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KOMIIO3UIWHN, COAEPKAINNWE INKJIOCHHOPHUH

ONMMCAHWUE

Hacrosiee nzodperenre OTHOCUTCS K KOMITO3UIIMH, COAepxKaiieii (hapMaleBTHIeCKH
AKTUBHBIA HHTPEIUEHT U MOBEPXHOCTHO-AKTUBHOE BeIecTBo. HacTosimee n3o0pereHue Taxxe
OTHOCHUTCS K MPUMEHEHHIO KOMIIO3UIIMHU B JIEUSHUH W MPOPUIaKTHKE HAPYLISHHUM, HapHUMep,
HApPYIIEHHH JKeay 0YHO-KUIIeuHOro Tpakra. KpoMe TOro, pacKpbIThl CHOCOOBI MOy YESHHS

KOMITO3UIIUH.

H[gegmecTBymgm‘i YPOBE€Hb TCXHUKH HACTOALICIO moﬁneTemm

Lluknocriopud A mpeacraBiasier CoOOM MMKIWYECKAN MONMIENTHA, KOTOPBIH
XApaKTCpPpU3yeTcad HUMMYHOIACIIPECCUBHBIMU W MPOTUBOBOCHATUTCIIBHBIMU CBOMCTBAMH.
Coenunenne ObL10 0700peHO I TPOPUIAKTAKA  OTTOPKEHHS OPraHoB  MOCTe
TPAHCIUIAHTALMK TOYKH, NEYSHH, CepALa, KOMOWHMPOBAHHOHN TPAHCIUIAHTALMH CepAla U
JICTKHX, JICTKOI0 WJIH HO,Z[)KeHy,Z[O‘IHOﬁ JKEJIe3bl, IJId HpO(I)I/IJ'IaKTI/IKI/I OTTOPXKEHUS IIOCIIC
TPAHCIUIAHTALIMHA KOCTHOTO MO3ra; JISUeHHsI M NPO()UIAKTUKN PeaKUUH «TPAHCILIAHTAT IPOTHB
xo3smHa» (GVHD); mncopmasza; aromuyeckoro AepMaTHTa, PEBMATOHAHOIO ApTPUTA U
medporuueckoro cuaapoma (Neoral™ Summary of Product Characteristics 24/02/2012).
L[I/IK.]'IOCHOpI/IH A TaKKe MOKET SIBIISITHCS NPUMCHUMBIM IJIsI JICUCHHUSI CIIEKTpa APYrux
3a0oneBaHNi, BKIIOUYAs B cebs JIeUeHHe TSDKENOro, TPYAHO MOANAOLIETOCs JISUSHHIO
OnsmevHoro mcopuasza, Oone3nu bBexuera, aHeMum, TSDKENOM MHACTEHHH W Pa3IHMUHBIX
cocrosauii, mopaxkaromux JKKT, Bkmtouas B ceOs CHHAPOM pa3IpakKeHHOTO KHIIEUHHKA,
6onesns Kpona, xonurt, BKIOUast B cebst Hecenuduueckuii SI3BEHHBIA KOIUT, TUBEPTHKYTUT,
BOCTIIEHHE HJISOAHATBHOIO KapMaHa, MPOKTUT, PEaKIMH «TPAHCIUIAHTAT MPOTUB XO3SIUHAY
kery gouHo-kumeuHoro tpakra (GI-GVHD), xapuuHOMBI M aJeHOKAPLHHOMEI TOJICTOH U
IPSIMOM KUIIKH, a TaKXKe BBI3BAHHOTO mimemuer 3abonesanus. Criektp apyrux 3aboseBaHmit
MOJKET XapakTCpPU30BaTHLCA MOJIOXKUTCIIBHBIM PEIYIBTATOM BCICACTBUC JICUCHUA C IMTOMOIIBIO
mutocnopuaa A (Landford et al. (1998) Ann Intern Med;128: 1021-1028), xoTtopas
MOJTHOCTBIO BKJIIOUEHA B HACTOSIIIMN JTOKYMEHT IOCPEeACTBOM cchulkd. Llukimocnopun A ObLt
UCTIONB30BAH ISl JISUSHHUS PsiAa COCTOSIHUI JKelTy JOUHO-KHIIEYHOr0 TPAKTa, BKIIOYAs B CeOs
BOoCcIUTeNbHOE 3aboneBanne kumieuHuka (Sandborn W, xputuueckuii 0630p Tepamuu
LUKJIOCTIOPMHOM TPH BOCHATHTENLHOM 3aboneBannu kumeyHuka, Inflamm Bowel Dis.

1995:1:48-63), Bxmouyas B cebst Hecnemmpuueckuii s3penHbni komur (Lichtiger et al,



MpeIBapUTEbHBIN 0TUET (UKIOCTIOPUH B JIEUEHHH TSDKEIOT0 HECTIEIU(PUUECKOTO SI3BEHHOTO
kojmra), Lancet. 1990;336:16-19; Cohen et al, Intravenous cyclosporine in ulcerative colitis (a
five-year experience), Am J Gastroenterol. 1999;94:1587-1592).

Tem He MeHee, UKIOCTIOPUH A XapaKTEPHU3YETCs PSAOM HEXKENATeTbHBIX MOOOUHBIX
3¢ deKToB, BKIIOUAs B Ce0s TUNIePTEH3HUI0, HapyIeHne (YHKIUHU TOUYeK U HEMPOTOKCHIHOCTh
(Feutren et al, Risk factors for cyclosporine-induced nephropathy in patients with auto-immune
diseases, International kidney biopsy registry of cyclosporine for autoimmune diseases, N Engl
J Med. 1992;326:1654-1660; Wijdicks et al., Neurotoxicity in liver transplant recipients with
cyclosporine immunosuppression, Neurology. 1995:45:1962-1964; u Porter et al,
Cyclosporine-associated hypertension, National High Blood Pressure Education Program. Arch
Intern Med. 1990;150:280-283).

[TuknocopuH A SIBISIETCS JOCTYIIHBIM B BUJIE BHY TPHBEHHOTO cocTara; Sandimmun™,
KOTOPBIM TpeAcTaBiseT coboi pactBop S50 Mr/mMy IUKIOCTIOpPHHA A B JTaHOlE W
MOJTMATOKCUIIUPOBAHHOM KacTopoBoM Macie (Hampumep, Kolliphor™ EL). TMpoaykr Takxke
JOCTYIIEH B BHJAE COCTAaBOB ISl TEPOPATBLHOrO BBEIEHHS, BKIIOUas B CeOS MITKYIO
JKeJTATHHOBYIO KaICyJy, COASPIKAINYI0 PACTBOP LHMKJIOCIIOPUHA A B 3TaHONIE, KYKYPY3HOM
MacJie ¥ JIMHEOWIMAKPOTONNIALEpUAaX (MSITKHE KeIaTHHOBBIE Kancyabl Sandimmune™) u B
BUJIE PACTBOpA AJISI EPOPATEHOTO BBEIESHUSI, COMEPIKALIEro [UKIOCIOPHH, PACTBOPEHHBIN B
OJTMBKOBOM Maciie, atanojie u jadpaduie M 1944 CS (momu3TOKCUIUPOBAHHBIE OJIEHHOBBIE
raunepusl) (mepopansHbiil pacreop Sandimmune™). CoceM HenapHO ObLT OJ0OpPEH COCTaB
KOHLIEGHTpara MHUKPO3MYJBLCHH, COAEp:KALIUI LUKIOCHOPUH A, pacTBopeHHbli B DL-0-
Tokodepose, abCOMIOTHOM  OTaHOJE, MPONWISHIIHKOIE,  MOHO-IU-TPUTIHLEPUIAX
KyKYPY3HOr0 Macia, noinuokcuie 40 TuaporeHu3upoBaHHOro kacTroposoro macia (Neoral ™),
IMocne nepopansHOro BeeaeHus cocras Neoral™ npuBoauT Kk 06pa30BaHUIO MUKPOIMYJIBCHH,
¥ yKa3aHO, YTO OH 00/aaeT yIydieHHOH OO I0CTYTHOCTRIO 1O cpaBHeHuIo ¢ Sandimmune™
IUIT  TIEPOPATLHOTO BBeJeHWS. Bce yka3aHHbIE KOMIO3WLMK LUKIOCTOpPUHA A IS
MEPOPATBLHOTO BBESHHUSI TTPEACTABIISIIOT COOOM KOMITO3UI[HH HEMEIEHHOT'O BEICBOOOK IEHHUS,
U IUKJIOCITIOPHH A OyJeT MPUCYTCTBOBATH B BBICOKOM KOHIIEHTPAIIMM B JKENYIKE U TOHKOM
KHIIKEe, OTKYAa OH CHCTEeMHO abcopbupyercs.

Sandborn ¢ coast. (J Clin Pharmacol. 1991 ; 31 :76-80) onpenenuin OTHOCUTETBHYO
CHCTEMHYI0 abCOPOLHMIO HUKIOCIOPUHA TOCIE MEPOPATBHOTO ¥ BHYTPUBEHHOTO BBEAEHMUSI,
TAKXKe BBEJEHHS C TMOMOIIBIO KJIM3M Ha MACISHOW W BOJHOM ocHOBe. OCHOBBIBASCH HA

HE3HAUUTCIIBHBIX KOHLOCHTPAOUAX HUKIOCHOPHUHA B ILIA3ME, Ha6.]'[IOI[aeMI>IX IMOCJIC BBCIACHUSI



KJIU3MBI, TPEAMONOKIIN, UTO IHMKIOCHOPHH, Jake Oyaydw COMIOOMIM3UPOBAHHEIM, C1ab0
abcopbupyercs W3 TONCTON KHIOKKW. TeM He MeHee, KIM3MbI MPOAEMOHCTPUPOBAIH
CYLIECTBEHHYIO 3(P(PEKTUBHOCTE B JIEUECHHHM BOCHAIUTENBHOTO 3a00JI€BaHUS KHIIEYHUKA
(Ranzi T, et al, Lancet 1989;2:97). Dd(eKkTuBHOCTE BBEISHHOIO BHYTPHBEHHO WU
MEPOPATBHO MUKIOCIIOPHHA B JIEUSHHH BOCHIAUTENBLHOTO 3a00I€BaHUS KHIIEUHUKA, SIBISIETCS
3aBUCHMOM OT J03bI, TpeOys BBICOKHX 103 It OOecmedeHwsl TOro, uToOBI ajeKBaTHAas
KOHIIEHTpalKsl JOCTUTAIA TOJACTOM Kuliku. M3BECTHO, UTO CHUCTEMHASI TOKCHYHOCTD SIBJISIETCSI
3aBHCHUMOM OT JT03bI M MPOOKATETLHOCTH.

Cocrasienne QpapmaleBTHISCKH AKTUBHBIX HHIPEIUEHTOB B (OPMY, TTOAXOISIIY FO JUIsI
BBEIEHHS IMAI[HEHTY, NPEACTaBIseT coOOM pa3BuTyio o0jgacTe Haykw. Kpome Toro, 3to
SIBIISIETCSI KJTFOUEBBIM BOIIPOCOM B OTHOIIEHUU 3(PPEKTHBHOCTH JIEKAPCTBEHHOTO CPEICTBA.
CyIecTBYIOT MHOTOUYHCISHHBIMH PUMEPHI CITOCOO0B COCTABIICHUS JIEKAPCTBEHHBIX CPEICTB
U JPYTHX aKTUBHBIX HMHTPEIUeHTOB. Llemn yKa3aHHBIX COCTaBOB Pa3IMUYAIOTCS U MOTYT
HAXOMUTLCS B TUAMA30HE OT YBEIHUYEHHUs] CUCTEMHOM abcopOuun, obecrieueHns HOBOTO My TH
BBEJIEHUS, YIyUIIeHUs] OHOJOCTYIHOCTH, CHHUKEHHsI MeTaboInu3Ma aKTHMBHOTO HMHIPEIMEHTA
WK n30eraHust HeXKENaTENbHBIX My Tel BBESICHUS.

CormacHo MexayHapoaHOHM mareHTHOH myOmukauun WO 2008/122965 pacKphITHI
MePOPaTBEHBIE KOMITO3UITUH MUHUKATICYJT HUKIOCIIOPHHA CO CBOMCTBaMH MOIU(DUIIMPOBAHHOTO
BBICBOOOXIEHHUSI, KOTOPbIE BBICBOOOKIAIOT IMKIOCIOPUH IO MEHbIIEH Mepe B TOJICTOMH
kmuke. CornacHo MexayHaponHoil marentHoW nyOmukammu WO02010/133609 packpbIThl
KOMITO3HIIMH, COASPKAIAe BOJOPACTBOPUMYIO TMOJUMEPHYH MATpPHUIly, B KOTOPOI
JUCTIEPTHPOBAHBl  KAaIUTH Macja, MNpuYeM KOMIIOZHLIHMU COJepKaT 00eCIeYnBarOIIy 0
MOTU(HUIIMPOBAHHOE BBICBOOOKAEHHE 000M0UKY. PACKPBIThIE KOMITO3UIIMH TAKKE COASPHKAT
AKTUBHOE HAYAJO.

Ocraercs TOTPeOHOCTE B KOMIO3MLHUSAX LUKIOCIOpPUHA A I TEepOpabLHOTO
BBEJIEHUSI, KOTOPbIe 00ECTIeurBalOT BLICOKUE COMEPIKAHHS UKIOCIOPHHA A B HIDKHEM OTJENe
JKKT, ocoGeHHO B TOJICTOM KHIIIKE U a0COPOLIMIO IIMKIOCTIOPUHA A U3 COAEPKUMOrO MPOCBETA
kuiikd B TKaH! JKKT, B 4aCTHOCTH B TKaHHW TOJICTOM KHILKH, AJIS JICUSHUS] TAKUX COCTOSIHUI
mmwkHero oraena JKKT, kak Hecnenmmuueckwid SI3BEHHBIM KOMUT. Takue KOMITO3HINH
JKenareJbHbIM  00pa3oM MHHUMH3HPYIOT CHCTEMHOE, OCYIIECTBISIEMOE Uepe3 KpPOBb
BO3JEMCTBUE LUKJIOCIOPHHA A, TEM CaMbiM MHUHHUMH3UDYS HeKeIaTeabHbI MOOOUYHBIH
3((deKxr, CBSI3aHHBIN C CHCTEMHBIM BO3ISHCTBHEM LIUKIOCTIOpUHA A. B 4aCTHOCTH, CYIIECTBYET

NOTPeOHOCTE B KOMITO3MLIMSIX AJIsI IEPOPaTbHOTO BBEACHHS, KOTOPBIE XapaKTepH3yIOTCS



HU3KHM  BO3JAedcTBHeM/riomanpto  mon  kpusod (AUC) w/wnmm  HU3KOW — MHKOBOM
KOHIIeHTpauuer B kpoBu (Cmax) 1o CpaBHEHHIO C MPOAYKTOM TSI IIEPOPATBHOTO BBEICHUS
Neoral™ w/mnM UUKIOCIOPUHOM A, BBEJSHHBIM BHYTPHUBEHHO, HAIpuUMep, B BHUAE
Sandimmune™.

Lluxnociopur A sIBIsieTCs] paCTBOPUMBIM B Macie; OH siBisiercs ruapodobubmM. [1pu
KOHTAaKTe PacTBOpa LMKJIOCIIOPUHA C BOJON IMKJIOCIOPHH MOXKET 0Opa3oBBIBATH TBEPIOE
BEIIECTBO 3a CUET OCWKACHHSI WIH KPUCTAUIM3AMU W3 pactBopa. OcakieHHWe WIn
KPUCTALIM3ALUS] LUKIOCIOPUHA W3 PACTBOPA MOXKET MPOMCXOINTh, KOTJa pacTBOP
LUKJIOCTIOPHHA TPHCYTCTBY €T B 3MYJBCHU MAacio-B-Boje. BbU10 0OHAPYKEHO, YTO HMYJIbCHH
MAcj0-B-BOJ€ MIPEIIIECTBYIOIIEr0 YPOBHSI TEXHUKH, COJACPKAINNE UKIOCIOPHH B PaCTBOpE,
XaPaKTePU3YIOTCSl HU3KOH CTaOMIBHOCTBIO OMYJBCHH M OCAKIAIOT HIH KPUCTALIH3HPYIOT
LUKIOCTIOPHH C TeueHHneM BpeMeHu. OOpa3oBaHHe TBEpAOTO LUKJIOCIOPHHA B HMYJIbCHH
SIBTISIETCS. HEXKeaTelbHbIM. B CBSI3M € 3THM, CyIIeCcTByeT HOTPeOHOCTB B OMYJIBCHSIX,
COJEeP)KAIIMX LHUKIOCIOPHH B pAacTBOpPE, KOTOPbIe XapaKTePU3yIOTCsl IOBBIILIEHHOH
CTaOMIBHOCTBIO dMYJIbcHU. Hampumep, CyIecTByeT MOTPeOHOCTb B 3MYJBCHSX, B KOTOPBIX
yBeIHUEHa MPOJOLKATEIPHOCTh BpeMEHH OOpa30BaHUSl KPHUCTAUIOB WM OCYLISCTBICHUS
OCKISHUSL.

CocrapieHne akTUBHOTO MHIPEIWEHTA B Cepy MyTeM MPOIMYCKAHHS KOMIO3ULIWH,
coJepkaiiell BOIOpacTBOPUMY0 MOTHMEPHYIO MATPULYY, B KOTOPO# AUCHIEPTUPOBAHBI KAILTH
Macia, 4epe3 OTHOKAHATBHOE COILIO, PACKPBITO B MEXIyHAPOJHOW MATEHTHOH myOnukanuu
WO02010/133609. Obpazopanue TBEpPAOrO LMKIOCHOPHHA B SMYJIBCHUH SBISETCS OCOOSHHO
HeKelarenbHbIM BO Bpemst oOpazoBaHmsl cdep U3 OSMYJIbCHH, CcoAepKamieldl TBepablit
LUKIOCTIOPHH. DT0 00y CIOBISHO TEM, UTO TBEPABIH IUKIOCHOPHH SIBISIETCS. MEHEE AKTUBHBIM
B MPEIIOoJaraeéMoM TEpareBTHUECKOM MecTe NeCTBUS, HanmpuMep, KelydOUHO-KHIIEYHOM
TpakTe, YeM COMIOOWIN3NPOBAaHHBIM LUKIOCIOpUH. [Ipobnema KpuCTAUIM3ALMH WU
OCKIEHUS UKIOCIOPHHA OCOOSHHO BaXKHA B PACIIMPEHUH TPOU3BOACTBA Chep U3 IMYJIbCHIL
VBennuenne MacmTaboB MPOM3BOACTBA C(ep MPHBOINT K TOMY, UTO MAPTHH SMYJIbCUH
MOJIeKAT XPAHEHUI0 B TeueHne Oosiee IIMTENBHBIX NEePHOIOB BPEMEHH, M CKIOHHOCTb K
KPUCTALIM3ALUY WIN OCAKICHUIO yBeIUuMBaeTcs. B cBsizu ¢ 3TuM, cymiecTByeT noTpeOHOCTh
B OMYJIbCHH C BBICOKOH CTaOMJIBHOCTBIO JUISl CHIDKEHHS KOJMYECTBA TBEPAOTO BELIECTBA B
SMYJIBCHH TIpU e 00paboTKe B chephl U, CeI0BATETBHO, TSI CHUKEHUS KOJTUUIECTBA TBEPAOTO

BeIIeCTBa B chepe.



AHa.]'[OI‘I/IlIHO, CYIIECTBYET HOTpe6HOCTI> B KOMIIOHEHTEC OMYJbCHUHA IJIsI I/IHI‘I/I6I/IpOBaHI/I$I

KpucCrtaliu3aiuuy WIH OCAKACHHUS.

Kpancoe PACKPBLITHC HACTOHAIIECTO l/I306[)eTeHI/lﬂ

Heoxunanno Obuto  OOHApPYKEHO, UTO  TMOBEPXHOCTHO-AKTHBHOE  BEIHIECTBO
XapaKTEPHU3YETCsl CTAOMIH3UPYIOIKUM (PPEKTOM HA IMYJIBCHIO, COASPKAILY 0 [UKIOCIIOPUH
B pacTBope. [ToBepXHOCTHO-aKTUBHOE BEIIECTBO MOKET COMEPIKATE MIH MOKET TIPEIACTABIISATh
€000 MOHO- MJIH TUTJIMIEPHUT CPETHENETOYEUHON UITH JITHHHOIIETIOYEUHO N KUPHOM KUCTOTHI
WA WX KOMOHHAIMIO, HEOOS3aTebHO MPH 3TOM MOBEPXHOCTHO-aKTHBHOE BEIECTBO HE
COIEPKUT WM HE MPENCTaBIsIeT COOOM MPOCTOM WIH CIOKHBIM 3(PHP MOJUITUIEHIITUKOISL.
[ToBepxXHOCTHO-aKTUBHOE BEIIECTBO MOXKeT xapakrepusoBarbcsi [JIB He Oomee 10,
MPEMOUTHTENBLHO He Oosiee 7 wiu He Oosee 5. KoHKpeTHO, ObLTO 0OHAPYKEHO, UTO MOHO- HJTH
JUTTAIEPUT CPEAHEIENOYeuHOH WM JJTHHHOLENOYEUHON JKUPHOW KHCIOTBI WJIH X
KOMOWHAITHSI, HEOOSI3aTeIbHO HE COASPIKAINUI HITH HE IMPEICTAB/ISIIOIIME COO0M MPOCTOM MK
CIIOKHBIN 3(Hp MOJHITHISHITTHKOMS, XapakTepusyercs crabumuzupyroomuM 3¢dexrom Ha
SMYJIBCHIO, COASPIKAIIYIO IUKIOCTIOPHH B PACTBOPE. DMYJIbCHS. MOXKET MPEACTABMISITE COOOU
3MYJIBCHIO MacCJIO-B-BOJIE.

MoHO- WKW JUTHLEPU]A CpeJHELENOvYeuHOH WM AJWHHOLENOYEYHOW IKUPHOU
KHCJIOTBI MpeacTaBiseT coOOH CIOXKHBIA 3(QHp TakoW JKUPHOH KHCIOTHI W TJIHLEPUHA, B
KOTOPOM TJIHLEPUH 3CTEPUPUIHPOBAH OJHOH (MOHO-) WK IBYMS (IH-) JKUPHBIMH KACJIOTAMHU.
I'aunepuH MOXKET COCTOSTE U3 OJAHOTO MTUIIEPHHA, HAPUMEDP, MOHOTJIUIIEPHH (CIIOKHBIHN 3up
MOHOTJTHLIEPHHA TAKXKe HA3BIBAETCS TTHLIEPUT).

Beuio oOHapyKeHO, UYTO NpPUMEHEHHE OMpPEleeHHBIX IOBEPXHOCTHO-AKTUBHBIX
BEIIECTB BO BPEMSI TMPOU3BOJACTBA KOMIIOZUIIUU SIBISIETCS OCOOeHHO 3(P(eKTHBHBIM B
CTa0WIU3AIMH KOIIOUAA (HApUMeEp, SMYJIbCHH), SBIISIOIIErOCS Pe3ybTaTOM CMEIIUBAHMS
BOJHOTO PacTBOpa, COJeprKallero oOpasyIOIUi THAPOTENb MOJUMEp, U MAacisHOU (asbl,
cojepikaiel nukaocmopud A. Eciau KOMIOUI COMEPKUT SMYJIBCHIO MACjIO-B-BOJE, OBLIO
00HapyKEeHO, YTO MPUCYTCTBUE MOBEPXHOCTHO-AKTHBHOTO BEIECTBA, XapaKTEPU3Y IOIIETOCS
I'JIb ve Gonee 8§ (B wacTHOCTH, He Honee 6 win OT 2 10 6), B MacasHOH (ase sBisieTcss 0COOEHHO
3((pEKTUBHBIM B CTAOHIH3ALMH SMYJIbCUH, B YACTHOCTH, BO BPeMs MMOJYUYESHUS] KOMITOZUIIHH.
Bb110 0GHApyKeHO, YTO MPUCYTCTBHE TAKUX MOBEPXHOCTHO-AKTHBHBIX BELIECTB WHTHOUpPYeET
00pa30BaHUE KPUCTALIOB UKIOCIOPUHA A TIOCIe 00pa3oBaHusI KOJUTOUAA (3MYIBCHH MAaCIO-

B-BoJe). [IpucyTcrBue mopepxHocTHO-akTHBHOIO Bemmectsa ¢ ['JIB, cocrasnsiromum He Oonee



10, moaep:KuBaeT LHMKJIOCIIOPHH A B pacTBOpe B MAaCIsHOHN (aze BO BpeMsl MPOU3BOJCTBA U
MOXKET Takke oOecrneunmBaTh MOAXOASINEE BBICBOOOXKICHHE IMKJIOCIIOpHHA A B
COTIOOUTU3UPOBAHHON (OpMe U3 KOMIO3ZULMH MOCIe NepOPaIbHOTO BBEISHUS! KOMIO3HLIMN
cyobekty. Kommosummu, comepamue TOBEpXHOCTHO-AKTHBHOE BELIECTBO COIJIACHO
HacTosmeMy n3obperenuto ¢ ['JIB, cocrapstommm He 6osiee 8, Mo MeHbIIEH Mepe B MaC/ISTHOM
(asze, MOTYT HPOSIBIISATH BEICOKHE CKOPOCTH BBHICBOOOXKICHHSI H/WITH CTEIIEHb BBICBOOOXK ICHHSI
MUKJIOCTIOPUHA A u3 KOMITO3UIIHUU IO CPABHCHUIO C IIPUMCHCHUEM ITOBEPXHOCTHO-AKTUBHBIX
BemecTs ¢ OompmmMm 3HauenneM [JIB B macisHOW (asze. IlpucyTcTBHE NOBEpXHOCTHO-
akrusHOro Bemectsa ¢ ['JIb, cocrasnsromum He 6onee 8, Mo MeHbIei Mepe B MacIsiHON (ase
B KOMITO3UIIMN MOJKET MHTHOMPOBATH OCAXKJISHHE LUKIOCHOPHHA A TOCIe BBICBOOOXKACHUS
MUKJIOCTIOPUHA U3 KOMIIO3UIIMH, TEM CaMbIM VYIACPKUBASI MOBBIIICHHBIC COACPKAHUSI
LIUKIOCTIOPUHA B COMOOMIU3upoBanHoii Gopme B mpeaenax XKKT, mampumep, B TOACTOM
kunike. OnucaHHbIe B HACTOSIIEM JTOKYMEHTE KOMIIO3UIMHI, TPHUEM KOMITO3ULHSI COASPIKUT
MaclIssHyR (asy H IOBEPXHOCTHO-aKTHBHOE BEIECTBO, xapakrepusyromeecs: [JIB,
cocTaBsIOIUM He Gonee 10, 00pa3yroT JOMOJHUTENBHBIN HE3aBUCUMBINA aCIIEKT HACTOSIILETO
n300peTeHusL.

COOTBETCTBEHHO, MPEIYCMOTPEHO NMPUMEHEHHE MOBEPXHOCTHO-AKTUBHOIO BEIECTBA
JUISL CTAa0WITH3AIUH SMYJIBCHH. DMYJIbCHS MPEANOUYTUTEILHO MPEACTABISIET COOO0H IMYIBCHIO
Macio-B-Boje. [10BepXHOCTHO-aKTUBHOE BELIECTBO MPEIMOYTHTEILHO MpeACTaBisieT coboii
WJIN COAEPIKUT MOHO- WM JUTIHLEPHU ] CPeHELeNnoYedHONH WIN JUTMHHOLENOUeYHON KUPHOH
KHUCJIOTHI WM MX KOMOWHAIHMIO, HEOOS3aTeNBHO HE COJAepKallee WIH He NPEACTABIIIOLIEe
€000l MPOCTOit WK CIIOKHBINA PUP MOTUITHIEHTITAKOSL.

IMox ¢pa3oit “TOBEPXHOCTHO-aKTUBHOE BELIECTBO CTAOWIMBUPYET OMYJIBCHIO
MOIPa3y MEBAIOT, UYTO MMOBEPXHOCTHO-AKTUBHOE BEIECTBO YBEIUUUBAET MPOAOIKUTEILHOCTD
BpeMeHH 00pa30BaHUsSl TBEPJBbIX YACTHL (HAIpPUMEpP, OCAKIACHUS WIH KPUCTALIM3ALUH) B
3MYJIBCHH, COAEPIKAIlEN HIUKIOCIIOPUH B PACTBOPE.

Takxke ObUTO OOHAPYKEHO, UYTO TMOBEPXHOCTHO-AKTHBHOE BEIIECTBO WMHTHOUPYET
KPUCTALTM3AIUI0 TUKIOCIIOPUHA U3 PACTBOPA LUKIOCHOPUHA B MACISIHON (haze B HMyJIbCHH
Maci0-B-Boje. [I0BepXHOCTHO-aKTHBHOE BEILIECTBO IPEACTABIISIET COOO0M HITH COAEPKUT MOHO-
WIN JUCTHLEPUA CPEAHELEeNOUeYHOH WM AJIMHHOLEIOYEYHOW >KUPHOM KHUCIOTHI WIH HX
KOMOWHALINIO, He0OS3aTeTFHO MPH STOM MTOBEPXHOCTHO-AaKTUBHOE BEIIECTBO HE COASPIKUT HITH
He MpecTaBisieT coO0M MPOCTON WITH CIOXKHBIA 3PUp MOTU3THISHITAKONsL. COOTBETCTBEHHO,

NPUMCHEHHUEC IMOBEPXHOCTHO-aKTHUBHOI'0 BEUISCTBA obecreunBaeT OMYJBCHUIO, KOTOpasi HE



COJEPKUT KPUCTALTBI WM OCAAOK B TEUeHHE OoJiee ATUTETBHOTO MEPHONA BPEMEHH, YeM
SMYJIBCUH TPEIIECTBYOMIETO YPOBHS TEXHUKH. DMYJILCHUS, TpeOyromas OonbIiero BpeMeH!
AT KPUCTAJUTU3 AU W OCAKIACHUS, SIBJISICTCS 6.]'IaFOHpI/I$ITHOI71 JJIS1 prrIHOMaCH.ITa6HOFO
mpousBoacTBa chep. CremoBaTeabHO, COINIACHO HACTOSIIEMY H300PETEHHIO MPeryCMOTpPEH
croco® HWCHOIB30BAHUS HMYJIBCHH, COJAEPKAIIEH MOBEPXHOCTHO-aKTUBHOE BEIIECTBO, LIS
MoJTy YeHust cep, B UaCTHOCTH, B yBEIHUEHHH MacmTaba cnocoba mpou3BoacTea chep.

Kak mnpaBuio, NMOBEpXHOCTHO-aKTHUBHBIE BellecTBa ¢ HU3KUM 3HaueHuem [JIb,
HampuMmep, He Oojiee §, UCMONMB3YIOT B KAa4eCTBE IMYJBraTopoB BOJa-B-Macne. B kauecTse
YACTH HACTOSIIErO n300peTeHust OpiI0 OOHAPYKEHO, UTO MOBEPXHOCTHO-AKTHBHOE BEIIECTBO
MPEeCTABNISIET COOOH AMYNBraTop I SMYJIbCHI MAacio-B-BOJE, COAEPIKAIIUX PACTBOPEHHBIH
LUKJIOCIIOPHH, IPUYEM IOBEPXHOCTHO-AKTUBHOE BEIIECTBO XapakTepusyercst 3HaueHueM I'J1b,
COCTaBJISIOINUM He Oonee 8, U mpeacTaBiser co00i WM COASPIKUT MOHO- WM TUTTHIIEPH]T
CPEIHEIeOUYSYHON WM JTMHHOLCTIOUEYHON JKUPHON KHCIOTHI WM HX KOMOWHAIIHIO,
HeoOs3aTeIbHO He COAepIKalllee UITH HEe MPeICTaBISonee COO0M MpOoCTON MK CJIOXKHBINA 3(up
TTOJTA THIISHTTAKOJIS.

CorjacHO acmeKTy HACTOSIIEro M300pPEeTeHUs MPeayCMOTPEHA KUAKAS KOMITO3UIIHS,
coJepIKaast BOJHY10 a3y, MOBEepXHOCTHO-aKTUBHOE BEIIECTBO U MAC/ISTHY 10 (hasy, B KOTOPOM
PacTBOpeH LUKIOCHOPUH. IIOBEPXHOCTHO-aKTUBHOE BEIIECTBO MOXKET COAEpXKaTb WIU
MPEACTABISITE COOOM MOHO- WJIH TUTIHIEPH CPETHELENOUueyHON Wik [TMHHOLENOUEUHOMN
JKUPHOM KUCTOTHI WJTH UX KOMOWHAIIMIO M HE CONSPXKUT WJIH HE MPEICTaBIsIeT COOOU MpOCTOit
WIN CIOXHBIA 3Qup monumdTuieHraukonst. Bonnas dasza moxker conepkars 00pasyromnuii
ruaporens noauMep. MacnsiHas paza MOXKeT SIBISITbCS TUCTIEPTHPOBAHHON B BOTHON (hase.
MacnsiHast haza MOKET SIBISITbCS TUCIIEPTUPOBAHHON B BOAHOU (ase B opme kostonna,
HAITPUMED, KUAKO-KHUIKOTO Kojutonaa. MacsHast aza MOKET SBISTHCS AUCTIEPTHPOBAHHOM
B BomHOUW (paze B ¢opme >Mynbcud. COOTBETCTBEHHO, XHUAKAS KOMIIOZUIUSI MOXKET
MPEICTABNISTE COOOM KHUAKYIO KOMITO3HUILIUIO MY TbCHHU.

Kunkyro KOMIO3WIHMIO MOJKHO TMpPEBpPaTUTh B TBEpAyIO (GOpMy, MO3BOJHB
obOpasyronieMy THAPOTETb MOAUMepy 00pa30BaTh THUAPOTENEBY0 Mmarpuily. Kpome Toro,
Mpeay CMOTPEH CIOCO0 MPEeBpaIIeHus! JKUIKOW KOMITO3UIIUH B CEPY, MTPH KOTOPOM JKUAKYIO
KOMITO3ULIMIO BBITY CKAIOT YEPE3 OJHOKAHAIBHOE COILIO.

CorjacHO aCmeKkTy HACTOSIIEr0 M300peTeHusl MNPeIyCMOTPeHa KOMITO3HUIIHS,
COoepIKaINast IUKJIOCIOPUH, 00Pa3yIOIIY F0 THAPOTe/Tb MOIUMEPHY 0 MATPHILY, TOBEPXHOCTHO-

AKTHBHOE BELIECTBO M MACJSHYIO a3y, AMUCIIEPTUPOBAHHYIO B 0Opasylomeld Truaporeib



noauMepHoi Marpune. [ToBepXHOCTHO-aKTHBHOE BEIIECTBO MOKET NPEACTABISATh COOO0H HH
MOXKET COJEepKaTh MOHO- WIH AUTJIMLEPU] CpPEAHENENOYeuHON WIN ATMHHOLEIOUYSYHOH
)KPIpHOfI KHCJIOTHI HJIN UX KOM6I/IHa]_[I/IIO 1 MOJXKET HC COACPKATh WJIN MOXET HE IMPEACTABJIATH
co00ii TPOCTOM WK CITOKHBIH DU MOTUITHISHITAKOIS. KOMIO3HIIMS MOKET PEACTABISTh
co0oii TBEpAYI0 KOMIIO3MIMIO. KOMITO3MLIMST MOXET HaxoAuThCS B (OpMe BBICYIIEHHOU
ceprl. KoMmosuims MoxkeT HaX0AUTHCS B (POpMe BBICYILIEHHOT'O KOJLTOHM Q.

[NoBeimeHHbI  mpodWIb  BBICBOOOXKIEHHSI  MPEINOYTHUTENBHO  obecreveH
MPUCYTCTBHEM IIOBEPXHOCTHO-AaKTHBHOIO  BELIECTBA, MPEACTABISIIONIEro CoOOH WM
COJEPIKAIEer0 MOHO- WX AUTIUUEPU CPEIHELECNOYEYHON WIN JIMHHOLEIIOYEYHON KUPHOU
KHCIIOTBI WM UX KOMOHMHAIIMIO, KOTOPOE He COASP KUT WM HE MPEACTaBiIsieT CoO0H mpocToit
WIA CIOXKHBIA 3(QUp MOMUITHIEHIIMKOJS, B KOMIIO3MIUSX COTJIACHO HACTOSIIEMY
H300PETEeHNI0 MO CPAaBHEHHWIO C KOMIIO3MLMSIMH C JPYTMM TOBEPXHOCTHO-AKTUBHBIM
BEIIECTBOM. TBepast KOMIIOZULHMSI COTTIACHO HACTOSIIEMY H300PETeHHUIO POSIBISET Tpopuib
BBICBOOOKI€HHSI C OBBIIIEHHBIM BBICBOOOKIEHHEM LIUKJIOCIOPHHA 1 TTOJASPKAHNE BBICOKUX
COJep)KaHMK IMKIOCTIOPHMHA B PAacTBOPE MO CPABHEHHIO C KOMIOBHULUSIMA C JPYTHM
MOBEPXHOCTHO-akTHBHEIM BemlecTBoM (Kolliphor EL, momu3TOKCHIMPOBAHHOE KAaCTOPOBOE
Macio). PactBopeHne MOXXHO U3MEPUTH B JEMOHU3UPOBAHHON BOJE.

Heobsi3atennbHo  1ukiIocioprH, obpasyomas THAPOTeNb IOTUMEPHAs MAaTpHIa,
MOBEPXHOCTHO-AKTHBHOE BEIIECTBO M MacisHas (aza COASpKAaThCS BHYTPH CepILEBHHBL
Taxum 00pazoM, KOMITO3ULIUSI MOKET CoepkKaTh cepAleBrHy. COOTBETCTBEHHO, KOMIIO3ULIHSI
MOJKET COJEpKaTh CEPALIEBHHY, IPUYEM CEPALEBHHA COASPKHUT LUKIOCIIOPHH, 00pa3y LIy 0
THIPOTENb TOMMMEPHYIO MaTpHLy, MOBEPXHOCTHO-aKTHBHOE BELIECTBO W MACIsIHYIO (hasy,
JUCTIEPTHPOBAHHYID B OOpasylomledl Tuaporenb MOJMMEPHOW  Marpuue, OpHYeM
MOBEPXHOCTHO-AKTUBHOE BEIECTBO MOXKET MPEICTABISATE COOON WIIH MOKET COAep:Karh MOHO-
WM JUTTHLEPUT CPEIHELENOYEYHOU WM UIMHHOLIENOYEUHOM KUPHOM KHCIOTBI WIH HX
KOMOWHALIMIO M HE COJEPIKUT WM He MPEACTaBIseT COOOM MpOCTO Wi CIOXKHBIA 3(up
MOJTHA THIIEHTTHKOJISL.

Kunkass KOMIO3UIMS MOXKET NpPEACTaBIATb COOOH KOMIOMZ, T.€. OHA MOXKET
MPEICTABISITE COOOH KOJIOUAHY IO JKUIKY0 KOMIO3ULMI0. KOMITO3ULIUST MOKET IPEACTaBIISTh
€000l TBepAbIA KOJTOUI WK KOMITO3ULIUSI MOXKET HAXOIUTLCS B (hOpMe TBEPIOTO KOJLTOH A,
T.e. OHa MOXET MNPEACTaBJISATH cOOOW TBEPAYIO KOJUIOMIHYIO Kommozuuuio. KommowaHas
JKUJKAsE KOMITO3UIIMS COTJIACHO HACTOSIIIEMY M300pPETEHHIO MOKET COIAEPIKATh HENMPEPLIBHY O

¢dazy, koropast mpeacrasisier coOOH WM CONEPKUT OOPa3yIOIMHA THAPOTENb MOJIUMED, H



JUCTIEPCHYIO (pa3y, KOTOopas MpeACTaBIsIeT COO00H WM CONEPKUT MUKITOCIOPUH A U MACIISTHY FO
¢dazy, mpuueM KOJLIOWAHAS JKUAKAS KOMITO3MLUSI WM TBEpAAs KOIOWUTHAS KOMIIO3HUIIHSI
JOMOJTHUTEIBHO COACPIKUT IMOBECPXHOCTHO-aAKTUBHOC BEIIECTBO (KOTOpOG TAKKE€ HA3BIBACTCA
MEPBOE MOBEPXHOCTHO-AKTHBHOE BEIIECTBO), COASPKAIIEES WK MPEACTABNISIONIEE COO0M MOHO-
WM JUTTHALEPUN CPEIHELENOYEYHOU WM IMHHOLIENOUYEUHOM KUPHOM KHCIOTBI WIH HX
KOMOWHAITHIO K HE COAEPIKAILIEE WK HE MPEACTABISIONIee COOO0M MPOCTOM HITH CI0KHBIN d(up
MO TUIEHTTAKOJTSL.

Teepmass KOUTOMAHAS KOMIO3MLHUS COTJIACHO HACTOSIIEMY H300PETESHHIO MOXKET
COJEpKaTh HEMPEPBIBHYIO (hazy, KOTOpast MpeacTaBsieT coO0i WIH COMEpKUT 00pa3yIOUIyI0
THIPOTENb TIOTUMEPHYIO MATPHILy, W JUCIEPCHYIO (asy, KOTOpas MpeacTaBisieT CoO0N Hin
COEPKUT LIUKIOCIOPHH A U MACISIHYI0 a3y, mpuueM KOJLTOMIHAS KUAKAS KOMITO3UIIUS UITH
TBEpAAs KOJJIOUIHAS KOMIIOZUIUS JOTOJHUTEILHO COASPKAT MOBEPXHOCTHO-AKTHBHOE
BEHIECTBO (KOTOpPOE TaKKe HA3bIBAETCS TIEPBOE IMOBEPXHOCTHO-AaKTUBHOE BEILNECTBO),
coJiepKalliee WK MpeICcTaBisoniee cOO0H MOHO- WIH AWLTHLEPH] CpeTHEeLenOYeuHoi nin
JUTMHHOLIETIOUEYHOM JKUPHON KHUCIOTHI WM WX KOMOWHALMIO W HE COJAEprKallee WIA HE
MpeACTaBIIsIIoIIEe OO0 MPOCTON WK CIOKHBIN 3(UP MOTUITUISHITAKOJSL.

B HacrosieM omucaHnu M300pPEeTeHUsT KaK KUAKAST KOMITO3ULHUS, TaK U KOMITO3UITHS
HA3BIBAIOTCS “‘KoMmo3umwms . bomee TOro, ecim BapwaHT OCYINECTBICHUS WJIH aCHeKT
HA3LIBAETCS “KOMIIO3HUIMMAS , OH MOXKET HEOOsS3aTelIbHO OTHOCHUTBLCS K KUIKOM KOMITO3HIIMHI
(HampuMep, KOJTOUIHOMN KHUIKON KOMIIO3UIIUN) W/WIM K TBEPAOH KOMIO3UIUHU (HAIpuMep,
TBEPJIOU KOJUTOUJHOH KOMITO3HULINN).

CormacHoO BapuaHTy OCYINECTBIeHHWS MacisiHas (aza COIOEepKUT  PacTBOp
nuKIocnopuna. 1o CyIecTBy, HUKIOCIIOPUH MOJKET SIBISITBCS PACTBOPEHHBIM B MAC/ISTHOMN
(aze, HampuMep, MOTHOCTHE) PACTBOPEHHBIM, IO CYINECTBY MOJHOCTHIO PACTBOPEHHBIM WU
YACTHYHO pPaCTBOpPEHHBIM. TakuMm obOpazom, MacisHas (pasza MOXKET COAepiKarb pPacTBOP
LUKIOCIIOPHHA W HEKOTOPOE KOTHMUECTBO HEPACTBOPEHHOTO IUKJIOCTIOPHUHA.

B HACTOSIIECM OITHCAHNHU I/I306peTeHI/ISI TEPMUH LUKITIOCIIOPUH MOXKET OTHOCHUTBLCS K
KJIacCy COEAMHEHWM WIH K IUKIoCHopuHy A. [IpennouTHTe pHO NPUMEHEHHE TepMHUHA
CUUKJIOCTIOPUH» CO CCBUTKOH HA IUKJIOCTIOPHH A.

LIukmociopuH  COOTBETCTBEHHO MPUCYTCTBYET B KOMITO3UIMA B  KOJIHIECTBE,
COCTaBJISIFOIEM OT PUOIU3UTENBHO 5% 10 npubau3urensHo 20%, ot npubnuzureabHo 8% 10
npubausutensHo 15% wnm ot npubnusurensHo 9% a0 npubauzutensHo 14% mo macce B

pacueTe Ha CyXyI0 MacCy CEpALEeBUHBI UM KOMITO3HIIHH.
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LuxnocnopuH, COOTBETCTBEHHO, MPUCYTCTBYET B KUIKON KOMIIO3ULMH B KOJIUUSCTBE,
cocrapsiroiieM He Oonee 10%, HeoOs3aTeNbHO OT IPUOIU3UTENLHO 1% 10 MPUOIU3UTEIBLHO
10%, or mnpubmuzurensHo 2% mo npubmmsurensHo 8%, ot mpubmuzurensHo 3% 10
npubausutensHo 6%, ot npubamsurensHo 3% no npubamsurensHo 5% MO Macce JKUAKOH
koMmo3unui. HeoOs3aTenbHO HUKIOCIIOPUH MOKET MPHUCYTCTBOBATH B JKUIKOW KOMITOZUIIHH
B KOJTUUECTBE, COCTABISIIONIEM MPUOTH3UTENBHO 4% 1O Macce JKUIKOH KOMITO3HLIUH.

CroxxHBIE MOHO3(HP WM CIOXKHBIA TA(UDP CPEAHELENOUETHON JKUPHOU KHUCIOTHI
COIEPKUT KUPHYIO KHUCIOTY, XapakTepusylomytocs 8 - 12 aromamMu yriepoja B LENH.
CroxHBIH MOHO3(UP WM CIIOKHBIH A1 GUp UIMHHOLETIOUSUHON KUPHOM KUCIOTHI COAEPIKUT
JKAPHYIO KHCJIOTY, XapaKTepHU3YyIOUIYIOCs 10 MeHblled Mepe 13 aromamu yriiepoja B ILely,
HNPEeNnoUYTUTENbHO 13 - 26 aromamu yriaepoja B nenu. JIuHHOLEeNoYeuHas KUPHAsl KUCI0Ta
HeoOsI3aTeIbHO MOJKET comepkarh oT 14 mo 22 aroMoB yriaepoja B uenu wiu 16 - 20 aromos
YIJ€pPOJa B LIEIH.

[ToBepXHOCTHO-aKTUBHOE BELIECTBO MPEAMOUYTUTENBHO MPeaCTaBisieT coOol MOHO-
WIM JUTTUALEPUJ CPEeIHELENOYeYHOU WX JIMHHOLIEMOUYEUHON MUPHOU KHUCIOTBI WIH HX
KOMOWHAITHIO, KOTOPBIH HE COASPIKUT WK HE MPeACTaBisieT coO0i MpOCTOM WM CI0XKHBIN
3(up MOTMAITWICHITUKOMSL. ECiM MOBEpXHOCTHO-aKTUBHOE BEINECTBO COJASPKUT MOHO- HJIH
JUTTULEPUT CPEOHELENOYeUHOM WIM JAJMHHOLECNIOYEUHOM JKUPHOH KHCIOTBI WIH HX
KOMOWHAITHIO, KOTOPBIN HE COAEPKUT WU HE MPeACTaBisieT coO0M MPOCTOM WM CI0MKHBIN
3hpup  TOMUITWISHINIMKOJS, MOHO- WIM  JWLJIHIEPU]  CPEeIHEIENOYeuHOH WU
JUTMHHOLISTIOUEYHOW KUPHOW KHUCIOTHI HJIH WX KOMOWHAIMSI COCTABISATH MO CYIIECTBY BCE
MOBEPXHOCTHO-AKTUBHOE BELIECTBO. Hampumep, NOBEPXHOCTHO-AKTUBHOE BELIECTBO MOXKET
coJepKaTb MOHO- WIW AWUTJIMLEPU] CpPEeIHELeNnOoYeYHOW WM JJIMHHOLENOYEYHOU KUPHOU
KHCJIOTHI HJTH UX KOMOHHALIUIO, KOTOPBIN HE COAEPKHUT WM HE MPEACTABIIET co00i mpocToit
WIN CIOXKHBIM 3(UpP NOIMITHISHIJIMKONS, B KOJIWYECTBE, COocTaBlsiomeM Oonbire deM 80%
MMOBEPXHOCTHO-aKTHBHOI'O BEIIECTBA, HEOOs13aTeIbHO Oobiiie yeM 85%, 90%, 95%, 97%, 98%
win 99%. CoOTBETCTBEHHO, MOBEPXHOCTHO-AKTHBHOE BEIIECTBO IO CYMIECTBY HE CONSPIKHT
tpuraunepua. Hanpumep, noBepXHOCTHO-aKTUBHOE BEIIECTBO MOXKET COASP:KATh MEHBIIIE YeM
10%, 8%, 5%, 3%, 2% wunu 1% Tpuriuuepuia.

IlpucyTcTBHE NOBEPXHOCTHO-AKTHUBHOTO BEILIECTBA MOXKET YBEIWYHMBATH CKOPOCTh
W/WNHA CTENEeHb BBICBOOOXKAEHUS! MMKIOCMOPUHA W3 KOMIIO3UIUH MOCIE MEPOPATBHOTO
BeeaeHus. [IpuCyTCTBHE MOBEPXHOCTHO-AKTUBHOTO BEIIECTBA MOXKET IEHCTBOBATH s

MOAePKAHMS BEICOKOW MPOMOPLUH IUKJIOCIOPUHA B COMIOOMTH3NPOBAHHON (hOpME TOCTIe ero
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BBICBOOOXKIEHUS M3 KOMIIO3HIIMH B BOTHYKO Cpely, TaKyK KaK HAXOISIIYIOCS B HIJKHUX
otnmenax XKKT, B 4aCTHOCTH B TOJICTOH KHIIIKE.

IToBepXHOCTHO-aKTUBHOE BEILIECTBO MOXKET XapaKTepu3oBarbesl 3HaueHueM [JIb,
cocraBisiroiiuM He Oonee 8, He Gonee 6 win He Gosee 5. AJBTEpPHATHBHO, MOBEPXHOCTHO-
aKTUBHOE BEIIECTBO MOXKET XapakTepuszoBarbCsl 3HaueHweMm [JIb, BeIOpaHHBIM U3
crneayiomero: He 6onee 7, 1-8, 1-7, 2-6, 1-5, 2-5, 1-4, 1-3, 1-2, 2-4, 3-4, 3-6, 5-8, 6-8 u 6-7.
IToBEepXHOCTHO-aKTUBHOE BEILECTBO IPEANOUTUTENBHO Xapakrepusyercs 3HaueHueMm IJIb,
COCTaBIISIIOIIMM He 0ojiee 6, 2-6 wiu 3-6.

Luknocriopus A MOXeT SBJISTBCS PACTBOPHUMBIM B MOBEPXHOCTHO-AKTHBHOM
BEIIeCTBE, HANpUMep, LHUKIOCHOPHMH A MOKET XapaKkTeph30BaThbCs PACTBOPHMOCTBIO B
MMOBEPXHOCTHO-aKTHMBHOM BEIIECTBE, COCTaBIsioIe Oobiie yem 200 mr/r. Takum oGpazom,
MOBEPXHOCTHO-AKTHMBHOE  BEIIECTBO  MOXET  XapaKTEPU30BATHCS  PACTBOPHMOCTHIO
LUKJIOCTIOpHHA, cocTasisitomneii 6onpine ueM 200 Mr/r. TToBEpXHOCTHO-aKTHBHOE BEILIECTBO
MOJKET XapaKTEPH30BaThCS PACTBOPUMOCTBIO HuKIocmopuHa oT 200 mr/r go 500 wmr/r,
HeoOsi3arebHo OT 250 Mr/T 10 500 Mr/T.

[MoBEpPXHOCTHO-aKTUBHOE BEIIECTBO MOXKET XapaKTEPU30BATHCS PACTBOPHUMOCTHIO
UKI0CToprHa, coctaistomeit ot 200 mr/t 10 400 mr/t, ot 225 mr/t 10 375 mr/t, ot 200 Mr/t
10 300 mr/r, or 300 mr/r go 400 mr/r, ot 225 mr/r go 275 mr/r, ot 350 mr/r mo 400 mr/r.
IToBepXHOCTHO-aKTUBHOE BEILIECTBO MPEANOUTUTEIBHO XapaKTepu3yercsl pacTBOPHUMOCTHIO
HUKIOCTOpUHA, cocTaBisttomieir ot 200 mr/r 1o 400 mr/r wim ot 225 mr/r g0 375 Mmr/r.
IMoBEpXHOCTHO-aKTUBHOE  BEMIECTBO  MOXKET  XapakTepU30BaThCS  PACTBOPUMOCTHIO
LUKJIOCIOPHHA, cocTapsiiomeii ot 250 mr/r 10 400 mr/t, ot 250 mr/r 10 375 mr/t, ot 250 mMr/t
o 300 mr/r, or 300 mr/r go 400 mr/r, ot 250mr/r mo 275 mr/r, ot 350 mr/r 1o 400 mr/r.
IMoBEpPXHOCTHO-aKTUBHOE BEIIECTBO MPEAMOUTHTEIBEHO XAPAKTEPHIYETCS PACTBOPHMOCTHIO
LUKIOCIOPUHA, cocTaBistomeir ot 250 mr/r 1o 400 mr/r wmm ot 250 mr/r g0 375 mr/r.
PacTBOpHMOCTE IIUKIIOCTIOPHHA B MOBEPXHOCTHO-aKTUBHOM BEIIECTBE MOYKHO OMPEIETUTE C
IOMOIIBKD TEXHHK, U3BCCTHBIX CHCIUAINCTAM B HaCTOSIH_[eﬁ O6J'IaCTI/I TEXHUKHU, HAIIPpUMED,
COrTacHO MPOTOKOMy, onucaHHOoMy B Development of a Self Micro-Emulsifying Tablet of
Cyclosporine- A by the Liquisolid Compact Technique, Zhao et al (International Jpurnal of
Pharmaceutical Sciences and Research, 2011, Vol. 2(9), 2299-2308), koTopasi BKJIOUYEHA B
HACTOSIIHI JOKYMEHT ITOCPEACTBOM CCHLIKH.

IMoBEepXHOCTHO-aKTUBHOE BEIIECTBO MOJKET XapakrepuzoBatkcs ['JIB, cocraBstommm

He Oomee 6, U PaCTBOPUMOCTBIO LUKIOCIOpUHA, coctaBisiomeit oT 200 mr/r 1o 400 mr/r.
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IToBepXHOCTHO-aKTUBHOE  BEIIECTBO  MOXKET  Xapakrepus3oBarbcst 3HaueHuem ['JIb,
cocTaBiasiioIUM 2 - 6 (HeoOsBarensHO 3 - 6), W PacTBOPHUMOCTBIO LHUKIOCIOPUHA,
cocrapysiromieit or 200 mr/r g0 400 wmr/r. [ToBepXHOCTHO-aKTHBHOE BEIIECTBO MOXKET
xapakrepu3oBarbcst 3Hauenuem [JIB, cocraBmsomum 2 - 6 (HeoOs3arensHO 3 - 6), U
PaCTBOPHMOCTBIO LIUKJIOCIIOPUHA, COCTABISIOIIEH oT 225 mr/r 1o 275 mr/r. [ToBepXHOCTHO-
aKTUBHOE BEIIECTBO MOXKeT XapakTepuszoBarhcs 3HaueHueMm [JIb, cocrasisrouum 2 - 6
(HeoOs13aTenbHO 3 - 6), M PACTBOPUMOCTBIO IIMKIIOCIIOPUHA, COCTaBIsEOIIEel oT 250 Mr/t 1o 300
MI/T,

IToBepXHOCTHO-aKTUBHOE BELIECTBO MOXKET Xapakrepu3osarbcest 1'JIb, cocTasisrommm
He Oonee 6, U PaCTBOPHUMOCTBIO HHUKIOCIOPHHA, cocTapisiomieii o 250 mr/r mo 400 mr/r.
IToBepXHOCTHO-aKTHUBHOE  BEIIECTBO  MOXKET  XapakTtepuszoBarbcst 3HaueHuem I'JIb,
cocrapmsiroluM 2 - 6 (HeobOs3arensHO 3 - 6), W PAcTBOPHUMOCTBIO LHUKJIOCIOPUHA,
cocrapsiomeii ot 250 mr/r g0 400 mr/r. [loBepXHOCTHO-aKTHBHOE BEIIECTBO MOXKET
xapakrepusoBarbcst 3Hauenunem [JIB, cocraBmsmomum 2 - 6 (HeoOsi3arensHO 3 - 6), U
PacTBOPUMOCTBIO LIUKJIOCIIOPUHA, COCTaBsitomiel ot 250 mr/r 1o 375 mr/r. [ToBepXHOCTHO-
AKTUBHOE BEIIECTBO MOXKET XapakTepu3oBarbcsi 3HaueHueMm [JIb, cocraBmsronmm 2 - 6
(Heobs13aTenbHO 3 - 6), M PACTBOPUMOCTBIO IIMKIIOCIIOPUHA, COCTABIISIFOIISH OT 250 Mr/t 1o 300
MI/T.

IMoBEpPXHOCTHO-aKTUBHOE BEIIECTBO MOXKET MPEACTaBISITh COOOM WM MOXKET
cozep:Karb MOHO- WIH TUTJHLEPHUI CPeIHELENOUSIHON WIH JITUHHOLETIOYEUHON KUPHOM
KHUCJIOTHI HJIH WX KOMOWHAITMIO M MOXKET HE COASPIKaTh WM MOXET HE TPeJCTaBIsITh cob0it
MPOCTOM HJTH CJI0KHBIN 3(QUpP MOMUITHISHTTUKOJIS, IPUUEM CIOXKHBINA 3(QUD KUPHOH KACTOTHI
SABJISICTCA HACBIIICHHBIM HJIN HCHACBIICHHBIM. )KI/IpHaSI KHCIOTa NPEeANOUYTUTECIIBHO SIBJISICTCA
HEHaChIEeHHOH. HeHacrieHHast :KUpHast KUCIOTa MOKET COAESPKATH TOJBKO OHY WU TOJIBKO
JBE IBOMHBIX CBSI3H.

Ecnmu  moOBepXHOCTHO-aKTUBHOE BEINECTBO MPENCTABIseT COOOH  IUTHIEPHI
CPEeIHEIENOoUeYHOM WA  UIMHHOLEMOYEUHOW  JKUPHOM  KUCIOTHI  (MOJ ~ KOTOPBIM
MOAPAa3yMEBAKOT, UYTO TJIWLEPUH JCTepU(PUIUPOBAH JOBYMS KUPHBIMH KHUCIOTaMH),
MOBEPXHOCTHO-AKTUBHOE BEILLECTBO MOXKET COASPKAaTh JBE KUPHBIX KHUCIOTBL, KOTOpPbBIS
SIBJISIFOTCSL O JMHAKOBBIMH WJIH pa3THYHbIMUA. Hanpumep, 00e JKUPHBIX KUCIOTBI MOTYT SIBJISITHCS
HCHACBIIIICHHBIMHU WIH 066 MOTYT SBJISITBCSI HACBIIICHHBIMU. AJ'II:TepHaTI/IBHO, OJHa U3 ABYX
SKUPHBIX KHUCJIOT MOXET SIBJISITHCSI HACBIIICHHOH, a IpyTrasl )KUPHASI KUCJIOTA MOXKET SIBJISITHCS

HEHACBIIIIEHHOH.



[ToBepXHOCTHO-aKTUBHOE  BELIECTBO  IPEANIOUTHTENBHO  HPEeACTaBIsier  coOoit
JUTMHHOLIETIOYEUHBI MOHO- WJIN AWUTTHLEPH] WM UX KOMOMHAIWIO M HE COASPKHUT HJIH He
npeacTaBisier co0OM MPOCTOM WM CIOKHBIM 3(QHUP MOMUITHIEHITUKOIS. JIOMOTHUTEIBHO
MIPEANOUTUTENBHOE MTOBEPXHOCTHO-aKTUBHOE BEIIECTBO MpeACTaBJsIET coboit
JUTMHHOLIETIOYESUHbI MOHO- WM AWUTTHLEPHUI WM X KOMOMHALMIO M HE CONEPKUT WU He
MPEeCTaBIsieT COOOM MPOCTON WM CIOXKHBIA d(HP MOTUITHISHIITUKONS, MPUYEM KUpPHAS
KHCJIOTAa XapakTepusyercs: MIMHOM nemu, cocrapasioumiedt 13 - 22 aroMoB yriepoza,
HeoOsizarepHo 16 - 20 aromoB yriepona. B 4acTHOCTH, JKUpPHAsh KUCIOTA MOXKET
XapaKTePU30BaThCs AJIMHOU LIENH, COCTABISIIOIEH 18 aToMOB yriaepoa.

CornacHO BapHaHTy OCYIIECTBJICHHUS IIOBEPXHOCTHO-AKTUBHOE BEIECTBO BHIOPAHO W3
CIeQyIOUIero:  TIWIEePIIMOHOKAIpaT,  [NIMLEPWIAUKANpar,  [NIALHepUIMOHOKAIIPHIIAT,
TIIALEPUI KA PUIAT, TJIMLEPUNIKAIIpAT, TITHLEPHIMOHOKAPUIAT/ KApar,
[ITULEPUIKAPUIAT/KApaT, [NHLIepIIAMKAPUIaT/Kanpar, ITHLEPUIMOHOOIeaT/ Anojear,
NIULEPUIMOHOONEAT, [IHLEPWIANONear, IIULEePWIMOHOCTeapaT, INIHLEPWIAHCTEapar,
[ITHLEPHIMOHONATBMHUTOCTEAPAT, INTHLEPWITUNATBMUATOCTEAPAT, DIULEPHIMOHOOEreHaT,
raunepuiaubereHar, TJIUIePUHMOHOINHOIeAT, TIULePUIIWIAHOIEAT,
MOJUTTMLEPUANOJIEAT, IPONIISHIIMKOIEMOHOT €ITAHOAT U MX KOMOMHALIHSL.

[peamournrenbHOE MOBEPXHOCTHO-AaKTUBHOE BEIECTBO MOXKET MPEACTAaBISTh COOOM
WA MOXET COASpXaThb MOBEPXHOCTHO-AKTHBHOE BEINECTBO, BBIOPAHHOE W3 CIEAYIOIIETro:
[ITUHEPHIMOHOKANPUIAT/KANPATr,  DIHLSPHIIUKANPUIAT/KApaT,  [IHULEPUIMOHOONIEAT,
[IIMLEPUHMOHOINHOEAT, TIHLEPUIAHONeaT, IIHLEePIIMOHOCTeapar, IIHLEPUIANCTEapar,
[MLEPIIMOHONIATBMHUTOCTEAPAT,  TIIHLEPWIIUIATBMATOCTEAPAT, [NIHIEPUIMOHOOEreHar,
rIHnepuiTubereHar, TITUePUIMOHOIMHOIIEAT, TSP IMIAHOIEAT,
MOJHUTTULEPUIANOIEAT U UX KOMOUHAITHSL.

COOTBETCTBEHHO, MPEIyCMOTPEHA KOMIIOZUIMS, COJEpIXKallas LHUKIOCIOPHUH,
00pasymomyo THAPOTeNb MOJIUMEPHYI0 MATPHIYy, HOBEPXHOCTHO-aKTUBHOE BEIIECTBO H
MacisHyIo (agy, IUCIEPrHPOBAHHYIO B OOpasylomell rHaporens MOIMMEPHOW Marpulle,
MpUYEeM [OBEPXHOCTHO-AaKTUBHOE BELIECTBO MOMKET NPEACTaBIATH COOOH WIH MOMXKET
CoJep)XKaTh  IOBEPXHOCTHO-AaKTHBHOE  BEIIECTBO,  BBIOpAaHHOE W3  CIEAYIOLIEro:
[JMLEPIIMOHOKANPUIAT/KANpar,  [NIHNEePWIIUKANpIIAT/Kanpar,  ITHIepHIMOHOOIear,
TIMIEPUHMOHOIMHOMEAT, TIHLEPWIAN0NeaT, IIHIepIIMOHOCTeapar, IIIHLEPHIINCTeapar,

TIIUOEPUTIMOHONIATIBMUTOCTEAPAT, TIIHHCPUIIANIAIBMUTOCTEAPAT, l"J'[I/ILIepI/II[MOHO6el"eHaT,
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TTUNepUIInOereHar, TITUIEPUIMOHOIMHOISAT, TIHLEPUIIUINHONEAT,
MOJUTTALEPHIANOIEAT U UX KOMOUHAITHSL.

IMoBEpPXHOCTHO-aKTUBHOE BEIIECTBO MOXKET COJAEpXKaTh WM MPEACTaBIsATh COOOMU
MOBEPXHOCTHO-AKTHMBHOE BEIIECTBO, BHIOPAHHOE W3 CISAYIOMIEr0. TUIHIEPHIKAPHIIAT,
TITHIEPUIKANPAT, TIHIEPHIMOHOO0IEAT, TIHIEPIIIN0Iear, TIUIEePUHMOHOTHHOIEAT WA UX
KOMOWHALHSL.

OcoOeHHO  MPEANOUTHTENBLHOE  MOBEPXHOCTHO-AKTHBHOE  BEINECTBO  MOXKET
MPEACTABISITE COOOM UITH MOMKET COMEPIKATh TOBEPXHOCTHO-AKTUBHOE BEIECTBO, BEIOPAHHOE
u3 cieaywomero: raunepuikanpuiar/kanpar (Capmul MCM), runepuiMoHOO0IeaT/anonear
(Capmul GMO-50) u ruuepuaMononunoear (Maisine 35-1).

HeoOsi3aTennbHO MOBEPXHOCTHO-AaKTHBHOE BEIIECTBO HE MPEACTaBIsET cOOOM CMECh
riunepuimonocreapara EP/NF u I19I-75 nanemutocteapara (mampumep, Gelto™ 64).
COOTBETCTBEHHO, MOBEPXHOCTHO-AaKTUBHOE BEIIECTBO MOXKET HE MPEeIACTaBISATh COOOM WiH
MOXKET He COJep:KaTh CMECh INIULIEPUIMOHOCTEapara.

CorjiacHO BapHaHTy OCYIIECTBIIEHUSI MacisiHast pa3a COAEP:KUT MACIO WU KUIAKHIA
JIUMH]I, U TOBEPXHOCTHO-AKTHBHOE BEUIECTBO MPUCYTCTBYET B KOJMUYECTBE, MPEBBIIIAIIEM
KOJIMUYECTBO MAC/Ia WIH KAIKOTO unuaa. HeoOs3aTensHO MOBEPXHOCTHO-AKTUBHOE BEIIECTBO
MOJKET MPHUCYTCTBOBATH B KOJMUECTBE, COCTABISIOMEM OOJbIne YeM 6 Macc.% CyXoil MaccCel
KOMITO3UIIMU. DTO OTHOCHUTCSI K KOMITO3UIIUK UK CepaiieBrHe 0e3 00010uku. [ToBEpXHOCTHO-
AKTHBHOE BEIECTBO MOXKET COCTABISTh Oomnbine uem 12 macc. % macnsHo# (asbl, HampuMep, B
JKUAKOW KoMmo3uImu. [loBEPXHOCTHO-aKTUBHOE BEUIECTBO MOMKET MPHCYTCTBOBATH B
KOMITO3WILIMK B KOJIUYECTBE, COCTABJSIOIIEM OT MPUOMU3UTENBHO 5% 100 MpUOIH3HTETLHO
20%, ot mpubmmsurensHo 8% mo mpubmmsurensHo 20%, oT mpubmuzuTensHo 8% 1O
npubmnsutensHo 15% wmm ot mpubmuzurensHo 10% no npubmuzurensro 14% mo macce B
pacuete Ha CyXyw Maccy cepAueBuHbl. Cleayer MOHUMATh, YTO CChUIKA HA “CYyXYyIO Maccy
CepILEeBHUHbI 03HAYAST MAcCy MPHCYTCTBYIOLINX B cepaueBHHe Oe3 000J10UKH KOMIIOHEHTOB,
OTJIMYHBIX OT BOJBI.

MaccoBoe OTHOIIEHHE TMOBEPXHOCTHO-AaKTHMBHOTO BEIIECTBA K MAacCly MOXKET
COCTaBIITh OT mpubamsurensHo 5:1 no mpubmusurensHo 1:5, or mpubmusurensHo 3:1 10
npubmusurensHo  1:2, or mnpubmusurensHo 3:1 g0 npubmmzurensHo 1:1 wim ot
npubnusureapHo 2,5:1 1o 1,5:1. CoOTBETCTBEHHO, MAaCcCOBOE OTHOIIEHHE MOKET COCTABIISAThH
npubnuzurenpro 1:1, mpubmusurensro 2:1, mpubmusutensHo 2.5:1, mpubnusutensHo 3:1,

npubmusurensho 1:1,5 wmm npubnuzurensHo 1:2.
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COOTBETCTBEHHO, COTJIACHO  NPEINOYTUTEIEHOMY  BAPHAHTy  OCYIIECTBJICHHS
Mpey CMOTPEHA JKHUIKAsT KOMIIO3UIIMS, COAepKaiasi BOIHYI (pazy, mOBEpXHOCTHO-aKTHBHOE
BEIIECTBO U MAC/IsIHYIO (hady, B KOTOPOM PacTBOpEH IUKJIOCIOPHH, MPHUYEM BOAHAs (asza
COJEPIKUT 00PA3YIOIIMIA THAPOTENB MOJUMED, MACIsIHAs (pa3a qucrneprupoBaHa B BOAHOIM dase,
¥ TOBEPXHOCTHO-aKTHBHOE BEIIECTBO COICPIKUT WIH MPEACTaBJIIET COOOU MOBEPXHOCTHO-
AKTHBHOE BEIECTBO, BBIOPAHHOE U3 CIEAYIOIIEro: riuiepuwikanpuiar/kanpar (Capmul
MCM), rmutepunmonoosnear/auonear (Capmul GMO-50), ruuepuamonorHonear (Maisine
35-1) u ux komOuHatus. MacnsiHas (haza MOXKET SIBJSTHCSI TUCIEPrHPOBAHHON B BOAHOM (hase
B (popMe KOJUTOMAA, HATTPUMED, KUAKO-KHAKOTO KOUTonAa. MacisHast (ha3a MOXKET SIBJISITBCS
JUCTIEPTHPOBAHHOW B BOAHOW (ase B Qopme osmynscun. COOTBETCTBEHHO, KHIKAS
KOMITO3HIIUSI MOKET MPEACTABISITh COOO0M KHUAKY IO KOMITOZUIIUIO IMYJIbCHH.

IMpexycMoTpeHa KOMIO3HIMSL, COASpKAIIasi HUKIOCIOPUH, 00pa3yIoIy0 THAPOreib
MOJUMEPHYKD ~ MaTPHIly, MOBEPXHOCTHO-aKTHBHOE BEIIECTBO H  MAaCasHy  (asy,
JUCTIEPTHPOBAHHYIO B OOpasyiolled THIporeNb MOJMMEPHOW  Marpuie, MNpHUeEM
MOBEPXHOCTHO-aKTHUBHOE BEIIECTBO COAEPKUT WIH MPEACTABIsiET COOOM MOBEPXHOCTHO-
AKTUBHOE BEIIECTBO, BBIOPAHHOE W3 CIEAYIONIEro: riunepwikanpunar/kanpar (Capmul
MCM), rmunepunmonoosnear/auonear (Capmul GMO-50), rmuuepuamonomHONeat (Maisine
35-1) u ux xomOuHaius. KoMIo3uiiuss MOKET HMPEACTaBISTE COOOM TBEPAYIO KOMITO3HIIMIO.
Kommosnuuss moker HaxoauThcsi B (opMme BeICylIeHHOH cdeprl. Kommosmuuss moxer
HAXOJWUTHCS B (POPME BBICYIIEHHOTO KOJUTOMA.

HeoOs13areibHO MOBEPXHOCTHO-AKTUBHOE BEIISCTBO TMpencTaBiser coboil  wim
COJIEPKUT TIHLEPHUIMOHOOJEAT, TIHIEPUIAHONeaT Wik ux komOuHamio. Capmul GMO-50
MpeACTaBIIsIeT CO0O0 mpuMep KOMMEPUECKH AOCTYITHOTO OBEPXHOCTHO-AKTUBHOIO BEIECTBA,
KOTOPOE COICPKUT KOMOMHALMIO TIHLEPHIMOHOONEaTa M DIHLEpUIguoneata. Takum
00pa3oM, MMOBEPXHOCTHO-aKTUBHOE BEIECTBO MOXKET npecTaBisite coboit Capmul GMO-50.
Ecmu Capmul GMO-50 ymomuHaeTcssi B HACTOSIIEM B HACTOSILEM ONHCAHUH, CIEIyeT
MOHUMATh, YTO OH OTHOCHTCS K CMECH TIIHIEPUIMOHOONeara u rmiepuiauoaeara. Capmul
GMO-50 Takxke MOKET OTHOCUTHCS K TJTULEPUIMOHOO0IEATY OTASIBHO.

AHQJIOTHYHO, CHENUANIACTY B HACTOSIIEeH 007acCTH TEXHHWKHA MOHSATHO, 4YTO
MTOBEPXHOCTHO-aKTHBHOE BEILECTRBO, KOTOpOe OIIHCAHO Kak, HampuMmep,
[IHLEPHIMOHOOIEAT/IHoNeaT, MoApa3yMeBaeT KOMOWHALHMIO TIIIHLEPUIMOHOOIeaTa |

raunepuianoieara. JIpyrumMu cioBaMy, /7 B HA3BAaHHU [MOBEPXHOCTHO-aKTUBHOTO BEIIECTBA
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YKa3bIBAET HA TO, YTO MOBEPXHOCTHO-AaKTHBHOE BELIECTBO MPEICTaBIsIeT COOOM CMeCh IBYX
KOMITOHEHTOB.

KOMHOSI/IL[I/ISI MOXET COACPKATh OGO.]'IOLIKy ISl KOHTPOJIA WX MOAYJBSIONUNA
BBICBOOOK I€HHSI LIUKJIOCIIOPHHA U3 KOMIO3ULUH. [ IpernMy 1ecTBeHHO 000104Ka MPEACTABISIET
coboii momuMepHyr 00010UKy it 00eCredeHus] OTCPOYSHHOrO W/WIH 3aMeUIEHHOTO
BBICBOOOK I€HHSI IUKJIOCIOPUHA U3 KOMIO3HIMH. COOTBETCTBEHHO, TAKHE 00O0IOUKH OIHCAHbI
Gonee moapoOHO HWKE, W BKJIIOUAIOT B cebsl 000NIOUKY, KOTOpasl MpeAcTaBisieT coOoi Hin
comepkuT 000NM0UKY, BBIOPAHHYIO H3 CIEIYIOIIEro. MOJUMEP KOHTPOJIUPYEMOro
BBICBOOOK I€HHSI, TOTUMEP 3aMEIEHHOTO BBICBOOOJKACHHSI, KHILIEYHOPACTBOPUMBII TOJTHMED,
pH-He3aBrcUMEIL ouMep, pH-3aBUCHMEII TTOTUMED U TOJUMEP, OCOOEHHO TIOBEPIKEHHBIH
pasnokeHuto OaKTepUATHHBEIMH — (EepPMEHTAMH B JKENyJZOYHO-KHIIEYHOM TpPaKTe, WIH
KoMOMHAUMsT OBYX wWid Oonee Takux mnonumMepoB. COrIacHO KOHKPETHOMY BapHAHTY
OCYIIECTBJICHHsI 000JI0UKa MPeCTaBIsieT coO0N Wi coaepuT pH-He3aBUCHMBII mOTHMeED,
Hampumep, o00070Yka, KOTOpas MPEACTaBIseT COOOH WIM CONSPIKUT OSTHILEIUTIONO03Y.
CornacHo  IOMOMHWUTENILHOMY  KOHKPETHOMY  BAapHaHTy  OCYLIECTBJIEHHsI — 000J0YKa
NpEACTaBISIET cO00i WM conep:KUT pH-He3aBUCHMBII MOTMMED, HAPUMED, STHIILE/LTIONO03Y,
1 HeoOs3aTeNbHO BOOPACTBOPUMBIN MOIHCAXAPH], HATPUMEP, IEKTHH WM XUTO3aH WA HX
KOMOHMHALIMIO, B YaCTHOCTH, EKTHH.

CormacHO BapuaHTy OCYIIECTBIEHHS o00OMOUYKA, HAa KOTOPYHO CCBLIAIOTCS B
npepLaymemM ab3ate, mpeacTasisier co00i BHEITHIOW 000I0UKY, KOTOPAs TAKKEe Ha3bIBACTCS
Bropast obomouka. Kommosummss MoxeT HeoOs3aTeqbHO COAEPKATh JOMOJHUTEIBHYIO
000J10UKy, KOTOpas Ha3bBaeTcs MOACIOW, Wik mnepBas o0onouka. COOTBETCTBEHHBIE
MOJMMEPBI TePBOii 000I0UKH B BTOPOU 0DOJOUKH SIBJISIOTCS PA3TAYHBIMA. 3a4acTyIO BTOpPAst
000JI10YKa HE COJEP:KUT HH OJHOIO IOJIMMEPA, NPUCYTCTBYIOLIEr0 B INEpBOH 000J0UKe:;
HampuUMeEp, eCiu TepBas o0O0JOuYKa COAEPKHT (HampuMep, TMPEACTaBIsieT Cco0oi)
THAPOKCHITPONIIIMETIIIISIUTIONO3y, TO BTOpas o00onouka He OyAer Takke Ccoaep:KaTbh
THAPOKCHITPOMIMETHIILIEIUTIONO03Y. B 10MoTHEeHHEe Mpeay CMOTPEHa CUTYallHsl, KOTa mepBast
00oyiouka mpeacTaBasieT CoOOW WM COASPIKUT BOAOPACTBOPUMBINA MPOCTOH 3hup HIH
CIIOXKHBIA 3(up mpocToro 3¢pupa UELITF0I03b], TO OCHOBHOM(bIE) KOMITOHEHT(BI) (HampuMmep,
oonbiie ueM 50%) BTOpoit 00010uKK MpeacTaBasIeT(F0T) COO0H MM COmEPKUT(AT) MOTUMED,
OTJIMYHBIA OT monuMepa mepBoii 00010uku. COOTBETCTBEHHO, TepBasi U BTOpas 000I0UKH,
COOTBETCTBEHHO, 00ECIIeUNBAIOT ABA CJI0S MATEpHAasIa B Ka4eCTBe YacT komMnosurmu. Ciaenyer

INOHUMAaThb, YTO €CJIU BTOpas 0007101Ka COACPKHUT CMECh KOMIIOHCHTOB, MHHOPHBIC
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KOMITOHEHTBI BHELITHEH BTOPOI 000I0UKH MOTYT SIBJIITHCS TAKAMH Ke, KaKk MaTePHaI IMOACTIOs.
B kauectBe mpuMepa, eci mepsasi 00010UKa IPeACTaBIseT coooi win cogepskut HPMC, u
BTOpast 000JI0UKa COAEPIKUT OITHILE/UTIONO03Y, ITUILE/UTII03a MOXKET Heo0s3arenbHO
JONOJHUTENIBHO COAEPKaTh MUHOPHOE KOJMUYECTBO (HampuMmep, MeHsble ueM 50%, 40%, 30%
win 20%) marepuana nepsoit o6ogouku, HPMC B ykazanHoMm mpumepe. COryiiacHO Takum
BapHaHTaM OCYIIECTBIIEHHs TiepBasi 000J0UKa U BTOPas 000109Ka CUMTAIOTCS Pa3TAIHBIMH.

KoMro3uiiust COrIacHO HACTOSIIEMY M300PETEHHIO MOKET COAEPKATh IMKIOCIOPHH,
00pasyIoNIyl0 TUAPOTETh MOJUMEPHYIO MATPHUIly, MOBEPXHOCTHO-AKTHBHOE BEIIECTBO H
MacCISHYR (ady, IUCIEePrHPOBAHHYI0 B OOpasymooImeil Tuaporeib MOJIUMEPHON MAaTpUIIE,
MPUYEM TOBEPXHOCTHO-AKTHBHOE BEIIECTBO MOXKET MPEACTaBIATE COOOW MOHO- WM
JUTMLEPUA CPEeIHELENOUYeuHO WM AJUHHOLUENOYEeYHOM >KUPHOM KHUCIOTBI WIHM HUX
KOMOWHAITUIO U MOXET HE COIEp)KAaTh WM MOXKET He MPEACTaBISTh COOOW MPOCTOM WU
CIIOKHBIA 3(UP NOMMATHISHITUKONSL. HeoOs3aTelbHO KOMIO3UIUAS MOKET TOTIONHUTETEHO
COJEPIKATh MEPBYI0 000I0UKY, MPHUEM TEPBAst 000J0UKA IPEACTABISET COOOM UM COASPIKUT
BOAOPACTBOPUMBIH MPOCTON 3(PHUP IEMIFI03bI, KaK OMHCAHO BBIIIE M B APYTMX MECTax B
HACTOAIIEM JOKyMeHTe. B JomomHeHne K mepBoii 000JOUYKe WM ATbTEPHATHBHO MEPBOM
000JI0UKE KOMIIO3MLIMSI MOXKET COAep:arb BTOpY obomouxy. HeobsizarensHo BTOpast
000j104YKa TPEACTABISET COOON WIHM COAEPNKHUT OOONOUKY, COOTBETCTBEHHO, MOJHMEPHYIO
O6OJ'IOLIKy, AL KOHTPOJIST WA MOAYJISIIUA BLICBO60)K,Z[6HI/I$I AKTUBHOI'O HMHI'PDEAUCHTA U3
kommozunuu. [TomumepHast 00010UKka MOXKET COOTBETCTBOBATE JOMOJHUTEIBLHO ONMMCAHHOW B
JPYTHUX MECTaX B HACTOSINEM ONMUCAHUH N300PETeHUS.

Ecnmu KOMIOZWLIMS COAEPIKUT TEpBYK OOONOUKY W BTOPYIO OOOMOUKY, BTOpast
000J10uKa MOKET HAXOUTHCS CHAPY KU TIEPBOM 000TOUKH.

KoMmo3uiust MOXET COAepKaTh CHAEAyIoINee. CepAleBHHA, NMPHUEM CepALECBHHA
COJEPKUT LUKIOCIOPHH, O0Pa3yIOMIYI0 THAPOTEIh MOJUMEPHYI) MATPHILy, TOBEPXHOCTHO-
AKTHUBHOE BEIIECTBO M MacisHyro (a3y, MUCIEPrHpOBAHHYIO B OOpasymolleldl TUApOreib
MOJUMEPHOM MaTpHIile;, repeasi 000J0YKa CHAPYKHU CEPALEBUHBI, MPUUEM TepBasi 00010UKa
npeacTaBsieT co0oii BOAOPACTBOPUMBIN MPOCTOM 3(PHp LETIOI03bI, KaK OMUCAHO BBIIIE U B
JPYroM MECTE B HACTOSIIEM AOKYMEHTEe, W BTOpas 000J0YKa CHAPYXKH MepBOd 000I0UKH,
IpUYeM TOBEPXHOCTHO-AKTHBHOE BEINECTBO SIBJISICTCS TAKUM, KaK OMHMCAHO B HACTOSIIEM
JOKYMEHTE, MPH 3TOM MOBEPXHOCTHO-aKTUBHOE BEIECTBO MPEACTABISIET COOO, Hampumep,
MOHO- WIH JAWUTTULEPU] CPeAHELENOYSYHON WIN [UTMHHOICTIOUEYHON JKUPHOM KUCIOThI WIH

X KOMOMHAILIMIO U HE COAEPKHUT WIN HE MPEACTABIsET COOOH MPOCTONH MM CIOXKHBINA 3(up
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MOJIMATHISHINIMKONS.. B HacrosmeM omucaHun w300peTeHusl “‘CepAleBHHA  MOXKET
OTHOCHUTBCS K CepAUeBHHE, COAepkamlell IMKIOCIIOPHH, OO0pasyIomyl T'HIPOresb
MNOJIMMEPHYIO MaTpully, MOBEPXHOCTHO-AKTUBHOE BEILNCCTBO, KaK OIMMCAaHO B HACTOSIEM
JOKYMEHTe, U MacisiHywo (asy, AMCIEeprupoBaHHYIO B 00pasyromeil ruaporeins MOJUMEPHOM
MaTpHIIE.

CornmacHO BapHaHTy OCYIISCTBIEHHS HACTOSINEro H300peTeHns] MOBEPXHOCTHO-
AKTHUBHOE BEINEeCTBO HeoOs3aTeIbHO NpPencTaBisieT Cco0Off MOHOIVIMIEPUA, AWUTTHLEPUT
CPeIHEIEOUSYHON TN ATHHHOIEMOYSYHON KUPHOU KUCIOTHI WM X KOMOWHAIIMIO, TIEPBAst
060J109Ka IPECTABISET COOOM MM COAEPKHUT BOIOPACTBOPUMBII MPOCTON 3(HHP HELTION03bI,
U KOMITO3UIUS TOTIOJTHUTENBLHO COJEPIKUT BTOPYIO 000JI0UKY CHAPY’KH TEpBOH 000IOUKH,
mpuueM BTOpasi 000JI0UKa MPeaCTaBIsieT OO0 WK COAEPKUT 000J0UKY, COOTBETCTBEHHO,
MOJUMEPHYEO 000JIOUKY, ISl KOHTPOJSI WM MOIYJSIHH BBICBOOOXKIESHUS AKTHBHOTO
WHTpeANeHTa u3 KoMmmo3uimu. [lommmepHass o00010YKa MOXKET SBISATBCS TaKOH, Kak
JOTIOTHUTEIFHO OMICAHO B IPYTOM MECTE B HACTOSIIEM OMUCAHUU H300pETEHUSL.

[NepBas 060109Ka COOTBETCTBEHHO MOKET MPEACTABISITE COOOM HIH MOKET COIEPIKATh
BOJOPACTBOPUMBIi1 TPOCTOi 3dhup nemwtrono3sl. BogopacTsopumslii mpocToii 3dup HeToI036!
MOJKET MPEACTABNIATE CoO0M Mo00H MPOCTOi 3(huUp UELTIONO03bI HIH MPOU3BOAHOE MPOCTOTO
s(upa LENII0I03bI, HAMPHUMEP, CAOXKHBIA >(up MmpocToro sdupa LELIHON03bI, KOTOPbI
SIBIISIETCSL PAcCTBOPHMBIM B BOJe. B CBS3W € 3THM, BOJOPACTBOPHMBIA MPOCTOH 3dup
LEJUTEOJI03bI MOJKHO BBIOPATE U3 CIEAYIOLIEro: ANKHILE/UTION032; THAPOKCHATKIILENIION03a,;
THIPOKCHATKIIAIKWILETION03a 1 KapOokcHankunuenoao3a. COOTBETCTBEHHO, IepBast
000j10uKa MpeacTaBisieT COOOM HIH COIEPIKUT OAWH WIH HECKOJBKO BOIOPACTBOPHMBIX
MPOCTBIX  3(PHUPOB  LEIIOIO03bI, BBIOPAHHBIX W3  CIEAYIOLIEr0.  METHILE/UTION03a,
THIPOKCHATHIIILEIUTION03a, THAPOKCUIIPOITMILEILTION03a ¥ THAPOKCUIIPOITIIMETHIILIEILIFOI032
n ux koMOuHarmu. COTrIacHO KOHKPETHBIM BapuUaHTaM OCYIIECTBISHUS TepBas 000I0UKa
MpeaCcTaBisieT co00i WM COIEPIKUT BOAOPACTBOPUMYIO THIPOKCHITPOMMIMETHILELTION03Y.
BoaopacrBopuMbie TPOCThIE S(PUPBI LELTIOI036I U WX BOJOPACTBOPHUMEIE MPOU3BOIHBIE
(HampuMep, BOAOPACTBOPUMEIE CJIOKHBIE AP UPBI IPOCTOTO A(PUPA LELTIOIO03bI) TPUCYTCTBYIOT
B mepBoii 06010uKe (I10ACI0€e), COOTBETCTBEHHO, B KOJIMUECTBE, COCTABISIFOIIEM IO MEHBINEH
Mmepe 20%, 40%, 50%.,60%, 70%, 80%, 85% mmm 90% mo Macce B pacueTe Ha CYXYIO Maccy
nEPBOi 000IOUKH.

CormacHo  HacrosimeMy  H300peTeHHI0  NIpeaycMoTpeHa  (papmaueBTHUYECKast

KOMITOZULIYs, CoACp Kallasl CCpALCBUHY U NICPBY IO 060.]'10‘11(}7, pu4YeM CepaueBrUHA COACPKUT
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IUKIOCTIOPUH, OOpa3yIINyK THAPOTETh MOJIHMEPHYI) MATpPHUIY, MOBEPXHOCTHO-AKTHBHOE
BEIIECTBO M MACISHYIO0 (hasy, TUCIEPTHPOBAHHYIO B 00pa3yromeil THApores MOJUMEPHOM
MaTpHIE, U TepBast 000I0UKa COAEPHKHUT WU MPEICTaBISIET COO0H BOAOPACTBOPUMBIN TPOCTOM
3(hup UESLIIONO03LI U TepBas 000/0YKa MPUCYTCTBYET B KOJIHUYECTBE, COOTBETCTBYIOIIEM
VBEJIMUEHHIO MACCHI 32 cueT nepBoi 0bomouku, cocrasisiromemy oT 0,5% mo 20% mo macce
CEPALICBUHBI, MPUYEM MOBEPXHOCTHO-aKTHUBHOE BEILLECTBO SIBJSIETCSI TAKMM, KaK OMHCAHO B
HACTOSAIIEM [JOKYMEHTE, HamNpUMep, TMpPeACTaBisieT Cco00OM MOHO- WIM JAWLTHLEPUT
CPEIHEIEOUSYHON WK JJTHHHOIETIOYSUHON JKUPHONH KHUCIOTHI WM WX KOMOWHAIMIO U HE
COJEPKUT WK HE TPEACTABISIET cOOO0M MPOCTON WITH CITOKHBIA 3PUP MO THISHTTHKOJISL.

IlepBas  obojouka COTIACHO  HACTOSIIIEMY  HM300pETEHHI0  MOAU(HULIUPYET
BBICBOOOXKIEHUE AKTUBHOI'O0 WHIPEAMEHTa M3 KoMmmosuiud. OXKuaaaoch, 4ro 000J0UYKA HA
KOMITO3UIIUK OyJIeT 3aMEIIATh CKOPOCTh BBICBOOOXKIEHHUS AKTUBHOTO HWHIPEIUEHTA B
npeaeaax KoMosumuu. MoxxHO ObUTO ObI Pa3syMHO OXKHIATH 3TOTO, MOCKOJIBKY TOKPBITHE
KOMITO3UILIMK JOTOHUTEIBHBIM MATEPHAIOM 00eCeurio Obl JOMOJHUTENBLHBIN Oapbep s
Cpeabl paCTBOPEHMUSI, KOHTaKTHPYIOH[eﬁ C AaKTUBHBIM HHIPECIUCHTOM B KOMIIO3ULIWU. B
OTIMYME OT J3TOTO OXHAAEMOTO pe3yJbTara, KOMIIO3ULUK COTJIACHO HACTOSIIEMY
n3o0peTeHnto  comepKar  000JIOUKY, COASPKAIIYI WM MPEACTaBISIIOIMYR  coboit
BOJAOPACTBOPUMBIM  MPOCTOM 3(HUP MEUTII03bI, KOTOPbIM  YBEIHUYHUBAET CKOPOCTh
BBICBOOOXKIEHUsSI aKTHBHOI'O WHIPEJUEHTA MO CPABHEHUIO C KoMmo3uiuel 0e3 00O0J0UKH.
Kpome Toro, oO0omouka COMJIACHO HACTOSIIIEMY HM300PETEHHI0  XapaKTEPH3YETCS
OnaronpusaTHeIM 3()(PEeKToM B MOogAepKaHWN aKTHBHOTO WHTPEAWEHTA B PACTBOPE, TOTAA KaK
COMOCTaBMMAsl KOMMIO3UIMSA ©Oe3 OOONOUKM COrJIACHO HACTOSIEMY H300peTEeHHIO
o6ecnqu/IBaeT MCHBIICC KOJIUYCCTBO AKTHUBHOI'O HHIPCAUCHTA B pPACTBOPE € TCUCHHUEM
BpeMeHH. be3 orpaHuueHust KakoW-mubo Teopuel, moiararT, 4ro 000104Ka MPeJOTBPAIIAST
OCQKJICHUE AKTUBHOTO MHIPEIUEHTA U3 PACTBOPA, TEM CaMbIM MOAIEP:KUBASI MOBBILLICHHOE
KOJIMYECTBO aKTUBHOT'O MHTPEIUEHTa B PacTBOPE.

B omnucanuu HacTosed 3asBKU aKTUBHBIM HMHIPEJUEHT, AKTUBHOE Ha4Yalo |
(hapMaleBTUYECKH AaKTHBHBI WHTPEIUEHT WCIONb3YIOT B3aUMO3AMEHSIEMO U BCE OHH
OTHOCSITCSL K HUKJIOCIOPUHY, MPEANOUYTUTEIBHO IUKIOCIOPUHY A.

KoMmmosunus corinacHo HacTosAImeMy H300PETEHUIO MOXKET IPUHUMATE JTIO0YI0 GopMy,
HU3BECTHYIO CIELUAUCTY B HACTOSIIECH obnactu texuuku. Kommosunusg NPEAIOUYTUTEIHEHO
MpeACTaBIsieT co00i MepopanbHY0 KOMIO3UINKD. KOMIO3UIIUS MOKET HAXOUThCS B (hopMe

oxHOM MuHHC(hepsl WM MHOrounMcieHHsIXx MuHHC(hep. COOTBETCTBEHHO, COIJIACHO
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HACTOSIIEMY HW300pETeHHI0 TpenycMOoTpeHa MuHUChepa, coxepkamas IHUKIOCIIOPHH,
00pasymomyo THAPOTeNb MOJIUMEPHYI0 MATPHIYy, HOBEPXHOCTHO-aKTUBHOE BEIIECTBO H
MacIsHYIO (asy, AUCTIEPrHPOBAHHYIO B O0Opasyrowlel THAPOreiTb MOJMMEPHOM MaTpHLE,
NpHYeM HMOBEPXHOCTHO-AaKTHBHOE BEILECTBO MPECTABISET COOOM HIN COASPIKUT MOHO- WIIH
JUTTHIEPHT CPEAHEIENOYeUHOH WM JUTHHHOUENOYEUHON JKUPHOW KHCIOTBI WJIH X
KOMOWHALIMIO M HE COJEPKUT WM He MPEACTaBIseT COOOM MpOCTO Wi CIOXKHBIA 3(up
nommdTHIeHr Ko,  COrTacHO — HACTOSIIEMY H300pETeHHI0 TaKke IpeayCMOTpeHa
KOMITO3UIIMS, COAEP)KAIAsl MHOTOYHMCICHHbIe MHHHC(HEpb. ~ AHAJOTMYHO, COTJIacHO
HACTOSIIEMY HM300pETeHHI0 MPEAYCMOTPEH COCTaB W3 MHOTOYMCICHHBIX MHHHC(ED,
CoIepXKalluii eIMHUYHYIO JIEKapCTBEHHYI0 (opMmy, comepKailyl0 MHOTOUYHCICHHbIS
MHHHUC{EpBL

CornacHO HACTOSILIEMY H300PETEHHIO TaKKe MpPEeAyCMOTpeHa (apMareBTHIeCKast
KOMITO3HUIIMSL, COASPIKAINASI CEPALIEBUHY U MEePBYIO 000I0UKY, MPUYEM CEPIALEBHHA COASPKUT
IMKJIOCTIOPHH, 00pa3yoUIyl0 T'HAPOredb MOTHMEPHYI0 MATpHIly, MOBEPXHOCTHO-AaKTHBHOE
BEILECTBO M MACISHYIO (hasy, AUCIEPrHPOBAHHYIO B OOpasyoluell rHaporeib MOJTHMEPHOR
MaTpUIE, ¥ epBas 000I0UKa COASPKUT WU MPEICTABISIET COOOU BOAOPACTBOPUMBIN MPOCTON
3(hup HeUTIOI036I U TepBast 000I0YKa XapaKTEPHU3yeTCsl TOMIIMHON, COCTABISIOMEH 0T 1 MKM
J0 1 MM, mpuyeM MOBEPXHOCTHO-AaKTUBHOE BEIIECTBO SBJSETCS TAaKWUM, KaK OMHCAHO B
HACTOSAIIEM [OKYMEHTE, HampuUMep, TMpPeacTaBisieT Cco00OM MOHO- WM JAWCTULEPUL
CpeIHeLenoYeyHOW Wi JUIMHHOLEIIOYSYHOM JKUPHON KUCIOTHI WIM UX KOMOMHALMIO U HE
COJEPXKUT WIIN HE MPEACTABISIET COOO0H MPOCTOM WIIN CIOKHBIA QU TOTUITHISHI KOS,

JlroGas w3 dapManeBTHUECKHX KOMIO3UIMN COTJIACHO HACTOSIIEMY H300peTeHHI0
MOXKET COAEPXkKaTh JOMOJHUTENBbHYI 000JO0YKY, KOTOpass B HACTOSIIEM [OKYMEHTE
Ha3bIBaeTCsl BTOpas oOomouka. Bropass o0omouka MOXKET HAXOAWTBCS CHAPYKU MEPBOM
00o0ukn. Bropast o6omouka MOXKeT MPeACTaBIsSTs COOOM WM MOKET COAEPkKAaThb MOJHMEP
OTCPOUEHHOT0 BBICBOOOXKAeHUsl. COracHO JIOOOMY BapHaHTy OCYIIECTBIEHHS M JIIOOOMY
ACMeKTy HACTOSIIIEro N300 peTeHus! mepBast ¥ BTopast 000I0UKa MOTYT SIBJISITHCS PA3THIHBIMH.

B cBs3m ¢ 3TUM, COMVIACHO HACTOSIIEMY HW300pETEHHIO MPEAyCMOTpPEHa
(apmaneBTHUECKasT KOMIIOZULIMS, COASpPKAINAsl CEepUEBHHY, HMEepBYI 00O0JOUKY M BTOPYIO
000JI0UKY CHapyKd TMepBOil 00O0JOYKH, TPUUEM CEPILEBUHA CONEPKUT LUKIOCIOPHH,
00pasy oLy TUAPOrelb MOJUMEPHYIO MATPHIYY, MOBEPXHOCTHO-AKTUBHOE BEIIECTBO H
MacIssHyI0 (asy, AMCIEPrUPOBAHHYIO B OOpasylowlel THApOreib MOJMMEPHOM MaTpHLE,

nepsasi 000I0UKA CONEPKUT WM TPEACTaBsieT coOOM BOAOPACTBOPUMBIN MPOCTOH 3dup
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nesntonossl (Hampumep, HPMC), u Bropas 0007109Kka COASPKHUT WIH TPEACTABISET COOO0i
[OJUMEpP  OTCPOUYEHHOrO  BBICBOOOXKIEHHS  (HAmpUMEpP, OSTHILETON03Y), MPUYEM
MOBEPXHOCTHO-AKTUBHOC BCIICCTBO npeaACTaBIsACT C06OI\/'I MOHO- Wil JUImunepun
CPEIHEIEOUSYHON WK JJTHHHOIETIOYSUHOU JKUPHONH KHUCIOTHI WM UX KOMOWHAIMIO U HE
COJEPKUT WU HE MPEACTaBISIET COOO0H MPOCTOM WK CIOKHBIA 3(QUpP TOTUITHISHITTHKOIS.

Kommozunus cormacHo m000My acmekTy WIH BapHAHTY OCYLIECTBICHHUS HACTOSIIErO
n300peTeHnsT MOXKET HaXOIUThCS B (hopMe TBepAOro Koiouaa. bomee Toro, cepaneBwHa
KOMITO3UIIMM MOKET HaxomuThCs B (opme TBepaoro komrouaa. Komiomn comepkut
HempepbiBHYKO a3y u aucnepcHyio ¢asy. [Moaxonsmue HenmpepbBHBIE (a3bl U TUCHEPCHBIE
(aspl, KOTOPBIE MOXKHO HCIOIB30BaTh sl 00pa3OBaHUS CEPALIEBHHBI, ONMpeaeseHbl Oonee
noapoOHO HIKe U B MOAPOOHOM PACKPBITHH HacTosimero n3obperenus. HempepeiBHas ¢asza
MOJKET COAEPKaTh WIN NPEACTABISITE COO0I 00pa3y oIy 0 THAPOreNh MOJMMEPHYIO MATPHLY.
CrenoBarensHO, ecnu HempepsiBHasE (aza mpexacraeisier coOOH 00pasyIoIyr0 THAPOreNb
MOJTMMEPHYIO0 MaTPULYY, KOMIO3UIUSI COTTIACHO HACTOSIIEMY H300PETEHHIO MOKET PUHUMATh
(bopMy TBepaOW CTPYKTYPHOM €IMHHUIBI 0OPa3yIOUIEro THAPOre/b MOTUMEPa, COAEPIKAIIEro
mucniepcHyto haszy. ucnepcHas paza MOKET MpeacTaBiIsATs COOOH KAy, TUCTIEPTHPOBAHHBIE
B HeNpepbIBHOH (hase mwim oOpasylomei ruaporeis noauMepHoi Marpuie. [ucnepcHas daza
MOJKET COAEPKATh UK IPEACTABISITE CO00M MacisHy 0 (asy.

Taxum 0Opa3om, COTTACHO HACTOSIIEMY H300PETEHHUIO MPeNy CMOTPEHA KOMIIOZULIHS B
(opme TBEpIOro KOJUIOUIA, COASPKAIAS HepeprIBHY O a3y U AUCHEepcHYIo (a3zy, mpuuem
HempepelBHAS (aza CONEPKUT WIHM MPEACTaBIsIeT Cco0oil  00pa3yroLIyl0 THAPOreib
MOJMMEPHYI0 MAaTpPUIy, W JucriepcHas (aza mpencTapiser coOOW MM COASPKUT MACIISHYO
(I)asy, OpuiIeM KOMITIO3UIHSI AOMOJTHHUTEIBHO COIACPKUT LUKIOCIIOPUH WU INOBEPXHOCTHO-
aKTHBHOE BemecTBO. [TOBEPXHOCTHO-aKTHBHOE BEIIECTBO MPEANOUTHTETBHO TPEIACTABIISET
c000i MOHO- WJTH JUTTHLEPH]] CPeAHELETIOUSUHON HTH JITHHHOUEIOYSUHOH JKHPHOH KHCIOTHI
WA UX KOMOWHALIUIO U HE COAEPIKUT WM HE IPeACTaBIsieT COOO0M MPOCTOM WITH CIIOKHBIHN 3pup
MOJHATHISHITUKOMS. MacisiHas gaza MOXKeT COAepKaTh HUKIOCIIOPHH B PacTBOpE.

Kommosnuust MokeT coxepkarh cepAueBHHY B (¢opMe TBEpIOro KOJIOHWIA,
cojepxaiiero HempepblBHYIO (asy um aucmepcHyroo (asy, npuueM HenpepbiBHas (asza
CONEP)KUT WM MpPeICTaBisieT co00i 00pasyIolyr THAPOreib MOJUMEPHYIO MATpULy, H
aucriepcHast pasza mpeacTaBasier coO0M WM COTEPIKUT MACSIHYIO (asy, MpuIeM CepaLeBHHA
JOTIONTHATEBHO COMEPKUT IHMKIOCTIOPUH W TOBEPXHOCTHO-AKTHBHOE BENIECTBO, MPHUEM

MOBEPXHOCTHO-aKTUBHOC  BEIICCTBO IMPEACTABJIACT coboif MOHO- HJIH AUTIALEPUI
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CPEIHENEOUSYHON WIH JTHHHOLEIOYSUHON JKUPHONH KHUCIOTHI WM WX KOMOWHAIMIO U HE
COJIEP)KUT WK He MPeCTaBjsieT cOOOU MPOCTOW MM CIOXKHBIA 3QHUP MOTHITHISHIITHKOJISL.
MacnsiHas asza MOXKET COAEPKATh HUKIOCIIOPUH B PACTBOPE.

HempepeiBHass ¢aza TBepaod KONIOMAHONH KOMIIO3WIMK WIH  CEPALUESBUHBI
MPeACTaB/IsIeT COOOW WM COACPKHT OOPa3yIOUIYI THUAPOTEIh MOJUMEPHYE) MATPHILY.
CornacHo BapuaHTaM OCYIIECTBIEHHS OOpasyroomas THIPOTelb MOJMMEPHAs MaTpula
MpeACTaB/IsieT COOOM WM COAEPKUT THAPOKO/UIONA, HETHIPOKOIOMAHYIO CMOJIY WU
xutro3aH. COracHO KOHKPETHOMY BapUAHTY OCYIIECTBICHHUS OO0pasylomasl THAPOTeb
MOJTUMEPHAsT MAaTPHIA TPEACTAaBISIET COOOW WM COAEPKUT CJEAYIOIIEE. KeJaTHH, arap,
MOJHATHIEHIJIMKOb, KpaxMajl, Ka3euH, XUTO03aH, COEBbIM 0ok, 6eok cadiopa, aabruHaTHI,
re/UlaHoOBasl KaMmelnb, KappardHaH, KCAHTAHOBAasl KaMmelb, (DTATUPOBAHHBIN JKENATHH,
CYKIIMHUPOBAHHBIN JKEJaTHH, IeJUTIo03adTariar-anerar, MacliocMoa, MOJTUBHHH/IAIIETAT,
MOJTUMEPHU3ATHl  AKPIJIOBBIX WM METAKPWIOBBIX CIOKHBIX S(UPOB W TOTUBHHHJIAIETAT-
(ranara u 11000€ NPOU3BOTHOE TIOOOT0 U3 BHIIENEPEUNCIEHHOTO; HJIH CMECh JBYX HIH Oosiee
Takux mnojauMepoB. COraacHO JOMOJHUTEIHPHOMY BapHAHTY OCYINECTBJIEHHUs 0Opasyomias
THAPOTENb TOMMMEPHAs MaTpHULA NPEACTaBIseT co00i WIM COASPKUT THAPOKOJIOH,
BEHIOpAHHBIN W3 KapparnHaHA, JKeNaTMHA, arapa W MNeKTHHA WId WX KOMOWHAaIuH,
HeoOs3aTeIbHO BRIOPAHHBIN 13 JKeTaTHHA U arapa Wid uX KoMOuHauuu. B 4acTHOCTH, MOTHMED
o0Opasyrolieit Tuaporeb NOJTMMEPHON MATPHULIBI TPEACTABISET COOOM MIH COIEPIKUT JKETATHH.
CorjacHO BapHaHTy OCYINECTBJICHUs OOPa3yIOUIMii THUAPOreNb TOJUMED HE COISPIKHUT
LEJLTION03Yy WM TPOU3BOAHOE IEIIFOJIO3BI, HANpUMEp, HE COASPKUT mpocTod 3dwup
LIEJLTIOIO3BL.

CorjacHO HACTOSIIEMY AaCIEKTY HACTOSIIEr0 H300peTeHUsT KOMIIO3UIIUSI MOXKET
HAXOJWUTHCS B (HOPME TBEPIOTO KOJUTOHMA, MPUUEM KOJLIOU COASPKUT HEMPePLIBHY IO (hasy U
JUCTIepCHYIO a3y, U HUKIOCIIOPHH MOXKET HAXOUTHCS B PACTBOPE WM OBITh Cy CHEHIUPOBAH
B qucniepcHol ¢aze. Hampumep, HMKIOCTOPHUH MOXKET HAXOIUTHLCS B PACTBOPE B JUCIIEPCHOM
daze.

Crhenyer MOHMMATh, YTO OTIENBHBIC BAPUAHTHI OCYIISCTBJICHUS, OMHMCAHHBIC BHIIIE,
MOYXHO KOMOWHHUPOBATh C OJHHUM WM HECKOJBKAMH APYTHMH ONHCAHHBIMH BapHAHTaAMH
OCYLIECTBIEHUS sl 00ECIeUeHus] JOMOJHUTEILHBIX BAPUAHTOB OCYIIECTBIEHHS! COTJIACHO
HACTOSIILEMY N300PETEHHIO.

INepBast 060MOUKa MOXKET HAXOIUTHCS B KOHTAKTE C CEPALEBHHON. BTopas o0omouka

MOKET HAXOAUTHCS Ha mepBoil obomouke. COrmacHO BapHaHTaM OCYLIECTBICHHS IepBast



000J104Ka HAXOJUTCSI B KOHTAKTE C CEpALEBHHOM, W BTOPasi 000JI0UKa HAXOJUTCSI HA MIEPBOH
obomouxke.

Bropast o0onouka MOXKET HPEACTaBISATH COOOH WM MOXKET COAepKarh MOJTUMED
OTCPOYEHHOTO BBICBOOOKICHUS], M MTOJUMEP OTCPOUEHHOT'O BHICBOOOKISHHS MOKHO BBIOPATH
U3 CHAEAYIOILEro. KUIICYHOPACcTBOpUMBIA mnosuMep, pH-Hezasucumblli mnomumep, pH-
3aBHCUMBIH TOJMMEp U MOJNMEp, 0COOSHHO IOABePKEHHBIN Pa3I0KeHHI0 OaKTepHaTbHBIMU
q)epMeHTaMI/I B KEJIY AOUYHO-KHUIIICYHOM TPAKTE, NUIHU KOMGI/IHaLII/IS[ ABYX WU HECKOJIBKUX TaKUX
noaumepos. CrexoBarensHO, BTopast 0000UKAa MOMKET MPeACTaBiIsTe coOoW 000N w3
BBILICYIIOMSIHYTBIX ~IIOJIMMEPOB  OTCPOUEHHOTO BBICBOOOKICGHUS WIH JHOOOH MOMXKET
NPEACTaBIATh €000 Wim 001anaTh XapaKkTePUCTHKAMH, YIOMSHYTHIMA B OTHOIICHHH
nojmMmepa OTCPpOUYCHHOT O BI:ICBO60)K,Z[6HI/I${, YIOOMAHYTOI'O HUXKE.

CornacHO BapuaHTaM OCYIUECTBISHHS MOJIMMEP OTCPOUYEHHOTO BBICBOOOXKICHUS
MOJKET SIBJISITHCSI BOXOPACTBOPHMBIM MM BOJONPOHUIIAEMBIM B BOJHOH cpene ¢ pH Oombiie
yeM 6,5. TloauMep OTCPOUEHHOTO BBLICBOOOKIEHUS! MOJKET MPEACTABIATh COOON WM MOKET
conepxkarb pH-He3aBUCUMBIN NOJUMeEp, HAllpuMep, STHILE/LTION03Y .

CormacHo mob6oMy acmekTy Hu J000My BapHAHTY OCYLIECTBJICHHSI HACTOSIIErO
n300peTeHunst BOAOPACTBOPUMBIN MPOCTOH 3(HUP LEUTI0I03bI MOKHO BBIOpATh U3 T000T0 WK
KOMOMHALH ClIe Ty FOILEro: METHILEILTION03, TUAPOKCHITUILIE/LTIONO03a,
THIPOKCHUITPOIIILEIUTION03a W THIPOKCHIIPOMMIMETIUILE/UTION03a.  BoxopacTBOPUMBIiA
mpocTo  3QUp  LE/UIION03bI MOXKET — NPEeNNOUYTUTENBHO  NMPEeCTaBIsITe  coOoi
THAPOKCHITPONTIIMETHIIELTI0103y (HPMC).

CornacHO BapHaHTaM OCYILIECTBICHHS IepBasi 000I0UKa MOKET MPEICTaBIsTh OO0
WIA MOXET COASPKaTh T'HIPOKCHIIPONMIMETIILE/UTION03Y, W BTOpas 000J0YKa MOXKET
MPECTABISITE COOOH WITM MOJKET COAEPIKATh STHIILEILTION03Y.

PackpeiTre yBenmueHust Macchl epeoii 000J0UYKH IPEeACTaBIeHO B BUAE % IO Macce
CepaLeBUHbL. AHATOTHYHO, YBEIMUSHHE MacChl BTOPOH 000IOUKH MPEACTABICHO B BUAE Y% 110
Macce CepIUeBUHBI, Koraa mepsas 00ojouka (MOACTION) HA CepaUeBHHE OTCYTCTBYeT. Ecim
KOMITO3MLHSI CONEPXKHUT TMEpBYI OOONOUKY, YBEIHUYEHHE MacChl BTOpOH 00OJOUKH
MPEICTABICHO B BHJAE % IO Macce KOMIIO3ULUH, KOTOPasi MOKPBITA BTOPOH OOOIOUKOH,
Harpumep, CepALeBUHBI U NMepBOi 000IOUKH.

OO0pazyromuii rHapOorens MOIUMED HIIH 00pasyouIasi THAPOreb MOJMMEPHAS MATPULIA
MOKET MPEICTaBIATE COO0M WM MOXKET COAEpkKaTb TMIPOKOJUIOHW[, HErHAPOKOLIONIHYIO

cMoimy wiu xuto3aH. OOpasylomuil ruaporeib MOJHMEP WIX 00pasylomasl THAPOTresb
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MOJTMMEPHAST MATPHUIA MOXKET MPEACTABIATh COO00M 00OpaTUMBIM THAPOKOIION, HAIpUMED,
TEPMOOOPATUMBIM THAPOKOION WK TEPMOOOPATHMBIM 00pas3yIOIMIUil THAPOTeTb MOJIUMED.
ANbTEPHATHBHO, 00pa3y IOIIHI THAPOTETh MOJMMED HITH 00pasy IoIiasi THAPOTe b TOTUMEPHAs
MaTPHIA MOKET MPEACTABIATE COOON MM MOXKET COmepKarh HEOOPATUMBIN THIAPOKOJITON],
OO0pazyrommuii ruaporeNs MOJTUMEP WK 00pa3yIoIas TUAPOreb MOTUMEPHA MATPHUIIA MOKET
MpeaCcTaBnsTh  CcOOOM  WIM  MOXKET  COJeplKaTh  CIEeAylollee.  JKeJaTWH,  arap,
MOJUATUIEHTJIMKOb, KpaxMaJjl, Ka3euH, XUTO3aH, COEBbI Oenok, Oeok cadiopa, aabruHATHI,
reJylaHoBas KaMelb, KappardHaH, KCaHTaHOBas Kamelb, (TajlupoBaHHBIA KeTaTHH,
CYKIIMHUPOBAHHBIN JKeTaThH, Ie/uToo3adTanar-anerar, MacioCcMo/a, MOJHBUHUIAIIETAT,
MOJTMMEPU3ATHl aKPUIOBBIX WM METAKPHJIOBBIX CIOXKHBIX 3(QHUPOB W MOJTHUBHHUIALETAT-
¢ranara u mo0O0e MPOU3BOJHOE JTFOOOTO M3 BBHINIEHEPEUUCICHHOTO, WK CMECH OTHOTO WM
HECKOJIbKHMX TAKUX 00PasyoIHX THAPOresb noauMepos. OOpasyromuii THAPOreTb MOTHMED
WK 00pasyromias TUAporeb MOJMMEPHAS MATPHUIIA MOXKET MPEICTABIATE COOOM HITH MOKET
COJiepKaTh THAPOKOUION, BRIOPAHHBIN M3 KapparMHAHA, JKeJaTHHA, arapa ¥ MeKTHHA WIH UX
KOMOWHAITHH, HEOOs3aTeIbHO BRIOPAHHBIN U3 JKeJaTHHA U arapa Wid uX KoMOuHaimu, Ooee
HeoOsI3aTeIbHO 00Pa3y oKl THAPOTETb MOJUMED HIH 00pasyrorias THAPOreb MOIUMepHast
MaTpHIA MPEACTABNISIET COOO0M WK COAepKuUT xeaatud. OOpas3yromas M Iporeib MoJTuMepHast
MaTpHLa MpeIcTaBiseT COOON WM CONEPKUT HETHAPOKOLIONIHYIO CMOJY, HEOOS3aTenbHO
BLIODAHHYIO M3  IONEPEYHO-CITUTOM  COJMM  ambrMHOBOM  KUCmOTeL  CormacHo
MPEMOUTHTENLHBIM BaPHAHTAM OCYINECTBIEHUS OOpA3yIOMui THAPOTETh TMOJUMED WK
oOpasyromasi THAPOreNb MOTUMepPHast MATPHUIIA TIPEACTABISET COOOM WM COJEPIKUT JKEMATHH.

CorjacHO BapHaHTaM OCYIIECTBJIECHHS OOpPa3yIOIIMi THUAPOreNb IMOTUMED HIH
oOpasyromas THAPOTes MOJUMEPHAS MATPHUIA TOTOJHUTEIBHO COMEPIKUT MIACTH(HUKATOP,
HeOoOsI3aTeIbHO TUIACTH(UKATOP, BBHIOPAHHBIN M3 TJIHIEPUHA, MHOTOATOMHOIO CITHPTA,
HampuMep, COpOUTa, MOMUITUICHIITUKONS W TPUITHILUTPATa WIH UX CMECH, B UAaCTHOCTH,
copbura.

OOpazyromass THApPOTedb IOJMMEPHAs  Marpuia MOKET  HHKAICYTHPOBATh
IUKTOCTIOPHH.  [[MKIOCTIOPUH  MOJKET  SIBJISTHCS MHKAINCYJUPOBAHHBIM B PacTBOPE.
[uKIOCTOPUH MOXKET HAXOAUTHCS B PACTBOPE WIIA MOXKET SIBIATHCS CYCIEHAUPOBAHHBIM B
JPYroM KOMITOHEHTEe, HalpuMmep, MAacisiHOW (pasze WM JucIepcHOi (ase, oOCykIaeMbix B
JPYroM MecTe, KOMIIO3HIIMH, KOTOpasl TaKke HHKAICYyJIMPOBaHa 00pa3yIomell THuaporesb

MOJUMEPHOU MaTpuLEH.
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HucnepcHas paza MOXKET SIBISTHCS TBEPAOU, OTYyTBEPAOHN WITH KUAKOH. B yactHOCTH,
aucriepcHast paza MOXKeT SBIISTHCS JKUIKON. B IPyruX KOHKPETHBIX CIydasx JucrepcHas dasa
MOJKET SIBJISATHCSI Oy TBEPIOH, HAIPUMED, OHA MOJKET SIBIISITHCSI BOCKOOOPa3HOM.

JucniepcHas (ha3a MOXKET MPEACTABISITE COOOM UITM MOJKET COASPIKATE MACISHY KO (asy,
HampuMep, MaciusiHash (aza MOXKEeT SBISTBCS TBEPAOH, IMOMYTBEPIOH WM  KUAKOH.
CoOTBETCTBEHHO, AucIepcHas (pasa wim MacisiHas (aza IpeacTaB/sieT COOOM WM COASPIKUT
SKUAKHM AU U HEOOS3aTeIbHO CMEIIUBAIOIIMICS ¢ HUM PaCcTBOpHUTENb. JKuaKuii jaumums
MpeACTaBIsIET COOON HeoOsM3aTeNIbHO CpemHEIenOYeyHbli MOHO-, AHW- WU TPULIHLEPH (B
YACTHOCTH, CPEAHELETOUSUHBIH TPUTTUALIE PUT).

COOTBETCTBEHHO, LUKJIOCIIOPHH  SIBISIETCS.  PACTBOPUMBIM B PaCTBOpHUTEIE.
PactBopuTens MOXKET MPEACTaB/ISITh COOOH cnupT (HAIpPUMED, ITAHOI WA H30IPOMAHON),
TJIUKONb  (HAlIpUMep, MPONMHISHTJIUKOMb WU TMOJUITHISHTINKOAb) WM MPOCTOM 3dup
[TUKOJS. PacTBOpHTENs MOXKET MPEACTaBIATh COOOH MPOCTOi 3¢up IIHMKOISL, HAIpuUMmep,
MPOCTOM 3(UP OSTHISHITUKONS, Oonee KOHKPETHO NPOCTON 3hup alKWwi-, apui- HWIH
APATKUIATUIEHTTTUKONISL. PacTBOpUTETs MOXKET MPEACTABMISITE COOOM MPOCTOM (UpP TIHKOJIS,
BBIOPAHHBIN M3 CIAEAYIOIIErO. 2-METOKCHATAHO, 2-3TOKCHATAHON, 2-MPOMOKCHATAHON, 2-
M30MPOTIOKCUATAHON, 2-OyTOKCHATAHON, 2-(heHokcHITaHod, 2-OeH3mnokcudTaHom, 2-(2-
METOKCHITOKCH)3TAHO; 2-(2-3TOKCUITOKCHU)ITaHOA H 2-(2-OyTOKCHATOKCH)3TaHOJ. bBosee
KOHKPETHO PACTBOPHUTENb MPEACTaBIsSET €000  2-(2-3TOKCUATOKCH)ITAHON HWIH  2-
(heHOKCHITAHO. KonkpetHslit pacTBOpUTENb MPEACTABIISIET coboit 2-(2-
3TOKCHUITOKCH )3TAHO.

LIMKIOCTOPUH MOXKET SIBJSITHCS PACTBOPEHHBIM B AWCHEpcHOU (ase. Llukmnocnopun
MOJKET SIBJISITHCSI CY CIEHANPOBAHHBIM B AUCIepcHOU dasze. AucnepcHas daza MOKET SBISTHCS
TaKOH, KaK OMHUCAHO B JPYrOM MeCTe B HACTOSIIEM AOKYMEHTE, HAlpUMep, OHA MOXKET
SIBIIATHCS TAKOH, KaK OMMMUCAHO B HEMOCPEICTBEHHO MPEANIeCTBY IOIHX ABYX ab3amax.

Macnsnas ¢aza win gucnepcHas (aza MOXKeT MPeICTaBisTe COOONW WIH MOXKeT
cojepkaTth KUIAKWHA gunun. B wacTHocTH, MachsHas ¢aza wiu aucnepcHas (aza MOXKeT
COJEPKATh WU MPEACTABISATE COOOH COCTaB KOPOTKO-, CPEAHE- WU THHHOIETOYSUHOrO
TPUCTHLEPHIA WITH UX KOMOMHALIHIO, HAITPUME]P, KAPHIOBLIH/KAIPUHOBBIN TPUTITALIEPH, T.€.
COCTaB KaIpUJIOBOr0/KAMPUHOBOTO TPUTIHLEPUAA.

COOTBETCTBEHHO, COTVIACHO BAPUAHTY OCYIIECTBISHHUS KU KA KOMITO3UIIUSI COEPHKHUT
BOAHYIO (pa3y, MOBEPXHOCTHO-AKTUBHOE BEIIECTBO M MAC/SHYKO (ha3y, B KOTOPOI pacTBOpEH

HUKJIOCIIOPUH, TMPHYEM IMOBEPXHOCTHO-aKTUBHOC BEIICCTBO MOXKET COACPKATH WU
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MPEACTABJISTE COOOH MOHO- WJIH TUTIHIEPHA CPETHEENOUeYHONH WM IMHHOUEMTOYSTHOH
KUPHON KUCIOTHI MM UX KOMOMHAIMIO M HEe COIACPKHUT He IMpeacTaBseT coOoi mpocToi nin
CITOKHBIN 3 U MOTUITUIIEHIIIAKOIISL, BOTHASI (haza MOXKeT coepKaTh 00pa3y FoLIHiA THAPOreb
MoJUMeEpP, U MacisiHas (aza COmepKUT COCTaB KOPOTKO-, CpelHe- WIH JITHHHOLUEIOYSUHOTO
TPUITHLEPHIA WIH WX  KOMOMHAIMIO  (HeoOs3aTeNbHO — KallpUIIOBBIN/KAIPHUHOBBIN
TPUITIMIEPHI, T.€. COCTaB KaNpHIOBOTO/KAPUHOBOTO TPHUIVIMLIEPUIA) U  SBISETCS
JUCTIEPTHPOBAHHON B BOAHOW (haze. MacnsHast (paza MOXKET SIBIATHCS TUCIIEPTHPOBAHHON B
BoxHOU daze B popMe KOLIOWAA, HAMPUMED, KUAKO-KHUAKOrO Koutonaa. MacisHas daza
MOXKET SIBJISITBCSL TUCHIEPrUPOBAaHHON B BOZHOU (paze B popme s3mynbcun. COOTBETCTBEHHO,
’KUAKAsI KOMIIO3UIUSI MOKET MPEICTABIISTE COOOM JKUIKYIO KOMITO3HIIUIO YMYJIbCHHL.

KpoMe TOro, cormacHO BapHaHTy OCYLIECTBIEHHS KOMITO3HLUSI COAEPIKUT
LUKIOCTIOPHH, OOPa3yIOMYI0 THAPOTeNb HMOJIUMEPHYIO MATPHLy, MOBEPXHOCTHO-AKTHBHOE
BEIIECTBO W MacisHyl (asy, CoIOepKallyld COCTaB KOPOTKO-, CpelHe- WIH
JIMHHOLITIOYEYHOT0  TPUIJMLEepHaa  Wwid  HuX  KkoMmOmHammoo  (HeoOs3aTeslbHO
KalpWIOBBIH/KANPHHOBBIA ~ TPUINIMLEPHA,  T.€. COCTaB  KampUJIOBOT'O/KAIPHHOBOTO
TPUITHLEPHIA) W AUCHEPrUPOBAHHYIO B oOpasylomieill ruaporeisb MMOJTUMEPHON Matpuile,
MPUYEM IOBEPXHOCTHO-AaKTUBHOE BELIECTBO MOXKET NPEACTaBISATH COOOH WIH MOMKET
colepkarb MOHO- WIW AUTIMLEPH] CpeIHeLenouedHOW WM JJIUHHOLENOYEYHOU KUPHOU
KHCJIOThI WM MX KOMOMHALUIO U HE COAEPIKUT WM HE MPeACTaBisieT co00l MpocToi Wiau
CIOXKHBIT 3up mnommdTWIEHIHKOISL. KoMmo3umusi MOXKeT HaxomuTbess B (dopme
BBICYLIIEHHOTO Kojutonza. Kommosunust MokeT HaxoauTbes B popme chepsr.

CornacHO KOHKPETHOMY BApHAHTY OCYILIECTBICHHMS IucHepcHas (as3a Wim MacisHas
(aza TOMONHUTEIBLHO COAEPIKUT PACTBOPHUTEIND, TAKAUM 00pa3oM, HeOOSI3aTeIbHO AUCTIEPCHAs
taza wm mMacisiHas daza MOKET MPeICTABISTE COOO0H HITH MOKET COASPKATh KUAKUH JIUITHLT
W pacTBOPHUTENb. PacTBOpHUTENE MOXKET SIBISTHCS CMEIINBAOIIMMCS C KHIKUM JUIHIOM H
BOJOW, HeoOs3aTebHO TPH 3TOM PACTBOPUTENb BBIOpaH M3 2-(2-3TOKCHITOKCH)ITAHONA H
MOJH(3TUIEHTIMKOS), B YaCTHOCTH, NMPU 3TOM PACTBOPHUTENb MpeaCTaBisieT coboit 2-(2-
STOKCHUAITOKCH)3TaHO1. COrTacHO NOMOJTHHUTEIFHOMY BAapHUAHTY OCYLIECTBJICHHS AWCIIEPCHAS
¢haza mu macisHas Gaza npeacTaBisier COOOH WK CONEPKUT CPeTHEIeTOYSYHBI MOHO-, TH-
WU TPUTTTANEPUA (B YaCTHOCTH, CpeIHELeTOYeUHbIH TPUTITHALEPH ), 2-(3TOKCHITOKCH)3TAHOI
U TMOBEPXHOCTHO-aKTUBHOE BemiecTBO. JlucmepcHast ¢asa Wi MacisHas (asa COrJIacHO
NMPUBEACHHOMY B HACTOSIIeM a03ale ONMCAaHWI0 MOXKET COJepKaTh LMKIOCHOPHH,

LHUKJIOCIIOPUH MOKET Heo0sI3aTENbHO HaxXOIUTBECS B paCTBOPE.
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Macnsnas hasa Wik gucrnepcHas Gasza mpearnouTHTENBHO COAEPKUT COCTAB KOPOTKO-,
CpelHe- WU AJHHHOUEMOYEYHOTO TPHUINIMLEPUAA WIH HX KOMOHWHAIMIO (HEoOs3aTelbHO
KalpUWIOBBIH/KANPHHOBBIH ~ TPUDIHLEPUA, T.€.  COCTAB  KaNpHJIOBOTO/KAPHHOBOTO
Tpurmuuepuna). Ecau macnsHas ¢aza win aucnepcHas (aza COASPKUT COCTaB KOPOTKO-,
CpelHe- WIH JUTHHHOIIETOYEUHOr0 TPUITHIEPHIA WM WX KOMOHHAIMIO, TPUTIHIEPUT
COCTaBJISIET MO CYIIECTBY BCKO IuCHepcHy (asy wim maciasHyo (azy (HeoOs3aTelbHO
skuakuin mumu ). Hampumep, macisiHast pasza win aucnepcHast paza MOXKET COAEPIKaTh COCTAB
KOPOTKO-, CpeIHe- WK JIMHHOIEIOUEUHOT0 TPUTITHIIEPHIA B KOJHUECTBE, COCTABIISIOMIEM
6onbie geM 80% macistHOH (a3l Wiu TucTepcHON (pa3bl (HE0OsI3aTEMBHO KUIKOTO JTUMIAA),
HeoOs3aTensHo 6oibine ueM 85%, 90%, 95%, 97%, 98% wuau 99%. COOTBETCTBEHHO, COCTAB
KOPOTKO-, CpeaAHC- WX JJIMHHOLCIIOYCUYHOI'O TPUITTULEpU A IO CYIIECTBY HE COACPKUT MOHO-
WA Juradrepuasl.  Hampumep, MOBEPXHOCTHO-aKTHBHOE BEIECTBO MOKET COJEPIKAThH
Menblie ueM 10%, 8%, 5%, 3%, 2% umu 1% MOHO- WM AUTTHLEPUIOB.

CornacHo BapHaHTaM OCYIIECTBIEHHS KOMITO3HLUS JOMOJHUTENEHO CONEPIKHUT OJVH
WU HECKOJIBKO JOIOJHUTEIBHBIX ITIOBEPXHOCTHO-AKTUBHBIX BEMIECTB, IIPEATIOUYTUTE/IBHO OHO
JOTIONTHATEFHOE TOBEPXHOCTHO-aKTHBHOE BEIECTBO. J[OMOMHUTENBEHOE TTOBEPXHOCTHO-
AKTHBHOE BEIECTBO B HACTOSIIEM ONHCAHUM W300PETEHUST MOXKET Ha3bIBaTh BTOPOE
MOBEPXHOCTHO-AaKTHBHOE  BEINECTBO, WM  JOMOJHUTEIBLHOE TOBEPXHOCTHO-aKTHBHOE
BCIIECCTBO, U YKa3aHHBIE TCPMUHBI HCIOJJB3YVIOT B3aUMO3aMECHSICMO. Ecnmu KOMITO3UIINHU
COTJIACHO HACTOSINEMY H300PETEHHIO COAEPIKAT BTOPOE MOBEPXHOCTHO-AKTUBHOE BEIECTBO,
MOBEPXHOCTHO-AaKTHBHOE BEIIECTBO, KOTOPOE MOXKET MPEACTABIATh COOOW HIH MOXKET
coJepkaTh MOHO- WIH AWTJIMLEPH] CPeIHELEeNOUeuHOd WIH IJTUHHOLEMOYSUHOH SKUPHOU
KHCJIOThI WM MX KOMOMHALUIO U HE COAEPIKUT WM HE MPeACTaBisieT co00l MpocToi Wiau
CITOJKHBIN 2(pUp TOTUITHIIEHTTHKOJIS, HA3bIBAETCS TIEPBOE MOBEPXHOCTHO-aKTHBHOE BEIIECTBO.

IMoxxoxasmie TOBEPXHOCTHO-AKTHBHBIE BEINECTBA Ui BTOPOTO TMOBEPXHOCTHO-
AKTHUBHOTO BEINECTBA OMUCAHBI Ooyiee MOAPOOHO B MOAPOOHOM PACKPHITHH HACTOSIIETO
u3obperenns. BTopoe TOBEPXHOCTHO-aKTHBHOE BEIIECTBO MOXKET MPEACTaBISATE COOOM
AQHWOHHOE WM HEHWOHHOE TIOBEPXHOCTHO-aKTHBHOE BeIecTBO. BTOpoe MOBEPXHOCTHO-
AKTHUBHOE BEIIECTBO MOXKET MNPEACTaBIsATh Cco0OH CIOKHBIE MOHO3(GUD caxapo3bl
ANKUAICYIb(aT WK ATKHIOBBIA MPOCTOH 3pUp MOTHITUISHITIUKOSL. BTOpoe MOBEepXHOCTHO-
AKTHBHOE BEINECTBO MOJKET TPEACTABISITH COOOM naypar caxaposbl, MaJIbMHTAT Caxapo3bl,
HATPHHOKTHIICY Th(AT, HATPHHOKTAAEIIAICYIb(AT, HATPHHAIO0IEIHICYIbdar,

reKCaJelIOBbIil IpoCTOH 3(GHp NOTMITHISHITIMKOMS, OKTAASILWIOBBIM mpocToil 3¢dup
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MOJTHOKCUSTHIICHIJIUKOISL ~ WIM  JAOACLMIOBBIA  MPOCTOH 3QUP  NOTMITHISHIJIUKOJISL
Heobs13aTennbHO  BTOpOE MOBEPXHOCTHO-AKTHBHOE BEIECTBO MOXKET IMPECTaBIsTh OO0
HATPUHOKTHICYTb(Aar, HATPUHOKTAIeLMICYIbdar, HaTpuiigoAenuIcyabdar 158105
JOJIEIMIOBBIN MPOCTOM 3(UP MOTUITHISHITHKOSL.

Bropoe moBepXHOCTHO-aKTHBHOE BEIIECTBO MPEANOYTHTEIBHO NPEACTABISIET cOOO0M
AHMOHHOE ITOBEPXHOCTHO-aKTUBHOE BemecTBo. Hampumep, BTopoe MOBEPXHOCTHO-aKTHBHOE
BEIIECTBO MOXKET MpPEeACTaBJIATh CO00H aikmicynbdar, HampuMmep, HATPUHOKTHICYIb(AT,
HATPUHOKTANEIHICY Ib(ar 1700 HATPUHIOAenuIcyabdar (IpenovTHTETBHO
HaTpuiaoAeHMICY Ib(dar).

