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KPUCTAJVIMYECKASA COJIb MAJIOHATA DITMHE®PUHA

HEPEKPECTHASA CCBLIKA HA POJACTBEHHDBIE 3AABKH

JlaHHas 3as1BKa 3asBJSIET IPHOPUTET 110 npeasapurenbHoi 3asske CIITA Ne 62/711 936,
nopanHo# 30 uronst 2018 r., u npensapurenbHoi 3asBke CLIIA Ne 62/731 442, nonanuoi 14
ceHTsi0pst 2018 ., paCKPBITUS KAKIOW U3 KOTOPBIX BKJIFOYEHO B JaHHBIN JTOKYMEHT B ITOJIHOM
00beMe MOCPENCTBOM CChLIKH.

OBJACTDb TEXHUKU

H300pereHne OTHOCUTCS K HOBO# (DapMarieBTHUECKOW COJTU B KPUCTAJUTMYECKOU (hopme.
Bbosee KOHKPETHO, M300pETeHNEe OTHOCUTCS K KPUCTAJUTMYECKOH COJTM MajloHaTa STTuHeppuHa;
(apManeBTHUECKONH KOMITO3ULINH, COAEpIKALIeH KPUCTAJUTNUECKUH MaJIOHAT STTnHe(ppuHa; U
croco0y JIedeHHs MAMEHTA, BKIIFOYA0IIEMY BBEACHNE TTALIUEHTY (apMaleBTUIeCKOI
KOMITO3UIIMH KPUCTAJUTMIECKOTO MaJIOHATa 3MUHEp pHHA.

YPOBEHb TEXHUKH U3OGPETEHWUA

Ha nporspxkernn pecsaTuneTnit snmHeQpHH UCTIONB30BAJH AJIS JIEYSHUS
aHaumakTruueckoi peakunu. B 1958 rony Bose BmMecTe ¢ konieramu U3y4aiii pa3indHble COJTN
snuHe(ppUHA, TaKHe KaK LUTPAT SnuHeQpuHa, yaensis oco0oe BHUMaHue (HapMaKOJIOTHIECKOi
aKTUBHOCTH conu uutpara snuHedpuna. Bose, et al., Observations on the pharmacological
activity of different salts of adrenaline, morphine and strychnine, Indian J Med Res. 46(2):193-8
(Mar. 1958). B 1972 roay John J. Sciarra BMecTe ¢ KOJUIeraMi pacKpbUIN CIIOCOO MONyYeHUS
Masieata snrHedprHa, Manarta snuHedpuHa u pymapara snuHedpuna. John J. Sciarra, et al.,
Synthesis and Formulation of Several Epinephrine Salts as an Aerosol Dosage Form, Journal of
Pharmaceutical Sciences, 61(2), 219-223 (1972). JIpyrue cojiu, u3y4eHHbIE B JUTEPATYPE,
BKJTIOYAKOT THApoXJiopun snuHedpuHa u outaptpat snunedpuna. TE Peddicord, et al., Stability
of high-concentration dopamine hydrochloride, norepinephrine bitartrate, epinephrine
hydrochloride, and nitroglycerin in 5% dextrose injection, Am J Health-Syst Pharm. 54, 1417-
1419 (1997); MM Rawas-Qalaji, et al., Epinephrine for the Treatment of Anaphylaxis: Do All 40
mg Sublingual Epinephrine Tablet Formulations with Similar In Vitro Characteristics Have the
Same Bioavailability?, Biopharm. Drug Dispos. 27, 427-435 (2000).

CYIIHOCTD U30EPETEHUSA

Hacrosimee n3o0pereHre OTHOCUTCS K HOBOM KPUCTAJUTMIECKOH CONM SMMHEe(PpUHA, COH
MaJIOHaTa BHI/IHe(pr/IHa, a TAKXKE K q)apMaL[eBTI/ILIeCKI/IM KOMIIO3ULUAM, COACPIKAIINUM YKA3aHHYHO
coJib 3nrHe(prHA, CrIoco0aM MOJyYeHHs YKa3aHHON COJIN SMUHe(QPUHA U CIIOCOOaM JIeUeHHSI

MAIMEHTOB, BKIIIOYAIOIINM BBeIEHHE YKa3aHHOM CoNu sniHedprHa naruenty. B
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NPEATIOYTUTENIEHOM BAPUAHTE OCYIIECTBIEHHS TOJUMOPQHBINA KPUCTAITMYECKHH MaJIOHAT
snuHe(prHA UMeeT KapTUHY MOPOLIKOBOH PEHTT€HOBCKOM nudppakuny,
NPOMJLTIOCTPUPOBAHHYIO Ha ur. 1.

B onpeneneHHBIX BapuaHTaX OCYLIECTBIICHHS MPeAsioxkeHa (papmarieBTuaeckast
KOMITO3HLIMS, COAEpIKaIasi CoJIb MaJIOHATa snuHedpuHa. PapmaneBTHIECKass KOMITO3ULVS
MOJKET OBITh MOAXOASIIEH sl MEPOPATBHOTO, PEKTAIBHOTO, BHYTPHIKETYAOYHOTO, MECTHOTO,
BHYTPUUYEPENHOTO, THTPAHA3AJIbHOT'O U MMAPEHTEPATIbHOIO BBEIEHNs. B npeanouTurensHom
BapHUAHTE OCYINECTBJICHUS (papMalieBTUYECKast KOMITO3ULIUSI MOXKET MPEACTABIATh COOOH
CyOJIMHTBAJIbHYIO HJTH OyKKaJIbHYIO TabseTky. PapManeBTHYECKUI COCTAB MOXKET COIEepPKATh
(dapmanepTiyecku 3G PEeKTUBHOE KOJIMIECTBO COJIM MAJIOHATA 3NTHHEePPUHA U OJUH WK OoJee
(apMaeBTHYECKH MPUEMIIEMbIX BCIOMOTATEIbHBIX BELIECTB, B TOM YHCIIE, HANPUMED,
HATIOJIHUTENb (Hanpumep, MUKPOKPUCTAJUTMIECKYIO LEJUTIOJNI03Y) U Pa3phIXJIUTeNb (Hanpumep,
CUINTBINA MOTUBUHUINMUIUPPOIUINH UIIU TUAPOKCUTPOIHILIEIUIIOIO03Y ¢ HU3KOH CTENEHBIO
3aMelieHus). B onpeneneHHbpIX BApHaHTaX OCYINECTBIIEHUs (papManeBTHIeCKast KOMIIO3ULIUS
MOJKET JOMOJHUTEIBHO CONIEPKaTh CMa3bIBAOIIEE BELIECTBO (Hanpumep, cTeapaT Marius) u
TIUAAHT (Hanpumep, TUOKCUI KPEMHUs1). B onpeneneHHbIX BApHaHTaX OCYIIECTBIICHHS
bapmarieBTHUECKas] KOMITO3ULIHMS MOKET JOTIOJHUTEIBHO COAEPKaTh pazdaButTens (Hanpumep,
MaHHUT) W/WJIHK areHT, peryaupyowmuit pH (nanpumep, TMIMOHHYIO KUCIIOTY).
dapmaneBTHUECKas KOMITIO3ULUS MOXKET COIePKaTh MaJIoHAT snnHedpuHa B konndecTse oT 0,3
10 10 mr. PapmaneBTu4eckasi KOMIO3ULUA MOKET AOMOJIHUTEIBHO COJEPKATh HATIOJHUTEND B
kouecTse oT 20 1o 30% mo Macce U pa3pbIXJIUTENb B kojuuecTse oT 5 10 15% mo macce. B
OTpeNeIeHHBIX BAPHAHTAX OCYIIECTBIIEHHsI (hapMaLleBTUUECKash KOMITO3ULUSI MOJKET
pacrnanarbces 3a 30 UM MEHee CEeKYH/I.

B onpeneneHHbIX BapuaHTaX OCYIIECTBICHUS MPEAJIOKEH CIIOCOO MOMYYEeHUsT YKa3aHHOM
coyiu MasioHarta snuHedprHa. Crocod MOXKeT BKIIIOUATh N00AaBIEHUE MAJIOHOBOW KHUCJIOTHI K
pacTBOpPY OCHOBaHMS SNHHE(PPHHA B pacTBOpHUTENE (Hanpumep, B 3TaHojie). MajloHOBas
KHCJIOTa MOKET OBITh 100aBJI€HA K paCTBOPY B COOTHOIIEHHH 1Mo MeHbIueil mepe 0,001:1, mo
menbinen mepe 0,01:1, no mensiueit mepe 1:1, mo mensent mepe 2:1, no MeHbiel mepe 3:1, o
MeHbLIen Mepe 5:1, no mensiuei Mepe 10:1, no mensiuei mepe 25:1, no mensiuel Mepe 50:1, mo
menbeit mepe 100:1, mo menbineii mepe 500:1 oTHOCcHUTENbHO STTMHEDpHHA. MasoHOBas
KHCJIOTa MOKET OBITh 100aBJI€HA K pACTBOPY B COOTHOIIEHHH, MEHbIIeM min pasHoM 100:1,
MeHbIeM unu paBHOM 500:1, menpiem unn pasHom 100:1, MeHbinem unu pasaoMm 75:1,
MEHBIIEM UJIM PABHOM 5:1, MEHBILIEM UJIM PABHOM 3.1, MEHbILIEM WIH PAaBHOM 2:1, MEHbILIEM

i paBHOM 1:1. B onpeneneHHbIX BapraHTaxX OCYLIECTBIEHUSI MAJIOHOBAsI KUCJIOTa MOXKET OBbITh



nobasiieHa k pactBopy B cootHomenuu ot 0,01:1 mo 3:1. B npeanoyrurensHoM BapuaHTte
OCYIIECTBIICHHSI MAJIOHOBAsI KUCJIOTa MOKET ObITh TOOABJIEHA K paCTBOPY B 3KkBUBaseHTe 1:1
OTHOCHUTENbHO 3nuHedprHa. Crocod MOKeT BKIIIOUYATh MepeMEIINBaHUE PACTBOPA U OCAKACHHE
conu u3 pactBopa. Croco® MOXKET OMOJHUTENBHO BKJIIOYATh (PHIBTPALIMIO U CYIIKY OCAIKA.

B onpeneneHHbIX BapUaHTaX OCYIIECTBJICHHUS MPEAJIONKEH CIOCOO JIEYSHHUs TAlIMeHTa.
Crnocob BkITIOUaeT BBeneHue hapmaneBTudecku 3(pGEeKTUBHOTO KOJIMYECTBA MAJIOHATA
BHHHeq)pI/IHa MalUCHTY, HY X KOAIEMYCA B TAKOM JICUCHWH, BKJIHOYasd, HANPUMED, MAITUCHTOB, Y
KOTOPBIX BO3HHUKIIA aHa(bI/IJIaKTI/ILIeCKaﬂ peaKkLus.

KPATKOE OINUCAHUE T'PAOUYECKUX MATEPHAJIOB

[Tpunaraemsie pUrypel, KOTOPbIE COAEPHKATCS B TAHHOM OMUCAHUU U (POPMHUPYIOT €ro
4acThb, WUTIOCTPUPYIOT PA3INYHbIE BAPUAHTHI OCYLIECTBIIEHUS HACTOALIETO PACKPBITHS U BMECTE
C OMUCAHUEM JOTIOJIHUTEIIBHO CITY’KaT JJIsl OOBSICHEHUS IPUHIIUIIOB PACKPBITHS, H TO3BOJISTFOT
CHELHUAIHNCTY B COOTBETCTBYIOLIECH 00IACTH BBITIOJHUTD U HCIIOJIB30BATh PACKPBITHIC B TAHHOM
JOKYMEHTE BapUaHThI OCYLIECTBIECHUS.

Ha ®@ur. 1 wmrocTpupyercs: CHeKTp NPOTOHHOTO SAEPHOTO MarHUTHOTO pe3oHanca (H
AMP) conu manoHata SnuHepUHA.

Ha @ur. 2 nmmrocTpupyeTcs CeKTp MOPOIIKOBOH peHTreHoBcKor audpakiun (XRPD)
COJIM MaJIOHATa 3MUHe(PPUHA.

Ha @ur. 3 ummroctpupyercs cnekTp anddepeHInanbHON CKaHUPYIOLeH KaJIopUMeTpUU
(ACK) conu manonarta snuHe(ppUHa.

Ha ®ur. 4 unmocTpupyroTcs pe3yabTaThl TEPMOTPABUMETPHUUYECKOIO aHAIN3A COJH
MaJjioHaTa SMUHEPPUHA.

HOAPOBHOE OINMCAHUE CYIIHOCTHU U3OBPETEHUA

Hacrosimee m3o0peTeHne B 11eJI0M OTHOCUTCS] K HOBOM KPHCTAJLTHUECKOH COJH
snuHepuHa. OOHapyKeHa HOBast COJIb SMTUHEPPUHA, MAJIOHAT SMHHE(PPUHA, KOTOPAst MOXKET
OBITH TIOJTy4eHA B KpHUCTAJUTNYeCcKo (hopme, oOanaromeli CBOMCTBAMHY, JKeJIaTeIbHBIMHE TSI
(bapmManeBTHUECKON KOMITIO3ULNH, BKIFOYAs, HAPUMEP, CYOJIMHTBaJIbHbIE H OYKKAJIbHBIE
dapmaneBTHUECKHE KOMIIO3HULIUH.

