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- HHCTPYKIIUA
10 MEJUIIMHCKOMY IIPMMEHEHHIO JIEKApCTBEHHOTO CPENCTBA

PEJIBAP 5JIJIMIITA / RELVAR ELLIPTA

Toprosoe nanmenosanue npenapara: Pensap Omminta/ Relvar Ellipta.

I'pynnuposounoe HauMenoBanue: ¢ayrHkasoHa ¢ypoar + sunanrepos/ fluticasone furoate -+
vilanterol.

JlexapcTBenHas Gopma: NOPOIIOK JUIst HHTAJIALH JO3HPOBAHHEIH.

COCTAB Ha 1 no3y (x0J144eCTBO B OXHO sueiike)

Cmpun ¢ eunanmeponom

JeficTByIo1ee BeIECTBO: BIIAHTEPOJIA TPH(EHATAT MUKPOHH3HPOBAHHBIH 40 MKT (B epecueTe
Ha BUJIAHTEPOJT 25 MKT)*,

BcnomorarensHeie BCIIECTBA: MarHus CTe€apart, JaKTO3bl MOHOTUPAT.

Cmpun ¢ gnymuxazona gpypoamom
HeficTyomee BemecTBo: uyTHKa3oHa GypoaT MUKpORH3MpoBaHHEI 100 MKr* (103upoBKa 92
MKT + 22 MKr/no3a) unu 200 Mxr* (nosupoBka 184 MKr + 22 MKr/no3a).

BcnioMoratensHoe BCIICCTBO: JIAKTO3BI MOHOrUApaT

*YKa3aHo HOMHHAIBHOE KOJMYECTBO MEHCTBYIONNETO BEUIECTBA, 3aKIajibIBAEMOE B nporecce
TIPOM3BONCTBA; HOCTABIICHHOE KONWYECTBO COCTaBNfgeT 22 MKI BUNaHTepona, 92 Mkr u 184 Mxr
¢myTHKaszoHa ¢ypoara, 9T0 COOTBETCTBYET yKa3aHHBIM JO3HPOBKAM.

OIINCAHUNE

1I1acTUKOBEI MHTANATOP C KOPIYCOM CBETJIO-CEpPOro IBETA, OneHO-roy60#  KphIKoi
MYHQUITYKA W CHUCTYHKOM [I03, YNAKOBaHHBIA B KOHTeHHep H3 (ONBIH, CONEpKALIMii
BJIArONOTIOMAOMKH  nakeTHk. KoHTeHHep 3ameuataH Jierko OTKpBIBArOIEHcs (ombroit.
Wuransrop copepxuT nBa CTpUNa, KaXIbli CTPUIT COCTOUT U3 30 PaBHOMEPHO paclpeieIeHHbBIX
AYECK, KaXasd U3 KOTOPHIX COOEPKUT MOPOIIOK 6eoro npera.
PAPMAKOTEPAIIEBTUYECKAS T'PYHIIA

CpencTsa U JiedeHHs OGCTPYKTUBHBIX 3a60/MEBAHMH ABIXATENBHEIX nyTei. AIpeHepruyecKue
CpeacTsa B KOMOMHALMM C KOPTHKOCTEPOMAAMM MIIM MPOYMMM CPENCTBAMH, 33 HCKIIOUECHHEM
@HTHXOJIMHEPTUYECKHX.

Kox ATX: R03AK10.



®APMAKOJIOTHYECKHE CBOICTBA 8970 -201¢
dapMakoIHHAMHKA

MexauusM necTeus

OiytrkasoHa ¢ypoaT W BUIAHTEPON NPEACTABNMIOT COOOM [BAa Kiacca JIEKapCTBEHHBIX
MpenapaToB (CHHTETHYECKHH KOPTHKOCTEPOMJI M CENEKTHBHBIA aroHUCT 6eTaz-pelenTopoB
IJIUTENBHOrO NeUCTBHSA).

PapMakoIHHAMHYECKOE IEHCTBUE

Dnymuxasona dypoam

Onyrrkasona  ¢ypoar  npexacTaBnseT  coGOM  CHHTETHYECKME  TpH(TOPHPOBAHHBIIA
KOPTHKOCTEPOU], C BBIPAXEHHBIM NPOTHBOBOCIIAIMTENLHEIM JeiicTBHEM. TOUYHBIH MeXaHu3M
BO3/ICHCTBHs (IryTHKasoHa (ypoaTa Ha CHMIITOMBI aCTMbl M XPOHMYECKOM OGCTPYKTHBHOM
Gonesnn nerkux (XOBJI) HeusBecTeH. 3BeCTHO, YTO KOPTHKOCTEPOH/IEL LIIMPOKO BO3JACHCTBYIOT
Ha MHOTHE THIIBl KJICTOK (HAanpUMep, 303WHOGMIIBI, Maxpodard, TMMQOLMTE) H MEIHATOPHI
(HanpuMep, UTOKUHEBI ¥ XEMOKHHEI, BOBJICYEHHbIE B BOCIATHTENbHEIH IpoLecc).

Bunaumepona mpucdbenamam

Bunantepona tpudeHnarar npescTaiseT coGOH CETEKTUBHBIM ITHTENBHO JeHCTBYIOMMH GeTas-
aroHuct (JIJIBA).

DapmMaKOIOrHIecKoe [ICHCTBUE aroHHCTOB GeTa-a/|peHOPENENTOPOB, BKIIOYAS BUIAHTEpONA
TpU(EHATAT, KaK MHHAMYM OTYaCTH OOYCIOBJEHO CTHMYJALHEH BHYTPUKIETOUHOMN
alCHWIIMIJIa3hl - depmenTa, SBJIAIOLIErocs KaTajl|u3aTopoM NpEBpaILeHUs
apeHosuHTpudochara (ATD) B umwIHYecKuit-3’,5’-aeHO3MHMOHO(GOChAT  (LMKIHYECKHMit
AMO®). TloBbllIeHHEIE TOKa3aTel YpoBHS AM® BEI3HIBAIOT pacciablieHHe TMAAKHX MBI
OpOHXOB ¥  MHTMOMpOBaHHE BHICBOOOX/IEHHMS  MEIMATOPOR  THIEPIYBCTBHTEIBHOCTH
HEMEUICHHOT'O THIIA U3 KJIETOK, B OCOOEHHOCTH M3 TYYHBIX KJIETOK.

Mexny xoprukoctepoupamu u JUIBA IPOMCXOMT MONEKYISPHOE B3aUMONEHCTBHE, B
PE3YNBTaTE 4Ero CTEPOMIBl AKTHBHPYIOT TeH O6eTar-pelenTopoB, TEM CaMbIM IOBBIIIAs
KOJIMECTBO W YyBCTBUTEJIBHOCTE perenTopos. [IJIBA moAroTaBnMBarOT TIIFOKOKOPTHKOMIHKIH
PELENTOp K CTEPOMI03aBHCHMON aKTHBALUM H YCHJIMBAIOT SAEPHYIO TPaHCIOKAIMIO B KIIETKAX.
JlaHHBIE ~ CHHEPTHAHBIE  B3aUMONEHCTBHS  HAXONAT  OTPAXEHHE B  [IOBBIIEHHOM
NPOTHBOBOCTIANITEILHOM ASHCTBHM, HAGIOAaBIIEM S in Vitro ¥ in Vivo B psaje BOCIaNUTEBHBIX
KJIETOK, IMEIOIINX OTHOIIEHHE K MAaTO(H3NONOTHH KaK acTMBL, Tak 1 XOBJI. B MOHOHYKJICapHBIX
KIeTkax — mnepudepuueckol KpoBd Yy mammeHtoB ¢ XOBJ  Gonee BBIpOXEHHOE
IPOTHBOBOCTIAIMTE/IbHOE JIeHCTBHE HAOMIONANOCh B NMPUCYTCTBHM KOMOMHALMH (IyTHKa30HA

ypoata/BunanTeposia 0 CPaBHEHHIO C OIHMM (IIyTHKa30HAa (ypoaToM B KOHIEHTPALWSX,
2
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AOCTHTa€MBIX IIPH NPUMEHEHUH B KIMHHYECKHUX N03aX. YCUJICHHBIH MPOTHBOBOCTIANMTENBHbII
addext komnonenra JJJBA 6GbU1 CXOK ¢ TAaKOBBIM, HAGIOAEMBIM NIPA NPHMEHEHUH OPYTHX
xom6unauuiit UKC/IJIBA.

Kminuyeckas sdbextusHocTs u GesonacHocTs

Acmma

B Xone Tpex paHIOMHM3MpPOBAHHBIX HBOMHBEIX CIEIBIX uccnenosanuii II daser (HZA106827,
HZA106829 u HZA106837) pasnuunoit IIPOJTODKUTENEHOCTH OLEHMBANKMCE OE30MaCHOCTh M
s¢dexTuBHOCTE KOMOUHAIMH (DITyTHKA30HA (ypoat / BUIAHTEPON y B3POCHEIX MAMEHTOB K
MOAPOCTKOB ¢ MEPCHCTUpYIOINEH acTMOH. Bee mauuents mpuxnmanu UKC (MHranAUMOHHKII
KopTHKOCTepou) ¢ unu 6e3 JIIBA Ha NpoTsxeHuu MUHUMYM 12 Henens no mocemenus 1. B
ucenenosanun HZA106837 y Bcex malMeHTOB OTMEYaIoch Kak MHHHMYM OIHO 060CTpeHHE B
TEHCHUE TONa, MpEeNIIECTBOBABIIEr0 MOCEIEHHIO 1, TpU KOTOpPOM TpeboBanace Tepamus
NEPOPATEHEIMA  KOPTHKOCTEPOUAaMHU.  TIpOJOIIKHTENEHOCTE  HCCIIeOBAHMS HZA106827
coctaBisna 12 Henmems. B xome McclenOBAaHMS ONEHMBANACKH 3¢ deKTHBHOCTE KOMOGUHALKH
(myTrkasona ¢ypoar / BUNaHTepon 92/22 mMxr [n=201] u duyTrkazona dypoara 92 mxr [n=205])
Mo cpaBHeHMIO ¢ mrauebo [n=203]. Bce mpenapartsl NIPUHUMAITICE OfIWH pa3 B CYTKH.
IponomxurensrocTs uccnenopanus HZA 106829 cocrarnsna 24 Helenu. B xoxe uccnenopanus
OLCHUBANIACE 5()(HEKTUBHOCTD KOMOUHAUMM (ITyTHKA30HA dypoar / Bunantepon 184/22 mxr
[n=197] u dnyruxasona dypoara 184 mxr [n=194]) npu npumenennu omun pas B CYTKH IO
CP2BHEHHMIO C (IIyTHKA30HA POMHOHaTOM 500 MKT aBa pasa B cyTku [n=195].

B wuccnenorannsx HZA106827/HZA106829 KOMOMHUPOBAHHBIMM MEPBHYHBIMH KOHEYHEBIMH
TOYKaMH OLEHKM 3((EKTUBHOCTH GBI U3MEHEHHE MHUHHMATBHOIO MOKA3aTells] O®B; B xoz1€
KIIMHUYECKOr0  BH3UTAa (HO INIPUMEHEHHS OGpOHXOIUTHYECKOrO CpPeACTBA M [0 Hayana
A03UPOBAHKS) B KOHIIE NIEPHO/IA JIEYEHHS Y BCEX NAHEHTOB 1i0 CPaBHEHUIO C HCXOIHBIM YPOBHEM
M B3BCIICHHOE CpepHee 3HaueHWe cepuitHoro O®B; uepes 0-24 waca mocne IpHeEMa NO3EI,
BRIMHCIICHHOE ISl IOATPYTINEI IALUEHTOB B KOHLE NEpHOa Teparuy. MaMeHeHue HPOLIEHTHOTO
COOTHOLICHHS 24-4acOBBIX MEPHOLOB Ge3 MpemnapaTos SKCTPEHHON IOMOLIM IO CPABHEHHIO ¢
HCXOIHBIM YPOBHEM OBLIO BTOPHYHON KOHEYHOM TOYKOIL. PesynbTatsl B oTHOWIEHUH HEpBHYHBIX
H KJIFOYCBBIX BTOPHYHBIX KOHEYHBIX TOYEK JAHHBIX HCCIIEN0OBAHMUI npuseznensl B Tabnune 1.
Ta6nuua 1. Pe3yibTaThl B OTHOIIEHHH TIEPBHYHBIX M KIHYEBLIX BTOPHYHBIX KOHEYHbIX

To4ek uccienoBanuit HZA106827 u HZA106829

Ne nccenosanus HZA106829 [ HZA106827
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Tlosa O/BU* (Mukporpammsr) | dO/BU 184/22 opnn | GD/BU 184/22 onun | @D/BU 92/22 opun |PP/BH 92/22 onun pas
pa3 B cyTiu 1 DO 184|pas B cyriu u OIT 500} pas B cyrku u @D 92| B cyTkH K nnanebo

OHHH pa3 B CYTKH ABa pa3a B CyTKHY OJI¥iH pa3 B CYTKH OJI¥H pa3 B CyTKH

VsMeHeHNe MHHUMANIbHOrO nokasatesst OB, ¢ nepeHocoM Bnepen AaHHbIX nocaeanero aGmonenus (IIBJITH) no cpaBHEHHIO

C HCXOAHBIM YPOBHEM

Paznuuus MEXIy NpenapaTramu 193 mn 210 Mn 36 mn 172 Mn
Benuuuna P p<0,001 p<0,001 p=0,405 p<0,001
(95%-# TH) (108, 277) (127,294) (-48, 120) (87,258)

B3peleHHoe cpefiiee 3Hauenne cepulinoro O®B, yepes 0-24 yaca nocie npuema A03b!

Pasnuaus MeXJIy npenapataMmu 136 mn 206 mn 116 Ma 302 mMn
Bemuunna P p=0,048 p=0,003 p=0,06 p<0,001
(95%-# ) (1,270) (73, 339) (-5,236) (178, 426)

H3meHende NPONEHTHOr0 COOTHOLICHHS 24-vacoBbIX nepuoaos Ge3 NpenapaTos KCTPeHHOH NOMOMIH MO CPABHEHHIO ¢

HCXOOHBIM Yp

Pasauuns Mexay npenapaTamu 11,7% 6,3% 10,6% 19,3%
Benuunna P p<0,001 p=0,067 p<0,001 p<0,001
(95%-1 IN) (4.9,18.4) (-0.4,13.1) (4.3,16.8) (13.0,25.6)

H3meHeHHE NPONEHTHOr0 COOTHOMICHHH 24-4acoBbIX HepHOaoB Ge3 TNPOABJACHHA CHMOTOMOB 110 CPABHEHHIO ¢ HCXOQHBIM|

ypoBHEM

Paznuuus MexXIy npenapaTaMu 8.4% 4.9% 12,1% 18,0%
BenuunHa P p=0,010 p=0,137 p<0,001 p<0,001
(95%-it IH) " (2.0,14.8) (-1.6, 11.3) (6.2,18.1) (12.0,23.9)
VzmeHeHHe yTpenHeil NHKOBOI CKOPOCTH BLIA0XA MO CPABHEHHIO ¢ HCXOIHLIM YPOBHEM

Pa3nuuss MeXAY npenapaTaMmu 33,5 n/MuH 32,9 n/mun 14,6 a/Mun 33,3 w/muH
Benuunna P p<0,001 p<0,001 p<0,001 p<0,001
(95%-it IN) (22.3,41.7) (24.8,41.1) (7.9,21.3) (26.5,40.0)

H3MeHenne BedepHeii MHKOBOIH CKOPOCTH BbIA0XA 0 CPABHEHHIO ¢ HCXOXHLIM YPOBHEM

Pasnuuus MEXIY NpenaparaMy 30,7 n/muH 26,2 n/MuH 12,3 n/Mun 28,2 n/MuH
BenuyuHa P p<0,001 p<0,001 p<0,001 p<0,001
(95%-it 1) (22.5,389) (18.0,34.3) (5.8,18.8) (21.7,34.8)

*PO/BU = koMOHHALUA (PayTHKa30Ha (ypoat / BUIaHTEPOIT
®I1 = dhmyTvKa3oHa NpOMKUOHAT

