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OIIMCAHUE WM3OBPETEHNUA

2420-546871EA/032

IVNCIIEPTUPYEMAA B [IOJIOCTU PTA EIOVHULIA ITO3BMPOBAHNMSA,
COIEPXAIIASI 3CTETPOJILHEN KOMIIOHEHT

OBJIACTE M3BOBPETEHUVA

Hacrodmee wun300peTeHMe OTHOCUTCS K IOUCIEPTUPYEMOM B IIOJIOCTU
pTa TBeplol GapMalleRBTMUeCKOM eOMHMIEe IO3MPOBaHMA C Maccoum ot 30
no 1000 Mr, xoToOpas COOEPXUT DSCTETPOJIBHBI KOMIIOHEHT, BHOpPAaHHBMN
13 DCTeTpoJla, CJOXHHX 520MPOB 5SCTeTpojla M UMX KOoMOMHaUUM, B
KOJIMUeCTBe IO MeHvmen Mepe 0,1 wmT. STa TBepmad eOMHUIIA
OO3MPOBAHMA COCTOUT M3:

- BCTEeTPOJIBHHX UYacTul B KoJmudyecTtBe oT 0,1 mo 25% (macc.),
comepXxamux 10 MeHbIer Mepe 80% (Macc.) SCTEeTPOJILHOTO KOMIIOHEHTa;
u

- OOHOTO W HEeCKOJIbKMX bapMalleBTUUECKU [IpUeMIIeMbIX
MHITPEOMEHTOB B KoJIMYecTBe oT 75 mo 99,9% (macc.).

HacTodamee wm300peTeHMe TaKXe OTHOCUTCA K CIOCO0Y IMOJIydeHUd
BHIIEYIIOMAHYTOM TBEepPOOM eOMHUIE ITO3UPOBAHMUA.

Kpome TOTO, wuU300peTeHMe OTHOCUTCS K TIIPUMEHEeHMIO TBepIon
eIMHUIE MOO3UPOBAHUA NJIS TepaleBTUUECKOTO JeueHMs, TOpPMOHaJIbHOM
3aMeCTUTEeJILHOM TepaluM Yy XeHIVMH ¥ OJIS KOHTpalelluuu Yy JKeHMUH, U
yKasaHHOe I[IpUMeHeHHMe BKJUaeT CyOJIMHI'BaJIbHOe, OyKKaJlbHOEe WU
cybnabualbHOe BBeIeHMEe D2TOM TBepIOoW eIMHMIE HO3UPOBAHUA.

[IPEIOIIOCHIUIKM CO3IAHUS M3BOBPETEHUSA

SCcTeTpoJl NOpedcTaBJigeT CcoO0¥ UeJIOBEUEeCKMM CTepoul, KOTOPHMN
BHpabaTHBRaeTCsa MCKJIKUUTEJIEHO BO BpeMsda OepeMeHHOCTM B IIeUeHU
mjonma. O2TOT IIPUPOIOHEIM TOPMOH OBl oOOHapyXeH B Moue OepeMeHHHX
XeHmMH B 1965 1. B wmccejgemoraHmuax Diczfalusy m ero kojijier. Ilo
CBOEM CTPYKType 5SCTeTpPOJI ABJAETCS BCTPOTeHHBM CTEPOMAOM C
UEeTHPbBEMA  I'MOPOKCWMJIBHEIMY  DPYIIIIaMu . 3CTeTpoJl CHHTEe3UPYeTCs B
ledyeHu  IJjioga U3 3CTpamuojla W BCTpHoJla I[IOCPeOCTBOM  OBYX
bepMeHTOB: 1b0-TMOpokcuias3e ¥ l6o-I'MOpoKcuUiiasbl. llocile pPOXOeHUA
[ledeHb HOBOPOXIEHHOIT'O OHECTPO TepsaeT CIOCOOHOCTE CHUHTE3UPOBATh
BCTETPOJI, [IOCKOJIBEKY 5TH IOBa (QepMeHTa OOoJiblle He BKCIPeCCUPYRTCH.

3CTeTpOJI IollajaeT B MaATEPMHCKOEe LUPKYIIATOPHOE PYCJO UYepes



JjalleHTy ¥ oOHapyXuMBaeTCcd B MaTEepMHCKOM Moue YyXe Ha IeBATOU
Henejyle ©OepeMeHHOCTM. BO BTOPOM TpHMMecCcTpe OepeMeHHOCTH OOoJIbloe
comepXaHMe SBCTeTpoJla BHABJLOT B MaTEepPMHCKOM ILja3Me, IIpM STOM
KOHIIEHTpalMsa HeKOHBOIMPOBAHHOTO D3CTEeTpOoJia IIOCTOSHHO BO3pacTaeT
npubIM3UTeNbHO no 1 HT/Min (> 3 HMOJB/J) B KOHIEe OepeMeHHOCTH.
duzmoJIOTUYEeCKad byHKUIM A 3CTeTpoJla OO CUX  TIOp HEeM3BECTHA.
JoCcTaTOUHO MMPOKO M3y4UdeHO BO3MOXHOE MCIIOJIB30BaHMe DHSCTeTpoJla B
KaueCcTBe MapKepoB OJaroloJiydMd IJioga. TeM He MeHee, 0Kas3aJloCh,
UTO TaKoe MCIOJIbL30BaHMe He I1LeJlecoofpas3HO [0 IpuuMHe OOJIbIOoN
M3MEeHUVBOCTM COIEepXaHuS SCTEeTpoJla B MATEPMHCKOM ILJla3Me BO BpeMd
OepeMeHHOCTM KaK IJS KaXIoT'o MHIOMBMIOA, TaK M MeXOy MHIVWBUIAMMU .

C 2001 roma HOPOBOOMJIOCH THaTeJIbHOE M3YyUeHMe DBCTeTpoJla. DBBUIO
OBHapyXeHO, UTO IIpKM IIepopalJIbHOM BBEIEeHUM UeJIOBEeKY HBCTeTpPOoJI
oByamaeT BEICOKOM u I0303aBUCUMON OMOOOCTYIIHOCTEIO u
IPOOOJIKUTEJIEHEIM KOHEUHEIM I[IepMOINOM IIOJIYBEBENEHMUSI, COCTAaBJIAKINMM
Opubamus3uTeJJbHO 28  YacoB. PesyJbTaTE MCCJeOoBaHMUs 1in Vitro

IokaszajiM, UYTO BCTETPOJI C BHCOKOM CEeJIEKTUMBHOCTBI CBSA3HBAeTCH C
pelenTopaMmM SCTpOoTreHa, C IIPpeldlouTUTeJIbHEIM CBA3BBaHvMeM ¢ ERo-

bopMmo¥t pellenTopa, B OTIMUME OT SCTPOTEHOB STHMHMIISCTpamnosa u 17B-

SCTpaimnmoJia. HOIIOJIHUTEJILHO, B oTJjinMune oT STUMHMIISCTpalnoJlia u

OCcoBeHHO B oTjmnuMe oOT 17B-scTpammnoia, SCTeTpoJ] He CBA3BHBAETCHS C
TJIOOYJIMHOM, CBSAS3EBAKMMYM IIOJIOBHE TOPMOHE (SHBG) M He CTUMyJIMPYIOT
BrlpaboTky SHBG in vitro.

CBOMCTBa SCTeTpoJla Takxe OBUIM MCCJHENOBAaHH In VIVO B CepUM
INPOTHOCTUUECKMUX BHCOKO HOOCTOBEPHEX (apMaKOJOTUUECKUX  KPBICUHBIX
MOOEeJIAX. B 2TUX MOIeJIIX DCTeTpPoJI MIPOoABJISeT SCTPOTeHHOe IelicTBUe
Ha MaTKy (M MMOMETPMM M SHIOMEeTPMM), BJIaTajluime, BJAMSAET Ha Maccy
Tesla, KOCTHYIO Maccy, [IPOYHOCTE KocTel, Ha OBYJIALIMIO
(MHTMOUpPOBaHME) ¥ BO3HUKHOBEHME IIPUIIMBOB. Bce yKaszaHHBEE 30PeKTH
DCTEeTPOJIa MMET 3aBUCHMOCTL OT O3H C MaKCHUMAJIBHEM 50beKToM Ipu
CONIOCTaBMMHEIX VYPOBHAX OO3H. K yIOMBIEHMID, OBJIO BHABJEHO, UTO
3CTEeTPOJ [penoTBpallaeT pa3sBuUTHUE OIIYyXOJIU B MOLeJIn OIIYXOJIN
MOJIOUHOM KeJle3H, MHIYLUMPOBAHHOM IMMeTuJIOeH3aHTpalleHoM (IMBA) B
TakoM CTelleHM UM Ha TaKOM YPOBHEe IOO3H, KOTOPHE aHaJJOTMUHHE 20bekTy

M IO3e AHTUSCTPOTEeHHOTO IperapaTa TaMoKcudpeH U OBAPUSKTOMUM.



AHTUSCTPOTEHHE 5bbekT scTeTposia B OpUcyTCcTBuM 17B-s3cTpannoria
Takxe HabIomalJica B MCCIeNoBaHMAX 1In Vitro <C MCIOJbL30BaHUEM
PAKOBHX KJIETOK MOJIOUHOM XeJle3H UeJIoBeKa.

BykkaJIbHOE, CyOJIMHTBaJIbHOE WJIN cybiiabuajibHOE BBeIOeHMeE
BCTeTpoJla YIOMMHAEeTCHAd B pAlde IIaTeHTHHX 3adgBOK, B TOM UMCJe B
3agBkax WO 2002/094275, WO 2002/094276, WO 2002/094278 wu WO
2003/018026. B »sTMx nOyoJaMKalIMax He OINMCaHHE CcoIepXallle SCTeTPOoJI
e OMHMLIEL OO3UPOBaAHUS 0JIA OYKKaJIbHOTO, CYOJIMHTI'BAJILHOTO VI
Ccy0iiabnaJIbHOT'O BBeIeHUA.

B BagBke WO 2010/033832 omnmcaHa IepopalibHas JeKapCTBeHHAasd
bopma, comepxallasg SCTPMOJIbBHOE  COoelOMHeHMe U papMalleBTUUECKU
IpUEeMJIEME CBA3YKIUM MaTepuals, W IIpM KOHTaKTe C CJIOHOM B
OYKKaJbHOM M/UIM CYOJMHTBAJLHOM IIOJIOCTM M3 YKa3aHHOW IepopalibHOM’
JleKapCTBEHHOM bopMEL BHICBODOXIOaeTcHd 1o MeHbIeN Mepe
OpuBIM3nUTeJIbHO 90% 5BCTPUOJIBHOTO COEeIMHEeHUd 3a IIeprMol BpeMeHU
MeHee ueM NpubinsuTesbHO 300 cexkyHI.

B mnaTeHTe CIA 2007/286829 omnmcaHa IepopalibHas TBepnasd

JekapCTBeHHasa ¢QopMa C BO3BMOXHOCTBID OOCTABKM DSTUHMIISCTpammMoJia C

VIIYUIe HHOM BMOOOCTYIIHOCTEIO, npu 2TOM yKa3aHHasA TBepOas
JekapcTBeHHasa ¢opmMma comepxuT (I) npubausmurespHo oT 0,5 MKD
opubin3uTebEHO 1o 50 MKI 3STHHMISCTPpaIuoJla U (IT) HOCUTEJIb,
Y CUJIM B A0MUM nepopallbHY PacTBOPUMOCTE, c TTOMOIIL IO KOTOPOTO

OOCTHUTaeTCs II0 MeHblel Mepe 15%-Hag abdcopbumsa >STUHMISCTPaImoJa
uepes CIU3UCTYID OOO0JIOUKY IIOJIOCTM pTa IIpM I[IepopaJIbHOM BBeIeHUU
NauMeHTy YKa3aHHOM TBepIoW JieKapCTBEeHHOW GOpME BMecTe C @ 2
YVHUMAMY BOXOH MJIM MeEHBIIE.

B mnarenTe CHA 6117446 ommcaHa eOMHUIIA OO3UPOBaAHUSA OJIA
BOYyKKaJIbHOTO BBeJIeHMsa KOMOMHALMM CTEPOUIHHX aKTUMBHEIX BEMEeCTE,
comepxallasg I[IpeCcCOoBaHHYK TablleTky OuopasjiaraeMoro IIOJIMMEPHOTIO
HOCUTEJIA W TepaleBTHUUeCKM 5BOQeKTUBHOE KOJIMUECTBO AaHIOPOTeHHOT'O
BelleCTBa, BHOPAHHOTO M3 TeCTOCTepOoHa U ero (apMaKOoJIOIUUYeCKU
IpUeMIIeMEIX CJIOXHEX 50UPOB, IIpoTl'eCTMHa M 5SCTpOol'eHa. B IpuMepax
ONMCAaHBE EeOMHUIE OO3UPOBaHMA IJIs OYKKaJIbBHOT'O IIPUMMeHEeHMUS, KOTOPHE
[IoJiydamnT I[IyTeM TIaTeJIbHOT'O CMellMBaHMA CJeOyllMX KOMIIOHEHTORB:

SCTpPOI'eH, IIporeCcTmMH, aHIOPOI'€eHEH, IIOJIMS TMIJIEHOKCIU, , KaPGOMep n



CTeapaT MalHUA. 3aTeM IOJIyUEeHHYK  CMecCh TPaHyJIMPYIRT  [OyTeM
TpaHyJIaUMM C IICEBIOOXMKEHHEM CJIOEM M IIOJIYYeHHEM TakKuM oOpasoM
TPaHyJIAT NIPeCcCylRT B TablleTKHU.

B pAane IaTEeHTHHX oy OaImMKaumni ORI OV CaHEH BCTEeTPOJI—
comepXamyve eIVHMIE OO3UMPOBAHUA IJIS IIE€POPaJIbHOTO MIPMMEHeHMUd.