[Ipexne yem HacTosEee n300peTeHne OyaeT MoAPOOHO OMUCAHO HUXKE, CIIeNyeT
MIOHUMATh, YTO 3TO U300PETEHNE HE OTPAHUYNBAETCS] KOHKPETHOH METOOJIOTHEH, MPOTOKOJIAMHU
U peareHTaMH, OTMCAaHHBIMU B JAHHOM JAOKYMEHTE, TOCKOJIbKY OHU MOTYT BapbUPOBAThHCS.
Taxxke cnenyer NOHUMATh, YTO UCIIONIb3yeMasi B JAHHOM JOKYMEHTE TEPMUHOJIOTUs
IIpeHA3HAYeHa TOJIBKO AJI OMMCAHUsl KOHKPETHBIX BAPUAHTOB OCYLIECTBJICHNUS U HE

npeaHa3HaYeHa ISl OrpaHUYeHUs: 00beMa HaCTOSIIIero n300peTeHust, KoTopoe Oyaer
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OrpPaHUYEHO TOJIBKO MpuiiaraeMoii popmyoit n3obpetenus. Ecnu He ykaszaHO WHOe, Bce
ynotpeOsieMble B JAHHOM JJOKYMEHTE TEXHHUECKHE 1 Hay4YHbIe TEPMUHBI HIMEIOT
OOIIEeNPUHATHIE 3HAYEHUs, TOHSITHBIE JIIOOOMY CIELHaINCTy B JAHHOW 00JIaCTH TEXHUKH, K
KOTOPO MMeeT OTHOLIEHHE HACTOsIIee H300peTeHHE.

TepMuH «OKOJIO», IPU UCTIOIB30BAHUH B CBSI3U C YHUCJIOBBIM 3HAUEHHEM, NIPEIHA3HAUEH
TSl OXBAaTa YKCJIOBBIX 3HAYEHUH B Mpeesiax Quarna3oHa, MMEIOIIEro HIKHUM peiest, KOTOPbIi
Ha 5% MeHblIle yKa3aHHOTO YUCIIOBOr0 3HAYEHUs], U HMEIOLIEro BEpXHUH npezes, KOTOpbIi Ha
5% GoJblue yKa3aHHOTO YHUCIIOBOTO 3HAYCHUSI.

Hcnonb3yemMbie B JAHHOM JOKYMEHTE TEPMHUHbI «JIEYUTHY, «JICUCHHEY WIIH «TePaIusy,
NpUMEHsIEMbIe B OTHOIIEHHH 3a00JI€BAHUS WM PACCTPOHCTBA, O3HAYAIOT BBITIOJHEHUE OTHOTO
win OoJiee U3 CIEAYIOMUX NeHCTBHUI: () YMEHBIICHHE TSKECTH U/WJTH MPOOJIKUTEIbHOCTH
paccrpoiicTsa; (b) orpaHuyeHne WK NPeIOTBPAIeHUe PA3BUTHSI CHMITTOMOB, XapaKTePHBIX JJIs
PacCTPONCTB, MOJISIKAIINX JICUEHUIO; (C) MHIHONpPOBaHUE OOOCTPEHHSI CHMITTOMOB,
XapaKTEPHBIX ISl paCCTPOINCTB, MOUIekKAINUX JedeHnto; (d) orpaHnyYeHne WM MpeIoTBPaIleHUe
penuarBa paccTporcTBa (PACCTPOICTB) Y MALIMEHTOB, Y KOTOPBIX paHee ObLIO pacCTPOMCTBO (-
a); 1 (¢) orpaHUYEHHe WU MPEJOTBpPAIlEeHHe TOBTOPEHHUsI CUMIITOMOB Y TALIMEHTOB, Y KOTOPBIX
paHee ObUTH CUMIITOMBI PacCTPOICTBA (PAaCCTPONCTB).

«PapmareBTHUECKasi KOMITO3ULIMUS) COTJIACHO N300PETEHNIO MOKET OBITh IPECTABIEHA
B (popMe KOMIO3UIIMH, TP 3TOM PA3JIMYHbIE AKTHBHBIC HHIPEIUEHTHI U pa30aBUTEIH W/ WK
HOCHTENN CMEIIaHbl IPYT C APYTOM, WIIN MOXKET IPUHIUMATh (POpMYy KOMOMHUPOBAHHOTO
npernapara, B KOTOPOM aKTUBHbIE HHTPEIUEHTHI MPUCYTCTBYIOT B YACTUYHO MJIH MOJHOCTHEO
apyroi popme. IIpumepom Takoit KOMOMHALIMK UM KOMOMHUPOBAHHOTO MpernapaTa siBJsieTCs
COCTaBHOUN KOMILJIEKT.

«TepaneBTHUECKOE KOJTUYECTBOY WM «TepaneBTHYeCKU 3P (PekTHBHOE KOINIECTBO»
NPEACTABISIET COOOH KOJNIMYECTBO TEPANIEBTUYECKOTO areHTa, JOCTATOYHOE ISl TOCTHKESHHUS
HaMe4yeHHO! enn. D PeKTHBHOE KOJMUYECTBO TAHHOTO TEPATIeBTUYECKOro areHTa Oyner
BapbUPOBATHCS B 3aBUCUMOCTH OT TaKuX (PaKTOPOB, KaK MPUPO/A areHTa, Cioco0 BBEACHMS,
pasMep U BHI KMBOTHOTO, MOJIy4YarOLIEro TePaneBTHUECKH areHT, U LeJib BBEACHUSI.

D¢ dexTrBHOE KOMUIECTBO B KAKAOM OTACIBHOM CIIy4ae MOXKET OBITh OIMpenesieHO
SMIIMPUYECKU KBATU(PULHUPOBAHHBIM CIIELIHATUCTOM B COOTBETCTBUH CO CIIOCOOAMH,
NPUHSTHIMU B JAHHOW O0JIACTH TEXHHUKH.

B KOHTEKCTe JaHHOTO JJOKYMEHTA TEPMUH «IALUEHT» WIIN «CYOBEKT» MPEeaNOYTUTEIHHO

OTHOCHTCS K 4esioBeKy. Takske BKIFOUEHbI JIF0Oble MIIEKOMUTAOLINE WITH MTHLBI, KOTOPBIM

MOTYT OBITH I1OJIE3HBI OIMMCAHHBIE B AaHHOM JOKYMCHTEC COCIUHCHUS. HpennhoHTeano,



«CyOBEKT» WIIN «IALUEeHT» BBIOPAH U3 TPYIIIBL, COCTOSIIEH U3 Ja0OPaTOPHBIX JKUBOTHBIX
(HarpuMep, MBI WIH KPBICHI), JOMAIIHUX KUBOTHBIX (BKJIFOYAs, HATPUMEDP, MOPCKYIO CBUHKY,
KPOJIMKa, Kypully, HHIAEHKY, CBUHBIO, OBIy, KO3y, BepOII01a, KOPOBY, JIOIIA/b, OCJIA, KOIIKY HIIN
cobaky) Win Ipyrux NPpUMaTOB, B TOM YHCIIE LIMMIIAH3E.

«®DapmaLeBTHUECKH PUEMJIEMBI» O3HAYaeT B LIEJIOM O€30MacHbIi PU BBEICHUN
JIFOISIM WJIH SKUBOTHBIM. [IpeAnodTuTeNbHO (hapMaleBTHYECKH MPHUEMIIEMbIM KOMIIOHEHTOM
SIBJIIETCSI TOT, KOTOPBIN ObLT O00OPEH PeryIMpyrIM OpraHoM (eaepaibHOrO MPABUTENILCTBA
WM TIPABUTENbCTBA IITATa UM BHeCeH B peectp Papmakonen CIIA, onyOiukoBaHHBIH
Pharmacopeial Convention, Inc., Rockville Md., miu BHeceHHBIH B 1pyroii oOmenpu3HaHHbIHI
(bapMakoOneHHbIi peecTp, Coneprkalluil CBEIEHHsI O IIpenaparax, MpeIHa3HAYeHHbIX IS
JICYSHHS] )KUBOTHBIX U, B YACTHOCTH, JIFOACH.

B onHOM BapuaHTe OCYIIECTBICHHS HACTOSIIIEE H300PETEeHNE OTHOCUTCS K MAJIOHATY
snuHe(ppUHA B KPUCTAITHUECKOH (popme, nMerorero Bua Oenoro nopouka. Cosb ManoHaTa
snuHEe(PUHA MOKET UMETh pacTBOPUMOCTh B Boze 11427 mr/mi;, pKa 5,47; u xoaddpuruent
paznenenus (logP) -3,00. PacTBopuMOCTb B BOAE COJIM MajIOHATa SMTUHE(PUHA B
KPHUCTATNUECKOH (hOpMe HEOKUAAHHO 0KAa3aJ1ach CYIIECTBEHHO BBIIIE, YeM PACTBOPUMOCTD B
BOJIE IpYTUX cosiell snnHeprHa. Bricokas pacTBOPHMOCTD B BOJIE JIENAET COJIb MAJIOHATA
snuHe(ppruHa 0COOEHHO XOPOIIO MOAXOAIEH ISl JOCTABKHU JIGKAPCTBA YePe3 CIU3NUCThIE
obosouku. Bricokast GMOIOCTYITHOCTD U OBICTpast AOCTABKA MpenapaTa OCOOEHHO BAXKHBI AJIS
SIUHe(PPUHA, KOTOPBII NCTIONB3YETCsl IS JieueHHs1 aHA(UIIAKTUUECKON peakLuy, NHOTAA B
SKCTPEHHBIX cuTyauusx. Kpome Toro, cosb MajoHaTa SIIMHE(PPUHA HE SBIAETCS
THTPOCKONTUYHON U MOXKET JeMOHCTPHPOBATH OJIArONPUSITHBIA MPOQUIIb CTAOMIBHOCTH uepes 7,
14, 30, 60, 90, 120 umm 150 nHei.

Coup ManoHaTa snuHe(pprHa MOKET OBITh IPaKTHYECKH yucTol. Hampumep, conb
MaJioHaTa SMUHE(PPUHA MOKET UMETh YUCTOTY PaBHYKO wiu Oojiee 95%, 96%, 97%, 98%, 99%,
99,5%, 99,6%, 99,7%, 99,8% wunu 99,9%.

Coup ManoHaTa snuHe(ppUHA MOKET UMETh CIIEKTP MPOTOHHOT'O MAarHUTHOTO PE30HAHCA
(H AIMP), kak npouJuTFOCTpUpPOBaHO Ha ¢wur. 1.

Counp ManoHaTa snuHe(ppHUHA MOKET UMETh CIIEKTP MOPOLIKOBOH PEHTTEHOBCKOM
mudpakuuu (XRPD), kak nponsutrocTpupoBano Ha ¢ur. 2. Kak npormyunrocTpupoBaHo Ha ¢ur. 2,
COJIb MAJIOHATa 3MMHE(PPUHA MOXKET ObITH MOJUMOP(POM, XapaKTEPU3YIOIIUMCS PEHTT€HOBCKUM
MOPOLIKOBBIM CIIEKTPOM, UMEIOIINUM OAHMH WK OoJiee MUKOB, BBIPAKEHHBIX KaK 2 TeTa, IpU

okono 12,1843, 13,4653, 14,2595, 14,6991, 15,8664, 17,3570, 17,9004, 19,5883, 20,4659,
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21,5801, 22,3908, 22,9301, 23,8776, 24,6585, 25,3418, 26,0105, 26,4829, 25,3418, 26,0105,
26,4829, 27,2385, 27,8939, 29,4741, 33,2425, 34,2629, 34,8439.

Counp ManoHaTa snuHe(pprUHA MOKET UMETh MAKCUMAJIbHYIO TEMIIEPATyPy IUIABJICHUS
npu nuddepeHranbHON ckaHupyomei katopumerpuu ot okoso 101 °C no okono 106 °C,
npennoyTuTesnbHo ot okoo 102 °C no 104 °C, kak npouJuTFOCTPUPOBAHO HA ¢ur. 3.

