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M3o0pereHne kacaeTcss adpo30JIbHOM KOMIO3UIMH, MOAXOAsIIEH 1y BBeneHus: nanueHtam ¢ COPD
TIPY TTOMOIIH TO3UPYIONIETo HHTaNIsATOpa oA AasinenneM (pMDI), cogeprxaniel TITUKOTHUPPOHUS OPOMUT
BMectTe ¢ opmoreponom. Kommosunms takxe comepxkutr HFA (ruapodTopalkaHOBEIN) HpPOIEIUICHT,
COpacTBOPUTENh M HEOPTaHMYECKYI0 KHUCJIOTY B KOJIMYECTBE, JIOCTATOYHOM JUIsl CTaOMIM3aluH
KOMIIOHEHTOB - TIUKONHUPPOHHS OpoMuaa u (opmorepona. Bo3MOXXKHO KOMIIO3HMIHUS TAKKE COACPIKHUT
OekIIoMeTa30Ha TUIPOIHOHAT.
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N3o6peTenne oTHOCHTCS K (papMalrieBTUUECKMM KOMIO3HIMAM a’3po30JbHOTO PacTBOpa, MpeaHa3Ha4YeH-
HBIM U1l IPUMEHEHHS B JO3UPYIOLINX HHTAITOpax 0] JaBICHUEM, COJEP KAIIUM TIIUKOMHPPOHUS OpOMUL
tdopmoTepou win ero conb. Kpome Toro, m300peTeHne OTHOCHUTCS K MPUMEHEHHIO TAKMX KOMIIO3HITUHA B MIPEny-
MIPSKICHUHN ¥ Tepalul PeCIMpaTopHbIX paccTpoiicTs, BkIodas COPD (xponudeckoe oOCcTpyKTHBHOE 3a00JIe-
BaHUE JICTKUX ).

IIpenmecTBYIOLIHIl YPOBEHb TEXHUKH

I'makonupponust 6poMuy (Takke M3BECTHBIM KaK TITMKOTHMPPOJAT) MpeACcTaBiseT coO00i MyCKapHUHOBBIH
M3 aHTHXOJIMHEPTHYECKUH areHT, UCIIOJIB3YEMBIH Ul YMEHBIICHUS CIFOHOOTAEICHHUS, aCCONUUPOBAHHOTO C
BBE/ICHHEM HEKOTODPBIX aHECTETHUKOB, U B KaUeCTBE BCIIOMOIaTEIbHON TEpanuy MENTHYECKHUX s3B. Tarke coo0-
manock, yTo oH 3(GQEKTUBEH B JieueHHH acTMaruyeckux cumiTomoB (Hansel et al., Chest 2005; 128:1974-
1979).

WO 2005/107873 xacaeTcsi TpuMEHEHHS TIMKOIMPPOIIaTa ISl JICUCHUS IETCKOH aCTMBI.

B WO 01/76575 packpbITa KOMITO3HIMSI ¢ KOHTPOJIUPYEMBIM BBICBOOOXKACHHEM JUIS JIETOYHON JIOCTaBKH
rMKonupposara. Kommosunus npenHasHaueHa Juisi NPUMEHEHMS B JICYEHHH PECIMPATOPHOTO 3a00JIEBaHMs, B
YaCTHOCTH XPOHUYECKOH 0OCTpyKTHBHOM Oone3nnm yierkux (COPD). B 3asBke oOpaimaercss BHUIMaHHE Ha CyXHe
TIOPOIIKOBEIE KOMIIO3HIINH, MTOIXOAAIINE IS JOCTaBKH MPH IIOMOIIM HHTAJSTOpa cyXxoro nopormxka (DPI).

B WO 2005/074918 packpbIThl KOMOWHAITUH TIUKOTIMPPOIIATa C TIIOKOKOPTHKOUTHBIMHU JIEKAPCTBEHHBIMHU
CPeICTBaMU M UX MPUMEHEHHE IS JICUSHHS 3a00JICBaHUN TbIXaTeIbHBIX MyTei.

WO 2005/110402 kacaercs KoMOWHAIWUK TIWKOMHUpPpoOJIaTa M OeTa-2-arOHUCTa WHIAAHOBOTO Kjacca WU
TIPOM3BOTHBIX OCH30TPHA30JI-2-0HA AJIS JICYCHUS BOCTIAIMUTEIBHBIX HIM OOCTPYKTHUBHBIX 3a00JICBaHHN IbIXa-
TEJIBHBIX MyTeH.

WO 2006/105401 xacaeTcsi KOMOMHANMIT aHTHXOJIMHEPTHYECKOTO CPECTBa, KOPTHKOCTEpouaa u Oera-2-
aroHUCTA C MTPOIOJDKUTEIBHBIM JICHCTBUEM IS IPEAYIPEKICHUS 1 JICYEHHUS PECITMPATOPHBIX, BOCTIAIUTEIBHBIX
WIN OOCTPYKTHUBHBIX 3a00JIEBaHMI JBIXAaTENbHBIX MyTeH. AHTHXOJIMHEPTUYECKOE CPEICTBO BO3MOXHO IIpen-
CTaBJIIeT COOOH TIIMKOITUPPOIIAT.

Cornacao WO 2007/057223 u WO 2007/057222 xoMOWHAIIN TIUKOTMTUPPOHHUS OPOMHUIA, COOTBETCTBEH-
HO, C IPOTHBOBOCHIAINTENIFHBIM CTEPOUIIOM U, B YaCTHOCTH, MOMETa30Ha (ypoaToM, 00ECIIeINBAIOT TEPATICBTH-
YeCKHi AP PEKT B JICUCHUN BOCTIAUTEFHBIX U OOCTPYKTHBHBIX 3a00JI€BaHIH ABIXaTEIBHBIX ITyTEH.

WO 2007/057221 uw WO 2007/057219 kacarotcss KOMOMHAIIUN COJIM TJIMKOMTUPPOHMSI ¢ OeTa-2 aroHUCTOM
(mmu aHATOTOM), SBJISIFOIIAMCS IIPOW3BOIAHBIM MHIAHWIA W, COOTBETCTBEHHO, C MPOTHBOBOCIIAIUTEIFHBIM CTE-
POHIOM H, B YaCTHOCTH, C MOMETa30Ha (hypOaTOM.

dopmorepon npencTaBiseT coboif Oera-2-arOHHCTHYECKOE JIEKapCTBEHHOE CPEICTBO, CIOCOOHOE pac-
CJIa0JIATh TNAAKYI0 MYCKYJIaTypy OPOHXOB M pacKphIBaTh JAbIXAaTeNbHBIC MYTH U OcialJIeHHus COCTOSIHUH, Xa-
PaKTepU3YIONIMXCS OJBIIKOH. Ero 00BIYHO MCIIONB3YIOT B BEAGHUH acTMBbl M APYTHX PECHHPATOPHBIX COCTOS-
HUH.

B nocnennee Bpemst a¢dexTrBHas KOMOMHMpOBaHHAs Tepanus, BKIo4amonas Gopmorepona ¢pymapar u
OexoMeTa3oHa AMMPONMHOHAT (KOPTUKOCTEPOU), CTajla MOCTYIHA TIOJ TOPTOBBIM HamMeHoBaHHWeM Foster®.
Foster® npenHasHadeH I TOCTaBKH MOCPEICTBOM a’pO30JsI B JIETKHE C MCIOIH30BaHUEM JTO3UPYIOMIETO MHTa-
asitopa nox aasienueM (pMDI). JlaBHO M3BECTHO, YTO a’dpo30JbHBIC pacTBOPHI hopmoTeposa pymapara oTHO-
CHUTEJIFHO HECTAOMIbHBI 1 UMEIOT KOPOTKHH CPOK XpaHEHHs NPU XPaHEHUH B CyOONTHMANBHBIX YCJIOBHsIX. KoM-
nosuius Foster® BKiIOYaeT HEKOTOPOE KOJIMYECTBO HEOPTAHWYECKOW KHCIIOTHI JUIsl cTabmim3anuu (popMoTe-
posIbHOTO KoMITOHeHTa (Kak orrcano B EP 1157689).

Bruto OB JkemaTeNbHO MPEIIOKUTh KIMHUYCSCKH MOJIE3HBIH KOMOMHHPOBAHHBIN a’pO30JIBHBIN MPOAYKT,
KOTOPBII 00BeINHACT TepalleBTHUECKHIE TPEUMyIecTBa (POpMOTEpOIIa M TIINKOTTUPPOHHS OpOMHIa, BO3MOXKHO B
COYETaHUH C OCKJIOMETa30Ha TUIPONMOHATOM. Takoi MPOAYKT HOJDKEH OBITH MPUTOTOBJIICH B BHIE TIperapara
TaKuM 00pa30M, YTOOBI KaXIbIii OTACTBHBIA (hapMaIleBTUIECKH aKTUBHBIM KOMITOHEHT JOCTABIISUICS B JIETKHE B
3(h(eKTUBHBIX U IIOCTOSHHBIX J103aX B TEYCHUE MPOJOJIKUTEIBHOTO CPOKa TOTHOCTH POAYKTa U, B Heaie, 6e3
HEoOXO0MMOCTH XpaHEHHUS B 0COOBIX YCIIOBHSAX TEMIIEPATyphI HIIH BIaXKHOCTH.

Kpartkoe u3no:xkenue cylmHOCTH H300peTeHH

B u3o0perenun npeuiaraetcst papmarieBTHUECKast a3p030JIbHasi KOMITO3HUIINS, COCprKaIlasl:

(a) mKonMppoHust OpOMHULT; U

(0) popmMoTEPON WIIH €TO COJIB;

pactBopennsie B HFA (TmiipodropalikaHoBOM) MPOTIEIJIEHTE U COPACTBOPHUTEIIE, I/Ie KOMIIO3UIIHS TaKKe
COJZICPKHUT HEOPTaHWIECKYIO KHCIOTY B KaUeCTBE CTAOMIM3UPYIOIETO areHTa.

B03MO0XHO KOMIIO3HUITHSI JOTIOJTHUTEIHHO COACPKUT OCKIOMETa30Ha TUIIPOTIHOHAT.

B npyrom acriekte m300peTeHNs peuiaraeTcs IpIMEHEHNEe KOMOMHUPOBAHHOTO TPOTYKTa, COAEPIKAIIIETO
TJIMKOTIUPPOHUS OpoMuI U (POPMOTEPOI MIIM €ro Cob, s npeaynpexnaeHus win jedenuss COPD u npyrux
pECTIMPaTOPHBIX 3a00JICBAaHUH.

B eme onHOM acniekte n3o0peTeHus npezsaraetes 6ayutoH aist npumenenus ¢ pMDI, conepaxammmnii:

(a) mmKkonMppoHust OpoMuI; U

(0) popmoTEpON WIIH €TO COJIB;
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pactBopenHsie B nponemieHTe HFA u copactBopuTene, rie KOMIO3UINS TaKKE COJAEPKUT HEOpPraHWde-
CKYIO KHCJIOTY B Ka4eCTBE CTAOMIM3UPYIOIIETO areHTa.