B 3asBke WO 2002/094276 ommcaHa bapMalleBTUUECKAas KOMIIO3UIIUS
0JIS IIpMMeHeHMSa B CHocobe TOPMOHAJIBHOM 3aMeCTUTEeJIBHOM Tepaluu, u
YKa3aHHEM CIoCco0 BKJKUAET BeleHMe HyXIaoleMycs B TaKoM JeUeHUU
UeJIoBeKy DOOeKTMBHOTO KOJIMUeCcTBa SCTeTpojla, [IpUM STOM yKas3aHHad
KOMIIO3ULIMA IpaKTU4YeCKU He CONEepPXUT noporecTareH NI
AHTUINIPOTECTUH . B 3adBKe WO 2002/094276 OIIMCaHoO [oJIyuyeHue
TabJIeTOK »CTeTpoJla C Maccom 185 mr, comepxamux 1,5 M scrTeTpoa,

Ha OCHOBe cJleIyilel KOMIIO3ULINN :

MT
S3CTeTPOoJI 1,5
MonueMHMINUPPougoH (Kollidon 25® ex BASF) 12,5
JlakTo3a 135,795
MUKpOKpUCTaUIMdeckasa Lejumosos3a (Avicel PH 101 ®) 26,25
TyMlepus NajlbMUTOCTeapaT (Precirol ®) 2,775
BesBOOHLI KOJIJIOMIOHEI OUOKCHI KpeMHUS (Aerosil 200 ®) 1,0
KpocnoBumoH (Polyplasdone XL ®) 4,0
KpacureJib 0,18

B 3asBke WO 2002/094275 ommucaHoO NpPMMEHEeHMEe 5SCTeTpoJjla B
crnocoBe TMOBHIMEHMS JMOUOO Y XEeHMMHH, I[IPM STOM YKa3aHHBM CIOCOD
BKJIOUAET BBeIeHMe yKasz3aHHOM XeHmMMHe 5200eKTMBHOTO KOJIMUUECTBa
3CcTeTpoJyla. B KadvecTBe IOOXOLAWMeIro crocoba BBeleHUS yKas3aHo
IepopallbHOEe BBeIeHMe. B IOaHHOM TaTeHTHOM 3asBKe OIMCaHa Ta Xe
caMag TablleTKa SCTeTpoJla, Kak M B 3agBke WO 2002/094276.

B 3asBke WO 2002/094279 ommMcaHO MPMMEeHEeHMEe DSCTeTpoJjla B
KauecTBe cnocofa KOHTpalellMM Y CaMOK MIEKONUTAaKlMMX, U yKas3aHHBN
crioco6 BKJKUaeT IlepopalJibHOe BBeINeHMEe YKa3aHHOT'O BCTPOIEHHOIO
KOMIIOHEHTa W I[IpOoreCTaleHHOI'O KOMIIOHeHTa caMkKaM C pPelpOolyKTHBHEM
[IOTEeHUMAJIOM B KOJIMYeCTBE, 50PEeKTUBHOM 0JId VHIVOMPOBaHMA
OBYJIALIMM. B yKa3aHHOM MeXIYHapOIHOM TI[aTeHTHOWM 3asdBKe OIMCaHa

crlenyiomasa KOMIIO3UMUMSA IJiA TabJIeTKM SCTeTpoJa Maccom 185 mr:



MT
SCTeTPosI 1,5
JleBoHOpPTeCcTpel 0,15
MoMUBUHWUINNPPOIUOOoH (Kollidon 25® oT ¢upmel BASE) 13,5
JlakTo3a 135,645
MUKpOKpUCTaJIIMYeCckad lejumosos3a (Avicel PH 101 ®) 26,25
IuLepusl HajldbMUMTOCTeapaT (Precirol ®) 2,775
Be3BOOHHI KOJIJIOMIOHEIM OUOKCHI KpeMHUS (Aerosil 200 ®) 1,0
KpocnoeunmoH (Polyplasdone XL ®) 4,0
KpacureJsb 0,18

B BasBxke WO 2003/041718 omnomrcaHO MIpUMEHeHMe BSCTeTpoJla B

criocofe TOPMOHAaJILHOM 3aMeCTUTEJIbHOM TepaluM Yy MIEKONUTAMUX, U

YKas3aHHEM CHoco0 BKJOYaeT IlepopallbHOe BBeOeHMe BCTeTPOJIbBHOTO U

IpoTreCTaleHHOTO KOMIIOHEHTOB B OpTaHmU3M MJIEKOIIUTAKIET O B

KOoJMYeCcTBe, 5S0QeKTUBHOM OJ4 OPOQUIIAKTUKM WM JEeUYeHMA CHUMITOMOB
TUIIOBCTPOTEeHeM M. B DOaHHOM IIaTeHTHOM 3asgBKe OIMcaHa Ta Xe caMad
TabJeTKa B3CTeTpoJla, Kak ¥ B 3agBke WO 2002/094279.

B 3asBke WO 2007/081206 omomMcaHO NpMMeHeHMe 5SCTeTpoJjla B
criocoBe JledeHusAa OCTPOTO COCYyOUCTOTO paccTpoMCcTEa Yy

MJIEKONIMTAIMEeTro, ¥ YKal3aHHBM CIIocod BKJOUAET IIepopalIbHOEe BBeIceHNe

yKasaHHOMY MJIEKOIMUTaKIEMy , npu HeoBXOoOUMMOCTH, 50deKTUBHOTO
KOJIMUeCcTBa SCTeTpoJa. B  yKas3aHHOM I[aTeHTHOM 3BasgBKe  OIMCAaHO
[IoJIyYeHne TBEPOHX KeJlaTUHOBEIX KalcyJ, comepXxalmx 100 MI

scTeTpoJyla M 25 MT cuimeHadmyla LMTpaTa B KaXIoM Kalcyle.

B 3asBke WO 2008/156365 ommMcaHo NpMMeHeHMEe 5SCTeTpoJla B
JIeUeHUM CHHIPOMa aclMpalummu MekKoHusa (MAS) y HOBOPOXIEHHOTO, U
YKaz3aHHOe JIeueHMe BRKJIOUAeT BBeldeHue 2PPeKTUMBHOTO KOJMUECTBa
SCTpoTeHa YKa3aHHOMY HOBOPOXIEeHHOMY B TeueHMe 7 OHeM IIocjie
POINOB. B »TOM MeXOYHAPOOHOM IIAaTeHTHOM 3adBKe OIMCaH CYIIIO3UTOPUN
IOJIS [IIPpUMeHeHMS Y HOBOPOXIEHHHX, COoIepXali 10 MeHbIleM Mepe 1 MKD
SCTpoTeHa, ¥ YKa3aHHHM CYIIO3UTOPUNM OOMNOJHUTEJILHO OTJIMYaeTCH
MaKCUMaJIbHEIM OMaMeTpoM MeHee 10 MM ¥ Maccowm MeHee 0,5 1.
Conepxalmeecsa B CYNIO3UTOPUM BCIIOMOT'aTeJIbHOE BEMEeCTBO MOXET MVMETH
OCHOBY M3 JIMIMIHOTO MaTepualja, KOTOPHM ILJJaBUTCHA IIpM TeMlIepaType

TeJla WMJIM MOXeT NVMMeThk OCHOBY M3 PMHpO@MHBHOPO KOMIIOHEHTa, KOTOpHﬁ



pacTBopAeTCAd WM pPaspylaeTcs NPV KOHTaKTe C BOIOOM.

CYIIHOCTEL WUBOBPETEHUA

HacTosamee wm300peTeHMe OTHOCUTCH K OUCIEPTUPYEMOM B IIOJIOCTU
pTa TBepmoO¥W GbapMalleBTHMUECKOW eOVHMIEe OO3MPOBaHMUSA, COoIepxamen
BCTEeTPOJILHEM KOMITOHEHT . B BOIHOM cpene BCTEeTPOJI OLICTPO
BEHICBOOOXIaeTCs us e IVHUIIEL OO3UPOBAHUA . TBepnasd enuHUIla

JO3SMPOBAHUA IIpocTa B M3TOTOBRJIEHNN 12 naoeaJlbHO IIOOXOoOnT IOJIA

CYDIIMHIT BAJILHOTO, OYKKaJILHOT'O NI cyBiadbmaJIbHOT' O BBeIeHUS.
[MpenMymecTBO u CyBJIMHTBAJILHOTO, u TpaHCOYKKaJIbHOT O u
cybiadbmaJibHOT'O BBeIeHUS COCTOUT B TOM, yTo 2CTEeTPOJIbLHEM

KOMIIOHEHT He IOJDKEH IIPOXOIUTL UYepe3 IIUIEeBapUTeJIbHYID CUCTEeMYy U
MOXHO mM30eXaTb BJUAHUA IIepBOT0 IMIPOXOXIEeHUI uYepes IedeHb. Kpowme
TOTO, IIpPM TaKux crnocobax BBeIOeHMa obecHeumBaeTcd OHCTPOEe Hauallo
OevicTBUA.

TeBepmas eOuHMIA OO3MPOBAHMA COIJIACHO HACTOAMEeMY M300peTeHNI0
MMeeT Maccy B OuanaszoHe oT 30 pmo 1000 MDY, COOEpPXMUT II0 MeHbIeM
Mepe 100 MKDI BCTEeTPOJIBHOT'O KOMIIOHEHTa, BHOPaAHHOTO M3 DCTeTpoJia,
CJIOXHEIX 2QMPOB BCTEeTpoJla M MX KOoMOMHalMM, M COCTOUT WU3:

- DBCTEeTPOJIBHHX YacTul, B koJuuecTtBe oT 0,1 mo 25% (macc.),
comepxamux 10 MeHblel Mmepe 80% (Macc.) DSCTeTPOJILHOT'O KOMIIOHEHTa;
"

- OOHOTO nim HEeCKOJIbKUX bapMalleBTUUECKU IIpUeMIIeMBIX
VHTPeIMeHTOB B KoJMuecTBe oT 75 mo 99,9% (macc.).

STa TBepnas eIVHUIla  OO3UPOBAHUSA  MOXeET OHITE IoJiyueHa
criocoBoM, BKJIIIOUANNM :

- IIOJIyUeHMe BSBCTeTPOJIbHBEIX UYacTUll, CcoIepXallX SCTeTPOJIbHEM
KOMIIOHEHT B KOJMUeCTBe II0 MeHblel Mepe 80% (Macc.) ¥ UMEMIUX
OOBEeMHEM MeOMaHHHM OMaMeTp OT 2 MKM no 50 MixM;

- IoJIydeHMe CYXOM CMecu IOyTeM CMellMBaHUA SCTeTPOJIbLHHX
YyacTul C OIOHMM MJIM HEeCKOJbKMMM (dapMalleBTHUUECKM OIpYeMJIeMBIMA
MHTpeOIVeHTaM; U

- IIpeccoBaHMe CYXOM CMeCu B TBepOVID eIMHMIY IO3UPOBaHMULg.

BhicTpoe M TIIOJIHOE pPacTBOpPEeHMe DSCTeTPOJILHOTO KOMIIOHEeHTa B
CIIlOHEe WuMeeT BaxHoe 3HaueHMe OJa 20PeKTMBHOM OOCTAaBKM YKa3aHHOTO
KOMIIOHEHTa TBeplo¥ eOMHMIH JO3UPOBaHMA IIyTeM CyOJMHIBAJILHOTO,

OVKKaJILHOT'O WJIN cybinabmnaJibHOT'O BBeIeHUS. ABTOPH  HaACTOAMETO



n300peTeHrsa HeOXMIAaHHO OOHapYyXMJIM, UYTO DSCTEeTPOJILHHM KOMIIOHEHT
OHICTPO BEHCBODOXIAeTCHd UM IOUCIEPTUMPYETCS B CJIIOHE WM BCacCHBaeTCcHd
yepes CJAUBUCTyK O0O0O0JIOUKY TIOJIOCTM pPTa, eClIM DSDTOT KOMIIOHEHT
IPUCYTCTBYET B TBeploM eIMHMIEe IO3UPOBaHMSA B BUIOE OUEeHb MeJIKUX
JacTull.

HacTosmee wuzobpeTeHMe TaKXe OTHOCUTCS K CHOCOOy I[IOJIYUYeHuS
BHINIEYTIOMAHYTOV TBepOOoM eOMHMIH OO3MPOBaHMA, IIPM STOM YKa3aHHHM
Criocof BKJIKUaeT CJEeNyllMe STallb:

- IIOJIydeHMe BCTEeTPOJIbHEX UYacTUl, CcoIepXallxX SCTEeTPOJIbHBM
KOMIIOHEHT B KOJIMUECTBE IO MeHbHIel Mepe 80% (Macc.), BHOPaHHEM U3
3CTEeTpOoJla, CJOXHHX 2QUPOB BCTEeTpoJla M MX KOMOMHALUMM, ¥ YKa3aHHHE
YaCcTHULHE MMelT OOBEeMHHM MeIMaHHBEM IMaMeTp OT 2 MKM Oo 50 MKM;

- IIOJYyUeHMe CYXOM CMecu IIYTeM CMeNMBAaHUSA SCTeTPOJIbHEX
YJacTHUl, C OIOHUMM WM HEeCKOJbKMMM OdapMalleBTUUEeCKUM IIpMeMJIeMBIMA
MHITPEOVEHTaAMU; U

- TIOJIyueHMe CYXO¥ CMecHu IIyTeM CMemMBaHusa 1 BeCOBOM OOJU
DCTETPOJIBHEIX YacTUL C OIOHUM WM HEeCKOJIbKUMMM dapMalleBTUUeCKU
opreMJIeMBEMM BCIIOMOTaTeJIbHEIMM BemecTBaMM B KOJMYUECTBE OT 2 @O0
1000 BecCOBHIX »OJeM; u

- IIpecCcoBaHMe CYXOM CMeCH B TBepOYVID eIMHMIY IO3UPOBaHMUI.

KPATKOE OIIMCAHUE SUTYP

Ha burype 1 IoKa3aHa cxeMma crocoba IIPOMU3BOIOCTBA,
IPMMEeHSIeMOT'O B IIpuUMepe 3.

[IOOPOEHOE OIIMCAHME WM3OEPETEHNA

B [IEPBOM acriexKTe HacTosdmee n3obpeTeHMne OTHOCUTCH K
OVCIepIMPyeMO¥ B IOJIOCTM pPTa TBeploM ¢apMalleBTUUeCKOW eOMHUIE
OO3UPOBaHUA, MMekmey Maccy oT 30 mo 1000 Mr, M yKasaHHasd eIuHMIa
OO3UPOBaAHUA COCTOUT U3:

— DBCTEeTPOJIBHHX 4YacTull, B koJmuecTtBe oT 0,1 mo 25% (macc.),
comepXalyx SCTEeTPOJIbHEM KOMIIOHEHT B KOJMUEeCTBe II0 MeHbIel Mepe
80% (Macc.), BHOpPaHHEM M3 DBCTeTpoJa, CJOXHEX 20UPOB SCTeTpojla U
X KoMOMHaLUM,; U

- OIOHOTO VIV HECKOJIbKMX bapMalleBTUUYECKHA IpUeMIIeMBIX
VHTPEeIVeHTOB B KoJMuYecTBe oT 75 mo 99,9% (macc.);

OpM 5STOM TBeplas eIVMHMUIla OO3UPOBAHMA COOEPXUT II0 MeHbIen

Mepe 100 MKI BCTEeTPOJIEHOT'O KOMIIOHEHTA;



M IIpKM DTOM TeBeplas eIOMHMIAa IO3UPOBaHUSA MOXeT OHBTh II0JIyYeHa
CIIOCOBOM, BKJIOUAIINM :

- TI[OJIydeHMe BCTEeTPOJIbHHX UYacTHIll, COoIOepXallMxX SCTeTPOJIbHEMN
KOMIIOHEHT B KOJMYUECTBEe IO MeHbmeM Mepe 80% (Macc.), KOTOPHM
BHIOpaH M3 BCTeTpoJa, CJIOXHHX 5S0MPOR 3CTeTpojla M MX KOMOMHAaUUM, U
YKa3aHHEE UYaCTHLE MMelnT OOBEeMHEM MeIMaHHBEM IMaMeTp OT 2 MKM OO
50 MKM;

- IOJIydeHMe CYXOM CMeCHM IIyTeM CMeNMBaHUA SCTeTPOJIbHEX
YyacTul, C OOHMM MWJIM HeCKOJbKMMM dapMaleBTUUYECKM IIpMeMIIEMEMM
BCIIOMOTATeJIbHEMM BelleCTBaMU; U

- IIpeCCOBaHMEe CyxXOM CMeCH B TBepOyl eIMHUIY TO3UPOBaHUA.

