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2420-558607EA/061
CTABUJIMBMPOBAHHEN COCTAB BUTAMMHA D C MOINSUIVPOBAHHBM
BBEICBOBOXIEHMEM M CIIOCOE EI'O BBEIEHWUA

[IEPEKPECTHAA CCRHJIKA HA POILOCTBEHHVYIO 3AABKY

[0001] HacTodmasa 3adBKa UcHopammpaeT [IPUOPUTET B
cooTBeTcTBUMM C 35 U.S.C. §119(e) coIJlaCcHO NPeIBapUTEJILHOM 3asaBKe
CIIA N 61/801896, mnomaHHoM 15 wMapTa 2013 1., oOIMCaHMe KOTOPOM
BKJIOUEHO B IAaHHBM OOKYMEHT IIOCPelNCTBOM CCHUIKMN.

YPOBEHE TEXHWKU

OBJjilacTh TeXHUKU

[0002] HacTosmee onmMcaHme OTHOCUTCH, B LLeJIOM, K
bapMaleBTUUECKUM KOMIIO3MIIMAM C KOHTPOJIMPYEMBEM BHEHCBOOOXIEHMEM.
Bojlee KOHKpPETHO, HacTodAmee WUM300peTeHMe OTHOCUTCSA K CcocTaBaM C
KOHTPOJVPYEMEIM BHCBOOOXIEHMEM IJIA IJOCTaBKM COEIMHEHUS BUTaMMHAa
D, Takoro KaK CcoeIMHeHMe 25-TMIpOKCHMBUTaMMHa D, #oJasa obecrieueHus
ero BCaCHBaHUA B KUIEeUHUKE, KOTOPHE MIPUITOOHE IJIA IJIUTEJBHOTO
XpaHeHUd .

KpaTKOG OIMMCaHNMMe YPOBHA TEXHIUMKU

[0003] MeTa®OJIMTEL BurtamMmHa D, M3BECTHHE Kak 25-
TUOPOKCUBUTAMUH Dz M 25-TUIOPOKCHUBUTaMMH D3 (COBMECTHO Ha3bBaeMble
«K25-TUOPOKCUBUTaMUH  D»), IpenCcrTaBJIgT coBoM  XKUPOPaCTBOPUMEE
CTEPOUIHEIE IIPOTOPMOHEI, KOTOPEIE y4acTByoT B nonmepxaHmum
HOPMAaJILHEIX YPOBHEeM KaJbliua M dochopa B KpOBOTOKe. IIpoTopMoH 25-
TUOPOKCUBUTaAMUH D2 BHpabaTHBaeTCHd ns BuramMmHa D2
(sprokayibuMdepotia), a 25-TUOpOKCUBUTaMMH D3 BHpaOaTHBaeTCsa U3
BuraMmHa Dz (xoJjekajgblubeposia) B OCHOBHOM IIOH OeMCTBUEM OIOHOTO
i  doJjiee  PepMEeHTOR, HaxXoOAmMUxXCcda B IIeUeHM. IBa yKaszaHHHE
IPOTOPMOHa TaKXe MOTI'yT BHpabaTHBATLCHA BHe [NeueHM M3 BuTaMmHa Dz u
Burammua D3z (COBMeCTHO Ha3bBaeMbX «BuTammH D») B OIpelOelleHHEHX
KJIeTKax, TaKMX KaK 5SHTEPOLUUTEH, KOTOPHE comepxaT O(QepMeHTEH,
VMOEHTUUHEE WMJIM CXOIHBE TeM, KOTOPHE HalIeHH B I[IeUeHWU.

[0004] [TPOTOPMOHEL 25-TUMOPOKCUBUTAMMHA D najiee
MeTaboJIM3MPYITCA B IIOUKaxX ¢ O00pasOoBaHMEM BECOKOAKTHUBHEX IT'OPMOHOB
Buramvmua D. I[IpOTOpMOH 25-TMOPOKCUBUTAMMH Dz MeTaboJM3UpyeTcd C
obpasoBaHUeM lo, 25-OUTUOPOKCUBUTaAMMHA D2; aHaJIOTMUHO, 25—

TUOPOKCUBUTAMUH Dz MeTabomzsupyeTcd C obpasoBaHMEM lo, 25-



OIUTUOPOKCUBUTaMMHa D3 (KaJbLUMTPMOJIa) . BrHpaboTka 5BTUX aKTUBHEX
TOPMOHOB M3 IIPOTOPMOHOB 25-TMIOPOKCHUBMTaMMHa D TakKXe BCTpedaeTCsd
BHe IIOUeK B KJIeTKaxX, KOTOPHE COoIepXaT HYXHHM (He) GepMeHT (H) .
[0005] CocTaBH c KOHTPOJIUPY EMBIM BHICBOOOXIEeHMEM 25—
TUOPOKCUBUTAMMHA Dz ¥/ Mian 25-TUOPOKCUBMTaAMMHA D3 MOXHO BBOIUTH
OJIg JeyeHMs HemgocTaTka M »OedpuumTa 25-TMOpOKCUMBUTaMMHa D 0es
CynpadpmsmMoJIOTUUYECKUX KoJIeBauumn BHYTPUIIPOCBETHOTO,
BHYTPUKJIETOUHOTO YPOBHEM M YPOBHSA B KPOBUM 25-TUOPOKCUBUTAMUHA D
M CBSABAHHEX C 5STUM IIOCJHeOCTBHUM,; 0e3 CymMeCTBeHHOTO YBEeJIMUEHUS
kKaTaboJu3Ma BBOIMMOTO 25-TMOpPOKCHMBUTaAMMHaA D u 0e3 Ccepbe3HHX
MOOOUHHX 530PEeKTOB, CBA3AHHEIX C BOCIOJHAKIKMM BBeleHVeM BuTaMMHa
D, a WUuMeHHO TOKCHUHOCTM BuTammHa D. CoCTaBH C KOHTPOJIMPYEMEM
BEICBOOOXIOeHMEM DodeKkTrMBHO CcHMXawT PTH ypoBHUM ©06e3 HeXeJlaTeJIbHOTO
YBeJIMUeHVd YPOBHA KaJibLUAa M dochopa B CHBOPOTKE KPOBM M IIO3TOMY
NOJIE3HH JIS JIeUeHMSa BTOPUUHOTO THUIepllapaTupeo3a, HalopuMep, VY
naumenTor ¢ XEBI. CMm., HalIpuMep, MeXOyHapOOHBE 2323a4dBKM Ha I[IaTeHT
NN PCT/US2007/061521 m PCT/US2008/061579 m sagBke Ha oaTeHT CIA
M 12/109983, BKJIOUEHHHE B ITAHHHEM ODOKYMEHT IIOCPEeICTBOM CCHUIKM.
[0006] Komriosuumm c KOHTPOJIUPY EMEIM BHICBODOOXIEHMEM
obecrnieuMBamwT CYIIECTBEHHOE YBeJIMUeHne BCaCHBaHMSA 25—
TUOPOKCUBMTaMMHa D [OCpencTBOM TpaHCHoopTa depe3s DBP (BuTamMmH D
CBA3HBaKIME OeJIkM) u YMeHbIIeHNe BCaCEBaHMUA [IOCPenCcTBOM
TPpaHCIIOpTa B XWUJIOMUKPOHaAX. OTHM KOMIOBUIMKM Takxke oODecleunuBamnT
nommepxaHMe II0 CYMEeCTBY INOCTOSHHEX YPOBHeM 25-TUMOPOKCUBUTAMUHA D
B KPOBM B TeueHre 24 YacCoB IIOCJe IIpMeMa »OO3H IIpenapaTa. llpu
oBeclieueHuUr IIOCTEIIeHHOTO, 3aMeOJIeHHOTO ¥ IIPpSIMOTO BHCBOOOXIEHUS
25-TUMOpOKCUBUTaAMMHA D2/25-TUIpPOKCHUBUTaAMUHA D3 n BCaCHBaHUA
NpeniIouTUTeJIbHO yepes HUPKYIUPYIIME DBP (a He yepes
XUJIOMUKPOHH) , MKMW KOHILeHTpaluu¥ 25-TUIpoKCcHMBUTaMMHa D B KpPOBM, a
TaKxXe BHYTPUIIPOCBETHEE u BHYTPUKJIIE TOUHHE YPOBHU, TO eCcThb
cynpadmusmnoJoruueckre VYVPOBHM UM CBSA3aHHHM C 2THUM HexeJlaTeJIbHHEMN
KaTaboJr3M MOTYT OBTbH MMHMMM3VMPOBAHH WM YyCTPaHeHE. KpomMe TOTO,
opu oOOecCleueHUM IIOCTENEeHHOTO M 3aMelJIEHHOTO BECBOOOXIEHUS YPOBHU
25-TMOPOKCUBUTaMMHa D B  CHBOPOTKe KPOBM MOXHO IIOBEICUTHL U
nogomnepXxmuBaTh 0OoJiee IMNpenckKalyeMo, uUeM I[IpM BBeIeHMM COCTabBOB C

HeMeIJIeHHEM BBICBOOOXIEHMEM, 4TO IIO3BOJIAET HOHO@paTb IO OXOOAMYIO



003y ¥ CHU3UTh WJIM MCKIKUUTE HeOOXOIMMOCTE B UYaCTOM MOHUTOPMHIE
nalureHTOB.

[0007] UToOH HpemoCcTaBUTHL IlallMeHTaM IIPeMMylleCTBa COCTaBOB C
KOHTPOJIUPY EMBIM BEICBOOOXI EHMEM 25-TMOPOKCUBUTaAMVHA D, HYXHO
paszpadboTaThb CTabUIM3UPOBaAHHEE bapMalleBTHUUECKME KOMIIO 3ULIH,
KOTOPHE COXPaHAKT HeOoOXOOMMEIE IIoKas3aTeJlM pacTBOPeHMHA cocTaBa B
TedueHMe OJMUTEJILHOTO IIepuola BPeMeHM, HalpuMep, IIocJe IIepeBO3KU U
XpaHeHUS .

KPATKOE OIIMCAHUE M3OEPETEHNWA

[0008] HacTosdmee n300peTeHne BKJIOUAET cocTasB C
KOHTPOJIMPYEMBEIM BHCBOOOXIeHMeM BuTamyHa D, comOepXalui coeIMHeHM’e
BUTaMMH D UM COeIOMHEHMEe LeJJIIJIO3H.

[0009] HacTosmee n300peTeHne Takxe BKJIIOUAET
CTabUIM3UPOBAHHEMN oJis XpaHeHM s cocTasn nJis KOHTPOJNPYEMOTO
BHICBOOOXIEeHNA COeIVMHEeHUA BUTaMMHa D B XeJYyIOUHO-KMIIEUHOM TpakKTe
cybbekTa, KOTOPHM IMIPpMHMMAaeT VYVKal3aHHBM CcoCTaB BHYTPbL. COTJIacHO
OOHOMY acCIeKTy, CTabuIM3UMPOBAHHHEMN COCTaB COIEPXMUT OIMH WM oba
nus 25-TUOPOKCUBUTaAMMHA D> 17 25-TMOpoKCHUBUTaAMMHA D3 n
CTabUMIM3UPYIRIMUY aleHT WIM CcTadbuius3upyKlee BeMecTBO, HaIpuUMep,
CoenMHEeHNUEe LEeJIJII0JIO 3H . CTabuamnM3mMpoBaHHEe COCTaBH COTJIaCHO
HacTogumeMy n300peTeHND c yKa3aHHBEM (1) CTabUIN3UPYIMMM (11)
areHTOM (aMM) MOTYT MMETH YJYUINEeHHYI MJIM OTHOCUTEJBHO YJIYUIEHHYIO
«CTabUJIBLHOCTL IIPU XPaHeHUM» WIM CcTabuJIbHOCTHL IIOCJIe CTapeHMusa, a
Takxe OIHY WM 0o0Jiee IOOIOJIHUMTEJILHEX XapaKTepUuCTHuK, B TOM UMCJIE
VIYUIleHHEEe (QU3NUeCKMre, XUMUUeCKMe MM OMOJIOTUUEeCKMe CBOMCTBAa IIO
CpaBHEHMI C WM3BECTHEIMM COCTaBaMM, KOTOPHE He coIepxXaT TaKMUX
aTeHTOR. 3agaBJIEHHHE COCTaBH, CJIenoBaTEJBHO, IOOXOOAT oJs
IpMMeHeHMs B KaudecTBe JIeKapCTBEHHHX CPEeIOCTB, KOTOpPHe objlajganT
OJIMUTEeJILHEIM CPOKOM XpPaHeHMa, a Takxe YIIYyUleHHOV OMOIOCTYIIHOCTLIO
[0 CPpaBHEHMK C TIOOBEPTHYTHMM CTapeHMH HeCTabOWJIEHBEIMU COCTaBaMM.

[0010] CorJjlacHO OIOHOMY BapMaHTy peanmsanuum,
CTabuUIN3UPOBAaAHHEMN cocTasB BKJIOUAET OIOWH VIV oba "3 25—
TUOPOKCUBUTAMMHA D2 M 25-TMOPOKCUMBMTaMMHa D3, JMIOQUIIBHYK OCHOBY
(HanpuMep, BOCKOBYI OCHOBY) U CTadbMIM3UPYINMUM areHT (HalpuMmep,
COenMHEHNE LI&JIJI0JIO 3HL) . CorJjiacHO OOHOMY acIleKTy,

CTaGMHMBMpOBaHHBHZ COCTaB BKJIOUaeT OIoVIH mJinm oba nus 25-



TUOPOKCUMBUTaMMHA D2 M 25-TUMIPOKCUMBUMTaMMHa D3, BOCKOBYK OCHOBY U
LeJJIIOJIOBHEM CcTabuin3upylommy areHT. CoTJlaCHO OPYTOMYy AacIekTy,
YKasaHHBEM COCTaBR BKJIOUAeT OOMH uIM oba mu3 25-TuIpoKCHUBUTaMMHa Do
n 25-TUOPOKCUBUTaAMUHA D3, BOCKOBVYIO OCHOBY nu 20beKkTMBHOE
KOJIMUECTBO COEeIMHEeHMI LeJJIOJIO3H IJIS IMIOoOIepXaHMUd IIpeyMylleCTBEeHHOM
CTeleHM CcTaduiaMsaluM, OIMCAHHOM B HaHHOM IOOKyMeHTe.

[0011] ComjlacHO OOHOMY M3 TUIIOB BapuMaHTOB peajlusaluun,
CTabUIM3VPOBAHHEI COCTAB COIOEPXMT CMeChb Hecylel aKTUMBHHM aIleHT
BOCKOBOM OCHOBEH, comepxamel OoIMH MM o6a U3 25-TMIPOKCUBMTaAMMHA
D> u 25-TuOpoKCUBMTaMMHa D3, ¥ LeJJIOJIO3HHN CTadbMIM3UPYIMNU areHT,
opuueM YKa3aHHHM CcocTaB obecrneuMBaeT BHCBODOXIEeHME KOJMUECTBAa
25-TUAPOKCUBUTaMMHa D B IIpolecce 1in vitro pacTBopeHUA TIOCHe
BHIOECPXMBAHMSA B YCJOBMAX XpaHeHMsa B TeueHMe IIO MeHblleM Mepe
OOHOTO Mecdua npu 25°C ¥ OTHOCUTEJILHOM BJaxHocTu 60%, KoTopoe BO
BCe MOMEHTE BPEMeHM PacTBOPEHMSA B IIPOllecCe IPOBEeIOeHUsS TecTa Ha
pPacTBOPEHME OTJMUAETCHS OT KOJMUYECTBa, BHEHCBODOOXIAaeMOT'O B Te Xe
CcaMHle MOMEHTEI BpeMeHM pPacTBOpeHM B npoliecce in vitro
PacTBOPEHUS, IIPOBOOMMOI'O CO CBEeXMM IIPONYyKTOM, Ha 30% MM MeHee.

[0012] ComjlacHO OIOHOMY M3 TUIOB BapMaHTOB peajms3aluy,
cocTaB IpencTaBJageT cobBoy CcocTaB, HalpaBJIEHHEM Ha YJyUlleHHue
KOHTPOJMPYEMOT'O BHCBOOOXIEHMSA COeOMHEeHMd BUTaMvHa D. CoIJlacHO
OOHOMY acIleKTy, VYJyulleHrMe COCTOMT B OOoOaBJIEHUM CTabUIU3UPYRILEIO
areHTa B COCTaB IJIA KOHTPOJMPYEMOTO BHECBODOXIEHUS COeIVHEeHUS
BUTaMMHa D B XeJYOOUHO-KMIIEUHOM TpaKTe Yy CyObekTa, KOTOPHM
IpMHYMAaeT YKa3aHHBM CcOCTaB BHYTPb. COIJIACHO IOPYTOMY AacIekTy,
YIIydlleHre COCTOUT B 20PeKTMBHOM KOJIMUYECTBE COEIOMHEHMS LEeJLJIJIO3H,
no0aBJIEHHOTO B COCTaB IJS KOHTPOJUPYEMOTO COeIVMHEeHMS BMTaMMHa D
B KeJIyTOUHO—KUIIEeUHOM TpakTe cybwekTa, KOTOPHM NPUMHVMAaEeT
YKasaHHBEM COCTaB BHYTPb, UyTOoOH 00eCHneumTh IIpPerMyIMeCTBEHHYO
CTEeNeHbk CTaOMIIBHOCTM, OIMCAHHYK B HOaHHOM JIOKYMEHTE.

[0013] CorJlacHO OIOHOMY BapMaHTy  peaju3aluuu, HacTodlee
n3obpeTeHue BKJIOUAET CTabmJIbHEM cocTasB nJis 3aMeIJIEHHOTO
BHICBOOOXIOEeHMS BUTaMMHa D, comepXamul 25-TUOAPOKCUBUTAMUH D2 WK
25-TUOPOKCUBUTaAMMH D3 MJIM UX  KOMOMHaLUM ¥  BCIOMOTI'aTeJIbHHE

BelleCTBa IOJIA 3BaMeOJIEHHOTO BHCBOOOXIEHMUA, nprnuem yKaBaHHbI\VJI coCcTaB



uMeeT NOpodmiib pacTBOpeHMa X nOpu To, KOTOPEM COXpPaHAeTCsa B
COOTBEeTCTBUM C dopmysion X=To+/-30% m0pM xXpaHeHUM B YCJOBUAX,
BHIOpPaHHEIX, HalpuMep, M3 KOMHATHOM TeMIepaTypel ¥  BJAXHOCTU
OKpyXawnmer cpens, wiam npu 25°C m 60% OB, umm npu 40°C m 75% OB.

[0014] HOpyrMe acCHeKTH M IOpeuMylleCcTBa OyOYyT OUEBUIOHH [JIA
CllelMaJIMCTOB B HIaHHOM o0BJacTM TeXHUMKM M3 o0030pa HUXecJeOylmeIo
IOAPOBOHOTO OIMCaHMA C YUeTOM IIPUBEeIOeHHHX uepTexel. I[IOCKOJBKY
YKa3aHHBEE KOMIIO3ULIUM ¥ CHOCOOH MHOONYyCKalT BapMaHTH peajM3alyr B
PasJIMUYHEIX  dopMax, IprBeNeHHOEe  ONMcCaHue  BKJIOUYAeT KOHKpPeTHHE
BapMaHTH pealMs3aluM, KOTOPHEe IIpelHasHaUeHH NPOUJLIIICTPUPOBATH
nzobpeTeHUe, a He  OTpPaHUUUTHL ero KOHKpPEeTHEMM  BapuaHTaMH,
IPpUBEIEeHHEIMM B ONMCaHUM M300peTeHU.

[0015] MpennojyiaraeTcH, YyTO IOJIA KOMIIOBMUMM M  CIOCOBOB,
ONMCaHHBIX B IaHHOM IOOKYMeHTe, OGaKyJbTaTHMBHHE I[IpM3HaKM, BKIIOUYad,
HO He  OTpaHMUMBAACEH  YKas3aHHHEMU, KOMITIOHEHTEHI, IoVara30HE  UX
comepXaHMs, 3aMeCTUTeJIM, YCJIOBMA M CTaouy, BHOMPAT M3 ONMCAHUIA
Pa3JIMUHEIX AaCIlIeKTOB, BapPMaAHTOR peajM3alMM ¥ [IPUBEIEHHEX B IaHHOM
OOKYMEHTE IIPUMEPOB.

KPATKOE OIIMCAHUE UEPTEXEN

[001l6] Ha Oourype 1 mnpuBeleH Opoduilb pPacTBOPEHMHA COCTaBOB

COIJIaCHO HaCTOdlleMy M300peTeHMIO IIOCJe XPaHeHMSd B TeueHue OT 0 mo

24 wmecsueB npu 25°C M OTHOCHTENLHOM  BJlaxHocTu 60%. Bpewms
pPacTBOpPEeHMS B Yacax OTJOXeHO II0 OCHM X, a CcpeldHee 3HaueHUE B
IPpOoLlIeHTaxX PacTBOPEHHOTO 25-IMIpoKCHUBUTaMMHa D3 IOoKas3aHO Ha OCH VY.
Ha Ourypax 1A, 1B wm 1C mpemcTaBJEeHH NOPOQUJIM PaCTBOPEHUS
cocTaBoB, comepxamux 30 Mxr, 60 MKD M 90 MKID 25-TMIOPOKCUBUTaAMMHA
D3, COOTBETCTBEHHO.

[0017] Ha Odurype 2 TIIpMBeIeH OPOOMIIE pPacTBOPEHUS COCTaBOB

COIJIaCHO HacToAdlleMy MSO@peTeHMD II0CJIe XPaHeHMA B TedeHNre OT 0 mo

6 Mecdaunes npu 40°C M OTHOCHUTEJBHOM  BJaxHoCTM  75%. Bpewmsa
PacTBOPEHMA B UYacax OTJIOKEeHO II0 OCKM X, a CpeldHee 3HaUeHMe B
[IPOLleHTaxXx PacCTBOPEHHOT'O 25-IMOPOKCHUBMTaMMHa D3 I[IOKaz3aHO Ha OCH Y.
Ha Ourypax 2A, 2B m  2C OpelcTaBJIeHHE [IpOodMIM pacTBOPEHUMA
cocTaBoB, comepxamux 30 Mxr, 60 MKD M 90 MKI 25-TMOPOKCUBUTaMMHA

D3, COOTBETCTBEHHO.



[0018] Ha Oourype 3 HOpuBeleH IIpOoQUIIE pPacTBOPEHMSA COCTaBOB

rnocjie xpaHeHus B TeueHme oT O mpmo 12 wmecsuer npu  25°C wu
OTHOCUTEJILHOM BJIaxHoCTM 60%. BpeMsa pacTBOPeHMA B Yacax OTJIOXEHO
II0 OCKM X, a CpelHee 3HaueHMe B % BHCBOOOXITAaeMOI'O HOMMHAJIBHOIO
KOJIMUeCTBa 25-TUIOPOKCUBMTaMMHa D3 IIokasaHO Ha ocu y. Ha Odurype 3A
IpencTaBJieH OpoduUJL pPacCTBOPEeHMSA COCTaBa CpaBHeHMSA, KOTOPHM He
COOEPXUT COeIMHEHUS LeJJIojio3u. Ha Oourype 3B mOpencraBJeH OpoOWIib
PacTBOpPEHUS CTabUIM3UPOBAHHOTO cocraBa COTJIaCHO HaCToAlleMy
N300peTeHU.

[0019] Ha Oourype 4 HnpuBeNeHB IIOJIYYEHHEE CpelHME 3HaAUeHUId
KOHILeHTpaluM KaJbludelmoJa C TIIONPaBKOWM Ha MCXONOHEE HOaHHHE B
TepalleBTUUeCKON Tpynne (PK pachnpenejeHMe) IIallMEeHTOBR, ONMCAHHOWM B
[IpuMepe 4, NPMHMMAaBIMUX COCTAB COIJIACHO HaCTOLAlleMy M300peTeHMD.

[0020] Ha Odurype 5 I[puBeOeHH O00OOMeHHEEe pe3yJbTaTH PK
nmapaMeTpOB C IONpPaBKOWM Ha MCXOOHEE HOaHHHe MJIS KOHIEeHTpalun
KaJblUubpenmuosa B TepaleBTUUECKOM Tpylllle (PK  pachnpeneseHue)
[IallMeHTOB, ONMCaHHHX B IllpumMmepe 4, T[IOJy4YaBUIKMX COCTaB COIJIACHO
HacTodAlleMy M300peTeHMD.

[0021] Ha Oourype 6 NpUBEOEHH IIOJIYUEHHEE CpelHMEe 3HaueHUd
ypoBHer 1,25-IuTMIOPOKCHMBUTaMMHa D B CHBOPOTKe C IIONpPaBKOM Ha
VICXOIHEE OaHHEE B npolecce 6—HeIeJIbHOTO JleueHud (PK
paclpenejieHre) IJA IDalMeHTOB, OIMCAaHHEX B IlpuMepe 4, IOJIydaBIIMX
CcocTaB COIUIAaCHO HaCTOAlleMy W300peTeHM.

[0022] Ha Ourype 7 nOpuBeneHo o00o0meHMe IMOJy4deHHEX PK
napaMeTpOB IJIS TIOBTOPHOM HOOBH C IIONPaBKOM Ha MCXOIHHE HOaHHHE OJId
1, 25-IUTUIPOKCUBUTAMMHA D B CHBOPOTKE B TepalleBTUUECKOW TpyIIe
(PK pacHnpenejieHue) I[IalUMeHTOB, OIMCAHHEX B IlpuMepe 4, [OJIy4daBIIMX
cocTaB COIJIACHO HaCTOofAlleMy W300peTeHUD.

[0023] Ha Oourype 8 NpUBENeHH IIOJIYYEHHEE CpelHMe 3HaudeHUId
IpOolLleHTa MCXONOHEIX YpPOBHeM 1PTH B mjla3Me B Ipollecce 6-HeOeJIbHOTO
Jleuenus (PK pachnpenesieHue) nJjd HDalUMeHTOB, OIMCAaHHHX B IlpuMmepe 4,
[IOJIy4YaBIMX COCTaB COIJIACHO HaCTOAlleMy M300peTeHUD.

[0024] Ha Odurype 9 n1npuBeneHo o0of0meHUe TIOJy4deHHEX PK
IapaMeTpOR IJiS IIOBTOPHOM HOOBH C IIONPaBKOM Ha MCXOIHBE HOaHHHE OJIA

iPTH B 1JIasMe B TepaleBTUUECKONW TpYIIIe (PK pachnpenejieHue)



IallMeHTOB, ONMCaHHHX B IllpuMmepe 4, [IOJy4YaBUKMX COCTaB COIJIACHO
HacTodAlleMy M300peTeHMD.

[0025] Ha durypax 10 m 11 npmeBeOeHH M3MeHEeHUI B [IPOLEHTax
OT MCXOOHEIX IaHHHX Ipu EOT z#nnga 1PTH B 1j1asMe, OTHOCANMECS K
BO3IENCTBUIO KaJbuubpenmnosa " 1, 25-IUTUOPOKCUBUTAMMHA D C
[IONpaBKOM Ha UCxOoOHEEe nOaHHHE (AUCo-6 wenems) B PK pachnpenesieHun njid
IaluMeHTOB, ONMCAaHHHX B IllpuMmepe 4, TOJYy4YaBIIMX COCTaB COIJIAaCHO
HacTodAlleMy M300peTeHM.

[IOOPOEHOE OIIMCAHNE

[0026] B KOHTEeKCTe HacToAmeIro ONnMCcaHM4a TEPMVHEL
KKOHTPOJIMPYyEMOE BHICBODOXIEHME n KMOIOUOMUMPOBAHHOE
BHICEODOOXIEHME» MCIIOJIE3YRTCH B3aMMO3aMeHsAeMO M OTHOCATCH K TakKoMy
BHICEOOOXIEHUI BBOIOVMOT'O COeIVHEHU I BUTaAMMHA D, KOTOpOe
OTJIMYaAEeTCA OT HeMeIJIEHHOI'O BECBOOOXIOEeHMsS. B KOHTEeKCTe HaCTOAWLeIO
OMCaHUA TepMMHE «3aMeOJIeHHOE  BHEHCBOOOXIOEHME» U  KIPONJIEHHOE
BHICBOOOXIOEHME»  MCIOJb3YITCA B3aMMO3aMeHAeMO n OTHOCATCHA K
BHICBOOOXIEHMID BBOIMMOI'O COeOMHeHUs BHTaMMHa D B TeueHue 0OoJiee
OJUTEeJIbHOTO IIepMrola BpeMeHM I[I0 CPpaBHEeHMUIO C COCTaBOM HeMeIJIEHHOTIO
BHICBOOOXIEHN A, uTo oTpaxaeTcd Ha KOHLUEeHTpalUMax COeIVHEHNA
BUTaMMHa D B CHBOPOTKE, KOTOPEE OCTAalTCs IIOBHIIEHHEMM C I[IONPaBKOM
Ha MCXOIHBEe IaHHHE B TeueHMe 0OoJiee IJIMTEJILHOT'O IIepuola BpPeMeHM,
UyeM B CJiyYae AaHaJIOTMUHHX COCTaBOB HEMeIJIeHHOT'O BHCBOOOXIEHNA.
BrmmeykasaHHEE  TEepMMHEL Heo0sg3aTeJIbHO  BKJOUAT XapaKTepUCTUKY
OTJIOXEHHOT O BHICBOOOXIEHMA . Hanpumep, cocTaB c OTJIOXEHHEIM
BHICBOOOXIOEHMEM I[I0 TUIIY KOHTPOJMPYEMOT'O  BHCBODOXIEeHMSA  OyHeT
XapakTepn3oBaThbCca Cmax B HEKOTOPHM MOMEHT BpeMeHM OOoJbIel, ueM
Cmax ImJd4d CcocTakBa C HeMeOJIeHHEM BHCBOOOXIeHMeM. B  KauecTee
IpyToT'o IIpMMepa, BHEHCBOOOXKIEHME COeOMHeHMa 25-IMIPOKCHUBUTaMMHa D
OPeOlNOUTHUTENIBHO I[IPOUCXOAUT C TakKoW CKOPOCTBK, UTO of0mMe YPOBHU
25-runpokcuBUTaMMHE D B  KPOBM WMJIM CHEHBOPOTKE COXPAaHAKRTCSa WU
IIOBHIIAITCSA II0 CpPaBHEHMI C YPOBHAMM IO IIpMeMa OO3H IIpellapaTa B
TeueHMe OoJlee OJIUTEJIBHOT'O IIepMola BpeMeHM, HallpuMep, oT 4 no 24
YacoB WM IOJIblIe.

[0027] B KOHTEKCTe HaCcToOAmeIO n300peTeHnd TepPMUH
«KCOeOMHeHMe LeJUIJIO3E» MOXeT BKJmoUaTh LeJunojio3y  (CeH1005)n WM

IIPOMI3BOOHOE LIeJUJIKJIOS3HL, eCJIM He YyKas3aHO MHOe. «30Mp LIeJIJIIoJIO 3D



npencTaBjgeT cofOoM MNIPOMBBOIHOE LEJUIJIO3H, KOTopoe OBJIO XUMUUECKU
MOIMOUUIMPOBAHO C oOf0ecleUueHMeM YAaCTUUHOM WJIM I[IOJIHOM STepudMKalM
TUOIPOKCUJILHEIX TPYIII B MOJEeKyJe LUeJJIOJIO3H. I[IPpUMEePH IPOM3BOIHEIX

I eJJIInJIO3E, KOTOPEHE MOXHO NMCIIOJIE30BATE B KadeCTBe CTB.@MJIMBMPYIOHIMX

aTeHTOR, BKJIIOUAT, He OTpPaHUUYMBASCDH yKa3aHHBMM, HapuMep,
L eJIJIIJIOPOHOBYIO KMCJIOTY (celluloronic acid),
KapBoKcuMe TUIILeJIITIJIOBY , BTUJILEJIJIINIIOBY, TUIPOKCUD TUIILLEJIJIIIIO Y,
TUIPOKCUJINIPOIMIILEJIIIIIOZY, TUIPOKCUJIIIPOINIIME TUJILLEJIJII0IIO3Y,
Me TUJILLEeJIJIIIIO3Y, [IOJIMAHVOHHYIO LeJIJTI0JIO BY un nx KOMOMHAaLUA .
PasjmMuHLe MapKu KaXgoTo coenVHeHUs L1 &JIJTI0JIO BE VI

CTabMIM3UPYKIEero aleHTa, COOTBEeTCTBYKIME BapMaHTaM 10, HallpuMep,
MOJIEKYJIIPHOM Macce, BA3KOCTM, PaCTROPMMOCTM U THIpaTaluMM TaKxe
BKJIOUEHH B OOBEM yKa3aHHEX TEePMUHOB.

[0028] Ilpemnojaraercsa, 4YTo Jiwboe COoeIVMHEeHMEe BMTaMMHa D,
IPUTOOHOE 0JId [IpUMEHEeHM A B NpoduIIakTUYEe CKUX n/Uim
TepalleBTUUEeCKMUX LeJigX, W eIl'0 KOMOMHALMM BKJIUYEHH B OIMCAHHHE B
DaHHOM IOOKYMeHTe COCTaBH. BuTammH D, 25-rugporcueuTammH D, 1,25-
OUTUMOPOKCUBUTAMMHE D M OpyrMe MeTaOOJIMTH M aHaJioT'm BuTammHa D
Takxe VICIIOJIb 3YI0T B KadecTEee aKTUBHEIX VHIPEOVNEHTOB B
bapMalleBTUUECKMX KOMIIO3MUMAX. KOHKpeTHHE [IPUMEPH BKJKOYAKT, He
OTpPaHNUYMBaACh YKa3aHHEMM, BuTaMuH D3 (xoJjekanabumudepoi), BuTaMmH
D> (sprokaybuudepoi), 25-I'MOPOKCUBUTaAMMH D3, 25-TMIPOKCUBUTAMUH
D2, 25-TUOPOKCUBUTAMNH D4, 25-ITUMOPOKCUBUTaAMUH Ds, 25-
TUIPOKCUBUTaAMNH D7, lo, 25-IUTMOPOKCUBUTaAMUH D3, lo, 25-
OUTUMOPOKCUBUTaAMUH Do, lo, 25-oUrMopoKCUBUTaMMHE D4 M aHaJloTu
BUTaMyHa D (BrJOUaAsg BCe TIUIOPOKCU ¥ IOUIMOPOKCU OGOPME), B TOM
upycygie 1,25-murnunporcu-19-"Hop-BUTaMrH Dz M lo—I'MOPOKCUBUTaMMH Ds.
CormjlacHO OIOHOMYy M3  TUIIOB BapMaHTOB peajmM3alny, COeIVHEHNE
BUTaMyHa D BRJOUaAeT OOHY WM O0oJlee IMAOPOKCKH (QOpM, HaIlpUMEDP,
KOMOMHAUMD 25-TUMOPOKCUBUTaAMMHA D3 M 25-TMOpokKCcUBUTaMMHa Da.

[0029] CoenmHeHMe TUIIa BUTaMMHa D, OpennojlaraeMoe, B
Y4acTHOCTH, oJisd [IpUMEHEeHM A B cocraBe COTJIaCHO HacTodleMy
n300peTeHNnn, MOXeT BKJIIOUATH 25-TMIPOKCUBUTAMUH Do, 25—
TUOPOKCUBUTAMUH D3 MM MX KOMOMHAUMID. 25-TUOPOKCUBUTAMUH D3
OCODEeHHO MHTepecCeH. B KOHTEeKCTe HacCToAmlel'o MU300peTeHUud TepMUH

25-runpokcuBUTaMMH D OTHOCHMTCA K OOHOMYy WM Oojiee mu3 25-



TUOPOKCUBUTaMMHA D3, 25-TuOpoKcHUBUTaMuHa D2, 25-TMIPOKCUBUTaMMHA
Dy, 25-TUOPOKCUBUTaAMMHA Ds VI 25-TMOpoKCHUBUTaAMMHA D7 n
nompas3yMeBaeTCsa, UYTO IIpKM JOOOM CCEJIKE Ha HeTOo I[IPellodTUTeJIbHEN
BapMaHT peajmM3aluy OpelcTaBjgeT cobol onouH wWin 0oJjiee U3 25—
TUOPOKCUBUTaMMHA D3 M 25-TMOPOKCHUBUTaMMHa Dz, OPedlouTUTeJIbHO 25—
runpokcuBuTaMmMH D3, TaxkmMm o6pasoM, B JKOOM M BCexX CcocTaBax
COTJIaCHO HacTodlmeMy W300peTeHMIO, B UYaCTHOCTM, IIpennojaraeTcHd,
UTO aKTMBHOE BEIEeCTBO MOXeT BKJIKOUATL OOMH wiIu oba wu3 25-
TUOPOKCUBUTaAMMHA D2 UM 25-TMOpoKCcHMBUTaMyHa D3, B 4YacCTHOCTM 25-
TUOPOKCUBUTAMUH D3. B KOHTEKCTe HaACTOAWEeI'o M300peTeHUd COelVHEHUE
BUTaMMHa D (MM eTro KoMOMHaALMA) TakKkKe OTHOCUTCS K «aKTUBHOMU»
JyacTu CcocTaBa (WM «aKTHMBHEM» aleHTaM), 4YTOo OTJIMYaeT eI'o OT
OCHOBE KOHTPOJIMPYEMOIT'O BECBOOOXIEHUS, CTabMIM3UPYKRILEeI'o al'eHTa U
OPYTHUX BCIIOMOT'aTeJIbHEX BelleCTB. g QapMaKOKMHeTUMUEeCKUX TeCTOB,
IpenCcTaBJIEHHEX B OIMCaHMM OJid Oo0pa3lLoB, B KOTOPHX MCIOJL3yRT 25-
TUOPOKCUBUTAMUH D3 B KaueCTBe akKTMBHOI'O MHIpPeOMeHTa, CCHJKKM Ha
25-TUOPOKCUBUTAMUH D HYXHO VMHTEepIpeTUpOBaTh Kak 25-
TUOPOKCUBUTAMUH D3, 71 clienyer [IOHVMMAaThE, uTo BCE
bapMakokmHeTHueckre (PK) pes3sysbTaTe, C HMM CBA3aHHBE (HaIpUMep,
Thnax, Cmax, AUC), OTHOCHATCA K 25-TUIPOKCHUBUTaAMMHY D3.

[0030] B KOHTEeKCTE HacToamero n300peTeHnd
«CTabMIM3VPOBAHHEI» COCTAB OTHOCUTCS K COCTaBY, IeMOHCTPUPYOIEMY
CcTabuibHEM in vitro npodwuibs pacTBopeHUA (B COOTBETCTBUM C JIHOOHM
mapaMeTpoM, OIMCAaHHHEM HIMXe) ¥ KOHTPOJMPYEMOMY  BHEHCBOOOXIEHUIO
(HamipuMep, 3aMelJIeHHOMY BHCBOOOXIEHMIO) COeOMHeHMS BMTaMMHa D 1in
vivo, B TeueHMe BpPEeMeHM I[I0CJe TIepBOHAYaJ bHOTO MPOM3BONCTEA,
HallpuMep, IHocje OQaKTHMUeCKOI'0 XpaHeHMda WM I[OoCJie XpaHeHUusa B
YCJIIOBUSAX YCKOPEHHOT'O MCIBEITaHMA Ha CcTabuJIBHOCTE. BHCBODOXIeHNE
AKTMBHOTO MHIpPeIMeHTa MOXHO W3MEPUTEL C TIOMOMBK I[IOAXOOAMETO 1in
vitro cnocoBa pacTBOpeHMA, HaIpUMep, OIOHOTO WU3 YyXe WM3BECTHHX B
o0JlacTU  TexXHUMKM MeTOHNOB. B npwuHLMIIE, Jboe U3  MCHOHTaHUN
PacTBOPUMOCTM, OINMCaHHOe B AMepMKaHCKoOM Odapmakornee, USP 29-NF
24, PacTBopeHMe <711> ¢uBMUeCKMe MCIBTaHMA U olpenesieHmusa, United
States Pharmacopeial Convention, Inc., Rockville, MD, 2006, cc.