CormacHo TeM BapHaHTaM OCYLIECTBJICHHUS, B KOTOPBIX JKUAKASI KOMIIO3HLIUS
HAXOmUTCs B (popMe KOLIOWAA, KOMITO3HLHUS HAXOAUTCS B (hOpMe TBEPAOrO KOJIOWAA HIIH
KOMITO3MLHSI COJCPIKUT CepALEBUHY B (hopMe TBEpIOro KOJLIOWAA, KOJUIOHUA COIECPIKUT
HEMpephpIBHYK (pasy © aucHepcHyr (a3y, mnpuueM HempepbiBHAS (aza COASPIKUT
00pasymomy0 THAPOTeNb MOJIUMEpPHYI0 MAaTpHIy, H BTOPOE IOBEPXHOCTHO-AaKTHBHOE
BEIIECTBO MOKET MPUCYTCTBOBATH B HEMPEPBIBHOM (pase, AucmepcHoi (ase win B HUX 00eHX.
Bropoe noBepXHOCTHO-aKTHBHOE BEIECTBO MPEAMOUTHTENBHO MPUCYTCTBYET B HENPEPLIBHOM
taze, U mepBOoe NOBEPXHOCTHO-AaKTHBHOE BELIECTBO IPHCYTCTBYET B AWCHEPCHOH (ase.
CootBercTBeHHO, BOAHAs (a3a KHUAKOH KOMIIOZHMLMHM MOXKET COJAep:KaTb BTOPOe
MOBEPXHOCTHO-AaKTHBHOE BELIECTBO, M MaciasHas (aza MOXKeT CoJepiKaTb MePBOe
MOBEPXHOCTHO-aKTUBHOE  BemiectBo. COracHO OXZHOMY BApHAHTY  OCYIIECTBJICHHS
CepALICBUHA JIOTOJHHUTEIBHO COAEPKUT OJHO JONOJHUTENBHOE IOBEPXHOCTHO-AKTHBHOE
BEILECTBO, IPHCYTCTBYIOLIEE II0 MEHbIIeH Mepe B HENPephIBHOH (paze, mpudaeM moBepXHOCTHO-
AKTUBHOE BEIIEeCTBO Xxapakrtepusyercs 3HaderueM [JIB, cocraBmsitomum Oosbine uem 10,
Hanpumep, 6onpire yem 20.

Komnosznuus Mmoxker 001azare XapakTepUCTHKAMUA KOMIIO3UINH, 00pa30BaHHOM Iy TeM
CMeIVBaHUs TUCTIEPCHON (pasbl ¢ HempephIBHON (azoli ¢ 0Opa3oBaHUEM KOIOWAA, MPHIEM
HempepbiBHAs (aza mpeacraBaseT coOol BOAHYI (asy, coaepKailyo oOpasyroumuit
THApOreNb MOoMuMep, M aucnepcHas (a3a mpexacrasnser coboil MacisHyo (azy, nmpuuem
(apMaeBTHIECK! aKTHBHBIH MHIPEIUEHT HAXOAUTCSI B HENPEephIBHON (haze WM AUCHEepCHOM
dase, mpuaeM KOTON] JKEIATHHUPYETCs ¢ 00pazoBaHueM KoMITO3uImu. Kommmo3umus, Takum
00pa3oM, HaXOAUTCS B (pOpMe TBEPIOTO KOLIOUIA.

Bonee TOro, KOMIIO3MLHSI MOMKET COIEPKATh CEpALEBHHY C XapaKTePHCTUKAMHU

CepALeBUHbI, 0Opa30BAHHON IyTEeM CMEIIMBAHUS AUCHIEPCHON (a3bl ¢ HempepbIBHOM (a3oii ¢
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obOpa3oBaHMEM KO/UTOMAA, TPUYEM HempepbiBHAS (pasa mpexncrasiser coboii BogHyO (asy,
colepsKaIy o o0pasyoInuil THAPOre/b MOJIUMEP, H JUCIEPCHAs (asa MpeacTaBiseT codoit
MacisHy® (azy, mnpuueM (papMaleBTHUECKd aKTHUBHBIA WMHIPEIUEHT HAXOIUTCS B
HempepblBHOW (ase wim aucnepcHOM (ase, NpuUUeM KOJUIOH[ JKeJaTHHHUPYETCS C
oOpazoBaHueM cepanesuHbl. CepaueBuHa, TaKUM 00pa3oM, HaxXomuTcsl B (opMe TBEpAOTO
KOJUTOWAA.

LII/IKJ'IOCHOpI/IH MOXKET MPUCYTCTBOBATh B KOMITO3HUIIMU B paCTBOPE WM B CYCIICH3UHU.
CornacHo acmeKTy, B KOTOPOM COTVIaCHO HACTOSILEMY H300PETEHHIO TPey CMOTPEHA JKHIKAsI
KOMITO3HUIIMSI, IUKJIOCIOPUH HAXOAUTCS B PACTBODE.

XKuzkast KOMITO3UIMS COASPIKUT BOAHYIO (hasy, MOBEPXHOCTHO-aKTHBHOE BELIECTBO U
MaciIsiHyI0 a3y, B KOTOPOI pacTBOPEH LIMKIOCIIOPHH, H MOXKET 001a1aTh XapaKkTePHCTHKAMHI
JKHUIKON KOMIIO3ULINH, IOy Y€HHOU C MOMOIIBIO Cr1oco0a, MpeIy CMATPHBAIOLIETO CIIeIy FoLIee:

(1) pacrBopeHHe OOpa3zymOLIEro TUApPOrelb IOJMMepa B BOJHOM KHIKOCTH C
o0pa3oBaHUEM pacTBOpa BOIHOU (aswl;

(i1) pacTBOpeHHE IMKIOCIOPUHA B MACISIHOM (hase ¢ oOpazoBaHUEM PACTBOPA; U

(iil) cmemmBaHue pacTBOpa BOAHON (aswl (1) u pacTBopa MacasHON (aszer (ii) ¢
o0pa3zoBaHueM KOLIouAa (HeoOs3aTenbHO SMYJIbCHH).

KoMmosnnus wiy cepaueBrHa COriaacHO HACTOSIIEMY H300peTeHHI0 MOXKeT 001a1aTh
XapaKTePUCTUKAMH  JKUAKOH  KOMIIO3MLUH, TOJNYYEHHOH ¢ TNOMOLIBIO  Cmocoba,
npeay CMaTPUBAIOLIETro CIe 1y IoLee:

(a) BRITAIKMBAHUE JKUAKOH KOMITOZUIIMK Y€pe3 COILIO ¢ 00pa30BaHMEM Kalelb,

(b) mHHMOUMpOBaHWEe WM OOecHeueHne BO3MOXHOCTH OOpasyroleMy THIPOrelb
MOJIUMEPY JKETaTHHUPOBATHCSL WM 3aTBEPAEBaTh C 00Opa3oBaHHEM OOpa3yIOLIeil THAPOreb
MOJIMMEPHON MaTPULIbL, U

(C) BBICYIIMBAHUE TBEPOTO BEIIECTBA.

KoMmmosnuus wim cepAleBHHA COAEPKHUT IMKIOCHOPHH, OOpasyIoIyl0 T'HApPOreNnb
MOJIMMEPHYI0 MAaTpPHLly, MOBEPXHOCTHO-aKTHBHOE BEILIECTBO M MACISHYIO a3y, U MOXKET
o0nazarek XapakTepUCTHUKAMHU JKUAKOM KOMITO3HLIUH, IMOJTYYEHHOH € MOMOIIBIO Crocoda,
Ipeay CMaTPUBAIOLIETrO CIIe Iy Folee:

(i) pactBopeHHe OOpa3yIOLIEr0 THUAPOrels MOJUMEPAa B BOJHOM KHIKOCTH C
o0pa3oBaHUEM pacTBOpa BOXHOU (a3bl;

(i1) pacTBOpeHHUE IMKIOCIOPUHA B MAC/ISTHOM (hase ¢ oOpazoBaHHEM PacTBOPA;
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(i) cmemmBaHWe pacTBOpa BOAHOW (a3wl (1) m pacTBopa MaciasHON (aszer (ii) ¢
oOpaszoBaHueM Kou1ouaa (HeoOsI3aTeIbHO MY JIbCHH);

(iv) BBITAIKMBAHUE KOJJIOMAA YePE3 COIIO C 0Opa3oBaHUEM Kallelb,

(v) uHHIUUpoBaHWE WM OOECHEeueHHe BO3MOXKHOCTU OOpa3yloIIeMy THUIPOTENb
MOJMMEPY >KEeTaTHHUPOBATHCS WM 3aTBEpAEBATH C 00pazoBaHueM 00pasyroLIield THApOreib
MOJIUMEPHOI MaTpULIEL;, U

(vi) BBICYIIIMBAHKUE TBEPIOrO BEIIECTBA.

Boanyio dazy u macisHyro (asy MOKHO CMeIIMBaTh (Hampumep, Ha craauu (iii)) B
COOTHOIIIEHUH MAaCIsTHO# (ha3bl K BOAHOM (ase, cocrasistomem ot 1:4 10 1:10, HeoOs3aTenbHO
ot 1:4 10 1:8, ot 1:5 no 1:7. Hanpumep, COOTHOIIIEHHE MACIsTHON a3kl kK BOAHOU (aze MoxKeT
cocrasysth 1:4, 1:5, 1:6 v 1:7.

PacrBop wmacnsHOM aspl (i) MOXKHO TMOJIYYHTH IYTEM PACTBOPEHHS HIIH
JUCTIEPTUPOBAHUS LUKIOCTIOPHUHA A B moaxoasmiei ruapodoOHoit xuakoctu. ['mapodobrast
JKHUIKAs MOJKET TPeICTaBIITh CO0OH, HampuMep, JI000e M3 Macel WIN KUIKUAX JHITHIOB,
OMUCAHHBIX B HACTOSIIIEM JA0KyMeHTe. B kauecTBe mpumepa ruapodoOHas sKUIKOCTh MOKET
MPEACTAaBISITE COOOM WM COAepKarTh HACHIIEHHBIE WM HEHACBHIIECHHBIE XUPHBIE KUCITOTHI
WIH TPUTTHLEPH], WIA UX CJIOXKHBIA 3(UP HIN NPOCTOH 3(PHUp C HMOTMITHISHTIUKOISIMH.
KonkperHoe Macio 11 MaciastHOH (as3bl MpeacTaBiIseT coO0H WM COASPKUT TPHUITHLEPHT,
HaIpUMep, MAacio, CoAepKallee CpeaHeLenoUe HbI TPUITHALEPH, Heo0I3aTeIbHO TPU 3TOM
MAacC/Io COAEPIKUT TPUTIHUIEPU MO MEHBIIEH Mepe OJHOM KMPHON KHUCIOTHI, BRIOPAHHOW U3
JKUPHBIX KUCHOT ¢ 6, 7, 8,9, 10, 11 umm 12 atomamu yraepoaa, Hanpumep, Cs-Cio KUPHBIX
KHCJIOT.

PactBop BoaHOI (asbi (1) MOKET TOTOTHUTENBHO COAEPIKATH MOBEPXHOCTHO-AKTUBHOE
BEIIECTBO, BHIOPAHHOE W3 CJICAYIOLIEro. CIOXKHBIH MOHO3(HpP caxapo3bl, aTKHICYJIbhaT u
AIKWIOBBIN TPOCTOH 3(HUP MOTUI TUIICHIIUKOIISL, HE00s3aTeIbHO BIOPAHHBINA U3 CIAEAY IOLIETO:
JlaypaTt caxaposbl, MATLMHUTAT CaXapo3bl, HATPUHOKTUICYIb(AT, HATPHHOKTAIEHUICYIbdaAT,
HATpUHAOAeMICYNb(AT,  TreKCamelWIOBBIE  OPOCTOM  dPUp  MOMUITHICHTIUKOJISI,
OKTAQJESIIUIOBBINA MPOCTOM 3PUP MOTMOKCHITHISHIIMKOIS U JOACUMIOBBIM TPOCTOH 3(up
MOJMMATHISHITINKOSL. PactBop BomHOW (asbl (1) MOMKET JOMOJHHUTENBHO COJEP/KATh
MOBEPXHOCTHO-AaKTHBHOE BEIIECTBO, BHEIOPAHHOE W3 CIEAYIOLIEro. HATPUHOKTHICYIb(ar,
HATpUHOKTAAEIUICYIb(paT, HATpURIOAeHWICYIb(hAaT WIM AOAESLMIOBBIM TPOCTON 3dup

TIOJTHI TUICHIJTMKOJIS. PaCTBOp BO,E[HOﬁ (1)213]:1 (1) NPEANIOUYTUTE/IBHO JOMMOJIHUTEIEHO COACPIKUT
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AQHWOHHOE TIOBEPXHOCTHO-aKTHBHOE BEIECTBO, HAMPUMED, KaK OMUCAHO B JAPYTOM MECTE B
HACTOSIIEM JOKYMEHTE, HAPUMED, HaTpuiigoaeuicyasdar (SDS).

CoracHO OTHOMY BAPHAHTY OCYIIECTBISHUS KUAKAS KOMIO3UIIHS W KOMIIO3UIIHS C
XapaKTCPUCTUKAMU )KI/I,Z[KOI\/'I KOMIIO3UIIUKW WKW KOMITIO3HUIIHUH, HOJ'Iy‘-IeHHOI\/'I C IIOMOLIBKO
MPEICTABIEHHOTO BBINIE CMOCO0a, MPEACTABIAET COOOM KOMITO3MITHIO WK  KHIKYIO
KOMITO3HIIHIO, COAEPIKAIIYI0 MACISHYIO (a3y, AUCIeprupoBaHHYIO B paCTBOPE BOTHOM dasbl,
mpuyueM JKHIKas KOMITO3HIMSI WM KOMIIO3MIHUSI MpeacTaBisieT co00i WU  COXSPIKUT
IUKITOCTIOPYH, CITHIEPUIMOHOOIeAT/ IMOIIEAT, JKeJIaThH, SDS, copowr,
KarpUIOBBIN/KAIPHHOBBINA TPULTHIIEPH, 2-(3TOKCHITOKCH)ITAHOI, TPUYEM PACTBOP BOIHOM
¢asel (1) mpeacraBiaser coOOM WM COASPKHUT JKeaaThH, copout u SDS; 1 pacTBOp MacCIsHOM
¢asel (i) mpeacraBasieT co0Oi WK COAEPKUT LUKIOCIOPHH, TITHIEPUIMOHOOIEAT/IHOEear,
KaIpUIOBBI/ KAPHHOBBIN TPUTITHIIEPHT, 2-(3TOKCUATOKCH)ITAHOI M AKTHBHBIM HHIPEIUEHT.

CepaiieBUHBI ¢ XapaKTePUCTHKAMU CEP/IIIEBUH, TTOJYUYEHHBIX C TIOMOIIBIO OMUCAHHBIX
BBIIIE CIIOCOOOB, HATPUMED, CEPALIEBHH, MOJTY Y€HHBIX ¢ MOMOIIBIO CITOCOOO0B, MOKHO MOKPHITH
00omoukoii Aast obecreueHus] 000JOYKH, KOTOpasi COAEPKUT WJIH MPeACTaBIsieT coOoit
BOJAOPACTBOPUMBIH MPOCTOH 3(Hp LEMTI0N03bI, HEOOS3aTeIPHO CO BTOPOM OOOMOUKOM st
KOHTPOJISL WJIK MOAU(DUKAIIMN BHICBOOOXKISHUS, MPEITOUTUTEIBHO MOTUMEPHON 000I0UKOM,
KaK OTHCAHO BBILIE U B HACTOSIIEM JOKYMeHTe. [TOKpBITYI0 000J0UKON KOMITO3ULIUIO MOKHO
TOJTy YUTh TTYTEM HAHECEHHS Ha CEPAIIEBHHY 000JOUKY, HATPUMED, HAHECEHHS Ha CEPALEBUHY
MepBOii U BTOPOi 000J10UeK cortacHo omucanuro. [lepen HaHeCceHHEM 00OTOUKH CEPANEBUHY
MOYKHO TIOJIYUUTE C IOMOIIBIO Crtocoba, mpexy cMarpuBaromero craauu (i) - (vi) wiu (i) - (v),
onucaHHble Bbime. [Tomxomsimue crnocoObl Aasi HaHeCeHUs 00010uKH(000I0UEK) OMHUCAHBI
HIJKE U BKJTFOUAIOT B ce0si HaHeceHHe 000I0UeK My TeM HAMbLIEHHUS! KOMITO3UIMKA 000JI0UKH Ha
cepauesuny. CrmocoObl, nmpeaycMmarpuBaromue craauu (i) - (vi) mwim (1) - (v), camu mo cebe
00pa3yIoT acmeKThl HACTOSIIEr0 H300PETEHUSL.

KoMmmosunus WIH  CepAlEeBHHA MOXET JOMOJHHTENLHO COAEPXKAaTh BTOPOE
MOBEPXHOCTHO-aKTHBHOE  BEINECTBO (KOTOPOE TaKke HA3bIBAETCSl  JIOMOJIHUTEIBHOE
MOBEPXHOCTHO-aKTHBHOE BEIIECTBO), HEOOS3aTENbHO TPHU 3TOM BTOPOE IOBEPXHOCTHO-
AKTHBHOE BEIIECTBO TMPEACTAaBIseT COOOW AHHOHHOE MOBEPXHOCTHO-AKTHBHOE BEINECTBO,
HeoOs3aTeIbHO BBIOpPaHHOE M3 ATKWICYJIb(aroB, kapOokcunaroB wid (hocdomrunuaos, win
HEHOHHOE MTOBEPXHOCTHO-aKTHBHOE BEIIECTBO, HEOOA3aTETFHO BHIOPAHHOE M3 TIOBEPXHOCTHO-
AKTHBHBIX BEIIECTB HA OCHOBE COpPOWTAHA, JKUPHBIX KHUCIOT T1OT, 3TOKCHIATOB KHUPHBIX

CIIUPTOB, aJ'IKI/IJ'I(l)eHOJ'IE)TOKCI/IJ'IaTa, OTOKCHJIATOB JKHUPHBIX KHCJIOT, 3TOKCHJIATOB KUPHBIX
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aMHJIOB, AJKWIDTIOKO3UIOB WJIH KUPHBIX KUCJIOT TIIMLEPUIA WIH TOJOKCAMEPOB WIH HX
koMOuHanmu. CreqoBaTenbHO, KHUAKAST KOMIIO3HIHS COIVIACHO HACTOSIIEMY H300peTeHHIo
MOJKET COJepKaTh MO MEHbIIEeH Mepe Clenylollue NMPU3HAKW: BomHas (asza, comeprkamiast
o0paszyoumii riAporeis NOIUMEp, IepBOE MOBEPXHOCTHO-AKTUBHOE BEIIECTBO W MACISHASI
taza, mucrneprupoBaHHasi B BOAHOW (hase, B KOTOPOH PacTBOPEH LMKIOCIIOPHH, U BTOPOE
MOBEPXHOCTHO-AaKTUBHOE BEIIECTBO. AHAIOTHMYHO, KOMIIO3HIMS COIJIACHO HACTOSILEMY
N300PETEHHI0 MOKET COIEpKaTh MO MEHbINEll Mepe CIeAyrolye MPHU3HAKKA. LHUKIOCHOPHH,
oOpazyromasi THAPOreNb MOJMMEPHAS MATPHULA, IEPBOE MMOBEPXHOCTHO-AKTUBHOE BEIECTBO U
MacisHas (aza, JUCTeprupoBaHHAss B OOpasyrolield Tuiporeib MOTUMEPHOH MaTpule, H
BTOPOE IOBEPXHOCTHO-aKTUBHOE BEILECTBO.

CornacHo BapHaHTaM OCYILECTBIEHHS, B KOTOPBIX KOMITIOZUIIHS HaXOAUTCs B dopme
TBEPAOrO KOJJIOWAA, BTOPOE IOBEPXHOCTHO-AKTUBHOE BELIECTBO MOXKET HAXOAUTHCS B
JUCIiepcHO (aze uin HernpepsIBHOM (daze. BTopoe NoBepXHOCTHO-aKTHBHOE BEIIECTBO MOKET
HAXOJWTHCS B HENPEPBIBHOH (aze W MOXKET MPEACTaBISTh COOONH aHHOHHOE MOBEPXHOCTHO-
AKTHBHOE BEIIECTBO, HAMPUMED, [0 MEHbIIEH Mepe 0JJHO MOBEPXHOCTHO-aKTUBHOE BEILECTBO,
BBIOpaHHOE W3 COJeH KUPHBIX KHCIOT M COJNeHl JKeTYHBIX KHCIOT, B YaCTHOCTH,
ankwicyabdara, HanpuMep, HarpuiaoaemuIcyabdara. [ToBepXHOCTHO-aKTHBHOE BEIIECTBO B
JHCTIIePCHOI (haze MOKET MPEACTABISITh COOOH HEMOHHOE MOBEPXHOCTHO-AKTUBHOE BEIECTBO.

CornacHo BapHaHTaM OCYILECTBJIECHHS KOMITO3MLHUS COAEPIKUT BTOPOE TOBEPXHOCTHO-
AKTHUBHOE BEILIEeCTBO, KOTOPOE MPEICTABISIET COOOH HIIM COASPIKUT AHUOHHOE MOBEPXHOCTHO-
AKTHUBHOE BEIIECTBO, HANPHUMEpP, HATPUHIOACLMICYNb(aT, KOTOPbIA HAXOAUTCS B
HeMpepbIBHOU (hase.

CormacHO BapuaHTaM OCYLIECTBICHHS KOMITO3MLHS JOMOJHUTETBHO COAEPIKUT
KOMOMHALIMIO BCIOMOTATENbHBIX BEIIECTB, BHIOPAHHBIX M3 CIEAYIOIIEro. AaHHMOHHOE
MOBEPXHOCTHO-AKTUBHOE BELISCTBO M PACTBOPHUTENb, AHMOHHOE IOBEPXHOCTHO-AKTHBHOE
BEIIECTBO U MACJI0; U aHHOHHOE NMOBEPXHOCTHO-AKTUBHOE BEINECTBO, PACTBOPUTEb U MACIIO.
AHHOHHOE TOBEPXHOCTHO-AKTHBHOE BEIIECTBO MPEIMOUTHTENBHO MPEACTaBIsSET COOOH
ankwicyasbar, Hampumep, Harpuiizomenmwicyabdar, Macmo —mpencraBiser  coboi
CPeIHEeLeNnoYeuHblii MOHO-, IW- W/WIH TpUrIHLepua (HeoOs3aTeNbHO CpeaHelenoYeyHbId
TPUITIMLEPH], HapuMep, KalpHJIOBBINA/KAPUHOBBIA TPUIIHLEPHI, W  PACTBOPHTEIb
MpeACTaBIISIET COOOM 2-(3TOKCHITOKCH )3TAHO.

Kommosnuust MOXeT IONOJHUTETBHO CONEPKATh BCIOMOTATEIbHOE BEILECTBO,

BBIOpAHHOE U3 CIIEAYIOIIET0: TIOBEPXHOCTHO-AKTHBHOE BEIECTBO, COMIOOMIN3ATOD, Y CHIHTENb



NPOHULAEMOCTH,  Pa3pBIXJIUTENb, HHIHOMTOpP  Kpuctaummsaumu, pH-momudukarop,
CTaOUIM3AaTOP WIM UX KOMOMHAITHSI.

KoMIo3uiust COrjacHO HACTOSIIEMY H300PETEHHIO MU, €CJTH KOMITO3ULHSI COIEPIKUT
CepILEeBHHY, CEpALIEBUHA MOKET COAEPIKATh TUCTIEPCHY IO (ha3y WK MACISHYO a3y, mpuiemMm
qucriepcHast (paza wim MacnsiHas (aza mpeAcTaBiIsieT COO0M WITH CONEPIKUT:

LIUKJIOCTIOPHH;

CITO’KHBIN MOHO- WK AU3(HP CpeIHe- WU JTUHHOLETTOUEYHON JKUPHOH KUCIOTHI HIH
UX KOMOMHALIUIO, KOTOPBIA HE COAEPIKUT HE MPEACTABISIET COOON MPOCTO MK CIIOKHBIH dPUp
MOJMA THICHIJIMKOJIS, TAKOM KaK MOHO- WM JWTJTHLEPHI CPEIHEe- WIH JIMHHOLEIOUSUHOMH
’KUPHOHM KHCJIOTHI HJIM UX KOMOMHAIMS, HATIPUMED, IIHLEPIIMOHOOISAT/ THOJIear;

CpEeAHEeLEeNOUYeUHbIA MOHO-, Ju- WA TPUTIULEPU, HaIpUMep,
KaNpHIOBBIN/KANPUHOBBIN TPUTTHLEPHI;, U

pacTBOpHTENb, HATPUMED, 2-(3TOKCUITOKCH)ITAHOI

1 KOMITO3HIUSI WIN CEePAUEBHHA MOXKET JOIMOJHHTEIBHO COAEepKaTh HEmpephIBHYIO
(dazy wik BOAHYIO (hasy, MPeaCTaBISIONIYI0 COO0M UM COAEPKAIIYIO CIEAYIOIIEE:

AHUOHHOE MOBEPXHOCTHO-AaKTUBHOE BEILECTBO, HANPHMED, MO MEHBINEH Mepe OxHO
MOBEPXHOCTHO-AKTUBHOE BEILECTBO, BHIOPAHHOE U3 COEH JKUPHBIX KUCIOT U COJEH JKETUHBIX
KHCIIOT, B YaCTHOCTH, AIKWICYIb(ara, Hapumep, HaTpuiigoaenuicyabdara;

oOpasyroiasi THAPOreb MOJMMEPHAsE MATPHIA, KOTOpasi MPEACTaBIsIeT COOO0M MIH
COIEPKUT TMAPOKOJION, BEIOPAHHBIM U3 KapparuHaHa, KeJaTHHA, arapa v MEeKTHHA HIH UX
koMOuHaIuy, HeoOs3aTeIbHO BEIOPAHHBIM U3 JKEJTaTHHA M arapa Wiu UX komOuHauuu, Oonee
HeoOs3aTeqbHO ToaMMep o0pasylomeld THAPOrenb IMOIMMEPHOH MAaTpuIbl MpPEeACTaBIsIeT
co0O0li U CONEPIKUT KEMATHH, U

HeoOsi3arenbHO IUIacTH(UKATOp, Hampumep, IUIacTH(UKATOp, BBIOpaHHBI U3
[JIMLEPUHA, MHOTOATOMHOI'O CIHPTA, HAmNpuMep, COpOWTa, TMOMMITWICHIIIMKOIS U
TPUATWILIATPATA WM HX CMECH, B YaCTHOCTH, COpOHTA.

CornacHO OJHOMY BApHAHTY OCYLIECTBJISHHSI KOMITO3HIUSI CONEPIKUT CEPALIEBHHY U
000JIOUKY CHApYKH CEepALEBUHBL, MPUYEM CEepALEeBHHA HAXOAUTCS B (OpPME TBEPIAOrO
KOJUTOWA, MPUYeM KOJUIOUJ COXEPKUT HempephiBHYIO (hazy m aucmepcHyio (dasy, mpuuem
aucriepcHast (haza mpeacrasisieT Co00i WM COAEPIKUT CIEYIOLIEE:

LIUKIOCTIOPHH A
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MOHO- WIH JUTNTHLEPU] CPEIHEe- WIN JUIMHHOLEIOUSYHOH KUPHOW KUCIOTHI WA UX
KOMOWHALIUIO, KOTOPBIA HE COAEPIKUT He MPEACTABISIET COOOU MPOCTOM WK CIOXKHBINA 3dup
MOJTMA THISHTIMKOJISI, HAPUMED, TJTHLEPHIMOHOOIEAT/ IN0JIeaT;

CPEAHELEIOUESUHBIA MOHO-, - 1370707 TPULIALEPU, HarpuMmep,
KaIlpUIOBBIH/KAIPHHOBBIH TPUTIIULEPUL; U

COPaCTBOPHTEINB, HAIIpUMeEp, 2-(3TOKCHITOKCH )ITaHO,

U MpUYIeM HenpepbiBHAs (pasa mpeacrasisieT co00M WK COAEPIKUT ClIeAYIOIIEE:

oOpasyrolasi TUAPOreab MOJMMEPHAss MATPHLA, KOTOpasi MPEACTaBIsieT COOO0M Win
COIEPKUT THAPOKOJION, BEIOPAHHBIM M3 KapparnHaHa, KeJaTHHA, arapa M MEeKTHHA HIH UX
KOMOMHAITUH, HEOOS3aTeIbHO BRIOPAHHBIN U3 JKeJaTHHA M arapa Wid uX KoMOuHaiuu, 0oee
Heo0s13aTeIbHO TOTUMEP BOJOPACTBOPHMON MTOJTHMEPHON MATPHLIBI IPEICTABIISIET COO0H WK
COIEPKUT JKEJIATHH;

HeoOs3aTenbHO IUIacTUGUKATOp, HEOOs3aTeNbHO IUIACTU(UKATOP, BBIOPAHHBIA U3
[JIMLEPHHA, MHOTOATOMHOI'O CIHPTa, HAampuMmep, COpOWTa, TOMMATHICHIIUKOIS U
TPUITWILUTPATA UITA KX CMECH, B YACTHOCTH, COpOUTA; U

AHUOHHOE MOBEPXHOCTHO-AaKTUBHOE BEILECTBO, HANPHMED, MO MEHBINEH Mepe OTHO
MOBEPXHOCTHO-AKTUBHOE BEILECTBO, BHIOPAHHOE U3 COEH JKUPHBIX KUCIOT U COJEH JKETUHBIX
KHCIIOT, B YaCTHOCTH, AIKWICYIb(ara, Hapumep, HaTpuiigoaenuicyabdara;

U mpuueM 000N0YKa HAa CEepALEBUHE MPEACTaBIsSeT Co0O0¥ MepBYH0 O00ONOUKY HIH
BTOPYIO 000JIOUKY, KaK OMHCAHO B HACTOSILIEM JTOKY MEHTE.

CooTBercTBeHHO, 00O0JIOUKA CONEPKUT MNEPBYI OOOJOUKY M BTOPYHO 0OOJIOUKY
CHApy’KU MepBOi 000NOUKHU; 1 MPUIEM

nepBast 000/10UKa MPeaCTaBIseT co00i 000M0UKy, KOTOpast MPEACTaBIsIeT CO0O0M HITH
COZEPKUT BOAOPACTBOPUMBIN MPOCTON 3(DUP LELTION03bI, KAK OMHCAHO BBILIE; H

BrOpast 000JI0UKa MPEeACTaBISIeT COO0W MM COAEPKHT ODOJIOUKY, COOTBETCTBEHHO,
MOJMMEPHYIO O0OJNIOUKY, Kak OIpeleseHO BbIIe, /IS KOHTPOJS WIH MOIYJSLHH
BBICBOOOXIEHUSI IMKJIOCTIOPUHA A M3 KOMITO3UIIHH.

CornacHo BapuaHTaM OCYLIECTBIICHUS, COASPIKALIIM NEPBY 10 000IOUKY W/HIH BTOPYIO
000JIOUKYy, HampuMep, Kak YIOMSHYTO B HEMOCPEACTBEHHO NpeamecTByomeM adsare,
KOHKpeTHast nepsast oboouka MPeACTaBJISIET coboi WA COZIEPKUT
THAPOKCHITPOMIMETHIILE/UTIONO3Y, W KOHKpPETHass BTOpas 00OMOuYKa CHApPY)XXH MNEepBOi
000yI0uKH TpeAcTaBIsier coOoM wim comepkut pH-He3aBUCHMBIN MOaMMeEp, HampHUMED,

STUILEILTION03Y; Ooee KOHKPETHO BTOpast 000J0UKa MPEACTaBIsSIET COOOH WM COACPIKUT
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STUILELIION03Y H HEoOsS3aTENBHO TOMUCAaXapH]l, BBIOPAHHBIA W3 BOJOPACTBOPHMBIX U
BCTPEUAIOIINXCS B TMPHUPOJAE NOJNCAXapuiOB, HAmpUMEp, TMEKTUHA WIA JIPyTroro
BOJOPACTBOPUMOTO BCTPEUAIOIIErOCs B MPHUPOJE Mojucaxapuia. B cBsisu ¢ 3TuMm, BTOpast
000J10UKa MOXKET COAEPKATh MEKTHH WX APYTOoi YKa3aHHBIN MONIUCAXaPUI UITH OHA MOMKET IO
CYHIECTBY HE COAEp:KaTh MEKTHH W APYyTHE YKAa3aHHBIE MOJUcaxapuiasl. B cBs3u ¢ 3TuUM, B
HACTOSIIEM ONMWCAHHH PACKPBITHI BTOpPbIE 00OJOUKH, KOTOPBIE COAEPIKAT STHILEUTIONO3Y B
KQuecTBE IMMOJUMEPA KOHTPOJIMPYEMOTO BBICBOOOKIEHUS M KOTOPbIE JOIMOJTHUTEIBHO
COJEPIKAT IEKTUH WK APYTOH YKA3aHHBIM MOTUCAXAPH]I, & TAKKE BTOPBIE 000IOUKH, KOTOPhIE
COJAEpKaAT STHWILEILIIONO03Y B KAUYeCTBE TMOJIHMEPA KOHTPOIUPYEMOTO BBICBOOOXKASHUS U
KOTOpBIE JOTIOTHATENBHO HE COEPIKAT MEKTUH N APYTroi YKa3aHHBIA MOTUCAXAPH,

OOpasyromuii rHAPOre/is MOIUMEDP, HEeOOsI3aTebHO COAEPIKAIMY JKETaTUH, MOMKET
MPUCYTCTBOBATh B KOMM4ecTBe, cocTapisionieM 300 - 700 mr/r (HeobszarensHo 380 - 500
Mmr/r). CpeaHeuenoueyHble MOHO-, AW- W/WIH TPUTIHLEPUALI MOTYT MPUCYTCTBOBATH B
kojuuecTBe, cocrapisitomeM 20 - 200 mr/r (HeoOs3aTensHo 40 - 80 mr/r). PacTBopuTes,
HampuMmep, 2-(3TOKCHITOKCH)ITAHON, MOKET MPUCYTCTBOBATh B KOJUYECTBE, COCTABIISIONIEM
100 - 250 mr/r (Heobs3areapHO 160 - 200 Mmr/r). ClNOXHBIH MOHO- WK AUIPUDP CpeaHE- WU
JUTMHHOLISTTOUEYHOH KUPHOW KUCITOTHI WIH X KOMOWHAIWS, KOTOPBIM HE COAEPKUT WIH HE
MpeacTaBisieT coOOM MPOCTOM WM  CIAOKHBIA 3(pUp MOJMITUIECHIIUKOIS, HAIpUMep,
CITHIEPUIMOHOO0IEAT/ IMOIEAT, MOXKET MPUCYTCTBOBATH B KOJIUUECTBE, cocTassitoriem 80 - 200
Mmr/r (HeoOs3atenmsHo 100 - 150 Mr/r). AHHOHHOE MOBEPXHOCTHO-AKTHBHOE BEIIECTBO,
HAIIpUMED, HATPUIAOASHIICYIb(AT, MOXKET MPUCYTCTBOBATH B KOJUIECTBE, COCTABIISIONIEM
He 0ojiee 100 mr/r wiu He Goee 50 mr/t (HeobsizatensHo 10 - 70 Mr/r, 15 - 60 mr/r wiu 15 —
50 mr/r, mpeanoutureabHo 25 — 50 mr/t uam 25 — 45 mr/r).

KoMmmo3unust wiu cepieBrHa MOXET COASPIKATh 00Pa3y oMUl THAPOTEIb MOIUMED,
COJepIKaIIUi JKeTaTHH, HeoOs3aTebHO B KOIHUecTBe, cocTasistonieM 300 - 700 mr/t, mpudaem
CepALEeBUHA JOTIOTHUTEIBHO COAEPIKUT CPEeIHELENOUSUHBIE MOHO, AW- W/WIH TPUTTHLEPUIBL,
HeoOs13aTeIbHO B KOJIHUECTBe, cocrapisitomeMm 20 - 200 Mr/r, mpuueM KOMIIO3UIUSI HITH
CEPALEBUHA JOMOJTHUTETBHO COAEPKHUT CIIEIYFOIIHUE KOMITOHEHTHI

PacTBOPHUTENb, HampuMep, 2-(3TOKCHAITOKCH)ITAHOJ, HEOOSI3aTeTbHO B KOJHUYECTBE,
cocrapisiromeM 100 - 250 mr/;

CIIOYKHBIM MOHO- WJTH AUI(PHUP CPeIHE- WK [TUHHOLEIOUEUHOU KUPHOM KUCIOThI HIH

nux KOM6I/IHaI_[I/I$I, KOTOpI:IfI HE COACPIKUT WIN HE NPCACTABIISICT coboii HpOCTOI>'I WIN CIOKHBIN
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3(hUp TOIMATUICHTIUKONS, HANPUMEpP, TIHLEPHIMOHOOIEAT/o0jear, Heo0s3aTenbHO B
KoJuuecTBe, cocTapisirorneM 80 - 200 mr/r; u

AHHOHHOE MOBEPXHOCTHO-AaKTHBHOE BEIIECTBO, HAIPHUMEP, HATPHMIOAEHHICYIb(AaT,
He0O0s3aTEILHO B KOJIHUYECTBE, COCTABIMIOMIEM He 0os1ee 70 Mr/r unu He 00s1ee 50 Mr/T.

Caenyer MOHMMATh, YTO KOMIIO3HULIMSI WM CEPALECBHHA JOMOJHUTEIBHO COACPHKUT
LUKJIOCIOPHH.

Kommozutiust wiiu cepaieBiHa MOJKET COAepKaTh Claeayoiee:

oOpasyoumii THAPOreIb MOMUMED, HANpUMEp, KOTOPBIH MpeacTaBisieT CoOON wm
COJEPIKHUT KEJNATHH B KomuuecTBe, cocTaisommem 300 - 700 mr/;

LUKJIOCIIOPHH B KOJHWYECTBE, COCTABNISIOMIEM He Ooiee mpubausuTenbHo 250 MI/T,
Hanpumep, 50 - 250 Mr/r;

CpemHeLenoueyHble TPUrIULepuasl, Hampumep, Miglyol 810 B komuuectse,
cocrapmsirormeM 20 - 200  wmr/r, HeoOs3aTeNbHO — pacTBOPUTENb, HApuMmep, 2-
(3TOKCHATOKCH)3TAHON, KOTOPBIM, €CIM OH WPUCYTCTBYET, HAXOIWTCS B KOJIHYECTBE,
cocrapisirorem 100 - 250 mr/t;

MOBEPXHOCTHO-AaKTHBHOE BEIECTBO, COAEpKAIlee CIOKHBIA MOHO- wWin auddup
CpeaHe- WIM AJUHHOIETIOYeYHON JKUPHOW KHUCIOTHI WIM WX KOMOWHAIIMIO, KOTOPBLIA HE
COIEPKUT WM HE MPEACTaBJIsIeT COOOM MPOCTON MU CIOKHBIN YU MOJUITHICHTIIHKOJIS,
HAIPUMED, TITUIEPUIMOHOOIEAT/ANO0EAT, B KonuuecTBe, cocTansomem 80 - 200 mr/t; u

AHHOHHOE MOBEPXHOCTHO-AKTUBHOE BEIIECTBO, HAPUMEP, HATPHITOASIIUICYIb(AT, B
KOJIMUYECTBE, COCTaBIsIOmeEM He Goniee 60 Mr/r wiu He 6os1ee 50 mr/r, Hanpumep, 10 - 50 mr/T,
unu HeobszarensHo 20 - 45 Mmr/T.

Kommozumiust viiu cepaneBiHa MOJKET COAepKaTh Claeayomee:

JKEJIATHH B KOJUYECTBE, cocraisromieM 380 - 500 mr/;

LUKIOCTIOPUH B KOJIMYECTBE, cocTrapisomeM 90 - 250 mr/t (reobs3arensHo 90 - 200
mr/t uid 90 - 160 Mr/r); u

KaIpUIOBBIN/KaPUHOBBINM TPUTTTULEPU B KOJTHUECTBE, cocTassitomieM 40 - 80 mr/T;

2-(2-3TOKCHITOKCH) YTAHOI B KOJTUYECTBE, cocTapsirorneM 160 - 200 mr/T;

TITAIEPUIMOHOO0ISAT W/WITH TITALEPUIIANOIEAT B KoMndecTse, cocransromeM 100 - 150
MI/T; ¥

SDS B komuuecTse, cocrapistomeM 15 - 60 mr/t wiu 15 - 50 mr/t (HeoOs3arenbHo 25 -
50 mr/t wiam 25 - 45 Mr/r), u

HeoOs3areapHo D-copbut B KomuuecTse, cocrasistomemM 30 - 80 mr/r.
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Kommozunust uin cepaueBuHa MOKET COAepKaTh CAeayoLIee:

JKEJIATHH B KOJIMYECTBE, cocrapsiromeM 380 - 500 mr/;

LIUKIOCIIOPHH B KOTHUECTBE, cocTapsiromem 90 - 140 mr/t; u

KaIpUIOBbINA/KAPUHOBBIN TPUTTIULEPU B KOJTHUESCTBE, cocTastomemM 40 - 80 mr/T;

2-(2-3TOKCHITOKCH) STAHOI B KOJTHYECTBE, cocTarmsromeM 160 - 200 mr/T;

[ITHIEPUIMOHOOJIEAT /UK NIHLEPUIANOIEAT B KOIUUeCTBE, cocTapsiromeM 100 - 150
MI/T; 1

SDS B xonudectBe, coctaBisipomeM 15 — 50 mr/r (HeoOs3aTensHo 25 - 50 Mr/t wim 25
- 45 mr/r); u

HeoOs13arebHO D-copOut B KomuuecTse, cocrapisitornem 30 - 80 mr/r.

Kommosnuus wWid cepaueBHHA MOXET MpencTaBisiTb coboit komnoua. Ecim
KOMITO3UIIUS WJTH CEP/IIEBHHA MPEACTABIIET CO00M KOMIOU, IUKIOCTIOPUH MOKET SIBISITHCS
PACTBOPEHHBIM B JUCTIEPCHOI (pase xoyutonaa.

KoMmmosunus umm cepALEBHHA MOXKET PEACTABISATE COOO0M KOTOU; TakuM 00pa3oMm,
KOMITO3UIIUSI WIH CEPALIEBUHA MOXKET COAEpKATh HEMPEPBIBHYIO a3y u aucrtepcHyio dasy,
MpUYeM HeTpepbiBHAS (paza COMSPHKUT,

JKEJIATHH B KOJHYeCTBE, cocTapisromneM 380 - S00 Mr/t; u

HeoOs3are b0 D-copOut B KomuuecTse, cocrapisitorneM 30 - 80 Mr/r;

qucrepcHast paza comepiKuT:

LUKIOCTIOPHUH B KOTHUECTBE, cocTasiroimem 90 - 140 mr/t; u

KaIpUIOBBIH/KAIPHHOBBIH TPHITIMLEPU] B KOJIHUECTBE, cocTanisitoeM 40 - 80 mr/r;

1 KOMITO3ULUSL JOTIOTHUTEIBHO COAEPKUT:

2-(2-3TOKCHATOKCH)3TAHOJI B KOJHYECTBE, cocTaBisirorneM 160 - 200 mr/t;

CITUIEPUIMOHOO0IEAT /WK TNTALEPUIANOIEAT B KOU4YecTBe, cocrapsromem 100 - 150
MI/T; H

SDS B kojuuecTBe, COCTABIISIOIMEM 15 - 50 mr/T.

KonmougHass KOMIO3UIMST WIH CEPALIEBHMHA COAEPIKAT HEMpephiBHYO (agy,
coaepKaly 1o:

00pasyomy0 THAPOTENb IMOMAMEPHYID MATpPUIy, COASPKAIIYI0 JKEJaTHH B
KojuuecTBe, cocrapsirornem 300 - 700 Mr/;

JTUCTIEPCHYIO (asy, COAEPIKAIIYIO:

LUKIOCTIOPHH B KOJTHUECTBE, COCTaBIsIFOIEM He Ooee 200 mr/t; u

CpeIHEIETOUSYHbIA TPUTIIHLIEPH B KOTHIECTBE, cocTapistoniem 20 - 200 mr/r;



38

U KOMITO3HITHS TOTIOJTHUTENBHO COEPIKUT;

PaCTBOPHTEND B KOJIMUYECTBE, cocTapsiomieM 100 - 250 mr/t;

MOBEPXHOCTHO-aKTHBHOE BEMIECTBO (IIEPBOE MOBEPXHOCTHO-aKTHBHOE BEIIECTBO),
MPEICTABNSIONEe COOOM HITH COASpIKaIllee CIOMKHBI MOHO- WM AMI(PHP CpexHe- HIH
JUTHHHOIIETIOYEUHOH JKUPHON KHUCIOTHI WK WX KOMOWHAIIWIO, KOTOPBIM HE COAEPKUT He
MPEACTABISIET COOOM IPOCTOM MM CIIOKHBIM S(UP MOJUITHIEHIIHKOS, HaIpPUMep,
TITHLEPUIMOHOOJIEAT/ TNOJIEAT; H

AHWOHHOE TOBEPXHOCTHO-aKTUBHOE BEINECTBO (BTOPOE TMOBEPXHOCTHO-AaKTHBHOE
BEIECTBO) B KOJTUYECTBE, COCTABJIAIONIEM He Oostee 50 MI/T.

CornacHo mpeACTaB/ISHHBIM BbILIE BAPHAHTAM OCYIIECTBIEHHUS], KOTOPBIE OTHOCSITCS K
MT/T KOMIIOHEHTA, KOHIIEHTPAIKsI OCHOBAHA Ha CYXOM Macce KOMITO3HITHH.

COOTBETCTBEHHO, B INECTH KOMIIO3WIMSIX HIH  CEPAIIEBUHAX, OMMCAHHBIX
HETMOCPEACTBEHHO BBINIE, KOMIIOZUIMS TPEACTABISIET COOOM KOJUIOHI, COAEPIKAIIHUiz
JUCIIEPCHYIO a3y U HEMpephIBHY IO a3y, mpuueM JucrnepcHas haza CoIeP:KUT MUKIOCIIOPHH,
MOBEPXHOCTHO-AKTUBHOE BEIICCTBO - Cpe,E[HeLIeHO"IeLIHI:Jﬁ TPUTTTULECPUA U CJIOKHBII MOHO-
umd audGUp CpeaHe- WM JTAHHOIETOYEUHON JKUPHOW KHUCIOTHI, W HENpepbiBHAS (asza
COIEPKUT OOpasyloUMi THApOreNb MOAMMEp (HampuMep, JKeJaTWH) W aHHOHHOE
[MOBEPXHOCTHO-aKTHBHOE BelecTBo (Hampumep, SDS).

Hacrosiimee wu3oOpeTeHne BKIOYAET B CBOM 00BEM KOMIO3HIIMH, B KOTOPBIX
CepAIEeBHHA TPEACTABISET COOOM KOIOWA, XapaKTEpU3YIOUUMHCS TUCTEPCHOM (azoi u
HenpepelBHOW (a3oii (pa3oif MaTpumbl) KOJUIOMJA, JOMOJHUTEIBHO BKJIIOUAET B cels
JUCTIEPTUPOBAHHBIE YACTHLBI (papMaIEeBTHUECKH aKTHBHOTO WHIPEIUEHTa, HampuMep,
MHKPOYACTHUIIBI UM HAHOYACTHUIIBL. B MHBIX ciyyasx qucrnepcHas (asza U HempepbiBHAs (asbl
MOTYT SIBJIITHCS TAKAUMH, KAK OMTHUCAHO B APYTOM MECTE B HACTOSIIEM OTIMCAHUH H300pETEHUS.

KoMmmosumus COTNIacHO HACTOSAIIeMY HW300PETEHHI0 W/WITH CEepPALEBHHA MOXKET
HAXOMUThCA B (hopMe MUHUC(EPEL. BO3MOKHO, cep/lieBUHa MpeaCcTaBIsieT coooi MuHUChHepy,
U TepBas 000MOYKa W, B COOTBETCTBYIOIIMX CIydYasx, BTOpas 000J0YKa COBMECTHO C
cepaneBuHoi HaxomsITCa B (hopme MunuChepsl. TeM He MeHee, MOXKET ObITh BO3MOMKHBIM,
yToOBI CepAlleBHHA TpeACTaBnsiia coOol MuHHMCHEPY, a KOMIO3UIMS He SBJISUIACH
MUHUC(epol. KoMImo3umuss MOXeT  JONMOJHHTENBHO  COAEPXAaTh  MHOTOUHCIIEHHBIE
munuChepsl. CrenoBareabHO, COTACHO HACTOSIIEMY HM300PETEHHMIO IMPexyCMOTPEHa
MUHHC(epa ¢ Tpu3HaKaMud (GapMaleBTHUECKUX KOMIIO3UITHMA, PACKPBITBIX B HACTOSIIEM

JIOKYMEHTE,
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Kommnosunust mm MuHUC(HEPa MOKET XapaKTepHU30BaAThC HAMOOIBIINM TIOTE PEUHBIM
pa3aMepoM CEPAIIEBUHBI, COCTABISIOMUM OT mpudau3uteabao 0,01 MM 10 IpUOIU3UTENBHO 5
MM, Hampumep, oT 1 MM 10 5 MM, Kak U B ciay4ae oT 1 MM 10 3 MM win oT 1 MM 10 2 MM.
Munuchepa wmoxer sasiercs chepounanbHoi. CdepouaanbHele MHHUCHEPHI MOTYT
XapaKTepU30BaThCS ACTIEKTHBIM OTHOLISHUEM, COCTABJISIIOIINM He OombIe ueM 1,5, Hanpumep,
or 1,1 mo 1,5.

KoMmmosuuus coriaacHo HAacTosIeMy H300PETeHHIO MOXKET OBITh MPEXyCMOTpEeHa st
NIEpOpaATHHOrO BBEASHHs. KOMIO3MLIMIO MOXKHO COCTaBUTh B EIMHUYHYIO JEKAPCTBEHHYIO
(dhopMy A1 IEPOPATBHOTO BBEASHHS, coaepkaiyto ot 0,1 mr g0 1000 mr, Heobs3areIbHO OT
1 mr go 500 mr, Hanpumep, 10 mr o 300 mr, wim 25 mr go 250 Mr, COOTBETCTBEHHO,
MPUOIU3UTENBHO 25 Mr, TPUOIU3UTENBHO 35 Mr, TPUOIM3UTENBHO 37,5 Mr, MPUOTU3UTENBHO
75 wmr, mpubmmsureapHo 150 wmr, npubmusutensHo 180 wmr, mpubmuzurenapHo 210 wr,
npubmuzurensHo 250 mr wm npubimzurensHo 300 mr nukiaocnopuHa. CoOTBETCTBEHHO,
KOMITO3ULIMSI HAXOTUTCS B €IMHUYHOMN JIeKapCTBEHHOM (OopMe W3 MHOTOUMCIIEHHBIX MUHHUC)ED,
BBIOPAHHOM M3 MHOTOUYMCJIEHHBIX MHUHHC(Ep, HAMPUMEP, B MATKUX WM TBEPABIX T'€IEBBIX
KarcyJ1ax, *eJaTuHoBbIX Karcyiax, HPMC karicynax, mpeccOBaHHBIX TaOneTKax WM Calle.
MunnCc(hHepsl MOTYT SIBJISITHCS] TAKAMH, KaK OTIMCAHO B JPYTOM MECTE B HACTOSIIEM JOKY MEHTE.

OnucaHHble B HACTOSIIEM JOKYMEHTE KOMIIO3WLHH MOYKHO HWCHOJIB30BATh TSI
JOCTABKHY ITUKJIOCTIOpHHA A TOKaTbHO K KOHKpeTHhIM MecTtaM B JKKT, Hanpumep, onmcaHHBIS
B HACTOSIIEM JOKYMEHTE TBEpJble KOMITO3UIIMM MOXKHO aIanTHPOBATh ISl 00eCredeHUs
BBICBOOOXKISHHUS IIMKJIOCTIOPHHA A 110 MEHBIIIeH Mepe B TOJCTON KUIKe, KOMITOZUITHI MOKHO
HCTONIb30BaTh AJ1s1 obecneuenus mukiocnopuHa A nokansHO B XKKT B cOMOOMIH3UPOBAHHOM
dopMe, TeM caMbiM OOecrmeurBas BBICOKHE KOHIIEHTPAIMH LMKIOCIOPUHA B AaKTUBHOM
(moctymnoit) popme B npeaenax XKKT, rae on nefictByeT 1yist 00eCeueHns TepaneBTHIECKOrO
JEHCTBUS IPU PsIIE METULIMHCKUX COCTOSIHUM, B YACTHOCTH cOCTOsiHUM, nopaxkaromux KKT,
OMUCaHHBIX Oojiee MOAPOOHO B HACTOSAIIEM IOKYMEHTe, TaKuX Kak Hecnenu(HuuecKuii
SI3BEHHBIN KOJIUT. BBICBOOOKIEHHE LHUKIOCTOpUHA A B akTHBHOW (opme, Hampumep,
COMOOWTN3NPOBAHHON (hopMe, OOSCIEeUMBAST BHICOKHE KOHIIEHTPAIMHM LUKIOCIIOPUHA A,
o eskamue abcopbunu HanpsiMy 10 B ToKaTbHBIX TKaHIX KK T, HarpuMep, B TOJICTON KHIITKE.
Tem He MeHee, Kak ONHCAHO BHIIE, CHCTEeMHOE BO3ICHCTBHE IUKJIOCHOPHMHA A
XapaKkTepPU3yeTCs PSAOM HeKelaTeIbHbIX TO00UYHBIX d(dexToB. B CBsi3u ¢ 3THM, jkeTareabHON

SIBJISICTCA KOMIIO3UILUA UKIIOCIIOPHUHA A, KOTOpass MUHUMHU3UPYET CUCTCMHOC BOSI[GI\/'ICTBI/IG
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UUKTOCTIOPUHA, TPU 3TOM MOAASPKUBAS TEpareBTHUYSCKUA S(PPEeKTHBHBIE KOHIIEHTPALUU B
TkaHsx KKT.

OcHOBHBIE TyTH MeTaboIM3Ma LUKIOCIOpUHA A y JII0Jel OmoCpeaoBaHbl uepes
muroxpom P450 3A4 (CYP 3A4) u uuroxpom P450 2J2 (CYP 2J2), ¢ oOpa3oBaHueM Tpex
OCHOBHBIX MeTaOOMUTOB (IBa MMIPOKCHIMPOBAaHHBIX MerabomuTta, AM1 u AM9, u oaun N-
JeMeTUIUpoBaHHEI MeTaboaut, AMA4N). VkazaHHble METa0ONMUTBHI XapaKTePH3YOTCS
MHHUMAJBHONU UMMYHOIEMPECCUBHON aKTHBHOCTBIO, €CJTH OHA BOOOIIE HMeeT MecTO. B cBsi3u
C 3THM, MHHUMH3AIHS MeTaboIn3Ma HUKIOCIIOPUHA SIBISIETCS JKETaTENBbHON, TOCKOIBKY 3TO
MHUHHMH3HPYET O0pa3oBaHWE HEAKTHBHBIX METa0OINTOB M CHASTAeT MAaKCHMATbHBIM
KOJIMYECTBO LUKJIOCIIOPUHA, JOCTYIHOTO ISl B3aUMOASUCTBUS JTOKaIbHO ¢ TKaHsmu B JKKT.
INepruunelii MetabomuaM HUKIOCHOpUHA TpoucxoauT mocpenctBoM CYP 3A4, KOTOpBIA,
TJIABHBIM 00pa3oM, BCTPEUAETCs B TIEUEHH W TOHKOM KHIIKE.

ITo ouenkam obmast macca CYP3A Bo Bceil TOHKOH kuike coctapisier 1% ot ero
oO1eit Maccel B eueHn. TeM He MeHee, HeCMOTPSI Ha OTHOCUTEIBHO Hu3Ky 1o Maccy CYP3A B
toukoit kuimke, CYP3A xumeyHnka MOXET BHOCHUTH CBOHM CYIIECTBEHHBIH BKIAN, W B
HekoTophIx ciydasx BMecte ¢ CYP3A mneuenn, B oOmmii mpecucTeMHBIH MeTaboau3Mm
HEKOTOPBIX JIEKapCTBEHHBIX CpeAcTB, BKIOYas B cebs mukinocnopud (Paine et al; Drug
Metabolism and Disposition, Vol 34(5), 2006, 880-885). Dkcmpeccust CYP 3A4 B Toacroit
KHIIIKE HIKE, YeM B TOHKOH Kkuiiike. KoMImo3uimu, KOTopbie KOHTPOJIUPYIOT BEICBOOOXKAEHHE
LIUKTOCTIOPUHA TSl OTPAHUYESHUs WM WHTHOUPOBAHMS BHICBOOOKIESHUS B BEPXHHUX OTIENIAX
JKKT, m©Hanpumep, myTeM HCIONB30BAHUS OJHONH HWIM  HECKOIBKHMX  000J0YeK
MOIU(UIMPOBAHHOTO BBICBOOOKAEHHSI, MOTYT CHIDKATh KHIIEUHBIH (T.€. HECUCTEMHBIN HIH
“npecucremublii’”’) merabonuzm P450. Tem He MeHee, HEKOTOPBIM MeTaboIM3M Bee ke OyaeT
0XKHAATHCS B pesyJbrare aeiicteusi P450, skcnpeccupyeMoro B TKaHSIX B HIJKHHUX OTHAEIax
JKKT.

Be1o oOHapykeHo, UTO OmNpeAeieHHble KOMIO3WIMH, ONMMCAHHBIE B HACTOSIIEM
JOKYMEHTE, B YaCTHOCTH, KOMITO3UIIMH, KOTOPbIE BHICBOOOXKAAIOT IMKJIOCIOPUH B HIKHUX
orgenax JKKT, ocobeHHO B TOICTOH KuIIKe, OOECIeUMBAIOT OYE€Hb HHU3KHE YPOBHHU
MeTabonMM3Ma IUKIOCIOPUHA I0CIe NepopaIbHOro BBeAeHUs] koMnos3uiun. CleaoBarenbHo,
KOMITO3MIIMK JAETal0T MAaKCHMATBHBIM KOJHUYECTBO AKTHBHOIO (COMIOOHIU3UPOBAHHOTO)
LIUKIOCTIOPUHA, TOCTYIMHOTO isi B3aumoaeticteusi ¢ TkausiMu JKKT mocie BbICBOOOK IEHHS
LUKIOCTIOPHHA W3 KoMmo3uuuu. be3 orpaHumueHust kakoi-1uOo0 TeopHel, MojararoT, 4To

ONPEACIICHHBIC KOMIIOHEHTEI, MPUCYTCTBYOIKUE B KOMITOSULIUHU, HATPUMED, MPUCYTCTBYIOILES
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B KOMIIO3ULUU T[OBEPXHOCTHO-aKTUBHOE BELIECTBO — MOHO- WA  JUITHIEPUT
CPEIHELENOUeUHOU WM AJMHHOLCTIOUEUHOM >KUPHOH KHUCIOTBHL, MOTYT AEUCTBOBATH ISl
UHrUOHpoBaHust MeTaboau3Ma uKiocnopuaa ¢ momomsio CYP 3A4, mpucyTCTBYIOIIETO B
tkadsx JKKT. Ecniu xommosunmst mpeaycMorpeHa B (opmare MOAUDUIIUPOBAHHOTO
BBICBOOOXKIEHHUSI, KOTOPBIHA MPeI0TBPAINAST U HHTHOUPYET BEICBOOOKASHUE IUKIOCIIOPHUHA
B BepxHux otaenax JKKT, cuctemuas aGcopOuust 1 MeTabOMU3M LUKJIOCIOPHHA B MEYEHH
TaKke MUHAMHU3ZHPYIOTCS. B CBSI3M C 3TUM, ONIMCAHHBIE B HACTOSIIEM JOKYMEHTE KOMITO3ULIAH
MOTU(HUIMPOBAHHOTO BBICBOOOXKASHUSI MUHMMH3MPYIOT KaKk CHCTeMHBIH MeTaboIn3M
UUKTOCTIOPUHA, TaKk W MeTaboam3M IUKIOCHOPWHA B KHINEYHWKe. Huskue ypoBHH
MeTabonu3Ma LUKJIOCIOPHHA MOTYT OO0eCHeunTh TMOHMKEHHYI0 03y LHUKIOCTIOPUHA,
TIOAJIEXKAITY IO BBEIACHHIO, TP STOM TMOLAEPKUBAS TEPANIEBTHUECKOE NEHCTBUE, TEM CaMBIM,
pacImupsisi TEPAeBTUISCKOE OKHO JIEKAPCTBEHHOTO CPEICTBA.

OTHOCUTENBHYIO CTENeHb MeTaboNu3Ma IUKIOCHOPHHA TMOCHE TepOPaIbLHOTO
BBEJCHUSI KOMIIO3ULIAA MOKHO OLICHUTb, HAPUMED, C MOMOIIBI U3MEPEHUs] KOHLEHTPaLUU
LUKIOCIIOPHHA U KOHIIEHTPAIMH META00IUTOB HUKIOCIIOPUHA, MPUCYTCTBYIOIIUX B 00pasie
Kaja, cCOOpaHHOM OT MAIMEeHTA MOCIe MEPOPATBHOTO BBEASHUSI KOMITOZUIIMH, COASpKaIIeit
IUKTOCTIOpHH. Kak MpOWLTIOCTPUPOBAHO B MPUMEPAX, KOMITO3UIUH MOIU(PUIIMPOBAHHOTO
BBICBOOOXKIEHUS, COJEp)Kallde UHUKJIOCIOPHH ¢ TOBEPXHOCTHO-AKTHBHOE BELIECTBO
(narmpumep, Capmul GMO-50), naBamu B pe3yjbTare OueHb HU3KHE YPOBHH MeTadonm3ma
LUKJIOCIIOPHHA IO CPAaBHEHHMIO CO CXOJHOH KOMIO3WIMeH, coxepikameit apyroe
MOBEPXHOCTHO-aKTHBHOE BemecTBo (Cremophor). KoMmo3nnuu, B 9aCTHOCTH KOMITO3HIHH
JUTSL IEPOPATEHOTO BBEJEHHSI, KOTOPBIE MPOSIBIISIOT HI3KHUI MeTaOOIHU3M LUKJIOCIIOPHHA MTOCIe
BBICBOOOXIEHUSI [MKIOCIOPUHA M3 KOMIIO3UIUH, O0Opa3yloT JOMOJHUTENBHBIA aCHIEeKT
HACTOSIIETO U300pETeHHUS.

COOTBETCTBEHHO, MNpPEAyCMOTPEHA KOMIIO3MLMS, COAep:Kallas LHUKJIOCHOPUH A,
IpUYeM IOC/Ie TMEepPOPATHHOrO BBEASHHS] KOMITO3MIMH YeNIOBEKY COOTHOLICHHWE CpenHeit
KOHIIEHTPAIMU LUKIOCIOPHHA A K KOHIIEHTpaIui MeTabOIUTOB IIMKIOCIOPHHA A B 00pasiie
Kajga oT uenoBeka cocramisier Oombiie ueM 12:1. CooTHOIIEHHE CpeiHeil KOHLEHTPALUH
LIUKTOCTIOPUHA A K KOHIEHTpaIMu MeTa0O0UTOB MUKIOCIOpHHA A B oOpasile Kajga MOXKHO
BBIOpaTh W3 cienyomero: 6onbiie uem 19:1; Gonbie uem 24:1; Gonpme vem 31:1 u Gombiue
gem 50:1. CooTHomeHue cpemHell KOHIEHTPAUWH IUKIOCHOpHHA A K KOHIEHTPAWH
MeTabOIUTOB UKIOCTIOpHHA A B 00pasiie Kajga MOJKHO BeIOpaTh U3 ciaedytomero: ot 20:1 mo

30:1; ot 20:1 mo 35:1; ot 20:1 g0 40:1; ot 20:1 mo 60:1; ot 30:1 m0 50:1 u ot 20:1 mo 100:1.
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CooTHolIeHHe CpeaHell KOHIEHTPAIMH LUKIOCIIOPUHA A K KOHIIGHTpanud MeTaboTuTOB
LHKJIOCIOPHHA A B 00pasiie Kajia MOKHO BBIOpaTh U3 cienyromero: oT 12,5:1 10 90:1; ot 13:1
1o 85:1; or 15:1 mo 85:1; or 16:1 mo 85:1; or 20:1 mo 83:1 m ot 65:1 10 79:1; HEOOsIBATENBHO
MPU 3TOM COOTHOLIEHHE COCTABISIET MPUOIU3UTENbHO 76:1.

CooTHOIIEHHE CpeJHEW KOHLEHTpAUMH LUKJIOCHOpMHA A K KOHLEHTpaLUUU
MeTaOOMUTOB IMKIOCIOPUHA A B 00pasie Kaja MOXKHO ONpEAeIuTh U3 oOpasia Kaja,
coOpanHoro uepes 12 - 28 uacoB mocie MEePOPaNbHOTO BBEAEHHUSI OTHOKPATHON JT03bI
KOMITO3HIIMK 4YeJ0BEKYy. AJIBTEPHATHUBHO, oO0pazen Kkaja MOXHO coOpare uepe3 Oomee
MPOJO/LKUTENBHBIA TIEPUOJ BPEMEHH PErYJISIPHOrO MEPOPATBLHOTO BBEAEHHUS KOMITO3ULIUU
YeJIOBEKY, Yepe3 KOTOPBIH KOHIEHTPALMd LHUKIOCIOPHHA W MeTabOJUTOB B Kajie MOTYT
A0CTUTAaTh PABHOBECHOI'O COCTOSIHUSA, TEM CaMbIM CHHXKasi USMEHUYHUBOCTH B HU3MCPEHHOM
COOTHOIIICHWH UKIOCTOpuHa K MeTabomuram. Hampumep, kaa MOkHO coOupats uepes 4 - 6
YaCOB MOCJE NEPOPATBHOTO BBEACHUSI IOCASAHEH T03bI CXeMBI IPUEMa, MPUIEM KOMITOZULHS
LUKJIOCIOPUHA MPEAYCMOTPEHA AJIsl NEPOPATLHOTO BBEACHUSI OJWH WIH ABA pa3a B JCHb B
teuenue 2, 3 4, 5, 6 win 7 gueit. Kan, Hanpumep, MOXKHO COOHpaTh MOC/E MEPOPATBHOTO
BBeIEHUS 75 Mr LUKJIOCIIOPHHA OJWH WU JBa pa3a B JAeHb. COOTBETCTBEHHO, oOpasel kajia
cobuparot uepes 4 - 6 4aCcoB MOCIIE MePOPATEHOTO BBEISHHS OCTIeTHEH JO3BI COTJIACHO CXEME
npueMa KOMIO3ULMY, IPUUEM CXeMa IPUEMA COASPKUT NMEPOPATbHOE BBEACHHUE KOMITO3ULIUU
YEIOBEKY OJWH WU JBa pa3a B JeHb B TEUSHUE CEMH THEN, HeoOsI3aTebHO PU dTOM CXeMa
rpueMa COASP KUT BBEISHUE OJUH pa3 B JeHb KOMITO3ULIUH, CoAepKaleil 75 Mr MUKIOCIIOpPUHA
A B Teuenne cemu JHed. COrVIaCHO JONOJHUTENBHOMY BAapUAHTY OCYILECTBJICHUS
KOMITO3ULIUSL, COAEPKAILAsI HUKIOCIOPHH, Peay CMOTPEHA /ISl EPOPANBHOTO BBEASHUS OUH
pa3 B IeHb B TeUEHHe ABYX JHeil (HampuMep, B BUAe OJHOKPATHOMN N03bI 75 MI HUKIOCHOPHHA
pa3 B AeHb) U o0Opazell Kaja coOuparoT uepes 4 - 6 4acoB MOCHE MOCAeTHEN T03bI KOMITO3HUIIUU
HA BTOPOU JEHb.

OcHOBHbIE MeTa0ONUTHl LUKIOCMOPUHA MOPEACTABISIOT COO0ONM  MeTabOoaHTHI
mutocnopuaa AM1, AM4N u AM9. CooTHolleHHe IMKIOCHOpPUHA K MeTadoautam
LUKIOCTIOpUHA B oOpasle Kama mnpeacTaBisier co0oi, COOTBETCTBEHHO, COOTHOIIEHUE
LUKTOCTIOpHHA K o0mel koHmeHTpauuun MerabomutoB mmkiocnopuHa AM4AN u AMO.
CoOTHOIIEHHE LUKIOCIOPHHA K MeTadonuTaM IHMKJIOCIOPHHA B O0pasile Kajla MOXKET
MPeACTaBNISITE COOOM COOTHOIIEHHE MUKIOCMOPUHA K OOIIel KOHIEHTpaIud MeTaboIUTOB

uukiocnopuaa AM1, AM4N u AMO.



KoHmeHTpanuo LUKIOCHOpHHA W ero MeTaboNMTOB B Kajde MOXKHO H3MEPHUTh C
WCTONB30BAHUEM  JIOOOr0  MOIXOASAINEr0  AHATMTHUECKOrO  Crmocoba,  Hampumep,
xXpomarorpauu U Macc-CIIEKTPOMETPHH, KaK MPOULTIOCTPUPOBAHO B pa3jelie MPHUMEPOB.

COOTBGTCTBGHHO, KOHLOCHTPpAIUXU NUKIOCIIOPHUHA U MeTa60.]'II/ITOB B KaJI€ USMEPSIOT B
oOpasmax Kajla, HOJNYYEHHBIX OT 3J0POBBIX CYOBEKTOB-MYKUMH, C T€M, YTOOBI
MHHHMH3HPOBATh H3MEHUYHUBOCTh B H3MEPEHHBIX 3HAUESHHSIX MExAy marueHramMu. OOpasibl
KaJia COOTBETCTBYIOIIUM 00pa3oM MOIyUaid OT 3A0POBBIX CYOBEKTOB-MYKUHMH B BO3PACTE OT
20 mo 50 ner, mpeamourutensHO Maccoit oT 60 o 100 xr. COOTBETCTBEHHO, COOTHOLICHUE
MpeACTaBIIsieT CoO0H apupMEeTHUECKOE CPeTHES H3MEPEHHOTO COOTHOMIEHHSI ITUKIOCIOPHHA K
MeTaboIUuTaM IUKJIOCIOPHHA Y PENMPE3CHTATUBHOrO KOJMHUYECTBA CYOBEKTOB, HANPHMED, IO
Mmenbineit mepe 4, 5, 6, 7, 8, 9 wnu 10 cyOnekToB. Kak mpaBuiio, mo MeHbIiei mepe 4 cyobekra
OyIyT MPEACTaBIATh COOOM MOCTATOUHOE KOJIMYECTBO TSl OOSCIEUSHHs PEeNPE3eHTaTUBHOTO
CPEIHEr0 COOTHOLICHHUSL.

Copepxanias HUKIOCIOPUH A KOMIIO3ULIMS MOMKET TPEACTABIATE CO00# Mo0yro
KOMITO3UIIMIO, COJAEPXKAIIYI0 [MKJIOCIOPUH A, KoTopas o0ecreunBaeT COOTHOIIEHHE
IUKIOCTIOPUHA K META00IUTaM IIUKIOCHOPHHA, KOTOPOE COCTaBseT Oomnbiine uem 12:1 (wiu B
npeaesax Jrdoro U3 IUana3oHOB, ONMMCAHHBIX BBIIIE B OTHOIIEHHH 3TOT0 aCIIEKTa HACTOSIIIETO
nzobperenus). KoMIo3uims, COOTBETCTBEHHO, MPEACTABJISIET COOOM  KOMITO3HUIIHIO,
COEPIKAINY IO IUKIOCHOPHH A, MPHUYEM KOMIIO3MIUSI BBICBOOOKIAET LUKIOCIOPUH A B
COMIOOMTN3UPOBAHHOMN (DOpMeE, KOTAa KOMITO3HUIIMEO TTIOMEIAI0T B BOAHYKO CPEeay PACTBOPEHHUSL
IMox “comoOMNMM3MPOBAHHBIN~ MOAPA3YMEBAIOT, UYTO LUKJIOCIOPHUH BBICBOOOXKAAETCS B
aKTUBHOU (popMe, HaITPUMEP, B paCTBOPEHHOM PopMe, TaKoil KaK pacTBOP, KOI1a KOMIIO3HIIUIO
MOMEIIAIOT B BOJHYIO CPEIy PACTBOPEHMUs, HAIPUMEP, BOJAHOE OKpPYKEeHHE, 0O0HAPYIKEHHOE B
HwkHUX oraenax JKKT, B 4acTHOCTH B TOJCTOM KHUIIKE, MOCIE MNEPOPATBHOTO BBEIESHUS
KOMITO3HUILIHH.

KoMmozunus MOKeT IpeACTaBIsATs COO0I WIH coaepikaTh MUKIOCTIOPHH A, KOTOPBIHA
SBJISICTCSI YACTUYHO Uil TIOJTHOCTBHO PaCTBOPEHHBIM B J'II/IHO(l)I/I.]'II:HOM BCILICCTBE.
JlumodunbHOe BEIIECTBO MOXKET MPEACTABISATE COOONW WM MOXET COAEpXKaTh MAcio HIU
MOBEPXHOCTHO-AKTUBHOE BEILECTBO, B KOTOPOM LIMKJIOCIOPUH MO MEHBbLIEH Mepe YaCTUUIHO
WIK TPeInoYTUTENbHO TOJHOCTBIO pacTBopeH. Iloaxonsiiue macia U IOBEPXHOCTHO-
AKTUBHBIC BCIICCTBA, KOTOPBIC MOKHO HUCIOJIB30BATh, BKIIIOUAIOT B 0365[ 633 OrpaHUYuCHUSI

mo0oe U3 Macena u MOBECPXHOCTHO-AKTHUBHBIX BEHICCTB, OMMMCAHHBIX B HACTOAIEM JOKYMCHTC.
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CornacHO OJHOMY BapHaHTy OCYIIECTBICHHUSI LMKJIOCTIOPHH MOKET SIBISITHCS
PAcCTBOPEHHBIM WM JUCHEPrUPOBAHHBIE B HHU3KOIUIABKOM JUMO(UILHOM BeIIeCTBe,
COOTBETCTBEHHO, BEIECTBE C TeMIIEpaTypoil IaBjeHus! B Auamna3oHe, cocrasistonieMm 30 -
70°C. CooTBeTcTBeHHO, THAPO(POOHBIM MaTepuan MpPeaAcTaBIsieT Co0OW BOCKOOOpPa3HOE
TBEPJOE BELIECTBO C TEMIIEpaTypod IUIaBJACHUS B auanasoHe, cocrapystomeM 30 - 60°C, B
YACTHOCTH, TTOIXOSIIMMH SIBJISIFOTCS JTUIO(HIbHBIE BOCKOOOpa3HbIE MaTepHAaIbl, KOTOPBIS
SIBJISIFOTCSI TBEPABIMU NPU KOMHATHOM TemImeparype, HO KOTOpBIE IUIABSITCSI WM CTaHOBSITCSI
MSITKAMH TIpU TemIepatypax B JamanasoHe, cocrasmsiomeM 30 - 50°C wnm Gonee
npeanoururensio 30 - 40°C. JlumoduibHBIH MaTepHan MOXHO BbIOpAaTh M3 OITHOTO WM
HECKOJIBKHX W3 CIEAYIOIIEro. HEHACBILIEHHBIE CIUPTHI, TMAPOr€HU3MPOBAHHBIE CIIMPTEI,
JKHPHBIE KACIOTBI, CTIOKHBIE S(UPBI JKUPHBIX KACIOT, AMHIBI JKUPHBIX KUCJIOT, MOHO-, AW- T
TPUTTULEPUAB] JKUPHBIX KUCIOT, MOIU3TOKCWIMPOBAHHBIC JKUPHBIE KHUCIOTBI U CJIOJKHBIC
3(HUPBI MOJMITOKCUINPOBAHHBIX KUPHBIX KHCIOT, IPOM3BOJHBIE XOJIECTEPHHA U BOCKU. Bock
MOXKET TPEJCTaBISATE COOOH MOAXONIIIMHA BOCK JKMBOTHOTO WM  PACTHUTEIBHOTO
MIPOUCXOXKIEHHUS, HATPUMED, KapHay OCKUIT BOCK WJIM CUHTETHUYECKUI BOCK, TAKOH KaK TBEPAbIi
napapua. JlumouiabHBIA MaTepuanm MOXKET COAepXKarb BOCK, HACBHIMEHHYI0 HJIH
HEHACBILICHHYIO JKUPHYIO  KHCIOTY (HampuMep, NATbMUTHHOBYIO, CTEApPUHOBYIO,
MHPHCTHHOBYIO, JIay PHHOBYIO, JIAy PHJIOBYIO HJIH OJIEMHOBYIO KHUCIOTY) WM UX NMPOU3BOIHOE,
HampUMep, MOHO-, - WIH TPUITHLEPUA WIM HUX CIOXKHBIX 3(PHpP MOTMITHISHIITHKOSL
JlunogunbHEI  MaTepuan, CoAepKAIMH  PACTBOPEHHBI WM  JUCIEPrHPOBAHHBIN
LUKJIOCTIOPHH, COOTBETCTBYIOIIMM 00pa30oM HCIONB3YIOT B ()OpME KOMIIOZULMH W3 YACTHI,
HampuMmep, B BHJE KOMIIO3HMIMH W3 rpaHyl. COOTBETCTBEHHO, JUMO(MIEHOE BEIIecTBO,
coJepiKalllee pACTBOPEHHBI WM AWCHEPTHPOBAHHBIA LUKIOCIOPHH, camMo Mo cebe
JUCHEPrupOBaHO B MOAXOJSIIEH Marpuue-Hocutene. Hampumep, rpanyfel, coaep:kaliue
JunouiIbHOE BELIeCTBO W PACTBOPEHHBIM WJIM JAWCHEPTUPOBAHHBIA  ITMKJIOCIIOPHH,
JUCTIEPTUPOBAaHBl B MOAXOMAINEH  MaTpuLe-HocuTene. MaTpuna-HOCHTEIb  MOXKET
MPECTABISTE COOON MaTepHat MaTpULbl MOJU(DULIUPOBAHHOTO BEICBOOOK ASHUSL, B YACTHOCTH
HOJIUMEPHY 10 MaTpuLy MO (UIIPOBAHHOTO BBICBOOOKICHUSL. Marpuna
MOIU(UIMPOBAHHOTO BEICBOOOXK ICHHSI MOXKET 00eCIeunBaTh OTCPOUSHHOE MU 3aMEJICHHOE
BBICBOOOKIEHHE IMKIOCIIOPHHA M3 MATPHIBI, TeM CaMbIM oOOecreunBas KOMITO3HIHIO
MO UIMPOBAHHOTO BBICBOOOKAeHUS.. MaTpHIia-HOCUTEb, COOTBETCTBEHHO, NIPECTABIISET
co0oif ruapoduibHBIT Marepuan. Marepuan MarTphLbl MOXET NPeICTABISTH COOOH wiam

CoIcpKarb IMOJUMEPBI HWIW COIOJUMEPBI AaKpPWIOBBIX WM METAKPHJIOBBIX  KHUCIIOT,
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ANKWIBHHWIOBBIE IOJMMEPBL, T'MAPOKCHATKHILEIUTIONO3b],  KapOOKCHATKHIIEIUTIOI03bL,
MOJTMCAXapUbl, JEKCTPUHBI, IEKTUHBI, KPAXMAJIbL, IPOU3BOAHBIE KPaXMaia WU MPUPOTHbIE
W CHHTETHYECKHe KaMeaH, HalpuMep, albruHar. Marpuia-HoCUTeIb MOKET PEACTABIISTh
co0oit obpazyromuii ruApores MOIMMEpP, TaKOH Kak Te, KOTOPbIe OMHCAHbI B HACTOSIIEM
JOKYMEHTE, BKTIOUAs B Ce0sI KETaTHH.

Kommosnuust MoxeT comepskaTb LHMKIOCIOPHH A M IOBEPXHOCTHO-AaKTHBHOE
BemecTBO. COOTBETCTBEHHO, MOBEPXHOCTHO-AKTUBHOE BEILECTBO MPEACTABIsieT COOOH Hin
COJeP)KUT MOHO- WIH JUITHALEPUA CPEJHELENOoueYHOW HIH JUIMHHOLETIOUYSYHON >KUPHOU
KHUCJIOTHI WJIM HUX KOMOMHALIMIO, KaK OMHCAHO B HACTOsIIEM AoKyMeHTe. COOTBETCTBEHHO,
COIVIACHO HACTOSIIEMY BAapHAHTy OCYIIECTBJEHHSI MAacCOBOE OTHOIIEHHE LMKJIOCIOPHHA K
MOHO- WJIM JUTTHLEPUAY CpeIHEelenoueyHO Wik JTHHHOLETOUEYHOU KUPHOU KHCIOTHI HIIH
X KOMOWHAIIMK COCTaBIsIeT OT npubausurenbHo 3:1 1o npubmusurentHo 1:3, HampuMmep, OT
npubmmsurensHo  3:1 g0 mpubmusurensHo 1:2 wim ot mpuOmmzutensHo 2,5:1 710
npubnusurenpHo 1:1.8, ot mpubnusurenapHo 1,5:1 10 1:1,5, ot npubnusurensuo 1.2:1 go 1:1.2,
npubausurensHo 1.2:1, npubmusurensro 1:1 win npubnusurensHo 1:1.2. COOTBETCTBEHHO,
KOMITO3WLHMSI ~ LHMKJIOCIOPHHA  COIJIACHO  HACTOSILEMY  BApPHAHTY  OCYIIECTBIICHHS
JOTIOJTHUTEIFHO COAEPIKHT MaciastHyio (pasy. MacnsHas (aza MOXKET MpeacTaBisITh coOO0it
I060e moaxonsiiee ruapoGoOHOE MACIO, HAIIPUMED, MAC/I0, XapaKTEPUIYIOIIEeCs] HU3KHM
snauenueM ['JIb (nampumep, I'JIb menbimie uem 10). B yactHocTH, MacisiHast (aza MOKET
cojepkarb TroOble MacisiHble (asbl, ONMMCAHHBIE B HACTOSIIEM JIOKYMEHTE, HaIpHMep,
MaciasHas (paza MOXKET mpeiacTaBIsITe COOOH WIM MOXKET COAEpKaTh TPUITTHLEPUIBL
HampuMep, CpeAHeleNoueuHbli Tpurmuuepua. MaccoBoe OTHOIIEHHE Macia K TOBEpXHOCTHO-
AKTHBHOMY BEILIECTBY MOXKET COCTaBIsITh, Hampumep, or 12:1 ngo 1:5, nanpumep, oT
npubausutensHo 5:1 1o mpubmuzurensHo 1:5, or nmpubausurensHo 3:1 10 MpUOIU3UTETBHO
1:2, ot mpubmuzurenero 3:1 g0 npubausurensuo 1:1 wm ot npubnusurensuo 2,5:1 10 1,5:1.
Kommosnuust  MOXKeT  JONOJTHWUTENBRHO  COAep:KaTh  pacTBOpuTedb.  PacTBopurens,
COOTBETCTBEHHO, IPEACTABIISIET COOOH OPraHUIECKUI PACTBOPUTEND, B KOTOPOM LUKIOCIIOPHH
SIBIISIETCS] pPACTBOPUMBIM. Bojiee KOHKPETHO, MOAXOJSIIINE PACTBOPUTENHN BKIIOUAIOT B celsl Te,
B KOTOPBIX KaK IMKJIOCIOPHH, TaKk U MacisiHas (asza (ecau OHa MPUCYTCTBYET) SIBISIEOTCS
pacrBopuMbIMH. Hampumep, pacTBOPHTETb MOXKET COAepiKarb 2-(3TOKCHITOKCH)3TAHOI.
LIMKTOCTIOPUH MOXET SIBISITCS YACTUYHO WM MOJHOCTHIO PACTBOPEHHBIM B KOMITO3UIIHU.
COOTBETCTBEHHO, HUKJIOCIIOPUH MOJKET SIBJISITHCS IO CYIIECTBY PACTBOPEHHBIM B KOMITO3HIIUHL.

COOTBCTCTBGHHO, HOUKIOCIIOPHH SBJISICTCS IMOJTHOCTBIO PACTBOPEHHBIM B KOMITO3SUITHH.
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KoMmo3umuo COOTBETCTBYIOIIMM 00pa3oM COCTABJISIIOT Tak, YTOOBI BEICBOOOXKICHUE
nukjgocnopusa B epxHux oraenax JKKT, Hanpumep, B JBEHAUATUIICPCTHON KUIIKE U TOLLEH
KHIIKe, ObLI0 MUHHMH3HUPOBAHO C TeM, YTOObI MHHUMH3HPOBATH CHCTEMHYIO abcopOuuro
LUKIOCTIOpUHA W MeTabomm3M ¢ momomipio P450 kak B TMEYEHH, Tak W KHUIISUHHUKE.
COOTBETCTBEHHO,  KOHKDETHAs]  KOMITO3WIMSI  MPEACTaBIsIeT  COOOW  KOMIO3WIIUIO
MOIU(UIMPOBAHHOTO BEICBOOOK IeHUsI. COOTBETCTBEHHO, BEICBOOOXK ASHHE [IMKJIOCIIOPHHA W3
KOMITOZUIIUU MUHHUMU3ZUPOBAHO B TCUCHUEC ICPBBIX 4 gyacoB mocie NEPOPAIIBLHOTO BBECIACHUA
Tak, 4TOOBI KOMITO3UIIMSI MOTJIA MPOWUTH Yepe3 IBEHAALATHUIEPCTHYIO U TOIIYI) KHIIKY U
MOMACTh B MOJB3OIIHYIO KHUIIKY 10 BBICBOOOMKISHUS OOJBINIHX KOJTHYECTB IMKIOCTIOPUHA.
KoMmmosunus npeanodYTUTENFHO BEICBOOOKIAET OCHOBHYIO YacTh (HAmpHMep, MO MeHbInei
Mepe 50%) mmKIocnopuHa B TOACTOM kuiike. COOTBETCTBEHHO, KOMIIO3MIIUS BBICBOOOK 1AET
Mmenbine yeM 40% (Hampumep, MeHbIne deM 35%, uiu menblne yeM 30%) HUKI0CIopuHa U3
KOMITO3HUIIMN 4epe3 4 vaca Mpyu U3MEPEeHHH B IBYXCTAIUIHOM HCHBITAHHH HA PACTBOPEHUE,
OMMMCAHHOM B HACTOSILEM JOKyMeHTe. COOTBETCTBEHHO, KOMIO3HUIIHS BEICBOOOKAAET MEHBIIIE
yem 15% (mampumep, 0 - 10%) unkiaocnopuHa A uepes 2 vaca; u BeicBoOokaaer 10% - 40%
(mampumep, 10% - 35% wuan, coorBeTcTBEHHO, 15% - 35%) nukiocnopuHa A uepes 4 yaca npu
W3MEPEHUH B JIBYXCTAIUIHOM HCITBITAHUN HA PACTBOPEHHUE.

KoMmo3uiuio MOXKHO COCTaBUTh it oOecrieueHuss TpeOyemMoro  mpoduist
MOIU(UIMPOBAHHOTO BEICBOOOXKISHUSI, HATIPHIMED, C UCIOJB30BAaHUEM JTIOO0U 13 000I0UeK,
ONMMCAHHBIX B HACTOSIIEM MOKYMEHTE, B HYACTHOCTH, O0OJOYEK, KOTOPHIE BBIMOIHEHBI C
BO3MOKHOCTBIO BBICBOOOXKICHHS LUKIOCIOPHHA IO MEHBINEH Mepe B TOJCTOM KHIIKE.
IMoaxonsiiue 000JOUKM BKJIHOYAKOT B CeOsi, HAmpUMep, 00O0JOUKY MOAU(DUIIHPOBAHHOTO
BBICBOOOXKEHHUS, COAepKallyl0 Takoi pH-He3aBUCHUMBIN MOMMMEpP, KaK DSTHILELIII03a.
Obonouka MOXKET TalKe COAEepPKATh MEPBYIO O0OIOUKY, COASPIKAIIYID BOIOPACTBOPUMBINMA
MPOCTOMH 3up HeTn03sl, Takoi kak HPMC, kak omucano B HACTOsIIIEM JOKy MeHTe. Takke
[pe Iy CMOTPEHBI APYrue 000I0YKH MOIH(PHUIUPOBAHHOTO BBHICBOOOKIEHHUS, BK/IOUAs B CeOst
0e3 OrpaHWYeHHs] CHCTEMBl KHIIEYHOPACTBOPHUMBIX 000I0YeK U JApyrue OOOJOUKH
OTCPOUYEHHOTO  BhICBOOOXKeHMs. Kak  mpaBwmo, 000m10ukd  MOAM(HUIMPOBAHHOTO
BBICBOOOXKISHHUS COASPIKAT MOJTUMEPHY IO 000I0UKY.

CormacHo STOMY acCHeKTy HacTOSIIIero H300peTeHHs, B KOTOPOM KOMITOZHLIUS
COJNEPKUT IUKJIOCIOPHH A M TMOBEPXHOCTHO-aKTHBHOE BEIIECTBO, KOTOPOE MPEACTABISET
co00ii MM COIAEPKUT MOHO- WU JAWUTTIHULEPUI CPETHELENOUYSYHON WIH JTUHHOLETOYSUHOM

)I(HpHOfI KHUCJIOTBI I UX KOM6I/IHaI_II/IIO, KaK OIMUCaHO B HACTOSAIIEM JOKYMEHTE, HIUKIOCIIOPHUH
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U TOBEPXHOCTHO-AKTHBHOE BEIIECTBO COOTBETCTBYIOIIUM 00pa3oM IHCIEPTUPOBAHBI B
npenenax Marpuipl. L[MKIOCHOPHH BBEICBOOOKIAETCS W3 MATPHULBI, KOTJIA KOMIIO3HIHIO
MOMEIIAIOT B BOJAHOE OKPYIKEHHUE, HAITPUMED, TAKOE, KOTOPOe 00HAPYIKEHO B HIDKHUX OTAEIAX
KKT, nanpumep, B ToacToil kumke. [loaxoasinue marepuaibl MATPULBL, KOTOPBIE MOYKHO
WCTIOIB30BATh TSI AUCTIEPTHPOBAHUS IUKJIOCTIOPHHA U MOBEPXHOCTHO-aKTUBHOTO BEIECTBA,
MOTYT TPEICTaBIATh cOOOM MOOble W3 MATEPUAIOB MATPHIBI, ONMMCAHHBIX B HACTOSIIEM
JOKyMEHTE, HampuMmep, Te€, KOTOpble omucaHbl B pasaeie “Kommnosunust” B moapoOHOM
PaCKpLITHH HACTOSAIIErO n300perenus. COTIacHO ONMpPeISIEHHBIM BAPHAHTAM OCYIIECTBICHUS
MaTepual MaTpHLLI MOXKHO BBEIOpaTh Tak, 4ToObl Marpuia cama mo cebe moauduuupoBana
BBICBOOOK IEHHE UKIOCIIOPHUHA U3 KOMIIO3ULIUH, KaK OIMCAaHO 0ojiee IoApoOHO B TOAPOOHOM
PACKPLITHH HACTOSIIETO M300peTeH s, B TakuX KOMITO3UIIHUSIX BO3MOJKHO JOCTHYL TPeOyeMoro
MHTUOUPOBAHUS BBICBOOOXKISHHS LMKIOCIOPUHA B TEPBBIE 4 yaca MOCIE MEPOPATBHOTO
BBeneHHUsS Oe3 HeOOXOAMMOCTH B JOTOTHUTEIBHOM(BIX) 00010uKe(ax) MOIU(PUIIMPOBAHHOTO
BbICBOOOKAeHUs. COracHO APYTUM BapHaHTaM OCYLIECTBJIEHUS MaTepHal MATPHULIBI MOKET
OBITh TIOKPBIT OJHUM MJIH HECKOIBKUMH 000I0UKaMKi MOAU(DUIIUPOBAHHOTO BEICBOOOK AEHHUS,
TaKVMH, KaK Te, KOTOPbIE OMHCAHBI B HACTOSIIEM TOKYMEHTE it obecreueHus: TpedyemMoro
npoduiast BBICBOOOXKIAGHUS! LHUKIOCHOPUHA. B  YacTHOCTH, COIJIAaCHO STOMY AaCHEKTY
HACTOSIIEr0 HM300peTeHrss MaTpula MPEACTaBiasieT coOOM THIPOreNeBblll MOIMMEpP, Kak
OMUCAHO B HACTOSAIIEM MOKyMeHTe, 0ojiee KOHKPETHO MarTpHiia MPEACTaBjsieT coOoi wiu
COJICPIKUT JKETATHH.

CorjacHO NPEAMOYTHUTEIEHOMY BAPUAHTY OCYIIECTBICHHUS B YKA3aHHOM aCIEKTe
HACTOSIIET0 M300peTeHrs CcoAeprkalias LUKIOCTOPUH KOMITO3MLHUS MOXKET MPEACTABIISATh
c0001i 100y 10 13 KOMIIO3UIKH IUKIOCTIOPUHA, OMMCAHHBIX B HACTOSIIIEM JOKYMEHTE, KOTOPhIE
COJEPKAT MOBEPXHOCTHO-AKTUBHOE BEIIECTBO, MPUYEM MOBEPXHOCTHO-AKTHBHOE BEIIECTBO
MpeacTaByisieT CoOOM WIH CONSPKUT MOHO- WIHM AWCIIHLEPU] CPEeIHEIEeTOYeYHON WU
JUTHHHOLIETIOYEYHOH KUPHON KHCIOTHI WM UX KOMOHHALIHIO.

OmnucaHHbIe B HACTOSIIIEM JOKYMEHTE KOMITO3UIIMU [TUKIOCTIOpHHA, 00/iee KOHKPETHO
ONMHUCAHHBIE B HACTOSIIEM NOKYMEHTE KOMMO3UIUU MOAM(DUIIMPOBAHHOTO BHICBOOOMKACHUSI,
obecneunBaroT papmaxoxunernueckune (PK) cpolicTBa, KOTOpblE MUHIMH3HPYIOT CHCTEMHOE
BO3JEHMCTBHE IMKIOCIOPHHA IO CPaBHEHHIO, HANpUMep, C BHYTPUBEHHBIM BBEISHHEM
LIUKIOCTIOPUHA W/UITK TIEPOPATbHBIM BBEISHUEM KOMITO3UIIHIA ITUKIOCIIOPHHA HEMEITIEHHOTO

BBICBOOOXIEeHUs:, Takux Kkak Neoral™. Creayromme ab3ambl, B KOTOPBIX OIMHCAHBI
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noaxonsmue PK  cBoiicTBa KOMIO3WIMI, NPUMEHHMBI K JHOOOH M3 KOMITO3HIUHA
LOUKIOCIOPHHA, ONMCAHHBIX B HACTOSIIEM JOKYMEHTE.

Komnozuuus Moxet obecrieunBarh HU3KOE CUCTEMHOE BO3AEUCTBHE LUKJIOCTIOPHHA B
LETbHOM KpPOBH TIOCJIE TIepOpanbHOTO BBEAEHUs Komrosuiuu. Kommo3unus Moxer
obecneunBate cpemHiOl AUCoinf TUKIOCHOPHHA A B IENBHOW KPOBH, COCTABIISIOUIYIO
MEeHBIIIe YeM MpUuOIM3uTensHo 450 Hr. u/MIT, MEHbIIE YeM MPUOTU3UTETBHO 350 HI.w/MIT WK
MeHble ueM npubmmsurensHo 300 Hr.W/MIT HOCIe MEPOPATEHOTO BBEIESHUS! KOMITO3MLUHU B
BUJIE OJHOKPATHOM O3Bl coAepxamel 75 Mr LMKIOCIOPUHA A, YeNOBEeKY HaTOIIaK, MU
AUC.inf, TPSIMO TPONIOPLMOHATHHYIO YKA3aHHOH, JUtsl oOmield NO3bl, OTIMYHON OT 75 M.
Hampumep, xommosumust Moxker oOecneunBarh cpenuior0 AUCo.nf IMKIOCIOpHHA A B
LEJLHON KPOBH, COCTABISIONIYIO OT mpubamsurensHo 140 no mpubnmsurensHo 420 Hr.u/mi,
HanpuMep, ot npubnusurenasHo 150 xo nmpubnusurensHo 300 HI.W/MIT TOCIE MEPOPATBHOTO
BBEJEHNS] KOMIIO3ULIUU B BHJE OJHOKPATHOM HO3BI, coiaepskamied 75 Mr HUKIOCHOpPHHA A,
yenoBeky Haromak, Wi AUC.inr, MPSIMO MPOMOPIHOHATBHY O YKA3aHHOM, 1T 0OMIEi q03bI,
OTJIMYHOH OT 75 MT.

Bricokast mukoBast KOHIEHTpaust TUKI0CIOprHA A B KPOBH (Cmax) MOXKET MPUBOIUTH
K HeKelaTeJbHbIM N000UYHBIM 3((deKTaM U MOTEHIHATbHO CHIKATh TEPaleBTHYECKOE OKHO,
JOCTYITHOE ISl KOMIIO3HIHH, coaep:kaimeil mukiaocnopud A. COOTBETCTBEHHO, KOMITOZHITAN
COOTBETCTBYIOIIMM 00pazom oOecmeunBaroT Hu3koe 3HaueHne Cpax Kommosummst,
cojepKamias IUKJIOCIIOPHH A, MOXeT 00ecCneunBaTh CpPeIHIOK  MAaKCHMATBHYIO
KOHIISHTPALHIO IUKJIOCIOpHHA A B 1IesbHON KpoBH (Cmax), COCTaBISIFOIIY 0 MeHbIne 1eM 100
ur/mvn.  Komnosumus, Hanpumep, MoxkeT oOecneunBath Cmax, COCTABISIONIYIO OT
npuban3uTensHo 15 1o mpubmusurensHo 60 HI/Mi, HampuMep, npudau3uTensHo 20 - 50 Hr/mi,
npuieM B KaKIoM ciaydae Cmax mpeactanisieT co0ol Cmax, I3MEPEHHYIO MOCIE IepOPATBHOTO
BBEJEHNS] KOMIIO3ULIUU B BHJE OJHOKPATHOM HO3BI, coAaepskamed 75 Mr HUKIOCHOpPHHA A,
YeaoBeKy HaTomak, WA Cmax, IPSIMO NPOIOPIHMOHAIBHYIO YKA3aHHOHM, I OOIEeH I03bl,
OTJIMYHOH OT 75 M.

Bpemsi, 3arpaueHHOe Ha JOCTIDKEHHE MakCHManbHOW KoHUeHtpauuu (Tmax)
LUKIOCTIOpHHA A B IeIbHOM KPOBH, COOTBETCTBEHHO, IIpeACTaBlsieT co0OH OT
npuOIM3UTENEHO 3 10 MpubIm3uTenbHO 10 9acoB mocie nepopaIbHOr0 BBEASHNS KOMIIOZHUIIUH
B BHJE OJHOKPATHOW XO3bI YENOBEKY HATOIIAK. Tmax MOXKET MNPeACTaBIsATbH COOOU OT
mpubIM3UTENBbHO 4 4acoB 10 npuOIu3uTeasHo 10 4acoB WK OT NPUOTU3UTENBHO 4 4acoB 10

NpUOIM3UTENBHO 8 YacoB, WM OT NMPHOMUBUTENBHO S5 10 NPUOIH3UTENBRHO 6 YacoB IMOCIE
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nepopanpHOro  BBejeHMst  kommosummu.  Hampumep, Tmax  mpeacraBmsier  coboit
MPUOIU3UTENBEHO 5 YacoB, MPUOIH3UTENBHO 5,5 YacoB WM MPUOIM3UTENBLHO 6 JacoB.

Hzsectno, uro BHyTpuBeHHast (IV) nosza, cocraemsirommast 2 - 4 Mr/Kr/meHb
IMUKJTOCTIOPUHA SBJISICTCA 3(1)(1)6KTHBHOI>'I B JICUCHHUU ITAITUCHTOB C HGCHGI_II/I(l)I/I‘IeCKI/IM SA3BCHHBIM
koguroM (Lichtiger et al N. Engl J Med 1994, 330: 1841-1845). IV no3a, cocrasistomiast 2
MI/KT TPHOJTIKASTCS K J03€ IHKJIOCHOPHHA, COCTaBjsioIiel mnpubausureasHo 150 mr
(mpuHUMas, 4YTO CpemHsisl Macca Telda cocraBiser npubmmzmurensHo 75 kr). Kak
MPOWLTIOCTPUPOBAHO B pasiene mpuMmepo, Obuto obHapyxkeHo, uro AUC, sBistomasics
pesyasrarom 1V BBeaeHus muknocnopuaa B Buae Sandimmun™, sHaunrensHo Beime AUC,
SIBJISIOILEHCS] Pe3yIbTaTOM BBEAEHHS KOMIO3ZHIMI MOIU(DHUIMPOBAHHOTO BBICBOOOMKICHUS,
CoJiepKaIluX MOBEPXHOCTHO-AKTHBHOE BeliecTBO. [V BBeneHHe HUKIOCHOpHUHA 3 (PEeKTHBHO
npusogut k 100% cucremnoit 6uonocrynaoctu. CoorBercrseHHo, cpasHenne AUC mis [V
BBEJIEHUS C KOMIIO3MLUSMHU LUKIOCIOPUHA Ul MEepOpPATBbHOrO BBEAESHHUS, ONHCAHHBIMU B
HACTOSIIEM  JOKyMeHTe, O0eCHedMBaroT BO3MOKHOCTH  ONpeAeteHHus  abCOMIOTHOM
nepopansHoit buonoctynroctu (F%). Kak mponnmocTpupoBaHo B MpUMEpax, OMMCAHHBIE B
HACTOSIILEM JOKYMEHTE KOMITO3HMIUH LUKIOCHOPHHA OOECTeUnBAIOT HU3KYIO abCOTIOTHYIO
nepopansHyto duoxoctynHocts. F% paccuuteiBaroT myTem pacuera oTHocurensHoro % AUC
MOCJIE MEPOPaILHOro BBeAeHus 10 cpasueHnio ¢ AUC, nadiogaemoit nmocae IV Beexenus 2
mr/kr Sandimmun™. Crexyer moHumars, uto npu pacuere F% HeoOX0auMO MpUHHMATH BO
BHHUMAaHHE KOPPEKTHPOBKY Ha (axThuecKyo 103y uuknocnopuna. Hanpumep, ecmn AUC mist
NEPOPATBLHOTO BBEIEHUS SBJISIETCS MOKA3areneM, M3MEPEHHBIM IOCie OJHOKPATHOM O3B,
COCTaBJISIIOIIEH 75 MI LIMKJIOCHIOPHHA, OTHOCUTENBHEIH % HEeOoOXOIMMO YMHOXKHTE Ha 2 IUIst
KoMIieHcauuud Toro (akra, uro osddexrusHas obmas IV mosza cocraBmsia 150 wmr
LUKJIOCTIOPUH. AHAJIOTUYHO, €CIM NEPOPATbHO BBOAST J03y, COCTaBISIONIYIO 37,5 wmr
LUKJIOCTIOPHHA, OTHOCUTENBHBIN % HEOOX0IMMO YMHOKHTE Ha 4.

Kommosunus, coaepxamias OUKIOCIOPHH A, MoxkeT obecneunBarb aOCOIOTHYIO
OHONOCTYIMHOCTh LUKJIOCIOPHHA A TOCIE TepopaJbHOTO BBENEHUS KOMITO3HLIUH,
COCTaBISIIOILYIO0 MeHble ueM 15%, Hanpumep, menblie yeM 10%; HeoOs3aTeIbHO PH 3TOM
abcomoTHas OHOTOCTYITHOCTE cocTaBiseT oT 0,5% 10 15%, cootBercTBeHHO OT 1% 10 10%.

COOTBETCTBEHHO, KOMIIO3UIMSI BBICBOOOKIAET IMKIOCIIOPHH IO MEHbIIeH Mepe B
TOJICTOM KHIIIKE. KOMHOBI/ILII/ISI MOXKET TaKXKe BI:ICBO60)KZ[aTb LOUKJIOCIIOPHUH B APYTIUX YACTIAX
JKKT, nanpumep, B TBSHAAUATUIIEPCTHON KHUIIKE, TOIIESH KUIIKE W/ WK MOAB3I0MIHONW KHIITKE.

Tem He MeHee, COOTBETCTBEHHO, BRICBOOOXKIEHHE UKIOCHOprHA B BepxHuX oraenax KKT,
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TaKWX KaK ABEHAIIATHIIEPCTHAS KUIIKA M TOLIAS KWINKA, MHHAMH3UPOBAHO C TEM, YTOOBI
CHHM3UTh CHUCTEMHOE BO3JEHCTBHE UMKIOCIOPHMHA A W/WIM CHU3UTH MeETabOoIH3M
JIeKapCTBEHHOTO cpeacTBa ¢ moMoinbio P450. Ipoduias BEICBOGOK ISHHS LIUKIOCHOPHHA A U3
KOMITO3HUIIMA MOKHO OI[EHUTH MyTeM H3MEPEHHS BHICBOOOXKIECHHUS B WCIBITAHUM HA In Vitro
pacrBopenue. KoMmosumus,, coaepkamast UKIOCTIOPHH, MOKET BLICBOOOKIATh MEHBINE YeM
15% (uampumep, 0 - 10%) mukiaocmopuHa A uepe3 2 waca; BeicBoOOkmaer 10% - 40%
(nammpumep, 10% - 35%, unu coorBercTBeHHO 15% - 35%) nuknocnopuna A uepes 4 yaca; U
BBICBOOOXTaeT oT mpubnusurenbHo 30% 10 70% (Hanpumep, 40% - 70%) mukiocnopuna A
OT 4 yacoB 10 12 4acos, NpU U3MEPEHUHU B ABYXCTAAUWHOM UCIBITAHUM HA PACTBOPEHHUE C
ucronb3oBanreMm ammaparta Il cormacHo ®apmaxomee CIIIA co CKOpOCTBIO BpaIIESHHUS
JIomacTel, cocTaBisiFonIeit 75 00/MIH, U TeMIepaTypoii cpexbl pacTBOPEHHUSI, COCTABIISIOIIEH
37°C;, mpuueM ISl TEPBBIX 2 YAacCOB WCHBITAHWS HA PACTBOPEHHE Cpeda PACTBOPESHHUS
npencrasisier coboit 750 mn 0,1 H. HCL, u B 2 yaca k cpene pactBoperust 100aBisiroT 250 M
0,2M tpexocHoBHOrO (hochara Harpus, comepxaiero 2% SDS, u pH mosoasr 1o pH 6,8 (8
HACTOsIEM JOOKYMCHTEC J3TO MUCHBITAHUEC HA3bIBACTCS “I[BYXCTB,,Z[I/II\/'IHOG HCIIBITAHUC Ha
pacTBOpeHue).

KoMmmosunust Moxet BEICBOOOKAaTh MeHbIe ueM 20% mukiocnopuHa A yepes 2 vaca,
BbICBOOOXK TaeT 10 - 40% nukiaocmnopuHa A uepes 4 yaca; ¥ BLICBOOOKIAET IO MEHBIIEH Mepe
60% nwmkmocriopuHa A uepe3 12 wacos, Ipu W3MEpPEHWH B ABYXCTAIMWHOM HCIBITAHWM HA
pacrBopenue. Kommosuriust MOxkeT BRICBOOOKIATh MeHbIe ueMm 10% mukmocnopuHa A uepes
2 yaca; BeicBoO0kgaeT 10 - 30% nukmocnopuHa A yepes 4 gaca; ¥ BEICBOOOXKIAET IO MEHbIIEH
Mmepe 50% uuktocnopuHa A dyepes 12 4acoB, mpu U3MEPEHUH B ABYXCTAIMHHOM HCTIBITAHHN
Ha pacTtBopeHue. Kommo3umusi MOXeT BBICBOOOXKIATh OT npubmusutensuo 30 10
npubnu3uTebHO 75% mukmocnopuHa A oT 4 4acoB 10 12 4acoB B IBYXCTaAUNHHOM UCITBITAHUH
HA pPacTBOPEHHE, HAMpPHUMEP, KOMIIO3WLHS BBICBOOOKIAeT OT mpubmusutensHo 40 10
MpUOIU3UTENBEHO 75%, B YaCTHOCTH OT MPUOTU3UTENBHO 45 - 70% uknocnopuHa A OT 4 yacoB
a0 12 4acoB B [ABYXCTaIUHHOM HCOBITAHMM Ha pactBopeHue. Kommosuuusi MOXKeET
BBICBOOOXK ATk MeHbIne ueM 15% (manpumep, 0 - 10%) uukiocmopuHa A depe3 2 uaca;
BeicBOOOKTaeT 10% - 40% (mampumep, 10% - 35% wnu coorBerctBeHHO 15% - 35%)
LUKJIOCTIOpHHA A depe3 4 yaca; ¥ BEICBOOOKIaeT OT mpubam3utensHo 25% - 70% (Hanpumep,
40% - 70%) umknocrnopuHa A ot 4 wacoB 10 12 4acoB B ABYXCTAAMMHOM HCIBITAHHA HA

pacTBOpEHHE.
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Crenyer moHnMats, uro a1000i 3 ornensHeIx PK mapamerpos w/mim in vitro wim
Ipyrux mpoduiell BBICBOOOKICHHS, ONMCAHHBIX B HACTOSIIIEM JOKYMEHTE, MOXKHO
KOM6I/IHI/Ip0BaTI> C MpU3HaKaMy KOMITO3UITIUHU, OTHOCAIUMHUCS K KOMIIOSULUAM HUKJIOCIIOPHUHA,
OMACAHHBIM B HACTOAIIEM JOKYMCHTC, HApHUMEP, B OTHOIICHUU .]'IIO6OFO OAHOro HiIn
komOmHanun caexyromero. AUC; Cmax; Tmax; KOHIEHTpauus LUKIOCIOpHHA A B
CONEPKUMOM TIPOCBETAa KHWINEUHWKA, KOHIEHTparws mnukiocmopuaa A B Tkaau JKKT;
COOTHOIIICHNE IUKIOCIIOPHHA A B COAEPKUMOM IPOCBETa KUIIEUYHUKA K ITUKIOCIOPHHY A B
traHsx KKT; cooTHOmEeHne KOHIEHTPalUK IUKIOCTIOpUHA A K KOHLEHTPauuu MeTaboIuToB
LUKIOCTIOpHHA A B COOpaHHOM Kajie, COOTHOIICHHE KOHLEHTPALUH IMKIOCIOPHHA A BO
BHYTPUTOJICTOKHIIEUHOM Kajie K KOHIIEHTPAIMK LUKJIOCIOPUHA A B TKaHU TOJICTOH KHIIKH,
WA KOHIEHTpauWs LHUKIOCIOpHHA A B TKAaHW TOJACTOW KWImKA. B  kauectse
HEOrPaHWYMBAIOIIET0 NMpUMepa TakoH KOMOMHAIMM NMPU3HAKOB KOMITO3HLIUS, COAEP:Karast
LUKIOCTIOpHH A, obecneunBaeT COOTHOLIEHWE CpeAHeil KOHLUEHTpPAlWud IUKJIOCHOPHHA A K
KOHIIGHTpauuy MeTaboIuTOB MUKIOCHOpHHA A B 0Opasne Kajia OT YeaoBeKa, COCTABISIOLIee
Gompbire wem 12:1 mocie mepopasbHOTO BBEISHHS KOMIIOZWUIMU YelOBEKY, M TPH 3TOM
xommosunust obecrieunBaeT AUCo.inf, COCTABISIONIIYI0 MEHbIIEe ueM Npubamu3uTenbHo 450
Hr.w/M1, (Hampumep, oT mpubnusurensHo 140 mo mpubmmsurensHo 420 Hr.u/mi) mocie
NEPOPATBHOrO BBEACHHSI KOMIIO3ULMH B BHAE OJHOKPATHOW J03bI, coiaepxkamed 75 wmr
muktocropuaa A, genoseky Haromak, Wi AUC.inf, TPSIMO MPOMOPIIMOHATEHYI0 YKA3aHHOH,
st oOmeit 7103bl, oTMuHOM oT 75 Mr. HeoOs3areapHO yka3aHHAsT KOMITO3ULIAS MOJKET
BbICBOOOXKaTh O - 10% mukmocmopuHa A uepes 2 gaca;, 10% - 35% mukmocnopuna A uepes 4
yaca; 4 BeICBOOOKmaeT ot mpuOiusutenbao 40% - 70% mukiocnopuHa A ot 4 yacos 10 12
qacoB, IpHU U3MCPCHUU B ,Z[ByxCTﬂI[HfIHOM HUCIIbITAHUU Ha paCTBOPECHUE.

CorjacHo IpyroMy BapHaHTY OCYLIECTBISHHS KOMITO3UIUS BhICBOOOXKAaeT 0 - 10%
UKI0CTIOprHA A uepes 2 yaca; ¥ BeicBoOoxkaaeT S50 - 100% nukiocnopuHa A uepes 12 yacos,
IIPY U3MEPEHUH B ABYXCTAJUHHOM HCIBITAHUH Ha pacTBopeHue. CoriacHo JpyroMy BapuaHTy
OCYIIECTBIEHUSI KOMITO3UIUSI BBICBOOOKAaeT MeHbine ueM 20% mukmocnopuHa A uepes 2
yaca; BelcBoOokIaeT 5 - 40% muxitocriopuHa A depe3 4 yaca U BEICBOOOXKIAST MO MEHbILEH
Mmepe 50% nuknocnopuHa A 4epe3 12 4acoB, MpH U3MEPEHUH B ABYXCTAIUHHOM UCTBITAHUU
Ha PaCTBOPEHUE.

Hpezlnonara}oT, YTO OIMUCAHHBIC B HACTOAIIECM JOKYMEHTEC KOMITIO3UIIUU NUKTIOCIIOPHUHA
00ecTeunBaOT CXOAHBIC WM HOBBILICHHBIE CONSPKAHUS UKIOCIIOPHHA A B TKaHH TOJICTOH

KHIIKH 110 cpaBHeHH0 ¢ IV BBeaenunem Sandimmun™, HO ¢ NOBBIIIEHHOH KOHLEHTpaLUeH
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LUKJIOCIOPUHA A BO BHYTPHUTOJCTOKHIICUHOM Kajl€ KaK pPE3YyJbTaT JOKAILHOIO
BBICBOOOXKIEHUS! LUKIOCMOPUHA HANPSIMyI0 B TOJICTYIO KHIIKY. [IpeamonararT, dTO
OTHOCHUTEJIBHO BBICOKAasl JIOKaJIbHaslT KOHLCHTpalusl LUKIOCIIOpUHA B TOJCTOM KHIIKE
obecrieunBaeT OnaronpusTHele TepaneBTUISCKUE PP EKTHL

OnucaHHasi B HACTOSILIEM JOKYMEHTE KOMIIO3ULMS, COAEpKallasi LUKIOCIOPUH A,
MOkeT o0ecrmeunBaTh COOTHOIIEHHE CpeqHel KOHUEHTpPAUWW LHKIOCHOpHHA A,
MPUCYTCTBYIOIIETO BO BHYTPUTOJCTOKUIIEUHOM Kajle, K CcpeaHed KOHLEHTpaluu
LUKJIOCTIOPHHA A, MPUCYTCTBYIOMIETO B TKAHM TOJCTONH KWIIKHA Y TMALUEHTa - B3POCIIOTO
YEJIOBEKA TOC/IEe MEePOPATHHOrO BBEASHHSI KOMITO3HIIMY, COCTABIISIIOINEE OT MPUOIU3UTETBHO
50:1 mo mpubnusurensao 500: 1, HeoOs3aTenbHO OT MpuoIM3UTEILHO 80: 1 10 MPUOIU3UTETBLHO
300:1 wnmu HeobOszarenmpHo mnpubmusutensHo 100:1 mo mpubmusurensHo 250:1; mpuuem
KOHIIEHTPALMIO MUKIOCTIOPUHA A U3MEPSIIOT B 00pasiax BHYTPHUTOJCTOKHUIIEYHOTO Kajla U
TKAHU TOJCTOW KHILIKH, B3STBIX IO CYIIECTBY OJHOBPEMEHHO uepe3 4 - 6 4acoB MOCie
NEPOPATBHOrO BBEAEHUS NOCAEIHEN J03bI IEPOPATBHON CXEMBI MPUEMa KOMITO3ULIMU OJH Pa3
B ICHDb, IIPUUCM CXEMa NpUueMa Impeay CMarpuBacT nepopajlbHOEC BBEACHUEC KOMITOZUIIUKU OJUH
pa3 B JeHb B TeueHue cemu aHell. HeoOs3aTenbHO nepopaibHas cXxeMa nprueMa KOMIO3HUIIUN
OJWH pa3 B JAeHb oOecreunBaeT OJHOKPATHYIO €XKEIHEBHYKO M03Yy, COCTABJSIOMIYIO 75 Mr
mkaocnoprina A. TeM He MeHee, MOKHO BBOAWUTH JPYTHE AO3bI, HAPUMEP, JIOOBIE TO3BI
LIUKIOCIIOPUHA, OMMCAHHBIE B HACTOSIIEM TOKYMEHTE, BKIIOUasi B ceOst Oe3 orpanuueHust 37,5
Mmr win 150 mr oauH pas B AeHb. HeoOs3aTenbHO cXeMa MmpreMa MOJKET MPeaCTaBIsITh co00it
CXeMy IpueMa Ba pa3a B J€Hb B TEUCHHE CEMHU JHEN, HarpuMep, 37,5 Mr ABa pasa B A€Hb, 75
MT JBa pasa B JeHb wiu 150 mMr aBa pas3a B A€Hb.

Ccpuika B HacTOSIIEM JOKYMEHTe Ha oOpasen, coOpaHHBII “TIO CYIIECTBY
OJHOBPEMEHHO O3HAUaeT, 4To 00pa3ubl MONYyYarT OJIM3KO K OJHOMY MOMEHTY BpPEMEHH,
HampuMmep, o0pas3lbl TKAHW TOJICTON KHUINKA W/WIA BHYTPHUTOJCTOKHIIEYHOTO Kajia W/YTH
KpPOBH MONYUAIOT B Mpeaenax mpuOan3uTenbHo 2 yacos, 1 yaca win 30 MUHYT ApPYT OT Ipyra,
COOTBETCTBCHHO, 06pa3u1>1 MOJIy4arOT B OAUH U TOT K€ MOMCHT BPEMEHU.

B omiMume OT KOMIIO3UIMI COTJIAaCHO HACTOseMy wu3o0pereHur0 IV BBeneHue
muKIocnopuaa B BuAe Sandimmun™ mpuBOAMT K MOHMKEHHOMY COOTHOIIEHHIO CpexHeit
KOHIIGHTpAalNY ITUKIOCHOPHHA A, TPHUCYTCTBYIOIIETO B BHYTPUTOJICTOKHIIEYHOM Kaje, K
CpenHel KOHIIEHTPALMHN UKIOCTIOpHHA A, IPHUCYTCTBYIOIIEr0 B TKAHU TOJCTOH Kumku. Kax

ONPOWJLIIOCTPUPOBAHO B IMpUMEpAX, €CJIW MalUCHTBI MMOJyYalIn JIEYECHUE C TMOMOIIBIO



Sandimmun® IV (2 mr/kr), BBoAuMOro B Bujae nH(pY3uu B TeueHne 24 1acoB (2 MI/Kr/AeHs),
HAOIIIOJa/TH COOTHOILIEHHE, COCTABJISIFOIIEE IPUOIU3UTENBHO 3:1.

COOTBETCTBEHHO, MPEAIOJNAralOT, 4YTO ONWCAHHBIE B HACTOSIIEM JOKYMEHTE
KOMITO3UIIMN LUKIOCIOPHUHA IS MEPOPATBHOTO BBEACHHUSI O0ECIEYMBAKT OTHOCHUTEIBHO
BBICOKME KOHLEHTpAlUd B TKAHW TOJCTOM KHIIKM 0O cCpaBHeHHIO C [V BBegeHuem
SKBHBAJIEHTHOH 103bI HUKIOCHOPHHA (HampumMep, B Buae Sandimmun™ [V).

KoMmmozumust, comepskaiasi MUKJIOCIIOPUH A, MOXeT 00ecleyrBarh KOHIEHTPAIHIO
LUKIOCTIOPHHA A B TKaHH TOJICTOM KHIIKH, COCTABJISIONILY IO [0 MeHbIIel Mepe 250 Hr/T mocie
NEPOPaIbHOrO BBEACHHSI KOMIIO3HIIMK YEIOBEKY, HapuMep, o MeHbien mepe 300, 350, 400
win 450 ur/r. COOTBETCTBEHHO, KOMIIO3UIMSI MOKET 00eCHneunBaTh KOHIEHTPAIHIO
LIUKIOCIOPHHA A, COCTaBISIONIY0 mpudausutenbao 250 - 6000 ur/r, Hanpumep, 400 HI/T -
6000 =r/r, 500 - 5000 ur/r, 600 - 4000 =r/r wix 600 - 2000 HI/T. B 4acTHOCTH, KOMITO3HIIMS
obecneunBaeT KOHIEHTPAIMIO UKIOCTIOPUHA A B TKAHH TOJCTON KHIIKH, COCTABJISIONIYIO OT
npubausurensHo 1000 xo mpubnusutensHo 1500 |/, Hampumep, npudauzutensHo 1200 HI/T.
COOTBETCTBEHHO, KOMITO3MIHSI TPEIyCMOTPeHa Ui MepOpaIbHOTO BBEASHUS  IUIS
obecnieueHns eXXEAHEBHOW JO3bI MUKIOCIOPUHA A B Tpelenax IUama3oHOB, ONMUCAHHBIX B
HACTOSAIIEM JOKYMEHTE, COOTBETCTBEHHO, OOIIeil eKeIHeBHONH O3l B  IUANA30HE,
cocrasisroieM 15 - 300 mr muknocnopuna. HeoOs3areapHO KOMIO3ULUS 00ECeunBaEeT 103y,
KOTOpAast MOXKET COCTABJIATE 37,5 mr, 75 mr wim 150 Mr nukIocnopruHa A OJVH WK Ba pa3a B
JI€HB.

OnucanHble BbIIE OOpaslbl TKAHH TOJNCTOW KHINKH MOXKHO TIONYYHTB C
HCTONIb30BAHUEM OOIIENPHHSATHIX CIOCOO0B, Hampumep, myTem 3abopa oOpasna TKaHH BO
BpeMs SHIOCKOINH, KaK OMHUCAHO B MPUMEPAX B HACTOSIIEM JOKYMEHTE.

Kax onmcaHo BbIIIe, KOMIIO3ULIMU, COACPAKAIINE LUKIOCIOPUHA A U MOBEPXHOCTHO-
AKTHUBHOE BEILIECTBO, IPUUYEM IOBEPXHOCTHO-AKTUBHOE BELIECTBO COACPXKHUT WU
npeacTaBisieT co0oi MOHO- WIH JUITHLEPUA CPEAHELENOUeYHON WM JJTMHHOLENOYEUHOM’
JKUPHOH KHCTOTHI HJIH UX KOMOHHAITUIO, MOXKET HHIMOUPOBaTh MeTaboIH3M LHUKIOCHOpUHA A
¢ nomoupro  P450. Takue KOMIO3MLIMM  MOXHO NPUMEHSTH A MOJIYYSHHS
MOTU(UIIMPOBAHHOTO BEICBOOOK ASHHUS IUKIOCTIOpHHA B HIDKHHX oTaenax XKKT, kak onmrcaHo
BhImle. Tarwke MpenyCMOTPEHBI TaKHe KOMIO3WLWU IS BBEJIEHUS LUKIOCIIOPUHA B JIOOYIO
yacte JKKT, Hampumep, 1BeHAIUATUNEPCTHYIO KUILIKY WX TOLIYIO KHUIIKY, KaK, HApUMED,

KOMITO3HUIIHUSI HEMEAJICHHOI'O BLICBO60)I(I[€HI/I$I. KOMHOSI/ILII/II/I MOTYyT CHHXKATb CKOPOCTH H/Wn
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cTeneHp MeTabonM3Ma LUKIOCIOPUHA W TEM CaMbIM  MAKCHMH3HUPOBATh KOJUYIECTBO
uuknocnopuHa B XKKT.

CorjacHO MOTIOJIHUTEIBHOMY MPU3HAKY HACTOSIIET0 HM300peTEeHHs IMpeayCMOTpEHa
KOMITO3UIIUSL, COAEpIKAIAsl UKIOCIOPHH A ¥ MOBEPXHOCTHO-aKTHBHOE BEIIECTBO, MPUUYEM
MOBEPXHOCTHO-AaKTHBHOE BEIIECTBO COASPKUT MIH MpPeacTaBiseT co0oif MOHO- WiH
JUTTHLOEPUT CPEeTHENeNnouYeyHo WM JIMHHOLEIOYeUHOH JKHPHOW KHCIOTBI WIH WX
koMOuHaIu. COOTBETCTBEHHO, KOMITO3UIUSI HE COAEPKUT WM HE MNPEACTaBIseT COOO
MPOCTOMN WM CIOXKHBIN 3(up mOMudTHIESHIIHKOIs1. COOTBETCTBEHHO MOBEPXHOCTHO-AKTHBHOE
BEIIECTBO MPHUCYTCTBYET B KOJMWYECTBE, COCTABJISIFOINEM IO MeHbInel mepe 6% mo macce
KOMITO3ULINY, HampuMep, mo Menbinel Mepe 10%, mo MeHbmeii Mepe 15% wim mo MeHbIei
Mepe 20% mo Macce kommo3uuud. HeoOs3aTrenbHO NOBEPXHOCTHO-aKTUBHOE BELIECTBO
MPUCYTCTBYET B KOJMUYECTBE, cocTaBisiroiieM oT 10 xo mpubnuzurensro 50% 1o macce.

KoMmo3unust  cormacHO 3TOMYy — acleKTy HACTOAIIer0 H300pETeHHUs  MOXKET
JOTIOTHUTENBHO COAEPKaTh MACISHYIO (hasy, HampuMmep, JroOble MacsiHbIe (pasbl, ONHCAHHbIE
B HACTOSIIIEM JOKYMEHTE.

LIMKIOoCIOpHH  MOMKET SBISTBCS YACTHYHO WM TMOJHOCTHI) PACTBOPEHHBIM B
koMro3unusaX. COOTBETCTBEHHO, IHUKIOCHOPHUH SIBJISIETCS TOJHOCTBIO PACTBOPEHHBIM B
KOMITO3HLIAH.

KoHkpeTHast KOMIIO3UIIUSI COAEPKUT CIIENY FOIIEE:

(1) 10 - 60 gacreit nukIOCTIOpUHA A

(i1) 5 - 40 gacreli TPUTHLEPUAA CPEAHELENOUSUHOW JKUPHON KHUCIOTHI, HAIPUMeE,
KaIpUIOBOT0/KATPUHOBOTO TPUTTIMLIEPUA,;

(ii1) 10 - 50 gyacreii MTOBEPXHOCTHO-AKTUBHOT'O BEIIECTBA, U

(iv) O - 60 gacreii pacTBOpUTEIISL;

MpUYeM BCE YaCTH MPEACTABISIFOT COOOH JacTH mo Macce, u cymma Jacreit (i) + (i) +
(iii) + (iv) = 100.

Jpyrast KOMIIO3UIHS COAESPIKUT CIIEY IOIIIEE:

(1) 10 - 40 gacreit nukIOCTIOpUHA A

(i) 5 - 25 wdacreil TPUINTHLEPUIA CPEIHELCTIOUSTHOH JKUPHOH KHCIIOTHI,
KaIpUIOBOT0/KATPUHOBOTO TPUTTIMLIEPUA,;

(ii1) 15 - 30 gyacreii MTOBEPXHOCTHO-AKTUBHOT'O BEIIECTBA, U

(iv) 10 - 60 yacreii pactBoputens (Heobs3aTeapHo 20 - 40 vacTeit win 25 — 30 yacreit

pacTBopuTeNb), HanpuMep, 2-(2-3TOKCHITOKCH)3TAHONA),
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MpUYeM BCE YaCTH MPEACTABISIIOT COOON YacTH mo Macce, u cymma vacreit (i) + (i) +
(iii) + (iv) = 100.

HeoOsi3aTenbHO COMTACHO HACTOSIIEMY aCMEKTy MOBEPXHOCTHO-AaKTHBHOE BEILECTBO
BEIOpAHO u3 [IMLEPUIKANPUIATA, TIIULepUIIKanpara, [IIUIE PUIMOHOOJIeaTa,
[IULEPUIAN0JIeaTa U IITULUEPUHMOHOINHOIEATa WA UX KOMOMHALINN.

KoMno3unuyn DOUKIOCHOPHHA COIJIACHO HACTOSIIEMY AaCHeKTy MOKHO BBOJIUTH
MePOpPATEHO, HAapUMep, Ui OOeCIeYeHUs] KOMIIOZUIMU HEeMEIJIEHHOTO BBICBOOOKIEHHUSL.
Kpowme toro, npexycmorpeHo BBenenue kommosunmu B JKKT pexkraasHO, Hampumep, B hopme
KJIM3MBI WIH CyNmo3uTOpusl. Takke MpexyCMOTPEHBI IPYyTHe MyTH BBEACHUSI KOMIIO3ULIUH,
HanmpuMep, KOMIO3UIHI0 MOKHO BBOAuTh Hampsmyr B JKKT, ¢ momompbio, Hampumep,
WHTPaAy OI€HATFHOTO BBEICHMSI, BBEACHUS B TOLIYIO KUIIKY WM BBEACHUS B ITOIB3IOIIHYIO
kuiiky. Takue myTH BBeIEHHUS! 00E€CTIEUMBAKOT BO3ZMOMKHOCTE TOTO, UTO KOMIO3HIIUS MHHYET
kenyaok (m HeobOs3arenpHo apyrue vactu JKKT) mas A0CTaBKM K KOHKPETHBIM MECTaM B
umwkHuX otaenax JKKT. Yka3aHHble yTH BBEIAEHUS MOKHO OOECIIEUUTD C HUCIOIb30BAHUEM,
HAIpUMED, MOAXOAsIIel TpyOku ¢ BeIxogoMm B TpeOyemom Mmecre B mpenenax JKKT.
Co0TBeTCTBEHHO, TPYOKY BCTABISIIOT mepopaibHO wiu HazambHO B JKKT. AjbTepHaTUBHO,
BBEIEHHE MOXKHO OO0ECIEUnTh ¢ TOMOIIBI0 JKeIyJouHOW TpyOkm, wiu TpyOKwm uist
HENpepLIBHOU WM NMPEPLIBUCTON UPECKOKHOM dHI0cKommueckol ractpoctomun (PEG). PEG
MpeacTaBiIsieT COOOH HHAOCKONMMYECKYH MEIWIUHCKYI) MTpoLeaypy, HIpH KOTOPOM
Tpybka (Tpy6ka PEG) mpoxoauT K KelyZOoK MalueHTa uyepe3 OpIOIIHYI0 CTeHKY. Y Ka3aHHbIH
croco0 BBEASHUS MOKET SIBJISITHCSI OCOOESHHO IO AXOISIIIAM TSI TALIUEHTOB, KOTOPBIE HE MOTYT
MPUHUMATh JIEKAPCTBEHHOE CPEACTBO MEPOPATBHO BCIEACTBHE, HAMpUMeEp, AUC(arid Wi
BO3EHMCTBUS CETaTUBHOIO CPEJCTBA.

CornacHo JOMONHHUTETBHOMY AacleKTy HACTOSIIero W300peTeHus HpeayCcMOTpEeHA
ONMCAHHASI B HACTOSIIEM JOKYMEHTE KOMIIO3ULHUS [JIsi IPUMEHEHUS B KaueCTBe
JIEKAPCTBEHHOTO cpeacTtBa. Kommozuumsi MoOKeT coAepkaTb IO MEHbIIed Mepe OAuH
JOMONHUTEIbHBIM  aKTHBHBIA HMHIPEIUEHT, HampuMmep, MO MeHbIIed Mepe OauH
JIOTIONTHUTENBHBIE MMMYyHOJenpeccanT. B wacTHocTH, mpenycMOTpeHa KOMIO3MLUS IS
MPUMEHEHNS B JiedeHnH, Hanpumep, npoduiaxtuku cocrosaust XKKT. Kommozummst Moxer
ObITh TpenyCMOTpeHa Uil TPUMEHEHHs B JIEUEHHU CJIEIYIOLIEero. BOCHIATHTEIbHOE
3a0oneBaHre KUIIEYHUKA, CHHAPOM pPa3ApaXeHHOro KHINeuHwka, Oone3nbs KpoHa,
Hecnenu(pUUuecKuil I3BEHHBIN KOJUT, IETHAKUS, PeaKlusl «TPAHCILIAHTAT MPOTHB XO3SHHAY,

peaknusl «TPAHCIUIAHTAT HPOTHUB XO3SMHA» KEJTy JOUHO-KHUIICYHOT'O TPAaKTa, raCTPOSIHTCPUT,
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JIYOJEHUT, EIOHUT, WIEWUT, MeNnTHYecKas s3Ba, Tpoduueckas ocrpas s3Ba Kypiuera,
anMmeHJUINT, KOJUT, TCEBAOMEMOPAHO3HBIH KOIUT, OUBEPTHKYJE3, IUBEPTHKYIIHT,
BOCIIAJIEHUE HIEOAHATHHOTO0 KapMaHA, KOJUTAreHO3HBIM KOJIHUT, MHUKPOCKOITMYECKHUA KOJHT,
JUAPEeHbIA KOIUT, 3HAOMETPHO3, KAPLIMHOMA U aJ€HOKAPLIMHOMA TOJICTOA U MPSIMOU KUIIKH.
KoMmmozunust Takke MOXKeT ObITh MPeayCMOTpPEHA A1 MPUMEHEHUS B JICUSHHH MPOKTHTA.
Kommosunus MokeT ObITh MpenyCcMOTpeHa Il MPUMEHEHNS B MPOPUIAKTHKE WK JIEUEHUH
MIEPBUYHOTO CKJIEPO3HUPYIOMIET0 XOJAHTUTA, CEMEHHOTO aJeHOMATO3HOTO IIONWII03a WA
nepuaHanbpHOM 0onesnu Kpona, Bkouas B ce0sl mepraHaibHy 0 (QUCTYITY.

CoracHO BapHaHTaM OCYIIECTBISHHUS, B KOTOPBIX (hapMarieBTHUeCcKast KOMIO3HIIUS HE
COJIEPIKUT BTOPYIO ODOTOUKY, KOMITO3ULHMSI MOXKET ObITh MPexyCMOTPEHa JUisl MPUMEHEHUS B
JICUCHHUH COCTOSIHI/II>'I, KOTOPBIE MOPAKAKT TOHKYIO KHUIIKY. Taxwne KOMITO3UIIUU MOT'YT SIBJISITBCA
CHOCOOHBIMHU BBUICYHUTH COCTOSIHUS, BeIOpanHbie u3 nenuakuu, GVHD wmu 6onesnun Kpona.

