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HAXOOALWAACHA Noa AABINEHVUEM CTABUNIbHAA ASPO30JIbHAA
KoMno3nuna KOMBUHALUU TMAKOMUPPOHUA BPOMUAA U
®OPMOTEPOIJIA B ®OPME PACTBOPA

OBJIACTb NU3OBPETEHUA

Hactoswee nsobpeteHne OTHOCUTCH K a3pO30SfibHOM KOMMNO3nummM B hopme
pacTBopa, NpefHasHa4YeHHOW ANS NMPUMEHEHUS C AO3UPYHOLWMM WHIanAaTopoM noj
AasneHvemM (pMDI), cogepxallen rmvkonmppoHns 6pommng n opmMoTepPOon UNN ero
COMb, UMK CONbBaT yKasaHHOW CONKW, BO3MOXHO B KOMOMHaUMM C WHranaumoHHbIM
kopTukoctepongom (MKC), crabunuampoBaHHOM MNOCPEACTBOM  BblIOpaHHHOIo
KONMMYecTBa MUHEpPanbHOW KUCMNOTbl, FAe YyKa3aHHas KOMMO3UUMS COAEPKUTCA B
MeTannmyeckoMm HannoHe, C BHYTPEHHEN CTOPOHLI NOKPLITOM CMOJSION, coaepKallemn
dpTOopMpoBaHHbIN 3TUNEH-NponuneHoBbiv (P IMM) nonumep.

bBonee KOHKpeTHO, cCOrnacHoO ykasaHHOMY U30DPETEHUIO MNPEanoXeHbI
BbllleyKkasaHHble  KomMnoduuun ana  pMDI, koTopele npu  XpaHeHuM B
BbILLEYNOMSHYTbIX BannoHax ¢ NOKpbITUEM B TEYEHWE NPOLOIIKUTENBHOrO Nepuoga
BPEMEHN B YCMOBUAX XECTKMX TeMnepatyp M OTHocuTenoHou BrnaxHoctn (OB)
nokasanu KONMUYECTBO MNPOAYKTOB pa3noxeHus, B 4YactHoctn N-(3-6pom)-[2-
rmapoken-5-[1-rmgpoken-2-[1-(4-meTokendeHnn)nponaH-2-
nnamuHolatun]dennn]jdopmammaa, 3HaunTENbHO HWXKEe npeaena KonM4YecTBEHHOro
onpeaenenuns (To ectb HXKe 0,10% macc./macc. No OTHOLLEHUHO K TEOPETUYECKOMY
copepxanmo oopmoTepona pymapara 6 mkr/cpabartbiBaHune).

Kpome TOro, nsobpereHne OTHOCUTCA K MPUMEHEHWIO Takmx CTabunbHbIX
aspOo30MbHbIX KOMMO3UUMKM B (OpMe pacTBopa B MPeaynpexaeHum u Tepanum
3aboneBaHnn AbixaTenbHbIX MYTEW, B YaCTHOCTM OBDCTPYKTUBHBLIX PECMMPAaTOPHbLIX
paccTponcTB, Takux kak actma m XOBJ1 (xpoHuyeckas obcTpykTmBHas GonesHb
nerknx).

NPEALLUECTBYOWMNA YPOBEHb TEXHUKA

mukonuppoHus  BpoMna  (Takke  M3BECTHbIM  Kak  rnuKonupponar)



npeacraBnaet cobown aHTUXOSTMHEPTMYECKOE CpeacTBo, BnokmpytoLlee
MyCkapuHoBble M3-peLenTopbl, MPUMEHAEMOe AN YMEHbLUEHWSA CHOHOOTAENEHNS,
accouMmMpoBaHHOrO C BBEAEHMEM HeKOTOopbIX obesbonuBaromx Ccpeacts, U B
Ka4yecTBe BCMOMOraTtenbHOM Tepanumn Ans NenTUYECKnX s3B. Takke OnnMcaHo, YTo OH
ABNSAETCH 3(PPEKTUBHBIM B NEYEHMM acTtmartmdeckux cumntomoB (Hansel et al.,
Chest 2005; 128: 1974-1979).

WO 2005/107873 OTHOCUTCA K NPUMEHEHWIO rIuKonupponaTta Ans NevYeHus
JETCKOW acTMbl.

B WO 01/76575 packpbiTa KOMMo3unuma c KOHTPONMPYEMbIM
BbiCBODOXAEHMEM AnNs  AOCTaBkM  rukonupponata B nerkue.  Komnosmums
npeaHasHadeHa Ana NPUMEHEHWA B JEeYEHUM pecnmpaTtopHbiXx 3abonesaHun, B
YaCTHOCTWN XPOHMYEeCcKon obcTpykTMBHOW BonesHun nerkmx (XOBJ). 3asBka Ha nateHT
COCpefoTOYeHa, rnaBHbIM 00pasoM, Ha CyxXux MOPOLUKOBbIX KOMMO3ULMSX,
noaAXOAALLMX ANA AOCTaBKM NOCPELCTBOM CyXOro nopoLwkosoro nHranatopa (DPI).

B WO 2005/074918  packpbiTel  KOMOMHauuMM  rnukonuMpponara c
FNIFOKOKOPTUKOUAHBIMU  NIEKapCTBEHHbIMKU  CpeacTBaMM U WX MPUMEHEHWE AnS
neyeHus saboneBaHn gblxaTenbHbIX NYTEN.

WO 2005/110402 oTHOCUTCA K KOMBMHauuam rnvkonupponara c¢ beta-2-
aroHUCTOM WHAAHOBOrO Knacca unu knacca BeH30Tpuason-2-0HOBbIX MPOW3BOAHbIX
ANS NeYeHns BocnanuTenbHbIX UK OBCTPYKTUBHBIX 3aboneBaHnin AbixaTenbHbIX
nyTen.

WO 2006/105401 oTHOCUTCA K  KOMOMHaUMAM  aHTUXONUHEPrn4eCKoro
CpeacTBa, KOpTUKOCTepomaa W AAUTENbHO Aeuncteytowero beta-2-aroHucta ans
NpeaynpexaeHnsa n nedveHnsa pecnmpatopHbIX, BOCNanmMTeNbHbIX UM OBCTPYKTUBHBIX
3aboneBaHNn AbixaTenbHbIX NyTEW, NPUM STOM [NUKONUMPPOnaT BXOAUT B 4MCHO
BO3MOXHbIX @HTUXONIMHEPrMYECKMX CPEACTB.

CornacHo WO 2007/057223 n WO 2007/057222 koMBuHaumm rivkonmMppOHUS
Bpommga C NPOTUBOBOCMNANUTENbHBIM CTEPOMAOM, B 4aCTHOCTM C MOMETa30Ha
dypoatom, kak onmcaHo, obecneymBaroT TepaneBTUYECKUMA 3(PEPEKT B NEYEHUU
BOCNanMTENbHbLIX N OBCTPYKTUBHBLIX 3a00NEeBaHNA AbiXaTeNbHbIX NMYTEN.

WO 2007/057221 wn WO 2007/057219, COOTBETCTBEHHO, OTHOCATCA K
KOMOMHaUMAM  TMUMKOMMPPOHNEBON CONM € BeTa-2-arOHUCTOM (UK aHarnorom),
npeacTaBNAoLLNM cobon MHOAHUITbHOE NpoOn3BOAHOE, nnm c

NPOTMBOBOCMANUTENBHBIM CTEPOMAOM, B YACTHOCTM C MOMETa3oHa pypoaTom.



B npumepe 4 WO 00/07567 packpbiTa aspo3ornibHaa KOMnos3vumsa B opme
CYCMNeH3nn, rae K CMECU MUKPOHMU3MPOBAHHbBIX aKTMBHbIX BELLECTB, & WMEHHO
dopmoTepona dymapara, rMnMKONUPPoOHUa BpomMuaa n [AUHATPUMKPOMOrnMKaTa,
nobaeneHa nponenneHTHasa cMmechb MPA (rmgpodTopankaH) 1 3akucb asoTa BMeCTe C
2% macc. sTaHona.

B moHorpadumn no rnmkonupponna Bpommay “Martindale. The complete drug
reference”, Jan. 2002 (cTp. 467) nokasaHo, 4TO B NCCNefoBaHNAX HAa COBMECTUMOCTb
3TOro BelwectBa C BOAHbIMU  MHMY3MOHHBIMW pPacTBOpaMyM ANA WUHBEKUMUA U
fobaskamy  CcTabunbHOCTb rMKONMppoHMA 6Bpomuaa Bbilwe pH 6 Bbi3biBaeT
COMHEHMWS BCNEACTBME CITOXHO3UPHOro rmaponuaa.

B US 2002/025299 packpbITbl HaxoaAaWMeCs nog AaBfeHUEM as3po30SibHble
KOMMO3MLMM PasHbIX aKTUBHbIX MHIPEAMEHTOB, CPeAn KOTOPbIX €CTb (POPMOTEpPOn
unn ero kombuHauum C OeknomeTasoHa AUNPONMOHaToM, B OpME pacTBopa,
AOMNONHUTENBHO nogkucneHHsle HCl n noaBeprHyThbie XpaHeHWo B OnpeaeneHHbIX
BannoHax, Takmx kKak OannoHbl U3 Hepxaeerwlwen cranm nmbo aHOAMPOBAHHOMO
antoMUHUS Unu gaxe obnnuoBaHHbIE MHEPTHBIM OPraHUYECKUM MOKPbITUEM.

B WO 2005/074900 packpbIiTa WHranvpyemas KoMOuHauus
aHTUXONWHEPrM4YEeCcKoro cpeacTea ¢ beTa-2 MUMETUYECKUM CPEACTBOM ANSA NeYeHns
BOCMANUTENbHBLIX UMM OBCTPYKTUBHBIX PecrnMpaTopHbIX 3abonesBaHun; B npumepax
npvBeneHbl komnosmummn R,R-sHaHTMOMepa rnvkonuppoHns Bpommaa B kKoMOuHaumm
¢ bopmoTeponom: B Buae komnosnuyum ans DPIl unn cycneHsum gna pMDI.

B US 2006/0257324 packpbita pocraBka kKombuHaumm aByx unm 6onee
NEeKapCTBEHHbIX CPEACTB, pPacTBOPEHHbIX B cucteme nponenneHt [DA-
copacTBOpUTESNb, UMEILLMX MO CYLLECTBY OAMHAKOBOE pacnpeieneHne vactuy no
pasmepam, 4YTO AenaeT BO3MOXHBIM MX COBMECTHOE OCaXAEHWE B OAHOW U TOU Xe
obnactu neroYyHoro Tpakta. AT KOMNOo3nLMmM cogepxaT beTa-2-aroHUCT (npumepamm
ABMSTCA POPMOTEPOST UNMN KApPMOTEPON) N KOPTUKOCTEpOUS (MPUMEPOM ABMSETCA
BeknomeTasoHa AUNPONUOHAT) WU aHTUXONMHEPTMYECKOe CPEeACTBO, Takoe Kak
NMNpaTponus, OKCUTPOMNUS, TUOTPOMUS WUNN FNUKONUPPOHMA Bpomuna, npuYem 3Tu
nocnegHve BeLecTBa TOMbKO B 0OLLEM NPOLMTMPOBaHbI B ONUCaHUM.

dopmoTepon npeactaBnsaeT cobon nekapcTBEHHOE CPEACTBO - aroHUCT BeTa-
2-afpEHEPTMYECKMX PELIENTOPOB, CnocobHoe K paccrnabneHnto rnagkon Mbillubl B
OpoHXax W packpbITUO AblXaTemnbHbIX NyTEXM Ansa obnerdyeHns OBCTPYKTUBHBIX

COCTOSIHUA. Ero oBbIl4HO MPUMEHSAIOT ANSA NEeYEHUss acTMbl U APYTUX PECTIMPATOPHbIX



3aboneBaHn.

HenasHo cTana AOCTYNHOW noa TOproeon Mapkoi Foster® adpdexTmsHas
TepaneBTMyeckas KoMOwWHauumsa, copepxawan dQopmoTepona dymapar wu
BeknomeTtasoHa gunponuoHat (BAMM). VYkasaHHbn npogykTt paspabotaH Ang
LOCTaBKM B NErkMe nocpeacTBOM PasfnMyHbIX aspo30SibHbIX CPEACTB, BKOYAOLLMX
TakKke 4o3npyroLne nHransatopel nog gasneHmem (pMDI).

B STOM OTHOLIEHMM M3BECTHO, YTO a3pO30SibHblE PaCTBOPbI PopmoTepona
dymapara ABNATCA OTHOCUTENBHO HECTabUMbHbIMM U UMEKT KOPOTKUM CPOK
XPaHEeHWs, €Cnn XPaHATCA B HeoNTMMalnbHbIX yCnoBusX. [ns ycTpaHeHua 3Toro
HepocTaTtka komnoauumsi Foster® 6bina gomkHbIM 0Bpasom popaboTaHa nyTem
BKIMOYEHNA MOAXOAALLErOo KOMMYEecTBa HEOPraHMYecKom KUCNOTbl C  LEnbro
ctabvnmsaumm  POPMOTEPOSNBbHOMO  KOMMOHEHTa B BbIOpaHHOM  OYEBWULHOM
AnanasoHe pH, Hanpumep kak onmncaHo B EP 1157689.

B WO 2011/076843 3aaBuTenemM A[OMOMHUTENBHO PacKpbiTbl a3pO30SibHble
komnosuumm B oopme pacteopa ana pMDI, cogepxalme rnmkonppoHns dpomung B
KOMOMHaUuM C  (OpPMOTEPONIOM UMM ero  COMsMM, BO3MOXHO  BKIHOYaroLme
NMHransaumMoHHbIM KopTukocTepons, Takon kak BAIM, roe pobaeneHo noaxoasilee
KONMMYECTBO MUWHEpanbHOM Kucnotbl, B YactHoctm 1M HCI B awanasone 0,1-0,3
MKI/MKR, 4TOObl N POPMOTEPOSbHBIN U TIIMKOMMPPOHNA BPOMUAHBIM KOMMOHEHTbI
Oblnn  fOMKHBIM - O0BpasoMm  ctabunuanpoBaHbl. Kpome ToOro, Bblleyka3aHHble
KOMMO3MLUMM Aenany BO3MOXHbIM NoaAaEepKaHUE KONMMYECTBa NPOAYKTa PasfoXeHus,
Ha3bIBAEMOro B AaHHOM onmncaHum DP3, Ha HU3KMX YPOBHSIX.

OpHako npu MUCMNonb3oBaHUM OTHOCUTENBHO BbICOKMX KOMMYECTB KUCMOTbI B
KayecTBe CTabunmMampyoLLero BCNoMoraTenbHoro CpeacTea aAna popmoTeporibHOro
N TNUKOMUMPPOHNMEBOIO KOMMOHEHTOB konundecteso DP3, obHapyxeHHoe nocne
XpaHeHus B TedeHne 3 mecaueB npu 25°C 1 oTHocuTensHon BnaxHocTh (OB) 60%,
B AENCTBUTENBHOCTU ObINO 3HAYUTENBHBIM.

CnepoBareneHo, kak packpbito B WO 2011/076843, MmoxeT, Takum obpasom,
notpeboBaTbCa AOMOMNHUTENBHAA CTagus, BKNOYarLWas yaaneHue kucnopoga w3
cBoboaHOro NPOCTpaHCcTBa Hag NPOAYKTOM B aspO30SfIbHOM KOHTEWHEpEe, Hanpumep
NyTEM BKMAOYEHUA CTaaun KWUCMOPOAHOW OYUCTKM MOCPEACTBOM  BaKyyMHOroO
OMNPEeCCOoBbLIBAHMSA B MPOLECCe 3anofIHEHUA aspOo30SIbHOrO KOHTEWHepa, ANA TOoro

4TOBbI CHM3UTL cogepxaHmne DP3.



Bo Bpems paspaboTkm coctaBa Takmx KoMOuHauun npoaykT pasnoxenmna DP3
panee 0Obin  mageHTUUUMPOBaH Kak npefcrasnavowmm cobon  N-(3-6pom)-[2-
rmapokeu-5-[1-rugpokcn-2-[1-(4-metTokendeHun)nponaH-2-mnaMmmHo1aTun|peHnn]
dopmammg, (CMm. aHanUTU4eckme NogpPoBbHOCTM B SKCNEPUMEHTANBbHOWN YacTu).

