ciuroro Genka perentopa VEGF B rias
CyOBeKTa.

31. Cnocob® mo mobomy u3 mm. 29-30, B xoTopoMm ciuthii Oenok peuentopa VEGF
BBOJSIT B KOJIMUECTBE MPUOIM3UTEbHO 100 MKJT MJTH MEHeEe.

32. Cnocob mo mobomy u3 mm. 29-31, B koTopoM Oosee ueM mpuOamsuTesnbHo 2,0 mMr
ciuroro Oenka perenropa VEGF BoasT onuu pa3 kaxaeie 8, 9, 10, 11, 12, 13, 14, 15, 16, 17,
18, 19, 20, 21, 22, 23 wnu 24 Henemnm.

33. Cnocob mo mobomy w3 mm. 29-32, B KOTOPOM AHTHOTeHHOE 3a0oJieBaHUE TJia3
npeAcTaBisieT coOOH BO3PACTHYIO [EreHEpaLrio SKeNTOro NsTHa (BiIaxHas ¢Gopma), OTeK
JKEJITOTO TMATHA, MaKYJISIPHBIM OTEK IOCIE OKKIIFO3UU BEHBI CETYATKH, OKKJIFO3UIO BEHBI CETUYATKU
(OBC), okxmro3uro neHTpaiibHOW BeTkn BeHbl cerdatku (OBBC), OKKJIIO3MIO BETKH BEHBI
ceruatku  (OBBC), nmabernveckmii Makynsapsabii  orek  ([AMO), XOpHOHZAJBHYIO
HeoBackyssipmaimio (XHB), HeoBackyssipyzamuio panykHOW O0OOJIOYKH, HEOBACKYJISIPHYIO

rJIayKoMy, MOCJIEONEePALIOHHBIH ¢ubpos npu rJaykoMme, npojudepaTUBHYIO
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ButpeopetuHonaturo  (IIBP), HeoBackyisipuzalmi0 Ha  JUCKE 3PHUTEIBHOTO  HEPBA,
HEOBACKYJISI PU3ALIUIO POTOBHUILIBI, HEOBACKYJISIPU3ALIIIO CETYaTKH, BUTPEATbHYIO
HEOBACKYJISIPU3ALMIO, MAHHYC, NTEPUTHUYM, COCYAMCTYI0O pPETHHOIATHIO, JAHa0EeTHYECKYIO
PETHUHOMNATHIO, HENPOIU(PEPATUBHYIO THAOETHUECKYIO PETUHONATHIO H/MIH NPOJU(EPATHBHYIO
IMabeTUUECKYIO PETHHOMATHIO.

34. Cnocob6 mo m.33 je4yeHHss BO3PACTHOW JEreHepaldy SKEITOro ISITHA (BIIaKHAS
dopma), AMAOETHYECKOW PETUHOMATHM WKW AMA0EeTHYECKOro OTeKa JKEJITOro IISITHA,
BKJIFOYAIOLIUI HWHTPABUTPEATbHYI0 HMHBEKIHMIO B Tja3 CyObekTa MNpUOJU3UTEIbHO 8 Mr
apubepiienta B yKa3aHHOM COCTaBe.

35. Cnocob mo 1m.34, B KOTOPOM aHTHOTeHHOE 3a00JieBaHUE TJia3 MPEACTABISIET COOOM
BO3PACTHYIO JIET€HEPALIUIO JKENTOr0 MITHA (BIaKHYI0 Gopmy).

36. Cnocob mo 1m.34, B KOTOPOM aHTHOT€HHOE 3a00JieBaHUE TJia3 MPEACTABISET COOOMU
nabeTUYECKYI0 PETHHOIATHIO.

37. Cnocob mo 1m.34, B KOTOPOM aHTHOT€HHOE 3a00JieBaHUE TJia3 MPEACTABISET COOOMU
nruabeTnYecKuil MaKyJISpHBINA OTEK.

ITo noBepenHocTH
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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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uHKy6auum npu 37 °C
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% BM coepunenuit cornacHo SE-UPLC
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