2673-2682.; EBpomnenckon dapmMmakoIlee 2.9.3 VcneTaHue Ha
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PacTBOPUMOCTD OJId TBEepOHX  OO3MPOBAHHEIX  GOopM MJIM  AIDOHCKOM
®apMakoree 6.10 TecT Ha pacTBOPUMMOCTEL, MOXHO MCIOJIL30BATHL MOJID
omnpenejyieHusa CcTabMIJIbLHOCTM COCTaBa. B lLeJdax HacTodmero M300peTeHUs
MCIIOJIE30BaJIM  CIIOCOB  paCTBOPEeHMA in wvitro w3 AMepHMKaHCKOMN
OapMmakorneu, USP 29-NF 24, PactTpopeHue <711> dm3sMUeCKMNEe MCIHETAHUA
1 omnpemejieHus, United States Pharmacopeial Convention, Inc.,
Rockville, MD, 2006, cc. 2673-2682, c nomombio Annapata 2 (crnocod
C MCIIOJIb30BaHMEM JIONacTHOM MemaJikKM), KakK OIMcaHO B pas3gelie
[TouMepsl HUXe .

[0031] B KOHTekKCTe HacToAmero uszsobpeTreHUd tpax (MM Tmax)
openejieHO KaK MOMEHT BpPeMeHM, B KOTOPHM KOHILEeHTpaluusd aKTUBHOTO
coeIMHeHMS B ILJlJasMe »OOCTHIaeT CcBOeT0 MakKCUMMyMa B MHTepBale
BBeIeHHOM HO3H IIOCJe BBeOeHMSa CcoCTaBa COIJIACHO  HaCTOoAmeMy
nzobpeTeHur. EcCiaM BBOOMTCS OIOHO COeIMHeHMe 25-TUMIOPOKCUBUTaAMMHA
D, HanopuMmep, 25-rugpokcuBUTaMMH D3, Tmax oIpenelsgeTcs KakK MOMEHT
BpeMeHH, B KOTOPHM’ KOHLIeHTpalumsa CEHIBOPOTOUHOTO 25-
TUOPOKCUBMUTaMMHa Ds B ILJJa3Me JOoCTUTaeT CBOero MaKCHMMyMa B
VHTepBaJie BBeIOEeHHOM IO3H IIOCJe BBEIOeHMS COoCTaBa, eClIM He yKa3aHO
MHOe.

[0032] B COOTBETCTBUNA c pykoBoncTeOoM  NKF K/DOQTI, B

KOHTEeKCTe IOJaHHOTI'O MBO@peTeHMFI JOCTAaTOYHOCTE BurTamMmHa D

OllpemelideTCad KaK YPOBeHb 25-I'MIOpOoKCUBMTaMMHa D B CHBOPOTKe 230
HT/MJI, HegocTaTok  BuTammMHa D omopellejleH Kak  YPOBEHb 25-
TUOPOKCUBMTaAMMHa D B CHBOPOTKE OKOJIO 16-30 HI/MJI, CpeIHun
neduumuT BuTaMmHa D omnpelejleH KakK YPOBeHb 25-TUIPOKCHMBUTaMMHa D B
CHIBOPOTKe OKoJiIo 5-15 HTD/Miu, ©  Taxedaut geduumT BuTammHa D
onpenejleH KakK YpPOBeHbL 25-THMIPOKCUBMTaMMHa D B CHBOPOTKe HIWXKe b
HT/MJI.

[0033] B oBJlacTax KOMIIeTeHLINN, KOTOPHE 3anpemanT
IaTeHTOBaHUE criocoBosB, KOTOPHE BRJIOUAIT OIBITH  Ham TeJIoM
JeJIoBekKa, 3HaueHMe  TepMMHa <«BBeIeHMe»  KOMIO3MUIMU CYyOBeKTy-—
yeJioBekKy OyIeT OTpaHMUEeHO B OTHOMEHMM KOHTPOJIMPYEMOTO BelecCTRa,
KOTOpOe CyOBEKT-UeJIOBEK IMPUMHMMaeT CaMOCTOATEJIEHO JIOBEM CHOCOOOM
(HanlpuMep, epopalJlbHO, C IIOMOWBLI MHITAJNALMY, MeCTHOTO IIPMMEeHeHUHd,

VMHBEeKLNVY, T[pUKpelJieHuit ¥ T.0.). lpenmnojaraeTca caMasd MMpoKas
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pasyMHasd VHTeprnpeTauns, KOoTOopasa COOTBETCTBYET 3aKOHaM u
perJlaMeHTUPYIRIMM  TpeOOBaHUAM, OTIPeleJIalM  [IaTEHTOCIIOCODOHOCTE
oBBeKTa n300peTeHns. B oBJyacTax KOMIIeTeHINN, KOTOPHE He
3arpemanT IaTeHTOBaHMe CIOoCOB0B, KOTOPBE BKJIUAKT OIBTHE  Hal
TeJIOM UYeJIOBeKa, 3HaueHMe TepMMHa <«BBeleHMe» KOMIO3MLUMNM BKJIIOUAET
KaK CIOCOOH, Openlnojlaraniure SKCIEPUMEHTH Hall TeJIOM uYeJloBeka, Tak
Y BHIIeyKas3aHHBIE IeVCTBUA.

[0034] B wuyacTHOCTHM, IOpelrnoJjaraeTcsa, dYTo Jodoe UMCJIeHHOE
3HaueHMe, IpHMBeIeHHOe B IaHHOM OOKYMEHTe, BKJIUaeT BCEe 3BHaAUYEHUA
OT MeHbIeTro 3HaueHMsa K OOoJIblIeMy 3HaueHMIO, TO eCThb BCE& BO3MOXHHE
KOMOMHALIMM  UMCJIEHHHX 3HaAUeHMM MexIy HaMMeHblleM BeJIMUMHOM U
HauboJIbllel BeJIMUMHOM, KOTOPHEe I[IpuUBeleHbH, paccMaTpMBalTCd Kak
yKasaHHEIe B SABHOM BMIe B MaTepMuallax »aHHOM 3asgBku. Hamnopumep,
ecJiM IMala30H KOHUEeHTpaluuM WIM »OualasoH IIOJIOXUTeJILHOTO 2bdekTa
yKas3upaeTca B Bume oT 1% pmo 50%, npemnojaraeTcs, UYTO 3HadYeHUd,
TakMe Kak oT 2% mo 40%, or 10% mo 30% mym orT 1% mo 3% uM T.O. B
ABHOM BMIE I[I€PEUMCIJIEHH B OaHHOM OIMCaHMM. B KaudecTBe JOpPyI'OTO
IpMyMepa, IOpenrnojiaraeTcsa, 4YTO yKasaHHad KOHLEeHTpalMsa OpuMepHo 203
BKJIOUaET 3HaueHua oT 19,5% nmo 20,5%. IlpuBeleHH JMIIb [IPUMEPH
TOT'O, YUTO B YaAaCTHOCTM IIpenrojaraeTcHd.

[0035] B IOaHHOM OOKYMEeHTe IpenJIOXeHE COCTaBH oJjisg
KOHTPOJIMPYEMOT'O BECBOOOXIEHUA CcOoeIMHeHMA BuTaMyHa D B XeJIlyIOOUHO-—
KUIIEUHOM TpaKkTe CcyObeKTa, KOTOPHM MNIPUMHUMAET VYKAa3aHHHEM COCTaB
BHYTpb. CocTaB ©OyIeT BKJKOUATL COEeOMHEeHMe BUMTaMMHa D COIJIAacHO
HacTosmeMy M300peTeHMI0, KOMIIOHEHT OCHOBH, KOTOPHM obOeclieuMBaeT
CBA3BBaHME COeIMHEeHMS BMHTaMMHa D C BO3MOXHOCTBI IIOCJIEOYyRIEeIo
BHICBOOOXIEHNS M KOHTPOJMPYEMOE BEHCBODOXIEHME COEOMHEHUS BUTaMMHAa
D (Hanpumep, JUMIoOQMUIBHasd OCHOBa), U cTabuamMzaTop (HaIpuMep,
COeIMHEHNVE LEeJUJIIJIOSBH) .

[0036] CTabuUIM3UPOBaHHEN cocTasn COTJIaCHO HacToAeMy
n300peTeHuD IIOCJIe XPaHeHMSA CcoCcTaBa B TeUueHMe KaKOoT'O—-TO IIepuona
BPEMEHM BEICBOOOXIaeT KOJIUMUECTBO 25-TUIPOKCUMBUMTaAMMHA D B IIpOllecce
in vitro pacTBOpPeHMs, KOTOpOe IO CYMeCcTBY He OTJMYUaeTCsa OT
Ipollecca pacTBOPEHMS TOI'O Xe CcOoCTaBa Ccpa3y II0oCJie MIPOU3BOICTBA U
epen xXpaHeHMeM. HalpuMmMep, COIJIaCHO OINHOMY BapMaHTy peaju3alnu,

COCTaB BEHCBODOOXIOaAEeT KOJIMUECTBO 25—I‘I/I,JIpOKCT/IBT/ITal\MHa D B Inpounecce
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in vitro pacTBOpeHMSA TIOCJe BHIEPXKMBaAHMA B YCJIOBMAX XpPaHEeHUS B
TeueHMe OBYX MecsglueB nOpu 25°C M OTHOCUTEJILHOM BJlaxHOCTHM 60%,
KOTOpOoe OoTJM4YaeTcsd B JioOOM 3alaHHEM MOMEHT BpeMeHM PacCTBOPEeHUS
[IOCJle YeTHpex YacoB Ha 30% uiIM MeHee IO CPaBHEHMI C KOJUMUECTBOM,
BHICBODOXIOaeMbIM B TOT Xe MOMEHT BpPeMeHM pPacTBOPeHMa B IIpollecce in
vitro pacTBOpeHMs, MNIPOBOIMMOTO Iepeld BHIEpXMBaHMEM CcocCTaBa IIpu
yKa3aHHBIX YCJIOBUAX XpaHeHM (To ecThb CBEXEeN3TOTOBJIIEHHOTO
IpooykKTa) .

[0037] B Tabiulle HWXe IIPMBEIEHH [IPUMEPH IIpeUMylleCTBEeHHEX

cTemneHel CTa®WMJIBLHOCTHM IIPM XpaHeHUM, IIpellojlaraeMbxXx OJIS BapUaHTOB
peanMsaluyy HaCTOAMEeTO U300peTeHrsa IIocjie xpaHeHusa npu 25°C m 60%

OB, m anbTepHaTuBHO Ipu 40°C m 75% OB mJia pas3HBEX MOMEHTOB BpPEMEeHU
[I0OCJIe IIepBOHAYAaJIbHOT'O WM3TOTOBJIEHMSA M B pas3HbBEe MOMEHTH BpeMeHU B
opolecce MWCIETaHMA Ha pPpacTBOPMMOCTE. CTelleHM CTabMJIBHOCTHU IIPU
XpaHeHMM BHpaxXeHH UYepes MaKCUMaJIbHOe OTKJIOHeHMe OT HOMUHAJBHOIO
IoTeHLUMaJla aKTUBHOCTH, T.e. MakKCuUMaJIbHOe  U3MeHeHNe, B 3,
BeJimurHeE LC. TakXe IIpMBeOeHH aJlbTEepPHATHMBHEE BapPUAaHTH peajiM3alun

MaKCVMMaJIBHOT'O OTKJIOHEHWMA.

Bpema 1 3 © 9 12 18 24
(u) MeCcHAl] Mec. Mec. Mec. MecC. MecC. MecC.
XpaHenue npu 25°C u 60% OB
2 30%, 30%, 30%, 30%, 30%, 30%, 30%,

WIIN WJIIN NI WK W WIIn WIIN
25%, 25%, 25%, 25%, 25%, 25%, 25%,
WJIn WJIIN NI W NI NI WUJIIN
20%, 20%, 20%, 20%, 20%, 20%, 20%,
W I NI NI NI NI WUJIIN
15%, 15%, 15%, 15%, 15%, 15%, 15%,
i 10% VI VI VI VI VI VI
10% 10% 10% 10% 10% 10%
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30%, 30%, 30%, 30%, 30%, 30%, 30%,
MJIIN W W W W NI M
25%, 25%, 25%, 25%, 25%, 25%, 25%,
I W W W W NI W
20%, 20%, 20%, 20%, 20%, 20%, 20%,
MJIIN WU W W W W W
15%, 15%, 15%, 15%, 15%, 15%, 15%,
uim 10% WJIN WJIN MJIn W W MJIN
10% 10% 10% 10% 10% 10%

30%, 30%, 30%, 30%, 30%, 30%, 30%,
MJIN AN WM MM W VI 7RIS
25%, 25%, 25%, 25%, 25%, 25%, 25%,
VI WM WM MM WJIN VI M
20%, 20%, 20%, 20%, 20%, 20%, 20%,
MJIIN MM WM MM W VI M
15%, 15%, 15%, 15%, 15%, 15%, 15%,
i 10% MJIN MJIN MJIN I WA WJIN
10% 103 10% 10% 10% 10%

30%, 30%, 30%, 30%, 30%, 30%, 30%,
I W W W W NI WJIN
25%, 25%, 25%, 25%, 25%, 25%, 25%,
I WU W W NI VI W
20%, 20%, 20%, 20%, 20%, 20%, 20%,
MJIN 2R NN MM VI W 7R
15%, 15%, 15%, 15%, 15%, 15%, 15%,
i 10% WJIN WJInN MJIn M W WJIN
10% 10% 10% 10% 10% 10%
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12 30%, 30%, 30%, 30%, 30%, 30%, 30%,
VIV NI W W W W VI
25%, 25%, 25%, 25%, 25%, 25%, 25%,
VIV NI W NI W W VI
20%, 20%, 20%, 20%, 20%, 20%, 20%,
VIV NI NI W W I I
15%, 15%, 15%, 15%, 15%, 15%, 15%,
mim 10% VI VI VI NI VI VI
10% 10% 10% 10% 10% 10%
Xpaneume mpu 40°C u 75% OB
2 30%, 30%, 30%, 30%, 30%, 30%, 30%,
VIV VI W NI W W VI
25%, 25%, 25%, 25%, 25%, 25%, 25%,
VI VI W VI NI W VI
20%, 20%, 20%, 20%, 20%, 20%, 20%,
VIV NI W W W W VI
15%, 15%, 15%, 15%, 15%, 15%, 15%,
i 10% VI VI VI VI VI VI
10% 10% 10% 10% 10% 10%
4 30%, 30%, 30%, 30%, 30%, 30%, 30%,
VIV NI W W W W VI
25%, 25%, 25%, 25%, 25%, 25%, 25%,
VI W W W NI NI VI
20%, 20%, 20%, 20%, 20%, 20%, 20%,
VI VI W VI NI NI VI
15%, 15%, 15%, 15%, 15%, 15%, 15%,
i 10% VI VI VI VI NI VI
10% 10% 10% 10% 10% 10%
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6 30%, 30%, 30%, 30%, 30%, 30%, 30%,
MJIIN W W W W NI M

25%, 25%, 25%, 25%, 25%, 25%, 25%,

I W W W W NI W

20%, 20%, 20%, 20%, 20%, 20%, 20%,

MJIIN WU W W W W W

15%, 15%, 15%, 15%, 15%, 15%, 15%,

uim 10% WJIN WJIN MJIn W W MJIN

10% 10% 10% 10% 10% 10%

8 30%, 30%, 30%, 30%, 30%, 30%, 30%,
MJIN AN WM MM W VI 7RIS

25%, 25%, 25%, 25%, 25%, 25%, 25%,

VI WM WM MM WJIN VI M

20%, 20%, 20%, 20%, 20%, 20%, 20%,

MJIIN MM WM MM W VI M

15%, 15%, 15%, 15%, 15%, 15%, 15%,

i 10% MJIN MJIN MJIN I WA WJIN

10% 103 10% 10% 10% 10%

12 30%, 30%, 30%, 30%, 30%, 30%, 30%,
I W W W W NI WJIN

25%, 25%, 25%, 25%, 25%, 25%, 25%,

I WU W W NI VI W

20%, 20%, 20%, 20%, 20%, 20%, 20%,

MJIN 2R NN MM VI W 7R

15%, 15%, 15%, 15%, 15%, 15%, 15%,

i 10% WJIN WJInN MJIn M W WJIN

10% 10% 10% 10% 10% 10%

[0038] ComjlacHO OOHOMY M3 TUIOB BapuMaHTOB pealmsalluu,
cocTaB OyoeT MMEThb IpeuMyIeCTBEHHEE CcTelleHu CTabMIILHOCTH,
IIPMEBEeIeHHEe B TabJMile BHIIE, CpPa3ly B HECKOJBbKMX MOMEHTAaxX BPEMEHMU
B IIpOllecCe TIIPOBEIEeHMSA WCIETaHMA Ha PacTBOPMMOCTE, HallpVMMEP, IIO
MeHbIleM Mepe OIOHOBPEeMeHHO B MOMEHTH BpeMeHM uYepe3 2 u 4 uyaca,
HeoOga3aTeJIbHO Takxe B MOMEHT BpEeMeHU yepes o JyacoB,
OOIIOJIHUTEJIbHO HeoO043aTeJIbHO TaKXe B MOMEHT BPEMEeHU Uepes 8 YacoB

M IOOIOJIHUTEJIbHO HeoO4g3aTeJIbHO TakKXe B MOMEHT BpPEeEMeHN UYepes 12
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YacoB TakuM o6pasoM, UTO OpodMJib pPacTBOPeHMI IIoCjie XpaHeHUd
COOTBETCTBYET IPOGUIIO pPacTBOpPEHUA CcBexero IpoaoyKTa.
AJILTEPHATUBHO, cocTaB OyIeT VMeTh I[IpeuMylNeCTBEeHHHE  CTelleHU
CTabuMJIBLHOCTM, I[pPMBeOeHHEHEe B TabJjulle BHIe, B IO MeHBIIEM Mepe
MOMEHTE BpeMeHM uepe3s 2, 6 M 12 4Yacos. AJbBTepHATMBHO, COCTaB
OyoeT MMETH IPEMMyMeCTBEHHEE CTeleHU CTabMJILHOCTM, I[IPMBEIOEHHEE B
Tad®ulle BHIIE, B II0 MeHbIEeM Mepe MOMEeHTH BpeMeHu uepes 4, 8 u 12
YacoB. AJIbTepHaTUBHO, cocTaB Bymem VMEeThb IpeuMmyleCTBEeHHBE
CTeleHM CcTaduJIbLHOCTHM, IIPMBeleHHHe B TabJMlle BHIIe, B II0 MeHbLIIeN
Mepe MOMEHTH BpPeMeHM uepes 2, 4 M 6 yacoB. AJLTepHATUBHO, COCTAaB
ByoeT MMeTb IpeMMyMeCTBEeHHHEe CTeleHM CTabMJILHOCTM, IIPMBEOeHHHE B
TabJulle BHIIe, B IO MeHLIIeM Mepe MOMeHTH BpeMeHU uepe3 4, 6, 8 u
12 yacoB MJM BO BCe MOMEHTH BpeMeHM B TeueHue 4 UacoB M IIOCIe.

[0039] B mmwboM ¥ BCexX BapMaHTax pealu3aluuy u300peTeHud,
ONMCAaHHHX B Tabjulle BHINe, OpellojlaraeTcsa, UYTO OTKJIOHEeHMEe MOXEeT
OBITEL  IOJIOXUTENLHEM (OoJibllee BHCBOOOXIEHMEe) WM OTPHUlATeJIbHBEM
(MeHbIIEE BHICBODOXIeHME) 1o OTHOMEHMID K cBexeMy IIPOOYKTY.
CorJjlacHO OIHOMY M3 TMIIOB BapMaHTORB pealM3aluM, OpennojaraeTcHd,
UTO OTKJIOHeHMe OyImeT MMEeTb OTpMlIaTeJIbHOe (MeHbllee BHCBOOOXIeHME)
HalpaBJIeHME B HEeCKOJIbKMX BPEeMeHHHX Toukax. BoJjiee TOro, COIJIACHO
OOHOMY M3 TUIIOB BapMaHTOB pealMszaluu, OopennojlaraeTcs, UTo
OTKJIOHEHME BEJIMUMHE BHCBOOOXIEHMS B IIPOlLleCCe pacCTBOpeHUsa OyIeT
OTpHUIlATEJILHEIM (MeHbllee BHCBOOOXIEeHMEe) B HECKOJLKUX BPEMEeHHBX
TOUKax, HO B MNPUCYTCTBUM B COCTaBe CTadUIMIUPYRIEeIO aleHTa.

[0040] CorymacHo JwboMy IpelrnojalaeMOMy B IaHHOM IOKyMeHTe
BapMaHTy PpeaJusalluu, Ipodunib cocTaBa IIPM  BHCBOOOXIEHMM B
opoliecce pacTBOPeHMS MOXeT ofJjladaTh XapaKTepucTUukaMy JIOoTo
opuMepa, IPpUBEIeHHOTO HIXKe . Hanpumep, cocTaB MOXeT OHITE
oxXapakKTepus3oBaH OpodmieM BHCBODOXIeHMS B IIpollecce pPacTBOPEeHUuH,
obecreurBalmMM BECBOOOXOeHMEe COeIMHEeHMs BUTaMMHa D MeHee 30%
yepes 2 uyaca, 0oJjee 45% uyepe3 6 yacoB, u 0O6ojyee 80% uepes 12
JacoB, UM Jaljlee HeoOdA3aTeJIbHO MeHee 60% yepes 6 UacCoOB.

[0041] CorylacHO IOpyI'OMy THUIIY peajin3aluy M300peTeHrsd, COCTaB
MOXHO OXapaKTepMn30BaTh npoduniieMm in vitro pacTBOpPEeHUS,
obecrieurBaKmMM BECBOOOXIOeHMEe COeIMHeHUsa BUTaMMHa D MeHee 30%

yepes oT 100 mo 140 mMuHYT, OoJiee 45% uyepes oT 5 mo 7 yacoB, u
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Bojiee 80% wyepe3z or 11 pmo 13 wacor. CoIJlacHO »OPYI'OMY TUITY
pealmMzaluuM M300peTeHMsI, COCTaB MOXHO OXapaKTepM30BaTh NpOodUIIeM
in vitro pacTBOpeHHMsa, o0eclIeuMBaKIUM BHCBOOOXIEHME COeOVHEHUS
BuTaMrMHa D MeHee 30% uepes 2 uyaca, O0oJjiee 45% uepes 6 UYacoB, Hu
Bojiee 80% uyepes 12 dyacoB. COIJIACHO YKaszaHHBEM TUIIaM peaju3alun
nz00peTeHMsa, HeoOA3aTeJIbHO YyKas3aHHOe BHCBODOXIEHMEe COeOMHEHUSA
BUTaMyHa D yepes oT 5 mo 7 4YacopB cCocTaBJigeT MeHee 603 MM depes
6 Jacop cocTaBJfgeT MeHee 60%.

[0042] CorJylacHO IOpyT'OMy THUIIY pealM3alluu M300peTeHrsd, COCTaB
MOXXHO oxXapaKTepu30BaTh npoduieMm in vitro pacTBOpeHu4,
ofecreurBaKMMM BHCBOOOXIEHNE COeOMHEeHMAa BUTaMyMHa D OT [OIPMMEPHO
20% 1no mnpumMmepHOo 40% uyepe3s 2 Yaca, IO MeHbmel Mepe 35% uUepes 6
YacoB M IO MeHblel Mepe 70% uyepe3 12 uyacoB. CoIJlaCHO OpyToMy
TUIIYy pealu3alumM Un300peTeHUd, COCTaB MOXHO OXapaKTepu30BaThb
npodpuiemM in vitro pacTBOpeHU4, oBeclrieurpaliM  BECBOOOXIEHME
COeIMHEHVSa BMTaMMHa D OT IIpMMepHO 25% 0o IIpUMepHO 35% uepes 2
yaca, IO MeHbmenm Mepe 40% uyepe3 6 YacOB U IO MeHbleM Mepe 75%
yepe3 12 uyacoB. CoIJIaCHO YKasaHHHM TUIIAM peajM3aluM M300peTeHuUd,
HeoBfA3aTeJILHO YyKa3aHHOe BHCBOOOXIeHMe COeIMHeHUd BUTaMMHa D
cCoCTaBJIgeT, HalpuMmep, /5% WM MeHee Uepes 6 Yacob, WM 65% wmiu
MeHee Uepes 6 uyacor, uau 60% MJIM MeHee Uepes3s 6 UaCOB.

[0043] CorylacHo JioOOMYy EBapMaHTy peaju3aluy, OIMCAHHOMY B
OaHHOM IOOKYMEeHTe, CTabuUIM3UPOBaHHEMN cocTaB MOXHO
oxXapaKTepusoBaThb LTmax nocJe BBeOeHusd JleKapCTBEHHOM bopme
NaluMeHTy-4deJIOBeKy, B TeueHMe IO MeHbNeM Mepe 4 dYacoB, WMIM IO
MeHbBIIE Mepe 8 UYacoB, WJIM II0 MeHblleM Mepe 12 YacoB, WIM TIO
MeHbIle¥ Mepe 18 uYacoB, WJIM II0 MeHbme¥ Mepe 20 uYacoB, WIM IO
MeHbIIeV Mepe 24 YacoB, MM IO MeHBIIeWM Mepe 28 YacoB, HalpuUMep, B
ovanazoHe oT 4 pmo 96 YacoB, WMIM B IOMalasoHe oT 18 pmo 30 yacos,
MJIM B OMallazoHe oT 13 mo 28 YWacoB, MJIM COCTaRJgeT 28 4YacoB.

[0044] CoryacHo JoOOMy BapMaHTy pealu3alluy, IpenrnojiaraeMoMy
HaCcTOAIMM M300peTeHreM, COCTaB, CcolepXamluh 25-THUIAPOKCHUBUTAMMUH D
MOXHO OXapaKTepu30BaThk IpUBeleHVeM Cpax C TIOINPABKOM Ha MCXOIHHE
IDaHHEIE Ha MMKpOTpaMM 25-TMAPOKCHMBMTaMMHa D B IMala30He OT
npumepHo 0,0133 Hr/min mo npuMepsHo 0,04 HT/MI, eclaM BBOIUTCSA

B3pPOCIJIOMY UYeJIOBEKY .
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[0045] CoryacHo JwboMy crocofy, IIpenrnojiaraeMoMy HacCToAlyM
nz3o0bpeTeHMeM, CIOCOO MOXeT BKJOUATE BBeleHMEe CTabUIM3UMPOBAHHOU
JIeKapCTBEHHOM GOpPMEL OJIA 3aMeOdJIEHHOT'O BECBOOOXIEeHMA, CcoIepXalen
coenuMHeHMe 25-THUIPOKCUBMTaAMMHA D HaLUMEHTYy-4UeJIOBEKY, BKJIOUAKINUN
BBeeHUe 50PeK TUBHOTO KOJIMYeCcTBa cocTaBa IaluMeHTy 0JIid
oBecrneueHusa BeJMUMHEL Crax C I[ONPaBKOM Ha MCXOIHHBE HOaHHHE IIO
MeHbllel Mepe nOpuMepHo 0,2 HID/MJI ¥ HeoOS3aTeJIbHO MeHee 110 HT/MI,
M IOOMIOJIHUTEJIbHO Heobd3aTeslbHO 24 HI/MJI WMJIM MeHee, HaIpuMep, B
nrarnasoHe oT HnpuMmepHo 0,2 mo npuMepHO 24 HT/MII.

[0046] CoryacHo JwboMy crocoby, IOpenrnojaraeMoMy HacCTOoAMYUM
nzobpeTeHMeM, CIOCO0 MOXeT BKJIOUATEL BBeleHMe CTabUIM3UMPOBaHHOM
JleKapCTBEHHOV (GOpPMEL C 3aMeIJIeHHEIM BECBOOOXIEeHMEM, CcolepXamen
coenuHeHMe 25-TUOPOKCUBMTaMMHa D, OallMeHTYy-4eJIOBeKYy, BKJIOUAKIUNA
BBelleHUE 20OeKTUBHOTO KOJIMYeCTBa cocraBa nauyeHTy 0JIsd
oBecneuenusa BeJIMUMHEL AUCo-inf C IIONPABKOM Ha MCXOIHEE NIaHHHeEe IIO0
MeHbIeM Mepe 52 HIO*u/MJI, U HeoBsg3aTeJlbHO MeHee 34500 HT*u/MJI, U
TIOTOJIHUTEJILHO HeoBg3aTelJIbHO OpuMepHo 12000 HT*u/MI Wi MeHee,
HalpyMep, B OMarnasoHe OT OpuMepHO 52 HT*u/Min mo npuMepHo 12000
HT*u/MIT.

[00477] CormacHo JwOOMy BapuUaHTy peau3ally, OIMCaHHOMY B
OaHHOM IOKYMEHTe, IOoOpas3yMeBaeTCsd, UYTO CTabWMJIM3MPOBAHHEM COCTaB
[IoCJle XpaHeHMAd MOXeT ObBTh OMOBKBMBAJIEHTEH CBEXEM3TOTOBJIEHHOMY
nponykTy. Tak, HalpuMep, CTadUIM3UPOBAHHLM COCTAaB IIOCJe XpaHeHUSd
MOXeT ofecrneumMBaTh ILJIOMANbL IIOO KPMBOM IJS aKTMBHOTO KOMIIOHEHTa
(M ofmero colepXaHua 25-TMIPOKCHMBMTaMMHa D B CHBOpOTKe), AUC
(HanpuMep, AUCo-ing wmim AUCo-+) B IHOpelejax 90% OOBepUTEJIBHOI'O
VMHTepBaJla, MIM B IHpenejax oT 80% mo 125% cpelHero 3HaAUeHUSA, WU
B Ipenejiax oT 80% mo 120% cCcpelHeI'O 3HaUYeHUs CEBeXel'o I[IPOoOyKTa.
OOMOJHUTEJNILHO WIM B KadeCcTBe aJIbTEePHATUBH, CTadbUMIM3UPOBAaHHLBN
cocTaB IIOCJie XpPaHeHMsa MOXeT ofecClledMBaTh MaKCUMyM KOHLIEHTPAaLNWU
AKTMBHOI'O KOMIIOHEHTa B CHBOPOTKe (MM ofWero comepXaHusa 25-
TUIPOKCUMBUTaAMMHA D B CHBOPOTKE), Crax (HampuMep, Cpax abCOJIOTHOE
i  Cpax IO CPaABHEHMI C MCXOIOHBIMM HOaHHBEIMM) B IHOpepmejiax 90%
OOBEPUTEJILHOTO MHTepBajla, WIM B HOpenejax oT 80% mo 125% cpenHero
3HauUeHusd, WIM B Ipenejax oT 80% mpmo 120% cpelHero 3HaueHUA

cBexerl'o IpooyKTa.
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[0048] CormJlacHO OIOHOMY BapMaHTy peanmsanuum,
CTabUIM3MPORBAHHEM cocTasn COOEPXUT OOUH NI 0Ba nu3 25-
ITUMOpoOKCUBUTaMMHa Dz M 25-TMOpokcHMBUTaMMHa D3, BOCKOBYK OCHOBY U
CoenOMHEHMe LeJUIJIO3E. COoIJlaCHO OIHOMY AacIeKTy, CTabuIM3MPOBaHHHM
COCTaB COOEPXUT OIOMH WK o060a U3 25-TUIPOKCUBMTaMMHa Dz u 25-
TUOPOKCUBUTAMUHA Ds, BOCKOBVYIO OCHOBY n 11 eJIJII0JIO 3HEIM
CTabuamusupywmmui areHT. COTJIaCHO IOPYyTOMYy acllekTy, COCTaB COIEPXUT
oovH maM o06a M3 25-THMIpOKCHMBUTaMMHa D2 M 25-TMOpOoKCHMBUTaMMHa Ds,
BOCKOBYID OCHOBY " 50OOEKTMBHOE KOJIMUECTBO COEONVHEHMUI LIeJIJIJIO3H
s obecrneueHMsa OPEeMMyMEeCTBEHHOM CTeleHM CTabMIBbHOCTHM, OINMCAHHOMU
B IOaHHOM HIOOKYMeHTe, HalpuMep, B IMIPUMBEIEHHOM BbIe Tabjulle WIX B
COOTBETCTBUKM C JIOOBIM  IIPMMEPOM, OIIMCAHHEM  HMXe. Hanpuwmep,
KOJIMUECTBO MOXeT OBTh 3OOeKTUMBHEM, UYTOOE OOECIeuUMTh Pas3HMIY Ha
30% wmIM MeHee MeXOy KOJMYECTEOM  BHCBODOXIaeMOI'O  aKTHMBHOIO
KOMIIOHEHTa B Ipollecce 1in Vvitro pacTBOpPeHMA MOCJE BHIOEPXKUMBAHUSA B

YCIIOBMAX XPaHeHMA B TedeHNMe IIO MeHbIlIel Mepe OIOHOI'O MecCHdlla IIpKr

25°C ® OTHOCMTENBLHOV BJaxHOoCTM 60% B J0o0O0¥ MOMEHT BpEeMeHU
PacTBOPEHNA UM KOJUUYECTBOM, BHCBOOOXOAEeMEIM B TOT Xe& MOMEHT
BpeMeHM pacTBOpPEHMSA B IIpollecce 1n vitro pacTBOPEHMs, IPOBOIMMOTO
lepel BHIOEPXMBaAHMEM COCTaBa B yKaB3aHHBEX YCJOBMAX  XpPaHeHWUd,
[IOCKOJIBKY COCTaB CpaBHeHMA 0e3 CcTabuiusupynlero areHTa IpuBeneT
K OoJIblIeM pasHMIle B BEHCBOOOXIEHMM IIOCPEICTBOM pacTBOPEHMS IIOCJHe
XpaHeHMsa B YKa3aHHHX YCJIOBUAX.

[0049] CorJjlacHO OIHOMY AacIleKTy, COoCcTaB IpencTaByigseT cobomn
VIIYUIeHHE COCTaB [JIS KOHTPOJMPYEMOTO BHCBOOOXIEHUS COeOVHEeHUS

BUTaMIMHa D B KeJIYOOUHO~—KHMIIEeUYHOM TpaKTe cybweKTa, KOTOpHﬁ

IIPMHYVIMaeT YKaBaHHHﬁ coCcTaB BHYTPE . CorJjiacHO OIOHOMY BapMaHTYy
peaJimszaunm, YIIydlieH1Ee cocTouT B nodaBJIeHUM LIeJIJIINJIO3SHOT'O
CTaGMHMBMpymmePO areHTa B coCcTaB IOJId KOHTPOJIMPYEMOTI'O

BEHICBOOOXIOEHUSI COEOMHEHMS BHUTaMMHa D B XeJYIOUHO-KUIIEUHOM TpPaKTe
cy®BeKTa, KOTOPHN IIPUHMMAET YKA3aHHHM COCTAB BHYTPb. COTIJIAaCHO
IPpYyTOMYy BapMaHTy peajMs3aluM, YIIYUIeHMe COCTOMT B 5SOPeKTMBHOM
KOJIMUEeCTBEe COeIMHEeHMS LeJJIOJIOBH, »Oo0aBJIEHHOTO B COCTAaB OJd
KOHTPOJIMPYEMOT'O BHCBOOOXIESHMS COeIMHEHMS BMUTaMMHa D B XeJIYIOUHO-—

KHMImmedHOM TpaKTe cyOBeKTa, KOTOpHﬁ I[IPMHYVIMaeT yKaBaHHHﬁ COoCTaB
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BHYTPEL IJia oOecleueHMsa [OpeMMymleCTBEHHOM CTeleHu CTabuiIbHOCTH,
ONMCaHHOM B HOaHHOM IOKYMeHTe, HalpyMep, B IPMBEIOEHHOMW  BHIIE
TabJMile WMJIM B COOTBETCTBMM C JIOOBIM IIPUMEPOM, OIMCAaHHBIM HIWXE.
Hanpumep, KOJIMUYECTBO MOXeT OHTL 5SOOeKTUBHEM OJ9 OO0ecleueHuUsd
pazHMUE Ha 30% WM MeHee MeXOy KOJMUEeCTBOM BECBOOOXIAeMOTO
aKTMBHOTO KOMIIOHEeHTa B Ipollecce 1in vitro pacTBoOpeHMs IIOCJe
BHIOECPXUBAHUS B YCJOBMSAX XPaHeHMsS B TeueHMe IIO MeHbllel Mepe
oOHOTO Mecsua Inpu 25°C ¥ OTHOCUTeJILHOM BJAXHOCTM 60% B J0OOMU
MOMEHT BpPEMEHM PaCTBOPEHUSA M BHCBOOOXIaeMBEIM KOJMUYECTBOM B TOT Xe
MOMEHT BpeMeHM PacTBOpeHMs B IIpolecce 1n vVvitro pacTBoOpeHUs,
IIPOBOOVMMOTO II€PEen BHIOEPXMBAHMEM COCTaBa B YKas3aHHHEX YCJIOBUAX
XpaHeHMs, IIOCKOJIbKYy CocCTaB cCcpaBHeHMA 0e3 CcTabuIM3npyomero areHTa
[IPUBEOEeT K BoJibmen pasHuIle B BEICBOOOXIEHUN [IOCpPEenCTBOM
PacTBOPEHUSA IIOCJIe XPaHeHUHd B TexX Xe YCIOBUAX.

[0050] CrTadbunmmsupyromre AareHTH MOTYT BKJIOUATL COEeOVMHEHUSA
L EJLJTI0JIO 3 . TprMepPH coeIMHEeHUN LEJJIIJIO3H U CTabUIN3UPYINX
aTeHTOR IJIA I[IPMMEHEHUS B CTaOMIM3UMPOBAHHEIX COCTaBax COIJIACHO
HaCTOAIEMY n300peTEeHND MOTYT BKJIOUATE, He OT'paHUUMBaACh
YKa3aHHBEMI, LEeJIJIIIIOPOHOBYIO KMCJIOTY (celluloronic acid),
KapBOOKCHUMe TUJILLEJIJIIIIO3Y , DTUIILEJIIIIOBY, TUOPOKCUIIS TUJILLEJIIIIIIO3Y ,
TUIOPOKCUIIIIPONIMIILEIIIIIIIO Y, TUIPOKCUIIIIPOIINUIIME TUJILEJIITIIIO3Y ,
MeTUJILEJJII0JIORY, I[IOJIMaHMOHHY LeJJInJo3y UM UX KoMOMHauMu. Takxe
nmompasyMeBanTCHd OOMH WIIN BoJee [IOJIOKCaMepoB (HanpuMep,
nojiokcamep 407), [Doau (2TUIIEHOKCUI) TIIOJMMepH (Hanpmumep, POLYOX
[IOJIMMEPH TIPOM3BOIOCTBAa DOW), IOBUIOHH UM BHECOKOOMUCIIEPCHHM IMOKCUD
KpeMHUsa (Hanpumep, AEROSIL 200, Evonik Industries AG, 3ScceH,
Tlepmanmsa) . CTabuamzaTop, HalpuMep, CoeMHEHNUE LI&JLJII0JIO 3HI,
OpennouTUuTeJIbHO IIPUCYTCTBYeT B  KOJMUECTBe II0 MeHbIel Mepe

npMMepHo 5% cocTaBa B IIepecueTe Ha ofmyw Maccy cocTaBa 3a

VMCKJIDUEeHNMEM JIOBIX IOOITIOJIHM T EJIE HEIX HOKpBITI/HZ M oBoJIouek (%
Macc.) . HaHpMMep, COoelIlMHeHMEe LeJUJIJIO3EI MOXeT IIPUMCYTCTBOBATE B

KoJIMUeCcTBe II0 MeHbelM Mepe 5 mMacc.$ cocTaBa, WMJIM IO MeHLIIEM Mepe
10 Macc.$ cocTaBa, WMIM IO MeHbmey Mepe 15 Macc.% cocTaBa, WIM
Bojsiee 5 mMacc.% cocTaBa, wmiIM 6Oojgee 10 Macc.% cocTaBa, WM 0OoJjlee

15 mMmacc.% cocrapa. llpuemiieMble OMalla30OHHE BKJOUYAKT OT 5 Macc.$ IO
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30 MmMacc.%, or 10 macc.% mo 20 mMacc.%, or 10 mMmacc.% mo 15 macc.%,
or 5 Macc.% mo 15 macc.¥ m orT 7.5 Macc.% pmo 12.5 Macc.%. IIpuMepsl
BKJIOUAKT IIpUMEPHO 5 Macc.%, IIpMMepHO 6 Macc.%, I[IpUMepHO 7/
Macc.%, IOpuMMepHO 8 Macc.$%, IOpuMepHo 9 wMacc.%, npumMmepHo 10
Macc.%, HnopuMepHo 11 wMacc.$%, OpuMepHO 12 wMacc$, OIpuMepHO 13
Macc.%, npuMepHo 14 Macc.$ M nOpumepHo 15 macc.%. ByIneT TOHATHO,
YTO CTabMiIM3UpyRNMM areHT B KOHTEKCTe OIMCaHMsa IIpelcTaBJdeT
coBoM areHT, KOTOPHM CTabuIM3UpyeT Opoduiib BHCBODOXIEHUS IIPU
pacTBoOpeHUM (M, CJeOOBaTeJbHO, TakXe U NOpoduJib BHEHCBOOOXIEeHMS in
vivo) @mja4 IOpemoTBpaleHMs SBHAUMUTEJILHOTO M3MeHeHMS ¢ TeueHMeM
BpeMeHM B IIpollecce XpaHeHUsa IIPpU OolIpedeJIeHHHX YCJOBUAX, HalpuMep,
B OOBUHHX YCJOBUAX XpaHeHUA. He mOpeanojaraeTcs, YTO »OpyTHUe
aTeHTH, V3BEeCTHLE B obJyacTu TeXHUKN Kak KOHCEPBAaHTH,
OpeIoTBpamamnmye pasJjiokKeHre aKTMBHOTO KOMIOHeHTa Kak TaKoBOTO,
OXBATHBAKTCHA TOHATUAMU «CTaBUIMBUPYRIUNA aTeHT» U «KCTaduian3aTop»,
XOTS TakKMe KOHCEPBAHTH TakKXe IMOOpa3yMeBalTCsa IOJS MCIOJbL30BaHUA B
CcocTaBax COIJIaCHO HacCToAlleMy M300peTeHMUo.