B npyrom BapuaHTe OCyLIECTBICHUS HACTOSIIEE U300PETEHNE OTHOCUTCS K
(apMareBTHYECKON KOMITO3ULINH, COAEPIKALIEH COJTb MAJIOHATA STIHHE(PHHA.
dapmaneBTHYECKAs KOMITIO3ULUSI MOYKET ObITh IPUTOAHOM Il EPOPAIBHOTO, PEKTAIBHOTO,
BHYTPHKEJTy JOUHOTO, MECTHOTO, BHYTPUYEPEITHOTO, UHTPAHA3AJIbHOTO U MTAPEHTEPATBHOTO
BBeieHNs. PapMaIieBTUYECKYIO KOMITO3ULIMEO MOYKHO BBOJUTH B BUZE JIFOOOH
(bapManeBTHUECKH TPHEMIIEMOH JIEKApCTBEHHOH (POPMBI, BKIIFOYAst TBEPIbIE, IOy TBEPABIE HITH
JKHUJIKHE JIEKAPCTBEHHBIE (POPMBI, TAKHUE KaK, HATPUMEp TaOJIETKH, CYNIO3UTOPUH, TTHITIOJIH,
KaIICyJIbl, MOPOLIKH, JKUAKOCTH, CYCIIEH3UH U T. II., MPEANOYTHTENbHO B CTAHIAPTHBIX
JIEKapCTBEHHBIX (POPMaX, MOIXOMSIINX AJIsI OMHOKPATHOTO BBEEHHSI TOUHBIX 7103, C
HEMEJJIEHHBIM BBICBOOOXKICHUEM HITH B JIEKAPCTBEHHBIX (POPMax C 3aMEJIEHHBIM WJIN
KOHTPOJIMPYEMBIM BBICBOOOXKIEHHEM JJISl IIPOJIOHTMPOBAHHOTO BBEACHUS COSAMHEHUS C
NpEABAPUTENBHO ONpeeNeHHON CKOpOCThI0. PapManeBTH4eCKast KOMITO3ULIUS MOXKET
coziepkaTh OOBIYHBIN (hapMaLeBTUUECKUI HOCUTENb UM HATIOJHUTEINb U [0 MEHbINEH Mepe
OZTHO M3 COEAMHEHUH 10 HACTOSLIEMY N300PETEHHUIO 1, KPOME TOTO, MOXET COZIePIKATh IPyrue
JIEKapCTBEHHbIE CPENCTBA, (papMaLeBTUYECKNE areHThl, HOCUTEJH, aAbIOBAHTHI U T. II.
dapmarieBTHYECKas] KOMIIO3ULIUA MOXKET cofepskaThb oT 1 1o 95% no macce conu MajoHaTa
snuHedprHa WK OoJiee MPeanoYTUTENbHO OT 2 10 50% mo Macce, ot 5 1o 20% no macce, ot 10
10 20% mo macce uiu ot S 10 15% mno macce conu Manonara snuHedpuna. Kpome Toro,
(apmanieBTHUECKast KOMITO3ULIUS MOXKET AEMOHCTPHPOBATh OJIArONPHUSITHBIA POQHITH
crabunbHOCTH uepes 7, 14, 30 nHeii wnu Oornee.

B npennoytuTenbHBIX BApUAHTAX OCYIIECTBIICHUS (papMaleBTUIECKast KOMIIO3HLIUS
MOJXOZIUT JUTSI BBEJICHHS Yepe3 CIU3UCThIE 000I0UKH B (hopMe CyOIMHTBATBHON WITH
OykkaipHOH TabneTku. PapmaneBTHYeCKass KOMIIO3ULUS MOXKET COAEPKaTh (papMaieBTHIECKH
3¢ (eKTUBHOE KOJIMYECTBO COJIM MaJIOHaTa 3nuHedpruHa. B onpeneneHHbIX BapuaHTax
OCYIIECTBIIEHHS (PapMaLeBTHUECKAsT KOMITO3ULIHSL, TTOXOMALIAs Il YPECKOKHOTO BBEICHHUS B
¢dbopme CyOIMHTBaIPHON WIH OYKKAJIbHON TaOJETKH, CONEPKUT CBOOOTHOE OCHOBAHUE
snuHedpuHa B kojudectse oT 0,3 1o 10 mr. dapmareBTryueckast KOMIIO3ULIUS MOXKET
TOTIONIHUTEIBHO COIEPIKATh HAMIOJIHUTENb (Hanpumep, MUKPOKPUCTAIITMUECKYIO LENITI0I03Y) U

Pa3pBIXJIUTEND (Hanpumep, TUIPOKCUITPOITUILEIUIION03Y ¢ HU3KOM CTENEHBbI0 3aMEeIeHHST T
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CIIUTBIN MOMMBUHUIIITUITUPPOIUIOH (KPOCTIOBUIOH)). B onpeneneHHpIX BaprHaHTax
OCYIIECTBIIEHHs (hapMalLleBTHUECKAsh KOMITO3ULIUSI MOKET JIOTIOJIHUTENIbHO COAEePIKaTh
CMas3bIBarolIlee BEIECTBO (Hanpumep, creapaT MarHus) W/Win MIUAAHT (Hanpumep, TUOKCUT
KpeMHHs1). B onpeneneHHbIX BapuaHTax OCYIIECTBICHHS (hapMaLeBTHYECKas KOMITO3HLIVS
MOKET JIOTIOJTHUTENIBHO CONepKaTh pa3daBuTens (Hanpumep, MaHHUT). B onpeneneHHbIX
BapHUAHTAX OCYLIECTBJICHUs (hapMaLeBTHYECKasi KOMIIO3HULIUS MOXKET JOMOJHUTEIBHO COAEPIKATh
areHT, peryiupyrowmuii pH (hanpumep, TMMOHHYIO KUCIIOTY).

B onpeneneHHbIX BapuaHTaX OCYIIECTBJICHUS! COOTHOLIEHHE HATIOHUTENS K
Pa3PBIXJIUTENO MOKET COCTaBJIATh OKOJIO 9:1, 9,5:0,5, 8:2, 7:3 u 6:4. ®apmaLieBTHUECKHE
KOMITO3ULIH MOTYT O0€CTIEYUTh OBICTPOE U MOJHOE UJIH MPAKTUYECKH MTOJTHOE pacaeHHe
OyKKaJbHOHN MITN CyOJIMHIBANIbHON TaOJMETKH U MOXKET PEryJIMPOBATHCS JJIsI KOHTPOJISI CKOPOCTH
pacnianenus Tabnetku. Hanpumep, dyem Bbiie KO3(pPUIMEHT pa3phIXJICHUs, TEM MEIJICHHEe
pacrmiaaercsi TabJieTKa M3-3a MEHBIIErO IPOHUKHOBEHHUS BOJbI B TAOJIETKY BCIIEICTBUE
KaMMWISIPHOTO AEUCTBUS. B ornpeneneHHbIX BapHaHTaxX OCYIIECTBIEHHs OyKKaJIbHAs HITH
cyOnmHrBajbHAs Ta0JIeTKA CIIOCOOHA MO CYLIECTBY WJIH IMOJTHOCTBIO PACTIAAaThCs 38 BPEMs,
MeHee unu pasHoe 30 cekyHIaM. B onpeneneHHbIX BApHAHTAX OCYLIECTBICHUS
dapmareBTUIECKHE KOMIIO3HLIMU MOTYT COZIEPKAaTh ONH MU OOJiee HANIOJHUTENEH, OUH HITH
Ooree paspeIxyuTeneii, OqHO WK Oosee CMa3bIBAIOIINX BEIIECTB U, BO3MOXKHO, Ipyrue
BCIIOMOTaTeJIbHbIE BELIECTBA, U3BECTHBIE B JAHHON 0OacTu TexHuku. Hanpumep,
(apmaneBTHUECKAS KOMITO3HLIUSI MOKET COAEPKaTh OJUH WK OoJiee 13 pasOaBuTeseH,
CBSI3YIOIIMX BEINECTB, IIIMIAHTOB, KPACUTENIEH, apOMaTH3aTOPOB, ar€HTOB, peryaupyromux pH,
MaTepHaJIOB ISl TIOKPBITUS | T.IL., KaK ObUTO ObI MOHSTHO CIIEUAIUCTY B JAHHOH 00JacTu
TEXHUKH.

BHEKOTOpBIX BapHaHTaxX OCYLIECTBICHHS HACTOSIIErO H300peTeHus (hapMaLeBTHIECKas
KOMITO3HULIHSI COIEPKUT HATIOJIHHUTENb, KOTOPBIA MPEACTABISIET COOOH MUKPOKPHCTAITHYECKYIO
nestonosy (nanpumep, Ceolus®-PH-301 unmu Ceolus KG 802). B npyrux Bapuantax
OCYIIECTBIIEHHS HATIOJHHUTEIb MOKET MPEACTABIISATh COO0H OMH 1k Oosee U3 CIeqyoIuX
KOMITOHEHTOB: JIAKTO3Y, KapOoHaT Kaimblust, OukapOoHaT Kajblus, pocdaT KambIws,
IBYXOCHOBHBIN (pocat kampius, cynb(at KambIus, CHIIMKAT KAJIbIHs, MTOPOIIKH IIeJITFOIO3bI,
IEKCTPO3Y, AEKCTPAThI, IEKCTPAHBI, KpaxMallbl, IpeKeTaTUHU3NPOBAHHBIE KPaXMaJlbl, Caxapo3sy,
KCUJIUTOJI, JIAKTHT, COPOUT, OMKapOOHAT HATPUS, XJIOPUA HATPUS, MOJUITUIICHIJIUKOJb U TOMY
nonoOHoe. B onpeneneHHbIX BApHaHTaX OCYINECTBIICHHUs (papManeBTHIeCcKast KOMITO3ULHS

COZIEPIKUT HATIOJIHUTEND B KoimuecTse 15-35% no macce, 6onee npeanodrutensHo ot 20 10



30% mo macce wu ot 22 10 27% no macce, Wi HandoIee MPeaInoUYTUTENBHO OKOJIo 25% 1o
macce.

B HeKOTOpBIX BapUaHTaxX OCYIIECTBJICHUS HACTOSILIErO H300peTeHus papmarieBTuIecKas
KOMITO3HLIUS COEPIKUT Pa3phIXJIUTENb, KOTOPBII MPEACTaBIIAET COOOH CIIUTBIN
HOJUBUHIJIITUPPOIUAOH (KPOCIIOBUIOH) HJIM THAPOKCUIIPOITMIILIEIUTIONO3Y C HU3KOH CTETIEHBIO
3aMelleHus. B apyrux BapraHTax OCYLIECTBICHHS PA3PhIXJIUTENb MOKET MPEACTABIISITh COOOM
onHO WM OoJiee U3 CIeNYIOIUX BEIeCTB: EPEKPECTHO CIINTHIC IEJUTIOJIO3bI, TAKUE KaK
NEPEKPECTHO CIIUTAsT KAPOOKCUMETHIILIEIUTIONI03a HATPUS, TEPEKPECTHO CLIUTHIE
KapOOKCHUMETHIILIEIUTIOJIO3bI WJIH MEPEKPECTHO CIIUTHIE KPOCKAPMEIIIO3bL, TIEPEKPECTHO CIIUTHIE
KpaxMaJibl, TAKHE KaK KpaXMaJIrIHKOJIIT HaTpusi (Hanpumep, Explotab®) u npyrue nepekpecTHo
CIIUTBIE TIONIMMEPHI. B ompeneseHHbIX BapuaHTax OCyIIeCTBICHUs (papMaieBTHIeCKast
KOMITO3HULISI CONIEPKUT Pa3pPhIXJINTENb B KONn4ecTBe oT 2 10 20% mno macce, bonee
npeanovYTuTeNsHO oT S 1o 15% mo macce mimu ot S 1o 10% mno macce, ninu Hauboee
IPEIIOUTUTENBHO OT OKOJIO 6 10 8% 1o Macce.

B HeKOTOpBIX BapHaHTax OCYIIECTBICHUS HACTOSILIETO N300peTeHNs (hapMaLeBTHIECKas
KOMITO3HULISI COZIEPKUT CMa3bIBAOIIEE BELIECTBO, KOTOPOE MPEACTaBIsAeT COOOM creapar
MAarHusi, W/WIn TIUAAHT, KOTOPBIH NpencTaBiseT co0oi quokcna kpemuus. CMasbiBaronue
BEIIECTBA MPECTABISAIOT COOOH COeNNHEHMs], KOTOPbIE NIPEJOTBPALIAIOT, YMEHBIIAIOT UITH
MHTHOUPYIOT a[Tre3UI0 MK TPEHHE MaTepuasioB. | TUIAHThI MPEACTABISIOT COOOH COSTMHEHMS,
yJIy4dlIArL1e TeKy4eCTb KOMIO3ULUU. B apyrux BapuaHTax OCyLIECTBICHHs CMa3bIBAIOLINE
BEIECTBA U ITIMJAHThI MOTYT MPEACTABIATh COOOH OHO Min OoJiee U3 CIeAYIOIINX
COEAMHEHUI: CTeapUHOBAsI KUCJIOTA, TUAPOKCHU]T KaIbLIUs, TabK, cTeapuiymMepar HaTpusi,
yTJIEBOAOPO, TAKOH KaK MUHEPAJIbHOE MACIO, MJIM THAPOTeHU3UPOBAHHOE PACTUTEIBHOE MACIo,
TaKoe Kak F'UIPUPOBAHHOE COEBOE MAcCJIO, BBICLINE KUPHBIE KUCIOThI, COOTBETCTBYIOLIUE COJH
IIEJIOYHBIX U I[EJ0YHO3EMEIbHBIX METAIIJIOB, TAKUX KaK aJFOMUHUN, KaJbLUil, MarHuii, UHK,
cTeapathbl HATPUs, MIIULEPUH, BOCKH, Stearowet®, OopHas Kucyiora, O€H30aT HaTPHsL, alleTaT
HATPUs, XJIOPU HATPUS, JIEHLIMH, O3 TUICHIJIUKOIb (Harpumep, I[131'-4000) nim
METOKCHUTIOJIMATHIIEHTIINKOJIb, OJIeaT HAaTpusl, O€H30aT HATPHs, TIHLEPHI OereHar,

OIS TUIICHTIIUKOJIb, JIAyPUJICYIb(aT MarHusl UM HATPUS, KOJUTOUIHBINA THOKCHUI KPEMHHUS,
KpaxMaJl, TAKOM KaK KyKypy3HBbII KpaxmaJl, CHJIMKOHOBOE Macyo. B onpeneneHHbIX BapuaHTax
OCYIIECTBIIEHHS (PapMaLleBTHUECKAsl KOMITO3ULUSI COJIEPKUT CMA3bIBAOINEE BEIECTBO H/UITH
TIIMAAHT, THAUBUAYabHO B KojmdecTse ot 0,1 no 5% mo macce, 6osee npennouyrureasHo ot 0,5

