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OIIMCAHUE U30BPETEHUA
2420-575208EA/042
COCTABBI HA OCHOBE AHTHUTEJI K TSLP YEJIOBEKA U CIIOCOBBI JIEYEHUSA
BOCHAJIUTEJBbHOI'O 3ABOJIEBAHUA

IlepexpecTHas cCbUIKA HA POACTBEHHBIE 3asIBKU

[0001] Hacrositnast 3asiBKa UCHpAIIMBAET MPEUMYIECTBO MPUOPUTETA MTPEBAPUTENLHOM
3asiBku Ha mareHT CIIIA Ne 62/976007, nogannoii 13 ¢espans 2020 roaa, v npeaBapUTEIbHON
3asiBku Ha mateHT CIIIA Ne 63/148105, momannoii 10 ¢espanst 2021 roga, BKIIOUEHHBIX B
JAHHBIN TOKYMEHT NTOCPEICTBOM CChUIKU BO BCEH CBOEH MOJIHOTE.

OBJIACTH TEXHUKHU U30BPETEHU A

[0002] Hacrosituee u3o0peTeHHe OTHOCHTCS K MOHOKJIOHAJIbHBIM aHTHTedaM K TSLP
YeJIOBEKA, BKIIFOYAsh BHICOKOKOHIIEHTPHPOBAHHBIE BOJHBIE COCTAaBbl HA OCHOBE Te3enenymada u
€ro OMOJIOTHYECKUX aHAJIOTOB.

BKUIIOYEHHUE INOCPEJACTBOM CCBLIIKH MATEPHAJIA, TIOJAHHOTO B
SJIEKTPOHHOM BHJIE

[0003] MamuHounTaeMblit nepeyeHb HYKJICOTHIHBIX/aMHUHOKHCIIOTHBIX
MOCJIEIOBATEIbHOCTEH, BKJIFOUEHHBIN MMOCPENCTBOM CCBIIKM BO BCEH CBOEH NMOJIHOTE, MOAAETCs
OJHOBPEMEHHO C TaHHOH 3asBKOH M 00O03Ha4YeH cieayroimuM obpaszom: ¢aiin B popmare ASCIL
(TexctoBblii) pazmepoMm 9911 Oaiit mox nHasBanuem "54250 Seqlisting.txt"; co3mannbiii 11
¢espamnst 2021 ropa.

YPOBEHb TEXHUKH

KpaTkoe onucanue poacTBeHHOH TeXHOJIOTHH

[0004] B HemaBHEM paHIOMHM3HPOBAHHOM IBOWHOM CJIETIOM ILIAie00-KOHTPOIHUPYEMOM
KJIMHUYECKOM HCTIBITaHUU (a3bl 2 Tesenenymad (Takxke n3BecTHblli kak AMG 157 u MED9929)
BBOIWIM JIIOAsM B n03ax OT 70 mo 280 mr. CyObekTbl, KOTOpbIE MOJydaIu Te3emenymao,
JEMOHCTPHPOBAIIM YaCTOThI KJIMHUYECKU 3HAYMMBIX OOOCTPEHHUI aCTMbI, KOTOpPbIe ObUIA HIIKE,
YeM y TeX, KOTOPbIE MOJy4aliu mianedo.

[0005] VYBenuuenuwe KOHIEHTpaluii Oejlka B COCTaBaX Ha OCHOBE JIEKAPCTBEHHBIX
CPEACTB MOXeET BbI3BbIBATH Mpobyembl. Hampumep, cocTaBbl, COAepiKalIHe BBICOKUE
KOHIIEHTpauu Oejlka, MOTyT TPUBOIUTH K arperanuy, NPUBOAALICH K OOpa3OBaHHIO
BBICOKOMOJIEKYJISIpHBIX  pasHoBunHOcTel (HMWS). HMWS MoryT BbI3bIBaTH OCOOCHHBIE
3aTPYAHEHHUS] B HEKOTOPBIX COCTaBaX HAa OCHOBE Oenka. Arperanus TaKke MOXKET MOTEHIHATIbHO
BJIMSATh HAa TOJKOXKHYIO OWONOCTYMHOCTh M (PAPMAKOKMHETHKY TEPareBTUYECKOro Oenka, a
TaK)K€ MOXKET BBI3BIBATH YTPATy OMOJOrMYECKOW aKTMBHOCTH W IOBBIIIEHHE UMMYyHOT€HHOCTH
6enka. CoctaBbl Ha OCHOBE OeJka ¢ BBICOKOH KOHLIEHTpalHeil MOTYT MPUBECTH K TOBBIICHHOM
BSI3KOCTH, YTO MOJKET OKa3blBaTh HEONAronpUsATHOE BIMSHUE HAa HAIOJHEHHWE U BBEICHUE
NPOAYKTA, MPEACTABIISIIOIIEro cOO0H IEKapCTBEHHOE CPENICTRO.

[0006] CnenmoBaTenbHO, B NAHHOW OOJACTH TEXHUKU CYIIECTBYeT MOTPEOHOCTH B
COCTaBax Ha OCHOBE Te3emenymada ¢ BBICOKOH KOHIEHTpalMeld M IMOHWKEHHOHW BSI3KOCTBIO,

BBICOKOMN CTaOMJIBHOCTBIO U HU3KMMH YPOBHSIMHU arperanuu.



CymHoCTh H300peTeHus

[0007] B nmaHHOM AOKyMEHTE BII€PBbIE MPEACTABJIECHbI NAHHbIE, NEMOHCTPHUPYIOLINE
3¢ (deKThI CHIKEHUS! BI3KOCTH HEKOTOPBIX BCIIOMOTaTEJbHBIX BEIIECTB B OTHOLIEHUH COCTaBa Ha
OCHOBE aHTHUTENA C BBICOKOM KOHUeHTpauuei. [laHHble moaTBepxknatoT 3 eKTsl CHIDKEHHS
BA3KOCTH OCHOBHBIX aMUHOKHUCIJIOT WJIM UX COJEH, a TakKe COJNel KajlblLUs WIH COJIel MarHusl.
JlaHHBIE TaK)Ke MONTBEPKAAIOT CTAOMIBHOCTb TAKUX COCTABOB HA OCHOBE AHTHUTENA C BBICOKOM
KOHLIEHTpaLuen.

[0008] CooTBeTcTBEHHO, HACTOsLIEe H30OpPETEHHE TMPEeNyCMATPUBAET KOMIIO3HIIMIO,
HampUMep, BOIHYIO KOMIIO3MIMIO, comep:kamyr (a) antuteno k TSLP B KOHUEHTpaiuw,
cocTaBiisroLIeit 6onee yem npudbmusutTensHo 140 mMr/mi, (b) MOBEpXHOCTHO-aKTUBHOE BEIECTBO
U (C) Mo MeHbIIeH Mepe OHY OCHOBHYIO aMHHOKHCIIOTY WJIM €€ COJIb. Takike paccMaTpuBaeTCs
BOJIHAsI KOMIO3MIMs, comepkamas (a) antureno Kk TSLP B KOHLIEHTpalHH, COCTaBIISIOLICH
bonee uwem mnpuOmusurensHo 140 mr/mi, (b) MOBEPXHOCTHO-aKTHBHOE BEIECTBO M (C) 1O
MeHblIeH Mepe OJHYy OCHOBHYIO aMUHOKHCJIOTY WUJIM €€ COJb, TJi€ KOMIIO3ULIMSA COAEPKUT OT
npubnusutensHo 10 MM o npubnusutensHo 200 MM OCHOBHOW aMHHOKHUCIIOTHI WITH €€ cond. B
WUIFOCTPATHBHBIX ~ CJIyYasiX OCHOBHAS AMHHOKHCIIOTa TPEACTAaBJIsA€T COOOW  apruHUH.
HeoOsi3aTtensHo compb mpencraBnsier cOOOH OPraHWYeCKY0 COJb aprHHWHA. B pasmudHbIX
acrieKTax COJIb apTHMHUHA MPEACTaBJsieT cOOOM aneraT apruHUHA, aclapTaT apruHUHA, TIIyTamar
aprUHMHA, TIUKONIAT apruHUHA, JAKTaT aprMHUHA, METAHCYJIb(OHAT apruHHMHA, MPOMHOHAT
apruHMHA WM WX KOMOWHAIMIO. B HMIUTIOCTPAaTHUBHBIX CIy4asx OCHOBHAs aMHUHOKHCIIOTA
npencrasisier codbol ructuanH. HeoOsi3aTenbHO COJb MPeACTaBisieT COO0H OPraHMYECKYH0 COJb
TMCTHIMHA. B HMIUTIOCTPAaTHUBHBIX acCMeKTax Cojlb TUCTHIMHA IpEACTaBisieT cOOOH aierar
TUCTUAWHA, aclapTaT TUCTHAMHA, IJyTaMaT TUCTHAWHA, TIJUKOJNAT TUCTHAMHA, JAKTaT
TMCTUAMHA, METAHCYJb(OHAT TMCTHAMHA, NPOMHUOHAT TMCTHAMHA WM HX KoMOuHaumoo. B
Pa3IMYHBIX CIy4asix OCHOBHAs aMUHOKHCIIOTA IPeCcTaBisieT codoi m3nuH. Heobs3aTensHo comnb
npeAcTaBisieT coOOW OPraHMYEeCKyl0 COJb JIM3WHA. B pasNUYHBIX acrleKkTax Cojb JIH3WHA
NpeACTaBysieT coOOW aleraTr JIM3MHA, acrapTaT JIM3WHA, IIyTaMaT JIM3WHA, TJIMKOJAT JIN3MHA,
JIAKTAT JIM3UHA, METAHCYJIb()OHAT JIM3UHA, MPOMHUOHAT JIM3UHA WJIH UX KOMOWHALIHIO.

[0009] Hacrosimee u3oOpeTeHHe TakKe MPEAyCMATPUBAET KOMITO3UILIMIO, HAMPUMED,
BOJHYIO KOMIIO3UIMIO, comepxkamyro (a) antureno Kk TSLP B KOHIEHTpaluu, COCTaBJISIOLIEH
Oonee uwem mnpuOmmsurensHo 140 mr/mi, (b) MOBEPXHOCTHO-aKTHBHOE BEIIECTBO M (C) IO
MeHblIeH Mepe OJHY COlb KajbLMsl WJIM coilb MarHus. Taxoke paccMaTpuBaeTcst BOAHAs
KOMITO3ULMs, cozeprkamast (a) antureno Kk TSLP B KOHIEHTpauuy, coctaBisirolnel bonee yem
npubnusutensHo 140 mr/mi, (b) MOBEPXHOCTHO-aKTHBHOE BEIIECTBO U (C) MO MEHbLIEH Mepe
OJIHY COJIb KaJbLMs WM COJIb MarHusl, I7i€ KOMITO3UIMS COAEPKUT OT MPUOIH3UTENIBHO 15 MM
1o npubmmsurenbHo 150 MM conu KaiblMsl WJIM COJIU MarHusi. B MIUTFOCTPATUBHBIX acCIeKTax
COJIb KajbLUsl WJIM COJb MarHus IpeNyCMaTpUBAaeT IMPOTUBOUOH, B KOTOPOM OTCYTCTBYET
xjopun. HeoOs3aTenbHO NPOTHBOMOH MpencTaBiseT CcOOOW alerar, acmapraT, IJIyTamar,
TJIMKOJIAAT, JIAKTAT, METAHCYJIb(QOHAT, MPOMHOHAT MIIM X KOMOMHAIMIO. B pa3snuuHbIX acmekrax

COJIb KaJIbLIUsI TPEACTaBJisieT COOOHN aleraT KajbLus, acrapTaT KaJbLUs, [IyTamaT KajbIIvs,



TJIUKOJIAT KAJIBLHS, JIAKTAT KaJbLUs, METAaHCYJb(OHAT KaJbLUs, MPOIHUOHAT KAJbLUS UM WX
KOMOMHAIMIO. B MIUTIOCTPAaTHUBHBIX CIy4asx COJIb MarHus MpeCTaBIsieT COOON aleraT MarHus,
acrapTaT MarHus, TJyTaMaT MarHus, TJIHKOJNAT MarHus, JIaKTaT MAarHus, MeTaHCyJb(oHaT
MarHusi, TPOMHUOHAT MAarHus WIM HUX KOMOMHAUMIO. B pasiauuHbIX Cchoydasx KOMIIO3ULIUS,
packpbITas B HACTOALIEM H300pETeHUH, COoAepkuT oT mnpudmmsurensHo S50 MM fo
npuban3utensHo 150 MM OCHOBHOH aMHUHOKHCIJIOTBHI WIJIM €€ COJIM WJIM OT MPHONU3UTENbHO S0
MM o npubnusurensbHo 150 MM conu KasbLys HITH COJIM MarHusL.

[0010] B pa3nu4HbIX acmeKTax KOMIIO3MLIUS, PACKPhITas B HACTOSIIEM H300pEeTeHUH,
JOTONHUTENBHO conepkuT N-auermnapruavH (NAR), N-aueTwiinsuH, METHOHUH, TIIULHH,
NPOJIMH, aleTaT HATPUs, TPUC-ALETAT, COJb TMCTHIWHA WM COJIb KaJbLUs, HEOOS3aTeNbHO B
KoJn4ecTBe OT nmpudiusutTenbHo S0 MM o npubnmsurensro 150 MM wiu OT PHONTU3HTENBHO
50 MM no mpubmusurensHo 250 MM. B pa3iuuHBIX acmekTax KOMIIO3ULIUS, PAacKpbITas B
HacTosmeM u3obperenuu, comepxut (i) comp aprunuHa u (i) NAR w/wmm mernonun. B
Pa3NUYHBIX ACMEKTax COJb aprHHUHA MpPEACTaBisieT coOOl riyramar apruHuHa. B pasmuuHbIX
CJIy4asiX KOMITO3HUIMS, PACKPBITAast B HACTOSIIIEM H300PETEHIH, COOEPKUT (1) Conb Kamblust u (i1)
NAR w/munun MeTHOHHMH. B WIFOCTPATHBHBIX aCIEKTaX COJb KaJbIHs TPENCTaBIseT COOOH
riyTamMaTr Kajblus. B WIMIOCTpaTUBHBIX acleKTax KOMIIO3MLIMS, PACKpbITasi B HACTOSIIEM
n3o0perenHnn, conepkut anturesnio kK TSLP B koHueHTpanuu ot npudnmusurensHo 160 mr/mi 1o
npubnusutensHo 250 mr/mu,  HeoOsi3aTenbHO OT  mpubnusutensHo 160 mr/mim  no
npuOIU3NUTENBbHO 225 Mr/mul, Harmpumep, oT npudausuTenpHo 170 mMr/mun 10 mpuONIU3HTENBHO
200 wmr/mi, HeoOs3aTenpHO OT mpuOMU3UTENpHO 175 Mr/mn no npubnusurenpHo 185 mr/m,
Hanpumep, 180 mMr/mun. B mimrocTpaTHBHBIX Ciydasx KOMIIO3ULUS, PACKpPbITas B HACTOALIEM
n300peTeHnn, xapakrepusyercst 3HaueHueM pH ot mpubmamsurensHo 4,5 10 nmpuOIH3HTENBHO
6,75, neoOs3arenbHO OT npubmmsuTensHo 4,8 no mpubmmsutensHo 6,0. B mmmocTpaTuBHBIX
aCIeKTax BS3KOCTh KOMITO3HMLIMH, PACKPBITON B HACTOSAIIEM H300pPETEHHH, COCTABISIET MEHee
yem 100 cIl mpu 23°C, 1000'0'1, HeoOsi3aTenbHO MeHee ueM 75 cIl mpu 23°C, 1000-¢™,
Harpumep, MeHee 4eM 60 cll nnu menee yem 50 cIl.

[0011] Kommosuuusi, packpeitasi B HACTOSIIEM HW300pETEHUH, B HJUIOCTPATUBHBIX
CJIy4asix COAEPIKUT IMOBEPXHOCTHO-aKTHBHOE BEIECTBO, KOTOPOE SIBISETCS aM(PHUIATHUYECKUM
W/WIM  HEHMOHOTeHHbIM. B  pa3nMyHbIX acCmeKTax IOBEPXHOCTHO-aKTUBHOE  BEIIECTBO
npencrasisier coboit monucopbar, Hampumep, momucopdar 20 wim mommcopbar 80 wiaM uX
cMmecb. HeoOs3aTeNbHO TMOBEPXHOCTHO-AaKTHBHOE BEIIECTBO NPHUCYTCTBYET B KOHLEHTPALUY,
cocraBisitomeit ot mpubmmsutensHo 0,005% (Bec/obbem) no mpubmusuTensro 0,015%
(Bec/oObem) unm MeHblie, HeoOs3aTenbHO npudmmsurensHo 0,010% (Bec/odvem) £ 0,0025%
(Bec/0OBEM) TMOBEPXHOCTHO-aKTUBHOTO BEIIECTBA, Hampumep, npudmusutensHo 0,005%
(Bec/obbem), 0,010% (Bec/obbem) wmmu 0,015% (Bec/oObeM) MOBEPXHOCTHO-AKTUBHOTO
BELIECTBA.

[0012] B pa3snuuHBIX BapHaHTax OCYLIECTBJIEHUS BOAHAS KOMIO3ULUS COAEPKUT 25-190
MM aprunuHa B ¢opme ocHOoBaHUS U 25-200 MM riIyTaMHHOBOH KHCJIOTHL. B pazmudHbIX

BapHaHTaX OCYIIECTBJIEHUs BOAHAs KoMmmo3uiusi coxepxkut 140 MM aprunmaa B (opme



ocHoBaHust U 150 MM mIyTaMHUHOBON KHUCJIOTHL B pa3sjau4HbIX BapUAaHTaX OCYILUECTBIICHHUS
BOAHAsl KOMIIO3ULIUsA, COAEPIKALIAsi ApTUHUH U IJIyTaMaT, COAEPIKUT MPOJIUH B KOIU4ecTse OT 0
10 250 MM. B pa3nuuHbIX BapuaHTaxX OCYINECTBJIEHHUs! BOAHAs KoMno3uuus copep:xxut 80 MM
apruHuHa B ¢dopme ocHoBaHMsA, 85 MM rmyramuHOBOI kuciaoTel 1 100 MM L-nmponuna. B
pa3IMYHBIX BapUaHTaX OCYIUECTBJICHHUs BOAHAsi KOMIIO3ULIUsA, COAEPIKaLlasi aprMHUH U IIIyTaMar,
a Taxke HeobOs3aTenpHO nposu, conepxkut 0,01% (Bec/oObvem) nonmcopdara 80. B pasnudnbIx
BapUAHTaX OCYLIECTBJIEHUs] BOAHAs Kommosuiust coxmepxut 140 MM aprunmHa B Qopme
ocHoBaHusi, 150 MM rinyramuHoBoit kuciotel, 0,01% (Bec/oObem) mnomucopbata 80. B
pPa3IMYHBIX BapUaHTaxX OCYILIECTBJEHUs BOAHAs KoMmo3unus conep:xut 80 MM apruHuHa B
¢dopme ocHoBanusi, 85 MM riyramuHOBOH kuCaI0Th, 100 MM L-mponuna, 0,01% (Bec/oObem)
nosiucopbara 80.

[0013] B pa3nuuHBIX BapHaHTax OCYLIECTBJIEHUS BOJAHAS KOMIO3ULUsA conepkut 10-125
MM apruHuHa B (popMe OCHOBaHUS U 25-225 MM TIJIyTAaMHHOBOW KHCJIOTBHL B pasmuuHbIX
BApPUAHTAX OCYLIECTBICHHUS BOJAHAS KOMITO3UIMA comepxkur 95 MM aprunmHa B (Qopme
ocHoBaHuss U 170 MM rIyTaMUHOBOH KHUCJIOTBL B pasjau4HbIX BapUaHTaxX OCYILECTBIICHHUS
BOAHAsl KOMIIO3ULIUsA, COAEPKALIasi ApTUHUH U [IIyTaMar, COAEPKUT NPOJIUH B KOJIU4YeCTBe OT 0
10 220 MM. B pa3nuuHBIX BapuUaHTaxX OCYINECTBJIEHHs] BOAHAs KoMmo3uuus copep:xxut 50 MM
apruaiHa B ¢opme ocHoBaHus, 95 MM rinyTaMHHOBOH kucinoTel U 85 MM L-nponuna. B
pPa3IMYHBbIX BApHAHTaX OCYILIECTBJICHHUs] BOIAHAsi KOMIIO3ULIUsA, COAEP Kalasl aprMHUH U IIIyTaMar,
cogepxut 0,01% (Bec/oObem) monucopbata 80. B pasnuuHbIX BapuaHTax OCYLIECTBIICHHS
BOJIHAsI KOMIO3HMLIUS COEPKUT 95 MM aprunuHa B popme ocHoBanus, 170 MM riyTaMHUHOBOM
kuciotsl, 0,01% (Bec/oObem) momucopbara 80. B pasnuuHbIX BapHaHTax OCYIIECTBICHUS
BOJIHAsI KOMITO3ULMsl copepkuT 50 MM aprunuHa B (opMe ocHOBaHUsA, 95 MM IJIyTaMHUHOBOM
KuCJ0ThI, 85 MM L-nposmmna, 0,01% (Bec/o0bem) monucopbdara 80.

[0014] B pa3nu4HbIX BapHMaHTaxX OCYIUECTBJIEHUS] BOAHAS KOMIO3ULUA cofepkut 15-130
MM kanmpuusa u 30-300 MM riyramara. B pasnuuHbIX BapuaHTax OCYLIECTBJEHHUS BOJHAs
kommno3unust comepxkut 100 MM kaneuusa u 230 MM rinyramata. B pasnuyHbIX BapuaHTax
OCYLLIECTBJIEHUs] BOJHAs KOMITO3ULIMSA, COAEp Kalasl KajdbLUi U IJIyTaMaT, COAEPKUT MPOJIUH B
konuyectse OT O no 250 MM. B pasnuuHbIX BapHaHTax OCYLIECTBJICHHUsS BOJIHAs KOMITO3ULMS
conepxkut 60 MM kanbuus, 140 MM raoyramata u 70 MM L-nponuna. B pa3snuyHbIX BapHaHTax
OCYLIECTBJIEHUS] BOAHAS KOMNO3ULUA conepkuT 15-195 MM kanbuus u 25-320 MM riyramara.
B pasnnuHbpIX BapuaHTax OCYIUIECTBJEHUs BOJAHAs koMmmno3uuus coaepxuT 110 MM kanbuus u
240 MM rnyramarta. B pa3iauyHbIX BapUaHTax OCYLIECTBJICHHUS BOAHAS KOMIIO3ULUS COIEPKUT
npojsuH B konmudectse oT 0 no 220 MM. B pasiuuHbIX BapHaHTax OCYINECTBJIEHUs BOJHAs
komnosunus cogepxxkut 70 MM kaneuus, 145 MM rnyramara u 60 MM L-nponuHa. B pasnuynbix
BApUAHTaX OCYLIECTBJIECHHs BOAHAsI KOMITO3ULIMs, COAEpIKaIasl KaJbLUH U IIyTaMaT, COAEP>KUT
0,01% (Bec/obbem) mommcopOara 80. B pasnuyHbIX BapwaHTaX OCYIIECTBIECHUS BOJHAS
koMmmo3unusi cogepkut 100 MM kanbuwms, 230 MM rimyramara, 0,01% (Bec/o6bem) monmcopbara
80. B pa3snuuHbIX BapuaHTaxX OCYLIECTBJIEHUs BOAHAS KOMMO3ULUA conepkuT 60 MM kanbuus,

140 MM rnyramara, 70 MM L-nponuna, 0,01% (Bec/o6vem) monucopOara 80. B paznuuHbIx



BApHAHTAaX OCYLIECTBJIEHUs BOAHAsA Kommo3uuus coxepxkutr 110 MM kanbims, 240 MM
rnytamara, 0,01% (Bec/obbem) momucopOata 80. B pasnuyHbIX BapHaHTax OCYIIECTBIICHHS
BOAHAsi kKoMno3umus coaepkut 70 MM kanbuus, 145 MM rnyramara, 60 MM L-nponuna, 0,01%
(Bec/00Bpem) monucopbara 80.

[0015] B pasnuuHbIX BapuUaHTaxX OCYLIECTBJEHHUS BOJHAs KOMIIO3ULIMs, ONHUCAHHAs B
JaHHOM JOKYMEHTe, Xapakrepusyercsa 3HadeHueM pH or npubmmsurensHo 4,5 1o
npubau3uTenpHo 6,75, B pasnuyHbIX BapuaHTaxX OCYIIECTBJICHUS BOAHAS KOMITO3HLIUS
xapakTepusyercs 3HaueHueM pH ot npubnusurensHo 4,7 1o npudnusutensHo 6,0. B pa3nuuHbIx
BapHaHTaX OCYLIECTBIIEHHS BOJHAs KOMIIO3ULIMS XapakTepusyercss 3HaueHueM pH ot
npubnu3uTensHo 5,1 1o mpubam3uTensHO 5,7. B pa3nuyHbIX BapHaHTax OCYLIECTBIICHHS BOIHAS
KOMITO3UILIUSI XapakTepu3yeTcst 3HaueHueM pH ot npubnusutensHo 4,7 10 npuOIn3uTeIbHO 5,3.
B pasnuuHBIX BapuaHTaXx OCYINECTBIEHHUsS BOAHAs KOMIIO3MLIMS, OINHCAaHHAas B JaHHOM
JNOKYMEHTE, XapakTepusyercsi 3HadeHueM pH, cocrasmstomum npubnusutensio 4,7, 4,8, 4.9,
5,0,5,1,5,2,5,3,5,4, 5,5, 5,6 unu 5,7.

[0016] B pasnuyHbBIX CAOy4dasXx KOMIIO3ULUS  SIBJISIETCS  WM30TOHUYECKOW WM
XapaKTepU3yeTcsi OCMOJLSUTBHOCTBIO B nuamazoHe oT mnpudmusutenbHo 200 mMOcm/kr  no
npubnusuTensHo S00 MOcMw/kr, wim ot npubdiusuTenbHo 225 MOcM/Kr 1o npubnusutensHo 400
MOcwm/kr, wmu ot npudbmusutensHo 250 MOcwm/kr go mnpubmusurensHo 350 MOcCM/KT.
Heo0s3aTenbHO KOMITO3UIUSA SIBISIETCS N30TOHMUECKON I XapaKTEPU3YETCs OCMOJISIIBHOCTBIO,
cocrasJisironieit bonee yem npudausuTenbHo 350 MOCM/Kr.

[0017] B MUIIOCTPAaTUBHBIX CJy4asX KOMITO3ULIUS MPUTOHA JUIsl KPATKOBPEMEHHOTO
xpanenus npu 25°C, 30°C wnu 40°C nnm 11 JUIUTENbHOTO XPaHeHUsl IPU MPUOIU3UTENBHO -
30°C nmu ot mpubmusurensHo 2°C no mpubnusurensho 8°C. Hampumep, menee uyem 0,5%
TepaneBTHUECKOro Oenika paspyuiaercs depes 6 mecsueB xpaneHus: npu ot 2°C mo 8°C, kak
OTMpeNesieH0 TOCPEACTBOM HKCKIIFO3uOoHHOM xpomatorpaduu (SEC), rme HeoOs3aTenbHO
TepaneBTHUECKUI OeIOK COAEePIKUTCS B CTEKJISTHHBIX (DJIAKOHAX WJIM LIMpHLIAX. B pasindHbIX
cllydasix MeHee 4eM MNpHONIM3UTENbHO 5% aHTUTeNa pa3pylliaeTcsl MOCNie XPaHEHUs MPU OT
npubnusutensHo 2°C  ngo npubnusurenbHo 8°C B TeueHHMEe 1O MEHbLICH Mepe WU
npuUOIU3UTENBEHO 12 MecsLeB, KaK ONMpenesieHO MOCPEACTBOM 3KCKIIFO3MOHHOW XpoMaTorpaduu
(SEC). B pa3iauuHBIX acmieKkTax MEHee 4eM MPUOIH3UTENbHO 5% aHTHUTeNa pa3pylIaeTcs mocie
XpaHeHust pu ot npuomm3uTenbHo 2°C o npudnusurensHo 8°C B TeUeHHE OT MPUOIHU3UTEIHEHO
20 mecsireB 10 MPUOIMBUTENLHO 26 MeCALeB, KaK ONMPENesieHO MOCPEACTBOM JKCKIFO3UOHHOU
xpomarorpaduu (SEC). B MiumrocTpaTUBHBIX CIydasx MEHee 4yeM NMPpHOIH3UTEIbHO 5% aHTuTeNa
pa3pyuiaercs mocjie XpaneHus npu ot npuomsuTensHo 2°C no npudnusurenbao 8°C B TeueHHe
or mpubmusutenbHo 30 mo mpubnmsurensHO 40 MecslEeB, Kak OINPENeseHO IOCPEACTBOM
skckmo3nonHol xpomarorpadpum  (SEC). B WLIFOCTpAaTUBHBIX  CIy4asix MEHee 4YeM
npubnu3uTeNpbHO 5% aHTUTENA pa3pyluaeTcs Mocjiae XpaHeHus npu ot npudnusutensHo 2°C 1o
npubnusutensHo 8°C B TedyeHHE OT MPUONU3UTENBHO 2 JIeT 10 NPUOIH3UTENBHO 3 JIET, Kak
OTIpeNIeNIEHO MOCPENCTBOM 3KCKI03MOoHHON xpomartorpadun (SEC). Taxke, Hanpumep, MeHee

yeM 5% aHTUTENA pa3pylaeTcs: uepe3 OT NPUOIU3UTENBHO 24 MeCsIeB 10 NMPUOIU3UTENBHO 36



MecsieB xpaHeHus npu ot 2°C go 8°C, kak omnpeneneHo NOCPENCTBOM 3KCKIIFO3MOHHOM
xpomarorpadpuu (SEC), rne HeoOs3aTenpHO MeHee ueM 2% aHTHUTENa paspyliaercs udepes 24
Mecsina uinm 36 mecsues xpa"HeHus npu ot 2°C no 8°C. B pasnuuHbIX acnektax MeHee 4eM 5%
aHTHUTEJIa pa3pyLIaeTcs Yyepe3 1Mo MeHblIel Mepe 2 Henenn (HeoOs3aTeIbHO Yepe3 MO0 MEHbIIeH
Mepe 1 Mecs, yepes o MeHblIen Mepe 2 MecsLa, Yepe3 IO MEHbLIEH Mepe 3 MecsLa, Yepes3 1o
MeHbLIeH Mepe 4 MecsLa, Yepe3 MO0 MEHbLIEH Mepe 5 MecsLeB WIH 4epe3 MO MEHbLIEeH mepe 6
MeCSLeB) XpaHEHUs NMpU NPHUONU3UTENBHO KOMHATHOH Temmeparype (Hanmpumep, 25°C), kax
onpeneneHo nocpencreoM SEC. B pasnuyHbIx ciaydasx MeHee 4eM 5% aHTUTENa pa3pyliaeTcs
yepe3 OT NMPUOIM3UTENBHO 24 MecsIeB A0 MPUOIU3UTENbHO 36 MecsieB XpaHeHus npu ot 2°C
no 8°C, mocne d4ero CIEOyIOT IO MEHbIIeH Mepe 2 HeAeNnu, WU 10 MEHbIIeH Mepe
npUOIU3NUTENbHO 1 Mecsl, WM MO MEHbINeH Mepe MPUOTUUTENBPHO 2 Mecsla XpaHeHHs TpU
NpUOU3UTENIPHO KOMHATHOW Temreparype (Hampumep, 25°C), Kak ONpeneseHo MOCPEACTBOM
SEC. HeoOsi3aTrenbHO MeHEe 4eM NpUOTU3UTENBHO 5% aHTUTeNa pa3pyLIaeTcs Mocie XpaHeHUs
npu Temreparype Bbiie dyeMm mnpuOnusurensHo 20°C B TedeHMe MO MeHbINEH Mepe WIn
NpUONU3UTENBHO 2 HEIeNb, KaK OINpPENeNeHO MOCPEACTBOM SKCKIFO3MOHHON XpomaTtorpadpuu
(SEC), Heobs3aTenpHO B TEUEHHE IO MeEHbINEH Mepe WM NPUOMM3UTENbHO 4 Helelb WIIH
npubnu3nTeNnbHO 8 Henenb. B pa3nuyHbIX acmekTax TeMIepaTrypa COCTABISIET MPUOIN3UTENBHO
25°C wmm Gonbiue, win npudnusutensHo 30°C umm Oonpiue, nim npudmusurensao 40°C wm
Oonble.

[0018] B maHHOM AOKYMEHTE MAOMOJHUTENBHO MNPEIyCMOTPEHO TrOTOBOE u3zaenue. B
WJUTIOCTPATUBHBIX BAPUAHTAaX OCYLIECTBJICHUS U3JIEIHE COACPKUT KOMITO3ULIUIO 110 HACTOALIEMY
U300peTeHNI0, HEOOS3aTeNIbHO COAEPIKAIIYI0 OT MPUONM3UTENBbHO 1 MJI 1O MPHOIU3UTENBHO S
M1 (HanpuMep, OT NPUOIU3UTENbHO | MIT 0 MPUONU3UTEIBHO 3 MJT) BOAZHOM KOMITO3HILIUH.

[0019] J[lonmogHUTENbHO B MJAHHOM JOKYMEHTE IMPEeNyCMOTPEH MPEIBAPUTEIBHO
3aIIOJTHEHHBIN LINPHL, COAEep KAIINN KOMIIO3ULHMIO, PACKPBITYI0 B HACTOSIIEM H300peTeHHH,
HEeo0s13aTeNIbHO COAEPIKALIMIA OT MPUONU3UTENBHO | MJT 10 PUOTM3UTENBHO S MJT (HanpuMep, OT
NpUOTU3UTENBHO | MJT 0 IPUOIU3UTENBHO 3 MJT) KOMITO3ULIHH.

[0020] J1omOMHUTENBHO MPEAyCMOTPEH (PJIAKOH, COMEPKAIINI KOMITIO3HLIUIO, PACKPBITYIO
B HACTOSIIIIEM H300peTeHnH, HeoOs3aTeNIbHO COmep:Kaluid OT NpUONM3UTENbHO 1 M 1O
NPUOIU3UTENBHO 5 MIT (HarpuMep, OT NPUOIM3UTETBHO | MIT 10 TPUOIU3UTENHHO 3 MJT) BOOHOM
KOMITO3ULIUH.

[0021] Takke npeaycCMOTPEH AaBTOMHBEKTOP, COIAEp:Kalluii BOJHYI KOMIIO3HULMIO,
OMMCAaHHYIO B JAaHHOM JAOKYMEHTe. B pa3iMuHBIX BapuaHTax OCYILIECTBJIEHHsS] aBTOMHBEKTOP
npeacrasisier coboir Ypsomed YpsoMate®. B pasnuuHbIX BapHaHTax OCYIIECTBIICHHS
aBTOMHBEKTOP packpbir B WO 2018/226565, WO 2019/094138, WO 2019/178151, WO
20120/072577, W02020/081479, WO 2020/081480, PCT/US20/70590, PCT/US20/70591,
PCT/US20/53180, PCT/US20/53179, PCT/US20/53178 nmmu PCT/US20/53176.

[0022] B naHHOM AOKyMEHTE MPEAYCMOTPEHO MPUMEHEHHE KOMIIO3ULIMU, PACKPBITON B
HACTOSIIEM H300pETEeHHH, AJIS JIEYEHUs] BOCHMAJIMTEIbHOro 3aboneBaHus. B MIUIIOCTpaTUBHBIX

aCTeKTax BOCMAJUTENbHOE 3a00jeBaHUE BBIOPAHO U3 TPYIIBI, COCTOSINEH U3 acTMB,



aTONMUYECKOTO JEepMaTHTa, XPOHHUECKOro obcTpykruBHOro 3abonesanusi yerkux (COPD),
203uHOpuUILHO20  230¢pacuma  (FoE), HazanvHeix  NOAUNOS,  XPOHUYECKOU CHOHMAHHOI
kpanusuuysl, 3aboneBaHus, BbI3BaHHOro Ig (Takoro kak IgA-Hedponarus M BONYAHOUHBIN
HeppUT), S03UHOPUIBHOTO TracTPUTA, XPOHUYECKOrO CHHYyCHUTa 0O€3 Ha3ajbHBbIX IIOJUIIOB H
unuonarudeckoro jerounoro ¢ubposa (IPF), HeoOs3aTenbHO BocmanuTeNabHOE 3a00JeBaHHE
npencTaBisier coOol aTomuueckuil nepmatut. HeoOsi3arenbHO BocmanmTeNbHOE 3a00ieBaHHe
npencrasisier codoit COPD.

[0023] Hacrosituee n3o0peTeHne mpenycMaTpuBaeT Crnocod JeYeHHs: BOCTIAIHTEIBHOTO
3a0oneBanust y CyObekTa. B MILTIOCTpATHBHBIX BapHaHTaX OCYLIECTBIEHHs CIOCOO BKIIFOYAET
BBEICHUE CYOBEKTY TepaneBTHYECKH >(P(PEKTUBHOIO KOJIUYECTBA KOMIIO3HMILWH, PACKPBITOH B
HACTOSIIEM M300peTeHNu. B pasNuyHbIX acmeKTax BOCHATUTENbHOE 3a00JIeBaHUE BBIOPAHO U3
IPYIIIBL, COCTOSIIIEH M3 aCTMbI, ATOMHWYECKOTO IEPMATHTa, XPOHHYECKOrO0 OOCTPYKTHBHOTO
3aboneBanus nerkux (COPD), soszunoguisnoco s3opacuma (Fok), nazanvmuix nonunos,
XPOHUYECKO20 CHOHMAHHO20 YPMUKAPHO20, 3a00NeBaHMs, BbI3BaHHOTrO Ig (Takoro kak IgA-
HepomaTust 1 BOITYAHOUHBIH HEPPUT), 303MHOPHIBHOTO TacTPUTA, XPOHUIECKOTO CHHYCHUTa 0e3
Ha3aJbHBIX TOJIUIIOB W uauomnatudeckoro JyerouHoro ¢uobpoza (IPF). HeobszarensHo
BOCTIAJIUTENIbHOE 3a0oseBaHue MpencTaBisier cobol arommueckuii nepmatur. HeoOs3arenbHO
BOCMIAJIUTENbHOE 3aboneBanue mpencrasinsier coboii COPD. B pasnuuHbBIX — Citydasix
KOMITO3UIIMIO, PACKPBITYIO B HACTOSALIEM H300PETEHHH, BBOAAT CYOBEKTY IOCPEACTBOM
MOJIKO’KHOTO BBEJEHHs. B MILTIOCTPAaTHUBHBIX Cily4asix CyOBEKTY BBOAST OT NMPUOIU3UTENHHO |
MJI 0 TIPUOH3UTENBHO S5 MJT (HarpuMep, OT NPUOIU3UTETBHO 1 MIT 10 MPUOIH3UTENBHO 3 MII)
BOZHOW KOMIIO3ULIUU.

[0024] JIOMONHUTENBHO MNPEAYCMOTPEH CHOCOO TNOJy4YeHHs CTaOWIIBHOM SKUAKOH
KOMITO3UIIMM Ha OCHOBE aHTHUTENA, XapaKTEePU3YIOILIENHCs BA3KOCTBIO, COCTABIISAIOLIEH MeHee YeM
npubmmsurensHo 100 cIl, u comepxameli (A) antuteno k TSLP B koHUeHTpauuw,
cocTaBisiroLieit onee yem npudnusurenbHo 140 mr/mi, (B) moBepXHOCTHO-aKTHBHOE BEIECTBO
1 (C) OCHOBHYIO aMHHOKHUCJIOTY HJIH €€ COJIb, COJIb KaJIbIHsI, COJIb MATHUS WJIH UX KOMOHMHAIIHIO.
B wunrocTpaTUBHBIX BapHAHTAaX OCYIIECTBJIEHUS CIOCO0 BKIFOYaeT (1) OObeAMHEHUE aHTUTENA C
BOJHBIM PAcCTBOPOM, COIEpPKAIIMM OT mpudnusuteapbHo 50 MM no mpubmmsutensHo 150 MM
OCHOBHOH aMHHOKHCJIOTBI MJTH €€ COJIH, COJIM KaJIbLIMs, COJM MAarHus WM UX KOMOMHAuuy, u (ii)
no0aByieHUE TOBEPXHOCTHO-aKTHBHOTO BEINECTBA C JOCTHXKEHHEM KOHEYHOW KOHIEHTPAaLUU
MOBEPXHOCTHO-aKTUBHOTO BELIECTBa, cocrasisitouiei nmpudnusutensHo 0,01% (Bec/oObem) +
0,005% (Bec/oOBeM).

[0025] [omonHWTEIBHBIE AaCMEKThl U MPEUMYILIeCTBA OYAyT OYEBUAHBI IS
CHELMAINCTOB B JIAHHOW OOJIACTH TEXHUKH IPU O3HAKOMIIEHHH CO CIIEAYIOIIUM MOAPOOHBIM
OIMCAaHMEM, MPUBEIEHHOM B COYETAaHUH C rpaduueckuMu mMarepuanamu. HecMoTpst Ha TO, 4TO
KOMITO3ULIUH, U3JENUS M CIIOCOOBI IOMYCKAIOT BAPUAHTBI OCYIIECTBICHNS B PA3JINYHBIX (HOpMax,
NPUBEACHHOE HIDKE ONHCAHHE BKJIOYAET KOHKPETHbIE BapUAaHThl OCYLIECTBICHUS C
NOHUMAaHHMEM TOT'O, YTO HACTOSIIEE PACKPBITHE SIBJISETCS MIUTIOCTPATUBHBIM M HE TIPEIHA3HAYEHO

AJisT OrpaHUYCHUA HACTOSALICTO I/1306peTeHI/I$I KOHKPETHBIMH BapHaHTaMU OCYIICCTBIICHUS,



ONMCAHHBIMHU B JIaHHOM JOKyMeHTe. [IpenycMoTpeHo, 4To B ciyd4ae KOMITO3ULMH, M3IETHH |
Croco0OB, OIMMCAHHBIX B JAHHOM JOKYMEHTE, HeoOs3aTeNbHble NMPU3HAKH, B TOM 4YHCiIe Oe3
OrpaHUYEHUs] KOMIIOHEHTBI, UX JAMAINa30Hbl B KOMIO3HLMAX, 3aMECTUTEIH, YCIOBUS U CTaJUH,
cleayeT BBIOMPAaTh W3 PA3JIUYHBIX AaCMEKTOB, BAaPUAHTOB OCYIIECTBJIEHUS M IPUMEPOB,
NPEACTABICHHBIX B JAHHOM JJOKYMEHTE.

KPATKOE OITIUCAHUE 'PAOHYECKUX MATEPHAJIOB

[0026] Ha ¢urype 1 mpencrasien rpaduk Bsskoctu (cIl) IByX pasiUYHBIX COCTAaBOB,
COIEpALINX TEparneBTUUYECKUN OeJOK, MPEIACTABJICHHbII B BHAE 3aBHCUMOCTH  OT
KOHIEHTpaIuu Oejka (Mr/m).

[0027] Ha ¢urype 2 mnpencrasieH rpaduk Bs3kocTH (cII) HECKOJBKUX pa3IHUHBIX
COCTaBOB Ha OCHOBE Te3erenymada, COAepKallUX YKa3aHHOE BCIOMOTaTeNbHOE BEIeCTBO (B
ykazaHHOM kojmuectBe 100 MM mnm 150 MM). Takske mpencraBiieHa BSI3KOCTh KOHTPOJIS, HE
COZIep’KAIler0 BCIOMOraTeNbHOE BemecTso. Kaxaeli cocraB coxmepxkan Tesemenymad B
KOHLIEHTPALUH MPHOIM3UTENbHO 210 Mr/mut

[0028] Ha ¢urype 3 mnpencrasneH rpaduk Bs3kocTH (cII) HECKONBKHX Ppa3THUYHBIX
COCTaBOB Ha OCHOBE Te3erneaymada, COAep KallUX YKa3aHHOE BCIOMOTATEeNbHOE BEIECTBO (B
ykazaHHOM konmdectBe 60 MM). Takke mpeacraBieHa BsI3KOCTb KOHTPOJIS, HE COZEPIKAINero
BCIIOMOTaTeNbHOE BemecTBO. Kaxnplii cocTaB comep:kan Te3enenymMad B KOHLEHTPALUH
npubnusuTensHo 190 Mr/mi.

[0029] Ha ¢urype 4 mnpencrasneH rpaduk Bs3kocTH (cII) HECKONBKMX Ppa3IHMUHBIX
COCTaBOB Ha OCHOBE Tesernenymaoa, COJZIEPIKALINX yKa3aHHOe(YKa3aHHbIE)
BCIIOMOTaTeIbHOE(BCIIOMOTaTeNbHbIE) BEIeCTBO(BEIECTBA) (B YKa3aHHOM KoiudecTe). Taxxke
NPEACTaBIEHA BS3KOCTb KOHTPOJS, HE COIEp:Kallero BCIIOMOraTeNbHOE BellecTBO. Kakablil
COCTaB coaepxan TesernenyMad B KOHUeHTpauuu npubausurenbHo 210 mr/mn. Cronben cpasy
cnesa ot 0,5% PVP orHocutcs k cocray, copepxatnemy 100 MM auerara Hatpus u 75 MM
arieraTa apruHUHA. YKa3aHHbIe % MPeACTaBysIIoT coboit % (Bec/o0bem).

[0030] Ha ¢urype 5 mnpencrasneH rpaduk Bs3kocTH (cII) HECKOJBKUX Ppa3IHUHBIX
COCTaBOB Ha OCHOBE Tesernenymaoa, COJZIEPIKALITNX yKa3aHHOe(YKa3aHHbIE)
BCIIOMOTaTeibHOe(BCIIOMOraTeNibHbIe) BellecTBO(BelecTBa) (B yKa3aHHOM KoyiudectBe (MM)).
Taxke mnpencraBieHa BSI3KOCTb KOHTPOJS, HE CONEPIKAINEro BCIIOMOIATENbHOE BEIIECTBO.
Kaxnplit coctaB comep:kan TeseneaymMad B KOHIEHTPALUH MPHOIH3UTENbHO 210 Mr/mut.

[0031] Ha ¢urype 6 mnpencrasneH rpaduk Bs3kocTH (cII) HECKONBKHX Ppa3THUHBIX
COCTaBOB Ha OCHOBE Te3ernenymada, COAepKallUX YKa3aHHOE BCIOMOTATENbHOE BEIECTBO (B
yka3zaHHOM konmdecTBe (60 MM)). Taxke mpencraBiieHa BI3KOCTb KOHTPOJSL, HE COEpIKaIlero
BCIIOMOTATENbHOE BelecTBO. Kanblii cOCTaB comep:kai Te3enenymMad B KOHIEHTPALUH
npubnusuTensHo 190 Mr/mi.

[0032] Ha ¢urype 7 npencrasnen rpaguk BsazkocTH (cIl) 1Byx pa3nudHbIX COCTaBOB Ha
OCHOBE Te3enenyMabda, COAepKallUX YKa3aHHOE BCIOMOTATEeNIbHOE BELIECTBO (B YKAa3aHHOM
kommuectBe (60 MM)). Taxke mnpencraBieHa BS3KOCTb KOHTPOJS, HE COAEPIKALIEero

BCIIOMOraTeJIbHOE BelecTBO. Kakablii cocTaB COACpIKal TGSGHGJ’IYM&6 B KOHIOCHTpaLUHunu



npubnusuTensHo 190 Mr/mi.

[0033] Ha ¢urype 8 mpencraBneHa Tabnuia ¢ KOHLEHTpauueidl Oenka, BA3KOCTBIO H
3HaueHussMH pH HECKONbKHX pa3M4YHBIX COCTABOB HAa OCHOBE Te3enenaymada, COAep Kallux
yKasaHHOe(yKa3aHHbIE)  BCIIOMOTraTelbHOe(BCIIOMOraTeabHble)  BellecTBo(BemiecTsa) (B
yKa3aHHOM Kosindectse (MM)).

[0034] Ha ¢urype 9A mpencrasieH rpapuk Bs3kocTH (cII) HECKONBKHX pa3JIMuHBIX
COCTaBOB Ha OCHOBE Te3erneaymada, COAepKalluX YKa3aHHOE BCIOMOTaTeNIbHOE BEIeCTBO (B
ykazaHHOM kommdectse (150 MM)). Taxke npencraBieHa BI3KOCTb KOHTPOJIS, HE COEPIKAIIero
BCIIOMOTATeJbHOE BelecTBO. Kaxblii COCTaB coiep:kal Te3enenymMad B KOHLEHTPALUH
npubnu3uTensHo 210 Mr/mi.

[0035] Ha ¢urype 9B mpencrasneH rpaduk BsiskocTH (cIl) HECKONBKHX pa3IMYHBIX
COCTaBOB Ha OCHOBE Te3emenyMada, COAeprKaluX YKa3aHHOE BCIIOMOIaTebHOE BEIECTBO (B
ykazaHHOM kosmdecTBe (90 MM)). Taxke mpencraBiieHa BI3KOCTb KOHTPOJISL, HE COZEpIKaIlero
BCIIOMOTATENbHOE BelecTBO. Kaaplii COCTaB comep:kai Te3enenymMad B KOHLEHTPALUH
npubnusuTensHo 195 Mr/mi.

[0036] Ha ¢urype 10 mpencrasneH rpaduk Bsskoctd (cIl) HECKONBKHX pPa3IHYHBIX
COCTaBOB Ha OCHOBE Te3emenyMada, COAepKaluX YKa3aHHOE BCIOMOTaTeNIbHOE BELIECTBO (B
ykazaHHOM konmuecTBe (MM)). Taxoke mpencraBieHa BsI3KOCTh KOHTPOJIS, HE COIEPIKaIlero
BCIIOMOTaTeNbHOE BelecTBO. Kaxnplii coctaB comepkanl TeserneaymMad B KOHLEHTPAaLUU
npubnusuTensHo 210 Mr/mi.

[0037] Ha ¢urype 11 npencrasneH rpaduk Bsaskoctu (cll) HECKONBPKHUX pa3IMYHBIX
COCTaBOB Ha OCHOBE Te3erenyMada, COAep KalluX YKa3aHHOE BCIOMOTraTelIbHOE BEILIeCTBO (B
ykazaHHOM konudectse (150 MM)). Taxoke npencraBieHa BA3KOCTb KOHTPOJIS, HE COEPIKALIEro
BCIIOMOTaTeNbHOEe BemecTBO. Kaxaplii cocTaB comepkayl Te3emeaymMad B KOHIEHTpAIMU
npuban3uTensHo 210 Mr/mi.

[0038] Ha ¢urype 12 npencrasneH rpaduk BsskocTu (cIl) HECKONBKHUX pa3IMYHBIX
COCTaBOB Ha OCHOBE Te3emenyMada, COAeprKalquX YKa3aHHOE BCIIOMOTaTebHOE BEIIECTBO (B
ykazaHHOM kojuuectBe (50-150 mM)). Taxxke mnpencraBieHa BsS3KOCTb KOHTPOJSL, HE
COZIepIKAIer0 BCIOMOrareNbHOe BemecTso. Kaxaeli cocraB coxmepkan Ttesenenymad B
KOHLIEHTPALUH MPHOIM3UTENbHO 210 Mr/mut.

[0039] Ha ¢urype 13A npencrasieH rpadpuk BsskocTd (cIl) HECKONBKHX pPa3IHYHBIX
COCTaBOB Ha OCHOBE Te3emenymada, comepxamux 150 MM anerata apruHuHa (IpU YKa3aHHOM
3HaueHnu pH (4,75-5,7)). Takke npencTaBiieHbl 3HAUEHUS BSI3KOCTH KOHTPOJISL, HE COZIEPIKAIIero
BCIIOMOTaTe/IbHOE BELIECTBO, M COCTaBa, conepskawero 150 MM nponuna. Kaxnaelii cocrtas
coziep Kal Te3enenymMad B KOHIEHTpauy npuoanu3nTenbHo 210 mr/min

[0040] Ha ¢urype 13B mpencrasneH rpadux BszkocT (cll) HECKONBKHUX pPa3IHUHBIX
COCTaBOB Ha OCHOBE Te3emnenymada, conmepkamux 60 MM anerata ructuanHa (IPU YKa3aHHOM
sHauenun pH (5,5-6,5)). Kaxngelii coctaB comepkan Te3eneaymMad B KOHLIGHTPALUU
npubnusuTensHo 210 Mr/miL.

[0041] Ha ¢urype 14 npencrasneH rpaduk Baskoctu (cll) HECKONBKHUX pa3IUYHBIX
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COCTaBOB Ha OCHOBE Tesernenymaoa, COJZIEpIKALINX yKa3aHHOe(YKa3aHHbIE)
BCIIOMOTaTeIbHOE(BCIIOMOTaTeIbHbIE) BeIeCTBO(BEIIEeCTBa) (B yKa3aHHOM konudecTse (33-150
MM)). Takske npencTaBieHa BI3KOCTh KOHTPOJISA, HE COAEPIKAIIErO BCIIOMOTaTEIbHOE BEIIECTBO.
Kasxnplit coctaB comep:kan Teseneaymad B KOHIEHTPALUH NPHOIU3UTENbHO 210 Mr/mit.