Tak kak obpasoBaHMe 3TOr0 MNPOAYKTa pPasnOXeHWs, Korga OHO Mpu ero
KONMMYECTBEHHON  OLEHKE 3Ha4YUTENbHO Bble nopora wuaeHTudpukaumm  /
kBanudpukaymoHHoro nopora (He MeHee 1,0% macc./macc. NO OTHOLIEHUH K
TEOPETUYECKOMY coaepKaHuto popmoTtepona dpymapara 6 mkr/cpabaTbiBaHne [kak
onpegeneHo B ICH Guideline Q3B(R2)]) moxeT npeactasnatb cobou
noTeHUManbHyro npobnemy Ana Takmx KOMOMHMpPOBaHHbIX komnosuvumin ans pMDI,
0COBEHHO nNONe3HbIM MOXET OblTb METOh CHWwKeHus cogepxaHus DP3  Huke
NPMEMIIEMOro NOpora, OTNMYHBIA OT M3BECTHbLIX CNOCODOB, BKMHOYAOLWMX yaaneHue
kmcnopoga w  Tpedbyowmn  ctagun  cneumanbHOWM  OYUCTKM  MPY  3arnosfiHEHUN
a3p030SIbHOr0 KOHTEWHEpPa BO BPEMS U3rOTOBMEHUS.

Taknm obpasom, Bbino Obl xenatenbHO NPeanoXnTb KIMMHUYECKU MONE3HbIN
a’3p030SibHbIN KOMOMHMPOBAHHBIA NPOAYKT, codeTarowmn B cebe TepaneBTUYeCcKue
apdekTbl opmMoTEPONa UNM €ro CONen, unM conbBaTa yKasaHHOM COnMvu WU
FMUKONUPPOHUA BpomMuaa, BO3MOXHO BMECTe C AOMOMHUTENBbHBIMW  aKTUBHbLIMU
WHrpeaueHTaMn, TakMMU KakK WMHransumMoHHble KOPTUKOCTEPOWAbl, B YacCTHOCTU C
BeknomeTasoHa AMNPONMOHATOM, AnNs  TOro, YTobbl KaxAablh  OTAENbHbLIN
hapmaLeBTUYECKN aKTUBHBLIM KOMMOHEHT AOSPKHLIM 06pa3om 4OCTaBNSATb B NErKME B
3P PEKTMBHBIX M COrNacyrolmMXcs f03ax B TEYEHWe ANUTENbHOrO CpoKa rogHOCTU
npoaykTa v, B naeanbHoOM BapunaHTe, 6e3 HeobxoanmMocTn B 0CoBbIx TEMNEpaTypHbIX
NN BNEXHOCTHBIX YCMOBUAX XPaHEHWUs, KOTopble nHave mornu Bbl noTpeboBaTtbes
ANA NOAAEPXKaHNA HU3KMX YPOBHEW NPOAYKTOB PasnoXeHus, Takmx kak DP3.

ABTOpbl  HacToOALWEro  M300peTEHNA  HEOXMAAHHO  ODHapyXunu,  4TO
BbiLLEeyKa3aHHble KOMBUHNPOBAHHbIE KOMMO3MLMN NPU XPaHEHUM COOTBETCTBYHOLLUM
obpasom B antoMmHKMEBbIX DannoHax, KOTopble C BHYTPEHHEW CTOPOHbI MOKPLIThI
CMOSON, cofepxawen OTopupoBaHHbIN 3TUNEH-NponuneHoBein (O3MM) nonmmep,
AOMOMHUTENBHO CHabXEeHHbIX CTan4apTHbIMW  KnanaHamy, [aroT BO3MOXHOCTb
MWHUMU3MPOBATL KONMUYECTBa MPOAYKTOB pPAasfOXeHUa B TeYeHMe UX Cpoka
XpaHeHns, B 4acTHOCTM konudectBo DP3 pgaxe Hwke nopora ODHapyXeHUs, 4TO
ObINo onpefeneHo nocrne XpaHeHUs B XXECTKUX TemnepaTypHbIX W BIaXHOCTHbIX

YCIOBUSIX.



KPATKOE U3NOXEHWE CYLLUIHOCTU U3OBPETEHUA

Takum obpasomMm, cornacHo HacTodwemy M300peTeHUo  npeanoxeHa
dapmavreBTnyeckas aspo30nbHas KOMMOo3mLms B  dopme  pacTtBopa,
npefHasHayeHHaa ANna NPUMEHEHUa B 03VPYHOLLEM UHransatope nog AaBrieHUeEM,
coAepXLias:

a) rnukonuppoHus 6pomua B [03€ B AunanasoHe oT 5 go 26 MKr Ha
cpabaTbiBaHuE;

©) dopmoTepon wmnu ero conb, UMM CONbBAT YKasaHHOW CONMM B [03€ B
AnanasoHe oT 1 fo 25 mMkr Ha cpabaTbiBaHuE;

B) nponenneHT [DA;

) copacTBOpUTESb;

4) cTabununanpyroLee KONmM4yecTBO MUHEPanbHOW KACTOThI;

rae ykasaHHas KOMMO3UUMS COAEPKUTCA B a3po3ofibHOM ©OannoHe, ¢
BHYTPEHHEW CTOPOHbI MOKPLITOM CMOJSIOW, coAepXallen (PToOpuUpOBaHHbIA 3TUNEH-
nponuneHoBbIn (P3I1) nonumep.

CornacHo HacToswemy W3obpeTeHuto, KONMMYECTBO MNPOAYKTa pPasrnoXeHus,
npeacTaBnNAroLLEro cobon N-(3-6pom)-[2-rnapoken-5-[1-rngpoken-2-[1-(4-
MeTOoKCUdeHunponaH-2-unamMmuHo]aTun]deHun]gpopmamma, B AanbHenwem
cokpaLleHHo HasbiBaemoro DP3, Hmke 3HaveHns 0,10% macc./macc. no OTHOLIEHWUHO
K TEOPETUYECKOMY COAepXaHuto dopmoTepona dymaparta 6 mkr/cpabartbiBaHue,
npeacTaBnaloLero cobom npeaen KONMYeCTBEHHOrO OnpeaeneHns, Npyu XpaHeHum B
YCINOBUSAX YCKOPEHHbIX UCMbITaHn npu 25°C n oTHocuTensHou BnaxHoctn (OB) 60%
B TEYEHME MO MEHbLLEN Mepe 6 MeCSLEB, UM NPU XpaHeHUM B TedeHne 1 mecsaua B
YCNOBUAX YCKOPEHHbIX MCMbiTaHun npn 40°C n oTHocuTenbHon BnaxHoctn (OB)
75%.

Bo3aMOXHO,  KOMMNO3MUMSA  AOMOMHUTENBHO  COAEPXKUT  MHransuyMOHHbIN
KOPTUKOCTEPOUA, BbIOpaHHbIN M3  rpynnbl, CcocTosAwen mu3 BeknomeTasoHa
ANNponnoHaTa, MOMeTasoHa ypoara, dyaecoHnga, donyHusonuaa, pnytmkasoHa
nponuoHaTa, dnyTrKasoHa dypoara, LMKNe3oHnaa, TPUaMLUMHONOHA,
TpYaMuUmMHONOHa aueToHUAa, METUNNPEAHN30NOHA N NPELHM30HA.

B aOpyrom acnekte u300peTeHus npeanoxeH aspo30fibHbin BannoH, C
BHYTPEHHEW CTOPOHbI MOKPLITLIA CMOSOW, CoAepXawen OTOpUpPOBaHHbLIM 3TUNEH-
nponuvneHosbin  (PI3MN) nonumep, ANS MNpUMEHeHUs C  dapMaleBTUYECKOU

a’3p030SIbHON KOMMO3MLUMEN B popmMe pacTBopa, NpegHasHa4YeHHOM ANS NMPUMEHEHNSA



B AO3MPYIOLLIEM WHranaTope nog AaBneHneM, Cogepallen:

a) rnukonuppoHus 6Gpomug B [03€ B AnanasoHe OT 5 o 26 MKr Ha
cpabaTbiBaHuE;

6) dopmMOTEPON MM €ro Conb, MMM CONbBaT yKasaHHOM CONMM B [0O3€e B
AnanasoHe oT 1 o 25 mkr Ha cpabaTbiBaHue;

B) nponenneHT PA;

) copacTBOpUTESb;

L) cTabunmuanpyroLee KONmMYeCcTBO MUHEParbHOW KUCIOTbI M BO3MOXHO

€) NHransUMOHHbIAN KOPTUKOCTEPOUA,

B ewe ogHOM acnekte u30bpeTeHns npeanokeH Ccnocod CHWKEHUS
KONMMYecTBa nMpOAyKTa pasnoxenusa, npeacrasnawowero cobon N-(3-Opom)-[2-
rmapokeu-5-[1-rmgpoken-2-[1-(4-meTokendeHnn)nponaH-2-
nnamuHolatun]dpenun]oopmamng  (DP3), B  TeyeHMe  cpoka  XpaHeHus
papmaleBTUYECKOM  a3PO30STbHON KOMMO3MLmmn B  dopme  pactBopa,
npefHasHa4YeHHOW ANA NPUMEHEHUS B AO3VPYIOLLEM MHransatope noj AaBrieHUEM,
coaepxallen:

a) rnukonuppoHus 6Gpomuag B [03€ B AnanasoHe OT 5 Ao 26 MKr Ha
cpabaTbiBaHuE;

©) dopmoTepon wnu ero conb, UM CONbBAaT YKasaHHOW CONMM B [03€ B
AnanasoHe oT 1 8o 25 Mkr Ha cpabaTbiBaHWeE;

B) nponenneHTt [PA;

) copacTBOpUTESb;

L) cTabunmnanpyroLee KONmM4yeCcTBO MUHEPabHOW KUCNOTbI M BO3MOXHO

(€) MHranauMOHHbIN KOPTUKOCTEPOUA,

roe ykasaHHbIn cnocodb BKAOYAET COAEPKAHME BbiLLEYKa3aHHOW KOMMO3ULUN
B @3p030J/1bHOM DannoHe, NOKPbITOM C BHYTPEHHEN CTOPOHLI CMOSION, CoaepXaLlemn
PpTOPMpPOBaHHbBIN STUNEH-NponuneHoBbIn (PI) nonumep.

B ewe ogHOM acnekTe n3obpeTeHna NpeanoXeHo NPUMEHEHNE a3p030S1bHOMO
GannoHa, C BHYTPEHHEW  CTOPOHbI  MOKPLITOrO  CMOJSIOW,  COAepXallew
dpTOpMpOBaHHbIN 3TUNEH-NponuneHoBbin (G IMM) nonumep, B kKa4vecTBe KOHTEWHepa
ANna  apmauyeBTMYecKkon aspo30fibHOW  KOMMo3vumm B dopmMe  pacTBopa,
npefHasHa4YeHHOW ANA MPUMEHEHUS B [O3VPYIOLLEM WMHransatope noj AaBrieHUEM,
coaepxalien:

a) rnukonuppoHus 6Gpomug B [03€ B AnanasoHe OT 5 go 26 MKr Ha



cpabaTbiBaHuE;

©) dopmoTepon wnu ero conb, UM CONbBAT YyKasaHHOW CONMM B [03€ B
AnanasoHe oT 1 fo 25 MKr Ha cpabaTbiBaHue;

B) nponenneHTt [PA;

) copacTBOpUTENb;

L) cTabunmnanpyroLlee KOmM4yeCcTBO MMHEParbHOW KUCNOTbI M BO3MOXHO

€) NHransiuMOHHbIAN KOPTUKOCTEPOUA,

B ewe ogHOM acnekTte n3obpeTeHnsa NpeasiokeHo NPUMEHEHME a3p030S1bHON
KOMMO3MLMK, KOTOpasi onucaHa BbiWe, ANA NPeaynpexaeHus wuunu  nedeHus
OBCTPYKTUBHOIO peCnmMpaTopHOro pacCcTponcTea, Bkntovas actmy 1 XOBJT.

NOAPOBHOE OMUCAHUE NPEANOYTUTENbHbIX BONNOLEHUA

HeoxungaHHo Obino obHapyXeHo, 4To B rapMaleBTUYECKON as3pO030SIbHOM
komnosvumm B POpMe pacTBopa, nNpegHasHadeHHOM [ANA  MNPUMEHEHUS B
LO3MPYIOLLIEM UHIANATOPE NoA AaBneHEM, CoAepKaLlen:

a) rnukonuppoHus 6pomug B [03€ B AnanasoHe OT 5 Ao 26 MKr Ha
cpabaTbiBaHuE;

0) dopmoTepon wnu ero conb, UM CONbBAT YKasaHHOW CONMM B [03€ B
AnanasoHe oT 1 g0 25 MKr Ha cpabaTbiBaHuE;

B) nponenneHT [ DA;

) copacTBOpUTEND;

L) CTabunmnanpyroLee KOmMYeCTBO MMHEPAbHOW KUCIOTbI M BO3MOXHO

€) NHransiuMOHHbIN KOPTMKOCTEPOUA,

BCNEeACTBME  WUCMOMb30BaHWS  MeTannmyeckoro  GannoHa, UMerowero
cneumdunyeckoe BHYTPEHHEE MOKpbITUE, coaepxawee (OTOPUPOBaHHLIM STUNEH-
NPONMNEHOBbLIN (P3N nonumep, YpOBEHb npoaykTa pasnoXeHus,
npeacTaBnAroLEro cobon N-(3-6pom)-[2-rnapoken-5-[1-rngpoken-2-[1-(4-
MEeTOKCUeHUn)NponaH-2-unamumHolatunjdenmn]dpopmammg,  obpasoBaHHOroO B
pesynbTtare B3auMogencTema  opmoTepona M FMUKONUPPOHMa  Bpomuaa,
nogaepxmneaetcsa Hwke 3HadeHus 0,10% macc./macc., npeacraBnarowero cobom
npeaen KonMMYeCTBEHHOro onpegeneHus (No  OTHOWEHUIO K  TEOpeTUYEeCKoMy
cogepxaHuo opmoTtepona dymapara 6 wMkr/cpabartbiBaHME), MNpU  XpaHEeHUU
KOMMO3MLUMM B YCIMOBUAX YCKOPEHHbIX UCMbITaHun npu 25°C M OTHOCUTENbHOMU
BnaxHocTn (OB) 60% B TeyeHWe No MeHbLLEN Mepe 6 MeCcALEeB HE3aBNUCMMO OT TUNa

MCMONb3yeMOro A03MPYHOLLEro KnanaHa.



Haxopgdawasaca nog [AaBneHnemM aspo30fibHas KOMMO3UUMS  HacTOosALEn
KOMOuHauum B dopme pacTBopa, W3roTOBMEHHaAd C OTUM  cneymanbHbIM
KOHTEMHEPOM, Mocne XxpaHeHus B TedeHne 6 mecsaues npu 25°C n OB 60% B
[OMOMHEHME K YPOBHIO NpoAykTa pasnoxeHua DP3 Hwxe npegena Konny4ecTBEHHOro
onpegenenna 0,10% macc./macc. (M0 OTHOLWIEHWO K TEOPETUYECKOMY COAEPXKaHWUIO
dopmoTepona dymapara 6 wMkr/cpabaTbiBaHMe) nokasana obwurM ypOBEHb
NPOAYKTOB pasnoxeHns dopmotepona B npuemnemblx npegenax Hwke 10%
mMacc./macc. (No0 OTHOLUEHUKD K TEOpPETUYECKOMY coaepxaHuo dopmoTepona
dymapara 6 wmkr/cpabaTbiBaHne), npegnoyTutensHo Hwxke 3% wmacc./macc. wu
Hanbonee npegnoyYTUTENBHO HWKE 2% Macc./Macc., U COXPaHEHWe OCTaTOYHOro
ypoBHA dopmoTepona dymapaTta, Havmbonee HecTabunbHOrO KOMMOHEHTAa
komnoauumm, Bbiwe 90% macc./macc., npegnoyTuTensHO Bbiwe 92% u Hanbonee
npegnoYTuTenbHO Bbiwe 95% mMacc./macc. no OTHOLWEHWUIO K ero WUCXOLHOMY
COAEPXKAHMIO.

YpoBHM  rMUKONUPPOHMA  OpomMmaa U BO3MOXHOMO  MHransaumMOHHOrO
KOpTMKOCTEpOMAa MNOAAEPXKMBANMCE MOYTU TakKMMW Xe, KakK COOTBETCTBYHOLLME
NCXOAHbIE YPOBHW.

Adpyrme Buabl OannoHOB, C BHYTPEHHEW CTOPOHbl MOKPbLITbIX pPasHbIMU
nonMmMepamMu U1 C UCNonb3oBaHMEM TEXHOMOMMIW NacCUBUPOBaHUSA, UMELLMECH B
npogaxe, He ObinM  CNocOOHbI KOHTPONMPOBaTb OOpasoBaHME  yKa3aHHOro
KOHKPETHOrO MpOAYKTa pPasnOXEHUss W peneBaHTHbIM NPoduib  XUMMUYECKOMN
CTabunbHOCTM KOMMOHEHTOB YKa3aHHOW KOMBUHaLUWK.