Vcrionb3yeMellI B U300PETEeHUM TepMUH «ICTETPOJI» OTHOCUTCA K
1,3,5(10)-scrparpmues-3, 15a, 16a, 17-TeTposy W 150-
TUOPOKCUBCTPUOJY, a TakKXe K IHKOopaTaM »SCTeTpoJla, HalpuMmep, K
BCTETPOJIY MOHOTMUIPATY .

VcIoslb3yeMEll B MB00pPeTeHUM TepMMH «IUCIepTUpyeMas B IIOJOCTU
pTa eIMHMIAa OO3MPOBAHMA» OTHOCUTCA K  eIOMHMIEe HOO3MPOBaHUA,
KoTopasd IpeIdHaszHaueHa [OJIa OHCTPOM Ie3MHTerpaluuM B  POTOBOM
IIOJIOCTM TIPM KOHTAaKTe CO CJIOHOM UM IJId pacHpenelieHMs DCTeTPOoJIBLHOTO
KOMIIOHEHTa B CJIoHe, UYTOOH YyKa3aHHBEM KOMIOHEHT MMeJI BO3MOXHOCTDH
BCAaCHBATBLCHA uUepe3 CAU3UCTY O0BO0JIOUKY POTOBOM IOJIOCTH.

VICIOJIb 3y eMHIM B n300peTeHnNn TepPMMUH «bapMaleBTUUECKU
npueMiieMele MHIPEOMEHTED» BKJOUaeT B cebda Kak OdapMaleBTUUECKU
npueMJieMele  BCIIOMOT'aTeJIbHEIE  BelleCTBa, Tak ¥ OdapMaleBTUUECKU
AKTMBHEIE WHIPEOVMEHTE, OTJIMUHEE OT SCTETPOJIBHOT'O KOMIIOHEHTa, UYTO
OOIIOJIHUTEJIEHO ONIMCAaHO HUXE.

VCrIoJb 3y eMHIM B n300peTeHnn TepPMUH «CyBIJIMHTBAJILHEI»
OTHOCUTCSH K bapMakKoJIOTMUEeCKOMY  I[IyTW  BBeIOEeHU, [IOCPenCTBOM
KOTOPOTO BCTETPOJILHEM KOMIOHEeHT IUdOYyHAMPYeT B KPOBL Uepe?3 TKaHb
10 S3HKOM.

Vcrionb3yeMel B M300peTeHUM TepMMH «OyKKaJIBHBIM» OTHOCUTCH K
bapMaKoJIOTNUEeCKOMY Iy ™™ BBeIleHUSd, [IOCpPenCTBOM KOTOPOTO
3CTeTPOJIbLHEN KOMIIOHEHT oInbbyHOUpyeT B KPOEBb uepes TKaHb
npenneepus pTa, BHYTpPEeHHel  0o0JlaCTM POTORBROM  IIOJIOCTU  MEXOY

IIOKpOBaMKM mMekM (cams3mucTadg ofoJiouka MmeKMu) M 3ydamMu/IecHaMM.



VICIIOJIE3YEME B M300peTeHUM TepMMH «CyBi1adMalJIbHBEM» OTHOCUTCSA
K bapMaKoJIOTUUECKOMY oy THu BBeIeHud, IIoCpenCTBOM KOTOPOTO
SCTETPOJILHHEM KOMIIOHEHT pasMemaeTcsd Mexdy I'yboM M IeCHOM.

FEcam He yKasaHO MHOe, BCe IMPOlleHTHHE 3HaueHMa, YKa3aHHHEe B
n300peTeHnr, OTHOCATCSA K IIPOLEeHTHOMY COIepXaHMUI II0 BeCOBOM IoOJIe.

[IpuMepH TBEPOHX eIVMHUI] IO3UPOBaHMSA, OXBaATHBAEMHX HaCTOIMMUM
nzobpeTeHnEM, BrJIOUAT TabJjeTku, Opaxe, TOacTUIKM U IIJIEHKHU.
CorJiacHoO IpennouTUTeJIbHOMY BapMaHTy oCymeCcTBJIeHUS, enVHMLIA
OO3BUPOBaAHUA npencraejgaeT cobom TabJIeTKY, u HamboJiee
OPenrnouTUTEJILHO MpelcTaBjigeT coboy HNpecCoBaHHYy TabJeTKy.

Macca TBepOOM eOMHMIE IO3UPOBaHMA OOBUHO cocTaBJjgeT oT 40
no 500 wmr, ©OoJjee mnpenmnouruTeJibHo oT 50 mo 300 M, wm HamboJee
npednouyTuresyibHO oT 70 mo 150 wmr.

Teepnas eIVHMLIa OO3UMPOBAaHUSA IPenrnouYTUTEJIBHO COOEPXUT
SCTETPOJILHEIM KOMIIOHEHT B KoJMUecTBe OT 2 no 25% (macc.), ©OoJee
opennouTruTresrHo oT 1 mo 20% (Macc.), M Hambojlee NOPEeNloUdTUTEJIBHO
or 1,2 mo 15% (macc.).

KosnuecTBO BCTETPOJIBHOTO KOMIIOHEHTa, comepxamerocsd B
TBepnon enIuHUILE OO3UPOBAHUS, IPenrnouYTUTEeJIbHO HaxXoOUTCHI B
omnanazoHe or 0,3 mo 100 mr, O6oJsiee mnpennoudruTresibHO oT 0,5 mo 40
MI', M HamboJiee NPellodTHuTeJIbHO oT 1 mo 20 wMr.

SCTEeTPOJILHEM  KOMIIOHEHT COIJIaCHO  HacTodmeMy  M300peTeHUo
OPenrnouTuTeJIbHO  BHOpaH M3  ITPYIIIH, cocToAme U3 HBCTeTpotia,
CJIOXHHX D20UPOB BCTeTpoJa, IpM 2TOM aTOM BOIOPOIAa II0 MeHLIIeM Mepe
OOHOM M3 TIUIPOKCUIILHBEIX TPYIII 3BaMelleH Ha alUMJIbHHY YIJIeBOIOOPOIHLM
paoukaJl KapB®oHOBOM, CYJILOOHOBOM  KMCJIOTH  WJIU CyJIbGaMMHOBOM
KMCJIOTH, uMelmMy oT 1 mo 25 aToMOB yIUlepoma; M UMX KoMOMHaLMN.
Eme BoJiee IpennouyTUTeJILHO, ecJin 2CTEeTPOJILHEM KOMIIOHEHT
opencraBygeT cobol mcTeTpol (B ToOM UMcJe THUAOPATHE SCTeTpoja) .
HauboJee IpennouyTUTeJILHO, ecJn comepXxamuiica B eIVHULLE
OO3UPOBAHUA SCTETPOJILHHY KOMIIOHEHT IMpelcTaBJjigeT CcoBoM MOHOIMIPAT
2CTeTpOJIA .

PasMep dYacTHI 5BCTeTpoJla B TBeploM eIMHMIEe OO3UPOBAHUA
OOJIKeH OHTL [HOOXOOAMMM IJIS OOCTWXEeHMS IOOCTaTOuHOM abcopdlunu
SCTETPOJILHOTO KOMIIOHEHTAa IIocjle CYOJIMHIBAJILHOTO, TPaHCOYKKAaJILHOTO

i  cyBJjaduallbHOTO BBeIeHUA. ICTeTPOJIbHEE UYacCTUIE B TBepIOoHn
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eIMHUIIE DO3UPOBaAHUSA 17 (He3aBUCHUMO) 3CTEeTPOJILHHE YacTHUIIH,
WCIOJIb3YEeMEEe IIpM M3TOTOBRJEHMM  TBEPOOM  eIMHMIE  HOO3UMPOBAHUIA,
NPeIlNOUTHUTENIEHO MMelT OOBEeMHEM MeIOMaHHHEM OUaMeTp B OualasoHe OT
3 MKM @mo 35 MkM, OoJlee MNPenlouTMTEJIbHO B IMala30He oT 4 MKM IO
25 MKM, ¥ Haubojiee IIPelllOUTUTEJIEHO B IOMala3oHe OoT 5 MKM Oo 15
MKM .

S5CTeTpOJIEHEIE YacCTHUILIE B TBEPOOW eOMHMUIE OO3UPOBaAHUA U
(He3aBUCHMO) DSCTEeTPOJIbBHEE YaCTHUIE, MCIOJb3YyEeMEX IIPU M3TOTOBJIEHUU
TBEPpOOM EeIOMHMIE OO3MPOBaHMUA, MOPEellOoUTUTEeJSIbHO CcomepXaT He O0oJiee
yeM OT'pPaHMUeHHOe KOJMUEeCTBO dYacTull, OpM 5STOM pasMep UYacCTUIl
npesrmaeT 60 MKM. [IpeOnodTmMTesIbHO, UYTOOE He ©Oojee 10 00.%
DCTETPOJIBHEIX YacTHUll MMeJM pasMep 6Oojiee 60 MM (Dgg), BOoJiee
IPeOlIOUTUTEJIEHO, UYTOOH He OoJjiee 5 00.% 3CTETPOJIBHEX YacCTUL, MMeJU
pazMep dYacTtul, OoJjiee 60 MM (Dgg) . Eme ©OoJjiee NOpednodTUTEJILHO,
uTOBH He 0OoJiee 10 00.% 2CTEeTPOJIBHHEIX YacCTHI, MMeJM pas3Mep 0Oojee 40
MKM (Dgg) » foJjiee TNPEenOIouTUTEJIBHO, uyTOBEL He ©Oojiee 5 00.%
BCTETPOJIBHEX UYacTHUl MMeJiM pasMep udacTul dojiee 40 MKM (Dgs) .

PacrnipeneJsieHMEe TIIO PpasMepy BSBCTETPOJIBHEIX UYacCTHUI, M dYacTUL U3
IPYTUX MaTepraJioB, MCIOJbL3YEeMEX B clIocobe 10 M300peTeHu, MOXHO
onpenmeyiAThL C IIOMOIBI Ja3epHoM IudpakuMM IOOXOOAMUM OOpasoM.
PachopenejleHMe BCTETPOJILHHX YacTHUI 10 pasMepaM dYacTHull B TBepIaon
eIMHUIIe JO3MPOBAHMA MOXHO OINpenesiaTh [IOOXOoOAmMM  ofpasoM C
IIOMOMBID CIEKTPOCKOIMUECKNX TEeXHOJIOTHM, HalpuMep, KOoMOMHAIIMOHHOTO
(PaMaHOBCKOTO) paccesdaHUd.

IpeMymeCTBO TBEPOOW eIMHUMUE IJO3UPOBAHMSA IO HACTOAMEMY
n300peTeHUid  COCTOUT B OEICTPOM  BHICBOOOXIEHUM  SCTEeTPOJIBHOTO
KOMIIOHEHTa IIPpM BBeIeHUM eIVMHUIE JOBUPOBaHMSA B IIOJIOCTL PTa u
KOHTaKTe co CJIIOHOM . CKOpPOCTH BHICBOOOXIEHU A 3CTEeTPOJILHOTO
KOMIIOHEHTa M3 eIVMHUIE »OO3UPOBAHMA MOXHO OIPenOejiaTh IOOXONAMYM
oBpasoM C IOMOMBI TecTa Ha pPacTBOPUMOCTL, OINMCAHHOTO B pasmele
IPUMEPOB, WK TecTa Ha pacnamaeMoCThb B COOTBETCTBUU c
EBponelickom dapmakomneer Ph. Eur. 2.9.1 («PacmazmaeMocTb TabJIeTOK
M Kamncya») u  Q®apMakoneen CIA USP <701> («PacmamaeMoCTb»),
KOTOpPEE TakXe OIMCAHH B pas3gejyle IIpMMepoB. IIpM MUCHOHTAaHUM B
BHIIEYTIOMSAHYTOM  TeCcTe Ha  pPacTBOPMMOCTL U3  TBepOOoM  eIVMHMUIIE

OO3UPOBAHKA TII0 HacTodmeMy MW3008peTeHMIO OOHYHO uYepes3 5 MUMHYT
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BHICBODOXITaeTcsa IO MeHbmeM Mepe 50%, ©OoJjlee NOpelloUuTUTEJILHO IIO
MeHbIEeM Mepe 70%, u HamboJiee NOPEelNOUTUTEJIEHO IO MeHbmeM Mepe 80%
SCTETPOJILHOTO KOMIIOHeHTa. OOHUHO IIPpM MCHHTAHMM B BHIIEYIIOMAHYTOM
TeCTe Ha paclaZaeMOCTh TBeplas eIVMHMIa OO3UPOBAHUA IO HACTOAMEMY
n300peTeHMD paszpymaeTcad B TedeHMe MeHee uYeM b MMHYT, 0OoJiee
IpPenrnouyTUTEeJILHO B TeueHNe MeHee 2 MUHY'T, eme BoJiee
OPenrnouTUTEeJIbHO, eClIM Ie3MHTerpalusd IPOUCXOOUT MeHee uyeM 3a 1,5
MUHYTH, eme 0oJiee NPelloUuTUTEeJIbHO B TeueHue MeHee 1 MHMHYTH, elle
BoJlee NPEenIOUTUTEJIEHO B TedeHMe MeHee 45 cekyHn, u HaubojJee
OPenrnouTUTEJIbHO B TeueHMe MeHee 30 CeKyHI.