CormacHo HacTosmeMy H300pETeHHI0 IOMOJHHUTENBHO IPEeayCMOTPEH Ccrocod
BBEJIEHUS IUKIIOCTIOPUHA CyOBEKTY, Mpeay CMaTPHUBAIOIININ epopaibHOe BBEAEHHE CyOBEeKTY
KOMITO3HUIIHUH, OIMCAHHOH B HaCTOSAIEM TOKYMEHTE. CHOCO6 MOJKHO IIPOBOJUTE ITPU JICUCHUH,
HanpuMep, mnpodunaktuke 3aboneBaHus. CyObekT MOXeET HpeACTaBlIsiTh  CoOOoi
MJIEKOITUTAOIIETO, B YACTHOCTH YENIOBEKA. TakiKe MpeayCMOTPEH Coco0 JIeUSHHsI COCTOSTHUS
XKKTy cyObekra, IpeanoYTUTENLHO Y€T0BEKA, HY K IAOMIErOCs B 9TOM, IPEIy CMATPUBAIOIIIHH
MEPOpaIbHOE BBEJASHUE MIIEKOTMTAIOIIEMY TeparneBTHueckd 3((HeKTHBHOr0 KOJIHUECTBA
KOMITO3ULIUK, OMUCAaHHOW B HacrosmeMm nokymenrte. Cocrosinus JXXKT, koTOpble MOXKHO
JISYATH WK B OTHOIIEHUH KOTOPBIX MPOBOIUTH MPO(UIAKTHKY, BKIFOUAIOT B Ce0sI COCTOSIHUS,
PACKPBITHIE B HACTOSIIIEM JOKY MEHTE.

CornacHo JOMOTHUTENLHOMY AacCHeKTy HACTOSILEro W300peTeHus MpenyCMOTPEHO
NPUMEHEHHE ONMUCAHHOM B HACTOSIIEM JIOKYMEHTE KOMIIO3UIMH UISI TNPUMEHEHHs B
MMPOU3BOACTBE JIEKAPCTBEHHOTO CPEACTBA A1l JISUSHHUSI, HATPUMeEP, MPOPUITAKTHKHI COCTOSHHS
KKT. Cocrosiaust JKKT BKIIOUAIOT B ce0sl T€, KOTOPBIE PACKPBITHI B HACTOSIIEM JOKYMEHTE.

CormacHo HacTosieMy H300pPETEeHHIO TakkKe MPeayCMOTPeH cmocod JedeHus
COCTOSIHYSL, BLIOPAHHOTO M3 CIEAYIOIIEr0: BOCIATNTENbHOE 3a00IeBaHIe KUIIeUHHKA, O0JIe3Hb
pa3apakeHHOro KHIeuHnKa, 0o1e3Hs KpoHa, Hecrierudpruueckuii SI3BEHHBIN KOJHUT, HEeTHAKUS,
peakuus «TPaHCIUTAHTAT TPOTHB XO3SMWHAY», pPeakmusl «TPAHCIDIAHTAT IPOTHUB XO3SIMHA»
JKEITYy JOYHO-KHUINCYHOT'O TPpaKTa, TaCTPOIHTEPUT, IyOACHUT, CFOHUT, UJICUT, NECNITUICCKA SI3Ba,
Tpoduueckast ocrpast s3Ba KypnauHra, anmeHAMIUT, KONHT, MCEBIOMEMOpPAHO3HBIN KOJHT,

AUBCPTUKYJIC3, OUBCPTUKYJIUT, KOJIJIareHO3HBIH KOJIUT, OSHIAOMETPHUO3, KapOouHOMa H
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aJCHOKAPLMHOMA TOJCTOM W MPSIMOW KHWIUKH, MPHYEM CHOco0 MpeaycMaTpUBaeT BBEICHUE
(bapmareBTHIECKOI KOMITO3UINH COTTIACHO HACTOSIIIEMY H300peTeHHIO.

CoracHo IpyroMy acheKkTy HacTOSIIIero n300peTeHHus Mpeay CMOTPEH CIOCco0 JeueHust
COCTOSIHHSL, KOTOPOE MOPAKAET TOHKYIO KUIIKY, MPHYeM Ccriocod mpeny cMarpuBaeT BBEICHHE
KOMITO3MIIMH COTJIACHO HACTOSIIIEMY M300pETEHHIO, KOTOPasl HE COAEPKHUT BTOPYIO 000TIOUKY.
CoCTOSIHIS] TOHKOM KHIIIKH MOXHO BBIOparh u3 ueanakuu, GVHD wmu Gone3nn Kpona.

CornacHO acmekTy HACTOSIIIEr0 W300peTeHHsT MPEAyCMOTPEH CHoCco0 MOy YeHus
JKUIKOW KOMITO3WIMHK, MPUYEeM CHoco0 MpeaycMaTpUBAeT CMEIIMBAHWE MACISHOH (as3bl ¢
BOAHOH (ha3oli, coxeprkamiel 0oOpa3yIOUIMA THAPOTeIs MOJUMEP, MpUYeM MaciasHas ¢asza
COJIEP>KUT LIUKJIOCIIOPHH B PACTBOPE U COAEPKUT ITOBEPXHOCTHO-AKTHBHOE BELIECTBO, KOTOPOE
npeacTaBisieT co0o MOHO- WIH JUTHLEPUA CPEIHELEeNOUevyHON MM JJIMHHOLENOYSYHO’
JKUPHOM KHUCIOTHI WIM MX KOMOHHAIMIO, MPHYEM NOBEPXHOCTHO-AKTHBHOE BELISCTBO HE
COJICP)KUT WM HE MPeACTaBsieT coO0H MPOCTON W CIOKHBIN 3(UP HOMUITHICHT TUKOISL.

HeoOsi3arenpHo Maciasiayio (pasy u BOAHYHO (pasy CMEIIMBAIOT B COOTHOIIEHHH
MacJIsiHOM (hasel K BOAHOM (haze, cocrapisitoriieM oT 1:2 1o 1:12, neoOsi3arenpro ot 1:4 10 1:10,
ot 1:4 no 1:8, manpumep, 1:5 wmm 1:7.

Cnoco®0 MOXET JONONHUTENBHO IPEeNyCMarpuBaTh CTAAUI0 HWHHULHAHAPOBAHUS
3aTBEPEBAHUSI SMYIbCUHL.

Crnioco0 MOKET TOMOTHUTEIBEHO PEAY CMATPUBATE CTAIHIO!

HaHeceHWsI Ha cepAaueBuHy o0onouky, coxepxameidd HPMC, mpuuem yBennueHHe
Maccel 3a cuer obonouku cocrasisierT 0,5% - 20% maccel dpapMalieBTHUECKOW KOMITO3HIIIHL
CepaueBnHa MOXeET cojaep:kaTh (apMaleBTUYSCKH AKTHBHBI HHIPEIUSHT M MOXKET
MPECTABISITE COOOH CepALEBUHY, KaK OMUCAHO B HACTOSIIEM ONMCAHUN H300peTEHHS.

JomonHUTENbHOE NPEUMYLIECTBO HACTOSIIIEH 3asBKM MOXKET COCTOSITH B TOM, UTO
KOMITO3HILIMSI, PACTBOPEHHAsI B Cpele PacTBOPEHMs], JaeT HAa BBIXOAE OXHOPOAHBIA pa3Mep
Kalenb ¢ HU3KOH HONMMAWCIEPCHOCTBIO IO CPABHEHHIO C COCTaBAMH C JIPYTHUM IE€PBBIM
MOBEPXHOCTHO-AKTUBHBIM BEIICCTBOM.

COOTBETCTBEHHO, MpPEeIyCMOTPEHAa KOMIIOZHIHMS, COJEpKAIas LUKIOCIOPHH,
00pa3yoILIyl0 THAPOTENb IMOJUMEPHYI0 MATPHUIy, IOBEPXHOCTHO-aKTHBHOE BELIECTBO H
MaciIsHyIo (asy, AUCTIIEPrUpOBAHHYIO B OOpasylomed TIHaporetb MOJMMEPHOH MaTpHue,
MPUYEM MOBEPXHOCTHO-AKTHBHOE BEIIECTBO MPEICTABISIET COOOM WIN COIEP:KUT MOHO- HJIH
JUTTALEPH] CPEAHELeNoYeuyHOH WIM JJIHHHOLENOYEUHOH KHUPHOH KHCIOTBI WM HX

KOMOMHALIMIO M HE COJCP:KUT WM HE IpeAcTaBisieT coOOi MpocTOoi WM CIOXKHBIA 3(up
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MOJTMA THISHITIUKOISL, TPUYEM KOMITO3HLKS BBICBOOOKIAET KAILTH C OJHOPOAHBIM Pa3MEpPOM.
Heobsi3aTennbHO  Kammm  MOTYT — XapakTepU30BATBCS  HHU3KOH  IOJUIHCHEPCHOCTHIO.
HeoOsizaTenbHO OTHOPOIHBIM pa3Mep MOXKET MpPeCcTaBisATe co0oil pasMep Karens,
COCTaBJISIFOINUE OT MpUOTU3UTENBHO | HM 10 npubau3uTenbHo 350 HM.

Pasmep kamens MOXKHO BBIOpaTh M3 CIEAYIOLIETO: OT NMPHOMM3UTENBHO 20 HM 70
npubausuTensHo 350 HM; or mpubnusurenbHo 20 HM g0 mpubmuzurensHo 300 HM; OT
npubmusurensHo 20 HM po mpuOmuzurensHo 250 HM; oT mpubmmzurensHo 100 HM 710
npubmusurensHo 350 HM; oT mpubnmsurensHo 100 HM mo mpubnmsurensHo 300 HM; OT
npubmusurensHo 100 HM 1o mpubmmsurtensHo 250 HM; oT mpuOmuzurensHo 100 HM 710
npubausurensHo 200 HM; OT mpubamsurensHo 150 HM g0 mpubnmzurensHo 250 HM; OT
npubmusurensHo 150 HM no mpubnmsutensHo 200 HM; OT mpuOmu3uTensHo 150 HM 710
npubmusurensHo 350 HM; U ot npudiausutensHo 150 HM 10 npubnusutensao 300 aM. Pa3mep
Karenp NpeArouTHTENEHO MOYKHO BRIOpaTh U3 Cileaylomero. ot npubamsurensHo 20 HM 10
npubausurensHo 250 HM; oT mpubmusurensHo 100 HM 10 mpubmusutensHo 250 HM; U OT
npubausurensHo 100 HM 1o npubnamzurensHo 200 HM.

Pasmep kamenb MOXXHO U3MEPUTD C HCIOJIb30BAHHEM AUHAMUYECKOTO PACCESHHSI CBETA.
OKCIIEPUMEHTHl [0 IUHAMUYECKOMY PACCESHHI0 CBETa NMPOBOMWIN C IOMOIIBIO AHATH3A
’KUAKOH Cpefpl, MOTyYeHHOU cieayrommM obpa3oM. MuHHChEpHI COrTacHO HACTOSIIEMY
uzobperennto (0,5 1), comepkane Capmul GMO-50 B kauecTBe MEPBOTO MOBEPXHOCTHO-
AKTUBHOTO BEHIeCTBa, JO0ABIS/IM B XUMHYECKMH CTakaH, coaepkammii 50 T
JENOHU3UPOBAHHON BOABL COAEPKUMOE XMMHMUYECKOrO CTAaKkaHa NepeMmemuBanud npu 250
00/MuH u ipu 37°C B TeueHue Bcero uccienoBanus. OOpa3ubl COAEPKHUMOTO0 XHMHUIECKOTO
crakaHa orOupaju uepes 0, 1, 2, 3, 4, 5, 6 u 24 yaca. OOpasibl COAEPKUMOTO XUMHUECKOTO
cTakaHa (UIBTPOBaIM uepe3 (UIBTPEI C pazmMepoM mop, cocTapisommM 0,65 MM
(uentpudy:xueiii punetp Merck Millipore Ultrafree-CL Centrifugal Filter). Pazmep uactun u
3eTa-MOTEHIMAT M3MEpsUyIM  C MCIOJIb30BAHMEM HAHOAHAIM3aTopa pa3Mepa YacTHIL,
MOJIEKYJISIPHOM MacChl U A3era-noreHimaaa Malvern.

Hns onpeneieHHBIX AKTHBHBIX HHI'PEAMEHTOB MOXKET SIBISTHCS IKelaTelbHbIM
OTPAaHWYNTL WM OTCPOUYUTH BBICBOOOXKAEHHE AKTHBHOI'O Havajga W3 KOMIIO3UIMH, IOKA
KOMIIO3uLMsl Ipouaer depes kenyaok u BepxHue orzaens! JKKT. Kommosumum cormacHo
HACTOSIIEMY H300PETEHUIO, COASPIKAIIME BTOPYIO ODOJIOUKY, MOTYT SIBISTBCS OCOOEHHO
MOAXONSIIMMH JJIsl TakKuX NpuMeHeHuil. Bropas oOomouka neiicTByeT Iasl TOro, 4YTOOBI

OTCPOYHUTH BLICBO60)I(I[6HI/IG U3 KOMIIO3ULHWHU, IPU 3TOM HNPUCYTCTBUEC 000JIOUKH COTIACHO
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HacToseMy n3obperenno (Hanpumep, HPMC) yBennuuBaer KOJIMIeCTBO BEICBOOOKIEHHOTO
AKTHBHOTO HAUasla, KOTAa KOMIO3UIMS BBICBOOOXKIAET aKTHBHOE HAYAIO B HIDKHHUX OTJENax
JKKT. Teprox oTcpouku n0 BEICBOOOXAEHHSI aKTHBHOTO HAYajia B Pe3yJbTare MPUCYTCTBHUS
BTOPOI 000I0UKH MOKHO OTPETYJIHPOBATE C TOMOIIBI) COOTBETCTBYOIErO BEIOOpA MPUPOIBI
WITH KOJIMYECTBA MCIIOIb3YeMOii BTOpoii 060mouku. [I1st ZaHHOTrO Marepuaia BTOpoi 000I0UKH
MOBBLIMIEHHOE YBEIUYEeHHe MacChl ODONIOUKH, Kak MpaBwio, OyJeT YBEIWYMBATH TEPUOX
BPpEMCHU MCXKIAYy BBEACHUCM KOMIIOZUINU U BI:ICBO60)K,Z[6HI/IGM AKTHUBHOI'O Haydaja.
KoMmo3uium coracHo HaCTOSAIIEMy U300PETEHUIO B CBSI3U C ITUM MOXKHO HUCIIOIB30BATh LTSI
obecrneueHns BRICOKHX YPOBHEH BBICBOOOKIESHHUS! aKTHBHOTO CPEACTBO B OYEHb KOHKPETHBIX
yuactkax KKT mnsg obecrnieueHust, HampuMep, MECTHOTO JieueHus: OONLHON TKaHM B Mpeenax
JKKT. Takuie KOMIO3MIMH OTCPOUYEHHOTO BBICBOOOMKIEHUS MOTYT SIBJSTHCS OCOOEHHO
OmaronpusTHEIMU, KOTJa aKTUBHOE HAYAIO0 XAPAKTEPU3YeTCsl HEXKEIaTebHBIMU MOOOYHBIMH
3(pdexramu, KOTOPBIE MOTYT BO3ZHHKATH M3-3a CHCTEMHOW abCcopOIuM B BEPXHUX OTAETAX
KKT.

IMocpeacTBoM CCBUIKH B HACTOSIIIEE OMUCAHHE BKJIIOUEHBI OOBEKTHI MPUIATaeMOM
(dhopmyel uzodperenus. [103TOMy OnucaHue CleyeT YUTATh BMECTE C MyHKTAMH (POPMYJIBI 1
MPU3HAKAMHY, YKA3aHHBIMHU B (popmysie n3o0peTeHus, MPUMEHUMBIMH K OOBEKTaM OTHMCAHUSI.
Hanpumep, mpu3Hak, OMHUCAHHBIM B OTHOCSIIEMCS K CIOCOOy MyHKTe (POpMYJIBI, TakKe
NPUMEHUM K IMPOAYKTaM, YKa3aHHbIM B OIMUCAHWUH, €CJIU IMPU3SHAK IPOSBIISACTCA B IMPOAYKTE.
Hampumep, mpusHaK, yKa3aHHBI B OTHOCSIIEMCS K MPOAYKTY MYHKTE (POPMYJIBI, TPUMEHUM
TaKK€ K COOTBETCTBYIOIIMM OOBEKTaM, OTHOCSIIMMCS K CHocoOy, COAep:KamuMmcs B
HACTOAIIEM ONWCAHWH. AHAJIOTHYHO, NPWU3HAK, YVKA3aHHBIM B HACTOSIIEM ONFCAHWH B
KOHTCKCTEC cnoco6a, TAKKC NMPUMCHHUM K IMPOAYKTAM, YKa3aHHBIM B HACTOSIIEM OIIMCAHUU,
©CJIM TPU3HAK MPOSIBISETCS B Mpoaykre. Kpome Toro, mpu3HaK, YKa3aHHBIM B HACTOSIIEM
ONMMCAaHNH B KOHTEKCTE NPOAYKTA, TaKXKe IMPHUMEHUM K COOTBETCTBYIOIINM OOBEKTaM,

OTHOCSIIITUMCSI K CITOCO0Y, COAEPKAIIUMCS B HACTOSIIIEM OIMMCAHHH.

KpaTkoe onucanne FD&QI/I'ICCKHX MATEPHAJIOB

BapuaHTsl OCYIIECTBICHHS COIJIACHO HACTOSINEMY H300PETEeHUIO JOMONHHUTETBHO
OIMCAaHbI B HACTOSINEM NOKYMEHTe HIDKE CO CCBUIKOW Ha NpHiaraeMele rpaduyeckue
MaTepuaibl, B KOTOPBIX:

durypa 1 mpencrasusier coboit nzobpaxkeHue, Ha KOTOPOM IOKa3aHO 0Opa3oBaHHE

KPUCTALJIOB C TCUCHUEM BPCMCHH B KOMITO3UIIUU CPABHCHMUSI.
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durypa 2 mpeacrasiaser coboil n300pakeHHe, Ha KOTOPOM IOKa3aHo oOpa3oBaHHE
KPHCTAJIOB C TE€YEHHEM BpPEMEHH B KOMIIO3WIMH COITIACHO HACTOSIIIEMY H300pEeTeHHIO,
coxepskaieit Capmul GMO-50 (ruiepuaIMoOHOOIear/ o ear) B KauecTBe MOBEPXHOCTHO-
AKTHUBHOTO BEIIECTBA (IIEPBOr0 MOBEPXHOCTHO-AKTUBHOTO BELIIECTBA).

durypa 3 mpeacrasiasier coboll M300pakeHHe, Ha KOTOPOM IOKa3aHo oOpa3oBaHHE
KPHCTAJIOB C TE€YEHHEM BpPEMEHH B KOMIIO3WIMH COITIACHO HACTOSIIIEMY H300pEeTeHHIO,
comepkameit Capmul MCM (rnunepunkanpuiar/kanpar) B KadecTBe IMOBEPXHOCTHO-
AKTHUBHOTO BEIIECTBA (IIEPBOr0 MOBEPXHOCTHO-AKTUBHOT'O BELIIECTBA).

durypa 4 mpeacrasiaser coboll n300pakeHHe, HA KOTOPOM IOKa3aHo oOpa3oBaHHE
KPHCTAJIOB C TEYEHHEM BPEMEHH KOMIIO3MIMH COIVIACHO HACTOSIIEMYy H300peTeHHIO,
conepskaieit Maisine 35-1 (TIHIEPUHMOHOIUHO/IEAT) B KAUECTBE TOBEPXHOCTHO-AKTUBHOTO
BeIIeCTBa (IIEPBOT0 MOBEPXHOCTHO-AKTUBHOT'O BELIIECTBA).

durypa 5 mpeacrasnsier coOoii rpaduk, Ha KOTOPOM IOKa3aHa 3aBUCUMOCTH %
BBICBOOOKIEHHOTO IUKJIOCIIOPHHA OT BPEMEHH B TeueHHe 24 JacoB M IOKa3aHbl Mpoduin
BBICBOOOYKIEHHUS] MUHHC(DEP COTTIACHO MPUMEPY 2.

durypa 6 mpexcrasnsier coOoii rpaduk, Ha KOTOPOM TMOKa3aHa 3aBUCHMOCTH %
BBICBOOOKIEHHOI0 LIUMKIOCIIOPUHA OT BPEMEHH B TeueHHe 24 4acoB M MOKAa3aHbl Mpoduin
BBICBOOOKIEHUSI MUHHC(]EP COrIaCHO CPaBHUTEIBLHOMY MPUMEpPY 1.

durypa 7 mpexcrasusier coOoii rpaduk, Ha KOTOPOM TMOKa3aHa 3aBUCHMOCTH %
BBICBOOOXIEHHOT'0 [IMKJIOCIIOPHHA OT BpeMEHH B TeueHre 24 4acoB B ASHOHU3HPOBAHHOI BOJE
¥ TIOKa3aHbl mpod I BEICBOOOKISHHUS MUHHC(HEp COrTIaCHO MpuUMepy 6a.

durypa 8 mpeacrasnsier coOolf rpaduk, Ha KOTOPOM TMOKa3aHa 3aBUCHMOCTH %
BBICBOOOXIEHHOTO ITUKJIOCIOPHHA OT BPEMEHH B TeueHue 24 4YacoB B ABYXCTAIUIHOM
UCTBITAHUM HAa PACTBOPEHME, MOKA3BIBAIOIINI mpoduin BRICBOOOXKAEHHS cdep COriacHo
npumepy 4a, B yacTHOCTH, coriacHo tabmmue 11.

durypa 9 npeacraeisier codoii rpadpuk, Ha KOTOPOM MOKA3aH pa3Mep Karelb U 3eTa-
MOTEHUUAT KOMIO3UIHMH ¢ OOONOYKOW COTJTACHO HACTOSIIEMY H300peTeHHIo, Korja
KOMITO3HUILHIO PACTBOPHJIM B AEHOHU3UPOBAHHOHN BOZE.

durypa 10 npeacraeiasier coboii cxeMy MpHeMa JEKapCTBEHHOTO CpPEICTBa B
KJIMHUYECKOM UCIBITAHUH, OIIMCAHHOM B IpuMepe 9.

Ha ¢wurype 11 mnoxasaHel MeIuaHHble NPOQHIM 3aBUCHMOCTH KOHIEHTPALUH

LIUKTOCTIOPUHA B IETBHONM KPOBH OT BPEMEHH (JIMHEWHO-THHEeWHbIe) B 1 1eHb Y CyOBEKTOB,
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noyuuBInX JiedeHre ¢ nomompo CyCol® B KIMHMYECKOM HCIIBITAHWH, ONMCAHHOM B
npumepe 9.

Ha ¢wurype 12 mnoxasaHel MeIWaHHblE MPOQHIM 3aBUCHMOCTH KOHIEHTPALUH
LUKJIOCTIOPHHA B LEIBbHONH KPOBH OT BpEMEHH (JIMHEHHO-TMHEHHbIe) B 7 NeHb Y CyOBeKTOB,
noTyuuBIInX JedeHre ¢ nomommpo CyCol® B KIMHMYECKOM HCIBITAHWH, ONHCAHHOM B
npumepe 9. Ha purypax 11 u 12, BID=nBa paza B aeHs; OD=o1uH pa3 B AeHb. 3HAUEHHS HIKE
HIDKHETO TpeJieia KOJHMYecTBeHHOro onpeneneHus (<0,2 Hr/MJI), MPeICTaBIEeHbl KaK paBHbBIE
HYJIIO.

Ha ¢urype 13 mokazaHa cpeaHsisi KOHIEHTPAIHS [UKIOCTIOPHHA A B LETBHON KPOBH,
MOy YUeHHOH M3 CPAaBHUTEIBHOIO KJIMHHYECKOTO UCTIBITAHUS CPABHUTEIBHOTO nmpuMepa 10 Ha
JMHEHHOH 1 Torapu(MHIeCKOH IIKanax.

Ha ¢urype 14 mnoka3aHO COOTHOLIEHHE LUKJIOCIOPMHA A K KOHLEHTPALUH
MeTabomuToB mukiocnopuaa (AM4N + AMY), usamepernoe B o0pasznax Kajua sl KaxkaI0ro U3
HCCAEAYyEMBIX COCTABOB B IpUMEpPE 9 U CpaBHUTENBHOM npumepe 10.

Ha ¢urype 15 mnokasanbl in Vitro mnpoQuid BBICBOOOKIAEHUS KOMITO3HIIHIA,
UCTONB3YyeMBIX B pumepe 9 u cpasHuTensHoM npumepe 10. Ha ¢urype 14 “PK Opictphiii”,
“PK cpenuuii” u “PK MemieHHbII OTHOCSATCS K COCTaBY OBICTPOTO BBICBOOOXKIEHHSI, COCTABY
I u cocrasy II, ucnone3yembim B cpaBautensHOM npuMepe 10. “CyCol 2014 oTHOCHTCS K
COCTaBy, HCIOIB3yeMOMy B Iipumepe 9.

Ha ¢urypax 16 - 22 nokazansl Mmukpodororpaduu 3MyabCHii, ONMMCAHHBIX B IPUMeEpe
11, conmepxkammx NOBEPXHOCTHO-AaKTHBHBIE BELIECTBA B BOJHOHM (hase, B OmpeaencHHbIC

MOMCHTEI BPDCMEHU.

IHoapo0oHOE pacKpPbLITHE HACTOAMIEr0 H300PEeTEeHHH

MoHornuuepu WId JUIJIMIEPHT COIJIACHO HACTOSIEMY H300PETeHHIO MOXKET
coJepKaTh OJWH TIHLEPHH, CTEPUPUIMPOBAHHBIA OTHOW MKUPHON KUCIOTOW, WIA OMAUH,
TIIMLCPUH, SCTequ)HHHpOBaHHbIﬁ ABYMSI JKUPHBIMU KHCJIOTAMM, IMPUYEM JKUPHBIC KHUCIOTHI
MOTYT SIBISITBCSI OJAWHAKOBBIMH HJIM PA3THYHBIMH, KaK MPABUIIO, KHPHBIE KUCIOTHI OyAyT
OIMHAKOBBIMH. [lOBEPXHOCTHO-aKTHBHOE BELIECTBO COIJIACHO HACTOSINEMY H300pETEHHUIO
NPEACTaBIsIeT COOOH IMOBEPXHOCTHO-AaKTHBHOE BEIIECTBO, KOTOPOE HE COASPKUT WIH He
npeacTaBisier  cobO MPOCTOW WM  CIOXKHBIA S(QUP NOMMATWISHITIHUKOMS, IMOX 3THUM
MOJPa3yMeBaeTcsl, 4YTO OTCYTCTBYET KOMIIOHEHT IONUAITHISHIJIMKOMS, CBSI3aHHBIH C

MOJIEKYJIOH MOBEPXHOCTHO-AKTHBHOTO BELIECTBA C MOMOLIBIO SOUPHONU WIH CIIOKHOIPUPHOU
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ces3yu.  Hampumep, mnerwnupoBaHHbId —INIMLEPHJ  JKUPHOM  KUCJIOTBL, TAaKOM  Kak
OJISOMIMAKPOroI-6 TIHMIEPUAbl (KOMMEpPUYECKH XOCTymHble B Buae Labrafil M1944CS).
Bo03MOKHO, UTO KOMMEpPUECKOe MOBEPXHOCTHO-AKTHBHOE BEIIECTBO COTJIACHO HACTOSIIIEMY
M300PETEHUI0 TIOCTABISIIOT ¢ HEOOJBIIMM KOJWYeCTBOM mojudtuiaeHrmkonst (I100),
COZIePKAIIUMCSI B IIpeieIax MOCTABISIeMOI KOMITO3UIIMH IIOBEPXHOCTHO-AKTUBHOTO BELIIECTRA.
[NpnmeneHne TakMx KOMMEPUYECKHX COCTABOB IMOBEPXHOCTHO-AKTHBHBIX BEUIECTB, KOTOPHIE
conepskar HecBsizauHbii [101, uHbIMU c10Bamu, cBoOOAHBIM [1DI7, He HCKIIOUEHO U3-3a TOTO
OTPAHWYEHUS, UYTO MOBEPXHOCTHO-AKTHBHOE BEUISCTBO HE COASPIKUT WM HE MPEICTABIISET
c0o00¥1 MPOCTOI WK CIIOKHBIA 3PUP MOTUITHIESHIITAKOIISL

Cchuika Ha “HUKIOCHOPUH B HACTOSIEM JOKYMEHTE MPEACTaBIsIET COOO0M CCBUIKY Ha
HUKTOCTOPUH-A  (Takke M3BECTHBIM KaKk IHUKIOCHOPHMH ©  nukjiaocmopud  INN).
IMoxpasymeaercst, uro apyrue GopMbl IUKIOCIIOPHHA MOXKHO UCHIONIB30BATh B KOMITO3ULIMSIX,
ONMMCAHHBIX B HACTOSIIEM IOKYMEHTe, Hampumep, mukiaocmopud -B, -C, -D wmm -G u
MPOU3BOJHBIE HJIH IPOJIEKAPCTBEHHBIE CPeICTBA II0OOT0 U3 ePeUHCISHHBIX.

Tepmunbsl  “meuenme” ©W  “BUABI TepammMu , IPeAyCMOTPEHHBIE HACTOSIIIUM
n300peTeHneM, BKJIIOUAIOT B ce0s crenyromiee U ux komOuHaiuu: (1) CHIKEHHUE pUCKa WU
UHruOUpOBaHKE, HANpPUMEp, OTCPOUKY HAYada W/HIM IporpeccupoBaHusl 3aboieBaHusl,
HapYLIeHUs] Wi cocTosiHUS, (2) mpodunakTiuka, HamprMep, CHIXKEHHE PUCKA WA OTCPOUKA
TIOSIBJICHU A KIIMHNYCSCKUX CHUMIITOMOB 3a6OJ'IEBaHI/I$I, HapyHICHUsI HIn COCTOSIHHA,
PA3BUBAIOIIMXCS V TAlMeHTa (HAmpuUMep, 4YeI0BEeKa WM JKUBOTHOTO), KOTOPBIH MOXKET
SBIIATBCS ~ TOPAXEHHBIM  3a00/ieBaHWEM,  HApYOIEHHeM  WIA  COCTOSHHUEM  HJIU
MPeApacIoIOKEHHBIM K HAM, HO KOTOPBIA eIlleé He HCHBITHIBACT WA y KOTOPOTO eme He
NPOSIBWJINCH KIIMHUYCCKUE WIIN CY6KJ'II/IHI/I‘—IGCKI/IE CUMIITOMBI 33,6OJ'[eBaHI/IH, HapyLICHUs WA
cocrostaust;, (3) uHruOupoBaHue 3a00ONeBaHUS, HAPYIISHUS WM COCTOSIHHS (Hampumep,
MPeKpalleHre, CHIKEHHE WIN OTCPOUKA pa3BUTHs 3a00JEBaHUS WIK €r0 PelyNBa B CIyUae
MO AEpKaHUs JIeUeHHs MO MEHBIIeH Mepe OJHO ero KJIMHUUECKOTO WM CyOKITHHUIECKOTO
cumnroma), w/umu (4) obnerueHue COCTOsIHUSI (HANPUMEDP, HHUIUHPOBAHHE PErPECCHH
3a00/1eBaHNS, HAPYIIESHUS HJTH COCTOSIHUSI HJTU 110 MEHBIIIEH Mepe OJJHOTO U3 €r0 KITMHUUECKUAX
WK CyOKIMHIYECKHX CHMIITOMOB). ECITH KOMITO3UITHIO COTIIACHO HACTOSIIEMY H300PETEHHIO
HCTONB3YIOT B JISUEHUHU MALMEHTA, JIeUeHHe pey CMaTPUBAET JTI000€ OJHO WM HECKOJBKO U3
CIIEAYIOLIETO: MOANEPIKaHHE 3M0POBESI MAUESHTA, BOCCTAHOBICHIE WU Y.y YllIeHHe 310POBbSI
MAIUEHTa; U OTCPOUKY HMPOrpecCHpoBaHus HapyuieHus. [1oab3a isl manueHTa, moaIeKamero

JISUSHUIO, MOXET SIBISThCS OO CTATHCTHYECKH 3HAUUMOH, b0, Mo KpaiHed wMepe,



OLIyTUMOW 7151 nanueHTa win A1 Bpada. Ciexayer MOHUMATh, UTO JEKapCTBEHHOE CPECTBO
He 00s3aTebHO Oy AeT MPOM3BOANTD KIMHUYECKUH 3P (PeKT y KakI0ro MannueHTa, KOTOpoMy
€ro BBOJSAT, W 3TOT ab3al CiieyeT MOHUMATh COOTBETCTBYHOLIMM oOpa3oMm. OmHCcaHHBIE B
HACTOSAIIEM NOKYMEHTEC KOMIIO3UIIUHU U CHOCO6I>I npeayCMOTPEHbL I NPUMCHCHUS ISl
Tepanuu u/wiu npodmiaKTuky 3a001eBaHuUs.

JledeHne MOXeT BKIIOUAIOT B Ce0s MOAJCP/KHBAIOINYI0 TEPANHIO TAIWMEHTOB,
CTpagarolux OT HapyUIEHHUs W Yb€ COCTOSIHHE BIOCICACTBUHU YJIYUINACTCA, HaIIpHUMED,
BCJIEICTBUE JeueHMsl. Takue NamueHThl MOTYT CTpajaTb WJIH MOTYT HE CTpajartbk OT
cuMmrnrToMarndeckoro Hapymenust. [loxaepxuparomas Tepanus HalpasJIeHa Ha IpeKpalieHue,
CHIDKEHHE WJIM OTCPOUKY MOSIBIEHHS (IOBTOPHOTO MOSBICHHS) WINM TPOTPECCHPOBAHUS
HapyLIECHHUS.

“DpPexTrBHOE KOTUUSCTBO 03HAUAST KOJUYECTBO, JOCTATOUYHOE ISl TOCTHKESHHS
TpeOyeMoro JeueHus, HanpuMep, KOTOpoe MPUBOAUT K TpedyeMOMy TepareBTHUECKOMY MU
npoduIakTHyeckoMy OTBeTy. TepameBTHYeCKHil WM NPOQPHIAKTHYECKHH OTBET MOMKET
MPeaCTaBISITE COOOM 000 OTBET, KOTOPBIH MOJIBL30BaTENb (HAPUMED, JIeualnii Bpad) Oy aeT
paccmarpuBath Kak 3¢ ¢exTuBHbIH oTBeT Ha Tepanuioo. CrenmaiucT B JaHHOH oOmactw
TEXHHUKH TAKKE MOXKET OIPEIETUTh OIXO0ISIIY 0 PO JOKUTEIbHOCTE JISUEHHSL, 110 IXO0ASIIHE
7036l W JTHOOBIE TOTEHIHATbHBIE KOMOWHHPOBAHHBIE Tepalul HAa OCHOBAHWM OLICHKH
TEPANEBTUIECKOTO HIH NPO(UIAKTUIECKOTO OTBETA.

Kaxpiit u3 TepMuHOB “cyxasi” U “BBICYILIEHHAS , TPUMEHSIEMbIE K KOMITO3UIIMSIM HIH
KOMITO3HIHSIM COTJIACHO PACKPBITHIO, MOKET BKIIIOUATH B Ce0sI CCHUIKY HA KOMIIO3ULIMU HJIH
KOMITO3HUIINH, COJAeprKaIlie MeHbIe 4eM 5% cBoOOoHOM BOIBI IO Macce, HaIpuMep, MeHbIIe
yem 1% cBoboxHOU Boabl Mo Macce. TeM He MeHee, ITaBHBIM 00pa3oM, TEPMHHBI “‘cyxast U
“BBICYIICHHAsI, NPHMEHseMble K KOMIIO3HLHSM COTJACHO PACKPBITHIO, O3HAYAKOT, YTO
THAPOTeNb, NPHUCYTCTBYIOIIMHA B HMCXOJHOM 3aTBepAeBIIEH KOMIIO3ULMH, BBICYIIEH B
JOCTaTOYHON CTeneHu ¢ 00pa3oBaHUEM KECTKOW KOMIOZUIMU. ECin cChIIatoTCsl Ha TBEPIBIN
KOJUIOUJ, 3TO TAaKXKe SIBISIETCS CCHUIKOW Ha BBICYIIEHHBIA KOJUIOH] COTJIACHO ONpEIeIeHHIo,
MPUBEAECHHOMY B HACTOSILEM JOKYMEHTE.

HHrpeaueHTsl M BCIIOMOTATEIbHBIE BEIIECTBA ONMMCAHHBIX KOMIIO3ULIMH SIBIISFOTCSI
HNOAXOMSIIMMH JJIsI IeeBOoro HaszHaueHwsl. Hanpmmep, dapmaneBTHdeckune KOMIIO3ZHULIUH
cozepkar (papMarieBTUUECKH NPUEMIEMbIE HHTPETUEHTHI.

Ecnu He yka3aHO MHOE, MHI'PEAUEHThI, KOMIIOHEHTBI, BCIIOMOTaTebHbBIE BEIIeCTBA U

T.J. KOMIO3HUIIUM COTJIACHO HaCTOsIEMY 1/1306peTeHmo SIBJIIFOTCSL IO AXO AU MHU JJ1s1 OTHOI'O
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WIN HECKOJBbKHX M3 LeJeBbIX HA3HAUEHHWH, OOCYKJAaeMbIX B JPYTOM MECTE B HACTOSILEM
JOKYMEHTE.

Bo wu3bexaHne COMHEHHWIl, HACTOSIUM 3asBISIETCS, YTO HH(pOpMALUS, pacKpbITast
paHee B 3TOM ONHUCAHUU NMOJ 3aroaoBkoM «lIpeamecTyoniuil ypoBeHb TEXHUKH HACTOSIILIETO
n300peTeHus», OTHOCHUTCS K HACTOSILIIEMY M300PETeHHUIO U AOJDKHA OBITh MPOYNTAHA KaK YacTh
PACKpPBITHSI HACTOSIIIETO H300pETeHUSL.

Ecnu Hacrosimee n300peTeHne CChUIAETCsl Ha COCTaB, OH HMEET TO JKe 3HAUEHHE, UTO U
KOMITO3UIIUSL COTJIACHO HAcTosimeMy u3oOpereHuto. COOTBETCTBEHHO, TEPMHUHBLI ~‘COCTaB” U
“KOMITO3UIUST” UCTIONB3YIOT B3aUMO3AMEHSIEMO.

B HacrosiiieM onucaHud U (pOpPMyJIe HACTOSIIEr0 M300pETeHHs CI0Ba “‘coaepxKar” U
“BKJTIOYAIOT B ce0sI” ¥ MX BAPHAHTHI O3HAYAIOT “BKITIOYAst B cebs 6e3 orpaHnueHus”, © OHU He
MOJPA3yMEBAIOT UCKIIOUEHHe (M He HMCKIIOYANT) IPYTruxX (hparMeHToB, BCIIOMOTATENbHBIX
COEIMHEHMI, KOMIIOHEHTOB, LIENbIX Yhce] WIu cTaxuil. B HacTosimem onucanun u Gopmye
HACTOSIIEr0 u300peTeHus: (opMa eIUHCTBEHHOTO YWCIa BKIOUYaeT B cedsa  dopmy
MHOJKECTBEHHOT'O YHCJIA, €CIA TOJNBKO KOHTEKCT He TpebyeT mHOro. B wacTHOCTH, ecim
UCTONB3YIOT (OPMY EIMHCTBEHHOrO YKCIA, HACTOSINEEe ONHMCAHWE ClIeQyeT MOHUMATh Kak
npeay cMarpuBaroiiee GopMy MHOKECTBEHHOTO YHCIIA, A TaKke POpMy e TMHCTBEHHOTO YMCIIa,
€CJIM TOJIbKO KOHTEKCT He TpeOyeT HHOTO.

HpI/I?)HaKI/I, LEIbIC YUCTIA, XapaKTCPUCTUKU, COCTUHEHUS, XUMUYCCKUE q)paI‘MeHTI:I 50051
IPYIIBL, OMHCAHHBIE BMECTE C KOHKPETHBIM AacCIeKTOM, BAPHAHTOM OCYIIECTBJICHHS HJIH
MPUMEPOM COTJIACHO HACTOSIIEMY H300pPETEeHHIO, CIeAyeT NMOHUMATh KaK NPUMEHHMEBIE B
OTHOIIEHUH JTI0O0TO APYToro achekTa, BApHaHTA OCYIIECTBICHHUS WIN IPUMEpPa, ONMCAHHBIX B
HACTOsEM IOOKYMECHTE, €CJIM TOJIBKO OHH HE SBJISIIOTCS HECOBMECTUMBIMHU C HHUMH. Bce
MPU3HAKH, PACKPBITBIE B HACTOSILEM OIMMCAaHUHM n300pereHus: (BKmouas B cebst mobOble
IpuaraeMele MyHKTHI (opMyisl uzo0perenus, pedepar u rpaduueckne MaTeprabl), WHIH
BCEe CTamuu JIO0Oro cmocoba wWin cmocoba, PaCKPBITOr0 TakuM 00pa3oM, MOKHO
KOMOMHHPOBATh B JIFOOOM KOMOWHAIMM, 34 WCKIIOUYEHHEM KOMOHMHAIUN, B KOTOPBIX IO
MEHbIIe Mepe HEeKOTOpble W3 TakuX [NPU3HAKOB W/WIH  CTamuil  SIBISEOTCS
B3auMouckmovaronmmMy. Hacrosimee n3o0pereHne HE OrpaHUYEHO ASTATSIMU JIIOOOro H3
NpeabIIyIINX BapHAHTOB ocyliecTBieHus. Hacrosimee m3oOpereHne pacmpocTpaHsercs: Ha
mr000¥ HOBBIM MpHU3HAK WM JIOOYI0 HOBYIO KOMOWHALMIO TNPH3HAKOB, PACKPBITHIX B
HACTOSIILEM ONHCaHNH n300pereHus (BKIouast B ceOst Tro0ble nmpuiiaraeMble Iy HKTHI (POPMYJIBI

nzobperenns, pedepar u rpaduUecKue MaTepuajbl), WIH HA JTIOOYI HOBYHO CTAIHIO HUTH
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m00yI0 HOBYIO KOMOMHALMIO CTaauii nr000ro cmocoba WIM €Hoco0a, PacKphITOrO TAKUM
obOpaszoM.

BuuMmanue uuraress HarpapJI€HO Ha BCEC CTaTbM W AOKYMCHTBI, KOTOPBIE ITOJAHBI
OJHOBPEMEHHO WJIH A0 HACTOSIIErO OMUCAHUS M300PETEHHSI B CBSI3U C HACTOSIIEH 3asIBKOM U
KOTOPBIE OTKPBITHI JJTs Iy OIMIHOTO O3HAKOMJICHHS C HACTOSIIIIUM OMHMCAHUEM H300pETEHHSI, U
CoJep)KaHWe BCeX TaKUX Ccrareili M JOKYMEHTOB BKJIIOUEHO B HACTOSIIIUN JAOKYMEHT

OCpeaACTBOM CCBLIKH.

Komno3unusi

Kuakass KOMIOZUIHS COAEPKUT LUKIOCIOPUH, MOJUMED, CIIOCOOHBIN 00pa3oOBLIBATL
MaTpuiy (0Opasyromiuii TrHAPOreb IMONMMEP), IOBEPXHOCTHO-AaKTUBHOE BEIIECTBO U
MaciasHyo (Gazy. MacnsHas (asza, LHUKIOCIOPHH M TOBEPXHOCTHO-aKTHBHOE BELIECTBO
coJiepKaTcsl BHYTPH IOJIMMEpa, CocoOHOro coziasars MaTpumy. Llukinocmopus sBiasercs
pacTBopeHHBIM B MacisiHO# ¢asze. Eciu monuMmep obpasyer MaTpully, JKUAKAS KOMIIO3ULIHSI
copMHUpOBaHA B KOMIIO3HIHIO COMTACHO HACTOSIIEMY H300PETEHUIO.

KoMmo3uiiust COASPKUT MATPUIly U IUKIOCHOpPUH. Marpuiia MoxkeT ObITh 00pa3oBaHa
C TOMOILBI0 00Pa3yIOIIero THAPOreb MOJUMEpPa U MOKET COAEpKaTh AOMOJHUTENbHOES(bIE)
BCcrioMoraresibHoe(ble) BemecTBo(a) K MOTMMEPY. AKTHBHBIA HHTPEIUEHT COIEPIKUTCS B
mpeaesax MaTpUllbl. AKTUBHBIN HHIPEIUEHT MOKET HAXOIUTHCS B PACTBOPE MIIU B CYCIIEH3UH
WM B WX KOMOWMHAI[MM, TeM HE MEHee HaCcTosee H300peTeHrne He OrpPaHUYEHO
KOMITO3UILIASIMH, COJNEPKAIUMHI PACTBOP WIH CYCIIEH3HWI0 aKTHBHOTO HAYAIa, W BKIIOYAET B
cebsi, HampuMep, AaKTHBHbIE WHIPEIAHMEHTBHI, WHKANCYJIAPOBAHHbIE B JUIOCOMAaX WM
LHUKT0AEKCTpUHE. MaTpHiia MOXKET COAePKaTh BKIIFOUEHHS], B KOTOPBIX COMEPKUTCS aKTHBHBIN
WHTPEANEHT, HAlpUMep, BKIIOUSHHSI MOTYT COAEp:KaTh ruapodobHyr0 cpenay, B KOTOpPOit
PacCTBOPEH WM CYCINEHAWPOBAH AKTUBHBIM WHTPEIUEHT. AKTUBHBIH HHTPEIUSHT MOXET B
CBSI3H C 3TUM SIBJISITHCSI HEIIOCPEICTBEHHO PACTBOPEHHBIM HJIH CY CIIEHANPOBAHHBIM B MaTPHIIE,
WA OH MOXET SIBJIITHCSI PACTBOPEHHBIM WU CYCIIEHAMPOBAHHBIM OMOCPETOBAHHO B MATPHUIIE
C TIOMOIIBIO BKJTFOUEHHUH, B KOTOPBIX PACTBOPEH WIIH CYCIIEHANPOBAH AKTUBHBIN UHTPEIUEHT.

KoMmmosunust, crmenoBaTenbHO, COASPKUT OOpasyrImUi MaTpuily MOIUMEp, B
YaCTHOCTH 00pa3yroIuii THAPOre bk moauMep. Marpiua KOMIIO3ULIUH MOXKET MPEACTABIISAT
co00li WITH MOXKET COAEPKATh OJTUMEPHY 0 MATPUILY, COAEPIKAIIYIO MOIMMED, BRIOPAHHBIN K3

BOAOIIPOHHUIIAEMOI'O IMOJIUMEPA, BonOHa6yxanmer0 noauMepa u 61/10pa3ﬂaraeMoro nojaumepa.
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B wacTHOCTH, MaTpHIla MPEACTABISIET COOOH HTH COAEPIKUT 00Pa3y IONIUI THAPOTeTh TIOTUMED,
OMHUCaHHBIN OoJiee MOAPOOHO HIIKE.

MoauHuiupoBaHHOe BBICBOOOKIEHHE AKTHBHOI'O HHTPEAMEHTA U3 KOMITO3UIHH
MOKHO OCYIIIECTBHTDH C MCIOJIb30BAHUEM CBOWCTB Marepuaia Marpuisl. Hampumep, maTpuria
MOXKET NpPEACTaBJIsATH CcOOOH NPOHMIAEMBIH HIM SPOAUPYEMBIH IOIMMEP, B KOTOPOM
COJIEPIKUTCS AKTHBHBIM HHIPEAUEHT, HANMpPUMep, PACTBOPEH WM CYCIEHIUPOBAH, MOC]e
MePOPANBLHOTO BBEIAECHHS MATPHUIIA TIOCTENIEHHO PACTBOPSIETCS MITH TIOIBEPracTCs SPO3HH, TEM
CaMbIM BBICBOOOKTast aKTUBHBIM WHTPEIMEHT U3 MATPHUITBI. DPO3UST MOKET OBITh JOCTUTHYTA C
MOMOIIBIO OHOPA3IOKeHUs] OHopa3iaraeMoit moJTuMepHoli MaTpuibl. Ecu Matpuria sBiseTcs
MPOHHUIIAEMOM, BOJAa MPOHHKAET B MAaTPUIly, OOECHeurnBaeT BO3MOKHOCTH Iu(pdy3un
JIEKapCTBEHHOTO CPEICTBA M3 MATPHUIBL. Matpuila, 00pa3oBaHHas ¢ MOMOIIBI0 00Pas3yoIIEro
THIPOTETh TOJIMEPA, MOJKET B CBS3H C OTHM BKJIIOUATh B Ce0sI momMep MOIU(PUITMPOBAHHOTO
BBICBOOOKJIEHUSI. B KauecTBe TakuxX TMOIUMEPOB MOIH(PHUIMPOBAHHOTO BBICBOOOKACHHUSI
MOKHO YIOMSIHY Th MPOU3BOJHEIE LEJUTIOJIO3EI, HanpuMep,
THPOKCHUITPOTTMIMETHITIEIUTION03Y, TOMUMOJIOYHYK KHCJIOTY, TONHUTIHKOJIEBYIO KHCIIOTY,
COTIOJIMMEP MOJIOUHOM W TJHKOJEBON KHCIOT, OJOK-COMONUMEPDI TOTMITUIEHTIHKOJIS,
MOJTMOPTOCIOKHBIE 3(DUPBI, MOJHAHTUIAPUALIL, CIOKHBIE 3QUPLI MOTHAHTHAPUIOB, MMHIBI

MOJIMAHTUAPUAOB, IMOJUAMUIBLI U HOJ'II/I(I)OC(I)aSI/IHI:I.

BonopacrBopumas 060/104Ka H3 HPOCTOro 3Gpupa HeJLII/103bI

CormacHo  HacToseMy  HM300pETEHHMIO  INPEeAYCMOTPEHBl  (apMaueBTHUSCKHE
KOMITO3UIIMH, KOTOPbIE MOTYT XapaKTepH30BaThCsl HEPBON 00OIOUKOM, KOTOpas MPeICTaBISIET
co00li WK COAEPKUT BOAOPACTBOPUMBIN ITPOCTOM dpup HesuTi0103bl. COrTacHO HACTOSIIEMY
n300PETeHHIO Ipe Iy CMOTPEHBI (hapMalleBTUIEeCKIe KOMITO3HLUH, KOTOPBIE COACPKAT MEPBYIO
MOJUMEPHYI0 00O0JOUKY, MpHYeM MOJIAMEP NPEACTABISIeT COOOH WIH  COIOEPIKUT
BOJOPACTBOPUMEILiT MPOCTO# 3hup Hemtron03el. BogopacTBopuMbIii pocTol 3 (Hp LETI0I03bI
MOKHO,  HampuMmep, BbIOpaTh W3  METWILE/UTIOIO03BL,  THAPOKCHATHIILEUTIONOZEL
THPOKCHITPOIILEIUTIONO03bI  THAPOKCHITPOMHIMETHILELTIONO3bL

CoOTBETCTBEHHO, MaTepuas NepBOil 000M0UKH (T.€. TMOACTIONH) OTIMIASTCSI OT BTOPOH
00010uKkK Ha KoMmosuimu. Hampuwmep, ecnu mepBas 000j0uka MPEACTaBIsSET COOOM MM
COJEPKUT BOAOPACTBOPUMBIN CIIOKHBINA 3(Up MPOoCcToro 3pupa UEMIHI03bI, OCHOBHOM(bIE)
KOMITOHEHT(bI) (Hanpumep, Oobiie uem 50%) BTopoit 00010UKH peacTaBisieT(roT) coOo0it Hiu

COAEPKUT(AT) MOoNMMeEp, OTIUYAOIIMICS OT momuMepa mepsoit 000moukn. COOTBETCTBEHHO,
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nepsast ¥ BTOpast 000JI0UKH COOTBETCTBYIOIIUM 00pa3oM 0OSCIeunBarOT ABA CJIOS Marepraja
B KauecTBe yacTu kommo3uuuu. CiexyeT MOHUMATh, YTO, ECITH BTOPast 000JIOUKA COIEPIKUT
CMECh KOMITOHCHTOB, MUHOPHBIC KOMITIOHCHTHI BHEITHEH BTOpOI\/'I O60.]'IO‘-IKI/I MOTYT SIBJISITBCSI
TaKMMU e, KaK U Marepuaj nepeoit o0omouku. B xauectBe mpumMepa, eciiu neppast 0001049Ka
npeactasisier coboit wim coxepxxur HPMC, u Bropast 0007109Ka COASPIKUAT STHIILEIUTION03Y,
STWILEJUTION03a MOXKET HeoOs3aTeNbHO AOMONHUTEIBHO COAEPKATE MUHOPHOE KOIUYECTBO
(narmpumep, menbine dem 50%,40%, 30% wiu 20%) marepuaia nepsoit 06os10uku, HPMC,
COTacHO HacTosImEMy pumepy. CoriacHO TaKUM BaPHAHTAM OCYIIECTBICHHUS CUUTASTCS, UTO
MOCIION 1 BTOPast 000I0UKA SBIISIFOTCS Pa3TAIHBIMH.

BogopactBopuMbIii TpocTON 3(pUpP LELTION03bBI  MOXKET MNPenCcTaBIsITh Ccoboi
BOAOPACTBOPUMBIM  TPOCTOM  3PHUP  UEIIONO3bI, BBIOpAHHBIH W3  CIEAYIOIIETO:
ATKWILEILTION03a, HarpuMmep, METHILEILTION03A, STHIMETUILEILTION032;
THAPOKCHATKUILNEIUIION03a, HAMpUMep, THUAPOKCUATHINEUTI0N03a (IOCTYNMHAsT B BHJIE
Cellosize™ u Natrosol™), ruapokcunponuiie/niroaosa (qocryndas B Buge Klucel™) wim
THAPOKCUMETHIIETION03A, THIPOKCHATKHTATKIIIELTION03a, HanpuMep,
ruapokcudTHIMETHINELTI0N03a (HEMC), ruapokCHnponuIMeTHINE/TION03a (TOCTYTHAS B
Buge Methocel™, Pharmacoat™, Benecel™) umu stunruapoxcmytinentoioza (EHEC); u
KapOOKCHANKHIIIELTION03a, HapuMep, kapookcumeTuienionosa (CMC). CooTBETCTBEHHO,
BOAOPACTBOPUMBINM  MPOCTOM S(PuUp UENIIOI03bI, HANPUMEpP, MOXKHO BBIOpPaTh U3
METHIIEITIOTO3bI, THAPOKCHATHITIELTFOIO3bI, THAPOKCHITPOMIILEILTIOO3EI u
THAPOKCHITPOTTIIMETHITIEJUTIOIO3EL.

BozaopacTBopuMBIil PpOCTON 3(HP UELTII03bI MOXKET MPEACTABISTE COOOH MOTUMED
HHU3KOH BSIBKOCTH, KOTOpLIﬁ SIBJISICTCS IMTOAXO OAIIUM IJIsI IPUMEHCHUS B KQUECTBC IVICHKU WA
000JT0UKH J/151 KOMITO3ULHU. BSI3KOCTh MOIMMEpPa MOKET COCTABISATE OT MPUOIU3UTETBHO 2 10
npubmusurensHo 60 wmlla.c, Hampumep, BS3KOCTH COCTAaBISIET: NPUOMU3UTENBHO 2 70
npubmusurensHo 20 wmlla.c; mpubnmsutensHo oT 2 no mpubmusutensHo 8 wlla.c; Gomee
MPUEMIIEMO BSI3KOCTB COCTaBJsieT npuOmmsuTentHo 4 1o mpuOmusurensHo 10 wmlla.c,
HAIpUMEP, OT MPUONM3UTENRHO 4 10 mpubnusureapHo 6 Mmlla.c. AJTBTEpHATHBHO, BS3KOCTh
MOJTIMEPA MOKET BBIXOJUTD 3a MPEAEBI TIOOOTr0 HIM BCEX M3 BBIIICY TOMSHY THIX TUATA30HOB,
HampuMmep, cocraBiaTe Beime 20 Mlla.c. AJpTepHATHBHO, BS3KOCTH MOIHMEpa MOKET
BBIXOJIUTH 3a MPEACIIbI .]'[IO601"O WKW BCEX BBIMICYIMOMSIHYTBIX JHUAIIA30HOB, HAIIPUMED, MOXKET

cocraysaTh Bbime 20 mlla.c. Bs3kOCTe momuMepa MOXKHO ONPEACIUTh IMyTEM H3MEPESHHSI
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BsBKOCTU 2% pacTtBopa monuMepa B Boae mpu 20°C ¢ HCHIONB30BaHHEM BHCKO3UMETpa
Ubbelode ¢ ucmoabs3oBanueM cTaHaapTHeIX crmoco0oB ASTM (D1347 u D2363).

BogopactBopuMblii TipocTOl 3GUpP LELITION03bI MOXKET MNPenCcTaBIsITh coboi
BOJOPACTBOPUMYIO rHapoKkcunponmiMerinnentono3y (HPMC, win runpomennoza). HPMC
MOJTYYAOT IMyTeM MOJM(UKALNK LELTION03b] ¢ 3aMEIleHHeM THAPOKCH-TPYIIT METOKCH- H
THAPOKCHIIPONIIBHEIME Tpynmamu. Kaskaoe aHrHApOrTIOKO3HOE 3BEHO B LIEMH LEJLTIONO3bI
COACPKUT TpPU THUAPOKCUWIBHBIX rpynnbl KonuuecTBo rpymm 3amecturenei  Ha
AHTUAPOTIIFOKO3HBIX 3BEHBIAX MOXKHO BBIPA3UTH KaK CTCICHb 3aMCIICHUS. Ecau Bce TpUu
THAPOKCHIBHBIX TPYIIBI HA KaKIOM 3BEHE 3aMEIEHBI, CTENEHb 3aMEIIeHUs COCTaBIsieT 3.
Uucio rpynm 3amectureneil SB koublie onpenensier ceoiictea HPMC. Crenenp 3amemeHust
TAaKKE€ MOKHO BBIPA3HUTH KaK macce. % MPUCYTCTBYIOIUX METOKCHU- U THUAPOKCUITPONNUIBHBIX
rpymn.  CoorserctBenno, HPMC  xapaxrepusyercs or npubnmsurensHo 19 1o
npubansutensHo 30% METOKCH-3aMEelIeHHeM W OT HPUOIH3UTENBHO 7 1O MPUOIH3UTEIBHO
12% rugpoxcunponmwibHEIM 3aMernenneM. B wactHoctu, HPMC xapakrepuzyercst 25 - 30%
MeTOKCH-3amernenneM u 7 - 12% ruapoxcunpommibHeiM 3aMmernenreM. COOTBETCTBEHHO,
HPMC npeacrasisier coboit HPMC HU3KOM BSIBKOCTH, KOTOpAs SBJISIETCS MOIXOISIIEH 115
MPUMEHEHUs] B KAauecTBe IUIGHKH HiIH o00omouku s komnosummu. Bsisrocte HPMC
COCTaBJISIET, COOTBETCTBEHHO, OT mnpudbam3utTensHo 2 xo 60 wmlla.c, Hampumep, OT
npubausuTensHo 2 1o npubnusurentHo 20 mla.c, 6onee mpueMeMo BI3KOCTb COCTABISIET OT
npubmusurensHo 4 no nmpubmusurensro 10 mlla.c. Bsskocts HPMC ompenensitor nmyTtem
n3MepeHus Bsskoct 2% pacrsopa HPMC B Boae npu 20°C ¢ HCITOAB30BaHUEM BUCKO3UMETPA
Ubbelode ¢ ucmons3oBanneM cranaaptabix crocobos ASTM (D1347 u D2363). Takas HPMC
JocrynHa B Buae, Hampumep, Methocel™, nampumep, Methocel™ E, Bxmouas B ceOst
Methocel™ ES.

Ecnun mepBast oOonmouka mpezacraBisieT coOOM WIM CONEPIKUT BOXOPACTBOPHMOE
NPOU3BOJHOE MPOCTOTO 3(PHpa LENTIOI03bI, NMPOU3BOTHOE MOXKET INPEACTaBISITE COOOH,
HAIPUMEDP,  BOJOPACTBOPHUMBIM  CIOXKHBIA — 3(up  mpocToro  3dpupa  HETIOIO03bL
BogmopacrBopumble CrnoxHBIE 3QHUPBl MPOCTHIX IPHUPOB LEIIOIO03bI SIBISIFOTCS XOPOIIO
W3BECTHBIMH W MOTYT COJAEPXKAThb CIOXKHBIE H(PUPBI MPOCTOro 3pupa LEUTIOIO03b,
o0pa3oBaHHBIE C MMOMOINBIO OJHOTO MJIM HECKOJIBKHX MOAXOSIIINX AMIAPYIOMHX CPEICTB.
AMIHpyIOImue CPeacTBa MOTYT MPEACTABISATE COOOM, HApUMep, MOIXOISIIIE KHCIOThI HIIH
AHTUAPUIBI KUCIOT WK apranoreHu el COOTBETCTBEHHO, CIOXKHEIN 3dup mpocroro 3¢upa

LEJUTIOJIO3bI MOJKET COAEpKaTh ONWH CIOXKHO(UPHBIA (parMEeHT WiIM OBAa WIA OOJblIe
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CIOXKHO3(UPHBIX (PparMEeHTOB ISl MOMYUYEHHsI CMEIIAHHOTO CJIOXKHOrO 3¢dupa. [Npumepsr
BOJOPACTBOPUMBIX CJIOKHBIX 3(PHUPOB HMPOCTBIX S(UPOB LEILTIOTO3BI MOTYT IPEACTABISITH
co0Ol BOXOpPAcTBOPUMBI (TajaTHble, aleTarHble, CYKUWHATHBIE, MPOMHUOHATHBIE HIH
OyTHpaTHBIE CIOXKHBIE dQupbl npocroro »dupa uUewIono3sl (Hanpumep, HPMC).
COOTBETCTBEHHO, BOJOPACTBOPHUMBIN CIOXKHBIH 3(Qup mnpocroro 3(upa LEUTION03EI
npeacTaBisier cobOi BOAOPACTBOPHMBIN (hranmar, amerar-CyKIMHAT, NPONMOHAT, alerar-
MPOMHUOHAT WM aleTar-OyTHpaT CI0KHBIA 3dup mpocroro sdupa UELIHI03bI (HapuMep,
HPMC).

CormacHo OZHOMY BAapHAHTY OCYILIECTBJIEHHUS! BOAOPACTBOPUMBIN CIOXKHBIA >(up
npocToro 3¢dupa LEUTIONO3bI MOXKET NPeaCTaBIssTh COOOH WM MOXKET CoaepKaTh
BOJOPACTBOPUMBII CIOKHBIA 3(up g0060r0 M3 BOXOPACTBOPHUMBIX MPOCTHIX S(HUPOB
LEJUTEOJIO3b], ONMMCAHHBIX BBILIE B OTHOLISHUH MOACIOSL

KoHkpeTHble BOZOPACTBOPUMBIE CIOXKHBIE 3()UPBI MPOCTHIX 3(PUPOB LEIUTIONO3BI
MPEICTABISIIOT Co00M BogopacTBopuMele cioxkHbie 3¢upsl HPMC. Cnoxaeie a¢pupst HPMC,
KOTOpBIE SIBISIOTCSI PACTBOPUMBIME B BoAe mpu pH, coctaBisitomeM Oombiie yeM 5,5, MOryT
MPeCTABISATE COOOH WM MOTYT coiepkarb (rajar THIpOKCHITPOMHIMETHILEIUTION03bI
(HPMCP) wnu anerarcykupHaT rugpokcunpormmiMeTiinenirono3sl (HPMCAS), B KoTophIx
NPHUCYTCTBHE HMOHU3MPYEMBIX KapOOKCHIBHBIX TPYII BBI3BIBAET COMIOOMIH3ALMIO MOJIAMEpa
mpu BbiCOKOM 3HaueHuun pH (> 5,5 mis xeanupukanuu LF u > 6,8 mis keanudukaiun HF).
YkazaHHbIE TOJTMMEPHI SBISIIOTCS. KoMMepueckd noctynHbiMA OT Shin-Etsu Chemical Co. Ltd.

Cogmepxkamast mpocToil 3¢up UeUToa03el  000J0YKa MOXKET COAepIKarb WIH
NPEACTaBIATH COOOH TUNpPOMEeNIo3y, HampuMep, ee MOXKHO TOAy4YHTh U3 CMecH
THITPOMEJLIIO3bI, JUOKCHAA TUTAHA U MOJUITUIECHIIHKONIS, 000JI0UKa MOXKET COAEpKATh IO
MeHnblel Mepe 20 Macc. % runpoMenIossl U Heobs3aTenbHO Mo MeHbLIel Mepe 50 macc. % win
o MeHblIel Mepe 75 Macc.% rumpoMesuiosbl, HampuMep, o MeHblel mepe 80 mace.% wnu
mo MeHeled Mepe 85 wmacc.% wmm 90macc.% runpoMemtossl. Marepuan 0060J0UKH,
HCTIONB3YeMbIH J71s1 00pa3oBaHusl 000JOUKH, MOKET B CBSI3U C 3TUM COJEPKATh MPOLIEHTHOE
OTHOIIEHHE CYXOl MacChl THIIPOMEIITIO3BL, YIOMSHYTOE B MIPEABbIAYINEM MPET0KEHIH.

Ecnu sxemarensHO m1st 000JOYKM HMCHOJIB30BAaTh CMECH THIIPOMEIUIO3BL, AMOKCHIA
TUTAaHA WU IOJUITWICHITIMKOMIS, AOCTYIIHBl KOMMEpPYECKHE IPOIYKThl, COOTBETCTBYIOIINE
TakuM CMecsiM, BKITtouasi B cebst Opadry White, mpoaykr, Beimyckaembrii Colorcon. B Gonee
o0IIeM CMBICIIE, MOXKHO YIIOMSIHYTh Pa3WYHbIE NMPOIYKTHI, BBINYCKAaeMble MO TOPTOBBIMH

Haszeanusmu Opadry u Opadry II. JlomonHuTENEHBIE HEOT PAHUYHBAIOIINE TPUMEPHI BKITIOUAIOT
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B cebs Opadry YS-1-7706-G White, Opadry Yellow 03B92357, Opadry Blue 03B90842).
YKka3aHHBIE COCTABEI SIBJISFOTCS JOCTYIHBIMH B BHJE COCTABOB CYXOW IUIEHOWYHOW OOONOYKH,
KOTOPBIE MOXKHO Pa3BOIUTH B BOJE HE3AH0.r0 10 ucnojb3oanus. Cocrael Opadry u Opadry
II conepxar oOpasyroImii HEUTIOI03HY 10 eHKy nojumep (Hanpumep, HPMC w/unu HPC),
U MOTYT COAepXkKarb MOMUASKCTPO3Y, MAIBTOAEKCTPHUH, ILIacTU(uKaTop (HampuMep,
TPUALETHH, MOJUATHJIEHIIMKOIE), mojrcopoar 80, kpacutens (HampuMep, TUOKCH] THTAHA,
OIMH WJIN HECKOJBKO KpacsilmuX BEIICCTB WIN .]'IEI.KOB) I/I/I/IJ'II/I APyTrue noAaxXoadmue
IUIEHKOOOpa3yIoye NouMepsl (HATPUMED, COMOIUMEPHI AKPUIATOB W METAKPHIATOB).
IMoxxoxmsime cocraBel OPADRY unmu OPADRY 11 moryT coaep:xars miacTudukarop u 0JHO
WM HECKOJIBKO U3 MAJIbTOAEKCTPHHA H HOIUIEKCTPO3bI (BKIIIOUAs B ce0st 03 orpaHrueHHS a)
TPUALCTUH U MOJIUACKCTPO3Y WIN MAIBTOACKCTPUH WX JIAKTO3Y, WX b) MIOJIUDTHIICHT JIMKOJIb
U TOMUASKCTPO3Y WIH MalbTOAEKCTpuH). OCOOSHHO NPEAMOUYTHTEILHBIE KOMMEPUECKUE
MPOAYKTHI mpeacTasisitor coboit Opadry White (Ha ocaose HPMC/HPC) u Opadry I White
(ua ocaose PVA/PEG).

Coaepaxariyto mpoctoii 3(hup LELTION03bI 000NIOUKY TaKke MOKHO HAHOCHTH B BHJE
MPOCTOr0 PacTBOpa, COAEPIKAIIEro BOAY W MOMUMEDP MepBoit o0ogouku. Hampumep, eciau
nmojMep mpeacrasisier coboit HPMC, mampumep, takoii kak Methocel, mepsyro obomouky
MOKHO HAaHOCHTH Ha CEpAIEBMHY B BHUIE BOAHOTO pactBopa wiau aucnepcuu HPMC.
Heo0s13arenbHO pacTBOp 000I0UKH MOKET BKIKOUATH B ce0s IPyTHe PACTBOPUTENTH, TAKUE KaK
COUPT. AJBTEPHATUBHO OOONOYKY MOXKHO HAHOCHTH B BHAE PACTBOpPA HIH TUCIEPCHH B
JISTY4eM OPTaHUIECKOM PaCTBOPHUTETE.

CoOTBeTCTBEHHO, TiepBasi 000JIOUKA, KOTOpast CONEPIKUT BOJOPACTBOPHMBINA MPOCTOU
3(pUp UEUTIONO3b, MPUCYTCTBYET B KOJIMYECTBE, COOTBETCTBYIOIIEM YBEIHMUEHHIO MAacCChl
KOMITO3UIIUY 3a cueT 00onouku, cocrapistoemy 0,5% - 40% (manpumep, 0,5% - 30%:; 0,5%
- 20%; 1% - 25%; 1% - 15%; 1% - 6%; 1% - 4%; 4% - 6%; 6% - 10%; 9% - 15% wm 12% -
15%) mo macce B pacueTe Ha MacCy KOMIIOZWIIMH Teped HaHeceHweM o00oiouku. [lepmas
000J104Ka, KOTOPasi COAEPIKUT BOAOPACTBOPUMBIN TTPOCTOM (DU HEJUTHOI03bL, IPUCYTCTBYET B
KOJIMYECTBE, COOTBETCTBYIOIIEM YBEIMYSHHUID MACChl KOMITO3UIMHM 334 CUeT OO0OJI0YKH,
cocrapsromieM 1% - 10%; 4% - 10%; 4% - 8% u 5% - 8% mo Macce B pacuere Ha Maccy
CepALEBUHBI HJIH KOMITO3ULIUY NEPEe]] HAaHECEHHEM 00OIOUKH.

CorjacHO APYroMy BapHaHTy OCYIIECTBICHUSI MepBas 000J0UKa, KOTOpast COASPIKUT
BOAOPACTBOPUMBIM  MPOCTOW  A(HUp  UELIFOIO03bI, MPUCYTCTBYET B KOJUYECTBE,

COOTBETCTBYIOLIEM YBEIIMYCHUIO MaCChl KOMITO3HIIUU 34 CUET nepBoﬁ O60.]'IO‘1KI/I, B IHUAIIa30HEC,
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BeIOpaHHOM 13 9 - 30%, cooTBercTBeHHO 9% - 20% wm B yactHocTH 10% - 15% 1o macce B
pacueTe Ha Maccy KOMITO3UIMH Tepe]] HaHeCeHnEM 000I0UKH.

CooTBeTCTBEHHO, TepBasi 000JI0UKa, KOTOpasl CONEPIKUT BOJOPACTBOPHMBIA POCTOU
3(hup UELTION03bI, 00eCIeUnBaeT TONIIUHY O0O0TOUYKH HA KOMITIO3HMIIMU, COCTABIISIONIYIO IO
MEHbIIIeH Mepe 5 MKM, COOTBETCTBEHHO OT HPHUOIM3UTENBHO 5 MKM 10 MPUOIU3UTENBHO 1 MM,
HAIpuMep, OT MpuOIU3UTENbHO 10 MKM 10 HpuOIH3UTENbHO 1 MM, OT mpuOIU3UTENBHO 10
MKM 10 TpuOau3uTensHo 500 MkM, oT npuOIu3uTeasHo 50 MKM 10 MPUOIU3UTETBHO | MM WK
MPUONU3UTETBHO OT MPUOIH3UTENBHO S0 MKM 10 npubausuteasHo 500 MxMm. B cBsizu ¢ 3TUM,
TOJIIMHA MOXKET COCTAaBISATH OT mNpHOMM3uTensHO 100 MM 1o mpuOnuzutensHo 1 MM,
HanpuMep, oT 100 MM 10 mpuOIu3uTeIbHO 750 MKM Win oT npuOmusuTeasHo 100 MKM 10
npubnusureapHo 500 mxMm. TonmuHa MOKET COCTaB/ISTh OT MPUOTU3UTENBLHO 250 MKM 10
npubIM3UTENBbHO 1 MM, HarIpuMep, OT MPUOIU3UTENBLHO 250 MKM A0 TpUOIH3UTENBEHO 750 MKM
utn or 250 MxM 1o mnpubmuzurensHo 500 MM, ToNIMHA MOXKET COCTaBISITH OT
npuban3uTenbHO 500 MKM 0 TPUOIU3UTENBHO | MM, HAITpUMep, OT MPUOIU3UTENBEHO 750 MKM
10 npubnmutensHo 1 MM win ot npubamsurensHo 500 MM 10 npubnusurensao 750 MM, B
CBSI3H C 3TUM, TOJIIKMHA MOXKET COCTABIATH OT NMPHOIM3UTENEHO 10 MKM 10 PUOIU3UTENBHO
100 mxMm, Hampumep, or nmpubmmzurenbHo 10 MKM 10 mpuOnusutensHO 50 MKM WIH OT
npubIM3uTENsHO S0 MKM 10 puOIH3UTETEHO 100 MKM.

Ecnu mepBas 00010uKa COAEPKUT BOJOPACTBOPUMBIN MPOCTOM 3(PUp LETION036I,
npocToii(bie) 3up(pl) LETOI03bI COOTBETCTBYIOUMM 00pa3oM 00pa3yeT(0T) Mo MeHbInei
Mmepe 40%, 50%, 60%, 70%, 80%, 85% umm 90% mo Macce CyxXoil MacChl MepBOU OOOTOUKH.
AJbTepHATUBHO, BOAOPACTBOPUMEBII MPOCTOH 3(pup LENTOI036I MPeACTaBIseT COO0i MEPBYIO
000J10UKy.

[MpeanoYTuTEeNHHO BBICYIINTH KOMITO3HIIUIO COIVIACHO HACTOSIIEMY H300pEeTeHHIO
repes HaHEeCEeHWEeM IepBOi 000I0UKH, KOTOPAasl COACPKUT BOJOPACTBOPUMEBII MPOCTOit 3dup
LEJUTIONO3b], KaK OMHCaHo Oosee moapoOHO HIKE B OTHOIISHWH OTHOCSIIErocsl K 000mouKke
crnocoba.

Br11o 06Hapy:keHO, YTO HAHECeHUE Ha CepALIEBHHY, COAEPKAIIYIO (hapMaleBTHUECKH
AKTUBHBII UHTPEIUEHT, MOACION, KOTOPBIA B APYTOM MECTE B HACTOSILEH 3as3BKE HA3BIBASTCS
mogo0Oomouka  (ClnemoBarelbHO, MOAOOONOYKA ©  mepBas  000JOYKA  SIBJISIFOTCS
SKBUBAIEHTHBIMH), KOTOPBIN COAEPIKUT BOJOPACTBOPUMBIN MPOCTOH d(hUp LETION03bL, Tepe]
HaHeCEHHeM OOOJOYKH OTCPOUYEHHOTO BBICBOOOXKIEHHsI oOecneunBaeT HEOKUIaHHbIE

npenMyIecTsa. beuio oOHapykeHO, YTO MPHCYTCTBUE TAKOTO MOACTOS YCHUIMBAET CBOMCTBA
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pacTBOpeHUs] KOMIO3UIMH  OTCPOUEHHOTO  BBICBOOOXKAEHHSI COIJIACHO  HACTOSIIEMY
n3o0perennto. B uacTHOCTH, ObUTO OOHAPYKEHO, YTO MPHUCYTCTBHE TAKOTO IOICIOS
VBEJIUYUBAET CKOPOCTb BBICBOOOXKIEHUS! aKTHMBHOTO MHTPENHEHTa W3 KOMIO3HIUH, a TAKKe
VBEJIMYMBACT KOIUYECTBO AKTHBHOI'O WHIPEIUEHTA, BHICBOOOXIEHHOTO B YCTAHOBJICHHBIN
MIEPUO]] BPEMEHH, 110 CPABHEHHUIO C KOMITO3ZULIMSIMH, IOy Y€HHBIMU O3 MCIIONb30BAHHUS TAKOTO
HNOACAOSL. OTH JAHHBIE SIBJSIIOTCS HEOXHMJAHHBIMH, IIOCKOJBKY IPEIIoJaraid, 4ro
MPUCYTCTBHE TOACOS B JOMOJHEHHE K BHENIHEH 000JI0UKe OTCPOUYSHHOT'O BBICBOOOKASHHUS
Oyzer IOelcTBOBATH WISl OTCPOUYKH WIM HMHTHOMPOBAHHUSI BBICBOOOKICHHUS JEKAPCTBEHHOTO
CPEACTBA U3 KOMITO3UIINHU H B OTIPEIEISHHBIH MOMEHT BPEMEHH AJISI TOT0, YTOOBI BEICBOOOIUTH
MEeHbIIlee KOJIWYECTBO JIEKAPCTBEHHOIO CPEICTBA, IMOCKOIBKY NMPUCYTCTBYeT Oojee ToJcTas
obomouka. TeM He MeHee, Kak MPOWLTIOCTPUPOBAHO B MPpUMepax, BOMPEKH STUM OKUTAHUSIM
KaK CTENeHb, TAK U CKOPOCTh BHICBOOOKIEHHS aKTUBHOTO MHIPEIMEHTA YBEIMYUBAIKCH I10
CPaBHEHUIO C KOMMO3MIMsMH 0Oe3 Ttakoro moncnos. COOTBETCTBEHHO, KOMIIO3ZULMN
OTCPOYEHHOTO BBICBOOOJKIECHHSI COTJIACHO HACTOSIIIEMY H300pETeHHIO, KOTOpBIE COAep:KaT
MOJCION, KOTOPBIA COAEPIKUT WIH NMPEACTABISiET cOOOI BOAOPACTBOPUMBIM MPOCTOH 3dup
LEJUTEOTIO03bL, M 000JI0UKY OTCPOUYEHHOI'O BBICBOOOXKASHHS CHAPYKU MOACIOS], 00eCIIeUnBAIOT
VHHUKQIBHBIN mpoduias pactBopenus. Kpome Toro, Obuto oOHApyX eHO, UTO IMPUCYTCTBHE
TaKOro MOJCNOSI CHHKAET M3MEHUMBOCTh MEXKIY NMAapPTHSIMHU, B YACTHOCTH, €CIH CepALECBHHA
Haxomutcs B (opme muHUChepsl. [1oacaol, KOTOpPBIH COASPKHUT WM MPEACTABISIET COOOM
BOJOPACTBOPUMBIII NPOCTOH 3(QHp LETIONO03bL, B CBSI3HM C 3TUM, TAKKE MOXKET CHIKATH
W3MEHUMBOCTh B IpeJeiax OJHOr0 NAlWeHTa W MEeXJy NalueHTaMd B pesyibrare Oomee
OTHOPOMHOTO MpOo(WIs PACTBOPEHHS. YHHKAJIbHBIE CBOMCTBA KOMITO3HMIUI C TMOACIOEM
COIJIACHO HACTOSIIEMY HM300peTeHH0 (B UYACTHOCTH, NpOQHIL paCTBOPEHHs), Kak
MPEIIoaaraloT, BHOCHT BKIaA B OnarompustHele (papMakOKHHETHYECKHE CBOMCTBA
KOMITO3HMIHXH COTJIACHO HACTOSIIIEMY H300PETeHHUIO.

COOTBETCTBEHHO, COIJIACHO BAPHAHTY OCYIIECTBJIEHHS IIPeLyCMOTPEeHa KOMITO3HULIUS,
coJepKaias HUKJIOCHOPHH, 00pa3yIoLIy 0 THAPOreTb HOMUMEPHYIO MATPHULY, TOBEPXHOCTHO-
AKTHUBHOE BEIIECTBO M MacisHyo (asy, AUCIEePrHpOBaHHYIO B 0OOpasymoolieldl TUAporeib
MOJMMEPHOM MaTpulle, NMpUYeM IOBEPXHOCTHO-AaKTUBHOE BEINECTBO MPEICTaBISIET COOOI
MOHO- WIH JAMTULEPU] CPeIHELEeNOYeuHON WK JIMHHOLETIOUEYHON JKUPHOU KHCIOTHI WIH
MX KOMOMHALMIO U HE COAEPKUT WIHM HE MPEACTABIsIET COOO0M MPOCTON WK CAOXKHBIN 3dup
MOJTMATHISHITTUKOIS, IPUYeM KOMIIO3ULHS JOMOJHUTEIBFHO COAEPKUT NEPBYIO 000JI0UKY; H

IIPHU 3TOM



nepBast 000JI0UKa MPEACTABISIET COOON MM COAEPKUT BOXOPACTBOPHMBIN MPOCTOU
3(hUp LEUTIOI03bI.

KoMmmosuuuss MOKeT XapakTepu3oBaThCsi BTOPOW 000JOUKOH, conepikaiieil Win
MPeACTABISIIONIEH OO0 MOTMMEP OTCPOUSHHOTO BHICBOOOIKISHHSI.

COOTBETCTBEHHO COTJIACHO BAPUAHTY OCYILECTBICHHUS MPEAYCMOTPEHA KOMITO3MIIHS,
coJeprKariasl IUKJIOCIOPHH, 00pa3yIoILy F0 THAPOTEIb MOTAMEPHYIO MAaTPHUILY, ITOBEPXHOCTHO-
AKTHBHOE BELIECTBO M MACISHYIO (a3y, AMUCIEPTHPOBAHHYIO B O0Opasyromiel THIpOresb
MOJIMMEPHOW Marpuie, NpHYeM MOBEPXHOCTHO-AaKTHBHOE BELIECTBO MPEACTABISET COOO
MOHO- WJIH JAUTTUIEPH] CPEAHELEeOUeYHOH WIH JTHHHOIENOYEYHON KUPHON KHCIOTHI WA
X KOMOWHAILMIO U HE COAEPIKUT WU He TMPeACTABJseT COOOI MPOCTOM WIH CI0XKHBIN 3(up
MOJIU3TUJICHIJTIMKOJISL, TPUIEeM KOMIIO3ULIUA AOMOJHUTEIBHO COACPIKUT IEPBYIO 060.]'[0qu u
BTOPYIO 000JIOUKY CHAPY’KH IIEPBOit 0O0TIOUKH; U MPU ITOM

nepBast 000JI0UKa MPEACTABISIET COOON MM COAEPKUT BOXOPACTBOPHMBIN IPOCTOU
3(hup LEUTIOI03bI; H

BTOpast 000JIoUKa MPeacTaBisieT co00M WU COAEPKUT ODOMOUKY OTCPOUEHHOTO
BBICBOOOKICHHSI, HANIPUMED, MPEICTABISET COOOM WIM COXSPIKUT MOJTUMEP OTCPOUSHHOIO
BBICBOOOXK ICHUSL.

ACIIeKT COIJIaCHO HACTOSIEMy H300peTeHHI0 OTHOCHUTCS K KOMIIO3WULIUH U3
MHOTOUYHMCAEHHBIX MUHUC(DED, comepKalneii Mo MeHbIell Mepe ABe MOMYJISIHA COMEPKAIIUX
AKTHBHBIM WHTpeIMeHT MHUHHC(hEp, NpUuYeM MpPeACTABUTEIM IO MEHbLIeH Mepe OXHOM
MOMYJISINAA MHUHUC(EpP NPEeACTaBISIOT co00i MuHHC(]Epsl, Kak ONHCAHO B HACTOSILEM
JOKYMeHTe (T.e. KOMIIO3WIUHN COTJIACHO HacTosmieMmy u3o0pereHuro B popmare Munuchep).
Cne,uyeT MMOHUMATh, YTO ABC HOIIYJISINUU SBJSIFOTCS PASJIUYHBIMHA. Taxas KOMITO3HULHSI U3
MHOJKECTBEHHBIX MOMYISHNA MHHHC(HEP MOXKET COAEPKATH HITH COCTOSITh U3 CIIEAYFOIIUX IBYX
MOy JISILIA I

nepBast MOIMYJISIIUSL, XapaKTepU3yomasicss 000I0UKOH, KOTopasl MpeacTaBisieT coboi
WIH COJEPKUT BOJOPACTBOPUMBIM MPOCTOM 3(DUp LELTIOI03bI, HO XapaKTePHU3YOIIasCst
OTCYTCTBHEM BHELIHEH 000I0UKH, HATPUMED, KAK OMMMUCAHO B HACTOSIIEM JOKYMEHTE; U

BTOpasi MOMJISILKSI, XapaKTEPU3YIOWAsiCsl MEpBOH 000MI0UKOM, KOTOpast IPEACTABIISIET
cO0OH MM CONEPKUT BOAOPACTBOPUMBIN MPOCTOI S(UP LENUTIOI03bI, U BTOPOU 000MTOUKOM,
KOTOpasl MPEACTABISIET COOOM WM COAEPKUT O0OJOUKY OTCPOUYEHHOTO BBICBOOOMKIEHUSI,
HApUMep, Kak OMNHCAHO B HACTOSIIEM JOKYMEHTe Hampumep, o0O0J0YKy, KOTOpas

npeacTapisier coOoi WIIN CORSPIKUT MOTUMEP OTCPOUSHHOT'O BBICBOOOKACHUSL
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CooTBercTBeHHBIE MHHHC(]EpBl KaXIOH NOMyJSIIUA KOMIIO3ULUN MHOXKECTBEHHBIX
MUHHC(hEp MOTYT COAepKaTh MUKIOCIOPUH B BUIE MUHHC(Ep HEKOTOPHIX WM BCEX IPYTUX
MOMYJISINKAN, WIK OXHA MOMYJISIIMS MOXKET COAEPKATh LUKJIOCIIOPHH, & APyrasl MOMYJISILHsI
MOXeT conepxarb B cebe apyroii(ue) akTuBHbI(e) MHrpexueHT(bl), HapUMep, IPYTYIO
KOMOHMHALIUIO.

KoMmosnuuioo MHOTOUYMCISHHBIX MONYJSIUMA MOXHO INPUMEHSITh B JICUSHUH
Hapymenus: JKKT, Hanpumep, kak OMUCAaHO B HACTOSILEM TOKyMeHTe. Takyr KOMIO3HULIUIO
MOKHO NPUMEHSTh B JISUSHHN HAPYIIEHWsI, MOPAKAIOIIEro MHOrounciaeHnbsle yaactku JKKT,
HAamNpUMEp, BEPXHHE OTHE]bl KHUIICYHWKA W HIDKHHE OTJeNbl KHIICUHWKA, M OHA MOXKET
COAepKaTh AKTUBHBI HMHIPEIUEHT, BBIOPAHHBIH W3 HMMMYHOJENPECCAHTOB (HampuMmep,
LUKJIOCTIOPHHA), HHTUOUTOPOB TUAPOKCHIA3HI (Hampumep, THIpATa3HHA) u
MPOTHUBOBOCIIATHTENBHBIX JIEKAPCTBEHHBIX CPEACTB (HApUMeEp, MecanasuHa).

Munucdepsl KOMIO3HIUA MHOTOUUCISHHBIX MOMYJISIIUKA MOTYT B KauecTBe IpHUMepa
COJIeP)KaThCSI B T€IEBOM KallCyJie WIH cale.

Bropast 00004ka HaXOAWTCS CHAPY)KU MEPBOH OOONOUKH M MOMKET MPEACTABIISTH
coboii moOyrd W3 ONHCAHHBIX B HACTOSIIEM JOKYMEHTe OO0OJOYeK OTCPOUSHHOrO
BbIcBOOOXKAeHUs. B wactHOCTH, BTOpas 00ojouka mpeicTaBiseT coOOW WIH COAEPKUT
ONMCAaHHYI BbOIe pH-HE3aBUCHMYI0 NOJUMEPHYI0 OOONOUKY MOIM(PUINPOBAHHOTO
BbICBOOOXKIeHusl. Hanprmep, BTOpas 006010uYKa MOXKET MHPENCTaBISITH COOON HIM MOMKET
coJiepKaTh KHIIEYHOPACTBOPUMYI 000m0uky win pH-HezaBucumyroo obomouky. Bropas
000JI04YKa MOKET COAepkaTb CMeCh NMOJIMMEPOB, BKIIOYAs B cedsl MOIMMEp, pasiaraeMbli
OakrepuanbHbIMH WM ApyruMH  (QepmenTamu. COrnacHO KOHKPETHOMY — BapHAHTY
OCYIIECTBIEHHs BTOpast 000J0YKAa COXEPXKHUT OSTWILELTON03y U HeoOs3aTenbHO
BOJOPACTBOPUMBIII MOJHCAXAPH], B YACTHOCTH, IOJUCAXAPHU, TOABEPKEHHBIN PA3I0KESHHUIO
OakTepuii B TOJCTOH KHUILIKE, COOTBETCTBEHHO, NeKTHH. COOTBETCTBEHHO, BTOpasi 000I0YKa
MOJKET COAepIKaTh OMMCAHHYIO BhIIIE CMeCh Surelease U MeKTHHA.

Her HeoOxomumocT, 4ToOBI KaK MepBast, Tak U BTOPast 00O0JIOUKU MPHUCYTCTBOBAIH B
KOMITO3MIIMM B OJHO W TO e BpeMs. Hampumep, KOMITO3HLIMSI MOXKET COAEP:KaTh BTOPYIO
060J109Ky (BHEIIHIO 000JI0UKY) TIPU OTCYTCTBUH MepBoii 00010uku. HaobopoT, koMITo3umus
MOJKET COAepIKaTh NePBYI0 000I0UKY IPU OTCYTCTBHU BTOPOH 000IOUKH.

INepBas u BTOpas 0007J0UYKa MOTYT HE3aBUCHMO MPEICTaBISITH cCOOOM 000TOUKH Ha
BOJHOW OCHOBE WJIM MOTY T IPEACTABIISITE cOO0H 00010UKH Ha OCHOBE pacTBopHuTes. [1og 3TiM

MOAPA3yMEeBAeTCs, YTO NEPBYK WHJIH BTOPYK) OOOJOUKY MOKHO COCTaBHTH IEpel HX
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HaHECEHWEM Ha CEPAIEBHHY WIM KOMIIOZHIIMIO W/WITW HAHECTH HA CEePALEBHHY WK
KOMITO3UILIMIO B BHJAE HA BOJAHOW OCHOBE KOMITO3HMLMSI WM B BUAE KOMIIO3UIIMHA HA OCHOBE
pacrBoputensi (HA OCHOBE HEBOAHOTO pacTBopuTtens). Kommosuiuu 000J0YKH HA BOIAHOM
OCHOBE WJIM HA OCHOBE PACTBOPHUTEISI MOTYT MPEACTABNIATE COOO0M CyCHEH3HI0 WU PacTBOP
MaTepuaia 000JOYKH B BOJIE WJIH B PACTBOPHUTENE.

CornacHo BapHaHTy OCYIIECTBICHHS KOMITOZUINS COACSPIKUT CePALIEBUHY U BHEIITHIOK
000510uKy (KOTOpasi B HACTOSIIEM AOKYMEHTE TAKKE HA3BIBAETCSI BTOpast 000I0UKa), MpUIeM
CEPALEBUHA COICPKUT IUKIOCIOPHH, OOpasyIOIIyH THAPOrelb MOJUMEPHYI) MATPHILY,
MOBEPXHOCTHO-AKTHBHOE BEIIECTBO U MACISHYIO (pa3y, AMCIIEPTUPOBAHHYIO B 0Opasyromiei
THIPOTENTb TOJUMEPHON MATPHLE, TPHUEM MOBEPXHOCTHO-AKTUBHOE BEIIECTBO MPEACTABISET
c000¥ MOHO- WJIH JUTHIEPH] CPEAHELIETTIOUSUHOM HTH JITHHHOLEIOYEUHOM JKUPHOM KHCIOTHI
HITA UX KOMOWHAITHIO U HE COAEPIKUT UM HE TIPEACTABIISIET COOOM MPOCTOM UITH CITOKHBIHN 3(up
MOMMATHISHITAKONSL.  KoMmosummst MokeT HeoOs3aTelbHO JOMOJHUTEIBRHO COASPIKATh
MOJCION.

CorjgacHO  OAHOMY  BapUaHTy  OCYIIECTBJAEHHsI  HACTOSIIET0  M300peTEHHs
MpeayCMOTPEHA KOMIIO3MIUS, COAEpIKaIiasl CepLEeBHHY, TEPBYI OO0ONOYKY H BTOPYIO
000J109Ky CHApY KU MePBOH 00OJOUKHU; U IPUIEM:

CepALIEBUHA CONEPXKHUT LHUKJIOCIOPHH, OOPa3yIOMyl0 THAPOTENb MOJUMEPHYIO
MaTpHIly, MOBEPXHOCTHO-AKTUBHOE BEIIECTBO W MAC/sIHYIO (azy, MUCIEPTUPOBAHHYIO B
obpasyronieil ruaporeb MONUMEPHON MaTpHLle, MPUUEM MOBEPXHOCTHO-AKTUBHOE BEIECTBO
MpeACTaBysieT co00H MOHO- WM JUTIHLEPHA CPETHEENnOueYHON WiH IMHHOLUETOYSTHOH
JKHPHOM KUCTOTHI MM UX KOMOWHALIUIO M HE COAEPIKUT WM He MPeNCTaBIsieT co00i mpocToit
WITH CJIOXKHBIHM (U MOTHUI THICHTITAKOIS

nepeast 000I0UYKA TPEACTABISET COO0H WM COASPKHUT BOAOPACTBOPUMEIN MPOCTOH
3(hup LEJUTIOI03b], B YaCTHOCTH THAPOKCUTIPOIIIMETHIISILTIONO3Y ;

BTOpast 000I0UKa MPeNCTABISIET COOOU WU COAEPKHUT 000J0UKY MOAUPHULHUPOBAHHOT'O
BBICBOOOKIEHUST WiIM OOOJOYKY OTCPOUYEHHOTO BBLICBOOOKIEHHs, B dYacTHOCTH pH-
HE3aBUCUMYIO 000IOUKY MOIU(DHUIIMPOBAHHOTO BHICBOOOKICHHSI,

nepsast 000JI0YKA MPHUCYTCTBYET B KOJIHYECTBE, COOTBETCTBYIOIIEM VBEIUUSHHIO
MAacChl KOMIIO3HUIIMH 33 CUET MEePBOi 000IOUKU B AMANa3oHe, BEIOPAHHOM U3 clieayromero: (i)
8% - 15%; (i1) 8% - 12%, nanpumep, npudmmzureasao 10%; wmm (iii) 2,5% - 6%, Hampumep,
mpuOIMU3uTETBHO 5% MO Macce B pacueTe Ha MACCy KOMITO3UIIMH Tepe]] HAaHECEHUeM MEPBOit

000JI0UKH; U IPUYEM
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BTOpast 0060I0UKa MPUCYTCTBY €T B KOJTHMUECTBE, COOTBETCTRBYIOIIEM YBEIMUSHHIO MACCHI
KOMITO3HIIMH 3a CUET BTOPOt 000/10UKH, BEIOpAaHHOMY 3 cleayroiero: (a) 4% - 20%; (b) 7,5%
-20%:; (¢) 10% - 12%, nanpumep, npubnuzutenbio 11% wnu npubnuzurensao 11,5%; uim (d)
16% - 18%, Hampumep, npubauszutensHo 17% mo Macce B pacueTe Ha MacCy KOMIIO3UIIUU
nepe HaHeCEHUeM BTOPOi 000I0UKH.

IMepBas u BTOpast 00OJIOUYKH COIJIACHO BAPUAHTY OCYIIECTBJIEHUS! HEMOCPEICTBEHHO
MpealecTByomero ad3amna, COOTBETCTBEHHO, MPEICTABISIIOT CO0O0H 1100yI0 M3 MEPBBIX U
BTOPBIX O00OJI0YEK, OMUCAHHBIX BhIlIe WM HIKe. COOTBETCTBEHHO, MPeayCMOTPEHO, UTO
000JTOUKH, ONMUCAHHBEIE B 3TOM pa3aeie, MOXKHO HAHOCHUTh Ha JIOOYI0 M3 OMHCAHHBIX B
HACTOSIIEM JOKYMEHTE KOMIO3MLUN Anst  oOecreueHuss OOOJIOUKH  OTCPOUEHHOTO
BBICBOOOXKIeHUsI TPH HeoOXoauMocTH. OO0O0I0UKH SIBIASIOTCS OCOOEHHO MPUMEHHUMBIMHU LTSI
obecneueHust 000I0UKH MOAUDPUITUPOBAHHOTO BHICBOOOKISHHSI HA CEPLIEBUHBI, COSpKAIIHE
MOJTUMEPHY 0 MaTpUIly U (hapMarieBTHUECKN aKTHBHBIN HHIPEIUESHT, OMMMCAHHBIE B HACTOSIIEH

3as5IBKE.

Baemnsas 6apbepHas HJIH 3AIHTHAA 000/109KA

OmucaHHbIe B HACTOSIIEM JOKYMEHTE KOMIIOZHLIMM MOTYT COJEp/KaTh 3aIlUTHYIO
000JI0UKY CHAPYKU TIEPBOM W/WIK BTOPOI 000J0UKH, HATIPHMED, CHAPYIKU BTOPOM 00O0JOUKH,
000/10uKl  MOAM(PHUIIUPOBAHHOTO BBICBOOOKAEHHUS. 3aluTHAs 000J0YKA MOKET MOMOYb
3aIIUTUTB 000MOUKY MOIU(DUIIMPOBAHHOTO BBICBOOOKICHHS OT MOBPEXKICHHUSI B PE3YJIbTATE,
HaNpuMep, COCTABJICHUS! KOMIIO3HIMHA B KOHEYHYIO JISKAPCTBEHHYIO (OPMY HIM BO BpeMs
MaHUIY/SIOAH, TPAHCIOPTHPOBKH WM XPAaHEHHs] KOMIIOZWIMH. 3alIUTHYIO O00OIOUKY
COOTBETCTBYIOLIMM 00pa30M HAHOCST HA HAPYKHYIO MOBEPXHOCTb KOMITO3UIIMH. 3aIUTHYIO
000JIOUKY MOKHO HAHOCHUTb HENMOCPEJICTBEHHO Ha BTOpPYK 000104ky (0007104UKy
MOIU(UIMPOBAHHOTO BBICBOOOXKEHUSI) TaK, 4YTOOBI 3aumMTHAs 00O0JO0UYKA HAXOAWIACH B
KOHTaKTe CO BTOPOH 00010uKoi (00070UKOil MOAU(DUIMPOBAHHOTO BBICBOOOKISHHMS).
3amurHas 000J0YKa, COOTBETCTBEHHO, MPEICTABIsIET cOOOU BOIOPACTBOPUMYIO OOOTOUKY,
KOTOpasl TMpPU KCHOOJNB30BAHMM HE OKa3biBaeT HEOJAarompHsTHOTO BO3ACHCTBUS Ha
BBICBOOOKIEHHE LUKIOCHOPUHA A m3 KoMmo3uuu. COOTBETCTBEHHO, 3aIUTHAS 000I0UKa
MpEACTaBIsIeT COOOH MIIN COAEPKHUT BOJOPACTBOPHMBII ouMep. 3ammTHast 000T09Ka MOKET
coJepkaTh BOJOPACTBOPUMBIN ILE/UTIONO03HBIH HWiH PVA mieHkooOpasyoomuid moauMep.
COOTBETCTBEHHO, 3aIuTHAsE 000J0YKa MOXKET MPEACTABISATh COOOW MM MOXKET COAEPKAThH

Opadry (ma ocHoBe HPMC/HPC), Opadry II (ma ocuoBe PVA/PEG) wim mnpuBHUTHIE
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COTOTUMEPHI TOJTMBIUHIIOBOTO criupra u nommdTiieHr ko (Kollicoat IR), kak onmucano B
HACTOSIIEM JOKyMeHTe. 3ammrHas o000T0Yka MOXKET IpPUCYTCTBOBaTh B BHIE CJIOf,
COCTABISIIOILEro OT mpuOmMM3uTensHO 2 m0 npubiamsurensHo 50 MkM. COOTBETCTBEHHO,
3a0UTHYI0 OO0JOUKY HAHOCAT C TOJYYEHHEM YBEIHYEHHS MAcChl, COCTABISIFOLIETO OT
npubmusurenpro 0,5 1o npubmusutensHo 10% B pacdyere Ha MAcCy KOMITO3UIIMH Tepe]

HAHECEHHUEM 3aIUTHOU 000JOUKH.

[onumepnas marpuna

Kommosnuust corfacHO HacTosimeMy H300peTeHHIO COACPKUT LUKIOCIIOPHH,
00pasyromyo THAPOTeNb MOJIUMEPHYI0 MATPHIYy, HOBEPXHOCTHO-aKTUBHOE BEIIECTBO H
MacisiHyio (asy, AUCIEPrHpPOBAHHYIO B OOpasylolied THIporelb MOJMMEPHOW MaTpHILE.
Kpome Toro, cormacHo onpeneieHHbIM BAPHAHTAM OCYILECTBICHHSI COTJIACHO HACTOSILEMY
N300PETeHNI0 KOMIIO3ULHUS COTJIACHO HACTOSIIEMY H300pETEeHHMIO CONEPKUT CEepALEBUHY,
npuYeM CepALEBHHA COASPKUT LHUKIOCIOPHH, OOPa3yI Iy THAPOTedb IOIHMEpHYIO
MaTpHLy, MOBEPXHOCTHO-aKTHBHOE BELIECTBO M MACISHYIO (asy, IUCIEPrHpPOBAHHYIO B
oOpasyomieil ruaporeisb moJuMepHoii Marpuue. KOMIo3HIusl WM CepALeBHHA COASPKUT
HenpepreBHYIO (hasy nim (pazy Marpuibl, KOTOPBI MOKET MPEICTaBIsTh COOOH MM MOXKeT
coaepkarh 00pasyIOIyI0 THAPOTENb MTOTUMEPHYIO MATPHUILy JUIs 0OeCTIeueHNs] MeXaHNIeCKOM
npouHocTH. COrIacHO BapuUaHTaM OCYLIECTBICHHSI LUKIOCTIOPUH COASPKHUTCS B Mpeaenax
aucrepcHoi (asel Wi MaciasHOM (asel B mpenenax HempepbiBHOM (a3bl MM MaTpHIIBL
LluknociopuH MOXKET IPUCYTCTBOBATH B BHJE AMCIEpcHON (asel B mpenenax obpasyromeit
THAPOTeNb MOJIUMEPHON MaTpuIbl (HempepbIBHON (ha3bl WM BOTHOM (a3bl) cepAleBUHBI WIH
kommosuumy. JlucnepcHas (aza MoXeT MpeAcTaBisATh COOOW WIM MOXKET COIepKaTh
MacisHyto (aszy. Hampumep, aucnepcras dasza MOKET COAEep:KATh JIMIKI U LUKIOCIOPUH A.
CepaueBrHY WIH KOMITIO3HLIUIO MOXHO TOJYYUTh NMyTEM JHCHEPTHPOBAHMS ITHKIOCIIOPHHA,
pPacTBOPEHHOTO B MacistHOU (pase, B BOAHOM (aze, coaeprkaiieil oOpasyroIIyr0 THAPOreNb
MOJMMEPHYI0 Marpuly, ¢ oOpa3oBaHHEM KOUIOHJAa M 3aTeM IyTeM WHULUUPOBAHMUS
3aTBepaeBaHus (reneoOpa3zoBaHus), TEM CaMbIM MMMOOHIU3NPYS LUUKIOCIOPUH B Ipeaenax
oOpazymoLiei ruaporeas MOJUMEPHOI MATPHUIIBL

CepaueBnHa MOXKET XapakTepU30BaThCs (OPMOH TBEPAOrO KOIOWAA, IpHUYEM
KOJUIOUI COAEPIKUT HempephiBHYIO (pasy W mucmepcHyro ¢asy, mpuyeM HempepbiBHas (asza
npeacTaBisier coboil Wim comep:kuT OOpasyIoMIyI0 THAPOTeTh MOJMMEPHYI MAaTpULy, H

qucriepcHast (asa mpexncrasiasier coOOH WM COAEPKHUT MacisiHylo (azy, HeoOs3aTelIbHO
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CoZepXKallyr0 IMKIOCIOpHH. JlucnepcHast ¢a3a MOXKET CcoJep:KaTh HECYLIyI Cpeny,
COZEPKAIIY 0 LIUKIOCIIOPHH, HAIPUMep, COASPIKAIIYI0 ero B BUAE PacTBOPA WU CyCHESH3UH
i koMOuHanmu ux 0doux. Hecyimast cpeaa MoxeT mpeacTaBisiTh CO00M MacsiHy 10 a3y, kak
OIMCAHO B HACTOSIILIEM JOKYMEHTE.

Takue cepIueBHHBL, coaepkKamme oO0pa3yomuil THAPOTeIb MOJUMEDP U JHCHEPCHYIO

(hazy, comepsKaIyio IUKIOCIOPHH A, OIKHCaHbI 00jiee MOAPOOHO HUIKE.

000/104KH 0TCPOUEHHOT 0 BLICBOOOKIEHH S

CornacHo HACTOSIIIEMY U300pETEHHIO MpeIy CMOTPEHBI KOMIIO3HIINY,
XapaKTEPHU3YIOLIHECS 000TOUKOM, KOTOpasi COAEPIKUT MITH IIPEACTaBIsIeT co00M 00pasyromumit
000/I0UKy MONMMEp, MpudeM oOpasyroumuil 000J0UKY MOJUMEDP NPEACTaBIseT Co0oit
00pasyoIuii THAPOTeTh MOJHMEp; 000I0UKa MOKET MPECTABIATE COOO0M TTEPBY 0 000MOUKY,
CHApY)KH KOTOPOW HAXOMUTCS BTOpas o0ojouka. BTopas 000mOuUKa MOMKET TPEACTaBIISATH
€000l 00010YKY OTCPOUESHHOTO BBICBOOOMKIASHHS, XOTS HACTOSIIIEE H300pETeHne He TpeOyerT,
yTOOBI BTOpast 0000UKA MpeacTaBisiia co00i 000JOUYKY OTCPOUEHHOTO BBICBOOOIKIEHUS.
Bropas 000s10uka MOXET COAEpXKaTh WM MPEACTABIATH COOON TONMMMEpP OTCPOUEHHOTO
BBICBOOOXK ICHUSL.

IepBas 06oa0UYKa MOKET MPUCYTCTBOBATE B KOJIUYECTBE, OMMUCAHHOM B APYT'OM MECTe
B HACTOMIIEM OIMUCAHUN I/1306peTeHI/IH.

IlepBas 0060MOUKa MOKET TPUCYTCTBOBATH B KOJNHUYECTBE, COOTBETCTBYIOIIEM
YBEIHUSHHUIO MAaCChl KOMIIO3HUIIMHU 33 CUET MepBoii 000m0ukn, coctamsromemy 0,5% - 20% mno
Macce CepALEeBUHBL

Boustee TOro, KOMITO3MITHST MOJKET COAEPKATh TIEPBYIO 0DOIOUKY, TIPHUCYTCTBYIOIIYIO B
KOJIMYECTBE, COOTBETCTBYIONIEM YBETHUSHUIO MACCHI KOMIIO3HIIMM 3a CYeT OOONOUKH,
BEIOpAaHHOMY M3 Iuana3oHoB, cocraBistonmx: 0,5% - 15%; 1% - 15%; 1% - 12%; 1% - 10%,;
1% - 8%; 1% - 6%; 1% - 4%, 2% - 10%; 2% - 8%; 2% - 6%; 2% - 7%; 2% - 4%; 4% - 8%; 4%
- 7%, 4% - 6%, 5% - 7%:; 7% - 20%; 7% - 16%; 9% - 20%; 9% - 16%; 10% - 15% u 12% -
16%.

CormacHo  HacrosimeMy  H300peTeHHIO  IpeaycMoTpeHa  (papmaueBTHUECKast
KOMITO3ULIMS, COAEPIKAIIAsl CEPALEBHHY, MEPBYIO O0ONOUKY M BTOPYHO OOOIOUKY CHApYKH
MePBOi 0OOIOUKH, TIPHUEM CEPALIEBHHA COASPIKUT ITHKIOCITOPHH, 00Pa3yIoIy0 THAPOre/b
MOJJUMEPHYID ~ MaTpWIly, T[OBEPXHOCTHO-aKTHBHOE BEIIECTBO M  MacisHyio a3y,

JUCIIEPTHPOBAHHYIO B OOpasymolled TIHaporess MONMMEPHOW MAarpHuue, NpUYeM IepBast
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000J104Ka COACSP/KUT WU MPECTABISIET cOOOH BOZOPACTBOPUMBII ITPOCTOH 3PHpP LESUTIOI03bL,
u Bropas o000m0YKa COAEPKUT WM TpPEACTaBaser coOOH IMoauMep OTCPOYSHHOTO
BI:ICBO60)K,H€HI/I$I, )51 nepsast o6on0q1<a MOXET MMPUCYTCTBOBAThH B KOJIMYECCTBE,
COOTBETCTBYIOILIEM YBEIWYEHHIO MACChl KOMIIO3MLIMH 34 CUYeT MepBOH 00O0JO0UKH,
cocrapmsromeMy 0,5% - 20% mo macce CepAueBHHBL, IPUYEM IOBEPXHOCTHO-aKTHBHOE
BEIECTBO TpeACTaBIseT Cco0Oi MOHO- WIM JUIVIMOEPUA CpEeIHELeNOoYeyHOH WIH
ﬂHHHHOHeHOqeqHOﬁ )KHpHOﬁ KHCIOTHI WIH HX KOM6I/IH3,I_II/IIO U HE COACPKUT WJIM HE
MpeACTaBIsIeT COOOM MPOCTOM WK C0XKHBIN d(HUP MONMUITHISHTTUKOJIS.

Kommosnuust cornacHo HacrosimeMy H300pETeHHI0 MOXKET COJepKaTh MEPBYIO
000JI0UKY ¢ TOMUHOM, cocTaBsioniei 1 Mxm - 1 mm. Takum 06pa3oM, yBeTHUEHHE MACChI B
% 3a cuer 000JOYKH, YCTAHOBIEHHOE BBIIIE, MOXET COOTBETCTBOBATH TOJIIUHE,
cocrapsiromieit 1 Mxm - 1 mm.

INeppast 06010UKa MOKET XapaKTEPU30BATHCS TOMIUHON, BRIOPAHHOE U3 TUAMTA30HOB,
cocrapistronux: 1 Mxm - 500 mxMm; 10 Mrm - 250 mxm; 10 MM - 100 mxm; 10 mxm - 50 MKwM;
10 mxMm - 20 mxm; 50 MM - 100 mxm; 100 mxMm - 250 mxm; 100 mxMm - 500 mxm; 50 Mxm - 500
MKM; 50 MM - 250 mrMm; 100 mMrm - 1 mm; 500 MM - 1 mm. O0010uKka, XapaKTepusy OIIasiCst
3HAUEHUSIMUA TOJIIIUHBI, PACKPBITHLIMA B HACTOSIIEM ab3are, MOXKET NPEACTaBIsATh o000t
Jr00yI0 U3 000I0UeK COTJIaCHO HACTOsIEl 3asBke. B wacTHOCTH, 00010UYKa, HAa KOTOPYIO
CCBUTAIOTCS B  HacTrosimeMm ab3ame, MOXKeT MpeacTaBisITh coboil  000nouky U3
BOJOPACTBOPUMOTO MPOCTOTO (PHpa LEILTIOIO03bL.

INepBast 06omoUKa MOKET MPUCYTCTBOBATH NMPH YBETUYSHHH MAcChl, BHIOPAHHOM W3
nuanaszoHa, cocrasisolnero: 1% - 20%, 4% - 7%, 5% - 7%, 4% - 15%, 8% - 15%, 4% - 12%
u 8% - 12%. Bropast 0607104Ka MOKET PUCYTCTBOBATH MPH YBEJIHMUYEHHH MACChI, BLIOPAHHOM
W3 AManasoHa, cocrapisorero: 8% - 15% umm 8% - 12%.

Kpowme Toro, cornacHo HacTosieMy n300peTeHHIO pe Iy CMOTpeHa (papManeBTHIecKast
KOMITO3ULIMS, COAEPIKAIIAsl CEPALEBHHY, MEPBYIO O0ONOUKY M BTOPYHO OOOIOUKY CHApYKH
MepBoi 000TOUKH, MPHUUEM CEpALEBHHA COASPKUT LHKIOCIOPHH, 00pa3yIoIy THAPOreb
MOJMMEPHYD  MATpHLy, IIOBEPXHOCTHO-aKTUBHOE BEIIECTBO M  MacisHylo a3y,
JUCIIEPTHPOBAHHYIO B oOpasyromeli ruaporeib NMOJUMEPHON Marpume, mepsas 000J0uKa
COJIEPIKUT WM MIPeCTaBIsIeT COO0M BOAOPACTBOPUMEI MPOCTOM 3(hUp LEMTION03bI, U BTOPAst
000J10UKa COAEPIKUT WA MPEICTaBIsieT COOOH MOIMMEDP OTCPOUYESHHOT'O BBICBOOOMKIECHUS, U
nepBast 000104YKa XapaKTepU3yeTcs: TOMIMUHON, cocTapsromeii 1 Mkm - 1 mm. CepauesuHa

MOXKET HeoOs3aTebHO IOMOJHUTEIBHO COAepKaTe OOpasyromMil THUAPOTedb IMOJHMED,
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MPUYEM MOBEPXHOCTHO-AKTUBHOE BEILECTBO NPEACTAaBJSET COOOH MOHO- WM AWUTTHLEPUT
CpeIHenenoYeyHoH WIN JUIMHHOLETIOUYeYHOH JKUPHOI KHCIOTHI WM MX KOMOMHALMIO M He
COJIeP’KUT WK He TpeACTaBiseT coO0U MPOCTON HIH CIOKHBIN S(UP TOTUITHISHIJIHKOMSL.

Bropas 0605104ka MOXKET IPUCYTCTBOBATH B KOJHUECTBE, OMMHUCAHHOM B APYTOM MECTe
B HacrosmeM gokyMeHTe. COOTBETCTBEHHO, BTOpas 000J04YKa OOECHeurBaeT TONIIMHY
000JI0YKH Ha KOMITO3UIIMH, COCTABIISIIONIYIO OT NPHOIU3UTENEHO 10 MKM 10 TpUOIH3HTEIBHO
1 MM, Hanpumep, ot mnpubmmurensHo 10 Mxm g0 npubmmsurensHo 500 MKM, OT
mpubIM3UTENbHO SO MKM 10 TPpUOIM3UTENBHO 1 MM Wi TPUOIM3UTENBHO OT MPUOTU3UTETBHO
50 MM o mpubnmsureasHo 500 MKM. B CBSI3M ¢ 3THM, TOJIIMHA MOMKET COCTaBJISITH OT
npubmusurenbHo 100 MxMm 1o mpubmmsurensHo 1 MM, Hampumep, ot 100 MM 10
npubau3uTenbHo 750 MM wiu oT npubnuzutensHo 100 MM 10 npubnusutensHo S00 MKM.
TonmmHa MOXET COCTaBISATH OT NPUOMM3UTENbHO 250 MKM a0 npubOmusutensHO 1 MM,
HampuMep, OT NpuoOmu3uTensHo 250 MkM 10 mpubausurensHo 750 MKM win ot 250 MKM 10
npubausuTenbHo S00 MM, ToJIIUHA MOXKET COCTABSAThH OT MPUOAM3HTENBHO 500 MKM 10
npuONIU3UTENBHO 1 MM, HAPUMEP, OT MPUOIU3UTENBHO 750 MKM 10 MPUONMU3UTENBHO 1 MM
win 0T npubnusutenbHo 500 MM 10 mpubnusutenbHo 750 MkM. B CBSI3M € 3THM, TONIIUHA
MOJKET COCTaBJISAITH OT NpHOIM3uTensHO 10 MM 10 npubmmsutensHo 100 MKM, HanpuMep, OT
npubau3uTenbHo 10 MKM 10 mpuOTU3UTENBHO 50 MKM WM OT MPUOTU3UTETBHO 50 MKM 10
npuban3uTensHo 100 MKM.

CornacHo moOOMy acrleKTy WIH BAPUAHTY OCYIUIECTBIESHHs, TOE CYLIECTBYET BTOpas
0007104Ka (KOTOpasi TAKKE HA3bIBACTCSl BHEINHSSI 000JI0UKA) MPEeIyCMOTPEHO, YTO BTOpast
0007104YKa MOXKET MPUCYTCTBOBATEL MPH YBEIMUEHUH MAacChl B %, cocramisomeM 2% - 40%.
Kpome Toro, Bropast 0060/10uka MOXKET MPUCYTCTBOBATH B KOIWUYECTBE, COOTBETCTBYIOLIEM
VBEJTMUSHUIO MAacChl KOMIIO3MIIMK 32 c4yeT OO0ONOUKH, BBIODAHHOMY U3 JAHANA30HOB,
cocrassromux: 4% - 30%, 4% - 7%, 7% - 40%, 7% - 30%, 8% - 25%, 8% - 20%, 2% - 25%,
2% - 20%, 4% - 25%, 4% - 20%, 4% - 15%, 4% - 13%, 7% - 15%, 7% - 13%, 8% - 12%, 9% -
12% u 20% - 25%.

CormacHo m000My acneKTy M BapUAHTY OCYILECTBICHHUS! HACTOSINETro H300peTeHus
nepeasi 000I0UKA MOXKET INPHCYTCTBOBATH INPH YBEIHMUEHWH MACCHl B % OTHOCHTEIBHO
cepaueBunbl, cocrapisromeM 0,5% - 20%, npexnoututensHo 1% - 16% umm 4% - 16%, u
BTOpast 000I0UKa MOKET IPUCY TCTBOBATH NPH YBETUUYEHHH Macchl B %, cocTasisiroieM 4% -
24%, 7% - 24%, 22% - 24%, 7% - 15%, unu 8% - 12%, npexnoururensuo 22% - 24%, 7% -
15% wnu 8% - 12%.
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CepaueBuHa TPEAMOYTHUTENILHO HAXOAUTCS B (popMe MHUHHUCHEpPBI, HAmpUMeEp, Kak
OMHUCAHO HUKE Oosiee moaAPOOHO, HampUMep, B (hopMe TBEpAOro Koutonaa. Bropas obomouka
MOJKET MPECTABIATh COOO0M MIEHKY WA OHA MOJKET MPECTaBIIsITh Co00i MmemOpaHny. Bropast
000J104Ka, HATPUMEp, IUIeHKA W MeMOpaHa, MOXKET CITYKHUTb ISl OTCPOUYKH BEICBOOOK ASHHUSI
JI0 TIPOXOXKIASHHS Yepe3 KelyI0K, 00010UKa MOXKET, B CBS3H C 3TUM, MPEACTaBIATh COOOI
KHMIIIEYHOPACTBOPHUMYO  00010uKky. (O00J0YKA OTCPOUYEHHOTO BBICBOOOKIEHHUSI MOMKET
COJEPKATh OJHO MU HECKOJIBKO BEIIECTB OTCPOUEHHOTO BHICBOOOXKASHUSI, IPEATIOUTUTENBHO
MOJTUMEPHOM TPUPOIBI (HATPUMED, METAKPUIATHI U T. ]I, TOJIUCAXAPUIBI U T.]T., KAK OMHUCAHO
Oonee moapoOHO HIKE), WM KOMOWHAIMIO, COCTOSIIYK W3 OONbIIE YeM OJHOTO TaKOro
BellleCTBa, HeoOs3aTeNbHO BKIIIOYAst B ce0s Ipyrre BCIOMOraTeNbHBIE BEIIECTBA, HAPUMED,
HHaCTHq)HKaTOpI:I. Hpe,Z[HOLITI/ITeJ'ILHLIe HJ'IaCTI/I(l)I/IKaTOpI:I, €CJIK UX UCIOJIB3YIOT, BKIHOYAKOT B
cebs runpoduiabHble IacTuduKaropsl, Hanpumep, Tpuatuiurpar (TEC), KoTopbIi siBsiercst
0COOEHHO NPEANIOUTHTENBHBIM TPU HKCIONB30BAHMU ceMmelicTBa nonmumepos Eudragit® B
KauecTBe 000OYEK, Kak omucaHo Hwke. JIpyroil mpenmouTHTENBHBIA IMIACTH(UKATOP,
OMMCaHHbIH 00J1ee MOAPOOHO HIKE B OTHOLIEHUH 000IOUKH C STHIILIE/UTION030H, IPEACTABISET
coboii mubyTtuncabeuar (DBS). AnpTepHATHMBHO WM AOMOJHUTENBHO HEOOS3aTENBHO BO
BCIIOMOTATEIbHBIE  BEMIECTBA BKJIIOUEHBI CIIOCOOCTBYIOIIME CKOJBKEHHUIO BEIIECTBA.
CriocoOCTByIOIEE  CKOJNBKEHUIO BEIIECTBO TPENCTAaBIsieT CO0O# BEIIECTBO, KOTOPOE
JO0aBISIIOT K TOPOLIKY WIM APYrod cpeie Aasl YIAYUIIEHHS HX TEKYyYeCTH. |UIHYHOe
CHOCOOCTBYIOIIEE CKOMBKEHHIO BEINECTBO MPEACTABISIET COOON TalbK, KOTOPBIN SIBISETCS
MPeANOUYTHTETRHEIM TP HUCMONB30BAHUN TOMMepoB cemelictBa Eudragit® B kadectse
000J1049eK.

00010UKy OTCPOUYEHHOTO BBICBOOOXK ASHUSI (BTOPYIO 0007104UKa) MOXKHO HAHOCHUTh, KaK
OMHMCAHO HUKE, U OHA MOXKET BAPBUPOBATH IO TOJIIIMHE U TUIOTHOCTh., KoruecTBo 060m0uku
OTIPEeASTISIFOT TI0 MOTIOIHUTEIRHOW Macce, A00aBaeHHOH Kk (Macce, Ha KOTOPYIO IMPOUCXOIUT
yBEIWYEHHe) CyXOH KOMIIO3MLUH (HampuMmep, CepAleBHHE), Ha KOTOPYIO ee HaHOCHT.
YBennueHne MacChl MPEAMOUYTHTEILHO HAXOIUTCS B quana3one, cocrasisrormem 0,1% - 50%,
npeanoututeabHO 1% - 15% CyXoit MacChl CEpaIIeBUHBI, 00JIee MPEAIOUYTHTENBHO B THAMA30HE
3% - 10% wnu B auanasone 5-12% wniu B nuanasone 8-12%.

[MonuMepHBI MOKPHIBAIOLIHKA Marepual 0O0JIOYKH OTCPOUEHHOTO BBICBOOOMKIAESHHUS
MOXKET COACpKATh COIIOJIUMEPBI METAKPUIIOBBIX KHUCJIOT, COIOJIUMEPBI aMMOHUA U
METaKpuiaTa WiH UX CMeCH. Takue COMONMMEPBl METAKPUJIOBBIX KHCJIOT, KaK, HampuMmep,

EUDRAGIT™ S u EUDRAGIT™ L (Evonik) sBastoTCs OCOOSHHO TOAXOISIIIHMH.
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VYkazaHHbIE NOJIUMEPBI IPEACTABISIFOT CO00I Pe3UCTEHTHBIE K JSHCTBHUIO JKETyJOYHOTO COKa
1 KUIIEYHOPACTBOPUMEIE MoauMephl. MIX nonuMepHble IISHKH SIBISIFOTCS. HEPACTBOPUMBIMU B
YHCTOM BOJE U pa30aBIeHHBIX KUCI0TaX. X MOYKHO PacTBOPHUTE MPH MOBBIISHHBIX 3HAUEHHUSIX
pH B 3aBucumocTH OT coxepxkaHusi B HHX kapOonoBod kuciaorel. EUDRAGIT™ S u
EUDRAGIT™ [, MOXHO HCHONB30BaThb B KA4yeCTBE €IMHCTBEHHBIX KOMIIOHEHTOB B
HoJMMepHON 0000UKe WM B KOMOMHAUMU B 11000M cooTHomeHnd. [Ipu ncmoap30BaHUH
KOMOWHALIMHM TOJMMEPOB MOJUMEPHBI MaTepual MOXKET MHPOSIBISIIOT PAaCTBOPUMOCTH MpPH
pasHoobpasHbIX 3HaueHwsx pH, Hampumep, B mpenenax 3HaueHuit pH, mpm KOTOpBIX
EUDRAGIT™ L u EUDRAGIT™ S oTaenpHO SBIASIOTCS pacTBOPHMBIMH. B wacTHOCTH,
0007109YKa MOKET MPeICTABIATE COO0I KHIIEUHOPACTBOPUMYO 0O0IOUKY, COIEPIKAILYI0 OTUH
WA HECKOJBKO COMOJUMEpOB, ONMUCAHHBIX B HacrosieM ab3aue. KoHkpeTHBIH Marepuan
000J104UKa, KOTOPHKIA CIenyeT YIIOMSIHY Th, peacTaBsieT coboii Eudragit L 30 D-55.

Toprosoe Hazpanue “EUDRAGIT” ncnons3yroT B HACTOSIIEM JOKYMEHTE HIDKE IS
0003HaYeHNsI COMOJMMEPOB METAKPHJIOBBIX KHCJIOT, B YAaCTHOCTH, TEX, KOTOpbIE IpPOIaeT
Evonik nox toproeeim Hazsannem EUDRAGIT.

O060m04Ka OTCPOUSHHOTO BEICBOOOK ICHHUSL, €CJIH OHA IPHCYTCTBY €T, MOJKET COAEPKATh
MOJTMMEPHBIN MaTepHal, COAEpKallii OCHOBHY 0 00 (Hanmpumep, 6onbiie uem 50% oOmero
COIepKaHUsT MHOJTUMEpPHOW OOOMOUKHM) IO MeHbIeil Mepe oaHOro (QapManeBTHISCKH
MPUEMIIEMOTO BOJOPACTBOPUMOrO MOJUMeEpa W HeoOsS3aTeNbHO HE3HAYUTETbHYIO IOJIO
(Hanpumep, meHblne yeM 50% oOwwero coxep:xaHus MoIMMepa) MO MEeHbIIeil Mepe OJHOTrO
(bapManieBTHUECKH MPHEMIEMOr0 HEPACTBOPHMOTO B BOJE MOJIMMEPA. AJBTEPHATHBHO,
MeMOpaHHast 06010UKa MOJKET COAePsKaTh MOJMMEPHBIH MaTepHat, COASPIKAIIIHA OCHOBHYIO
noto (Hampumep, Oosbiie yem 50% oOIIero coaepikaHus MOJUMEpPA) MO MEHBIIEH Mepe
OIHOro (hapMareBTHISCKH IPUEMIIEMOro HepacTBOPHMOTO B BOJIE OTHMEPa U He0OsI3aTeIbHO
HE3HAUUTENBHYIO0 1010 (Hampumep, MeHblne uyeM 50% olmiero coaep:kaHusl MOJIUMepa) 1o
MEeHBIIeH Mepe 0JHOTO (papMaeBTHYECKH ITPUEMIEMOT0 BOIOPACTBOPUMOTO ITOJIMMEPA.

Takue comommmepsl amMMmMoHHsI W Merakpminara, Hanpumep, EUDRAGIT™ RS u
EUDRAGIT™ RL (Evonik), SBASIOTCS MOAXOISIIAMH ISl MPUMEHEHHUS B HACTOSIIEM
nzo0pereHny. YKa3aHHbIE MOJMMEPHI SIBISIFOTCS HEpPACTBOPHMBIMHA B UMCTOH BOJE,
pasbaBieHHBIX KHCIO0TaX, Oy(epHBIX pacTBOpax H/WIM NHUIIEBAPUTENBHBIX KHIKOCTSX B
mpenenax Bcero Qusmnonmornueckoro auamazoHa pH. Tlomumeprsr HalyxailoT B BOZe U
MALIEBAPUTENBHBIX JKUAKOCTIX HezaBucuMo oT pH. B Habyximem COCTOSHUM OHM 3areM

CTAHOBATCS NMPOHULACMBIMU TSI BOABI U PACTBOPCHHBIX AKTUBHBIX CPESACTB. HpOHI/IHaeMOCTL



MOJIMMEPOB 3aBUCHUT OT COOTHOMIEHHs rpynm stunakpunara (EA), merunmerakpuiaara (MMA)
u TpuMmerwiammonuiidTHIMeTakpuaarxiopuga (TAMCl) B noiammepe. Hampumep, Te
MOJIUMEPBI, KOTOpBIE XapaKkTepusyTCs COOTHOIICHUSIMHU EA:MMA:TAMCI,
cocrapusroiumu 1:2:0,2 (EUDRAGIT™ RL), sprsitorcss 0ojiee MPOHUIIAEMBIME, YEM
moJIUMepsl ¢ cooTHomeHussMu, cocrapistonmvu 1:2:0,1 (EUDRAGIT™ RS). TMomumepst
EUDRAGIT™ RL mpeacraBistor co0OH  HepacTBOPUMBIE TOJHUMEPBI C  BBICOKOH
nponnnaemMocteio. [Tomumepsr EUDRAGIT™ RS mnpeacraensitor co0oif HepacTBOpHMEIE
IUIEHKH C HU3KO# mpoHmuaemoctsio. uddy3noHHO-KOHTpOIHpyeMblil pH-He3aBHCHMBIA
MOJMMEpP B YKa3aHHOM ceMelicTee mpexcrasisier coboit RS 30 D, xoropslii npezacrasiser
coboii comommMep STHIAKPWIaTa, METHJIMETaKpHiIaTta M HHU3KOTO COJCPKAHUS CIOKHOTO
3(upa METAKPUIOBOH KUCIOTHI C TPYNIIAMH YETBEPTHYHOTO aMMOHHSI, MPUCYTCTBYIOIINUMH B
BUJE couieil, uToObl caenate noauMep npoHunaeMbiM. RS 30 D sBisiercst Z0CTYHBIM B BHIE
BOJHOM JUCIIEPCUU.

AMHHOMETAaKpHUIATHBIE COMOJINMEpBl MOKHO KOMOHMHHPOBaTh B JTOOOM TpebyemoMm
COOTHOIIIEHHH W COOTHOIIEHHE MOKHO MOIu(pHUIMUPOBATH ISl MOIAM(UKALUKA CKOPOCTH
BBICBOOOXICHUS JIEKAPCTBEHHOTO cpeacTsa. Hanmpumep, MOXKHO HCIIONB30BATH COOTHOIICHUE
EUDRAGIT™ RS: EUDRAGIT™ RL, cocrasnsiromiee 90:10. ATbTepHATUBHO, COOTHOILLICHUE
EUDRAGIT™ RS: EUDRAGIT™ RL moxet mpeactaeisats codoi ot mpubmuzurensao 100:0
1o npubmamurensHo 80:20, win ot mpubnmzurensHo 100:0 xo npubnuzurensro 90:10, wm
m000e COOTHOIIEHHE MEeXIy HUMHU. B Takux KOMIOZHIMSIX MEHee MPOHHLASMBIH MOJMMep
EUDRAGIT™ RS, kak npaBuio, COCTaBISIET OCHOBHOE KOIMUYECTBO MOJIUMEPHOTO MaTepraia
¢ 6onee pactBopumbIM RL, KOTa OH pacTBOPSIETCs, O3B0 (POPMUPOBATHCS 3a30paMm, depes
KOTOpBbIE PACTBOPEHHBIE BEILECTBA MOTYT KOHTAKTUPOBATH C CEPALEBHHON, oOecreunBast
BO3MOXKHOCTb BBICBOOOKIEHHSI aKTHBHOT'0 HAYAJIa KOHTPOJIHPYEMBIM 00pa3oM.

AMHMHOMETaKpUJIATHBIE COMOMUMEPHl MOXKHO KOMOWHHMPOBATH C COHOJIUMEPAMH
METaKpPIJIOBBIX KHCIOT B NpEeAenax IOJMMEPHOro Marepuaiga JIsl JOCTIDKEeHHs Tpelyemoit
OTCPOYKH B BBICBOOOXKISHUH JIEKAPCTBEHHOTO CPEACTBA W/WIM MOpauud OOOJOUYKH H/HIH
BO3ACHCTBHST HAa KOMIIO3HLHUIO B IMpejenax o0omoukn mA1si oOecrmedeHus] BBIXOJA
JEKapCTBEHHOI'O  CPEACTBA  W/WIKW  pACTBOPEHHsT  MMMMOOWIM3UPOBAHHONW WM
BOJOPACTBOPUMOMN MOJIUMEPHONU MaTpuLbl. MOXKHO HCIIOAB30BATh COOTHOLIEHUS! COMOIMMEDPA
ammonusi U Mmerakpuiara (Hampumep, EUDRAGIT™ RS) k comomumepy METaKpUIOBOM

KHCJIOTHI B AUATNIA30HE, COCTABIISONMEM Npubm3uTeasHo 99:1 1o npubmmsurensHo 20:80. [Ipa
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TUNA TOJMMEPOB TAKXKE MOXKHO KOMOMHHPOBATH B OAWH HOJHUMEpPHBI MarepHanl WiIH HX
MO’KHO 00€CIeUnTh B BHE OTAEIBHBIX 0007I04eK, KOTOPBIE HAHOCST Ha Chepsl.

Eudragit™ FS 30 D mnpeacrasnser coOoll aHMOHHYIO aKPWIOBYIO MOJTHMEPHYIO
JUCTIEPCHIO HA BOJHOW OCHOBE, COCTOSIILYIO M3 METaKPWJIOBOH KHCIOTBHL, METHIAKpWIaTa U
METWIMETAKPUIATa U SBISoulyocs: pH-1yBCTBUTENBEHON. DTOT MOIMMEp CONEPKUT MEHbIIE
KapOOKCHIBHBIX TPYNI W, TaKMM 00pa3oM, pacTBopsieTcss mpu moBeimeHHOM pH (> 6,5).
IlpenMy1iecTBO TaKOM CUCTEMBI COCTOUT B TOM, UTO €€ MOYKHO JIETKO MPOU3BECTH B KPYITHOM
Macmrabe B TeUeHHe LenecooOpa3sHOro BpeMeHH OOpabOTKH C  HCIOJIb30BAHHEM
OOIIENPUHSTEIX TEXHUK HACIOEHHS IOPOLIKOB M OOO0JOYEK C IICEBIOOKIKEHHBIM CIIOEM.
JlononHuTeNbHBIA mpuMep mnpeactapaser coboit EUDRAGIT® L 30D-55, koTopblit
npeacTaBisieT CoOO0N BOAHYIO TUCTIEPCHIO AHUOHHBIX MOJIUMEPOB C METAKPIIOBOH KUCIOTOU B
kauectBe (yHkumoHansHOW rpynmbl. OH sBisiercs AoctymHbIM B BHAE 30% BOJHOM
JHCIIEPCUIL

B momonnaenune x momumepam EUDRAGIT™, onmcaHHBIM BB, PSI APYTHX TaKUX
COTOJIMMEPOB MOJKHO WCIOIB30BaTh IJIsl KOHTPOJSI BBICBOOOXKIESHHUS JIEKAPCTBEHHOTO
cpeactBa. OHH BKIIOYAIOT B Ce0s TAKME COMOIMMEPBI METAKPHIATHBIX CIOKHBIX 3(UPOB Kak,
Hampumep, cnektpel EUDRAGIT™ NE u EUDRAGIT™ NM. [IoNOJIHUTEIBHY O
uaopmanuoo B otHoweHnn mnoaumMepoB EUDRAGIT™ wmoxno Haiiti B “Chemistry and
Application Properties of Polymethacrylate Coating Systems™ B Aqueous Polymeric Coatings
for Pharmaceutical Dosage Forms, ed. James McGinity, Marcel Dekker Inc., New York, pg
109-114, noanoe coxep:kaHWe KOTOPOH BKJIFOYEHO B HACTOSILHMNA JOKYMEHT IOCPEACTBOM
CCBUIKH.

