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KOMBMHUPOBAHHAA TEPANKUA COPD
OBJIACTb NU3OBPETEHUA

Hactoswee wn3obpeTeHns OTHOCUTCHA K dpapmMaueBTUYECKUM KOMMO3ULMAM
aspo30SIbHOr0 pacTeopa, npefHasHa4yeHHbIM ANA MNPUMEHEHUA B [O3UPYHOLLMX
WHransaTopax nog AaBrneHneM, COAEePXKaLLMM MMNKONMPPOHUA Bpomua n opmMoTepon
unn ero conb. Kpome TOro, un3obpereHne OTHOCUTCA K MPUMEHEHMKO Takux
KOMMO3MLUMIA B NPEAYNPEXAEHNN N TEpanUM peCnnpaTopHbIX PacCTPONCTB, BKIHOYas
COPD (xpoHuyeckoe 06CTpyKTUBHOE 3aboneBaHne nerkmx).

NMPEALLUECTBYOLWMWNA YPOBEHb TEXHUKA

mukonuppoHns  BpomMuna  (Takke  M3BECTHbIA  Kak  rnvKonupponar)
npeacraenaer cobon  MyckapuHOBbIM M3  @HTUXONMMHEPIMYECKUA  areHT,
MCNONb3yeMbIA  ANA  YMEHbLUEHUS  CMOHOOTAENEHUS,  acCoLMMPOBAHHOIO C
BBEAEHWEM HEKOTOPbIX aHEeCTETUKOB, M B KayecTBe BCNoOMoOraTeNnbHOM Tepanuu
nenTumyecknx 4s3e. Takke coobwanocb, 4to OH 3MEPEKTMBEH B JEYEHUM
actmarumyecknx cumntomoB (Hansel et al., Chest 2005; 128:1974-1979).

WO 2005/107873 kacaeTcsa MNpPUMEHEHWS rnukonvpponara ANna INedYeHus
JETCKOW acTMbl.

B WO 01/76575 packpbiTa  KOMMO3MUMA C  KOHTPONMPYEMbIM
BbICBODOXAEHMEM AN NEeroyHow [ocCTaBkM  rmukonuvpponara.  Komnosuuyma
npegHasHadyeHa Ansg NPUMEHEHUs B JfIeYeHUM pecnupartopHoro 3aboneBaHus, B
YaCTHOCTU XpOHMYeckon obcTpykTmBHoM 6onesHn nerkux (COPD). B 3asBke
obpallaetca BHMMaHME Ha Cyxue MOPOLLUKOBbIE KOMMO3MLUMM, MNOAXOAALME ANS
AOCTaBKM NPy NOMOLUM MHranaTtopa cyxoro nopotuka (DPI).

B WO 2005/074918 packpblTbl KOMOMHauuMmM  rnukonupponara ¢
FNFOKOKOPTUKONAHBIMW  NEKAPCTBEHHLIMW  CPeACTBaMUM U WX MPUMEHEHWE ANS
neyeHus 3aboneBaHnn AblxaTemnbHbIX NyTEN.

WO 2005/110402 kacaeTtca koMbuHaum rnvkonupponara n 6eta-2-aroHnucra
WHOAHOBOrO Knacca WnM npou3BOAHbIX ©OeH30Tpuason-2-oHa pAns  JNeYeHus
BOCNanNMUTENbHbIX UM OBCTPYKTMBHLIX 3ab0neBaHMA abiXxaTenbHbIX NyTEW.

WO 2006/105401 kacaeTca KOMOMHaUMMA aHTUXONUHEPrM4YeCcKoro CpeacTaa,
KopTuKoCcTepouaga w 6HeTa-2-aroHMcTa C MPOAOIKUTENbHLIM  AEUCTBUEM  ANA
NPeaynpPexXaeHnsa N NeYeHna pecnmpaTopHbIX, BOCNanuTeNbHbIX UM OBCTPYKTUBHBIX
3aboneBaHnn AbixatesibHbIX MNyTEN. AHTUXONMHEPTMYECKOE CPEeacTBO BO3MOXHO

npeacraBnaeT cobom rnmkonupponar.



CornacHo WO 2007/057223 n WO 2007/057222, komBuHaLnmn ramkonMppoHns
Bpomumaa, COOTBETCTBEHHO, C NPOTUBOBOCMANUTENBHBIM CTEPONAOM U, B YaCTHOCTH,
MOMeTa3oHa ypoaToM, obecneumBarloT TepaneBTUYecknn SPdEKT B NeYeHun
BOCMANUTENbHbIX M OBCTPYKTMBHBIX 3aboneBaHnin AblxaTenbHbIX MYTEN.

WO 2007/057221 n WO 2007/057219 «kacarotcs KomBuHauum conm
FMNKONMPPOHUA ¢ BeTa-2 aroHUCTOM (UNK aHanorom), SABMAOLMMCS NPOU3BOAHBLIM
MHOaHuna wn, COOTBETCTBEHHO, C MNPOTWMBOBOCMANMUTENbHLIM CTEPOMAOM U, B
4YaCTHOCTW, C MOMEeTa3oHa ypoaToMm.

dopmoTepon npeacraenser cobon GeTa-2-aroOHUCTUYECKOE NEKAPCTBEHHOE
CpeacTBo, cnocobHoe paccnabnsaTtb rnagkyro Myckynatypy 6poHXOB M pacKpbiBaTb
AblXateneHble NyTM ANa ocnabneHus COCTOSHUMW, XapaKTepu3YHOLWMXCA OAbILLKOW.
Ero o6b14HO MCNOnb3yT B BEAEHWMM aCTMbl U APYTNX PECTIMPATOPHBIX COCTOSHUN.

B nocnegHee Bpema  adpdektmBHaas  KOMOMHMpOBaHHaa  Tepanus,
BKMOYarowiaa  gopmotepona dymapar un  GeknomeTtasoHa  aMnponMoHart
(kopTUKOCTEPOWA), CTana AOCTYNHa NoJ TOProBbiM HameHoBaHneMm Foster®. Foster®
npefHasHayeH ang 4OCTaBKM MOCPEeACTBOM aspo30Nia B Nerkme ¢ UCnonb3oBaHUEM
aosvpyroulero uHrangropa nog AgasnenHvem (pMDI). [aBHO um3BeCTHO, 4TO
aspo30ribHble pacTBOpbl PopmoTepona dpymapara OTHOCUTENbHO HeCcTaburbHbl K
NMEIT KOPOTKMM CPOK XpPaHeHUs npu XpaHeHun B CybonTMManbHbIX YCOBUAX.
Komnoanumsa Foster® BknouaeT HEKOTOPOe KOMMYECTBO HEOPraHUYeCKOM KUCIOTbI
ans crabunusaumm popmMoTEPONBHOIO KOMMOHEHTAa (Kak onncaHo B EP 1157689).

Beino Obl xenaTtenbHo npeanoXuTb KIMHNYECKW NnonesHbIn
KOMOMHMPOBAHHBLIA a3p030SbHbIA NPOAYKT, KOTOPbIN 0BbeanHAET TepaneBTUYECKNE
npemmMyLlecTsa opmoTepona n rmmkonmppoHms Bpommaa, BO3MOXHO B COYETAHUM C
BeknomeTasoHa AMNPonNMoHaToM. Takon NPOAYKT AOMKEH ObiTb NPUrOTOBMNEH B BUAE
npenapata TakuMm obpasoMm, u4TOObl Kaxabi OTAENbHbIA - PapMaleBTUYECKN
aKTMBHbIN KOMMOHEHT AOCTaBNANCA B nerkme B SPPEeKTUBHbIX N NOCTOAHHBIX 403aX B
TeYeHne nPOAOIPKUTENBHOIO CpoKa rogHOCTM npoaykta u, B uaeane, 6es
HeoBXo0AMMOCTU XpaHeHNa B 0COBbIX YCNOBUAX TEMNEPaTypbl UK BNAXKHOCTU.

KPATKOE U3NOXEHWE CYLLUHOCTU U3OBPETEHUA

B Hactoqawem nsobpeteHun npegnaraerca ®apmaveBTnyeckas aspo3osbHas
KOMMO3MLUmMS, cogepxallas:

(a) rmmkonuppoHna Bpomua; n

(6) dopmoTEPON UMK ErO CONMb;



pactBopeHHble B HFA  (runpodTopankaHoBoM)  nponenneHte u
copacTesopuTerne, rae KOMMo3vuusa TakkKe COOEPXKUT HEeOpraHuU4YecKkyro KUCIoTy B
KayecTBe crTabunuavpyrowero areHta. BO3MOXHO KOMMO3MUMS [OMNOSNTHUTENBHO
copepxut BeknomeTasoHa AUNPONMOHarT.

B  apyrom acnekTe n3obpeTeHns npeanaraeTcs npUMeHeHne
KOMOWMHMPOBaAHHOMO  MPOAYKTa,  coaepXallero  rmuMKonuppoHus  Bpomug  u
dopmoTepon unu ero conb, ana npeaynpexaenna mnn nedenms COPD u gpyrmx
pecnmpaTopHbIx 3abonesaHun.

B ewe ogHom acnekte nsobpeteHns npegnaraetca 6annoH 4na npuMeHeHns
¢ pMDI, copgepxawnin:

(a) rmmkonuppoHna Bpomua; u

(6) dopmoTEPON UMK ETO CONMb;

pacTBopeHHble B nponenneHte HFA u copactBoputene, rae Komnosmums
TakKe COLEPXKUT HEOPraHNYECKYHO KUCNOTY B Ka4eCTBE CTabMNn3npyoLLLEro areHTa.

NOAPOBHOE OMUCAHWE NPEANOYTUTENbHbIX BOMMOLWEHUA

Korpa ©Obinn  caenaHbl  MNOMbITKM  NPUrOTOBUTL B BUAE  npenapara
KOMOMHMPOBaHHLIA MPOAYKT B BWAE pacTBOpa, CoAepXalmn W TMUKOMMPPOHUSA
Bpomnag, 1 GPOPMOTEPOS, HEOXMAAHHO OBHaPYXUMNOCb, 4YTO (POPMOTEPOSbHbLIN
KOMMOHEHT MOABEPraeTcs 3Ha4YUTENbHOMY Pas3pyLUEHUIO MPY XpaHEHUM B YCrOBUAX
BbICOKOW TEMNEPATYpPbl U BbICOKOM OTHOCUTENBHOW BNEXXHOCTU B TAKOW CTEMEHW, YTO
3TO Aenano NPOAYKT HEXU3HECNOCODHBIM C KIMHUYECKOM N C KOMMEPYECKOM TOYKN
3peHunsa. 3To HabnaanoCk, HECMOTPS Ha NPUCYTCTBUE KMCMOTbI B KOMMO3ULMK, YTO,
Kak npaBuno, BbITb 4OCTATOYHO ANA cTabunmsaumm opMOTEPONBHOTO KOMMOHEHTA.