SCTeTpPOJILHEE YaCTHUILH, VCIIOJIb 3y EMEIE B TBepOomn eIVHUILE
DO3MPOBaHUA M B clocobe IO M300peTeHMD, IPeAlOoUYTUTEJIbHO CcomepXaT
SCTETPOJIBHEM KOMIIOHEHT B KOJMUECTBe II0 MeHbmel mepe 90% (Macc.),
BoJjiee MNPenIouTUTEeJIEHO, II0 MeHblleM Mepe 95% (Macc.) »CTeTpOoJILHOTO
KOMIIOHEHTa, ¥ Haubojee MNPeAlouTHUTeNIbHO, IO MeHbmeM Mepe 99%
(Macc.) 5CTeTPOJIEHOTO KOMIIOHEHTaA. Kpowme BCTETPOJIBHOT'O
KOMIIOHEHTa, BCTETPOJIbLHEE YacTMUE  MOTYT  IIOOXOIAWMM  oBpasoM
comepXaThb OQapMalleBTHUUECKM IIpUeMJIeMble BCIIOMOT'aTeJIbHEE BelleCcTBa,
KOTOPHE CHOCOBCTBYIT OUCIEPCUM eIMHUMIE OO3MPOBAaHMSA UM PacCTBOPEeHU
n abcopdbunn BSCTETPOJILHOTO KOMIIOHEHTAa . [TprMepH TaKMX
BCIIOMOTATE&JILHHX BeMeCTB BKJOUALT MUKPOKPUCTAJIJIMUECKYD LeJJInJIo3Y,
[IOBEPXHOCTHO-aKTHBHEE BellecTBa, COpPacTBOPUTENHN, YCUIIUTEJIb
abcopbunmr, CyNepOe3VMHTeIPUPYKIMe BelleCcTBa UM OydQepHEEe BelleCTBa.

SCTeTPOJILHEE YaCTHUIIE B enVHULIE OO3UPOBAHUSA OOBBIUHO
cocramrjggorT orT 0,5 mo 350% (Macc.). BoJjee NOpedlodTUTEJBHO,
KOJIMUECTBO BCTETPOJILHHX YacCTUI B eIMHMIE OO3UMPOBAHUSA COCTaBJIAET
or 1 mo 22% (macc.), HauboJiee MOpenanoudTUTeSbHO oT 1,2 mo 15%
(Macc.) .

Teepnad eIV HMIIa OJO3SMPOBaAHMA I10 HacTodleMy MSO@peTeHMIO

NIpennouTUTEeJIbEHO COIEepPXUT oT 50 oo 99, 5% (mMmacc.), BoJiee
npenmnourmuresibHO oT 55 mo 90% (mMacc.) HAIOJHUTEJSA, BHEHOPAHHOTO U3

MaJib TO3H, GPYKTOSEH, caxaposH, JIaKTO3H, TJIKO3H, rajlakTO3H,
TperaJjiosH, KCUJINTA, copbura, SPUTPUTAE, MaJIbTUTa, MaHHUTZ,
n30MaJibETa, MUKPOKPUCTAJIINYEeCKOM LLeJIJII0JIO BHL, coJien KaJbLUUA
(HaipuMep, GocdaToB KajgpLUA) M MX KOMOMHAILUN.

CoTJlaCcHO OCOOEHHO IIPeAlouTUTeJILHOMY BapMaHTy OCYIeCTBJIEHUS,
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TBeplas eOMHMIa OO3MpoBaHMAa comepxuT oT 30 nmo 99,5% (macc.),
foJjiee  NPEeONOUTUTEJIBHO  OT 50 mo 90% (macc.) HaIlOJIHUTEJIA,
BEHIOPAaHHOTO ™3 JIaKTO3H, KCMJIMTa, CcopbuTa, BpUTPUTa, MaHHUTA,

MB30MaJIbTa, MUKPOKPUCTAJIJIMUECKONM LeJIJI0JIOBE, M MX KOMOMHALINWN.

ABJydgeTCHd IpeOlIoUYTHUTENbHEM, ecnn eIVHUIIA OO3UPOBaHUSA
COOEPXUT II0 MeHBIEW  Mepe 20% (mMmacc.) caxapHOoTo compTa,
BEHIOPAHHOTO 1“3  MaHHUTA, KCUMJIMTa ¥ UX KOMOMHAaLINA . BoJjiee

InpenliodyTrMTEeJIBEHO, eCJIn elVHMIIa IOO3VMPOBaAHMA COIOEepPXNUT oT 30 o

90% (Macc.) CcaxapHOTI'O CIMpPTa, BHOPaAHHOTO M3 MaHHUTAa, KCUIKUTA U MX
KOMOVHALINN . HaunBoJjee IPpeOIOUYTUTEJIBHO, ecin UTOOH eIMHNILIA
no3MpoBaHMAa comepxuT oT 40 mo 80% (Macc.) caxapHOTO CIOMPTa,

BHOPAHHOTO M3 MaHHUTa, KCUIMTa M MX KOMOMHALMN.

EouHMIla OO3MPOBAaHMSA  COIJIacHO JobOoMy M3 IIpelleCTBYRIMUX
IIyHKTOB, IIPM 5STOM eIMHMIa »OO3MpoBaHMA comepxuT oT 0,1 mo 20%
(Macc.), ©OoJee npenmnourureJibHO oT 0,2 mo 10% (macc.), u Haubojee
OpennouTuTesbHO oT 1 mo 5% (Macc.) IOe3MHTEeTIPpUPYKRIETO BeMecTBa,
BHIOPAHHOTO U3 MOOMOUUMPOBAHHEX KpaxMaJlOB (HalpuMep, HaTpueBOu
COJIn KapbokcUMe TUIIKpaxmasa) , CIILTOTO NOJIMBUHUIINIUPPOJIUIOHA,
CHIMTOM KapMeJIJIO3ZH M MX KOMOMHALINUM .

KoMmBuHaumsa SCTEeTPOJIbLHEX yacTull, HAIOJIHUTEJIA u
Ie3UHTeTIPUPpYIIero BelecTBa OOBUHO COCTaBJISgeT, IIO MeHbIel Mepe,
70% MacchH TBepOoM eIMHMIL IO3MPpOBaHMA. BoJjee MOpedlnouTUTeJILHO,
yKasaHHasgd KkKoMOMHallMs CocTaBJgeT I[I0 MeHbmel Mepe 80% Macce, U
HauboJee TNPenIoUuTUTEJIbLHO, I[IO MeHbmel Mepe 90% MaccCH eOMHUIE
OO3UPOBAHUSA.

TBepmas eIMHMIA OO3UPOBaAHMA IIO0O HacTodAleMy U300peTeHUo
IpPenrnouTUTeJILHO COOEPXUT MUKPOKPUCTAJIJIMUECKYIO LeJIJII0JIOBY B
koJnuecTBe oT 0O pmo 60% (Macc.), ©OoJee MOpPedloOUTHUTENBHO OT 5 1o
40% (Macc.), u HauboJiee mnpenmnouTuTeJibHO oT 10-35% (macc.).

CorJjiacHO IpyIToMy IIPedIIOUTUMTEJIEHOMY BapPMaHTy OCYyHmeCTBIJIEHWA,

enMHMIla OO3MpoBaHMa comepxuT oT 0,1 1#mo 2% (mMmacc.), BoJiee
NIpennouTUTEeJIbEHO oT 0,2 oo 1,5% (mMmacc.), u HamuboJlee
npennoururessHo ot 0,5 no 1% (Macc.) CMasHBaKleIl'0 BelleCTBa,
BHOPAaHHOTO us CTeapulidyMapaTa HaTpu4g, cTeapaTa MaTHUA,
CTeaprMHOBOM KMCJIOTHI, JaypuilcyiabbaTa HaTpUH, TaJbKa,

IIOJIMSTMIIEHTIJIMKOJIA, CTeapaTa KaJlbIMA M UX cMecen.
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IpyTue BCHOMOTATeJILHEE BeMeCcTBa, KOTOPHE MOXHO I[IOOXOIAMMM
obpasoM BBOIUTL B cocTaB e OMHMILIEL OO3UPOBAaHUSA, BKJIOUAT
MyKoaIOT'e3MBHEE BelleCTBa, apoMaTM3aTOPH, KPacUTeJM, II0OCIaCcTUTeNIN
(OTJIMUHLIE oT HaIllOJIHUTeJIen co cJIaOKMM BKYCOM) , BelleCcTBa,

CIHOCOBCTBYNIME CKOJLXESHMIO M MX KOMOMHALIUM.

Teepoad enMHnIa OO3UPOBaAHUA MOXeT comepxaTs, TIOMMMO
SCTEeTPOJILHOTO KOMIIOHEHTAa, OIoIVH M HECKOJIEKO IpyTUx
dpapMalleBTUUECKM AKTUBHEX MHIPEOUEHTOB. IIpyMepE TaKUxX OPpYIUX
bapMalleBTUUECKHU AKTUBHEIX VHTPEOVNEHTOR BKJIOUAKT CTEepPOUIHEIE

TOPMOHEI. TBepasa eOMHMIA OO3MPOBaHMA I[IO HaACTOAlleMy W300peTeHUO
OPenrIouTuTesIbHO comepxuT oT 0,05 mo 10 Mr, ©OoJjiee HOPEenIoOUTUTEJILHO
oT 0,1 oo 5 MI OIOHOTO VI HEeCKOJIbKUX nporecTareHos,
NIPeniouYTUTENILEHO, COOEPXUT OIOMH MJIM HEeCKOJIBKO IIpoTreCcTal'eHOB,

BHIOPAHHEIX M3 CJeOYyOIMUX COeOMHEeHWUM: OpOoTeCTepOoH, JeBOHOopTecTpe,

HopTrecTMMaT, HOPB®TUCTEPOH, HOPB3TUCTEPOH aleTarT (NETA) ,
OMOPOTEeCTEPOH, OPOCIUPEHOH, 3-6eTa-I'MIOIPOKCUIE30TeCTpPel, 3-
KeTome3orecTpell (= DTOHOTecCcTpels), l17-IealeTwusl HoprectuMmaT, 19-

HOPIPOTECTEPOH, alleTOKCUIIPETHEHOJIOH, aJUIMJISCTPEeHOJI, aHarecTOH,
XJIOpPMaIOVHOH, LIUIIPOTEPOH, neMeIreCcTOH, nesorecTped, OVEeHOTeCT,
OUTUOPOTECTEPOH, OUMETUCTEPOH, STUCTEPOH, STMHOOMOJ IOMualeTaT,
dToprecToH auerar, TaCTPUHOH, TeCTOIEH, TeCTPUHOH,
TUOPOKCUME TUJIIIPOTeCTEPOH, TUOPOKCUIIPOTECTEPOH, JIMHECTPEHOJI (=
JIMHOBCTPEHO) , MeOpoOTeCTOH, MeOPOKCUIIPOT'ECTEPOH, MeTrecTpoJi,
MeJIeHTeCTpPOJI, HECTOPOH, HOMETeCTpOJI, HoMeTecTpoJi—aleTaT (NOMAC),
HOP®TUHOPOH (= HOP®TUCTEPOH), HOPSTHMHOLOPEJ, HOPrecCTpell (BKJIKUAET
D-Hoprecrpen u DL-HOpITecTpell), HOPIeCTPUEHOH, HOPMETUCTEPOH,
IporecTepoH, KBUHIECTAaHOJ, (l7anpda) -17-runpokcu—11-MmeTmjieH-19-
HopnperHa—-4, 15-oneH-20-MH-3-0H, THOOJIOH, TPMMETECTOH, aJIbI'eCTOH
auneTobeHmnn, HEeCTOpPOH, npoMeTreCcTOH, CJIOXHEE SdUPH 17-
TUIPOKCUIIPOTECTEPOHE, 19-HOpP-17-TUOPOKCUIIPOTECTEPOH, 17aneda-
STUHUII-TECTOCTEPOH, l7anbda-2TUHWI-19-HOp-TeCcTOCTEepoH, d-170eTa-
aneTokcu-136eTa-sTHi-17albda—3TUMHMI-TOH-4-eH-3-0H OKCUM n
IpoJieKapCTBa YKa3aHHEX COeIuHeHuM. [IpellouTUTeNIbHO, eCJM OIUH
WM HEeCKOJIBKO IIpOoreCTal'eHOB, MCIIOJIE3YyEMEHX COIJIACHO HaCTOoAlleMy
n300peTeHMO, BHOPaHH M3 TpPYMNNH, COCTOAmMeN U3 [IpoTecTepoHa,

nesorecTrpejla, STOHOT'eCTpeJla, recTonoeHa, IMeHorecCcTa,
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JIEBOHOPTECTpPeNa, HOpTeCcTHMaTa, HOP®TUCTEPOHA, HOPB®TUCTEPOH—
aleTrarTa (NETA) , HOMET EeCTPOJIa, HOMEeTecTpoJla—alleTaTra (NOMAC) ,
IOIPOCIMPEHOHAa, TPMMEI'eCTOHa, HECTOPOHa M IOUIPOT'eCTEpPOHAa.

TBepmasd eIMHMIIA IOO3UMPOBAHMA COIJIACHO HACTOAMEMYy W300peTeHUD
IpennouTUTEeJIbLHO COOEPXUT oT 0,05 oo 100 Mr, foJiee
NpenrIouTUTEJILHO oT 0,1 oo 50 M OIOHOT'O MJIN HECKOJIbKUX
aHIPOTEHOB, IPenlouTUTEeJIbHO OIOMH MJIM  HeCKOJIBKO  aHIOPOIT'eHOR,
BHOpPaHHBIX ns3 CJlenyommx COeIVHEHUN TEeCTOCTEPOH,
OETUOPOBRNIMaAHOIPOCTEPOH (OI'SA) , OI'SA-cyJbdaT (OI'SA-C), CJIOXHEIE
QUPEL TeCTOCTEepOHAa (HanmpuMep, TeCTOCTepOHAa YHIOeKaHoarT,
TeCTOCTEepOHAa [IpOIIMOoHAaT, TeCTOCTEpPOHAa beHuIInIponmMoHaT,
TeCTOCTEepOHa M30T'eKcaHoaT, TeCTOCTepOHa SHaHTaT, TeCcTOoCTepoHa
OykaHarT, TeCTOCTEepOHa oekKaHoarT, TeCTOCTepOHa OyumrJaT) ,
MeTUJITECTOCTEPOH, MeCTEePOJIOH, CTaHO30JI0JI, AHIOPOCTEHONOH,
OUTUOPOTECTOCTEPOH, AaHIOPOCTEHOMOJI, MEeTOHOJION, QIIIOKCUMEeCTEPOH,
OKCHMECTEPOH, MeTaHIOPOCTEHOJIOMN, MENT (7Tanpdba-MeTmsI-19-
HOPTECTOCTEPOH) M I[IpoJieKapCTBa YyKa3aHHBEX coeauHeHuM. HaumbBojiee
IpenlIouTUTEeJIbHO, eCJIM OIMH WMJIM HEeCKOJIBKO aHIPOI'eHOB BEHOpPaHH U3
TPYIIE, COCTOAmeN M3 TecToCTepoHa, HOI'SOA m MENT.