IMoapoOHOoe onucanue MPeANOYTHTENbHBIX BONIOMEHU

Korpa 6putn caenaHbl TOMBITKA IPUTOTOBUTE B BHJIE MpenapaTa KOMOMHUPOBAHHBIN MPOAYKT B BHIE pac-
TBOpA, COJEPKAIIMHA W TIUKOMUPPOHUS OpOMHI, U POPMOTEPOJI, HEOKUITAHHO OOHAPYKHUIIOCh, 9TO (HOPMOTE-
POJBHBIA KOMIIOHCHT TTOABEPTaeTCs 3HAUUTEIIHEHOMY Pa3pyILICHHIO MTPH XPAaHEHUH B YCIOBUSX BBICOKOW TeMIIe-
paTyphl ¥ BEICOKOW OTHOCHTEIBHON BIIAXKHOCTH B TAKOH CTETICHH, YTO 3TO JIENAN0 MPOIYKT HEXKH3HECTIOCOOHBIM
C KIMHHYIECKOH M ¢ KOMMEpPYECKOH TOYKH 3peHHsA. ITO HaOII0Janoch, HECMOTPS HA MPHUCYTCTBHE KUCIIOTHI B
KOMIIO3HUITUH, YTO, KaK MPABUIO, OBITH JTIOCTATOYHO JJIsI CTAOMIM3aUU (POPMOTEPOIHHOTO KOMITOHEHTA.

Takxe BBLSICHUIOCH, YTO TITUKOMUPPOHUS OPOMUT OOBIYHO SBISCTCSA HECTAOMIBHBIM B KOMITO3HUIIHSAX a3pO-
30JIbHOTO pacTBopa Ha ocHoBe HFA n copacTBOpuTENS, HO CTAOMIN3UPYETCS IyTEM BKIIIOUCHHUS B COCTaB KOM-
TO3UIIAU KUCIIOTHIL.

B nmomomHUTEIRHOM aHANMH3E OBUIO MIOKA3aHO, YTO B MPUCYTCTBUU TIIMKOMUPPOHUS OpoMEIa 9acTh GpopmMo-
TEPOJILHOTO KOMITIOHCHTA ITOJBEPTacTCs Pa3pyIICHHIO HA P Pa3IMYHBIX MPOAYKTOB. [Ipu cyOONTUMAIBHBIX
YCIOBHAX KOJIHYECTBO MPOAYKTa pa3pymieHuio, o0o3Hagyaemoro DP3, MoxeT npeBmIIIaTh IOPOTOBEIC 3HAYCHUS
uacHTH(GHUKAITNY U KBATM(UKAIMKA 711 HOBBIX JICKAPCTBEHHBIX MpOoayKToB (kak ompeneneHo B ICH Guideline
Q3B(R2)). Takum 00Opa3oM, CTAHOBUTCS SCHBIM, YTO KOMIIO3UIIAIO HEOOXOAMMO M3MEHHUTHh TaK, YTOOBI yIIyd-
IIATH CTAOMIFHOCTH (POPMOTEPOIIa U MOHM3UTE YPoBHU DP3 1 npyrux HekeraTeNnbHBIX MPOIYKTOB paciaja.

[Nocnenyromee IKCHEPUMEHTHPOBAHKE ITOKA3aJI0, YTO OJHHM YCIEIIHBIM ITOJXOJOM, YTOOBI M30EkKaTh
STHX Npo0JIeM cTaOMIBHOCTH, SBISIETCS BKIIOUECHHE B KOMITO3UIIMIO ONTHMU3UPOBAHHOTO KOJIMYECTBA KUCIIOTHI,
TaK 4TOOBI CTAOMIM3UPOBATH 002 KOMIOHEHTa, U (JOPMOTEPOII, U TIIMKOMUPPOHHS OpoMua. B yacTHOCTH, aBTO-
PBI HacTosIIET0 H300peTeHnsT OOHAPYKIITH, 4TO BKItoueHHue B pacTBop 1M HCI B konmuectse B ananazone 0,1-
0,3 mxr/min, npeamouturensHo 0,15-0,28 mkr/mki, 6onee npeamoururenbHo 0,18-0,26 Mkr/mki, eme Oonee
npeanoututensHo 0,19-0,245 MKT/MKI SBISETCS TOCTATOYHBIM, YTOOBI CTAOMIM3UPOBATH TIIMKOMTHUPPOHUS Opo-
MU ¥ (POPMOTEPOJI B TEUEHHE MPOJIODKUTEIHFHOTO ITEpHo/ia HEONTHMAILHOTO XpaHEHHsI, TEM CaMbIM 00ecIIeu -
Bas IMIOCTOSIHHYIO 7103y TIIMKOITMPPOHUS OpoMuaa u popMoTepoia pH Kaxkaoi aktuBanuu pMDI, comepskamero
KOMIIO3WIIMIO B BHJAE pacTBopa. KoimdecTBO KUCIOTHI, BKIIOYEHHOW B KOMIO3HIMIO, YIOOHO OIPENeNsiTh B
eAMHUIAX KOJMYECTBa JOOABIIEHHON KUCIIOTH, @ HE B €AMHUIIAX IOIy4YeHHOTo pH, Tak Kak MmociemHuil 1mIoxo
OTIpeNieNsIeTCs] B HEBOIHBIX CHCTEMaX, TAKUX KaK PacTBOPHI HA OCHOBE MPOIIEIIICHTA.

JlanpHe M 3HaYNTENNFHBIM OTKPBITHEM SABIISIETCS TO, YTO yIaJleHHe KHCIOpoIa M3 CBOOOJHOTO MecTa
HaJ MPOAYKTOM B 0aJIOHE TaKKe CTAOMIM3HPYET GOPMOTEPOS B KOMOMHUPOBAHHBIX KOMITO3UITUSIX B BUJE pac-
TBOpA C MIMKOITUPPOHUS OPOMHUJIOM.

I'mukonuppoHust OPOMUA, XUMHUYECKH OTIPEIEICHHBIN KaK 3-[(IUKIONCHTHITHIPOKCH () CHIIIAIIC THII )OKCH |-
1,1-TUMeTHITUPPOTUIUHIS OPOMHU, UIMEET J[BA XHPAIBHBIX [[CHTPA, COOTBETCTBYIOIIMX YETHIPEM BO3MOKHBIM
pasHbIM crepeonsomepaM ¢ koHpurypanusmu (3R,2'R)-, (3S,2'R)-, (3R,2'S)- u (35,2'S)-. I'mukompponus 6po-
MU B hopMe JIF000T0 U3 TAKUX YHCTHIX SJHAHTHOMEPOB MM TUACTCPEOMEPOB WK JTFO00H MX KOMOMHAITUH MOX-
HO HCIIOJIb30BaTh B MPAaKTHYECKOM BOIUIOIIEHUM HACTOSIIIETO M300peTeHus. B oqHOM BomomeHnn m3odpere-
HUS TIPEATMIOYUTEITHLHOM SIBIISICTCS parnemMuaeckas cMech (3S,2'R),(3R,2'S)-3-
[(muknoneHTUTHAPOKCH(DEHUITAIETHI )OKCH |- 1, | - TUMETHIIUPp O IUHUSL OpOMHIA, TAaK)KE M3BECTHAS KaK TITH-
KomuppoJaT. [ THKOMUppOHHUsS OPOMUJ TIPUCYTCTBYET B KOMIIO3HMIIMMA B KOJM4YecTBe B auamasone ot 0,005 mo
0,14% (mac./mac.), mpegnourutensHo ot 0,010 mo 0,13% (mac./mac.), 6onee mpexnourutensHo ot 0,015 no
0,04% (mac./mac.), Toe % (Mac./mMac.) 03HadaeT KOJIMIECTBO 10 Macce KOMIIOHEHTA, BRIPAKEHHOE B MPOILEHTAX
TI0 OTHOILIEHHUIO K 00IIei Macce KOMIO3UIIHH.

I'muxonupposat UMeeTcs B MpoAake U MOXKET ObITh CHHTE3UPOBAH COTJIACHO CHOco0y, onucanHoMy B US
2956062 wu B Franko B.V. and Lunsford C.D., J. Med. Pharm. Chem. 2(5), 523-540, 1960.

[IponemieHTHRIIT KOMIIOHCHT KOMITO3HMIIMM MOXET MPEACTaBIATh CO00I TH000M CHKMKCHHBIA JTABICHUCM
MPOTEIUIEHT M TPEANOYTHTENBHO NpeacTasiser codoit ruapodropankan (HFA) wnu cmecs paznmnunsix HFA,
OoJiee MPEIOYTHTENFHO, BEIOPaHHBIX U3 Tpynmsl, coctosimer n3 HFA 134a (1,1,1,2-rerpadroparan), HFA 227
(1,1,1,2,3,3,3-renradproprpornan) u ux cmeceit. [Ipenqnoururensusrii HFA npencrasnser co6oit HFA 134a. HFA
MOTYT IMPUCYTCTBOBATh B KOMIIO3HIIMH B KOJMYECTBE B AMAna3oHe ot 75 1o 95% (mac./Mac.), mpearmodTUTEIHHO
ot 85 1o 90% (mac./mac.).

DopMOTEPOTBHBIN KOMIIOHEHT KOMITO3UIIMHA MOKET HaXOOUTHCSA B (popMe CBOOOTHOTO OCHOBAHHS WIIH B
BHJE COJIM WJW coyibBata. [IpemmourturensHo (OpMOTEpON MpeacTaBiieH B ¢opMe dopmorepona (ymapara.
®opmoTeporna GpymapaT MOKHO, HAIIPUMED, UCTIONB30BaTh B KoMmo3unuu B konudectse 0,005-0,07% mac./mac.,
npeanourutenaso 0,01-0,02% mac./mac.

CopacTBOpHTEI, BKIIOUCHHBI B KOMIIO3UIIMH 110 H300pETEHHUIO, HMeET 00Jiee BBICOKYIO MOJSIPHOCTD, YeM
MPOTICIUICHT, ¥ MOXET BKJIFOYATh OJTHO HMJIM OOJiee BEIIECTB, TAKUX KaK (DapMaleBTHUCCKU MPUEMIIEMBIH CIHPT,
B YaCTHOCTH 3TAHOII, HJIH MOJUOJ, TAKOW KaK MPOIHIICHIIINKOJIb WU TOJIUATHICHTIINKOIb.

[IpenmyIecTBEHHO COPACTBOPUTENh BRIOMPAIOT U3 TPYIIIBI HU3IIUX PAa3BETBICHHBIX WU JTUHEUHBIX (Ci-
C4)anKUIIOBBIX CITUPTOB, TAKUX KaK STAHOJ U U3OMPOIMUIOBHIH ciupT. [IpeAnodTUTETHHO COPACTBOPUTEIH TIPE/I-
CTaBIsET OO0 ITAHOII.