Tawkke BbIACHUNOCL, YTO TAMKONUPPOHMUS Bpomua  0BbIMHO — ABRSEeTCS
HecTabunbHbIM B KOMMO3MUMSAX aspo30SfibHOro pacteopa Ha ocHoBe HFA un
copacTBOpUTENS, HO CTabUNU3NPYETCA NyTEM BKIHOYEHWS B COCTaB KOMMO3ULMW
KUCIOTBI.

B pononHutensHoM aHanuse ObINO MOKasaHo, 4YTO B MNPUCYTCTBUM
FAMKONMppoHUa Bpommnaa 4vacte (POPMOTEPONBHOrO KOMMOHEHTa noaBepraeTca
paspyweHUio Ha psh pasnuyHbix nNpoaykTtoB. [lpu cybonTumanbHbIX  yCROBUSX
KONMYECTBO NpoAaykTa paspyweHuo, obosHadvaemoro DP3, MOXeT npeBbiwaTh
MOpPOroBble 3HAYEHUS MAEHTUDMKaALUUN N KBannukaumm Ans HOBbIX JIEKapCTBEHHbIX
npoayktoB (kak onpegeneHo B ICH Guideline Q3B(R2)). Takum ob6pasom,

CTaHOBUTCA ACHbIM, YTO KOMMO3NLMHO HeobX0AMMO U3BMEHUTL Tak, 4TODbI YRYyYWAUTb



cTabunbHOCTL (hopmMoTeEpOna M MoHU3UTL ypoBHKM DP3 mn gpyrnx HexenatenbHbIX
NPOAYKTOB pacnaga.

Mocnegytoliee 3KCNEpPUMEHTUPOBAHME MNOKa3ano, YTO OAHWM YCMneLllHbIM
noaxoaoM, YTobbl nsbexartb 3Tux Npobnem cTabunbHOCTW, ABMSETCS BKITHOYEHME B
KOMMAO3MLMIO  ONTUMM3MPOBAHHOIO KonmM4yecTea KMCIOTBI, Tak  4TOObI
ctabunuamposatb 06a KOMMOHEHTa, U POPMOTEPON, U rIMkonuppoHna Gpomua. B
YaCTHOCTW, aBTOPbl HaCTOALWEro M300peTeHns OBHapPYXUMK, 4YTO BKIHOYEHME B
pactBop 1 M HCI B konunyectBe B gmanasoHe 0,1-0,3 MKr/MKn, npeanovtuTenbHO
0,15-0,28 wmkr/mkn, ©Gonee npeanoututenbHo 0,18-0,26 wmkr/mkn, ewe ©Gonee
npegnoututensHo  0,19-0,245  wMmkr/Mkn  aBNSeTCA  AOCTaTOuYHbIM,  YTOOBI
ctabvnmampoBaTb  MUKONMPPOHMA  Opommna 1 popmoTepon B TeYeHue
NPOAOIIKUTENBHOrO Nepnoga HeONTUMAanbHOro XpaHeHns, TeM caMbiM obecneyvBasg
MOCTOSAHHYIO A03Y IMUKONUPPOHUA Bpommaa n opmoTepona npu Kaxxaon aktmeaumm
pMDI, cogepxallero komnosvumio B Buae pacteopa. KonuyectBo KUCMOTh,
BKIMOYEHHOW B KOMMO3uMUmio, yAOOHO onpefenate B eAuHUMLax KomnuyecTsa
nobaBneHHOM KMUCNOTbI, @ HE B eAuHuLax MofyyYeHHoro pH, Tak kak nocnegHum
NNoXo OnpefenseTcs B HEBOAHbIX CUCTEMAax, TakMxX Kak pacTBOpbl Ha OCHOBE
nponenneHTa.

JdanbHenwnm 3HaYuUTEmNbHBIM  OTKPbITUEM SBMAETCA TO, YTO yAaneHue
Kucrnopoga ns ceBobogHOro MecTta Hag NpoAykToM B BannoHe Takke ctabunmsmpyet
dopmoTeEpPON B KOMOMHMPOBAHHBLIX KOMMO3NLMAX B BUAE pacTBOpa C rMUMKONMMPPOHUS
Bpommnaom.

[ MmMkonnppoHns Bpommg, XUMUNYECKM onpeaeneHHbIN Kak 3-
[(umknoneHTUNrMgpoKkcudeHnayeTun)oken]-1,1-gumeTunnpponnuamnHmnsa Gpomua,
UMEEeT ABa XuparbHbIX LEHTPa, COOTBETCTBYIOLLMX YETbIPEM BO3MOXHBLIM Pa3HbIM
cTtepeonsomepam ¢ koHpurypaumammn (3R,2'R)-, (3S,2'R)-, (3R,2'S)- n (3S,2'S)-.
"mukonuppoHna Spommna B dopme noboro M3 Takmx YUCTbIX SHAHTMOMEPOB WU
AnactepeomepoB Unm nrbdon nx KOMOMHaLMN MOXHO MCMNONbL30BaTh B MPaKTUYECKOM
BOMMOLWEHUN HacTosAwero wnsobpeteHna. B ogHOM BOMMOWEHUN M300peTeHus
NpeanoYnTENbHOM  ABNSAETCS pauemMunyeckas CMeCb (3S,2'R),(3R,2'S)-3-
[(umknoneHTUNrMgpoKCUdeHMNaueTun)oken]-1,1-gumeTunnpponuamHmsa  Bpomuaa,
TakKke W3BEeCTHaa Kak rnukonupponar. [nukonuppoHus GpoMuna NpUCYTCTBYET B
KoMno3numMm B KonmdectBe B AuanasoHe ot 0,005 po 0,14% (macc./macc.),

npegnoututensHo ot 0,010 po 0,13% (macc./macc.), bonee npeanoyvTUTENBHO OT



0,015 go 0,04% (macc./macc.), rae % (macc./macc.) o3Ha4aeT KOM4YeCcTBo No macce
KOMMOHEHTa, BbIPaXXEHHOEe B MpoueHTax Mo OTHOWweHu K obwen macce
KOMMO3MLUN.

"MuKkonmpponat MMeeTCs B NpoaaKe U MOXET BbITb CMHTE3MPOBaH COrnacHo
cnocoBy, onucanHoMmy B US 2956062 nnu B Franko BV and Lunsford CD, J Med
Pharm Chem 2(5), 523-540, 1960.

[MponenneHTHbIM KOMMOHEHT KOMMNO3ULMM MOXET NpeacTaBnsaTe cobon nodon
CKWKEHHbIN AaBNEHMEM MNPONENNEHT U NPEANOYTUTENBHO npeacraBnseTr cobon
rmgpodTopankadH (HFA) unu cmech pasnunuHbix HFA, 6onee npeanouTuTensHo,
BbIOpaHHbIX 13 rpynnel, coctoswen na HFA134a (1,1,1,2-tetpadtopataH), HFA 227
(1,1,1,2,3,3,3-rentacptopnponad) u wux cmecen. [lpegnoytutensHeir HFA
npeacraenaetr cobom HFA 134a. HFA moryT npucyTCTBOBaTtb B KOMMO3MLUMK B
Konm4yecTBe B gnanasoHe oT 75 fo 95% (macc./macc.), npeanoyTuTensHo ot 85 go
90% (macc./macc.).

dOpMOTEPOSbHBIA KOMMOHEHT KOMMO3MUMM MOXET HaxOoauTbCs B dhopme
cBobogHOro OCHOBaHWs WNM B BUAE cCOonM wunu comnbBarta. [lpeanoytuTensHo
dopmoTepon npeacrtasneH B dopme dopmoTepona dymaparta. dopmoTepona
dymapatr MOXHO, Hanpumep, MUCnonb3oBaTb B KoMnosvumm B kKonmyectee 0,005-
0,07% wmacc./macc., npegnoyvtutensHo 0,01-0,02% macc./macc..

CopacTBopuTenb, BKIMHOYEHHbBIN B KOMNO3MLMK NO M300peTeHuto, nmeeT Bonee
BbICOKYIO MOMSAPHOCTb, YEM MPONENNEHT, U MOXEeT BKMYaTb OAHO wunu Bonee
BELLECTB, TaKMX Kak bapmaueBTUYECKN NMPUEMMNEMbIN CNNPT, B YaCTHOCTW STaHOn,
NN NOSNNON, TAKOW Kak NPONUAEHIMKONb WU NONNSTUNEHTIMKOMb.

MpenmyLLeCcTBEHHO  copacTBOpUTEnb  BbIOMPaOT M3 TPYNMnbl  HASLIMKX
pasBeTBNEHHbIX UM NMHENHBIX (C1-C4)ankmnoBbiX CNMPTOB, TakMX Kak STaHOmN M
N3onponunoBbIM cnMpT. [peanoyTUTENBHO COPacTBOPUTENb NpeacTtaBnsaeT coboun
3TaHon.

KoHueHTpauma copactBopuUTensa BapbUpyeTCs B 3aBMCUMOCTM OT KOHEYHOM
KOHLIEHTPpaUMM aKTUBHOIO WHrpeaneHTa B KOMMO3WLUMWM M OT Tuna nponenneHTa.
Hanpumep, sTaHON MOXHO WCMONb3oBaTb B KOHUEHTpauuW, HaxoAslWencs B
AnanasoHe oT 5 po 25% (macc./macc.), npegnodytutensHo ot 8 po 20%
(macc./macc.), bonee npegnoytutensHo ot 10 po 15% (macc./macc.). B ogHoM u3
NpPeanoYTUTENbHBLIX BOMMOLWEHNWW KOHUEHTpauus oTaHona coctaeBnsetr 12%

(macc./macc.).



OTHOLWEHMe nponenneHTa K CopacTBOPUTEND B KOMMO3MLUW HaxoauUTCH B
AnanasoHe ot 50:50 go 95:5 (macc./macc.).