[ MMkonNnppPoHnS Bpommg, XUMUYECKN onpeaeneHHbIn Kak 3-
[(umknoneHTUNrMgpoKcudeHMNnayeTun)oken]-1,1-gumeTunnpponuamnHmnsa Gpomua,
UMEEeT ABa XuparnbHbIX LEHTPa, COOTBETCTBYIOLUMX YETbIPEM BO3MOXHbIM PasHbIM
cTtepeonsomepam ¢ koHdpwurypaumsamm (3R,2'R)-, (3S,2’R)-, (3R,2’S)- n (35,2'S)-.
"mukonuppoHna Bpomug B opme noboro M3 3TUX YUCTbIX SHAHTUOMEPOB WU
anactepeomepoB  unm  nobonm  mx  KoMOMHaUMKM  MOXHO  MPUMEHATH  Mpu
OCYLLECTBNEHMM HacTosALWero nsobpeteHna Ha npaktuke. B ogHoM BonnoweHun
n3obpeTteHns pauemMunyeckas CMecCb (3S,2'R), (3R,2'S)-3-
[(umknoneHTUNrMgpokcudeHnayeTun)okenl-1,1-gumeTunnmpponnamnHmsa  Bpomuaa,
onpefeneHHasa Kak mpeo-CMecb, Takke M3BECTHas Kak rmvkonupponart, SBnseTcs
npeanoyTUTENBHOW.  [NUKONMPPOHNA OpomMmua  NPUCYTCTBYET B KOMMO3UUMW B

konuyectse B AwanasoHe oT 0,005 pgo 0,14% (macc./macc.), npefnoyTuTensHO OT
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0,008 po 0,090% (macc./macc.), 6onee npegnodtutensHo ot 0,01 go 0,045%
(macc./macc.), rae % (macc./macc.) o3HavyaeT KONMMYecTBO MO MacCe KOMMOHEHTA,
BbIpa)X€HHOE B BMUAE NMpoLeHTa No OTHOLLEHWIO K CYMMapHOW Macce KOMMO3ULUN.

["Mykonmpponar nmeeTca B NPOAaXKe U MOXET ObITb CUHTE3MPOBaH COrnacHo
cnocoby, onucanHomy B US 2956062 mnu B Franko BV and Lunsford CD, J Med
Pharm Chem 2(5), 523-540, 1960.

dopmoTepon, 0bbIYHO NPUMEHSAEMBIN B TEpPanv B BUAE pPaLeMMUYECKON CMECK
(R,R), (S,S), xummnyeckn onpepeneHsin kak (t),(R*,R*)-N-[2-rnapokeu-5-[1-rugpoken-
2-[1-(4-meTokcmeHunn)nponaH-2-unammHoaTun]deHunn]dpopmamua, MOXET
HaxoanTbCa B BUAE popme cBobOfHOro OCHOBaHMS MNK ero conn nubo conbsara.
MpennoututensHO opmoTEPON npepnaraetca B hopme ero doymaparHoOM Conu;
fonee npegnoyTUTENBHO, ComnmbBaTHas ¢opma conu opmoTepona npeacraBnser
cobon hopmoTepona dymapara gurmgpat. PopmoTtepona dymapar MOXKHO,
Hanpumep, ucnones3osarb B Komnosvuymn B konundectse 0,002-0,08% macc./macc.,
npegnoyvtutensHo 0,005-0,02% macc./macc.

MpepgnoytuteneHo, korga apmaueBTUYEeCKM  aKTUBHbIE  KOMMOHEHTbI
KOMMO3MLMN MONHOCTBIO WM FOMOreHHO pacTBOPEHbl B CMECU nponensnieHTa u
copacTBopuTens, TO eCTb KOMMO3WUMS NpeanodvTUTENbHO npeacrasnseTr cobown
KOMMO31LMIo B popme pacTeopa.

B HacToswem n3obpeTteHmm npu CCbiNike Ha KOMMNO3nLmMIo B oopme pacTeopa,
rAe aKTMBHblE WHIPEAMEHTbI MOMHOCTLIO PAacTBOPEHbl B KOMMO3WLMKW, Korga B
onucaHnn B obLieM uuTupyeTca dopmoTepona dymapart, nogpasymesaror obe
dopmbl: hopmoTepona dymapar n dopmotepona dymapara Aurapart, KOTOPbIN
npeacTaBnaeT oopMy ero conbBara, MMEILLYIOCA B NPOAaxe.

CopactBopuTEnb, BKIIHOYEHHBIA B KOMMO3ULMK NO N300peTeHnto, nmeeT bonee
BbICOKYIO MOMSAPHOCTb, YeM MPONENneHT, U MOXeT BK4YaTb OAHO wunu Bonee
BELECTB, TaKMX Kak dapmMaueBTUYECKN MPUEMMEMbIA CNUPT WX MNONMON, B
KONMYecTBe, Jonyckarowem conobunumsaumio  apMaueBTUYECKM — aKTUBHbIX
KOMMOHEHTOB KOMMO3uumm (dopmoTepona dymapara, rmukonuppoHus Bpomuaa u,
BO3MOXHO, MHransaumMOHHOIo KOPTUKOCTEPOMAA) B MPONENSeHTE.

MpeanoyTUTENBEHO CNMPTOBOM COPacTBOpUTENb BbIOpPaH M3 rpynnbl HUASLLKX
pasBETBMEHHbIX UM NHEeWHbIX ankunosblx (C1-C4) CNMPTOB, TakKMX Kak STaHOnN u
n3onponunoBbIv cnMpT. [MpeanouTUTensHO CopacTBOpUTENb NpeacTaBnaeT cobown

STaHOI.
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MpeanoyTUTEnsHO MONMMONOBLIN COPAacTBOPUTEND BbIOpaH U3 rnuuepuHa,
NPOMNUAEHIIUKONS UMK MOMU3TUNEHI NINKONA.

KoHueHTpaumna copacteoputens OyaeT BapbMpoBatbCsd B 3aBUCUMOCTU OT
KOHEYHOW KOHLIEHTpauMM akTMBHOrO WHrpeaMeHta B KOMMo3vuumMmM KM OT Tuna
nponenneHTa. Hanpumep, aTaHON MOXHO MPUMEHATb B KOHLEHTPaUUN, BXOASLLEN B
AnanasoH ot 5 go 30% (macc./macc.), npegnoyTutensHo ot 8 o 25% (macc./macc.),
Gonee npegnoututensHo ot 10 po 15% (macc./macc.). B ogHOM m3
NPeanoYTUTENBbHBIX BOMMOLEHMMA KOHLEHTpauMs STaHona pasHa npumepHo 12%
(macc./macc.).

[MpONeNnNEHTHLIM KOMMOHEHT KOMMO3ULMM MOXET NMPeACcTaBnaTbe cobon nodon
Haxo4AWMUCA NOA AaBMNEHUEM CXWKEHHbIM NPOMEnneHT W NpPeanoyvTUTENBHO
npeacraenaetr cobon rmgpodpTopankaH (FPA) mnm cmecb pasHbix [PA; Gonee
npeanoyYTUTENBHO, BbIOPaHHbLIX W3 rpynnbl, coctoswen u3 FPA 134a (1,1,1,2-
TeTpadpTtopaTtaH), [PA 227 (1,1,1,2,3,3,3-rentacdTopnponaH) M UX CMeECEN.
MpepgnoututeneHbin  T®A  npeacraBnaetr cobon [DPA  134a. [DPA  wmoryT
NPUCYTCTBOBaTb B KOMMO3WLUMW B KoNuyectBe B pAuanasoHe ot 70 go 95%
(macc./macc.), npegnoytutensHo ot 85 ao 90% (macc./macc.).

CooTHoLeHne nponenneHTa K CopacTBOPUTENMD B KOMMO3ULMN HaXO4UTCA B
AnanasoHe ot 70:30 po 95:5 (macc./macc.).

Crabunuanpyroiee KOnNmMYecTBO MWHEpanbHOW KUCMOTbI, AOCTaTOYMHOE ANA
cTabunmsaumm rnmkonuppoHnsa Gpommnaa n dopmoTepona, npeacraensetT cobown
KONMMYECTBO KMCNOThI, akBmBaneHtHoe 1M consaHon kucnote (HCI) B gnanasoHe oT
0,1 po 0,3 mKr/mkn koMnosuumn, npegnodTuTensHo ot 0,15 go 0,28 mkr/mkn, Gonee
npegnouTutensHo ot 0,18 go 0,26 mkr/mkn, ewe 6onee npeanoytTutTensHo ot 0,200
Ao 0,240 mkr/mkn, Hambonee npegnoytutensHo ot 0,200 go 0,227 MKr/MKN U B
yacTHocTM oT 0,213 1o 0,222 MKr/MKST KOMNO3ULUA.

HCI ¢ gpyrov MONAPHOCTBIO UMK anbTepHaTMBHbIE HEOPraHWYeCcKne KUCMOTbI
(MUHepanbHble KMCnoTbl) MoryT 3ameHate 1M HCI B koMnosmumm no n3obpeTeHuio.
Hanpumep, npm ncnonb3oBaHnUM KUCNOThI B KOHUEHTpauum, otnnyHon ot 1M HCI, ee
KONMMYECTBO AOMKHO ObITb NPONOPUMOHANIEHO MO OTHOLUEHMIO K KOHUEHTpaumn B
COOTBETCTBUM C pacyHeTamn, N3BECTHbIMU CrieynanncTy B 0BnacTn TEXHUKN.

AnbTepHaTMBHbIE  KMCNOTbI  MOryT  npeacraeBnate  cobom  nobyro
dapmaueBTUYECKM MPUEMMEMYO OLHOOCHOBHYIHO WM MHOFOOCHOBHYK KUCIIOTY,

Takyro Kak (0e3  orpaHuyeHns) ranoreHoBoA4opOAbl  (ConsiHaa  KUCMoTa,
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BpoMMCTOBOAOPOAHAS KMUCMOTa, WOAMCTOBOAOPOAHAA KuCnoTa W Tak jganee),
docdopHaga kmcnoTa, a3oTHasa KUCNoTa, CepHas KMCoTa 1 ranoreHOKCOKUCTIOThI.

Bo3amoxHO, aspo3onbHaa kKoMno3vumsa B popme pactBopa MOXET COAepXaTb
Apyrve dapmaueBTU4eCKMe 3KCUMNUEHTbl unn pobasBkn, W3BECTHble B obnacTtu
TEXHUKW. B 4acTHOCTKW, KOMMO3MLUMM MO N3OBPETEHMIO MOTYT COAEPXaTb OAWH WUNN
tonee HWU3KONETYYMX KOMMOHEHTOB. HW3KONeTyuMe KOMMOHEHTbI SABMSHOTCS
NoNesHbIMM ANA YBENUMYEHNS MacCC-MeAMaHHOro aspoAnHaMUYECKOro auametpa
(MMAL]) 4actuy asposons npu cpabdatbiBaHUM UWHransatTopa Wunm  ynyudlweHus
pPacTBOPMMOCTWN aKTUBHOIO MHIPEANEHTa B CMECK NPONENneHT/copacTBOpUTENb.

HuskoneTy4mn KOMMNOHEHT, Korga npucyTCTBYET, UMEET AaBrieHne napa npwu
25°C nmxe 0,1 klMa, npegnoututensHo Hwke 0,05 kla. lMpumepbl HU3KONETYYUX
KOMMOHEHTOB  MpeacTaBnsaioT  cobown CNOXHble 3¢upsl, Takue Kak
N30NpPONUAMMUPUCTAT, ackopbunmmpucTar, CroXHble 3dupbl TOKOEpona; rMMKOMW,
Taknme Kak MPOMNUMEHINNKONb, NOMN3TUNEHINMKOMNb, MULEPUH; U MOBEPXHOCTHO-
aKTUBHblE areHTbl, TaKMe KaK HacCblWEHHble OpraHMyeckme KapOOHOBbIE KUCIOTbI
(Hanpumep,  naypuHoBad,  MWPUCTMHOBAas,  CTeapuHoBad  KUCMNoTa)  Unu
HeHacblIWeHHble KapOOHOBbLIE KUCNOTbI (Hanpumep, onemHoBas unn ackopbuHoBasd
Kncnota).

KonnyectBo HM3KOMETy4Yero KOMMOHEHTa MOXeT BapbupoBatbcs ot 0,1 go
10% wmacc./macc., npegnodtutensHo ot 0,5 pgo 5% (macc./macc.), 6onee
npegnoyTuTensHo ot 1 4o 2% (macc./macc.).

B apyrom BOMMOWEHMM B KOMMO3ULMK BO3MOXHO MOXHO A00aBnsTb BOAY B
KonuyecTtee, Bxogdwem B amanasoH ot 0,005 pgo 0,3% (macc./macc.), ansa
BnaronpuaTHOro BO3AENCTBUSA Ha pPacTBOPUMOCTb aKTMBHOIO uHrpeaueHta 6e3
yeennyeHna MMAJL kanenek aspo30nsa Npu HaxaTuu.

MpeanoyTUTENBHO, KOMMO3NLMK NO N30BPETEHMIO HE COoAEpPXKaT SKCLMUMUEHTOB
(TAaKMX KakK MOBEPXHOCTHO-aKTUBHbIE BELLECTBa), OTMMYHBIX OT COpPacTBOPUTENS,
nponenneHTa n CTabunnanpyroLLLero KonmyecTaa KMCNOoTbI.

dapmaueBTMYecKme KOMMo3nuymMm Mo UN30OPETEeHU0 KpoMe TOro MoryT
cogepxatb OoauH wunu Bonee AONOMHUTENBbHBIX apMauleBTUYECKN aKTUBHbIX
areHToB AN pa3fenbHoro, NocnefoBarenbHOro UM OgHOBPEMEHHOrO NPUMEHEHNS.
OavH wvnu Gonee A[OMNOMHUTENbHBIX PapMaUEBTUYECKM aKTUBHbIX areHToB
KOMMO3MLMN  BKIKOYaOT NHOOON  akTUBHBIM  UHIPEeAMEHT, W3BECTHbIM B obnactu

TEXHUKN AN NPOMUNAKTUKA UMW NIEYEHUsT PEeCnmUpaTopHbIX 3aboneBaHui n nx
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cumnTomoB. [pumepbl ogHoro wnu Bonee AOMNOMAHUTENBHBIX apMauleBTUYECKN
aKTUBHbIX areHToB BbIOUParOT N3 CreayroLLmMX KNaccos:

BeTta-2-aroHncT, BbIOpaHHbIM K3 rpynnbl  canebytamona, deHoTepona,
kapmoTtepona (TA-2005; CHF 4226), nHpakarepona, MuneuTepona, BunaHTepona
(GSK 642444), onopartepona, abegutepona, TepbytanuHa, canbmeTepona,
BuTonTepona, MeTanpoTepeHona n Mx Comnen, BO3MOXHO B oOpMe eaUHCTBEHHOrO
cTepeonsomepa Unu ero CMecu;

NHransiuMOHHbIA KOPTUKOCTEPOMA, BblOpaHHbIM M3 rpynnbl BGeknomeTasoHa
AvnponuonaTta, Bygeconnaa mnu ero 22R-snumepa, uMknesoHuaa, onyHusonuaa,
dnytTMkasoHa nponuoHaTa, dnyTtukasoHa dypoarta, MomeTasoHa dypoarta,
ByTuKCOKOpTa, TPUaMUMHOMOHA aueToHnaa, TPMaMUMHONOHA, METUNNPEAHN30NOHA,
NpeaHM30oHa, notenpeaHona u pognenoHnaa;

aHTUMYCKapMHOBOE nekapcTBeHHOEe CPEACTBO, BbibpaHHoe n3
MEeTCKoMnonammHa, unpaTtponus, OKCUTPONWUA, TPOCMUA, TUOTPONUA, akNUAUHUA U
yMEKNMANHMA B Buae OpommgHoM conm unum conm ¢ nobbiM - gpyrum
hapmavreBTUYECKM NPUEMMEMBIM NPOTUBONOHOM;

nHrmbutop ocdoamnactepasbl-4 (PDE-4), BbibpaHHbin n3 CHF 6001,
yunomunacra, podnymMmunacra, TeTomunacra, ornemmnacTa v ux conewn.

B npeanovtuTensHOM BOMMOWEHUN KOMMNO3ULMA NO U30DPETEHUIO COAEPXUT
NHransumMoHHbIN KOPTUKOCTEpOMA, BblbpaHHbIn M3 BGeknomeTasoHa aunponuoHarta
(64N, ©6ymecoHupa, dnyTMkasoHa dQypoaTa, dnyTnukasoHa nponuoHata WU
MOMeETasoHa doypoaTta B AOMNOSHEHME K KOMMNOHeHTaMm: bopmMoTepona gpymapary u
rnukonuppoHns Bpomuagy. B atom  BOnmnoweHun 6Honee npeanodTUTENbHbLIN
WMHransaumMoHHbIM - KopTukocTepoua BbiOpaH u3 BAMN wn 6ygeconmpa. BAIN wnu
OyonecoHng npucyTctBytoT B konmdectee 0,02-0,8% wmacc./macc., ©Gonee
npegnoututensHo  0,042-0,43% macc./macc. Hambonee npeanouTUTENbHBIN
NHransumMoHHbIV KOPTUKOCTEpoua npeacrasnsaet cobom bAIN.