[0042] Ha durypax 15A-15D mnoka3aH aHajau3 MOCPENCTBOM HKCKIFO3UOHHOM
xpomarorpadpuu (SEC) pasmuuHbIx cocTaBOB Ha OcHOBe aHTuTena Kk TSLP B cTpeccoBbix
ycnoBusix: purypa 15A, -30°C; ¢purypa 15B, 5°C, purypa 15C, 25°C, durypa 15D, 40°C.

[0043] Ha ¢urype 16 nmokazaHn aHaJIN3 MOCPEACTBOM KaTHOHOOOMEHHOH XpomMaTorpaduu
(CEX) (rnaBHbIéi mHK, %) pasiUYHBIX COCTaBOB Ha OCHOBe aHTuTena K TSLP B cTpeccoBbIX
YCJIOBUSIX.

[0044] Ha d¢urype 17 mnokazan ananu3 mnocperacrsom RCE-SDS  BeicBOOOXIEHUS
TSDKEJION LIeTH U JIETKOH LeNH U CTa0MJIbHOCTH B PA3JIMYHBIX YCIOBUSIX XPAaHEHUsI B T€UCHUE O
MECSILIEB.

[0045] Ha ¢urype 18 mokas3aHa BSI3KOCTb pPa3jMYHBIX COCTABOB Ha OCHOBE aHTUTENA K
TSLP B cTpeccOBbIX yCIOBUSX.

ITOJAPOBHOE OITMCAHUE

[0046] Onpenenenus

[0047] BelmenpuBeneHHOE OMUCAHUE MPUBEACHO TOJBKO ISl SICHOCTH NMOHUMAHUS, U
OHO HE€ [IOJDKHO IIOPa3yMeBaTh KAaKHX-IMOO HEXeNaTeNbHbIX OrPAaHWYEHHUH, TaK Kak
MomudUKalMu B Iperenax oObeMa HACTOSIIEro HM300peTeHHss MOTYT ObIThb OYEBHIHBI IS
PSIIOBBIX CIIEIMAJIFCTOB B JAHHOM 00J1aCTH TEXHUKH.

[0048] Ha mpoTspkeHHMH BCEro HACTOSIIIErO OMUCAHHUS M HIDKECJHeAyroIel (hopMyJibl
u300peTeH s, eCii KOHTEKCT He TpeOyeT HHOTo, CJIOBO "comepskarh” U ero Baphalluu, TAKHe KakK
"comepxut" U "comepkaumii”, OynyT MoApa3yMeBaTh BKJIIOUEHHE 3aSBJICHHOTO LEJIOTO YHCIa
WIN CTQAWM WM TPYMIBI LENbIX YHUCEeN WM CTaAui, HO Oe3 MCKIIOYEeHHUs JI00O0ro apyroro
L[EJIOTO YHCTIa WIH CTaUU WJIH TPYIIbI LHEJIbIX YUCEeN UIIH CTaIuil.

[0049] Ha mpoTsKeHHH BCEro HACTOSILIErO OMUCAHUSA, TZI€ KOMIO3UIUN OMHCAHBI Kak
cofiepiKalle KOMIIOHEHTbl WJIM MaTepualibl, MPEAINOoNaraeTcs, 4To KOMIO3UINU TaKKe MOTYT
(baKTHYECKH COCTOATDH WJIM COCTOATH U3 JIOO0H KOMOMHAIIMH MEPEYNCIEHHBIX KOMIIOHEHTOB WITH
MaTepHaJioB, €CIM HE YKa3aHO HHOe. AHAJOTHMYHBIM 00pa3oM, €CiH CIOCOOBI OMUCAHBI Kak
BKJIFOYAIOIIFE KOHKPETHBIE CTaIUU, MPEANONaraeTcsi, YTo CrnocoObl TaKke MOTYT (PaKTUIECKH
COCTOSITh WJIM COCTOSTD M3 JIFOOOH KOMOWHAIIMY TIEPEUHCICHHBIX CTAIMH, €CITH HE YKa3aHO HHOE.
Hacrosimiee n3obperenne, pacKpbeIToe B JAHHOM TOKYMEHTE HIUTFOCTPATUBHBIM 00pa3oM, MOXKET
OBITh OCYIIECTBJIEHO HAa MPAKTHKE COOTBETCTBYIOIIMM O0pa3oM NPH OTCYTCTBUH JIFOOOTO
3JIEMEHTa WM CTaAUU, KOTOpble KOHKPETHO HE PACKPBITHI B JAHHOM JIOKyMEHTE.

[0050] OcymecTBieHre Ha MPAKTUKE CIIOCO0A, PACKPBITOrO B JAHHOM IOKYMEHTE, H €T0
UHIUBUAYAIBHBIX ~ CTaAUil MOXET MPOBOIUTBCS BPYYHYHO W/MIHM C TPUMEHEHUEM
aBTOMaTU4YECKOW 00paboTKH, 0OecrmeuynBaeMOil 3JIEKTPOHHBIM 000pyAOBaHHEM. XOTs MPOLIECCHI
OBUIN ONMCAHBI CO CCBUIKONW HAa KOHKPETHBIE BAPHAHTHI OCYLIECTBIICHUS, PSIIOBON CIIEIIHAIUCT B

I[aHHOﬁ 00JIACTH TEXHUKH JIETKO HOﬁMeT, YTO MOXHO HUCIOJb30BaTh APYIU€ IMYTU BbIMMOJIHCHUA
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IeNCTBUH, aCCOLMMPOBAHHBIX C YKa3aHHBIMU criocobamu. Hampumep, moOpsook pasiudHbBIX
cTaguii MOXKeT ObITh W3MEHEeH 0€3 OTKJIOHEHHs OT 00beMa WM CYIIHOCTH crocoda, eCiau He
yka3zaHo uHoe. Kpome TOro, HEKOTOpblE M3 OTAENBHBIX CTAaAuil MOTYT ObITb OOBEAMHEHBI,
yZAaJieHbl WK JOMOIHUTEIbHO MOPA3AENeHbl HA JOMOJHUTENbHbBIE CTAUN.

[0051] Ilpenmonaraercs, 4YTO KOMIO3MLMH U CIOCOOBI BKJIIOYAIOT BapUAHThI
OCYLIECTBJICHHs,  BKJIOYAOmME JEOOYH0  KOMOMHALMIO  ONHOTO WM HECKOJBKHX
JOMOJHUTENBHBIX HEOOsA3aTeNbHBIX 3JIEMEHTOB, IPU3HAKOB M CTAAMH, JOIOJHHUTEIBHO
OTMUCAHHBIX HIDKE (B TOM YHCJIe TIOKa3aHHBIX Ha (PUTypax), €CIIU HE YKa3aHO HHOE.

[0052] B crTpaHax W Ha TEPPUTOPHSX, TIJE 3aMpelieHO NaTeHTOBAaHUE CHOCOOOB,
OCYIIECTBISIEMbIX Ha IMPAaKTHKE B OTHOLIEHUMM OpraHU3Ma 4YeJOBeKa, 3HaueHue 'BBeeHUus"
KOMITO3UIIUH CYOBEKTY-UYEeJIOBEKY JOJDKHO OrPAaHMYMBATHCS HA3HAYCHHEM KOHTPOIHPYEMOTO
BEIIECTBA, KOTOpOe CyOBeKT-ueloBeK OyHeT CaMOCTOSTENbHO BBOAHMTH MOCPEIACTBOM JIFOOOH
METOAMKH (HaIpuMep, MepOpPasIbHO, MOCPEACTBOM WHTAJSIIMYA, MECTHOTO HAHECEHHUs, MHBEKLINH,
BCTaBKH U T. 1.). [IpenycMarpuBaercss camasi IIMPOKasi MpHeMIIeMasi HHTEPIPETALHs, KOTopast
COTJIACYeTCsl C 3aKOHAMH WJIM TPABUJIAMH, ONPENEIIIOIUMHI MaTeHTOCIOCOOHOCTh OOBEKTa
n3o0pereHusi. B cTpaHax M Ha TeppHUTOPHUAX, IZle HE 3alpeIleHO MAaTEHTOBAaHHE CIOCOOOB,
OCYLIECTBJISIEMbIX Ha TMPAKTUKE B OTHOLICHUH OpPTaHU3Ma 4YeJIOBEKa, "BBENECHHE" KOMITO3ULIMM
NpeAyCcMaTPUBAET KakK CIIOCOOBI, OCYIIECTBIIIEMble Ha TNPAKTUKE B OTHOLIEHWH OpPraHM3Ma
4eJI0BEKa, TAK U BBILIEYIIOMSIHYThIE JEHCTBUS.

[0053] Cnenyer nOHMMAaTh, YTO KaXXJI0€ MAaKCUMAJbHOE YMCIIOBOE OrPaHUYEHUE,
NPUBOJMMOE HA MPOTSIKEHUWH BCErO HACTOALLErO OMNMCAHMs, B KAdyeCTBE AaJIbTEPHATUBHBIX
aCIIeKTOB BKJIOYAIOT JIMAMAa30HbI, 0O0pa30BaHHbIE KAKABIM COOTBETCTBYIOIIUM OoOJee HU3KUM
YHUCJIOBBIM OTPAaHWYEHUEM, KaK eciu Obl Takue AMana3oHbl ObUIM YKa3aHbl SIBHBIM OOpa3oM.
Kaxnoe MHUHMMaIbHOE YHCIOBOE OrpPaHUYEHUE, TIPUBOAMMOE HAa MPOTSHKEHUH BCEro
HACTOSIIIIETO OMHMCAHMs, B KA4eCTBE AJbTEPHATUBHBIX ACIEKTOB OyAeT BKIIOUYATh HAIA30HBI,
oOpa3oBaHHBIE KaXIbIM OoJiee BBICOKMM YHCJIOBBIM OrPAHUYEHHEM, KakKk eCiu Obl Takue
IUana3oHbl ObUTM yKa3aHbl SIBHBIM 0Opa3oM. Kakmblii 4MCIOBOM NMAna3oH, MPUBOIMMBIA Ha
NPOTSDKEHUH BCETO HACTOSIILErO OMHCAHUs, OyAeT BKJFOYATh KaKAbIA Oojiee Y3KUil YHCIOBOM
IMana3oH, KOTOPBIA HAXOAUTCS B Mpeesiax Takoro 0ojee MMUPOKOro YHCIOBOTO JUANa30Ha, KaKk
ecnu Obl Bce Takwe Oojiee y3KHE YHCIOBBIE MUANA30HbI ObLIM yKa3aHbl sIBHBIM O0Opa3oM B
JaHHOM JnokyMeHTe. CrenyeT MOHMMAaTh, YTO pa3Mepbl U 3HAYEHUs], PacKpbITble B JAHHOM
JOKYMEHTE, OXBaThIBAIOT PACKPBITHE U NMPUBEAEHHOIO 3HAYEHUs], U COOTBETCTBYIOLErO TOUHOTO
YHUCIIOBOTO 3HAuU€HHUs, HaNpuMep, clieAyeT IIOHMMAaTb, YTO 3HAa4Y€HHUE, OINHCAHHOE Kak
"mpubnusurtensHo 10 MM", BKITFOYAET B KAUECTBE aJIbTEPHATUBHOTO packpeiTus "10 MM".

[0054] Bce mareHTHI, NMyOJNMKALMM W CCHUIKH, LIUTUPYEMblE€ B JAHHOM JIOKYMEHTE,
HACTOSILIMM TOJHOCTBIO BKJIIOUEHBI MOCPEACTBOM CCbUIKM. B ciiyuae mpoTHUBOpeUHs] MEXIY
HACTOSIIUM PACKPBITUEM U BKJIIOYEHHBIMH ITaTEHTAMH, MyOJNKALUSIMHI U CChUIKAMU HACTOSIIEE
PaCKpBITHE TOJKHO UMETh IPEUMYILECTBEHHYIO CUITY.

[0055] Ecnu He yka3aHO MHOE, TO CJIAEAYIOIIHE TEPMHUHBI, UCIOJb3YEMbIE B HACTOSIIEH

3asiBKe, BKJIFOYasi omucaHue U (HopMysy M300peTeHUs, UMEIOT ONpeAesieHus], MPeICTaBICHHbIE
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HUXKE.

[0056] Kak ucmnonb3yercst B OMUCAHUU U IpuiaraeMoil gopmyiie nzodpereHusi, Gpopmsl
€AMHCTBEHHOI'O U MHOKECTBEHHOIO UHCJIAa BKJIIOYAKOT CCbUIKM KaK BO MHOXKECTBEHHOM, TaK U B
€AMHCTBEHHOM UHUCJIE, €CJIU KOHTEKCT SIBHO HE AUKTYET MHOE.

[0057] Ecnu He yka3aHO MHOE, TO BCE UCMOJIb3yEeMbl€ B JAHHOM AOKYMEHTE TEXHUYECKHE
Y Hay4YHbIe TEPMUHBI UMEIOT TO JK€ 3HAUYEHHE, KOTOPOe OOBIYHO MOHATHO CHELHUATICTY CpeaHen
KBaIN(UKALNUU B JAHHON 00JIACTH TEXHUKH, K KOTOPOW MPUHAJIEKUT HACTOSIIEe H300peTeHue.
Crnenyrouye CChUIKH MPEIOCTABIISIOT CIEHUANUCTY OOlLiee OnpeneieHue MHOTHX TEPMHHOB,
UCTIONB3YEMBIX B HACTOsIeM H300peTeHuu, BKIO4as Oe3 orpanuueHusi: Singleton et al.,
DICTIONARY OF MICROBIOLOGY AND MOLECULAR BIOLOGY (2d Ed. 1994); THE
CAMBRIDGE DICTIONARY OF SCIENCE AND TECHNOLOGY (Walker Ed., 1988); THE
GLOSSARY OF GENETICS, 5th Ed., R. Rieger et al. (Eds.), Springer Verlag (1991) u Hale &
Marham, THE HARPER COLLINS DICTIONARY OF BIOLOGY (1991).

[0058] Tepmunb! "mpuOIU3NTENBEHO" WK "MPUMEPHO" O3HAYAIOT MPHEMIIEMYIO OIIHUOKY
IUI KOHKPETHOTO 3HAYEHUS], ONPEACICHHYIO CIIEUAINCTOM CpefHel KBatu(uKkauuu B TaHHON
00JacTH TEXHUKH, KOTOpas YaCTHUYHO 3aBHCUT OT TOro, KaK 3HAYCHHE H3MEPSIeTCS WM
ompenensercsi. B onpeneneHHbIX BapUaHTaX OCYILIECTBICHUS TEPMUHBI 'MPHOIUZUTENBHO" I
"mpuMepHO" O3HauaroT B mpenenax 1, 2, 3 uiau 4 cTaHAapTHBLIX OTKJIOHEHUH. B onpeneneHHbIx
BApPUAHTAaX OCYILIECTBICHUS TEPMUHBI 'mpuONIM3uTENnbHO" WM "mpUMEpHO" O3HAYAalT B
npenenax 30%, 25%, 20%, 15%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1%, 0,5% unu
0,05% oT 3amaHHOTO 3HAYEHUs! WM Arana3oHa. Beskuii pa3, korna TepMUHBI "TIPHOIH3UTENBHO"
Wi "IpUMepHO" MpPEeIIeCTBYIOT MEPBOMY YHCIOBOMY 3HAUEHHIO B PANY U3 IBYX WU Oojee
YHCJIOBBIX 3HAYEHUH, MOApa3yMeBaeTcs, 4TO TEPMHUHBbI "mpuOnusutenpHO" wiau "mpumepHO”
INPUMEHSIOTCS K K&KIOMY U3 YHCJIOBBIX 3HAYEHUI B JAHHOM PALIY.

[0059]  Tepmunbl  "crmemmpuueckn  CBA3bIBAaET", "aHTUreHCrerMpuIecKuit”,
"cnieun(pu4ecKuii Mo OTHOLICHHUIO K", "CENIeKTUBHOE CBsI3bIBaIOIIee cpencTro”, "cnennduyeckoe
CBSI3BIBAIOLIEE CPEACTBO", "aHTUreH-MULIEHb' WIN "MMMYHOPEaKTUBHBIN' B OTHOLIEHUU
AHTUT€HA OTHOCATCA K aHTUTENy I MOJUIENTUOY, KOTOpbIe CBSI3bIBAIOT aHTUI€H-MUIIEHb C
Oonbirel ahPUHHOCTBIO, YeM IPyrHe aHTHUIeHbl POACTBEHHBIX OeNkoB. B maHHOM MOKyMeHTe
NPEATIONAraeTcsi, 4YTO CPEACTBO CHenM(PHYECKH CBS3BIBACT LEJeBble OENKHU, HampuMmep,
NOBEPXHOCTHBIA aHTHreH (Hampumep, T-kneroussii peunentop, CD3), uutokuH (Hampumep,
TSLP, IL-4, IL-5, IL-13, IL-17, IFN-g, TNF-a) u T. .

[0060] Tepmunbl "anTuTeno" WM "UMMyHOIJIOOYJIUH" OTHOCATCS K KaHOHHYECKOMY
TE€TPaMEpPHOMY IIMKOIPOTENHY, KOTOPbIIl COCTOUT U3 [BYX I10 CYTH MOJHOPA3MEPHBIX TSDKEIIBIX
Heneil U AByX IO CyTH IOJHOPAa3MEPHBIX JIETKUX Lened, Kaxnaas U3 KOTOPBIX COAEPKUT
BapuadeipHYyr0 00JacTb W 1O CYTH MOJHOPa3MEPHYK)  KOHCTAHTHYHO  OOJacTb.
AHTHIeHCBSI3BIBAIOLINE YaCTH MOTYT OBITh TOJIy4€Hbl C TPUMEHEHHEM  METOIHK
pexomOuHanTHOH JIHK 1100 mocpeacTBoM (pepMEHTaTUBHOTO WIJIM XUMHYECKOTO PaCIIEeTUICHHS
UHTAKTHBIX aHTuTen. Tepmun "aHTuTENno" mnpeaycMaTpUBaeT MOHOKJIOHAIbHbIE AHTUTENA,

MOJINKJIOHAJIbHBIC AHTUTCIIA, XHUMCEPHBIC AHTUTCIIA, YCJIOBCUCCKHUEC AHTUTCIIa u
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I'YMaHU3MPOBAHHBIE AHTUTENA.

[0061] BapuaHTel  aHTUTEN  MpPEAYCMATPUBAIOT  (parMeHTbl  aHTHTEN |
AHTUTENONOAO0OHbIE OENKU ¢ M3MEHEHMSMH CTPYKTYPhl KAHOHHMUYECKUX TETPAMEPHBIX aHTHUTEIL.
Tunu4Hble BAPHAHTHI AHTUTEN COnEpKaT V-00J1aCcTH C U3MEHEHHEM KOHCTAHTHBIX 00JIacTel UitH
B KAauecTBe AaJbTEPHATHBBI IpeNyCMaTpUBAIOT no0aBieHHe V-oOnacTtell K KOHCTAHTHBIM
obnactsm, HEeOOs3aTeNIbHO ~ HEKJACCHYeCKUM  cmocoOoMm.  Ilpumepsl  BKIIIOYAOT
nonucnenuduyueckne antuTena (Hanpumep, oucnenuduyeckue aHTUTeNa ¢ AONOJIHUTEIbHBIMU
V-obnactsimu), (pparMeHTbl aHTHTEN, KOTOPbIE CIIOCOOHBI CBSI3bIBATh aHTUTEeH (Hampumep, Fab',
F'(ab)2, Fv, onmHoueno4yedHble aHTWUTENA, AuaTeNia), OWUMApaTONHble W PEKOMOWHAHTHBIE
NEeNTUIBI, COAEPIKAIINE BBILICYKA3aHHOE, MPU YCJIOBUH, YTO OHU XapaKTEPH3YIOTCs TpeOyeMoit
OHMOIOrn4eCKOi AKTUBHOCTBIO.

[0062] "®parmMeHThl aHTUTEN" TPENYCMaTPUBAIOT AHTUTNE€HCBA3BIBAIOLME YaCTH aHTHUTE,
BKJIIOUasi, cpenu mpouero, Fab, Fab', F(ab')2, Fv, nomennoe antureno (dAb), dparmeHTsI
ompenemsromeii  komruieMeHTapHocTh  obnactu  (CDR), amturena ¢ mnpusButeimu  CDR,
onHonenovyeunbie aHtutena (scFv), ¢parMeHTBl ONHOLEMOYEYHBIX AHTUTEN, XUMEPHBIE
aHTHTENa, TUaTeNa, TpUaresia, TeTpareina, MUHUAHTHTENO, JUHEHHOE aHTUTEIO, XeIaTHPYIoLIee
PEKOMOMHAHTHOE AHTHTENO, TPUCTIEHU(PUIECKOE AHTUTENIO WU OHucrenuduyuecKkoe aHTHTEIO,
UHTPATENO, HAHOTENO, HMMMYyHO(papMaleBTHYECKOE CPENCTBO HAa OCHOBE HEeOONBIIOro
monyibpHoro Oenka (SMIP), cnutelii OenoOK Ha OCHOBE AHTHUIE€HCBS3BIBAIOLIETO JOMEHA
UMMYHOTJIOOYJIMHA, OOHONOMEHHBIE aHTuUTeNna (BKIOYas BepOmoxkbe antuteno), VHH-
cofiep Kalliee aHTUTEJIO WK €r0 BAPUAHT WIIM MTPOU3BOIHOE U TIOJMITENITH/IBI, KOTOPbIE COMEpIKaT
IO MEHbIIIEeH Mepe 4acTh UMMYHOIJIOOYJIMHA, KOTOPas ABJISETCS NOCTATOYHOHN Ui oOecneueHust
creln(pUIeCKOro CBSI3bIBAHUS AHTUTE€HA C MOJIMIENTUAOM, HAIIPUMeEp, OAHY, JIBE, TPH, YETHIPE,
nATh WM ImecTb mnocienoBatenbHocTedlt CDR, nmo Tex mnop, moka aHTUTENO COXpaHser
TpeOyeMyro OHOIOrNYeCcKYI0 aKTHBHOCTb.

[0063] "BaneHTHOCTB" OTHOCUTCSI K KOJMYECTBY AHTHICHCBSI3BIBAIOIIMX YYaCTKOB B
KQXJIOM aHTHUTeJe WK (parMeHTe aHTUTENa, KOTOPbIe HALEIMBAIOTCS HA SMUTOMN. TUmH4Has
nojHopasMepHas mosiekyia IgG wu F(ab)2 siBnsercst "OuBaneHTHOH" B TOM CMBICIIE, YTO OHA
CONEPXKUT OBAa MIEHTUYHBIX yYaCTKa CBsI3bIBAHUS MUILIEHH. PparMeHT "MOHOBAJEHTHOTO"
aHTHTeNa, Takor Kak F(ab) umm scFc, ¢ onHUM y4acTKOM CBSI3BIBaHHS aHTUTEHA. T pUBaJIeHTHbIC
WIA TETPABAJICHTHBIC AHTHUIEHCBS3bIBAIOLINE OEJNKH TaKXXe MOTYT OBITh CKOHCTPYHPOBAHBI
TakuM 00pa3oM, 4TOOBI OHU OBLITH MOJIUBAJICHTHBIMU.

[0064] "MOHOKJIOHAJBPHOE AHTUTEJIO" OTHOCUTCS K AaHTHUTENy, IMOJIyYEeHHOMY W3
NOMYJISIUM [0 CYTH TOMOT€HHBIX AHTHUTEN, T. €. OTHENIbHbIE AHTHTENA, COCTABJIIIOLINE
MOMYJISILUIO, UASHTUYHBI, 32 UCKIIFOUEHHEM BO3MOXKHBIX BCTPEYAIOIUXCS B MPUPOAE MYTALUH,
KOTOpbIE MOTYT IPUCYTCTBOBATh B HE3HAYUTENIBHBIX KOJUYECTBAX.

[0065] Tepmun "nomasnsier aktuBHOCTH TSLP" mpemycmarpuBaer monmasieHue JIFOOOTO
OJTHOTO WJIM HECKOJIBKHUX M3 CIEIYIOLIEro:

- csizbiBanust TSLP ¢ ero peuentopom;

- nponudepanyy, akTUBAUMM UMM IUPEPEHLIUPOBKU KIETOK, HKCIPECCUPYIOLINX
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TSLPR, B npucyrcteuu TSLP;

- IOAaBJIEHUs BIPAOOTKH UTOKMHOB Th2 B MOJSIpU3allMOHHOM aHANINU3€ B MPUCYTCTBUH
TSLP;

- aKTUBALIMK WU CO3PEBaHUs NEHIPUTHBIX KJIETOK B npucyrctsuu TSLP;

- BBICBOOOXK/I€HHSI LIATOKMHOB TYYHBIMHU KJIeTKaMH B ipucyTcTBuu TSLP.

Cwm., Hanpumep, nateHT CIIIA 7982016 B2, cronGen 6 u npumep 8, u US 2012/0020988
Al, npumepst 7-10.

[0066] Tepmunbl "oOpazen" wiam "Ouosorudeckwii obOpasen” OTHOCATCS K MpoOe,
NOJIYYeHHOW OT CyObeKTa Al MPUMEHEHHs] B CrIoco0ax IO HACTOsLIeMy H300pEeTeHHuro, U
NPEeAyCMaTPUBAIOT MOYY, LIEJTbHYIO KPOBb, TIA3My KPOBH, ChIBOPOTKY KPOBH, CIIFOHY, MOKPOTY,
OuonTaTel TKaHEW, CIIMHHOMO3TOBYIO JKUIKOCTb, MOHOHYKJICAPHBIE KJIETKU Mepu(epruIecKoi
KPOBH CO CTHMYJISILMEH in Vvitro, MOHOHYKJI€apHBbIE KIETKH mepudepudeckodl Kpou 0Oe3
CTHMYJISILUH in Vitro, TUMQOUIHbIE TKAHU KHUIIEYHUKA CO CTUMYJIIHEH in vitro, TuMQOonuTHbIe
TKaHH KUIIEYHUKA 0e3 CTUMYJISIIUY 1n Vitro, JIaBaXK KUIIEUYHNUKA, OPOHXHOATbBEOJISIPHBIN JIABAK,
Ha3aJIbHBIN JIABAXK U MHIYLUPOBAHHYIO MOKPOTY.

[0067] Tepmunbl "neuutn", "ocylecTBieHHe JjeueHuss" U "nedeHue" OTHOCATCA K
YCTPAHEHUIO, CHIDKEHMIO MPOSBJICHUS, CYNPECCHH WIM YJIYYIIEHUI0, JTUOO BpEeMEHHO, OO0
NOCTOSIHHO, JTMOO YaCTHUYHO, JIMOO IOJIHOCTBIO, KJIMHUYECKOTO CHMIITOMA, TPOSIBICHHS WIIH
NPOTPECCUPOBAHMsI  SIBICHMs, 3a00JE€BaHUS  HJIM  COCTOSIHHUS,  ACCOLMHPOBAHHBIX  C
BOCTIAJIUTENIbHBIM ~HApyIIE€HWEeM, OINUCAaHHBIM B JAHHOM JOKyMeHTe. Kak wu3BeCTHO B
COOTBETCTBYIOLIIEH  0OJacTH, JIEKAPCTBEHHbIE CPEACTBA, IPUMEHsSEMble B  KauecTBe
TEPaINeBTHYECKUX CPENCTB, CIIOCOOHBI CHI)KATD TSKECTh JAHHOTO OOJIE3HEHHOT'O COCTOSIHUS, HO
He O00s3aTeNbHO YCTPAHATh BCE MpPOSBIEHUs 3a00J€BaHMs, YTOOBI CUMTATHCS IMPHUTOJHBIMU
TepaneBTUUeCKUMU cpenacrBaMu. CxomHbIM 00pa3oM, BBEOEHHOE B LENAX HPOQUIAKTHKH
CPenCTBO JieyeHHS He 00s3aTeNbHO JODKHO  OBITh  HOJNHOCTBIO  3(P(eKTUBHBIM B
NpPeAyNnpeKIeHUH BO3HUKHOBEHHUS COCTOSHHUS, 4YTOOBI MpPEACTaBIsATH COOOH HeiicTBEHHOe
npoduIaKkTHYeCKoe cpenctBo. IIpocToe CHibkeHHEe BO3AeHCTBUS 3a0oyeBaHus (HampuMmep, 3a
CUET YMEHBIICHUS KOJIUYECTBA WM TSDKECTH €ro CHUMITOMOB, WJIH 32 CUET MOBBIIIEHHS
3¢ (eKTUBHOCTH APYrOro JISYEHUs, I 33 CUET MOJy4eHUs Apyroro OjaronpustHoro 3¢gdexra)
WIA CHUKEHHE BEPOSTHOCTH TOTrO, YTO 3a00JIeBaHWE BO3HUKHET WM YXYALIUTCSA Y CyOBEeKTa,
ABJIIETCS NOCTaTOYHBIM. OIUH BapUaHT OCYIIECTBJICHUS HACTOSIIErO M300pETEeHUs] HalpaBiieH
Ha cnocod omnpeneneHuss 3((PEKTUBHOCTU JICYEHUs, BKJIIOYAIOIHUNA BBEICHUE MALUEHTY
TEPANeBTHYECKOTO CPEICTBA B KOJUUYECTBE M B TE€UCHHE MEPUONAa BPEMEHH, HOCTATOUHBIX IS
TOr0, 4TOOBI WHAYLHPOBATH YCTOHYMBOE YJYYIIEHHWE 10 CPABHEHUIO C HCXOAHBIM YPOBHEM
NIOKa3aTeJst, KOTOPBII OTPAKAET TSHKECTh KOHKPETHOTO HAPYIICHHUSI.

[0068] Tepmun "repaneBTudecku 3PQPEKTUBHOE KOJINYECTBO" OTHOCHTCS K KOJIHYECTBY
TEPaeBTHUECKOTO CPEACTBA, KOTOpoe siBjsiercss 3(P(PEKTHBHBIM JUIsi  OOJIErYeHUs] WU
oca0JIeHNs] CHMITOMOB WJIM NPU3HAKOB 3a00JI€BAHMS, aCCOLIMUPOBAHHBIX C 3a00JI€BAHUEM WU
HApYyLIEHUEM.

[0069] TepmuH "UMTOKUH", UCIIOJIb3YEMBI B JAHHOM JIOKYMEHTE, OTHOCUTCSI K OJJHOMY
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WIN HeCKONbkNM HeOompmuM (5-20 kJla) Oenkam, BBICBOOOKIA€MBIM KJIETKAMH, KOTOPBIE
OKa3pIBaAIOT cnenuduuecknii 3pGeKkT Ha B3aUMONEHCTBHA M CBS3M MEXAY KIETKaMHU WU Ha
MOBEIeHNEe KJIETOK, TakoW kak mnposmudpepanuss u nuddepeHIpPOBKa HUMMYHHBIX KIETOK.
@DyHKIMM LUTOKMHOB B HUMMYHHOH CHUCTEME NpPEAyCMAaTPUBAIOT CTHUMYJHUPOBAHUE IPHUTOKA
LUPKYJIUPYIOIIUX JIEHKOLIUTOB M JUM(POLUTOB B yYACTOK MMMYHOJIOTHYECKOTO CTOJIKHOBEHMUS,
CTUMYJIMPOBaHME pa3BUTHA U mponudepanyu B-kierok, T-kIeTok, MOHOHYKJIEAPHBIX KJIETOK
nepudepudeckoit kposu (PBMC) wu apyrux HMMYyHHBIX KJIETOK U ol0ecreueHue
NPOTHBOMHUKPOOHOW  aKTUBHOCTH. [IlpuMepbl HWMMYHHBIX IIUTOKMHOB BKJIFOYAKOT 0Oe3
orpannuenus IL-1, IL-2, IL-3, IL-4, IL-5, IL-6, IL-7, IL-9, IL-10, IL-12, IL-13, IL-15, IL-17A,
IL-17F, IL-18, IL-21, IL-22, uarepdepon (Bxmouas IFN anbda, 6eta u ramma), pakrop HEKpo3a
onyxonu (Bkitodasi TNF anbga, Oera), Tpanchopmupyrommumii dakrop pocra (Bkimrodas TGF
anb(da, Oeta), rpaHyIOIUTAPHBIN KojoHUuecTUMY IHpyrotmii ¢aktop (GCSF), rpanynonurapHo-
MakpodaranbHblii  kKonoruectTuMmynupyomui  pakrop (GMCSF) u TUMyCHBIH CTpOMaibHBIN
aumpomnostud (TSLP).

[0070] "LlutokuH, nponyuupyemsiii T-xenmepamu (Th) 1" wmu "Thl-cnenuduueckuii
LIUTOKMH" OTHOCUTCS K IIUTOKWHAM, KOTOPbIE SKCIPECCUPYIOTCS (BHYTPHKJIETOYHO H/HIIH
cekperupyroresa) T-knerkamu Thl, u mpenycmarpusaer IFN-g, TNF-a, IL-12. "Th2-uurokun"
win "Th2-cneundrueckuii HUTOKUH" OTHOCHTCS K LUTOKHMHAM, KOTOPBIE 3KCIPECCUPYIOTCS
(BHYTpHKIETOUHO W/ cekpetupyrorces) T-knerkamu Th2, Brmouast IL-4, IL-5, IL-13 u IL-10.
"Th17-uutokun" wnu "Thl7-cnenuduuecknii TUTOKUH" OTHOCUTCS K LIMUTOKUHAM, KOTOpBIE
SKCTIPECCUPYIOTCsT (BHYTPUKIETOUHO W/mmm cekperupyrorcsi) T-kiaerkamu Thl7, Bxmouas IL-
17A, IL-17F, 1L-22 u IL-21. Onpenenennsle nonyisinuu knetok Th17 skcnpeccupyror IFN-g
w/wmm IL-2 B pomonHenwe k uutokuHam Thl7, mepedyncieHHBIM B JaHHOM JIOKYMEHTE.
IMomudynkumnonansueiii nurokud CTL npenycmarpusaer IFN-g, TNF-a, IL-2 u IL-17.

[0071] Komno3uuuu Ha ocHoBe aHTHTEAAa K TSLP ¢ HU3KO0H BA3KOCTHIO

[0072] Tesenenyma® npoaeMoHCTpupoBas 3(PPEeKTHBHOCTh B 103aX, HAXOMSLIMXCS B
nuanaszoHe ot 70 mr o 280 wmr, a antureno k TSLP B HEKOTOpBIX ciiydasix OyIeT COCTaBISTHCS
B no3ax 110 mr/mn wiu 140 mr/mu. CocTaBbl ¢ BBICOKMMH KOHLIEHTpAaLMSIMU Oejika MOTYT
JIEMOHCTPHPOBATh TMOBBIIICHHYIO BS3KOCTb 1O TAaKOW CTENeHH, 4YTO (YHKIHOHAJIBHOCTH
YCTPOKHCTBA, HCIIOIB3YEMOrO AJIsl BBEACHHS aHTUTEA MAIIMEHTY, MOXKeT Hapymarbes. CXOaHbIM
00pa3oM MOXeT OBITh IMOCTABJIEHA IMOJ YIPO3y CIMOCOOHOCTh MOCTABIIMKA MEIULIMHCKUX YCIyT
BPYYHYIO BBOAHTH JIEKAPCTBEHHOE CPEACTBO MauueHTy. KpoMe Toro, BbICOKasl BSI3KOCTh MOKET
OBITH HEOMYCTUMOW BO BpeMsi M3roToBieHHs. COCTaBbl C BHICOKUMH KOHLIEHTPALUSMH OeJka
TaK)Ke SIBJISIIOTCS TNPOOJEMAaTUYHBIMU C TOYKH 3peHus crabmibHOCcTH Oenka. Hampuwmep,
arperanusi, MPUBOASIIAsT K OOPa30BaHHUIO BBICOKOMOJIEKYJSIPHBIX pasHoBumHocTedh (HMWS),
MOJKET TPOUCXOANUTh B COCTaBaX, COAEPIKAIIMX BBICOKME KOHLEHTpauun Oenka. IlosTomy
JKeJaTeJIbHO 00eCTIeYNTh N30TOHNUECKUH JKUAKUH cocTaB Ha ocHOBe aHTuTena K TSLP ¢ Huskoit
BSI3KOCTBIO, TAKOTO Kak Te3ernenymMad, MOAXOAALINHA Ui MapeHTepaIbHOIO BBEIEHUS, KOTOPBIN
MO>KHO XPaHUTh B T€UEHHUE JUIUTENBHOTO BPEMEHHU NPH HU3KHUX TeMIepaTrypax (Hampumep, MpH

2-8°C u -30°C) unm KpaTKOBPEMEHHO NPH KOMHATHOM Temmneparype (Hanpumep, 20-25°C, ans
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ynoOCTBa MALUEHTA).

[0073] UYroObl mpeomosnerh mnpobiieMy BBICOKOW BA3KOCTH COCTaBOB C BBICOKUMH
KOHLIEHTpaLUsAMH OeJiKka HacTosiiee N300peTeHre MpeayCMaTpUBAeT KOMITO3ULUIO, HAaIpUMep,
BOJIHYIO KOMIIO3ULIMIO, conepskamyro (a) antureno k TSLP B KOHIEHTpaLuu, COCTaBIIAIOLIEH
Oonee uem mpubmuzurenbHo 140 mr/mi, (b) MOBEPXHOCTHO-aKTHBHOE BEINECTBO M (C) 1O
MEHbLIEH Mepe OIHY OCHOBHYIO aMHUHOKHCIIOTY WJH ee cosb. HacTosimee n3oOpereHue Taxxke
IpeayCcMaTpUBaeT KOMITO3ULMIO, HAIPHUMEp, BOJHYIO KOMITO3ULIUIO, COAEPIKALIYIO (@) aHTUTENO
k TSLP B KOHIEHTpaluH, COCTaBisitoleii Oonee uvem npubmmsutensHo 140 wmr/mn, (b)
MOBEPXHOCTHO-aKTHBHOE BELIECTBO U (C) MO MeHbIIEH Mepe OHY COJIb KaJbLUS WM COJIb
maraus. OCHOBBIBasICh, IO MEHbIIEH Mepe YaCTUYHO, Ha JaHHBIX, NPEACTaBIEHHBIX B JaHHOM
IOKyMeHTe, U 0e3 OrpaHWYEeHUS] KaKOW-THOO KOHKPETHOH TEOpHEH, pacCKPBIThIe B HACTOSIIEM
M300peTeHNH KOMIIO3ULUN TMPEACTABISIIOT COOOW KOMITO3WULMH C HHU3KOH BS3KOCTBIO,
COZepIKALINE BBICOKYIO KOHLIEHTPALMIO TEPANEBTHYECKOro Oeilka, KOTOpPhle MOXHO BBOIUTH
NAlMEHTy, HYXOAIIIEeMycs B 3TOM, 0e3 Kakux-JHOO OCIIOKHEHHH BCIIEACTBHE BBICOKOH
BA3KOCTH. OCHOBBIBAsICh, IO MEHbIIEH Mepe YaCTUYHO, HA JIaHHBIX, NIPE/ICTABICHHbIX B JAHHOM
IOKyMeHTe, U 0e3 OrpaHWYEeHHUs] KaKOW-TMOO KOHKPETHOH TEOpHEH, pacKpBIThIE B HACTOSIIEM
N300pETeHNH KOMIIO3ULIUU  SIBJIIIOTCSI  BBICOKOCTAOMJIBHBIMH, TIOCKOJIBKY —PAaCKpBIThIE B
HACTOSIIEM HM300PETEHHH KOMIIO3ULUHM JIEMOHCTPUPYIOT MHHHUMAJIBHOE pPa3pyLIEHHE I10Cie
XpaHeHsT (KPaTKOBPEMEHHOrO W/WIM JUINTENbHOTO XPAaHEHMs) NMPU HU3KHUX TEMIIEpaTypax
(mampumep, mpu 2-8°C um -30°C) mim KpaTKOBPEMEHHO IPH KOMHATHOHW TeMIlepaType
(manmpumep, npudnusurtensHo 20-25°C).

[0074] OcHOBHBIE AMHHOKHCJIOTbI

[0075] B wuIIIOCTpaTHBHBIX BapUaHTAX OCYLIECTBJICHUs KOMIIO3ULIUS, PACKpbITasi B
HACTOSAIIEM N300pETEeHHH, COAEP>KUT OCHOBHYIO aMUHOKHCIIOTY WM €€ CoJib. Mcronbp3yemblil B
JAHHOM JIOKYMEHT€ TepMHH "OCHOBHas aMHHOKMCJIOTA' OTHOCUTCS K aMHUHOKHCIIOTE,
colepskallel OCHOBHYK OOKOBYIO Iienb Mpu HedTpaibHOM 3HaueHuun pH. 3Hauenuwe pKa
OCHOBHOH aMHUHOKHCJIOTBI SIBJSIETCSl JOCTATOYHO BBICOKMM, YTOOBI OHH XapaKTepU30BAIUCH
TEH/ICHIIUEH CBSI3bIBATH MPOTOHBI, MPHOOpETast MPU 3TOM MOJOKUTENbHbIN 3apsin. OCHOBHas
AMHHOKHUCJIOTa B WJUTFOCTPATHBHBIX ACMEKTaX COAEPIKUT OOKOBYIO LEMb, COACPIKAIIYID aTOM
a30Ta, KOTOPBI CBS3BIBAETCS C MPOTOHAMH (M CTAaHOBUTCS TMPOTOHUPOBAHHBIM) HJIH
BBICBOOOJKIAET CBS3AHHBIA MPOTOH (M CTAHOBUTCS NENPOTOHHPOBAHHBIM). B MILTIOCTpAaTHBHBIX
acrieKTaX OCHOBHAs aMHUHOKHCIIOTAa MOXKET HAaXOAWTHCS B paBHOBeCMH Mexny ¢opmamu NH2
(menporonmpoBanHasi) u NH3+ (mporommpoBanHasi), wnmu Mexay ¢Gopmamu NH
(menporonmpoBannasi) u NH2+  (mporoHupoBanHas), wumm  Mexnay ¢opmamu N
(nenporonmpoBannasi) u NH+ (nmporonHupoBanHas). i OCHOBHOM aMHHOKHCIIOTBI TIPH
¢usnonornueckom 3HaueHun pH, Hanmpuwmep, 3HaueHun pH, cocraBisromeM NMpUONU3UTEIBHO
7,0, mpeoOnamar0T MPOTOHUPOBaHHbIE (OPMBL B HITIOCTPAaTUBHBIX aCHEKTaX OCHOBHAS
AMHHOKHUCIIOTA NpeAcTaBisieT codol aprunuH (Arg; R), wimm musus (Lys, K), wmm ructuaus (His,
H). Xots ocHOBHasi aMHHOKHCIIOTa MOXET MPeAcTaBisiTh codoit nmmbdo D-msomep, mmbo L-

U30Mep, B WIIIOCTPATUBHBIX CIy4assx OCHOBHAs aMMHOKHUCIIOTA MpeacTasisieT coboit L-uzomep
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aMUHOKHUCIOTHI, Hampumep, L-Arg, L-Lys, L-His. B mumocTpaTuBHBIX Cclydasx OCHOBHAs
AMHHOKHUCIIOTa TIPENCTaBiseT CcOOOW apruHuH. B  MIIFOCTpaTMBHBIX CIy4asx OCHOBHAs
AMHHOKHCIIOTA MPEACTABISAET COO0H TMCTHINH. B pa3nuuHbIX ciydasx OCHOBHAsi aMUHOKHCIIOTA
NpeACTaBIsIieT COOOM JIN3UH.

[0076] B wuTHOCTpaTHBHBIX aCEeKTaX OCHOBHAS aMHUHOKHCJIOTA MPENCTaBIseT COOOit
NPOM3BOIHOE AapruHMHA, Hampumep, L-2-aMHHO-3-ryaHHUIUHONPOIHOHOBYK KHCJIOTY, 4-
I'YaHUAUHOMACHISHYK) KHUCJIOTYy. B MIMIOCTpaTWBHBIX acHeKTaXx OCHOBHAasi aMHHOKHUCIOTA

XapaKTepU3yeTcsi CTPYKTypoit popmyuisr I,

H-N Coor
i H .~
C
{CHzn
HaN NH
H,N
dopmymna I,

[0077] rne n paBusiercs 1-16, wnu 1-10, unu 1-7, wnu 1-6, wnu 2-6, wnu 2, vunu 3, uiu 4,
Wi S.

[0078] B wmiutmrOCTpaTHBHBIX aCIEKTaX OCHOBHAs aMHHOKUCJIOTA MPENCTaBJsieT coOOoH
MIPOU3BOAHOE JIM3MHA, HANpUMeEp, S-TUAPOKCWIN3UH, OpHUTUH, N-auetun-L-musun, 2.4-

NUAMUHOMACIISIHYIO KUCJIOTY.

H
HoM ——C ——COO0OH

(CH2)n

I
1

dopmyna I,

[0079] rne n paBusiercs 1-16, wnm 1-10, wnu 1-7, wnu 1-6, wnu 2-6, wnu 2, vnu 3, uinn 4,
win 5, xaxaeii u3 Ry u Ry HesaBucumo BeiOpaH u3 rpynmbl, cocrosimert w3 H, C-Cigankuna,
(C1-Cys ankmn)OH, (C;-Cigamxkunm)NH, (Ci-Cigankun)SH, (Co-Chankmi)(Cs-Ce)umknoankuna,
(Co-Ciankun)(C,-Csrerepormknmmn),  (Co-Ciankun)(Ce-Croapum)R; u (C-Chanmxmn)(Cs-
Cyrerepoapuin), rae R; npencrasnser coboit H wmu OH.

[0080] B wmiutroCTpaTHBHBIX aCMEKTaX OCHOBHAs aMHHOKHUCJIOTA MPEACTABISET COOOM
MIPOU3BOTHOE TUCTUINHA, HaTpUMep, Ne3aMUHOTUCTH/INH, THJIPOKCHJITHCTHIINH,
AUEeTIITHCTUIINH, TOMOTHUCTHU/IVIH, N-MeTUNTHCTUIVH, anb(ha-MeTUITUCTUINH,
UMHUIa30JyKCYCHYIO KUCJIOTY Wi ajibda, anbha-IIMEeTIINMUARA30YKCYCHYI0 KHUCIIOTY
(DMIA).

[0081] B pasnuyHbIX acmeKkTax KOMIIO3ULIMS, PACKpbITas B HACTOSIIEM H300pEeTEeHUH,
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COIEPKUT COJIb OCHOBHOH aMHHOKHCIIOTHI. B WIFOCTPaTHBHBIX CiIy4dasix COJNb IMPENCTaBISET
coboli (papmaneBTHUECKH MPHEMIIEMYIO COJib. Mcmonb3yemblii B TaHHOM JOKYMEHTE TEpMHUH
"(papmarieBTHUECKH TpUEMJIEMast COJIb" OTHOCUTCS K COJISIM COEIUHEHUH, KOTOpPbIE COXPAHSIOT
OMOJIOTNYECKYI0 aKTUBHOCTb MCXOJHOTO COEIUHEHHsSI U KOTOPbIE HE SBIAIOTCS OHOJOrMYECKH
WJIN UHBIM 00pa3oM HeXeNaTeJbHbIMU. Takue COJIM MOKHO IMOJIy4aTh in situ B XOe KOHEYHOTO
BBIJIEJIEHUS] M OYUCTKH aHAJIOra WJIH MOJIy4aTh OTAEIbHO MOCPEICTBOM OCYLIECTBIIEHHS PEaKIUH
CBOOOZHOW OCHOBHOW (DYHKLMOHAJIBHON TPYIIbl € MNOAXOAALISH KHCIOTOH. MHorue u3
OMHUCAHHBIX B JaHHOM JOKYMEHTE COEAMHEHHH CrnocOOHbI OOpa30BBIBATH KUCJIOTHBIC /WU
OCHOBHBIE COJI Onarojaps HAJIUYMIO AMHHO- W/WIM KapOOKCWJIBHBIX TPYII HJIH TPYIII,
CXOJIHBIX C HUMH.

[0082] ®apmaneBTHYECKH NPHEMJIEMbIE COJM TPUCOEAMHEHUS] KHCIOThI MOTYT OBITh
NOJIy4eHbl W3 HEOPTaHWYECKUX U OpraHM4YecKuX KUCIOT. MImocTpaTuBHBIE — COJH
NPUCOCIMHEHUST KUCJIOThl BKIOYAOT O€3 OrpaHUYeHHsl aleTar, aJWumaT, ajblWHAT, LIUTPAT,
acmaprat, OeHzoat, OenzoncynbdpoHar, Oucynwdar, Oytupar, kamdpopar, kamdpopcyibhoHar,
OUTITIOKOHAT, rimiepodocdar, reMucynbdar, rentaHoat, rekcaHoar, ¢pymapar, THAPOXJIIOPHI,
rUapOOpOMUA, TUAPOHOAMI, 2-TUAPOKCHUATAHCYNb()OHAT (M3ETHOHAT), JIAKTAT, Maliear,
METaHCYIb(OHAT, HHUKOTHHAT, 2-HapTaIUHCYJIb(OHAT, OKCalaT, NaJbMHTOAT, MEKTUHAT,
nepcyibdar, 3-QpeHUIMPONUOHAT, IHKPAT, MHBAJAT, MPOMUOHAT, CYKLHUHAT, TapTparT,
tuounaHar, ¢ocdar, rayramar, OukapOoHaT, n-tonyoscyiabpoHar u yHzaekanoar. Couw,
NOJIyY€HHbIE W3 HEOPraHWYECKUX KHCJIOT, BKJIIOYAIOT XJIOPUCTOBOAOPOIHYIO KHCIIOTY,
OpOMHICTOBOOPOAHYIO KHCIIOTY, CEPHYIO KHUCJIOTY, a30THYIO KUCJIOTY, POCHOPHYIO KHCIIOTY U T.
n. Cony, Moy4eHHbIE U3 OPraHUMYECKUX KHUCJIOT, BKIIOYAIOT YKCYCHYIO KHUCJIOTY, IPOIMOHOBYIO
KHCJIOTY, TJIIMKOJIEBYIO KHUCIIOTY, MTUPOBUHOTPAIHYIO KHCJIOTY, LIABEJIEBYIO KHCJIOTY, SIOJOYHYIO
KHCJIOTY, MAaJIOHOBYIO KHCJOTY, SHTAPHYIO KHCJIOTY, MAJEUHOBYIO KHCIOTY, (pymMapoByro
KHCJIOTY, BUHHYIO KHCIJIOTY, JHMOHHYIO KHCJIOTY, O€H30WHHYI KHUCJIOTY, KOPHUYHYIO KHCIOTY,
MUHIQIBHYIO KHCJIOTY, METaHCYJIb()OHOBYIO KHCJIOTY, STaHCYJIb(OHOBYIO KHCJIOTY, II-
TOJIyOJICYJIb()OHOBYIO KHCJIOTY, CAJHIMJIOBYE) KHUCJIOTY M T. M. IIpUMepbl KHCJIOT, KOTOpBIE
MOJKHO TIPUMEHSITh JJisi 00pa3oBaHusl (papMalleBTHYECKH MPHEMJIEMbIX COJIeH MPUCOECAMHEHUSI
KHCJIOTBI, BKJIFOYAIOT, HAPUMEP, HEOPTaHMUYECKYIO KUCIIOTY, HAPUMED, XJIOPUCTOBOIOPOIHYIO
KHCJIOTY, OpPOMHCTOBOIOPOAHYIO KHCIIOTY, CEpPHYIO KHCIOTY U (OCHOPHYH KHCIOTY, U
OPTaHUYECKYI0 KHUCIIOTY, HampuMep, INaBEJIEeBYIO KHCIOTY, MAJEUHOBYIO KHCIIOTY, SHTApHYIO
KHCJIOTY ¥ JUIMOHHYIO KHUCJIOTY.

[0083] Conm mnpucOeqUWHEHUs OCHOBAHUS TaKXKe MOXKHO MOJy4aTh in situ B xope
KOHEYHOTO BBIACNCHUS M OYHUCTKM HCTOYHHMKA CAJULIJIOBOH KHCIOTHI WJIM TIOCPEACTBOM
OCYIIECTBIIEHHs] peakUuu (pparMeHTa, comeprkamero KapOOHOBYIO KHCIOTY, C MOIXOASIIUM
OCHOBAaHMEM, TaKHUM Kak THIPOKCHI, KapOoHaT wiu OukapOoHaT QapManeBTUIECKH
NPUEMJIEMOTO KaTHOHA METAIJIA, UM C AMMHUAKOM HJIM OPTaHUYECKUM NEPBUYHBIM, BTOPUYHBIM
WIA TPETUYHBIM aMUHOM. PapMaleBTHUECKH MPUEMIIEMbIE COJIM BKIIIOYAIOT 0€3 OrpaHHyYeHHs
COJIM Ha OCHOBE KaTHOHOB LIEJIOYHBIX METAJUIOB WM IIEJIOYHO3EMENbHBIX METAJIOB, TAKHE KaK

COJIK JIUTHs, HATPUA, KaJlusd, KaJbliUd, Maroius U aJtOMHUHUA U T. I1., © HCTOKCUYHBIX KaTHOHOB
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YeTBEPTUYHOIO AaMMOHHS W aMMHOB, B TOM 4YHCJE, I[IOMHUMO IIpOYero, aMMOHUs,
TE€TPaMeTUIAMMOHUS, TETPa3TUIIAMMOHUH, METHJIAMMOHUSI, AUMETUIIAMMOHUS,
TPUMETWIAMMOHHUsI,  TPUITHUJIAMMOHMS,  AMSTUIAMMOHUS M 3TWiIaMMoHusa.  [pyrue
WITIFOCTPATUBHbIE OPraHUYECKUE AMUHBI, IPUMEHUMBIE 1711 00pa30BaHUs COJEH MPUCOENNHEHHS
OCHOBaHUs, MpeNyCMAaTPUBAIOT, HANpUMEp, OSTUJICHAWAMUH, 3TAaHOJAMHH, AMSTAaHOJAMUH,
NUNEPUANH, MUnepasuH u T. . Cony, Moy4YeHHbIe U3 OPraHMYeCKUX OCHOBAHHM, BKIIIOYAIOT Oe3
OTPaHUYEHUs! COJIU NEPBUYHBIX, BTOPUYHBIX U TPETUYHBIX AMHHOB.