10 4% mno Macce uiu HanOoJiee MPeANOYTHTENbHO OT 0koJio 1 1o 3% mo macce.
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B HekoTOpBIX BapuaHTaxX OCYIIECTBJICHUS HACTOSIIErO n300peTeHus dpapmarieBTuIecKas
KOMITO3ULIUS COZIEPIKUT pa30aBUTENb, KOTOPBIM SIBJISIETCS MAHHUT. B Apyrux BapuaHTax
OCYILIECTBJIEHHsI pa30aBUTENEM MOXKET ObITh JIAKTO3a, Kpaxmall, COpOUT, NEKCTPO3a,
Tpukanbuuiipocdart, pochar kampums, Oe3BOAHAS TAKTO3a, BICYLIEHHAS PACTIBICHUEM
JIAKTO34a, MPEeKETaTHHU3UPOBAHHBIN KpaxMaJl, THAPOKCUITPONUIMETUIILEIIION03a, CTeapaT
areraTa rUIpOKCUITPOMIIMETUIILISIUTIONO3bI, pa30aBUTENIN HA OCHOBE CaXapO3bl, MOHOTHIPAT
OJTHOOCHOBHOTO CyJib(haTa KajbLus, TUTUAPAT CyJib(haTa KaJblys, TPUTHIPAT JIAKTATA KaJIbIIHS,
JEKCTPaThl, TUAPOJN30BaHHAS aMMHAYHAas LeJUTI0JI03a, TBEPAbIE BEIeCTBA THPOIN30BAHHBIX
3J1aKOB, IIMLUH, KAOJUH WK XJIOPUA HaTpusl. B onpeneneHHbIXx BapuaHTax OCyIeCTBICHMS
(dbapmareBTHUECKAsT KOMITO3HUIIUS COAEPKUT pa3daBUTENb B KOJHUECTBE OT 25 10 75% 1o macce,
6oee mpeamnouTUTENHHO OT 35 10 60% 1O Macce, HanboJEee MPEATIOYTUTENBHO OT 45 110 55% 1o
Macce.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS HACTOSILIETO N300peTeHns papMarieBTuIecKast
KOMITO3ULIMS COAEPIKUT areHT, peryaupyroumii pH, KoTopeIM siBIsieTCsl TMMOHHAsI KUCIoTa. B
APYTUX BapHaHTaxX OCYILIECTBIEHUS areHT, peryiaupyomuii pH, Moxer ObITb OOpPHOI KHCIOTOH,
MOJIOYHOU KHUCJIOTOH, sIOJIOUHOM KUCIOTOH, PochopHON KUCIOTOM, OMHOOCHOBHBIM (hocdaTom
HATpPUsl WIM BUHHOM KUCJIOTON. B onpeneneHHbIX BapuaHTax OCYLIECTBICHUS
¢apmaneBTHUECKAsT KOMITO3UIUS COAEPKUT pazOaBuTenb B koauuecTse oT 0,1 no 3% mo macce,
bonee npennourutensHO oT 0,1 1o 2% o mMacce uin HaubdoJiee NPeAnoOYTUTEIHHO OT 0KoJIo 0,1
no 1% no macce.

B onpeneneHHBIX BapuaHTaX OCYLIECTBIICHHS (hapMaleBTHUECKHE COCTABbI MOYKHO
W3rOTABJIMBATH C TOMOIIBIO NPSIMOTO MpeccoBanusi. Kak OyaeT MOHATHO CHEeNHaIiCTy B JAHHOM
00J1acTH TeXHUKH, PapMaIleBTUYECKIE KOMITO3ULIUH MOTYT ObITh pa3paboTaHbl M MOJYYEHBI, KaK
onucano B nyonukanmu Keith J. Simons et al., Fast-Disintegrating Sublingual Tablets: Effect of
Epinephrine Load on Tablet Characteristics, AAPS PharmSciTech 7(2):E41 (Feb. 2006),
KOTOpas BKJIFOYEHA B JAHHBIN JOKYMEHT IMOCPEICTBOM CCHUIKH.

B npyrux BapraHTax OCyIIECTBIIEHHs HACTOsIIEE H300pEeTEeHNEe OTHOCHTCS K CIIOCO0Y
MIPOM3BOJICTBA COJIM MajioHaTa snuHedpuHa. Crocod MOKET BKJIFOYATh NJOOABICHIE MAJOHOBOM
KHCJIOTBI K PaCTBOPY, COZEprKaIieMy SIHHEeQPUH U paCTBOPHUTENb. MaJOHOBAsI KUCIOTa MOKET
ObITh TOOaBJIEHA K PACTBOPY B COOTHOLIEHNUH 1O MeHblrel mepe 0,001:1, mo meHbIneit mepe
0,01:1, mo menbiueit mepe 1:1, mo menbiiel Mepe 2:1, no meHbiuel Mepe 3:1, Mo MeHbIIel Mepe
5:1, mo menpiien Mepe 10:1, mo menpiuei Mepe 25:1, no menbiuen mepe 50:1, mo MeHbLIel Mepe
100:1, mo mensbiueii mepe 500:1 oTHOCHTENBHO >TIMHE(GPUHA. MaoHOBast KUCIIOTAa MOXKET OBITH

noOaBjieHa K paCTBOPY B COOTHOIIEHUU, MeHbIEeM Wiu paBHOM 100:1, MeHbIIeM HJIH paBHOM
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500:1, menbiiem unu pasaoM 100:1, MenbIieM uin paBHoM 75:1, MeHbLIEM UM PaBHOM S:1,
MEHBIIEM UJIU paBHOM 3:1, MeHbIIEM WK paBHOM 2:1, MeHbLIeM uiau pasHoM 1:1. B
OTIpeIEIEHHBIX BAPHAHTAX OCYIIECTBIIEHHsI MAJOHOBAasA KUCIOTa MOXKET OBbITh 10OaBIeHA K
pactBopy B cootHowmeHnuu ot 0,01:1 o 3:1. B npennodyrurenbHOM BapHaHTe OCYLIECTBICHUS
MaJIOHOBAs KMCJIOTa MOXKeT ObITh 100aB/ieHa K pPacTBOPY B SKBHBaJEHTe 1:1 OTHOCUTENBHO
snuHedpprHa. Crocod MOXKET MOTMOHUTEIBLHO BKIIIOUYATh repemMerinBanue pacrBopa. Crocod
MOJKET JOTMOJHHUTEIBHO BKJIIOUATh JOOABIEHHE K PACTBOPY JOMOJHUTENBHOTO PACTBOPHUTEIISL.
Crioco® MOKeT JOTOTHUTEIBHO BKJIFOUATh epeMernnBanue pacrsopa. Criocod MoxeT
JOTIOJIHUTEIBHO BKJIIOUATh OCAKACHUE CONU 3nnHedprHa 13 pactBopa. Crocod MoxkeT
JOTIOJTHUTEIBHO BKJIIOUaTh puibTparmio ocagka. Crocod MOKET JOTOIHUTENBHO BKIIFOUATh
BBICYIIMBaHHE Ocanka. B crocole pacTBopuTeneM MOXKET ObITh CITUPT, KETOH HJIH CIIOXKHBIHI
s¢up. Ilpumepsl pacTBOpUTENEH 1 UCTIONB30BAHMS B HACTOSIIEM H300PETEHHH BKITFOYAIOT
METAHOJI, 3TAHOJI, H-IIPOIAHOJI, H30MPOIMAHO, H-OyTaHOJI, BTOp-OyTaHoI, TpeT-OyTaHoI, H-
NEHTAHOJI, 2-METHJIOYTaHOIM, 3-MeTHIOYTaHOJI, TeKCAHOJ, alleTOH, METUII3TUIIKETOH U
sTUnaneraT. B npeanodyruTenbHOM BapHaHTE OCYIECTBIEHUS] PACTBOPUTENIEM SIBJIETCS 3TAHOL.

B npyrux BapuaHTax OCyIIECTBIIEHHS HACTOSINErO H300PETEHHs TPEIIIOKEH CIIOCo0
JeuyeHus nanueHTta. llanyeHT MOKeT SIBISAThCS MallMEHTOM, CTPAJAOLIUM aJUIeprHUeCKUM
COCTOsTHUEM, HanpuMep aHauiakcue, acTMON min OpoHXHaibHOM acTMoi. Criocob BKIIOYaeT
BBeIeHHE (papManieBTU4IEeCKH 3(PPEKTUBHOIO KOJMUECTBA MAJIOHATA 3MMHE(PPUHA TALUEHTY,
HY>KAAIOIIEMyCsl B TAKOM JICYEHUH, BKJIIOYasi, HAIpUMep, MallMeHTOB, Y KOTOPBIX BO3HUKIIA
aHadpmnakrTuueckas peakipst. Criocod MOKeT BKIIOUYATh BBeEHHE TaONETKH 1J1s1 OYKKaJIbHOTO
WK CYOJIMHTBAJIBHOTO BBEIEHHSI MALEHTY, CTPAIAIOLIEMY AJUIEPTHYECKUM COCTOSTHUEM.

Crnenyrouiie HUXe IPUMEPbl WLTIOCTPUPYIOT ONPeesIeHHbIE BAPUAHTBI OCYIIEeCTBIECHHUS
n300peTeHus 0e3 OrpaHUUEHHS.

INPUMEPBI

XOTsl B JTaHHOM JIOKyMEHTE OBLITH OMHMCAHBI PA3JINYHbIC BAPUAHTBI OCYLIECTBICHHS,
clenyeT NOHUMATh, YTO OHU MPEACTABJIEHBI TOJIBKO B KAYECTBE IPUMEPA, & HE OTPAHUYEHMUS.
Taxum 0Opas3om, mupoTa 1 00bEM HACTOSIIETO PACKPBITHS HE JOJDKHBI OTPAHUYHBATHCS KAKUM-
100 13 OTIMCAHHBIX MPUMEPHBIX BAPHAHTOB OCyIIeCTBICHUsA. bonee Toro, modast KoMOMHAIHS
OMNHMCAHHBIX 3JIEMEHTOB BO BCEX UX BO3MOXHBIX BAPUALUAX OXBATBIBAECTCS PACKPBITHEM, €CIIU

HWHOC HE YKAa3aHO B JAHHOM OJOKYMEHTEC WUJIU UHBIM o6pa30M SIBHO HE MPOTHUBOPECYUT KOHTCKCTY.
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IIPUMEP 1
IIpurorosJieHne COJIM MAJTOHATA INHHepHHA
Conp Mmanonara snHHEHe(ppPUHA TMONYYaIM C MCIOJB30BAHHUEM CIIEAYIOIIEro Ccrocoda.
Maunonosyro kucnoty 2,3 r (1,0 5kB.) nobasnsm k pactsopy 4 r (1,0 5kB.) snunedpuna B EtOH
(8 mu) mpu KOMHATHOH Temmeparype. PeaknnOHHas cMech NIpeBpalajlach B MPO3PAYHbIA
pacTBOp MOCJIE HHTEHCUBHOTO niepemernuBanust B Teuenne 30 munyT. Jlobasmsuiu EtOH (10 mn)
U B OCAIOK BbIManan Oenblii TBepAbld MpoAyKT. CMech IOMOJHUTEIBHO MEepEMEINNBAIA B
tedeHue 10 4acoB, GUIBTPOBAIM W CYIIWJIM B BaKyyMe C IMOJy4YeHHEM 5,7 T' CONU MajioHaTa
snuHedpuHa (B BUIe 0€10ro nmopoka).
INPUMEP 2
DuU3uKO-XUMHUYECKHEe CBOMCTBA COJIM MAJIOHATA dNuHedpuHa

dusnueckre U XUMHUYECKHE CBOHCTBA COJIM MaJIOHAaTa >NHEeQpHHA U3 mpumepa 1

OLIEHUBAJIU ¥ CPABHUBAJIH C IPYTHMH COJISIMU STTHHE(PPUHA.
A. PacTBopumocTh

PacTBopuMOCTb cONTM MajioHaTa 3NHMHE(PUHA OLIEHUBAJIACh U CPABHUBAJIACH C APYTUMH
coysiMu >niHeprHa. McnbITaHus MPOBOIMIIMCH C UCTIOIB30BaHNEM BECOB Sartorius (Mozenb
SQP), Thermo HPLC (cucrema UltiMate 3000, ninmuna Y @-Bossbl: 205 HM), U KOJIOHKH
Phenomenex Luna (5 mxm C18 (2), 4,6x250 mm). Temnepatypa kosioHKH coctasisuia 40°C, a
TeMIIepaTypa aBTOMAaTHYECKOro 103aTopa Obuia KOMHATHOH. OOBeM MHBEKIIMU COCTABIISLT S
MKJI.