KonmenTparus copacTBOpUTENS BapbUPyeTCsS B 3aBUCHMOCTH OT KOHEYHOW KOHIIEHTPAIIMN aKTUBHOTO WH-

-2
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TpeMeHTa B KOMIIO3HIIMU U OT THIIA MPOMeIUIeHTa. Hanpumep, 3TaHOI MOXKHO HCIIONB30BaTh B KOHIICHTPAIUH,
HaXOJAIIeHCs B Auama3one ot 5 mo 25% (mac./Mac.), npennodrutensHo ot 8 mo 20% (mac./Mac.), Oonee mpea-
noututenbHo oT 10 mo 15% (mac./mac.). B omHOM M3 IpeAITOYTHTENBHBIX BOIUIOMICHUH KOHIICHTPALNS STaHOJIA
cocrasisieT 12% (mac./mac.).

OTHOIIIEHUE TIPOTIEIUIEHTa K COPACTBOPUTENIO B KOMIIO3UIIMKM HaXOoAHWTCA B Auama3one oT 50:50 mo 95:5
(mac./mac.).

[Ipennonaraercs, aro HCI pasnuaHoi MONSAPHOCTH WX adbTEPHATUBHBIE HEOPTaHMUECKUE KUCIOTHI (MH-
HepaJIbHBbIe KUCJIOTHI) MoriH Okl 3aMeHsATh 1M HCI B kommo3umusax mo nzodpereHuro. Hanpumep, anmbTepHATHB-
HBIC KUCIIOTHI MOTYT MPEICTABIATE OO0 JTI00YI0 (papManeBTHUSCKH MPUEMIIEMYIO OJHOOCHOBHYIO HIIH TIOJH-
OCHOBHYIO KHCIIOTY, TaKyIO Kak (HO 0e3 OrpaHHYCHHS): TaIOT¢HOBOIOPOBI (COJITHAS KHUCIOTa, OPOMUCTOBOIO-
pOIlHasl KUCIIOTa, WOMUCTOBOIOPOIHAS KUCIOTAa M Tak jaainee), ocopHas KUCIOTA, a30THAS KUCIOTA, CEpHAs
KHCJIOTa U OKCOKHUCIIOTHI TaJIOTCHOB.

[pennodrTuTensHO, YTOOBI PapMaIleBTUYECKHA aKTUBHBIC KOMITOHCHTBI KOMIIO3HIIUH, TI0 CYIIECTBY, MOTHO-
CTBIO M TOMOTCHHO PAcTBOPSIINCH B CMECH IPOIEIUICHTa U COPACTBOPUTENS, TO €CTh KOMIO3HIUS MPEIMTOYTH-
TENBHO MPEICTABISET COOOH KOMITO3UIINIO B BUIE PacTBOpA.

B03M0XHO KOMITO3MIIMH MIPETIapaToB B BUAE PACTBOPA MOTYT COAEpXKAaTh Ipyrue (apmaneBTHIECKUE IKC-
IIUIAEHTH! WM A00aBKH, M3BECTHBIC B TaHHOH 007aCTH TEXHUKU. B 9acTHOCTH, KOMITO3UINHU TI0 W300PETEHUIO
MOTYT COJEpXKaTh OIWH MIN OoJiee KOMIIOHEHTOB C HU3KOH JeTydecThio. KOMIIOHEHTHI ¢ HU3KOI JIETYy4eCThIO
MOJIE3HBI [T YBEIMYCHHUS MacC-MEIUaHHOTO a’ponmHaMuieckoro aumamerpa (MMAD) gactun a’po3ons mpu
aKTUBAIlMK HMHTAATOpPA W/WIHM JJIS YIYYIICHHS PAaCTBOPHMOCTH AKTHBHOTO WHTPENHMEHTa B CMECH IIPOIIEI-
JICHT/COPaCTBOPHUTEITH.

KoMIIOHEeHT ¢ HU3KOM JIeTy4ecTbI0, €CJIM OH IPUCYTCTBYET, UMEET JaBJCHHE HACKIILEHHOTO mapa npu 25°C
Hmwke 0,1 xIla, npeanouturensuo Hiwke 0,05 xIla. [IpuMepaMu HU3KOJIETYYMX KOMIIOHEHTOB MOTYT SIBISTHCS
3(UpEI, TaKHe KaK U30MPOMIIMUPUCTAT, ACKOPOMIMUPHUCTAT, SOUPHI TOKO(PEPOIIa; TIIHKOJIH, TAKAC KaK MPOITH-
JICHTJIMKOJTb, TOTUATHICHTIINKONb, TIIHIEPHH; WIH TOBEPXHOCTHO-aKTUBHBIC arCHTHI, TAKUC KAaK HACBHIIICHHBIC
OpraHnYecKre KapOOHOBBIE KHUCIOTH (HampuMmep, JTaypHHOBAs, MUPUCTHHOBAS, CTEAPHHOBAS KHUCJIOTA) WIIN He-
HaCBIIEHHBIE KApOOHOBBIE KHCIIOTHI (T.€. OJICMHOBAS WJIH aCKOPOWHOBAS KUCIIOTA).

KommgecTBo KOMIIOHEHTa ¢ HU3KOH JIeTydecThi0 MOXKeT BapeupoBarbes ot 0,1 no 10% mac./mac., mpen-
nouytutenbHo oT 0,5 1o 5% (Mac./mac.), 6osee penmoyTuTenbHO OT 1 1 1o 2% (Mac./mac.).

B npyrom BormtomeHuN H300pEeTeHUS KOJIMIECTBO BOBI, cocTaBistromee ot 0,005 u go 0,5% (Mac./mac.),
BO3MOYKHO MOYET OBITh T00aBICHO K KOMITO3UIMAM ISl OJIarONPHUSTHOTO BIUSHIS HA PACTBOPHUMOCTH aKTHBHO-
ro uHrpeaueHra 6e3 ypemmaeHus MMAD kanenek a3po30I1s Py aKTHBAIIHH.

[IpenmyiiecTBEHHO KOMIIO3UIIUH 110 U300PETCHHUIO HE COJIEPIKAT SKCIUIMEHTHI (TaKHe KaK MOBEPXHOCTHO-
AKTUBHBIC BEIICCTBA) IIOMIMO COPACTBOPHUTEIIS, IPOIEIIICHTA ¥ CTAOMIM3UPYIOMIETO KOJTHYCCTBA KUCIIOTHI.

dapmareBTUYECKUE KOMITO3UIIMKA TI0 U300PETCHUIO MOTYT TaKXe COJEPXkATh IPYTUC, TOMOIHUTEIBHEIC
(hapMaleBTHYCCKH aKTUBHBIC arcHTHI JJIS Pa3leibHOTO, TOCIEIOBATEIFHOIO I OJHOBPEMCHHOTO NpUMEHE-
HUs. BO3MOKHBIC TOTIOTHUTEIBHBIC (DapMaleBTUYCCKH aKTUBHBIC KOMIIOHEHTHI KOMIIO3HIIUU BKITFOUYAIOT JIFOOBIC
W3BECTHHIC B JAHHOW OOJACTH TEXHUKHU IS MPOQIIAKTUKN WM JICUCHHS PECIHPATOPHBIX 3a00JIeBaHUi M MX
cuMnToMoB. [IprMepaMu 3THX aKTUBHBIX KOMIIOHEHTOB SIBIIIIOTCS: 0€Ta-2-arOHHCTHI, TaKHe KakK Calb0yTaMoll,
dbenotepoi, kapmoTepout (TA 2005), namakarepon, muisetrepoli, Bunantepols (GSK 642444), tepOyranuH, ca-
METepoJI, OUTOITEPOI, METAIIPOTEPEHONI B (pOpME EIMHCTBEHHBIX CTEPEOM30MEPOB IIIH UX CMECEH M MX COJiel;
KOPTHUKOCTEPOHIBI, TAKME KaK OEKJIOMeTa30Ha TUIPOIHOHAT, QIIyTHAKa30Ha MPOMUOHAT, OYTHKCOKOPT, MOMETa-
30Ha (QypoaT, TPHAMIIUHOJIOHA alleTOHUA, OyIecOHHuT U ero 22R-3muMep, MUKICCOHU, (ITYHH30IHI, TIOTCIPE-
HOJ U POQUICTIOHHT; APYTUEC aHTUMYCKAPUHOBBIC JICKAPCTBCHHBIC CPEACTBA, TAKUE KAK METACKOIIOJIIAMUH, UITpa-
Tpomusi OpPOMUJI, OKCHTPOINHUS OpPOMHUJI M THOTPONHUSI OpOMuUA; MHTHOMTOPHI (ocoaudcrepassl 1V, Takue kak
UIOMHIIACT, POPIYMUIACT U TCTOMHUIIACT.

B mpeamnodTuTeTsHOM BOIUIOIICHHH KOMITO3UIIMH 110 H300PETCHUIO COCPIKAT OCKIIOMETa30Ha AHUITPOITHO-
Hat (BDP) B kauecTBe aKTHBHOTO arcHTa B JOMOJHCHHUE K KOMIIOHEHTaM (hOPMOTEPOIT U TIIUKOTUPPOHHS Opo-
mua. B stom Boruomennn BDP mpeanmoutnTensHO mpucyTCTBYeT B KoMmmosunuu B kommuectse 0,07-0,41%
Mac./mac., npeanoarutensro 0,1-0,3% mac./Mac.

KoMmmosuiuun 1o u300pETeHHI0O MOYKHO HMHTAIMPOBATh W3 JIIOOOT0 MOIXOZsImero usBectHoro MDI-
ycrpoticTa. TpeOyromiuecs 1036l OTACTBHBIX (PapMaeBTHUECKN aKTUBHBIX KOMIIOHEHTOB KOMIIO3HITH 3aBUCST
OT WACHTUYHOCTH KOMIIOHEHTA M THIIA U CEPHE3HOCTH OOJIC3HEHHOTO COCTOSHUS, HO IIPEAIIOYTHTEIHHO SBISIOT-
CSl TAKMMH, 9TOOBI JOCTABIIATH TEPANICBTUIECKOE KOJMYECTBO aKTUBHOTO MHTPEIUCHTA 32 OJTHY WM JBE aKTHBa-
un. BooOriie roBops, 036l aKTHBHOTO MHTPEAMCHTA HAXOIATCS B quamna3oHe npumepHo 0,5-1000 Mkr Ha akTH-
BaIuro, HarpuMep npuMepHo 1-100 MKr/akTHBaNHUIO, M HHOTAA TpuMepHO 5-50 MKr/akTrBanuio. ClenuatucTy B
JTAHHO# 00J1aCTH M3BECTHO, KaK OMPEACIATH MOIXOIAIIYIO JO3UPOBKY Ka)IOTO OTIACIBHOTO (hapMaIleBTUICCKH
AKTUBHOTO MHIPCAUCHTA.