Komnoanuymm no mn3obpeTeHnto MOXHO BAbIXxaTb M3 MobOro M3BECTHOro
noaxoaswero ycrponctsa MDI, Haxogsaweroca nog AaeneHmem. XXenatenbHble
£03bl OTAENbHBIX PapMaLeBTUYECKM aKTUBHBLIX KOMMOHEHTOB KOMMO3ULUN 3aBUCAT
OT WHAMBMAYANbHOCTW KOMMOHEHTa W TuMa W CEepbe3HOCTN BOones3HeHHoro
COCTOSIHMS, HO MPEeAnoOYTUTENBHO NpeacTaBnaT cobon Takme, 4yToObl 4OCTaBNATb
TepaneBTUYEeCKOe KOMMYECTBO akTUBHOrO WHrpeaneHTa 3a OoJHO unu  aBa

cpabaTtbiBaHus. B obliemM, 003bl akTUBHOMO MHrpeaneHTa HaxoaaTCcs B AnanasoHe
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npumepHo 0,5-1000 mkr Ha cpabatbiBaHve, Hanpumep npumepHo 1-300
MKr/cpabaTbiBaHve, U nHorga npumepHo 5-150 mkr/cpabatbiBaHme. Cneumanuct B
3TOM OBnacTun 3HaeT, Kak onpefennTb NOAXOAALLYHO A03Y ANS KaXA0ro OTAerNbHOro
dapmaueBTUYECKM aKTUBHOIO UHIrpeaneHTa.

Uto kacaetca dopmoTepona dymapara B ero gurmgparHon ¢opme, TO
npeanoyTUTENbHas 403a HAaxXO4MTCA B AnanasoHe oT 1 o 24 Mmkr Ha cpabaTbiBaHue,
tonee npegnoyvTUTENBHO B AwanasoHe oT 6 Ao 12 mkr Ha cpabartbiBaHue. B
KOHKPETHOM BOMJIOLEHMM f03a opmoTepona gymapara aurngparta coctaBnsaeT 6
nnu 12 mkr Ha cpabaTtbiBaHme.

Uto «kacaetcs rnukonvppoHus Opomupa, TO NpeanodTuTenbHas [osa
HaxoauTCsa B amanasoHe oT 5 [0 26 MKr Ha cpabaTbiBaHve, 6onee NnpeanovTUTENbLHO
B AManasoHe OT 6 Ao 25 MKkr Ha cpabatbiBaHne. B KOHKPETHOM BOMMOLLEHUN 403a
rnmkonuppoHusa Bpomuaa coctaBnaeT 6, 12,5 unu 25 mkr Ha cpabaTbiBaHue.

UT0 KacaeTca BO3MOXHOro KOMMOHEHTA, Koraa oH BbIOpaH 13 MHransuyMoHHOro
KOpTUKOCTEpouaa, TO nNpeanodTuTenbHas gos3a Haxogutca B agnanasoHe ot 20 fo
1000 mkr Ha cpabaTbiBaHWe, NpeanouTUTENBHO B AnanasoHe oT 50 go 250 mkr Ha
cpabatbiBaHme. B KOHKpeTHbIX BONMOLWEHNAX fo3a beknomeTasoHa gunponuoHara u
OyaecoHnga BeibpaHa 13 50, 100 nnu 200 mkr Ha cpabaTbiBaHMe.

dapmaLeBTUYECKOM KOMMO3MLUMEN MO N30OPETEHUIO 3arnonHAT YCTPONCTBaA
pMDI, nsBecTtHble B 0Bnactu TexHWKU. YkasaHHble yCTpoUCTBa copepxaT GannoH,
CHabXeHHbIN  fo3upyowmMm  knanaHoMm. CpabaTbiBaHve [O3MPYHOLLEro KranaHa
No3BONSET BbICBOOOXAATE HEOOMBLUYHO NOPLMIO a3p030S1bHOrO NPOAYKTA.

Yacte mnm Bce 6GannoHbl, M3BECTHble B 0ONacT TEXHWUKM, MOryT ObiTb
M3rOTOBMEHbI M3 MeTanna, Hanpumep anoMUHWA, antoMUHWMEBOrO  Cnnasa,
HepXXaBeroLen cTann Unm aHoAMPOBAHHOIO antOMMHUA. ANbTEPHATUBHO, KOHTENHEP
MOXeT npeacrtaBnate Cobor NNacTtuMkoBbIM BannoH MM NOKPLITYHO  MAAaCTUKOM
CTEKNAHHYH OyTbINb.

Y wMmeTannuyeckmx KoHTeuHepoB Ana  pMDI  yacte UMX  BHYTPEHHUX
MOBEPXHOCTEN UM BCE WX BHYTPEHHWE MOBEPXHOCTU MOryT ObITb 0ONMLOBaHbI UK
naccMBMpoOBaHbl WHEPTHbIM  OPraHUYECKUM UMM HEOPraHUYECKUM  MOKPbITUEM,
HaHOCUMbIM MyTEM ODbIYHOrO HaHEeCEHWS Cros UMK NyTeM NIasMEeHHOr0 HaHECEHUS
cnosi. [Mpymepbl NOKPbITUA NpPeacTaBnsaloT Cobor  3NOKCUAEHOMBHBIE  CMONbI,
nepdTOPUPOBaHHbLIE nonumepsl, Takve Kak nepgTopankokcuarnkan,

nepgToparnkokcuankmneH, nepdTopankunieHbl, TakMe Kak nonuMTeTpapTopaTUNEH
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(TedbnoH), dTopupoBaHHbIN 3TUNeH-nponuneH (POI1), nonmadpupcynbdoH (M3C)
UM CMecn PTOPUPOBAHHBIM STUNEH-NponuneH - nonuadpupcynedoH (PIMN-M3C)
nnn mnx komBuHauuu. [pyrve noaxosiime noKpbITUS MOryT NpeacTtaBnsaTb cobou
nonvamug, nonumug, NonMaMmnanMmng, NonudeHnneHcynbduna Nnm nx KoMoHauum.

CornacHo wu300peTeHUto OannoHbl WMEKT BHYTPEHHIOKD MOBEPXHOCTb,
NOKPbITYHO cmonon, cogepxawen 3l nonumep nnu cmecs G IMN-M3C.

Mopxoasawme HannoHbl UMEKTCS B NpoAaxe OT NPOU3BOAUTENEN, TakMX Kak,
Hanpumep, 3M, Presspart n Pressteck.

BannoH 3akpbiT [O3VPYHOWMM KnanaHom AnsS A0CTaBkM TepaneBTUYECKU
3P PEKTUBHOW L03bl aKTUBHbIX MHrpeaneHToB. OObi4HO BnoK 403MpyoLLEro knanaHa
BKIOYAET KOMbLO, UMerLee obpasoBaHHOE B HEW OTBEPCTUE, NUTOM KOpMyc,
MNPUKPENNEHHbIN K KOMbLl, KOTOPbIN YAEPKMBAET [O3UPYIOLLYH Kamepy, LUTOK,
COCTOSILUMN U3 CEepAEeYHMKA U YOSMMHUTENSA CepAevYHMKa, BHYTPEHHEE W HapyXHOe
YNNOTHEHNSA BOKPYT A03MPYIOLLEN KaMepbl, NPYKMHY BOKPYT CepAeYHMKa 1 NPOKNaaKy
ANA NpefynpexaeHnsa yTeukn nponenneHTa Yepes KnanaH.

YnnoTHUTENbHasa npoknagka u ynnoTHEHWA BOKPYr AO3MPYHOLEro KnanaHa
MOryT  COAepXaTb  SMnacToMepHbln  matepuan, BbibpaHHet w13 OlMAM
(3TUNEeHNpONUNeHAMEHOBLIM  MOHOMEpP), HeonpeHa wu Oytunkaydyka. Cpegu
ByTunkay4ykoB npeanoyYTUTENbHBIMN ABNAOTCA xnopByTunkay4yk n
BpombyTunkayuyk. OcobeHHo npegnoytuTensbHeiM aanaetcs IMNAM.

[o3npytowlasa kamepa, CepAeYHUK N YATNMHUTEND CepAeYHMKa N3rOTOBMEHDbI C
NCNONb30BaHMEM MOAXOASLMX MaTepuanoB, TakMe Kak Hepxasewowas cranb,
CNOXHble nonuadgupsl (Hanpumep, nonnbytunerntepedptanat (MBT)) nnn ayetanw.
MpyXMHa M3roToBneHa U3 HepXXaBerLwlen CTany, BO3MOXHO COAEpXKallen TUTaH.
Konbuo moxeT ObiTb W3rOTOBNEHO W3  MeTanna, Hanpumep  antoMUHUE,
antOMVHUEBOTO CnMiaBa, HePXKaBerolen CTann WM aHOAMPOBAHHOrO antOMUHKA.
Mopxoasawme knanaHbl MMEKTCA B MNpoaaxe OT MNPOU3BOAUTENEN, TaKuUX Kak,
Hanpumep, Valois-Aptar, Bespak plc, V.A.R.l., 3M-Neotechnic Ltd., Rexam, Coster.

pMDI npuBoguTCA B AEWUCTBME NOCPEACTBOM AO03MPYHOLLEro KnanaHa,
cnocobHoro goctaenate 06vemM B gnanasoHe ot 25 go 150 Mkn, NpeanoyYTUTENLHO B
AnanasoHe ot 50 go 100 mkn n Gonee npegnouTutTensHo 50 Mkn mnn 63 MKN Ha
cpabaTtbiBaHuMeE.

Ana ypobctBa KaxAblA 3anOfIHEHHbIN KOHTEWHEP nepen WCnoNb30BaHUEM

BCTaBNAIOT B MOAXOASLLEE KaHanbHOe YCTPOUCTBO C 06pa3oBaHMEM AO3MPYHOLLErO



16

WHranaTopa ANA BBEAEHUS FEeKapCTBEHHOro CpeactBa B NeErkMe nauueHTa.
Mopgxoasawme KaHanbHble YCTPOMCTBA BKIOYAKOT, HANPUMEP, KnanaHHbIA akTyaTop U
UMNUHOPUYECKMA UM KOHYCOBWAHbLIA KaHamn, 4epes3 KOTOPbIN JleKapCTBEHHOE
CPEeACTBO MOXHO [AOCTaBnATb W3 3anOfIHEHHOrO KOHTEMHepa npu  MOMOLLM
LO3MPYIOLLErO KnanaHa B poT nauueHTa, Hanpumep MyHALUTYKOBbIA akTyaTop.

B TMNMYHOM KOMMOHOBKE LWTOK KnanaHa MnoMELleH B AepXarenb LuToKa
knanaHa B Bnoke conna, UMEKLEM NPOX0o4, BEAYLUNA B PaCLUMPUTENBHYHO Kamepy.
PacwuputencHana kamepa WMEET BbINYCKHOM MNPOX0o4, KOTOpbIA MEPEXOAUT B
MYHALUTYK. BbINyCKHbIE NPOXO4bl akTyatopa, uMmerowme anameTp B gnanasoHe 0,15-
045 mm mn pgnmHy ot 0,30 go 1,7 MM, OObIMHO €ABNANOTCS MOAXOASALLMMMN.
[MpeanoYTUTENBHO UCMONB3YIT MNPOXo4, UMerwmn auameTtp oT 0,2 o 0,45 mm,
Hanpumep 0,22, 0,25, 0,30, 0,33 nnu 0,42 mm.

B HekoTopbIx BOMMOWEHUAX Kn3obpeTeHna MoxeT ObiTb  MNONEe3HbIM
MCNonb30BaHWE NPOXOAO0B akTyaTopa, uMmerLwmnx guaveTtp B guanasoHe ot 0,10 go
0,22 mm, B YactHoctk ot 0,12 po 0,18 mm, Takmx kak onmcaHo B WO 03/053501.
[MpUMeHeHMe yKka3aHHbIX TOHKMUX MPOXOAOB TakKe MOXET YBEnuMuUTb nepuos
obpasoBaHuss obnaka W, CnefoBaTenbHO, MOXET Obneryntb KoopAMHaUMEo
obpasoBaHusa obnaka ¢ MeaneHHbIM BAbIXaHWeM, COBEPLIAEMbIM NaLUEHTOM.

Mopgxopsawme axkTyatopbl ANA  AOCTaBKM KOMMO3ULMK MO  U30DpeTeHunto
NpeacTaBnAlT COOOM TPagULUMOHHBIE aKTyaTopbl, Y KOTOPbIX MNPOAONbHas OCb
BannoHa (cCoBMeLleHHass C MpOAOSNIbHOM OCbH AepxaTens LWToka KnanaHa)
pacnonoxeHa nog yrnom 6onbwmnmM unm paeHbeiM 90° MO OTHOLLEHWIO K MPOAONBHOM
OCUM MYHALUTYKa, KOTopas OObIMHO COBMELLEHa C MPOXOAOM akTyatopa, HO Takke
MOXHO MCnonb3oBarhb aktyatop cornacHo WO 2012/032008, y koToporo npogonbHas
OCb BbINMYCKHOrO MPOX0oAa akTyatopa COBMELLEHa C NPOAOSIbHOM OCbK Aepxarens
LUTOKa KnanaHa.

Adpyrne nopgxosawime aktyaTopbl ANA OCTaBKM KOMMO3ULMK NO N30BpeTeHnto
packpbitel B WO 2014/033057, rpoe npoxop 6noka conna xapakrepusyeTtca
npucyTCTBMEM Tpyb4aToro snemMeHTa, NepexoAsalero U3 OTBEepCTUS npoxoja B
MYHZALUTYYHYH YacTb B HaNpaBneHUn NPogoNbHOM OCK, COBMELLEHHOM C NMPOAOSTbHON
OCbK) MYHALUTYYHOM 4YacTu. B 4actHOCTWM, yKasaHHbiM TpybuaTblh  SnemMeHT
YCTaHOBIEH Tak, YTOObI 3aKNOYMUTL OTBEPCTUE NPOXoda B KapMaH.

B cnyuyae, korga cnepyet n3beraTe nonagaHWs BOAbl B KOMMO3ULMIO, MOXET

ObITb xenaTtenbHbiM obopaymBaHme npoaykta MDI B anaCTUuHyrO  ynakoBKy,
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CMocOBHY0 MPOTUBOCTOATE MOMagaHuo BoAbl. Takke MOXeT ObiTb XenaTenbHbIM
BKIHOUEHME B YNAKOBKY BELLECTBa, CnocobHoro agcopbmposath nobon nponennexHT
N CopacTBOpUTENb, KOTOPbIM MOXET MNPOCOYUTBCA U3 KOHTeWHepa (Hanpumep,
cunuKarenb UNU MONEKYNAPHOE CUTO).

BoamoxHo, yctponcteo MDI, 3anonHeHHOEe KOMMNO3MUMEN NO U30BpeTeHuto,
MOXHO MPUMEHATL BMECTE C MNOAXOAALMMM BCMOMOraTenbHbIMA YCTPOWUCTBaMMU,
BnaronpuATCTBYOWMMN  NPaBUbHOMY WCMONb30BaHMK WHranatopa. YkasaHHble
BCMOMOraTtesbHble YCTPONCTBA MMEIOTCSA B Npoaaxe M B 3aBUCMMOCTU OT MX (POpMbI
N pasMepa W3BECTHbl Kak “cnemncepbl’, “pesepByapbl” UM “pacLUMPUTENbHbIE
kamepbl”. Volumatic™ npencraensiet co6o, HanpyvMep, oavH U3 HauBonee LUMPOKO
M3BECTHbIX W WCMNOMb3yEMbIX pPEe3epByapoB, B TO BpeMA Kak Aerochamber™
npeacraenaetr cobon oauH K3 Hambonee LWMPOKO WCMOSMb3YEMbIX U U3BECTHbIX
cnevcepoB. [logxoaswiaa pacwvputenbHag Kamepa onuMcaHa, Hanpumep, B
WO 01/49350.

Komnoanyuto no  M300peTeHnto Takke MOXHO MPUMEHATb C  OObIYHBIMK
Haxo4ALWMMNCS NOA AaBNEHNEM aKTUBMPYEMbIMU ObIXaHUEM MHranaTopamMmu, TakuMm
KaK WHranatopbl, M3BECTHbIE MOJ 3aperncTpupoBaHHLIMU TOProBeIMM Mapkamu Easi-
Breathe™ u Autohaler™.