MNMpepnonaraetcqa, 4to HCl pasnMyHOW MOMAPHOCTUM WU anbTepHaTUBHbIE
HeopraHn4yecKkmne KMCnoTbl (MMHeparnkeHble KUCNoTbl) Mornu Bel 3ameHsats 1 M HCI B
KOMMNO3MUMSX N0 un3obpeTtennto. Hanpumep, anbTepHaTuBHbIE KUCNOTbl MOTYT
npeacraenatb cobon nobyto hapmMaueBTUYECKN NPUEMIEMYIO OAHOOCHOBHYHO UIU
MOSNIMOCHOBHYIO KWUCMOTY, Takyto Kak (HO 6e3 orpaHu4eHns):. ranoreHoBOAOPOAb!
(congaHas kucnota, BpoOMUCTOBOLOPOAHAA KMCNOTA, MOAUCTOBOAOPOAHAA KMCNoTa U
Tak ganee), gocdopHasa KMCnoTa, asoTHasa KUCNoTa, CepHasa KUCNOoTa M OKCOKUCHOTbI
ranoreHos.

MpepgnoytuteneHo, 4ToObI apMaueBTUHECKM  aKTUBHbIE  KOMMOHEHTbI
KOMMO3MLUMM MO  CyLWEeCTBY MOSMHOCTBIO W FOMOFEHHO pacTBOPSAMCL B CMECU
nponenfneHtTa W CcopacTBOpUTENs, TO €CTb KOMMO3ULMA NPeanoyvTUTENbHO
npeacraBnaeT cobom KOMNO3nUMIO B BUAE pacTBopa.

Bo3amoxHO Komnosvumm npenapartoB B BuAE pacTBopa MOryT coaepxaTb
apyrme dapmaueBTUYeckne SKCUMNMEHTblI unn pobaBky, M3BECTHblE B AaHHOW
obnactn TexHukn. B yacTHOCTM, KOMMO3MLUMM MO M30OPETEHM0 MOryT copepXxaTtb
oavH unn Bonee KOMMOHEHTOB C HWU3KOW NeTyy4ecTbro. KOMMOHEHTbI C HU3KOW
NEeTy4YecCTbio Mones3Hbl ANA YBENMYEeHWs Macc-MefuaHHOro aspoAMHaMUYECKOro
anametpa (MMAD) vactuy asposona npu akTuBauuMm WHranstopa wwunu Ans
yny4LeHus pacTBOPUMOCTM aKTUBHOIO WHrpeamneHTa B cMmecu
NponenneHT/copacTBOPUTESb.

KOMNOHEHT C HM3KOW NETY4YeCTbHO, €CrnM OH MPUCYTCTBYET, UMEET AaBrneHune
HacbklweHHoro napa npu 25°C Hmwke 0,1 kla, npegnoututensHo Hwke 0,05 klla.
MpyMepamMn HMU3KONETYYMX KOMMOHEHTOB MOTyT ABNATLCSA 3(UPbl, Takne Kak
N30MNpoNUIMUpUCTaT, ackopbunmupuctar, supbl ToKodepona; rmnMKONN, Takme Kak
NPONUNEHINNKONb, MOMU3TUNEHMNINKONB, TMNULUEPWUH; UMW MOBEPXHOCTHO-aKTUBHbIE
areHTbl, TaKMe KaK HacCblIWEHHble OpraHuyeckne kapOboHOBbIE KUCNOTbI (Hanpumep
naypuvHoBasi, MWPWUCTUHOBAs, CTeapuHOBas KWUCNOTa) WM HEeHacbIWEHHbIe
KapOOHOBbIE KUCNOThI (TO €CTb ONEMHOBas U ackopbrHoBag KMCnoTa).

KonnyecTBO KOMMOHEHTA C HU3KOM NETYYECTBIO MOXET BapbupoBaTtbea oT 0,1
no 10% wmacc./macc., npegnoututensHo ot 0,5 go 5% (macc./macc.), 6onee

npegnoyvtutTensHo oT 1 n ao 2% (macc./macc.).



B gpyrom BonnoweHun n3obpeTeHna KONMMYeCTBO BOAbI, COCTaBnswollee oOT
0,005 u go 0,5% (macc./macc.), BOSMOXHO MOXET ObITb 0OaBNEHO K KOMMNO3ULMAM
Ana 6naronpuATHOrO BRMAHUA Ha pPacTBOPUMMOCTb aKTMBHOMO WHrpeaneHta 6es
yeenunyeHna MMAD kanenek as3p0o30onis Nnpu akTmeauuu.

MpenmMyLLECTBEHHO KOMMO3MLIMMU NO M30OPETEHNIO HE COAEPKaT SKCLMMUEHTbI
(Takme Kak NOBEPXHOCTHO-aKTMBHbIE BELWecTBa) MNOMUMO COpPacTBOPUTENS,
nponenneHTa n CTabunmanpyroLLero Konm4yecTaa KMCnoTbl.

dapmaleBTMYeCKME KOMMNO3ULMN NO M30DPETEHNIO MOryT TakkKe COoaepXaTtb
Apyrne, [ONOMHUTENbHbIE (PapMaLeBTUYECKN aKTMBHbIE areHTbl AN pasfenbHoro,
nocnegoBaTernibHOro nnu OAHOBPEMEHHOIO NPUMEHEHMS. BoamoxHble
AOMNONHUTENBHbIE (PapMaLeBTUYECKU aKTUBHbIE KOMMOHEHTLI KOMMO3ULMW BKIHOYaKOT
nobble M3BECTHbIE B AaHHOM 0BNacty TEXHWKUM ANA NPOMUNAKTUKA UNN NeYeHns
pecnupaTtopHbiX 3aboneBaHM U UX CUMATOMOB. [lpymepamm STUX aKTUBHbIX
KOMMOHEHTOB ABNAOTCH: OeTa-2-aroHUCThbl, TakMe kak canbbytamon, deHoTepon,
kapmotepon (TA 2005), nhpakatepon, muneetepon, BunaHtepon (GSK 642444),
TepbyTanuH, canmeteporn, ButonTepon, MeTanpoTepeHon B popme e4UHCTBEHHbBIX
CTEPEON3OMEPOB UMM UX CMECEM W UX COMeun; KOPTUKOCTEpouAbl, Takme Kak
BeknomeTtasoHa  gunponuoHart,  dnyTnakasoHa  nponuoHaT,  ByTWKCOKOpT,
MOMeTa3oHa (ypoat, TpuamMumHonoHa auetoHua, OypecoHup u ero 22R-snumep,
LMKNecoHusa, dnyHusonmg, norenpeaHon n podnenoHug; apyrue
aHTUMYCKapMHOBbIE NEKapCTBEHHbIE CPEACTBa, TakMe Kak METaCKOmnonamMuH,
nnpatponua ©Bpomua, okcutponua Bpomuna u TMOTponua Bpomua; MHIMOUTOPSI
docdogunactepasel IV, Takne Kak: umnommnacTt, podnyMmmnacT n TeToMmnacrt.

B npeanoytuTensHOM BOMNMOLWEHUN KOMMO3ULMK NO U30DpETEHNIO cogepxar
BeknomeTasoHa gunponmoHat (BDP) B kayecTBe akTMBHOrO areHTa B AOMOSHEHME K
KOMMOHEHTaM (POPMOTEPON U rMukonNMppoHna bpomng. B atom sonnoweHun BDP
NPegnoYTUTENBHO MPUCYTCTBYET B KOMmosvummn B KonmdectBe 0,07-0,41%
mMacc./macc., npegnoututensHo 0,1-0,3% macc./macc.

Komnosunyumn no n3obpeTeHmto MOXHO MHranmposaTtb 13 noboro nogxoasaLlero
na3pectHoro MDI-yctponctea. Tpebyrowmeca Ao03bl OTAENbHLIX (hapMauleBTUYECKM
aKTMBHbIX KOMMOHEHTOB KOMMO3MLMW 3aBUCAT OT UOEHTUYHOCTM KOMMOHEHTa U Tuna
N Cepbe3HOCTN BONE3HEHHOrO0 COCTOAHUS, HO MPEANOYTUTENBHO ABMSIOTCS TakUMMU,
4yTOObI 4OCTaBNATE TEpaneBTUYECKOE KOMMYECTBO aKTUBHOrO MHrpeaueHTa 3a OaHy

nnnm aBe axktmsauyun. Boo6u_|,e roeopsd, Ao03bl aKTMBHOIO MHrpeameHta HaxogAatcAa B



AnanasoHe npumepHo 0,5 mkr-1000 Mkr Ha akTmBaumto, Hanpumep npumepHo 1-100
MKr/akTuBauuio, U nHorga npumepHo 5-50 mkr/aktmBaumo. CneynanucTty B AaHHOW
obractn M3BECTHO, Kak onpeaensTb NOoAXOAALLYI0 AO3MPOBKY KaXKAOro OTAEerbHOro
dapmaueBTUYECKM aKTUBHOIO MHIrpeaneHTa.

B oTHoweHun opmoTepona npeanoyuTuTenbHoe A03MPOBaHWE COCTaBnAeT
oT npumepHo 0,5 o 50 MKr Ha akTuBaumo, NpegnoYTUTENBLHO OT NpumepHo 1 fo 25
MKI Ha akTuBauuo n bonee npeanoyTUTenbHO OT nNpUMEpHO 5 Ao 15 mkr Ha
akTmBaumo. B KOHKpeTHbIX BOMMOWEHMAX [o3a dopmoTepona dymapara
coctaBnseT 6 unu 12 MKr/aktmeauuio.

B oTHOWweHWM rnvkonuppoHmnsa Bpomuaa npeanouTUTENbHOE LO3MPOBaHUE
coctaesnseT npumepHo 0,5-100 MKr Ha akTuBaumilo, NpeanoYTUTENbLHO NPUMEPHO 1-
40 mKr Ha akTuBauuo 1 bonee NpeanoYTUTENBLHO NPUMEPHO 5-26 MKI Ha akTUBaLMIO.
B OOHOM KOHKPETHOM BOMMOLWEHUM A03a [MMKONUPPOHMA Bpomuaa cocTaBnaeT
NPUMEPHO 25 MKr/akTnBaLmio.

B OTHOWEHMM BO3MOXHOro KOMMOHEHTa, OeknomeTasoHa AUNponuoHaTa,
npegnoYTuTeneHoe fo3npoBaHwe coctasngeT oT npumepHo 10 go 2000 mkr Ha
aKTMBaumio, npeanodTuTensHo oT npumepHo 20 o 1000 mkr Ha akTmBaumto, 1 Bonee
npegnoytutensHoO npumepHo 50-250 wmkr Ha aktmBaumo. B KOHKpPEeTHbIX
BOMMOLEeHMAX fo3a BeknomeTasoHa gunponmoHarta cocrtasnsaeT npumepHo 50, 100,
200 mkr/akTmBauumto.

dapmaleBTUHECKON KOMMO3ULMEN NO M3OBPETEHUIO 3anonHAT yCTPOUCTBaA
pMDI, nsBecTHble B faHHOM obnactu TEXHWKW. YKasaHHble YCTPOMUCTBa copepxar
BannoH, OCHaLLEHHbINM SO3MPYIOWMM KnanaHoM. AKTMBaUMs LO3MPYIOLLEro KnanaHa
NO3BONSET BbICBODOXKAATE HEDOMbLUYIO YacTb pacnbIIAeMoro npoaykTa.