B uccinenosannn HZA106837 npuMeHsanach pasnuyHas [UIMTENLHOCTh Tepanuu (MHHUMAaIbHAS
NPOIOJDKUTENIBHOCTE 24 HENEeNH, MaKcuMajibHas — 76 Henens; y OONBIUMHCTBA NALMEHTOB
MPOJIOJDKUTENIBHOCTD JIEYEHUs COCTaBHIa MMHUMYM 52 Henemm). B uccnenosanun HZA106837
MalMeHThl OBbIMM PaHAOMHU3MpOBaHBl AJIA IOJIy4eHHMs KomOuHauuu ¢uyTukaszoHa ¢ypoar /
sunadTepod 92/22 mxr [n=1009] unmu @@ 92 mxr [n=1010]. O6a npenapara NpUHAMAIUCH OJHH
pa3 B cyTkH. B uccnenosannn HZA 106837 nepsuunoii KOHEUHOH TOYKOH OBINO BpEMA 0 [IEPBOTO
TSOKENOTO 000CTpeHHs acTMBl. TshKenoe 0OGOCTPEHHE acTMbl ONpPEAEIIOCh KaK yXyAlleHHe

aCTMBbI, TpeGyromee NPUMECHEHUA CUCTEMHbBIX KOPTHKOCTCPOMAOB Ha MPOTHKCHMH HEC MCHEC 3

COTJACORAHG 4
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AHEH, TOCTIMTANM3ALMM B CTAallMOHAD HJIM IOCEIEHUS OTAENEHMS HEOTIOXHONH MOMOIIH
BCIEACTBUE  acTMbl,  TpeOOBABIIEH  NPUMEHEHHs  CHCTEMHBIX  KOPTHKOCTEDOMIOB.
CKOppeKTHpOBaHHOE CpelHee M3MEHeHHe MUHUMansHoro OMB; o CPaBHEHHIO C UCXOIHBIM
YPOBHEM TaKXe OLIEHMBAJIOCH KaK BTOPHUYHAS KOHEYHAS TOUKA.
B uccnenopanun HZA 106837 puck BO3HMKHOBEHHS THKEJIOTO 000CTpEeHHs aCTMBI Y MALMEHTOB,
TOMy4aBmKX KOMOUHaIMIO GiTyTHKa30Ha dypoart / Bunantepon 92/22 Mkr, causmics Ha 20% 1o
CPaBHEHUIO C NalMEHTaMH, MOJy4aBIIHMU TONbKO ®@ 92 mkr (oTHOwEHHe puckoB 0.795,
p=0.036 95%-it JT1 0.642, 0.985). Ko3hhHLHEHT BO3HUKHOBEHHS TIKEIOr0 060CTpeH s aCTMBI
y Kaioro nanueHTa B rog cocrasui 0,19 B rpymnne @O 92 mxr (mpubnusurensHo 1 B Kaxawe 5
ner) u 0,14 B rpymme xom6uHauuu QIyTHKA30HA dypoar / Bumanrepon 92/22 Mkr
(mpubnusurensHo 1 B kaxkasie 7 eT). COOTHOLIEHHE YACTOTH BO3HUKHOBEHUS o6ocTpeHuid Tipu
npueme koMOuHauuu GiyTukasona dypoar / Bunantepon 92/22 mxr u ®® 92 MKT cOCTABUIO
0.755 (95-1 TN 0.603, 0.945). Otcropa CIIENYET, YTO CHIXKEHHME YacTOTH! BO3HHKHOBEHHS
TKEJBIX 0OOCTPEHHH aCTMBI Y MALHUEHTOB, MONYYABIIHX KOMOHHALIMIO ¢myTHkasona ¢ypoar /
BUJIAHTEPOJT 92/22 MKT, cocTaBuiio 25% 110 CPaBHEHHIO ¢ MALHEHTaMH, [Toy4aBIIIMU @D 92 Mxr
(p=0,014). 24-yacoBoe GpoHXOpacHMpSIONIEe AeHCTRHE KoMOuHauuu yTikasona dypoar /
BITAHTEPON COXPAaHAIOCh Ha MPOTHKCHHH INEPHONA TEPANUM [UIMTENLHOCTBIO OMH TOLL.
[IpusHaky moTepu 3hPeKTHBHOCTH HE OTMEYANHCH (taxudunaxcus orcyrcreosana). Ilpu
MPUMCHEHMHM  KOMOMHaLMK QuyTukasoHa ¢ypoaT / BumanTepon 92/22 Mkr Habmonanocs
YCTOHYMBOE YITydINEHHE MHHUMAILHOTO Mokasarens ODB; ot 83 mi 1o 95 mn Ha 12-i, 36-it u
52-# Hefiene, a TaKke B KOHEYHOH TOUKE I10 CPABHEHMIO C TIOKA3ATENSIMU IpH npuMeHeHnn OO
92 mkr (p<0,001 95%-i U 52, 126 Mn B KOHEHHOI TouKe). ¥ 44% nalueHTos B rpymme
$myTukasona ¢ypoar / Bunantepon 92/22 MKr acTMa Gbuia XOpoLIO KOHTponHpyeMoit (ACQ7
<0,75) Ha MOMEHT OKOHYaHUS Tepanuy. Y NaLUEHTOB B rpynne @@ 92 MKr maHHBIA NOKa3aTeNb
coctaBun 36% (p<0,001 95%-it 11 1.23, 1.82).
Heceneoosanus cpasnenus ¢ kombunayuei canmemepon/@rymuxazona nponuonam
B xone uccnenoBaHns NpoaomKUTENbHOCTBIO 24 Hene Ty (HZA113091) y B3pochbIX MalHeHToB
H TIOZIPOCTKOB ¢ HEKOHTPOJIHPYEMOH NMEPCUCTHPYIOLIEEH acTMOi YIy4IIEHHE JIErOYHOH GYHKIIMU
70 CpaBHEHMIO C HCXONHBIM YPOBHEM HaOMIONAnoCh Kak MpH TpPHMEHEHHH KOoMOUHaHH
hiyTukasona dypoat / Bumantepon 92/22 MKT ouH pa3s B CyTKH BE4€pOM, TaK 1 IIPU NIPUMEHEHHH
KomOuHauuu canmertepon / ®IT 50/250 Mkr mpa pasa B CyTkH. CKOPPEKTHPOBAHHEIE CpEHHE
TOKa3aTe/u MOBBILICHHS B3BELIEHHOTO Cpe/iHero 3HaueHns ODB, 3a neprox 0-24 yaca Ha 341 M
Ha ()OHE TEpamnuM MO CPABHEHHIO C HCXOIHBIM YpoBHeM (koMOuHanusa ¢uyTukasona ¢ypoar /
BUJIAHTEPON) ¥ Ha 377 Ma (koMOMHAUMUs canMeTepon / ®II) cBuzmeTenbCTBOBAMM 06 06IIEM
COTIRACOBALILG 5
i MITTHCTEPCTROM BiTP AROOXPAHTHAS
PECITYBIMKU BEAAPYCE
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yIyqIIeHHH JIerouHoi (YHKIMM Ha TPOTSXKeHUH 24 4acoB NpH NPUMEHEHHH ODOMX BHIIOB
Tepanuu. CKOPPEKTHPOBAHHOE CPEJHEE 3HAYCHUE Pa3HULIB! B 3aBHCHMOCTH OT BHJ@ TEparvu
MEXKIY TPYNIaMH, COCTaBuBliee 37 MJ, HE ABIAIOCH 3HAYMMBIM CO CTATHCTHYECKOH TOUKH
3penusa (p=0,162). B oTHomeBM: MuHMManbHOrO mnokasarens O®B; y nmauueHToB B rpyrne
xoMm6uHanyu ¢iyTHkasoHa ¢ypoaT / BUIAHTEPO] HAaOMOAANOCH U3MEHEHUE MpeJieNa CPEIHETOo
3HaYEHUH 110 CPABHEHHIO C HCXOIHBIM YPOBHEM Ha 281 M1, 2 y MALHEHTOB B IPYTINIE CalMeTEPOIT
/ ®I1 - nHa 300 mu; (pasHHUA B OTHOIIEHHHM CKOPPEKTHPOBAHHOTO CPEIHEro 3HaueHud -19 mn
(95%-it IN:-0.073, 0.034) He ABNsIaCk 3HAYMMOM CO CTATMCTHYECKOH TOUKH 3peHus (p=0.485).
PaHOMU3MPOBAHHOE JBOMHOE CJIENIOE MCCIIENOBAHME, MNPOJOJDKUTENBHOCTBIO 24 Henenu
(201378), npoBeneHHOE B NapaUICIbHBIX TIpyMnax, MPOJECMOHCTPUPOBAIO HE MEHBLIYIO
3¢ hexTHBHOCTD (Mcronb3ys npefen B -100 M B OTHOIIEHNH MUHUManbHOro nokasarens OOB))
xkoM6uHaLMK QuyTHKa3oHa (ypoat / BunanTepos 92/22 MKr OfUH pa3 B CyTKH B CPaBHEHHHM C
xoM6uHauei canmerepon / OI1 50/250 MKT iBa pa3a B CyTKH Y B3pOCIIBIX U IIOAPOCTKOB, KOTOPHIE
JIOCTUIVIA KOHTpOJIA acTMBI uepe3 4 HeNenM B XOAE OTKPBITOrO JIeU4eHMs KOoMOMHauuei
canmetepon / ®IT 50/250 mxr npa pa3a B cyTkd (N=1504). V nauueHToB, MPUHUMAIOLINX
xoMOuHauMo GuiyTkazoHa ¢ypoaT/BUNAHTEPON OJUH pa3 B CYTKM, NAapamMeTphl JIETOYHOH
¢yHKIMM OBUIM CPaBHHMBl C [apaMeTpaMd y [MalKEeHTOB, NPHHUMAIOMMX KOMOHHALMIO
canmeTepos / ®I1 nBa pasa B CyTKY [pa3Hulla B OTHOMIEHHY MHHAMAJIBHOTO nokasatens ODB,
-19 M1 (95% CI: -11, 49)].

CpaBHUTENILHEIE HCCen0oBaHus ¢ KoMOuHanusmu canmmerepon / OIT umu apyrux UKC / IBA,
rie 651 Ha[UTEKAMM 06pa3oM CpaBHHBaIHCh 3(PdeKTs Ha 060CTPEHUA aCTMBI, HE IIPOBOJUINCE.
Monomepanus ¢pnymurasona gypoamom

B xone paHOOMHM3UPOBAHHOIO ABOHHOIO CIIENOro Imanebo-KOHTPOMHPYEMOrO MCCNENOBAHKA
nponopxuTensHocThIO 24 Henemu (FFA112059) onenvBanuce 6e30macHoCT B 3QQEKTUBHOCTD
@O 92 mkr ouH pa3 B cyTku [n= 114] u ®II 250 mxr gBa pasa B cyTku [n=114] o cpaBHeHHIO C
mwiaue6o [n=115] y B3pOCHNBIX NAIHMEHTOB W TMOAPOCTKOB C MEPCHCTHpYOmEeH actMoi. Bcee
NalyeHTHl JOJDKHEL OBLTH Mojiy4ars cTabuipHyro 103y MKC Ha npoTshxeHUH He MeHee 4 Heemb
no Busuta 1 (ckpunuHroBbli Bu3uT). IIpuMenenne JJIBA He paspemianoch Ha NpOTHKEHHH 4
Henenb nocie Busurta 1. IlepBuuHOM KOHEYHOH Toukod 3((EeKTUBHOCTH OBLIO M3MEHEHHE
MHHHMaJIbHOro nokxasarens OO®B; BO Bpems KIMHMYECKOTO BH3UTa (OO TNPUMEHEHHS
OPOHXONUTHYECKOTO CPEACTBA M O Hayana [O3MPOBAHUA) B KOHLE NEPHOIA JIEYEHHUA IO
CPaBHEHHIO C MCXOMHBIM YpOBHeM. M3MeHeHue mNpOLEHTHOrO COOTHOMICHUs 24-4acOBBIX
neprooB 6e3 KyNUpYIOIeH Tepanuy 110 CPaBHEHUIO ¢ MCXONHBIM YPOBHEM Ha NpPOTDKEHHH

Teproaa JIeYeHus PONODKUTENEHOCTBIO 24 Hellenn ObUI0 BTOPUYHOH KOHEUHOH Toukoi. Bo
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BpeMeHHOM TouKe 24 Hemenu @@ u OII nmoBbicunM MUHUManbHOE 3Hayenne OB Ha 146 mi
(95%-ii [T 36, 257 ma, p=0,009) u 145 mn (95%-# JIA 33, 257 ma, p=0,011), cooTBeTCTBEHHO,
10 cpaBHEHMIO ¢ rane6o. O6a npenaparta (PP 1 OIT) HOBHICHIYM IPOLEHTHOE COOTHOLIEHHE 24-
HaCOBBIX NEpHOZ0B Oe3 Kynupyole Tepanun Ha 14,8% (95%-it [TV 6.9, 22.7, p<0,001) u 17,9%
(95%-11 TA 10.0, 25.7, p<0,001), coOTBETCTBEHHO, 1O CpaBHEHHUIO ¢ TiIane6o.

Hccnedosanue peaxyuu Ha RPOBOKAYUOHHLLIE MECM C annep2eHoM

BponxonporekropHoe feficTBre KOMGUHALME (ITyTUKA30HA dypoar / Bunanrepon 92/22 Mxr Ha
paHHHN W TO3AHUN acTMaTHYECKUl OTBET Ha BIBIXaeMbIii aJUIePreH OLEHUBAIOCH B XOHE
NNae60-KOHTPOIHPYEMOrO TIEPEKPECTHOrO  MCCIIEHOBAHMS MHOTOKPATHBIX JI03 C YETBIPbMS
nepuonamu (HZA113126) y mauueHToB ¢ Jierkoit (opMmoi acTmbl. IlanuenTs GbUTH
PaHOMH3HPOBAHEI [ MONTy4eHHs KOMOUHAuK GryTHkasona GypoaT / BunanTepon 92/22 Mxr,
@@ 92 MKT, BHIaHTEpOa 22 MKT WK IU1aneto ofuy pa3 B CyTKH Ha NPOTHKEHHH 21 JHA; yepe3
1 vac nocme mocnemHel [O3BI OCYIIECTBISNCS WHTANANMOHHBIA TECT ¢ aJIIEpreHOM.
Hcnonp3osanucs creytolnye annepreHel: Kiely JOMaIIHeH MhUTH, KOMmaybs HEPXOTh UIH MBUILHIA
Gepesbl. OTGOpP MPOM3BOAMICH Ha OCHOBAHHM CKPHHHHIOBBIX TECTOB. Pe3yneTaTsl usmepenuii
cepufinoro O®B; cpaBHMBAamMCh C [OKA3aTeNAMM, TONYYEHHHIMH IOCIE UHT aJIAIUH
(pusHONOrMYeCKOro pactBopa O TECTa C aIepreHoM (ucxomuelt yposens). B nenom,
HanbosbIllee BIMAHUME HA DPAaHHMI acCTMATHYECKMH OTBET HaGMIONANOCH IOpH TIPUMEHEHHH
KoMOuHaLWMHK (uryTHKa3oHa dypoat / Bunantepon 92/22 Mxr, no cpaBHeHHIO ¢ DO 92 Mxr unu
BUJAHTEPOJIOM 22 MKr B BHAe MOHOTepanuu. Kax koMOuHamus ¢myTukaszona ¢ypoar /
BunanTepon 92/22 mxr, Tak 1 @D 92 MKr daxTHUecKH THMKBHAXNPOBAH MIO3JHUN acCTMAaTHYECKHI
OTBET II0 CPaBHEHMIO C BMIAHTEPONIOM B BHJE MOHOTEparud. IIpHMeHeHWe KOMOHHAIMH
¢uytnkaszona dypoar / Bunantepon 92/22 MKI 06€CTEYHBANIO SHAUHTENLHO OONBIIYIO 3aKTY OT
THIIEPPEAKTUBHOCTH OpOHXOB, BEI3BAHHOM aJlepreHamMy, uem MoHoTepanus DD wunu
BUnaHTeposioMm. OueHKa NpousBouiack B JleHb 22 TMOCPenCTBOM IIPOBOKAUMOHHOM Npo6HI ¢
METaXOJIHHOM.