Komnoaunyuto no n3obpeTeHnto Takke MOXHO BBOAUTL C MOMOLLbIO akTyaTopa,
CHabXEHHOro MeXaHWYeCKUM UMK 3NEKTPOHHBIM CYETUMKOM A03 UM UHAMKATOPOM
[03, N3BECTHbIM B 0BNacTy TEXHMKK, KOTOPbIN MOXET ObiTb YCTaHOBMEH CHapyXwu
Haf aKkTyaTopoOM WnM MHTErpUpoBaH BHYTPb akTyatopa. Takom CYeTuMK 03 Uium
WHOWKATOP A03 MOXET nokasaTb, COOTBETCTBEHHO, KOMMYECTBO WKW AnanasoH
BBEAEHHbIX A03 W/WNM KONMMYECTBO WNN AManasoH 03, BCE €elle OCTarLMXCa B
BannoHe.

A dpekTnBHOCTLIO yeTponcTea MDI aBnaeTca yHKUMS A03bl, OCKAEHHOW B
COOTBETCTBYIOLLEN obnacTn nerkmx. Ha ocaxaeHne BnvMseT pacnpegeneHme vyactumuy
KOMMO3MLMN MO aspoanNHaAMUYECKOMY pasMepy, KOTOPOE MOXHO OXapaKTepusoBaTb
in vitro NoCpeACTBOM HECKOIbKNX MapameTpoB.

Pacnpegnenenve yacTtuy, KOMMO3MLummn no n3obpeTeHnto no
aspoAMHaMNYECKOMY pasMepy MOXHO OXapakTepusoBaTtb, WUCMONb3YA KackagHbln
MMMakTop, COrnacHo MeTody, oOonucaHHoMy B 7°Y  M3gaHMM  eBpOMencKom
dapmakoneun, 2013 (7.8), yacte 2.9.18. UcnonbayroT npubop E (Apparatus E),

paboTarowmi B AuanasoHe ckopocten notoka ot 30 n/muH go 100 n/MuH.
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OcaxpeHne nekapCTBEHHOro CpeacTBa Ha KaXAoW Yallke KackagHoro mmnakropa
onpeaensarT MNOCPEACTBOM  BbICOKOIMEKTUBHON KMAKOCTHOM Xpomarorpadum
(BIXKX).

MoryT ObiTb onpefeneHbl crneaylowpme napameTpbl 4acTuy, BbINyLLEHHbIX
nocpeacTBOM Haxoasuwerocs noa gasneHmem MDI:

1) macc-meguaHHbiM aspoguHammndecknn amametp (MMA/) npeacraensieT
cobon gnameTp, BOKPYr KOTOPOro B PaBHOW CTEMEeHW pacnpepeneHbl MaccoBble
aspoAMHaMNYECKME AMaMETPbI BbIMyLLUEHHbIX YacTuL,

2) [OCTaBNEHHYH 403y PacCYMTbIBAOT, UCXOASA U3 KYMYNSATUBHOMO OCaXK4EHUS
B KackagHOM MMNaKTope, AEMNEHHOro Ha YMCNo cpabaTbiBaHUA Ha SKCNEPUMEHT;

3) BAbIxaemaa fosa (fosa ToHkogucnepcHolx vactuy, FPD) cooreeTtcTByeT
Macce 4actuy C guameTrpoMm He 6onee 5 MUKPOH, AENEHHOM Ha 4UCHO
cpabaTbiBaHUN Ha 3KCNEPUMEHT;

4) BAbixaemaa dpakuyna (ppakumsa  ToHKogucnepcHblx Yactuy, FPF)
npeacraBnaeTr cobor MNPOLEHTHOE COOTHOLWIEHWE MEXAY BAbIXAEMOW [030M U
JOCTaBEHHON 4030M;

5) “cBEpPXBLICOKOAMCNEPCHYD® A03Y MOMNy4yarT, UCXOAS M3 OCaXKAEHUS U3
vyawkn 6 (C6) Ha dunbTpe, KOTOPbIM COOTBETCTBYET YacTuuam C AMaMeTpoM He
Bonee 1,4 MUKPOH, AEeNeHHOro Ha YMCro cpabaTbiBaHWUW Ha SKCMEPUMEHT.

PacTtBopbl nNo n3obpeteHnto cnocobHbl k obecneveHnto, npu cpabaTtbiBaHUM
yctpouctea pMDI, B KOTOpOM OHM copepxatcs, cymmapHon FPF Bbiwe 25%,
npeanouTutTensHo Beiwe 30%, 6onee npeanoyTUTENBHO Bhiwe 35%.

Kpome TOro, komnosumumm no mn3obpeteHnto crnocobHbl kK oBecneyeHnto, npum
cpabaTtbiBaHUK, Qpakumm Bbiwe W paBHoW 15% BbINyWEHHbIX 4YacTuy C
ANaMeTpoM, paBHbIM MNN MeHblle 1,4 MUKPOH, OMNpederieHHOM MO COAEPXUMOMY
vawek ot C6 go punbtpa (C6-F) kackagHOro nmnakTopa, OTHOCUTENBHO CyMMapHOU
L,03bl TOHKOAMCNEPCHBIX YacTuy, cobpaHHbiXx B Yawkax oT C3 po dunetpa (C3-F)
nmnaktopa. [peanodtTuTensHO, MpPakumMa BbINYLWEHHbIX 4acTuy, C  AUMamMeTpoMm
paBHbIM UM MeHbLEe 1,4 MUKPOH Bbiwe mnn pasHa 20%, Bonee npegnovTUTENBHO
Bblle 25%.

CornacHo ewe OAHOMY acnekTy wu3obpeTeHna npeanoxeH cnocob
3anonHEeHNa  aSpO30SfIbHOrO  MHranatopa  KOMMo3vuymen no  n3obpeTeHuto.
OBwenpuHaTtblie cnocobbl 1 obopynoBaHe ANA U3roTOBMEHUS HepacdacoBaHHOW

MPOAYKLUMM, XOPOLIO W3BECTHble B 06nacTM nNpoM3BOACTBa apMaLeBTUYECKMX
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aspo30sien, MOXHO MCMNONb30BaTh ANS MU3rOTOBIMEHMS KPYNHOMAacLITabHbIX NapTuin
ANA NPOMbILLNIEHHOMO NPOM3BOACTBA 3aMNOSTHEHHbBIX KOHTEWHEPOB.

[MepBbIM CNOCOD BKMAOYAET:

a) Nony4eHne pacTteopa rmmkonuppoHnsa Bpomuaa, dopmoTtepona dymapaTta
N, BO3MOXHO, MHransUMoHHOro KOPTUKOCTEPOMAA, NPEeANOYTUTENBHO BbIOPaHHOroO 13
BeknomeTasoHa gunponuoHata uM BypecoHupa, B copacTBopuTene (Hanpumep,
3TaHone), MMHeEpanbHOW KMUCNoTe, nponenneHTte, cogepxawem MPA, 1 BO3MOXHOM
HU3KONETYYEM KOMMOHEHTE npu Temnepatype oT -50 po -60°C, npu KoTOpOM
KOMMO3MLMS HE UCMapSETCS;

0) 3anonHeHne BannoHa B XONOAHbIX YCNOBUSX NOMYyYEHHbIM PaCTBOPOM U

B) YCT@HOBKY KnanaHa Ha nycton 6annoH 1 onpeccoBbiBaHUE.

AnbTepHaTUBHbIN Cnoco® BKNIOYAET:

a) nony4eHne pacrteopa rnukonuppoHnsa Bpomuaa, dopmoTepona pymapaTta
N, BO3MOXHO, MHransyMoHHOIro KOPTUKOCTEpOMaa, NPeAnoYTUTENBHO BbIOpPaHHOIro 13
BeknomeTtasoHa aunponuoHata wn BOyaecoHupa, B copacTtBopuTene (Hanpumep,
3TaHone), MMHeparnbHOW KUCNOTE N BO3MOXHOM HU3KONETYHYEM KOMMOHEHTE;

©) 3anonHeHWe oTKpbITOro BannoHa HepachacoBaHHbIM PacTBOPOM;

B) YCT@HOBKY KknanaHa Ha 6annoH n onpeccoBbiBaHWE U

r) 3anonHeHwe BannoHa nponenneHToM DA nog AaBneHMEM Yepes KnanaH.

[ONONHUTENBHBIN anbTEPHaTMBHbLIA CNOCOD BKMOYAET:

a) Nony4eHne pacTteopa rnukonuppoHus bpomuga, dpopmoTepona pymapara
N, BO3MOXHO, MHransiMoOHHOIro KOPTUKOCTEPOMAA, NPEANOYTUTENBHO BbIOGPaHHOIroO 13
BeknomeTtasoHa gunponuoHata wn BOypecoHupa, B copacTtBopuTene (Hanpumep,
3TaHone), MUMHEpPanbHOW KMUCNOTe, nNponenneHTte, cogepxawem MPA, 1 BO3MOXHOM
HM3KONETYYEM KOMMOHEHTE C UCMOMb30BaHMEM COCyAa Noj AaBIlEHNEM;

©) ycTaHoBKy KnanaHa Ha nyctou 6annoH 1 onpeccoBbIBaHUE U

B) 3anonHeHne 6HannoHa KOHEYHbIM pacTBOPOM MOA4 [AaBlEHUEM 4Yepes
Knanam.

B opgHoM BOMMoOLWEHUN M30OPETEHUA KUCMOPOL MO CyLEeCTBY yAansawoT U3
cBoboaHOro NPOCTpaHCTBa Hag NPOAYKTOM B a3p030SIlbHOM KOHTEWMHEPE, UCMONb3ya
0Obl4HblEe CnocoObl AN AOMOMAHUTENBHOW CcTabunuaaumm OPMOTEPOSIBHOMO
KOMMOHeHTa, 0cobeHHO npwn Boree BbICOKMX KOHLEHTpaunax KACMOTbl. JTO MOXET
OblTb AOCTUrHYTO pasnuMyHbiM 0Bpas3om, B 3aBUCMMOCTM OT cnocoba 3anonHeHUSs

KOHTerMHepa. Quuctka MoXeT OblTb [OCTUrHyTa, Hanpumep, nocpeacTBoM
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BaKyyMHOro OMpecCOBbIBaHUSA WKW MOCPEACTBOM MCMNONb30BaHWA nponenneHTa. B
NpeanoYTUTENBHOM BOMSIOWEHUM BTOPOW CNoco® 3anOfHEHUs, OMMUCaHHbLIN Bbille,
MOAUMDULMPYIOT NyTEM BKIOYEHWA CTaAuW KUCNOPOAHOW OYUCTKM B CTaguto (B)
BaKyyMHOro OrnpeccoBbIBaHUS.

YnakoBaHHasa KOMMNO3MLMA N0 N306peTeHnto aBnseTcs CTabunbHOM B TeYeHMe
ANNTENbHbIX NEPUOLOB BPEMEHU, ECIMN XPaHUTCH NPU HOPMarbHbIX TeMnepaTypHbIX
N BN&@KHOCTHbIX YCnoBusix. B npeanoytMTenbHOM BOMMAOLEHUN ynakoBaHHas
KOMMNO3MUms ABNsSeTca ctabunbHon B TedeHne 6 mecaueB npu 25°C n OB 60%,
fonee NpeanoYTUTENBHO B TEYeHMe No MeHbluen mepe 9 mecaueB. CTabunbHOCTb
OLEHMBAIOT MYTEM U3MEPEHUA COLEPKAHUS OCTaTOYHOrO aKTMBHOMO WHrpeauneHTa u
COAEPKaHMA MPUMECEN/NPOAYKTOB pasnoxeHus. “CtabunbHas” KOMNo3numa, Kak
onpefeneHo B [AaHHOM OMNUCaHuMK Wn3oBpeTeHusa, O3Ha4aeT, 4YTO coAepXxaHue
OCTaTOYHOro aKTUBHOIO MHIrpeaueHTa CoCTaBnseT No MeHbLUeW Mepe npumMmepHo 90%
macc./macc. (4To npeacrtaBngeT cobou copgepxaHue B MpoueHTax no macce no
OTHOLIEHMIO K €ero WCXOAHOMY COAepXaHuio B MOMEHT BpemeHu 0),
NpeanoYTUTENBHO MO MEHbLUEW Mepe npumepHOo 95% macc./macc.; n 4to obuee
cofepaHue npoaykra pasnoxeHus coctaBnsaeT He Bonee, yem npumepHo 10% no
Macce Mo OTHOLLEHMIO K UCXO4HOMY COAEPXKaHWKO akTUBHOMO WHrpeaneHTa B MOMEHT
BpemeHu O, npegnovtuTensHO He Bonee, Yem npumepHo 5% no macce B 3afaHHbIN
MOMEHT BPEMEHW, MpU naMepeHun nocpeactsom BOXKX B YO (ynbTpadmonetosom)
AnanasoHe U B BUAMMOW YacTu CrnekTpa.

ONTUMM3NpPOBaHHbIE CTabuibHblIE KOMMO3WMUMKM  OTBevYaroT TpeboBaHuAM
pykosoactea ICH (MexgyHapogHoOW KOHdepeHumn no rapmonHmsayumn) Quideline
Q1A(R2), oTHOCAWMMCA K TECTMPOBaHWUIO JEKapCTBEHHOrO npoaykTta Ha
CTabunbHOCTb ANA Lenen pernctpaumm nekapcTBEHHOro CpeacTaa.

Komnoanyum  KOMBUMHMPOBAHHOrO nNpoaykra no  M30OPETEHMO  MOXHO
NPUMEHATL ANA NPOMUNAKTUYECKUX LieNen, Unu Ana TepaneBTUYecKuX Lenen, unm
ANna obnerdyeHMs CMMNTOMOB LUMPOKOrO AuanasoHa COCTOSHUM, M B OQHOM acnekTe
n3obpeteHmne, Takmm 0B6pasoM, OTHOCUTCA K MPUMEHEHMIO IHOOON U3 3TUX
apmaleBTUYECKMX KOMMO3MLMA B KadeCTBe NeKkapCTBEeHHOro cpenctsa. B
YaCTHOCTWN, KOMBWUHUPOBaHHbIE NPOAYKTbI MO N30OPETEHUIO ABMNSKOTCA NMOME3HbIMU B
NpeaynpexaeHnn Unu nevyeHnn MHOTMX PecnmpaTopHbIX PacCTPOWCTB, TakMX Kak
acTMa BCex TUMOB U XpoHUYeckasa obCcTpykTuBHas bonesHb nerkmx (XOBI).

CnepoBaTtenbHO, B elle OAHOM acnekTe m3obpeTeHne OTHOCUTCA K crnocoby
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npeaynpexaeHna n/unn nevyeHna pecnupaTopHoro 3abonesaHus, Takoro Kak actma
n XOBJI, Bknovarowemy BBeAeHWE NauueHTy, HyXAarowemMyCa B TaKOM IeyYeHun,
TepaneBTUYECKN 3PPEKTUBHOINO KonmMyecTea dapmMaueBTUYEeCKOM KOMMO3UUMKM Mo
N306peTEHMIO.

CornacHo n3obpeTeHmto Takke npeanoXxeHo NpPUMEHEHME
apmaueBTUYECKMX KOMMO3MLMIA MO M30OpEeTeHnto Ans TepaneBTUYECcKOro Wnm
nannnMaTMBHOIO NEYEHUs UNN NPEeAYNPEXAEeHNa pecnupaTopHblX 3abonesaHnm U nx
CYMMTOMOB.

PecnupatopHble paccTtponctBa, B OTHOLIEHUM KOTOPbIX MNPUMEHEHWE
hapmMmaleBTUYECKMX KOMMO3NLMIA MO M3OOPETEHMIO TakkKe MOXET ObITb MONE3HbIM,
npeacraBnaloT  cobom  pacCTponcTBa,  xapaktepuayrowmecs  0BCTpykumen
nepueprnyecknx AbixaTenbHbiX NyTEW B pesdynbTaTe BOCMAneHUs W npucyTCTBUA
CNN3K, TaKNE KaK XPOHMYECKUN OBCTPYKTMBHBLIA BPOHXUNOMUT, XPOHNYECKUA DPOHXNT,
amdusema, ocTtpoe nospexaeHue nerkux (OlJ1), MykoBMCUMAO3, PUHUT W
pecnupaTopHbIM Anctpecc-cnHgpom B3pocnbelx (PACB) nnu ocTpein pecnvpaTopHbIv
anctpecc-cuHgpom (OPAC).