B oTtHOMmICHUN opMOTEpOIIA IPEAOYTHTEIBHOE TO3UPOBAHUE COCTABIISIET OT mpuMepHo 0,5 no 50 MKkr Ha
AKTUBAIIMIO, MPEIIOYTUTEIFHO OT MPUMEPHO | 1o 25 MKT Ha aKTHBalUIO U 0o0Jiee MPEANOYTUTEIHHO OT IMpPH-
MepHO 5 0 15 MKTr Ha akTHBAIMIO. B KOHKPETHBIX BOIUIOMICHUAX 1032 (GopMOTeposa (hymapara COCTaBiseT 6
e 12 MKT/aKTHBAIHIO.
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B oTHOWmIEHNN TIMKOIMPPOHHS OpoMHUIa MPEATIOYTUTENBHOE TO3UpOBaHne cocTaBisieT npumepHo 0,5-100
MKI' HA aKTHBALUIO, TPEANOYTHTEILHO NpUMEpHO 1-40 MKT Ha akTHUBaUMIO U OoJiee IPEINOUYTUTENEHO ITpUMep-
HO 5-26 MKI Ha aKTHBaIMiO. B OJHOM KOHKPETHOM BOIUIOIIEHHWHM 032 TTIMKOIMHMPPOHUS OpOMHIA COCTaBIISET
MIPUMEPHO 25 MKI/aKTHBAIIHIO.

B oTHOIIEHNHM BO3MOXKHOTO KOMITOHEHTA, OEKJIOMETa30HA AMIIPONHOHATA, NIPEAIOYTHTENFHOE T03HUPOBa-
HUE cocTaBisieT oT mpuMepHO 10 mo 2000 MKT Ha aKTHBAIUIO, MTPEAMOYTUTENBHO OT ipuMepHO 20 mo 1000 MKT
Ha aKTHBAIMIO M 0oJiee PEIMOUTUTENBHO MpuMepHO 50-250 MKT Ha aKTHBANHIO. B KOHKPETHBIX BOIUIOMICHHSIX
Jt03a OEKIIOMETa30Ha TUIPONHOHAaTa cocTaiseT npumepro 50, 100, 200 MKr/akTUBaIHIO.

dapmareBTHUECKOI KOMIO3UIMEH 10 M300pPETEHHUIO 3aIONHAIOT ycTpoiicTBa pMDI, n3BecTHBIE B TaHHOM
00J1acTH TEeXHHUKH. YKa3aHHBIE YCTpOMCTBa copepikaT 0aJUIoH, OCHAICHHBINH JO3UPYIONIMM KJIAallaHOM. AKTHBa-
IS TO3UPYIOIIETo KilaraHa MO3BOJISIET BBICBOOOXKIATH HEOOJIBIYIO YAaCTh PACIBIIIEMOTO TIPOIYKTA.

YacTp miaM Bech OAUIOH MOTYT OBITH M3TOTOBJICHBI M3 METailla, HapUMEp AIIOMHHUS, AIIOMHHHEBOTO
CIJIaBa, HEP)KaBEIOIECH CTAIN WM aHOJMPOBAHHOTO AJTIOMUHMS. AJBTEPHATHBHO OAJJIOH MOXKET IPEACTaBIISTH
c000i1 TNIaCTUKOBBI KOHTEHHEP WM CTEKIISTHHBIHN (DIaKOH, TIOKPHITHIN IITACTHKOM.

Merannmdeckue 0aJIOHbI MOTYT UMETh YacTh MM BCE BHYTPEHHHE ITOBEPXHOCTHU, OOIHIIOBAHHBIE HHEPT-
HBIM OPTaHHYECKHUM TTOKpPBITHEM. [IprMepamMu MpeAnoYTUTEIbHBIX TOKPBITHH SBISIOTCS STIOKCHIHO-(DEHOIBHBIE
CMOJIBI, TIep(PTOPUPOBAHHBIE IMOJMMEPHI, TAKHE KaK MEePPTOPATKOKCHAIKAH, TepHTOPATKOKCHAIKHUIIEH, TepPTO-
paNKWIeHbI, Takue Kak mommrerpadropatuneH (Tedron), ¢ropupoannbiii stuneH-npormmneH (FEP), monm-
adupcynsdon (PES) mmm cmecu ¢ropupoBanubiii strieH-nponmieHnonuddupcynbon (FEP-PES) wmu ux
KoMOmMHanus. JIpyrue moaxomsiyue MOKPBITHA MOTYT MPEACTaBIATh cOOOH MOIHaMuULl, MOJIUUMHU, TTOTHAMHUIU-
MU, TOTH(EHUICHCYIbOUT UK NX KOMOWHALINH.

B HEKOTOPBIX BOIIOIMIEHUAX MPEANOYTUTEIEHO MOKHO HCIIOIb30BaTh OAJJIOHBI, UMEIOIINE BHYTPEHHIONO
MOBEPXHOCTH, o0nmnoBanHyto FEP-PES, nin MoxHO rcnosb3oBats TeduioH.

B npyrux KOHKpPETHBIX BOIUTIOLIEHUSX MOKHO HCIIOJIL30BaTh OAJJIOHBI, M3TOTOBJICHHBIE U3 HEP)KaBEIOIIECH
CTaJIH.

KoHrTeiiHep 3aKpbIBaIOT JO3UPYIOMIMM KJIAIIAHOM JUIS TOCTaBKH €)KEIHEBHOM TepaneBTHYECKU 3 HEeKTUB-
HOHM J103bI aKTUBHOTO MHrpeAneHTa. Kak mpaBmio, y3en AO3UPYIOLIEro KIAlaHa COACPXKUT YIUIOTHHTEIbHOE
KOJIBIIO C 0Opa30BaHHBIM B HEM OTBEPCTHEM, OTJINTYIO OCHOBHYIO 4acTb, MPUKPEIUICHHYIO K My(Te, KOTopas
3aIIPEeCCOBBIBACT JO3MPYIOIIYI0O KaMepy, CEpICUHHK, COCTOSIIUA W3 CepAeYHUKA U yUIMHHUTEIS CEepIACUHHKA,
BHYTPEHHETO W BHEILIHETO M30JIMPYIOIIETO CII0Sl BOKPYT JO3UPYIOLIEH KaMepbl, PY>KUHBI BOKPYT CEpPACUHNKA, U
MPOKIIAIKHU JUIS TIPEJOTBPAILEHNS YTEUKH MIPOTEIIICHTa Yepe3 KiIanaH.

W3onupyromuii cioit NpoKIagKy 1 H30JIMPYIOLINE CIIOW BOKPYT J03UPYIOIIETo KiallaHa MOTYT COJIepKaTh
3NIaCTOMEpHBIN MaTepual, Takoi kak EPDM (aTuneH-nponuieH-1MeHOBbIil MOHOMED), XJIOPOYTHIIOBBIH KaydyK,
OpOMOYTWIIOBBIH Kay4dyK, OyTHIJIOBBEIH KaydyK win HeomnpeH. EPDM-kaydyku sBISIOTCSI OCOOECHHO MpPEANIOUTH-
TENBHBIMU. Jl03MpYIONIyI0 KaMepy, CepACYHNK U YAIMHUTENb CEplACUYHUKA N3TOTAaBIMBAIOT, UCIIONB3Ys MOAXO0-
JUIIMe BEUIeCTBa, TaKue Kak HepiKaBelomas craib, Hoimddupsl (Hanpumep nommbdyruientepedranar (PBT))
WM aneTaitd. [IpyXuHy M3rOTaBIMBAIOT W3 HEP)KABCIONIEH CTajH, BO3MOXKHO BKIIOYAIOUICH THTaH. YTIJIOTHHU-
TENBHOE KOJBIIO MOXKET OBITh M3rOTOBJICHO M3 METajlIa, HAIPUMEp aFOMUHHUS, aTIOMHHHUEBOTO CIIaBa, HEpKa-
BEIOILEH CTaJIM WM aHOJWPOBAaHHOTO amfoMuHMA. [logxonsinue KnanaHsl HMEIOTCSA B MPOJAKEe y TaKUX MPOU3-
BoauTenei, kak Valois, Bespak plc and 3M-Neotechnic Ltd.

pMDI akTHUBHPYIOT MOCPEICTBOM IO3UPYIOMIETO KJalmaHa, CIIOCOOHOTO JOCTaBIATh 00beM 25-100 MK,
npeanouTuTeTbHo 40-70 MK ¥ BO3MOXKHO TipuMepHO 50 MKJT HITH IPUMEPHO 63 MKIT Ha aKTHBAIIHIO.

Kaxnprit 3amomHeHHbI OaJUIOH ynoOHO YCTaHABJIMBAIOT B IMOJXOJIIEEe KaHAJIBHOE YCTPOMCTBO Iiepen
NPUMEHEHNEM JUIS CO3/1aHMs TO3UPYIOIET0 MHTAJSsITOpa sl BBEJICHHS JIEKAPCTBEHHOTO CPEJICTBA B JIETKHE I1a-
mueHTa. [lonxonsmue KaHaJIbHBIE YCTPOMCTBA BKIIIOYAIOT, HAIIPUMEp, aKTHBATOP KilarnaHa M [WINHIAPUIECKUH
WJIM KOHYCOTIOJIOOHBIN KaHall, 4epe3 KOTOPHIH JIEKapCTBEHHOE CPEACTBO MOXET OBITH JOCTABJIECHO M3 3aIlOJHEH-
HOTo 0aJuTOHA MOCPECTBOM JI03UPYIOIIETo KilallaHa B pOT MalueHTa, HallpiMep aKTHBAaTOP-MYH/IIITYK.

B Tunn4HOM KOMIIOHOBKE CTEpKEHb KilalaHa IIOMEIIEH B COIUIOBOH ammapaT, KOTOPEIH HMEET OTBEPCTHE,
Beaylee B KaMepy paciupenus. Kamepa pacmmpeHust IMeeT BBIXOJHOE OTBEPCTHE, KOTOPOE MIPOCTUPAETCS 10
MyHAImTYKa. Kak mpaBuio, MOAXOASIINME SIBISAIOTCSI OTBEPCTHS aKTHBATOpa (BBIXOA), MMEIOLINE IUAMETP B
nmuanazone 0,15-0,45 mm u mmnay ot 0,30 mo 1,7 M. IIpeanodTUTEeNsHO UCTIONB3YIOT OTBEPCTHE, MMEOIICE
nmuameTtp ot 0,2 1o 0,44 mm, Hanpumep 0,22, 0,25, 0,30, 0,33 wim 0,42 MM.

B HEKOTOpBIX BOIUIOLICHUSIX M300PETEHUS] MOXKET OBITH IIOJIE3HO MCIONB30BATh OTBEPCTHSA aKTHBATOpA,
uMeronie auaMerp B quanasone ot 0,10 go 0,22 MM, B wactHocTH oT 0,12 10 0,18 MM, Takue Kak OTIMCAaHHBIE B
WO 03/053501. Hcronp30BaHne yKa3aHHBIX MEJIKAX OTBEPCTUH MOXKET TaKXKE YBEJINYUThH JUTUTEIHHOCTH 00pa-
30BaHUs O0JlaKa M, CJICJOBATENIFHO, MOXKET OOJErdUTh KOOPIAMHHPOBaHUE 0Opa3oBaHUs o0Jiaka ¢ MEIJICHHBIM
BIIbIXaHWEM MalNeHTa.