Hexoropeie mnpousBogHble TrUApoKcUnponuamMeTiainemionossl  (HPMC) Ttake
nposiBISIIOT  pH-3aBUCHMYI0  pPacTBOPHMOCTb, M HX MOXHO HCIIONb30BAaTh COIJIACHO
HacTosimeMy H300peTeHH0 Uit 00OJOYKHM OTCPOUEHHOro BbICBOOOXIEHHs. B kauectee
MPUMEPOB TAKUX MPOU3BOTHBEIX MOXKHO YIOMSIHYTH CIOXHBIE 3¢pupei HPMC, nampumep,
¢dranar ruapoxkcunponuaMeTuneLoa03sl (HPMCP), koTopbliit ObICTPO pacTBOpSIETCS B
BEPXHHX OTJeNaxX KHIICYHWKA, M AaleTaTCyKIHWHAT T'HIAPOKCHIPOIMAIMETHILEIUTIONO3bI
(HPMCAS), B KOTOpPOM MpPHUCYTCTBHE HOHU3UPYEMBIX KApOOKCHIBHBIX TPYII BBI3BIBAET
COTFOOWTH3ALMI0 TIoMuMepa mpu BeicokoM pH (> 5,5 mnsa xeamudukammu LF u > 6,8 mis
kBanuukanun HF). ViazaHHbIE mOMUMeEPBI SIBISIIOTCS KOMMEpPYeCKH AOCTYMHBIME OT Shin-
Etsu Chemical Co. Ltd. Kak u B ciyuae Apyrux MOJMMEPOB, OMMCAHHBIX B HACTOSILEM

JOKYMEHTE KaK MPUMEHUMBIC IJisi O0OJOUYeK OTCPOUEHHOTro BhBICBOOOKAeHHs, HPMC u
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MPOU3BOIHBIE (HAPHMED, CIOKHBIE 3(HPEI) MOKHO KOMOMHUPOBATE C IPYTHMU MTOJTHMMEPAMH,
Hanpumep, EUDRAGIT RL-30 D.

s obecrieuennst 060JIOYKH MOKHO HCIOJNB30BaTh APYTHe MOJUMEPHI, B YACTHOCTH
KHUIIECYHOPACTBOPUMBIE, UITN pH-SaBI/ICI/IMI:Ie, OJIUMEPBL Taxwue MMOJIUMEPHI MOT'YT BKJIIOYATH B
cebs pranarHsle, OyTHpaTHBIE, CYKIMHATHBIE W/WJINM MEJUTUTaTHBIE TPYHIbL Takue nonuMepsl
BKJTIOUAIOT B ce0s1 6e3 orpaHnueHns aneraTdranar HejuTioa03bl, aleTaTCyKIUHAT He/UTIOI036I,
rugpodranar LEeJUTIOTO3BL, aneTaTTpUMEILTUTAT LELTFOJIO3BI, ¢ranar
THIPOKCHITPOIHIMETHILE/UTIONO3bL, — AeTATCYKUUHAT —THAPOKCHIPONIIMETHILEIIIOIO03bI,
anerardranar Kpaxmasna, auerarranar, NOoJMBUHMIANETAT(TANAT u

MOJTMBUHUIOY THpaT(TATAT aMUIO3EL.

pH-He3aBuCHMBbIE TOJIUMEPHbBIE 000J10UKH OTCPOYCHHOI'O BI:ICBO60)KI[GHI/I$I

CornacHo KOHKPETHOMY BAapHaHTy OCYIIECTBJICHHsSI BTOpass O0ONOUKa, €CaH OHA
MPUCYTCTBYET, MPEACTABISET COOOW WM COASPKHUT MOJUMEPHYIO 000J0UKY, KOTOpas
sieasiercss pH-He3aBrCHMON B CBOEM MpoduIe PACTBOPEHHS W/HIHA B CBOEM CIIOCOOHOCTH
BBICBOOOIKIATH aKTHBHBIN MHTPEIUEHT, BKIIIOYEHHBI B KOMITO3HIIMK COTJIACHO HACTOSIIEMY
n3obperennto. pH-HezaBuchMast moauMepHass 00010YKa OTCPOUSHHOTO BBICBOOOKASHUS
COJIEP)KUT TOJMMEP OTCPOUEHHOTO BBICBOOOXKASHHS, He0OsS3aTebHO MHOTOUMCIIEHHBIE
OJIMMEPBI OTCPOUCHHOTO BI:ICBO60)K,Z[€HI/IH U OJWH WKW HECKOJIBKO APYTUXx HeO6SE[3aTeJ'I]:HLIX
KOMITOHEHTOB. J[pyriie KOMITOHEHTHI MOTYT CAYKUTH ISk MOIYJISIIMHA CBOUCTB KOMITO3HIIUH.
IMpumeps! Obl1H npeacTaBieHsl panee (Hanpumep, Eudragit RS u RL).

Hpyroii npumep pH-He3aBucHMOI momuMEpHOI 000I0UKKM MPEACTABIsSIET Co0O0it
000J10UKY, KOTOPAsi COAEPIKUT WITH MPeICTABISIET COOOU ITUITLEILTION03Y; B CBSI3HU € 3THM, pH-
HE3aBUCUMASl MOJUMEPHAs O00I0YKA MOXKET COAEpXKAaTh TMONHMEpP OTCPOUSHHOTO
BBICBOOOXKIEHHUS, KOTOPBIA IMpeacTaBisieT co0oi aTminemnoao3y. Ciaenyer moHUMAarb, 4TO
COCTaB OTHWILETIONO3bl IJisi TPUMEHEHHsS B TOKPBITHH JIEKapCTBEHHOH (OpMBI MOXKeT
CoJepKaTh, B JOMOJHEHHE K JTHIIEIION03E W — B CAy4yae JKUIKOTO COCTaBa - JKUIAKHIA
HOCHUTEIb, OJUH WK HECKOIBKO IPYTHUX KOMIIOHEHTORB. J[pyrue KOMITIOHEHTHI MOTYT CIIY)KHTh
JUTSL MOy JISIIAA CBOWCTB KOMITO3UITHH, HAPUMED, CTAOMIBHOCTH WM (DU3NUIECKUX CBOWCTB
000JI0UKH, TaKWX KaK 3JaCTUYHOCTh ILUIEHOYHOW O0O0OMOUKH. DTWILETION03a MOXKET
MPeACTaBISITE COOOM €TMHCTBEHHBIM MOJUMED OTCPOUEHHOIO BBICBOOOXKIEHHS! B TaKOM
KOMITO3HMITHH. DTHIIIEIUTIOI03a MOJKET HAXOUTHCS B KOJHYECTBE, COCTABISIOIIEM 110 MEHBITIEH

Mmepe 50%, mo mensinell mepe 60%, nmo meHsmell Mepe 70%, o meHbmed Mepe 80%, mo
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MeHbInel Mepe 90% wunm no MeHblned mepe 95% mo Macce OT CyXOH MacChl KOMITO3ULIUH
000JIOUKH 111 TPUMEHEHHs B TIOKPBITHH JIeKapcTBeHHOH (opMbl. COOTBETCTBEHHO,
STUILEIUTION03HA 000109Ka MOXKET BKIIIOUATE B Ce0s1 ApyrHe KOMIIOHEHTHI B JOTIOJTHEHHE K
STUILEIION03e. OTWILE/UTION03a MOKET HAXOAWThCS B KOMUYECTBE, COCTABISIOIIEM I10
MeHsIei Mepe 50%, o meHb1el Mepe 60%, no Menbel Mepe 70%, o MeHbIer Mepe 80%,
o MeHbieil Mepe 90% wnu mo MeHbIneil Mepe 95% Mo Macce STUILELTIONO3HONU 000TOUKH.
CrnemoBarensHO, STHINEUTIONO03a MOXKET HAXOAWUTHCS B KOJIMYECTBE, COCTABISIIOIIEM II0
MeHs1eit Mepe 50%, o meHb1Iel Mepe 60%, o MenbIel Mepe 70%, o MeHbIIel Mepe 80%,
mo mesbmie mepe 90% wam nmo MeHslell Mepe 95% mo macce OT CyXOM MaccCel BTOPOH
o6omoukn. COOTBETCTBEHHO, STHIILELIIONO03HAsT 000J0UYKa JOMOTHUTETBHO COXSPKUT
HJ'IaCTI/I(l)I/IKaTOp, KakK OIMUCaHO HUKE, ISl YIIYUHICHUS 3JIaCTUYHOCTHU IUICHKUW U JJIS YITY UIICHU A
IUIEHKOOOPa3yIOINX CBOWCTB KOMIO3ZUIIMK O00TOUKH BO BpeMsl HAHECEHUsI 000I0UKH.
KonkpeTHast KOMIIO3UIHS STHILEIUTION03HOH 000I0UKH, KOTOPYEO MOKHO HAHOCUTH HA
KOMITO3HUIINIO, HeoOsS3aTeNbHO Ha CePALICBUHY (T.€. TPU OTCYTCTBHHU NEePBOH 000T0UKN) MM HA
MEPBYI0 O0OJIOUKY, MPEACTABISIET COOOM TUCIEPCHIO AITHILETION03bI CyOMUKPOHHOM —
MHUKpPOHHOM JHMAaMNa30He pazMepa JacTull, HapumMep, pasmepom ot npubimzurensHo 0,1 no 10
MKM, TOMOT€HHO CYyCIEeHJUPOBAHHYIO B BOJE C NMOMOLIBIO 3MyJbraTropa, HalpuMep, oaeara
aMMOHWUSL. JIACTIe pCHst STHIILELTION 03Bl MOJKET HeoOsI3aTeIbHO U IPe AOUTHTEBHO COAePKATh
mwiactupukarop. COOTBETCTBEHHO, IUTACTH(HUKATOPBI BKIIOYAIOT B Cce0s, Hampumep,
mubytuncedanar (DBS), mmdTundranar, TpUITWINUATPAT, TPUOYTHILUTPAT, TPUALIETHH HIU
cpexHenenoyeuHsle Tpuraunepuasl. KonamuecTBo rractrdukaropa, HPUCYTCTBYIOLIETO B
KOMITO3ULIHN 00010UKH, Oy AT BAPEUPOBATh B 3aBUCMOCTH OT TPEOYEeMBIX CBOHCTB 000JI0UKH.
Kak mpasuio, mnactuukarop cocrasiser ot 1 10 50%, Hanpumep, OT MpUOIH3UTENBHO § 10
npuban3uTensHo 50% KOMOMHUPOBAHHON MACCHI ITACTU(HKATOPA B STHILEILIIONO036L Takue
JUCTIEPCUM STUILE/UTIONO3BI MOKHO IOJYUNTh, Hampumep, cornacHo mareHty CIITA Ne
4502888, KOTOpPBI BKIIOYEH B HACTOSIIUI JOKYMEHT HOCPEeICTBOM cchbUTkH. OJHA Takas
JUCTIepCHUS] OTHILE/UTIONO3bL, TMOAXOMASIAsl Il TNPUMEHEHUs COTJIaCHO HAaCTOSIIeMy
n300pETeHNIO0 M KOMMEPUECKU JOCTYITHAsI MO TOProBeIM HaspanueM Surelease® ot Colorcon
of West Point, Pa. USA. B yka3zaHHOM mpoaaBaeMOM MPOAYKTE YACTHUIBI STHILELTIONO3EI,
HarpuMep, CMEIINBAIOT C OJIEMHOBOH KUCIOTOH M IUTACTU(PHKATOPOM, 3aTeM HeoOsS3aTeIbHO
SKCTPYAUPYIOT H DACIUIABISIFOT. PacruiaBieHHyO MIacTHQHUIUPOBAHHYIO STUILELTION03Y
3aTeM HampsMyl0 3MYJIbTHPYIOT, HalmpuMep, B aMMOHHU3WPOBAHHOW BOJAE HEOOS3aTeNbHO B

yCTpOI\/'ICTBe U1 CMCIIUBaHUsI ¢ BBICOKUM CIABUI'OBBIM YCHJIMEM, HAIIPHUMEDP, IO AABJICHHUEM.
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Onear aMMOHHS MOXKET 00pazoBaThCs in Situ, HapUMEP, AT CTa0WIN3AH U 00pa3oBaHUs
JUCTIEPCUH TIACTU(PULIUPOBAHHBIX YACTHI STHILEUTIONO3bL 3aTeM MOXKHO JOTIOJHHTETBHO
,Z[O6aBI/ITI: OUHUIIICHHY IO BOAY IS MOJYUCHHSI KOHEYHOI'O COACPIKAHUA TBEPABIX BEUICCTB. Cm.
tarcke mareHt CLHA Ne 4123403, kOoTOpbIi BKIIOUEH B HACTOSIIUN JOKYMEHT HOCPEICTBOM
CCBLIKH.

Toprosoe HazBauue “Surclease®” HUCIIONB3YIOT B HACTOSIIEM IOKYMEHTE HHKE ISl
0003HAUEHUSI MaTEPHaIOB  STWILELIIOI03HON  O00JOUKH, HApuMep, AUCIEPCHH
STUILEILTIONO03bI ¢ PA3MEPOM YACTHI] B CYOMHUKPOHHOM — MUKPOHHOM TUATA30HE, HATIPUMED,
¢ pasmepom ot mpubmmsureapHo 0,1 10 10 MKM, TOMOTEHHO CYCHEHIUPOBAHHON B BOJAE C
MMOMOIIBI0 SMYJBraropa, HampuMmep, ojeara amMMOHHs. B dWacTHOCTH, TOProBoe Ha3BaHWE
“Surelease®” UCHONB3YIOT B HACTOSINEM JOKYMeHTe M OOO3HAueHHs] MPOAYKTA,
mpoaasaemoro Colorcon mox TOproeeiM HazBaHueM Surelease®.

Hucnepcust Surelease® MPEeACTaBIISICT co0oif IpUMeED KOMOHWHAIINH
IUIEHKOOOPA3yIoLIEro mojuMepa, miacTuuxkaropa U CTaOMIM3ATOPOB, KOTOPYH) MOJKHO
KCIOIB30BATh B KAUECTBE BTOPOI 000JOUKM TS PETYIUPOBAHUS CKOPOCTEN BBICBOOOXK ASHHS
AKTUBHOTO HAUA/a C BOCIPOM3BOIUMBIMU MPOQUISIMU, KOTOPBIE SIBISIFOTCS OTHOCHTEIBHO
HEUyBCTBUTEIbHBIMH K pH. OCHOBHBIM CpPEICTBOM BBICBOOOXKISHHS JIEKAPCTBEHHOTO
cpeacrea sieiasiercs: auysust uepes MemOpaHy aumcrepcud Surelease® u  HampsIMyIo
KOHTponupyercs TommuuHoli 1ieHku. [lpumvenenme Surelease® sBisieTcst 0COOEHHO
MPEANOUYTHTETHHBIM, U MOXHO YBEIMUUTh W CHU3UTh KOMHUYECTBO Surelease®, HaHOCHMMOI
B KauecTBe 00OOJOUKH I MOAW(PUKANNN PACTBOPEHHS KOMIIO3WIUM C HAHECEHHOM
obostouxoii. Eciu wHOe He mpeayCMOTpPEHO, UCMOb30BaHHe TepMmuHa “‘Surelease™ moxer
orHocutecsa K Surelease E-7-19020, E-7-19030, E-7-19040 wm E-7-19050. Cocras
STUILELIIONO3HON  000a0uky, Hampumep, Surelease E-7-19020, wmoxer coaepikath
STUILEILIION03Y, CMEIIAHHYI0 C OJIEMHOBOH KuCIoTOM U mubytmiacebamarom, 3areM
SKCTPYAUPOBAHHYIO W pacIUIaBlieHHYr0.  PacmiaBieHHyl0 — IIACTH(ULHPOBAHHYIO
STUILELIION03Y 3aTeM HAMPSIMYI0 dMYJIBTHPYIOT B aMMOHM3HUPOBAHHON BOJAE B YCTPOMCTBE
JUISE CMELIMBAHHUSI C BBICOKMM CABHUTOBBIM YCWIHeM mMOA JAaBjieHueM. Qmear aMMOHHS
oOpazyercs In situ ans crabunuzanmmu U oOpa3oBaHUsI AUCHEPCHU IUIACTH(GUIMPOBAHHBIX
YaCTHUL JTHILEUTIONO3bL 3aTeM MOXKHO IOMOJHHUTEIBHO NOOABUTH OUMILEHHYIO BOXY IS
MOJTY UEHHSI KOHEUHOTO COAEPIKaHus TBePbIX BeriecTB. COCTaB TUILE/TION03HON 00010UKH,
Hampumep, Surelease E-7-19030, MokeT TOTOTHUTETBHO COASPIKATE KOJLTOU THBIN OE3BOIHBIH

JUOKCU KPEMHHUSI, TUCTIEPrUPOBaHHbIN B MaTepuajie. CocTa STHIIE/UTIONO3HONH 000I0UKH,
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Hanpumep, Surelease E-7-19040, moxeT comepxarTb CpeIHELENOUYSUHbIe TPHUIIIUALEPHUIBI
BMecTo quOyTmicebanara, B YaCTHOCTH, B COCTaBe, COASPIKAIleM KOJIOMIHBIH Oe3BOIHBII
JUOKCUJ KPEMHHUS M OJIEMHOBYIO KHCIOTY. COCTaB ATHILELIIONO3HOM 000I0UKH, HATpUMep,
Surelease E-7-19050, MOXHO MONYYHTH IMyTeM CMEIIUBAHHS STHILEIUTIONO3E C OJEHHOBOU
KHCJIOTBI nepex pacIuiaBIeHHeM u SKCTPYAUPOBAHUEM. PacriasnenHy o
IIACTU(DHUIMPOBAHHY IO STHILEIITIONO3Y 3aTeM  HampsIMyld  OMYJBCUPYIOT B
aMMOHHSHpOBaHHOﬁ BOAC B YCTpOI\/'ICTBe ATl CMEeTIMBaHUsI ¢ BBICOKUM CABUT'OBBIM Y CUIIUEM
mox aaBieHueM. Onear aMMOHMs oOpasyercs in situ mis crabwiam3aimud U 00pa3oBaHUS
JUCIIEPCUH IUTACTH(UINPOBAHHBIX YACTUI 3TUIILIEILTIONO03EL TeM He MeHee, COCTaBbl, KOTOPbIE
COoZepKaT CpeJHeleNnoYeyHble TPUNTUIEPUIBI, KOJUTOUAHBIN OS3BOAHBIN ANOKCH KPEMHUS H
OJIEMHOBYIO KHCIIOTY, SIBJSIOTCS mHpeanoutureabHbiMu. Surelease E-7-19040 spaseTcst
O0COOEHHO MPEAMOUTHTETHHBIM.

CormacHo HacTosIIeMy H300PETEHHMIO TaKXKe IPELyCMOTPEHO IpHMEHEHHe
KOMOMHALIMI 3THILEIUTIONO3bl, HampuMep, cocrasa Surelease, ¢ ApPYrHMH KOMIIOHEHTaMH
O6O.]'IOLIKI/I, HaArpuMep, albriHaTOM HaTpusl, HaAIPpUMEP, albIr'MHATOM HATpUs, JOCTYIIHBIM IO
TOProBuIM HazBaHneM Nutrateric™.

B nomonuenue k 06cyxnaemeiM Boime noumepam EUDRAGIT™ u Surelease®, Tam,
rJe OHA SIBISETCS COBMECTHMOM, TI00Y0 KOMOMHAIMIO MOJIUMEPOB 000I0UKH, PACKPHITHIX B
HACTOSIIEM MOKYMEHTE, MOJKHO CMellarh Ijisi 0OeCHeueHus! MOTONMHUTENBHBIX podueit
OTCPOUYEHHOTO BBICBOOOK TEHHSL

OO0onouka OTCPOUEHHOrO BBICBOOOXKIEGHUSI MOXKET JONOJHHUTENBHO COJAEpPKATh II0
MEHbIIeH Mepe OJHO pAacTBOPUMOE BCIIOMOraTelbHOE BEIIECTBO ISl  YBEIUYEHUS
MPOHHULAEMOCTH TOJMMEPHOr0 MaTepraia. YKazaHHblE pPacTBOPUMBIE BCIIOMOTATENbHBIE
BEIIECTBA TAaKKe MOTYT HA3bIBAaTbCS WIM MNPEACTaBISATH CcoOOH mopoobpazoBaTenu.
COOTBETCTBEHHO, 0 MEHBIIEH Mepe OAHO PACTBOPUMOE BCIOMOTATENbHOE BEIIECTBO WM
nopooOpas3oBarens BBIOpAaH M3 CIEAYIOLNIErO. PACTBOPUMBIA IOIMMEp, MOBEPXHOCTHO-
AKTHUBHOE BELIECTBO, COJb MIETOYHOr'0 METAIIA, OPraHHYECKas KICIOTa, caxap, HOIucaxapul
U caxapHbli crupt. Takue pacTBOPUMEBIE BCIOMOTaTelbHbIE BEIIECTBA BKIIOYAIOT B ceOs 6e3
OTpaHWYEHHUs] CIeAyIollee: IMOJUBHHWINUPPOIUAOH, NoauBuHWIOBEI crnupr (PVA),
HOJTMATHIEHIIUKOJIb, BOJOPACTBOPUMAs THAPOKCUIIPOIMIMETIIILELTION03a, XIOPUA HATPusl,
TaKkde TMOBEPXHOCTHO-aKTHBHBIC BEIIECTBA, Kak, HampuMep, Harpuitaypuicyibdar u
noaucopOaThL, TAKHE OPraHUUECKUE KUCIOTHL, KaK, HAPHIMED, YKCY CHasl KHCIIOTA, ATHITHHOBASI

KHCJI0Ta, JTUMOHHAA KHCIOTA, (I)YMaPOBaSI KHUCJI0TaA, IIyTapoBasi KUCJI0Ta, sg010uHas KHCJI0Ta,
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SIHTApPHAs KHUCJI0Ta M BHHHAS KHCJIOTA, TAKWE caxapa, Kak, HampuMmep, JeKCTpo3a, ppykrosa,
[IIFOKO3a, JIAKTO3a M Caxapo3a, Takue CaxapHble CIHUPTHIL, KaK, HApUMep, JaKTHT, MATbTHUT,
MAaHHMUT, COp6I/IT U KCUIWT, KCaHTaHOBasl KaMEIb, ACKCTPUHBI W MAIBTOACKCTPUHBI, U
MOJIMCAaXapuy, TOABEPKEHHBI Ppa3NokKeHHI0 OakTepHalbHBIM (QEpMEeHTOM, B HOpMe
BCTPEUAOIIMMCSLT B TOJCTOW KHWIIKE, HANpUMEp, TMOJIHCAXapUAbl BKIIOYAIOT B ce0s
XOHAPOUTHHCYNb(AT, TEKTUH, IEKCTpaH, T'yapoBYK KaMmenb M aMuliasa, XUTO3aH W T.A. U
MPOU3BOAHBIE JIO0Or0 w3 BhimenepeuncienHoro. COracHO HEKOTOPBIM —BapHAaHTAM
OCYILECTBICHUSI TOJUBUHIWIMUPPOIUIOH, MAHHUT W/WIH TMOJUATHISHTTUKOIbE MOXKHO
WCTIOTB30BATh B KAYECTBE PACTBOPHMBIX BCIIOMOTATEIBHBIX BenlecTB. [10 MeHbIIel Mepe 0HO
PacTBOPHMOE BCIIOMOTATEIBHOE BEIIECTBO MOKHO HCIOJIB30BATh B KOJHUIECTBE B JHAITa30HE
ot mpubnusurebao 0,1% mo npubausurensHo 15% mo macce B pacuere Ha OOIIYIO CYXYIO
Maccy TOJUMepHON 000m0uku, Hampumep, ot mpubmuszurenbHo 0,5% 10 TMpUOIU3UTETBEHO
10%, ot mpubmmsutensHo 0,5% no npubmmsurensHo 5%, or mpubamzurensHo 1% 710
npuOaM3uTenbHO 3%, COOTBETCTBEHHO, MPUOMM3UTENEHO 2% B pacuere Ha OOIIYIO CYXYIO
Maccy monuMepHoit obomouku. O00I0UKa OTCPOUYEHHOTO BBICBOOOXKIEHHUSI MOXKET HE
cozepxarb HPMC.

Momudukamuu CKOPOCTel BBICBOOOXKASHUS, HAPUMED, ST TOCTHKEHHSI OTCPOUYKU
WU TTPOJIOHTMPOBAHMS BBICBOOOKIEHHSI, MOJKHO OCY IECTBHUTH JTIOOBIMH My TIMH. MeXaHU3MBI
MOTYT SIBJISITBCA 3aBUCUMBIMU WJIW HE3ABUCUMBIMU OT JIOKAJIBHOI'O pH B KUIIEYHUKE, U MOT'YT
TAKKE 3aBUCETh OT JIOKATBHON (hepMEHTATHBHOW aKTHMBHOCTH ISl AOCTIKEHHS TpeOyemMoro
3ppexra. Tlpumepbl KOMIO3UIMIA MOAU(DUIUPOBAHHOTO BBICBOOOXKIAEGHUS WM3BECTHBEI B
HACTOsIIEH 001aCTH TEXHMKM W OnucaHbl, Hampumep, B marentax CIIIA NeNe 3845770;
3916899; 3536809; 3598123; 4008719; 5674533; 5059595; 5591767, 5120548; 5073543,
5639476; 5354556 n 5733566, BCe U3 KOTOPBIX MOJTHOCTHIO BKJIFOUECHBI B HACTOSIIIAN JOKY MEHT
MOCPEACTBOM CCHLTKH.

Hobasnenue k Surelease® wim npyromy pH-HezaBHCHMOMY MOJHMEPY BEIIECTBA
BTOPOro mojmMepa (HampuMmep, Mmoaucaxapuaa, 0COOEHHO reTeponoaucaxapuaa), KOTOPbIid
MOBEPIKEH PA3IOKEHHIO OaKTEpHATLHBIME (DEPMEHTAMU B TOJCTOU KHUIIKE (M HE0OS3aTETbHO
WIH QJLTEPHATUBHO (epMEHTaAMH MOMKETyAOYHOHN JKeNe3bl WIH IPYTHMH POICTBEHHBIMH
(hepMeHTamm), moMoraer 00eCeunTs HalleJIeHHOE BEICBOOOXKIEHHE aKTHBHOTO HHIPEINEHTA B
Mmecte win Mecrax B npegenax JKKT, rae pasnaraercst BTopoil nonumep. Ilyrem usmeHeHust

KOJIMICCTBA I[OGaB.J'[eHHOI"O BTOPOro mojaumMepa, NpucCyTCTBYIOLICTO B 060.]'[0‘11(6, HpO(l)I/IJ'H:
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PACTBOPEHUST MOXHO ONTUMH3UPOBATH MIs obecneueHust TpeOyeMoro BBICBOOOKISHUS
IUKJIOCTIOPHHA A 13 KOMITO3HITHL.

CornacHO KOHKPETHBIM BapHaHTaM OCYIIECTBISHHS OO0OJOYKA OTCPOUYSHHOTO
BbICBOOOXKIEHUsST oOecrieunBaeT BHICBOOOKAEHHE aKTHBHOI'O CPEACTBA IO MEHbLIEH Mepe B
Tonctoil kumike. COOTBETCTBEHHO, COTJIACHO OJHOMY BapHAHTY OCYLIECTBJICHHSI 000JIOUKa
COIEPKUT KOMOWHALMIO STWILELIION03bI (IPEANOUTHTENIPHO OINMCAHHYIO BBHINIE H, B
YaCTHOCTH, COCTAaBJIEHHYI) C TaKUM 3MYJIbraTOpoOM, Kak, HApUMEp, Ojear aMMOHUS W/HIH
TAKAM IUIACTU(HUKATOPOM, Kak, Hampumep, AuOyTmiacebamar WIM CpemHElenovYeuHbIe
TPUTTTHLIEPHIBI) U ITOJIMCAXAPUA, TOABEPKEHHOTO PA3TI0KEHHIO OAKTEPUATEHBIM (PEPMEHTOM,
B HOpPME BCTPEYAIOIIMMCS B TOJCTOM Kumke. Takue moiamcaxapuasl BKIIOYAOT B ceOs
XOHAPOUTHHCYIb(]AT, MEKTUH, JEKCTpaH, TYapoOBYI KaMmelb W aMiiasy, XHTO3aH U T.O. U
MPOU3BOIHBIE TIOOOr0 M3 BBIMIENEPEUHCICHHBIX. XUTO3aH MOXKHO HCIIOJIB30BATH B CBS3H C
MOJTyYeHHeM  Ccrnequ(puveckoro JUIsl  TOJNCTOM  KUIIKH HpoQuias  BBICBOOOKICHHUS,
JOIOJHUTEIBHO WK ANBTEPHATUBHO, TAK MOXKHO HUCIIOJIB30BATh IIEKTHH.

Hcnone3oBanue momucaxapuaoB camMux mo cebe A Leneil HaHeceHHust 000JI0YeK C
OTCPOYEHHBIM BBICBOOOXKJEHHEM OBLIO OPOOOBAHO C OTPAaHUISHHBIM yceXoM. bombImuHCTBO
HEKPaXMAJIbHBIX IOJMCAXAPUIOB HMMEIT HENOCTaTOK, 3aKIIYAIOIIUNACI B OTCYTCTBUH
XOPOLIMX IUIEHKOOOPasyIomux CBOWCTB. KpoMe TOro, OHM XapakTepu3yroTCsl TEHASHINeH K
Habyxanuto B JKKT u npeBpaiueHuio B MOPUCTHIE, YTO MPUBOIUT K PAHHEMY BBICBOOOMKIEHHIO
JeKapcTBeHHOro cpexacrea. daxke amopdHas amuino3a, KOTOpas SIBISIETCS YCTOWYHBOH K
PAa3NOKESHUIO C TOMOIIBIO aTb(a-aMuIa3a o LKeTy A0UHOH Kelle3bl, HO CIocOOHA pasiararbest
Nox JeficTBeM OakTepHaTbHBIX (PEPMEHTOB TOJCTON KHIIKHU, XapaKTePH3y eTCsl HeTOCTaTKOM,
3aKITIOYAIOIIAMCS. B HaOYXaHHH B BOJHBIX CpENax, XOTS €ro MOXKHO KOHTPOJIHPOBATH C
MOMOIIBIO BCTPAWBAHHS HEPACTBOPHUMOrO IOJMMEPa, HANpUMeEp, STHILEIUTIONO3bl W/
aKpuiaara, B aMIWIO3HYIO IUIEHKY. TeM He MeHee, aMII03a He SIBISIETCS] BOJOPACTBOPUMON H
XOTSlI HEpacTBOpUMBIE B BOJE IOIMCAXapuAbl HE HCKIKYAIOTCS, INPUMEHEHHe
BOZOPAcTBOPUMOTO nojucaxapuia (WSP), MTOIBEPKEHHOT0 GakTepruanbHOMY
(epMEeHTATBHOMY DPA3I0KEHHIO, MPUBOAUT K 0COOEHHO OIaronpusITHBIM Pe3yJbTaTaM IpH
NPUMEHEHNH B KadecTBe OOOIOUKM COIJIACHO HACTOSILEMY BAapHAHTY OCYLIECTBICHUS
Hacrosmero m3oOpereHus. OCOOEHHO TPENMOYTHTEIbHBIH  IMONUCAXapHI — COTJIACHO
HACTOSIIIEMY BApPHAHTY OCYIUIECTBIEHHS HACTOSIEro H300peTeHrs MpeacTaBisieT coOoit
MEeKTHH. MOKHO HCIIOTB30BATh PA3JIMUHBIE BUABI IEKTHHA, BKITIOUAs B ce0sl IEKTHH PA3THIHBIX

JOCTYIHBIX KBATH(UKALMH, T.€. C OTIHYAIIIUMICS CTeleHsiMu MeTuinposanus (DM), T.e.
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MPOIIEHTHLIM OTHONIEHUEM KAPOOHWIBHBIX TPYII, JSCTePUDUIMPOBAHHBIX METAHOIOM,
HampuMmep, HekTHHbI ¢ DM, cocraeisromieit 0osbie ueM 50%, H3BECTHBIE KaK MEKTHHBI C
BBICOKHM cojaepikaHueM MeTokcH-rpynn (HM) wim meKkTHHBI C HHU3KHM COAEPKAHHUEM
MeTokcu-rpynn (LM), win koMOuHaIMs EKTHHOB, coAeprkaiast ekt HM u mextun LM,
CorjgacHO HACTOSIIEMY BapUaHTY OCYIISCTBJSHHUSI BO3MOXHO HCIOJB30BATh MEKTHHEI,
XapaKTEPHU3YIOLIHECS PA3IMUHBIMU CTeneHsMu atetuanposanus (Dac). O606mas, DM u Dac
WU CTETeHb 3aMelleHus] H3BeCTHA Kak creneHb dTepudukanun (DE). TTexTuHbI ¢ pasaunyHOMi
DE MO0XHO HCIOIB30BATh COTJIACHO HACTOSIIEMY H300peTeHHi0. B kauecTBe albTepHATHUBEI
MEKTUHY QJbTMHAT HATPUS MOKHO HCHONB30BaTh B KAYeCTBE IMOJIHACAXapuaa COTJIACHO
BapHAHTy OCYLIECTBJIEHHS HacTosllero m3oOpereHus. TeM He MeHee, ApPyrue BapUaHTHI
OCYIIECTBIEHUSI TSl YI0OCTBA MOTYT BKJIIOUATh B CeOsi aMUIIO3y H/WIM Kpaxmaj, KOTOpPbIi
CONSPKUT aMWIo3y. MOKHO HCIOMB30BATh pa3iuyHble KBaMu(UKAUK — Kpaxmana,
COJepIKaIe Pa3JINIHbIE MPOLEHTHBIE OTHOIISHWS aMHJIO3BI, BKJIIOYAs B ceOs, Hampumep,
Hylon V (National Starch Food Innovation), KOTOpBI XapakTepU3yeTcsl MPOLEHTHBIM
OTHOIIIEHHEM aMIIO03bI, coctaBisiomum 56%, wnu Hylon VII, koTopsiii xapaktepusyercs
MPOIIEHTHLIM OTHOIIEHHWEM aMWIOo3bl, coctaBmsomum  70%. OcraBiieecs: MPOLEHTHOE
OTHOIIEHUE COCTABISIET aMIIONEKTHH. [Tomncaxapuapl MEKTHH, aMHJI03a W AJIbTHHAT HATPHS
SBJISIIOTCS.  OCOOEHHO TMPEeNNOYTUTENBHBIMA A1l JOCTHDKEHHS JOCTABKH AKTHBHOTO
WHTPEIUEHTA B TOJICTYHO KHUIIKY.

Bruto oOHapyKEeHO, YTO BOAOPACTBOPUMBIN MOJMUCAXAPHUA, COOTBETCTBEHHO MEKTHH,
MOXET JnelicTBOoBaTH Kak mopooOpaszoBaress B O0O0NOYKE, UTO B JAPYIHX CIydasx
obecneunBaeTCcsl STHILELIII030M (mpeamoururensuo Surelease). Ilox “mopamu™ He
moApasyMEBAIOT IIAXTHBIC OTBEPCTHSI OT HOBEPXHOCTH A0 CCPALUCBHUHBI KOMITIO3UIIUHA, a4 CKOpEe
obnactu cnaboit 060J0UKN WK e OTCYTCTBHSL, KOTOPbIe BOSHUKAIOT CTAXOCTHYSCKH HA U B
npenenax 000NI0UKY COTTACHO HACTOSIIEMY H300pETeHHUIO.

IMopooGpa3zoBareu ObLTH ONMICAHBI paHee ¢ CBs3H ¢ Surelease (cM., HapuMep, 3asBKY
Ha Beigauy mareata CIITA Ne 2005/0220878).

CorjgacHO KOHKPETHOMY BapHAHTY OCYINECTBJICHHUSI HACTOSILIEr0 H300peTESHUS
000/I0uKa  OTCPOYEHHOT'0  BBICBOOOXKASHHUS  COASPIKUT  JTHILE/UTIONO3Yy, HampuMep,
Surelease™, u BogopacTeopumblii monucaxapua (WSP), npruuem OTHOLIEHHE STUILE/TIONO03BI
(8 wacraocth, Surelease™) x WSP, onrumansHo Haxomurcs B muamazone 90:10 - 99:1,
npearmouTuTensHo 955 - 99:1, Gonee mnpemmoururensHo 97:3 - 99:1, Hampuwmep,

npubansutensHo 98:2 B pacuere Ha Cyxyr Maccy 000104kd. COOTBETCTBEHHO, COIJIACHO
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HACTOAIIEMY BAPHAHTY OCYIIECTBJICHUS VBEIMUSHUE MACChl KOMITO3HULIUY 32 CUET HAHECESHUS
000JTOUKH, COJEpIKAIEH ITHILE/I0I03y, Hanmpumep, Surelease™, u WSP, Haxomurcs B
nquara3one, cocrassitomeM 1 - 30% (manpumep: 3% - 25%; 5% - 15%; 8% - 14%; 10% - 12%;
12% - 18% nmu 16% - 18%, COOTBETCTBEHHO YBEIMUSHNE MACCHI COCTABIISIET MPUOIU3UTETBHO
11%, npubmmsurensro 11,5% wmu npubamsurensio 17%). OcobeHHO mpeAnoUYTUTENHHO,
yT00b6l WSP CcOrjiacHO HaCTOSIIEMY BapHAHTY OCYINECTBICHHUS MPEACTABISIET COOOM MEKTHH.
B uacTHOCTH, MpPEeMMYINECTBEHHBIE YBEIHUEHHS MacChl C HCIOJb30BAHHEM O000JIOUEK,
COJEPIKAINUX ITUILELTION03Y, HanpuMep, Surelease™, SBISIOTCS TE, KOTOPLIE HAXOSITCS B
aunarasoHe 5-12% wunu B quama3one 8-12%.

COOTBETCTBEHHO COIJIACHO BApUAHTY OCYIIECTBIEHHUS BTOpas O00ONOYKA COAEPIKUT
STUILELIOI03Y M BOJAOPACTBOPUMBINA mojucaxapuj (B YaCTHOCTH, TMEKTHH), NPHYEM
BoAOpacTBOpuMbIi momucaxapua (WSP) mpucyTCTBYET B KONMYECTBE, COCTABISIONIEM OT
0,1% mo npubmuzurensHo 10% 1O Macce B pacuere Ha CYXyK MacCy BTOpPOH OOOIOUKH.
CooteerctBenHo, WSP NpHCYTCTBYEeT B KOJHUECTBE, COCTABJSIIOIIEM OT MPUOIM3HUTENIBLHO
0,5% mo npubmmurensHo 10%, Hanpumep, npubiansutensHo 0,5% no npubnuzurensro 5%,
npubnuzurepbHo 1% mo npubnuzurenbHo 3%, COOTBETCTBEHHO MPHOTH3UTEIBHO 2% U3
pacueTa Ha OOMIIyI0 CYXYK Maccy BTopoi oOomouku. COrjIacCHO HACTOSIIEMY BapHAHTY
ocymectaienus: WSP npeacrasisieT OO0 MpeanouTuTeIbHo nekTuH. COrTacHO HaCTOSIIEMY
BAapHUaHTy OCYIHECTBJICHHS BTOPas KOMIIO3HUIHMSI, COOTBETCTBECHHO, AOIIOJIHUTECIBHO COACPIKUT
mwiactudukarop. [Noaxonsiiue mIacTU(PUKATOPBI BKIOYAOT B ¢e0s1 T, KOTOPHIE OMHCAHBI
BhIe B oTHOIIeHn! Surelease™. COOTBETCTBEHHO, YBEIHUSHHE MACChl KOMIIO3UIIUH 33 CUET
HaHeCeHHs! BTOPO 000JOUKH COTIACHO HACTOSILIEMY BAPHAHTY OCYLIECTBIEHHS HAXOIHUTCS B
nquaraszone, cocrassitomeM 1 - 30% (manpumep: 3% - 25%; 5% - 15%; 8% - 14%; 10% - 12%;
12% - 18% nmu 16% - 18%, COOTBETCTBEHHO YBEIMUSHNE MACCHI COCTABIISIET MPUOIU3UTETBHO
11%, mpubmuzurensao 11,5% win npudansurensHo 17%).

CornacHo BapHaHTy OCYIIECTBIEHUS TOJUMEDP OTCPOUEHHOTO BBICBOOOXKIEHUSI HE
MpeacTaBsieT co00M BOAOPACTBOPUMBIN MPOCTOH 3(hup 1e/mt0a03sl. Eciau BTopast 006010uka
COAEPKUT WM TPEICTABISET COOOM MOTUMEP OTCPOUEHHOTO BBICBOOOKICHHS, MOTUMED
OTCPOUYSHHOTO BBICBOOOKISHHS MOMKET HE SBISATHCS TaKUM JK€, KaK BOJOPACTBOPHMBIH
MPOCTOM 3(Up LENLTII03bI IepBoii 06010ukd. COOTBETCTBEHHO, BTOpast 0000UYKa MOXKET He

SIBIIITHCSI TAKOM JKe, KakK mepBast 000104Ka.



IosmmepHan MaTpHIa HenpepbIBHOH (a3l (Boanas (asza)

Hacrosmmit pazaen omucaHusi W300pETEHHS] OTHOCHTCS K MOJHUMEPHOM MaTpHie |
HenpepbiBHOU (pase, 0be M3 KOTOPBIX OTHOCSATCS K OOpasyromiell ruIporeib MOJTHMEPHON
MaTpuie. B cBs3M ¢ 3TUM, CCBUTKY HA MOJUMEPHY 0 MATPHLYY MM HEMPEPBIBHYIO (pa3y MOKHO
MPUPABHATE K OOpasyrolleld ruaporels NOIAMEpPHON Mmarpuue. Bomee Toro, B Hacrosimem
paszzene OmmcaHMs HM300PETEHHs, OTHOCSIIEMCS K HOJMMEPHOH Marpuie, NepedrcieHbI
KOJIMYECTBA COCTABJISIOIINX, BBIPAXKCHHBIC B IIPOLEHTAaX IO MaCC€ KOMIIOSULIUH. B xonTekcTe
HACTOSIILET0 M300peTeHus] MOA 3TUM IOAPA3yMeBaeTcs] MPOLEHT IO Macce CyXOH Macchl
KOMITO3HIIMN WU CePIIIEBUHBI, UCKTIOUast 000I0UKy(1).

KoMmosnuus win cepaueBrHa MOKeT COAepKaTh MaTPHUILy WM HENPephIBHYIO (asy, a
TaKKe AUCHepCHYI (aszy Wik MacisHyro (azy. AHATOTHYHO JKUAKAS KOMIIO3HIHS COTTTACHO
HACTOSIILEMY H300PETEHHIO COAEPKUT BOAHYIO (asy, comepkainyo o0pa3y Ui riaAporeib
nomumep. COOTBETCTBEHHO, HempepbiBHas (a3a wnn (aza Marpuubl KOMIIO3UIMH WM
CepIAIEeBUHbI TpeACTaBIsieT COOOH WM COAEPKHUT OOpasyIoUIMi THAPOTeTh IOTHMED.
OOpasyromuii ruaApore/b MOJMMEp MPeACTaBIsieT co00i monmuMep, CrocoOHbBINH 00pa3oBaTh
ruaporens. [uaporeas MOKHO OMHCATh KaK TBEPABIA WM MOTYTBEPABIH MaTepuas, KOTOPBIi
He TeueT, OyAyud B COCTOSIHHUM IIOKOS, COAepsKamuii cerb (Marpuly) TUAPODUIBHBIX
MOJIMMEPHBIX LIeTel, KOTOphIe OXBATBIBAIOT 00bEM BOAHOHN JKUAKOW cpemsl. OOpasyromas
THIPOTENb MOJUMEpHAsT MaTpuLa IpeacTaBiser coboil ceTh memnei 00pasyooniero ruaporeib
nojauMepa, takuM obpa3zom obpasyromas THAPOrelbh MOJMMEPHAs MAaTpUlla NpPEeJCTaBIseT
coboii obpasyromuii rTHAPOreTh MOIUMEDP, KOTOPOMY 00€CTIEUHIH BO3MOKHOCTE 00 Pa3oBaHMs
MAaTpUIBI WIH BBI3BATH ee 0Opa3oBaHue.

KoMmmosnuuss Win CcepaueBHHA MOXKET COAepKaTh OOpasyIoIyl THAPOrelb
MOJMMEPHY0 MATPHLY, H JJIS1 KU IKOW KOMIO3HIIMH MOJKHO BBIOpaTh 00Pa3y O THAPOreb
MOJMMeEp, BBIOPAHHBIM M3 TPYNIBI, COCTOSILIEH M3 CIeAYIOLIero: KelaTHH; arap; araposa;
NEeKTHH, KapparuHaH, XWTO3aH, AJbTHHAT, KPaxMal, KCAaHTAHOBAs KaMenab, I'yMMuapaluKk;
ryapoBas Kamenpb; kameib O0OOB POXKKOBOTO AepeBa; MOJUYpeTaH, MpOCTOH mommddup
MOJIMYPETAaHa, LEJUII0NI03a; CIOXKHBIA 3(QUp LEUTI0N03bl, alerarT LeLIN03bl, TPUALeTar
LEJUTIOJIO3bL, IONEPEYHO-CIIUTBI MMOJUBUHWIOBBIA CIUPT, TOJUMEPHl M CONOIMMEPHI
AKPUITOBOH KHCJIOTBI, THAPOKCHATIKWIAKPHIATHL, THAPOKCHITHIIAKPHIIAT,
JUASTUICHINIUKOIbMOHOAKPUIAT, 2-THAPOKCUNPONIIAKPUAIAT, 3-THAPOKCUIPOMUIAKPHIIAT,
MOJMMEPBl W CONOIMMEPBl  METAKPWIOBOW  KHCJOTBL,  I'HAPOKCHITHIMETAKPHIIAT,

JU3TUIESHITTUKOIEMOHOMETAKPUIAT, 2-THIPOKCHITPONMIMETAKPUIAT, 3-
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THIPOKCHUITPOTIMIMETAKPUNIAT, JTUITPOMUISHTTHKOIBMOHOMETHIIAKPIIIAT, BUHUTITHPPOIHIOH;
MOJUMEPbl M CONOJMMEphl akpuwiamMuaa, N-MeTwiakpuwiamud, N-TPONUIAKpPUIAMHL,
NOJIUMEPbl M COMOAMMEPBl  MeTakpunamujaa,  N-usonponwaMerakpunamua, N-2-
THAPOKCHATHIMETAKPUIAMUA, W BHHWINUPPONUAOH, W uX KomOumHammu. CormacHo
KOHKPETHBIM BAPHAHTAaM OCYIIIECTBIEHHS MPETYCMOTPEHbI OMHAPHBIE WM TPETHYHBIE W T.].
KOMOHMHAIMH JTI000TO U3 BHIIIETIEPEUNCICHHBIX BEIIECTB.

CornacHO JOMOJTHUTENBHOMY BApPHUAHTY OCYILECTBJIEHHs OOpa3yroUmii THAPOrelb
MOJIUMEP WK 00pasyrowLasi THAPOreb NOIUMEPHAS MATPULIA BEIOpAHA U3 TPYIIIBIL, COCTOSIIEH
U3 CIEAYIOUIEro: KeIaTHH, arap, MOJUAITUISHIJIMKOIb, KPaXMall, Ka3eHH, XUTO3aH, COEBBIi
Oenok, Oemok cadiopa, alblMHATHI, Ie/IAHOBAasl KaMelb, KapparuHaH, KCAHTAHOBAsI KaMeb,
(TanMpoBaHHBI JKEMATHH, CYKUMHUPOBAHHBIM JKeJaTuH, LeLIIoao3adTanaT-anerar,
MacJI0CMOJIa, MOJTMBUHUIALIETAT, MOJUMEPH3AThl AKPHIOBBIX HJIM METAKPHIOBBIX CIIOKHBIX
3¢pupoB u  noamBuHMIanerar-pramara u  moboe  MPOM3BOAHOE  JIOOOro M3
BBIIICNIPEUHNCICHHOTO; HJIM CMECh OJHOTO WJIM HEeCKONBKUX TaKUX OOpa3yIOIINX THAPOTelb
MOJTUMEPOB.

OGpasytorasi THAPOresb MOJUMED HIH 00pa3yomasi TiAPOreNb MOJUMEPHAst MaTPHULIA
TaKke MOTYT HOCHUTh HA3BaHUE THIAPOKOUIOWA, T.€. KOUIOWAHAS CHCTEMa, NpHYEeM
KOJUIOUTHBIE YACTHMLBI JUCTIEPTHPOBAHBI B BOJE, M KOJTHYECTBO JOCTYHMHOW BOJBI
obecneunBaeT BO3MOXKHOCTH OOpasoBanusi rens. COrNTACHO BapHaHTaM OCYILECTBJIESHHSI
NPEANOYTHTEIFHOE — HMCHOIB30BaTh ~ OOpaTHMblE  T'MAPOKOUIOHABL,  HPEINOYTHTEIBHO
TepMOOOpaTUMbIe THAPOKOUTON LI (HAIPUMEp, arap, arapo3a, KeJaTHH U T.J.) B OTJIHYHE OT
HeoOpaTuMBIX (OAHOTO COCTOSIHHSI) THAPOKOLIOHIOB. TepMooOpaTuMble THIAPOKOJIOUIBI
MOIryT CYIECTBOBATH B COCTOSIHUU T'€JIsI U 301 U MEPEXOIAUTH U3 COCTOSHUSI B COCTOSIHUE C
no0aBIeHUEM WITH yCTpaHeHHeM HarpeBaHusi. JKeaTuH, arap u araposa MpeacTaBisiioT co0oit
TepMooOparumble, 00e3BOKEHHbIE KOJUIOMIBI M SIBISIFOTCS OCOOSHHO MPEeIIOUYTHUTETbHBIMH.
Taioke mpeayCMOTpeHbI TaKue MPOU3BOTHEBIE KEAaTHHA, Kak, HApUMep, CYKUHHUPOBAHHBIE
Win q)TaJ'II/IpOBaHHI:Ie JKCJIaTHUHBI. TepMOO6paTI/IMbIe THAPOKOJUIOUABI, KOTOPBIC MOXKHO
HCTIOIB30BATh COMNIACHO HACTOSIIEMY H300peTeHuto, Oyap TO OTASTBHO WM B KOMOWHALMH,
BKJTIOUAIOT B Ce0sl T€, KOTOPBIE MPOUCXOAAT U3 PUPOTHBIX HCTOYHUKOB, TAKUX KaK, HAITPUMED,
KappardHaH (PKCTParMpOBaHHBIM M3 MOPCKUX BOIOPOCIIEH), KeJaThH (IKCTParupOBaHHBIN K3
KpPYIHOTO POraToro CKOTa, CBUHEMW, PhIObI HJIH HCTOUHHUKOB PACTUTEIHHOTO MPOUCXOXK ISHUS),
arap (U3 MOPCKHUX BOAOpOCieii), araposa (moaucaxapu, MOJYyUEHHBIH W3 arapa) U MeKTHH

(3KCTparupoOBaHHBIA U3 KOXKY PBI IUTPYCOBBIX, sI0J0Ka M Apyrux GpykToB). ['Mapokomiony He
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JKUBOTHOTO TMPOUCXOXKISHHS MOKET SIBJISATHCS TMPENNOUYTUTENBHBIM IS OTPeIeIeHHBIX
MPUMEHEHHIA, HanpuMep, JJIsl BBEJASHHS BereTapuaHiaM Wid HHAUBUAYYMaM, He JKeIarouuM
yHOTpe6I[$ITI: B NIy MIPOAYKTHI JXUBOTHOI'O IIPOUCXONKIACHHSI IO PEIUTHO3HBIM WA
CBA3AHHBIM C COCTOSIHUEM 34O0POBBS NPHUUYUHAM. B orHOmeEHuu NPUMCHCHUS KapparnHaHa,
MOKHO COCJaTbCsl Ha 3asBKy Ha Beigady nareHta CIIIA Ne 2006/0029660 Al (Fonkwe c
COABT.), TOJHOE COJEPKaHHEe KOTOPOH BKIIOUEHO B HACTOSIIUHA TOKYMEHT IOCPEICTBOM
cebutkn. OOpasyronmii THAPOreIb MOMMMED MOKET COAEPIKaTh WM TIPEICTaBISATbH COOOM
KOMOWHAIIMIO JKEJaTHHA C OJHUM HIH HECKONBKUMH JPYTHMH TE€PMOOOPATHMBIMU
THIPOKOJTOUIAMH, HAITPUMED, C OJJHUM HITH HECKONIBKUMH JAPYTHMH BBIIENEPEUHCISHHBIMU
TEPMOOOpaTUMBIME THAPOKOLTONAAME. OOpasy oMUl THAPOTeb MOJTUMEP MOXKET CONEPKATh
WIA TPEJCTaBIsITE cO00M KOMOMHAIMIO KETaThHa C arapoM, HeoOs3aTeNnbHO, MO0 MEHbIIEH
MepE OJWH JOMOJHHUTEIBHBIA TepMOOOPATUMBIM THIPOKOIONT MOKHO BKJIIOUHTH B
KOMOWHAITHIO, HATIPUMED, OJHH U3 BBIIENEPEUHCIEHHBIX.

TepMooOpaTUMEIe KOJUTOUIBI TPEACTABISIOT MPEUMYILIECTBO 110 CPABHEHHIO C IPYyTUMH
oOpasyrommMu  ruaporens — moaumMepamu. [ eneoOpasoBaHre  WIM  3aTBEPAEBAHHUE
TEPMOOOPATUMBIX KOJUTOMIOB TPOUCXOAUT MYTEM OXJIAXKACHHUS KOJUIOWIA, HAMPUMED, B
JKUAKON OXJTaKAaroInell BaHHe WM ¢ TOMOINBIO MOTOKA Bo3ayxa. ['eneoOpasoBaHue apyrux
00pas3yomMx THIPOTeNb TMOJUMEPOB, KOTOPbIE MOMYUYEHbI XUMHUECKHM ITYTEM, MOXKET
MPUBOJUTL K YTEUKE COMEPKMMOTO KOMIIO3HIMH B Cpeay reeo0pa3soBaHus, TaKk Kak CHOCo0
OTBEPXKAEHHUS MOMKET TOTpeOOBaTh OMNPENENEHHOTO BpEeMEHH. YTeuka COAEPKUMOTro
KOMITO3HIIMH MOYKET MPUBECTU K HETOYHOMY KOJHUECTBY aKTUBHOI'O MHTPEIUEHTA B TIPEAEax
koMmmo3unud. TepmMooOpaTuMble KOLIOUIBI TAKXKE M3BECTHBI KAK TEPMOOOPATUMEBIE Teld, U
MOATOMY TPEAMOUTUTENBHO, YTOOBI 00pa3yIolee THAPOreTb CPEACTBO MPEACTABISLIO CO00it
TepMoobparuMoe reneobpasyoiee CpeacTso.

Jlpyroii TepMHH, KOTOPBI MOXKHO MPUMEHUTh K 00Pa3yIOIM THAPOTeTb CPEACTBAM,
KOTOPbIe SIBISIIOTCS MPEUMYIIECTBEHHBIMH, MpPEICTABIsIET CO00OM  “TepMOTPOIHBIN ;
TEPMOTPOMHOE rejieoOpasyrollee cpencTBo (KOTopoe, Kak OyJer mpeamnoiararb YUTaTeNlb,
SIBJISIETCS TTPEMOUTHTEIBHBIM B Ka4eCTBE 00Pa3yIoIIero ruiporeib CPEACTBA, HCIONB3YEMOTO
COTJIACHO HACTOSIIEMY HM300pPETeHHI0) MpeACTaBIsieT COO0H CPEACTBO, MPEBPAIIAOIIEECS B
rejb 3a CUST H3MEHEHHs TEMIEpaTyphl, U TaKue TreieoOpasylollue CpeAcTBa CIOCOOHBI
o0pasoBars refb ObICTpee, UeM Te, Ube rejeodpa3oBaHrue HHIY IUPOBAHO XUMHUECKUM My TEM,
HANpuMep, HOHOTPOIHBIE refieodpasyoIne CPeACTBa, Ube reneo0pa3oBaHue MHIY IHPOBAHO

HOHaAMH, HalpuMep, XUTO3aH. CornacHo BapuaHTaM OCYIICCTBJICHHSI HACTOSAIETO
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n300peTeHns, B CBs3W C 3TUM, 0Opas3ylollee THAPOTredb CPEACTBO MpPeACTaBlseT coboit
TEPMOTPOIHBIH resieodpasyonuii MoTuMep HIH KOMOMHAITMIO TAKUX MOJIUMEPOB.

HpOI/ISBO,Z[CTBO KOMITO3HUIHUHU IJIsI MOJIYUCHHSI CEPALCBUHBI MOXKET HOTpe6OBaTI:, I'ITO6I:|I
oOpasyoumii TUApOreds MOJMMEP NPUCYTCTBOBAI B BHAE PAacTBOPa, KOTOPBIH
MPEIOUTHTENBHO MPeACTaBIsieT co00ii BogHbI pacTBop. OOpasy LM rHAPOreNb MOTNMED
npeacrasnsier 5% -50%, npennourureasro 10% - 30%, eme 6onee npeanoyrutensHo 15% -
20% mo mMacce BOXHOM (a3bl BO BpeMsl MPOU3BOICTBA, KaK OMHCAHO B HACTOSILEM JOKYMEHTE.
Kpowme Toro, oOpasyromuii ruaporens moauMep MOXKeT coaepxarb 8 - 35%, (mampumep, 15-
25%, mpemnoururensHO 17-18%) oOpaszyromero ruaporens moaumepa,  65%-85%
(npeamourutensHO 77-82%) Boabl, a Takke HeoOs3aTenbHO 1-5% (npenmoutureasHo 1,5 - 3%)
copbura. Eciu B BoZHOU (ha3e MPUCYTCTBYET MOBEPXHOCTHO-AKTHBHOE BEILECTBO (HAPHMED,
AHMOHHOE MOBEPXHOCTHO-aKTHBHOE BELIECTBO) MPEIBAPUTEIBHO MOTYyUEHHAsT CMECh MOXKET
MPUCYTCTBOBATH B KOIMUECTBE, cocTaistiomiem 0,1 - 5% (mpeamourutensHo 0,5 - 4%), mpuuem
BCE YACTHU MPEACTABISIOT COOOM YacTh Mo Macce BOAHOM (asbl.

CornacHo acmekTy HacTOSIIero M300peTeHHsl, B KOTOPOM MpeayCMOTpPEHA KHAKAs
KOMITO3ULHKsSL, 00Pa3yoIuii THAPOreldh HOJIMMEP MOMKET NMPHCYTCTBOBATH B BHIE BOJHOTO
pactBopa B BogHOH (aze. Konuuecrsa 00pasyoiiero ruporeis MoJuMepa, PHBEICHHbIE B
HeTOCPEJCTBeHHO NpeNIecTBYIomeM ad3ane, B PAaBHOH CTENEHW OTHOCSATCS K BapHaHTaM
OCYILLECTBJICHUS! YKUIKOU KOMIIO3ULIUH.

CornacHo BapraHTaM OCYyIIECTBIEHHS KOMITO3ULIUS COAEPIKUT 0 MeHbInel Mepe 25%,
COOTBETCTBEHHO IO MeHbIel Mepe 40% mo Macce B pacueTe Ha CyXyH Maccy KOMITO3ULIUH
oOpasyromeil ruaporens MHOMAMEpHON Matpuipl. Hanpumep, oOpasyroomasi TUAporeib
MOJIMMEPHAST MATPHLIA TPUCYTCTBYET B KOJIMUECTBE, cocTapsttomem 25 - 70%, nampumep, 40 -
70%, cooTBeTcTBEHHO 45 - 60% KOMMO3MIMH, TTpUdeM % TpeaCcTaBaseT coOol % mo Macce B
pacueTe Ha CyXy MacCy KOMIO3HIIUL.

CormacHO  BapmaHTaM  OCYIIECTBISHMS OOpasyrommii THUApOTenb  MOJHMep
npeacTasisier cobol (papMaLeBTHUECKH MPUEMIIEMBII MOIMED.

CormacHo onpeAeteHHbIM BapUAHTAM OCYINECTBIEHUs oOpasylomuii ruxporenb
noauMep mpexacrasasier  coboi  kemaruH.  CoOrNIacHO — ONpeNeNeHHBIM — BapHaHTaM
OCYINECTBJIEeHHs OOpasylomasl THIPOrelab IOJMMEpHAs MaTpuna NpeacTaBiaser coboi
skenaruH. COrjacHO OMpEeAeNeHHBIM BapHaHTaM OCYLIECTBICHHs OOpasyIOLIUi THIAPOreib
MIOJIUMED COAEPKUT skenaTuH. CorjaacHo ONpeAeTIeHHBIM BAPUAHTAM OCYIIEeCTBICHHUS JKENaTHH

cocraeisier o MeHblieil Mepe 30%, nanpumep, 30 - 70% wnu 40 - 70%, cooTBETCTBEHHO, 40
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- 60% xoMmo3unus, mpuueM % mpeacrapiaseT coboi % Mo Macce B pacuere Ha CYXyI Maccy
KOMITO3HLIAN.

OO0pazyowmuii THapOreNs MOTUMEP MOKET HeoOsI3aTETEHO CONePKATh IIACTH(HUKATOD,
HanpuMep, COpOUT WU TTMUEPUH, WM UX KOMOMHAIMIO. B 4acTHOCTH, OAWH WITH HECKOJIBKO
IacTU()UKATOPOB MOKHO KOMOMHHPOBATE C JKETATHHOM.

CornacHO BapuaHTaM OCYILIECTBICHHUS, B KOTOPBIX 0Opa3yOMuii THAPOTeNb MOTUMep
COJIEP’)KUT WM TPEACTABISIET COOOM JKENaTHH, TEM CaMBIM JENal0T CChUIKY Ha “MPOYHOCTB
cryasst no bmomy”, BenmMunHy POYHOCTH Tellsl W JKearuHa, paspaborannyio B 1925 r. O.
T. Bloom. Anamu3 ompenenser Maccy (B rpaMmax), HEOOXOAMMYIO 30HAY (KaK MpPaBHIIO,
maamerpoM 0,5 mioiima) I OTKIOHEHHS MOBEPXHOCTH Tels Ha 4 MM, HE paspymias ero.
Pesyabrar BeIpaxaroT B OMoMrpamMMax (CTENEeHN) U, Kak MPaBUIo, HAXOIUTCS B JUAMA30HE OT
30 go 300 Gmromrpamm. JIIst mpoBeaeHus aHaau3a mo baromy Ha kenmarune 6,67% pacTBOp
JKeJaTvH XpaHsT B TeueHue 17-18 yacos mpu 10°C nepen aHaIu3oMm.

Ecnm o6pasyrommit ruaporens noauMep COAepsKUT WK MPEACTaBIIeT CoO0MH KenaTuH,
MPOYHOCTb CTYIHS JKeJaTuHa 1o biiroMy MOXKET HaXOJUThHCSI B AUaNa3oHe, CocTaBisitomemM 125
6mromrpamum - 300 OmromrpamM, 200 Oxromrpamm - 300 GIrOMrpaMm U IpearnoYTHTENBHO 225
omomrpamm - 300 OmomrpamM. Cjexyer MOHMMATh, YTO JKENAaTHH C Oojiee BBICOKOM
MPOYHOCTBIO CTyAHS MO BIroMy MOXKHO 3aMEHHTBH JKEIATUHOM C NMOHIDKEHHON MPOYHOCTBIO
CTYOHs 11O BJ'IIOMy IIPYU MOBBIMICHHBIX KOHICHTPALIUIX.

CormacHo HacrosieMy HW300PETEeHHIO COIJIACHO BapHAHTaM OCYINECTBICHHUS, B
KOTOPBIX OOpa3ymoUINii TUApPOrens MOJUMEp HIXM O0Opasymomas TUAPOrelb NOTHMEpPHAs
MaTpUIa COJACPKUT WM MPEACTaBIsIeT COOOW JKeJaTWH, JKeJTaTHH MOJKHO IIOJIYYHTh
pasHoobpasHeMu criocobamu. Hamprimep, ero MOXHO MOJYYHTb C MOMOLIBI YaCTHYHOTO
THIPOJIN3a TAKOTO KOJIAreHO3HOTO MaTepraia, Kak Koxa, Oellble CoeIMHUTENbHbBIE TKAaHH HIH
KOCTH XMBOTHBIX. JKemaTwH Tuma A MOIy4YaroT NPEHMYINECTBEHHO M3 KOXKH CBHHEH C
MOMOIIBIO 00pabOTKH KUCIOTOM, U OH MPOSIBISIET N303JIEKTPHUYECKYIO TOUKY B AMANA30HE OT
pH 7 1o pH 9, npu 3ToM kenarud Tina B moayvaroT ¢ moMouipo 06paboTky mieaouamMy Koctei
1 KOX JKUBOTHBIX (KOPOB), M OH IPOSIBIISIET H303JIEKTPHUESCKYIO TOUKY B Auarna3one ot pH 4,7
1o pH 5,2. Kenarun tuna A SBISIETCS HECKOIBKO OoNee mpeamouTuTesHeM. JKenatuH ist
MPUMEHEHHUS] COTJIACHO HACTOSIIEMY H300pPETEHHI0 MOXKHO TONYYHUTh W3 KOXKH
XOJIOMHOBOJHBIX pbiO. CMecu skeqaTwHOB Tuma A W B MOXKHO HCHOTB30BAThH COTIACHO
HACTOSIILIEMY W300PETeHUIO IUIS MOJYUSHHUsS KEeNaTHHA ¢ TpeOyeMbIMH XapaKTEePUCTUKAMH

BSIBKOCTH U MPOYHOCTH CTYIHS 10 BiiroMy Juist mpousBoacTBa chep.
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HuskoremnepaTypHbiii skenaTwH (WK JKETATWHOBBIE TPOU3BOJHBIE WA CMECH
JKENIATHHOB CO CPeJCTBAMH CHU)KEHHSI TEeMIEpaTypPhl IUIABJICHHS) WA IPYTHe MONTUMEPHBIE
MAaTPHLEL, CIOCOOHBIE K OTBEPKASHHIO MPH MOHKEHHBIX TEMIIeparypax (HampuMmep, albIiHaT
HATPUs) TAKOKe MOXKHO MCIONB30BaTh. B CBS3M ¢ 3THUM CUMTAIOT, YTO MOJUMEP, KOTOPbIH
COJEPKUT WM TPEACTaBIsIeT COOOH HH3KOTEMITePaTypPHBIH JKEJaTHH, TPEACTaBIsIeT coOoit
NPENOYTUTEIbHBIM MATPUUHBIN TOTUMED.

CorjacHO HACTOSIIEMY H300PETEHHIO COMIACHO BapHaHTaM OCYIIECTBJIEHUS, B
KOTOPBIX OOpa3yIOIIMil THAPOTENh MOJUMEp WM O0pas3ylomas TUAPOTelb MOTUMEpPHAast
MaTpUIa COASPKUAT WM MPEACTABIAET cOOO0I JKeMaTHH, UCXOMHBIN KEeTaTHHOBBIM MaTepHat
MPEIMOUTHTENLHO MOAUPHUIMPYIOT TeEpea MPOU3BOICTBOM “MSITKOTO JKeTaTHHA MyTEM
,Z[O6aB.]'IeHI/I$I HHaCTHq)HKaTOpa WA MATYUTEIBHOrO CpEeaCTBA K JKCEJIATUHY IS PEryJIsIIUN
TBEPAOCTH KOMITO3HIIMK COTJIACHO HACTOsIIEMy n3o0perenuto. JlobaBnenue miactuukaropa
00eCcneunBaeT y CHIICHHY O MSATKOCTE U 3IACTHYHOCTD, UYTO MOJKET SBJISITHCS HEOOXOTUMBIM TSI
ONTUMHU3AIMA PACTBOPEHUS W/WIM JOMOJHHTEIbHOM 00pabOTKHM, TaKOM Kak, HampuMep,
HaHeceHue 000mouky. [TpumMeHnMEBIe TTACTU(DUKATOPBI COIJIACHO HACTOSIIEMY M300PETEHUIO
JUTSE KOMOMHAITUH C KETATHHOM WK JPYTUM 00pas3yIOUM THAPOTeb MOJMMEPOM BKITIOUAIOT
B cebs rmmuepun  (1,2.3-mpomantpuon), D-copbur (D-rarommr), copbur BP
(HEKPUCTALIU3UPY FOLUICS. paCTBOP COpOHMTA) MM BOAHBIN pacTBop D-copOura, copOuTaHbI
(narmpumep, Andidriborb 85/70), MaHHHMT, MAIbTUT, T'YMMHAPAOHK, TPHUITWILUTPAT, TPU-H-
Oytunuurpar, gulOytwincebamar. Takxke mNpexycMOTpeHBI ApyrHe HIH  CXOJHBIE
HU3KOMOJIEKYJIIPHBIE ~ MHOTOQTOMHBIE  CIMPTHL,  HAMpUMeEP,  OTHIEHITIUKOAb |
MPONUIEHTJINKOIb,  [TOMMATUIEHIIMKONE W TOJMIPONWISHIJIUKOIL — TakKe  MOXKHO
UCIIOJIB30BAaTh, XOTS OHU SBJ/ISAIOTCS MCHEC IPEANOUTUTCIIBHBIMU. FJ'[I/IL[epI/IH 58 D-COp6I/IT
MoxkHO monyuuthk OT Chemical Company, St. Louis, Mo. USA wumm Roquette, France.
HexoTroprie akTHBHBIE CPEACTBA U BCIIOMOTATEIEHBIE BEIIECTBA, BKITIOUEHHBIE B KOMITOZHIHIO
JUTSL ApYTUX (QYHKLU, MOTYT NefCTBOBATEH B KAUECTBE MIACTH(PUKATOPOB.

MsruurensHbIe cpeacrea Win HJ'[aCTI/I(bI/IKaTOpI:I, €ClIM HUX HUCHOJB3YIOT, MOKHO
ONTUMAJILHO BKIIOUHTh B KOMIIO3HIMIO B COOTHOIIEHHWH, Bo3pactralomemM 10 30%,
npeanouruteTbHO He Oonee 20% u Oonee mpeamourutenbHo He Gomee 10% B pacuere Ha
CYXyI0 MacCy KOMITO3WIMM COIJIACHO HACTOsIeMy u300pereHHIo, Jaxe Oonee
MPEMOUTHTENBHO OT 3 10 8%, 1 Hanbonee npeanouTUTEIBHO OT 4% 10 6%.

XoTst 3T0 U He 00s3aTeNbHO, 00pa3YIIAs THAPOTENb MOJIUMEPHAS MATPHULIA MOXKET

TaKke HeoOsS3aTeTbHO CoAcpKarbk Pa3peIXJIUTE/Ib TaM, I'I€ 3TO 0COOEHHO JKeTaTeabHO IS



99

VCHJIEHHSI CKOPOCTH PAaCHaJacMOCTH KOMIIO3HIHMK COIJIACHO HACTOSIIEMY H300PETeHHIO.
[Mpumepsl pa3pbIXIUTENnei, KOTOPbIe MOKHO BKIIOUHTH, IPEACTABISIOT COOOH aTbIMHOBYIO
KHCIIOTY, KPOCKapMEILI03y HATPUSL, KPOCHOBHIOH, HU3KO03aMEIIeHHY 10
THIPOKCHITPOIIILEIUTION03Y M KPAXMAITTHKOJISIT HATPHSL

Huaruburop xpucrammmzanmu (Hanpumep, npuOnu3uTensHo 1% B pacuere Ha CyXyHO
MacCy KOMIIO3MIIMHM) MOKHO TaKXKe BKJIIOUATH B KOMIIO3HIIMH COTVIACHO HACTOSIIEMY
uzobperenuto. [Ipumep npeacrasisier coboii ruapokcunponuwi/Meruinentoaosy (HPC wiu
HPMC, rumpomesiosy U T.1.), KOTOpasi MOJKET UrpaTh APYTHE POJIM, TAKHe KaK, HAIpHMED,
3MYJIBrarop.

CornacHO IpyroMy BapHAHTY OCYILIECTBISHHUS! 0Opasyrolias IHApPOreTb MOJIUMEpHas
MaTpHLA MPeACTaBIsIET COO0M XUTO3aH, KOTOPBI MOJKET CYILECTBOBAaTh B (popme Ouoreneii ¢
nobaskamu umu 6e3 HUX, Kak onucano Hampumep, B natenre CIIA Ne 4659700 (Johnson and
Johnson); Kumar Majeti N.V. Ravi B Reactive and Functional Polymers, 46, 1, 2000; u Paul et
al. B ST.P. Pharma Science, 10, 5, 2000, monHbie comepKaHust BCEX 3 BKIIOUEHBI B HACTOSIIITHIA
JOKYMEHT IMOCPEICTBOM CChUIKH. Takke MpeayCMOTPEHbI MPOU3BOAHBIE XUTO3aHA, HATPUMED,
THOJIMPOBAHHBIE MOJICKYJIBL.

OOpazyromasi rugporens NOJTMMEPHAsT MaTpUla MOXKET NPEeACTaBIsTh CoOOoM
HETHIPOKO/UIONHYI0 CMOJTy. IlpmMepsl mpencTaBiasior coOOW IMONepeuHO-CIINTHIE COMH
aneruHOBOM  kucaoThl. Hampumep, BOAHBIE pPacTBOpPbl HATPUMAIBIMHATHBIX  CMOI,
SKCTPArvpOBAaHHBIX M3 CTEHOK OypbIX BOXOPOCIEH, XapaKTepH3YIOTCS XOPOLIO H3BECTHBIM
CBOWCTBOM TreneoOpa3oBaHMs MPU BO3ACHCTBUM HA HUX JABYX- M TPEXBAJISHTHBIX KATHOHOB.
THUMUYHBINA ABYXBAJIEHTHBIM KaTHOH MPEICTaBIsSIeT COOOU KalbIHii, 4acTo B (popMe BOTHOTO
pactBopa xjopuaa kaigpuus. COrTacHO  HACTOSIIEMY BApUAHTY  OCYIIECTBJICHHUS
MPEIOUTHTENBHO, YTOOR 00pa30BaAHHE MONIEPEUHBIX CBSI3eH HIIH resie00pa3oBaHue BOSHUKAIO
B Pe3yJIbTare peakiyuy ¢ TAKUM MHOTOBAJIEHTHBIM KATHOHOM, B YACTHOCTH KAJIBIHAEM.

OGpasyromasi THAporeNb MOTHMEpPHAsh MAaTPULIA MOXKET XapaKTepH30BaThCSI HU3KAM
COACpXKaHUEM BOJABI, B CBA3U C OTHUM, KOMIIOZULHS MOKET XapaKTCPU30BaATHCI HUZKUM
cojep:kaHreM Boabl. Kak onmcaHo HIKe, BO BpeMsl IIPOU3BOJCTBA CEPALICBUHBI JUCIIEPCHY IO
dasy wmm MacnsHyr (asy, HeoOsI3aTeapHO COAEpPKAIMYK HUKIOCIOPHH, CMEIIUBAIOT C
BOJHBIM PacTBOPOM 0OpasyIoIIero r'maporeasb IMOJUMepa W KOMIIO3WIMIO JKeTaTHHUPYIOT,
HAIpUMED, AJIs1 00eCIEUeHUsS] KOMITO3UIIMUA WK CEPALIEBUHBI, KOTOPhIE MPEACTABISIOT OO0t
MuHUC(eprl. COOTBETCTBEHHO, KOMIIO3MLUIO WIM CEpALEBHHBl BBICYIIUBAIOT IOCTE

00pa30BaHusl ISl CHIKEHUS! COAEPKAHUSI IIPHCY TCTBYIOIIHMX B HUX BOJBL
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CoriacHO ONpEAEIeHHBIM BapHaHTAM OCYIIECTBICHUS KOMITO3WLHS HE COASPKHUT
COeNMHEHHMSI, COJAepKalKe ITUCYIb(PUIHYI0 CBs3b. COrIacHO BapHaHTaM OCYIIECTBJIEHHUS
00pasyIoNIuii THAPOreNb MOJUMEDP HE COAEPKHUT COSAUHEHHMSI, COAEPIKAIINE AUCYTb(HUIHY IO
CBSI3b.

Obpasyromas TaporeTs MOJUMEpHAsl MaTpula, oOpasyromas HEMpephBHYIO (azy
cepAueBUHbI (BOAHYIO (Dazy), MOKET NOMOJHUTEIBHO COAEPKATH MOBEPXHOCTHO-AKTHBHOE
BCIICCTBO. HOBerHOCTHO-aKTI/IBHLIe B€IICCTBA, KOTOpPBIE MOXHO HCHOJB30BAThH B
KOMITO3U LMY, OTIMCAHBI B pa3aeiie “TOBEePXHOCTHO-AKTUBHBIC BEIIECTBA HIKE.

IToBepXHOCTHO-aKTUBHOE BEIIECTBO, KOTOPOE MOJKET MPUCYTCTBOBATH B HEMTPEPLIBHOM
daze, BoxHOM (hase wiu 00pasyIOLIEH THAPOreNb MOJUMEPHOM MATPHUIE KOMITOZHIMH WIIH
CepALEBUHLI, BKIIOUAIOT B ce0sl, HAMPUMEp, MOBEPXHOCTHO-AKTHBHOE BEIECTBO, BHIOPAHHOE
W3 TPYIIbL, COCTOSIIEH W3 CIEAYIOUEro. KaTWoHHBIE, aMmdorepHble (IBUTTEPUOHHBIE);
AQHWOHHBIE TMOBEPXHOCTHO-aKTUBHBIE BEIIeCTBa, Hampumep, nepdropokranoar (PFOA wim
PFO), nepdropokrancyabHoHaT (PFOS), HATPHUIO0 AEIMICY Tb(ar (SDS),
aMMOHUITaypuiicyib(har u Apyrue ankuicyib(arTHble COIH, HATpPHiIaypeTcybdar, TaKkkKe
M3BECTHBIN Kak HaTpuitnay pudupcynedar (SLES) u ankunbenszoncynb(hoHar;, 1 HEMOHHBIE
MOBEPXHOCTHO-AKTHBHBIE BEIECTBA, HANPUMED, MephTOPYTIEPOIbl, TOAEIMIOBBINA MPOCTOM
3(QUp MOTUOKCUITUIIEHITHKONS (Hampumep, Brij, Takoli kak, Hanpumep, Brij 35), Myrj
(manpumep, Myrj 49, 52 wmm 59), 3TOKCHIATHI KUPHBIX CIOMPTOB, ATKUI(EHOIITOKCHIAT,
DTOKCHJIATHI JKUPHBIX KHCIOT, STOKCHUIATHI JKUPHBIX aMUIOB, ATKHAJITTIOKO3H b1, Tween 20 wiu
80 (rarke m3BecTHBIM Kak mosmucopdar) (mpoaykrtel Brij, Myr m Tween xommepuecku
pocrynsbel ot Croda), momokcaMepel, KOTOpbIe MPenCTaBiIsIIoT coO0i HEHOHHBIE TPHOMOK-
COTOIUMEPBI, COCTOSIIME M3 LEHTPATbHON THUAPOPOOHONW [Emd MOMTUOKCUIIPONUICHA
(momu(mpoNMIeHOKCH 1)), OTPAHMYEHHOTO 1O CTOPOHAM JBYMSI THAPO(GUIBHBIMH HEMSIMU
MOJTMOKCHATIIIEHA (MONMH(3TUICHOKCHAA)), HWIH KOMOWHAIMS BBINIEIEPEUHCISHHOTO. B
YACTHOCTH, TMOBEPXHOCTHO-AaKTUBHOE BEINECTBO MOMKHO BBIOpaTh WM OHO COJEPIKUT
AHUOHHBIE TMOBECPXHOCTHO-aKTUBHBIE BEINECCTBA WU HUX KOM6I/IHaI_[I/II/I, npuiIeM AaHUOHHBIC
MOBEPXHOCTHO-aKTHBHBIE BEIECTBA HEOOSI3ATENBHO SBJISIFOTCS TEMH, KOTOPBIE YITOMSIHYTHI B
HacTosimieM abzame. KOHKpeTHBIH KJIacC MOBEPXHOCTHO-AaKTHBHOTO BEIIECTBA CONSPIKUT
cyabdaraeie comu. [IpeanouTuTeNbHOE AHHOHHOE MOBEPXHOCTHO-AKTHBHOE BENIECTBO B
BoaHO#N (aze mpexacraBiser coboit SDS. MokKHO UCHONB30BATH CMECH AHHOHHBIX
MOBEPXHOCTHO-aKTHBHLIX BeIeCTB. Takke TPeIyCMOTPEHbI CMECH JOTOJHHUTENbHBIX

MOBEPXHOCTHO-AKTHBHBIX BEIECTB, HATPUMED, CMECH, COASpIKaIHe epHTOPYTIePOILL.
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CorjgacHO BapHaHTaM OCYLIECTBJISHHUS HACTOSIIEr0 M300pPEeTEeHUs] CepALEBUHA
COJIEPKUT THAPO(PHIBHOE MOBEPXHOCTHO-AKTHBHOE BEIIECTBO, KOTOPOE, KaK MoJjararT Oe3
MPUBSI3KA K TEOPHH, MO MEHBIIEeW Mepe YaCTHUHO OTAEISET BOAHYIO (a3y (IMOJTUMEpPHY IO
MaTpHLY ).

Takue moBEpXHOCTHO-AKTUBHBIC BELLECTBA, IPEAY CMOTPEHHBIE JUTSI TAKOT'O BKIIOUCHHUSI
B BOAHYW a3y CepaUeBHHBl, MNPEAMOYTHTENLHO MPEACTABISIOT COOOM  JIerko
middyraupyronme uin cnocoOHble K AU (PY3uHd NMOBEPXHOCTHO-AKTUBHBIE BELIECTBA IS
oberyeHust IpoOU3BOACTBA 1 00PaOOTKH KOMITO3HUIIMH COTIACHO HACTOSIIEMY U300PETEHHIO.

[ToBEpPXHOCTHO-AKTUBHOE BEIIECTBO MOXKET Xapakrepusosarbes ['JIb, cocTapisommm
o MeHbIneit Mepe 10 u HeoOs3aTeNBHO IO MEHBIIEH Mepe 15, HampuMep, MO MEHBIEH Mepe
20, unu mo Menblneit mepe 30 u HeoOsizaTenbHO 38 - 42, Hanpumep, 40. Takue MOBEPXHOCTHO-
AKTUBHbBIE BEIISCTBA MOTYT OTHOCHTHCS K JIOOOMY KOHKPETHOMY THITY (HOHHBIC, HEHMOHHEIE,
UBUTTEPHOHHBIE) U MOTYT COAEPIKAaThCS B COOTHOIIEHHH B pacuyeTe Ha CYXYK Maccy
xommosunuy, coctapistomemM 0,1% - 6%, sanpumep, 0,1% - 5%. 0,1% - 4% umm 0,1% - 3%,
0ojiee MPEAMOUTHUTEILHO B COOTHOILIEHHH, COCTABISIONIEM IO MeHbiier mepe 1% u, B
yactHOCTH, 1,0 - 4,5 unu 5%, onTuMaIbHO B MPeIeiax Wik B HENOCPEACTBEHHOMN OIH30CTH OT
Jquama3oHa, cocrapjsitomero 2 - 4%, Hampumep, 2 - 3% wiu npubmusurensHo 2% wWiu
NpUOIH3UTENEHO 4%.

Eciu He ykazaHo wiu He TpeOyercs WHOE, BCE IMPOIEHTHbIE OTHOIICHHS U
COOTHOILICHUSI MTPEACTABIEHBI [10 MaCCe.

CornacHO OJHOMY BApUAHTY OCYIIECTBICHUS AHHOHHOE IOBEPXHOCTHO-AaKTHUBHOE
BEIIECTBO, KOTOPOE MOXKET MPHCYTCTBOBATH B HeNmpepblBHOW (asze, BOAHOH (aze wim
oOpasyronieii ruaporeib MOJUMEPHON MATPHIE KOMITO3MIIMUA WJIH CEPALEBHHBI, MOXKET
MPeACTaBISITE COOOH AaHMOHHOE TOBEPXHOCTHO-AaKTHMBHOE BEIIECTBO, BBIOpPAHHOE U3
ANKUICYIb(aTOB, KapOoKCHIaToB WiH (HOCHOTUIMHIOB, WIH UX KOMOHHAIIIA.

dusnyeckas (opma MOBEPXHOCTHO-AaKTUBHOTO BEIIECTBA B MOMEHT BBEJESHHUSI B
BOAHYIO (ha3y BO BpeMsl MOy UESHUs] KOMIIO3ULIMH WU CEPALIEBUHBI UTPAET POJb B MPOCTOTE
MPOU3BOACTBA KOMITO3UIIMK WIH CepAUEBUHBL [1o cymiecTBy, HECMOTpPSI HA TO, YTO MOXKHO
HCIONIBb30BAaTh XKUAKUE MOBEPXHOCTHO-AKTUBHBIE BEIIECTBA, MPEAMOUTUTENBHO UCIIONB30BATh
MOBEPXHOCTHO-AaKTHBHOE BELIECTBO, KOTOPOe HAaXOOWTCS B TBepaod ¢opme (Hampumep,
KPUCTA/UTMIECKHE CTPYKTYPBI, CPaHyJbl MM MOPOIIOK) MPU KOMHATHOM TeMIlepatype, B

YaCTHOCTH, KOrJa BOAHAsL (I)asa COACPIKUT KCIIATUH.
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JAucnepcuas ¢gasza

IMonmMepHas MaTpuUa WIH HENpepbIBHAS (a3a KOMIOZUIMU W B T€X BapUAHTAX
OCYLICCTBJICHUSI, B KOTOPBIX MNPUCYTCTBYET CEPALCBHHA, ONMHCAHHASA BBIIIE CCPALCBHHA
(Hanpumep, 0Opa3yrOUUil TUAPOTENs MOIMMEP) MOKET COAEPIKATH JMCIEPCHYIO (asy.
Amnajornuno, BoaHas (pasa JKUAKOW KOMIIOZWIMM COJAEPIKUT TUCIEPCHYIO (hasy, KoTopas
MPeACTaBISIET COOOM WiaH colep:kuT MaciasHyioo (asy. COOTBETCTBEHHO, AucHEpCHas (asa,
€CITH OHAa TPUCYTCTBYET, MOKET COAepsKarh IUKIOCIOpuH. COracHO TakuM BapHaHTaM
OCYIIIECTBJIEHHUS IMKIOCTIOPHH TMPEAMOUTHTEIBHO SBISETCS PACTBOPUMBIM B JIHCIIEPCHOM
tase, T.e. mucmepcHas (aza COAEPIKUT HOCHTENb, B KOTOPOM aKTUBHOE HAUaN0 SIBIISETCS
pacTBOpeHHbIM. BapHaHTBI  OCYIUECTBIEHHS, B KOTOPBIX LHMKIOCIOPHH  SIBISIETCS
COMIOOMTU3NPOBAHHBIM B JHMCIEPCHON (hase, SBISIOTCS TPERNOUYTUTENBHBIMH, MOCKOIBKY
TaKhe KOMITO3MIMH BBICBOOOKIAIOT HUKIOCIIOPHH B COMOOMIM3MPOBAHHON (opme, uTO
MOXKET YCWIMBATH TepaneBTHUeCKuid >S({QEeKT IeKapcTBEHHOrO0 CpEeACTBA B MeCTe
BBICBOOOJKIEHUS], HAMPUMED, MyTEM YCHISHUS! aOCOPOLMU B CIU3HCTOW O0ONOUKE TOICTOMN
KHUIITKH.

CornacHO BapuaHTaM OCYIIECTBIEHHS IUKIOCTIOPUH HAXOMUTCS HIH COJMEPIKUTCS B
mucniepcHolt ¢aze. JucrmepcHas (aza mpeacrasiasier coOOl WM COIASPKUT MaCIsHYIO (hasy.
HucnepcHas dasza MpeamouTUTENBHO MPeCTaBIseT co0oi MacIsHy o (asy.

HucniepcHast paza MOXKET CoAep:karTh HE CMEIIUBAIOIIYIOCS ¢ BOmoi (hazy (koTopast
TAKKe B HACTOSIIEM JOKYMEHTE HA3LIBAETCS MacisHas ¢asza). He cMeIrmmBaromascs ¢ BoaHas
(haza MOKeT SIBISITBCSL TBEPJOHU, NMOIyTBEPAOH WM JKHIKON IPH OKpYIKaromeil Temmeparype
(mampumep, 25°C), U B CBSI3U C OTHM MacisiHas (asza MOMKET, HAIPUMED, SIBISTHCS
BOCKOOOPa3HOM pHu OKpyXkKaroieii remmneparype. MacnsHas paza MOKET MpeacTaBasTh CO00it
WA MOXKET COJAEPKATh KUAKAN JMIHI ¥ HeoOs3aTebHO CMEIIUBAIOIIHICS C HHM
pactBoputenb. [IUKIOCIOPUH MOXKET MPUCYTCTBOBATH B MAclsHOW (aze. COOTBETCTBEHHO,
LUKTOCTIOPYH SIBJISIETCS] PACTBOPUMBIM B MACISIHOU (haze.

HucnepcHass (a3a MOXKET COXEpKaThb KOMOWHAIMIO Maces, HampuMmep, KUIKHX
munuaoB. JKuakuil Jumug MOXKeT TPEACTaBIsSTh COOOM COCTaB KOPOTKO-, CpPEiHe- HITH
JUTHHHOILIETIOYEUHOT0  TPUMIMIEpUAa Wi WX KkoMmOuwHaimio. CpenHenenoueuHblii(e)
tpurmutepua(pl) (MCT) comepkKut(ar) OOUH WM HECKOIBKO TPHUIVIMLEPUIOB IO MEHBIIEH
Mepe OIHOM KUPHOM KUCIOTHI, BeIOpanHOM u3 Cs, C7, Cg, Co, Cio, C11 11 C12 XKUPHBIX KHUCIOT.
Crenyer moHUMAaTh, YTO KOMMEPUECKH IOCTYMHBLIE COCTaBbI TPUTIHIIEPHIOB, B YACTHOCTH

MCT, mpuMEHHUMEBIE COTJIACHO HACTOSIIEMY H300pETEHHIO, MPEICTABISIOT COOOH CMecH,
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MOJTyYEHHbIE M3 MPHPOAHBIX NPOAYKTOB M OOBIYHO HIM BCErga COAEPX AT MHHOPHBIE
KOJIMYECTBA COENUHEHHUH, KOTOpble He mpeacTaBisior coboii MCT; Ttepmun “cocras
CPEAHCUCIIOUYCYHBIX TpI/IFJ'II/ILIepI/II[OB”, B CBiA3U C OTUM, CJIICAYCT HUHTCPIPETUPOBATH KaK
BIJTIOUAIOINHH B ce0st Takue cocTaBbl. KopoTkouenoueuHsbiii(e) Tpuraunepua(bl) CoaepxxuT(ar)
OJIVH WIH HECKOJIBKO TPUINIMLIEPUAOB IO MEHBIIEH MEPE 0JHON KOPOTKOLENOUSUHON KUPHOU
KHCJI0ThI, BeIOpaHHOM u3 C2-Cs JKUPHBIX KUCIOT. JnuHHOUEnoueuHbli(e) Tpurmunepua(bi)
CONEPKUT(AT) OOMH WJIA HECKOJIbKO TPUIJHIEPHAOB 1O MEHbIIEH Mepe OJHOM
JUIMHHOLIENOUEUHOU JKMPHOU KHCIOTBL, XapaKTEpU3yIIelcs Mo MeHblIed mMepe 13 aromamu
yriaepoja.

XKuakuit U MOXKET COAepsKaTh WM MPEACTaBISTh COOOH TPUITHLEPUABI H/WITH
qurauuepuasl. Takue TIUepubl MOXKHO BBIOPATh M3 CPEAHELENOUYEUHBIX TPUIITHLIEPHIOB
WA KOPOTKOLENOYESYHBIX TPUIITULEPUAOB WIH UX KOMOHHAIIH.

Kunxuit mTUnua MOXKeT IPeACTaBIsTh COOOH KaIPHIOBbIA/KAIIPUHOBBIA TPUTITHLEPHU,
T.e. COCTaB KAaIPHIJIOBBIX/KAMPHUHOBLIX TPUINTHIEPUIOB (KOTOPBIA, Kak ClIeayeT MOHHMATh,
MOJKET COAEP’KaTb MHHOPHBIE KOJNUYECTBA COEIUHEHHUs, KOTOPbIEe HE MPEeICTaBIsIOT coboii
KaIllPUIOBBIE/KAIPUHOBBIE TPUTIIULICPHUBI).

HucnepcHas daza MOKET HeoOs3aTeNbHO coepkaTh pacTBOpUTeb. COOTBETCTBEHHO,
MacisHas (aza MOXKET COIep:KaTh PacTBOPUTEIb. YKa3aHHBIM PACTBOPHUTEIb, KOTOPBIM
HeoOsI3aTeIbHO BKITIOUEH B MACTSIHYIO a3y, MOKET SIBJISITHCSI CMELIMBAIOIIAMCSI KaK C KU IKAM
JUIAAOM, TaK U ¢ BOAOH. [IpuMephl MOIXOASIIMX PacTBOPHUTENEH MpeaACTaBIsIoT coboit 2-(2-
STOKCHU3TOKCH)3TAHOJI, KOMMEPUYECKH NOCTYNHBIM 1MoJ TOproseiMu HazpanusiMu Carbitol™,
Carbitol cellosolve, Transcutol™, Dioxitol™, Poly-solv DE™ u Dowanal DE™; uau GoJee
yrctele Transcutol™ HP (99,9). Transcutol P wnn HP, xoTtopele koMMepUyecku JOCTYIHBI OT
Gattefosse, SBISIOTCS MPeaNOYTHTENBHBIMU. JIpyroifl BO3MOXHBIH  COpPacTBOPHUTENb
npeacrasnsier  cobolt momu(dtwiaeHrnukons). 190 ¢ momekymsipHol maccor 190-210
(mampumep, 190" 200) unu 380-420 (manpumep, I19I" 400) sBASIOTCS TPEANTOYTUTETBHBIME
COTJIaCHO HACTOAIEMY BapuaHtry ocymectBienus. [logxomsmme [13I° MokHO TOIYUINTH
KOMMEpUEeCKH mojJ ToproBeiM Ha3paHueMm “‘Carbowax”, mpomsBoxumblii Union Carbide
Corporation, XOTsI BO3MOXHbBI MHOTHE aJIbTEPHATUBHBIE TPOM3BOAUTENN HIIH TOCTABIIUKH.

HucnepcHas ¢aza moxer mpeacrasiste 10-85% B pacuere Ha CyXyr Maccy
CEepALEBUHEIL

Kak oOcy:xganocek Bbime, aucrepcHas (paza MOXKET MPencTaBIsiTh coOO0H MAaCISIHYIO

dazy, coaepkamyio Jg000e (papMareBTHUYSCKA MOAXOAAINEe MAcI0, HampuMmep, KUIKUI
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munug. MacisiHast ¢paza MOXKeT TPUCYTCTBOBATh B BUJE Kameilbk Macia. B pacuere Ha Cyxyio
Maccy CepILEBHHBI T0JIs1 MAaCIsIHON (as3el Moxker coctaisth 10% - 85%, nanpumep, 15% -
50%, nanpumep, 20% - 30% wmu ot 35% - 45%. TepmuH “macno” o3HavaeT Jr000e BEIECTBO,
KOTOPOE SIBJISIETCSI MOJHOCTBIO WM YACTUYHO KUAKUM IPU OKPYIKAIIEH TeMIepaType Wid
Temreparype, 61u3kol k okpyxaromeit, Harpumep, ot 10°C 10 40°C wm ot 15°C 10 35°C, u
KOTOpOe SBJISETCS THAPOPOOHBIM, HO pACTBOPUMBIM 1O MeEHBINEH Mepe B OJHOM
OpraHu4yeckoM pacTBopuTene. Macja BKIOUAIOT B ceOsl pacTUTENbHbIE Macia (Hampumep,
MAcCJIO CeMsIH Mapro3bl) U He(pTEXMMHUUECKUE MaciIa.

Macno MOXeT MPHUCYTCTBOBATH B KOMITOZHIMM B KOJHUYECTBE, COCTABIISIONIEM OT
npuoan3uTensHO 2% 10 npubmusuTeasHo 25%, o mpubau3uTensHo 3% 10 MpUOTU3UTETBHO
20%, ot mpubmuzurensHo 3% a0 npubmmsutensHo 10% win ot mpubnusurensHO 5% 10
npubnusureapHo 10% 1o Macce B pacuere Ha CYXYHO MacCy CepALIESBUHBL

Macna, KOTOpBIE MOXKHO BKIOUATh B MACASHYIO (asy, BKIOYAKOT B ceds
TTOJIMHEHACHIIEHHBIE JKUPHBIE KHUCIOTHL, TaKWe KakK, HAlpuMep, OMera-3 macia, HarpuMep,
siiko3aneHtaenoBas kuciaora (EPA), mokosarexcaeHoBas kuciota (DHA), anbda-muHonesas
kuciaora (ALA), xowbroorupoBanHas JjuHoneBas kucimora (CLA). TIpeanodrurensHO
ucnoap3y ot yiaerpauncteie EPA, DHA, win ALA, win CLA, Hanpumep, ¢ 9ucToTOl He Oojiee
win Beiie 98%. Omera-macia MOKHO IOJYYWUTh, HAIPUMEDP, M3 JHOOOT0 IMOIXOMISIIErO
pacCTeHus, HalIlpuMeEpP, UHKA WHYHU. Taxkme macia MOKHO HCITOJIB30BaTh OTACJIBbHO, HAIIPUMED,
EPA, wiu DHA, unu ALA, wimn CLA, wim B m000i komOuHarmu. Takke npeayCMOTPEHbI
KOMOWHAITUHN TAaKUX KOMIIOHEHTOB, BKJIOUas B ceOst OMHAPHEIE, TPETUYHBIC U T. 1. KOMOMHALINH
B J1000M COOTHOWIEHWH, Hampumep, OunHapHas cmece EPA u DHA B cooTHOweHHH,
cocrapmsiromieM 1:5, koMMepueckd AOCTyNHasi MOJ TOproBbiM HasBaHueM Epax 6000.
MagcnsiHass 4acTh MaciasHON a3kl MOXKET COAep:KaTh WIN NPEACTABISATh OO0 Maco,
VIIOMSIHYTOE B 3TOM ad3arie.

Macna, KOTOpblE MOXHO BKJTIOUATh B MAacisHy (azy, mpencraBisiror coOoid, B
YACTHOCTH, MPHUPOIHBIE MAacia Ha OCHOBE TPUIIHIIEPUIOB, KOTOPhIE BKIIOUAIOT B CeOst
OJTUBKOBOE MAC/I0, KYH)KYTHOE MAC/I0, KOKOCOBOE MAC/I0, MATBMOSIPOBOE MACIO0, MACIIO CEMSTH
Mapro3el. Macyio MOKET MpPeaCTaBIATh COOOH WM MOXKET COASPKATh HACHIIICHHBIE
MIPOUCXOAAIIHE N3 KOKOCOBOTO ¥ MATBMOSIAPOBOTO MACIa KaNpIIOBBIE U KAIIPHHOBBIE JKUPHBIE
KHUCJIOTHI U TVIMLECPHUH, HATPUMEDP, TAKUE, KOTOPBIC MOCTABJIAKOTCS IO TOProBbIM HAa3BAHUEM
Miglyol™, criekTp KOTOPBIX SIBISIETCS AOCTYIHBIM U M3 KOTOPBIX MOKHO BHIOPATh OJHMH MU

HECKOJIbKO KOMITOHCHTOB MACJISTHOU (ba?)bl COTTaCHO HACTOSAIIEMY I/1306peTeHI/IIO, BKJIKOYasl B
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cebss Miglyol™ 810, 812 (xampuioBslii/kanpuHOBBI Tpuriauuepun); Miglyol™ 818:
(xanmpuIOBLIN/KaPUHOBLIN/TMHOJIEBEII TPUTTTULIEPH); Miglyol™ 8209:
(xanpuI0BbINA/KanPUHOBLIA/SHTapHbIH Tpuranuepus; Miglyol™ 840: (nuxanpunar/aukanpar
npornmienraukoist). Caexyer ormeruts, uro Miglyol™ 810/812 mpexacraBnstor coboit
cocraBel MCT, KOoTOpBIE OTIHIAOTCS TONBKO cooTHOIIeHnEM Cs/C1o U BCIEACTBHE UX HU3KOTO
conepxkanust Cio BSI3KOCTh M TeMIiepaTypa nomytHeHus: Miglyol™ 810 sSBISIOTCS HU3KAMHL
Crnextp Miglyol™ sgpasiercsi kommepuecku noctymHbiM oT Sasol Industries. Kax ykazano
BBILIE, MAcla, KOTOPbIH MOXKHO BKJIIOYATH B MACHSIHYIO (azy, He o0s3aTelbHO JOJIKHBI
SIBTISITBCSL AKUAKAMHE HJIH IIOJTHOCTBIO KU IKMMHE IIPH KOMHATHOM TeMmepary pe. BockooOpasHsie
MAacja TaKkKe BO3MOXKHBI. OHH SIBJISIFOTCSI KUAKAMH ITPU IPOU3BOICTBEHHBIX TEMIIEparypax, HO
TBEPIBIMH WX TOJYTBEPABIMH MPH HOPMATBHBIX OKPYJKAIOIIUX TemIeparypax. MacisHas
YacTh MACISIHOM (a3bl MOKET COAePIKATEH WK IPEACTABISTE OO0 MACIIO, YIIOMSIHYTOE B 3TOM
abzare.

AnpTepHAaTUBHbIE WM JOIOJHHUTENbHBIE MAacia, KOTOPbIE MOKHO BKJIIOYATH B
MAaCJISIHY 10 (pa3y COrIacHO HACTOSIIEMY H300PETEHUIO, MPEACTABISIIOT COO0M APyTrHe COCTaBbI
CPeIHELeNOUeUHbIX TPUITMLEPUIOB, Takue Kak, Hampumep, Labrafac™ Lipophile,
nponssoauMelii Gattefosse, B uactHocTH, mpoaykt Ne WL1349. Miglyol™ 810, 812 taxxe
MPEACTABISIIOT COOOH COCTABBI CPeTHELETIOYSUHBIX TPUTTALIEPHIOB.

CooTBeTcTBeHHO, MacsHasl pa3a MOKET IPeACTaBISATb COOOW MM MOXKET COAEPKATh
CPeIHEeLenoYe HbIe MOHO-, - WM TPUTTIHLEPUIBL.

Cpennenenoveunsiii(e) rmuepua(pl) (HampuMep, MOHO-, TU- WIH TPUTTHUIEPUA(BI)),
YHOMSIHYThIE B HACTOSIIIIEM JOKYMEHTE, IPEACTABIISIIOT COOO0M Te, KOTOPBIE COAeP KaT OANH HIH
HECKOJBKO TPUIMLEPUAOB MO MEHbIIEH Mepe OJHOHM KUPHOM KHUCIOTHI, BBHIOpAaHHOW W3
JKAPHBIX KUCNOT, Xapakrepusyroumxcs 6, 7, 8, 9, 10, 11 unu 12 aromamu yriaepoaa, Hanpumep,
Cs-C10 JKUPHBIX KHCITOT.

MacnsHast (a3a MOXKeT JONMOJHUTENTBHO COJEpiKaTh IOBEPXHOCTHO-AaKTHUBHOE
BEIIECTBO, KaK OMKCAHO BBIIE M B APYTOM MECTe B HACTOSIIEM NOoKyMeHTe. [IpucyTcrBue
MOBEPXHOCTHO-AKTUBHOTO BEIIECTBA B MACISHON (paze MOXKeT Takke oOecrneunBaTh
crabmamsupyomuil 3pdexr B OTHOIIGHHHM XUIAKOW KOMIIO3WLMH, €CIU MacisiHas ¢asza
JUCIeprupoBaHa B BoAHOH ¢ase. Kpome TOro, mpuCyTCTBHE IOBEPXHOCTHO-AaKTHBHOTO
BEIleCTBA B MacCIssHOW (pase MokeT MHrUOMPOBATh KPHUCTAUIM3ALMIO LHUKIOCIOPHHA W3
pacTBopa IMKJIOCIIOPHHA B MAcIsIHOM (aze. [I0OBEpXHOCTHO-aKTHBHOE BEILECTBO MOXKET TAKKE

obecreunBaTh yCHICHHYIO 3MyJIbTUPOBAHUE, KOTAA IUCTIEPCHYIO a3y CMEIINBAIOT C BOJHOU
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tazoli BO BpeMsl MOMYUYCHHUS! KUIKOW KOMITO3MLMH, KOMIO3WLMH WIH CEPILEBUHBI (T.e.
JIEHCTBOBATE B KAUECTBE DMYJIIaTopa).

Kuaxuit munua Wik Macao MacasHOU (as3el Wi quctepcHoi (pas3bl, COOTBETCTBEHHO,
He SIBJISIETCS MTOBEPXHOCTHO-aKTUBHBIM BEIIECTBOM. T'eM He MeHee, OIpeJeNeHHbIe Macia, B
YACTHOCTH T€, KOTOpBIE MPOMCXOAIT M3 MPHPOIHBIX HCTOUYHHKOB, OYyIyT COJEpKaTh
KOMIIOHEHTBI, KOTOPbIE MOTYT XapaKTEPH30BATHCS MOBEPXHOCTHO-AaKTUBHBIMU CBOMCTBAMHU.
Haan/IMep, MHOTUC TPUITIHLECPUIHBIE MacCjia TakKKEe COACpKar MOHO- M JUINIMLICPUIHBIC
KOMITOHEHTBl W, B CBSI3M C 3TUM, MOIYT IPOSBISITE HEKOTOpbIE CBOWCTBA, IMONOOHBIE
MOBEPXHOCTHO-AKTUBHBIM BemecTBaM. COOTBETCTBEHHO, MAC/IO COOTBETCTBYIOLIUM 00pa3oM
xapakrepusyercs 3HaueHueM ['JIb, cocrapmsiromum O - 10, TeM He MeHee, COOTBETCTBEHHO,
Maciao xapaxrepusyercss 3HauenueMm [JIb, xoropoe Ommzko k 0, nHampumep, [JIB,
cocrapmsiromiee 0 - 3, HeoOsmarensHO mnpuOmusurensHo 0, npubmusurensHo 1 wim
NpUOIU3UTENBHO 2.

IToBEpXHOCTHO-aKTHBHOE BEIIECTBO B MAaciusiHOW da3e MOXKeT, Hampumep,
MPECTaBISITE COOOM WM COAeplKaTh MOHO- WIM AWITHLEPHI CpeIHELENOoYeuHOH HiIn
JUTMHHOLIETIOYEYHO! >KUPHOH KHCIOTHI WJIH HX KOMOWHALHWIO, NPHYEM IOBEPXHOCTHO-
AKTHBHOE BEILIECTBO HE COAEPKHUT WIN HE MPEACTaBIsIeT coO0M MPOCTOH WIH CIOXKHBIHN 3(up
HOMMATIISHITIMKOISL. HeoOs3arenbHO MOBEPXHOCTHO-aKTHBHOE BEIIECTBO IPEACTABISIET
c000¥ MOHOTJTHLIEPH T HITH TUTTTHIIEPU CPETHELETOUEYHON WIH [UTMHHOUEOUEUHOM KUPHOU
KHCJIOTBI WJIH UX KOMOHHALIUIO, HEOOSI3aTeNbHO MPU 3TOM IMOBEPXHOCTHO-AKTUBHOE BELIECTBO
HE COAEPUT WIH He MPeICTaBisieT OO0 MPpOCTON MIH CIOXKHBINA 3P MOTMITHISHITTUKOJISL.
JlBa KOHKPETHBIX IOBEPXHOCTHO-AaKTHBHBIX BEIIECTBA, MNPEXyCMOTPEHHBIE HACTOSIIIUM
n300peTeHneM, MPEICTABIISIIOT coboit TIMLEPHIKANPHIAT/KapaT 17§
rIHHepUIMOHooIear/auonear. KoMmmepueckue mpenaparsl Takke MOKHO HCIIOIb30BATH B
KAueCTBe MOBEPXHOCTHO-AaKTUBHOI'O BEIIECTBA, HANPUMEP, T€ KOMMEpPUECKHe Mpernaparsl,
KOTOpBIE COAEP:KAT MUHOPHBIE KOMIIOHEHTHIL lIpeanouTuTenbHble MPUMEPB MPEACTABISIIOT
codoit  Capmul GMO-50  (rnunepunmonoonear/muonear) u  Capmul  MCM
(TmunepuIKanpuIaT/Kanpar).

B mpenenax Bapuantos ocymectsienus ['JIb Macna MokeT HaXOAUThCS B Auana3oHe 0
- 10 (meoOs3arensHo 1 - 8, Hanpumep, 1 - 6 w unorga 1 - 5).

CoracHO IPyroMy BapHaHTy OCYIIECTBIEHHs MacisiHas aza cogepxut macio ¢ ['JIb

B auanazoHe 0 - 10 (mpezmourmrtensHO 1 - 5) m xapaxrepusyercs 3HaueHuem [JIB,
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cocrapisomuM He 6onee 10 u HeoOs3arensHO He Oomee 7,1 -8, 1-7,1-5,2-5,1-4,1-3,
1-2,2-4,3-45-8,6-8u6-7.

CorjacHO IpyroMy BapuaHTy OCYIIECTBIACHHS MacisHas (aza COAEPKHUT Macao U
NMOBCPXHOCTHO-AKTUBHOE BCINCCTBO, MPUUEM KaK MaCI0, TaK U IMOBCPXHOCTHO-aKTHUBHOC
BewecTso xapaxkrepusyrorces I'JIb B auanasone O - 10. Hanmpumep, Macio xapakTepusyercs
I'JIB, cocrasasroum 1 - 5, Hampumep, 1 - 4 unu 1 — 2, ¥ MOBEPXHOCTHO-aKTUBHOE BEIIECTBO
xapakrepusyercst ['JIB, cocrapsiromum 2 - 8, Harpumep, 3 - 7, 2 - 6 uiu 3 - 4).

IMoaxonsiue Macaa, KOTOPbIE MOTY COCTaBJISITh WIH MPEACTABIATh COOO0H MAaCISIHY O
dazy wm mucnepcHyo pazy ¢ auskum 3HaueHueMm [JIb (['JIb menbire uem 10), BKIIOUAOT B
cebsg  cpelHeLENOYEUHBIE  TPUITIMLEPHUIBI,  KaMPUIOKANPOUTIMAKPOTONTIULEPHIBI |
KalpUIOBBIH/KanpiuHOBBIH Tpurauuepu. C TOUYKH B3peHHs] KOMMEPUECKHX MPOAYKTOB,
O0COOEHHO MPEAMOYTUTEbHBIE Macia B Hu3koM auanazoHe [JIB mpencraBnsor coboit
Labrafac™ Lipophile (ranpumep, 1349 WL), Captex 355 u Miglyol 810.

Crenyer moHMMaTh, UYTO MacisiHas ¢aza WK AUCTEpPCHas (a3a COrNIaCHO BapHaHTaM
OCYLICCTBJICHUS, MPCACTABJICHHBIM BBIIIC, MOXET IOIOJIHUTECIBHO COACpKAarb OAWH WU
HECKOJIBKO PaCTBOPHUTENESH, HAPUMED, 2-(2-3TOKCHATOKCH)ITAHO WJTH HUZKOMOJIEKYISPHBIA
IO, xak yHmoMsSHYTO BbIIIEe. PacTBOPUTENb MOMKET MPUCYTCTBOBATH B KOMIIOZHIIUH B
KOJIMYECTBE, COCTaBjsitoineM npudnusureabo 1% - 30%, or mpubausurensHo 5% 10
npubnuzureapbHo 30%, ot mpubmmzurensro 10% a0 npubmnmsurensHo 25% wunum OT
npubnuzureapHo 12% 10 npubnmzurenpHo 22% MmO Macce B pacueTe Ha CyXYH Maccy
KOMITIO3UIHN 6e3 000T0UKH WM HA CYXYIO MAcCy CEpIEBHHEL

Konkpernas macnsHas asza cogep:xut mMaciao (Hu3kuii ['JIB), moBepXHOCTHO-aKTHBHOE
BEIIECTBO W COpacTBOpuTe/b. Hampumep, claeayiompue TPH KOMMEPUECKHX MPOAYKTA:
Transcutol P (B kauecTBe copacTBopures), Myglyol 810 (B kauecte macna) u Capmul GMO-
50 (MOBEPXHOCTHO-AaKTUBHOE BEIIECTBO). MacisiHas (pa3a MOXKET, B CBSI3H C 3TUM, COAEPKATh
WIH COCTOSITh U3 KOMOMHAIMHK ciieayromero: 2-3rokcudtanon, MCT u, B 4aCTHOCTH, COCTaB
KaIpUIOBBIX/KAPHHOBBIX TPUTIHLEPUIOB M MIHLEPIIMOHOOIeaT/ uonear. MacisHas dasza
MOJKET TOTOJHUTENBEHO CONSPIKATH LIUKJIOCTIOPHUH.

LlukmocopuH TpeanoOUTHTENRHO SIBISIETCS PAaCTBOPHUMBIM B MacisHou (aze. Kax
o0CyKIaercs HIKe B OTHOIIEHHH TMOJYYEHHS KOMIO3UIMH, IHKJIOCIOPHH SBISETCS
COOTBETCTBYIOIIUM 00Pa30M paCTBOPEHHBIM B MacC/IsIHON (pase, 1 MacisHyIO a3y CMEIUBAIOT

¢ BOIHOM (ha3oif, comepxalieit 00pa3yoIiuii THAPOTe b MOTUMED.
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HucniepcHas (paza (MacistHas paza) MOXKET MPEACTABISITE COOOH MU MOXKET CONEPIKATh
COCTaB INIMILIEPHIOB, HEOOS3aTENBLHO IIPU 3TOM JMCIEpPCHAs (aza MPeACTaBiIsieT COOOoM HMIH
COACPKUT MOHOITTMUCPUI, IUITTULEPUI WIW TPUTTTULHEPUT )KI/IpHOI\/'I KHUCJIOThI WIH HUX
KOMOWHAITMIO, WM JuchepcHas (aza mpencTaBaseT COOOM WM  CONEPKUT COCTaB
KaIPITOBBIX/KATPUHOBEIX TPHUTITHIEPUIOB.

HucnepcHas (aza KOTOWAHOU CEPILEBUHBEI MOXKET COIEPIKATh CaMOCOOUparoIpecs
CTPYKTYPbl, HAIIPUMEP, MULIS/UIBI, BE3UKYJIbL, JTUMIOCOMBI WM HAHOYACTHLIBI, UJIU IO MEHbIIEH
MEpPe CTPYKTYPBI, KOTOPBIE SIBJISIFOTCS PE3YJIbTATOM BBICYIIIMBAHUS BOJHBIX KO/UTOUAOB TAKUX
TUTIOB (KOTOpBIE OOMATAr0T XapaKTePUCTHUKAMH CTPYKTYP, KOTOPBIE SIBISIOTCS PE3YIBTATOM
BBICYIIMBAHUSI BOJHBIX KOJUTOMIOB TakuX THIOB). HacTosiiee m3o0pereHue, B 4aCTHOCTH,
MpeayCMaTPUBAET COCTaBbl, B KOTOPBIX JUCIEpCHast (a3a SBISETCS MHLEUISIPHOM, T.€.
o0pa3oBaHa W3 MHLE/UT W/WIA NPOMHLETI. TepMuH “‘HpoMHULenna” OTHOCHUTCS K YacTH
cocraBa, koropast Oyaer oOpa3oBBIBATE MHLETY IPH KOHTAKTE C BOJOW, HampuMep,
KEJTy TOUHO-KHIIIEIHBIM COASPIKAMBIM.

Craenytomue o0CykaeHue sl yaA00CTBa OTHOCHUTCSI K MHUIIE/IaM, HO, KaK MpPaBHIIO,
MPUMEHUMO M K JPYyrUM camocoOuparomumMmcs cTpyktypaMm. OOpasyrolnee MHIIE/TBI
MOBEPXHOCTHO-AKTHBHOE BEINECTBO MPUCYTCTBYET B BHUIE MHIELI, TUCIEPTHPOBAHHBIX B
mpeaeiax oOpasyroIero TUAPOrelb IOJUMEpPa BO “‘BIaKHOW (elle HE BBICYIICHHO)
KOMITO3VLIMH, TOJYYEHHOW B BHJIE MPOMEXYTOUHOW KOMIIO3MLUHU B CHOCOOE MOJYYEeHHUS],
OMMCAHHOM B HACTOSIIIEM JOKyMeHTe. CUHUTAIOT, UTO OHO TAK)KE MPUCYTCTBYET B BUJE MHUIIEIT
B BBICYIIEHHO! KOMIO3HIIUH, HO BO3MOKHOCTE OOHAPY KEHHS MULIEJUT HJTH MULIE/LTONO00HBIX
CTPYKTYPHI B BBICYLIEHHOW KOMITO3ULIMK HE SIBJISIETCS TPEOOBAHUEM COTJIACHO HACTOSIIEMY
n3o0pereHno. B 3Tol CBS3M YIOMHMHAETCS, YTO MPUCYTCTBUE MOBEPXHOCTHO-AKTHBHOTO
BellecTBa B (hopMe MHULELIBI He TpeOyeT, UToObI BCE COAEpIKaHUE MOBEPXHOCTHO-AKTHBHOTO
BEIIECTBA B KOMIIO3WLMH HAXOMWIOCH B (popMe MHUIETBl, TaKk Kak Ooliee BEPOSITHBIM
CUMTAETCS, UTO YacTh MOBEPXHOCTHO-aKTUBHOTO BeNIECTBA OYJET HAXOIWUTHCS CHAPYKH
mutemt. Takum oOpa3oM, BO “BIAKHON KOMIO3HIMH, HE3ABUCUMO OT TOTO, HAXOIAMUTCS JIH
oOpasyionuii THAPOTrek MOJUMEDP B COCTOSHHUH TSl WIH B COCTOSHHUH 3071 (SKHIKOM
COCTOSIHHH), MOJKET COASPKATHCS 00pas3yroliee MULEILIB TOBEPXHOCTHO-AKTHBHOE BEIIECTBO
B KOHIIGHTPAIIHNH, BBIIIE KPUTHUSCKON KOHIIGHTPAIIMHA MHUILIEILT.

HuaMeTp AucneprupoBaHHBIX MHULET MOXKET cocTaBisiThk OT 0,5 aM 10 200 HM, oT 1
HM 10 50 HM wim ot 5 HM 10 25 HM. PazMep MULIET MOYKHO ONPEASTUTh ¢ MOMOIIBIO TEXHUK

JUHAMHYECKOrO paccesHusl cBeta wid auddysznonHoro SMP, H3BECTHBIX B HACTOSIIEH



109

001acTH TeXHUKH. XOTS pa3Mep MHULIEIUT 331aH B BUAE AUAMETPA, 3TO HE MOJAPA3YyMEBAET, UTO
MHLIEJUTBI TOJKHBI IIPEACTABISATH COO0H HCKITIOUATENBHO YUCTO ChepuiecKre pa3sHOBHIHOCTH
TOJBKO I TOrO, YTOOBI OHH MODIHM 00Najgark HEKOTOPBIM MPHONHUZUTENBEHO KPYTOBBIM
pasmepom.

[ToBepXHOCTHO-aKTUBHOE BEIIECTBO MOXET IPEICTaBISITE COOOH  HEHMOHHOE
[IOBEPXHOCTHO-AaKTUBHOE  BEIIECTBO.  |lOBEpXHOCTHO-aKTHBHOE  BEIIECTBO  MOXKET
MPEeCTaBIsITE COOOH  MOJMOKCHATHIMPOBAHHOE  MOBEPXHOCTHO-AaKTHBHOE  BEILECTBO.
[MoBepXHOCTHO-aKTUBHOE BEIIECTBO COACPKUT THAPO(GUIBHYIO TONOBKY, KOTOpash MOXET
MPEICTABISITE COOOH TUAPO(GMIBHYIO LEeNb, HANPUMEp, NOJTHOKCHATHICHOBYIO LENb HIH
HOJUTHAPOKCIIINPOBAHHY IO LIETIb.

IMoBepXHOCTHO-aKTUBHOE BeNIecTBO OE3YCIOBHO COAEPKUT THApOo(HOoOHYIO UacTh U, B
yactHOCTH, THApPoQoOHY0 menmb. [uapodoOHas wLenp MOXKET NpPEACTaBIsATb COOOH
VIJIEBOZOPOAHYIO LeTlb, HAPUMEpP, XapakTepH3yIOIYIOCcs IO MEHbIIel Mepe 6 aromMamu
yriepona U HeoOsi3aTenbHO MO MeHbIneil Mepe 10 aTomamu yriaepoia W, B 9acTHOCTH, IO
MeHbIlIe Mmepe 12 aroMamu yriiepoja, HEKOTOphbIE YIJIEBOJOPOJHBIE LENU COAep)Kar He
Oonbiie ueMm 22 aroma yriuepoaa, Hanpumep, Cio-Cao, C12-C2o win Ci5-Cao yIIIEBOAOPOIHBIE
nend. OHA MOXKET MPENCTABIATh COOOH ATKWIBHYIO LIENb, HAIPUMED, XapaKTepH3Yy Oy FOCsI
YUCJIIOM aTOMOB YIVIEpOJa, YNOMSHYTHIM Bbime. OHa MOXET TNPEACTaBIsITh COOOi
ATKEHITBHYIO LeNb, COIAEPKAIYI0 OIHY HJIM HECKOJBKO YINIEPOA-YIVIEPOTHBIX IBOWHBIX
CBsI3ell, HAmpUMep, XapaKTEePU3YIOLIYIOCS YHCIOM aTOMOB YIJIEPOAA, YIIOMSIHYTBHIM BBIIIE.
IToBepXHOCTHO-aKTUBHOE BEILECTBO MOXKET COAEp:KaTh YITEBOJOPOAHYIO LENb, HAIpPHMED,
ANKATBHYIO LENb WM ATKEeHWIBHYIO [eNb, KOTOpas SIBJISETCS 3aMENIeHHON TPH YCIOBHH, UTO
OHa CoXpaHsieT ruapooOHYI0 XapakTepucTuKy. MOXKET MPHUCYTCTBOBATh, HANPHUMED, OIMH
WIW J1BA 3aMECTUTeNs, HapuMep, eIUHCTBEHHBIM 3aMECTHTENb, HAPUMEp, BHIODAHHBIA W3
ramorena (Harmpumep, F wim Cl), ruapokcu, THONBHBIE, OKCO, HATPO, [MHAHO, THAPOKCH HIH
THOJIbHBIE 3aMECTHTETd MOTYT SBISATHCS DCTepUPUIMPOBAHHBIME, HANPUMED, KHUPHOH
kucnoToil. OAMH K1acC NOBEPXHOCTHO-AaKTHBHBIX BELIECTB COICPIKUT YIJIEBOAOPOL,
MOHO3aMEIIEHHbI THAPOKCH, HeoOs3aTeNbHO M0 MEHbIIeH Mepe 4YacTb THAPOKCH-TPYIII
AIMKBOTHl TTOBEPXHOCTHO-aKTUBHOTO BEIECTBA, HAIPUMEp, IOBEPXHOCTHO-AKTHBHOI'O
BEIIeCTBA B TOJOBKE, MOXKET OBbITh JICTEPUPULMPOBAHA KUPHOM KHUCJIOTOW WIH MOHO-
THIPOKCH-KAPHOM KUCIOTOM, KaK PACKPBITO B HACTOSIIEM JOKYMEHTE WK 3TepH(PUIHPOBAHA
JKUPHBIM CIIAPTOM, HAIIPHMED, XapaKTEPU3Y FOLIMMCS IO MEHBIIEH Mepe 6 aToMaMu yIriaeposa

1 HeoOs13aTeNnbHO 10 MeHblIel Mepe 10 atoMamu yrieposa u, B 4aCTHOCTH, 110 MEHBIIeH Mepe
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12 aromMamu yriiepoa; HEKOTOpbIE YITIEBOJOPOAHAS LIeTIH coAep:Kar He Oonpine ueM 22 atoMa
yruepona, HarpuMep, Cio-Cao, C12-C2o mmit Ci5-Cao KUPHBIE CITUPTHL

I'uapodoOHast enb MOKET SBISITECS YACTHIO dCTepU(DUIUPOBAHHOMN JKUPHOU KHUCIOTEI
R!~COOH unu 5TepuuuupoBaHHOTO WM 3CTEPUPULUPOBAHHOTO JKUPHOTO MPOCTOro dpupa
R!-COH, rze R! mpexcrapiser coGoii rHapodoOHYIO LEMb, HAMPUMEpP, KAK YIIOMSIHYTO B
npeasiayieM absare. O0pasyroinas CI0oKHbIN 3QUp WM, B 3aBUCUMOCTH OT OOCTOSITENILCTE,
oOpasyroliast mpocTo AGup rpyIina, Kak mpasuio, OyIeT CoAepKaTh THAPOPUILHYIO LEMb.

Kak 65110 YIOMSIHY TO, TOBEPXHOCTHO-aKTHBHOE BEIECTBO MOJKET XapaKTepH30BATHCS
rHApOQUIBHON LENbI0 W MOXKET INPEICTaBISITh COO0H HEMOHHOE NMOBEPXHOCTHO-AKTHBHOE
BEIIECTBO, U MOXET YAOBIETBOPATE 0OouM TpeOoBaHusM. [wapoduibHas Lemb MOMKET
MPEACTABISITE COOOM MOMU(ITUIEHITIUKOIB), TAKKE M3BECTHBIM KAK MOJM(OKCHITUIIEH) WM
Makporon. ['mapoduiabHas enb MoxeT xapakrepusoBarbes popmysioi -(0O-CHz-CHz)yu-OR,
rae n mpeacrasiser coboit or 5 wim ot 6 x0 50, u R mpencrasnser coboit H wim amxwmn,
Hampumep, JTWl Wi MeTwl Hacrosmee wu3o0pereHne mnpeaycMarpuBaeT BapHAHTHI
OCYIIECTBICHUS, B KOTOPLIX N cocraeisier or 6 mo 40, Hanpumep, ot 6 mo 35. CormacHo
HEKOTOPBIM BAPUAHTAM OCYILIECTBIEHHS, N COCTABISIET OT 6 10 25 1 He0OsI3aTEIEHO COCTABIISET
ot 8 10 25 unu ot 8 10 15. CornacHo ApyruM BapuaHTaM OCYLIECTBIEHMS N COCTABISIET OT 8
1o 50 wm ot 8 mo 40, Hampumep, cocrasisier 10 - 50, 10 - 40 wmu 10 - 35. CornacHo
KOHKPETHOMY BapHaHTY OCYIIECTBIEHHUsS n cocrasisier 15. [nsg Bcex ruapouIbHBIX Hemneit
dopmysr -(0-CH2-CH»)n-OR, B 0HOM Kj1acce BapHaHTOB OCYIIECTBJICHUS R mpencraBiaseT
coboit H.

I'mapodunbHast mene MOXKET MPEACTaBISTh COOOI MONMUTHAPOKCHINPOBAHHYIO LEeTh
(manpumep, Cs-Cao, Hampumep, Cs-Cio memb), HaAmpUMep, XapaKkTePU3YIOUIYIOCS THAPOKCH-
IPyIION Ha aTOMax yriepoJa Lenu, HanpuMep, MTIIOKaMUL.

OOpazyromee MHUIEIBl [TOBEPXHOCTHO-AaKTUBHOE BEIIECTBO MOXKET COAEpXaThb
KoMOUHaLUI0 TUAPoHOoOHOM ey, Kak OMUCAHO BhINIE, U THAPOPHIBHON LM, KaK OMUCAHO
BbIIle. B CBsI3M ¢ 3THM, OHO MOMKET MPEACTABIATH COOOU WIIM MOXKET COIEepPKATh CIIOKHBINA
3¢up MaKporoja M KUPHOH KUCIOTHL, KaK OMHCAHO B HACTOSILEM JOKYMEHTE, WIH MPOCTOMH
3(¢up MaKporoia v ;KUPHOIO CIIUPTA, KAK ONMCAHO B HACTOSIILIEM JOKYMEHTE.

OGpasyrompe  MHIELIBl  ITOBEPXHOCTHO-aKTHBHBIE — BEINECTBA,  COAEpKaIIHe
ruapooOHyI0 Lenb W rHApPOPIIBHYIO LeNb, MOXKHO BBIOpATh M3 TPYIIBL, COCTOSIIEH W3
CIIEAYIOLIEro: CIOXHbIe 3(QUpBl Makporoja;, mpocTtble 3(upbl Makporona; IuOIOK-

COTIOTUMEPHI, TPUOIOK-comouMepsl, 1 ampudripHbIe TOMUMEphL. COTIACHO ONpeaeIeHHBIM
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BApUAHTAM OCYIIECTBJICHHs HACTOSIIEro wu3o0pereHuss aro0ple KOMOWHAIIMM TPYIIIIBI
Ipeay CMOTPEHBI B TIpeetax HaCTOSIIEro H300peTeHus..

[MpuMepsbl CIOXKHBIX 3(QUPOB MAKPOroyia, KOTOpBIE SIBISIOTCS MOIAXOISIIMMH ISt
MPUMEHEHHS COTJIACHO HACTOSIIEMY HM300pPETEHHIO, TPEACTABISIOT CO00M Ca0XkKHbBIE ()UPBI
MAaKporoja u *HUPHBIX KACIOT, XapaKTEPHU3YIOIINXCS 10 MEHbLIeH Mepe 6 aToMaMH yriepoaa
1 HeoOs13aTeNIbHO 10 MeHbIel Mepe 10 aToMaMu yriiepoaa U, B YaCTHOCTH, [T0 MEHBIIEH Mepe
12 aromMamu yriaepona; HEKOTOPBIE JKUPHBIE KUCIOTBI COAEpkaT He Oojphie ueM 22 aroMa
yraepona, Hanpumep, Cio-Cao, Ci12-Cro umn Cis-Cao KupHBIE KHCTOTHL. JKUpPHBIE KHUCIOTHI
MOTYT SIBJISITBCS. HACBHIIEHHBIMH WM HEHACHILEHHBIMH, HO, B YACTHOCTH, SBISIFOTCS
HachleHHbIMH. CJlenyerT VYIOMSHYTh LIETOCTEAPHIOBBIM MPOCTOM 3dup Makporoma 25
(Cremophor® A25), nerocreapuioBbiii mpocroii 3¢up makporojga 6 (Cremophor® A6);
MaxporoarimauepunpunmHoiear 35 (Cremophor® EL); MakpOoroiriMiepuHIHAPOKCHCTeapaT
40 (Cremophor® RH 40); makporox-15-rugpokcucreapar (Solutol® HS 15). Ilpumepst
HPOCTHIX 3(PUPOB MAKPOTOJIA, KOTOPBIE SIBISIFOTCS TOAXOIIINMH /1S IPUMEHEHHsI COTTacHO
HACTOSIILEMY H300pPETeHUI0, MPEeNCTABISIIOT COOO0H MpocThle 3QUPB MAKPOroia M SKUPHBIX
CIHPTOB, XaPAKTEPU3Y IOLIMXCS 10 MEHbIIeH Mepe 6 aToMaMH YIriepoaa U HeoOs3aTelIbHO 110
MeHblIed mepe 10 aromamu yriepona W, B YAaCTHOCTH, IO MEHbIIEH mepe 12 aromamu
yIJIeposa, HEKOTOphIe JKUpPHBIE CHHPTHI coiepkar He Ooipme wyem 22 aroMa yriaepona,
Hanpumep, C10-Cao, C12-C2o mmu C1s5-Cao KupHBIX criupTOB. JKUpHBIE COMPTHI MOTYT SIBISITHCS
HACBIIIEHHBIMUA WJIM HEHACHIIEHHBIMH, HO COTJIACHO OJHOMY BApPHAHTY OCYILECTBIICHHUS
SIBJISIFOTCSI HACBHIIIIEHHBIMHL.

IMpumepbl aMPUPHIBHBIX TMOJUMEPOB, KOTOPBIE SIBISIOTCS MOAXOISIIMMHA IS
MPUMEHEHHsI COMTACHO HACTOSIIeMy W300pEeTeHHIO, MPEeACTaBISIOT CcOoOOW cleayromee:
ATKWITTIOKAMUABL,  MOMH(3TOKCUI)AThl  JKUPHBIX  CIUPTOB, TAaKXe HM3BECTHBIE Kak
MOJMATOKCHUIIMPOBAHHBIE AKUJIOBBIE MPOCThIE 3(PUpPHL, MOIM(3TOKCHI)UPOBAHHBIE CIIOKHBIE
3¢upsl KupHbIX KUcaoT (Myrj win Solutol); mOTUITOKCHIAT JKUPHBIX aMHUAOB, 3TOKCHIAT
JKUPHBIX aMUHOB; aJIKII(PEHOMITOKCHIAT, MOMUITOKCUINPOBAHHBIE CIOXKHBIE 3(HPHI
copburana (moamcopbarsl); MOJUITOKCHIMPOBAHHBIE TNTULEPHUIBL, WIN MOIUTIHLEPUHOBBIC
CIIO’KHBIE S(PUPBL

[MpuMepbl COMOTUMEPOB, KOTOPBIE SIBISIFOTCS MOAXOASLIMMH ISl TPUMEHEHHUS
COMTACHO HACTOSINEMY HM300PETEHHIO, MPEACTAB/ISIIOT COOOM: MIIOPOHUKH (TIOJIOKCAMEpHI);
noTuBHHUITIHpponuaoH-nomuBuHmanerar (Plasdone S630); comonmMep amuHOANKHWIA U

metakpunara (Eudragit EPO); comonmuMep MeTakpuioBOH KHCIOTEI M METWIMETaKpHaTa
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(Eudragit S100, L100); mnomukanponaktoH-PEG; moaukanponakToH-MeTokcH-I191;
noju(acnaparudoBas  kuciora)-I10I; nomm(Oensui-L-rmoramar)-TI10T; mou(D,L-
naktug)Metokcu-I191; momu(Oensmn-L-acnaprar-IT317; wiu noau(L-au3un)-T19T .