NMPUMEP 1

CtabunbHoOCTb a3p030J/IbHOW KOMMNO3ULMK TPOWHOW KOoMOBUHaumMu B dopMme

pacTBopa, XpaHuBLUEWCH B TedeHue 6 mecaues npu 25°C U OTHOCUTENbHOWM

BnaxHoctn (OB) 60%

NccnepoBaHme npoBogunu  ANA U3yveHuss  CTabuNbHOCTWM  TPOWHOM
kKombuHauum dopmoTtepona dymapata (PP), rnukonmpponua Gpomuga (M) wm
BeknomeTtasoHa gunponvoHata (BAIM) B aspo3onbHOM KOMMNO3MUMKM B POpMe
pacTBopa, COCTaB KOTOPOU NpmeeaeH B Tabnuue 1, n KOTOPY XpaHunn B TeYeHme 6
mecaueB npu 25°C mn otHocuteneHon BnaxHocTn (OB) 60% B onpeccoBaHHbIX
BannoHax pasnuyHoro Tuna ¢ pasHeIMM BUAAMM KNanaHoB.

Tabnuua 1: CoctaB aspoO30fbHOW KOMMO3WMUMKM  TPOWMHOW KOMBUHaumK
dopmoTepona dymapara (PP) purmaparta, rnvkonuppoHmsa GSpomuaga (MNTA) wn
BeknometasoHa aunponvoHata (BAIMN) B d¢opme pactBopa. Cogepxanve %
Macc./macc. 03Ha4yaeT NPOLEHTHOE CoAepXaHne MO Macce KaxKaoro KOMMOHEeHTa no

OTHOLLEHMIO K CyMMapHOW Macce KOMMO3ULMK.
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KOMNOMEHT Macca B MKr Ha Macca B CopnepxaHue
cpabarbiBaHue (63 mkn) | Mkr/imkn | % (Macc./macc.)

BAMN 100 1,59 0,135
®d gurngpat 6 0,095 0,0081
nn 12,5 0,20 0,0169
OTtaHon (6e3BogHbIN) 8856 140,57 12,000
1M HCI 14 0,22 0,0019
[®A 134a 64811,5 1028,75 87,820

MapTm obpasyoB XpaHUNM B MNEPEBEPHYTOM MOMOXKEHUN, YTO CYMTAETCA
HaUXyALMM COCTOSHMEM AnA CTabuibHOCTM NEKapCTBEHHOro npoaykra, u 3
KOHTEMHEpPa W3 KaXAoW NapTUM aHanuM3npoBanm Ha OCTaToOYHOE CcoAepXaHue
aKTUBHbIX WHIPEAWEHTOB WM BCEX NPOAYKTOB pasnoxeHna dopmoTepona (cpeawu
koTopblx DP3: cootBetcTBytomn  N-(3-6pom)-[2-rugpoken-5-[1-rugpokeu-2-[1-(4-
MEeTOKCUEeHU)NponaH-2-unammHolatun|geHun]dpopmamuay) B KOHTPOSbHbIN
MOMEHT BpeMeHN 6 MecALeB.

Ctpyktypy DP3 wumgeHTudvumpoBanM nocpenctBOM — OKCMEPUMEHTOB C
ncnone3osaHnem BIXX/MC (macc-cnektpomeTtpusa) / MC, BbIMOMHEHHbIX C
pasnoxmewmmMmca obpasuamm TPOMHOW KOMBMHaumm dopmoTepona dymapara,
rmukonuppoHnss Bpommaa wn  BeknomeTasoHa AuMNponMoHaTa B a’3p030JSibHOW
KOMMNO3unummn B popme pactaopa.

[Ansa onpegeneHns NONMOXEHUA 3ameljarollero atoma 6poma  TPOMHYHO
KOMBMHaUuo  gentepmpoBaHHoro dopmotepona dymapara (N-(3-gentepo)-[2-
rMapoKcn-5-[1-rugpoken-2-[1-(4-meTokcmdeHun)nponaH-2-
nnamuHolatun|dpennn]dopmamuaa), rmmkonuppoHna Bpommnaa n BeknomeTasoHa
AvnponuoHaTa wnarotaBnvBany B OObIKHOBEHHbIX OMPECCOBaHHbIX antOMUHUEBBLIX
GannoHax ¢ knanaHamu, cHabxeHHbiMi  JMNAM  (3TMNEHNPONMNEHAVNEHOBLIN
MOHOMEP )-Kkay4yKoBbIMK ynnoTHeHuaMm (RB700 ot Bespak), n xpanunu npu 40°C un
OB 75% B TeyeHue 1 mecsaua. AHanmna NPOAYKTOB Pas3nOXeHUs yKkasan Ha To, 4To
aTtoM Jeutepus genTepupoBaHHOro dopmotepona dymapara Obin  3amelleH
atomom 6Opoma c ofbpasoBaHuem npoaykta pasnoxeHna DP3. Kpome Toro,

CUHTEe3upoBanu ctaHgapTHein obpasey N-(3-Opom)-[2-rugpoken-5-[1-rmgpokeun-2-[1-
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(4-meTokcndeHun)nponaH-2-unammHo]atTun]geHun]dpopmammga "
oxapakTepuaoBbiBanM nocpeactBoM 'H-AMP v MC/MC ananvsa. MC/MC-criektp
CTaHaapTHOro obpasua N-(3-6pom)-[2-rngpokeun-5-[1-rnapoken-2-[1-(4-
MeToKCudeHnn)nponaH-2-nnaMmmHoatun|dperHmnjdopmammaa nokasan  KapTuUHY
dparmeHTaymnmn, CoNnocTaBUMYLo C KapTuHoW dparmeHTaumm DP3.

OctaTouyHOEe coaepxaHue Kaxkaoro axkTMBHOro uHrpeamenta, DP3 n
CYMMapHOE KONMYECTBO MPOAYKTOB pasnoXeHus QopmoTepona M3Mepsanu,
NPUMEHSAS YTBEPXKAEHHbIM cnocob Ha ocHoBe BOXKX B YO amanasoHe v B BUAMMOWN
YactTn cnektpa. Macc-cnekTpomMeTpuyecknn  eTeKTop  MUCnonb3oBanu  Ans
NOATBEPKAEHNS MOSNEKYNAPHBIX MacC BbISBMEHHbIX MNPOAYKTOB PasfnoXeHus,
oBHapyXeHHbIX B Kaxgom HannoHe.

PesynbTartbl, CyMMUpOBaHHbIE B cnegyrowen Hke Tabnuvue 2, nokasanu, 4To
nocne 6 mecaues npu 25°C/ oTHocuTensHoW BniaxxHocTn (OB) 60% koHdurypaumm,
AEMOHCTPpUpYOLLME Haunydylwmne pesynbTaTbl B OTHOWEHUMM ©onee  BbICOKOro
COAEPKAHUA aKTMBHOIO WHrpeameHta (B YacTHOCTW, FNMKONMPPOHWS OSpomuaa wu
dopmoTepona), HaMMeHbLUNX YPOBHEW BCEX MPOAYKTOB pasnoxeHnsa dopmMmoTepona
(MO OTHOWEHWIO K TEOpeTUYECKOMY coaepxaHuio dopmoTeporna dymapaTta 6
MKr/cpabaTbiBaHVe) U, HEOXMAAHHO, codepXaHna npoaykta pasnoxeHus DP3 Huxe
npegena konuyectseHHoro onpegeneHna 0,10% wmacc./macc. (N0 OTHOWEHUO K
TEOPETMYECKOMY COAEPXKaHUO dopmoTepona dymapara), npencrasnanu cobou
Taknme, Korga KOMMO3ULMIO XPaHunn B antOMUHWEBBLIX HannoHax, C BHYTPEHHEW
CTOPOHbI MOKPLITLIX CMOMNONW, coaepallen PTopnUpOBaHHbIA 3TUNEH-NPONUIEHOBLIN
(®3I) nonmmep.

XoTH, KaKk M3BECTHO M3 npuBeaeHHoro Bbiwe aokymeHTa WO 2011/076843,
BaKkyyMHOE OMNpeccoBbIBaHME YNy4dlWaeT CTabuMnbHOCTb KOMMO3ULMW NOCPEACTBOM
yoaneHns Kacnopoga W3 aspo3onibHOro 6annoHa, HeoXuaaHHble  YryudleHWs
CTabunbHOCTM Ha camoMm gene Obinn nonyyeHbl B pesynbTare MUCNoNb30BaHUA
BannoHoB, NoKpbITeIX G IIT.

Komnosmyma no msobpeteHuto, ynakoBaHHas B ©OannoHbl, C BHYTPEHHEMN
CTOPOHbI MOKPLITLIE CMOMOW, coaepXallen PTopupoBaHHbLIN 3TUIEH-NPONUITEHOBLIN
(®3I1) nonmmep, nokasana ypoBeHb npoaykTa pasnoxeHus DP3 Hwke npepena
konnyectBeHHoro  onpegenexHma 0,10% macc./macc. (MO OTHOLWEHUMIO K
TEOPETUYECKOMY COoAepXaHu dopmoTepona dymapara 6 wmkr/cpabaTbiBaHue),

CyYMMapHble YPOBHU MPOAYKTOB pasnoxeHusa dopmoTepona Hwke 2% macc./macc.
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(MO OTHOWEHMIO K TeOopeTU4ecKoMy coaepxaHuto dopmoTepona dymaparta 6
MKr/cpabaTbiBaHME) U COXpaHEHME OCTaTOYHOro YpPOBHS dhopmoTepona dymapara,
Hanbonee HeCTabMNbHOrO KOMMNOHEHTa KOMMo3numn, Beiwe 95% macc./macc. nocne

XpaHeHnAa B OnmncaHHbIX yCrioBUAX.



Ta6bnuua 2: Pe3synbTaThl TECTA Ha CTAbUNbHOCTL ANs MNpuMepa 1, BbINOMHEHHOTO HAa KOMMO3ULMW, XPaHMBLLENCS B TEYEHNE

6 mecaues npu 25°C n oTHocuTensHoM BrnaxHocTn (OB) 60%

DP3

CymmapHoe KonmyecTso

PP N B4l (% macc./macc. | nNpoayKToB pasnoXeHus
OMPECCO OCTATOUY- | OCTATOU- | OCTATOM- | N0 OTHOLUEHMIO K SOPMOTEPOJA
BAJNOH KNAMAH BLIBAHVE HbIN HbI HbIN TeopeTn4eckomy (% macc./macc. no
(% macc. / | (% macc. / | (% macce. / cogepxaHuo OTHOLLEHUIO K TEOPETU-
mMacc.) mMacc.) Macc.) dhopmoTepona YECKOMY COAEpPXKaHUIO
dhymapaTa) dhopmoTepona ymapara)
MokpbITbii @3
. anaM 1 | HopmaneHoe 97,0 99,2 99,5 meHee 0,10 1,6
antoMHUM
MokpbITbii @3
. arnaMm 1 | BakyymHoe 96,9 98,9 99,3 meHee 0,10 1,6
antoMUHUA
MokpbITbii @3
. aMNaM 2 | HopmaneHoe 98,6 100,2 99,0 meHee 0,10 1,8
antoMUHUA
MokpbITbii @3
5 olNAaM 2 | BakyymHoe 99,6 100,8 99,6 meHee 0,10 1,6
antoM1HUM
MokpbITbii @I
. aMNAM 3 | HopmaneHoe 96,1 98,5 97,9 meHee 0,10 0,58
antoM1HUM
MokpbiTein G Ir
aMNAaM 4 | HopmanbsHoe 97,7 99,0 99,4 meHee 0,10 1,5

anroMUHUN

¢C



MokpbITbii @I

. oNAaM 4 | BakyymHoe 96,3 98,6 99,1 meHee 0,10 0,74
antoMnUHUM

MokpbITbit I

. aoMNAaM 5 | HopmaneHoe 99,1 100,3 99,2 meHee 0,10 1,3
antoMUHUA

MokpbiTbii @3N

. anaMm 5 | BakyymHoe 98,2 100,0 98,9 meHee 0,10 1,8
antoMUHUIN

MoKpbITLIN
nnasMeHHbIM
aMNAM 2 | HopmansHoe 74,5 99,1 99,7 8,98 16,0
HaHeCceHneMm

anroMUHUNM 2

MoKpbITLIN
nnasMeHHbIM
aNAM 2 | BakyymHoe 91,8 101,2 100,6 3,40 5,6
HaHeCeHWeM

anroMnuHUNM 2

MoKpbITLIN
nnasMeHHbIM
aMNAM 4 | HopmaneHoe 94,8 98,4 98,3 1,21 2,6
HaHeceHnem

anroMmuHUNM 2

[MoKpbITLIN
nnasMeHHbIM aMNAaM 4 | BakyymHoe 85,2 98,5 98,6 5,00 8,1

HaHeCceHnem

9¢




anroMuHUNM 2

MoKpbITLIN
nnasMeHHbIM
HaHeceHnem

anroMUHUN 2

anam 5

HopmaneHoe

93,5

99,2

99,7

1,9

3,7

AHOAMPOBAHHbLIN

anroMUHNN

aMNam 2

HopmanbsHoe

84,6

96,5

99,4

1,4

4,9

AHOAMPOBAHHbLIN

anroMUHNIN

anam 3

HopmanksHoe

89,0

98,0

99,1

0,41

4,6

MoKpbITLIN
nnasMeHHbIM
HaHeCeHWeM

anroMmHUM 3

aMNam 2

HopmankeHoe

90,6

98,7

99,8

1,8

3,1

MaccuBupoBaHHas
dpTOpOM
NOBEPXHOCTb

anfoMnMHNA

aMNam 2

HopmarnbHoe

70,0

96,8

99,7

10,4

14,0

lMaccuBupoBaHHas
dhTOpPOM
NOBEPXHOCTb

antoMnNHNA

anam 3

HopmaneHoe

82,4

97,8

99,7

5,2

8,0

LT



AHOAMPOBaHHbLIN
. aMNAM 6 | HopmaneHoe 73,8 85,8 96,5 1,43 11,9
antoMMHUA

AHOAMPOBaAHHbLIN
5 oMNAaM 3 | HopmaneHoe 83,0 94,4 97,3 0,74 5,4
antoMMHUA

MaccmempoBaHHas
dhTOpOM
aMNAM 6 | HopmanbHoe 86,0 95,8 94,5 1,97 5,6
NOBEPXHOCTb

anroMuHmng 2

MoKpbITLIN
nnasMeHHbIM
aMNAM 6 | HopmansHoe 88,0 96,0 94,2 0,66 2,5
HaHeCeHWeM

anroMmHUM 3

MaccuBupoBaHHas
dhTOpPOM
aMNAaM 3 | HopmaneHoe 82,0 96,8 97,3 5,78 10,4
NOBEPXHOCTb

antoMuHmns 2

MoKpbITLIN
nnasMeHHbIM
aMNAM 3 | HopmaneHoe 76,8 96,0 97,5 0,17 4,3
HaHeceHneMm

antoMuHum 3

+ % (Macc./Macc.), ecnM He OnpeaeneHo creunansHO, OTHOCUTCS K COAePXaHWK MO Macce KaxAoro Bellectsa Mo

8¢



OTHOLLEHMIO K €r0 UCXOAHOMY COAEPKaHMIO B KOMMO3ULIUN.

« PasHble HOMepa OKOMOo Kaaoro KnamnaHa unm obosHadveHus 6annoHOB xapakTepusytoT pasnnyHble Buabl BannoHa wnm
KnanaHa OoT O4HOr0 U1 TOro Xe UM PasHbIX MOCTaBLUMKOB, KaK NPeACTaBMeHO HKE:

Knananbei: 3MNAM 1-3 npeacrasnatot cobomn, cooTBeTCTBEHHO, Bespak: RB700, BK700, BK701; 3OMNAM 4-6 npeacrasnsatoT
cobon, cooTBeTcTBEHHO, Aptar 808, 810 1 820;

BannoHsbl: nokpbiTbin P31 oT 3M; U3 aHOANPOBAHHOIO antOMUHUSA, U3 MOKPLITOrO MNasMeHHbIM HAHECEHNEM antoMUHUA 2 U

3 1 6annoHbI ¢ NaccMBMPOBaHHON PTOPOM antoMUHUEBOW NOBEPXHOCTLIO Obinn OT Presspart.

6¢C
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NMPUMEP 2

CtabunbHOCTb a3p030J/IbHOW KOMMNO3ULMK TPOWHOW KOoMOBUHauUmMu B dopMme

pacTeopa, xpaHuBllenca B TedeHune 1 mecaua npu 40°C KM OTHOCUTENbHOWM

BnaxHoctn (OB) 75%

[lononHUTENbHOE MCCneaoBaHWe BbINOMHANM ANS M3y4YeHus CcTabunbHOCTU
TporHoM KOMBuHauum dopmoTtepona dymapata (PP), rnukonuppoHus Bpomuaa
(FNMWN) n 6eknomeTtasoHa gunponunonata (BAIM) B aspo3onbHOM KOMNO3MLMK B hopme
pacTBopa, COCTaB KOTOPOW BbIn TakuM e, Kak npueeaeHHbIn B Tabnuue 1 MNpumepa
1, M KOTOPYHO XpaHunn B Bonee HanpsPKeHHbIX YCNOBUAX, U B YACTHOCTM B TeYeHue 1
mecaua npu 40°C wn oTHocuTenbHoW BnaxHocTn (OB) 75%, wcnonbsy4
onpeccoBaHHble HannoHbl pasnMYHoOro Buaa ¢ pasHbiMY BUuaamu KranaHos.

