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OIIMCAHUE U30BPETEHUA
2420-560905EA/081
CIIOCOBBI IEYEHUA MYKOBUCIIU/TO3A

[0001] Hacrositas 3asiBKa UCHpaIIWBaeT MPUOPUTET MO npenasapuTenbHoi 3asske CIITA
Ne 62/533392, nonmannoit 17.07.2017; npensapurensHoii 3asBke CIITA Ne 62/562029, nonanHoM
22.09.2017; npenBaputenbHoii 3asBke CIIIA No 62/623748, mnopmannoit 30.01.2018;
npeaBaputenbHoi 3asiBke CIIIA Ne 62/633024, mopmannoi 20.02.2018; u mpeaBapuTEIbHOI
sasBke CIIA Ne 62/657508, momanno# 13.04.2018, nonHoe comepikaHue KaXIOW M3 KOTOPBIX
MIOJTHOCTBIO BKJIFOUEHO B TAaHHBIN JOKYMEHT B TIOJHOM 00bEeMe MOCPEACTBOM CChUIKH.

[0002] B naHHOM JOKYMEHTE PACKPBIT MOIYJISATOP PEryJsiTopa TPaHCMEMOPaHHOM
npoBogumoctu npu mykosucuunosde (CFTR), dapmaneBTHueckne KOMIIO3ULH, COAEpPIKALIUE
MOZYJISITOP, CIIOCOOBI JIEYEHUSI MyKOBUCIH03a U CIIOCO0 MOTyUEHHsI MOy JIITOPA.

[0003] Myxkosucuuno3 (CF) mnpencraBisier coOOH peleCCUBHOE TI'€HETUYECKOE
3a0oneBaHme, KOTOPBIM cTpanarT okoso 70000 mereit u B3pocibIx BO BceM Mupe. Hecmotpst Ha
nporpecc B iedeHuu CF, nedyeHus He CyllecTByeT.

[0004] V mnaumentoB ¢ CF wmyraumn B CFTR, sHaoreHHO BsKcmpeccupyemMoM B
peCIMpPaTOPHOM 3MUTENUH, NMPUBOJAT K CHIKEHHIO CEKPELMH alMKaJbHOTO aHHWOHA, BbI3bIBAsI
aucOanaHC B TPAHCIOPTE HMOHOB M JKUAKOCTH. Pe3ynpTHpyIOIee CHIDKEHHE TPAHCIIOPTa
AHVOHOB TMPHBOAWT K HAKOIUIGHHIO CJIHM3W B JIETKUX M CONYTCTBYIOIIMM MHKPOOHBIM
UH(EKIHM, KOTOPble B KOHEYHOM MTOre MPUBOIAT K cMepTH y nauneHToB ¢ CF. B nononnenue
K pecriupaTopHbIM 3a0oneBaHusM nanueHTsl ¢ CF 00bMHO CTpamaroT »KesyqouHO-KULIEYHbIMU
npoOjJeMaMy U HEAOCTATOYHOCTBIO IOJKENYAOYHON JKeNe3bl, KOTOpbIE, €CIH UX HE JICUUTh,
npuBOIAT K cMepTu. Kpome Toro, GONBLUIMHCTBO MYKYMH C MYKOBHCLHIO30M OECIUIONHBI, U
(bepTHIBHOCTD Y JKEHIIMH ¢ MYKOBUCLIUAO30M CHUKEHHA.

[0005] Amnamu3 nocnenoBarenbHocTH reHa CFTR BbiiBU  pasiuyHble MyTaluy,
Bb3bIBaroIKe 3aboneBanue (Cutting, G.R. et al. (1990) Nature 346:366-369; Dean, M. et al.
(1990) Cell 61:863:870; u Kerem, B-S. et al. (1989) Science 245:1073-1080; Kerem, B-S et al.
(1990) Proc. Natl. Acad. Sci. USA 87:8447-8451). Ha ceromHsiHUi N€Hb BBIABICHO Oolee
2000 mytauwmii B rene CF; B Hacrosimee Bpemsi 6a3za nanueix CFTR2 conmepskut uHboOpmanuto
TOJNIBKO O 322 W3 3THX HWACHTU(PUIHMPOBAHHBIX MyTalMH, W JOCTATOYHO JAHHBIX, YTOOBI
onpenemuTh 281 MyTanmuro Kak BbI3BIBAOINYIO 3aboneBanue. Hambonee pacmpocTpaHEHHOM
BBI3BIBANOIEH 3a00JieBaHUE MyTallell sBJsieTCs Aenenus (eHWIajJaHuHa B MoyokeHun 508
amuHokucyioTHol nocnenoBarenbHocTn CFTR, u ee o0praHO HaswbiBaroT myTtarmeit FS08del.
JanHasi MyTauus BO3HUKaeT Okojo B 70% ciaydaeB MYyKOBHUCLHZIO3a U CBsI3aHA C TSKEJBIM
3a0oneBaHUEM.

[0006] Henemusi ocratka 508 B CFTR mpemnstcTByer mpaBuibHOMY (GonauHry Oenka.
OTO NPUBOAUT K HECIIOCOOHOCTH MYTAHTHOrO O€JKa BBIXOAWTh W3 3HIOMJIA3MATUYECKOTO
perukynyma (ER) u nepememarscst k ma3mMaTiHueckoil MemOpane. B pesynbprare uncio kaHajioB
CFTR nns TpaHCropTa aHHOHOB, INMPHUCYTCTBYIOIIUX B MeMOpaHe, HAMHOIO MEHbINE, YeM

Habmomaercst B kierkax, skcnpeccupyromux CFTR pukoro tuna, To ectb CFTR, He nmeromux



MyTaluid. B pmononHeHnWe K HapyIIEHHIO MNepeHOoca, MYTalus NPUBOIUT K ePeKTUBHOMY
TeUTHHIY KaHAJIOB. YMEHBIIEHHOE KOJIMYECTBO KAaHAJIOB B MeMOpaHe U Je(eKTHbIH T'elTHHT,
BMECTE B3ATbl€ NPUBOASAT K YMEHBLIEHUIO TPAHCIIOPTA AHHOHA M KUAKOCTU 4epe3 SIUTEIHH
(Quinton, P. M. (1990), FASEB 1. 4: 2709-2727). JlepextHble kanaubl u3-3a myrauuu F508del
No-NpeXXHeMY (PYHKLIMOHUPYIOT, XOTSI OHU SIBJISIFOTCS U MeHee (PYHKIIMOHAJIbHBIMY, Y€M KaHaJIbI
CFTR puxoro tuma. (Dalemans et al. (1991), Nature Lond. 354: 526-528; Pasyk and Foskett
(1995), J. Cell. Biochem. 270: 12347-50). B nononuenne k F508del, npyrue myramun B CFTR
BbI3BIBAIOIIME 3a00JIeBAHHUs, KOTOpbIE MPUBOIAT K Ne(EKTHOMY MEPEeHOCY, CUHTE3y W/ MU
TeUTHHTY KaHAJIOB, MOTYT OBbITh YCHUJICHBI WJIN MOJABJICHBI TSI H3MEHEHHUS] CEKPEeLIMU aHUOHOB U
U3MEHEHUS IPOTPECCUPOBAHMS U/WITU TSDKECTH 3a00JICBaHMUS.

[0007] CFTR mnpencrasisier coboit TAM®D/AT®-onocpenoBaHHBIA aHUOHHBIA KaHA,
KOTOPBIM 3KCIPECCUPYETCs B pPa3jIMUHBIX TUMAX KJIETOK, B TOM YHCIE€ B KIETKax
aOCOpOLIMOHHOTO W CEKPETOPHOTO OJIHTENHs, TA€ OH PEeryJupyer IOTOK AaHWOHOB uepes
MeMOpaHy, a Takke aKTUBHOCTb JAPYTUX MOHHBIX KaHAJIOB U O€JKOB. B snmuTennanpHbIX KieTkax
HopMajbHOe (yHkuuonupoBanne CFTR wumeer pemmaromiee 3HadeHuWe ISl TOIIEPKAHHS
TPaHCIOPTa 3JIEKTPOJIUTA 10 BCEMY OPraHU3My, BKJIIOUas AbIXaTeJbHblE U IMULIEBAPUTENbHbIE
tkaHu. CFTR cocroutr u3 okomno 1480 aMHHOKHCIIOT, KOTOpPbIe KOIUPYIOT OEJIOK, KOTOPBIH
COCTOUT M3 TAHAEMHOI'O IMOBTOPA TPAHCMEMOPAHHBIX JOMEHOB, KAKABIH U3 KOTOPBIX CONEPIKUT
IIeCTh  TPaHCMEMOpaHHBIX  COUpajed W HyKJIEOTHACBA3bIBAIOIIMKA  goMeH.  [JIBa
TPaHCMEMOPaHHBIX AOMEHA CBA3aHbI MEXAY COOON OONBIINM, MONSPHBIM, PeryasTopHbIM (R)-
JOMEHOM C MHOXKECTBEHHBIMH caiiTaMi (pochopuinpoBaHusi, KOTOPbIE PErYJIHPYIOT aKTUBHOCTh
KaHaJIOB U KJIETOYHBIN NEPEHOC.

[0008] TpaHcmopT XJOPUAOB MNPOMCXOAUT TOCPEACTBOM  CKOOPJAMHUPOBAHHOMN
axtuBHocT ENaC u CFTR, npucyTCTByOmUX Ha anukaibHoii MemOpane u Na*-K*-AT®asuebrii
Hacoca u Cl° kaHanoB, 3KCHpeccCHpPyeMbIXx Ha 0Oa3oyaTepajbHON TMOBEPXHOCTH KJIETKH.
BTOpuuHBIil aKTUBHBIA TPAHCIOPT XJOPUAA CO CTOPOHBI NMPOCBETA MPUBOAUT K HAKOIUICHUIO
BHYTPUKJIETOYHOTO XJIOPUAA, KOTOPBIM 3aTeM MOXKET TAaCCUBHO TOKUHYTh KieTky depe3 Cl°
KaHambl, 4YTO TNPUBOAMT K BEKTOPHOMY TpaHCHopTy. Pacmonoxenme Na*/2CI/K*
xorpancnoprepa, Na'-K*-AT®asnoro Hacoca 1 K kxananos 6aszonarepanbHOl MeMOpaHbl Ha
6azonarepanpaoii oBepxHOCTH U CFTR Ha mpocBeTHOW CTOPOHE KOOPAWHUPYIOT CEKPELHIO
xyopuna yepe3 CFTR na mpoceerHO# cTopone. [IockonbKy BOAa, BEPOSATHO, HUKOTAA aKTUBHO
HE TPaHCHOPTHPYETCs cama, €€ TIIOTOK Yepe3 OSMUTENud 3aBUCUT OT KPOIIEYHBIX
TPAHCIMHUTEIHATBHBIX OCMOTHYECKUX TPAJHEHTOB, TEHEPUPYEMBIX OOBEMHBIM ITOTOKOM HATPHS
U XJIOpUAA.

[0009] CooTBETCTBEHHO, CYLIECTBYeT HEOOXOAMMOCTh B HOBBIX CHOCOOAX JIEUEHUs
3abonesannii, onocpenosaHHbix CFTR.

[0010] B nmamnom nokymente packpeito Coemunenwe | u ero dapmaneBTudecku
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[0011] Xumuueckoe HazBanue misi Coenunenus | sBnsercss N-(1,3-gumerunmupaszon-4-
wi)cynbhoHm-6-[3-(3,3,3-tpudtop-2,2- TMMeTUIIPONOKCH )Tupa3on- 1 -wi|-2-[(45)-2,2,4-
TPUMETHITUPPOTUANH- | -1 | mupuaus-3-kapOokcamu .

[0012] B naHHOM JOKYMEHTE TaKK€ PACKPBITHI (hapMaleBTHYECKHE KOMIIO3HLIUH,
conepxaurne Coenunenne | u/unm mo MeHblIel Mepe OHY ero (papManeBTUIECKH MTPHEMIIEMYIO
COJIb, IPUYEM JaHHble KOMIO3UIMHM MOTYT JOMOJHUTENBHO BKJIIOYATh MO MEHBIIEH Mepe OAUH
JOTIOJTHUTEIIBHBIN AKTUBHBIA (papMalleBTUYECKH WHTPEOUEHT W/ 10 MEHbINeH Mepe OIUH
HocutTenb. Takxke packpbiTel crmocoObl sedeHus: CFTR-omocpenoBanHOro 3aboseBaHws
MYKOBHUCIHI03a, BKJIIOUaromne BeeneHue CoenuHeHus | w/wmm 1o MeHbLIEH Mepe OIHOH ero
dapManeBTHYECKH TPUEMIIEMOH COJHM, HEOOs3aTeNbHO, B BHIE YacTH (papManeBTHUECKOM
KOMITO3UIINH, COZEp>KaIlel 1Mo MeHbIIEH Mepe ONUH IOMOJHUTENbHBIN KOMIIOHEHT, CyOBeKTy,
HY>KHaromeMycsi B 3ToM. Takke packpeit crnocod mnonyueHusi CoemuHenust | w/umm ero
bapmManeBTUIECKH MPHEMIIEMbIX COJIEH.

KpaTkoe onucanue rpadgpuueckux MaTepuaaioB

[0013] ®ur.1 npencrasnsier coboit XRPD ¢popmber A Coennnenus 1.

[0014] ®ur. 2 npencrasisier coboit sxcnepuMenTanbHyr0 XRPD ¢gopmbr A CoenuHenust
I (BBepxy) no cpaBHeHUIO ¢ paccunTanHOH XRD (BHH3Y), KOTOpast pAaCCYUTHIBAETCS MO JAHHBIM
MOJIy4YE€HHBIM U3 MOHOKPUCTAJLIA.

[0015] ®wur. 3 npexncraBnsier cOOOW HAJOXKEHUE SKCIEPUMEHTAIbHOW M PACCUUTAHHOM
XRPD ¢opmbr A Coenunenus [ uz @ur. 2.

[0016] Pur.4 mnpencrasiser coboii XRPD BbICyleHHOW pacmbUIeHUEM AHCIIEPCUH
Coenunenus | c HPMCAS-HG.

[0017] ®wur.5 npencrasnsier codoii ciektp MDSC SDD 50% Coenunenus I c HPMCAS-
HG.

[0018] @ur.6 npencrasnsieT cOOOH penpe3eHTaTUBHBINA CIIMCOK T€HETHYECKUX MYyTalli
CFTR.

[0019] ®ur.7 upencrasusier coboii TBepmoTenbHbi crektp C SIMP dopmel A
Coenunenus I, ¢ Bpamenuem MAS npu 12,5 xl'u, ¢ nmpumMeHeHHeM ajamMaHTaHa B KauecTBe
craamapra, 29,5 mu., mpu 275 K. Cnekrp cammamu Ha WN SSNMR Bruker 400 MI'm;
BHO085908; V019431 (xonconb), V015741 (maruur).

[0020] ®ur.8 npencraBuster coboif TBepROTeNbHBIH criektp F SMP (opmbr A
Coenunenus I, ¢ spamenuem MAS npu 12,5 xl'n, ¢ mpuMeHeHHeM ajamMaHTaHa B KadecTBe
crangapta, 29,5 mu, mpu 275 K. Cnektp cuumanu na WN SSNMR Bruker 400 MI;



BH085908; V019431 (xoncomns), V015741 (maruur).

Omnpenenenus

[0021] Hcnonesyembiii B pgaHHOM gokymeHte TepmuH «CFTR»  o3nHauaer
TpaHCMEMOPAHHBIH PEryJISTOP MPOBOJUMOCTH IPU MYKOBUCIIHIO3€E.

[0022] HMcnonp3yemelii B JAHHOM JTOKYMEHTE TEPMHUH «MyTaLUNU» MOXET OTHOCHUTBHCS K
myTtauusiMm B reHe CFTR wnm Oenke CFTR. Mcnonbp3yemblii B JaHHOM IOKYMEHTE TEPMUH
«vyTtaius rena CFTR» otnocutcs k myranmm B rene CFTR, a «myrtamust Genka CFTR»
orHocutcs k mytanuu B Oenke CFTR. I'enernueckuii nedekT wiu MyTamus, WA U3MEHEHHE
HYKJICOTHJIOB B I'e¢HE B L[eJIOM NpUBOAUT K MyTauuu B Oenke CFTR, TpaHcaupoBaHHOM U3 3TOTO
reHa, WK CABUTY(aM) PaMKH.

[0023] Hcnomedyemblii B paHHOM nokyMeHTe TtepmuH «F508del» otHocHTcs K
myTtaHTHOMY Oenky CFTR, B KOTOpOM OTCYTCTBYeT aMHHOKHCIJIOTA (PEHMITAIAHNUH B TTOJIOKEHUH
508.

[0024] Ucnonb3yeMblil B JaHHOM JJOKYMEHTE TEPMUH «TOMO3UTOTHBIN» AJis1 KOHKPETHOM
MYTAallMU F'€Ha UMeET OAMHAKOBYIO MYTALMI0 HA KAXKIOM aJliesie.

[0025] B nHacrosiiieM OMMCAHWUU MALUEHT, KOTOPBIN SIBISETCS «Te€T€PO3UTOTHBIMY» IO
KOHKPETHON MyTalUU IeHa, UMEeeT 3Ty MyTaLMIO B OJHOM aJulelie U IPYTyI0 MyTaLHIO B IPyroM
ajene.

[0026] Hcnonp3yemblii B AaHHOM JOKYMEHTE TEPMHUH «MOAYJSTOP» OTHOCHUTCS K
COEANHEHUI0, KOTOPOE YBEJIWYMBAET AKTUBHOCTb OMOJIOTMYECKOrO COEOMHEHHS, TAKOro Kak
oenok. Hampumep, monymsitop CFTR npencrasnisier co0oil coennHeHNne, KOTOPOE YBEJIMYUBAET
axtuBHOCTb CFTR. YBenuuenue aktuBHocTH B pesynbrate Moaysauuu CFTR Bkimrouaer, HO He
OrpaHMYMBAETCS UMH, COCAMHEHMs, KOTOPbIE KOPPEKTHPYIOT, MOTEHUUPYIOT, CTAOMIH3UPYIOT
u/vnm ycunusaroT aktuBHOCTh CFTR.

[0027] Ucnonp3yeMblii B faHHOM AokyMeHTe TepMuH «koppekrop CFTR» orHOcuTcs k
COeMHEHHI0, KOoTopoe objierdaer odpaborky u mepeHoc CFTR nmnst yBenudeHusi KOJUYECTBA
CFTR na noBepxHocTH kyieTku. PackpbiTbie B naHHOM nokymeHte Coenunenus I u Il sBnstores
koppekropamu CFTR.

[0028] Mcnone3yemsblii B jaHHOM AokyMeHTe TepMuH «rnoteHuatop CFTR» orHOCuTCS
K COCIMHEHUIO, KOTOPOE YBEJIHMUMBAECT KaHAIbHYIO akTHBHOCTH Oenka CFTR, pacnosnoxeHHOTro
Ha MOBEPXHOCTHU KIJIETKH, YTO MPUBOJAUT K yCUJIEHHOMY TpaHcropTy uoHoB. Coenunenus III u
I1I-d, packpbITble B JAHHOM JOKYMeHTe, siBJisitoTCsl noteHnuatopamu CFTR.

[0029] HUcnonp3yeMblii B JaHHOM JOKYMEHTE TEPMUH «aKTUBHBIA (hapMalleBTHUECKHIl
UHTPEIUESHTY» WIN «TepaneBTudeckuil areHT» («APW») oTHOCUTCSA K OMOJIOTHYECKH aKTHUBHOMY
COEIMHEHHUIO.

[0030] Mcnone3yeMblii B JAHHOM JTOKYMEHTE TEPMHH «(papMalieBTUYECKH IpUeMIieMast
COJIb» OTHOCHTCS K COJIEBOH (hopMe COeMHEHUsI TAHHOTO N300PETEHUs], IPUYEM COJIb SIBIISIETCS
HETOKCUYHOM. DapMaLeBTHYECKU MPUEMJIEMBbIE COJU COEAUMHEHUH JaHHOTO JOKYMEHTa
BKJIFOYAIOT COJIM, MOJYYEHHBbIE U3 MOAXOASIIMX HEOPraHMYECKUX M OPraHUYEeCKUX KHUCJIOT U

ocHOBaHUH. apMaleBTUYECKU IpHEMJIEMbIE COJIM XOpPOIIO H3BECTHbI B JaHHOW oOjacTu



texauku. Harmpumep, S. M. Berge, et al. mogpoOHo onmchIBaOT (hapMaleBTHIECKH PUEMIIEMbIE
cosi B J. Pharmaceutical Sciences, 1977, 66, 1-19.

[0031] Hcnonb3yemplii B JaHHOM MAOKYMEHTE TEPMUH «aMOpP(HBII» OTHOCUTCS K
TBEPAOMY MaTepuajay, HE HUMEILIEMYy JOAJIbHEro MOpsiAKka B IOJOXKEHUU €ro MOJIEKYJL
AmopdHBIe TBepAbIE BELIECTBA, KaK IPABHJIO, MPENCTABIAIOT COOOH mepeoxyaxaeHHbIe
KUIKOCTH, B KOTOPBIX MOJIEKYJIbI PACIOJIOKEHBI CIy4aiiHbIM O0pa3oM, TaK YTO HET YeTKO
OTIPEAENICHHOTO PACIOJIOKEHUs, HAIPUMEP, MOJIEKYJISIPHON YIAaKOBKHU, U OTCYTCTBYET NaJbHUM
nopsiiok. AMop(HbIe TBepAbIe BEIIECTBA OOBIYHO SIBJSIFOTCS H30TPOIMHBIMH, TO €CTh MPOSIBIISTIOT
CXOJHBIE CBONCTBA BO BCEX HAMPABIIEHUSX U HE UMEIOT OMPENEeIeHHbIX TEMIIEPaTyp IIABJIEHUS.
Hanpumep, amop¢HbIii MaTepuan npeacTaBisieT COOOH TBepAblil MaTepuas, He HMEIOINUiH
YETKOr0 XapaKTePUCTHUYECKOrO KPHUCTAJUTMYECKOTrO MHKa (-OB) HAa pPeHTreHorpamMme (TO eCTh
mudpakuuu  peHTreHoBckux Jyded (XRPD) (T.e. He sBusieTcs KpPUCTAJUIMYECKUM, Kak
onpeneneHo ¢ nmomomeo XRPD). Bmecto sToro, onun wiu 6oiee MHUPOKUX MHKOB (HampuMmep,
rano) nosiBisitoTest B ero XRPD-marrepne. Illmpokme mnuku XapakTepHbl mjisi amMopgHOro
tBepaoro BemectBa. Cm. US 2004/0006237 nns cpasuenuss XRPD amopdHoro marepuana u
KPUCTAJIJIMUYECKOr0 MaTepuaja. B HEKOTOpBIX BapHaHTax pealu3allud, TBEpIbIl MaTepual
MOJKET COAepKaTh aMOp(pHOE COEANHEHHE, U MaTepUal MOXKET, HAIIPUMEp, XapaKTePH30BATHCS
OTCYTCTBHEM OCTPOTO XapaKTEPHCTUIECKOTO KPUCTAIIIHMUYECKOro MuKa(oB) B ero criekrpe XRPD
(T.e. Marepuan He SBISIETCS KPUCTAJUIMYECKUM, HO SIBIISIETCS aMOP(HBIM, KaK OIPENeeHO
XRPD). BmecTo 3T0ro, oauH i 0onee MUPOKUX MUKOB (HapuMep, rajio) MOTYT MOSIBUTHCS Ha
pentrenorpamme Mmarepuana. Cm. US 2004/0006237 nns cpaBHenus XRPD amopdroro
MaTepuasa U KPUCTAIMYECKOrO Marepuana. TBepnblil marepual, coaepKamuid amopgHoe
COEAMHEHUE, MOXKET XapaKTepH30BaThCs, HarpuMep, 0OoJjiee LIMPOKUM TeMIepaTypHbIM
NMAIa30HOM JUIsl IIJIaBJIEHUsS] TBEPAOrO MaTepuasa 1o CPAaBHEHHUIO C AUATIA30HOM JUIsl IIJIaBJICHUS
YUCTOrO KPUCTAJNIMYECKOrO0 TBEPAOrO BewecTBa. Jlpyrue MeTonbl, Takue Kak, Hampumep,
paMaHOBCKasi CIIEKTPOCKOIUS, UH(PpPAKpACHAs CIEKTPOCKONUS U TBepaoTenabHb SIMP, moryT
UCTIOJIB30BATHCS IUISI XaPAKTEPUCTHKH KPUCTAJUTUUECKUX UM aMOP(HBIX HOpM.

[0032] B HexkoTOpbIX BapHaHTaX peanu3alliy, TBEPAbI MaTepuans MOXKET COAepKaTb
CMeCh KPHCTAJIMYECKUX TBEPABIX BEIIECTB M aMOP(HBIX TBEPAbIX BeLIECTB. TBepAbIil
MaTepuaj, MPUTOTOBJIEHHBIA JUIS BKIKOYEHHUS aMOP(HOTO COEIUHEHHsS, MOXKET TaKKe,
HarpuMmep, coxepkatb a0 30% KPUCTAIIMYECKOTrO TBEPAOrO BeLIeCTBA. B  HEKOTOPBIX
BapHUAHTAX pEAJM3alN{, TBEPAbI MaTepual, NMPUTrOTOBJIEHHBIA MUl BKIKOYEHHUS amMop(HOro
COENIMHEHMsI, TAK)XKe MOXKET, Harmpumep, coaepkatb a0 25%, 20%, 15%, 10%, 5% wumu 2%
KPUCTAJUIMUECKOr0 TBEPJAOro BellecTBAa. B BapuaHTax peanusaliy, B KOTOPBIX TBEpIbIi
MaTepuag CONEPKUT CMeCh KPHUCTAIMUECKHUX TBEPABIX BEIIECTB M aMOP(HBIX TBEPIbIX
BELIECTB, XapakTepucTudeckue naHHble, Takue kak XRPD, mMoryT comepxarb mokasaTenu Kak
KPUCTAJNTMUECKUX, TaK U aMOP(HBIX TBEPIbIX BEIIeCTB. Mcrnonb3yeMblii B JAHHOM JTOKYMEHTE
TEPMHUH 10 CYINECTBY aMOP(HBIN» OTHOCUTCS K TBEPAOMY MaTepHally, UMEIIeMy HeOObIIOoi
WM HYJIEBOM JAaJbHUM MNOPSANOK B MOJOXKEHUU €ro Mosekya. Hanpumep, mo cymecTtBy

amop(HblE MaTepuaibl UMEIOT KPUCTAJUIMYHOCTh MeHee 15% (Hampumep, KpUCTAITMYHOCTb



meHee 10% wmim KpUCTAIUIMYHOCTh MeHee 5%). Takke OTMEUEHO, UYTO TEPMHH «IIO CYIIECTBY
aMOp(HBII» BKIIOYAET AECKPUNTOP «aMOP(HBII», KOTOPBII OTHOCHTCS K MarepuajiaM, He
umeromuM (0%) KpUCTaNTHYHOCTH.

[0033] Hcnonp3yemblii B NaHHOM [OKYMEHTE€ TEPMHUH «JIUCHEPCUS» OTHOCHUTCA K
IOUCTIEPCHOM cHuCTeMe, B KOTOpPOH OJHO BELIeCTBO, AMCIEepcHas ¢asa, paclpenesneHo B
IUCKPETHBIX €IUHHLAX IO BCEMy BTOPOMY BEINECTBY (HempepbiBHAs (pa3a WM HOCHUTEIb).
Pasmep nucnepcHol (a3bl MOXKET 3HAUYMUTENBPHO BapbUPOBATHCS (HAIIPUMEP, KOJJIOMIHBIE
YaCTHUIbl Pa3MEPOM OT HAHOMETpPA IO HECKOJNbKUX MHUKpOH). Kak mpasuio, aucnepcHbie (hasbl
MOTYT OBbITb TBEPIBIMU BEIIECTBAMH, JKHUIKOCTSIMH WJIHM ra3amu. B ciydae TBepAod Aucrnepcun
KaK IUCIIepPCHAs, TaK M HempepbiBHAas (a3bl SBISIOTCS TBEpAbBIMH. B  (apmaneBTHuecKux
NPUMEHEHUSIX TBepAasi TUCIIEPCHsI MOXKET BKIIFOUATh KPUCTAJIMUECKOE JIEKAPCTBEHHOE CPENCTBO
(mucniepcHast (aza) B amopdHOM monuMepe (HempepbiBHas (haza); WM, aJbTEPHATHUBHO,
amMop(¢HOe JIeKapCTBEHHOE CPencTBO (mucrnepcHast gasa) B aMopdhHOM mojuMepe (HempepbiBHAS
¢da3a). B HekOTOpBIX BapHaHTaX peajH3alWy, TBEpAAs IUCIEPCHs BKJIIOYAET MOJUMED,
COCTABJISIFOLIMH JUCTIEPCHYIO (pa3y, U JIEeKapCTBEHHOE CPECTBO COCTABIISIET HEMIPEPBIBHYIO (azy.
WUnu TtBepmass nucnepcusi BKIIIOYAET JIEKAPCTBEHHOE CPEACTBO, COCTABISAIOLIEE IUCIEPCHYIO
¢a3zy, u monuMep, COCTABISIOIINNA HENPEPLIBHYIO (asy.

[0034] Hcmonmp3yemble B JAaHHOM JOKYMEHTE TEPMHHBI «IAIMEHT» U «CYyOBEKT»
HCIIOJIB3YIOTCS] B3aUMO3aMEHSEMO U OTHOCSITCS K JKUBOTHOMY, BKJIFOUasi JIFOJIEH.

[0035] Hcnone3yemMble B HaHHOM JOKYMEHTE€ TepMHHBI «3(dexkTuBHas n03a»
«3(p(eKTUBHOE KOJWYECTBO» HCHOJB3YIOTCS B JAHHOM JIOKYMEHTE B3aUMO3aMEHSEMO W
OTHOCATCS. K TOMY KOJMYECTBY COEJUHEHMs, KOTOPOE BBI3bIBAET >KeJaeMbli 3(¢exT, s
KOTOpOro oHo BBonuTcs (Hanpumep, yayuiienue npu CF, unu cumnroma CF, unu ymeHbineHue
sokectu CF, wiu cumnroma CF). TouHoe konmuuecTBO 3 PeKTUBHON H03bI OyAeT 3aBUCETh OT
Lenu JjiedeHus, U OyJneT yCTaHABIMBAEMBIMH CHELIMAINCTOM B JAHHOH OOJACTH TEXHHKH C
HCIIOJIb30BAHUEM H3BECTHBIX CrocoOoB (cm., Hampumep, Lloyd (1999) The Art, Science and
Technology of Pharmaceutical Compounding).

[0036] CneumanucT B AaHHOHW OONAaCTH TEXHUKH JOJDKEH IMOHUMATh, 4YTO, KOTAA
PACKpBITO KOJHYECTBO «COCOWUHEHMS WIM ero (HapMaLeBTUYECKH NPUEMIIEMON COJIHY,
KOJINYECTBO (papMaLleBTUYECKU MPUEMIIEMON COJIEBOH (POPMBI COETUHEHHUS MTPENCTABISIET COOOI
KOJINYECTBO, SKBUBAJICHTHOE KOJMUYECTBY CBOOOJHOIO OCHOBAaHHUSI coeMHEHUsl. OTMEUYEHO, UTO
PACKPBIThIE KOJIMYECTBA COSNUHEHHUH WM MX (PpapMalleBTUYECKH MPUEMIIEMBIX COJIeH B JTaHHOM
IOKYMEHTE OCHOBAaHbI Ha KOJNMYECTBE WX CBOOOAHOro ocHoBanusi. Hampumep, «100 wmr
Coenunenus | unu ero gapmanesrudecku npuemiiemoit comy pkmoudaer 100 mr Coenunenus [
U KOHLeHTpauuio (papmanestudecku npuemiiemoi coian Coenunenus I, sxpuBasienTHY0 100 mr
Coenunenus L.

[0037] HUcnonp3yeMplli B NaHHOM AOKYMEHTE TEPMHH «JI€UE€HHE» M TOMY IOIOOHOE
00braHO o3Hauaet ynyuienue CF mnm ero cumntomos, wim ymenbinenue tsobkectu CF wmm ero
CHUMIITOMOB y cyOBekTa. Mcronp3yemelii B JTaHHOM JTOKYMEHTE TEPMHH «JICUEHHE», BKIIOYAET,

HO HE OTPaHHUYMBAETCS CIEAYIOUINM: YCHJIEHHE pOocTa CyOBeKTa, yBEeNMUEHHUE MPHPOCTa Beca,



YMEHBIICHNE KOJWYECTBA CIM3HM B JIETKHUX, YJy4IIeHHe (PYHKLIUU MOMKENyIOYHOH >KEene3bl
W/WIM TIeYeHH, YMeHbIIeHHe HH(EKIMi TPyAHOH KJIETKH W/MIM YMEHBLIEHWE Kalllsd WIN
OJBILIKK. YJYYIIEHHs] WJIM YMEHBIIEHHE TSDKECTH JII0OOro M3 3TUX CHMIITOMOB MOTYT OBIThH
JIETKO OLIEHEHbI B COOTBETCTBUM CO CTAHAAPTHBIMH CIOCOOAMU U METOAMKAMM, W3BECTHBIMH B
AaHHOW 00JIaCTH TEXHHUKH.

[0038] HMcrnonb3yemblii B NaHHOM JOKYMEHTE TEPMHUH «B COYETAaHHM C», KOIJa OH
OTHOCHUTCS. K JABYM MM 0Oojiee COEAMHEHMSM, areHTaM WM AONOJHUTEIbHBIM AKTHBHBIM
(dapMaleBTHYECKUM HMHIPEIMEHTAM, O3HA4aeT BBEACHHWE TMALMEeHTy JBYX WIH OoJee
COEMHEHUH, areHTOB MJIH aKTHUBHBIX (PapMaLeBTUUYECKUX MHIPEAHEHTOB 10, OMHOBPEMEHHOTO C
WU TIOCTIE IPYT ApYyTa.

[0039] Ucnonb3yeMblil B JaHHOM JOKYMEHTE TEPMHUH OKOJIO», KOIZla MCIIONb3YeTCs B
CBSI3U C JJO3aMH, KOJIMYECTBAMH WJIM MACCOBBIM IPOLEHTOM HHIPEAMEHTOB KOMIIO3ULIUH HJIH
JIEKApCTBEHHOH (hOPMBI, BKJIFOUAET 3HAYECHHE OMPEIESICHHON 03bl, KOJMYECTBA HIJIH MaCCOBOTO
NPOIIEHTa WM JWANa30H J03bl, KOJIWYECTBA, WJIM MAaCCOBOTO IMPOLEHTA, KOTOpbIE MPU3HAHBI
CHEeLHMATUCTOM B  JaHHOH OONacTM  TEXHUKH  JOCTAaTOYHbIMU Uil OoOecreueHwHs
¢dapmakonorndeckoro 3gpdexra, SKBUBAIICHTHOTO TAKOBOMY, TIOJYYEHHOMY M3 YKa3aHHOW JO3bI,
KOJIMYECTBA UM MACCOBOTO MPOLIEHTA.

[0040] Kak ykxa3aHo Bbllll€, B JAHHOM JJOKYMEHTE PACKPBITO

Coenunenne I, xoropoe MoxkeT ObITb H300paKEHO Kak HMEIOIee CIEAYIOIYIO

CTPYKTYPY:
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[0041] Xumuueckoe HazBanue st Coenunenus | ssnsercs N-(1,3-gumerunmnupaszon-4-
wi)cynbhoHm-6-[3-(3,3,3-tpudtop-2,2- TuMeTUIIIPONOKCH )Tupa3on- 1 -wi|-2-[(45)-2,2,4-
TPUMETHITUPPOTUANH- | -1 | mupuaus-3-kapookcamun. Coenunenue 1 moxer ObITh B popme ero
(hapMaleBTHYECKU TPUEMIIEMON COJIH.

[0042] B HekoTopbix BapuaHTax peanusauuu, Coenunenue I (u/vuam mo MeHbIIed mepe
OITHYy ero (hapMaleBTHUYECKU MPUEMIIEMYIO COJIb) MOKHO BBOAWTH B KOMOWHAIIMH C IO MEHBIIIEH
Mepe OIHHUM JOTOJHHUTEIbHBIM aKTUBHBIM (PapMalleBTUYECKUM WHTPENHEHTOM. B HEKOTOpBIX
BapHaHTaxX peajgu3aluy, IO MEHbLIeH Mepe OAWH  JOMOJHUTEJbHBbI  aKTHUBHbIN
bapmMarneBTUIECKII HHTPEIUEHT BHIOPaH U3:

Coenunenus 11
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U ero (papMaLeBTHYECKH MPUEMJIEMbIX COJIEH.

XuMuyeckoe Ha3BaHUE IS CoenuueHust II SIBJISIETCS (R)-1-(2,2-
nudropbenso[d][ 1,3 ]auokcon-5-um)-N-(1-(2,3-nuruapokcurnponui)-6-¢prop-2-(1-rugpokcu-2-
MeTHIponaH-2-mn)- | H-uupon-5-win)uukinonponaHnkapOOKCaMu T,

Coenunenus 111 viu Coenunenus 111-d:

OH
g 0
]
Ly
M
H

U ero ¢papMaleBTHYECKH TPHUEMIIEMbIX COJIEH.

(Coenunenmue I11) nm

(Coenunenue I11-d)

Xumnueckoe HazBaHue 11 Coemunenus III sBnsercs N-(5-rumpokcu-2.,4-nu-Tpert-
OyTundenmn)-4-okco- 1 H-xunonun-3-kapbokcamua, U xumudeckoe HazBanue s CoequHeHus
II-d sBasiercs  N-(2-(mpem-Oytun)-5-runpokcu-4-(2-  (merun-d3)mponan-2-un-1,1,1,3,3,3-
d6)denmn)-4-okco- 1,4-TUrHAPOXUHOIUH-3-KapOOKCAMU, 1

Coenunenus IV:

P A i

U ero ¢papMaleBTHYECKH MPHUEMIIEMbIX COJICH.

Xumu4aeckoe Ha3BaHHE JUTS CoenunHenus v SIBJISIETCSI 3-(6-(1-(2,2-
nudTopberso[d][ 1,3 ] nroKkcon-5-1i)UUKIONpOnaHKapOOKCaMUIO0 )-3-METHIITUPUIUH-2-
W1)OEeH30HHAsT KUCIIOTA.

[0043] IMomxoasimumu GpapMaeBTUISCKH MPUEMIIEMbIME COJISIMU SIBJISIFOTCSI, HAITPUMeED,
cony, packpbithie B S. M. Berge, et al.J. Pharmaceutical Sciences, 1977, 66, 1-19. Hanpuwmep, B
Tabnuue 1 3T0¥ cTaThy MpEACTaBIIEHBI CleAyoNe (PapMaLEeBTHIECKH PUEMIIEMBIE COJIH:

Taoauua 1.



Anerar Wonun bensatun
benzoncynedonar Hseruonar XnopnpokauH
bensoar Jlakrar Xonun
bukapOonar JlakToOnonar JusTaHonaMuH
buraptpar Manar DTuneHInaMuH
bpomun Manear Mernymun
Kanbuwmii snerar Mannenar IIpokxaun
Kamcunar Mesunar AnroMuHUN
Kapb6oHnar Metunbpomun Kanbrui
Xnopun Metunuurpar Jlutui
Hutpar Metuncynbdar Marnuit
JAuruapoxnaopun Mykar Kanuii
Dnerar Hancunar Hatpuit
Dnucunar Hurpar unk
Ocronat [Tamoat (OMOoHaT)
Ocunar ITanToTenar
dymapar ®Dochart/mudocdar
I'mouenrar IlonuranaktypoHnar
I'moxonar Canununar
I'myramar Creapar
I'muxonnunapcanunar CyGauerar
I'excunpesopuuHat Cyxkuunar
IMunpabamun Cynbdar
Tunpobpomun Tannar
I'mppoxnopun Taptpar
I'mnpokcunadroar Teocuar

TpusTuoaun

[0044] HeorpannuuBaromue mnpuMepsl (apMaLeBTHYECKH MPUEMIIEMBIX KHCJIOTHO-
aJTUTHBHBIX COJIEH BKIFOYAIOT COJIM, OOpa3OBaHHBIE C HEOPTAaHMUECKUMH KHCIOTAMH, TAKUMH
KaK XJIOPUCTOBOAOPOAHAsI KHUCJIOTa, OpPOMHCTOBOAOpONHAs Kucjora, ¢ochopHas KHCIOTa,
CepHasi KHUCJIOTa WJIM XJIOPHAs KHUCJOTA, COJIM, OOpa3OBaHHBIE C OPraHMYECKUMH KHCJIOTAMHU,
TAKUMHU KaK YKCYCHasl KHCJIOTa, INaBesieBas KUCJIOTA, MAJEMHOBAas KUCIIOTA, BHHHAS KHUCIIOTA,
JVMOHHAsl KUCJIOTA, SHTapHas KUCJIOTa WM MAaJIOHOBAas KHUCIOTA, M COJIM, OOpa3OBaHHBIE C

HCTIOJIB30BAHUEM IPYTHX CIIOCOOOB, HCIOJB3YEMbIX B JaHHOH OOJIACTH TEXHUKH, TaKUX Kak
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HOHHBI 00MeH. Heorpanmuusaromue mnpuMepsl (apMaleBTHYECKH NPUEMIIEMBIX COJEeH
BKJIIOYAIOT QAWIAT, ajbrUHAT, ackopdat, acmaprar, OeH3oscynbdoHaT, OeHzoar, Oucynbdar,
Oopar, Oytupar, kamdopart, kampopcyb(pOHAT, LUTPAT, LUKJIONEHTAHITPOITUOHAT, TUTIIFOKOHAT,
nonerwicynbdar, stancynbdoHat, ¢opmuar, ¢Qymapar, rIOKorentoHar, rimuepodocdar,
IJIIOKOHAT, TeMHUCYNb(paT, TenTaHoaT, IeKCaHoaT, TMAPOHOAMM, 2-TUAPOKCHITaHCYJIb(pOHAT,
JTaKTOOMOHAT, JIAKTAT, JIAyparT, Jaypuicyabdar, ManaT, Majear, MaJIOHAT, METaHCYIb(pOHAT, 2-
HadTanuHCyIb(OHAT, HUKOTHUHAT, HUTPAT, OJI€aT, OKCAJaT, MaJbMHUTAT, IaMOAaT, NEKTHHAT,
nepcynbdar, 3-penunnponuonara, Gocdar, MUKpAT, MUBAJAT, MPOMKHOHAT, CTEAPAT, CYKLIUHAT,
cyabdar, TapTpar, THOLMAHAT, M-TOJYOJICYIb(QOHAT, YHASKAHOAT U Bajepar. PapManeBTHUECKU
IIpUEMIIEMBIE COJIH, MOJYUYE€HHbIE U3 COOTBETCTBYIOIIMX OCHOBAHUMN, BKIFOYAKOT COJM IIEJIOYHbIX
METaJIOB, I1EJ0YHO3EMEbHBIX MeTaI0B, aMMoHus 1 N'(C;_4ankun),. JlaHHOE ONUCaHUE TAKKE
NpeAyCMaTPUBAET KBATEPHU3ALUIO JIFOOBIX OCHOBHBIX a30TCOAEPIKAIINX IPYIIT B COSAUHEHHSIX,
pPacKpBITBIX B JaHHOM JokyMeHTe. [loaxopnsinne HeOorpaHMYUBAIOLIUE MPUMEPBl COJeil
IIEeJIOUHBIX U IIEJOYHO3EMENbHBIX METAJNIOB BKJIIOYAIOT COJIM HATpUs, JIUTUS, Kalusl, KalbLUs U
MarHusi. JlOMOJHHUTENbHBIE HEOTPAHWYMBAIOLINE NPUMEPHhl (PapMaleBTUYECKH MPUEMIIEMBIX
COJIed BKJIFOYAIOT KATHOHBI aMMOHHS, YETBEPTUYHOIO AMMOHMS WU aMHHA, OOpa3OBaHHBIE C
UCTIONb30BAHUEM MPOTHBOMOHOB, TaKMX KaK TaJIOTEHH[, THAPOKCUA, KapOokcuiar, cynibdar,
docdar, HuTpaT, HM3MUN aNKWICYabpOHAT U apwicyinbdonar. [pyrue mnomxonsiiue
HEOTPaHMYHUBAIOIINE MPUMEPH! (apMaLeBTHUECKH MPUEMIIEMBIX COJIeH BKIIOUAIOT Oe3myiaT |
COJIU [IIOKO3aMHHA.

[0045] B HexkOTOpBIX BapHaHTax peanu3aluy, MO MEHbLIeH Mepe OJHO COEIUHEHUE,
BbiOpanHoe u3 Coemunenus | um ero (apmaneBTHUECKM IPUEMIIEMBIX COJIeH, BBOAST B
KOMOMHAIIMY C 10 MEHbIIEH Mepe OIHUM coeluHeHueM, BbiOpaHHbIM n3 Coenunenus I, u ero
(dapmaLeBTHYECKH NPUEMIIEMBIX COJied. B HEKOTOpBIX BapHaHTax pealu3alyy, MO MeHbLIeH
Mepe OfHO coenuHeHue, BbiOpaHHOe u3 CoenuHeHus | n ero ¢gapmaneBTHYECKH MPUEMIIEMbBIX
COJIel, BBOAST B KOMOMHAIMM C TIO MEHbINEH Mepe OOHUM COEIUHEHUEM, BBIODAHHBIM U3
Coenunenust III, u ero (apmaneBTHUECKH NPHUEMIIEMBIX COJiell. B HEKOTOpBIX BapuaHTaX
peanm3anyM, MO MEHbLIeH Mepe OAHO coenuHeHue, BblOpaHHoe w3 Coenmunenus | u ero
(apManeBTHYECKH TPUEMIIEMBIX COJIEH, BBOAAT B KOMOWHAIIMM C 1O MEHbLIEH Mepe OIHUM
coennHeHUeM, BbIOpaHHbIM U3 CoenuHenns 1V, u ero ¢papmaneBTHUECKH TpUeMIIeMbIX coeil. B
HEKOTOPBIX BapHAHTaX peaJM3alliy, MO MEHbLIEH Mepe OJHO COeIMHEHHUE, BBIOpAaHHOE W3
Coenunennss I m ero QapManeBTHYECKH MPHEMIIEMbIX COJEH, BBOAST B KOMOWHAIMU C
Coenunennem Il nnm ero ¢apmaneBTHUECKH NPUEMIIEMON COJIBIO U MO MEHbINEH Mepe OIHUM
coennaeHueM, BeiOpaHHbIM 13 Coennnenus 111 u ero ¢papmaneBTHUECKH PpUEMIIEMBIX cojiei. B
HEKOTOPBIX BapHaHTaX peajM3aluy, 10 MeHbIIEH Mepe OJHO COeNUHEHHE, BBIOPAHHOE W3
Coenunennss | u ero ¢apmaneBTHUECKH NPUEMIIEMBIX COJIEH, BBOIIT B KOMOMHALMU C TIO
MeHbLIeH Mepe OMHUM coenuHeHneM, BbiOpanHbIM 13 Coenunenus 111 u ero gpapmanesrudecku
NPUEMIIEMBIX COJIEH, U IO MEHbINEH Mepe OHUM COoeAnHeHueM, BbIOpaHHbIM u3 Coenunenus [V
u ero (apmManeBTUYECKH TNpHEMIIEMbIX cojiell. B HeKoTOphIX BapuaHTax peaju3aluu, IO

MeHblIeH Mepe OnHO coenuHeHue, BblOpaHHoe n3 Coeamuenust 1 um ero QapmauneBTuyecku
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NPUEMJIEMBIX COJIEH, BBOIAT B KOMOWHAILMM C IO MEHbLIEH Mepe ONHHM COEJUHEHUEM,
BbIOpanHbIM 13 Coenunenus I1I-d, u ero ¢apmaneBTuuecku npuemiieMsIx cojieid. B HeKoTopbIx
BapUaHTaxX peajn3alliy, [0 MEHbIIeH Mepe OAHO coenuHeHue, BbiopanHoe u3 Coenunenus I u
ero (apMaleBTHUECKH NTPUEMIIEMBIX COJIeli, BBOIAT B KOMOWHAIIMU C TI0 MEHbIIEeH Mepe OIHUM
coenuHeHueM, BeIOpaHHbIM U3 Coenunenus IV, u ero gapmaneBTudecku mpueMieMbx coneil. B
HEKOTOPbIX BapHaHTaX pean3aluy, MO MeHbLIeH Mepe OJHO COCOMHEHHE, BbIOpAaHHOE M3
Coemuuenuss I u ero QapmaneBTHYECKH NPHEMIIEMBIX COJEH, BBOAST B KOMOWMHAIUU C
Coenunenuem Il mim ero papManeBTHYECKU MPUEMIIEMON COJIBIO U TIO MEHbIIEH Mepe OIHUM
coennHeHueM, BeiOpaHHbIM U3 Coenunenus [I1-d u ero apmaneBTHUECKH PUEMIIEMBIX COJICH.
B HekoTOpBIX BapuaHTaX peaju3alyy, MO MEHbLIEH Mepe OJHO COCAMHEHHUE, BhIOpaHHOE W3
Coenunenuss | u ero ¢apManeBTHYECKH NPUEMIIEMBIX COJIEH, BBOASIT B KOMOHWHALUH C IO
MeHbLIeH Mepe OnHuUM coenuHeHueM, BbliOpaHHbIM u3 Coenmnenuwst III-d wu  ero
(apMaeBTHYECKH PUEMIIEMBIX COJICH, M TI0 MEHbIIEH Mepe OTHIM COSTUHEHHUEM, BIOPAaHHBIM
u3 Coenunenus IV u ero ¢papmareBTHUECKH PHUEMIIEMBIX COJIEH.

[0046] Kaxxnoe u3 Coenunenuti [, 11, 111, II-d u IV u ux papmaneBTH4ecku npueMieMbie
COJIM HE3aBHCHUMO MOKHO BBOAWTBH OJUH Pa3 B CYTKH, [1Ba Pa3a B CYTKU WIM TPU pa3a B CYTKH.
Hcnone3yeMblli B JAHHOM JOKYMEHTE€ TEPMHUH «EXEAHEBHO» O3HAYAET «KAXKABIM JEHbBY.
Hanpumep, 100 mr Coenunenusi 1 BBOAST exXeAHEBHO, TO €CTb Bcero Bomar 100 wmr
Coenunenus I B 1eHb, KOTOpPOE MOXKHO BBOAUTb, HAIIPUMED, OJIUH Pa3 B CYTKH, /1BA pa3a B CyTKH
wi Tpu pasza B cytku. Hampumep, 100 mr Coenunenus I BBomsAT oguH pas B cytku (qd), uto
o3HauvaeT, uTo 100 mMr Coenunenus I Ha no3y BBOAAT OAuH pa3 B cyTku. Hampumep, 50 mr
Coenunenus I BBozmAT nBa pasa B cytku (bid) oznauaer, uro 50 mr Coenunenus [ Ha 1O3UPOBKY
BBOAST JiBA pa3a B CYTKU. B HEKOTOPBIX BapuaHTax peaju3aluy, M0 MEHbIIEH Mepe OJHO
coenuHenue, BbiOpaHHoe n3 CoenuHenus | m ero QapmaneBTHYECKH NPUEMIIEMBIX COJIEH,
BBOJST pa3 B A€Hb. B HEKOTOPBIX BapHAHTAX Peaau3alyy, 10 MEHbLIEH Mepe OHO COCUHEHHE,
BbIOpanHoe 3 Coenunenus [ u ero ¢apManeBTHUECKH MPUEMIIEMBIX COJICH, BBOIST JBa pas3a B
cyTku. B HekoTopwix BapuanTax peanusauuu, Coemunenue Il unmm ero ¢apmaneBTHYECKU
IpUeMJIEMBbIE COJM BBOJAT OJMH pPa3 B CyTKUM. B HEKOTOpBIX BapuaHTax pealusaluy,
Coenunenne Il mnm ero (apmaneBTHUECKH NMPUEMJIEMbIE COJM BBOIST JBa pa3a B CyTKH. B
HEKOTOpBIX BapuaHTax peannzaunu, Coenunenue Il wim ero ¢apmaneBTHUECKH MPUEMIIEMBbIE
COJIU BBOZAST OAMWH pa3 B CyTkU. B HexoTOphIx BapuanTax peanuzanuu, Coenunenue Il umu ero
(apManieBTHYECKN TPUEMJIEMbIE COJIM BBOMST JABa pa3a B CYTKH. B HEKOTOpBIX BapHaHTax
peanuzauuu, Coequnenne [1-d wim ero ¢papmaneBTHUECKN MPUEMIIEMbIE COJTH BBOASIT OJUH Pa3
B CyTkH. B HekoTopsix Bapmantax peanusauuu, Coenmnenue III-d wnmm ero ¢apmaneBTiuecku
IpUeMJIEMBIE COJIM BBOAAT [Ba pa3a B CYTKM. B HEKOTOpPBIX BapuUaHTax peanu3alui,
Coenunenne IV unm ero ¢apmaueBTHUECKH MpUEMIIEMbIE COJIM BBOAST OOUH pa3 B CYTKU. B
HEKOTOpBIX BapuaHTax peanmzaunu, Coemunenue IV umm ero gapmaneBTHyecku mpuemiieMble
COJIM BBOJSAT JBA Pa3a B CyTKU.

[0047] B HeKkOTOpBIX BapHaHTax peanu3alyy, MO MEHbLIeH Mepe OJHO COEIUHEHUE,

BblOpanHoe u3 Coemunenus | um ero ¢apmaneBTHUEeCKM IpUEMIIEMBIX COJIeH, BBOAST B
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komdectee oT 10 mr go 900 mr, ot 20 mr xo 800 mr, ot 80 mr g0 800 mr, ot 30 mr no 720 wmr,
ot 40 mr o 600 wmr, ot 60 mr o 100 mr, ot 60 mMr 1o 500 mr, ot 80 mr g0 400 mr, ot 120 Mr 1o
240 wr, ot 120 mr no 360 wmr, ot 160 mr go 320 mr, ot 240 mr no 400 mr, ot 320 mr g0 480 wmr,
ot 360 mr no 640 mr, exxenHeBHO. B HEKOTOpBIX BapHUaHTAX peajau3aluy, IO MEHbLIEH Mepe
onHO coenuHeHue, BoiOpanHOe 3 Coenubenus I U ero ¢papManeBTHYECKH MPHUEMJIEMbIX COJIEH,
BBOIAT B kosdecTBe oT 40 mr 110 600 mr, ot 40 mr o 500 mr, ot 40 mr no 400 mr, ot 40 Mr 110
300 wmr, or 50 mr mo 360 mr uwiam or 80 go 360 wmr, exxenHeBHO. B HEKOTOpBIX BapuaHTax
peanu3anuM, MO MEHBIIEH Mepe OOHO coenuHeHue, BbiOpaHHoe u3 CoenuHenust [ u ero
(bapManeBTUYECKU MPUEMIIEMBIX coJiel, BBOIAT B kojudecTtBe 80 mr, 120 mr, 160 mr, 240 wmr,
250 wr, 320 wmr, 400 mr, 480 mr, 560 mr, 640 mr unu 720 Mr onuH pa3 B CyTKU. B HEKOTOpPBIX
BapHaHTaX peajH3alliy, [0 MEeHbINEH Mepe ONHO coenuHeHue, BriOpaHHoe U3 Coenunenus I u
ero (papMaleBTHYECKH MPUEMJIEMBIX COJiel, BBOAST B KojmuecTBe 80 mr, 120 mr, 160 mr, 250
mr, 320 mr unmu 400 mr nBa pa3a B CyTKM. B HEKOTOpBIX BapuaHTax peaju3alny, [0 MEHbIIEH
Mepe OOHO coenuHeHue, BriOpanHoe u3 CoenuHeHus: | u ero apmaneBTHUECKH MPUEMIIEMBIX
coneit, BBOAAT B konudecTBe 20 mMr exegHeBHO, 60 mr exenneBHo, 120 mr exenneBHo, 200 mMr
exxenHeBHO, 240 mr exxegHeBHO, 250 Mmr exenHeBHo, 300 Mr exxegHeBHO, 350 Mr €XeqHEBHO,
400 mr exenneBHo, 450 mr exemHeBHo, 480 mr exenHeBHo, 500 mr exemHeBHO, 550 mr
exenHeBHO, 600 mr exenHeBHO uiau 800 Mr exeaHEBHO. B HEKOTOPBIX BapHaHTAaX pean3aluy,
N0 MeHbIIeH Mepe OgHO coenuHeHue, BbiOpanHoe u3 Coenmnenns | u ero dapmaneBTudecku
MPUEMJIEMBIX COJIel, BBOAAT B konmuectBe 20 Mr exxenHeBHO, 60 mr exenHeBHO, 120 mr
exxenHeBHO, 200 mr exxegHeBHO, 240 Mr exenHeBHO, 250 mr exxenHeBHO, 300 Mr €XXeTHEBHO,
350 mr exegneBHo, 400 mr exenHeBHo, 450 Mr exeaHeBHo, 480 mr exenHeBHO, 500 Mmr
exxenHeBHO, 550 mr exenHeBHo, 600 mr exenHeBHo i 800 Mr exxenHeBHO. B HEKOTOpPBIX
BapHUaHTaX peayn3alliy, MO MEHbIIEH Mepe ONHO coenuHeHue, BbiOpanHoe u3 CoenuHenus I u
ero (papmManieBTUYECKH MPUEMJIEMBIX COJIe, BBOAST B Kojmuectse SO mr, 60 mr, 100 mr, 120 mr,
150 mr, 200 mr, 240 mr, 250 mr, 300 mr, 350 mr, 400 mr, 450 mr, 500 mr, 550 mr, 600 mr, 650
mr, 700 mr wiu 800 Mr, OuH pa3 B CyTKU.

[0048] B HekOTOpBIX BapuUaHTaX peau3aluu, JaHHOE H300peTeHHe OTHOCHUTCS K
(bapMalleBTUYECKON KOMITO3UIMK, COJEpIKalleil, MO MeHbIIeH Mepe OIHO COeIUHEHUE,
BbIOpanHOe 3 Coenunenus | 1 ero hapmManieBTHUECKH MPUEMIIEMBIX COJIEH, U IO MEHbILEH Mepe
OIIUH (hapMaLIeBTUYECKU TIPUEMJIEMbIN HOCHUTED.

[0049] B HekOTOpBIX BapuUaHTaX peau3ally, JaHHOE H300peTeHHe OTHOCHUTCS K
(bapMalleBTUYECKON KOMIIO3UIINH, COJEpKaIlell, MO MeHbIIeH Mepe OIHO COEIUHEHUE,
BbiOpaHHOe u3 Coenunenus | u ero hapmMareBTHYECKH MPUEMIIEMBIX COJIEH, MO MEHBIIEH Mepe
OnHO coenuHeHue, BbiopanHoe u3 Coenunenns Il u ero papmaneBTHYECKH MPUEMIIEMBIX COJEH,
U, 110 MEHbIIEH Mepe ONUH (papMaLIEBTHYECKH TPHEMJIEMbIH HOCHTEJTb.

[0050] B HekoTOpbIX BapHaHTAX peaNH3alHH, JAHHOE H300peTeHHe OTHOCUTCS K
(apMalleBTUYECKON KOMITO3UIMK, CONEpIKallei, MO MEeHbIIeH Mepe OIHO COEIUHEHHE,

BbIOpanHOe n3 CoennHenus | u ero ¢apMareBTHUECKH MPUEMIIEMbIX COJIEH, IO MEHbIIEH Mepe
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onHO coennHeHue, BeiOpanHoe 3 Coeaunenus 11 u ero papmaneBTHUECKH IPUEMIIEMBIX COJEH,
U, 110 MEHbIEeH Mepe OuH (papMaeBTUYECKU MTPUEMIIEMBI HOCUTEb.

[0051] B  HekOoTOpbIX BapHaHTax pealu3aluM, pacKpbITUE OTHOCUTCA K
dapmarieBTUYECKOH KOMITO3ULUM, COAep Kalleil, Mo MeHbIIeH Mepe, OIHO COEOUHEHHUE,
BbIOpanHOe u3 CoenuHenus I u ero gpapmarieBTUYECKH PUEMIIEMBIX COJIEH, 10 MeHbIIEH Mepe,
onHO coenuHeHue, BbiOpanHoe 3 Coenuuenus I u ero ¢papmaneBTHUECKH IPUEMIIEMBIX COJIEH,
IO MeHbLIEeH Mepe, OTHO coenuHenue, BbiopanHoe 3 Coenunenus I1I, u ero gapmanesrudecku
NPUEMJIEMBIX COJIEH |, TIO MEHbLICH Mepe, OANH (HapMaLEeBTHYECKH MPUEMIIEMbIil HOCHTEJb.

[0052] B HekOTOpBIX BapHaHTax peanu3aluy, pPacKpbITUE OTHOCUTCA K
(apMaieBTHYECKOW KOMITO3ULIUK, COAEpIKalleil, MO0 MEHbIIeH Mepe, OIHO COETUHEHHE,
BbIOpanHoe n3 CoenuHenus | u ero gpapManeBTHUECKH MPUEMIIEMBbIX COJIEH, IO MEHbIIEH Mepe,
onHO coennHeHue, BbiOpanHoe n3 Coenunenwst 111 u ero ¢papmaneBTHUECKN TPUEMIIEMBIX COJIEH,
10 MEHbIIEH Mepe, OHO coenuHeHne, BbiopanHoe 3 Coenunenus 1V, u ero gpapmaneBTuiyecku
NPUEMJIEMBIX COJIEH U, IO MEHbLIEH Mepe, OONH (apMaLeBTUIECKH IPUEMIIEMBIH HOCHTEIIb.

[0053] Coenuuenus L, 11, III w/unu IV u ux dpapmaneBTHUECKH TPUEMIIEMBIE COJIM MOTYT
COIepKaThCs B OMHOHN (papManieBTUYECKON KOMITO3UIMH WJIM B OTAENbHBIX (DapMaleBTHUECKUX
Komnosuiusix. Takue gapmarneBTHIeckue KOMIIO3UIUN MOJKHO BBOAWTDH OJMH WM Oosee pa3 B
JI€Hb, HAIIPUMED, 1B Pa3a B CyTKH.

[0054] B HexkOTOpBIX BapHaHTax peanu3aluy, MO MEHbLIeH Mepe OJHO COEIUHEHUE,
BblOpanHoe n3 Coenuuenust | u ero ¢QapmaneBruyeckn mpUEMIIEMBIX COJNIEH, COAEPIKUTCS B
nepBoil papMaeBTHUECKOW KOMITO3ULIMH, 110 MEHBIIEH Mepe OJHO COeANHEHHUE, BBIOpaHHOE M3
Coenunenuss II m ero dapmaneBTHUECKH MPUEMJIEMBIX COJIEH, CONEP)KUTCS BO BTOPOM
(apmMaLeBTHYECKOIl KOMIIO3ULIMK M IO MEHbIIEH Mepe OIHO COeNMHEeHHe, BbIOpaHHOE U3
Coemunenuss III, u ero ¢apManeBTHYECKH MpPUEMIIEMbIX COJIeH, CONEPIKUTCS B TpPETbeH
(bapmaLeBTHIECKOH KOMITO3HLINHL.

[0055] B HexkoTOpBIX BapHaHTax peanu3aliy, MO MEHbIIeH Mepe OIHO COeIUHEHUE,
BbIOpanHoe n3 Coenuuenust | u ero (apmarieBTHYeckn NMpUEMIIEMBIX COJIEH, COAEPIKUTCS B
nepBoi (hapMaleBTHYECKOW KOMITO3ULIMHU, [0 MEHbIIEH Mepe OJHO COeAMHEHHUE, BBIOPAHHOE U3
Coenunenust Il u ero QapmareBTHYECKH NPUEMIIEMBIX COJIEH, W N0 MEHbIIEH Mepe OJHO
coennnaenune, BeiOpaHHoe n3 Coemmuenust III, u ero ¢apmaneBTHYECKH NMPHEMIIEMBIX COJIEH,
COZIepIKATCsl BO BTOPOH (hapMaLeBTHUECKOW KOMIO3HLIMU. B HEKOTOPBIX BapHaHTax pean3alyy,
BTOpasi (apMareBTHYECKasi KOMIIO3ULIUSI CONEPKUT TIOJOBUHY CYTOYHOH JO3bI YKa3aHHOTO IO
MEeHbLIeH Mepe ogHOro coenuHeHus:, BbiopanHoro u3 Coenunenns 111 u ero gapmanesruiecku
MPUEMIIEMBIX COJIEH, W APYTYH0 MOJOBHUHY CYTOYHOH JO03bl YKAa3aHHOIO MO MEHbLIEH Mepe
oxgHOro coenuHeHusi, BbiOpanHoro u3 Coemunenus I u ero ¢apmaneBTHUECKH TPUEMIIEMBIX
coJiel, BBOIST B TpeThel (papMaleBTUIECKON KOMITO3UIINH.

[0056] B HexkoTOpBIX BapHaHTax peanu3aluy, MO MEHbLIeH Mepe OJHO COEIUHEHUE,
BbIOpanHoe n3 CoenuHenust | u ero ¢QapmaneBTudeckn nprUeMIIEMBIX COJIEH, CONEPIKHUTCS B
nepBoil papMareBTHUECKOW KOMITO3ULIMY, 110 MEHbIIEH Mepe OHO COeNNHEHHe, BBIOpaHHOE U3

Coenunenuss II m ero dapmaneBTHYECKH MPUEMIIEMBIX COJIEH, CONEP’KUTCS BO BTOPOM
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dapmarieBTHYECKOH KOMIIO3WIMM U 1O MEHbIIEH Mepe OJHO COEAMHEHHE, BBIOPaHHOE W3
Coenunenuss I, m ero QapmaneBTHUYeCKH TNPHEMIIEMBIX COJIEH, CONEPKUTCS B IEPBOH
dapmarieBTUYECKOH  KOMIO3MLMU. B HEKOTOpBIX  BapHaHTax peanu3aluy, MEepPBYIO
dapmMareBTUIECKYI0 KOMIIO3HULIMIO BBOJAT MALIMEHTY J1BA pa3a B CYTKH.

[0057] B HekoTOpbIX BapHaHTaX peaju3alyM, JaHHOE H300pEeTeHHE OTHOCUTCS K
(dapmaLieBTHYECKOI KOMIO3UIMK, COAEp’Kalleld, MO MeHbLIeH Mepe OAHO COEOHHEHHE,
BeIOpanHoe 13 CoenuHeHus 1 1 ero ¢apmaneBTHUECKH NPUEMIIEMBIX COJIEH, 10 MEHbIIEH Mepe
onHO coenuHeHue, BbiOpanHOe U3 Coemmuenus III-d u ero ¢apmaneBTHYeCKH NpPUEMIIEMBIX
COJIeH, U, IO MEHbILEH Mepe OuH (papMaLeBTUYECKU MTPUEMIIEMbIN HOCHUTEITb.

[0058] B  HekoTOphIX BapHaHTax peanu3aluy, pPacKpbITUE OTHOCUTCA K
(apManieBTHYECKOW KOMITO3ULIUK, COAEpIKalleil, MO0 MEHbIIeH Mepe, OIHO COEIUHEHHE,
BbIOpanHoe n3 CoenuHenus | u ero gapmarieBTHIeCKH MPUEMIIEMBIX COJIEH, 0 MEHbINEH Mepe,
OIHO coenuHeHue, BbiOpanHoe u3 Coenuuenus Il u ero papmaneBTHYECKH IPUEMIIEMBIX COJIEH,
Mo MeHbIIeH Mepe, OmHO coenuHeHue, BbiOpaHHOe w3 Coemmnenus III-d, u ero
dapManieBTHYECKH TPUEMIIEMBIX COJIEHl W, TO MEHbLIeH Mepe, OAMH (apMareBTHUECKH
MPUEMIIEMBI HOCUTED.

[0059] B HekoTOphIX BapuaHTax pealu3aluM, pPacKpbITUE OTHOCUTCA K
dapmanieBTHYECKOH KOMITO3ULIUK, COAEpIKalleil, 0 MEeHbIIeH Mepe, OIHO COEeIUHEHHE,
BbIOpanHOoe n3 CoenuHenus 1 u ero gpapmManeBTUIECKH MPUEMIIEMBIX COJIEH, 0 MEHbIIEH Mepe,
onHO coenuHeHne, BoiOpaHHOe u3 Coemmuenus III-d u ero ¢apmaneBTHUECKH NMPUEMIIEMBIX
cojiell, MO MeHblIel Mepe, OOHO coenuHeHHe, BbIOpaHHOe u3 CoemuHenus IV, u ero
dapManeBTUYECKH NPUEMIIEMBIX COJIell W, MO MEHblIeH Mepe, OAWH (apMaleBTHUECKH
MIPUEMIIEMBI HOCUTEIIb.

[0060] Coemunenus I, II, III-d w/unu IV u ux dapmaueBTHUECKH TpUEMIIEMBIE COJIH
MOTYT COIEepXKaTbCsl B OHHON (apMaLEeBTUYECKOH KOMIO3UIMHM WIH B  OTHAEIbHBIX
dapManeBTHYECKX KOMMO3ULUAX. Takue (apMaleBTHYECKHE KOMIO3HLIUUA MOXHO BBOIUTH
onuH WK OoJjiee pas B ACHb, HATIPHMED, JBa pa3a B CYTKH.

[0061] B HexkoTOpBIX BapHaHTax peanu3aliy, MO MEHbIIeH Mepe OIHO COeIUHEHUE,
BbIOpanHoe n3 Coenuuenust | u ero (apmareBTHyeckn NMpPUEMIIEMBIX COJIEH, COTEPIKUTCS B
nepBoi (papManeBTUYECKON KOMITO3UIIMH, TI0 MEHBIIEH Mepe OHO COeNUHEHNE, BHIOPAHHOE U3
Coenunennss I m ero ¢apManeBTHUECKH NPUEMJIEMBIX COJIEH, CONEPIKUTCS BO BTOPOM
(apmanieBTHIECKOH KOMIIO3WIMM U 1O MEHbLIEH Mepe OJHO COEAMHEHHE, BBIOPaHHOE W3
Coenunennst III-d, u ero QapmaneBTHUYeCKH NPHUEMIIEMBIX COJIEH, CONEPIKUTCS B TPEThEH
(apManeBTUIECKONH KOMITO3ULIIH.

[0062] B HEKOTOpBIX BapuUaHTaX peaju3alfH, MO MEHBIIEH Mepe OIHO COENUHECHHE,
BblOpanHoe n3 Coenuuenust | u ero QapmaneBTuyeckn MpUEMIIEMBIX COJIEH, COREPIKUTCS B
nepBoi (papMaleBTUYECKON KOMITO3UIIMH, IO MEHBIIEH Mepe OIHO COeNUHEHUE, BIOPAHHOE U3
Coenunenuss Il u ero QapmaieBTHYeCKH NpPHUEMIIEMBIX COJEH, W MO MEHbIIeH Mepe OIHO
coenunenue, BeiOpanHoe n3 Coenunenus III-d, u ero ¢gapmaneBTudecku nmpueMIeMbIX COJEH,

COZepIKaTCsl BO BTOPOH (hapMarieBTHUeCKOH KOMIO3UIMH. B HEKOTOPBIX BapHaHTaxX peau3aluy,
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BTOpasi (papManieBTUYECKass KOMIIO3UIUS CONEPKUT TOJOBUHY CYTOYHOW J03bI YKAa3aHHOTO, IO
MeHbLIEeH Mepe OHOro coenuHenus1, BeiopanHoro u3 Coenunenus I11-d u ero papmauesTuuecku
MPUEMIIEMBIX COJIEW, W APYTYK0 MOJOBHUHY CYTOYHOH JO3bl YKAa3aHHOIO MO MEHBbLIEH Mepe
ofgHOro coexauHeHusi, BbiopanHoro u3 Coenunenus III-d u ero gapmanesrudecku npueMIeMbIx
COJIel, BBOJAT B TpeThell (papmManieBTHIECKON KOMITO3ULIUK.