B OIpYyTOM acriexkTe HacTosAmee n3obpeTeHMne OTHOCUTCH K
IpMMeHeHU BHIIEYKa3aHHOM TBepIoM eOMHMUILIEL OO3UPOBaHUSA oJs
TepaleBTUUYEeCKOT O JIeueHus, oJis TOPMOHAJILHOM 3aMeCTUTeJILHOM
TepalMM Yy KEeHMMH WM KOHTpalelluuy Yy KeHIWH, M yKaszsaHHOe
IpUMeHeHre BKJIUaeT CyOJMHI'BaJIbHOe, OYKKaAJbHOe WMIM CcyOJjiabmajibHOe
BBeIeHMe HSTOM eIMHMIUH IJO3UPOBaHMA. IIpUMepH TepaleBTUUeCcKOTO
JIeUueHusa, IJIA KOTOPOTIO IMNOOXOOAmMM o00pas30oM MOXHO I[IPMMEHSTH TBepOy
eOMHMUIY OO3UPOBAHMSA II0 HACTOANEMYy M300peTeHMui, BKJIOUYAKT JIeUeHUe
OCTeolopo3a M Tepalui IIPUKPHTUA BSCTPOTeHaMM IIPM SHIOIOMEeTPHO3e,
pake MOJIOUHOM  XeJIe3H MM  pake IpencTaTesJIbHOM  KeJIe3H. B
COOTBETCTBMM C IMPEenlNoUTUTEeJIbHEM BapMaHTOM OCYMeCTBJIEHUS TBepaas
eIVHMIIa OO3UPOBAHUA IIPMMEHSeTCHa OJS TOPMOHAJILHOM 3aMeCTUTeJIbLHOM
Tepaouu vV  KeHIMH WM OJ9 XeHCKOM  KOHTpalellluN. Hamboee
NIpedllouTUTEeJIbHO, TBeplad eIVHMIa JO3MPOBaHMA [IPMMEeHSIeTCcd IJIA
TOPMOHAJILHOM 3aMeCcTUTeJIbHOM Tepaluu Yy XeHIMH, B UYaCcTHOCTM, IJ4
JIeUueHM S BYJILBOBaATMHAJBLHOM aTpoduu M/WMiIM Ba30OMOTOPHHX CHMITOMOB.

Vcriosis30BaHue TBep,JIOIZ S IVMHWMIIEL TJO3SHMPOBaHMA IJIA
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TepaleBTUUeCKOTO JeueHusd, i TOPMOHAaJILHOM 3aMeCcTUTeJILHOM
TepaluM vV KeHMMH WM KOHTpalelluMy Y XeHmMMH OOBUHO BKJIOUAeT
cyOIIMHI'BaJIbHOe, OyKKaJIbHOe WM cybOilabualJIbHOEe BBeleHMe eOUHMIE
OO3UMPOBAHUA C 1LeJblo OOCTWXKeHMS OO3H SCTEeTPOJILHOTO KOMIIOHEeHTa IIO
MeHbmeM Mepe 0,1 wMr, ©OoJjiee mOpennouTuTesabHo oT 0,5 mo 100 Mr m
HamboJiee MNPenrnodTuTessHO oT 1 mo 40 wmr.

IOng JledeHUS BYJIbBOBATI'MHAJBLHOM aTpodumM eOVHUIY ITO3UPOBAHMUSA
OPenrnouTUTEeJIbHO BBOOAT B KOJMUECTBEe, MOOCTATOUHOM IJIS IOCTMXEHUSA
IOO3H BCTETPOJILHOTO KOMIIOHEHTa IIo MeHbmeM wMepe 0,1 wMr. BoJee
IpenrnouYTUTENILHO, BBOIMMA S enVHUIIa OO3UPOBAHUA COOEPXUT
SCTETPOJIBHHM KOMIIOHEHT B KOJMUYEeCTBe I[I0 MeHbmeM wMepe 0,5 wr,
HauboJiee TPenOIoUTUTEJIbHO IO MeHbmer Mepe 1 wMr. Ilpu  JIedeHUU
BYJIbBOBATMHAJILHOM aTpoduM eOMHUILY IO3UPOBAHMS IIPedlouTUTEeJIBEHO
BBOOAT B TaKOM KOJMUECTBE, UTOOH IIOJYUMTE OO3Y BCTETPOJIBHOTO
KOMIIOHeHTa He 0OoJee 50 Mr, ©OoJiee MNpPenloUTUTENIBHO He O0ojiee ueMm 20
MI', ¥ HaumboJiee MNPelllouTUTeJILHO He Oojiee ueM 10 Mr.

IOing JiedyeHMs  Ba30OMOTOPHEX CHMMIITOMOB eIMHMIY IO3MpPOBaHMA
IPenlIouTUTEeJIbHO BBOOAT B KOJIMUECTBE, OOCTATOUHOM IJIA OOCTMXKEHMA
IO3H SCTEeTPOJILHOTO KOMIIOHEeHTa IIo MeHbmer wMepe 0,2 M. BoJlee
IpennouyTUTeJIbHO, OpM  BBEeIEeHUM eOMHMIE JOBUPOBAHUSA  IIOJIyUaloT
KOJIMUECTBO DCTEeTPOJILHOTO KOMIIOHEeHTa II0 MeHbIeM Mepe 1 wMT,
HauboJlee TPEnIoOUTUTEJSIbBHO IIO MeHbllel Mepe 2 MI'. Ilpu  JIeUeHUHU
Ba30MO TOPHEX CUMIITOMOB eIVHUILY OO3UPOBAaHUSA IPenrnouYTUTEJILHO
BBOIOAT B TaKOM KOJMUECTBe, UTOOH IIOJYUUTL IOO3Y SBCTEeTPOJIBHOTO
KOMIIOHeHTa He ©0OoJyee 100 M1, OoJiee MNPeOloOUTHUTEJNIEHO He 0oJlee UeM
40 Mr m HauboJlee MNPEeONoOUTUTEeNILHO He 0OoJjiee ueM 20 MT.

OBLIUHO YIIOMSHY THE BUIOLL IpUMeHeHU I TBepOon eOMHULIEL
IOO3MPOBAHMSA BKJIOUAT BBeleHMe eIOMHMIE »JO3UMPOBAHMA OIMH pas B
oeHb B TeueHMe IIepMoIa IO MeHbIleM Mepe 1 HemeJo, BoJee
OpedrnouTUTeJIbHO II0 MeHblley Mepe B TeueHMe 2 HeleJkb. B TeueHue
STUX IIepPUOOOB TBEPOVID eOMHUILY IOBUPOBAHMUSA MIPedloUTUTEJIbHO BBOIAT
TakmuM o06pasoM, UTOOB CyYyTOUHas Ho3a DSCTeTPOJILHOTO KOMIIOHEeHTAa
cocTaBJsdjla 10 MeHbmed Mepe 0,05 Mr, ©OoJjiee npenmnoutuTesbHO oT 0,1
no 40 M u HauboJiee HOpennoudTuTeJibHO oT 0,2 mo 20 wMmr.

Ong JledyeHUI BYJIbBOBATMHAJLHOM aTpoduM eOVHUIY ITO3UPOBAHUSA

IIpeoliIouyTrTEeJIEHO BBOIOAT OJIA JOCTIMXeHNMA CyTOT{HOIZ IJO3EI
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DCTETPOJIEHOTO KOMIIOHEHTa 1o MeHble  Mepe 0,1 MT. BoJiee
IPennouYTUTEeJIbHEM ABJIAETCSA BeIOeHMe EOVHULIEL  JO3UMPOBaHUA oJis
OOCTVXKEeHUSI CYTOUHOM MHOO3H D2CTEeTPOJILHOTO KoMIoHeHTa oT 0,5 mo 20
MI', ¥ HauboJlee TIPEeNlOoUTUTEJIEHAd CYTOUYHad H03a DBCTETPOJIBHOTO
KOMIIOHEeHTa cocTaBJjigeT oT 1 mo 10 wmr.

Iisa JledeHMsS  Ba30MOTOPHHX  CHMMIITOMOB E€IOMHMIY IO3UMPOBAaHMA
IpennouTUTEeJIbHO BBOIOAT oJIs OOCTIMKEHNU S CYTOUHOM OO3H
DCTETPOJIEHOTO KOMIIOHEHTAa 1o MeHBIIEM  Mepe 0,2 MT. BoJiee
[IPEenlIouTUTEeJIbHEM  SBJISETCSA  BBeOeHMe - eOMHMUBE OO3UPOBaAHMUSA  IJIA
OOCTVXKEHUSI CYTOUHOM IOBH 2CTETPOJILHOTO KOMIMIOHeHTa oT 1 mo 40 wmr,
u HauboJiee IpenrnouTmTesibHa s CyTOUHasd nosa DCTETPOJIEHOTO
KOMIIOHEHTa COCTaBJIgZeT oT 2 mo 20 wMI.

Eme B OIHOM acIlleKTe HacTodllee U300peTeHue OTHOCUTCH K
criocoBy TIOJIyYeHMS  TBepIoM eIMHMIE OO3UPOBaHUA, OINIMCAaHHOM B

M300peTeHNy BHIe, [IPYM STOM YKa3aHHHM CIOCOO BKJOUAET CJelylmue

STarllbl:
- IoJIyUueHMe BSCTEeTPOJIBHEIX UYacTHll, coIepXamMx 10 MeHbIel Mepe
80% (mMmacc.) BCTETPOJIEHOTO KOMIIOHEeHTa, KOTOPHEIM BEIOpaH nus

BCTEeTPOJIa, CJOXHHX 20UPOB BCTeTpoJla M UMX KOMOMHALMM, ¥ YKa3aHHHEe
SCTETPOJIbHEE YaCTHULH MMEnT OOBLEeMHEM MeIOVAaHHBIM OMaMeTp OT 2 MKM
oo 50 mMKMm;

- IIOoJIYYeHMe CYXOM CMecHu IIyTeM CMeNMBAaHUSA SCTeTPOJIbHEX
YyacTHl ¢ OIOHMM MWMJIM HEeCKOJbKMMM dapMaleBTUUECKM IpMeMJIeMBEIMA
BCIIOMOT'AaTeJILHEMM BelleCTBaMM,; U

- IIpeccoBaHMe CYXOM CMeCHu B TBepOVID eIMHMIY IO3UPOBaHMUI.

Crioco® 1o HacToaueMy N300peTeHND NPEennouTUTEeJIEHO He
BKJIOUaeT »obaBJieHMEe XMIKOTO PaCTBOPUTEJ IS BO BpPeMsa WIM IIOocJe
oBbelIVHeHN S SCTEeTPOJIbLHEX yaCcTHI] c OOHUM  WJIU HEeCKOJIbKMMM
bapMalleBTUUECKM IIPMEeMIeMbEMM BCIIOMOTAaTeJIbHEMY BeleCTBaMM.

B crnocobe 1o wu300peTeHMI CYXYID CMeChb, KOTOpyl IIpeccyiT B
TBepIyld eIOUMHMILY IO3UPOBaHMA, NOPedloUuTUTEeJILHO I[IoJydalnT IIyTeM
oBbeIVHeHN S SCTEeTPOJIbLHEX JacTHl] c OOHMM  WJIU HEeCKOJIbKMMM
bapMalleBTHUUECKHU IpMeMIIeMBEIMM BCIIOMOT'aTeJIb HEMM BelleCcTRaMM B
BEeCOBOM COOTHOIEHUM, KOTOpoe HaxXxoIMTCda B IManasoHe oT 1:3 1o
1:500, ©OoJlee TMPenlnoOUTUTENBLHO B aOMamna3oHe oT 1:4 pgo 1:100, wm

HamboJiee MNPEeNNouYTUTENEHO B IManas3oHe oT 1:5 mo 1:10.
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Cyxasda CMecCh, KOTOPYIO npeccyoT B TBepIyIo eOVHUILY
OO3UPOBAaHUA, IpennouTUTeJILHO COOEepPXUT YIIOMAHY TEI BLOIIE
HaIIOJIHUTEJIb B KOJIMUeCcTBEe oT 50 oo 99, 5% (mMmacc.), BoJiee

npennouTmuresibHO oT 55 mo 90% (mMacc.), M Hambojee NPenllouYTUTEJIBHO
or 60 mgo 88% (macc.).

CorJjilacHO OCODOEeHHO IMpPelllOoUuTUTEJIbBHOMY BapMaHTy OCYIEeCTBJIEHUS
cyxad CMecChb COIEepPXUT oT 30 oo 99, 5% (mMmacc.), BoJiee

npenmnourmuresibHo oT 50 mo 90% (Macc.), M HamboJee NPenlouTUTEJIBHO

or 60 mo 80% (macc.) HaIlOJIHUTEJIS, BEIOPaHHOT'O M3 JIaKTO3H,
KCUJInTa, copbura, SPUTPUTAE, MaHHUTa, MUKPOKPMCTAJIJINUECKOM

LeJJIIOJIOBE M MX KOMOMHALWM .

CaxapHBll  CHOUPT, BEIOpaHHHN M3  MaHHUTA, KCUJIUTa U UX
KoMOMHALMM, [PeXdlNOoUTUTEJIbHO BXOIMUT B COCTaB CyxXOM CMecu B
KOHIIeHTpallMM IO MeHbIel Mepe 20% (MmMacc.). BoJjlee OpeAlouTUTEJIBHO,
ecyi¥ YKas3aHHHM CcaXapHHM CIOUPT COOEPXUTCSI B CyxXOM CMecu B
KOHUeHTpauuu oT 30 mo 90% (Macc.), ¥ HauboJjiee TIpPenlouTUTeJIbHAaA
KOHLleHTpaluud cocrasjfgeT oT 40 nmo 80% (macc.).

CormJjlacHO IPpYTOMy MIPeOlouTUTesSIbHOMY BapMaHTy OCYllecTBJIEHUI,

cyxad CMecChb COOEepPXUT oT 0,1 o 20% (mMacc.), toJiee
IpenIouTUTEeJIbLHO oT 0,2 oo 10% (mMmacc.), u HauboJlee
npennouTuTeJJbHO oT 1 mo 5% (Macc.) IOe3MHTerpupyKolero BemecTRBa,
BHIOPAHHOTO us MOIOMOUUMPOBaHHEX KpaxmaJioB, CHILTOTO

MIOJIMBUHWIINIMPPOJIUIOHA, CHKUTOV KapMeJJIO3H UM MX KOMOMHALIWMI .