B cnydae, xorna nonasanust BOJABI B KOMIIO3UIMIO CIIEIyeT M30eraTh, MOKET OBITh JKeNaTeIbHO 000pavH-
BaThb MDI-NIpOoyKT B 3JaCTHYHYIO YIIaKOBKY, CIOCOOHYIO CONPOTHUBIISITECS MPOHUKHOBEHHIO BOJBL. Takxke Mo-
JKeT OBITh JKeNaTeNbHO BKIIOYaTh B YIIAKOBKY BELIECTBO, KOTOPOE CIIOCOOHO aOCOpOHPOBaTh 000 MPONEIICHT
¥ COPAcTBOPHTEI, KOTOPBIE MOTYT BBITEKaTh U3 OaJUIOHA (HAPHMeEp MOJIEKYIISIPHOE CHUTO).

Bo3moxkao MDI-ycTpoHicTBO, 320 THEHHOE KOMIIO3HUIIHEH 110 N300PETEHHUIO, MOXKHO HUCTIOJB30BaTh BMECTE
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C MOJXO/SIIMMHI BCIIOMOTATENFHBIMH YCTPOHCTBAMH, CIIOCOOCTBYIONIMMH MPABMIILHOMY NPHMEHEHHUIO WHTalIs-
TOpa. YKa3aHHbIE BCIOMOTaTeNIbHbIE YCTPOWCTBA HMEIOTCS B ITPOJIAXKE H, B 3aBUCUMOCTH OT UX ()OPMBI U pa3me-
pa, u3BecTHHI Kak "cnelicepsl”, "pe3epByapsl” wim "kamepsl pacmmpenus”. Volumatic™, Hanpumep, sBisieTcs
OJIH U3 HanOoJjee MMPOKO U3BECTHBIX U MCIIOB3yEMBIX PE3EPBYapPOB, B TO BpeMst Kak Aerochamber™ sBisieTcst
OJIMH M3 HauboJee MIMPOKO UCIIONIB3YyEeMBIX M W3BECTHBIX crelicepoB. O moaxonsiieii kKamepe paclIMpeHus co-
obmaetcst Harpumep B WO 01/49350.

Komnozuiuro mo m300peTeHno TakKe MOKHO MCTONB30BaTh C OOBIYHBIMU aKTHBHPYEMBIMH BIOXOM HH-
TaITOPAMH TOJ JABJICHWEM, TaKUMHU KaK WHTAIATOPHI, W3BECTHBIC IO/ 3apETUCTPHUPOBAHHBIMHA HA3BAHUSIMH
Easi-Breathe™ u Autohaler™.

OddexTuBHocTs MDI-ycTpOiicTBa SABISETCS PYHKIMEH JO3BI, OCAXKITAEMON B COOTBETCTBYIOIIEH 00IacTH
B JIeTKuX. Ha oca’kaeHne BIHSAET adpoANHAMIYECKOE pacipeesieHre Mo pa3Mepy JacTHI] KOMITO3HIIUHU, KOTOPOe
MOJKHO OXapaKTepHU30BaTh in Vitro mocpeacTBOM HECKOJIBKUX apaMeTPOB.

AbdponmHaAMHYECKOE pacIpeesicHre 10 pa3Mepy YacTHII KOMIO3HIIUH IO N300pETEHUIO MOYKHO OXapaKTe-
PpHU30BaTh, UCIIONB3Ys KACKAAHBIH UMIIAKTOP COTVIACHO criocoly, onncanHoMy B EBpomneiickoit dapmakornee, 6-¢
m3nanue, 2009 (6.5), gactp 2.09.18. MoxHo ncnosns3oBath Apparatus E, neiicTBYIOIHii Ipy CKOPOCTH TTOTOKA B
muamazone ot 30 mo 100 n/mun, nim Apparatus D - kackaguerii umnakrop Auaepcena (ACI), - nedcTByronmmii
IpHu cKOpocTH moToka 28,3 1/mMuH. OcaxkaeHue JIeKapCTBEHHOTo cpeacTBa Ha Kaxnoit miactunke ACI onpene-
JSFOT TIOCPENICTBOM BhICOK0A( ek THBHOM sxnakocTHON XxpomaTorpaduu (BIXKX).

MoryT OBITH OTpEIeNCHBI CICAYIOMINE MapaMeTPhl YaCTHIl, BBIICIAEMBIX HAXOISIIUMCS IO/ TaBICHUEM
MDI:

1) macc-MemuaHHbIN adpoauHamMudeckuii nuametp (MMAD) npencraBisieT co06oii muamMeTp, BOKPYT KOTO-
POT0 MacCcOBBIE a3POJMHAMHUYECKHE TUAMETPHI BELACISICMBIX YaCTHII PACIIPEEIISIOTCS OAUHAKOBO;

2) MOCTaBJICHHYIO /103y PAaCCUHUTHIBAIOT U3 COBOKYMHOTro ocaxkaeHus B ACI, pa3neneHHOTo Ha KOJIHYIECTBO
AKTUBAIMK Ha SKCIICPUMEHT;

3) BIBIXaeMyto 1103y (103y TOHKOAMCIIEPCHBIX YacThll - FPD) momyvaror u3 ocaxkaenus co crymneHeit 3 (S3)
1o pumsTpa (AF) ACI, 1 OHa COOTBETCTBYET YaCTHIIAM C TUAMETPOM <4,7 MKM, pa3jelieHHbIM Ha KOJUYECTBO
AKTUBAIMK Ha YKCIICPUMCHT;

4) Bapixaemyro ¢pakuuio (ppakunio ToHKoANUCTIEpcHBIX YacThl - FPF) koropast npencrasisier co6oit mpo-
[IEHTHOE OTHOIIICHHE BBIXaeMOMW J103bI U JIOCTaBJICHHON JIO3BI.

5) "BBICOKOAMCIIEPCHYIO" 103y MOJIYYalOT U3 OCaXKAEHHS co cTyneHed 6 (S6) no dmibTpa, 1 OHa COOTBET-
CTBYET YaCTHIAM ¢ AuaMeTpoM <1,1 MKM, pa3/IelIeHHBIM Ha KOJIMIECTBO aKTUBAIMN Ha SKCIICPUMEHT.

IMpn aktuBamuu pMDI-ycTpoiicTBa, B KOTOPOM HX COZAEpKaT, pacTBOPHI MO H300pPETEHHIO CIIOCOOHEI
obecnieunBath oburyro FPF Brimie 40%, npeanourutensHo Boime 50%, Oonee npeanoyTuTenbHo Bhime 60%.

Kpome TOro, KOMITO3UITMH TI0O M300PETEHUIO CIIOCOOHBI OOECIIeYMBATH BO BPEMsI aKTHUBAIIUH (PAKITHIO,
uMeroIyro OossIre wim poBHO 30% BBIAETICHHBIX YaCTHIl C JUAMETPOM PaBHBIM WK MeHee 1,1 MKM, Ipu ompe-
JIEJICHUH TI0 collepkaHuto cTyneHed S6-AF kackamHoro mMmmakTopa AHIEpCEHa, OTHOCHTEIHHO OOIIeH O3B
TOHKOJIUCTIEPCHBIX YaCTHI], COOpaHHBIX Ha CTymeHsx ummnakropa S3-AF. [IpeamoururensHo Gpakius BIIEICH-
HBIX YaCTHI[ C JAWAMETPOM PaBHBIM Wi MeHee 1,1 mMkMm Oombmie wiam paBHa 40%, Gonee HpeAIOYTHUTEIHHO
6omnpme 50%, eme Oonee mpeanouTHTENHEHO Oombie 60%, HanboIee mpeanouTUTENsHO OobIe 70%.

CoracHo elie 0THOMY acIieKTy H300peTeHH s IpeIaraeTcs Cloco0 3aroIHEHHs a3PO30JILHOTO HHIAIISATO-
pa KoMIo3unuei no u3odpereHuto. [ noxydeHus: KpyIHOMACIITA0HBIX MapTHH T KOMMEPUECKOTO MPOM3-
BOJICTBA 3aITOJHEHHBIX OalJIOHOB MOXKHO HCIIOJIb30BaTh OOBIYHBIC CIIOCOOBI M3TOTOBJICHUS OONBIINX MApTHH H
MalIMHHOE 000pYyJIOBaHME, XOPOIIO M3BECTHHIC CIENUaTNCcTaM B O0JIACTH M3TOTOBJIEHUS (DapMaleBTHYECKUX
a’po30JeH.

[TepBerii crtocO0 BKIIIOYACT:

a) MPUTOTOBJICHUE PAcTBOpa U3 TIIMKOMUPPOHHs Opomuaa u popmorepona pymapara u BOZMOKHO OEKIIO-
MeTa30Ha IUMPOMHOHATa B BO3MOXKHOM COPAacTBOpPHUTENE (HAIpUMeEp, 3TaHOJIE), MUHEPAIFHONW KHUCIIOTHI, IIPO-
nesuieHTa, cogepxaiero HFA n BO3MOXXHO KOMITOHEHTa ¢ HU3KOW JIETY4eCThIO Mpu Temneparype ot -50 1o -
60°C, mpy KOTOPOH ATOT pacTBOP HE UCTIAPSETCS;

0) X0II0IHOE 3aMOJHEHNE HHTANSTOPA MPUTOTOBIICHHBIM PaCTBOPOM; U

B) NMOMEIIIEHNE KJIallaHa Ha 0aJutoH 1 o0XaTHe.

AJbTEepHATUBHBIN CIIOCOO BKIIIOYAET:

a) TIPUTOTOBJICHHE PacTBOPa M3 TIIMKOMUPPOHHs Opomuaa u Gopmorepoia gymapara 1 BO3MOKHO OEKII0-
MeTa30Ha AUIPOITHOHATA B COPACTBOPUTENE (HAIIPUMED, STaHOJIE), MUHEPAILHOM KHCIOTH M BOBMOXHO KOMIIO-
HEHTa C HU3KOH JIETY4eCThIO;

0) 3aroJIHEHUE OTKPHITOro OajyIoHa Hepac()acOBaHHBIM PacTBOPOM;

B) TIOMEIIIEHUE KJIaraHa Ha 0ajutoH 1 00)KaThe; 1

T) 3anoiaHeHne Oaiona o AaBieHreM HFA mponenieHToM depe3 KiamnaH.

Eme oguH anpTepHATHBHBINA CITOCOO BKIIFOYAET:

a) MIPUTOTOBJICHUE PACTBOPA M3 TIUKOMUPPOHH Opomua, hopMoTeposa pymapara (M, BO3MOKHO, OEKII0-
MeTa30Ha JUIPOITHOHATa) M MUHEPAIFHONW KUCIOTH B BO3MOKHOM COpacTBOpUTeNe (HalpuMep, 3TaHOJIE), BO3-
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MO>KHOTO KOMITOHEHTA C HU3KOM jeTydecThio 1 HFA mponemieHTa, UCTIONB3yYs COCY/T IO/ JaBlICHUEM;

0) momMeleHue Ki1anana Ha ImycToi 0aJuToH U o0XaTHe; 1

B) 3aI0JTHEHHE OayIOHA O] TaBJICHHEM KOHEYHBIM PAacCTBOPOM KOMIIO3HITHH Yepe3 KiIamaH.