[0051] CormJjlacHO OIOHOMY KJlaccy BapMaHTOB peanusaumnm,

COelIMHEeEHNVEe LIeJUJIIJIO3EI IIpencTaBJideT cobom 20UpP LeJUIoJIO3E. [IpuMepH

20upoB L eJIJTI0JIO BE BRJIOUAT, He OTPaHUUYMBASACDH yKa3aHHBEMM,
Me TUJILLEeJIJIIIIO3Y, TUOPOKCUJIITPOINIIME TUIILLEJIJIIIIO3Y,
TUOPOKCUIIS TUIIME THUIILeJIJII0NI03Y , TUOPOKCUIID TUIILIEJIJIOIIO3Y,

TUOPOKCUJIIIPONMIILLEJIIIINIIOBY M UMX KOMOMHALMM.

[0052] I'MIOIPOKCUIIIPONINIIME TUJILLeJIIIIIO 38 (HPMC) 0CODEeHHO
MHTepecHa. HPMC MOXHO oOXapaKTepus3s0BaTh ONHMM MM 0OoJiee CJIeOYIMMX
IIPM3HAKOB, KOTOPHE B UYaCTHOCTM I[IOIpa3yMeBalTCA Ppa3mOeJjIbHO U B

KoMOuMHauuu. CoIepxaHMe, B %, MEeTUIOKCWUJILHOT'O KOMIIOHeHTa B HPMC

oo

MOXeT HaxXOoIMTbCA B JIuamnas3oHe oT 19 po 24. ConepxaHue, B P

TUOPOKCUIIPONIMIIBHOTO KOMIIOHEHTA MOXEeT HaxXOOUTLCS B IOMallasoHe oOT 7/
mo 12. IOuHaMMuyecKas BSA3KOCTE (2%-HOTO pacTBopa B Bome mopu 20°C)
MOXeT COCTAaBJIATL I1I0 MeHbmel Mepe 50000 cllz, MIM IO MeHLIEN Mepe
80000 cllz, wmiuM B [OuanasoHe oOT HOpuMepHo 80 nmo 120000 cllz, wiwm
or3000 mo 120000 cllz, mam or 11000 mo 120000 cliz, mam oT 80000

oo 120000 «cllz. B 4YacTHOCTHM, »OMHaMHMUeckKas BSA3KOCTH (2%-HOTO

pacTBopa B Bome npu 20°C) MOXeT HaAXOOMTLCS B OuamnasoHe oT 80000
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no 120000 cllz. BeguumHa pH (1%-HOT'O pacTBOpa B BOIE) MOXET
HaxXxoOUTbLCSA B mOMana3oHe oT 5.5 1»mo 8.0. Hanpumep, #moaoxozndmas
TUOPOKCUIIIIPOIMIIME TUJIILLEJIJIIIIO 34, MMena g BCe BHIIEeYKa3aHHEE

CBOMCTRa, BKJOUad IMHAMMUECKYI BA3KOCTH (2%—-HOTO pacTBOpa B BOIe

npm 20°C) B mmanasoHe oT 80000 mo 120000 cll3, npemcraByisgeT coboit
METHOCEL K100M CR (oT xowmmaHum Dow Wolff Cellulosics, MwunjaHm,
MuumraH) .

[0053] ComjlacHO OOHOMY M3 TUIIOB BapuMaHTOB peajlusaluun,
CoeIMHEeHMe LeJUJInJIO3H OyIoeT HepaCTBOPMMEM B OCHOBEe COCTaBa IIpHU
TeMIIepaType IJIaBJIeHMS OCHOBHBIX KOMIIOHEHTOB OCHOBH, HaIpuUMep, IIpU
65°C mimM B OuamnasoHe oT 60°C mo 75°C.

[0054] CorJjlacHO OIOHOMY M3 TUIIOB BapMaHTOB peajuMs3aluy,
COeIMHEHNVE LeJUJIJIO3H OyIeT I'MIAIPOQWUJILHEIM.

[0055] dapMalleBTUUECKUE CcoOCTaBH COIJIaCHO HacTogmeMy
n300peTeHuD, CcolepXalMre OIOMH WM 0oJiee M3 25-THMIAPOKCHMBMTaMMHa D
U 25-THUIOPOKCHUBMTaMMHa D3 M COeIMHEHME LEJUJIJIO3H, MMEKnT HEOXMIaHHO
YIIYUIIEHHY CTabMJIEHOCTE IIO0 CpPaBHEHMIK C CcOocTaBaMM 0e3 COeIVHEeHUA
L EJIJII0JIO 3 . CorJiacHO OOHOMY BapMaHTy peanu3zauumn,
CTabUIM3UPOBaHHEMN cocTasn COTJIaCHO HacTOoAlEeMY n300peTeHU
COOEPXUT CMEeChb HecyleM aKTUBHEM areHT JMUIOPMJIBHOM  OCHOBH,
comepxamer onouH wiIu oBa wu3 25-TMIApPOKCUBUTaMMHa Dz u  25-
TUIPOKCUBUTaAMMHA D3, U LeJJIOJOBHEM CTadbuIM3UPYRNUM areHT, IIpUUYeM
YKaBaHHBEIM COCTaBR BHCBOOOXKIAET KOJIUMUECTBO 25-TumIpokcuBUTaMyHa D B
npoliecce 1in vitro pacTBOpeHMS IIOCJEe BHISPKMBAHUSA B YCJIOBUAX
XpaHeHrMd B TeueHMe II0 MeHbIlell Mepe OOHOTO Mecdula opu 25°C u
OTHOCUTEJILHOM BJIaxHoCcTu 60%, KOTOpoe OoTJMUuaeTCcsa B JoOoW 3amaHHBM
MOMEHT BpPEeMeHM pacTBOpeHUs Ha 30% wWIM MeHee I[I0O CpPaBHEHUID C
KOJIMYEeCTBOM, BEHCBOOOXIAaeMHM B TOT X& MOMEHT BPEeMEeHM pacTBOPEHUS
B npoliecce in vitro pacTBOpeHMS, IPOBOOVMOTO Ha
CBEXEM3TOTOBJIEHHOM IPOOYKTE.

[0056] CocTaBE, KOTOPHE He CTabMIM3MPOBAHHE, IEMOHCTPUPYIOT
V3MEeHEHME B KOJIMUYECTBE AaKTMBHOTI'O MHIpPEeIMeHTa, BHCBOOOXIaeMOT'O
mocJjie TOT'O, KaK KOMIIO3MIMSA XpaHuJlack B TeUeHMEe HeKOTOpOTIo
epuoma BPEMEHH, UyTO  [IOKasaHo B paslelie «IIpUMepPE»  HUXE.

HecTa®uamsmMpoBaHHHM] cocTan BHICBOOOXIAET KOJIMUECTBO 25-
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TUAPOKCUBUTaMMHa D IOocJie BHOSPXVMBaAHMA B YCJOBUAX XpaHeHUSd,
KOTOpPOe MOXET BapbMpPOBaAThL B 3aldaHHHM MOMEHT BPEMeHM PacTBOPEHUH,
HallpuMep, Bbojiee ueM Ha 30% 1[I0 CpaBHEHMI C KOJMUECTEBOM,
BEHICBODOXIOaeMbEIM B TOT Xe& CcaMblll MOMEHT BpPeMeHM pPacCTBOPEHUS B
opoliecce in vitro pacTBOpeHUs, IIPOBOOMMOTO Ha
CBEXelIPUTOTOBJIEHHOM HNpOOyKTe. lV3MeHeHMSA  BO3MOXHEL B  CTOPOHY
YBeJIMUEeHUS WM YMeHBIeHMS CKOPOCTHM PacTBOPEeHMS B 3aldaHHBM MOMEHT
BpeMeHM pPacTBOPEHMSa, U YyKasaHHHEe HK3MeHeHUd O00yCJIaBIMBAT MIPOOUIIL
PacTBOpeHMI, KpHMBasg KOTOPOTO OTIMYaeTCa OT GOpMH MNepBOHAUYAJBHOTO
npoduisg PacTBOpPEHUS. HecTa®uam3MpOoBaHHEM cocTaB TaKkxe
OEeMOHCTPUPYET PpasjMyHee 1in vivo 20deKTH OO CpaBHEHUI  CO
CTabUIM3MPOBAHHEM COCTAaBOM COTJIACHO HACTOAMEeMYy M300peTeHU I[IOCJe
XpaHeHUs COTJIaCHO TIIPUBEIOeHHOMY OIIMCaHMIO, HalpuMep, Iocje 3 WiIu
foJjlee MecdlLeB XpaHeHMS 1IOpu 25°C um 60% OB. CrabuMiIM3upOoBaHHLIMI
COCTaRB OeMOHCTPpHUPYeT oTIMYAaKIMECS KJIIMHUYEeCKNE
bapMakKOKMHETUUECKHUE napaMeTpH, Taxkue Kak yIlyudineHHa g
BMOOOCTYIHOCTL, IO CpPaBHEeHMI C HeCTabuIM3MPOBaAHHEM COCTaBOM

I10CJIe XPaHEeHMA COIUJIaCHO IIpMBeIeHHOMY OIIMCaHMIO, HallpryMMep, IIoCJIe 3

u BoJlee MecsleB XpaHeHusa npu 25°C m 60% OB. CrabuimM3MpOBaHHLI
COCTaB COIJIaCHO HacTofAlleMy M300peTeHMI0 MOXeT MMeTh OCHOBHOM
cocrTas, HeCcTa®WJIBHEM  IpM  XpaHeHUH, KOTOPHM  OOBEeIUHSIIT Cco
CTabUIM3BUPYIMM aleHTOM, KOTOPHM HejlaeT COCTakR CTabWUJILHEIM IIPU
XpaHeHM, KaK OIMCAaHO B IOaHHOM HOOKYMeHTe.

[0057] OcHOBa, KoTOopasd CBASREBAET c BO3MOXHOCTBIO
IoCJIeOyKIMEero BHCBOOOXIEHUA U KOHTPOJIUPYEMO BHCBODOXIAET aKTUBHEM
KOMIIOHEHT  MOXET NIpencTaBJIaTh cobon, HallpuMep, JINIIOQUITE HYIO
OCHOBY, B TOM UMCJIe, BOCKOBYK OCHOBY. BOCKOBafd OCHOBa MOXeT
00ecneumTs COCTaB, KOTOPHM HABJSESTCS TBEePIHM WM I[IOJYTBEPIEM IIPU
KOMHATHOM TeMIlepaType ¥ TBepObBM, TOJYTBEPOHM WIM KUOKKUM I[IpU
TeMllepaType TeJla, I[IPeOlIOUTUTEJIbHO, [IOJIYTBEPOEM WM XUIOKKUM IIPpU
TeMllepaType Tejla. CoIylaCHO OIHOMY  acIlekTy, BOCKOBasg OCHOBa
COOEPXUT aleHT KOHTPOJIUPYEMOI'O  BHCBOOOXIEHUA, SMyJIETaTOp WU
CIIOCOOCTByKIlee BCACHBaHMK BelleCTBO.

[0058] [TprMe s ATEeHTOB KOHTPOJIMPYEMOTO BEICBOOOXIEHW I,

IIprmeMIJIEMEIX IJIA MCIIOJIBE30OBAaHMUA, BKJIOUAKT, He OT'PaHNUUNMBaAACHE
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yKa3aHHBEMU, BOCKMU, BKJIOUAS CUHTEeTHUYECKUE BOCKMU,
MUKPOKPUCTAJIJIMUECKUM BOCK, NapadMHOBHM BOCK, KapHayOCKMM BOCK U
OUEeJIMHB BOCK,; I[IPOM3BOIHHE IIOJMUDTOKCUIMPOBAHHOTO KaCTOPOBOTO
MacJja, TI'MIPOTeHMPOBAHHHE pPacCTUTeJIbHHE Macja, IJIMIEPMHOBHEHE MOHO-,
ov-— WIIn TpubereHaTHl; OJIMHHOILIEIIOUEeUHHE CIIMPTH, Takue Kak
CTeapuJIOBHM CHUPT, LUEeTUJIOBEM CIVPT ¥ DOJUBTUIIEHTJIMKOJIL; U CMecCH
JIIOOHIX BHIIEeYKA3aHHEX BemMecTB. HenepeBapuBaeMele BOCKOBEE BelecTBa,
TakMe Kak TBepOble NapadMHOBEE BOCKM, SABJIAITCS IPEONOUTUTEJIbHBIMA .
[0059] ATeHT KOHTPOJINPYEMOTO BHICBODOOXIEHUSA MOXeT
IpUCYTCTBOBATEL B KOJMUeCTBe IIO MeHbllel Mepe 5 wmMmacc.$% cocTara,
uim ©6oJee nOpuMepHo 5 Macc.% cocTaBa. Hamopumep, B 3aBUCKMMOCTU OT
VCIIOJIbE3YEMOTO areHTa KOHTPOJIUPYEMOTO BEHICBOOOXIEHMS, areHT
KOHTPOJIMPYEMOT'O BEHCBODOXIEHMSI MOXEeT coIepXaTh II0 MeHbIlel Mepe 5
Macc.% cocTaBa WJIM II0 MeHbmeM Mepe 10 Macc.$ cocTaBa, WIM IO
MeHbmeM Mepe 15 Macc.® cocTaBa, WM IO MeHbme¥ Mepe 20 Macc.?
cocTaBa, WJIM IO MeHbmel Mepe 25 Macc.% cocTaBa, win 0oJjiee 5
Macc.$%$ cocTaBa, wiaMm 6oJjiee 10 Macc.% cocTaBa, MIM dojee 15 Macc.$
cocTara, wiIm ©Oojgee 20 wMacc.% cocTaBa, wim 0OoJjgiee 25 wMacc.$
cocTaBa. ATeHT KOHTPOJIUPYEMOTO BEICBOOOXI eHN I MOXeT
IPpUCYTCTBOBaTE B KoJmMuecTBe 50 Macc.? miaM MeHee, 40 Macc.$ wWiu
MeHee, 35 Macc.$ miam MeHee, wmiam 30 Macc.% MIM MeHee. I[IpueMIIeMbe
IOMalal30HHE BKJIOUalT oT 5 Macc.% pmo 40 macc.%, or 10 mMacc.% mo 30

Q.

Macc.% M oT 15 macc.$ mo 25 Macc.%. [IpuMepH BKJIIOUAKT IIPpUMepHO 15

Macc.%, nOpuMepHo 16 wmacc.$%, nOpumepHo 17 wMacc.%, OpuMepHo 18
Macc.%, nOpuMepHo 19 wMacc.%, HOpuMepHo 20 wMacc.$%, nOpumepHo 21
Macc.%, IIpMMEepHO 22 Macc.%, IpMMepHO 23 Macc.$%, IOpuMepHo 24

Macc.% u IIpMMepHO 25 Macc.%.

[0060] IlpMMepH 5MyJBEI'aTOPOB, IIOOXONOANMX IJIA I[IPMMEHEeHUS B
cocTaBax, BKJOUAKT, He OI'paHUUMBAaSACE YKa3aHHBEMY, JIUIIOOUIILHEE
areHTH, uMmewnmue IJIBE MeHee 7, TakKMe KakK MOHOIJIMLUEPHUIE CMellaHHEX
XUPHBIX KUCJIOT, IUIJIMLIEPUIOE CMEMAaHHEX XUPHBEX KUCJIOT; CMeCH MOHO-
M IOUIJIMLEPUIOOB  XUPHBIX  KUCJIOT; JIUIIOQMJIIEHEIE  IIOJIUIJIMLEPVHOBHE
CJIOXHEE 5SOQUPH; CJIOXHEE DOMPE IJMLepMHa, B TOM UMCJe IJIMLEepMHAa
MOHOOJIeaT, IJNIMIEePpMHa OuojieaT, IJIMIEepPMHa MOHOCTeapaT, IJIMIEPMHA
IOVCTeapaT, IJIMLEepMHa MOHOIAJbEMUTAT W IJIMLEPMHa  IOUllajJbMUTaT;

JJaAKTO—-IJIMIEPVIOHEIE CJIOXHEIE SCDI/IpBI KVMPHEIX KHMCIJIOT, IIPOIMMIIEHIJIMKOJIA
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CJIOXHEIE S@I/Ipbl, B TOM drciie IIPOIMMIIEHTIJIMKOJIA MOHOIIaJIEMMTAT,
IIPOIMMIJIEHTJIMKOJIA MOHOCTeapaT u ITPOIMMIIEHTJIMKOJIA MOHOOJIeaT,
COp@MTaHa CJIOXHEIE 9®Mpbl, B TOM UWMCIIE COp@MTaHa MOHOCTeapaT,

COp@MTaHa CeCKBMOJIeaT,; XHMPHEBEIE KIMCJIOTEI WM MX MBJIa, B TOM UWMCJIE
CTeapPpMHOBaAd KHMCJIOTa, IaJIEBMMTHMHOBaA KHMCIIOTa WM OJIEMHOBaA KMUCJIOTa;,
n rMxX CMecCHru IJIMIeprHa MOHOOJIeaT, IJiMueprMHa OgumoJiearT, IJIMaepnrHa
MOHOCTeapaT, ML eprHa IomcTeapaT, IJIMLeprHa MOHOIIaJIEMUTAT, u
Il eprHa OUIIaJIbMUTAaT,; JJAKTO-IJIMIOePMIOIHEEe  CJIOXHEE S(DMpI:I KMPHBIX

KMCJIOT; CJIOXHEIE 9(1)]/1pr TIIPOIIMIJIEHTIJIMKOJIA, BRJIKUAA TIIPOIIMIIEHTIJIMKOJIA

MOHOIIaJIEMUTAT, IIPOIIMJIEHTJIMKOJIA MOHOCTeapaT, u IIPOIMMIIEHTJIMKOJIA
MOHOOJIeaT, CJIOXHEE 9(1)T/IpT:>I COp@MTaHa, BRJIKUYAA COp@MTaHa
MOHOCTeapaT, COp@MTaHCGCKBMOHeaT; XVPHEIE KMCJIOTEI U nx MBLJIa,

BKJIOUAA CTEapMHOBYK KUCJIOTY, HaJILMUTUMHOBYI KMCJIOTY, W OJEMHOBYW
KMCJIOTY; M UMX CMecCH.

[0061] [MpennouyTUTeJIbHEM JIMTIO QMUJIIb HEIM areHT BEIOpaH nus
TJIMLEPUIOOB ¥ WMX IIPOM3BONHHX. I[IPeNlOUTUTEJIBEHEE TUIMIEPUIE BHOPAaHE
U3 TPYIIOH, COCTOAmeN U3 CcpelHelelOUeUHHX W IJMHHOLIEIIOUEeUHHX
TJIMLEPUIOR, KalpujoKalpoujla MaKpOoTOoJTIJIMIEPUIOB M MX CMecel.

[0062] [MpennouTuUTeJIbHEE CpelHelelloUeUHEe TJIMLEPU IO
BKJIOUAKT, He OT'PaHnuMBasaCh YKas3aHHBEMM, CpelHellellOUeUHEe
MOHOTJIMLIEPUOL, CpeOHellelloOUeUHHe IUTJIMIEPUOE, Kalphil/KalpUuHOBOTO
TpUIJIMLEepHUIa, TJIMLEePUHA MoHOJIaypaT, T EPUHA MOHOCTeaparT,
TJIMLEPUIOB KalpWil/KalpUMHOBHX IJIMIEPHOOB, IVIMLepuJIMOHOKAaIpuiaTa,
TJIMLeprHa MOHOOMKAIpMilaTa, Kalpwuil/KalpuH/JIMHOJIEBOTO TPUIJIMIepuIa

U Kanpwuil/KanopuH/SHTAapHOTO TPpUTJMLepuna.

[0063] MOHOTJIMLIEPULH, MMEeKIne HUBKYIO TOUKY IJIaBJIEHU A
ABJIAKOTCSH NpelnoYTUTeJIbHEMN oJs M3TOTORJIEHUS cocTaBa.
[lpennouTMTeJIbHEE MOHO TUIMILIE PU L BKJIOUAT, He OTpPaHNUMBAaACH
YKa3aHHBEMU, TJIMIIepMHa  MOHOCTeapar, TJIMIIEPMHA  MOHONAJBMMTAT,
TJIMLEPVHA MOHOOJIEAT, TJIMLIEPUHA MOHOKAaIIpUJIaT, TJIMLIEPUHA
MOHOKaAaIIpaT, TJIMLIEepPUYHA MOHOJIaypaT u T.O., NIpenrnoudyTUTeJIbHO,
TJIMilepUHa MOHOCTeaparT (GMS) . GMS ABJIAeTCA HaTypaJlbHEM

SMYyJIETHUPYIIMM areHToM. OH XOpOoIlo pacTBOPMM B Macje, HO IILJOXO
pacTBOpMM B BOoIe. GMS wuMmeeT BeauuuHy IJIB  3.8. JIMIOOQWMJIILHEM
SMYyJIETAaTOP MOXeT I[IPUCYTCTBOBATL B KOJMUECTBEe B OMallasOHe OT

npuMepHo 10 wmMacc.% po mnpuMepHo 40 mMacc.%, WM OT IOpuMepHO 20
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Macc.% OO IIPpMMEpPHO 25 Macc.$%, HalpuMep. HpyIMe OIPUMEPH BKJIOUYAKT
npuMepHo 20 wMacc.$%, nOpuMepHo 21 wMacc.$%, IIpMMEpPHO 22 Macc.$%,
IPUMEPHO 23 Macc.$%, OpMMepHO 24 Macc.3 UM IPUMEpPHO 25 Macc$.

[0064] IIpuMepH NOOXOLANMX CIOCOOCTBYKIMX BCACHBAHUKD BEIECTB
BKJIOUAT, He OTrpaHNYMBaACh YKas3aHHEMI, KalpMJIOKaIlpOWJI
MaKpOTOJITJIMLEPUIOB, TaKMUx Kak TJIMKO 3UIIMPOBaHHBIX TJINLEPULOB
[IOJIMATUJIEHA, TakKXe M3BEeCTHEX KaK IIOJIUIJIMKOJIM3MPOBAHHEE TIJIMIIEPUIE
nnn PEGuIMpoOBaHHBEEe IDJMUepuOsl. PEGUIMPOBaHHEE ITJIMLIEPUOL, KOTOPHE
MOXHO  IIPMMEHSATH B  KOMIIO3MUMAX, BRJIOUAKT, He OTI'paHMUMBaiCh

YKa3SaHHEMIM, CMeClM MOHOIUVIMIEPMIOB, IUIJIMIOEPUMIOB VM TPUIJIMIEPWMIOB U

MOHO-— n IV3aMellle HHBIX CJIOXHEIX 9@MpOB IIOJIMMS TMIIEHTJIMKOJIA,
IIOJIMS THUIICHAa TJIMKO3MIIMPOBAHHEIX JIMeprniooB MMHIOaJIAg, IIOJIMS THIIEeHa
TJIMKOSMIJIMPOBaHHEIX ML eprioB KYRKYPYS3E n IIOJIMS THYIIEeHAa
TJIMKOSMIJIMPOBaAaHHOTI'O KaHpMﬂ/KaHpMHOBOPO TpUIJIMuoepmnia .

CrnocobcTByKllee BCACHBAHMI BeEIleCTBO MOXeT MMeTh BeJimumHy IJIB oT
13 mo 18 mam oT 13 mo 15.

[0065] OpmHO NpennouTuTeJIbHOe CcriocofCcTByRIEe BCaCHBAaHUIO
BElleCTBO M3BECTHO OO TOPTOBEM HaszsBaHMeM GELUCIRE (Gattefossé
Corporation, Illapamyc, Heo Ixepcwu, CIAa) . GELUCIRE - Xxopoumo
M3BECTHOE BCIOMOTATEJIBHOE BelleCTBO, KOTOpPOe OTHOCUTCA K KJlaccy
CJIOXHBIX 5OUPOB XUPHHX KUCJIOT IUIMIepMHa ¥ PEGUIMPOBAHHEIX CJIOXHEIX
50UPOB, TaKXe M3BECTHHEX KaK I[IOJUIVIMKOJM3IUPOBAHHEE ITUIMLIEPUIEL.
GELUCIRE HaxomouT MIHUPOKOEe IMIPMMEHEeHMe, B TOM UMcCJe, OJ4 IIOJIYyUeHUd
bapMalleBTUUE CKUX KOMIIO 3ULIUM C 3aMenJIe HHEM BEICBOOOXIEHMEM .
GELUCIRE coemMHeHMI MHEPTHH, IIOJyTBEepOHEe BOCKOBHEE aMOUOUIILHEE
MaTepuallbl, OOCTYIIHEE C PpPa3JIMUHBEIMY QUINUEeCKMMM XapaKTepUuCTUKaMM,
TaKMMM KakK TouKa IJIaBJIeHMA, 3SHaueHMe M PacTBOPMMOCTE B Pas3JIMUHEBIX
PacTBOPUTEIIAX . OHM TIOBEepPXHOCTHO-aKTMBHH IO CBOeM TIIpupomoe U
OVCIePTUPYIT WIXM PacTBOPATCS B BOIHOM cCcpele Cc ofBpa30BaHUEM
MUILEJIJI, MHUKPOCKOIMUECKUX TJIODYJI WM Be3UKYJI. VX KJIaCCUIULINPYIOT
IO TOuKe IJIaBJIeHUS/BejuumHe IJIB. Touka ILJIaBJIeHMS BHpaxaeTCS B
rpanycax Uejgbcusa. MOXHO BHOpaThs OOHY WJIM CMECh Pas3JIMUHEIX MapoK
BCIIOMOT'@TEJIELHOTO BelecTBa GELUCIRE, Eliele) OOCTHUUL KeJlaeMBIX
XapaKTepUCTUK TOUKU [JIaBJjieHn g n/nnm BEJIMUVHEL TJB.
IpennouTnuTenbHasa koMnosuumusa GELUCIRE npencrarjsgeT cobor GELUCIRE

44/14, CMeChb Jaypous MaKpOTOJTJIMLEPUTOR n JIaypoui
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IIOJIMOKCUIITJIMLIEPUIOB KOTOPHE MMEIT TOUKY IIaBjieHrs 44°C U BeJMUMHY
TJIBE 14. CrnocobcTeByKllee BCACHBAHMUI BeIeCTBO MOXET IIPUCYTCTBOBATH
B KOJMUEeCTBe OT IIPMMEpHO 5 Macc.3 »mo npuMepHo 20 Macc.%, WM OT
OpMMEpPHO 8 Macc.% m»mo nOpuMepHo 15 wMacc.%, Hamopumep. [Ipyrue
IPMMEPH BKJIOUYAKT IIPMMEPHO 8 Macc.$%, IOpMMepHO 9 Macc.$%, IIPMMEPHO
10 macc.%, npuMepHo 11, Macc.$ OpuMepHo 12 Macc.$%, OpuMepHO 13
Macc.%, nOpuMepHo 14 mMacc.% M OpuMepHo 15 Macc.%.

[0066] HmMBkMe TOUKM ILJIaBJIEHMS BOCKOBOM OCHOBH oOf0eclleuMBalT
cpelcTBa BBeIeHUS bapMalLleBTHUUECKU AKTUBHEIX VHITPeIVNeHTOR,

HallpuMep, COeIVMHeHMd BUTaMMHa D, Takoro kak 25-Dz, 25-D3 wmiu

obomx, TIpM TeMIeparypax oT OpuMmepHo 0°C mo npumepHo 50°C Bome
TOUKM TILJIaBJIEHMS BOCKOBOWM OCHOBE U 3aTeM 3alloJIHeHMEe paclljaBa
(pacTBOPa W/WMIV OUCIEPCUM) B IMOOXONAMME KalCyJHE. KarcyJsl MOTYT
OHITH PasJIMUHEIX TUIIOB, KOTOPHE COBMECTHUMH  C TeMIlepaTypon
PacHJIaBJIEHHOTO COIEPXMMOTO, B TOM UMCIe, MATKMEe U TBepIhe
XKeJla TUHOBEE KalCyJitl ¥ KeJIJaTMHOBHE KalcyJel  XMBOTHOTO  WJIM
PACTUTEJILHOTO IMPOUCXOXIOeHMA. PaclljlaB 3aTBepleBaeT BHYTPU KalCyJl
IpY OXJIaXIEeHUM IO KOMHATHOM TeMIlepaTypPH.

[0067] CorjacHO OOHOMY acCIeKTy, CTabuIM3MpOBAaHHEM COCTAaB
MOXeT IOTIOJIHUTEJIEHO comepXaThb MaCJISHEL  HOCUTEJIb 0Jis 25-
TUOPOKCUBUTAMUHA D> u/mamn 25-TMOPOKCUBUTaAMUHA Ds. MoxHO
MCIIOJIb30BaTE JioOoe odapMalleBTUUYECKM [IpUeMJIeMOoe MacJjio. [IpuMepEl
BKJIOUAIT XKMBOTHOe (HalpuMmep, pobOHOe), pacTUTeJbHOe (HalpuMep,
6oBoBR comM) ¥ MMHepaJlbHOe MacJja. MacJjio [OIpellodTUTeJIbHO OymeT
BEHICTPO PacCTBOPATH MCIOJBL3YyeMoe coenuHeHMe 25-TUOPOKCUBMTaMMHa D.
[IpeINOUTHUTENIbHEE MaCJISHHE HOCHUTENM BKIOUAKT HelepeBapMBaeMHe
Macla, TaKMe KaK MMHepallbHEEe Macla, OCOOeHHO XUAKMEe HapadMHH, U
CKBaJleH. MacCJagaHBEM HOCUTEJIE MOXeT TIPUCYTCTBOBATL B IOMalas3oHe
KOHILeHTpaluun oT npuMepHo 10 wmMacc.% 0o npuMepHo 50 wMacc.$
cocTaBa, WIM OT IpMMepHO 15 Macc.$% »mo IpuMepHO 45 mMacc.%, WM OT
npuMepHo 20 wMacc.$ @»po npuMepHo 40 mMacc.$, WM OT IOpuMepHO 30
Macc.% no npmMmepHo 40 Macc.$, HanopuMmep. COINIACHO OOHOMY W3 TUIIOB
BapMaHTOB peanuzanuu, IpUEMIIEMEIN KU O KUY napadux MOXHO
oxXapaKTepu30BaThk OIOHMM WM 0Dojlee M3 CJedylmux IapaMeTpoB:

OTHOCHUTEeJIbHaA IIJIOTHOCTHL OT IIpuMepHOo 0,88 mo 0,89; KMHeMaTHuecKad
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BA3KOCTD (40°C) oT npmuMepHo 64 cCr mo npuMmepHo 70 cCr;
MOJIEKRYJIAPHAa A Macca 424; conmepXxaHue, B %, napadrMHOBEX

YIJVIEBOOOPOIOB MNpMMEpPHO 59; M Touxa 3acTeBaHua -24°C. CoOTHOmEHUE
MexXIOy BOCKOBOM OCHOBOM M MAaCJISHBEIM HOCUTEJIEM MOXHO OITUMMM3UMPOBATH
OJIS OOCTWXEHMS HYXHOM CKOPOCTM BEHCBOOOXKIEHMS COeIMHEHUS BUTaMMHAa
D. TakuM oBpasoM, ecJIM  MCHOJIL3YyIT 0QoJiee  TAXKeJBI  MaCJISHBM
KOMIIOHEHT, MOXHO MCIOJIE30BaThk OTHOCUTEJILHO MeHbllee KOJUUEeCTBO
BOCKOBOM  OCHOBEHI, a ecJM UCHoJL3yIT 0BoJiee JIeTKUM  MaCJISHEM
KOMIIOHEHT, MOXHO MCIIOJIB30BaThk OTHOCUTEJILHO ©OoJiblliee KOJIUUECTBO
BOCKOBOM OCHOBH.

[0068] CTabuImMsupoOBaHHHE KOMIIO 3ULIN c KOHTPOJINPY EMBEIM
BHICBOOOXIEHVEM COTJIACHO HACTOAMEMY MW300peTeHMID, IPeldloUTUTEJIBHO,
paspabaTHBalT C coIepxkaHueM 25-THMIOpoKCUBUTaMMHa Dz u/uam 25—
runpokcuBuTaMmMHa D3z or 1 mo 1000 MI' Ha eOMHMLY -OO3H, HalIpuUMep, u
mojiyyamnT TakuM obpasoM, UYTOOE BHEHB3BAThE KOHTPOJMPYEMOE WM IIO
CYIIECTBY IIOCTOSHHOE BHICBOOOXIEeHME 25-TUIPOKCUBUTaMMHa D2/25-
TUOPOKCUBUTaAMMHAa D3, HeoB®a3aTeJIbHO B IIOIOB3IOOMHOM KUIKE XeJIyIOUHO-—
KMIIEUYHOT'O TpakTa, N JeJioBeKa VI XIB O THEIX B TeueHNre
IIPOOOJIKUTEJIEHOTO IIepromba BpeMeHM. I[IpMMepH OO3MPOBOK BKJIOUAKT OT
1 Mmr go 1000 MI Ha eIMHMLY OO3E, oT 1 Mr mo 600 Mr, or 1 MI 1o
400 mMmr, or 1 mr go 200 mr, or 1 Mr mo 100 M, or 5 Mr mo 90 wmr,
or 30 Mr mo 80 mMr, oT 20 mMr gmo 60 mr, or 30 M mo 60 mMr, oT 35
Mr go 50 M, or 5 Mr mo 50 Mr m or 10 M mo 25 Mr, HanpuMmep 20
mr, 25 mr, 30 mr, 40 mr, 50 mr, 60 MmMr, 70 M, 80 M, 90 MO m 100
M.

[0069] CorylacHO OIOHOMY IIPENNOUTHUTEJNIEHOMY KJIACCy BapMaHTOB
peanlu3allM, COCTaB C KOHTPOJMPYEMBEM BECBOOOXIEHMEM BHEHCBOOOXIAaET
o MeHbmelW Mepe 70%, ©OoJiee NPeANOUTHUTENLHO, II0 MeHbmel Mepe 80%
COeIMHEHVSA BMTaMMHa D B TeueHMe IMepBHX 24 UYacoB I[IOCJe IIpMeMa
IO3H .

[0070] [MperMymeCTBEHHO, 25-TUOPOKCUBUTAMUH D2, 25-
TUOPOKCUBUTAMMH D3 MJIM MX KOMOMHalIMM BMeCTEe C TepalleBTUUYeCKUMU
areHTaMM MOXHO BBOIWTH, HalpUMep, I[IepopallIbHO, B COOTBETCTBUU C
OINIMCaHHEMM BHIIE BapMaHTaMM peajiM3allMid B JO3MPOBAHHOM KOJIMUECTBE

or 1 mo 100 Mr B OQOeHb, HamopuMmep. COIJIaCHO OOHOMY W3 THUIIOB
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BapMaHTOB peajJM3allMy, »HOO3MPOBKa OymeT BHOpaHa TakuMmM oO0pasoM,
yTOOHE Of0ecHneumTh CPeIHMM POCT 25-TUIPOKCHMBUTaMMHa D3 B CHBOPOTKE
OT TpMMepHO 1 mO 3 HI'/MJI B MHTepBaJe HOO3H.

[0071] CormmacHO BapMaHTaM peaju3aliuy, OIMCaHHBE B HOaHHOM
OOKYMEHTEe COCTaBEH MOXHO BBOIUTE, UTOOH YBEJIMUUTHL u,
OPEenrnouTUTEJIEHO, TaKXe COXPaHMUTE YPOBHU 1,25-IUMTUOPOKCUBUTAMMHA
D B kpoBu mnpm 25 nr/mi, 30 Or/mi WM Bole, HaopuMmep, 25-65 nr/mi
B TeueHMe TIPOIOOJIKEHHOTO IIeprola BpPeMeHM, HalpuMmep, 10 MeHblel
Mepe OIMH Mecdl, II0 MeHbIleM Mepe TPpM Mecslla, I[I0 MeHbIel Mepe
mecThk MeCHdlLleR MM IOOoJIbIIe.

[0072] CoTJlacHO OIOHOMY acIiekTy, OIIMCaHHEe B OaHHOM
OOKYMEHTE COCTaBH MOXHO BBOIMUTE IIallMeHTaM, 4YTOOB CHU3UTH WK
IonmepXaThb BoJee HUBKMKE YPOBHM  IIapaTHUPpeOUIHBIX TOPMOHOB B
CHBOPOTKE, IMPEealodYTUTEJIEHO, B KOJMUECTBe, KOTOpoe IoHmwkaeT PTH
YPOBHM Ha II0 MeHbmed Mepe 30% WM aJbTepHATMBHO B KOJMUECTBe,
HeoOXOOVMOM @OJIS CHMXeHMSA YypoBHeM PTH B CHBOPOTKEe OO LeJIeBOTO
IorarnasoHa B cjgydae XBIl cragum (HalpuMep, JA CcTaIuMy 3 OHO
cocTaBjgeT 35-70 nr/mIi (sxBUBaJIeHTHO 3,85-7,7 1MOJL/J), OJ4
cramun 4 cocrasjger 70-110 nr/mn  (sKBUBaJIeHTHOT7, 7-12,1 1IMOJIbL/JI)
n Oja4g craguu 5 cocrTaBjger 150-300 nr/mia  (sKBMBaJeHTHol6,5-33,0
IMOJIB /JI) (Kak omnpemejieHo B K/DOQI PykoBomcTBe No. 1)).

[0073] CorJjiacHO OIpyI oMy acriexry, COCTaBH COTIJIaCHO
HacToAmeMy M300peTeHMI MOXHO BBOIUTH IIallMeHTy, CcTpalanieMy OT
BTOPUUHOTO TIHIIeplapaTupeos3a, O00YCIJIOBJIEHHOTO XPOHMUECKOM OO0JIe3HLIO
nouek (HamopuMmep, cTaiuu 3 win 4, win craguga 3, 4 wmiam 5), dYToOH
[IOHM3UTEL ypoBeHb PTH B CHBOpPOTKE.