[0084] JlomonHUTENbHO, OCHOBHBIEC a30TCOAECPIKALINE TPYIIBI MOKHO KBATEPHU3UPOBATH
C MOMOIIBIO aHAJIOTA MO HACTOSIIIEMY M300PETEHHIO B BUI€ HHU3IINX AJKHITAJIOTEHHIOB, TAKUX
KaK METWI-, 3TWI-, NPONMHJI- U OyTHJIXJIOPUABbL, OpOMUABI U HOAMIBI, JIIMHHOLETIOYEUHBIX
TaJIOTEHUIOB, TAKUX KaK JELWI-, JJAYPWI-, MUPUCTUJI- U CTEAPUIIXJIOPUIBI, OPOMUIBI U HOIUMBI,
ApUJIANIKWITAJIOTEHUIOB, TaKUX Kak OeH3wi- u (eHdTUnoOpoMuabl, u apyrue. Takum obpaszom
MOJIy4aroT MPOAYKTHI, PACTBOPUMBIE WM JUCTIEPTHpPyEMbIE B BOJE UM MacJe.

[0085] B wmiutroCTpaTHBHBIX aCMEKTaX OCHOBHAS aMHHOKHUCJIOTA MPEACTABISET COOOM
ApTHUHUH, U KOMIIO3ULUSI, PACKPBITAasi B HACTOSIIEM M300pPETEHHH, COAEPKUT COJb apruHuHA. B
Pa3JIMYHBIX aCMEKTaX COJIb APTMHUHA MPEACTABIsET COOOW OPraHWYeCcKyIO CONb apruHuHa. B
Pa3NMYHBIX AaCMEKTax COJIb ApPrUHUHA TPENCTaBIseT COOOW aleraT apruHUHA, acrapraT
apruHMHA, TJIyTaMaT apruHUHA, T[JIMKONAT AapruHUHA, JIAKTAT apTUHUHA, METaHCYJIb(oHAT
apTHUHMHA, TPOMHOHAT APTUHIHA WK UX KOMOWHALIUIO.

[0086] B wmiutroCcTpaTHBHBIX acCleKTaX OCHOBHAsi aMHHOKHUCJIOTA MPEACTaBIISIET COOOM
TMCTHIMH, U KOMIIO3ULIUS, PACKPBITasi B HACTOALIEM M300PETEHUH, COAEPKUT COJIb TMCTHIMHA.
B pasnuuHbIX acrmekTax Cojib TUCTUAMHA MPEACTaBIsIeT COOONH OPraHMYECKYIO COJIb TMCTUAMHA.
B wmmmocTpaTHBHBIX acmekTax Cojib THCTHAMHA IPENCTaBlsseT COOOW ameraT THCTUAMHA,
acmapTaT TMCTUAWHA, [JIyTamMaT TUCTUAMHA, IJIMKOJAT THUCTUAWHA, JIAKTAT THCTUIUHA,
MeTaHCYJIb(OHAT ITMCTHINHA, TPOITMOHAT FMCTUINHA WIIH UX KOMOMHALHIO.

[0087] B wmyutrOCTpaTHBHBIX aCIEKTaX OCHOBHAS aMHHOKHCIOTA MpencTaBisieT coOok
JIM3UH, U KOMIIO3HUIIMS, PACKPBITasi B HACTOSILIEM H300pPETEHUH, COINEPXKUT COJIb JIM3MHA. B
Pa3IMYHBIX ACMEKTaX COJb JIM3WHA MpPEACTaBsieT COOOM OpraHMYecKyl coyib Ju3uHa. B
Pa3JIMYHBIX aCMEKTaxX COJIb JIM3MHA MPEACTaBIsieT COOOH auerar JM3MHA, achapTar JIM3UHA,
rJyTamMarT JU3WHA, TJIMKOJIIT JI3WHA, JIAKTAT JIM3MHA, METAHCYJIb(OHAT JIM3WHA, MPOMUOHAT
JM3UHA WM UX KOMOMHALIHIO.

[0088] B pa3nuyHBIX CiydasiXx KOMIIO3MIUS, PACKPBITas B HACTOSAIIEM H300pETEHUH,
comepxut ot npudmmsurensHo 10 MM o npubimsurensao 300 MM mitn oT mpubausutensHo S0
MM 1o npubnuzutenpbHo 300 MM OCHOBHOM aMHHOKHCIIOTHI HJTH €€ COJIU. B MiuTroCcTpaTHBHBIX
acTeKTaX KOMITO3MIMS, PACKPBITasi B HACTOSIIEM H300pPETEHUH, COAEPKHUT OT MPHOIU3HTENBHO
10 MM no mpubnuzurensHo 200 MM, ot npudmmsurenasro SO MM 1o npubnusutensHo 250 MM,
ot npubnmsurenbHo 50 MM npo mpuOmusurensHo 200 MM, ot mpubmmsurensrHo 50 MM 1o
npubnusutensHo 150 MM, ot mpubGnusurensHo 50 MM nmo mpubnusurensHo 100 MM, ot
npubnusutensHo 50 MM po mpubmmsurensHo 90 MM, or mpubnmsurensHo 50 MM 1o

npubnusutensHo 80 MM, ot mpubmmsurenbHo 50 MM po mpubmmsurensHo 70 MM, ot



20

npubnusutensHo 50 MM po mpubmmsurensHo 60 MM, ot mpubnmsurenpHo 50 MM 1o
npubnusutensHo 55 MM, or npubmmsurensHo 55 MM nmo mpuOmusurensHo 200 MM, ot
npubnusutensHo 60 MM 1o mpuOmusurensHo 200 MM, ot mpuOmusurensHo 70 MM nmo
npubnusutensHo 200 MM, or mpubnusurensHo 80 MM nmo mpubnusurensHo 200 MM, ot
npubmmsutensHo 90 MM no mpubmusutensro 200 MM, ot npubmusurensHo 100 MM 1o
npubmmsutensHo 200 MM, ot nmpuGnusurensHo 150 MM no mpubmmsurensHo 200 MM, ot
npubnusutensHo 160 MM po mpubnusurensHo 200 MM, ot mpubmusurensHo 170 MM 1o
npubnusutensHo 200 MM, ot npubnuzurensio 180 MM o mpubmusutensHo 200 MM wim OT
npubnusuTensHo 190 MM o npubamsurensao 200 MM OCHOBHOW aMHUHOKUCIIOTBI WJTH €€ COJIH.
B pa3nuuHbIX Cclydasx KOMITO3ULHSI, PACKPBITas B HACTOSILIEM H300PETEHHH, COAECPKHUT OT
npubnusutensHo 50 MM o mpubnusutensHo 100 MM (Hanpumep, npudbnusutensHo S0 MM,
npubnusuTensHo 60 MM, npubnmsurensuo 70 MM, npubnusurensHo 80 MM, MpHONIU3HTENBHO
90 MM, npubmmurensHo 100 MM) wnn ot npudmsurensao 100 MM o npubnmsurensao 200
MM (Hanpumep, npudmmsurenasao 100 MM, npubnusutensHo 110 MM, nmpubmusurtensao 120
MM, npubmmsurensHo 130 MM, npubnusurenpHo 140 MM, npubmmsutensHo 150 MM,
npubnusutensHo 160 MM, mnpubmmsurensho 170 MM, npubmmsurensHo 180 MM,
npubnusutensHo 190 MM, npubnmsurensHo 200 MM) OCHOBHOM aMHHOKHUCIIOTHI HUTH ee conu. B
Pa3NUYHBIX CIy4assXx KOMITO3UIMSA, PACKpPBITas B HACTOALIEM HW300PETEHUH, COAEPKUT OT
npubnusutensHo 50 MM o nmpubmmsurensHo 100 MM, wimm ot nmpubmusurensHo 50 MM 1o
npubnusutensHo 75 MM, unu ot npuOmmsurensHo 75 MM go nmpubmmsurensHo 100 MM
OCHOBHOI aMUHOKHCJIOTBl WJIM €€ COJHM. B pasmuuHbIX Clydasx KOMITO3UILMS, PAaCKpbITas B
HACTOSLIEM H300pETeHUH, CONep>KUT oT mpudmmsurenbHo 100 MM no npubnusurensHo 200 MM,
win ot npudnusurensuo 100 MM no npubnusutensuo 150 MM, unu ot npubmmsurensHo 150
MM o npubnusurensHo 200 MM OCHOBHOW aMUHOKMCIIOTHI WM €€ COJIM. B MITFoCTpaTHBHBIX
aCTeKTaxX KOMIO3ULMS, PACKPBITasi B HACTOSIIEM M300PETeHUH, COAEPKUT OT NPUOIM3UTETBHO
10 MM no npubnusutensHo 200 MM OCHOBHOM aMHHOKHCJIOTHI HJTH €€ COJIH.

[0089] B paznuunbIx ciy4dasx anturenio k TSLP, Hanpumep, Tesenenymad, COCTaBJISIFOT C
oT npubnu3uTenbHo 25 MM 1o mpubausuTensHo 190 MM apruHuHA WK OT NPUOIH3UTEIBHO 25
MM no mpubnmsurenpHo 200 MM rinyramara. B pasnmuHbIx acnektax aHtuteno k TSLP,
HanpuMep, Tezernenymad, coctaBisitoT ¢ or 100 MM no mpubmusurensHo 180 MM apruHuHa
(Hampumep, ot npubnusutenbHo 100 MM 1o npubnusurensao 170 MM, ot npubnusurensao 100
MM 1o npubnusutensHo 160 MM, ot npubnusutensHo 100 MM o npubnmsurensao 150 MM, ot
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npubnusutensHo 100 MM mo mpubnusurensHo 140 MM, ot mpubmmsurensHo 100 MM 1o
npubnusutensHo 130 MM, ot mpuGmusurtensHo 100 MM no mpubmmsurensho 120 MM, ot
npubnusutensHo 100 MM mo mpubnusurensHo 110 MM, ot mpubmmsurensHo 110 MM no
npubnusutensHo 180 MM, ot mpuOmusurtensHo 120 MM nmo nmpubmmsurensHo 180 MM, ot
npubnusutensHo 130 MM mo mpubnusurensHo 180 MM, ot mpubmmsurensHo 140 MM no
npubnusutensHo 180 MM, ot mpuGnusurtensHo 150 MM no mpubmmusurensuo 180 MM, ot
npubnusutensHo 160 MM no mpubnusurensHo 180 MM, ot mpubmusurensHo 170 MM nmo

npubnusutensHo 180 MM, ot mpubmusurensHo 120 MM no mpubmusurensho 170 MM, ot
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npubnusutensHo 130 MM mo mpubnusurensHo 160 MM, ot mpubmmsurensHo 135 MM no

npubnusutensHo 155 MM) u ¢ ot npubnusutensHo 110 MM po mpubmmsurensHo 240 MM

riyramara (Hampumep, ot mnpudbmmsutenbHo 110 MM no npubmmsurensHo 180 MM,

NPUOIU3UTENBHO
NPUOIN3UTENBHO
npUOIU3UTENBHO
NpUOIH3UTENBHO
NPUOTU3UTENIBHO
NPUOTU3UTENBHO
NPUOTU3UTENIBHO
NPUOTU3UTENEHO
NPUOITU3UTENEHO
NPUOTU3UTENTBHO

NPUOTU3UTENBHO

110
160
110
130
120
180
150
180
120
160

MM 10
MM, ot
pi (o)
MM, ot
pi (o)
oT
pi (o)
oT
pi(e)
oT

NPUOIN3UTENBHO
npUOIH3UTENBHO
IpUOIH3UTENBHO
npUOIM3UTENBHO
NPUOIU3UTENIBHO
NPUOIU3UTENBHO
NPUOIU3UTENBHO
NPUOIU3UTENBHO
NPUOIU3UTENBHO

NPUOIN3UTENBHO

170
110
140
110
180
140
180
170
170
140

MM,
MM
MM,
MM
MM,
MM
MM,
MM
MM,
MM

ot npubnusurensHo 110 MM

Ao
oT
a0
oT
A0
oT
pi(e)
oT

NpUOJIN3UTENBHO
npUOIH3UTENBHO
NpUOIM3UTENBHO
NPUOTU3UTENBHO
NPHUOIU3UTENBHO
NPUOTU3UTENBHO
pUOJIU3UTENBHO

NPUOTU3UTENBHO

150 MM,
110 MM
120 MM,
130 MM
180 MM,
160 MM
180 MM,
130 mM

no mpudnausuTenbHo 160 MM,

oT
Ao
OoT
ao
oT
0
OoT
pi{e)
oT
0
oT

145 MM po mpubmmsurensHo 155 MM rayramara). B pasmuuHbIX ciydasx

aarureno k TSLP, Hampumep, Te3enenymad, COCTABISIOT ¢ OT mpubimsurensHo 135 MM no

npubnusuTensHo 145 MM apruamnHa Win OT NpubIM3uTEeNsHO 145 MM no npubnusutensHo 155

MM riyramata. B paznmunbix ciaydasx antuteno k TSLP, nHampumep, Tezenenymad, COCTaBISIOT

B OoT npubnusuTensHo 10 MM 1o npubnusutensHo 125 MM apruHuHa UM B OT NIPHOJIU3HTENBHO

25 MM po mpubmmurensHo 225 MM rinyramara. B pasnuunsix acnekrax antureno k TSLP,

HampumMep, Te3enenymad, COCTaBISIFOT B OT mpudbausntenbHo 55 MM no npubmusurensHo 135

MM apruHuHa (Hampumep, OT mpubnusuTespHo 55 MM 1o mpuOmmsurenbHo 125

NPUOIU3UTENBHO
NPUOIN3UTENBHO
NpUOIH3UTENBHO
NpUOIU3UTENBHO
NPUOTU3UTENIBHO
NPUOTU3UTENIBHO
NPUOIU3UTENIBHO
NPUOITU3UTENBHO

NPUOTU3UTENBHO

55 MM no npubmmsurensHo 115 MM, or npubnusurenpHO 55
105 MM, or mpubmusurensro 55 MM no npubnusurtenvHo 95
55 MM po mnpubnusurensHo 85 MM, or mnpubamsurensHO S5
75 MM, ot npubnusurenbHo 55 MM 1m0 mpubAM3UTENBEHO 65
65 MM npo mpubmusurenbHo 135 MM, ot npubnuszutenbHO 75
135 MM, or npubmuzurensho 85 MM no mpubnusutensHo 135
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0
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npubnusuTensHo 115 MM, ot npubnusurensHo 85 MM no npubnusutensHo 105 MM apruHuHa)

u B or npubmmutensHo 130 MM no mpubnusurensHo 210 MM rnyramara (Hampumep,

NPUOITU3UTENBHO
NPUOITU3UTENBHO
NPUOITU3UTENBHO
NPUOTU3UTENBHO
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MM,
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NPUOIU3UTENBHO

170 MM

npubnusutensHo 210 MM,

OoT
a0
oT
a0
oT
a0
oT
a0
oT



22

npubnusutensHo 190 MM mo mpubnusurensHo 210 MM, ot mpubmmsurensHo 200 MM 1o
npubnusutensHo 210 MM, ot mpubGnusurensHo 150 MM nmo mpubmmsurensro 190 MM, ot
npubnusutensHo 160 MM mo mpubnusurensHo 180 MM, ot mpubmmsurensHo 165 MM 1o
npubnusutensHo 175 MM riayramata). B MIUIIOCTpaTHMBHBIX  BapMaHTax OCYLIECTBIEHUS
KOMITO3ULIUSI, PACKpBITass B HACTOSILIEM M300peTeHuH, copepxur Oonee uem 140 wmr/mn
Tesenenymada, ot npubausutensHo 85,5 MM 1o npubnusutensHo 104,5 MM aprunuHa, ot 153
MM 1o npubmmsurensho 187 MM rnyramara u 0,01% (Bec/oO6bem) momucopbara 80. B
WIIFOCTPATUBHBIX BAapHAHTAX OCYLIECTBJCHHMS KOMITO3HMLMS, PACKPbITasi B HACTOALIEM
u3zo0Operennn, conmepxkut Oosnee vem 140 mr/mn Te3enenymaba, npuOnmsurenabsHo 95 MM
apruauHa, 170 MM rnyramata u 0,01% (Bec/o0bem) nosmcopbara 80. HeobOs3aTenpHO 3HaUeHUE
pH cocrasnsier mpubnusutenbho 5,4 + 0,2 wnu npudausutenbho 5,4 + 0,1,

[0090] Coun KaabUHA U COJTH MATHHSA

[0091] B wumIrOCTpaTHBHBIX BapHAHTAX OCYILIECTBICHUS KOMITO3ULIUS, PACKpbITasi B
HACTOSIIEM M300PETEHHH, COAEPIKUT COJIb KAJIbLUS WM COJIb MarHus. B pasmuyHBbIX acmekTax
COJIb KaJIbLIMSI WJIM COJIb MAarHusl COAEPKUT JIFOOOH MPOTHBOMOH. B MILTIOCTPATHBHBIX acreKkTax
COJIb KaJbLIMsl WJIM COJb MAarHus NpPEAyCMaTpPUBAaeT NPOTHBOMOH, B KOTOPOM OTCYTCTBYET
XJOpuA. B MIUTIOCTpaTHBHBIX Ciydasix NPOTUBOMOH MNpPENCTaBysieT cOOOH amerar, acmaprar,
TJIyTamar, TIIUKOJIAT, JIAKTAT, METaHCYIb(OHAT, MPONMMOHAT UM X KOMOMHAUMI0. B pa3nnyaHbix
acrieKTax COJIb KaJbLUS MPEACTaBJsIET COOOM aumerar Kasblusi, aclapTaT KalbLHs, IIIyTaMaT
KaJIbIMsl, TJIUKOJSAT KaJIbLHSL, JJAKTAT KaJbLMs, METAHCYJIb(OHAT KaJbIUs, MPOMHOHAT KaJIbLHS
WM UX KOMOMHAIMIO. B MIUTIOCTpaTUBHBIX Cllydasix COJb MarHus NMpencTaBisieT coOOoi anerar
MarHusi, acmapTaT MarHus, [JIyTaMaT MarHus, IJMKOJSAT MAarHus, JIaKTaT MAarHus,
METaHCYIb(POHAT MAarHUs, IPOMMOHAT MarHUs UM UX KOMOUHALHIO.

[0092] B pa3nuuHBIX Ciy4asix KOMIIO3UIMSA, PACKPBITass B HACTOSINEM H300peTeHUH,
comepkut oT npubmmurenbHo 15 MM no mpubmusurensio 300 MM, ot npubnmusurensHo 15
MM no npubmmsurensro 200 MM wiu ot npubusurensao S0 MM o npubamsurensao 150 MM
COJIM KaJIbLIMSI WJIM COJIM MAarHus. B pasfmuuHBIX ClydasXx KOMITO3ULIHS, PACKPBITAsl B HACTOSLIEM
U300pETeHNH, CONEPKUT OT mpudmusutenbHo 15 MM no mpubnusurenbHo 300 MM wiam ot
npubnusutensHo S0 MM 1o nmpubnmsurensro 300 MM conM KanbIMsl WM COJM MarHus. B
WITFOCTPATHBHBIX ACMEKTaX KOMITO3HMLUS, PACKPBITASl B HACTOSIILEM U300PETEHUH, COIEPIKHUT OT
npubnusutensHo 15 MM po mpubmmsurensHo 200 MM, ot npubnusutensHo 15 1o
npubnusutensHo 150 MM, ot mpubnusutensHo 50 MM o mpubnmsurensHo 250 MM, oT
npubnusutensHo 50 MM o mpuOmusurensHo 200 MM, ot mpubmusurensHo 50 MM no
npubnusutensHo 150 MM, ot mpubmusurensHo 50 MM nmo mpubmusurensHo 100 MM, ot
npubnusutensHo 50 MM po mpubmmsurensHo 90 MM, ot mpubnmsurensHo 50 MM 1o
npubnusutensHo 80 MM, ot mpubmmurensHo 50 MM po mpubmmsurensHo 70 MM, oT
npubnusutensHo 50 MM po mpubmmsurensHo 60 MM, ot mpubnmsurenpHo 50 MM 1o
npubnusutensHo 55 MM, or npubmmsurensHo 55 MM no mpuOmmusurensHo 200 MM, ot
npubnusutensHo 60 MM o mpuOmusurensHo 200 MM, or npubnusurensHo 70 MM nmo

npubnusutensHo 200 MM, or mpubGnusurensHo 80 MM nmo mpubnusurensHo 200 MM, ot
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npubnusutensHo 90 MM no mpuOmusurensHo 200 MM, ot mpubmumsurensHo 100 MM 1o
npubnusutensHo 200 MM, ot mpubnusutensHo 150 MM no mpubmmsurensho 200 MM, ot
npubnusutensHo 160 MM mo mpubnusurensHo 200 MM, ot mpubnusurensHo 170 MM 1o
npubnusutensHo 200 MM, ot npubnusurensHo 180 MM o mpubnusurensHo 200 MM nnu ot
npubmmsutensHo 190 MM 1o mpubmusutensro 200 MM coiM Kanbliys WM CONMU MarHusi. B
Pa3IMYHBIX CIy4asX KOMIIO3MLIMS, PACKpPbITasi B HACTOSIEM H300PETeHUH, CONEPXKHUT OT
npubnusutensHo 50 MM o mpubnusutensHo 100 MM (Hampumep, npubnusutensHo S0 MM,
npubnusutensHo 60 MM, npubnuzurensuo 70 MM, npubnusutensHo 80 MM, MpHONIU3UTETBHO
90 MM, npubmmzurensHo 100 MM) winn ot npudnmuzurensio 100 MM o npubmmsurensao 200
MM (Hanpumep, npudmmsurenabao 100 MM, npubnusutensHo 110 MM, npubmusutensao 120
MM, mnpubmusurensro 130 MM, npubmmsurensho 140 MM, npubmmsurensHo 150 MM,
npubnusutensHo 160 MM, mnpubmmsurensHo 170 MM, npubmusutensHo 180 MM,
npubmmsutensHo 190 MM, mpubmusurensHo 200 MM) conmu Kalblusl WM COJMM MarHus. B
PA3NUYHBIX CIy4asXx KOMITO3UIMS, PACKpPBITas B HACTOALIEM HW300PETEHUH, COAEPIKUT OT
npubnusutensHo 15 MM no mpuOmusurensHo 130 MM, ot mpubnusurtensHo 50 MM 1o
npubnusutensHo 100 MM, min ot npubnusurensHo S0 MM o npubausurensHo 75 MM, uiH OT
npubnusutensHo 75 MM o mpubmmsurensHo 100 MM comu KajbIMs WM COJMM MarHus. B
Pa3NUYHBIX CIy4assXx KOMITO3UIMSA, PACKpPBITas B HACTOALIEM HW300PETEHUH, COAEPKUT OT
npubnusutensHo 100 MM 1o mpubnusutensHo 200 MM, unn ot npudmmsurensHo 100 MM 1o
npubnusuTensHo 150 MM, nim ot npubnusutensHo 150 MM no npubnmsurensao 200 MM comnu
KaJIbLUS WK COJIU MarHusl.

[0093] B paznuunbIx cinydasx anturesio k TSLP, Hanpumep, Tesenenymad, COCTaBIISIFOT C
oT npubnamsutenbHo 15 MM no npubiusurenbro 130 MM kamblys WK OT TPUOIU3UTENBHO 30
MM no npubmmsurensHo 300 MM rinyramarta. B pasmuunbIX acmekrax aHtuteno k TSLP,
Harpumep, Teseneaymad, COCTaBISIIOT ¢ OT npubamsureabHo 70 MM no npubmmsurensuo 130
MM kambiust (Hampumep, oT mnpuOmusurenbHo 80 MM go mpubmmsurensho 130 MM, ot
npubnusutensHo 90 MM po mpubmusurensHo 130 MM, ot mpubmusurtensho 100 MM 1o

npubnusutensHo 130 MM, ot mpuGmusutensHo 110 MM no mpubnusurensuo 130 MM, ot

npubnusutensHo 120 MM no npubnusurensHo 130 MM, ot mpubmmsurensHo 70 MM 1o
npubnusutensHo 120 MM, ot mpubmusurensHo 70 MM no mpubmusurensHo 110 MM, ot
npubnusutensHo 70 MM o mpuOmusurensHo 100 MM, ot mpubmusurensHo 70 MM 1o
npubnusutensHo 90 MM, ot npubmmsurensHo 70 MM po mpuOmusurensHo 80 MM, oT
npubnusutensHo 80 MM o mpuOmmsurensHo 110 MM, or mpuOmmusurensao 90 MM 1o
npubnusutensHo 110 MM, ot npubnusurensHo 95 MM no npubnusutensHo 105 MM kanbius) u
¢ or mpubmmurensHo 190 MM no npubmusurensHo 270 MM riyramarta (Hampumep, OT
npubnusutensHo 190 MM mo mpubnusurensHo 260 MM, ot mpubmmsurensHo 190 MM nmo
npubnusutensHo 250 MM, ot mpubmusutensHo 190 MM no mpubmmsurensHo 240 MM, ot
npubnusutensHo 190 MM mo mpubnusurensHo 230 MM, ot mpubmmsurensHo 190 MM 1o
npubnusutensHo 220 MM, ot mpubnusutensHo 190 MM no mpubmmsurensHo 210 MM, ot

npubnusutensHo 190 MM no mpubnusurensHo 200 MM, ot mpubnusurensHo 200 MM 1o
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npubnusutensHo 270 MM, ot mpubnusutensHo 210 MM no mpubmmsurensHo 270 MM, ot
npubnusutensHo 220 MM po mpubnusurensHo 270 MM, ot mpubmmsurensHo 230 MM 1o
npubnusutensHo 270 MM, ot mpubnusutensHo 240 MM npo nmpubmmsurensHo 270 MM, ot
npubnusutensHo 250 MM po mpubnusurensHo 270 MM, ot mpubmmsurensHo 260 MM 1o
npubmmsutensHo 270 MM, ot npubnusurensHo 210 MM po mpubmmsurensHo 250 MM, ot
npubmmsutensHo 220 MM o mpubnusurensHo 240 MM, ot nmpubnusutensro 230 MM 1o
npubnusutensHo 240 MM, ot npubnuzurenbHo 225 MM o npubausutensHo 235 MM wim OT
npubnusuTensHo 235 1o 245 MM rnyramara). B uimocTpaTHBHBIX acniekTax aHTUTeno K TSLP,
Harmpumep, TeseneaymMad, COCTaBISIFOT ¢ OT npuOIM3uTeNnpbHo 95 MM no npubmmsurensao 105
MM KajbLUus ¥ € OT MPHONU3UTENBHO 225 MM 1o npudiusurenbHo 235 MM riiyramara wid OT
npubnusutensHo 235 nmo 245 MM riayramara. B pasnuuHbIX ciydasx aHTtateno Kk TSLP,
HampuMep, Te3ernenymMad, COCTaBISIFOT B OT mpubnusutenbHo 15 MM no npubmusutensHo 195
MM Kajbuus WK OT npudbmusutensHo 25 MM npo mpubmmsurensro 320 MM rayramara. B
pa3nuYHBIX acmekTax aHTtuTeno kK TSLP, nHampumep, Tesemenymad, COCTaBJISIOT B OT
npudmm3uTensHo 70 MM o npubnusureapHo 150 MM kanblus (Hanpumep, OT NPUOITH3UTENBHO
80 MM no mpubmm3urensro 150 MM, ot mpubmmsurensHo 90 MM no npudnmusurensHo 150 MM,
ot npubmmsurensHo 100 MM o mpubmusurensio 150 MM, ot mpubmmsurensHo 110 MM 1o
npubnusutensHo 150 MM, ot mpuGmusutensHo 120 MM no mpubmmsurensHo 150 MM, ot
npubnusutensHo 130 MM mo mpubnusurensHo 150 MM, ot mpubnusurensHo 140 MM nmo
npubnusutensHo 150 MM, or mpubGnusurensHo 70 MM nmo mpubnusurensHo 140 MM, ot
npubnusutensHo 70 MM o mpuOmusurensHo 130 MM, or npubnusurensHo 70 MM 1o
npubnusutensHo 120 MM, or npubGnusurensHo 70 MM nmo mpubnusurensHo 110 MM, ot
npubmmsurensHo 70 MM po mpubmusutensro 100 MM, ot mpubmusurtensHo 70 MM 1o
npubmmsutensHo 90 MM, or npubmmsurensHo 70 MM no npubmmsurensHo 80 MM, ot
npubmmsutensHo 90 MM no npubmusurensro 130 MM, ot npubmusurensHo 100 MM no
npubnusutensHo 120 MM, ot npubnusurensHo 105 MM no npubnusutenbho 115 MM kasbLus)
u ¢ oT mpubnusurensHo 150 MM po mpubnusutensHo 230 MM rinyramara (Hampumep, OT

npubnusutensHo 150 MM po mpubnusurensHo 220 MM, ot mpubmmsurensHo 150 MM no

2

npubnusutensHo 210 MM, ot mpubnusutensHo 150 MM nmo mpubmusurensao 200 MM, ot

npubnusutensHo 150 MM po mpubnusurensHo 190 MM, ot mpubmmsurensHo 150 MM no

2

npubnusutensHo 180 MM, ot mpuGmusutensHo 150 MM no mpubmmsurensho 170 MM, ot

npubnusutensHo 150 MM mo mpubnusurensHo 160 MM, ot mpubmmsurensHo 160 MM 1o

2

npubnusutensio 230 MM, ot mpubmusurensHo 170 MM no mpuOmmsurensHo 230 MM, ot

npubnusutensHo 180 MM mo mpubnusurensHo 230 MM, ot mpubmmsurensHo 190 MM no

2

npubnusutensHo 230 MM, ot mpubnusutensHo 200 MM no mpubmmsurensHo 230 MM, ot

npubnusutensHo 210 MM mo mpubnusurensHo 230 MM, ot mpubmusurensHo 220 MM nmo

npubnusutensHo 230 MM, ot mpubnusutensHo 170 MM no mpubmmsurensho 210 MM, ot
npubnusutensHo 180 MM mo mpubnusurensHo 200 MM, ot mpubmmsurensHo 185 MM o
npubnusutensHo 195 MM rayramara). B wmiumocTpaTuBHBIX acnekTax aHTHTeno Kk TSLP,

HampUMep, Te3ernenyMad, COCTaBISIOT B OT npubmmsurenbHo 105 MM no npubnusurensHo 115
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MM Kajbuus ¥ B OT NPHONM3UTENBHO 225 MM no npubimsurensHo 235 MM riyramara mwid OT
npubnusuTensHo 235 1o 245 MM ryramara. B mimrOCTpaTHBHBIX BapHaHTax OCYIIECTBJICHUS
KOMITO3UIIUSI, PACKphITass B HACTOSIIEM M300peTeHun, copepxut Oonee uem 140 wmr/mn
Tesenenymada, oT npudbnmsurenbHo 99 MM o mpubnusurensHo 121 MM kanbius, ot 171 MM
no mnpubmmsurenbHo 209 MM rnyramata u 0,01% (Bec/oObem) mnomucopbara 80. B
WITIOCTPATUBHBIX BAapUAaHTax OCYLIECTBJIEHHUs KOMIIO3UIMA, pPAaCKpbITass B HACTOSILIEM
u3zobperenun, comepkut Oonee uyem 140 mr/mn Ttesenenymaba, npubmusurensHo 110 MM
kanbius, 240 MM ryramata u 0,01% (Bec/oO6bem) nomucopbara 80. HeoOsi3aTenpHO 3HaUSHHE
pH cocrasnsier npubausutenbao 5,0 + 0,2 wu npudausurenbao 5,0 + 0,1.

[0094] KomOuHnpoBaHHBbIE BCIOMOTraTe/IbHbIE BEIeCTBA

[0095] KoMno3uumu, pacKpbIThle B HACTOSIIEM H300PETEHUH, B PA3JIMYHBIX ACTIEKTaX
comepxkat Ooyiee 4eM OJTHO BCIIOMOTATENIbHOE BEINECTBO, KOTOPOE CHHMYKAET BSI3KOCTh COCTaBa C
BBICOKOW KOHIIeHTpauuel Oenka. B pa3nuyHbIX acnekTax KOMITO3ULHSI, PACKPBITAsl B HACTOSIIEM
n300peTeHNH, JOMOIHUTEIBHO CONEPIKUT OFHO WM Heckoibko m3 N-anermnapruauHa (NAR),
N-ameTwM3nHA, METHOHWHA, TJHMLMHA, NPOJIMHA, alerara HATpHs, TPHUC-aLeTaTra, COJU
THCTHIMHA WM COJIM KajbLus. B pasnuYHBIX acriekTaX KOMIO3HMLMS, PACKpPbITas B HACTOSIIEM
n3o0perennn, comepxut (1) comp apruHuHa U (i1)) NAR wunm metnoHmH. B pasmmuHbx
acrieKTax COJIb aprMHUHA MpPEACTaBIsieT COOOW TiyTamarT apruHuHa. B pasnuyHbIX Ciydasx
KOMITO3HIIMSI, PACKPBITasi B HACTOSIIIEM H300peTeHnH, comepkut (1) conb kambiws u (i1) NAR
W/WIM METHOHMH. B MITFOCTPaTHBHBIX aCHEKTaX COJNb KaJbLHs MPENCTaBiseT coOOH riyramar
KaJIbLIUs.

[0096] B pa3nuuHbIX acmeKkTax OIHO MM Heckoyibko u3 N-anermnapruanHa (NAR), N-
alleTUUIM3MHA, METHOHHUHA, TJIMLIMHA, IPOJIMHA, alleTaTa HaTpUsl, TPUC-ALeTaTa, COJIU TUCTUANHA
U CONM KalblHs MPUCYTCTBYIOT B KOMIIO3MLIMHU B KOJHMYECTBE, COCTABJSIIOIIEM OT
npubmmsutensHo 15 MM no mpubmmsurensrHo 300 MM mim ot npubmmsurensHo 50 MM 1o
npubnusutensio 300 MM. B WUIIOCTPaTHBHBIX aCMEKTaxX KOMIIO3HMIIMS, PAacKpbITas B
HACTOSIIEM M300pETEHUH, CONEPKUT OIHO WM HeCKOoJbko u3 N-auerwinapruauHa (NAR), N-
alleTUUTU3WHA, METHOHHUHA, TJIMLIMHA, IPOJIFHA, alleTaTa HaTPHsl, TPUC-aLeTaTa, COJIU THCTHINHA
Y COJIM KaJIbLIMs, MPUCYTCTBYIOLIMX B KOMITO3UIIMH B KOJMYECTBE OT MPUOIN3UTENBbHO 15 MM 1o
npubnusutensHo 200 MM, ot mnpuOmusurensHo 15 nmo mpubmusurensHo 150 MM, ot
npubnusutensHo 50 MM o mpuOnusurenbHo 250 MM, ot mpubmusutensHo 50 MM no
npubnusutensHo 200 MM, ot mpubmusurensHo 50 MM nmo mpubsusurensHo 150 MM, ot
npubnusutensHo 50 MM o mpuOmmsurensHo 100 MM, ot mpubmusurensHo 50 MM 1o
npubnusutensHo 90 MM, ot npubmmsurensHo 50 MM po mpubmusurensHo 80 MM, ot
npubnusutensHo 50 MM po mpubmmsurensHo 70 MM, ot mpubnmsurenpHo 50 MM 1o
npubnusutensHo 60 MM, ot npubmmsurensHo 50 MM po mpubmusurensHo 55 MM, oT
npubnusutensHo 55 MM o mpuOmusurensHo 200 MM, ot mpubmusurensHo 60 MM 1o
npubnusutensHo 200 MM, ot mpubnusurensHo 70 MM nmo mpubsusurensHo 200 MM, ot
npubnusutensHo 80 MM no mpuOmusurensHo 200 MM, or npubnusurensHo 90 MM 1o

npubnusurensHo 200 MM, ot mpuOmusutensHo 100 MM nmo mpubmusurensHo 200 MM, ot
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npubnusutensHo 150 MM mo mpubnusurensHo 200 MM, ot mpubmmsurensHo 160 MM 1o
npubnusutensHo 200 MM, ot mpubnusutensHo 170 MM no mpubmmsurensho 200 MM, ot
npubnusutensHo 180 MM po mpubnusurensHo 200 MM uim ot mpubnusurtensHo 190 MM o
npubnusutensHo 200 MM. B pasnuuHBIX Cciydasx KOMIIO3MIUS, PACKPBITash B HACTOALIEM
N300peTEeHNH, CONEPKUT OAHO UM Heckonbko n3 N-anerunapruauia (NAR), N-auetnimnsuHa,
METHOHMHA, TJIMLMHA, IPOJIMHA, aleTaTa HaTpus, TpHC-alLeTara, COJM TUCTHUAWHA U CONU
KaJIbLIMsI, MPUCYTCTBYIOLIMX B KOMIIO3MLMH B KOJH4YecTBe OT mpubimmsutensHo 50 MM mo
npubnusutensHo 100 MM (Hampumep, npubmmsureabHo 50 MM, mpubnusutensHo 60 MM,
npubnusutensHo 70 MM, npubnuzurensro 80 MM, npubnusutensHo 90 MM, MpHONIU3HTETBHO
100 MM) wm ot npubmusurenpHo 100 MM no npubnusurensHo 200 MM (Hampumep,

npubnusutensHio 100 MM, npubnmsurensHo 110 MM, npubmusutensHo 120 MM,

2

npubnusutensHo 130 MM, npubmmsurensHo 140 MM, npubmmsurensHo 150 MM,

2

npubnusutensHo 160 MM, mnpubmmsurensho 170 MM, npubnusurensHo 180 MM,

,
npubnusutensHo 190 MM, mpubmmsurensHo 200 MM). B pa3nuyHbIX claydasx KOMIIO3ULHS,
packphITasi B HACTOSIIEM M300PETEHHH, COAEPIKUT OAHO HJIM HECKOJBKO M3 N-aleTuinapruHiuHa
(NAR), N-aneruninsuHa, METUHOHMHA, TJIMLUHA, TPOJIMHA, alleTaTa HaTPUsl, TPUC-ALIETaTa, COJU
THCTHIMHA W COJHM  KaJbLUs, NPUCYTCTBYIOIIMX B KOMIIO3MLUH B KOJHYECTBE OT
npubnusutensHo 15 MM o mpuOmusurensHo 200 MM, ot mpubmusurensHo 50 MM 1o
npubnusutensHo 100 MM, mnn ot npudimsurensao S0 MM o npubausurensHo 75 MM, uin OT
npubnusutensHo 75 MM po npubnusutensHo 100 MM. B pasnuyHBIX Cilydasix KOMIO3MLIUSA,
packphITasi B HACTOSIIEM H300PETEHHH, COAEPIKUT OAHO MJIM HECKOJBbKO M3 N-aleTuinapruHuHa
(NAR), N-anertuminsuaa, METUOHMHA, IJIMLMHA, [TPOJIMHA, alleTaTa HaTPUsl, TPUC-ALETaTa, COIU
TMCTHIMHA U COJIU KaJIbLIMsS, IPUCYTCTBYIOLINX B KOMITO3ULMH B KOJIMUECTBE, COCTABJISAIOLIEM OT
npubmmsutensHo 100 MM no npubmusurensro 200 MM, uimm ot npubmusurensHo 100 MM 1o
npubansutensHo 150 MM, miu ot npubamurensHo 150 MM o npubnusurensHo 200 MM.
[0097] B pa3nu4HbIX acreKkTax KOJUYECTBO OCHOBHOM aMUHOKHMCIIOTHI HUIH €€ COJIH, WJIH
COJIM KaJIbLMsI, WJIM COJIU MAarHusi MOXKET ObITh YMEHBLIEHO NpPU KOMOWHHPOBAHUHU JPYT C
APYroM WK C OPYTUM BCIIOMOTATEJIbHBIM BEIIECTBOM, CHIDKAIOIIMM BSI3KOCTh. B pasM4HbIX
acreKTax KOJMYECTBO OCHOBHOW aMHHOKHCIIOTHI MJIM €€ COJIM, FUIM COJM KaJbLHs, WJIH COJIU
MarHusi CHW)XKaeTcs Ha npuOmmsutenbHo 50% npu KOMOWHUPOBAHMU JPYT C APYrOM MK C
APYTUM BCIIOMOTATEJbHBIM BEIIECTBOM, CHIKAIOIIUM BSI3KOCTb, TAaKUM Kak MPOJHH, IO
CPAaBHEHHIO C COCTaBOM, HE CONEp’KaIlUM APYroe BCIIOMOTATEIbHOE BEIIECTBO, CHUKAIOLIEE
BSI3KOCTb, HAMpPHUMEp, MPOJIMH. B HIUIIOCTPATHUBHBIX CIIydasx BCIOMOTATENIbHBIE BEINECTBA,
CHIDKAIOIINE BS3KOCTh, MPUCYTCTBYIOLINE B KOMIIO3UIIUH, IIPUCYTCTBYIOT B OOIIEM KOJHUYECTBE,
cocTaBJsiroLieM oT nmpudnusutensHo 0 MM o npudmmsurensao 250 MM, ot npudimusurensHo 0
MM no npubmusutensHo 220 MM, ot npubnusutensHo S0 MM no nmpubnusutensHo 250 MM, oT
npubnusutensHo 50 MM o mpuOmusurensHo 200 MM, ot mpubmusurensHo 50 MM 1o
npubnusutensHo 150 MM, ot mpubGnusurensHo 50 MM nmo mpubnusurensHo 100 MM, ot
npubnusutensHo 50 MM po mpubmmsurensHo 90 MM, ot mpubnusurensHo 50 MM nmo

npubnusutensHo 80 MM, ot npubmmsurenbHo 50 MM po mpubmusurensHo 70 MM, oT
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npubnusutensHo 50 MM po mpubmmsurensHo 60 MM, ot mpubnmsurenpHo 50 MM 1o
npubnusutensHo 55 MM, or npubmmsurensHo 55 MM nmo mpuOmusurensHo 200 MM, ot
npubnusutensHo 60 MM o mpuOmusurensHo 200 MM, or npubnusurensHo 70 MM 1o
npubnusutensHo 200 MM, or mpubnusurensHo 80 MM nmo mpubnusurensHo 200 MM, ot
npubmmsutensHo 90 MM no mpubmusutensro 200 MM, ot npubmusurensHo 100 MM 1o
npubmmsutensHo 200 MM, ot nmpubmusutensHo 150 MM po mpubnusurensho 200 MM, ot
npubnusutensHo 160 MM po mpubnusurensHo 200 MM, ot mpubmusurensHo 170 MM 1o
npubnusutensHo 200 MM, ot npubnuzurensio 180 MM o mpubmusutensHo 200 MM wim OT
npubnusuTensHo 190 MM 1o npubnusurtensHo 200 MM.

[0098] Heobsi3aTeIbHO KOMITO3UIIUH IO HACTOSIIEMY M300PETEHUIO COAEPIKAT OIHO WJIH
HECKOJIbKO U3 OCHOBHOH aMUHOKHCIIOTBI HJIH €€ COJIM, W/HJTN COJIM KaJIbIUsl, F/HITH COJIM MarHusi,
u/uau OMHO Wi Heckojbko u3 N-anerwnaprunnHa (NAR), N-anetwsuim3uHa, METHOHUHA,
TJIMIMHA, NpojuHa (Hampumep, L-mposimHa), anerata HaTpus, TPUC-aLETaTa, COJM THCTHAWHA
WIA COJHM KalblMsi, U OHU MPHUCYTCTBYIOT B OOIIEM KOJHYECTBE, COCTABISIOLIEM OT
npubnusutensHo 50 MM o mpuOmusurensHo 250 MM, ot mpubmusutensHo 50 MM no
npubnusutensHo 200 MM, ot mpubnusutensHo 50 MM nmo mpubnusurensHo 150 MM, ot
npubnusutensHo 50 MM o mpuOmusurensHo 100 MM, ot mpubmusurensHo 50 MM no
npubnusutensHo 90 MM, ot npubmmsurensHo 50 MM po mpubmusurensHo 80 MM, ot
npubnusutensHo 50 MM po mpubGmmsurensHo 70 MM, ot mpubmmsurensHo 50 MM o
npubnusutensHo 60 MM, ot npubmmsurenbHo 50 MM po mpubmusurensHo 55 MM, oT
npubnusutensHo 55 MM no mpuOmusurensHo 200 MM, ot npubmusurensHo 60 MM 1o
npubnusurensHo 200 MM, ot mpubGnusurensHo 70 MM nmo mpubnusurensHo 200 MM, ot
npubmmsutensHo 80 MM po mpubnusurensHo 200 MM, ot npubmmsurensHo 90 MM 1o
npubmmsutensHo 200 MM, ot npubnusurensHo 100 MM po mpubmmsurensHo 200 MM, ot
npubmmsutensHo 150 MM o mpubnmsurensHo 200 MM, ot mpubmusurensHo 160 MM nmo
npubnusutensHo 200 MM, ot mpubnusutensHo 170 MM nmo mpubmusurensro 200 MM, ot
npubnusutensHo 180 MM po mpubnusutensHo 200 MM wnu ot npubmmsurensao 190 MM 1o
npubnusuTensHo 200 MM. B pa3nuyHbIX BapHaHTaxX OCYIIECTBICHUS KOMITO3ULMH, OMHUCAHHBIC
B JAHHOM JIOKYMEHTe, comepskarT mpojuH (Hanpumep, L-mposiuH), HeoOs3aTeapHO B 0OIIeM
KOJIM4ecTBe OT mpubnusutesnbHo 0 MM o npudnusurensHo 250 MM, ot npubnusurensao 0 MM
no mpubsmmsutensHo 220 MM, ot mpuOnusuTenbHo 25 MM no mpubmusutensHo 200 MM, oT
npubnusutensHo 50 MM no mpuOmusurensHo 150 MM wnu ot npubnmsurensHo 50 MM 1o
npubnusutensHo 100 MM. B pa3nuuHbBIX BapuaHTaX OCYILIECTBICHUS NMPOJHH CONEPIKUTCS B
KOJIMYECTBE, COCTaBjsiromeM npuoOmmsurensHo 40 MM, mnpubmmsutensHo 50 MM,
npubnusuTensHo 60 MM, npudnmsurensHo 65 MM, npubnuzurensHo 70 MM, MpHONIU3UTENBHO
75 MM, npubnusurenpHo 80 MM, npubmmsurenvHo 85 MM, mnpubmusurenpHo 90 MM,

npubnusutensHo 95 MM, npubmusurensHo 100 MM, mnpubmmsurensHo 105 MM

2

npubnusutensHo 110 MM, mnpubmmsurensho 115 MM, npubmmsurensHo 120 MM

2

npubnusutensHo 125 MM, npubmmsurensho 130 MM, npubmmsurensHo 135 MM

2

npubnusutensHo 140 MM, npubmmsurensHo 145 MM, npubmusurensHo 150 MM

2
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npubnusutensHo 160 MM, mnpubmmsurensHo 170 MM, npubmusutensHo 180 MM,
npubnusutensHo 190 MM, mnpubmmsurensHo 200 MM, npubmusurtensHo 210 MM,
npubnusutensHo 220 MM, npubnmsurensHo 230 MM, npuOmmsurensHo 240 MM wnm
npubnusuTensHo 250 MM.

[0099] B pa3nu4HBbIX Ciydasix KOMITO3HIIMS MO HACTOSILIEMY H300PETEHUIO COAEPIKUT
Gonee yem 140 mr/mn anturena x TSLP, nanpumep, tezenenymaba, MOBEPXHOCTHO-aKTUBHOE
BEIECTBO, OCHOBHYIO aMMHOKHCIIOTY HJIM €€ COJIb U MPOJIMH. B pasnuyHbIx ciydasx Oonee yem
140 mr/mn anturena k TSLP, Hanpumep, Tesenenymada, COCTABISIOT ¢ OT MpUOIU3UTENHHO 10
MM no 200 MM wmm ot npubmmsurensao 50 MM no mpubmusurenbHo 150 MM OCHOBHOI
AMHHOKHUCJIOTHI HJIM €€ COJIU U ¢ OT mpuOnusurenbHo 50 MM no mpubmusurtensHo 250 MM
nposivHa wWid OT npuommsureasHo 50 MM no mpuOmmsurensHo 150 MM mposuHa.
Heobs3aTenbHo 6onee yem 140 mr/mut antutena k TSLP, Hanpumep, Tesenenymada, COCTaBISIFOT
¢ ot npubmmsurensHo S0 MM 1o npubimsurensro 100 MM OCHOBHOH aMHHOKHUCIIOTHI WU €€
comu U ¢ or npudmmsurensHo 90 MM o mpubnusutensHo 150 MM mponuHa. B pasmuuHbIX
acrieKTaX COJIb OCHOBHOH aMHHOKHCIIOTHI TMPEACTaBIsieT COOOW TIiyTamarT AapruHuHa, |
n00aBIISIOT HEKOTOPOE KOJIMYECTBO APTUHUHA U TOOABISIFOT HEKOTOPOE KOJIMUYECTBO TIIyTamara C
MOJIy4€HHEM PAcTBOpPA, COAEPIKAIIEro IiayTamMaT apruHuHA. B pasnuuHbIX acrekrax Oonee yem
140 mr/mn anturena k TSLP, Hanpumep, Te3enenymada, COCTABISAIOT ¢ OT NpUOIU3UTENpHO 40
MM no mnpubmmsurensHo 120 MM apruamHa, W ¢ OT mnpubmmsurenbHo 45 MM 1o
npubnusuTensHo 125 MM riyramata, u ¢ ot npubdnusurtensHo 60 MM no npubnuzurensHo 140
MM nponuna. Heobsizatensno antuteno k TSLP, nanpumep, Tesemnenymad, COCTaBISIFOT C OT
npubnusutensHo 50 MM o mpubmusurensHo 110 MM, or npubnusurensHo 60 MM 1o
npubmmzutensHo 100 MM, ot npubnusurensho 70 MM no mpubnusutensno 90 MM mim ot
npubauzutensHo 75 MM o mpubnusurenbHo 85 MM apruHuHa, U ¢ OT NpuOIM3UTENBHO 55 MM
no npudmmsutensHo 115 MM, ot mpubnusurensHo 65 MM no mpubmmsurensHo 105 MM, ot
npubnusutensHo 75 MM no mpubnusutenbHo 95 MM, or mpubmusurensHo 80 MM no miH
npubnusutensHo 90 MM rytamata, U ¢ OT npubausuteasHo 70 MM 1o mpubnusutensHo 130
MM, ot npubamsurenaso 80 MM no npubmsurensro 120 MM, ot mpubnusutensHo 90 MM 1o
npubnusutensHo 110 MM wmm ot npubnusutensHo 95 MM po mpubnusurensHo 105 MM
nposuHa. B pasnuunbix acnekTtax antuteno k TSLP cocrapnstor B oT npubnusurensHo 10 MM
1o npudnusutenbHo 90 MM apruHuHA, U B OT NPHOIMZUTENBHO 55 MM 1o npubnusurensHo 135
MM riayramara, ¥ B OT npubmmsutenpHo 45 MM po mpuOmmsurensHo 125 MM mponuHa.
HeoOsi3arensHo antuteno k TSLP, Hanpumep, Tezenenymad, COCTABISIOT B OT MPUOIU3UTENBHO
20 MM no mpubmmsurensao 80 MM, ot npubmuzurensHo 30 MM 1o npubmmsurtensHo 70 MM, oT
npubnusutensHo 40 MM po mpubmmsurensHo 60 MM, ot npubnmsurenbHO 45 MM 1o
npubnu3uTeNnbHO 55 MM apruHuHa, U B OT NPHOJIM3UTENBHO 65 MM no mpubnusutensHo 125
MM, ot npubnusurensHo 75 MM no npubmmsurensro 115 MM, ot mpubnusurtensHo 85 MM 1o
npubnusutensHo 105 MM, ot npubnuzutensHo 90 MM o npubmmsurensHo 100 MM riyramara,
U B OT npubnusutenpHo 55 MM no npubnusurensHo 115 MM, ot npubnusurensHo 65 MM 1o

npubnusutensHo 105 MM, ot mpubGnusurensHo 75 MM no npubnusurtensHo 95 MM, ot



29

npubnusuTensHo 80 MM o nmpubnuzurensHo 90 MM win npubnusuTtensHo 85 MM mponmHa. B
Pa3IMYHBIX ACMEeKTaX KOMIO3UIHs comepxkuT Oosee yem 140 mr/mn anturena xk TSLP, ot
npubnusutensHo 10 MM o mpubnmusurensuo 90 MM apruHuHa, U OT NPHOIM3UTENBHO 55 MM
1o npubnusurtensHo 135 MM riyramara, u ot npubnusutensHo 45 MM o npubnusurensHo 125
MM nponuHa. HeoOszarenbHO KOMOO3ULUS comep:kUT aHtuteno Kk TSLP, wHampumep,
Te3eneaymad, ot npubnusurensao 20 MM no npubamsurensHo 80 MM, ot npubiauzuTensHO 30
MM no npubmmsurensro 70 MM, ot mpubnusurensio 40 MM 1o npubnusutensHo 60 MM, oT
npubnusuTensHo 45 MM o mpubnusuTenbHO 55 MM apruHuHA, U OT NPHOIH3UTEIbHO 65 MM
o mpubmusutensHo 125 MM, ot mpubmusurensho 75 MM no mpubmmsurensro 115 MM, ot
npubnusutensHo 85 MM no mpubmusurensHo 105 MM, ot npubmusurensHo 90 MM 1o
npubnusutensHo 100 MM rytamata, u OT mpubnusuTensHo 55 MM no npubnmsurensHo 115
MM, ot npubamsurenasHo 65 MM no npubmurensao 105 MM, ot mpubnusurtensHo 75 MM 1o
npubnusutensHo 95 MM, ot mnpubmmsurensro 80 MM go mpubmusurensHo 90 MM,
npubnusutensHo 85 MM mposnmHa. B pa3nmuHBIX Chydasx KOMIIO3WIUSI 1O HACTOSIIEMY
n300pereHno conep:kut Oonee yem 140 mr/mi Tesenenymada, ¥ OT mpuOIM3UTENBHO 45 MM 110
npubIU3uTENBbHO 5SS MM apruHuHa, U OT NPHOIM3HTENBHO 85,5 MM no mpubmusurensHo 104,5
MM riytamara, ¥ OT NpuOIM3uTeNbHO 76,5 MM 1o npubnmusurensao 93,5 MM nponuHa.