XpoHuyeckas o6cmpykmuenas 60ne3Hb Ne2Kux

B nporpammy knuEuueckmx wuccnenosamuit  XOBJI  6numu BKJIFOUEHB!  CNICYIONIHE
PaHAOMH3MPOBAHHEIC KOHTPOIMPYEMbIE HCCIENOBAHUA: OQHO MPOAODKHTENBHOCTEIO 12 Heels
(HZC113107), nBa mnpomOMKUTENBHOCTHIO 6 mecaues (HZC112206, HZC112207), nBa
MCCIICI0BaHNA  MPOMOIKMTENBHOCTEIO  onuH  rox  (HZC102970, HZC102871) u onHo
MCCIICIOBaHNE NPOAOIDKUTENEHOCTBIO > 1 roma (SUMMIT) ¢ yyacTHeM mNauMeHTOB ¢
KIHHIECKMM arHo3oM XOBJL B naHHBIX HCCleNOBaHHMSIX H3YYaluch MOKa3aTesu byHKUMH

JICTKHX, OOBIIIKH, a TaKXKe YMEPCHHBIX U TAXKEJBIX OGOCTpeHI/Iﬁ 3aboneBaHus.
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Hccnedosanus npooonicumenvrHocmoio 6 mecsayee

HZC112206 u HZC112207 6binM paHIOMHU3UPOBAHHBIMH JBOWHBIMH CIENBIMH Iutanebo-
KOHTPOJIMPYEMBIMU HCCIIEIOBaHUAMH C NapajlieNbHBIMK TPYNNaMA NPOJOIDKUTENBHOCTBIO 24
HeJIEJH, B XOA€ KOTOPBIX IIPOBOUIOCH CPaBHEHHUE AEHCTBYA KOMOMHAIMH C IEHCTBHEM OTAEIBHO
Bwiantepoia u DO, a Tawke miauebo. B wmccnenoBanuu 'HZC112206 OlieHMBANaCh
sddexTuBHOCT KOMOMHaimu GayTukasoHa ¢ypoar / Bunmantepon 46/22 Mkr [n=206] u
KoMbuHanuu GuyTHKasoHa Gypoar / Bunanrepon 92/22 wMxr [n=206] B cpaBHeHUM C
sdpdexTuBHOCTRIO @D 92 MKT [n=206], BunanTepona 22 Mxr [n=205] u mnane6o [n = 207], Bce
npenapaThl NPUHUMANKCh OAMH pa3 B CyTku. B wuccnemosanuu HZC112207 ouenusanachk
>(dexkTHBHOCTE KOMOWHamMy ¢uyTHKaszoHa ¢ypoar / BuianTepon 92/22 wmxr [n=204] u
koMbuHamu Gayrukasona ¢ypoat / Bunanrepon 184/22 mxr [n=205] B cpaBHennu ¢ @D 92 mxr
[n=204], ®D 184 mxr [n=203] u Bunanteponom 22 Mxr [n=203] u mnanebo [n = 205], Bce
IpernapaThl IPUHUMANIKCh OUH pPa3 B CYTKH.

INanuedTaM, y4yacTBOBABLIMM B HCCIEJOBaHUAX, NPEABABISINUCH CIELYIOINE TpeOOBaHMA:
aHaMHe3 KypeHus MuUHUMYM 10 mauxo-neT; coorHouieHue O®B/®XKE mocne npuMeHeHUs
cansbyTtaMona menee unu paHoe 0.70; nokasatens O®B; nocne npuMeHeHus cansbyramona
MeHee WITH paBHblif 70% OT NPOTHO3KPYEMOTO 3HAUEHHUS, a TAKXKe OMBIIIKa >2 (1Kana ot 0 1o 4)
0 MOAM(UIIMPOBAHHOM IUKane OMPOCHHMKA BpPUTAHCKOro MEAHLMHCKOrO HCCIENO0BAaTENbCKOrO
coBeta (mMRC) Ha 3Tame CKpuHHHTa. Bo BpeMs ckpuHuHra cpegHee 3Hauenue OODB; no
NpUMEHEHHsS GPOHXOJMTHIECKOrO CpeAcTBa cocTtaBuiio 42,6% u 43,6% OT nporHosupyemoro
3HAYeHHs, CpelHHii Moka3aresib 0oOpaTMMOCTH cocTaBun 15,9% u 12,0% B wHccnegoBaHmax
HZC112206 u HZC112207, cooTBeTCTBEHHO. IlepBUYHBIMM KOHEYHBIMM TOYKaMHM B OOOHMX
HCCIIENOBaHugX OBUIM B3BEIIECHHBIE cpefHue 3Hauenus OPB; or Hyns [0 4 vacoB mocie
TNOMy4eHHs 403b1 npenapara B Jledb 168 W U3MEHEHHE OT MCXOJHOrO 3HAYEHHS MUHHMAIIBHOTO
nokasatens O®B; mo nomyyenus no3s penapata B JleHs 169.

Ha ocHOBaHWM TIOJIHOTO aHanu3a O0OHX UCCAeNOBaHUU OBLT CHENaH BBIBOJ, UYTO NPUMEHEHHE
KoMOHuHaIMH QryTHKasoHa Gypoat / BUIaHTepos 92/22 MKT IPUBOAUT K KIIMHUYECKH 3HAUUMOMY
ynyumennto ¢yHkuuu jgerkux. B Jlenp 169 npumenenne komOunanuu ¢iytukasona ¢gypoar /
BUJIaHTepoNn 92/22 MKT U BUJIAHTEPOJIA MPHUBEIIO K YBEIUUEHUIO OTKOPPEKTUPOBAHHOTO CPEIHETO
MUHMMaJTbHOTO noka3zarens OB Ha 129 M (95%-it JTU: 91, 167 mn, p < 0,001) u 83 M (95%-
i [IU: 46, 121 mu, p < 0,001), cooTBETCTBEHHO, B cpaBHEHMM ¢ miauebo. Hcnons3oBanue
KomOuHammMy QnyTukaszoHa ¢ypoar / BunaHtepon 92/22 MKT TpHMBENO K YBENUYEHHIO
MUHUMAaJIEHOTO mokasaress O®B1 Ha 46 M B cpaBHeHuH ¢ Bustanteposom (95%-i [IU: 8, 83 mx,

p=0,017). B [Iens 168 npumenenre koMOuHanuu ¢iyTikasona ¢pypoat / Bunanrepon 92/22 Mxr
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1 BIIIAHTCPOJIA MPHBEIIO K YBEIMHEHHIO OTKOPPEKTHPOBAHHOI'O B3BEIEHHOT0 CPEHEro 3HAUCHHUS
O®B; Ha nipoTsxeHnu 0-4 uacos Ha 193 M1 (95%-it HH: 156, 230 mn, p <0,001) 1 145 mn (95%-
i JTN: 108, 181 mu, p < 0,001), cooTBETCTBEHHO, B CpaBHeHUM c Tutane6o. IlpuMenenue
KoMOMHauMy  ¢uryTHkasoHa ¢ypoar / BUJAHTEpon 92/22 MKr npuBeno Kk pocty
CKOPPEKTHPOBAHHOIO CPEJHEr0 B3BEWIEHHOrO CpeHero 3HaueHus ODB; Ha npoTshxkeHun 0-4
4acoB Ha 148 M1 B cpaBHEHHHU C NpUMEHEHHEM OTHENbHO DD (95%-# TN: 112, 184 mn, p <
0,001).

Hecnedosanus npodonsicumensrocmpio 12 Mmecayes

Hccnenosanns HZC102970 u HZC102871 6bum PaHIOMU3MPOBAHHEIMU TBOMHBIMU CJIETIBIMU
MCCICNOBAHUAMU C Napalie/bHbIME TPYNIaMH NPORODKUTENBHOCTRIO 52 HENeny, B Xoje
KOTOPBIX NPOBOAMNIOCH CPaBHEHHE [EHCTBHA KOMOMHALMM (IIyTHKA30HA ¢ypoat / Bunanrepon
184/22 mxr, kxoMmGuHamuu ¢ayrukazoHa ¢ypoar / BUNAHTEPON 92/22 Mxr, KoMOHHALMU
¢myrukasona ¢ypoar / BUJIaHTEpON 46/22 MKr W BunanTtepona 22 MKr (Bce npemaparsl
NIPUMEHSIMCE OMH Pa3 B CYTKH) Ha TOJOBOMH IOKa3aTess Pa3BUTHS YMEPEHHBIX / TSKENBIX
obocTpenutt Gonesnu y mauuentos ¢ XOBJI ¢ anamuesom KypeHust MUHUMYM 10 nauko-jer;
cooTHomenneM O®B:/ ®XE nocne npuMeneHus canbbyTamonia MeHee WIH paBHBIM 0,70
nokazateneM O®B; nocne npuMeHeHus canmb0yTamona MeHee WM paBHBIM 70% or
TIPOTHOSUPYEMOTO 3HAYCHHS M NOKYMEHTAIBHO NONTBEPXKICHHOM ucropuert > 1 oboctpenus
XOBJI, npu xoTopom mnoTpeGoBanach Tepamus aHTHOMOTHKAMM M / WM TEepOPAIbHBIMM
KOPTHKOCTEpPOUIaMK HIIH TOCTIMTANM3ALS 3a Mepuon B 12 Mecaues fo Busura 1. IlepBuuHoi
KOHEYHON TOYKOM OB rofoBoif Mmokasarens Pa3BUTHA YMEPEHHBIX M TOKENBIX 060CTpeHuit
Gonesnn. Ymepennsle / Tsokebie 00O0CTPEHHS ONpPeNeUINCE KaK YCHTIEHHE CHMITOMOB, KOTOPOE
NOTPeOOBAJIO TEpariU NepOpPaNTbHEIMU KOPTHKOCTEpOUJAaMH M / WIH aHTHOHOTHKAMH I
FOCIMTAIM3AIMY B CTAalMOHAp. B o6oux HccnenoBanusx GuLT 4-HeJeNbHEI BBOHEIH TIEpHOJ, B
TEUCHUE KOTOPOro BCE HCIBITYEMBIE MOMyJalu HEMaCKMpOBAHHYI0 KOMOHHALIHIO canMeTepon /
®@IT 50/250 nBa pasa B CYTKH C melbio CTaHiapTu3oBath (apmakorepanuio XOBJI u
CTabMIU3MpPOBaTh 3a6ONEBaHHs  JI0 PaHNIOMH3AIMK N1 TPUMEHEHHMS MAcKMUPOBAHHOIO
HCCIIElyEMOTO JIEKapCTBEHHOIO TIPENapaTa B TeYeHue 52 Hemels. Ho Havana BBogHOrO nepuoza
YHaCTHHKH = HCCIENIOBaHHS TPEKpallaii TNPUEM paHee MCIONB30BaHHEIX  JIEKAPCTBEHHBIX
lipeniapaToB ans Tepanud XOBJI 3a uMcKMOYeHHeM OPOHXOMUTHUECKMX CpencTs KOPOTKOTr'0
AeicTBHs. Vcnons3oBanue OJHOBPEMEHHO TIPUMCHSIEMBIX MHTaTHPYEMbIX GPOHXONUTHYECKHX
CPCACTB  IJIMTENIBHOTO JEUCTBUS (6€Ta-arOHUCTOB W aHTHXOJIMHEPTMYECKMX ~CPECTB),
KOMOMHHPOBAHHEIX IPEIapaToB, CONEPIKALLIX MIPaTponuii / cans6yTamon, nepopalbHbIX 6eTas-

aroHuCTOB U TperapaToB Teocbunmma HC paspeliajiocb B TEYEHUE BCEro NIEpUOLA TEparvu.
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,HOI'IyCKaJ'IOCB HCIIONB30BaHUE IE€POpaNbHBIX KOPTUKOCTCPOHAOB H aHTHOMOTHKOB IS

HEOTJIOKHOTO JieueHus obocTpenuit XOBJI B COOTBETCTBHH C OCOOBIMHM PEKOMCHIALMIMH. B

TeueHHe MCCIIeIOBaHNH YIACTHUKH 110 Mepe HEOOXOMMMOCTH NPUMEHSITH CabOyTaMOolL.

PesynbTaThl 0G0UX MCCNENOBaHHUIT CBUNETENECTBYIOT, UTO Tepanusi KOMOMHAIMeH (iIyTHKa3oHa

dypoar / BunanTepon 92/22 MK OJMH pa3 B CYTKHU NPUBOUT K CHIDKEHHIO FOZIOBOr0 NOKa3aTesd

pa3BUTHs yMEPEHHBIX / ThKeNbix o6ocTpennit XOBJI B CpaBHEHUHM C TEpanMel BUIAHTEPOIOM

(Tabnuua 2).

Ta6nuua 2: AHAJIH3 9acTOThl BO3HHKHOBEHHsE 000cTpeHnii yepe3 12 MecsleB Tepanuu

HZC102970 HZC102871 HZC102970 ] HZ.C102871
(METErpHPOBAHHLIH AHANH3)
Bunanrepon hyTHKa3oHa Bunanrtepon biryTHXa30HA Bunantepon bryTHKasoHa
(n=409) (bypoar / (n=409) bypoar / n=818) (bypoar /
KoHeuHas Touka BHJIAHTEPOS BHNAHTEPOS BUNAHTEPON
92/22 92/22 92/22
(n=403) (n=403) n=806)
YMepeHnbie H TiKeAbIe 0GocTpeHns
CxoppekTupoBaHHEIH (1,14 0,90 1,05 0,70 1,11 0,81
cpenuuit roaoBo#
YPOBEHB
CootHowenue ¢ BHU 0,79 0,66 0,73
95%-#t TN (0.64,0.97) (0.54,0.81) 0.63,0.84)
BEJIMYHHEA P 0,024 <0,001 <0,001
% CRIDKSHHA 21 34 27
(95%-at D) (3, 36) (19, 46) 16,37)
AGcomoTHas
pa3HHLa B
KOJIMYECTBE B TOI N0
CpPaBHEHHIO c
BWJIaHTEPOIOM 0,24 0,36 0,30
(95%-it JH) (0.03,0.41) (0.20, 0.48) 0.18,0.41)
Bpems nmo mepBoro
060CTpeHHU:
OrHOLUEHHE PDHCKOB 0,80 0,72 0,76
(95%-#1 IN) (0.66, 0.99) (0.59, 0.89) 0.66, 0.88)
% CHIDKEHHS pHCKa 120 28 24
BENUYHHA P 0,036 0,002 p<0,001

ITo pe3ynpTaTaM HHTETPUPOBAHHOTO aHanmmsa uccnegosanuid HZC102970 u HZC102871, na

Hejene 52 TpW TpMMEHEHHH KoMOuHauuu QuyTukasoHa ¢ypoar / Bunantepon 92/22 mxr

HaGIIONANIOCH YIydIIEHHE CKOPPEKTUPOBAHHOTO CPeIHETO nokasaTens MuHuMasibHoro O®B, mo

COrJACOBANG
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CpaBHEHHIO C BHaHTEpONoM 22 MKr (42 mu 95%-it TU: 19, 64 mn, p<0,001). 24-yacoroe
6p0Hx0paCHIHp51}6mée nieticTBHe KoMGuHaLuK (ITyTHKa30Ha (ypoart / BUJIAHTEPON COXPAHAIOCH
C MOMCHTa NIPHEMA IIEPBOH JI03BI ¥ Ha NPOTSKEHHNH [IEPHO/Ia TEPANHHA JTUTENbHOCTHIO OUH IO
IIpu3naxu notepy 3¢ deKTHBHOCTH HE OTMEUANHCE (TaxHpUIaKCHs OTCYTCTBOBaJIa).

B COBOKYMHOCTH B JBYX HCCNELOBAHMSX CEPAEYHO-COCYLNUCTEIE 3a007IeBAHMS B aHAMHE3e WM
(axTopel pucKa MX BO3HHKHOBEHHS OBLIM OTMEYEHBI y 2009 (62%) nanueHTOB B TIipomEcce
or6opa. YacToTa cepuedHo-coCyAUCTBIX 3a60neBanuit / (axTopoB pHcka GbUIa MACHTUYHOI BO
BCEX TpyMmnax Tepanud, NMpPH 3TOM Yalle BCEro OTMEYAIHMCh CIEYIOUIHE 3aG0eBaHus:
rnnép’reﬂsm (46%), runepxonectepunemus (29%) u caxapHeii nuaber (12%). CxopmHoe
CHIDKCHHE YaCTOThI YMEPEHHBIX M TSOKENBIX 060CTpeHUH HabMONaNoch B JaHHOM HOATpYyMIE Mo
CPaBHEHMIO CO BCEH MOIYIUMeH. V NMAalMEHTOB ¢ CepAeYHO-COCYIUCTEIMU 3260/ eBAHMIMU K
(axTopamMu pucKa B aHamMHe3e NPUMEHEHHe KOMOMHAIINH duryTuKasona dypoar / Bunantepon
92/22 MKI TpUBENO K 3HAYMTENBHOMY CHUIKCHUIO €XEroJHOM YaCTOTHl BO3HMKHOBEHHS
CPENHETDKENbIX / Tkenslx oboctpenuii  XOBJI o CPaBHEHMIO C BWIAHTEPOJOM
(CKOPPEKTHPOBAaHHBIE CpPENHHE TONOBBIE [IOKA3ATENH YaCTOTHI BO3HUKHOBeHMs 0,83 u 1,18,
COOTBETCTBEHHO, 30%-¢ chmxenue (95%-it T 16, 42%, p<0,001)). Ha nenmeme 52 mpu
NIPUMEHEHUH KOMOMHaUN QIyTHKa30Ha QypoaT / BUJNAHTEPOJT 92/22 MKT Takke HabIIoHanoch
YITyHIICHHE CKOPPEKTHPOBAHHOTO CPEHETO MOKazaTeNs MUHUMansHoro O®B; o CPaBHEHHIO C
BHJIAHTEPOJIOM 22 MKT (44 M 95%-% [TU: 15, 73 mu, (p= 0,003)).