[0074] OnmMcaHHHE OOBUPOBKU nompasyMeBaKnTCs oJis JIOOBIX
ONIMCAHHHX B HOaHHOM JIOKYMeHTEe TepalleBTUUEeCKUX CIHocoBoB. Byner
[IOHATHO, 4YTO peaJIbHOE [PeldlloUTUTEeJIbHOE KOJIMUYECTBO COeIVMHEHUS
BMTaMyMHa D B UYaCTHOM CcCJydae OyIeT BapbMPOBaTh B COOTBETCTBUM C
KOHKPETHEIMM COCTAaBJIEHHEIMM KOMIIO3MIMAMM, CIIOCODOOM IIPUMEHEHUS U
KOHKPE THBEIM oOpTaHoOM, o OJIeXAallVM JIEUEHUIO. No3UpOBKU MOXHO
ONIPeleJINTh C IIOMOIBK CTaHIAPTHHX IIOOXOIOOB, HAaIpPMMeEp, C IIOMOIL
CTaHIDApTHOT'O CpaBHEeHMA pPas3HMIHE aKTMBHOCTM TOPMOHa M M3BECTHOIO
areHTa, HalpuMep, nyTeMm IpueMIIeMOM OBMENPUHATON

bapMakKoJIOTMUEeCKOM MeTOOUKMU.
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[0075] KOHKpPeTHEHEe @OO3HE IJIS KaXIOoI'0 KOHKPETHOTO IlallMeHTa
MOTYT 3aBUCETH OT IMPOKOTO padma GaKTOpPOB, HaIpUMep, OT BO3pacTa,
MacCcCH TeJla, ofmero caMOUyBCTBMSA, II10Jla, pallMOoHa OUTaHusd, pexXuma u
crocoba BBeIOeHMSa, OT CKOPOCTM BEBEINEHMS U OT JIeKapCTBEHHHX
CpencrTs, [IPYMeH SEeMEBIX B KOMOMHaLUM, 7 TIKECTU  KOHKPETHOTI'O
paccTpoicTBa, Tepanusa KOTOPOTO IIPMMEHSeTCd.

[0076] IlauMeHTH, HyXJallMecsd B BOCIOJIHEeHMM BUTaMMHa D,
BKJIOUAT 3IOOPOBHX CYDOBEKTOB U CYOBLEKTOB C PUCKOM HeOoCTaTKa WK
nebdmumMTa BUTamMMHa D, HaopuMmep, cyObeKTH co craguen 1, 2, 3, 4
mian 5 XBII; MIameHIEB, IeTM WM B3POCJEE, KOTOPHE He IIPMHUMAKT
oBoTrameHHOE BMTaMMHOM D MOJIOKO (HalIpuUMEep, He IIepeHocdlMe JIaKTo3y
CYOBeKTH, CYyOBeKTH C aJiJlepTMel Ha MOJIOKO, BereTapMaHLb, KOTOpPHEe
He yhnooTpelidoT MOJIOKa, UM MIaJeHIH Ha TI'PYIHOM BCKapMIMBaHUU) ;
CYOBEeKTH C PaxmuToM; CyDOBeKTH ¢ TeMHOM KoxeM (Hanpumep, B CIA y
42% UepHOKOXUX adpoaMepuMkaHOK B Boz3pacTe oT 15 pmo 49 Jer
3adUMKCHUPOBaIM Oe@UUMUT BUTaMMHa D IO cCcpaBHeHUI C 4% XeHmIMH C
BeJsion KOXeln) ; JIOOM [TOXMIIOT O BO3pacTa (y KOTO TTOHMXEHA
CIIOCOOHOCTB CUHTE3MPOBATH BUTaMMH D ¥  KOTOpHe C OoJblien
BEPOATHOCTEIO IIPOBOLOAT BpeMsa BHYTPMU [IOMEIeHUM) ;
VHCTUTYaJIU3UPOBAHHEE  B3POCJIIHE (kKTO OBoOJIee BEPOATHO HaAXOIUTCH
BHYTPM IIOMENEeHUM, BKJIoUas CcyOneKToB C 0OoJie3Hbl AJbLTelMMepa WK
OOJIBHHX I[ICUXMUYECKU); CYOBEKTH, KOTOPHE 3aKPHBAKT BCEe OTKPHTHE
YUaCTKM KOXM (KaK TMPeInCTaBUTEJM HEKOTOPHX PeJIMIUM WM KYJIbLTYP) ;
CyOBEKTH, KOTOPEEe BCeTrna VICIIOJIb BYIOT COJIHIIE 3allM THEI KpeM
(HanmpuMep, OPpMMeHeHMe COJIHIe3allMTHOTO KpeMa C (QakKToOpOoM 3allMTH
(SPF) 8 cHwmxaeT BHpaboTKy BUTaMMHa D Ha 95%, a c 06oJiee BECOKMM
3HaueHreM OQakTopa 3amuTEH SPE MoxeT eme OOJbIIE CHU3UTH BHEHPaOOTKY
BMTaMMHa D); CyOBEeKTH C CHHIPOMOM MaJibabcopbumm xXupa (BKJIKOYaf,
HO He OT'PaHUUMBaACH YKa3aHHBMU, KM CTO3HHM dnbpos,
XoJIeCTaTMUeCKoe 3aboJjieBaHMe IIedeHM, OpyIrme 3aboJleBaHMA II€UeHH,
OOJIe3HM  XEJIUHOTO Iy3EPA, HEeOoOCTaTOK bepmeHTa IaHKpeaTWHa,
BoJjie3Hs KpoOHa, BOCHAIMTEJIBEHEEe 3a00JIeBaHMA KMUIIEUHMKAa, CIPpY WK
LHeJMakK1sa, WIM XUPYPIMUYECKOe YyIaJIeHMe dYacTu WJIM BCeTro XeJlyIKa
U/ MY KUIeUHMVKA) ; CyOBEKTH C  BOCHAaJUTEJIbHEMM  3aboJieBaHUAMA
KMIIeUHUKa,; CyOBeKTH C ©OoJe3HbsK KpoHa; CcyOBeKTH C HeOOJIbIIMMA

peseKlrMAMM KMIIOK B aHaMHe3ey, CYOBEKTH C IIapOOoOHTUTOM, CYOBEKTH,
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[IPpMHMMAaKI/Ee JIeKapCTBEHHEE cpencTea, KOTOPHE MTOBHIIAKT
OUCCUMMJIIALMI BUTaMMHa D, B TOM u4McJe (QeHUTOMH, OQOCOEHUTOOUH,
beHODapbuTal, KapBaMa3zenuH u pUbaMIInH ; CyOBEeKTH, KOTOPHE
IIPpMHMMAKT JIeKapCTBEHHBIE CpencTeBa, CHMUXawnmue abcopbumion BUTaMMHa
D, B TOM UmMCJle XOJIeCTUpaMMUH, KOJIECTUIIOJ, OpJIMCTaT, MUHepallbHOe
MacJioO ¥ XMpocoIepXallie 3aMeHUTeJM; CYOBEeKTH, KOTOPhE IPMHMMAKT
JleKapCTBeHHEEe CPpeIOCcTBa, KOTOPHE MHIMOMPYIOT aKTMBHOCTL BUTaMMHAa
D, B TOM UMCJIe KeTOKOHAa30J; CyOBEKTH, KOTOPHE  IIPUHUMAT
JIeKapCTBEeHHEEe CpelCcTBa, KOTOPHE CHMXAKT BCaCHBaHMe KaJIbLMSa, B
TOM UMCJI€ KOPTUKOCTEPOUIH; CYOBEKTH C OXMpeHMeM (BUTaMMH D,
PACIIOJIOXEHHE B XMPOBHX 3allacax, B MeHblleM cTeneHM OMOIOCTYIIEH) ;
CyDBEKTH c OCTEeOIoPO30M; nalyMeHTH c HU3KOM MUHepaJlbHOM
[IJIOTHOCTBI KOCTHOM TKAHU u OCTEeONOPO3OM  M/MJIM  KeHIUH B
IIOCTMEHOIIay3HuM Iepuon. CoTJlacHO oTueTy MHWHCcTHTyTa MeOMUMHBEL II0
PEKOMEHITY €MBIM HOpMaM norpebiieHUs BUTaMMHa D, IDaHHHE 1o
IoTpeBJIeHU MNPOOYyKTOR NIUTaHUS npenmnojiaramnT, uTo cpelnHee
norpedileHrMe BUTaMMHa D XeHIMHaMM MOJIOOOTO U IIOXMJIOTO BO3pacTa
HaxXOOUTCHA HIMXe IeMCTBYKIMX pPeKoOMeHOallMi; IaHHHe OOBACHATCS TeM,
uTo OoJiee 50% XeHIMH MOJIOOOTO U IIOXMIIOTO BO3pacTa He NOTpedJIsnT
PEeKOMeHIyEeMEle KOJIMUeCcTBa BUTaMMHa D.

[0077] Heoba3aTeJIbHO VCKJIIIOUEHO ns3 criocofoB COTJIaCHO
HacToAmeMy n300peTeHND TepalleBTUUeCKoe JleueHMe CyOBEKTOR,
CTpajapmux OT HedpOoT'eHHOM OCTeOoIuCTPOOUM (B TOM UmMCIe, oT
pasMAaITryeHrs KOCTelM M TeHepaJM30BaHHOM (MUOPO3HOM OCTeOOUCTPOUM) .

[0078] CorJjilacHO IOpyI'MM aclieKkTaM, KOMIIOBUILIMM U  CIIOCOOH
COTJIaCHO HacCTodmeMy M300peTeHMI I[IOJIE3HH OJS OIPOOMIIaKTUKM  WMJIIU
TepaleBTUUEeCKOTO JieueHud 3abojieBaHUM, UYBCTBUTEJLHHX K BUTaAMUHY
D, T.e. 3abojeBaHMuM, IOIPU KOTOPHX BUTaMMH D, 25-THMOIPOKCUBMTaAMMH D
WM AaKTUBHHM BMUTaMuH D (Hanopumep, 1,25-OUTUOPOKCUBUTaAMMH D)
IpenoTBpalaeT HadaJio WM IIPOTpPeCcCHUpOoBaHue 3aboJieBaHUA, VI
CHWXaeT IMPM3HaKM WJIM CUMIITOME 3aboJiIeBaHMAg. TaKue UYYyBCTBUTEJBbHHE
K BuUTaMuHy D 3abojleBaHMA BKJIOUAKT pak (HalpuMep, pak ITpyou,
JIETKUX, KOXM, MeJlaHOMY, PakK TOJICTOM  KUIKMU, KOJIOPEeKTAaJIbHEM,
PeKTallbHEM Pak, pakK IOIpoCTaTH M KOCTHOM TKaHM) . BoJIO oOOHapyXeHO,
uro 1,25-OUMTUMOPOKCUBUTAMMH D  BHEBHBaeT IubdepeHUIMaALUUD  KIIETOK

U/ Uy UMHTUOMpyeT OpoJsmbepanmio KJIeTok in vitro mijs psama KIETOK.
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UyBCTBUTEJIbHEE K BUTaMMHY D 3aboJieBaHMA TaKxXe BKJIOUYAT
ayTOMMMYHHEEe 3aboJjieBaHUA, HalpuMmep, aouadber I Tuna, pacCcesaHHHEN
CKJIEpO3, PeBMaTOUIHEM apTpuT, [IOJIMMUOBUT, OEPMaTOMMO3UT,
CKRJIepoIepMuio, O¢ubpos, ©OoJesHb I'penBca, O00JIe3HL XalMMOTO, OCTpOe
WM XPOHMUECKOEe OTTOPXeHMe TpaHCIlJlaHTaTa, oOCTpasd WM XPOHUUecKasd
BoJIe3Hb «TpaHCIJIaHTaT IPOTUB XO3AMHAa», BOCHaJIUTEJILHElE
3aboJjieBaHmA KUIIEUHVKE, OoJIe3Hb Kposna, CUCTeMHas KpacHad
BOJIUaHKa, cuHOpoM llerpeHa, BK3eMy M IIcopMas, IepMaTUT, BKJIOUYAL
aTonmuyeCcKuUm OepMaTUT, KOHTAaKTHBI oepMaTuT, aJlJlepIMueCKUM
OepMaTUT U/WUIM XPOHUUECKUN OepMaTrT. UYyBCTBUTEJLHHE K BUTAMUHY D
3aboJIeBaHMA TakXke BKJIOUYAKLT IpyI'Me BOCHaJIMTeJIbHEHEe 3aboJieBaHuAd,
HalpuMep, acTMy, XPOHUUECKYK OOCTPYKTHMBHYK  0OOJIe3HBb  JIET'KUX,
MNOJIMKMUCTO3HYK 0OO0JIe3HB  IIOUeK, CMHIPOM IIOJMKMCTO3a  SAWMYHMKOR,
IaHKpeaTUT, HedpUT, TenaTuT W/WUIM MHOeKLUMOHHEe 3abojieBaHUd.
M3BEeCTHO TakXxe, UYTO UYBCTBUTEJIBHHE K BUTaMMHY D 3aboJieBaHUA
BKJIOUAT TUIIEPTEeH3UIn ¥ 3adoJieBaHUA CepOedHO-COCYIMCTOM CUCTEMEH.
CiiemoBaTeJIbHO, HacTodlee nz3obpeTeHme npenmnojlaraeT
NIpodMIaKTUUYECKOE VI TepalleBTUUYEeCKOEe JieueHue CyOBEKTOR,

InpenpacCIioJIOXKEHHEBIX K I CTpalallrnx oT 3aboJieBaHUM ceple4dHOo—

COCYIMCTOM  CUCTEMH, HapuMep, CyOBEeKTOB c aTEepPOCKIIEPO30M,
aApTEepPUOCKIIEPO30M, BOJIe3HBIO KOpOHapHOM apTepun,
LepeObpoBaCKYJIAPHEM 3aboJieBaHueEM, 3aboJjiepaHMeM lepubepUyuecKmUx

KPOBEeHOCHEIX COCynoB, T/IH(I)apK’I'OM MHoKapnIa, vmeMren MMoKapnoa,
umeMmuey TOJIOBHOTO MO3T'a, WHCYJIBETOM, Cepneqﬂoﬁ HeJOCTaTOUWHOCTERIO C

BAaCTOVHEIMM  SABJIEHUAMY, KapIMOMUOIATHENV, OXMPpeHMeM WIM OpyITVMA

HapymleHMAMY Beca, PacCTPpOMCTBaMM JIMOIMOHOTO oOMeHa  (HanopuMep,
TUTIEPJIUIUIEMA S, OUCIUTINIEM S, BKJIOUA I COIIYy TCTBYIOIYIO
IvabeTUueCcKy OV CIIVTIVIEMIIO u CMeMmaHHyo OV CIIUTIVI e MO -
TUTI0AJIEDAaJIUIIONIPO TENHEMAIO, TUTIEP TPUTIIUIEPUTEMAIO,
TUTIOXOJIECTEPUHEMMIO u HUBKUN HDL (JUmnonpoTenH BEICOKOM

IJIOTHOCTH) ), HapymeHuaMM MeTaboJmsMa (HaopuMmep, MeTadoJiMmyeCKUn

CHHIOPOM, caxapHem momader II Tuna, caxapuwelt puaber I TuUIa,
TUIIEPVHCYJIVHEMNS, HapyleHne IIePEHOCHMOCTH TJIIOKO 3H,
PEe3UCTEeHTHOCTE K VHCYJINHY, OCJIOXHEHUS nuabera, BRJIOUA ST

HeﬁpOHaTMIO, He@pOHaTMIO, pPeTrMHOIIaTMio, HA3BEH oradeTMIecKOM CTOIR U

KaTapakTy) ¥/MInM TpoMOO30M.
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[0079] 3aboJjieBaHMA, Ha KOTOPHE MOXHO OKa3aThk OJaT'OlIpUATHOES
BO3IEeCTBUE IIoCpenCcTBOM PeryInUpPOBaHNUA YPOBHEN coeIVMHEeHUN
BUMTaMuHa D, BKJIOUAWT, He OTpaHMUMBAaACEH YKa3aHHBMU : (1) B
IapalMTOBUMOHOM Xejle3e -— THuIoldapaTupeos, IICeBIOTUIIO-IIapaTUpeos,
BTOPMUHLIM THUIIeplapaTupeos; (ii) B IOIXKeJYyIOUHOM Xeje3ze - nuaberT;
(iii) B mMTOBMUOHOM XeJie3ze - MeOyJUJIAPHHM pak; (1v) Ha Koxe -
rcopuas; 3BaXuBJIeHMEe MeJIKMX pPaH; (v) B JIeTKMX - CapKoumos u
TYyOepKyJIes; (vi) B IIouKax - XPOHMUEeCKas BoJie3HbL IIouex,
runodpocoparemmuueckuts VDRR, BuUTaMyMH D-3aBUCHUMEIM PaxXUT; (vii) B
KOCTHOM TKaHM - IMIPOTUBOCYIOPOXHOE JieueHMe, HEeCOBEepIeHHHY KOCTHHIM
dnbporeHes, TeHepalin30BaHHasAd dnbposHaga ocTeonucTpodm,
pas3MardeHye KOCTeM, OCTeOollopo3, OCTeolleHUd, CKJIEpPO3 KOCTHOM
TKaHM, HedpoT'eHHas oOCTeoIUCTpodusa, paxuT; (viii) B KUIIeUHUKe -
TJIOKOKOPTUKOUIHEM  aHTaT'OHM3M, uiMonaTuueckasa IUIepKaJblrueMus,
CMHIOPOM MaJibabcopdbumn, cTeaToped, TpOINUeCcKre adTe,; U (ix)
ayTOMMMYHHEE PpPacCTpOMCTBA.

[0080] CormJjlacHO BapuUaHTaM peaamnsanmm HaCTOAIEeI o
n3obpeTeHusa, 3aboJjieBaHMA, Ha KOTOPHE MOXHO OKa3aTh OJIaTrolNpMUAaTHOE
BO3IEeVCTBUE IIOCPenCTBOM PeETYINPOBaAHUSA YPOBHEN coeIVMHEeHUN
BUTaMyHa D, BHOpPaHH M3 paka, »OepMaTOJIOTHMUYECKMX PaCCTPOMCTB
(HanpuMmep, ncopuasa), 3aboJieBaHUM napammMTOBUIOHOMN XeJie 3H
(HanpuMmep, runeprnapatTupecsa U = BTOPUYHOTO TuIeplapaTupeosa) ,
3aboJIeBaHUM KOCTHOM TKaHM (HAIPUMEp, OCTeOolopo3a) M ayTOMMMYHHBIX
PacCcTpoMCTE.

[0081] CocTaB MOXHO IIOJYUMTL C IIOMOIBI METOIOB, HaAXOOAMMUXCS
B KOMIIETEeHLUMM CIelMaJMCTa B IaHHOM ofJjlacTu TexXHUKM. Hamnopumep,
KOMIIOHEHTH OCHOBH (HaIpuMep, BOCKOBOWM WJIM MACJSHEM HOCUTEJb)

MOXHO pacIllJlaBMUTE, e€CJIM HYXHO, yTOOE OBOECIeUUTh TEKYUYVD XUIKOCTL,

TeM caMeM @ OofOJjerdyas oOpas0BaHMe TOMOTE&HHOM CMeCHUM. AKTUBHHM
KOMIIOHEHT (HanpumMmep, 25-ITMOPOKCUBUTAMUH D> /NI 25-
TUOPOKCUBUTAMMH D3) HOOABJART K  XKUIKOMY HOCUTEJID, HalpuMep,

pPacTBOPEHHOMY B CIiMpTe, HallprMep, Oe3BOOHOM, n CMelIMBaKnT
KOMIIOHEHTH mOJg ofecleueHMsa TOMOT'eHHOM cMmecu. COIJIacHO OIOHOMY U3
TUIIOBE BapMaHTOB peaJjiMsauvn, CTaGMHMBaTOp MOXHO I»IOOaBUTE IIOCJE
TOT'O, Kak CMellaHeEl BCe KOMIIOHEHTEI OCHOBE (Hanpmmep, BOCKNM WMJIN

MacJja) n Iiepen nodaBJIeHMEeM aKTHMBHOTO MHI'peIrMeHTa. CMeChb MOXHO
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OXJIaXIoaThb u XPaHUTh rnepen OKOHUYATEJILHBEM pasliejleHneM Ha
OO3UPOBAHHEE (QOPMEl, HAaIlpPMMeEp, XeJIaTMHOBEE KAaIlCYJIH.
[0082] CormJjlacHO OOHOMY TuUIIy crocoba, INOPLIMI  MaCJISHOTO

HOCHUTEJIA, areHT KOHTPOJIMPYEMOTI'O BEICBOOOXIEHM A n SMYyJIBET'aTOop

HaTpeBalT IO OTHOCUTEJILHO BEICOKOM TeMIepaTyph (Hanpumep, 65°C) wu
CMeNMBalT Iepeln noOabBJIeHMeM CIOCOOCTBYKIEI'O BCACHBAHMI BelleCTBa,
IIoCJle Yero HOOIOJHUTEJIBHO I[IepeMellMBalnT OO I'OMOT'eHHOCTHM, IIOCJe

OoXJIaXmarnT IO HpOM@)Ky’I'OL_THOIZ [IOBLIIEHHOM TeMIIepaTyPErI (HaanMep, oT

50°C mo 55°C). B oTIOeJbHOM COCYIe, AaHTHMOKCHUIAHTHEIN KOHCEPBaHT U

oCTaToK oT MacCJIAHOTI'O HOCHUTeJIA CMEIMBaKnTCA u HarpeBawnTCAd o

IPOMEXYTOUHOM IIOBHIIEHHOM TeMIepaTyps (Hanpumep, 50°C), 3aTem
O0OBeIMHANTCAS ¥ CMelMBalnTCad C BOCKOBOM OCHOBOWM IO TIOJIyUYeHUS
TOMOT'€HHOT'O pacTeopa. Hajsee, npu lepeMellBaHUM DODaBJISAT
crabuiamzaTop. Iajlee, pPacTBOP CcoelIMHeHMA (M) BUTaMyMHa D B CHOUpPTE
o0BeOMHAETCS C ITOMOI'€HHHM BOCKOBEM pPaCTBOPOM, IIepeMellMBaeTCsa IO
[IOJIYYEeHMA T'OMOTeHHOI'O pacTBoOpa, MIpellouTUTeJIbHO, 3alloJIHAeTCSa B
KalCcyJiEl M I0CJe OXJaxXIaeTcs IO KOMHATHOM TeMIepaType. B IpyToMm
OPEenrIouYTUTEeJIbHOM  CIocoBa, IIOPLUMI  MacCJAaHOTO  HOCUTeJH, areHT

KOHTPOJIMPYEMOTI'O BEICBOOOXIOEHM A u SMYyJIET'aTOpP HarpepawT oo

TeMIepaTyps oT 55°C 1mo 60°C u cMemmBaoT TIepen nobaBileHUMEM
CIIOCOOCTBYWMETO BCACHBaHMIO BelecTBa, I[OCJe UYelo NOIMNOJHUTEJLHO
repeMenyrBanT o TOMOT'€HHOCTM . B OTHeJIbHOM cocyne,

AHTMOKCUIOAHTHLEY KOHCEPBAHT M OCTAaTOK OT MACJISHOTO HOCUTEeJNd U
CTadmUIM3aTop CMemlMBalonT M HarpeBalT O TeMiIepaType oT 55°C mo

60°C, 3aTeM OOBEOMHSIT M CMEIMBAalT C BOCKOBOM OCHOBOM IO
[IOJIYyUYEeHM S TOMOT'€HHOTO pacrBoOpa. NaJjee pacTBOp COeOMHEHUSA
BMTaMMHa D B cCIOMpTe OOBLEOMHSAT C TOMOT'@HHBEIM BOCKOBHBIM pPacTBOPOM,
[IepeMemmMBaKRT O IIOJIy4eHMSA I'OMOT'€HHOT'O pacTBopa, IMIPellouTUTeJIbHO,
3alloJIHAT B KallCyJE M 3aTeM OXJIaXOalT IO KOMHATHOM TeMIepaTypH.
[0083] CocTaB MNPedIouTUTENIbHO I[IOMellalnT B KalICyJE IIepen
BRBeIeHMeM IallMeHTy, HyxXIalleMycs B JiedeHMM. TakMe KalCyJIEl MOTYT
OHTL TBEepPObEMM MM MATKMMM, ¥ MATKMEe KalcCyJh OpelcTaBJISiT OCOOHM
VHTepec. CocTaB MOXHO 3allOoJIHATBE B XeJIJaTMHOBHE KaIllCYJIEL C IIOMOUBLIO
CTaHIOapTHOTO OO0OpYyINOBaHMA IJIS 3alloJIHEHUMA KallCyJl, HalpuMep, IIyTeM

pPaclljlaBJIEHUA cocCTaBa n ero BHeCeHMA—3allOJIHEHM A B MAT'KME



35

KallCyJIbHEIE OOOJIOUKM. [IpMMep MATKUX KAallCYJIBHEX OOOJIOUEK BKJIIOUAET
VEGICAPS m OPTISHELL TexHosorum (Catalent, ComepceT, Hvwo-Ixepcwu,
CIIA) . AJIETEepHATUBHO, cocTaB MOXHO dpopMOBaTH B eIUHUITLY
JIEKapCTBeHHOM (QOpPMEI C TIIOMOMBI JiOOOTO TMOOXOOAmMeIo IIpollecca,
HalpMuMep, BHIyCcKad TabjeTku, calle, »Opaxe, CYIIO3UTOPUM U UM
nonoBHoe.

[0084] ComjlacHO OOHOMY M3 TUIIOB BapuMaHTOB peajlusaluun,
COCTaB IIOJIydyalT OJsg IIepopalJibHOTO BBemeHMsa. COIJIaCHO IOPpyToOMy THUITY
peanuzaluumM M300peTeHMd, COoCTaB I[oJydalnT IJIA BBeOeHUS B BHUIE
CYTIIO3UTOPUA, HaAIPUMEP, PeKTaJIbLHOTO CYIIO3UTOPUL.

[0085] Tlompa3yMeBaeTCcsd, YTO COCTaB U CIHOCOOH IIPMMEeHeHUd U
M3TOTOBJEHVA BKJIKUYAKT BapMaHTH peaju3allMy, B TOM UKCIe JIOYI
KOMOMHA LW OIHOTO VI BoJee IOOIOJIHU T EJIb HEIX baKyJIbTaTUBHEX
2JIEMEeHTOB, IIPM3HAKOB U CTaouMi, IOOIOJHUTEJLHO OIMCaHHHEX HIXe,
€CJIM He yKa3aHO MHOe.

[0086] CinemoBaTeJIbHO, COIJIACHO OIHOMY W3 THIIOB BapMaHTOB
peanlu3zalyy, COCTapB MOOIIOJIHUTEJIEHO BKJIUAEeT KOHCEPBAHT, HAaIPUMEPR,
AHTUOKCHUIAHT. By TUJIMPOBaHHEMN TUIOPOKCUTOIIYOII (BHT) ABJIAeTCHd
[IpenrnouTUTeJIbHEIM .

[0087] CormJjlacHO OpyT oMy TUITY peaagmnsanmum nzobpeTeHUd,
CoelOMHEeHVe BMTaMMHa D BBOOAT B KOMOMHalUMM C OIOHMM WM OoJee
OPYTUMM TepaleBTUUEeCKMMM al'eHTaMM.

[0088] Ecam coemMHeHMe BUTaMMHa D BBOIMTCS B KOMOMHALMUM C
OOHVMM WM O0oJiee IPYI'MMM TepaleBTUUECKMMM aTleHTaMM, COOTHOIIEeHNE
Kaxmoro U3 coenMHeHUM B yKasaHHOM KOMOMHAaLWN, nomgJjiexanen
BBeIOeHU©, OyIeT 3aBMCETh OT KOHKpPEeTHOTO 3aboJieBaHMA, I[IomJiexameIro
JedyeHun. HampuMep, MOXHO BHOpaThk BBeleHMEe 2L5-TUIPOKCUMBUTaMMHAa D2
U/ M 25-TUOPOKCUBUTaAMYHA Dz (HanpuMmep, IIepopalibHO) C OIHOW WK
BoJiee coJieM KaJblMa (IpelHal3HaueHa B KauecTBe KaJlbLMeBOW nobaBKU
VI OMeTUIeCKOTO npenapaTa oJis CBA3EBaHUSA bocdhaToB),
buchpochoHaTaM, KaJbUVMMMMETHKAMM, HUKOTMHOBOM KMCJIOTOM, XeJle30M,
CB A35IB allMU dbocdhaTH BelleCcTBaMu, XoJIeKaJIbL UMPepoJIoM,
SPTroKaJIbINPEPOJIOM, AKTMBHEIMM CTepoJlaMM BUTaMMHa D, areHTaMM
KOHTPOJIA IUVIMKEMMYECKOT'O MHIEKCAa UM KPOBSAHOT'O IaBJIEHMS, pPa3JIMYHBEMU
AHTUMHEOIJIaCTUUYECKMMM aTleHTaMu W UuHIUbuTropaMmu CYP24 u 1OpyI'uMu

UMTOXPOMHEMY P450 depmMeHTaMM, KOTOpHE MOTYT pasjaraTh al'eHTH
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BuTaMrHa D. KpoMme TOI'O, MOXHO BHOpaThb BHYTPMBEHHOe BBelleHUe 25-
TUOPOKCUBUTAMUHA D> u/Uim 25-TMOpoKCHUBUTaAMMHA D3 C
XOoJIeKaJlbUMdepoJioM, SpPTroKaIbIMGEepPOJIOM, aKTVBHEIMA cCTepoJiaMi
BurammHa D, areHTaMM KOHTPOJIA IJIMKEMMUECKOI'O MHIEKCa M KPOBAHOTO
DaBJIeHUd, Pa3JIUYHEMA AHTHHEOIJIaCTHUU e CKUMA areHTaMu n
nHruduTopammnn CYP24 u  OpyIMMM UMTOXPOMHEIMM P450 depmeHTamu,
KOTOpPEHE MOTYT pasjlaraTb aleHTH BUTaMuHa D. Ha mnpakTuke, ©0oJiee
BHICOKME IOO3H coenuHeHUM COTJIaCHO HacToAlleMy n300peTeHN
MCIIOJIE3YIOT, €eCJIM TepalleBTUUeCKOoe JieueHMe OOJIE3HEHHOTO COCTOSHUA
nopencTaBJsgeT CcoOo¥ KeJjlaTeJlbHOe KyIMpoBaHMe, ToTJa Kak 0oJee
HM3KME HOO3H OOBUHO MCIIOJB3YIT B HNPOQMIIAKTUUECKMX LeJiax, IIOHATHO,
UTO KOHKpeTHas Io3a, BBeleHHad B KaXIOM KOHKPEeTHOM cJiydae, Oymer
nonobpaHa B COOTBETCTBMM C KOHKPEeTHHM COeOMHeHMeM, IIoOJIexXallliM
BBelleHUO, 3aboJjieBaHMeM, I[onJjieXallMM JIeUeHMID, COCTOSAHMEM CyOBeKTa
M OPpYIVMM COIYyTCTBYRIMMM OOCTOATENIECTBAMY JE€UeHMs, KOTOPHE MOI'YT
M3MEeHUTEL aKTHMBHOCTE JIEKAPCTBEHHOT'O CpelcTeBa WJIM OTBeT Ha Hero
cyOBeKTa, UYTO XOpOoUIo WM3BECTHO ClIelMalucTaM B »aHHOM oBJacTu
TeXHUKN .

[0089] Kak ykaszsaHO BHIIe, COCTaB IIPEelOIOUTUTEJIEHO 3allOJIHEH B
KeJIaTMHOBEIE KallCyJBl, HO TakKXe MOXeT OHTb BBelOeH B UMCTOM BUIE
WY C OOHMM WM OoJiee BHEMHMMKM I[IOKPHBAKLIMMKY CJIOAMM, HAaIIpUMep,
KMIIEUHOPACTBOPUMEIM I[IOKPEITHEM. IlpenrnojiaraeTcd TakKXe, UWTO COCTab
MOXeT OBITBH CIpeccoBaH B TabJIeTKM M B TaKOM CJiydae MOXHO BKJIOUMTH
OOHO WM OoJiee BCIIOMOT'aTeJIbHHX BEUeCTB IJIA IIPeCCOBaHMA TabJIETOK.

[0090] B cocTapax u criocobax COTJIaCHO HacToAmeMy
n300peTEeHND, NIPenro4YTUTEJIbHEE cramnu, IpEenodYTUTeJIbHEE
KOMIIOHEHTE, WX I[IPEeOIOoUTUTEeJIbHOE COOTHOIEHMe B KOMIO3MUMAX U
NPEenIouTUTeJIbHEEe KOMOMHALMM  BHIIEeyKa3aHHOT'O  MOXHO  BHOpaTb U3
Pa3JIMUYHEIX KOHKPEeTHHX [IpuMMepOB, I[IPMBENEHHEX B [IaHHOM OIMCaHUN.
HanpuMep, TNPeOnoOUYTUTEJILHEM COCTAaB BKJIOUaeT 25-THUIAPOKCHUBUTAMMH D
(HanpuMep, IpuMepHo 30 M, IOpMMepHO 60 M, WM nOpuMepHOo 90 MD
2b-runpokcuBuTaMmMHa  D3), IpUMEPHO 2 Macc.$% (HanpuMep, 2,32

Macc.%) ©0e3BOOHOI'O DTaHoJa, OpuMepHo 10 wMacc.% (Hamnpumep, 9,75

oe

Macc.$%) GELUCIRE 44/14, npwmepHo 20 wmacc.$ (Hanpumep, 20,00

oe

Macc.%) TBepmOIro IapadmHa, IIPUMEPHO 23 Macc.$% (HaopuMmep, 22,55

Macc.%) GMS, npuMepHO 35 Macc.$% (HaopuMep, 35,360 Macc.%) XUIOIKOTO
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napadmuHa WM MMHepaJlbHOT'O MacJja, OpuMepHo 10 wMacc.% HPMC wm
HeoOA3aTelIbHO HeOOJIblIOe KOJUUYECTBO KOHCepBaHTa (HanpuMmep, 0,02
Macc.% BHT). BapuaHT cocTaBa OymeT BKJIKUYATh [IPUMMEepHO 15%
(HanpuMep, 15,29 wmacc.%) HPMC u npuMepHo 30 Macc.% (HalpuMep,
29,88 Macc.%) XMOKOTO HNapadMHa MJIM MMUHEpPAJLHOTO Macja.

[IPVIME PH

[0091] Canenywoume IOPUMEPH WJIJIOCTPUPRYIOT COCTABH M CIOCOOHE MX
IoJlydeHrda. IlpuMeps [OPpMBEOEHH OJIS WLJICTpaluM M He IpelHa3HadeHH
0JI1 OT'paHMUeHMdA oOBbeMa HaCTOAMeI'0 M300peTeHMud.

[0092] TecT Ha pacTBOpeHMe 1n vitro B IllpuMepax OPOBOIMUIU C

nomomeio USP amnmapata 2 (cmoco® ¢ JIONACTHOM — MemaJIkoM) , Kak

ommcaHo B USP 29- NF 24, obmas mJiaBa <711> PacTBOpeHMe, C IIOMOULIO
ONIMCAaHHOM HMWXe CpenOs pacTBOpeHMA. B 1LeJioM, VKa3aHHHM CIocod

IpoTeKaeT COTJIaCHO CJIedylmuM CTamusaM. I[IOMeCTUTHL YyKa3aHHHM o00BeM
Cpelrl IJa pacTBopeHMsa (+1%) B cocyl yKaszsaHHOTO allapaTa, cobpaThb

amnrapatT, IOBeCcTM cpely IJS pacTBopeHuMs nmo 37 +0,5° ¥ BHHYTH
TEepMOMETP. [IOMECTUTH eIOVMHMIE IO3UMPOBaHMA B allapaT Tak, 4YTOOH
n3beraTes IolamaHMAa I[IY3HPBKOB BO3OyXa OT IIOBEPXHOCTU  eIVHUIL
OO3UPOBaHMA, U Cpa’sy YCTaHOBUTH B allllapaTe HYXHYKD CKOPOCTb. B
KaXxIOHl yKas3aHHBEM MOMEHT BpeMeHM oTofpaTh OPpoOH M3 CepeauHHOU
30HE MeXOY  IIOBEPXHOCTHIO Cpene  OJiA pacTBOpPEeHMA u BEPXOM
poTalMOHHOM JIolaCcTM, He MeHee uYeM 1 CM OT CTeHKM cCocyla.
[loMeCcTUTL OTOOpPAaHHBE IJIS aHallM3a aJIMKBOTH B pPaBHBE OOBLEeMH CBEXeM
cpenb IJIS pacTBopeHMa HOpu 37°. IdepXaTh COCYHO SaKPHTHM B IIpollecce
IpoBeIeHUsI TecTa, ¥ IIPOBEepATh TeMIepaTypy TecTHUPpyeMOoM CMecu B
IIoOXOOAmne MOMEHTEI BpPEMEHN . [lporecTH a”HaJns3 c TTOMOIIEL 0
NOOXOOAMEeTro MeTOoOa KOJUUeCTBEHHOT'O aHalM3a, B 2 OaHHOM cCJjydae
VJILTPaBECOKOROOEKTUBHOM XUOKOCTHOM XpoMaToTrpaduy (YBIXX) .