[00100] B pa3nu4HBIX Cly4asx KOMIIO3HLHMS IO HACTOSIIEMY H300PETEHHUIO COAEPIKHUT
6onee uem 140 mr/mn antutena k TSLP, Hanpumep, Tezenemymada, MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO, COJIb KaJbLMS WM COJIb MarHus W NpoJinH, Harmpumep, L-nponuH. B pasmuunbix
cnyuasix Oonee yem 140 mr/mn anturena k TSLP, Hanpumep, Tezenenymada, COCTaBISIOT C OT
npubnusutensHo 15 MM o npubnusurensHo 150 MM cony Kanblysl WIIM COJIM MAarHusl U ¢ OT
npubausutensHo S0 MM o mpubnusurensHo 150 MM nmponuna. HeobszaTensHo Gonee yem 140
mr/min anturena k TSLP, Hanpumep, Tesenenymaba, COCTaBISIOT ¢ OT npubiausutensHo S0 MM
1o npubauzutenbHo 100 MM OCHOBHOH aMUHOKHCJIOTBI MJIH €€ COJIM M ¢ OT Npubau3uTensHo 90
MM no mpubmmsurensHo 150 MM nponuHa. B pasiuuHbIX acnekTax KajdbLHi MPEenCTaBJsSeT
co0Ol miyTamMaT KaJbLusi, U JOOABIAIOT HEKOTOPOE KOJUYECTBO KalbLUs M JOOABISIOT
HEKOTOPOe KOJIMYECTBO IJIyTaMara C MOJyYEeHHEM PacTBOPA, COAEPIKAIIEro IiIyTaMaT KajbLiusl.
B pasmuusbix cayvasx antureno k TSLP cocraBnmstor ¢ or mpuOmusurensHo 20 MM nmo
npubnusuTensHo 100 MM kanmbiwst, ¥ ¢ ot npudbausutensHo 100 MM 1o mpubnusutensHo 180
MM rayramara, U ¢ oT npubmmsurensHo 30 MM po mpubmusurensHo 110 MM mposuHa.
HeoOsi3arenbho antuteno k TSLP, Hanpumep, Tezenenymad, COCTAaBISIOT € OT NPUOIH3UTEIBHO
30 MM no mpubmusurtensHo 90 MM, ot npubnusurensHo 40 MM 1o npubmmsutensHo 80 MM, oT
npubnusutensHo 50 MM po mpubmmsurensHo 70 MM, ot mpubnmsurenpHO 55 MM 1o
npubnusuTensHo 65 MM win npubnmsurensHo 60 MM KanmbLus, U ¢ OT npubausureasHo 110
MM no npubnuzutensHo 170 MM, ot npubnusurtensHo 120 MM o npubmusurensHo 160 MM, ot
npubnusutensHo 130 MM mo mpubnusurensHo 150 MM, ot mpubmmsurensHo 135 MM no
npubnusutensHo 145 MM mim npubnusurensHo 140 MM riyramara, ¥ ¢ OT npuOIM3UTENsHO 40
MM no npubnusurensHo 100 MM, ot npubmusurensHo 50 MM o npubmusurensHo 90 MM, ot

npubnusutensHo 60 MM po npubmmsurensHo 80 MM, ot npubnusurenbHo 65 MM 10
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npubnusutensHo 75 MM wimm npubnusurensHo 70 MM mponuHa. B pasnmmuHBIX Cydasx
aatureno Kk TSLP cocrasnstor B or mpubmusurensHo 30 MM po mpuGmusurensio 110 MM
KaJgblys, B OT mpuOmmsurenbHo 105 MM po nmpubmmsurensHo 185 MM rayramara u B OT
npubnusutensHo 20 MM o npubausurenpsHo 100 MM nponuna. HeoOsizaTenbHO aHTUTENO K
TSLP, manpumep, Te3enenymad, COCTABISAIOT B OT npubimuTenbHo 40 MM 10 npubiIu3HTENbHO
100 MM, ot mpubmmsutensro 50 MM 1o npubnusutensuo 90 MM, ot npubnusurensHo 60 MM
no npubmmiurenabHo 80 MM, ot mpubnusurenbHo 65 MM no npubnusutensHo 75 MM wim
npubIu3uTENBbHO 75 MM Kamblysi, U B OT npubmusutensHo 115 MM no npubnusurensHo 175
MM, ot npubmusutensHo 125 MM o npubnusurenbao 165 MM, ot npubnusurensao 135 MM 1o
npubnusutensHo 155 MM, ot mpubmmsurensro 140 MM no npubmusutensHo 150 MM um
npubnusutensHo 145 MM rayramara, ¥ B oT npuOmusutenbHo 30 MM o npubamsurensHo 90
MM, ot npubmmurensao 40 MM no mpubnusurensHo 80 MM, ot npubmusutensHo S0 MM 1o
npubnusutensHo 70 MM, ot mpubnusutensHo S5 MM o mpuGmmsurtensHo 65 MM miH
npubnusuTensHo 60 MM mposmHa. B pasnu4HBIX ciydasx KOMITO3ULHS COAEPIKUT Oojiee uem
140 mr/mn amturena k TSLP, or nmpuGmmusurensho 30 MM no mpubnusutensHo 110 MM
Kajplys, OT mnpudbmmsurensHo 105 MM po npubnmsurensHo 185 MM riayramara u OT
npubnusutensHo 20 MM o npubnusutensHo 100 MM mponuza. Heobs3arenbHO KOMIO3UIIUS
comepxut antureno k TSLP, nHanmpumep, Ttesemenymad, ot npubmmsurensHo 40 MM 1o
npubnusutensHo 100 MM, ot mpubGnusurensHo 50 MM no mpubnusurensHo 90 MM, oT
npubnusutensHo 60 MM po npubmmsurensHo 80 MM, or npubnmsurenpHO 65 MM 10
npubnusuTensHo 75 MM uim npuOnam3uTensHO 75 MM KanbLysl, U B OT npubnusutensHo 115
MM no npubnuzutensHo 175 MM, ot npubnusurtensho 125 MM o npubnusurensHo 165 MM, ot
npubmusutensHo 135 MM o mpubnusurensHo 155 MM, or mpubmusurensho 140 MM no
npubausutensHo 150 MM mimn npubnusurensHo 145 MM riyramara, U B OT npuOIM3UTEIsHO 30
MM no npubmmsurensHo 90 MM, ot nmpubamsurensHo 40 MM no npubnusutensro 80 MM, ot
npubnusutensHo 50 MM po mpubnmsurensHo 70 MM, ot npubnmsurenbHo 55 MM 1o
npubnusuTensHo 65 MM wim npubnusurenbHo 60 MM mposnmHa. B pasmuuHBIX  ciydasx
KOMITO3UIIHS TI0 HACTOSIIEMY M300peTeHuI0 comep:kut Oonee yem 140 Mr/mn tesenenymada, u
oT npudIM3uTeNbHO 63 MM 1o mpubaM3uTENbHO 77 MM Kanbuus, U OT npudausuteabuo 130,5
MM po mnpubmusutensHo 1595 MM riyramara, u OT mnpuOnusutenbHo 54 MM 1o
npUOIM3UTENEHO 66 MM TpOJTHHA.

[00101] IToBepXHOCTHO-AKTHBHOE BEILIECTBO

[00102] KoMmmo3umuu 1Mo HACTOSIIEeMy M300PETEHUIO B PA3JIMYHBIX aCMEKTaX COIepKaT
MOBEPXHOCTHO-aKTUBHOE BEIECTBO. I I0BEpXHOCTHO-aKTUBHBIE BELIECTBA MPEACTABISIOT COOOH
NIOBEPXHOCTHO-aKTHUBHBIE CPEACTBA, KOTOpBIE SBISIOTCS aMpumaTHueckuMu  (comepskar
NOJSIPHYIO  TOJIOBKY M ruApodoOHbIi  XxBocT). IIOBEpXHOCTHO-aKTHBHBIE — BEIIECTBA
NPEUMYIIECTBEHHO HAKAIUIMBAIOTCS HA TPAHMLAX pasfesa, 4YTO MPUBOAUT K CHIDKEHHIO
MOBEPXHOCTHOT'O HATSDKEHMs Ha rpaHulle paszaena ¢as. IIpumeHeHne nmoBepXHOCTHO-aKTHBHOTO
BEIIIECTBA TAK)KE MOXKET COAEHCTBOBATh CHIDKEHUIO 00pa30BaHMs KPYIHBIX OEIKOBBIX YacTull. B

HEKOTOPBIX aACIEKTAX MOBECPXHOCTHO-aKTUBHOC BECIICCTBO, MPUCYTCTBYHOIICEC B KOMIIO3UIUAX T10
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HACTOSIIEMY H300pETeHHI0, MpeAcTaBisier coboil amdumatuyeckoe W/HIN HEHOHOTEHHOE
MIOBEPXHOCTHO-aKTHBHOE BEIIECTBO. HILIIOCTpaTHBHBIE NOBEPXHOCTHO-aKTHBHBIE BEIIECTBA
NPeAyCMAaTPUBAIOT  CJIOXKHBIE A(PUPHI  MOJIMOKCHUSITUIEHCOPOUTAHA M JKUPHOM  KHCIIOTBI
(marmpumep, mnoamcopbar 20, mnomucopbar 80), amKuIapUIOBBIE TMONUIPUPHL, HAPUMED,
OKCHATHIIMPOBaHHbIN ankwidenon (Hanpumep, Triton™ X-100) u mosjokcamepsl (Hampumep,
Pluronics®, nanpumep, Pluronic® F68), a Takxe koMOMHaLNK JIFOOBIX U3 BBILIENEPEUNCICHHBIX
aubo B mpezenax Kjacca MOBEPXHOCTHO-AaKTHBHBIX BEIIECTB, JTMOO MEXAY Pa3sHbIMH KIACCaMH
MOBEPXHOCTHO-aKTHUBHBIX BEIIECTB. B dYacTHOCTHM paccMarpuBaroTcsi mnomucopdbar 20 u
nojucopbar 80 (u HeoOs3aTenbHO ux cMmecH). [lOBEpPXHOCTHO-aKTUBHOE BEINECTBO B
WITFOCTPATUBHBIX CJIy4asX MPHUCYTCTBYET B KOMIIO3ULMH B KOHLEHTPALMHU, COCTABJIAIOLIEH
npubnusutensHo 0,015% (Bec/00bem) + 0,005% (Bec/oObem) mnu menbine. Hampumep, cocTtas
MOKeT conepkath oT mnpubmusutenpHo 0,005% (Bec/o0bem) mo mnpubmusutensHo 0,015%
(Bec/0OBEM) TOBEPXHOCTHO-aKTUBHOTO BEIIECTBA, Hampumep, npudmusutensHo 0,005%
(Bec/00bem), mpubmusurensHo 0,006% (Bec/obbem), mpubmusurensro 0,007% (Bec/oObem),
npubnusutensHO 0,008% (Bec/00bem), mpudmmsurensro 0,009% (Bec/00bem), MPUONTU3UTENTBHO
0,010% (Bec/oOwem), mnpubmusutensHo 0,011% (Bec/oObem), mnpubmmsurensHo 0,012%
(Bec/00bem), mpubmusurensHo 0,013% (Bec/obbem), mpubmusurensro 0,014% (Bec/oObem),
npubnusutensio 0,015% (Bec/o0beM). B HITIOCTPaTUBHBIX ACHEKTaxX COCTAB CONEPIKUT
npudmmsutrenso  0,005% (Bec/obdvem), 0,010% (Bec/oObem) wmmu  0,015% (Bec/oObem)
NOBEPXHOCTHO-aKTHBHOTO  BEIIECTBA. B  pa3jMyHBIX acrnekTax IMOBEPXHOCTHO-aKTHBHOE
BEIECTBO MpeACTaBisieT co0oi momucopOaT, Hanmpumep, noiucopbar 20 mnu nommcopdar 80
wii ux cMecb. Heobs3aTeqbHO NOBEPXHOCTHO-aKTUBHOE BEIIECTBO IPUCYTCTBYET B
KOHLIEHTPALUK, COCTaBJsifoInel or nmpubnusutenbHo 0,005% (Bec/00beM) 10 MPUOITU3UTENBHO
0,015% (Bec/oObeM) mnu MeHblue, HeobOs3atenpbHO mpubau3uTesbHo 0,010% (Bec/oObem) +
0,0025% (Bec/0OBEM) TOBEPXHOCTHO-AaKTUBHOTO BEINECTBA, HATNPUMEP, MNPHOIU3UTETBHO
0,005% (Bec/06Bem), 0,010% (Bec/o6bem) mmu 0,015% (Bec/0ObeM) MOBEPXHOCTHO-AKTHBHOT'O
BEIECTBA.

[00103] KonuenTpauusi aHTHTE 1A

[00104] B wnnmroCTpaTUBHBIX AacCMEKTax KOMIIO3MIMS, pacKpbiTas B HACTOALIEM
n3o0pereHny, comepkuT aHturenao kK TSLP B KOHLEHTpammu, COCTAaBJSIIOLICH Oojiee 4em
npubnusutensHo 100 mMr/mnm u MmeHee uyeM mnpubOausutensHo 300 MI/MII WM MeHee 4YeM
npubnusutensHo 250 wmr/mu,  HeoOsi3aTenbHO OT  npubnusutensHo 160 Mr/mn o
npubnusuTensHo 250 mr/mun, Hampumep, oT npudbausuTenpbHo 180 mMr/mur 10 mMpHONIU3HTENBHO
225 mr/mn wim ot npubnusurensHo 180 mr/mn no mpubnusurensHo 200 mr/mit. B HEKOTOpPBIX
acniektax aHtuteno k TSLP mpucyTcTByeT B KOMNO3ULMM B KOHLIEHTPALMU, COCTABJISIIOIIEH OT
npubnusuTensHo 160 Mr/mi no npubnusutensHo 250 mMr/min, ot npubausurensHo 160 Mr/mi 1o
npubnusuTensHo 240 Mr/mi, ot npubnusuTenbHo 160 Mr/mi 1o npudnusurensHo 230 Mr/mi, oT
npubnusuTensHo 160 Mr/mi no npubnusutensHo 220 mr/mi, ot npubiausurensHo 160 mr/mia o
npubnusuTensHo 210 mMr/mi, ot npubmusurtensHo 160 mr/min no npudnusurensHo 200 Mr/mi, oT

npubnusutensHo 160 Mr/mi no npubnusutensHo 190 mr/mi, ot npubausurensHo 160 mr/mi 1o
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npubnusuTensHo 180 Mr/mi, ot npubmusutensHo 160 Mr/mn no npubnusurensHo 170 mr/mi, ot
npubnusuTensHo 160 Mr/mi no npubnusutensHo 165 mMr/mi, oT npubausurensHo 165 mr/mi 1o
npubnusuTensHo 250 Mr/mi, ot npubnusuTenbHo 170 mr/mi no npudnusurensHo 250 Mr/mi, oT
npubnusutensHo 180 mr/mi no npubnuzutensHo 250 mr/mi, ot npubnausurensHo 190 mr/mia no
npubausutensHo 200 mr/mi, ot npubnusutensHo 210 Mr/ma 1o npubausurenbHo 250 Mr/mi, ot
npubau3uTensHo 220 Mr/mi 1o npudbnusurenabHo 250 mr/mi, ot npudnusurenasHo 230 mr/mit 1o
npubausutensHo 250 mMr/mi, ot npubmusutensHo 240 mr/min 1o npubnusurensHo 250 mr/mn. B
HEKOTOpBIX acrekTtax aHtuteso K TSLP mnpucyTcTByer B KOMIIO3MLIMH B KOHIICHTPALIUH,
cocTasisirouiedt npubamsureabHo 180 mr/mut unn npubnusutenbHo 190 Mr/mit, npuOIU3HTETBHO
200 mr/mi wu npuOarm3uTeabHO 210 Mr/mit.

[00105] B mumroCTpaTUBHBIX ACMEKTaX KOMITO3ULUS COAEPIKUT OT MpuOmm3uTensHo 160
Mr/ma 1o npubnusutensHo 250 mr/mi antutena Kk TSLP, HeoOs3aTenbHO OT MPHOIU3HTENBHO
160 mr/mn no npubmusurensHo 225 Mr/mn wiu or npuOmusuTensHo 160 Mr/mm 1o
npubnusutensHo 200 Mr/mu. B pasnMYHBIX  aCMEKTaX KOMITO3HLHS — CONEPXKUT  OT
npubnusutensHo 175 mr/mn go npudmmsurensHo 185 mr/mn antutena k TSLP, HeoOs3aTenbHO
npubnusutensHo 175 wmr/my, npubnusurensHo 176 mr/mn, npubnusurtensHo 177 mr/mo,
npubnusutensHo 178 wmr/my, npubnusurensHo 179 wmr/mn, npubnusurensHo 180 mr/mo,
npubnusutensHo 181 wmr/mn, mpuGmusurensHo 182 mr/mn, npuOmusurensHo 183 mr/mu,
npubnusuTensHo 184 Mr/mu, npubiamsurensHo 185 mr/min). B paznuuHbIX acnekTax KOMITO3ULIHS
comepxut npudnusurensHo 180 mr/mu anturena k TSLP. B paznuuHbIx ciaydasx KOHLIEHTPALHS
anarurena k TSLP cocrasnser npubnusurtenbHo 189 mr/mn, unu ot npubausutensHo 190 mr/mn
no mnpubmusurensHo 230 wmr/mu, wim  npubmausurensHo 231 wmr/min. HeobssarensHO
KoHUeHTpanusi aHtutena kK TSLP cocraBaser ot mnpubmusurensHo 205 wmr/mun 1o
npubau3uTeNnpHO 215 Mr/min, HeoOsi3aTenbHO MpuOIU3UTEabHO 210 MI/MIT MM PUOITU3UTETBHO
205 mr/mi, npubmmsurensHo 206 mr/mut, npubimsutensHo 207 mr/mi, npudnusurensHo 208
mr/mit, pubnusutenbHo 209 mr/mut, npubnusureabHo 210 mr/mi, npubmusutensHo 211 mr/mi,
npubnusutensHo 212 mr/mu, npubnusutensHo 213 mr/mi, npubnusutensHo 214 mr/mu,
npuOIU3UTENHHO 215 MI/MiL.

[00106] B unntoctpatuBHbIX acnekrax aHTureso k TSLP npucyTcTByer B KOMIO3ULINH B
KOHIIEHTPAIUH, COCTABJISIONIEH OT npudiausuTtenbHo 140 Mr/mi 1o npubnusurensHo 210 mr/mi,
Hanpumep, npubmusutensHo 180 mr/mn £+ 10%, npubmmsurensHo 200 mr/ma + 10%,
npubnusuTensHo 210 mMr/mi + 10%.

[00107] /lonosiHUTE/IbHBIE BCIIOMOTaTEIbHbIE BENIECTBA

[00108] B MUIFOCTPAaTUBHBIX AacCHeKTaX KOMIIO3UIUSI MO HACTOSIIEMY H300pPETeHHIO
MOJKET CONep’KaTh JOTOJIHUTENbHbIE KOMIIOHEHThl. KOMMO3WIUs B Pa3IUYHBIX acleKTax
COOepKHUT JIIOOOH (papMalleBTUYECKH MPHUEMJIEMbI HMHIPEOMEHT, BKIIOYAs, Hampumep,
NOJKUCIISIOLINE CPEACTBa, NO0aBKH, anCOPOEHTHI, a3pO30JbHBIE MPOIEIUIEHTDI, CPEACTBA IS
BBITECHEHUsI BO3/yXa, IIOMIIENAUYNBAIOIINE CPEACTBA, IPOTUBOCIEKUBAIOIINE CPENCTBA,
AHTUKOATyJIIHTBI, NPOTUBOMHMKPOOHBIE  KOHCEPBAHTBHI, AHTHOKCHAAHTBI,  AHTUCENTHUKH,

OCHOBaHHMsI, CBSI3YIOLIME CpencTBa, Oy(epHble CpeicTBa, XeNaTHPYIOIIUE CPElCTBa, CPEACTBa
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JJ1s1 HAHECEHUsI TTOKPBITUH, OKPAIINBAIOIUE CPECTBA, BHICYLIMBAIOIINE CPEACTBA, AETEPreHTbI,
pasbaBuTeny, AE3MHPUIUPYIOIINE CPEACTBA, PAa3pBIXJIUTENH, AMCIEPTHPYIOLUINE CPEACTBa,
CpeAcTBa JUlsl YCUJIEHUS PACTBOPEHHUsS, KPACUTENH, CMSIYArOLIUe CPelNCTBA, SMYJbIUPYIOLINE
CpeacTBa, cTabUIM3aTOPbI AIMYJIbCUN, HAIOJHUTENH, TUIEHKOOOPa3yIOIe CPEACTBA, YCUITUTEIH
BKYCa, apOMAaTU3UPYIOLINE CPENCTBA, CPEACTBA, MPENATCTBYIOIINE CIEKUBAHUIO 1 KOMKOBAHMUIO,
rejaeoOpasyome  CpPencTBa, TPAHYJUPYIOIIUE  CPENCTBA,  YBIAKHAIOIINE  BEIIECTBA,
CMa3bIBAOLINE BELIECTBA, MyKOAATre€3UBHbIE CPEICTBA, OCHOBBI AJIA Ma3ei, Ma3H, MACIIsTHUCTbIE
Cpenbl-HOCUTEH, OpraHU4YecKHe OCHOBAaHUS, OCHOBBI  JUIsi  IACTHJIOK,  ITUT'MEHTBI,
IIACTHU(HUKATOPDL, TONUPYIOIINE CPENCTBA, KOHCEPBAHTBI, CEKBECTPUPYIOLIME CPENCTBa,
CPeACTBa, CMOCOOCTBYIOIIHE MPOHHUKHOBEHUIO Yepe3 KOXKY, CONOOMIIM3UPYIOIIHE CPENCcTBa,
pacTBOpUTENH, CTAOWIM3HPYIOIINE CPENCTBA, OCHOBBI Il CYIIO3UTOPUEB, TOBEPXHOCTHO-
aKTUBHbIE CpPEICTBA, IIOBEPXHOCTHO-aKTHUBHBbIE BELIECTBA, CYCHEHANPYIOIINE CpEeICTBa,
MOJCIACTUTENH, TepareBTUYECKUE CPEeACTBA, 3aryCTUTENM, CpPEACTBA, peryjupyolnue
TOHUYHOCTb,  IPOTUBOTOKCUYECKHE  CPEACTBA, CPEACTBA,  MOBBILIAIOIINE  BS3KOCTb,
BOJIONOTJIOLIAIOIINE BEIECTBA, COPACTBOPUTENH, CMELIMBAIOLINECS] C BOAOW, BEIeCTBA IS
yMsrueHus: BOAbl WM cMmauuBarolue cpencrsa. Cwm., Hampumep, Handbook of Pharmaceutical
Excipients, Third Edition, A. H. Kibbe (Pharmaceutical Press, London, UK, 2000), xotopas
BKJIFOUEHA MOCPEICTBOM CChUIKHU BO BCeil cBoeli monHote. Remington's Pharmaceutical Sciences,
Sixteenth Edition, E. W. Martin (Mack Publishing Co., Easton, Pa., 1980), xoTopas BkiIroueHa
MIOCPEACTBOM CCBIIKU BO BCEH CBOEi MOJIHOTE.

[00109] 3nauenue pH, BA3KOCTH H 0CMOJISLIBHOCTD

[00110] B anpTepHAaTUBHBIX AacCMEKTax KOMIIO3WULMS IO HACTOSIIEMY H300PETEHHIO
npencTaBisier coOOH KMAKOCTb. B OmpeneseHHbIX acrekTax >KUAKOCTb XapaKTepH3yeTcs
3HaueHneM pH, KoTopoe cocraBisieT MeHee 4yeM NpHONMM3nTeNnbHO 6,0, HeoOs3aTeNbHO MeHee
yeM NPHONM3UTENBHO 5,7 MM MeHee 4eM NpHONIM3UTeNbHO S5,5. B HEKOTOpBIX acmekrax
3HaueHune pH cocraBnseT oT npuOIM3UTEIBHO 4,5 10 MPUOTU3UTENBHO 5,7, OT NPUOIH3UTETBHO
4,5 no npubnmuzurenbHo 5,5, or npubnausutTenbHo 4,7 10 NpUOTU3UTENBHO 5,3, OT
npubIU3NTENBHO 4,8 10 MPUOIU3UTENBHO 5,4 Wiu oT NpUOAN3UTENHHO 5,0 10 NMPUOIU3UTETHHO
5,7, wanpumep, upubmmsurensuo 4,7, npubnusurenshHo 4,8, npubnusurenpsHO 4,9,
npubmmsutensHo 5,0, npubnusurtensHo 5,1, npubnusurenpbHo 5,2, mpHOIMZUTENBHO 5,3,
npuOIM3UTeNbHO 5,4, npubOmu3uTeNnbHO 5,5, mpubnusurenpHo 5,6, mpuOmmsuTensHo S5,7. B
HEKOTOPBIX acrmekTax 3HadeHne pH cocrasmser nmpudbnmsurensho 4,9, 5,0, 5,1, 5,2, 5,3, 5,4, 5,5,
5,6 miu 5,7. B MUUTIOCTPAaTUBHBIX CIyYasix KOMIO3HILUS, PACKPBITAasi B HACTOSIEM H300PETEHNUH,
xapakTepusyercsi 3HaueHneM pH ot mnpubmmsurenvHo 4,5 1m0 mnpuOIM3UTENBHO 6,75,
HeoO0s3aTeIbHO OT MPUOTU3UTENBHO 4,8 10 MPUOIU3UTENHHO 6,0.

[00111] B HekoTOpBIX acreKkTax KOMIO3ULIMS XapaKTepU3yeTcsl MOHMKEHHOMN BA3KOCTBIO
IO CPABHEHUIO C XKUAKOM KOMITO3HULIMEH, HE COIep Kallel NPOanH. B MITIOCTPAaTUBHBIX Cllydasix
KOMITO3UIIUST XapPaKTEPU3YETCsl BA3KOCTBIO, COCTABILAIOLIEH MeHee 4eM NpuOnu3uTenpHo 24
canrunya3 (cIl) npu 23°C, ecnu koHuenTpauusi antutena k TSLP cocrasisier menee yem 155

Mmr/mi, HeoOs3arenbHO mnpubnusutenbHo 6 cll, ecnu koHueHTpauust aHTturena k TSLP
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coctaBysier npubmmsurensHo 110 mr/mn, wnm npubnusurensHo 15 cll, ecnn KOHIEHTpaLus
aaturena k TSLP cocraBmser npubmmsurensHo 140 mr/mn. B ompeneneHHBIX acmekTax
KOMITO3UIIUS XapaKTePU3YeTCsl BA3KOCTBIO OT mpubnmsnutenbHo S cll no npubnusurensHo 20 cll,
Hanpumep, ot npudbnusutensHo 5 cll no npubmusurensHo 15 cll, ot npubausurensHo S cll 1o
npubmmsutenvHo 10 cIl, or mpubmusurensho 10 cIl po npubmmsurensHo 20 cIl, or
npubmmsutensHo 15 cIl no npubnmsurensHo 20 cIl wmm  npubnusurensHo S cll,
npubmmsutensHo 6 cll, mpubnmsurensHo 7 cll, mpubmusurensho 8 cIl, mpubnusurensHo 9 cll,
npubnusutensHo 10 cIl, mpubmmsurensro 11 cIl, npubnusurensuo 12 cll, npubnusutensHo 13
cIl, mpubmusurensho 14 cll, npubmmsurensro 15 cll, npubnusurensHo 16 cll, mpuOamu3uTeNnbHO
17 cIl, npubmmsurensno 18 cIl, npubmmsurensho 19 cll, mpubmusutensno 20 cll,
npubmmsutensHo 21 cll, mpubmusurensHo 22 cll, ecnm koHueHTpanust anturena k TSLP
cocTaByisieT MeHee ueM 155 mr/min (Hampumep, mpuOmusutenbHo 110 mMr/mul, nmpuOIU3HTENBHO
140 mr/m).

[00112] B ompeneneHHBIX acmeKTax KOMITO3ULIMS XapPaKTEPU3YETCs BSI3KOCTBIO OT
npudmmsuTensHo 5 cll nmo mpubnusurensHo 25 cll, Hampumep, ot npudmmsurensHo 5 cll o
npubnusutensHo 20 cIl, or npubmusurensHo S5 cll mo npubmmsurensro 15 cll, ot
npubnusutensHo S cIl ngo mpubmusurensro 10 cll, or npubmusurensro 10 cIl nmo
npubnusutensHo 25 cll, or npubGmmsurensho 15 cIl mo npubnmsurensHo 20 cll wmm
npubnusutensHo S cll, mpubnusutensHo 6 cll, mpubnusurensHo 7 cll, mpubnusurtensHo 8 cll,
npubnusutensHo 9 cll, npubmusurensHo 10 cIl, mpubmusurensHo 11 cll, npubnusurensHo 12
cIl, mpubmusurensro 13 cll, npubnusurensuo 14 cll, npubnusurensHo 15 cIl, mpubmmsurenbHO
16 cIl, npubmmurensno 17 cIl, npubmmsurensuo 18 clIl, mpubmusurensuno 19 cll,
npubmmsutensHo 20 cll, mpudnusurensuo 21 cll, npudbnusurensho 22 cll, npubnusurensHo 23
cIl, npubnusurensuo 24 cll, npubmusurensho 25 cll, ecnu xoHuenTpanus anturena k TSLP
cocrasisier 180 mr/mu uiu Gonbire (Hanpumep, npuonmsuteabHo 180 mr/mi, npubIM3UTENBEHO
210 wr/mn, npubnusutensHo 240 wmr/mu). B WUTIOCTPAaTHMBHBIX acMeKTaX KOMITO3HMLIUS
XapaKTepU3yeTCsl BA3KOCTBIO, KOTOpas cocrapisieT mnpudmusutenbHo 15 cll + 5 cIl wumm
npubnusuTensHo 20 cIl £ 5 cll, eci KOHUEHTpPALMS AHTHTENA COCTABIISIET OT MPHOIU3UTENBHO
100 mr/mn no npubnusurensHo 180 mr/mut. Eciy He yka3aHO MHOE, TO BCE PACKPBITHIE B JAHHOM
JOKYMEHTE 3HA4YeHHs BSI3KOCTH OTHOCATCS K BS3KOCTH, HW3MEPEHHOH C TNPUMEHEHHUEM
pOTaMOHHOTO BHCKo3uMeTpa nipu 23°C U CKOPOCTH CHIBHra, COCTABJISIOLIEH MPUOIHU3UTENBHO
1000-1/c.

[00113] B miutroCTpaTUBHBIX ACTIEKTaX BA3KOCTh KOMIIO3ULIUMHU, PACKPBITON B HACTOSIIEM
uszobperenun, cocrarisier menee yem 100 cIl mpu 23°C, lOOO'C'l, Heo0s3aTeIbHO MEHEe YeM 75
cIl mpu 23°C, 1000-¢™, HarpuMmep, MeHee uyeM 60 cll nnu menee uem 50 cIl.

[00114] B uumrOCTpaTHBHBIX ACMEKTaX KOMIIO3ULMUS MpeAHa3HaA4YeHa ISl MOAKOXKHOTO
BBENCHUS CyOBEKTy, U TakuM o0Opa3oM KOMITO3UIMS SIBJISETCS HM30TOHMYECKOH C
NpeAroaraéMbIM YYaCTKOM BBeZeHHs. Hampumep, OCMOJISUIIBHOCTh KOMIO3ULIUK B HEKOTOPBIX
acrieKTaXx HaXOAWTCS B IUara3oHe OT npudamsurenabHo 270 no npudmmusurensHo 350 MOCMm/K,

Wi OT npudbmsurensbHo 285 no npubmusurensHo 345 MOcm/kr, win ot npubmusurensHo 300
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no mnpubmusurensHo 315 wmOcwm/kr. Hampumep, eciam pactBop Haxomutcest B (opwme,
NpeAHAa3HAYEHHON [l TAapeHTePajbHOrO BBEACHMSA, OH MOXET OBITh H30TOHHYECKHM
OTHOCUTENIbHO KPOBU (OCMOJNIAJIBHOCTH cocTaBisieT mnpuommsurensHo 300 mMOcwm/kr). B
WITIOCTPAaTUBHBIX ~ ACMEKTax  BOJAHBIA  (apMaleBTUYEeCKUH  COCTAaB  XapaKTepU3yercs
OCMOJISUTBHOCTBIO B Auamna3oHe oT npudimsutenbHo 200 mOcwm/kr po mpuGnusurensHo 500
MOcw/kr, wu ot npubmamsurensHo 225 MOcm/kr o nmpubnausurensHo 400 MOCM/KT, WM OT
npubnusuTensHo 250 MOcM/kr 1o npubnusutenbHo 350 MOcm/kr. HeoOs13aTenbHO KOMIIO3ULIUS
SIBJIIETCST U30TOHMUYECKOW MJTH XaPaKTEPU3YeTCs OCMOJILIBHOCTBIO, COCTaBIISAIOLIEH Oojee uem
npubnusuTensHo 350 MOCM/KT.

[00115] CraduabHOCTD

[00116] B paznu4HbIX Cay4asx MeHee 4eM MPUOIH3UTENbHO 5% aHTUTENa pa3pyIuaeTcs
nocJie XpaHeHust npu ot npudbnusureapbHo 2°C no npubnusutenbHo 8°C B TeYeHUE MO MEHbIIEH
Mepe WM TPUOTU3UTENBPHO 12 MecsleB, Kak ONPENeNeHO NOCPEACTBOM 3KCKIFO3HOHHOM
xpomarorpadpuu (SEC). B pasnuuHbIX acnekTax MeHee 4eM NpuOIu3uTenpHO 5% aHTHTENa
pa3pylIaercs mocjie XpaHneHus npu ot npudmsuTensHo 2°C no npudnusurenpHo 8°C B TeueHHe
or npubmm3uTenbHo 20 MecseB 0 NPUOMU3UTEIBHO 26 MeCsleB, Kak OMPEeAesieHO
MOCPENCTBOM SKCKIIIO3MOHHOH Xpomarorpaduu (SEC). B WLTOCTpaTHBHBIX ClTydasx MEHEe 4eM
npuOIU3NTENBEHO 5% aHTHUTENA pa3pylIaeTcs Mocie XpaHeHus npu oT npudmmsurensHo 2°C 1o
npubnusutensHo 8°C B Teuenue ot npudausutenpHo 30 1o npudmmsurensbHO 40 MecsneB, Kak
OTIPENENIEHO MOCPENCTBOM SKCKMO3HMOHHOH xpomarorpadguu (SEC). B mmumrocTpaTuBHBIX
cydasix MeHee 4eM NpHONIM3HTeNbHO 5% aHTUTeNna paspylLIaeTcsl MOCiie XPaHEHUs NpU OT
npubnusutensHo 2°C o npubmmsurensHo 8°C B TeueHHe OT NPUOIM3UTENBHO 2 JIET 10
NPUONU3UTENBHO 3 JIET, KaK ONpPeeIeHO MOCPEACTBOM dKCKI03HMoHHOM xpoMaTorpaduu (SEC).
Taxke, Hanmpumep, MeHee 4YeM 5% aHTHTENAa pa3pyLIaeTcs uepe3 OT NPHONMM3HUTENbHO 24
MecsLeB a0 npubnmsurensHo 36 MecsineB xpaHenus npu ot 2°C po 8°C, kxak ompeneneHO
MOCPENCTBOM JKCKII03uOoHHOU xpoMmartorpadguu (SEC), rme HeoOsizaTtenbHO MeHee ueM 2%
aHTHUTeNa paspylaercs depe3 24 mecsma uinu 36 mecsnes xpaHenust npu ot 2°C go 8°C. B
PaA3MUYHBIX aCMEeKTax MeHee 4yeM 5% aHTuTesa pa3pyluaeTcsl yepes mo MeHblIel Mepe 2 Henenu
(Heobs3aTeNnbHO Uepe3 Mo MeHbIIeH Mepe 1 Mecsi, Yyepe3 1Mo MeHbIIeH Mepe 2 Mecsila, Yyepes 1o
MEHbLIEH Mepe 3 Mecsla, dyepe3 o MeHblueld Mepe 4 mecsua, 4epe3 MO MEHbIIel mepe S
MECSILIEB MJIM Yepe3 0 MEHbIIeH Mepe 6 MeCsLEeB) XpaHeHHs IPU MPUOIM3UTEIPHO KOMHATHOM
temrieparype (Hampumep, 25°C), kak ompeneneHo mocpenctsoM SEC. B pa3nuuHbIX Ciiydasix
MeHee ueM 5% aHTUTENna paspylaeTcss d4epe3 OT MNpuONM3uTeNnbHO 24 MecsleB [0
npubnusuTensHO 36 MecsiueB xpaneHus npu ot 2°C mo 8°C, mocne 4ero ClenyT M0 MEHbLIeH
Mepe 2 Henenu, WIM MO0 MEHbLIeH Mepe MpHOIM3UTENbHO | Mecsl, WM MO MEHbLIeH Mepe
npuOMU3NUTENPHO 2 Mecsla XpaHeHUs NpU TNPUOIM3UTEIHPHO KOMHATHOH TeMIepaType
(mammpumep, 25°C), kak ompeneneHo mocpenctsom SEC. HeoOs3aTensHO MeHee uem
npubnu3uTenpHO 5% aHTUTENa pas3pylLIaeTcsl MOcie XPaHEHUs NMPH TEMIIEPAaType BbIIIE YeM
npubnusutensHo 20°C B TeueHHe MO MeHbIIEH Mepe WiIM NPUONU3UTENbHO 2 Helemb, Kak

OTIpeIeNIeHO TIOCPENCTBOM SKCKIII03HOHHON Xpomarorpaduu (SEC), HeobOs3aTenbHO B TeueHUe
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O MEHbLIeH Mepe WM NpHONM3UTENbHO 4 Hemenb wiu npubnusurenbHo 8 Henenb. B
pPa3IMYHBbIX acCleKkTax TemrepaTrypa cocraBisier mnpudnusutensHo 25°C wunm Oojblne, WM
npubnusutensHo 30°C nnu 6ombine, niau npudnusutenbHo 40°C umm Oonbie.

[00117] T'oToBBI€ M3AEIUS, INPHULBI H (IAKOHBI

[00118] B nmaHHOM [OKyMEHTE AOIMOJHUTENBHO MPENyCMOTPEHO TOTOBOE uszaenue. B
WJUTIOCTPATUBHBIX BAPUAHTAX OCYLIECTBJICHUS U3IEIHE COACPKUT KOMITIO3ULIUIO 110 HACTOALIEMY
N300pETeHNI0, HEOOI3aTeNbHO CONEPIKALIYI0 OT MPHONU3UTENbHO 1 MII 10 MPUONU3UTENBHO S5
MJI, HAIpUMep, OT MPUOIM3UTENbHO 1 M 10 mpUONM3UTENBPHO 3 MJI BOOHOW KOMIO3UIMU. B
WITFOCTPATUBHBIX AaCMEKTaX HACTOSIIEro W300peTeHUs KOMIIO3HLMS TMPEAyCMOTpeHa IS
XPaHEHHs WM MPUMEHEHUs], HallpuMep, B OTHOPA30BOM (hJIaKOHE, OTHOPA30BOM LITIPUILIE U
CTEKJITHHOM, (PYyTEPOBAaHHOM CTEKJIOM, MOKPBITOM CTEKJIOM TIEPBUYHOM KOHTEHHEpe WM
aBTOMHBEKTOpE. B MIMIOCTpaTUBHBIX acleKkTax KOMIIO3MLIMS MPEAyCMOTpEHa B OAHOPa30BOM
CHCTEMHOM TIaKeTe I MOJUKApOOHATHOW OyTBUIM AJII XpaHEHUs B 3aMOPOKEHHOM BHIe. B
ANIbTEPHATHBHBIX ACIIEKTaX KOMITO3ULHSI CONEPIKUTCS B CTEKJITHHBIX (DIAKOHAX WUIM LIMPHUIIAX
anst  xpa"eHus 1npu 2-8°C.  JIOMONHUTENbHO B JAHHOM JIOKyYMEHTE IpelyCMOTpeH
MPEIBAPUTENBHO 3AMOJHEHHBIN LIMPUL], COAEpP KAIIMi KOMITO3ULIUIO, PACKPBITYIO B HACTOSIIEM
n300peTeHNH, HEOOsI3aTeNIbHO COAEPIKAIIMHA OT MPUONNU3NUTENBHO | MIT 10 MPUOIM3UTENIBHO S5 ML,
Harpumep, OT NMPHOIM3UTENBHO 1 MIT 10 MPUOIM3UTENBHO 3 MJI KOMIO3ULUH. J{ONOJHUTENBHO
NPEeAyCMOTPEH (JIaKOH, COAEPKAIIUN KOMITO3UIIMIO, PACKPBITYIO B HACTOALIEM H300pPETEHUH,
HEeo0s13aTeNIbHO COAEPIKALINHI OT MPHOIU3UTENBHO | MIT 10 MPUOIU3UTENBHO 5 MII, HAIPUMED, OT
npuOIU3NUTENBbHO 1 MIT 10 MPUOIM3UTENBHO 3 MJI BOAHON KOMIO3MLIMHU. B pa3nnyHbIX acrekTax
u37IeNue, MPeaBapUTENIbHO 3aMOJHEHHBIN INPULL WK (JIAKOH COnepIKaT OT MPUOIHU3UTENBHO 2
MJT 10 TMPUOJM3UTENBHO 3 MJI, Hampumep, mpubnusuTensHo 2,1 mu, npubiausurenbHo 2,2 mi,
npuOIM3UTENBHO 2,3 MJI, MPUOTU3UTENBHO 2,4 MII, MPUONU3UTEIBHO 2,5 MIl, TPUOIU3UTETBHO
2,6 M1, TPUOIM3UTENBHO 2,7 MII, TPUOIU3UTEIHHO 2,8 MJI, TPUOTU3UTENBHO 2,9 MJT KOMIIO3HLIUU
IO HACTOSIIEMY M300PETEHHUIO, U B PA3JIMUHBIX aCTIEKTaX KOMIO3HLUS COAEPIKUT Te3erneaymad B
KOHLIEHTPALUK OT npuOIm3uTenbHo 180 Mr/mit, 4To npenycMaTpuBaeT npudInu3uTeNbHO 420 Mr
Te3enenymada.

[00119] B umnmrocTpaTUBHBIX ClydasX KOMIO3ULMS MPEAyCMOTpEHa AJi MPUMEHEHUs B
CHCTEMe JTOCTABKH, KOTOpas MMEETCS B HAJIMYUHM W/MIH pa3padoTaHa Ui CaMOCTOSTEIBbHOIO
BBelleHUsl. B WITIOCTpaTUBHBIX acleKkTax KOMIIO3UIMS MPeAyCMOTpeHa B IPEIBapPUTENBHO
3aM0JJHEHHOM ILTIPHIIE UM ABTOMHBEKTOPE, HHBEKTOPE B BUJE IINPHULA-PYUKH, ABYXKaMEPHOM
mnpuie-pyyke U T. 1. Takue NpoAyKThl M3BECTHbl M3 YPOBHS TEXHUKU U  SIBISIOTCS
KOMMep4ecKku noctynubiMu. Cum., Harpumep, Shire, Steven, Monoclonal Antibodies: Meeting the
Challenges in Manufacturing, Formulation, Delivery and Stability of Final Drug Product,
Chapter 8: Development of delivery device technology to deal with the challenges of highly
viscous mAb formulations at high concentration, Woodhead Publishing, Cambridge, UK, pages
153-162 (2015). B nnnrocTpaTUBHBIX acleKTaX KOMIIO3ULIMS NPEeAyCMOTpEeHa AJisl IPUMEHEHUs B
YCTPOMCTBE i1 aBTOMHBEKUMM YpsoMate™, aprounbektope YpsoMate™ 225 wnn

VarioJect™ (YpsoMed, byprnop¢, IlIeetinapus). Jpyrue aBTOMHbEKTOPBI MPENyCMaTPUBAIOT,



37

HanpUMep, yIpaBisieMblid nmanueHToM uHBEKTOp SelfDose™, oxHOpa3oBblil aBTOMHBEKTOP BD
Physioject™,  mmpurn-uabekrop  Autoject® II  (Owen  Mumford, Oxchopnurup,
BenukoOpuranusi). B pasnuuHbIX BapuaHTax OCYLIECTBIEHHS ABTOMHBEKTOP NPEACTABISET
coboit  aBromHbBekTOp  Ypsomed  YpsoMate®.  JlomosHUTENbHBIE ~ aBTOUHBEKTOPHI,
IpeyCMOTPEHHBIE B CIIOCO0aX, PacKphIThI B MEXKAYHAPOAHBIX MATEHTHbIX myOnukarusx WO
2018/226565, WO 2019/094138, WO 2019/178151, WO 20120/072577, WO 2020/081479, WO
2020/081480 wm  MexayHapomHbIX — maTeHTHBIX  3asBkax  NeNe  PCT/US20/70590,
PCT/US20/70591, PCT/US20/53180, PCT/US20/53179, PCT/US20/53178 u PCT/US20/53176,
BKJIFOUEHHBIX B IAHHBIM JOKYMEHT MIOCPEICTBOM CCBLIKH.

[00120] KoMno3uuusi Mo HACTOSIIIEMY H300PETEHHIO MOXKET TMOAXOAUTH AJIsS BBEIEHHS
JOOBIM MTPHEMIIEMBIM MyTEM, BKJIIOYAs MAapEeHTEPaTbHbIN U 0COOEHHO MOAKOXHbIH. Hampuwmep,
MOJIKO’KHOE BBEJEHHE MOXKET OCYLIECTBISITBCA B IUICHO, BEPXHIOK YacTh OeApa WIIM YKHBOT.
Jlpyrue nyTH BBeJEHUs NPEAyCMaTPUBAIOT, HAlpuUMep, BHYTPUBEHHBINH, BHYTPUKOXKHBII,
BHYTPUMBILLIEUHbIN, HHTPAlePUTOHEANbHBIN, BHYTPUY3JOBOH U  BHYTPHCEJIE3€HOUHBIIL.
IToaKko>KHBIH MyTh BBEACHMUSI SABJIAETCS NPEANOYTUTEIbHBIM.

[00121] Ecnu xommo3unms Haxomutcst B (Qopme, NpeaHa3HAYEHHOH Uil BBENEHHS
CyOBEKTy, TO €€ MOXKHO CIeNaTh M30TOHHYECKOH OTHOCHTENBHO IPENIONaraéMoro ydacTKa
BBeneHUs. Hampumep, ecnm  pacTBOp HaxomuTcsi B (opMme, TPEIHA3HAYEHHOW I
NAPEHTEPANbHOTO BBEIEHHS, TO OH MOXET OBITh H30TOHMYECKHM OTHOCHTEIBHO KPOBH.
Komno3nuuss 0ObIMHO SBIAETCS CTEPUIIbHOW. B omnpeneneHHBIX BapuaHTaX OCYINECTBIICHUS
3TOr0 MOXKHO JOCTUTHYTh 3a CUeT (UIbTpauuu uepe3 MeMOpaHbl Uil CTEPHIIM3YIOIEH
¢unbTpauuu. B onpeneneHHbIX BapHaHTaX OCYLIECTBJIEHHsI KOMIIO3UIUH AJISI TAPEHTEPATIbHOTO
BBEJICHUs, KaK MPaBUJIO, MIOMEINAIOT B KOHTEHHEDP, UMEIOLIUI CTepUIIbHOE BXOAHOE OTBEPCTHE,
HampuMep, MakeT AJsl PacTBOpa MAJsl BHYTPUBEHHOTO BBEAEHHs, WM (JIAKOH C NpPOOKOH,
IPOKAJIBIBAEMON UITION [JIs1 TMOAKOXHBIX WHBEKLMH, WM TNPEABAPUTEIBHO 3aIOIHEHHBIN
mnpul. B onpeneneHHbIX BapHaHTaX OCYIIECTBJIEHUS KOMITO3HMIIMIO MOKHO XPaHHUTh B (GopMme,
MOJTOTOBJIEHHOH JJIsl MPUMEHEHHSI.

[00122] AnTuTena k TSLP

[00123] Kommo3uuus Mo HACTOSALIEMY HU300peTeHuto coxepxkut antuteno k TSLP. B
WITFOCTPATUBHBIX BapUAHTaX OCyIIecTBJIeHHUs aHTHTEN0 K TSLP cnemmduueckn cBsi3biBaercs ¢
nonunentunom TSLP, kak uznoxkeHo B amuHokucaorax 29-159 uz SEQ ID NO: 2. TumycHblit
crpomanbhbiii  umdonostTud (TSLP) mnpencraenser coOOW IUTOKHMH, MPOHCXONSAIIUN U3
STMUTEITNABHBIX KJIETOK, KOTOPBI BBIPA0aThIBAETCS B OTBET HA MPOBOCHAUTENbHBIE CTUMYJIBI U
BBI3BIBAET AJUIEPTUUECKHUE BOCIAJHTEIbHbIE PEAKIMH, TJIABHBIM 0O0pa3oM BCIEACTBHE CBOEH
AKTUBHOCTH B OTHOIIeHHMH neHapuTHbIX kKiertok (Gilliet, J Exp Med. 197:1059-1067, 2003;
Soumelis, Nat Immunol. 3:673-680, 2002; Reche, J Immunol. 167:336-343, 2001), Ty4HbIX
kinerok (Allakhverdi, J Exp Med. 204:253-258, 2007) ® KJETOK, SIBJISFOLIUXCS
npenmecrsenHukamu CD34+ knerok. Swedin et al., Pharmacol Ther 169: 13-34 (2017). TSLP
nepefaeT CUrHal IOCPEACTBOM TeTePOAMMEPHOIO perenTopa, COCTOSIEro H3 aib(a-umenu

peuenropa unaTepselikuna (IL)-7 (IL-7Ra) u obmero peuenropa, nogodHoro y-uenu (TSLPR)
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(Pandey, Nat Immunol. 1:59-64, 2000; Park, J Exp Med. 192:659-669, 2000).

[00124] Ypoau mRNA (Brightling et al., J Allergy Clin Immunol 121:5-10 quiz 1-2
(2008); Ortega et al., NEJM 371:1198-1207 (2014)) u 6enka TSLP uenoseka (Ortega et al.,
(2014), BbIlIE) MOBBIIEHB! B ABIXATEJIbHBIX MyTSIX HHIUBUAYYMOB C aCTMOMW IO CPaBHEHHIO C
KOHTPOJISIMH, M BEJIMUMHA 5TOW SKCHPECCUU KOPPETHPYeT C TsuKeCThio 3aboneBanusi. Brightling
et al, (2008), Bbitie. HenaBHue uccienoBaHus MPOAEMOHCTPUPOBAIH CBSI3b OHOHYKJIEOTUIHOTO
nojgumoppusma B Jokyce TSLP denoBeka ¢ 3amuToOll OT acTMbl, aTOMUYECKOH acTMbl U
TMIIEPPEAKTHBHOCTH  JBIXaTEJIbHBIX ~ MyTeH, YTO  TO3BOJIIET  MPEANOJNIOXKHTb,  YTO
muddepeHnmanbHas peryssinus skcrnpeccun reHa TSLP Moker oOkas3piBaTh BJIHMSHHUE Ha
BOCTIpUUMYHBOCTH K 3a0oneBanmto. (To et al., BMC Public Health 12: 204 (2012); XOLAIR®
(omamusymalb):  Highlights  of  Prescribing  Information  2016. (mo  ccpuike
https://www.gene.com/download/pdf/xolair_prescribing.pdf.); Bleecker et al., The Lancet 388:
2115-2127 (2016). OTu naHHBIE CBUAETENBLCTBYIOT O TOM, 4TO HauenuBaHue Ha TSLP moxer
MOJABJISATh HECKOJIBKO OMOIOTHYECKUX CUTHAJBHBIX MYTEH, BOBICYEHHBIX B PA3BUTHE ACTMBL.