Heenedosanusn npodonscumenvrocmoio > 1 200a

SUMMIT npencrasisuio cofoll  MHOTOLEHTPOBOE, PaHIOMU3HPOBAaHHOE, HBOMHOE cClenoe
UCCIICNOBAHUE C OIIEHKOH BIMAHKA IPIMEHEHUS (DIIyTHKa30Ha ¢ypoara/Bunanrtepona 92/22 Mkr
Ha BEDKHUBAEMOCTD IO CPABHEHHIO ¢ M11ane6o y 16485 nauuentos. ITepBHuHOi KOHEUHOH TOUKOMH
HCCICAOBAHUA ABJISNIACE CMEPTHOCTH 10 BCEM NPHYMHAM, BTOPHYHOM KOHEYHOH TOUKOMH —
KOMOWHHPOBAHHBIE CEPIEUHO-COCYAMUCTHIE HEXENATENbHbIE SBIEHHS (cMepTe 1O TpUYMHE
CEPACIHO-COCYIMCTOH NAaTOJIOTHH, MH(APKT MMOKAap[a, MHCYJBT, HecTAOUIIbHAS CTEHOKapIus
WJIH TPaH3UTOPHAsA MINEMHYECKas aTaka).

Ilepen pannoMusanyeii yuacTHHKaM MCCIe0BAHIS GBLIO HEOOXOIMMO IPEKPATHTD NPEbIYILEe
neuenue XOBJI, kotopoe BKIIOYAO OPOHXOUIATATOPB! ITMTENBHOTO NEHCTBHSA COBMECTHO ©
MHTAIAMOHHBIMHE  KOpPTHKOCTepounaMu  (28%), MOHOTEpANHI0  GPOHXONHIATATOPAMH
MTATENBHOTO AeHCTBUA (11%) M MOHOTEpanMIo MHraNSIMOHHBIMK KopTuKocTepouamu (4%).
Y4acTHMKM  MCClemoBaHMA — ObUIH PaHIOMHM3MPOBAHBl HAa MONyYeHHe  (IyTHKa3oHa
dypoata/Bunantepona 92/22 mxr, hIyrukazona ¢ypoata 92 mkr, BANaHTepona 22 MKI MK

TUTaneo U POXOIUIIH JIEYEHHE B CpeHEM B TeueHue 1.7 et (CO=10.9 ner).

COYJACOBAUHO
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V manuentoB 6suta XOBJI cpenneit crenenn (cpennee 3Hauenue OPB1 npu CKPUHUHTE IOCTE
TpyMeHeHHs GpOHXouIIsITaTOpa COCTaBIsI0 60% (CO =6%)) 1 aHaMHe3 Wi TIOBBILLICHHBIH PUCK
Pa3BUTHSA CEPIEIHO-COCYTUCTOrO 3a00eBanus. B TeueHue 12 MecALes Nepe/ HCCIEAOBAHUEM Y
61% mnanueHToB He HaGmopanock oboctpenuit XOBJI u y 39% nanueHToB 6bUI0 OTMEYEHO = 1
yMepe}iHoro/Tﬂxcenoro ob6octpenus XOBJL

CMepTHOCT, TO BCeM MpPHYMHAM cocTaBuia: 6,0 % mnpu mpuMeHeHuH QUIyTHKa30Ha
dypoara/Bunantepona; 6,7 % npyu NpUMEHEHMH Mw1ane6o; 6,1 % npu npuMeHeHHH ¢uyTHKa3oHa
dypoata u 6,4% npH npuMeHeHWHM BuiaHTeposna. CKOPPEKTUPOBAHHAS IO SKCHIO3MIHH
CMEPTHOCTB 1O BCeM TpuurHaM Ha 100 manuenTos/rox (%e/ron) cocrasuna: 3.1 %o/rox B rpynme
dmytukasona Qypoara/sunantepona, 3.5%/rox B rpymmne mnauebo, 3.2 %/rox B rpynne
dmyTukazona ¢dypoarta, 3.4 %/ron B rpymnne sunantepoiia. He ObUIO BBLIBIEHO 3HAUMMOH
Pa3HHUIBI B PUCKE HACTYILIEHHs CMEPTH IIPY IPUMEHEHUH (TyTHKa3oHa ypoaTa/BUiIaHTepoJIa 1o
cpaBHenuioo ¢ raneGo (otHomenue puckos (OP)0,88; 95 % IU: 0,74; 1,04; p=10,137),
dmytukasona ¢pypoarom (OP 0,96; 95 % JIU: 0,81; 1,15; p = 0,681) nnu BunanTeponom (OP 0,91;
95 % JIH: 0,77; 1,09; p = 0,299).

He 6bUI0 BLIABIEHO 3HAYMMOHN PasHHLEBI B PUCKE KOMOWHHPOBAHHOTO CEPAEYHO-COCYIAHUCTOTO
SBJICHMS TIpU NpUMeHeHHH (ITyTHKa3oHa QypoaTta/BUIAHTEPOIA IO CPABHEHHUIO C IPUMEHEHHEM
mnane6o (OP 0,93; 95 % JIH: 0,75; 1,14), @D (OP 1,03; 95 % JIH: 0,83; 1,28) unu BU (OP 0,94;
95 % IH: 0,76; 1,16).

Hecnedosanus cpagnenus ¢ kombunayuell carmemepon/prymuxasona nponuoHam

B xone uccnegoBaHusa npomospkutensHocTeo 12 Henens (HZC113107) y naumentos ¢ XOBJI
yIIydIIEHNe JIETOYHON (QyHKUMH 1O CPABHEHMIO ¢ MCXOMNHBIM YPOBHEM HaGMOAAOCh Kak NpH
npUMeHeHUH KomGOuHauuu ¢yTrkasoHa bypoaT / BanaHTepon 92/22 MKT OIMH pa3 B CYTKH
YTpOM, TaK ¥ Mp¥ NpuMeHeHud KoMbuHaumu canmerepon / OII 50/500 MKr 1Ba pasa B CYTKH.
CKOPPEKTHPOBaHHBIE CPE/IHUE [I0KA3aTENM NIOBHINIEHHS B3BEIEHHOTO CpefiHero 3HavyeHus OPB)
3a mepuon 0-24 uyaca Ha 130 My Ha QoHE Tepamuu MO CPABHEHHIO C HCXOIHBIM YPOBHEM
(xombuHauus ¢rytukasona dypoar / Bunantepon) u Ha 108 M (xomGuHauus canmerepon / OII)
CBHIETEILCTBOBAIM 06 06IleM YIYHILIEHHH JIErOYHOH (YHKIMM Ha MPOTHKEHUM 24 4acoB IpU
npuMeHeHnH o0oMX BHIOB Tepamud. CKOPPEKTHPOBAHHOE CpefHee 3HAYCHHE PasHULBI B
3aBUCHMOCTH OT BHIa Tepanuu Mexxy rpymmnamu 22 mi (95%-i JTU: -18, 63 mi1) He ABIAIOCH
CTaTUCTHYECKU 3HaYMMBIM (p=0,282). CKOpPPEKTUPOBaHHOE CpEJHEE U3MEHEHHE MHHUMAJIEHOTO
O®B; 10 cpaBHEHHIO C MCXOIHBIM YPOBHEM B MOMEHT Bpemenu Jlens 85 cocraBuno 111 mn B
rpynne xomGuHaumu (uyTvkasoHa ¢ypoar / Bunantepon W 88 Ma B rpynme KOMOMHAIMU

camMetepon / OII; pasuuua, coctaBnasmas 23 mn (95%-i JIU: -20, 66) mexnmy rpynramu
12
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Tepanuy, He Obljia 3HAYMMO¥ C KIMHAYECKOH HITH CTATHCTHYECKOH TouKH 3peHHs (p=0,294).
CpaBHmenLHLIe WCCNIENOBaHUA ¢ KOMOWHauusmu canmetepon / O wm IOPYTUMH
OOIIENPUHATHIME ~ GPOHXOIUTHYECKUMH  CPEACTBAMH, TA€ OBl  HAJUIEKALUM o6pazom
CpaBHMBANOCh AercTBre Ha obocTperusa XOBJI, He npoBoauIKCE.

eTH
EBporieiickoe areHTCTBO IO OLEHKE JIEKAPCTBEHHBIX CPELCTB OTKA3aNOCh OT OGS3aTeLHOrO
NPEACTAaBICHUS  pe3yNbTaToB HCCIeNOBaHMM nmnpemapata Pensap Dmmnra Bo  Beex
MOIMHOXECTBAX nepuaTpudeckol nomynsuun no XOBJI (MHbOpMauuio Mo mpHUMEHeHHIo y
MALMEHTOB IETCKOTO BO3pacTa CMOTPUTE B pasyielie «Coco6 NpuMeHeHus 1 K035y ).
EBporelickoe areHTCTBO 10 OUEHKE JIEKAPCTBEHHBIX CPeACTB OTIOXKWIO obs3aTensHoe
PEACTABICHUE pPE3yNbTAaTOB MCCIeNOBaHWM mnpenapata Penap Dmidnta BO  Beex
TNOAMHONECTBAX  TCUATPHIECKOH TIOMYJIALMH B OTHOMCHHM acTMbl (MHQOPMALMIO O
TNPUMEHEHHIO y MALKMEHTOB JETCKOro BO3pacTa CMOTpHTE B pasjene «CrocoG IpHMEHEeHHs H
O3BIY).
DapMaKkoKHHETHKA

BcacriBanue

AGcomoTHas GHOXOCTYNHOCTL (ITyTHKA30HA (ypoata ¥ BHIaHTEpPONa NpPU HHTATILHOHHOM
NpUMCHEHUM B BUAE KoMOWHaLuu QuyTHkasoHa dypoat / BumaHTepon B CpelHEM COCTaBHIIA
15,2% u 27,3%, COOTBeTCTBCHHO.ABI/IO,IIOCTyHHOCTL ¢ryrrkasona dypoara u Bunantepona IIpA
npueme BHYTPE Gblila HU3KOH ¥ B CpelHEM CoCTaBsANa 1,26% u <2%, COOTBETCTBEHHO. C y4eTOM
HU3KOH GHONOCTYNHOCTH NpU NPUEME BHYTPh CHCTEMHOE BO3/ICHCTBHE (myTuxaszona ¢pypoata u
BHJIAHTEPOJIA NIPH HHTANAIMOHHOM BBEACHHH B NEPBYIO OYEpens OGYCIOBICHO BCACHIBAHHEM
9aCTH HHTABILIMOHHOMN J03bl, TOCTYIHBIIEH B JIETKHE.

Pacnpernencuue

Iocne BHyTpUBEHHOTO BBeIEHHS (ITyTHKA30HA dypoar u BuIaHTEPON MIMPOKO pacIpenensorcs
no opranusmy. CpepHue mokasaTenu o0beMa pacrlpefeicHHs B PaBHOBECHOM COCTOSIHMU
COCTaBJIAOT 661 11 1 165 11, COOTBETCTBEHHO.

O6a npenapara ~ ¢uyrrkasona dpypoart u BHJIAHTEPOJI — HMEIOT C/1a6yI0 CBS3b C 3PUTPOLIMTAMY.
In vitro cBa3eBaHME ¢ GenKaMHu MNa3Mbl KPOBU HeOBEKaA iryTukasona dypoara u BuTaHTEpONA
OBLIO BEICOKMM U B CPEHEM COCTABIISIIO >99,6% u 93,9%, cooTBeTcTBEHHO. CHIDKEHME CTeTEeHH
CBSI3BIBAHHSA C O€/IKaMM TIa3MBl Y NALMEHTOB C TOYEYHON MM reYeHOYHON HEJOCTaTOYHOCTRIO
He Habmoaanock.

@ryTHKa3oHa ¢ypoar ¥ BUIAHTEPON ABJAIOTCSA cybetparamu P-riukonporenna (P-rii). TeMm He

MEHEE, CUMTACTCA, 4TO ORHOBPEMEHHOE IpUMeEHeHWe KOMGHWHAUMM (ryTHkasona dypoar /

MUBEMCTEPCTBOM 3JPABOOXPAHEHNS
PECHYBJIAKH BEJAPYCH
IIpukas MugucTepersa 35PaBOOXpaileHAR
Pecnybauxku Berapycs
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BUNAHTEPON ¢ HHPHOUTOpPaMH P-ITI He H3MEHAET CHCTEMHOE BO3/IeCTBHIe Iy THKa30Ha dypoara
WM BUWJIAHTEpONA, NOCKONbKy 06a Ipernapata HpelcTaBifioT coboit Xxopowo aGeopbupyembie

MOJIEKYJIBI.

BrotpancdopmMarus

Ha oCHOBaHMM in Vitro JaHHBIX, OCHOBHble Iyt MeraGomusma ¢myTukasoHa ¢Qypoara M
BIWIAHTEPOJIA Y YENOBEKA IPEUMYIIECTBEHHO onocpeioBarbl CYP3A4.
®nyTrKa3oHa Qypoar MeTaGoNU3HpPYETCA [IaBHBIM 06pa3oM NMOCPEACTBOM MHAPOJIM3a IPYIITIbI S-
dbTopMeTunoBoro 3dupa KapGOTHOKHMCIOTEL B METa0ONUTEL CO 3HAYMTENBHO CHIKEHHOM
AKTUBHOCTBIO  KOPTMKOCTEPOMHOB. Bunantepon MeTabonusupyercs MPeUMYIIECTBEHHO
nocpeacTsoM O-f€anKWiNpoBaHus B pAd METabONMTOB CO  3HAYMTEIBHO cam&eﬂﬂoﬁ
AKTUBHOCTBIO P1- U 32-arOHUCTOB. '
BriBeneHue
ITocne npuemMa BHYTph y YenoBeka GiIyTHKa30Ha ¢Gypoar BEIBOOUTCS NPEUMYIIECTBEHHO B BUAC
MeTaGONUTOB, KOTOpHIE BBLINENSIOTCS TNPAKTHYECKH HCKIOUMTENbHO ¢ KaimoM. C ModoH
BeIBOAUTCS <1% MO3BIL.
[locne mpuemMa BHYTph Y HelOBEKAa BHJIAHTEPOJ BBIBOJUTCS MPEHMYIECTBEHHO MOCPEACTBOM
MeTabonusMa. MeTa6onuThl BEIAENAOTCA ¢ MOYoit u kanoM (70% u 30% 10361, COOTBETCTBEHHO).
Ilepuon TOJyBHIBEAEHHs BUJIAHTEPONA U3 IUIA3MBl TOC/E ONHOKPATHOTO WHIA/LILMOHHOTO
BBeIEeHHs KOMOMHAanuu (yTHKasoHa (ypoar / BUNAHTEpPON COCTaBMJ B CpelHeM 2,5 Haca.
S hexTHBHEIH NEPUO MOTYBLIBEICHIS Ul HAKOTIIEHUA BUIaHTepOIa cocTasisier 16,0 uacoB y
NalMeHToR ¢ actMoit u 21,3 yaca y manuenToB ¢ XOBJL, yto 6b110 yCTaHOBIEHO B pe3ysbTaTe
MHTaJIILMOHHOrO BBEAEHHS MHOTOKPATHBIX 103 BUIIAHTEPOJIA 25 MKT.

eTH
V noapoctkos (12 neT unu crapilie) U3MEHEHUE JO3UPOBKH HE PEKOMEHAYETCH.
dapMaKOKMHETHKA KOMOWHALMHM (QITyTuKasoHa Qypoar / BUNAHTEpOs Y MallMeHTOB B BO3pacTe
muaznuie 12 net He u3ydeHa. besonacHocTs 1 3 dekTHBHOCTE KoMOHHauy GIyTHKasoHa ¢ypoaT
/ BUNaHTEpO y AeTei B BO3pacTe Miajiie 12 JIeT He yCTAHOBIEHEI.

Ocobble rpyOmnbl NalKEHTOB

Iayuenumur nosxcunozo gozpacma (>65 nem)

BnusHue BospacTa Ha (GapMakOKMHETHKY (myTukasoHa ¢ypoara W BuIaHTepona ObUIO
ycraHoBneno B uccnemoBanuix III dasel ¢ yuactwem mauuentoB ¢ XOBJI u actmoit. Hert
JI0KA3aTeNbCTB TOT0, 4TO Bo3pacT (12-84) BnuseT Ha GapMakOKMHETHKY QiyTHKa3oHa hypoata u
BHJIQHTEPOJIA Y TTAIJUEHTOB C aCTMOM.