MapTum obpasyoB XxpaHUNM B NEPEBEPHYTOM MOMOXKEHUN, YTO CYMTAETCA
HaMXyALUMM COCTOSIHWEM [Ana CTabunbHOCTM NEeKapCTBEHHOro npoaykra, u 3
KOHTEMHEPa W3 KaXAoW NapTUM aHanuM3npoBann Ha OCTaToYHOEe CcoAepXaHue
aKTUBHbIX WHIPEAWEHTOB WM BCEX NPOAYKTOB pasnoxeHna dopmoTepona (cpeau
koTopblx DP3: cootBetcTBytomn  N-(3-6pom)-[2-rugpoken-5-[1-rngpokeu-2-[1-(4-
MEeTOKCUEeHU)NponaH-2-unammHolatun|geHun]dpopmamuay) B KOHTPOSbHbIN
MOMEHT BpeMeHn 1 Mecsul.

OctaTouHOe cofepxaHue Kaxporo axkTMBHOroO uHrpegumeHta, DP3 wn
CYMMapHOe KONMYeCTBO MPOAYKTOB pasnoxXeHus dQopmoTepona u3Mepsanu,
NPUMEHSAS YTBEPXKAEHHbIM cnocod Ha ocHoBe BOXKX B YO amanasoHe v B BUAMMOWN
YactTn cnektpa. Macc-cnekTpomMeTpuyeckMn  JeTeKTop  UCNonb3oBanu — Ans
NOATBEPKAEHUS MONEKYNAPHBIX MacC BbISBMEHHbIX MNPOAYKTOB  PasfnoXeHus,
oBHapyXeHHbIX B Kaxxaom HannoHe.

PesynbTartbl, CyMmMMpoOBaHHbIE B cneaytowlen Hwke Tabnuue 3, nogTBepannm

pe3ynbTarhl, NONy4YeHHble nocne 6 mecsaues xpaHeHna npy 25°C n 60% OB.



Ta6nuua 3: Pe3synbTaThl TECTA Ha CTAbUNBHOCTL ANs MNpyuMepa 2, BbINOMHEHHOTO Ha KOMMO3ULMW, XPaHMBLLENCS B TEYEHNE

1 mecsaya npu 40°C n oTHocuTensHown BnaxHoctn (OB) 75%

DP3

CymmapHoe Konm4yecTBo

PP N B4l (% macc./macc. | npoaykToB pasnoXeHus
OMPECCO OCTATOUY- | OCTATOU- | OCTATOM- | N0 OTHOLUEHMIO K SOPMOTEPOJA
BAJNOH KNAMAH BLIBAHVE HbIN HbI HbIN TeopeTn4eckomy (% macc./macc. no
(% macc. / | (% macc. / | (% macce. / cogepxaHuo OTHOLLEHUIO K TEOPETU-
mMacc.) mMacc.) Macc.) dhopmoTepona YECKOMY COoAEpPXKaH IO
dhymapaTa) dhopmoTepona ymapara)
MokpbiTbii @3
. 3MAM 1 | HopmanbHoe 96,2 99,5 99,0 meHee 0,10 1,1
antoMHUA
MokpbiTbii @3
. arnaMm 1 | BakyymHoe 96,2 99,2 99,7 meHee 0,10 1,3
antoMUHUA
MokpbITbii @3
. aMNaM 2 | HopmaneHoe 100,0 101,0 100,0 meHee 0,10 1,5
antoMmMHUM
MokpbITbii 3
. olNAaM 2 | BakyymHoe 100,1 101,0 99,7 meHee 0,10 1,5
antoM1HUA
MokpbITbii @I
. aMNAM 4 | HopmaneHoe 98,7 99,5 100,2 meHee 0,10 1,0
antoM1HUM
MokpbiTein G Ir
onAaMm 4 | BakyymHoe 98,6 99,1 99,4 meHee 0,10 0,8

anroMUMHUN

|§3



MokpbITbii @I

antoMUMHUIN

aNnam 5

HopmarnbHoe

99,5

100,8

99,4

meHee 0,10

1,0

MokpbITbii @I

antoMm1MHUIN

aNnam s

BakyymHoe

99,2

100,0

99,6

meHee 0,10

1,0

AHOAMPOBAHHbIN

anroMUHNN

arNnam 2

HopmanbsHoe

90,4

97,0

98,3

0,47

3,2

MoKPbITLIN
nnasMeHHbIM
HaHeceHneMm

anroMuHUM 3

aMNam 2

HopmanbsHoe

89,8

98,3

99,0

0,81

2,9

MoKpbITLIN
nnasMeHHbIM
HaHeCeHWeM

anroMmHUM 3

aNnam 3

HopmankeHoe

94,0

99,7

100,4

0,15

1,5

MaccuBupoBaHHas
dpTOopOM
NMOBEPXHOCTb

anfoMnMHNA

aMNam 2

HopmarnkeHoe

82,7

94,5

96,3

1,7

6,2

MaccuBupoBaHHas
dhTOpPOM

MOBEPXHOCTb

anam 3

HopmaneHoe

88,0

97,3

99,4

0,98

4,6
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anfoMnMHNA

* % (macc./macc.), ecnm He oOnpederneHo crneyuanbHO, OTHOCUTCA K COAEPXaHWHo MO Macce Kaaoro BellecTsa Mo
OTHOLLIEHMIO K €r0 UCXO4HOMY COAEPXKAHNIO B KOMMO3ULIMW.

« PasHble HOMEepa OKOMOo KaAoro knanaHa unmn obosHadveHus 6annoHOB XapakTepuaytoT pasnuyHble Buabl HannoHa mnu
KnanaHa OT O4HOro 1 TOro e UM PasHbIX NOCTaBLUMKOB, Kak NPeaCcTaBnNeHO HUXKE:

Knananel: OMAM 1-3 npeacrasnatoT cobon, cooTBeTCcTBEHHO, Bespak: RB700, BK700, BK701; 3MNMAM 4 n 5 npeacrasnsatoT
cobon, cooTBeTCTBEHHO, Aptar 808, 810;

BannoHbl: nokpbITein @3l oT 3M; U3 aHOAUPOBAHHOIO antOMUHUSA, U3 NOKPLITOrO MiasmMeHHbIM HAHECEHNEM antoMUHUS 2 U

3 1 6annoHbI ¢ NacCUBMPOBaHHOW PTOPOM antoMUHUEBOW NOBEPXHOCTLIO Obinu OT Presspart.

ee
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NMPUMEP 3

CtabunbHOCTb a3p030J/IbHOW KOMMNO3ULMK TPOWHOW KOoMOBUHauUmMu B dopMme

pacTBopa, XpaHuBLUENCHA B TedeHne 6 Mecaues npu 25°C MU OTHOCUTENbHOM

BnaxxHocTu (OB) 60% npu pasnuyHbix koHueHTpauuax HCI

[lononHUTENbHOE UCCneaoBaHWe BbINOMHANM ANS U3yYeHus CcTabunbHOCTU
TporHoM KOMBuHauum dopmoTtepona dymapata (PP), rnukonuppoHus Bpomuaa
(FMW) n BeknometasoHa aunponmoHata (BAIM) B aspo30mbHbIX KOMMO3MLMSX B
dopme pacTtBopa, COOTBETCTBYHOLMX KOMnodvumam [pumepa 1 (Tabnuuya 1), roe
konnyectBo 1M consHOWM KMCNOTbl M3MeHsAnNuM B auanasoHe ot 0,200 go 0,240
MKI/MKIT, M XpaHMBLUMXCA B TedeHMe 6 mecaueB npu 25°C 1M OTHOCUTENbHOMU
BnaxHocTn (OB) 60% B antoMuHMEBbIX BannoHax no n3obpeTeHnto, NoKpbITbix GIIT
(kak onpepeneHo paHee), obxaTbix ¢ knanaHamu IMAOM (Bua 2, COOTBETCTBYHOLLMN
Bespak BK700).

MapTum obpasyoB XpaHUNM B NEPEBEPHYTOM MOMOXKEHUN, YTO CYMTaETCA
HauXyALMM COCTOSIHWEM [Ana CTabuibHOCTM NEeKapCTBEHHOro npoaykra, u 3
KOHTEMHEpa W3 KaxAoW napTUM aHanuM3npoBanM Ha OCTaTodHOe CcoAepXaHue
aKTUBHbIX WHIPEAWMEHTOB W BCEX NPOAYKTOB pasnoxeHwa dopmoTepona (cpeawu
koTopblx DP3: cootBetcTBytomn  N-(3-6pom)-[2-ruppoken-5-[1-ruapoken-2-[1-(4-
MeToKCudeHmnn)nponaH-2-nnaMmmHo]atun]dperHmun]dopmamuay) B KOHTPOSbHbIN
MOMEHT BpeMeHU 6 MecsLieB.

OctaTouyHOEe coaepaHue Kaxkaoro akTMBHOro wuHrpegmenta, DP3 n
CYMMapHOEe KONIMYECTBO MPOAYKTOB pasnoxXeHus QopmoTepona M3Mepsanu,
NPUMEHSAS YTBEPXKAEHHbINM cnocob Ha ocHoBe BOXKX B YO amanasoHe v B BUAMMON
YactTn cnektpa. Macc-cnekTpomMeTpuyecknn  JeTeKTop  MUCnonb3oBanu  Ans
NOATBEPKAEHNS MONEKYNAPHbIX MacC BbISBMEHHbIX MNPOAYKTOB  pPasfnoXeHus,
oBHapyXeHHbIX B Kaxxaom HannoHe.

PesynbTartbl, CcyMmMmMpoOBaHHbIE B cneaytowlen Hwke Tabnvue 4, nogTBepannn
pe3ynbTartbl, NosyYyeHHble nocne 6 mecauesB xpaHenus npu 25°C n 60% OB, anga
Bonee nogpobHoro gnanasoHa konudects 1M HCI, npucyTCTByOLLEN B KOMNO3ULWN,

XpaHuBLIEeNCs B NOKpbITbIX DI BannoHax.



Tabnuua 4: Pesynbtarthl TecTa Ha ctabuneHOCcTb Ans lNpumepa 3, BbINONTHEHHOMO HA KOMMO3ULUMK B hopme pacTBopa,

copgepxaiden BANM (100 mkr/gosa), P aurngpat (6 mkr/gosa), NN (12,5 mkr/gosa), 6e3sogHbIn aTaHon (12% macc./macc.; 8856

mkr/gosa), F®A 134a (Bnnotb go 100% macc./macc.), 1M HCI (B nameHsembIx KonNn4ecTBax, Kak ykasaHo HUXe), XpaHMBLLENCH B

TeyeHne 6 mecsaues npu 25°C n oTHocuTeneHom BnaxxHocTn (OB) 60%

DP3 CymMMapHOe KonmM4ecTBo
ol (% 64N (% macc./macc. | npoAYKTOB pasnoXeHUs
OCTATOUY- | OCTATOU- | OCTATOM- | N0 OTHOLLEHWMIO K SOPMOTEPOIJIA
cogepxanme 1M HCI OlMNPECCO- . . .
HbI HbIA HbI TEeopeTNYECKOMY (% macc./macc. no
(MKr/MKI) BbIBAHUE
(% macc. / | (% macc. / | (% macce. / cofepxaHuo OTHOLLEHUIO K TEOPETU-
mMacc.) Macc.) mMacc.) dhopmoTepona YECKOMY CoAEPXKaHMNIO
dhymapaTa) dopmoTepona ymapara)
0,200 HopmankeHoe 92,1 95,6 96,9 meHee 0,10 2,58
0,213 HopmanbHoe 95,3 97,0 96,9 meHee 0,10 1,68
0,222 HopmanbHoe 96,8 101,0 102,3 meHee 0,10 0,70
0,227 HopmarnbHoe 97,3 101,7 103,0 meHee 0,10 0,60
0,231 HopmaneHoe 96,5 101,2 102,1 meHee 0,10 0,97
0,236 HopmansHoe 94,8 101,2 102,3 meHee 0,10 1,67
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0,240

HopmarnbHoe

92,1

102,3

101,5

meHee 0,10

2,80

9¢
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NMPUMEP 4

CtabunbHOCTb  AOMOMHUTENBHOW  a3p030MbHOW  KOMMNO3WULMKM  TPOWHOW

koMmbuHauum B dopme pacTeopa, XpaHuBLLencs B TedeHne 6 mecaues npu 25°C u

oTHOcUTENbHOW BnaxHocTV (OB) 60%

NccnepoBaHme  BbINONHANM  ANA M3YyYeHUs  CTabUMNbHOCTM  TPOWHOM
kombuHauum dopmoTtepona dymapata (PP), rnukonmpponua Spomuga (MTA) wm
OypecoHnaga B aspo30SfibHOM KOMMNO3UUMM B OOpME pacTBopa, COCTaB KOTOPOW
npmBeaeH B Tabnuue 5, 1 KOTOPYK XpaHunu B TedeHne 6 mecsaues npu 25°C um
oTHocuTenbHoM BrnaxHocTn (OB) 60% B onpeccoBaHHbIx BannoHax pasnuyHoro
BMAA C pasHbIMW BULAMW KNanaHoB..

Tabnuua 5: CoctaB aspoO30fbHOM KOMMO3WMUMKM  TPOWMHOW  KOMBUHaLmu
dopmoTepona dymapara (®P) purmaparta, rnukonupponHmsa Spomuaga (M) wn
BynecoHnaa B opme pactesopa. CoaepxkaHve % macc./macc. 03Ha4YaeT NPOLEHTHOE

cogepxaHme no mMacce Kaxaoro KOMnoHeHTa no OTHOLWEHUH K CymmapHon Macce

KOMMO3ULN.
Macca B MKr Ha Macca B CopnepxaHue
KoMnoHeHT
cpabarbiBaHue (63 mkn) | MKr/imkn | % (Mmacc./macc.)

Byneconng 100 1,89 0,135
®d gurngpat 6 0,095 0,0081
NN 12,5 0,20 0,0169
OT1aHon (6e3BoaHbIN) 8856 140,57 12,000
1M HCI 14 0,22 0,0019
DA 134a 64811,5 1028,75 87,820

MapTum obpasyoB XpaHUNM B NEPEBEPHYTOM MOMOXKEHUN, YTO CUYMTAETCA
HaUXyALMM COCTOSIHMEM Ana CTabuibHOCTM NEKapCTBEHHOro npoaykra, u 3
KOHTEMHEpPa W3 KaXAoW NapTUM aHanuM3npoBanM Ha OCTaToOYHOE CcoAepXaHue
aKTUBHbIX WHIPEAWEHTOB WM BCEX NPOAYKTOB pasnoxeHna dopmoTepona (cpeau
koTopblx DP3: cootBeTcTBytomn  N-(3-6pom)-[2-rugpoken-5-[1-rugpokeu-2-[1-(4-
MEeTOKCUEeHU)nponaH-2-unammHo]atun|geHun]dpopmamuay) B KOHTPONbHbIN
MOMEHT BpeMEHN 6 MecALeB.

OcraTouHOe cofepxaHue Kaxkporo axkTMBHOro uHrpegumeHnta, DP3 n
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CYMMapHOe KOMMYEeCTBO MPOAYKTOB pasfnoXeHus QopmoTepona M3Mepanu,
NPUMEHSS YTBEPXKAEHHbIWM cnocod Ha ocHoBe BOXKX B YO gmanasoHe v B BUAMMON
yactTnm cnektpa. Macc-cnekTpomMeTpuyeckn  OeTeKTop  UCnonb3oBanu  Ans
NOATBEPXKAEHUS MONEKYNAPHbIX MacC BbISBMEHHbIX MNPOAYKTOB pPasfnoXeHus,
oBHapyXeHHbIX B Kaxxaom 6annoHe.