CornacHo MNpPEeANnoYTHTENBHOMY BApHAHTY OCYINECTBIEHHs o0pasylollee MHLIEIIbI
MMOBEPXHOCTHO-AaKTHBHOE BEIIECTBO MPEACTaBIseT co00i CloKHBIN 3up Makporosa, Homee
MPEIMOUTHTENLHO CIOKHBIH 3()Hp MaKporosa, KOTOPEIH cOOTBETCTBYET MOHOTpaduu Ne 2052
Erpormeiickoii papmakonen: makporos-15-rugpokcucteapar, Taxoi kak Kolliphor® HS 15,
npoxasaemsiii BASF.

Kolliphor® HS 15 cocrouT u3 CIOXKHBIX MOHO- M AWI(PUPOB MOIMIIUKOIS U 12-
THIPOKCUCTEAPHHOBON KUCIOTHI U NpuOIH3uTensHo 30% CBOOOAHOTO MOJTUITHIEHIITHKOJISL.
OCHOBHBIE KOMIIOHEHTHI  CIOKHO(DMPHOW YACTH  XapaKTEpU3YIOTCS  CleIyIOIHUMU

XUMHUYCCKUMU CTPYKTYPaAMU:

H\<O Aio O

OH

ot

OH

e X Uy NPeACTaBJsIIOT coOoi wenmble uyuciaa, W HeOoablnas 4acTb 12-ruapokcu-
IPYIIIBI MOJKET SIBIISATHCS 3TEPUPULIUPOBAHHON MOTMATHISHIIUKOIEM.

[Moxxoasye MOBEPXHOCTHO-AKTHBHBIE BEIECTBA COAEPKAT Te, KOTOPBIE BO BpeMsl
IIPOH3BOACTBA KOMOMHUPYIOTCS C BOAHOU (pa3oii (BKiIrouas B cedst 00pasyromuii THaAporeib
noJjuMep) B Komuuectse, npesbimaromeM ux CMC ¢ oO6pasoBaHreM Npo3pavHOil KHIKOCTH.
Kolliphor® HS 15 npeacrasnsier cob0oit Takoe HOBEPXHOCTHO-AKTHBHOE BEIECTBO.

CormacHo OIpeJeneHHbIM BapuaHTaM OCYIIECTBIEHHS MAacCOBOE OTHOIIEHHE
00pasyIoIIero MUILE/UIbI IOBEPXHOCTHO-aKTHBHOI'O BELIECTBA K AHTUIEeHy cocrasiseT ot 10:1
10 100:1, veoGs3arensHo oT 50:1 10 100:1. CornacHO HEKOTOPBIM BapHAHTAM OCYLIECTBIISHUS
cootHomenue cocrasimsier oT 80:1 mo 90:1. CornmacHO KOHKPETHBIM —BapHaHTaM

OCYILECTBIEHUs] COOTHOLIEHUE cocTasisiet oT 50:1 xo 60:1.
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CornmacHO KOHKPETHBIM BapHAHTaM  OCYIIECTBIEHHS KOMIO3UIIMM  COTJIACHO
HACTOSIIEMY HM300PETEHHIO COIEPKAT KOMOMHAIIMIO OOPAa3yIOIIMX MHUIELIB COETHHEHHM.
Taxast koMOMHAIKS 0OPA3Y FOLTHX MHIIEIIB COSAMHEHNI MOJKET COCTOSITh M3 ABYX HITH Oolee
NOBCPXHOCTHO-AKTUBHBIX BCIICCTB, VYIIOMSHYTBIX B MNPEABIAYIIEM PA3ACI€ HACTOSLIETO
OMUCAHUS W300peTeHus. ANBTEPHATUBHO, TOBEPXHOCTHO-AKTHBHOE BEIIECTBO MOXKHO
KOMOWHHPOBATh ¢ OJHHM WM HECKONBKHMH APYTUMH COETUHEHHSIMH, TI0 MEHBIIeH Mepe
IIOTCHIUAJIBHO CHOCO6HI:IMI/I K O6pa30BaHI/IIO MU C TOBEPXHOCTHO-AKTUBHBIM BEIICCTBOM,
HeoOsI3aTeIbHO BHIOPAHHBIMH M3 KATHOHHBIX JIUMTHIOB M TIMKOJUIHMIOB, Cpeau mpovero. B
KauecTBe JOMONHUTEIBHOW BO3MOXKHOCTH KOMITO3HIIMS MOMKET COAEPIKATh MHOMKECTBO
MOBEPXHOCTHO-AKTHBHBIX BEINECTB, VIOMSHYTBHIX B NPEAbIAYLIEM pasleie HACTOSIIETO
OMMUCAaHUSl M300PETEHHs, H OJHO WIM HECKOJBbKO IPYTHX COSAWHEHWH, MO MEeHbIIEell Mmepe
MOTEHIHANBHO CIIOCOOHBIX K 0OPa30BAHUI0 MHIIEJT C MIOBEPXHOCTHO-AKTUBHBIM BEIIECTBOM,
HeoOs3aTebHO BEIOPAHHBIX W3 KATHOHHBIX JIUMTHIOB U TJIMKOIUHIOB, CPEAN TPOUEro.

B cBs131 ¢ 3TUM, COTJIaCHO HACTOAIIEMY H300pPETEHHIO MPeayCMOTPEHBI KOMITO3HLIUH,
KaK OMHCAHO B HACTOSIIEM JOKYMEHTE, KOTOPBIE COAEPIKAT CIEAYIOMIEE:

JBa unu 6oltee 00pa3yrOIIUX MHIIEIBI TOBEPXHOCTHO-AKTHBHBIX BEIIECTB, HATIPHMED,
JBa vu OoJiee MOBEPXHOCTHO-AKTUBHBIX BEIIECTB, XapaKTePH3Y OIIUXCSI THAPOPOOHOM NEMBIO
Y TUAPOPUITBEHON LENbIO;

COeIVHEHNWEe, HApPUMEpP, OMHO COEOWHEHWE WJIH JBa I OOlee COeTUHEHHUIA,
BLIOPAHHBIX U3 KATUOHHBIX JIMITHI0B U TJIMKOJIUIIH/IOB;

aBa win Oonee O00pa3yIOUMX MHUIELIBI MMOBEPXHOCTHO-AKTHBHBIX BEINECTB U
COeIMHEHNE, HATIPIMEp, OJJHO COeTUHEHHe WM JBa WK Oojiee COeAWHEHUH, BEIOPAHHBIX W3
KATUOHHBIX JIUIMTUAOB U INITHKOJIUITUIOB.

Mucnepcuas dasza, KoTopas TPEICTABISIET COOONH WM COIEPIKUT TMOBEPXHOCTHO-
AKTHBHOE BEINECTBO, MOXET YCUIMBATh a0COPOIHI0 aKTHBHOI'O WHIPEIUEHTa, HapHMEDp,
makaocnoprina A, B TkaHe JKKT, Hampumep, myTeM o0Opa3oBaHHsI CaMOCOOUPAIOLIUXCSI
CTPYKTYP, TaKUX KakK MHULE/UIBI, KOTOPBIC aCCOLIMHUPOBAHbBI C AKTUBHBIM HHI'PEIUCHTOM H,
TakuM 00pa3oM, MPeIOCTABISIOT IEKAPCTBEHHOE CPEACTBO TKAHU CIM3UCTOMN 00010uKku XKKT
B (hopMe, KOTOpast yCHIMBAET MOTIOIIEHNe/a0COPOIHIO B TKAHB.

MacnsHas (aza MOXKeT Takke BKIIOUATh B CeOs OJMH WM HECKONBKO JIETYUHX HIH
HEJICTYUUX paCTBOpI/ITeJ'IeI\/'I, KOTOPBIE MOTY SIBJIITHCA OAUHAKOBBIMUA WJIX MOT'YT OTJIMYATBCS OT
PacTBOPUTENS WA COPACTBOPHUTENS, YIIOMSHYTOrO paHee. Takie pacTBOPHUTENH MOTYT,

HAIIPUMEP, OCTABATLCSA B COCTABE COIVIACHO HACTOSIIEMy H300peTeHHro mocie oOpaboTky,
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HAIMpUMEP, HAYATHEHOTO PACTBOPEHHSI KOMITIOHEHTOB, MPUCYTCTBYIOLIUX B CEPILCBUHE, U HE
XapaKTepu30BaThCsl  KakoW-TuO0 KOHKPETHOW (yHKIMEH B cOCTaBe CepILEeBUHEL
AJIbTEpPHATUBHO, TAaKUe PACTBOPUTENH, €CIH OHH MPUCYTCTBYIOT, MOTYT (PYHKIIMOHHPOBATH
JUIS. TIOJAEPKAHUS LHUKIOCTIOPUHA B PACTBOPEHHOM COCTOSIHUM (B PacTBOpPE) B Mpenenax
MAaCJISTHOM (ha3bl WK TSt O0Er1eHus TUCepCHH, BbixoAa U T. 4. COrtacHO APyruM BapHaHTaM
OCYILIECTBJICHHUS] PACTBOPUTEIb MOKET YaCTHMUHO WIM MOJHOCTBIO HMCHAPSITBCS B TEUEHHUE
O6pa60TKI/I ", B CBI3U C OTUM, NPUCYTCTBOBATH TOJIBKO B MHWHOPHBIX KOJIHYCCTBAX, €CIIN
BOOOIIe MPUCYTCTBOBATh. COrJIaCHO POJICTBEHHOMY BAPHUAHTY OCYIIECTBICHUS PACTBOPHUTEITb,
B YACTHOCTH, €CJId HCIOJB3YIOT PaCTBOPUTENb, KOTOPBIA SBJSIETCS KaK JKUPO-, TaK H
BOJOPACTBOPUMBIM, MOKET YAaCTHYHO WM MOJHOCTBIO MPUCYTCTBOBATh B BOJHOW (ase
cepaueBuHbl. [IpuMep Takoro pacTBOPHUTENSI MpeacTaBiseT codoit sranon. Jpyroit mpumep
npeactasisier coOoit Transcutol, KOTOPBIH yke YIOMSHYT B KAYECTBE COPACTBOPUTEISL.

COOTBETCTBEHHO, KOMITO3HIUSI MOXKET COJASpKaTh O0Opas’yIoUyl0 THIPOTEb
MOJHMEPHYIO MATpPHUIly, KOTOpas o0pasyeT HempepbiBHYK (asdy, u AucnepcHyi ¢dasy,
coAep KaIy 0 TUKIOCIIOPHH, MOBEPXHOCTHO-aKTUBHOE BEIECTBO ¢ HU3kuM 3HaueHneM [ JIb
CpeaHe- WK JUTUHHOLEHOYEUHBIH CIOXKHBIN MOHO- wiu Auddup, Macno ¢ Hu3kuM [JIb u
HeoOs3aTeIbHO  copacTBOpUTENs. HeoOs3aTenbHO MOBEPXHOCTHO-AaKTHBHOE BEINECTBO -
CpeiHe- WIM IJTUHHOLENOYEYHBI CIOXHBI MOHO- Wid Iud(dup NpeacTaBisier CcobOoi
NMOBEPXHOCTHO-AKTUBHOC BCHICCTBO - CPEOHE- WU ,Z[,JIHHHOL[EHO‘—IG‘—IHI:Iﬁ MOHO- HJIHN
JTUTTALEPU.

CornacHO KOHKPETHOMY BapUAHTY OCYIIECTBJICHUSI KOMIIO3ULMSI WIM CEPALIEBHHA
HAXOMUTCS B opMe TBEPIOTO KOJJIOUAA, MPUIEM KOTOU COASPKUT HENMPEPLIBHYIO (asy u
JUCTIEPCHYIO a3y, mpuuem

qucnepcHast (paza mpencraBaseT COOOH MM COASPIKUT:

LUKJIOCIIOPHH,

CpeIHEeLenoueyHbI MOHO-, TU- W/WITH TPUTHALEPUA, HAPUMED, CpPeIHELenoueTHON
TPUTTHLEPH], B YACTHOCTH KAIPIIOBBIN/KaNPHHOBBIA TPUTTTHLEPUT;

CpeiHe- WIM UIMHHOIEMOYEYHBIE MOHO- WIH JUTJIHLEPUI, B HYaCTHOCTH
TITUIEPUIMOHOO0ISAT/ IHOIeaT, ’

COpacTBOpUTENE (HampuMep, 2-(3TOKCUITOKCH )3TAHOM);

U TIPU 3TOM HempepbiBHAs (paza mpeacTaBasieT co00M Wik COASPIKUT CAEAYIOIIEe:

obpasyromasl THIPOreb MOJUMEpPHAs MATPUIA, KOTOpast MPEACTaBIseT COOOW WH

COOCPIKUT ' APOKOIIONN, BLI6paHHLIﬁ N3 KapparvHaHa, KEJIaTUHa, arapa U NeKTuHa Wi Uux
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koMOuHaIuy, HeoOs3aTeIbHO BEIOPAHHBIM U3 JKEJTaTHHA U arapa Wid UX komOuHauuu, Oonee
KOHKPETHO MOJUMep 00pasyIomeil ruaporelib MOJIUMEPHON MAaTPHULBI MPeacTaBiIsier coOoi
WJTH COJEPIKUT JKEJTaTHH;

mwiactuukarop, mpuueM Heobsi3aTenbHO IUIacTH(GUKATOp BHIOpAH W3 TJIMLEPUHA,
MHOT'OATOMHOTO CITUPTA, HAMPUMEP, COPOUTA, TONMUITHISHTIUKOIS H TPUATIWILUTPATA HIH UX
CMeCH, B YACTHOCTH, COpOUTA; H

AHHOHHOE TOBEPXHOCTHO-AKTUBHOE BEIECTBO, HAIPUMEP, MO MEHBIIEH Mepe OTHO
MOBEPXHOCTHO-AKTHBHOE BEIIECTBO, BLIOPAHHOE M3 COJISH JKUPHBIX KUCIOT, aIKUICYIb()aTos
U CcOoJied  KETYHbIX  KHCJIOT, B  YaCTHOCTH, ankuiacyabdara, Harpumep,
HaTpuigoAenICy Ibdara.

CortacHO TOMOTHUTETLHOMY KOHKPETHOMY BApUAHTY OCYIIECTBJISHHS TUCIEPCHAS
(haza ConepKur;

LUKIOCTOPHH B KOJTHYECTBE, CocTaBsiromemM 60 — 180 mr/t;

KaIpUIOBBIN/KaPHHOBBINA TPUTIIULEPU]] B KOJTHUECTBE, cocTaBsomeM 40 — 80 mMr/r;

2-(2-3TOKCHATOKCH )3TaHOJI B KOJHYECTBE, cocTapisirorneM 100 — 200 Mr/r; u

CITHIEPUIMOHOO0ICAT W/WIH TIUIEPUITHOIEAT B KOJUIECTBE, cocTapisiromem 100 —
150 mr/r, mpudyeM MacChl MPeCTaBISHBI B PacyeTe Ha CYXYH MacCy KOMITO3HIIAH.

MacnsiHas ¢asa uia aucrepcHast paza MOKET COAEpPKaTh:

LUKJIOCIIOPHH B KOJTHUECTBE, cocTasjsirornem 120 — 360 mr/T;

KaIpUIOBBIN/KAPUHOBBIN TPUTTTULEPU B KOTHUYECTBE, cocTaBsoiieM 80 — 160 mr/T;

2-(2-3TOKCHITOKCH) STAHOI B KOIU4ecTBe, cocTapmsomeM 200 — 400 Mr/t; u

[ITHLEPUIMOHOOJIEAT W/WIN TIULEPUIANOIEAT B KOMUUECTBe, cocTaBisomeM 200 —
300 mr/T,

MPUYEeM MaCChl IPEICTABICHBI B PacueTe Ha MacCy BIAKHON KOMIIO3UITHHL.

YKuakast KOMITOZUIHSI MOKET COAePKAaTh MACIISHYIO (pa3y, CoAepKaIIyo:

LUKJIOCIIOPHH B KOJTHUECTBE, cocTapsiromeM 20 — 60 Mr/t;

KaIpHIOBBIN/KaIPUHOBBIN TPUTTHIEPUT B KOJTHUECTBE, COCTABJIsIFOIEM 13 — 27 Mr/T;

2-(2-3TOKCHITOKCH) YTAHOI B KOJTUYECTBE, cocTaBsirorneM 50 — 70 Mr/r; u

TIIHIEPUIMOHOO0JISAT W/WIN TIIHLIEPWIANOISaT B KOJUIECTBE, cocTapsomeM 30 — 55
MI/T,

MIPUYEeM MACChI TPEACTABIEHBI B PacUeTe Ha MACcCy BIAKHON KOMITO3HITHY, T.€. KUIKOM
KOMITO3UIIUH, HEOOSI3aTeIbHO MPH STOM COOTHOIISHUE MACISHOU ()a3bl K BOTHOU (pa3e MOKET

COCTaBJISITB 1:5.
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CorjacHO BapHaHTy OCYINECTBJICHUs BOIHAS (pa3a WU HEmpepbiBHAS (a3a COASPIKUT
00pas3yoLy0 THAPOTENTb MOJUMEPHYIO MATPHLY, COASPKAINYIO JKETaTHH B KONTHYECTBE,
cocrapsiroiieM 300 - 700 mr/r, u SDS B xonuuecTBe, cocraBisitoiieMm 15 — 50 mr/r, npudyem
MAacCChI IPEACTABJICHBI B PACUETE HA CYXYI0 MACCY KOMITO3UITUH.

CoriacHO BapHaHTy OCYIIECTBJISHHS BOAHAS (pa3za MOXKET CoaepikaTh 0Opa3yroUIyro
TUIPOTeTb MOJUMEPHY 0 MATPHUILy, COACPKALIYO JKeIaTHH B KOIMYECTBE, cocTapsitoeM 120
— 280 mr/r, u SDS B xonudecTBe, cocTapisomemM 6 — 20 Mr/r, mpruueM MacChl IPEICTaBIEHbBI
B pacyeTe Ha Maccy BOAHOM ¢a3el. BogHas daza MoxeT coaepkarh 00pasyroIyo THAPOTreIb
MOJTUMEPHYF0 MATPUILY, COASPIKAIIYIO JKETaTHH B KOJIMIeCTBE, cocrapistomem 100 — 230 mr/T,
u SDS B KOTMYECTBE, COCTABIISIONIEM 5 — 16 MI/T, IPUYEM MACCHI IIPEICTABICHBI B PAaCUeTe Ha
MacCy KOMIIO3UIHHU, T.C. )KI/I,Z[KOI\/'I KOMITO3UITHUH, HeO6${?>aTeJ'II>HO npu 3TOM COOTHOLICHUE
MAaCJSTHOM (ha3bl K BOJHOM (haze MOKET COCTABIATE 1:5.

COOTBETCTBEHHO, COIJIAaCHO BAPHAHTY OCYINECTBIEHUS B  HEMOCPEICTBEHHO
MpeIIIEeCTBYIOMMX JBYX a03amax NUKIOCTIOPUH MOMKET NPHUCYTCTBOBATH B KOJHUECTBE,
cocrapsiroieM 90 - 140 mr/r, manpumep, 60 - 150 mr/t, 80 - 120 mr/r win, B uactHoctH, 80 -
100 mr/r. AHHOHHBIE TOBEPXHOCTHO-AKTHBHBIE BEIECTBA MPEICTABIISIOT COOOM Te, KOTOPhIE
ONpeNeNieHbl B HACTOSIIEM JOKYMEHTe, HamnpuMep, AHHOHHOE TOBEPXHOCTHO-AKTHBHOE
BEIIECTBO, BLIOpaHHOE H3 aJIKWICYIb(aToB, KapOokcwiaTtoB uad (ochoaunuaos (B
yacrHocTH, SDS).

Kommosuiyss Wi CepAIEBHHLL, ONMMUCAHHBIE BBINIE, COAEPIKAIME OOPa3YIONY 0
THIPOTETh MOJUMEPHY IO MATPHUITy, MOKHO MOKPBITH 000I0UKOM, KaK OMMCAHO B HACTOSINEM
nokymeHnTe. KoHkperHast 000Ji0uKa 1151 YKa3aHHBIX BAPHAHTOB OCYIIECTBICHHS IPEICTABIISIET
c000ii 000JT0UKY, COAESPIKAIIY IO CIIEIYOIIEE:

nepBast 00oouka (HMOACHTON), KOTOpas MPEACTaBIseT COOOH WIH COAESPIKUT
BOJOPACTBOPUMBII MPOCTOU 3¢up LIEJUTIOJIO3EL, B YACTHOCTHU
THIPOKCHITPOTHIMETHIILEILTION03Y

BTOpasi 000710YKa CHApPYKH MEPBON O0OIOUKH, KOTOpasi MPEACTaBisieT COoOOW HiIu
COJIEPIKUT OOOOUKY MOTU(PHUIIMPOBAHHOTO BBICBOOOKIEHHS, KOHKPETHO pH-HE3aBHCHMYIO
060J109Ky MOAUDUITIPOBAHHOTO BRICBOOOKIEHHSI, 60JIee KOHKPETHO 000 I0UKY, COAePIKALILYIO
THUILELII03y (Hampumep, Surelease), emne 0Oojee KOHKPETHO OOOJIOUKY, COAEPIKAIIYIO
STWILEIUTION03Y ¥ TaKOI BOJOPACTBOPUMBIN MOTUCAXapy, Kak MekTuH (Hanpumep, Surelease-

TICKTHHOBAsI O60.]'IO‘IK£L KaK OIIMCaHO B HACTOSIICM ,Z[OKyMeHTe); U npuieM



117

nmepBasi 000j10YKa MPHUCYTCTBYET B KOJMUYECTBE, COOTBETCTBYIONIEM YBETHUEHUIO
MAacCChl KOMIIO3UIIHH 34 CUET MEPBOii 000I0YKH B JUAMA30HE, BRIOPAHHOM U3 caenyromero: (i)
8% - 12%, nanpumep, npubmauzurensHo 10%; wmn (ii) 4% - 6%, Hampumep, TPUOTUZUTETHEHO
5% 1o Macce B pacuere Ha MacCy COCTaBa Mepe HaHECEHHEM TIEPBOM 000TOUKH; U TPUUYEM

BTOpast 000JI0UKA MPUCYTCTBYET B KOJIUUECTBE, COOTBETCTBY IOIIEM YBETUIEHUIO MACCHI
COCTaBa 3a CUeT BTOPOi 000/10uUKH, BEIOpaHHOMY U3 caeayromero: (a) 10% - 12%, nanpumep,
npubnuzurenbo 11% wnmu npubnuzureasHo 11,5%; wmm (b) 16% - 18%, Hampumep,
npubmusuTensHo 17% 1o Macce B pacuere Ha MAacCy COCTaBa IMepej HaHEeCeHHeM BTOPOM
000I0UKH.

AHQJTOTMYHO, KOMIIO3HLHUSI WIH CEepJILUEBUHBI, ONMWCAHHBIE BBIIIE, COIEpPIKAIIIE
00pa3yoIIy0 THAPOTeIb MOJUMEPHYI0 MATPHILY, MOKHO TOKPHITH C ITOMOIIBIO OOOJOUKH,
coJepkalleii cieayouiee:

Bropass o000J0uYKa, KOTOpas TMpeiacTaBaseT co00l wWiam COmepXKUT  000JIOUKY
MOTU(HUIMPOBAHHOTO  BBICBOOOKIEHHUSI,  KOHKpeTHO  pH-HezaBuCHMYH0  000JI0UKY
MOTU(HUIIMPOBAHHOTO  BBICBOOOXKIEHMsI, 00jiee KOHKPETHO ODOJOUKY, COIEpIKAaILyIO
ATUILELTIOI03Y (Hampumep, Surelease), eme Oonee KOHKPETHO OOOJIOUKY, COASPIKAIILYIO
STUIIEJUTION03Y ¥ TAKOH BOIOPACTBOPUMBIIA TOTUCAXapH I, Kak MekTuH (Hanpumep, Surelease-
MEeKTHHOBAs 000JI0UKa, KAK OMUCAHO B HACTOSIIEM JOKYMEHTE); U MPHUEM

BTOpast 000I0UKA MPUCYTCTBYET B KOJIMYECTBE, COOTBETCTBY IOIIEM YBETMUESHUIO MACCHI
COCTaBa 3a CUeT BTOPOM 000yI0UKH, BBIOpaHHOMY U3 cienyromero:(a) 10% - 12%, nanpumep,
npubmuszurenpro 11% wmm mpubmusurensHo 11,5%; wm (b) 16% - 18%, nampumep,
npubausuTensHo 17% 1o Macce B pacuere Ha Maccy COCTaBa Mepe] HaHeCeHHWeM BTOPOH

000JIOUKH.

IToBepXHOCTHO-AKTHBHOE BEMIECTBO

KoMno3unust CogepUT NOBEPXHOCTHO-AaKTHBHOE BEMIECTBO, KAaK OIMHCAHO BBIIIE.
IToBepXHOCTHO-aKTUBHOE BEIIECTBO MOJKET IPHCYTCTBOBATH B KOMITO3UIIUH WJIN CEpP/IIEBHHE,
HampuMep, B 00pasyIomeil ruaporeis MOJUMEPHOH MaTpulle, WK B AUCHepCHO (ase, wim u
TaM, U TaM. I I0OBepXHOCTHO-aKTHBHOE BEIIECTBO MOXKET TaKKe IMPUCYTCTBOBATE B OJHON U
HECKOJBKHIX 000I09KaX, COASPIKAIIIXCS B KOMITO3HIIN HJIM HAHECEHHBIX HA CEPALICBHHY .

KoMmno3unust MoxkeT coaepKarb JONOTHUTENBHOE TOBEPXHOCTHO-AKTHBHOE BEIIeCTBO.
Ecnmn  xoMIO3WIus COAEP)KUT  JIOMONHUTENBHOE IOBEPXHOCTHO-aKTUBHOE BEIECTBO,

YKa3aHHOC  IMOBEPXHOCTHO-aKTUBHOEC  BCIICCTBO MOXET HOCUTbH Ha3BaHHE  BTOPOC
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MOBEPXHOCTHO-AKTUBHOE BEILECTBO, U OBEPXHOCTHO-aKTHBHOE BEILIECTBO, IPUCYTCTBYIOLIEE
B KOMIIO3MLMH COTJIACHO HACTOSIIIEMY H300pPETeHHIO, MOXKET HOCHTh HA3BaHHE MepBOe
MOBEPXHOCTHO-aKTHBHOE BemecTBO. COOTBETCTBEHHO, IIEPBOE MOBEPXHOCTHO-AKTHBHOE
BEIIECTBO MPEICTaBIsIeT CO00I MM COXEPKUT MOHO- WIH TUNTHLEPUA CpeIHeLenoYeyHOn
WIW JIAHHOUENOYSUHOH KUPHON KUCIOTHI MM UX KOMOMHAIMIO, KOTOPBIH HE CONEPKUT MU
He MPeICTaBIsieT CO00M MPOCTON WK CIOKHBIN 3()UpP MOTHAITHISHITTUKOIS. JIOTONMHUTETBHOE
MOBEPXHOCTHO-AKTHBHOE BEIECTBO MOKET MPUCYTCTBOBATh B KOMITO3HIINH HJIH CEPALIEBHHE,
HampuMep, B o0pasyIomeil ruaporeisb MOJUMEPHOH MaTpulle, WK B AUCHePCHOH (ase, wiu u
TaM, ¥ TaM. JIOTIONHHUTENbHOE IOBEPXHOCTHO-AKTHBHOE BELIECTBO MOXKET TaKoKe
MPUCYTCTBOBATE B OHOW WIM HECKOIBKHX OOO0TOUKAX, COASPIKAIIMXCSI B KOMITOZULMH WU
HAaHECEHHBIX Ha cepaueBHHy. [loaxonmsiiue JOMOJHHUTENbHBIE MOBEPXHOCTHO-AKTHBHBIE
BEIIECTBA MOTYT SIBJISITHCSI AHUOHHBIMU, KATHOHHBIMH, [IBUTTEPUOHHBIMY WJI HEUOHHBIMU.

B Hacrosimem onmcannu U Gpopmyiie H300pETEHHs COTIaCHO HACTOSIIEMY OIMHMCAHMS
n300peTeHns TEPMUH ‘Cyp(akTaHT’ HCIONB3YIOT KaK COKpalleHus! sl “TIOBePXHOCTHO-
aKTHUBHOTO cpencTea’. Jis meneii HaCTOSIIEro omucaHus 1 popMyJibl H300PETEHNUs], TPHHSTO
CUMTATh, YTO CYLIECTBYIOT YETHIPE OCHOBHBIX KIACCH(UKAIMU MOBEPXHOCTHO-AKTUBHBIX
BEIIECTB, B CBSI3M C O3THM, JOINOJHUTEIBHOE IMOBEPXHOCTHO-AKTUBHOE BEIIECTBO MOMKET
SBJISTHCS. QHUOHHBIM, KATHOHHBIM, HEHOHHBIM M aM(pOTepHBIM (LIBUTTEPHOHHBIM). HeroHHoe
MOBEPXHOCTHO-AKTHBHOE BEIIECTBO OCTAETCS! LEbIM, HE XapaKTEePH3yeTCs 3apsiJoM B BOAHBIX
pacTBopax W He AHCCOLMUPYETCS HA MOJOXKUTEIbHBbIE U OTPULATEIbHbIE HOHBL. AHHOHHBIE
MOBEPXHOCTHO-AKTHUBHBIE BEIIECTBA SIBISIOTCS BOAOPACTBOPUMBIMH, XapaKTEPH3YIOTCS
OTPHULIATETBHBIM 3aPSIOM M TUCCOLMHUPYIOTCS HA MOJIOKHUTEIBHBIE U OTPHIATEIbHBIE HOHEI
MPY OMEeLIeH!H B Boay. OTpHLATeIbHBINA 3aps] CHIKAEST OBEPXHOCTHOE HATSDKEHHE BOIBI U
JeWCTBYeT B KAueCTBE IMOBEPXHOCTHO-AaKTUBHOTO cpeacTBa. KaTHOHHBIE MOBEpXHOCTHO-
AKTHBHBIE BEIIECTBA XapaKTEPU3YIOTCSI MOJOKHUTENBHEIM 3aPsIIOM, 4 TAKKE AUCCOLMUPYIOTCS
HAa TIOJOXHUTEIbHBIE M OTPULATEbHBIE HMOHBI NPH IMOMEIIEHHH B BOAy. B 3TOM ciyudae,
MOJIOKUTENbHBIE HOHBI CHIKAIOT TIOBEPXHOCTHOE HATSDKEHHE BOJABI M ASHCTBYIOT B KAUeCTBE
MOBEPXHOCTHO-AKTUBHOTO  BemiecTBa. AMQoTepHOoe (UBUTTEPUOHHOE) IOBEPXHOCTHO-
AKTHBHOE BELIECTBO MPHOOPETALT MOMOKUTENBHBIN 3apsi B KHCIBIX PACTBOpPAaX U BeJeT cedst
KaK KaTHOHHOE MOBEPXHOCTHO-AKTUBHOE BEINECTBO, WM OHO MPUOOpETaeT OTPULATENbHBIN
3apsiA B LIEIOYHOM PacTBOPE U ASHCTBYET KaK aHHOHHOE MTOBEPXHOCTHO-AKTUBHOE BEIECTBO.

HononaureapHOe(bIE) TOBEPXHOCTHO-aKTHBHOE(bIE) BEIECTBO(a) MOXKHO BEIOpATh M3

CJICAYIOIICTO. aHUOHHBIC MOBEPXHOCTHO-AKTUBHBIC BECIISCTBA U UX KOM6I/IHaL[I/II/I; HCHUOHHBIC
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MMOBEPXHOCTHO-AKTHBHBIE BEINECTBA M WX KOMOMHANMW, W KOMOWHAIMS aHUOHHOTO
MOBEPXHOCTHO-AaKTHBHOTO BellecTBa (HAmpuUMep, OJHO TakKOoe TOBEPXHOCTHO-aKTHBHOE
BEIICCTBO UJIN UX MHO)KBCTBO) 1 HEMOHHOT'O MOBEPXHOCTHO-aKTUBHOI'O BEIICCTBA (HaanMep,
OJIHO TaKO€ MOBEPXHOCTHO-AKTUBHOC BEIICCTBO WJIU UX MHO)KGCTBO). BTOpOG MMOBECPXHOCTHO-
AKTUBHOE BEIIECTBO MPEAMOUTHTEIRHO NPEACTaBasIeT 000 aHMOHHOE MOBEPXHOCTHO-
AKTHUBHOE BEIECTBO.

COOTBETCTBEHHO, COTJIACHO BAPHUAHTY OCYIIECTBIICHHUS KUAKAS KOMITO3HUIIUSI COASPIKUT
BOIHYI (azy, cozepkamyro oOpasylomuil THAporens MOJUMEpP, NMEepBOE MOBEPXHOCTHO-
AKTUBHOE BEIIECTBO W MACISHYIO a3y, JUCIEPrHPOBAHHYIO B BOJHOW (haze, B KOTOPOW
PacTBOPEH LUKIIOCIIOPUH, PAYEM IIEPBOE NMOBEPXHOCTHO-AKTUBHOE BEIECTBO IIPEICTABIISET
co00¥ WM COJAEPKUT MOHO- WU AUTTIULEPUI CPETHELENOUeYHON WK JTUHHOLEIOYEUHOM’
JKUPHOM KUCITOTHI WM UX KOMOHWHALIMIO, W MEPBOE MOBEPXHOCTHO-AaKTHBHOE BEIISCTBO HE
COJEPKUT WM HE MPeACTaBisgeT CoO0i MPOCTON WM CIOXKHBIA 3QUpP MOJUITHISHTIHKOJIS,
NpUYeM KUAKAs KOMIIO3ULMS AOMOJHUTEIBHO COACPXKUT BTOPOE MOBEPXHOCTHO-AKTHBHOE
BECIICCTBO, IMPEANOYUYTUTCIIBHO TIIPU 3TOM BTOPOE€ IOBEPXHOCTHO-AKTUBHOC BCLICCTBO
npeacTaBisieT codol aHHOHHOE MOBEPXHOCTHO-AKTHBHOE BEIECTBO. BTopoe moBepXHOCTHO-
AKTUBHOE BEIIECTBO MOXKET MPUCYTCTBOBATH B KOJIMUECTBE, COCTaBsitonieM 10 - 70 Mr/T win
15 - 60 mr/r.

Boiree TOro, corinacHo BapUaHTY OCYIIECTBJISHUSI KOMIIOZULUSI  COICPXKUT
LUKIOCTIOPHH, OOpa3yIoMy0 THAPOreidb HOJIAMEPHYIO MATpHLy, NEepBOE MOBEPXHOCTHO-
AKTHUBHOE BEIIECTBO M MAcisHyI0 (asy, AUCIEPrHpOBaHHYIO B 0OOpasymolleldl Tuaporeib
MOJIUMEPHOM MaTpuue, MpuueM IepBOE€ MOBEPXHOCTHO-AaKTHBHOE BELIECTBO MPEICTABISIET
co00¥ WM COJAEPKUT MOHO- WU AUTTIULEPUI CPETHELENOUeYHON WK JTUHHOLEIOYEUHOM’
JKUPHOM KUCITOTHI WJTH UX KOMOWHAIIMIO M HE CONSPXKHUT WJIH HE MPEICTABIsIeT COOOU MPOCTOit
WIH CJIOKHBIA 3()Up MONMUITHISHTINKOS, MPHUEM KOMIO3HLUS JOTIOTHUTEIBHO COASPIKUT
BTOPO€ IOBEPXHOCTHO-AKTUBHOE BEIIECTBO, MPEANOUTUTENBHO @PU 3TOM  BTOPOE
MMOBEPXHOCTHO-aKTHUBHOE BEIIECTBO MPEACTABISIET OO0 aHMOHHOE MOBEPXHOCTHO-AKTHBHOE
BELLECTBO.

[MoBEepXHOCTHO-aKTHUBHBIC  BEIIECTBA TAKXKE MOXKHO  KJIACCH(PHUIHPOBATH B
COOTBETCTBHH C WX ruapodmibHo-munopmwisHeM OaigancoM (I'JIB), koTopslit mpeacTaBIseT
cOoOOH BENMUYMHY CTEMEHH, B KOTOPOW TMOBEPXHOCTHO-AKTHBHOE BEIIECTBO SIBISETCS
rUAPOQUIBHBIM WK TUIO(WIBHBIM, YTO OMPEASISIOT MO PACUeTy 3HAYSHUN TS pasIHUHBIX

Y4aCTKOB MOJICKYJIbI, KaK OIIMCaHO (I/IBHa‘Ia.]'I]:HO JJIsT HCUOHHBIX TMOBEPXHOCTHO-aKTHUBHBIX
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BemectB) Griffin B 1949 r. u 1954 r. u nozxke Davies. CorinacHo cnocobaM HpPUMEHSFOT
(hopMyJIy K MOJIEKYISIPHOU Macce MO MOJEKYIbI U THAPOPUILHOM 1 TUIODUIBHON YacTei
C TMOJYYeHHEM NPOU3BOJIBHOHN (MOMy>MIUpHUUecKoil) mkaiael 3HaueHui He Oonee 40, XoTs
o0bryHO B auanazoHe O - 20. 3nauenue ['JIB, cocrapnsiomee 0, COOTBETCTBYET MOTHOCTHIO
rugpodobHOl Moiekyne, u 3HaueHHe 20 OyJeT COOTBETCTBOBATH MOJEKYJIE, IONHOCTHIO
cocrosieii u3 ruapoGUIbHBIX KOMIIOHEHTOB. 3HaueHue I'JIb MOKHO HCIOIB30BATh, YTOOBI

CIIPOrHO3UPOBATH MOBEPXHOCTHO-AKTUBHBIC CBOICTBA MOJIEKYJIBL:

3nauenne I'JIb IIpeanmonaraemsie cBoiicTBa
0-3 MIEHOTraCUTENb
4-6 W/O smynsrarop
7-9 CMAYMBAKOIIEE CPEACTBO
8-18 O/W smyaerarop
13-15 TUNWYHO IJISL JETEPTEHTOB
10- 18 COTIOOMIH3ATOP WM THAPOTPOI

Xotst uncaoselie 3HaueHus ['JIb npucBanBarOT NOBEPXHOCTHO-AKTUBHBIM BEIIECTBAM,
OTJIMYHBIM OT HEMOHHBIX, I KOTOPBIX ObLIa H300peTeHa cucrema, unucioBbie 3Hauenus [ JIb
JUTSE QaHUOHHBIX, KATUOHHBIX, HEHMOHHBIX M aM(pOTEPHBIX (I[BUTTEPHUOHHBIX) MOBEPXHOCTHO-
AKTHBHBIX BEIIECTB MOTYT XapaKTePU30BATHCSI MEHBIICH 3HAUMMOCTBIO U YACTO MPEACTABIISIFOT
OTHOCHTEIBHOE WIN CPABHUTEIBHOE YKMCIOBOE 3HAUSHHE U HE MPeICTaBIsieT co00il pe3yabTar
MaTEeMaTHIecKoro pacuyera. Bor moueMy BO3MOXKHO, UTO MOBEPXHOCTHO-aKTHUBHBIE BEIIECTBA
xapaxktepusyrorcs 3HaueHneM ['JIb, Brime “mMmakcuManbHOro”, cocrapistoero 20. Yucmonsle
3Hauenust ['JIb, TeM He MeHee, MOXXHO NMpPUMEHSTH JuIsl onucaHusi tpebosanus x [JIb B
OTHOIICHHUHU KeJaTeIbHOI0 NPUMEHEHUs] JaHHON 3MYJbCUOHHOW CUCTEMBI TSI JOCTHKEHUSI

xopoiteit 3¢ eKTUBHOCTH.

HewnoHHBIE TOBEPXHOCTHO-AKTHBHEIE BEIIECTBA

JomomHUTENBHOE TMOBEPXHOCTHO-AKTUBHOE BEIIECTBO (BTOpPOE TOBEPXHOCTHO-
AKTUBHOE BEIECTBO) MOXKET MPECTAaBIsITE COOOM MIM MOXKET COAEPKATh MO0 MEHbINEH Mepe
OMHO TIOBEPXHOCTHO-AaKTUBHOE BEIISCTBO, BLIOPAHHOE U3 CIEIYIOIIUX HEHOHHBIX

MOBEPXHOCTHO-aKTUBHBIX BCIICCTB.
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IMoBepXHOCTHO-aKTUBHBIE BEILECTBA, NMPEACTABISIFOLINE COOOW CIOKHBIN MOHO3(HD
IIBI' ¥ KUPHOW KHCIOTHI, MOBEPXHOCTHO-AKTUBHBIE BEINIECTBA, MPEICTABISIONIAE COOOU
cnokHblil amddup 190 u KUPHOW KHCIOTBL, CMECH MOBEPXHOCTHO-AKTHBHBIX BEILECTB,
npeacTaBIsIomuX coboit cnoxubii MoHO3Gup [T 1 KUPHOU KHCIOTHI M CIOXKHBIA AM3(Hp
I[BI' u xupHOH KHCIOTHI, clokHBIE 3¢upbl [IOI-rmuepuHa W KUPHOH KHCIOTHI,
neprTepUpUIIPOBAHHBIE POIYKTH MAceT U CIIUPTOB, CIOKHBIE S(UPBI HU3IINX CIHUPTOB U
JKHUPHBIX KHCJIOT, TMOJTUTTTULHEPUIUPOBAHHBIC JKUPHBIC KHCJIOTBI, CJIOKHBIC 3(1)I/IpI:I
MPONMICHTJINKONS M JKUPHOH KHCIOTBL, MOHO- M JUNTHLEPUIHBIE MOBEPXHOCTHO-AKTUBHBIC
BEIIIECTBA, MOBEPXHOCTHO-AKTHBHBIC BEIIECTBA, OTHOCSINUECS K CTEPHHY M IPOU3BOAHOMY
cTepuHa, caokHbIe d3upel [I9T-copbuTtana u JKUPHOU KUCIOTHI, CIOKHBIE 3QUpPEI copOuTaHa
U JKUPHOM KHUCIOTBL, MPOCTHIE ANKHIOBBIH 3(UpPBI MOTMATHUISHINIUKONS, MOBEPXHOCTHO-
AKTHBHBIE BEIIECTBA, MPEACTABISIOIKE COOOH CIOXKHBIE 3(UPHI CaxapoB, MOBEPXHOCTHO-
AKTHBHBIC BEINECTBA, MNPEACTABISIOMHKE CO00H anKuieHON NOIMATHISHIJIMKONS, ONoK-
conoumepsl POE-POP, hochomumuapr.

[MoBepXHOCTHO-aKTUBHOE BEIIECTBO, MpeACTaBisolee coOOl CIOKHBIH MOHO3(HP
I'IDT" u »xupHOW KucHoTh, Hanpumep, 191" 4-100 mononaypar, 191" 4-100 monoonear, [12T°
4-100 wmonocreapar, II9I'-naypar, IIOT-omear, IIOT" creapar, u [I9I'-punmnONEar.
[ToBepXHOCTHO-aKTUBHOE BEIIECTBO, MpeACTaBisiomee coboi ciokueii mmup M3 u
JKUpHOW KuCioThl, Hampumep, [I3I-mumaypar; [190-mmomear, II9I-gmcreapar, I13I-
qunanbMutar. CMech CI0KHBIX MOHO- U I3 (upos 131 1 sKupHOU KUCTOTHL

Cnoxseiii  3¢up II90-rmnepuHa W KHUPHOW KHCHOTHL, Hampumep, [1OI-
rmunepwuiaypart, I3 -rmunepuncreapar, [191-rnuepronear.

Cnoxsele 3¢upsl [I9I-copbutana u KUpHOH KUCHOTHL, Hampumep, [19T-
copburannaypar, [19I'-copburanmononaypar, [I9I-copOutanmononanemurar, [19I-
copburanmonocreapar, [I3I'-copburanTpucreapar, I[13I-copburanterpacreapar, I13I-
COpOUTAaHMOHOOJIEAT, [13I'-copburanogear, [3I-copburantpronear, Ior-
copburanrerpaonear, [I9I-copbutanmonouzocteapar, [19I-copOurrekcaonear, I13I-
copOuTtrekcacreapar.

Cnoxsele  3GUpPEl  NPONWICHITHKOAS W JKHPHOM  KHCJIOTBL,  HalpUMED,
MPONUJICHIJINKOIbMOHOKAPIIIAT, TPONUICHITTMKOIbMOHOIAY PAT, MPONIISHIVIMKOIbOIEaT,
TP OMHJISHTJINKOIbMUPHCTAT, MPONIISHITUKOIBMOHOCTEAPAT,
MPONMJIEHTINKOJIBT U IPOKCUCTEAPAT, MIPONIICHITUKOIBPULIMHOIEAT,

MPOMUJICHITIMKOJBU30CTCapar, IMPOMUJICHITIMKOJIBMOHOOICAT,
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P ONTMJICHTJIMKOJIb AUKATPUIAT/ TUKATIPAT, MPONUJICHTIIMKOJIb JHOKTAHOAT,
P ONIJICHTJTHKOIbKAPHIIAT/KaIpar, IPONMIESHIJINKOJIb IUIAY Par,
NMPONUJICHITIMKOJIbAUCTEApar, MPONUJICHITIUKOJIbAUKAIIPUWIAT, IPOMAJICHI TIMKOJIbAUKAIIpar.

Crnoxseiii 3¢up copbutaHa u )KHUPHOW KHCIOTBHI, HampuMep, cOpOMTaHMOHOIAY AT,
COpOUTaHMOHONIAIEMHUTAT, COPOUTAHMOHOOJIEAT, COPOUTAHMOHOCTEAPAT, COPOUTAHTPHOIEAT,
COpOHUTAHCECKBHOJIEAT, copOHMTaHTpUCTEAPAT, COpOMTaHMOHOM30CTEAPAT,
copOuTaHCeCKBHUCTEAPAT.

Crnoxsele >(QuUpbl HU3MIETO COUPTA W JKUPHOM KHCJIOTHL HalpUMep, 3TUIOJNEAr,
H3OTPONIIMHPHICTAT, H30MPOIMINAIbMUTAT, STULUIHHOJIEAT, N30IPONILTHHOJIEAT.

Bi10ok-cononuMephl MOINOKCUITHISHA U MTOJHOKCUIIPOIIIIEHA, HAPUMED, II0JIOKCaMep
105, monokcamep 108, nonoxcamep 122, momokcamep 123, monoxcamep 124, monoxcamep 181,
nosokcamep 182, momoxcamep 183, monoxcamep 184, momoxcamep 185, momoxcamep 188,
nosnokcamep 212, momoxcamep 215, monokxcamep 217, momokcamep 231, momokcamep 234,
nosokcamep 235, momokcamep 237, monokcamep 238, mosokcamep 282, mosiokcamep 284,
nosnokcamep 288, momoxcamep 331, monoxcamep 333, momokcamep 334, momokcamep 335,
nosnokcamep 338, monokcamep 401, momokcamep 402, nonoxcamep 403, nonokcamep 407.

HO.J'II/IFI[I/IL[epI/IBI/IpOBaHH]:Ie JKUPHBIC KHUCJIOTBIL, HaIpUMEP, TOJIUIIHLCpUICTeapar,

NOJIUTIUHEPUIIOJIEAT, MOJIUITTUHEPUIN30CTeapar, noJiriimgepuuiaypar,
NOJIUTIUHE PUJIPULTUHOJICAT, MOTUTTUUEPUTIITUHOJIEAT, NMOJITUTTULHEPUITICHTAOJICAT,
NOJIUTINMOEPUIANOJIEAT, NOJIUTTINOCPUIAUCTCAPAT, NMOJIUTTIMLUEPUTITPUOIEAT,

NOJUTINIEPIIICENTAONeaT,  NOMHIIMLEPUITETpAoaear,  NOIUNTHLEPHIIeKan30CcTeapar,
MOJIUTTALICPUIACKAOIEAT, MOJUTHLEPUIMOHOOJIEAT, JUOJIeaT,
TTOJTUT ML PIUTITIONT A PULITHOTIear.

IMpocteie anmxunosblit 3¢uper 130, Hampumep, npoctoit oxewnossit 3¢up T1OT,
npocToit jaypunossiii a¢up 191, npocroii uermnossiii 3¢up 1907, mpocToil creapmmoBbiit
a¢up 19T,

Anxundenonsl [12I7, Hanpumep, HoHmwidgernon [131, mpocToit oxTuiheHonoBbIH 3 hup
Ior.

IpoaykTe! nepesTepupuKauy COUPTA WIH MOJIAATOMHOTO CIIHPTA MPUPOIHBIME HITH
THAPOTeHU3NPOBAHHBIMH ~ Maciaamu, Hampumep, [IOI-kacroposoe  macmo, [IOI-
THAPOTEHN3NPOBAHHOE KacTopoBoe Mmacio, [I9I-kykypysnoe wmacio, [IOI-mungamrbHOE
macno, ITIOI-macno abpukocoBeix kocrouek, I1OI-omuBkoBoe Mmacio, [MOI-6-apaxucoBoe

Macno, II9T-ruaporeHnsnpoBaHHOE HaIBMOsAPOBOE Maciao, I[I9I-mansmosapoBoe Macno,
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IOI-tpuonenn, II9T-kykypysssle rmuuepunsl, [IOT-munnanesele ruuepuas, I190-
Tpuonear, [13I-kanpuIOBLIA/KANPUHOBBIA  TPUCHLEPUA, JAy POMIMAKPOTOIITHLEPU,
CTeapOWIMAKPOTOITTHLEPH, CIOKHBIE MOHO-, IW-, TPU-, TETPA3(QUPBI PACTHTEILHBIX Macen
u copbura, MIEHTA3pUTPUTHITETPAN30CTEAPAT, MEHTa3PUTPUTUILIUCTEAPAT,
NIEHTA3PUTPUTUITETPAONIEAT, NIEHTA3 PUTPUTHITETPACTEAPAT,
MEeHTAY PUTPUTIIITET PAKAIPUIAT/ TETPAKANPAT, IIEHTA3 PUTPUTHITETPAOKTAHOAT.

YKupopacTBopumble BATaMHHBI, Hampumep, Butamuabsl A, D, E, K u ux m3omepsl,
aHaJord W npou3BofHble. [Ipom3BoaHBIE BKIIOUAIOT B cebs, HampuMep, CIOXKHbIE d(PUPHI
OpPraHNYecKoN KHCIOTHI YKA3aHHBIX JKUPOPACTBOPHUMBIX BUTAMHHOB, HAIPUMED, CIOKHBIE
o¢upel BuTamMuHa E wiu BuTamMuHa A C SHTApHOW KUCIOTOW. [Ipow3BOIHBIE YKA3aHHBIX
BUTAMUHOB BKJIIOUAIOT B ce0s Tokopepun-I191-1000-cykuunar (sutamud E TPGS) u npyrue
npou3soaHble Tokopeput-I19T-cykunHara ¢ pa3sIuIHbBIMA MOJEKYIsIpHbIME Maccamu 10T -
¢parmenTa, Harrpumep, [T 100-8000.

CrepuHBl WIM TPOW3BOJHBIE CTEPHHOB (HAmpHMep, 3CTepH(UIUPOBAHHBIC WIN
STepUUIUPOBAHHBIE CTEPUHBI, KaK, HAMPUMep, METWIMPOBAHHBIE CTEPHHBI), HANPHMED,
XOJIECTEPHH, CUTOCTEPHH, JAHOCTepUH, pocToii adup INIA-xonecrepuna, [1II-xoaecranon,
¢urocrepun, [13I'-purocrepus.

Croxnele 3(upsl caxapos, HAIPUMep, AUCTEAPaT caxapo3bl, AMCTeapar/MOHOCTeapar
caxaposbl, AWNAIBMHUTAT Caxapo3bl, MOHOCTeaparT caxapo3bl, MOHONAIbBMHTAT CaxXapo3bl,
MOHOJIaypaT  €axapo3bl,  IKIIMVIIOKO3WJ,  AIKWIMAIbTO3WA,  AJIKHWIMAIBTOTPHO3U],
ANKUITTUKO3UABL, TPOU3BOJAHBIE U JPYTHE THIIBI CAXapOB: INIFOKAMHUIBL

Kapboxcunare! (B 4aCTHOCTH, CIOKHBIE (ULl KapOOKCHIaTa), HANpUMep, d(HUpHLIE
KapOOKCHIATHL, CYKUMHUJINPOBAHHBIE MOHOTJIHLIEPHUIBI, HaTpHHCTEapUIpyMapar,
THAPOCYKIMHUPOBAHHBINA CTEApOUIIIPONHICHITUKOIb, MOHO/IHALIETHUIHPOBAHHBIE CIIOKHBIE
3(¢upEl BUHHOW KUCJIOTH M MOHO- M JWITIHLEPHOB, CIOXKHBIE 3(QHUPBI TUMOHHOW KHUCIOTHI U
MOHO- U JUTTHLEPUAOB, CIOKHBIE NTHLEPUI-TAKTO-3(HPBI JKUPHBIX KHCIOT, AlALIAKTHIATHL;
JIAKTHJIOBBIE CJOXKHBIE 3(UpPBI JKUPHBIX KHCIOT, KaJIbLWN/HATPHHCTEApOMI-2-TaKTHIAT,
KaJIbLUI/HATpUIiCTEap OMIINIAKTIIIAT, ATbIUHATHBIE COJIH, MPOTICHJINKOIbAIBT HHAT

MoHormuuepua, JIUCIUUEPUA WIM  TPULIULEPUA S KUPHOM KHUCIOTBI WIM UX

KOMOMHAII.
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AHHOHHBIE NIOBEPXHOCTHO-aKTHBHEIE BEIIECTBA

JIOTIONTHUTENbHOE TOBEPXHOCTHO-AaKTUBHOE BEINECTBO (BTOPOE MOBEPXHOCTHO-
AKTUBHOE BEILECTBO) MOXKET MPEACTABIISITE COOOM MIIM MOXKET COAEPIKATh M0 MEHbINEH Mepe
OJIHO aHHOHHOE MTOBEPXHOCTHO-AKTUBHOE BEIECTBO.

Bropoe noBepXHOCTHO-aKTUBHOE BELIECTBO MOXKET IPEICTABIISITE COO0H COMb KUPHOU
KHUCJIOTBl WM COJIb KETUYHOW KHCIOTBL, HampuMep, HaTpuikampoar, HaTpUiKampuiar,
HaTpHilkampar, HaTpuilnaypar, HaTpUHMHUPHUCTAT, HATPUUMUPHUCTONAT, HATPUUNAIBMUTAT,
HATPUNUNATILMUTOJIEAT, HaTpuhonear, HATPUMPULIMHOJIEAT, HATPUUJIUHOEAT,
HATPUHJIMHOJNEHAT, HATpHiCTeapar, HaTpuinaypwicyiasdar, Harpuiiterpazenuicyibdar,
HATpHilTay pUICapKO3UHAT, HATPHHIUOKTHICY b (HOCYKIMHAT;, HaTpHiixomnar,
HATPHUITAYPOXOIaT, HATPUUITIMKOXONAT, HATPUIAE30KCUXO0IAT, HATpUNHTAy pOAE30KCUXOIAaT,
HATPUHTTINKOIE30KCUXO0IaT, HaTpuity pcoAe30KCUX0IaT, HaTpUHXEHO1e30KCHUX0aT,
HATPUHTAYy POXEHOAE30KCUXONAT, HATPUNTITNKOXEHOAE30KCUX0aT, HATPHHX ONUICAPKO3UHAT
51 HaTpuii-N-MeTuiITay poxosar. Bropoe MIOBEPXHOCTHO-AKTUBHOE BEILIECTBO
MPeANOUTHTETBHO TPEACTABISET OO0 HaTpuiinay puicyabdar.

docdonunuael, HAIPUMED, SIMYHBIH/COEBBIN JIEMUTHH, KApAUOIHUITNH, C(OUHTOMHUEIIVH,
docharuamTxouH, (docharnarmTITAaHOIAMIH, dhocharuanas KHCJIOTA,
docharuauwiraumepus, GocharuIUICEPHH.

Croxabie 3¢upe! opTodhocopHON KHCIOTHI, XapakTepHu3yomuecs oomweit popmymon
RO-PO3-M+, rae rpynna R mpexacrasisier coGoii oOpasyOUyr CIOXKHBIM 3¢up rpymmy,
HampuMep, TPYNIy ajiKuia, alkeHWw1Ia WIH apuia, HeoOs;3arenbHo 3aMerneHHyio I10[-
(hparMeHTOM, uepe3 KOTOPBIi IpyIna alkuia, ATKEHIIA WK apuia coequHeHa ¢ pochaTHbIM
¢dparmenToM. R MokeT mpeacraBisaTh co0O0M OCTATOK IMHHOLIEOuewHOTo (Hampumep, >C9)
cnupra win penona. KoHkperHsle mpuMepsl BKIIOUAIOT B cebst hochaT mpocToro oIenIoBoro
3¢upa JM3TAaHOIAMMOHUHIIONHOKCHATHIIEHA- 10, TPOay KTHI SCTepr(pPUKALINH KUPHBIX CIIUPTOB
WIH STOKCHJIATHI JKUPHBIX CHHPTOB € OPTOPOCHOPHOH KUCTOTOM MIIH aHTUAPUIOM.

Cynaedarel u cyabdoHatsl (B YACTHOCTH, HX CIOXHBIE d(QUpBI), HaIpHMED,
STOKCHJIMPOBAHHBIE — ANKWICYJIb(aThl, ankunOeH3oacy1b(onsl,  a-oaeduHCyIb(HOHATEL
AITU33THOHATEI, aIIITay parTsl, CyIb(OHATHI ANKWITTTULEPUIOBOTO sdupa,
OKTHJICYIb(OCY KUNHATIMHATPHIA, IuHaTpuity HeumieHamu0-MEA-cyapdocykuuHar,

ankuidocdarer 1 GocharTsl aTKUITOBBIX IPUPOB.
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KartnoHHBIE MOBEPXHOCTHO-AKTHUBHBIC BEIIECTBA

JIONOTHUTEIBPHOE TOBEPXHOCTHO-AaKTHBHOE BEIISCTBO (BTOPOE  IMOBEPXHOCTHO-
AKTUBHOE BEILECTBO) MOXKET MPEACTABIISITE COOOM MIIM MOXKET COAEPIKATh M0 MEHbINEH Mepe
0JIHO KATMOHHOE TOBEPXHOCTHO-AKTHBHOE BEIECTBO, BLIOPAHHOE U3 CIEAY FOIIUX KATHOHHBIX
MMOBEPXHOCTHO-aKTHBHBIX BEIIECTB.

I'ekcameuITpUaMMOHUROPOMHI T, JOAeUIaMMOHUIXIOPHU I, conu
ANKUI0SH3UTAUMETHIIAMMOHHUSL, COMH AUU300y THI(HEHOKCHITOKCH IUMETHI0SH3UIAMMOHHSI,
CONMM  AJIKWIMMPUIUHUS, OeTavHbl (TPUATKWICIUIKH). Jaypunberaud (N-maypum,N,N-
JUMETWITTHLNH ); 3TOKCHIUPOBAHHBIE AMUHBI: TTOJTHOKCHATHIIEH- 1 5-KOKOCOBBII aMHH, aTKII—

aMUHBY/ IMAMUHBL/ YETBEPTHUHbIE AMHHBI U AJIKUIOBBIN CIOKHBIN 2(pup.

OMYJIBraropsl

IMoBEpPXHOCTHO-aKTUBHOE BEHIECTBO MOMKET ASHCTBOBATH KAaK 3MYJIBrarop, TaKue
MOBEPXHOCTHO-AKTHBHEIE BEIECTBA BKIIOUAIOT B CeOsl HEMOHHBIE MYJIbIaTOPbI, HATPUMED,
BbIOpaHHbIE u3 CJIE I FOIIIETO: CMECh Tpunereapet-4-pocdara,
STUIIEHTJIUKOMBIAIBMUATOCTEAPATA W AUITHISCHIJIHKOJBNAIBMUTOCTEApATa  (HAIpUMeED,
npoxasaemas moj TOproebiM Haszsauuem SEDFOS™ 75); cnosueie s¢upsl copOurana,
HampuMep,  COpOMTaHMOHOOJeaT, COpOUTAHMOHOJAypaT,  COPOUTAHMOHOMAIBLMHTAT,
copburanMoHOCTeapar (HampuMep, MPOAYKTHI, MPOJABAEMbIE O] TOPrOBBEIM HAa3BAHHEM
Span®), TTOT-8-muenuHbIi BOCK, HATIPUMED, MTPOJABAEMBIH MO/ TOProBbiM HassanueM Apifil®;
CMeCh LETUIOBOro crmpra, nerer-20 u creaper-20 (nanpumep, Emulcire™ 61 WL 2659);
cmece TIOT-6-cteapara u TIOI-32-creapara (manpumep, Tefose® 1500); cmecy IIOT-6-
NaIBMUTOCTEApPATa,  STWICHIIMKOJbNAIbMUTOCTEapaTa u  [19I-32-nmanemurocreapara
(manpumep, Tefose® 63); TpuramuepuHaMU30cTEapar (HAIPUMED, HPOIYKTHI, MPOJABAEMEIE
noj ToproebiM HaszsanmeM Plurol Diisostearique®); momurmmnepui-3-auonear (HanpuMmep,

OPOIYKTBL, MPOAABAEMBIE MO TOProBbiM HasBanueM Plurol® Oleique).

HDEI[HOLITI/ITEHLHLIG BTOPBIC NOBEPXHOCTHO-aKTUBHBIC BEIICCTBA

BTopoe mOBEpPXHOCTHO-aKTUBHOE BEIIECTBO MPEAMOUTHTEIBLHO MPEACTABISET COOOM
AHUOHHOE IMOBEPXHOCTHO-AKTUBHOC BCILICCTBO. Haan/IMep, BTOPOC NOBEPXHOCTHO-AKTUBHOEC
BEIIECTBO MOXKET MPeICTaBIITh COOO0M alKuicyabdar, HampuMep, HaTPUNHIA0ASHUICYIb(AaT.
BTOpOG NMOBCPXHOCTHO-AKTUBHOE BCINCCTBO MOXET MPUCYTCTBOBATH B  KOJUYECTBE,

cocrasisroleM 10 - 70 mMr/t wnu 15 - 60 Mr/T.
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Bropoe noBepXHOCTHO-aKTUBHOE BELIECTBO MOKET IPEICTABIISITE COO0H COMb KUPHOU
KHUCJIOTBl WIM COJMb JKETYHOM KHUCJIOTBHL, HampuUMeEp, HaTpudkampoaT, HaTpuiKampuiar,
HaTpHilkampar, HaTpuilnaypar, HaTpUHMHUPHUCTAT, HATPUUMUPHUCTONAT, HATPUUNAIBMUTAT,
HATpUINAILEMUTONEAT, HaTpuiionear, HaTpUUPULIMHOIEAT, HATPUITHHOJIEAT,
HATPUHJIMHOJNEHAT, HATpHiCTeapar, HaTpuinaypwicyiasdar, Harpuiiterpazenuicyibdar,
HATpHilTay pUICapKO3UHAT, HATPHHIUOKTHICY b (HOCYKIMHAT;, HaTpHiixomnar,
HATPHUITAYPOXOIaT, HATPUUITIMKOXONAT, HATPUIAE30KCUXO0IAT, HATpUNHTAy pOAE30KCUXOIAaT,
HATPUHTTINKOIE30KCUXO0IaT, HaTpuity pcoAe30KCUX0IaT, HATPUIXEHOAE30KCUX0AT,
HATPUHTAYy POXEHOAE30KCHXONAT, HATPUNTITNKOXEHOAE30KCUX0aT, HATPHUHX ONUICAPKO3UHAT
51 HaTpuii-N-MeTuiITay poxosar. Bropoe MIOBEPXHOCTHO-AKTUBHOE BEILIECTBO

MPeANOUTHTETBHO TPEACTABISET OO0 HaTpuiinay puicyabdar.

Jlpyrue BcnoMorarejibHbI€ BEeEeCTBA

KoMmmo3uiiust HeoOs13aTeIbHO  COAEP/KUT OAHO MM  HECKOJBKO  CIASHYHOIIUX
JOMNOJHUTCIIBHBIX BCIISCTB WU KaTeFOpI/Iﬁ BCIIICCTB. HaHpHMep, KOMIIO3UIIUSI MOXKET
COJEPIKATh MPOTEKTOP, TAKOH KaK, HAMPUMED, HHTUOUTOP MPOTEOTUTUISCKOTO (hepPMEHTA WK
MPOTEKTOP MPOTHB KHUCJIOTHOTO Pa3IOKeHHs win ux oba (Hampumep, IMIe0odub, HApuMep,
THIPOKCH HATPHS), aAre3UBHY O MOJIEKYJIY, TAKyIO KakK, HallpUMep, MyKO- UK OHO-are3uB;
BCIIOMOTI'aTeJIbHBIC BEIISCTBA AJI 06ecr[equI/151 MaKCI/IMa.]'I]:HOI\/'I paCTBOpI/IMOCTI/I AKTHUBHOTO
MHTPEANEHTA; BCIIOMOTaTEIbHBIE BEIIECTBA TSt 00ECIeUeHNs MAaKCUMATEHON MPOHUIIAEMOCTH
aktuBHOro mHrpeauenta B JKKT. TunuuHbele BCIOMOTrarenbHbIE BEIIECTBA IJISI Y CHJICHHS
MPOHULAEMOCTH STHUTENUATEHOTO Gapbepa BKTIOUAIOT B ce0s Oe3 OrpaHHuYeHus] HaTpUiKanpar,
HaTpuiinoaekanoar, Harpuinagsmurar, SNAC, XUTO3aH W €ro NPOW3BOAHBLIE, XUPHEBIS
KHCJIOTBI, CIOXKHBIE 3(DUPBI KUPHBIX KUCIOT, MPOCThIE MOMUI(UPEIL, COMU KETUHBIX KHUCIOT,
dochomumuapl,  ATKWIMONUTIIOKO3UIBL,  CIOKHBIE J3QHUPBI  CaXxapoB, HHTHOUTOPEHI
CHAPOKCHIA3bl, aHTUOKCUAAHTEI (HAIIpUMep, aCKOPOHHOBASI KUCIOTA) W/HIH JOHOPBI OKCHIA
asora. [Ipeaprayuiuii nepedeHb IpeaCTaBIsieT 0COObIM HHTEPEC TSl Y CUITEHUSI TPOHUIIAEMOCTH
B MOAB3IOMIHOMN KHUIIIKE.

Jns ycuieHHus MPOHUIIAEMOCTH B TOJICTOM KHINKE THUIHYHBIE BCIIOMOTATENbHBIE
BEIIECTBA BKIOYAOT B ceOsg 0e3 orpaHdueHHs HATPUMKANpaT, HATPUHIOIEKAHOAT,
Hatpuinarsmutat, SNAC, XUTO3aH U ero MPON3BOJHbIE, JKUPHBIE KUCIOTHI, CIOKHBIE dUPEI
JKUPHBIX  KHUCIIOT, TIPOCThIE TOMMA(UPBI, COMH  IKETUHBIX KHCIOT, (HOCHOTUmUIbL,

ATKHIITOJIHUITIOKO3HU IBI, I/IHFI/I6I/ITOpI>I T'UAPOKCUIa3bl, AHTUOKCHUIAAHTHI (H606$ISaTe.]'II>HO
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BLIOpAaHHBIE W3 CEIYIONIEro. KyPKYMUHOUABL, (HJIaBOHOWIBI, KypKYMHUH, O€Ta-KapoTHH, O-
ToKOo(epoa, ackopOMHOBAsI KHCIOTA, ackopOaT, Ja3apouid, KapBeIuIoa, OyTHIMPOBAHHBIN
TUAPOKCUTOITY OJ1, MPONUIraaiar, TuIpala3uH, KapHO3UHOBAsI KUCJI0Ta, BUTaMUuH E, nenutuH
OBOJISLIUTUH (BUTEIUH), BETWICHUTHH, (pyMapoBasi KHCIOTA WM JUMOHHAS KHUCIOTA) W/HIH
JIOHOPBI OKCHJAA Aa30Ta, BKMOUAast B ceOs TPYNIel JOHOpPA OKCHAA a30Ta, KOBAJISHTHO
MPUKPEIUIEHHbIE K Pa3TUYHbIM (DapMaleBTHUeCKd aKTHBHBIM HHrpeaueHTaM. Kommosuiust
MOKET AOIIOJHHUTEJIBHO COACPKATH BCIIOMOraTCJIbHBIE BCIICCTBA WJIHW JAPYTU€ AKTHUBHBIC
(dapMarieBTHUECKHe WIH JPYTME€ WHTPEAUEHThI IS YCHUIIEHWs JIOKATBHON TKaHeBOM
6uonocrynHoctr B XKKT, HampuMep, B TOHKOH KMILIKE WA TOJCTOH KHUILIKE, BKIIOUAs B CeOst
HMHTUOUTOPBI BHIKAYMBAKOIIErO HACOCA, BKIIOUAS B ce0st 03 OrpaHryeHrsI HHTHOUTOPBI HAacoca
PgP (HeobsizarennbHo BhiOpanubie u3 HIIBC, muMeruauna, omenpasona, suramuia E TPGS,
Bepanmuvmia, xuauauHa, PSC833, ammpenasupa (APV), ungunaBupa (IDV), Hendunasupa
(NFV), puronasupa (RTV) u caksurasupa (SQV)), u uHruOuTops! Meraboau3zMa, BKIIOYas B
cebs Oe3 oOrpaHuYeHHs] WHIHOMTOpHI LUTOXpoma P450, HeoOs3aTelbHO BBIOpAHHBIE W3
CIIEAYIOEro: dPUPHBIE Maciia, IIMMETHINH, TOBEPXHOCTHO-aKTHBHbIE BEIECTBA (HATPHMED,
kpemoop), Macnma, OMEmpa3oj, BEpamaMui, PUTOHABUP H KapOama3emwH, a TaKKe
pacTUTENbHbIE SKCTPAKTHI, HATIPUMED, U3 IUTPYCOBLIX. B CBSI3U € 3TUM, KOMITO3HMIIUSI MOYKET
JOTIOTHUTENBHO COAepsKaTh HHrHOuTOp P450 11 JOMONHUTENBHOrO CHIKEHUST MeTaboIn3Ma
LIUKIOCIIOPUHA TIOCTe BBeAeHust Kommosuiiuu. HMuruburop P450 moxker melicTBOBaTh st
HHTHOWpPOBaHMST MeTaboMu3Ma IMKIOCIIOPHHA B KHIIEUHHWKE H/WIH TeueHd. KoMmosumws
MOKET JOMOJHUTENbHO coiep:kats mHrudbutop PgP. Heobs3arenbHO KOMIOZHMIUSL MOKET
conep:katk uHruduTOp P450 M uHrHGuTOp PCP.

KOMHOSI/IL[I/IH MOXKET AOIMOJIHUTE/IBHO COACPKATh BCIOMOIAaTC/IbHBIC BEILCCTBA I
VCUJIEHHSI ~ TEPANieBTHUYECKOTr0  TOTEHIMaja AaKTHBHOIO  WHTPENHEHTa,  HalpuMmep,
IUKTOCTIOPUHA A WIH APYroro MMMYHOJAENPECCAHTa, HA BCEM MPOTSHKEHUH JKeTyJOUHO-
KHIIIEYHOTO TPAKTA, BKIIOUAs B Ce0sl TOIB3IOIIHY FO KHIIKY M TOJCTYIO KHIIKY, BKIIOYAst B Ce0st
6e3 orpaHuueHus orpaHnunTeny abcopbuuu, Takue 3pupHbBIe Macia, KaK, HanpuMep, oMera-3
Macja, Takue TMPHPOIHBIE PACTUTENBHBIE DKCTPAKTHI, KakK, HApUMep, SKCTPAKTBI Mapro3bl,
HOHOOOMEHHBIE CMOJIBI, TAKWe pasiaraeMble OAKTEPHUSIMU KOHBIOTAIMOHHBIE JTHHKEPHI, Kak,
HaTNpUMep, a30-CBS3W, TaKuWe MOJMCAXapHIbl, KaK, HApPUMEp, aMHIO03a, r'yapoBas KaMenb,
MEKTUH, XWTO3aH, WHYJHH, UKIOAEKCTPUHBI, XOHAPOUTHHCYIb(]AT, AEKCTpaHbl, TyapoBas

KaMeIab U KaMEIb 60008 POKKOBOT'O AC€PEBA, I/IHFI/I6I/ITOpI>I SIACPHOTO d)aKTopa Karia B, TaKHe
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KHCJIOTBI, KaK, HampuMmep, GymMapoBas KUCIOTA, JTAMOHHAS KUCIIOTA U APYTHE, a TaKKe HX
MO TU(DHUKALTHH.

KOMHOSI/IL[I/ISI MOXKET AOIIOJIHHUTE/IBHO COACPKATh BCIOMOIAaTC/IbHBIC BEILCCTBA I
CHIDKEHHUS CHUCTEMHBIX TOO0OYHBIX 3((EKTOB, aCCOUUUPOBAHHBIX C abcopOuumeit
ONpEeNIENIEHHBIX ~ aKTUBHBIX HWHTPEJUEHTOB, HANpUMep, UUKIOCIOPUHA WKW  JPYTHX
ummyHozaenpeccantos, B JKKT, Hanpumep, B TOHKOH KHUIIKe, BKJIIOUas B ce0st 6e3 orpaHnieHust
TaKye aHTUOKCUAAHTBI, KaK, HAPUMED, KyPKYMHHOUABL, (h1aBOHOUIBI WK OOJTee KOHKPETHO
BKJTIOUAs B Ce0s1 KypKyMHH, OeTa-KapoTHH, 0-Toko(hepo1, ackopdar wiu ja3apou.

KoMmmosuius JOMOTHAUTENTFHO HIH OTAETBHO MOXKET COAEPKarh AHTHOKCHIAHTHI
(Takie Kak, HampuMmep, ackopOuHOBas kwuciaotra uin BHT-OyTHIrHapoKcUTOIyOI),
HUCIIPABJISIIOINNE BKYC JICKAPCTBCHHOI'O CPEACTBA UIN q)OTO‘IyBCTBHTeJ'[I:HI:Ie KOMITOHEHTHEI UJIu
(hoTo3anMTHBIE KOMIIOHEHTHI. AHTHOKCHUIAHTHI MOYKHO BKITIOUHTH B BOAHYIO (hasy (Hampumep,
ruaApo(UIbHbIE AHTHOKCHAAHTBI) WIH B AHCIEPCHYR (asy cepaueBuHBl (HampuMep,
ruapooOHbIE aHTUOKCHAAHTHI, TAKUE KAk, HanpuMmep, ButamuH E), Hanpumep, He Oonee 1%
o Macce, npeanourutensHo 0,01 - 0,50% mo macce, 6o1ee mpeanourutensHo 0,10 - 0,20% mo
Macce.

Kommozuius MOKeT TOMOTHUTENBHO COAEPKaTh MMMYHOYKPETLISIFOIHE TUTATETbHbIE
BellecTBa, Takue kak BuramMunbl A/B/C/E; kapoTuHOMIbI/0€Ta-KAPOTHH U KeIE30, MapraHell,
CeNeH, IMHK, OCOOEHHO eCaM KOMIIO3MIUSI COAEPIKUT HMMYHOMAEMPECCAHT, KaK B Clyuae
HMMYHOJIETTPECCAHTA, HAIMPABJIEHHOTO HA TOAB3IONIHYIO KHINKY H/HIH TOJCTYIO KHIIKY,
HampUMepP, TOJCTYHO KHUIIKy. Takue MUTATeNbHBIE BEIECTBA MOTYT MPUCYTCTBOBAThH B
KOMITO3HLIMH, WJIH €CJIH KOMITO3HIIHS CONEPKUT 000J0UKY, HATPUMED, ECITH OHA HAXOJMTCS B
(dhopMe chepbl, MUTATENBHBIE BEMIECTBA MOKHO BKITIOUHTH B 000IOUKY.

Kommosunus MOXKET Takke BKIIOUAIOT B cebs  Jpyrve XOpOII0 H3BECTHHIE
BCIIOMOTaTE IbHBIE BEIECTBA, UCTIONB3yeMbIe B (hapMaleBTHUECKHX KOMITO3UIIVSIX, BKITFOUAS B
cebsg KpacWTenW, WCIPABISIOIIAE BKYC JIEKAPCTBEHHOTO CpEACTBa, paz0aBUTeNH,
HaITOJIHUTEIHN, CBAZYIOIMUE WU T.I. le/IcyTCTBI/Ie TaKHUX H606H3aTeJ'IbHI:IX JOIIOJTHUTCIIBHBIX

KOMITOHEHTOB O€3yCJIOBHO OyJeT 3aBHCETh OT KOHKPETHOW BHIOPAHHOHN JeKapCTBEHHOM

(hOpMBL

®opma, pazmMep H reoMeTpHus
KoMmo3unust  COMTacHO  HACTOSIIEMy  M300pPETeHHI0  MOTYyT  MpuoOperarhb

HEOTpaHWYEHHOEe KOJIM4YecTBO (GopM H pazMepoB. B mpuBeneHHOM HIDKe paszerne,
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OIHMCBIBAIOIIEM CIOCO0 TOMyYeHHsT KOMIO3ULIMH, NPEACTABICHBl PA3IHUYHBIE CIIOCOOBI,
BKTIOUast B cebs 3aTMBKY WIM BBEJCHHE JKHIKON AWCTEpCHH B mpecc-popMmy, riae OHa
3aTBepAeBaET WM MOXKET 3aTBepaeBarh. Takum 00pazoM, KOMITO3HIMIO MOKHO MOJIYUYHTH B
moboit Tpebyemoit popme myTeM CO3aHusl COOTBETCTBYIOIIEH mpecc-hopmbl (Hampumep, B
dopme amcka, apaxe winm Tabnetku). Tem He MeHee, He 00s3aTeTbHO UCIOIB30BaTh MpPecc-
dbopmy. Hampumep, KOMITO3UINIO MOKHO (hOPMOBATH B JIUCT, HAIPHMED, B PE3YJIbTaTe 3ATUBKH
JKUIKOM IUCIepCHsi Ha IUIOCKYH0 TOBEPXHOCTh, IJ€ OHA 3aTBEpPAEBAE€T WIH MOXKET
3aTBEpAeBATh.

Komnosnuust mpeanouTuTensHO MOKET HaXOauThCs B opme chep nim cheprudeckux
¢dbopM, MONYUYSHHBIX COIJIACHO NPHBEACHHOMY HIDKE OIMHCaHWIO. KoMmmosummst coriacHo
HACTOSIIIEMY H300pPETEHHIO TMPEMOYTHTETbHO HAXOAWTCS B (opmMe 1O  CyHIecTBY
chepuueckux, OecrioBHBIX MuHHC(ep. OTCyTCTBHE IIBOB HA IOBEPXHOCTH MUHHCHED
NpeAcTaBiIsieT coOOW NMpeuMyIIecTBO, HampuMmep, B JanbHeWmeil oOpaboTke, HampuMmep,
HaHeceHHs 000IOUKH, MOCKOIBKY o0ecrneunBaet 60siee OMHOPOAHOE MOKPHITHE, TEKYUYECTh U
T.1. OTCyTCTBHE IBOB HA MUHUC(EPAX TaKXKe YCIUIHBAET OJHOPOIHOCTH PACTBOPEHUSI Chep.

IMpeamouruTenbHbIil AMANA30H pPa3sMepoB WIH JAWAMETPOB MHHHC(]Ep COrIAcHO
HACTOSIIEMY H300PETeHHI0 MOXKHO BBIOpAaTh BO HM30€KaHUE yISpKaHHS B JKeIyaKe Nph
nepopatbHOM BBeAeHmH MuHHC(hep. JlekapcrBeHHele dopMbl  GombImero  pasmepa
3aACPKUBAOTC B TCUCHHUE USMEHSIOMIMUXCA NEPHUOAOB BPEMCHU B KEIYIAKES U IPOXOIAIT
cpUHKTEp MPUBPATHUKA TOJIBKO C MHIIEH, TOTJa KAK MEHBIIHE IO pa3Mepy YaCTULBI TPOXOISIT
NPUBPATHUK HE3aBUCHMO OT NHIIU. BBIOOP COOTBETCTBYIOLIErO AMAmNa3oHa pa3MepoB (CM.
HIDKE), TakuM o0pa3oM, JenaeT TepameBTHUeCKHii 3(¢ekT mocie BBedeHUs A03bI Ooiee
OJIHOPOOHBIM. ITo CpPaBHECHUIKO € OAHOKpPATHBIM 6OJ'II:H_II/IM MOHOJIUTHBIM TEPOPATIBHBIM
(dbopMaroM, TakuM Kak, Hampumep, OOIIEHPHHSITOE MPECCOBAHHOE Apake, MOMyJsus chep,
BeicBOOOXK Taromuxcst B JKKT, (kak 3TO0 mpexyCMOTpEeHO JIeKapCTBEHHOH (opMOH COTIacHO
HACTOSIIEMY H300pETeHHI0) 00eCIeunBAET MOBBIIIEHHY O TUCIIEPCHIO B TPOCBETE KUIISYHUKA,
TeM caMbIM ycuauBas aOCOpOLMI0O TOCPEACTBOM BO3AESUCTBUSI HAa OONBIIYIO IUIOIIATH
SMUTEIHs], U JOCTUTaeT OOJIBIIEr0 MECTHOTO MOKPHITUSI B ompeneneHHbIX dacTsx JKKT,
Hampumep, B ToicTod kwuiuke). CoKpamieHHe BpEeMEHH YIepKaHWS B HICOLEKATbHOM
COeIMHEHHH IIPEACTABIsIeT CO00 Ipyroe NOTeHIHAIEHOE IPEHMYIIEeCTBO.

KoMIO3uIKK COTJIaCHO HACTOSIIEMY H300PETEHHIO SIBIISIOTCS MPEAMOYTUTENBHO

MOHOJIUMTHBIMU, UHBIMU CJIOBAMHU, BHYTPCHHE (T.e. B MOIEPEUHOM Ce‘leHI/II/I) TOMOT'CHHBIMU,
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WCKJTIOYAsl BO3MOKHYKO TOHKYHO IUIEHKY Marepuajia MaTPHLbl M HCKITIOYAs JIOOBIE CIOU
00010UKH.

Juametrp wMuHHChEP, MOPEAYCMOTPEHHBIX COCTAaBOM  COTJIACHO  HACTOSIIEMY
M300pPETeHNIO, KaK TMPABWIIO, HAXOAUTCS B JHuama3oHe, cocrapistonieM 0,5 mm - 10 MM ¢
BEPXHHUM IPEJEIOM, COCTABIISIOIINM MPEATIOUTHTENBEHO 5 MM, Harpumep, 2.5 MM. OcobeHHO
NOAXOASIIIMN BEepxXHUM mpeaena cocraeiasier 2 MM wid 1,7 mM. HuwkHuil npezen moxer
MPEANOUYTHTENBHO COCTaBINTh | MM, Hampumep, 1,2 MM, Oojiee MPEAMOUTUTENBHO OT 1,3 MM,
Hauboee mpeAnouTHTEIEHO OT 1,4 MM. COTIaCHO OAHOMY BApUAHTY OCYIIECTBICHHS TUAMET]
cocrasser 0,5 - 2,5 mM, Hanpumep, 1 mm— 3 MM, 1 MM —2 Mm, 1,2 Mmm — 3 MM i 1,2 mm — 2
MM. MuHHC(]EpBI MOTYT XapaKkTepH30BaThCS IUAMETPOM, He Oonblie 4eM 2,5 MM, HE3aBUCHMO
oT ux MuHHMampHOro pasmepa. Cdepel MOIyT XapakTepuU3OBaThCS AUAMETPOM,
COCTaBJISIFOINUM He 0OJIbIle YeM 2 MM, HE3aBUCHMO OT MX MHHHUMAJIBHOTO pazMepa.

Munncepa cCOriacHO MPEACTABICHHOMY B HACTOSIIEM JOKYMEHTE OMMHCAHUIO MOXKET
XapaKTepU30BATHCS ACTIEKTHBEIM OTHOIIIEHHEM, COCTABJISIOIINAM He OoJbIie ueM 1,5, Hanpumep,
COCTaBJISIFOINUM He Oojbiie ueM 1,3, HampuMmep, COCTaBISIIOUUM He Oosbiie ueMm 1,2 u, B
yactHOCTH, cocraBsirommMm 1,1 - 1,5, 1,1 - 1,3 wim 1,1 - 1,2, Tonysiust munucdep, kak
ONMCAHO B HACTOSIIEM JOKYMEHTe, Hampumep, o MeHbmeil mepe 10 cdep, Moxer
XapaKTepU30BaTHC CPEIHUM aCTEKTHBIM OTHOIIEHHEM, COCTABJISIOIUM He Oonblie uem 1,5,
HAIIPUMED, COCTABISIIOIIUM He Oosbie ueM 1,3, HampuMep, COCTABISIONIMM HE OOJbIIE YeM
1,2 u, B vactHOCTH, cocrasistomumM 1 - 1.5, 1 - 1,3 wau 1 - 1,2. AcriekTHbIe OTHOIIIEHHS,
VIOMSIHYTBIE B 3TOM ab3ane, HeoOs3aTeTbHO MPUMEHHUMBI K MOKPBITBIM  000J0UYKOM
MHUHUC(epaM H HeoOs3aTeNbHO NpUMeHMMBI K MuHHChepam Oe3 obomouku. Cpennee
ACTMEeKTHOE OTHOIIEHUE, COOTBETCTBEHHO, ONPEAEISIFOT JJTsI TIOMYJISIIUN MUHUC(ED, HAPUMeD,
o MeHbInei mepe 10 munrChep, ¢ UCMOIB30BAHUEM AHATN3ATOPA Pa3Mepa YaCTHII, HaPUMep,
anaimm3aropa vactun Eyecon™ ot Innopharma Labs, Dublin 18, Ireland.

MuHuC]epsl COTIACHO HACTOSIIEMY PACKPBITHIO, B CBS3HM C O3THUM, MOIYT
XapakTepU3oBaThCs PACKPHITHIM BBIIIIC PASMEPOM U aCIIEKTHBIM OTHOIICHUEM, COCTABJIAIOIIUM
1 - 1,5. Cepsl coriacHO HACTOSIIIEMY PACKPBITHIO MOTYT XapaKTEPU30BATHCS PACKPBITHIM
BBIIIIE Pa3sMepOM U ACTIEKTHBIM OTHOILISHHEM, COCTABIISIOIINM He 0ojibIe uem 1,3, Hampuvep,
COCTaBJISIOMMM He Oosbiie ueM 1,2 u, B yacTHOCTH, cocTassromym 1,1 -1,5, 1,1 - 1,3 wm 1,1
-1,2.

Pazmep (muamertp) cdep MOKHO U3MEPHUTH C MOMOIIIBIO JIFOOO0H MOAXO SIS TEXHUKH,

HaNpuMep, MUKPOCKOIHH, POCEUBAHUS, CEIUMEHTAINH, Coco0a C UCIOIb30BAHUEM 30H C
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ONTHYECKOH UyBCTBHTEIBHOCTBIO, CIOCODAa C HCHONB30BAHMEM 30H C JIEKTPUUECKOH
YyBCTBUTEIBHOCTBIO WIIH PACCESIHUS JIA3ePHOT0 N3ayueHus. st nenel HacTOSIero OnuCaHus
n3o0pereHus pasmep chep U3MEPSIOT C MOMOLIBI0 AHATUTHUECKOTO MPOCEUBAHUS COTTIACHO
Ob6memy ucneiranuo USP (dapmakoness CIIIA) <786> cmocoOy 1 (USP 24-NF 18, (U.S.
Pharmacopeial Convention, Rockville, MD, 2000), pp. 1965-1967).

CormacHO BapwaHTaM  OCYLIECTBJICHHS MHHHC(HEpbI COITACHO  HACTOSIIEMY
M300PETEHHUIO SIBISIOTCS MOHOAUCTIEPCHBIME. COINIACHO APYTUM BapHAHTaM OCYILECTBJICHHUS
MHUHHUC(EpBl COTJIaCHO HACTOSIIEMY H300PETeHHIO He SIBISIFOTCS MOHOAMCIEPCHbIMHU. [lox
TEPMUHOM “MOHOJHMCIIEPCHBIA ™~ MOAPA3yMEBASTCS, UYTO ISl HOMyJISIUH cdep (Hampumep, 1o
MeHbleli Mepe 100, Gonee mpeamoutHTeabHO MO MeHblneil Mepe 1000) MuHHChepHI
xXapakrepusyorcs kodddunrent sapuammu (CV) ux 1uaMeTpoB coCcTaBsieT 35% HITH MEHBIIIE,
HeoOs3aTe1pbHO 25% wnn MeHsbIe, HapuMmep, 15% win MeHbine, Takoi kak, Hampumep, 10%
WIIN MEHbIIe 1 HeoOs3arenbHo 8% wian MeHblle, Hanpumep, 5% wunu MeHblne. KoHkpeTHbIH
KJ1acC MONMMEPHBIX cepnl xapakrepusy ercst CV, cocrapistirorum 25% unu medbine. CV npu
CCBUIKE Ha HET'0 B HACTOSIIIIEM OMHUCAHUH U300peTeHus! onpeaensitot kak 100 pa3 (crangapTHOe
OTKJIOHEHHE), AeJIeHHOe Ha CpeJHee, rae “‘cpexHee’ mpeacTasisier coOol cperHHi auamerp
YACTHL, ¥ CTAHJAPTHOE OTKIOHEHHE IpeAcTaBisieT coO0i cTaHIapTHOE OTKIIOHEHHUE B pazMepe
yactuu. Takoe onpenenerre CV MOKHO BBIIIOJIHUTH C UCIIOJIb30BAHUEM CHUTA.

CornacHo HAaCTOSIIIIEMY n300peTEHHIO Mpey CMOTPEHBI MHUHHUC(]EpBHIL,
xapaxrepusyomuecs CV, cocrapisomuM 35%, 1 CpeIHUM THAMETPOM, COCTABISIONIUM 1 MM
- 2 MM, Hanpumep, 1.5 mM. CornacHo HacTosieMy H300pPETEHHIO TAKKE NMPERyCMOTPEHBI
MuHUCheprl, xapakrepmytomuecs CV, cocrapmsromum 20%, W CpeJHHM THAMETPOM,
COCTABISIIOIIUM 1 MM - 2 MM, HanpuMep, 1,5 MM, a Takke MUHUAC(EPBL, XapaKTePH3y IOILHeCs]
CV, cocrapnsitomuM 10%, U cpeIHUM AUAMETPOM, COCTABJSIIONMM 1 MM - 2 MM, Harpumep,
1,5 mm. CormacHo oOgHOMY KjacCy BapuaHToB ocymiecteiaeHuss 90% wmunHC(hEp

XapaKTEPU3YIOTCSl AUAMETPOM, cocTaBsiroluM 0,5 MM - 2.5 MM, Hanmpumep, 1| MM - 2 M.

JlexkapcTBennbie (popmMbl

Kommosnuust cornacHO HacTosimeMy H300pETeHHI0 MOKHO TMONYYHTh B BHIE
JIeKapCTBEHHOH (hOpMBI TSI MEpOPaTBHOTO BBEACHUS, MOAXOASIIIeH 11sl (papManeBTHIeCKoro
MPUMCHCHUS. CornacHo TeM BapuaHTaM OCYILICCTBJICHUS, A€ COCTaB HaxXOIUTCs B (bopMe
muHHC(epBl, HacTosiee H300peTeHHe MpegyCcMaTpUBaeT JIEKapCTBEHHYIO  (opMmy,

COJEPIKAIY 10 MHOXKECTBO MUHHUC(ED, HAIIPUMED, B BUIE KaIICYJIbI, TAOIETKH, TIEKAPCTBEHHLIE
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({OpMBI C BO3MOXKHOCTBIO BCKPBITHSI M BBICBIIAHUSI COAEPKHUMOTO B IUINY WIMA CAalle.
Munucdepsl Takke MOTYT NPEACTABISATH COOOH KOMIOZHULMIO Ui PEKTATbHOTO HWIIH
BarMHAJIBHOTO BBEIEHHSI, HAllpuMep, B BHAe KIM3MBI Win cynmosutopusi. Kommozuruio,
HanpuMep, B popme muHHC(heEp, MOKHO CMeIIaTh B MOAXOISLICH cpexe Aist oOecrieueHus!
KOMIIO3ULIMN CyNMmO3uTOpusl WM Kau3Mel [loaxonsmue cpeasl 1y CyNNO3UTOPUEB U KITH3M
XOPOIIO M3BECTHBI U BKIIOYAIOT B celsl, HApHMeEP, BOCK C HU3KOH TeMIeparypoi IUIaBIeHuUs
JUISL  CYIIIIO3UTOPUS WM TOAXOMSIIYI0 Cpexy Ha BOAHON WM MAacCiIssHOM OCHOBE JUTSI
KOMIIO3ULIUHU KIU3MBL.

Kuiikyro KOMITO3HLUIO COTIIACHO HACTOSIIEMY H300PETEHHIO MOXKHO COCTABUTD B BUJIE
JeKapCTBeHHOH (OPMBI ISl MEepOPANBHOTO, PEKTATBHOIO WIM BAarWHAJILHOIO BBEICHHS,
noaxonsmeit st hapMareBTHIecKoro mpuMeHeHus.. JKuaKy o KOMIOZULHIO MOYKHO BBECTH B
COCTaB TBEPAOH MM MSTKOH KeTaTMHOBOW KaICyJbl, CYNITOZUTOPHS WIN KIU3MBL JlocTaBKy
JKUIKOW KOMITO3UIIUH B JKeJIy JOK MOKHO OCYILECTBUTE ITOCPEICTBOM KEIIy JOUHOH TPy OKH 1U1st
HCKYCCTBEHHOTO KOPMJICHHS], PACIOJOKEHHOH B JKENyJIKe, WIM C MOMOINBIO TPYOKH ISt
ypeckoxHOi 3Hmockommueckoit ractpocromun (PEG-TpyOkm), Kak OMHCaHO HACTOSILEM
JIOKyMeHTe BbIe. JKuakyro KOMITO3UIMIO TakKe MOYKHO BBECTH HAlpsIMyl0 B KOHKpPETHbIE
yuactku B JKKT, Hanpumep, 1BeHaANATUNEPCTHY IO KUIIKY, TOIIYIO KUIIKY WIH MOAB3AOIIHY 10
KUIIKY Yepe3 NepopabHYI0 WM HHTPAHA3AIBHYIO TPYOKy C BBIXOZOM B TpeOyeMoM MecTe B
JKKT. JlocraBka >KHAKONH KOMITO3UIUM MOCPEACTBOM TPYOKH MOMKET MPOUCXOIMTH IOJ
JleficTBUeM TpaBUTALMOHHOTO IOTOKA WM MOJ AEWCTBHEM IONOKUTENBHOTO JABIEHUSI C
WCIOJIB30BAHUEM HACOCA WM IIITPULIEBOM TOMIIBI U T. I.

CormacHO BapuaHTaM OCYLIECTBJISHHSI JIeKapCTBeHHass (opma, coaeprKamas
MOMyJISINKI0  cep, MOKET OBITh NpencTaBiIeHA B EIWHUYHOW JIeKapCTBEHHOH Qopme,
HApuUMep, MOXKET COJAEP:KaThCd B OTAEAbHOM TBEPAOH TIeneBod Kamcyjae, KOoTopas
BbICBOOOXK IaeT cepsl, HAapUMep, B JKelTyaAKe. AIBTepHATUBHO, c(hepbl MOTYT COAEPKATHCS B
carre Wiu IpyroM KOHTeHHep, KOTOPbIi 00ecrieunBaeT BO3ZMOKHOCTE BBICBHITIAHUS Chep B IHILY
WIW HAIMUTOK WM BBEIEHUS uepe3 TPYOKy ATl MCKYCCTBEHHOTO KOPMIIEHHs, HAIpUMep,
HA30TracTpaIbHBIM 30HA WA JIYOACHANBHBIM 30HA JUISI HCKYCCTBEHHOI'O KOPMIICHUS.
ANbTEpHATUBHO, Cepbl MOKHO BBOAUTE B BUJAE TAOIETKH, HAIIPUMED, €CITH IOy Isust chep
CIIPECCOBaHA B OTACIBHYIO TaONETKy, KaK OIMCAHO HIDKe. AJBTEepHATHBHO, c(epbl MOXKHO
3aMOTHATh, HAMPUMEp, CIPECcCOBATH B CHELUATBHYIO KOJMMAYOK it OYTBUIKH, WX WHBIM
00pa3oM OHHM MOTYT 3aIIOJHHUTH HMPOCTPAHCTBO B CIEHMHATBHOM KOJMMAuKe Al OYTBUIKH HIIH

JPYrOM — DJIEMEHTE TepPMETHYHOr0 KOHTeliHepa (MM  KOHTeWHepa, TMOAJIEKAIIETO
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repMeTU3aliN), HAPUMED, IIPH BBIKPY YMBAHUH KOINauka Oy THUTKH cepbl BEICBOOOKTAIOTCS
B JKUAKOCTB WIH APYTroe coaepkumoe Oy ThUTKH WIH (pIIakoHa, Tak uro chepsl AUCIEPTHPYIOTCS
(WM pacTBOPSIFOTCS) C MEPEMENTHBAHUEM HITA 0e3 HEr0 B TAKOM COAEPKUMOM. JKUAKOCTh HIH
JIpyroe coaepkumMoe OyThUTKM WK (IaKOHA MOXKET HeoOs3aTeNbHO COASPIKATh OJHO W3
HECKOJIbKHMX  JOMOJHHUTENLHBIX AKTHBHBIX CPEACTB IS OOJerdeHust OOIIEeNPUHSITOrO
COBMECTHOT'0 BBEJEHUS KOMITOZUIMU LUKIOCIOPUHA C JAPYTMMH AKTHBHBIMH CPEICTBAMH.
INpumep mnpencraeasier coboit Smart Delivery Cap, mpouwsBogumyio Humana Pharma
International (HPI) S.p. A, Milan, Italy.

JlexapcTBeHHY10 POPMY MOKHO COCTABUTH TaKuM 00pa3oM, uToObl cepsl COracHo
HAcTOsIIeMy H300peTeHHI0 MOKHO OBLIO JOMOJHUTENBHO pazpaboTarh ISl CO3MaHUS
Oonbiielt Maccel cdep, HampuMep, HOCPEICTBOM MNPeccOBaHUS (C COOTBETCTBYIOLIHM
CBSBYIOLIMM W/WIH HAMOJHUTENIEM HAa MACISHOW WM TMOPOIIKOBOH OCHOBE, H3BECTHBIM
CHenuajncTaM B HacTosmelt oonactu Texaukn). bospimas (Hanmpumep, cripeccoBaHHAs) Macca
cama 1o ceGe MOXKeT MPUHUMATH Pa3HOOOpa3Hble (OPMBI, BIITIOYAs B ceOsl (POPMBI Apake,
¢dhopmbl TabneTok, Gpopmel kancya u T.1. KoHkperHas mpobieMa, KOTOPYIO peliaeT yKazaHHast
BEpCHs BAPHAHT OCyIlecTBIeHus cep, mpeacrasisier coboil “MepTBOe MPOCTPaHCTBO  (BBILLIE
OCEBIIIEr0 COACPKUMOT0 B BHE YACTHL) W/UIH “TyCTOE MPOCTPAHCTBO  (MEXKIY 3JIEMEHTAMH
COZEPKUMOT0 B BHJIE YACTHI), KaK MPABUJIO, BCTPEUAIOLIEECS] B TBEPIBIX TeJIEBBIX KaICyJIax,
SaIOJTHCHHBIX IMOPOLMIKaAMU WJIN T'paHyJIaMH. B CJIydac TaKuX 3alOJIHCHHBIX TI'paHyJIaMu WA
MOPOIIKOM KarcyJl ¢ MEPTBBIM/ITY CTBIM TPOCTPAHCTBOM MAIMEHTY HEOOXOIMMO TPOTIOTHTh
OONBIIYIO MO pa3Mepy Kamcyay, 4eM 3T0 Obuto Obl HEOOX0oAMMO, eciu Obl KamncCyibl He
coJepKall Takoro MeprtBoro mnpocrpanctBa. Cdepsl COMMacHO HACTOSIIEMY BapUAHTY
OCYLIECTBICHUS] HACTOSINEr0 W300pEeTeHHsT MOXHO JIETKO CIOPeccoBaTh B KarCyJay,
NPUHUAMAIOIIY IO BHYTPEHHIOO (hopMy TH000# KarcCy bl WM MOKET HOTpe0oBaThCS 000/101Ka,
OCTaBJISIOIIAS HAMHOTO MEHbIIee, HAPHMeED, 10 CYTH, HEe OCTABIISIOIIAS MEPTBOTO/ITy CTOTO
MPOCTPAHCTBA. AJIBTEPHATHBHO, MEPTBOE WM MyCTOE MPOCTPAHCTBO MOXKHO HCIONB30BATh
AJIL MOJIYUCHUST NpeuMymiecrBa MmyTeM CYyCIHEHAUPOBAHUNA C(bep B HOCHUTECJIC, TAKOM Kak,
HATPUMEP, MacClio, KOTOPOE MOKET SBJISITHCS HHEPTHBIM I MOJKET XapaKTePHU30BATHCS
TakuMK (yHKIIMOHATBHBEIMA CBOWCTBAMM, KaK, HANpUMEp, YCHJIEHHE MPOHUIIAEMOCTH WIH
VCHJIEHHOE pACTBOPEHHE, WM MOXKET COJASPKATh AKTHBHBIA WHIPEIUEHT, SBJISFOLIHIACS
OIMHAKOBBIM WJIA OTIHYAIOIIUMCS OT JIOOBIX aKTHBHBIX MHIpeIneHToB B cepe. Hampumep,
TBepAble KemaruHoBble win HPMC kancyasl MOXKHO 3alOIHUTE JKUIKOH —Cpenoi,

KOMOMHHMPOBAHHOM C HEMOKPBITHIMU W/HIH MOKPBITHIMU 0007104K0i cepamu. XKuakas cpena
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MOXET TPEACTABIATE COOOH OMWH WM HECKOJbKO KOMIIOHEHTOB (Da3bl, SIBIISIFOIIUXCS
MOBEPXHOCTHO-AKTUBHBIMU BEILECTBAMHU, ONMCAHHBIX B HACTOSIIEM JOKYMEHTE, WIM OHa
MOJKET TPEACTABIATh COOOM OJHO HJIM HECKOIbKO TMOBEPXHOCTHO-AKTUBHBIX BEIIECTB.
OCo0OeHHO TPEANOUTUTENBHBI, HO HEOTPAHWYHBAIOIIME MPUMEPBI MPEACTABISIOT C000it
KyKypy3HO€ Macjo, copburantpuosear (poaaBaeMblid moa TOproeeiM HazBanueM SPAN 85),
MIPOIHIEHTIMKOJIb JUKAPHIOKanpar (IpoaaBaeMblil 10 TOProBeIM HazeanueM Labrafac), 2-
(2-3TOKCUATOKCH)ITaHOT (TpoAaBaeMblii MOA TOProBeIM HazBanuem Transcutol P) wu
nojiucopdar 80 (mpoxaBaeMslii Mo TOProBeIM HazBaHueM Tween 80).

CorjacHO pemnpe3eHTATUBHOMY BapHAHTY OCYIIECTBJICHUS c(hepy IeKapCTBEHHOM
(hOpMEI TIONYYAIOT, KaK OMHCAHO B HACTOSIIEM AOKYMEHTE, HampuMep, MyTEM CMEIINBAHUS
BMECTE 10 MEHbIIIEH MEPe CO CIEAYIONIMMH MaTepralaMu; 00pasyONIuii THAPOreb MOTUMED;
MacnsHas  (paza, TMOBEPXHOCTHO-AaKTUBHOE BEIIECTBO, MPEACTABIsIONIee COOOW WM
COJeprKalee MOHO- WIH JAWTIULEPUA CPEIHELESIOYSUHON WM AJUHHOLENOYEYHOU KUPHOU
KHCJIOTBI WJIH UX KOMOUHAIIUIO, IPUYEM [TOBEPXHOCTHO-AKTUBHOE BELIECTBO HE COAEPIKUT IITH
He MpeacTaBisieT coOol MPOCTON WK CIOXKHBIA 3QUP MOTUITUISHITIUKOMS, U HUKIOCIOPUH
A, COOTBETCTBEHHO, IIMKJIOCTIOPUH A, PacTBOPEHHEIN B MaCIsHOU (paze, Takoi Kak JKUIKUI
JUnu, ¢ 00pa3oBaHUEeM AUCIEPCHU LUKIOCIOPHHA A B 00pa3yIOIIeM THAPOTeb MOJIUMEPE.
Hucnepcuio UMMOOWIH3YIOT B Tpelenax 3arBepieBiueil cdepbl myTeM BhIOpoca W3
OJHOKAHAJTBLHOTO COIUIA B MOAXOMSINYIO OXJIAKIAIOMYIO TeKyuyio cpenxy. Ilocrme ynmameHus
oXJaKIAImEel Tekyuel cpeapl Ha chepy HAHOCAT 000MOUKY MOAUPHIHUPOBAHHOTO
BBICBOOOXKIEHUS (BTOPYIO 000T0UKY) (COOTBETCTBEHHO, C MOACIOEM IIOA OOOJIOUKOM
MOIU(UIMPOBAHHOTO  BBICBOOOXKAEHHS), cdepy ¢ HaHeceHHOH 000J10ukoii 3atem
HeoOsI3aTeIbHO TMOMEINAIT B kenaThHoBY win HPMC kamcyidy, NOAXOASINYIO OISt
(hapMaLeBTHIECKOTO PUMEHEHHSI.

COOTBETCTBEHHO, JIEKAPCTBEHHYIO (GopMy TMOAy4yaroT B BHUAE EAMHUYHOMN
JieKapCTBeHHOU (HOPMBI 1Tl MEPOPATLHOTO BBeIeHus], coaepkaeit ot 0,1 mr 1o 1000 wmr,
HeoOsizares pHo OT 1 Mr 10 500 mr, Hanpumep, ot 10 mr 10 300 Mmr, ot 15 mr 10 300 mMr uiu OT
25 nmo 250 Mr, COOTBETCTBEHHO, NpHOMM3UTEIBHO 15 wMr, npubausutensHo 25 M,
npubausuTensHo 35 Mmr, npubiausurensHo 50 Mr, mpuOIU3UTenbHO 75 Mr, MPUOIU3UTETBHO
100 wmr, npubmusutensHo 150 mr, npubmusurensHo 180 wmr, npubmuzureapHo 200 Mr,

npubau3uTensHo 210 Mr win npuOausuTensHo 250 Mr HUKIOCIOpUHA A
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Onpeaenenne coaep:kaHus H pacnpeaesieHAs COCTABOB

WneHtnuHOCTE W/MIM pacmpefeseHre OJHOTO WM HECKOJTbKHX KOMIIOHEHTOB
KOMITO3HILIMH COTJIACHO HACTOSINEMY M300PETEHUIO MOYKHO OMPEAESTHTE C MOMOLIBIO JTIOO0ro
cnoco0a, M3BECTHOTO CIEUANIICTAM B HACTOSILEH obnacTu TeXHUKU. Pacnpenenenue oaHOro
WIH HECKOJBKUX KOMIIOHEHTOB KOMIIO3HMILIMHU, HApUMEpP, MOXKHO ONPEAETUTh C MOMOIIBIO
TEXHOJIOTMH XMMHYECKOM BHM3yanu3anud B OmwkHeM wuH(ppakpacHoMm guamnasone (NIR).
Texnonoruto xumuueckoil Busyanuszamuu NIR MOXHO HCHONB30BaTh AJsl MOJIyUYEHUS
n300paKEeHUH TOBEPXHOCTH WIIH OMIEPEUHOr0 CEUEeHHSI KOMITO3ULIUH, HApPUMeP, MUHUC(]EpBHL.
Ha u3o6paxkeHnn, IOTy4eHHOM C MOMOLIBIO JAHHOM TEXHUKH, BUJHO PACIIpeNeIeHHe OJHOTO
WIH HECKOJBKHX KOMIIOHEHTOB KOMIIO3MLMHU. B IOMOMHEHHE K TEXHOJOTHH XHMHUYECKOH
pusyau3auuu NIR pacnpezneneHne OJHOTO WM HECKOJbKHUX KOMIIOHEHTOB KOMIIO3HIIUH,
TaKOW Kak MUHHC(epa, HapuMep, MOKHO OIMpPEIeIUTh C OMOLIBIO BPeMSITPOJIETHON Macc-
cunekrpoMerpur BTOpU4HBIX HOHOB (TOFSIMS). Ilonyuenme wnzoOpaxkeHuii ¢ MOMOIIBIO
ToFSIMS MOeT BBISIBUTH paclpeieieHne ONHOTO WM HECKOJIBKHX KOMITOHSHTOB B
kommo3uumy. Ha nzobpakeHusx, moaydeHHbIX ¢ moMomeio aHamu3a ToFSIMS wnu ananusza
NIR, MOXXHO yBUIEThb paclpeieieHHe KOMIIOHEHTOB IO IOBEPXHOCTH KOMITOZUIIMHM WU B
MONEPEeYHOM ceueHun Komnosuimu. OnucaHHble B 3TOM alzaile CriocoObl  SIBISIFOTCS
MPUMEHUMBIMH, HAIPUMED, K KOMIIO3ULINY, COASPXKAIIEH MOIUMEPHYIO MAaTPHULY, HAIIPUMeED,

BBICYIIIEHHBIH KOJIJIOW, PACTBOP WJIH JUCIIEPCHIO.

PapMaKOKHHETHKA

Cozeprxaryie UKJIOCHOPHH A KOMITOZUIINH TSI TEPOPATHHOTO BBEACHUS, OMICAHHBIE
B HACTOSIIEM JOKYMEHTe, MOryT 00eCneurnBarh, Cpeld APYyTUX MPU3HAKOB, OIarompUsTHBIA
tapmakokuHeTHYeCKHi TPOGIIL IO cpaBHEHHIO ¢ Neoral 17151 mepopanbHOTO BBEASHHS H/HIH
C BHYTPHUBEHHO BBOJMMEBIM IUKJIOCIIOPHHOM A, Kak Hampumep, Sandimmun™,

KoMmosunuy CorjacHoO HACTOSIIEMY H300peTeHHI0 00eCneurBaloT MOHIKEHHOE
cpeqHee BO3AEHCTBUE UKJIOCIIOPUHA A B IETHHON KPOBH IOCIE ITePOPATLHOIO BBEIESHUS I10
CpaBHEHUIO C TepopanbHbIM BBeacHuem Neoral™ B TOl ke 03¢ IUKIOCHOpPWHA A.
BosaeiicTBue mMKIOCHIOPUHA A B LENBHOH KPOBH MOXKHO ONPEIENUTH MyTEM H3MEpPEHUS
mwiomaau noj kpreoit (AUC) 3aBHCUMOCTH KOHIEHTPALMH HUKIOCTIOPUHA A B LIEJTBHOM KPOBH
OT BPEMEHH TOCJIE BBEISHUS OJHOKPATHOM 10361 KOMITO3ULIAH, COASpKAIIeH ITNKIOCIOPHH A.
[Tnomane mox KpuBO# 3aBUCHMOCTH KOHIEeHTpauuu oT BpeMeHH (AUC), paccuuTaHHYIO OT

Havajga BBeAeHUS 103 (t=0) mo mocnenHel wmaMepsieMoil KOHUEHTpauuH (t), 00o3HAUAIOT
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“AUCo”. CoorBercrenno, cceuika Ha “AUCo244" mpeacrasmsier coboit AUC ot t= 0 10
rocnenHel m3MepseMoi Touky uepes 24 gaca mocne BeaeHns. AUCo« MOXKHO pacCuuTaTh ¢
HUCIIOJIB30BAHUEM XOPOIIO H3BECTHBIX CHOCO6OB, HanmpuMmep, € IMOMOIIBRO JIMHEHHOTO
TpaneuueJalbHOro ananusa. I lnomanes moa KpuBoil 3aBUCUMOCTH KOHLIEHTPALUUA OT BPEMEHH,
3KCTpamoyupoBaHHas: Ha OeckoHewuHOCTh, mpexacraBaseT codoi  “AUC.int". AUCo-inf
PaCCUHTBIBAIOT C MCMOIB30BAHUEM H3BECTHBIX CIIOCOOOB KaK:
G
AUCo+ + S

Kel

I'ne: C; = mopobpaHHasl mocye Hssl HeHyJIeBasi KOHIEHTPAUus I/l JAHHOTO JISUEeHUS],
AUC ¢ COOTBETCTBYET MPEACTABICHHOMY BBILIE ONPEIEICHUI0;, U Kel = KOHCTaHTa CKOPOCTH
sMuMHUHANH. Ke| pacCUMTEIBAIOT C IOMOIIBIO PErpecCHOHHOI0 aHAINM3a HATypaTBHOrO log
(Ln) mpodusist 3aBUCUMOCTH 3HAYEHUI KOHIIEHTPAIIUH B LIEJBHON KPOBU OT BPEMEHH.

Tepmur “Cmax” OTHOCHUTCS K MAaKCHMAJIBHOW KOHIIEHTPALMK ITUKJIOCIOPHUHA B
LEeJLHON KPOBH MOCIIE BBEJCHUS OTHOKPATHON JO3bI KOMIIO3HINH, COASPKAIEH IUKIOCTIOPUH
A

TepmuH “Tmax”™ OTHOCHTCS KO BpeMeHH, 3aTpaueHHOMY Ha poctkenne Cmax mocie
MIEPOPATHHOTO BBEACHUSI KOMITO3HUIIAN, COAEPKAIIEH TUKIIOCTIOPHH A.

s cratuctudeckoro aHanusa aansbie PK morapudmuuecku npeoOpazoBeiBav nepes
MPOBEASHUEM CTATUCTHUESCKOro aHain3a. Kak mpaBuiio, craTHCTHYECKHE aHAIN3bI IPOBOJSIT C
UCTONb30BaHueM aucnepcuonHoro aHammza (ANOVA) u pacuera 90% JOBEpUTETBHOTO
UHTEpBajIa 1 Kaxaoro papmakokuHernueckoro napamerpa (Cmax u AUC).

Hzmepenne n anamn3 AUC, Cmax 1 Tmax XopoIio W3BeCTHbI B HACTOsIEl oOnacTu
TEeXHUKHA M UX MOKHO MPOBECTH C MCHOJB30BAHHEM CIOCOOOB M TEXHHK, ONMCAHHBIX Ooiee
nogpoOHO B MpUMepax WIH CCBUTASICh HA TaKhe CTaHAapTHhIe yueOHuKkH, kak Remington, The
Science and Practice of Pharmacy 22nd edition, wim Basic Pharmacokinetics and
Pharmacodynamics: An integrated Textbook and Computer Simulations, Sara E. Rosenbaum,
2011 John Wiley& Sons. Bo Bcex cayuasx cceuiku Ha AUC, Cmax v Tmax npeacTaBasioT
co0OH cpenHHWe 3HAUEHHWS, W3MEPEHHbIE II0CJAe BBEIEHUS KOMIIOZULIMHU, COASpIKaIIei
IMUKJTOCTIOPUH A, YCIIOBEKY, MpEeANOYTUTEIIBHO 3A0pOBOMY MYKYUHE, HaTOIIaK.
CootBercTBeHHO, CYyOBEKTBHL, HCHONb3yeMble B ucciaenosanun PK, mpencraeisror coboit

B3POCIBIX MYKUMH Maccoii mpubmmurenbHo 70 kr (mampumep, 70 xr £+ 12 kr).
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CoOTBEeTCTBEHHO, CYyOBEKTBI XapaKTepU3YIOTCSI HMHAEKCOM MAacChl Tela, COCTABISIOIIUM
NpUOIU3HTENBHO 25 Kr/M? (Hanpumep, 25 kr/m” £ 2,5 kr/m?).

CormacHO  HEKOTOPBIM  BAapHAHTAM  OCYLIECTBJIEHHST KOMIIO3HMLHUSI  COLJIACHO
HacToseMy n3o0perenuio obecneunBaer 3HadeHne AUC w/unu Cmax, kak 3Hauenue AUC
i Cmax “nocne nepopanbHOrO BBEACHUS OJHOKPATHOH 103bI 75 MI LUKJIOCHOpHHA A”.
H3BecTHO,  UYTO  IWMKIOCIOPHMH A TpOsBIsSeT  NPUOIM3UTEIBHO  JIHMHEHHBIH
(dapmaxokuHeTHuecKkuii mpoduias cormacHo Otuery o rocyaapcrBeHHoi onegnke EU HMA
MSITKUX Kancy nuknocnoprna “Docpharma™ DK/H/968/1-3/MR, crp. 4.

COOTBETCTBEHHO, ClieayeT MoHuMarTh, uTo cchUika Ha “AUC uwaum Cmax KOHKPETHOTrO
3HAUEHWs] II0CJIe IIEpOPATIBHOTO BBEACHHUS KOMIIOZHMLMH B BHIE OJHOKPATHOH MO03BI,
cozepxkameid 75 mr mukiociopuHa A denoseky Haromak, i Ha AUC mmm Cmax, npsmo
MPONOPIMOHANBLHBIE YKA3aHHBIM, A1 OOWIEH M03bI, OTAMYHOW OT 75 Mr” O3HAUYAET, YTO
3Hauenne AUC unu Cmax mpsiMo IMpoNnopLUUOHATBEHO MAacce BBOAUMON J03bI HUKIOCIOPHHA
A. B kauectBe mpumepa, ecam OgHOKpaTHas xo3a 150 Mr muxiocmopwH A momjIexanta
BBeJEHHIO, TO cooTBeTcTBY Iomue 3HaueHust AUC u Cmax OyayT npuOau3uTeNbHO B 1Ba pas3a
MPEBBINIATE 3HAUEHHSI, IIOJYUSHHBIE C IIOMOIIBI0 OJJHOKPATHOM 10361 75 MI' IUKJIOCIIOPHHA A.
AHaJIOrM4YHO, BBEACHHE OJHOKPATHOM A03bI, COCTABISIOMIEH 37,5 MIr IUKJIOCIOpUHA A, Kak
mpeanojarawT, Oymer obOecneunBarh 3HaueHuss AUC u  Cmax, mnpuOIH3HTEIBHO
OTIMYAIOUINECS] B TIOJOBHHY OT HaOMIOJaeMbIX MOCHE BBEAEHHS 75 MI IHMKIOCHOpPHHA A.
[MponopuuOHATEHOCTE OT A03bI AUl UAKIOCHOPUHA A MPUMEHHMA B IIMPOKOMY IHAIMA30HY
J03UpoBOK wukiaocnopuHa A, Hampumep, oT 0,1 mo 1000 Mr, COOTBETCTBEHHO, OT
npuban3uTensHo 1 Mr o npubnusutensHo 500 mr, Gonee KOHKPETHO OT MPUONU3UTENBHO 5
MT 10 NpUOTU3UTETBHO 350 MT.

CormnacHo OJHOMY BapHaHTY OCYIIECTBISHHs KOMIO3HMLMSI obecneunBaeT cpenHee
sHaueHne AUCo.nf B IETBHOW KpPOBH, COCTaBjsiiomee ot mnpubamsurensHo 140 mo
npubau3uTensHo 420 Hr.u/mMi, HanpuMep, oT npubausurensHo 140 mo npubnusutensHo 350
Hr.u/mi, npudausutensao 140 xo npudausurensHo 400ur. /M, ot npudausureasbHo 150 10
npubansutensHo 350 Hr.w/min, ot npubnuzutensHo 150 no npubmusurensHo 300 Hr.w/Mi, OT
npubmusurensHo 180 mo mpubmmsurensHo 350 Hr.w/mia, ot mpubmausurensHo 200 10
npubau3uTensHo 400 HI.u/MIT Wik ot npubau3uTensHo 180 1o mpubnuzurensHo 320 HE.u/MIT
U cpexHee 3HaueHMe Cmax B LENbHOM KPOBH, COCTABISIOIIEE OT MPUOMU3UTETBHO 25 10
MpUOIM3UTENBHO 45 HI/MIT IOCIE TePOPATBHOrO BBEACHHUSI KOMITO3UIMH B BUE OJHOKPATHOM

JIO3BI, comepxammei 75 Mr nukiaocmopuHa A denoBeky Haromak, win 3HadeHus: AUCo.inr U
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Cmax, mpsMO TPONOPIHOHAIBHBIE YKA3aHHBIM, TSI OOWIEH A03bI, OTIUYHOW OT 75 M.
COOTBETCTBEHHO, KOMIO3UIMs oOecrmeunBaer 3HaueHHe Tmax, COCTaBISIIOIIEE OT
MpUONU3UTETBHO 4 4acOB A0 MPUOIU3UTENBHO 8 YaCOB, COOTBETCTBEHHO OT MPUOIU3UTETBHO
4 vacoB a0 mMpUOIM3UTETBHO 6 YacOB W, B YACTHOCTH, NPUOIUBUTENBLHO S5 YaCcOB; MU

MpUONHU3UTETRHO 5,5 YaCOB; WIH MPUOIU3UTENBHO 6 YaCOB.

Konnenrpanus nukjiocnopaaa A B o0pa3nax Kajia

KoMmo3unust ~ HMKIOCIOPUHA  MOXKET  BBICBOOOXKAATH  LUKIOCIOpUH A
(IpeAMOYTUTENHEHO B COMOOMIU3UPOBAHHON (hopMe, HAmpuMep, B BUAE PACTBOPA B MACIISIHOM
Karute WIH B BHUIE MUIEI, coaepammx Imiinocmopud A) B HwKHUX oTaenax JKKT wu, B
JaCTHOCTH, TOJCTOH KHIIKE. COOTBeTCTBeHHO, KOMITO3HIIHSI oGecneqHBaeT BBICOKHEC
JIOKQJIbHBIC KOHIICHTPAIIMU LUKJIOCIIOPHHA A B COIEPKUMOM IIPOCBETA M IOMOIHUTEIBHO
npuBoaUT K abcopOuun muknocrnopuaa A B Tkanb JKKT. Konnenrpanus muknocnopusa A B
MPOCBETE U TKAHU IIOCJAE NEPOPAIBHOTO BBEACHMSI KOMIIO3HLIMM COTJIACHO HACTOSLIEMY
I/1306pe’I‘eHI/IIO SIBJISIETCSI TOBBIIIEHHON OTHOCHTEIHLHO TOI\/'I, KOTOpast sIBJISIETCS PE3YJIbTATOM
nepopaabHoro BeeaeHust Neoral™ wm [V BBeeHus B Buae Sandimmun™., Tem He MeHee, Kak
00CYKIAI0Ch BBINIE, KOMIIO3HWIHS COTJIACHO HACTOSAMIEMY H300PETEeHHI0O MPHUBOIUT K
OTHOCHTETBHO HU3KOMY CHCTEMHOMY BO3IEMCTBUIO MUKIOCIOpHHA A B KpoBU. OmHCaHHBIC B
HACTOSIIEM NJOKYMECHTEC KOMITIOSUIIUN LUKIIOCIIOPHUHA, COACPKAIINE IMMOBEPXHOCTHO-AKTUBHOC
BEIIECTBO, TAKKE MOTYT CHIXKATH MeTa0OM3M LUKIOCIOPHHA A TOCTE BBICBOOOXKIASHUS
nuknocnopuHa u3 komnosuuuu B KKT.

KoMmmosunus OHKIOCOPHHA MOXKET Oo0ecHeudBaTb COOTHOILIEHHE CpemHei
KOHIIEHTPAIMU UKIOCIIOPHHA A K KOHIEHTPAILIMH META0OJUTOB LIUKIOCTIOpHHA A (HampuMep,
CyMME CpeiHuX KoOHIeHTpauuii MmetabomutoB AM4AN u AMY, wium cymMMme CpeaHUX
KoHIeHTpauuii Mertabonmuros AM1, AM9 u AMA4N), cocrasmsomee 6oipme yem 12:1.
COOTBETCTBEHHO, KOHLIEHTPALIUIO META0O0TUTOB H3MEPSIIOT Kak CyMMY CPEIHEH KOHIEHTPALUH
Kaka0ro MeradonuTa, MPUCYTCTBYHOIIEro B oOpasie kaia. CoriacHO OXHOMY BapHAHTY
OCYLIECTBICHUS] “KOHLIEHTpaUusl MeTaOOJWTOB IHKIOCIOPHHA A” OTHOCHTCSI K CyMMe
cpenHux KoHreHTpamnuii Merabonmutos AM4N + AMY, npucytcrByromux B odpasie. CoriacHo
IPYroMy BapHaHTY OCYIIECTBACHHS ~KOHLEHTpAIMsl MeTa0OJIMTOB IMMKJIOCHOpHHA A”
OTHOCHUTCSI K CYMME CpeAHMX KOHIEeHTpaiuii MmerabomuroB AM4AN + AM9 + AMI,
MPUCYTCTBYIOIKX B 0Opasiie. COOTBETCTBEHHO, COTJIACHO OJHOMY BAPHAHTY OCYIIECTBISHUS

COOTHOLICHHE CpeAHEl KOHLIEHTPALINH [IUKJIOCIOPUHA A K KOHIIEHTpauy MeTabonutos AM1,
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AM9 u AM4N cocrasnser Oombire yem 12:1, manpumep, ot 20:1 o 40:1, ot 20:1 g0 35:1.
COOTBETCTBEHHO, COOTHOIIEHHE IIMKJIOCIOPHHA A K KOHLIEHTpALMH METa0OIUTOB B 00pasie
Kaja ONpeaelsitoT Moc/e NepopaIbHOr0 BBEASHUSI OJHOKPATHOM 03I, COCTaBISIIONIEH 75 Mr
mukiocnopuHa A. Tem He MEHee, Takke MOXKHO HCIIONB30BATH APYTHE NO3bI U PEKUMBI
BBEACHHUSI 103, TAKUE KaK BBEJCHUE TO3bI ABA pas3a B JeHb. Kak OMMCaHO BhIIIE, KOHIIEHTPALUU
MOJKHO OIPENEInTh B 00pasie Kaua, coOpaHHoM uepe3 12 - 28 yacoB mOCiIe BBEISHHUS T03bI
KOMITO3UILIUH. Tem He MEHEEC, KOHLICHTPALIUU MOKHO OIIPEIACIIUTE B KaJIC, COGpaHHOM B Apyrue
MOMEHTHI BPEMEHH TOCJIE MePOPATFHOrO BBEACHUSI KOMITO3ULIUU IIPH YCIOBUHU, UTO TMPOIILIO
JOCTaTOYHO BPEMEHH IOCNIE MEePOPATLHOTO BBEACHUS KOMIIO3UIIUU AJIsl TPOXOKICHUS Yepes
KHIIEYHUK Tak, YToObI LUKJIOCIIOPHH W €ro MeTaboNUThl MPHCYTCTBOBAIH B COOPaHHOM
obpasue kana. [lpemmomararor, 4YTO COOTHOLIEHMS LHIKJIOCIIOPHHA K MeTaboauTam,
M3MEPEHHBIE B COOpaHHBIX 00pasuax kaja, OyAyT SBASTHCS MPUOTUZUTENLHO OTUHAKOBBIMH,
HE3aBUCUMO OT KOHKPETHOTO MOMEHTA BPEMEHH, B KOTOPEIi cobupanu kan. COOTBETCTBEHHO,
He MOAPa3yMEeBAETCs, UTO CChUIKA B HACTOSIIEM JOKYMeHTe Ha 3ab0p oOpasia kana gepes 12 -
28 uacoB smisiercss orpaHuuuBaronieii. COOTBETCTBEHHO, COOTHOIIESHMS ITUKIOCIIOPHHA K
MeTaboIuTaM U3MEPSIIOT B 00pasiax Kajia, B3STBIX OT CYOBEKTOB, KOTOPBIE MOABEPIJIHCH
BO3JCUCTBUIO PETYJISIPHON exeaHeBHOW A03bl kommoszuuuu. [locine IIUTenbHOro mepuoaa
€KEIHEBHOT'O0 BBEAEHHS JO03bl MPEANOJararT, 4ro OyIeT IOCTHTHYTHl PaBHOBECHEIE
KOHLCHTpau OUKJIOCIIOPUHA U MeTa6OJ'II/ITOB ", TAKUM 06pa30M, MOKET 6I:ITI> AOCTUTHYTA
MEHbBINAS U3MEHYHMBOCTh B M3MEPEHHBIX KOHISHTPAIMSX IUKIOCIOPHHA U METaOOIUTOB B
kasie. COOTBETCTBEHHO, COOTHOUIEHHE KOHLEHTPALUU LHKJIOCIOPUHA K KOHIEHTPaLUUu
MeTabOoNMUTOB, HAITPUMEDP, MOKHO M3MEPHUTH B 00pasie Kaua, coOpaHHOM 4epe3 4 - 6 4acoB
[OCJIe TMEePOPaATFHOTO BBEASHUS TMOCIASAHENd M03bI NIpPU TMEePOPaTBbHOW CXeMe mpuema
KOMITO3ULIMA OXWH pa3 B JNE€Hb M CXEeMBbl NPUEMA, COAEp:KAIled NepopabHOE BBEICHHE
KOMITO3MIIMK OAWH pa3 B JeHb (Hampumep, coiepkaimeil 75 Mr nukiaocnopuHa A) B TeUeHHE
CeMU JHel.

B kadecTBe CpaBHEHHS C KOMIIO3UIMSIMU COIJIACHO HACTOSIIIEMY H300PETEHHIO,
MPUMEpEl B HACTOSIIEM JOKYMEHTE IOKA3bIBAIOT, YTO MepopanbHoe BBeiaeHue Neoral™
MPUBOANT K COOTHOIICHUIO KOHLIEHTPAIIUH LUKJIOCIOPHHA A K KOHIIEHTPAUH METaOOIHUTOB
makaocnopraa (AM4N  + AMY), cocrasnsmomeMy mnpubnusurensio 0.6:1, oTpakas
OTHOCHUTENIPHO BBICOKOE CHCTEMHOE BO3ISHCTBHE M OTHOCHUTEIBHO HH3KOE JIOKATLHOE

TKaHeBOe Bo3AelicTBue B HIDKHUX oTAeaax JKKT, B 4aCTHOCTH, B TOJICTOM KHIIKE. AHAJIOTHYHO



140

IV BBemeHme 2 MI/KI LUKJIOCHOPHUHA NPHBOAMIO K COOTHOIIEHHIO, COCTABJISIOIIEMY OT

mpubnusurenpHo 0,3:1 10 npudausurensHo 0,45:1.

Iuxaocnopun A B coaep:kamMom npocsera H Tkann JKKT

BBICOKYI0O KOHLIGHTpaLMIO LHMKJIOCIOPHHA A B COJAEPKMMOM IPOCBETAa HUKHUX
ornenoB JKKT m xoHmenTpaumio mukimocmopuHa A B Tkanm JKKT MoxkHO ompenenutsb C
MOMOIIBIO U3MEPEHUSI KOHLIEHTPALIMH LIHKJIOCIIOPHHA A B COAEPKUMOM MPOCBeTa M 0Opas3max
TKaHW, B3AThIX B KOHKpeTHBHIX Mecrax B JKKT. KonueHrpammm nukiocmopuHa A BO
BHYTPUTOJICTOKMIIEYHOM KaJIe U TKAHU TOJACTOW KHUIIKH MOKHO HU3MEPHUTH Y IMALIUCHTOB -
Jrofeli, KaKk OMHCAaHO B IPOTOKOJAX, OMMUCAHHBIX B mpumepax. Coaepskainasi HUKIOCIOPUH
KOMITO3UIIUSI O0ECTEeUMBAET BBHICOKHE KOHLEHTPALMH IMKJIOCHIOPHHA A B CIAM3HCTOM U
MOACIM3UCTON (T.€. BHYTPEHHHX TKaHSX), Hampumep, TOACTOM kuiku. KoHueHTparmo
LMKJIOCIOPHHA A B TKAHSIX TOJCTON KHUIIKH MOXKHO U3MEPUTH Iy TEM IOIYUCHUSI CPe3a TKAaHU
TOJICTONH KHIIKH, Pa3[eleHus CI0eB TKaHW (HampuMep, CIU3HCTOTO, MOACIM3UCTOrO M
HAPYXKHBI{ MBIIIEYHBIA CJIOW) W W3MEPEHHs] KOHLEHTPAUUH LUKIOCIOPHHA B KKIOM H3
COOTBETCTBYIOIIUX CJIOEB TKAHU.

INpucyTcTBue BHICOKOW KOHLIGHTPALMHU HUKIOCIOPUHA A B MPOCBETE TOJCTOU KHUIIKH,
obecneunBaeMOW KOMIIO3ZUIMEH COIVIACHO HACTOSIIEMY H300PETeHHIO, KaK IPeIrnoJarawor,
ofecrmeunBaeT KOHLEHTPAUMOHHBI TPAIHEHT, KOTOPBI HEeWCTBYeT Uil CTHUMYJISLIFH
abcopOuu  UKIOCIOpHHA A (MPEAMOYTHUTENRHO B COMIOOMIU3UPOBAHHON (opMme) B
COOCTBEHHY IO TTACTHHKY CIIM3UCTONW 0OO0IOUKH TOJCTON KUIIKH, TAE MPeoOIafat0T OCHOBHBIE
LEJEBbIE Pa3peryJUpOBAHHbIE KMMYyHHBIE KJIETKH, AaCCOLMHUPOBAHHBIE CO MHOTMMH
BOCITAJIUTCJIbHBIMH SaGOHeBaHI/ISIMI/I TOJCTOH KUIIKH. B CBsI3M € OTHUM, KOMIIO3HIITHH COIJIACHO
HACTOSIILEMY H300peTeHnto 00ecreunBaloT JOKATbHOE MECTHOE JeUeHHEe II0JBEPrHYTOH
3a00I€BaHII0 TKAHW TOJICTOM KHINKH W, KaK MPEAIOJNAraroT, SBJISIOTCS MPUMEHUMBIMH B
JIeUSHUH COCTOSHUMA, TaKUX KaK HeCHeUmu(pHUecKHii $3BEHHBI KOJUT H  JAPyrUe
BOCTITATENbHBIE 3a00I€BaHUSI, TOPAKAIONINE 0 MEHBIIEH Mepe TOJICTYIO KHIIKY. B oTnmune
oT 3TOro, mnepopaibHoe BBeaeHne Neoral™ obecnieunBaeT OTHOCHTEIBHO HH3KYIO
BHYTPUIIPOCBETHY F0 KOHLIEHTPALUIO HUKJIOCIOPHHA A K BHYTPEHHUM TKAHSIM TOJICTOU KUIIKH.
BHyTpuBeHHOe BBeAeHME IMKIOCHOpuHA A B Buae Sandimmun™ cHukaer MeTabOIH3M B
KHIICYHHUKE M MOXKET O6eCHe‘-II/IBaTI: KOHICHTpALUn MeTa60.]'II/ITOB B Kaje, CXOAHBIC C
KOHIIEHTpAIUSIMHU, 00SCIEeUNBASMBIMU KOMITO3UIUEH TSI MEPOPATBEHOTO BBEASHHS COTJIACHO

HacrosimeMmy wu3oOperenuto. Tem He MmeHee, IV BBeneHHME LIMKIOCIIOPHHA HPUBOJUT K
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CYIIIECTBEHHO TMOBBIINIEHHOMY CHCTEMHOMY BO3JEHCTBHIO U, Oo0jiee TOro, K TOMY, 4YTO
OTHOCHTEIBHO BBICOKHME JA03bI [V LUKIOCHOpUHA MOTYT OBITh HEOOXOAUMBIMH ISl
O6eCHequH$I TCPANEBTUUCCKUX KOHLCHTPAUWU HUKIOCIIOpHHA B TKAaHU TOJICTOM KHIIKH IO
CPaBHEHHIO C MEPOPATHLHBIM BBEIEHUEM KOMITOZHITUU COTJIACHO HACTOSIIEMY H300PETEHHUIO.