[00125] Bonee panaue HeknuHUYecKHe ucciaenosanusi TSLP mpoaeMoHcTpupoBau, 4to
nocie toro, kak TSLP BbICBOOOXKIAETCA U3 SMUTENHANBHBIX KJIETOK ABIXATENbHBIX MyTeH HIIH
CTPOMAJIbHBIX KJIETOK, OH aKTHBHUPYET TY4YHbIE KJETKH, ACHIAPUTHBIE KJIETKH M T-KJIETKH IS
BbICBOOOXKIeHNs UTOKMHOB Th2 (Hampumep, 1L-4/13/5). HenaBHO onyOnnKOBaHHbBIE TaHHBIE,
NOJIyYE€HHBbIE TPU HCCIEAOBAHUHM HA JIIOISAX, MPOIEMOHCTPUPOBAINA XOPOLIYIO KOPPEISILIHIO
mexxay reHoM TSLP u skcnipeccueli Oenka B TKaHsX, OLEHKOH npoduuis skcnpeccun reHa Th2 u
YPOBHEM 303MHO(IIOB B TKaHIX NpHU Tspkenod actMe. CrenoBaTenbHO, HaLENIHMBAIOLIEeCs
CPEACTBO Tepanuu Ha ocHOBe aHTHTena K TSLP moxer ObITh 3(QPEeKTHBHBIM y MALUEHTOB C
actMoil u Bocnanenuem Th2-tuma (Shikotra et al., J Allergy Clin Immunol. 129(1):104-11,
2012).

[00126] JlaHHBIE U3 APYTUX HCCIENOBAHUN CBUAETEIBCTBYIOT O TOM, uTo TSLP Moxer
CHOCOOCTBOBATh BOCIAJICHUIO JIbIXATENbHBIX MyTeil depe3 He3aBucuMble OT Th2 curHaibHbIE
NYTH, TAaKHUE KaK B3aUMOJIEHCTBHE MEXKAY TNIAJAKHMH MBIIIIAMU AbIXATEIbHBIX MyTeH U TYYHBIMU
knerkamu (Allakhverdi et al, J Allergy Clin Immunol. 123(4):958-60, 2009; Shikotra et al,
Bbie). TSLP Takke MOXeT CoCOOCTBOBATh MHIYLUPOBAHUIO Au(depeHunpoBku T-KIeTOK B
KJIeTKH, BblpabareiBaromte Th-17-IIUTOKWH, YTO TPUBOAUT K YCWICHUIO HEHTPOQUIBHOTO
BOCMAJICHUs, OObIYHO HaOmomaemoro npu Oonee Tsokenoit actme (Tanaka et al., Clin Exp
Allergy. 39(1):89-100, 2009). OTu naHHBIE U APYTHE HOBBIE OKA3ATENIbCTBA CBUAETEIBCTBYIOT O
ToM, 4ro OnokupoBanue TSLP MOXeT CIyKUTh IJIsl CYNPECCHMH MHOTHX OHOJOTMYECKHX
CHUTHAJIBHBIX IYTEH, BKJIFOYAs MyTH, B KOTOPBIX Y4acTBYIOT LUTOKHHBI Th2 (IL-4/13/5).

[00127] IIpenmonaraercs, 4to aHTHTENna, cnenuduueckne B oTHomeHWH TSLP,
NPUMEHNMBl B JICUEHHH AaCTMbl, BKIIOYas TSDKENYIH0 AacTMy, S03MHOQUIBHYIO acTMy,
HE303MHOPUIIBHYIO aCTMY/aCTMy € HH3KHM YPOBHEM 303MHO(IIOB U Apyrue (GopMbl acTMB,
OIMCAHHbIE B JAHHOM JOKYMEHTE.

[00128] Crennduyeckue CBA3BIBAIOLINE CPECTBA, TAKME KaK aHTUTENIA U BAPUAHTHI WJIH

(parMeHTbl aHTUTEN, KOTOpBIE CBS3BIBAIOTCS C MX AHTUI€HOM-MUIIEHbIO, Harpumep, TSLP,
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NPUMEHNMBI B CIIOCO0aX MO HACTOALIEMY H300peTeHH0. B OIHOM BapuaHTe OCYINECTBIICHUS
cenn(pUIecKoe CBI3bIBAOIIEE CPENCTBO MPEACTABIAET COO0M aHTUTENO. AHTHTENA MOTYT OBbITh
MOHOKJIOHaJIbHBIMU (MAD); peKOMOMHAHTHBIMH, XUMEPHBIMHU, I'YMAHU3UPOBAHHBIMH, TAKHE KaK
aHTUTENla C T[PUBUTBIMH  OIpPENeNSIOUIUMH  KoMIuieMeHTapHocTh  obnmactsimu  (CDR);
YeJIOBEUECKUMH, MPEACTABIATh COOOW BAPHAHTBI AHTHUTEN, BKIIHOYAS OJHOLICTIOYEYHBIE H/HMIIH
Oucneumduyeckne aHTHTENAa, a TakXke (QpParMeHThl, BAPHAHTBl WJIM WX TNPOU3BOIHBIE.
dparMeHTb! aHTUTEJ MTPEAYCMATPUBAIOT T€ YaCTH AHTUTENA, KOTOPBIE CBSI3bIBAIOTCS C SITUTOIIOM
Ha MOJIUTNIENTUE, PeACTaBysiomeM uaTepec. [Ipumepsl Takux (GparMeHTOB BKIOUYAKOT Fab- u
F(ab')-pparmentsi, NIOJIyYE€HHBIE MIOCPEACTBOM (bepMEeHTaTUBHOTO pacLIeIIeHNs
NOJTHOPa3MepHbBIX aHTUTeN. [[pyrue cBs3piBaromye GparMeHThl MPEeAyCMaTPUBAIOT (ParMeHTsl,
NOJIyYeHHBIE TIOCPEACTBOM MeTonuk pekomOmHanTHOH JIHK, Takux kak B3Kcrpeccus
PEKOMOMHAHTHBIX IUJIa3MHJ, COAEPKAIIMUX TIOCJIEAOBATEIbHOCTH HYKJIEHHOBOW KHCIIOTBHI,
KOAUpYIOIIHe BapuabeapHble 00JacTH aHTHTE.

[00129] MOHOKJIOHAJIbHBIE AaHTHTENA MOTYT ObITh MOAUGHUIIUPOBAHBI ISl IPUMEHEHHS B
KayecTBe TepamneBTHUYECKUX CpPEACTB WM JUArHOCTHYecKUx cpenacts. OauH BapuaHT
OCYIECTBIIEHHsI TPENCTABJIsAET COOOH "XMMepHOoe" aHTHTENO, B KOTOpOM HacTh Tspkenon (H)
w/wmm nerkoi (L) nenu upeHTHYHa UM TOMOJIOTHYHA COOTBETCTBYIOIIEH MOCIEA0BATENbHOCTH
B AHTHUTEJaX, MOJyUYEHHBbIX U3 ONPEAENIEHHOrO BHJA WIM NMPUHAMJIEKALINX K ONpPEIEIeHHOMY
KJIACCy WJIM TOJKJIACCY aHTUTEJN, TOrZa KaK OCTaibHAas(OCTabHBIE) YacTh(4acTH) menu(iemneii)
UIeHTUYHA(UIEHTUYIHBI) WJIH rOMOJIOTHYHA(TOMOJIOTUYHBI) COOTBETCTBYIOLIEH
NOCJIEI0BATENbHOCTH B AHTUTENAX, MOJYYEHHbIX M3 APYroro BHAA WM MNPUHAIEKAMNX K
APYroMy KJIAcCy WJIM MOAKJIACCY aHTUTeN. Takke BKIIOUEHBI (PparMEHThI TAKUX AHTHUTEN, €CIIU
OHU XapakTepu3yrTcs Tpedyemoii Ouonoruveckoit akTuBHOCTBIO. Cm. marent CIIIA Ne
4816567; Morrison et al., 1985, Proc. Natl. Acad. Sci. 81:6851-55.

[00130] B npyrom BapuaHTe OCYILIECTBJIEHHS] MOHOKJIOHAJIBHOE AHTUTENO MPECTABIISET
coboit "rymaHusupoBaHHOoe" aHTUTENO. CrocoObl T'yMaHU3ALMH AHTHUTEN, OTJIMYHBIX OT
YeJIOBEYECKUX, XOPOIIO M3BECTHbI M3 ypoBHsS TexHUKH. Cwm. mareHTel CIITA Ne 5585089 u Ne
5693762. Kak mnpaBwio, T'YMaHU3UPOBAHHOE AaHTUTENO COAEPKUT OIUH WU HECKOJBKO
AMUHOKHUCJIOTHBIX OCTaTKOB, BBEJEHHBIX B HETO U3 MCTOYHHKA, OTJIMYHOIO OT YeJIOBEYECKOTO.
I'yMaHM3aMI0O MOKHO OCYINECTBIISITh, HANPUMEpP, C MPUMEHEHHEM CIOCOOOB, ONMHMCAHHBIX B
nanHoi obnactu Texuuku (Jones et al., 1986, Nature 321:522-25; Riechmann et al., 1998, Nature
332:323-27; Verhoeyen et al., 1988, Science 239:1534-36), mocpeacTBOM 3aMEHbI IO MEHBIIIEH
Mepe YacTH OINpeNeNsiomell KOMIIEMEHTApPHOCTh OOJIACTH TPbhI3yHA Ha COOTBETCTBYIOLIUE
00J1aCTH YeIOBEUECKOTO aHTHTENA.

[00131] Hacrosimee wu30o0peTeHre Tak:Ke OXBAThIBAET YEJOBEUECKUE AaHTHTENA W
BapUaHTBl aHTUTEN (BKIIOYas (parMeHTel aHTUTEN), KoTophle cBsizbiBator TSLP. C
NPUMEHEHUEM TPAaHCT€HHBIX JKMBOTHBIX (HANpUMep, Mbllel), KOTOpPble CIIOCOOHBI
BbIpaOaThIBATh pemNepTyap YEJIOBEYECKMX AHTHTEI B OTCYTCTBHE BBIPAOOTKH 3SHAOTEHHBIX
UMMYHOTJIOOYJIMHOB, TaKH€ aHTUTENA MONIYYar0T MOCPEACTBOM UMMYHHU3ALUH MTOJUIENTHAHBIM

AHTUTEHOM (T. €. COZep’KaIllUM IO MEHbIIeH Mepe 6 CMEXHBIX aMUHOKHCIIOT), He0Os3aTeIbHO
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KOHBIOTUPOBAHHBIM ¢ HocuteseM. Cwm., Hanpumep, Jakobovits et al., 1993, Proc. Natl. Acad. Sci.
90:2551-55; Jakobovits et al., 1993, Nature 362:255-58; Bruggermann et al., 1993, Year in
Immuno. 7:33. Cm. Takxe 3asBku corimacHo PCT NeNe PCT/US96/05928 u PCT/US93/06926.
JlononmHuTenbHbIe criocoOb! onmucanbl B mateHTe CIIIA Ne 5545807, 3asaBkax cornmacHo PCT NoNe
PCT/US91/245 u PCT/GB89/01207, a Taxxke B eBpomneilickux mnareHTax NeNe 546073B1 u
546073A1. Yenoseueckue aHTUTENA TAK)Ke MOTYT ObITh MOJYYEHBI MOCPEACTBOM SKCIPECCHH
pexomOuHanTHONH JIHK B KileTkax-Xo3sieBaX WJIM MOCPENCTBOM SKCIPECCHU B THOPHIOMHBIX
KJIETKaX, KaK OMUCAaHO B JAHHOM JOKYMEHTE.

[00132] Xumepubie, CDR-nipuBHUTbIE U TYMaHU3UPOBAHHbIE AHTUTENA W/WJIA BAPUAHTBI
aHTUTE] OOBIYHO TIOJYYAlOT pPEKOMOWMHAHTHBIMU criocobamu. HykJI€MHOBBIE KHCIIOTHI,
KOAUPYIOIME AaHTUTENa, BBOAAT B KJIETKU-X03f€Ba U OKCIPECCUPYIOT C IPUMEHEHHEM
MaTepuajoB U TMpOLENyp, ONMUCAHHBIX B JAHHOM JIOKyMEHTe. B mpeanouTuTensHOM BapuaHTe
OCYILECTBJIEHUS] aHTUTEJIA MOJIyYal0T B KJIETKAX-X035€BaX MJIEKOIUTAIOIINX, TAKUX KaK KJIETKU
CHO. MoHok/IOHaNbHBIE (HampuUMep, YeJOBEYECKHE) AaHTHUTENa MOTYT OBITh MOJYYEHBI
nocpencTsoM skcmnpeccuu pexkombunantHoW JIHK B KkileTkax-xo3seBax WM MOCPEICTBOM
SKCIIPECCUH B THOPHIOMHBIX KJIETKAX, KaK OMMMCAHO B TAHHOM JOKYMEHTE.

[00133] AHTHTENA 1 BAPUAHTHI aHTHUTEN (BKIIIOYast pparMeHTsl aHTUTEN ), IPUMEHUMBIE B
crocobax Mo HacTosimeMy u300peTeHHro, npexycMmarpuBatoT antuteno k TSLP, comepxkaruee
(A) BapuabenbHBINM TOMEH JieTKOU Iienu, copepxkamuii: (1) mocnenosarenbHocTh CDR1 nerkoit
LEMH, COAEPKALIYI0 aMUHOKHUCIIOTHYIO MOCJIEI0OBATENbHOCTD, U3jokeHHyo o SEQ ID NO: 3;
(1) mocnemoBarenpHOCT CDR2  gjerkoit  wemu,  copepKallyrld  aMHHOKHCJIOTHYIO
nocJaenoBaTeNbHOCTh, u3noxkeHHyo nox SEQ ID NO: 4, u (ii1) nocnenosarensHocts CDR3
JIETKOM LIeMH, COAEPKaIly0 aMMHOKHUCIIOTHYIO TIOCIEA0BATENbHOCTD, U3J10KeHHY0 oA SEQ ID
NO: 5, u (B) BapuabenbHblii TOMEH TSDKENOH Lienu, comepskamuii: (1) MoCiaeqoBaTelbHOCTD
CDRI1 Tspxenoil nenu, cCoaepskalyro aMIHOKHUCIOTHYIO TIOCIIE0BATENbHOCTD, U3JI0KEHHYIO 1O

SEQ ID NO: 6;

b

(ii)) mocnenoBarenpbHOCTh CDR2  Tspkenod  1enu, COAEpIKaIlyro
AMHHOKHUCJIOTHYIO TIOCJIE€OBATENbHOCT, u3NokeHHYr0 mnoxg SEQ ID NO: 7, u (i)
MOCJIEIOBATEIbHOCTD CDR3 TSHKEJION Leny, cozepKaIyro AMUHOKHCIJIOTHYO
MOCIIeI0BATENbHOCTD, H3nokeHHyo nox SEQ ID NO: 8.

[00134] Takxke paccMaTPUBAIOTCS AHTHTENO WM BapUAHT aHTHUTENa, conepskamue (A)
BapuabeNnbHBIH JOMEH JIETKOH Lenmyu, BBIOpAaHHBIA ®3 rpymmbl, cocrosmed u3 (1)
NOCJIEIOBATENIbHOCTH aMUHOKHCIIOT, Ha MO MeHblieid mepe 80% (Hampumep, MpHOIU3HTENBHO
85%, nmpubmmurensao 90%, npudiamsurensao 95%, Oonee uem 95%) unenruunoit SEQ ID NO:
12; (i1) MOCJIEIOBATEIbHOCTH AMUHOKHCJIOT, KOJIUPYEMOM MOJIMHYKJIEOTHIHON
MOCJIEIOBATEIBHOCTBIO, KOTOpasi Ha o MeHbineil Mepe 80% (Hanmpumep, nmpudIu3uTENbHO 85%,
npudmm3uTeNbHo 90%, npudbmmsurensHo 95%, Gonee uem 95%) mpentnyna SEQ ID NO: 11;
(111) mOCNMenoBAaTENBHOCTH  AMHUHOKUCIIOT, KOAMPYEMOW  MOJUHYKJIEOTHIOM, KOTOPBIA
rUOpUAN3YeTCsT B YMEPEHHO JKECTKUX YCJIOBUSIX C KOMIUIEMEHTAPHBIM IOJMHYKIEOTHIOM,
cocrossuM u3 SEQ ID NO: 11, u (B) BapnaOenbHblli TOMEH TSDKENOW LETH, BHIOPAHHBIA U3

TPYIIBL, cOCTOsALIEeN U3 (1) MOCIeNOBAaTEIbHOCTH aMUHOKUCIIOT, KOTOpasi Ha 1O MEHbLIEH Mepe
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80% (mampumep, npudmmusuTenbHo 85%, npudmmsurensHo 90%, npubnusurensHo 95%, Oonee
geM 95%) unentunyna SEQ ID NO: 10; (i1) mocneaoBaTenbHOCTH aMHHOKUCIIOT, KOJUPYEMOIt
MOJIMHYKJIGOTHTHOM TIOCIeIOBATEIbHOCTBIO, KOTOpasi Ha Mo MeHbluei mepe 80% (Hampumep,
npudmmsuTenbHo  85%, mpubmusurensHo 90%, mnpubnusurensHo 95%, Oonmee wem 95%)
unentnuHa SEQ ID NO: 9; (iil)) mnocnemnoBaTeNbHOCTH aMHUHOKHCIOT, KOAUPYEMOM
NOJMHYKJICOTUAOM, KOTOPBIH TMOpUANM3YeTCS B YMEPEHHO JKeCTKHX  YCJIOBHAX €
KOMILIEMEHTapHBbIM NOJIHHYKIeoTunoM, coctosiiuM u3 SEQ ID NO: 9, unu (C) BapuabenbHbIi
noMeH Jierkoi renu (A) u BapuaOebHbBIN TOMEH TsDKeJIoH 1enu (A), Tae aHTUTENO WM BapUAHT
aHTUTeNa crenuuuecKku CBs3BIBAIOTCA ¢ nojunentuaoM TSLP, kak HM3JIOKEHO B
amuHokucyiorax 29-159 u3z SEQ ID NO: 2.

[00135] B mnnmrocTpaTuBHBIX chy4asx aHtuteno k TSLP comepkut TskKenyro Lemb,
CONep KAl aMHUHOKUCIOTHYIK mocaenoBarenbHocTh mog SEQ ID NO: 13, nmerkyro uemns,
CONepIKAIIYI0 aMHHOKHUCIOTHYIO nocienoBareabHocTh o SEQ ID NO: 14, unu Tspkenyro Lernb,
CONEepIKAIIYI0 aMHUHOKHUCJIOTHYIO mnocienoBarenbHocTh on SEQ ID NO: 13, u nerkyroo uerns,
CoIepIKaIly0 aMHHOKHUCIIOTHYIO nocienosareabHocTh moa SEQ ID NO: 14,

[00136] Tesenmenyma® mpencrasisier CcoOOW WILTFOCTpaTUBHOE aHTUTENO K TSLP,
conepskamee (A) BapuabeNnbHBIM TOMEH JIETKOW Iernw, comep:kamuii (i) MOCIenoBaTeIbHOCTh
CDRI1 nerxoil nenu, copep:Kalyr0o aMUHOKHCJIOTHYIO MOCJIEN0BATENIbHOCTb, U3JI0KEHHYIO O]
SEQ ID NO: 3; (i1) mocnenoBatenbHocTs CDR2 nierkoii nenu, Coaepaliyr0 aMHHOKHCIOTHYIO
nocJenoBaTeNbHOCTh, u3oxkeHHyo nox SEQ ID NO: 4, u (ii1) nocnenosarensHocTs CDR3
JIETKOM LeMH, COAEPIKALIYI0 aMUHOKHUCIIOTHYIO MOCJIE0BATEIbHOCTD, N3J0skeHHYI0 o SEQ ID
NO: 5, u (B) BapuaGenbHbIil TOMEH TSDKENON LEMH, copepkamuii: (1) MmociaenoBaTeIbHOCTb
CDRI1 Tspxenoil nenu, cCoaepskalyro aMIHOKHUCIOTHYIO TIOCIIE0BATENbHOCTD, U3JI0KEHHYIO 11O/
SEQ ID NO: 6; (ii) mnocnenoBarenbHocTh CDR2  Tspkenol  1enu, COAEpIKaIlyro
AMHHOKHUCJIOTHYIO  TOCJI€OBATENbHOCTb, u3NoxkeHHyro noxg SEQ ID NO: 7, wu (i)
MOCJIEIOBATEIbHOCTD CDR3 TSDKEJION Leny, coziepKalyo AMUHOKHCIJIOTHYO
MOCIIEI0BATENBHOCTD, H3nokeHHy o mox SEQ ID NO: 8.

[00137] Tezenenymabd Takke CONEPIKHUT:

[00138] (A) BapuaOenbHbIi JOMEH JIETKOH LIeMH, BEIOPAHHBIA U3 TPYIIIbL, COCTOSIIEH U3:

(1) mocnenoBaTeIbHOCTH AMHHOKHUCIIOT, Ha 10 MeHbIned Mepe 80% unentuanoit SEQ ID
NO: 12;

(i)  TOCNenOBaTEIBPHOCTH  AMHHOKHCIIOT, KOAUPYEeMOH  MOJUHYKJIEOTHUIHOU
MOCJIEIOBATEIbHOCTBIO, KOTOpasi Ha 1o MeHbIel Mmepe 80% unerarnuna SEQ ID NO: 11,

(111) TOCNEnOBATENPHOCTH AMHHOKHCIIOT, KOAMPYEMOH MOJUHYKICOTHIOM, KOTOPBIA
rHOpUAN3YETCST B YMEPEHHO JKECTKUX YCJIOBUSAX C MOCIENOBATEIBHOCTBIO, KOMIUIEMEHTAPHOM
MONUHYKJIEOTHAY, coctosmemy u3 SEQ ID NO: 11, u

[00139] (B) BapnaOenbHBINH JOMEH TSDKENOHW LIeNH, BHIOPAHHBIM U3 TPYIIIbI, COCTOSLIEH
u3:

(1) mocnenoBaTeNnbHOCTH AMUHOKHUCIIOT, KOTOpask Ha 1o MeHblueil Mepe 80% upeHTHIHA
SEQ ID NO: 10;
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()  mOCNenoBaTEIbPHOCTH  AMHHOKHCIIOT, KOAMPYEeMOH  MOJUHYKJICOTUIHOU
MOCJIEIOBATEIbHOCTBIO, KOTOpas Ha 1o MeHblei mepe 80% unentuuna SEQ ID NO: 9,

(111) TOCNEenOBAaTENPHOCTH AMHHOKHCIIOT, KOJUPYEMOH MOJMHYKJIEOTHIOM, KOTOPBIH
rUOpUAN3YyeTCsl B YMEPEHHO JKECTKUX YCJOBUAX C IMOCIENOBATEIbHOCTBIO, KOMIUIEMEHTAPHOM
NOJIMHYKJIeoTHAy, cocrosmemMy u3 SEQ ID NO: 9, unu

[00140] (C) BapuabenbHbIi TOMeH Jierkoi 1ienu u3 (A) 1 BapuabesbHbIN TOMEH TSKeJOMH
uenu u3 (B).

[00141] Hpyrue ummtocrpaTuBHble anTuTeNa K TSLP n3BecTHbI U3 ypoBHA TeXHUKH. CM.,
Hanpumep, NyOJUKALMU MEKIYHAPOAHBIX 3asBOK Ha mnateHThl NeNe WQ2017/042701,
W02016/142426, W0O2010/017468, nybnukanuro 3assku Ha mareHt CIITA Ne US2012/0020988
u nateHT CIIJA Ne 8637019. B ummoctpaTuBHbIX acriektax aHtuteno k TSLP mpencrasmsier
co0O#1 aHTUTENO, PACKPBITOE B OMHON U3 3THX MyOJIUKAIIHA.

[00142] B pa3znuuHbIX BapuaHTax OCylecTBieHMs aHTuteno k TSLP unu ero BapuaHt
aHTHUTENA SIBJIIOTCS OWBAJICHTHBIMH WM BBIOPAHBI U3 TPYIIIBL, COCTOSIIEH W3 YEIOBEUECKOIro
aHTHUTeNa, T'YMAaHU3UPOBAHHOIO aHTUTENA, XUMEPHOIO aHTUTENAa, MOHOKJIOHAJIBHOTO aHTUTENA,
PEKOMOMHAHTHOTO aHTHTENA, AHTHICHCBS3BIBAIOIIETO (pparMeHTa aHTUTENa, OTHOLETIOYEYHOTO
aHTHTENIa, MOHOMEPHOTO aHTHUTENa, Iuarelia, TpuaTena, Terparena, Fab-¢parmenra, anturena
IgG1, anturena IgG2, anturena IgG3 u anturena IgG4. B MuIOCTpaTUBHBIX acmekTax
antuteno k TSLP mpencrasisier codoit antureso IgG2.

[00143] B pa3nu4HbIX BapHaHTax OCYLIECTBJIEHUs BapuaHT aHTHTeNa K TSLP BeIOpaH u3
TPYIIBI, COCTOsIIEH W3 Auarena, Tpuarena, Terparena, Fab-¢parmeHTta, 0JHOZOMEHHOTO
anturena, scFv, roe nmo3y perynupyroT TakuMm o0pa3oM, YTOOBI YYaCTKU CBSI3bIBAHUSI ObUIH
SKBUMOJISIPHBI Y4acTKaM, JJIsl CBSI3bIBAHUS KOTOPBIX BBEJEHA /103a OMBAJEHTHBIX aHTUTEN. B
WUTIOCTPATHBHBIX aCMEeKTax 00a y4acTKa CBSI3bIBAHUS AHTHUTENA XAPAKTEPH3YIOTCS UACHTHYHBIM
cBsizbiBaHueM ¢ TSLP.

[00144] PaccmaTpuBaeTCsi, 4TO aHTUTENIO WJIM BaPUAHT aHTHTENA MPEICTABIISIIOT COOOM
anrureno IgG2. MmrocTpaTuBHbIE MOCIENOBATEIbHOCTH KOHCTaHTHOM obnactu [gG2 uenoseka,
noctynHble B 0ase maHHbIX Uniprot mox HomepoMm Uniprot PO1859, Bkito4YeHbI B JaHHBIA
JOKYMEHT  TIOCPEICTBOM  CCBUIKH. HUndopmanus, BKJIFOYass  MH(OPMAIUIO 0
NOCJIEIOBATENIbHOCTSX JAPYTMX KOHCTAHTHBIX OOJIACTeH TSKENOW M JIETKOH Lened aHTUTed,
Takke obmenocrynHa B Oase mAaHHbIX Uniprot, a Takxke B Apyrux 0aszax JaHHBIX, XOPOIIO
W3BECTHBIX CHELUAIHNCTAM B 00JIACTH KOHCTPYUPOBAHUS U MOJYYSHHST aHTHTEIL.

[00145] B onpeneneHHbIX BapuaHTaX OCYLIECTBJICHHUS IPOU3BOJHBIE AHTUTEIN
NPeAyCMaTPUBAIOT TE€TPAMEPHbIE TIIMKO3WJIMPOBAHHBIC AHTHUTENA, I7l€ KOJIMYECTBO W/ THI
yyacTKa TJIMKO3WIMPOBAHUSI OBUTM HW3MEHEHbl [0 CPaBHEHHID C aMHHOKHCIOTHBIMU
MOCJIEI0OBATENbHOCTAMI  MCXOJHOrO  MojJumentunaa. B ompedeneHHbIX — BapHaHTax
OCYIIECTBIIEHHUsI BApUAHTbI COAEpKaT OoJbliiee WM MEHbLIee KOJIMYECTBO Y4acTKOB N-
CBSI3aHHOTO TJIMKO3WJIMPOBAHUS, YeM HATUBHBIH Oelok. B kadecTBe anbTepHATHUBBI, 3aMEHBI,
KOTOpBIE YCTPAHSIOT 3Ty IOCIEAOBATENbHOCTD, OyAYT YAAIATh CYIIECTBYIOLIYIO N-CBA3aHHYIO

VIJIEBOJHYIO LieTib. Takke mpeayCcMOTpeHa NneperpynnupoBka N-CBA3aHHBIX YIJIEBOAHBIX LIETIEH,
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I7ie ONMH WM HECKOJNBKO N-CBSI3aHHBIX YYaCTKOB TJIMKO3UJIMPOBaHUS (OOBIMHO TEX, KOTOpPBIE
BCTPEYAIOTCS B MPHUPOJE) YAAISIIOTCA U CO3AIOTCSA OJUH MIIM HECKOJIBKO HOBBIX N-CBSI3aHHBIX
y4acTKOB. JIOTMONHUTENbHBIE MPEANOYTUTENbHBIE BAPHAHTHI AHTUTEN IPENyCMAaTPUBAIOT
LIICTENHOBbIE BAPUAHTBHI, I71€ OAWH WJIM HECKOJIBKO OCTATKOB LIUCTEMHA yIAJIE€HbI HIIH 3aMEHEHBI
APyrol aMHHOKHUCIIOTON (HampuMmep, CEpUHOM) IO CPABHEHUIO C MCXOAHOH aMHUHOKHMCIIOTHOMN
HIOCJIEIOBATENbHOCTBI0. [{MCTENHOBBIE BapUaHThl MOTYT OBITh HPUMEHHMBI, €CIH AHTHTENA
JOJDKHBI TIOJIBEPraThCsl MOBTOPHOMY (DOJIUHTY B OMOJIOTMYECKH AKTHBHYIO KOH(OPMALHIO,
HarpuMep, Mociie BbIACIEHHs] HEPACTBOPUMBIX TeNel BKIFOUeHus. Kak nmpaBuiio, LIUCTEHMHOBBIE
BAPHUAHTBI COAEPKAT MEHBINE OCTATKOB LINCTEHHA, Y€M HATHUBHBIA O€JIOK, 1 OOBIYHO COmepIKaT
YeTHOE€ KOJHYECTBO, YTOOBI CBECTM K MHHUMYMY B3aMMOACWCTBUS, OOYCIIOBJIEHHBIE
HECMapEeHHbIMU OCTATKAMH LIUCTEHHA.

[00146] TpeOyeMble aMUHOKHUCIOTHBIE 3aMeHbl (MO0 KOHCEpBATHBHBIE, JHOO
HEKOHCEPBATHUBHBIE) MOTYT OBITh ONpEAENeHbl CHELHUAINCTAMH B JAHHOW OOJACTH TEXHHKH
TOTAa, KOrAa Takue 3aMeHbl TpeOyrorcs. B ompeneneHHbIX BapuaHTaX OCYINECTBIICHUS
AMHHOKHUCJIOTHbIE 3aMEHBbl MOXXHO HCIIONIB30BAaTh Ui HMIEHTH()UKALNN BaKHBIX OCTATKOB
aatuten K TSLP uenoBeka MM Ui MOBBIICHUS WIN CHIKEHHA ap(PUHHOCTH ONMHUCAHHBIX B
IaHHOM AokyMeHTe antuten kK TSLP uenoseka.

[00147] CornacHo ompeneNeHHbIM BapHaHTaM OCYILIECTBJICHUs MPEANOUYTUTENbHBIMU
AMHHOKHUCJIOTHBIMU 3aMEHAMH SIBJISTFOTCS 3aMeHbl, KOTOphIe: (1) CHUKAIOT 4yBCTBUTEIBHOCTD K
nporeonnsy, (2) CHMXAIOT YyBCTBUTENBHOCTh K OKHCIEHHIO, (3) M3MeHSIT a(p@UHHOCTH
CBSI3bIBAHUS A1 00pa3oBaHMs OENKOBBIX KOMIUIEKCOB, (4) M3MEHSIOT 3HadeHus apUHHOCTH
CBSI3bIBaHUS W/WH (4) MpUIArOT Apyrue PU3UKO-XUMHUYECKHE UM (PyHKIMOHAIbHBIE CBOWCTBA
TaKUM TMonunentuaaM win MoaupuuupyoT ux. CoriacHo oOIpeneneHHbIM BapHaHTaM
OCYLIECTBJICHHUs OJHA WJIM HECKOJBKO AMHUHOKHUCIOTHBIX 3aMeH (B ONpeNeNeHHbIX BapHaHTax
OCYLIECTBJICHHsS] KOHCEPBATHUBHbIE AMHHOKHUCIOTHbBIE 3aMEHbI) MOTYT OBITH OCYIINECTBIIEHBI BO
BCTPEYAIOLIEHCS B MPUPOJIE MOCIESIOBATEIBHOCTH (B ONMPENeIeHHbIX BAPHAHTAX OCYILECTBIICHHS
B 4YacTH TOJIMIENTHAA 3a TMpeaejaMd JoMeHa(IOMEHOB), 00pa3yromero(o0pa3yroImx)
MEKMOJIEKYJISIPHbIE KOHTAKThI). B OnpeneneHHbIX BapHaHTax OCYLIECTBJIEHHsS] KOHCEPBATUBHAS
AMHHOKHCJIOTHAs 3aMe€Ha OObIYHO HE MOXKET CYIECTBEHHO H3MEHHTb CTPYKTYPHbIE
XapaKTEPUCTUKU MCXOMHOM MOCIENOBATENBHOCTU (HAIPUMEp, 3aMEHSIOMIasi aMUHOKHCIIOTA He
IOJDKHA XapaKTePU30BATHCS TEHACHLUEH K pa3pbIBY CITUPAH, KOTOPAsi BCTPEYAETCS] B HCXOIHON
NOCJIEIOBATENIbHOCTH, WM K HApPYLUIEHWIO JAPYTHUX THIIOB BTOPHYHOH CTPYKTYPBI, KOTOPBIE
XapaKTEPU3YVIOT MCXOIHYIO TOCIEAOBATENbHOCTD). [IpuMepsl M3BECTHBIX M3 YPOBHS TEXHHKH
BTOPUYHBIX M TPETUYHBIX CTPYKTYyp MOJUIENTHAOB omnucaHbl B Proteins, Structures and
Molecular Principles (Creighton, Ed., W. H. Freeman and Company, New York (1984));
Introduction to Protein Structure (C. Branden and J. Tooze, eds., Garland Publishing, New Y ork,
N.Y. (1991)) u Thornton et al. Nature 354:105 (1991), kaxaast U3 KOTOPBIX BKIIFOUEHA B TAHHBIN
IOKYMEHT IOCPEICTBOM CCHUIKH.

[00148] B coOTBETCTBUM C BBIIIEU3JIOKEHHBIM, B HEKOTOPBIX aCMEKTaxX KOMITO3ULIMS 1O

HACTOSALIEMY HU300PETeHHIO COAEPkKUT OT mpudau3uTenbHo 110 mr/min no npubnusurensao 140
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mr/mi anturena k TSLP, mpubmusurensHo 0,01% (Bec/obbem) + 0,005% (Bec/oObem)
nonucopbara 80, Oonee uem nmpudnuszuTenbHoO 2,5% (Bec/00beM) U MeHee YeM MPHUOIM3UTEIBHO
3,0% (Bec/o0vem) L-mponuna u ot mpubmmsurensHo 20 MM po npubnusurensHo 30 MM
alerara, rjie BsI3KOCTb KOMITO3ULIUU COCTaBJIsieT MeHee yeM npuonmsutensHo 20 cll (Hanpumep,
15 cIl) mpu 23°C, u 3Hauenue pH coctaBnsier MeHee yeM MpUOIU3UTENBHO 5,5, HeoOs3aTeNnbHO
npubnusutensHo 5,2. HeoOs3atenbHo anTuTeno k TSLP comepxur (A) BapuabenbHbIN TOMEH
Jgerkoi uenw, coxepxammii (i) mocnenosarenbHOCcTh CDR1  jerkoil uemw, copepikamiyro
AMHHOKHUCJIOTHYIO  TOCJIEIOBATeIbHOCTh, u3JokeHHy0o mnoxny SEQ ID  NO: 3; (i)
MOCJIEIOBATEIbHOCTD CDR2 JIerKoin LeH, cozepKaIyo AMUHOKHCIIOTHYIO
NOCJIe0BaTeNbHOCTD, u3okeHHy0 mox SEQ ID NO: 4, u (iii) nmocnenosarensHocts CDR3
JIETKOM MU, COAESPIKAIIYI0 aMUHOKHUCIIOTHYIO TTOCJIEI0BATEIbHOCTD, N3okeHHy0 non SEQ ID
NO: 5, u (B) BapuabenbHbIii TOMEH TSDKENOH Iienu, copepkamuid: (1) MociaenoBaTelbHOCTD
CDRI1 Tsxenol nenu, cofeprKallyro aMUHOKUCIIOTHYIO MOCJIE0BATENIbHOCTD, H3JI0KEHHYIO M0]1

SEQ ID NO: 6;

2

(i) mocnenoBarenpHOCTE CDR2  TspKenmoW 1enH, COAEpIKaLIyIO
AMHHOKHUCIJIOTHYIO TIOCJIENOBATENbHOCTh, u3NoxkeHHyto mnox SEQ ID NO: 7, wu (i)
MOCJIEIOBATEIbHOCTD CDR3 TSKEJION Leny, cozepKallyro AMUHOKHCIIOTHYO
NOCJeA0BaTENbHOCTh, u3jokeHHy0o noa SEQ ID NO: 8. B wunmocTpaTuBHBIX clydasx
KOMITO3ULIUST  cofepkuT npubmusutensHo 110 mr/mn  amturena k  TSLP, nHampumep,
tesenenymada, 0,01% (Bec/o0bvem) monucopbara 80, ot mpudnusurenbHo 2,5% (Bec/odbeM) 1o
npubnusutensHo  3,0% (Bec/oOvem) L-mponmmua u ot npubmmsurensHo 20 MM no
npubnusutensHo 22 MM anerara, TAe KOMIIO3UIUS XapakTepusyercss 3HadeHuem pH,
COCTABJIAIOLIMM NpuONM3uTenbHO 5,2, rae aHtureno k TSLP HeoOs3aTenpHO comepskutr (A)
BapHuadeIbHBIN JOMEH JIETKOH 1emnu, coaepkamuii: (1) mocnenoarenbHocTh CDR1 nerkoii nemnm,
COZEPKALIYI0 aMHUHOKHCIIOTHYIO TMOCJEI0BATENbHOCTD, H3oxkeHHyo nog SEQ ID NO: 3; (ii)
MOCJIEA0BATENbHOCTD CDR2 JIETKOU Leny, COJZIEPIKALIYIO AMUHOKHCJIOTHYIO
nocjaenoBaTeNbHOCTb, u3jokeHHyo nox SEQ ID NO: 4, u (iii) nocnenoarenbHocts CDR3
JIETKOM 1eMH, COAEPIKAIIYI0 aMUHOKHUCIIOTHYIO TTOCJIEI0BATEIbHOCTD, N3NoskeHHyo o SEQ ID
NO: 5, u (B) BapuaOenbHbI JOMEH TSDKENOW LEMH, comepxainuil. (1) MOCieaoBaTeIbHOCTh
CDRI1 Tspxenoi memnu, CoaepskKamy aMIHOKUCIOTHYIO MTOCIEI0BATEIbHOCTD, U3JIOKEHHYIO MO
SEQ ID NO: 6; (i) mnocnenoBarenpHocTh CDR2  Tspkenod 1enu, COmeprKarnyro
AMHHOKHUCJIOTHYIO TIOCJIENOBaTeNbHOCT, wu3nokeHHYyr0 mnoxy SEQ ID NO: 7, u (i)
MOCJIEIOBATENbHOCTD CDR3 TSKENION Leny, cozepKalyro AMUHOKHCIIOTHYO
NOCJe0BaTENbHOCTh, u3NokeHHy0 mnoxa SEQ ID NO: 8. B anbrepHaTHBHBIX Clydasx
KOMITO3ULIUST  COOepKUT npubmusutenvHo 140 wmr/mn  amtutena k  TSLP, nHampumep,
tezenenymada, 0,01% (Bec/o0bpem) monucopbara 80, ot mpudnusutenbHo 2,6% (Bec/odbeM) 1o
npudmmsutensHo  2,7% (Bec/odvem) L-mponmmaa w ot mnpubmmsurensHo 23 MM 1o
npubnusutensHo 25 MM amerata, TA€ KOMIIO3WLMS XapakTepusyercss 3HaueHueMm pH,
COCTABJISIIOLIMM TNpuOnm3uTensbHo 5,2, rae aHtureno k TSLP HeoOs3atenbHO comepxut (A)
BapuadeIbHBIN JOMEH JIETKOH ey, coaepkamuii: (1) mocnenoarenbHocTh CDR1 nerkoii nenm,

COZIEPIKALIYI0 aMUHOKHUCIIOTHYIO TMOCJIEN0BAaTENbHOCTD, H3sokeHHy0 nox SEQ ID NO: 3; (i1)



45

MOCJIEIOBATEIbHOCTD CDR2 JIErKOHN LeH, cozepKaIyro AMUHOKHCJIOTHYO
nocJaenoBaTeNbHOCTh, u3oxkeHHylo nox SEQ ID NO: 4, u (ii1) nocnenosarensHocts CDR3
JIETKOM LeMH, COAEPIKAIIYI0 aMUHOKHUCJIOTHYIO MOCJEN0BATEIbHOCTD, N3J0keHHYI0 o SEQ ID
NO: 5, u (B) BapuaOenbHbIi TOMEH TSDKENOHM Iienu, copepskaiuii: (1) MocienoBaTeIbHOCTb
CDRI1 Tsikenoi nenu, CoaepskKally aMUHOKUCIOTHYIO MOCIEA0BATEIbHOCTD, U3JIOKEHHYIO MO
SEQ ID NO: 6; (ii) mnocnenoBarenbHocTh CDR2  Tspkenod 1enu, COmepIKallyro
AMHHOKHUCJIOTHYIO TIOCJIE€OBATENbHOCTb, u3joxkeHHyto mnox SEQ ID NO: 7, wu (i)
MOCJIEIOBATEIbHOCTD CDR3 TSDKEJION ey, CoZlepIKaIIYIO AMHUHOKHCIJIOTHYIO
MOCJIeIOBATEbHOCTD, M3nokeHHy0 mox SEQ ID NO: 8.

[00149] CornacHO BBIIEU3IOKEHHOMY, B HEKOTOPBIX AaCMeKTax KOMIO3ULIUS IO
HACTOSIIEMY U300PETEHHIO COAEP KUT OT mpudau3uTenbHo 180 mr/mn no npubnusurensro 210
mr/mn  anturena k TSLP, npubnusurensHo 0,01% (Bec/obbem) =+ 0,005% (Bec/oObem)
nojucopbara 80, 15-190 MM apruaunHa B Qopme ocHoBanus, 25-200 MM riyTaMUHOBOH
kucnotel u 0-250 MM nponuHa, A€ BI3KOCTb KOMIIO3ULIMM COCTaBJISIET MEHEE YeM
npubnusutensHo 22 cll (Hanpumep, 15, 17 umm 20 cll) npu 23°C, u 3nagenne pH cocrasnsier
MeHee ueM NpuOIM3uTeNnbHO 5,7, HeoOs3arenpHO mpudmmsuTensHo 5,4, HeobszatenbHo
aatureno k TSLP comepxkutr (A) BapmaOenbHBIH OOMEH JIETKOM Ienu, conepskamuil (1)
MOCJIEIOBATEIbHOCTD CDR1 JIETKOHN LeMH, cozepKaIlyro AMUHOKHCJIOTHY IO
nociiefoBaTebHOCTD, m3oxkeHHyro mox SEQ ID NO: 3; (i1) nocienoarensnocts CDR2 jerkoit
LIETH, COAEPKALIYI0 aMUHOKHUCIIOTHYIO MOCIEN0BATENbHOCTD, U3j10keHHY0 o SEQ ID NO: 4,
u (i) mnocnenoBarenpHOCT CDR3  gjerkodt  memu, copepikKamqyrd aMHUHOKHCIIOTHYIO
nocienoBaTenbHOCTh, n3nokeHHyo nog SEQ ID NO: 5, u (B) BapuabenpHbIl TOMEH TsDKEIOH
uenyu, coxpepxamuii: (1) mnocnenoBarenpHOCTh CDRI1  Tspkenmoit  wemw,  ComepiKarnyro
AMHHOKHUCJIOTHYIO — TOCJIENOBAaTeIbHOCTh, u3jJokeHHy0o mnomg SEQ ID  NO: 6; (i)
MOCJIEA0BATENbHOCTD CDR2 TSKEJION LeTH, COJZIEPIKALIYIO AMUHOKHCJIOTHYIO
NOCJIe0BaTENbHOCTb, u3jokeHHy0 mox SEQ ID NO: 7, u (iii) nmocnenosarenbHocts CDR3
TSDKEJION LIeMH, COAEpP KAy aMUHOKUCIIOTHYIO MOCIEN0BaTENbHOCTD, U3JI0XKeHHY0 nog SEQ
ID NO: 8. B pa3nuyHbIX BapuaHTax OCYLIECTBJIEHHS BOJHAs KOMIIO3ULUsS copepxut 140 MM
apruHuHa B ¢opme ocHoBaHUs M 150 MM riyTaMHHOBOW KHUCJOTBHL. B pa3nuyHbIX BapuaHTax
OCYIIECTBIIEHHsI BOJHAsI KOMIO3uLus conepkutT 140 MM aprunuHa B ¢opme ocHoBanusi, 150
MM rayramuHoBOH KucioTel, 0,01% (Bec/odwvem) momucopdara 80, pH 5,4. B pasnuunbx
BApPHUAHTAX OCYLIECTBICHHUs BOAHAS KOMIIO3ULMs comepkur 80 MM apruHuHa B (opme
ocHOBaHus, 85 MM riyramMuHOBOM KUCIOTHI U 100 MM L-nponuna. B pasnuuHbIX BapuUaHTax
OCYIIECTBIIEHHs BOJHAs KOMNO3UIUs comepkut 80 MM aprunHuHa B popme ocHOBaHMsA, 85 MM
rIIyTaMHUHOBOM KuciaoTel, 100 MM L-niponuna, 0,01% (Bec/06bem) nmonucopdara 80, pH 5,4.

[00150] CornacHO BBIIEU3NIOKEHHOMY, B HEKOTOPBIX AaCHeKTax KOMIO3ULIUS IO
HACTOSLIEMY U300PETEHHIO COAEPKUT OT mpudau3uTenbHo 180 mr/min no npubnusurensao 210
mr/mn anturena k TSLP, mpubmusurensro 0,01% (Bec/odvem) + 0,005% (Bec/oObem)
nojucopbara 80, 10-125 MM aprunuHa B Qopme ocHoBaHus, 25-225 MM riyTaMHHOBOH

kucaotel U 0-250 MM mnponuHa, A€ BI3KOCTb KOMIIO3ULIMM COCTaBJISIET MEHEE YeM
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npubnusutensHo 22 cll (manpumep, 15, 17 umm 20 cll) npu 23°C, u 3nauenue pH cocrasmnsier
MeHee ueM NpuOIM3uTeNbHO 5,7, HeoOs3arenbHO mnpubmmsuTenbHo 5,4, HeobszarenbHo
antureno k TSLP comepxxutr (A) BapuaOenbHBIH JOMEH JIETKOM Iemnu, conepskamuii (1)
MOCJIEIOBATEIbHOCTD CDRI1 JIErKOH LeIY, cozepaKalIlyro AMUHOKHCJIOTHYO
NOCJIEI0BATENbHOCTD, H3oxkeHHYI0 og SEQ ID NO: 3; (i1) nocnenosarenbHocts CDR2 nerkoit
L[eNH, COAEePIKAIIYI0 aMUHOKHCIIOTHYIO MOCJIEA0BAaTEeIbHOCTD, N3NiockeHHY0 oa SEQ ID NO: 4,
u (iii) mnocnenoBarenbHOCTH CDR3  jerkod  wemu, COAEPIKAINYK AMHHOKHCIIOTHYIO
NoCJIen0BaTeNbHOCTD, 3oskeHHyI0 o SEQ ID NO: 5, u (B) BapuabenbHblli JOMEH TsKEIOH
uenu, coxepxamui: (i) mnocnenoBarenbHocTh CDR1 Tspkenmoit  memu,  COAEpIKalnyro
AMHHOKHCJIOTHYIO — IIOCJIEIOBATeIbHOCTh, U3JokeHHy0o mnoxny SEQ ID  NO: 6; (i)
MOCJIEIOBATEIbHOCTD CDR2 TSKEJION Leny, cozepKalyo AMUHOKHCIIOTHYO
NOCJIEIOBATENbHOCTD, M3JokeHHy mox SEQ ID NO: 7, u (iii) mocnenoBarenpHOCcTE CDR3
TSDKEJION LIeMH, COAEpP KaIlyl0 aMUHOKUCIIOTHYIO MOCHIEA0BAaTENbHOCTD, U3JI0KeHHY0 nog SEQ
ID NO: 8. B pa3snuuHbIX BapHaHTaX OCYLIECTBJIEHUs BOAHAs KOMIIO3ULUS COIEpKUT 95 MM
apruarHa B ¢opme ocHoBaHMsA U 170 MM TiyTaMHHOBOW KHCIOTHL. B pasmuuHBIX BapHaHTax
OCYIIECTBIIEHHs BOJHAS KOMIO3HUIMUs comepkuT S0 MM aprunHuHa B popme ocHOBaHMsA, 95 MM
IJIyTAMUHOBOM KUCIOTHI U 85 MM L-nponuna. B pa3nu4yHbIX BapuaHTax OCYLIECTBJICHUs BOJHAS
KOMITO3ULMsT comepkut 95 MM aprunuHa B (opme ocHoBanms, 170 MM riyTaMHHOBOH
kuciorsl, 0,01% (Bec/oObem) momucopbara 80, pH 5,4, B pasnuyebx BapuaHTax
OCYIIECTBIIEHHs BOJHAs KOMIO3HUIUs copepkut S0 MM aprunHuHa B opme ocHOBaHMsA, 95 MM
Iy TAMUHOBOU KUCJIOTHL, 85 MM L-nponuna, 0,01% (Bec/o0vem) nmonucopbara 80, pH 5,4.
[00151] CornacHO BBIIEU3IOKEHHOMY, B HEKOTOPBIX AaCHeKTax KOMIIO3ULIUS 10
HACTOSIIEMY M300PETEHHIO COAEPIKUT OT mpudau3uteabHo 180 mr/mn no npubnuszurensHo 210
mr/mn antutena k TSLP, npubmusutensHo 0,01% (Bec/o6vem) + 0,005% (Bec/oObem)
nojucopbata 80, comeprkut 15-130 MM kanbius, 30-300 MM riyramata u 0-250 MM niposiuHa,
I7ie BSI3KOCTb KOMIIO3UIIUHU COCTaBJIsieT MeHee ueM npudmusutenbHo 20 cll (Hampumep, 15 unm
17 cIT) mpu 23°C, u 3HaueHue pH cocTaByiseT MeHee YeM NMPUOTU3UTENBHO 5,5, Heo0sA3aTeNbHO
npubnusutensHo 5,0. HeoOs3aTenpHo anTuTeno k TSLP comepkut (A) BapraOenbHbINH JOMEH
Jerkod uenu, comepxkamuii (1) mocnemoBarespbHOCTh CDR1  jerkoii memw, conmepskaiqyro
AMHHOKHCJIOTHYIO  IIOCIENOBATEIbHOCTh, M3JokeHHyr0o mnoxny SEQ ID NO: 3; (i)
MOCJIEIOBATENbHOCTD CDR2 JIerKOin LeMH, cozepKalIyro AMUHOKHCIIOTHYO
NoCJIenoBaTeNbHOCTh, n3okeHHy0 nox SEQ ID NO: 4, u (iii) nmocnenosarensHocTs CDR3
JIETKOM LEMHU, COAEPIKAIY0 aMUHOKHUCIIOTHYIO TTOCJIEN0BATEIbHOCTD, N30keHHyo o SEQ ID
NO: 5, u (B) BapuabenbHbIii TOMEH TSDKENOH Iienu, copepskamuid: (1) MocIenoBaTeNbHOCTD
CDRI1 Tsixenoii menu, Coaep Kamy aMUHOKHUCIOTHYIO TIOCIEA0BATENbHOCTD, U3JI0KEHHYIO 11O
SEQ ID NO: 6; (i) mnocnenoBarenpHOocTh CDR2  Tspkenol 1enu, Ccomepikarnyro
AMHHOKHUCIJIOTHYIO TOCJIENOBATENbHOCTh, u3NoxkeHHyo mnox SEQ ID NO: 7, u (i)
MOCJIEOBATEIbHOCTD CDR3 TSDKEJION Leny, cozepaKaIyro AMUHOKHCJIOTHYIO
NOCJEN0BATENbHOCTD, u3JOkeHHy0 mnog SEQ ID NO: 8. B pasnuuHbIX BapuaHTax

OCYLIECTBJIEHUsI BOAHAst koMmmozunus copep:xxkut 100 MM kanpuusa u 230 MM ruiyramarta. B
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Pa3IMYHBIX BapUAHTaX OCYLIECTBJICHHS] BOAHAsA KOMIO3ULUsA comepkuT 60 MM kanbuus, 140
MM rayramara u 70 MM L-nponuna. B pasiauuHbIX BapuaHTaX OCYLIECTBJEHUS BOJHAs
komnozunusi cogepkut 100 MM kanbums, 230 MM riyramara, 0,01% (Bec/o6bem) monucopbara
80, pH 5,0. B pa3snu4HbIX BapuaHTax OCYIUECTBJICHUs] BOJAHAs KOMIIO3ULUs copepxkuT 60 MM
kanbLyst, 140 MM riyramara, 70 MM L-nposnuna, 0,01% (Bec/06bem) monucopbara 80, pH 5,0.