[0093] MecThb KarcyJl Kaxooro cocTaBa MCccJenoBalin B
3aBUCUMMOCTM OT BpeMeHM. Cpella pacTBOpPeHMA IIpedcTaBiiaja cobon
0,05 M pH 6,8 odocoaTHmit Ovdep/l% momeumJicyJbdaTa HaTPUS OT IIPU
374£0,5°C, wu amnmapaT YycTaHaBJAMBaIM Ha 100 o0BOpOTOB B MMHYTY.
OBpasz3usl oTbupamu uepes 2, 4, 6, 8 m 12 4YacoB U colepxXaHue 25-
TUOPOKCHUMBMTaMMHa D @mja Kaxngoro ofbpaslla  onpenesisanr ¢ IOMOIBIo

YBOXX.
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[IpuMmep 1 - In wvitro PacTeopeHMe  HeCTabOUIM3MPOBAaHHEX
COCTaBOB C 3aMelJIeHHHEM BEICBOOOXIOEeHMEeM 25-TUIOPOKCUBMTaMMHa D

[0094] MVccienoBajM pPacTBOPEHMe COCTaBa, MW3TOTOBJIEHHOTO U3
cMecnu 90 wMkT  25-TMOpokcHMBUTaMmMHa D3, 19,98 wmacc.% TBepmoTro
napad¢mHa, 37,85 wmacc.%$ GMS, 9,76% wmacc. GELUCIRE 44/14, 2,36

Macc.% ©0e3BOOHOTO »TaHoJa, 29,88 mMacc.$ xuuokoro napadémHa m 0,02

mMacc.% BHT (CocTar cpaBHeHMa 1). CocTaB He COINEPXUT COEOVHEHUS
LeJIJII0JIO 3L . CpenHee 3HaueHue 25-TUMOPOKCUBUTaAMMHA D3
BHICBODOXOAaeTCH, BHUMCIIAETCH B BUIE YCpPeOoHeHHOTO IpolleHTa
HOMVHAJIEHOTO JIeKAPCTBEHHOTO CpeICTEa, 3aTpPyXeHHOTO B

Q

OO3UPOBAaHHYID (QopMy (yCpeIOHeHHHM % 3a4BJIeHHOTO 3HaueHusa, $ LC)
npu T=0, ¥ MHOOcCJe KOHTPOJIUPYEMOTO XpaHeHMS cocTaBa opu 5b°C wu
BJI&XHOCTHM OKpPYXaKIel'o BO3OyXa B TedeHMe Iepuola IJUTEJBHOCTBI OO
12 wMecsueB cCcyMMMpyeTcda B 2 Tabauile Hmke. Onpenensaian oOpaslH,

XPaHMemmMeCd B TedeHNMe IIeprModa BpPpeMeHM JIIPMMEPHO 3 Mecsaua I1pn

TeMIIepaType B OuanasoHe oT 15°C mo 30°C M BJIAXHOCTM OKPYXaoMeTo
BO3OyXa, Ilepel TecCcTHUpOoBaHMeM. TaxuMm obOpasoM, obpas3el, KOTOPHM
OOJDKeH COOTBETCTBOBATHL HYJIEBOMY BpeMeHM 0003HadueH Kak T=0p
(IICeBOOHYJIEBOE BpPeMA), UM CJeOyeT IIOHUMaThL, UYTO BHIEPXaHHHE B
TedueHMe HOMMHAJIBHOTO Ilepmonma B 1 Mecsdl, 3 Mecsdua, 6 Mecduen, 9
MecdaueB ¥ 12 MecsaueB o0pa3Ubl TakXe IOOBeplallUCh IIPUMEPHO 33—
MeCSAUHOMY IIepMONY BHIOEPXMBaHUA, OIMCaHHOMYy Bhlle. IJd oOecClieueHUd
BoJjiee TOUHOM ©Oa30BOM JIMHMM TOTOBUJIM CBEXyD HapTHio 00paslloB TOTO
ke Turna 0e3 KakKoTo-JMOO BHIOEPXMUBAHUA; BTU IaHHBEe O0O0O03HAUeHH Kak
T=0g, dUTOOB BHOEJIUTL CBexye obpas3uu. OnpemelyiM KOosQOULIMeHT
Bapuauum (SCV) . IIpOolLleHTHOe M3MEHEeHMe OT MCXOIHOTO KOJIMYecTBa 25-
TUOPOKCUBUTaAMMHA D3, BECBOOOXODaeMoTo IJsa HOapTuit npu T=0p, m T=0¢
IpuBeIeHO B KBaIpaTHHX CKoOOKax ¥ OBOMHHX KBaOpaTHHX CKoOKax

COOTBETCTBEHHO.
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PacTBOpeHMe mocje xpaHeHusa npu 5°C/BJaXHOCTL OKpPyXalMeT'o BO3Iyxa

Bpemsa T=0p T=0¢ 1 mec4arn 3 Mecdlua 6 MecAlleB 9 mMmec4dleB 12 mecaues
(4acH) IICeBOO CBEXeTIo (3CV) (s CV) (3 CV) (% CV) (% CV)
% WM3MeHeHUA % U3MeHeHUA % M3MeHeHUA % WM3MeHEeHUA [% M3MeHeHU4dg
or T=0p] oT T=0y] or T=04] or T=0p] orT T=0;]
% UM3MeHeHUusd % U3MeHeHUd % U3MeHeHUS % m3MeHeHUd | [[% MBMeHeHUud
or T=0¢]] or T=0¢]] or T=0¢]] or T=0¢]] or T=0¢]]
2 6,1 22,1 8,9 15,7 9,1 15,2 12,7
(29, 6) (17,2) (13,4) (27,4) (23) (47,2) (16, 8)
[45,9] [157,4] [49, 2] [149,2] [108, 2]
[[59,7]] [[29,0]] [[58,8]] [[31,2]] [[42,5]]
4 14,5 52,0 20,7 22,3 22,9 25,2 24,7
(15, 7) (4,6) (19,1) (15, 6) (7,1) (19,2) (13,5)
[42,8] [53, 8] [57,9] [73,8] [70, 3]
[[6e0,2]] [[57,1]] [[56,0]] [[51,5]] [[52,5]]
6 27,6 77,9 35,7 33,5 34,1 36,2 34,8
(21,2) (4,06) (9,06) (2,6) (7,1) (20, 5) (14, 6)
[29, 3] [21,4] [23,6] [31,2] [26,1]
[[54,2]] ([57,0]] [[56,2]] [[53,5]] [[55,3]]
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8 45,7 9¢, 8 53,0 47,4 46,8 47,8 46,4
(23,6) (2,9) (9,9) (3,7) (6) (18, 6) (8,9)
[16,0] [3,7] [2,4] [4,6] [1,5]

[[45,2]] [[51,0]] [[51,7]] [[50,6]] [([52,1]]
12 89,7 112, 3 100,0 78,9 76,9 74,1 78,8
(15,6) (1,6) (4,8) (8,1) (5,7) (17,3) (5,3)
[11,5] [12,0] [14,3] [17,4] [12,2]

[[11,0]] [[29,7]] [[31,5]] [[34,0]] [[29,8]]
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[0095] IlpoBesiM TeCcT Ha pacTBopeHMe CocTapa cCcpaBHeHMI 1

nocyie xpaHeHmsa npu 25°C M OTHOCUTEJILHOM BJaxHocTu 60% B TeueHHUe

or 0 mo 12 mMmecdaueB. PesyjabTaTe 00O0OMmMeHHE B TabJjuile HMXE.
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PacTBOpeHMe IOCJe xpaHeHMd npu 25°C/OTHoCHTesSbHasd BJIAXHOCTH 60%

Bpemsa T=0p T=0¢ 1 mecHrn 3 Mecdua 6 MecsAleB 9 MecHdleB 12 Mecduesr
pacTBOpEeHMA [ICeBno CBEXETO (3CV) (% CV) (3 CV) (%3 CV) (%3 CV)
(uacH) [3 [3 [3 [3 [3
M3MEeHEeHNA W3MEeHeHNA M3MeHeHNA M3MeHEeHMU A M3MEeHeHNA
oT T=0y] oT T=0;] orT T=0;] oT T=0p] orT T=0;]
[[% [[% [[% (1% [[%
V3MeHeHN s V3MeHeHU s V3MeHeHUs V3MeHeHN s VB3MeHeHN s
orT T=0¢]] orT T=0¢]] or T=0¢]] orT T=0¢]] or T=0¢]]
2 6,1 22,1 7,6 10,8 8,5 10,8 13,5
(29, 06) (17,2) (7,7) (15,7) (19,2) (15,8) (24,7)
[24,6] [77,0] [39,3] [77,0] [121, 3]
[[65,6]] [[51,1]] [[el,5]] [[51,1]] [[38,9]]
4 14,5 52,0 18,7 22,8 17,9 21,4 24,5
(15,7) (4,6) (18, 6) (23,7) (11,9) (5,5) (17,4)
[29,0] [57,2] [23,4] [47,6] [69,0]
[[e4,0]] [[56,2]] [[65,6]] [[58,8]] [[52,9]]
6 27,6 77,9 27,1 30,7 23,8 27,0 30,0
(21,2) (4,6) (22,7) (29, 6) (11, 6) (7,3) (15,7)
[1,8] [11,2] [13,8] [2,2] [8,7]
([65,2]] [[60,6]] [[69,4]] [[65,3]] ([61,5]]
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8 45,7 96,8 37,1 40,6 28,5 32,3 35,6
(23,6) (2,9) (18,1) (29,9) (13,2) (6,4) (14,7)
[18, 8] [11,2] [37,6] [29, 3] [22,1]

([el,7]] [[58,1]] [[70,6]] [[66,6]] [[63,2]]
12 89,7 112, 3 61,6 53,0 38,5 38,9 44,2
(15, 6) (1,6) (16,6) (32,2) (12, 2) (6) (12,2)
[31, 3] [40,9] [57,1] [56,6] [50,7]

([45,1]] [[52,8]] [[65,7]] [[65,4]] [[60,6]]
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[0096] IlpoBesiM TeCcT Ha pacTBoOpeHMe CocTapa cCcpaBHeHMI 1

nocyie xpaHenmsa npu 40°C M OTHOCUTEJILHOM BJIAXHOCTM 75% B TeueHHUe

O, 1, 3 nu 6 Mecdauer. Pes3yJjbTaTH 0OOOMEeHE B TabJjiMlle HMXEe.
PacTBOpeHMre 1mocie xpaHeHusa npu 40°C/oTHocCHTeJSIbHas BJIAXHOCTH 75%
Bpemsa T=0p T=0¢ 1 mecHdn 3 Mecsaua 6 MecHdleB
PaCTBOPEHUSA | [ICEBOO | CBEXETO (3CV) (3CV) (3CV)
(uacw) [% (% [%
VB3MeHeHUA | MBMeHeHUSa | M3MeHeHUS
or T=0p] or T=0p] or T=0p]
[[% [[% [[%
V3MeHeHUA | MBMeHeHUSa | M3MeHeHUS
or T=0¢]] or T=0¢]] or T=0¢]]
2 6,1 22,1 11,7 16,9 1,8
(29, 6) (17,2) (50) (36,3) (75)
[91, 8] [177,0] [70,5]
[147,1]] [[23,5]] [[91,9]]
4 14,5 52,0 52,0 59,8 36,2
(15,7) (4,6) (45,1) (31, 3) (21,8)
[258, 6] [312,4] [149,7]
[[0]] [[15,0]] [[30,4]]
6 27,6 77,9 87,0 97,8 76,7
(21,2) (4,06) (21,5) (24) (12, 3)
[215, 2] [254, 3] [177,9]
[([11,7]] [[25,5]] [[1,5]]
8 45,7 96, 8 107,3 110,9 101,2
(23, 6) (2,9) (8,1) (13) (6,1)
[134, 8] [142,7] [121,4]
[[10,8]] [[14,6]] [[4,5]]
12 89,7 112,3 118,7 115,1 112,6
(15,6) (1,6) (1,7) (3,7) (2,1)
[32, 3] [28, 3] [25,5]
[15,7]] [[2,5]] [[0,3]]
He xeJjlagd OTpaHMUMBATLCSA KaKoOM-JIMOO KOHKPETHOM TeOopHueN,

InpenriojiarawnT, WYTO YBEJIMUEeHNMe CTelleHM pPpacCTBOPEHMA IIOCJIe XPaHEeHUA

npy 40°C 1o CpaBHEHMIO C BeJIVuMHaMy HOpu nceBno T=0 OPpOUCXOOUT W3-



3a KOMOMHAaLIUM

mccijlegyeMele

sbdbexTa

ofpa3LL
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BEHIIOCPOXVMBaHMA,

IICEeBIO T=0 u

TeMIIepaTyps Gas3el B CcOoCTaBe HIpu xpaHeHuum npu 40°C.

[0097]

cpaBHeHusa 1,

pacTBOpeHNE .

obpaboTkM U,

COCTaBHE

cCpaBHeHUs 1

(cMm.,

BHIDepXaHHEI

OTBepXOcHKE
kKak OBJIO IIOKaszsaHo,

HanpuMmep,

(BEHIDEepXaHHBIE OOpPa3lH)

IPOIYKT,

3akKJIydaeTCAd

IIaTeHT CIIA

OoTBepXOoaJi IIPM Hal'peBaHMM WM TIIOIOBepI'aJiv

B IIPVMIMEHEHVNM

ONMCAaHHOTO BHIIE, Ha
M3MeHeHMdI  3aBUCUMOM  OT
COOTBETCTBYIOMUA CocraBy

TecTy Ha
TeIrJIOBOM
crabunmsmpyeT dapMalleBTUUECKUE

No. 6645527) . CocrTaB

HarpeBaJgu mnpu 40°C B TeueHune 72

JacCokB IJIA OTBEeEPXIOcHMA W IIOCJIe XPaHWJIM IIPpU KOMHaTHOM TeMIlepaType

B TeueHMe 8

HelneJlb .

BricBoOoOxIeHMeE

2b-runpokcuBuUTaMMHa D3

OTBEPXIECHHOIT'O COCTaBa MCCJIeOOoBaJIM IIOCJIe XPaHeHMA B TeUeHNe 0,

4 u 8 HemeJib IIPM KOMHATHOM TeMIepaType.

TadJIMile HIXe.

PesyJibTaTH

0B 0OBIMEeHE

nus

2,

B

PacTBOpeHMe IIOCJie OTBepxmeHus npu 40°C B TeueHue 72 UYaCOB
Bpemsa T=0 2 Henenm 4 HeneJmn 8 HemeJb
pPacTBOpPEeHUSA % LC % LC % LC
(uacH) (% (% [3
M3MeHEeHU A ] M3MeHeHU g ] V3MeHeHU g ]
2 17,4 12,4 11,4 8,2
[28,7] [34,5] [52,9]
4 53,3 46,4 40,1 26,6
[12,9] [24,8] [50,1]
6 86,2 76,2 69,0 44,8
[11,6] [20,0] [48,0]
8 103, 8 102,0 95, 8 66,6
[1,7] [7,7] [35,8]
12 115,7 110,5 119,8 103,3
[4,5] [3,5] [10,7]
[Ipumep 2 In Vitro PacTBoOpeHMe CTabMIM3UPOBAHHOTO COCTaBa

C KOHTPOJIMPYEMBIM BEHICBOOOXIEHMEMS 25—PMHpOKCMBMTaMMHa D

[0098]

comepxamero 90 MKI 25-I'MOIPOKCHMBUTaMMHa Ds,

15,29

napadmuHa,

Macc.$%$ GMS,

PacTBOpeHUE

Macc.$

9,76 mMmacc.%

coCcTaBa C

I'MOPOKCHUITPOIIMII

GELUCIRE 44/14,

MeTWJIIeJIJII0JIO 3k,

2,36 Macc.$

19,88 mMmacc.$

3aMelJIeHHBEIM BEICBOOOXIEHMEM,
TBEPIOTO

22,55

6e3BOIHOTO
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sTaHoJla, 29,88 mMacc.$ xupgkoro napag¢muHa m 0,02 Macc.? BHT (Ilpmmep
CocraBa A), wucciaenoragu nocjye oT 0 nmo 11 Henesb XpaHeHUA IIPU

KOMHATHOW TeMIepaType. PesyibTaTH o000meHH B Tabjulle HUXE.

PacTBopeHMe IOCJe XPaHeHMd [IPpM KOMHATHOM TeMlepaType/BJIaXHOCTU
OKpYyXaKlleI'o BO3IyXa
BpeMsa pacTBOpeHMA T=0 3 HeneJb 11 HenmeJsb
(uacH) % LC % LC
[% MBMeHeHMA] [% MBMeHeHUd ]
2 15,45 14,20 12,08
[8,1%] [21,8%]
4 36,3 38,80 37,13
[6,9%] [2,3%]
6 56,9 62,70 59,51
[10,2%] [4,6%]
8 71,1 71,90 69,76
[1,1%] [1,9%]
12 89,4 91,20 89, 90
[2,0%] [0,6%]

[0099] PacTBOpPEeHMe cocTakBa C 3aMelJIeHHEIM BECBOOOXIEHUEM,
comepxamero 90 MKI 25-TuopokcuBMTaMMHa D3, 19,88 macc.$ TBepIoIro
napaduHa, 10,00 Macc.% TUIPOKCUJINIPOIIUIIME TUJILLEJIJTIOJIO 3L, 22,55
Macc.% GMS, 9,76 wmacc.%$ GELUCIRE 44/14, 2,36 wMacc.%, 35,17
Macc.% xunkoro mnapadmHa m 0,02 wmacc.$ BHT (Ilpumep Cocraea B),
uccyienoBanu nocje orT 0 pmo 26 Hemelb XpaHeHMs TIIpUM  KOMHATHOM

TeMIepaType. Pe3synbTaTH ODOOMeHE B Tabdjulle HUXE.

PacTBOpeHMe IIOCJe XPaHeHMd [IpPpM KOMHATHONM TeMlepaType/BJIaXHOCTDL
OKpyXawlleI'0 BO3OYyXa
Bpemsa T=0 6 HemeJlb 13 HeneJb 26 HeneJb
pPacTBOpPEeHUSA % LC % LC % LC
(uacH) (% [$ [%
V3MeHEeHU g ] M3MeHeHU g ] V3MeHeHU g ]
2 30,15 25,40 25,20 21,10
[15,8%] [16,4%3] [30,0%]
4 58,55 51,90 51,80 45,20
[11,4%] [11, 5%] [22,8%]
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6 72,1 74,40 73,00 67,63
[3,2%] [1,2%] [6,2%3]
8 80,55 84,30 84,50 77,30
[4,7%] [4,9%] [4,0%3]
12 91,8 94,10 94,40 91,16
[2,5%] [2,8%] [0,7%]

IIlpuMmep CocTaBa B @»OeMOHCTpUPYeT IO CYMEeCTBY CTadWMJIbHBEM

HpO(l)M.J'Ib pacTBOpPeHNMA IIOCJIe XpPaHeHMA B TedUeHMe II0 MeHbIIen Mepe 26

HeneJIb IIpr KOMHaTHOM TeMIlepaType.

[00100] CTabuiIbHOCTBL CTabUMJIMBUMPOBAHHEIX COCTaBOB, COIepXalMx
30 Mxr (Ilpumep CoctaBa C), 60 Mkr (IlIlpmMmep CocTara D) wmiam 90 MKD
(Ipumep CocTara E) 25-rmupokcueBMTaMMHa D3, UCClIemoBaly, IIpUMeHSs
YCIIOBUA xXpaHeHus 1pu 25°C ¥ OTHOCUTEJILHOM BJaxHocTu 60% u nopu
40°C ¥ OTHOCUTEJILHOM BJI&XHOCTM 75%. KoMmoosuuum uU3 IIpUMEpPOB
CocraBoB OoT C mo E o0OoOmeHE B TaOJMile HIDKE:

KomMmrioHeHT KommuecTBO
25-TUOPOKCUBUTaAMUH D3 30 Mrr, 60 mMxr, wmm 90
MKT

[TapadMHOBHIM BOCK 20,00 Macc.$
MyHepaJIbHOE MacJio 35,360 mMmacc.%
T'mpopoxcunponmiIMe TuiLesImoJo3a  K100M CR | 10,00 mMacc.$
(METHOCEL)
TnnuepuHa MOHOCTeaparT 22,55 macc.%
JJaypowus MaKpOTOJITJINILE PUIE n|9,75 macc.%
NOJIMOKCUIITJIMLepUIs (GELUCIRE 44/14)
Ee3BOIOHLIM CIUPT 2,32 Macc.$
BHT 0,02 MmMacc.%
Msarkas kamncyJbHasa oboJiouka (VEGICAPS)

CocTaBe, IOEMOHCTPHPYRIME I[1O0 CYIMeCTBY CTabuIIbHEE OPOOUIIN

pacTBOpeHMA Tocjie xpaHeHrs npu 25°C M OTHOCHTEJILHOWM BJAXHOCTM 60%

B TeueHMe IIO MeHblIeln Mepe 24 MecslueB

pacTBOpeHusa (SLC u SCV)

(durypa 1). PesyabTaTH

obobmeHEl B TabJuile HMXE.
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PacTBOpeHMe IOocCye xXpaHeHMd npu 25°C/0THOCHUTEJSIBHOM BJIaXHOCTM 609
Bpemsa T=0 1 mecsan 3 MecC. 6 MecC. 9 Mec. 12 wmec. 18 mec 24 wmec
(4acH) ZLC 3LC 3LC 3LC ZLC 3LC 3LC ZLC
(3 CV) (% CV) (% CV) (% CV) (% CV) (% CV) (% CV) (% CV)
30 Mrr 2b5-rumpokcuBuTaMMHa D3 (Ilpumep CocTaBa C)

2 10,1 12,9 14,0 9,6 10,5 13,5 10,6 7,0
(16,1) (25,2) (48,5) (38, 3) (18,2) (35, 8) (26,5) (47,8)

4 43,6 48, 8 45,9 36,8 37,2 50,2 39,3 39,6
(12,7) (10, 9) (29,9) (25) (11,1) (14, 8) (22,9) (32, 3)

6 83,1 73,4 72,4 71,4 66,7 70,6 70,1 69, 3
(5,7) (9,2) (7,5) (6,8) (10, 6) (11, 5) (7,2) (12, 6)

8 96,4 89, 6 88,4 88, 4 85,2 85,4 84 85,7
(6,5) (4,4) (4,7) (5,7) (4,9) (9) (5,1) (8,2)

12 115,8 104, 2 105, 6 106,1 101,5 100, 8 100, 2 103
(4,5) (1,9) (1,4) (1,0) (1,5) (3,9) (4,5) (2,0)

60 MKTD 25-TuapokcuBUTaMMHa D3 (IlpumMmep CocTara D)

2 17,5 16,3 16,1 17,7 11,2 14,3 16,1 12,14
(20) (27,4) (25, 3) (34,7) (20, 2) (29,1) (25,8) (52, 3)

4 53,6 55,1 53,8 55,3 43,7 51 52,9 41
(19, 6) (18, 8) (12,8) (17, 9) (14) (22,5) (le,7) (36, 6)

6 83,9 78,7 79,9 78,4 72,2 75 72 64,7
(7,5) (8,3) (6,6) (4,7) (7,1) (13) (9,9) (29, 6)
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8 99,2 94,3 97,2 92,5 87 88,9 84,9 81,3
(3,9) (5,2) (4,8) (3,3) (5,5) (6,3) (12,3)* (21,7)
12 104,8 108,7 111,09 104,5 103,1 104,7 99, 8 101,7
(3,3) (1,8) (1,1) (0,3) (0,8) (1,4) (4,6)* (8)
90 Mrr 25-rTMOopokcuBMTamMmuHa D3 (IIpumep CocTaBa E)
2 14,9 14,9 13,3 13,5 14,3 15 9,5 8,5
(19,9) (8,6) (41, 2) (23,4) (30,4) (35,1) (37,1) (53,2)
4 49,9 46,9 52,4 49,7 45,9 51,8 36,8 34,4
(lo,4) (10,2) (18,5) (16,4) (25, 6) (14) (34,5) (24,9)
6 89,4 71,4 81,1 74,2 71,6 77 64,4 64,5
(7,2) (4,1) (5,0) (11,1) (17, 6) (4,9) (10, 3) (15,1)
8 101,7 84,9 96,1 90, 8 89 91,6 77,4 83,0
(2,5) (2,8) (2,3) (6,4) (9,4) (3,3) (15,7) (11,2)
12 103 99,3 110 104,4 100,5 104,06 96, 8 102,8
(2,1) (2,4) (1,3) (1,1) (2,4) (0,3) (5) (3,4)

* 4 roBTOpa BMEeCTO 6
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[00101] [poleHT M3MEeHEeHU A MeXIy KOJIMUEeCTBOM 25—
TUIOPOKCUBUTaAMMHA Ds, BEHICBOOOXIAEMEM  IIOCJe BHIEPXMBaHNSA, 1o
CpaBHEHMK C MCXOIHEIM BHCBODOXIOAEMEM KOJIMUECTBOM CYMMMPOBaAH B

TadbJIMile HMXe.
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Bpewmsa 1 mecsHn 3 MecC. 6 MecC. 9 mec. 12 mec. 18 mec. 24 wmec.
(h) WU3MeHeH A | $ MBMeHeHUS V3MEeHeHN A V3MEeHeHN A W3MEHeHU A V3MEeHeHU A V3MEHeHN A
30 Mrr 25-rupmpokcuBuTammHa Dz ([Ilpumep CocTaBa C)
2 27,7% 38, 6% 5,0% 4,0% 33,7% 5,0% 30,7%
4 11,9% 5,3% 15,6% 14,7% 15,1% 9, 9% 9,2%
6 11,7% 12,9% 14,1% 19,7% 15,0% 15,6% 16,6%
8 7,1% 8,3% 8,3% 11,6% 11,4% 12,9% 11,1%
12 10, 0% 8,8% 8,4% 12,3% 13,0% 13,5% 11,1%
60 MKT 25-ruapokcuBUTaMMHa D3 (IlpumMmep CocTaBa D)
2 6,9% 8,0% 1,1% 36,0% 18, 3% 8,0% 29,1%
4 2,8% 0,4% 3,2% 18, 5% 4,9% 1,3% 23,5%
6 6,2% 4,8% 6,6% 13, 9% 10, 6% 14,2% 22,9%
8 4,9% 2,0% 6,8% 12,3% 10,4% 14,4% 18, 0%
12 3,7% 6,8% 0,3% 1,6% 0,1% 4,8% 3,0%
90 MkT 25-mMapokcuBuTaMmMHa D3 (IIpumep CocrTapa E)
2 0,0% 10,7% 9,4% 4,0% 0,7% 36,2% 43,0%
4 6,0% 5,0% 0,4% 8,0% 3,8% 26,3% 31,1%
6 20,1% 9,3% 17,0% 19,9% 13,9% 28,0% 27,9%
8 16,5% 5,5% 10,7% 12,5% 9,9% 23,9% 17,8%
12 3,6% 6,8% 1,4% 2,4% 1,6% 6,0% 0,2%
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[00102] IlpumMepw CocTaBoB oT C mo E Takxe IOeEMOHCTPUPYIT IIO

CYIIeCTBY CTabWJIbHEE OPOOMUIIM PaCTBOPEeHUd Iocie xpaHeHUsa npu 40°C u

75% OB B TeueHMe IIO MeHbIle Mepe 6 MecCcHleB (durypa 2).

PesynbTaTH pacTBOPeHMA OOOOQmeHH B Tabjulle HIUKE.

PacTBOpeHMe nocje xpaHeHus npu 40°C/OTHOCUTEJIBHOM BJAXHOCTM 75%

Bpemsa VIcxXOOHEM 1 mec4dn 3 Mecsaua 6 MecHdleB
(4acHl) % LC % LC % LC % LC
(3CV) (3CV) (3CV) (3CV)
30 Mrr 25-rumpokcuBUTamMmHa Dz (IlpmMmep CocTaBa C)
10,1 11,3 13,5 11,1
’ (16,1) (54, 3) (53, 8) (14,8)
43,6 46 44,4 40,9
: (12,7) (27,1) (23,9) (13,9)
83,1 72,7 62,8 68,7
° (5,7) (9,7) (20, 4) (7,3)
96,4 88,7 76,5 82,5
° (6,5) (5) (12,5) (4,1)
115,8 103,1 93,4 96,4
te (4,5) (0,9) (7,6) (2,8)
60 MKID 25-rumpokcuBUTaMmHa D3 (IlpumMmep CocTara D)
17,5 12,9 15,5 13,9
’ (20) (40,7) (37) (40)
53,6 50,7 54,4 49,8
: (19, 6) (18,5) (12) (16,3)
83,9 75,8 78,3 74,7
° (7,5) (9,7) (10, 6) (8,1)
99,2 91,2 91,6 88,5
° (3,9) (7,9) (9,1) (6,5)
104,8 100,77 104,1 101,5
e (3,3) (5,1) (6,5) (2,3)
90 Mk 25-mmapokcuBuTaMmMHa D3 (IIpumep CocTapa E)
14,9 18,5 10,2 8.3
’ (19,9) (32,5) (44, 6) (34.7)
49,9 50,7 47 44.8
: (16,4) (12, .8) (14, 6) (10, 6)




89,4 74,77 72,9 73
° (7,2) (8) (5,2) (3,4)
101,7 90,5 86,6 87,9
: (2,5) (5) (4,8) (3)
103 100,1 102,5 101,0
te (2,1) (1,4) (1,06) (1,9)
[00103] [IpolieHT M3MEeHEeHU S MexIy KOJIMYEeCTBOM of 25—
TUOPOKCUBUTaAMUHA Ds, BHICBODOOXIaeMOT'O rocJjie BHIOEPXUBAHUSA B
YCJIIOBUSAX  XpPaHeHUs, [I0 CpaBHEHMK C MCXOIHEM BECBOOOXIAEMEM
KOJIMYECTBOM CYMMVPOBAaH B TabJiMlle HUXE.
BpeMmsa (4acH) 1 MecHdn 3 Mecdua 6 MecsleB
% M3MeHEHUH % M3MEeHEHUS % M3MEeHEHUH
30 Mrr 25-rumpokcuBuTamMmHa Dz (Ilpmmep CocTaBa C)
2 11,9% 33,7% 9, 9%
4 5,5% 1,8% 6,2%
6 12,5% 24,4% 17,3%
8 8,0% 20, 6% 14,4%
12 11,0% 19,3% 16,8%
60 MKID 25-rmoporcueuTammHa Dz (IIpmmep CocTaBa D)
2 26,3% 11,4% 20, 6%
4 5,4% 1,5% 7,1%
6 9,7% 6,7% 11,0%
8 8,1% 7,7% 10,8%
12 3,9% 0,7% 3,1%
90 Mrr 25-rHMppokcuBMTamMuHa D3 (IIpumep CocTaBa E)
2 24,2% 31,5% 44,3%
4 1,6% 5,8% 10,2%
6 16,4% 18, 5% 18,3%
8 11,0% 14,8% 13,06%
12 2,8% 0, 5% 1,9%
[00104] CrabuibHOCTs CocTaka CpaBHeHus 1, KOTOPEM  He
COOEPXUT COeIMHEeHMA LeJulJioss, U IlpuMepa CocTaBa E, comepxamero
TUOPOKCUIINIPOIMIIME TUJILIEJIIIIIIO 3Y, [IOBEII&JIaCh rocJje XpaHeHUd B

TeueHmnel?2 wMecsaueB npu 25°C M OTHOCUTEJILHOM BJIAXHOCTM 60%

(durypa
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3) . PesylbTaTH pacTBOpeHUA 0000meHH B TabJuile HWXE.

PacTBOpeHMe IOCJe xXpaHeHMd npu 25°C/oTHoCHTesSIbHas BJIAXHOCTH 609
Bpewmsa CocraBr cpaBHeHUMA 1 [Toumep CocTaBa E
pacTBOpeHud VCcXOOHBIM 12 Mecsdauesn VcxXOOHBI 12 Mecsdaues
(uacer) % LC % LC % LC % LC

2 22,1 13,5 14,9 15,0

4 52,2 24,5 49,9 51,8

6 77,9 30,0 89,4 77,0

8 96, 8 35,6 101,7 91,6

12 112,3 44,2 103,0 104, 6
[00105] [IpolieHT M3MEeHEHU A MeXIy KOJIMUEeCTBOM 25—
TUOPOKCUBUTaAMMHA Ds, BHICBODOXIaeMOT'O rocJjie BHIIEPXUBAHUSA B

YCIIOBMAX XpaHeHn4dg, I10 CPaBHEHMIO C VMCXOIOHEIM BEICBOOOXI aeMBEIM

KOJIMYeCTBOM CYMMMPOBaH B TabJyMile HMXE.

Bpewmsa Cocrakr cpaBHeHUA 1 [Toumep CocTaBa E
pPacTBOpPEHNA % M3MEeHEeHM’HA OT % M3MEeHEHUHA OT
(uacH) MCXOOHOTO MCXOOHOTO
2 38,9% 0,7%

4 53,1% 3,8%
6 61,5% 13,9%
8 63,2% 9, 9%
12 60, 6% 1,6%

Ipumep 3: In vivo Pe3yJgbTaTH OJS HeCcTadbMIM3UPOBAHHOTO U
CTabUIN3UPOBAHHOTO COCTABOB C KOHTPOJMPYEMEM BHCBOODOXIEHUEM

[00106] In vVivo HMCCJIeOOBaHMSA IIPOBOOMIM B LeJIIX YBeJIWUEeHUI
KIIMHUYECKOM bapMaKOKMHE TUKU HeCTabUIU3NPOBaAHHOTO u
CTabUMIM3NPOBAHHOTO COCTABOB C KOHTPOJMPYEMEM BEHCBOOOXIeHMEM 25—
TUOPOKCUBUTaMMHa D3 B opraHu3sMe CyOLeKTa-deJloBeKa. B MCCJeOOoBaHUU
A 28 cybbekToB CcoO cTammer 3 wian cTaiguer 4 XBII, BTOPUYHLM
TunepnapaTtupeosoM (cramusa 3: 70-1000 nor/mn iPTH; cramma 4: 110-
1000 mor/mii 1PTH) ™M HeIDOCTATKOM BUTaMMHa D (MCXOIOHHEM of0mmim 25-
TUOPOKCUBUTAMMH D B CHBOpPOTKe oT 15 HT/Mi mo 29 HTD/MI) NOJydYalu
EeIVHVUHYIO epopalibHy 0Oo3y KallCyJIbl C KOHTPOJIMPY €MEIM

BEICBOOOXIEeHNEM, conepxamen oT 450 MKT oo 900 MKT 25-
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rMOopokcuMBUTamMmMHa D3, 20,00 macc.$% TeBepmoro napaomHa, 37,85 Macc.$
GMS, 9,75 Macc.$% GELUCIRE 44/14, 2,32 Macc.$% 6es3BOOHOTO STaHoJa,
30,06 wMacc.% MuMHepaJibHOTO Macjga u 0,02 wMacc.% BHT (CocTan
CpaBHeHUSA 3) WY  eOVMHUUHYID TO03Y BHYTPUBEHHO 448 wMKD 25-
TUIPOKCUMBMUTaMMHa D3 B pacTBoOpe DTaHoJa. HM OOMH M3 COCTaBOB He
comepXxalJyl COeOMHEHMSA LIeJIJIIJIO3H .

[00107] KoHLeHTpalusa 25-TUIPOKCUBUTaAMMHA Dz B CHEHBOPOTKEe
I[IOCTeIIeHHO Bo3pacTaljla IIocJe BBeIeHMd IIepopallbHOM nHo3w. PocT 25-
TUIPOKCUMBUTaMMHa D3 MIPOUCXOIMJI TIIPOINOPLMOHAJIBHO JO03e WM »OOoCTUIall
IIPMMEPHOTO CPpeIHero MaKCHMyMa, HabJowiaeMoT'o IOJS KOHIEeHTpaluM B
CHBOpOTKe (Cmax) 32 HI'/MJI TIIOCJe BBeOeHus KarncyJyu Ha 900 wMkT.
Bpemsa, B TeueHuMe KoTopoTo Habiawmanack Cmax (Tmax), OIPUMEPHO
COCTaBJIAJIO 13 YacoB TIOCJHe TIpuMeMa »Oo3e. C IOpyToM CTOPOHH,
KOHLUeHTpaluuy 25-TUOPOKCUBMTaMMHE D3z OHCTPO BO3pacTalM IIoCie
BBeleHMUd B/B HOO3H. MaKCUMyM YPOBHEM B CHBOPOTKe HabJomalics
HEeIOCPeOCTBEeHHO IIocJie BBeleHuda B/B posu (Tmax = 0,5 yaca) u B
cpeIHeM IOOCTMTAJI 3HaueHud Cmax OpuMepH0l134 HT/MI. BMOOOCTYIIHOCTE
[IepOpaJIbHEIX O3 COoCcTaBJdajla I[IpMMepHO oT 6 1»mo 11%. lepuon
IOJIYBHEHBEeIeHUS 25-THMIPOKCUBMTaMMH D3z B KOHeuHOM odase (ti/2) mocJe
BBeIeHUA IIepOopalIbHOM IO3H COCTAaBJIAJl IIPUMEepPHO OT 12 mo 22 QOHEeN.
Hu B oOnHOV M3 TpPyNl He HaOIOOANIM HMKAKUX I[HOOOUHHX 5OOeKTOB Ha
KaJabuum miamu ¢oochop B CHBOPOTKE WM KaJlbLMM B MoOue.

[00108] CpenHee 3HaueHMe oOmero 1,25-OUTIMOPOKCUBUTaAMMHA D B
CHBOPOTKe OHCTPO POCJIO IIOCJe BBeleHUd B/B MHBLEKLUM, YBeJIMUMBAACD
OT MCXOOHOM (Hmo JleueHMS) 6as0BOM JMHMM Ha OpuMepHo 13 nr/Mji 3a 6
YyacoB IIocJle IOpueMa mOo3e. C  IOpyTo¥ CTOPOHH, CpeIHee ofmee
3HaueHue 1,25-OUTUIOPOKCUBMTAaMMHA D B CHEHBOPOTKE YBEJIMUMBAJIOCDH
IPOHNOPLMOHAJNEHO MHO3e U IIOCTeNeHHO Ha IpMMepHo 7 nOr/mi 3a 48
JacoB IIOCJIe MpMeMa IO3H [I0CJie BBeleHMA KalcyJiel B 900 MKI.

[00109] VpoBHM 1iPTH B CHBOPOTKEe He IIOoKaz3aJlM 3HAauUUTeJILHOTO
U3MeHEeHMS B TeueHMe IIepBHX 96 YacoB IIOCJe TOoT0o, Kak BBeJM B/B OO3Y
npenapaTa. C OpyroM CTOPOHE, PTH B CHBOPOTKE IIOCTEIEeHHO yMeHbIaJICH
IocJie mIpueMa IOO3H, OOCTUTasg MaKCHMMaJbHOM CylNpeccHuM IIpuMepHO Ha 20%
OT UCXOIHOM (mo JeueHMd) 0a30BOM JIMHUM OJIS CYOBEKTOB, II0JIYyUYalomMx
kancysy B 900 Mkr. HabGmonmaeMele (apMaKOKMHETHMUECKMUE IapaMeTphl OJIS

BCeX TepalleBTUYEeCKUX TPYIII ODOOIUEeHE B TalbJMile HIWXEe.
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[lapameTp 450 MxT /o (N=9) 900 Mkr 1I/0 (N=9) 448 mxr B/B (N=9)
CpenHee 3HaueHUe n CpenHee 3HaueHUe CpenHee 3HaueHue (CO)
(CO) (CO) MenmaHa
MenuaHa MennaHa IurarnasoH
InarasoH InariasoH
PK/PD pachnpemnejieHUue
HabmonaeMelt 25-TUAPOKCUBUTAMUH D3
AUCo-42 musa 13353,12 9 21563, 95 43463, 51
(HT*u/MiT) (10606,47) (9165,53) (12589, 57)
12196, 45 17940,11 47115, 66
888,39, 328885,95 9292,88, 38631,91 23340,59, 630006,78
AUCo-xoneun 13353,12 9 21563, 95 43463, 51
(HT*u/MiT) (10606,47) (9165,53) (12589, 57)
12196, 45 17940,11 47115, 66
888,39, 328885,95 9292,88, 38631,91 23340,59, 630006,78
AUCo-int 81511, 71 9 122901,73 137955, 58
(HT*u/MiT) (103037,08) (114168,13) (667406,71)
54967, 57 79902, 04 123580, 87
4927,95, 333366,90 25729,84, 378935,59 39282,49, 243322,76
Crax 25,18 (10,134) 9 31,54 (15,765) 133,99 (19,311)
(HT/MJT) 20,52 30,12 133,68

15,35, 42,24

12,21, 67,01

91,71, 160,91
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Cxon 18,11 (7,8406) 19,08 (7,611) 35,07 (12,330)
(HD/MIT) 15,81 21,37 36,91
10,30, 29,80 7,30, 27,93 12,68, 53,39
Erax (1) 13,11 (9,597) 13,56 (9,989) 0,49 (0,638)
10,00 10,00 0,25
6,00, 36,00 2,00, 30,00 0,083, 2,00
A2 (ul) 0,0015 (0,0028) 0,0003 (0,0002) 0,0005 (0,0002)
0,0003 0,0004 0,0004
0,0001, 0,0087 0,0001, 0,0002 0,0002, 0,0008
R2 0,89 (0,130) 0,90 (0,169) 0,91 (0,090)
0,96 0,99 0,93
0,062, 1,000 0,523, 0,998 0,730, 1,000
iz (u) 2477,72 (2581,24) 3228,63 (2734,74) 1775,86 (779,13)
2483,01 1937,32 1694, 69
79,24, 8615,11 1300,13, 9646,71 871,46, 3297,78
Vg (J1/HT) 49,42 (18,30) 45,006 (19,38) 20,35 (7,42)
50,93 40,080 19,550
23,20, 72,76 20,77, 87,51 13,04, 32,68
CL 0,0499 (0,0155) 0,0155 (0,0119) 0,0095 (0,0065)
(n/HrD*4) 0,0182 0,0125 0,0081

0,0030, 0,2029

0,0026, 0,0389

0,0041, 0,0255




58

He
npuMe

HIVIMO

0,306 (He NPMMEHNMO)
He nprMeHMMO

He nprMeHMMO

He
npuMe

HIVIMO

0,247 (He
IIPVUIMEHUMO )
He nprMeHMMO

He nprMeHMMO

He
npuMe

HIVIMO

1,000 (He IPMMEHMMO)
He npmMeHMMO

He npmMeHMMO
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[00110] dapMaKOKMHETUUECKHUE napaMeTpH C IIONIPaBKOM Ha
VMCXOIOHEE IOaHHBE OJA BCeX TepalleBTUUEeCKMX TIpyldn OOOOmMEeHE B

TadbJIiMile HMXe.
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[lapameTp 450 MxT /o (N=9) 900 Mkr 1I/o0 (N=9) 448 mMxr B/B (N=9)
CpenHee 3HaueHUe CpenHee 3HaueHUe CpenHee 3HaueHue (CO)

(CO) (CO) MenuaHa
MenuaHa MenuaHa OurariasoH

InariasoH InariasoH
AUCo0-42 nus 1394,89 4525,43 19609, 07
(HT*u/MiT) (1911,41) (3123,29) (5319, 01)
605,42 4801, 54 18764, 48

48,87, 4950, 68

148,07, 8843,74

11066,02, 28611,05

AUCo-koneun 1257, 30 4274,27 19609, 07
(HD*u/MoT) (2047,74) (3488,40) (5319,01)
48,87 4801, 54 18764,48

-325,43, 4956,068 -877,99, 8843,74 11066,02, 28611,05
AUCo-inr 3318, 90 6791,49 34543,75
(HD*u/MT) (4606, 89) (5224,54) (22103, 97)
547,25 6872,86 26962,25

50,78, 9878,03 285,04, 14%979,17 l6868,97, 89126,53

Crax 6,90 (4,2606) 14,17 (9,884) 110,33 (14,536)
(HT/MIT) 5,70 12,30 111,08

2,93, 14,87

2,55, 35,59

76,63, 127,40




6l

Cxon 2,36 (2,257) 2,04 (1,784) 11,40 (5,648)
(HT/MIT) 2,05 3,01 9,01
0,16, 5,49 0,42, 5,40 5,84, 22,86
Erax (1) 13,11 (9,597) 15,00 (9,0621) 0,49 (0,638)
10,00 10,00 0,25
6,00, 36,00 8,00, 30,00 0,083, 2,00
A2 (ul) 0,018 (0,359) 0,0020 (0,0013) 0,0011 (0,000D5)
0,0042 0,0016 0,0010
0,0008, 0,0910 0,0008, 00,0037 0,0004, 0,0021
R2 0,92 (0,101) 0,99 (0,020) 0,92 (0,08606)
0,96 0,99 0,95
0,743, 0,999 0,948, 1,000 0,720, 0,999
iz (4) 307,86 (336,42) 522,96 (320,80) 745,86 (437,65)
165,72 530,00 663,43
7,61, 914,23 189,84, 879,31 337,37, 1834,71
Vg (J1/HT) 340,42 (269,11) 82,92 (29,70) 32,94 (11,00)
249,77 77,11 29,70
80,51, 771,79 39,96, 127,06 24,28, 58,95
CL 4,588 (7,525) 0,141 (0,080) 0,036 (0,014)
(n/Hr*4) 2,119 0,1200 0,037

0,101, 19,692

0,0668, 0,2860

0,011, 0,059
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He
npuMe

HVIMO

0,064 (He
[IPVIMEeHUMO )
He nprMeHMMO

He npmMeHMMO

He
npuMe
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0,109 (He
IIPVUMEHUMO )
He nprMeHMMO

He npmMeHMMO

He
nprMe

HIIMO

1,000 (He NIPUMEHMMO)
He npumMeHMMO

He npumMeHMMO
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[00111] B wmccrnemoBaHMM B 20 3HO0OpPOBEX CYOBEKTOB CO CpPeIHMM
VMCXOIOHEM YPOBHEM Z25-THMIPOKCHBUTaMMHA D B CHEHBOPOTKE IIpUMepHO 24
HT /M1 (OomanasoH oT 11 HD/Min mo 45 HD/MiI)  HOJydYalM eOMHUYUHYI
IepopalIbHYyK O3y CTabuIM3UMPOBAHHOM KAalCyJIH C  KOHTPOJIMPYEMBM
BHICBODOXOeHMeM, comepxamerr 900 wMxr 25-rugpokcuBuUTamuHa Dz, 20,
Macc.% TBepmoro napadmHa, 10,00 macc.% HPMC, 22,55 mMacc.$% GMS,
9,75 wMacc.% GELUCIRE 44/14, 2,32 wMacc.% 6e3BOOHOIO HSTaHoOJa,
35,36 wMacc.% MMHepaJlbHOTOo Macjga u 0,02 wMacc.% BHT (I[IpuMmep
CocTaBa ) WUV  eOVMHUUHYK  BHYTPUMBEHHYK O3V 448  MKT 25-
TUIPOKCUMBUTaMMHa D3 B pacTBOpPe BTaHoJa.