HeT noKa3aTelbCTB TOTO, YTO BO3PACT BIMsAET Ha (GapMakoKMHeTHKy QuyTukasoHa dypoara y
14
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nanuenToB ¢ XOBJI, Torga Kak OTMeYanock mnosbimieHne (37%) mnoxasatens AUC (o24)
BIUIAHTEPOJA B BO3PACTHOM AManasone oT 41 1o 84 nier. V manpeHTa TOXHIOro Bo3pacta (84
roja) ¢ HM3KOH Maccol Tena (35 Kr) nmpeanosaraetcs, 4to nokasareib AUC (p-24) BUIaHTepola
Oynet Ha 35% BBIIIE NMPETIONAraeMOro 3HaYEHHs 10 NOoMmyJauy (nauuest ¢ XOBJI B BO3pacTe
60 ner m maccoit Tema 70 kr), Torga Kak noka3arens Cmax OCTABAICS HEM3MEHHEBIM.
ManoBeposTHO, UTO faHHbIe PasMYKs ABAIOTCS 3HAYUMBIMH C KITMHIYECKOHM TOUKH 3pEHHUS.
PexoMeHaLuu Mo M3MEHEHHIO PEXUMa [I03UPOBAHMA Y MAIMEHTOB C 4CTMOM M MAIMEHTOB C
XOBJI otcyTCcTBY!IOT.
Iloueynan nedocmamounocmp
HccnepoBanue xuHuYecKol (GapMaKoIorny KoMGHHaMK (IyTHKa3oHa ¢ypoar / Bunantepon
TIOKa3aj10, HTO TsDKEJIasd I04YeHHas HENOCTATOMHOCTh (KIMpEHC KpeaTuHMHA <30 MI/MMH) He
MPUBOANNA K 3HAYUTENBHO GOsIbLUeH SKCTIO3UIMY (uIyTHKA30Ha GypoaTa WM BUIAHTEPOA WK
Gonee BHIPAXEHHOMY CHCTEMHOMY BO3LEHCTBHIO KOPTHKOCTEPOMIOB HIH 6ETaz-arOHHCTOB IO
CPaBHEHHIO C MTOKa3aTe/sIMH y MalEHTOB C HOPMAIBHOM GyHKIMel nouek.
Koppexuuu pexxuma 103HpOBaHKA Y NAIHEHTOR C NOYEYHON HEJOCTATOYHOCTHIO He TpebyeTcs.
Biuanue remonuanisa He U3ydeHo.
Ilevenounas nedocmamounocme
ITocne MpHMEHEHHs! MHOTOKDATHBIX O3 KOMOMHALMH ¢nytuxasona ¢ypoar / BunanTepon Ha
NPOT:LKEHNH 7 JHeH HaOoJanoch YCUIIEHHE CHCTEMHOTO BO3NEHCTRHS (IyTHKa3oHa ¢ypoara
(IO TPEeXKpaTHOTO YBENMYEHHS [0 H3MEPEHMIO [0Ka3aTels AUC(0-24)) y TamMeHTOB €
NEYCHOIHOH HEIOCTATOYHOCTEIO (A, B mnu C no knaccuduxaumu Yaitng-ITsio) mo CPaBHEHMIO CO
300POBBIMH  CYOBEKTaMH. YCUIEHME CHCTEMHOTO BO3NEHCTBHA (IyTHKA30HA dbypoara y
MAIIMEHTOR C YMEPEHHO! TIEYCHOYHON HELOCTAaTOMHOCTHIO (B no wnaccuduxanun Yaiing-Tlsto;
KoMOuHaLMA biTyTHKasoHa dypoar / BunanTepon 184/22 MHKpOrpaMma) acCOLMHPOBAIOCH CO
CPEAHNM CHIKCHHEM ypOBHA KOPTH30]1a B CBHIBOPOTKE Ha 34% 110 CPaBHEHHIO CO 370pOBBIMH
cy6sexTamMu. HopManusoBaHHoe 1o 03¢ CHCTEMHOE BO3JIeiCTBHE dmyTukasona ¢ypoara 6s110
HICHTUIHBIM Y TIALIUCHTOB C YMEPEHHON U TSDKENOMN II€YEHOYHOM HEeOCTATOUHOCTBIO (B umu C
o xiaccudukanuy Yaitna-Tleio).
[ocne mpuMeHenus MHOTOKpaTHBIX 03 KOMGMHALMH (IyTHKA30HA dypoaT / Bunantepon Ha
MPOTSOKEHMM 7 NHEH He HaGMONANoch CYILIECTBEHHOTO YCHIIEHHS CHCTEMHOTO BO3ZEHCTBUA
Bunanreposa (Cmax H AUC) y maumeHToB ¢ Jerkoi, YMEPEHHOH MM TSKENOH EeYEHOUHORH
HE0CTAaTOYHOCTBIO (A, B wnu C no knaccudukarmu Yaitng-TIso).
Kombunaums ¢ytikasona ¢ypoar / BUIaHTEPON He OKa3IBAET 3HAYMMOE C KIHHUYECKOM TOUKH
3peHKs BO3NECHCTBHE Ha Oera-afpeHEpruuecKhe CHCTEMHbIE 3hdeKTh (HacTora CEpACHHBIX
COYJACOBAINO 15
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COKpaLIeHuil WM KOHUEHTPALKs Kajlus B CHIBOPOTKE) y MALMEHTOB C JIETKOH WM yMEpEeHHOHU
[eYEHOUHOM HEJOCTATOMHOCTHIO (BHNAHTEPOS, 22 MEKPOrpaMMa) MJH C TSDKENOH NeYeHOUHOH
HEJIOCTATOYHOCTHIO  (BWiaHTepod, 12,5 MMKpOrpamMMa) MO CPaBHEHWIO CO  3[I0pOBBIMU
cyOBbEKTaMHU.
Hpyzue ocobvie 2pynnst nayuenmos
V mauueHToB u3 BocrouHoit Asum, SlnoHuu umnu FOro-BocTounol Asuu ¢ acTMOH (12-13%
naupenToB) mpeanonaraemoe 3Hadenue AUC(o24) GuryTrkasoHa dypoata OBIIO B CpeHEM Ha
33%-53% BBIIIE 110 CPABHEHMIO C MPEJICTABUTENAMHU APYTHX PAacOBBIX rpynn. TeM He MeHEe, HE
6BUIO MOJYYEHO JIOKA3aTeNbCTB TOTO, YTO G0oee BRICOKOE CUCTEMHOE BO3ICHCTBHE Y MALMCHTOB
zxaaﬁoﬁ TOMYNALMH CBA3aHO C Goiee CHITLHBIM BIIHAHUEM Ha BEIICIECHUE KOPTH30/1a C MOUOH 33
24 yaca. B cpejHeM, TipeaIionaraerTcs, 9To noxasarenb Cmax BuManTepona Gyzer Ha 220-287%
Bpine, a nokasarenb AUC(o24) y NAUMEHTOB a3HaTCKOroO NMPOUCXOXKIEHHS OyIeT CONOCTABUM C
AHANOTMYHEIM [OKA3aTeleM y NAlMEeHTOB U3 ApYTMX PacoBhIX rpymm. Tem He meHee, He ObUIO
TMONY4EHO NOKA3aTeNbCTB TOrO, YTO JaHHBIA Gonee BBICOKMI Mokasatelb Cmax BHIAHTEPONA
TIPUMBOJMI K KITMHHYECKH 3HAYUMOMY BIIMSHUIO HA 4acTOTY CEpAEYHBIX COKPAICHHH.
V nanuenToB u3 BoctouHoit Asum, Snonuu wik IOro-Boctouno#t Asum ¢ XOBJI (13-14%
NalMenToB) npeanonaraemoe 3uauenne AUC(o24) QuyTukasona ¢ypoara GeUlo B CpefHeM Ha
23%-30% BbILIIE 10 CPABHEHHIO C MPEACTABUTE/SIMHE EBPONEONHON packl. Tem He MeHee, He Gblo
TONy9EHO JOKA3aTENbCTB TOro, 4T0 GO/Iee BRICOKOE CHCTEMHOE BO3NEHCTBUE Y NAlIHEHTOB JaHHOM
TONYJIALMY CBA3aHO C 6066 CHIbHBIM BIUAHHEM HA BbIAENEHHE KOPTH30/Ia C MOUOH 32 24 Haca.
V mnamuentoB ¢ XOBJI pacoBas NPHHAMJIEXHOCTh HE OKasbiBaja BIMAHKA Ha DacueTHBHIC
bapmMaKOKMHETHYECKHME [IapaMETPEI BUIIAHTEPOTIa.
Ion, macca mena u UMT
B pe3y/bTaTe MOMyNALMOHHOTO (papMaKoKuHeTHueckoro ananmsa I ¢aser He OBLIH MOTyHEHDI
JIOKa3aTeNsCTBa TOTo, 4To moJy, Macca Tena winn MMT (uMHAekC MacChl Tena) BIMAIOT Ha
dapMakOKMHETHKY (IIyTHKa30HA Qypoara. AHAIM3 NPOBOJMIICSA HA OCHOBAHUHU JIAHHBIX Y 1213
MIalMEeHTOB ¢ acTMoit (712 xenmuH) U 1225 nanuestos ¢ XOBJI (392 xeHMHET).
B pesyiabTare MOMYJIALUMOHHOTO (HapMaKkOKHHETHYECKOTO aHanu3a HE OBUIM MONyYeHBI
JI0Ka3aTeNbCTBA TOro, 49rTo moj, Macca Ttema win MMT BmuaoT Ha (apMakOKUHETHKY
BUJIAHTEpOJa. AHAIM3 NPOBOIMICS Ha OCHOBAHMHM JaHHBEIX y 856 maumentoB ¢ actMo# (500
xenmyH) ¥ 1091 nanuentos ¢ XOBJI (340 xeHiuH).
KoppeKuuy pexvma fNo3HpoBaHKs Ha OCHOBaHUM Tona, Maccs! Tena i MMT ne TpeGyercs.
IIOKA3AHUA K TPUMEHEHNIO
Actma COI'TACOBAHO |
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IIpenapar Pensap DanunTa roxasaH JUis peryJsipHOTO JIEYeH s aCTMBI y B3pOCIBIX MALHEHTOB U
MOAPOCTKOB B Bo3pacTe 12 JET M CTapule B TeX CIIydYasX, KOTga 11e/1eco06pasHo NMpUMEHEHHE
KOMOMHMPOBAaHHOTO JIEKapPCTBEHHOrO mpernapara (6€Taz-arOHUCT JJTUTEBHOTO ASHCTBHA M
MHT aJIALIMOHHBIH KOPTUKOCTEPOH):

® y MalMeHTOB C HCNOCTATOYHBIM KOHTpojeM 3aboneBaHHs Ha (oHe Tepanuu
HHTJIIHUOHHBIMH KOPTHKOCTEPOMJAMH U INEPUOAUUECKOr0 HCIOJIB30BAHMS HHTANALMOHHOTO
6eTaz-anpeﬁ0MnMeTHKa KOPOTKOI'0 ISHCTBHS «I10 TPEGOBAHUION.

¢ Y NalMEHTOB C IOCTUTHYTHIM KOHTPOJIEM 3a00/1€BaHUA Ha OHE Tepanny UHrAIALHOHHBIMH

KOPTHKOCTEPOUIaMH ¥ GeTaz-afpEHOMUMETHKOM IJIMHHOTO NeiCTBHS.

XOBJI (xpoHmyeckas 06cTpyKTHBHAS GONE3HE JIErkyx)

Ilpenapar PenBap Omnwnra nokasan gng teparuy cumiromos XOBJT Y B3pOCJIbIX NaIIHEHTOB C
O®B; < 70% 0T IpOrHO3upyeMOro 3Ha4eH s (T10CTe IPUMEHEHHS GPOHXOIMTHYECKOTO CPEJICTRA)
Cc ofocTpeHusMH 3a00NeBaHHs B AaHAMHe3e, HECMOTPS Ha pErylipHYI0 Tepamuio
GPOHXONMUTHYECKUMHU NperapaTaMH.

Tarmentam ¢ XOBJI He nokasan npenapaT Pensap Dmunrta 184/22 Mkr (cM. paszpgen «Croco6

NPUMEHEHUS U JI03bI»).

IIPOTUBOIIOKA3AHUSA

['MrepYyBCTBUTENBHOCTE K AKTHBHBIM CYOCTAHIHAM MIH K mo6oMy M3 BCIIOMOTATENBHBIX
BEHIECTB.

IIPUMEHEHUWE ITPH BEPEMEHHOCTH 1 JAKTAIIHA

BepeMennocTs

B nuccnenoBaHMSX Ha JKMBOTHBIX Oblla BBIIBICHA PETIPOAYKTHBHAA TOKCHYHOCTB npn;
HCTONb30BAHUH 103, HE UCIIONB3YEMBIX B KIMHUYECKOH IpakTuKe. [[aHHBlE O NpUMEHEHHH
¢mytukasona dypoara U BunaHTEpONa TpudeHaTaTa GepeMeHHBIMU HKEHIMHAMH OTCYTCTBYIOT
WU SABISIIOTCS HENOCTATOYHBIMH.

BepeMeHHBIM XKEHIIMHAM CEAYET Ha3HAYaTh KOMGHHALMIO ¢yruxasona dypoar / Bunanrepon
TOJIbKO B TOM CJTy4ac, KOrjaa npearonaraeMas nojp3a s MaTepu IPEBOCXORHT BO3MOXKHBIH PHCK
7 TIoa.

IpynHoe BckapmiuBanue

HWnpopmaums o BeieneHuu ¢uyTtrkasona ¢ypoara wiu BUJIAHTEpONa TpUdeHaTaTta Wuau ux

MeTaboIUTOB B TpyAHOE MOJIOKO HenoctatoyHa. OpHaxo APYTru€ KOPTHUKOCTCPOHIBI U OeTaz-

COrJIACOBAHO
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ArOHMCTHI ~OOHAPY)XMBAIOT B JKEHCKOM  MONOKe. Hejip3s WMCKIIOUMTE  PUCK  JUIA
HOBOPOXIEHHEIX/MIaICHIEB, HAXOAALIMXCS Ha IPYHOM BCKapMIIMBaHUH.

Heo6x0uMo NPUHATH PELICHUE O NMPEPHIBAHMM IPYAHOTO BCKAPMIIMBAHHSA MM NPEKPALICHAN
npuMeHeHus KoMmbuHauud ¢uyTHkasoHa ¢ypoar / BAIAHTEpOJ, YYHTBIBas TOJB3Y IPYAHOrO
KOpMJIEHHS 171 peGeHKa ¥ GNarolpuaTHOE BO3ACHCTBUE TEPANUK Ha XKCHIIUHY.

DEePTHIILHOCTE

JlaHHBIE O BIUAHMK Ha (EPTIIBHOCTD YENOBEKAa OTCYTCTBYIOT. MccienoBanus Ha )XMBOTHBIX HE
BBIABUIIA Bo3;1eﬁCTﬁm komOuHanuu ¢iyrrkazona ¢ypoar / BuiaHtepona TpudeHaTaT Ha
GbepTHIBEHOCTD.

CIIOCOb IPUMEHEHUS U 1O3bl1

Acmma

Bspocnvie u noopocmku ¢ gospacme 12 nem u cmapuue

Opua uHranganus npenapara Pensap Dmunra 92/22 mxr unu 184/22 MKr ofuH pa3s B CyTKH.

V nanueHToB, KaK IpaBuio, yiry4yuaeTcs GyHKLUHS JETKUX B TEYEHHE 15 MHHYT 10CNe BABIXaHUA
npenapara Pensap Omnunra. OgHako NamyeHTa CclegyeT NpOUH(OPMUpPOBaTh, 4YTO A
NOMIEP)KAHUA KOHTpOJS Haj CHUMITOMaMH acTMbl TpeOyeTcs pETyNSpHOE eXEeTHEBHOE
TpUMEHEHHUE Tpenapara, KOTopoe HeoOX0IUMMO MPOJOIIKATE AaXKe IIPH OTCYTCTBUH CHMIITOMOB.
B cnyuae, ecnu cuMnTOMBI 3a00JeBaHMA NOSBIAIOTCA MEXTY NpUEMaMH Ipenapata, yid
GBICTPOro O0JIErHeHHUs CIEAYET UCTIONB30BATh G€Ta2-arOHUCTEI KOPOTKOro AeHCTBHS.
Heo6xoquMo paccMOTpETh BO3MOXKHOCTh NPHMEHEHMS HadalnbHOH 103bl Npenapara Pensap
Onmunta 92/22 MKT y B3pOCHBIX MAalMEHTOB W IMOAPOCTKOB B BO3pacTe C 12 JIeT, KOTOPBIM
TpeOyIOTCS HM3KHE WU CPEIHHE 03561 MHTATSLHOHHBIX KOPTUKOCTEPOUIOB B KOMOMHAIUH C
6eTaz-arOHMCTOM JUIMTENBHOro aekicTBus. Ecinu He ynaetcs obecrieunTh aJleKBaTHBINH KOHTPOIb
TpH IoMoIIM npemnapata Pensap OmmmnTa 92/22 MKT, 103y MOXKHO YBEIWYHUTH 10 184/22 MKT, uTO
NO3BOJIUT AOMOJHUTENBHO YIYUYIIUTE KOHTPOJIb aCTMBIL.

PaGoTHMKAaM 3[paBOOXpaHEeHHs HEOOXOAUMO NPOBOAUTD PEryysipHOoe o0CIeOBaHKE NAlUEHTOB
IVl TOrO, 4TO0Bl yOEeIUThCS, YTO NO3UPOBKA MoNyyaeMoit koMOuHanmu ¢iyTHKa3oHa ¢ypoart /
BUJIAHTEPOJI OCTAETCS ONTUMAJIbHON, H3MEHEHHE NO3UPOBKY AOITYyCKAETCS TOJBKO MO YKa3aHHIO
Bpaua. Jlo3y cnemyeT TUTpOBaTh [0 CaMOHl HM3KOM [03bl, IpH KOTOpPOH HOCTUraercs
3¢ HeKTUBHBIN KOHTPOJIE CHMIITOMOB 3a00/I€BaHUS.