IMonBwxHyO a3y A mosydanu mocpeacTBoM B3pewmuBanus 4,0 r ducynbdarta
terpameruaammonnst (MERYER, maptust Ne 77957139) u 1,1 Harpus 1-rentacynbponara
(Admas-beta, maptus Ne P1343755), u nepeHoca marepuajos B kosOy. 2 mi 0,1 Mosb/n
pactBopa DJITA (toprosast mapka: Sinopharm Chemical Reagent Co., Ltd., maptust Ne
20150410) noGassuiu B kKoyOy, U TOBOIMIIN 10 00beMa 950 mut, uCHoJb3ys Bony. PacTBop
cmernuBany u qosoawiu 1o pH 3,5 0,1H. pacTBOpOM ruApoKcHaa HaTpusl (TOProBasi MapKa:
Enox, maptust Ne 20161201). Tlogsmxkayto $asy B nmomydanu ¢ ncrnonb30BaHHEM 3TaHOJIA.
H3okpaTtndeckoe 3II0UPOBaHNE UCTIONB30BANIN NIpU cooTHowmeHnn A/B 85/15. Bpewms
BBITOJIHEHMsI COCTABJISAJIO 8 MUHYT.

Hcnonp3oBanu cTaHAapTHBINA PacTBOp, conepxkamuil 10 Mr crangapTa, paCTBOPEHHOIO B
10 M Bogpl. BbutM IPUTOTOBIIEHBI PACTBOPHI UCIIBITYEMbIX PACTBOPOB U 10OABJIEHA BOJA MPH
temneparype 25 + 2°C. Kaxnaple 5 MuHyT pactBop oOpabaTsiBanu yabTpa3BykoM B TeueHue 30

cekyHa. PactBopenue HaOmonanu B TedeHue 30 MUHYT, YTOOBI YOEIUTBCS, YTO pacTBOP ObLI
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HachIIeHHBbIM. PacTtBop punbsrpoBanu yepes MmemOpany 0,45 MKM U pacTBOp pa30aBisiu A

UCTIbITaHUS. Pe3ynbTaThl HCCIeOBaHUS PACTBOPUMOCTH IIPEACTABIeHbI B TabnuIe 1.

TABJIHIIA 1
Couab PacrBopumocTs (Mr/mu)
MaJIOHAT dMUHEPPUHA 11427
ourapTpat snuHedpruHa 827,0
dbymapart snunedpuHa 38,9
nonycynbdart smuHed prHa 17,7
MajieaT snuHepuHa 82,7

B. pH
3navyenue pH conu Manonara snuHeprHA OLEHUBAIN U CPABHUBAJIN C IPYTUMH COJIIMHU
snuHedprHa. VcnbITaHUsS POBOIUIINCH C UCTIONb30BaHUEM BecoB Sartorius (Monens SQP) u
pH-merpa (mapka: INESA, mogens Ne PHS-3E). B3gemmsamu 20 mr o0pasna u mepeHOCHIIN B
MepHYI0 KosOy Ha 20 MJI, IpU 3TOM OCTaBLIasICA 4acTh 00beMa cozepskaia Boay. PactBop
nepememuBanu. PH-merp kanubposanu crannaptHeiMu OydepHbiMu pacrBopamu pH 4,0 u 6,8

npu 25°C. Pe3ynbraThl aHamM3a NpeacTaBleHbl B Ta0nULe 2.

TABJIHUIIA 2
Coub pH
MaJIoHaT 3nuHedprHa 434
OurtapTpar snuHepruHa 3,75
dbymapart snunedpuHa 3,77
nonycynbdat snuHep prHa 7,14
MajieaT snuHepuHa 4,48

C. pKa

3nauenne pKa conu Manonata snuHe(QpruHa OLIEHUBAIN U CPABHUBAIHU C APYTUMHU
coysimu >niHeprHA. McnbITaHus MPOBOIMIIMCH C UCIIOIB30BaHNEM BECOB Sartorius (Mozenb
SQP) u noreHmoMeTprUIecKOro TuTparopa (Toprosast Mapka: Methrom, mogens Ne 905
Titrando). 0,17 r oOpa3ia B3BEIINBAIN U IEPEHOCIIIN B MEPHYIO K00y Ha 50 MJI, IPH 3TOM

OCTaBIIAsICSl YaCTh 00beMA coacpkajia 1COHU3UPOBAHHYIO BOAY. PaCTBOp NEpEMECIINBAJIN.



13

PactBop Tutposanu 0,1 monw/n pactBopom NaOH, ucnions3ys naaukarop pH nist ykazanust

KOHEYHOH TOYKH. Pe3ynbTaThl aHAIN3a MpencTaBiIeHbl B Ta0auLe 3.

TABJIUIIA 3
Coub pKa
MaJIOHAT dMUHEPPUHA 5,47
OurtapTpar snuHepruHa 4,20
dbymapart snunedpuHa 4,28
nonycynbdat smuHe prHa HEOMpeneIeHHbIN
MajieaT snuHeppuHa 6,12

D. Koadpuuuent pacnpenesenus

Koadpuuuent pacnpenenenus (logP) conu manonara snnHepprHa OLIEHUBATHN U
CPaBHHUBAJIU C JPYTUMU COJISIMHU 3MUHepprHa. McbITaHNS TPOBOAMIUCH C UCTIONIBb30BAHUEM
BecoB Sartorius (Monens SQP), Thermo HPLC (cuctema UltiMate 3000, nyiuna Y @-posab: 205
HM), 1 KoJJoHKH Phenomenex Luna (5 mxm C18 (2), 4,6x250 mm). Temmneparypa KOJOHKH
cocrasisiia 40°C, a TeMrieparypa aBTOMaTHYECKOTO 103aTopa Oblia koMHaTHOW. OOBbeM
UHBEKLUHU COCTABIISI 5 MKIL

IMonswxkHyo pasy A nmosyyanu nocpencTsom 3semnBanus 4,0 r Oucynbdara
terpamermiamMmonnst (MERYER, naptus Ne 77957139) u 1,1 Harpus 1-rentacyinbdoHara
(Admas-beta, maptus Ne P1343755), u nepeHoca marepuajos B kosOy. 2 mi 0,1 Mosb/n
pactBopa DJITA (toprosas mapka: Sinopharm Chemical Reagent Co., Ltd., maptust Ne
20150410) noGassiiu B k0oOy, U AOBOAMIIN 10 00bemMa 950 mut, UCHONB3ys BOAy. PacTBop
cMmernuBany u qoBoauiau 10 pH 3,5 0,1H. pacTBOpOM ruApoKcuaa HaTpusi (TOProBasi MapkKa:
Enox, maptust Ne 20161201). Tlogsmxkhayro ¢asy B nmonydanu ¢ HCONb30BaHHEM 3TAHOJA.
H3okpaTtrdeckoe 3IF0NPOBaHNE UCTIONB30BAIN NpU cooTHomeHnHu A/B 85/15. Bpewms
BBIITOJIHEHHSI COCTABJISUIO 8 MUHYT.

PactBop runpodocdara Hatpust roroBrin myTeM B3BewmBanus 7,1 r ruapodocdara
HaTpus (Toprosast mapka: Sinopharm Chemical Reagent Co., Ltd., maptust Ne 20150910).
PacTBOp TMMOHHON KUCJIOTHI TOTOBUJIM MyTEM B3BELIMBAHUS 5,25 I THAPATUPOBAHHOU
JMMOHHOH KHCIOTHI (Toprosas mapka: General-Reagent, maptus Ne 5949-29-1) u pacTBopeHus B
1000 mn Bogel. bydepnsriii pactsop ¢ pH 3,47 rotoBunu nyrem nosenenust pH pacrtsopa
runpodocdara HaTpusi 10 3,47 C MOMOIIBIO PacTBOPA JINMOHHOM KUCIOTHL. BydepHsbIit pacTBOp

H-OKTaHOJIa nostyyanu cMetrBanueM 100 mut H-okTaHoJa (Toprosast Mapka: Chinasun Specialty
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Products Co., Ltd., maptus Ne 20160601) u 100 mn 6ydepnoro pactsopa ¢ pH 3,47 noasepranu
BUOpaIyy B TeueHHe 24 4acoB, IOCJIE Yero pacTBOP OCTABAJICS B TEUEHHUE Yaca JUisl pa3ieIeHus
¢a3b!1 H-okTaHONa U OydepHoi ¢a3bl ¢ pH 3,47.

10 mr obpasua pactBopsuu B 10 MJT HACBIIEHHOTO PACTBOPA H-OKTAHOJIA U IMOJHOCTBIO
nepemernBany. Jlobassu 10 M HaceimenHoro Oydeproro pactsopa ¢ pH 3,47 u
nepemernuany npu 3000 06/muH B Teyenue 1 yaca. Uepes yac nmunerkoi otoupanu 1 mn
pactBopa u3 (a3bl H-okTaHosa u pH 3,47. [IpUroToBHIIM CTAHIAPTHBIN PacTBOp, comepkamuii 1
MI/MJI cTaHapTa B pazbasuresne. PacTBOp Ha ypOBHE YyBCTBUTEIBHOCTH METOAA FOTOBHIIH U3
okoJio 0,1% cranmapTHOro pacTBopa. PactBop ¢asbl H-okTaHONA pa3dasisim 1 M MeTaHONIA

s ucnibiTanusl. HenmocpencreenHo BBoamiH (pasoserii pacteop ¢ pH 3,47. Koaddunuent
. Co
pacmpeneneHus: paCCYUTBIBAIH IO clieayromeit popmyne: Ig P = lgC—, rne Co npexncrasnsier
W

co00ii paBHOBECHYIO KOHLICHTPALHIO PACTBOPEHHOI'O BELIECTBA B MaCIsiHOM (ase, a Cw
npencTaBisieT co00i PABHOBECHYIO KOHLISHTPALIMIO PACTBOPEHHOI'O BEIECTBA B BOAHOM (ase.

PesynbraTe! ananmsa ko3¢ uIeHTa pacpeneneHus IpeacTaBiIeHbl B Tadaue 4.

TABJIHIIA 4
Coanb LogP
MaJIOHaT SMuHedprUHA -3,00
OurtapTpar snuHeppUHa -2,95
¢dymapar snuHedpuna -3,00
nonycynbdar snuHedpuHa H/TT
Majieat 3nuHeppuHa -3,01
IMPUMEP 3

IIpurorosjienne ¢papmaneBTHYECKHX KOMIIO3HIHI, COAEPKAIMX COJIb MAJTOHATA

snuHePppuHA

Bbein npuroToBieHsl (hapMaeBTHUECKUE KOMITO3UINH, COAEPIKAIUe COJIb MAJIOHATA
snuHepUHA U APyTUe coiiu snuHedpuHa. bbuta mpurotoeieHa cyOauHrBaibHas TabeTKa,
conepskamasi 10 mr snnaedpuHa (pacCUUTaHO HA OCHOBE nnHepuHa). Kommozurus
JOTIOTHUTEIPHO CONEPKUT MUKPOKpUCTAITHYeCKy 0 1esutrofiody (PH-301) B kauectse

HAIMOJIHUTEIS, HU3KO3aMCIICHHYIO THAPOKCHUIIPOMUILEIIIOJIO3Y B KAYECTBE PA3PIXJIUTEIIA U
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cTeapar MarHus B KQUeCTBE CMA3bIBAIOLIETO BellecTBa. 1abieTKu Moyyyany IpsMbIM
IPECCOBAHUEM C HCIIOJIb30BAaHUEM AHMANa30Ha CUJI CKATHsI MPU Macce TabiaeTku okoso 80 mr.
INPUMEP 4
IIponnnaemocTs papmaneBTHYECKHX KOMIO3UIUI in Vitro

ITpoBepsiin MpOHULIAEMOCTS in Vitro papmaneBrudyeckux komnosuuuii u3 [Ipumepa 3.
HcnpiTanust MPOBOAMIIUCH C UCTIOIB30BAHUEM UHCTPYMEHTOB JJISl TECTUPOBAHHUS
TpancaepmaibHOU nuddy3un ekapCcTBEHHBIX MpenapaTos (Toprosas Mapka Huanghai, Ne
monesu RJY-6B), Becwr Sartorius (Moznens SQP), pH-metp INESA (Monens PHS-3E), Thermo
HPLC (Cucrema UltiMate 3000, nmuna YV @-BosHer: 205 HM), 1 kosonku Phenomenex Luna (5
MM C18 (2), 4,6x250 mm). Temnepatypa kononku cocrasisuia 40°C, a remneparypa
aBTOMAaTHYECKOTO 103aTopa Obl1a KOMHaTHOH. OO0BEM MHBEKIIMU COCTABIISIT 5 MKJL

[MonemwxHyO a3y A moiydanu mocpeacTsoM B3pemnBanms 4,0 r ducynbdarta
terpamerunaMmorns (MERYER, maptust Ne 77957139) u 1,1 Harpus 1-rentacynbponara
(Admas-beta, maptus Ne P1343755), u nepeHoca Marepuaios B kondy. 2 mi 0,1 Mons/n
pactBopa D/ITA (toprosast mapka: Sinopharm Chemical Reagent Co., Ltd., maptust Ne
20150410) noGassuiu B koyiOy, U TOBOIHIIN 10 0ObemMa 950 mui, uComb3ysi Boay. PacTtsop
cmermBany u qoBoauian 10 pH 3,5 0,1H. pacTBOpOM ruapokcuaa HaTpusi (TOPro.asi MapKa.
Enox, maptust Ne 20161201). ITogsmxkhyro ¢asy B nmonydanu ¢ ucrnonb30BaHHEM METAHOJIA.
H3okpaTtudeckoe 3I0UpOBaHNE UCTIONB30BaNN Npu cooTHomeHnu A/B 85/15. Bpewms
BBIINOJIHEHMsI COCTABIISIO 10 MUHYT.