[00112] TIlocTeneHHOe YBeJMUeHMe YPOBHeM 25-TUIpPOKCHUBUTaAMMHA
D3z mokasaHo OoJjiee poJrMM Tmax TIIoCJie BBeleHUSa CTabuImM3UpOoBaHHOTO
cocTaBa OJig IIepopalJibHOTO IIPpUMMeHeHMS II0 CpaBHEeHMI C BHYTPUMBEHHOMU
IOO30M. dapMakKOKMHETUUECKUN npodniib rmocJye BBeIeHNA
CTabMIM3MPOBaAHHOTO COCTaBa MJIAd I[I€pOopalIbHOTO I[IPMMEeHeHMsa IIoKa3all
IIOCTelleHHOe VYBeJIMUeHMe KOHUeHTpaluy 25-TUOpoKCUMBUTaMMHa D3, CO
CpelHMM 3HadeHMeM Tmax 28 4YacoB, I[IpKM STOM He [OOoIyckas OHCTPOTO

YBeJIMUeHNMA ypOBHeﬁ B KpPOBU Y OOJIBIIMHCTBA IIalMeHTOB. BBeleHMe B/B

IO 3H [TPYBOONIIO K OLHICTPOMY YBeJIUYeHNIO KOHIEHTpPaumu 25-
TUOPOKCUBMTaMMHa D3 y Bcex CcyOBekToB. HepnonymeHue  OHCTPOTO
YBeJIMUeHN I YPOBHEN 25-TUIPOKCUBUTAMVHA D3 PO SABUJIOCH B

3HAUMTEJILHOM pPas3jiMuuM B HaOJoODaeMHX Cpax MeXOY TepalleBTUdeCKUMN
TpyonaMM. 3HaueHMe Cmax II0CJe IIpreMa IepopalJibHOM IO3H COCTAaBJIAJO
58 HID/MJI IO CpaBHEHMIO CO 3HaueHmeM Cmax 153 HD/MJI Iocje OpUeMa
B/B HOO3H.

[00113] BozmelcTBUe 25-TUIPOKCUBUTaMMHa Ds TIIoCJie BBeIOeHUI
KallCyJiEl C KOHTPOJIMPYEMBIM BHCBODOXIeHMeM OBUJIO IIPMMEPHO B IOBa pas3a
HIDKEe, UYeM IIocJie B/B 1O3HE, HECMOTpS Ha TO, UTO IepopalbHas mo3a
OpUla BIOBOE BHIIe, IIPMBOLA K OUMOOOCTYIIHOCTM Ha YPOBHE IIPUMMEPHO
25%. Okazajochk, uTo ti/2, kKJIMpeHC(CL) u oObeM pachpenejyenusa (Vd)
AHAJIOTMUHE MeXOy TepalleBTUUeCKMMM I'pyllaMu. 3HadveHusa tCi2 u CL
COIJIaCOBHBAJMCE C M3BECTHHM [IPOJIOHIMPOBAHHEM BHBeIeHVEM 25—
runpokcuBuTaMmHa Di. Kpome Toro, 3HaueHuMa Vd OpennoJjiarajy, UYTO
25-rUOpokCUBUTaAMMH D3 COXPaHAJICA B CUCTEMHOM KPOBOTOKE, BO3MOXHO,

OyoyuM IOpOYHO cCBA3aHHEM ¢ DBP. Habmonaemble ¢QapMaKOKMHEeTHUUECKUE
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mapaMeTpE OJ8g BCeX TepalleBTUUYeCKMX TIpyldlnl oO0O0OmeHE B Tabjule
HUXe .
[TapamMeTp 900 mrr CTAP1O01 448 mxr CTAP101
Kancysse (N=10) Mawexuum (N=10)
AUCo-+ (HD*u/MiI)
CpellHee 3HaueHUe
(CO) 21545,20 (7054,02) 25274,44 (7206,93)
MenmaHa 19904, 00 25810, 85
MyHMMYM, MaKCUMyM 10176,40, 35885,02 8434,02, 35382,55
AUCo-int (HT*u/MII)
CpenHee 3HaueHUeE
(CO) 77945,13 (55896,15) 55234,52 (27268, 64)
MenmaHa 58974,22 51247,29
MuouMmyM, Makcumym | 19504,43, 194796, 33 22979,18, 119865, 38
Crax (HT'/MIT)
CpelHee 3HaueHUe
(CO) 57,657 (39,3810) 153,029 (20,8620)
MenmaHa 37,925 152,890
MyHMMyM, MaKCHUMyM 24,43, 146,86 125,94, 185,33
trax  (9)
CpellHee 3HaueHUe
(CO) 28,100 (27,4000) 0,272 (0,2910)
MenmaHa 21,000 0,167
MuHMMYM, MaKCUMyM 4,00, 96,00 0,05, 1,00
iz (u)
CpelHee 3HaueHUe
(CO) 1389,40 (1144,48) 660,23 (415,82)
MenmaHa 1042, 60 607, 65
MyHMMYM, MaKCHUMyM 557,32, 4173,67 238,46, 1733,68
Az (ul)
CpelHee 3HaueHUeE
(CO) 0,00072 (0,00036) 0,00136 (0,00071)
MenmaHa 0,00067 0,00115
MuyHMyM, MaKCHUMyM 0,00017, 0,00124 0,00040, 0,00291
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CL (s/u)

CpelHee 3HaueHUe

(CO) 0,0064 (0,0027) 0,0098 (0,0046)
MenmaHa 0,0066 00,0087
MuHMMyM, MakKCUMyM 00,0018, 0,0098 0,0037, 0,0195
Va (1)

CpenHee 3HauveHUe

(CO) 9,27 (0,97) 7,50 (1,19)
MenmaHa 9,39 7,24
MyHMMYM, MaKCUMyM 7,93, 10,49 6,02, 9,77
R2

CpelHee 3HaueHUeE

(CO) 0,80 (0,24) 0,92 (0,075)
MenmaHa 0,88 0,94
MyHMMYM, MaKCHUMyM 0,25, 0,99 0,74, 1,0

F

CpelHee 3HaueHUe

(CO) 0,42 (0,14) He npumMeHMMO
MenmuaHa 0,39 He npmMeHMMO
MuHumMyM, MaKCHUMyM 0,20, 0,71 He npmumMeHMMO

[00114] dapMakKOKMHETHUUECKMe  IIapaMeTpHl C  IIONIPaBKOM  Ha

MCXOOHEE HOaHHBE IJIA BCeX TepalleBTUUeCKUX Tpylll OOOOWeHH B

TadbJMile HMXe.

[TapamMeTp 900 mrr CTAP1O01 448 mxr CTAP101
Kancysse (N=10) Masexuum (N=10)

AUCo-+ (HT*u/MIT)
CpelHee 3HaueHUE
(CO) 6891,81 (6678,97) 13583,95 (3908,42)
MenmaHa 4360,23 14853,46
MyHMMYyM, MaKCHUMyM 1017,88, 20340, 68 5302,50, 17194,59
AUCo-int (HT*u/MII)
CpelHee 3HaueHUe
(CO) 9418,00 (9410,58) 17735,09 (5249, 38)
MennaHa 5420, 04 18229,25
MuHuMyM, MaKCHUMyM 1179,07, 28031, 64 9820,16, 25534,45
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Cmax (HI'/MH)

CpelHee 3HaueHUe

(CO) 35,867 (39,3886) 133,653 (20,7925)
MenmaHa 14,910 133,785
MuHMMyM, MakKCUMyM 6,50, 120,52 103,88, 166,34
tmax (1)

CpenHee 3HauveHUe

(CO) 28,100 (27,4001) 0,272 (0,2914)
MenmaHa 21,000 0,167
MyHMMYM, MaKCUMyM 4,00, 96,00 0,05, 1,00
iz (u)

CpelHee 3HaueHUeE

(CO) 270,61 (215,00) 264,08 (82,23)
MenmaHa 194,00 269,57
MyHMMYM, MaKCHUMyM 107,90, 832,70 132,46, 382,99
Az (ul)

CpelHee 3HaueHUe

(CO) 0,00362 (0,00182) 0,00292 (0,00112)
MenmaHa 0,00363 0,00257
MuHumMyM, MaKCHUMyM 0,00083, 0,00624 0,00181, 0,00523
CL (q/u)

CpellHee 3HaueHUe

(CO) 0,027 (0,0063) 0,028 (0,0093)
MenmaHa 0,028 0,025
MuyHMMYM, MaKCUMyM 0,012, 0,033 0,018, 0,046
Va (1)

CpelHee 3HaueHUe

(CO) 8,78 (3,08) 9,74 (2,02)
MenmaHa 8,08 9,47
MyHMMYyM, MaKCHUMyM 5,06, 14,17 6,54, 13,27
R2

CpelHee 3HaueHUe

(CO) 0,83 (0,22) 0,92 (0,072)
MenmaHa 0,88 0,94
MuyHuMyM, MaKCUMyM 0,25, 1,0 0,74, 1,0




6’/

F*

CpelHee 3HaueHUe

(CO) 0,25 (0,24) He npumMeHMMO
MenmaHa 0,16 He npumMeHMMO
MuHMMyM, MakKCUMyM 0,037, 0,75 He npumMeHUMO

CpenHgada OMOOOCTYIIHOCTE IJIS OTHOEJIBHEIX CYOBLEeKTOB

[00115] MVccaenmoBaHMe IIOoKasaJio, UTO CTadbMJIM3VPOBAHHEIL COCTAaB
C KOHTPOJIMPYEMBIM BECBOOOXIEHMEM WM3MEeHSJ CKOPOCTHL BCaCHBaHUA 25-
TUIPOKCUMBUTaMMHa D3, OpuBOOA k 0OoJiee TIOCTEIEeHHOMY YBEJIMUYEHUO
YPOBHEV 25-TUOPOKCUBMTaMMHa Dz B CHBOPOTKe, IIPM DSDTOM COXPaHAasd
XapaKTepUCTUKY  paclpelelIeHUd U BEIBEIOEHMS . CTaduUaImM3npoBaHHbEN
cocTas OEMOHCTPUPRYET VIIYUIleHHEIE bapMakKOKMHETUUECKNUE
XapaKTepUCTUKY, HalpMMep, yBeJiMueHHbBle Tmax, AUC M OMOODOCTYIHOCTH
10 CpaBHEeHMI C TOM Xe @»OO30M HecTabMIM3MPOBaAHHOI'O COCTaBa B
nccijgegoraHum A.

[00116] B wmcciynemoBaHum C 78 cyOBeKTOB coO crammer 3 XBII

(eGFR 25-70 wy/Mmu/1,73 wM2), SHPT (>70 nor/min 1PTH B mjasMme) u
HeOoCTaTKOM BUTaMMHA D (oBmmM VCXOOHHM YPOBEHb 25-
TUIPOKCUBUTaAMMHaA D B CHBOpoTkKe oT 10 Hr/Mi mo 29 Hr/mi)
eXeMHEeRBHO IIoJiydaliM IlepopaJibHbEle IO3E CTabMIM3UMPOBAHHEIX COCTaABOB C
KOHTPOJIMPYEMEIM BHEHCBOOOXOeHMEM, colepxamux 30 Mmrr, 60 M mwim 90
MKI 25-TuopokcueuTammHa D3, 20,00 mMacc.% Teeppmoro mnapadmHa, 10,00
Macc.% HPMC, 22,55 macc.% GMS, 9,75 macc.% GELUCIRE 44/14, 2,32
Macc.% 06e3BOOHOTO »TaHoJa, 35,36 wMacc.% MMHepaJlbHOTO Macja u
0,02 wmacc.% BHT (Ilpumep CocraroB C, D m E w3 IllpumMepa 2) wiu
mjanedo B TeueHMe 6 HelOelb.

[00117] CpenHuMe MCXOIOHHE KOHUEHTpaluuu 25-IMOPOKCUBUTaMMHa D3
B CHBOPOTKE COTIOCTaBJIAJIMCEH 1o TepalleBTUYECKMM TpyhrnaM U
HaxXoOUJIMCE B IOMUalasoHe OpuMepHo oT 16 mo 20 ur/Mia. Ilocje JieUueHUMd
25-runpokcuBUTaMMHOM D3 CpelHMe YPOBHUM Z25-I'MOPOKCUBMTaMMHA D3 B
CHBOPOTKE MIOCTEIIEHHO BO3pacTaln 3aBUCHMO oT IO3E rnocje
[IOBTOPHOTO EXeIHEBHOT'O BBeIeHUHd 25-TUIPOKCUMBUTaMMHA D3 HaudMHaJU
OOCTUI'aTh pPaBHOBECHOT'O COCTOSAHMSA UYepes 6 Heneas (durypa 4).
CpelHMe 3HaUYeHMSa C IIONPaBKOM Ha MCXOOHHEE IaHHBEe Cmax COCTaBJIAIM

npyumepHo 28, 60 m 86 HID/MI Ojag TIpynn, OpuHMMabommx 30 MKD, 60 MKID



u 90 MKT

BO3IeNcTBMe 25-TUIPOKCUBMUTaMMHa Ds,

IIONpaBKOM  Ha

paclipeneJIeHHEIM IO »JTO3€e IIpellapaTa.

CpellHle YPOBHU

IIOHMXAaJIMCE,

MCXOIOHOT'O YPOBHA IJIA BCeX TepalleBTUUeCKHMX TPYIIII.

CpelHee 3HaueHMre 1,2

dboH,

OBLIIO

25-TMOPOKCUBUTaAMUHA
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25-TMOPOKCUBUTaAMUHA D3

IPONOPLMOHAJILHO

D3

COOTBETCTBEHHO.

Jose

B CEIBOPOTKE

cpenu

Onpenenniu,

ouneHeHHoOe B BuUne AUCo 6 ecemens C

I'pyIii,

[locise npmeMa IocjenHeM OO3H

HO K MOMEHTY OKOHUYAaHMA MCCJIeOOBaHMA OCTaBaJIMCh BHIIE

HaxOOUTCHA IIpMMEepHO Mexny 25 m 50 1»nHaMvm.

@apMaKOKMHeTquCKMe IIapaMeTpPE C HOHpaBKOﬁ Ha VMCXOIHBIe IOaHHBEEe OJIA

2b-runpokcuBUTaMMHa D3 O0OOOmEeHH B TabJulle HUXE.

IMnanebo 30 mkr 60 MKr 90 MKT
Hcxonnblil ypOBEHb
(ar/mn)
Cpennee 3nauenue (CO) 16,4 (8,2) 16,2 (7,3) 19,8 (8,7) 18,4 (9,8)
Mennana 12,9 17,2 21,2 16,7
Munumym, Makcumym 4.4, 30,4 5,0, 25,8 5,8,32,5 6,7,389
Cuax (HI/MIT)
Cpennee 3nauenue (CO) 4,1(3,5) 27,8 (8,2) 60,3 (19,0) 85,7 (26,9)
Mennana 3,1 28,1 60,8 76,0
Munumym, Makcumym 0,6, 13,8 10,8, 43,4 30,3, 89,5 55,4, 146,4
AUC0-6 sexers (HT THI/MJT)
Cpennee 3nauenune (CO) 45,9 (60,0) 709,2 (246,3)  1531,4(374,8) 2134,3 (584,3)
Mennana 32,1 6843,0 1573,0 1963,8
Munaumym, Makcumym  -60,1,2223  307,8,1249,0  712,7,2221,8 1377,5,3207,3
tmax (THU)
Cpennee 3nauenue (CO) He 37,8 (10,4) 41,1 (5,2) 42,6 (5,3)
MIPUMEHUMO
Mennana He 42,50 43,0 43,0
MIPUMEHUMO
Munumym, Makcumym He 8,0,44.0 29,0, 45,0 35,0, 57,0
MIPUMEHUMO
t12 (nHM)
Cpennee 3nauenue (CO) He 25,8 (16,3) 33,1(9,3) 50,1 (51,0)

MIPUMEHUMO

CpenHee

MeIOJIEHHO

uTo



Menunana

Munumym, Makcumym

He
NPUMEHUMO
He

MIPUMEHUMO
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24,1

2

5,2,52,6

31,6

2

17,4, 52,3

37,7

2

23,2,224,0

[00118]

INTVIOIPOKCHMBMTaMVHA

TepalleBTUMYeCKMM TI'pYyIlllaM W IIOCTeIIeHHO YBeJIMUMBaJllCh,

shdexTy,

CHIBOPOTKE.

CO ObUIM BHIIe IJIA ITPYIII,

19,9+14,30 Hr/MI

OpUHYMaKIMKY 1M 30 MKD

CpenHee BoO3IOeMcTBUe 1,25-IMTIMOPOKCUBUTaMMHa D,

PﬂJC076 Heneb 7

os3e cpelr TpPYyIII,

CpenHee

D B

MCXOIOHOe

CEIBOPOTKE

COOTBETCTBEHHO) 10

3HadeHle

COIIOCTaRBJIAJIVICE

nprHmManmyx 60 MxD m 90 MKT

CPpaBHEHU

KOHIIeHTpalui

1,25-

AHaJIOTMYHO

HabJonaeMoMy IOJIS KOHIEeHTpaluu¥d 25-TUAPOKCHMBUTaMMHa Ds
CpenHee 3HaueHMSA C IOINPaBKOM Ha MCXOOHEE HOaHHHEe Cmax *+

(18, 4+6,24

TPyInaMm,

(5,7+6,35 u 6,4+7,66 HT/MJI COOTBETCTBEHHO) .
OlleHeHHOe B BUIE
B IIONPaBKOM Ha MCXOOHEE IaHHHe OBJIO IIPOIOPLMOHAJIBLHO

pacrnpenesIeHHEM II0 HoO3& 25-TMOPOKCUMBUMTaMMHa Ds3.

AUCo-6 wexers
(- mHU/MUT)
Cpenuee 3nauenue (CO)
Menunana
Munumym, Makcumym

tmax (IIHI/I)

11,5 (112,97)
16,2
267,1,219,8

100,6 (185,38)
23,0
-145,4, 4523

249,9 (198,83)
298,7
-191,7, 563,6

OapMaKOKMHETHUECKMe IlapaMeTphl C IIOINPaBKOM Ha MCXOOHBE HOaHHBE
1, 25-gurnopoKCcUBUTaMmMHa D oBOOmeHE B TabJMile HMXE.
ITnanebo 30 Mkr 60 Mkr 90 mMKr
N=23 N=12 N=16 N=14
HcxonHblil ypoBeHb
(ir/mu)
Cpennee 3nauenue (CO) 20,8 (10,11) 18,3 (7,53) 20,6 (7,62) 20,6 (7,29)
Menunana 17,0 17,0 18,0 21,0
Munumym, Makcumym 7,0,41.4 5,1, 30,7 8,2,33,6 9.3, 34,5
Cuax (Tir/™m1)
Cpennee 3nauenue (CO) 7,6 (5,71) 6,4 (7,66) 18,4 (6,24) 19,9 (14,30)
Menuana 4,9 5,0 18,4 18,9
Munumym, Makcumym 1,9, 22,6 -6,3,21,0 7,3,299 -11,6, 48,3

371,1 (290,81)
3522
5.8, 12358

I10
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Cpennee snauenne (CO) 24,4 (15,55)  16,8(16,09)  26,4(11,52) 25,5 (13,88)

MenuaHa 23,0 12,0 23,0 23,00
Munumym, Makcumym 2,0,45,0 1,0, 44,0 8,0, 44,0 1,0, 44,0
[00119] CTadbunmM3snpoBaHHEE COCTaBH c KOHTPOJIUPY EMBIM

BEICBOOOXIEHNEM 25—I‘M,JIpOKCMBMTaM.T/IHa D3 yBeJuuuBajgu obmue YPOBHU

25-TugpokcuBUTaAMMHA D B CHBOpPOTKe no =30 HIT/MJI Yy B3HAUMTEJLHO
foJipmero umMcJa DalMeHTOB BO BCeX B3KCIepMMeHTAaJIbHEIX TIpPyIllax IIo
CpaBHeHMIO C IJIanebo. AHaJIOTMUYHO, CTaOUIM3UPOBAHHEE  COCTABH
3HAUUTEJILHO IIOHMXAaJM CcpelHee 3HaueHMe 1PTH B IjlasMe IO CPaBHEHUIO
C MCXOIHBEIM YPOBHEM BO BCexX Tpylllax C paclOpeleljIeHMeM II10 J03e TII0
CpaBHeHMK C Iuauebdo.

[00120] ExeIHeBHOe BBeleHMe 25-IMOpOKCHMBUTaMMHa D3 B BuUIe
CTabUIN3NPOBaHHOTO cocTaBa c KOHTPROJNPY EMBIM BHICBOOOXIeHMEM
YBeJIMUMBAJIO CpelnHee 3HaueHMe oBmero 25-TMIPOKCUBUTAMUHA B
CHIBOPOTKe D mNpoHoplMoOHaJEHO BBOIMMOM HO3e. HauMeHbllasd BBOIMMASNA
noza (30 MKrD) yBeJIMuuBalla oOOmMMUNM 25-THMIPOKCHUBUTAMMH D B CHBOPOTKE
K KOHLY JeueHMd Ha 15,6%x1,7 (SE) HI'/MJI OT MCXOOHOTO (OO JIeUeHMd)
ypoBHa (21,7£1,8 ur/mMmi), a zHauboJjgbmas mosza (90 MKT) yBeJIMUMBasa
ofbmur 25-ruMopokcuBUTaMMH D B CHBOPOTKe Ha 61,1%6,1 HT/MI oOT
ucxomHoro 21,8+1,2 ur/mia. C IOpyTOM CTOPOHH, YMeHbIleHMe K KOHILY
JeueHus Ha 1,2+0,7 HD/MI  HabmomalyM B 2 OOBeIMHEHHHX TI'pyINax,
IpMHMMAaKIMX  I1J1anedo. Pazjauumusa Mexny  TIpylllaMy, [IPUMHMMAOII/MM
JleueHre u IJiaueto, ObJla 3HAUUTEJILHOM OJIS BCeX TpeX MCCJIeOOBAaHHHX
YPOBHEN OO3EL (p<0,0001) . CpenHee 3HaueHMe YPOBHSA 25—
TUOPOKCUBUTaMMHA D B CHBOPOTKEe NOJA TPYINH, OpuHMMabmey 30 MKID, K
KOHIY JIledeHMHd COocCTaBJaJo 37,3%1,8 HD/MII, (HECKOJIbKO OOoJblle, UYeM
VKasaHHEM B K/DOQI MMHMMAaJLHEI ageKBaTHHM YpoBeHb 30 HID/MJI), YTO
CBUIETEILCTBYET o TOM, uTo 30 MKT ABJIAETCSH MUHVMAaJIbLHOM
20beKTUBHOM IO30M.

[00121] [IpolieHT NOOBEPTINUXC A JIEUEeHUIO CYDOBEKTOB, ofmmm
YPOBEHE 25-TMOPOKCUMBUTaAMMHa D B CHBOPOTKE Yy KOTOPHEX IToCcTUI' 230
HT'/MJI K KOHLY JleueHusd, cocraBmJ 92,3%, 100,0% wm 100,0% B
Tpylnax, OpuHMMaomMx »no3e 30 Mk, 60 MKD M 90 MKI IO CpaBHEHUK C

0% B I'pyIliiie, HpMHMMaIOHleﬁ rranedo. YKasz3aHHEE pazsiimura B CTeEeIIeHU
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OoTBeTa MeXIy IpyllaMyM aKTHMBHOTO JIeUeHUS U I[IPMHMMaIMMM I1J1anebo
BCe HABJIAJIMCH 3HauMMeIMU (p<0, 001) .

[00122] CpemHee 3HaueHuMe 1PTH B 1JIasMe CHMXaJIOCh K KOHILY

JIJedeHIA IIPOIIOPLMOHaJIBEHO BBOOMMOM HO3e 25—PMHpOKCMBMTaWHa Ds.

HamMmeHbmas BBoOMMasa no3a (30 MrT) cHmxaJa 1iPTH wa 20,2+5,8 (SE) 2

o

OT MCXOOHOTO (OO JeueHMUs) YPOBHA, a Haubojgbmas nposza (90 wMkr)
cHmxaJyla 1PTH Ha 35,9+4,2%. CHWXeHMe Ha 17,2%+7,8% Habgomaln K
KOHIY JleueHUs B OObeIMHEHHHX  TpPyIlax, IoJiydaBmmx  IJiaunebo.
Pazauuma Mexnoy Tpyllamu, ODOJyYallyuMy 25-TUOPOKCUBUTaAMUH D3 U

rmalebo, OBUIM 3HAUMMBIMKM IOJIA BCeX TpeX MCCIJIeOOBaAHHEIX TPYIIII OO03

(p<0,005) M OHM XOpPOWO COIOCTABMME C pPa3jiMuMaMM, HabOJIlodaeMeMU B
IIPOOOJDKEHHOM JIEUEHUM C I1J1allef®Oo0—KOHTPOJIMPYEMEMM MCCJIeIOBaHMAMY B
ciydae 3aMeCcTUTeJIbHOW Tepaluu 06oJiee CUMJILHEM U KaJbUVMMUUECKUM
TOPMOHOM BMTaMMHa D JId TIIepopalIbHOTO IIPMMEHEeHUS (HanpuMep,
OOKCeKaJbUIMPEepPOJIOM, MNapMKaJbIMTOJIOM UM KaJbIUTPUOJIOM) .

[00123] IpoueHT CyOBEKTOR, IOJydanIMX 25-THUIPOKCHUBMTaMMH D3,
KOTOPHE OOCTUTJIU IIOOTBEPXKIEHHOT O CHWXEHU A (T.e. B OBYX
IOCJIENOBATENIBHEX WM3MepeHMsax) 1PTH Ha no MeHblley Mepe 20% miam 30%
OT MUCXOOHOTO (HO JieueHMsa) ypoBHA npu EOT, yBeJIMUMBAJICA C IIPMEMOM
OO3E IHopsAnka 60 MKI'. AHaJOIMUHYK CTelleHb OTBeTa Habjomaln B
TepalleBTUYEeCKUX Trpylnnax, IIPUHMMAaIMX 60 n 90 MKT', UTOo
CBUIOETEJILCTBYET O TOM, UTO HaJlbHeMmero yJyulleHMs B CHMXeHum 1iPTH
He HabJjomaJloCb B MCcJemoBaHMM 1OJid Doz B 90 Mkr. CrTeleHb OTBeTa
IJIsS nonTBepxIeHHoOTO 20% cHmxeHmsa 1PTH cocraBygana 38,5%, 70,6% wu
76,5% nnga rTpynmn, OpuHMMakomyux no3u 30 wMmrr, 60 Mxr m 90 MKT,
COOTBETCTBEHHO IIO cCcpaBHeHMIO ¢ 9,7% B oO0beIMHEeHHOM TpVIIIe,
IpUHYMaKme IJaledo. Pazjauumsa B HabJoIaeMuHxX CTelleHSAxX OTBeTa JIA

20% CHwxeHMSA OBUIM 3HAUYMMBEIMM TOJIBEKO IJIA TPYyINn C jJgo3aMu 60 MKD u
90 Mrr (p<0,005), a masa 30% CHWXeHMA OBJIM 3HAUMMBIMM BO BCeX Tpex

rpynnax (p<0,05) . JaHHEEe OOAOTBEPXIalT BHEHBOI O ToM, d4YTo 30 MKI B
IOEHb 25-runpokcuBuTaMmMHa D3 B CcTabuimM3MpPOBaAHHOM COCTaBe C
KOHTPOJIMPYEMEIM BEICBOOOXIEHMEM fABJISETCS MUHMMAJILHOM 20OeKTUMBHOM
OO30M.

[00124] Crabuim3MpoOBaHHEE COCTaBH 25-TMOPOKCUBUTaMMHa D3 He

VMeJIn KJIMHUYUECKU 3HAUMMOTO sbdexTa Ha OTKOPPEeKTUPOBAHHOE
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BHBeIeHVE  KaJlbLUUA B CHIBOPOTKE C TIoIpaBKOM Ha  coIepXaHue
aJlbLOyMMHa, docoopa B CEHIBOPOTKE u KaJlbLumsg B Moue. He
3adUKCUPOBAHO MHNODOUHHX 20PekKTOB Ha KaJbluM U (oCchop B CHEHBOPOTKE
WM KaJbLUMM B MOUe B IIpollecce 6-HeOeJIbHOTO Iepuola JIeUeHUS.

[00125] dapMaKOKMHE TUUECKUMN aHaJms3 BEISIBWJI, yTo
CTabUMIM3UPOBAHHEIE COCTAaBH 25-TMOAPOKCUMBUTaAMMHa D3 yBeJIMUMBAKT
BO3OEeMCTBMEe 25-THUIpOKCUBMTaMMHa Dz cBbme 6 Hepnedb (AUC ¥ Crax)
IPOIOPLUMOHAJIBHO HO3& Cpelu Tpex TPYIN, Paclpelel]IeHHHX II0 Oo3e,
fez3 TMpodaBJeHMA pazanuua B ti/2. Ilocjie 6 HemeJlb BBeIOeHMA TPU
TepalleBTHUUYECKMEe TPYINE OpakKTUUeCKM He JOCTUIJIM PaBHOBECHOTO
cocTogaHMA. OIHaAKO MOIOEJMPOBaHME PAaBHOBECHOTO COCTOSHMA IIoKa3allo,
UTO PaBHOBECHOE COCTOSHME IOCTUTAJIOCh OH Ha /-9 HemeJsie IJIA BCeX
TPyl TIO HO3aM.

[00126] PesyabTaTH ITaHHOTO MCCJIeIOBaHMA SCHO IIOKa3HBAKT,
UyTO CTabMIM3MPOBAHHEIE COCTaBH C KOHTPOJMPYEMBM BHCBOOOXIEHUEM
25-TUIpoKCUBUTaMHa D3 ObUIM 20QeKTMBHE IJIA YBeJIMdeHUsa obmero 25—
TUIPOKCUMBUTaMMHa D B CHBOPOTKE 1O MMHMMAJIBHOTO [IPUEMIIEMOTO
ypoBHsA 30 HI/MI ¥ TOHMXeHuM 1PTH B 1wasMe KpoBM. JVccileloBaHME
TakKxe roxkasaJjio, yTo CTabUIIN3UPOBaHHEE COCTaBEL 25—
TUOPOKCUBUTAMMHA D3 He ¥VMeJM 3HauMMOTO BJMAHMSA Ha KajJbUUM WU
bochop B CHBOPOTKE IIPM MCCIJeOyeMEIX NO3ax.

[00127] Ilpmmep 4: dapMaKOKMHETHMUECKMe M dapMaKoOMHaMUUeCKUEe
npoduim Kaneumudpenmoia C MOIOUPUUNPOBAHHEM BEICBOOOXIOEeHMEM VY
cydBreKTOB C XBII C BTOPUUYHHEM I'MIEpHapaTUMpPeo30M ¥ HeIOCTaTKOM
Burtammua D

[00128] MHOTOULEHTPORBOE pPaHIOMM3VPOBAHHOE IBOMHOe  CJIeloe
m1anedo—-KOHTPOJUPYEMOE VCccleloBaHue IIOBTOPHOM IOO3HI,
BesonacHoCTM, 5SbbeKTUBHOCTM U PK/PD CcTabMIM3MPOBAHHEX KalcyJ C
3aMeJIEHHEM BEICBOOOXIEHMEM Z25-TUMIPOKCUMBUTaMMHa D3 (KaJlbumbenmogia,
25D3) mnpoBomOuMIIM B 2 KOoTopTax CyOwekToB. CyOBEeKTH MyXCKOTO U
XEeHCKOT'O IIoJla B BO3pacTe oT 18 mo 85 Jjer co crazmmuen 3 XBII (eGFR
25-70 wmi/mmu/1,73M2), HeDOCTaAaTKOM BMTaMMHa D (25-TUIPOKCUBMTAMMUH
D B cHBOpoTKe =10 m <29 ur/mia), SHPT (iPTH B mjasme >70 nor/mi),
He HyXIanmyecsd B pPeryJISpHOM TI'eMoIuvalnmsze, OvJIM OTOOpaHH  OJid

DaHHOTO MccJiemoBaHuA. lloaxomamye CcyOBeKTH B I[IepBOM KOTOpTe OBUIM
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ciydayHeIM @ oBpas3oM pa3nesieHk Ha 30 TepaleBTUMUeCcKMe TPYINE B
cooTHomeHMr 1:1:1 2 TDpyone [DOJy4YaJiM KallCyJEL C  eXeIOHeBHEMU
nepopalibHeMM npozamMm 60 wmiam 90 MI' COOTBETCTBEHHO, a 1 TIpyhna
mojiyyajla COOTBETCTBYHIYK KallcyJly Iujauneto. CyOBeKTH B KOT'OpTe 2
OBIIM CJIlydaVHBM oO0pa30M pas3leJieHH Ha 2 TepalleBTHUUECKMe TPYIIIH B
cooTHomeHur 1:1 1 rpynna mnojydala KalcyJe 30 MI' eXxeOHeBHO, a
oIpyras IoJyudaja Ialeto. CyOBmeKTH B KaXOoM KOoTOpTe 3aBepmajiu 6-
HeOeJlbHOe JeueHue u BBOOMJIUCE B 6-HeoeJIbHbM noce
PEeTUCTPAlMOHHEI IIepron, B Ipollecce KoToporo PK m PD cobupaluchb
exeHenmeJibHO. KaJgblui B CHBOPOTKe (Ca), &dochop B cHBOpOTkKe (P),
25D3, obmun 1,25-purmuoporkcuBuTammH D (1,25D) wm 1iPTH B 1JjasMme
KOHTPOJMPOBAJIM E&XeHelOeJIkHO B IIpollecce 6 HeOeJbk JiedeHusa u 6
HeleJlb IIocjienynuero Irepuona. ANCOVA MomesiM M3ydaJlM B3aMMOCBAZL
BO3meMcTBMS 25D3 C M3MeHeHMeM OT MCXOIHHX @HOaHHHEX njg 1,25D u
iPTH. BkJIOUeHHEHE B pPacCCMOTPeHMe TIIepeMeHHEe TIpPelCcTaBJIaaM cobon
MCXOIOHBI eGFR, Maccy TeJla n pocT, I10JI, BO3pacT, pacy,
oIradeTUUeCcKU CTAaTyC M MCXOOHYID KoHIeHTpauumbo 1,25D miam 1iPTH.

[00129] Ha durype 4 NpUBEOEeHE pPes3yJibTUPpYIMe cpenHme
3HaueHMa KOHIeHTpaluuM Kajgblubdenmoga C IONPaBKOM Ha MCXOIHEHE
OaHHHE @OJId TepaleBTUUeckoM Tpynne (PK pacnpeneneHue) . CpenHue
3HaueHu4d YPOBHEM CHIBOPOTOUHOTO KaJlbUubenmnosia YBeJIMUMBaJIUCh
[IOCTEIIeHHO, NIPOIOPLUMOHAJIBEHO nose 7 HauyHaJu OOCTUTAThH
PaBHOBECHOTO COCTOAHMSA Ha 6 HegzeJie. Ilocjie 6 HeOeJb II0OCJIelyKllero
nepuoma YPOBHM yMeHbIaJIMChb, HO OCTaBaJIMCh BHIIE MCXOIHOT'O BO BCeX
AKTUMBHEIX TepaleBTUUECKUX TpyIlax.

[00130] Ha Odurype 5 TIOpuBeOeHH O00O0OIMeHHEEe pe3yJbTaTH PK
IapaMeTpoB C IIONPaBKOM Ha MCXOOHHE OaHHBEe OJI4 KOHIEeHTpaluM
KaJbliupenmosia B TepalleBTUUECKOM Tpylne (PK pachpemejieHue) .