KoMmBuHaumsa BCTEeTPOJIbLHEX yacTull, HaIOJIHUTEJIA u
De3VHTeTPUPYKRIEeTro BemecTBa OOBHUHO COCTAaBJISeT IO MeHbleV Mepe 70%
OT MACCH CYXOM cMecHu. DBojlee MNOpeldlouTHUTEJILHO, eCcJIM YKa3aHHasd
KoMOMHAalLIMA COCTaBJIsgeT IIo MeHbme¥ Mepe 80% (macc.), ¥ Haubojee
OPennouTUTEeJIbHO IO MeHbIel Mepe 90% OT MaccChH CYXOM CMecHu.

TBepmas eIMHMIA OO3UPOBaAHMA IIO0 HacTodAleMy M300peTeHUo
IpenrnouTUTeJILHO COOEPXUT MUKPOKPUCTAJIJIMUECKYIO LeJIJII0JIOBY B
koJnuecTBe oT O pmo 60% (Macc.), ©OoJee MNPedloUTHUTENBEHO OT 5 1o
40% (Macc.), ¥ HamboJlee HNpennoudruTesisHO oT 10 mo 35% (Macc.).

VcnoJb3yeMmas B criocobe 1o n300peTeHno cyxasd cMech
IpenrnouTUTEeJILHO COOEPXUT MUKPOKPUCTaJIJIMUECKYIO LeJIJII0JIOBY B
koJnuyecTBe oT O pmo 60% (Macc.), ©OoJee MPedloUTHUTENBLHO OT 5 1o

40% (Macc.), ¥ HamboJlee NpennoudruTesisHO oT 10 mo 35% (Macc.).
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Cyxad cCcMech, IpelHa3HaueHHasd IJIS I[IPeCcCOBaHMA B TBepOyo
eNVMHMUILY HO3UPOBaHMA, MNpPenrnoudTmTesJIbHO comepxuT oT 0,1 1»mo 2%
(macc.), BoJjiee npepnouTuTesrHo orT 0,2 nmo 1,5% (Mmacc.), u
HamboJiee npenmnourmurespHo or 0,5 mo 1% (Macc.) cMas3HBawImeIro
BemecTBa, KOoTopoe BHOpaHO M3 CcTeapujdyMapaTa HaTpUia, CcTeaparTa
MaTHMSI, CTeapMHOBOM  KMUCJIOTH, JaypuwjiacyjJgbdaTa HaTpHUH, TaJbKa,
IIOJIMATUJIEHTJIMKOJISA, CTeapaTa KaJblIMA UM UMX CMecel.

Cyxyl CMechb IpPelloUTUTEeJIbHO TIPeccylnT B TBepOyln eIVHUIY
OO3MPOBAHUSA IIyTeM MIPAMOTO IPeCCOBAaHUA.

[ToJTyueHHEIe criocoboMm 1o n300peTeH o TBepIOHe eOMHMLIEL
OO3VMPOBaHUSA MOTYT VIMeTb pPa3Hyln  YIaKOBKY. [IpennouyTUTEJBHO,
eIVHULE IO3UPOBaHMSA YyHNaKOoBaHH B OJMCTEPHYID YIaKOBKY, COIepXallyio
1o MeHbmel Mepe 14 eIMHMII HOBUPOBAHMUA.

V306peTeHne OOIIOJIHUTEJIBEHO IIPOUJLIIDCTPUPOBAHO c [IOMOIIBIO
CIenyiRIMX IPUMEPOB, HEe OTpaHMUMBAaKIMX OO0BEM M300peTeHMud.

[TPUME PEBI

VicnmiTanre Ha PacTBOPMMOCTE

OnMCcaHHHM HMWXEe TeCT Ha PacTBOPMMOCTL MOXeT OBTHL MCIIOJb30BaH
OJIg M3YyUeHMd XapaKTepa PacTBOPEHUS OUCIEPIUPYEMEX B IIOJOCTU pPTa
eIVHMI NO3MPOBAaHUSA.

YcrporicTBo OIS TecTa Ha pacCTBOPHUMOCTD

- JIOIIACTHOW ¥ KOP3MHOUHEM TecTep Ha PacTBOPMMOCTBL Vankel VK
7010 mim VK 7025, apToMaTHUueckum npobdoordopHuMk VK 8000, cocynw
IOJIg TecTa Ha pacTBOpUMOCTE o0OBeMOM 1000 MII M IOPUCTEE MUKPOHHEE
OuIIETPE (35-KOHTAKTHEE) .

Cpena pacTBOpEeHMUA

- 9000 M @»OeMMHepallM30BaHHOM BOIH IIE€PeHOCAT B MEPHYI KOJIOY
oBbwemMoM 10000 miI.

- JobapjasawT 68,05 1 KHPO, m 8,96 1 NaOH M T1epeMelmMBalT
pPacTBOp OO IIOJIHOT'O pacTBOPEeHUS.

- CMellMBaRT pacTBOP UM IIPM HeOOXOOMMOCTM IOOBOLOAT ypoBeHbL pH
no 6,8 c nomombio NaOH miam oochopHOM KMCIOTH, M OOBOOAT OO oObheMa
nyTeM noBaBjleHUS OeMMHepaJIM30BaHHOM BOIH.

MeTonuka onpernejleHUS DPACTBOPUMOCTHU

- BHocAT 900 MJI CpeOH PacTBOPEHMSA B KaXIHM COCYI JIONacCTHOTO

YCTPOMCTRA .
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- CobupanT yCTPOMCTBO, HarpeBalT Cpely OO TeMIepaType 37 %

0,5°C u ymajusioT TepMOMETDP.

- TloMemakloT OOHY TabJleTKy Ha @OHO KaXIoT'o M3 IMecTHM COCYIOB
Iepel HauvaJiOM BpalleHMsA JIoIacTel.

- HeMepnjieHHO 3allyCKalT BpalleHHue JolacTel.

- HMcnoJp3yonT CKOPOCThL IepeMmemrBaHusa 50 000pOTOB B MUHYTY.

- OrbupanT OpodeH o0 5 MJI M3 cocynoB uepes 5, 10, 20, 30,
45, 60, 75 m 90 MUHYT IOCJIe PacTBOPEHMSI MOJIA IIOJIydeHMS IIOJIHOT'O
npoduiia pacTBopeHUA. 3abupaiT obpasell M3 TIIOJIOXeHMS IIocepelurHe
MexXIy IIOBEepXHOCTBI Cpelbl PacCTBOPEHMS U BepxHEeM IIOBEPXHOCTHIO
JIOIIaCTM MellaJlkM ¥ He MeHee 10 MM OT CTeHKM cocyla. He moBarJIgoT
CBeXyl Cpely PacTBOPEeHMS OJ4  3aMelleHusda  YOaJIeHHOTO obwemMa
pacTBOpPEeHUA.

KoHlleHTpauuu 5SCTeTpojla B obpa3llax OoOIOpenesdinT C  IIOMOIBLI
BHICOKO20OeKTUBHOM KUIKOCTHOM XpoMaTorpabdum (BOXX) C
MCIIOJIE30BaHMEM CTOKOBEIX PacTBOPOB 2CTeTpoJla B KaueCTBEe 2TaljloHa.

IIpuroToOBJI€HME MOABMXHON (¢asel (MP) docpaTHOro Oydepa

- BHocsAaT 1,15 T NH,H,PO, (10 MM) B 1000 MJI
IeM/MHepaJIM30BAaHHOM BOMIB, PACTBOPST eI'0 UM IOOBOOAT YpPOBeHb PH 1o
3,0 ¢ nomombio (oCcHOPHOM KMUCJIIOTH .

YcrporicTBo nyist BOXX

- MOIYJIb o  pasmeyeHus Alliance 2695 Separations,
COCTOAMUY M3 CHUCTeMH IOCTABKM UETHPEeXKOMIIOHEHTHOT'O pPacTBOPUTEJII,
MHXeKTOopa IIepeMeHHOTO of0heMa, aBTOMAaTUUeCKOTO MNIpoBooTOopHUKa C
peryIMpyeMor TeMIIepaTypolM, KOJIOHOUHOT'O TepMoCTaTa M IOeTekTopa C
boTommonHoM MaTpulle 2996 (Bce oT dupMH Waters)

- aHaJIMTHMUYeCcKas KOJIOHka: cumMeTpusa C18, 3,9x150 mMm, dp=5 MKM
(Bce oT Ooumpmel Waters)

- I[IpeDoXpaHuTeJIbHasd KOJIOHKa: 3alliTHass KoJIoHka Cl18, 4x3 MM
(Phenomenex)

- pacxom: 1,0 mi/MuH

- oOHapyXeHMe: YO, njamHa BOJHH 280 HM

- TeMHepaTypa KoJIoHkm: 30 °C

- TeMIepaTypa aBTOMaTHUUeCKOoTOo npobooTbophHura: 10 °C

- o0weM BIpHCKa: 100 MKJI
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- BpeMsa paboTe: 12 MMH

FpanmeHT SIIIONPOBAHNSA

Bpemss (MmH) | AueToHUTpU (%) | PocbaTHEmr Oydep (%)
0 20 80
9 75 25
10 20 80
12 20 80

VICIIEITaHUA Ha PacTBOPVMMOCTE ITPOBOOMIIMCE B TpeX IIOBTOpPpax.

NBMepeHMe palsMepa YacTHULL

PachopelieyieHue pasMepa JacTUll 3CTeTpoJIa MOHOTHIpAaTa
BHIIOJIHAJIM C IIOMOWEBI JIa3epHOTO aHajM3aTopa pasMepa dYacTull Malvern
Mastersizer MicroPlus.

IlostyuyeHMne OUCIEPCHUOHHOM CPEenbl:

- B kojyBy oTBemMBaJM 1 T BCTeTpoJla MOHOIMApaTa M 1 T
copbuTaHTproJIeaTa.

- HoGapjsanu 1 JMTPp n-TekKcCaHa M IIepeMellMBaiM B TeUeHMe IIO
MeHbIIe Mepe 1 Yaca IIpM KOMHATHOM TeMIepaType.

- OunbTpoRasM udepes ouiabsTp 0,45 MKM.

IIpurorToBJsieHHMe obpasiia:

- Tlomemasm 100 M ofpas’la B XUMHMUECKMM cCcTakaH obwemMoM 25

- Io6aBJagaJM HEeCKOJIbKO KalleJlb OMCIEePCUOHHOM CpelH.

- TmaTeJbHO I[IepeMemMBaJM CTEeKJISHHOM [IaJIOUKOM MJIA IIOJIYyUYeHUS
HamJiexamel CyCHeH3UM I0pOolKa.

- IoGaBaaau 10 MJI OUCIEPCHMOHHOW CpemH.

- BHMNOJHAAM aHaJM3 C IIOMOMLI YCTPOMCTBa IJIS OUCIEPCUOHHOTO
aHamz3a npu ckopoctu 3000-3500 oBOOpPOTOR B MUMHYTY.

AHaJmns :

VizMepeHUs pasMepa YacTHUll IIPOBOOVIIU TpU pasa C
VCIOJb30BaHEM OOHOM M TOM Xe aucrnepcum. OKOHUATEJLHEM pes3yJbTaT
[IoJIy4dalin B BUIE YCPEeOHeHHOTO 3HaueHUs Pes3yJIbLTaTOB Tpex
olpeneJieHUN .

OpuMep 1

CyOaMHTBaJIbHEE TabJIeTKM [IOJIydalT C I[IOMOMBI ONMCAHHOW HIWKE

MeTOIOMKNM .
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CMechs OJsa M3TOTOBJIeHUMA TabJIeToK,

Tabaunie

1, IIoJIy4YapT IIyTeM CyXOoI'O CMelMBaHMA MHI'PeIMeHTOB
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KOMITIO 3L A KOTOpOﬁ YKasaHa

IIOMOIIBEI® MMKCEePpa C HUMI3KNVMM YyCHMIJIMeEM CIOBUI'A.

Tabmuua 1
VNHTpeOMeHTH % (Macc.)
V3MeJIbUEHHEI 3CTeTpOoJIt 12,5
MaHHUT 47,5
JlakTo3a 30
[IBII ([IOJMBUHWUIINIUPPOJUIOH) 4
HaTpua KpockapMeJiosza 4
ApoMaTMzaTop 0,5
Acniapram 1
MarHuMa cTeapaT 0,5

LD (v;

0, 5)=npudbnusmuresbHO 15 MKM

C

CMech IOJi4 TabJjIeTUPOBaHUA IIPeCCYT B KPYIUIHe TabJIeTKU Maccou

80 Mr m nuamMeTpoM 6,5 MM. ComepXaHMe DCTeTpoJla B 2TuUX TabjeTkax

cocTaBJygeT 10 wMmr.

OpuMep 2

CyBJMHTBaJIbHEIE TabJIeTKM IIOJIydYalT C IIOMOIB OINIMCAaHHOM HMXe

MeTOIOMKNM .

Tabamiie

CMech

2,

ojga  TablleTUupOoBaHULg,

I10JIy4YanT IIyTeM

KOMITIO 3LV A

CYyxXOTO

CMellMBaHMA

IIOMOIIEI MMKCepa C HUI3KNVMM YyCHMIJIMeEM CIOBUI'A.

KOTOpPOM YKa3aHa

VMHITPpeIVMeHTOB

Tabnuia 2
MNHTpeOMeHTH % (Macc.)
M3MeJIbUCHHEI 3CTeTPOJI * 12,5
MaHHUT 47,5
Kcunur 10

L' D (v;

MukpokpucCTaJJIMdecKas LeJJIniio3a 33

HaTpua KpaxMaJilJIMKOJIAT 5
ApoMaTHUzaTOPR 0,5
AcrniapTam 1
MarHua cTeapartT 0,5

0, 5)=npubamamresbHO 15 MKM

B

C

CMechs OJia TabJIeTHPOBAHMSA IIPeCCYT B KPYIJiHle TadlleTKU Maccom
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80 MI m muamMeTpoM 6,5 MM. ComepXaHMe 5SCTeTpoJla B STUX TablleTKax
cocrTaBjadgeT 10 wmr.

OpuMep 3

[IaTE pas3HEX HabOoOpOoB CYOJMHIBAJIBHHX TabJIeTOK (KOMIIO3MUMM A -
E) nojgyyaoT B COOTBETCTBMM C OIMCAHHOM HMXe MeTOIMKOM, KOTopasd
NIPpOMJIJIDCTPMPOBaHa Ha our.l.

BrJlo 3alljlaHMpOBaHO CcJledyllee coIepXaHue »SCcTeTpoJia B OOHOMU
Tabjgerke: 100 MKID @mJjsg koMmo3uumMm A, 1 M mjasg komrnozmuum B m 10
MI' OJig kowmrnosuumy C, D u E.