Yactb mnun Becb 6annoH MoryT BbITb M3rOTOBMEHbI M3 MeTanna, Hanpumep
antMUHUS, antoMUHUEBOrO CrnaBa, HEpPXXaBerLwen cTanm UM aHoAMPOBaHHOIO
anoMuHua. AnbTepHatuMBHO 6annoH MOXET npeacrtaBnaTb COBOM MNacCTUKOBbLIN
KOHTEWNHEP UM CTEKNSAHHBIA (PrIakoH, MOKPLITIN NITACTUKOM.

MeTtannuyeckme 6annoHbl MOryT WMETb 4YacTb WAM BCE BHYTPEHHWE
MOBEPXHOCTH, OBNULOBAHHBIE MHEPTHBLIM OpraHM4Yecknm nokpbiTMeM. [Mpumepamu
NPeanoYTUTENbHBIX  MOKPbITUMA  SBMAKOTCA  SMOKCUMAHO-(PEHONbHbIE  CMOfbI,
nepTOpPUPOBaHHbIE nonumeps, Takue Kak nepgTopankokcuarnkaH,
nepgTopankokcuankmneH, nepgTopankuneHbl, Takue Kak nonutetTpadpTopaTuUneH

(TedpnoH), dpTopupoBaHHbIM 3TUNeH-nponuneH (FEP), nonuadupcynsdoH (PES)



UK cMmecu PTOPUPOBaHHBIN 3TUNEH-NponMneHnonmadupcynedoH (FEP-PES) mnnu
nx kombuHauwa. [pyrne noaxodswime MOKPbITUA MOryT MpeacTaBnsaTb cobow
nonuamug, nonuuMMKE,  nonMamMuauMua, — nonudeHuneHcynbpua  unu - Kux
KOMBUHaLmW.

B HekoTOpbIX BOMMAOWEHNAX MNPEAnOYTUTENBHO MOXHO WCMNONb30BaTb
BannoHbl, UMEKLME BHYTPEHHIO MOBEPXHOCTb, 0bnuuyoBaHHyto FEP-PES, wnn
MOXHO MCMonb3oBaTh TedroH.

B OpyrMx KOHKPETHbIX BOMMOLWEHMSAX MOXHO MCMNOoNb3oBaTe OannoHbl,
N3roTOBMEHHbIE N3 HEPXKABEOLLEN CTanu.

KoHTenHep 3akpblBarOT AO3MPYIOLWMM KrnanaHoM ANS AOCTaBKU eXeaHEeBHOMU
TepaneBTUYECKM 3OMDEKTUBHON A03bl aKTUBHOIO MHrpeaueHTta. Kak npaewno, ysen
LO3MPYIOLLIEro KnanaHa CoAepKUT YNIOTHUTENBHOE KOMbLO ¢ 06pa3oBaHHbIM B HEM
OTBEPCTMEM, OTMUTYIO OCHOBHYK 4acCTb, MNPUKPENNEHHYD K MydTe, KoTopasd
3anpeccoBbIBAET AO3MPYIOLLYIO KaMepy, CEPAEYHUMK, COCTOALMM U3 CepaeyHUKa U
YANMHUTENA CepAeYHUKa, BHYTPEHHErO W BHELUHEro W3ONUPYHOLLEro Cros BOKPYr
LO3MPYIOLLIEN  Kamepbl, MPYXWHbl BOKPYr cepAedHuka, W npoknagkum Aans
NpefoTBPaLLEeHNA YyTEeYUKN NponenneHTa Yepes knanaH.

N3onupyrowmit crnor npoknagku v U3onumpyrowme Crov BOKPYr 403UPYHOLLEero
KnanaHa MOryT cofepxartb 3MnacTOMepHbIn maTepuan, Takon kak EPDM (atunens-
NPONUNEH-AUEHOBLIM MOHOMEP), XNOPBYTUNOBLIA Kayuyk, BpoMOyTUNOBBIA Kayuyk,
OyTmnoBbIn  kKaydyyk unm  HeonpeH. EPDM-kaydyykm  aBnawotca 0COBEHHO
NpeanoYTUTENBHBIMW. [O3MPYIOLLYIO Kamepy, CepAEYHMK N YANMMHUTENb CepAEYHMKa
N3roTaBnMBaloT, WUCMONb3ya NOAXOASALME BeELeCTBa, TakKMe Kak Hepxaserolas
cTtanb, nonmadumpbl (Hanpumep nonubyTtuneHtepedpranar (PBT)) wnu auyetanw.
MpyXMHY N3roTaBnMBalOT U3 HEPXKABEIOLLEN CTanun, BO3MOXHO BKHOYAOLLEN TUTaH.
YNnoTHUTENBHOE KOMbLO MOXeT OblTb W3roTOBMEHO W3 MeTanna, Hanpumep
antoMUHKS, antoMUHUEBOrO CrnaBa, HEpPXaBerLwen cTanm UM aHo4MPOBaHHOIO
anoMuHus. lNoagxoasawme knanaHbl MMEHTCA B NMPOAEKE Yy TakuX NPOU3BOAUTENEN,
kak Valois, Bespak plc and 3M-Neotechnic Ltd.

pMDI akTMBMpYHOT NOCPEeACTBOM AO3MPYIOLLEro KrnamnaHa, CrnocobHOoro
poctaBnate 0bvem 25-100 wmkn, npegnodytutensHo 40-70 MKN M BO3MOXHO
npumMmepHo 50 MKN Unn NPUMEPHO 63 MKN Ha akTUBaLMIo.

Kaxgbih 3anonHeHHbin GannoH ypobHO ycTaHaBnmMBardT B NoOAgxoasuiee

kaHarnbHOEe YCTPOMCTBO nepen MNpUMEHEHMEM [ANns  Co3fjaHus  LO3UPYHOLLEro
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WHranaTtopa ANA BBEAEHUS FEeKapCTBEHHOro CpeactBa B IerkMe naumeHTa.
Mopxoasawme kaHaneHble YCTPOUCTBA BKIHOYAKOT, HanpUMep, akTuBaTop KranaHa u
UMIVHOPUYECKMA WX KOHYCONOAOOHbIM KaHamn, 4yepes3 KOTOpbIWM JleKapCTBEHHOE
cpeactBo MoxeT ObITb [OCTaBNeHO M3 3anofiHEHHOro GannoHa nocpenCcTBOM
LO3MPYIOLLErO KnanaHa B poT nauueHTa, Hanpumep akTuBaToOp-MyHALUITYK.

B TMnnyHOM KOMNOHOBKE CTEPKEHb KNamaHa NOMELLEH B COMJOBOW annapar,
KOTOPbIN MMEET OTBEPCTME, BeayLLee B Kamepy paclumpeHns. Kamepa paclmpenms
NMEET BbIXOAHOE OTBEPCTUE, KOTOPOE NMpocTMpaeTcsa A0 MyHAawTyka. Kak npasmno,
NOAXOAALMMUM SBNAKOTCSA OTBEPCTUA akTmBaTopa (BbIXOL), MMeENLme avnameTp B
AnanasoHe 0,15-0,45 mm n gnunnHy ot 0,30 go 1,7 mm. lNpegnoyTnTensHO NCNONb3YHOT
oTBepcTme, umerowmr guameTtp ot 0,2 go 0,44 mm, Hanpumep 0,22, 0,25, 0,30, 0,33
nnu 0,42 mm.

B  HekoTOpbix BOMMAOWEHMAX M30DOpeTeHns MoXeT ObiTb  NOMNesHo
NCNoNb30oBaTbh OTBEPCTUS akTMBaTopa, uMerone gnameTp B gmanasoHe ot 0,10 go
0,22 mm, B yactHocTtu ot 0,12 go 0,18 mm, Takme kak onucaHHble B WO 03/053501.
Ncnonb3oBaHne ykasaHHbIX MENKMX OTBEPCTUA MOXET Takke YBEenuyuTb
ANUTenbHOCTb oOOpasoBaHna obrnaka W, cnepoBaTenbHO, MOXeT obnerdntb
KOOpAMHWpOoBaHne obpasoBaHusa obraka ¢ MeafeHHbIM BAbIXaHUEM NaumeHTa.

B cny4yae, korga nonagaHva BoAbl B KOMMO3NLUMIO cneayeT mnsberarb, MOXeT
BbITb xenatensHo obopadymeate MDI-NpoaykT B anacTUYHYO yNakoBKy, COCOOHYHO
COMPOTUBNATLCH NMPOHUKHOBEHUIO BOALI. Takke MOXET ObiTb XenaTtenbHO BKYaTb
B YNaKOBKY BELLECTBO, KOTOpPOE CnocobHo abcopbuposartb nobON NponenneHT um
copacTBOpUTENb, KOTOPbIE MOTYT BbITEKaTb M3 BannoHa (Hanpumep MONEKyNnApHoe
CUTO).

BoamoxHo MDI-yCTponcTBO, 3anonHEHHOE KOMMO3VLUMEN MO MU30BpETEHUIO,
MOXHO MCMNONb30BaTb BMECTE C MOAXOAALLUMMW BCMOMOratesnbHbIMK YyCTPONCTBaMM,
CNocOBCTBYOWMMN  MPaBUMbHOMY  MPUMEHEHWIO  uHrangropa.  YKasaHHble
BCOMOrartesnbHble YCTPONCTBA UMEHOTCA B NPOAAXKE WU, B 3aBUCUMOCTU OT UX (POPMbI
N pasmepa, M3BECTHbI Kak '"cnencepsl’, "pesepByapbl’ nnu "kamepbl paclumpeHmns'.
Volumatic™, Hanpumep, aBnAeTca OoauH N3 Hanbomnee LMPOKO W3BECTHbIX WU
NCMNoNb3yeMbIX pe3epByapoB, B TO BpeMs kak Aerochamber™ gapngetcs oguvH 13
Hambonee LUMPOKO MUCMOMb3yeMbIX U M3BECTHbIX crnencepoB. O nogxoasawen kamepe

pacwwmpenns coobaetca Hanpumep B WO 01/49350.
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Komnosaunyuio no n3obpeTeHuno Takke MOXHO WMCNoNb3oBaTb C OObIYHBIMU
aKTMBMPYEMbIMW BAOXOM MHranatopamu nof AaBfieHVWEM, TakKUMWU Kak MHranaTopbl,
W3BECTHbIE NOJ 3aperncTpuposaHHbIMK HasBaHuamun Easi-Breathe™ mn Autohaler™.