[0063] B HekOTOpBIX BapHaHTax peaJnu3alliy, IO MEHbLIeH Mepe OIHO COEIUHEHUE,
BeiOpanHoe n3 CoenuHeHus | n ero (hapManeBTUYECKH NMPUEMIIEMbIX COJIEH, CONEepIKUTCS B
nepBoi (papMaleBTUYECKON KOMITO3UIUH, TI0 MEHBIIEH MEpe OIHO COENUHEHUE, BHIOPAHHOE U3
Coenunenuss I m ero ¢apMaueBTHYECKH MPUEMIIEMBIX COJIEH, CONEPIKUTCS BO BTOPOM
(apManieBTHYECKOH KOMIIO3UIMK U TIO0 MEHbILIeH Mepe OJHO COEAMHEHHE, BBIOPaHHOE W3
Coenunenust III-d, u ero ¢apmManeBTHYECKH NPUEMIIEMBIX COJIEH, COIEPIKHUTCS B MEPBOH
dapManieBTHYECKOW  KOMIIO3MLIMU. B HEKOTOpBIX  BapHaHTaX peaM3alHH, MEePBYIO
(apMaeBTHYECKYIO0 KOMIIO3HLIUIO BBOIAT MALMEHTY 1B pa3a B CYTKH.

[0064] B HekOTOpBIX BapUaHTaX peanu3auuy, (papMaleBTHYECKHe KOMITO3UIIUH,
packpbITble B JaHHOM [OKYMEHTE, COAEp-KAT, MO MEHbLIEH Mepe OAWH AONOJHUTENbHBIN
aKTUBHBIN (papMalieBTUYECKHI HHTPEINEHT. B HEKOTOPBIX BapHaHTax peajn3aluy, 0 MeHbIIEH
Mepe OIMH JOTOJIHUTENbHBIA aKTHBHBIN (papMalleBTUYECKU HHTPEIUEHT MPEICTABISsIET COOOH
CFTR wmopynstop. B HexkoTOppIX BapuaHTax peaju3alid, [0 MeEHbIIeH Mepe OAuH
JOTIONTHUTENIBHBIN aKTUBHBINA (apMmaneBTHUeCKUH HHrpenueHT mnpexncrasisier coboit CFTR
KOpPPEKTOp. B HEKOTOpBIX BapuaHTax peaju3alyy, [0 MEHbLIECH Mepe OAMH ONOJIHUTEIbHbIN
aKTUBHBIN (papmaneBTudyeckuii uHrpenueHt npexacrasiusier coboii CFTR morennmarop. B
HEKOTOPBIX BapHaHTaxX peanusanud, ¢papmaieBTHueckas komno3unus conepxutr Coennnenue I
U, 110 MEHbIIEH Mepe /Ba AONOJHUTENIbHBIX aKTHBHBIX (papMalleBTUYECKUX MHIPEAMEHTA, OJUH
U3 KOTOphIX siBysercst koppekropoM CFTR, a apyroii - norenunaropom CFTR.

[0065] B HexoTOpBIX BapuaHTax peajnu3aliy, 10 MeHbLIEH Mepe OAMH JOMOIHUTEIbHbIHN
AKTUBHBIA  (hapMaLEBTUUECKUI WHTPEOUEHT BbIOPAH W3  MYKOJUTHYECKHUX  AreHTOB,
OpOHXOMIIATATOPOB, AHTHOUOTHKOB, POTUBOMH(]EKITHOHHBIX areHTOB u
MIPOTUBOBOCMAJIUTEIbHBIX ar€HTOB.

[0066] dapmaneBTHUECKAsT KOMIIO3UIUSI MOXKET JIOMOJHHUTENbHO CONEp)KaTh, IO
MeHbLIeH Mepe OAMH (papMaleBTUYECKH MPHEMJIEMbIi HOCHTEIb. B HEKOTOPBIX BapHaHTaX
peanm3anyy, MO MEeHbIIeH Mepe ONUH (papMalleBTHUECKH NMPUEMIIEMbIi HOCHTENb BBIOpAH H3
dapManieBTHYECKH ~ TpPUEMJIEMBIX  HOCHTeJNed W (apMaLeBTHYECKH  MPUEMIIEMBIX
BCIIOMOTaTEJIbHBIX BELIECTB. B HEKOTOpBIX BapuaHTax pealn3aluy, IO MEHbUIEH Mepe OAMH
(apManieBTUYECKN TMPHEMJIEMbI WHTPEIUEHT BBIOpaH M3 (PapMaleBTUUECKH MPUEMIIEMBIX
HAIIOJIHUTEJIEN, JIe3UHTErPAHTOB, MOBEPXHOCTHO-AKTUBHBIX BELIECTB, CBSI3YIOLIMX BELIECTB,
CMAa3bIBAOLINX BEILECTB.

[0067] Taxke cienyer MOHMMATh, 4TO (papMalLeBTHUYECKas] KOMIIO3ULUS IO JaHHOMY
n300peTeHnIo, BKIOYass (apMalEeBTHUECKYI0 KOMITO3ULIMIO, COIEpKaIlyl0 KOMOHMHALNY,

OMHCAHHBIC PAHEC, MOXKET UCIIOJb30BaATHCA B KOM6I/IHI/IpOBaHHOI\/'I TEpanu, TO €CTb KOMIIO3UIIUU
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MOKHO BBOAMTH OAHOBPEMEHHO, A0 WJIM MOCJE, 0 MEHbLIEH Mepe, OJHOTO JOMOJHUTENBHOTO
AKTHUBHOTO (papMaIieBTUIECKOTO MHIPEANEHTA UM MEIULIMHCKUX TPOLEYD.

[0068] DapmaleBTHYECKHE KOMITO3ULMH, COAEpIKAllie yKa3aHHble KOMOWHAIWH,
MIOJIE3HBI JJIs1 JIEYEHMsI MyKOBUCLIU03a.

[0069] B HekoTOpBIX BapHaHTax peanu3alud, (papmaueBTHUECKass KOMITO3ULIUS,
packpbITasi B JTaHHOM JAOKYMEHTE, COAEPIKUT, TI0 MEHbLIEeH Mepe OHO COeIMHEeHUe, BRIOPaHHOE
u3 Coenunenus [ u ero QapmaneBTH4YeCKH NMPHEMIIEMBIX COJIEH, W, IO MEHbIIEH Mepe, OAUH
(dapMaleBTUYECKH TPUEMJIEMBbIH  HOCUTENb. B  HEKOTOPBIX BapHaHTaxX peajH3allvy,
(apMaleBTHYECKH TPHEMJIEMbIiI HOCHUTENb NPEACTaBisieT coOOW mojuMep. B HEKOTOpBIX
BapHAHTaX peanu3aluy, (papMaleBTUYeCKd TNPUEMIIEMbIi HOCHUTENb TPENCTaBIseT COOOi
HPMCAS. B HEeKOTOpbIX BapHaHTaX peanu3auuy, (papMaueBTUYeCKU MPUEMIIEMbIH HOCHTENb
npexacrasisier coboit HPMCAS-HG. B HekoTOpbIX BapuaHTax peanuzauud, papMareBTHIECKas
kommosunusi conepxkut TBepAyro aucnepcuro Coenunenust | 8 HPMCAS-HG. B Hekotopsix
BapuaHTax peanusauuu, TeBepras aucnepcus conepxkut CoeamHenne I B HPMCAS-HG B
MacCOBOM COOTHOWIEHMH |: 1. B HEKOTOpBIX BapHUaHTax peanu3aluy, TBepAas AUCIEPCUs
BKJIFOUaeT 110 cymecTBy amopduoe Coennnenue 1.

[0070] Kak omucano Bblle, (hapMaleBTHUECKHE KOMIIO3HMLNH, PACKPBITHIE B JAHHOM
TOKYMEHTE, MOTYT IOIOJIHUTENIbHO CONEpKaTh, MO MEHbIIEH Mepe, OauH (apMaleBTUYECKU
npuemsieMblii Hocutenb. [Io MeHbInel Mepe, onuH (apMaleBTHYECKH MPUEMIIEMbI HOCHTENb
MO>KeT ObITh BBIOPaH M3 BCIIOMOTATENbHBIX BewlecTB M Hocurenel. Ilo mMeHbiueli mepe, omuH
dapmMareBTUYECKH NPUEMIIEMBbIi HOCHUTENb, UCIMOJIb3yEeMbli B JAHHOM JOKYMEHTE, BKJIIOYAeT
moOble U BCE pPACTBOPUTENH, pa30aBUTENH, IPYrHe >KUAKHE HOCUTENH, IHUCIEPCHOHHBIE
n00aBKH, CyCIIEH3HOHHbIe NTOOABKH, MOBEPXHOCTHO-AKTUBHBIE Ar€HThI, N30TOHUYECKUE AreHTHI,
3aryCTUTENH, SMYJbIUPYIOLINE AreHThI, KOHCEPBAHTBI, TBEPABIE CBS3YIOLIUE M CMAa3bIBAOLINE
BEILECTBA B COOTBETCTBHHM C JK€IaeMOIl KOHKPETHOI JekapcTBeHHOH (opmoii. Remington: The
Science and Practice of Pharmacy, 21st edition, 2005, ed. D.B. Troy, Lippincott Williams &
Wilkins, Philadelphia, and Encyclopedia of Pharmaceutical Technology, eds. J. Swarbrick and J.
C. Boylan, 1988-1999, Marcel Dekker, New York packpbIBarOT pa3jiMuYHble HOCHUTEH,
UCTIONIBb3YEMbIE TIPU COCTABJICHUHU (hapMaLEBTHUECKUX KOMITO3ULIMN, U U3BECTHBIE CIIOCOOBI X
MOJTyueHUs. 3a MCKJIFOUEHUEM CITy4aeB, KOTJa KaKoh-11u00 OOBIYHBIA HOCUTENb HECOBMECTUM C
COEAMHEHUsIMH JIaHHOTO ONHCAHUS, a WMEHHO MPHBOANT K KaKUM-JIUOO HEXeIaTeIbHBIM
OnonornyeckuM >PQPexTaM WM HHBIM BPEIHBIM B3aUMOIEHCTBHAM C JIFOOBIM JPYTHM
KOMIIOHEHTOM  (KOMITOHEHTaMH) (apMaleBTUUECKON KOMIIO3ULIUK, €ro HCIOJNb30BaHUE
NpeArnoaraeTcss B mpeaenax oObeMa MTaHHOTO pacKpbITHs. HeorpaHWuMBarOmme MPUMEPHI
NOAXOAAIINX (hapMaLEeBTUUECKH MPUEMIIEMbIX HOCHTENEH BKIIOYAIOT, HO HE OrPaHHYUBAIOTCS
UMM, NOHOOOMEHHbIE MaTepUabl, IJIMHO3EM, CTeapaT aJIOMHUHHS, JELUUTHH, ChIBOPOTOYHBIE
Oenky (Takue Kak 4YeoBEUeCKUl ChIBOPOTOUHBIN anbOymuH), OydepHble BemecTBa (Takue Kak
dochatel, rMUKMH, COPOMHOBYIO KHCIOTY M cOpOaT Kayiusl), YaCTUYHbIE TNIULEPUAHbIE CMECH
HACBIIEHHBIX PACTUTENBHBIX JKUPHBIX KHCJIOT, BOAY, COJM M DJJEKTPOJUTHI (Takue Kak

nporamuHCynbdat, auHatpuiirngpodocdar, ruapodocdar kamus, XJIOPHI HATPUS U COJH
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[IMHKA), KOJUIOWAHBIA JAMOKCHA KpPEMHHs, TPHCUIMKAT MArHWs, IOJUBUHIITUPPOIIHIOH,
MIOJIMAKPUIIATEL, BOCKH, ITOJIU3TUIICH- TOJUOKCUTIPOIHIIEH-0JIOUHBIE TTOJIUMEPBI, IIEPCTIHON XKHP,
caxapa (Takue Kak JIaKTo3a, INII0K03a M caxapo3a), KpaxMaiibl (Takue Kak KyKypy3HbIH Kpaxmai
U KaproenbHBIH Kpaxmai), LeJUIoJio3a W €€ INPOU3BOAHbIE (Takue Kak HaTpHi-
KapOOKCHUMETIIILIEIUTION03a, OSTWILE/UII0JI03a M aleTaT LeJUIIoJIo3bl), MOPOLIKOOOpa3HbIH
TparakaHT, COJIOA, JKEJAaTHH, TaJbK, BCIIOMOTaTElbHbIE BEIecTBA (TaKHMe KaK Macjio Kakao M
BOCKM ISl CYNIIO3UTOpUEB), Macia (Takhe KaK apaxucoBOE MAacio, XJIOMKOBOE Macio,
MOZICOJHEYHOE MACJIO, KYHXKYTHOE MAacCJiO, OJIMBKOBOE MACJO, KYKYPY3HOE€ Macjio U COEBOE
Maclio), TJIMKONU (TaKue KakK MPOMWICHTJHKOIb U TOJMUATHIIEHTJHKOJb), CIOXKHbIE 3(PUPHI
(TakmMe Kak 3TUJIOJNEAT U 3THIUIAypar), arap, Oy(depHble areHTbl (Takue Kak TMAPOKCUI MarHusi U
THIPOKCHU]T JFOMUHUS), JIbIHHOBYIO KHCJOTY, alMPOTE€HHYIO BOAY, M30TOHHYECKHH COJIEBOH
pactBop, pactBop Punrepa, sTunoBeiii cnupt, pocdarubie OydepHble pacTBOPBI, HETOKCHYHBIE
COBMECTHMBIE CMa3bIBAIOIIHE BELIECTBA (TaKUE KaK JIAYPHIICYIb(AT HATPHUS U CTeapaT MarHus),
KpacsIfe areHThbl, BBICBOOOXKAAIOIINE AreHThbI, areHTbl Ui MOKPBITUH, MOJACIAIIHBAOIINE
areHThl, apOMaTU3aTOPhI, OTAYIIKH, KOHCEPBAHTHI U aHTHUOKCUAAHTBHI.

[0071] Taxke ciaenyer MOHMMATh, 4TO (hapMaLeBTHUECKAas] KOMIIO3ULUS MO JaHHOMY
n300peTeHNIo, BKITFOUasi (PapMaIleBTHUYECKYI KOMITO3HUIIHIO, COMEP KAIIYIO JIF0Oble KOMOMHALINY,
OTMCAaHHBIE PaHEe, MOJKET UCIOJIb30BAThCS B KOMOWHHUPOBAHHON TE€PANNHU; TO €CTh KOMITO3ULUH
MO>KHO BBOAUTH OJHOBPEMEHHO, A0 WM MOCje, MO MeHbIleld Mepe, OJHOIO AaKTHUBHOIO
(bapmMareBTUIeCKOro HHIPEAUESHTA HIIH MEJUIIMHCKUX MTPOLENYP.

[0072] B HeKkOTOpBIX BapHaHTaX peaM3alllH, CIIOCOOBI MO HACTOSLIEMY H300PETEHHIO
BKJIIOYAIOT BBEJEHUE MALUEHTy, HYyXAAINEeMyCsl B OTOM, IO MEHbIIEH Mepe OJHOro
coenuHenusi, BeiOpanHoro u3 Coenuuenns I 1 ero gpapmaneBTHYECKHU TPUEMIIEMbIX COJIEH, U IO
MeHblIel Mepe omHoro coemuHenwus, BblOpaHHoro u3 Coenunenust I, Coemunenus 111,
Coenunenus I1I-d, Coenunenus IV u ux dpapmaneBTHIECKH IPUEMIIEMbIE COJH.

[0073] JIroOble momxopsiimue (papMaleBTHUECKUE KOMITO3UIUH, W3BECTHBIE B JTaHHOM
o0y1acTi TeXHUKH, MOTYT ObITh ucnonb3oBanbl aisi Coenunenus I, Coenunenust 11, Coennnenus
I, Coenunenust III-d, Coemunenuss IV um ux ¢apMaueBTHYECKH MPHEMJIEMbIX COJICH.
Hekoropeie Ttunuunble (Qapmauetuueckue kommosuuun st Coemmuenuss I wu  ero
(dapManieBTHYECKH TMPHEMJIEMbIX COJIeH OmNHMCaHbl B TpuMepax. HeKoTopele THIIHYHBIE
dapmanestnyeckne kommosuuuu st Coenuaenus Il u ero dapManeBTHUECKH MPUEMIIEMBIX
coneit MoxxHO HaiiTu B WO 2011/119984 u WO 2014/015841, koTOpbIE BKIFOYESHBI B HACTOSIIIHIA
JIOKYMEHT B IOJIHOM OOBEME TMOCPEACTBOM CChUIKH. Hekoropble TunmuHble (papmaneBTHIECKHE
kommnosutun st Coenuuaenus 111 u ero gpapmaneBTHIECKH MPUEMIIEMBIX COJIEH MOYKHO HAWTH B
WO 2007/134279, WO 2010/019239, WO 2011/019413, WO 2012/027731 u WO 2013/130669,
KOTOpbI€ BKJIIOYEHBI B HACTOSALIMH JOKYMEHT B IIOJHOM O0OBbEME IOCPEACTBOM CCBUIKH.
Hekoropeie Ttunmunble Qapmanesrudeckue komnozunuu s Coemunenwst III-d u  ero
(dapmMaeBTUYECKH TpHEMJIEMBIX cojieli MOokHO Haiitm B mareHtax CIIIA 8865902, CIIA
9181192 u CHIA 9512079, xoTopble BKIIOYEHBI B HACTOALIUI JOKYMEHT B IIOJIHOM OOBEME

nocpeaCcTBOM  CCBLIKH. HeKOTOpre TUITUYHBIC (I)apMaLIeBTI/ILIeCKI/Ie KOMIIO3UIIUHM  OJIA
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Coemnnaennss IV u ero ¢QapmauneBTUYeCKH MPHEMIIEMBIX COJieli MOXHO Haith B WO
2010/037066, WO 2011/127241, WO 2013/112804 u WO 2014/071122, xOTOpBIE BKJIFOYECHBI B
HACTOSIIIUI TOKYMEHT B MTOJHOM 00BbEME TIOCPEACTBOM CCBHIIKH.

[0074] B HekoTOpbIX BapuaHTax peanu3anuy, (apMaleBTHUECKYI0 KOMIIO3ULIHUIO,
COIEepIKaIlyIo, MO MeHbIIeH Mepe, ONHO coeauHeHHe, BhiOpaHHoe n3 Coenunenusi | u ero
(apMaleBTUYECKH MPUEMJIEMBIX COJIeH, BBOIIT C (apMALEBTHUECKON KOMITO3HULIMEH,
conepsxameit Coenunenue Il u Coenunenne 1. @apmanieBTHUeCKie KOMIIO3ULIMU, COEPIKALIIHIE
Coenunenue II u Coequnenue 111, packpoirel B myOaukammuu PCT Ne WO 2015/160787, kotopast
BKJIFOYEHA B HACTOSLIMHA JOKYMEHT B MOJHOM OOBEMe MOCPENCTBOM CChUIKH. [IprMepHBbIit
BapHUAHT OCYIIECTBJICHUS MPENICTABJIEH B CIeNyOIIel TabnuLe:

Tab6auua 2. llpumepuas tadaerka, conepxkamas 100 mr Coegunenus Il u 150 mr

Coeaunenus I11.

KonuyectBo Ha Talierky

Hurpeaunent
(mr)
Coenunenue I SDD
(BBICYLIIEHHOE ~ pacIbUICHHEM
BnyTtpurnanynspnas TMICTIEPCUN) 125

(80% wmacc. Coenunenusi 11,
20% macc. HPMC)
Coenunenue III SDD

(80% wmacc. Coenunenus 111,
19,5% wmacc. HPMCAS-HG; | 187.5

0,5% wmacc. naypuiacyibpara

HATPUsi)
MukpokpucTajinieckas
1314
LEJUTI0JI03a
Kpockapmennosza HaTpust 29.6
Bcero 473,5
MukpokpucTamndecKkas
DKCTparjaHyJisipHas 112,5
LIEJUTI0JI03a
Creapar maraus 5,9
Bcero 118.4
Bcero TabJaeTKH 0e3
5919
NOKPbITHS
IInenka nokpeITUs Omnanpait 17,7

Bceero Ta0JIeTKH c 609,6
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NOKPBITHEM

[0075] B HekoTOphIX BapHaHTax peanu3anuu, (HapMaLEeBTHUECKYI) KOMITO3UIIHIO,
comepxkamyro Coenunenue [, BBOmAT C (hapMaleBTHUECKOH KOMITO3ULIMEH, COIepIKaliei
Coenunenue III. ®apmanesTuueckue komnosuuuu, copepxamue Coenunenue I, packpsiTel B
nyomkauuu PCT Ne WO 2010/019239, xoropast BKJIIOUEHA B HACTOSIIMN JOKYMEHT B ITOJIHOM
o0beMe TMOCPEACTBOM CCBhUIKH. IIpUMepHbI BapHaHT OCYIIECTBJECHUS TPENCTABICH B
crenyrolen Tadnuue:

Ta6auua 3: UarpeauenTs! s TunudHoi Tadaerku ¢ Coennnennem 111,

IIpouenTtHoe
Cocras Tabserok conepkaHue Joza Cepust
% macc./macc. (mr) (r)
Coenunenue I1I SDD
(80% wmacc. Coemmnenms III, 19,5% wmacc.
HPMCAS-HG; 0,5% wmacc. nmaypuncynbghara
HATPHsI) 34,09% 187,5 23,86
MukpokpucTasIndecKkas LelToa03a 30,51% 167.8 21,36
Jlakro3a 30,40% 167,2 21,28
Kpockapmenosa Hatpus 3,000% 16,50 2,100
SLS 0,500% 2,750 0,3500
Konnounusiéi AMOKCUA KPEMHUS 0,500% 2,750 0,3500
Creapar maraus 1,000% 5,500 0,7000
Bcero 100% 550 70

[0076] HomonHuTenbHble (papMaleBTHYECKHE KOMIO3ULMH, coneprxamue CoennHeHue
I, packpeitel B myOmukauuu PCT Ne WO 2013/130669, koropasi BKIHOYEHa B HACTOSILIUIA
JOKYMEHT B TIOJJHOM OOBbEeMe MOCPENCTBOM CChUIKHM. TUNMMYHbIE MUHU-TAONETKU (quamerp ~ 2
MM, TOJIIUHA ~ 2 MM, KaKIasi MUHU-TaOJIeTKa UMeeT Maccy OKoJio 6,9 Mr) ObUIM COCTaBJIEHBI
Tak, 4roObl uMeTh OKOJIO 50 mr Coemunenust III Ha 26 MUHU-TAOJETOK M OKOJO 75 Mr
Coenunennss Il Ha 39 MHHH-TAONETOK € WCMOJB30BAHUEM KOJIMYECTB HWHIPEIUEHTOB,
yka3aHHbIX B Tabnuue 4 Hike.

Tabauua 4: UarpeaueHTs! 1,11 MUHH-TA01eTOK ¢ SO Mr u 75 mr 10301t

Cocras Tabnerok [Ipouentroe Hoza (mr) Hoza (mr) Cepust
coziepKaHue
% macc./macc. | 50 Mr noza 75 Mr nosza (r)
Coenunenue 111 SDD 35 62,5 93.8 1753.4

(80% wmacc. CoenuHeHwust

111 19,5% Macc.

2
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HPMCAS-HG; 0,5%

Macc. Jaypuicyibdara

HATPHsL)

MaunHuUTOI 13,5 24,1 36,2 675,2
Jlakro3a 41 73,2 109,8 2050,2
Cykpanosa 2,0 3,6 5.4 100,06
Kpockapmennosa Hatpust | 6,0 10,7 16,1 300,1
Konnonpueiii  muoxcup | 1,0 1,8 2,7 50,0
KPEMHUS

Creapar maraus 1,5 2,7 4,0 74,19
Bcero 100 178,6 268 5003,15

[0077] B HekoTOpBIX BapHaHTaxX peanu3anuu, (HapMaEeBTHUECKYI) KOMITO3UIIHIO,
conepxkamyto Coenunenue [, BBOmAT ¢ (hapMalleBTUYECKOH KOMITO3ULIUEH, COIepIKallei
Coenunenue I11-d.

[0078] B HEKOTOpBIX BapHaHTaX peanu3aluud, (papManeBTHUYECKHE KOMITO3ULIUH
NPEACTaBISIIOT OO0t TabneTkn. B HEKOTOPBIX BapUaHTax peau3anuy, TaOJEeTKH IMOAXOMST IS
NEpOPAIBLHOTO BBEICHUS.

[0079] [laHHbBIE KOMOWHAIMH MTOJIE3HBI IPH JICUEHUU MyKOBUCLIUA03A.

[0080] MyTtamuss CFTR moxer Bnusate Ha koiauuectBo CFTR, To ecth Ha konmuuecTBo
kaHanoB CFTR Ha noBepxHOCTH KiI€TKH, MK oHA MoxkeT BiusATh Ha pyHkuuto CFTR, To ecTh Ha
(YHKIHOHAIBHYIO CIIOCOOHOCTh KaXKIOTO KaHajda OTKPBIBATbCS M TPAHCIIOPTHPOBATH HOHBL
Myrtauuu, Bausitomme Ha konndectBo CFTR, BkimrowaroT MyTamuu, KOTOpbIE BBI3BIBAIOT
nedexTHbI cuHTe3 (nedext knacca I), MyTamum, KOTOpble BBI3BIBAIOT Ae(ekTHYI0 00paboTKy H
nepeHoc (medexr kmacca II), MyTaumu, KOTOpbIe BbI3bIBAIOT MOHMKEHHBbIM cuHTe3 CFTR
(medext kmacca V), U MyTalMH, KOTOpPble CHIKAIOT cTabuibHOCTH moBepxHocTHOrOo CFTR
(medext kmacca VI). Myrauuu, koropbie BiustoT Ha QyHkuuo CFTR, BKIOYArOT MyTaluwu,
KOTOpbIe BbI3BIBAIOT AedekThl reiiruara (nedexr kmacca 1) m MyTanum, KOTOpbIE BBI3BIBAIOT
nedext npoBoaumocTH (aedekt kmacca [V).

[0081] B HEKOTOPBIX BapUaHTAX peaH3alUH, B TAHHOM JOKYMEHTE PACKPBITHI CIIOCOOBI
JIeUEHUs, YMEHBLIEHMs] TSDKECTHM WM CHUMITOMAaTHYECKOTO JIEUeHHs MYyKOBHUCLHAO3a Y
NAalMeHTa, BKJIIOYAKOIINE BBeleHHE O(P(PEKTUBHOIO  KOJMYECTBA  COENMHEHUs,  €ro
dapManieBTHYECKH TMPHEMJIEMOM CONM MM AEHTepHPOBAHHOrO aHajgora JobOoro us
BBILIEYKA3aHHOTO; MM (papManeBTUYECKOH KOMITO3WLMH, ONHCAHHOH B JAHHOM JIOKYMEHTE
NalUeHTy, TAKOMy KaK 4YeJOBEK, NpHUYeM YyKa3aHHbIH MallueHT HMMeeT MyKOBHUCLUAO3. B
HEKOTOPBIX BapHAHTAX peajn3aluy, manueHT umeeT reHoTunsl F508del/Mmunnmanbhas GyHKUus
(MF), renoruner  F508del/F508del, renoruner F508del/reiTuHr wnm  reHOTHIBI
F508del/ocraTtounas ¢pynkuus (RF).
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[0082] Hcnonb3yemblii B AaHHOM JOKYMEHTE€ TEPMHUH «MyTalUd C MHUHUMAaJIbHOM
¢ynkuumeit (MF)» otHocuTcst k MytauusM reda CFTR, cBs3aHHBIM ¢ MUHMMaJIbHON (QyHKIHEH
CFTR (¢pysxmuonupyromuii 6enok CFTR ¢ oT MUHUManbHON-HO0-OTCYTCTBHS (DyHKIUEH), U
BKJIFOYAET, HAIPUMEP, MYTALHH, CB3aHHbIE C CEPbE3HbIMU JedeKkTamMu B CIOCOOHOCTH KaHaja
CFTR oTKpbIBaTbCS U 3aKPbIBATHCS, U3BECTHBIE KAK E(PEKThl FeHTHHIa KAHAJIOB UM «MyTaLUH
TeHTHHIay; MyTaLlH, CBSI3aHHBIE C Cepbe3HbIMU AedexTaMu kiaerouHoit obpadorku CFTR u ero
JOCTaBKM Ha KJIETOYHYIO IIOBEPXHOCTb, MyTalU{, CBs3aHHbIE C OTCYTCTBHEeM (Win
MUHHMaJIbHBIM CHHTe30M) cuHTe3a CFTR; u myTauuu, cBsi3aHHBIE C CEpbE3HBIMU e eKTaMH
npoBoguMocTH KaHanma. Tabmuna C HUXKe BKIIOYAET HEMCKIFOYAIOIUN CIHCOK MUHUMAJBHBIX
¢ynkumonanmpHbix  MyTtammii  CFTR, KOTOpble BBIABISIFOTCS C  TMOMOINBI — aHAIM3a
TeHOTUNTUPOBaHMsA, yTBepkaeHHOro FDA. B HEKOTOpBIX BapuaHTaxX peaju3alfH, MyTalus
cuuraercs Mytauueid MF, ecinu oHa yaOBIETBOPSIET, IO MEHBLIEH Mepe OJHOMY U3 CIEAYHOLINX
2 XxpuTepUeB:

(1) Gmonormueckasi TOCTOBEPHOCTb OTCYTCTBHSI TPAHCIUPOBAHHOTO Oeska (reHeTHYecKast
NIOCJIEIOBATENBHOCTD NPEACKa3bIBaeT rmosHoe orcyTcTBre Oenka CFTR), nmm

(2) TecTupoBanme in Vvitro, KOTOPOE MOATBEPKIAET HEJOCTATOYHYIO UyBCTBUTEIBHOCTD K
Coenunenuto II, Coenunenuro I unu komOunaun Coenunenus Il u Coennnenus I, a Takske
JOKa3aTeNbCTBO KJIIMHUYECKON TSDKECTH Ha TMOMYJSILMOHHOM OCHOBe (Kak cooOmmaercs: B
OOJBIINX peecTpax MalUeHTOB).

[0083] B HEKOTOpBIX BapHaHTaX peaNU3aLfH, MYTalUd MUHUMAIbHOW (YHKIUH
NPEACTaBJSIIOT COOOM MyTallM, KOTOPBIE NMPHUBOAAT K MPAKTUYECKU HE (PYHKIHMOHUPYIOIIEMY
oenky CFTR u He pearupyrot in vitro Ha Coenunenue I, Coenunenune Il mimu xomOuHaIuio
Coenunenus Il u Coenunenus II1.

[0084] B HeKOTOpBIX BapHaHTaX peajH3aldH, MYyTalMd ¢ MHHUMAJIbHOH (yHKUMeit
IPECTABISIIOT COOOI MyTalny, KOTOpbIe He pearupyroT in vitro Ha Coenunenue 11, Coenunenne
T vnu komOunanmo Coenunenus I u Coenunenus I11. B HEKOTOpBIX BapuaHTax peaju3alliu,
MyTalli ¢ MHHUMAJIbHOW (YHKIMEH mNpeacTaBistoT coOOil MyTauuu, OCHOBaHHBbIE Ha
TECTUPOBAHUU 1N Vitro, OTBEYAKOIINE CISTYIOIINM KPUTEPHUSIM B SKCIIEPUMEHTAX 1N Vitro:

0a30BbIN TPAHCIIOPT XJIOPUAOB, cocTaisitonuii <10% ot CFTR nukoro tuna, u

YBEJIMYEHHE TpaHCIoOpTa XJopunaoB Ha <10% MO CpaBHEHHIO C HCXOAHBIM YPOBHEM
nocie nodasnenust TEZ, IVA wiu TEZ/IVA B ananus.

B HexOoTOpBIX BapHaHTax peajn3aluu, NAlUEeHThI ¢ IO MEHbLIEH Mepe OAHON MyTalLue ¢
MUHUMaJbHON (PYHKIIHEH MPOSBISIOT MPU3HAKUA KJIMHUYECKOH TSHKECTH, ONPEAeIsieMble KaK:

CpenHuil ypOBEHb XJIOpUIA B MOTE > 86 MMOJIB/JI, U

PacTpOCTPAaHEHHOCTh HEMOCTATOYHOCTH MOMKETyJ0uHOM skene3sl (PI) > 50%.

[0085] IMamumentsl ¢ reHorunoM F508del/mMuHumanbHast (yHKIUS ONMPENENSIOTCS Kak
naiedTsl ¢ rerepo3urotHbiM F508del-CFTR co Bropeim amtenem CFTR, comepskammm
MyTalMi0 C MHHMMAJIbHOH (yHKUMeH. B HEKOTOpBIX BapHaHTax peanu3alyy, MALHeHThl C
resotunioM F508del/MunumanpHas (QyHKOMS SBISIOTCA NALMEHTaMH, KOTOPBIE SIBIISFOTCS

rerepo3urotHbiMi 1o F508del-CFTR co Bropeim amnenem CFTR, comepskammm MyTanuio,
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kotopasi nmpuBogut K Oenky CFTR ¢ munumanpHol Qynkimeir CFTR (¢yHKIMOHHpYOLIHIA
6enmok CFTR ¢ oT MHHMManbHOM-IO-OTCYTCTBHS (YHKIMEW) W In Vitro He pearupyer Ha
Coenunenue II, Coequnenue I nnu komOunanmio Coenunenuns I u Coequnenus 111

[0086] B HEKOTOPBIX BapUaHTaX peau3aluyi, MUHUMAaJIbHbIE (PYHKIIMOHAIbHBIE My TaIlHH
MOTYT OBbITh OIPEAEIeHbI C HCIOIb30BAHHEM 3 OCHOBHBIX HCTOYHUKOB:

Ouonornyeckasi BEpOSITHOCTb OTBETA MyTaLUH (TO €CTh, KJIacCa MyTaLHH)

J0Ka3aTeNbCTBO KIMHMYECKONW TSDKECTH Ha IOMYJIILMOHHONM OCHOBE (IO PErucTpy
narrenToB CFTR2; noctyn 6bu1 monyven 15 despanst 2016 1.)

CpenHuil ypOBEHb XJIOpUIA B MOTe™> 86 MMOJIB/II, U

PacIpOCTPAaHEHHOCTh HEMOCTATOYHOCTH MOKETyJ0UHOM kenesbl (P1)> 50%.

TECTHPOBAHUE 1N Vitro

MyTalLUy, IPUBOJALINE K UcXogHoMy TpaHcnopTy xjopuzaa <10% CFTR auxoro Ttuma,
CUMTAJINCh MHHUMAJIbHON (DyHKITHEH

MyTallMy, NpuBoAslue kK TpaHcrnopty xjopuznoB <10% CFTR puxoro Tuma mnocie
nodasnenust Coenunenus 11 u/unu Coenunenus 111, cuuranuch He OTBEYAIOLIUMH.

[0087] Hcnonp3yemblli B JaHHOM JOKYMEHTE TEPMUH «MYyTallUM C OCTAaTOYHOM
¢dyHKIMEH» OTHOCHUTCS K MyTauusM kiacca II-V, KOTOpble MMEIOT HEKOTOPBIH OCTaTOYHBIN
TPAHCIIOPT XJIOPHIA U TPUBOIAT K MEHEE TSDKEIOMY KIMHHUecKoMy (eHoturny. Myrtauuu ¢
OCTaTOYHOHN (yHKUMEeH mpeacTaBisiroT coboit myraumio B reHe CFTR, koropas mpuBoguT K
YMEHBLICHUIO KOJUYECTBa Oelka WM ero (pyHKLUU Ha MOBEPXHOCTH KIIETKH, KOTOPas MOXKET
BbI3bIBATh YaCTUUHYIO akTuBHOCTb CFTR.

[0088] Heorpannuusatouiue npumepbl Mytauuii reHa CFTR, 0 KOTOpBIX H3BECTHO, UTO
OHU TPHUBOIAT K (peHoTHNy C OCTaTO4HON (YHKIMEH, BKIIOYAIOT MYyTalMI0 OCTATOYHOMN
¢ynxkuuu CFTR, BeiOpannyto u3z 2789+5GUA, 3849+1 OkbCUOT, 3272-26A1G, 711+3A0G,
E56K, P67L, R74W, DIIOE, DI IOH, RI17C, L206W, R347H, R352Q, A455E, D579G, E831X,
S945L, S977F, F1052V, R1070W, F1074L, D1 152H, D1270N, ElI93K u KI1060T. Hanpuwmep,
mytaru CFTR, xotopsle BbbIBalOT AedektHblil crutalicnar MPHK, takoit kak 2789+507A,
NPUBOAAT K CHIDKEHHIO CHHTe3a Oe€Jika, HO JOCTaBISIIOT HEKOTOPOe KOJUYECTBO
¢ynkumnonampHoro CFTR Ha mOBEpPXHOCTb KJIETKH Uit OOECTIEYEeHHUs] OCTATOYHOW (PYHKLIUU.
Hpyrue myrauuu CFTR, KoTOpble CHUMKAIOT MPOBOAUMOCTb W/WIIM TeUTHHT, Takue kak Rl 17H,
NpUBOJAT K HOpMalbHOMY kojudecTBy kaHajnoB CFTR Ha noBepxHOCTHM KJI€TKH, HO HX
(YHKIMOHAIBHBI YPOBEHb HHU30K, YTO MPHUBOIUT K OCTATOYHOH (YHKIMH. B HEKOTOPBIX
BapHUaHTax peaju3anuu, myTtanus ¢ octarounoi pynkuueit CFTR BoiOpana u3 R117H, S1235R,
11027T, R668C, G576A, M470V, L997F, R75Q, R1070Q, R31C, D614G, G1069R, R1162L,
ES6K, A1067T, E193K u KI1060T. B HekoTOopbIXx BapuaHTax pealu3allud, MyTauus C
ocrarounoit pynkumeii CFTR BriOpana uz R117H, S1235R, R117H, S1235R, 11027T, R668C,
G576A, M470V, LO997F, R75Q, R1070Q, R31C, D614G, G1069R, R1162L, ES6K u A1067T.

[0089] Ocrarounyro ¢pynkuuo CFTR MoxkHO OxapakTepu3oBaTh Ha KJIETOYHOM YPOBHE
(in vitro) ¢ UCHOIB30BAHNEM KIIETOUHBIX aHANIM30B, Takux kak aHaimn3 FRT (Van Goar, F. et al.
(2009) PNAS Vol. 106, No. 44, 18825-18830; u Van Goor, F. et al. (2011) PNAS Vol. 108, No.
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46, 18843-18846), uroObl M3MEPUTH KOJUYECTBO TPAHCIIOPTA XJIOPHUAA HYepe3 MYTHPOBAHHBIE
kaHanel CFTR. Myranuu ¢ octatouHoi (QyHKIHMEH MPUBOAST K CHIKEHHIO, HO HE K IOJHOMY
yctpanenuro CFTR-3aBucuMoOro TpaHcmopra MOHOB. B HEKOTOpBIX BapHaHTAax pealu3alliy,
MyTAalMH C OCTaTOYHOM (yHKuMEH NpuBoaAT K cHikeHuto akTuBHOCTH CFTR no mensbiieit mepe
Ha okosio 10% B ananmuze FRT. B HekoTOpBIX BapuaHTax peanu3aly, MyTalUHd ¢ OCTATOYHOMN
¢yHkimeln npuBoaat k cHkeHuto akTuBHOCTH CFTR 1o oxono 90% B ananmuse FRT.

[0090] ITaumentsr ¢ renotunom F508del/octarounass QyHKUMS ONpPENENSIOTCS Kak
nanueHTsl ¢ rerepo3uroTHsiM F508del-CFTR co Bropsim amnenem CFTR, kOTOpbIi conepskut
MYTAIHIO, KOTOpast MPUBOANT K YMEHBIICHUIO KOJMYECTBA WU (PYHKIUH OeJiKa Ha TIOBEPXHOCTH
KJIETKH, YTO MOXeT NMpUBOAUTH K yacTuuHoi aktuBHocTH CFTR.

[0091] TTamumentst ¢ reHotunoM F508del/refiTiHr MyTamus ONPENeNsFOTCS Kak
NALMEHThl, KOTOpble SBIIIOTCA rerepo3urorHbiMu 1o F508del-CFTR co BropeiM amnenem
CFTR, xoTOpbIli CONEPKUT MYTAIMIO, CBS3aHHYKO ¢ Ne(EeKTOM TeWTHHra, W KIHHUYECKH
IPOAEMOHCTPUPOBAaHO, uTO OHU pearupyroT Ha Coenunenue III. Ilpumeps! Takux MyTauuii
BriroyaroT: G178R, S549N, S549R, G551D, G551S, G1244E, S1251N, S1255P u G1349D.

[0092] B HEKOTOPBIX BapHAHTAX PEATH3AINH, CIIOCOOBI JIEYEHUs], YMEHBIIEHUS TSKECTH
WM CUMIOTOMATHUYECKOIO JIEUEHUs] MyKOBUCIIN103a, PACKPBIThIE B JAHHOM JTOKYMEHTE, Ka)KJIbIi
HE3aBUCHMO JAPYT OT Jpyra NPHUBOIAT K YBEJIWYEHUIO TPAHCIOPTA XJIOpHAA BhIIIe 0a30BOTO
TPAHCIIOPTA XJIOpUAA NALUEHTA.

[0093] B HeKOTOpHIX BapHaHTaX peaju3aluH, B CHOCO0ax JIEYEHHs, YMEHbLICHHs
TSPKECTH WJIM CUMIITOMAaTHYECKOIO JICUeHUsI MyKOBUCLIUA03a, PACKPBITBIX B JAHHOM JJOKYMEHTE,
NalMeHT sBisieTcs rerepo3urorHbiM no F508del, m npyras renerundeckas myramuss CFTR
sBisiercst 000 BebBatomeidr CF  myrtaumio. B HEKOTOpBIX BapHaHTax —peanu3aluy,
N300peTeHNs! MALMEHT SBiIsIeTCs rerepo3urotHeiM no F508del, u npyras renerndeckast MyTauus
CFTR npencrasnsier coboit moOyro CF-BbI3BIBAIOINYI0 MyTaLUIO, U OKUAAETCS, YTO OHA Oyaer
pearupoBaTh W/WIM pearupyer Ha J000€ U3 PACKPBITBIX B JaHHOM JOKYMEHTE HOBBIX
coenunennii, Takux kak Coemunenne I, Coenunenne I, Coenunenne III w/mnmm Coenunenue IV
Ha OCHOBAHMU [AaHHBIX IN VItr0o W/WIM KIMHUYECKUX MIAaHHBIX. B HEKOTOpBIX BapUaHTaX
peanm3anyy, W300pEeTEeHHs] MALMEHT sBJsETCS reTepo3urotHeiM mno F508del, u napyras
renerndeckass mytaiusi CFTR mpencrasisier coboii moOyro CF-BbI3BIBAIOIIYI0 MYTAIUIO, |
OKU/IAeTCsI, YTO OHa OyJeT pearupoBaTh W/WJIM pearupyer Ha JroOyro komMOuHaumioo u3 (i)
PACKpPBITBIX B JaHHOM JOKYMEHTE HOBBIX coenuHeHwii, Takux kak Coemunenuwe I, u (ii)
Coenunenue II, u/unn Coenunenne 111, w/unu Coequnenne IV Ha OCHOBaAaHMM JAaHHBIX in Vitro
W/WTN KITMHAYECKUX TaHHBIX.

[0094] B HeKOTOpBIX BapHaHTaX pealu3alUH, B CHOCO0ax JIEYEHHs, YMEHbLICHHS
TSKECTH WJIM CUMIITOMAaTHUYECKOT'O JIEUeHUsI MyKOBUCLIM03a, PACKPBITHIX B JAHHOM JIOKYMEHTE,
nanueHT wumeer reHermueckyro wmyrtauuro CFTR, BeiOpanHyro u3 mo0oii W3 MyTanui,
nepednciIeHHbIx B Tabmume A.

Ta6auua A: CF myrauun
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078delT

1078delT

11234V

1154insTC

1161delC

1213delT

1248+1G—A

1249-1G—A

124del23bp

1259insA

1288insTA

1341+1G->A

1342-2A->C

1461ins4

1471delA

1497delGG

1507del

1525-1G—A

1525-2A—G

1548delG

1577delTA

1609del CA

1677delTA

1716G/A

1717-1G—A

1717-8G—A

1782delA

1811+1.6kbA->G 1811+1G->C

1811+1.6kbA—G

1811+1G—C

1812-1G->A 1898+1G->A

1812-1G—A

1824delA

182delT 1119delA
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185+1G—T

1898+1G->T

1898+1G—A

1898+1G—C

1898+3A->G

1898+5G->T

1924del7

1949del84

2043delG

2055del9—A

2105-2117del13insAGAAA

2118del14

2143delT

2183AA->G+

2183AA—-G

2183AA—G"

2183delAA->G#

2183delAA—G

2184delA

2184insA

2307insA

2347delG

2556insAT

2585delT

2594delGT

2622+1G->A

2622+1G->A

2659delC

2711delT

271delT

2721delll

2732insA

2789+2insA

2789+5G—A
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2790-1G—C

2790-1G->C

2869insG

2896insAG

2942insT

2957delT

296+1G—A

2991del32

3007delG

3028delA

3040G—C

306insA

306insA 1138insG

3120G—A

3121-1G—A

3121-2A—G

3121-977_3499+248 del2515

3132delTG

3141del9

3171delC

3195del6

3199del6

3272-26A->G

3500-2A—G

3600+2insT

365-366insT

3659delC

3667ins4

3737delA

3791delC

3821delT

3849+10kbC—T

3849+10kbC->T

3850-1G—A
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3850-3T->G

3850-1G->A

3876delA

3878delG

3905InsT

3905insT

394delTT

4005+1G->A 4005+2T->C

4005+1G—A

4005+1G->A

4010del4

4015delA

4016insT

4021dupT

4040delA

405+1G—A

405+3A—C

405+1G->A

406-1G—A

406-1G->A

4209TGTT->A

4209TGTT—AA

4279insA

4326delTC

4374+1G—-T

4374+1G->T

4382delA

4428insGA

442delA

457TAT—-G

541delC

574delA

ST

621+1G—T
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6214+3A->G

663delT

663delT 1548delG

675del4

711+1G->T 71143A->G

711+1G—>T

711+3A—G

711+5G—A

712-1G->T

7T

852del22

935delA

991del5

ATO06E

A120T

A234D

A349V

A455E

A613T

A46D

A46Db

AS559T

A559Tb

AS61E

C276X

C524R

524X

CFTRdel2,3

CFTRdele22-23

DI110E

D110H

D1152H

DI1270N

D192G
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D443Y

D513G

D579G

D614G

D836Y

D924N

D979V

E1104X

E116K

E1371X

E193K

E193X

E403D

E474K

E56K

E585X

E588V

E60K

E822K

E822X

E831X

E92K

E92X

F1016S

F1052V

F1074L

F1099L

F191V

F311del

F311L

F508C

F508del

F575Y

G1061R
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G1069R

G1244E

GI1249R

G126D

G1349D

G149R

GI78R

GI194R

G194V

G27R

G27X

G314E

G330X

G458V

G463V

G480C

G542X

G550X

G551D

G551S

G576A

G622D

G628R

G628R(G->A) G970D

G673X

G85E

GI91R

G970R

G970R

H1054D

H1085P

HI1085R

HI1375P

HI39R
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HI199R

H199Y

H609R

H939R

I1005R

11027T

11234V

I1269N

I1366N

1148T

1175V

13336K

1502T

15065

I506T

1507del

1507del

I601F

1618T

I807TM

1980K

IVS14b+5G->A

K710X

K710X

K710X

L102R

L1065P

L1077P

L1077Pb

L1254X

L1324p

L1335P

L138ins

L1480P
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L15P

L1655

L206W

L218X

L227R

L320V

L346P

L4535

L467P

L467Pb

L558S

L571S

L732X

L927P

L967S

L997F

MI1101K

M1101R

M152V

MIT M1V

M265R

M470V

M9521

M952T

N1303K

P205S

P574H

PSL

P67L

P750L

P99L

Q1100P

Q1291H

Q1291R
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Q1313X

Q1382X

Q1411X

Q1412X

Q220X

Q237E

Q237H Q452P

Q290X

Q359K/T360K

Q39X

Q414

Q414X

E585X

Q493X

Q525X

Q552X

Q685X

Q890X

Q890X

Q98R

Q98X

R1066C R1066H

R1066M

R1070Q

R1070W

R1102X

R1158X

R1162L

R1162X

R117C

R117G

R117H

R117L

R117P
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R1283M

R1283S

R170H

R258G

R31C

R31L

R334L

R334Q

R334W

R347H

R347L

R347P

R352Q

R352W

R516G

R553Q

R553X

R560K

R560S

R560T

R668C

R709X

R74W

R751L

R75Q

R75X

R764X

R792G

R792X

R851X

R933G

S1118F

S1159F

S1159P
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S1196X

S1235R

S1251IN

S1255P

S1255X

S13F

S341P

S5434X

S466X

S489X

S492F

S4X

S549N

S549R

S549R(A>C)

S549R(T->G)

S589N

S737F

S912L

S912X

S945L

S977F

T1036N

T10531

T12461

T3381

T6041

V1153E V1240G

V1293G

V201IM

V232D V456A

V456F

V520F

V5621
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V754M
W1089X
W1098C
W1098R
W1098X
W1204X
W1282R
W1282X
W361R
W401X
W496X
W57G
WS57R
W57X
W846X
Y1014C
Y1032C
Y1092X
Y109N
Y122X
Y161D
Y161S
Y563D
Y563N
Y569C
Y569D
Y569Db
Y 849X
Y913C
Y913X

[0095] B HeKOTOpBIX BapHaHTaX peaju3aluH, B CHOCO0ax JIEYEHHs, YMEHbIICHHS
TSKECTH WJIM CUMIITOMAaTHYECKOIO JIEUeHUsI MyKOBUCLIUA03a, PACKPBITHIX B JAHHOM JJOKYMEHTE,
naiueHT umeer reHerudeckyro myrtanuio CFTR, BeiOpannoit m3 G178R, G551S, GI970R,
G1244E, S1255P, G1349D, S549N, S549R, S125IN, E193K, F1052V, GI1069R, R117C,
DI110H, R347H, R352Q, E56K, P67L, L206W, A455E, D579G, S1235R, S945L, R1070W,
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F1074L, D110E, D1270N, D1152H, 1717-1G->A, 621+1G->T, 3120+1G->A, 1898+1G->A,
T11+1G->T, 2622+1G->A, 405+1G->A, 406-1G->A, 4005+1G->A, 1812-1G->A, 1525-1G->A,
712-1G->T, 1248+1G->A, 1341+1G->A, 3121-1G->A, 4374+1G->T, 3850-1G->A, 2789+5G-
>A, 3849+10kbC->T, 3272-26A->G, 711+5G->A, 3120G->A, 1811+1.6kbA->G, 711+3A->G,
1898+3A->G, 1717-8G->A, 1342-2A->C, 405+3A->C, 1716G/A, 1811+1G->C, 1898+5G->T,
3850-3T->G, IVS14b+5G->A, 1898+1G->T, 4005+2T->C, 621+3A->G, 1949del84, 3141del9,
3195del6, 3199del6, 3905InsT, 4209TGTT->A, A1006E, A120T, A234D, A349V, A613T,
C524R, D192G, D443Y, D513G, D836Y, D924N, D979V, E116K, E403D, E474K, E588V,
E60K, E822K, F1016S, F1099L, F191V, F311del, F311L, F508C, F575Y, G1061R, G1249R,
G126D, G149R, G194R, G194V, G27R, G314E, G458V, G463V, G480C, G622D, G628R,
G628R(G->A), G91R, G970D, H1054D, H1085P, H1085R, H1375P, H139R, H199R, H609R,
H939R, I1005R, 11234V, 11269N, I11366N, 1175V, I502T, 1506S, I506T, 1601F, 1618T, IS07M,
1980K, L102R, L1324P, L1335P, L138ins, L1480P, L15P, L165S, L320V, L346P, L453S,
L5718, L967S, M1101R, M152V, MIT, M1V, M265R, M9521, M952T, P574H, P5L, P750L,
P99L, Q1100P, Q1291H, Q1291R, Q237E, Q237H, Q452P, Q98R, R1066C, R1066H, R117G,
R117L, R117P, R1283M, R1283S, R170H, R258G, R31L, R334L, R334Q, R347L, R352W,
R516G, R553Q, R751L, R792G, R933G, S1118F, S1159F, S1159P, S13F, S549R(A->C),
S549R(T->G), S589N, S737F, S912L, T1036N, T10531, T12461, T6041, V1153E, V1240G,
V1293G, V20IM, V232D, V456A, VA456F, V5621, W1098C, W1098R, W1282R, W361R,
W57G, W57R, Y1014C, Y1032C, Y109N, Y161D, Y161S, Y563D, Y563N, Y569C u Y913C.

[0096] B HekoTOpbIX BapuaHTax peaju3alii, MALUEeHT UMEET MO MEHbLIEH Mepe OIHY
KOMOMHALIMOHHYIO MyTauuio, BbiOpanHyro u3: G178R, GS551S, G970R, GI1244E, S1255P,
G1349D, S549N, S549R, S1251N, E193K, F1052V, G1069R, R117C, D110H, R347H, R352Q,
E56K, P67L, L206W, A455E, D579G, S1235R, S945L, R1070W, F1074L, D110E, D1270N,
DI1152H, 1717-1G->A, 621+1G->T, 3120+1G->A, 1898+1G->A, 711+1G->T, 2622+1G->A,
405+1G->A, 406-1G->A, 4005+1G->A, 1812-1G->A, 1525-1G->A, 712-1G->T, 1248+1G->A,
1341+1G->A, 3121-1G->A, 4374+1G->T, 3850-1G->A, 2789+5G->A, 3849+10kbC->T, 3272-
26A->G, 7T11+5G->A, 3120G->A, 1811+1.6kbA->G, 71143A->G, 1898+3A->G, 1717-8G->A,
1342-2A->C, 405+3A->C, 1716G/A, 1811+1G->C, 1898+5G->T, 3850-3T->G, IVS14b+5G-
>A, 1898+1G->T, 4005+2T->C u 621+3A->G.

[0097] B HekoTOpBIX BapuaHTaxX pealu3allii, MALUEHT UMEET MO0 MEHbIIEH Mepe OOHY
KOMOWHALIMOHHYK) MYyTaluioo, BbiOpaHHyro u3: 1949del84, 3141del9, 3195del6, 3199del6,
3905InsT, 4209TGTT->A, A1006E, A120T, A234D, A349V, A613T, C524R, D192G, D443Y,
D513G, D836Y, D924N, D979V, E116K, E403D, E474K, ES88V, E60K, E822K, F1016S,
F1099L, F191V, F311del, F311L, FS08C, F575Y, G1061R, G1249R, G126D, G149R, G194R,
G194V, G27R, G314E, G458V, G463V, G480C, G622D, G628R, G628R(G->A), GYIR,
G970D, H1054D, H1085P, HI1085R, H1375P, H139R, HI199R, H609R, H939R, I1005R,
11234V, T1269N, I1366N, 1175V, I502T, I506S, I506T, 1601F, I618T, I807M, 1980K, L102R,
L1324P, L1335P, L138ins, L1480P, L15P, L165S, L320V, L346P, L453S, L571S, L967S,
M1101R, M152V, M1T, M1V, M265R, M9521, M952T, P574H, P5L, P750L, P99L, Q1100P,
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Q1291H, Q1291R, Q237E, Q237H, Q452P, Q98R, R1066C, R1066H, R117G, R117L, R117P,
R1283M, R1283S, R170H, R258G, R31L, R334L, R334Q, R347L, R352W, R516G, R553Q,
R751L, R792G, R933G, S1118F, S1159F, S1159P, S13F, S549R(A->C), S549R(T->G), S589N,
S737F, S912L, T1036N, T10531, T12461, T6041, V1153E, V1240G, V1293G, V201IM, V232D,
V456A, V456F, V5621, W1098C, W1098R, W1282R, W361R, W57G, W57R, Y1014C,
Y1032C, Y109N, Y161D, Y161S, Y563D, Y563N, Y569C u Y913C.

[0098] B HekoTOpBIX BapHaHTaX pealH3alud, B CrIoco0ax JIEYEeHUs, yMEHBIIEHHs
TSDKECTU WIIM CUMITTOMATHYECKOTO JIEYEHUs] MyKOBUCIIUI03a, PACKPBITBIX B TAHHOM JAOKYMEHTE,
nanueHT umeet reierudeckyro mytanuo CFTR G551D. B HeKOTOphIX BapHaHTax peaju3aLii,
MALUEHT SIBJISIETCS] TOMO3UTOTHBIM 1O TeHeTrndeckoit mytauuu G551D. B HekoTopbIX BapuaHTax
peanu3aliy, NAlUEeHT SBISETCSl TeTepO3UrOTHBIM MO TreHerudeckoi Myrtamuu GS551D. B
HEKOTOPBIX BAPMAHTAX peaIu3alyyd, NALUEHT SBISETCS TIeTEPO3UTOTHBIM IO TI'€HETHYECKOU
myTtauuu G551D, umes mytanmo GS551D B ogHOM ajutene u 00y Apyryro BbibiBaromyw CF
MYyTallMK0 B JPyrom aujene. B HEKOTOPbIX BapuaHTaxX peanu3aluy, MALUEeHT SBJAETCA
reTepo3UroTHeIM Mo reHeruueckoil mytauuu G551D B omHom annene, a apyroit CF-
BBI3BIBAIOIIEH TeHETUYECKOW MyTalued B IpyroM aiene sijsiercs jrobast uz FS08del, G542X,
N1303K, W1282X, R117H, R553X, 1717-1G->A, 621+1G->T, 2789+5G->A, 3849+10kbC->T,
R1162X, G85E, 3120+1G->A, AIS07, 1898+1G->A, 3659delC, R347P, R560T, R334W,
A455E, 2184delA nmm 711+1G->T. B HEKOTOPBIX BapHaHTaX peajM3allH, MALUEHT SIBISIETCS
reTepo3UroTHBIM MO reHerudeckoi mytauuu G551D, a npyroii renerndeckoil myrtanueit CFTR
apnsiercss F508del. B HeKoTOpBIX BapuaHTax peanu3aliy, MALHEHT SIBISETCS MeTePO3UTOTHBIM
no renerudeckoil myrauuu G551D, a apyroii renerudeckoii mytauueii CFTR sBnserca R117H.

[0099] B HekoTOpbIX BapHaHTaxX peaju3aluy, B CIOCO0ax JIeYeHHs, YMEHbLICHHs
TSDKECTU WIIM CUMITTOMATHYECKOrO JIEYEHUs] MyKOBUCIIU03a, PACKPBITHIX B JTAHHOM JOKYMEHTE,
nauueHT umeet reHeruueckyro myranuo CFTR F508del. B HekoTOpbIX BapuaHTax peannu3aliiy,
MALMEHT SIBJIIETCS TOMO3WUTOTHBIM MO TeHeTndeckor wmyrtaimu F508del. B HekoTophix
BApUAHTaX pealu3aluy, MalUeHT SBIAETCA Te€TePO3UTOTHBIM MO TE€HETHYECKOW MyTaluu
F508del, mpuuem y manmenTa umeercss reHermdeckas myrtaums FS508del B omHoM amnene u
mobas BeibIBaromas CF reHermueckas MyTauusi B IpyroM ajiene. B HEKOTOpBIX BapuaHTax
peanu3anyy, MaueHT sBisieTcs reTepo3urotasiM o F508del, u npyrast renernueckast MyTarust

CFTR mpencrasisier coboit moOyro CF-BbI3bIBalOIyr0 MyTalHio, BKJIOYAs, HO, He

orpannuuBaschk 3tuM, G551D, G542X, N1303K, W1282X, R117H, R553X, 1717-1G->A,
621+1G->T, 2789+5G->A, 3849+10kbC->T, R1162X, G85E, 3120+1G->A, AI507, 1898+1G-
>A, 3659delC, R347P, R560T, R334W, A455E, 2184delA, umu 711+1G->T. B HekoTOpBIX
BApUAHTAX pealn3aluy, MNAalUeHT SBISETCA TE€TEPO3UTOTHBIM [0 TE€HETHYECKOW MYyTalHu
F508del, a npyroii renernueckoii myrauneii CFTR sBnsiercss GS551D. B HekoTOpBIX BapuaHTax
peanu3anyy, NalueHT SBISIETCs TeTePO3UTOTHBIM 10 reHerndeckoi myranuu F508del, a npyroit
renerndeckoil Mmytrauuein CFTR ssnserca R117H.

[00100] B HexoTOpBIX BapHaHTax peajnu3alliy, NALUeHT UMEET, IO MEHbILIEH Mepe OHY

KOMOMHALIMOHHYIO MYTALUIO, BBIOPAHHYIO U3:
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D443Y;G576A;R668C,

F508C;S1251N,

G576A; R668C,

G970R; M470V,

R74W;D1270N,

R74W;V201M u

R74W;V201M;D1270N.

[00101] B HekOTOpBIX BapuaHTaX peau3alu, B Crnocodax JIEYeHUs, yMEHbLICHHs
TSDKECTU WIIM CUMITTOMAaTHYECKOTO JIEYEHUSI MyKOBUCLIMA03a, PACKPBITBIX B TaHHOM JIOKYMEHTE,
nanueHT umeer reHerudeckyro wmytanuro CFTR BeiOpannyro uz G178R, G551S, G970R,
G1244E, S1255P, G1349D, S549N, S549R, S1251N, E193K, F1052V u G1069R. B HekoTopbIX
BapHaHTaX pealu3aluy, NanueHT umeer reHetudeckyro wmytanuio CFTR, BeiOpanHyro wu3
G178R, G5518, G970R, G1244E, S1255P, G1349D, S549N, S549R u S1251N. B HexoTopbIx
BapHaHTaX peamu3aluy, NanueHT umeer reHetwdeckyro wmytanuio CFTR, BeiOpanHyro wu3
E193K, F1052V u G1069R. B HekOTOpBIX BapHaHTaX peajlu3auuy, crnocod obecrnednBaeT
yBEIWYEHUE TPAHCIOPTAa XJOPUAA IO CPAaBHEHHIO C HCXOAHBIM TPAaHCIOPTOM XJIOPHUIA
MALHUEHTA.

[00102] B HekOTOpBIX BapUaHTaX pealu3alfy, B CrIocodax JEYEHHs, YMEHBIIEHHS
TSDKECTH WIIM CUMIITOMAaTHYECKOrO JIEYEHUSI MyKOBUCLUA03a, PACKPBITHIX B JaHHOM JTOKYMEHTE,
nanueHT umeer reHerudeckyro Myrtauuto CFTR BeiOpannyro u3 R117C, D110H, R347H,
R352Q, E56K, P67L, L206W, A455E, D579G, S1235R, S945L, R1070W, F1074L, D110E,
D1270N u D1152H.

[00103] B HEKOTOpBIX BapuaHTax peaju3aluy, MalUEHT UMeeT N'eHETUYECKYIO0 MYTAalLHIO
CFTR, BbiOpannoit u3 1717-1G->A, 621+1G->T, 3120+1G->A, 1898+1G->A, 711+1G->T,
2622+1G->A, 405+1G->A, 406-1G->A, 4005+1G->A, 1812-1G->A, 1525-1G->A, 712-1G->T,
1248+1G->A, 1341+1G->A, 3121-1G->A, 4374+1G->T, 3850-1G->A, 2789+5G->A,
3849+10kbC->T, 3272-26A->G, 711+5G->A, 3120G->A, 1811+1.6kbA->G, 711+3A->G,
1898+3A->G, 1717-8G->A, 1342-2A->C, 4054+3A->C, 1716G/A, 1811+1G->C, 1898+5G->T,
3850-3T->G, IVS14b+5G->A, 1898+1G->T, 4005+2T->C u 621+3A->G. B HekoTOpbIX
BapHUAHTAX peasu3aluy, MauueHT uMeeT reaerndeckyro myraunto CFTR, BeiOpannyro u3 1717-
1G->A, 1811+1.6kbA->G, 2789+5G->A, 3272-26A->G u 3849+10kbC->T. B HekoTOpbIX
BapHaHTaX peau3aluy, MalUeHT uMeeT reHeTudeckyro wmytanuio CFTR, BeiOpaHHyo wu3
2789+5G->A n 3272-26 A->G.

[00104] B HekOTOpBIX BapuaHTaX peau3alMH, B Crnocodax JIEYEHUs, YMEHbLICHHS
TSDKECTH WIIM CUMIITOMAaTHYECKOrO JIEYEHUs] MyKOBUCLMA03a, PACKPBITBHIX B JaHHOM JTOKYMEHTE,
nanuedT umeer reHermdeckyro wmytanuio CFTR, BeiOpannoit u3 G178R, GS551S, G970R,
G1244E, S1255P, G1349D, S549N, S549R, S1251IN, EI193K, F1052V, G1069R, R117C,
DI110H, R347H, R352Q, E56K, P67L, L206W, A455E, D579G, S1235R, S945L, R1070W,
F1074L, D110E, D1270N, D1152H, 1717-1G-> A,621+1G-> T, 3120+1G-> A, 1898+1G-> A,
T1141G-> T, 2622+1G-> A, 405+1G-> A, 406-1G-> A, 4005+1G-> A, 1812-1G-> A, 1525-
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1G> A, 712-1G-> T, 1248+1G-> A, 1341+1G-> A, 3121-1G-> A, 4374+1G-> T, 3850-1G-> A,
2789+5G-> A, 3849+10kbC-> T, 3272-26A-> G, 711+5G-> A, 3120G-> A, 1811+1,6kbA-> G,
711+ 3A-> G, 1898+3A-> G, 1717-8G-> A, 1342-2A-> C, 405+3A-> C, 1716G/A, 1811+1G->
C, 1898+5G-> T, 3850-3T-> G, IVS14b+5G-> A, 1898+1G-> T, 4005+2T-> C u 621+3A-> G,
u mytarmu CFTR uvenosexka, BoiOpanubie u3 F508del, R117H u G551D.

[00105] B HexoTOpBIX BapHaHTAX peaJU3aLM, B CIOCO0AX JIeUeHHs, yYMEHBIIEHHs
TSDKECTH WM CUMIITOMATHYECKOTO JICUEHUs] MyKOBUCIIM03a, PACKPBITBIX B JAHHOM JIOKYMEHTE,
nanueHT uMmeeT reHerwueckyro mytaiuio CFTR, BeiOpannyro u3z G178R, G551S, G970R,
G1244E, S1255P, G1349D, S549N, S549R, S1251N, E193K, F1052V, G1069R, R117C,
D110H, R347H, R352Q, E56K, P67L, L206W, A455E, D579G, S1235R, S945L, R1070W,
F1074L, D110E, D1270N, D1152H, 1717-1G->A, 621+1G->T, 3120+1G->A, 1898+1G->A,
T11+1G->T, 2622+1G->A, 405+1G->A, 406-1G->A, 4005+1G->A, 1812-1G->A, 1525-1G->A,
712-1G->T, 1248+1G->A, 1341+1G->A, 3121-1G->A, 4374+1G->T, 3850-1G->A, 2789+5G-
>A, 3849+10kbC->T, 3272-26A->G, 711+5G->A, 3120G->A, 1811+1.6kbA->G, 711+3A->G,
1898+3A->G, 1717-8G->A, 1342-2A->C, 405+3A->C, 1716G/A, 1811+1G->C, 1898+5G->T,
3850-3T->G, IVS14b+5G->A, 1898+1G->T, 4005+2T->C, 621+3A->G, u myrauuo CFTR,
BbIOpanHyto u3 F508del, R117H u G551D; u myraumto CFTR, BeiOpannyro u3 F508del, R117H
u G551D.

[00106] B HEKOTOpBIX BapHaHTaxX pealu3allyy, MALUEHT UMEET T€HETUYECKYI0 MYTAaIlUIO
CFTR, BeiOpannyro u3z G178R, G551S, G970R, G1244E, S1255P, G1349D, S549N, S549R,
S1251N, E193K, F1052V u G1069R, u myrauuto CFTR yenoseka, BpiOpannyro u3 F508del,
RI117H, u GS551D. B HeKOTOpbIX BapUaHTAax peaJu3alUd, MALUEHT HMEET TIeHETHUYECKYIO
mytaruio CFTR, BeiOpannyro uz G178R, G551S, G970R, G1244E, S1255P, G1349D, S549N,
S549R u S1251N, u myrauuro CFTR uenoseka, BeiOpannyto u3 F508del, R117H, u G551D. B
HEKOTOpBIX BapHUaHTAax peajlu3alliy, MauueHT umeer reHeruueckyro wmytamuio CFTR,
BbiOpannyto u3 E193K, F1052V u G1069R, u myraumto CFTR 4yenoBeka, BbIOpaHHYKO u3
F508del, R117H u G551D.

[00107] B HEKOTOpBIX BapHaHTaxX peajn3alliy, MALMEHT UMEET TeHETHUECKYI MYTAaIlHIO
CFTR, BoiOpannyto u3 R117C, D110H, R347H, R352Q, E56K, P67L, L206W, A455E, D579G,
S1235R, S945L, R1070W, F1074L, D110E, D1270N u D1152H, u myrammro CFTR genoseka,
BbIOpanHyto u3 F508del, R117H, u G551D.

[00108] B HexOTOpBIX BapHaHTaxX peau3alyy, MalHeHT UMEET T€HETUYECKYIO0 MYTAaIHIO
CFTR, BeiOpannyro u3 1717-1G->A, 621+1G->T, 3120+1G->A, 1898+1G->A, 711+1G->T,
2622+1G->A, 405+1G->A, 406-1G->A, 4005+1G->A, 1812-1G->A, 1525-1G->A, 712-1G->T,
1248+1G->A, 1341+1G->A, 3121-1G->A, 4374+1G->T, 3850-1G->A, 2789+5G->A,
3849+10kbC->T, 3272-26A->G, 711+5G->A, 3120G->A, 1811+1.6kbA->G, 711+3A->G,
1898+3A->G, 1717-8G->A, 1342-2A->C, 405+3A->C, 1716G/A, 1811+1G->C, 1898+5G->T,
3850-3T->G, IVS14b+5G->A, 1898+1G->T, 4005+2T->C u 621+3A->G, u myrammo CFTR
yenoseka, BeiOpanHyo n3 F508del, R117H, u G551D. B HekoTOpBIX BapuaHTax peaH3aluy,

nanueHT umeer reHernyeckyro myrauuio CFTR, BeiOpannyro u3 1717-1G->A, 1811+1.6kbA-
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>G, 2789+5G->A, 3272-26A->G u 3849+10kbC->T, u myrauuto CFTR yenoseka, BEIOpaHHYIO
n3 F508del, R117H u G551D. B HekoTOpBIX BapHaHTax peanu3aliy, NAlUeHT HMeeT
renernueckyro myrtanmo CFTR, BeiOpannyto u3 2789+5G->A u 3272-26A->G, u MyTaiuio
CFTR uenosexka, BeiOpannytro u3 F508del, R117H.

[00109] B HekoTOpbIX BapuaHTaX peaJnu3alUM, MALUEHT SIBJISIETCS TeTePO3UTOTHBIM,
umeromuM CF-Bb3bIBarOyl0 MyTanui B ofaHoM amjene U CF-BbI3BIBAaIOLIYI0 MyTaLUIO B
ApyroM ajjene. B HEKOTOpBIX BapHaHTaX peanu3aluy, NALUEHT sIBJIAETCS FeTePO3UTOTHBIM IO
F508del, a npyras renermueckas wmytauusi CFTR mnpencrasnser coGoit moOyio CF-
BBI3BIBAIOIIYIO MYTALMIO, BKJIIOYAsi, HO, He orpaHuumBasch >TuM, FS508del B omHOM amnene
CFTR u wmyrauuto CFTR Bo BrOpom amnene CFTR, koTtopas cBsf3aHa ¢ MHUHHUMAaJIbHOM
¢yukumeii CFTR, ocrarounoit pynkumeit CFTR wnn nedexrom akTHBHOCTH reMTHHIa KaHaja
CFTR.