Heobxonumo paccMOTpeTs BO3MOXHOCTD IPUMEHEHUS Nipenaparta Pensap Onmnunta 184/22 Mxr y
B3pOCHbIX TALMEHTOB M MOAPOCTKOB B BO3pacTe 12 JieT M cTapiue, KOTOpeiM Tpedyercs Gonee

BBICOKAas 1034 HHIaJIHpyEMOT'0 KOPTUKOCTEPOUIa B KOMOWHALWH ¢ 6€Taz-arOHUCTOM JUIUTENBHOTO
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Makcumanenas pexomengyemas nosa Penpap Dimunta coctasnser 184/22 mxr 1 pas B CYTKH.
TauuenTaM ¢ acTMO# celyeT Ha3HavaTh TaKy:o N03NpOBKY npenapara Pensap Omunra, koTopas
conepxHT Qurytnkasona dypoar (O®) B konuuecTse, COOTBETCTBYIOIIEM TSXKECTH 3a00JIEBaHHuS.
Menuupnckie paGoTHHKH, HasHAuAOILKE PeUENTypHbIE Npenapatsl, JOJDKHBI 3HATh, 4TO IS
MAUCHTOB CTpajarolmux acTMo#, 100 Mukporpammor ¢yTukasona dbypoara (OD) onuH pas B
CYTKH TIPUOIIU3UTENLHO SKBUBAICHTHO 250 MHKporpamMmam ¢iIyTHKa30Ha NPONHOHATA (®I1) nBa
pasa B CyTKH, B TO Bpems Kak 200 muxporpammo ®® onun pa3 B CyTKH NpUOTU3UTENIEHO
SKBUBANEHTHO 500 Mukporpammam ®II fBa paza B CyTKH.

Hemu mnaowe 12 nem

BesonachocTs u shdpextiBHOCTS NIPUMEHEHUS npenapara PeiBap Dnnunra nj1s nedenus acTMel y
AeTe 10 12 neT He yCTaHOBIICHEL.

XOBJI

Bspocnvie ¢ 6o3pacme 18 nem u cmapute

OnHa uHransuus npenapata Penap Snnunta 92/22 Mr onus pas B CYTKHU.

IManmentam ¢ XOBJI He nokasan npenapat PenBap Onnunra 184/22 Mkr. Iprmenenue n03upoBKH
184/22 Mxr B cpaBHeHHH c Ro3upoBko# 92/22 Mkr y maumentoB ¢ XOBJI me TIPUHOCHT
AOTIONTHUTEIILHOH MOJNB3BL, KPOME TOr0, IOTEHIHANBHO YCHIHBAETCS PMCK PasBUTHSA MHEBMOHHU
Y CUCTEMHEBIX HEXKENIATENBHBIX PEaKiil, BBI3BAHHBIX KOPTHUKOCTEpOUaMH (CMOTpPHTE pasfiebl
«MepsI ipefoctopoxHocTY U «[ToBouHOE NEHCTBUEY),

Y TNauMeHToB, KaK MpaBHIIO, ymyuymaercsi GyHKIMA JIerKux B TeueHue 16-17 MHHYT TIOCIIE
BIBIXaHUA Npenapata Pensap Dnnunta.

Jemu

ITpumenenne npenapara PenBap Onmunra ana neuenns XOBJT Yy ZieTeit HellenecooGpasHo.

Oco6ble TpynIs! manueHTos

Hoowcunvie nayuenmer (> 65 aem)

Jnt  nanHON  kaTeropuu nanuenTOB KOppeKiMs  no3el He TpeGyercss (cM. pasgen
«DapMaKOKHHETHKAY).

Iloweunan nedocmamounocme

Hnt  pawHOM  xaTeropum nauueHTOB Koppekuus nosel He TpeGyercs (cM. pasmen
«DapMaKOKMHETHUKAY).

Heuénounas nedocmamounocme

B uccrenopanmsx ¢ Y4aCTHEM TNALMEHTOB C NEYEHOYHOM HEJOCTATOYHOCTHIO JIETKOH, cpenHeil u
TSDKEJIOH CTENeHHU GhIII0 BBISBIEHO YCHICHHE CHCTEMHOTO BO3NEHCTBHA (uTyTHKa30Ha Bypoarta (B

OTHOIIECHUH KaK Cmax, Tak 1 AUC) (cM. paszen «DapMaKOKHHETHKAY).
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[Ipu noxbope AO3UPOBKHM MAlMEHTaM C NEUEHOYHOH HENOCTATOYHOCTHIO CIEMYET COOMIONATh
OCTOPOXHOCTB, MOCKOJBKY y HMX HaOMIOJAeTCs IOBBIMEHHBIH PUCK pasBUTHA CHCTEMHBIX
HEXXENaTeNbHBIX PeaKiyii, BRI3BaHHBIX KOPTHKOCTEPOUAAMH.

JUis DAnMeHTOB C TEYEHOUHOM HEAOCTATOYHOCTBIO CpeiHEed WM TSDKEIOH CTeneHu
MaKcHMallbHas 103a cocTapiseT 92/22 MKr (cM. paszen «Mepbl IpenocTOPOKHOCTHY).

Crioco6 npuMeHeHus

I[Mpenapat Penpap Dinunra npeaHasHaveH TONBKO U NPOBEIECHNUA HHTaLALIUIA.

[MpenapaT CIeXyeT UCIIONB30BATh B OJHO U TO XKE BPEMS KaX/IbIi JICH.

OKOHYATENBHOE PEIIEHHE OTHOCHTEIBHO BPEMEHU ITPUMEHEHHS (B JHEBHOE WIIM BEUepHee BpéMﬂ
CYTOK) OCTAeTCH 3a JIeHalluM BpauoM.

Ecnu npuem mpenapata GBUT MPOIMYIIEH, CASIYIOUIYIO 103y HEOOXOAHUMO IPUHATEL B OOBIMHOE
BpEMSs Ha CIICOYIOLIH IeHb.

ITpu XpaHEHMH IIpenapara B XOJOAMIIbHHKE HEOOXOIMMO Mepej UCIONB30BaHHUEM BhIEPKATh

HHraJiiTop MUHHMYM B T€CYCHHUE Haca IIpU KOMHATHOU TEMIIEpATYypE.

HpI/I NEPBOM MNMPHMCHEHUN HHrajaitTopa HET HEOOXOUMOCTH IIPOBEPATE €TI0 HUCIHPABHOCTE H -

0co65IM 06pa30M NMOJATrOTABIUBATE €70 K UCIONB30BaHUI0. ClieyeT MpuaepKUBaTECs NOAPOGHOM
UHCTPYKIIUH.
Huranarop Omwmunta™ HaxomuTcs B KOHTeHHepe, B KOTOpBIA TakXKe MOMELIEH NaKeTHK C
TIOTJIOTHTENEM BJIAaTH IS TOHKEHUS YPOBHS BIAXHOCTH. [Toce BCKpBITUS KOHTEHHEpa AaKETHK
HeoOXOMMO BBIKHHYTh; NMAKETHK HENMb3sl OTKPBIBAaTh, ChEeHATh WM BIBIXATh €0 CONEPIKHMOE.
TTal[ieHTOB CTOUT MPOHHCTPYKTUPOBATh HE OTKPHLIBATH KOHTEHHEp MO TEX MOp, MMOKa OHU He
rOTOBEI BIOXHYTH 103y JIEKAPCTBEHHOI'O CPE/CTRA.
Korna uHransTop M3BneKaroT W3 KOHTEHHEpa, OH HaXOIUTCHA B «3aKPBHITOMY» cocTosHuH. [Tocne
OTKPBITHS KOHTEHHEpa HHTaNiITOp CIEeAYeT UCMONb30BaTh B TeUeHHe 6 HeleNb. B cBoGomHOM
MecTe Ha ApJIbIKE MHTajATopa CleQyeT HalucaTh Jary, 0 KOTOpOH CIEHyeT ero HUCIOb30BaTh.
VIHraniarop He cliefyeT MCMOJb30BaTh IOCIE MCTEUCHHs NaHHOro nepuona. Ilocie BCKpHITHA
KOHTEHHEP MOXHO BBIKHHYTb.
[Mocne MpoBENEHUS HHIALILMK NAMEHTY CIIEAYET NPONOJIOCKATh POT BOMOM, BOAY HE IJIOTATh.
IMoxpobuas momaroBas MHCTpYyKuUMs K 30-1030Bomy (paccuutan Ha 30 aHeit) unransropy
Onnunrta, NpUBENEHHAas HUXKE, MOOXOAUT TaKke And 14-1030Boro (paccuutad Ha 14 mnHeit)
HHrajsTopa JIUIUTa.

I IIpouynTaiiTe cieqyromyro HHGOPMALHUIO NePeN HCOAb30BAHHEM

[Ipy OTKpBITMM M 3aKphITHU KpBILIKM HHraniaropa OmiunTa 6e3 mpueMa JeKapCTBEHHOTO
Ipernapara NpOUCXOIUT TOTepsl OAHON JO3bl. DTa 1032 OCTAeTCs 3aKPHITON BHYTPH HHIajsTOopa,
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HO OHa OyieT HeOCTynHa MIs nprema. HeBo3MOXKHO cltydaitHo NOJIYYUTh OONBLIYIO 03y WITH
IOBOHMHYIO 03y 3a OIHY HHIaJIALMIO.

IToaroroBka mo3nI

He otkpriBaiite kpeimky, roka Bel ue Oynete rotoBsl K npuemy npenapara.

He serpaxusaiite unranarop.
OmnycTHTe KpbilKy BHU3 [0 meTIKa.

Z[oaa IIpe€napaTa roToBa K HHTaJUILHH, U B TIOATBEPXKACHUE 3TOTO CYETUUK J03 YMEHBIIAET
HHUCJIO A03 Ha CNHULLY.

Ecnu cyeTunk 1o3 He ymeHbmmn 9ucio 103 mocie TOTO, Kak Bbl ycneimany mesmqok, to
MHTajIsTOp HE TOTOB K M0/ia4e JO3bI JIEKAPCTBEHHOTO npenapara. B atom cmydae cnenyer
0OpaTUTECS B anTeKy.

COI'JIACOBAHO
MUHUCTEPCTBOM 3JIPABOOXPAHEHUS
PECIVBJIUKA BENAPYChH )
ITpuxaz Munucrepcrea 3/paBoOOXpanes ua 21
Pecuybanku Bexapycs




III. Huaransanus JeKapcTBEHHOTo NMpenapara

1. ViepuBas HMHraliTOp HA HEKOTOPOM pACCTOSHMM OTO PTa, CHENaiTe BBIIOX
MaKcUMalIbHOM ryOuHbl. He BBIIBIXalTE B HHIAIATOP.

2. TlomecTHTe MyHIIITYK MEXTy rydaMu ¥ IIIOTHO obxBaTuTe ero rybamu. He sakpeiBaiite
MajabllaMy BEHTHIALIMOHHOE OTBEPCTHE.

3. Cpenaiite onuH rIyOOKUiA, TOTHM, pABHOMEPHBIA BIOX. 3aA€PXKUTE IBIXaHNE HACKOJIBKO
BO3MOXKHO (110 KpaiiHei Mepe, Ha 3-4 CeKyHIbI).

4. VY6epuTe UHrajAaTOp U30 pTa.

5. MemjieHHO U CIIOKOWHO BBIJOXHHUTE.

T'y8EI gO/CKHEI TOTHO

| moBTOPSTH BopMy

| MYBAMTYKA HETAIAT0PA.
He 3axpeisaiiTe DaIsmaym
BeHTILIANHNOHEDE
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E MUHHCTEPCTBOM 3IPABOOXPAHEHUS
| PECITVBJIMKH BEJIAPYCH

f Hpukas Mun PCTBA 3XPaBOOXPAICHUA
i Pecny6auku Benapycs
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Br1 MoxeTe He TIOTYBCTBOBATh BKYC MITH HE OLIYTHUTH IIOCTYIUICHUE JICKapCTBEHHOI'O IIpenapaTa
AaXC IIpY IIPaBUJIBHOM HUCIIOJIB30BAHUN UHTAJIITOpA.

Ecnu Bbl X0TUTe MpOTEpeTh MYHNIITYK, HCIONb3yHTE CYXyl0 GyMaKHYI0 cajnderky nepen

3aKPBITUEM KPBIIIKH.

IV.  3axpbITHE HHra/NATOPa H N0JOCKAHHE POTOBO} NOJIOCTH

1. IlopgHnumuTe KPBILIKY 0 YHOpa, JOGHBIINCH ONHOTO 3aKPBITHS MYH/IIITYKA.

2. Tlocne nHrassuyu clielyeT NPONONOCKATh POT BOXOH, He IPOrIaTEBas BOAY. ITO CHUHT
BEPOSTHOCTb Pa3BUTHA TAKHX MOOOYHBIX SABNEHHUI, Kak GOJIb B ropiie 1 MOJOCTH pTa.

IIOBOYHOE JTEMCTBUE

0630p npoduiig 6e30macHOCTH

HaHHble, TIOTyYeHHBIE B pe3y/IbTaTe MACIITAOHBIX KIMHIUECKHX ucciienosanui actMel 1 XOBJI,
OBUIM MCIONB30BAHBl MJIA OMPENENEHMS] YacTOTHI Pa3BUTHs HEONAroNnpUATHBIX MO60YHBIX
PEaKlyH, BBI3BAHHBIX MPUMEHEHHEM KOMOMHAIMM (IIyTHKa30HA dypoar / Bunmantepon. B
KOMIITEKCHYIO OLEHKY MOOOYHBIX Peakiuil B XO#e MporpamMMbl KIMHMYECKUX HCCIIEJOBaHHIH
acTMBI OBLJIO BKJTIOYEHO B 1iesioM 7034 maumenTa. B KOMIUIEKCHYIO OLIEHKY NMOGOYHBIX peakiyii B
XOZC IpOrpaMMBI KITMHUYECKHX HccenoBanuii XOBJI 6b110 BKIIOYEHO B 1esIoM 6237 MalueHToB.
HauGonee yacTo B cBa3u ¢ npumenennem diytikazona dbypoara u BunanTepona coobmanock o
TaKUX HEONAroNmpUATHBIX MOOOYHBIX DEAKIMAX, KAK TONOBHAS GOMb U HasobapuHrur. 3a

HMCKJIFOYCHHEM ITHEBMOHHHU H IMEPEIIOMOB KOCTHU l'IpO(bI/IJIB 6e30macHOCTH 6bUT OWHAKOBBIM [JIA

COIJIACOBAHO )3
MUHUCTEPCTBCM 3[IPABOOXPAHEHUS
PECIIYBIIVKKA BEIAPYCH

Tpukaz MunucrepcTBa 3ApaBooXpaneHns
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namueHToB ¢ actMoil 1 XOBJI. B KIMHHYECKHX HCCIIEN0BaHMAX CITydal ITHEBMOHHIH M IEPETOMOB
Gonee yacTo oTMedaucs y nanuentos ¢ XObJL

IlepeueHp NOOOYHBIX peaKLHi

He6aronpusTHele NMOGOYHBIE PEAKIMK BHECEHBI B CIMCOK B COOTBETCTBHM C CHCTEMHO-
OpraHHbIM KJIACCOM M 4YacTOTOH BO3HMKHOBEHHS. YacToTa BO3HHKHOBEHHS OIpPENEIIach
creyromuM 06pasoM: OYeHb 9acTo (= 1/10); wacto (ot > 1/100 mo < 1/10); Heuacro (ot > 1/1000
o < 1/100); penxo (ot > 1/10000 mo < 1000); ouers penxo (< 1/10000).

B KaI0# 4acTOTHOH rpyrre HeGIaronpuaTHeie NOGOYHbIE PeakIUy PacroOXEHbl B NOPSA/KS
yOBIBaHHS CTENECHU CePHE3HOCTH. |
VH(EKIMH 1 HHBA3UH: YaCTO — THEBMOHIA®, HHGEKIMA BEPXHUX BIXATENbHBIX myTel, GpOHXWT,
TpHUIII, KaHAHU03 POTOBO# MOOCTH ¥ ropra.

HapylleHuss cO CTOPOHBI WMMYHHOH CHCTEMBI: PEIKO — PEaKIMH TIHIEPYyBCTBUTENbHOCTH,
BKJIIOUAs aHADMIAKCUIO, AHTMOHEBPOTHUECKUH OTEK, CHIIb U KPANHBHUILY.

HapyIieHus co CTOPOHb! OGMEHA BEIIECTB U MUTAHUA: HEUaCTO — THIEPTITHKEMHUS.