AdpdekTnBHocTb MDI-ycTponcTBa aBnaeTca yHKUMEN [03bl, OCaXAaeMON B
COOTBETCTBYIOLEN obnactn B nerkmx. Ha ocaxpeHne BnvseT aspoinHamnyeckoe
pacnpegeneHve nNo  pasMepy  Yactuy  KOMMO3uuuK,  KOTOpOE  MOXHO
oxapakTepusoBarth in vitro NoCpenCcTBOM HECKONBKMX NapamMeTpoB.

AspoavHamMmyeckoe pacnpegeneHme no pasmepy 4actuy KOMno3vuuu no
N30OPETEHMIO MOXHO OXapaKkTepmnsoBaTb, CNOMb3ya KackagHbIM MMMNAaKTOP COrnacHoO
cnocoBy, onucaHHomMy B EBponenckon dapmakonee, 6 nsganue, 2009 (6.5), yactb
2.09.18. MoxHo ncnonb3oBaTtb Apparatus E, gencTByrowmr Npy CKOPOCTM NOTOKa B
ananasoHe ot 30 nutpos/MuH o 100 nutpos/MuH, nnn Apparatus D — kackagHbi
nmnaktop AngepceHa (ACI), - AEUCTBYOWMA NpU CKOPOCTU noToka 28,3 N/MUH.
OcaxpaeHne nekapCTBEHHOro cpeacrtea Ha kaxaowm nnactuHke ACI onpepenstot
NOCPEeACTBOM BbICOKOS(PMEKTUBHOM XNAKOCTHOW XpomaTtorpadum (BIXKX).

MoryT ObITb OnpefeneHbl Criegyrolwme napameTpbl 4actul, BblAenaemMblX
Haxogawmmca nog gasnexnem MDI:

1) macc-meguaHHbin aspoguHammndecknn guametp (MMAD) npepcrasnser
cobon anameTp, BOKPYr KOTOPOro MaccoBble aspogvHaMUYecKue [uameTpbl
BblAENSEeMbIX YacTuL, pacnpesenaoTca OANHAKOBO;

2) [OCTaBNEHHYO A03y pacCYMTbIBaOT M3 COBOKYNHOro ocaxaeHus B ACH,
pasfeneHHoro Ha Konm4yecTBO akTMBaLMn Ha SKCNEPUMEHT;

3) BObIXaemyro [03y (403y TOHKOAUCNEPCHbIX Yactuy = FPD) nony4aroTt m3
ocaxgenmsa co crtyneHen 3 (S3) po dwunbTtpa (AF) ACI, u oHa cooTBeTCTBYET
YacTuyam C gnameTpom <4,7 MUKPOH, pasfeneHHbIM Ha KONMMYECTBO akTuBaumi Ha
3KCMEPUMEHT,

4) BAbIxaemyro dpakumio (bpakuymo TOHKogUcnepcHblx 4vactuy = FPF)
KOTOpasa npeactaBnseTr cobon MNPOUEHTHOE OTHOLUEHWE BAbIXAEMOW [03bl U
JOCTaBNEHHOW [03bl.

5) "BbICOKOANCNEPCHYIO" A03Y NONyYaoT N3 OCaXAEHUS CO CTyneHen 6 (S6) go
dunbTpa, 1 OHa COOTBETCTBYET YacTuuam ¢ auameTpom <1,1 MUKPOH, pasgeneHHbIM

Ha Konm4ecTBoO aKTVIBaLI,I/II;I Ha SKCNEePUMEHT.
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Mpn aktmBaumm pMDI-ycTponcTBa, B KOTOPOM WX COAEpXaT, pacTBOpbl MO
n3obpeteHnto cnocobHbl obecneumBaTb 00wyo FPF Boiwe 40%, npegnoytuTensHoO
Bbie 50%, Bonee npeanoyTuTensHo Boiwe 60%.

Kpome TOro, komnosvumm no wmsobpeTteHuto cnocobHel obecnedmBaTb BO
BpeEMS aKkTuBaumm gpakumio, mmerowyro bonbwe mnm poHO 30% BblgeneHHbIX
YacTuy C AnameTpoM paBHbIM UM MeHee 1,1 MUKPOH, npw onpegeneHum no
copepxanmo ctyneHen S6-AF kackagHoro mmnaktopa AHgepceHa, OTHOCUTENbHO
obLen [03bl TOHKOANCNEPCHDBIX YacTuL, cobpaHHbIX Ha CTyneHax nmnakropa S3-AF.
MpeanoyTuTensHO pakumsa BblgENEeHHbIX YacTul, C AMaMeTpoOM PaBHbIM UMK MeHee
1,1 MukpoH Bonbwe nnm pasHa 40%, 6onee npegnouTuTensHo Gonblie 50%, ewe
Bonee npegnouTutensHo bonblie 60%, Hanbonee npegnoyTUTENsHO BonbLue 70%.

CornacHo ewe opgHoOMy acnekty u3obpeTeHna npegnaraetca cnocob
3anonHeHna aspo30fIbHOrO MHranaropa koMnosvumen no  usobpetenuro. [ns
NONy4YeHUs KpynHomacwTabHblX napTMi  Ana  KOMMEPYECKOro MpOM3BOACTBA
3anonHeHHbIX BannoHOB MOXHO MCMNONb30oBaTh OObIYHbIE CMOCODOLI M3rOTOBMEHUSA
BonbLKMX NapTUM N MalmMHHOE 0B0PYyAOBaHNE, XOPOLLO M3BECTHbIE CneynanicTam B
obnacTtu n3rotoBneHnsa papmMaueBTUYECKUX asp0o30ien.

[MepBbIM CNOCOO BKMAOYAET:

a) NpUroToBneHWe pacTeBopa W3 MUKONUPPOHNA Bpommaa n dopmoTepona
ymapata u BO3MOXHO OeknomeTasoHa AunponuoHata B BO3MOXHOM
copactBopuTene (Hanpumep 3TaHone), MWHEepanbHOW KUCMOTbl, MNPOMNENneHTa,
cogepxawero HFA ©n BO3MOXHO KOMMOHEHTA C HU3KOW NETYYECTBIO MNPU
TemnepaTtype oT -50 o -60°C, npu KOTOPOM 3TOT PacTBOP HE UCnapseTcs;

6) xonogHoe 3anofiHEHNE NHranaTopa NPUroToBNEHHbIM PaCTBOPOM; U

B) NOMeLLEeHne knanaHa Ha BannoH n obxatue.

AnbTepHaTUBHbIA CNoco® BKNIOYAET:

a) NPUroToBneHWe pacTeBopa M3 FMUKONUPPOHMA Bpommaga m dopmoTepona
dymapata u BO3MOXHO OeknomeTasoHa AunponMoHata B CopacTBOpuUTEne
(Hanpumep sTaHone), MUHepanbHOW KUCAOTbl M BO3MOXHO KOMMOHEHTa C HWU3KOMU
NETYYECTbIO;

©) 3anonHeHne oTKpbITOro BannoHa HepachacoBaHHbIM PacTBOPOM,

B) NoMeLLeHne knanaHa Ha 6annoH n obxarume; n

r) 3anonHeHune BannoHa nog aasneHem HFA nponenneHTom Yyepes knanat.

Ewe oanH ansTepHaTUBHBIM CNOCOO BKNIOYAET:
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a) MpUroToBIEHWE pacTBopa W3 rMUKONMPPOHUS Bpomuaa, dopmoTepona
dhymapaTta (M BO3IMOXHO BeknomeTasoHa AunponuoHaTa) 1 MUHEPanbHOW KUCNOThI B
BO3MOXHOM copacTBopuTene (Hanpumep 9STaHone), BO3MOXHOro KOMMOHEHTa C
HM3koW neTy4yecTtbio U HFA nponenneHTa, ncnonb3ysa cocyn noa AaBreHUEM:

0) nomeLleHme knanaHa Ha nycton 6annoH n obxartume; n

B) 3anonHeHne 6annoHa noj AaBfeHMEM KOHEYHbIM PacTBOPOM KOMMO3ULMN
Yyepes KnanaH.

B opgHom BoOnnoweHun un3obpeTeHnsa KuCnopon Mo CywecTBy yhaneH w3
cBobogHOro MNpoCTpaHCTBa Hah MNPOAYKTOM B aspo30nbHOM ©BannoHe ¢
MCNONb30BaHMEM  TPagUUMOHHBLIX  CnocoBoB € Uenblo  AOMNOSTHUTENbHOM
ctabunusaumm OPMOTEPONBHOO KOMMOHEHTA, OCOBEHHO Npu Bonee BbICOKMUX
KOHLIEHTPaUMAX KMCNOTbl. OTO MOXET ObITb 4OCTUMHYTO MO-pasHOMY, B 3aBUCUMOCTU
OoT cnocoba 3anonHeHus GannoHa. YpaneHue MOXEeT [OCTUraTbCa BaKyyMHbIM
obxatnem wnu, Hanpumep, MNOCPEACTBOM WCMNOMb30oBaHWA nponenneHta. B
NpeanoYTUTENBHOM BOMSOLWEHMM BTOPOM CNoco® 3anOfnHEHWs, ONMUCaHHbIN Bbille,
MOAMMDULMPYIOT MYTEM BKIMKOYEHUS yAaneHnsa Kucnopoga Ha ctagum (B) BakyyMHbIM
obxaTtvem.

YnakoBaHHble KOMMO3MLUMKM MO WN30BpeTeHuno ABNATCA CTabunbHbIMM B
TeYeHne AnuTenbHbIX NEPUOLOB BPEMEHWN NPU XPaHEHUM MPU HOPMarbHbIX YCIOBUAX
TemnepaTtypbl W BRaxHoOCcTU. B npeanoyTutensHOM BOMMOLEHUN YnakoBaHHbIE
KOMMO3MLUMM SBNAOTCA CTabunbHbIMU B TEYEHME NO MeHbLUEW 6 mecsaueB npu 25°C
n 60% RH (oTHocuTeEnbHasa BRaXHOCTL), ©onee NpeanoyYTUTENbLHO B TEYEHMe Mo
MeHbwen 1 roga, Havbonee nNpPeanoYTUTENBHO B TEYEHME MO MEHbLUEN 2 neT.
CTabunbHOCTb OLEHMBAKOT MYTEM U3MEPEHUS COAEPXKaHUA OCTaTOYHOrO akTUBHOIO
nHrpegmeHTta. "CrtabunbHas" koMno3anuus, Kak onpeaeneHo B AaHHOM OnvcaHum
N306peTeHns, 03HaA4YaET KOMMNO3ULMIO, COXPaHSAIOLLYHO NO MEHbLUEW Mepe NPUMEPHO
85%, npeanoyTUTENBHO NO MeHbLUEN NpUMepHO 90% 1 Hambonee NPEeANOYTUTENBHO
no MeHblWen npumepHo 95% OCTaTOYHOrO COAEPXKaAHUS KaKLOrO0 aKTUBHOIO
WHrpeamneHTa B AaHHbIM MOMEHT BPEMEHM, NPU N3mepeHnn npu nomowm BOXKX sYP
n Bugmmon Yactm cnekrpa (UV VIS).