[00152] CornacHO BBIIIEU3IOKEHHOMY, B HEKOTOPBIX aCMEKTax KOMIIO3ULIUSA II0
HACTOSAIIEMY M300pPETEHHIO COAEPKUT OT npubnusurenbHo 180 mMr/mn no npubnusurensHo 210
mr/mn anturena k TSLP, npubmusurenpro 0,01% (Bec/odbem) = 0,005% (Bec/oObem)
nonucopbara 80, 15-195 MM xkanbius u 25-320 MM u 0-220 MM mposivHa, TAe BS3KOCTb
KOMITO3UIIMH COCTaBJisieT MeHee yeM npudausutenbHo 20 cll (manpumep, 15 wmm 17 cIl) npu
23°C, wu 3Hauenue pH cocraBnsier MeHee dYeM MNPUOMU3HTEIBHO 5,5, He0OOs3aTENbHO
npubnusutensHo 5,0. HeoOs3atenpHo anTHTENn0 K TSLP comepxur (A) BapuabenbHbIN TOMEH
Jerko uenw, coxepxkammii (i) mocnenosarenbHOCTh CDRI1 jerkoidl memm, conmepiKkarmyro
AMHHOKHCJIOTHYIO  IIOCIENOBATEIbHOCTh, M3JOkeHHyr0o mnoxny SEQ ID NO: 3; (i)
MOCJIEIOBATEIbHOCTD CDR2 JIerKONn LeMH, cozep Kalyro AMUHOKHCIIOTHYO
NoCJIenoBaTeNbHOCTh, M3okeHHy0 mox SEQ ID NO: 4, u (iii) nmocnenosarensrHocTh CDR3
JIETKOM LEMH, COAEPIKAIIYI0 aMUHOKHUCIIOTHYIO TTOCJIE0BATEIbHOCTD, N30keHHY0 o SEQ ID
NO: 5, u (B) BapuaOenbHbI TOMEH TSDKENOHW Ienu, copepskamuii: (1) MmocinenoBaTeIbHOCTb
CDRI1 Tsixenoii nemnu, Coaepskaiy aMIHOKUCIOTHYIO MOCIEI0BATEIbHOCTD, U3JIOKEHHYIO MO
SEQ ID NO: 6; (i) mnocnenoBarenbHocTh CDR2  Tspkenol menu, COmepikarnyro
AMHHOKHUCIJIOTHYIO TOCJIENOBAaTeNbHOCTh, u3NoxkeHHyro mnox SEQ ID NO: 7, u (i)
MOCJIEIOBATEIbHOCTD CDR3 TSDKEJION Leny, CozepKaILYIO AMUHOKHCJIOTHYO
NOCJEN0BATENbHOCTh, u3JNOkeHHYy0 mnog SEQ ID NO: 8 B pasnuuHbIX BapuaHTax
OCYILIECTBJIEHUs] BOAHAsA koMmnosuuust cogep:kuT 110 MM kanpuus u 240 MM riiyTaMHHOBOM
KHUCJIOTBL. B pasnuuHbIX BapuaHTax OCYLIECTBJIEHUS BOAHAs KOMOO3ULUsA coaep:kuT 70 MM
kanbiys, 145 MM raoyramara u 60 MM L-nponuHa. B paznuyHbIX BapuaHTax OCYILECTBIICHUS
MpeayCMOTpeHa BOJHAas komnosuuusi, copepxkamas 110 MM kanbumsi, 240 MM riyramara,
0,01% (Bec/o6bvem) monucopbara 80, pH 5,0. B pasnuyHbIX BapHaHTaX OCYLIECTBJICHHs BOIHASI
komro3unusi copepkut 70 MM kanmbuums, 145 MM ramyramara, 60 MM L-nponuna, 0,01%
(Bec/00bem) monucopbara 80, pH 5,0.

[00153] Cnoco6b1 npumMeHeHust

[00154] He orpannuuBasiCb KOHKPETHOI TeopHel U OCHOBBIBAsIChb, 110 MEHBIIEH Mepe
YaCTUYHO, Ha JAHHBIX, MPEICTaBIEHHbIX B JAHHOM JOKYMEHTE, KOMIIO3UIMM, PACKPBIThIE B
HACTOSIIIEM H300PETEHNH, OCOOEHHO XOPOIIO MPUTOAHBI ISl JICYEHHUS MALIEHTOB, CTPAJAF0IINX
BOCMIAJIUTENIbHBIM ~ 3a0oneBaHneM. lcmonmb3yemblii B~ JaHHOM  JOKYMEHTE  TEPMHH
"BOCHIAIUTENBHOE 3aboneBanue" OTHOCHUTCS K MEAULIMHCKOMY COCTOSIHHIO,
IpeayCMaTpPUBAIOLIEMy aHOMAJIbHOE BOCIAJIEHHE, BbI3BAHHOE aTaKONM MMMYHHOI CHCTEMbI Ha
COOCTBEHHBIE KJIETKM HJIM TKaHHU OPraHM3Ma, YTO MOXKET NMPUBOIUTH K XPOHHYECKOH 0oy,
MOKPAaCHEHUIO, OTE€KY, CKOBAHHOCTU U MOBPEXKACHUIO HOPMAJbHBIX TKaHell. BocmamurenbHble

3a00neBaHMsl TMPENyCMATPUBAIOT, HANPUMEpP, AacTMy, XPOHMYECKYIO IENTHYECKYIO S3BY,
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TyOepKyJie3, MNEepHONOHTUT, CHUHYCHT, AKTUBHBIA TI'€NaTUT, AHKWIO3UPYIOIIHMN CIOHIMUJIHT,
PEBMATOMIHBINA apTPUT, XpOHUYECKoe oOcTpykTHBHOE 3ad0oneBanue yerkux (COPD), Gone3ns
Kpona, s3BEHHBI KOJHUT, OCTEOAPTPUT, AaTEPOCKIEPO3, CHUCTEMHYIO KPACHYIO BOJYAHKY,
aTONMUYECKUHN AEPMATUT, 203uHOPuabHbI 230¢hacum (LoL), nazanvuvie noaunsi, XpOHUYECKyIO
CHOHmMAHHYI0 Kpanueénuyy, 3a0oneBaHue, BbI3BaHHOe Ig (Takoe kak IgA-nHedpomatus wu
BOJUAHOYHBIH He(pHT), 03MHO(PUIBHBIN TaCTPUT, XPOHHUECKHH CHUHYCUT O€3 Ha3aJbHBIX
HOJIMIIOB M uauonatuueckuid jerounsiii ¢udpo3 (IPF) u 1. m. B mumrocTpaTuBHBIX acmekTax
BOCTIAJIUTENIbHOE 3a00JieBaHNe MPEACTaBIseT coOoM actmy, atormmyeckuii aepmarur, COPD,
s03unoQuivHulil  230¢hacum (FEoE), Hasanvubie NOAUNLI U XPOHUYECKYIO  CHOHMAHHYIO
kpanusuuyy, 3aboneBanue, Bbi3BaHHOe Ig (Takoe kak IgA-HedpomaTtuss W BONYAHOUHBINA
He(ppUT), S03UHO(PWIBHBIA TACTPUT, XPOHUYECKHUN CUHYCUT O€3 Ha3aJbHBIX TMOJUIOB M
unnonatudyeckuil nerounsli ¢puodpo3 (IPF). B mimocTpaTHBHBIX acHeKTax BOCHAIHMTEIBHOE
3a0oneBaHne mpeAcTaBisier coboi aromuueckuii nepmatut (AD). B pasnmuHbIX acmekTax
BOCMAJIUTENIbHOE 3a0oyieBaHHe TpeAcCTaBisieT co0oi actMy. B pasnmuuHbpIX — acmekrax
BOCHAJIUTENIbHOE 3ab0seBanue npencrapisier codboit COPD.

[00155] CooTBeTcTBEHHO, B [OAaHHOM JOKYMEHTE TMPEIyCMOTPEHO MPUMEHEHHE
KOMITO3UIINH, PACKPBITOH B HACTOSINEM H300pETEHHH, MJIsl JICUEHHs] BOCMAJIHTEIBHOTO
3a0oneBannss. B WIIFOCTPaTHBHBIX AaCHEKTax BOCHAIUTENbHOE 3a00JeBaHHE BBIOPAHO U3
IPYIIIBL, COCTOSIIEH M3 aCTMbI, ATONMHWYECKOTO IEPMATHTa, XPOHHUYECKOrOo OOCTPYKTHBHOTO
3aboneBanus nerkux (COPD), soszunoguisnoco s3opacuma (Fok), nazanvmuix nonunos,
XpOoHu4eckoli CNOHMAHHOU KpanusHuysl, 3a00JeBaHus, BbI3BaHHOro Ig (Takoro kak IgA-
HeponaTus 1 BOIYAHOUHBIN HEPPUT), 303MHOPHIBHOIO IracTPUTA, XPOHUIECKOTO CHHYCUTa 0e3
Ha3aJbHBIX TMOJMIIOB W uaMomnaruveckoro jerouHoro ¢ubposa (IPF). HeobszarensHo
BOCHIAJINTENIbHOE 3a00JIeBaHHe IpeAcTaBiser coOO aronmuyeckuil nepMatuT. B pasmmyHbIX
acIreKTax BOCHAJMTENbHOE 3a00JeBaHKe MpencTasisier coboi actMy. B pasnmuHbIX acmekrax
BOCHauTeNIbHOe 3aboneBanue mpencrasisier codoit COPD. Takske Hacrosiinee u300peTeHHE
npeaycMaTpuBaeT CHoco0 JIeYeHHMs BOCHAIUTENbHOro 3abojeBaHusi y cyObekta. B
WIUIFOCTPATUBHBIX ~BapUAHTaX OCYLIECTBICHUS CIIOCOO BKIIIOYAET BBENEHHE CYOBEKTY
TepaneBTHUeCKH 3(P(PEKTUBHOrO KOJMYECTBA KOMIIO3MLIMM, PACKPBITOH B  HACTOSIIEM
n3o0pereHnn. B pasnuyHBIX acmekTax BOCHATUTEIbHOE 3a00JIeBaHHE BBIOPAHO W3 TPYIIIBL,
COCTOSIIIEH U3 aCTMbI, aTOMUYECKOTO AEPMATHTA, XPOHHUECKOr0 OOCTPYKTHBHOTO 3a00JI€BaHHS
aerkux (COPD), sosunogunvnoco 230¢hacuma (Eok), nazanvueix nOIUNos, XpoHuueckoii
chonmannoil Kpanuenuyet, 3abonesaHusi, BbI3BaHHOrO Ig (Takoro kak IgA-Hedpomartus u
BOJTYAHOYHBIA HE(PPUT), 303MHOPUIBHOTO TaCTPUTA, XPOHUYECKOTO CHHyCUTa 0e3 Ha3aJIbHBIX
MOJIUTIOB M uauomnatudeckoro jerounoro ¢udpoza (IPF). HeobOsizaTenbHO BOCHATUTENBHOE
3a0oneBaHne TpeAcTaBIsieT CcoOOH aromuyeckwit apepmatuT. B pasnuyHBIX  ciydasx
KOMITO3UIIMIO, PACKPBITYIO B HACTOALIEM H300pETEeHHH, BBOAAT CYOBEKTY IOCPEACTBOM
MOAKOXKHOTO BBEACHUs. B MIUTIOCTPATHUBHBIX Ciy4asix CyObEKTYy BBOIST OT MPHOIMU3UTENBHO 1
MJI 10 TIPUOJIM3UTENBHO S5 MJI, HAIIPUMEP, OT MPUONU3UTENBHO 1 MII 10 MPUOIU3UTENBHO 3 M

BOJITHOI KOMITO3UILIMH.
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[00156] Actma

[00157] Hcnonb3yemblii B JAaHHOM JOKYMEHTE TEpPMUH "acTMa" OTHOCHUTCS K
aNJIeprudecKom, Heanepruiecko, 503MHOGUIBHON 1 HE303MHODUIIBHOM acTMe.

[00158] Tepmun "amnepruyeckas acTtMa', HCHOJb3YEMbIi B JAaHHOM JIOKYMEHTE,
OTHOCHUTCsI K aCTM€, KOTOpasi BbI3bIBAE€TCS OJTHUM HJIM HECKOJIbKUMU BABIXA€MbIMU aJlJIEPTEeHAMHM.
Takue  manueHTBl  XapaKTepU3YIOTCS  MOJOKHUTENbHbIM  ypoBHeM  IgE  cormacHo
¢dnyopecuenTHOMY uMMyHO(pepmenTHOMY aHanu3y (FEIA) B OTHOIIEHHMM OJHOTO WK
HECKOJIbKUX aJJIEPreHOB, KOTOPBIE BBI3bIBAIOT ACTMATUYECKUI OTBET.

[00159] OGbryHO B OONBIIMHCTBE CINy4YaeB ajlepruyeckas acTMa acCOLMHUPOBAaHA C
BocnajenueM Th2-tuma.

[00160] Tepmun "Heamnmepruueckas actma' OTHOCHUTCS K TMaLMEHTaM, KOTOpbIE
XapaKTEePU3YIOTCSI HU3KUM YPOBHEM 303MHO(IIIOB, HU3KUM ypoBHeM Th2 wim HU3KUM ypOBHEM
IgE Ha MomeHT moctaHOBKHM nuarHo3a. llamueHT, y KOTOpOro mMeeTcs "HeallieprudecKast
acTMa", OOBIYHO XapaKTEpU3YeTCs OTPHULATENIbHBIM Pe3yJNbTaToM B oTHowmeHnH IgE cormacHo
dbayopecuenTHOMY uUMMyHOpepMmenTHoMy aHanu3y (FEIA) B oTBeT Ha maHeNnb ajIepreHOB,
BKJIFOYAsl PErHOH-crienuuueckue amiepreHbl. B nmomonHeHne k HU3koMmy ypoBHIO IgE 3TH
NAlMEeHThl YacCTO XapaKTePH3YIOTCS HU3KUMH  KOJIMYECTBAMH HSO3MHOPWIOB MM  HX
OTCYTCTBHEM, & TAK)K€ HU3KHUMHU KOJn4decTBaMu Th2 Ha MOMEHT IMOCTAHOBKH TUArHO3a.

[00161] Tepmun "Tsxenast actMa", UCMONB3YEMbIl B JAHHOM JOKYMEHTE, OTHOCUTCS K
acTMe, Kotopasi TpeOyeT BBICOKOMHTEHCUBHOIO JedeHMs (Hampumep, ctaaus 4 u craaus S
cornacHo GINA) nist moanep KaHust HaAJIEXKAIEero KOHTPOJIS WK KOTAa HaJIeXKali KOHTPOJIb
HE JIOCTUIaeTCsi, HECMOTpsl Ha BbicOkomHTeHcuBHOe jeueHue (GINA, I'moGanpHast crparerus
KOHTpPOJISI U TmpenynpexaeHus actMmbl. ['nobanpHas mHunmatusa no actme (GINA), nexaOpb
2012 r.).

[00162] Tepmun "s03uHO(HIBbHAS acTMa", MCHOJB3yeMblii B ITAHHOM JOKYMEHTE,
OTHOCHUTCSI K MALMEHTY C aCTMOM, XapaKTePU3YIOWEMYCsl KOJINYECTBOM 303UHO(UIOB B KPOBH
NPU CKPUHHHTE, COCTABISIOLIMM > 250 KJIeTOK/MKJI. AcT™Ma ¢ "HM3KHUM yPOBHEM 303UHOUIOB"
OTHOCUTCSl K TMAaLMEHTaM C aCTMOH, HMMEIUIMM MeHee 4eM 250 KJIeTOK/MKI KPOBH HJIH
CBIBOPOTKH KPOBHU.

[00163] Tepmun "Bocmanmenue Th2-Tuma", wWCHOMB3yeMbIi B JaHHOM JOKYMEHTE,
OTHOCUTCSI K CYOBEKTY, XapaKTepU3YIOIIEMyCs KOJUYECTBOM 303MHOQUIOB B KPOBU IPH
CKPUHHUHTE, COCTaBISIIOIUM > 140 kieTok/MKi, u ypoBHeM oOmiero IgE B CBIBOPOTKE KPOBH,
coctapysiromuM > 100 ME/mnt (Corren et al., N Engl J Med. 22; 365(12):1088-98, 2011).
[TonynAuums MaMeHToB ¢ aCTMOM MUK PO MIIb aCTMBI ¢ "BbICOKHM ypoBHeM Th2" otHOCsTCS K
CyOBeKTy, XapakTepusyromemMycs ypoBHeM IgE, cocrasisirormim > 100 ME/mit, U KOJTHYECTBOM
503UHO(IIIOB B KPOBH, COCTABISIONINM > 140 kjeTok/mMki. TTomysiiusi maueHToB ¢ aCTMOMU C
"HuskuM ypoBHeM Th2" oTHocutcs k CcyOBekTy, Xapakrepusymouiemycsi ypoBHeMm IgE,
coctaysirouM < 100 ME/min, 1 konn4ecTBOM 503MHOGUIOB B KPOBH, cocTaBisromuM < 140
KJIETOK/MKJL.

[00164] ATonuueckuii AepMaTHT
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[00165] B pa3nauuHbIX ciydasix BOCHAIUTENbHOE 3a00JIeBaHHME NPENCTAaBISIET COOOM
aronuueckuii nepmatut (AD), KOTOpBIH SBJISIETCS PACHPOCTPAHEHHBIM —AJIEPTHYECKHM
BOCTIAJIUTENbHBIM 3a00JI€BaHNEM KOXH, TAK)KE M3BECTHBIM Kak 3k3eMa. AD sBnserca HanOomee
paclpoCTpaHEHHbIM KOXHBIM HapylIEHHEM Yy JeTell M XapaKTepU3yeTcs CHJIbHBIM 3yJIOM H
BOCIIAJICHHEM KOXKH, a TAaKXKe€ XPOHHYECKHMH JIMXEHU(UIUPOBAHHBIMY, OoJiee MIeTyInamuMHICs
Omsimkamu. Xots npuyrHa AD HeM3BeCTHa, HA CETOAHSLIHUN JEHb TEOPHs COCTOUT B TOM, YTO
AD sBnsieTcss COCTOSIHUEM, IIPU KOTOPOM Hapymiaercs Oapbep MepBUYHBIX CIIOCOOHOCTEH, YTO
NPUBOJUT K APYTHM atonuueckum coctosiuusiM. O630p AD npencrasnen B Kapur et al., Atopic
dermatitis. Allergy Asthma Clin Immunol 14, 52 (2018) doi:10.1186/s13223-018-0281-6. AD,
NoJ00HO aCTMe U AJUIEPrHYeCKOMY PUHHTY, MPEIyCMAaTPUBAET OMOCPenoBaHHOe T-XenmnepHbIMU
kyetkamu 2 tuna (Th2) anneprudeckoe Bocnanenue, Bbi3BaHHOe cexperueit [L-4, IL-5, IL-13 u
TNFo CD4+ T-knerkamMu. DTH LUTOKHHBI BBI3bIBAIOT MOBBIIIEHUE BbIpaOOTKH aHTUTeN IgE B-
kiaetkamy, a IgG cBs3bIBaeTCS C TYYHBIMU KJETKAMH, CIIOCOOCTBYS WHHIIMUPOBAHHIO
ANJIEPTHYECKUX pEeakluid M TNepeMeLIeHHI0 JISHKOUMTOB B aepMmy koxu. Indra, Exper Rev
Proteomics 10(4): 309-311 (2013). B mmmtocTpaTuBHBIX acriektax AD xapakrepusyercst 6onee
BbICOKOI 3kcnpeccuert TSLP. B paznuuneix acnektax AD xapakrepusyercs cekperuein TSLP
SMUAEPMAbHBIMU  KEpaTMHOLIUTAMM, UTO BbI3bIBA€T BOCHAJEHHE, AaCCOLUHPOBAHHOE C
nuTokuHamu TH2.

[00166] B wunmtocTpatuBHbIX acnektax AD sBIseTcss XpPOHUYECKUM UM MOXKET
NEepUOIUUECKH O0OCTPATHCA. B pasnuyHbIX acmekTax y NalueHTa MPOSBISIFOTCS OAMH MU
HECKOJIBKO U3 CIEeAYIOIUX cUMOTOMOB AD:

CYXOCTb KOXH, 3yJl, KOTOPBIA MOKET ObITh TSXKEJIbIM, OCOO€HHO HOUBIO,

ISITHA OT KPACHOTO 10 KOPUYHEBOI'O MJIM CEPOro LiBeTa (HampuMmep, pacroyio>KeHHbIE Ha
pyKax, HOrax, JOAbDKKAaxX, 3alsCThsX, lIee, BEpXHEH 4acTU TPy, BeKax, Ha BHYTPEHHEN
HIOBEPXHOCTH JIOKTS] MJIH KOJIEHA, Ha JIULIE MJIH KOXKE TOJIOBBI),

HeOOJbIINe PUTIOTHSTBIE OYTOPKH,

YTOJIIEHHAs TOTPECKABIIASICS IIeTyLIamascs Koxa 1

rpy0asi 4yBCTBUTENbHAS OMyXIIasi OT PaCUEChIBAHUS KOXKA.

(ITo ccpuike  mayoclinic.org/diseases-conditions/atopic-dermatitis-eczema/symptoms-
causes/syc-20353273)

[00167] B pasnuunbix acmnektax AD cymecTByeT ¢ OJHMM WM HECKOJbKHMHU U3
CJIEYIOIEro: aCTMbl, CEHHOM JIMXOPaAKH, XPOHUYECKOrO 3yJa, LIeNylIaleiicss KOxXU, KOKHOM
UHQEeKINH, NOepMaTHTa PYK C pPa3IpaKeHHeM, aJUIePTHUYeCKOr0 pPHUHHUTA, aJJIEPrHYECKOro
KOHTAKTHOT'O A€PMATUTA UITH ITPOOIIEM CO CHOM.

[00168] B pa3nuuHBIX BapuaHTax OCYLIECTBJEHMs NPHUMEHEHHE KOMIIO3ULUH,
pPacKpeITOM B HACTOSIIEM  HM300pETeHHMH,  YCTpPaHAET  HEOOXOAMMOCTb  TEparuu
KOPTUKOCTEPOUAAMU WUJIM JPYT'MM JIEKAPCTBEHHBIM IpPENapaTroM, HCIOJIb3yEeMbIM IS JIEUEHMUsI
AD.

[00169] B anpTepHATHBHBIX BapUAHTAX OCYLIECTBJIEHHUsS! CIOCOOBI BKJIIOYAIOT BBEIECHUE

KOMITO3UIINH, PACKPBITOl B HACTOSIIEM M300peTeHMH, B KOMOMHALMH C APYTUM
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IPOTHBOBOCTIAJIUTENIBHBIM CPEICTBOM JIeUeHHs WJIU cpeacTtBoM JedeHust AD. Hampuwmep, B
Pa3NUYHBIX ACMEKTaX CIOCO0 JOMOJHHUTENBbHO BKJIOUAET BBEIEHHE KOPTHKOCTEPOHIA
(HarmpuMep, TpEeNHW30HA) WIM HWHTHOMTOpa KajbLMHEBPUHA (HAmNpUMep, TaKpOJIUMYCa,
MUMEKPOJIUMYCa), aHTHOMOTHKA WM OHOJIOTHYECKOro cpeactsa (Hampumep, aymwiymaba). B
WUTIOCTPATHBHBIX aCMEKTaX Crnoco0 OMOJHHUTENPHO BKJIKOYAET JICYEHHE C NPHUMEHEHHEeM
CBETOTEpANHy, Hanpumep, pororepanuto coaHedHbiM cBeToM, UVA nnun UVB.

[00170] CyobexTbi

[00171] Ilpenmonaraercsi, 4To CyOBeKTOM siBisieTcss 4enoBek. CyObekT MoxkeT ObITh
B3POCJIBIM, TTOIPOCTKOM HJIN PEOSHKOM.

[00172] B pa3nu4HBIX acneKkTax y CyOBeKTa MPOSBISIFOTCS MPU3HAKH I CHMITTOMBI
BOCHAJIUTENbHOTO 3a0oneBanusi, Hanpumep, AD umu COPD, Takue kak 000 U3 OAHOTO WM
HECKOJIbKUX M3 TEX, YTO OIMCAHBI BbIE. B pa3iu4HBIX acrektax CyOBEKT TakkKe CTpagaer
OJHUM HJIN HECKOJBKUMH M3 aCTMbI, CEHHOH JIMXOPaIKH, XPOHHUYECKOTO 3y/a, LIeNyIIamencs
KOXKH, KOXKHOH HMH(EKIMH, NepMaTHTa PYK C pa3ApakeHHEM, aJJIePrHYECKOro KOHTAKTHOTO
IepMaTUTa WM TPoOJIeM CO CHOM. B pasmuyHBIX acmekrax CyOBeKT paHee MOABEprajics
JICYSHHIO WJIM B HACTOSIIEE BPEMsI MMOJIBEPraeTcs JICUEHHIO C MPUMEHEHHEM CPEICTBA JICUCHUS
AD wmM TPOTUBOBOCHAIUTENBHOIO CPENCTBA JICUSHMs, HAIPUMEP, KOPTHKOCTEPOUIa
(HarmpuMep, TPENHU30JIOHA) WM WHTHOWTOpa KalbLMHEBPUHA (HAMPHUMEp, TaKpPOJIUMYCa,
MUMEKPOJIUMYCa), aHTHOMOTHKA I OUOJIOTUYECKOrO cpencTBa (Hampumep, aymuiaymada) B
WITFOCTPATUBHBIX aCMEKTaX CHOCOO JOMOJHUTENBHO BKJIOYAET JIEUeHHE C TNPUMEHEHUEM
cBETOTepanuu, Hanpumep, pororepanuro conHeunbiM ceeroM, UVA nnu UVB. HeoGs3aTenbHo
CyObEKT HHUKOTZAa He IOJBEprajcs JIEYEHHIO C TIPUMEHEHHEM JH000ro M3 KOPTUKOCTEPOUAA
(HampuMmep, TPEIHH30JI0HA) WJIM WHTUOUTOpa KajbLMHEBPUHA (HANPHUMeEp, TaKpPOJIHMYCa,
MUMEKPOJIUMyCa), aHTHOMOTHKA WM OMOJOrMYeCKOro cpeactsa (Hampumep, aynuiymada). B
WUTIOCTPATHBHBIX ACMEKTaX CIOCO0 JOMOJHUTENBPHO BKIOYAET JIEYeHHE C IHPUMEHEHHEM
CBETOTepanuu, Hanpumep, potoTepanuro conHedyHbiM cBeroM, UVA mmu UVB.

[00173] TepaneBTHYeCKHE PeKUMBI, JO3HPOBKH U MYTH BBeJAeHHSA

[00174] KomMmo3uiuy Ha OCHOBE TepPareBTHYECKOr0 aHTUTe A (MM BApUAHTA AHTUTENA)
MOTYT OBITh JOCTaBJICHBI AIIMEHTY B HECKOJBKO Y4aCTKOB. MHOKECTBEHHbIE BBEICHUSI MOJKHO
OCYIIECTBIISITh OJHOBPEMEHHO WJM MOXKHO BBOAUTH B TEUEHHUE OINPENeJIEHHOro Mepuona
BpeMeHH. B  ompeneneHHbIX ClOydasx IMOJE3HO O0ECHeunTh  HENpepbIBHBIA  MOTOK
TEPANeBTHUECKOH KOMMO3UIUH. JIONMONHUTENbHOE CPEACTBO TEPalud MOXKHO BBOJAHTH
NEPUOIUYECKH, HAPUMEp, OIMH Pa3 B 4ac, OAUH pa3 B CYTKH, OAMH pa3 B HEJEINO, OJUH pa3 B 2
HeNeJ M, OJMH pa3 B 3 HEIENH, OIUH Pa3 B MeCAL WK ¢ 0oJiee IITNTETbHbIM HHTEPBAJIOM.

[00175] B pasnuuHbIX BapuUaHTaxX OCYILECTBJEHMsS] KOJMYECTBA TEpPareBTUYECKOTO
CPEeACTBa, TAKOTO Kak OMBAJIEHTHOE aHTHUTENIO, COZeprKallee 1Ba ydacTtka cBs3biBaHust TSLP, B
TAHHOW NTO3UPOBKE MOTYT BapbHPOBATHCS B 3aBHCHMOCTH OT pa3Mepa Tella HMHAWBHUAYYMA,
KOTOPOMY BBOJST CPEICTBO TEPAIHH, & TAK)KE OT XaPAKTEPUCTHK HAPYIICHUS, MOABEPTaeMOro
JICUEHUIO.

[00176] B mimrocTpaTUBHBIX CIOCO0ax JISYSHHSI KOMITO3HUIUS CONEPIKUT A03Y aHTHTENA K
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TSLP wunu BapwaHTa aHTHUTENA B AMANAa30HE OT NMpUOMM3UTENbHO 210 Mr 10 MpUONIHU3UTENBHO
420 Mr Ha cCcyTo4yHyr a03y. Hampumep, npenycCMOTpeHHast 1032 MOXKET COCTaBJISITh
npubnusutensHo 210 mr, 280 mr mam 420 mr. B pasnuuHBIX BapuaHTax OCYIIECTBICHUS
KOMITO3ULIMIO, COAEpPKaLIyt0 anTutesio k TSLP uian BapuaHT aHTUTENA, MOKHO BBOAUTH B 103€,
cocrasisirouied npubnusurensuo 210, 220, 230, 240, 250, 260, 270, 280, 290, 300, 310, 320,
330, 340, 350, 360, 370, 380, 390, 400, 410 wnu 420 mMr Ha A03y. DTHU KOHLEHTPALUHU MOKHO
BBOJUThH B BHJE OIHOH JIEKAPCTBEHHOH (POPMBI MIIM B BUIIE HECKOJBKHUX J103. BhIleyka3aHHbIe
N03bl BBOJATCS OIMH pPa3 B JBE HEAENU WIM OJUH pa3 B 4YeTeblpe Henenu. B pasnuyHbIx
BapHaHTax ocyllecTBiIeHUs aHTuTeso K TSLP miau BapuaHT aHTHTENa BBOAST B Pa30BOU 103€,
cocrassironedi 280 mr wnu 420 Mr oAuH pa3 B ABE HEAENH UM OAWH pa3 B 4eTbIpe Heaenu. B
pa3IMUHBbIX BapuUaHTax ocyllecTBieHHs] aHTuTesno k TSLP unu BapuaHT aHTUTENna BBOIST B
pa3oBoli 103€e, cocTasysoneit 210 Mr oauH pas B ABE HEAEIU WK OAUH pa3 B 4eTbIpe Henenu. B
pPa3NMYHBIX ~ BAapUAHTAX  OCYLIECTBICHHWS  KOMIIO3HIIMIO, COZAEpKallyro  Oojee  uem
npubnusutensHo 100 mr/mn wiu Oonee yem npudmmsurensao 140 mr/ma anturena k TSLP,
OINHCAHHOTO B JAHHOM JIOKYMEHTE, BBOJAT CYOBEKTY C MHTEPBAJIIOM OAMH Pa3 B ABE HEIENU WU
OZIMH pa3 B YEThIPE HENEIH.

[00177] st BApHAHTOB aHTHUTEJ KOJUYECTBO BAPUAHTOB AHTHUTEJ IOJDKHO OBITh TAKUM,
9TOOBI KOJMYECTBO y4acTKOB CBsi3biBaHMsA TSLP, comepskamuxcst B 103€, ObLIIO SKBUMOJISIPHBIM
KOJINYECTBY Yy4YacTKOB CBsi3biBaHUA T[SLP ¢ KaHOHMYECKMM OWBAJIEHTHBIM AHTHTEJIOM,
OMMCAHHBIM BBIIIIE.

[00178] [Ilpemmonaraercsi, dYTO KOMIIO3UIMIO TIO HACTOALIEMY H300pPETEHHIO,
conepxaiyro antuteno k TSLP wnu BapuaHT aHTUTENA, BBOAST OUH pa3 B 2 HEJENH WM OJIUH
pa3 B 4 Helenu B TeYEHHE MEepUOJa BPEMEHH, COCTABIISAIOLIErO O MeHblIeH mepe 4 Mmecsaua, 6
mecsueB, 9 mecsues, | rox uiau Oosbuie. B pa3iauyHbIX BapuaHTaxX OCYIIECTBICHUs BBEICHHE
ABJIAETCS MOJKOHBIM WJIW BHYTPUBEHHBIM.

[00179] CnnocoObI H3roToBJIEHHUS

[00180] [omoOJHHUTENBHO B AAHHOM JIOKYMEHTE MPEenyCMOTPEHBI CIOCOOBI MOJTyUYEHHSI
KOMITO3UIIUH IO HACTOsAEeMY n300peTeHnto. COOTBETCTBEHHO, AOMOJHHUTENBHO MPENyCMOTPEHBI
crocoObl  MoNy4deHuss  CTAOMJIBHON  JKMAKOW  KOMIO3MLMM HAa  OCHOBE  AHTHUTENA,
XaPaKTEPUIYIOIIEHCS BSI3KOCTBIO, COCTABJSIIOIIENd MeHee deM mnpubmusurensHo 100 cll, u
comepxkameit (A) antureno k TSLP B KOHIEHTpauuu, CcoOCTaBisiiomed Oonee dYem
npubnusutensHo 140 wmr/mn, (B) mnoeepxHOocTHO-akTHBHOE BemecTBO M (C) OCHOBHYHO
AMHHOKHCJIOTY WMJIH €€ COJb, COJNb KaJbLHUS, COJNIb MarHusi WO WX KoMmOumHanumioo. B
WITFOCTPATUBHBIX BapHUAHTaX OCYLIECTBIEHHs Croco0 BkiovaeT (1) oObenMHEHHe aHTUTeNna ¢
BOJHBIM PAcTBOPOM, COIEpsKamuM OT mpudnusurenbHo 10 MM o mpubmmsutensuo 200 MM
i ot npuommuTensHo S0 MM 1o npubamsurensro 150 MM OCHOBHOI aMHHOKHUCIIOTHI HITH €€
COJIM, COJIM KaJbLMs, COJMM MarHus MM MX KoMOuHammu, u (i1) no0aBiieHHE MOBEPXHOCTHO-
AKTUBHOIO BEINECTBA C OCTMIKEHHEM KOHEYHOW KOHLEHTPAUUMU MOBEPXHOCTHO-aKTHBHOIO
BelIeCTBa, cocTapisitolieit mpudmmsurensHo 0,01% (Bec/obbem) + 0,005% (Bec/obbem).

[00181] B myutrocTpaTUBHBIX aCMEKTaX KOMIO3HMLUSA COAEPKUT OT NMpuOnmu3uTensHo 160
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Mr/ma 1o npubnusutensHo 250 mr/mi antutena Kk TSLP, HeoOs3aTenbHO OT MpUONHU3UTEIBHO
180 mr/mn nmo mnpubmusurensHo 225 Mmr/mn wiau ot npuOmusurensHo 180 Mmr/mm  mo
npudmmsuTensHo 200 mr/mi. HeoOsi3aTenbHO KOMITO3ULIMS CONEPIKUT OT mpuOamsuTesnbHo 160
Mmr/ma go npubnusutensHo 250 mr/mia antutena Kk TSLP, HeoOs3aTenbHO OT NMPUONIU3UTENBHO
165 wmr/mn no npubmmsurtenpHo 225 Mr/mn Wi OT npuOnMsuTenabHo 165 Mr/mum 1o
npubmmsutensHo 200 Mr/mia. B pasauuHBIX  acmeKTaxX — KOMIIO3ULMS — COAEPKUT  OT
npubausutensHo 175 mr/mn o npubnusurensHo 185 mr/mn anturena k TSLP, HeobGs3aTenbHO
npubnusutensHo 175 wmr/mi, npubnusutenbHo 176 mr/mn, npubmusurensHo 177 wmr/m,
npubnusutensHo 178 wmr/mu, mpubnusutensHo 179 wmr/mn, npubnusurtensHo 180 mr/mo,
npubnusutensHo 181 wmr/mu, npubnusutensHo 182 wmr/mi, npubmusurtensHo 183 mr/mo,
npubnusuTensHo 184 mr/mi, npubiamsurensro 185 mr/min). B pasnuuHbIx acrnekTax KOMIO3HLIUS
copepxut npudnusutenbHo 180 mr/mut anturena k TSLP. B paznuuHbIx ciaydasx KOHLIEHTPALHs
aaturena k TSLP cocrasnser mpubnusutensHo 189 mr/mu, wiu ot npudmmsurensao 190 mr/mi
no mnpubmusurensHo 230 wmr/mu, wim  npubmmsurensHo 231 mr/mu. HeobszatenbHO
KoHIeHTpanusi aHtutena kK TSLP cocraBiasier ot mnpubmusurensHo 205 wMr/min 1o
npubnusuTensHo 215 Mr/mn, Heobs3aTenbHO MPUOMU3UTENBbHO 210 MI/MI WK NPHOIM3UTENBHO
205 wr/mu, npubnusutensHo 206 mr/mi, npubmusurtenbHo 207 mr/mi, npuOnusutensHo 208
mr/mit, npubmzutensHo 209 Mr/mut, npubnmsurensHo 210 mr/mon, npubnmsutensHo 211 mr/mo,
npubnusutensHo 212 mr/mu, npubnusurensHo 213 mr/mi, npubnusurensHo 214 mr/mo,
npuOmm3uTeNbHo 215 mr/min. B WILFOCTPAaTHMBHBIX acmeKTaX BOAHBIA PACTBOP CONEPIKHT
OPTaHUYECKYIO COJIb APTUHUHA, JIU3WHA WM TUCTUANHA. B MIMIOCTPaTUBHBIX acneKTax BOIHBIH
pacTBOpP COAEPKUT aleTaT apruHUHA, aclapTaT apruHUHA, [IIyTaMaT aprUHUHA, TJIHKOJAT
apruHMHA, JIAKTaT AaprMHHUHA, METaHCYJb(OHAT AapruHUHA, IPOIMUOHAT ApPrMHMHA, aleTaT
T'MCTHJIMHA, acmapTaT TUCTUANHA, TIJyTamMaT THUCTUAWHA, TIJHMKOJAT THUCTUAMHA, JAKTaT
TMCTUAMHA, METaHCYJIb(OHAT I'MCTHAWHA, MPOIMOHAT THCTUIWHA, aleTaT JHM3HMHA, acmapTar
JM3WHA, TJyTaMaT JIM3MHA, DJIHUKOJAT JIM3MHA, JIAKTAaT JIM3MHA, METaHCYJb(OHAT JIM3HHA,
NPOTHOHAT JIM3UHA, Al[eTaT KaJbLHs, aCaPTAT KAJIbIHS, MIyTAMAaT KaJIbLHs, TIHKOJST KaIbLIUs,
JIAKTAT KaJbLUS, METAHCYJIb(OHAT KAJbLHs, MPOMMOHAT KaJbLUS, AlETaT MAarHus, acrapraT
MarHusi, TJyTamMaT MAarHus, T[JIMKOJIAT MAarHus, JIAKTAT MArHusl, METaHCYJb(OHAT MAarHus,
NPOMHMOHAT MarHusl WM UX KOMOWHAIMIO. B pa3nnyHBIX acmekTax BOAHBIA PACTBOP COAEPIKUT
ot npubnusutenbHo 15 MM o mpubnusurensHo 200 MM wu ot npubmusutensHo S0 MM 1o
npubnusuTensHo 150 MM comnu (CoTi OCHOBHOW aMHHOKHCIIOTBI, COJTU KaJIbIIHSI, COJIU MAarHus).
B HekoTOpbIX acrekTax MOBEPXHOCTHO-aKTHBHOE BELIECTBO IMPEACTaBIsieT cOOOM momcopOar
80 wimm momucopOar 20. B WIUTIOCTPAaTHUBHBIX CiIy4asX MOBEPXHOCTHO-AaKTHBHOE BELIECTBO
npeacrasisier coboit momucopbar 80, w KoHeuHas KoHOeHTpauust PS80 cocrasnsier
npubnusutensHo 0,01% (Bec/00bem). B MIIIIOCTpaTUBHBIX BapUAHTAX OCYLIECTBJICHUS AaHTUTEINO
k TSLP npencrasisier coOoii Tesenenymad.

[00182] HaGopbi

[00183] Hacrosimee wu3o0peTeHne TaKke MpeaycMaTpuBaeT HaOOp, COIAEpIKaIIHid

KOMIIO3ULUIO, OMMUCAHHYK0 B JTAHHOM AOKYMEHTC, BMECTC C JINCTKOM-BKJIAABIIICM, STUKETKOM Ha
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yIaKOBKe, MHCTPYKLMSIMH WIM APYrol MapKUPOBKON, B KOTOPOM YyKa3aHbl WM PACKPBITHI
mo0ble U3 CcrocoOOB WM BapUAHTOB OCYINECTBJICHUS, PACKPBITHIX B JaHHOM JOKyMeHTe. B
OTIpeJIeIEHHBIX BaPUAHTAX OCYIIECTBJICHUs] HACTOsIIee U300peTeHne MpeayCMaTpuBaeT HaOOphl
111 TIOJyY€HUs] €JUHULbl BBEACHNs B BUAE OJHOKPATHOHN N03bl. B ompeneneHHbIX BapHaHTax
OCYLIECTBJICHHsT HACTOSIILEro M300peTeHHs MPEeAyCMOTPEeHbl HaOOphI, COAepiKallue ORHO- U
MHOT'OKaMepHBIE MPEeIBAPUTEIBHO 3aIIOJHEHHbIE MIMPHLbI (HAPUMED, MINPULBI C KUIKOCTBIO).

[00184] Cnenyromme npumepbl NPUBEAEHbI JMIIb ISl WIIIOCTPALIMU HACTOSILIETO
n300peTeHNs U He OTPAHUYHMBAIOT KAKHM-JTHOO0 00pa3oM ero o0beM.

I[TPUMEPBI

[00185] Ha mpoTsbkeHHMM BCEX NPHUMEPOB, INPEICTaBICHHBIX B TAaHHOM JOKYMEHTE,
UCTIONB3YIOTCs cnenyroiue cokpamenusi: DF - nuadunbrpanus; PS80 - monmucopdar 80; SEC -
SKCKIIFO3UOHHAs1 XpoMaTorpadusi, F Ne - Homep cocraBa. Kpome Toro, BO Bcex 3THX mpumepax
npeaycMoTpeHbl kommnozumust Oydepa mis DF, ucnonp3yemMoro mjis moJydeHHs KOHEYHOTO
COCTaBa, COAEPIKAINEro Te3ernenymMad, a TakKe pacyeTHbIE KOHLEHTPALMH KOMITOHEHTOB
KOHEYHOI'O COCTaBa.

[00186] KoHeuHble KOHLIEHTpALMH OIpEAENEHHBIX KOMIIOHEHTOB aHaJU3UPYEMbIX
KOHEYHBIX COCTaBOB (HANPUMEP, B OTHOIIEHHH CTA0MIIBHOCTH, BS3KOCTH, HEOOSA3aTENbHO MOCTe
XPaHEHMsI) OTJIMYAIOTCS OT KOHLeHTpauud Oydepa mms DF wnm amanmsa B 3aBHCHMOCTH OT
NPUCYTCTBUSI WM OTCYTCTBHUSI NPOTUBOMOHA. be3 MpOTHMBOMOHA COCTaBbl XapaKTEPU3YOTCS
HU3KOM MOHHOM Ccuiod. B Takux caydasx anerart KOHLEHTPUPYETCS COBMECTHO C
Te3enenymMadoM, BCIENCTBHE Yero KOHEYHbIE COCTaBbl —coiepkarT Ooyee  BBICOKYIO
KOHLIEHTPALIMIO alleTaTa OTHOCUTENbHO KOHLeHTpauuu B Oydepe mna DF unm auanusa.
Hanpumep, npumenenue Oydepa mis DF, comepxamero 10 MM amerara, NpUBOAWT K
KOHLIEHTpALUK arerata ot npubmusurenbHo 20 MM no npubnusutensHo 22 MM B cocrase (pH
5,2), conepsxkamem 110 mr/mn tezenenymada, ecinu Hu Oydep nist DF, Hu KOHEUYHBII COCTaB HE
comepskat cosb (Harmpumep, apruauH-HCI), u, Takum 00pa3oM, COCTaB XapaKTepU3yeTCss HU3KOM
noHHOH cuyioi. CxomubiM obpazom, Oydep mis DF, cogepskammii 10 MM anierara, mpuBOAUT K
KOHLIEHTPALIUH aLleTaTa, COCTABISIIOIIEH OT mpuban3uTenbHo 23 MM 1o npubnusurenbHo 25 MM
B coctase (pH 5,2), conepxxamem 140 mr/mn Tesenenymada 6e3 comu (Hanpumep, apruaun-HCI).
Ecnu npucytctByer conb (Hanpumep, apruauH-HCI), anierat He KOHIEHTPUPYETCsl COBMECTHO C
Te3ernenyMadoM U, CIeOBaTENbHO, KOHIIEHTpauus anerara B Oydepe ansa DF u koHUeHTpanus
arlerata B KOHEYHOH KOMIIO3ULMHM OOBIYHO SBJSIFOTCS OKBHBAaJEHTHbIMU. Kpome TOrO,
BCIIOMOTaTeIbHbIe BEIIEeCTBa MOTYT HCKJIHOYATbCsl BOMIOMETPUYECKH WUJIM MOTYT IOJBEpPrarbecs
BO3JEHCTBUIO HecrenupuIeckux B3auMmozeiicTeuil. Hanpumep, B cocTtaBe Ha OCHOBE
tesenenymaba mpu 110 Mr/mMi KOHIEHTpamusi MpOJHHA MOKeT ObITh Ha He Oojiee dem
npuOm3uTeNbHO 16,67% Hibke, YeM ykasaHHasi KoHUeHTpauusi B Oydepe nist DF, u B cocrase
Ha OCHOBe Te3enenymada npu 140 Mr/mMi1 KOHIEHTpALUS IPOJIMHA MOXKET OBITh HEe OoJiee yeM Ha
ot npubmmsurensHo 10% no mpubnusurtenbHo 13,3% HuKe, yeM yKa3aHHasl KOHLIEHTPALS B
Oydpepe mnst DF. BBuay BBIIEU3TIOKEHHOTO HAa MPOTSHKEHHMM BCEX CIEAYIOLIUX IPUMEPOB

npeacCTaBI€Hbl KOHLUCHTpALMM  KOMIIOHCHTOB B KOHCYHBIX COCTaBaxX, YUYWUTBIBAIOIINC
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BBILIEONMUCAHHBIE 3((EKTbl HUCKIIOYEHHs BCIIOMOTATENbHBIX BELIECTB U  COBMECTHOTO
KOHLIEHTPUPOBAHUSI C alleTaTOM.

IMPUMEP 1

[00187] anHbIi mpuMep JEMOHCTPUPYET UILTIOCTPATUBHBIN CIIOCO0 MONTYyYEHUs] COCTaBa
Ha OCHOBe Te3emnenyMada ¢ BBICOKOI KOHIIEHTpauueii.

[00188] IIpoBommim Cepur0 HCCAEOOBAHUN Ui pa3pabOTKH COCTaBa, COMAEPIKALIETO
BBICOKYIO KOHILEHTpalmio Te3enenymadba (Hanpumep, > 70 mr/mut). Ilockonbky coctaB Obut
NpeAHa3HAYeH JUIs TOAKOXKHOTO BBEACHHUS, TO OH JOJUKEH ObLT ObITh H30TOHHYECKUM H
JIE€MOHCTPHPOBATD BSI3KOCTb, MOAXOISIIVIO JUIsl JAHHOTO MyTH BBeAeHHs. Hampumep, cocTaB Ha
ocHoBe Te3enenymada (110 mMr/mir) qoKeH UMeTh BS3KOCTh, COCTABJISIOIYIO MPUOITH3UTENHEHO
15 cIl nmpu 23°C. Taxxke skenarenbHO, 4TOOBI COCTaB ObLT CTAOWMJIBHBIM IOCIE XPAHEHUS B
TedyeHue Oonee yem 1 roga (Hampumep, Mo MeHblIel Mepe 2 wiu 3 siet) npu 2-8°C.

[00189] lns mony4yeHus: COCTaBOB Ha OCHOBE Te3ernenymada ¢ BBICOKOW KOHIEHTpaIHe
UCXOMHBIA pacTBOp, comepxkamuii Tesenenymad (70 mr/mn) B anerare (pH 5,2), moxgseprau
nuanusy npotus Oydepa nist nuadunsrpauuu (DF). Beero ocymectsismu 10 3amen Oydepa st
IOCTH)KEHUs TIOJTHON 3aMeHbl Oydepa. C npuMeHeHneM LeHTpu(yTrHu-KOHIIEHTPAaTopa PacTBOp
Tesenenymada mocie 3aMeHbl Oydepa moaBepraiv CBepXKOHIICHTPUPOBAHUIO 10 KOHLIEHTPALIUU
Tesenenymada, KoTopasi cocTaBsuia npuOmmurenbHo 110% oOT 1eneBoll KOHLEHTpPaLUU
Tesenenymada. Hanpuwmep, pactBop  Tesemenymaba  mocie  3aMeHbl  Oydepa
CBEPXKOHLEHTpUpOBaIKM 10 mnpubmmsurenbHo 200 wmr/mi, d9roObl IOCTHYD — LIEJIEBOMH
KOHLIEHTpalun Te3enenymada, cocrapisitoiiel 180 mr/mi. CBEXKOHIEHTPUPOBAHHBIE PACTBOPHI
pa30aBisuIN 10 LIeIeBO KOHLIEHTPALNK Te3erneaymada ¢ mpuMeHeHneM Toro ke Oydepa ms DF,
KOTOPBIH MCIOJIb30BAJIN HA CTAIUH 3aMeHbI Oydepa.

[00190] Cnenyst omucaHHBIM BBILIE TPOLIEAYPAM AJII UCCIEAOBAHUS BSI3KOCTH MOJIyUaAJIH
CEpHI0 COCTABOB HAa OCHOBE Te3enesnymada C pa3IMYHbIMU KOHLEHTpAUMsIMH Te3enenymada (B
auanasoHe oT npuoamsurenbHo 150 mr/min no npubmmsurensuo 250 mr/mun). [Ipu noaydenun
3THUX COCTABOB MCIOJIb30Bau nBa Oydepa mist DF: nepsoiit Oydep ans DF, conepskammii conb
apruHuHa (TJyTamar apruHuHA), U BTOpou Oydep miast DF, comepskaummit mponuH. ApPruHUH
npucytcTBoBan B Oydepe nist DF B konmuectBe 150 MM, U mipoJiiH NPUCYTCTBOBANI B Oydepe
st DF B konmudectBe 3% (Bec/o0bem). OOpasubl Kask0oro COCTaBa TECTUPOBAIHM B OTHOIIEHUU
BSI3KOCTH C MPUMEHEHHEM POTAUMOHHOro BHckozumerpa npu 23°C. IlpuBeneHHbIE 3HAUEHHUS
BSI3KOCTU ITOJIYyYEHBI IIPU CKOPOCTHU CABUTA 1000-c™.

[00191] Ha ¢urype 1 npencramieHbl rpadpuyueckue pe3yapTaThl JAaHHOTO aHanu3a. Ha
¢urype 1 mpencrasneH rpaduk, Ha KOTOPOM BSI3KOCTb Ka)KJOW KOMITO3UIIMM TPEACTaBJICHA B
BUAE 3aBHUCHUMOCTH OT KOHLEHTpauuu Te3enenymaba. Kak mokasaHo Ha maHHOW ¢urype,
BSI3KOCTb TIOBBILIAETCS MO Mepe TOBBIMEHHWs KOHLEHTPalUU Te3erneinymada, HE3aBHCUMO OT
ucnonpdyemoro Oydepa mns DF. B nenom 3HaueHUs BSI3KOCTH ObUIM HHMDKE ISl COCTAaBOB,
NOJIyYeHHBIX C TNpUMeHeHueM repsoro Oydepa mns DF, uTo CcBUmETENbCTBYET B MOJB3Y
NPUMEHEHHUs COJIM aPTUHIHA B COCTaBaX HAa OCHOBE Te3emnenymMada ¢ HU3KOH BA3KOCTBIO.