Huddysuro coneii snuHeppuHa in vitro OLIEHUBAIH C UCIIOJIb30BaHUEM siueek PpaHia ¢
BJI 20 MM 1 oObemoM pesepByapa 7 Mi1. Jnanusablie MeMOpaHbl (IHATU3HbIE MEMOpPAHBI
Spectra/Por® ¢ moneky sipaoii maccoit 1000 Jla) ucrop3oBanu Ak MOAETUPOBAHUS
MOBSI3BIYHON CIIM3UCTON 000JIOYKY B UCTIBITAHUSIX HA TIPOHUIIAEMOCTS in Vitro.
AHanusupyemoe cofepikaHue aKTUBHBIX KOMITOHEHTOB ObLIO OOHAPY)KEHO B MPUHUMAFOIIHAX
nynax. [IpueMHyI0 KaMepy ¢ MarHUTHOH Melankoi 3anonHsum dpochatHsiM OydepHbIM
pactopoMm (pH 7,4) B xauecte nuddy3nonHoi cpenpl. Temmnepatypa BoasiHOH OaHN OblIa
ycTaHoBjeHa paBHo 37°C, 1 Boga HuUpKyIupoBaia B siueiikax Opanua.

Kaxxnyro TabneTrky momMermaiyu B IEHTP JOHOPCKOHM kamepbl Ha MemOpaHe ¢ Ty, u 2 M
HCKYCCTBEHHOH CIIOHBI (TOproBasi mapka: Biomart, ToproBas mapka Ne. GL0305) noGassim
11t OOJIeTYeHHsI paclaeHusl i pacTBOpeHUs TabjaeTok. ANMKBOTHI 00beMoM 1 Mi oTOupanu u3
npuemHoil kamepsl yepe3 10, 30, 60, 90 u 120 mun. HU3BnedyeHHbIe OOBEMBI MOIMOJHHIIUCH
cBexeil cpenoit. OOpasupl mepeHocwin Bo (makonsl minss BOXKX mna ananmmza BOXX.

Pe3ynbraTh! aHaIM3a MPOHUIIAEMOCTH 1N VItro MpeaCcTaBieHb! B TabmuIe S.



16

TABJIMLA 5
Couab 3nuHedpuna Copepxanue audgdysuu (%) 120
MHH.
snuHe()PUHOBAsT OCHOBA 10,5
TUAPOXJIOpUA STTHHEePpHHA 44,0
OurtapTpar snuHepruHa 67,8
MaJIOHAT STTUHEPPUHA 57,5
dymapat snuHe puHa 54,4
nonycynbdar smuHed prHa 427
MajieaT snuHepuHa 63,5
INPUMEP 5

CradunbHoCTh hapMaleBTHYECKHX KOMITO3HLIUI

Hcnprranu crabunpHOCTD (hapManieBTHUeCKUX komnozuuuii 3 [Ipumepa 3.
HccnenoBanusi cTabMIBHOCTH MTPOBOAMIIMCH /JIs1 YIIAKOBAHHBIX COJel annHepuHa npu
25°C/orHocutenbHoi BinaxkHOCTH 60% 1 40°C/0THOCHUTEIBLHOM BIaKHOCTH 75%, a TakxKe IJIst
o0pa31oB 0e3 ynakoBku U Ha cBeTy (4500 J1r0KC) B TeUueHue oqHOro Mecsita. BHemHuii By,
aHAJIM3UPYEMOE COZIepKaHUE U POJCTBEHHbIE BELIECTBA UccaeaoBanu yepes S, 7, 14 u 30 nHeil.

ConepsxaHre aHaTM3a MPOBEPSUIN C UCTIOIB30BaHUEM BecoB Sartorius (Moxens SQP), pH-
metpa INESA (monens PHS-3E), Thermo HPLC (cucrema UltiMate 3000, niuHa BosiHbl Y @:
205 um), u kojonku Phenomenex Luna (5 mxm C18 (2), 4,6x250 mm). Temneparypa KOJOHKH
cocrasisiia 40°C, a TeMrneparypa aBTOMaTHYECKOTO 103aTopa Obljia koMHaTHOW. OObeM
WHBEKLIUUA COCTABJISUT S MKJI.

[MonBmwxHyO a3y A moaydanu mocpeacTsoM B3pemnBanus 4,0 r ducynbdara
terpamerunammornst (MERYER, maptust Ne 77957139) u 1,1 natpus 1-renracynbdoHnara
(Admas-beta, maptus Ne P1343755), u nepeHoca matepuanos B kondy. 2 mi 0,1 Momis/n
pactBopa DJITA (toprosast mapka: Sinopharm Chemical Reagent Co., Ltd., maptus Ne
20150410) noGassuiu B kKoyOy, U TOBOIHIIU 10 0ObeMa 950 mut, UCob3ysi Boay. PacTBop
cmernuBany u qosoawin 10 pH 3,5 0,1H. pacTBOpOM ruApoOKCHaa HaTpusl (TOProBasi MapKa:
Enox, maptust Ne 20161201). Ilogsmxkhayto ¢asy B monydanu ¢ ucnonb30BaHHEM METAHOJNA.
H3okpaTtudeckoe 3I0UpOBaHNE UCTIONB30BANIN Npu cooTHomeHnn A/B 85/15. Bpems

BBINTOJIHEHUS COCTABJIIIO 10 MUHYT.
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ConeprkaHue aHalM3a aHATU3UPOBAIU ITyTeM pacTBOpeHus: 20 MI Ka)KI0ro
uccnenyemoro obpasua B 50 mur nogsuxkHoi (assl A (0,4 Mr/mir) B kKadecTBe pacTBOpa Iis
ananmuza. OOpaser] UCIOIB30BAIN U TECTUPOBAJIM CPa3y MOCIE IPUTOTOBJICHHUS B 3AIUIIEHHOM
OT CBETa MeCTe.

Yucroty npoBepsuin ¢ HOMoLIbio BecoB Sartorius (Mmoznens SQP), pH-merpa INESA
(monmens PHS-3E), Thermo HPLC (cuctema UltiMate 3000, niuna BosHbl Y®: 205 HM), U
konoHku PhenomenexSynergi (4 mxm Polar-RP 80A 250x4,6 mm). TemmnepaTtypa KOJOHKH
cocrasysiia 30 °C, a Temmneparypa aBTOMaTUYECKOTO 103aTopa Obuta KoMHaTHOU. OObem
WHBEKIUH COCTABIIAN 5 MKIL.

[MonewxHyO a3y A nonydanu nmyteM B3BemmBanus 1,136 r nurugpooprodocdara
kamus (tToprosas mapka: CNW, maptust Ne A1040040) u 1,74 r runpokoprodocdara kanus
(Toprosas mapka: Ourchem, maptust Ne 20160219) u nepenoca B 1000 mi Boxbl. 3HaueHue pH
nosoawn 10 3,0 + 0,05 oprodochopHoit kucnoTol (toprosast Mmapka: Ourchem, maptust Ne
4112K060). PactBop ¢punsrpoBanu yepe3 memOpany 0,45 Mkm u nerazuposaiu. [loaBIKHYIO
¢asy B nonyuanu ¢ uCHop30BaHNEM MeTaHOIa. BpeMst BBITIOJIHEHUS COCTABIsUIO SO MUHYT.

Hcnonp3oBanu HaOOp rpaAneHTa, ykasaHHbIN B Tabmule 6.

TABJIHUIIA 6
Cxopoctb
Bpewms (muH) MOTOKA A (%) C (%)

(Ma/MuH)
0 0,5 100 0
5 0,5 100 0
20 0,5 95 5
35 0,5 50 50
37 0,5 100 0
50 0,5 100 0

UncToTy aHAIM3UPOBAJIH MyTeM pacTBopeHus 10 Mr kaskaoro ucciaenyeMoro odpasia B

25 v noaBwkHON ¢a3bl A (0,4 Mr/mir) B KauecTBe MPOBEPOYHOTO PACTBOPA YHCTOTHI U

POACTBEHHOI'O BEIIECTBA. O6pa:seu HCIOJIB30BAJIU U TECTUPOBAJIHN CPaA3y MOCJIE NPUTOTOBJICHUA

B 3aIIMIIEHHOM OT CBE€Ta MeCTe. BHEeIHUI BUA, aHaIU3UpyeMOe COAEPKaHUE U POACTBEHHBIE

BerecTna yepes S5, 7, 14 u 30 nHel npu pa3nuyHbIX YCIOBUAX MPEACTaBIIEHbI B Tabnunax 7-9.
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TABJUIA 7
Hccnegosanue goarocpounoii crabuabHoctu npu 25 £2°C/60% OB+ 5 OB
OnuHeppuH
HccnenoBanue 0 nueit 5 mHen 7 nHen 14 nuei 30 nuei
BenoBatniii BenoBathiii BenoBatniii BenoBatniii benoBatnriit
Buewrnuii Bung
MOPOIIOK MOPOLIOK MOPOLIOK MOPOIIOK MOPOIIOK
Conepsxanue
100,00 100,03 99,73 99,84 99,78
(%)
PoncreBennnie
0,13 0,14 0,14 0,12 0,14
npumect (%)
Masnonar snuHedpuHa
Hccnenopanue 0 nguen 5 nHel 7 nHen 14 nuen 30 nuent
BbenoBateiii Bbenosatwiil benosarniit benosarniit BenoBarniit
Buemrnuii Bung
MOPOLIOK MOPOLIOK MOPOLIOK MOPOLIOK TOPOLIOK
Conepsxanne
100,00 99,94 99,62 98,81 100,64
(%)
PoncrBennnie
0,01 0,02 0,02 0,05 0,05
npumecH (%)
buraprpar snunedpuna
HccnenoBanue 0 nueit 5 mHen 7 nHen 14 nHen 30 nHel
. benosarsii benosarsrii benosarsblii benosarslii benosarsiii
Buewrnuii Bung
MOPOLIOK MOPOLIOK MOPOLIOK MOPOLIOK MOPOLIOK
Conepsxanue
100,00 100,05 100,83 99,82 100,33
(%)
Poncreennnie
0,08 0,08 0,08 0,09 0,09
npumecH (%)
Maneat sniuHegpuHa
Hccnenopanue 0 nguen 5 nHel 7 nHen 14 nHen 30 nuent
benoBateii Bbenosatwiil benosarniit benosarniii BenoBarniit
BHemrnuii Bung
MOPOLIOK MOPOLIOK MOPOLIOK MOPOLIOK TIOPOLIOK
Conepsxanne
100,00 99,50 99,97 99,43 100,69
(%)
PoncreBennnie
0,17 0,18 0,17 0,16 0,17
npumecH (%)
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TABJIUIIA 8
YckopenHoe uccaegopanue crabuiabHocTi npu 40+£2°C/75% OB = SOB
OnuHeppuH
HccnenoBanue 0 nueit 5 mHen 7 nHen 14 nuei 30 nuei
BenoBatniii BenoBathiii BenoBatniii BenoBatniii benoBatnriit
Buewrnuii Bung
MOPOIIOK MOPOLIOK MOPOLIOK MOPOIIOK MOPOIIOK
Conepsxanue
100,00 99,94 100,67 98,97 100,62
(%)
PoncreBennnie
0,13 0,16 0,15 0,17 0,20
npumect (%)
Masonar snuHed prHa
Hccnenopanue 0 nguen 5 nHel 7 nHen 14 nuen 30 nuent
BbenoBateiii benosarniit benosarniit benosarniit BenoBarniit
Buemrnuii Bung
MOPOLIOK MOPOLIOK MOPOLIOK MOPOLIOK TOPOLIOK
Conepsxanne
100,00 100,25 101,64 99,63 99,87
(%)
PoncrBennnie
0,01 0,03 0,02 0,08 0,11
npumecH (%)
buraprpar snunedpuna
HccnenoBanue 0 nueit 5 mHen 7 nHen 14 nHen 30 nHel
. benosarsii benosarsrii benosarsblii benosarslii benosarsiii
Buewrnuii Bung
MOPOLIOK MOPOLIOK MOPOLIOK MOPOLIOK MOPOLIOK
Conepsxanue
100,00 100,43 100,84 100,17 100,96
(%)
Poncreennnie
0,08 0,09 0,09 0,09 0,10
npumecH (%)
Maneat sniuHegpuHa
Hccnenopanue 0 nguen 5 nHel 7 nHen 14 nHen 30 nuent
benoBateii benosarniit benosarniit benosarniii BenoBarniit
BHemrnuii Bung
MOPOLIOK MOPOLIOK MOPOLIOK MOPOLIOK TIOPOLIOK
Conepsxanne
100,00 99,30 97,76 99,24 100,19
(%)
PoncreBennnie
0,17 0,17 0,18 0,16 0,16
npumecu (%)
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2

npumecH (%)