OnTUMM3npoBaHHbIe cTabuneHble KOMMO3MLMM COOTBETCTBYHOT
xapaktepuctmkam, Kkotopble Tpebytotca cornacHo ICH Guideline Q1B wnnm

CPMP/QWP/122/02 Rev. 1, peneBaHTHbIM B OTHOLWEHWN TECTUPOBaHWUA
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NEeKapCTBEHHOr0  MpoAykTa Ha  CcTabunbHOCTb  ANA  uUenen  permcrTpayum
NeKkapCTBEHHOro cpeacTaa.

Komnoanyum  KOMOMHMPOBAHHBIX MPOAYKTOB MO MU30DPETEHUMIO  MOXHO
NPUMEHATb  ANA  NPOUNAaKTUYECKMX Lenem wunv  Ang  CUMMNTOMaTU4ecKoro
obneryerHns LUMPOKOro guanasoHa pecnmpaTopHbIX pacCTPOUCTB, U, CneaoBaTesbHO,
B OAHOM acnekte Wu3obpeTeHne OTHOCUTCA K MPUMEHEHMIO NoObIX Takux
apmaLeBTUYECKMX KOMMO3MLMA B KadeCTBE NeKapCTBEHHOro cpeacrtea. B
YaCTHOCTKW, KOMOWHMPOBaHHbIE MPOAYKTbI N0 M30DOpPEeTeHUO NonesHbl B
NPEAYNPEXAEHNN UMK NEYEHUN MHOTUX PECMMPATOPHBIX PaCCTPOWCTB, TakMX Kak
acTMa BCex TUMOB W XpoHuYeckasa obcTpykTmBHasa bonesHb nerkmx (COPD).

Takmm obBpasom, B ApyroMm acnekte u3obpeTeHne OTHOCUTCA K Ccnocoby
NpeaynpexaeHna nnn neveHns pecnupatopHoro 3abonesanuna, Takoro kak COPD,
BKMOYaKLEMyY BBEAEHME MaUMEHTY, HYXKAAWEMYyCsd B TakOM  NeYeHun,
TepaneBTUYECKM SPPEKTBMHOIO KONMyectea dapMaueBTUYECKON KOMMO3ULMM
COrnacHoO n3obpeTeHNHO.

B u3obpeteHun Takke npepgnaraetca npuMeHeHve dapmaueBTUYECKMX
KOMMO3MLMIA N0 U30BpEeTeHno Ana TepaneBTUYECKOro Unn nannnmaTmBHOro fneyYeHns
UKW NpeaynpexaeHns pecnmpaTopHblx 3abonesaHum n X CUMMNTOMOB.

PecnupatopHbie paccTpoucTBa, ans KOTOpPbIX npUMeHeHne
apmaLeBTUYECKMX KOMMO3ULMM N0 M30OpeTeHnto MoxeT OblTb  MNOME3HbIM,
npeacraBnaloT  cobom  pacCTpoOUCTBa,  XapakTepuayrowmecs  obCTpykumen
nepuepruyecknx AbixaTenbHbiX NyTEW B pesynbTarte BOCManeHus M npucyTCTBUS
CNN3K, TAKNE KaK XPOHUYECKUIA OBCTPYKTMBHbBIN BPOHXNONMUT, XPOHNUYECKNN BPOHXMT,
amdpumsema, ocTpoe nospexgeHne nerkux (ALT), MyKoBUCUMAO03, PUHUT W
PECNMPATOPHbIA  ANCTPECC-CUHAPOM Yy  B3POCHbIX/MNM  OCTPbIM  PECMNPATOPHLIN
ancrtpecc-cmHgpom (ARDS).

NMPUMEPbDI

Mpumep 1
A) C1abunbHOCTb OJHOKOMMOHEHTHbIX, N BYXKOMMNOHEHTHbIX U

TPEXKOMMOHEHTHbIX KOMOMHUPOBAHHBLIX KOMMO3ULIMKA a3p030J1IbHOrO pacTeopa

NcecnepoBaHne BbINOMHANM ANS U3YYEeHUA CTabUbHOCTU TPEXKOMMOHEHTHOW
kKombuHauun dopmoTepona dpymapara (FF), rnukonmppoHus Bpomumga (GLY) um
BeknomeTasoHa gunponunoHaTta (BDP) B kOMMNO3vuuM aspo30fbHOro pacTteopa, B

ynakoBke B Buae 6annoHa, npu BapbUPYOLLMXCS YCIOBUSAX XPaHEHWS:
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B pononmHeHne K TPEeXKOMMOHEHTHOM KOMBWHaLUMK, [BYXKOMMOHEHTHbIE
kombuHauyum (FF + BDP; FF + GLY) u egnHctBeHHbIM areHT (GLY) Bknovanu B
nccnegoBaHve, YTobbl OLEHUTL, MOTYT NN Kakme-nnbo BO3MOXHbIE B3aMMOLENCTBUSA
MeXAy aKTUBHbIMW WHrpeaueHTamm BrMSTb Ha CTabWbHOCTE NeKapCTBEHHOro
cpeactBa. GLY B ka4yeCTBe €4MHCTBEHHOrO areHTa rotoBuMiM B BUAE npenapara B
npucyTtcteum 1 B otcytcteme 1 M HCI, utobbl oueHnTb cTabunmampyrowmin sddekT
KMCNOTbI.

Komnosuuyumn naptum o6o06wensl B Tabnuue 1:

CocTtaB TeopeTUyeckM eamnHnLbl (MKI/akTMBauuio Ang KnanaHa 63 Mkn)
Onucanune Be3BoaHbLIN 1M HFA

BDP |FF | GLY Bcero
napTum aTaHon HCI 134a
FF + GLY . 6 25 8856 14 64899 | 73800
EE; CLY*1 100 | 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

OnbITHbIE NAPTUM XPaHUM B NEPEBEPHYTOM BUAE MPU Creayowwmx yCroBuax 1 asa
BannoHa aHanuanpoBann Ha cogepXaHue B KaKA0WN KOHTPOSIbHOW ToYke (Yepes 1, 2
n 3 MecsaLa XpaHeHns):

+5°C

+25°C/oTHOCUTENBHAas BNaxHOCTb 60% (YCKOPEHHbIE YCNOBUS XpaHEHNS)
+30°C/oTHOCUTENBHAsA BNaXKHOCTb 75%

+40°C/oTHOCUTENBHAs BNaXXHOCTb 75%

OcTtatoyHoe copepaHue akTUBHOrO  WHrpeaueHTa  WU3MEPSANKW,  MUCNOonb3ys
CTaHaapTHble XpomMartorpaduyeckme NPoTOKOMbI.

PesynbTathl
Tabnuua 2
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Beknomerasoxa dopmoTtepona pymapart MukonuppoHusa 6pomu
Maptna aunponuoHar P P ymap PP p A
™ 2M M ™ 2 M 3 M ™ 2M M
5°C 98.820.0|98.620 4 |96.621,6 |96.7+1.1|94 621,6|102,941,6 | 98,0602 96,7+1.0 98,803
° 0
2> C160% 1 96,3:0,8 |- 96,6+0,898,1£2,1(95,9+1,0(96,4+0,1 |96,8+0,8(97,5£0,1(98,220,1
30°C/75% | 96 740.0 | 97,4+1,3|97,140,0 | 96,5+0,6 | 97,8+0,6 |92,5:0.0 |98.2+0.7|97,140,5|98,240,0
RH 1 — H 1 — 1 1 — 1 1 — 1 1 — 1 it — t t) — t 3 — l 1 — 1
° 0
?z?fﬂM 974404 |93.342.9 97120 8 |95.7+0.8 |94 242 9| 88.6£0.4 |97,6£0,0(97,5:0.6|98.9+0 8

UTO kacaeTca TPEXKOMMOHEHTHON KomOuHauuwn, cogepxanme BDP n GLY B
BannoHe He noaBepranoch 3HAYUTENBHOMY BO3AENCTBUIO BPEMEHM N TEMMNepPaTypsb!.
HanpotuB, cogepxanue opmotepona dymapara B BannoHe CuUnbHO 3aBMUCENO OT
%
CHWXKanca B 3aBUCMMOCTM OT BPEMEHW W TemnepaTypbl; 4Yepe3 3 mecaua npwu
+30°C/75% RH % octatka gocturan 92,5%; yepes 3 mecaua npun +40°C/75% RH oH

yMeHbLuancsa o 88,6%.

YCINOBUA  XpaHEeHUs: ocTatka Mo OTHOLIEHWIO K Havany oTcyeTa BpeMEeHU

OTHOCUTENBHO ABYXKOMMNOHEHTHOW KOMBUHaummn FF+GLY cmoTpu Tabnuuy 3:

Tabnuua 3
MapTtusa dopmoTepona pymapar FmMukonuppoHusa 6pomug,
1M 2M 3M 1M 2M 3M
5°C 96,440,1 | 94,6+0,1 | 100,0£1,1 | 97,441,4 | 97,7+1,6 | 99,0+1,2
25°C/60%RH | 96,6+1,2 | 95,6+1,5 | 96,8+0,5 | 99,2+1,2 | 98,2+0,1 | 98,8+1,4
30°C/75%RH | 95,9+0,6 | 94,0+1,8 | 91,2+0,4 | 98,3+1,4 | 95,7+1,1 | 98,1+0,4
40°C/75%RH | 93,7+1,5 | 90,9+0,6 | 88,1+0,5 |97,5+0,2 | 96,9+1,0 | 98,2+0,1

KomnoHeHT GLY octaBancs ctabunbHbIM Mpu BCEX TECTUPYEMbIX YCNOBUSIX.
Kak 1 B TPEXKOMMNOHEHTHOW KOMOUMHaUuMK, copgepxaHne dopmoTepona dymapara B
BannoHe CUMbHO 3aBUCENO OT BPEMEHW M TemnepaTtypbl: 4Yepe3 3 mMecaua npwu
+30°C/75% RH oHo cHwkanock ao 91,5%; yepes 3 mecsaua npm +40°C/75% RH oHo
cHwxanocb Ao 88,1%.