[00192] ITockonbKy JU3UH CTPYKTYPHO MOXOX HA APTUHUH, TO MO NPUYMHE TOTO, 4YTO
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o0e O5TH AaMHUHOKHUCIIOTHI SIBJISTEOTCSI OCHOBHBIMH aMHMHOKHCIIOTAMH, TIJIyTaMaT JIU3WHA
TECTUPOBAIM B KAYECTBE BCIIOMOTaTEIbHOIO BELIECTBA Il CHHI)KEHUS BSI3KOCTH U CPABHUBAJIH C
COCTaBOM, COZAEpIKaIUM TJIyTaMaT apruHuHa. Kaxapiii coctaB comepskai npudiusureabHo 195
mr/mn Tesenenymadba, a Oydep mms DF, ucnonb3yemblii sl TOJy4eHHs] OKOHYATEIBHOTO
cocraBa, copepkan 100 MM riyramara apruanHa wim 100 MM rinyramata nusuHa. OOpasisl
K&KAOTO COCTaBa TECTUPOBAJINM B OTHOLIEHWH BA3KOCTH C INPUMEHEHHEM POTALMOHHOTO
Buckosumerpa npu 23°C. IlpuBeneHHble 3HaUeHUs BSI3KOCTH IOJy4Y€HBI NPU CKOPOCTH CABHIra
1000-¢’!. Bsskocts COCTaBa, CoAep:Kallero riyramar Jin3uHa, cocrasisuia 48,9 cll, Torna kak
BSI3KOCTb COCTaBa, COAEpJKAIIEro iyTaMaT apruHuHa, coctaBimsuia 35,3 cll. Dtu ngaHHbIE
CBUJIETEJILCTBYIOT O TOM, 4TO 00€ OCHOBHBIE AMHHOKHCJIOTBI WM MX COJIb XOPOLIO CHIIKAOT
BSI3KOCTh COCTABOB, COJIEPIKAIIUX BBICOKHE KOHLIEHTPALMHU Te3enenymada.

I[TPUMEP 2

[00193] [anHbBIl mpuMep AeMOHCTPHPYET 3(P(EKTbl CHIKEHHsS! BS3KOCTH Pa3IHMYHBIX
BCIIOMOTATEJIbHBIX BEIIECTB Ha COCTaBbI HA OCHOBE Te3enenymada.

[00194] IlockonbKy apruHUH W JIM3MH XOpOLIO CHMKAIM BSI3KOCTb COCTaBOB,
COIEpIKALINX BBICOKME KOHLEHTpAlMU Te3ernenymada, pasluYHble COJMM apTUHUHA U aHaJor
JU3WHA UCTIONIB30BAIH JUIsi TOOaBJIeHUs B 00paslbl C Te3emeslymMadoM, a 3aTeM 3TU OOpa3iibl
TECTUPOBAJIM B OTHOWIEHHWH Bsi3kocTu. Conu apruHuHA, MCMHOJb30BaHHBIE B JaHHOM
UCCIIEIOBAHNHN, TPEICTABISUIM COOOH THUAPOXJIOPHI aprMHUHA, aueTaT apruHUHA, [IyTamar
apruanHa. AnHanor mmuHa, N-anerwumsuH (NAK), tectupoBamu Bmecte ¢ 00pasiLom,
cozep KaliuM Ju3uH. Takxke TecTupoBain 3(QeKThl conell KaJabliys U COJM HATPHUS Ha BSI3KOCTb.
B uwacTHOCTH MCHIOIB30BAIN XJIOPUJ KalbLMs, aleTaT KalbLUs U XJIOPUA HATPHSL.

[00195] O6Gpasen, comepskaliuii OAHO U3 YKa3aHHBIX BBIIIE BCIIOMOTAaTEIbHBIX BEINECTB,
HOJTy4YaJld MOCPEACTBOM TOYHOIO A00ABJIEHHsI KOHLEHTPUPOBaHHOTO (5X miau 10X) MCXOOHOTO
pacTBopa,  COAepXallero OAHO M3  BCIHOMOTATENbHBIX  BELIECTB, B  AJIUKBOTY
KOHLICHTPUPOBAHHOTO pacTBOpa Te3emnenymada. KoHLEHTpUpOBaHHBIN pacTBOp Te3emenymada
MOJIy4YaJii TIOCPENCTBOM JHAJIM3a BOAHOIO pacTBOpa, comepxkamero 110 mr/mi Tesenenymada,
nporus 10 MM auerara Hatpus, pH 4,4, ¢ npuMeHeHHeM TPyOKH Uil AMATN3a C OTCEYKOH IO
MOJIEKYJIApHOH Macce, coctaBimsiromed 10000, u  mocnenyrowero KOHLUEHTPUPOBAHUS
IUATM3UPOBAHHOTO PACTBOpPA C MPUMEHEHHEM LEeHTPU(YKHBIX KOHLeHTparopoB Amicon Ultra ¢
NOJIyYeHHUEM BOJIHOM KOMIIO3MIUH, copepskamieid > 230 mr/mn Tesenenymaba. Ilocpencrsom
3TOTO crocoda moay4aiu Habopsl 00Pa3OB ¢ COOTBETCTBYIOIIUMH KOHLIEHTPALIUSIMU.

[00196] Ilepen TecTUpOBaHMEM B OTHOLIEHWH BSI3KOCTH KOHIIEHTPALMIO KaKIIOTO
oOpa3lila TOATBEPKOAIM TMOCPEACTBOM  YIJIOBOH crhekTpockonuu UV-mornomeHuss ¢
npumeHenneM npudopa Solo-VPE (C-Technologies) mocne 5-kpaTHOroO rpaBUMETPUYECKOTO
pasbaBnenus. bbuio ompeneneHo, 4TO KaXAbIH o0Opasen XapakTepU30BaJICs KOHLEHTpaluen
Tesenenymada, cocrapistouiedt npubmmsurenbHo 210 mr/mi.  KoHueHTpammst  Ka)moro
BCIIOMOTATEJbHOrO BellecTBa B oOpasue cocraeisuia npubnusurensHo 100 MM wim
npubnusutensHo 150 MM. Ha ¢urype 2 ykazaHa KOHIEHTpaLUs KaKOOrO BCIIOMOTaTENbHOTO

BemnectBa. Koneunoe 3Hauenue pH obOpasnos ompenesmsuiu ¢ npumeHennem pH-merpa Seven
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Easy (Mettler Toledo).

[00197] Kaxnbiii oOpa3el TeCTUPOBAIM B OTHOIICHUU BSI3KOCTH, KaK IO CYTH OIMHUCAHO B
npuMepe 1, U CpaBHHBAJIN C KOHTPOJIBHBIM OOpa3LioM, HE COAEPKALIMM BCIIOMOTATENIbHBIX
BELIECTB UJIN COAEPIKALUM MIPOJIMH WU Caxapo3y.

[00198] PesynbraThl nokasansl Ha ¢urype 2. Kak nokaszaHo Ha ¢urype 2, Bce oOpasipl,
copepkalue coyib apruHuHa, JusuH uin NAK, nemMoHcTpupoBanu Oonee HU3KHE 3HAYEHUS
BSI3KOCTH, YeM KOHTpoJIU. XOTs oOpasel, Comep Kalliii aleTar KajbLus, IeMOHCTPUPOBaJ Oosee
HU3KYI0 BSI3KOCTh 1O CPAaBHEHHIO C KOHTPOJSIMH, OOpasel, COAEep KaLIUil XJOPUZA KaJbLUs,
JIE€MOHCTPHPOBAJI BSI3KOCTb, KOTOpasi Oblila TAaKOM K€, KaK Y OAHOTO U3 KOHTPOJeH (KOHTPOIIb C
nposmHoM). Xuyopua Hatpusi U apruHuH-HCl Obutn suinb HEMHOro Jydine B OTHOLICHUH
5(¢(EeKTUBHOCTH  CHIDKEHHST ~ BS3KOCTH.  XOTst  0o0pasupl € XJOPHI-COAEPIKALIIM
BCIIOMOTaTeJbHbIM BEIIECTBOM XapaKTepU30BAJMCh BA3KOCTBIO HUXKE, 4Y€M KOHTPOIH, 3TH
oOpas3ibl He obnananu Takou ke 3(P(PEeKTUBHOCTBIO, KaK BCIIOMOTATEIbHBIE BELIECTBA, KOTOPBIE
HE COoZiep Kau XJIOPUJ.

ITPUMEP 3

[00199] [anHbII mpuMep AeMOHCTPHPYET 3(P(EKTbI CHIKEHHUsS! BS3KOCTH Pa3IHMYHBIX
BCIIOMOTATEJIbHBIX BEIIECTB HA COCTABBI C BBICOKOW KOHLIEHTpALMel Te3enenymada.

[00200] IlIpoBomwyii IOMOJHHUTENBHOE HCCIEAOBaHUE IJisi TecTupoBaHus 3(pdexTon
CHIDKEHHsI BSI3KOCTH JIOTIOJHUTENbHBIX COJieH apruHuHa. B 1MaHHOM wHccienoBaHUHM ObLIO
OTIPENENIeHO, UYTO KaXAbI oOpaser] cozmepskan Te3ernenyMad B KOHLEHTPALUH, COCTABIIOIIEH
npubnusutensHo 190 mr/mon, u oOpasusl comepkanmu 60 MM omHOro W3 CIERyHOIIUX
BCIIOMOTaTeIbHBIX BELIECTB: THAPOXJIOPUAA APTUHIHA, alleTaTa apruHUHA, [NIyTaMaTa apruHuHa,
NPONHMOHATAa AapruHUHA, Aacmaprata apruHUHA, MeTaHCyJb(OHAaTa apruHUHA, TIIUKOJATA
apruanHa win (Qocdara apruHuHa. B nmaHHOM HCClIenOBaHMM MMONYYadd M TECTHPOBAIU
KOHTPOJIbHBIM OoOpasel, He Conep Kaluii BCIOMOTaTeNbHbIX BemecTB. OOpasipl mojydand u
TECTUPOBAIH B OTHOLIEHUH BSI3KOCTH, KaK IO CYTH OMKCAaHO B mpumepax 1 u 2.

[00201] PesynbraTel mpexncrasienbl Ha ¢urype 3. Kak mokasaHo Ha ¢urype 3, Bce
o0pasupl, copepKaliue COJib APTUHUHA, IOEMOHCTPUPOBAIM 0Ojee HU3KYK BSI3KOCTb 10
CpaBHEHHIO C KOHTpojieM. M3 00pasnoB, comepikalmux COJb aprUHMHA, 00pasel, Comep Kaiuii
THIAPOXJIOPH]] APTHHUHA, IEMOHCTPUPOBAJ HAMOOJIBIIVIO BA3KOCTD, YTO COMIACYETCS C TAaHHBIMH
Ha Qurype 2, KOTOpbIE AEMOHCTPHPOBAJIH, YTO OOpa3Ilbl, COAEpIKAIINE XJIOPUA-CONEpsKaInue
BCIIOMOTATEJIbHBIE BELIECTBA, OOBIYHO HEI(H()EKTUBHBI B KAYECTBE BCIIOMOTaTEIbHOTO BEIIECTBA,
CHUJKAIOILETO BA3KOCTb.

ITPUMEP 4

[00202]  JauHbIE  TpuMmep  AeMOHCTpHpPyeT  3(pdexkTsl  KOMOMHMPOBAHHBIX
BCIIOMOTaTeJIbHBIX BEIECTB Ha BSA3KOCTb.

[00203] Ilockonbky auneraT apruHHMHA W aleTaT KajbLUs XOPOLIO CHUMKAIH BA3KOCTHb
o0pa3noB ¢ BBICOKOH KOHLeEHTpauued Tte3enenymaba (pur. 2), aHammsupoBaimn 3PpPexT
KOMOVMHHUPOBAHMS JTHUX BCIIOMOTATENbHBIX BEIIECTB APYyr C JPYrOM WIH C APYTUM

BCrioMoratenbHbIM BemmecTBoM. Kakapiit n3 NAK, arnerara HaTtpus U npojrHa KOMOMHUPOBAIU
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C aleraToM apriuHUHA B TPEX Pa3HBIX oOpasuax ¢ Te3enenymadoMm, W B eme OJHOM obOpasie
aleTar KajbLysi KOMOMHHPOBAJHU C MPOJIMHOM. B KauecTBe KOHTPOJIS HCIOIb30BAIN OOpasel, He
COZIep’KaIMil BCIOMOTATEIbHOE BEIIECTBO, WM 00pasel, COAep Kaluii aneraT HaTpHs WU
nposnuH. Kpome Toro, B JaHHOM HccienoBaHuM nonuBuHUINUppoauaoH (PVP) tecruposanu B
pa3NUYHBIX KoNuvecTBax B auamazoHe or 0,5% (Bec/oObem) mo 3% (Bec/oObem). Kaskmpbiit
obpaszen comepskan mpuOamsurenbHo 210 mr/mn Tesenenymada U ObLI MOJNYYEH COTJIACHO

npoueaype, onucanHol B npumepe 2. Kpatkoe onucanue o0pasnos npuseneHo B Tadnuue 1.

TABJIULIA 1
Ne obpazna BcnomorarenbHbie BemmecTsa B 00pasie
1 be3 BcrioMoraTenbHbIX BELIECTB - KOHTPOJIb
2 ITponus (150 MM)
3 Anerat Na (150 MM)
4 Auerat Arg (75 MmM) + niposue (75 MM)
5 Anerar Arg (75 MM) + NAK (75 MM)
6 Anerat Arg (75 MM) + anerar Ca (75 MM)
7 Anuerat Arg (75 MM) + anierat Na (100 MM)
8 PVP (0,5% (Bec/o0Bpem))
9 PVP (1,0% (Bec/o0bem))
10 PVP (2,0% (Bec/00bem))
11 PVP (3,0% (Bec/00bem))

[00204] BsizkocTh aHAIU3UPOBAIIH, KaK MO CYTH OMUCAHO B Ipumepe 1.

[00205] Pesynabrarel mokaszaHbl Ha (Qurype 4. Kak mnokazaHo Ha ¢urype 4,
KOMOMHUpPOBAaHUE TPOJMHA WM aleTaTta HaTpPHs C aleTaTOM aprHHUHA NMPHBOAWIO K Oojee
HHU3KOH BSI3KOCTH MO CPABHEHHUIO ¢ 00Pa3LOM, COAEPIKALINM MPOJIHH B KAYECTBE €IUHCTBEHHOTO
BCIIOMOTATEeJIbHOTO  BEIIeCTBA  WJIM  alleTaT HaTpusi B Ka4deCTBE  E€IMHCTBEHHOI'O
BCIIOMOTATEJbHOrO BellecTBa. KOMOWHUpOBaHHME TMPOJMHA C aLETaTOM KajbLUs TaKkKe
NPUBOJMJIO K CHIDKEHHIO BSI3KOCTU MO CPABHEHUIO C 0OPA3LOM, COAEPIKAIIUM TOJIbKO MPOJIHH.
Auerar HaTpus AEMOHCTPUPOBAT 3PQPEKTbl CHUKEHHUS BSI3KOCTH TOJBKO B KOMOWHALUU C
arieratoM apruHuHa. OOpasen, copepskamuii Kak amneraT apruHUHA, TaK M aleTaT KaJbLHs,
JIEMOHCTPHPOBAJTI CAMYI0 HM3KYIO BSI3KOCTh M3 BCEX O0pa3lOB, MPOTECTHPOBAHHBIX B JAHHOM
uccnenoaand. PVP B mo00if M3 NMPOTECTHPOBAHHBIX KOHLEHTpaUWi BOOOIIE HE CHUXKAI
BSI3KOCTB 00pasIoB ¢ Te3eneaymadom.

[00206] TTpoBomuau NOMOJHUTENBHOE HCCIEIOBAHNE, HANIPABICHHOE HAa TECTHPOBAHUE
COJM AaprMHMHA B KOMOHWHALMM CO BTOPBIM BCIIOMOTAaTENbHBIM BELIECTBOM. B maHHOM
UCCIIEIOBAHUN TJIMLUH M TPUC-aLETaT TECTHPOBAJIU C alleTaTOM apruHuHa uiu Oe3 Hero. B
Ka4ecTBE KOHTPOJII B JAHHOM HCCJIEJOBAHUHM HCIONb30BAM O0pasel, He COoAep Kaluil
BCIIOMOTATENIbHOE BEIECTBO, HMJIM 00pasel], COoAep Kalluil NMPOJUH WM TPHUC-TUAPOXJIOPUA.

JIOTIOTHUTENBHO TECTUPOBANU O0pasLbl, COAEpIKAIIME APYTHE CONU aprHMHUHA, MPOMHOHAT
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apriHUHA W MeTaHCyJbpoHAaT apruHuHa. Kpome Toro, mojiydajqm W TECTHPOBAIH OOpaserl,
comepskamuii Tpuc-ruapoxsiopua. Kaxnperii oOpaszen coxepskan mnpudmuzutrenbHo 210 mr/mo
TesenenymMaba M ObUI TMOJY4YEH COINIACHO TNpouenype, omnucaHHoil B mpumepe 2. Kpartkoe

ONMMCAHUE BCIIOMOTATCJIbHBIX BCIICCTB U MX KOHUCHTPALMU B KaXXI0OM o6pa3ue NpeaACTaBJICHO B

Tabmuue 2.
TABJIMLIA 2
Ne obpasua BcnomorarenpHble BelecTsa B o0Opasie
12 be3 BcrmoMorarenbHbIX BELIECTB - KOHTPOJIb
13 [Tponus (150 MM)
14 Imums (150 MM)
15 Tpuc-HCI (150 MM)
16 Tpuc-auerar (150 MM)
17 IIpormonar aprununa (150 MM)
18 Acmnaprar apruausa (150 MmM)
19 Mertancynbdonat apruausa (150 MM)
20 Acmnaptart aprunusa (75 MM) + tpuc-auerar (75 MM)
21 Acmnaptart aprunusa (75 MM) + rimuuH (75 MM)

[00207] CocTaBbl TECTUPOBAIN B OTHOLIEHUU BA3KOCTH U CPABHUBAJIU C KOHTPOJIbHBIM
COCTaBOM, HE COAEP>KALIUM BCIIOMOTaTEJbHbIX BELIECTB WM copepxkamuMm 150 MM nponuna.
Bsi3kocTh aHanU3upoOBaIy, KaK IO CYyTH OMMUCAHO B pumMepe 1.

[00208] Pe3ynbpTaThl B OTHOLIEHUH BA3KOCTH Ka)KOTO COCTaBa MPEACTaBJICHbI Ha purype
5. Kak nmokaszano Ha ¢urype, KOMOMHUpPOBAHHUE alleTaTa apruHIHA JHOO C TPUC-ALETaTOM, JTHOO
C TJIMLMHOM, NPUBOAMJIO K CHIDKEHHIO 3HAYEHUH BS3KOCTH IO CPABHEHHIO C o0pasuamy,
COAEpALTUMH  TOJIBKO TPUC-aLETAT WM TOJNbKO T[IULMH. TPUC-TUAPOXJIOPUA  ObLI
Hed(h(PEeKTHBEH KavyecTBE CPENCTBA, CHUIKAIOLIETO BSI3KOCTb, YTO COTIACYETCS C MPENbIIyIUMH
HCCJIEIOBAHMSIMH, B KOTOPBIX MPEAIONAraioch, YTO BCIIOMOIAaTENbHbBIE BELIECTBA, COAEPIKALINE
xjopua, Hed)(EeKTHBHBI Ml CHIDKEHHMS BS3KOCTH OOpasloOB C BBICOKOH KOHLEHTparuen
Te3enenymada.

ITPUMEP 5

[00209] HaHHbli mpuMep AeMOHCTpUPYET 3(P(EKThl CHIDKEHHs BSI3KOCTH HECKOJIbKUX
BCIIOMOTATEJIbHBIX BEIIECTB Ha 00pa3Iibl, COEpIKaIlie BBICOKHE KOHIIEHTPALIUH Te3eTnenyMada.

[00210] OcHOBHBIE aMHHOKHCJIOTBHI, apTMHUH W JIM3WH, XOPOIIO CHWKAJIH BS3KOCTb
COCTAaBOB, COAEPIKAIIMX BBICOKME KOHIEHTpauuu Te3enenymadba. B omHOM wnccnenoBaHuM
UCTIONB30BAIM  OOpaser], coAepKaluii TUCTHOWH, W CPaBHUBAJIM €ro ¢ obOpasuamu,
COZep KALIMMH COJIb apruHMHA. B wacTHOCTHM 00pasupl, coxepskamue npudbmusutensHo 190
Mr/mMil TesernenymMada, MONy4aid COTJIACHO TpoLeaype, onmucaHHoW B mpumepe 2. OOpasibl
coxepxxkanu 60 MM ructuanHa wim 60 MM conu apruHuHa (THAPOXJIOPUAA ApTHHUHA, TIIyTaMaTa

apruHMHA, NPONHMOHATa apruHUHA, acraprara AapruHUHA, METAaHCYJb(pOHAaTa apruHHHA,
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TJIMKOJISATA apruHuHA, docdara apruanuHa). Takke momyyanu odpasisl, cogepxamue 60 MM N-
anernnapruiuHa (NAR) mnmun 60 MM mernonuHa. CocTaBbl TECTUPOBAJIM B OTHOLICHUH
BA3KOCTH, KaK IO CYTH OIHCAHO B MpuMepe 1, U CpaBHUBAIM C KOHTPOJbHBIM COCTaBOM, HE
COJZIEP>KaLIM BCIIOMOTaTENNbHbBIX BELECTB.

[00211] PesynbraTel moka3anbl Ha ¢urype 6. Kak mokazano Ha ¢urype 6, Bce coH
aprMHUHA, 32 UCKJIIOYEHHEM THAPOXJIOPHAA apTMHUHA, XOPOLIO CHIDKAIN BS3KOCTh oOpasua ¢
BBICOKOI KOHLIeHTparuel tesenenymada. OOpaszer rucTuanHa AeHCTBOBA TaK XK€ XOPOIIOo, KaK
u OonbIIMHCTBO cosieli apruHuHa. OOpasubl, comep:kamue NAR u Met, neiictBoBaiu Ha
CHI)KEHUE BA3KOCTHU TakK e, KaK U TUAPOXJIOPU apTUHUHA.

ITPUMEP 6

[00212] HdanHbli npuMep AeMOHCTpUpyeT 3(P(EeKThl CHIDKEHHS BSI3KOCTH HECKOJIbKUX
KOMOMHAIMH BCIIOMOTATENIbHBIX BELIECTB, COAEpPXKAIUX JHOO COJIb apruHHHA, JIMOO COJb
KaJbLKs, Ha 00pa3Ibl, COAEpIKAIUe BBICOKHE KOHLIEHTPALIUH Te3enenymaa.

[00213] B nmnpeaBapuTeIpbHOM HWCCIIEOBAHMM MOJy4ad oOpaser, coxepiKaiqui
npubmmsutensHo 190 mr/mn tesenmenymaba u 60 MM NAR, u oOpasen, comepskamiwii
npubnusutensHo 190 mr/mi tesenenymada u 60 MM mernonmnHa. BsiskocTh kaxmoro obpasia
U3MEPSUTH, Kak Mo cyTu onucaHo B mpumepe 1. Kak nokaszano Ha ¢urype 7, NAR u meTnonus
CHIDKAJIU BSI3KOCTH 110 3HaueHus Huke 60 cll.

[00214] TlockonbKy aueraT apruHHHA W aleTaT KajbLUs XOPOLIO CHUMKAIH BA3KOCTHb
COCTAaBOB Ha OCHOBe Te3emenymada C BBICOKOH KOHIEHTpamuen (¢pur. 2), aHAIH3HPOBAIU
s¢p ekt KoMOMHUPOBaHUS 3THX BCroMorareibHbIX BemecTB ¢ NAR mimm mernonnnom. C sToi
LeNbIo TocpeacTBoM yibTpaduisrpanun/ nuadunsrpaunu (UF/DF) nonydanu ceputo o0Opasios,
copepkamux npudmzuTenpbHo 180 mr/mn winn npubmusurensHo 210 mr/mn Tesenenymadba u
rjyTaMaTa apriHAHA WIM TJyTamara KajbLus, OTAeNbHO wiM B kKomMOuHaumu ¢ NAR wmm
METHOHMHOM WJIM, B HEKOTOpPbIX ciydasx, kak ¢ NAR, tak u ¢ mernonuHom. 3Hauenue pH
KaXxnoro oOpasua Haxomwiaoch B auamazoHe or 5,1 mo 5,3. Ha ¢urype 8 mnpencraBieHsl
KOHLICHTPALIUK KAXKIOTO M3 BBILICYTIOMSHYTBIX BCIIOMOIATENIbHBIX BELIECTB B KAKAOM oOpaslie,
a Takke 3HaueHne pH u BsI3KoCTH Kaxoro odpasua.

[00215] Kak moka3zaHo Ha ¢purype 8, 3HaYeHHs BSI3KOCTH 00pasLoB, comepkamux OoJjee
HU3KYI0 KOHLEHTpAalMI Te3ernenyMada, ObUTM HMIKE, YeM 3HAYEHHUs BSI3KOCTH OOpasLoB,
comepskamux OoJiee BHICOKYEK) KOHIIEHTPAIMIO Te3erneiyMada. 3HaueHus BSI3KOCTH OOpasIoB C
Oosee HU3KON KOHIEHTpauuel TesenenyMmadba HAXOOWINCh B IUANA30HE OT MPUOIU3UTENBHO 22
cll no mpubmmsurensHo 30 cll, Torma kak 3Ha4YeHUs BA3KOCTH 00pas3loB ¢ Ooyiee BBICOKOH
KOHLIEHTpaLuel Te3emnenymMada HAxXOAWINCh B AMana3oHe oT npubmmsurensHo 48 cll nmo
npudmmsuTensHo 64 cll. Kak mpaBuiio, 3HaU€HUsT BSI3KOCTH O0pa3LOB, COMAEPIKAIINX TIyTamar
KaJbLYsl, ObUTH HIDKE, YeM 3HaYEHHsI BS3KOCTH OOpa3LoB, COAEPIKALINX TIyTamaT apruHuHa. B
ciydae Oojiee HU3KMX KOHIEHTparuili Tezenenymadba nobasnenne NAR, MeTnHoHWHa nim ux
000MX JTOTIONIHUTENBHO CHUYKAJIO BA3KOCTh 00OpasLa.

ITPUMEP 7

[00216] auHblif npumep AeMOHCTpUpYET 3G (PEKTbl CHIKEHUS BSI3KOCTH HAa COCTaBbI,
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coziep Kalie BHICOKHE KOHLIEHTPALMH Te3erneayMada i HECKOJIbKO BCIIOMOTaTEIbHBIX BEIIECTB.

[00217] OO6pasen, coxepxamuii npudmusutenpsHo 210 mr/mn Tesenenymaba M COJb
apruHMHA WU JpyTrue BCIIOMOTATeNbHbIE BEIIECTBA, W3BECTHbIE CBOEH CIIOCOOHOCTBIO K
CHIDKEHHMIO BSI3KOCTH, a MMEHHO Oera-ajlaHWH, CapKo3uH M L-cepuH, mojy4any COrJacHoO
nponenype, onucaHHoi B mpumepe 2. Kaxnmeii oOpasen comepkan 150 MM omHoro wus
crenyromero: Oera-alaHuHA, CApKO3HMHA, L-CepuHa, MpoiruHa WM COJM aprHHUHA (TIPOMHUOHATA
aprUHUHA, acrapTaTa aprUHUHA, METAHCYJIb(OHATA ApIUHUHA, TIMKOJISITAa aprHHUHA, Gocdara).
OO0pa3ipl TECTHPOBAIN B OTHOLICHHH BSI3KOCTU M CPABHUBAJIM C KOHTPOJBHBIM OOpa3IOM, HE
COZlep KAaIMM BCIIOMOIATENbHOE BEUIeCTBO WM coaepxkamuM 150 MM nponuHa. Bsizkocts
aHAJIU3UPOBANIH, KaK 10 CyTH OIMHUCAHO B mpumepe 1.

[00218] PesynbraTel moka3aHel Ha ¢urype 9A. B COOTBETCTBHM C NpeAbIIyIIUMH
UCCIIEIOBAHUSAMHU COJIM APTUHUHA XOPOLIO CHIYKAJIM BA3KOCTh OOpa3LOB, COAEPIKAIINX BBICOKHE
KOHLIeHTpauun Te3enenymada (purypa 9A). BsskocTe Haxomwiach B JHAma3oHe OT
npudmsuTensHo 45 ¢l no npubnusurensHo 65 cIl. Hu ogHo u3 Gera-anaHuHa, capko3uHa u L-
CepuHa He CHIIKAJIO BA3KOCTh COCTaBa Ha OCHOBE Te3enenymada (purypa 9A).

[00219] B apyrom uCCIenOBaHWUU COCTaB, COAEPKAIIME MPUOTU3UTENBHO 195 Mr/mi
Tesenenymada U OeTawH, TAaypuUH WJIM MPOJIMH, TOJYyYaJIH COTJIACHO NMPOLEAYpe, OMUCAHHOHN B
npumepe 2. OOpasipl TECTUPOBAIM B OTHOLIEHHH BSI3KOCTH U CPABHUBAIA C KOHTPOJBHBIM
o0pa3nom, He CcomepKalliM BCIIOMOTATENbHOE BEINEeCTBO. BS3KOCTh aHAIM3MPOBAIH, KaK IO
CyTH ONMCAHO B npumepe 1.

[00220] Pesynprarel mokazansl Ha ¢urype 9B. B cooTBercTBHM C mpenbIIyLIIMU
UCCNIeIOBAaHUAMU OOpasell, COoAep Kalluil CONb aprUHUHA, CHIKAJ BSI3KOCTh B HaWOOJbBIIEH
crenenu. OOpaser, conepKalnii TaypyH, OKa3blBal yMEPEeHHbIH 3P dekT Ha BSI3KOCTh; BI3KOCTh
Oblla HEMHOTO HHXKe, 4YeM BSI3KOCTh oOpasiia, comepxainero npojud (purypa 9B). Obpaser,
copepskamuii betanH, He OkasbIBajd d(dekTa Ha BA3KOCTh (purypa 9B).

I[MTPUMEP 8

[00221] JauHbIi npuMep OeMOHCTpUpYeT 3P ¢eKT conm MarHus Ha BSI3KOCTh oOpasua ¢
BBICOKOW KOHILIEHTpaLuel Tezenenymada.

[00222] Obpaszen, comep:xammuii mpubdausureabHo 210 mr/min tesenenymada u 150 MM
alierata MarHusi, MoJly4aJii COTJIACHO MPOLeaype, OMHCaHHOH B mpumepe 2. JlaHHbINA oOpasen
TECTHPOBAJM B OTHOLICHWH BS3KOCTH M CPAaBHUBAIM C KOHTPOJBHBIM 00pa3loM, He
COZepaKaIlMM BCIOMOTaTeNbHOE BEIECTBO WM coxepxkamum 150 MM mposmna. Taxxe B
Ka4yeCcTBe TOJIOKUTEIBHOTO KOHTPOJSl Tojiydanu obpasern, copep:xkamuidi 150 MM anerara
aprUHUHA, U TECTUPOBAJIM €r0 B OTHOLICHHWH BS3KOCTH. UTOOBI ompenenuts, OyayT jm Oojee
BBICOKHE KOJIMYECTBA MPOJIMHA XOPOIIO AEHCTBOBATH HAa CHIKEHHE BSA3KOCTH oOpasma c
BBICOKOW KOHIIEHTpalmen Te3emnenymada, Mojy4ald U TECTUPOBAIH COCTaB, copep:kamuid 300
MM nposauHa. BS3k0oCTh aHANU3UPOBAIN, KaK IO CYyTH OMUCAHO B mpuMepe 1.

[00223] PesynbraTel moka3anel Ha ¢urype 10. Kak nmokasaHo Ha 37Ol ¢urype, anerar
MarHusi AeWCTBOBAJ TaK >K€, KaK M aleraT apruHUHA, Ha CHIDKEHHME BS3KOCTH oOpasla C

Te3enenymMadoM 10 3HaueHHs, cocTaBysiouiero HemHoro Hike 60 cIl. Ilponmun B mroOoit



62

koHueHTpauuu (150 MM unmm 300 MM) He CHMXKan BSI3KOCTh 00paslia, Takke KaK M amerar
aprUHMHA M aLleTaT MarHus, OHAKO 3HAUEHHs BSI3KOCTH 000X 0Opa3LOB, COAEPIKALINX MPOJIHH,
ObUIM HIKE YeM B KOHTpPOJIE, HE COMEP’KalleM BCIIOMOTATEbHBIX BEIIECTB. OTH JaHHBIE
CBUJIETENILCTBYIOT O TOM, YTO COJIM MAarHUs OKa3bIBatOT 3 (EKT CHUKEHHSI BA3KOCTU Ha COCTABBI
Ha OCHOBE Te3ernenymada.

ITPUMEP 9

[00224] Jlansblii npuMep AeMOHCTpHpyeT 3(dekT coneil rucTuarHa Ha BS3KOCTb IPH
BBICOKOW KOHLIEHTPALIMH Te3emnenymada.

[00225] OO6pasen, coxepxauuii mpudausuteabHo 210 Mr/mn Tesenenymaba U COJb
aprUHMHA, COJb TUCTHAWHA, COJIb KAJbLUS WIA HMX KOMOWHALMIO, MOJY4YaJd COTJIACHO
npouenype, omnucaHHoii B mpumepe 2. Conaum apruHUHA, WCMOJB30BAaHHbIE B JaHHOM
UCCIIEIOBAHUH, TMPEACTABISUIM COOOH TJHMKOJSAT apruHMHA W riiyramar apruHuHa. Comnu
THCTH/IMHA, WCIOJb30BAHHBIE B JAHHOM HCCIIEIOBAaHUM, NPEACTABISLIN COOOH TJIMKOJAT
rUCTUAMHA U rayTaMar ructuauHa. Conb KalbLius, UCIOJb30BAaHHAS B JAHHOM HCCIIEOBaHUM,
npeacrassuia cobol amerar kambLusi. KpaTkoe ommMcaHHe BCIIOMOTATENbHBIX BEIECTB M3

Ka)X71oro odpasia MpeacTaBieHo B Tabuuue 3.

TABJIMLIA 3
Ne obpazna BcnomorarenbHble BelecTsa B oOpasie

22 KoHTpons - 6€3 BCmoMorarenbHOro BEIIeCTBa

23 ITponus (150 MM)

24 I'myramar apruausa (100 MM)

25 I'mukonsat aprununa (100 MM)

26 I'nytamar apruausa (50 MM) u riukosst aprusausa (50 MM)

27 I'myramar ructuauna (100 MM)

28 I'mukonsar ructuauna (100 MM)

29 I'nytamar ructuauna (50 MM) u rukonst ructuausa (50 MM)

30 Anerat xanbius (100 MM)

31 I'nyramar apruauHa (33 MM), u miyramat ructuanHa (33 MM), u anerat
kanbLus (33 MM)

32 I'mukonsar aprunmHa (33 MM), u rmkonst ructuauHa (33 MM), u anerar
kajpuus (33 MM)

[00226] O6pa3ipl TECTUPOBAIN B OTHOLIEHUH BSI3KOCTH M CPABHUBAIU C KOHTPOJIbHBIM
COCTAaBOM, HE COAEpP>KallMM BCIIOMOTraTeJbHbIE BellecTBa Win coaepxamum 150 MM nponuna.
Bsi3kocTe aHanu3upoBay, KaK MO CyTH ONMKMCAHO B mpumepe 1.

[00227] Pesyabrarsl moka3ansl Ha ¢urype 11. Kak mokasano Ha maHHOH Qurype, Bce
o0pasipl, coepskaliue Colb aprUHUHA, COJIb TUCTHAWHA, COJIb KAJbLUSA WIM UX KOMOHMHAIHIO,
CHI>KAJIU BSI3KOCTh A0 3HaueHus Huke 75 cll, Toraa kak KOHTpOIU 1EMOHCTPUPOBAIN BSI3KOCTh
Bbite 100 cIl.
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ITPUMEP 10

[00228] [laHHbII npumep IeMOHCTpUpyeT 3(P(eKTsl ruKoNATa apriHUHA U acrapTrara
aprUHMHA Ha BA3KOCTb COCTABA C BBICOKOI KOHLIEHTpanuel Teseneaymada.

[00229] Ob6pazen, copepskamuii npudbausuTeapbHo 210 mr/mi Tezenenymada U TIUKOJAT
apruHuHa (B xkoHueHtpauuu 50 MM, 75 MM, 125 MM unu 150 MM) unu acniaprat apruHusa (B
koHueHtpauun 50 MM, 75 MM, 125 MM wuau 150 MM), monay4anu COTJIACHO MpOLEnype,
onucanHoON B mpumepe 2. OOpasipl TECTUPOBAIN B OTHOIIEHHH BSI3KOCTH U CPABHUBAIU C
KOHTPOJIEM, HE COAEP KALMM BCIIOMOTraTeNlbHbIE BeLlecTBa Uiu coaepkamuM 150 MM nponuHa.
Bs3kocTe aHanu3upoBay, KaKk Mo CyTH OMMUCAHO B pumMepe 1.

[00230] Pesynbrarhl moka3anbl Ha (urype 12. Kak mokasaHo Ha maHHOH Qurype, Bce
o0pasupl, coiepiKalfe COJdb apruHUHA B JIIOOOH KOHLEHTPAaLUWH, CHIDKAIH BSI3KOCTH JO
3HayeHuss Hwke 100 cll, Torma kak KOHTPONM NE€MOHCTpPUpPOBaIM Bsi3kocTh Bbime 110 clIl
VYBenuyeHne KOJMYECTBAa COJHM apTHHUHA CHIKAJIO BS3KOCTh, XOTS 3(¢exT Obul cuibHEE B
Clly4ae IJIMKOJISATa apTUHHHA.

[00231] B manHOM mpuMmepe NpOneMOHCTPUPOBaH 3(¢eKT M03bl CONell apruHMHA Ha
CHU)KEHHE BA3KOCTH.

ITPUMEP 11

[00232] HMauHbli npumep neMoHCTpupyet 3¢dext pH Ha BA3KOCTh COCTaBa C BBHICOKOM
KOHLIEHTpaLuel Tezenenymada.

[00233] Obpazen, comepxkamuii mpubdausurenbHo 210 mr/mn tesenenymada u 150 MM
acriaprara apruHuHa wid 150 MM amerata rUCTHAWHA, NOJyYajad COIJIAaCHO NPOLEAYpE,
onucaHHOU B npumepe 2. /st oOpasnoB ¢ acmapTaToM apruHuHa 3HauyeHue pH BapbUpoBasioch
ot 4,75 1o 5,7, a nnst 0Opa3LOB C aleTaToM T'MCTHAMHA 3HaYeHue pH BapbrpoBaioch OT 5,5 10
6,5. OOpasupl TECTUPOBATM B OTHOLIEHHH BS3KOCTH W CPaBHUBAIM C KOHTpPOJIEM, HE
COZEp>KAllMM BCIIOMOraTeJbHbIE BellecTBa WM coaepxkamuMm 150 MM nponuHa. BsskocTs
AHAJIM3UPOBAJIH, KaK IO CYyTH OMHUCAHO B pumepe 1.

[00234] PesynbraTel mokaszanbl Ha purypax 13A u 13B. Kak nokazano Ha 3Tux urypax,
COJIM CHHMIKAJIU BSI3KOCTD 110 YpoBHs Huke 50 clIl (ninst conei ructununa) wiu Huke 60 cIl (s
CoJiell apruHMHA), U WU3MeHeHHe pH He OKa3pIBajlo OTPHLATENLHOrO BIMSHUSA Ha 3PQexT
CHW)KEHUS BA3KOCTH.

[00235] DOtm [naHHBIE TOATBEPXKOAKOT, UYTO COCTaBbl, COAEPKAIHUE BBICOKYIO
KOHLIEHTPALMIO Te3ernenymada U COJlb apTUHUHA WIIM COJIb TUCTUAMHA, U XapaKTEPU3YIOLIHECs
3HaueHneM pH ot mnpubnusurenpHo 4,75 no mnpuOMM3UTENBHO 6,5, IEMOHCTPUPYIOT
MOHMKEHHYIO BSI3KOCTb.

ITPUMEP 12

[00236] [aHHBI mnpUMep MAEMOHCTPHPYET CTaOWIBHOCTb COCTaBOB HAa OCHOBE
Tesenenymada, CoepIKaIiux CoJib apruHUHA, ocie xpanenus npu 40°C B reuenne 1 Henenu.

[00237] Cepuro 06pa3LoB, KaKIbI U3 KOTOPBIX COAEPKUT MPUONU3UTENHbHO 195 Mr/mi
Tesenenymaba u 150 MM conu apruHuHa, NOJY4Yajd COMJIACHO TPOLEAype, OMHCAHHOW B

npumepe 2. O6pasipl TECTUPOBAJIH B OTHOIIEHUH CTAOUIIBHOCTH U CPABHUBAJIM C KOHTPOJIEM, HE



64

COIepKAalMM BCIIOMOraTeNbHble BellecTBa uiau  cogepxkamuM 150 MM nponuna.  [na
TECTUPOBAHUS CTaOMIBHOCTH O6paSLU:>I InoMeiajanu B KOHTefIHepr U 3aTEM XPAaHUJIU B TCUCHUEC 1
Henemu npu 40°C. O6pasipl TECTUPOBAIN MTOCPEICTBOM 3KCKII03MOHHON XpomaTorpaduu (SEC)
I ompeneneHus CcTabuiIbHOCTH OOpas3lia B pas3jJUYHble MOMEHTBbl BPEMEHHM XpaHEHMUs.
PeructpupoBanyu NpoOLIEHT BBICOKOMOJIEKYJISIpHBIX pasHoBuaHocteit (HMW) B oOpasuax, 4ro
oTtpaxkano konudectBO HMW-pa3sHOBUAHOCTEN, KOTOpble OOpa3oBajKCh TMOCHE MEepUona
XpaHeHusi. Pe3ynpraTel aHanmm3a CTaOMJIBHOCTH TOKa3aHbl Hibke B Tabmune 4. [lns kaxmoro
o0Opasia MoKa3aH TMPOLEHT BBICOKOMOJEKYJSIpHBIX pasHoBuaHocten (HMW). Uem Hmke

ykazaHHbid %o HMW, Tem Bbile cTaOMIbBHOCTh COCTaBA.

TABJIULIA 4

BcnomorarenbHOe BelecTBo % HMW

KoHTposb (6e3 BCrmoMorareibHOro BeecTBa) 3,42

IIponun 3,25

Arg-HCI 10,61

Anerar Arg 7,93

I'myramar Arg 4,37

IMmuxonsar Arg 6,39

IIponnonar Arg 16,55

MerancynbdoHat Arg 8,33

Acnaprat Arg 4,47

Docdar Arg 3,14

[00238] DTu naHHBIE CBUAETEILCTBYIOT O TOM, YTO HWAEHTUYHOCTH MPOTHBOUOHA
OKa3bIBaeT BIMsiHUE Ha oOpasoBanre HMW u cienoBarenbHO Ha CTaOMIIBHOCTD Te3enenymada.

I[MPUMEP 13

[00239] [dauHblii pUMep AEMOHCTPHUPYET BA3KOCTb U CTAOMIBHOCTb MJUTIOCTPATHBHBIX
COCTaBOB Ha OCHOBE Te3ernenymMada, pacKpbIThIX B HACTOSIIEM H300pPETEHUH, TOCIE XPaHEHHS
npu -30°C, 5°C u 25°C B TeueHue He Oosiee 6 MeCsLEB.

[00240] st uccnenoBarust 3pPEeKTOB Ha BASKOCTh U CTAOMIIBHOCTD NP XPAHEHUH MPH
Pa3IUYHBIX TEMIIEpaTypax MW PA3IUYHBIX MPOMEXKYTKAX BPEMEHH COCTABOB C BBICOKOH
KOHIIEHTpauei Tesenenymada, a TakKe Ui OLEHKH YCTOWYMBOCTH COCTaBa MPH MOABEPTaHUH
€ro MPOLECCY M3TOTOBJICHUS MPONYKTA, MPEIACTABISAIOMIEro OO0 JIEKapCTBEHHOE CPEACTBO, U
ACCOLIMMPOBAHHBIM C TMPOLIECCOM CTPECCOBBIM VCIIOBHSIM, IIOJyYaJd 4YeThIpe COCTaBa,
COIEpIKALINX OCHOBHYKO AaMHHOKHCIIOTY WJIM €€ COJIb, COJIb KajbIMs WJIM COJIb MarHus H
npudmmsuTensHo 180 mr/mi Tesenenymaba, U 3aTeM XpaHWIN W/WIA TOABEPTaid OTHOMY WU
HECKOJIbKUM TIPOLIECCaM M3TOTOBJIEHUS] MPOMAYKTA, MPEACTABILSIIOIIErO COOOW JIEKapCTBEHHOE
CPEACTBO, UJIM ACCOLIMUPOBAHHBIM C HUM CTPECCOBBIM YCJIOBUSM, BKIIFOUAsl CTPECCOBBIE YCIOBHS
B OJHOM WJIM HECKOJNbKHX LHMKJIAX 3aMOPaKUBAHUS/OTTaAMBAHUS, IyJI/CMECh COCTABOB,

(bunbTpaLuIO AN CHIKEHHUs] OMOHATPY3KH, yIEp’KUBaHHUE MPOAYKTA, MPENCTABISAIOLIET0 COOOH
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JIEKApCTBEHHOE CPENCTBO, CTEPUIIM3YIOLIYIO (PHIIbTpAINO, HAMOJHEHNE, MTPOBEPKY, UMHUTALIUIO
MapKUPOBKH/YITAKOBKH M UIMUTALIUIO TPAHCTIOPTUPOBKH.

[00241] Jlns kakgoro cocraBa HCXOAHBIA pPacTBOp, coaep:kamuil Te3eneaymad,
nonseprami UF/DF ¢ npumenenuem yHukanbHoro Oydepa nis nuadunsrpauuu (DF). ITocne
UF/DF noGaBnsiiu moBepXHOCTHO-aKTUBHOE BelecTBO. KommoneHTs! kaxkaoro Oydepa s DF,
UCITIONb3yeMble Ul TOJY4EHUs UEeThIPEX COCTaBOB, a TakXKe KOJIWYECTBO IOBEPXHOCTHO-
aKTHBHOTO BewllecTBa, nodasneHHoro nocine UF/DF, npencraBnenst B Tabmuue 5. B xauectse
KOHTPOJISI TIOJTy4day MmsAThii coctaB (AS) ¢ npumenenuem Oydepa mist DF, conepxkamero 10 MM
arerata, 261 MM (3,0% (Bec/o6bvem)) L-niponuna, pH 5,2, 1 TOBEPXHOCTHO-aKTUBHOE BEILECTBO,
0,010% (Bec/06bvem) monucopbara 80 (PS 80) nodasnsau nmocie UF/DF.

TABJIULIA 5
OcHoBHas
AMHHOKHCJIOT
HononnuresbHoe | [losepxHocTHo | KoHeuHoe
Tezenenym | a uiu ee coJb,
Cocras BCIIOMOTaTeJIbHOE -aKTHBHOE 3HAYEHHE
ad (Mr/mu) | coib KaabUHs
BelleCcTBO BelleCcTBO pH
HJIH COJIb
MAarHUst
120 MM 0,01%
Al 180 rJIyTamara OrcyTcTByeT (Bec/00bem) 5.0
KaJbIUS PS80
155 M 0,01%
A2 180 rjyTamara OTtcyTcTByeT (Bec/00bem) 54
apruHUHA PS80
60 MM 0,01%
A3 180 rJiyTamara 140 MM miponnHa (Bec/00beM) 5,0
KaJIbIUS PS80
80 MM 0,01%
A4 180 rJIyTamara 100 MM mponuHa (Bec/00bem) 54
apruHuHa PS80
0,01%
10 MM anerara
AS 180 n/a (Bec/0Obem) 5.2
261 MM mponuHa
PS80

[00242] T'myramaT KaibLUs MOJyYad MOCPEACTBOM KOMOWHUPOBAHUS THUIAPOKCHUIA
KaJblMsl C I[JIyTaMaTOM M IJIyTaMaT apruHMHA MOJyYald MOCPEICTBOM KOMOMHHPOBAHHS
apruHiHa B (JOpME OCHOBAHHS C INIYyTAMHUHOBOM KUCIOTOH (rimyramarom). KoHeuHoe 3HaueHue
pH nmocturanu mnocpencTBOM TUTPOBAHUS C IJIYTAMUHOBOW KHCJIOTOM U ONPENEesid ¢

npumeHeHueM pH-merpa Seven Easy (Mettler Toledo). Konnenrpaumro Ttesenenymada B
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KQXXJIOM COCTaB€ MOATBEPXKIAIH IOCPENCTBOM YIJIOBOH criekTpockonuu UV-mornomenus ¢
npumeHenueM npudopa Solo-VPE (C-Technologies) mocne 5-kpaTHOro rpaBUMETPUYECKOTO
pa3baBiieHUs.

[00243] KoHeuHble KOHLEHTpALUU OINpPEAEIEHHBIX KOMIIOHEHTOB aHAJIU3UPYEMbIX
KOHEYHBIX COCTAaBOB (HAIpUMep, B OTHOLIEHUH CTaOMJIBHOCTH, BSI3KOCTH, HEOOS3aTeIbHO MOCIIe
XPaHEHUs) OTIMYAIOTCS OT KOHUeHTpauuili Oydepa anst DF. B Takux ciydasix KOMIIOHEHTBI,
TaKHe KakK aleTar, IIyTaMaT U KaJbIHi, KOHLEHTPUPOBAJIN COBMECTHO C Te3enenyMadoM TaKum
00pa3oM, 4TO OKOHYATEIbHBIE COCTAaBBI COMEpKaT 00jiee BHICOKYI KOHLEHTPALMIO KOMIIOHEHTA
(HampuMmep, anerara, rIyTamara, KajbLWs) MO CPABHEHHMIO C KOHIIEHTPALMEH KOMIIOHEHTa B
Oydepe s DF. Hanpumep, koHueHnTpauus riyramara B Oydepe aist DF nosbimaercst no 15% B
KOHEYHOM COCTaBe, comepskamieM 180 mr/mi Tesenenymada, U KOHIIEHTpAIHUs Kajblus B Oydepe
st DF noswimaetcst 1o 50% B KOHEWHOM cocTase, conepskamiem 180 Mr/mut Tesenenymada.

[00244] Kpome TOro, BCIOMOraTeNlbHBIC  BEIIECTBA  MOTYT  HCKIFOUYATHCS
BOJIFOMETPUYECKH HJTH MOTYT TOABEPTaThCS BO3AESHCTBUIO HECTIEIM(PHUECKUX B3aUMOACHCTBHIA.
Hanpuwmep, B coctaBe Ha ocHOBe Te3enenymada npu 110 Mr/min KOHIEHTpaUUs MPOJIMHA MOXKET
ObITh Ha He Oosiee YeM npudIIBUTENHEHO 16,67% HIke, YeM yKa3aHHasi KOHIICHTpaIws B Oydepe
st DF, u B cocrtaBe Ha ocHOBe Te3enenymada npu 140 Mr/mMj1 KOHIIEHTPALHsI MPOJIUHA MOXKET
ObpiTe He Oosee yem Ha oT mpubmusurenbHo 10% no mpubmusurensHo 13,3% HIDKe, YeMm
yKka3zaHHas KoHUeHTpauusi B Oydepe mma DF. Takke, Hampumep, B cOCTaBeé Ha OCHOBE
Tesenenymada npu 180 Mr/mi KOHIEHTpauus MpoJinHA MOXeT ObITh Ha mpudbmusutensHo 15%
HIDKE, YeM yKa3aHHas KoHLeHTpauus B Oydepe nist DF, u koHLeHTpanys apruHiHa MOXKET ObITh
Ha npubmmsurensHo 40-45% Hike, yeM yka3aHHast KOHLeHTpauwus B Oydepe nist DF.

[00245] CoctaBbl B Tabsulle 5 TECTUPOBAIN B OTHOIIEHUH BSI3KOCTH, CTAOMJIBHOCTH MPH
XPaHEHUM TOCPEACTBOM Psifia aHAJIHM30B, UCIMOJIB3YEMbIX U OLEHKH KaueCTBA MPOAYKTA, WU
UX KOMOMHaIu. BS3KOCTh M3MEpsuIN ¢ MPUMEHEHHEeM KOHYCHO-TUIOCKOCTHOTrO peomerpa AR-
G2 (TA instruments) mpu ckopoctu cnsura 1000-1/cex mpu 23°C. Ecnu He yka3aHO HHOE,
BSI3KOCTh H3MEPSUTH B OTCYTCTBHE IMOBEPXHOCTHO-aKTHBHOTO BewuiecTBa. sl TeCTUpOBaHUs
CTa0MIIBHOCTH 00pa3Lbl KAXKIOTO COCTABA MOMEINAIN B KOHTEHHEPHI U 3aTeM XPAHHIIH B TEUEHUE
He Oonee 6 mecsueB (Hampumep, 1 Henmenro, 2 Henmenu, 4 Henmenw, 3 Mecsia, 6 MecsIeB) MpH
temneparype ot npubnusurenpbHo -30°C no mpubmmsurensro 40°C (mampumep, -30°C, 5°C,
25°C, 40°C). Obpa3ubl TECTUPOBAIH MOCPEICTBOM IKCKITIO3HOHHOM Xpomarorpaduu (SEC) mst
ompeneneHus CTaOWIBHOCTH COCTaBa B  PA3MYHbIE MOMEHTbl BPEMEHH XPaHEHHS.
PeructpupoBanu mpoueHT BbicOKOMONEKYJsipHBIX (HMW) pasHOBUAHOCTEH M MPOLEHT
[JIABHOTO MMHKa JJIs1 KaXAOro cocraBa. lIpONEHT TIIaBHOTO NHKA OTpakajl KOJUYECTBO
Teszenenymada (B GopmMe MOHOMEpPA), KOTOPOE OCTANIOCH MOCHIE YKA3aHHOTO MEePUOIa XPAHEHUSI.