[00110] B HekoTopwix BapuaHTax peanusannu, CF-BbI3bIBarOmas MyTamus BbIOpaHa W3
MyTauuid mnepeducieHHbix B Tabmume A. B HekoTopeix Bapuwantax peanusauuu, CF-
BBI3BIBAIOINAs MyTalMs BbIOpaHa M3 MyTauud nepedncieHHbix B Tabmmume B. B HekoTOphIX
BapuaHTax peanm3auny, CF-BpI3bIBaroInas MyTauus BbIOpaHa W3 MyTalUi NMEPEUNCICHHBIX B
Tabmune C. B Hekoropeix BapuwaHTax peanusanuy, CF-BbI3bIBarommas MyTalusi BBIOpaH a W3
MyTalLui NpeAcTaBleHHblX Ha Dur. 1. B HEKOTOPBIX BapHaHTaxX peannu3alyy, NaLUeHT SBJIAETCS
rerepo3uroTHsv, umeromum CF-Boi3biBarontyro myrtanuio B onHoM amiene CFTR, BeiOpanHyro
u3 MyTtauui, nepeuncieHHbix B Tabmuie va @ur. 1, 1 CF-BbI3bIBAIOIIYI0 MYTALUIO BO BTOPOM
amnene CFTR BreiOpannyro u3 myrauuii CFTR, nepeunciennsix B Tabmune B:

Ta6auua B: Myrauuu CFTR

Q39X
W57X
E60X
R75X
E92X
Q98X
Y122X
L218X
Q220X
C276X
Q290X
G330X
W401X
Q414X
S434X

S466X
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S489X
Q493X
W496X
Q525X
G542X
Q552X
R553X
E585X
G673X
R709X
K710X
L732X
R764X
R785X
R792X
E822X
W846X
R851X
Q890X
S912X
W1089X
Y1092X
E1104X
R1158X
R1162X
S1196X
W1204X
S1255X
W1282X
Q1313X
621+1G—T
T11+1G—T
711+5G—A
712-1G—T
405+1G—A
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405+3A—C
406-1G—A
621+1G—T
1248+1G—A
1341+1G—A
1717-1G—A
1811+1.6kbA—G
1811+1G—C
1812-1G—A
1898+1G—A
2622+1G—A
3120+1G—A
3120G—A
3850-1G—A
4005+1G—A
4374+1G—T
663delT
2183AA—G
CFTRdel2,3
3659delC
394delTT
2184insA
3905insT
2184delA
1078delT
1154insTC
2183delAA—G
2143delT
1677delTA
3876delA
2307insA
4382delA
4016insT
2347delG
3007delG
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574delA
2711delT
3791delC
CFTRdele22-23
457TAT—-G
2043delG
2869insG
3600+2insT
3737delA
4040delA
541delC
A46D

T3381
R347P
L927P

G85E

S341P
L467P
1507del
V520F
AS559T
R560T
R560S
AS61E
Y569D
L1065P
R1066C
R1066M
L1077P
H1085R
MI1101K
N1303K
3849+10kbC—T
3272-26A—G
711+3A—G



ES6K
P67L
R74W
DI110E
D110H
R117C
L206W
R347H
R352Q
A455E
D579G
ES31X
S945L
S977F
F1052V
R1070W
F1074L
DI1152H
D1270N
G178R
S549N
S549R
G551D
G551
G1244E
S1251N
S1255P
G1349D

Tabauua C: My taunu CFTR

45

Kpurtepun MyTauus

MyTauuu ¢ Q2X
yCEeueHUEeM UIn
S4X
HOHCEHC-MyTaluu
%P1 >50% w/nnn W19X

SwC1>86 mmonn/n  G27X

L218X

Q220X

Y275X
C276X

Q525X

G542X

G550X
Q552X

R792X

E822X

WE882X
Wg46X

E1104X
W1145
X
R1158X
R1162X
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OTtcytcTBHE Q39X Q290X  R553X Y 849X S1196X
MOJTHOPA3MEPHOIO W1204
Ws57X G330X  E585X R851X
Oenka X
E60X W401X G673X Q890X L1254X
R75X Q414X Q685X S912X S1255X
W1282
L88X S434X  R709X Y913X X
E92X S466X  K710X Q1042X QI1313X
Q98X S489X Q715X W1089X Q1330X
Y122X Q493X L732X Y 1092X E1371X
E193X W496X R764X W1098X Q1382X
W216X C524X  R785X R1102X Ql411X
185+1G—  71145G 3121-
1717-8G—A 2622+1G—A
T —A 1G—A
296+1G—  712- 3500-
MyTtauuu crijaliCuHra 1717-1G—A 2790-1G—C
A 1G—-T 2A—G
WIH  KaHOHUYECKHE
296+1G—  1248+1 3600+2in
MyTalWH CIUIANCHUHIa 1811+1G—C
T G—A 3040G—C sT
%PI >50% w/umu
405+1G—  1249- 1811+1.6kbA— (G970R) 3850-
SwC1™>86 mmonb/n
A 1IG—-A G 1G—A
OrcytcByer  unu
405+3A—  1341+1 1811+1643G— 4005+1G
HeOoJbLIoe 3120G—A
C G—A T —A
KOJINYECTBO 3PeJIon
1525- 4374+1G
MPHK 406-1G—A 1812-1G—A 3120+1G—A
2A—-G —T
621+1G—  1525-
1898+1G—A 3121-2A—G
T 1G—A
711+1G—
1898+1G—C
T
Myranuu manoit (<3 1078del
182delT 1677delTA 2711delT 3737delA
HYKJICOTH/IA) T
BCTaBKH/ IEJICLINH 1119del
_ 306insA 1782delA 2732insA 3791delC
(ins/del) B  pamke A
CUUTBIBAHUS 306delTAG 1138ins
1824delA 2869insG 3821delT
%PI >50% w/umu A G
SwC1™>86 mmonb/n  365- 1154ins  1833delT 2896insAG 3876delA
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Uckaxennorii w/umun 366insT TC
yCEUEHHBIN OeJIoK 1161del
394delTT c 2043delG 2942insT 3878delG
1213del
442delA T 2143delT 2957delT 3905insT
1259ins
444delA A 2183AA—G*? 3007delG 4016insT
457TAT—  1288ins 4021dup
2184delA 3028delA
G TA T
1343del
541delC G 2184insA 3171delC 4022insT
1471del
574del A A 2307insA 3171insC 4040delA
1497del
663delT 2347delG 3271delGG 4279insA
GG
1548del 4326delT
849delG G 2585delT 3349insT
1609del
935delA 2594delGT 3659delC
CA
CFTRdelel CFTRdelel16-17b 1461ins4
CFTRdele2 CFTRdelel7a,17b 1924del7
CFTRdele2,3 CFTRdelel7a-18 2055del9—A
MyTtauuu  He-Majoi
2105-
>3 nykieoruna) CFTRdele2-4 CFTRdelel9
2117dell13insAGAAA
BCTaBKU/AeJIELIUA
CFTRdele3-
(ins/del) B  pamke CFTRdele19-21 2372del8
10,14b-16
CUUTBIBAHUS
CFTRdele4-7 CFTRdele21 2721delll
%Pl >50% w/unu
CFTRdele4-11 CFTRdele22-24 2991del32
SwCl™>86 mmounn/n 3101

UckaxxeHnsblii u/vim

yCEUEHHBIN OeJIoK

CFTR50kbdel

CFTRdup6b-10
CFTRdelell
CFTRdelel3,14a
CFTRdelel4b-

CFTRdele22,23

124del23bp
602del14
852del22
991del5

977_3499+248del251
5

3667ins4

4010del4
4209TGTT—AA
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17b
Mytamun  kmacca 1, A46D° V520F  Y569D" N1303K
101, IV, ne G85E A559T°  L1065P
pearupyouime Ha R347P R560T  R1066C
CoenuHeHHe I, L467P° R560S  L1077P°
Coengunenue III wumm 1507del A561E MI1101K
CoenuHenue

II/Coenunenue III /,
WIIH HOH-CEHC
MyTalliu, KOTOPBIE:

%P1 >50% w/wm

SwCl>86

MMOJTB/JT

U

In vitro HE
pearnpyoT Ha

Coenunenne I,
Coenunenue 111
win CoenuHeHune

II/Coenunenue 111

CFTR: TpaHcMeMOpaHHBIN peryyisTop MpOBOAUMOCTH TpH Mykosuciunosze; SwCl: ypoBeHb
XJIOpHUJA B IOTE
Ucrounnk: CFTR2.org [WUnrepner]. bantumop (Mbpapunenn): Clinical and functional
translation of CFTR. The Clinical and Functional Translation of CFTR (CFTR2), US Cystic
Fibrosis Foundation, Johns Hopkins University, the Hospital for Sick Children. loctynzo no
anpecy: http://www.cftr2.org/. locryn 15 despans 2016 r.
IMpumeuanus: %Pl npouent F508del-CFTR rerepo3uroTHelx NAalMEHTOB B peecTpe
nanneHToB ¢ CFTR2, y KOTOpBIX UMeETCs1 HENOCTATOYHOCTh MOKETyA04HOI skene3nl, SWCI:
cpennuii yposeHb xjopuna B note y F508del-CFTR rerepo3suroTHeix ManueHTOB B PEECTpe
nanueHtoB CFTR2.
* raxoke nsBecTHas kak 2183del AA—G.
® Heomy611KOBaHHbIE NAHHbIE.

[00111] B HexkoTOpbIX BapuaHTax peajau3aluy, nauueHT umeer: reHorun F508del/MF

(F/MF) (rereposurotHeiii mo F508del u myramuum MF, xoropas, kak oxkupmaercsi, He Oyner

orBevath Ha MonyJsiTopel CFTR, takue xak Coenunenue III), renorun F508del/F508del (F/F)
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(romozurotHeiii o F508del); w/mmu renorun F508del/renorun (F/G) (rereposurorssiii mo
F508del u refiTuHr MyTanumu, 0 KOTOPHIX M3BECTHO, YTO OHHM oTBe4aroT Ha moxayisitop CFTR
(marmpumep, pearnpyroT Ha Coenunenue III). B HEKOTOpBIX BapuaHTax peann3alluy, MALHEeHT C
renorunamu F508del/MF (F/MF) umeer myrtamuiro MF, koropasi, kak OXKupmaercs, He OyneT
orBeuath Ha Coenunenwne II, Coequnenne III u o6a Ha Coenunenue II u Coenunenne III. B
HEKOTOPBIX BApHAHTAX peanu3auun, nauuent ¢ renorunamu F508del/MF (F/MF) umeer onny u3
myTanuit MF B Tabmuue C.

[00112] B HexoTOpBIX BapUaHTaxX peaju3alliy, MAlUeHT SBJSIETCS T'€TePO3UTOTHBIM 10
F508del, a npyras renermueckass myrtauusi CFTR mnpencrasnser coboit moOyio CF-
BBI3BIBAIOIIYIO MYTAILMIO, BKJIOYAass MYyTALUU C YCEYEHHEM, MYTAllMH CIUIAHCHHTa, MYTalUH
masoit (<3 Hykieoruna) BcraBku/menennu (ins/del) B paMke CUMTBHIBAHUS, MyTal[UH He-MaJOH
(>3 nykneoruna) BcraBku/meneunu (ins/del) B pamke cunrsiBanmst; u mytanuu kinacca 1L 111, TV,
He otseuarolque Ha Coenunenue Il ormenpHO mnm B coueranuun c¢ CoenunenueMm II wnu
Coenunenuem IV.

[00113] B HekoTOpBIX BapUaHTaxX peaju3alliy, MAaLUeHT SBJSIETCS I'eTePO3UTOTHBIM IO
renernueckoil mytauuu F508del, a npyroii renernueckoii myranueri CFTR sBnsiercss myranueit
C ycedueHHeM. B HEKOTOPBIX KOHKPETHBIX BapHaHTaX pean3alMd MYyTalusl C YCEUYEeHUEM
NpeACTaBIsIeT COOOH MyTalHIO C yceueHueM, ykasanayro B Tabmune C.

[00114] B HexoTOpBIX BapUaHTaxX peaju3alliy, MALUEeHT SIBJSIETCS I'eT€PO3UTOTHBIM IO
F508del, a npyrast renernueckast myrauuss CFTR npencrasisier cooii MyTauuio critalicuara. B
HEKOTOPBIX KOHKPETHBIX BapHUAHTAX peajN3allfi, MyTalus CIUIaliCHHIa IMPECTaBsieT coOOM
MyTALHIO CIUTalCHHTa, yKkasaHHyto B Tabmuue C.

[00115] B HexoTOpBIX BapUaHTaxX peaau3aliy, MALUEHT SIBJSIETCS I'€TePO3UTOTHBIM IO
F508del, a npyras renermueckast myrauus CFTR npencraBnsier coboit myrtarmo manoi (<3
HykJeoTuna) BcraBku/menennu (ins/del) B pamke cumThiBaHUS. B HEKOTOPBIX KOHKPETHBIX
BapHaHTaxX peaju3aluu, MyTauus majon (<3 Hykjeotuna) BcraBku/menenuu (ins/del) B pamke
CUMTBIBAHUS MPENCTABJISIET COOOM MyTaluio Manoi (<3 Hykieotuna) BcTaBku/neseunu (ins/del)
B paMKe CUMThIBaHUs, yka3zaHHyt0 B Tabmune C.

[00116] B HekoTOpBIX BapuaHTaxX peaju3alliy, MALUEeHT SBJSIETCS I'eTePO3UTOTHBIM IO
F508del, u npyras renernueckas mytanust CFTR npencrasisier coboii r00y0 BBI3bIBAIOILYIO
CF myTanuro, KoTopasi, Kak 0)KUAAeTCsl, pearupyeT u/miu OyieT pearupoBaTh Ha, HA OCHOBAHUHU
JAHHBIX in VItro W/WIN KIMHUYECKUX JaHHBIX, JIOOYI0 KOMOWHAIMIO (1) HOBOTO COEIUHEHUS,
BBIOPAHHOT'O M3 PACKPBITHIX B JAHHOM JOKyMeHTe (Harmpumep, coenuHennss @opmyusl (1), (1D),
(D), (IV) mm (V) u ux ¢apManeBTHYECKH NpPUEMIIEMbIE COJIM U WX JEeHTepUpOBaHHbBIE
npousBonHbie), U (11) Coenunenus 1l n/umn Coenunenns I, n/unn Coenunenns IV.

[00117] B HexoTOpBIX BapUaHTaxX peaju3alliy, MAaLUEeHT SBJSIETCS I'eTePO3UTOTHBIM IO
F508del, u npyras renernueckas myrauust CFTR npencrasisier co0oii r00y0 BBI3bIBAIOILYIO
CF myranuro, KoTopasi, Kak O)KMIAeTCs, pearupyeT u/unu OyAeT pearnpoBaTh Ha, HA OCHOBAHUH
JaHHBIX 1N VItro W/WIM KIMHUYECKUX JAHHBIX, TPOHHYI0 KOMOWHAIIMIO HOBOTO COEIUHEHMS,

BBIOPAHHOI'O M3 PACKPBITHIX B AAHHOM JOKyMeHTe (Harpumep, coenuHenuss @opmyunsl (I), (1I),
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(D), (IV) mm (V) u ux ¢apMaueBTHUECKH NpUEMIIEMble COJIM U HUX AEHTEepPUPOBAHHBIE
npoussoanbie), u Coennnenus I u Coenunenus 111

[00118] B HexOTOpBIX BapUaHTaxX peaju3alliy, MALUEHT SIBJSIETCS I'€TePO3UTOTHBIM IO
F508del, a npyras renernueckas myrauuss CFTR npencrasnser coOoit myTtaiuio He-manou (>3
HykJjeoTuna) BcraBku/menenuu (ins/del) B pamke cumTbiBaHHs. B HEKOTOPBIX KOHKPETHBIX
BapHUaHTaX peaju3aluu, MyTalus He-Majol (>3 HykjeoTunma) BcraBku/nmesneuuu (ins/del) B
paMKe CYHMTBIBAHMs MpeACTaBisieT co0Oi  Mytaumio He-majoi (>3 HykiieoTuaa)
BcTaBky/neneunu (ins/del) B pamke cuutbiBaHusI, MpuBeaeHHyO B Tabnuue 5B.

[00119] B HexkoTOpBIX BapuaHTaxX peaju3alliy, MALUEeHT SBJSIETCS T'€T€PO3UTOTHBIM 1O
F508del, a npyras renernueckast myrausit CFTR npencrasisier coboit myrauuto Knacca 11, 111,
IV, He oreuaromyro Ha Coenunenue I otnensHo wiu B komOuHanuu ¢ Coenunenuem 11 mm
Coenunenuem IV. B HEKOTOpBIX KOHKPETHBIX BapuaHTax peanusauuu, mytauuu Knacca 11, 111,
IV, ve orBeuaromue Ha Coenunenue I ortnenpHo mnu B komOuHaiuu ¢ Coequnenuem Il mmu
Coenunennem IV, mpencrasmsiror codoit myraumu Kiacca II III, IV, He oTBewaromme Ha
Coenunenne III otmenpHO mnm B komOuHammu ¢ Coenunenuem Il wim Coenunenne IV
npusenenHble B Tabmuue C.

[00120] B HekoTOpBIX BapUaHTaxX peaju3alliy, MalUeHT SBJSIETCS I'eT€PO3UTOTHBIM IO
renernyeckoir myrarun F508del, a npyroit renermueckoii myranmeir CFTR sBnsiercss mobas
myTanyst, npusenenHas B Tadbmune C.

[00121] B HekoTOpBIX BapUaHTaxX peaju3aliy, MALUEHT SIBJSETCS MeTePO3UTOTHBIM 10
F508del, a nmpyras renmermueckass myrtauusi CFTR mpencraBnsier coboii moOyro MyTauuio,
ornuunyio ot F508del, mpusenennyro B Tabnuue A, B, C u va ®wur. 1.

[00122] B HeKOTOpBIX BapUaHTaxX peaju3aliy, MALUEHT SIBJSIETCS I'€TePO3UTOTHBIM IO
F508del, a npyroii renernueckoii myrauueir CFTR sBisiercst mobasi myTauusi, NIpuBeAeHHAs B
Tabmune A. B HEKOTOpPBIX BapHaHTaX pealn3alMy, MALMEHT SIBJISETCS T'€TePO3UIOTHBIM II0
F508del, a npyroii reneruueckoit myrauueii CFTR sBnsiercs mobast MyTauusi, IpUBEAeHHAs B
Tabnune B. B HekOTOpBIX BapuaHTaX peaju3aliy, MALUEHT SIBJISETCS TeTePO3SUTOTHBIM IIO
F508del, a npyroii reneruueckoit myrauueii CFTR sBnsiercss mobast MyTauusi, IpUBEACHHAs B
Tabmuue C. B HEKOTOpBIX BapHaHTaX peATM3aLMU, MALUEHT SBJSIETCS TE€TEPO3UTOTHBIM 10
F508del, a npyroii remernueckoii myrauueit CFTR siBisiercst moOast MyTauusi, yKasaHHas Ha
@ur. 1.

[00123] B HEKOTOPBIX BapHaHTaX MALUEHT SIBJISIETCS TOMO3UToTHRIM 1o F508del.

[00124] B HekoTOpbIX BapuaHTAaxX pealu3alllM, MaLUeHT SIBISIETCS] I'€TePO3UTOTHBIM,
umeromuM onaHy CF-Be3biBaroyro myTtauuio B ogHoM auiene CFTR, BeiOpanHyr0 U3 MyTauui,
nepeuncieHHblx B Tabmuue Ha @ur. 1, u CF-pe3biBatomyo mytauuio Bo sropoM ayutene CFTR
BbIOpanHyto u3 myrtauuii CFTR, nepeuncnennpix B Tadmuue C.

[00125] B HEKOTOPBIX BapHaHTax peajH3aluy, TPOHHbIE KOMOMHALMH BBOIST MTALUEHTY,
KOTOpBIA uMeer oxHy myTanuio F508del u ogany MuaNManbHy0 (YHKUIUOHAIBHYIO MYTAIUIO H
KOTOpBIM HE NPUHMMAJI HU OAHO M3 YKA3aHHBIX, M0 MEHbILIEHl Mepe OJHOI0 COEJUHEHUS,

BbiOpanHoro u3 CoenuHenus I, u ero ¢apmauneBTUYeCKH NPUEMIIEMBIX COJIEH, MO MEHbLIEH
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Mepe, OmHOro coenuHeHws, BblOpaHHoro u3 Coenunenuss Il m ero ¢apmaneBTHUECKH
NPUEMJIEMBIX COJIEH U MO MEHbIIEH Mepe OIHOro coeauHeHus, BbiopanHoro u3 Coenunenus 111
wu I1I-d, u ero ¢apmareBTHUECKH TPUEMIIEMBIX COJIEH.

[00126] B HekOTOpBIX BapuaHTax peaju3aluy, KOMIIO3UIMS, PaCKpbITash B JTaHHOM
NOKYMEHTE, TOJIe3HA I JICYEHUs], YMEHBbLICHUS] TSXKECTU WM CUMIITOMATUYECKOIO JICYCHUs!
MYKOBHUCIIMJI03a y TAILMEHTOB, KOTOpbIE TMpPOSBISIOT ocrtarouHyro aktuBHocTh CFTR B
aNMKaJIbHOW MeMOpaHe pecHHpaToOpHOro M HE pecnuparopHoro snurenus. IlpucyrcrBue
ocratrouHoii akTuBHOCTH CFTR Ha TNOBEpPXHOCTH 3MHUTEIMS MOXHO JIETKO OOHApy>KHTh,
UCTIONB3Ysl CHOCOOBI, M3BECTHBIE B JAHHOH OOJACTH TEXHHUKH, HANpUMeEp, CTaHIApTHBIC
3JeKTpOoPU3HONIOTHYECKHEe, OMOXUMUYECKHIE HIIM THCTOXUMHUYecKre crocoObl. Takue crocoObl
uneHTuguuupyroT akTuBHOCTb CFTR, ncnonp3ys 35eKTporU3noIornyeckue Crocodsl in vivo
WIN eX Vivo, m3MepeHne KoHueHtpauun Cl B moTe wim CirOHe, WM OHOXUMHYECKHE HIIH
I'HCTOXMMHYECKHE CIIOCOOBI €X VIVvO JUIi MOHHUTOPHHIA IUIOTHOCTU TIOBEPXHOCTH KJIETOK.
Ucnonb3ys Takue crnocoOwr, ocrarounass akTuBHOCTE CFTR moxker ObITh Jierko oOHapyskeHa y
MALUEHTOB, KOTOPbIE SIBISIOTCS TIETEPO3ZUTOTHBIMH MM T[OMO3UIOTHBIMH IO MHOXECTBY
Pa3NUYHBIX MyTaLWH, BKJIIOYAs MALHEHTOB, '€TEPO3SUTOTHBIX MO HauOoJiee pacripoCTpaHEHHON
myTaun, F508del, a Takxe nqpyrux myrauni, Takux kak myramust G551D umu R117H myTanmst.
B HexOoTOpBIX BapuaHTax peaanu3alyy, KOMIIO3ULUH, PACKPBITbIE B JAHHOM JOKYMEHTE, MOJIE3HbI
IJIs1 JICYEHUs], YMEHBIUCHUs TSDKECTH WIM CHMITOMATUYECKOrO JICYEHHUs MYKOBHCLMIO3a Y
NAalLUEHTOB, KOTOpble MpOsBIAOT ocTaTouHyro akTuBHOCTe CFTR unu He umeror ee. B
HEKOTOPBIX BapUaHTaX Pean3aluy, KOMIIO3ULUH, PACKPBITHIE B JTAHHOM JOKYMEHTE, MOJIE3HBI
IJIs1 JICYEHUsl, YMEHBIIECHUs TSDKECTH WIM CHMITOMATUYECKOrO JICYEHHUs MYKOBHCLIMIO3a Y
MALUEeHTOB, KOTOpbIE MpPOSBIAIOT OCTaTOUYHYK akTuBHOCTL CFTR umu He umMeroT ee B
anMKaJIbHOW MeMOpaHe pecrupaTOPHOTO STUTEIHS.

[00127] B HeKOTOpBIX BapHaHTaX pealn3aliy, KOMIO3HULMHU, PACKPBITbIE B IAHHOM
NOKYMEHTE, IMOJE3Hbl AJIs JICUCHHs] WM YMEHbLICHUs] TSDKECTH MYKOBHMCLM03a Y MALlUEHTOB,
KOTOpbIE MPOSIBIISIIOT OcTaTo4Hylo akTUBHOCTH CFTR ¢ mcnosp3oBaHueM (GpapMakoIOrHueCKUX
cnocoboB. Takme cnocoOer yeemuuuBaroT KosmuectBo CFTR, mpucyrcrByromero Ha
MOBEPXHOCTHU KJIETKH, TEM CaMbIM MHAYLUPYs OTCYTCTBYIOLIYIO0 akTuBHOCTE CFTR y mamuenra
WM YBEJIUYUBAs CYLIECTBYIOIUN ypoBeHb ocTaTrouHol akTuBHOCTH CFTR y nanuenra.

[00128] B HekOoTOpBIX BapuaHTax peaju3allid, pPacKpbITble B TAaHHOM JOKYMEHTE
KOMITO3HULIMY MOJIE3HBI 11 JISYEHUs] WM YMEHBIICHUs TSXKECTH MYKOBHUCLIU03a Y MALUEHTOB C
OTpefieNIeHHbIMY M€HOTUIIaMH, MPOSBJISAIOIUMHU ocTaTOuHYI0 akTuBHOCTH CFTR.

[00129] B HEKOTOpBIX BapHaHTAX PeATU3ALNH, KOMITO3ULIUH, PACKPBITbIE B JaHHOM
NOKYMEHTE, IMOJIE3Hbl AJIsl JICUCHUs], YMEHBIIECHUs TSXKECTH WIM CUMITOMAaTHYECKOrO JICYEHUs
MYKOBHUCIIHJI03a Y TALMEHTOB C ONpPENeIeHHbIMH KJIMHHYECKUMH (PEHOTHIIaMH, HarpuMep, C
JETKAUM WM YMEPEHHbIM KJIMHHYECKUM (PEHOTHIIOM, KOTOPBIH OOBIYHO KOPPENUPYET C
ocraroyHoil akTtuBHOCTBIO CFTR B amukanbHOil MemOpane snurenus. Takue (GEeHOTHITBI

BKJIFOYAKOT MAUEHTOB, IMPOABJIIAOIINX JOCTATOUYHOCTD HOHX(GHYHOHHOﬁ JKCJIIC3bI.
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[00130] B HEKOTOpBIX BapHaHTAX peaTU3alMH, KOMIIO3ULIUH, PACKPBITbIE B JAHHOM
JOKYMEHTE, IMOJIE3Hbl AJIs JICUYECHHs], YMEHBUICHUS] TSKECTH WIH CUMITOMATUYECKOIO JICUEHHUs
MALUUEHTOB C JHMarHo30M JOCTAaTOYHOCTH MOUKEIYAOYHOM JKeJe3bl, HAUONATUYECKUM
MAaHKPEATUTOM MU BPOKIAEHHBIM ABYCTOPOHHUM OTCYTCTBUEM CEMSIBBIHOCSALIUX IMPOTOKOB WM
JerKUM 3a00JIeBaHUEM JIETKUX, NTPU KOTOPOM Y MALMEHTA MPOSBISETCS OCTATOYHAS AKTUBHOCTD
CFTR.

[00131] B HEKOTOpBIX BapUaHTAaX PEATU3ALHH, 5TO OMHCAHHE OTHOCHUTCS K CHocoly
YBEIUYEHUS] WM WHAYKIUM AKTUBHOCTH AQHUOHHBIX KaHAJIOB 1in Vvitro wuiud in Vvivo,
BKJIIOYAIOLIEMY IIPUBEAEHUE KaHala B KOHTAKT C KOMIIO3ULIMEH, PpACKpPBITOM B [1aHHOM
JIOKyMeHTe. B HEKOTOpBhIX BapHAaHTaX peaNn3alid, AaHHUOHHBIA KaHaJ MPEICTaBIsieT COOOH
XJIOPUAHBI KaHan Wi OukapOOHATHBI KaHal. B HEKOTOPBIX BapuaHTaX peajH3aluy,
AHVOHHBI KaHal TpencTaBisieT COoOOW XJIOpUAHBIA KaHajd. B HEKOTOpPHIX BapUaHTax
peanm3anyy, CrnocoOOB JIEYEHUS] MYKOBHCLUAO3a, PACKPBITBIX B TaHHOM JOKYMEHTE,
abCONMOTHOE HW3MEHEHHE NPOLEHTa MPOTHO3HpPyeMoro obwvema (POpCHpPOBAHHOTO BBIIOXA
nanueHTa B oxHy cekyHay (ppFEV)) mocne 29 nHeli BBemeHUs, MO MEHbIIEH Mepe OIHOTO
coennHeHUs1, BeiOpaHHOTO M3 CoenuHeHus | 1 ero apmMaLeBTHUECKH MPUEMIIEMBIX COJIEH, IO
MEHbLIEH Mepe OgHOro coeanHeHus, BbiOpanHoro n3 Coennnenus Il u ero ¢gapmaneBTHyecKH
MPUEMJIEMBIX COJICH, U, IO MEHbIIEH Mepe OTHOrO coenuHeHus1, BbiOpanHoro u3 Coenunenws 11
wm III-d m ero ¢apmaneBTHyecku mnpuUeMIEMBbIX coJel, cocrasisier oT 3% gno 40%
orHocutenbHOo ppFEV, manuenTta nepea yka3saHHbIM BBEAEHUEM. B HEKOTOpPBIX BapHUaHTax
peanuzanyy, CrocoOOB JIEYeHUS MYKOBHMCLUAO3a, PACKPBITBIX B JaHHOM JOKYMEHTE,
abcomotHoe wu3MeHeHue ppFEV; mocne 29 nHeli BBeneHWs, MO MEHBIIEH Mepe OIHOTO
coenuHenusi, BbiOpanHoro u3 Coenunenus [ u ero ¢apManeBTHUECKH MPHEMIIEMBIX COJEH, IO
MEHbIIEH Mepe OIHOro coenuHeHusi, BpiOpanHoro u3 Coenunenus Il u ero ¢apmaneBTnyecku
IpUEMJIEMBIX COJIEH, U, IO MEHbLIEH Mepe OIHOTrO coequHeHus, BbiopaHHoro n3 Coenunenus 111
win [lI-d u ero ¢apmaneBTHYeCKH NpUEMIIEMBIX CcoJiel, cocraeisier oT 3% no 35%
otHocurtenbHo ppFEV| manuenTa nepen ykasaHHbIM BBEICHUEM.

[00132] B HEKOTOpBIX BapHaHTaX pealu3alUH, CIIOCOOOB JIEUEHUs MYKOBHCLHI03a,
PacCKpPBITHIX B JAaHHOM AOKyMeHTe, abcomoTHoe usmeHnenue ppFEV, nocne 29 nHeli BBeneHwus,
10 MEHbIIEH Mepe OJHOrO COeNMHEHUs], BeiOpanHoro n3 Coenuaenus | u ero ¢papmaneBTHUECKH
IPUEMJIEMBIX COJIeH, MO0 MEHbIIEH Mepe OTHOro coeauHeHus, BeiOpanHoro u3 Coenunenus I u
ero (apMaLeBTHUECKH TNPHUEMIIEMbIX COJIeH, M, 10 MEHBbIIEH Mepe OJHOrO COEAMHEHHUS,
BbiOpanHoro u3 Coenmuenust Il mmm III-d m ero ¢apmaneBTHUECKH NPUEMIIEMBIX COJEH,
cocrasisieT oT 7% no 40% otHocutenbHo ppFEV, manuenta mnepen yka3aHHBIM BBEIEHUEM,
Harpumep, oT 8% no 40% u nanee, Hanpumep, ot 11 mo 40%.

[00133] B HEKOTOpBIX BapHaHTaxX pealu3aliH, CIIOCOOOB JIEUEHUs] MYKOBHCLHI034,
PacKpBITHIX B JAaHHOM AOKyMeHTe, abcomoTHoe usmenenue ppFEV, nocne 29 nHeli BBenmeHwus,
10 MEHbINEH Mepe OHOrO CoeanHeHus], BeiOpaHHoro u3 Coenunenus [ u ero gpapmaneBruiecku
NPUEMJIEMBIX COJIEH, IO MEHbIIeH Mepe OJHOro coenuHeHus:, BbiopanHoro u3 Coenunenus 11 u

ero (apmaneBTUYECKH TNPUEMIIEMbIX COJIeH, ¥, MO MEHbLIeH Mepe OMHOTO COEAUHEHWS,
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BbiOpanHoro u3 Coenmuenust Il wmm III-d m ero dapmaneBTHUECKH NPHEMIIEMBIX COJEH,
coctasisieT oT 9% no 40% ortHocutenbHO ppFEV, manuenta mepen yka3aHHBIM BBEIEHUEM,
Harpumep, ot 10% no 40% u nanee, Harpumep, ot 12 1o 40%.

[00134] B HeKOTOpBIX BapHaHTaxX pealu3alyH, CIOCOOOB JIeUEHUs] MYKOBMCLH03a,
PaCKpPBITBIX B JAaHHOM JOKYMEHTe, a0COJIFOTHOE M3MEHEHUE YPOBHS XJIOPUAA B MOTE MAIHEeHTa
nocyie 29 nHel BBENEHMUs, IO MEHbIIEH Mepe OTHOrO COeAMHEHHs], BbIOpaHHOTO 13 CoennHeHns
I u ero QapmaneBrudecku NpHEMIIEMBIX COJEH, MO MEHbIIEeH Mepe OJHOTO COeIUHEHUS,
BbIOpanHoro u3 Coenunenus Il u ero papmaueBTHYecku NMpUEMIIEMBbIX COJICH, W, TIO MEHbLIEH
Mmepe oxHoro coenuneHus:, Bbiopannoro uz Coenunenus 11 wium I1I-d u ero ¢apmaneBTHuecku
MPUEMJIEMBIX COJIEH, COCTaBJISIET OT -6 A0 -05 MOJIb/JT OTHOCUTENHLHO 0A30BOU JIMHUU, TO €CTh,
OTHOCHUTENIbHO YPOBHS XJIOpUZA B MOTe MalMeHTa Mepes yKa3aHHbIM BBeleHHeM. B HekoTophIxX
BapHUAHTAX peajH3aluy, a0COTIOTHOE N3MEHEHHE YPOBHS XJIOPU/A B MTOTE YKA3aHHOTO MAIlMEHTA
cocTaByisieT OT -8 10 -65 MMonb/l. B HEKOTOpBIX BapHaHTax peanu3anuy, aOCOIFOTHOE
U3MEHEHHE YPOBHS XJIOPHA B MOTE YKA3aHHOTO MAILMEHTa COCTaBISET OT -9 1o -65 Mmounb/1. B
HEKOTOPBIX BAapUAHTAX pealu3aluy, aOCONIOTHOE W3MEHEHHE YPOBHS XJIOpHUAAa B TIOTE
YKa3aHHOTO TManueHTta cocraBisier oT -10 mo -65 wMmonb/n. B HEKOTOpBIX BapHaHTax
peanmzanyy, aOCONIOTHOE WM3MEHEHHE YPOBHS XJIOpHMAA B TIOTE YKA3aHHOTO TMAalMeHTa
coctaByisier oT -11 ngo -65 Mmonb/1. B HekoTOpeIX BapwaHTax peanu3anuy, aOCOIFOTHOE
U3MEHEHNE YPOBHS XJIOPH/A B MOTE YKa3aHHOTO MAaMEeHTa COCTaBIIsIeT OT -22 10 -65 Mmods/n. B
HEKOTOPBIX BAapUAHTAX peanu3aluy, aOCONMIOTHOE W3MEHEHHE YPOBHS XJOpHUAa B TIIOTE
YKa3aHHOTO TMalMeHTa COCTaBIsieT OT -28 n0 -65 Mmonb/n. B HEKOTOpBIX BapHaHTax
peanmzanuy, aOCONIOTHOE M3MEHEHHE YpPOBHS XJIOpHAAa B IIOTE YKAa3aHHOTO MAalMeHTa
COCTaBJIAET OT -33 110 -65 MMOb/1I.

[00135] B HekoTOpbIX BapHaHTaxX peanusaluu, adcomioTHoe usMeHenue ppFEV,
nauuenrta orHocutenbHO ppFEV| manmenTta 1o Takoro BBeAEHUsS! TPOWHBIX KOMOMHAIIMH MOKET
OBITh PacCUMTAHO Kak (3HaYeHHe mocie - 0a30Boe 3HaYeHue). bazoBoe 3HauUeHHe onpenenseTcs
KaK caMoe MocJelHee HEMPONyLIeHHOe H3MepeHHe, MOJIyUeHHOE 10 MEPBO 103bI UCCIIEyEMOTO
JIEKApPCTBEHHOT'O CpeAcTBa B nmepuon jeueHus (dens 1).

[00136] TouHoe KOMMHYECTBO HEOOXOMMMOH (PapMaleBTHYECKOW KOMIIO3UIMH OyneT
BapbHUPOBATHCS OT CYOBEKTa K CYOBEKTY B 3aBUCHMOCTH OT BHJIA, BO3PACTa U OOIIEro COCTOSTHUS
CyObeKTa, Cephe3HOCTH 3a00NIeBaHMs, KOHKPETHOIO areHTa, crnocoda ero BBEACHHS U TOMY
nonoOHoro. CoenuHeHHss TO JNAaHHOMY H300pETEHHIO MOTYT OBITh COCTaBI€HBI B (popme
€IMHUYHON JO3MPOBAHHOW (DOPMBI JAJsl MPOCTOTHI BBEACHHS W €AMHOOOpasusl JO3UPOBKH.
Hcnonp3yemMoe B HaHHOM JOKYMEHTE BBIPAKCHHE «EIWHUYHAS IO3MpPOBaHHas (dopma»
OTHOCUTCS K (PU3WYECKH JUCKPETHOH eNWHUIE areHra, MOAXOMAINeHd Ui TalUeHTa,
nojuiexamero JiedeHuro. [IoHsATHO, oOnHAaKo, 4YTO oOmiee eXEeAHEBHOE HCIIONb30BAaHUE
COEAMHEHUI M KOMIO3ULUH MO H300peTeHn0 OyJeT pelatrbes JieHalluM BpPadoM B pamKax
31paBOro METUIMHCKOTro cyxkaeHus. KonkperHbiii 3 QekTHBHBI ypOBEHb 03Bl U JHOOOTrO
KOHKPETHOTO Mal[MeHTa WM OpraHu3Ma OyJeT 3aBHUCEeTb OT MHOXeCTBa (DAKTOPOB, BKIFOYAs

paccTpONCTBO, MOJBEPraeMoe JICUEHUIO, U TSXKECTb PAaCcCTPOMCTBA, aKTHMBHOCTb KOHKPETHOTO
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UCTIONIB3YEMOTO COETMHEHHST, KOHKPETHBIN NCIOJIb3YEMBbIN COCTaB; BO3PACT, Macca Tena, odriee
COCTOSIHHE 37JOPOBbsI, ITOJI U JHMETa MAIHEeHTa, BPpeMsl BBEIEHUs, CIIOCOO BBEAECHUS U CKOPOCTh
BbIBEICHUS KOHKPETHOIO HCIOJB3YEMOTO COEAUHEHMs, MPOAOJIKUTENBHOCTh JIEYECHUS,
JIEKAPCTBEHHBIX CPEJCTB, HCIIOJNb3YEMbIX B KOMOMHAILMM WM OJHOBPEMEHHO C KOHKPETHBIM
INPUMEHSIEMbIM COEIMHEHNEM, U MO00HbIE (HPAKTOPBI, XOPOIIO U3BECTHBIE B 00JIACTH MEIULIMHBL
TepMuH «manueHT», UCHOIB3YEMbI B AAHHOM JOKYMEHTE, O3HAa4aeT >KUBOTHOE, TaKOE Kak
MJIEKONUTAIOLIEE, U AAXKE AaJiee, TAKOE KaK YEeJIOBEK.

[00137] B HEKOTOPBIX BapUAHTAX PeANU3aALUH, PACKPBITHE TAK)KE€ OTHOCUTCS K CIIOCO0am
JIeUEHUs C UCTIOJIb30BAHUEM MEUEHHBIX N30TOMAMH BbIIIEYIOMSIHYTBIX COeIUHEHUH, KoTopbie B
HEKOTOPBIX BapwaHTax peann3auuu, ynomuHatroTcs kak Coemunenue I, Coemmnenue II'
Coenunenne III', Coemunenme III-d” wmm Coenunenne IV'. B HekoTOpbIX BapuaHTax
peanusauuu, Coenunenue I', Coenunenne II', Coequnenue 111 ', Coenunenue II-d', Coennnenue
IV' wim ux QapmaneBTUYecKH TpUEMIIEMbIE COJIH, MpuyYeM (opMyJia U TEPEMEHHBbIE TaAKHX
COEAMHEHUI U CONeH, SIBJISIOTCS TAKMMH, KaK OMUCAHO BBILIE, WIK B JIFOOBIX APYTUX BapHUaHTAX
peanu3anyy, ONMHCAHHBIX BBILNIE, UMEIOT OIWH WIH Oojiee aTOMOB 3aMEHEHHBIX aTOMOM HIIH
aTOMaMi, UMEIOLMMU aTOMHYIO MacCy WM MacCOBO€ YMCJIO, KOTOPOE OTINYAETCsl OT aTOMHOMN
Macchbl MJIM MAacCOBOTO HYHCJIAa aTOMa, KOTOpPOoe OOBIMHO BCTpedaercss B mpupozae (HM30TOMHO
MeueHbl). [IpuMepsl H30TOMOB, KOTOPBIE SBJISTFOTCSI KOMMEPYECKH JOCTYITHBIMU M MTPUTOAHBIMH
IUTSL PACKPBITHSI, BKJIFOYAIOT B ce0s1 M30TOIBI BOIOPOAA, YIiiepona, a3ora, kuciopoaa, ¢ocdopa,
¢dTopa u xJiopa, HampUMED, ZH, 3H, 13C, 14C, 15N, 18O, 17O, 31P, 32P, 355, By 36Cl,
COOTBETCTBEHHO.

[00138] MeueHble M30TONOM COEIUHEHMsI U COJHM MOTYT OBITH HCIIOJIb30BaHbI B PsAIeE
HOJIE3HBIX CHOCO00B. OHM MOTYT OBITh MPUTOMHBI JUIS TOJIYYEHUsS! JIEKAPCTBEHHBIX CPEACTB
W/WIHM Pa3INuHBIX THIIOB AHAJIU30B, TAKMX KaK AaHAJIM3bl pachpeneneHust cyOcTpara B TKaHHU.
Hanpumep, coenunenns;, Meuenbie TputieM ((H) n/umi yraeponom-14 (**C), ocobenro monesubi
IUIE Pa3NINYHBbIX THUIIOB AHAJIM30B, TAKMX KaK aHAJIM3bl pacmpenenieHuss cyOcTpaTa B TKaHH,
Onmaromapst OTHOCHUTENIbHO TIPOCTOMY TOJYYEHHMIO M MPEBOCXOMHOW OOHAPYKHBAEMOCTH.
Hanpumep, meueHble aedTepuem (ZH) COCAVHEHUs SIBJIIFOTCA TEPANEBTUYECKU IOJIE3HBIMU C
TOTEHLHALHBIME TEPANEeBTHYECKUMH IPEUMYLIECTBAMH 0 CPABHEHHIO C He ~H-MeueHHbIMH
coenuHeHnAMA. B uenom, coenuuenus i conn, Meuenble neiiteprem (“H), MoryT mmers Gosee
BBICOKYIO METaOOJIMYECKYI0 CTa0MJIBHOCTh 1O CPAaBHEHHIO C HE MEYEHHBIMH H30TONAMHU
BCJICZICTBHE KHHETUYECKOr0 H30TOMHOro »s¢¢ekra, omucaHHOro Hmwke. bonee BbIcOKas
MeTa0oIMuecKasi CTa0MJIBHOCTh MPUBOAUT HEMOCPENCTBEHHO K YBEJIHYEHUIO Mepuona
NOJIYBBIBEIEHHS 1N VIVO MM CHIDKEHUIO 103, YTO MOXET OBITh JKeJaTelbHbIM. M30TOMHO-
MEUEHHBIE COEIMHEHUS M COJIM OOBIYHO MOJKHO ITOJIyYUTbh, BBITIOJIHUB MPOLENYPHI, PACKPHITHIC B
CXeMax CHHTe3a U COOTBETCTBYIOLIEM ONMCAHWUH, B 4HACTH NpPUMEPa U B YaCTU MOJYy4YEHUs B
HACTOSLIEM JOKYMEHTE, 3aMEHHUB HEH30TOMHO-MEUEHHbIH peareHT Ha JIErKOJOCTYIIHBIH
M30TOIHO-MEUEHHbIN pearexT.

[00139] B HekOTOpBIX BapHaHTaxX peaanu3allii, U30TOITHO-MEUEHHbIE COEJUHEHNS U COJIU

o 2
ABIIAIOTCST MeueHbIMU paedirepueM (H). B HEKOTOpPBIX KOHKPETHBIX BapHUaHTaX peau3aluu
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M30TOITHO-MEUEHHbIE COSIMHEHNs H COM MeueHsl aeiirepueM (“H), mpuueM omuH mmm Gosee
aTOMOB BOJOPOAA B HHUX 3aMEHEHbl AeuTepueM. B XMMHUYECKUX CTPyKTypax AeHTepui
npeacTaBieH Kak «Dy.

[00140] Coenunenust U COJM, MeEUYEHble AeHTepUeM (2H), MOTYT KOHTPOJUPOBATH
OKHCJIUTENIbHBIH ~ MeTabOJMM3M  COEAMHEHUS IOCPEACTBOM MNEPBHYHOIO  KHHETHYECKOrO
u3oronHoro s¢dexra. [lepBuuHbli KUHETHYECKHH H30TONHBbIA 3(dekT mpencrasiser coboi
U3MEHEHHE CKOPOCTH XHUMHMYECKOH peakLnu, KOTOpas MPOMCXOAUT B pe3ysbpTate OOMeHa
U30TOIHBIX S/IEP, YTO, B CBOK OYepelb, BHI3BAHO U3MEHEHHEM SHEPruil OCHOBHOTO COCTOSIHUS,
HEOOXOMUMBIX il 0Opa30OBaHMs KOBAJIEHTHOH CBSI3M TOCJE YKAa3aHHOTO HM30TOMHOrO OOMEHa.
OOmeHn Ooyee TsDKENOrO HM30TONA OOBIMHO NPUBOOUT K CHUKEHHUIO 3HEPTUHM OCHOBHOTO
COCTOSIHUSI IJIs1 XUMUYECKOH CBSI3H U, TAKMM 00Pa30M, BbI3bIBAET YMEHBIIEHUE SHEPTHH Pa3pbIBa
CBSI3U, OTPAaHUYMBAIOIIEH CKOPOCTb. Ecim pa3pbIB CBsI3U MPOHCXOAUT B OOJACTH CENJIOBOM
TOYKM WA BONM3M Hee BJIOJb KOOPAWHATHI PEAKIUH C HECKOJbKHMH TMPONYKTAMHU,
K03 puLmeHTsl pacrpeneneHuss NPOAYKTOB MOTYT ObITh CYIIECTBEHHO W3MeHeHbl. Jlis
OOBSICHEHUs: €CIM JeHTepHil CBsi3aH C aTOMOM YIJIEPOAa B HEU3MEHSIEMOM IOJIOXKEHUH,
TUMAYHBI pas3udusi B ckopoctu ky/kp=2-7. Ilns manpHeiimero oocysxkaenus: cMm. S. L. Harbeson
and R. D. Tung, Deuterium In Drug Discovery and Development, Ann. Rep. Med. Chem. 2011,
46, 403-417 BKIIOUEHHOH B HACTOSIIIIMIA JOKYMEHT B IIOJIHOM 00BEME MOCPEICTBOM CCBUIKH.

[00141] Konuentpauus u3orona(oB) (Hampumep, AeHTepus), BKIIOYEHHOTO B MEYEHHbIE
U30TOTNIOM COEJUHEHUST M COJb IO HM300PETeHMIO, MOXKET ONpenensThecs KoddduuueHTom
M30TOMHOro oboramenus. Mcrnonb3yemblii B JaHHOM JOKYMEHTE€ TEPMUH «KO3(PPUIHEHT
M30TOIMHOI0 00OTaIeHNs» 03HaYaeT COOTHOLIEHNE MEXY U30TOIHON PaclpoOCTPAaHEHHOCTHIO U
€CTeCTBEHHON pacIpOCTPAaHEHHOCThIO YKa3aHHOro M30Tonma. B HEKOTOpBIX BapHaHTax
peanu3aly, eCid 3aMeCTHTEeNb B COEAMHEHHWH MO H300peTeHmro OOO3HA4YeH Kak HeHTepuil,
TAKOE COeMHEHHe UMeeT KO3 PHUIIMEHT U30TOMHOTO 00OTaIeH s U KaKI0ro 0003HAUE€HHOTO
aTomMa JeWTtepusi, Nmo MeHblied Mepe, 3500 (52,5% BkmoueHHs HOEHTEpUST HA KaXIOM
0003HauUeHHOM aTtome neirepusi), mo MeHbineil mepe, 4000 (60% BKIFOUEHUS] AEUTEpPUs), IO
meHbLIei mepe 4500 (67,5% Brmouenust aeritepust), o MeHbied mepe S000 (75% BriroueHus
neirepus), mo MeHbineii mepe 5500 (82,5% BkirodyeHus1 aeWTepusi), mo MeHbliedr mepe 6000
(90% BrurOUEHUs AelTepus), Mo MeHbInedl mepe 6333,3 (95% BrOYEHHMs neTepus), MO
MeHbLIeH Mepe 6466,7 (97% BrimroueHHs aewTepus), o MeHbiueld mepe 6600 (99% BrIrOUEHUS
aeTepus) Wik 1o MeHbIuel Mepe 6633,3 (99,5% BriroueHus nefrepusi).

[00142] IIpu oTKpbITHH U pa3paboOTKe TEPANEBTUUECKHUX areHTOB CHELHAINUCT B JAHHOM
00JJaCTH TEXHUKH MBITAETCS ONTUMH3HPOBATh (PaPMAKOKHHETHUYECKHE MapaMeTphbl, COXPaHsIs
IPU 3TOM JKeJlaeMble CBOMCTBa in vitro. MOXHO MPEANONIOKHUTh, YTO MHOTHE COEIUHEHUs C
TUIOXUM (PapMAKOKHMHETHYECKUM MPOQUIIEM MOBEPIKEHBI OKUCIUTEIBHOMY METab0IN3MYy.

[00143] ITpumepHBIE BapUaHTHI peau3allii JAHHOTO N300PETeHNs BKIFOUAIOT:

1. Crnoco® nmedeHHMss MYKOBHUCIHI03a, BKIIOYAIOIUN  BBEIEHHE  MAIHMEHTY,
HY>KIAIOLIEMYCsI B 3TOM:

(A) or 10 mr mo 900 Mr mo MeHbluel Mepe OJHOrO COEAMHEHUs, BBIOPAHHOTO W3
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(hapMaLleBTUYECKU IPUEMJIEMBIX COJIEH JTFOOOTO M3 BBILIEEPEUUCICHHOTO.

2. Crioco0 1o BapHaHTy peanu3aliy 1, BKIIFOYAOIMUN BBEIEHNE YKA3aHHOMY MAallUEHTY:
(a) mo wmeHblell Mepe omHOro coeauHeHus, BbeIOpaHHoro u3 CoemuHenuss I u ero
dapmaneBTHUeCKH TnpuemieMbix coneil, (b) mo MeHbLIeH Mepe OIHOro COEAMHEHUS,
BbiOpanHoro m3 Coenunenus Il u ero ¢dapmaneBTuueckn npuemyeMbIx cojiei, ( €) U 1o
MeHblLIeH Mepe onxHoro coenuHeHus, BblOpaHHoro wu3 (1) Coenunenms I u ero

dapmaneBTuyecku npuemnemMbix cosedt unu (i1) Coenmnenus III-d u ero ¢dapmauesTuuecku
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MIPUEMIIEMBIX COJIEH.

3. Crioco0 mo BapuaHTy peaju3anuy 1, BKIFOYAOUINN BBEICHHE YKA3aHHOMY MAallUEHTY:
(a) mo wMmeHblIell Mepe OmHOro coeauHeHus, BbeIOpaHHoro w3 CoemuHenus I u ero
dapmaneBTUUeCKH TpUeMIIeMbIx cosiel, (b) 1O MeHbIIeil Mepe OIHOTO COEAUHEHWS,
BbiOpanHoro u3 Coenunenus Il um ero ¢dapmauerudecku npuemnemsix coied, u ( ¢) mo
MEHbIIeH Mepe OHOro coenuHeHus:, BbiopanHoro u3 Coenunenus IV u ero gapmanesrniecku
IPUEMJIEMBIX COJIEH.

4. Criocob 1o BapuaHTy peanusanvv 1, BKIFOYAOIINIA BBEIEHHE YKa3aHHOMY MALUEHTY:
(a) mo wmeHbliedl Mepe opxHOrO coeauHeHus, BbiOpaHHoro w3 CoemuHenuss I u  ero
(dapmaneBTHUECKH TpUeMIieMbIx coyiel, (b) 1O MeHbIIeil Mepe OIHOTO COEHUHEHWS,
BbiOpanHoro u3 (i) Coenmuenust III u ero dapmaneBTHUECKH NpHeMIeMbIX cojel, wmm (ii)
Coenunenus 111-d u ero gpapmaneBTuyeckn NpueMIIEMbIX COJIEH U (C) IO MEHBLIEH Mepe OTHOTO
coennHeHMs, BbiOpanHOro u3 Coenunenns [V u ero papmManeBTHUECKH IPUEMIIEMBIX COJIEH.

5. Cniocob mo BapuaHTy peanu3auuy |, BKIFOYAKOLINI BBEICHHE YKA3aHHOMY IMALUEHTY:
(1) mo wMeHblIel Mepe oOnxHOro coeanHeHus, BbIOpaHHoro u3 Coemmuenuss | u  ero
(apMareBTHYECKH PUEMIIEMBIX COJIEH, U IO MEHbLIEH Mepe OIHOTO COEAMHEHHUs], BBIOPAHHOTO
u3 Coenunenus Il u ero gpapmaneBTHUECKH MPUEMIIEMBIX CoJiei, (11) Mo MeHbIIEeH Mepe OHOTO
coennHeHus1, BeIOpaHHOTrO 13 Coenuuaenus | u ero gpapManeBTHUECKH NPUEMIIEMBIX COJIEH, U IO
MeHbIIEH Mepe OqHOro coeanHeHus, BbiOpanHoro u3 Coenunenus Il u ero ¢apmaneBTHuecKn
npueMIIEMBIX coJel, (ii1) Mo MeHbIIeH Mepe OJJHOro CoequHeHus, BeiOpanHoro n3 Coenunenus |
U ero (papmManeBTHYECKH NPUEMIIEMBIX COJIeH, M MO MEHbIIEH Mepe OAHOrO COEOUHEHUS,
BbiOpanHoro u3 Coenunenus III-d u ero ¢apmanesruyeckn nmpuemieMblx cosiedl, wim (1v) 1o
MEHbIIEH Mepe OJHOro coennHeHus, BbiOpanHoro u3 Coenunenus 1 u ero ¢apmaneBTH4YeCKH
NPUEMJIEMBIX COJIEH, U, TIO MEHbIIEH Mepe OIHOTO coenuHeHus1, BeiOpanHoro u3z Coenunenus [V
U ero (papMareBTHYECKH MPUEMIIEMBIX COJIEil.

6. Criocob 1o o0oMy M3 BAPUAHTOB peaju3aiuu -5, B KOTOPOM €KeTHEBHO BBOIST OT
20 no 800 Mr mo MeHbIIelW Mepe OJTHOro coeduHeHwus, BbiOpaHHOro w3 CoenuHenus [ u ero
(bapManeBTHYECKH MPHEMJIIEMbIX COJICH.

7. Cniocob o ro0oMy M3 BAPUAHTOB peanu3aiuu 1-5, B KOTOPOM €KEeTHEBHO BBOMST OT
30 no 720 Mr mo MeHbIIelW Mepe ONHOrO coenuHeHws:, BbiOpaHHOro u3 CoenunHenwus [ u ero
(bapManeBTHYECKH MPHEMJIIEMbIX COJICH.

8. Cniocob mo moOoMy M3 BapHAHTOB pean3alud 1-5, B KOTOPOM €KEeIHEBHO BBOMST OT
40 no 600 Mr mo MeHbIIelW Mepe ONHOro coeauHeHws:, BbiOpaHHoro 3 CoemuHenws [ u ero
bapManeBTUIECKH MPHEMIIEMbIX COJICH.

9. Cniocob 1o mo0oMy M3 BapUAHTOB peau3anuu 1-5, B KOTOPOM €KEeTHEBHO BBOST OT
40 no 600 mr umu ot 40 mo 550 Mr Mo MeHbIIel Mepe OTHOTO COSOUHEHWs], BLIOPAHHOTO W3
Coenunenus I u ero papmanieBTHIECKN IPUEMIIEMBIX COJIEH.

10. Criocob mo ro0oMy U3 BapUAHTOB pean3aluu 1-5, B KOTOPOM €KeTHEBHO BBOJIST OT
40 no 500 mMr mo MeHbIIelW Mepe OJHOro coenuHeHws:, BbiOpaHHOro w3 CoemuHenus [ u ero

(bapMaLeBTUYECKU IPUEMJIIEMBIX COJICH.
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11. Criocob mo modoMy U3 BapUAHTOB peain3aluu 1-5, B KOTOPOM €KeTHEBHO BBOJIST OT
40 no 400 Mr mo MeHbIIeH Mepe OFHOro coenuHeHws:, BbiOpaHHoro w3 CoenuHenus I u ero
(hapMaLeBTUYECKU IPUEMIIEMBIX COJICH.

12. Criocob mo ro0oMy U3 BapUAHTOB peain3auuu 1-5, B KOTOPOM eKeTHEBHO BBOJIST OT
40 no 300 mMr mo MeHblel Mepe OIHOro coeauHeHws:, BpiOpanHoro m3 CoenuHenus | u ero
(bapMaleBTUYECKH MPUEMJIEMbIX COJICH.

13. Cniocob mo roboMy U3 BApHAHTOB peanu3aiuu -5, B KOTOPOM €KeTHEBHO BBOAST OT
50 mo 360 Mr mo MeHbIIEH Mepe OJHOrO coenuHeHusi, BbIOpaHHOro u3 Coenunenusi I u ero
(bapMaleBTUYECKU TIPUEMIIEMBIX COJIEH.

14. Criocob mo o0oMy U3 BApUAHTOB peanu3anuu -5, B KOTOPOM €KeTHEBHO BBOJIST OT
160 no 320 mMr mo MeHbLIel Mepe OJHOrO coenuHeHus, BbiOpaHHOro 3 CoemuHenus I u ero
(hapMaleBTUYECKU IPUEMJIIEMBIX COJIEH.

15. Criocob mo rodoMy U3 BApUAHTOB peau3aiuu 1-5, B KOTOPOM €KeTHEBHO BBOJIST OT
240 nmo 400 mr wim ot 160 mo 300 Mr mo MeHbIIel Mepe OOHOTO COSIUHEHUSs, BBIOPAHHOTO W3
Coenunenus | 1 ero hapmaneBTHYECKN IPUEMIIEMBIX COJIEH.

16. Criocob mo rodoMy U3 BApUAHTOB peau3aiuu 1-5, B KOTOPOM €KeTHEBHO BBOJSIT OT
320 mo 480 mr wiu ot 160 1o 400 Mr o MeHbIIEeH Mepe ONHOTO COSAMHEHMs], BHIOPAHHOTO U3
Coenunenus I 1 ero papmanieBTHIECKN IPUEMIIEMBIX COJIEH.

17. Criocob mo o0oMy U3 BApUAHTOB peau3aluu 1-5, B KOTOPOM €KeTHEBHO BBOJSIT OT
360 mo 640 mr wmm ot 180 mo 220 Mr Mo MeHbIIeH Mepe OAHOrO COSTUHEHUs, BBIOPAHHOTO M3
Coenunenus I u ero papmanieBTHIECKH PUEMIIEMBIX COJIEH.

18. Criocob mo o0oMy U3 BapUAHTOB peanu3auuu -5, B KOTOpOM eKeJHEBHO BBOJIST OT
80 nmo 360 Mr mo MeHblIell Mepe OJHOro coenuHeHusi, BbiOpanHoro u3 Coenunenusi I u ero
(bapManeBTHYECKH MPUEMJIEMbIX COJICH.

19. Cnocob no a000My U3 BapUAaHTOB peanu3aluu 1-5, B KOTOPOM €KeITHEBHO BBOST
50 Mr mo MeHblIel Mepe OAHOrO coenuHeHws, BbiOpaHHoro u3 Coemunenuss I u ero
(hapMaLeBTUYECKU TIPUEMIIEMBIX COJIEH.

20. Cniocob mo roOoMy M3 BapUAHTOB peaju3al 1-5, B KOTOPOM €KEIHEBHO BBOMST
100 mr mo wmeHblIedl Mepe omHOro coenuHeHws, BbiOpaHHOro u3 CoenmHenust [ u ero
(bapMaleBTUYECKU IPUEMIIEMBIX COJIEH.

21. Cnocob mo modoMy M3 BapUAHTOB peaju3aluu 1-5, B KOTOPOM €KEITHEBHO BBOMST
250 mr nim 200 Mr o MeHbIIel Mepe OTHOTO coenuHeHnst, BbiopanHoro u3 Coennnenus I u ero
(bapMaleBTHYECKU IPUEMJIIEMBIX COJICH.

22. Cnocob mo modoMy U3 BapUAHTOB peaju3aiu 1-5, B KOTOPOM €KEITHEBHO BBOMST
150 mr, 200 mr, 250 mr, 300 mr, 350 mr, 400 mr, 450 mr, 500 mr, 550 mr ugu 600 Mr 1o
MEHBIIIeH Mepe OTHOrO coenuHeHus, BriOpanHoro uz Coenunenus | u ero dapmaneBTdecku
MIPUEMIIEMBIX COJIEH.

23. Cnocob mo modoMy U3 BapHaHTOB peanu3anuu 1-22, B KOTOPOM IO MEHBIIEH Mepe
OIHO coenuHeHue, BeiOpaHHOe u3 Coennnaenus | 1 ero gapMarneBTHYECKH MPUEMIIEMBIX COJIEH,

BBOJAT B eHHHHqHOﬁ A03€ OAUH pa3 B CYyTKH.
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24. Cnocob mo modoMy U3 BapHaHTOB peanu3anuu 1-22, B KOTOPOM MO MEHBIIEH Mepe
OIHO coenuHeHue, BeiOpanHoe u3 Coennaenus | 1 ero gapManeBTHYECKH MPUEMIIEMBIX COJIEH,
BBOJISIT B JIBYX J103aX €XKEIHEBHO.

25. Cnocob6 mo mo0oMy M3 BapUaHTOB peanu3auud 1-3 U 5, B KOTOPOM €KETHEBHO
BBOAAT OT 25 10 200 Mr mo MeHbIIIel Mepe OOHOro coeanHeHust, BiopanHoro 3 Coenunenus 11
U ero (apMaLeBTHYECKH MPUEMJIEMbIX COJICH.

26. Cnocob mo moboMy M3 BapHaHTOB peanu3anyu 1-3 U 5, B KOTOPOM €XEIHEBHO
BBOAAT OT 50 10 150 Mr mo MeHblel Mepe OIHOrO coearHenust, BbiOpanHoro u3 Coennnenus 11
U ero (hapMaleBTHYECKH MPUEMIIEMBIX COJIEH.

27. Cnocobd mo moOoMy M3 BapUAHTOB peanu3anuu 1-3 u 5, B KOTOPOM €3KETHEBHO
BBOASAT OT 75 10 200 Mr Mo MeHbIIel Mepe OIHOro coennHeHus, BbiopanHoro u3 Coenunenust 11
U ero (hapMaleBTUYECKH MPUEMIIEMBIX COJIEH.

28. Cnocob6 mo moOoMy M3 BapUAHTOB peanm3anuu 1-3 u 5, B KOTOPOM €3KETHEBHO
BBOAST 50 Mr MO MeEHbIIeH Mepe OJHOro coenuHeHus, BeiOpanHoro u3 Coenwnenus Il u ero
(hapMalleBTUYECKU TIPUEMJIIEMBIX COJICH.

29. Cnocobd mo moOoMy M3 BapuUaHTOB peanm3anuu 1-3 u 5, B KOTOPOM €3KETHEBHO
BBOAST 100 Mr mo MeHbIeld Mepe OJHOro coeauHeHws, BriOpanHoro u3z Coemunenus Il u ero
(hapMaLeBTHYECKU TIPUEMIIEMBIX COJICH.

30. Croco6 mo moboMy U3 BapuaHTOB peanmm3aumu 1-3, 5, u 25-29, B KOTOpOM TO
MeHblIeH Mepe omHO coenuHeHue, BpiOpaHHoe n3 Coemunenus Il m ero dapmaneBTudecku
MPUEMIIEMBIX COJIEH, BBOAST B €AMHUYHON J103€ OJIUH Pa3 B CYTKU.

31. Cnoco6 mo moboMy U3 BapuaHTOB peanm3aumu 1-3, 5, u 25-29, B KoTOpOM mO
MeHblIel Mepe omHO coenuHeHue, BbiOpaHHOe u3 Coemunenusi Il u ero (apmaneBTHUECKH
MIPUEMJIEMBIX COJIEH, BBOAST B JABYX J03aX €XKEIHEBHO.

32. Cnoco® no moboMy 13 BapuaHTOB peanu3aund 1, 2, 4 u 5, B KoTOpoM (1) eKeTHEBHO
BBOAST OT 50 mMr mo 600 Mr mo MeHbIIel Mepe OMHOIO COENMHEHHMs, BBIOPAHHOTO U3
Coenunenus 111 u ero apmaneBTHUECKH TPUEMIIEMBIX COJeH; 1H (i1) eXKeTHEBHO BBOAST OT S0
mr 10 400 Mr o MeHbIIel Mepe OIHOro coenuHenus, Boiopannoro u3 Coenunenws I11-d u ero
(bapMaleBTUYECKU TIPUEMJIIEMBIX COJIEH.

33. Cnocob mo roboMy U3 BapuaHTOB peanu3anuu 1, 2, 4 u 5, B KOTOpoM (1) e:KeTHEBHO
BBOAST OT 50 mMr mo 450 Mr mo MeHbIIel Mepe ONHOTO COENMHEHHs, BBIOPAHHOTO U3
Coenunenus 11 u ero ¢papmaneBTHUECKH TPUEMIIEMBIX cOJel; 1H (i1) €XKeTHEBHO BBOASAT OT S50
mr 10 300 Mr mo MeHbIIel Mepe OIHOTO coenuHeHus, Beiopannoro 3 Coenunenws I11-d u ero
(hapMaLeBTHYECKU IPUEMJIIEMBIX COJICH.

34. Criocob o roboMy U3 BapuaHTOB peanu3anuu 1, 2, 4 u 5, B KOTOpoM (1) exKeTHEBHO
BeoAsT OT 100 mMr nmo 400 Mr mo MeHbIIEH Mepe OOHOTO COENMHEHHWs, BBIOPAHHOTO U3
Coenunenus III u ero ¢papmaneBTHUECKH MPUEMIIEMBIX COJiel; Min (11) €XEeIHEBHO BBOAST OT
100 mr go 300 mr o MeHbIel Mepe ogHOTrO coeanHenus, BeiopanHoro w3 Coequnenws I11-d u
ero (papMaLeBTUIECKU MPUEMIIEMbIX COJICH.

35. Cnoco0 no mobomMy K3 BapHaHTOB peanusauud 1, 2, 4 u 5, B KOTopoM (1) eKeAHEBHO



60

BBOAST OT 125 mMr nmo 300 Mr mo MeHbIIEH Mepe OJHOTO COSAWHEHHs, BBIOPAHHOTO W3
Coenunenus Il u ero ¢apmaneBTHUECKH MPUEMIIEMBIX COJiel; WK (11) €KETHEBHO BBOAST OT
125 mr go 300 mr o mMeHbIel Mepe ogHOro coeanHenus, BeiOpanHoro w3 Coenunenws I11-d u
ero (papMaLeBTUIECKU PUEMIIEMbIX COJICH.

36. Cnocob no mrobomMy U3 BapHaHTOB peanusauud 1, 2, 4 u 5, B KOTopoM (i) eKeTHEBHO
BBOAAT OT 150 mMr mo 300 Mr mo MeHbIIeil Mepe OFHOrO COEIMHEHMS, BBIOPAHHOTO W3
Coemunenus III u ero ¢apmaneBTHUECKH NpPHEMIIEMBbIX couei; mwin (i1) eXeTHEBHO BBOIST OT
100 mr go 200 mr o MeHbIleld Mepe OaHOro coenarHenus, BoiopanHoro w3 Coenunenws I11-d u
ero papMaleBTUIECKH PUEMIIEMbIX COJIEH.

37. Cnocob 1o rodoMy U3 BapuaHTOB peanu3auuu 1, 2, 4 u 5, B KOTOpoM (1) exKeTHEBHO
BBOAST OT 200 mMr nmo 250 Mr mo MeHbInel Mepe OIHOrO COENMHEHWs], BBIOPAHHOTO W3
Coenunenus Il u ero ¢apmaneBTHUECKH MPUEMIIEMBIX COJiel; WK (i1) €KEIJHEBHO BBOAST OT
125 mr go 200 mMr o MeHbIel Mepe OTHOTO coeanHenus, BeiOpanHoro m3 Coenunenus I11-d u
ero apMaleBTUIECKU MPUEMIIEMbBIX COJICH.

38. Crocob o roboMy U3 BapuaHTOB peanu3aunu 1, 2, 4 u 5, B KOTOpoM (1) e:KeTHEBHO
BBOAST OT 300 Mr nmo 600 Mr mo MeHbIIEeH Mepe OOHOTO COENMHEHHWs, BBIOPAHHOTO U3
Coenunenus Il u ero papmaneBTHIECKH MpUEMJIEMbIX conell; miH (i) exenHeBHO BBOAAT 150
mr, 200 mr wiu 300 Mr o MeHbIIIeH Mepe OTHOTO coenuHeHus1, BeiopanHoro u3 Coennnenus I11-
d u ero apMaLeBTHUECKH PUEMIIEMBIX COJIEH.

39. Cnocob mo modomy U3 BapuaHTOB peanusauuu 1, 2, 4 u 5, B koTopoM (1) IBaKIBI B
neHb BBOAST 150 Mr mo MeHbInel Mepe oMHOro coennHenust, BeioOpanHoro u3 Coenunenus 11 u
ero (apMaLeBTHUECKH INPHEMJIEMbIX cosed; unu (11) OAuH pa3 B CyTKH BBOXAT 150 Mr mo
MeHbIIIeH Mepe OIHOTO coenuHenus, BeiOpanHoro u3 Coenunenus I11-d u ero papmauesTuuecku
IIPUEMJIEMBIX COJIEH.

40. Cnocob mo obomy U3 BapuaHTOB peanusaumu 1, 2, 4, 5, u 32-38, B koropom: (i)
OJIMH pa3 B CYTKHM B €IUHUYHOU JI03€ BBOMST 0 MEHbBIIEH Mepe OJHO COeTUHEHUE, BHIOPAaHHOE
u3 Coenunenus Il u ero gapmaueBTuyecku mpuemieMsix cosieii; wim (i1) OOUH pa3 B CYTKH B
€IMHUYHON J103€ BBOST IO MEHBLIECH Mepe OHO coenuHenne, BbiopanHoe u3 Coennnenus 111-d
U ero (hapMaleBTUYECKH MPUEMIIEMBIX COJIEH.