HanpoTtuB, coaepxaHne dopmoTepona B ABYXKOMMOHEHTHOW KOMOWHaLmm
FF+BDP He cHwkanocb ObICTPO C TEYEHMEM BPEMEHU MPU MOOLIX Pa3fMYHbIX
YCNOBUAX XpaHeHUda. ITW NpOTMBOpeEUMBbIE HADNIOAEHNA NPUBOAAT K BbIBOAY, YTO
npucyTtcteue GLY B koMBuHauum ¢ popmoTepona dpymapartom okasbiBaeT 3deKT
Aectabunusaumm popmoTtepona dpymapara.

OBHapyxeHO, 4TO B KOMMO3MUMW C OAHWM areHToMm, cogepxawen GLY,

COXpaHseTcsa MocTosHHoe copepxaHue B npucytcteBue 1 M HCI, HO OHO cunbHO
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3aBUCENO OT BPEMEHM N TEMMEPaTypbl XPaHEHWUS, ECIN KACMOTY HE BKMOYanm.

B) AHanus npumecen/npoayKkToB paspyLUeHUs

Bce «komnoavumu, xpanumBwvecs npu  40°C/75% RH, wvcnbirbiBanm
CTaHgapTHbIM cnocobom BOXKX B YP 1 BUAMMOM CBETE Ha HEXMpParbHbIE NPUMECK U
NPOAYKTbI Pa3pyLUEHNs aKTUBHbIX KOMMOHEHTOB. MS(macc-cnekTpoMeTpuyecKkmii)-
LETEKTOP MCNONb30Banu Ans NOATBEPXKAEHUS MOMNEKYNAPHbBIX Macc onpeaeneHHbIX
NPUMECEN/NPOAYKTOB  paspylleHns, obHapyxeHHbix B 6annoHax FF+BDP wu
FF+GLY+BDP.

PesyneTatbl:

[MpoaHanuanpoBaHHble METOL0M BOXKX/Y®, Takne KOMMO3ULMK,
copgepxawme n FF n GLY, umenu BbICOKME YPOBHM MNPOAYKTOB paspyLUeHus,
OTHOCAWMXCA K opmoTepona dymapaty. Takke oTMevanocCb, YTO KONUYECTBO
KaXX4oro NpoAyKTa paspyLUeHnsa yBennymMBanochk C TEMNepaTypou.

BbInn ngeHTUPULMPOBaHbI TPM OCHOBHbLIX NpoAykTa paspywenus: DP1, DP2
N HEM3BECTHBIN NPOAYKT paspyweHnsa (o6osHaveHHbin DP3). MNpucyTcTBre aByX 13
aTmx npogykroe paspywenuna (DP1, DP2) paHee 6bino obHapyxeHo B Foster®-
NOA006HbBIX KOMMO3ULMSX, COAePXKaLLMX TOMNbKO HU3KWUE YPOBHWN KUCTOTbI.

B) TutpoBaHue coaepxaHusa KNCNoThbl

Tak kak pesynbTaTbl TeCTa Ha CTabunNbHOCTb M MPUMECHK YKasann Ha BaXXHOCTb
KACNOTbI B KOMMNO3MUMAX Ana  crabunusauum dopmoTtepona dymapata B
NPUCYTCTBUM  [NIMKONUPPOHMA  Opomuaa,  nonydanm  CepuM  KOMMO3MLMKA
TPEXKOMMOHEHTHbIX KoMOBuHauun ¢ gobasneHHon 1 M HCI B ananasone ot 0,191
MKr/MKN 1 ao 0,254 mkr/mkn. B kaxgon Tectupyemon nape obpasuyoB KMcnopog wu3a
ofHoro 6annoH 6bin yaaneH BakyyMHbIM ODXaTWem C LEenbi U3YYEeHUs BIMSHUS
KMCNOpPOAa Ha NPOLECC pa3pyLUEHUS.

Yepes 3 mecsauya npu 25°C/60% RH obpasubl aHannanpoBanm Ha OCTato4vHoe
copepxaHme B BannoHe akTUBHbIX MHIPEANEHTOB M OCHOBHbBIX MPUMECEN/MPOLYKTOB
paspywenns. KomnoHeHTel GLY n BDP Obinu ctabunbHbl B TedeHne 3-MeCa4YHOro
nepvoga W MNOABEPranMCb He3HaYUTENbHOM paspylleHunto. Pesynbtatel  Ans

KOMMOHEHTa goopmoTepona dymapar nokasadsl B Tabnuue 4.
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Tabnuua 4

Ypanenne (1 MHCI |[®opmorepona |Cymma DP3

Kucriopoga |MKr/mkn |dymapar npPoOAyKTOB (% or Bcen
(% octatka B t|pa3pyweHus KOMMNO3ULMK)
0) (% oT BCen

KOMNO3nLunn)

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

CpasHuBasa Te obpasupl, U3 KOTOPbIX ObIN yaaneH kucnopod, Habnoganoch
nocnegoBaTtenbHOe CHWXKeHne % npoAykToB paspywweHna FF no mepe nosbiweHus
copgepxkanma kmenotbl oT 0,191 mkr/mkn yepes 0,222 n 0,234 mkr/mkn. CyMMapHbIA K1
nHAMBMAYanbHbIM % NPOAYKTOB PaspyLUEHUS MPU 3TUX 3HAYEHUSX KUCMOTbl ropasao
HMKe 1% B KaxaoM  Ccrydae W, CrnefoBaTenibHO,  HWKEe  YPOBHEWN
naeHTndmrkaumm/keanndmkaymm 4na peructTpaumm nekapcTBeHHoro CpeacTaa.

OTn pesynbTatbl Takke oO3HadarT, 4TO0 6e3 ypaneHus kucnopoga
KOHUEHTpaums Kucnotel B K30bITke npumepHo 0,22 MKr/MKN  AEUCTBUTENBHO
npmBOAMUT K oBpaTHbIM pesynbTartam B ctabunusauymm FF.

Takum obpasom, Ha OCHOBaHWW AaHHbIX PEe3ynbTaToB, ABYXKOMMOHEHTHbIN
NN TPEXKOMMOHEHTHBIN KOMOUHNPOBAHHbBIA MPOAYKT, COAEPXKALUNA TTIMKOMMPPOHNS
Bpomng n opmotepona dymapar (M BO3MOXHO HeknomeTrasoHa AunponMoHar),
MOXHO OMNTUMAanbHO CTabUNM3NPoBaTb ANA KIMHUYECKUMX U KOMMEPYECKUX Leneun
nytem BkntoveHus B coctas 1 M HCI B konumuectee ot 0,191 u go 0,234 mkr/mkn,
npegnoytuteneHo oT 0,19 n go 0,23 MKr/MKN B KOMMNO3UUMKM B BUAE pacTeopa, U3
KOTOPOW ObIn yaaneH KMcnopoa.

Mpumep 2
CrtabunbHocTb TPEXKOMMNOHEHTHbIX KOMOUHUPOBaHHbIX KOMMO3ULINUIN

al3p030J1bHOro pacreopa

NccneposaHue BbIMNONMHANN Cc Lenbro N3yyeHns cTabunbHOCTH
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TPEXKOMMOHEHTHOM KOMOMHauum dopmoTepona dymapata (FF), rnvkonupporHus
Bpommpa (GLY) wn OeknometasoHa aunponvoHata (BDP) B komnosuvumm
aspo30nbHOro pacteopa C pasHbiMv  ypoBHAMKM 1M  HCI, 4TtoBbl OUEHUTL
cTabunmampyrowmin - apekT KUCNOTbl, B OBbIYHbIX antoMUHMEBLIX BGannoHax,
CHabXeHHbIX cTaHgapTHbiMK knanaHamn EPDM, ofxaTbiMn npu BapbUpyHOLLMXCH
ycnoBusix (@ UMEHHO C ypaneHuem wunu 0e3 yganeHus Kucrnopoga BaKyyMHbIM
obxartmnem).

CocrtaBbl napTu n3noxeHsl B Tabnuue 5:

Tabnuua 5
CocTaB TEOPETUHECKUA €AMHULbI (MKI/akTMBaUWIO ANnda knanaHa 63 MkI)
Ne komn. BDP |FF |GLY Be3ssogHbIn (1 M HCI HFA Beero
aTaHon (KOHL. MKr/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)

OnbITHBIE NapTuM xpanHunn npu +25°C/oTHOCUTENBHOM BnaxHoctn 60%
(yCnoBMSA YCKOPEHHOrO XpaHeHWs) B MEpPeBEPHYTOM MNONOXEHUM 1 aBa HannoHa
aHanMsanpoBann Ha COAEPXaHWE B KaXAOW KOHTPONbHOM Touke (depes 1, 2 n 3
MecsLa XpaHeHus).

OcTaTtoyHOe copepXaHMe KaK4oro akTMBHOMO WHrpeaneHTa Wn3mepsanu,
MCNONb3ya CTaHAapTHbIE XpoMaTorpaduyeckme NpoTOKObI.

Pesynbtatel 4epe3s 3 mMecdua XpaHeHus npeacTaBfeHbl B CreayroLlen
Tabnuuye 6, roe ANa Kaxaou KOMMO3ULMK PSAOM C K&XAbIM MAEHTUUKALMOHHBIM
HOMEPOM BKOYEH Kog V ans BakyymHoro obxatma m N gna obbliyHoro obxatus
(6e3 yganeHus kucnopoga).

Tabnuua 6. PesynbtaT ucnbitaHMsa Ha CTabunbHOCTb ANS KOMMO3MLUMA N3
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Tabnuuypsl 5
Homep BDP FF GLY Mpumecu/npoaykrbl
komnoanumn/ | (% octatka | (% octatka | (% octatka Bt | paspyweHus (% ot
obxarme Bt0O) Bt0) 0) BCEW KOMMNO3ULN)
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%)

JKCnepuMeHT nokasan, 4to  KoHueHTpaymm 1M  HCI Bbiwe 0,230
yBENMUMBaOT 0bOpasoBaHMe MPOAYKTOB paspyweHns, u B 4actHoctm DP3, B
KOMNo3uumsx, obxatbix 06bluHbIM 0Bpasom. BakyymHoe o6xatne nossonsaet
n3bexarb obpasoBaHMs NPOAYKTOB paspylleHns, n B 4YactHocTu DP3, BnnoTb Ao
KoHUeHTpaumm 1 M HCI 0,243.