B cBsI3u ¢ 3THUM, copepIKaias UKIOCIOPUH KOMITO3HMIHUS, KaK TMPEANOIararT, MOKET
obecneunBaTh TepameBTHUYeCKHi >(dexr mpu Oonee HU3KUX H03aX, ueM Neoral w/mim
Sandimmun™, TakuM 00pa3oM, IOMOJHUTEIBHO MHHHUMH3UpPYSI MOOOUHBIE 3(]deKTsr,
ACCOIMMUPOBAHHBIE C CHUCTEMHBIM  BO3JelicTBHeM rmwmkiaocrnopuaa A.  Hekoropoe
BBICBOOOJK/IEHHE NUKIOCIIOPHHA A M3 KOMITO3HIIMHA MOKET MPOUCXOTUTH MO MEPE TOTro, Kak
kommosunus nmpoxoaut dyepes3 JKKT, u BEICBOOOKIEHHE MUKIOCTIOPHHA MOMKET MPOUCXOAUTE
HE MCKIIOUYUTEIBLHO B TOJCTOH Kumike. B cBsI3m ¢ OTHM, TaKasi KOMIIO3HIHSI COIJIACHO
HACTOSIIEMY M300PETEHHIO MOKET 00ECIeUnBaTh JOKAIBHO NEHCTBYIOMUI TUKIOCTOPUH A
[0 MEHBIIEH Mepe B TOJICTOU kuiike U B Apyrux dactsx XKKT, manpumep, B psMoil KUIIKe U
MOJB3AOIIHON KHIIKE, B CBSI3H C OTHM, KOMIIO3UIIMS MOKET 00ECIeunBaTh TePareBTHUECKHUIA
3¢ ek B TeueHnr Wiu MPOPUITAKTHKE COCTOSIHUM, MOPAXKAIOIINI HE TOJBKO TOJCTYIO KHUIIKY,
HO Taioke apyrue yactu JKKT, kak onmucaHo B HACTOSIIEM JOKY MEHTE.

HaMepeHre KOHIIEHTPAIMK  IMKIOCIIOPWHA B TKAHW TOJCTOM  KHIIKH |
BHYTPUTOJICTOKHIIIEUHOM Kajie JIFoAed MOJKHO NPOBOAWTh, Kak OMHCAHO B MpHUMEpax.
CooTBeTcTBeHHO, 00pa3Lbl TKAHU TOJICTOH KHIIKH MOy YaTH OT HAlHUEeHTa, KOTOPBIA MOy i
MepopaNbHOe JIEUEHHE C TIOMOIIBI0 COAeprKaiieil MUKIOCTIOPHH KOMITO3HMIIMH, IyTEM
CHUTMOUJOCKONIMK C HWCIOIB30BAHHEM, HAMpPUMeEp, OMONMCHUMHBLIX IIUMIOB C 3aKHMOM, IS
MOJy4YeHus] O0Opa3loB TKAaHM TOJCTOM KUIIKA. COOTBETCTBEHHO, CHTMOUIOCKOITHUS
MpeacTaBisieT coboi THOKYH CHIMOMIOCKONHI. CHTMOMTOCKONHIO MPEATOUYTHTETBHO
MPOBOJSIT HA HEMOATOTOBJIEHHOM KHIEUHHKE (32 MCKIIOYEHHEM BO3IyXa U BOJBI) C TEM,
4yTOOBI TOJTyUEHHbIE 00paslbl TKAHU HACKOJIBKO 3TO BO3MOXKHO BOCIHPOM3BOAWIM In Vivo
COCTOSIHME TKaHH, KOTOpPOe HWHa4ye MOII0 Obl ObITh HApyIIEHO OOIIMPHOW MOATOTOBKOM
KHIICYHHUKA. Pa3Mep 6I/IOHTaTOB, COOTBCTCTBCHHO, COCTAaBJISAI HpI/I6J'II/ISI/ITeJ'II:HO 5 MM 1
ONTHUMANTBHO 110 MEHBINEH Mepe 1Mo 5 OGMONTATOB C MHTEPBAIOM B MPUONU3UTENLHO 1 CM ApyT
OT Jpyra mojaydaau OT cyOwekTa. ITpeamouTuTebHO OHOMTATHI MONYUYANTd HACKONBKO 3TO
BO3MOXKHO ONMKe K Cele3eHOUHBIH M3ru0 000MOUHON KHIIKH. ANBTEPHATHBHO, OMOMTATHI
TAKKE MOXKHO MOy YUTh U3 CUI'MOBUHON 00010uHOM KuIiku. Kaxapiii Ouonrar HeoOX01uMO
MPOMBITh (PH3MOOTHUECKHM PACTBOPOM, BBICYIIMTH MPOMOKAHMEM W 3aTEM XPaHUTh MPH

HHU3KOH TeMrmeparype, COOTBETCTBEHHO, npu npubausutensHo -70°C, no anammza. O6pasubl
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TKaHU MOKHO AHAJIM3MPOBATh HAMPSMYIO B OTHOIIEHHWH KOHLIEHTPALMU IMIKJIOCIOPHHA A,
NPHUCYTCTBYIOLIETO B TKAHU. TeM He MeHee, MPEANOUTUTENBHO U3 00pa3ia BHaYale yIAISIOT
CIIM3UCTBIA CJIOW, TPHUCYTCTBYIOIIMHA HAa TOBEPXHOCTH TKAHW TakK, YTOOBI H3MEpeHHas
KOHLIEHTpaUusT LUKJIOCIOPHHA TNPEACTaBIsUIa COOOH KOHLEHTPALUHMIO LUKIOCHIOPUHA,
MIPUCYTCTBYIOIIEr0 B SMUTETHATBHON U CNU3UCTON TKaHU. CAM3UCTBIN CTOH MOYXKHO yATUTh
MyTeM OTMBIBKH TaKUM TMOIXOMSIIMM pPAacTBOpHUTENeM, Kak N-aleTHILNHCTEHH B BOJE.
VY naneHue CIU3UCTOrO Closl 00ECTIEUNBAET TO, UTO H3MEPEHHAs! KOHLIEHTPALMS IAKIOCIOPHHA
SIBTISIETCS] PENPEe3SHTATUBHON JJIs1 KOHIIGHTpaK, a0COpOHMPOBAHHONM B TKAHb, 4 HE CIIM3UCTHII
ciao. LluxknocnopuH, NPUCYTCTBYIOIUMM B CIM3UCTOM CJIO€, MOKHO ONpPEAENUTH MOyTEM
aHaIN3a CMBIBOB CO cM3UCTOU. [Toaxoasmme criocoOs! MOy UYeHNs M aHATN3a TKAaHH TOJICTOH
KHIIKW IPEICTaBISHBI B pa3ene IpUMepoB.

OO0pa3upl BHYTPUTOJICTOKHIIEYHOTO Kaia COOTBETCTBYIOIIMM 00pazoM cobupaiu
NMpUOIM3UTENBHO U3 TOTO K€ MECTA B PEAENIax TOJICTOW KUIIKHU, YTO M TKAHEBbIE OMOIITATHI, C
TeM, 4TOOBI M3MEpeHHe KOHLEHTPALMN IUKJIOCIOPHHA B TKAHW M BHYTPHUTOJCTOKHIIEIHOM
Kajle MPeICTABISIO KOHLEHTPAUUH, MPUCYTCTBYIOIUE NPHOIUZUTENEHO B OTHOM H TOM XKe
MECTe B peaeaax TOJCTON KUILIKH.

Tkanesble 6GmonTaThl U OOpPA3LEl BHYTPUTOJCTOKUIICUHOrO Kaia CIeayeT HOIydaTh
MOCIe JOCTaTOYHON MPOJO/LKHTENBHOCTH BBEISHHS 103 LHUKIOCHOPHHA IS AOCTHKEHHS
PABHOBECHBIX KOHIIEHTpAIMii B TOJCTOM kuinke. Hampumep, 3a0op OuonTaTtoB M 0OpasLoB
KaJia, COOTBETCTBEHHO, MOYKHO IPOBOUTE uepe3 7 AHell oexeTHEBHOr0 epopaIbHOr0 MpuemMa
03 KoMHosuimu. buonTatel u 00pa3ubl BHYTPUTOJCTOKHIIEUHOTO Kajla, COOTBETCTBEHHO,
MOJTy Yar0T OJHOBPEMEHHO B Ipenenax 4 - 6 yacoB mocie nocjaeaHel 1036l B 7-THEBHOU cxeMe
rpuemMa.

CooTHolleHne cpefHell KOHLEHTPaLUUM LMKJIOCIOPUHA A, TPUCYTCTBYIOLIETO BO
BHYTPUTOJICTOKUIIEYHOM  Kane, K CpefiHell  KOHLEHTpaluM  LUKIOCHOpHHA A,
MPHUCYTCTBYIOIIEr0 B TKAHH TOJCTOM KHINKH, y B3POCIOr0 MAlHEHTA - YEeI0BEKa IOCIe
MEePOPATEHOTO BBEASHHS KOMITO3HIIAN cocTaBisier 6onbnie yem 30:1, Hampumep, Oombine uemMm
npubnuzurenpo 40:1 wnu Gosbine uem mpuOmusutensHo 50:1. CoOTHOIIEHWE cpenHeit
KOHIIEHTpAallUK LMKIOCIOpUHA A, NPUCYTCTBYIOLIErO BO BHYTPHTOJCTOKHUIIEYHOM Kaje, K
CpenHell KOHLEHTPALMK IHUKIOCIOPHHA A, NPUCYTCTBYIOIIErO B TKAHU TOJICTOH KHIIKH,
MOJKET COCTaBJISATH OT npuOmu3uTensHo 30:1 1o mpubausurensHo 500:1, oT mpUOIU3UTENBHO
50:1 no mpubnuzurenpro 500: 1, HeoOs3aTenbHO OT npudIM3UTEIEHO §0: 1 10 MPUOIUUTETEHO

300:1 umu Heobs3arensHO OoT mpubnu3uTensHo 100:1 no mpubnuzurensHo 250:1. Hanporus, B
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nmpuMepax mokazano, uro IV sBegenne Sandimmun mpuBOANT K COOTHOIISHUIO KOHIISHTPALIHH
LUKTOCIIOPHHA A BO BHYTPUTOJCTOKHIIEYHOM Kayie K KOHIEHTPALUH IUKIOCHOpPHHA A B
TKaHH, COCTABJISIIOIIEMY NPHOIU3UTEnsHO 3:1.

Ccbutku Ha “cpeaHee” 3HaUEHHUE B OTHOLIEHNH aHanu3a PK, TkaHu u kana, OnmMcaHHbIX
B HACTOSIIEM JOKYMEHTe, €CJIH HE YKa3aHO WHOE, MPeACTaBJISIIOT COOOW CCBUIKY Ha

apuMeTHUIeCKOe CpeaHee 3HAUeHHEe U3MEPEHHBIX 3HAUSHU.

IIpopnae pacTBopenns

Cogmepkaiyie  LUKIOCTIOPHH — KOMITOZUIMH  O0ECIEUMBAIOT  KOMIIO3HLIUU  CO
cneruduyueckum in vitro mpoduIeM pacTBOPEHHS AJsI BHICBOOOKISHHS IIUKIOCIOPHHA A M3
KOMITO3UILIUH. KOMHOSI/II_[I/II/I ACMOHCTPUPYIOT MUHUMAIIBHOC BLICBO60)KZ[6HI/IG OUKIIOCTIOpUHA
A B xemyake u BepxHux oraenax JKKT, Takux kak ABEHAIUATHUIIEPCTHAS KHUINIKA U TOLIAS
KHIITKA, ¥ TOBBIIIEHHOE BBICBOOOKIEHHE IO MEHBIIEH Mepe B TOJACTON kummke. In vivo
BBICBOOOKJIEHHE MOXKHO MOJETHPOBATh C UCIOJB30BAHHEM ABYXCTAAHMHOTO 1n  Vitro
WCTIBITAHKSI HA PACTBOPEHHUE, B KOTOPOM Kommosuiuio noasepraioT aeticteuro 0,1 1. HCI B
TeUEHHUE IBYX 4acoB I umurauuu pH cpenbl xkeayaka u 3ateM noasepraior neiicrsuio pH
6,8 B Teuenne 22 yacoB (myTeM ao0aBleHUs NOCTaro4HOro kommuectsa 0,2 M pacrBopa
TpexocHoBHOro (hocdara Harpus, comep:xkaimiero 2% Harpuiigogermiacyasdar (SDS)) mis
nmurtanuu pH B ToHkoM kumike u HUKHUX otaenax KKT.

CcbLika Ha “IBYXCTaIUitHOE UCIBITAHNE HA PACTBOPEHHUE C UCIOJIBb30BAHUEM amnmapara
Il cormacuo ®apmaxonee CIIA coO CKOPOCTBIO BpAILEHUSI JOMACTEH, COCTaBJsIomEend 75
00/MHH W TeMrepaTrypol Cpeabl pacTBOpeHHs, cocrasistouleit 37°C; npudueM I/ HEepBBIX 2
YaCOB UCIBITAHUS HA pACTBOPEHKE Cpea pacTBopeHust mpeacrasisieT coooit 750 mi 0,1 . HCI,
u depe3 2 4daca 250 ma 0,2 M TpexocHOBHOTO (ochara HaTpus, comepxkariero 2% SDS,
nobaBystroT K cpeae pactsopenus u pH moeoast no pH 6,8 mpeacrasnsier coboit in vitro
UChbITanue, mpoBoauMoe cormacHo USP  <711> HcnoeitaHne Ha pacTBOpeHHE ¢
ucnojp3oBanueM ammapara [l (ammapara ¢ nonacTeio), KOTOphId paboTaer CO CKOPOCTHIO
BpAIIEHUs JIOMACTEl, cocTapIsitoIeii 75 00/MUH U CO CPeol pacTBOPEHHS MPH TEMIIEPATYPE,
cocrapysromeit 37°C + 0,5°C. B nauane ucnbrranus (t=0) oOpas3en mOMEIAKOT B KUCITYIO CPeny
pactBopenusi. Yepe3 2 yaca aTUKBOTY Cpeasl OTOMPAIOT IS MOCTEAYIOIIErO aHAIM3a U
HeMeUIEHHO (COOTBETCTBEHHO, B MpEAeIax S MUHYT) HAUHHAIOT BTOPYIO CTAAUIO UCTIBITAHUS
Ha pacteopenue. Ha BTopoii craauu ucneitanus Ha pactsoperue 250 mia 0,2M TpexOCHOBHOTO

dochara marpust, coxepxamero 2% Harpuiizogemwicyibdar (SDS), mobasistor k cpeae
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pacrBopenus u pH nosoxsar xo 6,8 + 0,05 ¢ ucnone3osanuem 2 H. NaOH wmu 2 1. HCl nmpu
HeoOxoaumoctu. OOpasubl Cpeabl pacTBOpeHHs OTOMPAIOT B MOMEHTHI BPEMEHU B TEUESHHUE
BTOPO¥ CTaauu MCIbITAHUSI, HarpuMep, uepes 4, 6, 12 u 24 yaca oT HavajIa UCIBITAHYS (T.€. OT
t=0 B Hawane mepBod craauu). OO6pa3nbl AHATU3UPYIOT B OTHOLICHWH LHUKIOCIOPHHA A,
PacTBOPEHHOTO B cpefe. 3HaueHue % BBICBOOOKIEHHOTO MPEACTaBIsSET COO0H KOIMIECTBO
LUKJTIOCIIOPHHA A B pacTBOpPE B COOTBETCTBEHHOM CpeJie paCTBOPEHUS B KOHKPETHBIIT MOMEHT
BPEMCHHU IO OTHOIICHUIO K KOJIMYUCCTBY HMUKIIOCIIOPUHA B KOMIIOZUIIUH B HAYAJIC UCHIBITAHUSI.
Konnenrpammu nukinocnopuHa A B oOpasie MOXKHO HM3MEPUTh C HCIOIB30BAHHEM
CTAaHIAPTHBIX TEXHUK, TaKWX Kak oOpameHHo-(asoBas BOXKX, xak mpowumocTpupoBaHO B
mpumepax. CCbUTKM Ha “IBYXCTamUiiHOE WCHBITAHAE HA pACTBOPEHHE B HACTOSIIEM
JOKYMEHTE TaIOKe OTHOCSTCS B YKA3aHHOMY CIIOCOOY MCIBITAHHS.

In vitro mpoduab pacTBOPeHUs KOMIIOZUIMH COTJIACHO HACTOSINEMY H300PETEHUIO

OIIMCAH BBIIIE B KPATKOM PACKPBITHH HACTOSILIEr0 H300pEeTEHHSI.

Cnoco0b1 nostyuyenns

Pasznuynble crmocoObl MOKHO HCHONB30BaTh Ul TOJIYUYEHHUS] COCTABOB COIJIACHO
HACTOSIILEMY N300pPETEHHUIO.

CornacHo TeM BapuaHTaM OCYINECTBIEHHS, B KOTOPBIX COCTaB COJEP:KUT AKTUBHBII
HUHTPEIMEHT B HEPACTBOPUMOI B BOJE MOJUMEPHOI MaTpule, OCHOBHON CIOCO0 TOJTydUeHHUS
CepALEBUHbI COCTOMT B CMELIMBAHMM >KHAKOH (GOpMBI Marepuana MaTpHLbl, HAIpHUMeEp,
Marepuana o0pasymoouield THAporelb IOJUMEpPHON MaTpuibl (HampuMep, HOIA(aMHIBL),
MOTH(AMUHOKHCIOTHI), THATYPOHOBAsl KHUCIOTA, JHUIMOMPOTENHBI, MOJH(CIOKHBIE S(PHUPHI),
noH(OPTOCTAOXKHBIE 3(Upbl), NOMH(YPETaHbl) WX MOTU(aKpHIAMUIBI), HOJU(TIAKOIEBAs
KHCJIOTa), NOMM(MOJIOYHAsl KHCIOTa) YW COOTBETCTBYIOIIWE COMOJMMEPHI  (COMOIMMED
MOJIOYHOH ¥ TIUKONEeBOH kucaotel, PLGA); cuiokcaH, TOTHCHIOKCAH, COMOIAMED
JUMETHWICHIOKCAHA/ METHIBUHIJICHIIOKCAHA,  JUMETHIBUHWIOBBIA WM TPUMETHJIOBBII
COTIOJIMMEDP ITUMETUIICHITIOKCAHA/ METHIBHHIJICHIOKCAHA/ METHITHAPOCIIIOKCAHA, TOTUMEPHI
CHJIMKOHA, AJKWICHIAKOH, IHOKCHJ KpPEMHHS, CHIMKAT ATIOMHUHHUS, CUIHKAT KATBLUSL,
CHJTMKAT ATFOMHUHUSI-MarHUSI, CUIMKAT MAarHusl, JMaTOMOBBIM KpEeMHE3eM U T.1., KaK ONHMCAHO B
6omnee ob1IEM CMBICTE B JPYTOM MECTe B HACTOSIIEM JOKYMEHTE), C aKTHBHBIM HHI'PETHEHTOM
¢ oOpa3oBaHHEM CMeCH, KOTOpas MOXET NPUHUMATb (OpMYy CYCIEH3HH, PacTBOpa WM

kojutonga. CMeck 00pabareIBarOT ¢ 00pa3OBaHUEM KOMITO3UIIMHU WK CepALeBUHBL Hampuvep,
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KOMITO3MIIMH MOXKHO IIPHAATE TpeOyeMyto GopMy ¢ ncrnonb3oBanueM crocod GpopMoBaHus Hin
SKCTPY3UH T'OPSIUETO paciiaBa ¢ oopazoBaHueM chep.

CriocoObl TOJIyUYEHUsI KOMIIO3HIMKA W CEPALEBHHBI, COJAEPXKAIIUX MOBEPXHOCTHO-
AKTHUBHOE BEILIECTBO, LMKJIOCIIOPHH, MAcisHy0 (a3y U BOAOPACTBOPUMYIO MOJIHMEPHYIO
MaTpHLy, ONUCaHbl Hike. Kak nmpaBuino, yka3aHHbIe CepALeBUHBI TOKPBITH OO0IOUKOH.

Kak mpaBmmo, onmcaHHble B HACTOSIIEM JOKYMEHTE CIIOCOOBI  ITOJIyYeHHS
Mpey CMaTPUBAIOT cMelnBaHue xuakocTu(eit). Takue cmocoObl cMEIIUBaHUST HEOOXOIMMO
MPOBOJNTE TPH TEMIIEPATYpax, NMPH KOTOPBIX BEIISCTBA, MOAJTEKAIINES CMEIIUBAHUIO B
JKUIKOM COCTOSIHMM, Haxonsrcss B okuakod ¢opme. Hampumep, Ttepmoobparumbie
rejeoOpasyromue CpeacTsa HeoOX0AUMO CMEIIMBATh IPH TeMIeparype, Ipu KOTOpoil OHU
HAXOZSTCS B JKUIAKOM COCTOSIHHH, HaIlpuMep, IpH Temreparype, cocrasisiomeii 50 - 75°C,
Hanpumep, 50 - 70°C unu 55-75°C, nanpumep, 60-70°C 1 cOrltacCHO KOHKPETHBIM BapHaHTaM
ocymecteienust npubamsurensHo 55°C wim 65°C B ciaydyae CMEIMIMBAHHST COCTABOB,
COAEpKAIUX BOJHBIA JKENaTUH. AHATOTHYHO, APyrMe KOMIIOHEHTBI COCTaBa, BO3MOMKHO,
HeO6XO,Z[I/IMO HarpeThb, T-ITO6I:~I pacCiuIaBUTh KOMIIOHEHT, HAITPUMED, BOCKU WU MOBECPXHOCTHO-
AKTHBHBIE BEIECTBA, KOTOPBIE MOKHO HCIIOIB30BATh B UCIIEPCHOI (ase.

Kunkyro KOMITO3HULINIO, KOMITO3HLIMIO WK CEPALEBHHY, COAEpKALINe MTOBEPXHOCTHO-
AKTHBHOE BEIECTBO, MACISHY 10 (hasy, oOpasyomuii riaporeNs MoJuMep U MUKJIOCIOPHH, Kak
PaACKpBITO B HACTOSAIIEM JOKYMCHTC, MOXKHO IIOJYUWUTH IYyTEM CMEIIHUBaHUS MaTEpUaIOB,
coJiepKaIllX, HAaIpuMep, BoAy, 00pa3yoUMid riAporels NOJUMEP U BTOPOE MOBEPXHOCTHO-
AaKTHUBHOE BELIECTBO, C 00pa3oBaHMEM BOJHOH HENpepBIBHON (a3pl, M CMELIMBAHHS C
qucniepcHol (azoit. [To MeHbIIel Mepe OAHA U3 BOAHOW (ha3bl U AUCTIEPCHOM (hasbl CONEPIKUT
LMUKITOCTIOPUH, HUKJIOCIIOPUH MOXKET SBJISITHCSA PACTBOPCHHBIM B (1)8,36, KOTOpast €ro COACPIKUT,
HanpuMep, obe (a3pl MOIyT HpeAcCTaBlIsATs COOOI MPO3PAUHYIO JKUAKOCTh A0 TOTO, KaK HUX
cmemaroT BMecTe. [ucnepcHas ¢aza (MaciasHas (pa3a) IpeanodYTUTEIEHO MOXKET COIAepKaTh
LUKIOCIOpHH, (HampuMmep, aucnepcHast ¢asa, coaepskaiiass Macjiao, HeoOsi3areabHbIi
PacTBOPHUTEND, UKJIOCIIOPHH H MEPBOE MOBEPXHOCTHO-AKTHBHOE BELIECTBO) C BOAHOU (pazoii
¢ obpazoBanmeMm kowtouza. Kommown MoxeT XapakTepu3oBaThCsl (HOPMOI dMYJIBCHH WM
MHKpPOIMYJIBCHH, TpU4YeM JucnepcHas (aza sBisieTcsi IUCIEPrUpOBAHHON B BOJHOM
HenpepbiBHOU (aze. YKa3zaHHBIA KOJUTOWI MOXET HeoOs3aTelbHO MPEICTaBNIATh JKHAKYHO
KOMITO3HLIHMIO COTVIACHO HACTOSILIEMY H300peTeHuto. [t moayYeHHs] KOMIIO3ULHU COTJIACHO
HACTOSIILIEMY W300PETEeHHI0 WM CEepALEBHHBI, 3aTeM BBI3BIBAIOT TreieoOpa3oBaHHe WU

MO3BOJISIIOT MPOU3ONTH reneoOpa3oBaHUI0 Yy OOpasyromero TUAporedb MojauMepa ¢
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oOpazoBanueM oOpasymoouiell ruaporeib MoauMepHoil Mmarpunbl. COOTBETCTBEHHO, crocod
Ipedy CMaTPUBAET COCTABJICHHE UK 00pPabOTKY KOMIIO3HIIUHU B TPeOyeMy 1o (hopMy, HarmpumMep,
chepy (koTopast TakKe Ha3bIBAETCSl «MHHHC(eEpa»), mpuueM crnocod HOpMHPOBAHHS MOMKET
npeaycmMarpuBaThb (bOpMOBaHI/Ie, HO NPEANOYTUTCIIBHO NPEAYyCMATPUBACT BBITAIKUBAHUEC
BOJHOTO KOJUIOMJA Yepe3 OJHOKAHATBHOE COIUIO C OOpa3oBaHWMEM Karelb, KOTOpBIE
MPONMYCKAIOT WIA KOTOPBIM TMO3BONSIOT MPOWTH B OXJAKIAIONIYIO Cpeay, HampuMmep,
HECMEIIHMBAIOILYFOCS C BOJOM OXJIaK JAFOLIY IO TEKYUY 0 CPEAyY, B KOTOPOI KaIrLTH OXJTaX JAKOTCSI
¢ o0pazoBanuem, Hapumep, chep.

CMeliBaHuEe MarepuanioB  MOXKET MpeayCcMaTpuBaTh  CMEINIMBAHWE  BOJHOMU
MPeABAPUTEIBHO IOJYYEHHOH cMecH (WM BOAHOM (ha3pl, WM HENMPEPBIBHOM (a3el) U
MpeJBapUTENbHO TMONYYEHHOH cMecu mucmepcHod (as3pl (Hampumep, NpeIBapUTETbHO
MOJTy YeHHON cMecH MACISTHOM (hasel), TPUUEM TPEIABAPUTENLHO MOJYUIEHHAS BOJHAS CMEChH
COJIEPIKUT BOJY U BOJIOPACTBOPUMEIE BEIIIECTBA, TPU ITOM TPEABAPUTENBHO MOJTy UEHHAS CMECh
JUCTIEPCHOM (ha3bl MOJKET COEPIKATh HOCUTEND, COASPIKAIINI UKITOCTIOPHH U MTOBEPXHOCTHO-
aKTHUBHOE BewllecTBO. Hocurenb MoOxkeT NOpeACTaBIsSTh coOOW THAPOPOOHYIO KUAKOCTS,
HATpUMeEp, KUAKAN UMK, WM OHA MOMKET IMPEACTaBISATh COOONW WIH MOKET COJEepPKATh
Marepuai,  HampuMmep,  TMOBEPXHOCTHO-aKTUBHOE  BEIIECTBO, Ui 0Opa3oBaHWs
CaMOCOOUPAIOIIMXCS  CTPYKTYp. B  YacTHOCTH, mNpenBapuTeNbHO MOAYYEeHHAs CMECh
JUCIIEPCHON (hasbl MOYKET COAEPIKaTh IMKJIOCIIOPHH A, TEPBOE MOBEPXHOCTHO-AaKTHBHOE
BEIIECTBO, MACJIO U APYTHE PACTBOPUMBIE B MACIIE KOMITOHEHTRI, HAIPUMED, HEOOA3aTEMbHbIH
pactBoputenb. [IpeaBapuTebHO MOIYIEHHBIE CMECH MOTYT COJIEPIKATh OJHO WM HECKOJBKO
MOBEPXHOCTHO-AKTHUBHBIX BEINECTB, MOAXOMIINUX ISl (Pa3bl, KOTOPYIO OHM OOpasyloT, Kak
yKa3aHO paHee, HANPHMEpP, BOAHAS MPEIBAPUTEIBHO TMOJIyUYEHHAs CMECh MOKET COAEpKaTh
BTOPOE MOBEPXHOCTHO-AaKTUBHOE BEIIECTBO.

BoaHas npeaBapuTeabHO MOIYUYEHHAS CMECh COJEPIKUT HJIH, KaK MPaBUI0, COCTOUT M3
pacTBopa B BOJAE BOJOPACTBOPHMBIX KOMIIOHEHTOB, a MMEHHO, 00pa3yloIero ruAporeib
MOJIUMEpPA M BOJOPACTBOPUMOTrO(bIX) BCIOMOrareabHOro(bix) BemecTBa(BemiecTs). BogHas
MPEIBAPUTEIbHO TOMYyUEHHAs CMeCh MOXET BKJIIOUYAKOT B Ce0s ruracTuuKaTop s
00pasyIomero TUAporeib MoJUMep, Kak OMUCAHO B JAPYTOM MeCTe B HACTOSINEM OIMHCAHHU
n3o0perenus. BomHas npeaBapUTENBEHO MOTYUYEHHAss CMECh MOXKET BKITIOUAIOT B ce0sl BTOPOe
MOBCPXHOCTHO-AKTUBHOC BCLICCTBO, HAIIPUMEP, AT YBCIUUYCHUSI BSSKOCTU IIOJIUMEpa U
Yy UIIEHVSI 3MYJIbTHPOBAHUS W, TEM CAMBIM, IIOMOTAET TPEAOTBPATUTE OCAKIEHUE AKTHBHOTO

cpeacrsa Bo Bpemst oOpaborku. SDS mpexacrtasisieT co00M mpuUMep TaKoro MOBEPXHOCTHO-
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aKTUBHOTO BelIecTBa. B m000M ClTydae KOMIIOHEHTHI BOAHOM MpeaBapUTEIbHO MOy YSHHOM
cCMecH  MOXKHO  IIepeMelnBaTb B TEUYGHHE  [epuoja,  JOCTAaTOYHOTO  JUIs
pacTBOpeHus/ pacIuiaBIeHus] KOMIIOHEHTOB, HapuMep, oT 1 yaca 10 12 yacoB A1 3aBepIISHUS
00pa3oBaHus BOIHOW HMPEABAPUTENBHO NOTYYSHHOH CMECH.

[NpexBapuTensHO MOMyUYSHHAsE CMECh AMCHEPCHOH (pa3bl MOXKET COIep:KaTh NEpBOE
MOBEPXHOCTHO-AKTUBHOE BEIECTBO U MUKJIOCIIOPHH B BUAE AUCIIEPCUH WU IIPEANOUTHTETLHO
B BHJE pPacTBOpa B HOCHTENe (HampuMep, MacisHOH (hase), KaK OMUCAHO BBIIIE, HATIPHMED, B
JKUAKOCTH, COAEpKalled Macino, WIM B OKHIKOCTH, coJep:Kameld KOMITOHEHT(bI)
camocobuparomuxcst CTpyKTyp. Hanpumep, npeaBapuTensHO MOMYUYSHHAS! CMECh MACISIHOM
daspl, B CBI3M C OTHM, MOXKET IpPEACTABIATH COOOH >KUAKWI JTHNHMA, HAIpUMEpP, COCTaB
cpennerienoueynbix Tpuraunepuaos (MCT), npudem cpeaHenenoueynbii(e) Tpurauuepui(bi)
MPEICTABISIIOT COOOH OAMH WIIM HECKOJIBKO TPHUIIIMIIEPHIOB IO MEHbIIEH Mepe 0HO KUPHOH
KuCOThI, BbIOpaHHON 13 Cs-Ci2 JKMPHBIX KHUCIOT, W IUKJIOCIOPHH A ¥ TMOBEPXHOCTHO-
AKTHBHOE BEINEeCTBO, COJeprKallee MM NpeicTaBsionee coO0H MOHO- WIH JUTNTHLEPUT
CpeiHe- WIH [IHHHOLEMOYEUHOH >XUPHOW KUCIOThL. COOTBETCTBEHHO, MpeIBApHTEIBLHO
MOJTYyYEeHHYI0 CMeCh MACIsHOH (a3l MepeMellnBalOT NPH OKPYXKAIWIEH TeMmreparype c
o0pa3oBaHHWEeM pacTBOpa LMKJIOCHOPUHA B Macjie M IOBEPXHOCTHO-AaKTUBHOM BELIECTBE.
CornacHO HEKOTOpBHIM  BApHAHTAM  OCYIIECTBJISHHMSI KOMIIOHEHTBHI IPEABAPUTEIBHO
MOy UeHHON CMecH MacisiHOM (hasbl CMENIMBAIOT (MM WHBIM OOpa3oM MEpPEMEIUBAIOT) B
TEUSHHEe TEePUOoa, COCTABISIONIEro, HampuMep, oT 10 MuHYT A0 3 4yacoB ¢ oOpa3zoBaHHEM
MpeIBapUTEIBHO MOy YEHHOH CMEeCH.

JlBe mpeABapUTENBHO MOMYUYSHHBIX CMECH MOXKHO KOMOWHHUPOBATH U MEPEMEIIUBATS,
HaTNpHMep, B TeUSHHE MEPUOA, COCTABISIIONIEr0 OT HECKOIBKHAX CEKYHI IO Yaca, Hampumep,
ot 30 cexyHx A0 1 yaca, COOTBETCTBEHHO, OT 5 MHH A0 4aca, ¢ oOpa3oBaHHEM IHUCIEPCHH
qucrepcHoi (pasel B BOAHOM 0OpasyroIeM THAPOTeIb MoJuMepe ¢ 00pa3soBaHUEM KHUAKOMH
KOMIIO3UIIMM ~ COTJIACHO  HacTosimeMy  u3o0pereHmio.  Jlucmepcuio  3aTeM  MOXKHO
JIOTIOJTHUTEIFHO 00paboTark ¢ 00pa30BaHHEM KOMIIO3UIIMM WA CepAleBHUHBL [[Be
MpeJBApUTENbHO IONYUYEHHBIX CMECH MOXXHO KOMOMHHPOBATH B JUCIEPCHIO IyTEM
MepEeMEIBAHUSI B CMECHTEIBHOM COCYAE; MX MOXKHO JONOJHUTENBHO WIN aIbTEPHATHBHO
KOMOWHUPOBATE B CMECUTEJIE HEMPEPBIBHOTO MOTOKA.

OCHOBHOI cmOCOO TMONMYYEeHUsT KOMIIOZHLHMH WIH CEpAUEBUHBI, COAEPIKALINX
LUKJIOCTIOPHH U 00pa3y oLy 0 THAPOrelb MOTHMEPHY 0 MATPULY, B CBSI3U C STHM, COCTOUT B

CMEIIMBAHUK KUAKOH (OpMEI (IpEeAmouTHTENBEHO pacTBOpa) OOpas3yroIero ruaporeib
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nouMepa (WM CMECH MOJMMEPOB) C LUKIOCIOPUHOM, TTOBEPXHOCTHO-AKTUBHBIM BELIECTBOM
(B0 usbexaHwe Kakoro-mub0O JBYCMBICIEHHOTO TOJKOBAHHS TEPBBIM IOBEPXHOCTHO-
AKTHBHBIM BEIIECTBOM) M MaC/IsTHOM (a3oii (1 JroOBIMU IPyTUMH KOMIIOHEHTaMH AUCIEPCHOM
¢das3e1) ¢ oOpazoBaHHeM IWCIEPCHU B MOJUMEpPE, KOTOPBIM TMO3MHEe B crocode oOpaszyer
ruaporens. Crocol, Kak MpaBHIO, MPEAYCMATPHUBAET CMEIIUBAHNE BMECTE IPeIBAPUTEIEHO
MOJTyYeHHON CMEeCH BOJHOM MNOJMMEpHOW (a3bl M NPEIBAPUTENHHO IOJYUYEHHOU CMeCH
mucniepcHol ¢aspl [lpuHuUMas BO BHHUMaHHe TpeOyeMyl KOHEUHYIO KOMITOZULHIO (Kak
OIMCAHO B IPYTOM MECTE B HACTOSIIEM IOKYMEHTE), MpeaBAPUTEIBHO MOJYUYEHHYIO CMECh
quctiepcHol (pas3el v kuIKUN 00pa3yIOIIHN THAPOTETh MOIUMED (T.€. PacTBOP HITH Cy CIICH3HIO
00pasyIoIiero rupore/ib HOJUMEPa, BOIHYIO (a3y) MOKHO CMEIIATH B MACCOBOM OTHOILIEHUH,
cocrassromieM ot 1:1 mo 1:10, B wactHocTH, ot 1:4 mo 1:9, nanpumep, ot 1:5 g0 1:7. Kax
npaBuiIo, TPpeOyercs JIMIIb aKKypaTHOE MepPeMElIMBAHUE KOMIIOHEHTOB C HCIOIB30BAHUEM
MArHUTHOM WM MEXaHUUYECKON CHCTEMBI, HATPUMED, BEPXHENPUBOIHONW MEIIANKH, uTO Oy IeT
MOHSATHO CIHEUATHCTY B HACTOSIIEed OOJacTH TEXHUKH, Ul AOCTHIKEHUS IUCTIEPCUH
JUCTIepCHO (hasbl B BOAHOM (ase ¢ o0pazoBaHHeM KOJUTOKAA (KOTOPBIM MOKET HAXOMUTHCS B
dbopme, HampuMep, OSMYJIbCHH WM MHKPOIMYJIBCHH, B KOTOPON BOJHBIA THAPOTENb
npeacTasisier coOoif HempepbBHYKO (asy). HempepblBHOE mnepeMeninBaHue SIBISETCS
MpeamouTHTENbHEIM. CMeIINBaHHE MOXKHO OCYIIECTBHTH C HCIONB30BAHHEM BCTPOESHHOM
cucteMbl cMernnBanus. JIioGoro moaxoasmuii 1adoparopHblil TpudOp IS CMEIIUBAHUS HIIH
CMECHTEb MPOMBILUIEHHOTO MacimTada MOKHO HCIOb30BATh C JTOM LEbI0, HAIpHMED,
MarHWTHasE Memaika (mpousBeneHHas — Stuart) WIM  BepXHENPUBOAHAS — MeLIaIKa
(npouseenennass KNF unu Fisher). IlpeamoururensHoe yCTaHOBHTH OOOPYIOBAHHE TaKHM
o0pa3oM, 4T0Obl MUHHUMH3HPOBATh UCMAPEHHE COAEPKUMOTO, TAKOr0 KaK, HAIPUMEDP, BOJA.
CornacHo OZHOMY BApHAHTY OCYIIECTBJIEHHS CIOCO0a COracCHO HACTOSIIEMY H300pETEHHIO
MPEIMOUTHTENLHOE HUCIONB30BaTh 3aKPBITYI0 CHCTEMY MEPEMENIUBAHUS AT JTOCTHIKEHUS
yKa3aHHO! nenu. BCTpoeHHOe CMEIIMBAaHHUE MOKET SIBISTHCS OCOOEHHO MOIAXOISIIAM ISt
oOpabotku B 3akpeiToii cucreMe. COOTBETCTBEHHO, CMEIIMBAHHE [BYX KOMIIOHEHTOB
MPOUCXOAUT MPH TeMIieparype, cocrapisiomeii S0 - 70°C wnu 55 - 75°C, manpumep, 60 - 70°C.

CmemmBanue 1ByX (a3 JaeT B pe3ysabTare KOLIOH, B KOTOPOM BOIHBIN 00pasyomuit
THIPOTETb MOJUMEDP TPEACTABISET COOO0M BOAHYIO HEMPEPHIBHYIO a3y, a KOMIIOHEHT(bI), He
pactBopuMbIii(e) B BOAHOH (ase, mpencraBnser(or) coboit mucnepcuyio ¢asy. Kommoug

MOXKET XapaKTCPU30BATECA (bOpMOﬁ OMYJbCHHU WJIN MUKPOSIMYJIBCHU.
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CormacHo BapHaHTaM OCYILECTBICHHS, B KOTOPBIX AHCHepcHas (aza mpeAcTaBiser
cobol WIM COZEPKHUT BTOPOE IOBEPXHOCTHO-AaKTHBHOE BEIIECTBO, KOJMYECTBO BTOPOTO
MOBEPXHOCTHO-AaKTHBHOTO BEIECTBA MOXHO BBIOpaTk Tak, 4YTOOBI MpH KOMOWHALIMU
MpeABAPUTEIBHO TMOJYUEHHON CMeCH IUCIEepCHOM a3kl ¢ BOAHON MpenBapUTETBHO
MOJTYYEHHON CMEChI0 KOHLIEHTpAalUsi BTOPOrO0 IOBEPXHOCTHO-AaKTHBHOT'O BEIECTBA B
KoMOMHHMpOBaHHON cMecH mpesbimaza CMC 1as HCOIB3yeMOro BTOPOT'O MOBEPXHOCTHO-
AKTHUBHOTO BEINECTBA TakK, 4TOOBI (POPMUPOBATNCH MHLENLIBI B BOXHOU (haze, comepxarneit
o0pasyoLmii ruaporetsb noauMep. B 3aBHCUMOCTH OT KOHIIEHTPALIMH UCTIONIB3Y eMOTO BTOPOTO
MOBEPXHOCTHO-AKTUBHOTO BEILECTBA, TAKXKE MOIYT (OPMHUPOBATHCS CAMOCOOMPAIOIIAECS
CTPYKTYpEl, OTamuHble OT Munel. CMC s KOHKPETHOrO IIOBEPXHOCTHO-AaKTHBHOTO
BEIIeCTBa MOKHO ONpPENeNUTh C UCIOIb30BAHIHEM XOPOLIO U3BECTHBIX CIIOCOOOB, HAMPUMED,
kak omucaHo B Surfactants and Polymers in Aqueous Solutions Second Edition, Chapter 2,
Holmberg et al. CormacHo BapmaHTaM OCYIIECTBJCHHSI CMEIIUBAHWE BOAHOW (ha3el U
oucnepcHoit (asbl, KoTopast mpeacTaBiIser CoOOH WM COASPKUT MOBEPXHOCTHO-AaKTHBHOE
BEIIECTBO, MOXKET MPUBOANTE K OOpPa30BaHHIO MPO3PAYHON IKHIKOCTH, HaIpUMep,
MHKPOIMYJIBCHH, B KOTOpOH BoxHas (aza, comeprkammas oOpa3yromuii rHAPOreib MoIuMep,
npeacrasisier  coboif  HempepbBHYHO  (asy. MHKpPOSMyJNIbCHH HPEACTAaBISIIOT  COOOM
TePMOANHAMHUYECKH CTAaOMIBHYIO TUCIEPCHIO CaMOCOOMPAOIIAXCS CTPYKTYP B BOIHOH dase,
MpUYeM pasMep CaMOCOOMPAIOIIMXCS CTPYKTYpP SBISIETCS NOCTATOYHO HEOOIBIIUM ISl
MOJYyYEHUs] TNPO3pavyHOro BHEIIHEro BHAA. Pa3Mep caMOCOOHPAOIIUXCSl CTPYKTYD,
MPUCYTCTBYIOIIUX B BUAE AUCIIEPCHON (Pa3bl, SIBISIOMIEHCS Pe3yIbTaTOM CMEIINBAHMS BOJHOM
dass! 1 a3kl MOBEPXHOCTHO-AKTHBHOT'O BEIIECTBA, MOKET COCTABIISATH OT MpUOIM3uTeIbHO 0,5
HM - 200 HM, HanpuMep, NpuOIM3UTeabHO 1 HM - 50 HM WM NPUOIU3HTENEHO 5 HM - 25 HM.
Pasmep oOpa3oBaHHBIX caMOCOOHPAIOIIMXCS CTPYKTYP U APYTHX XaPAKTEPUCTUK, TAKHX KaK
ONTHYECKAas] HM30TPONUSI COCTaBa (HANpUMEP, MHKPOIMYJIBCHH), MOKHO OIPEAENUTH C
HCTIOJIb30BAHNEM XOPOILIO N3BECTHBIX TEXHUK, TAKUX KaK JUHAMHUYECKOE paccesiHue CBeTa.

Ecnu monmMepHass MaTpHLa MO CYLIECTBY COCTOUT W3 JKelaThHa ¢ J00aBiIeHHeM
copbura, BoxHYIO (azy MOJMMEPHOW MaTPULBl NOMTYYAOT MyTeM NOOAaBISHHUs MOIXOISIINX
KOIH4ecTB copOura (M MOBEPXHOCTHO-aKTHBHOI'O BEIIECTBA MPHU HEOOXOAMMOCTH) K BOJE,
HarpeBaHust n0 npubausutenbHo 50 - 75°C, mampumep, 60-75°C, moka OH HAXOIWTCS B
pacTBope, U 3aTeM NOOABIEHHS JKEJATHHA, XOTs TOYHBIA MOPSAOK U BpeMsl 100aBIeHUs He
SIBISIFOTCSI KpUTHUSCKUMU. THITHYHBI “pacTBOp KenaTnHa conepKuT 8 - 35%, (Hampumep, 15

- 25%, mpeanoururensHo 17 - 18%) xenarmna, 65% - 85% (nmpeamoururensuo 77 - 82%)
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BOABL, a Takke 1 - 5% (mpeanoururensHo 1,5 - 3%) copbuta. Eciiu 0HO mpUCYTCTBYET, BTOPOE
MOBEPXHOCTHO-AaKTHBHOE  BEINECTBO  (HAampHUMep, AaHHOHHOE TOBEPXHOCTHO-AKTHBHOE
BEIIECTBO) B MPEJBAPUTENBHO MONYyYEHHOH CMecH BOAHOW (hasbl MOXKET MPUCYTCTBOBATH B
kommuectse, cocrapsoumiem 0,1 - 5% (mpexnoururensro 0,5 - 4%), mpuueM Bce 4acTH
MpeICTABIEHBI TI0 MacCe BOTHOMN (asbl.

HeoOsi3arensHo  Temmepatrypy oOpabOTKH, HEOOXOOUMYI i CTaHJApTHOIO
JKeNaTHHA, MOXKHO CHHM3HTH A0 TpebyeMoil meneBoil Temmepatypsl, Hampumep, 37°C, ¢
HCTIONb30BAHUEM JTETKOIUIABKOTO JKejaruHa (MJIH TIPOM3BOJAHBIX JKENATHHA WM CMecei
JKENATHHOB ¢ PEAYKTOPaMH TeMIIEpaTyPhl IJIABJIEHUS) WU APYTHX MATEPUANIOB MTOTUMEPHON
MATPHLBL, TAKUX KaK, HAIPUMED, aJlbrUHAT HaTpus. ECiu KelaTHHOBbIE Karuid (OPMUPYIOT C
TIIOMOIIBIO aBTOMATHYECKOI OKCTPY3MU HU HEMCAJICHHO OXJIAXKAAKT, HaAIpUMEpP, B
OXNAKTAIONIEH BaHHE, MOTMOMHUTENBHYIO TOAXOASIIYI BIYCKHYIO TPYOKY  MOYKHO
WCTIONBL30BAaTh U BBeISHHS MacisHOW (asbl, coaepkaiield NUKIOCIHOPUH A, mpH
OKpYXKarolIel TeMreparype B 0oliee TOPSUMil JKUAKUNA PacTBOP JKeIaTHHA (M CMECh MOXKHO
HEMCAJICHHOT' O FOMOFGHI/ISI/IPOBaTL) HEMOCPEACTBCHHO IIEPEa BBIIMYCKaHHMEM H3 COIUIa ISt
obpasoBanuss chep wmnm  Apyroro  kamreoOpasymwmero  cmocoda  Tak,  4roObI
MPOMO/UKATEFHOCTh  BO3JMEHCTBUS HA LUKIOCHOPUH A  JKeJlaTWHA C TOBBIIIEHHOM
TeMreparypoi ObLTO OrpaHUYEHHBIM, YTOOBI CHH3UTh CTEMEHb KAKOTO-THOO0 TEPMO3aBHCUMOTO
pasnoKeHust aKTUBHOTO MHTpearenTa. CornacHo yKa3aHHOMY CIIOCO0y MOJKHO MCIOIBb30BATh
m000e MOaXOMfINee YCTPOMCTBO, Takoe Kak, HampuMep, TOMOTEHH3aTOp, HampuMep,
IITHEKOBBIH TOMOT'€HU3ATOP, COBMECTHO C YCTPOHCTBOM 3KCTPY3HOHHOTO THIIA, KaK OTHCAHO,
HaTNpUMep, B MEXIYHAPOAHOU mareHTHOM myOnukamun WO 2008/132707 (Sigmoid Pharma),
MOJTHOE COJEPIKAHWE KOTOPOM BKJIIOUEHO B HACTOSIIMH JTOKYMEHT MOCPEICTBOM CCBHLIKH.
ANbTEPHATUBHO, PACTBOPHI HA BOJAHOW M MACISIHOW OCHOBE MOYKHO HAKAYHUBATD C TIOAXOAAIIEH
CKOPOCTBIO U TIPOIYCKATh Yepe3 CTATHUECKHI CMecUTeNb ¢ 00pa3oBaHHEM SMYJILCHU Tepen
KaIraHHuEM.

Komnonx obpasyror myreM KOMOWHHPOBAHHS MPEABAPUTENHLHO IOMYUYEHHOW CMECH
JUCTIEPCHON (hasbl ¢ KUAKOM BOAHOW (ha3oil ¢ mepemelBaHHEM, KaK OIMKCAHO BHIIIE,
TMonydyeHHast KOMJIOWAHAS JUCIIEPCHSI 3aTeM XapaKTePH3yeTCs COCTaBOM 3aTBepieBIIIei
CepALEeBUHbI, OMMCAHHBIM BBIIIE, HO C KUJKOW BOJOH, BCE €llle MPUCYTCTBYIOIIEH B COCTaBe
CepALICBUHBL

HeoOs3aTebHO MUKIOCTIOPHH MOXKHO JTOOABUTEL MOCIE CMENTUBAHUS BOIHOM (haswl

JPYTAX KOMIOHEHTOB AUCIIEPCHOM (has3bl THIA, COASPIKAIIETO )KUKUH TUIH B TOMOJTHEHHE K
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LUKJIOCTIOPHHY, TEM He MEHee, NPEAIOUYTUTEIbHO, YTOObI HUKIOCIOPHH J00ABISUIH BMECTE C
JIPYTHMH KOMIOHEHTaMH JUCIePCHOI (hasbl B BUAE MPEIBAPUTETHHO MOy YSHHOH CMeCH.

[Mony4yeHHBIH KOITON 3aTeM BEUTUBAIOT WM BBOAST B pecc-(hOopMy WITH APYToit COCya
WIW BBUIMBAKOT HA JIUCTHI WA MCKAY JIMCTAMU WA BBOAST MO KaIlJISIM (I/I.]'II/I 3KCpr,E[I/IpyIOT) B
JPYTYIO JKHAKOCTH TaK, 4TOOBI COAEpKamash NOTMMEPHYI0 Marpuiy BoAHas ¢asza, npu
3aTBepAeBaHUM, NpHHUMAaTa (HopMy MpexyCMOTPEHHOH mpecc-(pOpMBI, COCyaa, JIUCTA WU
karuii/cepsl. [IpeArnouTuTeIsHO nepexoauTh K GopMoBaHHIO, HapuMep, 0Opa3oBaHuio chep
0e3 3aIePIKKH.

3arBepaesanue (reneoOpa3zoBaHHE) MOXKET MPOUCXOAUTH PANUYHBIMU MyTSIMH B
3aBUCHMOCTU OT IMOJMMEpa MAaTPHUILbL, HANpUMEp, IyTeM H3MEHEHHsI TeMIIepaTypbl BOKPYT
mpecc-(hopMBbL, COCYAa, JHCTa, Karuu/chepbl U T.A. WIK NMyTEM HAHECEHUS KHIAKOCTH ISt
3aTBEPACBAHMSl WM pacTBOpa ISl OTBEPXKICHHSl Tak, 4roObl mpeccoBaHHOe (opma
MOJBEpriach reneoOpa3oBaHUI0 WM 3aTBepAeBaHni0. COrIacHO OmpeaeneHHBIM BapHAHTaM
OCYIIECTBICHMSI KaK W3MEHEHHE TeMIleparypbsl, TaK W HAHECEHHe JKUAKOCTH JUIs
3aTBEPACBAHUS WK pacTBOpa Il OTBEPKACHUS HCIIOJB3YIOT BMECTE WM OJHOBPEMCHHO.
Hanpumep, npu ucrons3oBaHuu criocoda KanaHust 3aTBepASBaHIE MOKET POUCXOTUTD Iy TEM
KalaHus B OXJIAKAA0IIee MaciIo, BO3AYX HIH UX KOMOHHAIHIO.

CornacHo npeanoYTUTEIPHOMY BAPHAHTY OCYINECTBJIEHMS, B KOTOPOM KOMITO3HLIS
WIA CepAleBuHa mpuHuMaeT Gopmy chep, chepbl MOKHO 00pa3oBaTh, HAMPHUMEP, MyTEM
KalaHusl KOJUIOWAA MO KAIUISIM B JKHIKOCTb, UTO BBI3BIBAET 3aTBepieBaHHe. Eciu BS3KOCTH
KOMITO3ULMY, Noanexameii oOpazoBaHuio cdep, AOCTUraeT OINpedeNeHHOH TOUKH,
oOpa3oBaHHe Kameiab CTAHOBHUTCS Oojiee TsDKEAbIM M B OTOM Clydae MpPeANOYTHUTEIbHBIM
SIBJISIETCSI CIELUAIN3UPOBAHHOE Y CTPOUCTBO.

Hcnonesyst TepMuH “CyXol” HE MOAPA3yMEBAOT, UTO CTAAUS BHICYIIMBAHUS SIBIISIETCSI
HEOOXOIUMOM ISl TIOMYYEHHs! CyXOH CepAleBHHBI (XOTSI 3TO HE HCKJIIOUEHO), CKOpee, UTo
TBEpAasl WM 3aTBepAEBIIasl BOJHAS BHEIIHsIS (pas3a 1mo CymecTBy He COASP)KUT BOAY WM HE
CONEPKUT JOCTYIHYH BOAYy. 3arBepaeBaHue BOAHOM (asbl (BHemHell (as3bl) MOKET
MPOUCXOIUT PA3IHUYHBIME criocoOamu, BKIOUasl B cebs Xumuueckue (HampuMmep, ImyTeMm
00pa30BaHusl NONEPEUHBIX CBsI3el) WM (u3uueckue (Harmpumep, MyTeM OXJIKICHHS WU
Harpesanus)). B 3TOM OTHOLIEHWH, TEPMHH “BOAHAs (asza”, TEM HE MEHEe, B HACTOSIIEM
JOKYMEHTE UCIIONB3YIOT Tt 0003HAUEHNs BHEIIHEH (HempepbIBHOM) ¢a3bl cepaueBUHbI, TaxKe
€CITH BOJA COTNIACHO ONpEAeIeHHbIM BAPUAHTAM OCYIIECTBICHHUSI B OCHOBHOM OTCYTCTBYET B

cepAneBuHe (WU yAePKUBAETCS B TPENENax MEPEKPeCTHO-CIINTOW MATPHIBI CEPIIIEBUHBI).
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Bremnsist daza cepALEBUHBL, TEM HE MEHee, SIBISIETCS BOJOPACTBOPHMOM U PACTBOPSIETCS B
BOJHBIX Cpeax.

B ClIydae, Korga 3aTBepaAcBaHUsI MOXKXHO IOCTUYb ITYTEM IOBBIMICHUS WJIW CHHKCHUSI
TEMIIEPATYPhL, TEMIEpATypy oOecreunBaroIIell 3aTBEpACBAHUE TEKy4eld Cpeabl MOXKHO
OTPEryJINpOBaTh Uil AOCTHKEHHUSI 3aTBEPACBAHMS CEPILEBUHBI IpU TpebyeMOl CKOPOCTH.
Hanpumep, eciam skenaTuH HCMOJB3YIOT B KadecTBe 0OpasyroUIero THUAPOrelb IMOTHMEepa,
o0ecreunBaroIas 3aTBepAeBaHNe TEKYUasl cpeia HaX0AUTCsl pu Oojiee HU3KOHM TeMIreparype,
yeM TEMIIEPaTypa SMYJIbCHH, TAKUM 00pa3oM BbI3BIBASI 3aTBEPAEBAHNUE, T.€. reneo0pa3oBaHue
noauMepHol Marpuuel. B sToMm ciyuae obecrneumBaroiasi 3aTBepIeBaHHE TEKydas cpena
HAa3bIBASTCSI OXJIAKJAIOMIAS] TEKY Uasl cpea.

B cdiyduae, Korga 3arBEpAcBaHHsI MOXHO AOCTHYL XHUMHUYCCKU, HAINPUMEP, IIyTEM
HHIYKOAKM  00pa3oBaHMsI MONMEPEUHBIX CBs3ell NP BO3AEHCTBMM HA  KOMIIOHEHT
obecrieunBaroIell 3arBepaeBaHre TEKyueil cpelpl, KOHLEHTPAIMI0 TAKOrO KOMIIOHEHTa B
ofecrmeunBaroliell 3aTBepAcBaHUE TeKyuel cpensl W/WaM ee Temmeparypy (Wid Ipyrue
XapaKTEPUCTUKKA WIH COAEPKAHUE) MOXKHO PeryMpoBarTh ISl JOCTIXKEHHs TpeOyemoit
CKOpPOCTH U CTeNeHW 3arBepieBanus. Hampumep, ecim ampruHar BBHIOMPAIOT B KA4eCTBE
MOJTMMEPHOW MATPHIBI, OJUH KOMIOHEHT 0OecreunBaroIleii 3aTBepAeBaHne TeKyUel Cpeabl
MOJKET MPEACTABIAThL COOOM CcomepsKallee KalblHii coenuHeHue (Takoe Kak, HampuMep,
XJIOpUI KaTbLIHs), CIOCOOHOE MHAYIIMPOBATh 00Pa30BaHNe MONEePEUHbIX CBSI3el albruHaTa U
nocjeayoliee 3arsepaeBanue. AIbTepHATHBHO, TAKOE JKe MM CXOIHOE COAeprKallee KalbLui
COCIMHEHHE MOXXHO BKIIOYATh (HAIpuUMep, AWCHEepPrupoBarTb) B BOJHYIO (azy KUIKOH
SMynbcud Tepen (opmupoBaHueM cdep W 3amyckaTe AIS WHAYKOUH 00pa3oBaHUs
MO CPEYHBIX CBHBeﬁ, HanpuMmep, nyTeM NPUI0KCHUS MMOBBIMIEHHOI'0 WX IMOHWKEHHOI'O pH K
obecrieunBaroIeii 3aTBepIeBaHNe TEKYUeH Cpebl, B KOTOPYIO MAJAI0T KAITH 3MYJIbCHH HITH B
KOTOPYIO MX BBOIST. Takoe 3JeKTpOoCTaTHUecKoe 00pa3oBaHUe IMONEePEeUHBIX CBSI3eH MOXKHO
W3MEHSITh B OTHOIICHWH NOJYUYSHHBIX XapakTepUCTHK c(epel IMyTeM peryJIHpOBaHUS
JOCTYIHOCTH MOHOB KatbLusl (KOHIEHTPALMK) U JPYTHX (PH3NUECKUX YCIOBHH (B YACTHOCTH,
temneparypsl). ObecnieunBaroniast 3aTBepAEBAHIE TEKYUasl Cpeaa MOKET MPEACTABISATH COOOU
ra3 (Hampumep, BO3AYX) HIM XHJIKOCTH WIH M TO, W Apyroe. Hampuwmep, ecnu keixatuH
HCTIONB3YIOT B KauecTse oOpasyromeil ruaporeib MOJUMEPHOH MaTpHUIbL, 00ecIeunBaromast
3aTBEpIEBaHUE TeKydas cpela BHAYaTe MOXKET SIBISTHCS razoo0pasHoOi (HampuMmep, Karuiw,
MPOITyCKaeMble uepe3 OXJIAXKAAIOIMNI BO3AYX), 4 3aTe€M BIOCIEACTBHH KUAKOH (Hampumep,

Karuid, TPOMYyCKaeMble B OXJAXKIAMOIIYIO KHIKOCTH). KpoMe TOro, MOXHO TPHMEHSThH
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00paTHY10 NOCIE0BATEIBHOCTD, 4 TAK)KE MOMKHO HCIIOJIB30BATh ra3000pa3Hy0 WM KUAKYIO
OXJIAKJAIOIIME TEKYUYHe CPeabl OTAETbHO. AIBTEepHATHBHO, TEKYUasl CPeia MOXKET SIBJISITHCS
OXJKIAMOMEH pacHbUIeHHEM, TPH 3TOM 3MYJbCHIO PACHBUISIOT B OXJIAXKIAIOMIMHA Ta3 UIs
3¢ dexra 3aTBepAESBAHUSI.

B cayuae, xorma kemaTHH WIM APYroil BOAOPACTBOPUMEBIN monuMmep (WM CMECh
MOJHUMEPOB)  MPEeAHA3HAYeH Aasg  o0pa30BaHHSI  HMMOOWIH3ALHMOHHOM  MAaTPHIIBI,
MPEIMOYTHTENLHO, 4YTO0OBI O0ecleunBaromasl 3aTBEpPASBaHUE TeKyuash cpena sBISUIACH
HEBOJHOH JKMAKOCTHIO (Takoil Kak, HampuMep, CpeAHelenouYeyuHble TPUITHLEPUIbL,
MHUHEPAILHOE MAC/IO0 WIKM AHAJIOTHYHOE, MPEINOUYTUTENBHO ¢ HU3KUM 3HadeHueM [JIb mis
obecnieueHnss MUHIMAJIBHOTO CMAUMBAHHUS ), KOTOPYIO € JIETKOCTHIO MOJKHO IIOMECTHUTE B BAHHY
(oxnaxaaoUIyI0 BaHHY) Ui MOJTYyYEHHs Kameilb KOMJIOWAA, TaK KaK OHHM 3aTBEPAEBAIOT C
obpaszoBanueM cep cepaueBunsl. [IppuMeHeHne HeBOJHOM KUAKOCTH oOecriednBaeT OOIBIIY 0
rHOKOCTE B BLIOOpE TEMITepaTyphl, IPU KOTOPOU IMPOBOAST OXJIaKACHHE.

Ecnu HCMOMB3yIOT JKHAKYIO OXJIAKIAOIY 0 BAaHHY, KaKk IPAaBUIIO, TEMIIEPATYPy B HEl
MOANSPKUBAIOT TPHU 3HAUEHWH, COCTaBsomeM MeHbme deM 20°C, mpeamouTHUTeNBHO
MOAJEePKUBAIOT B quanasone 5 - 15°C, Gonee npeanoururensHo 8 - 12°C, eciu craHaapTHBIN
JKeNATHH WCIONB3YIOT B KadecTBe oOpasyrouiero ruaporeis nonumepa. Ecnu Tpurnunepun
BBHIOMPAIOT B KAauyecTBE OXJAKIAMOIMIEH Tekyuell cpeasl B  OXJAKIAIOIMIEH BaHHE,
MPEMOYTHTENbHEIN puMep mpeactasister codoit Miglyol 840 ot Sasol.

Ecnu anbruHar BBIOMpAOT B KAuecTBE MOJMMEPHOW MATPULBI, THUIHYHBIA CIIOCO0
noJyyeHust cep npexycMarpusaer q1obaBieHne o KamwisiM 3% pacTBopa ajJbruHaTa HaTpusl,
B KOTOPOM MacCsHbIe KaIlli AUCIEPTHPYIOT, Kak omucaHo Bemme, B 4°C obecrneunsarommeit
o0Opa3oBaHue MOMEPEUHbIX CBsi3eli BaHHe, coneprxkaieii 0,1 M xjiopuaa Kanbusi ¢ MOy YeHHEM
anbruHata Kamplusl (YKas3aHHBIA CHOCOO MOXeT HOCHTh HazaHue “andy3uoHHOE
3aTBepACBaHue”, MOCKOIBKY KAIBLUH, Kak cuuTaroT, AupdyHaupyer B chepsl ¢ 3ddexrom
o0pa3oBaHusl MONEPEeUHBIX CBsi3el miam 3atBepiaeBaHus). C HCNOIB30BAaHHEM IINIPUIIEBOTO
Hacoca, Wiu ycrpoiictsa Inotech, kammm MOKHO CO31aTh WM SKCTPY JUPOBATH (HATPUMED, CO
3HAYEHHEeM 5 MII/Y, €CJIM HCIIOJIB3YIOT HACOC) uepe3 CTEPHIBHYIO WUITY HIH APYroe COIUIO
(ommcaHHOE B JAPYroM MeCT€ B HACTOSIIEM JOKYMEHTE), KOTOPOE MOXKET SIBIISTHCS
BHUOPAIIMOHHBIM, KaKk 00CYKIaeTcs B APYTOM MeCTe B HACTosIIIeM JokyMeHTe. [1oTok Bo3ayxa,
cocrasisiroiuit 15 -20 n/mMuH yepes 4,5 MM TpyOKy, MOKHO MpUIarath BHU3 Yepe3 Uy ISt
CHIDKEHUSI pa3Mepa Kamnenb npu HeoOxoaumocT. BHOBE obpa3oBaHHbIe cephl 3aTeM MOXKHO

nepeMelMBaTek B BaHHE € XJIOPHUIAOM KaJIbLIMsI B TCUCHHUC HE Ooutee uaca. Ecau KapparuHaH
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UCTIOB3YIOT B KAUEeCTBE MOJMMEPHON MAaTpPHLbL, KaK COJb, TAK M CHIDKEHHE TEMIIEPaTyphl,
HarpuMep, IMyTeM KalaHWus B OXJIKIAMOLIee MAciI0, MOKHO HCIIOIb30BATH VIS MOJTYUYSHUS
3aTBEPIEBAHUSL.

AJNBTEpHATUBHBIN MOAXOA, B KOTOPOM HCIOJNB3YIOT aJbIHHAT, NMPEICTaBIsieT coOoi
BHYTpPEHHee reeo0pa3oBaHue, MpU KOTOPOM MOHBI KAJIbLUS TUCHEPrUPYIOT B BOAHOHM (ase
nepen MX akTHBAIMell [ Toro, 4ro0bl BEI3BATH refeoOpa3oBaHue YaCTUIl THAPOKOUIONIA.
Hanpumep, 370 MOKHO OCYILIECTBHUTB MyTeM T00aBIE€HNsI HEAKTUBHOH (OPMBI HOHA, KOTOpast
Oyzer BbI3bIBaTH 00pPa30BaHKE MOMEPEUHBIX CBsI3€H albrHHATA, KOTOPYIO 3aTEM aKTUBHPYIOT
myTeM U3MeHeHus], Hanpumep, pH mocie 3aBepiueHus JOCTaTOYHOTO AUCIIEPTUPOBAHMS HOHA
(cm. Glicksman, 1983a; Hoefler, 2004, koTopble BKIIOUEHBI B HACTOSIIHM JOKYMEHT
MOCPEACTBOM CCBLIKH). YKa3aHHBIA MOAXOM SIBISIETCS OCOOEHHO MPUMEHHMBIM, €CIH
Heo0X0aMMO OBICTpOE reeodpazoBaHue u/uin eciu AU (py3UOHHBIN MOAX O] MOKET TPUBECTH
k orepe API 3a cuer ero quddysnu B odecneunBarony0 00pa3oBaHe MONePEUHBIX CBSI3Ei
BaHHy.

Ecau ucnonb3ytoT pyroil HOHOTPONHBIM MOTUMED, OTJIUYHBIA OT aIbIMHATA, MOKHO
HCTIOIB30BATh MOAXOISIIINE CIOCOOBI, AHAJTOTHYHbIE ONMCAHHBIM B HACTOSIIEM JTOKYMEHTE B
OTHOIIIEHUH AJIbTUHATA.

IMocne ¢opmoBanus, nMuThsd WU oOpazoBaHusl chep, MmoaydyeHHbIE (HOPMOBAHHEIE
n3aenvst Wik GopMbl MOKHO MMPOMBIBATH, 3aT€M BBICYIMBATH IPH HEOOX0AUMOCTH. B ciyuae
cdep, 3arBepaeBIIMX B oOecneUMBAIOIIEH 3aTBepAeBaHNe TeKydel cpexe, Heobs3arenbHast
KOHEYHAsI CTAAUSI B CIIOCOOE MOTYyIEeHHsI, OTIMCAHHOM BBIIIE, B CBSI3U C 3THM, TPy CMaTpUBAET
yaajeHue 3arBepAeBIMX Cep U3 obecreumBarolleii 3arBepAeBaHue TeKyueil cpexsl. ITO
MOYKHO OCYILIECTBUTb, HAPUMED, IyTeM cOOpa B CETOUHYIO KOP3HHY, YePe3 KOTOPYIO CIUBAIOT
o0ecreunBalOIIy 0  3aTBEpIAEBaHHEe TEKYUyl cpeny (Hampumep, CpexHelenoyeuHble
TPUTULEPHBI), & Chepsl OCTATCS, M 3TO MPOBOAIT MPEAMOUYTUTETBHO 0€3 3aTepiKKH,
HampUMep, KaK TOJIbKO (OopMUPYIOTCS cheprl win He ozxke 5, 10, 15, 20, 25 wiu 30 MUHYT OT
ux popmupoBanus. M30eiTok obecnieunBaroiieli 3aTBepAeBaHue TeKy el cpebl 3aTeM MOKHO
VIQIUTh C UCIOAb30BAaHMEM UeHTpudyru (wim apyroro mnpuOopa WIM yCTPOHUCTBA,
NPUCTIOCOOISHHOTO ISl Y AATeHHs] H30bITKA TeKyYel CPebl) C MOCAEAY OIIUM BBICY ITHBAHHEM
cep 11 yAaTeHUs BOABI M CBOOOHOM BOIBI H/WITH Y AATEHUS] HEKOTOPOTO KOTHIECTBO HIIH
BCEro JII0OOr0 JOMOJHHUTENBLHOTO PACTBOPUTENS], HAMPUMED, 3TaHOJA WIH HU30MPOMIIOBOTO
CIUPTA, UCHOJB3YEMOT0 ISl PACTBOPEHUSI WK OOJIErYeHus PACTBOPEHUsI AKTHBHOTO Havaaa

HA TPENBIAYIINX CTaausIX, HeoOs3aTenpHO ¢ TOCASIYIOMEH OTMBIBKOW (Hampumep, C
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UCTIONB30BAHUEM JTHJIALETATA) M IOCIEAYIOmel cragueld “BbICYIIMBAHUS ISl yAAJICHUS
M30BITKA PACTBOpPUTENS (HampuMep, JSTWianerara). M30mponunoBblii CIHUPT TPEICTABIISET
co0oii TpUMEP PACTBOPHUTENSI, KOTOPBIA MPEAMOUTHUTENBHO YAAISIOT TO3KE B MPOLECCE
00paboTKKM IJIsi CHUKEHHsI OCTATKOB B MAacjie WId BOXHOW (paze. BricylumBaHuWE MOMKHO
OCYIIECTBUTH C IIOMOIIBIO JIFOOOT0 MOAXOASIIEro Criocoba, H3BECTHOTO B HACTOSIIIEH o0nacTh
TEXHHMKHM, TAKOrO0 KaK HMCIIOJb30BAHHE CYLIWILHOrO OapabaHa (HAIpUMEp, CYIIMIBHOIO
Gapabana Freund, kOTOpBII MOXET SIBIATBCS 4acThi0 oOopyaoBaHust Spherex, ecmu ero
KCTIOIB3YIOT) C IOMOIIBIO TEILIOrO BO3AYXa MPH TeMmeparype, cocrasmstomeit 15°C - 25°C,
npeanouTuTe bHO npubmusurensHo 20°C, mpuBOAS K HCHAPSHUIO WM 3aXBATOM BOJBI
BO3AYXOM. AITbTEPHATUBHO, BEICYIINBAHIE MOKHO IPOBOJUTH C UCIIOJIB30BAHUEM CYIIIHIKH C
nceBIooKmkeHHbIM coeM (HampuMep, Glatt GPCG 1.1) ¢ moMOIIBIO Temioro Bo3ayxa npu
Temmeparype, cocrapisonieit 40°C - 60°C; win ¢ UCTOIB30BaHNEM BUOPALIMOHHOM CYIIMIKH
C TCEBIOOKIKEHHBIM ClioeM. [IpuMeHeHHne KejaThHa B KaueCTBE MOJTMMEPHON MaTpHIIBI
(HampuMep, B KauecTBE OCHOBHOI COCTaBIISIOIIEH BOAHON HMMOOHIH3ALMOHHOM (a3sl) B
OONIBLIIMHCTBE Cy4yaeB HeOOXOIMMa CTAAWS BBICYIIUBAHUS, U A1 Cep MpennoUTHTEIbHBIM
SIBJIIETCSI TOJyUYEHHE ¢ TIOMOIIBI0 BBICYIIUBAHUS HA BO3AyXe, Kak omucaHo Beime. Chepsl
MOYXHO BBICYIIHTH C HWCIOJB30BAHUEM JPYTHX TEXHHK, KaK IOHSITHO CIEHUAIUCTY B
HACTOSIIEH 00MacT TEXHUKH, HaIpuMep, BUOPOIICEBIO0KIIKEHHEIH C/TON, BBHICYIIMBAHUE HA
MOANOHAX WM BaKyyYMHOE BBICYIIMBaHWE. [lojyuyeHHbI cocTaB (COCTaB  COLJIACHO
HACTOSIILEMY HM300pETeHHUIO) SIBIISIETCS] MO CYIECTBY CYXHM, KaK ONHCAHO Oonee moapoOHO
BBIIIIE.

Kak mpasumo, chepsl MOXKHO CO34aTh C MOMOILIBIO MPHIOKEHHUS MOBEPXHOCTHOTO
HATSDKEHUSI MEXKIY JKHIKOM aucrepcueit (CMecbio BOAHOM (pasbl M (hasbl MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA) W COOTBETCTBYKIIEH oOeCmeunBaroiell 3aTBepASBaHUE TEKyUei
Cpenol, TakoW Kak, HampuMep, a3 WiId JKUAKOCTb IUIS CO3aHus CHEepUIecKOor WIH 10
cyliecTBy cepuueckoii popMel KOHEUHBIX chep.

AJ'IbTepHaTI/IBHO, Cq)epbl MOXXHO DOJYYUTH MTOCPEACTBOM BBITAJIKHUBAHUA WIIA
SKCTPY3UH JKUIKOW AUCTIEPCHU (CMECH MPENBAPUTEIBHO MOMYUYSHHONW CMECh BOJHOU (asbl U
MPeJBAPUTENbHO IMOAYUSHHONH CMeCH AuCIepcHOW (a3bl) uepe3 OTBEpPCTHE WM COILIO C
OmpeAeeHHbIM OUaMETPOM M HEOOsI3aTeNbHO MoAaBeprast BHOpamuu (C HMCIOIb30BAHHEM
BBIOpPAaHHBIX BHOPALMOHHBIX YaCcTOT) W/WIH FPABUTALUOHHOTO NoToka. [IpuMephl yCcTpoiicTs,
KOTOPBIE MOXKHO UCTIOIB30BATh, IPEACTABISIOT OO0 YCTPONCTBA A1 MPULTHPOBAHUS Iy TEM

HUHKAIICYJIUPOBaHUs, APAKHUPOBAHUSI Kareib, PaclbUTUTEIBEHOTO OXUTAXKICHUSI i
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PaCIBUTUTEIEHOTO OTBEpACBaHMSL, HApuUMeDp, oOopyaoBanue ais oOpadorku Freund Spherex,
ITAS/Lambo, Globex, Inotech, GEA Niro, Droppo, Buchi, Gelpell, Brace. PaGora ycrpoiictea
Spherex, mpousseaennoro Freund, xak mMosker ObITh HEOOXOIUMO ISl MPOU3BOACTBA Chep
COTITaCHO HACTOSIIEMY U300perenuto, onucana B narenre CIIIA Ne 5882680 (Freund), momHoe
COAEpKaHWe KOTOPOrO BKJIFOYEHO B HACTOSIIANH JOKYMEHT TOCPEACTBOM  CCBUIKH.
IpeanouruTensHOE BEIOMPATh BUOPALIMOHHY IO YaCTOTY B AMAINa3oHe, cocTapisioriem 2 - 200
I'u, coorBerctBenHo 10 - 50 T'my, XOTs OKOHYATENbHBIM BBHIOOP (M OTAETBHO BBHIOpAHHAS
aAMILIATY 1A BUOPAIFK) 3aBUCHUT OT BA3KOCTH JHUCIIEPCHH, 3 KOTOPOit 00pasyor chepnl. Eciu
MOJJMMEPHAST MaTPUIA BEIOpAHA IS 3aTBEPACBAHUS TIPH MOHWKEHHON TeMIepaType, MOKET
OBITH 1eNIecO00pasHBIM TOJNEPKUBATh JUHHM HAa OTBEPCTHH/COIUIE TMPH ONpeneTeHHOM
TeMIieparype AjIsl moAaepaHus TeKyuecTd pactBopa. COOTBETCTBEHHO, KOJLTOU BBIMTY CKAIOT
yepes COII0 ¢ OJHUM OTBEPCTHEM, HANPUMED, XaPaKTEPU3YIONIUMCSI TUAMETPOM,
cocrapysroraM oT 0,1 MM 10 5 MM (Hanpumep, 0,5 - 5 Mm), ¢ 0Opa3oBaHUEM Kalejb, 3aTEM
MaJeHNe BBI3BLIBAIOT WIH OOECMEeUnBAIOT WX MAJEHHE B OXJIKAAIOIIEE MACIO WIH APYIYIO
00eCneunBaroNy 0 OTBEPKASHUE CPedy U MO3BOJSIOT WM 3aTBEPAETH C O00pa3oBaHHEM
3apOJIBIIEH, TTOC/IE YEro 3apOBbIINIHN BEIALSISIOT U3 OXJIAKIAMOIIEE MACTO U BBICY ITUBAFOT.

B cBs3U C 3THM CjieqyeT MOHUMATh, YTO HACTOSIIEE U300peTEHHE MPETy CMATPUBAET
Croco0 MPOU3BOJCTBA KOMITO3HIIUK COTJIACHO HACTOSIIEMY W300pETEeHHIO WIIN CepALEBHHBI,
COJEPIKAINUX LUKIOCIIOPUH, MEPBOE MOBEPXHOCTHO-AKTHBHOE BEIECTBO, MPEACTABISIOIIEE
co00ii wiu coeprkaliee MOHO- WU AUTTUIIEPU CPETHEISOYSUHON TN [UTUHHOIEIOYSUHOM
JKUPHOM KHUCITOTHI MM WX KOMOHHAIMIO, MPUYEM MOBEPXHOCTHO-aKTHBHOE BENIECTBO HE
COJIEP’)KUT WU He MPeACTaBisieT coO0OM MPOCTOM WITH CIOKHBINA 3PUP MOTHITHISHIJTUKONS, 1
MacisHy® (aszy B oOpasyrmollei Truaporesib MOTUMEPHOM MAaTpuile, MOpPUYEM CIOCO0
mpeaycMaTpuBaer: oOpa30oBaHHWE BOJHON MPeIBAPUTEIBLHO TMOJTYYSHHOM CMeCH, KOTOopas
COJIEPIKUT BOJY W BOJOPACTBOPUMEIE/ TUCTIEPTUPY EMBIE MaTepUaNbl (BKIIOUas B ce0sl, B CBI3U
Cc 9oTuM, OOpasylomuil TUApPOTedb MOJAMMEP) M MPEeJBAPUTENLHO TMONYyUYEeHHONH CMecH
qucrepcHoit (azel (HampuMmep, NpeABapUTEIbHO TMOMYUEHHOW CMecH MacisiHoN (a3bi),
KOTOpast COASPIKUT MACIsiHYO (pasy, LHKIOCIOPUH W TEPBOE MOBEPXHOCTHO-AKTHBHOE
BEIIECTBO, HEOOS3aTEIRHO APYTHe BCIIOMOTaTENbHBIE BemlecTBa (Hampumep, macio(a) u
pacTBOpPUMBIE/IUCTIEPTHPYEMBIE B Macje Marepuaibl), W KOMOMHUPOBAHWE JBYX
MpeaBapUTEIBHO TONYyUYeHHBIX CMecel ¢ oOpaszoBaHueM Koiiouga (aucrmepcHoil (as3el) B
npeaeaax BOAHOW (asel, comepxaineii oOpasyroomuii tuaporens noaumep. Koamona MoxHO

3areM copmupoBate B (POPMOBAHHYKO e€AWHUIY, Hampumep, chepy mnst obecnedeHus
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CEepPALEBUHBI, COJAESP/KALICH AaKTUBHBIA HUHIPEIUEHT. bojgee KOHKPETHO MPOU3BOJACTBO
KOMITO3UIIMH WJIH CePALIEBUHBI, KaK OIPeIeeHO BBIIIe, MOXKET IPeay CMaTPUBATE CIIEAyOIIee:

(i) oOpazoBaHHe TpeIBAPUTEIBLHO MOAYUYEHHON CMECH BOAHOW (haswl, coaepkarieit
pacTBOp B BOJE BOJOPACTBOPHMBIX KOMIIOHEHTOB (HampuMep, o0pasylolero ruaporeib
nojimMepa, JTr60ro(bIx) BOIOPaCTBOPUMOTO(BIX) BCIIOMOTATENBHOTO(bIX) BeECTBA(BEIIECTB),
KaK OIHMCAHO B APYTOM MECTe B HACTOSIIIEM JOKYMEHTE);

(i) oOpazoBaHMEe mNpeaBAPUTEIBHO MOAYUYEHHOW CMeCH JAWCIEepPCHOW (asbl, Kak
MPABHJIO, COASPIKAIIEH AUCTIEPCHIO WK MPEATIOUYTUTENBHO PACTBOP LUKIOCTIOPUHA, B KHUIKOM
JMIHIE, U MEPBOE MOBEPXHOCTHO-AKTHBHOE BELIECTBO, HEOOS3aTeIbHO BMECTE C APYTHMH
KOMIIOHEHTaMH JHCTIepcHON ¢a3pl  (HampuMmep, IOBEPXHOCTHO-aKTHBHOE BEINECTBO,
PacTBOPHUTENH U T.J., KAK ONMMCAHO B APYTOM MECTE B HACTOSIIIIEM JOKYMEHTE),

(i) cMemMBaHWE MpeJBApUTETIBHO NOJYUYEHHOW cMecH BomHOW (asel (1) wu
IpeIBapuTENIbHO MOy YeHHOI cMecH aucnepcHoit (asel (ii) ¢ oOpazoBaHHEM KOJUIOHA,

(iv) BBEITAIKMBAHUE KOJJIOKAA YePE3 COILIO C OOpa3OBaHUEM Kallelb,

(v) uHHMOUHMpOBaHWEe WM oOOecreueHne BO3MOXHOCTH OOpasyloleMy THIPOrelb
MOJMMEPY JKEeTaTHHUPOBATHCS WM 3aTBepAEBaTh C 00pazoBaHueM o0pasyrolleld THAporeib
MOJINMEPHOU MATPULEL, U

(vi) BBICYIIIMBAHHUE TBEPIOrO BEIIECTBA.

IMpou3BOACTBO KHUIKOM KOMIIO3MIIUK COTJIACHO HACTOSIIEMY H300PETEHHIO MOMKET
Ipey CMaTpPHUBATH Cleayolee:

(i) obpa3oBaHue TpeIBAPHUTEIBLHO MOMYUYSHHOH CMECH BOAHOW (haswl, comepkareit
pacTBop B BOAE BOJOPACTBOPHUMBIX KOMIIOHEHTOB (HampuMep, 0OpasyloIero THApOTelb
noJuMepa, Jr60ro(bix) BOA0OPaCTBOPUMOTO(bIX) BCIIOMOTaTENbHOTO(bIX) BeleCTBa(BEIIECTB),
KaK ONHMCAHO B APYTOM MECTE B HACTOSIIIEM JOKYMEHTE);

(i) obpazoBaHWe TMpeABAPUTEIBHO NOTYYSHHOW CMECH IUCIEepPCHON ¢asel, Kak
MPABHJIO, COASPIKAIIEH AUCTISPCHIO HIH MPEATIOUYTUTENBHO PACTBOP MUKIOCIIOPHHA, B KUIKOM
JMnuAae, U nepBo€ NOBEPXHOCTHO-AKTUBHOE BCIICCTBO, Heo6513aTeano BMECTE C ApyrumMu
KOMIIOHEHTaMH  JHCIEPCHON (a3pl (Hampumep, MOBEPXHOCTHO-aKTHBHOE BEILECTBO,
PaCTBOPHUTENH U T.1., KAK ONMCAHO B APYTOM MECTE B HACTOSIIEM TOKYMEHTE); U

(i) cMemMBaHWE TMpeIBApUTEIBHO TONYUEHHOM cMecH BoaHOW (asel (1) wu

MpeJBapUTENbHO MOTYyYeHHOI cMecH aucnepcHoit Basel (i1) ¢ oOpa3zoBaHreM KOIOUIA.
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Hexkotopsie ciocoObl pon3BoacTBa npexycMarpusaioT cragun (A) - (D) Hmwxe wim
ATBTEPHATUBHO CHOCOO MPOM3BOACTBA MOXKET NpPeayCMaTpHBaTh OXHY €IMHCTBEHHYIO HIH
00y kKoMOuHaIuio craguii (A) - (D).

(A) UnarocTpatuBHOE nonyyYeHne BOAHOU ¢as3bl:

KommonenTsl BOgHOH (ha3el 10OaBISIOT B BOAY, HAMPUMEP, OUHINEHHYIO BOIY, MPH
BCTPSXUBAHWUH, Hampumep, oOpaboTke yJIBTPa3BYKOM WM NEpeMellnBaHuu. Temmeparypy
MIOCTENIEHHO YBETUUMBAIOT, HampuMmep, 10 60-70° C u, B wactHOCTH, 10 65°C, M1 TOCTIKEHUS
MOJTHOTO PACTBOPEHHSI TBEPIABIX BellecTB. KOMIOHEHThI BOMHON (ha3bl BKIHOUAOT B CeOs
o0pasyonuii THAPOTeb MONMED, HAITPUMEP, JKEIATHH WIH arap U HeoOsI3aTebHO OTHO WITH
HECKOJIbKO JPYTMX BCIOMOTATENBHBIX BellecTB, Hampumep, D-copOut (miactudpukarop) u
MOBEPXHOCTHO-aKTHBHOE BeiecTBO (Hampumep, SDS). Bo3aMokHbIE KOMIIOHEHTBI BOIHOM
(hasbl OMUCAHKI B IPYTOM MECTE B HACTOSIIIIEM JTOKYMEHTE,

YKematun MoxeT mpeacTaBisThk coboit kenarud Trma A. COTJIacCHO HEKOTOPLIM MEHEee
NPEANOYTUTEIBHEIM BAPHAHTAM OCYILECTBJASHUS KenaTuH oTHocutcs K tumy B. JKenatun
MOXKET XapaKTepHU30BaTbCsl MPOYHOCTBIO CTyAHS Mo biatomy, cocrasmstomei 125 - 300,
HeoOsizareapHo 200 - 300, Hampumep, 225 - 300 u, B uactHOCTH, 275. KOMIIOHEHTHI BOAHOM
(ha3bl MOJKHO TIEPEMEIINBATE B TEUSHHUE MEPUOAA, COCTABISIOIIEro, HampuMep, ot 1 gaca 10 12
YacoB IS IOJTHOTO MOy UeHHsI BOTHOU (a3bl (BOTXHOMN MpeaBapUTebHO MOTYUYSHHOW CMECH).

(B) MiutrocTpaTuBHOE IIOAVUYSHUE AUCIEPCHON (a3l

LIMKI0CTIOPHH CMEINBAIOT C MEPBBIM IMOBEPXHOCTHO-AKTUBHBIM BEIECTBOM, MacioM
W JAPYTMMH KOMIIOHEHTAMH JUCIEpCHOH (a3l (Hampumep, COpPACTBOPHUTENEM) IIpH
BCTPSIXMBAHHH, HapuMep, oOpaboTKe yIbTPa3ByKOM WM ITePEMENINBAHUH, COOTBETCTBEHHO,
IIPH OKPY’KAOLIeH TeMreparype sl AUCIEPTHPOBAHAS WIIH TPEAIIOUTUTENBEHO PACTBOPEHHS
AKTUBHOTO MHTPEINUEHTA.

(C) MiumrocrpatBHOE cMeEIMBAaHUE ABVX (a3

Boanywo ¢azy u mucmepcHyro ¢asy cmemuBarot. JIBe (asel MOKHO CMEIIMBATH B
TpeOyeMoii Macce; HAIPUMED, MACCOBOE OTHOLIEHNE AUCTIEPCHOM (a3el K BOXHOU (paze MoxeT
cocrayath oT 1:1 1o 1:10, Hanpumep, ot 1:4 10 1:9 u HeoOs3aTensHO OT 1:5 10 1:8, Hanpumep,
npubmusurensHo 1:5 wnm npubnmsurensHo 1:7. IlodydeHHBI KOMIOHX IOABEPraroT
BCTPSIXMBAHWIO, HampuMmep, oOpalaTeIBAlOT YJIBTPA3BYKOM WM IEPEMENIMBAIOT, IIPU
temreparype, cocrasysitonieir 60 - 70°C u, B wactHocTH, 65°C, 1S IOy YSHHS] TOMOTEHHOMH
JVCTIEPCUH, 3aT€M U3 TOMOT'eHHON qucniepcuu GopMupyIoT ceprl. B vacTHOCTH, TOMOTEHHY 1O

AUCHEPCHUIO BBITYCKAKT 4YEpE3 OAHOKAHATIBHOE COILIO C 06p330BaHI/IeM Karejab, KOTOPhIS
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MaJar0T B OXJAKIAINYI cpexy. Comio COOTBETCTBYKOIINM 00pa3oM BHOpHpYET st
oOneruenust popmupoBanus kamneib. COMI0 MOKET BUOPUPOBATE C YACTOTOM, COCTABJISIOLIEH
2 -200 I't 1 HeoOs3aTenbHO 15 - 50 T

Oxnaxparomas cpeia, HampuMep, MOXKeT NPEACTAaBISTh COOOW BO3AYX WM MAcio;
MAacJI0, COOTBETCTBEHHO, SIBSIETCS (PM3UOIOTHUSCKH MPUEMJIEMBIM, KaK, HAPUMEp, B CIydae
CpeqHEIENOUEYHbIX TPULIIHIEPU 0B, Hanpumep, Miglyol 8 10N. Oxnax garoriast cpeaa MOKET
HAaXOIWUTHCSA TIPH OXJAKIAIIENH TeMmIeparype, 9acTo COCTaBistomieii MeHpime yem 15°C,
Hanpumep, MeHbime uyem 10°C, Ho Bbime O0°C. CorjmacHO HEKOTOPBIM BapHaHTaM
OCYILECTBIICHUS OXJTAKIAI0Mas TemMreparypa cocrapisier 8 - 10°C. Pasmep coruta (auamerp),
KaK Mpaeuiio, coctaeaser ot 0,5 10 7,5 mm, Harpumep, ot 0,5 10 5 MM u HeoOsi3aTenbHO ot 0,5
10 4 mm. CoryiacHO HEKOTOPBIM BapriaHTaM OCYIIECTBIIEHUS AMAMETP COILIA COCTaBISIET OT 1
IO 5 MM, HampuMep, OoT 2 10 5 MM H HeoOsI3aTenbHo OT 3 10 4 MM M, B YACTHOCTH, MOXKET
COCTaBIATH 3,4 MM. JlmamMeTp COomia MOKET COCTABIATE OT 1 10 2 M.

O0beMHast CKOPOCTh IOTOKA uepe3 3,4 MM COILIO HTH 4epe3 1,5 MM COILIO COCTaBISIET
5 - 35 r/muH u HeoOsi3atenbHO 10 - 20 I/MUH U AJ1s COMEN PA3IUYHBIX PA3MEPOB €€ MOKHO
OTperyJupoBaTh COOTBETCTBEHHO ILTOMIAN COTLIA.

(D) UnmrocrparusHast oopadborka chep

OxnakaeHHbIe chepbl N3BISKAIOT, HAIPUMep, UX MOXKHO M3BJIEeUb M3 OXJIAKIAIOLIEro
MacJa nocjie Nepuoa BpeMEHH yAepKaHusl, COCTaB/sIIoLero 15 - 60 MuHy T, HanmpuMmep, uepes
npuban3utenbHo 30 MuHyT. Cdepsl, N3BISUSHHBIE U3 OXJTAXKAAOIIEH XUIKOCTH (HApUMep,
Macia) MOXKHO LEeHTPU(QYTHpOBAThH ISl YCTpaHEHHs W30BITKA OXJAKIAOLICH KUIKOCTH H
3areM BbICYIIUTh. COOTBETCTBEHHO, BHICYIIMBAHUE NIPOBOJSIT IIPU KOMHATHOH TeMIepaType,
HanpuMep, pH 15 - 40°C u HeoGs3aTenbHO mpu 20 - 35°C. BricynrBaHue MOKHO TPOBOIUTH
B CyIIWIbHOM OapabaHe, HAIpUMeEp, B TEUSHHE MEPUOA, COCTABISIIONIEro OT 6 10 24 4acos,
HampuMep, B TeUYeHHe NpuOIu3uTeasHo 12 wacoB B ciaydae cdep, BBICYLICHHBIX IIPH
KOMHATHOH Temmeparype. BricymeHHble chepsl MOXKHO TNPOMBITB, COOTBETCTBEHHO, C
MOMOIIBIO JIETyueld HEBOJHOM >KUAKOCTH, MO MEHbIIell Mepe YaCTUYHO CMELIMBAIOLLEHCS C
BOJOW, HATPUMEP, UX MOKHO MPOMBITH dTHiIaneTaroM. [IpomeITeie cepsl MOXKHO BBICYIIUTH
NP KOMHATHOM Temmeparype, Hanpumep, rnpu 15 - 25°C u HeobszarensHo npu 20 - 25°C.
BricymmBanne MOXKHO MPOBOJHUTH B CYIIMIIBHOM OapabaHe, HampuMmep, B TeUSHHE MEpHOAa,
COCTaBJIsIroIEro 6 - 48 yacoB, HaITpUMEP, B TEUEHHE TPUONTU3UTEIBHO 24 YacoB B ciyuae chep,
BBICYIIIEHHBIX TPU KOMHATHOH TeMneparype. BricyuBanye MOXKHO OCYIIIECTBUTE € TOMOIIBIO

TOOBIX TOAXONSIINX CPEACTB, HANpHUMep, C HCIOIb30BAaHUEM CyIIHIBHOro OapabaHa,
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COOTBETCTBEHHO, TOJ JCHCTBHEM BaKyyMa, WJIH IIyT€M MPOCTOrO MPOIYCKAHUS TEIIOro
BO3AyXa 4Uepe3 mapTHio cdep, WIM IyTeM ICEBAOOKIDKeHUS] cdep B MOAXOISIIEM
000PYIOBaHUH C TIOMOIIBIO TEILIOTO BO3AYXA, HAPUMED, B CYLIMJIKE C TCEBI00KIKEHHBIM
cioem. [locne BeiCymMBaHUS Cdepbl MNPOMYCKAIOT Yepe3 CHTO C pa3MepoM Iop,
cocrassiroiuM 1 - 10 MM, Heobs13aTenbHO 2 - 5 MM JUTsl yAaIeHus! cdep Bhille HOMHHATBHOTO
pas3Mepa U 3aTeM depe3 CHTO ¢ pa3MepoM Iop, cocTapsiontum 0,5 - 9 Mmym, HeoOs13aTenbHO 1 -
4 MM 1 y nanieHus cdep Hwke HOMHHATBHOTO pa3Mepa.

Creayer MOHMMATh, YTO CYLIECTBYET BO3MOXKHOCTb IIOBTOPHOT'O MCIIOJIb30BaHuUs cep,
0TOPAaKOBAHHBIX C TOMOILBIO CIIOCO0A MPOCEHBAHMSIL.

B KkauecTBe MJOMONHUTENRHOTO AacleKTa COIVIACHO HACTOSIIEMY H300PETEeHHIO
Mpeay CMOTPEH COCTAB, MOMTYyYAEMbIi ¢ MOMONIBI0 (00MaaIOMKi XapaKTepUCTHKON) TH0O0r0
U3 Croco0OB, ONMMCAHHBIX B HACTOsIEM HOKyMeHTte. Cleayer MOHMMATh, YTO ONHMCAHHBIE B
HACTOSIIIEM JOKYMEHTE CIIOCOOBI, B CBSI3H C 3THM, MOYKHO HMCIOJIB30BATh Ui 00eCIeueHus!
M000H W3 KOHKPETHBIX CEpJIEBHH, ONMCAHHBIX COIVIACHO BApHAHTAM OCYINECTBICHHS B
HACTOSIIEM JOKYMEHTE, C MOMOIIBI0 IUCIIEPrHPOBAHMSI COOTBETCTBYIOIIMX KOMITOHEHTOB,
KOTOpbIe O0OpasyIT IHCHEPCHYI (a3y CepaLeBHHBL, B COOTBETCTBYIOLUIMX KOMIIOHEHTAX,
KOTOpBIe 00pa3yIoT BOJHYIO HEMPEPLIBHYIO a3y MATPHIbI CePLEBUHEL

B mpempiayiux ab3amax omucaHo 00pa3oBaHUE KOMITO3HIMM HIIM CEPALIEBHH 0e3
obomouex. KoMmosuuust MokeT coaepxarb 000710uky. Ha cepaueBHHBI MOXKHO HAHECTH
00oouky. Ha KOMMO3HMLIMIO WM CEePALEBHHY MOXXHO HAHECTH MOACIOW W/WIH HAHECTH
BTOpYr0 00070uKky (KOTOpas TaKke HasbBaeTcss 000J0Yka MOTU(UIMPOBAHHOTO
BBICBOOOXKIEHUST WM BHemHsii oOosouka). [loaxoxasiiwe moAacaion © - OOOIOYKH
MOTU(HUIIMPOBAHHOTO BBICBOOOXKAEHHUSI (BTOpast 000J0UKA WM BHEIIHSS 000JI0YKA)
NPEACTABISIIOT cO00M 00O M3 OMUCAHHBIX B HACTOSILEM JTOKYMEHTE U JIOObIE U3 MEePBOi
0007104k (11 MOACTOS) WIM BTOPOH 000mouku (aast 0OOJOUKH MOIU(PHULIUPOBAHHOTO
BbICBOOOXKIEeHUS). O60M0UKY (M) MOXKHO HAHOCHUTH C HCIONB30BAHHEM XOPOIIO H3BECTHBIX
Croco0OB, HAMPUMEP, C MOMOLIBIO HATIBUICHHSI, KAK OMHMCAHO HIKE, C MOy YeHHeM TPedy eMbIX
VBEIUYEHHUI MACChI MOACTION U 000J0UKHA MOIUPUILIMPOBAHHOTO BBICBOOOK ICHUSL.

B OTHOIIEHWM OJHOrO W3 CMOCOOOB, OMWCAHHBIX BEHINE (BHITATKABAHUE OMYJIbCHH
yepe3 HeoOs3aTeNbHO MYJNbCALMOHHOE COIUIO) C ABYMSI KOHLEHTPHUECKHMH OTBEPCTUSMHU
(ueHTpaTBEHBIM W HAPYKHBIM), Hapy)KHas TeKyuas cpexa Moxer (popmupoBaTh 000JOUKY
(cHapyxu c{epbl), KaK OMUCAHO B HACTOSAIIEM MOKyMeHTe. [IpeanouTuTENbHO UCHOIB3YIOT

ycrpoiictBo Spherex, mpoussenenHoe Freund (cm. marent CIIIA Ne 5882680 - Freund) (monHoe
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CoZIepKaHNe YKA3aHHOTO NMATEHTa BKIIOUEHO B HACTOSIIIMN TOKYMEHT IOCPEACTBOM CCHUIKH).
Taxke MOKHO UCTIONB30BATh IPYrOe CXOJHOE YCTPOUCTBO IUIs BBITATKHBAHUS WIH SKCTPY3UH,
HaIpuMep, YCTPOHCTBO IJIsl BEITAIKUBAHUS, OTTMCAHHOE B HACTOSINEM JTOKYMEHTE paHee.

IMpumenenue ycrpoiictBa Spherex ZOCTUraer O4YeHb BBICOKOW MOHOAWCIEPCHOCTH.
Hanpumep, B tummusoit 100 r maptum 97 r cdep XapakTepu30BAINCH JUAMETPOM,
cocTaBsromuM ot 1,4 10 2 MM wium ot 1 10 2 mm. TpebyeMbIX AMana3zoHOB Pa3MEPOB MOKHO
IOCTHYL C TIOMOINBIO CIIOCOOOB, WM3BECTHLIX B HACTOSIIEH O0O0MACTH TEXHMKH IS
BBIOPAKOBKH/CKPUHHHTA YACTHL] PAa3IMIHBIX pa3MepoB. Hanmpumep, cymecTByer BO3MOKHOCTb
BBIOPAKOBKH/CKpUHHHTA cep OOnbIIero/MeHbLIero pa3MepoB IMyTeM IpPOITYCKAaHUSI MAPTHH
BHaYaJIe uepes3, HallPUMeP, CUTO C Pa3MepOM SUEHKH, COCTABISIIOIUM 2 MM, a BIIOCIEACTBUU
yepes CUTO C pa3MepoM siuelKH, COCTaBIISIOIUM 1,4 mm.

Huanazon pasmepoB 1,4 — 2 MM mpexacraeinsier co0odf Xopoumii pasmep, eciu
HeoOX0aMMO pacbUTUTh 000104Ky Ha chepsl (ecmu chepa OyaeT MEHbIIEro pa3mepa, crpeit
MAIIUHbI TSl HAHECEHHsI 000I0UKH MOXKET IPOITY CTUTh Chepy; eCT OHM CIUIIKOM OoJbIasi,
chepbl MOXKeT OBITh TPYAHO TMCEBAOOKWKHUTH, YTO HEOOXOAMMO ISl JOCTHXKEHHS

PaBHOMEPHOTO MOKPBITHSI).

Cnoco0 HaneceHus1 000/109KH

Crioco6 HaHeceHUs! 000J0UYKH MOJKHO MPOBOIUTH C MOMOIIBIO 00T MOIX0ASIIETO
CpeJCTBa, TAKOTO KaK, HATIPHMED, UCTIOIE30BAHUE MAITHHBI JIJTSl HAHECEHUSI 000IOUKH, KOTOpast
HAHOCHT PAcTBOpP TMOMUMEPHON 000J0UKH (KAaK OMHCAHO BHINIE KOHKPETHO) HA COCTaB.
IMonmmepsl 171 HaHeceHHs OOOJIOUKH TPEACTABISIOT COOOM WM TPEIOCTaBJIEHHBIE
MMPOU3ZBOAUTEIIEM B T'OTOBBIX PACTBOpax ISl HEMMOCPECACTBEHHOI'O0 HCIOJIB30BaHMsI, WM HUX
MOKHO TTOJIYYHTh TIEpe T MPUMEHEHHUEM COTIIACHO MHCTPYKIIUSM ITPOU3BOTUTEIS.

Hanecenre 000104KH, COOTBETCTBEHHO, MPOBOIIT C UCTIOIB30BAHHEM TAKON CHCTEMBI
HaHeceHust 000J0YeK C MCEBIOOKIKEHHBIM CIIOeM, Kak KoJoHkKa Wurster Ajisl HaHeCEHWUsI
o0oouku(ex) Ha KOMIIO3UIUIO WK CepAueBuHy. [loaxoasimue MalluHbl A1 HaHECEHHS
000JI0YKM M3BECTHBI CIENMHUATUCTAM B HACTOSIIENW OO0NACTH TEXHHKH M BKIIOUAIOT B CeOs,
HampuMep, CHCTeMBI mepdopupoBaHHOro OapabaHa WIM CHCTEMBI C IICEBIO0KHKEHHBIM
cinoeM, Hanpumep, obopyaosanue s oopadborku GLATT, Vector (mampumep, CF 360 EX),
ACCELACOTA, Diosna, O’Hara w/unu HICOATER. Crneayer ynmoMsiHyTh yCTPOMCTBO TSt

HaHeceHHust 000J0ukH B mceBmooxmkeHHoM cioe MFL/O1 VcerpoiictBo nns HaHeceHUs
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0007104KH B TIceBao0KmKeHHOM cioe (Freund), ncnonp3yemoe B koHGurypauun “‘Pacnbiienue
CHU3Y .

TunuuHbie yCa0BUsI HAHECEHUST 000I0UKU MPEACTABISIOT COO0M CIEAYIOIIHE:

IMapameTp cmocoba 3nauenus
Boszaymnbii moToK | 20-60  (IPeamOUYTHTETHEHO
NICEeBA00KIKEH s (M>/4) 30-60)
Temneparypa BO3IyXa Ha
20— 65
Bxoxe (°C)
Temmeparypa o0TpabOTaHHOTO
20-42

Bozayxa (°C)

20 — 45 (npeAnoYTHUTEIBHO
Temmneparypa npoxaykra (°C)

40 - 42)
Hasnenue pacmeiisiemoro | He 6onee 1,4 nanpumep, 0,8-
Bo3ayxa (6ap) 1,2

Cxopocts panbiienus (r/MuH) | 2-10 u 3-25 06/MuH

CooTBeTcTBeHHO, 000JI0UKY HAHOCST B BHAE PacTBOPA MM AUCIEPCUH TMOJIUMEPOB (U
JPYTHX KOMIOHEHTOB) 06omouku. Kak mpasuio, 060I0UKH HAHOCST B BHIE BOXHOT'O pacTBOpa
WM JUCHEePCHH, XOTSI JPYrHe CHCTeMbI PACTBOPHUTENCH MOXHO HCIOIB30BATh IPU
HeoOxoxumocTH. Jlucnepcuio 060J0UKA HAHOCSAT HA KOMITO3HILMIO HJIM CEpALEBHHY B BHUIE
crpes B yCTPOICTBE Aisl HaHeceHHsI 0DOJOUKHM B MCEBIOOKMIKEHHOM CJIO€ C TMOJIyYeHHEM
TpebyeMoro yBeTUUeHHsT MacChl 3a cuyer obomouku. Kak mpaBuio, cmoco0 HaHEeCESHHS
000JIOUKH TIPOBOIAT MPU TEMIIEPATYPE, KOTOpasi COXPAHSET CepALEBUHBI IIPU TEMIIEpaType,
cocrapsromieii ot 35 mo 45°C, npeanouturenbHo ot 40 mo 42°C.

IMocne HaHeceHWs] 00OJOYKHM KOMITO3WULMIO MOJKHO BBICYLIHTBH, HANpPHMEp, IMyTEM
BhICymMBaHus mpu 40 - 45°C.

CormacHo HacrosimeMy H300PETeHHIO IOIOJTHUTENBHO IpeayCMOTPEH IMPOIYKT C
XapaKTePUCTUKAMI KOMITO3HIMH, IOJTYyYeHHOH, KaK ONHCAHO B HACTOSIIEM JOKYMEHTE,
npuiueM TMNpPOAYKT OHNpeAcsiioOT B TEPMHUHAX €ro XapakTEpHUCTUK, OIPEACISICMBbIX II0
XapaKTePUCTUKAM KOMITO3HLIUH JJISI HCKIIOUEHHsI Crtocoda, C HTOMOIIBIO KOTOPOTO OH MOy YeH.

Kak ynoMsiHyTO B HACTOSIIIEM JOKYMEHTE, ONMCAHHBIE CIIOCOOBI MOYKHO HUCIOIb30BATh
ISl TOnydeHHus 000N KOMIIOZHIMH, ONHCAHHOM COIJIACHO pAa3NIWYHBIM  BapHaHTaM

OCYIIECTBIICHUS B HACTOSIIEM TOKYMeHTe. B kauecrse mpumepa rpexy CMOTpeHa KOMITO3UIIHS
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COIVIACHO HACTOSIIEMY HW300pEeTEeHHIO, COoAepKalias CepALEBHHY H TEPBYHO OO0OIOUKY,
COJIepKaIyI0 BOJOPACTBOPUMBIM TPOCTONW dS(UP LEUTION036l HIM  BOJOPACTBOPHMOE
MPOU3BOAHOE MPOCTOrO H(PHPa HETHOI03bI, H/HIH BTOPYIO 000J0UKY, COAEPIKAIILY IO TOTUMED
OTCPOUEHHOTO BBICBOOOXKIEHUS, TPHUEM CEPIIEBHHA COAEPIKUT OOPa3yIONIyI0 THAPOTeENb
MOJTMMEPHY K0 MATPHITY, COAEPKAIIYIO )KETaTHH, IUKIOCIIOPHH A, CpeIHelenoYeyHbIe MOHO-,
- W/WIW TPUTJUIEPHIBL, TEPBOE MOBEPXHOCTHO-AKTHBHOE BEIIECTBO, MpeICTABISIOLIEe
co00# WK CopepIKaIee MOHO- HITH JUTTHIEPUI CPEIHENETOUSUHON W JTHHHOIIETIOYETHOM
JKUPHON KHUCITOTHI HITH WX KOMOWHAITHIO, KOTOPBIA He COIAEPIKUT WM HE MPeaCcTaBiserT co0oi
MPOCTOM WITH CJOXKHBINA 3(PUP MOTHUITHISHTIIUKOIS, COPACTBOPUTENL M HEOOS3aTEIEHO BTOPOE
MOBEPXHOCTHO-AaKTHBHOE BEIIECTBO, MPHUYEM CepALEBHHA OO0IaNaeT XapaKTEPUCTUKAMHU
CEPALEBUHBI, MOMYUESHHOU crocoboM, mpeaycMaTpuBaroimmM ctaauu (i) - (vi), ONMMCaHHBIE
BBIIIIE 1T 00Opa30BaHUs CEPAIIEBUHBI, TPUUYEM MPEIBAPUTETbHAS MTOJyYEHHAS CMECh BOIHOM
¢aser Ha craauu (1) cnocoba COAEPKUT JKETATHH M HEeOOSI3aTeIbHO BTOPOE MOBEPXHOCTHO-
AKTHBHOE BEIIECTBO (COOTBETCTBEHHO, AHHOHHOE IMOBEPXHOCTHO-aKTUBHOE BEIIECTBO), W
MpeaBaApPUTEIBHO TOJIyUYeHHAsT CMeCh MacisiHOM ¢aszel Ha craauu (il) cmocoda COAEPIKUT
CPEIHEIENOYEYHBIE MOHO-, AW~ WM TPUTITHIEPUIBI, THAPO(DOOHBIN aKTUBHBIA HHI'PEIUEHT,
MOBEPXHOCTHO-AaKTHBHOE BEIIECTBO (COOTBETCTBEHHO, HEMOHHOE TMOBEPXHOCTHO-AKTHBHOE
BEIIECTBO) U COPACTBOPHUTENb;, U MPUUYEM Ha CEPALEBHHY HeoOs3aTeNnbHO HAHOCST MEPBYIO
000/T0UKy,  COAEPKAIYK  BOJAOPACTBOPHUMBIM  MPOCTOM  3pup  UEUTIOI03BI  WIH
BOJOPACTBOPHUMOE MPOU3BOAHOE MPOCTOro d(pHUpa LE/UTIONO3bl, W/HIA BTOPYI OOOIOUKY,
COJIEPIKAIIY IO MOJTMMEP OTCPOUYESHHOTO BBICBOOOMKIEHHMS, MPUUEM OOOMOUKU MPENCTABISIOT
co0oii M00BIE M3 OMHCAHHBIX B HACTOSIIEM AOKyMeHTe. COOTBETCTBEHHO, CIIOCOO MOKET
MPOM3BOINTE KOMIIO3HITMIO, KAK OIMMCAHO BBIIIE, COAEPIKAIIYIO MEPBYIO OOONOUKY W/HITH
BTOPY 0 000/10uKy. CIocO0 MOKET TOTIONHUTEIBHO TPOU3BOIUTE KOMITO3HIIMIO, COEPIKAIITY FO
MEPBYI0 000JI0UKY H BTOPYHO 000I0UKY, HAXOAAUIYFOCS CHAPYIKH MePBOH 0O0IOUKH.

B cepaueBHHAX, OMHCAHHBIX B HACTOSIIEM JOKYMEHTE, K KOTOPBIM MPUMEHHMBI
CIIEAYIONINE XapaKTePUCTHKK, HAIPUMED, B HEMOCPEACTBEHHO MpEAIIeCTBYOMeM abd3arle,
MOTYT MPUCYTCTBOBATH CIIEYOIIHE XaPAKTEPHCTHKH:

JKETaTHH MOXKET MPUCYTCTBOBATE B KOIMUECTBE, cocTanstromeM 300 - 700 mr/T;

CpeAHelenoueuHbIe MOHO-, bi)iC WM TPUTTTULEPHIBI (Hanpumep,
KAIPUWIOBBIH/KANPHHOBBIH ~ TPUTJIMLEPUA) MOXKET MPHCYTCTBOBATH B  KOJHYECTBE,

cocrapsromem 20 - 200 mr/T;
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copactBopuresb (Hampumep, 2-(3TOKCHUITOKCH)ITAHOI) MOXKET NPUCYTCTBOBATH B
KOJIMYECTBE, cocTapJisirorneM 150 - 250 Mr/T;

HEMOHHOC MOBCPXHOCTHO-aAKTUBHOC BCIIECTBO (Ha.HpI/IMep, MMOBCPXHOCTHO-AKTUBHBIC
BeIlleCcTBa Ha OCHOBe copOuraHa, [12T-KupHbIe KUCIOTHL, WIN XHUPHBIE KUCIOTHI TIHLEPUIIA,
WU TTOJIOKCAMEPBI, WM, B YACTHOCTH, TIONMUITOKCHITHPOBAHHOE KACTOPOBOE MACIIO, HAITPUMED,
Kolliphor EL) mMoskeT mpucyTCTBOBATh B KOIHYECTBE, cocTapsttoreM 80 - 200 mr/T;

AQHWOHHOE TMOBEPXHOCTHO-AKTHBHOE  BELIECTBO  (HANMPUMED, AJIKWICYJIb(aTsL
kapbokcunarel win  ¢pochoaunuasr (B vactHoctH, SDS)) MOkeT NpPUCYTCTBOBATH B
KOJIUYECTBE, COCTARJIIOMEM 15 - 50 Mr/t; u

OUKIOCTIOPHH A, MOXKET MPUCYTCTBOBATh B KOJIMUECTBE, cocTaBisiromeM 60 - 180 mr/T,
cootBercTBeHHO 60 - 150 Mr/r, 90 - 150mr/t um 80 - 100mr/t, Hanpumep, 81 - 98 mr/T;

MpUYeM BCE MACCHI MPEJCTABIEHBI B pacueTe Ha CYXYIO0 MacCy CEpANEBHHBI MEPEN
HaHeceHHeM 000I0UKH.

KoMmmosunus MOXKeT COoAepkaTh WIH Ha CepALEBHHY MOXHO HAHECTH IEPBYIO
00010uKy (HmOACTON), KOTOpash MPeACTaBIsieT COOOW WM COIEPIKUT BOIOPACTBOPHMOE
COENMHEHNE, BEIOPAHHOE U3 MPOCTHIX 3(HUPOB IEUTIONO3BI U MX MPOM3BOIHBIX, B UACTHOCTH,
THIPOKCHUITPOTIHIMETHITIEIUTIONO3bI, MPUYEeM TiepBast 000J0UKa MPUCYTCTBYET B KOJIHUECTBE,
COOTBETCTBYIOIIEM YBEJIMUEHHUIO MACCHI KOMITOZULIMH 33 CUET MEPBOM 000TOUKH B AUATIA30HE,
BbIOpaHHOM u3 creayiomiero: (i) 8% - 12%, nanpumep, npubnuzureabao 10%; wu (i) 4% -
6%, Hanpumep, TPHONM3UTENHHO 5% MO Macce B pacuere HA MAacCy CEPIAIEBUHBI MEPEN
HaHeceHHeM mepBoil obomouku. [lepeast 000I0UKa MOKET XapakTepU30BaTHCS OOO0IOUKOM
MOU(UIMPOBAHHOTO BEICBOOOK IeHHS (MJTH BTOPOU 000104KOM), HAHECEHHOW Ha Hee.

INpeamnourutensHo M00ast 000m0uKa MOIU(PUITMPOBAHHOTO BBICBOOOKAEHMSI (BTOpAS
000j10uKa), OCOOEHHO COTJIaCHO BapHAHTAM  OCYIIECTBIEHHS B  HEMOCPEICTBEHHO
MpeAIeCTBYFOINMX ab3anax, mpeacrassier co0oi wiu coaepkut pH-He3aBUCUMY0 000I0UKY
MOIU(UIMPOBAHHOTO BBICBOOOXKAEHHSI, Oojee KOHKPETHO BTOpass OO0ONOUKA MOXKET
MPeACTAaBISITE CO00H 000/M0uKy MOAM(PUIMPOBAHHOTO BBICBOOOKIEHHS, COIEPIKAIIY O
STUMLELIOI03y  (Hampumep,  Surelease), eme  Oonee  KOHKpPETHO  000JOUKY
MOU(DUIMPOBAHHOTO BHICBOOOIKIEHHUS, COAEPKAIIYIO STHUIIIEILTIONO03Y W BOJIOPACTBOPUMBIIA
mojgucaxapuia, mekTHH (Hanpumep, Surelease-ekTHHOBas 000/I04YKa, Kak OMKMCAHO B
HACTOSAIIEM JTOKYMEHTe), U mpudeM o000J0uka MOAU(PUIIMPOBAHHOTO BBICBOOOKISHHS
MPUCYTCTBYET B KOJHUECTBE, COOTBETCTBYIOIIEM VBENUIEHHIO MACChI COCTAaBA 3a CUET BTOPOH

obomoukn, BeIOpaHHOMY U3 creaytomero: (a) 10% - 12%, manpumep, npubmusurensao 11%
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win npubmusurensro 11,5%; wmu (b) 16% - 18%, nanpumep, npubmusurensro 17% mo macce
B pacuere Ha Maccy COCTaBa Iepe] HaHeCeHHeM BTOPOH 000I0UKH.

Kpome Toro, ciocob monyueHuss KOMIO3UIMH COTJIACHO HACTOSIIEMY H300pETEHHIO
MOXKET npeaycMarpuBarb CTaanuu CMEIIUBAHUA HepBOﬁ nonyJsinuu u BTOpOI\/'I NOITy JISIUH,
npuyeM

nepBast HOMYJISILASL COASPIKUT 0OO0IOUKY, KOTOPAs MPEACTABISIeT COOOH MITH CONepPIKUT
BOJOPACTBOPUMBIIl MPOCTOM 3(Hp LELTIONO03B, HO HE CONEPKHUT BHEIIHIOK O0ONOUKY,
HAIPUMED, KaK OMKMCAHO B HACTOSIIEM JOKY MEHTE, U

BTOpasl TIOMYJISILASL CONEPKUT MEPBYIO 00O0JOUKY, KOTOpAs MPEACTABISIET COOOH HIH
COIEPKHUT BOJOPACTBOPHMBIN NPOCTOH S(hHUP LE/UTIONO03bI, U BTOPYIO O0ONOUKY, KOTOpas
MpeacTaBisieT coOOU WM COAEPIKUT 000JOUKY OTCPOUESHHOTO BHICBOOOXKIEHHSI, HAIpUMep,
KaK OMHMCAHO B HACTOSILEM JOKYMEHTE, HalpuMep, 000I0UKy, KOTopasi IpeAcTaBIsieT coOoit

WIH COACPIKUT MMOJIUMED OTCPOUCHHOI'O BI:ICBO60>KZ[6HI/I$I.

IIpumenenusn

KoMmo3unust COTIacCHO HACTOSIIEMY H300PETEHHUI0 MOXKET MPEUMYIIECTBEHHO
WCTIOJB3YIOT /I TMEepPOpabHONW JOCTaBKH (hapMalEBTHUSCKA AKTHBHBIX HHIPEIHEHTOB
MOCPEICTBOM NOCTUTHYTHIX YCHIIEHHBIX MPOQpUIEii pacTBOpEHHUS.

KoMrmo3uiuy CoriacHO HaCTOSIIEMY H300PETEHHIO BKIIOUAIOT B CeOsl KOMITO3UIUH
MOTU(UIIMPOBAHHOTO BBICBOOOMKISHHUSI, KOTOPHIE COASPIKAT LUKIOCIOPUH A U 000I0UKY
MOTU(UIIMPOBAHHOT O BEICBOOOK ISHUS, HATPUMED, CoAepKainy 0 pH-He3aBUCHUMBI omMep,
JUTS. HALIETIEHHOTO BLICBOOOKIEHUS! LIUKJIOCIOPUHA B HIDKHHUX OTHENAX KUIIEYHWKA. Takue
KOMITO3UIIUK MPHUBOIIT K HU3KOMY CHCTEMHOMY BO3AEHCTBHIO I[UKIOCIOPHHA A, MPH 3TOM
obecrneunBasi BLICOKHME COASpKaHus IuKIocnopuHa A B HmxHUX otaenax JXXKT, B wactHOCTH
In TOJCTas KUIIKa. Takue KOMITO3UIIH BBICBOOOKIAIOT LUKIOCTIOPHH A B aKTHBHOI (opMe,
HaTNpHMep, B BUIE PacTBOPa, UTO 00eCreunBaeT YCIWISHHY abCOpOLUI0 UKIOCIOPHHA A B
JokanbHOMW Tkauu HwKHUX OTAea0oB JKKT. Eciu KOMIO3MIKIO HCIONB3YIOT B (hopMme
muaHC(DEp, MUHUCHEPHI MPEUMYIIECTBEHHO TUCIEPrUPYIOTCS Ha Oosbmux yuactkax JKKT
MOCJIE TIEPOPATHHOTO BBEASHUS U, B CBSI3M C 3THM, KaK MPeANoaararT, obecneunBarT 0oee
OTHOPOIHOE BO3JEHCTBUE HUKIOCTIOPHUHA Ha OONBIINE YIACTKH, HAMPUMED, TOJCTYIO KUIIKY.

COOTBETCTBEHHO, MPENOIarakr, 4To KOMIIO3HIINHA MOTU(DHUITHPOBAHHOE
BBICBOOOXIEHHE COIJIACHO HACTOSILEMY H300pPETeHHI0, COAepKalle LUKJIOCIIOPHH ISt

JIOKQJIBHOI'O JICUCHHSI HIDKHHX OTACIIOB >KKT, SIBIIIIOTCST IPUMEHUMBIMU B JICUCHUU WA
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npodunakruke cocrostHuss JKKT. B wacTHOCTH, KOMIIO3MIHMSL COIJIACHO HACTOSIIEMY
M300PETEHHUI0 MOXKET COIEPKATh LUKIOCIOPUH A W/WIW IPYyrod MMMYyHOJENPEeCcCaHT U
SIBIIATBCS. TIPUMEHMMOM B MPOQUIAKTUKE WM JIEUEHUH BOCHAJIMTENBHBIX COCTOSHHUM,
nopaxaromux HwkHUe oTaensl JKKT, B 4acTHOCTH, COCTOSIHMH, MOPaXKaroLUX TOJICTYIO
KHILLKY.

KoMmosummioo  cormacHO  HACTOSIIIEMY  HM300pPETEHHMI0  BBOJST — MEPOPATBHO.
HeoOxomumast no3a Oyaer BapbUpPOBaTh B 3aBUCHMOCTH OT KOHKPETHOT'O TMOIEXKAIIETO
JICUCHHIO COCTOSIHUSI U CTAANU COCTOSIHUSL. B Ciyuae KOMIO3ULIMM, COAepKAIIUX IUKIOCIOPUH
A, KOMITO3UIINIO, KaK MPaBWiIO, OyIyT BBOAUTH ISt 0OECHEUEHHs MO3bI IUKIOCHOPHHA A,
cocrasysronieit 0,1 - 100 mr, Hampumep, 40361, cocTapstomeit 1 - 500 Mr uiu, B 4aCTHOCTH,
JIO3BI, cocTapystomeit 25 - 250 mr nukmocnopuHa A. KOMITO3UITNIO, COOTBETCTBEHHO, BBOIST
B BUJE OJHOKPATHOU €KEeIHEBHOU JO3bL

CoriacHO OZHOMY acCHeKTy HACTOSINEro M300peTeHHs MpexyCMOTPEeHa KOMITO3HUIIHS
COIJIACHO HACTOSIIEMY H300pPETEHUI0 ISl TMPUMEHEHHS! B JIGUEHWH WIH NPOQPIIAKTHKE
CIIEQYIOIIErO: BOCIANIUTENILHOE 3a00/IeBaHIe KHIleuHHKa, 00e3Hb KpoHna, Hecnenupuaeckuin
SI3BEHHBIIN KOJIUT, PEaKIUsl «TPAHCILIAHTAT MPOTUB XO3SMHAY, PEaKIHsI «TPAHCILIAHTAT TPOTUB
XO3SIMHA) KEITy JOYHO-KHUIIEYHOI0 TPAKTa, TSDKEIAsh MUACTEHHS , CHHAPOM Pa3ApaKEHHOIO
KHMIIIEYHHKA (HAIpUMeEp, C CHUMIOTOMAMH 3amopa, JuUaped W/WIH OOiH), LETHAKHSL, SI3BbI
JKeNyJKa, AUBEPTUKYJIUT, BOCIAJICHHE WICOAHATBHOTO KapMaHa, MPOKTHUT, BOCHAJICHHE
CIIM3UCTON O0O0JOUKH, CBS3aHHBI C XHMUOTEpaNMeld SHTEpPHUT, CBs3aHHBIA ¢ OOIydYeHHeM
SHTEPUT, CUHIPOM YKOPOUCHHOW TOHKOI KHIIKU WM XPOHUUYECKAS] AMAPEs,, TACTPOSHTEPHUT,
IyOJEHUT, SIOHUT, MENTUYeckas s13Ba, Tpoduueckas octpas s3Ba KypiuHra, anmeHIdLuUT,
KOJIUT, NWBEPTUKYJIE3, SHAOMETPHUO3, KApLUUHOMA U aJeHOKApLMHOMA TOJCTOH M MpsIMOM
KHUIIKH, aJICHOKAPLUUHOMA, TAaKWe BOCHAJIUTEIbHBIE HAPYIICHHS, KaK BOCHAJICHHE B
OTKITIOUEHHON KHIIKEe, WIIEeMUYECKUH KOJUT, WH(QEKIUOHHBIA KOJIUT, XHMHUYECKUH KOJIUT,
MHUKPOCKOTIMUECKHI KOMUT (BKITIOUAs B ce0sl KOJIAT€HO3HBI KOJMWT W JAM(pOLUUTAPHBINA
KOJINT), HETHUMWYHBIA KOJMT, T[CEBIOMEMOPAHO3HBIM KOJIHT, MOJTHUEHOCHBIA KOJIUT,
ayTUUECKUI DHTEPOKOJHT, HEONPEACJCHHBI KOJIWUT, SIOHOWIEUT, WICHT, WIEOKOIUT WIN
TPaHyJIOMATO3HBIH KOJNUT, MPO(PHIAKTAKA OTTOPKEHHS TOCIE TPAHCILIAHTAUH KOCTHOTO
MO3ra, TICOpHa3, aTONMUYEeCKU TepMarTuT, PEBMATOUIHBIN apTPUT, He(POTHUECKHUN CHHIPOM,
NEPBUYHBIA  CKIEPOZUPYIOIUMNA XOJAHTUT, CEMEWHBI AaJeHOMATO3HbIM MOJUIO3 WU

nepuaHaibHas Oone3Hb KpoHa, BiIrouast B ce0st IepuaHaibHy 0 QUCTYIL.
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CornacHO OJHOMY BAapHAHTY OCYILIECTBIEHHS KOMITO3UIMSI COITIACHO HACTOSIIEMY
n300peTeHnI0 peayCMOTPeHa ISl MPUMEHEHHs] B JI€USHHH BOCHATHTENBLHOTO 3a00IeBaHUS
kumeyHnka. OCHOBHBIE (l)OpMI:I BOCHAIUTCIIBHOI'O Sa6OJ'IEBaHI/I$I KHUIICYHUKA MPEACTaBJISIIOT
coOoii 6onezus KpoHa u Hecnenupuieckuii si3BeHHbIN KOMUT. COOTBETCTBEHHO, KOMITO3HUIIHS
COIIACHO HACTOSILEMY H300pPETEHHI0O MOXET SIBISITHCS NMPUMEHHMOW B JIEUEHHH OOOMX
YKa3aHHBIX COCTOSIHUM.

KoMmmosuuus coriaacHo HAacTosIeMy H300PETeHHIO MOXKET OBITh MPEXyCMOTpEeHa st
MPUMEHEHHUs] B JIEUYeHWH WIH NPOQUIAKTHKE CISAYIOWETro: CHHAPOM pPa3IpaKeHHOro
KHIIEYHUKA (HampuMep, C CHMOTOMAaMHU 3amopa, Auaped W/unu Oonm), LeIuaKus, s3BbI
JKeNyAKa, IUBEPTUKYJIUT, BOCHAJICHHE WICOAHATBHOIO KapMaHa, MPOKTHUT, BOCHAICHHE
CITM3UCTON 00O0JOUKH, CBSI3aHHBIA C OOJYUYEHHEM DHTEPHT, CHHIPOM YKOPOUEHHOIH TOHKOM
KHMIIKA WM XpOHUYEcKasl auapesi, raCTpOIHTEpPHUT, AyOJSHHUT, EIOHHUT, NeNTHYecKas s3Ba,
Tpoduueckass ocrpast si3Ba KypimHra, annmeHIUOUT, KOJHT, AUBEPTHKYJE3, 3HIOMETPHO3,
KapuuHOMa MW AaAEeHOKApLUUHOMA TOJICTOH M MNpsSIMOM KHIOKH, AXSHOKAPLUUHOMA, TaKHe
BOCHIAJIUTC/IBHBIC HAPYUICHUSI, KAK BOCIIAJICHUEC B OTKJTIFOUEHHOM KHUIIIKE, HIIeMAYECKIH KOJIUT,
WH()EKUUOHHBIA KOJUT, XUMHYECKHH KOJIUT, MHKPOCKONMYECKUH KOMUT (BKIIOYas B cels
KOJUTAr€HO3HBIN KOJIUT 5 JUMQOTUTAPHBIN KOJIUT), HETUIAYHBINA KOJIUT,
MCEeBIOMEMOPAHO3HBI  KOJNHT, MOJHUEHOCHBI  KOMUT, aQyTHUECKHA OHTEPOKOJIHT,
HeOIpeeIeHHbIH KOUT, SIOHOWIEUT, HWISHT, HISOKOIUT, IPaHyIOMATO3HbIH KOIUT, Gudpos,
peaknysi «TPAHCIUIAHTAT NPOTHB XO3SMHA», PEakiysl «TPAHCIUIAHTAT IPOTUB XO3SIMHA»
JKeNly JOYHO-KHIIeYHOTo TpakTa, mnpodunaktuka u jeueHne BHUY (mampumep, BHY-
SHETPONATUU) WU JKETyJOYHO-KUIIEeUHbIe dHTepornartid. KoMIo3uIus Takke MOXKeT OBbITh
mpeay CMOTpeHa AJIsl MpUMEHEHHs B jiedeHnd win npodunakruke BeizBaHHOro Clostridium
difficile xomura.

Bonesnr Kpona moker mopaxars Bech JKKT, Bkrogast B ce0st TONCTYIO KUIIKY. TeM He
MeHee, Hecrmenu(puyeckuil SI3BEeHHBIH KOJIHUT MPeNCTaBiIsieT cOOOW COCTOSHHE, KOTOPOe
MOPA’KaeT TOJNBKO TOJICTYIO KHUIIKY U MPsSMyI0 KAMIKY. COOTBETCTBEHHO, IPEIIONaraoT, 9TO
npoduiib BEICBOOOKASHUS, 00eCTIeunBaASMbIN HAIISIEHHOW HA TOJICTYIO KHIIKY, COASp KA
HMMYHOZETIPECCAaHT (HampuMep, COAEPkKaIled LHUKJIOCIIOPHH A) KOMIO3MIHMENH COIJIacHO
HACTOSIIEMY  W300pETeHWI0,  SIBISIETCS  OCOOEHHO  ONAarONmpUsITHBIM B JICUSHHH
Hecnenr(puIeckoro s;3BeHHOTO KOIHTA.

HanenenHast Ha TOJCTYIO KHUIIKY KOMIIO3WLMSI COTJIACHO HACTOSIIEMY H300pETeHHIO

IJaBHBIM 00pa3oM BBICBOOOXKAAET LUKJIOCIOPHH A B TOJCTOM Kkumke. TemM He MeHee,
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LUKJIOCTIOPHH TaKKe MOKET BBICBOOOKIATHCS B pacmonoxkeHHbIX Bbime oraenax JKKT, u,
COOTBETCTBEHHO, KOMITO3HUIIMS TaKKe MOXKeT obecreunBarh TepaneBTHueckuii dddext mpu
COCTOSIHUSIX, KOTOpblE MOpaxkaloT Apyrue uacth HuwikHuX otzaenos JKKT, nampumep,
crenyromux: OomesHs KpoHa, CHHAPOM pa3IpakeHHOrO KHINEYHWKa (Hampumep, C
CUMITOMAMH 3amopa, auaped W/mim OONM), NeauaKus, S3BbI JKETyIKa, TUBEPTUKYJIUT,
KOJUJIATEHO3HBIH KOJHUT, BOCHAJICHHE WICOAHATHHOTO KapMaHa, IIPOKTHUT, BOCHAJICHHUE
CITM3UCTON 00O0JOUKH, CBSI3aHHBIA C OOJYUEHHEM DHTEPHT, CHHIPOM YKOPOUEHHOI TOHKOM
KHIIKY, XPOHWYECKas Jauapes, TacTPOIHTEPHT, IyOJCHHUT, EIOHUT, IeNTHYecKas s3Ba,
Tpoduueckas ocrpast si3ea KypiuHra, anneHaunuT, AMBEPTHKYIE3, SHIOMETPUO3, KApIUHOMA
U aJeHOKApLUUHOMA TOJCTOM M NPSIMOM KHIUKH, aIEHOKAPLUUHOMA, TAKHE BOCIAIHUTEIbHBIC
HapyHIEHUsI, KaK CFOHOMUJICUT, WICUT, UJICOKOJINT, LCITUAKUS, (1)1/16})03, peakus «TpaHCIUIAaHTaT
MPOTHUB XO3SIMHAY, PEaKLMs «TPAHCILIAHTAT MPOTHB XO3SIMHAY eIy T0UYHO-KUIISUHOT'O TPAKTA,
npodunaxruka u neuenne BUY (manpumep, BUY-3HTEpONIaTHN) WM SHTEPOIATHHL.