41. Cnocob mo mroboMy u3 BapuaHTOB peanusauuu 1, 2, 4, 5, u 32-38, B kotopom: (i) B
IBYX J03aX €KETHEBHO BBOIST J03y IO MEHBIIEH Mepe OJHOrO COSAUHEHWs], BHIOPAHHOTO W3
Coenunenus 111 u ero ¢papmaneBTHUECKH TPUEMIIEMBIX COJIeH; WK (11) B ABYX 032X €XKEIHEBHO
BBOJST 103y MO MEHbIIEH Mepe OqHOro coenuHenws, BeiOpanHoro 3 Coenunenus I11-d u ero
(hapMaLeBTHYECKU IPUEMJIIEMBIX COJICH.

42. Cnocob mo ro0oMy W3 BapHAHTOB peanmusauuu 1, 3, 4 u 5, B KOTOPOM €KETHEBHO
BeoasT or 100 mr mo 1000 Mr mo MeHbIIeH Mepe ONHOTO COEAMHEHHWs, BBIOPAHHOTO W3
Coenunenus IV u ero ¢papmarneBTHUECKH NPUEMIIEMBIX COJIEH.

43. Crioco0 mo Jro0oMy W3 BapHaHTOB peanusauuu 1, 3, 4 u 5, B KOTOPOM €KETHEBHO
BBoAsT oT 400 mr mo 1000 Mr mo MeHbLIeH Mepe OIHOTO COENUHEHUs, BBIOPAHHOTO W3

Coenunenus IV u ero ¢papmaneBTHUECKN MPUEMIIEMBIX COJICH.
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44. Cnioco0 mo ro0oMy M3 BapHaHTOB peanusauuu 1, 3, 4 u 5, B KOTOPOM €KETHEBHO
BBOAST 800 Mr mo MeHbILIeH Mepe OJHOro coennHeHust, BbiOpanHoro u3 Coenunenus [V u ero
bapmMareBTUIECKH MPUEMJIIEMbIX COJIEH.

45. Crocob no modoMy U3 BapuaHTOB peanuzanud 1, 3, 4, 5 u 41-44, B KOTOPOM ABAKIIbI
B JIeHb BBOIAT 400 Mr 1o MeHblIeH Mepe OHOro coenuHeHus, BeiopanHoro u3 Coenunenus IV
U ero (papMareBTHYECKH MPUEMIIEMBIX COJIE.

46. Crioco0 mo modomy U3 BapuaHToB peanuzauud 1, 3, 4, 5 u41-44, B KOTOpOM B OTHOI
WIN JIBYX J103aX €XKEIHEBHO BBOMST J03y IO MEHbIIEH Mepe OJHOrO COEAMHEHUs], BEIOPAHHOTO
u3 Coenunenusi [V u ero ¢papManeBTHUECKU MPUEMIIEMBIX COJIEH.

47. Cnoco® mo BapuaHTy peanuzanvv 1, B KOTOPOM VKa3aHHBIA MMALUEHT C
MYKOBHUCIIHJIO30M, BBIOpaH M3 ManueHToB ¢ reHotunamu F508del/munnManbHas QyHKUuS,
nanueHToB ¢ reHorunamu F508del/F508del, manmentoB ¢ renorunamu F508del/refiTunr u
nanueHToB ¢ reHotunamu F508del/ocraTounast GpyHKIms.

48. Cnocob mo BapuaHty peanmusauuu 1, B koropoMm ot 40 mr no 600 Mr mo MeHbInei
Mepe OTHOTo coenuHeHwust, BeiOpanHoro u3 Coenunenus I 1 ero papmManeBTHYECKH PUEMIIEMBIX
COJIEH, BBOIST €KEOHEBHO.

49. Criocob no BapuaHTy peanu3anuu 1, B KOTOpoM: (1) ekeHEeBHO BBOIAT OT SO Mr 10
200 mMr mo MeHblIell Mepe omHOro coenuHeHus, BbiOpanHOro u3 Coenunenus Il u ero
(dapMalleBTHYECKH TPHEMJIEMBIX COJIeH; W/win exkenHeBHO BBomAT or 100 mo 225 mr mo
MeHbIIe Mepe onxHoro coeguHeHus, BboiOpanHoro u3 Coenunenust III-d, wu ero
(dapmaneBTHYECKU TMPUEMIIEMbIX cosield; wiu (i1) exkegHeBHO BBOIAT OT 50 mo 200 mr mo
MeHbIIEH Mepe OgHOro coeanHeHusi, BeiOpaHHoro n3 Coeaunenus Il u ero dgapmaneBruyecku
IPUEMJIEMBIX COJIEH; /WK OT €XeAHEBHO BBOIAT OT 150 1o 600 mr mo MeHblIe Mepe OIHOTOo
coenuHenus, BbiopanHoro u3 Coennnenus 111 u ero papmareBTHIeCKH NpHEMIIEMBIX COJEH.

50. Croco6 no BapuaHty peanusauuu 1, 48 u 49, B koTopoMm: (i) eKeqHEBHO BBOIST OT
100 mr go 225 Mr mo MeHbIleld Mepe OTHOro coenauHenus, BbiopanHoro w3 Coenunenws I11-d u
ero (hapMareBTHYECKH MPUEMIIEMbIX COJIeH, U/ Ui exenHeBHO BBOaST oT 400 mr no 1000 mr mo
MEHbLIeH Mepe, OMHOro coenuHeHwus, BeiOpaHHoro u3 Coenunenus IV u ero gapmaneBTudecku
npuemJieMbIx coieid; (ii) exenHeBHO BBOAAT oT 150 mr mo 250 Mr mo MeHbIIed Mepe OTHOTrO
coennneHusi, BeiOpanHOro 3 Coenunenus Il u ero ¢apmarneBTHYECKH NMPUEMIIEMBIX COJIEH,
/v exenHeBHO BBOIAT oT 400 mr mo 1000 Mr mo MeHbIIEH Mepe OHHOTO COEOUHEHWS,
BbIOpanHOro U3 CoenuHenus IV u ero ¢papManeBTHUECKH TPUEMIIEMBIX COJIEH.

51. Ciocob nedeHus MyKOBUCIIMI03a, BKJIIOYAIOIIUN €KETHEBHOE BBEIEHUE MALUEHTY,
HY KAIOILIEMYCsl B 3TOM, (papMaLieBTHIEeCKON KOMITO3HLINY, CONEpIKaIleii:

(A) or 10 mr mo 900 Mr mo MeHbIIeH Mepe OJHOrO COEAMHEHHS, BBIOPAHHOTO H3

Coennnenus 1
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¥ (¢) hapMaLeBTUUECKH TPUEMIIEMBIN HOCUTEIb.

52. Cnocob mo BapuaHTy peamm3anuu 51, B KOTOpOM (apMareBTHIeCKasi KOMITO3ULIHS
comepkut: (1) MO MeHbIIEH Mepe OmHO coeanHeHwe, BbiOpaHHOoe m3 Coenmuenuss | u ero
(bapMareBTUYECKH MPHEMIIEMBIX COJIEH, 1O MEHbIIEH Mepe OJHO COeNMHEHHE, BBIOpaHHOE M3
Coenunenust Il u ero QapmaneBTU4ecKu MPHEMJIEMbIX COJIeH, W, 10 MEHbLIEH Mepe OIHO
coennHeHue, BeiOpanHoe u3 Coenunenus I u ero gapmarneBTHIecKy NIPUEMIIEMBIX COJIEH; UITH

(11) mo mMeHbIEH Mepe OaHO coennHeHue, BbiOpanHoe u3 Coenunenus I u ero gpapmanesTuuecku
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PUEMJIEMBIX COJIEH, IO MEeHbIIeH Mepe ONHO coenuHeHue, BbiOpanHoe u3 Coenunenus 1l u ero
bapmarieBTUIECKH TPUEMIIEMBIX COJIEH, U 110 MEHbIIeH Mepe OHO COeMHEHHUE, BBIOPAaHHOE U3
Coenunenus I11I-d u ero papmaneBTuydecky NPUEMIIEMbIX COJEH.

53. Cnocob mo BapuaHTy peamuzauuu 51, B KOTOpoM (apMarieBTHUeCcKast KOMITO3ULIHS
COIEPKUT: IO MEHblIeH Mepe OIHO coeanHeHue, BblOpaHHoe u3 CoemauHeHus 1 u ero
(dapmaLieBTHYECKH MPUEMIIEMBIX COJIeH, MO MEHbIIEeil Mepe OJHO COEOMHEHHE, BHIOpaHHOEe U3
Coemunenuss II m ero QapmaueBTHYECKH NPUEMIIEMBIX COJIEH, W, MO MEHbLIEH Mepe OJHO
coennHeHue, BbiOpanHoe u3 Coenunenus IV u ero ¢papMaleBTHUECKH MPUEMIIEMBIX COJICH.

54. Cnoco® mno BapuanTy peanmsaumu S1, B kotopom: (i) dapmareBTHUECKAs
KOMITO3UIUSI COIEPIKUT. 1O MEHbIIeH Mepe OAHO coeauHeHue, BbiopanHoe u3 Coenunenus | u
ero (apMareBTUYECKH MPUEMJIEMBIX COJIEH, 10 MEHbLIEH Mepe OJHO COeAMHEHHE, BHIOPaHHOE
u3 Coenunenus Il u ero ¢apmaneBTHUECKH NMPUEMIIEMBbIX COJIEH, W, IO MEHbIIEH Mepe OIHO
coennHeHue, BeiOpaHHoe n3 Coeannenus IV u ero gpapMarieBTHIeCKH NPUEMIIEMBIX COJICH; MITH
(i) ¢apmaneBTHUYECKasT KOMIIO3HMLHUS COAEPIKUT. TIO MEHbLIEH Mepe OIHO COEOUHEHHE,
BbIOpanHoe 3 CoennueHus | u ero ¢apManeBTHUECKH NPUEMIIEMBIX COJIEH, IO MEHbIIEH Mepe
onHO coenuHeHue, BbiOpanHOe U3 Coemmuenus III-d u ero ¢apmaneBTHUECKH NMPHUEMIIEMBIX
cojieil, M MO MeHbIIel Mepe OnHO coenuHeHue, BbiOpanHOoe u3 Coemmnenust IV u ero
(bapmMareBTUIECKH MPHEMIIEMbIX COJIEH.

55. Cnocob mo BapuaHTy peamm3anuu 51, B KOTOpoM (apMareBTHUECKass KOMIIO3HLIUS
comepxkut: (1) Mo MeHbLIeH Mepe ogHO coeanHeHue, BbiOpaHHoe m3 Coenmuenusi | u ero
(bapmareBTUIECKH TPUEMIIEMBIX COJIEH, U 110 MEHbIIEH Mepe OHO COeNUHEHHe, BBIOpaHHOE U3
Coenunenust Il u ero ¢apmaneBTHUECKH NMpUEMIEMbIX cosiel, (i1) Mo MeHblLIeH Mepe OIHO
coenuHenue, BeiOpanHoe U3 CoenuHenus [ u ero ¢apmaneBTHYECKH TPUEMIIEMBIX COJIEH, U TI0
MeHbIIeH Mepe OfHO coenuHeHue, BbiOpaHHOoe n3 Coenunenus III m ero QapmaueBrHyecku
npueMJIeMbIX cosed, (iil) Mo MeHblueil Mepe OgHO coeanHeHue, BeiOpanHoe 3 Coenunenus I u
ero apMalieBTUYECKH MPUEMIIEMbBIX COJIEH, W 10 MEHbLISH Mepe OHO COSAMHEHUE, BHIOPAHHOE
u3 Coenunenus 11I-d u ero gapmarieBTuyecku mpueMiIeMbIX cojieid, uitH (1v) Mo MEHbLIEeH Mepe
OnHO coenuHeHue, BeiOpaHHOe 3 CoenuHenust | u ero dapManeBTHYECKH MPUEMIIEMBIX COJIEH,
U TI0 MEHBIIEH Mepe OTHO coenuHeHue, BeiopanHoe u3 Coenunenus [V u ero gpapmareBruiecku
MIPUEMIIEMBIX COJIEH.

56. Cniocob mo mrboMy U3 BapUaHTOB peanu3anuu 51-55, B KOTOPOM €:KeTHEBHO BBOIST
ot 20 no 800 Mr mo MeHbIel Mepe OITHOro coeauHenws:, BeiOpanHoro u3 Coenunenus [ u ero
bapManeBTUIECKH MPHEMIIEMbIX COJICH.

57. Cnocob mo nroboMy W3 BapHaHTOB peanu3annu 51-55, B KOTOPOM €:KeTHEBHO BBOISIT
ot 30 go 720 Mr mo MeHbIIel Mepe OIHOro coeauHenws, BeiOpanHoro uz Coenunenus [ u ero
(bapMareBTHYECKH MPHUEMIIEMbIX COJIEH.

58. Cniocob mo mroboMy U3 BapHaHTOB peanu3zaund 51-55, B KOTOPOM €KeTHEBHO BBOISIT
ot 40 mo 600 Mr mo MeHbIIell Mepe OJHOro coeanHeHus, BbiOpanHoro u3 Coenunenus I u ero
bapmMareBTUIECKH MPUEMJIIEMbIX COJIEH.

59. Cnocob mo mroboMy U3 BapHaHTOB peanu3zaunu 51-55, B KOTOPOM €KeIHEBHO BBOIST
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ot 40 mo 550 mMr mo MeHbInel Mepe OJHOro coeanHeHus, BbiOpanHoro u3 Coenuuenus I u ero
bapmMareBTUIECKH MPUEMIIEMbIX COJIEH.

60. Criocob no oMy U3 BapuaHTOB peanu3auu 5S1-55, B KOTOpOM €KeTHEBHO BBOIST
or 40 mo 500 Mr mo MeHbIIel Mepe OIHOro coenuHeHus, BpiOpanHoro u3 Coenunenus I u ero
bapmMareBTUIECKH IPUEMJIIEMbIX COJIEH.

61. Cnioco6 no 000oMy U3 BapUaHTOB peanu3aiuu 5S1-55, B KOTOpOM €KeTHEBHO BBOIST
ot 40 mo 400 mMr mo MeHbIIeH Mepe OJHOro coeauHeHus, BeiOpanHoro 3 Coenunenus I u ero
(bapMaleBTHUYECKH MPHEMJIEMbIX COJICH.

62. Criocob no mroboMy U3 BapUAHTOB peanu3aiuu 51-55, B KOTOpOM €KeTHEBHO BBOIST
ot 40 mo 300 Mr mo MeHbIIel Mepe OJHOrO coeanHeHus, BbiOpanHoro uz Coenuuenus I u ero
(bapManeBTUYECKH MPHEMJIIEMbIX COJICH.

63. Criocob no oMy U3 BapUAHTOB peanu3aiuu 51-55, B KOTOpOM €KeTHEBHO BBOIST
ot 50 no 360 Mr mo MeHbIel Mepe OIHOrO coeauHenws, BeiOpaHHoro u3 Coenunenus [ u ero
(bapManeBTUIECKH MPHEMIIEMbIX COJICH.

64. Criocob no oMy U3 BapUAHTOB peanu3aimu 5S1-55, B KOTOpOM €KeTHEBHO BBOIST
ot 160 no 320 Mr mo MeHbIIel Mepe OHOTO coenuHeHus1, BeiOpanHoro u3 Coenunenus I u ero
bapManeBTUIECKH MPHEMIIEMbIX COJIEH.

65. Crocob mo moOoMy H3 BapuaHTOB peanuzauu 51-55, B koropoMm (1) eXeqHEBHO
BBOAST OT 240 mMr no 400 Mr mo MeHbIIEH Mepe OOHOrO COENMHEHWs, BBIOPAHHOTO U3
Coenunenus [ u ero papmaneBTudecky MpUeMJIEMbIX CoJieit; niH (i1) eXXeaHEBHO BBOIAT OT 160
mr 10 300 Mr mo MeHbIIe Mepe ONHOrO coenuHeHwus], BbiOpanHOoro u3 Coenuuenus 1 u ero
bapmareBTUIECKH IPUEMJIIEMbIX COJIEH.

66. Crniocob mo noboMy M3 BapHaHTOB peanusanuu S51-55, B kotopoMm (i) eXeqHEeBHO
BBOIAT OT 320 mMr no 480 Mr mo MeHbIIeil Mepe OFHOrO COeNMHEHMS, BBIOPAHHOTO W3
Coenunenus [ u ero papmaneBTHYECKH MPUEMJIEMBbIX COJiei; 1iH (ii) exkeqHeBHO BBOIAT OT 160
Mmr 10 400 Mr mo MeHbIIel Mepe ONHOro coenuHeHwus:, BbiOpaHHOro U3 CoenuHeHust | u ero
(bapManeBTUYECKH MPUEMJIEMbIX COJICH.

67. Cnocob mo moboMy M3 BapHaHTOB peanusauuu S1-55, B koropom (i) €XKeTHEBHO
BBOAST OT 360 Mr no 640 Mr mo MeHbIIeH Mepe OJHOrO COENMHEHWs, BBIOPAHHOTO W3
Coenunenus [ u ero gpapmaneBTH4eCKH MpUEMJIEMbIX COJieit; miH (i1) exxeqHeBHO BBOAST OT 180
Mr 0 220 Mr mo MeHbIIel Mepe OTHOro coeauHeHws:, BbiOpaHHOro u3 Coenunenus [ u ero
bapManeBTUIECKH MPHEMIIEMbIX COJICH.

68. Criocob no mrdoMy U3 BapUaHTOB peanu3anuu S1-55, npuyem ekeTHEBHO BBOIST OT
80 mo 360 Mr mo MeHbIIeH Mepe OTHOro coenuHeHus, BbiOpanHOro 3 CoenwHenus [ u ero
bapManeBTUIECKH MPHEMIIEMbIX COJIEH.

69. Criocob no mroboMy U3 BapUaHTOB peanu3anuu 5S1-55, B KOTOpOM €KeTHEBHO BBOIST
50 Mr mo MeHblneli Mepe OmHOro coenuHeHws, BelOpaHHoro u3 CoemmneHuss 1 u ero
bapmareBTUIECKH MPUEMIIEMbIX COJIEH.

70. Criocob no mroboMy U3 BapuaHTOB peanu3aruu 5S1-55, B KOTOpOM €KeTHEBHO BBOIST

100 mr mo MmeHblIed Mepe ofgHOro coenuHeHws, BbiOpaHHoro u3 Coenmuenuss 1 u ero
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bapmMareBTUIECKH MPHEMIIEMbIX COJIEH.

71. Criocob no mroboMy U3 BapuaHTOB peanu3aruu 5S1-55, B KOTOpOM €KeTHEBHO BBOMST
250 mr uim 200 Mr o MeHbIIeH Mepe OHOro coequHeHus1, BbiopanHoro n3 Coenunenus I u ero
bapmMareBTUIECKH IPUEMIIEMbIX COJIEH.

72. Criocob o 000My U3 BapUAHTOB peanu3aiuu 5S1-55, B KOTOpOM €KeTHEBHO BBOIST
150 mr, 200 wmr, 250 mr, 300 mr, 350 mr, 400 mr, 450 mr, 500 mr, 550 mr wim 600 Mr mo
MEHbIIEH Mepe OJHOro coeanHeHus, BbiOpanHoro u3 Coenunenus 1 u ero QapmaneBTH4ecKu
MIPUEMIIEMBIX COJIEH.

73. Cnocob no moboMy U3 BapuaHTOB peanuzauuu 51-53 u 55, B KOTOpOM €KeTHEBHO
BBOIAT OT 25 10 200 Mr mo MeHbLIeH Mepe OMHOro coenuHeHust, BbiopanHoro uz Coennnenus 11
U ero (papMaleBTHYECKH MPUEMIIEMbIX COJICH.

74. Cniocob no mroboMy U3 BapuaHTOB peanusanuu 51-53 u 55, B KOTOPOM e3KeTHEBHO
BBOZAT OT 50 10 150 Mr mo MeHblIel Mepe OJHOrO COeqUHEeHNs1, BeiOpaHHoro u3 Coenunenwus 11
U ero (papMaleBTHYECKH MPUEMJIIEMbIX COJICH.

75. Cnocob no modoMy U3 BapuaHTOB peanu3auuu 51-53 u 55, B KOTOpOM €KEeTHEBHO
BBOZAT OT 75 1o 200 Mr mo MeHblLIeH Mepe OJHOrO coequHeHus1, BbioOpanHoro u3 Coennnenus 11
U ero (papMaleBTHYECKH MPHUEMIIEMbIX COJIEH.

76. Cnioco0 mo mo0oMy M3 BapuUaHTOB peanu3auuu 51-53 u 55, B KOTOPOM €XKeTHEBHO
BBOAST 50 Mr TO MeEHbIIeH Mepe OJHOro coenuHeHus, BeiOpanHoro u3 Coenmnaenus Il u ero
bapmMareBTUIECKH MPHEMIIEMbIX COJIEH.

77. Cnocob no moOoMy U3 BapuaHTOB peanuzauuu 51-53 u 55, B KOTOpOM €XeTHEBHO
BBOAAT 100 Mr mo MeHbInel Mepe OgHOro coeauHeHws, BeiOpanHoro u3 Coemunenus Il u ero
(bapmMareBTUIECKH TPUEMJIIEMbIX COJIEH.

78. Cnocob no mgrobomy M3 BapuaHTOB peanusauuu 51, 52, 54 u 55, B xoropom: (i)
eXeIHeBHO BBOIAT OT 50 Mr 0 600 Mr mo MeHbIueil Mepe OHOIO COeAMHEHMs], BBIOPAHHOTO U3
Coenunenus 11 u ero apmaneBTHUECKH TPUEMIIEMBIX cOJel; 1H (i1) eXXKeTHEBHO BBOAST OT 50
Mmr 10 400 Mr o MeHbIIel Mepe OIHOrO coenuHenus, BoiopanHoro u3 Coenunenus I11-d u ero
(bapManeBTHYECKH MPHEMJIIEMbIX COJICH.

79. Cnocob no mobomy M3 BapuaHTOB peanuzaumu S1, 52, 54 u 55, B xoropom: (1)
eXkenHeBHO BBOAST OT 50 Mr 10 450 Mr 1o MeHbIel Mepe OIHOTO COeUHEHHs], BBIOPAHHOTO U3
Coenunenus 111 u ero ¢papmaneBTHUECKH TPUEMIIEMBIX COJeH; 1TH (i1) eXKeTHEBHO BBOAAT OT S0
mr 10 300 Mr mo MeHblIel Mepe OnHOro coenuHenus, BeiOpanHoro u3 Coenunenus I11-d u ero
bapManeBTUIECKH MPHEMIIEMbIX COJICH.

80. Crocob mo mobomy u3 BapuaHTOB peanusanuu S1, 52, 54 u 55, B xoropom: (i)
exxeqHeBHO BBOAAT OoT 100 mMr no 400 Mr mo MeHbIIEl Mepe OIHOTO COCAMHEHUS], BHIOPAHHOTO
u3 Coenunenns I u ero gpapmaneBTHYECKH MPUEMIIEMBIX COJIeH; WK (i1) eKeIHEBHO BBOIST OT
100 mr go 300 mr o MeHbIel Mepe ogHOTO coeanHenus, Beiopannoro w3 Coenunenws I1I-d u
ero (papmManeBTHUECKN MPUEMIIEMBIX COJIEH.

81. Cnocob mo mobomy u3 BapuaHTOB peanusanuu S1, 52, 54 u 55, B xoropom: (1)

€XKeIHEBHO BBOAAT OT 125 mr no 300 Mr mo MeHbIIeil Mepe OIHOrO COEAMHEHUs], BHIOPAHHOTO
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u3 Coenunenns I u ero papmaneBTH4ecKky MpUeMIIEMBbIX COJIEH; WK (11) €KeIHEBHO BBOAST OT
125 mr go 300 mr o MeHbIel Mepe ogHOTrO coeanHenus, Beiopannoro u3 Coenunenus II1-d u
ero (papmMaLeBTUUECKN MPUEMIIEMBIX COJIEH.

82. Crocob mo mobomy u3 BapuaHTOB peanusauuu S5S1, 52, 54 u 55, B xoropom: (i)
exxeHeBHO BBOAAT OT 150 mr 1o 300 Mr mo MeHblei Mepe OJHOrO COCOMHEHHs, BBIOPAHHOTO
u3 Coenunenus I u ero papmaueBTuveck npueMeMbIX CoJeit; uiH (ii) eXkeTHEBHO BBOIST OT
100 mr mo 200 Mr no MeHblIel Mepe OJHOTro coennHeHus, BeiOpanHoro w3 Coenunenus [11-d u
ero (hapmMaLeBTUUECKU MPUEMIIEMBIX COJIEH.

83. Cnocob mo mobomy w3 BapuaHTOB peanusanuu S1, 52, 54 u 55, B xoropom: (i)
exxeqHeBHO BBOAAT OT 200 Mr no 600 Mr mo MeHbIIEHl Mepe OIHOTO COCAMHEHUS], BHIOPAHHOTO
u3 Coenunenus 111 u ero papmaneBTH4eCKH MpUEMIIEMBbIX COJIeH; WiH (11) €KeTHEBHO BBOJST OT
125 mr go 200 mMr o MeHbIel Mepe OTHOTO coennHenus, BeiopanHoro m3 Coenunenws I11-d u
ero (papMaLeBTHUECKU PUEMIIEMBIX COJICH.

84. Cnoco0 mo moboMy U3 BapuaHToB peammuzauuu 51, 52, 54 u 55, B xoropom (i)
exxeqHeBHO BBOAAT OT 300 Mr no 600 Mr mo MeHbIIEH Mepe OIHOrO COCAMHEHUS], BHIOPAHHOTO
u3 Coenunenus Il u ero ¢apmaneBTHUECKH MPUEMJIEMbIX COJiei; Mn (11) €KEIHEBHO BBOIST
150 mr, 200 mr wmaum 300 Mr mo MeHbIIEH Mepe OIHOTO COENUHEHHs, BBIOPAHHOTO W3
Coenunenus I11I-d u ero gpapmaneBTHIeCKH MIPUEMIIEMbIX COJIEH.

85. Cnocob mo moboMy 3 BapuaHToB peanusanuu S1, 52, 54 u 55, B kotopom (1) nBa
paza B cyTkd BBOAAT 150 Mr mo MeHbIIEH Mepe OIHOrO COENWHEHHs, BBIOPAHHOTO U3
Coenunenus Il u ero ¢papmarieBTHUECKH IPUEMIIEMBIX COJIEH; UK (i1) OAMH pa3 B CYTKH BBOZST
150 Mr mo menbliel Mepe onxHOro coemuHeHusi, BelOpaHHoro u3 Coenunenus III-d u ero
(bapmMareBTUIECKH TPUEMJIIEMbIX COJIEH.

86. Cnocob6 mo mobomy wu3 BapuaHTtoB peammsauuu 51,53, 54 u 55, B koTopom
exxetHeBHO BBOAAT OT 100 Mr o 1000 Mr mo MeHblIel Mepe OJHOTO COeIMHEHUs], BBIOPAHHOTO
u3 Coenunenus [V u ero ¢papMaleBTHUECKU MPHUEMIIEMBIX COJIEH.

87. Cnocob mo mobomy u3 BapuaHTOB peanmmsauuu 51,53, 54 u 55, B koTtopom
exxeqHeBHO BBOIAT OT 400 mr 1o 1000 Mr mo MeHbLIeH Mepe OJHOTO COeTUHEHHs], BHIOPAHHOTO
u3 Coenunenus IV u ero ¢papmaneBTHUECKU MPHUEMIIEMBIX COJIEH.

88. Cmocob6 mo mobomy u3 BapuantoB peamnmzanuu 51, 53, 54 u 55, B koTropom
exxeqHeBHO BBOAAT 800 M O MEHbIIEH Mepe OTHOTO COeAMHEHUs], BbIOpaHHOTO 13 CoeanHEHMs
IV u ero ¢apmaneBTHuecKkd MPUEMIIEMBbIX COJIeH; WM JBa pa3a B cyTku BBoAsST 400 mr mo
MEHBLIEH Mepe OOHOro coenuHeHus, BbiOpanHoro u3 Coenunenus IV u ero gapmaneBrudecku
MIPUEMIIEMBIX COJIEH.

89. Cmnocobd mno BapuaHty peanm3amuu S5S1, B KOTOPOM YKa3aHHBI TMAlHEHT C
MYKOBHUCIIHJIO30M, BBIOpaH M3 mnanueHTtoB ¢ reHorunamu F508del/muanManbHas QyHKUuS,
nanueHToB ¢ reHorunamu F508del/F508del, manmentoB ¢ renorunamu F508del/rediTuHr u
nanueHTos ¢ reHorunamu F508del/ocratounas GpyHkums.

90. Crioco® no BapuaHTy peanu3anuu 51, B KOTOPOM YKa3aHHYIO (papMamneBTUYECKYIO

KOMINO3ULIMIO, copepkamyro oT 40 mr no 600 Mr mo MeHblIeH Mepe OAHOIO COEAUHEHUS,
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BblOpanHoro u3 CoemuHenuss I u ero ¢apmManeBTHYeCKH MPHEMIIEMbIX COJEH, BBOISAT
€XXEIHEBHO.

91. Cnocob mo BapuaHTy peanmusauuu 90, B KOTOPOM IOMOJHHUTENIBHO: (1) €XEeIHEBHO
BBOASAT oT 50 mMr mo 200 Mr mo MeHbIIeH Mepe ONHOTO COEAMHEHHWs, BBIOPAHHOTO U3
Coenunenus Il u ero gapmaneBTudeckn npueMIIEMbIX COJIeH, W/ MU €XeIHEBHO BBOAAT OT 150
no 600 Mr mo MeHsliel Mepe OmHOro coenuHeHus:, BbiOpaHHOro u3 Coenunenus III, u ero
¢dapmaneBTHYeCKH TpUeMIIeMbIX coseil; uiam (ii) exeaHeBHO BBOAAT oT 50 mo 200 mr mo
MeHbLIeH Mepe OgHOro coeanHeHusi, BiOpaHHOro n3 Coenunenus Il u ero ¢apmaneBTudecKku
MIPUEMJIEMBIX COJIEH, W/ MU OT exeIHeBHO BBOAAT OT 100 mo 225 Mr 1o MeHbIIel Mepe OJHOrOo
coennneHus, BbiOpanHoro u3 Coenunenwst 111-d u ero ¢papmaneBTHUECKH MTPUEMIIEMBIX COJICH.

92. Cnocob no Bapuanty peanmzarmu S1, 90 u 91, B koTopom M: (1) €KEeTHEBHO BBOIST
ot 150 mr no 600 Mr o MeHbInel Mepe OgHOTO coenuHeHwst, BeiOpanHoro u3 Coenunenus 111 u
ero (hapMareBTHYECKH MPUEMIIEMBIX COJIeH, U/ uiu exenHeBHO BBoAT oT 400 mr 1o 1000 mr mo
MEHbIIEeH Mepe, OMHOro coenuHeHust, BeiOpanHoro n3 Coenunenus IV u ero gapmanerudecku
npUeMIIEMBIX coueit; mu (i1) exxenHeBHO BBOAAT oT 100 Mr 1o 225 Mr 1o MeHbIIel Mepe OTHOTO
coennneHus, BeiOpaHHoro u3 Coenunenus IlI-d u ero gapmaneBTHUECKH MPUEMIIEMBIX COJEH,
nw/wm exenHeBHO BBOIAT oT 400 mr mo 1.000 Mr mo MeHbInel Mepe OZHOTO COEOMHEHUS,
BbIOpanHOro U3 CoenuHenus IV u ero gpapManieBTHUECKH MPHUEMIIEMBIX COJIEH.

93. Cnoco® nedeHus MyKOBHCLHWZIO3d, BKJIIOYAIOLUINN  BBEACHHE  MALHEHTY,
HY>KJIAIOIIEMYCsl B 3TOM:

(A) mepBoii papmareBTHYECKON KOMMIO3WIUHU, conepskamieit or 10 mr go 900 mr, mo

MEHBLIEH Mepe OJHOro CoeANHeHus, BbiOpaHHoro u3 Coennnenus [
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U ero (¢apMaleBTHYECKH NPUEMIIEMbIX coJiell W (papMaLeBTHUECKH NPUEMIIEMBIH
HOCHUTEIb, IPHYEM YKa3aHHYIO NIEPBYIO (PapMaieBTUYECKYI0 KOMITO3ULIHIO BBOIST €KETHEBHO;, U
(B) BTOpOI1 apmMareBTHUECKONW KOMITO3HMLIMH, COAEPIKALIeH, M0 MEHbLIEH Mepe OIHO

coennHaeHme, BbiOpanHoe u3 (1) Coenunenus 11

(11) Coenunenus 111 nmm Coenunenns 11-d:
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dapManieBTHYECKH  MpHEMJIEMbIE COJNIM  JIOOOTO W3  BBILICTIEPEUUCIEHHBIX U
(bapmMareBTUIECKH MPHEMIIEMbII HOCUTENb.

94. Cnoco0 mo BapuaHTy peanusanuu 93, B koTopom: (1) mepBas ¢apmareBTHUECKAs
KOMITO3UIIUSI COZIEPIKUT, MO MEHbIIEH Mepe OAHO coenuHeHue, BbiopanHoe u3 Coenunenus | u
ero (QapmamneBTUYEeCKU TMPHEMJIEMbIX COJiel, U BTopas (apmaueBTHUECKas KOMITO3ULHS
COINEpKUT TO MeHbIIed Mepe OnHO coenuHeHue, BboiOpanHoe u3 Coemmuaenuss II u ero
(bapmMareBTUIECKH IPUEMIIEMBIX COJIEH, U, IO MEHbLIEH Mepe OJHO COeIUHEHNE, BBIOPAHHOE U3
Coemunenuss III u ero ¢QapmaneBTuyecku npuemieMblx conedd; wnu  (ii) mepsas
(dapmaneBTHYECKAsS KOMITO3ULIUSI COAEPIKUT, IO MEHbLIEH Mepe OAHO COCOUHEHHE, BBIOPAHHOE
u3 Coenunenust [ u ero ¢apmaneBruuecku nmpueMiIeMbIX CoJieil, 1 BTopas (papMaleBTUYeCKH
npuemsieMasi KOMITO3ULHsI COAEPIKUT MO MEHbIIEH Mepe ONHO COeIUHEHHE, BbIOPAHHOE W3
Coenunenust Il u ero QapmaneBTHYeCKH NPUEMIIEMBIX COJIeH, W TO MEHbIIEH Mepe OIHO
coennnaenue, BbiOpanHoe u3 Coenunenus I11-d u ero ¢papmaneBTHIECKH MPHEMIIEMbIX COJICH.

95. Cnoco0 mo BapuwaHTy peamm3anuu 93, B KOTOPOM TNepBas (apMareBTHUECKAas
KOMITO3UIIUSI COIEPIKUT: 10 MEHbIIeH Mepe OAHO coeanHeHue, BbiOpanHoe u3 Coenuuenus | u
ero (QapmaneBTUYeCKd TMPHUEMJIEMbIX COJiel, W BTopas (apmaueBTHUECKas KOMITO3ULHS
CONEPKUT TO MeHbIIeld Mepe OOHO coenuHeHue, BbiOpaHHoe w3 Coenwnenust II u ero
(apmManeBTHIECKN IPUEMIIEMBIX COJIEH, U, IO MEHbLIEH Mepe OJHO COETUHEHNE, BBIOPAHHOE M3
Coenunenus IV u ero ¢papmaneBTHUECKN TPUEMIIEMBIX COJIEH.

96. Cnoco0 mo BapuaHTy peanmsanuu 93, B kotopom: (1) mepsas ¢apmareBTHUECKAs
KOMITO3UILIUST COIEPIKUT: 10 MEHbIIeH Mepe OAHO coeanHeHue, BbiOpaHHoe u3 Coenunenus | u
ero (QapmamneBTUYEeCKU TMPHEMJIEMbIX COJiel, U BTopas (papmaueBTHUECKas KOMITO3ULHS
COINEp>KUT IO MeHbIIel Mepe oaHo coenuHeHue, BoiOpaHHoe u3 Coemmnenmst III u ero

(apMaLeBTUYECKH MPUEMIIEMbIX COJIEH, U, IO MEHbIEH Mepe OIHO COeTUHEHHNE, BBIOPaHHOE U3
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Coemunennss IV u ero ¢QapmaneBTudeckn mpHeMJeMbIx cojed; win (i) mnepsas
dapmanieBTHUIECKasT KOMITO3UIIMSI COAEPIKUT, IO MEHbILIEH Mepe ONHO COEAMHEHHUE, BHIOPAHHOE
3 Coenunenus I u ero ¢apmaueBTuuecku mpuemieMbIX cojieil, 1 BTopas (papmaneBTHYEeCKU
npuemsieMasl KOMIO3HMLMS COAEPXKHUT: MO MeHbIIEH Mepe OIHO COEOUHEHHE, BBIOpAaHHOE M3
Coenunenus III-d u ero ¢apmaneBTuyecku NpuemMiIeMbIX COJNeH, U 1O MeHbLIEH Mepe OAHO
coenuHeHue, BeiOpanHoe u3 Coenunenus IV u ero ¢papManeBTHUECKH IPUEMIIEMbIX COJIEH.

97. Cnoco0 mo BapuwaHTy peanuzanuu 93, B KOTOPOM TmepBas (apMaleBTHUECKas
KOMITO3UIUST COIEPIKUT. 10 MEHbLIeH Mepe OJHO coeanHeHue, BbiOpanHoe u3 Coenunenus 1 u
ero (QapmareBTUYeCKU TMPHEMJIEMbIX COJiell, W BTopas (apmaueBTHUECKas KOMITO3ULHS
comepkutT (1) MO MeHbIIeH Mepe ONHO coenuHeHue, BbiOpanHOe u3 Coemunenwsi I u ero
(apMaieBTHYECKH MTPUEMIIEMBIX COJIEH, U 10 MEHbIIEH Mepe OJHO COeNMHEHHEe, BBIOPAaHHOE U3
Coenunennst Il u ero (papmaneBTHYECKH NMPUEMIIEMBIX cojiel, (i) MO MeHbIIeH Mepe OIHO
coennHeHue, BeiOpaHHOe n3 Coenunenus Il u ero gapmaueBTHUECKN NPUEMIIEMBIX COJIEH, U IO
MeHbLIeH Mepe OnHO coenuHeHue, BpiOpaHHOoe n3 Coenunenus IlI-d u ero dapmaneBTHUECKH
NPUEMJIEMBIX COJIeH, uiH (i1) Mo MeHbIIEH Mepe OIHO coennHeHue, BeiOpaHHoe U3 CoennHeHus
II u ero ¢dapmaueBTHYECKH NPHEMJIEMBIX COJIeH, M 1O MeHbIIEH Mepe OOHO COEIUHEHHE,
BbIOpanHoe 3 CoenuHenus IV u ero ¢papMareBTHUECKH PHUEMIIEMBIX COJIEH.

98. Criocob no moboMy U3 BapuaHTOB peanu3aiuu 93-97, B KOTOPOM €KETHEBHO BBOIST
ot 20 go 800 Mr mo MeHbIIel Mepe OIHOrO coeanHenws, BeiOpanHoro u3 Coenunenus [ u ero
bapmMareBTUIECKH MPHEMIIEMbIX COJIEH.

99. Criocob no mroboMy U3 BapuaHTOB peanuzauu 93-97, B KOTOPOM €KEeTHEBHO BBOIST
ot 30 go 720 Mr mo MeHbIIelH Mepe OIHOro coeauHeHwus, BbiOpanHoro u3 Coenunenus [ u ero
(bapmMareBTUIECKH TPUEMJIIEMbIX COJIEH.

100. Cnoco6 mo mroboMmy H3 BapuaHTOB peanuzauuu 93-97, B KOTOPOM €XKETHEBHO
BBOZAT OT 40 10 600 Mr o MeHblIel Mepe OIHOrO coequHeHus, BbiopanHoro u3 Coenunenus I
U ero (papMaleBTHYECKH MPUEMJIEMbIX COJICH.

101. Cnocob® mo mobOoMy U3 BapuaHTOB peanusaruu 93-97, B KOTOPOM €KEIHEBHO
BBOAAT OT 40 no 600 mr umu or 40 go 550 Mr mo MeHblIel Mepe OAHOTO COEIUHEHMUS,
BbIOpanHOro U3 CoenuHenus | u ero ¢papManeBTHUECKH TPUEMIIEMBIX COJIEH.

102. Cnocob® mo mobOoMy U3 BapuaHTOB peanusaruu 93-97, B KOTOPOM €KETHEBHO
BBOZAT OT 40 10 500 Mr mo MeHbIuel Mepe OTHOro coenuHeHust, BeiOpanHoro u3 Coenunenus |
U ero (papMaleBTHYECKH MPHUEMJIIEMbIX COJICH.

103. Cnocob® mo mobomy U3 BapuaHTOB peanu3anuu 93-97, B KOTOPOM €3KETHEBHO
BBOZAT OT 40 10 400 Mr mo MeHbIIeH Mepe OMHOrO coennHeHus!, BeiOpanHoro n3 Coennnenus |
u ero (apmaneBTuuecku mnpuemseMbix cojeil. 104, Cmocod mo ar000oMy W3 BapuUaHTOB
peanuzauuu 93-97, B KOTOpoM exxkeHeBHO BBOIAT OT 40 10 300 Mr mo MeHbLIelH Mepe OJHOrO
coennHeHUs, BbiOpanHoro n3 Coenunenns I u ero gapmaneBTHYECKH TPUEMIIEMBIX COJIEH.

105. Cnocob® mo moOoMy u3 BapuaHTOB peanuzanuul 93-97, B KOTOPOM €KETHEBHO
BBOZAT OT 50 110 360 Mr mo MeHbIuel Mepe OMHOro coenuHeHus!, BeiOpanHoro n3 Coennnenus |

U ero (papMaleBTHYECKH TPHUEMIIEMbIX COJIEH.



70

106. Cnoco® mo moOoMmy U3 BapuaHTOB peanuzauuu 93-97, B KOTOPOM €XKETHEBHO
BBOAAT OT 160 10 320 Mr mo MeHbInel Mepe OHOTO coeAnHeHust, BeiOpaHHOro u3 CoenuneHus |
U ero (papMaLeBTUYECKH MPUEMIIEMBIX COJIEH.

107. Cnoco® mo moOoMmy U3 BapuaHTOB peanm3auuu 93-97, B KOTOPOM €XKEeTHEBHO
BBOZAT OT 240 no 400 mr wnm ot 160 go 300 Mr mo MeHblell Mepe OAHOrO COENUHEHMS,
BbIOpanHOro U3 CoenuHenus | u ero ¢papManeBTHUECKH TPUEMIIEMbBIX COJIEH.

108. Cnoco® mo smroboMy M3 BapuaHTOB peanu3auuu 93-97, B KOTOPOM €XKEIHEBHO
BBOAAT OT 320 mo 480 mr wim ot 160 no 400 Mr mo MeHblIeW Mepe OIHOrO COEAUHEHWUS,
BbIOpanHOTro U3 Coenunenus [ u ero apmarieBTHUECKH MPUEMIIEMBIX COJIEH.

109. Cnocob® mo moboMmy U3 BapuaHTOB peanuzauuu 93-97, B KOTOPOM €XKETHEBHO
BBOAAT OT 360 mo 640 mr wim ot 180 go 220 Mr mo MeHblIeW Mepe OIHOrO COCAUHEHWUS,
BbIOpanHoro 3 Coenunenust [ u ero apmarieBTHUECKH PUEMIIEMBIX COJIEH.

110. Cnoco® mo mrobomy U3 BapuaHTOB peanuzauud 93-97, B KOTOPOM €KETHEBHO
BBOAST OT 80 10 360 Mr Mo MeHbInel Mepe OTHOTO coeauHeHus, BbiOpanHoro u3 Coenunenus [
U ero (hpapMaleBTUYECKH MPUEMIIEMBIX COJIEH.

111. Cnoco® mo moboMmy U3 BapuaHTOB peanuzauuu 93-97, B KOTOPOM €XKETHEBHO
BBOAST 50 Mr MO MeHbIIeW Mepe OOHOro coenuHeHusi, BeiOpanHoro u3s Coemwnenus | u ero
(hapMaLeBTHYECKU TIPUEMIIEMBIX COJICH.

112. Crmoco® mo moOoMmy U3 BapuaHTOB peanuzauuu 93-97, B KOTOPOM €XKETHEBHO
BBOAAT 100 Mr mo MeHbIel Mepe OgHOro coenuHeHws:, BbiOpaHHOro u3 Coemunenus [ u ero
(hapMaLeBTUYECKU IPUEMIIEMBIX COJICH.

113. Cnoco® nmo mobOomy u3 BapuaHTOB peanuzauuu 93-97, B KOTOPOM €XKEeTHEBHO
BBOAAT 250 mr miu 200 Mr 1o MeHbIIel Mepe OJJHOTO COeANHEeHUst, BbIOpaHHOTro U3 CoenuHeHHs
I u ero papmarLieBTHYECKH IPUEMIIEMBIX COJIEH.

114. Cnoco® mo nmroboMy M3 BapuaHTOB peanuzauuu 93-97, B KOTOPOM €XKEIHEBHO
BBoAAT 150 mr, 200 mr, 250 mr, 300 mr, 350 mr, 400 mr, 450 mr, 500 mr, 550 mr unu 600 Mmr 1o
MEHBIIIe Mepe OJHOro coenuHeHus, BoiOpaHHoro uz CoenuHenus I u ero dapmaieBTHYECKH
MIPUEMIIEMBIX COJIEH.

115. Cnocob mo nmrobomy u3 BapuaHTOB peaim3auuu 93-114, B KOTOPOM NO MEHbILIEH
Mepe OOHO coenauHeHue, BriOpaHHOe U3 CoenuHeHus: | u ero gapManeBTHUECKH MPUEMJIIEMbBIX
COJIEH, BBOJAT B €IUHUYHON 103€ OUH pa3 B CYyTKH.

116. Cnocob mo mobomy u3 BapuaHTOB peanm3anuu 93-114, B KOTOPOM NO MEHbIIEH
Mepe OOHO coenauHeHue, BriOpanHoe u3 CoenuHeHus: | u ero ¢apmaleBTHUECKH MPUEMITEMbIX
COJIeH, BBOJSAT B ABYX J103aX €KEIHEBHO.

117. Cnocob mo moboMy U3 BapUaHTOB peanu3auuu 93-95 u 97, B KOTOPOM €XKEeTHEBHO
BBOAST OT 25 10 200 Mr mo MeHbIIel Mepe OOHOro coearnHeHust, BbiOpanHoro 3 Coennnenus 11
U ero (papMaleBTUIECKH MPUEMIIEMBIX COJIEH.

118. Cnoco0b mo moboMy U3 BapraHTOB peanuzauuu 93-95 u 97, B KOTOPOM €XKEeTHEBHO
BBOAAT OT S0 10 150 Mr mo MeHblel Mepe OOHOro coeanHeHust, BbiopanHoro 3 Coexnnenus 11

U ero (papMaleBTHYECKH TPHUEMIIEMbIX COJIEH.
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119. Cnoco0 mo moboMy U3 BapUaHTOB peanu3auuu 93-95 u 97, B KOTOPOM €XKEeTHEBHO
BBOASAT OT 75 1o 200 Mr mo MeHbIIIel Mepe OOHOro coenHeHust, BbiopanHoro 3 Coennnenus 11
U ero (papMaleBTHYECKH TPHUEMIIEMbIX COJIEH.

120. Cnoco0 nmo moboMy U3 BapuaHTOB peanu3auuu 93-95 u 97, B KOTOPOM €XKeTHEBHO
BBOZIAT 50 Mr mo MeHbluel Mepe OJHOro coenuHeHus, BelOpanHoro u3 Coenunenus Il u ero
(apmaLieBTHYECKH IPUEMIIEMBIX COJIEH.

121. Crioco® o moboMy 13 BapHaHTOB peanu3auuu 93-95 u 97, B KOTOPOM €XKETHEBHO
BBOAST 100 Mr mo MeHbIlel Mepe OOHOro coeauHeHwus:, BoiOpanHoro us Coemunenus Il u ero
(bapManeBTUYECKH MPHEMJIEMbIX COJICH.

122. Cniocob mo ro6oMy U3 BapuaHTOB peanuzauuu 93-95, 97, u 117-121, B KOTOpOM 110
MeHbLIeH Mepe OmHO coenuHeHHe, BbiOpaHHOe n3 Coemmuenus Il m ero QapmaneBTUYeCKH
MIPUEMJIEMBIX COJIEH, BBOAST B €JUHUYHOMN 103€ OJIUH Pa3 B CYTKU.

123. Criocob mo nro6oMy U3 BapuaHTOB peanm3auuu 93-95, 97, u 117-121, B KOTOPOM 110
MeHbIIeH Mepe omHO coenuHeHHe, BpiOpaHHOe m3 Coemmuenust Il m ero dapmaneBTHdecKH
MPUEMJIEMBIX COJIEH, BBOAST B JIBYX J03aX €XKEIHEBHO.

124. Cnoco® mo moboMy u3 BapuaHTOB peanuzauuu 93, 94, 96 u 97, B kotopom: (i)
exenHeBHO BBOAAT OT 50 mr 10 600 Mr 1o MeHbIIeH Mepe OIHOTO COeUHEHHs], BBIOPAHHOTO U3
Coenunenus 11 u ero ¢papmaneBTHUECKH IPUEMIIEMBIX cOJel;, 1TH (11) eXKeTHEBHO BBOAAT OT S50
mr 10 400 Mr o MeHblIel Mepe ofHOro coennHeHus:, BbiopanHoro u3 Coennnenus IlI-d u ero
bapmMareBTUIECKH MPHEMIIEMbIX COJIEH.

125. Cnocob mo moboMy u3 BapuaHTOB peanuszauuu 93, 94, 96 u 97, B kotopom: (1)
exenHeBHO BBOAAT oT 50 mr 10 450 Mr 1o MeHbInel Mepe OIHOTO COeUHEHHs], BBIOPAHHOTO U3
Coenunenus 111 u ero ¢papmareBTHUECKU PUEMIIEMBIX coeil;, 1iH (11) eXXeHEBHO BBOIAT OT 50
mr 10 300 Mr mo MeHbLIeH Mepe OAHOro coenuHenus, BeiOpanHoro u3 Coenunenus II1-d u ero
(apmaLieBTHYECKH IPUEMIIEMBIX COJIEH.

126. Cnocob mno mobdoMy u3 BapuaHTOB peanuszauuu 93, 94, 96 u 97, B kotopom: (i)
exxenHeBHO BBOIAT OoT 100 mr mo 400 Mr mo MeHbIlel Mepe OIHOrO COSIUHEHMsI, BHIOPAHHOTO
u3 Coenunenus 111 u ero papmaneBTHYeCKH MPUEMIIEMBbIX COJIeH; WK (1) €KeTHEBHO BBOAST OT
100 mr no 300 mMr o MeHbIel Mepe OTHOTO coennHenus, BeiOpanHoro w3 Coenunenws I11-d u
ero (papMaLeBTHUECKU MPUEMIIEMBIX COJIEH.

127. Cnocob mo moboMy u3 BapuaHTOB peanuzauuu 93, 94, 96 u 97, B kotopom: (i)
eXeHEBHO BBOIAT OT 125 mr 1o 300 Mr mo MeHbIIeld Mepe OTHOTO COSIUHEHHs], BHIOPAHHOTO
u3 Coenunenus 11 u ero papmaneBTHYeCKH MPHEMIIEMBIX COJIEH; Wi (11) €KeITHEBHO BBOAST OT
125 mr go 300 mMr o MeHbIel Mepe OTHOTO coeanHenus, BeiopanHoro w3 Coenunenus I11-d u
ero (papmManeBTHUECKN MPUEMIIEMBIX COJIEH.

128. Cnoco® mo moboMy u3 BapuaHTOB peanuszauuu 93, 94, 96 u 97, B kotopom: (i)
exenHeBHO BBOIAT OT 150 mr mo 300 Mr mo MeHbIel Mepe OIHOTO COCIUHEHHs], BHIOPAHHOTO
u3 Coenunenns I u ero papmaneBTHdecky mpueMiIeMbIx Cojiei; niH (11) eKeHEBHO BBOAST OT
100 mr go 200 mr mo MeHbIel Mepe ogHOTro coeanHenus, BeiopanHoro w3 Coenunenws I11-d u

ero (papmManeBTHUECKU MPUEMIIEMBIX COJIEH.
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129. Cnoco® mo moboMy u3 BapuaHTOB peaim3auuu 93, 94, 96 u 97, B koropom: (1)
exxeqHeBHO BBOAAT oT 200 Mr no 600 Mr mo MeHbIIEl Mepe OIHOTO COCAMHEHUs], BHIOPAHHOTO
u3 Coenunenus 111 u ero papmaneBTHdecky MpueMIeMbIX CoJei; niH (11) eKeIHEBHO BBOAST OT
125 mr go 200 mr o mMeHbIel Mepe ogHoro coenuHeHwus, BbiopanHoro u3 Coenunenus 11I-d u
ero (papmMaLeBTHUECKU MPUEMIIEMBIX COJIEH.

130. Cnoco6 mo mobomy u3 BapuaHTOB peanusauuu 93, 94, 96 u 97, B xoropom (i)
exxeiHeBHO BBOAAT OT 300 mr 1o 600 Mr mo MeHbIIeld Mepe OJHOrO COCOMHEHHs, BBIOPAHHOTO
u3 Coenunenus 11l u ero papmauesTudecku mpuemieMbix cosiel; wiu (ii) BBogsaTt 150 mr, 200
mr uian 300 Mr Mo MeHbLIeH Mepe OnHOro coenuHeHwst, BeiOpanHoro u3 Coenunenus 111-d u ero
(apMaLeBTHYECKH MPUEMJIEMbIX COJIEH Ha TO3UPOBKY OJIUH pPa3 B CYTKH.

131. Cnocob mo mobomy U3 BapuaHTOB peanmzauuu 93, 94, 96 u 97, B kotopom (1) nBa
pasa B cyTKH BBOIAT 150 Mr Ha TO3UPOBKY IO MEHBIIEH Mepe OJJHOTO COSAMHEHUS], BBIOPAHHOTO
u3 Coenunenus Il u ero ¢apmaneBTHYECKH MpUEMJIEMbIX coiell, uiH (11) OOUH pa3 B CYTKH
BBOIAT 150 Mr Ha JO3UPOBKY 1O MEHBbIIEH Mepe OJHOrO COENUHEHHs, BBIOPAHHOTO W3
Coenunenus I11I-d u ero gpapmaneBTHIECKH MPUEMIIEMbIX COJIECH.

132. Cnocob® mo mobomy u3 BapuaHToB peammsarmu 93, 94, 96, 97, u 124-130, B
KOTOpOM: (1) OAWH pa3 B CYTKH B €AUHUYHON J03€ BBOJST IO MEHbBIIEH Mepe OTHO COSTUHEHUE,
BoiOpanHoe u3 Coenunenus Il u ero gapmaneBTryecku mprueMiieMbIx coeid; i (i1) OIuH pas
B CYTKM B €JUHHYHOW J03€ BBOAAT IO MEHbLIEH Mepe ONHO COENWHEHHE, BBIOPAHHOE W3
Coenunenus I11I-d u ero gpapmaneBTudecky MPUEMIIEMbIX COJIEH.

133. Cnocob® mo mobOomy u3 BapuaHTOB peanmsaimu 93, 94, 96, 97, u 124-130, B
kKoTopoM: (1) 1Ba pa3a B CyTKU BBOZST 103y IO MEHbBIIEH Mepe OTHOTO COeUHEHUs], BBIOPAHHOTO
n3 Coenunenus Il u ero dapmanesrudeckn nmpuemieMbix cosei;, wau (i1) aBa pasa B CYTKU
BBOJIAT 103y MO MEHbILIEH Mepe OOHOro coenuHeHwus, BbiopanHoro u3 Coenunenwus III-d u ero
(apmaLieBTHYECKH IPUEMIIEMBIX COJIEH.

134. Cnocob mo mro0oMy U3 BapUAHTOB peanu3auuu 93 u 95-97, B KOTOPOM €3KeTHEBHO
BBOIAT OT 100 mMr 1o 1000 Mr Ha 103y MO MEHBLIEH Mepe OIHOTO COSIMHEHUs], BBIOPAHHOTO M3
Coenunenus IV u ero ¢papmManeBTHUECKU MPUEMIIEMBIX COJIEH.

135. Cnocob mo moboMy U3 BapUaHTOB peanu3auuu 93 u 95-97, B KOTOPOM €KEeTHEBHO
BBoAsST oT 400 mr mo 1000 Mr mo MeHbIIEH Mepe OIHOIO COENMHEHUsS, BBIOPAHHOTO U3
Coenunenus IV u ero ¢papmaneBTHUECKN MPUEMIIEMBIX COJICH.

136. Cnocob mo moboMy U3 BapUaHTOB peanu3auud 93 u 95-97, B KOTOPOM €KEeTHEBHO
BBOAST OT 400 mMr no 800 Mr mo MeHbIIeH Mepe OOHOrO COENMHEHHWs, BBIOPAHHOTO U3
Coenunenust IV u ero ¢papmManeBTHUECKU MPUEMIIEMBIX COJICH.

137. Cnocob mo moboMy u3 BapuaHToB peanmsanmu 93, 95-97 u 133-136, B xoTopom
OIuH pa3 B cyTkH BBOIAT 800 Mr Ha 103y MO MEHbIIEH Mepe OJHOTO COeNUHEHHs, BHIOPAHHOTO
u3 Coenunenus IV u ero ¢papmarieBTHUECKH IPHUEMIIEMBIX COJIEH.

138. Criocob mo mrobomy u3 BapuaHTOB peanmnzanuu 93, 95-97 u 133-136, B koTOpOM /1Ba
paza B cyTku BBOIAT 400 Mr Ha 103y MO MEHbBIIEH Mepe OJHOTO COEAMHEHUs, BHIOPAHHOTO M3

Coenunenus IV u ero ¢papmaneBTHUECKN MPUEMIIEMBIX COJICH.
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139. Cnoco6 mno BapuaHTy peannzauuud 93, B KOTOPOM VKa3aHHBIH MAaIMEHT C
MYKOBHCLIHJIO30M, BbIOpaH U3 manueHToB ¢ reHorunamu F508del/munumanbHas ¢QyHKIus,
nanueHToB ¢ reHorunamu F508del/F508del, manmentoB ¢ renorunamu F508del/redTuHr u
nanueHTos ¢ reHorunamu F508del/ocraTounast pyHxmst.

140. Cnoco® mo BapuaHTy peanuzaumd 93, B KOTOPOM YyKAa3aHHYK MEPBYIO
(apMaLeBTHYECKYIO0 KOMIO3HLIUIO, coaepxaiyto oT S0 mr 1o 600 Mr mo MeHbIuel Mepe OIHOro
coenuHeHus, BbiOpaHHOro n3 CoenuHenus I m ero QapmaueBTHUECKH NPUEMIIEMBIX COJIEH,
BBOJSIT €KEAHEBHO.

141. Crocob no BapuaHTy peanuzauuu 93, B KoTopoM: (i) eXKeIHEBHO BBOIAT OT 50 mr
no 200 Mr mo MeHbleW Mepe ONHOro coenuHenusi, BoiOpaHHoro m3 Coenunenws I u ero
(dbapMaleBTUYECKU MPUEMIIEMBIX COJIeH, W/UIN ekeqHeBHO BBOIAT OT 150 mr mo 600 mr mo
MEeHbLIeH Mepe OMHOro coenuHeHus:, BeiOpanHoro u3 Coenunenus 111, u ero gapmaneTuyecku
NpUEMJIEMBIX cojiel; wiH (i1) exxeqHeBHO BBOAAT OT S0 mr 1o 200 Mr 1o MeHbLIeH Mepe OTHOTO
coennaeHus1, BbIOpaHHOro n3 CoenuHenus Il m ero ¢apManeBTHUECKH NMPHEMIIEMbIX COJIEH,
u/uau OT exxkeaHeBHO BBOAST oT 100 mr mo 225 Mr mo MeHbIIeH Mepe OIHOTO COSHUHEHWS,
BbIOpanHoro u3 Coenunenus 11I-d u ero papmaneBTnyeck MPUEMIEMbIX COJEH.

142. Cniocob o Bapuanty peanuzauuu 93, 140 u 141, B koTopom: (1) eKeTHEBHO BBOJST
ot 150 mr no 600 Mr o MeHbIIeH Mepe OJHOTrO coenuHeHus1, BbiopanHoro n3 Coenunenus 111 u
ero (hapMareBTHUECKH MPUEMIIEMBIX COJIeH, n/uin exenHeBHO BBOAT OT 400 mr 1o 1000 mr mo
MEeHbLIEH Mepe, OJHOro coennHeHust, BeiOpanHoro n3 Coenunenus IV u ero papmanerudecku
npUeMIIEMBIX coueit;, mu (1) exxenHeBHO BBOAAT oT 100 Mr 1o 225 Mr no MeHbIel Mepe OHOTO
coennneHus, BeiOpanHoro u3 Coenunenus III-d u ero ¢apmaneBTHUECKH TPUEMIIEMBIX COJIEH,
u/unn exxenHeBHO BBOIAT OT 400 mr mo 1000 mMr mo MeHbluel Mepe OIHOTO COEAMHEHUS,
BeIOpanHoro u3 Coenunenus [V u ero ¢papmaneBTHUECKH PUEMIIEMBIX COJIEH.

143. Cnocob no moOoMy M3 BapHaHTOB peanusuzauuu 93-142, B KOTOPOM yKa3aHHYIO
BTOPYIO (hapMaLeBTHUECKYIO KOMITO3HUIIMIO BBOASIT A0, TOCHE WM OJHOBPEMEHHO C YKa3aHHOM
nepBoil (hapMaLeBTHUECKON KOMIO3HLIUEH.

144. Cnocob6 mno mrobomy u3 BapuaHToOB peanmusmsauun 93-143, NOMONIHUTENBHO
BKJIFOYAOLMI BBEIEHHE YKAa3aHHOMY NAlMEeHTy TpeTheil (hapMaleBTHUECKOH KOMITO3HMLIUH,
NpUYeM YKa3aHHAas KOMIIO3ULUSI COnmepuT: (1) MO MEHbLIeH Mepe, OOHO COEOUHEHHE,
BoiOpanHoe w3 Coenunenus I, Coemmnenus III, Coemuuenust IV u ux ¢dapmaneBTudecku
NpUEMJIEMBIX coJiei; mH (i) o MeHbIIel Mepe OHO coeanHeHue, BriOpanHoe n3 CoennHeHMs
II, Coenunenns 11I-d, Coenunenust IV 1 ux ¢papmaneBTHUECKH TPUEMIIEMBIX COJIEH.

145. Crnoco6 mo BapuwaHTy peajqm3anuu 144, mnpudeM YKa3aHHYIO TPETHIO
(apMaeBTHYECKYIO0 KOMIIO3HULIMIO BBOISAT OAHH Pa3 B CYTKH.

146. Crocob mo mroboMy w3 BapuaHTOB peanusmzanuu 1, 51 u 93, BKIFOYArOIUN
BBeJIeHUE yKa3aHHOMY nauueHTy Coequnenus L.

147. Crnocob mo moboMy u3 BapuaHTOB peanusmzanuu 1, S1 u 93, BKIFOYArOIUNA
BBE/ICHNE YKa3aHHOMY MalMeHTy (apmaneBTudecku npuemnemoii conu Coenunenns L.

148. Crocob mo moboMy u3 BapuaHTOB peanusmzanuu 1, S1 u 93, BrIFOUaromui
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BBeJZieHUe yKa3aHHOMY nauueHTy Coeaunenus I

149. Crnocob mo mroboMy w3 BapuaHTOB peanusmzanuu 1, 51 u 93, BKIFOYarOIui
BBEJICHNE YKa3aHHOMY MalueHTy (apmaneBTudecku npuemnemoii comn Coenunenws 11

150. Crocob mo moboMy u3 BapuaHTOB peanusmzanuu 1, S1 u 93, BrIFOUarOmui
BBefieHUe yKkaszaHHOMY nauueHTty Coenunenus Il unu Coenunenus I11-d.

151. Cnocob mo nmoboMy M3 BapuaHTOB peanusuzauud 1, 51 u 93, BKIIOYANOIUIN
BBEJIEHHE YKa3aHHOMY mnauueHTy (apmanesrudyecku npuemiuemoit comn Coenunenus 111 mnn
dapmauesruuecku npuemiiemont conu Coenunenus I11-d.

152. Cnocob mo roboMy w3 BapuaHTOB peanusumzanuu 1, 51 u 93, BKJIFOYAROIIUN
BBeZleHHe yKa3zaHHOMy nauueHTy Coennnenus [V.

153. Cnocob mo mroboMy u3 BapuaHTOB peanusmzanuu 1, 51 u 93, BKIFOYAROIIUN
BBEJICHUE YKAa3aHHOMY MalUeHTy (apmaneBTudecku npuemiemoii conu Coenunenus [V.

154. Cnocob mo mroboMy w3 BapuaHTOB peanusmzanuu 1, 51 u 93, BKIFOYAROIIUN
BBEJICHUE YKa3aHHOMY TauueHTy (apmanesrudeckn mnpuemiemoit comu CoemuHenus
Coenunenus Il u Coenunenns 111-d.

155. Cnocob mo mroboMy w3 BapuaHTOB peanusmzanuu 1, 51 u 93, BKIFOYArOIUNA
BBeieHne ykazaHHoMy mauueHty: (1) Coenunenus [, Coenunenus 1l u Coenunenns 1L wmu (i)
Coenunenus I, Coenunenus Il u Coenunenus I11-d.

156. Crocob mo mroboMy w3 BapuaHTOB peanusmzanuu 1, 51 m 93, BKIIOYArOLIHIA
BBeneHue ykazanHoMmy mnanueHTy: (i) Coenunenus [ u Coenunenws 111, winm (i1) Coenunenus 1 u
Coenunenus I11-d.

157. Crocob mo moboMy u3 BapuaHTOB peanusmsanuu 1, 51 u 93, BKIFOWaromui
BBEICHUE YyKa3aHHOMY mauueHty: (i) ¢gapmaueruuecku nmpuemiuemoit conu Coenunenus I, u
Coenunenus III; wium (ii) dpapmaneBtudecku npuemnemoii conu Coenunenns [ u CoenuneHwust
I11-d.

158. Cnocob mo mobomy u3 BapuaHTOB peanusuzauuu 47, 89 wmu 139, B koTOopom
natMeHT ¢ redHotunoMm  F508del/mMuHmManbHas ~ QyHKUMST ~ MMEET — MHHHUMAJIBHYIO

(YHKLIMOHAIBHYIO MyTAIHIO, BEIOPAHHYIO U3
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159. Cnocob mo moOomy u3 BapuaHTOB peanusuzauuu 47, 89 wmmu 139, B koTopom

naiedT ¢ reHorurnoM F508del/redTHHT mMeeT MUHUMAIBHYIO (YHKIMOHAIBHYIO MYTAaLHUIO,
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BbIOpaHHyto u3 G178R, S549N, S549R, G551D, G551S, G1244E, S1251N, S1255P u G1349D.

160. Cnocob mo mobOomy u3 BapuaHToB peanusuzauuu 47, 89 wmmm 139, B koTOpom
nanueHT ¢ reHorunoM F508del/ocrarounas QpyHKIMS MMeET MYyTALMI OCTATOYHOW (PYHKLMH,
BeIOpannyo u3 2789+5G0 A, 3849+10kbCOT, 3272-26A0 G, 711+3A0 G, E56K, P67L,
R74W, D110E, D110H, R117C, L206W, R347H, R352Q, A455E, D579G, E831X, S945L,
S977F, F1052V, R1070W, F1074L, D1152H, D1270N, E193K, K1060T, R117H, S1235R,
11027T, R668C, GS576A, M470V, L997F, R75Q, R1070Q, R31C, D614G, G1069R, R1162L,
E56K, A1067T, E193K u K1060T.

161. Cnoco6 mo moOoMy u3 BapuaHTOB peamm3mzanmu S5S1 wam 93, B KOTOpOM
(apmarieBTHYECKH pHEeMIIeMblil HocuTeb npeacrasisier cooorit HPMCAS-HG.

162. Criocob mo moboMy U3 BapHaHTOB peaimsusauuu 1-5, 25-47, 49, 50, 51-55, 73-89,
91, 92, 93-97, 117-139 u 140-161, npuuem exxeqHeBHO BBOIAT 20 Mr, 50 mr, 60 mr, 100 mr, 120
mr, 200 mr, 240 mr, 250 mr, 300 mr, 350 mr, 400 mr, 450 mr, 480 mr, 500 mr, 550 mr, 600 mr
win 800 Mr mo MeHbIIell Mepe, OMHOTO coenuHeHwus:, BbIOpanHOro u3 Coenunenus I u ero
bapManeBTHUECKH MPHEMIIEMbIX COJICH.

163. Criocob no mobomMy u3 BapuaHTOB peanusmzaunu 1, 47, 51, 89, 93, 139 u 158-161,
B KOTOPOM YKa3aHHOMY NAIMEHTY BBOIAT: (1) MO MEHBIIEH Mepe, OTHO COSANHEHHUE, BHIOPAHHOE
u3 Coenunenust | u ero ¢apmaneBTHUECKH NPUEMIIEMBIX COJIEH, IO MEHbLIEH Mepe OIHO
coennneHue, BeiOpanHoe n3 Coenunenus Il u ero papmaneBTHUYECKH MPUEMIIEMBIX COJIEH, U, IO
MeHblIeH Mepe ofgHO coenuHeHue, BbiOpaHHoe n3 Coenunenus III u ero Qapmanesrudecku
NPUEMIIEMBIX COJIeH, U mpu 3TOM BBOAAT OT 50 Mr po 600 mr, mo MeHbIIEH Mepe OAHOTO
coennHeHus1, BbiOpaHHOro u3 Coenunenust 1 u ero (apmaueBTUUECKH INPHEMIIEMBIX COJEH
eXeIHeBHO; BBOAAT OT 50 Mr 10 200 Mr o MeHbIIell Mepe OJHOrO COSUHEHUsI, BLIOPAHHOTO U3
Coenunenus II, u ero apmarieBTHUECKN NPUEMIIEMBIX COJIEH, BBOIST €KEIHEBHO, U BBOIST OT
150 mr mo 600 mr Coenunenus Il exxenneBHO, nim (ii) MO MeHbLIEH Mepe OJHO COETUHEHUE,
BbIOpanHoe 3 CoennHenus | 1 ero ¢apManeBTHUECKH MPUEMJIEMbIX COJICH, IO MEHbIIeH Mepe
OZHO coenuHeHue, BbiOpanHoe u3 Coenuuenus Il u ero papmaueBTHYECKH MPUEMIIEMBIX COJIEH,
U 10 MeHbLIeH Mepe OnHO coenuHenue, BoiOpaHHoe wu3 Coemmnenust III-d u ero
(bapMaleBTUYECKU MPUEMIIEMBIX COJIEH, U TpU 3TOM BBOIAT OT 50 mr g0 600 Mr mo MeHbIIen
Mepe OTHOro coennHeHwust, BeiopanHoro u3 CoenuHenus I 1 ero papmManeBTHYECKH PUEMIIEMBIX
coJieii exenHeBHO, BBOAAT OT S0 10 200 Mr mo MeHbIIeH Mepe OTHOTO COSUHEHNS], BBIOPAHHOTO
u3 Coenunenus I, u ero papmaneBTHYECKH MPUEMIIEMBIX COJIeH €KeqHEBHO, W BBOIST oT 100
Mmr 1o 200 mr Coenunenus I1I-d exxequesHO.