Takum obpasom, AaHHbIE pes3ynbTaTbl NOATBEPXKAALOT, yTO
TPEXKOMMOHEHTHbLIM  KOMOMHMPOBAHHLIM  MPOAYKT, COAEPXKALLUMA  MUKOMUPPOHMS
Bpomug, bopmoTepona dymapaT U BO3MOXHO BeknoMmeTasoHa AUNpPOonnMoHaT, MOXET
ObITb ONTUMaNbHO CTabuUNMaMpoBaH ANS KIIMHUYECKUX N KOMMEPYECKUX Lienen nytem
BkrtodeHnsa 1 M HCI B konuuectee o1 0,19 1 o 0,243 mMkr/MKn, NpegnoyvTUTENbLHO OT
0,19 n po 0,230 MKr/MKN B KOMMNO3NUMIO pacTteopa, obxkaTtyro 6e3 ypaneHus

kncnopoga, un ot 0,19 n go 0,243 npm obxaTtum C yganeHmem Kmcnopoaa.



POPMYINA N3OBPETEHUA

1. PapmaueBTrYeckaa KoMNo3num4a, cogepxailas:

(a) rnmkonmppoHus Bpomng B fosmposke B amanasoHe 0,5-100 mkr Ha
aKTMBaLMIO;
(6) dhopmoTEPON MNK €ro Comnb B AO3MPOBKE B AnanasoHe 1-25 Mkr Ha

aKTMBaLMIO; U

(B) BeknomeTasoHa AUNPOnNMOHaT B A03MPoBKE B AmanasoHe 50-250

MK Ha aKTUBaUuIo,

pactBopeHHble B HFA  (rmapodTopankaHoBOM) — nponenneHte u
copacTBopuTerne, OTNMYarLWascsa TeM, YTO yKasaHHas koMnoavumsa cogepxut 1 M
HCI B konn4yecTtee B ananasoHe 0,1-0,3 Mkr/mkn.

2. Komnoauums no n. 1, rae ananasoH 1M HCI cocraenset 0,15-0,28 mkr/mkn.

3. Komnosmuma no n. 1, rae amanasoH 1M HCI cocrasnset 0,19-0,245
MKI/MKT.

4. dapmaueBTmyeckas Komnosmums no  nwbomy w3 nn. 1-3, rae
copacTBopuTenb npeacraBnseT cobon sTaHon B KOHUeHTpauum ot 8 pgo 20%
mMacc./macc.

5. ®dapmaueBTudeckana komnosuums no nobomy m3 nn. 1-4, rge Cconb
dhopmoTepona npegcrasnseT cobon gopmoTepona pymapar.

6. dPapmauesTmyeckaa komnosvuyma no nwbomy w3 nn. 1-5, rge (a)
FMUKONMPPOHMS BpoMna HaxoauTcs B A03npoBke B auanasoHe 1-40 Mkr Ha
akTmBauuto; (6) popmMoTEPON UMK ero Comnb HaxXoaMUTCA B AO3MPOBKE B AManasoHe 5-
15 MKr Ha akTmBauuto; 1 (B) BeknomeTasoHa AUNponnoHaT HaxoauTCs B O3MPOBKE B
AnanasoHe 50-250 MKr Ha akTuBaumio.

7. ®dapmaueBTudeckaa komnosuuuss no mobomy wm3 nn. 16, roe (a)
FMUKONMPPOHUS BpomMmg HaxoguTca B A03MpoBKe 5-26 Mkr Ha aktmBauuo; (0)
dhopMOTEPON UMK €ro Corb HAaXOAUTCA B AO3MPOBKE 6 UNK 12 MKM Ha akTMBaUmio; n
(B8) GeknomeTasoHa gunponuoHaT Haxogutca B poaupoBke 100 mnm 200 MKr Ha
aKTMBauuio.

8. dapmaueBTMyeckas KoMno3mumsa no ndomy na nn. 1-7, na kotopoun Bbin No
CyLLEeCTBY yaaneH KUCrnopoa.

9. dapmaueBTMUECKas KOMMNO3NUMS no Nobdomy m3 nn. 1-8, fONOMNHUTENBHO
cogepxawias oguvH unm Bonee [OMNOMHUTEMbHBIX (apMaUeBTUYECKU aKTUBHbIX

WHIPEeaMEHTOB, BbIOpaHHbIX W3 Tpynnbl, cocTosAwen mu3 ©GeTa-2-arOHUCTOB,



KOPTMKOCTEPONA OB, aHTUMYCKAaPUHOBLIX areHTOB U MHIMBNTOPOB docdoanacTepasbl
(IV).

10. dapmaueBTunyeckaa KomMnosnums no nrdomy 13 nn. 1-9 Ans NpUMeHeHNs
B npeaynpexaeHun mnu nedeHumm actmel 1 COPD (xpoHudeckoe 0BCTpyKTMBHOE
3aboneBaHune nerkmx).

11. A3p030nbHbIn BannoH, coaepxxawmmn dpapmMmaueBTUYECKYH KOMMO3ULMIO MO
nodomy 13 nn. 1-9.

12. Cnoco® 3anonHeHus BannoHa no n. 11, BkNOYaWMW Ccnegyolme
cTagmu:

(@) npurotToBneHWe pacTteopa rnuKonuppoHMsa Bpomuaa, dopmoTepona
dymapata n BO3IMOXHO OeknomeTasoHa AMNPONuoHaTa B copacTBopuTene, K
kotopoMy 6bina pobasneHa 1 M HCI B konuuectBe 0,1-0,3 MKI/MKIT KOHEYHOrO
pacTBopa,;

(6) 3anonHeHne as3po30sbHOro 6annoHa ykasaHHbIM pacTBOPOM;

(B) nomeLLeHme knanaHa Ha BannoH n obxaTtue; n

(r) sanonHeHne 6annoHa nog AasneHnem HFA nponenneHTom yYepes knanaH.
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Hassanue n3o0peTeHns:

Kom6udupoBaHHas Tepanus COPD

3asBUTEb: KbE3U ®APMAUYEYTHUYU C.I1.A.

L] Hexoropwie nynkrbl popmyabl He noasexat noucky (cm. pasaen I 10noaHuTe bHOr0 AHCTA)

D Ennncreo usobperenus He cobaroaeHo (cv. pasaen I 10noHuTeALHONO JIMCTA)

A. KIITACCUOUKALIMA IPEJIMETA U30BPETEHHS:

AGIK 31/167 (2006.01)
AGIK 31/40 (2006.01)
AGIK 31/575 (2006.01)
AGIP 11/00 (2006.01)

Cornacio MesxayHapoanoi narentHol kiaccudukauun (MITK) unn HauvonanbHok knaccupukanuu 1 MIK

b. OBJIACTD TIOMCKA:

MHHHMYM NPOCMOTPEHHON AOKYMEHTaLKK (cucTeMa Kinacchdukaunu 1 nnaekce MITK)

A61K 31/00, 31/167, 31/40, 31/575, 9/00, 9/12, A61P 11/00

prl‘aﬂ IPOBCPEHHAS JOKYMCHTAMA B TOH MEpPE, B KaKoW OHa BKJIIOUEHA B 00JIaCTh MOMCKA:

B. JIOKYMEHTBI, CYMTAIOIIUECS PEJIEBAHTHLIMH

Kareropus* CCBUIKM Ha JOKYMEHTBI C YKa3aHHEM, IJIE ITO BO3MOXHO, PEJIEBAHTHBIX YaCTeH OtHOCHTCA K MYHKTY No

Y WO 2007/121913 A2 (CHIESI FARMACEUTICI S.P.A.) 01.11.2007 1-12
pedepart, c.7, ctpoku 23-27, ¢.10, crpoku 20-28, npumep 1,
nyHKTbl Gopmyiet 1, 3, 4, 6, 8-14

Y US 6475467 B1 (JAGO RESEARCH AG) 05.11.2002, kon.5, ctpoka 13-xo1.6, 1-12
crpoka 4, xon.8, ctpoku 5-30, npumep 4

A US 2007/0196285 A1 (MEDA PHARMA GMBH & CO.KG) 23.08.2007 1-12

A US 2002/0025299 A1 (CHIESI FARMACEUTICI S.P.A.) 28.02.2002 1-12

D NOCTEAYIOIIME AOKYMEHTBI YKa3aHb! B MPOAOIDKEHNH Tpadsl B

D JaHHbIC O MAaTCHTAax-aHa/0rax yKasaunsl B NNPpUI0KEHHH

* OcobBIe KATErOPHH CCHITOYHBIX JOKYMEHTOB:

"A" JNOKYMEHT, onpeaeasomuii o6uivi yYpoBEHb TEXHHKU

"E" 6onee paHHUI JOKYMEHT, HO ONYOIMKOBAaHHbIHM Ha JaTy
N0JIa4M €Bpa3niCKOM 3aABKH WIH NOCIIE HEe

"O" NOKYMEHT, OTHOCAIIUHCS K YCTHOMY PAaCKPBITHIO, SKCNIOHM-
POBAHMIO H T.A.

"P" JOKYMEHT, ony0JHKOBaHHbIA 0 JaThl I0Ja4H €BpasHACKOl
3as4BKH, HO M10C/ie AaThl HCNPALIUBAEMOr0 NPHOPUTETA

"D" MOKYMEHT, NPUBCACHHBIH B €Bpa3HACKON 3adBKe

"T" Gonee MO3/iHKIA JOKYMEHT, ONyOJIHKOBAHHBIH 110CIIE JaThi
TIDHOPHTETA W NPUBEACHHEIMN U1 NOHUMAHHS H300peTeHUs

"X" HNOKYMEHT, UMEIOILHit Haubonee 6IM3KOE OTHOLIEHHE K NMPEAMETY
NOKCKA, NMOpoYAaLUii HOBU3HY WJIH H300PETATENLCKUI YPOBEHD,
B3ATBIA B OT/AEIBHOCTH

"Y' NOKYMEHT, UMEIOIHiT Haubonee 6IM3KOE OTHOLWIEHUE K NPEIAMETY
MIOHCKA, NOpoyaluil H300peTaTeNIbCKHH YPOBEHD B COYETAHHH C
JIDYTHMH JOKYMEHTAMMU TOH e KaTeropHu

"&" NMOKYMEHT, ABNAKOIMICA RATEHTOM-aHaI0roM

"L" [OKYMEHT. NPHBEACHHEINA B APYIUX LIENAX

IlaTa JECHCTBUTENBHOTO 3aBCPUICHHUSA NATCHTHOI'O MOMCKA!
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