Peakumst «TpaHCmiaHTar MpOTHB XO3SMHA» OKelyno4Ho-kumeyHoro tpakra (GI-
GVHD) mpencraBnsier coboif omacHOe i KM3HM COCTOSIHHE W OJHY M3 HauOonee
pacnpoCcTpaHeHHBIX HPUYMH HEJOCTATOYHOCTh TPAHCILIAHTAT KOCTHOTO MO3ra M CTBOJOBBIX
kierok. Y manueHtoB ¢ GI-GVHD cymectByloT KIETKH AOHOPA, ATaKyIOLIUE OPraHu3M
MalieHTa — HauOojiee YacTO KHUIIEYHMK, MeueHb U koxky. Y mammentoB ¢ GI-GVHD co
CTENeHbI0 OT €naboii 10 YMEpeHHOH, Kak MPaBWUJIO, Pa3BUBAIOTCS CHMITOMBI OTCYTCTBHSI
anreTuTa, TOIIHOTHL, PBOTHI M auaped. Ecim ocraButre 6e3 neuenuss GI-GVHD moxer
mporpeccuponars 10 obpasoBanus 5138 B 06omouke XKKT, u B cBoeit Hauboee Tsukenoit opme
9T0 MoOkeT ObiTh cMmepTenbHbIM. COOTBETCTBEHHO, COIVIACHO OJHOMY  BapHaHTY
OCYLICCTBJICHUS KOMIIOSULIUA TPEAY CMOTPEHA AJIsI TPUMEHEHUS B JICUCHUHN WJIN HpO(bI/IJ'IaKTI/IKe
peaKkuuy «TPaHCIUIAHTAT MPOTHB XO3MHA» Kemy JouHo-kuieynoro tpakra (GI-GVHD).

CornacHo AOMONHUTEIBHOMY BAPHAHTY OCYIIECTBICHHS ITPEy CMOTPEHA KOMITO3ZUIIS
COIVIACHO HACTOSIIEMY M300PETeHHIO ISl IPUMEHEHUS! B JISUSHUH LeTHAKHHL.

CornacHo JOTOMHUTETBHOMY BAPHAHTY OCYILIECTBIEHHS MIPeay CMOTPEHa KOMITOZHLIUS
COIJIACHO HACTOSIEMY H300pPETeHHIO ISl NMPUMEHEHHsI B JICUSHWH WM NPO(IIAKTHKE
Hecre(pUIecKoro s;3BeHHOTO KOJIUTA.

Kpome Toro, npeaycMoTpeHa KOMIO3UIHUSI COTJIACHO HACTOSIIEMY H300peTeHHIO IS
MPUMEHEHUs] B JIeUeHHH HeliponereHeparuBHbBIX 3aboneBannii (Hampumep, OonesHH

IMapkuHCcoHa, Oone3Hu AjbIreliMepa Win COCY TUCTON NEMEHITMN) HIH TETCKUX 3a00/IeBaHUH,
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BKIIOuasl B cebst 6e3 orpaHuueHus] Hecrienuuueckuii sI3BEHHBIH KOIHT, 0oje3Hr KpoHa u
GvHD.

Xponnueckoe Bocnaienue KKT MoxeT mprBOANTE K KJIETOYHOU TpaHCchopMmarmu u
BO3HHKHOBEHUIO 3JI0KAUYECTBEHHOHN OIyXOJH 3a CUeT omyXxojeobpa3oBaHusl. Briio mokazaHo,
YTO LHUKJIOCIOPHH SIBISIETCS 3(PPEeKTUBHBIM B MHIHOMPOBAHMM KJIETOUHOTO POCTA B PSIIC
KJIETOUHBIX JTHHHUI 3T0KaUECTBEHHBIX OMyXojied ToncTod u mpsamoil kumku (Wereneck et al
Cell Cycle 11:21; 2012; 3997-4008). Takxke ObLIO MOKA3aHO, YTO MHMKIOCIOPUH MOKET
nmpeacTaBisTh coboit sddexTuBHEi MHrHONTOP omyxoieobpasoBanust (Kawahara et al,
Cyclosporine A and Tacrolimus Inhibit Urothelial Tumorigenesis; Molecular Carcinogenesis,
2015). CoOTBETCTBEHHO, LMKIOCIOPHH MOXKET SBISATECS 3(dekTuBHBIM B oOecrmeueHun
LUTOCTATHYECKOTO MPOTHBOPAKOBOrO dddeKra, TeM CaMbIM HHTHOHPYS. POCT OIMyXOJH.
Luknociopun  MokeT  SBIATHCS  SPQPEKTHBHBIM B NPOPIIAKTHKE WIH  OTCPOUKE
BOZHUKHOBEHHMSI 370KAUYECTBEHHOH OIyXONHM TOJCTOH M MNPSIMOM KHIIKM y MalUEHTOB C
XPOHUYECKUMH BOCHANIUTENBHBIMH COCTOSIHHAMH, nopaxkatommmu JKKT, B wactHOCTH
TOJICTYIO KHUIIKY, HAIIpUMEP, BOCHTAIUTC/IBHBIMU COCTOSHUAMHU, ONMHUCAHHBIMU B HACTOSILEM
JOKYMEHTe, TaKMMH Kak Hecmeuubuueckuil si3BeHHbIN komut wid Oome3Hs Kpona. Kak
00CY KJalIOCh BBIIIE, COACPKAILME LHMKIOCIOPHH KOMIIO3UIMK O0ECHeUnBAOT BBICOKHE
COZepKaHMsI LIUKJIOCIIOPHHA B COMIOOMIN3NPOBAHHON (popMe B TOJICTOH KHIIKE H, B CBSI3H C
STHM, MOTYT SIBIATHCS 0COOEHHO 3()(EKTHBHBIMU B JIEUEHHU 3JIOKAUYECTBEHHON OIMyXOJH
TOJICTOU U OPSIMOI KHIIKH.

CornacHo JONONHHUTETBHOMY AacIleKTy HACTOSIIero H300peTeHus IpeayCcMOTpEeHa
coJeprKalasi UHKJIOCIOPHH KOMIO3HMLHMS, KaK ONPEIENTeHO B HACTOSINEM IOKyMEHTe, NI
NPUMEHEHHUS] B JICUCHUU 3710KadyecTBeHHOU omyxonu, nopaxkawromed XKT, B uactHOCTH
mmwkane oraenel JKKT u ocobenHo Tometyio kumky. COOTBETCTBEHHO, COJepKamiast
LUKJIOCTIOPHH KOMIIO3ULIMST MOXKET OBITh IPeayCMOTpPEHAa Ui NPUMEHEHHUs B JICUCHUH
37I0KAYeCTBEHHOH OmyxXomu ToyucTod u mpsmon kumku. Coxepxamas THKIOCIIOPHH
KOMITO3HUILIHST MOXKET 6I>ITI: npeayCcMOoTpeHa JJIs1 MIPUMCHEHUSL B O6ECHeLIeHI/II/I
murocTaTuueckoro d¢dexra mpu  37M0KavecTBeHHOW omyxonu, nopaxkawomieir JKKT, B
YACTHOCTH, 3710KAYECTBEHHOH OITyXOJIU TOJICTOH U NMPSIMOH KUIIKH.

Kpome ToOro, mnpegycmMoTpeHa coaepikamiasi LHUKIOCIOPHH KOMITO3MLMS AT
MPUMEHEHUs] B NPO(QUIAKTUKE WIA OTCPOUKE BOZHUKHOBEHHS 3JI0KAUECTBEHHOMN OMyXOJH
JKKT y maumeHTa ¢ XpOHMYECKOUM BOCHAIMTENBHBIM cocTosiHueM, mopaxaromuM JKKT, B

yactHocti HwkHUe oTaensl JKKT wu ocoGeHHO ToiCcTY0 KUKy, COOTBETCTBEHHO,
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coaepKaiias IUKIOCIOPUH KOMIIO3HIMS MOKET OBITh NMpexyCMOTPEHa Uil MPUMEHEHHUs B
uHrubupoBanuu onyxoneodpazosanus B JKKT, B 4aCTHOCTH B TOJICTO# KHIIIKE,

Coneprkauiyro LUKJIOCTIOPHH KOMIO3HIMIO MOXKHO HCIIOIb30BATh OTIAENBHO WK
COBMECTHO C APYTHUM HPOTHBOPAKOBBIM CPEICTBOM, HAIPHUMEP, COAEPIKALIYI0 LUKIOCIOPUH
KOMITOZUIIMIO MOYKHO MCHOJIB30BATh BMECTE C MPOTHBOOIYXOIEBEIM CPEACTBOM ISl JICUSHUS
WIA OTCPOYKHM BO3HUKHOBEHHSI 3/I0KaueCcTBeHHOW omyxonu, mnopaxkarwomein JKKT.
Cogep:kaliyo [UKIOCIOPUH KOMITO3HI[HIO MOJKHO BBOJHMTH CYOBEKTY B BUAE KOMOWHAIHMH
(DUKCUPOBAHHOW MO3bI C OJHUM KM HECKOIBKHMH JOMOJHUTEIBEHBIMUA MPOTHBOPAKOBBIMU
cpencrBamu.  CozepkKallyr0 LHUKIOCTOPHH KOMIO3WIMIO MOKHO BBOJUTH OTAENBHO,
MOCJIEAOBATEIBHO MM MO CYLIECTBY OAHOBPEMEHHO C APYTUM IPOTHBOPAKOBBIM CPEICTBOM.

HpOTI/IBOpaKOBLIe CpeacTBa, KOTOPBIC MOT'YT SBJISITHCS IIOAXOIAIMUMUA AJIsI TPUMEHECHU ST
C KOMITO3UILIUEH, COAep KaIlei IUKITOCIOPHH, BKIIOYAIOT B ce0st 6€3 OrpaHuveHus OJHO WIH
HECKOJIBKO CPEJCTB, BLIOPAHHBIX H3 CIEAYIOIETO:

(1) anTHIpOMU(EpATHBHBIE/IPOTUBOOMYXOJEBBIE JIEKAPCTBEHHBIE CPEICTBA U X
KOM6I/IHaL[I/II/I, TAKUEC KaK aJJKWINPYIOIUE CPEACTBA (Hal'IpI/IMep, OUCIUIATHH, OKCAJIUILIATHH,
kapOomiarun, wukaodpochamMua, MycrapreH, ypamyCTHH, OeHxaMycTwH, Meidaras,
xjaopaMOym, XJIopMeTwH, OycynabdaH, TEeMO30JaMHu[, HHUTPO3OMOUEBUHBI, upochammn,
Mendanad, NUMNOOPOMaH, TPHITWIEHMENAMHH, TPUITHIEHTHO(HOCHOpaMIUH, KapMyCTHH,
JIOMYyCTHH, CTPENTO30LMH U JakapOa3uH), aHTUMeTalOoMThl (HAMpUMEp, reMuuTabuH Hu
antudonarel, TakMe Kak (TOpHMPUMHUAMHBEL, Takue Kak S-Qpropypamma u Teardyp,
PaNTUTPEKCE, METOTPEKCAT, IEMETPEKCe, NUTO3UHAPAOUHO3U A, (PIOKCYpuauH, uTapabuH,
6-MepkanTonypuH, O-tHoryaHuH, (ayaapabun ¢ocdar, MEHTOCTATHH W TeMUUTAOUH |
THIPOKCHMOYEBHHA), AHTUOMOTHUKHU (HANpHMeEp, AHTPALMKIWHBL, TaKhe Kak aJApHaMHLIMH,
OJ€OMHULIMH, JOKCOPYOWIIMH, IayHOMHLUWH, OSMHPYOWULMH, wuAapyOuUIMH, MHTOMHLHMH-C,
JAKTHHOMUIIMH M MHTPAMHLIVH); aHTUHMHTOTHUYECKUE CPEACTBA (HAPHMED, TAKUE ATKATOHIbI
GapBHHKA, KaK BUHKPHUCTHH, BUHOIACTUH, BUHAE3UH U BHHOPEIOWH, U TaKUe TaKCOUBI, KaK
TAKCOJI U TaKCOTEP W MHIUOWTOPHI MOTOKMHA3BI); MPOTEACOMHBIE WHTHOWTOPLI, HANpHMED,
kappuazomud wu OGopresomuO, Tepanus C TMOMOIIBI HHTEepdepoHa, W HHTHOUTOPEI
TOmOM30Mepasbl (HampuMep, Takue SMUMOI0(DUUIOTOKCHHBL, KaK STOMO3HI W TEHHIO3UJ,
aMCaKpHH, TONOTEKAH, HMPUHOTEKAH, MHTOKCAHTPOH U KAaMITOTELWH), OJIeOMHINH,
JAKTHHOMUIIMH, JayHOPYOHUUWH, xoKcopyOuumH, oSnupyOunmH, wuxapyounus, apa-C,
nakaurakcen (Taxol™), HaO-MaKIUTAKCEN, JOUETAKCEN, MUTPAMHUIMH, JE30KCUKO(OPMHUILIUH,

muromuiH-C, L-acnaparmnaza, wuHtepdeponsl (ocobenno IFN-anmsda), 3Tomosuz,
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tenuno3ny, JHK-nemernanpyronme cpeactsa, (Hanmpumep, a3aluTHINH WIH JeIuTabuH); 1
UHruouTOpEl  rucTtoH-meanerwnan3sl (HDAC)  (mampumep, BopuHocTar, MS-275,
MaHOOMHOCTAT, POMHUIENCHH, BajblpoeBas kuciaora, wmoueruHoctar (MGCDO0103) u
npamHocTaT SB939);

(i1) TakMe NUTOCTATHYECKHUE CPEJCTBA, KAK AHTUICTPOTEHBI (HAmpUMep, TaMOKCH(EH,
dyaBectpant, Topemuden, pamokcudpen, aponokcupeH W HomokcueH), aHTHAHAPOTEHBI
(nampumep, OukamyTamun, (IyTaMHI, HAITyTAMHI W CIHUIPOTEPOH aleTaT), aHTArOHHCTHI
LHRH wmn aronuctst LHRH (mampumep, rocepenmH, iedmnpopenus u OycepenuH),
MPOrecTOreHsl  (HampuMep, MErecTpos alerar), WHruOWTOphI apoMarasbl  (Hampumep,
aHaCTPO30J, JIETPO30J, BOPA30T M DKCEMECTaH) U WHTHOUTOPBI SO-peAyKTasbl, Takhe Kak
¢unacrepun; u HaenOen, CPT-ll, anactpazon, naerpazon, kameuutabuH, penokcaduH,
ko ochamua, udochamua u aposokcadhuH;

(ili) aHTHWHBA3WBHBLIE CPeACTBA, Hampumep, AazaTHUO U OGocyTHHO (SKI-606), u
HHTHOMTOPBI  METAUIONPOTENHA3bI, HMHTHOUTOPBHI  (DYHKUIHM  pelenrtopa aKTHBaTopa
IUTa3MHUHOTE€HA YPOKHHA3HOT'O THIIA WM AHTHTENA K FelapaHase;

(iv) maruburopr! GyHKUMM GaKTOPOB POCTA: HAPUMED, TAKUE HHIHOUTOPEI BKIIOYAIOT
B ce0st aHTHTENA K (aKTOpaM poCTa M aHTUTENA K perentopaM (pakTopoB pocTa, HampuMep,
antureno kK erbB2 tpacty3symab [Herceptin™], anrureno k EGFR manutymyma0, anTuTE 0 K
erbBl neryxcumal, WHrHOWTOPBI TUPO3MHKHHA3LL, HANPHMEP, HHIHOUTODPHI CeMelCTBa
SMUASPMATBHBIX (DAKTOPOB pocra (Hampumep, Takhue WHrHOUTOPLI CEHMCTBA TUPO3HHKUHA3
EGFR, «kak redurunu0, sprnotuaud, 6-axpuiamugo-N-(3-xiaop-4-propdenmn)-7-(3-
MopdomuHonponokcu)-xuHazoaus-4-amun (CI 1033), uHrHOUTOPBI THPO3UHKHHA3BI erbB2,
TaKye Kak JanmaTuHub) U aHTHTENA K KOCTUMYJIHPY FOLINM MoJieKkyiaM, TakuM kak CTLA-4, 4-
IBB u PD-l, win antutena k muroxunam (IL-10, TGF-6eta); uHrnOuTOpEI cCeMelicTra (hakTopoB
pocTa remnarourToB; HHIHOUTOPEI CEMEeHCTBa MHCYJIMHOBBIX (DAaKTOPOB POCTA; MOIYJISITOPHI
OENKOBBIX PEryJISITOPOB KIETOYHOIO armonTos3a (HampuMmep, HHruoutopsr Bel-2); uHruouTopsr
cemelicTBa TPOMOOLUTAPHBIX (PAKTOPOB pPOCTa, TakWe KAk WUMATHHUO W/WIM HUJIOTHHHO
(AMN107); nuHruOUTOPBI CEPUH/TPEOHUHKHUHA3 (HAITPUMED, HHIHOUTOPEI Iepeaayn CUTHAIOB
Ras/Raf, Takue «ak wuHrHOUTOpEl (apHesunTpanchepaspl, Hampumep, copadeHuo,
tunuapHud u toHadapHuO), HHTUOUTOPHI KISTOUHOU Mepeaaun curuajia yepes kunassl MEK
wwumn AKT, wunruburoper c-kit, wmHruburopsl kuHasbl abl, WHruOuTOpHl KHMHA3BI PI3,

uHruOuTOpe! kuHa3b!l Plt3, marnburopsr kuHazel CSF-1R, mHruOuTOpsl penenTopa KHHA3I
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IGF; uHruOutopsl KMHa3bl aurora ¥ WHCHOMTOPHI IMKJIMH3ABHCUMOM KHHA3BIL, TAKHE KaK
uaruouropsel CDK2 u/unu CDK4; u anraronuctsl CCR2, CCR4 unu CCR6;

(V) aHTHAHTHOTEHHBIE CPEICTBA, TaKHe Kak Te, KOTOpble HHTHOMPYIOT 3(hderTs
(akTopa pocta SHIOTENHUS COCYAOB |HAIPUMEp, aHTHTENO K (PaKTOpy pocTa SHIOTETHATBEHBIX
KIIETOK cocy1oB, OeBanm3ymMab (Avastin™)]; TamuaoMua; JIEHATHAOMUA, U HATPUMED, TaKOH
UHrUOUTOp peuentopa tuposuHkuHasel VEGF, kak BaHmeTanuwO, BaTagaHuO, CyHHTHHHO,
AKCUTHUHUO ¥ Ma30MaHuo;

(vi) moaXoJpl Ha OCHOBE TEHHOM Tepamuu, BKIOYas B ceOs, HAmpUMEp, MOAXOIBI C
3amerneHneM abeppaHTHBIX T@HOB, TAKUX Kak abeppaHTHBIA pS3 mnm abeppantheiii BRCALI
wia BRCA2;

(vil) moaxoapl HA OCHOBE WMMYHOTEpANUH, BKIOYAsl B CeOsl, HATPUMED, TEPAIHUIO C
MOMOILIBID AHTUTE, TAaKUX Kak aneMmMry3ymab, purykcuMmab, ubpurymomMald THYKCeTaH
(Zevalin®) u oarymymab; Takue uHTepPEepOoHBbl, Kak HHTEP(EPOH o TaKue MHTEPISHKUHBL,
kak IL-2 (axpmecneiikviH), MHrUOUTOPHI WHTEpielikuHa, Hampumep, HUHrHOMTOpHl IRAK4;
MPOTUBOPAKOBLIE BAKIMHEL, BKJTIOUast B ce0s mpoduiakTuiyeckue u JeueOHble BAKLUHBI, TAKHE
kax BakuuHel HPV, nanpumep, Iapaacun, Liepsapukc, Ouxodar u Cunynetinen-T (Provenge);
gp100; BakIMHBI HA OCHOBE ACHAPUTHBIX KIeTok (Takue kak Ad.p53 DC), moxynsropsr toll-
moX00HBIX perenTopos, Hapumep, aroHuctel TLR-7 unu TLR-9; moayastoper PD-1, PD-L1,
PD-L2 u CTL4-A (manpumep, HuBoayma0), anTuTena u BakuHbL, Apyrue HHruoutopsl [DO
(Takue Kak HHIOKCHMOJ), MOHOKJIOHAIbHbIe aHTuTeda K PD-1 (takme xak MK-3475 u
HUBOJYMa0), MOHOKIOHATBHBIE aHTHTena K PDL1 (rakme xak MEDI-4736 u RG-7446);
MOHOKIOHATEHBIE aHTHTeNa K PDL2; u anturena k CTLA-4 (takue kak ununymymad); u

(viil) IUTOTOKCHUYECKUE CPeACTBa, Hampumep, (aynapabun (daynapa), KiaapuOuH,
nenrocrarud (Nipent™);

OO0omouKy, comepKallyl0 BOAOPACTBOPUMBIN MPOCTOW 3(HUpP LELII0N036I COTIACHO
HACTOSIIEMY H300pPETeHHIO, MOXHO NPHMEHSTh ISl CHIDKEHHS] H3MEHUYHBOCTH MEXIY
npouIsIMH BEICBOOOKASHUSI PA3THUHBIX MAPTHH MHUHUCHED.

“Tlapruss” mpexcrasisier coO0H KOHKPETHOE KOIHYECTBO JIEKAPCTBEHHOTO CPeCTBA
WK APYyTOro MaTepHaia, KOTOPbIi Jo/bKeH 001a1aTh OJHOPOIHBIM XapaKTepOM U Ka4eCTBOM,
B Ipeienax YCTaHOBJIEHHBIX INPEIeOB, U HMPOU3BOIUTCS MO OJHOMY INPOH3BOACTBEHHOMY
3aKa3y B T€UEHHE OJHOTO M TOTO JkKe IMKJIa mpon3BoacTBa. “Cepus’ O3HAYAET MAPTHIO, U
KOHKPETHYI0 YCTAHOBJICHHYIO YacCTh MAPTUH, XaPAKTEPURYIOLIYIOCS OJHOPOJHBIM XapaKTepoM

1 KaUueCTBOM B IIpE€aciaX YCTAHOBJICHHBIX MPEACTIOB, WK B CIydae JICKapCTBCHHOI'O IPOAYKTA,
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MPOU3BENEHHE. C IOMOIIBI0 HENPEPHIBHOTO TEXHOJIOTMUYECKOro crocoba, OHa MpecTaBIIsieT
co00l KOHKPETHOE YCTAaHOBJIEHHOE KOJTHYECTBO, IMPOM3BEJSHHOE B SAMHHUIY BPEMEHH HJIH
KOJINYECTBA TaKHM 00pazoM, 4ToOBl 00ecHneunTh ee eANHOOOPa3HBIN XapakTep U Ka4ecTBO B
3a7aHHBIX npeaenax. “Homep cepun’”, “KOHTPOSBHBIN HOMED™ WM “HOMEp MApTHH~ O3HAUAET
JO0YI0 OMO3HABATENBbHYI0 KOMOWHAIMIO OVKB, UHMCET WM CHMBOJIOB, WIH JIIOOVIO WX
KOMOHMHALIMIO, TT0 KOTOPOI MOKHO OTPEIETHTh IOTHY 0 HCTOPHIO IPOU3BOACTBA, 00paboTKH,

YIAaKOBKHU, XPAHEHUsS] U TPAHCIOPTUPOBKU MAPTUHU WM CEPUHU JIEKAPCTBEHHOTO MPOAYKTA WU

JIpYyroro Marepuaia.

INPUMEPBI

Ilpumep 1a: IlonydeHHe :KHAKOH KOMIO3HIHH COIJIACHO HACTOSIIEMY
H300peTeHHI0

Boanyio ¢dazy momyuanu myrem cMmemmBaHus Harpuhigonemwicyasgpara (SDS) u D-
copbuTa ¢ OUMIIEHHOMN BOIOM IIPU MOCTOSIHHOM NepemMerinBanuy. JKenaTiH 3areM 100aBIsuiH
K 3TOMY pacTBOpPY M NPHMEHSUTH YMEpEeHHOe HarpeBanue no npudmmsutensHo 60-70°C mo
JOCTHDKEHHUSI TIOJHOr'O pPacIUaBiIeHus >kenaruHa. Kommosuimst BoxHOW a3kl Moka3aHa B

Tabnune 1 ke,

Ta6mmna 1
Komnonent macc.macc.%
Boma 79,6
SDS 1,3
CopOur 2,0
Kenarun 17,1

MacnsHyro (pagy moaydyaid MyTeM CMeIIHBaHusl BMecTe 2-(2-3TOKCHITOKCH)ITAHOIA
(Transcutol HP), TJIALE PUIMOHOOIeATa/AnoseaTa (Capmul GMO-50) u
KarpuHOBOro/Kanpwiooro tpurauuepuga (Miglyol 810) npm mnepememnBaHuu npH
KOMHATHOH Ttemmeparype ¢ obpazoBaHmeM pacreopa. llukiaocmopun A nobapmsimm U
nepeMenmBaId 10 MOJyUYEHHs] Mpo3pauHoro pactBopa. Kommosuius MaciasiHON —(hasbl

MOKa3aHa HibKe B Tabmuue 2.
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Taoauma 2
Komnonenr macc.macc. %
Luknocnopun A 245
Miglyol 810 N 12,5
Transcutol HP 37,0
Capmul GMO-
26
50

Macnsinyio a3y cMelMBaId C Harpero BoaHOM (a30if B  COOTHOIIEHHH,
cocraBsioieM mpubmmsutensHo 1:5 (MmacnsHas ¢azaBogHas daza). [lomyueHHYIO cMech
nepemewmmBain mpu 60-70°C, 250-350 06/MHH € HCIOTB30BAHHEM MArHHTHON MEMIATIKH IO

JOCTHKCHUA TOMOI'CHHOCTH.

IIpumep 1b: Ionyyenne AONOJTHUATENLHOMH KHAKOH KOMIO3H LI HH

Craenys npouenype npumepa la moaydanu JOMOJTHUTEIBHY IO KUAKYH KOMITO3HIIHIO C
rmunepwikanpuwiarom/kanparom (Capmul MCM) B kauecTBe NOBEPXHOCTHO-aKTHBHOTO
BEIECTBA B MAaCIsIHOM (ase BMecTo rimuepuaMonooseara/muoseara (Capmul GMO-50).
Boanast (paza koMmo3uiuy mokaszaHa B tTaduie 3 U MacisiHas (paza KOMIIO3HIIMS MOKa3aHa B
tabmuie 4. MacnsHyro ¢a3dy CMEIMBATH C HArpeToi BOAHONW (ha3oii B COOTHOIISHHWH,

cocrapsroIeM npubausutensHo 1:5 (MaciasHas dasza:BogHas dasa).

Tabanna 3 Taonnua 4
Kommnonent macc.macc.% KomnonenT macc.macc.%
Bogna 79.6 Luxmocmopun A 24,5
SDS 1,3 Miglyol 810 N 12,5
Copbur 2.0 Transcutol HP 37,0
Kenarun 17.1 Capmul MCM 26

IIpumep 1c: ITonydyenne 7ONOTHATENbLHOMH KHAKOH KOMIIO3HIHH

Crenys npouenype npuMmepa la moayyanu JOMOJTHUTEIBHY IO KUAKYH KOMITO3HUIIHIO C
runepunnuHoieaToM (Maisine 35-1) B KauecTBE MOBEPXHOCTHO-AKTHBHOTO BEIIECTBA B
MacisgHOM (hase BMecTo rimiepmwiMonooseara/auoneara (Capmul GMO-50). Boanas dasa

KOMITO3MIIMK TMOKa3aHa B Tabiuie 5 u MacasHas (pasa KOMITO3MIMK MMOKazaHa B Tadauie 6.
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Macnsayro a3y cmemmBanu ¢ Harperod BOAHOH (a30if B COOTHOLIEHHH, COCTABIISEOLIEM

npubnu3uTeapHo 1:5 (MacnsiHas dasa:BoaHas (asa).

Tabommna 5 Ta6nuna 6
Komnonent Macc.macc. % KomnonenT Macc.mace. %
Bona 79,6 Huxtocmopur A 24,5
SDS 1,3 Miglyol 810 N 12,5
Copbur 2,0 Transcutol HP 37,0
Kenarua 17,1 Maisine 35-1 26

ITpumep 2: ITonyyenne MuHHCEPDLI

Munucdepa, KaK ONKMCAHO B HACTOSINEM IOKYMEHTE, MOXET IPEeACTaBISITE cOOOM
KOMITOZUIIMIO COTJIACHO HACTOSIIIeMY H300peTeHHI0. AJBTEpPHATHBHO MHHHC(PEpa MOXET
MpeacTaBisTh COOOM cepaueBuHy. MuHHC)epy, Kak NPaBHIO, TNOIYYAT MyTEM
(dhopMupoBaHUS MUHHUC(EPHI COTTIACHO CASAYIOIIEH mpolIeaype

Komnosnumioo wnm cepaueBuHy B (dopme OecmIOBHBIX MUHHChep momyyamd c
HCIOIB30BaHUEM CII0c0o0a Spherex cleayroIuM 00pa3oM.

CMech BoaHOU ¢asel U MACTSHOM (ha3bl OTYYATH COTJIACHO MPOLEaype, OMUCAHHOU B
npumepe la.

Cvece 3areM mojar0T (C TIOMOINBI0 TEPMOPETYJIHPYeMO TpyOku) uepes
Iy JIbCALIOHHOE COILIO C OJHUM BBIXOAHBIM OTBEPCTHEM COILIA C AUAMETPOM, COCTABIISIIOIINM
3 mwm. BecmioBHble MuHHC(hEPHI MOMyYATd B BHIAE PACTBOPA, KOTOPHIN MPOIMYCKAIH uepes
MyJIbCALIOHHOE COIUIO B OXJAXKIAIONIYI0 KAMEPy C MOCTOSHHBIM MOTOKOM OXJIAXKIAIOIIETO
Macia - cpeaHenenoyeuHoro rpurmunepuaa (Miglyol 810) mpu Temmeparype, COCTaBISIFOLIEH
10°C.

Munuchepsl yaansiii U3 OXJIaKIAIOMIEr0 Macia W MOMemaTu B UeHTpudyry mist
yaajgeHuss w30bITKa Macna. [locine UHeHTpUYTHPOBAHHMS HAYMHAIMA IEPBYIO CTAAUIO
BBICYIIMBAHUSI C YCTAaHOBKOW TeMIepaTypsl XxodoawibHWka Ha 10°C u Temmeparypbl
Harpesarens Ha 20°C. CymuibHas yCTaHOBKA Bpallaiack cO CKOpocTeio 15 06/muu. Korma
HaOmI0 1AM CBOOOJHOE BpallieHue cep B CYUIHILHOM OapabaHe, OHH CUNUTATUCH CYyXHUMH.

MI/IHI/IC(l)epI:I OTMBIBAJIXM C MOMOIIBIO STUIALCTATA U 3aTE€M BBICYINHNBAJIA B TCUCHUC
JONOJHUTENBHBIX 24 U MMPU TEX K€ YCIOBUSIX BBICYIINBAHMS, KOTOPBIE YIIOMSIHYTHI BBILLIE HA

MePBOI CTAJMH BHICYIIMBAHUS. BhICylIeHHbIE MUHUC(]EPEI 3aTeM MPOCEUBATH IS Y AAJIEHUS
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cdep BBIIE U HU)KE HOMHHATBHOTO Pa3Mepa, MoTydast B Pe3yJIbTaTe CepAUEeBHHBI THAMETPOM
1 MM - 2 mM. YkazaHHas npoueaypa odecreunBaia CepIeBUHbI C KOMITO3ULUENH, TOKA3aHHOM!
B Ta0nuIlE 7, IPUUEM 3HAUEHHUSI TPEACTABIISIIOT COO0M MAaCcCOBBIE MPOLIEHTHI OT O0IIEN MaCcChl

KK A0r0 KOMIIOHCHTA.

Tadauana 7
Komnonent macc.macc.%
Luknocnopun A 12,1
Miglyol 810 N 6,2
Transcutol HP 18,3
Capmul GMO-
12,9
50

SDS 32
CopOur 4,9
Kenarun 42 4

Ipumep 3: Iloayuenne muauC(epbI ¢ NepBoii 00010uK0ii (MoaACTOEM)

IMoxpeiTbie 000MOUKOM MHUHHC(EpPHl MOXKHO IOMYYHTH IIyTeM HAaHECEHUS Ha
MHUHHUC(epY, MoaydeHHYI0 B mpuMepe 2, nucnepcrn Opadry White 20A28380 (mocraisieMoro
Colorcon). Munuchepsl 3arpyskaid B YCTPOWCTBO sl HaHECEHUsT OOONIOUYKH B
MICeBIOOKIKEHHOM clioe (komoHka Wurster) m HaHocwian Ha Hux Opadry White 20A28380
(mocraBisiemerii Colorcon Limited) B Bune mucnepcun. [lapamerprr o6paboTku, Takue Kak
TemIieparypa Bo3Ayxa Ha BXOje 1 00beM BO3AyXa Ha BXOJe PeryINpOBATH IS OIS P/KaHHS
temneparypsl Muauchep ot 40°C o 42°C 1o aoctkeHust TpeOyeMOro yBEIHMUEHHe MAaCcChl
000710uky. [TodydyeHHbIe TOKPBIThIE MOACTOEM MUHHC(HEPH! BEICYIIMBATIH B TEUCHHE 5 MUHYT

npu 40°C B yCTpOHCTBE /151 HAHECEHHs 000IOUKH.

Komnosunmng muaucdeps! ¢ HaHeceHHOM 000JI0UYKON

MuHucdepy ¢ KOMITO3ULMEH, MOKa3aHHOU B Tadnuue 8 HuKe, MOTyYald C HOMOIIBIO
OIMCAHHOH BbIIIE mpoleaypsl. Munucdepa ¢ ysennuernneM mMaccsl Opadry, COCTaBISIIOIIIM
7,5% OTHOCHTENLHO MAacChl CEPAIIEBUHBI, IOKa3aHbl B Tabmuie 8. B Tabmuie 9 nokasaHa
KOMITO3MLIMsSI MHHHC(EpBI, TOKPBITOH ¢ yBemuueHneM Macchl Opadry, cocrasmsrommMm 5%

OTHOCHTEIBHO MAacchl cepAueBuHbl. B Tabmume 10 mokazaHa KOMIIO3HMLIUSI MHHHC(EPHL,
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NMOKpBITOH ¢ yBenumueHneM Maccel Opadry, cocrapisromuM 10% OTHOCHTEIBHO MAcCCh

CepALICBUHBIL.
Taduma 8
Komunonent Macc.macc. %
Luxnnocnopun A 11,3
Miglyol 810 N 5.8
Transcutol HP 17,0
Capmul GMO-50 12,0
SDS 2.9
Copbur 4,6
Kenarun 39,4
Opadry 7,0
Tadauma 9
Komunonent Macc.macc. %
Luxnnocnopun A 11,5
Miglyol 810 N 5.9
Transcutol HP 17,4
Capmul GMO-50 12,3
SDS 3,1
Copbur 4,7
Kenarun 40,3
Opadry 4.8
Taomauma 10
Komunonent Macc.macc. %

Luxnocnopun A 11,0
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Miglyol 810 N 5,6
Transcutol HP 16,7
Capmul GMO-50 11,7
SDS 2.9
Copbur 4,5
Kenarun 38,5
Opadry 9,1

IIpumep 4a: Ionyyenne muaucdepsl Co BTOPOii 0007109K0H I THIINEIIOI03bI

Munuchepy, mokpeityio Opadry, mepsoii 06omoukoi (KOTOpasi Talke HA3BIBASTCS
MOJCON), MOAyYald COINIACHO Mpoleaype B mpumepe 3. Munuchepy, MOAYUEHHYIO C
MOMOIIBIO MPOLEAYPBl COTJIACHO NMPHUMEPY 3, 3areM IOIMOJHHUTENBHO MOKPBIBATH BTOPOH
obomoukoii (koTopass TaKke Ha3bIBASTCS BHEIIHSS o00omouka) Surelease® (mucmepcust
STUIELTION036I).

BremHioro 06om0uky Surelease® HaHOCAT € HMOMOIIBIO CIEAYIOMIEH MPOLEIYPhL
Surelease® memneHHO n00aBISIA B COCYA M3 HEPKABEIOWIEH CTAMM M CMELIMBATH IS
obecneuennst TpeOyemoit cycmeHsuu obOomoukn Surelease® mist BHemHeH 00010UKH.
[Mony4yeHHYIO CYCHEH3UIO0 O0OMOUKH 3aTeM HAHOCHIH HAa MOBEPXHOCTH MOKPBITHIX MOJICTIOEM
MUHHC(]EP ¢ UCTOIB30BAHUEM CITOCO0A HAHECEHHSI 000OUKH, AHATOTUYHOTO TOMY, KOTOPBIi
omucan st 06onouku Opadry B mpumepe 3 10 JOCTHKEHHS TPeOyeMOro YBEIUISHHs] MaCCh
Surelease®. [TokpsIThie BHEMHEH 00010UK0H MUHHC(EPHI 3aT€M BBICYIIMBAIN B YCTPOHCTBE
IUTs HaHECEeHUsT 00010UKy B TeueHue yaca mpu 40-45°C.

Ha munncdepy manocst obomouxy ¢ 9,5% ysennuenuem maccel Surelease®.

Munuchepsr 6e3 obomouxkum Opadry MOXKHO TOMYUYHTH IIyTeM HAHECEHHs Ha
MHUHHUC(epy, ONHCaHHYI0 B mpuMepe 2, obonouku Surelease®, kak ONUCAHO BBIIIE.

Munuchepa ¢ mnepBoii U BTOpOM 0OOJOUKOM XapaKTEPUIYETCS KOMIIO3HMIUEH,
MOKa3aHHOU B Tabmune 11.

Taommma 11

Komnonent macc.macc. %

Lmxmocopua A 10,3
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Miglyol 810 N 5.3
Transcutol HP 15,5
Capmul GMO-50 10,9
SDS 2.7
Copbur 4,2
Kenarun 36,0
Opadry 6,4
Surelease® 8,7

AHAJIOrMYHO, KOMITO3UIIHSI MUHUCHED, MOKPHITHIX ¢ HOMOIIBI0 5% Surelease® u 7,5%
Opadry, nokazasa B tabauue 12 u koMmmosunuss MUHUC)Ep, MOKPHITHIX C moMompio 20%

Surelease® u 7,5% Opadry, nokazana B Ta0une 13.

Taomauma 12

Komnonent Macc.macc. %

Luxnocnopun A 10,7

Miglyol 810 N 5,5

Transcutol HP 16,2

Capmul GMO-50 11,4

SDS 2.9

Copbur 4,4

Kenarun 37,5

Opadry 6,6

Surelease® 48

Taouna 13

Komnonent mMacc.macc. %

uxnocnopun A 9,4
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Miglyol 810 N 4.8
Transcutol HP 14,2
Capmul GMO-50 10,0
SDS 2.5
Copbur 3.8
Kenarun 32.8
Opadry 5,8
Surelease® 16,7
ITpumep 4b: ITonyuenne MHHHC(]EpPbI co BTOPOii 000/104K0i

ITHIINEJUIIOJI03bY IEKTHHA

Munuchepy, mokpeityio Opadry, mepBoii obomoukoit (KOTopasi Talke HA3bIBASTCS
MOJCNON), MOAyYaJd COLNIACHO Mpoleaype B mpumepe 3. Munuchepy, MOAYUEHHYIO C
MOMOIIBIO MPOLEAYPBl COIJIACHO NMPHUMEPY 3, 3aTeM IOIMOJHHUTENBHO MOKPBIBATH BTOPOH
000/10uKOi1 (KOTOpast TaKKe HA3BIBASTCS BHEIIHSS 00010uKa) cMecH Surelease® (mucmepcun
STHILEUTIONO3bI) U MEKTHHA.

BremHioro o6omouky Surelease®/mekTMHA HAHOCAT C MOMOLIBIO  crocoda,
AHAJIOTMYHOTO HaHeCeHuto 00omoukn Surelease® cormacHo npumepy 4a. [lextun q106aBisiu K
OUHIIEHHOW BOJE B COCYJI€ U3 HEP/KABEIOIIEH CTATH M CMELIMBATH C IOJTyUYeHHEM PacTBOpa.
Surelease® MenneHHO NOOABISUTH B COCY[, MOAIEPIKUBAS MPH 3TOM TepeMellNBaHHe st
obecnieueHust TpeOyeMoil KOHIIEHTpauuu MekTuHa B Surelease® mist BHEIIHEW O0OMOUKH.
[Mony4yeHHy0 CyCHeH3H0 000I0UKM 3aTeM HaHOCHIIM Ha IMOBEPXHOCTH IMOKPBITHIX MOJCIOEM
MUHHC(EP C UCTIOIB30BAaHUEM CI0CO0a HaHECeHUS 000I0UKH, AaHATIOTHIHOMY TOMY, KOTOPBIH
onucaH i HaHeceHust 00oaouku Opadry cormacHo mpuMepy 3 10 AOCTHKEHHS TpeOyeMoro
yBenuueHne macchl Surelease®/mextuna. [ToxpeiThie BHEmHENH 000109K0i MUHUCHEPEI 3aTeM
BBICYILIIMBAIN B YCTPOICTBE Il HAHECeHUs1 000I0UKY B TeueHue yaca npu 40-45°C.

Ha munncdepy Hanocat o6omouxy ¢ 9,5% yeenndyenuem Macchl Surelease®/mekTuHA.

Munuchepa ¢ mepBoii U BTOpoH 00OJOUKON XapakTEPUBYIOTCS KOMITO3HLHUEH,

MOKa3aHHOU B Tabnune 14.
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Tadauna 14
Komnonent macc.macc. %
Luxnocopua A 10,3
Miglyol 810 N 5,3
Transcutol HP 15,5
Capmul GMO-50 10,9
SDS 2,7
Copbur 4,2
Kemarua 36,0
Opadry 6,4
Surelease® 8,5
IMexTun 0,2

IIpuamep 5: IKcnepHMEHTHI N0 KPHCTALIH3ALHA

CpasanTensHblii npamep 1

TMonyyaau TpH KUAKKX KOMIO3ULUH, conepxkamux Cremophore EL (koTOphIii Takxke
HazeBaercst Kremophore EL), moBepXHOCTHO-aKTHBHOE BEIIECTBO - MOJUITOKCHIHPOBAHHOE
KacTopoBoe macno, co sHaueHueMm [JIB, cocrapmsrorm OGonbine dyem 10. Tpu xkuakux
KOMITO3HIIHH MTPEICTABISIFOT COO0M pasanuHble MOJCEPHH 13 OXHOM U TOM ke naptun. Kaxnas
13 JKUAKAX KOMITO3ULIUH CONEPKUT MACIISIHY 10 (hasy, coaeprkalnyo Cleayomee: TUKIOCITOPHH
A 26,3%, Transcutol HP 40%, Cremophore EL 22,5% u Miglyol 810 11,2% (% xoauuecTBa
OTHOCHUTETBHO MACISIHON (ha3bl); v BOTHYIO (asy, COASpKaIly o cieaytomee: xeaarun 17,1%,
copbur 2,0%, SDS 1,4% u Boga 79,5% (% konuuecTBa OTHOCUTETBEHO BOAHOM (hasbl). XKuakyio
KOMITO3ZHUIIMIO TIOMYYaIH IyTEM CMEIIMBAHMs MACISIHON (a3sl M BOAHBIX (ha3 B COOTHOIICHUH

MacJIstHOM (ha3bl K BOAHOM (hase, cocTaBsioiiem 1:7.

ITpumep Sa
[Monyyanu TpH XKUIKHX KOMITO3HIMH COTJIacHO mpumepy la, coxepxamme Capmul

GMO-50 Bmecto Cremophore EL. Tpu KuAKMX KOMIIO3MI[MH MPEACTABISIOT COOOM 3
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nojacepun oxHOW u To ke mapruu. Capmul GMO-50 xapaxrepusyercst 3HaueHuem [JIB,

COCTAaBJISIFOIIIUM 3.

ITpumep Sb
IMomygany kuaKy 10 KOMIO3HIHUIO COTJIacHO mpuMepy 1b, coxeprkantyro Capmul MCM.

Capmul MCM xapaxrepusyercs 3nauenuem I'JIb, cocrapsomnmm 6 - 7.

ITpumep Sc

IMonydyany JKUAKYHO KOMITO3UITHIO COTJIACHO MpuMepy ¢, comepxkairyro Maisine 35-1.
Maisine 35-1 xapakrepusyercs 3Hauenuem [ JIB, cocranstonium

CKOpOCTh KPUCTATUTU3ALNH KU IKAX KOMITO3UINH COTJIACHO CPABHUTEIHHOMY ITPUMEPY
1, mpumepy 5Sa, mpumepy 5b u mpumepy 5C aHATU3UPOBAIU ISl OMpPESICHUS
MPOAOKUTEIBHOCTH BPEMEHH, B TEYEHHE KOTOPOTO MPOUCXOAUT KPHUCTALIU3ALMS
IUKITOCTIOprHA. Kakayro M3 KUIKUX KOMIO3WLUN mepeMernmBanu npu 250-350 oO6/mMuH C
oOpazoBanueM smybcun. QOOpasibl TpeX IMYIbCHIA 3abupain ¢ 30-MUHY THBIMHA HHTEPBATAMU
U paccMaTPUBAIU IO MUKPOCKONOM npu 50- mwnu 100-kpaTHOM yBenuueHuu. Bpemsi, korjaa B

o0pa3siie MoSsIBISIFOTCS KPUCTAJUIBI, TTOKa3aHa B Tabsuie 15.

Ta6mmna 15
IloBepxHOCTHO- Bpems
Oo6pazosanue
Ipumep AKTHBHOE I'JIb KPHCTAVIH3ALHH N
cep
BEIIEeCTBO (u)
Sa Capmul GMO-50 3 2 Ha
5b Capmul MCM 5-6 >7 Her
s Maisine 35-1 4 3 Hla
CpaBHUTEIBHBIH Ha
Cremophore EL 14 0,5
npumep 1

Ha ¢urype 1 mokazaubl H300paKeHHUs] TPEX KHIKAX KOMIIO3HIIMM CPABHUTEIBHOTO
mpumepa 1, coxmepkammx Cremophore EL (take wuzBectHbii kak Kremophore EL),
MMOBEPXHOCTHO-AKTUBHOE BELIECTBO - MOJUATOKCHIMPOBAHHOE KAaCTOPOBOE MAacio CO

sHauenneM I'JIB, cocrapstomumM 00bIie yem 10.
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Ha Qurype 2 nokaszansl n300pazkeHUs. TPEX KUIKUX KOMIO3UIHN COTIIACHO MPUMEPY
Sa, comepxarmmx Capmul GMO-50, xotopsiii 3amensier Cremophore EL. Capmul GMO-50
xapakrepusyercst 3uaueHueM ['JIBb, cocrapsitorym 3. Tpu kommosunmu, coaep:xariue Capmul
GMO-50 mpeacrapsitoT CoO0M

Ha ¢urype 3 nmoxa3zansl n300pazKeHHs KUIKOW KOMITO3UIMK COTJIACHO mpuMepy Sb,
coxepskaieii Capmul MCM.

Ha ¢urype 4 moxazanbl H300pakeHHsI JKUAKOH KOMITO3UIUH COTJIACHO MPHMEPY Sc,
coxaeprkaieii Maisine 35-1.

Kax BuaHO M3 M300paskeHUH, KHIKAE KOMIO3MLIUU COTJIaCHO mpuMepy Sa, Sb u Sc
XapaKTEePU30BATICh HAMHOTO Oojee MIUTEIbHBIM IEPUOJOM IO HOSBISHUS! KPHUCTALIOB.
Conmepxarne Capmul GMO-50 u Capmul MCM KOMMOO3MIUM TIO0 CYIIECTBY HE
XapaKTepU30BAIACE 00Pa30BaHMEM KPUCTAJUIOB B TEUSHHE BCErO HCCIeAyeMOro HepHoaa.
Conepxanme Capmul GMO-50 KOMIIO3UIMH IO CYIIECTBY HE COAEPKAIN KPUCTAILI B TEUCHHUE
BILIOTH 10 240 MuH, Torna kak coaepsxamue Cremophore EL koMmo3uiyy XapakTepru30BaIuCh
3aMeTHbIM oOpasoBaHneM kpuctauioB uepes 120 wmuH. Comepxkamme Capmul MCM
KOMITO3UIIMK HE COJASPXANU KPUCTALIBI B TeueHue 7 uacoB. Copepxkamme Maisine 35-1

KOMITO3HUIIMS XapaKTePU30BATUCh 00Pa30BAHUEM KPHUCTAIOB Yepe3 3 yaca.

IIpamep 6: In vitro npodguias pacTBopenns MEHHC(]EP cOrIacHo npumepy 2

In vitro mpodunu pactBopenuss oOpa3ua MUHHC(EpP, NOIYUYSHHBIX B IMpUMepe 2,
U3MEPsUTH C HUCIOJNB30BAHUEM CIEAYIOIIEero MCIBITAHMS HAa pacTBopeHue. Mcnbranue Ha
pacTBOpeHHE TPOBOJIIA B COOTBETCTBUM C HCIBITaHHeM corjgacHo USP  <711>
«PactBopeHue» ¢ ucnonbp3zoBanueM ammapata Il (ammapara ¢ monacteio), paboraromero co
CKOPOCTBIO BpallleHus! Jonacrteil, cocrapsiomeii 75 06/MUH, U co Cpeloil pacTBOpEHUs pH
temneparype, cocrapistomerr 37°C + 0,5°C. Cpexa pacTBOpEHHS TMpeacTaBisuyia CoOOH
JIenOHU3UPOBaHHY10 Boay. OOpasen MuHHC(hep MOMENaT B CpeJy pacTBOPEHMS U B Hadase
ucneitanus (1=0). OOpa3upbl cpeabl pacTBOpeHUs: OTOMpaId uepe3 paBHbIE MPOMEKYTKH
BpemeHH. [loyueHHble JaHHBIE O PACTBOPEHHH MOKa3aHbl B Tabmuue 16 u radmune 17 Hinke.
IMpodune pacTBoperus A1sl ABYX NApTHH MUHUC(Ep COTTacHO mpuMepy 2 MoKa3aH Ha purype

5.
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Tadauna 16
ESN- ESN- ESN- ESN- ESN- ESN-
Bpemennasn
740 740 740 740 740 740
TOUKA (4) %RSD
Cocyal | Cocya2 | Cocyn3 | Cocyn4 | Cocyn5S | Cocyn 6
0,08 18,7 21,7 18,3 19,7 16,5 15,4 12,2
0,17 49,3 51,6 49,1 49,9 452 36,6 11,7
0,25 67,0 67,0 72,6 67,4 64,2 54,0 95
0,5 76,4 77,1 79,0 76,2 89,5 63,7 10,7
1 81,5 82,6 84,0 85,5 71,7 71,2 4,1
2 92,1 90,5 87.2 95.4 82,4 87.9 50
4 101,5 95,7 85,5 97.4 82,6 93,2 7,8
6 99,5 97,1 91,2 98,7 96,2 94,8 31
12 98,7 94,8 94,8 90,2 91,9 95,5 31
24 100,5 99,1 52,3 85,3 93,1 88.0 20,5
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Tadauna 17
ESN- ESN- ESN- ESN- ESN- ESN-
Bpemennasn
760 760 760 760 760 760
TOUKA (4) %RSD
Cocyal | Cocya2 | Cocyn3 | Cocyn4 | Cocyn5S | Cocyn 6

0,08 16,1 15,5 18,2 20,2 17,5 6,4 30,8
0,17 47,6 442 52,3 51,4 442 242 23,4
0,25 65,6 61,7 68,7 69,6 57,3 34,6 21,9
0,5 75,7 71,2 75,2 75,9 68,0 457 17,0
1 78,9 78,0 79,0 84,8 76,4 61,6 10,2
2 94,6 90,7 97,9 97,9 90,7 68.9 12,1
4 102,7 97,5 98,2 101,0 97,9 82,3 7,6
6 102,2 99,1 97,5 102,1 101,0 84,0 7,1
12 104,5 99,1 100,0 94.9 99,5 94.9 36
24 102,0 100,2 101,0 100,0 102,7 101,2 1,0

CpasuurenpHbIi npumep 2

MuHucdepsl, COOTBETCTBYIOLIHME MHHUC(HEPAM COTIACHO NpPUMEpy 2, HOJYYald C

Cremophore EL B xauecTBe moBepXHOCTHO-aKTHBHOTO BemecTsa BMecto Capmul GMO-50.

VYkazaHHble MHHUC(EpPBI XapaKTEPU30BAINCh KOMIIO3MIMEN, MokazaHHoW B Tabmmme 18.

VYkazaHHble MHUHHCHEPEI

noaBeprajd TaxKkOMy K€ HCHBITAHUKO Ha pacTBOPCHUE B

JerOoHN3upoBaHHOM Boae. [Tpoduns pacTBopeHus S5 mapTuil ykazaHHBIX MUHHC(]ep MoKa3aH Ha

durype 6.

Taoauma 18

Komnonent macc.macc. %
Luxiocopua A 10,8
Miglyol 810 N 4,6
Transcutol HP 16,4
Cremophore EL 9,2
SDS 4,0
Copbur 5,8

>
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Kemarun 49,2

IIpumep 6a

B KkauecTBe JOMOJHUTENBHOTO CpaBHEHHS CO CPAaBHUTEIBHBIM MPUMEPOM2,
MI/IHI/IC(I)epr nojgyvyainm ¢ HUCIIOJb30BaAHUEM TIOYTH HWACHTHYHBIX KOJUYECTB KaXKIAOrO
BCIIOMOTATEILHOTO BELIECTBA W3 MPEACTABICHHBIX B CPABHUTEIBHOM TNpuMepe 2, 3a
UCKJIIOUeHHEM Toro, 9o 9,2 Macc./macc.% Cremophore 3amensiim 9,3% Capmul GMO-50 ¢
MOJIy YUEHHEM KOMITO3UIIHH MUHHUC(EPDI, moka3aHHOW B Tabmuue 19. Munucdepsl corjiacHo
tabmuue 19 noxydanu crnocoboM, aHATOTHYHBIM CIIOco0y COTTIACHO mpuMepy 2. 3HAUeHHS B

Mmacc./macc.% B Tabnunax 18 u 19 oTHOCATCS K CyXO0il Macce KOMITO3HIIUH.

Ta6mmna 19
Komnonent macc./macce.%

Luknocnopun A 10,9
Miglyol 810 N 4,6
Transcutol HP 16,6

Capmul GMO-
9.3

50

SDS 4,0
CopOur 5,7
Kenarun 49,0
Lukmocnopun A 10,8

Vka3aHHble MHUHUC(EpHI MOABEPraid TAKOMY K€ HCHBITAHHIO HA DPACTBOPEHHE B
JerOoHU3UpoBaHHoM Boze. [Tpodine pacTBopeHus 3 mapTuil ykazaHHBIX MUHHC(]ep MoKa3aH Ha
¢urype 7.

W3 mpodmuneii pacTBOpeHMs, TNOKa3aHHBIX Ha ¢Qurypax 5, 6 u 7, BHUAHO, 4YTO
kommosunuy, coaepxamqe Capmul GMO-50 (¢purypet 5 u 7), XapakTEpU3YIOTCS Iy UIIAMH
MpOoQHUISIMA PACTBOPEHHS! O CPABHEHHIO C KOMIO3UIMSIMH, coaepxamumu Cremophore EL
(purypa 6). TIlpopunr pactBopenust coxgepkammux Capmul GMO-50 kommo3ummii
XapaKTepU3yeTCsl MOBBIIICHHBIM MAKCUMATIBHBIM BBICBOOOXKIECHHEM, U 3TO MAaKCHUMAJIbHOE
BBICBOOOKIEHHE IMKJIOCIIOPHHA, KAk NPaBWIO, COXpaHSeTCss B pacTBope Ooree
MPONOJUKUTENBHO, YeM TO, YTO HaOMI0JaeTcs B OTHOLIEHWH CPAaBHUTEIBHOTO MpHMepa 2,

kotopeii cogepkan Cremophore. Ha ¢urype 6 mokazaHo, uto % BBICBOOOXKIASHUS
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muKIocnopuaa u3 coaepkanmx Cremophore EL xoMmo3uimii sSIBIsieTCs MOHMKEHHBIM H UTO
KOHLOCHTpalus HUKJIOCIIOPHMHA CHWKACTCA C TCUCHHUEM BPCMCHH HHIKE MaKCHUMAJILHOH TI0

CPaBHEHUIO C KOMIO3ULUAMH, coaepxkammmu Capmul GMO-50.

IIpamep 7: In vitro npodguas pacTBopenns MEHHC(pep cOrIacHo npamepy 4a

IMonyuann muHHCOEpBI, COOTBETCTBYIOIINE MUHHC(pEpaM COrIacHo mpuMepy 4a, B
YACTHOCTH, MHHHC(EpPaM ¢ KoMmo3umuel, mokazanHoi B Tabmuue 11 (7,5% nomxoGomouku
Opadry, mepBoii oGomouku u 9,5% BHemHel oOomouku Surelease®, BTOpOI 000I0UKH),
coxepxkamue Capmul GMO-50 B kauecTBE MOBEPXHOCTHO-AKTHBHOTO BEIIECTBA. YKa3aHHBIE
MHUHHUC(epBI IOBEPraiu 2-CTaIuHHOMY UCIIBITAHUIO HA PACTBOPEHUE,

Ha nepBoii cragun ucnbITaHus cpea pacTBOpPeHus! mpeacrasisiia codoit 750 mn 0,1 1.
HCI, umutupyromeit pH cpenspt xkenyaka. B Hauane ucneiranust (1=0) oOpazen momemanu B
cpexy pactsopeHust. Uepes 2 yaca anukBOTY Cpeabl 3a0upand isi NOCIEAYIOIEro aHAIN3a 1
cpasy e (COOTBETCTBEHHO, B Ipejenax 5 MUHYT) HAUMHAIHA BTOPYIO CTAIUIO UCIIBITAHUS HA
pactBopenune. Ha Bropoit crammm 250 mn 0,2 M tpexocHoBHOro (ocdara nHarpus,
conepxamero 2% Harpuiigoneumwicyiasdar (SDS), nobasiasimu k cpene pactsopenust 1 pH
npoeommaH 10 6,8 + 0,05 ¢ ucnoap3zosanneM 2 H. NaOH wnu 2 1. HCI npu HeoOxoamMocTH.

OO0pasiiel cpeabl PaCTBOPEHUS 3a0Upaid B CJIELYIOIIHME BPEMEHHBIE TOUKHA BO BPEMSI
BTOpO¥ cTamuu uchbiTanus: 4 vaca, 6 uacoB; 12 yacoB u 24 uaca OT Hauana UCIBITAHUS (T.€.
ot t=0 B Hayae NepBoOU CTAINN).

Obpazen, B3aTHI B KOHIE MEpBoi cramuu (2 yaca) U oOpasubl W3 BTOPOH Cragum
AQHAJTM3UPOBANM B OTHOIIEHHH IMKJIOCIOPHHA A C KCIOJB30BaHHEM OOpanieHHO-(pa30BOiM
B2XX ¢ Y@ obHapyxennem npu 210 HM.

KonuuecTBo pacTBOPEHHOT0 IMKJIOCIIOPUHA A B CpeJie paCTBOPEHHMSI BHIPAKAIOT B BUE
MPOLIGHTHOTO OTHOLIGHHS! HA OCHOBAHMH HWCXOJHOTO COJEp:KaHUsI IHUKIOCIOPHHA B
ucciaeayeMom cocrase (% BBICBOOOKIEHHOT0). [IpoLeHTHOE BBICBOOOKIEHNE MPeACTaBIEHO
B Tabmwuie 21 u npoduas pacTBOpeHust MUHKHC(DED ¢ KOMITO3UIHEH, TOKa3aHHOH B Taduie 11,
nokazaH Ha urype 8.

Taommnma 21

Bpemennas | % BBICBOOOKIEHHS JIEKAPCTBEHHOI'0 CPeACTBA

TOYKA
Iaprusa 1 | IHaptusa 2 | IHaprua 3 | [TapTusa 4
(uacer)

0 0 0 0 0
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2 0 0 0 0
4 15 15 15 17
6 39 38 36 40
12 70 69 64 71
24 99 99 95 100

ITpumep 8: Pasmep kanesan - ITHHAMHYECKOE PACCESHHE CBETA

Pa3dmep kanenb u3MEpsUIM C HCHOAB30BAHMEM JUHAMUYECKOIO DPACCESHUS CBETA.
IMokpeiTeie 00010UKONM MHHHC(EpPBI cornacHo mnpumepy 4a, tabmuie 11 (MuHHChepsI,
nokpeIThie ¢ 7,5% yBenuuennem maccel Opadry u 9,5% yBenuuenuem maccel Surelease) (0,5
r), coaepxkarnue Capmul GMO-50 B kauecTBe MepBOro MOBEPXHOCTHO-AKTUBHOTO BEIIECTBA,
J00aBIISUTH B XUMHUECKHI CTAaKaH, coaepkaiuii S0 r IeHOHU3UPOBAHHOM BObI. COAEPIKIMOe
XHMHUECKOr0 CTakaHa nepememuBanid npd 250 00/MHH B TeueHHE BCEro HMCCJIEIOBAHMSL
OO0pasibl COAEPIKUMOTO XUMUYIECKOT0 cTakaHa codupanu uepes 0, 1, 2, 3,4, 5, 6 u 24 yaca.

OO0pa3ubl COXEPNKUMOT0 XHMHUECKOrO CTaKkaHa (PUIBTPOBAIM C HCIOJIb30BAHHEM
(GWILTPOB ¢ pazmepoM mmop, cocrapasommuM 0,65 MM (meHTpudYKHBIH (GuasTp Merck
Millipore Ultrafree-CL Centrifugal Filter). Pa3mep uactuil u 3eTa-moTeHIHan Kaxa0ro oopasia
M3MEpsUTd W aHAIM3UPOBATM C UCIONb30BAHWEM HAHOAHAIM3AaTOpa pazMepa YacTHIl,
MOJIEKYJISIpHON Macchl U a3era-noreHnmaita Malvern. [MonydeHHbIE NaHHBIE MOKA3aHBI HA
¢urype 9.

Munuchepsl ¢ HaHeCEHHON O000JIOUKOM, HCCIEIOBAHHBIE B HACTOSIIEM IPUMEDPE,
MPOSBJISIIOT O4YCHBb CTa6I/IJ'II>HOG BI)ICBO60)K,Z[6HI/IE Kariejilb B TCUCHHE BILUIOTH A0 4 gacoB ¢
pasMepoMm kanens B quanazoHe 120 - 240 M B BogHbIX cpegax. Io npomecrtsuu BpemMenu u
MOCJIe TOrO, Kak 4yepe3 4 uaca BBICBOOOXKIAIOTCS! TOTOJHHUTEIbHBIC KAIUTH W3 MUHUCHEp C
HAHECEHHOM 00O0IOUKOM, qUama3oH pa3sMepoB Karelb CTAHOBHJICS IIupe. be3 orpaHuueHus
KaKoU-1n00 TeOopHel, BO3MOXKHO, UYTO MO MpPOIIECTBHH BPEeMEHH W C TeM, Kak cpena
PACTBOPEHHUsI CTAHOBUTCS 00jie€ HACBIIICHHOW BBICBOOOXKICHHBIMUA KAILISIMH, MOXET
MPOUCXOJUTh MOBTOPHOE YPABHOBEUIMBAHUE MEKAY KAIUISIMH, YK€ MPUCYTCTBYIOLUIMMH B
cpeze, ¥ TOJBKO UTO BBICBOOOXAEHHBIMH KarisiMUA. MI3BMEHUMBOCTE B pazmepe Kamens uepes 4
Jaca MOTCHHUAJIBHO BBI3BaAHA YKA3aHHBIM ITPOHECCOM MOBTOPHOTO YPABHOBCIIMBAHUA, 4 HE

MPECTABICHUEM pa3Mepa Kareib, BEICBOOOKIAeMbIX U3 MUHHCED.
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IIpamep 9: In vivo HccneqoBanne ¢ ydyacTHeM 3A0POBBIX BOJTOHTEPOB - MY:KUHH

B omucannom Huxke wucciaemoBanud “CyCol®” mpexacrarisieT CoOOM CCBLIKY Ha

MuHHC(]EPBI cornacHo npumepy 4a u onucanHbie B Tabauie 11 (comeprkaiiue CepaleBUHy C

Capmul GMO-50 B kauecTBE MOBEPXHOCTHO-AKTUBHOTO BEIECTBA, 7,5% yBEIUUSHUEM MACChI

nepsoii o0oouka Opadry® Ha cepaueBuHe U 9,5% yBeTUUEHHEM MAcChl BTOPOI 000I0UKH

Surelease®). Munucdeps! 3arpysxaiu B kancyasl HPMC mist obecrieueHus: € IMHAYHOMN 1035,

COCTABIISIIONIEH 37,5 MT IIUKIOCIOPHHA A Ha KarcCyy.

Hepqem, coxpamelmii H onpe,r(e.neﬂm‘i TCPMHHOB

Coxpainenue Onpenenenue

AUCeextrap OcrarouHas LT/ IPOLIEHTHOE
otHomeHue SKcTpanoaupoBaHHOR AUC.inf

AUCo-inf IInomanes m1oa  KpUBOM — 3aBUCUMOCTH
KOHLEHTPAMd OT BPEMEHH OT HYyJEBOIO
BpEMEHH 10 0eCKOHEUHOCTH
(3KCTpanonupoBaHHAs)

AUCo+ IInomanes m1oa  KpUBOM — 3aBUCUMOCTH
KOHLEHTPAlMd OT BPEMEHH OT HYyJEBOIO
BpEMEHH 10 TOCIefHed  HeHyJeBOH
KOHIIEHTpauuu

AUCrast Ilnomane 1OXA  KpUBOM  3aBHCHUMOCTH
KOHLIGHTpPAalM OT BPEMEHU OT HYJEBOIO
BpEMEHH [0 TMOCHeaHeH KOIWIeCTBEHHO
OmnpeaesieMol KOHIEHTPALUH

Cav Cpennsisi KOHLEHTpaLUsi B PaBHOBECHOM
COCTOSTHIH

CYP Iuroxpom P-450

Kel Koncranra ckopocTu 3muMUHAIT

LLQ Huwxuuii npeaen KOJIMYECTBEHHOT O
oTIpeeIeHus

LR OTHOLIEHUE TUHEHHOCTH

SD CraHmapTHOe OTKIOHEHHE

ty, KoHeuHsI1il nepuo noJty BeIBE ASHUS
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ucC Hecneuuduueckuii s3BeHHBIA KOJIUT

Ienn uccaenoBanus

IleppuuHbIe HEaH:

OxapaxrepusoBath papmakokunetuky CyCol® B LeIbHOM KPOBH TI0CIE OHOKPATHBIX
W MHOTOKPATHBIX MEPOPATBHBIX J03 W CPaBHUTh C (PApMAKOKMHETHUECKHM MPOQIIEM
onHokparHoro BHyTpuBeHHOrO (IV) BBeaenns Sandimmun® y 310pOBBIX CyObEKTOB-MYKUHH.

O1eHUTh KOHIEHTPAIMK [HUKIOCIOPUHA U €r0 MeTabOJUTOB B CITU3UCTON 000I0UKe
TOJICTOM KHUINKH (3MUTEIHATIBHOMN, CIIM3UCTOM U IMOACAM3UCTON TKAHM) IOCIE MHOTOKPATHBIX
nepopaitbHex 103 CyCol® u cpaBHUTH ¢ KOHIEHTPALUSIMHU MOCTIE OAHOKPATHOro IV BBEIEHMS
Sandimmun®.

Bropuunbie nen:

Onennts UH(OPMALMIO B OTHOIIEHWH OE30MAaCHOCTH W TIEPEHOCHMOCTH IIOCTE
MHOTOKPATHBIX TepopaibHbx 103 CyCol® mpu BEIGpPaHHBIX 703aX Y 3J0POBBIX CyOBLEKTOB-
My KYUH.

HccaeposarenncKkue neyu:

OneHnTs KOJMYECTBO HE MOABEPrUIeroCcs H3MEHEHUSM IUKIOCHOPHHA H  €ro
MeTabO0IUTOB, SKCKPETHPYEMBIX C KajJOM IOCIe BBeAeHHs MHOrokpartHeix 103 CyCol® u

CPaBHUTH C KOJIMYECTBAMU OCJe 0AHOKpaTtHOro [V BBeneHust Sandimmun®.

Ilnan nccnegoBanusa

Obman cxema u nJIAH UCCIEO0BAHUS — ORUCAHILE

Hacrosiiee uccrnenoBanue MpeacTaBisio cOOOM OAHOLIEHTPOBOE, MHOTOCTAAUITHOE
OTKpBITOE UcCienoBanue | ¢asbl, paspaboTaHHOe Tt OLIEHKH 0€30MaCHOCTH, IEPEHOCUMOCTH,
(hapMaKOKHMHETHUKN W OTHOCHTENILHBIX KOHIEHTPAIHUN B CAM3UCTON TOJCTON KHIIKH KamCy
muxiocnopusa  (CyCol®) mo cpasenmio ¢ IV BBeleHHMEM IMKJIOCIOPMHA 3I0POBBIM
BOJIOHTEpaM - MyskunHaMm. COrjlacHO HACTOSIIEMY HCCIEJOBAHUIO TAKKE HCCIIeI0OBATH
KOJIMYECTBO HE MOABEPTIIEr0oCs N3MEHEHHSIM LIUKIOCIIOPUHA, BBIASISHHOTO U3 00pasIoB Kajia
U OTHOCHUTENbHBIE KOHIEHTpauu ero MetadbomuroB AM9, AM4N u AMI1. KoHueHTpamuu
MeTaOOMUTOB LUKIOCIIOPHHA TaKKe MCCIEIOBATH B 00pas3lax Kaia U CIAM3MCTOM TOJICTOM
KHUIITKH.

Ha Craguu 1 uccnezosanust B obuieMm 24 yIOBJIETBOPSIIOIIUX KpUTepusiM oTOopa

cy6wexra nomyuaau Sandimmun® IV B Teuenue 24 4acoB (Be MOCIE0BATENBHBIX 12 YaCOBBIX
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VH(QY3UH) B 103€, COCTABISIONMIEH 2 MI/KT (2 MI/KI/A€HB), NEPOPATBHY O 103y OJWH pa3 B I€Hb
CyCol® 75 mr B TeueHue 7 qHEH WK IEPOPATBHYIO 103y ABa pasa B aeHb (BID) CyCol® 75 mr
B Teuenue 7 aueit. CyOnexTsl, kotopbie momyuanu Toaeko CyCol® 75 mr BID, momyudanu
OJHOKPATHYIO 103y Ha 7 AeHb (YTPEHHIOK J03Y).

B xonue Craguu 1 naHHbIe OBUTH MEPECMOTPEHBI U HA OCHOBAHUH MMEFOIIUXCS JAHHBIX
IPOTOKOJ MO3BOJWJI TIPOBECTH JAONOJHHUTENBHBIE HCCISAOBAHUSI C HCIOIB30BAHUEM
ansrepHaruBHbIX 103 CyCol® 1 yacToT BBeIeHHUsI 103 HA OCIEAYIOIIUX cTanusix. [locme 3Toro
nepecMoTpa 8 cyOrekToB yuactBoBanu B CTagun 2 HCCISTOBAHUS H IOy YN ePOPaIbHY IO
no3y omud pas B aeHb CyCol® 37,5 mr B Teuenue 7 aHeil. JIOMONHUTENbHBIE 8 CyOBEKTOB
npuHsny yyactue B CTaguu 3 u nomydanu nepopanbHyio 103y BID CyCol® 150 mr B Teuenue
7 nHeit.

IMoapo6HocTH NOCIEN0BATEIBHOCTH BBEISHUSI 03 IIpeACcTaBIeHsl Ha purype 10.

Cxema ucciedosanus, eK04as é ceds evloop KOHMPOJIbHBIX ZDYRN

MHOrocTaguiiHy¥0 CXeMy HCHOJB30BATA IS YKA3aHHOTO WCCIENOBAaHHS ISt
CHIDKEHUS! Urciia UCCIeIyeMbIX YPOBHEH 03 U uncia cyOBeKTOB, MOABEPraeMbIX JeHCTBHIO
IUKTOCTIOPUHA U POy paM uccienoanust. Cxemel mpuema, Beibpanasie 1ist Ctaaunii 2 u 3,
BBIOMPAJHN 1TOCTIE aHAIN3a JaHHBIX (6€30MacHOCTh U NEPEeHOCUMOCTD, CHCTEMHOE BO3IeHCTBHE
Y KOHLISHTPALMH B CTU3UCTON TKAHH TOJCTON KHUIIKH), HAOMIOJaeMBIX MPH APYTHX T03aX.

HccnenoBaHue SIBISUIOCH OTKPBITBIM H3-32 PA3IAYHBIX NMyTEeH BBEAEHHSI MPOAYKTA
cpasHeHus! (IV o cpaBHEHHMIO ¢ IEPOPATBLHEIM BBEIEHHEM ISl HCCIEAY EMOT0 MEAULIMHCKOTO
MpOAyKTa) W  LENeBhIX KOHEUHBIX TOKazaTejell  WCCleloBaHus  (KOHIEHTPALUH
muKIocnopuna). dapMakOKUHETUUYECKHM TPOQHIL OAHOKPATHOM M03bI HCCIENOBAIH B
TeYeHHe 24 4yacoBOro IEepHOJa HAa OCHOBAHMM MNPEABIAYINEr0 OMNbITa, KOTOPBIH
MPOJEMOHCTPHPOBAT, UTO 3Ta MPOJOJIKUTENBHOCTh aJEKBATHO XapaKTepHU30BAIA HPO(uib
3aBHCHMOCTY KOHIIEHTPAIINH OT BPEMEHH.

B wuccrnenoBaHuu yuyacTBOBAIM 3J0POBBIE BOJOHTEPHI - MyKUMHbL JKEHIIMH He
BKIIIOUATA B HACTOSLISE HCCIEAOBAHUE, TaK Kak Kareropust Oe30macHOCTH NpPUMEHEHHsI
JIEKapCTBEHHOT'O CpeACTBa IPpU OEpeMEHHOCTH ISl IUKJIOCIIOPHH npeacTasisiet coboit C.

[Mpenapar cpaBHeHMs, BBLIOPAHHBIA IS HACTOSALIErO HCCIEIOBAHUS, MPEICTABIISLT
coboit  Sandimmun® Cospemennas cxema Jeuenuss a1 UC  MOKET —3a4acTyio
Mpey CMaTPUBATEH IPUMEHEHHE HECKOIBKHX CPEICTB, BBOAUMBIX PEKTAIBHO, IEPOPATBLHO HIIH

BHYTPUBEHHO B 3aBUCUMOCTH OT TsDKecTH 3a0oieBanus. LIMKI0CIOpUH He THUEH3NPOBaH IS
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UC. Tem He MmeHee, corigacHO PykoBoiacrBy mo Hecnenu()UUecKOMy SI3BEHHOMY KOJIHTY
HamponanbHOro HHCTUTYTA 3APABOOXPAHEHHSI U KaYeCTBa MEIUIIMHCKON momomu 3a 2013 1.
peKOMeHI0BaHO, UTOOBI JieueHne ¢ moMolbo [V muiocnoprHa ObUTO MpenyCMOTPEHO IIsl
Cy6’beKTOB C OCTPBIM TSDKCJIBIM KOJIMTOM W KOTOPBIEC HEC OTBCUAKOT HA KOPTHUKOCTCPOHUALI B
KAQuecTBe Tepalnuu NEepBOH JUHUM WM MPOSBISIIOT B OTHOLIEHHM HEe HECOBMECTHUMOCTh. IV
71032, COCTABISIIOast 2 - 4 MI/KI/IeHb I epopatbHast 103a, COCTABIISIIONIAS S - 8 MI/KI/IeHb,
peKOMeHI0BaHa AJIsl JISUSHUS! TSDKENTOro Hecreln(uiaeckoro si3BeHHoro koauta. O60CHOBaHUe
Juist BbIOOpa [V BBeZeHNUS LIUKIOCTIOPUHA MO CPABHEHHUIO € MEPOPATBHBIM COCTABOM OCHOBAHO
Ha MCCIENOBAHMSX, B KOTOPBIX JOKYMEHTAIBHO MOATBEPKIACHA M3MEeHuMBas abcopOuumst u
9KCTEHCUBHBIN MPECUCTEMHBIN MeTadoNIM3M mocie mepopansHoro mpuema. Kpome toro, IV
J033a, COCTaBysiIomas 2 - 4 MI/KI/IeHb, KaKk H3BECTHO, SIBJsETCS 3PQPEeKTHBHOH B JIEUSHUH
nanueHToB ¢ UC W JoCTHraer Takux jke€ KOHLIEHTpaumi, KOTopble OyAyT MOCTUTHYTHI C
UCTIONB30BAHUEM MPUOTU3UTENBHO 3-KparHOW J03bl JOCTYIIHOW B HACTOsSIIEE BpeMsl
NEPOPaAILHON JIEKapCTBEHHOM (popMBbL. Bojiee TOro, eciiu MUKIOCIOPHH BBOAST C MOMOIIBIO IV
I/IH(I)y?:I/II/I, KOHLOCHTPAIUU B KPOBU SIBJISIFOTCS IMOCTOSIHHBIMHA, U MET a6om/m>1 NMPUCYTCTBYIOT B
MOHMKEHHBIX KOHIEHTPALMSIX MO CPAaBHEHHIO C TepopaibHbiM BeeaenrneMm. CyCol® Obit
paspaboTaH Uil OTCPOUKH BBICBOOOKAEHHSI AKTHBHOI'O IMKJIOCHOPHHA OO JXOCTHXKEHHS UM
TOJICTOM KHUIIKH, TEM CAMBIM, OH MUHY€ET MeCTO abcopOLHH B TOLIEH KUIIKE U, TAKUM 00pa3oM,
OTpaHUYHMBAET YPOBEHb MeTabonm3Ma (Kak MPEeCHCTEMHOro MeTafboiu3Ma B JKEIyIO0YHO-
KHIIIEYHOM TpPAaKTe, TaK M CHCTEMHOro MeTaboiM3Ma CHCTeMOW IIeUeHH) C IIOMOIIBIO
¢depmenros muroxpoma P450, simouas B cebs depment CYP3A4. B cBs3m C 3TuMm,
KOHLEeHTpanus MeTabonutos nocie peeaenns CyCol®, kak mpeanoaararoT, IBISETCS CXOAHON
¢ IV BBeaeHuem nukiocnopuHa. bosee Toro, KOHIEHTpaLUU HUKIOCIOPUHA B TKAHU TOJICTOU
KMIIKH Y 340POBBIX BOJIOHTEPOB, KOTOPBIE MOy YN IUKIOCIOPHH MapeHTepansHo, B 10 pas
MPEBBIMIAOT KOHIEHTPALMH Y 3A0POBBIX BOJIOHTEPOB, MOJIYUUBIINX JEKAPCTBEHHOE CPEACTBO

MEePOPATEHO.

Buowst n1euenun

BBoauMbIe BHABI JIeUeHHS

CyOBeKTOB, KOTOPBIE COOTBETCTBOBAIM BCEM KPHUTEPHSIM OTOOpa YYaCTHUKOB
nucciaenoBanus st Ctaguu 1 mpoToKoIa, OTHOCHINA K OJHOM M3 CIEAYIOMIUX TO30BBIX TPYII
Ha 1 neHs:

. Sandimmun® 2 mr/kr IV undy3us B Teuenue 24 4acos (2 Mr/Kr/IeHs).
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. CyCol® 75 mr (2 x 37,5 mr kancynsl CyCol®) oqun pas B JeHb NEPOPATHHO B
TeueHue 7 qHeil.

. CyCol® 75 mr (2 x37,5mr kancyns: CyCol®) BID mepopaibHO B TeueHHe
7 nHel (TOJBKO OJHY |YTPEHHIO| 103y BBOIWIN HA 7 ACHB).

[Mocse ananusa ganueix Craguu 1 cnenyromyro cxemy npuema CyCol® ucenenoBanu
Ha Cramnuu 2:

. CyCol® 37,5 mr (1 x 37,5 mr kancyna CyCol®) oxun pas B 1€Hb IEPOPATLHO B
TeueHue 7 JHel.

IMocne amanmsa gammeix Crammii 1 m 2, caemyromyro cxemy npuema CyCol®
uccnenosany va Craanu 3:

. CyCol® 150 mr (4 x 37,5 mr kamncyia CyCol®) BID nepopaibHO B TeueHHE
7 nHel (TOJBKO OJHY |YTPEHHIOW]| 103y BBOIUIN HA 7 JEHB).

Cxewmbl mpuema, BbiOpanHble i Craguit 2 W 3, OCHOBaHBI Ha OE30MACHOCTH H
nepeHOCUMOCTH, CHUCTCMHOM BOSﬂeﬁCTBHH U KOHLOCHTpAIUAX B TKAHHU TOJICTOU KHIIIKH,
HAOMI0JaeMBIX TIPU APYTHX n03ax. UToObl uccnenoBark 6osiee BBICOKHME T03bI, OOee HU3KUE
036l JOJUKHBI OBUTM XOpPOIIO TEPEHOCHTHCS M JOUKHBI OBUIM  XapaKTepU30BATHCS
MaKCHMATBHBIM CHCTEMHBIM BO3JeiCTBHEM, COCTaBIsIFOIUM <250 Hr/mi. Ecin 3TH kputepun
6bUTH COOIOAEHBI, 103l MOXKHO OBLIO OBl MOBBICHTE B IOUCKAX PEKMMA, KOTOPBIA MPUBOINIT

OBbI K KOHLIEHTPALKSIM B TKAHSIX TOJCTOM KHIIKH, COCTABIISIOMINM >300 Hr/MII.

I/I,IleHTI/I‘lHOCTB HCCJICAYEMBIX Ipenaparos

Sandimmun® nosyyanu B KOMMepYeCKOH yMakoBKe B 1 M aMmynax, CoAeprKamux
50 Mr  mukiocmopuHa. | mMn ammyasl  Sandimmun®  pasBOAMIM  HOPMAIBHBIM
¢bmnonornueckuM  pactBOpoM cornacHo CBOJHOM XapaKTEPHCTHKE JIEKAPCTBEHHOTO
mpemapara (SmPC) ©u, COOTBETCTBEHHO, MONyYaad ABE MMOCIEIOBATEIbHBIX 12 4aCOBBIX
uadysun. Kaxayro wHQy3HI0 moiaydanw Tak, 4yToObl OOmasi BBOAMMAS 1032 COCTABISLIA
2 MI/Kr/IeHb.

Cuooco0b1 pacnpeaesienns cy0beKTOB MO rPpynnam Jieye Hus

Ha Cramgun 1 cyOBeKTOB pachpefensuid MOCIeI0BATEIbHO OJHH 32 APYTHM ISt
OYILIECTBJIEHUS JIEUEHHsl COTIacHo uccnenosanuio (Sandimmun® IV, CyCol® 75 mr omun pa3s
B 1enb umu CyCol® 75 mr BID).

Bee cyObextsl, yuactsopapume B Ctamuu 2, nonyuanu CyCol® 37,5 mr onun pas B

JIeHb TIepOpATbHO B TeUueHHe 7 nHel, u Bce cyOneKThl, yuacTBoBasmrie B CTaauu 3, moayvain
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CyCol® 150 mr BID nepopaibHO B TeueHue 7 THEH.

Br160p 10361 H onpee/ieHAe BpeMEHH ee BBeAeHH I KAXKI0ro cyobeKTa
Sandimmun®

Y1poMm B 1 JeHB mOC/Ie HOYHOTO TO0AaHMs CyObeKThl HauMHANU cBOK0 1V uHdy3u0
gepes IV karerep. Sandimmun® IV Beoauam B TeueHume 24 4acoB, B BHUIAE JBYX
nocneaoBaTenbHblx 12 yacoBeix uHQY3UlH, B J03e, COCTABISIONIEH 2 MI/KI/J€Hb B
COOTBETCTBMH C MOIyYEHHEM M BBEIEHHEM, MOAPOOHO HpeacTaBieHHeIM B Sandimmun®
SmPC.

CyCol®

YTpom B 1 AeHb MOCIe HOYHOT'O TOJOJAHUSI CyOBEKTaM, paclpeneeHHbIM B TPYIIIbI
CyCol®, BBOAWIN YTPEHHIOW 103y ¢ mpubmusutensHo 240 M Bogpl. [IpoBoAMIM MPOBEPKY
PYK U pTa I MOATBEPAKICHUSI MPUEMA BHYTPb HUCCIEAyEMOTO JICKAPCTBEHHOI'O CPEACTBA.
Bpewmst BBeAeHUSI 03B YCTAHABINBAIH 10 BPEMEHU BBEACHHUSI IEPBOI KaIICyJIbL.

Ha 2 neHp mepea BBIMHCKOM M3 HCCIEIOBATENBCKOrO ILEHTPA CYOBEKTHI MOIYYATH
VTPEHHIO 103y ¢ mpubm3uTeabHo 240 M1 Boabl. [list CyObEeKTOB, KOTOPBIM HA3HAUMIIUA CXEMY
npuema BID, anrexka Bbloana BEUYEPHIO A03y CYOBEKTY € HMHCTPYKUUSIMA TPHHAMATH
HCClielyeMoe JeKapCTBEHHOE CPeICTBO M0 Ha3HAUeHHIO Bpaya U He no3xke 10 - 12 vacoB mocie
YTPEHHEH T03bL

CyOBbeKkTsl BO3BPAINAINCE B UCCISAOBATENLCKUN LIEHTP €XKETHEBHO IS TOTYUYESHHS
yrpenneit 10361 CyCol® 10 6 aus1, Koraa cyOLEKTOB MOBTOPHO TOCIUTAIM3UPOBAIA HA HOYb.
st Tex cyOBEeKTOB, KOTOPBIM HAa3HAUWIH cxeMy npuema BID, B kaKIblid exke THEBHBIN BU3UT
B MCCJIEA0BATEIbCKUI LIEHTD anTeKa BhiAaBajia BEUEPHIOK 03y CyObeKTaM ¢ MHCTPYKIUSIMH
B OTHOLIEHUH BBEJEHUS BEUSPHEH TO3BL

Ecnu mpenmonaranu, 9to CyOBEKT BEpHETCSI B HCCIEI0BATEILCKUI IEHTP HA 6 NeHb
NOCJIE 3aIJIAHUPOBAHHOTO BPEMEHH BBEJEHUS! YTPEHHEH N03bI B 6 JCHb, alITEKa MOIJIA BbLAATh
YTPEHHIO 103y 6 MHS CyOBEKTY MPH BBITUCKE W3 UCCISAOBATENLCKOTO IEHTPA B 5 A€Hb, C
WHCTPYKLMSIMU B OTHOIIICHUH BBEACHUSI YTPEHHEH T03bL

IMocnennroro 103y BeeaeHus CyCol® ocymecTsasnu yTpom 7 JHs A71s BCeX CyOBbEKTOB.
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MackupoBanne: Hacrosimee wccnenoBaHue NPEACTABIUIO COOONW  OTKPBITOE

HUCCIICOOBAHHUEC.

PapMaKOKHHETHYECKHE AHATH3LI — IeJIbHAs KPOBb

OO0pasup! kpoBH 711 (PapMaKOKMHETHUECKOT'O aHATHA3a COOMpAIH OT BCeX CyOBEKTOB B
1 nenp uepe3 O (mepen BBeaeHMeM 103b1), 2, 3, 4, 5, 6, 8, 10, 12, 16, 20 u 24 vaca mocie
BBEJEHHUs 103kl (1ocne Havyana ua]y3um mis rpymmnsl Sandimmun® 1V).

Jst cyGwextos B rpymme Sandimmun® IV 06pasipl kposu Taxske cobupanu uepes 2, 4,
6 u 8 yacoB MocIIe 3aBepiieHust HHQY3UU Ha 2 ISHb.

Jns cy6bextos B rpynmax CyCol® papMakokuHeTHueckue 00pasibl oIy Yaau nepes
BBEJIGHHEM yTPEeHHel 10361 Ha 4 aeHb. s cy6bexTos, koTopble noayuamu CyCol® oxun pas
B JIeHb, JOMOJHUTEIbHbIE (PapMakOKHHEeTHUECKHe oOpa3Lbl momydanu yepes 6, 12 u 16 yacos
nocne yrpeHHed n03el Ha 6 neHb. Jlns cyGwekros, koropeie momyuamu CyCol® BID,
JOTIOTHUTEbHEIE (DapMaKOKUHETHUECKHe 00paslbl monydand depe3 6 W 12 yaco mocie
yTpeHHel 103b1 (1iepe/] BBeAeHHEM BeUuepHel 103b) Ha 6 JIeHb, U uepe3 4 yaca rocie BBEISHUS
BeuepHed 10361 Ha 7 menpb ot Beex cyObextos B rpymme CyCol® monyuanu o6pasipl KpoBU
Jutst papMakokuHeTHKH yepes O (mepe BBeneHneM 103b1), 2, 4, 6 8 1 12 4acoB 1ociie BBeASHUS
JO3BL.

daxTHueckoe BpeMst 3a00pa 00pas3ioB UCIOIB30BANU TSI CTATUCTHUECKUX aHATU30B,

NMO3TOMY KAKAYH0 BPEMEHHY IO TOUYKY C TOUHOCTBIO PETUCTPUPOBAIH.

I'méxasi CHrMOHIOCKONHSA H OHONICHH TOJICTOH KAIIKH

Bce CUI'MOUIOCKOIMUU IMPpOBOANUIN Ha HeHO,Z[FOTOBJ'IEHHI:II\/'I KHIISYHUK (3a
WCKTIOUSHHEM BO3AyXa M BOJbI), €CIM TOJBKO V CYOBEKTOB He OTCYTCTBOBAIA ne(heKaius B
npenenax 24 4acos OT NPOBEASHUS] CUTMOUIOCKOIIHH.

HeobxoauMo, uToObl  cyOBekTam, KoTOopele modydaan — Sandimmun® IV,
CUT'MOUJOCKOITUIO NIPOBOAWTIM HE IMO3KE MOCICIHErO 4Haca Ux I/IH(byBI/II/I HH 33Ul O0JIZKHA

ObLIa IPOAOJKATECS).

Heobxoaumo, 4roGel cyObekTam, kotopsle mosiyuamn CyCol®, curMommockonuio
MPOBOJMJIH HE MO3Ke 4 — 6 4acoB YTpeHHel/ocaeHel 1036l Ha 7 JEeHb.

CUrMOUIOCKOIHIO TTPOBOIMN HAIEKAIIMM 00pa3oM MOATOTOBIEHHBIN SHIOCKOIHKCT,
O3HAKOMJIGHHBI C TPOTOKOJIOM HCCIeNOBaHWsI W TomydeHueM OwonraroB. CoriacHo

MPOTOKOJIY, MO BO3MOXKHOCTHU, OAWH H TOT K€ JSHAOCKOIUCT IOJDKCH OBLT IMPOBOIUTE BCE
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CHIMOMIOCKONMU. B  HacToOsImeM HCCIeA0BAHUM CUTMOWAOCKONMHM MPOBOJWIH  JBA
9HIOCKOITICTA.

Hdnst cyOBeKTOB, V KOTOPBHIX OTCYTCTBOBaTa nAedekauus B mpeaenax 24 4acoB J0
MPOBEASHHUs] CUTMOHUJIOCKONUH, PEKTATbHYIO KIm3My ((pusnonormueckuii pactsop Fleet wim
AHATOTHYHYI0) BBOAWIH 32 15 MUHYT 10 3aI/TAHUPOBAHHOTO BPEMEHH MPOBEASHHUS OHOTICUH H
PEruCTPHPOBAIH BpeMs U 00beM BBEASHHON KIM3MBI. PerrcTprupoBanu Bpemst 1 0OLIyro Maccy
OIMOPOKHEHHOI'O COACPKUMOI'0 KHIICYHHUKA ITOCJIC KIIU3MBIL. PEHPEBBHTaTHBHbIﬁ 06paseu
(mpuOIM3UTENBHO 5T) MOAyYaId OT OHNOPOKHEHHOTO CONEPKUMOrO KHIICYHUKA IS
00paboTKH, KaK OMMCAHO B HACTOSIIEM JTOKYMEHTE.

BuonTarsl TOJICTON KUIIKK coOMpatu (KaK OMUCAHO HIIKE) HACKOIBKO 3TO BO3MOJKHO
OBbICTPO M ONTHMAIBHO B Tpenenax 10 MUHYT 1OC/Ie OMOPOKHEHHUS! TOCIE KITHM3MBL

CrangaptHble OHONCHIHBIE INUMIBI C 32KUMOM HCHOJB30BATH Uil TMOJTYYSHHUS
O6UONTATOB CIM3UCTOM TOICTON KMIIKH. PazMep Kaxkaoro 6uonTaT cocTasisul NpUOIH3UTENBHO
5 MM (M BKJIIOYAIOT B CeOsl CAM3HMCTHIM M TOCIM3UCTHIM ciaou). B obmem 5 Omomraros, Ha
paccTOSIHUK MPUOIU3UTENBLHO 1 CM ApPYTr OT Apyra mojydaid Tak OJH3KO OT CHIMOBHIHOM
00010YHOIM KHIITKH, HACKOJIBKO 3TO BO3MOXKHO. Bpemst 3abopa OuomnTara i pacCTOsSIHHE OT Kpast
a”yca JI0 y4acTka, re noiayvain ounonratsl, peructpuposanu B CRF.

B cnyuae, korma JOCTYN K CHTCMOBHIHON 000ZOYHOM KHMIIKE OBLT OrpaHHYEH,
5 OronTarsl MOKHO OBLTO MOJTYYUTH U3 MPSIMOU KUIIKH.

Kaxapiii Ouonrar mnpoMmbBaIM B (U3HOJOTHUYESCKOM pPACTBOPE, MPOCYLIMBATH
NPOMOKAHHEM W 3aTeM NEepPeHOCHIN B IPEABAPUTENBHO B3BEIISHHYIO MPOOHpKY 1ist cOopa
oOpastos. IIpoOupky B3BemIMBAIH UIsI OOECIIEUEHUS! BO3MOKHOCTH ONPEIEIEHHS MAacChl
6uonrara. buonrar, 6e3 kakoro-1uO0 NOMOJHHUTENBLHOIO MPUTOTOBIEHUS WKW 0OpabOTKH,
MEePEHOCHTH B KpHOdIakoH 1 XpaHiwiu npu -70°C 1 TpaHCHOPTHPOBATH B OMOAHATUTHYECKY IO
1a00paToOpUIo HA CYXOM JBJY.

KoHneHTpanny nUKIOCIOpHHA B er0 MeTaOONINUTOB B CIM3HCTON TKAHU OLIEHHBAIHU C
MOMOIIBI0 OHOAHATUTHYECKON Jgaboparopun. AHaaM3 0Opa3LOB TKAHW MPOBOJHJIM, KAk

ONMCAHO HIDKE B paszeie - AHAIN3 TKAaHU TOJCTOU KHUIIKH

Coop o6paznoB kajia
CyOmbekram ObLTa pekoMeH10BaHa Ae(heKaust Py MOCTY IUIEHHH B UCCIIE0BATEIbCKHIA

ueHTp B 0 geHb. DToT 00pasen coOupaIn U OIHY ATUKBOTY COOMpATU KaK XOJIOCTOM o0paser.
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Hauunas ¢ 0 qHs 10 3aBepLIeHHs HCCIEA0BaAHMS CyOBbEKTaM MPeTIOKIIN COOMPATh UX
ka1 Jlna cyOGwexros, koTopele momyuamu Sandimmun® IV, o6pasupsl, coGpaHHBIE BO Bpems
UH(QY3UH, XpaHWIH OTIAETHHO OT 00pa3LoB, COOPAHHBIX MOCTE 3aBEPILEHNUST HH(Y3UH.

PeuctpupoBaiu Bpems u AaTy s Kaxaoro oopasua. Kaxawni obpaszer cobupanu u
B3BemnBaId. OOpa3ubl Kaa rOMOreHH3UPOBATH HACKOIBKO BO3MOKHO OBICTPO mocie cbopa.

CyOBbeKThI, KOTOPBIE MOMyUATA 00pasLbl Kata B KauecTBe aMOy IaTOPHBIX MAI[HEHTOB,
MOJyYaid WMHCTPYKIHH OTHOCHTEIBHO cOopa 00pa3loB C MOAXOASIIHE KOHTEUHEPHI H
XpaHeHHs: 00pas3LOB MPHU KOMHATHOW TeMIEpaTrype 10 BO3BpALICHHs B HCCJIEIOBATENbCKHIA
LEeHTP.

ITocne romoreHw3amuy OJHY AQIUKBOTY, COCTABISIOIIYIO NPHOTU3UTENBEHO 5 T,
coOupaju OT KakI0ro odpasua u 3amopakusaiu mpu-70°C (6e3 106aBoK).

Tpu BHYTPUTOJCTOKHMINEUHBIX oOpasua (mpubmusurensHo 500 mMr - 1r), mpu
BO3MOXKHOCTH, COOMpaIM W XPaHWIN B WHAMBUAYAIbHBIX KOHTeliHepax 0e3 kakmx-mubo
no6asok mpu -70°C.

st cyOBeKTOB, KOTOPBIM BBOIMIM PEKTATBHYIO KIH3MY, PETHCTPUPOBATIH BpeMs U
00LIyI0 MAacCy OMOPOKHEHHOTO COJAEPIKAHMUSI KHIISYHUKA TTOCIe KJIM3MBL PernpeseHTaTuBHbIH
obpasen (mpuOIM3UTEIRHO 5 T) MOIyYaTd U3 OMOPOKHEHHOTO COMASPKAHUS KHUIISYHHUKA H
MIEPEHOCHJIH B KOHTEMHEP 0e3 Kakux-1ud0 J00aBOK MM JOMOIHUTETBHOM 00pabOTKH.

Bce oGpasusl xpamunu npu -70°C W TpaHCHOPTUPOBAIM B OHOAHATUTHUECKYHO

71a00paTOPUIO HA CYXOM JIBAY.

H3mepeHnss KOHIEHTPAIHH JIEKAPCTBEHHOr 0 CPEACTBA

OO0pasiel KpoBU COOUpATH, KaK OMUCAHO B HACTOSIIEM JOKYMEHTE /ISl ONpeaeeHuUs
KOHIIEHTpaluii IMKIocnopuHa. KoanmuecTBo He MOABEPrierocs H3MEHEHUSIM [IUKIOCIIOPHUHA
¥ OTHOCHTENBHBIE KOHIEHTpauuu ero Merabomutos (AM9Y, AM4N u AM1) B kaje Takke
OLIEHHUBAIM C HMCIIOJb30BAaHHEM OOpAsOB Kaja, COOpPAHHBIX, KaK OIHCAHO B HACTOSIIEM

JOKYMEHTE.

IlepeHuHbIEe KOHEYHBIEC MOKA3ATETH

DapMakOKUHeMUKa yeavHol Kpoeu

Crnenytomue papMaKOKMHETHUECKHE MAPAMETPHI MOCTE OAHOKPATHOW JO3bI MOy YTl
MOoCJAe BBEASHUSI J03 B 1 JeHb Kak [jisl TPyNIbl Sandimmun® IV, Ttak n CyCol® C

HUCIOJIB30BaHUEM CTaHAAPTHBIX HCKOMIIAPTMEHTHBIX cIroco0o0B:
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. Cmax: MAKCHMaITbHAST HAOMIO JaeMast KOHLIEHTPALUSI
. Tmax: BpeMst HabmoaaeMoi Cumax
. AUCo mIomanb moja KPUBOH 3aBUCHMOCTH KOHLIEHTPALMHA OT BPEMEHU OT

HYJIEBOTO BPEMEHH 10 TIOCIeOHEeH HeHyJeBOH KOHIEHTpaLUuH, OmpeaenseMas C
WCTOIb30BAHUEM JIMHEIHOT0/TOrapu( MHIECKOTO TPANEMEBUAHBIN CTOCO0

. AUCo-inf; TUTIOMAAL O] KPUBOHW 3aBUCHMOCTH KOHLIEHTPAIMH OT BPEMEHH OT
HYJIEBOTO BpeMeHH 10 OeCKOHEUHOCTH (PKCTPAMOIUPOBAHHAS), OMpeneisieMas ¢ MOMOIIBIO
AUC+ + (Crast/ke1), Tote Ciast IIPeACTaBIAET COO0M PACUETHYIO KOHIEHTPALUIO B IOCIEIHEH
KOJIMUYECTBEHHO OIPENEIseMOil BPEMEHHOUW TOUYKE, UYTO OLEHMBAIH M3 JIOrapu(pMHUECKH-
JIUHEWHOTO PErPECCHOHHOTO aHATH3a.

. t4. IePUOJ Oy TUMHHALINH, PaCCUUTAHHBIN Kak 10g:(2)/kel

. ke: koHCTaHTa cKOpocTd dnumuHamu (moayueHHas mist pacyera AUCo-inf),
ompenensieMass C TMOMOINBIO JIHHEHHOW perpeccHd JorapupMHUECKH-THHEWHOW KPHUBOM
3aBHCUMOCTU KOHIIEHTPAIMU OT BPEMEHH. B perpeccuu MCHoib30BATUCH TOJBKO TE€ TOUKH
JAHHBIX, KOTOpbIE ObUTH OLEHEHBI AJI ONMHUCAHWS KOHEYHOTO JIOTapr(pMHUECKU-THHEHHOTO
crana

. Ocrarounas mwiomane (% sxcrpamonupoBaHHO; AUCeyextap): paccunTaHHAS
kak 100*(1-AUCo./ AUCo.inf) ¥ IOTyYSHHAS AJISI pacuera IUIOIAIH, SKCTPAOIUPOBAHHON 10
0GEeCKOHEUHOCTH

. AUCo.;; miomane moj KpUBOW 3aBUCHMOCTH KOHIIEHTPALIMA OT BPEMEHH BO
BCeM WHTepBale MO3UPOBaHHUS (MOJIYYSHHAs] Ui pacuera OTHOIICHHS HAKOIUICHUS,
00CyKIaeMOro HIKE).

Crefyionue napaMeTpsl B PABHOBECHOM COCTOSIHMM moyyaau st rpynn CyCol®:

- Cmax, Tmax, AUCox 1 cpeaHsisi KOHUEHTpaIHs B paBHOBECHOM cOoCTOSTHUU (Cay)

JIONOTHUTETPHO OTHOLISHHE HAKOTUISHHS TTOTYYaTH TSl OLIEHKH HAKOIJIEHHSI BO BCEM
WHTEpBaJIe JO3UPOBAHUS OT OJHOKPATHOM O3B 1O PABHOBECHOT'O COCTOSIHHSL.

AC = AUCq.; (paBuoBecuoe cocrosinue) / AUCo-; (omHOKpaTHas 103a)

Ornomenne nuneiiHocTr (LR) monyuwamu 11st OLEHKH OTHOCHUTENBLHOTO BO3AEHCTBHS
HA 703y B PABHOBECHOM COCTOSIHMU IO CPABHEHUIO C OAHOKPATHOM TO30M.

LR = AUCo-; (paBHOBecHoe cocrostane) / AUCiyr (ogHOKpaTHAs 103a)

Jas rpymmel Sandimmun® IV MMUTAaUMIO PaBHOBECHOTO COCTOSHHS IPOBOIUI

KIMHUYECKUN  ClenUanucT mo (papMaKOKHMHETHKE IS MPOrHO3UPOBAHUSI  MPOGUIS
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KOHLeHTpanus-epemst ¥ pacueTa Cax, Tmax 1 AUCo 15 rpynmsl (T.€. 3HAYSHUH TPYIIIEL, He
WHIUBUIY &TTbHBIX 3HAUCHUIT).
Jns onpenenenus mapamerpos CyCol® B paBHOBECHOM COCTOSHUM KOHLIGHTPALMH KaK

Ha 6 JIeHb, TaK U HA 7 JE€Hb UCTONB30BAIH, Kak 000OIIEHHO MPEICTABICHO HIIKE.

Bpems nmocne Juu Hun
BBEJCHUSI | MCIOJB30BAHUS | UCIOJb30BAHMSI
I03bI OJVH pa3 B BID
JIeHb
0 7 7
2 7 7
4 7 6,7
6 6,7 6,7
8 7 7
12 6,7 6,7
16 6 NA
24 Hens 7 nepen NA
BBEICHUEM
JI03bI

daxruueckoe Bpemsi 3a00pa 0Opa3moB HCIOIB30BAIN B pacuere napaMmeTpos.

KoHneHnTpannn HOUKIOCIIOpHHA TNepednciIeHbl W 00OOMmeHsl Mo Tpymme, JHIO H
HOMHHAJIBHOMY BPEMEHH MOCIIE BBEJSHUS JO3bI.

IMpodunu otaensHOro cyObekTa M MeAWaHHbIE NPO(GWIA NaHHBIX KOHLIEHTpALUS-
BpeMs (II0 JHIO | I10 TPYTINE) HAHOCWIIN Ha TpadyK 1o rpymie J03UPOBaHHUS C UCIIOIB30BAHUEM
3HAYeHHH (PaKTHIECKOr0 ¥ HOMHHAIBHOTO BPEMEHH, COOTBETCTBEHHO. MeanaHHble mpoduin
HAHOCHJIM Ha rpaduk Kak B JTHHEHHO-THMHENHHOM opMmare, Tak ¥ IHHEHHO-JIOTapU(PMIIECKOM.

Kaxzpii dhapmakoxnaeTHuecknidi napamerp o0o0manu no rpynmne u mo aHwo. Jlis
OJHOKPATHOW J03bI (hapMaKOKMHETHUYECKUE IapaMeTphl, mapameTpsl B 1 neHb, obobmiamy,
KOMOHMHHUPYSI TPYIIIBI OAUH pa3 B AeHb U BID rpymmsl ¢ HCIOIb30BaHUEM O THHAKOBOM TO3BL

J1s1 OLeHKH B3aMMOOTHOLIEHMSI MEXIY (apMaKOKHMHETHUSCKHMH MapaMeTpamMu |
no3oi, HopmuposaHHble K 1038 AUCo-inf, AUClast U Cmax HAHOCHIIN HA TPadMK B 3aBUCUMOCTH
oT 1036l B 1 neHs u HopMmupoBaHHEIE K 103€ Cay U Cmax HAHOCHIHN HA TpauK B 3aBUCHMOCTH
OT 703bl Ha 7 nOeHb (C HCMONB30BAHHEM JOrapu()MUUECKOU IIKaibl). YKazaHHblE rpahuku

BKJTIOUAJTH B Ce0sl OTAEIbHBIX 3HAUEHUSI OT CyObEKTOB M FT€OMETPHUECKUE CPEIHME TSI KaXK IO
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JO3bl. 3HAYEHHS HOPMHPOBANM K J03¢ (K 103, COCTaBisomied 1 Mr) myTeM aejieHws

OTIEILHBIX 3HAUSHUHA 1 CBIPBIX TCOMETPHUUYCCKUX CPECAHUX HA JO3Y.

DapmMaAKOKUHEMUKA 8 CIIUUCINOI MKAHIL I CTIUZUCINOM C/10€ MOJICIOU KUMKIL

Onpenensiv KOHIEHTPALIIH [IUKJIOCIOPUHA U ero MeTabomutos (AM9, AM4N u AM1)
KaK B CIM3UCTON TKAHU TONCTOM KUIIKHM, TAK M CAM3UCTOM ¢j10e. Jits rpymmnbsl Sandimmun® IV
UMHUTAUIO IIPOBOANTT KIIMHAYE CKUH crienuaaucT I10 (bapMaKOKI/IHeTI/IKe VI OLCHKH
KOHLIEHTpALNi B PABHOBECHOM COCTOSTHUH.

INepeunciensl KOHUEHTPAMH LUKIOCIOpUHA U ero Mmerabonmutos (AM9, AM4N u
AM1). KoHneHTpauiy Takke HaHEeCEHbI Ha Tpauk B 3aBHCUMOCTH OT PACCTOSHHUS OT Kpast
a”yca.

KoHmieHTpanmo OUKIOCIIOPUHA B TKAHW TOJCTOM KHIIKH HM3MEPSUTH ClIEIYyHOIIUM

obpaszom.

AHAJIH3 TKAHH TOJICTOH KAIMKH
Konrnenrparuu nukinocnopuHa u ero merabonutos (AM1, AM9 u AM4N) B TkaHu

TOJICTOU KMITIKH onpeaesiiii ¢ UCIOJb30BaHUEM CIICAYOIICTO IIPOTOKOIA:

Ipuaoun
KU AKOCTHO-KUAKOCTHAS SKCTPAKLMS C BHYTPEHHEH CTaHJApTU3aLMEN U pa3ieieHue ¢
momombio BOXKX ¢ mcmonbzoBannem kojoHku C18 ¢ mocnmemyrommm OGHApPYKEHHUEM C

nomompo MC/MC.

Buryrpennuii cranaapr - D12 — Luknocnopun A

O0pa3en Hecymeii cpeabl — TKaHb YeJIOBEKa

KanuGposouHble cTaHaapTel U 00pa3ibl KOHTPOJIS kKadecTsa moaydand B 50% EtOH.

PacTBOpHBI
Marounsle pactBop IS 1 COOTBETCTBEHHBIE pa3BEASHUS MOy YAIOT C UCOJIB30BAHHEM
DMSO/MeOH (1/1). PaGouwmii pactBOp BHyTpeHHero craaapra (IS) monayuaroT myTem

pa3BeNeHuss Maro4yHOro pacteopa IS wmim omHOrO W3 ero pasBeldeHHil C HOMOIIBIO
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DMSO/MeOH (1/1), u 0H H0KEH XapaKTEPU30BATHCS KOHIIGHTPAIMeH, COCTaBIISIOMIeH ~50

HI/MI
XpaHeHne 00pa3nos H pacTBOPOB
O6pasirer / pacTBOpI HE0OX0AMMO XpaHuTh mpu OT -20°C 10 -80°C
O0paboTka 00pa3oB H MOJyYeHHE 00PA3MOB /ISl AHAH3A
Craans | IIponeaypa orranBanus / nepenoca (mocraaniiHas)
Bo03MOXKHBI cieyIomue npoleay pbl OTTAaHBaAHUSL:
. OtrauBanne npu npubmusurensHo 20 - 25°C Ha BOmsHOUW OaHE B TeUeHUE
1 npubnmu3uresHo 10 MUHYT
. OtrauBaHue Ha BO3Ayxe mpu mpudmu3ureasHo 20 - 25°C B TeueHHe M0 MEHbINEH
Mmepe 30 MUHYT (B 3aBUCHMOCTH OT 00bemMa 00pazia)
2 Ecnmu neodxoaumo: IepeMernnBanue BUXPEBLIM CIOCOO0M B TeueHue 30 ceKyHA
3 KannbpoBouHbie cTanaapThl U KOHTPOIU KauecTsa: [lepenoc 1000 Mk kaxaoro oopasna
! BO (akoH 111 0Opasia
3b Hccnenyemsrii oOpaselr; macca: npubausutenbo 2 — 20 Mr
IToBTOpHOE 3aMOpaXKMBAaHUE UCXOJHBIX 00pa3LoB B Auamnazone ot -20°C go -80°C
4 Ecnu He ncnone30Bath A1 HEMEJIEHHOTO MOTyYeHNUS -> 3aMOPAKUBAHHE TIEPEHECEHHBIX

o0pasiios B auanazone ot -20°C xo -80°C

XpomarorpadguuecKne napaMeTpbi 4 NAPAMETPbI ABTOMATHYECKOT0 NPOGOOTOOPHAKA

IlapameTtp 3agannbIi AHANA30H / oMHCAHHE

ITonsrkHAS dazall 0 MM anerara aMMOHHUSI B BOJIE

pacTBopuTens A

[MoBmxHAs ¢haza]ACN/THF (8/2)

pacTBOPUTEIE B

IMonBuxHAs daza

pacTBOPUTENL 3arpy30uHbIii{l 0 MM amerara aMMOHUS B BOJE

HaCcoC
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X pomarorpaduaeckmii 0,0 - 45 wmun juneiinsni 40 % B — 52 % B
OIIBIT rpaIHeHT:
45 — 6,0 wmuH JuHekHbI 52 % B — 85 %B
rpaJUeHT:

6,0 — 6,01 mua auHekHBI 85 % B — 0% B

>

CPaIUEHT:

6,01 — 7,0 mun u3oxparnueckwmii: 0 % B

[MoTok 0,8 M1/ MuH

O0BeM BBeieHHON npoOel (10 MK

[MpeaxooHKA / KOJTOHKA Luna C18, 4 x 2 mm/ ACE3AQ; 100 x 2,1 mm, 3 mxMm (ACT, UK)

Temmeparypa KOJOHKH 80°C
IlapameTtp 3agannbIil AHanAa30H / onucanne
Y CTaHOBJICHHASI 25°C

reMreparypa  OXJIKIACHUST

(T)

Oo6napy:xenne

ITapameTtp 3agannblii 1HANA30H / onHCaHHe

Crioco6 nonmzanmu MC ESI (nonumzamnust 37eKTpopacubUICHHEM )
IHoxsipaocte MC IMonoxxurenvHast

Cnocob obHapysxkenus MC MRM (MarHATHOPE30HAHCHAST MHUKPOCKOTIHIST)
Temmeparypa ucmapuTess 600°C

Hanpspkenue nonuzanumn 5,5 kB

las 1 Hasnenue = 75 dyur/mroiivm’

las 2 Jasnerue = 75 QyHT/Moiim>

TazoBas 3aBeca Hasnenue = 40 GpyHT/M0iim>

INomepeunoe noxoxKeHNE 5 enuHuIl £ 2 eUHHUIIBI (TI0 MOJTYAHHUIO)
BepTtukanbHoe mosiokeHue 4 equHMNBI + 2 equHULBI (10 yMoTuaHuio s EST)
KsaapymnoasHOe paspelieHue HHU3KOE — HHU3KOE
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1203,0 £ 0,3 — 99,9 £ 0,3 m/z (macc/3apsin): Lluknocnopun A
(CE: 125 3B, CXP: 16 B)

1215,0 £ 0,3 — 99,9 £ 0,3 m/z: D12-ukiocnopun A

Lepexonnt (CE: 125 5B, CXP: 16 B)
1219,0 £ 0,3 — 224,0 £ 0,3 m/z: AM1
(CE: 65 3B, CXP: 15 B)
1219,0 + 0,3 — 99,9 + 0.3 m/z: AM9
(CE: 125 5B, CXP: 16 B)
1189,0 + 0,3 — 224.0 = 0,3 m/z: AM4N
(CE: 653B, CXP: 15 B)

DP (norenmwman [ 130 B+20B

JEKJTIACTE PUALIH )

Kpurepuu npuemMjieMoCTH Il XPOMATOrPaMM

IHapameTtp 3agansblil AMana3oH / KPATEPHH NPHEMJIEMOCTH /
onucaHue
AM1 Bpemst  yaepxuBanus |4,2 MuH * 0,5 MuH

g SST

AMA4N Bpems
11a SST

yaep:xkuBanus | 5,4 muH £ 0,5 MuH

AM9 Bpems
s SST

yaep:kuBanust | 4,4 muH £ 0,5 MmuH

Kanuopoeounsie comanoapmst 4 00pazuvl KOHMPOJ1si KA4ecmed:

IHosyuenue xonocmulx 00pazyoe u 06padboOmMannoil Hecyuiell cpeosl:

. INonydeHue cOOTBETCTBYET OMMCAHHOMY HILke, HO 6epyT DMSO / MeOH (1/1)

BMecTo padouero pacteopa IS.

Cranus | [Ipoueaypa nosryuyennst (o cTaxusam)

I [ecu He moxBepraiN XpaHEHHIO /yKe AOCTYIHBIH B Buae 1000 mri anukeom -> cM.

MIEPEHOC BhIIE]
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II [ecn 3amopakuBanu -> orramBanue mpu 20°C - 25°C Ha BOAsgHOM OaHe B TeueHHe
NpUOTH3UTENBEHO 5 MUH]|
1 HobGasnenne 25 MK pabodero pacTBopa BHYTPEHHETO CTaHIapTa
2 Ho6Gasnenne 4 ma DIPE
Touka npespawmenus:
OKCTpakUusl MyTEM JHEPTUYHOTO BCTPSIXHBAHUSI MCCIEIyEMBIX MPOOHPOK B TEUEHHE
3 npuOIH3UTENBHO S5 MHHYT C HCIOJB30BAHHEM BHXPEBOTO CMECHUTeNsl  JUIs
MHOTOUYHCICHHBIX Hpodupok DVX-2500 Multi-tube Vortexer (1700 06/mMuH; MK
pabota - 5 cekyHz, 1 cekyHIa — BpeMsl Iay3bl)
4 Llentpudyruposanue (pazaenenue ¢az) npu 4000 00/MuH B TeueHHE 2 MUHYT
5 Xpanenue npu -75°C B Teuenue npudau3urensHo 10 MUHYT
6 JlekaHTHPOBaHKE OPraHUIECKOM, )KUAKOH (as3bl B HeHTpU DY KHY 0 TPOOUPKY
Brimapusanue opranuuecko ()asel ¢ UCMONb30BaHUEM cikatoro Boszxayxa (Turbovap)
’ npu npubmuzurensHo 40°C B TeueHne 14 MUHyT
8 Hobasaenne 50 mxx 50 % EtOH
[NepememnBaHnne BUXPEBBIM CHOCOOOM B TeUeHHE MNPUOIM3UTENBHO 2 MHHYT C
9 UCIIONIB30BAHUEM BHUXPEBOI'O CMECUTENSI AJIsl MHOIOUHMCIEHHBIX mpobupoxk DVX-2500
Multi-tube Vortexer (2500 06/MuH; UK padoTa - 5 cekyHa, 1 cekyHaa — BpeMs may3bl)
10 Lentpudpyruposanue npu 4000 06/MuH B TeueHne 1 MUHYTHI

Ilepenecennste o6pazupi:

INepenectn mpubmmsutensHo 100 mxa 50% EtOH B cootBercrByromme

(;1aKOHBI ABTOMATHUYECKOTO MPOOOOTOOPHUKA

Obpazust nHecyuleil cpeost (mears deioeexa) — Yacmop A:

Cragus| [Iponeaypa nonydenuns (Ho CTagusaM)

[ecnu He moxBepranyM XpaHESHHUIO /y:Ke AOCTYIIHBINA B BUAE nmpubiuzumeitsno 2 - 20 mez
I

Q/ILKEOom -> CM. TIEPEHOC BhIlIe|
I [ecnu 3amopakuBanu -> orramsanue mpu 20°C - 25°C Ha BoxasHON OaHe B TeueHHe

npUOTH3UTENBEHO 5 MUH)|

Ho6Gasnenne 500 Mk 2 % N-anerun-L-npcTenHa B BOIE
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2 [NepeMemBanne BHUXPEBBIM CIOCOOOM B TeuyeHHe mpuOmu3urensHo 10 MuH ¢
UCIIOJB30BAHHEM BHXPEBOTO CMECHTENS A1 MHOTOUKCIEHHBIX mpobupok DVX-2500
Multi-tube Vortexer (1000 06/mun)

3 Lentpupyrupopanue (pasgenenue ¢a3) mpu 13000 o6/MHH B TeueHHe 2 MHHYT C
UCMOJIb30BaHuEM MuKporieHTpudyru biofuge pico

4 HexantupoBanue xuakoi (asbl Bo (uakoH a1 oopasua (00weM: nmpudIM3UTEIsHO 10
M)

4a Baumanue: OCTaToOK NPUrOTOBAT OTAE/IbHO (ONHCAHO B YacTH B)

5 Hobasnenne S00 mxa EtOH k xuakoii pasze

9 Hobaenenne 25 MKt pabouero pacTBopa BHYTPEHHETO CTaHAApTA

10 HNobasnenue 4 ma DIPE
Touka npespanienus:

OKCTpakuusi MyTeM >HEPIHYHOIO BCTPSIXMBAHUS HCCIEAYEeMBIX NMPOOHMPOK B TEUSHHE

11 OpuOTH3UTENEHO S5 MHHYT C  HCIONB30BAHHEM BHXPEBOTO  CMECHUTeNsl s
MHOTOUYHCICHHBIX npoOupok DVX-2500 Multi-tube Vortexer (1700 006/MuH; LUK
pabota - 5 cekyHz, 1 cekyHaa — BpeMsI ay3bl)

12 Lentpudpyruposanue (paznenenue da3z) npu 4000 06/MHUH B TeUeHHE 2 MUHYT

13 Xpanenue npu -75°C B Teuerne npuban3uTenbHo 10 MUHYT

14 JlekaHTHPOBAHHE OPraHUIECKOH, XKUAKOU (asbl B HeHTpudyKHY 0 TPOOUPKY
Brinapusanue opranuueckoi (pasel ¢ HCOMb30BaHUEM CikaToro Bozayxa (Turbovap) mpu

P npubmzurensHo 40°C B Teuenue 14 MUHYT

16 Hobaenenne 50 mxn 50% EtOH
[NepememBanne BUXPEBBIM CIOCOOOM B TeueHWe MNPUOTU3UTEIBHO 2 MHUHYT C
UCIIOIB30BAHUEM BHXPEBOIO CMECHTENsS IJIs1 MHOTOUKCIEHHBIX mpobupoxk DVX-2500

1 Multi-tube Vortexer DVX-2500 Multi-tube Vortexer (2500 o6/muH; muki: pabota - 5
cekyHI, 1 cekyHaa - BpeMs may3bl)

18 Lentpudpyruposanue npu 4000 06/MuH B TeueHne 1 MUHYTHI
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Oobpazust necyuieil cpeost (mxans yenoeexa) — Yacmov B (O6pazust depym u3

yacmu A, cmaouu 4a):

Cranns | [Ipouneaypa nosryuennst (0 CTAXASAM)
1 Hobaenenne 500 mxn 50 % EtOH x ocraBmemycst 0Caaky
2 Hobasnenue 25 MKt pabouero pacTBOpa BHYTPEHHETO CTaHaapTa
Paspymenne TkaHH ¢ WCMOIB30BAHUEM VIBTPA3BYKOBOIO roMorenusaropa (muki: 0,5 ¢,
3 MaKCHUMaJIbHASI aMILINTY 1a) B TeueHue 30 ¢
4 HexantupoBanue xuakon (asel BO (uakoH mist oOpasua (o6wem: npubausurensHo 10
M)
5 Hob6asnenue 500 mxa 50 % EtOH k ocrarky
[lepememmBaHie BHXPEBBIM CIOCOOOM B TEUeHHEe NPHOMM3UTENBHO | MHH C
6 WCIIOJIB30BAHHEM BHXPEBOTO CMECHTENS IJIs1 MHOTOUKCIEHHBIX mpobupok DVX-2500
Multi-tube Vortexer (2500 06/mMuH; mukit: pabota - 5 cekyHz, 1 cekyHaa - Bpems Iay 3b1)
. JlexantupoBaHue XUIKON (as3bl, BKIOYast B ceds BCIO TKaHb, B TOT Ke (piakoH aAns
0o0pa3na, KOTOPbIi HCHOIL3YIOT HA cTagHH 4
8 HobGasnenne 4 mn aunzonponuiaosoro 3¢gup (DIPE)
Touka npespauienus:
OKCTpakUusl MyTEM YHEPrHYHOrO BCTPSXHBAHHUSI UCCIEAYEeMBIX MPOOHMPOK B TeueHHe
9 npuOIM3UTENIBHO S5 MUHYT C  HCIONB30BAHMEM BHXPEBOTO  CMECUTENsl s
MHOTOYHCIeHHBIX TpoOupok DVX-2500 Multi-tube Vortexer (1700 00/MHH; LUK
pabota - 5 cekyHz, 1 cekyHaa — BpeMsl ay3bl)
10 Lentpudyruposanue (pa3aenenue ¢az) mpu 4000 06/MuH B TeUeHHE 2 MUHY T
11 Xpanenue npu -75°C B Teuenue npudausurensHo 10 MUHYT
12 JlekaHTHPOBAHKE OPraHUIECKOM, JKUAKON (a3bl B HeHTPUDYIKHY IO TPOOUPKY
Brimapusanue oprannueckoi (pasbl ¢ HCIOIB30BaHHEeM CkaToro Bo3ayxa (Turbovap) mpu
b npubmzurensHo 40°C B TeueHue 14 MUHYT
14 Hobasnenue 50 mit 50 % EtOH
[NepememBanne BUXPEBBIM CIIOCOOOM B TeueHHWE MNPUOTU3UTENBHO 2 MHUHYT C
15 UCIIOJb30BAHHEM BHXPEBOTO CMECHTENS A MHOTOUKCIEHHBIX mpobupok DVX-2500

Multi-tube Vortexer (2500 06/mMuH; muKit: pabota - 5 cekyHn, 1 cekyHaa - Bpems Tay 3b1)
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16 Lleurpudyruposanue npu 4000 00/MuH B TeueHHe 1 MUHYTBI

AHajau3 kana

KoHueHTpamo He MOJBEPTIIErocs U3MEHEHHSIM IHKJIOCIOPHHA U OTHOCHUTEJbHBIE
KOHIleHTpauuu Metadoautor (AM9, AM4AN u AMI) perucTpupoBaid Uisl KaxKIOTrO
BHYTPHTOJICTOKHIIEYHOr0 00pasia Kaia u Kajaa, COOPaHHOr0 B TEUEHHE BCETO HCCIIEI0BAHMSL

Ecnmu  wcmonb3oBamd  KIM3MY — TEPE]  CHTMOWIOCKOIHEW,  PErHCTpUpOBaIH
KOHIIEHTPAIMH B COOTBETCTBYIOIIEM OOpaslle Kalla, CKOPPEKTHPOBAHHBI Ha T0OABOYHY IO
Maccy HCIHONb3yeMOM KIM3Mbl (YMHOKHTH Ha [oOmmiass macca Kaja/o0masi macca-mMacca
KITA3MBI| ).

IMocne cbopa 0Opa3oB-OMONTATOB, MOMYUYSHHBIX C MOMOIIBI) CHTMOHIOCKOIHH, TPU
BHYTPUTOJICTOKHINIEUHBIX 00pasiia Kajia coOupai U3 yuacTka, B KOTOPOM MOIydain OHONTaT,
JUTSL KICCIIeJOBAHMS LIMKJIOCTIOPHH KOHIIEHTPALIUH.

KommuectBa He noABEPrmIeroCss M3MEHCHHUSIM HUKIOCHOpHWHA U MeTa60.]'II/ITOB
HAHOCH/TH Ha rpad¥k JJIs KaXK10ro CyObekTa B 3aBHCUMOCTH OT BpeMeHH 3abopa. KosruecTso
B YaC PACCUMTHIBAIA M HAHOCWIM Ha rpauk 3aBHCUMOCTH OT WHTepBaja 3abopa oOpasLos.
CrnenoBarenbHO, TpahUK COCTOMT M3 CTYNEHYATHIX JHHHHA, TA€ IUIOMAIb MOA KaKIOH
CTYIIEHBIO TPUPABHUBAETCS K KOIHUYECTBY JIEKAPCTBEHHOTO CPEICTBA, M3MEPEHHOTO JUIs
uHTepBata 3ab60pa 00pasLoB.

Beutn yka3zaHbl BpeMEHHbIE 3HAUEHUS C TEX MOp, Kak ObUTM MPHUHSATHI A03bI C HAaYajIa
uHTepBajia 3a00pa 00pasLoB.

KonneHTrpanmu BO BHYTPHUTOJCTOKMINIEUHBIX 00pasiax Kajia, MOJYYEHHBIX ITOCTE
CHUTMOUJIOCKOIMM, PETHCTPUPOBAIM B MEpPEYHE C KOHIEHTPALUSMH B CIH3UCTOM TKaHW

TOJICTOU KHUIIIKHA U CIIU3UCTOM CJIOE.

Omnpeaesienne MUKIOCHOPHHA-A H ero merafonuroB, AM1, AM9 n AMA4N, B
o0pa3nax kajaa
OOpasipl  Kaja aHaIM3HpPOBAIM ¢ mHoMomplo  croocoda RP-LC-MS/MS ¢

HUCIIOJB30BAHUEM ITPOTOKOJIA, IMTPEACTABJICHHOI'O HUXKE.
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Cnoco0:

Ilonyuenue pacmeopoe i npoeepPOUHLIX 8bIOOPOK

KoHnenTpupoBanHbie pacTBOPbI H Pa3BeIeHHA

I[.!'IS[ ,Z[O6aBIIeHI/I$I HU3BECTHOI'O KOJIMYUCCTBA ONPEACIIIEMOIO BEIIECTBA B KaJ'II/I6pOBOIIHI>Ie
CTaHAAPTHIL, 00pPa3IBl KOHTPOJSI KAUeCTBa M IPyrue KOHTPOJIbHBEIE 00pa3ibl, KOHIIEHTPATHl U
pasBeleHus MOIYYaIH, KaK [MOKA3aHo B CIEAYIOIIEH TaOIHIle ¢ UCIIOIB30BAaHHEM CChUTIOYHBIX

3JIEMCHTOB U BHYTPECHHET'O CTaHAapTa CO SHAYCHUSIMHA YUCTOTHI, KaK OITMCAHO BBIIIEC.

PaCTBOpBI, HCIOJIb3YEMbIC AJIA NOJTYYCHHSA

Haszpanue / ([lomyuenue Konnenrpamust [Mxr/mJi|

aara Muxo-
cnopun |AM1 AM4N |AM9
A

K2718-1640 (5,27 Mr mukinocnopruHa A pacTBOPSITH

500,00 |- - -
B 10,3819 M1 DMSO / MeOH (1/1)

K2733-1634 |2,57 mr AMI1 pacteopsan B 10 mia

- 251,86 |- -
DMSO / MeOH (1/1)

K2731-1649 |1,76 mr AM4N pacteopsiit B 10 M

- - 149,60 |-
DMSO / MeOH (1/1)

K2732-1648 |5,03 mr AMY pacrBopsitt B 10 i

- - - 367,19
DMSO / MeOH (1/1)

420 wmxa K2718-1640, 417 wmxa
K2733-1634, 702 mxa K2731-1649 n

V1-B-812
286 mxin K2732-1648 obweauusiim u(21,000 (10,503 10,502 (10,502
moBoamwmd 1o 10 M ¢ TIOMOIIBIO
DMSO / MeOH (1/1)
KonnenTpannsa [MKr/mi|
1,9 wmr DIl2-nukmocmopuHa A
K2711-1577

pacteopsuti B 10 M1 DMSO / MeOH|D12-uuxkocnopun A
/1)

V1-1S-3-811 (500 mxx K2711-1577 gosoamnu go 10

9,2720
MJI ¢ oMotk DMSO / MeOH 1/1
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IS-WS-1-
814-Faeces

865 M1 V1-IS-3-811 cmemmuBanu ¢ 50
mi1 DMSO / MeOH 1/1

0,16013

Kanu6poBouHble cTaHAAPTHI H 06pA30bl KOHTPOJIS KA4eCTBA

Jast neneil aHATUTHYECKOM KaTMOPOBKHM K KaJHOPOBOYHBIM CTaHAApTaM M oOpasiam
KOHTpOJISL KadecTBa M00aBIsuid TU0O 3adaHHBI OOBEM KOHIEHTPUPOBAHHOTO PacTBOPA,
OMMMCAHHOTO BbIIE, OO GoJiee KOHIEHTPUPOBAHHBIN KamTHOPOBOUHBIA cTaHAapT B S0%

ITaHOJE TpH

COOTBECTCTBCHHO!

Ionyuyenne KaTHOPOBOYHBIX CTAHAAPTOB

BOCBMH YPOBHSIX KOHIEHTpauWid / Tpex YPOBHIX KOHLEHTPALHUH,

Cranaapr |O0bem Joo6asjen- |Hecy- (O0bem |KonuenTpaunus [Hr/mJ|
a00aBJIeH- |HLIH masa  (Hecymei | Ilmkmo- |AM1 |AM4N AM9
HOro pacTBop [cpeaa (cpeabl |cmOpHH
pacTBopa [ma] A
[MKa]
StdOB-812 |--- --- 4 - --- -—- -—-
Std1B-812|102,6 Std4B-812 4 2,00 1,00 (1,00 1,00
Std2B-812(65,2 Std5B-812 4 4,00 2,00 2,00 |2,00
Std3B-812(48,6 Std8B-812 0% 4 12,0 6,00 16,00 16,00
Std4B-812|348 Std8B-812 4 80,0 40,0 40,0 |40,0
3TaHOT
Std5B-812(48,1 V1-B-812 4 250 125 |125 125
Std6B-812(97,6 V1-B-812 4 500 250 250 250
Std7B-812|148,2 V1-B-812 4 750 375 |375 375
Std8B-812|200 V1-B-812 4 1000 500 |500 500
QC-A2- (1874 QC-B2-812 6 5,00 2,50 2,50 |2,50
812
QC-B2- (63,4 V1-B-812 |50% |8 165 82,6 (82,6 82,6
812 3TaHOJI
QC-C2- 338 V1-B-812 8 851 426 |426 426
812
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Jlpyrue KoHTpOIbHBIE 00Pa3NbI

osyyenne APYrax KOHTPOJIbLHBIX 00pa3noB (NPHOJIH3HATEILHO 1 MI X0J10CTOrO

o0pa3na Kajia, 100aBJICHHOr0 HA AJTHKBOTY)

Cranaapr |O0bem Jooasien- |Hecy- (O0bem |KonuenTpaunus [Hr/mj|
A00aB/IeH- |HbIH mas mecymeii (I[{ukao- (AM1 (AM4N |[AM9
HOT'0 pacTBop cpeaa |cpeabl |cmopuH
pacTBopa [ma] A
[MKa]
QC-A2- (1874 QC-B2-812 6 5,00 2,50 12,50 2,50
812
QC-B2- (634 V1-B-812 |50% |8 165 82,6 |82,6 82,6
312 3TaHOJ
QC-C2- (338 V1-B-812 8 851 426 |426 426
812

Ilonyuenue odpazyoe 0114 ananuza (00padomra)

Kanubpoegounsie cmanoapmest i oopazisl KOHMPOJisl Kauecmed:

Ilonyuenue xonocmeix 06pazyoe u (npu HeoOGXEOUMOCHU) 0OPAOOMAHHOIL Hecyuell

cpeosl:

IMonyuenue, xak ommcano Humxke, He Opaama DMSO / MeOH (1/1) Bmecro

pabouero pacrsopa IS.