164. Cniocob mo mrobomy u3 BapuaHTOB peanusmsannu 1, 47, 51, 89, 93, 139 u 158-161,
B KOTOPOM YKa3aHHOMY MAaIMEHTY BBOIAT: (1) MO MEHbIIEH Mepe, OTHO COSANHEHHUE, BIOPAHHOE
u3 Coenunenus | u ero ¢apmaneBTuyeckn NMpUEMIIEMbIX COJIEH, W, 1O MEHbLIEH Mepe OIHO
coennneHune, BeiOpanHoe n3 Coenunenus III u ero ¢apmaneBTudeckn mpuUEeMIIEMBIX COJIEH, U
npu 5ToM BBOZAT OT 50 Mr no 600 mr, o MeHbIIeH Mepe OJHOIO COENNHEHMHs], BBIOPAHHOTO M3
Coenunenus | u ero ¢papmaneBTHUECKH PUEMIIEMBIX COJIEH, BBOIST €KEIHEBHO, U BBOAST OT

150 mr o 600 mr Coenunenus Il esxxenHeBHO; unu (i) MO MEHbLIEH Mepe OIHO COETUHEHMUE,
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BbIOpanHOe 3 CoenunHenus | u ero hapmanieBTHUECKH MPUEMIIEMBIX COJIEH, U IO MEHbILEH Mepe
onHO coenuHeHne, BbiOpaHHOe U3 Coemmuenus III-d u ero ¢apmaneBTHUECKH NMPUEMIIEMBIX
coJiel, U mpu 5TOM BBOIAT OT 50 mMr no 600 mMr mo MeHbLIEH Mepe OJHOrO COENMHEHMS,
BbIOpanHoro u3 Coenuuenus I, u ero QgapmaneBTHUECKH NPUEMIIEMBIX COJIEH €XEAHEBHO, U
BBOIT OT 100 mr no 200 mr Coegunenus I11-d exxenHeBHO.

165. Cnoco6 no mobomy u3 BapuaHToB peanusauun 1, 47, 51, 89, 93, 139 u 158-161, B
KOTOPOM YKa3aHHOMY maiueHty BBogsT. (A) (i) ot 50 mr mo 600 mMr omauH pa3 B IeHb IO
MEHbLIEH Mepe OTHOTO COEIMHEHUs, BBIOPAHHOTO W3 COeAMHEHUs | u ero ¢apmManeBTUYeCKH
npuemsieMbix cojieid, (i1) 100 Mr omuH pas B A€Hb MO MEHbIIEH Mepe OJHOTO COEAMHEHWUS,
BbIOpaHHOTO U3 coenuHenus 11 u ero gpapmaneBTudeckn mpueMieMbIx cojiei uian S0 Mr aBa pasza
B J€Hb IO MEHbIIEH Mepe OJHOTrO COEAMHEHHs, BbIOpaHHOro w3 coeamHeHus Il m ero
dapmaneBTHYECKH TpUeMIIeMbIX coned, u (iii) 150 Mr omuH pas B JA€Hb MO MEHbLIEH Mepe
OIHOTO COEIOMHEHUs, BbIOpaHHOro u3 coeamHeHus Il u ero ¢apmaneBTHUECKH MPUEMIIEMBIX
coneit, wiu (B) (1) 200 Mr onuH pa3 B IeHb MO MEHBIIIEH Mepe OJHOTO COEAMHEHMUS, BHIOPAHHOTO
u3 coenuHeHus | u ero papmaueBTuuecku npuemieMsix codei, (i1) 100 Mr Ha 703y OnuH pa3 B
neHb Wi 50 Mr Ha 103y ABa pasza B JIeHb [0 MEHbIIEH Mepe OTHOr0 COCIUHEHHUs, BHIOPAHHOTO
u3 coennnenus Il u ero papmanesTudecku npuemieMsix codeit, u (iil) 150 mr Ha 103y onuH pas
B JIHb 0 MEHBIIEH Mepe OOHOro COeAuHeHHs, BblOpaHHOro w3 coenuHeHus III-d u ero
bapmMareBTUIECKH MPHEMIIEMbIX COJIEH.

166. Criocob mo moboMy U3 BapuaHToB peanm3anuu 1, 47, 51, 89, 93, 139 u 158-161, B
KOTOPOM YKa3aHHOMY MAIMEeHTy BBOIAT: (1) IO MEHbINEH Mepe OHO COeANHEHNE, BHIOPAHHOE 13
coennHeHust | m ero QapmareBTHYeCKH IPHEMJIEMbIX COJeH, M IO MeHbIIeH Mepe OIHO
coenuHeHue, BplOpaHHOe U3 coenuHeHus 11l u ero ¢apmaneBTHYECKH NMPUEMIIEMBIX COJIeH, U
npudeM ot S50 mr mo 600 Mr mo MeHblIed Mepe OIHOIO COeIMHEHHE, BBIOPAaHHOTO W3
coenuHeHus I u ero ¢papmaneBTHYECKH MPHEMIIEMBIX COJIEH Ha 103y BBOASAT OIUH pa3 B IEHB, U
150 mr wiu 300 Mr mo MeHbIIEH Mepe OTHO CoenuHeHue, BbiOpanHoe u3 coenuuenus 111 u ero
(apManeBTHYECKH NMPUEMJIEMbIX COJIEH Ha 03y BBOISAT JBa pas3a B JeHb, WiH (il) MO MEHbILIEH
Mepe OIHO COEOMHEHHE, BbIOpaHHOE U3 coenuHeHus | 1 ero (apmaneBTHYEeCKU MPUEMIIEMbIX
COJIeH, M IO MEHbIIeH Mepe OFHO COoenuHeHHe, BblOpaHHOoe u3 coeamHeHus: III-d u ero
(dapMaeBTHYECKH TPUEMIJIEMBIX cojiei, u mpudeM oT 50 mr mo 600 Mr mo MeHbLIeH Mepe
OJHOTO COEIMHEHUs, BBIOPAHHOTO M3 coeauHeHus | u ero (apmauneBTHYECKH NPUEMIIEMBIX
CoJiell Ha A03y BBOJAT OAWMH pa3 B naeHb, U 150 mr wmau 300 Mr mo MeHbIIEH Mepe OIHO
coennHeHue, BbIOpaHHOe u3 coenuHenus 1lI-d u ero gapmaneBTHdeckn npuemMieMbIX cCoiieil Ha
7103y BBOASIT OIVIH Pa3 B /I€Hb.

167. Cnocob mo moboMy u3 BapuaHToB peanm3anuu 1, 47, 51, 89, 93, 139 u 158-161, B
KOTOPOM YKa3aHHOMY MAIUEeHTy BBOAAT: (1) O MEHbIIEH Mepe OHO COeUHEHNE, BRIOpAaHHOE U3
coenuHeHUs1 | W ero ¢apManeBTHYECKH TNPUEMIIEMbIX COJIel, 1O MEHbLIeH Mepe OJIHO
coennHEHNe, BbIOpaHHOe n3 coenuHeHus 1l u ero gapmaneBTudecku nprUeMIIEMBIX COJIEH, U IO
MEHbLIEH Mepe OAHO coequHeHue, BblOpaHHoe u3 coenuHenus Il um ero dapmanesruyecku

npuemsieMblx coner, u npudem 20 mr, 60 mr, 50 mr, 100 mr, 120 mr, 150 mr, 200 mr, 240 wmr,
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250 wmr, 300 mr, 350 mr, 400 mr, 450 mr, 480 mr, 500 mr, 550 mr, 600 mr, unu 800 Mr mo
MEHBIIEH Mepe OJHOrO COeIMHEHUs, BbIOPAHHOIO M3 COeAMHEHUus | u ero gapmareBTUdecKH
MPUEMJIEMBIX COJIEH HAa 103y BBOAAT OAMH pa3 B AeHb, 100 Mr mo MeHbLIEH Mepe OAHOrO
coennHeHus1, BbIOpaHHOro u3 coeauHeHus Il u ero ¢apmaneBTHUECKH MPUEMIIEMBIX CONIel Ha
703y BBOISIT OZIUH Pa3 B A€Hb WK SO MI [0 MEHbLIEH Mepe OAHOTO COeIMHEHHUs], BBIOPAHHOTO U3
coenuHenus Il u ero papmaneBTHYECKN PHUEMIIEMBIX COJeil Ha 103y BBOASAT ABA pas3a B JI€Hb, U
150 mr uim 300 Mr mo MeHsbIIeH Mepe OJHOTO COeNUHEHUs], BhIOpaHHOro u3 coenunenus 111 n
ero (papmaueBTHUECKM TPUEMIIEMBIX COJIEH Ha J03y BBOAST IBa pa3a B JeHb, Wi (ii) 1o
MEHbLIEH Mepe OOHO COeNUHEeHHe, BbIOpaHHOEe W3 coeArHeHus | u ero QapmManeBTHYECKH
NPUEMJIEMBIX COJIEH, TI0 MEHBIIEH Mepe OIHO COeNuHEeHHe, BriOpaHHOe u3 coenunenus 11 u ero
(apMaieBTHYECKH MTPUEMIIEMBIX COJIEH, U 10 MEHbIIEH Mepe OJHO COeNMHEHHEe, BBIOPAaHHOE U3
coenunenus I11-d u ero papmanesTdecku nmpremiieMbix cosieid, u npudem 20 mr, 60 mr, 50 mr,
100 mr, 120 mr, 150 mr, 200 mr, 240 mr, 250 mr, 300 mr, 350 mr, 400 mr, 450 mr, 480 mr, 500
mr, 550 mr, 600 mr, win 800 Mr mo MeHbIIelH Mepe OJHOTO COENUHEHHs, BBIOPAHHOTO W3
coennHeHUs | 1 ero apmaneBTHYeCKH MPUEMIIEMBIX COJIEH Ha 03y BBOIST OAHMH Pa3 B JICHB,
100 Mr mo MeHblIeH Mepe OIHOTO COEAMHEHUs, BbIOpaHHOro u3 coenuHeHws I u ero
(hapMalleBTHYECKU MTPUEMIIEMBIX COJIEH Ha O3y BBOIST OJUH pa3 B I€Hb Wi SO M IO MEHBIIIEH
Mepe OJIHOrO COEAMHEHHUs, BbIOpaHHOro u3 coenuHeHuss Il u ero (¢apmaneBTHUECKH
MPUEMIIEMBIX COJIEM Ha 03y BBOJAT ABA pa3a B AeHb, U 150 Mr mo MeHblIel Mepe OAHOro
coennHeHUs, BeIOpaHHOTo U3 coenunenus 11I-d u ero ¢papmaneBTHUECKN NPUEMIIEMBIX COJIEH Ha
103y BBOZAST OJH Pa3 B JE€Hb.

168. Crocob mo moboMy U3 BapuaHToB peanmsauuu 1, 47, 51, 89, 93, 139 u 158-161, B
KOTOPOM YKa3aHHOMY MALEeHTY BBOAAT: (1) MO MEHbILEH Mepe OHO COeTUHEeHNE, BLIOpAaHHOE U3
coenuHeHus: | u ero QapmaueBTHYECKH NPUEMIIEMBIX COJield, M 1O MeHbLIeH Mepe OIHO
coenuHeHue, BelOpaHHOe U3 coenuHeHus Il n ero ¢apmaueBTHYECKH NMPUEMIIEMBIX COJIEH, U
npuyeM 20 mr, 60 mr, S0 mr, 100 mr, 120 mr, 150 mr, 200 mr, 240 mr, 250 mr, 300 mr, 350 wmr,
400 wmr, 450 wmr, 480 mr, 500 mr, 550 mr, 600 mr unu 800 Mr mo MeHbLIEH Mepe OAHOIO
COEMHEHUs], BHIOPAHHOTO M3 COEOMHEHHUs | M ero ¢apManeBTHUECKH MPHEMIIEMbIX COJIeH Ha
JI03y BBOASAT OAMH pa3 B AeHb, U 150 mr umu 300 Mr no MeHbLIEH Mepe OAHOTO COCIUHEHUS,
BbIOpaHHOTO M3 coenuHenus Il u ero ¢gapmMareBTHUECKH MPUEMIIEMBIX COJNIEH Ha 103y BBOZST
IBa pasa B JeHb; wiH (il) MO MEHBIIEH Mepe OIHO COeNUHEHHEe, BBIOpAHHOE U3 CoenuHeHus | u
ero (apMaleBTUYECKH MPUEMIIEMBIX COJIEH, W 110 MEHBLIEH Mepe OHO COEAMHEHHUE, BIOPAHHOE
u3 coequnenus III-d u ero apmaneBTHYECKH MpHEMIIEMBIX cojieid, u npudeM 20 mr, 60 mr, 50
mr, 100 mr, 120 mr, 150 mr, 200 mr, 240 mr, 250 mr, 300 mr, 350 mr, 400 mr, 450 mr, 480 wmr,
500 wmr, 550 mr, 600 mr uau 800 Mr Mo MeHbIIeH Mepe OTHOTO COSNMHEHUs, BHIOPAHHOTO W3
coennreHus | u ero apmManeBTHYECKH IPUEMIIEMBIX COJIEH Ha 103y BBOJASAT OWH Pa3 B IE€Hb; U
150 Mr mo MeHblnel Mepe OXHOro coenuHeHws, BbiOpaHHOro u3 coenuHenus III-d u ero
bapmareBTUIECKH MPUEMIIEMbIX COJIEH Ha O3y BBOISAT OAMH Pa3 B CHb.

169. Cniocob mo mobomy u3 BapuanToB peanmzanuu 1, 47, 51, 89, 93, 139 u 158-161, B

KOTOPOM YKa3aHHOMY MMAI[UEHTy BBOAAT: (1) O MEHbIIEH Mepe OHO COeMHEHNE, BBIOpAaHHOE U3
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coenvHeHUs1 1 W ero ¢apManeBTHYECKH TNPUEMIIEMbIX COJIel, 1O MEHbLIEH Mepe OJIHO
coennHeHNe, BbIOpaHHOe n3 coenuHeHus 1l u ero gapmaneBTHdecku NpUeMIIEMBIX COJIEH, U IO
MEHbLIEH Mepe OfHO coequHeHue, BblOpaHHoe u3 coenuHenus III um ero dapmanesruyecku
npuemsieMblx conel, npuyeM S50 mr, 80 mr, 100 mr, 150 mr, 160 mr, 200 mr, 240 mr, 250 mr, 300
mr win 320 Mr mo MeHsbluell Mepe OJHOIO COENUHEHHs, BHIOPAHHOrO M3 coequHeHus I u ero
(apMaleBTHYECKH MPUEMJIEMbIX COJIEH Ha 103y BBOAST IBa paza B AeHb;, 100 Mr mo MeHbIueit
Mepe OIHOrO COenuHeHus, BbIOpaHHOro u3 coeawHeHus II u ero QapmaneBTHIeCKH
MIPUEMJIEMBIX COJIEHl Ha 03y BBOAAT OAUH pa3 B AeHb WM 50 Mr mo MeHbLIEH Mepe OJHOTro
COeMHEHUs], BBIOpaHHOTO M3 coenuHeHus Il u ero (apManeBTHUECKH MPUEMIIEMBIX COJIeH Ha
JI03y BBOJSAT ABa pas3a B AeHb, U 150 mr unu 300 mr coequnenus Il Ha 103y BBOAAT 1Ba pasa B
neHb, win (ii) MO MeHbIIeW Mepe OJHO COeAUHEeHHe, BbhIOpaHHOe W3 coenuHeHus | u ero
(apManieBTHYECKN MPHEMIIEMbIX COJICH, 1O MEHbIIEH Mepe OJHO COeNHWHEHHE, BhIOpaAaHHOEe M3
coenuaeHust Il m ero (apmaneBTHUECKH NPUEMIIEMBIX COJIEH, W TIO MEHbIIEH Mepe OIHO
coennHeHue, BbIOpaHHOe U3 coenuHenus III-d u ero ¢apmaueBTHUeckn mMpHUEMIIEMBIX COJEH,
npuyeM 50 mr, 80 mr, 100 mr, 150 mr, 160 mr, 200 mr, 240 mr, 250 mr, 300 mr uinu 320 mMr no
MEHBIIEH Mepe OJHOTO COEAMHEHUs, BHIOPAHHOTO M3 coequHeHus | um ero ¢apmaneBTHUECKH
MPUEMIIEMBIX COJIEH Ha 103y BBOIAT ABA pasa B AeHb, 100 mMr mo meHbIIEH Mepe OAHOro
COeMHEHUs], BBIOpaHHOro n3 coenuHeHus Il u ero ¢apManeBTHUECKH NMPUEMIIEMBIX COJIeH Ha
703y BBOZST OZIMH pa3 B A€Hb WK 50 MI 110 MEHbIIEH Mepe OTHOTO COENMHEHHs], BHIOPAHHOTO U3
coennneHus 1l u ero ¢apMarneBTHUECKH PUEMIIEMBIX COJIEH Ha A03y BBOISAT ABA pasa B JI€Hb;, U
150 mr coequnenus I1I-d Ha 103y BBOAST OAMH pa3 B ACHb.

170. Criocob mo moboMy u3 BapuantoB peanmzanuu 1, 47, 51, 89, 93, 139 u 158-161, B
KOTOPOM YKa3aHHOMY MALEeHTY BBOAAT: (1) MO MEHbILEH Mepe OHO COeIMHEeHNEe, BEIOpAaHHOE U3
coenuHeHus: | u ero QapmaueBTHYECKH NPUEMIIEMBIX COJield, M 1O MeHbLIeH Mepe OIHO
coenuHeHue, BblOpaHHOe u3 coenuHeHust Il u ero QapmaneBTHYECKH NPHEMIIEMBIX COJIEH,
npuyeM S0 mr, 80 mr, 100 mr, 150 mr, 160 mr, 200 mr, 240 mr, 250 mr, 300 mr unu 320 Mr no
MEHbLIEH Mepe OJHOrO COEIMHEHUs, BBIOPAHHOTO W3 COeAMHEHUs | u ero ¢apmManeBTHYeCKH
MPUEMJIEMBIX COJIEM Ha 03y BBOIAT ABa pa3a B JeHb, U 150 mr unu 300 mr coequnenus 111
BBOIAT JIBa pa3a B ACHb, Win (ii) MO MeHbIIEH Mepe OJHO COEeNHMHEHHE, BBIOpAHHOE H3
coenvHeHUs1 | M ero QapmMareBTHYECKH MPUEMJIEMbIX COJIeH, M IO MeHbIIeH Mepe OIHO
coennHeHue, BbIOpaHHOe U3 coenuHenus III-d u ero dapmaueBTHUeckn mpUEeMIIEMBIX COJEH,
npuyeM 50 mr, 80 mr, 100 mr, 150 mr, 160 mr, 200 mr, 240 mr, 250 mr, 300 mr unu 320 mr no
MEHBLIEH Mepe OTHOTO COEIMHEHUs, BBIOPAHHOTO M3 COeAMHEHHUs | m ero ¢apmaneBTHYecKH
NPUEMJIEMBIX COJIEH Ha 103y BBOAST IBa pasa B AeHb, U 150 mr coenunenus III-d ma mosy
BBOJSIT OIVH Pa3 B JICHb.

171. Crocob mo moboMy U3 BapuaHTOB peanuzauun 162-170, BKIIOYAKOLINN BBEICHHE
ykazaHHoMmy naunueHty Coeannenus L.

172. Criocob mo moOoMy M3 BapUaHTOB peanu3anuu 162-170, BKIIOYAKOLINN BBEICHHE
yKa3aHHOMY MAlMeHTy $papMaLeBTHUECKH NPUEMIIEMOI con coeauHeHus L.

173. Cnoco6 mno BapuanTy peamusanuu 171 wumm 172, BIOYarOmui BBEIEHHE
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ykazanHomy nauuenty Coenunenus I11-d.

174. Cnocob no mrobomy u3 BapraHTOB peaim3anuu 163, 165, 167, 169, Brirodaromuii
BBeNleHNE yKa3zaHHOMY nauueHty Coenunenus 11

175. Cnocob no moboMy U3 BapuaHTOB peanuzanuu 163, 165, 167, 169, Bxmouarommii
BBeneHue ykazanHoMy mauueHty: (1) Coenunenus I, Coequnenus I u Coenunenus 111, wnu (i)
Coemunenus I, Coequnenus II u Coequnenus I11-d.

176. Cnoco6 mno moboMmy wu3 BapHaHTOB peanuszaiuu 1-175, DONOJIHUTENTBHO
BKJIFOYAIOLIMI  BBEJEHHE [0 MEHbLIEH Mepe OJHOrO JOMOJHUTEIbHOIO aKTHUBHOTO
(bapMareBTUYECKOTO HHIPEIUECHTA.

177. Crioco6 no r000oMy U3 BapuaHTOB peanu3anuu 1-175, B KOTOpOM 1O MeHbLIEH Mepe
onno u3 Coenunenus I, Coequnenus 11 u Coenunenust 111 Medeno uzoromnom.

178. Cnocob mo BapuaHTy peanusanuu 177, B KOTOPOM MO MeHbIIEH Mepe OOUH U3
aToMOB Bojopoaa mo meHbiuel mepe B onHoM u3 Coenunennu I, Coenunennn II, Coennnennn
IIT u Coenunenuu I1I-d 3ameHeH Ha nefiTepuii.

179. Cnocob mo nmroOomy u3 BapuaHTOB peanu3anuu 1-50, B KOTOPOM yKa3aHHOE IO
MEHbBIIEH Mepe OOHO COeNWHEeHHe, BbIOpaHHOe W3 coeamHeHus | m ero QapmauneBTHdYeCKH
NPUEMJIEMBIX COJIEH, BKJIIOYEHO B TNEPBYID (PapMaLeBTHUECKYI) KOMIIO3HMLHUIO, MPHYEM
yKa3aHHOE [0 MeEHbIIEeH Mepe OJHO COeAuHeHHe, BbhlOpaHHoe u3 coeamHeHus Il u ero
dapManieBTUYECKH TNPHUEMJIEMBIX  COJIeH, BKJIOYEHO BO BTOPYHO  (hapMaLeBTHUECKYIO
KOMITO3UIIMIO U YKA3aHHOE MO0 MEHbINEH Mepe OJTHO COeIUHEeHHe, BhIOpanHoe u3 coennaenus 11
u ero (QapMmaneBTUYECKH NpUeMiIeMbIXx cojieil, wim oOpasyromee Coenunenune III-d u ero
(bapmareBTUIECKH NTPHEMIIEMbIE COJI BKJIIOUEHBI B TPETHIO (DapMalieBTUYECKY0 KOMITO3ULIHIO.

180. Crniocob mo nmrobomy U3 BapraHTOB peanusaiuu 1-50, B koTopoMm: (i) ykazaHHOE IO
MEHbIIEH Mepe OIHO COeJUHEHHWe, BbIOpaHHOe M3 coequHeHus | u ero QapmaneBTHYECKH
HpUEMJIEMBIX COJIEH BKJIIOYEHO B MEPBYIO (hapMalleBTUUECKYI KOMIIO3MIMIO U YKa3aHHOE II0
MEHbLIeH Mepe OIHO COenuHEeHHe, BhIOpaHHOe u3 coenmHeHHs Il u ero QapmaneBTUYECKH
NPUEMJIEMBIX COJIEH, W YKa3aHHOE IO MEHbLIeH Mepe OIHO COeNWHEHHE, BbIOPAHHOE W3
coenuaenust Il u ero ¢dapmaueBTHUECKH TPHEMJIEMBIX COJIEH COAEpIKaTcsi BO BTOPOM
(dbapmaneBTHYECKON KOMMO3UIMK, Wik (i1) yKa3aHHOE MO MEHbIIEH Mepe OIHO COeIUHEHUE,
BbIOpaHHOE U3 coenuHeHus | u ero papmaneBTHIecKn MPUEMIIEMBIX COJIEH BKIIFOUEHO B IEPBYIO
(apManeBTHYECKYI0 KOMIIO3ULMIO, W YyKa3aHHOE [0 MeHbIIEH Mepe OJHO COeTUHEHHE,
BbIOpaHHOe n3 coenuHeHus 1l u ero QgapmaneBTHUECKH MPHEMIIEMbIX COJIEH, U yKa3aHHOE 10
MEHBLIEH Mepe ONHO coenuHeHHe, BelOpaHHOe U3 coenuHeHus IlI-d u ero ¢apmaneBTHUeCKH
NPUEMJIEMBIX COJIEH COIepIKaTCs BO BTOPOH (papManeBTH4IeCKOH KOMITO3ULIUH.

181. Crnocob6 mo Bapuanty peanmusauuu 180, B koTopom: (i) yka3aHHasi BTOpas
dapmanieBTHIECKasT KOMIIO3ULIUSL CONEP’KUT OIHY IOJIOBUHY CYTOYHOHM JO3bI YKA3aHHOTO IO
MeHbLIeH Mepe ogHOro coenuHeHus:, BbiOpanHoro u3 Coenunenus 11 u ero gapmanesruyecku
NPUEMJIEMBIX COJIE, W JPYryl0 MOJOBUHY CYTOYHON J03bl YKa3aHHOTO IO MEHbIIEH Mepe
OJTHOTO COEINMHEHus, BelOpaHHOro u3 coeauneHus III u ero ¢apmaneBTHUeCKH MpUEMIIEMBIX

COJIel, BBOAST YKAa3aHHOMY ITalIMEHTy B TpeThel (apmMarieBTUdeckold KOMIo3umuu, uiad (ii)
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yKa3aHHast BTopasi (papmManeBTu4ecKkasi KOMIIO3UIUST COAEPKUT OAHY IOJIOBHHY CYTOYHOM JO3bI
YKa3aHHOTO 10 MEHbIIEH Mepe OgHOro coemuHeHus, BbiOpanHoro u3 Coemunenus III-d u ero
(bapmMareBTUYECKH NMPUEMIIEMbIX COJIEH, U IPYIYIO TOJOBHUHY CYTOYHOH O3Bl YKa3aHHOTO IO
MeHbLIEH Mepe OHOro coenuHenus, BeiopanHoro u3 Coenunenus I11-d u ero papmauesTuuecku
IpUeMJIEMBbIE COJIM BBOJAT YKa3aHHOMY NALIUEHTY B TPeTbel (papMalieBTUIECKONH KOMITO3ULIMH.

182. Cnocob mo mrobomy U3 BapraHTOB peanusaimu 1-50, B koTopoMm: (i) yKa3aHHOE 1O
MEHbIIEH Mepe OIHO COeJUHEHHe, BbIOpaHHOe M3 coequHeHus | m ero QapmaneBTHYECKH
NPUEMJIEMBIX COJIEH BKJIFOUEHO B MIEPBYIO (DapMalleBTUYECKYIO KOMITO3ULIHIO, TPUYEM YKa3aHHOE
IO MEHbLIEH Mepe OJHO COeOUHEHUE, BbIOpaHHOe u3 coeanHeHus 1l u ero ¢apmaneBTUdecKu
NPUEMJIEMBIX COJIEH COIEPIKHUTCS BO BTOPOH (apMaLieBTUYECKON KOMITO3UIMU U YKa3aHHOE IO
MEHbLIEH Mepe OHO CoenuHeHue, BbiOpaHHOe u3 coenuHeHus Il u ero ¢apmaneBTHUECKH
NPUEMJIEMBIX COJIEH COAEPIKUTCS B TEpBOH (papmareBTHYeCKOW Kommosuuuu, wuian (i)
yKa3aHHOE N0 MEHbIIEH Mepe OIHO COEOUHEHHe, BBIOpaHHOE M3 coenuHeHHs | u ero
(apMareBTHYECKH PUEMIIEMBIX COJIEH BKIFOUEHO B MEPBYIO (PapMaLeBTHUECKYIO KOMITO3ULIUIO,
pUYeM YKa3aHHOE MO MEHBIIeH Mepe OIHO COeIUHEHHe, BhIOpaHHOe u3 coenuHeHus 11 u ero
dapManieBTHYECKH TPUEMIIEMBIX COJIEH COAEPIKUTCS BO BTOPOH  (hapmaneBTHYECKOi
KOMITO3HUIINH M YKa3aHHOE MO MEHbIIeH Mepe OJHO COeAMHEeHHe, BhiOpaHHOe n3 coenuHenwus 111-
d u ero ¢dapmaieBTHYECKH NPUEMIIEMbIX COJIell comepikaTcsi B NepBOH (papmaneBTHYECKOi
KOMIO3ULINH.

183. Cnocob mo BapuaHTy peanusauuu 182, B KOTOpOM MeEpBYIO (papManeBTUYECKYIO
KOMIIO3HUILIMIO BBOAAT MALMEHTY /Ba pa3a B JACHb.

184. Croco6 no nmrobomy u3 BapuaHToB peanusauuu 1-50 u 51-178, B xoropom: (1)
Coenunenue I, Coenunenue II u Coenunenue III BBOOAT yka3aHHOMY MAaLMEHTy, U MpPUYEM
Coenunenue I, Coenunenne II u Coenunenue III comepskarcs B mepBoil (apmarieBTHUECKON
xkommnosuiun;, uik (i) Coenunenne I, Coenunenuie I u Coenunenue I1I-d BBOIAT ykasaHHOMY
nauuenty, u npuueM Coenunenune I, Coenunenne II u Coenunenue I1I-d conepsxarcst B mepBoi
(apManeBTUYECKONH KOMITO3ULIHH.

185. Cnocob mo BapuaHTy peanusauuu 184, B KOTOpOM MepBYKO (papMaLeBTUYECKYIO
KOMITO3HUIIMIO BBOJAT MAL[MEHTY /Ba pa3a B JACHb.

186. Criocob mo mobomy u3 Borutomenuit 1-50 u 51-178, B xoropom: (1) Coennnenue 1,
Coenunenue II u Coenunenue III BBOmAT ykaszaHHomy mnanueHTy, U rae CoenuHeHue I
conepskuTCs B riepBoit hapmaneBTudecko kommnosuiuu, Coenunenue Il comepskutcst BO BTOPOit
dapmanesTnueckori komnosuuuy, a Coenunenue 11l comepxutest B TpeThei papmaneBTHIECKOI
xkommnosuiun;, uik (i) Coenunenne I, Coenunenne Il u Coenunenne I1I-d BBOIAT ykazaHHOMY
nauuenty, u rae Coenmnenue | conmepskutcst B mepBoil (papManeBTHYECKOH KOMIO3MLINH,
Coenunenne Il comepxutcst BO BTOpoi (papmaneBTudeckoin kommosuuuu, U Coennnenue I11-d
COIEPIKUTCS B TPEThel (papMarieBTUIECKONH KOMITO3ULIUH.

187. Cnocob mo nmrobomy m3 BapuaHToB peanusauuu 1-50 u 51-178, B xoropom: (1)
Coenunenue I, Coenunenue II u Coenunenue III BBOOAT yka3aHHOMY MAaLMEHTY, U NPUYEM

Coenunenne 1 BkimoueHo B mepByro (apmaneBTudeckyro kommosunuio U Coemunenue I u
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Coenunenue Il conepskarcs Bo Bropoii papmanesruueckoit kommnosuiun;, miu (i1) Coennnenue
I, Coenunenne Il u Coenunenue III-d BBOOAT ykazaHHOMY nanuenty, u npudeM Coennnenue I
BKJIIOUEHO B MepByr0 (papmanesrudeckyro kommnosuiuto, u Coenunenue I, u Coequnenne I11-d
coziepKaTCsi BO BTOPOH (hapMalieBTUIECKONH KOMITO3ULIUHL.

188. Cmoco®6 mno Bapuanty peanusaumu 187, B koropom: (i) yka3aHHas BTOpas
(bapmarieBTHYECKasi KOMIIO3MIUS COIAEPXKHUT TMOJIOBUHY CYTOYHOM na03bl coeauneHus 11 u
APYTYyI0 MOJIOBUHY CYTOYHOW N03bl coenuHeHus III BBOOAT yka3aHHOMY MalMEHTy B TPETbel
bapmaneBTHYeCKOl KoMno3uuuu, win (i1) ykasaHHas BTopas (apMaleBTHUECKasi KOMITO3ULHSI
COIEPKUT TMOJOBUHY CyTouHOM 103bl Coenunenus I1I-d u u Apyryro MOJOBUHY CYTOYHOH O3B
Coenunenus I11-d BBOOSAT yKa3aHHOMY MAIIEHTY B TPEThel (hapMaleBTHUECKOH KOMITO3ULIUH.

189. Cniocob no mobomy u3 Borutomenuii 1-50 u 51-178, B xoropom: (1) Coennnenue 1,
Coenunenue II u Coenunenue III BBOmsAT ykazaHHomy mnanueHTy, U rae CoenuHeHue I
conepskuTCs B mepBoit papmaneBTudeckoi kommnosuiuu, Coenunenue Il comepskutcst BO BTOPOi
dapmanesTryeckori komnosunny, a Coequnenue Il conepxutcs B nmepBoii papmaneBTHIECKOI
kommnosuiuy;, uin (i) Coenunenne I, Coenunenne Il u Coenunenne I1I-d BBOIAT ykazaHHOMY
nauuenty, u rae Coenmnenue | comepskutcst B mepBoil (papManeBTHYECKOH KOMIO3HLINH,
Coenunenue II comepxutcst BO BTOpoi (papmaneBTudeckoii kommnosuumu, 1 Coennnenue I11-d
COIEPIKUTCS B TIEPBON (hapMarieBTHUECKONH KOMITO3ULIHH.

190. Cnoco6 mo BapuaHTy peanmu3zauuu 189, B KOTOPOM MepBYIO (papMaleBTHUECKYIO
KOMITIO3ULIMIO BBOAAT MALMEHTY /Ba pas3a B JACHb.

191. Cnoco6 no nmrobomy u3 BapuaHToB peanusauuu 1-50 u 51-178, B xoropom: (1)
Coenunenue I, Coenunenue II u Coenunenue III BBOOAT yka3aHHOMY MAaLMEHTy, U MpPUYEM
Coenunenue I, Coenunenne II nu Coenunenue Il conepskarcs B mepBoii (papmarieBTHIECKON
kommnosuiun;, uin (i) Coenunenne I, Coenunenuie I u Coenunenue I1I-d BBOISAT ykasaHHOMY
nauuenty, u npudem Coenunenue I, Coenunenne II n Coenunenne II1-d conep:xarcst B nmepBoi
(apManeBTUYECKONH KOMITO3ULIHH.

192. Cnocob mo BapuaHTy peanusauuu 191, B KOTOpOM MepBYHO (papMalLeBTUYECKYIO
KOMITO3HUIIMIO BBOJAT MAL[UEHTY OJUH pa3 B J€Hb.

193. Cnoco® JeyeHMs MYyKOBHCLHUIO3a, BKJIIOYAIOMIMA BBEACHHE IALIUEHTY,
HY’KIAIOIIEMYyCsl B 3TOM:

(a)

(A) 200 Mr no MeHbIIEl Mepe OTHOTO CoeAnHEHus, BbIOpanHoro n3 CoennHenus I u ero

(hapMaleBTUYECKU IPUEMJIEMBIX COJIEH Ha 03y OJIUH Pa3 B JIEHb!

N/

O o \

Y //N
FisC S N7 N
| H ©

Q) .
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(B) 100 Mr mo mMeHblel Mepe ogHOTO coenuHeHus, BbiOpanHoro uz Coenunenus 11 u ero

(hapMaLeBTUYECKU IPUEMJIEMBIX COJIEH HA 03y OJUH Pa3 B IEHb:

@R”H

0

F R OH
m
L"iIII'I u

2

(C) 150 mr mo meHbIel Mepe OOHOrO coenuHenus, BeiOpanHoro u3 Coenunenus I u

ero (hapmMaLeBTHUECKU MPUEMIIEMBIX COJIEH Ha 103y J1Ba pa3a B ICHb!

(b)

(A) 100 Mr o MeHbIIEl Mepe OTHOTO coeanHeHus], BeiOpaHHoro n3 Coenunenns 1 u ero

(Coenunenus 111); mmu

(hapMaLleBTUYECKU IPUEMJIEMBIX COJIEH Ha O3y OJUH Pa3 B IE€Hb:

N/

o o A

\ //N
FisC = N
o)

T
0\<::/N N/ N
4\35 y

b

(B) 100 mMr mo MeHbIIel Mepe OJHOTO COeAUHEHMUs], BRIOpaHHOTO M3 coenuHenus 11 u ero

(hapMaleBTUYECKU IPUEMJIEMBIX COJIEH Ha 103y OJIUH pa3 B IEHb!

(C) 150 mr mo meHbinel Mepe OgHOTO coenuHeHus, BbiOpanHoro w3 Coenunenus 111 u

ero (hapmManeBTHUECKH MPUEMIIEMBIX COJIEH Ha 103y [1BA pa3a B ICHB!

194. Cnoco® nedeHMss MYyKOBHCLWAO3a, BKJIIOYAIOIIMHA  BBENEHHWE IIALIUEHTY,

(Coenunenus III).
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HY>KIAIOLIEMYCS B 3TOM:
(@)
(A) 200 Mr no MeHbIIEl Mepe OTHOTO coeanHeHus, BriOpanHoro u3 Coenunenus [ u ero

(apMaLeBTUYECKH IPUEMJIEMBIX COJIEH HAa J03Y OJUH pa3 B IEHb:

N/
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(B) 100 Mr mo MeHblIel Mepe OIHOTO coennHeHus, BbiOpanHoro uz Coenunenws 11 u ero

(hapMaleBTUYECKU IPUEMJIEMBIX COJIEH Ha 03y OJIUH Pa3 B JIEHb!

(C) 150 mr o menbIel Mepe oqHOTO coenuHeHusi, BbiopanHoro u3 Coenunenus I11-d u

ero (papMaLeBTUYECKH PUEMJIEMbBIX COJIEH Ha 103y OJWH pas B JIEHb:

(Coenunenus 111-d); nnm

(b)
(A) 100 Mr o MeHbIIEl Mepe OTHOTO coeanHeHus1, BeiOpaHHoro n3 Coenunenws I u ero

(bapMaleBTUYECKU IPUEMJIEMBIX COJIEH Ha 103y OJUH Pa3 B IEHb!
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(B) 100 Mr mo meHblel Mepe OgHOTO coennHeHus, BbiOpanHoro uz Coenunenwus 11 u ero

(hapMaeBTUYECKH IPUEMJIEMBIX COJIEH HA 03y OJUH Pa3 B IE€Hb:



(C) 150 mr no meHbIel Mepe onHOTO coenuneHust, BeiOpanHoro u3z Coenunenus I11-d u

ero (hapmMaLeBTHUECKU PUEMIIEMBIX COJIEH Ha 103y OMH pa3 B JCHb!
OH CDj

(Coenunenus 111-d).

195. Cnocob® JnedyeHHWss MYKOBHCHHIO3a, BKJIOYAIOIINA BBEACHHE MAIUEHTY,
HYKIAOIIEMYCsl B 3TOM:

(@)
(A) 100 Mr o MeHbIIEl Mepe OTHOTO coeanHeHus], BeiOpaHHoro n3 Coenunenus 1 u ero

(dapmareBTUIECKH MPHEMIIEMbIX COJIEH Ha O3y /IBa pas3a B ACHb:

O\\ y
FiC N"S\\
3 | H o
N
O\@N N N
7’\35 y

b

\ /

(B) 50 mr mo meHblLIel Mepe 0JHOTO coequHenusi, BbiOpanHoro u3 Coenunenus 11 u ero

(apMaeBTHYECKH MPUEMJIEMbIX COJIeH Ha 103y JABa pa3a B JCHb:

\\tﬂ'l
(C) 150 mr mo meHbinel Mepe ogHOTO coenuHeHusi, BbiOpanHoro w3 Coennnenus 111 u

ero (hapmManeBTHUECKH MPUEMIIEMBIX COJIEH Ha 103y [1BA pa3a B ICHB!

(b)

(Coenunenus II1); nmu
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(A) 50 mr mo MeHbIIeH Mepe OJHOro coennHeHwus, BeiOpaHHoro n3 CoenuHenus I u ero

bapmarieBTHIECKH IPHEMIIEMBIX COJIEH Ha 103y ABa pa3a B J€Hb:

N/
e) \
\ //N
FiC X N
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O\</—:1N N N
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(B) 50 Mr mo MeHbIIel Mepe OTHOTrO coennHenusi, BbiOpaHHoro u3 Coenunenus II u ero

(apmMareBTHYECKH MPUEMJIEMBIX COJIEH Ha 103y ABa pa3a B JCHb:

(C) 150 mr mo menbinel Mepe ogHOro coenuHeHus, BeiOpanHoro w3 Coenmnenus I u

ero (hapmMaLeBTHUECKH PUEMIIEMBIX COJIEl Ha 03y [1Ba pa3a B I€Hb!

196. Cniocob no Bapuanty peanusauuu 193 mam 194, wmn 195, B KOTOpOM yKa3aHHbBIH

(Coenunenus III).

NAlMEeHT, WML MYyKOBHCUWAO3, BbIOPAHHBIH M3 MALKMEHTOB C  T'€HOTHUIIAMH
F508del/mMunnmanbaol QyHkiuy, nampentoB ¢ reHorunamu F508del/F508del, mammeHTOB C
renotunamu F508del/refitupoBanue u mauueHToB ¢ reHotunamu F508del/ocraTounoit GpyHkumu.

197. Cnoco® mo BapuaHTy peanuzanuu 196, B KOTOPOM MAlMEHT C T€HOTUIIOM

F508del/mMunumanbHo# QyHKIMHM UMEET MyTaIlHI0 MUHUMAIBbHON (QYHKIMH, BEIOPAHHYIO U3
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Myranas
54X C276X G422 RI9X ElI4X
G2TX Q290X GH50X ER22X RIIS8X
Q39X G330X Q332X WE4sX Ril62X
WS7TX W401IX RS53X Y840 S1196X
E60X Q414X E585X% WWS W1204X
R75X S434X G6T3X Q850> L1254X
E9X S5466X Q685X mm S1255X
QIsX S489% R709X Y9I3X Wizs2x
Yi2x Q493X Knox WIiosox QI3l3X
El193X W496X L732X Y1092X EI37IX
LIsX C5M4xX R764X WI098X Qlig2X
Q22X Q525X R785X RITO2X Ql41IX
185+1G—T T11+5G—A_ 1717-8G—A 26234 1 G J2L-1G—A
198+1G—A TI2IGT 1717-1G—A 2790-1G-L 3500-2A-G
405+1G—A  12048+1G-A 1811+1G—C MEOG—sC 3600+ 2msT
J05+3A—C  1249-1G—A  1811+16kbA—G (GITOR) 3850-1G—A
406-1G—A 1MI+1G-A 1812.1G-A 0G4 4005+1G—A
621+1G—T 1525 2A-C  1898+1G—A JA+1G—A 4374+16T
TH+1G-T 1525-1G—A 1898+1G-C S 2AG
182delT 1119dela 1782delA 273 2usl 3876delA
306ms=A 1138umsG 1824dels e 38784elG
365-366msT  1154msTC 204346l 896 3905uaT
3944elTT 1161delC 2143delT "%ﬁmr 4016msT
442delA 1213delT 2NBIAAG 205 TdelT 4021 dupT
el 125%madd 2184delA 300 7delG 4040dsl4
45TTAT—G  1288msTA 2184msA 3028delA 4279 A
541delC 1471delA 2307msA 3 7deC 43264elTC
$74delA 1497delGG - 2347delG 3659delC
663delT 1548delG 2585delT 3757delA
935delA 1609del CA  2594delGT 3791 delC
1078delT 1677delTA  2711delT 3821delT
Rdele2 1461 med 2991 del32
19244del7 366Tmsd
2055del 9k 4010deld
2108- 4IOTCTT-AA
211 7del DIms AGAAA
991del5 2721delll
Mutation
AT V5208 Y3650 HIIWE
GESE AS59T" L1g6SE
R347F RS60T R1066C
LA5TE* RS60S L1077F"
I507det A561E MIINE
1505
MyTanus
Q2X L218X Q525X R792X E1104X
S4X Q220X G542X E822X W1145X
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MyTtauus
W19X Y275X G550X W882X R1158X
G27X C276X Q552X W846X R1162X
Q39X Q290X R553X Y 849X S1196X
W57X G330X E585X R851X W1204X
E60X W401X G673X Q890X L1254X
R75X Q414X Q685X S912X S1255X
L88X S434X R709X Y913X W1282X
E92X S466X K710X Q1042X Q1313X
Q98X S489X Q715X W1089X Q1330X
Y122X Q493X L732X Y1092X E1371X
E193X W496X R764X WI1098X Q1382X
W216X 524X R785X R1102X Ql411X
185+1G— 711+45G— 1717-8G—A 2622+1G—A  3121-1G—A
T A
296+1G—  712- 1717-1G—A  2790-1G—C 3500-2A—G
A 1G—T
296+1G— 1248+1G  1811+1G—C 3040G—C 3600+2insT
T —A (G970R)
405+1G—  1249- 1811+1,6kbA 3850-1G—A
A 1G—A -G
405+3A—  1341+1G  1811+41643G 3120G—A 4005+1G—A
C —A —T
406- 1525- 1812-1G—A 3120+1G—A  4374+1G—>T
1G—A 2A—-G
621+1G— 1525- 1898+1G—A 3121-2A—G
T 1G—A
711+1G— 1898+1G—C
T
182delT 1078delT  1677delTA 2711delT 3737delA
306insA 1119delA  1782delA 2732insA 3791delC
306delTA

1138insG  1824delA 28691insG 3821delT
GA
365-

1154insTC  1833delT 2896insAG 3876delA

366insT
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MyTtauus
394delTT  1161delC  2043delG 2942insT 3878delG
442delA  1213delT  2143delT 2957delT 3905insT
2183AA—G

444delA  1259%insA 3007delG 4016insT
457TAT— 1288insT
G R 2184delA 3028delA 4021dupT
541delC  1343delG  2184insA 3171delC 4022insT
574delA  1471delA  2307insA 3171insC 4040delA
663delT ;497(161(} 2347delG 3271delGG 4279insA
849delG  1548delG  2585delT 3349insT 4326delTC
935delA 1609del 2594delGT  3659delC

CA
CFTRdelel CFTRdele16-17b 1461ins4
CFTRdele2 CFTRdele17a,17b  1924del7
CFTRdele2,3 CFTRdelel17a-18 2055del9—A
CFTRdele2-4 CFTRdele19 2105-2117del13insAGAAA
CFTRdele3-
10,14b-16 CFTRdele19-21 2372del8
CFTRdele4-7 CFTRdele21 2721dell1
CFTRdele4-11 CFTRdele22-24 2991del32
CFTR50kbdel CFTRdele22,23 3121-977_3499+248del2515
CFTRdup6b-10 124del23bp 3667ins4
CFTRdelel1 602del14 4010del4
CFTRdele13,14a  852del22 4209TGTT—AA
CFTRdele14b-17b  991del5
A46D° V520F Y569D° N1303K
G85E A559T°  L1065P
R347P R560T R1066C
L467P" R560S L1077P°
1507del A561E M1101K

 raxcke m3BecTHa Kak2183del AA—G.

198. Cnoco® mo BapuaHTy peanuzanuu 196, B KOTOPOM MALUEHT C T'€HOTUIIOM
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F508del/refitupoBanne nmeer CTpoOMpYIOIIYI0 MyTauuio, BelOpaHHyro u3 G178R, S549N,
S549R, G551D, G5518, G1244E, S1251N, S1255P u G1349D.

199. Cnocob mo BapuaHTy peanusanuu 196, B koTopoM nanueHt ¢ reHorurnom F508del/
ocraTo4Has (PyHKIHS MMEET MYTAIMIO OCTAaTO4YHOM (pyHKIMM, BEIOpannyio n3 2789+5G0 A,
3849+10kbC T, 3272-26A0 I', 711+3A0 T', ES6K, P67L, R74W, DI110E, D110H, R117C,
L206W, R347H, R352Q, A455E, D579G, E831X, S945L, S977F, F1052V, R1070W, F1074L,
D1152H, D1270N, E193K, K1060T, R117H, S1235R, 11027T, R668C, G576A, M470V, L997F,
R75Q, R1070Q, R31C, D614G, G1069R, R1162L, ES6K, A1067T, E193K u K1060T.

200. Crnocob mo BapuaHTy peanu3anuu 1-199, B koTOpoM abCOJIOTHOE M3MEHEHHE B
MPOLIEHTAX MPOTHO3UPYEMOro oObemMa (POPCHUPOBAHHOTO BbIOXa 3a omHy cekyHay (ppFEV))
nocyie 29 nHel BBENEHUS] YKa3aHHOTO IO MEHBIIEH Mepe OZHOTIO COeNMHEHHs], BBIOPAHHOTO U3
Coenunennss | u ero (apmaneBTHYECKH TpPUEMIIEMBIX COJIEH, MO MEHbIIEH Mepe OIHOro
coennHeHus, BeiOpanHoro 3 Coenunenus 11 u ero hapmManeBTHUECKH PUEMIIEMBIX COJIEH, H T10
MEHbIIIeH Mepe OmHOro coeanHeHus, BbiOpaHHoro u3 Coenmuaenus III wmm III-d, u ero
(bapMalieBTHYECKU MPHEMIIEMBIX cojiell B auama3one oT 3% no 40% orHocutensHo ppFEV1
nanueHTa 10 YKa3aHHOTO BBEACHMUSI.

201. Cnocob mo mobomy w3 BapuaHTOB peamm3anuu 1-200, B KOTOpPOM yKa3aHHOE
abcomoTHoe n3menenue ppFEV, ykazanHoro nmauuenra cocrasisietr oT 3% 10 35%.

INPUMEPBI

I. Cnoco0b1 mostyueHusi coeHHEHU.

O0mue MeTOANKH IKCIIEPUMEHTA

[00144] PearenTsl U UCXOAHBIE MaTepUaibl MOIYy4YalId OT KOMMEPYECKUX HCTOYHHUKOB,
€CII He YKa3aHO MHOE, M HCIOJIb30BATHCh 0e3 04uCTKH. CHeKTpbl MPOTOHHOTO M YIJIEPOIHOTO
SAMP mnonyuyanmu Ha moOom crektpomerpe Bruker Biospin DRX 400 MI'm FTNMR,
paboTaroieM Npu Pe30HAHCHOW YacTOTe 'H u 3C 400 u 100 MI'yy cooTBeTCTBEHHO, WK Ha
SAMP-cniexktpomerpe 300 MI'n. OpHOMepHBIE MPOTOHHBIE M YIJIEPOAHBIE CHEKTPbI ObUIH
NOJIYYEHBI ¢ MCIOJIb30BaHHeM IupokonosocHoro 3ouaa (BBFO) ¢ Bpamenunem obpasua 20 I'ng
npu uudposom paspemenun 0,1834 u 09083 T'/Pt coorBercTBeHHO. IIpOTOHHBIE U
yIJIepOaHbIE CHEKTPbl ObUIM MOJIy4eHBl C KOHTposieM Temneparypbl npu 30°C wmm mpu
TEMIepPaType OKPYKAIIEH Cpeapl ¢ MCIOJb30BAHHEM CTAaHAAPTHBIX, paHee OMyOJMKOBAHHBIX
NOCJIEIOBATENILHOCTEH MMITYJIbCOB M PYTHUHHBIX NapaMeTpoB oOpaborku. KoHeunyro uuctoTy
COEMHEHUI Ompenesuid C MOMOIIb obpamenHo-¢pa3zosoii CBIXKX ¢ wucnomb3oBaHuEM
kononkn Acquity UPLC BEH Cig (50 x 2,1 MM, 1,7 MkM wacTuLbl), H3roToBieHHoH Waters (pn:
186002350), u mBoiiHOrO rpamueHta ot 1-99% noxsumxaOH (asel B B Teuenue 3,0 MUHYTHL
IMomsmxnas daza A=H,0 (0,05% CF;CO,H). Ilogsmxnas dpaza B=CH;CN (0,035% CF;CO,H).
Cxopoctb noroka=1,2 mi/muH, 00beM BBEAEHHOH poObI=1,5 MK 1 TemnepaTypa KOJIOHKH=60
°C. KoHEeYHyI0 YHCTOTY PacCUMTHIBAIM MyTeM ycpenHeHus ruiomanu nox kpusoit (AUC) aByx
Y®-cneno (220 HM, 254 HM). Macc-CrekTpbl HH3KOTO paspelieHHs ObUIH IONy4YeHbl C
WCIIOJBb30BAHUEM OJHOIO KBAAPYIOJBHOIO Macc-crnekTpomerpa ¢ To4yHocTero 0,1 Jla wum

MUHMMAJIbHBIM paspewmeHueM 1000 ammep B quana3oHE NETEKTUPOBAHMS C HUCIOIb30BAHUEM
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sNeKTpopacnbluTenbHoii noHmsauuu (DCH) ¢ wucnonb3oBaHueM uoHa Bomopoma (HY).
Ontuueckyro  umucroty  MeTun  (25)-2,4-nuMeTnn-4-HUTPONIEHTAHOATa  OMNpPENENsIn €
UCITIONb30BAaHUEM aHallM3a XUpajdbHOM ra3zoBoi xpomatorpaduu (I'X) Ha mpubope Agilent
7890A/MSD 5975C, ucnonbzysi Restek Rt-BDEXcst (30 m x 0,25 mm x 0,25um_df), co
cKkopocThio moroka 2,0 mu/mMuH (ra3-Hocurens Hj), mpu Temmneparype Bmopbicka 220°C u
temneparype B nieuu 120 °C, 15 MUHYTBL

[00145] Coemunenus I, II, III u III-d mMoryT ObITh MONy4YeHBI JEOOBIM MOIXOASILIHM
Croco0OM B JTaHHOW OOJIACTH TEXHHKH, HANpUMEp, Kak yka3aHo B mybOnukanusx PCT Ne WO
2011/133751 mw WO 2015/160787 u marente CLIIA Ne 8865902.

2. lIpumep 1: Cunre3 coequHenus I

Yactb A: Cunres (45)-2,2,4-TpuMeTUINHMPPOJIMIUH THAPOXJIOPUAA
i¥

.
@l NiPenea Ha HN-As) LidlH g ;N:yﬂ-
) ) i I
HCE

Cragus 1: Cunres MmeTua-2,4-1uMeTHI-4-HUTPONEHTAHOATA
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OraoBanne no, |

[00146] Terparunpodypan (TI'®, 4,5 1) nodapisin B CTEKJISIHHBINA peakTop Ha 20 11 u
nepememuBaiu B arMochepe N, mpu koMHaTHOH Temneparype. 2-Hurpornponas (1,5 kr, 16,83
mouib) U 1,8-nuazabunmkio|5,4,0]yuneu-7-en (DBU) (1,282 kr, 8,42 Mouib), 3aTeM MOMeIIaiu B
peakTop u Temrieparypy pyodamku nosbimanu 10 S0 °C. Kak Tonapko TeMmneparypa ConepsKkuMoro
peaxTtopa nocruraia 50 °C, merunmerakpunar (1,854 xr, 18,52 monb) MenieHHO nOOABISIN B
teueHne 100 munyThl. Temneparypy peakuuu noaAepkKUBajd Ha ypoBHe miu Onusko k S0°C B
TeyeHue 21 4. PeakMOHHYK CMeCh ymapuBaJill B BaKyyMme, 3aTeM MEPEHOCHIH OOpaTHO B
peakTop u pasdaBysiin MeTHI-TpeT-OyTHinoBbM 3¢upom (MTBE) (14 n). Hobasnsiu 2 M HCI
(7,5 1) 1 maHHYIO CMECh MEepPEMEIINBAIA B TEYCHUE 5 MUHYT, 3aT€M JaBajJl OTCTOSThCS. bbuin
BUIHBI JIBA MPO3PAYHBIX CJIOS - HUKHSISL JKeNTasi BOAHAs (asa U BEPXHsS 3eJieHasi OpraHu4decKast
¢dasza. BogHbiii cyioit ynansim U OpraHuYecKuid ¢iioii cHoBa mepemernusanu ¢ 2 M HCI (3 n).
[Tocne pa3nenenns npomeiBHbIe pacTBOpbl HCl pexomOuuuposanmu u nepemenmnsanu ¢ MTBE (3
J) B T€YeHHE 5 MUHYTbL. BONHBIA CIOH ynansiaw, U BCE OPraHUYECKHUE CJIOH OOBEIUHSIIA B
peakTope W mepemMemuBaiud ¢ Bomou (3 y1) B TedeHume S5 MuHYTHL llocne pasnmeneHus
OpPTraHHYECKHE CJIOM YIapuBaIM B BaKyyMme, IMoJiydass MyTHOE 3elieHoe Macio. HeouunmeHHii
nponykt obpabateiBamm  MgSOs4 u  dunprpoBanmm, moay4as — MeTHI-2,4-nuMeTHI-4-
HUTPOIIEHTAHOAT B BUI€ IPO3pavHOro 3eseHoro Macia (3,16 xr, Beixon 99%).

[00147] 'H sIMP (400 MTI'y, Xnopogopm-d) & 3,68 (c, 3H), 2,56-2,35 (m, 2H), 2,11-2,00
(M, 1H), 1,57 (¢, 3H), 1,55 (¢, 3H), 1,19 (n, J=6,8 I';, 3H).

Crapus 2: Cunre3 metua (25)-2,4-nuMeTn/1-4-HUTPONEHTAHOATA
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[00148] B peaxtop mnepeHocwnn oumineHHyr0 Boxy (2090 s; 10 00.), a 3arem
auruapodocdar kamus (27 xr, 1984 momp, 13 r/n ansa 3arpysku Boasl). pH conmepxumoro
peakTopa poBoauiu 10 6,5 (+ 0,2) ¢ momoreto 20% (macc./06.) pacTBopa kapboHarta kamus. B
peaxkTop 3arpyXajlud paleMudeckuil Mmetwi-2,4-numerui-4-uutponentaHoar (209 xr; 1104,6
MoJib) 1 unaszy Palatase 20000L (13 m, 15,8 xr; 0,06 006.).

[00149] Temnepatypy peakuuoOHHOH cMecH AoBoauiau 10 32 + 2 °C u nepeMelnBaiy B
teueHue 15-21 v, u mnonmmepxusanu pH 6,5, ucnons3ys pH-crar ¢ aBTOMaTuueckum
nobasnennem 20% pactBopa kapOoHata kanus. Korma panemMuueckwii MCXOTHOE BEIeCTBO
OpUI0 mpeBpameHo B > 98% ee S-sHaHTHOMEpa, Kak OMpeAesieHO XupaibHOU ['X, BHEUTHWIA
HarpeB OTKJIOYamu. 3areM B peaktop 3arpyxkanmu MTBE (35 n; 5 00.) u BomHblil cioi
skctparupoBaiu MTBD (3 pasa, 400-1000 15). OObenuHEHHBIE OpPTaHUYECKUE SKCTPAKTHI
npombiBas BoaHbIM NaxCOs3 (4 pasa, 522 i, 18% macc./macc. 2,5 00.), Bogoii (523 ;2,5 06.) U
10% BomubiM NaCl (314 1, 1,5 06.). Opranuueckuii CJIOH ynapuBaid B BAKyyMe, TIOJyYasi METHIT
(25)-2,4- numeTnT-4-HUTPOIIEHTAHOAT B BHJIE TOABMKHOTO kenToro macna (> 98% ee, 94,4 kr;
BbIXOA 45%).

Cragus 3: Cunres (35)-3,5,5-TpuMeTHINHPPOIHIAHH-2-0HA
NiPenen 3]

Hy

[00150] Peaktop oobemom 20 5 mponysanu Na. B cocya mocnenoBaTenbsHO q0OaBIISIIH
DI, npombIThiii Bomoi, BiaxkHbiii Raney® Ni (mapka 2800, 250 r), metun (2S)-2,4-mumeTin-4-
Hurporienranoar (1741 r, 9,2 wmomp) u stanoa (13,9 n, 8 00.) PeakumoHHyr CcMech
nepemermuBayd npu 900 o6/muH, a peakrop mpoaysaiu H, m mopnepxusamu mpu ~ 2,5 Gap.
Peaknnonnyro cmece 3ateM HarpeBaiu ao 60 °C B TeueHue 5 4. PeakiuoHHyl cMmech
OXJIXNaIu U (PUIBTPOBATM UIsI YAAJICHHWS HUKENs PeHes, a TBepAbIH OCAAOK MPOMBIBAJIH
sTa”osioM (3,5 1, 2 00.). DTaHONBHBII PacTBOpP NMPOAYKTa OOBEAMHSIN CO BTOPOH mMOpuHeH
PaBHOTO pa3Mepa U yIapHBaid B BAKyyMe JUIsI YMEHbIIEHHs 10 MUHUMAJIBHOTO 00BeMa 3TaHOA
(~ 1,5 obwvema). JlobaBnsinm renrad (2,5 1) B CYCHEH3MIO CHOBA yrapusaiu 10 ~ 1,5 obbema.
JlanHyr0 mpoueaypy MOBTOPWJIM 3 pas3a;, MOJYYEHHYK CycrneH3nio oxnaxkganun po 0-5 °C,
¢unbTpOBANM MO BAKyYMOM M NMPOMBIBANIH rentaHoM (2,5 i). IIpoaykT cyminim B BaKyyMme B
TedeHne 20 MUHYT, 3aT€M MEPEHOCHIIN B CYLIMJIbHBIE JIOTKUA M CYLIMJIN B BAKYYMHOH Me4d MpU
40 °C B Tteuenue Houw, monyyas (3S)-3,5,5-TpuUMEeTHITUPPONUANH-2-OH B BHUAE O€IOro
KPHUCTAIIMYECKOro TBEPROro BemecTsa (2,042 kr, 16,1 momb, 87%). 'H SAMP (400 MI'w,
Xnopodopm-d) 6 6,39 (c, 1H), 2,62 (an.xs., J=9,9, 8,6, 7,1 I'u, 1H), 2,17 (nn, J=12,4, 8,6 I'Ly,
1H), 1,56 (nn, J=12,5, 9,9 I'y, 1H), 1,31 (c, 3H), 1,25 (¢, 3H), 1,20 (1, J=7,1 I'y, 3H).
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Cranus 4: Cunres (45)-2,2,4-TpuMeTHINUPPOJIUAHH THAPOXJIOPHIAA

(5)

1) LiAlH,

-
i) HCl

[00151] B  120-1uTpOBBI  5MaJMpPOBAHHBIA  PEAKTOpP MEPEHOCHJIM  T'PaHyJIbl
mutuiamoMunuiruapuna (2,5 kr, 66 mone) u cyxoit TT'® (60 n), u narpesamu no 30 °C. B
MOJIYYEHHYIO CycreH3uto nobasnsum (S)-3,5,5-tpumermnnupponuaus-2-od (7,0 kr, 54 monb) B
TI'® (25 n) B Teyenuwe 2 4, momaepskuBasi temmeparypy peakumu ot 30 mo 40 °C. Ilocne
3aBepiIeHus: TOOABIIEHUsS] TEMIepaTypy peakiuu nmoBbimanu 10 60-63 °C u nmogaep>KuBaiv B
TE€YeHHEe HOYHM. PeakunMoHHYH0 cMech oxjaxkaaroT 10 22 °C, 3areM OCTOPOXKHO BIUBAIU
stunanerat (EtOAc) (1,0 n, 10 monb), 3ateM cmech TI'® (3,4 1) u Bomer (2,5 kr, 2,0 3kB.), a
3areM cMmech Boay (1,75 kr) ¢ 50% BonHbIM runpokcuaom Hatpus (750 r, 2 5kB. BoxbI ¢ 1,4 3KB.
THIPOKCHUIA HATPHUS 10 OTHOIIEHHIO K AJIFOMUHHIO) C TIOCJIEAYIOUTNM 100aBIeHHEM 7,5 J1 BOMBL
[Tocne 3aBepieHnst OOABIEHUS PEAKLIMOHHYIO CMECh OXJIXKIAJH 10 KOMHATHOH TEMITEpaTypBhl,
U TBEPIOE BELIECTBO YA (UIbTpOBaHHEM M mpombiBainu TI'® (3 x 25 ). @unbTpar u
NPOMBIBHBIE BOJBI O0BENNHsIN, U oOpabateiBamu 5,0 1 (58 monp) BogHOU 37%-noit HCI (1,05
9KB.), moanepskusas Temreparypy Hwxke 30 °C. IlonmydeHHBI pacTBOpP yIapHBaJINd BaKyyMHOU
neperoHkoi o cycnensun. Jlobasnsimm m3onponaHoa (8 J1) W pacTBOpP YHMapHUBaJIH IMOYTH 10
CYXOro COCTOSIHHUSI ITyT€M BakyyMHOH neperoHku. JloOaBisiim m3onponanon (4 J1) U DpoOayKT
cycrieHaupoBain HarpeBaHueM a0 okojio 50 °C. [Jlobaensmn MTBE (6 n) u cycneHswio
oxnaxnam no 2-5 °C. IlponykT ordunsrpoBsiBanu U npoMbiBaau 12 1 MTBE, u cymmunu B
BakyymMHOU neun (55 °C/300 topp/Beinyck N»), nmony4as (45)-2,2,4-TpUMETHINUPPOIUIUH *
HCI B Brie 6eoro KpHCTaIEecKoro TBepaoro semectsa (6,21 kr, Boixon 75%). "H SIMP (400
MI'y, IMCO-d6) 6 9,34 (yur ., 2H), 3,33 (an, J=11,4, 8,4 I'u, 1H), 2,75 (an, J=11,4, 8,6 'y,
1H), 2,50-2,39 (m, 1H), 1,97 (an, J=12,7, 7,7 T'y, 1H), 1,42 (¢, 3H), 1,38 (ax, J=12,8, 10,1 I'y,
1H), 1,31 (c, 3H), 1,05 (n, J=6,6 'y, 3H).

Yacre B: Iloayuenue N-(1,3-gumernanupason-4-ui)cynabdoraunn-6-[3-(3,3,3-
TpUPTOp-2,2-AUMETHIANIPONIOKCH )T Pa30.-1-ni]-2-[(4S)-2,2,4-TpumMeTHINHpPpOIHIANH-1-

ui|nupuauH-3-kap6okcamuaa (Coennnenus 1)
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IMosiyueHne NCXOAHBIX BELIECTB:
3,3,3- Tpm])Top -2,2-qumMeTHnnponan-1-oa
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[00152] B xpyriomoHHyto kon0y odbemoMm 1 1 ¢ 3 ropiamu Obula yCTaHOBJIEHA
MeXaHUYECKasi MeIlajka, OXJIKIAroImas OaHs, KarnejibHas BOPOHKA U JaTYHK TeMIepaTypsl J-
Kem. B xonly nepenocunu rpanynsl sutuiiamomunniruapuna (JIAI) (6,3 r, 0,1665 moinb) B
arMocdepe azora. 3aTeM B KonlOy mepeHocwiu terparuapodypan (200 mir) B atmocdepe a3ora.
Cmecu paBanu mnepeMelInBaThCsl IIPU KOMHATHOM TemnepaTtype B TedeHue 0,5 u ans
pactBopeHust TpanHys. OXnaxmaromyro OaHIO 3aTeM 3arpy’kajd KOJIOTBIM JIBIOM B BOAE U
TemrnepaTypy peakiu noHwkanu 10 0 °C. B kanenbHyr0 BOPOHKY TEPEHOCHIIN PacTBop 3,3,3-
Tpudrop-2,2-gumermnnponanoBoi kuciotsl (20 1, 0,1281 monb) B TeTparunpodypane (60 M) u
MPO3pavHbIN OJIeTHO-KENThIH pacTBOP A00aBsLU O KaruisiM B TedeHue 1 4. ITocne 3aBepruenHmst
no0aBieHUsT CMECH JaBaId MENJIEHHO HAarpeTbCsi 1O KOMHATHOH TeMIlepaTypel U
nepeMelInBaiie npoaosbkanu B tedenue 24 4. Cycnensuro oxnaxaanu Ao 0°C ¢ momoluispro

oxnamaromefﬁ 0aHU C U3METbYEHHBIM JIBAOB B BOAEC, a4 3aTCM OYCHb MCIJICHHO U IIO KaIlJIsdM
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nobasysui Boay (6,3 mut), 3areM pactBop ruapokcuaa Harpus (15 macc.%; 6,3 mi), u 3aTeM B
koHe Boay (18,9 mu). Temneparypy peakuuu MOJyYEHHOU OeNIoi CyCIeH3UH PEeruCTPUPOBAIU
npu 5 °C. Cycnensuro nepememnusamu npu ~ 5 °C B Teuenne 30 MUHYT, a 3aTeM QUILTPOBAJIH
yepe3 20 MM croii nenuta. Ocanok Ha QuibTpe mpoMeiBaiu TeTparuapodypasom (2 x 100 m).
@unprpar cymmnu Han cyibdarom Hatpus (150 1), a 3arem ¢unbrpoBamn. PuiabTpar
yIapHuBaJIy NP MOHWKEHHOM JIaBJIEHHH C MOJIy4eHUeM Ipo3padHoro OecuserHoro macna (15 r),
cozpepkaliee cMech npoaykra 3,3,3-rpudrop-2,2-gumeruinnponas-1-oma B TI'® (73% no macce
npoxaykra ~ 10,95 r u 27 macc.% TI'®, xak onpeneneno ¢ nomotsio |H-AMP). Tuctunnsar u3
pPOTOPHOTO HUCHAPHUTENs MOABEPrajd TUCTWUISIUUM TNpPH  arMOChepHOM JaBIeHUH C
ucnoyip3oBanueM 30 cM koJoHKU Vigreux ¢ mojydeHueM 8,75 r ocraTka, comepkainero 60%
macc. TI'® u 40 wmacc.% mnpoaykra (~ 3,5 r). PacueTrHoe oOlnee KOJNUYECTBO MPOAYKTA
cocrasisieT 14,45 t (Beixon 79%). 1H AMP (400 MI'u, JIMCO-d6) & 4,99 (1, J=5,7 T'u, 1H),
3,38 (mm, J=5,8, 0,9 'y, 2H), 1,04 (x, J=0,9 ', 6H).

Tper-byrna 3-okco-2,3-nuruapo-1H-nupa3zon-1-kapéoxkcuiar
1) HoN-NH,
o 2)(Boc)O o

H
N O
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[00153] 3amyckanu peakrop Ha 50 JI, KOHTPOIHPYEMBIi Syrris, U TeMIeparypy pyoammku
ycraHaBimuBain Ha 20 °C, nepememmBanu npu 150 o6/muH, obpataslii xonoamnpHuK (10 °C) u
nponysanu azorom. Jlobasmsanun MeOH (2,860 1) u merun (E)-3-merokcunpon-2-eHoat (2,663
Kr, 22,76 MOnb) U peaKkTOp 3aKpbiBaju. PeakIMOHHYIO CMeCh HarpeBajii 10 BHYTPEHHEH
temrnepatypbl 40 °C U cHCTeMy YCTaHABJIMBAIU IS TOAAEPKAHUS TEMIIePaTypbl pyOaliku npu
40 °C. T'mgpazun ruzgpar (1300 r, 55% wmacc./macc., 22,31 Monb) 100aBJISUTH MOPLMSIMHU Yepes3
KarejgbHyI BOPOHKY B TedeHue 30 MuH. Peakirionnyro cmeck Harpesanu a0 60 °C B teuenue 1
4. Peakumonnyro cmech oxnaxnaiu 10 20 °C u nopuusimu 1o0aBisin TpusTHamMuH (2,483 kr,
3,420 n, 24,54 monb), nonaepsxkuBasi temrepatypy peakuuu <30 °C. PacrBop Boc-anrmppuna
(nu-tper-OyTrnaukapbonara) (4,967 xr, 5,228 5, 22,76 monb) B MeOH (2,860 1) mobasisiiu
nopLusiMH, noazep:kusas TeMmepatypy <45 °C. PeakunoHHyro cMmech nepemernusaiy rnpu 20 °C
B TeueHue 16 4. PeakuMOHHBIM pacTBOp YacTHMYHO ymapusanu ans yaaneHus MeOH, B
pesyJibTaTe 4ero Mnojydaly Macjo CBETJIO-sIHTapHOro Lseta. [lonydyeHHOe Macio mepeHoCUu B
peakrop Ha 50 1, mepememmBanu u nodasisun Boxy (7,150 ) u renran (7,150 ;). {oGasku
BBI3bIBAJIA BBIMAJeHHE HEOOJBIIOrO KOJMMYECTBA MPOAYKTa. BOIHBINA CIION CIMBAIM B YHCTHIN
KOHTEHHEp, a MOBEPXHOCTh pa3zAeiia ¥ reNTaHOBbBIN CJION (PUIBTPOBAIH I OTZIEJIEHUS] TBEPAOTO
BelnecTBa (mpoaykTa). BonHbI clioil mepeHoCHIn O0OpaTHO B PEaKTOp W COOpaHHOE TBEpPIOe
BEIIIECTBO MTOMEIIAIN OOPAaTHO B PEAKTOP, M CMELIMBAIN C BOAHBIM ciioeM. KanenpHyr BOPOHKY
n00aBIISIIM B PEAKTOP M MEPEHOCHIIN YKCYCHYIO KucnoTy (1,474 kr, 1,396 1, 24,54 Monb), 3atem
MO KarusiM HaYyuHAJM J00aBJSITh KUCIOTY. Temneparypa pybamku Obuta ycranosieH Ha 0 °C,
9TOOBI MOTJIOTUTH 3k30TepMudeckuii 3¢ dext. [Tocne nodasnenus (pH=5) peakIMOHHYIO CMeCh

nepememnBaid B TedeHue | 4. TBeppoe BemecTBO OTHUIBTPOBBIBAIN U MPOMBIBATIU BOAOH
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(7,150 1), BTOpOI1 pa3 nmpomeiBaiu Bonow (3,575 m) u BeicymuBany. Kpucrammyeckoe TBeproe
BEIIECTBO CHUMAJIU ¢ PUIbTPA B POTOPHYIO Jammny odbeMoM 20 i u nobasnsiaun rentas (7,150
a). Cmeceb cycnienaupoBaiu mpu 45 °C B Teuenue 30 MuHYT, a 3aTeM OTroHsuid 1-2 obbema
pactBopurens. CycrieH3uto B kojOe OT(QUIBTPOBANM, a TBEPAbIE BELIECTBA IPOMBIBAJIH
renTtadoM (3,575 1) u BeicymuBainu. TBepaoe BELIECTBO NOMOJIHUTENBHO CYLIHIN B BakyyMme (50
°C, 15 mbap), nmony4ast Tper-OyTun S-okco-1H-nupazon-2-kapookcunar (2921 r, 71%) B Bune
rpy0ooro KpuUCTaJUIMYECKOTO TBEPIOrO BEINECTBA. 'H sSMP (400 MI'u, IMCO-d6) & 10,95 (c,
1H), 7,98 (1, J=2,9 T'u, 1H), 5,90 (n, J=2,9 I'u, 1H), 1,54 (c, 9H).