TABJUIIA 9
Hccnenosanue ycroiiuusocTu npu ocsemenun (4500 jrokc) Ha Bo3ayxe
OnuHeppuH
HccnenoBanue 0 nueit 5 mHen 7 nHen 14 nuei 30 nuei
BenoBatniii BenoBathiii BenoBatniii BenoBatniii benoBatnriit
Buewrnuii Bung
MOPOIIOK MOPOLIOK MOPOLIOK MOPOIIOK MOPOIIOK
Conepsxanue
100,00 100,53 99,27 99,21 98,24
(%)
PoncreBennnie
0,13 0,15 0,18 0,18 0,21
npumect (%)
Masnonar snuHedpuHa
Hccnenopanue 0 nguen 5 nHel 7 nHen 14 nuen 30 nuent
BbenoBateiii Bbenosatwiil benosatwiil benosarniit BenoBarniit
Buemrnuii Bung
MOPOLIOK MOPOLIOK MOPOLIOK MOPOLIOK TOPOLIOK
Conepsxanne
100,00 99,81 98,76 99,83 100,64
(%)
PoncrBennnie
0,01 0,03 0,03 0,06 0,04
npumecH (%)
buraprpar snunedpuna
HccnenoBanue 0 nueit 5 mHen 7 nHen 14 nHen 30 nHel
. benosarsii benosarsrii benosarsblii benosarslii benosarsiii
Buewrnuii Bung
MOPOLIOK MOPOLIOK MOPOLIOK MOPOLIOK MOPOLIOK
Conepsxanue
100,00 99,71 102,34 100,43 100,39
(%)
Poncreennnie
0,08 0,10 0,10 0,09 0,09
npumecH (%)
Maneat sniuHegpuHa
Hccnenopanue 0 nguen 5 nHel 7 nHen 14 nHen 30 nuent
benoBateii BenoBatwiil benosatwiil benosarniii benoBartbiit
BHemrnuii Bung
TOPOLIOK MOPOLIOK MOPOLIOK MOPOLIOK MOPOLIOK
Conepsxanne
100,00 99,86 100,61 99,84 100,47
(%)
PoncreBennnie
0,17 0,18 0,19 0,16 0,17
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IIPUMEP 6

PacminpenHoe uccjiefoBanue cTa0UIbHOCTH MAJIOHATA dNMHUHe(PpHHA 0e3 BJIAKHOCTH

brio MPOBEACHO MATUMECATHOC UCCICTOBAHUC CTaOMJIBHOCTH COJIM MaJloHaTa

snuHedpuHa npu 30°C u 40°C 6e3 BnaxkHoctn. Cousb MajioHaTa SnuHepprHa ObUIa YIIAKOBaHa,

9TOOBI M30€KaTh cBeTa U BIaKHOCTU. OOpa3iibl FTOTOBMIIM B OYTHIIKE U3 KOPUYHEBOIO CTEKJIA C

BHEIHEH YITaKOBKOH, MPEICTABIISAIONIECH COOON MEIIOK 13 aTFOMUHHEBOH (HOJIBIH, 1 00pa3Ibl

XPaHWIN MEXIY CIOSIMU OCYLIAIOIINUX CUIMKArene. BHeIHNU BUa, OCTaTOYHBIN MaTepuall,

gucrota, TT'A u JICK aHanu3upoBagnch Kaxaplii Mecsll. Pe3ynbTaTsl HCIBITAHUH Ha

crabmbHOCTh pu 30°C mpexncrasiensl B Tadiune 10, a pe3ynbTaThl UCTIBITAHUH Ha

crabumpHOCT Tipu 40°C mpencrasieHsl B Tabnuie 11.

TABJIMLA 10
PesyabTaTsel uccieaosanus craduabHoctu npu 30°C
MomenT OcTaTouHbIH
BaemHui
BpEeMeHH MaTepHaJ Yucrora TTA ACK
BHJ
(Mecsim) (%)
benoarteiii Hauano: 98,8°C
0 -- 99,96% 0,32%
MOPOLLIOK Konen: 104,25°C
benoBatnbiii Hauano: 98,80°C
1 100,31% 99,96% 0,60%
MOPOLIOK Koneu: 103,99°C
benoatsbiii Hauano: 99,27°C
2 99,42% 99,96% 0,19%
MOPOLLIOK Koner: 104,47°C
benoatsiii Hauano: 98,72°C
3 99,44% 99,96% 0,90%
MOPOIIOK Koner: 104,23°C
Bbenosatsiii Hauano: 99,12°C
4 99,31% 99,73% 0,69%
MOPOLIOK Konerr: 103,62°C
Bbenosatsiii Hauano: 98,71°C
5 100,22% 99,96% 0,51%
MOPOIIOK Koner: 103,92°C
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TABJHNIA 11
PesyabTaThl nccenoBanus cradbuabHocTu npu 40°C
MomeHT OcTaTouHbIH
Buemnuii
BpeMeHH MaTepHaJ Yucrora TT'A ACK
BH/
(Mecsim) (%)
benosareiii Hauano: 98,8°C
0 99,96% 0,32%
NOPOLIOK Koneu: 104,25°C
benosarsiit Hauano: 98,89°C
1 99,59% 99,97% 0,16%
MOPOLIOK Koneu: 104,41°C
benosatniii Hauano: 98,78°C
2 100,11% 99,96% 0,13%
MOPOLIOK Konew: 104,05°C
Bbenosatniii Hauano: 98,69°C
3 98,97% 99,96% 0,51%
MOPOLIOK Konen: 103,33°C
Bbenosatniii Hauano: 98,49°C
5 99,68% 99,96% 0,46%
MIOPOLIOK Koneu: 103,83°C
IPUMEP 7

HccnenoBanue ctabuabHOCTH MasloHATA dniuHedppuHa npu 25°C B Boae

120-4acoBoe uccneqoBanne CTabMIBHOCTH COJTM MajioHaTa sninHedpuHa mpu 25°C

NpOBOAWIIM B Boze. BapemnBanu 20 Mr MaJOHOBO# CONM SMUHEPPUHA U TOMEINATH B MEPHYIO

k0J10y oObeMom 50 M. OOpaser] pacTBOPSLIH, JOBOAWIH 10 00beMa BOION U XOPOILIO

nepemeruBaiu. OOpasern octasysiin B ieun npu 25°C, u o0pasisl cobupanu yepes 0 yacos, 24

yaca, 48 yacoB, 72 daca, 96 yacos u 120 yacoB. PaszbaBuressb (moaBrkHas ¢asza),

UCTIONB3YEMBIH JJIsl UCCIIEOBAHUS, ObLI MPUTOTOBJIEH ITyTEM CMEIIUBaHMs OKoJio 1,36 T

nuruapooprodocdara kanus u 1,74 r ruppokoprodocdara kanust B MepHOit koade Ha 1000 mu u

nosenenus pH 1o 3,0 ¢ momometo oprodochopHoii kucnotel. [TpoBepsiin BHEITHUI BUI U

9UCTOTY 00pa3uoB. Pe3ynbTaThl UCHBITAHUS CTa0MIBHOCTH Tpu 25 °C B BOe MpenCTaBIeHbBI B

tabmune 12.
TABJIMLA 12
BpemenHoii nepuos Buemnuii Bua Yucrora
0 gacos becuBerHast :KUIKOCTD 99,97%
24 yacosB becuBerHas :KUIKOCTD 99,79%
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48 yacoB becuBerHas :KUIKOCTD 99,63%

72 yacoB becuBerHas :KUIKOCTD 99,51%

96 yacoB becuserHas JKUIKOCTh 99,42%

120 yacos BecuBerHas ;KHMIKOCTh 99,34%
INPUMEP 8

Hccaenopanne pasioxkeHUus: MAJOHATA SNHHePPHHA

BbL10 MPOBENEHO HCCIIeNOBAHNE PA3JIOKEHUST MAJIOHATA STIMHE(PPUHA C LENIBI0 OLIEHKH
BJIMSTHUSL KUCJIOTHOTO PA3JIOKEHUS, IIEIOYHOTO Pa3JIOKEHHs, OKHCICHUS U TEPMUIECKOTO
pazyioskeHust (TBEPAOro BEIECTBA U pacTBOpa). I1OpsAIOK BBITIOIHEHUS Pa3IMYHBIX YCIOBUN
U3JIOKEH HIKE.

Cranpapr: 20 Mr oOpasiua B3BEIIMBAIN U PACTBOPSUIN B MEPHOH Konbe Ha S0 mu,
pa30aBisun 10 HEOOXOAMMOTO 00BeMa Pa30aBUTENSIMU M XOPOLIO MEPEMELTHBAIIH.

KucnotHoe pasnoxkenne: B3semmpanu 20 mr oOpasiia 1 IOMemaid B MEPHYIO KOJIOY Ha
50 mi. B xonOy noGasmnsim 2 mut 2,0 mose/n HCL. Kosify nmomernanu Ha BOAsTHYO OaHIO MpH
40°C na 7 nueil.

Ilesr0unoe pa3noxenue: B3semnanu 20 Mr oOpasLia 1 MoMeIIaay B MEPHYIO KOJIOy Ha
50 mu. B xonOy nobasisiu 2 mut 0,05 monb/nn NaOH. KonOy xpanuimm npu KOMHaTHON
TeMrneparype 24 yaca.

Oxmucaenune: B3pemusanu 20 Mr oOpasia 1 nmomernan B MepHyo Kooy Ha 50 mit. 2 M
10% H»0, nobasunu B kondy. Konby nomermanu Ha BoasiHyro Oanro npu 40°C Ha 44 vaca.

Tepmuueckoe paszJioxenue (pactsop, 80°C): 20 mr oOpasiia B3BEIIUBAIH U
pacTBOpsUTH B MEPHOH KoyiOe Ha 50 MJ1, pa30aBJisiid 10 HEOOXOaUMOro oObeMa pa30aBUTEISIMU U
xopouio nepememuBany. KonOy nomemmanu Ha BoasiHyro Oaxto npu 80°C Ha 46 4acos.

Tepmuueckoe paznoxenue (Teepaoe Bemectso, 80°C): 120 mr oOpasua momernani B
neusb npu 80°C Ha 7 gHeil.

[TpoBepsiin BHELUTHHIA BUA U YUCTOTY 00pasnoB. Pe3ynbTaTsl HCIIBITAHUH Ha Pa3JIoKeHNe

npeaCTaBiieHbl B Ta0mie 13.

TABJHNIIA 13
Tun paznoxenus Buemnuii Bua Yucrora
CranpapTHbIi benosarelii nOpOLOK 99,89%

Kucnornoe pasnoxenue becuseTHas )KUAKOCTh 91,96%
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Illenouynoe pasnoxenue KopuuHnesast ;kuakocThb 98,68%
OkucneHue becuBserHast ;kugKOCTb 97,04%
Tepmuueckoe pasnoxeHue benosarelii mOpoOLOK 99,10%

(TBEpIIOE BEIIECTBO)

Tepmugeckoe pasnoxeHue becuserHas xKuaKkocTh 96,04%

(pacTBOp)

MIPUMEP 9
CyoaunrsanbHasi papmaneBTHUYeCKAs] KOMIIO3HLHS MAJTOHATA dNHHe(puHAa
CyOnuHrBaJIbHYIO TaOJIETKy MajloHaTa SNUHE(PPHUHA TMOJyYaldH, KaK H3JI0KEHO HHUXKeE.

dapmaneBTHYECKas KOMITO3ULMS MTpeCcTaBlieHa B Taduue 14.

TABJINIIA 14
HUnrpeanent Komno3unust Ha | % macca/macca
equHHILY (Mr)
Manonat snuHeppruHa 31,36* 15,68%
Muxkpokpucrammndeckas nemnonosa (Ceolus KG 802) 50 25,00%
Manaur(Mannitol Mannogem EZ) 98,64 49,32%
CUMThIN NOTMBUHUIIIUITUPPOIUIOH (KPOCTIOBUIOH) 14 7,00%
JlnmoHHas kuciaoTa (MOHOTUAPAT JTUMOHHOM KHCIIOTHI) 1 0,50%
Juoxcun kpemuus (Cabosil m5p) 2 1,00%
Creapar Maraus 3 1,50%
Bcero 200,00 100,00%

* 1 rpamm MasnioHaTa snuHedpuHa coorBercTByeT 0,638 T CBOOOJHOIO OCHOBaHHUS SMTUHEPPUHA.
Kaxxnas Tabnerka conepxur 20,0 Mr cBOOOJHOTO OCHOBAaHHUS STTHHE(PPUHA.