B onmHOM BOIIIOIMIEHNH M300pETEHUS KHCIOPOM, IO CYIIECTBY, yYIOaJeH W3 CBOOOTHOTO MPOCTPAHCTBA HAJ
MPOAYKTOM B a3pO30JIFHOM OaJUIOHE C HCIOJIB30BAHUEM TPAIUIIMOHHBIX CIIOCOOOB C LENBIO TOTOIHUTEIHHON
crabunuzanuu GOPMOTEPOIBHOTO KOMIIOHEHTa, OCOOCHHO TIpH 00Jie€ BHICOKHX KOHIICHTPAIUAX KUCIOTBHL. DTO
MOJKET OBITh JOCTHTHYTO MO-Pa3sHOMY, B 3aBUCHMOCTH OT CIIOCO0a 3aroyHeHHA OalIoHa. Y JajieHne MOXKET J10C-
TUTATBCSI BAKYyMHBIM OOKaTHEM WM, HalpUMep, IMOCPEACTBOM HCIIONB30BAHMSA INPOIEIUICHTa. B mpeamouTH-
TEJFHOM BOIUIOIICHUHM BTOPOH CHOCOO 3amONTHCHMsS, ONMHMCAHHBIN BBINIC, MOAUDUIUPYIOT IyTEM BKIIOUYCHHUS
yIaJCHUS KUCIOPO/Ia Ha CTaIuH (B) BAKYYMHBIM O00JKaTHEM.

YnakoBaHHBIC KOMIIO3HIIMHU 10 U300PETEHUIO SBISAIOTCS CTAOWIBHBIMU B TEUCHHUC JIUTCIBHBIX MEPHUOJIOB
BPEMCHU IIPH XPAHCHUH MPHU HOPMAJBHBIX YCIOBHUSIX TEMIECPATYPhl U BIAXKHOCTH. B MpeanovTUTETLHOM BO-
TUTOICHUH YITAKOBAHHBIC KOMITO3UIIMH SBJISIOTCS CTAOWMIBHBIME B TCUCHHUE TI0 MCHBIICH Mepe 6 MecsleB Npu
25°C u 60% RH (oTHOCHTENBHAs BIAXHOCTB), OoJice MPEANOYTUTEIFHO B TCUCHHUE MO MEHbIICH Mepe 1 roja,
HamOoJee PEANOYTUTENILHO B TeUeHHE 10 MeHbIIe Mepe 2 seT. CTabuIbHOCTh OIEHUBAIOT IYTEM U3MEPEHUS
CoJIep>KaHUsI OCTAaTOYHOTO aKTHMBHOTO HMHTpemueHTa. "CrabmibHas" KOMIO3UIMS, KaK OMPEIeICHO B JaHHOM
OTIMCaHWH M300peTeHH, 03HAYaeT KOMIIO3HIIMIO, COXPAHSIONIYIO TI0 MEHBIIeH Mepe mpuMepHo 85%, mpeamnod-
TUTETHHO 10 MeHbIIeH Mepe mpumepHo 90% u HamboJee MPEeAMOYTHTEIHHO 0 MEHBIIEH Mepe IpuMepHO 95%
OCTaTOYHOTO COJIEPKAHUS Ka)KJOT0 aKTMBHOTO MHTPEIUCHTA B JAHHBIH MOMEHT BPEMEHH, NIPH U3MEPEHUH TPH
oMoy BOXKX BY® u Bunumoit yactu criekrpa (UV VIS).

OnTHMU3UPOBAaHHBIC CTAOMIBHBIC KOMITO3HIIMM COOTBETCTBYIOT XapaKTEPHCTHKAM, KOTOPBIC TPEOYIOTCS
cornmacHo ICH Guideline Q1B mnmu CPMP/QWP/122/02 Rev. 1, peneBaHTHBIM B OTHOLIEHUH TECTUPOBAHUS JIe-
KapCTBEHHOT'O TIPOJTYKTa Ha CTAOMIBHOCTD IS TIeTICH PETUCTPAIINH JICKAPCTBEHHOTO CPEICTRA.

Komno3uiun KOMOMHHUPOBAHHBIX MPOIYKTOB IO W300PETCHHIO MOXKHO MPHUMEHATH UL TPOQUIAKTHYC-
CKUX TEJICH WM Il CHMIITOMATHYSCKOTO OOJIETYeHHS MIMPOKOTO TUAla30Ha PECIIUPATOPHBIX PACCTPOWCTB, H,
CIIEZIOBAaTENIFHO, B OJHOM aCHEeKTe M300pPETeHHE OTHOCHUTCS K MPUMEHEHHUIO JIOOBIX TaKUX (hapMareBTHYECKIX
KOMITO3UIIMI B KayeCcTBE JIEKAPCTBEHHOTO CpeNCcTBa. B gacTHOCTH, KOMOMHHPOBAaHHBIE MMPOAYKTHI IO H300peTe-
HUIO TTOJIC3HBI B TPEAYNPEKICHAN WIN JICYEHUH MHOTHX PECHHPATOPHBIX PACCTPOUCTB, TAaKMX KaK acTMa BCEX
THTIOB ¥ XpOHUYECKast 0OCTpyKTUBHAs 00s1e3Hb Jierkux (COPD).

Takum o0pazoMm, B APYroM acHeKkTe H300peTeHHE OTHOCHTCS K CIIOCO0Y MPEAyNpexXISHUS WIN JCUCHHS
pecrimparopHoro 3aboneBanus, Takoro kak COPD, BkirodaronieMy BBEICHHE HMAMEHTY, HYKIAIOMEMYyCs B Ta-
KOM JICYCHUH, TePaeBTUICCKH 3P PEKTBUHOTO KOJIMYECTBA (hapMaleBTHYCCKONW KOMIIO3UIIUH COTJIAaCHO U300pe-
TEHHIO.

B m300peTeHnH TaKkke mpejyiaraeTes IpUMEHEHUE (hapMaIleBTUICCKUX KOMITO3UIIHA IO H300PETCHHIO IS
TEPANCBTHYECKOTO WM MaJUTMATHBHOTO JICUCHHS WM TPCAYNPE)KICHHUS PECIHPATOPHBIX 3a00JCBaHUN U UX
CHUMIITOMOB.

PecmmpaTopHbIe paccTpoCTBa, U KOTOPBIX MPUMEHEHHUE (PapMaIleBTUYCCKAX KOMITO3UIIMN O H300pe-
TEHHUIO MOJKET OBITH TOJIE3HBIM, IPEACTABIIIOT COO0HM pacCTPONCTBA, XapaKTePU3YIOIIHecs 00CTPYKINEeH epH-
(hepuyecKUX IBIXATENbHBIX ITyTEeH B Pe3yibTaTe BOCTAJICHUS W MPUCYTCTBHUSA CIU3M, TaKHEe KaK XPOHUICCKUH
0OCTPYKTHBHBIH OPOHXHOJIUT, XPOHUIECKUH OPOHXHUT, aMPu3emMa, ocTpoe noBpexaenne jerkux (ALT), Mmyko-
BUCITHJI03, PUHUT U PECIUPATOPHBIN AUCTPECC-CHHAPOM Yy B3POCIHBIX/MIIN OCTPHIA PeCIIMPaTOPHBINA TUCTpecc-
cuaapom (ARDS).

Ipumepsr

Ipumep 1.

A) CTabWIBHOCTh OJHOKOMITOHCHTHBIX, JBYXKOMIOHEHTHBIX M TPEXKOMIIOHEHTHBIX KOMOWHHPOBAHHBIX
KOMITO3HIIUH a3p030JIbHOTO PAacTBOpA.

HccrenoBanve BBIMOMHSIN TSI H3YYCHUS CTAOMIIBHOCTH TPEXKOMIIOHCHTHOW KOMOWHAUU (popMoTepoa
¢ymapara (FF), rmukommpponus 6pomuna (GLY) u 6exnomerazona aunponmonara (BDP) B komnosummu aspo-
30JIbHOTO PacTBOPA, B YIIAKOBKE B BU/IE 0OAJUIOHA, TP BaPHUPYIOMINXCS YCIOBUAX XPaHESHUS.

B nomonHeHne K TPEXKOMIIOHEHTHOW KOMOWHAIMU AByXkKoMioHeHTHbIe komOmHanuu (FF + BDP; FF +
GLY) u equrctBenHblil areHT (GLY) Birodanu B WccienoBaHue, 4TOOBI OIICHUTh, MOTYT JIM KaKHe-JIN0O BO3-
MOJKHBIC B3aNMOJICHCTBUS MEXy aKTUBHBIMH MHTPEINEHTAMH BIHSTH HAa CTAOMIBHOCTD JICKAPCTBEHHOTO CpPe-
ctBa. GLY B kadecTBe €AMHCTBEHHOTO areHTa TOTOBWIIM B BHJE Iperapara B MPUCYTCTBHU U B OTCYTCTBHE |M
HCI, 9T00BI O1IEHUTH CTAOMIM3UPYIOMIHA () (HEKT KUCIOTHI.

Komro3uiiu naptuit 06001eHs! B Tad. 1.
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Tabiumna 1

CoCTaB TEOPETMHECKUIA eAnHNLBI (MKI/akTMBaLmio AN knanaHa 63 Mkin)
OnucaHune Be3BogHbIN 1M HFA

BDP |FF |GLY Bcero
napTuu artaHon HCI 134a
FF + GLY . 6 25 8856 14 64899 | 73800
EE; GLY*| 100 | 6 | 25 8856 14 | 64799 | 73800
GLY - - 25 8856 - 64919 | 73800
GLY * - - 25 8856 14 64905 | 73800
KucnoTa
FF + BDP 100 6 - 8856 14 64824 | 73800

OnBITHBIC TAPTUH XPAHWIH B TIEPEBEPHYTOM BHUJIE TIPH CICAYIOMNX YCIOBUAX U JIBa OaljIOHA aHATU3UPO-
BaJIi Ha COJICP KaHNEe B KAKIOW KOHTPOJIBHOH Touke (depe3 1, 2 u 3 Mecsna XpaHeHus):

+5°C;

+25°C/otHOCHTENBHAs Bi1aXHOCTh 60% (YCKOPEHHBIC YCIOBUS XpaHEHHUs);

+30°C/oTHOCHTENbHAS BIAYXKHOCTD 75%);

+40°C/oTHOCUTENBHAS BIAXKHOCTE 75%.

OcTaTtouHOE Cco/ep)KaHNe aKTHBHOTO MHTPEIUCHTA U3MEPSIIH, HCIONB3Ys CTAHAAPTHRIC XpoMaTorpaduye-
CKHUE MPOTOKOTBI.