Cragus  A: Ttper-byrun  3-(3,3,3-Ttpudrop-2,2-1uMeTHINPONOKCH )TUPA30J1-1-

/l?\ J< HO\XCFg N. j‘iok

N- - N
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KapOokcHaaT

[00154] Cwmecs 3,3,3-tpudrop-2,2-numernnnponas-1-ona (10 r, 70,36 Mmonb) u Tper-
OyTun-3-ruapokcunupason-1-kapbokcunara (12,96 r, 70,36 mmonb) B Tomyose (130 wmm)
obpabarbBanu  Tpudenmnpocpurom (20,30 1, 77,40 mmonp), a 3areM usonponui-N-
u30npornokcukapooHmmmMuHokapbamarom (14,99 mn, 77,40 MMOJIb) U CMeCh MEPEMELIHBAIIH
npu 110°C B Teuenue 16 u. JKenTwlil pacTBOp ynapusBaiu IpU MNOHMWKEHHOM JaBJIEHHUH,
pasbaemsuin rentaHoM (100 mur) m BemmaBmMK B 0canok TpubeHmIpocHUHOKCHT yaaTSIN
¢unbTpaumeit u mnpomeiBamM cMecero renrtan/ronyon 4:1 (100 wmum). JKenteiit ¢unbTpar
yIapuBaJd U OCTATOK OUHMINAJIM XpoMarorpadueil Ha CHIMKareie C JIMHEHHBIM TIPajiue€HTOM
stunanerata B rekcaHe (0-40%), mnomyuass Ttper-Oyrun 3-(3,3,3-tpudrop-2,2-numerun-
npornokcu)nupason-1-kapookcunar (12,3 r, 57%) B Buae He COBCEM OEIoro TBEPAOro BELIECTBA.
MC-2CU m/z paccuut. 308,13477, wmaiimeno 309,0 (M+1) *; Bpems ynmepxkusanus: 1,84
MUHYTHI. 'H ssMP (400 MTI'y, IMCO-d6) 6 8,10 (m, J=3,0 I'u, 1H), 6,15 (n, J=3,0 I'u, 1H), 4,18
(c, 2H), 1,55 (c, 9H), 1,21 (c, 6H).

Cranus B: 3-(3,3,3-tpudrop-2,2-numernimponoxcu)-1H-nupazon

HCI
F3CXO\@/‘N j F3c></0\iN/‘NH

O

[00155] Tper-Oytun-3-(3,3,3-TpudTop-2,2- AMMETHIITTPOMIOKCH )TUPa30I- | -kapOOKCHIaT
(13,5 1, 43,79 mmonb) obpabareiBamu 4 M constHOH KHCIOTHI B auokcane (54,75 mu, 219,0
MMOJIb) B cMech nepememuBanu npu 45 °C B Teuenne 1 4. PeakUMOHHYIO CMeCh yIapHuBaJd
nocyxa u octatok skcrparupoBamd 1 M BomgabiM NaOH (100 mu) m MeTHiI-TpeT-OyTHIIOBBIM
s¢upom (100 mir), mpoOMBIBAIM HACBIIEHHBIM BOAHBIM PacTBOpPOM Xyopuzaa Hatpus (50 mu) u
SKCTPArHpPOBAIN METUI-TPET-OyTHUIOBbIM 3upoM (50 min). OOvennHeHHbIe opraHnyeckue (aspl
cyumiy, (GUIBTPOBAIHM U BbIMAPHUBAIH, ronydast 3-(3,3,3-tpudrop-2,2-numernnnponokcu)- 1 H-

nupasod (9,0 r, 96%) B Buae He coBceM 0eJI0ro BOCKOOOPa3HOTO TBEPIOTO BEIECTBA. MEICH 1y
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paccunt. 208,08235, Haiineno 209,0 (M+1) *; Bpems yuaepxusanus: 1,22 munytsl. 'H SIMP
(400 MI'uy, IMCO-d6) & 11,91 (¢, 1H), 7,52 (n, J=2,2 I'u, 1H), 5,69 (T, J=2,3 I'y, 1H), 4,06 (c,
2H), 1,19 (c, 6H).

Cragus C: Tper-byTna 2,6-auxaopnupuans-3-kapooxkcuaar
1) (Boc),O

o )
2) HCl ? /|<
X OH —_— N o
» |
Cl N~ ~Cl cl N” cl

[00156] PactBop 2,6-nuxnopnupuanH-3-kapOonoBoi kuciaotel (10 T, 52,08 MMmoib) B
TI'® (210 mu) mocnenoBatenbHO oOpadaThiBanmu Au-Tper-OyTuinnukapdbonatom (17 r, 77,89
MMOJIb) U 4-(IuMeTHIaMHHO )pUaHOM (3,2 T, 26,19 MMOJIB), U OCTABJISLIA NIEPEMELTUBATHCS B
TE€YEeHHEe HOYM NMPHU KOMHATHOU Temmeparype. B stor momenT nodasmsuin 1 H. HCI (400 M) u
CMECh 3HEPrU4YHO MNepeMellnBaiu B TedeHue okono 10 munyt. IIpoaykT skcTparuposanu
stunaneratoM (2 x 300 M) u 00BETUHEHHBIE OPTAHUYECKHE CIIOU MpOMBbIBaH Booi (300 mur)
U HACBILIEHHBIM pacTBOpoM xJjopuna Hatpus (150 mur), u cymmiam Hajx Cyiab(paroM HaTpusi U
yIapuBaJd TPH TOHIKEHHOM HaBjieHuH, mnonydas 12,94 r (Bexoxm 96%) tper-OyTtmi-2,6-
OUXJIOpIUpPHUINH-3-Kapbokcumat B Bune Oecupernoro macia. MC-9CH m/z paccunr. 247,01668,
Haiineno 248,1 (M+1) *; Bpems yuepsxuanns: 2,27 munytsl. 'H SIMP (300 MI', CDCl3) m.u.
1,60 (c, 9H), 7,30 (n, J=7,9 I', 1H), 8,05 (1, J=8,2 I'y, 1H).

Cragus D: TpeTr-byTHaI 2-xj0p-6-[3-(3,3,3-Tpudrop-2,2-

AUMETHJNPONOKCH)THPa30.-1-un|nupuann-3-kapookcuaar
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[00157] K pactBopy Tper-OyTmin-2,6-auxiaopnupunus-3-kapookcunata (10,4 r, 41,9
mmosb) u 3-(3,3,3-tpudrop-2,2-numerunnponokcn)- |H-mupazona (9,0 r, 41,93 mmonb) B
JIM®A (110 mi) nobaBmsuin kapOonar kamusa (KoCOs) (7,53 1, 54,5 mmons) u 1,4-
nuazaduimkio[2.2.2]Jokran (DABCO) (706 wmr, 6,29 mMMOib), 1 CMeCh NEpEMELINBAIN TPU
KOMHATHOW Temreparype B TeueHHe 16 4. KpemooOpasHyo CyCneH3uro Oxyaxaanu Ha OaHe ¢
XOJIOMHON BONOW M MeIyieHHO nodapisuik xonoaHyro Boxmy (130 mur). I'ycTyro cycreH3uro
nepeMeInuBaId NPU KOMHATHOH TemrepaType B TedueHue | 4, QUIbTpOBaIM M MPOMBIBAIH
OOJNBIIMM KOJHMYECTBOM BOIBI C TOJy4eHHEM Tper-OyTui-2-xmop-6-[3-(3,3,3-tpudrop-2,2-
IUMETHIIIIPONIOKCH )THPa3oi- 1 -vn Jmupunun-3-kapobokeunar (17,6 r, 99%) B Buge HE COBCEM
6enoro Teepaoro Bemectsa. MC-DCH m/z paccuur. 419,12234, naiineno 420,0 (M+1)*; Bpems
yaep>kuBaHusi: 2,36 MUHYTBHI. 'H amP (400 MI'y, IMCO-d6) 6 8,44 (n, J=2,9 ', 1H), 8,31 (x,
J=8,4 Ty, 1H), 7,76 (n, J=8,4 'y, 1H), 6,26 (1, J=2,9 I'y, 1H), 4,27 (¢, 2H), 1,57 (c, 9H), 1,24 (c,
6H).
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Crangus E: 2-xy0p-6-[3-(3,3,3-Tpudrop-2,2-nuMe THIANPONOKCH )TUPa30.-1-

WI|nHpuAHH-3-Kap0OHOBAasl KHCJIOTA

oK on
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[00158] Tper-OyTun-2-xmnop-6-[3-(3,3,3-tpudrop-2,2- TMMeTUIIPONOKCH ) TUPA30JI- 1 -
wi | nupuanH-3-kapookcunar (17,6 r, 40,25 MMob) CyCIeHANPOBAIHN B U3omponanone (85 mi),
oOpaboranHblii constHON kucnoroil (34 M1 6 M, 201 MMOJb) M HarpeTblii O KHUIIEHUS C
OOpaTHBIM XOJIONWIBHUKOM B T€4eHHE 3 4 (TIOYTHU MOJHOCTHIO PACTBOPHIICS B PacTBOpE C
00paTHBIM XOJIONWIPHUKOM M CHOBA Ha4aJl BBIMAAATh B 0cafokK). CycrneH3nto pa3daBisiii BOAOH
(51 mi) ¢ oOpaTHBIM XOJOAMIBHUKOM M OCTABJISUIH OXJIAXKAATHCS 10 KOMHATHOHM TEMITEPaTyphl
NpU TepeMelInBaHuUd B TedeHue 2,5 4. Teepmoe BemecTBO OT(HIBTPOBBIBAIIHN, MPOMBIBAIN
cMmechio n3omnpomnanoy/soaa 1:1 (50 mir), GOMBIIMM KOJIMYECTBOM BOABI M CYIIHJIU B CYIIMJIEHOM
mkady B Bakyyme npu 45-50 °C mpu atmocdepe a3oTa B TeU€HUE HOYH, C MOJYUEHHEM 2-XJI0p-
6-[3-(3.3,3-tpudrop-2,2-TUMETHUINPOTIOKCH )TUPA30I- 1-11| mupuanH-3-KapOOHOBOW KHCIIOTOH
(13,7 1, 91%) B BUOe HE coBceM Oenoro TBepaoro semectsa. MC-OCH m/z paccuut. 363,05975,
HaiineHo 364,0 (M+1) *; Bpems yuepxusanust: 1,79 munyrst. 'H SIMP (400 M, JIMCO-d6) &
13,61 (c, 1H), 8,44 (n, J=2,9 I'u, 1H), 8,39 (n, J=8,4 I'u, 1H), 7,77 (n, J=8,4 I'y, 1H), 6,25 (x,
J=2,9T1, 1H), 4,28 (¢, 2H), 1,24 (c, 6H).

Cragusa F: 2-xaop-N-(1,3-aumernnnupaszon-4-ui)cyabdpouun-6-[3-(3,3,3-tpudprop-

2,2-q1uMeTHJNPONnoKCcH )upPa3o-1-ui|nupuaun-3-kapdoxcamua
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[00159] 2-Xnop-6-[3-(3,3,3-TpudTop-2,2- IMMeTUIIPONOKCH)TUPa30JI- 1 -1t | mupuauH-3-
kapOoHoByI0 kuciaoty (100 mr, 0,2667 mmone) u CDI (512 mr 3,158 mmone) o6benunsian B TT' @

(582,0 Mxum), m cMmech mepeMelINBald INPH KOMHATHOW Temneparype. Tem BpemeHem 1,3-
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IUMeTHIIpason-4-cynpponunxiopun (62 mr, 0,3185 mmonb) oObenuHAIN ¢ aMMHAkoM (B
METaHOJIe) B OTHEIbHOM (hJIAKOHE, B PE3yJIbTATE Yero MrHOBEHHO 00pa3oBajioch Oeyioe TBepaoe
BemecTBo. Ilocne mepememuBanys B Te€UEHHE MOMOJHUTENBHBIX 20 MUHYT JIETYYHE BEIIECTBA
yIaJsUId BBIAPMBAHMEM U K TBEPIOMY OCTAaTKy N00ABsUIM 1 MII IUXJIOpMETaHAa, U TaKXKe
ynapusanu. 3arem nodasnsiin DBU (100 mxi, 0,6687 MMoOnb) B CMeCh NepeMeIlnBai MpH
60°C B TeueHne 5 MUHYT ¢ mnocienyromum nobasnenueM TI'® (1 mi), KOTOpbIA 3arem
BemmapuBann. Copepkumoe (QuakoHa, cozaepskamero axrusupoBanHyro CDI kapOoHOBYIO
kucinory B TI'®, 3arem pnoGaBmsmi BO (JIAKOH, COAEpKAIlMi BHOBb OOpa3OBaHHBIM
cynbpoHamun u DBU, U peaklIMOHHYIO CMeCh MepeMEIIUBAIN B TeYeHHe 4 4 MPU KOMHATHOM
TeMrieparype. PeakimonHyr cmech paszOaBisuin 10 My sTunanerara W npombiBaid 10 mi
pacTBopa TMMOHHOH KucnoThl (1 M). BoxHblii ciioli skcTparuposainu dtunaneratoM (2 x 10 )
U OOBEMHEHHBbIE OPTaHUYECKUE CJIOM TMPOMBIBAJIN HACHIIEHHBIM PACTBOPOM XJIOPHA HATPHS,
CYLUIMJIM HaJa Cyib(aToM HATPHUsl W yHapUBaJIH, MOJy4as MPOIYKT B BUAE OENOro TBEPAOTO
BemectBa (137 mr, 99%), KOTOpOe HCMONB30BAM HA ClEAyoINed cranuu 0e3 HaibHeWIne
ounctkn. MC-DCHU m/z paccuut. 520,09076, Haiineno 521,1 (M+1) *; Bpems ynep:kuBaHus:
0,68 MUHYTBI.

Cragua G: N-(1,3-aumerunnnupason-4-ui)cyiabdoaunn-6-[3-(3,3,3-tpudrop-2,2-

AUMETUINPONOKcH )mupa3o-1-ui|-2-[(4S5)-2,2,4-Tpumernnnuppouaus-1-wi|nupuaus-3-

HCI
=N HN NS =N
o C(\ LN"‘“‘ it O\\ N
X N’S\\ e = S
5 H O N ' P H O

FaC F3C

KapOokcamujg

[00160] 2-xmop-N-(1,3-gumernnnupason-4-un) cynbpouun-6-[3- (3,3,3-tpudrop-2,2-
TUMETHIITIPONIOKCH )TUpa3oi- 1-wi Jmupunus-3-kapookcamun (137 wmr, 0,2630 mmonb), (45)-
2,2, 4-rpumermnnupponunud (ruapoxnopunnas cosb) (118 mr, 0,7884 mmonb) u kapOoHaT
kamus (219 wmr, 1,585 mmons) oobenunsuin B JIMCO (685,0 M) u cMech HarpeBaiu mipu 130
°C B TeueHue 16 4. PeakIMOHHYIO CMeCh OXJIAKIAIU 1O KOMHATHOH TeMIepaTypbl U TOOaBIISIIH
1 mn Bombl. Ilocne mepememuBaHus B TeueHUe 15 MUHYT cOmep:KUMOMY (hJIAaKOHA IaBaJIH
OCECTh, M JKUJAKYIO YacTh YOAJSIM C TOMOLIBIO MUIETKH, a OCTAaBIIHECS TBEPAbIE BEINECTBA
pactBopsii B 20 Mi sTuiaunerara ¥ npombBanu 1 M mmumonno# kuciotoi (15 mum). Cnom
pa3nessui U BOAHBIM CJION 3KCTparupoBaju emie nBa pa3a 15 mu stunanerara. OpraHuyeckue
BEINECTBA OOBENUHSIM, MPOMBIBAJIN HACBHIIICHHBIM BOIHBIM pAacTBOPOM XJIOpHIA HATPUS,
CYLIMJIH HaJ Cyib(arom HaTpus U ynapusaiu. [loaydeHHOE TBEPIOE BELIECTBO OMOIHUTEIBHO
OUMINAIM XpoMarorpaduell Ha CUIMKareyie, 3JIOUPYS FPAIUEHTOM METaHOJa B JUXJIOPMETaHe
(0-10%) c¢ mnonyuenuem N-(1,3-mumernnnupaszon-4-wmn)cynbhpornn-6-[3-(3,3,3-tpudrop-2,2-
IUMETHIIIIPONIOKCH ) TUpazon-1-mn]-2-[(45)-2,2,4-TpuMeTuInuppoIuanH- 1 -wi | nupuaus-3-

kapbokcamuna (72 mr, 41%) B Bupme Oenoro TBepmoro BemecrBa. MC-DCH m/z paccuur.
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597,2345, waiineno 598,3 (M+1) *; Bpemst ynepxusanns: 2,1 munyts. 'H SMP (400 MI'm,
JIMCO-de) 6 12,36 (c, 1H), 8,37 (c, 1H), 8,22 (n, J=2,8 'y, 1H), 7,74 (1, J=8,2 I'y, 1H), 6,93 (7,
J=8,2T'y, 1H), 6,17 (&, J=2,8 I'y, 1H), 4,23 (c, 2H), 3,81 (¢, 3H), 2,56 (n, J=10,4 I'n, 1H), 2,41
(t, J=8,7 I'u, 1H), 2,32 (¢, 3H), 2,18 (nn, J=12,4, 6,1 I'y, 1H), 1,87 (nn, J=11,7, 5,5 I'u, 1H),
1,55 (n, J=11,2 'y, 6H), 1,42 (1, J=12,0 'y, 1H), 1,23 (¢, 6H), 0,81 (1, J=6,2 'y, 3H).

1. Hony4yenne Popmbl A

[00161] Kpucranmnyeckass @opma A Oblia MosydeHa ¢ MOMOIIBIO CIEAYIOIIEro crocoda
cunTeza. 2-xyop-N-(1,3-numerunnupason-4-un)cynbponmn-6-[3-(3,3,3-tpudrop-2,2-1umMeTHI-
,  207,3 wmmonb), (4S)-2,24-
TPUMETWITUPPOIUINH (XJIOpUCTOBOAOpOaHast conb) (77,55 1, 518,2 MMmomnb) oObenuHsM C
KoCO;3 (143,2 1, 1,036 momb) B IMCO (432,0 mu) u 1,2-mustokcustanom (1080 mi) B

KPYTJIOAOHHOHN KO0yOe 00beMoM 1 J1 ¢ OOpaTHBIM XOJOAMJIBHUKOM. [IONy4eHHYIO CYCIEH3HIO

NPOTOKCH )TUPa3od- 1 -wi|mupunun-3-kapbokcamun (108 r

Harpesanu npu 120 °C u mnepeMemmBanu IpU TeMIepaType B TeUeHHE HOUYU. 3aTeM
peakuoHHy cMech pazdasisuin JIXM (1,080 i) u mennenno nobasnsmn HCI (933,0 Mot 2 M,
1,866 monp). XKunkue ¢aspl pasgensian u BogHyro (asy skcrparuposain XM (540,0 m).
Opraandeckue ¢aspl 00bennHsIM, TpoMbIBaIu Bogon (540,0 mur) (3 pasa), 3arem CyIIWIH Hax
Na,SOs ¢ mnonydeHuem siHTapHOTO pactBopa. JloOaBmsum cunukarens (25 1), a 3arem
OCYIIUTENb/CHIINKAreb OTQUIbTPOBbIBaIN. PuubTpyrommii cioii npombeBanu XM (3 x 50
mit). Oprannueckue $aszsl oobenussun u ynapusaiu (40 °C/40 Topp), monydasi HEOUUIIEHHBIN
N-(1,3-gumernnnupazon-4-wi)cynbhormwi-6-[3-(3,3,3-tpudrop-2,2-

IUMETHIINIPONIOKCH )TUPazon-1-mn]-2-[(45)-2,2,4-TpuMeTunnuppoauans- 1 -wi | nupuaus-3-
kapOokcamuz (198.,6 r, Teopust 160%) B Buze He coBceM 0€JOro TBEpAOro BelecTBa. 1Bepaoe
BemecTBo pasdasmsuin MTBE (750 wmun), HarpeBamu mo 60 °C (BHewHsist Temmeparypa) U
CMeLINBAJIU 10 TOMOreHHoM cycnensuu. Cycnensuo oxnaxaanu a0 30 °C npu nepeMernuBaHum
U TBEpJAOE BEINECTBO OT(WIBTPOBBIBAIM, CYLIMIM HA BO3AyXe U B BaKkyyMme, MOJy4Yas
coenunenue 1 (111,1 r; 90%) B Bume MeIKOro OEI0ro MopoIIKa.

[00162] Kpucrammudeckyro (opMy A Takxke TMOJy4ald C TOMOIIBIO CJEIYIOIIEH
npouenypsl. Cycnensuto Coenunenust 1 (150,0 r, 228,1 mmonb) B u30-PrOH (480 mut) u BOne
(120 mur) HarpeBamu mpu 82°C ¢ mosyueHHEeM pacTBopa. PacTBOp OXJaKAaTU € TOMOLIBEO
koHTposuiepa J-Kem co ckopoctrro oxmaxnaenust 10 °C/4. Kak Tonapko Temmneparypa JOCTHUTIIA
74 °C, B pactBop noOapisuim oOpasern; coemuHeHus | B Kkpucraumdeckoi ¢opme A.
Kpucrannuzauus npoucxonuna HememneHHo. Cycmensuro oxnaxpaanu po 20 °C. Tseppoe
BEIIECTBO OT(HIBTPOBBIBANIH, NpombiBau n30-PrOH (2 x 75 i), cymmnm Ha BO3ayxe €
BAaKyyM-HAacOCOM M cymmind B Bakyyme (55 °C/300 Topp/otdop N»), monydas coenunHeHue I,
dopma A (103,3 r) B BUme Oenoro mopormka. OOpasen oxjaxkmamu 1o ~ S5 °C, naBamm
NepeMeIInBaThCs B TE€UEHHE | U, a 3aTeéM TBEpAOEe BELIECTBO OT(HIBTPOBBIBAIH (CTEKIISTHHBINA
¢unbTp/Oymara). Ocanok Ha ¢unsrpe nmpombiBanu n3o-PrOH (75 min) (2 pasa), cymmnn Ha
BO3AyXe C BAaKyyM-HACOCOM, CYIIMJIM Ha BO3JyX€ B CYIIMJIBHOM coOCyle (B OCHOBHOM
BbIcymeHoro 120,6 r), cymumu B Bakyyme (55 °C/300 Topp/N2) B TedueHue 4 4, a 3aTeM IpPHU K.T.

B TeueHue Houn. Cymika B TeueHue Houu nasana 118,3 r (Bexon 87%) Genoro mopoinka.
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2. IlpuroToBJjieHHe BbICyllIeHHOH pacnblieHneM aucnepcun Coennnenns I

[00163] Beicymennyro pacnbuienneMm nucnepcuto CoenuHenuss | momywanu ¢
UCTIONBb30BAaHUEM pachblIuTenbHON cymmiaku Buchi Mini Spray Dryer B290. HPMCAS-HG
(15,0 r) pactBopsmu B 200 max MeOH/AXM (1/3), u noGasnsamu Coenunenue [ (15,0 r) u
nepememiuBany B TedueHue 30 MHMHYT, mosydasi npo3pauHblii pactBop. ITomyueHHbI pacTBOp
NOJIBEPTaJii PACIBUIUTEIBHON CYLIKE B CIEAYIOIUX YCIOBHUSX, YTO NMPHUBOAMIO K IOJYYEHHIO
BBICYLIEHHOH pacmbuienueM aucnepcun 50% Coenmnnenus 1/50% HPMCAS-HG (Beixon: 70%,

3arpyska TBepaoro Bemectsa: 13%).

Ycnosus
Temnepatypa Ha Bxozne (°C) 80
Temnepatypa Ha Beixoze (°C) 39
Hasnenwne a3ora (QyHT/KB. IH0HM) 95
Acnmparop (%) 100
Hacoc (%) 25
Porametp (Mm) 60
Hasnenne ¢unbrpa (Mbap) -50
Temmneparypa kougencaropa (°C) -10

3. IlopomikoBasi peHTTeHOBCKAasi AH(PpaKIHs

[00164] M3mepeHus: MOPOLIKOBOW PEHTI€HOBCKOW AM(pakiuy ObLIM BBITOJHEHBI C
ucnons3oBanueM nugpaxkromerpa PANalytical’s X-pert Pro mpu kOMHaTHOI Temmepatype H
arMocgepHOM naBieHuu ¢ usnyueHueM menu (1,54060 A). Onruka nagaroomero jgyda coCTosia
U3 IIeJIH C MePEeMEHHOIN paCXOAMMOCTBIO AJIsi 00eCIeYeHNs] MOCTOSTHHOM OCBEIEHHOW JUTMHBI Ha
oOpasiie U Ha CTOpOHE Au(parupoBaHHOrO Jiy4ya, OBLI HCHOJB30BAH OBICTPBINA JIMHEHHBIH
TBEPJOTENbHBIA JETEKTOP C AKTHUBHOM AJMHON 2,12 rpagyca 2 Tera, U3MEPEHHON B peXUME
ckanupoBanus. OOpaseny mopomika ObUl ymakoBaH B OOJACTH C OTCTYNOM KPEMHHEBOTO
aep:Katens ¢ HyJeBbIM (POHOM, U OBLIO BBIMOJHEHO PACTSATUBAHUE JUIS NOCTIDKEHUS JIydinen
cratuctuk. CUMMETPUYHOE CKaHUpOBaHUE u3Mepsuioch OT 4 no 40 rpagycoB 2 Tera ¢
pasmepom mara 0,017 rpanyca u BpemeHeM 11ara ckanuposanus 15,5 c.

[00165] Ha ¢ur.1 npogemoncTpuposan cniektp XRPD ¢opmsr A Coenunenns L.

[00166] @ur. 2 mnpexncraBmsier cobol s3kcnepuMeHTanbHylo XRPD  ¢dopmber A
Coenunennss 1| (BBepxy) mo cpaBHeHHIO ¢ paccuutanHoii XRD (BHu3y), KoTOpas
paccUMTHIBAETCSI IO JaHHBIM TIOJYYEHHBIM OT MOHOKpHCTala. bbula yCcTaHOBJIEHA
MOHOKpUCTAJUTHYECKast CTpykTypa ¢opmel A. Kpucramumdeckas CTPyKTypa MOATBEPIKIAET
abCOIOTHYI0 KOH(UTYpalMIO MOJEKYJIbl, H paccuuTaHHble audpakrorpammel  XRPD
MOKa3bIBAIOT XOpOIIEe COrjlacue ¢ HKCIepUMEeHTalbHBIMH augdpakTorpammamu. Popma A
Coenunenus I obpasyer opropomOudeckyro snemMeHTapHyto siueiiky P212121, a=15,74 b=22,86
¢=26,59 (anrcrpem), a=F=y=90, Z=12 V=9575 Flack=0,08. Cnenunanucry B maHHO# oOjacTu

TEXHUKHN OOJIKHO OBITH MOHATHO, YTO O3THU MMAPaAMETPbl KPUCTAJUIOB MOIYT H3MCHATBHCA B
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3aBHCHMOCTH, HAIIPUMED, OT TEMIIEPATYPBI, NABJICHUS WK U3MEHUYUBOCTH MPHOOpA.

[00167] Ha ¢wur.3 noka3aHo HaJOXEHHE SKCIIEPHUMEHTAIbHOW U paccuntaHHOW XRPD
¢dopmbr A Coenunennst [ u3 ¢ur. 2.

[00168] Ha ¢wur.4 nokazan cnekrp XRPD amopdnoro Coenmnenust I, momyueHHOro
cyuikoii pacneiienuem gucnepcuu (SDD) 50% Coenunenus I B HPMCAS-HG.

4. MoaynuposanHas 1uddepeHunanbHas ckanupyomas kaatopumerpus (MDSC)

[00169] MDSC ncnonb30Baiu uisl ONPEAEIeHUs] TEMIIEPATYPbl CTEKJIOBaHUS aMOP(HOTo
marepuaia. MDSC BBINOJHIN C HCHIOJb30BaHHEM O] PepeHInaTIbHOrO CKaHUPYIOLIETO
kanopumerpa TA Discovery DSC (TA Instruments, Heto-Kacn, [lenasep). IlpubGop ObLa
OTKanuOpoBaH ¢ momombl HHAM. OOpasubl mpuOMM3UTENbHO 1-3 Mr ObUTH B3BELICHBI B
IePMETUYHbIE THUTEIH, KOTOpble ObUTM OOXKATBI C HWCHOJB30BAHHUEM KpBIEK C OJHUM
orBepctueM. O6pazenr MDSC ckanupoBanu npu temmeparype oT -20 1o 200 °C co CKOpOCThIO
Harpea 2 °C/muH ¢ monymsuuen +/- 1 °C B Teuenne | mMunyThl. [laHHbIe ObUTH COOpaHBI U
NPOAaHAJIM3UPOBaHbl MporpaMMHbIM oOecriederneM TA Instruments Trios (TA Instruments,
Hero-Kacn, /lenasep).

[00170] Ha ®wur.5 nponemonctpupoBaH crnektp MDSC BricylieHHOH pacnbplieHHEM
mucniepcun (SDD) 50% Coenunennss I 8 HPMCAS-HG u nponemonctpuposano, uto SDD
UMeeT CPENHIO TeMriepaTypy okoiso 106 °C.

5. Ilpumep 2 Cunre3 coegunenus II: (R)-1-(2,2-{n¢ropodenso[d][1,3]auoxcon-5-
ui1)-N-(1-(2,3-auruapoxkcunponu)-6-¢grop-2-(1-ruapoxcu-2-meruanponan-2-ui)-1H-

HH/10J1-5- W) IUKJIONPONAHKApOoKcaMug

o av ~x
Mo\ 0 oNn. JE . 0 oM.
198 SR TR DT T TR
FrTl Jroonenoeo, IMPA P ?‘ 7 '

Craguas A: (R)-Benzun2-(1-((2,2-pumern-1,3-nnokcosian-4-mia)meru)-6-grop-5-
HuTpo-1H-unn0/1-2-11)-2-MeTHIINPONAHOAT u ((S)-2,2-numerna-1,3-guoxcosian-4-
nm)mermwi-2-(1-(((R)-2,2-numermi-1,3-1uokcosian-4-mwia)merun)-6-prop-S-uurpo-1H-
HHA0JI-2-WJT)-2-MeTHJINPONAHOAT

[00171] Kapbonat ne3us (8,23 r, 25,3 Mmmounb) nobasisum k cMecH OeH3u 2- (6-¢rop-5-
HUTpo- | H-unnon-2-un)-2-merunmnponanoara (3,0 r, 84 wmmonp) u (S)-(2,2-numernn-1,3-
auokconaH-4-un)metmn-4-merunoensoncyibdonara (7,23 r, 25,3 mmons) B JIMPA (17 mo).
Peakunonnyro cmeck nepemermnsainu rnpu 80 °C B TeueHne 46 1 B atmocepe asora. 3arem
CMECh pacOpenessulM MEeXAYy OTHIALeTaTOM W BOAOH. BOXHBIA CJIOM 3KCTparupoBaiv
stunaueratoM. OObeIMHEHHbIE STHJIALETATHBIE CJIOW IPOMBIBATH HACHIIIEHHBIM BOJHBIM

pacTBOpOM XxJjopuaa Hatpus, cymmnn Hag MgSOy, punerpoBanu u ynapusanu. HeounimeHHbIiH
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NPOAYKT, BSI3KO€ KOPHUYHEBOE MACiO, KOTOPOE COAEPIKUT 00a MPOAYKTA, MOKA3aHHBIX BBHIIIE,
UCTIONBb30BAJIM HEMOCPEICTBEHHO Ha crlenyromed craguu Oe3 nanpHeiimed ouuctku. (R)-
benszun2-(1-((2,2-gumeruin- 1,3-guokconas-4-un)merun)-6-grop-5-aurpo- | H-unnon-2-wmn)-2-
metunnponanoat, MC-DCH m/z paccuut. 470,2, Haiineno 471,5 (M+1)". Bpems ynep:xuBaHust
2,20 MUHYTBL ((S)-2,2-Aumernn-1,3-nuokconan-4-um)merun-2-(1-(((R)-2,2- numernn-1,3-
IUOKCoNaH-4-un)meTn)-6-grop-5-aurpo- | H-unnon-2-un)-2-merunnponanoar, MC-DCU m/z
paccuut. 494,5, naiineno 495,7 (M+1)". Bpems ynepxupanus 2,01 MUHYTbL

Cragua B: (R)-2-(1-((2,2-numertni-1,3-n1uoxconan-4-uia)merui)-6-prop-S-uurpo-
1H-unpon-2-na)-2-merTuanponat-1-oa

[00172] HeouuniueHHyO pEeaKMOHHYIO CMECh, MOJyUYEHHYIO Ha cTaauu (A), pacTBOPSIIH
B TI'® (42 mn) u oxnaxknanu Ha OaHe co jbpaoM u Bomoil. [To karsm nobdasnsmu LiAIH, (16,8
mia 1 M pacteop, 16,8 mmons). ITocne 3aBepuieHus: noOaBIeHUs, CMECh TEPEMEIIMBAN B
TE4YEeHHE AOTOIHUTEIBHBIX 5 MUHYT. B peakimonnyo cMmeck nodasisuin Bony (1 mir), 15%-Hbrit
pactBop NaOH (1 mu), a 3arem Boay (3 mut). Cmech (UIBTPOBAIM Yepe3 LIEJUT, & TBEPIbIE
BewecTsa npomeiBasid TT'® u stunaueratoM. PuiabTpar ynapupaiud U OYUIIAINA C MOMOIIBIO
KOJIOHOUHOU xpomarorpaduu (30-60% >TunaneraT-cMechb M30MEPOB T'eKCaHA) ¢ TMOJyYEHHEM
(R)-2-(1-((2,2-numeTwn-1,3-nuokconan-4-uia)meru)-6-grop-S-uurpo- | H-ungon-2-wm)-2-
METHJINPONaH-1-o5a B Buae kopuuHeBoro macia (2,68 r, 87% 3a 2 craguu). MC-OCHU nvz
paccuut. 366,4, Haiineno 367,3 (M+1)*. Bpems ynepsxusanust 1,68 munytsr. 'H SIMP (400 MIw,
JIMCO-do6) 6 8,34 (n, J=7,6 I'u, 1H), 7,65 (», J=13,4 I'u, 1H), 6,57 (c, 1H), 4,94 (1, J=5,4 I'ny,
1H), 4,64-4,60 (m, 1H), 4,52-4,42(m, 2H), 4,16-4,14 (m, 1H), 3,76-3,74 (m, 1H), 3,63-3,53 (M,
2H), 1,42 (c, 3H), 1,38-1,36 (m, 6H) u 1,19 (c, 3H) m.u.

Cragua C: (R)-2-(5-amuno-1-((2,2-aumerna-1,3-auoxcosan-4-un)merun)-6-gprop-
1H-unpon-2-ni)-2-merTuwanponat-1-oa

[00173] (R)-2-(1-((2,2-gumerni-1,3-guokconan-4-un)metun)-6-grop-S-aurpo- 1 H-
UHION-2-1n)-2-MeTunnponas-1-on (2,5 r, 6,82 mmonb) pactBopsuii B 3tanone (70 mi) u
pPeaKMOHHYI0 cMech mpoayBaiu N,. 3atem nobdassiiu Pd-C (250 mr, 5% macc.). PeakiinoHnHyro
CMeChb CHOBA MPOJYBAJIM a30TOM, a 3aTeM nepemernnBaiu B armocepe Hy (atm). Uepes 2,5 u ¢
nomoiero XKXMC HaOmonanu TOJBKO YAaCTHYHOE NMPEBpPALICHHWE B MPOAYKT. PeakIMOHHYIO
cMech (PMIIBTPOBAHM Yepe3 HeJduT U ynapuBaid. OCTaTOK MOBTOPHO MOABEPTaMd MPOLEAYpaM,
ykazaHHbiM Bbime. Yepes 2 u JXKXMC mnokazana TmOJHOE TPEBpAIEHHE B MPOIYKT.
Peakunonnyro cMech QrubTpoBaiu depe3 HeauT. OUibTpaT yHmapuBasid, MOJydas MPOAYKT B
Buze yepHoro Teepaoro Bemectsa (1,82 r, 79%). MC-OCH mv/z paccunr. 336,2, HaiineHo 337,5
(M+1)*. Bpems ynepxusanns 0,86 munytsr. 'H SAMP (400 MI'n, IMCO-d6) & 7,17 (z, J=12,6
I'n, 1H), 6,76 (1, J=9,0 I'u, 1H), 6,03 (c, 1H), 4,79-4,76 (M, 1H), 4,46 (c, 2H), 4,37-4,31 (m, 3H),
4,06 (non, J=6,1, 8,3 I'y, 1H), 3,70-3,67 (M, 1H), 3,55-3,52 (M, 2H), 1,41 (c, 3H), 1,32 (c, 6H) u
1,21 (¢, 3H) m.u.

Cragua D: (R)-1-(2,2-gu¢ropodenso|d][1,3]anokcon-5-nma)-N-(1-((2,2-aumerni-1,3-
AHOKCOJaH-4-un)MeTHI)-6-PpTOop-2-(1-rugpokcu-2-meruianponan-2-ui)-1H-ungon-5-

HWJT)HKJIONPONAHKApPOoKcaMug
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[00174] IM®PA (3 xamm) pobaBisuid K mepememnnBaeMoit cmecu 1-  (2,2-
mudropbenso[d][1,3 | anokcon-S-unm)uuknonponankapboHosoii kucnotsl (1,87 r, 7,7 mmonb) u
tuoHmxyiopuna (1,30 mur, 17,9 mmons). Yepes 1 dwac oOpasoBaicsi Mpo3payHbId PacTBOP.
PacTBop ynapuBanu B BakyyMe, a 3aTeM A00aBISAIM TOJMyOJN (3 MJI) U CMeCh CHOBA YIAapUBAJIH.
Cranuro nobaBieHust TONyoJia TOBTOPSIIM €11e pa3 U OCTAaTOK MOMEINAN B BHICOKUH BaKyyM Ha
10 muHyT. XNIOpaHrUAPUA 3aTeM pacTBOpsuu B auxjopmerane (10 mu) m mobaBnsiim K cMecH
(R)-2-(5-amuno-1-((2,2-numetun- 1,3-guokconan-4-un)metn)-6-prop- | H-unmon-2-wmn)-2-
metunmnpornan-1-omna (1,8 r, 5,4 MMosnb) u TpudTHIaMuHa (2,24 My, 16,1 MMOJIb) B TUXJIOpMETaHE
(45 wmu1). PeakMOHHYIO CMeCh MepeMeInnBaIM MPH KOMHATHOHW TeMmreparype B TedeHue | u.
Peakunonnyro cmech npombiBaii 1 H. pacrBopoM HCI, HaceimenasiM pactBopom NaHCOs u
HACBHIIEHHBIM BOJHBIM PAaCTBOPOM XJjopuaa Harpws, cymmid Han MgSOs u ymapusany,
noJiyyasi MPOAYKT B BHJE YEPHOTO MEHHCTOro Teepaoro Bemiectsa (3 r, 100%). MC-DCH m/z
paccunt. 560,6, Haiineno 561,7 (M+1)*. Bpems ynepsxusanust 2,05 munytsr. 'H SIMP (400 MI'w,
JAMCO-do6) 6 8,31 (c, 1H), 7,53 (¢, 1H), 7,42-7,40 (m, 2H), 7,34-7,30 (M, 3H), 6,24 (c, 1H), 4,51-
4,48 (M, 1H), 4,39-4,34 (M,2H), 4,08 (nn, J=6,0, 8,3 I'n, 1H), 3,69 (1, J=7,6 I'y, 1H), 3,58-3,51
(M, 2H), 1,48-1,45 (m, 2H), 1,39 (¢, 3H), 1,34-1,33 (M, 6H), 1,18 (¢, 3H) u 1,14-1,12 (m, 2H) m.u.

Craagus E: (R)-1-(2,2-au¢ropdenso[d][1,3]anokcon-5-umx)-N-(1-(2,3-
AUTHAPOKCHIIPONN)-6-PpTop-2-(1-ruapoxcu-2-meruanpona-2-uia)-1H-ungon-5-
WJI)LHKJIONPONAHEeKapOoKcaMug

[00175] (R)-1-(2,2-mudropbdenso[d][ 1,3 |nuokcon-5-mum)-N-(1-((2,2-numerunn-1,3-
auokconaH-4-un)mern)-6-¢prop-2-(1-runpokcu-2-merunnponas-2-mn)- 1 H-unnon-5-
win)uukionponankapookcamun (3,0 r, 5,4 mmoib) pactBopsuiu B Metanose (52 mur). Jlobapmnsiim
Bony (5,2 mi), a 3atem n-TsOH.H,O (204 mr, 1,1 mmonb). PeakiioHHyt0 cMech HarpeBaju npu
80 °C B Teuenue 45 MuHyT. PacTBOp ynapuaiu, a 3aTeM paclpeessiiii MexXy STUIALETaTOM U
HacbleHHbIM pacTBopoM NaHCO;. Drtunaueratsiii cnoit cymunu vHag MgSO4 u ynapusanu.
Ocratok ouuMIanu KOJOHOUHOH xpomartorpadueit (50-100% sTuUnaeTaT-cMeCh H3OMEPOB
reKcaHa), mojydasi IpOayKT B BUIE KPEMOBOIO MEHUCTOro TBepaoro Bemectsa. (1,3 T, 47%, ee
>98% ¢ nomompio CPX). MC-DCH m/z paccuur. 520,5, Haiineno 521,7 (M+1)*. Bpewms
yaepxkuBanus 1,69 MUHYTBHI. 'H saMP (400 MTI'y, IMCO-d6) 6 8,31 (¢, 1H), 7,53 (c, 1H), 7,42-
7,38 (M, 2H), 7,33-7,30 (m, 2H), 6,22 (c, 1H), 5,01 (», J=5,2 I'u, 1H), 4,90 (T, J=5,5 'y, 1H),
4,75 (1, J=5,8 'y, 1H), 4,40 (an, J=2,6, 15,1 I'u, 1H), 4,10 (g, J=8,7, 15,1 I'n, 1H), 3,90 (c, 1H),
3,65-3,54 (m, 2H), 3,48-3,33 (m, 2H), 1,48-1,45 (m, 2H), 1,35 (¢, 3H), 1,32 (¢, 3H) u 1,14-1,11
(M, 2H) m.u.

6. llpumep 3 Cunre3 coexunenus III: N-(2,4-qu-Ttper-0yTHi-S-ruapoxkcudenun)-4-
oKc0-1,4-TUrnApOXNHOINH-3-KapOOKCAMH

Yactp A: [lonyuenue 4-okco-1,4-AUrnapoxmuHoIuH-3-KapOOHOBOI KHCJI0THI
O O

Y,

OH

N\
=
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Cragus A: ludTHaosbii 3¢gup 2-peHnIaMUHOMETHIEHMAJTOHOBOH KHCJIOThI

[00176] Cmecp anummuna (25,6 1, 0,275 Monbp) U AUSTHI-2-(3TOKCUMETUJIEH )MAJIOHATA
(62,4 1, 0,288 monp) nHarpeBanu npu 140-150 °C B teyenue 2 u. Cmech OXJaKAAIH 0
KOMHATHOW TeMITepaTyphl U CYIIWIN NPU MOHWKEHHOM JIAaBJIEHUH, MOJIy4asi IU3THIIOBBIN 3hup
2-(heHNNIaMUHOMETHIIEHMAJIOHOBOH ~ KHCJIOTBI B BHUZAE TBEPAOrO  BELIECTBA, KOTOPOE
UCTIOIb30BAJIM Ha CIENYoIeil cTaguu 0e3 JOMOJIHUTENIbHOW OYUCTKH. 'H SIMP (JIMCO-dg) &
11,00 (m, 1H), 8,54 (n, J=13,6 'y, 1H), 7,36-7,39 (m, 2H), 7,13-7,17 (m, 3H), 4,17-4,33 (M, 4H),
1,18-1,40 (m, 6H).

Craaus B: DTuiosslii 3¢up 4-ruipoKcHXHHOIUH-3-KapOOHOBOIT KHCJIOTHI

[00177] B Tpexropnywo kojady o0beMoM 1 Ji, CHAOKEHHYIO MEXaHUYECKON MEIIaiKOM,
3arpyKajid TUATHIOBBIA 3¢up 2-peHnIaMUHOMETUIEHMAIOHOBOH kuciaotel (26,3 1, 0,100
Mouib), osudocdopuyro kucnory (270 r) u pochopmnxnopun (750 r). Cmecs Harpesanu 10 70
°C u mnepememuBaiu B TedeHHe 4 4. CMech OXJaXIajdd 1O KOMHATHOW TEeMIIEpaTypbl U
¢unbTpoBanmn. OcraTtok oOpadarbiBamu BOOHBIM pacTBOPpoM NayCOs, GHIIbTpOBaN, TPOMBIBAIIN
BOJIOW W CYIIWJIA. DTHUJIOBBIA 3QHp 4-TUAPOKCUXUHOJIHMH-3-KapOOHOBOH KHCIIOTHI MOJyYalId B
BUune OnemHO-KOpHUHEBOro TBepaoro BemectBa (15,2 1, 70%). HeouniueHHbIi NPORYKT
WCTIOJIB30BAJIH Ha CIIeAYIOIIel cTaauu 0e3 nalbHeHIed OunCTKY.

Crapus C: 4-oxco-1,4-1urnApoxXuHoOIHH-3-KAPOOHOBASI KHCJI0TA

[00178] Dtunoseiii 3¢up 4-ruipoKCUXHHONNH-3-KapOoHOBOI Kucnotsl (15 r, 69 MMounb)
CYCIIEHANPOBAJIH B pacTBOpe ruapokcuaa Harpus (2 H, 150 mu) 1 nepememinBaiy B Te4eHue 2 9
IpU KUIITYEHUH ¢ oOpaTHbIM XonoauibHUKOM. I[locne oxiakneHust cmech (UIBTPOBAIH U
¢unbTpar nogkucnsanu 1o pH 4 ¢ nomomsto 2 H. HCL. ITony4enHslit ocanok oTGUIsTpOBBIBAIY,
NPOMBIBAJIA BOJIOW U CYLIMJIM B BaKyyMe, osy4ast 4-okco-1,4- IMruipoXuHOINH-3-KapOOHOBYIO
KHCIIOTY B Buze OienHo-6esoro Teepaoro Bemectsa (10,5 T, 92%). 'H AMP (JIMCO-de) & 15,34
(c, 1 H), 13,42 (¢, 1 H), 8,89 (c, 1H), 8,28 (n, J=8,0 I'y, 1H), 7,88 (m, 1H), 7,81 (x, J=8,4 I'y,
1H), 7,60 (m, 1H).

Yacte B: N-(2,4-au-Tper-0yTun-S-ruapoxcudennn)-4-oxco-1,4-1urugpoxmHou--3-

Kapooxkcamujg
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Cragus A: Mertuuosblii 3¢pup 2,4-1u-Tper-0yTHiadeHnnoBoro 3pupa xkapooHoBoi
KHCJIOTBI

[00179] Metunxnoppopmuar (58 mu, 750 MMONB) MO KaruisiM TOOABISLIA K PacTBOPY
2,4-nu-tper-Oytundenona (103,2 r, 500 mmons), EtsN (139 mu1, 1000 mmons) u DMAP (3,05 1,
25 mmonb) B auxiopmerane (400 mi), oxnaxnanu Ha 6ane co mpaoM u Bogoi 1o 0 °C. Cmecu
JlaBaJii HarpeTbCsl 1O KOMHATHOH TeMIIepaTyphl MPHU MEPEeMEIlNBAHUN B TE€UEHHE HOYH, 3aTe€M
¢unbTpoBanM uepes cunukarenb (mpubmusutenpbHo 1 1), ucnonbdys 10% sTunanerar-cMech
U30MepoB rekcaHa (~ 4 i) B kaudectBe ayoeHTa. OObennHeHHblE (QUIBTPATHI yIApUBAIU C
MOJTyuYeHUEM MEeTHIIOBOTO ddupa 2,4-1u-Tper-0yTuiadeHmnoBoro 3¢gupa kapOOHOBON KHCIIOTHI B
Buze sxenroro macia (132 r, xoi.). 'H smP (400 MTI'u, AMCO-ds) & 7,35 (m, J=2,4 T'u, 1H),
7,29 (mn, J=8,5, 2,4 'y, 1H), 7,06 (n, J=8,4 I'u, 1H), 3,85 (c, 3H), 1,30 (c, 9H), 1,29 (c, 9H).

Cragusa B: Merunosbiii 3¢pup 2,4-qu-Tper-0yTHI-5-HUTPOdeHHT0BOr0 3dupa
KapOOHOBOW KHCJI0THI 1 METHWIOBBIH 3¢up 2,4-1u-Tper-0yTHji-6-HuTpopeHnI10B0r0 3pupa
KapOOHOBOW KHCJIOTHI

[00180] K mepemermnBaemoli cmecn MeTHIIOBOTO 3dupa 2,4-nu-Tper-OyTHideHrnIoBoro
s¢upa kapOoHOBOH KUCIOTHI (4,76 T, 180 MMOJIB) B KOHII. CEpPHON KUCIOTE (2 MIT), OXJIAKACHHOM
Ha OaHe CO JIbAOM U BOJOH, 100ABISUTH OXJIAXKIEHHYIO CMECh CEPHOM KUCIOTHI (2 MJT) U a30THOM
kuciaotel (2 wut). JlobaBieHue TPOBOAMIIM MENJIEHHO, YTOOBI TEMIlEpaTypa peakiuu He
npesbimana 50 °C. PeakIIMOHHYIO CMeCh OCTaBIISUIM TEPEMEINUBATBCS B TEUYEHHE 2 4 TpHU
HAarpeBaHWU IO KOMHATHOM TEMIIEpaTypbl. 3aTe€M PEAKLMOHHYI0 CMECh NOOABIUIH B JIEISHYIO
BOJZly U SKCTPAarupOBaJI AUSTIIOBBIM 3¢prpom. DdpupHerii coit cymmmm (MgSO4), ynapusanu u
OYMINAIM KOJOHOYHOH xpomarorpaduein (0-10% sTunaunerar-cMecb H30MEPOB TI'eKCaHa),
NoJiydasi CMeCb MeTUJIOBOro 3dupa 2,4-au-Tper-OyTii-S-aurpodermioBoro 3¢gupa kapOOHOBOM
KHCJIOTBI U MeTwioBoro s¢up 2.4-mu-tper-OyTui-6-aurpodenmioBoro s¢upa kapOOHOBOIA
KHCJIOTBI B BHUJAE OJIEHO-KENTOro TeepAoro BemecTBa (4,28 T), KOTOpBIA HCHOIB30BAJIH
HETIOCPEACTBEHHO Ha CIIEAYIOLIEeH CTaquu.

Cragus C: 2,4-qu-Tper-0yTHI-5-HUTPOdeHO0 U 2,4-1u-TPeT-0yTH/I-6-HHuTpOdeHon



107

[00181] Cwmecp wmetmioBoro 3¢upa 2,4-mu-tper-OyTmi-S-uutpodenunosoro sdupa
KapOOHOBOM KHUCJIOTBI U MeTWUIoBOro 3dupa 2,4-nu-tper-OyTi-6-HuTpodeHmioBoro spupa
kapOoHoBOM kucnotsl (4,2 r, 14,0 mmons) ) pacrBopsuin B MeOH (65 mi) nepen nodasieHuem
KOH (2,0 r, 36 mmonb). CMech mepemMeluBaiy Mpu KOMHATHOH TeMIiepaType B TedeHue 2 .
3arem peakuoHHyr0 cMech noakucisn (pH 2-3), nobasmsist konu. HCl u pacnipenemnsuin mexny
BOJOH M AMATWIOBBIM 3upoM. Dpupneii cinoit cyumnn (MgSO4), ynapuBaay U OYHINAIN C
HIOMOIIBIO KOJIOHOUHOH Xpomarorpadun (0-5% sTunanerar-cMecb H30MEPOB reKCcaHa), Moaydast
2,4-nu-tper-OyTun-S-uurpodenon (1,31 r, 29% wuepes 2 cramuu) u 2,4-au-TpeT-OyTHI-6-
HutpodeHnon. 2,4-u-tper-OyTui-S-uutpodeHon: 'H saMP (400 MI'u, IMCO-dg) 6 10,14 (c,
IH, OH), 7,34 (¢, 1H), 6,83 (¢, 1H), 1,36 (¢, 9H), 1,30 (¢, 9H). 2,4-/u-tper-OyTui-6-
aurpodenon: 'H SAMP (400 MI'n, CDCl3) & 11,48 (¢, 1H), 7,98 (1, J=2,5 ', 1H), 7,66 (1, J=2,4
I'n, 1H), 1,47 (c, 9H), 1,34 (c, SH).

Cragus D: S-Amuno-2,4-1u-Tper-0yTiiidgeHon

[00182] K pactBopy 2,4-mnu-Tper-OyTmin-S-nutpodenona (1,86 r, 7,40 mmonb) mpu
KHWIIEHUU ¢ OOpaTHBIM XOJOMWIbHUKOM U (opmuara ammoHusi (1,86 r) B stanone (75 mi)
nobasmsimu  Pd-5% wmacc. Ha axtuBupoBanHOM yrie (900 wmr). PeakunoHHyr0 cMech
NepeMeIINBAIN NPH KUITYEHUH ¢ OOpPaTHBIM XOJOAMJIBHUKOM B TeUEHHE 2 U, OXJIKIAIN 0
KOMHATHOW TeMmmepaTtypsl W (UIBTPOBaJHM uepe3 LenuT. LlenuT mpoMbIBamy METaHOJIOM |
oOBpenuHEeHHbIe (PUIBTPAThl yHApUBAIH, IMONy4as S-aMuHO-2,4-mu-Tper-OyTrideHon B BHIE
ceporo Tepaoro Bemectsa (1,66 r, komuuects.). 'H SAMP (400 MI'y, IMCO-dg) & 8,64 (c, 1H,
OH), 6,84 (c, 1H), 6,08 (c, 1H), 4,39 (c, 2H, NH,), 1,27 (m, 18H); BOXX Bp. ya. 2,72 mus, 10-
99% CH;CN, 5 mun BBOma; MC-DCH 2224 m/z [M+H]".

Cragua  E:  N-(S-ruapokcu-2,4-au-tper-0yTuia-gennn)-4-oxco-1H-xunonaunn-3-

KapOoKcaMua

Iz
I
p=4

I=z

OH

[00183] K cycniensuu 4-okco- 1,4- TuruapoxXuHOINH-3-KapOOoHOBOH KucaoTeI (35,5 T, 188
mmodsb) 1 HBTU (85,7 1, 226 mmonb) B IM®PA (280 mur) nobasnsm EtsN (63,0 mi, 451 mmonb)
Npu TeMIepaType OKpyskaromed cpenbl. CMech CTAaHOBMIIACH TOMOTEHHOH, IMOCIE Yero ee
nepeMeInuBai B TedeHrne 10 MUHYT, mocie 4ero HeOOIbIIUMH OPLUUSMHI T00ABISUTA S-aMUHO-
2.4-nu-Tper-Oytindenon (50,0 r, 226 mmonb). CMech NepeMelnBad B TEYSHHE HOYHU IPH
TeMIIepaType OKpy»Kawollen cpeapl. B xone peakunu cMech CTaHOBUJIACh rereporeHHou. Ilocne
TOro Kak Bcs kuciora Obuia m3pacxomoBana (KX-MC amamus, MH+190, 1,71 wmuHn),
pactBoputens ynansanau B Bakyyme. EtOH nobapnsinmu k opaH:K€BOMY TBEPAOMY BEILIECTBY IS

nojy4eHus cycnensun. CMech nepeMenInBaiy Ha pOTOPHOM HcnapuTene (Temmeparypa 6anu 65
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°C) B TeueHue 15 mMuH, He momemas cucteMy B BakyyM. CMech (QUIBTPOBAIHM M 3aXBAYEHHOE
TBEPJIO€ BELIECTBO INMPOMBIBAJH CMECHI0 M30MEPOB I'€KCaHa C IOJydeHHEeM OeJoro TBEpAOro
BEIIEeCTBa, KOTOpoe mpencTaBisuio codoit kpucrauat EtOH. Et,O nobasisuin k mojydeHHOMY
BBILIIE TBEPJOMY BEINECTBY 10 oOpa3zoBaHMs cycneH3nu. CMech NepeMelnBaid Ha POTOPHOM
ucnaputene (temneparypa Oanu 25 °C) B TeueHue 15 MUH, HE MOMeEINasi CUCTEMY B BaKyyM.
Cmech ¢QunbTpoBaNM M TBepAOe BewmecTBO cobupanu Ha (uubrpe. [laHHyI mnpouenypy
BBIMOJIHSIM B OOINEH CIIOKHOCTH MATH pa3. TBepHoe BELIeCTBO, MOJYYEHHOE IOCHE ISTOrO
OCXKAEHMs, TMOMELIAIM B BakKyyM Ha HOub ¢ mnohydeHueM N- (5-rumgpokcu-2,4-nu-tper-
Oytundenmn)-4-okco- | H-xunonun-3-kapbokcamuna B BuUAe O€IOro  MOpOMKOOOpa3HOro
TBeporo Bemectsa (38 T, 52%). BOXKX Bp. ya. 3,45 mun, 10-99% CH;CN, 5 mun npoGera; 'H
SAMP (400 MTI'n, IMCO-de) 6 12,88 (c, 1H), 11,83 (c, 1H), 9,20 (¢, 1H), 8,87 (¢, 1H), 8,33 (nx,
J=8,2, 1,0 'y, 1H), 7,83-7,79 (M, 1H), 7,76 (n, J=7,7 T'y, 1H), 7,54-7,50 (M, 1H), 7,17 (c, 1H),
7,10 (¢, 1H), 1,38 (c, 9H), 1,37 (c, 9H); MC-DCH m/z paccuut. 392,21; Haiineno 393,3 [M+H]".

IIpumep 4: Cunres N-(2-(Tper-OyTHia)-4-(Tper-0yTHi-d)-5- ruapoxcudgenun)-4-
okco-1,4-rurnapoxunosns-3-kapooxcamua (Coeaunenne I11-d).

[00184] Ctanus 1. 2-(Tper-byTun-dg)-4-(TpeT-0yTin)-6-d-peHon

[00185] K pactBopy 4-tper-Oytundenona (3,43 r, 22,7 Mmonb) u TpeT-OyTHUIOBOTO
criupra-d10 (3,00 mu, 31,8 mmonb, 98 arom.% D, Cambridge Isotope Laboratories, Inc.) B
nuxjopmerane (40,0 m) npobaemsmm D,SOs4 (1,50 m, 99,5 ar.% D, Sigma-Aldrich).
PeakunOHHYIO CMeCh NepemMelMBald NPU KOMHATHOW TeMIeparype B TeueHue 15 4, 3arem
pa3baBisin BOIOM W SKCTparupoBaiu auxjopmeranoMm (3 x 100 mur). OpraHudeckue CIOH
oOpenuusy, npombiBanyd HacelmleHHBIM NaHCOs, cymmmu  (NaxSOs), ¢dunptpoBamu u
yrnapuBanu B BakyyMe. IToydeHHOE Macio OYMINAIM € MOMOIIBIO KOJIOHOYHON Xpomarorpaduu
(Si0y, 0-15% osTunaneratr/cMech HM30MEPOB remnTaHa), mnojyd4ast 2-(Tper-Oytui-dg)-4-(Tper-
GyTun)-6-d-peron (4,04 r, 83% Bbixom) B Bume mpospausoro macia. 'H SAMP (dg-IMCO,
400MI'n) & 9,04 (c, 1H), 7,12 (n, J=2,4 I'u, 1H), 6,98 (ax, J=3,8, 2,5 I'u, 1H), 6,67 (x, J=8,3 I'Ly,
0,3H), 1,22 (c, 10H).

[00186] Cranus 2. 2-(Tper-byTni-dg)-4-(Tper-OyTin)-6-d-pennnmerrnkapOoHar

[00187] K pacteopy 2-(Tper-OyTmi-dg)-4-(tper-OyTmn)-6-d-¢penona (4,04 r, 18,8
MMOJIB), TpusTHiamuHa (5,24 mi, 37,6 mmone) u N, N-gumerunamunonupuavnsa ( 115 mr, 0,940
mmodb) B CH,Cl, (40,0 mor) mpu 0 °C mobasistin metmnxyopopmuar (2,17 mu, 28,2 MMoub).
PeakunoHHYHO CcMeCh NEepeMElINBAIA NPU KOMHATHOW TeMIepaTrype B TedeHue 15 4 u
No0aBJSUTH  JOTOJIHUTEbHOE KommuecTBO TpuMmermwnamuHa (1,30 wmu, 9,33 mMmonb), w©
merwixaoppopmuar (0,550 wmi, 7,15 wmmomb). Ilocme mepeMermnnBaHUSI B TEUYCHHUE
TOTIONIHUTENBHOTO | 4 peaknuoHHYK cMech pasdasnsim 10% sTunaneraTom/cMech M30MEpPOB
rentaHa W (QUIBTPOBAIM Uepe3 CJIOH CHIMKareias. 3areM CIOW CHIJIMKAressl MPOMBIBAJIH
nornonHUTeNbHbIME 10% 3THNaneTaToM/cMech M30MepoB renrtaHa. Puiubrpar OOBENMHSIM U
yIapuBaJd B BakyyMme, monydas 2-(Tper-OyTui-dg)-4-(Tper-OyTin)-6-d-pernamernikapooHar
(4,69 1, BeIXOA 91%) B BHIE CBETJIO-JKEITOrO Macja, KOTOPOE MEePEeHOCHIH Oe3 OUMCTKU. 'H
SMP (de-IMCO, 400 MI'ny) 6 7,33 (m, J=2,4 T'y, 1H), 7,30-7,20 (M, 1H), 7,06 (n, J=8,5 I'y,
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0,3H), 3,84 (n, J=0,7 I', 3H), 1,28 (c, 9H).

[00188] Cranus 3. 2-(Tper-byTnn-dg)-4-(Tper-Oytumn)-6-d-5-uutpodenon

[00189] K pactBOpy 2-(Tper-OyTHii-dg)-4-(Tper-OyTin)-6-d-pennnmernnkapbonara (4,69
r, 17,2 mmonp) B cepHoli kucnore (2,00 miu) npu 0°C no xamsim goGasnsnn 1:1 cMmecek cepHOit
KHUCJIOTBI U a30THOHN KucnoTel (4,00 mu). 3areM peakLHOHHYK0 CMeCh INepeMeLINBald IpU
KOMHATHOH TeMIeparype B TeYE€HHUE ABYX YacOB, 3aTE€M MEIUIEHHO AO0ABIUTN B JIEASTHYIO BOAY
IIPU MHTEHCUBHOM IepeMelnnBaHuy. [lonyueHHy0 CyCreH3UI0 SKCTPAarupoBali STUJIALETATOM
(3x100 ™) u oObenuHeHHble opranudeckue ciou cymmw (NaxSOy), dumpTpoBaTM U
yIapuBaJiv, MOJyYash MAaclio SHTAPHOTO LIBETAa, COAEpIKAllee CMEeCh PEerHOHM30MEpOB. 3aTeM
JaHHOEe HeouHieHHoe macio pactBopsuii B MeOH (100 mu) u pobGasnsiim KOH (3,50 1).
PeakunoHHYI0 CMeCh NepeMelIMBaau INPU KOMHATHOW TeMIepaType B TEUYEHHE 2 4, 3aTeM
nonkucnsmm 10 pH=2 kouuentpupoannoii HCI. TlonydeHHBIE pacTBOp 3KCTparupoBaU
amsTwIoBeIM 3pupom (3x100 mi), cymmmm (MgSO4), ¢unbTpoBaNM W ynapuBain. 3arem
OCTaTOK OYMINAJUA C MOMOIIBI KOJOHOYHOH Xpomarorpaduu (SiO,, 0-5% sTunaumerar/cmech
U30MEpPOB TenTaHa) ¢ moiydeHueM 2- (Tper-Oytui-dy)-4-(Tper-OyTun)-6-d-5-aHutpodenona (
1,33 1, 30%) B BUze cBeryo-xentoro Teepaoro semecrsa. MC (3CH) 260,2 [(M-H)].

[00190] Ctanus 4. 5S-AmuHO-2-(TpeT-0yTIin-dy)-4-(Tper-0yTun)-6-d-peron

[00191] PactBop 2-(Tper-OyTmi-dg)-4-(Tper-OyTmn)-6-d-5-aurpodenona (1,33 r, 5,11
MMOJIb) U popmmata ammonwust (1,29 1, 20,4 mmonb) B sTanone (60,0 Mit) HarpeBasiu ¢ 0OpaTHBIM
XONOAWIBHUKOM. B 3TO Bpems HeOonpmumu nopuusiMu podasmsuin 10% Pd/C (650 wr,
BJIAKHOCTh 50%) M pPEaKLMOHHYIO CMeCh MPOJOJUKANM IEepPEeMEeIlNBaTh NPU KUILTYEHUH C
OOpaTHBIM XOJIONMJIBHUKOM B TEUEHHE ABYX 4. 3aT€M PEaKIMOHHYI0 CMECh OXJIAXKIAIU N0
KOMHATHOH Temmepatypbl, pasbaBmsimm TT'®, dunsrpoBamu uepes Celite® u ynmapusamu B
BakyyMme, mnoiydas S-aMuHO-2-(Tper-OyTmin-d9)-4-(tper-OyTin)-6-d-penon (1,19 r, 100%) B
BHjie PO30BOro TBepaoro semectsa. MC (DCH) 232,3 [(M+H)"].

[00192] Ctanus S. S-AMmuHO-2-(TpeT-0yTHi-dy)-4-(Tper-OyTri)dheHon

[00193] 5-AmunHo-2-(Tper-OyTHi-dg)-4-(Tper-OyTiin)-6-d-peron (298 wmr, 1,29 mmonn)
pacteopstit B S M HCl B 2-npomanone (20 M) U pEakMOHHYK CMeCh MEepEeMEIInBaIN TPU
KOMHATHOW TeMIiepaType B Te4eHue 15 4. 3aTeM peaklMOHHYIO CMECh yIapHBAJIN B BAKyyMe U
eme pa3 pasdasmsuit B S M HCl B 2-nmponanone (20 mun). ITocne nepemeinmnBaHusi B TEYCHUE
JOTIOJIHUTENBHBIX 15 W MpH KOMHATHOW TeMIepaType pPEakLUHOHHYIO CMECh YIapuUBajHd B
BaKyyMe U pa30aBIsuIM HACBHIIIEHHBIM BOJHBIM PAacTBOPOM ruapokapOonarta Harpus (100 mo).
[TonyueHHBII BOAHBIN PacTBOpP 3KCTparupoBayu auxyjopmeraHoM (3x50 mi). Opranudeckue
cinon obwvenuusmy, cymmian (NapSO4), QuabTpoBany M ymapuBaiud B Bakyyme, moiydas S-
aMHHO-2-(TpeT-0yThi-dg)-4-(Tper-Oytunm)penon (240 mr, 81%) B BHIE pPO30BOrO TBEPAOTO
semectsa. 'H SIMP (dg-ZIMCO, 400 MI'ny) § 8,62 (c, 1H), 6,83 (c, 1H), 6,08 (¢, 1H), 1,27 (c,
9H).

[00194] Cragus 6. N-(2-(tper-byrtun)-4-(tper-OyTiin-dg)-5-rugpokcudenrn)-4-okco-
1,4-nurnnpoxunonut-3-kapdokcamuy (Coequnenne I11-d)

[00195] K pactBOpy S-amuHO-2-(Tper-OyTHi-dg)-4-(Tper-OyTun)denona (240 mr, 1,04
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MMOJIb), 4-0KCO-1,4-TUrHIpPOXUHONNH-3-KapOOHOBOH KHCIOTHI (mpuoOpereHHON y Matrix
Scientific, 99 mr, 0,521 mmonp) u N, N-mgunszonponmmstunamuHa (181 mxi, 1,04 mmons) B
IM®A (6,00 mm) noGasmsmu HATU (198 wmr, 0,521 wmmonp). PeakunonHyo cmech
nepeMeIIuBald [PU KOMHATHOM TeMmmeparype B TEYEHHE TpeX 4YacoB, 3aTeM pa3z0aBIisiiiu
HacblneHHbIM pactBopoM NaHCOs; u skctparupoBanmm stunaneratom (3 x50 wm).
OObenuHeHHble OpraHUYeCKHe SKCTPAKThl MpoMbiBatu Bomoi (3x20 mun), cymmmu (NaxSOy),
¢wipTpoBaiM M ynapuBagu B BakyyMe. IloJydeHHBII OCTATOK OUYHMINAIM C TTOMOIIBIO
KOJIOHOUHOM XpomaTorpadun (SiO,, 0-70% sTunaueratr/cMech H30MEpPOB renTaHa), mojydast N-
(2-(Tper-OyTun)-4-(Tper-OyTiin-dy)-S-runpokcud e )-4-okco- 1,4-TuruApOX UHOIHUH-3-
kapOokcamun (Coenunenue II1-d) (80 mr, Bbixon 38%) B Buae Oeoro TBEPHOro BEIIECTBA. 'H
SAMP (de-IMCO, 400 MI'm) 6 12,88 (c, 1H), 11,81 (c, 1H), 9,19 (¢, 1H), 8,86 (c, 1H), 8,32 (nn,
J=8,1, 1,4 I'u, 1H), 7,86-7,77 (m, 1H), 7,75 (n, J=8,2 I'u, 1H), 7,51 (¢, 1H), 7,15 (c, 1H), 7,09 (c,
1H) 1,37 (¢, 9H); MC (3CH) 402,3 [(M+H)"]

[pumep S: Cunre3 coeaunenuss IV: 3-(6-(1-(2,2-gudropdenzo[d][1,3]anoxcon-5-
W)L KJIONPONaHKapOokcaMua)-3-MeTHINHPHANH-2-1J1)0eH30iiHAsl KHCJI0Ta

[00196] Coenunenue IV moxeT ObITh MOJYYEHO MyTeM COYETAHUS XJIOPAHTHUAPUIA C
aMHUHHBIM OCTaTKOM B COOTBETCTBHHU CO cxemamu IV-A-IV-D.