HapyiieHust co CTOPOHbI HEPBHOM CHCTEMBI: O4EHB 4acTO ~ roJIOBHAs 601, peIKO — TPEMOP.
HapyIeHus O CTOPOHBI 3PHTENIBHOM CUCTEMBI: HEHacTO — 3aTyMaHEHHOE 3peHue (cM. paspen
«MepBl MPpeI0CTOPOKHOCTHY).

HapyIenus co CTOPOHEI ICHXHKU: PENKO — GECTIOKOHCTBO.

HapyIeHus co CTOPOHEI CEPALIA: HEYACTO — SKCTPACHCTOMILA, PE/IKO — yHaIlIeHHOe cepauebueHue,
TaxuKapaAus.

Hapyiienus co CTOPOHbI AbIXaTeNbHOH CHCTEMBI, OPraHOB IPYAHOH KIETKY M CPEIOCTEHUS: OYeHB
yacTo — Ha30QApUHIUT, DEAKO — TApPaJoKCaNbHEIH OpoHXOCHAasM, 4acTo — fonp B
opodapHUHTeanbHON 00IaCTH, CHHYCUT, (papHHTHT, PUHUT, Kallleb, nuchoHuUS.

HapyIueHus co CTOpOHbI ey JOUHO-KHIIETHOTO TPaKTa: 4acTo — Gonb B 0671aCTH JKUBOTA.
HapyleHus co CTOPOHBI CKEIETHO-MBIIIEYHOH CHCTEMBI, COCIMHUTENBHBIX ¥ KOCTHBIX TKAHEH:
YacTo — apTPaNrus, 60JIb B CIUHE, NIEPENOMBI KOCTEH™* ¥, MBIIIEYHbIE CIIa3MEL.

O61mye paccTpOHCTBA H PEaKIMK B MECTE BBEACHHUA: JaCTO — TMPEKCHA.

* %k CpoTprTe HUdke «OMKCaHHE OTASNbHBIX TOOOUHBIX PeaKiuity.

OmnucaHye OTAEIbHBIX TOOOYHBIX PEAKLINA

ITuesmonus (em. pazden «Mepvl npedocmopoNicHOCMUY)

B pesynbTare 06be[UHEHHOTO aHAJM3a [IBYX TIOBTOPHBIX FOJAUYHBIX UCCTICTIOBAHHUH Y IALMEHTOB
¢ XOBJI ymepeHHol MM TsKeNoN cTeneHu (cpenHee MporHosupyemoe sHaueHue ODBi npu
CKpMHHMHIE TOCNE NPUMEHEHHs OpOHXOMMIATAaTOpa 45%, craHpmapTHoe OTKJIOHeHHe 13%) ¢

06GOCTPEHHEM B TIPEIIIECTBYIOMIEM rofy (i = 3255) KoNMYeCTBO CTy4acB MHEBMOHUK Ha 1000
24
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NanMeHTo-1eT coctaBmwio 97,9 B rpynne O@ / BU 184/22; 85,7 B rpynne ®® / BU 92/22 u 42,3
B rpymme BUY 22. Jlna Tsxenolt MHEBMOHHH COOTBETCTBYIOILIEE KOJNMYECTBO sBIeHMH Ha 1000
nauﬁeﬁ’ro-her coctaBuio 33.6, 35.5,u 7.6 COOTBETCTBEHHO, B TO BPEMsI KaK KOJIMYECTBO CITy4yaeB
| cepbe3ﬁdﬁ nHeBMOHHMH Ha 1000 mauueHTo-eT cocTasmio 35.1 rpynnie ®O / BU 184/22,42.9 B
rpynme @@ /BHW 92/22, 12.1 B rpynne BU 22. Yucno ciryyaes NHEBMOHHHY C JIETANBHBIM UCXOJIOM,
CKOPPEKTUPOBAHHOE B 3aBUCUMOCTH OT JIO3HPOBKH, cocTaBuio 8.8 B rpymre @ / BU 184/22 B
cpaBHeHuH ¢ 1.5 B rpyrme @@ / BU 92/22 u 0 B rpynne BU 22.
B mnane6o-koutpomupyeMom wuccienosarnd (SUMMIT) y mammentos ¢ XOBJI YMEpEHHOM
cTeneHH (cpeanee sHauenre O®B) npu CKPUHUHTE NOCIE IIPUMEHEHUS 6pouxozmunararopa 60%,
CO 6%) u c aHaMHE30M WIM IOBBILICHHBIM PHCKOM pPa3BUTHA cepneqﬂo-cocyﬁucrmx
3a007€BaHMil 4acTOTa Pa3BUTHSA THEBMOHUM B rpynnax ®O/BU, O®, BH u nnanebo cocTtasuia
COOTBETCTBEHHO: HEXENaTeNIbHBIE ABNEHHA — 6%, 5%, 4%, 5%, cephesHble HEXeNaTenbHbIE
ABNCHUSA — 3%, 4%, 3%, 3%, NOATBEPKAEHHBIE CITyYay CMEPTH OT ITHEBMOHHH — 0.3%, 0.2%,
0.1%, 0.2%; CKOpPeKTHPOBaHHBIE N0 KCIO3HLUK NOKA3ATENH COCTABHIIN (#a 1000 maruenTo-
JIeT): HeXeNaTeNbHble sBleHus — 39.5, 42.4, 27.7, 38.4, CEPBE3HBIE HEXENATENILHbIE SIBICHUS —
22.4,25.1, 16.4, 22.2, nonTBepAEHHbIE CITyYan CMEpPTH OT [THEBMOHMH ~ 1.8, 1.5, 0.9, 1.4.
B obbenunensoM anammse 11 uccnemosanmit actmsl (7034 NalMEeHTa) YaCTOTa BOSHUKHOBEHHUS
nHesMonuy Ha 1000 manpento-net coctapuna 18.4 8 rpynne ©® / BU 184/22 B cpasrenyu ¢ 9.6
B rpytiie @O / BH 92/22 u 8.0 B rpynine nnane6o.

Ilepenomur xocmu

B 1IByX MOBTOPHBIX HCCNENOBAHHAX MPONOIDKHTEIBHOCTRIO 12 MECALIEB C ydacTHeM 3255
nanueHToB ¢ XOBJI ofmas 4acToTa BOHUKHOBEHHS TIEPEIOMOB KOCTeH GBIIA HU3KOM BO BCEX
rpynnax Tepamuy, ¢ Gosee BEICOKMMH NOKa3aTe/SIMU B TPYTINAX, MOTY4aBIIHX npenapar Pemsap
Onnunra (2%) B CpaBHEHUH C IPYTIION, MONy4aBLIe BUIaHTepos 22 MK (< 1%). HecmoTps Ha
TO, YTO B rpymmax, nomy4yaBmimx Pensap Ommunra, ObLI0 OTME4eHO GOMBINEE KONHYECTRO
TIEPETIOMOB B CPaBHEHMHU C IPYMIOH, MOJy4aBUWIEH BUIAHTEPON 22 MKI, MepenoMbl, 0GBYHO |
CBASAHHBIE C NPUMEHCHUEM KOPTHKOCTEPOHIOB (HalpuMep, KOMIPECCHOHHEN IepenoM
T03BOHOYHHKA/ [IEPEJIOM TO3BOHKA B MOSACHHYHO-TPYIHOM OT/ENE, TIepeioMbl ek Genpa u
BEPTUIYXKHOH BHaIMHbI), OTMEYaNUCh B < 1% CITyuaeB B rpymmax Tepanuu npenapatamu Pensap
ONIHNTA M BHIAHTEPOJIOM.

B neenenopannn SUMMIT wacToTa nepesioMoB B Kaxaoi rpynne (P®/BH, @O, BU u mnane6o)
cocTapuia 2%, 4aCTOTa IEPEIOMOB, KaK MPAaBHIIO, CBA3aHHBIX ¢ IpuMeHennem UKC, 6su1a MeHee

1% B kaxxno# rpymme. CKOppeKTUPOBaHHBIE 1O SKCIO3ULMY [I0KA3aTe/H (Ha 1000 maruenToO-N1€T)
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COCTABHMJIM COOTBETCTBEHHO: Bce mepenoMsl — 13.6, 12.8, 13.2, 11.5; nepenomsl, KaK NpaBuio,
cBs3anHble ¢ npuMenenuem UKC, —3.4, 3.9, 2.4, 2.1.

B pesynbTate ofbemuneHHoro anammsa 11 mccnenosanuit actmbl (7034 mauueHToB) YacToTa
BOSHUKHOBEHMS IIEPEJIOMOB cocTaBuna < 1%, Kak NpaBuilo, MEpeNioMBbl SBILINCE CNENCTBUEM
TPaBMBI.

INEPEJO3UPOBKA

CuUMITOMBI M IPU3HAKH

Ilepeno3upoBKa KoMOHHaLMK GITyTUKa30Ha (Qypoat / BUIAHTEPON MOXET BBI3BIBATH NPU3HAKU U
CHMIITOMBI, OOYCJIOBJICHHbIE AEHCTBUEM OT/EJBHBIX KOMIIOHEHTOB, B TOM YMCIE CXOIHBIE C
CUMIITOMaMM IIEpENO3UPOBKH NPYTHX 0€Taz-arOHUCTOB ¥ COOTBETCTBYIOIHE H3BECTHBIM
3(h(heKTaM MHIANSIMOHHBIX KOPTHKOCTEPOUIOB (CM. pasaen «Mepbl MPeJOCTOPOKHOCTH).
Tepanusa

IIpu nepeno3upoBke KoMOWHauWH (IIyTHKaszoHa ¢ypoar / Bunantepon He TpeGyeTes
cnenuduueckoi Tepamud. [Ipy nepeJo3MpOBKeE MAlMENTy CleyeT IPOBOMUTH MOAEPKUBAIOILEE
nedeHye ¢ obecrneyeHHeM pi HeOOXOIUMOCTH COOTBETCTBYIOIETO MOHUTOPHHTa.
BO3MOXHOCTS TPOBEJIEHUs KapAHOCEeTIeKTUBHON 6eTa-610Kaabl ClIeayeT pacCCMOTpPETh TONBKO B
cfydae BbIpaXKeHHBIX 3((EKTOB NEpPEeNO3UPOBKM BHIIAHTEPOJA, HMMEIOMMX KIMHHIECKOe
3HaueHHE U HEBOCTIPUMMYHUBEIX K NIOJIEPIKUBAIOILEMY JI€UeHHIO. JIeKapCTBEHHbIE MpenapaThl I
KapIMOCENEKTHBHOM GeTa-610Kafbl CNEMYeT MPUMEHATH C OCTOPOXHOCTHIO Y TMALUEHTOB C
6pOHXOCIIa3MOM B aHAMHE3E.

JanpHeHInyIo TEPANUIo CleAyeT IPOBOAUTE MO KIMHIIECKHM MIOKAa3aHHAM.
B3AUMOJIEMCTBUE C JPYTYUMU JEKAPCTBEHHBIMHU CPEICTBAMHU
KnuHudyecky 3HauuMBIE JIGKApPCTBEHHBIE B3aMMOJCHCTBHUS, BBEI3BAHHEIE [PUMEHEHHEM
xkoMbuHanmu (ayTHKasoHa (ypoaT / BHJIAHTEPON B KIMHUYECKMX JI03aX, PACHEHMBAIOTCS Kak
MaJIOBEPOATHBIE BCIIEICTBUE HU3KUX KOHLEHTpaluii B I1a3Me NOCHIe BABIXaHUs JO35I Ipernapara.

Braumoneiictsiie ¢ 6eta-00KaTopaMu

BeTaz-apeHOGI0OKaToOpsl  MOTYT OcabnaTh MIM NpoTHBOAEiCTBOBATE 3(dekTy Oetar-
aZipeHepruyecKux aronucToB. CiemyeT U30eraT OHOBPEMEHHOTO IPUMEHEHHS HECENEKTHBHBIX
M CENEeKTHBHBIX 0eTa-afpeHoOI0KaTOpOB, 3a MCKIIOYEHHEM CIy4aeB, KOT[a CYMECTBYIOT
y6enuTeIbHBIE IPUYMHBI JUI1 X UCTIONIb30BaHMs.

Bzaumoneiicteue ¢ uaruouropamu CYP3A4

Kak dmytukasona ¢ypoar, TaKk #W BHJIGHTEPON OBICTPO BEIBOAATCS IYyTEM 3KCTEHCUBHOTO

TIpECHCTEMHOrO MeTaGonm3ma Npu yyacTuu Gepmenta neyenn CYP3A4.
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Cnenyer coOmonaTe OCTOPOXXHOCTb IPH COBMECTHOM MHCHONB30BAHHM C  CHIBHBIMH
unruburopamu CYP3A4 (TakMMH Kak KETOKOHA30J, DUTOHABHp, a TAKKe JIEKAPCTBEHHBIMH
CPENCTBAMH, CONEPXKALIMMHA KOGHIMCTAT), TIOCKONBKY CYIIECTBYET BO3MOMKHOCTE YCHIICHHS
CUCTEMHOTO BO3IeCTBUS iTyTHKa3oHa GypoaTa U BianTepona. ClieyeT H30eraTh COYETaHHOrO
NPUMCHEHHS JAHHBIX JIEKAPCTBEHHBIX CPEJICTB, 3a HCKIIIOUEHHEM CIIyyaes, koma nons3a OT
NIPUMEHCHNS NIEPEBEITHBACT BOIMOXHBIN MOBBILIEHHBIH PUCK CHCTEMHBIX MOGOYHBIX 3(deKToB.
B ciyuae coBmecTHOro mnpumeHeHus HeOGXOMMMO NPOBOXHTEH MOHHMTODHHI ITallHEHTOB Ha
TIpEAMET BOSHAUKHOBEHMS CHCTEMHBIX NOOOUHBIX 30 (PEKTOB KOPTHKOCTEPOUIOB. B HccnenoBanuu
CYP3A4 06ycIIOBIIEHHOTO JIEKAPCTBEHHOTO B3aHMO/IEHCTRHS C TIOBTOPHBIMH JO3aMH C Y4aCTHEM
3MOPOBEIX NOGPOBOJBLEB, MPHHMMABIIMX KOMOMHAIMIO (ITyTHKA30HA dypoar / Bunantepon
(184/22 mxr) u cunbubidl uHrEGUTOp CYP3A4 KeToKOHA307 (400 mr), oTMe4eHO yBENUUYEHUE
cpennero 3HaueHuss AUC-24) 1 Crax (riyTHKasoHa dypoata Ha 36% u 33%, COOTBETCTBEHHO.
Ycunenve Bo3geHcTBus (GuyTHkazoHa (ypoaTa 6BUIO CBS3aHO CO CHIDKEHMEM Ha 27%
B3BELICHHOI0 CPENHEro 3HAUCHHS CONIEPXKAaHUs KOPTH30Na B CHIBOPOTKE KpoBH 3a 0-24 gaca. [Tpu
ORHOBPEMEHHOM NPUMEHEHHH YBENHUMINCE cpenuue nokasateni AUC(.y 1 Cmax BHIAHTEpOIA
Ha 65% U 22%, COOTBETCTBEHHO. YBENIHUECHHE SKCIO3HLIMH BUJIaHTEpOJNa He OBUTO CBA3aHO C
YCHIICHMEM CHCTEMHOTO BO3JEHCTBHSA BETaz-arOHHCTa Ha YacTOTYy CEpAEYHBIX COKpallEHMit,
YPOBCHD KallMd B KPOBH HJIX KOPPEKTHPOBaHHbIH uHTepBas QT.

Baaumoneiicteue ¢ uHru6UTOpPaMu P-riyMKonpoTenHa

@yTHKasoHa GypoaT H BHIAHTEPOI SABIAIOTCA CyGCTpaTaMy P-rnuxonporenna (P-rm). B xone
UCCTICNOBAHMA  KIMHUMECKOH  (DAapMaKONOrMHM ¢  y4acTHeM 3HOPOBBIX  J0GPOBONBLEE,
OHHOBPEMEHHO MPMHMMABIIMX BHJIAHTEPON H CWIBHOAEHCTBYIOWWMH P-rm W yMepeHHBIi
unruburop CYP3A4 BCpamaMui, He OBUIO BBIABIEHO 3aMETHOTO BO3EHCTBHS Ha
hapMaKOKHHETHKY BUIaHTepoa. Mccre1oBaHus KITHHUYeCKOi (apmaKoJIoruu crienupuIecKoro
MHrHOHTOpa P-r1t it diryTHKAa30Ha PypoaTa He MPOBOIMIKCE.