[00246] Kak mnokasaHo Ha ¢urypax 15A-15D u ¢urype 16, cocraBbl Ha OCHOBE
riyramara apruauHa (ArgGlu) u rioyramara apruanna u nponunaa (ArgGluPro) obecnieunBaror
HAMJIYYIIYIO0 CTaOWUJIBHOCTh MPU COXPAHEHUH MOHMKEHHOM Bs3KoCTH. MccinenoBaHus B TeueHUe
He Oonee 6 MecsleB, npoBeneHHble pH Temneparypax -30°C, 5°C u 25°C, noaTBepAmnIH, 4TO

coctaBbl Ha ocHOBe ArgGlu n ArgGluPro neMoHCTpUpOBaIN HAUMEHBLIYIO CTENEHb arperauu
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oenka. CocraBbl Ha ocHOBe ArgGlu m ArgGluPro Taxske Obputm Oojee CTaOMIIBHBIMH, YeM
coctaBel Ha ocHoBe riytamara kanpuus (CaGlu) wnm riyramata KanpLus W TPOJIMHA
(CaGluPro), B BeicOKOCTpecCOBbIX ycnoBusix, 40°C, uepes 4 Henenu.

[00247] Kanumsapueii saektpodopes ¢ gomewwicyinbparom Hatpus (CE-SDS)
UCTIONB30BAJIM Uil pa3fiefieHuss BApUAHTOB JIEHATYPUPOBAHHOrO OeJka ¢ PasHbIM pa3MepoM B
HeBOCCTaHaBMBaomuXx (nr) wim BoccraHaBnuBaroumx ycnousx (RCE-SDS). Ilocpencrsom
RCE-SDS wusMmepsiii  BbICBOOOKAEHHE M CTAOMJIBHOCTh TSDKENOH LIeMd W JIETKOW IerH.
BricBOOOXKIEHHE TSKEIOW HEMU+Ierkoil 1enu coctaBisio > 98%, Torma kak CTaOMIBHOCTH
TSDKEJION Lenu+HIIerkoi nenu cocrasisia > 96% (¢urypa 17) B TECTOBBIX YCIOBHUSX.

[00248] AmnHanmu3 BSI3KOCTH JIE€MOHCTPUPOBAJ, YTO COCTaBbl Ha oOcHOBe ArgGlu wu
ArgGluPro nonnep:xuBanu Bsa3kocTs Hiwke 25 cIl u Ha yposHe npumepHo 20-22 cIl wim Hike
(purypa 18).

[00249] AHanmu3 CTaOMIBHOCTH BO BPEMEHHOM TOYKE dYepe3 LIeCTb MECSLEB IPH
temneparypax -30°C, 5°C u 25°C noarepami, uto coctaBbl Ha ocHoBe ArgGlu u ArgGluPro
IEMOHCTPHPOBAJIM  HAWMEHBIIYIO CTENeHb arperaunu Oenka. B memom,  ycioBust
JEMOHCTPUPYIOT, YTO COCTaBbl Ha OCHOBE IJyTamMaTa apruHMHa W TIJyTamara apruHuHa U
nposvHa Oonee 3PQPEeKTUBHBI KaK B OTHOIICHWH CHW)KEHHUS BSI3KOCTH, TaK U B OTHOIICHUH
CHW)KEHUS arperanun Oejika B COCTaBax Ha OCHOBe aHTuTena k TSLP.

[00250] Ha ocHOBaHMHU pe3yJbTaTOB WIIIIOCTPATHUBHBbIE pacCMaTpUBAaEeMble AHANa30HbI
KOJINYECTBA BCIIOMOTAaTENbHBIX BELIECTB MpPEACTaBIeHbl B Tabnuue 6. PaccmarpuBaroTcs Takue
KOJINYECTBA IMOBEPXHOCTHO-aKTUBHBIX BEIIECTB, KOTOpbIE ykasaHbl B Tabmuue 5. TepmuH
"cocTaBieHHBIN C" OTHOCHUTCS K KOJHYECTBAM BCIIOMOTATENIbHBIX BelIeCTB B Oydepe s
nuadpunsrpanun (DF). Tepmun '"cocTtaBneHHbII B" OTHOCHUTCS K KOHEYHBIM PACUYETHBIM
KOHLIEHTPALMSIM  BCIIOMOTATENIbHBIX BELIECTB IMOCJIE CMEUIMBAHUS M C Y4YeTOM JIFOOBIX
UCKJIFOYAIOIIHUX CBOMCTB MIIM 3(P(PEKTOB COBMECTHOIO KOHLEHTPUPOBAHUS, MPOSBISIIOLINXCS B
pe3yJbTaTe 0Opa30BaHUS CMECH.

Tabmuua 6
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CocTaBJjieHHbII ¢ CocTraBjieHHbIH B
Cocrasel Ha| Aprunua | 25-190 140 80 10-125 95 50
OCHOBE
I'myramar | 25-200 150 85 25-225 170 95
riiyramara
aprunuHa | Iponun 0-250 0 100 0-220 0 85
Cocrasbl Ha| Kampuuit | 15-130 | 100 60 15-195 110 70
OCHOBE
I'myramar | 30-300 230 140 25-320 240 145
riyTamara
KaJIbLIHST [Iponun 0-250 0 70 0-220 0 60

[00251] Bce ccpuiku, BKiOuUass MyOJaUKAlMU, 3asBKH HA TATEHTbI W TATEHTBHI,

HUTHUPYEMBIC B JTAHHOM JOKYMEHTE, HACTOAIINUM BKJIKOYCHBI B HaHHblﬁ AOKYMEHT MOCPEACTBOM

CCBUIKH B TOH Ke MEPE, KaK €CJIu ObI Ka)I(I[beI AOKYMEHT ObLI OTACJIBbHO U KOHKPETHO YKa3aH KakK

BKJIFOUEHHBIH IMOCPEICTBOM CCHUIKM M OBLI MPENCTaBI€H BO BCEH CBOEH IMOJHOTE B JAHHOM

TOKyMEHTE.

[00252] IlpumeHeHHE TEPMHMHOB B €IMHCTBEHHOM YMCJIE, MHOXKECTBEHHOM YHUCIE U

AHAJIOTMYHBIX OMpPENeNIeHN B KOHTEKCTe OMHMCAHUS HACTOSIIEro n3o00pereHusi (OCOOEHHO B

KOHTEKCTE HIDKecIeayromen GopMyJibl H300pETeHNs) TOJKHO TOJIKOBATHCS KaK OXBATHIBAOLIEE

KaK €AUHCTBECHHOC YUCJIO, TAK U MHOXXCCTBCHHOC YUCJIO, €CJIM B JAHHOM JOKYMEHTEC HEC YKa3aHO

WHOE, WU 5TO SIBHO HE IMPOTHUBOPEYUT KOHTEKCTY. TepMHHBI "IIpeaycMaTpUBarOIHNA"
2 2

"umeromuit", "BrIFOYaOIIMA" U "comepKamuii” ClIeayeT TONKOBATh KAK OTKPBIThIE TEPMUHBI (T.

€. O3Hayarolue "BKIHOYArOMUNA Oe3 orpaHuyeHusa"), eclii He YKa3aHO HHOE.
2
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[00253] IlpenycmarpuBaercsi, 4TO IpPUBEAEHHE IUANA30HOB 3HAYEHUW B JaHHOM
JIOKYMEHTE CIIY)KUT HCKIIOYHUTENbHO B KadecTBe cCrocoda COKpaleHus HWHIUBHIYaJIbHOTO
yKa3aHMsI K&KJ0TO OTAENBbHOIO 3HAaYE€HUs1, BXOJALIErO B IAHHBIN TUana3oH, U KaKAOH KOHEYHON
TOYKH, €CJIM B JAHHOM JOKYMEHTE HE YKa3aHO MHOE, U KaXK0€ OTAEIbHOE 3HAYEHUE U KOHEUHAasI
TOUKa BKJIIOUEHBI B HACTOSINEE ONMMUCAHKE, KaK €Cu Obl OHM ObUIM MHAMBHUAYAJIbHO YIIOMSHYTBI
B JAHHOM JIOKYMEHTE.

[00254] Bce cniocoObl, ONMucaHHbIE B JAHHOM JOKYMEHTE, MOKHO BBIIOJIHATH B JIIOOOM
MOAXOASAIIEM NOpsANKE, €CIM HWHOE He YKa3aHO B JaHHOM JOKYMEHTE, WM HHOE SIBHO HE
NPOTHBOPEYUT KOHTEKCTy. [IpuMeHeHue mroObIX BUAOB NPUMEPOB WM HILTFOCTPATUBHBIX
dbopmynupoBok (Hampumep, "TakoW Kak"), NPEAYCMOTPEHHBIX B JAaHHOM JOKYMEHTE,
NPEAHA3HAYEHO HCKIIOYUTENBHO JUIS JIYYINEro OCBELISHHs] HACTOSALIEr0 H300peTeHHs U He
HAKJIAJbIBAET OIPAaHUYEHUI Ha 0ObeM HACTOsIero U300peTeHus, eclii He 3asBjeHo uHoe. Hu
onHa (OPMYJIHPOBKA B HACTOSLIEM OMUCAHUM HE JTOJDKHA TOJKOBATBHCS KaK YKa3bIBAIOINAs Ha
KaKOH-TMOO HEe3asBJICHHBIA 3JIEMEHT KaK CYLIECTBEHHBIH JUIs MPAKTUYECKOH pean3aluu
HACTOSIIIETO H300pETeHNUSI.

B nmaHHOM JOKyMeHTE OMNMCaHbl TNIPEANOYTUTENIbHbIE BapUaHThl OCYLIECTBJICHMUS
HACTOSIIEr0 M300pETeHHs], BKJIIOYAs HAWIYYIIUH Crocod, M3BECTHBI aBTOpPAM HACTOSIIETO
n300peTeHus, IUIsI  OCYLIECTBIEHMs  HACTOALIEro  m3o0pereHus.  Bapuwanmum — 3THX
MPEANOUTUTENBHBIX BAPUAHTOB OCYIECTBIEHUS] MOTYT CTaTh OUE€BUIHBIMU /AJIS1 CIIELIUAINCTOB B
TaHHOHN 00JIACTH TEXHUKHU TOCJE MPOUTEHHS BbILIEYKA3aHHOTO ONMUCAHUA. ABTOPBI HACTOSINErO
n300peTeHNsT OXKHMIAOT, YTO CHEMAIUCTBl B JAHHON OONACTH TEXHUKU OYyAyT HCIIONB30BaTh
TaKUe BapHallUd COOTBETCTBYIOIIMM 00pa3soM, M aBTOPbl HACTOSINEro H300peTeHus
NPEAINoaraloT, YTO HacTosiee u3o0peTeHue OyneT peanr30BaHO Ha MPAKTHKE HHAYe, 4eM
KOHKPETHO ONUCAHO B JaHHOM JoKyMmeHTe. COOTBETCTBEHHO, HAaCTosiee H300peTeHne
BKJIIOYaeT BCe MOAM(PUKALMM U HKBUBAJIEHTHI OOBEKTa M300pETeHMs, YHNOMSHYTOrO B
NpUIaraeMoil K TaHHOMY TOKYMEHTY (popMmyJie H300peTeHHs, B YCTAHOBJICHHBIX MPHMEHUMbBIM
3aKOHOM Tmpenenax. bonee Toro, moOasi KOMOMHAIMS BBIIEONHCAHHBIX 3JIEMEHTOB BO BCEX
BO3MOXKHBIX HX BapHaLUsAX OXBAThIBAETCS HACTOSIIUM HM300pEeTEeHHEM, €CIH B IaHHOM

AOKYMEHTE HE YKa3aHO MHOE, NI MHOC ABHO HE IMPOTUBOPCUUT KOHTCKCTY.
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®OPMYVYJIA H30BPETEHUA

1. Bomgnast kommnosuums, copepxamas (a) anrureno k TSLP B koHueHTpammw,
cocTasisaroLIel bonee yem npudnuzutensHo 140 mr/mi, (b) mOBEPXHOCTHO-aKTHBHOE BEIIECTBO
u (C) mo MeHblIel Mepe OIHY OCHOBHYIO AMHHOKHCIIOTY WIM €€ COJb, IJe KOMITO3ULIHS
comepxut oT npudbausuteabHo 10 MM no npubnuszurensro 200 MM OCHOBHOM aMHUHOKHCIIOTbI
UJIU €€ COJIH.

2. BopHas koMmmo3unus mo m. 1, rie OCHOBHAs aMHHOKHCJIOTA NPENCTaBiIsieT CoOOH
apTUHUH.

3. BogHas KOMIO3ULMSA 1O 1. 2, cofiepKalias OpraHUuYeCKyI0 COJib ApTUHUHA.

4. BopmHas KOMIO3UWIMS MO M. 3, Tle COJb aprUHUHA TpPENcTaBisieT coOOl amerar
apruHUHA, acmapTaT apruHMHA, IJIyTamMaT apruHUHA, [VIMKOJSAT apruHUHA, JIaKTaT apruHUHA,
METaHCYJIb(OHAT APTUHUHA, IPOMHOHAT APTHHUHA HJIH UX KOMOMHAIUIO.

5. BonmHasi xommo3unusi mo m. 1, rae OCHOBHAas aMWHOKHCJIOTA MPENCTaBIsieT COOOMU
TUCTUIIUH.

6. BogHas KoMno3unus 1o 1. 5, coaep:kalias OpraHudecKyro COJIb THCTUANHA.

7. BogHasi xoMmmno3unmsi mo M. O, T COJib THMCTHIWHA MPEACTaBIsET COOOU amerar
UCTUAMHA, achnapTraT TUCTHAMHA, TIJIyTaMaT TUCTHIWHA, TIJUKOJNAT TUCTHAMHA, JaKTaT
THCTHIMHA, METaHCYJIb(OHAT TUCTHANHA, IPOIMMOHAT TUCTHIMHA UM X KOMOWHALIHIO.

8. BomHast xommno3unwmsi 1o m. 1, roe OCHOBHAas aMHUHOKHCIIOTAa MPENCTaBisieT CoOoH
JIN3YH.

9. BogHas koMno3uuus 1o 1. 8, coaepkalias OpraHu4eCcKyro COJIb JIM3UHA.

10. BogHast koMIio3umusi 1o 1. 9, rae Cojib JU3WHA MPEeACTaBIsieT cOOOH aueraT JH3UHa,
acrapTar JM3HMHA, IJyTamMaT JU3WHA, [VIMKOJNAT JIM3MHA, JIAKTAaT JIM3MHA, METaHCYyJb(oHaT
JIM3MHA, IPOMHOHAT JU3UHA WA UX KOMOWHALIUIO.

11. Bomnas xommosunusi, coxepxamas (a) antureno k TSLP B KoHIeHTpanuw,
cocTaBisiroLieit 6onee yem npubnusuTensHo 140 mr/mi, (b) MOBEPXHOCTHO-aKTUBHOE BEIECTBO
U (C) MO MEHbLIeH Mepe OIHY COJIb KAJIBbLHS MM COJIb MarHUs, I/ie¢ KOMIIO3ULHS CONEPKUT OT
npubnusuTensHo 15 MM 1o mpubnusutensHo 150 MM COM KaJTbIUs HITH COJTH MArHHSL.

12. Boanas kommosumusi no m. 12, rae coip KadbLus WU COJIb MAarHUsl COAEPIKUT
MIPOTUBOMOH, B KOTOPOM OTCYTCTBYET XJIOPHA.

13. Bognas kommosunus 1o 1. 12, roe MpPOTHBOMOH MPENCTaBisieT COOOM alerar,
acrapTar, rIyTaMaT, [JIHKOJIAT, JIAKTAT, METAHCYIb(OHAT, MPOMHUOHAT WIIM UX KOMOWHALIHIO.

14. Bonnas kommosunusi 1o m. 13, rme comb Kamblus MpenctaBisier coboi arerar
KaJblUsl, acrmapraT KajbLus, TJayTaMaT KaJbLus, TJUKOJAT KaJbLUs, JIAKTaT KajbLys,
METaHCYIb(OHAT KAJIBLHS, TPONHOHAT KaJbLIHS WM MX KOMOWHALIUIO.

15. BonHas komno3us o 1. 13, re cojib MarHus MpeacTaBisieT coOOH anerat MarHusl,
acrapTaT MarHus, TJyTaMaT MAarHus, TJIMKOJAT MAarHus, JIaKTaT MAarHus, MeTaHCyJb(oHaT
MarHusi, MPOMHOHAT MAarHUs WM UX KOMOHHALIUIO.

16. Bopmnas koMmMno3umusi 1o JroOOMYy M3 MPEObIAYIIMX IYHKTOB, AOIOJHHUTEIBHO

conepskamasi N-anermnaprudud (NAR), N-aueTwim3uH, METHOHHH, TJIMIMH, TPOJIMH, aleTaT
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HATPUsl, TPUC-ALIETAT, COJb T'MCTUAMHA WJIN COJIb KaJbIHsl, HEOOS3aTeNbHO B KOJIUYECTBE OT
npubnusuTensHo 50 MM o mpubnusutensHo 250 MM.

17. Bognas xomno3unus no . 16, copepxaias coiap apruanHa 1 NAR ninu METHOHUH
WIN UX KOMOMHALUIO.

18. BoxmHast kommo3uuus o m. 17, rae conb apriHUHA MPENCTaBsET COOOW riyTamaT
apruHUHA.

19. Bognas xommnosuumst mo m. 18, comepxamas 25-190 MM aprununa B (opme
ocHOBaHus U 25-200 MM i1y TaMHMHOBOM KUCJIOTBHI.

20. Bonnas kommnosuius no n. 18 wim . 19, conepxamast 140 MM aprununa B opme
ocHoBaHus U 150 MM riyTaMUHOBON KUCJIOTBI.

21. BonHas kommo3uius mo jodomy u3 . 18-20, conmepskaiasi MpoJIMH B KOJUYECTBE
ot 0 1o 250 MM.

22. Bopnas xommnosunyst no 1. 21, cogeprxamast 80 MM apruHuHa B (OpMe OCHOBAHH,
85 MM riyramuHoBOH Kucaotsl 1 100 MM L-nponuna.

23. Bopnas kommosunwms o modomy uz nmn. 18-22, comepxkamas 0,01% (Bec/o0bem)
noniucopbara 80.

24. Komno3uuus no 1. 23, copepskammas 140 MM aprununa B popme ocHoBanus, 150 MM
riIyTaMuHOBOM KUCNOTHI, 0,01% (Bec/00bpeM) monucopbara 80.

25. Komnosuuus no 1. 23, copepkamas 80 MM aprunuHa B ¢popme ocHOBaHMA, 85 MM
IIIyTaMHUHOBOM KuciaoTel, 100 MM L-niponuna, 0,01% (Bec/o6bem) nmomucopdata 80.

26. Bonmnas kommosuimusi mo 1. 18, comepxkamast 10-125 MM aprununa B (opme
OCHOBaHMs U 25-225 MM rilyTaMHUHOBOU KUCJIOTBHI.

27. Bognast xomno3urus no 1. 18 umm n. 26, cogepkamas 95 MM aprunuHa B opme
ocHOBaHus U 170 MM riyTaMHUHOBOI KHUCJIOTHI.

28. Boanas koMmosuius 1o Jrobomy u3 mm. 26-27, copepskaliasi IpoJMH B KOJHYECTBE
ot 0 1o 220 MM.

29. Bopnas xommno3unust no 1. 28, coxeprkamasi S0 MM apruHuHA B (POpME OCHOBAHHS,
95 MM riyTaMUHOBOH KUCIOTHI U 85 MM L-niposnuHa.

30. BonHas kommosunusi 1o Jrodomy u3 mm. 26-29, comepxkamas 0,01% (Bec/o0bem)
nosiucopbara 80.

31. Bognast kommosunus 1o 1. 30, cogepskamas 95 MM aprunuHa B opMe OCHOBaHWS,
170 MM riyramunoBoii kucnotsl, 0,01% (Bec/0dbvem) nomrcopbara 80.

32. Bognast kommosunus 1o 1. 30, comepskamas S0 MM apruHuHa B popMe OCHOBAHUS,
95 MM rayramuHOBOH KucaoTel u 85 MM L-tiposuaa, 0,01% (Bec/od6bem) monucopbara 80.

33. Bognas koMno3uuus no Jr000My U3 NPEAbIAYINUX MYHKTOB, rae antuteno k TSLP
COZIEPIKUT:

(A) BapmabenpHBIM JOMEH JIETKOH Lienu, copepskammii: (1) mocnenosarenbHocTh CDR1
JIETKOM LeMH, COAEPIKAIIYI0 aMUHOKHUCIIOTHYIO MOCJEN0BATEIbHOCTD, N3J0keHHYI0 o SEQ ID
NO: 3; (i) nocnemoBarenpHOcTh CDR2 jerkoit wmemu, comepskamyr aMHUHOKHCIIOTHYIO

NoCJIen0BaTeNbHOCTh, u3oxkeHHylo nox SEQ ID NO: 4, u (ii1) nocnenosarensHocts CDR3
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JIETKOM LeMH, COAEPIKAIIYI0 aMUHOKHUCIIOTHYIO MTOCJE0BATEIbHOCTD, N30keHHYI0 o SEQ ID
NO: 5, u

(B) BapmaOenbHBIN TOMEH TsKENON e, coaepkamuii: (1) mocnenoBarenbHocTs CDR1
TSKEJION LIEMH, COAEPIKAIlY0 aMHUHOKUCIIOTHYIO MOCIEA0BATENbHOCTD, U3JI0KeHHY0 nog SEQ
ID NO: 6; (i1)) mocnenoBarenbHocTh CDR2 Tsprenol menu, comepikaiqyrdo aMUHOKHCIOTHYIO
HOCJIeIOBaTeNbHOCTD, n3jokeHHY0 mox SEQ ID NO: 7, u (iii) nocnemoBarensrocts CDR3
TSDKEJION LIEeMH, COEPIKAIly0 aMHMHOKHUCIIOTHYIO TOCIIEA0BAaTENbHOCTD, U3J0KeHHY0 nox SEQ
ID NO: 8.

34. Bognas xomno3unus rno 1. 33, rae anrureno k TSLP conepxut:

(A) BapuaOenbHBII JOMEH JIETKOH 1eTH, BBIOPAHHBIN U3 TPYIIIbI, COCTOSLIESH U3

MOCJIEIOBATEIPHOCTH aMHUHOKHUCJIOT, Ha 1o MeHblnel mepe 80% wumentuunoit SEQ ID
NO: 12;

MOCJIEAOBATEIbHOCTH AMHUHOKHCJIOT, KOAUPYyEeMOH NOJIMHYKJIEOTUAHOU
MOCJIEIOBATEIbHOCTRIO, KOTOpast Ha 1o MeHblieit mepe 80% unentuara SEQ ID NO: 11, unu

MOCJIEIOBATENIBHOCTH ~ AMUHOKHUCJIOT, KOAUPYEMOW  IOJUHYKJIEOTHIOM, KOTOpPBIH
rHOpUAN3YETCST B YMEPEHHO JKECTKUX YCJOBHUSAX C MOCIENOBATEIBHOCTBIO, KOMIUIEMEHTAPHOM
NMONUHYKJIEOTHAY, coctosmemMy u3 SEQ ID NO: 11, unu

(B) BapnabenbHBIN TOMEH TSDKEJION LeTH, BBIOPAHHBIN U3 TPYIIIBL, COCTOSLIEH U3:

MOCJIEIOBATENbHOCTH aAMUHOKHUCIIOT, KOTopas Ha no MeHbluell mepe 80% wuaeHTHYHA
SEQID NO: 10;

MOCJIEA0BATEIbHOCTH AMHUHOKHCJIOT, KOAUPYyEMOH MOJIMHYKJIEOTUAHOU
MOCJIEIOBATEIbHOCTBIO, KOTOpas Ha 1o MeHblieit mepe 80% uaentuuna SEQ ID NO: 9, unu

MOCJIEIOBATENIbHOCTH  AMUHOKHUCIIOT, KOAUPYEMOW  IMOJUHYKJIEOTHIOM, KOTOpPBIH
rUOpUIN3YeTCs B YMEPEHHO JKECTKHX YCJIOBHSAX C IOCJIEIOBATENbHOCTHIO, KOMILUIEMEHTapHON
noJuHykieotuny, cocrosumemy u3 SEQ ID NO: 9, unu

(C) BapuabenbHbIi nOMeH Jierkoi 1enu u3 (A) u BapuaOeabHBIN TOMEH TSDKEIOH 1enu
u3 (B).

35. Bonnast xommnosuuwmst 1o 1. 17, comepskamas coiib Kanbiuss 1 NAR win MeTHOHUH
WIN UX KOMOUHALIUIO.

36. BonHas KOMMO3WIMs MO M. 35, ©Ae CONb KallbLUs MPeaCTaBjsieT coOOH TiiyTaMar
KaJIbLIHSI.

37. BonHasa xomnosuuus no n. 36, copepxamas 15-130 MM kaneuus u 30-300 MM
riyTamara.

38. Boanas xommnosunus no n. 36 unu n. 37, copepxkawmas 100 MM kansnus u 230 MM
riyTamara.

39. BonHast koMno3unwsi 1o Jirodomy u3 . 35-38, comepskaiasi MPOJIMH B KOJIMYECTBE
ot 0 5o 250 MM.

40. Bognas xomnosuuus no mn. 39, copepxamast 60 MM kaneuus, 140 MM riyramara u
70 MM L-nponuna.

41. Bonnas xomnosuuus no m. 35, copepxkamast 15-195 MM kaneuus u 25-320 MM
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riyTamara.

42. Bognast komno3uuus no 1. 35 unu 1. 41, conepxamas 110 MM kanbuus u 240 MM
rilyTamara.

43. BonmHast koMno3uuus 1o JroboMy u3 n. 35 wmm nm. 41-42, conmeprkamasi MpoJIKH B
xonuuectse oT 0 1o 220 MM.

44. Bonnas xomnosunus no 1. 43, coxepsxamas 70 MM kaneuus, 145 MM rayramata u
60 MM L-nponuna.

45. BogHast kommno3unms mo jrobomy u3 mm. 35-44, comepxamias 0,01% (Bec/oObem)
nosiucopbara 80.

46. Bonnas komno3unus no 1. 45, cogepsxamas 100 MM kanpuus, 230 MM riyramara u
0,01% (Bec/o6bem) mosucopdara 80.

47. Bognasa koMno3uuus no 1. 45, conepxamasa 60 MM kansius, 140 MM rinyramara, 70
MM L-nposnmna, 0,01% (Bec/o0bem) monmucopbdata 80.

48. Bopgnas komnosunus no n. 45, conepxkawas 110 MM kanbuus, 240 MM riytamara,
0,01% (Bec/ob6bem) momcopdara 80.

49. Bognasa komno3uuus no 1. 45, cogepxamasa 70 MM kansuus, 145 MM rayramara, 60
MM L-nposnmna, 0,01% (Bec/o0bem) monmucopbdara 80.

50. Bonnas xomnosunus mo grodomy u3 m. 35-49, rae antuteno k TSLP conepxur:

(A) BapuabenbHBIN JOMEH JIeTKOW Liemnu, comepskamuii: (1) mocienoarenbHocth CDR1
JIETKOM LeMH, COAEePIKALIYI0 aMUHOKHUCIIOTHYIO MOCJEN0BATEIbHOCTD, N3J0keHHYI0 o SEQ ID
NO: 3; (ii) nocnenosarenbHocTb CDR2 jerkodl nemy, CoAepKallyld aMUHOKHCIOTHYIO
nocienoBaTeNbHOCTh, u3oxkeHHyo nox SEQ ID NO: 4, u (ii1) nocnenoarenbHocTh CDR3
JIETKOM LIeMH, COAEPKaIly0 aMMHOKHUCIIOTHYIO TIOCIEA0BATENbHOCTD, U3J10KeHHY0 oA SEQ ID
NO: 5, u

(B) BapuabenbHbIil JOMEH TspKENON Lenu, conepskamuii: (i) nocnenosarenbHocts CDR1
TSDKEJION LIeMNH, COAEPIKAIlyK aMUHOKHCIOTHYIO TMOCIEA0BATEIbHOCTD, U3I0KeHHY0 nog SEQ
ID NO: 6; (ii)) nocnenoBarenbHocTh CDR2 TspkesioN memu, COmepiKalyrd aMUHOKHCIOTHYIO
NOCJIe0BaTeNbHOCTb, u3okeHHy0 mox SEQ ID NO: 7, u (iii) nmocnenoarensHocts CDR3
TSDKEJION LIeMH, COAEP KaIlyl0 aMUHOKHCIOTHYIO MOCIEeN0BaTeIbHOCTh, N3NokeHHyo nog SEQ
ID NO: 8.

51. Bognas xomno3uuus o n. 50, rae antuteno k TSLP copepxut:

(A) BapuaOenpHBII JOMEH JIETKOH eTH, BBIOPAHHBIN U3 TPYIIIbI, COCTOSLIESH U3:

MOCJIEIOBATEIbHOCTH aMHUHOKHUCJIOT, Ha Mo MeHbiuel mepe 80% wumentuunoit SEQ ID
NO: 12;

MOCJIEA0BATEILHOCTH AMHUHOKHCJIOT, KOAUPYyEMOH MOJINHYKJIEOTUAHOU
MOCJIEIOBATEIbHOCTRIO, KOTOpas Ha 1o MeHblei mepe 80% unentuuna SEQ ID NO: 11, unu

MOCJIEIOBATEIbHOCTH  AMUHOKHUCJIOT, KOAUPYEMONW  MOJUHYKJIEOTHJOM, KOTOpPBIH
rUOpUAN3YEeTCsl B YMEPEHHO JKECTKUX YCIOBHAX C IMOCIEN0BATEIbHOCTBIO, KOMIUIEMEHTAPHON
NMOJIMHYKJIeOTHAY, coctosmemMy u3 SEQ ID NO: 11, unu

(B) BapnabenpHBIi TOMEH TSDKEJION LIeTH, BBIOPAHHBIIN U3 IPYIIBI, COCTOALIEH U3:
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MOCJIEIOBATENbHOCTH aMUHOKHUCIIOT, KOTOpass Ha no MeHblueil mepe 80% wuaeHTHUYHA
SEQID NO: 10;

MOCJIEA0BATEIbHOCTH AMHUHOKHCJIOT, KOAUPYyEMOH MOJIMHYKJIEOTUAHOU
NOCJIEI0BATENBHOCTBIO, KOTOPast Ha Mo MeHblel Mepe 80% uaentuuna SEQ ID NO: 9, unu

MOCJIEIOBATENIbHOCTH ~ AMUHOKHUCIIOT, KOAUPYEMOW  MOJUHYKJIEOTHIOM, KOTOpPBIH
rUOpUIN3yeTCs B YMEPEHHO JKECTKHX YCJIOBHSIX C IMOCJEA0BATENIbHOCTBIO, KOMIUIEMEHTAPHOU
nonuHykyieotuny, cocrosuemy uz SEQ ID NO: 9, unu

(C) BapuabenbHbIi nOMeH Jierkoi 1enu u3 (A) u BapuaOeabHBIN TOMEH TSDKEIOH Ienu
u3 (B).

52. BonmHasi KOMIIO3WLMS TO JIFOOOMY W3 TNPEABIAYINNX MYHKTOB, I7I€ KOHLIEHTPALIHSI
anturena Kk TSLP cocraBysier ot npubnausurenbro 160 mr/min 1o npubnusutensHo 250 Mr/mit.

53. Boanast komnozunus 1o 1. 52, rae koHueHTpauus anturena k TSLP cocrasaser ot
npuOIU3NTENBHO 165 MI/MIT 10 TPUOTM3UTENBHO 225 MI/MIT.

54. Boanast komno3uuus no m. 53, rae koHueHTpauus anrurena k TSLP cocrasnser ot
npubnusuTensHo 165 Mr/mi o npudnmuzutensHo 200 Mr/mit.

55. Bonnast komno3uuus 1o 1. 54, raoe koHneHTpauus anturena Kk TSLP cocrasmsier ot
npubnusuTensHo 175 mr/mn no npubnusurensHo 185 mr/mut, HeoOs13aTeNbHO MPHOIU3UTENBHO
180 mr/mu.

56. Bonnast komno3uuus 1o 1. 52, rae koHneHTpauus anturena k TSLP cocrasisier ot
npubnusuTensHo 189 Mr/min o npudnuzurensHo 231 Mr/mit.

57. Bognast xoMno3uuus 1o m. 52, rae koHueHTtpauus anrurena k TSLP cocrasaser ot
npubnusuTensHo 205 Mr/mn 1o npuOnusurensHO 215 mr/min, HeoOsA3aTenbHO NPUOIU3UTENBHO
210 mr/mn.

58. BomHas kOMIO3uIMs NO JEOOOMY M3 MPEABIIYLIMX MYHKTOB, XapaKTepU3YHOINAsCs
3HaueHneM pH ot npubnusurensHo 4,5 10 npubIU3UTENBHO 6,75.

59. Bopnas xomnosuums 1o Im. 58, xapakrtepusywoouiascs 3HadeHueM pH ot
npubIu3NTeNBHO 4,8 10 MPUONIU3UTENBHO 6,0.

60. Bomnas xommnosuimsi mo m. 59, comepskamas 25-190 MM aprunuHa B (dopme
ocHoBaHus U 25-200 MM riryTaMHMHOBOM KUCJIOTBHI.

61. Bonnas xommnosunus o m. 59 wiu . 60, conepsxkamnast 140 MM aprununa B opme
ocHoBaHus U 150 MM riyTaMHUHOBON KUCJIOTBI.

62. BonHas xomno3unus 1o Jirodomy u3 nm. 60-61, comepskamiasi MPOJUH B KOJUYECTBE
ot 0 5o 250 MM.

63. Bognast kommo3unus 1o 1. 62, cogepskamas 80 MM apruHuHa B JopMe OCHOBAHUS,
85 MM riyramuHOBOM Kucaotel U 100 MM L-nponuna.

64. BonHas kommosunumsi 1o Jrodomy u3 mm. 60-63, comepxkamast 0,01% (Bec/o0bem)
nonucopbara 80, pH 5,4.

65. Bopnast kommosunwst 1o 1. 60, conepskarasi 140 MM aprunuHa B (hOpMe OCHOBAHUS,
150 MM riyramuaOBO# KucioTel, 0,01% (Bec/odbem) monmcopdata 80, pH 5,4.

66. Bonnas xomno3unus no 1. 60, copepxamas 80 MM apruHuHa B GopMe OCHOBAHM,
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85 MM rnyramuHOBO# KucaoTel, 100 MM L-nponuna, 0,01% (Bec/o6bem) monucopdata 80, pH
5.4.

67. Bomnasi xommnozumwmsi mo m. 59, comepkamast 10-125 MM aprunmaa B (dopme
OCHOBaHUs U 25-225 MM rilyTaMMHOBOU KUCJIOTBHI.

68. Bognast komnosunus o 1. 67, cogepaxaiast 95 MM apruHuHa B GopMe OCHOBaHUS U
170 MM riyTaMMHOBOM KUCJIOTBL

69. Boanas komnosunusi mo Jrobomy u3 m. 67 wiu m. 68, comepkamas MPOJIMH B
kojuuectse oT 0 1o 220 mM.

70. BonHast komno3unus o . 69, copepxkamas S0 MM apruHuHa B popMe OCHOBAHUS,
95 MM riyTaMUHOBOH KHCJIOTHI U 85 MM L-niposnuHa.

71. BonHasi kommo3unusi 1o Jrodomy u3 mnn. 67-70, comepxkamas 0,01% (Bec/o0bem)
nonucopbara 80, pH 5,4

72. BonHas komno3unus 1o 1. 71, copepskamas 95 MM apruHuHa B popMe OCHOBAHUS,
170 MM rnyramunaOBO# KucioTsl, 0,01% (Bec/o0bem) noymcopdara 80, mpu pH 5.4,

73. Bonnas komno3unwms no 1. 71, copepskamast S0 MM apruHuHa B pOopMe OCHOBAHUS,
95 MM rayramuHOBOW KUCIOTHL, 85 MM L-nponnna, 0,01% (Bec/o6bem) momucopbdara 80, mpu
pHS5.4.

74. BopHas xommnoszuuusa no m. 59, comepskamast 15-130 MM kaneimst u 30-300 MM
rJyTamara.

75. Bonnas komnosuuus no 1. 74, coaepskamas 100 MM kansuums u 230 MM rnytamara.

76. Bognas kommosunusi mo JoOoMy w3 m. 74 wnm m. 75, conmepikamiasi IPOJIMH B
kosmuectse oT 0 1o 250 mM.

77. Bognas xomno3uuus 1o mn. 76, cogepskatast 60 MM kanbius, 140 MM rioyramara u
70 MM L-nponusa.

78. BopHaa xommosuuusa no m. 59, coxepskamast 15-195 MM kanpims u 25-320 MM
riyTamara.

79. Bonnas komnoszuuusi o 1. 78, coaepskamast 110 MM kanbuus u 240 MM riyramara.

80. Bomnas xommosuiusi mo Jirobomy u3 m. 78 wim m. 79, conmepikamasi MPOJIMH B
konuuectse oT 0 1o 220 mM.

81. BogHas xomno3uuus no 1. 80, conepxkawas 70 MM kanbuus, 145 MM rayramara u
60 MM L-nponuna.

82. Bomnasi kommosuiusi o Jrobomy u3 mm. 78-81, conmepkamast 0,01% (Bec/o0bem)
nonucopbara 80, pH 5,0.

83. Bognas xomnosuuus no 1. 82, coxepxkamas 100 MM kansius, 230 MM rinytamMara,
0,01% (Bec/o6bem) momcopdara 80, mpu pH 5,0.

84. Bonnas komno3uuus no m. 82, coaep:xkawmas 60 MM kanpuus, 140 MM riytamara, 70
MM L-niponmna, 0,01% (Bec/ob6bvem) nmosmcopdara 80, mpu pH 5,0.

85. BoxgHas xommno3uuus no m. 82, cogepxamas 110 MM kansums, 240 MM ryramara,
0,01% (Bec/o6bem) nmomucopdara 80, mpu pH 5,0.

86. Bonnas komnosuuus no 1. 82, coaep:xawmas 70 MM kaneuus, 145 MM riyramara, 60
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MM L-nposnmna, 0,01% (Bec/o0pem) nonmcopbdara 80, mpu pH 5,0.

87. BoxgHass KOMIIO3ULMS 1O JFOOOMY W3 MPEAbIAYIIUX IyHKTOB, I7l€ BS3KOCTh BOAHOM
KOMIo3uLuu cocrasiseT meHee 4yem 100 cll npu 23°C, 1000-¢™.

88. BonHasi koMno3unys 1o m. 87, rae BA3KOCTbh BOAHONW KOMITO3UIUU COCTABJISIET MEHEE
gem 75 cll mpu 23°C, 1000-¢-.

89. Boanast koMrio3uius no 1. 88, rae BA3KOCTh BOAHON KOMITO3UIIMU COCTaBIISIET MEHEe
aem 60 cIT mpu 23°C, 1000-¢™.

90. BogHast koMmio3unys o 1. 89, rae BA3KOCTb BOJHOM KOMITO3ULIMH COCTABJIIET MEHEE
aem 50 cIT mpu 23°C, 1000-¢™.

91. BoxmHast kOMIO3ULUsI TIO JEOOOMY M3 MPEObIAYIIMX MYHKTOB, € MOBEPXHOCTHO-
AKTUBHOE BEILECTBO SIBJIICTCS] aM(UMATHYECKUM /UM HEHOHOTEHHBIM.

92. Komnozumust 1o 1. 91, rae moBepXHOCTHO-aKTUBHOE BEIECTBO MPEACTABISIET COOOH
noyimcopoar.

93. Kommozunust 1o 1. 92, rae NoBEpXHOCTHO-aKTUBHOE BELIECTBO MPEACTABISIET COOOH
nosrcopOat 20 wu nonmucopdat 80 UM UX CMECH.

94. Komno3uuusi mo JroOOMy W3 NPEABIAYINNX MyHKTOB, COIEp’Kallas MOBEPXHOCTHO-
AKTUBHOE BEIIeCTBO B KOHIEHTpamuu OT mnpubmusurenbHo 0,005% (Bec/odwvem) 1o
npubnusutensHO 0,015% (Bec/00beM) UM MEHbIIE.

95. Komnosunmst mo m. 94, comepsxkamas npudbmusurensHo 0,010% (Bec/oObem) +
0,0025% (Bec/00BpeM) MOBEPXHOCTHO-AaKTUBHOTO BEIIECTBA.

96. Kommnozunus no 1. 95, copepxkamast npudmmsutenbuo 0,005% (Bec/o0vem), 0,010%
(Bec/06wem) nnu 0,015% (Bec/06beM) MOBEPXHOCTHO-AKTUBHOT'O BELECTBA.

97. Kommo3urusi mo o00OMy M3 MPeAbAYLIIMX IYHKTOB, IIe KOMIIO3ULHMS SIBIISIETCS
U30TOHMYECKOW WJIM XapaKTePHU3YeTCsl OCMOJISUIBHOCTBIO B AMANa30oHe OT mpubnusutenbHo 200
MOcw/kr o mpubmusurensHo 500 mMOcwm/kr, winm or npuOmmsurensHo 225 MOCM/Kr 1o
npubnusuTensHo 400 MOcMm/kr, wiu oT npubnusutensHo 250 MOcM/kr 1o mpubnusutensHo 350
MOCM/KT.

98. Komnosuuusi mo JroOOMy M3 MPEAbIAYIIMX MYHKTOB, TZ€ KOMIIO3HLHS SIBJISIETCS
WU30TOHMYECKOW WIJIM XapakKTepU3yeTCsl OCMOJISUIBHOCTBIO, COCTAaBJSIIOLIEH Oojiee 4em
npubnusuTensHo 350 MOCM/KT.

09. BopmHasi KOMMIO3WIMS MO JIIOOOMY U3 TPEObIIYIIUX MYHKTOB, /e MEHee ueM
npubnusuTensHo 5% aHTHTENa paspyuiaercss mocie xpaHeHuss npu 2-8°C B TedeHue 1o
MEHbBLIEH Mepe WM NpUONM3UTENBHO 12 MecslleB, Kak OIPENesieHO IOCPEACTBOM
3KCK03noHHON Xpomarorpaduu (SEC).

100. Bognas kommnosuuus 1o 1. 99, rae Menee yem 5% aHTUTENA pa3pylIaeTCs MOCHe
xpaneHust npu 2-8°C B TedeHune oT npuOIM3uTENsHO 20 MecsAueB A0 NPUONU3UTENBHO 26
MECSIIIEB, KaK OMPEAeNIeHO MOCPEACTBOM SKCKITI03nOHHOH xpomaTtorpaduu (SEC).

101. Boanas xommno3uuus no 1. 100, rae Mmenee yem 5% aHTUTENa pa3pylLIaeTcs Mocie
xpanenus npu 2-8°C B TedeHue ot npubmusurensHo 30 1o npubnusurenbHO 40 MecsIeB, Kak

OTIpeeNIeHO MOCPEACTBOM SKCKIIIO3NOHHOH xpoMaTtorpaduu (SEC).
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102. BogHast KOMIO3HLMS 1O JIFOOOMY W3 MPEABIAYINNX MYHKTOB, Iie€ MeHee ueM 5%
aHTHUTeNa pa3pylLIaeTcs Mociie XpaHeHus nmpu Temnepatype Boiiie 20°C B TedeHHE MO MEHbLIEH
Mepe Wi TNpUONH3UTENBHO 2 Henelb, KaK OIPEeNeJeHO IOCPEACTBOM HKCKIKO3UOHHOM
xpomatorpadun (SEC), Heobs3aTeNIbHO B T€YEHHE O MEHbLIEH Mepe WM MPUOIU3UTENbHO 4
HeZeNb WIN 8 HEeNlelb.

103. Bopnasi komnosuuusi o m. 102, roe TemmepaTypa COCTaBISET MPUOTU3UTETHHO
25°C umu Gonbure, win npudbmmsurensHo 30°C nimm Oonbine, win npudnusurensro 40°C nmm
Oosbie.

104. BogHasi KOMIIO3ULMSI O JIFOOOMY M3 MPENbIAyLINX MyHKTOB, rae antureno Kk TSLP
npexacrasisier codor antuteno [gG2.

105. BomnHast kommnosunwmst o jgrodomy u3 mm. 33-104, rae antureno k TSLP comepxxut
TSDKENTYI0 LIeTlb, COAEP KAy aMUHOKHCJIOTHYIO mocienoBarenbHOCTh o SEQ ID NO: 13,
JIETKYIO II€Mb, COAEPIKAIIYI0 aMUHOKUCIOTHYIO mocienoBarenpbHocTh o SEQ ID NO: 14, unu
TSDKEJYIO LieMb, COJAEP KaLlyl0 aMUHOKHCIIOTHYIO nocienoBaTenbHocTh noa SEQ ID NO: 13, u
JIETKYIO LIeNb, COAEpIKAlyI0 aMUHOKHCIOTHYIO nochenosaTenbHocTh o SEQ ID NO: 14.

106. Bonmnas xommoswums 1o Jwodomy w3 mm. 33-105, rme antuteno k TSLP
crienuguIecku CBsi3biBaeTcs ¢ monumentuaoM TSLP, kak m3nokeHO B aMUHOKHUCIOTAax 29-159
u3 SEQ ID NO: 2.

107. BomHast xommnosunus mo modomy u3 mm. 1-106, roe oba ydacTka CBS3bIBAHUS
anturena k TSLP xapakTepu3yroTcsi HIEHTUYHBIM CBsi3bIBaHUEM ¢ TSLP.

108. T'oroBoe M3neNNe, CoaepsKallee BOJHYIO KOMIO3HUIHIO O JIOOOMY U3 MPEAbIAYLIIX
IYHKTOB, HEOOs3aTeNbHO cojepikaliee OT MPUOIM3UTENbHO | Ml 10 NPUOIUBUTENBHO 5 MI
BOAHOHN KOMIIO3HULIUH.

109. IIpensapuTenpbHO 3alONHEHHBIN IINPUL, COAEPKAIIMI BOAHYH) KOMIIO3HMLIUIO IO
moOOMy U3 MPeNbIAyIINX MyHKTOB, HEOOS3aTeNbHO COAEPIKAIUI OT MpUOIU3UTENbHO | MIT 10
NPUOTU3UTENEHO S MJT BOIHOM KOMIO3ULIUH.

110. ®nakoH, comepKalluii BOAHYK) KOMIIO3HMIHMIO TO JIEOOOMY W3 MPEabLAyIINX
NYHKTOB, HEOOS3aTENIbHO COAEpKAIlMKA OT MPUOIM3UTENbHO | MJI A0 MPUOIM3UTENBHO S5 MII
BOAHOW KOMIIO3ULIMH.

111. ABTOMHBEKTOp, COAep KALUN BOIHYIO KOMIO3ULMIO 1o 1. 107.

112. Aprounbektop mo m. 111, rme aBTOMHBEKTOp mpencrasisier codoii Ypsomed
YpsoMate®.

113. Asrounbsekrop mo m. 111, rme aBromHbekTOp packpbir B WO 2018/226565, WO
2019/094138, WO 2019/178151, WO 20120/072577, WO 2020/081479, WO 2020/081480,
PCT/US20/70590, PCT/US20/70591, PCT/US20/53180, PCT/US20/53179, PCT/US20/53178
wm PCT/US20/53176.

114. TlpumeHeHHe BOOHOW KOMIIO3ULIMK MO JIFOOOMY W3 MPENBIAYLINX ITyHKTOB IJIs
JIEYSHHsT BOCTIAJIUTEIBHOTO 3a00I€BaHMS.

115. Ilpumenenue no m. 114, rae BocnanuTeapbHOE 3a00JeBaHNE BBIOPAHO W3 TPYIIIHI,

COCTOHIHGﬁ N3 aCTMbI, aTOMNUYCCKOro AC€pMaTruTa, XPOHHUYCCKOTO O6Cpr1(TI/IBHOFO 3a00JIeBaHHS
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aerkux (COPD), Ha3anpHBIX IOJUIOB, XPOHUYECKOW  CIIOHTAHHOHW  KParWBHUIIBL,
203unoghunvno2o 30¢acuma (EoE), 3abonesanus, BeI3BaHHOTO Ig (Takoro xak IgA-nedponarus
Y BOJTYAHOYHBIN HEPPUT), 203MHOPUIBHOTO TaCTPUTA, XPOHUIECKOTO CHHYCHTa O€3 Ha3aIbHbBIX
TIOJIUTIOB M UAUOIATHIeCKOro jerouHoro gpuodposa (IPF).

116. IIpumenenune no m. 115, rae BocmanuTenbHoe 3ab0NeBaHNe MPEACTABIAET COOOH
aTONHUYECKUH IePMAaTHUT.

117. Cnoco® neueHHss BOCHAIUTENBHOIO 3a00J€BaHHUS Yy CYOBEKTa, BKIFOYAIOLIMN
BBEICHUE CYOBEKTy TepamneBTu4ecku 3>((EKTUBHOTO KOJMYECTBA BOAHOH KOMITO3ULMH 1O
T000MY U3 MPEbITY X MTYHKTOB.

118. Cnoco6 mo m. 117, rae BocmanutenbHOe 3a00JieBaHME BBIOPAHO W3 TPYIIIIHI,
COCTOSILIEH U3 aCTMbI, aTOMUYECKOTO AEPMATHTA, XPOHHUECKOTO OOCTPYKTHBHOTO 3a00JI€BaHHS
aerkux (COPD), Ha3ajnpHBIX [OJUIOB, XPOHUYECKOW  CIIOHTAHHOHW  KParWBHUIIBL,
203unoghunsno2o 230¢acuma (EoE), 3a0onesanus, BpI3BaHHOTO Ig (Takoro kak IgA-nedponarus
¥ BOJTYAHOYHBIN He(PPUT), 303MHOPUIBHOTO racTPUTA, XPOHHUECKOTO CHHYCHTa 0Oe3 Ha3aJbHBIX
TIOJTUTIOB M UAUOMATHYECKOTO jierouHoro gpubdposa (IPF).

119. Cnocob6 mo m. 118, rme BocmamutenbHOe 3a00JieBaHME NPEACTABISIET COOOH
ATOMUYECKUI AEPMATHUT.

120. Crnocob mo mrobomy u3 mm. 117-119, roe BOOHYIO KOMIO3UIHIO BBOISIT CYOBEKTY
MOCPEICTBOM ITOAKOXKHOTO BBEIEHHSI.

121. Cnocob mo mrobomy u3 mm. 117-120, rae cyObpekTy BBOAAT OT NpHOIM3UTENBHO 10
MJT 10 IpUOIU3UTENBHO 20 MJT BOTHON KOMIIO3HLINU.

122. Cnoco0 mnomydeHuss CTaOMIBHON KMIKOM KOMIIO3UIIMM Ha OCHOBE AHTHTENA,
XapaKTePU3YIOLIEHCs BS3KOCTBIO, COCTaBjsAOmeld MeHee deM mnpubmusurensHo 100 cll, u
comepxamieit (A) antuteno k TSLP B KOHLEHTpaluu, COCTaBIsiIOIIel Ooyee 4em
npubnusutensHo 140 wmr/mi, (B) noBepxHocTHO-akTHBHOE BemecTBO U (C) OCHOBHYHO
AMHHOKHUCJIOTY WM €€ COJIb, COJb KajbLHs, COJIb MAarHUs WJIM UX KOMOWHALMIO, TPH 3TOM
yKa3aHHbIN crocod BkiOYaeT: (1) oObeAMHEHNE aHTUTENAa ¢ BOJHBIM PACTBOPOM, COIEPIKAIIUM
ot mpubmmsutensHo 50 MM o mpubmmsurensHo 150 MM OCHOBHOW aMUHOKHCJIOTBI WIIA €€
COJIM, COJIM KaJbLMs, COJMM MarHus Wiu ux KomOuHaumu, u (ii) moOaBieHHE MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA C AOCTIDKEHHEM KOHEYHOW KOHLEHTPALMHU ITOBEPXHOCTHO-AKTHBHOI'O
BeIeCTBa, cocTapisitomneii mpudmmsurensHo 0,01% (Bec/obbem) + 0,005% (Bec/obObem).

ITo noBepenHocTn
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