Cxema IV-A. CuHTe3 XJIOpaHruapuia.

FXD@ 1. BOCCTHHOB.IEHIE F o Q 1 S0Cl, F O
F O COzH OH F‘XOQ\/’C’

;5 NaOH 2 H,O
1. NaCN
2. HyO
0 NaOH , =3
F o ’ ) ) F' o CH

KOH

SOCl,

[00197] Cxema IV-A wuzoOpaxkaer monydenue 1-(2,2-mudropdenso[d][1,3]auokcon-5-
YUT)LIKJIOTIPOTIAHKAPOOHMIIXJIOPHIA, KOTOPBIH HCIonp3yercss B cxeme cuHTe3a I[V-C  mns
co3nanusi aMuaHOM cBsizu Coennnenus V.

[00198] Hcxonnoe BemecTBo, 2,2-nudTopdens3o[d][1,3]nuokcon-5-kapOoHOBasT KUCIIOTA,
KoMMepuecku poctynHo ot Saltigo (adpdunmposannoit kommanmu Lanxess Corporation).
Boccranosnenune kapbokcurpynmsl B 2,2-nudropdenso[d][1,3 |auokcon-5-kapOoHOBON KHCIOTE

A0 HNEPBUYHOro CnupTa C MNOCICAYIOLIHNM IMPEBPALICHUEM B COOTBETCTBy}OH_II/Iﬁ xjiopua ¢
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UCTIOJIb30BAHUEM THOHWJIXJIOPHIA (SOCly) naer 5-(xnmopmertmin)-2,2-
nudTopbenso[d][ 1,3 ]nuokcon, KOTOPBI  BIOCIHEACTBMM  TpeBpamarwor B 2-(2,2-
nudTopbens3o[d][ 1,3 ]nnoKCON-5-UT)aleTOHUTPIJI € HCIIOJNB30BAHMEM  IIHAHHUIA  HATPHS.
Obpabotka 2-(2,2-mudropbenso[d][ 1,3 |nuokcon-5-un)aueToHUTpuiIa OCHOBaHHEM U 1-Opom-2-
xjopatanoM paer  1-(2,2-pudropbenso[d][1, 3]auoOKCOI-5-m)-UUKIONPONAHKAPOOHUTPIIL.
Hutpuneayto wacte B 1-(2,2-nudpropdenso[d][ 1,3 ]anokcon-5-uim)uuKkionponankapOOHUTPHIIE
NPEeBPAINAIOT B KapOOHOBYIO KHCIIOTY C HCIIOJb30BAHHEM OCHOBAHUS C MojydeHueM 1-(2,2-
nudTopdbenszo[d][ 1,3 ]auokco-5-uia)uuKIonponaHKapOOHOBOM KHUCIOTHI, KOTOpas MPEBPaIaeTCs
B JKE€JIAEMBbIii XJIOPAHTUAPH]] C UCTIONB30BAHUEM THOHHJIXJIOPH/IA.

Cxema IV-B. AnbTepHATHBHBIN CHHTE3 XJIOPAHTHAPUAA.

F ><O ]©\ . 0 P&(dba}w I- BHEP
8] Br EtDJk/ CN Na;PO,,

Toaxyoax, H,O, 70 2C

INHA,
JMICO,
75 0¢
P
| % CN
NalOH
BuyNBr
1. NaOH
2. HO
>< o SOCl, F‘XD o
—
O OH F o Cl

[00199] Cxema IV-B wusoOpaxkaeT ajbTepHATUBHBIA CUHTE3 HEOOXOIUMOIO
XJIOpaHTUAPUIA KUCIOTHL S-Bpommerni-2,2-nudrop-1,3-0eH3011OKCON MPUBOIUIN B KOHTAKT
B PEAKIHH COYETaHHs C STWILHAHOALIETATOM B MPUCYTCTBHU MMAJUIQJMEBOTO KaTajlH3aTopa C
00pa3oBaHMEM COOTBETCTBYIOLIETO alb(ha-mHaHO3THIOBOroO 3¢gupa. OMbuieHHe 3UPHON YaCTH
1o kapOoHOBOH kucnoThl naBano nuaHoatun CoenuHenue V. ANKHIMpOBaHHME LHUAHOITHI
coennHeHUs1 1-OpOM-2-XJIOP3TAHOM B TPHCYTCTBUM OCHOBAHMS IAaBAJIO LIMAHOLIMKIIOTIPOIIFI.
OOpaboTka LHMAHOLMKJIONPOIMIA OCHOBAHUEM JaBaIO KapOOKCHUJIATHYIO COJIb, KOTOpas

npeBpaliaeTcss B KapOOHOBYIO KHCJIOTy oOpaboTkoii kucioroi. IlpeBpameHne kapOOHOBOIA
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KHUCJIOTHI B XJIOPAHTUAPHUJ 3aT€M OCYIIECTBJSUIM C MCIOJb30BAHHEM XJIOPUPYIOLIErO areHTa,
TAKOT0 KaK THOHWIXJIOPU FJIK TOMY ITOA0OHOE.

Cxema IV-C. CunTe3 aMMHHOIO (pparMeHTa.

e (HO)-B 2. BOJH. M:@H NJ
| + 3. BogH. NaOH
M Br
COtBu - ™ COstBu
NePERAChE MOIEBHHE]
{PpTaTEeBsIl AHTHAPHET
EtQOAc, Boga
e
| - [
HoN M - .
N
1. Ms,0 py, MeCN |
COtBu 2. sTamodamMEH o. CO,tBu

[00200] Cxema IV-C pemoHCTpupyeT MOJy4YeHHE HEOOXOOUMOro Tper-OyTui-3- (6-
aMHUHO-3-MeTWINMUPUANH-2-UT)0eH30aTa, KOTOPBIH  MPUBOAIT B KOHTakT ¢ 1-(2,2-
nudTopbenso[d][ 1,3 ]nuokcon-5-un)uuknonponankapoonmnxyiopuagom Ha cxeme IV-C ¢
nony4yeHuem coenuHenns V. Karamusupyemas namimagueM peakuus coderaHust 2-O6pom-3-
METWINUPHUANUHA C 3- (TpeT-OyToKcukapOOoHIT)(HeHNIOOPOHOBON KHUCIOTOW HaeT TpeT-OyTui 3-
(3-merunmupunuH-2-un)0eH30aT, KOTOPBIA  BIOCIENCTBUM TPEBPAINAETCS B  KEJaeMOe
COeIHEHHE.

Cxema IV-D. OGpazoBanue kucnoit conmu 3-(6-(1-(2,2-nudropoenzo[d][1,3 |anokcon-5-

WJT) LIUKJIOTIPOTIAHKAPOOKCAMUI0)-3-METHIIMTUPUANH-2-1J1)O€H30WHOM KUCIIOTHI.
TEA, xat. DMAP vFXD o
—_— -
Fo MM

H

CO5tBu CO4Bu

KHECTIOTA
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FO NN
H

« EBECA0TA CO-H

[00201] Ha Cxeme IV-D uzoOpakeHa  peakuus  COYETaHUs 1-(2,2-
nudTopbenso[d][ 1,3 ]nuokcon-5-un)uukIonponaHkapOOHIIXJIOpUaA ¢ TPeT-0yTwi-3-(6-aMuHO-
3-MeTWIMHPUANH-2-HJIOM) JOSH30aTOM c UCTIONIb30BAHUEM  TpUATWIaAMHHA U 4-
OUMETHJIAMUHOTIMPUANHA Ui [ePBOHAYAIILHOTO TOJy4YeHus: Tper-OyTmioBoro sdupa
Coenunenus IV.

IIpumep 6: AHanusbl AJs1 00HApYXKeHHsI M HM3MepeHHss MoayassuHMoHHBIX FS08del-
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CFTR cBoiicTB coeqMHeHHH
MeMOpaHHO-IIOTEHIUAJIbHBIE ONITHYECKUE METOAbl ONPENEIECHYs] CBONCTB MOAVJISITOPOB
F508del-CFTR

[00202] OnTuueckuil aHAIN3 MCIIONB30BAIN Il U3MEPEHHs] U3MEHEHUI MeMOPaHHOTO

noTeHuuana, 4yrodsl ompenenauts MoxyssinuonHsle CFTR cBolicTBa coenunenuii. B ananuse
UCIIOJIB30BAIUCH (PITyOPECLIEHTHBIE, YyBCTBUTENbHbIE K MEMOPAHHOMY NOTEHLHUAY, KPACHTENIN
IJIT M3MEPEHUs] U3MEHEHUII MeMOpPaHHOTO MOTEHLHANa C HCIIOIb30BaHHEM (DIIyOpeCeHTHOro
iaHmeT-puaepa (Hanpumep, FLIPR III, Molecular Devices, Inc.), mony4eHHbIe pe3yJbTaThl
SBJISUTMCh TIOKa3ateneM yBenudeHus (yHkuuoHanbHoro F508del B kmerkax NIH 3T3.
JIBIOKyLIeH CHJIOW peakuuu ObUIO CO3MAaHUE TpagueHTa XJIOPUIA-MOHOB B COYETAHUU C
aKTUBaLMeld KaHajla W  OJHOBPEMEHHOH  00pabOTKOW  COEAMHEHHEM  IOCPEICTBOM
OHOCTaIUHHOTO AO0ABJIEHUs] SKUIAKOCTH TIOCIE TOrO, KaK KJIETKU OBbUIM TPeNBapHUTEIBHO
3arpy>keHbl B YyBCTBUTEJIBHBIN K MEMOPAHHOMY NOTEHIMATY KPACUTEIb.

IIpouedypa ananuza

[00203] ®ubpobmacter mbimmm NIH3T3, crabunpHo skcnpeccupyromue FS508del,
UCTIONB30BAJIH JUJIs1 ONITUYECKUX W3MEPEeHUil MeMOpaHHOro noreHnuata. Kierku nonnep xuBaiu
npu 37 °C B 5% CO; u 90% BnaxxHOCTH B MOAU(PUIIMPOBAHHON 1Mo criocoly Jlynpdekko cpene
Urna ¢ nodasnenuem 2 MM rirotamuna, 10% smbpuonanbHoOM Obrubeli cbiBOpoTKH, 1 X NEAA,
B-ME, 1 X nennummmus/crpentomuuud U 25 MM HEPES B kynbrypanbable K0oJIObI 00bEMOM
175 oM™, JUisi BCeX ONTHUYECKUX aHAJIU30B KJIETKU BbIceBanu 1o 12000 ki1eTok/nmyHKy B 384-
JYHOUHblE IUIAHIIETHI, MOKpPBITbIE MaTpureiaem. Jlius aHanusa KOPPEKLMH  KJIETKH
kynpTuBHpoBanu npu 37 °C B teuenue 18-24 4 u 1o0aBiIAIN UyBCTBUTENBHBINA K HAIPSIKEHHIO
Kpacutenb. 3aTeM KJETKH akTuBupoBanu u oOpadarbiBamu Coenunenuem 1. YUepes 18-24 u
U3MepsUTH (PIIyOPECUEHIIMIO KPACUTENIS, YYBCTBUTEILHOIO K MEMOPaHHOMY MOTEHLHANY KIIETOK,
ANl OLEHKM 3HaueHWH MeMOpPaHHOro MOTeHHHana, Kak II0Kas3aTess  yBeJHYeHHs
¢yukumnonampHoro CFTR F508del B kierkax NIH3T3.

[00204] HUcmonesys stotr cnocod, Coemunenne I umeno ECsy menee 3 MxM u %
s dexTuBHOCTH > 100% M0 cpaBHeHuto ¢ Coenuuenuem I1.

Ananusz ¢ ucnons3osanuem Kamwepbul Yecunea

[00205] OxcrnepuMeHTbI € HCIOJb30BaHMEM KaMmepbl YCCHHIa IIPOBOAMJIM Ha
NOJISIPU30BAHHBIX SMUTEIHANBHBIX KJIETKaX ABIXATENbHBIX MyTel, skcrnpeccupyromux FS508del,
9TOOBI JIOTIOJIHUTENBHO OXapakTepu3oBatb Moayisatopel F508del, mnentnduumpoBaHHbe B
ONTHUYECKOM aHanmu3e Bblme. Jnutenuu abixatenbHblx nyted 6e3 CF u ¢ CF Belmemsun w3
OpOHXMANBPHON TKaHH, KyJBTUBHPOBAJIN C HCIIOJNB30BAaHHEM CIOCOOOB, XOPOLIO H3BECTHBIX B
NAaHHON O07AaCTH TexHWKH, H BeiceBanmu Ha ¢uistpsr Costar® Snapwell™, koropsre
MPEeABAPUTENIBHO MOKPBIBAIM KOHAULMOHUpOBaHHOW cpenor NIH3T3. Uepe3 uyersipe ans
ANUKAJIBHYIO Cpely YAAJSUIM U KJIETKU BBIPAIIMBAJIM HA T'PAaHMLE Pas3fena BO3AYX->KUIKOCTb B
TedeHue > 14 nHell mnepen MCHOJb30BAHMEM. JTO MPHUBOAUIO K MOHOCJOK IOJHOCTBIO
nudQepeHIMPOBAHHBIX CTOJOYATHIX KJIETOK, KOTOPbIE OBLIM PECHUTUATBIMH, YEPThI, KOTOPHIE

XapaKTEPHbI AJId SMUTEINS AbIXATCJIbHbBIX HYTGI\/'I. Knerku 6pOHXI/IaJ'IbHOFO SMUTEIINA YCJIOBECKA
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(HBE) 6e3 CF Obunm BbIAENEHBl Y HEKYPSILIMX MAIEHTOB, Y KOTOPBIX HE OBUIO HH OIHOTO
u3BecTHOro 3aboneBanusi Jsierkux. Kuerku CF-HBE Obun  BbIneneHel y MalUMEHTOB,
romosurotHeix o F508del (F508del/F508del-HBE) unu rereposurorasix no F508del ¢ npyroii
MyTaluel, BeI3bIBatOIEel 3a001eBaHue B APYTrOM ajliene.

[00206] Knerku HBE, BbIpainieHHble Ha BCTaBKaxX [uisl KyJIbTUBUpOBaHUs KieTok Costar®
Snapwell™, nomemanu B kamepy Yccunra (Physiologic Instruments, Inc., Can-/luero,
KampopHuust) 1 n3Mepsii TpaHCOIUTENNATBHOE CONPOTHBIIEHNE M TOK KOPOTKOT'O 3aMBIKAHUSI B
npucyTcTBum 0OazonarepanbHoro u anukanpbHoro Cl° rpaguenta (Isc) ¢ wucnonbp3oBaHUEM
CHCTEMBbl 3)KMMOB HamnpspkeHust (kadenpa OuouHxeHepuu, YHUBEpCUTET AHOBBI, AMOBA).
Bkparue, knerku HBE uccrnenoBaiu B yCIOBHSX 3allMCH B CUCTEME 3aKUMOB HATPSIKEHUS
(Vhotae=0 MB) mipu 37 °C. BasonatepanbHbiii pactop conepxkan (8 MM) 145 NaCl, 0,83 K,HPO,,
3,3 KH,POy4, 1,2 MgCl,, 1,2 CaCl,, 10 rmokossr, 10 HEPES (pH nooawnu 1o 7,35 ¢ mOMOIIBEO
NaOH), a anukanbpHbIi pacTBOp comepxxkan (B MM) 145 NaGluconate, 1,2 MgCl,, 1,2 CaCl,, 10
rimoko3bl, 10 HEPES (pH noBonunu 1o 7,35 ¢ momorupsio NaOH).

HDOU@@VDG AHAIIU3A C UCROJIb306AHUEM KAMEPDLI Yecunea

[00207] I'paguent konuentpauuun ClI° ot Ga3onarepasbHONW K amMKaJIbHOW MeMOpaHe
YCTaHABIIMBAIM ClieAyOmuM obpa3som. HopmaspHbii pacTBOop PuHrepa ucmonp3oBaiu Ha
OazonatepanbHOl MeMmOpaHe, Torma kak amukanbHblii NaCl 3aMeHsuin  3KBUMOJSIPHBIM
pacTBopoM TirOkoHaTta Hatpusi (TutpoBanu 10 pH 7,4 ¢ momompio NaOH), 4robbl mOay4uTh
Oonpimii rpaguedT koHueHTpauuu Cl° mo Bcemy snurenuto. Coenunenne | nodasnsim mbo K
OazonarepanbHOil cTOopoHe 3a 18-24 4 no aHanu3a, MO0 K anMKaJbHOW CTOPOHE BO BpeMs
ananmuza. @opckonun (10 MkM) nobOaBisiy K anukajabHONH CTOPOHE BO BPEMsl aHAJIN3a, YTOOBI
crumynupoBatb CFTR-onocpenoBannbiii Tpancropt Cl. XnOpHIHBIA NMOTOK HM3MEPSUIU AJIs
OLIeHKH yBenu4eHus konndecta ¢pyHkimoHanpHoro CFTR B knetouHol memOpane.

[00208] B Tabnuue 3 npumensitotcs cieayromue sHadenus: EC50: «+++» o3Havaer <2
MKM; «++» 03HadaeT OT 2 10 5 MKM; «+» o3Ha4aeT oT 5 10 25 MkM. % D(hGHeKTUBHOCTD: «+»

o3HauaeT <25%; «++» o3HayaeT oT 25% no 100%; «+++» ozHavaeT> 100%.

Tabauua 6
Coenunenue HBE ECsy (uM) HBE Maxkec. D¢¢. (%)
Coenunenue [ +++ +++

IIpumep 7

[00209] Coenunenue I mpencrasnsier coboii cuibHBIN, 3PPEKTUBHBIN U CETCKTHBHBIMI
koppekrop CFTR crenyromiero mokojeHus, KOTOpbIid paboTaeT myTeM o0jierdeHust oOpabOTKH U
nepeHoca Oenka F508del-CFTR Ha kJI€TOYHYIO MOBEPXHOCTb, YTO MPHUBOAMUT K YCHIEHHOMY
TPaHCHIOPTY XJOPHUAOB.

[00210] KombOunammst Coemmnenuss | u Coenunenust Il mpuena k Oojnee dyem
aIUTUBHOMY yiyumieHHr0 B oOpaborke u mepenoce CFTR 1o CpaBHEHHIO ¢ ONHUM U3
koppektopoB CFTR, mpenmnonaras, uro nasa koppektopa CFTR nelicTByroT dyepe3 pasHble
MEXaHU3Mbl JEHCTBUS, KOTOPble NEHCTBYIOT CHHEPrHMUYecKH, yBenudnBas konudectso F508del-

CFTR, nocTaBneHHOrO Ha MOBEPXHOCTD KJIETKH.
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[00211] Kpome Toro, Gonee yem agnutusHbIN 3¢ dexkr komOunanmm Coenunenus [ u
Coenunenust Il Ha obpaborky m mepenoc CFTR mpenmonaraer, uyto nsa koppekropa CFTR
IEMCTBYIOT Yepe3 pa3Hble MEXaHU3MBbI, YTO MPUBOAUT K JOCTaBKE OOJNBIIEro KOJIM4YecTBa Oeka
CFTR Ha noBepxXHOCTb KJIETKU IO CPaBHEHUIO ¢ OHUM KoppekropoM CFTR.

[00212] Tpoiinas xkomOunaims Coemunenusi 1, Coemunenus II u Coemunenus III
YCUIMBANAa TPAHCIOPT XJIOPUIOB IO CPAaBHEHHUIO C JBOMHBIMH KOMOWHALMSAMH TIPH
GonpmmHeTBe KOHUeHTpauuii Coenunenunst 1. Coemunenue 1 BBommim camuam kpeic Crper-
Jloynu B BUIE €QUHUYHONW HOMUHAIBHOW BHyTpuBeHHOU (IV) nmossl 3,0 Mr/kr B pactBope 10%
NMP, 15% EtOH, 35% PEG400, 10% comroron u 30% D5W. Coenqunenue 1 Takxke BBOIUIU
camuam kpeic Crper-/loysin B OMHOKpAaTHOH HOMHUHANBHOW nepopanbHoil no3e (PO) 3 Mr/kr B
Buze pactBopa 5% NMP, 30% PEG400, 10% TPGS, 5% PVP-K30 B no3e 5 mir/kr.

[00213] [Auzaiin uccaenoBaHus, OTCICKUBAHUE TIPOO, pacueT NaHHBIX U KOHIEHTPALUH
OTAENIbHBIX MPOO TUIa3Mbl XPAHWINCH C UCMOJIB30BAHUEM MPOrpaMMHOro odecriedernss Watson
LIMS, Bepcust 7.4.2 (Thermo Scientific Inc, Waltham, MA). IIpoduin kOHIEHTpaLUH B TIa3Me
B 3aBucuMoctu oT BpemeHu Coenunenust 1 y xpoic Cmper-Zloynu npu 3amiaHupOBaHHOM
(HOMUHAJTPHOM) BpeMeHH oTOopa mnpod ObUIM MPOAHATHU3UPOBAHBI HEKOMMEPYECKUMHU
(dapMakOKMHETHYECKHMH CcriocobaMu ¢ Hucrnoib3oBaHueM ¢yHkunn PK B mporpaMMHOM
obecieuernn Watson LIMS, Bepcust 7.4.2 (Thermo Scientific Inc, Yontem, Maccauycerc).
beun onpeneneHsl KiroueBble (HapMAKOKMHETHUECKHE MapaMeTpbl, TaAKHE KaK «IUIOMAIb ITOX
kpuBoit» (AUC), oT BpeMeHH BBEIECHUS JIEKAPCTBEHHOTO CPENCTBA, HYJIEBOE BpeEMs,
SKCTPAIONUpPOBaHHOE 10 OeckoHedHOCTH, kympeHc (CL) m mpoueHT OMOmOCTYMHOCTH mpHU
nepopambHoM BBeaeHun (% F). 3nauenuss AUC Obutm paccuuTaHbl C HCIOJIB30BAHHEM
JMHENWHOT O MPaBUa TPaNeLlnu.

[00214] B npuBeneHHol Huxke Tabmuue 7 mokaszaHo, uto Coenunenuwe [ oOnamaer
OnmaronpusATHBIM TepopaibHbIM Bo3aelicTBueM Ha Kpbic (AUC) m OMONOCTYHMHOCTBIO HpHU

NepPOPaTbHOM BBEJIEHUU.

Tabauua 7
Coeaunenue Kpsica B/B CL | Kpbica n/o AUC | Kpbica n/o | Kpbica %F
(Ma/mMuH/KT) (MKr/4/mu) AUC/no3a
(MKr/4/Ma/mr/kr)
Coenunenue I 1,610,4 235+£1,7 9,4+0,7 84%

IIpumep 8: Ucciienosanne 1 no 0ezonacHoctu u 3¢gdexrusHoctu Coennnenns I

Yacmp 1 co 300poesimu cybvekmamu

[00215] B gactu 1 Ge3onmacHOCTh U nepeHOcUMOCTh Coenubenust 1 B oOmeil CyTouHOM
no3e B nuamnasone ot 20 go 800 mr Coenunenus I (Hanpumep, 20 mr, 60 mr, 120 mr, 240 mr, 480
mr u 800 Mr) m3ydeHbl y 3A0POBBIX CYyOBEKTOB NpH BBeAeHUH otaenpbHO U B TK (TpoiiHas
kombOunauwus) ¢ Coenunenuem II 100 mr onun pa3 B nenb u Coenunenuem 111 150 mr kaxmbie 12
q.

[00216] Ilo pmanHbIM uHTpyMa, pa3oBble n03bl Coemmuaenus I mo 360 mr ObuwH
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0e30macHbBIME U XOPOLIO MEPEeHOCHIUCh, MHOTOKpaTtHble no3bl Coenmaenus [ mo 340 mr B
teueHue 10 nHell ObutM O€30MACHBIMH M XOPOIIO IEPEHOCHIINCH, M MHOTOKPATHBIE O3Bl
Coenunenus 1 no 280 mr onuH pa3 B aeHb B TK (tpoiinas xomOunauus) ¢ Coenunenuem I B
noze 100 mr u Coenunenuem III B noze 150 mr kaxkaple 12 4 Obiin O€30MaCHBIMU U XOPOLIO
NEepEeHOCHIINCH TIocie 14 nHel npuema.

Yacme 2 ¢ cybvekmamu ¢ MyKosUcyuoo3om

[00217] B wactu 2 oneHka O€30MacCHOCTH, MEPEHOCHUMOCTH M 3(hQPEKTHBHOCTH
Coenunenuss I B covyeranun ¢ Coenunenuem II u Coenunenmem III y cyObekToB ¢
MYKOBHUCIIHIO30M M3y4ajlach PaHIOMU3HPOBAHHBIM, JIBOHHBIM CJIEMBIM METOAOM, C IUianedo u
Coenunenusmu II/III. Yacte 2 mmeer nBe rpynmnbl. ['pynma A, BKIOHaromas CyObEeKTOB C
renotunamu F508del/MF (F/MF) (manpumep, rereposurorsbix mo F508del co BTopeim annenem
CFTR, necymum mytamo MF, onucannyro B Tabnuie B) (vacte D) u rpynna B, Brirouarommas
cyonsektoB ¢ renotunom F508del/F508del (F/F) (uacts E).

[00218] UYacte D Obuta paHOOMH3UPOBAHHOW, JNBOWHOW, cClienoi, ruianedo-
KOHTponupyemoii u oueHuBaromeld Coenunenne | B Tpoiinoit komOunammm (TK) ¢
Coenunenuem II u Coenunennem IIl y cyObEKTOB ¢ MyKOBHCIMIO30M, HMEIOIIMMHU T€HOTHIIBI
F/MF. Ilocne 4-HenenbHOro mepuoaa CKpuHUHra cyowektsl ¢ reHorunamu F508del/MF Obutn
PaHIOMHU3UPOBAHBI TAKUM 00pa3zoM, uTo cyobekTam BBoauian TK 50 mr ogus pa3 B aenb, 100 mr
onuH pa3 B neHb win 200 mr oguH pa3 B AeHb Coenunenus I, a Taxxke 100 Mr onuH pa3 B I€Hb
Coenunenus II u 150 mr Coenunenus Il xaxxapie 12 u B Teuenue 28 nHell ¢ mociaeayrolen
nsotino komOuHanme Coenunenust II u III B Teuenmne onmuoii Hemenu. [Ipyrum cyObextam
BBOJIMJIM TPOHHOE Ianedo B TeueHue 28 nHel, a 3aTeM JBoiHOe 1ianedo B TeueHne 1 Hexenu.
ITocne 5 Hepenb NeYeHUs] BCE YYACTHUKU Y4aCTBOBAIU B 4-HEAEIBHOM NEPHOJE MOCIEAYOLIEN
OLIEHKU 0€30IacHOCTH.

[00219] Yacts E sBisiercst paHAOMH3HPOBAHHO, ABOMHO Ciienol, ¢ IBOMHBIM KOMOO-
koHtposiem Coenunenne II/Coemunenue III konTponupyroomeii u ouennBaer Coenunenne I B
tporiHori komOmHaumu (TK) ¢ Coenunenmem II u Coenunenmem III y cyObekToB ¢
MykoBHCHHI030M, uMeromuM F/F-renorun. Jlns apoiinoii komOunanuu Coenunenust 11 u 111
cyobektam BBOZAT SO Mr kakabie 12 u («kaxabie 12 uy») wim 100 Mr oguH pas B 1eHb (KOAMH
pa3 B nenby) Coemmnenuss Il u 150 mr Coemunenust Il kaxaeie 12 4. CyObekrawm,
MOAJAIOIIMMCS JIeYeHUI0, BBOAAT 50 Mr ofquH pas B aeHb, 100 Mr onuH pa3 B AeHb, 150 Mr onun
pa3 B aeHb, 200 Mr onuH pa3 B aeHb win 250 mr oguH pa3 B 1eHb Coenunenus I, SO mr kaxapie
12 4 unu 100 mr onun pa3 B nenb Coenunenus Il u 150 mr Coennnenns 111 xaxapie 12 4 Ha 28

IHEN JeYEHUSI.
Tabmuma 8: I'pynmna Bo3aeicTBHS U MJIAHOBBIE O3bI 1Tt YacTu 2

Coennnenune
I'pynna Bo3aeiicreusi/ Jlo3upoBka Coeaunenne II 111
Yacte KoHTposbHas rpymna  Coegunenus I Ho3upoBKa Jlo3upoBKa

Yacte D TK-BbICOKas 200 mr oguH pa3 100 mr ogun pa3 150 mMr kaxnawle
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Tabmuma 8: I'pynmna Bo3aeiicTBHs U MJIaHOBBIE NO3bI it YacTu 2

Coeaunenue
I'pynna Bo3aeiicreusi/ Jlo3mpoBka Coenunenne II 111
Yactp KOHTposbHasA rpymna  Coegunenus I Jo3upoBKa Jlo3upoBKa
B JICHb B JIEHb 124
TK-cpennss 100 mr ogun pa3 100 mr onun pas 150 Mr kaxknaele
B JICHb B JICHb 124
TK-Hu3Kas 50 mr onuH pa3 B 100 mr ogun pa3 150 mr kaxnable
JICHb B IEHb 124
Tpoiinoe nnane6o’ ITnaue6o ITnaue6o [Tnaue6o
Yacte TK-BBICOKasA 250 mr onuH pas 100 mr onmu pa3 150 mr kaxnasle
E* B JIEHb B JIEHDb 124
Coenqunenue Hnaue6ob 100 mr onue paz 150 mr kaxkaeie
[I/Coenunenne 111 B JICHb 124

* TpoiiHoe miane6o: cydbexTam BBOAMIU manedo muist Beex 3 Coemunennii I, 1T u T11

® TInane6o: cybbexram BBOmMmM mianebo mus Coexnmmenmst I, 100 Mr OIMH pa3 B J€Hb
Coenunenus II u 150 mr xaxnabie 12 4 Coequnenus 111

“B yactu E Bce cyOBekThI Takke nmoxydanu 100 mr onun pa3 B neHb Coenunenws Il u mo 150
mr IVA kaxnaeie 12 u B Teuenue (1) 4-HenenpbHOro BBOJHOIO MepHOAA A0 4-HEAETbHOTO
nepuona JyieueHus: U (2) 4-He#eapbHOro Nepuoja BBIBEACHUS IOCe 4-HENeNbHBbIH NepUuos

JICYCHUA.

[00220] IlepBuuHble KOHEYHbIE TOYKM JUIs MCCIIENOBAHUS BKJIIOYAIOT: OLEHKHU
0e30MacHOCTH W TEPEHOCUMOCTH, OCHOBaHHbIE Ha HeOmaronpustHeix coObiTHsIX (AE) wu
Cepbe3HbIX HeOMaronpusTHbIX COOBITHSX (SAE) OT MCXOOHOrO YpOBHSI O MOCIEIYIOIIEro
HaOoeHnst 3a 0e30MmacHOCThIO (HampuMep, M0 28 nHell mocie TMOoCHeAHeW HO03bl) TOCTe
JeYeHuss W a0COJIOTHOrO M3MEHEHMs B MPOTHO3UPYEMbIH NPOLEHT o0beMa (HOPCHPOBAHHOIO
Bbiioxa 3a 1 cexkyHny (ppFEVi) ot ucxomHoro ypoBHsi 10 exenHeBHOro 29 mocemenust (= 2
nHs). BTopuuHble KOHEYHBIE TOYKH BKJFOYAKOT. a0COJIOTHOE HW3MEHEHHE KOHLEHTpaLui
XJIOpUAA HATPHUsl B IOTOBOH JKUIKOCTH OTHOCHTENBHO MCXOIHOTO YPOBHS IO MOCeLIeHus Ha 29
nenb (£ 2 gus), orHOcurenbHOoe m3Menenue ppFEV; or ucxomnoro ypoBHs mo 29 nHs
nocemenust (+ 2 nHs), aOCOMIOTHOE HW3MEHEHHE OLICHKH PpEeCIHPATOPHOrO JOMEHa IpH
nepecMoTpe BonpocHuka o mykosucunose (CFQ - R) mo cpaBHEHHIO ¢ HCXOIHBIM YPOBHEM Ha
29 nenb nocemmenus (+ 2 nHs); mapamerpbl @K, muiomans moa KpUBOH KOHLEHTPALHS- BPEMS BO
Bpemsi nosuposanusi (AUCtau) m HaOmogaemass KOHLEHTpALMsl Iepel BBEACHHUEM JO3bI
(Ctrough) Coenunenuii I, II u Il or 6a30BoOi JWHUU A0 TMEpHOAA MOCIEAYIOLMEH OLEHKU
0e30MmacHOCTH.

Pezynivmamot wacmu D
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[00221] B wactu D, xak nokazaHo B Tabiuuax Hioke, 4 Henenu BBeaeHust Coenunenus I
B Tpoiinoi komOuHau ¢ CoenunenneM Il u Coeaunenuem Il y cyObekTOB, reTepO3UrOTHBIX
no F508del u ¢ munnmanbholt pynkuronansaoi myranueii (F/MF) B Bozpacte 18 ner u crapiue,
NPUBOJWIN K CTATUCTUUYECKU 3HAYMMOMY M KJIMHUYECKH 3HaUYMMoMy yayuueHuto ppFEV, (7.8-
13,8 mpOLEHTHBIX MyHKTA) U CONEP’KAHUIO XJOpWUAAa HATpUs B MOTOBOH skuakoctu (33,3-39,1
MMOJIB/JI).

[00222] B wuactHOCTH, Ha neHb 29 HaOMOOAIOCh CpeaHee abCONIOTHOE YJIyYIIEHHEe
ppFEV, Ha +11,1, +7,8 u +13,8 mpOoLEHTHBIX MMyHKTa MO CPABHEHUIO C UCXOAHBIM YPOBHEM Yy
TeX, KTO Mojiy4as TpoitHyro komOuHarmo Coenunenus I (50 mr onuH pas B aenb), CoenuHeHus
IT (100 mr oxguH pa3 B nenb) u Coegunenus 111 (150 mr, kaxnaeie 12 1), Coequnenus 1 (100 mr
onuH pa3 B aenb), Coenunrenus 11 (100 mr onun pas B nenb) u Coenunenus 111 (150 mr, kaxabie
12 4); u Coenunenus 1 (200 mr ogun pas B nenb), Coenunenus 11 (100 Mr onuH pa3 B 1eHb) U
Coenunenus 11 (150 mr, kaxnaerie 12 41). [lns tex, KTo nojiydan mianedo, cpeaHee adCOMIOTHOE

n3menenue ppFEV; cocrasuno +0,0.

Coeaunenue I Coeaunenue | Coeaunenue 1
(50 mr, onun pa3 B(100 mr, oqun pa3 B{(200 mr, oguH pa3
neHb)/ neHb)/ B JIeHb)/
Coeaunenue 11 Coeaunenue 11 Coeaunenue 11
Ilnanedo (100 mr, oqun pa3 B(100 mr, oaun pa3 B{(100 mr, oqun pa3
N=12 neHb)/ neHb)/ B [IeHb)/

Coeaunenne 111 Coeaunenue 111 Coennnenue 111
(150 mr, kamxabIie (150 mr, kamxabie (150 mr, Kakable
12 4) 12 4) 12 4)
N=10 N=22 N=21

ba3osbii

YPpOREHb 59,0 (14,9) 56,4 (14,6) 60,0 (15,5) 59.4 (18,0)

ppFEV1;

Cpeanee (SD)

Cpennee

abcosoTHOE

BHYTPUTPYNIIO

Boe m3menenue|0,0 (2,0) 11,1 (2,1) 7.8 (1,4) 13,8 (1.4)

OT HCXOAHOIO

ypoBHsi Ha 29

nens” (SD)

p-3HaYeHue 0,9943 <0,0001 <0,0001 <0,0001
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(npu neqemm)#

* Bce p-3navenus naxoosmcs. 6Hympu 2pynnosvix p-3naueniii Ha ocHose mooeneii co
CMEUAHHBIM dDheKmoM; 3HAUEHUS, BbIPANCEHHbIE KAK «uepe3 29 OHeily, ABNAI0mMCsA cpeOHUMU
s3navenuamu 01a 15 u 29 oneil.

[00223] Ha 29 neHp HaOMOOANOCh CpenHEe CHUXKEHUE YPOBHSI COIEpPIKaHHS XJIOpUAA
HATPHUsl B TOTOBOM KUAKOCTH Ha -38,2, -33,2 u -39,1 MMOJB/J MO CPAaBHEHUIO C HCXOIHBIM
YPOBHEM Y JIML, COOTBETCTBEHHO IMOJYYaBIIUX CXeMbl TPOHHOro koMOuHNpoBaHus CoequHEeHNs
I (50 mr onun pa3 B nenw), Coenunenust 11 (100 mr ogun pa3 B aenb) u Coequnenus 11 (150 mr,
kaxnpie 12 u); Coenunennst 1 (100 mr onun pa3 B penn), Coenunenns I (100 mr ogun pa3 B
nenb) u Coemunenusi Il (xaxgele 12 u1); u Coemunenns I (200 mMr omuH pa3 B IEHb),
Coenunenus 11 (100 mr onun pa3 B nenb) U Coenunenus 11 (150 mr, xaxnbie 12 u). J{ns Tex,
KTO monydan rianedo, cpeaHee aOCONMIOTHOE CHIDKEHHE COIEPXKAHUS XJIOpUAA HATPUS B

IMOTOBOMH >KUIKOCTH COCTABUIIO -2,2.

Coeaunenue 1
Coenunenue 1 Coeaunenue [ (200 mr, oauH
(S0 mr, ogun pa3 B(100 mr, oouH pa3 B(pa3 B JeHb)/
MeHb)/ neHb)/ Coenunenue 11
Coenqunenne 11 Coeaqunnenne 11 (100 wmr, oguH
Ilnane6o
Nel2 (100 mr, oaun pa3 B(100 mr, oauH pa3 B(pa3 B JeHb)/
MeHb)/ neHb)/ Coenunenue
Coennnenue 111 Coeannenue 111 I1I
(150 mr, kaxabie 12 9)|(150 mr, kaxabie 12 1)((150 M,
N=10 N=22 Kaxxkabie 12 4)
N=21
HavyanbHbii
YPOBeHb
coiepKAHUS
XJIOpHAA
Hannﬂu ? 103,1(8,2) [103,1 (7,8) 103,6 (12,2) 103,9 (9,7)
MOTOBOI
SKHAKOCTH;
Cpeanee
3HAYEHHe
(SD)
Cpennee
-2,2 (3,9) -38,2 (4,2) -33,2 (2,8) -39,1(2,9)
abcouoTHOE
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BHYTPHUIPYIIIO
BO€ H3MEHEHHe
OT HCXOJHOrO

ypoBHs1 Ha 29
L[eHb# (SD)

p-3HaYeHHe
40,5804 <0,0001 <0,0001 <0,0001
(npu eyeHun)

* Bce p-snavenus naxoosmcs euympu 2pynnossix p-3udueniii na ocnose mooeneii co
CMEUAHHBIM d(DheKmOoM; 3HAUEHUS!, BbIPANCEHHbIE KAK «uepe3 29 OHeily, ABNSI0mcs cpeOHUMU
sHavenusmu 01a 15 u 29 onueil.

[00224] BropuuHasi KOHEYHas TOYKAa B TPOHHOM KOMOWHUPOBAHHOM HCCIIEIOBAHUH,
Yacte D, m3mepeHHoe cpenHee aOCONOTHOE M3MEHEHHE IbIXaTeNIbHOTO noMeHa Kpbickl CFQ),
Henp 29. CpenHee aOCONIOTHOE VYIIyYINIEHWE JUJIi TAIMEHTOB, TOJYYaBIIMX TPOHHYIO
koMOuHanmto, coctasmio 20,8 6amna (50 mr Coennnenus 1), 15,4 6anna (100 mr Coenunenus I)
u 25,7 6anna (200 mr Coenunenus 1). Viydmenne aist Tex, KTO MOydal manedo, COCTaBHIIO
4,2 6amna. Ilpencrasnennsie pe3yiapTatel CFQ-R ocHOBaHBI Ha MOJENSIX CO CMELIAHHBIM
s dexTomM, HEe CKOPPEKTHPOBAHHBIX ¢ yU4€TOM KOHTpOJibHOM rpymmsl CFQR.

[00225] O630p HekenaTeNnbHbIX SBICHUH, BOSHUKIINX B xone jedenus («HABJI») uepes

29 nHel NpenCTaBJIeH HIDKE.

Coenunenue I |Coeaunenue I |{Coenunenue I
(50 mr, oauu|(100 mr, ogun|(200 mr, oguH
pa3 B 1eHb)/  |pa3 B AeHb)/  |pa3 B AeHBb)/
Coennnenue II|Coenunenne II|Coennnenne 11
(100 mr, oauH|(100 mr, ogun|(100 mr, oguH
[nauedo
Ne12 pa3 B 1eHb)/  |pa3 B AeHb)/  |pa3 B AeHBb)/
- Coenunenue |Coeannenue |CoennHeHue
11} 11} 111
(150 mr,|(150 mr,|(150 M,
Kaxablie 12 9) |kaxabie 12 94) |kaxabie 12 q)
N=10 N=22 N=21
Cy0beKTnI ¢  JI00bIM
12 (100,0) 9 (90,0) 20 (90,9) 17 (81,0)
HSBJI
Cy0bekTbl €  TSXKEJBIM q
1 1 1 0
HSBJI
Cy0bekTbel ¢  TSKeJbIM Hab e e 0
HSBJI
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Cy0bekTnI c HABJ
NPHBOAAT K mpeKpamenuo|0 0 nhe 0
JIedeHust

Cy0beKThI c HABJI

NPUBOAAT K INPEPLIBAHUIO ‘
0 0 ot i
npuemMa  JIeKApCTBEHHbIX

cpeacTs

TIDC; prOBOX&pKaHbe; ‘Tpom603  spemuoii BeHbl, IIDC U CHHAPOM IUCTAJILHOM
MHTECTHHANBbHON OBCTPYKIMH y omHOro cybwekra; ‘T1DC; IIDC M MHGIOSHNA Y OZHOTO
cyGBekTa; 'Chillb, SOBBILICHHBIN GUIHPYOHH; "IOBBILICHHDIN GUIHPYOHH, 'KOHCTHIIALSL.

[00226] Takum oOpa3oMm, pekuM TPOHHONW KOMOWHAIMK B 4YacTH D ucclenoBaHWMs
NEPEHOCHIICS B LIEJIOM XOPOIIO. BONBIIMHCTBO HEXKEJIATENbHBIX SIBJICHUI OBUTH JIETKUMH HIIH
yMmepeHHbIMH. Cepbe3Hble HEKeNaTeNbHble SBJICHUS ObUIM 3aperHCTPHPOBAHBI y  IISITH
MAlMEHTOB: J1Ba ManueHTta B rpynme miamnedo (1 ¢ kpoBoxapkaHbeM M 1 ¢ MH(EKIHOHHBIM
00OCTpEeHHEM JIETKHX) U TPU TMAlMEHTa B TPOWHONW KOMOWHHpOBaHHOW rpymme (1 mammeHT c
UH(EKIMOHHBIM 00OCTPEHHEM JIETKHUX, TPOMOO3 SIPEMHOH BEHBI, CBSI3aHHBIH C LIEHTPAJBHOM
JVHUEH M CUHAPOM IUCTAJbHON KHIIEYHOH HETPOXOAMMOCTH, | MAIMEeHT ¢ MH(EKIHOHHBIM
JIETOYHBIM O0OOCTPEHUEM U TPHUIIIOM, U 1 ManueHT ¢ MHPEKUNOHHBIM JIETOYHBIM OOOCTPEHUEM).
Hu ogHO U3 3THX Cephe3HBIX HEXKETATENbHBIX SIBJICHUH HEe PACCMATPUBAJIOCH KaK OTHOCSINEECS K
JEYEHWI0, U HU OJHO W3 HUX HE NPHUBENO K mpekpameHuto yedeHus. Hawmbornee wacTeiMu
HEeXeJaTeNbHbIMU siBJIeHUsIMH (> 10%), HE3aBUCHMMO OT TpyNINbl JIEUEHHUs, OBUIM Kallelnb,
YBEJIMYEHHE KOJHMYECTBA MOKPOTHI, MH(EKIHMOHHOE JIerouHOe OOOCTpEeHHE, KPOBOXapKaHbE,
roJIOBHAasi 0OJIb, 3aJIOXKEHHOCTh HOCA, TOIIHOTA, OONb B POTOrJIOTKE M rumeprepmus. Jlpa
NalMeHTa TNPEKpPaTUIM JIeUeHHE M3-3a HEKEJNaTeNbHbIX SBJIEHUH B Tpynmax TpPOHHOro
KOMOWHHUPOBAHHOTO JiedeHus1 (1 MaLueHT C ChIMbI0 U | MAIMEeHT ¢ MOBBIIIEHHBIM OUITHPYOHMHOM
0e3 MOBBILICHUs YPOBHS TPaHCAMHHA3) U HU oAWH B rpymmne rianedo. Ilocne mpekpareHus
JICYSHHsI ChIMb TMPOLLIA, a YBEJIWYCHHbIH OMIMPYOMH BEPHYJICS K HMCXOAHOMY YpOBHIO. JIBa
NAlUEeHTa NPEepBAJIM JICUEHHE U3-3a HEXKENATeJIbHbIX SBJIEHUW B TIpynmax ¢ TPOHHOHN
koMOuHatmerd (1 koHcTumanusi w | mMOBBIIEHHBIH OUIMPYOMH O€3 TOBBIMIEHHS YPOBHS
TpaHCaMHHA3); 00a COOBITHS pa3peIlIich, KOrJa JieueHHe ObUIO MpepBaHO, W 00a MalueHTa
3aBEPIIWIIH TPOHHOE KOMOMHUPOBAHHOE JieueHue 0e3 MaNTbHEeUITUX OCJIOKHEHUH.

[00227] Tpotinsie komOunaimu Coenunenne I/Coenunenue 1I/Coenunenue 111 Obutu B
1esioM 0e30MacHbI U XOPOLIO MepeHOCHINCh. iMeno MecTo 2 mepepbiBa B MONYyUEHUH JICUSHMUS,
oba B rpynmne, nony4asmeil Coenunenue 1 mo 200 mr, ogHO U3-3a yBeNUUeHUs] OMnnpyOnHa U
OIHO u3-3a KOHCTHmauuu. Mmeno mecro 2 mpekpalneHus jedeHus, 00a B rpymre, NoaydaBLIen
Coenunenue I mo 100 mr, ogHO U3-3a yBenuyeHUss OmnupyOMHA M OFHO HM3-3a chimu. B o0meit
CJIO’KHOCTH 3 cyObekTa, noiydaBumx TK, nmenu ceppe3nbie nobounsle 3¢ exTsr; 1 mponsonuio
B KOHIIE, a 2 - MOociie Mepuoaa TPOWHOro KOMOMHHpOBaHHOro JjedeHus. Hawnbonee usacTeiMu

HEeXXeJNaTeNbHbIMU  siBJIeHUusIMH (> 10%), He3aBUCHMMO OT TPYNIbI JIEYeHUs, OBbUTH Kallelb,
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YBEJIMYEHHUE KOJHMYECTBA MOKPOTBI, MH(PEKIHMOHHOE JIerouHOEe OOOCTpEeHHE, KPOBOXApKAaHbE,
rOJIOBHAsI OOJIb, 3aJI0’KEHHOCTb HOCA, TOIIHOTA, 0OJIb B POTOIJIOTKE U THIIEPTEPMHUSI.

IIpumep 9: Uccaenosanne 2 no 6ezonacHocty u 3¢ ¢exTusHocTH Coennnenns I

[00228] Ouenka Oe3zomacHocTH, mepeHocuMocTd U >¢dexTuBHocTH Coenunenus 1 B
couetannu ¢ CoenunenneM Il u Coequnennem III-d y cyOBEKTOB ¢ MyKOBUCIIUIO030M H3yUaiach
pPaHIOMU3UPOBAHHBIM, NBOHHBIM ciernbiM, manedo u Coenunenusimu II/I11- u CoenuneHusiMu
[I/TII-d xoHTpONHUpYyEeMBIM CIIOCOOOM, C ABYMS TPYIIAMU: TPyMna A, BKIOYAOIAs CYObEKTOB C
renotunamu F508del/MF (F/MF) (nanpumep, rereposurotsbix mo F508del co BTopeim annenem
CFTR, secymum wmytaunuiro MF, omucannyro B Tabauue SB) w rpynma B, Bxmouarormas
cyowekToB ¢ reHorunom F508del/F508del (F/F).

[00229] Kak moka3anHo B TaOnmue 8 Bbime, Yacte D siBisieTcsi paHAOMHU3UPOBAHHOM,
IBOUMHOM cjieno, mianedo-kouTpompyemoii u onenuBaet Coennnenne | B TK ¢ Coenunennem
II u Coemmuenuem III y cybwvexktoB ¢ CF (renorunsr F/MF). Yacte F  sBisercs
PaHIOMU3UPOBAHHOM, TBOWHOW ClIeToN, mianebo-koHTpomupyeMoit u oneHuBaer Coenunenue [

B TK ¢ Coenunennewm Il u Coennnenniem I1I-d y cyobekros ¢ CF (renorumnsr F/MF).
Tabnuma 9: I'pynmna BO3AMCTBUS U TTAHOBBIE J03bI

I'pynna
Coennnenue Coenunenne CoegnHeHHe
BoO3aeiicTBHs/ JHo3upoBKa
Yactb 11 11 I11-d
KOHTPOJIbHAS Coennnenus I
Ho3upoBka  JlozupoBka  /lo3upoBka

rpynmna
Yactp 200 mr ogun pa3 100 mr omun 150 Ml HE
TK-BbICOKas
D B JIEHb pa3 B A€Hb Kaxaple 124 npumensiercs
TK2- BrIcOKast 200 mr onuH pa3 100 mMr omuH 150 mMr omun
Yactb . HE
Tpoiinoe B I€Hb pa3s B ICHb pa3s B I€Hb
F IPUMEHSETCS
iane6o ITnaue6o ITnaue6o [Tnaue6o

* Tpolinoe miane6o: cyobexTam BBoAMIM mnanebo s seex 3-x Coenunennii I 11 u I-d.

[00230] IlepBuuyHBIE KOHEYHBIE TOYKH JJIsI HCCJIACNOBAHHUS BKJIOYAKOT. OLCHKHU
0e30MmacHOCTH M TEPEHOCHUMOCTH, OCHOBaHHblE Ha HebmaronpusTHbXx coObiTusx (AE) wu
cepbe3HbIX HeOmaronpusaTHeIX CcoObITUSX (SAE) OTHOCHTENBPHO WCXOZHOTO VYPOBHS [0
MOCTIEAYIOIIEr0 HAOIOAeHHs 3a O€30MacHOCThIO (Hampumep, 10 28 nHel mocie MoclemHe
703bl) TOCTE JiedeHHss U aOCONOTHOTO HM3MEHEHHsT B IPOTHO3HPYEMOM IIPOLEHTe oObeMa
dopcupoBannoro Bbioxa 3a 1 cekyHny (ppFEV)) OTHOCHTEIBPHO HCXOIHOTO YPOBHS [0
exxeqHeBHOro 29 nocemenus (+ 2 nHs1). BTopiuHbIe KOHEYHbIE TOYKH BKJIFOYAIOT: a0COFOTHOE
W3MEHEHHE KOHLEHTpaLuil XJOopuaa HaTpus B MOTOBOM JKUAKOCTH OTHOCHUTEIBHO HCXOIHOIO
YPOBHsI 10 nocemenns Ha 29 neHb (+ 2 aus); otHocuTenbHoe n3mMenenne ppFEV, ot ucxonnoro
ypoBHs 10 29 nHs nocemeHus (£ 2 nHs1), aOCONMIOTHOE M3MEHEHHE OLEHKH PeCHUpaTOPHOTO

JOMEHa Tpu nepecMoTpe BorpocHuka o mykosuciuaose (CFQ - R) mo cpaBHEHHIO ¢ UCXOAHBIM
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ypoBHeM Ha 29 neHp mocemenus (£ 2 nHs), napamerpsl @K, muromanp nmoa KpuBOH BpeMEHH
KOHUIeHTpauun BO Bpems aposupoBaHusi (AUCtau) m nHaOmomaemass KOHLIEHTpaLMs Iepen
BeeneHueM n03bl (Ctrough) Coemunennii I, II wm III or Ga3oBoil nuHUM 1[0 nepuona
HOCJIeAyoLIel OLEHKH Oe30IaCHOCTH.

Pezyromamot ywacmu E

[00231] B uwactu E Bce mamuents! nonyuyanu 4-uenenbHoe BeneHue Coenunenus 11 B
coyeranun ¢ Coeaunenuem III. 3aremM mnanMeHTOB paHIOMU3UPOBAIM Ul BBEJEHHUS
Coenunenus I pa3 B nenb (200 mr) wim mianedo k Coenunennto 11 u Coequnenuro 111 B TeueHue
YyeTblpex Henenb. Ilocne 4-HenenbHOro nepuoaa TPOHHOro KOMOWHHPOBAHHOTO AO3MPOBAHUS
BCE MAIMEeHThl Mojy4danu B TeueHue derbipex Henenb Coenunenue II m Coenunenume III c
NOCJIEAYIOUTNM 4-HeAeIbHbIM MEPUOIOM MOCIEAYIOUIeH OLEHKH Oe30MacHOCTH.

[00232] Kak moka3aHo B TabauLax HUKE, JiedeHue B Teuenue 4 Henenb Coenunennem I B
TpoiiHoii komOuHaumu ¢ CoenunenueM Il nu Coenunennem 11l y cyOBeKTOB, TOMO3HIOTHBIX 11O
F508del B BO3pacTe 18 ner u crapiue, mpUBENO K CTATUCTHYECKH 3HAYMMBIM M KJINHHYECKH
3HaunMbIM yaydmernsMm B ppFEV, (11,0 mponeHTHBIX yHKTa) U COAEPKAHUIO XJIOPUAA HATPHUS
B TIOTOBOH JKUAKOCTH (39,6 MMOITB/TT).

[00233] B wactHOcTH, Ha 29 neHb HAOMIONAJOCH cpenHee aOCONIOTHOE YIyYIIEHHE B
ppFEV; Ha+t11,0 mpOuEHTHBIX NyHKTAa IO CPAaBHEHUIO C UCXOAHBIM YPOBHEM Yy MAalLUEHTOB,
NOJIyYaBIINX CXeMbl TporHoro komounupoBauus Coenunenus 1 (200 Mr oguH pas B CyTKH),
Coenunenus 11 (100 mr onun pa3 B cytku) u Coenunenus III (150 mr, kaxxasie 12 u). [lns tex,

KTO moJjy4as mianedo, cpenuee adcomorHoe m3meHenune ppFEV, cocrasuio +0,4.

Coenunenne I
Coeaunenne 11 (200 Mr, oqMH pa3 B AeHb)/
(100 mr, onun pa3 B nenn)/ |Coenunenue 11
Coennnenue 111 (100 Mr, onuH pa3 B AeHb)/
(150 mr, kaxkabie 12 4) Coequnenne 111
N=7 (150 mr, kaxabie 12 u)
N=21
baszoBbiii ypoBensppFEV1; 62.8 (13.2) 60.0 (15.1)
Cpeanee (SD)
Cpennee a0CcoTI0THOE
PHYTPHIPYTHOBOE +0,4 (2,8) +11,0 (1,5)
H3MeHeHHEe OT HCXOJHOIo
YpOBHSI Ha 29 nens’ (SD)
p-3Hauenne (npu euennn) (0,8869 <0,0001

# N N
Bce p-3nauenus naxoosmcs 6Hympu epynnoeuix p-3HaueHuil Ha OCHOBe MOoOenell CO
CMEUAHHBIM dhheKmoM; 3HAUEHUsl, BbIPANCEHHbIE KAK «uepe3 29 OHeily, ABNAI0mMCA cpeOHUMU

sHauenuamu ona 15 u 29 oueil.
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[00234] Ha 29 nenp HaOJIOAANOCH CPEAHEE CHIDKEHHE YPOBHSI COAEPIKAHUS XJIOPHIA
HATPUS B IIOTOBOM XKUAKOCTU HA -39,6 MMOJIB/JT TTO CPABHEHHIO C UCXOIHBIM YPOBHEM Y TEX, KTO
NOJIy4aj JieueHue 1o cxeme TpoitHoro komOmHupoBaHus Coeaunenus 1 (200 mr oguH pas B
nenb), Coenunenus II (100 mr ogun pa3 B nenb) u Coenunenus I (150 mr, xaxxasie 12 u). s
TeX, KTO moJsiy4ai mianedo, cpenHee abCOMIOTHOE YBEIMYEHUE COAEPIKAHUS XJIOPHIA HATPUS B

TTOTOBOM JKUJIKOCTH COCTaBHIO +0,8,

Coenunenne 1 (200 mr, oguH pa3 B
Coenunenune II (100 wmr,nenn)/
OJUH pa3 B ieHb)/ Coenunenue II (100 mr, oquH pa3s B

Coenunenune III (150 mr,nenn)/

Kakapie 12 ) Coennnenue III (150 mr, kaxabie 12
N=7 )
N=21

Havanenbli  ypoBeHBb
cofepKaHUsl  XJIOpHAA
HATPHUSA B moroBoi (99,5 (9,0) 02,7 (11,1)
JKHIAKOCTH; Cpennee

3HaueHue (SD)

Cpennee a0cooTHOE
BHYTPHIPYIIIIOBOE

+0,8 (4,9) -39,6 (2,8)
H3MEHEHHE OT HCXOJHOIr0

YPOBH# Ha 29 nens’ (SD)

-3HAYeHHe npu
P (rp 0.8712 <0,001

.rle'lemm)#

* Bce p-snavenus naxoosmcs eHympu 2pynnosvix p-3udueniii na ocnose mooeneii co
CMEUAHHBIM d(DheKmOoM; 3HAUEHUS!, BbIPANCEHHbIE KAK «uepe3 29 OHeily, ABNAI0mCcs cpeOHUMU
sHauenusmu 01a 15 u 29 onueil.

[00235] BropuuHasi KOHEYHas TOYKA B TPOHHOM KOMOWHUPOBAHHOM HCCIIEIOBAHUH,
UYacte E, u3mepeHHoe cpennee abCONMOTHOE M3MEHEHUE NbIXaTelbHOro aoMeHa Kpbickl CFQ,
Henp 29. CpenHee aOCONIOTHOE VYIIyYIIEHWE JJIi TAIMEHTOB, TMOJYYaBIIMX TPOHHYIO
KoMOWHanmo, coctaBmwio 20,7 Oamnma. YaydiueHue Uit TeX, KTO MOJYYUI anedo, COCTaBHIIO
5,2 Gamna. IlpencraBnennble pesynbTarhl CFQ-R OCHOBaHBI Ha MOAENSX CO CMEIIAHHBIM
s dexTom, HE CKOPPEKTHPOBAHHBIX ¢ y4€TOM KOHTpOJibHOM rpymnmbsl CFQR.

[00236] O630p HekenaTeNbHbIX SBICHUH, BOSHUKIINX B xone jedenus («HABJI») uepes

29 nHel NpencTaBlIeH HIKE.

Coenunenne I1 Coeaunenne I

(100 mr, oaun pa3 B|(200 mr, oquH pa3 B AeHb)/
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AeHb)/ Coenunnenue I1
Coeaunenue 111 (100 Mr, oquH pa3 B AeHb)/

(150 mr, kaxabie 12 u) Coeaunenne 111

N=7 (150 mr, kaxabie 12 v)
N=21
Cyo6bexTni ¢ J100biM HABJI 5(71,4) 20 (95,2)
Cy6bexTni ¢ Tskeabim HABJI 1 1
Cy6bexTni ¢ Tskeabim HABJI 1 0

Cyobextsl ¢ HABJI npusoasit Klb 1

NpeKpalleHHI0 J1eYeHHs]

Cyobextsl ¢ HABJI nmpuBoasT Kk
npepbIBAHHUIO npuemall’ 1°

JICKAPCTBEHHBIX CPEACTB

“TIDC

® YV Bemuenubiit GunpyGHH

¢ Muonarus/ysenuaennbiii CK u AST

‘Bonb B rpyau

[00237] Takum oOpa3oMm, pekuM TPOWHONH KOMOWHAUMU B 4YacTu E wccrnenoBaHusi B
LIEJIOM XOPOUIO MEPEHOCHJICS. BONBIIMHCTBO HEXKeNaTeNbHbIX SIBJIEHUH ObUIM JIETKUMH WIIH
yMepeHHbIMH. B rpymnme ¢ TpoliHOW KOoMOWHaIueidl He ObUIO 3aperuCTPUPOBAHO CEPbE3HBIX
nobouHbix 3((dexkToB, a B rpymme, mojydabliein ranedo, noOaBieHHOW K Te3akapTopy u
uBaxkadTopy, OBLIO 3aperucTpHpPOBAHO OJHO CEPHE3HOE HEKENATEeNbHOE SIBJIeHHE (JIErouHOe
oboctpenne). Hanbonee yacThIMU HeKeJaTeNbHBIMU SIBICHUSMH, BO3HUKAIOLIMMU 110 KpalHen
Mepe y JIBYX MaLUEHTOB B JIIOOOW rpymre JieueHusi, ObUIM yBEIMYEHHE KOJHMYECTBA MOKPOTHI,
Kamienab, UHQEKLHOHHOE JIETOYHOE OOOCTPEHHe, yCTanocTh, runeprepmusi, nosbimenne ACT,
nosbimeHne K@K, 03000, kpoBoxapkanbe, mnoBbiienne AJIT, HapymeHue AbIXaHUS WU
U3MEHEHHUE LIB€Ta MOKPOThL. MMeno MecTto ogHO mpekpalieHue JiedeHue B rpynne ¢ TPOHHOU
KOMOMHaIMe! n3-32 BOSHUKHOBEHUSI HEKENATENIbHOTO siBJIeHHUs (OOJb B IPyaH), W IUII OTHOTO
nanueHTa ObLIO TMpepBaHO, a 3aTeM MPEKPALIeHO JIeYeHHWEe B TPYINE, KOTopas Nojydaja
wianedo, nobaBreHHOE K Te3akadhTopy M HBakaTOpPY U3-32 HEKENATENbHOIO SIBJICHUS
(yBenmuueHHbl OmnnpyOnH Oe3 NMOBBIEHUs] YPOBHS TpaHCaMmuHAa3). s omHOro manueHTta B
rpymme ¢ TPOiHONW koMOWHauued ObUIO TPEepBaHO JICUEHHE H3-32 HEXKeJIATeNIbHBIX SIBJICHUM
(muonaruss u yBenmudenne K@K, AJIT u ACT), koTOphle NPOM3OLUIM B MEPUOZ JICUSHHS
Te3akapTopoM/mBaKahTOPOM, KOTOPBIH TOCTENOBa 3a TPOHHBIM KOMOWHHPOBAHHBIM
nosupoBaHueM. HexenatenbHble SIBIEHUS NPEKPATWINCh IOCTE TPEKPAIIEHUs JICYeHUs, U
MAaIMEeHT BIOCJIEICTBUM BO30OHOBUJI U 3aBEPIIMJI JICUSHHE B Nepuoa Tezakadropa/uBakadropa
0e3 Kakux-1u0O0 TOMOJHUTENBHBIX CIIY4aeB.

Pezynomamot wacmu F
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[00238] B uactu F, kak moka3aHo B Tabiuiax Hiwke, 4 HeneabHoe BBeneHne CoequHeHns
I B tpoitHoli komOunamuu ¢ Coemunennem II u Coemunenuem III-d y cyObekrTos,
rerepo3uroTHbix o F508del n munumanpsHol ¢yHnkimonansHoi mytaunu (F/MF) B Bo3pacte 18
JIeT U cTaplle, IPUBOAUIO K CTATUCTUYECKH 3HAYMMOMY U KJIMHUYECKU 3HAYUMOMY YJIyULISHHIO
ppFEV| (11,7 npouieHTHBIX MyHKTA) U COAEP KAHUIO XJIOPUA HATPHS B TOTOBOM sxuakoctu (33,6
MMOJIB/JI).

[00239] B wuactHOCTH, Ha neHb 29 HaOmomanoch cpenHee abCONIOTHOE YJIyYIIEHHUE
ppFEV, Ha +11,7 npOLeHTHBIX MyHKTA MO CPAaBHEHUIO C MCXOAHBIM YPOBHEM Yy MALIUEHTOB,
NOJIYYaBIIUX CXeMbl TpoiHOro komOmHupoBaHus Coemunenus [ (200 mMr ommH pa3 B IeHb),
Coenunenus 11 (100 mr onun pa3 B nenb) u Coenunenus 111-d (150 mr ogun pas B neHs). s
TeX, KTO MOJIy4all TpoiHoe mianedo, cpennee abconmoTHoe n3meHnenne ppFEV, cocrasuio +1.2.
Jna nmaumentoB u3 ydactu D, rpynmbl «TC-BpICOKMIT», O KOTOPOH TI'OBOPHMJIOCH BBILIE, KTO
nojiy4yan TpoiiHele koMOmHHpoBaHHble cxeMbl CoemuHenuss I (200 Mr omuH pa3 B JEHB),
Coenunenus 11 (100 mr ogus pa3 B nenb) u Coequnenus 111 (150 mr kaxapie 12 1) npousonuio

cpenHee abcomoTtHoe m3meHenune ppFEV, +13,8.

YACTDb D, TC-Bbicokas
Coegunenne I (200 wmr, |-
OHMH pa3 B AeHb)/ Coeannenne 1 (200 wmr,
Tpoiinoe [Coeaunenne II (100 mr, |oauH pa3 B AeHb)/
mianeb6o ([OaAMH pa3 B AeHb)/ Coeannenune 11 (100 wmr,
N=8 Coeaunenune III-d (150 mr| [oauH pa3 B AeHb)/
OJHMH Pa3 B IeHb) Coeannenune III (150 mr,
N=21 Kaxabie 12 4)
N=21
ba3oBbiii  ypoBeHb
ppFEV1;  Cpeanee (60,7 (14,0)[60,6 (17,5) 59,4 (18,0)
(SD)
Cpeanee a0cosoTHOE
BHYTPUTPYNIIIOBOE
H3MEeHeHHue or|1,2 (2,6) |11,7 (1,6) 13,8 (1,4)
HCXOHOT0 YPOBHSI Ha
29 pens” (SE)
p-3HaYeHHue (mpu
secrmm)’ 0,6407 <0,0001 <0,0001

# N N
Bee p-3nauenus naxoosamcs enympu epynnoswix p-3HA¥eHuti Ha OCHO8e MOoenell co

CMEUAHHBIM dDheKmoM; 3HAUEHUS, BbIPANCEHHbIE KAK «uepe3 29 OHeily, ABNAI0mMCsA cpeOHUMU

sHayenuamu ona 15 u 29 oueil.
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[00240] Ha 29 nenp HaOJIOAANOCH CpeAHEE CHIDKEHHE YPOBHSI COAEPIKAHUS XJIOPUIA
HATPUS B IIOTOBOM XKUAKOCTHU Ha -33,6 MMOJIB/JI TTO CPABHEHHIO C UCXOTHBIM YPOBHEM Y T€X, KTO
NoJy4aj JiydeHue mo cxeme TpoitHoro komOmHuposanusi Coenunenus 1 (200 mr oguH pas B
nenb), Coequnenus II (100 mr onun pa3 B aenb) u Coegunennst 11I-d (150 mr oguH pas B AeHb).
Jlnst Tex, KTO mosyvan TpoitHoe rianedo, cpenHee adCOMIOTHOE CHUKEHUE COAep KaHHs XJIOpHa
HaTpUsi B TOTOBOHM JKHUIOKOCTU cocTaBujio -2,2. Jlnsa manmentoB u3 uvactu D, TC-Bwicokas,
KOTOpbIE TMOJIy4Yaiu TPOitHble KOMOMHHMpOBaHHBbIe cxembl Coenunenus [ (200 mr omuH pas B
nenb), Coenunenust II (100 mr ogun pas B nenb) u Coenunenus 111 (150 Mr onuH pa3 B IeHb),
HaOMONAIOCh CpefHee aOCONIOTHOE CHU)KEHUE COIEepIKaHMs XJIOpHOA HATPUsi B TIOTOBOM

JKUIKOCTH Ha -39,1.

YACTbD D, TC-Bbicokas -
Coenunenue I (200 wmr,
Coennnenue I (200 mr, onun
OJHH pa3 B AeHb)/
pa3 B AeHb)/
Tpoiinoe [Coegnnenne II (100 mr,
Coeaunenne II (100 wmr,
nianedo (0AMH pa3 B JeHb)/
OJHH pa3 B AeHb)/
N=8 Coeaunenue 11I-d (150 mr
Coeaunenne III (150 wmr,
OJHUH Pa3 B IeHb)
Kaxabie 12 1)
N=21
N=21
HavyaabHbii
YPOBEHb
cofepRaHUs
xjopuaa Harpusi B (96,4 (11,5)]100,8 (15,4) 103,9 (9,7)
NOTOBOM KHAKOCTH;
Cpeanee 3HaueHHe
(SD)
Cpennee adcooTHOE
BHYTPUTPYNIIOBOE
HU3MeHeHHe ot(1,0 (4,6) [33,6(2,8) -39.1 (2,9)
HCXOJHOT0  YPOBHA
Ha 29 IleHb# (SD)
p-3HaYeHHue (mpu
" 0,8359 <0,0001 <0,0001
JIeYeHHH)

# Ny N

Bce p-3nauenus naxoosmcs 6Hympu epynnoeuix p-3HaueHuil HaA OCHOBe MOOenell CO
CMEUAHHBIM d(DheKmOoM; 3HAUEHUsl, BbIPANCEHHbIE KAK «uepe3 29 OHeily, ABNAI0mMCsA cpeOHUMU
3uayvenusmu ons 15 u 29 onueil.

[00241] BropuuHasi KOHEYHas TOYKAa B TPOHHOM KOMOWHHPOBAHHOM MCCIIE€IOBAHUH,
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Uacte F, usmepeHHoe cpenHee aOCONIOTHOE M3MEHEHHUE NIbIXaTeabHOro aomeHa Kpwickl CFQ,
Henb 29. CpenHee aOCONIOTHOE YIIYYIIEHHE JJIsI MALMEHTOB, KOTOPBIE IMOJYYMIM TPOHHYIO
komOuHatmto ¢ CoenunenneM IlI-d, cocrasuno 20,2 Oanna. YiydimeHue s T€X, KTO HMOJTYyYUII
TpoitHoe Tmianebo, coctaBmwio 20,2 Oamra. Yayumenue st tex B yactu D, TK-Bbicokas,
KOTOpBIe TONy4ymsin TpolHyro komOunHaimio ¢ Coenunenuem III, cocraBuio 25,7 Oamna.
IIpencraBnennsie pe3ynbrathl CFQ-R OCHOBaHBI Ha MOZAENSAX CO CMEIIAHHBIM 3PPEKTOM, He
CKOPPEKTUPOBAHHBIX C y4eTOM KOHTpoJbHOH rpynmnsl CFQR.

[00242] O630p HekenaTeNbHbIX SIBJICHUH, BOSHUKIINX B xone jedenus («HABJI») uepes

29 nHel MpencTaBlIeH HIDKE.