Pesynbratsl.
Tabmuma 2
BeknomeTtazoHa
Maptus | aunponvoxar dopmoTtepona dymapar mukonuppoHus Spomung
M [2M 3N M [2M  [3M M [2M |3
5°C 98,8£0,0]98.620.4 |96,651,6 | 96.721,1|94 6216 102,921,6 |98,0£0.2|96,7:1,0| 98.820.3
o o
ZR?_'C/6°/° 96,3408 |- 96,60,8 |98,12,1|95.941,0( 96,4201 |96.8£0.8|97,5£0,1|98.240,1
g?_:cms% 96,740,0 |97,4+1,3|97,120,0 | 96,520,6 |97,840,6 |92,5:0,0 |98,240,7|97,1£0,5 |98,2+0,0
‘é?_:cns% 97,4£0.4 |93.3+2,0 |97,1£0,8 | 95.740,8 |94,2+2.9 |88,6£0.4 |97,6£0,0|97,5:0,6|98,920,8

Uro kacaeTcsi TPEXKOMIIOHEHTHOH KoMmOuHaimH, copepkanne BDP u GLY B 6amnoHe He moaBeprajioch
3HAYNTEIHHOMY BO3JIEHCTBHIO BpEMEHH M TeMmepaTypbl. HampoTus, comepikanue ¢gopmoTepona (ymapara B
0ayuToHE CHIIFHO 3aBHCEIIO OT YCIOBHH XpaHEHHS: % OCTaTKa 110 OTHOIIECHHIO K Hadaly OTCYeTa BPEMEHH CHH-
JKaJICsl B 3aBUCUMOCTH OT BPEMEHH U TeMIeparypsl; depe3 3 mecsma mnpu +30°C/75% RH % ocraTtka mocturan
92,5%; uepe3 3 mecsana npu +40°C/75% RH on ymensmancs 1o 88,6%.

OTHOCHTEIHHO JBYXKOMITOHEHTHOH koMOuHau FF+GLY cwm. tabu. 3.

Tab6muma 3
MapTus dopmoTtepona pymapar FnukonuppoHus 6pomua
1™ 2M 3M 1™ 2M 3M
5°C 96,410,1 | 94,640,1 | 100,0+1,1 | 97,441,4 | 97,741,6 | 99,04+1,2

25°C/60%RH | 96,6%1,2 | 95,6+1,5 | 96,8+£0,56 |99,2+12 | 98,2+0,1 | 98,814

30°C/75%RH | 95,920,6 | 94,0£1,8 | 91,2£0,4 |98,3+1,4 | 957+1,1 | 98,1£0,4

40°C/75%RH | 93,7+1,5 | 90,940,6 | 88,1+0,5 |97,54+0,2 | 96,941,0 | 98,210,1

Kommonert GLY ocTaBaicst cTaOMIBHBIM MPH BCEX TECTHPYEMBIX YCIOBHsIX. Kak U B TPEXKOMITOHEHTHON
KOMOHMHAIMH, coJiepkaHue popMoTepoia ¢pyMmapaTa B OaNIOHE CHIIHHO 3aBHCENI0 OT BPEMEHHU M TEMIIEPATYPHI:
yepe3 3 mecsta npu +30°C/75% RH ono cHimkanock 10 91,5%; gepes 3 mecsia npu +40°C/75% RH oHo cHu-
»kanock 1o 88,1%.

Hamnpotus, conepxanne GpopMmorepona B IByXKOMIOHeHTHOH komOuHanuu FF+BDP He cHimkanock ObicT-
PO C TEUCHUEM BPEMCHH TPH JIFOOBIX Pa3IMYHBIX YCIOBHUSIX XPAaHCHUS. DTH MPOTUBOPCUNBBIC HAOMIOACHUS TIPHU-
BOJAIT K BBIBOJY, 4TO npucytctBue GLY B xomOuHanmu ¢ ¢popmorepona gpymapaTom okasbiBaeT ekt mecra-
Oounmzaru popmorepoia pymapara.

OO6HapyXeHO, YTO B KOMITO3HMIIUU C OJHUM areHToM, coaepxkamieid GLY, coxpaHseTcsl TOCTOSTHHOE COep-
skarue B pucyrctBrue |M HCI, HO 0HO cHIIBHO 3aBHCETIO OT BpEMEHH W TEMIIEPATypPhl XPaHEHHs, €CIH KHCIIOTY
HE BKITIOYAITH.

B) Ananm3 mpumeceit/poayKTOB pa3pyIIeHHsL.

Bce xomnosunny, xpanusmmuecs npu 40°C/75% RH, ucnbiteiBanu ctangapTHeM criocobom BOXX B YO
U BUIMMOM CBETC Ha HEXUPAIbHBIC MPUMECH U TPOMYKTHI pa3pyIICHHs aKTHBHBIX KOMIIOHCHTOB. M3(Macc-
CIEKTPOMETPHUUCCKHUN)-TIETEKTOP HCIIOIB30BANIN /ISl MOATBEPXKACHHS MOJIEKYJSIPHBIX MAacC OIPEICIICHHBIX
IPUMECEH/TIPOLyKTOB pa3pylieHus, oOHapykeHHbIX B Oammtonax FF+BDP u FF+GLY+BDP.

Pesynbratsl.

[poanammsuporannsie MeTogoM BOXKX/Y®, Takue xommosunumu, conepxkamue u FF u GLY, umenu BoI-

-7 -
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COKHE YPOBHU MPOAYKTOB Pa3pyIICHHS, OTHOCAIHUXCA K GopmoTepona pymapary. Takxke oTMEUaroch, 4To KO-
JIMYECTBO KAXKJOT'0 MPOIYKTA Pa3pylICHHUS YBEIUUHUBAIOCH C TEMITEPATyPOH.

brimm uaeHTHQUIMPOBAHBl TPH OCHOBHBIX MpoaykTa paspymeHus: DP1, DP2 u HensBecTHBIN MPOIYKT
paspymenus (o6o3Hauenusrid DP3). [IpucyTcTBHe ABYX U3 3THX NMpoaykToB paspymenus (DP1, DP2) panee ObI-
710 o0HapyxkeHO B Foster®-moJOOHBIX KOMITO3UIIHSIX, COJIEPIKAIIUX TOTBKO HU3KHAE YPOBHHU KUCIIOTHL.

B) TutpoBanue comepxaHus KUCIOTHI.

Tak xak pe3ynbTaThl TeCTa Ha CTAOMIBHOCTD M NMIPUMECH YKa3ald Ha BaXXHOCTH KHUCIOTHI B KOMIO3HIIUSIX
JUTSI cTabuu3auy GopmMoTteposia pymaparta B IPUCYTCTBUH TIUKOTTHUPPOHUS OpOMUIA, ITOTYIad CEPUN KOMITO-
3UIMA TPEXKOMITOHEHTHBIX kKoMOuHarwmii ¢ gobasiennoit 1M HCI B muamazone ot 0,191 mo 0,254 mxr/mxin. B
KOKIOU TECTUPYEMOH Mape 00pasioB KUCIOPOI U3 OJHOTO OAJUTOH OBLT yaalieH BaKYyMHBIM 00KaTHEM C LETbI0
W3YUYCHUSI BIMSIHUS KACIOPOia Ha TIPOIIECC pa3pyIICHUS.

UYepes 3 mecsna mpu 25°C/60% RH 00pa3ipl aHanu3upoBain Ha OCTAaTOYHOE COJICpXKAHUE B OaJUIOHE ak-
THUBHBIX MHTPEIMEHTOB U OCHOBHBIX IIpUMecei/poaykToB paspymeHus. Kommonentst GLY u BDP 6butn cra-
OWJIBHBI B TCUCHHE 3-MECSYHOTO IEPHOJa W TOJBCPralliCh HE3HAUYHTEIBHOW paspyllcHUro. Pe3ymbraTsl s
KOMIIOHEHTa (popMOTepoiia pymapaT moka3aHsl B Ta0II. 4.

Tabnuia 4
Ypanenne |1 MHCI |®opmotepona |Cymma DP3
kucnopopaa |Mkr/mkn | cdbymapar npoayKToB (% or Bcen
(% octatka B t|paspyweHus KOMMNO3uLMn)
0) (% oT BCEeNn
KOMMNO3ULMKn)
HeT 0,191 101,9 1,6
na 0,191 104,8 1,7
HeT 0,211 99,6 1,4 0,41
na 0,211 99,8 1,2
HeT 0,222 98,5 1,4 0,59
na 0,222 99,7 0,91
HeT 0,234 92,2 7.8 6,4
na 0,234 101,3 0,9 0,26

CpaBHHBas Te 00pasIibl, U3 KOTOPBIX OBLI yAaldeH KUCIOPOI, HaOII0AaI0Ch TOCIeA0BaTEIhbHOE CHIDKEHUE
% mponykroB paspymenus FF mo mepe noBermenus copepskanust kKucioTsl ot 0,191 mxr/mka gepes 0,222 u
0,234 mxr/min. CyMMapHBIH W MHONBUIYaIbHBINH % MPOAYKTOB Pa3pyLICHHS HPU 3TUX 3HAYCHUSX KHCIOTHI
ropa3no Hke 1% B KaXIOM ciydae W, CIEIOBaTEeNFHO, HIDKE YPOBHEH WMACHTU(DHMKAIMNA/KBATU(QHUKAINN IS
pEeTUCTpanuy JIEKapCTBEHHOTO CPEACTRA.

DTH pe3ynbTaThl TAKXKE 03HAYAIOT, YTO 0€3 yIaICHUS KACIOPOia KOHIICHTPAIUS KUCIOTHI B U30BITKE TIPH-
MepHO 0,22 MKI/MKII AeHCTBUTENBHO IPUBOANUT K 0OpaTHBIM pe3yibTaTaM B cTabmnusanuu FF.

Takum 00pa3oM, Ha OCHOBaHHHU JAHHBIX PE3YJIBTATOB, IBYXKOMITOHCHTHEIH I TPEXKOMIIOHCHTHBIA KOM-
OMHUPOBAHHEIN MPOIYKT, COACPKALIMNA TIIMKOMUPPOHUs Opomua u GopmoTepona GymapaT (M BO3MOXKHO OCk-
JIOMETa30Ha JUMPOIHNOHAT), MOXXHO ONTHMAJIBHO CTAOMIM3UPOBATH I KIMHUYCCKHX M KOMMEPUYCCKHX IIeJICH
myteMm BkimoueHus B coctaB 1M HCI B xomuuectie ot 0,191 u go 0,234 Mkr/mki, npenmouturensHo ot 0,19 u
110 0,23 MKI/MKJI B KOMITO3HUIIUU B BUJIE PACTBOPA, M3 KOTOPOU OBLT yAalleH KUCIOPO/I.

[Tpumep 2.

CTabWIbHOCTD TPEXKOMITOHEHTHBIX KOMOMHHPOBAHHBIX KOMITO3HIINH a3pP030JI5HOTO PacTBOpa.