[00131] Ha durype o NIpUBEOEeHE  pPes3yJlbTUPYIME cpelnHue
3HaueHusa  YyPOBHeM 1, 25-gUTMIPOKCUBUTaAM/HA D B CHIBOPOTKE C
IIONIPAaBKOM Ha MCXOIOHHE IOaHHLEEe B IIpollecce 6-HeOeJIbHOTO JieueHusa (PK
pacrnpenesieHuE) . CpenHue 3HaAUEeHUSA YPOBHEN ofmero 1,25-
INTUOPOKCUBUTAMMHA D B CHBOPOTKE C IIONPAaBKOM Ha MCXOOHHEE IaHHBe
YBEJIMUMBAJIMCE CO BPEMEHEM Y CYOBEKTOB, KOTOPHEM BBOIWJINM KAaIICYJIE C
aKTMBHEIM BEIIEeCTBOM, I[IO0 CpaBHEHMI® C TeMM CyOBeKTaMM, KOTOPHM

BBOIOMJIM ILJlalle®o.
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[00132] Ha O®urype 7 mnOpencraBljieHO 0000mMeHMe pPes3yJIbTUPYIIMX
PK mnapaMeTpOB nOJIS TOBTOPHOM HO3H C IIONPABKOM Ha MCXOINHHE HOaHHHE
niasa  1,25-OUTUMOPOKCUBMTaMMHAa D B CHBOPOTKEe IJIS TepalleBTUUeCKOMN
rpynns (PK pacnpenesieHue) .

[00133] Ha durype 8 IOpMBEeOeHH I[IOJIyUeHHEE CpPelHME I[IPOLIEeHTH
MCXOOHHX YypPoBHeM 1PTH B mJjazMe B TIIpollecce 6-HeIeJIbHOTO JieueHUd
(PK pacnpepmesnenue) . Kamcyje ¢ aKTMBHHEM BEINIECTBOM 3HAUYUTEJIBHO
CHMXaJIM cpelHre 3HaueHus 1PTH B 1jasMe OT MCXOIHEIX Ha 21%, 33% u
39% BO BCex TIpylllax C paclhpenejeHmeMm 1o nposzsam (30, 60 m 90 MKD
COOTBETCTBEHHO) o CpaBHEHUD C 17%—-HBM YBeJIMUeHneM B
O0OBeIMHEeHHON TpyIlle MOoJIydalmux 1yaledo.

[00134] Ha Odurype 9 npuBeleHo o006o00meHMe TOJYUYeHHHEX PK
napaMeTpOR MOJIS IMNOBTOPHHX O3 C IMONPaBKOWM Ha MCXONHHE IaHHHE OJId
iPTH B mjas3Me B TepalleBTHUecKoM Ipyrne (PK pachnpenejseHue) .

[00135] Ha dmrypax 10 m 11 HOpMBeOeHH IIPOLEHTH M3MeHeHUS OT
MCXOIOHHX IOaHHHX IOpu EOT 1mjnsga 1iPTH B 1JlasMme, OTHOCHAIIMECHd K
BOBIEVNCTBUIO KaJvlinbpenmosia u 1, 25-1UTMOpoOKCUBUTaAMMHA D C
nonpaBkoy Ha wucxonHee JaHHEEe (AUCo-6 uenens) B PK pacnpeliesieHUHM.
YMeHEbBIIeHMe [IpolLleHTa iPTH B nJjasMe oT MCXOOHOTO oo EOT
YBEJIMUMBAETCS, I[IOCKOJIbKY YyBeJIUUMBaeTCHa BO3IENMCTBUe KaJjblUubeImosia
B CHBOPOTKe U of6mero 1,25-OUIMOPOKCHMBUTaMMHa D B IIpollecce
JledeHUsa (BHpaxeHO B Buae AUCo-6-negens C IIONPABKOM Ha MCXOIHHE
OaHHHE) .

[00136] CTabuImMsmMpoBaHHEE KallCyJIH c 3aMeIJIeHHEM
BHICBOBOXIOEHVEM 25-TUMOPOKCUBUTaMMHa D3 HOpMalM3yIRT YypPOBHU 25D vy
BOJILIIMHCTBA CYOBEeKTOB M 3HAUMTEJILHO CcHWXkalT 1PTH BO Bcex Tpynmnax
Cc pacnpeneaeHueM 1o po3aM (30, 60 m 90 wMkr). CTadbMIM3MPOBAaHHHE
KallCyJiel C  3aMelJIEHHEIM BHCBODOXIEHMEM 25-IMIOPOKCUBMTAMMHA D3
[IOCTEeIIeHHO YyBeJIMUYMBAKnT YpoBHM 25D3 B CHBOpOTKe U 1,25D B
CEIBOPOTKE B 3aBUCHMMOCTM OT I[IOBBHIIEHWS JO3E B TeUeHMEe BpPeMeHU
BO3OmeMcTBMSA. BozmedcTBMe 25D3 m  obmero 1,25D sBHauMTeJIBHO U
0o0paTHO I[IPOIOPLUMOHAJIEHO CBA3aHO C WM3MEHeHMeM OT MCXONHEX IaHHBEIX
niasa 1iPTH B mnasMme. ToJbko eGFR  ABJIAJIOCE 3HAUMMOWM II€pPeMeHHOM B
obeux MOEeJIAX . [Tosrly4uyeHHEIE pPe3yJbTaTH [IOKas3HEBanT, uTo
CTabUMIM3MPOBAHHEIE  KalCYJEL C  3aMelJIeHHBIM  BHCBOOOXIeHMeM  25-

I'MOPOKCHMEMTaMIMHA D3 JOCTOBEPHO HOPMaJIM3IYIT YPOBHU 25D, ITOBHIIAKT
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ypoBHM 1,25D B CHBOPOTKE M TOPMOB3AT IIOBHNeHMe 1iPTH B mjasMe 06e3
KJIVMH/AYUECKM 3HAUMMBIX BO3IOEMCTBMM Ha CHBOPOTOUHEEe Ca u P mpwu
MCCJeyeMEIX OO3ax.

[00137] BouuenpmuBeOeHHOE OIMCaHMe JaHO JIMIIb OJg OOJIeT'UeHUd
[IOHVMMaHMSg M He OOJDKHO CJIYXUTH IJIS OI'pPaHUUYeHMd oOO0beMa 3adaBJIE€HHHX
NPUTA3aHUM, IIOCKOJIBKY MOIOIMOMKALMM HacToAmero u3obpeTeHms OyIoyT
OUEeBUIOHH IJIS CPeOHeTrO CcleluMaJMcTa B TaHHOM oBJIacTM TeXHUKMU.

[00138] ITo TEeKCTY OInMCcaHuAa " HIDKe cJleIyomen bopMy JIEL
nzobpeTeHms, ecn KOHTEKCT He TpebyeT VHOTO, BEIPaXeHNE
«COOmepXaTb» M €TI0 BapMaHTH, TakKMe KaK «COOEepPXUT» U «COoIepXalmi»,
cJenyeT IOHMMATh Kak IIpenrnojaranimye BKIKUEeHMEe YyKa3aHHOTO I1LeJoTo,
IV CTaluy, WM TPYINBE LeJHX, HO He MUCKJIKnUeHMe JIboTro IOpyIroro
1IeJIoTO, WIM CTaIuM, WM TPYINE LeJBX WM CcTaIul.

[00139] TIlo TekCcTy OIMCAaHUsA, eCJM KOMIO3MUMM OIMCaHH Kak
BKJIOUaKIMe KOMIIOHEHTE  WMJIU MaTepWaJlHl, nonpasyMeBaeTCcHd, UToO
KOMIIOBUIIMM MOTYT IIO CYIEeCcTBY COCTOATL M3 MIM COCTOATL M3 Jiodon
KOMOMHAaLUKY yKa3aHHEX KOMIIOHEHTOB WMJIM MaTepHaJIOB, eClM He YyKas3aHO
VHOe. AHAJIOTMYHO, €eCJIM CIOCOOH ONMCAaHHE KaK BKJKUAaKIMe KOHKPETHHE
cramuM, IOpenrnojiaraeTcsa, UYTO CIOCOOE MOT'yT TakKXe II0 CYIEeCcTBY
COCTOATHL M3 WJIM COCTOATE U3 JoOOM KOMOMHALMM YKa3aHHHEX CTanuM,
ecJIM He VYyKas3aHO WMHoe. M3o00peTeHUe, WUJIOCTPATMBHO OIMCaAHHOE B
OaHHOM HOOKYMeHTe, MOXeT OBTh OCYIEeCTBJIEHO IIOOXOOAIMM o0pasoM B
OTCYyTCTBHMe JoOOTOo BJIeMeHTa WM CcTaluu, KOTOPEIE He  OIMCAaHH
KOHKPEeTHO B IJaHHOM IOOKYMEHTe.

[00140] [MpaKTUUeCKyI peannsanno OIIMCaHHOTO B OaHHOM
IOOKyMeHTe crocoba M er'o OTIOEeJIbHEIX CcTaoui MOXHO OCYIEeCTBUTLH
BPYUHYI U/UIM C IIOMOIBLI DBJIIEKTPOHHOTO OO0pPYIOOBaHMA. XOTS CIOCOOH
ONMCaHBl CO CCBUIKOM Ha KOHKpPeTHBEEe BapMaHTH peajJu3aluuyu, IOJ4
CpeImHeTo cClIelMaJMCTa B JaHHOM o06JlacTM TexXHUKM OyIeT OUeBUIHO,
YTO MOXHO MCIOJB30BaAThH JpyIMe NOYTUM OCYMeCTBJIeHUS IOeWCTBUMN,
CBA3aHHHX C YKa3aHHBEMM crnocobamu. HamnpuMmep, MDOPSAINOK Pa3JIMUHBIX
CTaIuy MOXHO MeHAThL 0e3 OTKJIOHeHUS OT obbeMa M CYTH 3adBJIeHHOTO
crmocoba, €ecJM He YyKa3aHO WuHoe. Kpome TOI'O, HEKOTOPHE OTIEeJIbHHE
cTamuM MOXHO KOMOMHMPOBATE, IIPOINyCKaThb WM »Hajlee OeJMTb Ha
OOIIOJIHUTEJIbHEE CTaluM.

[00141] Bce 1maTeHTH, CTaTbM W OOKYMEHTH, IIepPeUMCIIEHHHE B
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DaHHOM HOOKYMeHTe, TIIOJIHOCTBI BKJIOUEHH B €TI0 00BeM IIOCPEeICTBOM
CCRUIKM. B cilydyae HeCOOTBEeTCTBMSA MeXIOy HaCTOANUM OIMCaHUEM U
BKJIOUEHHEMM I[IaTeHTaMM, CTaTbAMM M IOOKyMeHTaMM HOOJIKHO IIpeoBjanaTh
HacTodllee OIMCaHNeE.

[00142] BapmuaHTH pealu3aluu, IOpedrnojaraeMele C TOUYKM 3pPEeHUS
BHIIEIIPUBEOEHHOTO  ONMCAaHUA, BKJIOUAIT OIlVCaHHEIe B CJIeOYIOmMX
[IPOHYMEPOBAaHHEX abzallax.

[00143] 1. CocTaB c KOHTPOJIUPY EMBEIM BHICBOOOXIeHMEM
coenuMHeHMs  BUTaMuHa D, BRJIOUAKMETo oouH wuiam oba wm3 25—
TUOPOKCUBUTaAMMHA D2 UM 25-TUOpPOKCUBMTaMMHa Dz, [OIpUUeM YKa3aHHHM
cocTaB COIEpPXUT  OCHOBY, KOTOpas CBA3HBaeT C  BO3MOXHOCTHEIO
BEHICBODOXOEHUS ¥ KOHTPOJMPYEMO BHCBOOOXIaeT COelIMHeHMe BUTaMMHA
D, npu 3TOM ykKa3aHHass OCHOBa COLNEPXUT IIPOU3BONHOE LeJJIJIO3H.

[00144] 2. CrabuIMsuUpOBaHHHM COCTaB OJA KOHTPOJIUPYEMOTO
BHICBODOXOEHUS COeOMHEeHMsS BUTaMyMHa D B XeJIyJOUHO-KUIEUHOM TpaKTe
cyOBeKkTa, KOTOPHM I[IpMHMMaeT YKa3aHHEM COCTaB BHYTPL, IIPU 3TOM
YKa3aHHEM COCTaB COINEpPXUT CMEeCh:

OIOHOTO VI oBomx nus 25-TUOpOKCUBUTaAMMHA D2 u 25-
TUOPOKCUBUTaMMHa Ds;

n 20DPeKTUBHOTO KOJMUECTBa CTabMUIM3MUPYKIeIo aleHTa, KOTOPHM
Heo0O43aTeJIbHO I[peICcTaBJjigeT CcofOoM coeOMHeHMNe  LeJJIOJIO3H, 0JIid
IoOmepXaHUsd pPa3HUMUE MeXOy KOJMUeCTBOM COeIMHeHuA BUTaMMHa D,
BHICBODOXOaeMOTO B JioOOM 3alaHHEM MOMEHT BpeMeHM IIOCJe UYeTHpex

yacoB B Ipollecce 1n vitro pacTBOpeHMS TIIOCJe IOBYX MeCslleB

BHIIECPXUBAHMA B YCJOBMAX xXpaHeHuMda nOpu 25°C M OTHOCUTEJILHOM
BJaxHocTu 60%, ¥ KOJMUECTBOM, BHEHCBOODOXIaeMHM B TOT X& MOMEHT
BpeMeHU pacTBOpPeHMSa B IIpollecce in vitro pacTBOpeHMHa, IPOBOAMMOTO
[epen BHIOEPXMBaAHMEM COCTaBa B VYKal3aHHHEX YCIOBMAX XpaHeHud, Ha
ypoBHe MeHee 30%.

[00145] 3. CrabuamMsupoBaHHEM COCTaB OJIA KOHTPOJIUPYEMOTO
BHICBOOOXIOEHMA COeIMHEeHMS BUTaMMHa D, IOpM 2TOM YyKas3aHHBEM COCTaB
COIEPXUT CMECH :

OIOHOTO VI oBomx ns3 25-TUOpOKCUBUTAMMHA D2 u 25-
TUOPOKCUBUTaMMHA D3;

BOCKOBOM OCHOBEH,; U
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CTabuIM3UpyKRmero areHTa, KOTOPHM Heo®a3aTelIbHO IIpelcTaBJigeT
coboM coeIMHEeHMEe LeJIJI0JIO3H .

[00146] 4. CrabuaM3MPOBAHHEIM COCTAaB IJIS KOHTPOJIMPYEMOTO
BEHICBOOOXIEeHNA COeIMHEeHUA BUTaMMHa D B XeJIYyOOUHO-KMIIEUHOM TpaKTe
cy®BbeKkTa, KOTOPHM I[IpMHMMAaeT YKa3aHHBEM CcOoCTaB BHYTPL, IIPM STOM
YKa3aHHEM COCTaB COINEPXUT CMEeChH:

OIOHOTO VI oBomx nus3 25-TMOPOKCUEUTaAMUHA D2 u 25-
TUIPOKCUBUTaAMMHA Ds3;

BOCKOBOW OCHOBEH; U

CTabuIM3UpPyRIero aleHTa, KOTOPHM Heob®sa3aTelIbHO IIpelcTaBJisgeT
CcoBOoM LeJUJIIJIO3HEM CTabUMIU3UPYIINU areHT.

[00147] 5. CrabuamMsupoBaHHEM COCTaB OJIA KOHTPOJIUPYEMOTO
BHICBOOOXIOEeHMS BUTaMyMHa D, IOpM STOM YKal3aHHHM COCTaB COIOEPXUT
CMECH :

OIOHOTO VI oBomx nus3 25-TUMOpOKCUBUTaAMMHA D2 u 25-
TUOPOKCUBUTaAMMHA D3;

BOCKOBOWM OCHOBEH; U

30PeKTUBHOTO KOJIMUeCcTBa CTadOUIIN3UPYIIETO areHTa,
HeoOd3aTeJIbHO COEeOMHEHMS  LeJUJIJIOSH], OJIS I[OoOOepXaHusd  pas3HULE
MeXxOy KOJMUYeCTBOM COeIMHEHMS BUTaMMHa D, BEHCBOOOXIAaeMOTO B JoOOMU
3alaHHEM MOMEHT BpPeMeHM II0CJe UeTHpex UYacoB B IIpollecce TecTa in

vitro pPacCcTBOpPEeHNMA IIOCJIe BHIEPXVMBaHMA B TeUeHNMe IBYX MeCAIEB B

VCJIOBMAX XpaHeHusa nOpu 25°C M OTHOCUTEJILHOM BJlaxHocTM 60%, u
KOJIMUECTBOM, BEHCBOOOXIAaeMHM B TOT X& MOMEHT BPEMEeHM PacTBOPEeHUS
B IIpollecce in vitro pacTBopeHMSa, IPOBOIMMOTO IIlepel BHIEPXMBAHVEM
cocTaBa B YKa3aHHHX YCJIOBUAX XpaHeHMa, Ha YypoBHe MeHee 30%.

[00148] 6. CTabuiaM3MpOBAHHLEM COCTaB OJS KOHTPOJUPYEMOTO
BHICBOOOXIOEHMSA COeIMHEeHMSI BMTaMMHa D B XKeJYODOUHO-KMIIeUHOM TpaKTe
cyObeKTa, KOTOPHM MIpMHMMaeT YKal3aHHBM CcOCTakB BHYTPL, IIPU STOM
YKasaHHEM COCTaB COIEPXUT CMeCh:

Hecymel aKTUBHEM areHT BOCKOBOWM OCHOBH, cCoIepxXallell OOMH WM
oba U3 25-TuOpoKcHUBUTaMMHa Dz M 25-IMOpoKcuUBMTaMMHa Di3; u

LEeJJII0JIOBHOTO CTabuiIn3mMpyomero areHTa;

npuyem yKasaHHHM cocTaB obecrneunBaeT BHICBOOOXIEHNUE

KoJIMuecTBa 25-TMApPOKCHUBUTaMMHa D B IHIpollecce 1n vitro pacTBopeHUs
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rnocjie IOBYX MeCSIeB BHIEPXMBAHUA B YCJIOBMAX XpaHeHus Impu 25°C u
OTHOCUTEJIBHOM BJIaXHOCTM 60%, xOoTopoe B JOOOM 3aXaHHEM MOMEHT
BpeMeHM pacCTBOPEeHMA OTJIMUaeTCsa OT KOJUUeCTBa, BHECBOOOXIAEMOI'O B
TOT Xe MOMEHT BpeMeHM pacTBOpeHMA B  IIpoliecce in vitro
PacTBOPEHNA, IIPOBOOMMOIC IIepel BHIOEPXMBaHMEM COCTaba B YKa3aHHEHX
YCJIOBMAX XpaHeHMsa, Ha 30% WIM MeHee B OTCYTCTBUE LIEJUIOJIO3HOTO
CTabUIM3UPYKRIEero areHTa.

[00149] 7. B cocTaBe mOJd KOHTPOJIMPYEMOI'O BHCBODOXIEHMUSI
COeIMHEHVS BUTaMMHa D B XKeJlyODOUYHO-KMIIEUHOM TpaKTe CyOBeKTa,
KOTOPHEM IIpMHMMAaeT YKa3aHHBEM COCTaB BHYTPL, VYJydlleHMe COCTOUT B
noBaBJIeHVM LEJUIJIOBHOTO CTabuIM3upyomero areHTa B - yKas3aHHBEMU
cocTaB.

[00150] 8. B cocraBe mOJjgd KOHTPOJIMPYEMOI'O BHCBODOXIESHUS
COeIVMHEHNs BUTaMMHa D B XeJlyODOUHO-KMIIEUHOM TpaKTe CyOBeKTa,
KOTOPEM [IpMHMMAaeT YKa3aHHEM COCTaB BHYTPL, VYJydlleHMe COCTOUT B
S50PEKTUBHOM KOJIMUECTBE COEeOMHEeHMS LeJJIJIO3H, Oo0aBJIgeMOI'0 B
cocTasB 0JIA nonnepXaHmsa M3MeHEeHU I MeXxnoy KOJIMYeCTBOM 25-
TUOPOKCUBUTAMUHA D, BHICBODOXIaeMOT'O B npolecce in vitro

pacTBOpPEHNMA TIIOCJI€ BHIOCECPXVMBAHMA B YCIIOBUMAX XPaHEeHMA B TeudeHMe II0

MeHbIIeM Mepe OIOHOTO Mecdla npu 25°C M OTHOCUTEJILHOM BJIAXHOCTU 60%
B JioOO¥ 3amaHHBM MOMEHT BPeMeHM PacTBOPEeHMA IIOCJIe UeTHpex uYacoB,
n KOJIMUEeCTEBOM, BEICBOOOXI aEeMbIM B TOT xe MOMEHT BpeMeHU
pacTBOpeHrs B IIpollecce 1in vitro pacTBopeHMd, IPOBOOMMOIO IIepern
BHIEPXMBaAHMEM COCTaBa B YKa3aHHEX YCJOBUAX XpaHeHMs, Ha YPOBHEe
MeHee 30%.

[00151] 9. CocTaB COIJIaCHO JIndoMy nus3 npenmeCTBYIIUX
IIYHKTOB, OTJIMYAIMMUNC S TeM, uTo CoeMHEHNE L EJLJTI0JIO 3B VI
LEeJJII0JIOBHEY CTabUIMBUPYIIUM aTeHT COOEPXUT 20MP LeJIJIoJIOSH .

[00152] 10. CocTmar 1mo o. 9, oTJuUalmMMCcsa TeM, UTo 20up
LEeJJIIJIO3H  BHOpaH M3 TPYIIIIH, cocToAmey M3  MeTWUJILEeJJIJIO3H,
TUIOPOKCUIINPOIIMIIME TUJILLEJIJIIOJIO BH, TUIOPOKCUIIS TUIIME TUJIIEJIJII0JIO 3H,
TUOPOKCUIID TUIILEJIJIIJIOBE M I'MIAPOKCUJIIITPOIIWIILLEJIIIIIIO 3H .

[00153] 11. CocTasn ife) . 9, OTJIMYaIUIC I TeM, yTo
CoeIMHEeHMVe  LeJUIJIO3H WMJIM  LeJJIJIO3HHEN  CTabuIM3upylmyM  al'eHT

InpeocraBjiaeT cobon I'MOPOKCHUIIITPOIIMIIME TMJILLeJIJII0IIO3Y .
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[00154] 12. CocrTaBp o JgoboMy M3 IMIPedleCTBYRIMUX IIyHKTOR,
OTJINY AOIUC S TeM, gTo cocTaB obecrieumMBaeT BEICBODOXIEHME
KOJIMUECTBO 25-THMIOpPOKCHUBMTaMMHa D B Opolilecce 1n vitro pacTBopeHHUd

I10CJI€e BHIOEPXVMBaHMA B YCIJIIOBUAX XPaHEHMA B TedeHUe 2 MecsdleB Inpn

25°C M OTHOCHTEJILHOM BJIaXHOCTM 60%, KoTOpoe B JHoOOM 3alaHHBI
MOMEHT BpPEMeHM pPacCTBOPEeHMA IIOCJIe UYeTHpexX UYacoB OTJUYAEeTCHS OT
KOJIMUeCcTBa, BHCBOOOXIAeMOTO B TOT Xe& MOMEHT BPEMeHM PacTBOPEeHUS
B IIpollecce in vitro pacTBoOpeHMSa, IPOBOIMMOTO IIlepel BHIEPXMBAHVEM
cocTaBa B YKa3aHHHX YCJOBUAX xXpaHeHMsa, Ha 30% MJIM MeHee.

[00155] 13. Cocrap o JgwoboMy M3 IOIPedmeCTBYKIMUX I[IYHKTOR,
OTJIMYAOIUIC I TeM, yTo cocTaB oBecrieumBaeT BHICBODOXIEeHME
KoJIMUuecTBa 25-TUIPOKCUBMTaMMHa D B Opollecce 1in vitro pacTBopeHuUd

I1I0CJI€ BHIEPXVMBAHMA B YCIIOBMAX XPaHeHMA B TedeHMe OIOHOI'O MecCAdlla

npu 40°C M OTHOCUTEJILHOM BJIAXHOCTM 75%, KOTOpoe B JIOOOM 3alaHHBI
MOMEHT BPEeMeHM pPacCTBOPEHMS IIOCJIe UYEeTHPEeX YaCOoB OTJIMYAEeTCHd OT
KOJIMUeCTBa, BHCBOOOXIaeMOT'O B TOT X& MOMEHT BPEMEHM pPacCTBOPEHUS
B IIpollecce in vitro pacTBopeHMHA, IPOBOIMMOTO IIepell BHIEPXMBaAHVEM
coCTaBa B YyKa3aHHBIX YCJIOBUAX XpaHeHUsa, Ha 30% MM MeHee.

[00156] 14. CocTaB o JoboMy M3 IIPedleCTBYRIMUX IIYHKTOB,
O TJINY AOIMUC S TeM, uTo OCHOBa COOEPXUT BOCKOBYIO OCHOBY,
comepXxalyld areHT KOHTPOJUPYEMOT'O BECBOOOXIOEHMUS, DMyJbT'aToOp U
CIIOCOOCTRYyKIIEe BCACHBAHMI BEIeCTRBO.

[00157] 15. Cocrar no mn. 14, orTauuammmMicsga TeM, UYTO aTleHT
KOHTPOJMPYEMOTO BHCBOOOXIEHMSA COIEPXUT HapaduH.

[00158] 1le6. CoctaB 1o . 14 wmm n. 15, oTaMuawnmmuica TeM,
UTO SMyJibTaTop MMeeT BeJMuMHy IJIBE MeHee 7.

[00159] 17. CocTaB IIO II. lo, OTJIMYaKIUICT TEM, yTo
SMYJIETATOP COHOEPXUT TUIMIIEPMHA MOHOCTeaparT.

[00160] 18. CocraB 1o JimwoboMy M3 IIYHKTOB 14-17, OTJIMYAKMMUINICSH
TeM, 4YTO CIOoCOOCTBYKIlee BCACHEHBAaHMI BelleCTBO MMeeT BeJIMuMHY IJIE B
orarasoHe OT IIPMMEPHO 13 DO IIpMMepHO 18.

[00161] 19. CocTaB IO II. 18, OTJIMYaIUICT  TEM, yTo
criocobCcTByKIee BCACHBAHMIO BemMecTBO OpelcTaBjsgeT coboM CcMechb
JIaypouJlI MakKpOTOJIVIMLIEPUIOE M JlaypOoWuJl IOJIMOKCUIITJIMIIEPUIOB .

[00162] 20. CocTaB o JwoboMy M3 IIPedlleCTBYRIMUX IIYHKTOB,
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OTJIMYAIUNCS  TeM, UyTO CcoeIMHeHMe BUTaMMHa D BkJoUYaeT 25—
TUOPOKCUBUTAMMH Ds.

[00163] 21. CocTaB o JoboMy M3 IIPedeCTBYRIMUX IIYHKTOB,
OOIOJIHUTEJILHO COOepXallM MAaCJISHBEM HOCUTEJb.

[00164] 22. CocTap IO II. 21, oTaMUaKIUNICS TeM, UYTO MAaCJISHBEMN
HOCUTEJIEF COIEPXUT MMHepaJlbHOE MacJio.

[00165] 23. CocTaB oOO II. 22, OoTJMUAIMMCA TeM, UYTO COCTaB
comepxmuT HnpmuMepHo 20 Macc.$% napaomHa, oT HOpuMepHo 20 Macc.3 IO
IpUMEepHO 25 Macc.$ TIJIMLepMHa MOHOCTeapaTa, IpuMepHo 10 Macc.$
CMeCcH JIaypouJl MaKpOTOJITUIMLEPUIOBR ¥ JaypouJl IIOJMOKCUJITJIMLIEPUIOB,
oT npmMepHo 30 Macc.? OO IIPpMMEPHO 35 Macc.$ MUHepaJIbHOT'O Macja U
oT IIPUMEPHO 10 Macc.% oo IIPUMEPHO 15 Macc.%
TUOPOKCUJIIPONIMIIME THUIILLEJIJIIOJIO 35 .

[00166] 24. Cocrap o JgwoboMy M3 IMIPedleCTBYKRIMX IIyHKTOR,
OTJIMYAIKNCS TeM, UTO COCTAaB COOEepPXUT IJIMIepMHa MOHOCTeaparT.

[00167] 25. CocraB mno JgwoboMy M3 IIPEedleCTBYKRIMX IIyHKTOR,
OTJIMYAIUNC S TeM, UTo cocTaB COOEPXUT OnoVH VI BoJiee
IOJIUTJIMKOJIM3UPOBAHHEX TJIMLIEPUIOR .

[00168] 26. JlekapcTBEeHHAd dopmMa c 3aMeIJIEHHEM
BHICBOOOXIOeHreM B (opMe KarllCyJiH, TabJeTKHM, came, IOpaxe WK
CYIIIO3UTOPUA, CoOepXamas CcoCcTaB IO JoboMy M3 OpellleCTBYOIMUX
IIYHKTOB.

[00169] 27. JlekapcTBeHHasd ¢opmMa IO II. 26, coIepxalma s

KalCcyJly MIuM TabJeTKy.

[00170] 28. JlekapcTBeHHad ¢opma 1o 1. 27, comepxama s
KamncyJsiy .
[00171] 29. JlexkapcTBeHHad ¢opMa o II. 26, coepxama s

KalcyJy, TabJleTKy, calle, Opaxe OJ4 [IepopalIbHOTO IIPMMeHeHUd.
[00172] 30. CrabuamM3MpoBaHHas JeKapCTBeHHas ¢opMa 10 JIOOMy
nus3 npenmecTRYOINX IYyHKTOB, XapaKTepusyomasacs npoduiem
pacTBOpeHUa, OODecCleuMBaKMMM BHCBOOOXIeHME COeOMHEeHUS BUTaMMHa D
MeHee 30% uepes 2 uyaca;
BoJiee 45% uyepes 6 YaACOB; U
BoJjiee 80% uepes 12 UyacoB.
[00173] 31. CrabuwnmzupobaHHada JieKapCcTeBeHHasa ¢opmMa o IoI. 26,

oTJIMUarlascsad TeM, UTO BHCBOOOXIEeHMEe COeIMHEeHMHA BUTaMMHa D yepes
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6 yacop cocTaBJgeT MeHee 60%.

[00174] 32. CradbunmsmupoBaHHasA JeKapCcTBeHHasa dopmMa C
3aMeJIeHHEIM BHICBOOOXIEeHMEM noJis mepopajlIbHOTO IpUMeHeHud,
comepXallas CoOeIMHEHMe BUTaMMHa D, xapakTepusywomascsa 1in vitro
npoduiieM pacTBOpPeHMa, OOecleuMBaKIMM BHEHCBOOOXIEHME COeIMHEHUH
BUTaMmvHa D

MeHee 30% uepesn 100-140 muHYT;

Bojiee 45% uepes 5-7 yacorB; u

Bojiee 80% uepes 11-13 4yacon.

[00175] 33. JlekapcTBeHHad ¢dopmMa IO II. 32, OoTJMUaAKMaaACd TeM,
UTO BHICBOOOXIEHMNE COeIMHEHUS BUTaMMHa D COCTaBJISgEeT

MeHee 30% uUuepes 2 uyaca;

BoJjiee 45% uepes 6 YaACOB; U

Bojiee 80% uepes 12 UyacosB.

[00176] 34. JekapcTBeHHasd ¢QopMa IO II. 32 wam 1. 33,
oTJMUaKmasCcsa TeM, UTO BEHCBOOOXIeHMEe COeOMHeHMS BMTaMMHa D uepes
5-7 yacoB cocTaBJIgdeT MeHee 60%.

[00177] 35. JlekapcTBeHHad ¢opmMa IO II. 34, oTjmMUaKnmasacsd TeM,
UTO BECBOOOXIEHME CcOoelOMHeHUS BUTaMMHa D depe3 6 YacCoOB COCTaBJAET
MeHee 60%.

[00178] 36. CTabuamMsmupoBaHHa g JeKapCcTBeHHas dopma c
3aMenJIEHHEIM BHICBOOOXIEHMEM 0Jis mepopaliIbHOT O IpUMEeHeHUd,
comepxamas cCcoeauHeHMe BUTaMMHa D, xapakTepusyiomasca in vitro
opodmiieM pacTBOpeHMs, ofOeclleuMBaklIMM BHCBOOOXIEHME COeIMHEHUS
BUuTaMmHa D

oT HpuMepHO 20% mo npumMmepHo 40% uepes 2 udaca;

10 MeHbIeM Mepe 35% Uepes 6 YacCoOB; U

1o MeHbmelM Mepe 70% uepes 12 uyacos.

[00179] 37. JlekapcTBeHHad ¢opmMa IO II. 36, oTJIMUaKmMadAcHd TeM,
UTO BHICBOOOXIEHME COeIMHEeHUS BUTaMMHa D COCTaBJISAEeT

OT IPMMePHO 25% OO NPUMEPHO 35% uepes 2 daca;

1o MeHbmelM Mepe 40% Uepes 6 YacCOB; U
10 MeHbIEeM Mepe 75% uepezs 12 uyacos.

[00180] 38. JlekapcTBeHHasd ¢opMa IO II. 36 wmaIm II. 37,

oTJMYaKmasgCcsa TeM, UTO BHCBOOOXIEeHMe CcoelIMHeHMS  BUTaMMHa D

cocTaBJydgeT /5% MM MeHee uUepes 6 4UacoB.
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[00181] 39. JlekapcTBeHHad ¢QopmMa IO II. 38, OoTJMUaKmMasacd TeM,
UTO BEICBODOXIEHME COeOMHEeHMS BUTaMMHa D cocTaBJgeT 65% uiIuM MeHee
Uepes 6 4YacoB.

[00182] 40. JlekapcTBeHHad ¢dopmMa IO II. 39, oTJiMUarnasgcsd TeM,
UTO BECBOOOXIEHME COelMHeHuS BUTaMyHa D cocTaBJjdgeT 60% MM MeHee
yepes3 6 UacoB.

[00183] 41. CrabuimsmupoBaHHasd JleKapCTBEeHHasa dbopma C
3aMeIJIEeHHEM BECBOOOXIEHMEM, CcoIepXallad CoeIMHeHMe BuTaMMHa D,
XapakTepusywnlascs BeJIMUUMHOM tmax IIOCJe BBeleHUS JeKapCTBeHHOM
bopMH MalMeHTYy-UeJIOBEKY II10 MeHbllell Mepe 4 uyaca.

[00184] 42. JlexkapcTBeHHad ¢opma o mn. 41, oTauMuamnmasdacd TeM,
UTO LThnax COCTABJIAET IO MeHbIIeM Mepe 8 YacoB.

[00185] 43. JlekapcTBeHHad ¢opma Io . 42, oTJMUaKnmadacd TeM,
UTO Thnax COCTABJIAET IIO MeHbIeM Mepe 12 YacoB.

[00186] 44. JlekapcTBeHHad ¢opma Io . 43, oTJMUarnmadacd TeM,
UTO Lnax COCTABJIAET IIO MeHbIeM Mepe 18 uyacoB.

[00187] 45. JlekapcTBeHHad ¢Qopma o n. 44, oTauuamnmasacsd TeM,
UTO Lnax COCTABJIAET IO MeHbmeM Mepe 20 YacoB.

[00188] 46. JlerkapcTBeHHad ¢dopma o . 45, oTiuuawnmasgcsd TeM,
UTO Lnax COCTABJIAET IO MeHbIEeM Mepe 24 yaca.

[00189] 47. JlexkapcTBeHHasa ¢opMa IO II. 46, oTJMYaKmasgcsa TeM,
UTO tmax COCTaBJIAET IIO MeHbIleM Mepe 28 uYacoB.

[00190] 48. JlexapcTBeHHasa ¢opma o mn. 41, oTauMuamnmascsad TeM,
UTO tmax HAXOOMUTCH B OMana30He oT 4 mo 96 uacos.

[00191] 49. JlexkapcTBeHHasa ¢opma o . 48, oTJaMUaKnmasgcad TeM,
UTO tpax HAXOOMTCS B OManas3oHe oT 18 mo 30 uacos.

[00192] 50. JlekapcTBeHHad ¢opma o mn. 49, oTaMUarnmadacd TeM,
UTO tpax HAXOOMTCHA B OMara30He OT 13 mo 28 uyacoB.

[00193] 51. JlekapcTBeHHad ¢opma o mn. 50, oTMUawnmadacd TeM,
UTO tpax COCTABJIAET IIPUMEPHO 28 YacoB.

[00194] 52. CrabunmsmupoBaHHasa JeKapCcTBeHHasa dopmMa C
3aMenJIeHHEM BEICBOOOXIOEHNUEM, comepxamas coeVHeHVe 25-
TUOIPOKCUMBUTAMMH D, IIpM BDTOM JIeKapCTBeHHasd QopMa XapaKTepusyeTcCsHd
obecnieueHreM Cpax Ha MMKpOTpPaMM 25-TMAPOKCHMBUTaMMHa D C HOONPaBKOM
Ha MCXOIHBEIE @HaHHEHE B IManasoHe oT InpuMmepHo 0,0133 HT/MiI 1o

npumepHo 0,04 HT/MI OpM BBEIEHUM B3POCIJIOMY UYeJIOBEKY.
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[00195] 53. Cmoco® BBeleHMA CTabUIM3UPOBAHHOMW JIeKapCTBEHHOMU
bopMEHI C 3BaMeIJIeHHHIM BHICBODOXIEeHMEM, cCcoIepXaley coeduHeHue 25-
TUOPOKCUBUTaAMMHA D, NalumMeHTy—4JeJIOBEeKY, B KJIIOY alommi BBeIeHue
50beKTUBHOTO KOJIMYecTBa JIEKapCTBEeHHOM bopMEL nauueHTy oJis
obecrnieueHrs Cmax C IIONPABKOM Ha MCXOOHBE OaHHBE 10 MeHLIeW Mepe
npuMepHo 0,2 HT/MiI ¥ MeHee 110 HD/MII.

[00196] 54. Crioco® 10 . 53, BKJIIOU A0 BBeIeHNe
50PeKTUBHOTO KOJIMUECTBA JeKapCTBeHHOM (QopMbl IJisg obeclieueHMs Cmax
C IIONPpaBKOM Ha MCXOIOHHE OaHHBIEe B OMalas3oHe oT nOpuMmepHo 0,2 1o
nprUMepHO 24 HT/MII.

[00197] 55. Cmocof BBeleHUI CTaOUIM3UPOBAHHOM JIeKapCTBEHHOMU
bopMEHI C 3BaMeInJIeHHHM BHICBODOXIEeHMEM, cCcoIepxaley coelIuHeHMe 25-
TUIPOKCUBUTaAMMHA D, NalMeHTy-4JeJIOBEeKY, BKJIIOU al0MUM BBeIeHue
20PeKTUBHOTO KOJIMYEeCTBa JIeKapCTBEeHHOM bopMEL nanuueHTy s
obecmneuenusa AUCo-inf C IIONPaBKOM Ha MCXOIOHHEe OaHHBE I10 MeHbIen
Mepe 52 HT*u/Mi U MeHee 34500 HT*u/MiI.

[00198] 56. Crioco® 1o Il. 55, BKJIIOU A0 BBeIeHNe
50PeKTUBHOTO KOJIMYEeCTBa JIeKapCTBeHHOM bopMEL nanuueHTy oJis
obecneuenusa AUCo-inf C MONPABKOM Ha MCXOIHHE IaHHHE B OMalla30He OT
npyuMepHo 52 HT*u/min mo npuMmepHo 12000 HT*u/Mil.

[00199] 57. Crioco® BOCIOJHAKmEIO BBeIeHMS BHUTaMMHa D,
BRJIOUAKINMY BBeIeHMe HYXIalleMyCs B 5STOM CyOBeKTy cocTaBa WU
JIeKapCTBEeHHOM QOPME II0 JIOOOMY M3 MPeIMeCTBYIMUX IYHKTOB.

[00200] 58. Cmooco6 JledeHUMS WM OPOOMIIAKTHUKM Y CcyObeKTa
UYBCTBUTEJILHOTO K BHUTaMMuHy D 3abojleBaHmMg, BKJOUYAKIMMUM BBeIeHUE
CyDBEKTY cocTaBa VI JIeKapCTBEeHHOMN bopMEL 1o oMy n3
IpenmecTBYIMX IITYHKTOB.