YACTbB D, TC-
Coeaunenue I (200
BBICOKHII -
MT, OAHH pa3 B AeHb)/
Coeaunenue I (200

Coeaunenue 11 (100
TpoiiHoe MT, OIUH Pa3 B JAeHb)/
MT, OAHH pa3 B AeHb)/
nianedo Coeaunenue 11 (100
Coeaunenue I11-d
N=8 MT, OIUH Pa3 B JAeHb)/
(150 Mr oauH pa3 B
Coeaunenue I1I (150
JeHb)
Mr, Ka:kapie 12 q9)
N=21
N=21
Cy6bekTni ¢ a10061M HABJI 6 (75,0) 17 (81,0) 17 (81,0)
Cyo0nbexTsl ¢ TszkeaniM HABJI 0 0
Cy6bexTnl ¢ Tskesnbim HABJI 1 0 0
Cy6bexTnl ¢ HABJI npusoasT k 0 b 0
MpeKPAIIeHHIO JIeYeHHSsI
Cy0beKxTnI c HABJI,
NPUBOASIIHE K TMPEPbIBAHUIO 0 0 2ed

npueMa JeKapCTBE€HHbIX CPEACTB

*TIDC

® Chimb

¢ VBenuueHHbIH OunupyOuH

 Koncrumnanus

[00243] B stoii uactu F peskum TpoliHOH KOMOWHAIMH OAMH pa3 B AeHb st CoequHeHMsI
I, Coenunenus II u Coenunenus 111-d B ieiom Xopoimo nepeHoCHIcs, U npoduib 6€30MacHOCTH
ObUT aHAJNOTHYEH Ha0momaeMoMy B 4acTH D Bbille Uit CXeMBbl TPOHHOW KOMOWHAITUH
Coemunenust I, Coenunenus 1l u Coemunenus III. BoNbIIMHCTBO HeEXXEIATENbHBIX SIBICHMI
OpuTH JIeTkoW win ymepeHHoU crerneHu. O cepbe3HbIXx MOOOUHBIX 3(ddexTax coodmanocy y
OJHOTO TalMeHTa B rpymmne mianedo (MHPEKIHOHHOe OOOCTpPEeHHE JIeTKHX), a B TPYIIIE,

NOJIy4aBLIeH TPONHYI0 KOMOHMHALMIO - Cepbe3HBbIX MOOOUHBIX sBIeHMN He Obuto. Hambonee
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YaCTbIMH HECXKCIIATCIIbHBIMU ABJICHUAMHA, BOSHHKAOIMMHA 10 MeHBIIIeN MEPE y ABYX NALITUECHTOB

B JIIO0OW rpynme JedeHus, ObUIM Kallellb, TOIIHOTA, OOJb B POTOIJVIOTKE, HH(EKIHMOHHOE

O6OCTpeHI/Ie JETKHX, 3aJIOKCHHOCTb HOCA4, Kalejb C MOKpOTOfI, YBCIIMYUCHUE KOJIUYCCTBA

MOKPOTBI, 00JIb B TPYIH, AUCKOM(OPT OKOJIOHOCOBBIX Ma3yX, NH(EKIHS BEPXHUX JbIXaTEIbHBIX

nyTel u pBoTa. bpuT OMH OTKa3 OT JieueHHs B IPyIIe, MOJydaBLIeH TPOWHYI KOMOMHALMIO U3-

3a HeXeJaTeJIbHOTO siBlieHus (ChImb). [Tocie mpekpalueHus ieueH sl ChIlb MPOLILIA.

[00244] Kpatkoe uznoxkenue pesynsraTos yacteil D, E u F npuseneno nixke:

Yacmu D, E, F - Ceoonwtit 0630p oannsix 06 3¢phexmugnocmu

Coenunenue 1
(200 mr)
+ Coenunenune 11/

Coeaunenue 111

Coeaunenue 1
(200 mr)
+ Coeaunenne 11/

Coequnenmne 111

Coeaunenne I
(200 mr)

+ CoennHeHue
I/ Coenunenue

I11-d

Cpennee 3nauenue (SD)

N=21 (F/MF) N=21(F/F)
N=21 (F/MF)
(Yacte D) (Yactp E)
(Yacts F)

PPFEV1
Havaneneni  yposens ppFEVI;

59,4 (18,0) 60,0 (15,1) 60,6 (17,5)
Cpennee 3nauenue (SD)
Cpennee U3MEHEHHE,
OTIpeAeNeHHOe meronoMm (13,8 (1,4) 11,0 (1,5) 11,7 (1,6)
HauMeHbIIUX KBaaparos (SE)
Cooeporcanue xnopuoa Hampus 6 NOMOGOIL IHCUOKOCMU
HauanbHblil ypOBEHBb COAEpKAHUS
XJopuAa HaTpus B IOTOBOU

103,9 (9,7) 92,7 (11,1) 100,8 (15,4)
xuakocty, CpenHee 3HadeHMe
(SD)
Cpennee W3MEHEHHE,
orpezeNeHHoe meronoM [-39,1(2,9) -39,6 (2,8) -33,6 (2,8)
HaUMeHbIIHUX KBaAParoB (SE)
CFQR*
Hauvanenenii  yposens  CFQR;

61,1 (17,5) 71,2 (17,3) 63,8 (18,2)
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Cpennee U3MEHEHHE,
OTpefeNeHHOe meronoM (25,7 (3,7) 20,7 (4,0) 20,2 (4,3)

HauMeHbIINUX KBaapaTos (SE)

* MMRM 6e3 koppekTrpoBkH HavaabHOro ypoBHs CFQR

IIpumep 10: Uccaenosanue 3 no 6e3onacHocTH U 3PPeKTHBHOCTH coequHeHus |

[00245] Hccnenosanme 3A-1 Oyner paHAOMH3HPOBAHHBIM, JBOWHBIM CIIEIBIM,
KOHTPOJIMPYEMBbIM HCClIeoBaHUEM (a3bl 3 Al OLEHKH KOMOMHALMHU (PUKCUPOBAHHBIX 03
Coenunenus 1 (200 mr) ¢ Coequnenuem II (100 mr) u Coenunenuem III (150 mr) yrpom, nocie
yero cnenyet Coenunenue 111 (150 mr) Beuepom miu mianedo B couetannu ¢ Coequnenuem II u
Coenunenuem III B TeueHue 4 Hemenb jeueHus y MalLUEHTOB B Bo3pacTe 12 JeT u crapile,
KOoTOpble roMo3urotTHel o mytauuud F508del (F/F). ITpuOnusurenbHO MOJOBHHA MALUEHTOB
nonyuut Coenunenue I, Coenunenue II u Coenunenue Ill, u npuMepHO MoJIOBHHA MAaLIUEHTOB
nonyuut tanedo, Coenunenne II u Coenmnaenue III. Bce mnammenTter OynyT monyvartb
Coenunenue Il B coueranuu c Coenunenuem III B TeueHue 4 Hexenb [0 Havana nepuopa
TPOMHOTO KOMOMHHPOBAHHOTO JiedeHust. [[epBUYHON KOHEYHOUW TOYKOU MCCIIENOBAHUS SIBIISIETCS
cpennee abcomoTHOe n3MeHeHne ¢pyHkuuu Jerkux (ppFEV)) ot ucxomHoro yposHs (konen 4-
HenenpHOoro BBeneHuss Coenmuenust II/Coenmnenust III) Ha uerBepToil Henene JedeHHs
CoenunenueM I B coueranuu ¢ Coenunenuem II u Coenunenuem Il no cpaBHEHUIO ¢ TEMH, KTO
nonyumn manedo, Coenunenue Il u Coenunenue I11.

[00246] Uccnenosanue 3B-1 Oyner paHAOMU3HPOBAHHBIM, TBOMHBIM CIIETbIM, IUianedo-
KOHTPOJIMPYEMBIM HcCIenoBaHueM (as3bl 3 i OLEHKH KOMOMHAIMM (UKCUPOBAHHOM JO3bI
Coenunenus 1 (200 mr), Coeaunenust II (100 mr) u Coenunenus III (150 mr) yrpom 3arem -
Coemunenue III (150 mr) Beuepom mim TpoiiHOe muanebo B TedeHue 24 Henmenb JICYeHUs y
NAaLlMEeHTOB B Bo3pacTe 12 jieT u craplie, KOTOpPbIE SIBJSIOTCS I'€TEPO3UTOTHBIMHU MO MYTAaLUH
F508del u myrauuu MF (cyOwexter F/MF). [lepBu4HOi KOHEYHO!H TOYKON HCCIIeNOBaHMs OyaeT
cpennee abcomoTHoe u3MeHenne (yHkuun serkux (ppFEV1) or ucxomHOro ypoBHs Ha
YeTBEPTOH Heele TPOHHOrO KOMOMHHPOBAHHOTO JICYEHHS IO CPABHEHHIO € TUIanedo.

[00247] B wuccnenoBannu 3A-2 cnenyroomue cyobektel TK u JAK nmns oneHku
koMOuHatmu QukcupoanHblx 103 Coenmuenus [ (200 mr) ¢ Coenunenmem II (100 mr) u
Coenunennem III-d (150 wmr) (oguH pa3 B pAeHb) OyayT HM3ydaTbCsl Yy CYOBEKTOB C
mykoBucuno3oM (CF), kotopsle sBisiFOTCSI roMO3UroTHbIMU 1o MyTanuu F508del (F/F). O6mas
IPOAOJUKUTEIBHOCTD MCCIIEOBAHUSI COCTABJsieT MpUOMU3UTeNbHO 16 Hemenb (4 Hemenw st
ckpuHHHTa, 3aTeM 4 Hemenu s nepuona 3amycka Coenunenusi II/Coenunenus 111, 3atem 4
HeZlenu AJi Mepuoja JIeYeHUsl, 3a KOTOPbIM CIEAYIT 4 Helenu AJjis Nepuoja Mocienyrollei
ouenkn Oe3zomacHoctu). B BBOmHbI mepuon Coenwnennst 1I/Coemunenust 111 Bce CyOBEKTHI
Oynyt nonyuate Coenunenue Il 100 mr onun pas B neHb (oxuH pa3 B neHb)/Coenunenue 111 150
mr kaxaele 12 u (kaxngeie 12 1), Ilocne 3aBepmienuss BBogHoro mnepuona CoenuHeHHs
[I/Coenunenus 111 cyOvexTr! OynyT pangomusuposans! B rpynny TK wmm rpynny JIK B Teuenue

ITepuona neuenusi. I'pymnmna BO3AEHCTBUS U JO3bI, KOTOPBIE JOJIKHBI OBITh OLEHEHBI, TOKA3aHbI B
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TabJILEe HUKE.

Beopanblii nepuoa Hepuoa nevyenus

I'pynna Ho3za | do3a Ho3a I'pynna Ho3za | Jlo3a Ho3a Ho3a

po3aeicTe | Coen CoeAuMH | coeau BO3aelCcT Coean | coenuHe | COeAHMH | COEAHUH

us uHeH | eHusi II | HeHus1 | BuSI HeHus1 | Hus 11 eHusl €HHUA
us I I | I11-d 111
Tpo | Hu TpoitHas 100 mr | 100 wmr | 150 wmr | Owmr
HHast | 3KH KombOuHar | omuH | onuH KaXK/1ble
Kom | i 100 wmr us (TK) [ paz B | pa3 B|124
OnHAa ONVH 10w Huskas JeHb J€Hb
0 Mmr KaKIbl
oust | Ber paz B Tporinas | 200 mr | 100 wmr | 150 mr | Omr
(TK) | cox J€Hb el2n KombuHar | omuH | onuH KaK/1ble
asi us (TK) pa3 B | pa3 B|124
Bricokass | neHb IICHb
Coeaunen | O mr 100 wmr | 150 mr | Coenunen | O mr 100 wmr | Owmr 150 wmr
ue ONIUH Kbl | ue OJIUH KaXK7ble
1I/Coenaun pa3 B |el2u |II/Coenun pas B 124
eaune 111 IIeHb enue 111 IICHb
(IK)

[00248] B wuccnemoBanun 3B-2 cnenyromue cyobektel TK u JIK nns onenku
koMOuHatmu ¢ukcupoBanubix 103 Coenmnenus [ (200 mr) ¢ Coenunenuem II (100 mr) u
Coemunenuem III-d (150 wmr) (ogun pas B jaeHb) OynyT uU3y4aTbCst y CYOBEKTOB C
mykoBucunn030M (CF), KoTopbIe SBJISIIOTCSA reTepo3uroTHbIMu o myTtaruu F508del u myranuu
MF  (cyowektst F/MF). OOwmass npoAOKUTENBHOCTh — WCCIIEOBAHHS — COCTABJISIET
npuOIM3UTENbHO 32 Henenu (4 Hemenu AJisl eproaa CKPpUHHUHTA, 3aTeM 24 Heenu s eproaa
JIeUEHUs1, 32 KOTOPBIM CIEIYIOT 4 HEleNu AJisl IEPUOAA MOCIenyolel olleHKH Oe30macHoCTH). B
OTJIMYHUE OT MCCIeNOBaHus 3A, B uccienoBaHuu 3B orcyrcTByer BBOIHBIN nepuoy. CyObeKThI
Oynyt panpomusupoBansl B rpynmny TK wnmm rpynmy TpoiiHoro miuaune6o. Jlo3bl, momexarime

OLICHKE, MPUBCACHDBI B Ta6m/1ue HHIXKE.
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I'pynna BO31€MCTBUS U 103bI

I'pynna Jo3a Coenunenns I HMo3a coequnenus 11 Ho3a  coexuHeHus
BO3/AeHCTBUS II1-d

TK Huskasn 100 mr oguH pa3 B genb | 100 Mr oquH pa3 B neHb | 150 mr xaxkaeie 12 u
TK Beicokas 200 mr oguH pa3 B feHb | 100 mr oquH pa3 B 1eHp | 150 mr kaxzabie 12 9
Tpoiinoe 0 mr 0 mr 0 mr

nianeéo

kaxcabie 12 4: kaxapie 12 4; QD: onun pa3 B nenb; TK: TpoliHas komMOuHaIus

Ipumep 11: UccnenoBanue 4 no 6e3onacHoctu u 3pPpexTusHoctu Coenunenus I

[00249] Insa onenku poarocpouHoi GesomacHocTH U 3¢dexruBHoctu CoenuHenus 1 B
UCCJIEZIOBAaHUM 4 TMAlMEeHThbI, 3aBEPLIMBLINE NEpUON JieueHUs B uccienoBaHuu 3A unu 3B,
nony4yat TK B Tex »xe nmo3ax, Koropble ObUIM OLeHeHbI B mccienoBanud 3A wmm 3B. OOmas
NPOIOJDKUTEIBHOCTh MCCIENOBaHUsI cocTaBisieT nmpuOmmsurensHo 100 Henmenb (Briouas 96-
HeNeJbHbI Tepuon JiedeHus (He BKrouas 4 Hemenw Uil uccnenoBaHus 3A wuimm 3B) ¢
MOCIEAYIOIINM 4-HeIeTbHBIM MEePHOAoM HaOII0IeHNs 338 O€30MaCHOCTHIO).

Jlpyrue BapHMaHTBbI peaju3aniu u3odpeTeHust

[00250] BpimensnoskeHHOE OOCYXKIEHUE PACKPHIBAET M OMUCHIBAET TOJBKO THIIOBBIE
BapUAHTBl peajn3aliy U300peTeHus: AaHHOro u3oOpereHus. CrenuanucT B JaHHOH o0iacTH
TEXHUKHU JIETKO MOWMET U3 TAaKOro OOCYKIEHHs U U3 MPIJIaraeMbIX IpapuuecKknx MaTepuaioB U
(b opmy bl H30OPETEHHSI, YTO B HUX MOTYT OBbITb BHECEHBI Pa3JIMUHbIC U3MEHEHHSI, MOAH(PUKAIIIH
U U3MeHeHus 0e3 OTKJIIOHEHHUS OT CYILIHOCTU U 00beMa NaHHOTO U300PETEeHNs, KaK ONPEesIeHO B

cnenyrolen popmyiie n300peTeHusl.
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®OPMYVYJIA H30BPETEHUA
1. Crnoco® nmedeHHMss MYKOBHUCLHMIO03a, BKJIOYANOIIUI  BBENEHHE  IAIHMEHTY,

HYKAAKOLIEMYCs B 3TOM:
(a) or 10 mr go 900 Mr mo MeHbIIEH Mepe ONHOTO COENMHEHUs, BBIOPAHHOTO W3

Coenunenus I

M/

O A\

N\ //N
F1C X “N
3 o)

by LA
I

U ero (hapMareBTHUECKH MPUEMIIEMBbIX COJIEH eKeIHEBHO, U

(b) mo mMeHbIIEH Mepe onHOTO coenuHeHus1, BeiOpaHHoro u3 (1) Coennnaenus 11

(11) Coenunenus 111 nmm Coenunenns 111-d:

(Coenunenne III)

(Coenunenue 111-d), n

(1i1) Coenunenus 1V:

O OH
Non
o)
F =
F>< 0 l/
0 , U

(apMaLeBTUYECKH IPUEMJIEMBIX COJIEH JTFOOOTO M3 BBILICIEPEUUCICHHBIX.
2. Crnocob mo m. 1, oTiaMyaromuiicss TeM, YTO MO MEHbIIEH Mepe OOHO COeOUHEHHE,
BbIOpaHHOE U3 coenuHeHusi | u ero ¢apmarneBTHUECKH MPUEMIIEMBIX COJIEH, BBOIST B OIHOM

KOMIIO3UIIMK C TI0 MEHbIIeW Mepe OOHUM coeAnHeHneM, BoiOpaHHbIM u3 CoenuneHus: Il
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Coenunenust III, Coenunenus III-d, Coenunenuss IV u ero dapmarneBTHUECKH NPUEMIIEMBIX
COJIEH.

3. Crocob mo n. 1, oTnuuaromuiicss TeM, YTO MO MEHBIIEH Mepe OOHO COeAUHEHHE,
BbIOpanHOe 3 Coenunenus I u ero papmaneBTHUECKU MTPUEMIIEMBIX COJIEH, U IO MEHbILEH Mepe
onHo coenuHenue, BbiOpanHoe u3 Coenmuenus I, Coemunenust III, Coemunenus III-d,
Coenunenuss IV u ero (¢apmaueBTHUECKH TNPUEMIIEMBIX COJIel, BBOOSAT B OTHENbHBIX
KOMIO3ULUSIX.

4. Cnoco6 mo m. 1, oTauuaromumiicss TeMm, 4YTO (hapMalEeBTUYECKYI0 KOMITO3HIIHUIO,

>
COZEpIKALIYI0 10 MEHbIIEH Mepe OAHO coeauHeHue, BblOpaHHoe u3 CoenuHenus [ u ero
(apMaleBTHYECKN MPUEMIIEMBIX COJIEH, BBOISIT B KOMOWHAIIMU CO BTOPOH (papmanieBTH4eCKOit
KOMITO3HIIUEH, COoepsKallell Mo MeHbIeH Mepe OJHO coenuHeHue, BriOpaHHoe u3 CoenuHeHusI
II, Coenunenus I1I, Coenunenus 111-d, Coennrenus IV u ero ¢gapmaneBTniecku MpueMIeMbIX
coJien.

5. Cnocob mo n. 1, BKIOHArOIMK BBEACHUE YKA3aHHOMY MAaIMEHTy: (a) MO MeHbIIEH
Mepe OTHOTo coenuHeHwust, BeiOpanHoro u3 Coenunenus I 1 ero papmManeBTHYECKH PUEMIIEMBIX
coneit, (b) mo MeHbImed Mepe ONHOrO coemuHeHus, BbiOpaHHoro u3 Coenmuenus Il u ero
dapmanieBTHYECKH TPUEMIIEMBIX coiel, (C) W 1O MeHbIIeH Mepe OJHOrO COEOUHEHUS,
BblOpanHoro u3 (i) Coenmuenus III u ero dapmaneBTHUecKH npueMieMbIx cojel, wm (ii)
Coenunenus I11I-d u ero gpapmaneBTUdeCcKy MPUEMIIEMbIX COJIEH.

6. Cnoco0 mo m. 1, BKIFOUAOLIMI BBEACHHE YKAa3aHHOMY IMaLUEHTY. (a) MO0 MeHbIuel
Mepe OTHOro coennHeHust, BeiopanHoro u3 Coenunenus I u ero papmManeBTHYECKH NPUEMIIEMBIX
coneii, (b) mo menblIel mepe ogHoro coenuHenus1, BbiOpanHoro u3 (i) Coenunenus III u ero
dapmaneBTuyecku npuemnembix coied, win (i) Coenunenus IlI-d u ero ¢papmanesTruecku
NPUEMJIEMBIX COJIeH, U (C) IO MEHbILIEH Mepe OJHOTO COequHEeHuUs], BbIOpaHHOrO u3 CoeanHeHus!
IV u ero (hapmaneBTHUECKU PUEMIIEMBIX COJIEHA.

7. Cnocob no m. 1, BKIFOYAIOLIHMI BBEACHHE YKA3aHHOMY MAIUEHTY: (a) MO MEHbIIEH
Mepe OTHOro coenuHeHwst, BbiopanHoro u3 Coenunenus I u ero papmaneBTH4ecku mpueMIeMbIX
COJIel, W TI0 MEHbIIEeH Mepe OmHOro coeauHeHusi, BbiOpanHoro u3 Coenunenust Il u ero
dapmaneBTuyecku mnpuemieMbix cosiedd, (bi) MO MeHbIIEH Mepe OIHOrO COEOUHEHWS,
BbIOpanHOro u3 CoenuueHust I u ero (hapmManeBTUYECKH MPUEMIIEMBIX COJIEH, U MO MEHbIIeH
Mepe omHoro coenuHeHus, BblOpaHHoro u3 Coenunenus III u ero QapmaneBTHUECKH
pUEeMJIEMBIX COJieH, (C) O MeHbIIel Mepe OJHOTO coequHeHwus], BbiOpanHoro 3 CoennHenus |
U ero (papmMameBTUYECKH NPUEMIIEMBIX COJIEH, M IO MEHbLIEH Mepe OIHOrO COETUHEHMS,
BbIOpanHoro u3 Coenunenus IlI-d u ero ¢apmauesTndecku mpuemnemsix cosedi, nmm (d) mo
MEHBIIEH Mepe ONHOro coenauHeHus, BbiOpanHoro u3 Coenunenus | u ero ¢apmaneBTHIECKH
NPUEMJIEMBIX COJIEH, U TIO MEHbIIEH Mepe OJHOro coequHeHus1, BeiopanHoro u3 Coennnenus [V
U ero (papMaleBTHYECKH MPHUEMIIEMbIX COJIEH.

8. Cnocob mo mrobomy w3 mm. 1-7, ornuvaromuiicss Tem, uto ot 80 mr go 400 mr mo
MeHbLIEH Mepe OfHOro coennHeHus, BbiOpanHoro u3 Coenunenus | u ero gapmareBTUIecKH

MPUEMIIEMbBIX COJ'[CFI, BBOJAT CXKCIHEBHO.
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9. Crnocob mo mobomy u3 mm. 1-7, ornuyaromuiicss TeM, 4ro ot 120 mr no 240 mr mno
MeHbIIIeH Mepe OIHOro coenuHeHusi, BbiOpanHoro u3 Coenunenus [ u ero ¢papmMaieBTUYECKH
MPUEMIIEMBIX COJIEH, BBOMSIT €KEIHEBHO.

10. Crioco6 mo mrobomy u3 nm. 1-7, ornuvaromuiicss Tem, 4yto oT 160 Mr mo 320 mr mo
MeHbILIeH Mepe OIHOro coenuHeHusi, BbiOpanHoro u3 Coenunenus [ u ero ¢papmManeBTUYECKH
TIPUEMJIEMBIX COJIEH, BBOASIT €KEIHEBHO.

11. Crnocob mo mrodomy u3 mmn. 1-7, oTnuvaroumiics tem, uto ot 80 mr go 360 mr mo
MEHBIIEH Mepe OIXHOro coenuHeHusi, BeiOpanHoro w3 Coenunenust I u ero (apmareBTHUECKH
NIPUEMIIEMBIX COJIEH, BBOMSIT €KETHEBHO.

12. Crocob mo mobomy u3 mi. 1-7, oTnuyarommiics teMm, 4To S0 Mr Mo MeHbIuel mMepe
OHOrO coenuHeHwust, BbiOpaHHOro u3 CoenuHenust I U ero (hapmaneBTUYECKH MPHUEMIIEMbBIX
COJIEH, BBOIST €KEOHEBHO.

13. Crnocob no mobomy u3 . 1-7, omuyaromiuiics Tem, uro 100 Mr mo MeHbIIel mepe
OHOTO coenuHeHwust, BbiOpaHHOro u3 CoenuHenust | U ero (hapmaneBTUYECKU TMPHUEMIIEMbBIX
COJIEH, BBOIST €:KEOHEBHO.

14. Cnoco6 no mobomy u3 mm. 1-7, ommuyaromquiics Tem, uto 200 Mr 1Mo MeHbIIeH Mepe
OHOTO coenuHeHus:, BbiOpaHHOro u3 CoenubeHust | U ero QapmaneBTUYECKH MPUEMIIEMbBIX
COJIeH, BBOIST €KEOHEBHO.

15. Cnocob mo mrobomy u3 . 1-7, ornmuvaromumiicss Tem, uyto 50 mr, 80 mr, 100 mr, 120
mr, 150 mr, 200 mr, 250 mr, 300 mr, 350 mr, 400 mr, 450 mr, 500 mr, 550 mr wiu 600 mMr no
MeHbIIEeH Mepe OIHOro coemuHeHusi, BbiOpanHoro u3 Coenunenus [ U ero ¢papmMaeBTUYECKH
MIPUEMIIEMBIX COJIEH, BBOMSIT €KEIHEBHO.

16. Cnioco6 mo mrobomy u3 . 1-15, oTnuYaromuiicss TeM, 4TO MO MEHbIIEH Mepe OIHO
coenuHenue, BoiOpaHHOoe u3 CoemuHeHuss | u ero (¢apManeBTHYECKH NPUEMIIEMbIX COJIEH,
BBOJISIT B BUJI€ OAHOKPATHOM J03bI OHH Pa3 B JACHb.

17. Criocob mo mobomy u3 mm. 1-15, oTIuYaroIuiicss TeM, 4TO MO MEHbIIEH Mepe OIHO
coenviHeHue, BoIOpaHHOe M3 CoemuHeHuss I u ero (hapManeBTHUECKH MPHEMIIEMbBIX COJIEH,
BBOJIAT B JIBYX J103aX €KETHEBHO.

18. Cniocob mo modomy u3 . 1-5 u 7-17, ornuvaromumiicst TeM, 4to ot 25 mr 10 200 mr
o MeHbIIeH Mepe oOnxHOoro coenuHeHws, BblOpaHnHoro wu3 Coemunennss II u  ero
(bapmMareBTUYECKH MPUEMJIEMbIX COJIEH, BBOIST €3KEIHEBHO.

19. Cniocob mo mobomy u3 . 1-5 u 7-17, otnuvarommmiicst TeM, 9to oT 50 mr 1o 150 mr
no MeHbIIeH Mepe OnxHoro coenuHeHws, BblOpaHHoro wu3 Coemunenuss II u  ero
(bapMareBTUYECKH MPUEMJIEMbIX COJIEH, BBOIST €3KEIHEBHO.

20. Cnocob mo mobomy u3 . 1-5 u 7-17, orauyaronuiics: tem, 4to S0 Mr mo MeHbIIeH
Mepe OmHOro coenuHeHwus, BbiOpanHoro u3 Coemunenuss Il u ero (QapmareBTUYECKH
MIPUEMIIEMBIX COJIEH, BBOMSIT €KEIHEBHO.

21. Cnocob no mrobomy u3 nim. 1-5 u 7-17, ornuvarommiicst TeM, uto 100 Mr mo MeHbIIeH
Mepe onmHOro coenuHenwus, BbiOpanHoro u3 Coemunenus II u ero QapmareBTudecku

MPUEMIIEMbBIX COJ'[CFI, BBOJAT €KCIHCBHO.
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22. Cnocob mo mrobomy u3 . 1-5 u 7-21, oTAUYaIOMUACs TeM, 4TO MO MEHbIIeH Mepe
onHO coenuHeHue, BbiOpanHoe u3 Coenunenns Il u ero papmaneBTHyeckn NpUEMIIEMBIX COJEH,
BBOJST B BUJI€ OJJHOKPATHOM 03Bl OIMH Pa3 B 1€Hb.

23. Cnocob mo mrobomy u3 mm. 1-5 u 7-21, oTaudaromuiicss TeM, 4To Mo MEHbIIeH Mepe
onHO coenuHeHue, BbiOpanHoe u3 Coenuuenus I u ero ¢papmaneBTHUECKH TPUEMIIEMBIX COJIEH,
BBOJST B JIBYX J03aX €KEJHEBHO.

24. Cnoco6 o nmobomy u3 mm. 1-23, otnuvaromuiics tem, uto (i) ot 50 mr go 600 mr mo
MeHbLIeH Mepe oqHOro coeauHeHus, BbiOpanHoro n3 Coenunenus Il u ero gapmanesrudecku
NPUEMJIEMBIX COJIEH, BBOIST €KeAHEBHO; WiH (i1) oT S0 mr 10 400 Mr no MeHbIIEeH Mepe OTHOTO
coennHeHUs1, BbIOpaHHOrO U3 coexnuneHus III-d u ero ¢apmaneBTudeckn nMpueMIIeMbIX COJEH,
BBOJSIT €KEAHEBHO.

25. Cnocob o mobomy u3 mm. 1-23, otnuvaromuiicst tem, uto (i) ot 50 mr go 450 mr mo
MEeHbLIeH Mepe ogHOro coeauHeHus, BbiOpanHoro u3 Coenunenus 11 u ero gapmanesruyecku
NPUEMJIEMBIX COJIEH, BBOIAT €KeAHEBHO; WiH (i1) oT S0 mMr g0 300 Mr no MeHbIIeH Mepe OTHOTO
coennHeHus1, BeIOpaHHOro u3 coexaunenus IlI-d u ero ¢apmaneBTudeckn nmpueMiIeMbIX CONEH,
BBOJSIT €5KE€AHEBHO.

26. Cnoco0 no modomy u3 mm. 1-23, omnuyaromuiicss Tem, uto: (i) ot 75 mr no 300 mr mo
MEHBIIEH Mepe OHOrO COeNMHEHUs], BeIOpaHHOro n3 coexunenus Il u ero dapmaneBTHuecKkn
NPUEMJIEMBIX COJIEH, BBOIAT €KeAHEBHO;, WiH (i1) oT 75 mr 10 300 Mr no MeHbIIeH Mepe OHOTO
coennHeHus1, BbIOpaHHOro u3 coexauneHus IlI-d u ero ¢apmaneBTudeckn npuemMseMbIX CONEH,
BBOJST €KEAHEBHO.

27. Cnocob no nmodomy u3 nm. 1-23, ornuyaromuiicss Tem, uro: (1) ot 150 mr go 300 mr
o MeHbIIeH Mepe onxHoro coeauHeHusi, BbiOpanHoro wu3 Coemunenuss III u  ero
(apMaLeBTUYECKH MPUEMIIEMBIX COJIEH, BBOIAT exkenHeBHO; wiu (ii) or 100 mr go 200 mr mo
MEHbIIEH Mepe OTHOrO COoefnHeHus], BeiOpanHoro u3 coenuHenus I1I-d u ero dpapmaueBrnyecku
MIPUEMJIEMBIX COJIEH, BBOAST €KETHEBHO.

28. Cnocob no mobomy u3 mm. 1-23, ornmuvarommiics tem, uto: (i) 300 Mr mo MeHblLIen
Mepe omHoro coenuHeHus, BbliOpanHoro u3 Coenunenus III u ero QapmaneBTHYECKH
NPUEMJIEMBIX COJIEH, BBOIAT ekemaHeBHO, wiu (i1) 150 Mr mo MeHblnedl Mepe OXHOTO
coennHEHUs1, BeIOpaHHOro u3 coexauneHus III-d u ero ¢apmaneBTudeckn nMpueMIIEMbIX COJEH,
BBOJSIT €KEAHEBHO.

29. Cnocob no mobomy u3 mm. 1-23, omnmmvatomuiics tem, uto: (i) 150 Mr mo meHbluei
Mepe omHoro coenuHeHus, BblOpanHoro u3 Coenunenus III u ero QapmaneBTHUeCKH
MIPUEMJIEMBIX COJIEH, BBOAST €KEAHEBHO.

30. Crocob mo mrobomy m3 mm. 1-29, ornuuaromuiicss Tem, 4to: (1) 103y MO MEHbIIeH
Mepe omHoro coenuHeHus, BblOpanHoro u3 Coenunenuns III m ero QapmaneBTHUECKH
MPUEMJIEMBIX COJIEH, BBOAST B JIBYX J103aX €XKEIHEBHO, WM (11) 103y MO MEHbIIEH Mepe OJHOTO
coennneHus, BeiOpanHoro u3 Coenunenus IlI-d u ero ¢apmarneBTHUECKH TPUEMIIEMBIX COJEH,
BBOJST B BUJI€ OJJTHOKPATHOH J103bI €KEAHEBHO.

31. Cnoco6 mno . 30, orauuaromuiicss Tem, 4to: (1) 150 Mr Ha 103y MO MeHbLIeH Mepe
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oxgHOro coenuHeHusi, BbiOpanHoro u3 Coenunenus Il u ero (apmaueBTHUECKH TPUEMIIEMBIX
COJIel, BBOIAT 1Ba pas3a B AeHb, wid (i1) 150 Mr mo MeHblnell Mepe OJHOTO COEAMHEHUS,
BbiOpanHoro u3 Coenunenus II-d u ero gapmaneBTHyecKy NPUEMIIEMBIX COJIEH, BBOAST OIWUH
pas B I€Hb.

32. Cnocob o mrobomy u3 mm. 1-4, 6 u 7, ornuyarommiicss TeM, 9to ot 100 mr no 1000
MI' IO MeHbLIeH Mepe OIHOro coenuHeHusi, BblOpaHHoro u3 Coemmnenuss IV u ero
(apmaLieBTHYECKH PUEMJIIEMBIX COJIEH, BBOAAT €KEIHEBHO.

33. Cnocob no nrobomy u3 . 1-4, 6 u 7, oTnuuarouuiicss Tem, 4o 800 Mr Mo MeHbIIIeH
Mepe OAHOro coenuHeHws, BbiOpaHHOro u3 Coemunenust IV u ero QapmaneBTUYECKH
NPUEMJIEMBIX COJIEH, BBOMSIT €XKEIHEBHO.

34. Cnocob no mobomy u3 nm. 1-4, 6, 7, 32 u 33, OTIUYAOIIMINACS TeM, YTO 03y IO
MEHbLIEH Mepe OOHOro coennHeHus:, BbiOpanHoro u3 Coenunenus IV u ero ¢apmaneBTHUECKH
NPUEMJIEMBIX COJIEH, BBOISAT B BHIE ONHOKPATHOH O3Bl €KEIHEBHO WJIM B BHIE IBYX 03
€XEeTHEBHO.

35. Cnocob mo mrobomy u3 mm. 1-7, otnuuaromuiicst Tem, uto ot 40 mr no 600 mr mo
MEHbIIEH Mepe OIHOro coenuHeHus, BbiOpanHoro u3 Coenunaenus | u ero ¢apmaneBTHUECKH
NPUEMJIEMBIX COJIEH, BBOAST €XKEIHEBHO.

36. Criocob o 1. 35, ornruaromuiicst Tem, 4to: (1) ot S0 mr 1o 200 Mr o MeHbLIeH Mepe
ogHOro coenuHeHusi, BbiOpanHoro n3 Coenuuenus Il u ero dapmaneBTHUECKH NMPUEMIIEMBIX
coJiel, BBOIST €KEAHEBHO, W/WUIH OT 75 Mr 10 450 Mr mo MeHblIel Mepe OTHOTO COCOUHEHMS,
BbiOpanHoro u3 Coenunenust III u ero ¢apmaueBTHYECKH NpPUEMIIEMBIX COJIEH, BBOIST
exxenHeBHO; wiH (11) ot 50 mr 1o 200 Mr mo MeHbIIel Mepe OIHOTO COSANHEHHs], BHIOPAHHOTO U3
Coenunenus Il u ero papmaneBTuyecku npruemMIeMbIX COJIeH, BBOASIT €XeIHEBHO, W/ uimu oT 50
mr 10 300 Mr mo MeHbLIeH Mepe OAHOro coenuHenus, BeiOpanHoro u3 Coenunenus II1-d u ero
(apmaLieBTHIECKH IPUEMIIEMBIX COJIEH, BBOAAT €KETHEBHO.

37. Cnocob mo . 35, ornuuarormuiicss Tem, 4to: (i) ot 250 mr no 500 mMr mo MeHbIuei
Mepe omHoro coenuHeHus, BbiOpanHoro u3 Coenunenus III u ero QapmaneBTHYECKH
npuemsieMbix coneit, w/mmu or 400 mr go 800 Mr mo MeHbIIEH Mepe OAHOTO COCIHMHEHUS,
BbiOpanHoro w3 Coenunenus IV u ero QapmauneBTudecku NPHEMIIEMbIX COJIeH, BBOIST
exxeqHeBHO; (i) ot 150 mr mo 250 Mr mo MeHbIneil Mepe OIHOTO COCIUHEHUs, BBIOPAHHOTO H3
Coenunenus I1I-d u ero papmanesTudecku mpuemiieMbix conel, u/uau ot 400 mr go 800 mr o
MEHbIIEH Mepe OJHOro coenuHeHus, BbiOpanHoro u3 Coenunenus IV u ero gapmaneBTudecKu
NPUEMIIEMBIX COJIEH, BBOMST €XKEIHEBHO.

38. Cnocob mo mobomy u3 mm. 1-37, BKIFOYANOIUI BBENEHHE YKA3aHHOMY IALUEHTY
Coenunenus L.

39. Cnocob mo mobomy u3 mm. 1-37, BKIFOYANOIIUI BBENEHHE YKA3aHHOMY ITALIUEHTY
dapmanesTuuecku npuemiiemoii conu Coenunenns 1.

40. Cnoco6 mo mobomy u3 mm. 1-39, Bximovaromuil BBeIEHHE YKa3aHHOMY MAaLUEHTY
Coenunenus I

41. Cnoco6 mo mobomy u3 nm. 1-39, Bximouaromuil BBeIEeHHE YKa3aHHOMY IaLUEHTY
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dapmanesTuyeckn npuemiemoit conu Coenunaenus 11

42. Cnocob mo mobomy u3 mm. 1-41, Bximovaromuil BBeNEHHE YKa3aHHOMY IMaLUEHTY
Coenunenus Il unu Coeaunenus I1-d.

43. Cnoco6 mo mobomy u3 nm. 1-41, Bximovaromuil BBeIEHHE YKa3aHHOMY IMaLUEHTY
dapmaneBTuyeckn npuemnemoit conu Coenunenus Il mnu dapmaneBrudecku NnpueMIeMoit
conu Coenunenus I11-d.

44. Crocob mo mobomy u3 mm. 1-43, BKIFOYAMOINMN BBENEHHE YKA3aHHOMY IMAlUEHTY
Coenunenus IV.

45. Cnocob mo ymobomy u3 mm. 1-43, BKIIIOYANOIUI BBENEHHE YKA3aHHOMY MaLUEHTY
dapmanesTuyecku npuemiiemoii conu Coenunenus 1V,

46. Cniocob no mobomy u3 mm. 1-5, 7-36 u 38-43, BKIFOUAOLIHIA BBEIEHUE YKA3aHHOMY
nanuenTty: papmanesrudecku npuemiiemoit comu Coenunenus I, Coenunenus 11 u Coequnenust
I11-d.

47. Cniocob no mmobomy u3 mm. 1-5, 7-36 u 38-43, BKIIOUAOLIHIA BBEIEHUE YKa3aHHOMY
nanuenty: (i) Coenunenusi I, Coemunenus Il u Coemunenwmst III, wmm (i1) Coemunenus I
Coenunenus II u Coenunenus I111-d.

48. Criocod mo modomMy u3 mn. 1-47, BKIFOYAKOIINI BBEIEHHE YKA3aHHOMY MMalueHTy: (1)
Coenunenus I u Coenunenus I1I; nmm (i1) Coenunenns [ u Coenunenns 111-d.

49. Crioco0 o modomMy u3 mir. 1-47, BKIFOYAIOLINI BBEIEHHE YKA3aHHOMY MMalueHTy: (1)
dapmanestuuecku mnpuemsiemoinr comu  Coemmuenus | wu  Coemmnenmss I, wim (i)
¢dapmanestuuecku npuemiiemoni conu Coenunenusi I u Coennnenns 111-d.

50. Croco6 no mobomy u3 mm. 1-7, OTIMYAIOIIMICS TeM, YTO YKa3aHHOMY MAaLUEHTY
BBOZAT: (a) or 100 mMr mo 200 Mr mo MeHblIeil Mepe OIHOrO COEAMHEHUs, BBIOPAHHOTO W3
Coenunenus | u ero gapmarieBTH4eCKu MPUEMJIEMBIX COJIeH, exxeHeBHO; U oT 150 Mr 1o 300 Mr
Coenunenusi Il exxemneBno, winu (b) or 100 mr mo 200 Mr mo MeHbLIEH Mepe OIHOTO
coennHeHusi, BbiOpanHOro n3 CoenuwuHenus I U ero (hapmMaLeBTHYECKH MPUEMIIEMBIX COJIEH,
exxenaeBHO; ¥ oT 100 mr mo 200 mr Coenunenust 111-d BBOIAT €:xeqHEBHO.

51. Crnoco6 mo mobomy u3 mm. 1-7, OTIMYAIOIIUICS TeM, YTO YKAa3aHHOMY MAaLUEHTY
BBOIAT: (a) 200 Mr ommH pa3 B aeHb win 100 Mr Ha 103y 1Ba pasa B JeHb 10 MEHbLIEH Mepe
omHOro coenuHeHws, BeiOpaHHOro m3 Coenmuenwst | u ero QapmaneBTUYECKH NPUEMIIEMBIX
coneii, (b) 100 mMr onuH pa3 B aeHb mwiu S0 Mr Ha O3y ZIBa pa3a B JACHb IO MEHBIIEH Mepe
ofmHOro coenuHeHusi, BbiOpanHoro n3 Coemuuenus Il u ero dapmaneBTHUECKH MPUEMIIEMBIX
coneit, u (¢)(1) 300 mr oguH pa3 B neHb win 150 Mr Ha 103y N1Ba pasa B AeHb MO MEHbINEH Mepe
onHOro coenuHeHusi, BblOpanHoro u3 Coemunenus Il u ero ¢apmaneBTHUECKH MPUEMIIEMBIX
coneii, wiu (i1) 150 Mr exxenHeBHO MO MEHbIIEH Mepe OZHOrO COEAMHEHUs], BHIOPAHHOTO M3
Coenunenns I1I-d u ero gpapmaneBTHIeCKn MPUEMIIEMBIX COJIEH.

52. Croco6 mo mobomy u3 mm. 1-7, OTIMYAIOIIMICS TeM, YTO YKa3aHHOMY MAaLUEHTY
BBOAAT: 200 Mr MO MEHbIIEeH Mepe OAHOro coenuHeHus, BeiOpanHoro u3 CoenuHenus | u ero
dapmanieBTUYECKH NpHEMIIEMbIX cojieil exxenHeBHO, (b) 100 Mr mo MeHblnel Mepe OIHOTO

coennneHusi, BbiOpaHHOro u3 Coenunenus II m ero (apmaneBTHUECKH NPUEMIIEMBIX COJEH
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exenHeBHO, W 150 Mr Ha 103y MO MeHbIIEH Mepe OJHOrO COENUHEHMs, BBIOPAHHOTO M3
Coenunenus 111 u ero papmaneBTHUIECKH MPUEMIIEMBIX COJIEH J1Ba pa3a B I€Hb.

53. Cnoco6 mo mobomy u3 nm. 1-50, oTnUyarOmuUiACs TeM, YTO YKa3aHHOMY IMALUeHTY
BBOAAT: 200 Mr 1Mo MeHbIlIel Mepe OAHOro coenuHeHus, BeiOpanHoro u3 CoenuHenus I u ero
dapmaneBTUYECKH NpHEeMJIeMbIX cojiedl exenHeBHo, (b) 100 Mr mo MeHblnel Mepe OIHOIO
coenuHenus, BbiOpaHHOro u3 Coemmuenusi Il u ero QapmaneBTHUECKH NMPUEMIIEMbIX COJIEH
exeIHeBHO, U 150 Mr 1o MeHblIel Mepe 0OJHOro coeanHenus, Beiopannoro n3 Coenunenus I11-d
U ero (papMaleBTHYECKH MPUEMJIEMbIX COJIeH €KEeTHEBHO.

54. Cnocob mo nmobomy u3 mm. 1-50, oTiHYaOIUICS TeM, YTO YKa3aHHOMY MAalUeHTY
BBOAAT. 100 Mr Ha A03y MO MEHbIIEH Mepe OJHOrO coenuHeHus, BbiOpanHoro u3 CoenuHenwst |
U ero (papManieBTUYECKH MPUEMIIEMBIX COJIel Ba pas3a B AeHb, (b) 50 Mr Ha 103y MO MEHbLICH
Mepe onHoro coenuHenus, BbiOpanHoro u3 Coemunenmns II u ero QapmaneBTuyecku
MIPUEMIIEMBIX COJIEH ABa pa3a B AeHb, U 150 Mr Ha 703y IO MEHbLIEH Mepe OAHOIO COENNHEHMUS,
BbIOpanHoro u3 Coenunenus 111 u ero papmManeBTHYECKH IPUEMIIEMBIX COJIEH J1Ba pa3a B ICHb.

55. Cnocob mo mobomy u3 nm. 1-50, oTnHyarOmuiicss TeM, YTO YKa3aHHOMY IMALUEHTY
BBOAST. 100 Mr Mo MeHbIIel Mepe ONHOro coenuHeHus, BeiOpanHoro 3 CoenuHenus | u ero
dapmaneBTHYECKN TPUEMIIEMBIX cojiell exenHeBHO, (b) 50 Mr mo MeHbIIeH Mepe OIHOTO
coennneHusi, BoiOpanHHOro n3 Coenuuenus Il m ero (apmaneBTHUECKHM TPUEMIIEMBIX COJEH
€KEIHEBHO, M 75 Mr Ha 703y 1O MEHbLIEH Mepe ONHOrO COENMHEHHs, BBIOPAHHOTO U3
Coenunenus 111 u ero papmaneBTHYECKH MPUEMIIEMBIX COJIEH J1Ba pa3a B I€Hb.

56. Crnocob mo mrobomy u3 mm. 1-55, DOMOJHHUTENHHO BKJIIOYANOIIHUNA BBEACHUE II0
MEHBLIEH Mepe OJHOrO AOMOJIHUTENBHOTO aKTHBHOTO (PapMaLeBTHUECKOTO HHIPEIUEHTA.

57. Cnocob no mobomy u3 mm. 1-56, OTIUYAOLIHIACS TeM, YTO MO MEHBLIEH Mepe OIHO
u3 Coenunenus I, Coequnenus II u Coequnenus I medeHO M30TOMOM.

58. Cnoco® mo m. 1-57, oTAMYarommics TeM, 4TO MO MEHbLICH Mepe OOMH M3 aTOMOB
Bogopona mo Menbied mepe omHoro Coemunenus [, Coemmnenusi II, Coemunenust 111 u
Coenunenus I1I-d 3ameneH Ha neirepuii.

59. Cnoco6 mo mobomy u3 mm. 1-58, ornmuaromuiicss tem, uro: (a) Coenunenue I,
Coenunenue Il u Coenunenue III BBOmAT ykasanHHoMy mauueHty, u npudeMm CoenuHeHue |
Coenunenue II u Coenunenue III conepxarcs B OMHOH (papMaLieBTHUECKON KOMITO3MLNH, HITH
(b) Coenunenmue I, Coennnenne Il u Coennnrenne I1I-d BBOOAT yka3aHHOMY MAIEHTY, U IPHYEM
Coenunenne I, Coenunenne Il u Coenunenne III-d conmeprxarcs B onHON (apmarneBTUIeCKON
KOMITO3HULIVH.

60. Croco0 mo 1. 59, oTnuyaromuiicst TeM, 4To ennHas (papManeBTHIECKass KOMIIO3HLIUS
BBOJIUTCSI TALIMEHTY 1BA Pa3a B ACHD.

61. Cnocod mo mobomy u3 nm. 1-58, ornuuaromuiics tem, uto CoenwHenue I,
Coenunenue Il u Coenunenue III BBOmAT ykasanHoMy mauueHty, u npudeM (a) Coenunenne I
BKJIIOUEHO B TIepBYIO (papmaneBTrdeckyro kommnosuimo, Coennnenue Il cogepxutcst BO BTOpoi
dapmaneBTuyeckoi komnozuuuu u Coenunenne Il copepsxutcst B TpeTbell hapmMaLieBTHUECKON

komnozunuy, win (b) Coenunenne | BKIFOYEHO B MepBYO (apMaleBTHUECKYI0 KOMITO3HIIHIO,
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Coenunenue Il conepsxurcss Bo BTopolt (apmanesrudeckoi kommosuiuu u Coenunenue I11-d
COIEPIKUTCS B TPEThel (papMarieBTHIECKONH KOMITO3ULIMH.

62. Cnocod6 mo mobomy u3 nm. 1-58, ornuuaromuiics tem, uto CoenmHenue I
Coenunenue Il u Coenunenue III BBOmAT ykaszanHomy mauuenty, u npudeM (a) Coenunenue |
BKJIIOUEHO B MepByl0 ¢apmanesrrueckyro kommnosunuio u Coenunenue II u Coenunenue III
comepxarcsi BO BTopoi (hapmauesTuueckoit kommnosuiuu;, win (b) CoennHenue I BKIIOUEHO B
nepsyro (papmauerudeckyro komnosuiuio U Coenunenue II, u Coenunenue I1I-d conepxarcs
BO BTOPO# (hapMaLeBTHYECKOW KOMITO3ULIUH.

63. Cnmoco6 mo mn. 62

dapmanieBTHYECKasT KOMIIO3ULUSI COAEPKHUT TOJIOBUHY CYTOYHOHM J103bl coenuHenus I u

2

oTnuYaromuics TeMm, 49ro. (1) YyKa3aHHas BTOpas

JIPYTYIO MOJIOBUHY CYTOYHOHN A03bl coenuHeHus Il BBOOAT yka3aHHOMY MALMEHTY B TPETheH
dapmaneBTHYeCKONH KOMNO3MIMK, WK (11) yKa3aHHas BTopas (apMaleBTHUECKasi KOMITO3ULHS
COIEPKHUT TOJOBUHY CYTOYHOH n03bl coexnuueHus 1I-d u npyryrio monoBUHY CYTOYHOH IO3BI
Coenunenus I11-d BBOOAT yKa3aHHOMY MAIIEHTY B TPEThel (hapMaleBTHUECKOH KOMITO3ULIUH.

64. Cnocod mo mrobomy u3 mm. 1-58, ornuuaromuiics tem, uto CoenwnHenue I,
Coenunenne Il u Coenunenne IlI BBomAT ykazaHHOMY naiuenty, u npudeMm (a) Coenunaenue 1 u
Coenunenne III comepskatcs B mepBoii (apmanerudeckoit kommosuiuu, u CoenuHenue 11
COIEep>KUTCST BO BTOpoi papmanesrudeckort kommnoszuuuu, uwiu (b) Coenunenue I u CoenuHenue
ITI-d conepskarcst B mepBoii papmaneTudeckoit kommosuuu u Coenunenre Il comepskurcs BO
BTOPOI (papMarieBTHIeCKONH KOMIO3ULIHH.

65. Cnoco® nedeHuss MyKOBHCLHZIO3a, BKJIOYAIOLUINN  BBEJEHHE MAIMEHTY,
HYKJAIOIIEMYCSl B 5TOM:

200 Mr nmo MeHblIeH Mepe OAHOro coenuHeHus, BbiOpaHHoro u3z Coemunenus I u ero

(apMaeBTUYECKH MPUEMJIEMbIX COJIeH OJIUH pa3 B I€Hb:

B
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2

100 Mr mo MeHbLIeH Mepe OJHOro coenuHeHws, BbiOpanHoro u3 Coenunenus Il u ero

(hapMaleBTHYECKU IPUEMJIEMBIX COJIEH ONUMH pa3 B ACHb:

150 Mr Ha 103y 1O MeHbIIEH Mepe OHOro coenuHeHus], BbiOpanHoro u3 Coenunenus 111

U ero (papMaLeBTUYECKH MPHUEMIIEMbIX COJIeH JBa pa3a B ACHb:
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66. Cnoco® JnedeHusT MyKOBHCLMZIO3d, BKJIIOYAIOUIMN  BBEJCHHE MALMEHTY,

(Coenunenue III).

HY>KJAIOIIEMYCsl B 3TOM:
100 mr Ha 103y MO MeHbIIEH Mepe OHOIO coequHeHus1, BeiOpanHoro u3 CoenuHenus [ u

ero papMaLeBTUYECKH PUEMJIEMBIX COJIEH JBa pas3a B ICHb!

N/
O \
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FaC \ N/ \\O
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50 mr Ha 103y MO MEHbIIEH Mepe ONHOTrO coenuHeHus, BbiopanHoro 3 Coenunenus 11 u

ero papMaleBTUYECKU PUEMJIEMBIX COJIeH ABa pasa B JEHb:

150 Mr Ha 103y IO MeHbLIeH Mepe OXHOro coeanHeHwus1, BeiOpanHoro u3 Coennnenus 111

U ero (papMareBTHYeCKH PUEMIIEMBIX COJIEH J1Ba pas3a B IEHb:

67. Cnoco0d nedeHuss MyKOBHCLUMZIO3d, BKJIIOYAKOLINN  BBEJCHHE MAIHEHTY,
HY>KJAIOIIEMYCsl B 3TOM:
200 Mr mo MeHblIeH Mepe OFHOro coenuHeHwus1, BeiOpanHOro n3 CoenuHenus 1 u ero

(hapMaleBTHYECKU IPUEMJIEMBIX COJICH ONVH pa3 B ICHb!
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(B) 100 Mr mo meHblel Mepe OAHOTO coenuHeHus, BbiOpanHoro uz Coenunenus I u ero

H O
q) -

(hapMaleBTUYECKU TIPUEMIIEMBIX COJIEH ONHMH pa3 B IEHb!

(C) 150 mr no meHbInel Mepe oqHOTO coequHeHus, BbiOpanHoro u3 Coennnaenus 111-d u

ero papMaleBTUYECKU MPUEMJIEMBIX COJIEH OJTUH pa3 B IEHb!

68. Crioco0 mo yobomy u3 mm. 1-67, OTIUYAOIIMICA TeM, YTO YKA3aHHBIN MAIUeHT, C
MyKOBHCLIHJIO30M, BbIOpaH M3 MauueHTOoB ¢ reHorunamu FS508del/munumanbhHas QyHKImS,
naunentos ¢ renorunamu F508del/F508del, manmentos ¢ renorunamu F508del/refitnuposanne n
nanueHToB ¢ reHorunamu FS508del/ocTarounas GpyHkius.

69. Cmocod mo m 68

F508del/munumanbHast GyHKIUS UMEET MyTALMIO MUHUMAJIbHOM (DYHKIIUY, BBIOPAHHYIO U3:
MyTtauus

OTHH‘{aIOLL[HfICﬂ TEM, 4YTO HNalMeHT C¢ TI€HOTHUIIOM

2

Q2X L218X Q525X R792X E1104X
S4X Q220X G542X E822X W1145X
W19X Y275X G550X W882X R1158X
G27X C276X Q552X W846X R1162X
Q39X Q290X R553X Y 849X S1196X
WS57X G330X E585X R851X W1204X
E60X W401X G673X Q890X L1254X
R75X Q414X Q685X S5912X S1255X
L88X S434X R709X Y913X W1282X

E92X S466X K710X Q1042X Q1313X
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MyTtauus

Q98X S489X Q715X W1089X Q1330X

Y122X Q493X L732X Y1092X E1371X

E193X W496X R764X W1098X Q1382X

Ww216X 524X R785X R1102X Ql411X

185+1G—T 711+5G—  1717-8G—A 2622+1G—A  3121-1G—A
A

296+1G—A  712-1G—>T 1717-1G—A 2790-1G—C 3500-2A—G

296+1G—T  1248+1G— 1811+1G—C 3040G—C 3600+2insT
A (G970R)

405+1G—A  1249- 1811+1,6kbA— 3850-1G—A
1G—A G

405+3A—C  1341+1G— 1811+1643G—T 3120G—A 4005+1G—A
A

406-1G—A  1525- 1812-1G—A 3120+1G—A  4374+1G—-T
2A—-G

621+1G—T  1525- 1898+1G—A 3121-2A—-G
1G—A

711+1G—T 1898+1G—C

182delT 1078delT 1677delTA 2711delT 3737delA

306insA 1119delA 1782delA 2732insA 3791delC

306delTAGA 1138insG 1824delA 2869insG 3821delT

365-366insT  1154insTC ~ 1833delT 2896insAG 3876delA

394delTT 1161delC 2043delG 2942insT 3878delG

442delA 1213delT 2143delT 2957delT 3905insT

444delA 1259insA 2183AA—Ga 3007delG 4016insT

457TAT—G 1288insTA  2184delA 3028delA 4021dupT

541delC 1343delG 2184insA 3171delC 4022insT

574delA 1471delA 2307insA 3171insC 4040delA

663delT 1497delGG  2347delG 3271delGG 4279insA

849delG 1548delG 2585delT 3349insT 4326delTC

935delA 1609del CA  2594delGT 3659delC

CFTRdelel CFTRdele16-17b 1461ins4

CFTRdele2 CFTRdelel7a,17b 1924del7

CFTRdele2,3 CFTRdelel7a-18 2055del9—A
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MyTtauus

CFTRdele2-4 CFTRdelel9 2105-2117del13insAGAAA
CFTRdele3-10,14b-16  CFTRdelel19-21 2372del8

CFTRdele4-7 CFTRdele21 2721delll

CFTRdele4-11 CFTRdele22-24 2991del32

CFTR50kbdel CFTRdele22,23 3121-977_3499+248del2515
CFTRdup6b-10 124del23bp 3667ins4

CFTRdelell 602del 14 4010del4

CFTRdelel3,14a 852del22 4209TGTT—AA
CFTRdelel4b-17b 991del5

A46Db V520F Y569Db N1303K

G85SE A559Tb L1065P

R347P R560T R1066C

L467Pb R560S L1077Pb

1507del AS61E MI1101K

Taxoxe uzBectena kak 2183delAA—G.

70. Cnoco®6 mo m. 68
F508del/refiTupoBanue nmeer Mytauuio refiruposanust, Bbiopannyo u3z G178R, S549N, S549R,
G551D, G551S, G1244E, S1251N, S1255P u G1349D.

71. Cnoco® mo 1. 68, OTIMYAIOIIUHACS TeM, 4YTO TMalUeHT ¢ TE€HOTHIIOM

OTHH‘{aIOLL[HfICﬂ TEM, 4YTO MNAaUCHT C TI'CHOTHUIIOM

2

F508del/ocraTtounas (yHKIMsS HMEET MYTALMIO OCTATOYHOH (YHKLMM, BBIOPAHHYIO W3
2789+5G0 A, 3849+10kbCOT, 3272-26A0 I, 711+43A0 I, ES6K, P67L, R74W, DI110E,
DI110H, R117C, L206W, R347H, R352Q, A455E, D579G, E831X, S945L, S977F, F1052V,
R1070W, F1074L, D1152H, D1270N, E193K, K1060T, R117H, S1235R, 11027T, R668C,
G576A, M470V, L997F, R75Q, R1070Q, R31C, D614G, G1069R, R1162L, ES6K, A1067T,
E193K u K1060T.

72. Criocob mo mrodomy u3 . 1-71, oTaudaromuics TeM, 9To abCOTITHOE U3MEHEHHE B
MPOLIEHTaX MPOTHO3UpyeMoro odbema (GpopcupoBaHHOTO BbIIOXA 3a OnHY cekyHny (ppFEV1 -
anrn.. percent predicted forced expiratory volume in one second) mocne 29 nHeil BBeAeHHS
YKa3aHHOTO TO MEHbIIEH Mepe OgHOro coeanHeHus, BbiOpanHOro m3 Coenunenust | u ero
dapMareBTHIECKH IPUEMIIEMBIX COJIEH, O MEHbIIeH Mepe OJHOTO COEAMHEHUS], BBIOPAHHOTO M3
Coenunenust Il u ero ¢apmaneBTHUECKH NMPUEMIIEMBIX COJIEH, M IO MEHbIIEH Mepe OJHOrO
coennneHus1, BbiOpanHoro u3 Coexnunenus I nnm 1II-d, u ero ¢papmarneBTHyecKy MpUEeMIEMbIX
coJieil HaxoauTes B AuanaszoHe ot 3% 1o 40% orHocutenpHo ppFEV1 nanmenrta 1o ykasaHHOTo

BBCIACHU:A.
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73. ®apmanesTuyeckas komnosuuus, coxpepxamas ot 10 mr go 900 Mr no MeHsluen
Mepe OTHOro coennHeHust, BeiOpanHoro u3 CoenuHenus I 1 ero papmManeBTHYECKH PUEMIIEMBIX
coJien.

74. ®apmaueBTHYECKasi KOMIO3ULMS IO M. 73, OTIMYAOLIASACS TEM, YTO KOMIO3ULIUS
copepxxur or 80 mMr no 400 Mr mo MeHbIueil Mepe OIHOrO COEAMHEHMs, BBIOPAHHOTO W3
Coenunenus I u ero apmaneBTHIECKH IPUEMIIEMBIX COJIEH.

75. @apmaneBTUYECKasi KOMIO3ULIUA MO M. 73, OTIMYAIOINAsACS T€M, YTO KOMITO3ULIMS
cogepxut oT 120 mMr no 240 Mr mo MeHbIIEH Mepe OIHOrO COCOUHEHMS, BBIOPAHHOTO W3
Coenunenus [ 1 ero hapmaneBTHYECKH IPUEMIIEMBIX COJIEH.

76. ®apmaueBTHYECKas] KOMIO3ULMS MO M. 73, OTIUYAKOUIAsCA TEM, YTO KOMITO3ULIUS
cogepxut oT 160 Mr go 320 Mr mo MeHbIIeil Mepe OIHOTO COEOUHEHHUs, BBIOPAHHOTO W3
Coenunenus | u ero hapmaneBTHYECKN IPUEMIIEMBIX COJIEH.

77. ®apmaueBTHYECKasi KOMIO3ULMS MO M. 73, OTIUYAKOUIAsCA TEM, YTO KOMITO3ULIUSA
cogepxut or 80 mMr go 360 Mr mo MeHbLIeH Mepe OOHOTO COEOMHEHUS, BBIOPAHHOTO H3
Coenunenus I u ero papmManeBTHUECKH PUEMIIEMBIX COJIEH.

78. dapmaueBTHYECKass KOMMIO3ULMSA MO M. 73, OTIUYAKOUIAsCAd T€M, YTO KOMITO3ULIUSA
comepkut 40 Mr O MEHbIIEH Mepe OTHOro coennHeHus, BeiOpanHoro u3 Coennnaenus [ u ero
(bapmMareBTUIECKH MPHEMIIEMbIX COJIEH.

79. ®apmaneBTHYECKAasi KOMOO3ULMS MO M. 73, OTIUYAKOLIAsACs TEM, YTO KOMIIO3MLIMUS
comep:kutT S0 Mr mo MeHbIIeH Mepe OgHOro coennHeHus, BeiOpanHoro u3 Coenunaenns [ u ero
bapmMareBTUIECKH MPUEMJIIEMbIX COJIEH.

80. dapmaneBTUYECKAsd KOMIIO3ULMA MO M. 73, OTIMYArOINasiCs T€M, YTO KOMITO3ULMS
comepxut 80 Mr 1Mo MeHblIeH Mepe OMHOro coeanHeHus, BbiOpanHoro n3 Coenunenus I u ero
(apmaLieBTHYECKH IPUEMIIEMBIX COJIEH.

81. ®apmaneBTuyeckass KOMOO3ULMA MO M. 73, OTIMYAKOIIAACA T€M, YTO KOMITO3ULIMS
comepkut 100 Mr mo MeHbIIEH Mepe OHOTO coenuHeHus:, BiOpanHoro u3 Coenunenus [ u ero
(bapManeBTUYECKH MPHEMIIEMbIX COJICH.

82. dapmareBTUUECKAs KOMIIO3ULMS MO M. 73, OTJIMYArOIIAsICsA TE€M, UYTO KOMITO3ULUS
comepskut 200 Mr Mo MeHbIIEH Mepe OHOTO coenuHenus, BriOpanHoro u3 Coenunenus [ u ero
bapMareBTUYECKH MPHEMJIIEMbIX COJICH.

83. ®apmareBTUvecKass KOMIIO3UIMS MO JiroOoMy u3 mnm. 73-82, HOMONHHUTEIBHO
comepxamiast or 25 mr o 200 Mr mo MeHblIeH Mepe OOHOrO COCOMHEHHS, BBIOPAHHOTO U3
Coenunenus I u ero papmareBTHIECKH MPUEMIIEMBIX COJIEH.

84. ®@apmareBTHdecKass KOMIIO3UIMS MO JrobomMy u3 mm. 73-82, AOMONHHUTEIBHO
cogepxamast or 50 mr mo 150 Mr mo MeHbIIed Mepe OJHOrO COEOUHEHHs, BBIOPAHHOTO W3
Coenunenus 11 u ero gpapmareBTHIECKH MPUEMIIEMbIX COJIEH.

85. ®@apmarneBTudeckass KOMIIO3UIMSA MO JroObomy u3 mm. 73-82, HOMONHHUTEIBHO
comepskamasi SO Mr Mo MeHblIel Mepe OgHOro coeanHeHwus, BbiOpaHHOro M3 Coenmnenus 11 u
ero (papmMaLeBTHUECKN MPUEMIIEMBIX COJIEH.

86. ®apmareBTHYeCcKass KOMIO3UIMA MO Jrobomy u3 mnm. 73-82, HONMONHHUTEIBHO
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comepskamasi 100 Mr mo MeHbIIeH Mepe OTHOTrO coenuHeHus:, BeiOpanHoro u3 Coennnaenus 11 u

ero (papmManeBTHUECKN MPUEMIIEMBIX COJIEH.

87. ®apmareBTUdeckass KOMIIO3ULMS MO JoOoMmy wu3 mm. 73-86,
conepakaras

(a) or 50 mMr no 600 Mr mo MeHbluel Mepe ONHOTO COENMHEHUs,
Coenunenus 111 u ero papmaneBTHIECKH IPHEMIIEMBIX COJIEH; HITH

(b) or 50 mMr go 400 Mr mo MeHblIEH Mepe OIHOTO COEIUHEHHUS,
Coenunenus I11I-d u ero gpapmarieBTHYECKH MPUEMJIEMbIX COJICH.

88. ®apmareBTUYeCcKass KOMIIO3ULMA MO JioOoMy w3 mm. 73-86,
conepkaas

(a) or 50 mr go 450 Mr mo MeHbIIEH Mepe ONHOTO COENMHEHWS,
Coenunenus 111 1 ero papmaneBTHYECKH MPUEMIIEMBIX COJICH; HITH

(b) or 50 mMr mo 300 Mr mo MeHbled Mepe OTHOTO COEHMHEHHS,
Coenunenus I11I-d u ero papmaneBTUIeCKH MPUEMIIEMBIX COJICH.

89. @apmareBTUdecKass KOMIIO3ULIMA IO JioOoMy w3 mm. 73-86,
conepkalas

(a) or 75 mr go 300 Mr mo MeHbIIEH Mepe ONHOTO COENMHEHWS,
Coenunenus 111 u ero papmaneBTHYECKH MPUEMIIEMBIX COJIEH; HITH

(b) or 75 mr pmo 300 Mr mo MeHbleH Mepe OTHOTO COCIUHEHWUS,
Coenunenus I11I-d u ero gpapmaneBTudecky MPUEMIIEMbIX COJIEH.

90. ®apmareBTHUYECKasi KOMIIO3ULUS MO JroOoMy w3 mm. 73-86,
cozepkaas

(a) or 150 mr no 300 Mr mo MeHblel Mepe OAHOTO COENUHEHH,
Coenunenus 111 u ero papmaneBTHYECKU MPUEMIIEMBIX COJIEH; HITH

(b) or 150 mMr go 200 Mr mo MeHbLIeH Mepe OJHOTO COEAUHEHHS,
Coenunenus I11I-d u ero ¢papmarieBTHYECKH IPUEMJIEMbIX COJICH.

91. ®apmaneBTHYECKas KOMIIO3ULUS MO JroOoMy wu3 mm. 73-86,

JAOIOJIHUTECIIBHO

BBIOPAHHOTO U3

BBIOPAHHOTO U3

JOINOJIHUTEJIIBHO

BBIOPAHHOTO W3

BBIOPAHHOTO W3

JOIIOJIHUTECIJIBHO

BBIOPAHHOTO W3

BBIOPAHHOTO U3

JOINOJHUTECIIBHO

BBIOPAHHOTO U3

BBIOPAHHOTO U3

JOIOJIHUTECJIIBHO

comepskammasi 150 Mr mo MeHbLIei Mepe OmHOTO coenuHenus, BbiOpanHoro u3s Coenunenus 111 u

ero (papMaLeBTHUECKU MPUEMIIEMBIX COJICH.

92. ®@apmaneBTHYECKas KOMIIO3ULUS MO JroOomy w3 mm. 73-86,

JOINOJIHUTECJIILHO

comepskamasi 150 Mr mo MeHbIei Mepe OgHOTO coenuHenus, BbiOpanHoro u3 Coenunenus I11-d

U ero (papMaleBTHYECKH MPHUEMJIIEMbIX COJICH.

93. ®@apmaneBTHYECKass KOMIIO3ULUS IO JroOoMy w3 mm. 73-86,

JOIIOJIHUTECIJIBHO

comepskamiasi 75 Mr mo MeHbIeld Mepe OOHOro coenuHeHusi, BeiOpanHoro u3 Coenunenus 111 u

ero (papmManeBTHUECKN MPUEMIIEMBIX COJIEH.

94. ®apmaneBTHUECKass KOMIIO3WULUS TO JoOoMy w3 mm. 73-82,

conepxawmast or 100 mr go 1000 Mr mo MeHbLIEH Mepe OOHOrO COEIVHEHMS,

Coenunenus IV u ero ¢papmareBTHUECKH MPUEMIIEMBIX COJIEH.

JOIOJIHUTECIIBHO

BBIOPAHHOTO M3

95. ®apmaneBTHYeCKass KOMIO3ULMA O 1. 94, NOMOJHUTENBHO COAEP KALLAsT

(a) or 50 mMr go 450 Mr mo MeHbIIEH Mepe ONHOTO COENMHEHMS,

BBIOPAHHOIO W3
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Coenunenus 111 u ero papmaneBTHYECKH MPUEMIIEMBIX COJIEH; HITH

(b) or 50 mr mo 300 Mr mo MeHblIeH Mepe OFHOTO COEAMHEHUs, BBIOPAHHOTO
Coenunenus I1I-d u ero papmaneBTryecku MpUEMIIEMbIX COJIEH.

96. ®apmarnieBTHYECKAs KOMIIO3ULUSA 11O 1. 94, NOMOJHUTENBHO COAEPIKaLIasi

(a) or 75 Mr mo 300 Mr mo MeHblIeHl Mepe OIHOrO COeAMHEHHMS, BBIOPAHHOTO
Coenunenus 111 u ero papmaneBTHIECKH IPHEMIIEMBIX COJIEH; HITH

(b) or 75 mr mo 300 Mr mo MeHblIell Mepe ONHOIO COEAMHEHMs, BBIOPAHHOTO
Coenunenus I11I-d u ero gpapmarieBTHYECKH MPUEMJIEMbIX COJICH.

97. ®apmaneBTHYECKAss KOMIO3ULMSA O 1. 94, NOMOJHUTENBHO COAEp KaLIas

(a) or 150 mr no 300 Mr mo MeHbIIeW Mepe OAHOTO COCOUHEHHMs, BBIOPAHHOTO
Coenunenus 111 u ero papmaneBTHYECKH MPUEMIIEMBIX COJIEH; WIH

(b) or 150 mMr no 200 Mr mo MeHbLIEH Mepe OJHOrO COENWHEHHs], BbIOPAHHOTO

Coenunenus I11-d u ero gpapmaneBTHIeCKH MPHEMIIEMBIX COJEH.

us3

n3

H3

us3

us3

ITo noBepenHocTn
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