CHMH&TOMPIMGTH’-IGCKI/IC JIEKAPCTBCHHBIC MTpEIapaTel

OnHOBpeMEHHOE NpUMEHEHHE IPYTHX CHMIATOMMMETHYECKHX JIEKapCTBEHHBIX NpenapaToB
(OTHENBHO MM B COCTaBE KOMGMHMPOBAHHOM TEPAIiM) MOXET YCHIMBATH HEXeNaTellbHble
PeaKuuy, BBI3BAaHHEIE (uIyTHKasoHa ¢ypoatom / Bumamteponom. He CIIENYeT MPUMEHATH
npenapar PenBap Dnnunrta B COYETaHUM C APYTHMH GeTaz-apeHeprUYeCKUMH aroHUCTAMH
AMMTENBHOrO  NEHCTBHS WM JIEKAPCTBEHHBIMH  CPENCTBAMH, conepxalumMd  Geraz-
aIpCHEPTUYECKHNE arOHUCTHI UTUTENLHOTO AEHCTRHUS.

eTH

HccnenoBanus B3aUMOJICHUCTBUA [IPOBOAUIIHCH TONBKO C YHACTHEM B3POCIIBIX NALMEHTOB.
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Q6ocTpeHue 3a00JIeBaHNs

Kom6unamuto ¢uyTnkasona ¢GypoaT / BHIAHTEPOJ] HE ClielyeT HCNONB30BaTh LA TEpaIyu
OCTPBIX CHMIITOMOB acTMbl mimm octporo mpuctyna XOBJI, jns Takux ciydaes TpeGyroTcs
GpOHXONMTHYECKHE  CpeiCcTBa  KOpOTKOro  jekicteus. bonee  wacToe  NpUMEHEHHE
6POHXONMTHYECKHX CPEACTB NS YCTPaHEHHs CHUMITOMOB O3HAa4aeT ocnabieHue KOHTPONd,
MaLMEHTY ClIeNyeT 0OpaTUThCs K Bpady.

[TanpeHTaM He cCllefyeT MpeKpaljaTh HpuUMeHenue KoMmOuHauuu ¢ayTukasoHa ¢ypoar /
BuiIaHTepost Ansd Jiewenus actMbl und XOBJI 6e3 nabmojenus Bpaya, MOCKOJIBKY CHMIITOMBI
3a601eBaHUsA MOI'YT BO30OHOBHTHCS 110CIIE IPUOCTAHOBKH JIEYEHHUS.

HexenaTtenbHele ABIEHUs, 0OYCIOBIEHHBIE aCTMOM, M 00OCTPEHHS MOTI'YT OTMEYAThCA BO BPEMs
Tepanuu KoMOuHauued ¢uytnkasoHa ¢ypoar / Bunantepon. IlaimentoB Heo6XoaMMO
MPOMHCTPYKTUPOBATH O HEOOXOAUMOCTH IIPOJIOJDKATE TEPAIHIO M 06pallaTeCs 32 MEIHLMHCKON
KOHCYJIbTALMEH, €CIT CUMIITOMBI aCTME] HE KOHTPOJIUPYIOTCS WM YCHIMBAIOTCS MOCHE Havana
npyMeHeHHs npenapara Pensap OnnunTa.

IMapamokcanbHbIH OpOHXOCTIA3M

ITocne npUMeHeHUs Mpemnapara BO3MOXHO BO3HMKHOBEHHE NapaJoKCaIbHOro GpoHXocmasMa ¢
YCHUJIGHMEM CBUCTALIETO IbIXaHHA. B TakoM ciyyae HEOOXOMMMO HE3aMEMIUTENBHO
MCIIONB30BaTh MHIAJALMOHHOE GPOHXOJIMTHIECKOE CpeICTBO KOPOoTKOro AeHcTrs. [Ipumenenme
npenapata Pensap Diunra cieyeT cpasy IPEKpaTHTE, MPOBECTH OCMOTP MAlMEHTa U [PH
HEO6XOMMMOCTH Ha3HAYKUTE ANbTEPHATHBHOE JIEUEHHE.

CepreuHo-coCYyIUCTOE IeHCTBUE

Ilpy mpUMEHEHHW CUMIIATOMHUMETHYECKHMX JIEKAPCTBEHHBIX CPEICTB, B TOM YKCIIe Npemapara
Pensap DsummrnTa, MOTYT HaOMIOAAThCA HEXKENATENbHBIE PEAKLMH CO CTOPOHBI CEpAeYHO-
COCYAMCTOM CHCTEMBI, BKITIOYas CEPOEYHYIO apHTMHIO, HalpUMEp, CYNpPaBEHTPHKYJSIPHYIO
TaXUKapIHI0 M SKCTPACHCTONMIO. B manebo-KoHTponMpyeMOM HMCCIIEOBAHHH Y MALMEHTOB C
XOBJI ymMepeHHO!H CTENEHH U C aHAMHE30M HJIH MOBBHIIICHHBIM pncKOM pasBUTHUS CEPIEUHO-
COCyOuMCTBIX 3a0onieBaHMit He HaOMONANOCh YBENMYEHUS PHCKa CEPIAEHHO-COCYIMCTHIX
3a0oneBanuii - B TpyNNe NalleHTOB, IOJy4aBIUMX KoMOHMHaLMio ¢iyTvkasoHa ¢ypoar /
BHJIAHTEPOJI, 110 CPaBHEHMIO ¢ Ipymnoi nnaunebo (cMm. pasgen «PapmaxonuHamuka»). OgHaKo
CNe[IyeT ¢ OCTOPOXKHOCTBIO MCIOJIb30BaTh KOMOUHaLMIO (riyTHKa3oHa QypoaT / BUIaHTEpoOn y
TNALKEHTOB C TSKENBIM CEPACHHO-COCYAUCTHIM 3a00s€BaHNEM JIMOO ¢ HApYLIEHHEM CEPAEUHOTO
pUTMa, THUPEOTOKCHKO30M, HECKOPPEKTHPOBAHHOM TUMOKANMeMUEH WIW Yy TANMeHTOB ¢

NpepacnoI0XKEHHOCTRIO K HU3KUM YPOBHAM KAJINA B CBIBOPOTKE.
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HagI/IeHTH ¢ MeYE€HOYHOM HeNOCTATOYHOCTRIO

TMaumeHTaM ¢ TEYEHOYHOH HENOCTATOYHOCTBIO CpCIHEH M TAKENOHW CTENeHH CledyeT
HCIIOJIB30BaTh JIO3MPOBKY 92/22 MKr, HeOGXOAMMO IIPOBOMMTE MOHHUTOPHMHI' TNALKEHTOB Ha
NPeIMET NOABJEHHS CHCTEMHBIX HEXENATENbHLIX PEeaKlHii, BHI3BAHHBIX KOPTHKOCTEPOUAAMHU
(CMdTpme pasnen «PapMaKOKHHETHKAY).

CHCTCMHHC S(bd)eKTbI, BBIZBAHHEIC KOPTHKOCTEPOUIAMHA

Cucremuble 3(dexThl MOryT HaGIONATHCS NPH IPUMEHEHHWH JIOGHIX- HHTJANUOHHBIX
KOPTHKOCTEPOM/IOB, B OCOOEHHOCTM B BBICOKMX Ji03aX B TEYECHHE JUINTEIHbHOTO BPEMEHH.
BosHukHOBEHHE MOXOGHBIX 3(hEKTOB 3HAUUTENLHO MeHee BEPOATHO, YEM IIPU UCIONb30BAHUU
NEPOPANEHEIX  KOPTHKOCTEPOMIOB. K BOSMOXKHBIM CHMCTEMHbBIM BO3JICHCTBUAM OTHOCATCH
cuHapoM KymmwHra, KyIIMHTOMAHAas BHENIHOCTh, YTHETEHWe GYHKIMY HAJMOYEYHUKOB,
CHIDKCHHE MUHEPANbHOH IIOTHOCTH KOCTHOH TKaHH, 3afiepXKa pocTa y aerteil u HOJIPOCTKOB,
KaTapakTta ¥ riaykoma, U, B Gonee peiKkux CiydasX, BO3JEHCTBUE HA TNICHXHKY M TNIOBEJICHHE,
BKIIO4as pasBUTHE TICHXOMOTOPHOM THNICPAKTUBHOCTH, HApyLIEHWE CHA, TPEBOXHOCTS,
ACTIPECCHUBHBIH CUHIPOM K arpecCUBHOCTH (B OCOGEHHOCTH y JeTel).

Kom6unammo ¢uytukasona ¢ypoar / BUJIZHTEPOJI CIEAYET C OCTOPOXKHOCTBIO NPUMEHSATDH Y
TMAUMEHTOB C TyGepKy/n€30oM JErKMX WM Y NALMEHTOB C XPOHMYECKUMY MM HEJCUeHBIMH

HHpEeKUHIAMH.

Hapyimenus 3peuns

[IpumMeHeHHe CHCTEMHBIX MM MECTHBIX KOPTHKOCTEPOHIOB MOXET NMPHUBOANTE K HapyIICHHAM
3peHus. 1Ipy NosB/IeHNH 3aTyMaHEHHOTO 3PEHUA MITH APYTHX 3PUTENBHBIX HAPYIIEHHI! MalMEHTy
HE0OX0nuMO 06GPaTUTBCSA K O(TATBEMONOrY VI OLEHKH BO3MOMKHBIX npuyrH. OHM MOTYT GHITH
BBI3BAHBI KATApaKTOH, INIayKOMOW WJIM PEIKUMH 3a60NEBAHUSIMH, TAKHMM KaK LEeHTpaNbHas
CCpO3HAs XOPHOPETHHOMATHSA, O KOTOPBIX COOBMIANOCH IOCHE NMPHMEHEHHS CHCTEMHBIX MM
MECTHBIX KOPTUKOCTEPOHIOB.

['mneprinuxemus

Hoctynanu coobImenns o NoBbIIEHHH YPOBHEH IFOKO35I B KPOBM y MAalIMEHTOB C AHa0ETOM, 3TO
CICAYET yUHTBIBATE NIPH HA3HAYCHUH MIPENapaTa NalkeHTaM C CaXapHbIM JHa0eTOM B aHAMHE3e.

IIneBMOHHS v manmenTos ¢ XOBJI

Bbu10 0TMEYEHO yBenHUeHHE Clyuaes 3a60sIeBaHus MHEBMOHHEH, BKIIIOYAs CITydau, MPUBE/IILHE
K rocinuTtanmusauu, y naumeHToB ¢ XOBJI, KOTOphle TNOMY9and —HHrANAHOHHbIE
KOPTHKOCTEpOu/EL. HIMeIoTCs CcBHIETeNbCTBA MOBHINEHHS pHCKa PasBUTHA ITHEBMOHMHM IIpH

YBCIIHMYCHUHN O3Bl CTEPOHIA, OQHAKO ITO HE ObLIO OKOHYAaTECJIBHO NPOACMOHCTPHUPOBAHO BO BCEX
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He mOMy4YeHO OKOHYATENBHBIX KIMHHYECKUX CBUJCTENECTB BIMSHMA BHYTPUKIACCOBBIX
pasmunii HHraJSIUOHHBIX KOPTHKOCTEPOH/IOB Ha BEIWYMHY PUCKA PA3BUTHS ITHCBMOHNH.

Bpaan cremyeT ObITh GOUTENHHBIMM B OTHOLICHHM BO3MOXHOIO PasBUTHS NHEBMOHMH Yy
nauueHTos ¢ XOBJI, MOCKONBKY KIMHAYECKUAE IPU3HAKY TaKUX UH(peKuui 4aCTUYHO COBNALAIOT
¢ cumnroMamy oboctpenuii XOBJI. @akTopbl pucka pa3BUTHs THEBMOHUH y naiueHTos ¢ XOBbJI
BKJTIOYAIOT KypeHHe, CTApIIfi BO3PacT, HU3KHI MHAEKC MacChl Tena 1 Tsokenyto crenetb XOBJL.

TIHEeBMOHHS V TANIMEHTOB C aCTMOH

YacToTa 3a60NieBaHKS NHEBMOHKEH y MAMEHTOB C acTMOW IpU NPHMEHEHHH Oojiee BBICOKOH
[03BI 6BUIA B TIpEeNax cpeJHeCTaTHCTHYECKUX rokasaTenel. Yactora 3a6oneBanus MHEBMOHUEH
y NAIHMEHTOB ¢ aCTMOH, IPUHIMABIINX KOMOMHAIMIO (ByTHKa30Ha GypoaT / Buiantepon 184/22
MKr, ObiJla B YHMCJIOBOM OTHOIIEHHM BBHIIE B CPaBHEHUM C MAUMCHTaMH, NPUHUMABIUUMU
KoMbuHaIMIO (IyTHKasoHa ¢ypoat / BWTaHTepon 92/22 Mxr und miaue6o (cM. pasien
«ITo6ouynHOE AeHCcTBHEY). PaKTOPBI pUcKa HE OBUTN BBIABIICHEL.

BcnioMoraTelbHbIE BELIECTBA

JlaHHBIH JeKapCTBEHHBIM NpernapaT He CleAyeT NPUMEHATh NalHeHTaM C TakUMH PeIKUMH
BPOXK/IEHHBIMHU 3a60/IeBaHUAMH, KaK HETIEPEHOCHMOCTB FalakTo3kl, AeduuwT naxta3st Jlanma wmm

HapylIEHNE BCAaChIBaHHA TJTFOKO3BI-TAJIAKTO3bI.

BJIMSTHUE HA CHOCOBHOCTH YITPABJIAATH TPAHCIIOPTHBIMI
CPEJACTBAMU, MEXAHU3MAMH
®ryTrkaszona Gypoar Wi BUIAHTEPOJ HE OKa3bIBaeT MO0 OKa3bIBACT KpaiHe HEe3HaUHTENbHOE

BITMSHHAE Ha CIIOCOBHOCTh YIIPABJIATE aBTOMOOUIIEM H paboTy ¢ TEXHUKOM.

®OPMA BBIIIYCKA

TTOpOIIOK [isi MHTAISLH HO3UPOBAHHBIN, 92 MKT + 22 MKr/no3a, 184 Mxr + 22 MKr/mosa.

[To 30 [03 B IUIACTHKOBBIM MHTIATOP C KOPIIYCOM CBETJIO-CEPOro LiBETa, OnenHo-romyboiH
KpBILKOM MYHOIITyKa U CHETYMKOM 103. MHrandrop copepxur nsa aTOMHHHEBBIX
NIaMMHHPOBAHHBIX CTpHIA, KaXOBIH M3 KOTOPHIX COCTOMT W3 30 sgueek, KOTOpHIE COAEpKar
nopoioK Gesoro ugera. MHraugTop MOMEIIEH B MHOTOC/IOWHBIA KOHTEHHED M3 allOMUHHEBON
donery, comepxamuil BraromomomAIMK  nakeTdk. KonTedHep 3ameyaraH  JIETKO
oTkpheiBatomeiics Goneroif. Ilo 1 koHTeHHepy BMECTE C MHCTPYKIHMEH IO NPUMEHEHHIO B
KapTOHHO# IaykKe.

CPOKTOJHOCTH

HeBCKpBITHIM aMIOMUHHEBBIH KOHTEHHED: 2 rofa.

COr'JIACOBAHO

MUHJCTEPCTBOM 3JIPARO
: ABOOXPAHE 30
PECTIVELIAKH BENADYCE 0
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BCKpBITHIH antoMUHHEBBIH KOHTEHHED: 6 HENEb.

He npumenaTs nocie HCTeYeHUs cpoKa FORHOCTH, YKa3aHHOTO Ha yTIaKOBKe.

YCJIOBHSI XPAHEHM S

XpaHuTh pu TeMniepaType He Boiwe 25°C. Tpu XPaHEHHH B XONOJW/IbHUKE KAK MUHUMYM 34 4yac
A0 NPUMEHEHUS NalTe HHIaATOPY HATPETHCA 10 KOMHATHOM TEMIIEpaTypEbl.

XpaHHUTE B OPUTHHAIBHON YITAKOBKE C HEJIBIO 3alUThl OT BIATH.

XpaHHTE B HENOCTYIHOM 1 ETei MecTe.

YCJIIOBHSA OTITYCKA

ITo penenry.

ITPOU3BOJUTEJH

«'maxco Onepaitmenc BemikoGpuranus JTumuteny / Glaxo Operations UK Limited

SG12 0DJ, Xepthopaump, Baa, Ipaiiopu crput, Bemuko6puranns / Priory Street, Ware,
Hertfordshire, SG12 0DJ, United Kingdom

3A JOIIOJTHUTEJILHOM HH®OPMAITUEN OFPAIIATHCS 110 AJTIPECY:
IIPEACTABHTEIECTBO 000 «ITIAKCOCMHTKIANH 3KCITOPT JTA» (BEIHKOBPHTAHHA) B
PECIYBITHKE BEJIAPYCH

220039, r. Musck, yn. BoponsHekoro 7A, oduc 400

Ten.: 4375 17 213 20 16; daxc: +375 17 213 18 66

Ipasa Ha o6najanue TOBAPHBIMH 3HAKAMHK NpuHanexat rpynne komnasuit GSK.

©2019 I'pynna komnanmit GSK wnm ux npasooGnangaress. COrJTACOBAHO
MUHHCTEPCTBOM 3/IPABOOX PAHEH I
PECHYBINKY BENAPYCD

IIpuxas Murucrepersa 3ADABOGXpRIIEHUN
Pecuybuin Beanapyen
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