PesynbTartbl, CyMMUpOBaHHbIE B crnegyrowen Hmke Tabnuue 6, noaTesepamnu,
yto nocrne 6 wmecaueB npu 25°C/ oTHocuTenbHom BnaxHoctn (OB) 60%
KOHUrypaumm, AEMOHCTPUPYIOLWME Haumnydllne pesynbTaTtbl B OTHOLEHUn Bonee
BbICOKOTO COAEPXaHNA aKkTUBHOrO WHrpeaneHta (B 4YacTHOCTW, [MMKONMUPPOHUS
Bpommga n dopmoTepona), HaUMEHbLUNX YPOBHEW BCEX MNPOAYKTOB pPasfoXeHWUs
dopmoTepona (N0 OTHOLLEHMIO K TEeOpPeTUYECKOMY coaepXaHuio dopmoTepona
dbymapata 6 Mkr/cpabartbiBaHME) W, rmaBHbIM 00pa3oM, coaepKaHusa MNpOoAyKTa
pasnoxeHna DP3 Hwke npepena «konudectBeHHoro onpegeneHna 0,10%
mMacc./macc. (N0 OTHOLUEHMKD K TEeOopeTU4ecKoMy coaepxaHuo dopmoTepona
dymapara), npencraBnanm Ccobon Takuve, Korga KOMMO3ULMKO  XpaHwunu B
antoMUHUEBLIX BannoHax, ¢ BHYTPEHHEW CTOPOHbI NOKPbLITbIX CMOSOW, COAEpXKaLleEN
pTOopMpOBaHHbIN 3TUNEH-NponuneHosbiv (PIMM) nonumep.

Komnosmyna no msobpeteHuto, ynakoBaHHas B ©GannoHbl, C BHYTPEHHEMN
CTOPOHbI MOKPLITLIE CMOMOW, coAepXallen PTopupoBaHHbIN 3TUMEH-NPONUIEHOBLIN
(®3I1) nonumep, gaxe B NPUCYTCTBUMM APYroro MHransumMoHHOrO KOpTUKOCTepomaa
(6ynecoHnpa Bmecto BIM) nokasana ypoeHb npoaykTa pasnoxenus DP3 Hwke
npegena konuyecteseHHoro onpegeneHns 0,10% macc./macc. (N0 OTHOLUEHWH K
TEOPETUYECKOMY CcoaepxaHuto dopmoTtepona dymapata 6 Mkr/cpabartbiBaHue),
CYMMapHble YPOBHU MPOAYKTOB pasnoxeHusa gopmoTepona Hwke 2% macc./macc.
(MO OTHOWIEHMIO K TEOPEeTUYECKOMY coaepXaHuio dopmoTepona dymapara 6
MKr/cpabaTbiBaHME) U COXPaHEHME OCTATOYHOrO YPOBHS dhopmoTepona dymapara,
Hanbonee HeCTabMnNbHOro KOMMOHEHTa KOMMo3numm, Beiwe 95% macc./macc. nocne

XpaHeHnAa B ONnncaHHbIX yCnoBUAX.



Ta6nuua 6: Pe3synbTaThl TECTa Ha CTabUNbHOCTL ANs MNpuMepa 4, BbINOMHEHHOTO HAa KOMMO3ULMW, XPaHMBLLENCS B TEYEHNE

6 mecaues npu 25°C 1 oTHocuTenbHOM BrnaxHocTu (OB) 60%

DP3 CymmapHoe Konm4yecTBo
BYAECO-
PP N HAL (% macc./macc. | npoaykToB pasnoXeHus
OCTATOQUY- | OCTATQU- MO OTHOLLEHWIO K SOPMOTEPOJA
OMNPECCO- . . OCTATOM-
BANNOH KNAMAH HbIN HbIA . TEeopeTnYECKOMY (% macc./macc. no
BbIBAHUE HbI
(% macc. / | (% macc. / cogepxaHuo OTHOLLEHUIO K TEOPETU-
(% macc. /
mMacc.) mMacc.) ) dhopmoTepona YECKOMY COoAEpPXKaH IO
macc.
dhymapaTa) dhopmoTepona ymapara)
MokpbiTbii @3
. anaM 2 | HopmaneHoe 97,1 99,0 100,6 meHee 0,10 0,82
antoMHUA
MaccuBupoBaHHas
dhTOpOM
aMNAM 2 | HopmansHoe 91,3 97,3 99,2 1,92 3,86
NMOBEPXHOCTb
antoMUHUA
MoKpbITLIN
nnasmeHHbIM
aMNAM 2 | HopmansHoe 94,2 96,7 98,6 0,20 0,85
HaHeCceHnem
antoMnHUA 3

PasHble HOMepa OKOMO KaXAoro knanaHa unmn obo3HayeHus BannoHOB XapakTepusyrT pasnvyHble BuAabl GannoHa mnu

KnanaHa oT OHOro 1 Toro Xe mnm pasHbiX NoCTaBLLUMKOB, KaK nNpeacraBieHo HUXKe:

6¢




Knananbl: IMAM 2 npegcrasnseTt cobon Bespak BK700;
BannoHbl: nokpeITein @3I 0T 3M; 13 NOKPLITOrO NMA3MEHHbIM HaHeCEHeM antoMuHUA 3 1 6annoHbl C NacCUBUPOBAHHON

dPTOPOM NOBEPXHOCTLIO antoMUHNA BbinNn oT Presspart.
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®OPMYJIA U3OBPETEHUA

1. dPapmaueBTnyeckaa aspos3ofibHas KoMnos3vumsa B ¢opMe pacTeBopa,
npefHasHayeHHas ANa NPpUMEHEHWS B AO3UPYIOLLEM UHranaTope nof AaBfeHneM,
coaepxaias:

a) rnukonuppoHus Gpomua B A03€ B AmanasoHe OT 5 o 26 MKr Ha
cpabaTbiBaHuE;

©) dopmoTepon unu ero conb, UM CONbBAT YKasaHHOW CONMM B [03€ B
AnanasoHe oT 1 fo 25 mMkr Ha cpabaTbiBaHWE;

B) nponenneHT DA (rngpodToparnkan);

) copacTBOpUTESb;

4) cTabunmnanpyroLlee KONmM4yecTBO MUHEPanbHOW KACTOThI;

rae ykasaHHas KOMMO3uUMS COAEPKUTCA B as3po30fibHOM ©annoHe, ¢
BHYTPEHHEW CTOPOHbI MOKPLITOM CMOJSIOW, CoAepXallen OTOPUPOBaHHLIM 3TUIEH-
nponuneHosbin ($3MM) nonumep.

2. PapmaueBTryeckan aspo3onbHag KomMnosmuma B opmMe pacteopa no n. 1,
OTNMYaLLAACa TEM, YTO KONMUYECTBO MPOAYKTa pasnoXeHWsa, npeacTaBnstoLlero
cobou N-(3-bpom)-[2-rnapokcun-5-[1-rngpokcn-2-[1-(4-meTokendeHmn)nponaH-2-
nnamunHo]atun]dpenunlpopmamung (DP3), Hwxke 0,10% macc./macc. No OTHOLIEHUIO K
TEOPETUYECKOMY COAEPXKaHMO opmoTepona dpymapara 6 mkr/cpabartbiBaHne npu
XpPaHeHNUM B YCMOBUSIX YCKOPEHHbIX WChbITaHuii npu 25°C 1M OTHOCUTErLHOM
BNaXHOCTN 60% B TEYEHME NO MEHbLLLEN MePE 6 MeCALEB.

3. PapmaueBTMYecKkaa aspo3orbHasg KoMnosmyma B popme pacrtasopa o n. 1
Unn 2, rae ctabunmsmpyrollee KOnMmM4yecTBO MUHEpPanbHOM KUCNOTbl NpeacTaBnsaeT
cobon KONMMYECTBO KUCMOTbI, 3KkBMBaneHTHoe 1M consiHoM KucnoTte B Ananas3oHe OT
0,15 po 0,28 mKkr/mkn.

4. dapmaueBTnyeckas aspo3osibHas KoOMNos3vums B oopmMe pacrtaopa no n. 3,
roe ctabunmsmpyrollee KonmyecTBO MUHEPAarnbHOM KUCNOThI npeacraBnseTr cobown
KONMMYECTBO KUCNOThI, 3KkBMBaneHTHoe 1M consaHon kucnoTte B gmanasoHe ot 0,200
0o 0,240 mkr/mkn.

5. dapmaueBTnyeckas aspo3ofibHas KoMnos3vums B oopmMe pacrtaopa no n. 4,
roe ctabunmsmpyrollee KonmyecTBO MUHEParnbHOM KUCNOThI npeacraBnseTr cobown
KONMMYECTBO KUCNOThI, 3kBMBaneHTHoe 1M consaHom kucnote B gmanasoHe ot 0,200

0o 0,227 MKr/mMKn.



6. PapmaueBTMYecKkas aspo3ofnbHasg KoMno3vuus B OpMe pacTteopa no
nobomy 13 nn. 1-5, rae copacteopuTenb NPeacTaBnsaeT cobon sTaHon.

7. dapmaueBTnyeckas asposonibHasa KoMnos3vums B oopme pacrtaopa no n. 1,
roe conb hopmoTepona npeacrasnaeT cobom popmoTepona dpymapar.

8. dapmaueBTnyeckas aspo3onbHaa KoMnos3muma B popme pacteopa no n. 1,
roe conbBaTHas dopma conm dopmoTepona npeacrasnsetr cobon dopmoTepona
dbymapara gurngpart.

9. dapmaueBTnyeckas aspo3ofbHag KoMno3myma B popme pactaopa no n. 1,
AOMOMHUTENBHO cogepxawjaa oanH unm Bonee dapmMaueBTUYECKM aKTUBHbIX
WHIPEOMEHTOB, BbIOpaHHbIX W3 TPynnbl, cocToswen wu3 ©GeTa-2-arOHUCTOB,
NHransaumMOHHbIX KOPTUKOCTEPOMAOB, aHTUMYCKAPUMHOBLIX areHToB U WHrMBUTOpOB
dhochogmnacrepasnl-4.

10. PapmaueBTMYeCKasa aspo30NbHaa KOMMo3vumMa B popMme pacTtBopa Mo
n. 9, raoe WHranauuMoHHbIM KOPTUKOCTEpoua BbibpaH m3 rpynnbl GeknomeTasoHa
annponunoHaTta, dyaecoHmnpa wnm ero 22R-anumepa, uvknesoHunga, onyHM3onmaa,
dnyTMkasoHa nponuoHaTa, dnyTvkasoHa dypoarta, MOMeTas3oHa ypoaTa,
ByTuKCOoKopTa, TPUamMUMHONOHa aueToHuAa, TPUaMUMHONOHA, METUNNPEAHN30N0HA,
npeaHn3oHa, notenpegHona u podnenoHnaa.

11. dapmaueBTU4eckas asposofibHas KoMnosuuma B dopme pactsopa no
n. 10, rae WHransuMoHHbIK  KOPTUKOCTEepoug ©OeknometasoHa AunponuoHaT
NPUCYTCTBYET B KONMYecTBe B AnanasoHe oT 50 o 250 mkr Ha cpabaTbiBaHue.

12. ®apmaueBTnyeckasa aspo3ofibHas KoMnosuvums B ¢oopme pacTteopa no
n. 10, rae nMHranaumMoHHbIN KoOpTUKOCTEpOUa ByaeCoHM NPUCYTCTBYET B KONMMYECTBE
B AnanasoHe oT 50 o 250 mkr Ha cpabartbiBaHue.

13. PapmaueBTMYeckaa aspo30fibHaa KOMMo3vuma B popme pacTtBopa no
n. 1, rge obwmnh ypoBEHb NPOAYKTOB pasnoxeHus dopmotepona Hmwke 10%
Macc./mMacC. MO OTHOLUEHMIO K TEeOpeTU4EeCKoOMy CcoaepXaHuio dopmoTepona
dbymapata 6 Mkr/cpabarbiBaHMe, N OCTATOYHbIA YPOBEHL hopmMoTepona dymaparta
Bbilwe 90% macc./macc. no OTHOLLEHUIO K ero UICXOAHOMY COLEPXKaHWIO.

14. dapmaueBTUYecKkas aspos3ofibHas KOMMo3numa B dopme pactBopa no
n. 13, roe obwmn ypOBEHb MNPOAYKTOB pasnoxeHus dopmMoTepona Hmwke 2%
Macc./Macc. Mo OTHOLIEHUIO K TeOopeTU4eckoMy coaepxaHuio dopmMoTepona
dbymapata 6 Mkr/cpabarbiBaHMe, N OCTaTOYHbIN YPOBEHb hopMoTepona gpymapaTta

Bbile 95% macc./mMacc. no OTHOLLEHUIO K ero UICXOAHOMY COLEPXKaHWIO.



15. A3p030nbHbIN  BanmnoH, MNOKPbITbIA C BHYTPEHHEW CTOPOHBI CMOJSION,
copgepxaiwien PTopupoBaHHbIN - 3TUMNEH-NponuneHoBbin  (P3M1) nonumep, ans
NPUMEHEHNA C dapMaLeBTUHECKOW a3p030/IbHOM KOMNO3nUMeEN B popme pacTBopa,
npegHasHa4YeHHoOW Ans NPUMEHEHUSA B LO3MPYIOLEM WHransaTope noj AaBfieHUEM,
COAepXaLlen:

a) rnukonuppoHus Gpomua B A03€ B AmanasoHe OT 5 o 26 MKr Ha
cpabaTbiBaHuE;

6) dopmoTepon wunu ero conb, UMM CONbBaT YKasaHHOW CONMM B [03€ B
AnanasoHe oT 1 fo 25 mMkr Ha cpabaTbiBaHWE;

B) nponenneHT [DA;

) copacTBOpUTESb;

4) cTabunuanpyroLlee KonmM4yecTBO MUMHEParibHOW KMCNOTbI U BO3MOXHO

€) NHransuMOHHbIN KOPTUKOCTEPOUA,

16. Cnocob CHWKEHMS KONNMYECTBa NPOAYKTa PasnoXeHs, NpeaCcTaBnaoWwero
coboun N-(3-bpom)-[2-rnapokcu-5-[1-rngpokcn-2-[1-(4-meTokcndeHmn)nponaH-2-
nnamunHo]atun]dpenunloopmammng (DP3), B TeyeHwme cpoka  XpaHeHud
hapmaueBTUYECKOM  adPO30SbHOM KOMMO3MLMK B  dopme  pacTBopa,
npefHasHa4YeHHOMW ANA MPUMEHEHUS B AO3VPYHOLLEM MHransatope nog AaBfieHneM,
coaepxawiem:

a) rnukonuppoHna Gpomma B [03€e B AnanasoHe OT 5 o 26 Mkr Ha
cpabaTbiBaHueE;

6) dopmoTepon wunu ero conb, UMM CONbBAT YKasaHHOW CONMM B A03€ B
AnanasoHe oT 1 fo 25 mkr Ha cpabaTbiBaHue;

B) nponenneHT [PA;

) copacTBOpUTESb;

4) cTabunnmnanpyroLlee KOnmM4yecTBO MUHEPanbHOW KUCIOThI M BO3MOXHO

€) NHransUMOHHbIAN KOPTUKOCTEPOUA,

OTNMYaLWMACA TeM, YTO BKNIOYMaeT COAEpXaHMe  BbiLIEynOMSHYTOW
KOMMO3MLMM B a3p0305bHOM HannoHe, NOKPbITOM C BHYTPEHHEW CTOPOHbLI CMOJION,
coaepxallen pTopupoBaHHbIN STUNEH-NPONMNEHoBbIN (PII1) nonumep.

17. Cnoco® no n. 16, AOMNONHUTENBHO OTNNYAKLWMACA TeM, YTO OoBLumK
ypoBeHb TMPOAYKTOB pasnoxeHns dopmotepona Hwke 10% wmacc./macc. no
OTHOLLUEHWIO K TeOpeTU4YecKoMy cofepxaHuto dopmoTepona dymapata 6

MKr/cpabaTbiBaHMe, U OCTaTOYHbIA ypOBeHb QopmoTepona dgpymapara Bbiwe 90



Macc./Macc. N0 OTHOLLUEHMUIO K €ro UCXO4HOMY COAEPXKaHWIO.

18. Cnocob no n. 16 unn 17, AONONHNUTENBHO OTNINYAIOLWMNCH TEM, YTO OOLLMIA
ypoBEHb MPOAYKTOB pasnoxeHna dopmoTtepona Hwke 2% macc./macc. no
OTHOLLEHWIO K TEOpPETUYECKOMY CoaepxaHuto dopmoTepona dymapata 6
MKr/cpabaTbiBaHne, 1 oCTaTouHbIM ypoBeHb hopmoTepona dymapara Bbiwe 95%
Macc./Macc. N0 OTHOLLEHMIO K €r0 UCXOLHOMY COAEPKAHWIO.

19. lNMpumeHeHne apMaleBTUHECKON a3pO30SIbHOM KOMMO3MUMM B hopme
pactBopa no mobomy u3 nn. 1-14 ana npeaynpexaeHns wunu  nedeHuns
OBCTPYKTMBHOIO peCcnMpaTopHOro paccTpoucTsbl, BblOpaHHOro na actmel n XOBJI

(XpoHn4eckon oBCTPYKTUBHOW BONE3HN NErkux).
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