Tabnetrky roroBwu ciaenyromuM odbpazom. MajoHaT snuHepuHa,
MHUKPOKPUCTAJNINYECKYIO LIEJUIF0JI03Y, MAHHUT U CLUINTBINH NOJUBUHIJIITUPPOIUIOH ITPOCEUBAIH
4epes3 CUTO € pasMepoM siueek 425 MUKpPOH. JIMMOHHYIO KMCIIOTY NpOCeuBaiu yepe3 cuto 850
MuKkpoH. IIpocesiHHBIN MaTepuan NepeHOCUIN B CMECUTEIIBbHBIN COCY] MOAXOASIIEro pa3Mepa
Ha 500 obopoToB. JIMOKCHA KpEMHHS MTPOCEHBAIN Yepe3 C pa3MePOM stdeek 425 MHUKPOH.
Jlrokcua kpeMHUsL JOOABIISIIM B CMECUTENbHBIN cocyn Ha 125 oboporos. CrteapaTt Maraus
IPOCEUBAIN YePe3 CUTO € pa3MepoM stueek 425 mukpoH. Creapar Maraus 100aBISIIA B COCYA
s cMemnBaHus Ha 125 oboporos. Tabnerky cMmemmBany myreM cxatusi 200 Mr 10361 €

ycunuem ot 0,5 no 5 xH.
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ITPUMEP 10
HcnbiTanue cTa0MIbHOCTH CYOJHMHIBAJIBHOH (papMaLeBTHYeCKOH KOMITO3HIIUH

brima wucneiTaHa CTaOMJIBHOCTH CYOJMHIBajbHOW TaONEeTKH MajioHata SnuHe]puHa,
noixy4yeHHoH B npumepe 9. Tabnerku Obum ynakoBaHsl 1o 20 TaOneTok BO (IIAKOH, MPU 3TOM
KaXOblil (uakoH comepxan oauH 1,0-rpaMMOBBIH OCYLINTENb HAa OCHOBE KpEeMHe3eMa H
noJam3(QUPHYIO CHHPab, JOCTATOUHYIO AJISI MPEJOTBPALISHHs BHXKEHUs TabneTku. DIIaKOHBI
3aKpBIBAIM  KPBIIKOW, 3ammuieHHo ot pgocryma paereii (CRC), ¢ Bkimaablmem aist
MHAYKLMOHHOTO 3arevyaTblBaHUs U TePMETHYHO 3aKpbiBaid. PIakoHbI MOMEIAId B KaMepy UL
ucnbiTanus crabunpaocTr npu 40°C u 25°C. CtabmibHOCTH 00pa31OB OLEHUBAIN B UCXOIHOM
naptun (t = 0), mocne 1 Henmenu xpaneHust (t = 1) u mocne 4 Henmenb xpaHeHus (t = 4).
PesynbraTe! nccnenoBanus cradbunbHocTH npu 25°C npencrasieHsl B Tadnuue 15, a pe3yabTarsl

ucnbITanus crabminbHocTH Tpu 40°C mpencrasiensl B Tabnuie 16. B kaxablii MOMEHT BpeMeHH

nposoauau ananus n = 10.

TABJIUIIA 15
PesyabTaThel HccjieaoBaHus ctaduiabHocTu npu 25°C
Onunedpu Bcero | % macc.
Bpewms
Bpe (y-b) H FBEq LC % KOppeK
ynepxus | Ilnomans DF %LC
M5 m=x mr/tabnerk | (mr) otHocu | T. %
aHusA
a TEJBbHO | aHAJIN3a
t=0 8,289 21393253 | 0,401 | 500 20,069 20 | 100,3 | 0,67 101,9
=1 8,218 19343265 | 0,400 | 500 20,006 20 | 100,0 [ 0,69 101,7
t=4 8,165 3305927 | 0,401 | 500 20,055 20 | 100,3 | 0,75 100,0
TABJIUIIA 16
PesyabTaTel ucciienoBanus craduiabHocTu npu 40°C
Onunedpu Bcero | % macc.
Bpewms
Bpe (y-by H FBEq LC % KOppeK
ynepxkus | I[lnomans DF %LC
M5 m=x mr/Tabnerk | (mr) otHocu | T. %
aHUSA
a TEJBbHO | aHAJIN3a
t=0 8,289 21393253 | 0,401 | 500 20,069 20 | 100,3 | 0,67 101,9
=1 8,214 18861941 | 0,388 | 500 19,380 20 96,9 0,66 97,5
t=4 8,166 3254834 | 0,395 | 500 19,743 20 98,7 0,75 99,9
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Kak nokazano B Tabnunax 15 u 16 B JaHHOM OKyMeHTe, (papMaLleBTUYECKHe

KOMITO3HUILIUH O6J'la}:[aI'OT HeO)KI/II[aHHOI\/'I u YHHBHTGHBHOﬁ CTaOUJIBHOCTBIO.

INPUMEP 11
HcnbiTanue nucnepeuu cy0IMHIBaNIbHOH (hapManeBTHYECKOH KOMIO3HIHH

CKopocTb  IUCHEPTUPOBAHUSI  CyOJUHIBAJNbHBIX Ta0NeToK I1Janebo, aHaJOTUYHYIO
CKOPOCTH, YKa3aHHOW B mpumepe 9 (m.e., cocraBa npumepa 9, He coxepKalero
JIEKAPCTBEHHOI'O TMpernapara) HUCIBITBIBAIM IOCJe CYOJMHIBAJbHOTO BBeAeHUs.  TalneTku
ianedo UMeNH TOT K€ COCTaB, YTO W KOMIIO3MLMS, MPENCTaBlIeHHas B MpUMepe 9, ¢ OqHUM
OTJIMYHUEM, 3aKIIOYAIOIIUMCS B TOM, YTO COJb MajioHaTa 3mnuHedpuHa OblIa 3aMEeHEHa
JOTIONTHUTEBHBIM pa3baBureneM (m.e., MaHHUTOM). IIsaTh HOOPOBOJIBIIEB MOMECTHJIA OIHY
poMOOBUIHYIO TaOJeTKy Manedo Moxa s3bIK 0e3 Ao0aBiIeHHs] BOABI MUIM APYTOHM *KUAKOCTU U
U3MEPWIH BpeMs, HeoOXOomuMmoe IUId TOJIHOTO JAucneprupoBaHusi Ttabnerkw.  Jlucmepcuro
ONpeneNsyl 1O OLIYLIEHWsSM W TyTeM BH3YaJbHOTO MOATBepkaeHMs.  Jlucmepcust Oblia
3aBeplleHa y BCeX MATH A0OpoBoibleB B TeueHue 20-25 cexyHn. Kak mpomsumrocTpupoBaHO B
naHHOM npumepe 11, papmaneBTryeckne KOMIO3ULNHN AaBaJIH HEOXKUAAHHYIO U YAUBHTEIbHYIO

CKOPOCTb IUCIIEPTUPOBAHUS.



DOOPMVIJIA NU30BPETEHHA
1. Counp manoHaTa snuHe(pprHa B KPUCTAJUINUECKOH hopMe.
2. Conp MasioHaTa >nuHePpUHA 11O M. 1, OTIMYAIOLIAsACS TEM, YTO KPHUCTATUIECKAs

¢dopMa MMeeT CeKTp MOPOIIKOBOH PEHTIE€HOBCKOH AM(PAKLINY, UMEIOLINH OAUH UiH Oosee
MUKOB, BBIPAKEHHBIX Kak 2 TeTa, mpu okoso 12,1843, 13,4653, 14,2595, 14,6991, 15,8664,
17,3570, 17,9004, 19,5883, 20,4659, 21,5801, 22,3908, 22,9301, 23,8776, 24,6585, 25,3418,
26,0105, 26,4829, 25,3418, 26,0105, 26,4829, 27,2385, 27,8939, 29,4741, 33,2425, 34,2629,
34,8439.

3. dapmaneBTHUECKAsT KOMITO3ULIHS, COAepIKaIasi COJIb MaJIOHATa STTUHEPPUHA U
(apMareBTHUECKH MPHEMIIEMbII HOCUTEb.

4. ®dapmarieBTHUECKas] KOMIIO3ULIUA MO M. 3, OTJINYAKOLIASACS TEM, YTO
bapmarieBTHUECKas] KOMITO3ULUS IOAXOAUT JUIS IEPOPATBHOTO, PEKTAIBHOTO,
BHYTPHKEJyIOYHOTO, MECTHOT'O, BHYTPUUYEPENTHOI0, HHTPAHA3aJIbHOTO U ApEHTEPATIbHOTO
BBEJICHUSI.

5. ®dapmarieBTHUECKas] KOMIIO3ULIUA MO M. 3, OTJINYAKOLIASACS TEM, YTO
dapmareBTHUECKas] KOMITO3ULUS TOAXOAUT JUISL CyOJIMHIBAJIBHOTO WM OYKKaJIbHOTO BBEIEHHS.

6. dapmarieBTHUECKasi KOMIIO3ULIUA IO M. 5, OTJINYAKOLIASACS TEM, YTO
bapmarieBTUYECKast KOMIIO3HULIUS COAEPIKUT HATIOIHUTEINDb U Pa3PbIXJIUTEND.

7. dapmaneBTUUECKasi KOMIIO3ULIUSA IO M. 6, OTINYAOINASCSA TEM, YTO HANIOJIHUTENb
IPeCTaBIsIET COO0H MUKPOKPUCTALIHYECKYIO LIEJITI0JN03Y, & Pa3pbIXJINTENb MIPEACTaBISET
co0OM CIIUTBIN MOJTUBUHIIITUTHPPOIUIOH.

8. dapmareBTHYECKas] KOMIIO3ULIUSA IO 11. 7, OTJINYAOLIASCS TEM, YTO HATIOJHUTENb
npucyTcTByeT B KonudecTse oT 20 1o 30% 1o macce, a pa3pbIXJIUTENb - B KOJIUYECTBE OT 5 10
15% mo macce.

9. ®dapmaneBTH4YEeCKass KOMIO3ULMSA MO 1. 8, JOMOJHUTEIBHO COMep KaInas
CMasbIBarolllee BELECTBO U ININAAHT.

10. PapMaLeBTUYECKasd KOMIO3HULMA IO 1. 9, OTANYAK0IIascs TEM, YTO CMa3bIBAIOIIEe

BEIIIECTBO NMPEACTABISIET COOOM CTeapaT MarHus, a IIIUAAHT MPEACTABISAET COO0H TUOKCUA

KPEMHHUSL.
11.  ®apmauepTuyeckas KOMNO3ULM 1O I. 10, JONONHUTENBHO CoAepIKalnas
pa3baBuTEND.
12.  ®apmaneBTHUECKas] KOMITO3UIMA 1O 1. 11, oTnuyaromasicst Tem, 4to pazdaBUTENb

MpeaCTaBisieT COO0 MaHHMT.
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13.  ®apmaueBTHYeCKass KOMIO3ULM 110 . 12, JONONHUTENBHO CoAep Kalias
JMMOHHYIO KUCJIOTY.

14.  dapmaneBTHUECKAas] KOMITO3ULMA IO I1. 5, OTJIMYAOINASACSA TEM, YTO KOMIIO3ULIUS
copepsxut ot 0,3 1o 10 Mr cBOOOHOrO OCHOBAaHUS SMTHUHE(PUHA.

15.  ®apmaneBTHUecKas KOMIO3ULUSA IO 1. 5, OTINYAIOIIASICS TEM, UYTO
(hapmaieBTHYECKAsT KOMITO3UIIUS pacragaercs MeHee yem 3a 30 CeKyH/I.

16.  Cnocol mpou3BOACTBA COM MajiOHATa dSMHHE(DPUHA, BKITFOUAO LU

nobaByieHHEe MaJIOHOBOH KHCJIOTHI K PACTBOPY, COAEpIKaLIeMy STTMHEPPUH H
PacTBOPUTEID;

nepeMeIInBaHue PacTBOPa; U

OCaKIEHHUE COJIM MajioHaTa SMuHeprHA U3 PacTBOpA.

17. Crnoco0 mo 1. 16, TOMOMHUTENbHO BKJIFOYAIOIINI 0CaI0K.
18.  Cnoco0 no m. 17, TOTIOJHUTENFHO BKITIOYAKOIIUH BRICYIIUBAHUE OCATKA.
19.  Cnoco0 no n. 16, OTIHYaIOIHICS TEM, YTO MAJIOHOBYIO KHCIOTY JOOABISIOT B

cootHomeHnu ot 0koJio 0,01:1 1o 3:1 oTHOCUTENPHO 3TIMHED PUHA.
20.  Cmoco0 no . 16, OTIHYAKOLINICA TEM, YTO PACTBOPUTEINb BBIOPAH M3 TPYIIIbL,
COCTOSIIIEH U3 METaHOJA, 3TAHOJIA, H-MIPOMAHOJIA, H30IPONaHoa, H-OyTraHoa, BTop-OyTaHona,

TpeT-OyTaHoNa, H-NIEHTAHOJa, 2-MeTUI0YTaHOMa, 3-METHI-0yTaHOA U TeKCaHOMA.

21.  Cnocob no 1. 20, OTIUYAOLIHICS TEM, YTO PACTBOPUTEIb TIPEACTABIISIET COOOH
5TAHOJL.

22.  Cnoco0 ne4yeHus malueHTa, CTPAAoLIero alJIeprideCKUM COCTOSTHHEM,
BKJIFOYARO LU

BBE/ICHUE MaLueHTy (papmaneBTuyecku 3P PeKTHBHOrO KOJUUECTBA MAJIOHATA
snuHedpuHa.

23.  Cnoco0 no 1. 22, OTIMYAKOLIHICS TEM, YTO MAJIOHAT 3HHE(PHHA BBOIAT
NEePOPaNIbHO, PEKTAIBHO, BHYTPIKENYIOYHO, MECTHO, BHYTPHUYEPEITHBIM CIIOCOO0M,
UHTPAHA3aJIbHO MU MTAPEHTEPATIBHO.

24. Criocob mo 1. 22, OTIUYAIOIHICS TEM, YTO MaJIOHAT SMUHEe(QPUHA BBOIST
NOCPENCTBOM OYKKaJIBbHOHN UM CYyOIMHTBAIbHON TaOJNIETKH.

25.  Cmoco0 no 1. 22, OTIINYAIOLTUICS TEM, YTO aJUIEPTrHUECKOe COCTOSIHUE BBIOPAHO
U3 TPYIIIBL, COCTOSIIEH N3 aHA(UITAKTUIECKOH peaKIiy, aCTMbl MJIH OPOHXHAJIBHON aCTMBL.

26.  Cmoco0 mo 1. 25, OTIHYAOLINICA TEM, YTO aJUIEPTrUIECKOe COCTOSHUE

NpeacTaBisieT CO00H aHaQHIAKTUIECKYIO PEAKLIUIO.
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