Brulv 3aljlaHUpPOBAaHE CJenyplMe I[IokKas3aTeJlM MaccCH OJia TabJIeTOK:
30 mMr mmsa kowmmnosuuum A, 1000 Mr mijag kommno3uuuyu B m 80 M o4
kommiosuuum C, D u E.

3CTeTpOoJI CMEelMBaK0T C YacThbl OCHOBHOTO pasfaBUTeNd U
opoceuBanT uYepe3z cuTo 800 MKM. Bce OpyTue BCIOMOT'aTeJIbHEE
BelleCTBa TakKXe IIpoceubBawnT depe3 cuTo 800 MKM.

YKaszaHHEE MaTepMraJlbl B3BellMBalT U IIEePeHOCAT B eMKOCTb IOJid
CMeNMBaHMA (KpoMe cTeapaTa MalHMA) UM IIepeMellMBalnT B TeueHuMe 15
MMHYT. B KOHLle »DoOaBJAIT CTeapaT MalHUA U IIepeMellMBakT elle B
TeueHMe 3 MUHYT.

OCymeCcTBIIAT IpeccoBaHue c MCIIOJIb30BaHMEM TabJIeTOUuHOM
MallMHE C OOHMM IIYAHCOHOM, CHab®XeHHOV COOTBETCTBYIMMMM IIYaHCOHAMM
(myadHcoH 5 MM mjig Tabjserkm 30 M (A), IOIYaHCOH 6 MM IOJg TadJleTKU
80 mMmr (C, D u E) m nyaHcoH 15 Mm gjasa Tabjgerkm 1000 Mmr (B).

BpemMsa pacnagaeMOCTM IIOIOCUMTHBAJM B COOTBETCTBUM C M3IBECTHEM
IPOTOKOJIOM, OIMCAaHHBEIM B EBpomelckoy o¢apmMmakornee Ph. Eur. 2.9.1
(«PacnnamaeMocThs TabJeTOK M KalcyJ»), W cormygacHo O®apmakornee CIIA
USP <701> («PacnagaeMoCTb») C MCIOJBb30BaHMEM B KaueCTBe XUIKOCTHU
BOIHE COTIJIACHO CIeUUQUKALUN.

TBep,JIOCTb nsMep4djiM B 2 COOTBEeTCTBUMM C M3BECTHEM IIPOTOKOJIOM,

OTIVCaHHEIM B Ph. Eur. 2.9.8 («ConmpoTHUBIIEHNE TabJIeTOK
pa3maBJIMBaHUDY) .
C OKOHYAaTeJIbHEMA KOMITO 3ULIM AMA u COOTBETCTBYKIVMA

pesyJbTaTaMu nOJg9 TabJIeTOK MOXHO O3HAaKOMUTBCA B Tabiuuax 3 u 4
HIMIXe.
Bce komnozmium OBJIM TIPUIOTOBJIEHHE UM IepepaboTaHE B TabJIeTKU

Bes KaKUX-JMOO KOHKPETHEX TpyIHoCcTel. CljledyeT OTMETHTL, UYTO IJ4
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BCEX KOMIIO 3ULIUM OBLIT VCIIOJIb30BaH pras3baBUTEIb c XOPOMMMU
[loKaszaTeJIaMU TeKydeCTu, UYTOOH IIpeOoNoJieTh CBA3aHHHE C TeKydeCTh
OpoOJieMEl, IIpM STOM KOHLEHTpalusda CcTeapaTa MalHug CcocTaBwuia IIo
MeHbIeM Mepe 1,5%, uUuTOOH M30eXaTh NPUIIMIAHUA.

Tabauiia 3 - DoIpoBOHOe OoOmMCaHMe KOMIOBMIIMM B % (Macc.).

KomMmriosuiist Ne A B C D E
V3MeJIbUeHHEM 2CTeTpPOoJI 0,33 0,1 12,50 12,40 12,35
1

MaHHUT 83,14 83,47 71,00 48,47 38,62
KyKypy3HHM KpaxMmalJl 10,01 10,00 10,00

KpocnoBmIOoH 5,01 5,01 4,99

JlJakTOo3a 29,68
[TOIMBVHUIINIIMPPOJIMIOOH 3,98

(IIBIT)

HaTpma kpockapMeJliosa 3,98

Kcuyaur DC 9,91
MUKPOKPUCTAJIJINUECKA S 32,66
LeJJIoJIo3a

HaTpusa KpaxMaJilJIMKOJIAT 4,97
CTeapaT Mal'HUA 1,51 1,51 1,50 1,49 1,48

1'D (v; 0,5)=15 MM

Tabmuila 4 - BKCIEPMMEHTAJILHO OIpelelIeHHHEe CBOMCTBa TablieToOK
TecT (CpeIHUM Bpems: TBepOOCTHL Macca
pesynLTaT oT pacrnagaeMoCcTH

6 ofpaBLIoB)

KomMmmiosuimss Ne (MIMMH : cek) (N) (1)
A 0:53 39,57 33,22
B 1:07 86,07 1060, 37
C 0:39 57,49 81,16
D 0:39 42,71 78,48
E 0:38 37,29 76,49

MOXHO OTMETUTEL, UTO KOHeUHas Macca BCeX IIOJIYUEeHHHEX TabJIeTOK
Opla OJM3Ka K MX leJleBou MaccCe, "M BpeMA pacllagaeMOCTM OBJIO OUeHb
KOPOTKNMM, oaxe IOJ49 cCcaMex 0OoJblMx TabJeTOK MaccoM B 1 r, B

COOTBETCTBUMA C IIpenriojiaraeMbelM ITIOOBA3BIYHEIM, OYKKAaJIbHEM MJIn
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cybabralJiIbHEM I[IyTeM BBeleHUs IJIA 2TUxX TabjleTok. TBepOooCTk BCeX
TabJIeTOK Takxe ObUla B OUEeHb [IPUeMIIEMOM IOMalla3OoHe.

Mpumep 4

PaHIOMM3MPOBAHHOE OTKPHTOE IIepeKpecTHOe ©QapMaKOKMHEeTHUeCKOoe
IOIBYXDTallHOe MCCJiemoBaHMe I[IPOBOOAT IJIA CpaBHeHUS OMOOOCTYIIHOCTU
3CTeTpojla B mHo3e 10 M mnOpu CyOIMHTBaAJBHOM BBEIEeHMM B OIHOMU
Tabjerke 100 Mrr ¢ OMOOOCTYIIHOCTBK IIPpM IIepOopalJIbHOM BBEINEeHUU
SCTEeTpoJla, BXOOAMEIO B cocTakB TabjgeTku 83 M, comepxame¥ 10 wMT
BaCTeTpoJsla. OTM TabJIeTKUM OPUHMMAJMUCE CYOJIMHIBAJIBHO WM IIepOopalibHO
3OOPOBEIMM XKeHIMHaMU—OTOOPOBOJIBLIaMM HaTollak.

OecAaTh 3OOPOBHEX XEeHIMH OBUIM OTOOpPAaHB, MCXOOA U3 CIeIYImMMX
KpuUTepueB: BO3pacT oT 45 mo 65 JjieT (BKJOUUTEJILHO), HeKypdllre WK
KYPUJILIIMKY B IIPOWJIOM (IO MeHblleM Mepe 3a 6 MecsleB OO BBeIeHUH),
MHIEeKC Macce Tejla (MMT)=or 18,5 mo 30 xr/M? (BKJIOUMTEJILHO Ha
MOMEHT CKPMHMUHTA) .

Komnosuliysa cyOIMHIBaJIbHEIX TabjeTok Maccoy 100 M ykas3aHa B

Tabnuile 5 HMXe.

Tabnuita 5
KonunuecTrBO JemcrTBHUE
(% Macc.)
VsMeJIbUeHHEM BCTeTpOoJI 10 AKTUBHLIM MHIPEeIMEHT
1
Ludiflash® 2 34 PasBaBuUTeJb/
cBAsyomee/cynepae3uHTeTpUpy
nlee BeIeCcTBO
Kollidon CL-SF® 3 3 CynepnesuHTerpypyomee
BelleCTBO
CreapaT MaTrHMUA 3 CMasLBapilliee BeleCTBO

1D (v; 0,5)=15 MM

2 Cmeck MaHHMTa (90% macc.), Kollidon CL-SF® 3 u Kollicoat ®
S30D

3 KpoCHOBMIOOH, BEHCOKOIMCIEPCHHI, BLHCIEIO KadecTBa

BpeMsa pacragaeMOCTHM YIIOMAHYTHX TadJIeTOK OBUIO OUEeHB KOPOTKUM

(B cpenHem 40 ceKyHI) .
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B HauaJle IIepBOTO ¥ BTOPOTO D2TallOB MCCJIelOoBaHMA B IIepuoln
MEeXIy 07:00 u 07:28 yTpa 5 KeHIMH 1oJIy4daJin OIIHY o3y
CyOIMHTBAJILHOM KOMIIO 3ULIUM sCTeTpoJia oyTeM BBeIeHUA onoHOM
TabjleTKM BCTeTpoJia (Macca Tabjgerkm 100 mMr; 10 Mo screTpoJa), U 5
KEeHMMH [IoJIydalM OIHY IIepopalibHYIn »OO3Yy I[IepopallIbHOM KOMIIO3UILIUK
3CTeTpoJla IIyTeM BBeOeHMSa OIHOM  TabJleTkKu  >CTeTpota (Macca
Tabjgerkuy 83 mr, 10 M mscTeTpoJia), 3anoMBasg ee Bomou B o0O0weme 200
MJI.

VcOoHTyeMble OOJDKHH OBJIM BO3OEPXMBATLCSA OT IOIpMeMa OIUIK B
TeueHMe II10 MeHbIeM Mepe 10 YacoB Oo OpueMa TabJeTKM UM IO MeHbIeu
Mepe B TeueHMe 4 UYacoOB IOCJe IpueMa. YHnorpebJjeHMe BOINH WK
HaIMTKOB He HOOIyCKaJIoOCk B TeueHMe 1 dYaca OO IOpueMa TabJIeTKHU.
VcnuTyeMele nojydasam 200 M BoOE 3a 1 4Yac Hepen NOpMeMoM TabJeTKu
M depes 2 yYaca IocJe IIpMeMa. VICIHTYyeMHE MOTJIM CBOOOIHO IIMTE BOIOY
u bpyKTOBLIM yan yepes 4 Jaca nocJe npueMa TabJIeTKHU .
CTaHIapTU3UPOBaAHHOE IIMTaHMe I[IpeloCTaBJIAJIoOCkE 3a 10,5 uacoB Inepen
nprueMoM TabjleTkM ¥ dYepe3z 4, 6, 9 um 13 dYacoB I[IOCJe IIpUeMa
TabJIeTKN .

[locJyleDoBATEJILHOCTEL COOHTHUM, TMIPOUCXOIOUBIIKX B TeUueHMEe IIePBOTO

n BTOPOI'O STalla, IIOKa3aHa B Tabauile 6:

Tabauiia 6
CobuTHe
[lepBElI >Tan
Oens 1 CoBimomeHne pexuMa ¢ 19:00
Oens 2 BBeneHue, B3ATHMe  00pas3loB KPOBM M  MOUM,

COOJIOEeHNEe PeXMMa

Oens 3 [Ipouenypa BHXOIa, COOJIIOOEHME DpeXuMa 0O 8 yTpa
Oum 4-8 [IoBTOpHEIEe OOpalleHUd
Oum 9-13 [lepuon OTMBIBAHMA

Bropoit sTan

Oenr 14 CoBimomeHne pexuMa C 19:00

IOenn 15 BBeneHnue, B3gTHMe  00pas3lloB KPOBM M  MOUM,

COoOJIIOEeHNE PEeXMMa

IODenr 16 [lpoulenmypa BEXOHNa, COOJIOIEeHME pexyma IO 8 yTpa
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Oum 17-21 [loBTOpHEIEe OOpalleHUd

Oum 22-26 [lepron OTMBIBAHMA

Oenr 27 BeeneHmre OporecTHHAa

OeHs 28 TejledOHHEIM 3BOHOK, I[IPOBepKa TecCcTa Ha NpOTeCTUH

T'padux oTbopa 0O0pas3loB KPOBM M MOUM, MCHOJB3YEMHM B 5STOM
MCCJIenOBaHUM, HOpuUBeleH B Tabiule 7.

Tabauiia 7

BssaTue BzaTtue xpoBu (4 M) OPOBOOAT IO BBeXOeHUA TabJeTKH
o6pasLoB (0), m 3areM uyepes 0:10, 0:15, 0:20, 0:25, 0:30,
KpPOBU 0:35, 0:40, 0: 45, 0:50, 0:55, 1:00, 1:10, 1:20,
1.30, 2, 3, 4, 6, 10, 16, 24, 48, 72, 96, 120, 144
Yaca Iocje BBeleHuA. OOmee KOJIMYECTBO OO0pasLoB

KpOBM Ha KaXIOM 5BTalle CcoCTabjigeT 27.

BsaTue Cbop MOUM TIPOBOAMTCHA IO BBeIeHMA TabJIeTKu U uYepes
obpasuoce |2, 4, 8, 12, 24, 48, 72, 96, 120 m 144 wyaca 1mocje
MOUM BBeleHUsa. OOmMee KOJIMUECTBO OOpas3LoB MOUM Ha KaXIOM

sTarne cocramJygeT 11.

KoHuenTpauumo BSCTeTPoOJIa B COOpPaHHHX oBpasuax KpPOBU
OIIpenesIigioT C IIOMOILI BHCOKOROOEKTUBHOM XUIOIKOCTHOM XpoMaToTpadum
B coueTaHUU C TaHIeMHOM MaccC-CIeKTpoMeTpuen (BOXX-MC/MC) .
KoHlleHTpaluum TJIOKOYPOHUOMSUPOBAHHOT O DCTEeTPOJIa (D-kOJIBLO) B
obpaslax MOuM Takke OIpemesidnT C IIoMombil BIXX-MC/MC.