HccrnenoBanue BBITIONHSIIN C IETbI0 M3YUCHHS CTAOMIBHOCTH TPEXKOMITOHEHTHOH KOMOMHanu popmoTe-
pona ¢pymapara (FF), rmuxonmupponus 6pomuna (GLY) u 6exknomerazona nunpornuonara (BDP) B kommosummu
a’PO30JIPHOTO pacTBOpa ¢ pazHsIMU ypoBHsMH 1M HCI, 4T00BI OlIEeHUTHh CTAOMIN3UPYIOMHN d(PPEKT KUCTOTHI,
B OOBIYHBIX AFOMHHHUCBBIX 0a/TIOHAX, CHAOKCHHBIX CTaHAApPTHBIMU KianmanamMu EPDM, o0xateiMu ipu BapbH-
PYIOIIUXCS YCIOBUSX (2 UMCHHO C yIaJICHUEM WK 0e3 yIaICHUS KUCIOPO/Ia BAKYYMHBIM 00KaTHEM).

CocTaBbl MapTHI U3JI0KEHBI B Ta0M. 5.
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Tabauma 5
CocTaB TeopeTn4EeCKMn eanHMLbl (MKI/akTUBaLUWIO ANs knanaHa 63 mkn)
Ne komn. BDP |FF |GLY Be3sogHbIin |1 M HCI HFA Beero
3TaHon (KOHU. MKI/MKn) 134a
1 100 |6 |25 8856 3,1 64810 73800
(0,0496)
2 100 |6 |25 8856 6,2 64807 73800
(0,0992)
3 100 |6 |25 8856 8,7 64805 73800
(0,139)
4 100 |6 |25 8856 12 64801 73800
(0,188)
5 100 |6 |25 8856 12,5 64801 73800
(0,198)
6 100 |6 |25 8856 14 64799 73800
(0,222)
7 100 |6 |25 8856 14,5 64799 73800
(0,230)
8 100 |6 |25 8856 15,3 64798 73800
(0,243)
9 100 |6 |25 8856 16,5 64797 73800
(0,263)

OmnbITHBIC TTAPTUH XpaHWH 1pHu +25°C/oTHOCHTENBbHOM BlaxHOCTH 60% (YCIOBHS YCKOPCHHOTO XpaHe-
HUS) B IEPEBEPHYTOM IMOJIOKCHHUU U JBa OAJJIOHA aHATM3UPOBAIM Ha COJICPIKAHKE B KXKJOH KOHTPOJIBHOM TOY-
ke (4epe3 1, 2 u 3 Mecsla XpaHeHus).

OcraToyHOE coAepX aHUe Ka)JI0ro aKTMBHOI'O MHIPEIUEHTA U3MEPsUIH, UCIOJIb3Ysl CTaHIapTHBIE XpoMa-
TorpaduIecKue MPOTOKOIHI.

Pesynbratsl uepes 3 mecsma XpaHEHUS IPEACTABICHBI B clieAyiomeil a0 6, rae Ansd KaXIoW KOMITO3H-
UM PSIIOM C KaXKIBIM HACHTH(QHUKAIMOHHBIM HOMEPOM BKIIIOYEH KoX V aiis BakyyMmHOTro oOxatus m N s
00br9HOTO 00kaTHA (06€3 yIaleH!s KHCIoPOoIa).

Tab6muma 6
PesynbraT ucnpITaHus Ha CTAOMIBHOCTD JJIs1 KOMITO3HUIIAN U3 Ta0l. 5
Homep BDP FF GLY Mpumecu/npoaykrbl
komnosvuun/ | (% octatka | (% octaTka | (% octatkaBt | pa3pyweHus (% ot
obxaTtune Bt0) Bt0) 0) BCEW KOMMNO3nLMn)
1N 101,2 89,4 98,5 3,5
2N 99,6 89,0 97,5 2,5
3N 98,8 89,3 96,7 1,9
4N 100,8 92,5 98,9 1,7
5N 100,8 101,9 99,3 1,6
6N 99,8 99,6 96,8 1,4
7N 101,0 98,5 98,6 1,4
8N 100,5 92,2 97,7 7,8
(DP3 6,62%)
5V 102,1 104,8 100,6 1,7
6V 101,8 99,8 98,2 1,2
7V 102,7 99,7 98,7 0,9
8V 104,6 101,3 100,2 1,0
9V 98,9 82,3 97,1 10,4
(DP3 >6%)

OKkcnepuMeHT nokasal, yro koHueHtpauuu 1M HCI Beie 0,230 yBennuuBaioT 0Opa3oBaHHE MPOIYKTOB
paspyuienus, u B yactHoctd DP3, B koMno3ummsx, 00xaTelx 00BIYHBIM 00pa3zoM. BakyymHoe o6atue 1o3Bo-
JsieT n3bexars 00pa3oBaHUS MPOIYKTOB pa3pyllieHus, U B yactHocTy DP3, BmoTh 1o konnentpamuu 1M HCl
0,243.

Takum 00pa3oM, JaHHBIE PE3YNIBTATHl TTOATBEPXKIAIOT, YTO TPEXKOMIIOHEHTHBIH KOMOWHUPOBAHHBIN MPO-
IYKT, COJCPIKaIUi TIIMKOIMPPOHUS Opomun, GopMoTepona GymMapar 1 BO3MOXKHO OEKIOMeTa30Ha AMIPOIHNO-
HAT, MOXET OBITh ONTUMAJBHO CTAOMIM3UPOBAH I KIMHUYECKUX U KOMMEPUYECKHX IENeH IMyTeM BKIIIOUEHHS
IM HCI B xonugectse ot 0,19 mo 0,243 Mkr/Mki, npeamnoatutenbHo oT 0,19 10 0,230 MKI/MKIT B KOMIIO3HUITHIO
pacTBopa, ookartyro 6e3 yaaneHnus kuciaopona, u oT 0,19 mo 0,243 npu o6katnu ¢ yJaieHueM KUCIOPOIa.
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OOPMVIIA U30BPETEHUA

1. ®apmarieBTHYECKass KOMITO3HUIIHS, COCpIKAIIA:

(2) rmkonuppoHMs OpoMHU B 103UpoBKe B auanazoHe 0,5-100 MKr Ha aKTHBAIIHIO;

(6) hopMoTEPOIT MITH €T0 COJTb B JO3MPOBKE B AMANa30He 1-25 MKT Ha aKTHUBAIHIO U

(B) OekmoMeTa3oHa JUMPOITMOHAT B TO3UPOBKE B nuana3zoHe 50-250 MKT Ha aKTHBAIIHIO,

pactBopennsie B HFA (ruapodTopanikaHoBoM) MPOIEINIEHTE W COPACTBOPUTENE, OTINIAIOIIASCS TEM, UTO
ykazanHas kommosuius conepxkut 1M HCI B konmuectse B auamazone 0,1-0,3 MKT/MKIL.

2. Kommosuius o 1.1, rae auamason 1 M HCI cocrasiser 0,15-0,28 MKr/MKI.

3. Kommosurwus mo 1.1, rae auamazon 1 M HCI cocrasnser 0,19-0,245 Mxr/mMKJ1.

4. dapmaneBTHYCCKAsT KOMITO3UIIHS 110 JTF000MY U3 IIil. 1-3, Tlie copacTBOPUTEINh MPECTABISIET COOO0M 3Ta-
HOJI B KOHIIEHTpanuu oT 8 10 20% mac./mac.

5. dapmarieBTHUeCKass KOMIIO3UIUS 110 JItoOboMy m3 milL. 1-4, Tre conb GopMoTeposa mpeacTaBisieT co0oi
¢dopmoTtepona pymapar.

6. dapmaneBTHYCCKasT KOMIO3HIUS 110 TH000MY 13 M. 1-5, rae (a) NIMKOMUPpOHHS OPOMUI HAXOIUTCS B
JI03UpOBKe B auanazone 1-40 MKr Ha akTHBanuio; (0) GOpMOTEPOIT UK €0 COJIb HAXOAUTCS B TO3UPOBKE B A~
ma3zoHe 5-15 MKr Ha akTuBanuio W (B) OEKIOMeTa3oHa MUITPONMOHAT HAXOAUTCS B JO3UPOBKE B quamasone 50-
250 MKT Ha aKTHBALIHIO.

7. ®apManeBTHIECKass KOMITO3HIIHS 10 JTI000MY M3 Ml 1-6, rie (a) TIIMKOMUPPOHHS OpOMU HAXOJIUTCS B
JIO3UPOBKE 5-26 MKT Ha akTHBANHIO; (0) GOPMOTEPOI WIM €ro COJIb HAXOAWUTCS B JO3UPOBKE 6 win 12 MKT Ha
aKkTHUBaNuIo 1 (B) OEKIIOMeTa30Ha AUMPONMOHAT HaxonuTcs B jo3upoBke 100 umm 200 MKT Ha aKTHBAIIHIO.

8. dapmareBTHUeCKass KOMIO3HIUS 1O JTF000MY U3 M. 1-7, U3 KOTOpOit OBLI, IO CYIIECTBY, YIAICH KUACIIO-
pox.

9. ®apMarneBTHYECKass KOMITO3HIIUSA 10 JIFOOOMY 13 M. 1-8, JOTIONHUTENBFHO COepIKalas OJUH Win Oojee
JIOTIOTHUTEIBHBIX (papMalleBTUYeCKH aKTHBHBIX MHTPEAUCHTOB, BEIOPAHHBIX W3 TPYIIIBI, COCTOSIICH n3 OeTa-2-
ATOHKCTOB, KOPTHKOCTEPOHIOB, AaHTHMYCKAPUHOBBIX ar¢HTOB i HHTHOUTOPOB hocdoamictepass (IV).

10. ®apmarnieBTHIECKass KOMITO3HUIUS TI0 JTFOOOMY M3 MII. 1-9 ISl MpeaynpeKAeHIs HITH JISYCHUS acTMBI U
COPD (xponundeckoe 00CTPpYKTHBHOE 3a00JIeBaHHE JIETKHX ).

11. A3p0o30JIbHBII 0aJTOH, COAEpIKAIUN (hapMaleBTUIECKYI0 KOMIIO3HIIHIO 110 JIFoO00MYy 13 mit. 1-9.

12. Crioco6 3amomHeHus 6autoHa 1o 1.1 1, BKIToYaomuyii Clie yromue CTauu:

(2) mpuUroTOBIIEHHE PacTBOpPA TIUKOMUPPOHHS Opomuaa, ¢popmoTepona Gpymapara U OEKIOMeTa3oHa JH-
MIPOITMOHATA B cOpacTBOpHTENE, K KoTopoMy Obuta nodasnena 1 M HCI B kommdaectse 0,1-0,3 MKIr/MKIT KOHEYHO-
TO PacTBOpa;

(0) 3amonHeHME a3P030JIBHOTO OAIIIOHA YKA3aHHBIM PACTBOPOM;

(B) moMerieHue KilanaHa Ha OaJUIoOH U 00XKaTHE U

(1) 3amonHeHue G6amtona nox nasienueM HF A mpormenneHTom yepes KiamaH.

@ EBpa3suiickasi naTeHTHas opraHusaumsi, EAMB
Poccus, 109012, MockBa, Manblit Yepkacckuii nep., 2
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