[00201] 59. Crnoco®6 1o 1II. 58, OTJIMYaIUNICT TEM, yTo
3aboJjieBaHMe BHOpaHO M3 paka (HalpMMep, paka I'pylou, JIETKMX, KOXMU,
MeJIaHOMEI, pakKa TOJICTOM KUIKM, KOJIOPeKTaJIbHOTO, PeKTallbHOTO paka,
paka TIOpoCcTaTH ¥  KOCTHOM  TKaHu), ayTOMMMYHHEX  3aboJjieBaHUul,
HamnpuMmep, Imabera I THNa, pPacCesHHOT'O CKJIepo3a, PeBMaTOUIHOTO
apTpuTa, MMOJIMMUO3UTA, IepMaTOMMOBUTA, CKJIEPOIEPMUNA, dubposa,
BoJsie3HM I'perBca, 0OoJesHM XaMMMOTO, OCTPOTO WM XPOHUUECKOTO
OTTOPXEHUSA TpaHCIlJlaHTaTa, oCcTpoM VI XPOHUUECKOM BoJIe3HU

KTPaHCIIJIaHTaT IIPOTUMB XO3AVHa», BOCIIaJIMTEJIbE HEIX 3aboJieBaHUM
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KUeuyHuKa, OoJjesHu KpoHa, CUCTEMHOM KpacCHOM BOJUYAaHKM, CHHIPOMAa
IlerpeHa, DK3eMH M IIcopuasa, IOepMaTUTa, BKJUYAS aTOoOMUeCKUN
oIepMaTUT, KOHTAKTHHM IepMaTHUT, aJJIepTrUMUecKUl IOepMaTUT ¥U/UIn
XPOHUYUECKUN  OepMaTUT, BOCHAJUTEJNILHHX  3aboJjieBaHUM, HallpuMep,
ACTMH, XPOHUUECKOM OOCTPYKTUBHOM OOJIe3HU JIeTKUX, IIOJIMKMUCTO3HOMN
BoJIe3HM  I[IOUeK, CHMHIOpOMa  IIOJIMKUCTO3a  AWUHUKOE, [IaHKpeaTUTa,
HedbpuTa, TenaTtmuTa U/ WiKM MHOEeKUUMOHHHX 3adoJieBaHui, TUIEePTeH3UM,
3aboJIeBaHUM CepledyHO-COCYIUCTOM CHUCTEMH, HalpuMep, Yy CyOBeKTOB C
aATEepPOCKIIEPO30M, apTepuoCKIIepo30M, ©OO0JIe3HLID KOPOHAPHOM apTepuu,
lepedpoBacCKyJISAPHEM 3aboJIeBaHueM, 3aboJIeBaHueM nepmudpepmUueCKmUx
KPOBEHOCHHX COCYIOB, MHQPapKTOM MMOKapna, umeMmey — MmMokapma,
umeMMey TOJIOBHOTO MO3Ta, MHCYJBTOM, CepIedHOM HeOOCTaTOUHOCTBK C

3AaCTOVHEIMM  SABJIEHUAMY, KapIMOMUOIATHEYV, OXMpeHUueM WIX OpyTVMKA

HapylmeHVsaMM Beca, PacCTpoMcTBaMM JIMOMIOHOTO oOMeHa (HamopuMmep,
TUIIEPJIUINIEMIET, OUCIUINOEeMIen, BKJIIOUA I COITY TCTBYIIYIO
orafeTnuyeCcKyo OV CIINUIINLEMHAIO " cMelmaHHyIo OVICIIVIIVOEMAIO -
THUIIOAJIE QaJINIIONPO TEMHEMHUIO, TUIEPTPUTIIMILEPUIEMUIO,

TUIIOXOJIECTEPUHEMMIO ¥ HUIKMM YPoBeHb HDL  (JMIOOPOTEMH BHECOKOM
IJIOTHOCTH) ), HapymeHusaMm MeTaboJms3Ma (Haopumep, MeTaboJiMuecKun

CHUHIOPOM, caxapHeM momader II Tuna, caxapHwelt »puaber 1 TuUIa,

TUIIEPUHCYJIVHEMNS, HapyleHre IepeHOCMOCTH TJIIOKO3H,
PEe3UCTEeHTHOCTEL K VHCYJIVHY, OCJIOXHEHU A nuabera, BRJIIOUA S
HeMponaTuo, HedporaTuo, OCTeOoIIopos, PEeTUHONIATHIO, S3BH

IMadeTuuecKol CTOMNH M KaTapakKTy) U/MUIM TPOoMOO3OM.

[00202] 60. Crnoco® 10 II. 59, OTIMYUAIUNICST  TeM, yTo
3aboJieBaHME BEIOPAHO nu3 (i) B IapammMToOBUIHOMN KeJjesze -
TUIornapaTmupeos3a, [ICeBOOTHUIIO-TIapaTUpeo3a, BTOPUUHOTO
TuneplnapaTupeosa; (i1ii) B HNomxeJyOOUHOM XxeJjle3e - nuabeTa; (1iii) B
IMTOBUIOHOM XeJjie3e - MeIyJUJIIpHOTO paka; (iv) Ha Koxe - Icopuasa;
3aXuBJIeHUS paH; (V) B JeTKUMx - capkoumosa u TybepkyJjesza; (vi) B
IoUKax - XpoHUMUecKoM ©OoJe3HM Iouek, Trurnodpochparemmueckoro VDRR,
BMTAaMMH D—-3aBMCHMOTO paxmurTa; (vii) B KOCTHOM TKaHMU -

NPOTVBOCYIOPOXHOTO JIeUeHNMs, HEeCOBEPINEeHHOTO KOCTHOTO oO¢ubporeHesa,
TeHepaJM30BaHHOM (QUOPO3HOM OCTEeOOMCTPOOUM, pasMaSTueHUd KOCTEN,
OCTeonopo3a, OCTEeOleHUM, CKJIepo3a KOCTHOM TKaHM, HebpOTeHHOM

ocTeomucTpobUM, paxuTa; (viii) B kKuIeUuHMKe - TUIOKOKOPTUKOMUIHOTO
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aHTaTOHM3Ma, UIMOIaTUUEeCKOMN TUIIepPKaJbLEMAN, CHMHIOpOMa
MaJbabcopbluumu, cCcTeaTopeM, TpoIoMueckux adpT; U (1ixX) ayTOMMMYHHEX
PacCcTpONCTB.

[00203] ol. Cnnoco6 1o 1II. c0, oTJIMYAaIUNCTS  TeM, UTo
3aboJjieRaHMe BHOpPaHO M3 paka, IepMaTOJIOTUUECKUX  PacCTPOMCTB
(HanipuMep, ncopuasza), 3aboJieBaHUN apalliTOBUIHOM XeJle 3E
(HanpuMep, rurneprapaTUupeo3a u BTOPUUHOTO rurepliapaTupeosa) ,
3aboJieBaHUM KOCTHOM TKaHM (HaAIpUMep, OCTeolopo3a) M ayTOMMMYHHBIX
pPacCcTpoMCTE.

[00204] 62. Crnoco®6 1o II. cl, OTJIMYAIUNCS  TeM, yTo
3aboJjieBaHMe MOpelncTaBjigeT coOo¥ BTOPUUHEM THUIIepllapaTUpeos.

[00205] ©63. Cnoco® o m. 62, oTmjJMYalluicad TeM, UYTO CYOBeKT
VMeeT XpOoHMUeckykn OoJie3Hb nouek (XBII).

[00206] 64. Crnocof® 1mo 1mI. 63, oTJIMYanmmMicg TeM, uYTo XBII
OpencraBygeT cobor cramun 3 uiau 4.

[00207] ©65. Cnoco® mno m. 64, orjMyanmIuicd TeM, YTO IIalMeHT
VMeeT neduuuT BUTaMMHa D.

[00208] 66. Cnocoft mno JgoboMy M3 IIPedleCTBYRIMX IIYyHKTOB,
OTJIMYAKIUMCSA TeM, YTO IIallMeHT ABJISeTCSI UeJIOBEKOM.

[00209] 67. Cnoco® 1o m. 66, oTJuMuallMicad TeM, UTO UeJIOBekK
ABJISETCSH B3POCJBEM UeJIOBEKOM.

[00210] 68. Kowmmosmulumsa, IO CyMecTBY OIMCaHHas B IOaHHOM

OOKYMeHTe.
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$OPMYIJIA MSBOBPE TEHUA

1. CTa®WUJIBHEI [IPU XPaHeHMM I[IepOopalibHEIM COCTAaR C 3aMelJIeHHBM
BLHICBOOOXIOEHMEM COeOVHeHMA  BUTaMMHa D Ojga  BEHCBOOOXIOEHMA B
KEeJIYOOUHO—KMIIEUHOM TpaKTe, CcoOmepXamyi oOuH uiIm oba u3 25—
TUOPOKCUBUTaMMHA D2 M 25-TuUOpOKCUBUTaMMHa D3, I'le COCTaB COLEPXUT
JIUIIOQMIIE HYIO OCHOBY C 3aMenJIeHHEIM BHICBODOXIEHMEM, KoTOpad
3aMenJIEHHO BHICBOOOXIaeT cCoeIMHEeHME BUTaMMHa D, IpuyeM
JIUIIOGMIIEHAA OCHOBa  IOOIOJHUTEJIBHO  CONEPXUT H50Mp LeJUJIOJIO3HE B
KauecTBe CTabMIM3MPyKRILeTl'0 al'eHTa MOJ8 3aMeOJIEHHOTO BECBOOOXIEHMUS
COeIMHEHNsS BUTaMMHa D.

2. CTabuJIbHEM npu XpaHeHUN IepopasbHEM cocTasB 0JId
3aMeJIEHHOT'O BHCBODOXIEHMSA COeIMHEHMSA BUTaMMHa D B XeJIyODOYHO-—
KUIIeUHH TpaKT, I'Ie yKas3aHHHNM COCTaR COOEPXUT CMeChb U3:

OIOHOTO VI oBomx "3 25-TUMOpOKCUBUTaAMMHA D2 u 25-
TUOPOKCUBUTaAMMHA D3;

BOCKOBOM OCHOBH, oOf0ecleuMBaplel 3aMeIJIeHHOe BHEHCBOOOXIeHNe
25-TunpoxkcuBUTaMMHa Dz u/UIM 25-TUOPOKCUBUTaMMHa Di; u

30Mp LIEJIJII0JIO 3H .

3. CocTaB 1o JmwbOoOMy M3 I[IPeIUleCTBYOIMX I[IYHKTOB, IIpUYEeM
YKa3aHHEM COCTaB CONEpPXUT CMeChb U3:

OOHOTO VI oBomx ns3 25-TMOPOKCUBUTAMMHA D2 " 25-
TUOPOKCUBUTaAMMHA D3;

BOCKOBOM OCHOBH; U

50PEKTUBHOTO KOJIMUeCTBa »2OMpa LeJJIJIO3E IOJI8 HDOoOOepXaHUA
pa3HMUE MeHee 30% MexOoy KOJMUYeCTBOM COeOMHeHusda BUTaMuHa D,
BHICBODOXIOaeMOTO B J0OOV ITaHHHM MOMEHT BpeMeHM uepe3 UYeTHpe Yaca
BO BpeMs MCIOHTaHMUM Ha pacTBOpeHMe 1in vitro mnocje BHIOEPXKMUBAHUA B
TeueHMe IOBYX MeCHdleB YCJIOBUM XpaHeHua npu 25 °C ¥ OTHOCUTEJILHON
BJIaAXHOCTM 60% M KOJMUYECTBOM, BEHCBOOOXOaeMEIM B TOT Xe& MOMEHT
BpeMeHM pacTBOPEeHMS BO BpeMsa pacTBOPeHMs 1in vitro, OpoBROOMMOTO
lepel BHIOEPXMBAHMEM COCTaBa I[IPM YKa3aHHHX YCJIOBUAX XPaHeHW.

4, CocTaB [0 JOOMy M3 I[IPeJlleCTBYOIMUX I[IYHKTOB, IIpUYEM
YKa3aHHEM COCTaB COIEPXUT:

BOCKOBYID OCHOBY HeCylyK aKTMBHHM aleHT, COIepXallyld OIMH WJIM
oba u3 25-TuuporcHBMTaMMHa Dz M 25-ruopokcuBMTaMuHa Di; u

20UP LEeJIJIJIOBH ;
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TIe COCTaB BHCBOOOXIAET KOJIMUYECTBO 25-TMOPOKCHMBUTaMMHa D BO
BpeMsa pacTBOpeHMAa 1in vitro mocjie BHOEPXUBAHMA B TeueHMe OBYX
MecdlleB IIpM xpaHeHur nOpu 25 °C M OTHOCUTEJBHOM BJjaxkHocTu 60%,
KOTOpOoe WM3MeHAeTCcsda B JOOOM OaHHEM MOMEHT BPEeMeHM pPacTBOPEHMSA II0
CPaBHEeHMI C KOJIMUECTBOM, BHEHCBOOOXIAaEeMEIM B TOT Xe& MOMEHT BpPEeMeHU
pacTBOpeHMA B TeueHMe PacTBOpPeHMsa in vitro [OpoBemeHHOTO MO
BHIOECPXMUBAHUS COCTaBa IIPM YKa3aHHHX YCJIOBUAX XpaHeHus, Ha 30% wuim
MeHee B OTCYTCTBME 20Mpa LeJlJIJIORH.

5. CocTap no JjgowboMy M3 MO.l1-4, roe s0Mp LeJJIJI03H BHOpPaH U3
TPYIIIH, cocToAmen us3 Me TMJILEJIJTI0JIO 3H,
TUIOPOKCUIIPOIINIIME TUJIL EJIJIIJIO 3L, TUIOPOKCUIIS TUIIME TUJIILeJIJII0JIO 3H,
TUOPOKCUIID TUIILEJJIIJIOBE M T'MIAPOKCUIIIIPOIWIILLEJIIIIIIO 3H .

6. CocTaBm o m.5, roe 20Mp L EJLJTI0JIO 3 COIEepPXUT
TUOPOKCUIINIPOIIMIIME TUJIILLEJIIIIIIO3Y .«

7. CocTar 1o JoOOMy M3 IIPemOmecTBYKRIMX I[IYHKTOB, I'Ie 30uUp
LEeJUIIJIOBH MPUCYTCTBYET B COCTabe B kKoJmMuecTBe oT 5 mo 30 Macc.3.

8. CocTapr 1o JoboMy U3 MNPeIlleCTBYKRMIMX IIYHKTOB, T'I& COCTaB
BEHICBOOOXIOaeT KOJIMUEeCTBO 25-TUOpoOKCUBUTaAMMHA D BO BpeMAa
pacTBOpeHMAa 1in Vvitro nocje BHIOEPXMBAHUA IIPU YCJIOBUAX XpPaHEHUS B
TeueHMe OIOHOTO Mecdua npu 40 °C M OTHOCHUTEJILHOM BJIaXHOCTU 75%,
KOTOpOe WM3MeHSAeTCsAa IIpu JdOoM »OaHHOM BpeMeHU pPacTBOPEHUSI Uepes
UeTHpe UYaca [0 CpaBHEHMI C KOJUUeCTBOM, BEHCBOOOXIAEMBEIM B TOT Xe
MOMEHT BpeMeHM pPacTBOPEHMS BO BpeMsS pacTBopeHuMsa 1in vitro,
IPOBOIMMOTO IO BHIEPXKMBAHMSA COCTaBa IIPM YKaB3aHHBIX YCJIOBUAX
XpaHeHUs, Ha 30% MM MeHee.

9. CocTmar no JgoboMy M3 OPeIlleCTBYIRMIMX IIYHKTOB, TI'Ie OCHOBa
COIepXUT BOCKOBYK OCHOBY, COIepXallyld aIl'eHT C KOHTPOJMPYEMHM
BEICBOOOXIOEHMEM, 5SMYJIETATOP M YCUIINTEJE adcopdbumu.

10. Cocrasb 1o n.9, roe areHT C KOHTPOJIMPY €MEIM
BHICBOOOXIEeHVEM CONEPXUT INapaduH.

11. CocrTaB nmo n.9 wmium 10, DOe sMyJBETaTOp MMeeT 3HaueHue IJIB
MeHee 7.

12. Cocrar no n.ll, ©Tme 3MyJbIaToOp COIEPXMT MOHOCTeaparT
TJIMLEPUHA .

13. Cocrar no JwboMy u3 On.9-12, 1rOoe yCUIUTeJb abcopduum

MMeeT =RHaueHMe I[JIBE B mmamnaszsoHe oT 13 mo 18.
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14. CocTar no mn.l13, rme YyCUIUTeJb adbcopluuM TIIpPeldCTaBJIgET
cobour cMechb JlayponJ MaKpOTOJTJIMIEPUIOB u JIayponJI
IOJIMOKCUJITJIMIEPUOOB .

15. Cocrar no Jgobtomy u3 0On.9-14, IOONOJHUTEJLHO COOepXallui
MACJISHEM HOCUTEJIb .

16. CocTaB 1o .15, roe Ma CJISHBIM HOCHUTEeJIb COLEePXUT
MUHepaJIbHOEe MacJo.

17. CocTar mo mn.l6, Ioe COCTaB COIEPXUT OT IMIPUBIU3UTEIBHO
20 Macc.$ napaduHa, oT OPUOIM3UTEIIBEHO 20% Macc.3% oo
OpudbaIn3uTeJIbHO 25% Macc.$ MOHOCTeapaTa IVIMIEepMHa, IPpUOIU3UTEJILHO
10 wmMacc.% cMecu M3 JlaypouJl MaKpOTOJIJIMUEPUMIOB U Jaypoul
IOJIMOKCUJITJIULEPULIOB, oT NPUOJIU3UTEJIEHO 30% Macc.3$ oo
Opudban3nuTesJbHO 35 Macc.$ MMHepaJIbHOTO Macja M OT IpUbIM3UTeJILHO
10 Macc.$ oo NIpUBIN3UTEIBHO 15 Macc.%
TUOPOKCUJIIIPONIMIIME THUIILLEJIJIIOJIO 35 .

18. Cocrar no JmwboMy M3 IIpPelleCTBYIRMNMX OIYHKTOB 9-17, 1Oe
COCTaB COIEepXMUT MOHOCTeapaT IJIMIlepMuHa.

19. CocrTar no JmwboMy M3 IIpPellleCTBYRIMX IIYHKTOB 9-18, 1Hme
COCTaB COIEPXUT OOMH MIM 0OoJee MNOJUIJIMKOJM3VPOBAHHEIX ITJIMLEPUIOB.

20. CocraB no JjoboMy Hu3 INpellleCTBYOIMUX IIYHKTOB, I'Ie COCTaB
npencraBjsgeT coBo¥ CcoCcTaB C BaMemOJIeHHHEM BHCBOOOXIEeHVEM B (GopMe
KaricyJiel, TabJIeTKM, calle WM Opaxe.

21. Cocrar 1mo n.20 B QopMe KalCyJH MM TabJIeTKU.

22. CocTaB 1o mn.21 B ¢opMe KaICyJIH.

23. CocraB no 1n.20 B ¢opmMe mHepopalIbHOM KaICyJh, TabJeTKu,
came, WIM IOpaxe.

24. CocTas 110 JodoMy nu3 IpenuecTBYyoIMX IIYHKTOB,
XapakTepus3yolasacsa opodniiem pacTBOpPEeHUS, obecrneurBanImUM
BHICBOOOXIEeHMEe COeIMHEeHMS BUTaMMHa D:

MeHee 30% 3a 2 uyaca;

BoJjiee 45% 3a 6 yUacoB; U

Bojiee 80% B 12 yacos.

25. CocraB mno m.24, rTOe BHCBODOXIeHMe COelIVMHEeHMS BUTaMMHa D
Uepe3 6 4YaCOB COCTAaBJIAeT MeHee 60%.

26. CocTarB 1o JwdbomMy M3 MOn.1-23, xapaKTepul3yonmuhcsa Opoduiiem

pPacTBOpPEHNMA in vitro ofeCrieunBaniiM BEICBOOOXIOEHME COeIIMHEHNA
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BUTaMMHa D:

MeHee 30% 3a 100-140 mmHYT;

BoJjiee 45% uepes 5-7 yacor; u

BoJjiee 80% uepes 11-13 uyacos.

27. CocTaB Mo .26, rOe BHCBOOOXIeHME COEIMHEHMS BMTaMMHa D
cCocTaBJIgeT:

MeHee 30% Ba 2 uyaca;

BoJjiee 45% 3a 6 UacoB; u

Bojee 80% B 12 uyacos.

28. CocTaB IO O.26 wmIu 27, T'IOe BHCBOOOXIOeHME COeIMHEHMS
BMTaMMHa D oT 5 1o 7 YacoB cOCTaBJIAeT MeHee 60%.

29. CocTaB 0 II.28, T'Ie BHCBODOXIeHMEe CcOelIMHEeHMS BUTaMMHa D
yepes 6 YacCOB COCTaBJIAeT MeHee 60%.

30. Cocrar mno JwbdoMy M3 HOn.l-23, xXapakTepusyommiicda in vitro
opoduiieM pacTBOpeHMusa, obOecleuMBaklIKYM BHCBOOOXKIEHME COeIMHEHUM
BUTaMMHa D:

OT HNpubimM3muTesibHO 20% Do npubimsuresbHO 40% 3a 2 4daca;

He MeHee 35% 3a 6 yacoe; u

10 MeHbIEeM Mepe, 70% B 12 yacos.

31. Cocrar no .30, roe BHCBODOXIEeHME COeIMHEHMS BMTaMMHa D
cocTaBJIgeT:

OT NPUOJIU3UTEJIEHO 25% no IpubiM3uTesIbHO 35% B TeueHue 2
YacoB;

He MeHee 40% 3a 6 4YacoB; u

no MeHbme¥ Mepe 75% B 12 uyacos.

32. CoctaB no n.30 mium 31, TIe BHCBOOOXIEeHME BUTaMMHa D
cocTaBJdeT 75% MJIM MeHee B TeUueHMe © UYacoB.

33. CocrTaB 1o .32, T'Ie BHCBODOXIeHME COeIMHEHMS BMUTaMMHa D
cocTaBJIgeT 65% MJIM MeHee B TeUeHMe © YacoB.

34. CocrTaB 1o .33, TI'Ie BHCBODOXIeHMEe COeIMHEHMS BMUTaMMHa D
cocTaBJydeT 60% MJIM MeHee B TeUeHMe 6 UYacoB.

35. CocTas infe) JodoMy n3 IpenIeCcTBYRIMX IIYHKTOB,
XapaKTepu3yomnuic a LTmax mocJje BBeIeHMS OO3UPOBAHHOM bopMEI
IalMeHTy-4JeJIOBeKYy B TeueHMe IO MeHbIeM Mepe 4 4JacoB.

36. CocraB 1o 1I.35, rme tmax COCTaBJIgeT He OoJlee, II0 MeHLIIEM

Mepe, 8 uYacoB.
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37. CocTaB IO II.36, TIe LTmax COCTaBJIZeT He O0oJiee, IO MeHLIIEM
Mepe, 12 yacos.

38. CocTmaB 1o mn.37, rTOoe tmax COCTaBJAET IO MeHbmEM Mepe 18
YacoB.

39. CocraB 1o .38, rme tmax cocTaBjigdeT He 0OoJlee, 10 MeHbIIen
Mepe, 20 uyacos.

40. CocmaB mno 1. 39, rHe tmax COCTABRJISET IIO MeHbIIeM Mepe 24

Jaca.

41. CocTmaB 1o .40, rTOoe tmax COCTaABJIAET IIO MeHbIlel Mepe 28
JacoB.

42 . CocTaB IO II.35, TIoe LTnax HaxoOMTCcsa B IManaszoHe oT 4 1o
96 uyacosr.

43, CocTaB 1o .42, rTne tpx HaxXoIMTCS B IOMalal30He oT 18 1o
30 uyacos.

44, CocTaB 1o .43 , 1Oe tpex HAXOIMTCA B IMalas30He oOoT 13 1o
28 4YacosB.

45. CocTmar 1o .44, 1vme LTmax COCTaBJAET MNIPUOIM3UTEJIBHO 28
JacoB.

46. CocTaB Mo JiodboMy Hu3 OpellleCTBYIIMUX IIYHKTOB, COIepXaluni
coenMHeHMe 25-TMIpOKCHUBMUTaMMHa D, TI'Ie COCTaB XapaKTepus3yeTcd
npuBeneHreM Cpax C IIONPaBKOM Ha MCXOOHEE HOaHHEE Ha MUKpOTpaMM 25-
TUOPOKCUBMTAM/HA D B IOMamnasoHe oOT npubiausuresnsHo 00,0133 Hr/Mi mo
npudimusnuresbHo 0,04 HI/MJI, €cJM BBOIUTCS B3POCJIOMY UEJIOBEKY.

47. CocTaB 1o JioboMy M3 TMPemlecTBYMMX IIYHKTOB, I'Ie COCTaB
XapakTepusyeTcsa OpuBeneHmeM Cpax C TIONPaAaBKOM Ha MCXOOHHE OaHHHE
PaBHBEIM I[I0 MeHbIleM Mepe npubiauszuresbHo 0,2 HD/MI M MeHee 110
HT/MJI TIpM BBEeIEeHVM B OPTaHM3M IIallMeHTY-UeJIOBEKY .

48. CocraB mno mn.47, IIe CoCTaB XapaKTepusyeTcsd IIpUBeIeHUEM
Crax C TIIONPaBKOM Ha MCXOIOHHE HOaHHEE PaBHEM B MHTepBajle oOT
npubar3nTeasHo 0,2 0o NpUbIMBUTENbLHO 24 HIT/MII.

49. CocTar no JoboMy m3 nmn.l-46, IDae cocTaB XapaKTepu3yeTcsd
oBecrneuenreM BeuMuMHE AUCq-inr C IIONPaBKOM Ha MCXOHOHEE NIaHHHeE IO
MeHbmer Mepe 52 HT*u/Mi ¥ MeHee 34500 HIT*u/MJI OpM  BBEIEHUM
NaluMeHTYy-4UeJIOBEKY .

50. CocTasp 1o oI, 49, roe cocrTaB XapakTepusyeTrcd

oBecrieueHreM BeJMUMHEL AUCo-inf C IIONPABKOM Ha MCXOIOHBE IaHHHE B



91

IvarnasoHe OT NpUMOIM3UTeJILHO 52 Hr*u/mMin no npubiamsurenasHo 12000
HT*U/MJI IPpM BBEIEHUM NallMeHTYy-UeJIOBEKY.

51. CocTar no JwboMy M3 HOII.1-46 1Jia I[IPMMEHEHMA B KadecTBe
no6aBKM BOCHIOJIHAKIEN BMUTaMMH D y nauMeHTa.

52. CocTaB 1o JjoboMy U3 NOII.1-46 1OJja OPMMeHeHMA IIPpU JIeUeHUU

WM OpoduilakTuKM 3aboJieBaHMl, UYBCTBUTEJIBHHX K BUTaMMHY D y

naumeHTa.

53. CocraB mno n 52, 1me 3abojieBaHMe BHOpaHO U3 paka
(HanpuMep, Ppaka TpyIu, JEeIKux, KOXM, MeJIaHOMBE, pakKa TOoJICTOM
KUK, KOJIOPEKTAJILHOTO, pPeKTalbHOTO paka, paka TI[pocTaTe WU
KOCTHOM TKaHMu), ayTOMMMYHHHX 3adojieBaHuM, Halpumep, Iuadera I

TUIla, pPacCedHHOT'O CKJIepo3a, pPeBMaTOMIOHOI'O apTpuTa, IOJMMMO3UTAE,
oIepMaTOMMOBUTAa, CKJIepoIepMuu, ¢udpoza, 0OoJesHu I'pelBca, ©OOJIe3HU
XamMMoTO, OCTPOTO WM XPOHMYECKOTO OTTOPXeHMSA TpaHCIJlaHTaTa,
OCTPOM MM XPOHUUECKOM OO0JIe3HM «TPaHCIJIaHTaT [OIPOTUB XO3gMHAa»,
BOCHAJUTEJILHEX 3aboJieBaHuM KUlleuHUKa, ©OoJes3Hu KpoHa, CUCTeMHOM
KpacHOM’ BOJIUAHKMH, CHMHIOpOMAa MlerpeHa, DK3EME n ncopmnasa,

TepMaTrTmTa, BKJIOUAS AaTOIMUECKUMN mepMaTrTmT, KOHTAaKTHEIM mepMaTumT,

aJjJlepruyeCcKun oepMaTUT "/ mim XPOHUUECKUMI OepMaTHUT,
BOCIIAJIUT eJIb HEIX 3aboJieBaHUN, HanopuMmep, aCTMEL, XPOHNUECKOM
OBCTPYKTUBHOM  OOJIe3HM  JIETKUX, INOJIMKMCTO3HOM  OOJIe3HM IIOUekK,

CHMHIOPOMa IIOJIMKMCTO3a AMUYHMKOB, I[laHKpeaTuUTa, HedppuTa, TITernaTuTa
n/ VHOEKIMOHHKHX 3aboJjyieBaHUM, TUINIEPTEeH3UN, 3aboJieBaHUM
CepnedHO—-COCYIOUCTOM CUCTEMEHL, HalpuMep, y CyDBEKTOB c
aATEepPOCKIIEPO30M, apTepUuoCKIIepo30M, ©OO0JIe3HBID KOPOHAPHOM apTepuu,
lepedpoBacCKyJISAPHEM 3aboJIeBaHueM, 3aboJIeBaHueM nepmudpepmUueCKmUx
KPOBEHOCHHX COCYIOB, MHQPapKTOM MMOKapna, umeMmey — MmMokapma,

umeMmuey TOJIOBHOTO MO3T'a, WHCYJIBETOM, CepHGQHOﬁ HeOoCTaTOUWHOCTEIO C

3AaCTOVHEIMM  SABJIEHUAMY, KapIMOMUOIATHEYV, OXMpeHUueM WIM OpyTVMKA
HapyleHuAaMy Beca, PacCTpOMCTBaMM JIMOIMIOHOTO oOMeHa  (HanmpuMep,
TUTIEPJIUTTUIEMUEN, IUCIUTIMAEeMUEN, BRJIOUA I COTY TCTBYIYTO
IadeTrnyecKy OV CIIUTIVIEMUIO u CMeMaHHYyo OV CIIUTTVI MO -
TUI0AJIEDaJIUIIONIPOTENHEMAIO, TUNIEP TPUTIIUIEPUTEMAIO,

TUIIOXOJIECTEPUHEMMIO ¥ HUIKMM YPpoBeHb HDL  (JMIOOPOTEMH BHECOKOM
IJIOTHOCTH) ), HapymeHusaMm MeTaboJms3Ma (Haopumep, MeTaboJiMueCcKun

CUHIOPOM, caxapHeM momader II Tuna, caxapHwelt »puaber 1 TuUIa,
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TUIIEPVHCYJIVHEMNS, HapyleHne IIePEHOCHMOCTH TJIIOKO3HI,
PEe3UCTEeHTHOCTE K VHCYJIVHY, OCJIOXHEHM I nnabera, BKJIOUA I
HeVponaTHo, HebpomaTuo, OCTeOoIIopos3, PeTUHONIATHIO, S3BEH

IMabeTUYeCcKOM CTOIH M KaTapakTy) /UM TpoMOO30M.

54, CocraB mno n.52, 1rme 3abojieBaHMe BHOpaHO U3 (i) B
IapallUTOBUOHOM XeJjiese - TUIOIapaTupeosa, IICeBIOIMIIO-IlapaTupeosa,
BTOPMUHOTO I'MIeplapaTupeos3a; (ii) B HOOmIXEJYyIOOUHOM Xejie3e -
nuabera; (iii) B mMTOBMIOHOM XeJjeze - MeIyJUJIApHOTO paka; (iv) Ha
KOXe - TIIcopua3a; B3aXuMBJIeHMA paH; (V) B JeIKuxX - capKoumo3a u
TyDepkyJesa; (vi) B IIOUKax - XPpOoHMUeCcKoW  OoJIe3HM IIoUeK,
runodpochparemmuueckoro VDRR, BuTaMMH D-3aBMCHMMOTO paxmuTa; (vii) B
KOCTHOM TKaHM - IIPOTUBOCYIOPOXHOTO  JIeUeHUSd, HEeCOBEPIEeHHOTO
KOCTHOTO OQubporeHe3a, TeHepaJlM30BaAHHOM (QUOPO3HOM OCTeOOMUCTPOOUHM,
pasMardeHMUsa KOCTeM, OCTeollopo3a, OCTeOleHMM, CKJepo3a KOCTHOM
TKaHY, HedpOTeHHOM OCTeoOUCTpoduM, paxuTa; (viii) B KUIIeUHUKe -
TJIOKOKOPTUKOMIHOTO aHTAaToOHM3MAa, MIOMOIATHMUECKOW TUllepkKalblreMnu,
CHMHIOpPpOMa MajJbabcopdblunu, cTeaTopeu, TPOINUYEeCKux aodpr; u (ix)
ayTOMMMYHHEX PaCCTPOMCTB.

55. Cocrar mno n. 52, 1rme =zabojiepaHuMe BHOpaHO U3 paka,
OepMaTOJIOTMUeCKUX PacCTPOMCTE (HalopuMep, I[copuasza), 3abojieBaHUMN
NapalMTOBUIOHOM XKeJie3H (HaldpuMep, IulleplapaTupeo3a UM BTOPUUHOTO
TullepliapaTupeosa) , 3aBoJieBaHUM KOCTHOM TKaHU (HanpuMep,
OCTeOoINopo3a) UM ayTOMMMYHHHX PacCTPOMCTE.

56. Cocmar mno n. 55, rme 3abojieBaHMe IMOpelncTaBJsgeT cobom
BTOPUUHLHIM I'MIIepllapaTupeos.

57. CocTaB 1mo II. 56, roe IHalMeHT MMeeT XPOHMUEeCKOoe
3abojieBaHMe Tniouek (XBII) .

58. CocraBr no n. 57, rme XBII npemncraBjsgeT coboy cTamuio 3
i 4.

59. CocTmar no mn. 58, roe mauMeHT MMeeT IedUMIMT BUTaMMHa D.

©60. CocTar 1o JjoboMy M3 .. 51-59, r1rme nalmMeHT HgBJISeTCH

UeJIOBEKOM.

ol. CocTaB o II. 60, TOe UJeJIOBeK MABJIAeTCH  B3POCJEM
UeJIOBEKOM.

62. CTabuJIb HEM npu XpaHeHUNn JIUTIO QUJIL HEIM cocTaB OJis

SaMelJIEHHOTI'O BEICBOOOXIOIEHU I COeIIMHEHNA BMTaMIMHa D, InprnyeM
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YKaszaHHEM COCTak CONEepXUT CMeChb U3:

OIOHOTO VI oBomx nus 25-TUOpOKCUBUTaAMMHA
TUOPOKCUBUTaAMMHA Ds;

HEeBOCKOBYK OCHOBY; WU

CTabUIM3UPYIUY aTeHT, KOTOPHM OpeAcTaBJsgeT
LLeJIJII0JIO 3HL .

ITo

D2 nu 25—

cobom  mdup

OJOBEPEHHOCTHU
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OUTl.5

ILnanedo 30 mMkr 60 Mkr 90 mMKr

XapakTepucTHKH N=29 N=12 N=16 N=14
HUcxoanblii ypoBeHn
(ar/mun)
Cpennee snauenne (CO) 16,23 (8,29) 16,21 (7,34) 19,79 (8,69) 18,37 (9,77)
Mennana 12.87 17,24 21,21 16,65
Munumym, MakcuMym 435, 3043 5,02, 25,83 5.83,32,45 6,67, 38.86
C prax (HT/MD)'
Cpennee snauenne (CO) 3,58 (3,61) 2775 (8,21) 60,33 (18,97) 85,69 (26,90)
Mennana 2,97 28,13 60,77 76,04
Muanmym, MakcuMyMm -0,58,13.83 10,75,43,39 30,31, 89,54 55.44,146,35
AUC 6 nexem
(|- THI/MJT)
Cpennee snauenne (CO) 9,19 (85,60) 689,15 (238,14)  1477,80 (360,22)  2060,95 (586.86)
Mennana 22.62 657,19 1472,18 1896,27

Munumym, MakcuMym
tmax IlHI/I)l

Cpennee 3nauenue (CO)
Mennana

Munumym, MakcuMym
tin (IIHI/I)1

Cpennee 3nauenue (CO)
Mennana

Munumym, MakcuMym

-171,75,214,62

34.97 (30,79)
23,00
1,00, 87,00

-()

>

303,97, 1208,29

3775 (10,41)
42,50
8.00, 44,00

2532 (13,98)
24.06
5,16, 49,35

685,75,2141,08

41,13 (5,24)
43,00
29,00, 45,00

32.67 (8,59)
30,85
19,44, 48,11

1316,39, 3206,31

42,50 (5,06)
43,00
35,00, 56,00

49,62 (51,09)
36,32
23.15,224.03

! Hanubie Brj1ots 10 EOS
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OUl.7

Ilnanedo 30 mxr 60 Mkr 90 MKr

XapakTepHCTHKH N=29 N=12 N=16 N=14
HUcxoaublii ypoBeHn
(/o)
Cpennee snauenne (CO) 23,14 (12,51) 18,47 (7,97) 20,96 (6,56) 21,38 (7,70)
Mennana 18,57 15,52 18,73 21,02
Munumym, MakcuMyMm 7.00, 52.07 5,07,30,67 12,77,33,63 10,70, 36,63
Cnax (11r/M.]1)1
Cpemnee 3nagenue (CO) 9,07 (7.99) 18,05 (20,24) 16,58 (9,30) 23,71 (13,63)
Menunana 7,30 9,95 1735 20,92
Munumym, MakcuMyMm -1,57,34,13 3,53,7837 -10,33, 29,90 5,50, 48,30
AUC g neses
(- T/ MUIT)
Cpennee snauenne (CO) -44,08(262,50) | 252,70 (390,07) 198,86 (295.,73) 396,03 (291,81)
Mennana -12,17 165,83 290,33 393,36

Munumym, MakcuMyMm
tax (1HID)

Cpennee 3nauenue (CO)
Mennana

Munumym, MakcuMyMm

-726,25, 509,95

21,55(16,86)
23,00
1,00, 44,00

-112,18, 129540

30,67 (8.12)
30,00
16,00, 42,00

-593.,93, 553,00

25,19 (10,81)
22.50
8,00, 43,00

72,05,1188,60

26.64 (13 30)
23,00
7,00, 44,00

! Hanubie Brj1ots 10 EOS
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OUl.

9

Inane6o 30 Mkr 60 Mkr 90 mMKr

XapakTepuCcTHKH N=29 N=12 N=16 N=14
Hcxoausiii yposeHn'
(r/mun)
Cpennee snauenne (CO) 144,62 (67 47) 156,28 (57.92) 118,46 (25.89) 155,88 (58,51)
Menuana 130,63 161,22 113,78 135,08
Munanmym, MakcuMym 64,10, 32327 81,03, 253,97 82,23,167,85 96,33, 291,25
Cin (r/™MUT)
Cpennee snauenne (CO) -38,80 (33.,35) -67,84 (36,71) -63,09 21,57) -86,04 (37,39)
Mennana -32,63 -62.,48 -63.33 -80,51
Munanmym, MakcuMym -133,03, -3,90 -140,27, -29.83 -104.77, -24.83 -184,10, -41.27
AUCo g neses
(i HI/MUIT)
Cpennee snauenne (CO) 176,02 (1575.81) -896,76 -1322.53 (723,32)  -1560,91 (820,99)

(1215,80)
Mennana 180,95 -1029,50 -1325,92 -1303,40
Munanmym, MakcuMym -3059,00, 4463,65 -2812,60, -2228.40,-17745  -3743,70, -575.75
1457,05

toin (AHIT)
Cpennee snauenne (CO) 21,14 (1421) 32,08 (8,53) 29,38 (10,39) 32,29 (12,61)
Mennana 21,00 32,50 32,00 37,00
Munanmym, MakcuMym 1,00, 44,00 15,00, 42,00 8,00, 43,00 8,00, 44,00
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