PesyJIbTaTH 5STUX aHaJM30B I[IOKAa3HBaKT, UTO OMOIOOCTYIIHOCTH
BCTEeTPOJIAa nopu CyOJIMHTBAJIbHOM BBeIeHUNU CpaBHUMA I oaxe
IPeBOCXOIUT OMOIOCTYIHOCTE IepopalIbHOM GOpMEL 5»CTeTpojila. KpoMme
TOTO, [IOJIYyUEeHHEEe OaHHEEe CBULOETEJILCTBYIT o TOM, UTo npu
CyOJIMHTBAJILHOM  BBeIeHUU SCTEeTPoJIa oroJiornuuecKad OOCTYIIHOCTE
IPOABIAETCHA paHblle, IO CPaBHEHUID C IIepopallbHOM GopMOM sCcTeTpotia.
3CTeTPoJT ojs CYOIMHTBAJILHOT'O NIPUMEeHEHNU A OKa3HBaeT MeHbIIee

BJIMAHME Ha (]_)yHKLU/IOHaJ'IbHBIe IIOKazsaTeJIM IIeYeHN.
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SOPMYJIA MN3OEBPETEHNA

1. JIwucneprupyemMasd B IIOJIOCTM PpPTa TBeplad ¢apMaleBTUUeCKas
enMHMIla OO3UPOBaHWUSA, MMEeKIMas MaccCy B IManaszoHe oT 30 mo 1000 wmr,
¥ yKa3aHHas eIVHMIla OO3UPOBaHUSA COCTOUT U3:

— DBCTETPOJIBHHX 4YacTull, B kKoJudecTBe oT 0,1 mo 25% (macc.),
comepXamux BSCTEeTPOJIbHEM KOMIIOHEHT B KOJMUECTBEe II0 MeHbIel Mepe
80% (Macc.), BHOpPaHHEM M3 BCTEeTPOJa, CJOXHEX 20MPOB SCTeTpojla U
X KoMOMHaLUM,; U

- OIOHOTO VI HECKOJIbKUX bapMalleBTUUYECKHA IpUeMIIeMbIX
VHITPEeIMeHTOB B KoJIMuecTBe oT 75 mo 99,9% (macc.);

Opu 5STOM TBeplas eIVHHUIla »OO3MPOBAHMA COHOEPXUT II0 MeHbIEeN
Mepe 100 MKI BCTEeTPOJIBHOT'O KOMIIOHEHTA;

¥ IIpM BTOM TeBephas eIVHMIa OO3UPOBaAHMSA MOXeT OHTH IIOJIydeHa
CIIOCOOOM, BKJIOUAIMM :

- IoJIyUueHMe DSCTEeTPOJIbHEIX UYacTHll, CcoIepXalMx 10 MeHbIel Mepe
80% (Macc.) BCTETPOJIBHOTO KOMIIOHEeHTa, KOTOPHIN BHOpPAaH nus3
2CTEeTPOoJla, CJOXHHEX 20MPOB BCTeTpoJia UM MX KOoMOMHALMM, U yKa3aHHHE
SCTETPOJIbHEE UYaCTHULE MMET OOBEeMHEM MeIMAaHHBI OMaMeTp OT 2 MKM
oo 50 MKM;

- IIOJIYUeHMEe CYXOM CMecu IIyTeM CMeNMBAaHUSA SCTeTPOJIbHEX
YJacTMl, C OIOHMM WMJIM HEeCKOJbBKMMM (QapMalleBTUUECKM [IpMeMJIeMBMM
BCIIOMOT'AaTeJIbHEMM BemecTBaMu,; U

- IIpecCcoBaHMe CYXOM CMeCHu B TBepOVID eIMHMIY IO3UPOBaHMUI.

2. EovHMIIa OO3MPOBAaHMA COIJIACHO II.l1, IIPM STOM MaccCa eIOWMHMUIE
Oo3MpoBaHmMa cocTabBysgeT oT 40 mo 500 mr.

3. EomMHMIIA IOO3MPOBAHMA COIJIACHO M.l MIM 2, IIPM STOM eIOMHMUIA
OO3UPOBAHUA COIOEPXUT SCTETPOJILHEM KOMIIOHEHT B koJuuecTBe oT 0,5
no 25% (macc.).

4. EpmHMLIa JO3MPOBaHMA COIJIACHO JIOOMY M3 [IpPenllecTBYRIMX
IIYHKTOB, TIIPM 2STOM eIMHMIIA »OO3UPOBAHUSA COOEPXUT DCTETPOJIbLHEM
KOMIIOHEeHT B KoJimuecTBe oT 0,3 mo 100 mr.

5. EmgmHMLIa »JO3MPOBaHMA COIJIACHO JIOOMY M3 [IPenllecTBYRIMX
IIYHKTOB, B KOTOPOM SCTETPOJIbHHIM KOMIIOHEHTOM SABJISETCS SCTeTPOoJ.

6. EIVHMIIa »DO3UPOBaAHUSA COIJIACHO JHOOMY M3 IIPellleCTBYIMUX
IIYHKTOB, B KOTOPOM SCTETPOJIbHHE UYaCTHUIH MMelT OOBLeMHBV MeIMaHHBM

oraMeTp OT 3 OO 35 MKM.
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7. EuHMIIa IJO3UPOBAHMSA COIJIACHO JoOOMy M3 IIpellleCTBYIOMMX
IIyHKTOB, IIpM D3TOM eIOMHMIa »OO3MpOoBaHMA comepxuT oT 50 mo 99,5%
(Macc.) HaIoOJHUTEeJIS, BHOPaHHOTO M3 MaJlLTO3H, (PYKTO3H, Caxapo3H,
JIaKTO3H, TJIIOKO3H, TaJIaKTO3H, TperaJiosH, KCUJIMTa, copbura,
SPUTPUTAE, MaJlbTUTa, MaHHUTA, M30MaJlbTa  MMKPOKPUCTAJJINUECKOM
LeJJII0JIORE, CoJieM KaJbUMag M MX KOMOMHAIINM.

8. EOuHMIIa OO3UPOBaHMA IO II.7, IPpM STOM eIMHMIa IO3UPOBaHMUS
comepxuT oT 50 mo 99,5% (Macc.) HalOoJIHUTEJIS, BHOPaAHHOTO U3
JIaKTO3HI, KCUJINTA, copbura, SPUTPUTA, MaHHUTA,
MUKPOKPUCTAJIJIMUECKON LEeJIJIIOJIO3E M MX KOMOMHAILUN.

9. EIMHMIA »DO3UPOBaHUA IO II./ wWiIM 8§, IIOpM DTOM eIMHUIa
DO3MPOBaHUA COOEpPXUT [0 MeHblleM Mepe 20% (Macc.) caxapHOTo
CMpTa, BHOPAHHOTO M3 MaHHMTAa, KCUJIMTA UM MX KOMOMHALMUM.

10. EmuHMIIa OO3MPOBaAHMSA COIJIACHO JOOOMYy M3 IIpelleCTBYIIMX
IIyHKTOB, IIPM 5STOM eIMHMIla »OO3UMpoBaHMsA comepxuT oT 0,1 mo 20%
(Macc.) Oe3UHTeTIpUpyRIe o BemecTBa, BHOPAaHHOTO nus3
MOIMOUUIMPOBAHHHX KpPaxMaJioB, CHIMTOTO NOJMBUHWIINIMPPOJIMUIOHA, CIUTOM
KapMeJIJIOBH M MX KOMOMHALIUM.

11. EgmuHMLIa OO3UMPOBAHMA COIJIACHO JIOOOMY M3 IpedmecTBYIMUX
IIYHKTOB, npu 2TOM eIVHUIIA OO3UPOBAHUSA COOEPXUT
MUKPOKPUCTAJJIMUECKYD LeJJIiJIo’y B kKoJmuecTBe oT O mo 60% (Macc.).

12. EguHMLIAa OO3UMPOBAHMA COIJIACHO JIOOMY M3 IIpedmecCTBYINUX
IIYHKTOB, IIpM 5STOM eIOMHMIA OO3UpoBaHMA comepxuTr or 0,1 mo 2%
(Macc.) cMa3HBaKmeI'o BemMecTBa, BHOPaHHOTO M3 CTeapuidyMapaTa
HaTpMUsa, CTeapaTa MaTHMUS, CTeapMHOBOM KUCJIOTH, JaypuicyjabbaTa
HaTpMUsa, TaJjlbKa, IOJUDTUIIEHIJIMKOJIL, CcTeapaTa KaJlbLUMg UM UX CMeceln.

13. TBepmasa eqUHUIA OO3UPOBaAHUAI COTJIaCHO JIoBoOMYy "3
IpedmecTBYONUX [IYHKTOB IJIS I[OIPVMMEeHEeHMS B TepalleBTUUeCKOM JIeUeHUHU
WIM IOJIsS OpYMeHeHMSA B TOpPMOHAaJILHOM 3aMeCTHUTEeJILHOM Tepaluu Y
KeHIMH , u yKasaHHoOe IpUMeHeHN e BKJIIOUAET CyOIMHTBaJILHOE,
OyKKaJIbHOe WM CcydjadbrallbHOe BBeIeHMe eOMHUIE NO3UMPOBaAHWUA.

14, Teepmas enuHMIA OO3MPOBAHUA IJIA [IpUMeHeHUs IO I1.13, u
ykKasaHHOe IIpuUMeHeHMe BKJIoUaeT eXelHeBHOe OOHOKpaTHOe BBeIdeHMe B
TeueHMe IIeprola II0 MeHbllel Mepe 1 HemeJo.

15. Crooco® koHTpalelluMM OJIS XeHMMH, IOPpM STOM YKasaHHBM

crioco® BRJOUaeT CyYOIMHI'BaJIbHOE, OYKKaJIbHOe WM cybJjabuallbHoe
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BBEOEeHME eIVHMIE IOO3UMPOBaHMUSA COTJIACHO JiwboMy M3 mnm.l-12.

16. Cnoco® mno n.l5, mOpu 5TOM YKa3aHHHM CcIocod® BKJOUYAET
exXeIHeBHOEe OIHOKpaTHOEe BBeleHMe B TeueHMe IIepuoda II0 MeHbIen
Mepe 1 HemeJo.

17. Cnoco® 1moJydeHMS TBeploW eIVMHMUBE TO3UMPOBAHMSA COTJIACHO
JotoMy M3 O.1.1-12, M yKa3aHHHM CHOCOO BKJIOUAET CJelyllye 2Tallbl:

- IIOJIydeHMe BCTEeTPOJIbHEX UYacTUll, CcoIepXallxX SCTeTPOJIbHEM
KOMIIOHEHT B KOJIMUECTBE IO MeHbHel Mepe 80% (Macc.), BHOpPaHHEM U3
3CTEeTpoJla, CJOXHHX QMPOB D2CTeTpoJia M MX KOMOMHALMM, U WMEMUX
OOBEeMHE MeOMaHHBM OMaMeTp OT 2 MKM Io 50 MKwM;

- I[OJIyUeHMe CYXOM CMecCHu IIYyTeM CMellMBaHMsa 1 YacTu IIO Macce
BCTEeTPOJIBHEIX dYacTuil ¢ 2-1000 wacTeV 1o Macce OIHOTO WM
HECKOJIbKUX dapMalleBTUUEeCKM IIPUEeMIIEMEIX BCIIOMOT'aTeJIbHEIX BelleCTB; U

- IIpeccoBaHMe CyxXOM CMeCM B TBepIyln eIMHMIY TO3UPOBAHUA.

18. Crioco® mno 1m.1l7, ¥ YKas3aHHBM CcIooco® He  BRJIOUAeT
nobaBljieHMe XUIKOT'O PacTBOPUTEJIA BO BpeMda WM IIOCJe OOBbeIMHEeHMA
DCTETPOJIBHEIX YacTUL C OIOHUM WM HEeCKOJIbKUMMM dapMalleBTUUeCKU
IpMeMIeMBEIMM BCIIOMOTATEJIbHEIMY BelleCTBaMU.

19. Cmnoco® mo n.l7 miau 18, B KOTOPOM OOBEMHEM MeOMaHHHM
OIMaMeTp 2CTEeTPOJIBHHX YacCTMI[ COCTaBJIAeT OT 3 OO 35 MKM.

20. Cnoco® corjgacHo JgoboMy M3 I.1m.17-19, B KOTOPOM cCyxXasd
cMeck comepxuT oT 50 mo 99,5% (Macc.) HaOoJHUTeJS, BHOPaAHHOTO U3
MaJlbTO3H, OpPYKTO3H, caxapo3H, JIaKTO3HI, TJIIOKO3HI, TaJIaKTO3H,
TperaJio3H], KCUJINTa, copbura, SPUTPUTA, MaJlbTUTa, MaHHUTA,
M30MaJIbTa, MUKPOKPUCTAJIJIMUECKOM LeJJIOJIOBHE, CoJieM KaJblusa U UX
KOMOMHALINNA .

21. Cnoco6 mo mn.20, B KOTOPOM eOMHMIA HOO3UPOBAHUA COLEPXUT

or 50 mo 99,5% (Macc.) HaloJIHUTeJSa, BHOpPaHHOTO U3 JIaKTO3H,
KCUIINTa, copbura, SPUTPUTA, MaHHUTa, MUKPOKPUCTAJIJINUEeCKOM

UeJJIOJIOBE M UMX KOMOMHALWM.

22. Cnoco® mno n.20 mimm 21, B KOTOPOM Cyxasd CMeChb COLOEPXUT
1o MeHbmeM Mepe 20% (Macc.) caxapHOT'O CIOMPTa, BHOPaAHHOTO U3
MaHHUTa, KCUJIIMTa M MX KOMOMHALNM.

23. Cnoco® cormjacHo JoOoMy M3 IMIPEeNHOYyIMX I[IYyHKTOB 17-22, B
KOTOPOM cyxasd CMeChb COOEPXUT oT 0,1 oo 20% (mMmacc.)

OTe3SVMHTeI'pHMpyKrmeIo BemeCTReBa, BH@paHHOPO nus MO,JII/I(]_)I/ILU/IpOBaHHBIX
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KpaxMaJIOB, CHOMTOTO IIOJUBUHMINIUPPOJIMIOHA, CHMTOM KapMeJIJIO3H U UX
KOMOMHALIN .

24. Cnoco® cormjacHo JwobOoMy M3 IMIPEeNEOYIMX IIyHKTOB 17-23, B
KOTOPOM eIVHUIIA IO3UPOBAHUSA COOEePXUT MUKPOKPUCTAJIJINUECKYIO
LIeJJInJIO3Y B kKoJMdecTBe oT O mo 60% (Macc.).

25. Cnoco® cormjacHo JwoboMy M3 IMIPeNHOyIMX IIyHKTOB 17-24, B
KOTOpPOM cCyxasa CcMechb comepxuT oT 0,1 mo 2% (Macc.) CMas3HBaKIETO
BemecTRBa, BHOPaHHOTO M3 CcTeapuldyMapaTa HaTpuA, CTeapaTa MaTlHUL,
CTeaprMHOBOM KMCJIOTHI, JaypuilcyiabdaTa HaTpuUH, TaJbKa,
IIOJIMATUJIEHTJIMKOJIS, CTeapaTa KaJblUMA UM MX CMeCceN.

26. Crnoco® cormjacHo JiboMy M3 IIPpelenyliMxX IIyHKTOB 17-25, B
KOTOPOM TRBePOYIR eIVMHMUIY IO3UPOBAHMSA IIOJIydalnT IOyTeM IIPpAMOTO
IpeCcCOBaHUSA.

[To moOBepeHHOCTU
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