Cragnsa (IIpoueaypa nosy4yenns (mo cTagusm)

1 Hob6asnenne 0,4 M BOIbI

2 Hobasnenne 25 Mk pabouero pactsopa BHYTPEHHEro CTaHAapTa

3 HobGasnenne 4 mi DIPE
OKCTpakuusl IMyTEeM SHEPTUYHOTO BCTPSXHUBAHUS HCCISAYEeMBIX HPOOHPOK B
TCUCHHEC HpI/I6J'II/IBI/ITeJ'II:HO 5 MUHYT C UCIIOJB30BAHUEM BUXPEBOI'0 CMECUTECIISL ISt

) MHOTOUYHCIEHHBIX pobupok DVX-2500 Multi-tube Vortexer (1700 06/MuH; MK
pabora - 5 cexyHa, 1 cekyHaa — BpeMsl may3bl)

5 Lleutpudyruposaunue (pazaenenue das) npu 4000 06/MHUH B T€UEHHE 2 MUHYT

6 Xpanenne npu -75°C B TeueHue npubau3uTensHo 10 MUHYT
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Cragusn |[Iponeaypa mosydyenus (o cTagusiM)
7 JlekaHTUPOBAHUE OPraHUUYECKOM, JKUIKOM (ha3bl B HEHTPUDYIKHYIO MPOOUPKY
Boimapusanue opraHuueckoil a3kl ¢ HCIONB30BAHHEM CXKATOTO BO3XyXa
i (Turbovap) npu npubmusurensHo 40°C B Teuenue 14 MUHYT
9 Hobaeaenue 750 mxi 50 % EtOH
[MepeMemmBanyue BUXPEBBIM CIIOCOOOM B TeUeHHE MPHOIUZUTENBPHO 2 MHHYT C
HCIIONE30BAHHEM BUXPEBOTO CMECHTENS [UTIT MHOTOYHCIEHHBIX mpobupok DVX-
0 2500 Multi-tube Vortexer (2500 o6/mun; mmki: padora - 5 cexyHn, 1 cekyHaa -
BpeMs Tay3bl)
11 Lenrpudyruposanue npu 4000 06/MuH B TeueHrne 1 MHHYTHI
[MepeHoc obbema, aneKBATHOTO MLENSIM BBEJEHHS MPOOLL, B COOTBETCTBY FOIIHIA
2 (p1aKOH aBTOMATHIECKOro MpoO0OTOOpHHKA
13 O0Gskatre (PIaKOHOB C COOTBETCTBY IOIIIMMHU KONMAYKAMH ISl (PIaKOHOB

Oo6pazust Hecyulell cpeost (Ka ueioeeKa):

Cragnn

IIpoueaypa mosyuenust (o CTAAAIM)

I

[ecnu He moABepraIu XpaHSHHIO /yKe TOCTYIHBIN B BUie 100 M2 aiuxeom|

[ecnu 3amopaxuBamm -> orrauBanue npu 20°C - 25°C Ha BoasiHOH OaHe B TeueHHe

f MPUOTUBUTENBHO 5 MUH]
1 3amonHuTe MepHY10 K010y (5 M) ¢ momorsio 50% EtOH
INepememmBanue BUXPEBBIM CIMOCOOOM B TEUEHHWE MNPHONMMU3UTETBHO 1 MUH C
? WCTIONIb30BAHUEM BUXPEBOI MEIIATIKH
3 IMoxoxmate (1aTh OCECTH) B TEUEHHE 3 MHH
4 IMepenoc 50 mx Bo aaxon 1uist oOpasia
5 Hob6asnenune 950 Mk 50 % EtOH
[MepememmBanne BHXPEBBIM CHOCOOOM B TeueHne npubOmmsutensHo 30 C
6 KCTOIb30BAHMEM BHXPEBOTO CMECUTENsS IS MHOTOUYHMCIEHHBIX mpodupok DVX-
2500 Multi-tube Vortexer (2500 o6/muH)
7 ITepenoc 50 mxi1 Bo duiakoH 1ist oOpasiia
8 JHobasnenne 0,4 M1 BOIBI
9 HobGaenenue 25 Mk pabouero pacTBOpa BHYTPEHHETO CTAHIAPTa
10 Hob6asnenne 4 ma DIPE
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Craans ([Ipoueaypa nosyyenus (mo cTaxusim)
OKCTpaKUys My TeM SHEPTUIHOTO BCTPSIXMBAHUS HCCIIEAY eMBIX IIPOOUPOK B TEUESHHE
NpuOIU3UTENBHO 5 MHHYT C HCHOJB30BAHHEM BHXPEBOTO CMECHUTENSl UIs
H MHOTOUHCIEHHBIX pobupok DVX-2500 Multi-tube Vortexer (1700 06/MuH; MK
pabora - 5 cekyHa, 1 cekyHIa - BpeMsi may3bl)
12 Lenrpudyruposanue (pasnenenue daz) mpu 4000 06/MUH B TeUeHHE 2 MUHY'T
13 Xpanenne npu -75°C B Teuenne npuOnuzureasHo 10 MUHYT
14 JlexaHTHPOBAHKME OPraHUUYECKOM, KUAKON (Ba3bl B HEHTPU(]YKHY O TPOOUPKY
Brinapusanue opranndeckoii (hasbl ¢ HCMOIb30BaHUEM Ckaroro Bo3ayxa (Turbovap)
. npu npudinzurensHo 40°C B Teuenue 14 MEHYT
16 Ho6asnenne 750 mxn 50 % EtOH
INepememmBanue BUXPEBBIM CHOCOOOM B TeUeHHE NPHUOIM3HTENBHO 2 MHHYT C
HCTONb30BAHUEM BHUXPEBOTO CMECHTENsl IS MHOTOUMCIEHHBIX mpodupok DVX-
Y 2500 Multi-tube Vortexer (2500 06/muH; nuki: padota - 5 cekyHa, 1 ceKyHaa - Bpemst
ay3bl)
18 Llenrpudyruposanue mpu 4000 06/MuH B TeueHHe 1 MUHYTHI
IMepenoc oObema, ameKBaTHOrO LETISIM BBEAEHHS HPOOBI, B COOTBETCTBYFOLIMH
v {p;1akoH aBTOMATHYECKOrO MPoOOOTOOPHIKA
20 OG:xarne GIakoHOB ¢ COOTBETCTBYIOIIMMH KOMMAUKaMU TSl (PJIAaKOHOB
Anmapar
IIpu6ope1 1 MaTepHAIBI
IIpu6op / marepuan Kox IpousBoanTens

| Asmomamusupogannoe pabouee mecmo API 6500

Macc-cnextpomerp 6500 Q-Trap AB SCIEX, CIITA/Kanana

ITIpozpammnoe obecneuenue

IMony4yeHne naHHBIX Analyst 1.6.2 (AB SCIEX, CIIIA/Kanana)
O6paboTka JaHHBIX Analyst 1.6.2 (AB SCIEX, CIIIA/Kanana)
Craructuka u pacuerel  Analyst 1.6.2 (AB SCIEX, CIIIA/Kanana)
Lotus 123 (Lotus Corp, CIITIA)
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Xpomamozpaguueckue yc/iosusn u napamempst OOHAPYIHceHUs

XpomarorpadguuecKkue ycJja0BHs

pactBopurens B

IMapameTtp 3aganHbIid AHANA30H / OMHCAHHE
IMonsmxHAas daza

10 MM amerar aMMOHUS B BOJE
pactBoputens A
IMoxsmxHast daza

ACN/THF (8/2)

Xpomarorpadhuaeckuii
0,0 — 4,5 mun muHeliHbIH rpaguent: 40 % B — 52 % B
OTIBIT
4.5 — 6,0 muH muHelHLI rpaguent: 52 % B — 85 % B
6,0 — 6,01 mun TuHeitHbIN rpagueHT. 85 % B — 0% B
6,01 — 7,0 mun m3oxparuueckuii: 0 % B
IMotok 0,8 mu/MuH
O6neM BBeeHHOM PoObl | 10 MK

ITpoMeIBKA HHXKEKTOPA IS

BBOJA MPOO

DMSO / MeOH / Boga (1/1/1)

IMpenkonoHka / KOJOHKA

Luna C18, 4 x2 mm/ ACE3AQ; 100 x 2,1 mMm, 3 mxm (ACT, UK)

Temneparypa KOJIOHKA

80°C

VYcraHOoBIIEHHAS

TeMIleparypa OXJaKIACHUS

(1)

25°C

IMapameTpsI 00HAPY KREHHS

IMapameTtp 3anannblii THANA30H / onHCaHHE

Cnoco6 nonnzaru MC ESI (monn3amyst 31eKTpopacubLUIeHIEeM)
IMonsprocte MC IMonoxurensHast

Crioco6 obuapyskenust MC MRM (MarHUTHOpE30HAHCHASE MUKPOCKOTIHSI)
Temneparypa ucapuress 600°C

Hanpspkenne nonuzaunu 5,5xB

laz 1

Hasnenue = 75 pyut/mroiim>

I'az 2

Hasnenue = 75 pyut/mroiim?

I'a3zoBas 3aBeca

Hasnenue = 40 yHT/roiim>
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IMapameTtp

3ananHbIi AHANA30H / OMHCAHHE

KBaapynonsHOe paspelieHue

HHU3KOE — HHU3KOE

Iepexonmr

1203,0 - 99,9 m/z: LUUKJIOCIIOPUH A
(CE: 1253B, CXP: 16 B)

1215,0 - 99,9 m/z: D12-mmukmociopua A
(CE: 1253B, CXP: 16 B)

1219,0 - 224.0 m/z: AMI1
(CE: 653B, CXP: 15 B)

1219,0 - 99,9 m/z: AMO
(CE: 1253B, CXP: 16 B)

1189,0 - 224.0 m/z: AM4N

(CE: 65 3B, CXP: 15 B)

DP (moTeHInan AeKIaCTepU3aIHK)

130 B

Ouenka 0anHbvIx

KOHI_IeHTpaLII/II/I OLCHHUBAJIU C UCIIOJIB30BAHUEM METOAa BHYTPCHHETO CTaHAapTa.

KoHmeHTpammm KaXI0oro aHajiuTa ONpPEeTsUTd C HCIOIb30BAaHUEM CliedyIOIneit

perpecCHOHHON MOJenH, BeCOBOro ko3 duuneHra u GopmybL

Becosoii
Perpeccnonnas
AHanut K03 pn- ®opmyna A1 KOHIEHTPANHH
Mojeb
NHEHT
2
Bce 4 y= ax>+bx+c 1/xoH1. KOHLIEHT paus = bin 4a(C —ommounnomadnuxq

2a

Ha ocHoBanuu sToro (apudmMeTnyeckue) CpeaAHUEe 3HAUEHUS U OTHOCUTEIbHBIE CTaHapTHHIE

orknorenus (CV) (popMysibl moKa3aHbl HIKE) PACCUUTHIBAIN C UCTIOIH30BAHUEM TPOTPAMMBI

"Lotus 123",

Xi pacueTHasl KOHLIEHTpaLusi

CTAaHIAAPTHOC OTKIIOHCHHUE =

X

N
1
N=1 Z(xi — X)? KOHIICHTpALIMs
i-1

CpeaHsis pacueTHas

N KOJHMUEeCTBO 3HAUESHHI

1 MHAEKC 3HAYEHUSI




OTHOCUTEJIBHOC CTAHAAPTHOC OTKJIOHCHUE (%) =
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CTaHIAPTHOE OTKIIOHCHUE

CpenHsIsl pacueTHAs] KOHLIEHTPALS

* 100

Konuenrpauus muknocnopuna A u merabonutoB AM4AN, AM9 B obpasuax kajia,

coOpaHHBIX Ha 2 IE€Hb UCCIEN0BAHMS, TIOKa3aHa B Taduie 22.

Tabauna 22:
OTtHO
Cpennssi Cpenusns Cpenusas Obmasa 1 | Oomas 2
O0mas meHue
KOHIIEHTpPa | KOHIeHTpa | KoHmeHTp | AM4N+ CyA + AM4N
T'pynna 1/06ma | CyA:A
masgs  CyA | nugs AM4N | anus AM9 | AM9 +AM9
12 % M4:A
(ur/r) (ur/r) (ur/r) (ur/r) (ur/r)
M9
v
I'pynna | 2479,58 2194,52 334321 5537,73 8017,31 69,1% 0,45
1
v
I'pynna | 1215,75 1110,19 2942 91 4053,1 5268,85 77,9% 0,30
2
37,3 mr 1918,8 36879 5606,7 356865,20 1,6% 62,65
oD 3512585 ’ ’ ’ ’ 270 ’
75 wmr
op 122940.,4 1419,76 2384,75 3804,51 12674491 3,0% 32,31
75 wmr
BID 159430,6 1069,01 2431,42 3500,43 162931,00 2.2% 45,55
150 wr 14357,91 | 1082493.61 | 13% | 74,39
BID 1068136 4388,83 9969,08 ’ ’ 270 ’

(I)apmalcoxnﬂeanecKaﬂ OICHKA

Jemozpaduueckue u opyzue ucxoousie XapaKmepucmuKu

HeMorpaduueckie XapakTepucThku 00OOMEHHO MpeacTaBieHsl B Tabiuie 23. Bce

CyOBEKThl MPEACTABISUTH CO00M My:kuvH B Bo3pacTe or 19 1n054 ner. Jlemorpaduueckue

XAPaKTCPUCTUKU SBJISUIUCH CXOAHBIMU BO BCEX TIpymnnax JICUCHUS, JIFOOBIE pasinius HE

CUHUTAIUCH BIIUAIOIMUMU HAa PE3YJIbTATHI UCCICIAOBAHUS.
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Ta6auna 23 Jlemorpadguueckne XapaKTepuCTHKH

Sandimm CyCol® CyCol® |CyCol® [CyCol®

un® IV Sandimm 37,5mr 75 Mr 75  wmr|150 wmr

I'pymna 1 un® 1V OWH pa3 B [oguH pas | BID BID Ofume

N=8 Tpynna 2 JeHb B IeHb |N= N= N8

N=8
N=8 N=8

Bo3pacrt, roast
Cpeance 30,4 294 37,4 38,8 32,1 31,9 33,3
SD 9,21 7,95 10,81 12,44 6,22 6,92 9,38
Meauana 27,0 28,5 36,5 36,5 32,5 30,0 32,0
MuH., Maxc. 23,50 19, 39 21, 54 20,54 (22,44 (24,45 19, 54
Bospactasie
kateropud, n (%)
18-30 5(62,5) |4(50,0) [2(25,0) |2(25,0) |3(37,5) |5(62,5) |21 (43,8)
31-55 3(37,5) 14(50,0) [6(75,0) |6(75,0) |5(62,5) |3(37.5) (27 (56,3)
Macca, xr
Cpemaee 75,0 77,3 78,4 84,5 79,4 73,9 78,1
SD 9,28 12,93 15,61 13,91 11,14 11,79 12,41
Meauana 70,8 72,3 77,4 87,1 33,7 73,7 77,4
MuH., Maxc. 65, 89 66, 103 |58, 100 64, 100 |59, 91 54,91 54, 103
Poct, c™m
Cpeance 176,0 175,9 1773 181,4 180,4 175,4 177,7
SD 5,76 6,75 9,33 9,47 5,07 6,05 7,27
Mennana 176,0 173.0 179,0 180,5 179,0 176,5 177,0
MuH., Maxc. 166, 185 169, 188 |160, 191 |171, 200|174, 188|163, 183 (160, 200
Paca, n (%)
Herpouanas 0 0 1(12,5) |1(12,5) [2(25,0) |1(12,5) [5(10,4)
EBpomneonguas 4 (50,0) |6(75,0) |4(50,0) [5(62,5) |6(75,0) |6(75,0) [31 (64,6)
Aswuarckas/ Kareu 3(37,5) |1(12,5) |0 1(12,5)
THUXOOKECAHCKHX 3(37,5) 12(25,0) 10 (20,8)
OCTPOBOB
CwmenianHas 1(12,5) |0 0 1(12,5) |0 0 2(4.2)
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O THHYECKAs

NPpUHAAJIC)KHOCTE, 1

(%)

e 8 (100,0) |7(87,5) |8(100,0) |8(100,0)(8 (100,0)|8 (100,0)(47 (97,9)
NATHHOAMEPUKAHL(BL

Jatunoamepukadust |0 1(12,5) |0 0 0 0 12,1
HWunexc maccel Tena,

Kr/M’

Cpeanee 242 24.6 249 25,6 24.4 23,9 24,6

SD 2,89 2,71 3,84 2,80 3,11 3,21 2,99
Memuana 23,5 23,5 25,8 26,1 24,1 23,2 24,1
MuH., Makc. 21,29 22,29 19, 29 21,30 20,29 (20,29 |19,30

BID=nBa pasa B JICHb, IV=BHyTpUBEHHBII1; MAaKC.=MaKCHMAJIBHOE,
MHH.=MHHUMAJIbHOE, N=4YuCI0 CyOBEKTOB B pacCMaTpUBAEMOM Kareropuw; N=4HCJI0
CyOBEKTOB B MOMYJISILIUK TSI OL[EHKH 0e30macHOoCTH; SD=cTaHAapTHOE OTKIOHEHHE.

IpoueHTHBIE OTHOIIEHUS! OCHOBAHBI HA KOJHYECTBE CYOBEKTOB B TOMYJISILIHH IS

OLICHKH OE30IMacHOCTH.

DapmakokunemuecKkue pe3yibmamsl i cocmaeienie madiuy, HHOUGUOYAIb HbIX
OaHHBIX CYOBEKINO0E

Anann3 papMaKOKHHETHKH

PapMaKOKHHETHKA MAKJIOCIIOPHHA

Meauanubie TpoUIv 3aBUCHMOCTH KOHIIGHTPALMU HUKIOCIIOPUHA B LEJIbHON KPOBH
OT BpeMenu (JuHelHo-uHelnbie) wist rpynn CyCol® Ha 1 neHb 1 7 1eHb MpeaCTaB/IeHsl Ha
¢urypax 11 wm 12, coorBerctBeHHO. KOHIEHTpanuu LUKIOCMIOPUHA, KakK MPABUIIO,
YBEHUMBATUCH C yBenuuenrem 10361 CyCol®.

dapMakOKHHETHKA OJHOKPATHOM J03bI

@dapMaKOKHHETHYECKHE MapaMeTpPhl I[UKIOCIOPHHA B LEIBHOW KPOBH IMOCIE
OJHOKpATHOM 1036l 0000mIeHHO mpencTasieHsl B TaOmuie 24. Bosxeiicteue (AUCin)
ABISUIOCH 3HAUMTEILHO HIDKE TOCE JedeHus ¢ momMompko seex 103 CyCol® mo cpaHeHuro ¢
Sandimmun® IV. Konuenrpaipu mukiocrnopuda (AUChs 1 AUCiyf) yBETHUMBAIHCH C
yeemuenueM 1036l CyCol®. Meauannoe 3HaueHue Tmax SBISTIOCH CXOMHBIM IPH BCEX 03aX

CyCol® (ot 5,0 10 5,5 yacoB).
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MemMaHHas IPOLEHTHAS SKCTPAIOAnuUs ObU1a HUKE B ABYX rpymmax Sandimmun® IV
(<5%). MequaHHas IPOLEHTHAS SKCTPANOISIMS SB/ISIachk caMoil BeIcokol B rpymmax CyCol®

75 mr BID u 150 mr BID (24,7% u 28,9%, COOTBETCTBEHHO.
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Ta6auna 24 O0o0meHHoOe NMpeACTABJIEHAE (PAPMAKOKHHETHYECKHX NAPAMETPOB

OJHOKPATHOM 103b1 HHKJIOCHOPHHA B EJIbHOH KPOBH— monyaanus Ajsi onpeaeienus PK

Sandimmun® CyCol® |CyCol® 75(CyCol® |CyCol® 150
Sandimmun®
1\% v 37,5 MI|MI  OJUH |75 mr | mr BID
I'pymna 1 O/IMH pas3 B |pas B AeHb | BID N=8
I'pymmna 2
N=8 JCHb N=8 N=
N=8
N=8
AUCt (Hr.9/™MIT)
n 8 8 8 8
2412 250,5 5543
Apudmernueckoe 118,1
cpenHee
SD 62,10 158,71 162,89 (355,15
I'eomerpuueckoe 191,7 199,1 463,7
104.,7
cpenHee
CV% 52,6 65,8 65,0 64,1
Menuana 96,9 208,5 228.0 437.5
MuHuMAaIbHOE, 55,6, 470 |64.8, 146, 1231
46,4, 228
MAaKCUMAJIBHOE 480
AUCius (Hr.9/M01)
n 8 8 8 8 8 8
ApudpmeTnieckoe 132.8 2652 329,5 821,8
8836,0 8397.3
cpeaHee
SD 1180,58 1609,76 70,81 163,83 208,07 (460,76
I'eomerpuueckoe 117,9 218,3 265.9 700,4
8769,5 8274.5
cpenHee
CV% 13,4 19,2 53,3 61,8 63,1 56,1
Menuana 8649,5 8110,5 105,9 228.0 314.,5 754.0
MuHuMaIsHOE, 55,0,263 |67,9,502 |100, 637|220, 1661
7457, 11088 (6316, 11845
MaKCUMAaJIbHOE
Cunax (HI/Mi)
n 8 8 8 8
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Ta6auna 24 O0o0meHHoOe NMpeACTABJIEHAE (PAPMAKOKHHETHYECKHX NAPAMETPOB

OJHOKPATHOM 103b1 HHKJIOCHOPHHA B EJIbHOH KPOBH— monyaanus Ajsi onpeaeienus PK

Sandimmun® CyCol® |CyCol® 75(CyCol® |CyCol® 150
Sandimmun®
v v 37,5 MI|Mr  oauH |75 mr |mr BID
I'pymna 1 O/IMH pas3 B |pas B AeHb | BID N=8
I'pymmna 2
N=8 JCHb N=8 N=
N=8
N=8
Apupmernieckoe 18,38 41,89 28,84 59,44
cpenHee
SD 9,810 32,574 33,206 54,306
I'eomerpuueckoe 15,70 29,86 17,66 40,93
cpenHee
CV% 53,4 77,8 115,2 91,4
Menuana 8649,5 8110,5 105,9 228.0 314,5 754.,0
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Sandimmun® CyCol® |[CyCol® 75|CyCol® |CyCol®
Sandimmun®
v v 37,5 wr|imr oauH|75 mr [150 Mr
I'pymma 1 OIMH pa3|pas B aeHs | BID BID
I'pyrma 2
N=8 B JieHb |N=8 N= N=
N=8
N=8
MunumaibHOE, 55,0,
7457, 11088 (6316, 11845 67,9, 502 |100, 637 (220, 1661
MaKCUMAJIBHOE 263
Cmax (HI/MJT)
n 8 8 8 8
Apupmeruueckoe 18,38 41,89 28,84 59,44
cpenHee
SD 9,810 32,574 33,206 |54,306
I'eomerpuueckoe 15,70 29,86 17,66 40,93
cpenHee
CV% 53.4 77,8 115,2 91,4
Meauana 17,70 30,40 14,40 36,60
MuHUMATBHOE, 6,03, 7,20, 86,9 |3,73, 10,5, 156
MaKCUMAJIbHOE 30,8 101
ty (a)
n 8 8
Apudmernueckoe
5,04 3,83
cpenHee
SD 0,753 0,556
CV% 14,9 14,5
Meauana 4.87 3,88
MuHIMAaILHOE,
425, 6,28 2,70, 4,42
MaKCHUMAaJTbHOE
Timax (1)
n 8 8 8 8
Meauana 5,0 5,5 5,0 5,5
MuHuMaIbHOE, 4,8 4,12 4,12 3,8
MaKCHUMAJILHOE

AUC ¢ (1r.u/mi)
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Sandimmun® CyCol® |[CyCol® 75|CyCol® |CyCol®
Sandimmun®
v v 375 wmr|mr oauH|75 mr | 150 Mr
I'pymma 1 OIMH pa3|pas B aeHs | BID BID
I'pyrma 2
N=8 B JICHb N=8 N= N=
N=8
N=8
n 8 8
Apudmernueckoe
8448 8122
cpenHee
SD 1081,5 15623
I'eomerpuueckoe
8389 8002
cpenHee
CV% 12,8 19,2
Menauana 8422 7867
MuHHIMAaIBHOE,
7119, 10472 (6054, 11465
MaKCHUMaJIbHOE
F (%)
n 8 8 8 8
Apupmeruueckoe 6,006 6,000 3,729 4,650
cpenHee
SD 3,2020 |3,7087 2.3575 [2,6082
I'eomerpuueckoe 5,336 4,938 3,007 3,962
cpenHee
CV% 53,3 61,8 63,2 56,1
Menaunana 4,790 5,150 3,560 4,265
MuHUMAaBHOE, 2,49, 1,54, 11,4 |1,13, 1,24, 9,40
MaKCUMaJIbHOE 11,9 7,21
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Sandimmun® CyCol® |[CyCol® 75|CyCol® |CyCol®
Sandimmun®
v v 375 wmr|mr oauH|75 mr | 150 Mr
I'pymma 1 OIMH pa3|pas B aeHs | BID BID
I'pyrma 2
N=8 B JieHb |N=8 N= N=
N=8
N=8
Cuin (HI/MJT)
n 8 8 8 8
ApudpmeTnueckoe 1,21 2,67 4,23 11,32
cpeaHee
SD 0,691 0,886 1,979 7,461
I'eomerpuueckoe 1,04 2,53 3,73 9,69
cpenHee
CV% 572 33,2 46,9 65,9
Menaunana 1,12 2.44 4,26 8,74
MuHUMAaTBHOE, 0,333, 1,37, 4,00 (1,17, 5,06, 27,2
MaKCHUMAJIBHOE 2,58 7,40
DKCTpanoIupoBaH
HOE€ MPOIEHTHOE
orHoreHue (%)
n 8 8 8 8 8 8
Menaunana 4.5 3.3 11,6 9,0 24,7 29.8
MuHUMAaIBHOE, 7,15, 5,75, 23,7 | 10,6, 17,2, 56,6
1,64, 6,03 2,27, 4,14
MaKCUMAJIbHOE 15,6 35,7

BID=xBa pa3a B aeHb, [V=BHyTpuBeHHBIH; N=KOIUYECTBO CYOBEKTOB B IOIMYJISLIUH

JIUIS OLIEHKH Oe30IMacHOCTH.

dapMakOKHHETHKA B PABHOBECHOM COCTOSHHH

DapMaKOKUHETHUECKUE NapaMeTphl HUKIOCIOPUHA B LIEIBHON KPOBU B PAaBHOBECHOM

cocrostHuu 00001eHHO TTpeacTasneHsl B Tadnuie 25. Konnenrpauuu mukiocnopura (AUCo.-

1) yBeqmumBamuchk ¢ ysenauuennem 103el CyCol®. Meamannoe 3HaueHHme Tmax SBISIOCH

cxoaubIM mpu Beex 103ax CyCol® (ot 5,5 10 6,0 yacos).
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Taéauua 25 O600menHoe npeacrasjieHAe (PAPMAKOKHHETHIECKHX NAPAMETPOB

NUKJIOCIIOPHHA B IleJIBHOﬁ KpOBH B PABHOBECHOM COCTOAHHH — NOOYyJ/JIAIHA AJIAA

onpenesienus PK

CyCol® 75 mr|CyCol® 75 mr|CyCol® 150
CyCol® 37,5 mr
onruH pa3 B|BID mr BID
OJMH pa3 B JeHb e NS Neg
N=8
N=8
AUC . (1r.4/™M01)
n 8 8 7 7
Apudpmernueckoe 225 298 585
cpenHee 128
SD 53,6 113,5 121,4 228,1
I'eomerpuueckoe 190 266 539
cpenHee H
CV% 41,9 50,4 40,7 39,0
Meanana 130 257 343 608
MuHHMaTEHOE, 54,2, 354 84,2, 410 228, 886
493,223
MaKCHUMAaNBHOE
Cuax (HI/M)
n 8 8 7 7
Apudmernueckoe 19,47 38,57 36,67 45,30
cpenHee
SD 10,155 24,028 13,866 25,682
I'eomerpuueckoe 16,63 28,89 33,72 37,95
cpenHee
CV% 52,2 62,3 37,8 56,7
Meauana 21,25 48,50 41,10 48.40
MuHHMaBHOE, 6,23, 35,9 4,94, 75,4 14,1, 49,7 12,9, 82,1
MaKCHMAaIBHOE
Tmax (a1)
n 8 8 7 7
Meauana 5,5 6,0 6,0 6,0
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Taéauua 25 O600menHoe npeacrasjieHAe (PAPMAKOKHHETHIECKHX NAPAMETPOB

NUKJIOCIIOPHHA B HCJ’[LHOﬁ KpOBH B PABHOBECHOM COCTOAHHH — NOOYyJ/JIAIHA AJIAA

onpeaenenns PK

CyCol® 75 mr|CyCol® 75 wmr|CyCol® 150
CyCol® 37,5 mr
onruH pa3 B|BID mr BID
OIMH Pa3 B JeHb
N8 JAeHb N=8 N=8
N=8
MuHuMaIbEHOE, 5,8 2,6 1,6 4.8
MaKCUMAaJIbHOE
Cmin (ar/mn)
n 8 8 7 7
Apudmernueckoe 1,11 2,68 5,69 10,06
cpenHee
SD 0,509 1,279 3,355 1,859
I'eomerpuyeckoe 1,01 2.39 4.84 9,90
cpenHee
CV% 46,0 47.8 58,9 18,5
Menuana 1,02 2,58 4,63 9,70
MuHuMaIsHOE, 0,56, 1,99 1,17, 4,50 2,28, 10,4 6,90, 12,2
MaKCHUMAaTbHOE
F (%)
n 8 8 7 7
Apudmernyeckoe 5,789 5,099 3,374 3,313
cpenHee
SD 2,4267 2,5700 1,3748 1,2895
I'eomerpuueckoe 5,313 4,300 3,012 3,049
cpenHee
CV% 41,9 50,4 40,7 38,9
Menuana 5,840 5,810 3,880 3,440
MuHIMaTBEHOE, 2,23, 10,1 1,23, 8,01 0,95, 4,64 1,29, 5,01
MaKCHUMAaTbHOE

Cayv (/M)
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Taéauua 25 O600menHoe npeacrasjieHAe (PAPMAKOKHHETHIECKHX NAPAMETPOB

NUKJIOCIIOPHHA B Ile.]'lLHOﬁ KpOBH B PABHOBECHOM COCTOAHHH — NOOYyJ/JIAIHA AJIAA

onpeaenenns PK

CyCol® 75 mr|CyCol® 75 wmr|CyCol® 150
CyCol® 37,5 mr
onman pa3 B|BID mr BID
OIMH Pa3 B JeHb
JeHb N=8 N=8
N=8
N=8
n 8 8 7 7
Apudmeruueckoe 5,33 9,38 24,86 48,77
cpenHee
SD 2,234 4,728 10,116 19,006
I'eomerpuyeckoe 4.89 7,91 22,20 44 89
cpenHee
CV% 41,9 50,4 40,7 39,0
Meauana 5,40 10,69 28,58 50,67
MUHUMAJIBLHOE, 2,05,9,29 2,26, 14,75 7,02, 34,17 19,00, 73,83
MaKCHUMalTbHOE
OTHoIIeHNE
JUHEWHOCTH
n 8 8 7 7
Apudmernueckoe 1,295 1,403 0,968 0,883

cpenHee
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Ta6numa 25 O6o0menHoe mpeacTaB/ieHHe papMaAKOKHHETHYECKAX NAPAMETPOB
[ll’lK.]'lOCl'lOl)I/ll-lﬁ B ].lC.]'ll:l-lOi/i KpOBI'l B paBHOBeCHOM COCTOSAHHH — l'lOl'ly.]'lﬂ].lHﬂ AJIA
onpeaenenns PK

CyCol® 75 mr|CyCol® 75 mr|CyCol® 150
CyCol® 37,5 mr
onruH pa3 B|BID mr BID
OJMH Pa3 B A€Hb
JeHb N=8 N=8
N=8
N=8
SD 0,7862 1,4995 0,4929 0,3378
I'eomerpuueckoe 0,996 0,870 0,871 0,823
cpenHee
CV% 60,7 106,9 50,9 38.3
Meauana 1,5 0,9 0,7 0,8
MUHUMAIBHOE, 0,238, 2,309 0,154, 4,786 0,492, 1,762 0,422, 1,300
MAaKCHUMAaJILHOE

BID=xBa pa3a B aeHb;, [V=BHyTpuBeHHBII{; N=KOIUYECTBO CYOBEKTOB B MOIMYISIUH

JUTSL OLIEHKY O€30IMacHOCTH.

PacnpenesieHne B TKAHH TOJICTOH KHIIKH

Pacnpeoenenue yurnocnopuna

KoHIeHTpauuy LUKIOCTIOPHHA B TKAHH, CIU3UCTOM W BHYTPUTOJCTOKHUIIEYHBIE
KOHLIEHTPALXH HUKIOCIOpHHA 0000IeHHO npeacTaBIeHbl B Tadnuue 26.

KoHIeHTpanuy UKI0CIIOPHHA B TKAHU, KaK MPABHJIO, YBEINYUBAIHUCH C YBETHUCHUEM
10361 CyCol®, n xonuenTpauuu 6pun Benue B rpynmnax CyCol® 75 mr BID u 150 mr BID, uem
B rpymmax Sandimmun® IV. OTcyTcTBOBana B3aMMOCBA3b MEXKIy KOHIEHTPALUSIMU
LUKJIOCTIOPHHA B TKAHU B PACCTOSHHEM OT Kpasi aHyca.

KoHIEHTpaluy HUKIOCIOPHHA B CM3UCTON ObutH BhilIe B rpymme CyCol® 150 mr o
cpasaerno ¢ apyrumu rpymmamu CyCol® m rpymmoit Sandimmun® IV. OrcyrcrsoBana
B3aUMOCBSI3b MEKIY KOHIEHTPALMSIMU LUKIOCHOPUHA B CIM3UCTON M PACCTOSHUEM OT Kpasi
a"yca.

KoHueHTpanuy IUKIOCIIOPHHA BO BHYTPHUTOJICTOKHIIEYHOM Kaje, KakK IpPaBHIIo,
yBeIMUUBATUCH ¢ yBeauuenneM 1036l CyCol® u GblIM CYIECTBEHHO BbIIE BO BCEX TPyMax

CyCol® no cpasnenuto ¢ rpymmamu Sandimmun® IV.
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Tabmana 26 OGo0menHoe NpeacTaBjeHHe KOHIEGHTPANHH NHKJIOCHOPHHA B

TKAHH, CJIN3HCTOH H BHYTPHTOJICTOKHIIEYHOM KaJie— nonmyjasinusa 1js ouenkn PK

>

>

>

Sandimmun® CyCol® [CyCol® |CyCol® [CyCol®
Sandimmun®
1A% v 37,5 wmr|75 mr | 75 mr BID | 150 mr BID
I'pynma 1 oquH pa3|oauH pa3z |N=8 N=8
I'pynma 2
N=8 B J€Hb B JIcHb
N=8
N=8 N=8
KonnenTpanuu NHKJI0CNOPHHA B TKAHH (HI/T)
n 8 8 8 8 7 7
Apudmernueckoe 1094 1579 5210
802 1100 1045
cpenHee
SD 3970 276,1 712,5 881,3 502,3 4417,5
I'eomerpuueckoe 752 1493 4043
717 1071 863
cpenaHee
CV% 49,5 25,1 68,2 80,6 31,8 84,8
Meauana 789 974 727 906 1576 3114
MunumansHoe, |326, 836, 352, 139, 669, 1945,
MaxcumanbHoe 1487 1541 2431 2497 2279 14269
KonnenTpannu nHKJI0CHOPHHA B CJIH3HCTOH (HI/T)
n 8 8 8 8 7 7
Apupmeruueckoe 103,56 101,09 |78,27 596,38
73,68 126,93
cpenHee
SD 47311 60,086 58,416 (63,478 40,067 |458,366
I'eomerpuueckoe 90,72 70,42 69,93 457,16
60,46 116,36
cpenHee
CV% 56,0 43,6 49,0 62,2 43,1 98,2
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Sandimmun® IV CyCol® |CyCol® |CyCol® |[CyCol® 150
Sandimmun®
I'pynna 1 v 37,5 wmr|75 mr |75 mr |mr BID
N=8 oauH pa3|omuH pas|BID N=8
I'pynna 2
B JieHb B JieHb N=
N=8
N=8 N=8
Meaunana 1535 3230 96957 277626 |325550 (294153
MusnmanbHoe, | 955, 1885, 66664, (8212, |142242, [88100,
MakcumansHoe |3748 6529 234285 (433770 [557300 |1569913

B Tabnume 26 mokazaHo, uTO mepopanbHOe BBeaeHue kommosuimii CyCol™,
COJEPKAIUX TMOBEPXHOCTHO-AKTHBHOE BEIIECTBO, OOECIEUMBAIO CXOAHBIE Wi 0ojee
BBICOKHE KOHIEHTpAIMH LHUKJIOCIOPUHA A B TKaHH TOJICTOW KHINKH MO CpaBHEHHIO ¢ IV
BBedeHHeM 2 MI/Kr mukiaocmopuHa. Tem He menee, kommosuiuud CyCol™ mpuBommin K
CYLIECTBEHHO OoJiee HH3KOMY CHCTEMHOMY BO3AEUCTBHIO MO cpaBHeHHiO ¢ IV BBexeHHEM
muktocnopuna (cM. 3HaueHUS AUC 1 Cmax B TaOmmax 24 u 25). Cebutka Ha Tabmuiy 22 Takke
mokasbiBaer, uro KoMmno3uuu CyCol™ mpuBoauId K HAMHOIO 00j1ee HU3KOMY MeTa0OoIu3My
OUKJIOCTIOPHHA, O YeM CBHUAETEIbCTBYET BBICOKOE COOTHOIIEHHWE LHUKJIOCIIOPHHA K

meTtabomutam AM4+AM9 B coOpaHHBIX 00pa3iax Kana.

Konyenmpayuu AM1

Konuenrpaumu AM1 B TKaHH, CTA3UCTOM M BHY TPUTOICTOKULIEYHOM Kajie 0000MEeHHO
MpeacTaByieHbl B Tabuie 27.

Konuenrparuu AM1 B TKaHu yBeTMuMBATKCH ¢ yBeaudenneM 1031 CyCol®, Ho Gbutu
nemuoro Huwke B rpynme CyCol® 150 mr BID no cpasrenmro ¢ rpymmamu Sandimmun® IV.
OrcyTcTBOBaIA B3AMMOCBSI3b MEXKAY KOHIEHTpauusiMi B AM1TkaH! 1 pacCTOSIHUEM OT Kpast
a”yca.

Konuenrparuu AM1 B CIM3UCTOM sBIsHCh cxoaubiME B Tpynmax CyCol® 150 mr BID
1 Sandimmun® IV u nonmwkenubiMi B apyrux rpymmnax CyCol®. OTcyTcTBOBana B3aUMOCBSI3h
Mex Iy KoHIeHTpauussMu AM1 B CIH3UCTON U pacCTOSTHHEM OT Kpas aHyca.

KOHHGHTpaL[I/II/I AM1 Bo BHYTPUTOJICTOKUIICUYHOM KaJIC SIBJISUTUCH CXOIHBIMH BO BCEX

TPYMIax JEYEeHUsI.
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Tabmana 27 OG6o0meHHoe nNpeAcTaBJeHHe KoHNeHTpamuii AMI1 B TKaHu,

CJIM3HCTOM H BHYTPHTOJICTOKHIIEYHOM KaJjie — momyasanusa 1sa onenkn PK

Sandimmun® CyCol® |CyCol® |CyCol® [CyCol® 150
Sandimmun®
1A% v 37,5 wmr|75 mr | 75 mr BID | mr BID
I'pynna 1 oJuH pa3|oaun paz|N=8 N=8
I'pynna 2
N=8 B JICHb B JICHb
N=8
N=8 N=8
Konnenrpannn AM1 B Tkanu (HI/r)
n 8 8 8 8 7 7
Apudmernueckoe 101,7 2327 303.7
517.6 3452 70,0
cpenHee
SD 294,49 89,95 42,48 74,12 198,53 (156,50
I'eomerpuueckoe 82,5 169.3 272,5
453.4 3345 61,8
CpeaHee
CV% 56,9 26,1 60,7 72,9 85,3 51,5
Meauana 5349 320,3 63,0 75,9 155,5 330,7
MuHumaibHOEe, 217, 205,9, 34,3, 278, 38,0, 132,6,
MakcuMansHoe 1143,0 467.8 166,3 2582 624.6 605,0
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Sandimmun CyCol® [CyCol® |CyCol® |[CyCol® 150
Sandimmun®
1V v 37,5 wr|75 mr|75  wmr|mr BID
I'pynna 1 oJuH pa3|omuH pa3|BID N=8
I'pynna 2
N=8 B /ICHL B JICHb N=
N=8
N=8 N=8
Konnenrpanun AM1 B ciu3ucroii (Hr/r)
n 8 8 8 8 7 7
Apupmeruueckoe 60,3 67,0 56,9 233.8
3043 3073
cpeaHee
SD 146,10 163,66 35,63 33,47 43,74 (102,73
I'eomerpuueckoe 53,7 61,0 46,1 215,7
275,6 276,5
cpenHee
CV% 48.0 53,3 59.1 50,0 76,8 43,9
Menuana 268,1 2451 48,6 61,2 443 203.3
Munaunmansuoe, |131,2, 1694, 31,6, 32,9, 21,2, [122,0,
MakcumanbHOE | 566,1 568.8 141,1 138,9 1454 |[378,6
KonnenTpannun AM1 BO BHYTPHTOJICTOKHIIEYHOM Kaje (Hr/r)
n 8 8 8 8 7 7
Apupmeruueckoe 2939 4719 5386 |5870
2472 4944
cpeaHee
SD 14772 3375,2 645.8 2618,3 [5528.3 |3249.3
I'eomerpuueckoe 2876 3921 3564 |5236
2094 4029
cpeaHee
CV% 59.8 68,3 22,0 55,5 102,6 (554
Menuana 2160 3322 2938 4424 4441 4933
Munumaiashoe, |1027, 1885, 2158, 1002, 948, 3041,
Makcumaneaoe |4712 10456 3749 8838 16997 (12251
Konyenmpayuu AM4N

Konmerrparmn AM4N B TKaHW,

0000IIeHHO MPeACTaBIeHbI B Tabaulle 28.

Konnenrpatmu AM4N B TkaHM, Kak [PAaBUJIO, YBEIHUYMBAINCH C YBEIMUSHHEM J03bI

CyCol®. Konuenrpamuu B rpynme CyCol® 150 mr BID Gbuir HUsKE MO CPABHEHHIO € TPYTIIAMHA

CIIM3UCTOU H BHYTPUTOJICTOKHUIIIEYHOM Kajie
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Sandimmun® IV. OTcyTcTBOBaja B3aMMOCBS3b MEXIy KOHUEHTpauusMd AM4N B TKaHu H
paccTOsSTHHEM OT Kpasi aHyca.

Konuenrparuu AM4N B cimsuctoii 6bimu Bbime B rpymne CyCol® 150 mr BID no
cpasaennio ¢ apyrumu rpynmnamu CyCol®, HO camble BRICOKHE KOHIIEHTPALMU HAOIIOIIN B
rpymmax Sandimmun® IV. OrcyTcTBOBaNa B3auMOCBSI3b MeKIy KOHIEHTpaiusmu AMA4N B
CIIM3HUCTOM U pacCTOSTHHEM OT Kpas aHyca. Konnenrpaunn AM4N BO BHY TPUTOJICTOKHIIIETHOM
KaJIe ABISIUCh CXOOHBIMU BO BCEX I'pymIiax JICUCHUSI.

Ta6mana 28 OGo0mennoe mnpeacrapjienne KoHneHTpanuid AM4N B TkaHH,

CJIM3HCTOH H BHYTPHTOJICTOKHIICYHOM KAJIe— NONYyJIAIHA AJIl ONCHKH PK

Sandimmun® CyCol® CyCol® |CyCol® [CyCol® 150
Sandimmun®
v v 37,5 mr |75 mr | 75 wmr | mr BID
I'pymna 1 oauH pa3 B|oauH pas|BID N=8
I'pynna 2
N=8 JIeHb B JICHb N=
N=8
N=8 N=8
Konnenrpanun AM4N B Tkanu (Hr/r)
n 8 8 8 8 7 7
Apupmeruueckoe 3,862 3,657 9,686
19,816 24,272 3,013
cpenuee
SD 23,4043 28,1267 2,8647 3,4242 12,8473 (10,9795
I'eomerpuueckoe 2,247 2,809 6,146
11,746 11,188 2,224
cpenuee
CV% 118,1 115,9 95,1 88,7 77,9 113,4
Meauana 12,011 15,464 1,581 3,014 2,246 4,523
Munumaiasaoe, (3,49, 1,36, 1,12, 0,40, 0,78, 2,30,
MakcumaneHoe |71,45 81,84 8,99 8.41 9,11 31,58
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Sandimmun® CyCol® [CyCol® [CyCol® |CyCol® 150
Sandimmun®
1A% v 37,5 wmr|75 mr | 73 mr BID | mr BID
I'pynna 1 oquH pa3|oguH pa3|N=8 N=8
I'pynna 2
N=8 B JieHb B JeHb
N=8
N=8 N=8
Konnenrpanuu AM4N B ciin3ucToii (Hr/r)
n 8 8 8 8 7 7
Apudpmernyeckoe 1,194 1,338 0,632 2,931
3,787 10,458
cpeaHee
SD 1,7635 14,4365 0,9826 [0,8601 [0,4757 |1,8756
I'eomerpuueckoe 0,913 0,974 0,513 2,510
3,440 4,332
cpenHee
CV% 46,6 138,0 82,3 64,3 75,2 64,0
Menuana 3,291 5,455 0,797 1,275 0,385 2,179
MuHuMaIsHOE, 1,64, 0,40, 0,34, 0,19, 0,28, 1,41,
MaxkcumanbHOe 6,95 43,78 2,85 2,31 1,44 5,90
Konnenrpanuun AM4N BO BHYTPHTOJICTOKHIIEYHOM KaJjie (Hr/r)
n 8 8 8 8 7 7
Apudmernueckoe 2670 2143 2134 2788
1390 2739
cpeaHee
SD 665,9 983,7 453,1 819,3 1554,1 (11233
I'eomerpuueckoe 2639 1987 1768 2627
1285 2599
cpeaHee
CV% 47,9 35,9 17,0 38,2 72,8 40,3
Menuana 1119 2536 2599 2282 2020 2685
MuHuMaJBHOE, 875, 1785, 2158, 895, 815, 1842,
MaxkcumansHoe 2863 4554 3425 3171 5361 5060
Konyenmpayuu AM9

Konuenrpamu AM9 B TKaHH, CTU3UCTOM ¥ BHY TPUTOICTOKUIIIEYHOM Kajie 0000MEHHO
MpeaCTaB/eHbl B Ta0uie 29.
Konnenrpaimu AMY B TKaHH, Kak MPaBWIO, YBEIWYUBATINCH C YBEIMUEHUEM 03I

CyCol®. Kouuentpamuu B CyCol® 150 mr BID GbliM HWKE 1O CPABHEHUIO C TPYNNAMH
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Sandimmun® IV. OTcyTcTBOBaja B3aMMOCBS3b MEXIy KOHUEHTpauusMd AM4N B TKaHu H

paccTOsHUEM OT Kpasi aHyca.

Konuenrparuu AM9 B causuctoit 6butn Beime B rpynmne CyCol® 150 mr BID no

cpaBHenuro ¢ apyrumu rpynmavu CyCol®, HO camble BHICOKME KOHLIEHTpAMU HAOTIONAIM B

rpymmax Sandimmun® IV. OrcyTcTBOBana B3aMMOCBS3b MEKIY KOHIEHTparmsmMu AM9 B

CITU3UCTOM U PACCTOSIHUEM OT Kpasl aHy ca.

KonnenTparmmm AM9 BO BHYTPUTOJICTOKHIIEYHOM Kajie SIBIISUTUCH CXOJIHBIMH BO BCEX

IPyTIax JEeYeHUs!.

Tabmana 29 OGo0menHoe npeAcTaBJeHHe KOHNeHTpamui AM9 B Tkanu,

CJIM3UCTOM H BHYTPHTOJICTOKHIIEYHOM KaJle— MOMmyJaanus g onenkn PK

Sandimmun® CyCol® |CyCol® |CyCol® [CyCol® 150
Sandimmun®
v v 37,5 wmr|75 mr |75 wmr | mr BID
I'pynna 1 oquH pa3|oaun pas|BID N=8
I'pynna 2
N=8 B ICHb B JIeHb N=
N=8
N=8 N=8
Konnenrpanaun AM9 B Tkann (Hr/r)
N 8 8 8 8 7 7
Apudmernueckoe 15,80 28,53 50,28
64,41 80,81 11,81
cpenHee
SD 57,022 74,901 8,842 12,491 36,438 (44,724
I'eomerpuueckoe 11,38 18,15 36,42
45,98 53,22 9,57
CpeaHee
CV% 88.5 92,7 74.9 79,1 127.7 88,9
Meauana 38,90 4976 8,37 13,10 13,52 23,97
MuHumaibHOe, 15,21, 15,18, 4,49, 3,17, 5,38, 15,92,
MakcuManesHOe 159,11 208,30 26,72 37,45 109,85 (120,30
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Sandimmun® CyCol® |CyCol® |CyCol® [CyCol®
Sandimmun®
v v 37,5 wmr|75 mr | 73 mr BID | 150 Mr
I'pynna 1 oauH pa3|oauH pa3|N=8 BID
I'pynna 2
N=8 B /ICHb B JICHb N=
N=8
N=8 N=8
Konnenrpanun AM9 B ciiu3ucToii (Hr/r)
N 8 8 8 8 7 7
Apudmernyeckoe 9,20 11,31 9,62 29.57
31,48 193,81
cpeaHee
SD 16,406 180,450 6,570 7,819 9,460 18,643
I'eomerpuueckoe 7,70 8,88 7,37 25,14
28,40 134,27
cpenHee
CV% 52,1 93,1 71.4 69,1 98,3 63,0
Menuana 27,82 100,41 6,45 9,21 6,75 20,38
MuHuMaIEHOE, 15,76, 30,83, 4,23, 2,82, 3,77, 10,73,
MaxkcumanbHOe 66,11 558,92 21,96 25,20 30,64 61,55
Konnenrpannn AM9 BoO BHYTPHTOJICTOKHIIEYHOM KaJje (Hr/r)
N 8 8 8 8 7 7
Apudmernueckoe 3637 5479 5862 6351
2254 5646
cpeaHee
SD 1121,2 4390,0 1215,2 |3550,3 [6721,1 |4584,7
I'eomerpuueckoe 3464 4292 3820 5296
2002 4279
cpeaHee
CV% 49,7 77,8 33,4 64,8 1147 72,2
Menuana 2116 3226 3352 6123 4023 5516
MUHUMAJIBLHOE, 1032, 1878, 2158, 912, 953, 2438,
MaxkcumansHoe 3916 11714 5396 12100 {20598 15941
PdapMaKoOKHHETHUYECKHE BbIBOABI
J CucreMHOE BO3JEHCTBUE LUKIOCIOpHHA A OBUTO HIDKE TMOCHE JIEUEHHUS C

nomoniso CyCol® B 103ax, cocTapsomux BIuioth 10 150 mr BID ouH pas B 1eHb B TEUEHHE
7 mHEH 1o CpaBHEHHMIO ¢ OqHOKpaTHOM IV uudysueit Sandimmun® 2 mr/kr B Teuenue 24 yacos

(2 Mr/kr/neHs).
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. KoHuenTpanuy nukiIocnopuHa A B TKAHH U CIM3UCTON OBUTH BBILIE B IPYIIIAX
CyCol® 75 mr BID u 150 mr BID no cparenuio ¢ rpynnamu Sandimmun® IV, 4o ykaseBaer
HA TO, YTO JAHHBIE JO3bI JOUKHBI SIBIAThCS d(PexruBHbiMu. Konnenrpammu AM1, AM4N u
AM9 B TKaHM W CIM3UCTOW OBUIM, KaK MPaBWIO, BBIIIE IOCTE JIEUSHUS C MOMOLIBIO
Sandimmun® IV no cpasrenuio ¢ CyCol®.

. KoHueHTpauun OUKIOCTIOpPHHA A BO BHYTPHTOJICTOKHIIEYHOM Kajie ObUTH
cymectsenHo Bbuue B rpymnmnax CyCol® no cpasrenuto ¢ rpyrmamvu Sandimmun® IV, ykaseisas

Ha 10, uro CyCol® mperMyIecTBEHHO SKCKPETHPYETCS ¢ KAIOM.

OO0cyxkneHen u 001IHE BHIBOABI

CucreMHOe BO3IEHCTBHE LMKIOCHOPHUHA OBLIO HIDKE IOCTE JISUSHHS! C MOMOIIBIO
CyCol® B J103aX, COCTaBISIIOIMX BILIOTE 10 150 Mr BID oxuH pa3 B AeHb B TeueHHE 7 THEU,
M0 CPaBHEHHIO ¢ OAHOKpaTHOW IV mHQysmeit Sandimmun® 2 mr/kr B Teuenue 24 4acos
(2 mr/kr/neHb). ITO MOXKET MPUBOIUTH K MOHMKEHHOMN 4acTOTe BOSHUKHOBEHHSI CBSI3AHHBIX C
IMKJIOCTIOPUHOM T0G0UHBIX 3 dexTor mocne euenus ¢ nomompio CyCol® no cpasHeHHUIoO ¢
Sandimmun®.

KOHIIEHTpauK UKIOCTIOPUHA B TKAHH U CIM3UCTON Oty Bhimie B rpyrmax CyCol®
75 mr BID u 150 mr BID no cpasrenuto ¢ rpynnamu Sandimmun® IV, uto yka3slBaeT Ha To,
YTO AAHHBIE O3Bl JOJKHBI SBISIThCS 3¢ hextuBHbIMU. KoHnenrpammun AM1, AM4N u AM9 B
TKAHH U CJU3MCTOM, KaK MPaBHIIO, ObLIH BBIIIE TOC/IE J€UeHus ¢ moMomp Sandimmun® IV
no cpasrennio ¢ CyCol®.

KOHL[eHTpaL[I/II/I OUKIIOCTIOPpUHA BO BHYTPUTOJICTOKUIICUYHOM Kajae SABJISIITUCH
cymectBenHo Bbime B rpynnax CyCol® no cpasrenuto ¢ rpymmamu Sandimmun® IV, ykasbisas
Ha 10, uto CyCol® nmperMyIecTBEHHO SKCKPETUPYETCS C KAJTIOM.

Beenenne CyCol® B mo3ax, cocTapasrommx BIIoTe 10 150 mr BID, kak mpasuio,
SIBIISUIOCH  XOPOIINO TEPEHOCHMBIM; OOJBIIMHCTBO AE  SBISUTUCH JTEerKUMH U HE
3aPErUCTPUPOBATH KAKUX-TH00 TsDKeIbIX Win cepbe3nbix AE. HaOmronmanack mOBBIIIEHHAS
YaCTOTa BO3HUKHOBEHHSI JKEIyJIOYHO-KUIICYHBIX HADPYLISHWH IOpPH CaMOM BBICOKOH n103e

CyCol®, HO HM OTHO M3 HMX HE IPUBEJIO K MPEPLIBAHUIO HCCIEI0BAHMSI.
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CpaBaHutensHblii mpuvep 10: In vitro mccienoBaHme ¢ HCHOJb30BAHHEM
KOMNo3nnusa muHuCc(ep, coaep:xrameii Cremophore

[onyyenue KoMNO3HIHI MEHHC(DEP ¢ MOAN(PHIHPOBAHHBIM BLICBO0OKIEHHEM

Cocraser muHHchep I um Il m coctaB ObICTPOro BBICBOOOXKASHHS IONYYAIH C
HCTIONB30BAHUEM CII0C00a, AHATIOTHYHOTO TOMY, KOTOPBIH ONMCAH BBIIIIE.

Cocras I: “Cpennuii” ypoBeHb MOKpBITHS 000g0uKoit (10% yBenuueHne Macchl

noacnost Opadry; 11% yBenuuenne mMaccol Surelease™/mekTHHOBOM BHEIIHEN 00010UYKH)

Komnonent %
CepameBuna Luxmocmopun A 8,8
Miglyol 810 N 3.8
Transcutol HP 13,5
Kolliphor™ EL 7.6
SDS 3.3
Copbur 4,7
Kemarua 40,3
IMoncmoii Opadry 8,2
BHermsstst 060104Ka Surelease™ (comepxaHue
TBEPABIX BEIIECTB) 9,7
IMexTrH 0,2

2299

Cocras 1I: “Bricokmii” ypoBeHb NMOKpBITHsS 00010ukoii (10% yBenmnueHne maccel

noxcnost Opadry; 17% ysenuuenue Maccel Surelease™/mekTHHOBOM BHEIIHEN 000I0UKH)

Komnonent %
CepauesuHa Luxnocnopun A 8.4
Miglyol 810 N 3,6
Transcutol HP 12,8
Kolliphor™ EL 7.2
SDS 3.1
Copbur 4.4
Kenarun 38.3
IMoncmoii Opadry 7.8
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Bremastst 060mouka Surelease™ (coxmepxanue

TBEPBIX BEIIECTB) 14,2

IexTun 0,3

CoctaB ObicTporo BbICBOOO:KIeHHs (oTcyTcTBHEe Surelease™/meKTHHOBO#

BHEIITHEH 000J109KH)

Komnonent %
CepauesuHa Luxnocnopun A 9,8
Miglyol 810 N 4,2
Transcutol HP 14,9
Kolliphor™ EL 8.4
SDS 3,6
Copbur 52
Kenarun 44 8
IMoxacmoit Opadry 9,1

PDapMaKoKHHETHYECKHE HCCIe0BAHHE ¢ YUACTHEM JII0Aei

Ilean uccaenoBaHus:

Lleap 1: CpaBHHTH CKOPOCTH M CTENEHDb a0COPOLIMHU IIUKIOCIOPHHA A IOC/IE BBEASHUS
cocraBa OBICTPOr0 BBICBOOOXKIAEHMS (Karcyja OBICTPOrO BBICBOOOKIAEHUS, HCHbITaHuE 1),
cocraBa | (kxamcyna yMEpPeHHOrO BBICBOOOXIEHHS, MCIbITaHue 2) U cocTaBa Il (kamcyna
MEIJIEHHOTO BBICBOOOXKIEHUS, UCIBITAHHE 3) ¢ KarCyJOH HEMEeIEHHOTO BBICBOOOKICHHS
Neoral™ (3TajoH), KOTOpbIE BBOIST B BHAE OJHOKPATHOM TO3bI, COCTABISIOIEH 75 Mr
HATOIIIAK.

Llens 2: OueHHUTH KOJIHMYECTBO HE IOABEPIIIErocsl M3MEHEHMSIM IMKIOCIIOpPUHA A,
3KCKPETUPOBAHHOTO C KAJIOM, TIOC/IE BBEISHHS CPABHUTEIBLHOTO COCTaBa (Karcyia ObICTPOro
BBICBOOOJKIEHUS, uchbiTaHue 1), cocraBa [ (kamcyna yMepeHHOTO BBICBOOOMKIEHHUS,
ucneitanre 2), cocraBa Il (kamcyna MeqIeHHOrO BBICBOOOJKIEHHSI, HCIBbITAaHHE 3) IO
cpaBaenuio ¢ Neoral™, koTOpbIe BBOISAT B BHAE OJHOKPATHOW JO3BI, COCTABISIONICH 75 Mr

HATOIaK.
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Cxema Hccjie10BaHHAS:

OXHOIIEHTPOBOE, PaHIOMHU3HPOBAHHOE, OJHOA030BOE, OTKPBITOE, MepeKpecTHoe ¢ 4
nepuogaMi U 4 TOCHEIOBATENLHOCTSIME CPABHUTENBHOE HCCIenoBanne BA, mpoBoammoe
HATOIIAK.

Cy0bekThI:

INpunuMaroie yyactue U paHIoMU3HpoBaHHbIE. 18 (12 KeHIUH H 6 MYIKUMH)
Oro3zBan uapopmupoBanHoe corjacue: 0

INpexpamenne yuactus B uccnenoanuu: 1 (Opu1 nekimroueH). [10THOCTEIO 3aBEpIIIH
BCe 4 nmepuoa: 16

Tomysimst 11st OLieHKH Oe3omacHocTH: 18

TMonymsimst st onenku papmaxoxuuetuku (PK): 18

DapMaAKOKHHETHYECKH i AHAJIN3

Cpenaue  (apMaKOKHHETUUECKHE 3HAYSHUS,

MOJYYCHHBIC B  HUCCIICOOBAHUU,

0000111eHHO MpeacTaBieHsl B Tabauie 30.

Ta6muna 30: O6o0menHoe mpeacTaBieHne papMaKOKHHETHIECKHX MapaMeTpoB IUIst

LUKIOCTIOPUHA A 1Tl K&KIOU FPYMIIBLI ISUESHUS

Cpeanee =+
SD [lukmoCcrIopuH-A B IENBHOW KPOBH
(CV%)
ukiocnopun-A  [Huxmocmopun-A  |LHukiocnopud-A  [Neoral
(ucnbrranue 1) (ucmpiTanue 2) (ucmpiTanue 3)
CocraB  Owictporo|Cocras | Cocras 11
BLICBOOOKISHUS
N 17 17 18 17
AUCo- 1212,52 £297,62 609,89 + 280,15 408,49 + 231,01 182,20 -
358,09
(Hreu/Mi) (24,55) (45,93) (56,55) (22,63)
AUCo-inf 1257,83 £312,14 672,07 £ 296,71 474,37 + 247,93 103978 -
371,52
(Hreu/Mi) (24,82) (44,15) (52,27) (22,66)
Crnax 321,33 + 87,61 138,28 + 63,54 82,81 + 48,01 594,66 £ 117,01
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(ar/mu) (27,27) (45,95) (57,98) (19,68)
Ocrarounas

3,55+0,71 10,72 + 8,10 15,38 £ 12,69 3,52 +0,77
[10IA b
(%) (20,12) (75,50) (82,52) (21,87)
Tmax 2,00 5,00 5,00 1,25
() (1,25 - 3,00) (5,00 - 8,00) (5,00 - 10,0) (1,00 - 1,75)
K 0,1105+0,0113 0,0863 £ 0,0259 0,0822 + 0,0232 0,1037 £ 0,0103
(1/9) (10,25) (30,01) (28,20) (9,97)
Tyl 6,33 +£ 0,61 8,72+2.76 049 + 4,55 6,75+ 0,77
(2) (9,70) (31,66) (47,96) (11,43)
? Menunana
(MHH. — MaKc.)

B tabmuie 30 snauenus AUC u Cmax mpeacTaBiasiOT COOOM cpenHee 3HAUYEHUE +
cTa”gapTHoe oTkioHeHue (SD)

Konnenrpammst nuxiocnopuHa A B IEIbHOW KPOBH AISl KAKIOW M3 YKA3aHHBIX
KOMIIO3HULIKH OKa3aHa Ha purype 13.

CpaBrenne ¢uryp 11 u 12 ¢ ucnonp3oBaHHeM MUHHC(HEPBI COTNIACHO HACTOSIIEMY
uzobperennto, copepkanmx Capmul GMO-50 (TnuuepwiMOHOONEAT/IHoNeaT) B KaueCTBE
MOBEPXHOCTHO-aKTUBHOTO BemiecTsa, ¢ (urypoit 13 (4 coOTBETCTBYIOIIMMH TabIHIAMH
JaHHBIX) TOKa3bIBaeT, 4uro coaepxkamass Capmul KOMIO3MIUSI COTJIACHO HACTOSIIEMY
n3obperennto obecneunBana Oonee Hu3kue 3HaUeHUS Cmax 1 AUC, yKkasbiBast Ha IOHIDKEHHOE

CHCTEMHOE BO3JeHCTBHE LIUKIOCIOPUHA A.

Onpenesienne MUKJIOCHOPHHA A H ero MeradosmToB, AM9 u AM4N, B o6paznax
Kaja
O06pasiel kajta, coOpanHbie BO BpeMmsi PK ucnbITanus, aHau3upoBaiu ¢ moMourso RP-

LC-MS/MS, kak omucano panee. Pesyabprars! nokaszansl B Tabmuue 31.

Ta6amna 31:
Obman | O6man 2
Ooman OTHomenne
Cpennee | Cpennee | Cpennee | 1 CyA +
1/o6man 2 | CyA:AM4:
CSA% | AM4N% | AM9% AM4N+ | AM4N
% AM9
AM9% | +AM9%
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BuicTpoe

BBICBO0OK- 73,8 12 14,2 26,2 100 26,20% | 2,82
JACHHE

Cocras 1 86,9 |5,5 7,6 13,1 100 13,10% | 6,63
Cocras 11 91,5 3.4 5,1 8,5 100 8,50% 10,76
Neoral 37.1 26,2 36,7 62,9 100 62,90% | 0,59

CpaBHeHHME OAHHBIX O COAEPKAHMH B Kaje comtacHO Tadmuie 31 ¢ JaHHBIMH O
COACpKaHNKU B KaJji€, NOJIYYEHHBIMU C COACpKAIIUMHN Capmul KOMITO3UIIUSIMH COTJIACHO
mpumepy 9 (Tabmuma 22) mokaseiBaeT, uTo coiepskainqe Capmul KOMMIO3MIUU COTJIACHO
nmpuMepy 9 MPUBOIUIN B PE3YJIBTATE K HAMHOTO 00jIee HU3KOMY MeTabO0TU3My LUKIOCTIOPHHA,
YeM CpaBHHUTENIbHbIE KOMIO3UIUH, coaepskamue Cremophore. DTO MpOMLIIOCTPUPOBAHO
MMOHMKEHHBIM OTHOCUTENBHBIM % coaepskanueM Merabonutos (AM9 + AM4N) B coOpaHHOM
kane aas coxepxkammx Capmul kommosunmii corjacHo Tabauie 22 MO0 CPaBHEHUIO C
comepxkamumu  Cremophore kommosurmsiMu B tabmuie 31, D10  pasmuume  SCHO
MPOHLIIOCTPUPOBaHO Ha (urype 14, Ha KOTOPOM MOKA3aHO COOTHOIIEHHE IMKJIOCIIOPHHA K
meTtabomutam (AM4N + AM9), usMepeHHbIM B 00pa3iiax Kaja ISl KaKI0ro U3 UCCIEIy EMBIX
COCTaBOB.

Komnosnuuu coriacHo Hacrosimemy mn3obperenuto, copepskamue Capmul GMO-50,
MPUBOJUITA B PE3YJIbTATe K 3HAUUTEIHHO MOHMKEHHOMY METa0OoNMH3My IUKJIOCIOPHUHA A 1O
CPaBHEHHUIO C KOMMO3UIUsMH, coaepkammmu Cremophore. B cBsizu ¢ 3THM, KOMITO3UIIMU
COTTACHO HACTOSIIEMY H300peTEHHI0 00ECeUNBAIOT MOBBIIIEHHBIE JTOKATBHBIE COMEPKAHHUS
UUKTOCTIOPUHA B TOJICTOHM KHINKE B PE3YJbTATe CHIDKEHHOT'O CHCTEMHOr0 W HECHCTEMHOTO
MeTaboNMu3Ma UKJIOCIIOPHHA, BBICBOOOXKAEHHOTO M3 KOMIO3UIMH. KOMIO3MIMK COTJIACHO
HACTOSIIEMY U300PETEHUIO MOTYT 00EeCIeUHBATh BO3MOKHOCTD BBEESHUSI MOHUKEHHOMN T03bI
LUKIOCTIOPHHA, TMPUA 3TOM TOAJECPKUBASI TepaneBThueckuii 3ddexkr, Tem cambIM
JIOTIOJTHUTEIFHO YBEITUIHBASI TEPATIEBTHUECKOE OKHO.

Ha ¢urype 15 mpoBomsaT cpaBHeHHe in Vitro mpouis pacTBOPEHUS! COAEPIKAIIETO
Capmul cocraBa, HCIOIB3YEMOro COrjacHo mpumepy 9, ¢ cogepkamumu Cremophore
KOMITO3UIUAMHU, HCIOJB30BAHHBIMU B CPABHUTCIBHOM IIPUMEPE lO, C HCIOJB30BAHUECM
JBYXCTAAUHHOTO WUCMBLITAHKWS HA PACTBOPEHME, OMMCAHHOTO B HACTOSIIEM J0KymeHte. Ha

¢urype 15 nokaszano, uro mpoduau BEICBOOOKAeH!S List conepkanielt Capmul KOMIO3UIHH,
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COCTaBa MEIJICHHOTO BBICBOOOXKIEHHSI M COCTABA YMEPEHHOTO BBICBOOOXKIEHHMS SIBIISTFOTCS
OUEHb CXOIHBIMU B 2 - 5 yacoBOU nepuoa. B TeueHne ykazaHHOr0 BpeMEHU KOMITO3HLIUHY, KaK
MPEANO/IaraoT, BICBOOOKIAIOT HUKIOCIOPHH B TOHKOM KHIIIKE, M OHH OYIyT MOABEPraThCst
KaK CHCTEMHOMY MeTaf0OJH3My, TaKk W MeTa0OoiIM3My B KHIISUHHKE IIMKJIOCIOPHHA 33 CUET
P450. Hecmotps Ha cxozacTBa B in vitro npodumsix BeicBoOOKAeHHs HA Gurype 14 mokazaHo,
gro xommo3uims Capmul CcormacHO HacTosmueMy H300pPETEHHIO 3HAUMTENBHO CHIDKAIA
MeTabOoNMu3M LUKIOCHOPHHA A MO CPaBHEHHIO C KOMIIOZHLHSIMHU OBICTPOrO, YMEPEHHOTO H
MEIEHHOTO BBICBOOOXAeHHs, cozepxkamumu Cremophore B KadecTBe IMOBEPXHOCTHO-
akTuBHOro Bemiectsa. Kpome Ttoro, cozepxamas Capmul KOMOO3MIMSI TIPOSIBISUIH
nonmkeHnble 3HaueHus AUC u Cmax, uTo WUIIOCTPHpPYeT OoJiee HHU3KOE CHCTEMHOE
BO3AEHCTBHE LUKJIOCIOPHH MO CpaBHeHUIo ¢ coaepxamumu Cremophore KOMIIO3ULUSIMU

MOCJIE TTIePOPaATLHOTO BBeneHUS (CM. Tabmuiist 24 u 30).

Hpavep 11: CraGuiabHOCTL HMYJbCHH H oOpa3zoBanme cdep: >Ppdexr
NOBEPXHOCTHO-AKTHBHOI0 Be€HIECTBA H KOHICHTPAIHH MNOBEPXHOCTHO-AKTHBHOI'O
BelecTBa

HccnenoBann  KOMOO3MIMH € OTVIMYAIOIIMMUCS  MOBEPXHOCTHO-AaKTUBHBIMHU
BEIeCTBAMH BOJHOHN (ha3bl. PazmnuHble MOBEPXHOCTHO-aKTHBHBIE BEIIECTBA BOIHOW (asbl
cpaBauBau ¢ SDS. Tpu pasauuHbIX ceMeliCTBa MOBEPXHOCTHO-AKTHBHBIX BEIIECTB BHIOHpPAIH
JUTSL ICTIBITAHMSL. CIIOKHBIE (PHUPBI JKUPHON KHCIOTHI M CaXapo3bl, H-AJKWICYIb(aThl HATPHS 1
STOKCHJIATHI JKUPHBIX cUPTOB (cepust Brij).

OMyJIbCHH TONYYATH MYTEM CMENIMBAHWS MAacIsHOW (a3l M BOXHOW (hasbl, Kak
omicaHo B mpuMepe 1. MacnsiHast pasa siBsu1ace 0TUHAKOBOMU JUISI BCEX IMYJIBLCHI HACTOSIIIETO
npumepa. CmemanHasi BogHast paza sMyJIbCHHU MPEACTaBIsLIA COOOH TPH BOJHBIX cMecH. Tpu
BOJHBIX (ha3bl Pa3THIAIUCE 10 KOJTHISCTBY TOBEPXHOCTHO-aKTHBHOTO BemecTBa, 0,7%, 1,3 %

1 2,5% u Boael. CMecu MacyIstHOM U BOAHOM (ha3bl moKazaHel B Tabnunax 32 - 34.

Taoauana 32
Boanas daza Macnsanas ¢gasza
Komnonent % Komnonent %
H>O 79,56% Transcutol HP 37,00%
Kenatun 17,14% Capmul GMO 50 26,00%
D-copbur 2,00% CyA 24,50%
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INoBepxHOCTHO-
aKTHBHOE 1,30% Miglyol 12,50%
BEIIeCTBO

Ta6mmna 33
Boanas daza Macnsanas paza
Komnonent % Komnonenr %
H>O 79,62% Transcutol HP 37.00%
Kenarun 17,14% Capmul GMO 50 26,00%
D-copbur 2,00% CyA 24,50%
IToeepxHOCTHO-
aKTUBHOE 0,70% Miglyol 12,50%
BEIIECTBO

Ta6mna 34
Boanas daza Macnsanas paza
Komnonent % Komnonenrt %
H>0 78,36% Transcutol HP 37,00%
Kenatun 17,14% Capmul GMO 50 26,00%
D-copbur 2,00% CyA 24,50%
IToBepxHOCTHO-
AKTUBHOE 2,50% Miglyol 12,50%
BEIIECTBO

OMyJIbCHIO TMOJYUYAIM IyTEM CMEIIMBAHUSI MaciasHOW (a3el U BomHOU (asel B
COOTHOLIEHWH MACIsHOH (pa3bl K BOAHOW, COCTABISIOMEM 1:5. DKCIIEpUMEHTEI POBOIWIN B
Tpex napamtensx, N = 3. Jlnst Toro 4ro0sl MAaKCUMATBHO TIOBTOPHUTH YCIOBHUSI COBPEMEHHOTO
MPOU3BOACTBA, IPOBOJWIH CIAEAYIOLIYIO IIPOLEAYPY:

- XUMHYeCKHe CTaKaHbl HASHTHYHOTO pazMepa MCIOIb30BATH AJ1s1 00ecneueHus
MUHUMAIbHOU U3MEHUUBOCTU MEXKAY SKCIEPUMEHTAMHU

- HnaeHTHYHBIE MOTPY)KHBIE MACHUTHBIE MEIIAIKA IOMEIAIHM B KAKABIA
XUMHYECKHN CTaKaH AJISl MOAASPKAHMSI TOCTOSTHHOTO MAarHUTHOTO MEPEMEIIUBAHUS MY IbCUI
Y OJMHAKOBBIX 3HAUEHHUN CKOPOCTU MepeMelInBaHusl B 00/MHH ISl KXKIOU

- ONEeKTPOIUIUTKY MCIONB30BATH JUISl MOAASPKAHUSI IIOCTOSIHHON TemIieparyphl

smybcun 65°C
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- OMyJIbCHUH XPAHUTH 3aKPBITBIMH ATIOMHHUAEBOMU (HOBIOM BO BpeMsl TPOBE ASHHSI
crocoda
3a0op 00pa3oB 3MYyJbCHH MPOBOAWIM B PA3TUYHBIE MOMEHTHI BpPEMEHH C

HUCIIOJIB30BAHUEM OAHOPA30OBLIX MMUIIETOK BO n3bexaHme MEPEKPECTHOTO 3arpsA3HCHUSI.

AHanmu3 3My TbCHI

O0pasipl 0TOMpaK U3 KAKIOW SMYJIBCHH C MOYYaCOBBIMUA MHTEPBAIAMH, HAUHHAS C
HyJeBoro BpemeHu (t0) ¢ HCMONB30BAHHUEM OJHOPA30BOM mNUNETKU. Karaum 3Myscuu
MMOMEIIATA HA TIPEIMETHOE CTEKIIO, MPEABAPUTENLHO HArpeBaIu Ha 1ekTporutuTke. O6paszern
MOKPBIBATH MOKPOBHBIM CTEKJIOM W TpUIAraid HeOONbIIOe AaBieHHe AT 00pa3oBaHUs
TOHKOW TUTeHKH 3Mysbcud. OOpasibl OCTaBISIM 3aTBEPAETh NMPH KOMHATHON TeMIeparype
nepen moMemeHneM ux B MUKpockon ¢ x50 u x100 oObekTHBAMH B MOJSIPU30OBAHHOM CBETE
JUTSL TIPOBEPKH MPHUCYTCTBUS KPUCTALIOB. Pe3ybTaThl pEruCcTpUPOBATN B BUIE ONTHUSCKUAX
mukpodoTorpaduii ¢ Tpemst H300pAKEHUIMHE, Oy UEHHBIMH OT KA 0N 3MYJIbCUU B KK AbIi
MoMeHT BpeMeHu. Cobupanu n300paxkeHusl, Ha KOTOPBIX JOKY MEHTATBHO 3a(DUKCUPOBAH POCT
Y pasMep KPUCTajia B 3aBUCUMOCTH OT BPEMEHHU B 00pasIle SMYJIBCHH, a TAKXKE pa3Mep Kareiab
¢doroBoro macna. B rtabmume 35, mokasaHHOW HMKE, MOKAa3aH MOMEHT BPEMEHH, KOTAa
HAOIIOJATH KPHCTATUTH3ALHIO.

Muxkpodororpaduu smysbcuii obecneunBaIn BO3MOKHOCTh MUCCIEIOBAHUS pa3zMepa
Karejb, a Takoke 00pa3oBaHMsI KPUCTALIOB. MeHbImi, 0ojiee OTHOPOIHBIN pasMep Kameiab
SIBJISUICS TIPEANOUTHTEIBHBIM. YKA3aHHBIE MPEIIMOUYTHTEIBHBIE XapaKTEPUCTUKU Kareiab
HAOIIO AU B HEKOTOPBIX HCCIAEAYEMBIX IMYJIbCHSIX, B YACTHOCTH dMYJIBCHSIX, COAEPIKAIIMX H-
OKTHJICYTb(aT HATPUS U H-OKTAAELHICYIb(AT HATPHSL.

Muxkpodororpaduu IMyJIbCUN AT KOKAOTO MOBEPXHOCTHO-AKTUBHOTO BEINECTBA B

3aJaHHBIl MOMEHT BpPEMEHH MOKa3aHbl Ha purypax 16 - 22.

ObpazoBanue chep

IMpeanpuHsSIM TOMBITKY MOAYYUTE chepbl IS HUCCAEIOBaHWS TOTO, Kak Ha
obpaszoBaHue cep BIUIIOT pa3InIHbIE TOBEPXHOCTHO-aKTHBHEIE BemecTsa. O0pasip! (1 M)
oTOMpaIM W3 KaKIOW dMyJIbCHSI C HCIHONb3oBaHueM munerku Gilson, korma 3aBepimain
OKCIEPUMEHT MO OMPEIeIeHHI0 CTA0WIBHOCTH SMYJIbCHH, Mepel yAAUICHHEM 3MYJIbCHil.
Codepnl hopmMupoBaiu yTeM KaraHust IMYJIECHH € IIOCTOSHHOMW CKOPOCTBIO B OXJIAYK TAFOIITY FO

BaHHY C MacjoM, KOTOPOe MPeACTaBIIsIIO CO00M CperHenenoYeyHblii TPUITTHIEPUI, KOTOPOe
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XpaHwmd B XojoxuwabHuKe. Cdeppl M3BIEKATH C HMCHOIB30BAHMEM CHTA W MOMENIATH Ha
ManmUpOCHYI0 OyMary BHYTpPH KOHTEMHEpa, akKypaTHO MPOMOKAIU ManmupoCHOM OyMaroit st
YAAIICHUSL I/IB6I>ITK8. Macjia ¢ MOBEPXHOCTU U OCTABJISUIU BBICHIXAaTh B TCUCHUEC HOYH Ha pa60qu
CTOJIe MPU KOMHATHOM Temmeparype. CUuTaaoch, 4to oOpa3oBaHue cep MPOH30LLIO, ECITH
chepuueckast wm nourn chepuueckas chepa GopMupoBaTack MyTEM KamaHUSI SMYJIbCHH B
OXJIQKAAIOIIEe MACIO WIH BBITAIKUBAICS, KOTAA dMYJIbCHS HAXOJWIACH O] MTOBEPXHOCTHIO
oxnaxkaaromero macia. OOpa3oBaHHe OBAJIbHBIX WM MPOJOJITOBATHIX Cep HE CUMTATIOCH
oOpaszoBanueM chep. Cnexyer mpu3HaTh, YTO BCISICTBHE MPOBEACHUS CIOCO0A MOy UYESHHSI
cep BpYUHYIO, HCIIOIB3YEMOTO B HACTOSIIEM 3KCIHEPHMEHTE, 110 CPABHEHHUIO C MOJTyUYSHUEM
chep ¢ ucmonbp3oBaHueM 000pyIOBaHMs Spherex B MPOMBIIIJIEHHOM MACIITade, COCTaBBI,
KOTOpble MOTIYyT He (opmupoBaTh cepbl B HACTOSIIEM HCCIEIO0BAHUH JabOpPaTOPHOrO
Macmraba, MOTYT B AeficTBUTenbHOCTH (GopMupoBarh cdeprl, ecnu ux oOpadaTbBalOT C

HCTIOIB30BaHUEM 000pynoBanus Spherex.

Tabommna 35
KoHuenrtpa- N300pakennst
s B DMYJILCUN  HA)
IToBepXHOCTHO-AKTHBHOE Bo3HukHOBEHME Oopaszosanmne
BOJIHOI (ase (durype
BEIIECTBO o KpuctaLmamm | cdep
0
Mmacc./macc.
Hoxeuwncynsdar vatpust | 1,4 (t =2 gaca) Ha
0,7 (t=24aca) Ha 16A
t = 1 wgac 30 16B
Jlaypar caxapo3ssl 1,3 Her
MUHYT)
2.5 (t=1 gac) Her 16C
(t = 2 wgaca 30 17A
0,7 Ha
MUHYT)
IMameMuTaT Caxapo3sl t = 1 wgac 30 17B
1,3 Ha
MHUHYT)
2,5 (t =30 MuHyT) Her 17C
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(t = 2 wgaca 30 18A
0,7 Ha
MHHYT)
H-Oktuncynsdar varpus | 1,3 (t=4 ygaca) Ha 18B
t = 1 wgac 30 18C
2,5 Ha
MHUHYT)
0,7 (t=3 uaca) Ha 19A
H-Okragenuicyabdhar
1,3 (t =2 uaca) Ha 19B
HATPUS
2,5 (t=2 4aca) Ha 19C
t = 1 wgac 30 20A
0,7 Ha
MHUHYT)
Brij L4 (momeuwmmoBsiit
(t = 2 gaca 30 20B
MIPOCTOH a¢up | 1,3 Her
MHHYT)
MOJTMI THIIEHTTHKOJIST)
(t = 1 gac 30 20C
2.5 Her
MUHYT)
t = 1 wgac 30 21A
0.7 Her
Brij C10 (rexcamenuioBsiit MUHYT)
mpoctoit 3¢up I19I) 1,3 (t=1 gac) Her 21B
2,5 (t=1 yac) Her 21C
0,7 (t=1 gac) Ha 22A
Brij S10 (oxTamenunoBblii
1,3 (t=1 4ac) Her 22B
npoctoit 3¢up [130)
2.5 (t=1 gac) Her 22C

AHHOHHEBIE MMOBEPXHOCTHO-aKTUBHBIC BEIICCTBA, B HaCTHOCTHU H-OKTI/IJ'ICyJ'I}:(l)aT HaTpust

U H-OKTaJenwicyabdar

COMOCTABMMOM CO CTaOMIILHOCTBIO,

HaTpHus,

obecnieunBanu

CTaOUIBLHOCTD,

KOTOpass  sABJISIACH

obecrieunBaeMoil poxenmiIcyIb(paTomM Harpus. H-

Oxragenmicyas(haT HaTpust 00eCTIEUNBA JIy YLy IO CTAOWIEHOCTE IS KAJKIO0N KOHIIEHTPALUH.

Hewonnrre NMOBECPXHOCTHO-AKTHBHBIC BEIICCTBA obecreunBaay cTabUILHOCTE OMYJbCHHU, HO C

0osee OBICTPBIM BOSHUKHOBEHHEM KPUCTA/UIM3ALNY 10 CpaBHEeHUIO ¢ SDS, 3a uckiroueHuemM

Brij L4 B 1,3% BOxHOI KOHLEHTpaUWH, KOTOPBI MPUBOIWI K YBEIMUCHUIO CTAOMIBHOCTH

SMYJIbCHH.
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POPMYJA U3OBPETEHUA

1. Xunkass KOMIO3UIMS, COJAepKaiias BOAHYIO (a3y, MOBEPXHOCTHO-aKTHBHOE
BEIIECTBO U MACISHYH (a3y, B KOTOPOI PACTBOPEH LUKIOCIOPUH, MPUYEM MOBEPXHOCTHO-
AKTUBHOE BEIIECTBO COACPIKUT WIH TpEACTaBiasier Co00if MOHO- WIM JUTTHIEPUA
CPEIHEIEOUSYHON WIH JTHHHOLEHIOYEUHON JKUPHOM KHCIOTHI MM UX KOMOMHAIMIO U HE
COJNEPKUT WM HE MpPeACTaBisieT coO0M MPOCTON HIH CIOXKHBIN 3PHUDP MOTUITHICHTTIUKOJIS,
BoAHas (haza COASPKUT OOpa3yIOUIMil THAPOTedh MOJUMEp, W MacjsHas ¢aza SBISETCS

JUCIIEPTHPOBAHHON B BOIHOM (hase.

2. Kommosunusi, comepamas THKIOCIOPHH, 00pa3y oIy THAPOTelb MOIUMEPHYO
MaTpHLy, HOBEPXHOCTHO-AaKTHBHOE BEIIECTBO M MACISHYIO (a3y, IUCIEprHpOBAHHYIO B
oOpazymolieil ruaporens MOJUMEPHOH MaTpHLE, MPUYEeM IMOBEPXHOCTHO-AKTHBHOE BELIECTBO
COIEPKHUT WIM TpejCTaBiIser co0OH MOHO- WIM IWITIHLEPH] CpeIHEeLeNoYeuyHoH Win
JUTAHHOLIETIOYEYHO JKUPHOW KHCIOTBI WIA WX KOMOWHAIMIO, HE COIECPKUT WIH He

npeacTasisier cobol MpOCTON W CIOKHBIN 3()UP NOTUITHISHTTUKOJISL.

3. Kommo3zuiius 1o 1. 2, B KOTOPOH MacisHast Ga3a COAEP:KUT PACTBOP LMUKIOCIIOPUHA.

4. Kommnosunus 1o Jro00My TpepiayleMy MyHKTY, MPAYeM KOMIIO3HMLHUS COAESPIKUT
MOBEPXHOCTHO-AKTUBHOE BELIECTBO, MPECTABIsIoLIee COOOH MM COAepsKallee MOHO- MU
JUTTTULEPU CPEOHELENOYeUHO WIM AJMHHOLECNIOYEUHOM JKUPHOH KHCIOTBI WIH HX
KOMOWHAITHIO, KOTOPOE HE CONEPKUT WM HE MPeACTaBlIseT cOOOM MPOCTOM WU CIOMKHBIN
3(pUp MONMUAITUISHTIUKO/S, TPUCYTCTBYET B KOJIWYECTBE, COCTABJISIOIIEM OOJbIe 4YeM 6

Macc.% Cyxou MacChl KOMITO3ULIUH.

5. Kommozunust mo mo00OMy NpeablayIlieMy OYHKTY, B KOTOPOH MOBEPXHOCTHO-
AKTHUBHOE BEINECTBO Xapakrepusyercs 3HaueHueM [JIb, BHIOpaHHBIM W3 CIEAYIOLIETO: He

Gomee 7,1-8,1-7,1-5,2-5,1-41-3,1-2,2-43-4,5-8,6-8u6-7.

6. Kommosumust mo mo00OMy NpeablaylieMy OYyHKTY, B KOTOPOH MOBEPXHOCTHO-

AKTUBHOC BCHICCTBO SIBJISICTCSI HCHOHHBIM.
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7. Komnozunust mo mo0OMy NpeaplayIlieMy HyHKTY, B KOTOPOH IOBEPXHOCTHO-
AKTHBHOE BEIIeCTBO COJACPKUT MM MpPEACTaBasieT Cco0OH MOHO- WM JUNTHIEPUT

JUTMHHOLIETIOYEYHOM KUPHOM KMCIOThI MIIA UX KOMOUHAIIHIO.

8. Kommosunus mo aro6omy u3 mm. 1 - 4, B KOTOPOH TOBEPXHOCTHO-AKTUBHOE BEIIECTBO

NpeacTaBiIsier coOOW MMM COAEPKUT MOBEPXHOCTHO-aKTHBHOE BEINECTBO, BBIOpAHHOE U3

CJIEAYIOLIETO:
[IALEPUIMOHOKAIPAT, TIIULEPUIAUKAIpar, [JIALEPUIMOHOKATIPUIIAT,
TIIALEPUITIUKAIIPUIAT, TJIMLEPUNKAIPAT, TITULEPHIMOHOKAPUIAT/KApar,

[IMLEPIIKANPHIAT/KApaT — MINNEPUIANKANPIIAT/KANpar, T[NHNIePUIMOHOOIeAT/ THoIear,
[JHMLEPIIMOHOONEAT, —TIHLEPUIANOIeaT, TIJIMLIEPIIMOHOCTeapaT, [JIMLEepIIIUCcTeapar,
CITHIEPUIMOHOMATBMUTOCTEAPAT, TJIHIEPUIIUIATBMUATOCTEAPAT, —TIHIEPUIMOHOOErEHAT,
TIHIEePUITUOereHar, TJIMLEPIIMOHOIMHOIeAT, TJMLEPUHMOHOIMHOIIEAT,
[IMLEPIIANIHHONI AT, MOJUTTHLEPHIINOIeAT, MPOMUISHITHKOIbMOHOT €NITAHOAT,

NOJIUTIUOEC PUH AN OJICAT U UX KOMGI/IHaL[I/IS{.

9. Kommosuiust mo 1. 8, B KOTOPOH HOBEPXHOCTHO-aKTHBHOE BELISCTBO BBIOPAHO U3
CJIEAYIOLIETO: IMIEePUIMOHOKAIPHIIAT/KAIpar, TIHLEPUIANKATIPAIAT/ KaIpar,
NIALEPUIMOHOOIEAT, TIHLEPUHMOHOINHONEAT, IIMHLEePIIINoNear, MINLIePUIMOHOCTeapar,
DIALEPUWIIUCTEApaT,  MNIHLEPWIMOHONAIBMHUTOCTEAPAT,  NIHLEPWIAUNAIbMUTOCTEApar,
IIMLEPUIMOHOOEreHar, IIUALepuIuOereHar, IALEPUIMOHOIUHOJIEAT,

TIIHUEPUITIUINHOICAT, HOTUTTIMHCPUIANO0JICAT U UX KOM6I/IHaJ_[I/I$I.

10. Kommozuiust mo arobomy m3 mm. 1 - 4, B KOTOpPOM MOBEPXHOCTHO-AaKTHBHOE
BEIIECTBO IMPEJCTABIsIeT COOOH WIM COAEPKHUT IOBEPXHOCTHO-AaKTUBHOE BEIECTBO,
BBIOpaHHOE 3 CJIe Iy FOILETrO: TIIMLEPUIKANPUIAT/KapaT (Capmul MCM),
rnunepunmonoosneatr/auonear (Capmul GMO-50), rnunepuamonosuaonear (Maisine 35-1) u

UX KOMOMHALMSL

11. Komnozumust mo jrodomy u3 mm 1 - 4, B KOTOPOM MOBEPXHOCTHO-AKTHBHOE
BEIIECTBO NPEACTABISIET COOOH WIM COASPKHUT TIHLEPWIKANPUIAT, TIJTHLEPUIKANpPAT,

TIIMOEPUTIMOHOOJICAT, MNTUHEPUITIANOICAT, INIMHEPUHMOHOJIUHOJICAT WU UX KOM6I/IHaI_II/I}O.
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12. Kommozuiuss mo mo00oMy HpeaslayIIeMy NYHKTY, B KOTOpOW MacisHas ¢asa
[IpeACTaBIISIET COOO T CONEPIKUT KM KM JTUIH K HE0OSI3aTeIbHO CMEIIMBAIOLIHICS ¢ HUM

PacTBOPHUTEE.

13. Kommoznuus mo m. 12, B KOTOPOH KMAKHH JUNUA MPEACTABISET COOOH WM
COIEPKUAT KOMIIO3ULIMIO TTHLEPHIa, HEOOSI3aTeIbHO MIPU 3TOM JKUIKUH JTHITH IPEICTABISIET
co0ol WM COAEPIKUT TPUTTHIEPUT CPEAHEHENOYeUHON KHUPHOW KHCIOTBI WJIH €ro
KOMOMHALIMIO, WM JKUOKHA JIMOHJ TPeCcTaBiseT COOOH WM COASPKUT KOMIIOZHIIHIO

KaIPUIOBOT0/KAIIPHHOBOTO TPUTTHLIEPHAA.

14. Kommo3urust o modomy u3 mim. 1 - 11, B koTopoit MacisiHas (asa mpeacraBiser
cO0OH WIIM COREPKUT MACIO, BHIOPAHHOE M3 PACTHTENBHOIO Macia M He(pTEeXUMUUIECKOro

macia.

15. Kommo3urust o mobdomy u3 mm. 1 - 11, B koTopoit MacnisiHas (asa mpeacraBiser
co00li WM COAEPIKUT MOJMHEHACHIISHHYIO KUPHYIO KHCIOTY, HApPUMEP, BHIOPAHHYIO U3
oMera-3 Maces, HampuMmep, SHUKO3AIEeHTACHOBYIO KHUCIOTY, JOKO3areKCASeHOBYIO KHCIIOTY,

aJ'Ib(l)a-J'II/IHOIIeBYIO KHCJIOTY U KOHBIOTHPOBAHHY IO JIMHOJICBYIO KUCJIOTY.

16. Kommozumust o modomy u3 nm. 1 - 11, B koTopoit MacnsiHas (asza mpeacraBiser
coOOH WM COJEP:KUT Macio, BHIOPAHHOE M3 ONMBKOBOTO Macja, KyHXKYTHOrO Macia,

KOKOCOBOro Macija, naipMosaApoBOro Macjaa u Mmacjia CEMsIH Mapro3bl.

17. Kommozumust o modomy u3 mm. 1 - 11, B koTopoit MacnsiHas (asza mpeacraBiser

cobol WM COAEPKUT MAacio, BBIOPAHHOE M3 KaNPUIOBOTO/KAPHUHOBOTO TPHITIHLEPHIA,

KaIlpUIOBOT0/KapUHOBOTO/THHOJIEBOTO TPHUTIHLEPHUIA;
KaIpHI0BOr0/KAIPHHOBOTO/SIHTaApHOTO TPUTITALIEPUAA u JUKanpuiaTa/uKanpara
MPOMUICHTJTUKOJIS.

18. Kommosuuus mo modomy u3 mi. 1 - 11, B koTopoit MacisiHast pasza npeacTapisier
co0oii unu coaep:kut Macio co 3Hauenuem ['JIb, cocrasmsromrum O - 10, HeoOs3arensHo O - 5,

0-3mm0-2.
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19. Kommoszumust o modomy u3 mm. 1 - 11, B koTopoit MacisHas (asza mpeacraBiser
coOOM WIH CONEPIKUT MACIo, COJAepKallge CPEeIHEIENOUYeUHbIl TPUTIUIEpUn H 2-

(3TOKCHAITOKCH )ITAHOI.

20. Kommozummst mo mroboMy HpeabIayleMy IYHKTY, B KOTOPOH IOBEPXHOCTHO-
AKTHBHOE BEIIECTBO XaPaKTEPH3YETCsl PACTBOPHMOCTBIO LHUKJIOCIIOPUHA, COCTABIISIIOIICH I10

Menblel mepe 200 Mr/T.

21. Komnozuuust no mobomy u3 mm. 1 - 20, nmpuueM KOMITO3HLUS AOTIOJHUTEIBHO
COJAEPKUT PACTBOPUTENb, MPUUEM PACTBOPHUTEND SBISETCS CMEIIMBAIOIIMMCSI C MACHSHOU
dazoi wm BomOW, HeoOs3aTeNbHO TPU OSTOM pACTBOpUTENb BeIOpaH u3 2-(2-
STOKCHUITOKCH)ITAHONA W MONU(STHISHITIUKONS), B YACTHOCTH, NPH STOM PACTBOPUTENH

npeacTasisier co00H 2-(2-3TOKCHITOKCH )3TAaHO.

22. Kommoautust o 1. 21, B KOTOpoii MacisiHas Ga3a COAEPKUT PACTBOPUTEITD.

23. Kommosummst mo m. 21, B KOTOpOil pacTBOPHUTENb MPEACTABISIET COOOW wWin
COJIEPKUT TOMU(THIEHITIMKOIB), BIOpanHeli w3 [191° co cpeaHelt MOTEKyISIpHOUM Maccoi,
cocrasisitoieit or npubnuzurensro 200 1o mpubmmzurensHo 400, Hanpumep, [19T7 200 wm

I13I" 400.

24. Kommosuiust o JroboMy U3 mi. 2 - 23, B KOTOpoii macisiHas (asa npencrasisier 10

- 85%, manpumep, 20 - 30% B pacuere Ha CyXYIO MacCy KOMITO3HLIUH.

25. Kommosurus mo aoboMy w3 mm. 1 - 24, mpuueM KOMITO3HIUSI TOTIOTHUTEIBHO
COJIEPKUT BTOPOE IMOBEPXHOCTHO-aKTHBHOE BEIECTBO, HEOOSI3aTENLHO NMPH 3TOM BTOPOE
MMOBEPXHOCTHO-aKTHUBHOE BEIIECTBO MPEACTABISIET OO0 aHMOHHOE MOBEPXHOCTHO-AKTHBHOE
BEIIECTBO, HEOOs3aTeNbHO BBIOpAHHOE U3  amKWiICynb(aroB, KapOOKCHIATOB WU
dochomuuaoB, WIM HEHMOHHOE I[MOBEPXHOCTHO-AaKTHBHOE BEIIECTBO, HEOOsS3aTeNbHO
BbIOPAHHOE M3 MOBEPXHOCTHO-aKTHBHBLIX BEIIECTB HA OCHOBE COPOMTAHA, JKHUPHBIX KHUCIOT

IOT unnm JKMPHBIX KHUCJIOT INTMLEPWIIA, WIX ITOJIOKCAMEPOB, WU UX KOM6I/IH3,LII/II/I.
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26. Komnozuuust no mobomy u3 mm. 1 - 25, nmpuyueM KOMITO3ULUS AOTIOJHUTEIBHO
COINEPKUT  MOBEPXHOCTHO-aKTHMBHOE  BelIECTBO ¢  BhICOkUM  3HaueHuem  [JIb,
xapaxrepusymoieecst 3HaueHueMm [JIb, cocrapasromuM no menenied mMepe 10, Hampumep,
Gounbire yem 20, HeoOs3aTeIBHO MPEACTABISIONIee COO0OH aHHOHHOE IOBEPXHOCTHO-AKTHBHOE

BCIICCTBO.

27. Komnozuuus mo m. 26, mpuyeM MOBEPXHOCTHO-aKTUBHOE BEILLECTBO C BBICOKUM
3naueHueM ['JIb BEIOpaHO U3 CoMell JKUPHBIX KUCIOT U COJIeH KETYHBIX KUCIOT, B YACTHOCTH,

ANKUICYIb(aTa, HAMPUMED, HATPUI IO ASIIIICYIb(aTa.

28. Kommosumusi o 0. 26 uiau 1. 27, B KOTOpOH MOBEPXHOCTHO-aKTUBHOE BEILLIECTBO C

BbICOKMM 3HaueHueM ['JIb mpucyTCTByeT Mo MeHbIIEH Mepe B HenpepbIBHOMU (hase.

29. Komnoszurms mo mobomy u3 mm. 1 -28, mpuyeM KOMIIO3HIHS JOMOJTHUTEIBHO
COJeP)KUT BCIIOMOTATeIbHOE BELIECTBO, BBIOPAHHOE U3 CIEAYIOIErO. IMOBEPXHOCTHO-
AKTHUBHOE BELIECTBO, COJTIOOWIN3ATOP, YCWIHTEIb NPOHULAEMOCTH, pa3PhIXIUTENb,

HHrUOUTOpP KprcTam3anun, Moaudukarop pH, crabunuszarop uim X KOMOHHAIHSL

30. Kommozuust mo grodomy u3 mm. 1 - 29, B KOTOpoi 0Opasyromuil ruaporeib
nonuMep WM obOpasyroomas THAPOreib IOJUMEpHas MaTpULA MpPeACTaBIseT CoOOH wuiu

COACPIKUT TUAPOKOJUION, HCTUAPOKOJUIOUIHY O CMOJIY WJIH XUTO3aH.

31. Kommozuust o jrodomy u3 mm. 1 - 30, B KOTOpoi 0Opasyromuil rugporeib
nojuMep WM oOpasyroomas THAPOredb MOJUMEpHAas MaTpULA MPEACTaBIseT COOOW WiIn
COmep:KUT OOpaTHMBIM THUAPOKO/UIONA, HEOoOs3aTeabHO TepMOoOOpaTuMelid  0Opa3yOLHi

THAPOIe/Ib IIOJIUMEP.

32. Komnozumust mo jrbomy u3 mm. 1 - 30, B KoTOpOoi 00pa3yIomuii TUIPOreNb
MOJMMEDP WM 00pasyrouiasl THAPOrelb MOJIUMEPHAsT MATPULIA COAEPKUT WIH IpPECTaBIIsSeT

€000t HeOOPATUMBIH THAPOKOIITOH.

33. Komnozumust mo jrbomy u3 mm. 1 - 30, B KOoTOpOi 00pa3yIomuii TUAPOreNb

noauMep WM oOpasyromas T'MAPOrelb MOJTUMEpHAs MAaTpHlia MPeAcTaBisier coOoi wim
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COJCP)KUT JKEJIATHH, arap, MOJMITHICHIJIMKOb, KPaxMal, Ka3euH, XUTO3aH, COEBbIH OeloK,
Oemok cadopa, amprHHATHI, TEVIAHOBYIO KaMelb, KapparuHaH, KCAHTAHOBYIO KaMelpb,
(TanmMpOBAaHHBIN JKEMAaTHH, CYKUMHAPOBAHHBIM JKeJaTuH, LeLIoao3adranar-anerar,
MACJIOCMOY, NMOJIMBUHUIALCTAT, MOJIUMEPU3AThl AKPUJIOBBIX WJIN METAKPUIIOBBIX CJIOKHBIX
3¢pupoB u  noimBMHHianerar-pramara u  moboe  MPOM3BOAHOE  JIOOOro M3
BBIIIIENIEPEUHCICHHOTO; HJIM CMECh OJHOTO WJIM HEeCKONBKUX TaKUX OOpPa3yIOIINX THAPOTelb

TTOJITMEPOB.

34, Komnozumus mo jrobomy m3 mm. 1 - 30, B koTOpoi 00pa3yIOmuid THIAPOTENb
nonuMep WM obpasyromasl THAPOreib IOJMMEpHas MaTphLna IMpPeACTaBIseT CoOOW Wiu
COACPIKUT THAPOKOJIIIONA, BLI6paHHI>II>'I U3 KapparuHaHa, JXEJIaThHa, arapa U NEeKTHHa Wi UX
KOMOWHAITUH, HEOOsM3aTeIbHO BRIOPAHHBIN M3 JKEJATHHA U arapa Wil ux koMOuHarmu, 6onee
HeoOs13aTenbHO moauMep o0pasyromeil ruaporens NOJMMEPHOW MAaTpHLBl NPEACTABISIET

cOOOH WJIH CONEPIKUT JKETATHH.

35. Kommozumust o jgodomy u3 mm. 1 - 34, B KoTopoil 0Opasyromuil rugporeib
nonuMep WM oOpasylollas THApOrelb MOJMMEPHAs MaTpulia JOMOJHHUTENBHO COAepIKaT
mactudukarop, HeoOs3arenpHO wIacTH(GUKaTop, BHIOPAHHBIN U3 TTHIEPHHA, MHOTOATOMHOTO
COMpTa, HAmpUMeEp, COpOWTA, MOTUITWICHIIHKONS W TPUITIILHMTPATA WIH WX CMECH, B

YACTHOCTH, COpPOUTA.

36. Kommozumust o jrodomy u3 mm. 1 - 34, B KOTOpOM 0Opasyromuil THIporeNb
nojuMep WM oOpasyroomas THAPOredb MOJUMEpHas MaTpULa MPEACTaBIsIeT COOOU WIH
COIEPKUT HETHAPOKOIIONTHYIO CMONY, HeOOs3aTeIbHO BLIOPAHHYIO U3 MOMEPeYHO-CIIUTON

COJIA AJIbT'HHOBOM KHUCJIOTHL.

37. Kommozuust o jgrodomy u3 mm. 1 - 34, B KOTOpoi 0Opasyromuil ruaporeib
nonuMep WM obOpasyroomas THAPOreib IOJUMEpHas MaTpULa MpPeACTaBiseT coOOH wuiu

COICPIKUT XUTO3aH.

38. XKuakast KOMIO3UIHS MO 1. 1, mpuyeM KOMITO3UIUs 00/1a1aeT XapaKTEPUCTHKAMHU
KOMITO3HUIIMK, OOPa30BaHHON MyTeM CMEIIMBAHHS MPEIBAPUTEIBHO TOJYyUYSHHOW CMECH

BOAHOH a3kl C TWPEABAPUTENLHO TONYYSHHOM CMEChI0 MaciasHoW (a3el, mpuaem
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MPEJBAPUTENBHO IIOJMYUYSHHAs! CMech BOAHOH (ha3bl COXEPX HUT OOpa3yIOIIUi THAPOTeNh
MOJIUMED, U TIPEIBAPUTETBHO NMOTYyUSHHAsI CMEeCh MACISTHON (ha3bl COASPKUT MACISIHYIO (asy,
B KOTOPOIl pacTBOpeH LMKIOCIOPHH, W MOBEPXHOCTHO-AKTHBHOE BELIECTBO, HEOOS3aTEIbHO
CMeIMBaHUE TMPEJBAPUTENIBHO TMOJIYYeHHOH cMecH BOAHOW (haspl C MpeIBapUTEIbHO

MOJTY YUEHHOH CMEChI0 MaCIISTHOM (ha3el 00pa3yeT SMYIbCHIO.

39. Kuakast KOMIIO3ULMS TI0 I 38, MpUUeM KOMIO3ULIMS JOMOJHUTEIBHO COIEPKUT
MOBEPXHOCTHO-AKTUBHOE BEILIECTBO, Xapakrepusywoieecs 3HaueHueM [JIb, cocTapiasrommm
1o MeHsble mepe 10, KOTopoe NPUCYTCTBYET B IPEABAPUTEIBHO MOJIYYSEHHOH CMECU BOTHOU

(azeL

40. Teepaast KOMIO3ULMS N0 JEOOOMY U3 mil. 2 - 39, mpuueM KoMmo3unus: o0nagaer
XapaKTepUCTUKAMH KOMIIO3MLIUYM, OOpa30BaHHOM IyTeM CMELIMBAHUSI IPEeABAPUTEIBHO
MOJTy YeHHO! CMeCcH BOTHOH (a3bl ¢ MpeABAPUTENLHO MOTyUEHHON CMeChI0 MaCsTHOM (asbl ¢
o0pa3oBaHHEM CMeCH, MPUYEM MPeIBAPUTEILHO MOMYUSHHAS! CMECh BOTHOM (ha3bl COAESPIKUT
00pas3yoIy0 THAPOTeNb MOJMMEPHYI0 MATPULy, W HPEeABAPUTENBHO IOJTYyYEHHAsT CMECh
MaciasHOM a3kl CONEP:KUT MaciusHy: a3y, B KOTOPOH pacTBOpEH IMKIOCIOPHH, H
MOBEPXHOCTHO-AKTUBHOE BEIECTBO, HEOOSI3aTeIbHO CMECh HAXOANUTCS B (hopMe IMYIbCHH, U
MO3BOJISII CMECH 3aTBepAeBaTh, HEOOS3aTeIbHO MpPH OTOM CMeCh MNPOMYCKAIOT 4epes

OIHOKAHAJIBHOEC COIUIO IEPE TEM, KaK ey narot 3aTBCPACTD.

41. Kommozunuss no n. 40, npuyeM KOMOO3ULUSI JOMOJHUTEIBHO COICPKUT
NOBEPXHOCTHO-AKTUBHOE BEIECTBO, XapakTepusyomeecs: 3HaueHueM I'JIb, cocrapisromum
o MeHsblei mepe 10, KOTOpoe IPUCYTCTBYET B IPEABAPUTENBHO MOJIYUSHHOU CMECH BOAHOU

dazeL

42. Teepaast KOMIO3UIIKS 110 TI0OOMY U3 mil. 2 - 41, KoTopasi JOTMOITHUTETHHO COASPIKUT
MO0 MEHBbIIEH Mepe OaHy O00O0JOUKY, HeOoOsI3aTeIbHO MPH 3TOM IO MEHBIIeH Mepe oaHa

o6osouka mpeacraBaseT coboii BHEMTHIOW 000109Ky (BTOPYHO 000I0UKY).

43. Teepaas xoMmo3uuusl mo m. 42, B KOTOPOi MO MeHbIIeH Mepe oxHa 000J0YKa
BBIITOJTHEHA C BO3MOKHOCTBEO BBICBOOOKAECHUS LIMKJIOCIIOPHHA 110 MEHbIIEH Mepe B TOJCTOH

KHIIKE.
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44. Teepmas xoMno3uuusi mo M. 43, KOTOpas BBIIOJHEHA C BO3MOXKHOCTBIO
BBICBOOOXKIEHHUSI HUKIOCIOPUHA B IMOAB3IOLIHON KHUINKE W TOJCTOM KHIIKE WA KOTOpast
BBIMOTHEHA C BO3MOYKHOCTBIO BEICBOOOK/IEHUSI MO CYIIECTBY BCEr0 LIUKIOCIIOPUHA B TOJICTOM

KHIIKE.

45. Teepnast koMIo3uLMs MO T0OOMy U3 mil. 42 - 44, B KOTOpOW MO MEHBIIEH Mepe

OJHa o0oouka COIACPIKUT pH-HGSaBI/ICI/IMYIO OGOJ'IO‘IKy.

46. Teepaast koMrosuust 1o 1. 45, B KoTopoii pH-He3aBucuMas 00010YKa COAEPIKUT

STUILE/UTIOJIOZY .

47. Teepaas xommosumnus mo m 45 wim 46, B koropoit pH-He3aBucumas 000109Ka
COIEPKUT TOJTMMEP, TMOABEPKEHHBIM pasaoxkeHHo (pepmenrom(amu) OakTepuil TOJICTOI

KHUIITKH.

48. Trepnast koMnozunus 1o ModoMy u3 mi. 42 - 44, B KOTOpOH MO MEHBIIEH Mepe

oxHa obosouka conepxut pH-3aBHCHMY10 000I0UKY.

49. Trepnast KoMIO3ULIMS N0 MOOOMy U3 mil. 42 - 48, B KOTOPOH MO MEHbIIEH Mepe
oxHa 00OMOYKAa NPHCYTCTBYET B KOJMYECTBE, COOTBETCTBYIOIIEM YBEIHUYCHHIO MACCHI
KOMITO3ULIMK 34 cueT 000JI0UKH, cocTaBisomemy 2% - 40%, HeoOs3aTeNbHO yBENTUUYEHHE
MAacChl 3a CUET BTOPOM 000/I0UKK BIOpaHO M3 AManazoHa, coctasnsomiero: 4% - 30%, 4% -
7%, 7% - 40%, 7% - 30%, 8% - 25%, 8% - 20%, 2% - 25%, 2% - 20%, 4% - 25%, 4% - 20%,
4% - 15%, 4% - 13%, 7% - 15%, 7% - 13%, 8% - 12%, 9% - 12% u 20% - 25%.

50. TBepaast KOMOO3ULHMS 110 JTIOOOMY U3 M. 42 - 46, mpryeM KOMIOZULIHSI COASPHKHT

JBe 000J0UKH, IEPBYIO0 000JI0UKY M BTOPYIO 000IOUKY.

51. Teepaast KOMIO3HULMS 1O 1. 50, MpUIEM KOMIIOZHUIIMS COAEPIKHUT MEPBYIO 000TO0UKY,
KOTOpPasi CONEPIKHUT WU MPEICTaBIsieT cO00H BOAOPACTBOPUMEBIA MPOCTOU (P LETHOI036I,

U BTOPYIO 000JI0UKY, KaK onpeeteHo B moboM u3 mi. 43 - 49.
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52. Teepnast xkoMmo3uysi Mo M. 51, B KOTOpOH BOJOPACTBOPUMBINA IPOCTOH 3dup
LIEJUIIONO3bI BBIOpaH U3 J1000ro OJHO WM KOMOHHALMK CIEAYIOIIEro: METHILEILIKI03a,
THAPOKCUATHIIEIUTION03a, THIPOKCUITPOTIMILIEIIION03a, THAPOKCHATHIMETHIIIE/UTION03a |

TUAPOKCUTTPOMMUIIMETUIILCILITIOJIO3a.

53. Teepaast koMmo3uuus 1o 1. 51 unu n. 52, B KOTOPO BOAOPACTBOPUMBIN MTPOCTOU

3¢up HE/LTI0N03bI MPEACTABISIET COO0I MM IPOKCUITPOIIIMETHIILEIITIONO3Y .

54. Teepnas xkomno3uus no jaodomy u3 mm. 51 - 53, B koTOpoit mepeast 06010uKa
MIPUCYTCTBYET B KOJUYECTBE, COOTBETCTBYIOIIEM YBETHUEHHIO MACChl KOMIIOZHLIMH 34 CUET

obomouku, cocrapisitoiemy 0,5% - 20%.

55. Teepaas kOMIO3ULMS MO . 54, B KOTOPOH YBEIUYEHHE MACCHI 34 CUET MEPBOU
000JT0UKH HAXOAMUTCS B JMANA30HE, BEIOpaHHOM 13 crieayrorero: 0,5% - 15%; 1% - 15%; 1%
- 12%; 1% - 10%; 1% - 8%; 1% - 6%; 1% - 4%, 2% - 10%; 2% - 8%; 2% - 6%; 2% - 4%; 4%
- 8%: 4% - 7%, 5% - 7%; 7% - 20%; 7% - 16%; 9% - 20%; 9% - 16%; 10% - 15%:; u 12% -
16%.

56. Teepnas xommo3unusi no Jarodomy u3 mm. 50 - 55, B koTopoii BTOopast 060101Ka

HAXOJMTCS HA MEPBOU 000T0UKe.

57. Teepmas xommo3uumsi mo JwOomy m3 mm 50 - 56, mpuueM KOMITO3HMLIUS
JOTIOJTHUTENBHO COAEPXKHUT JOMOJHUTETBHYID OO0OMOUKY Ha HApPYKHOH IMOBEPXHOCTH

KOMITO3ULIMH, IPHYeM 000JI0UKa MPEACTABISIET CO00# HPU3MUESCKYIO 3AIUTHY 0 000I0UKY.

58. Teepaast KOMIO3HLHMS MO JTEOOOMY M3 M. 2 - 56, KOTOpasi HAXOTUTCS B (Popme

MHUHHUC(eprL, HeoOs3aTeIbHO XapaKTepH3yIIeiics: pazMepoM, coCcTaBIsomuM 0,5 MM - 5 MM.

59. CoctaB M3 MHOTOUHMCIEHHBIX C(ep, COACePKAIUN EANHUYHYIO JEKAPCTBEHHYIO

(hopmy, comepKallyr0 MHOKECTBO MUHHC(HEPHI 1O 1. 58.

60. Komnonanasi KOMIO3UIMS, COAEPKAILAsl ClIeay IoLIee:

HempepbiBHAS (ha3a, coaeprkaras:
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00pasyoIy0 THAPOTENIb IMOMUMEPHYI0 MATPUIy, COASPKAIIYI) KEJAaTHH B
KoJuuecTBe, cocrapssirorneM 300 - 700 Mr/;

aucniepcHast $aza, comepKarast:

LUKIOCTIOPHH B KOJTHUECTBE, COCTaBIsiFoIeM He Ooee 200 mr/T; u

CpeIHEINETOUSYHBIN TPUTIHLIEPH] B KOTHIECTBE, cocTapistoniem 20 - 200 mr/r;

Y KOMITO3ULUSI JOTIOTHUTEIBHO COAEPKUT:

PacTBOPUTEND B KOIMUECTBE, cocTapsironiem 100 - 250 mr/t;

MMOBEPXHOCTHO-AKTUBHOE  BEIECTBO, Xapakrepusyiomieecss 3HaueHueM [JIb,
COCTaBIISIONIMM He 0oJjiee 8, B kosmuecTBe, cocrapsomeM 80 - 200 Mr/t; u

AHMOHHOE MOBEPXHOCTHO-AKTHBHOE BELIECTBO B KOTMUECTBE, COCTABJISIIONIEM He Oosiee

50 mr/t.

61. Komnosunust no . 60, B KOTOPOI:

o0pasyromasi rHApOoreNh MOJMMEePHAs MaTpUIa JOTOJTHUTENBHO coaepkut D-copour,

CpeIHENENOUSUHbIM TPUIIHLIEPH] TPEACTABISIET COOOM KampUIOBBINA/KANMPHUHOBLIM
TPUTTULEPU,

PaCTBOPHTENB MPEACTABISIET COO0H 2-(2-3TOKCHITOKCH )3 TAaHO,

MOBEPXHOCTHO-AKTUBHOE BEIIECTBO COACPKUT WM INPEACTaBIsieT co00il MOHO- WM
JUTJHLEPUT CPEAHe- WIA JTHHHOIEMOYEUHOW JKUPHON KHCIOTHI WIH HMX KOMOWHAITHIO,
KOTOPBIA HE COAEPXHT He TmpeacraBmsier coOod mHpocTod WIM  CIOXKHBIA  3dup
NOJIM3TWICHITIMKOJISL, HAIIPUMED, TIIULEPUIKANPUIAT, NIMLEPWIKANPAT, TJIULEPUIMOHOOIEAT,
TIHLEPHUITN0JIeAT, NNTULEPHHMOHOMUHOIEAT WIN UX KOMOWHALINS, U

AHMOHHOE TIOBEPXHOCTHO-aKTHBHOE BEIIECTBO MpeacTasisier coboit SDS.

62. Kommozumust o . 60 win . 61, B KoTOpo# HempepbIBHAS (Da3a COASPIKUT:
D-copbur B konuuecTse, cocrapisomiem 30 - 80 Mr/T; u

JKEJIATHH B KOJHUYECTBE, cocrapisiroriem 380 - 500 mr/;

qucnepcHast paza ComepIKuT:

LUKTOCIIOPHH B KOTHUECTBE, cocTaBisirommeM 90 - 140 mr/t; u
KalpUIOBBIN/KaPHHOBBIN TPHIIULEPUI B KOJTHUECTBE, cocTapistomem 40 - 80 Mr/t;
" KOMITO3ULHSI JOMTOJHUTEIBHO COACPIKUT!

2-(2-3TOKCHATOKCH)ITAHOJ B KOJUYECTBE, cocTapisitorem 100 - 200 Mr/r;
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DIMLEPWIKANPUIAT, [IUUEPWIKANPAT, INHLEPWIMOHOOJEAT, [NIHLUEPUIANOIEAT,
TITHIEPUHMOHOIMHOIEAT HITH UX KOMOUHAIIMIO, TIPEAMOUTUTENLHO TTTHLIEPHIMOHOOIEAT H/HIH
CTHIEPUIINOJeaT B KomuuecTse, cocrapisiomeM 100 - 150 Mr/t; u

SDS B KOIHYECTBE, COCTABIAIOMEM 15 - 50 Mr/T.

63. Kommosunus no jrodomy u3 . 60 - 62, npruyeM KOMITO3ULUSI HAXOAUTCS B (hopme

JKHUAKOIro KOJUIOUAAa WK TBEPAOTO KOJLTOU aA.

64. Kommosumust o m. 63, B KOTOPOM KMAKHUM KOJUIOWUJ HWIA TBEPABIA KOJUIOUX
COJEPKUT HEMPEPBIBHYIO (hasy W HUCHEPCHYIO (azy, mpuueM HempepbiBHAsS (asza COASPIKHUT
skenatud, SDS wu  D-copbutr, u gucnepcHas (a3za COAEPKUT IHUKIOCHOpHH, 2-(2-
STOKCHUITOKCH)3TAHO, [ITULEPUIMOHOOJIeaT WA TITULEPHITNOIeaT U

KaIlpUJIOBBIH/KAPHHOBBIN TPUIIIULIEPHL.

65. Kommnosumus 1o 1. 63, B KOTOPO# JKUIKUN KOJUTOUI COAEPKUT HEMPEPHIBHY IO (hazy
U JucnepcHyto ($aszy, W KOJUIOHMA MOXHO MOJTYYHTh NMyTeM CMEIIWBAHHS IMPEeIBAPUTETHHO
TIOJTy YeHHOI cMecH HellpepbIBHOH (ha3bl C MpeBapUTENbHO MOTYYeHHOH CMEChI0 AUCTIEPCHOM
daspl ¢ oOpazoBaHMEM JKUAKOTO KONIOHJA, NMPHUYEM IPEABAPUTENBHO IOJTYUYSHHAs] CMeCh
HenpepbiBHOU (asel comepxut xkeiaarud, SDS, D-copbuT u BOIy, W NpeIBapUTETBHO
MOJTyYeHHAsl CMeCh AUCIEPCHOM (pas3bl COAEPKUT LUKIOCHOPUH, 2-(2-3TOKCHAITOKCH)ITaHOI,

TITUIEPUIMOHOO0JICAT W/WIH TIIHLIEPHIANOISAT U KAPIIOBBIN/KaTPHHOBBIA TPUTTALIEPHUI,

66. Kommosuiust 1o 1. 63, B KOTOPO TBEPAbINA KOO COAEPIKUT HEMPEPBIBHYIO (asy
U JucnepcHyto ($aszy, W KOJUIOHMA MOXHO MOJTYYHUTh NMyTeM CMEIIWBAHHS INPEeIBAPUTETHHO
TIOJTy YeHHOI cMecH HelpepbIBHOH (ha3bl C MpeBapUTENbHO MOTYyYeHHOH CMEChI0 AUCTIEPCHOM
daspl ¢ oOpazoBaHMEM JKHUAKOTO KONIOHJA, NMPHUYEM IPEABAPUTENBHO IOJTYUYSHHAs] CMeCh
HenpepeiBHOU (aszbl comepxut xkeidarud, SDS, D-copbut u BOy, W NpeIBapUTETBHO
MOJTyYeHHAsl CMeCh AUCIEPCHOM (pa3bl COAEPKUT LUKIOCHOPUH, 2-(2-3TOKCHITOKCH)ITAHOI,
[IHLEPUIMOHOOJIAT W/IIH TIHLEPUIANOIEAT U KallPUIOBBIN/KAPHHOBBIN TPUIIIULEPHI, U

WHULOUUPOBAHUA 3aTBECPACBAHUS JKUAKOIO0 KOJUIOUAA.

67. Kommosumwmsi, cofepxariasi LUKJIOCIOPUH A, MpPUYEeM I0CIe MEePOPATbHOIO

BBCACHUS KOMIIOSHIIUHU YECIOBCKY COOTHOIICHUEC cpez[Heﬁ KOHOCHTpauu HUKJIOCIIOpHUHA Ak
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KOHIIGHTpauuu MeTaboIMTOB LUKJIOCHOPUHA A B 0Opasue Kajia OT YelOBEeKa COCTABISIET

ooneie uem 12:1.

68. Kommosunust mo m. 67, npudeM COOTHOLIEHHE CpeIHEeH KOHLEHTpaluuu
LUKTOCTOPHHA A K KOHLIEHTpaUH MeTaboIUTOB IUKJIOCTIOpHHA A B oOpasile kajga BeIOpaHO

u3 crenyoomero: ooblie ueM 19:1; 6onbine uem 24:1; 6onbiie yem 31:1 u 6osbiie uem 50:1.

69. Kommosunust nmo m. 67, nOpudeM COOTHOIIEHHE CpPEeAHEe KOHLEHTpaluuu
LUKTOCTOPHHA A K KOHLIEHTpaUH MeTaboIUTOB IUKJIOCTIOpHHA A B oOpasile kajga BeIOpaHO
u3 caenyromiero: ot 20:1 xo 30:1; ot 20:1 g0 35:1; ot 20:1 10 40:1; ot 20:1 mo 60:1; ot 30:1
10 50:1 uor 20:1 no 100:1

70. Kommosumust mo n. 67, HpuueM COOTHOLICHHE CPEeAHEH KOHLEHTPALWH
LUKJIOCIOPHHA A K KOHIIEHTPALMH MeTabOMUTOB IMKIOCIIOpHHA A B 00pasiie Kajia BLIOpaHO
u3 cnenyromero: oT 12,5:1 10 90:1; ot 13:1 a0 85:1; ot 15:1 no 85:1; ot 16:1 10 85:1; ot 20:1
0 83:1 m or 651 a0 79:1; HeoOsA3aTENBHO MPH 3TOM COOTHOIIEHHE COCTABJISIET

npubau3uTensHo 76:1.

71. Komnozunus mo trobomy u3 mi. 67 - 70, mpuduem oOpaser kana cobpan uepes 12 -

28 4acoB 1mocie NEPOPATIBHOI0 BBEACHUA OﬂHOKpaTHOﬁ JA03bI KOMITO3ULIUU YCTTOBCKY.

72. Komnozuuus mo modomy u3 mi. 67 - 71, nmpuuem obpasen kana codpan uepes 4 - 6
YacoB IOCJIE IePOPATLHOTO BBECHHUS TIOCIeTHEeH JO3bI COTJIACHO CXeMe ITPreMa KOMITO3HUIIH,
MpUYeM CXeMma Impuema mpeayCMaTpUBaeT NepopabHOE BBEACHUE OJUH WIH JBA pas3a B ICHb
KOMITO3HUIIMH YEJI0BEKY B TEUEHHE CeMH AHeH. HeoOsM3aTebHO MpH 3TOM CXeMa IpuemMa
Mpeay CMaTPUBAET BBEACHUE OAMH Pa3 B ACHb KOMIIO3HULIMH, COAEpKaelt 75 MI IUKIOCIIOPUHA

A B TeueHHE ceMHU THEI.

73. Kommozumust o mobomy w3 mm. 67 - 72, mpudeM KOHLEHTpaLusl MeTaboIuTOB
LUKTIOCIOpHHA A B 00pasiie Kajia MpeacTaBiseT co0oi OOIy KOHIIEHTPALUD META00IUTOB

mukiocnopura AM4N u AM9 B o0pasue kana.
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74. Kommozuimst o mobomy w3 m. 67 - 72, mpudeM KOHLEHTpaLusl MeTaboIuTOB
LUKIOCIIOpHHA A B 00paslie Kajia MpeacTaBiseT coOoi OOINyK KOHIIEHTPALUD META00IUTOB

mrkiocnopraa AM1, AM4N u AM9 B o6pasie kaia.

75. Kommoszuuusi mo modomy u3 mi. 67 - 74, mpuueM KOMITO3HLHMSI BBICBOOOXKIAET
IIUKJIOCTIOPHH A B COMIOOWIM3UPOBAHHOHN (opMe, ecau KOMITO3HIMS MOMEIeHa B BOJHYIO

Cpeny pacTBOPEHHUSL.

76. Kommozuuust mo goOoMy u3 mm. 67 - 75, mpuueM KOMIIO3HLIUS COAEPKUT
IMKJIOCTIOPHH A, PpAcTBOPEHHBI WM JUCIEPrUPOBAHHBIN B JIMMO(PHILHOM BEIIECTBE,
HampuMep, JUMO(QUIBHOM BeIleCTBE C TEMIEPaTypoil TIUIaBieHHss B  JHANA30HE,
cocrapmsiromieM 30 - 60°C, HeoOs3aTenbHO SKUPHOH KHCIOTE, CIOKHOM 3(Upe KHPHOH

KHUCJIOTBI WIH BOCKE C TEMIIEPATy PO IUIABJICHUsI B AUaAna3oHe, cocrasisiomeM 30 - 60°C,

77. Kommo3uuust mo jgooOoMy w3 mm. 67 - 76, mpuUueM KOMIIO3HLUS COAEPIKUT
LUKJIOCTIOPHH A, pacTBOPEHHBIN B MacisiHOH ¢asze; HeoOs3aTenbHO PH 3TOM MacisiHas dasza

mpeacTaBisieT coOoi Wi COaepKUT MACISHYIO (ha3y, Kak onpeaeneHo B arodom u3 . 12 - 19,

78. Kommozuumust mo jgoo0oMy w3 mm. 67 - 77, mpuueM KOMIIO3HLIUS COAEPIKUT

NMOBEPXHOCTHO-AKTUBHOEC BEIICCTBO.

79. Komnosunust no 0. 78, npuueM MOBEPXHOCTHO-AaKTUBHOE BEIIECTBO MPEACTABISIET
COOOH WM CONEPKUT HOBEPXHOCTHO-AKTHBHOE BEIECTBO, KaK OMpeeeHo B JrodoM u3 m. 1

-11

80. Kommosunust mo mobomy u3 mm. 67 - 79, mpuyeM KOMITO3UIUSI CONEPIKHUT

LUKJIOCIIOPHH A, pacTBOPEHHBIH WM IUCIIEPTHPOBAHHBINA B MaTepraie MaTPHUIIbL.

81. Komnozumust o mrodomy u3 . 67 - 80, mprueM KOMITO3HLIMS TPEICTaBIsIeT cOO0H

KOMITO3HMILIHIO MOIU(DUIHPOBAHHOTO BEICBOOOKISHHUS.

82. Komnoszurus o irodomy u3 . 67 - 74, npudeM KOMITO3HULHS TPEICTABISET CO00i

WIIN COAEPKUT KOMITO3ULUIO 110 Mr0bomy u3 m. 1 - 63.
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83. Kommoszumust mo aro0omy u3 mm. 1 - 82, mpuuem KOMIO3HIUsl OOeCIeuHBaeT
cpennee 3HaueHne AUCo.ns TUKIOCHOPHHA A B LEIBHOW KPOBH, COCTABJIONMEE OT
npubmuzurensHo 140 mo mpubnamusurensHo 420 Hr.w/MII, HapUMep, OT NpuOIU3uTensHO 150
no npubmusutentsHo 300 Hr.w/MII MOCj€ HepopaIbHOTO BBEIACHMS KOMIIO3UIMM B BHIE
OJHOKPATHOM TO3BI, COMEPIKaIIei 75 Mr ITUKIOCIIOpUHA A YeIOBEKY HATOINAK, WIH 3HAUEHHE

AUC-inf, TPSIMO MPOMOPLUUOHATBEHOE YKA3AHHOMY, JUTSL OOIIEi 103bI, OTIIMIHOM OT 75 MT.

84. Kommozummst mo mrobomy u3 mm. 1 - 82, mpmuem kommo3uuus obecneunBaet
3HaueHNE Cmax IMKIOCIIOPUHA A, COCTABJISIFOIIEE OT HPUOIUZUTENLHO 15 10 IpUOIU3UTENTBHO
60 Hr/mia, HampuMmep, npuOmuzurensHo 20 - 50 Hr/MJI TOCTe HEePOPATBHOTO BBEISHHUS
KOMITO3ULIMK B BHJAE OJHOKPATHOHM MO3BI, COnepxkKaiieil 75 Mr LUMKIOCIOpUHA A YETOBEKY
HATOINAK, WIH 3HAueHHE Cmax, IPSIMO MPOMOPLUOHAIBEHOE YKa3aHHOMY, Uil OOImIel A03bl,

OTJIMYHOM OT 75 MT.

85. Kommosumus mo jrobomy u3 mn. 1 - 84, mpudyem BpeMmsl, 3aTPauceHHOE Ha
JOCTI)KEHHE MaKCHMAIbHONW KOHLIEHTPAllMM LUKIOCIOpPMHA A B LEIBHOW KPOBH MOCITE
NEepOpaTbHOTO BBEAEHMS OJHOKpAarHON 103bl KOMIOZHMIMH (Tmax), coOcTaBasier oOT
MpUOIM3UTENBHO 3 4acoB 10 mpubam3uTensHo 10 yacoB, HEOOS3aTENBHO OT MPUOTU3UTETBHO
4 no npubamurensHo 10 yacoB, HEOOs3aTEIBHO OT NPUOIU3UTENBHO 5 10 TPUOITH3UTENBHO 6

4acoB, HAPUMED, TPHOIU3UTENBHO 5 YaCOB MM MPUOIU3UTEIBHO 5,5 4acoB.

86. Kommosuiust mo arobomy u3 mm. 1 - 85, mpudyem abcomtoTHass OMOTOCTYTHOCTD
IUKTOCTIOPHHA A TTOC/IE TIEPOPATHHOTO BBEIESHUS KOMITOZHITMU COCTABIISIET MeHbIIe ueMm 15%,
HampuMep, MeHbile ueM 10%; HeoOs3aTeqbHO MPU STOM a0CONIOTHAs OHOJOCTYIMHOCTh

cocrasiser 0,5% - 15%, cootBercTBeHHO, 1% - 10%.

87. Kommosurust mo jrobomy u3 nm. 1 - 86, mpuueM KOMMO3UIHS BBICBOOOXKIAET
Menbine ueM 15% (manpumep, 0 - 10%) muxnocnopuHa A uepes 2 gaca, BeicBobokaaer 10% -
40% (manpumep, 10% - 35% wan, coorBercTBEHHO, 15% - 35%) mukinocnopuna A uepes 4
yaca; ¥ BbICBOOOKAaeT npubnuzureabHo 30% - 70% (wanpumep, 40% - 70%) nuukaocmopuHa
A ot 4 yacoB 10 12 4acoB, mpu U3MEPEHUH B IBYXCTAAUNHOM HCIBITAHUN HA PACTBOPEHHUE C

ucnonwp3zoBanueM ammapara Il cormacno ®apmakonee CIHIA cO CKOPOCTBIO BpallEHUS
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Jonacrel, cocrapisironieit 75 00/MHUH, U TeMIepaTypoil cpeipl pacTBOPEHHUS, COCTABIISIOIIEH
37°C; mpuuem Al HEepPBBIX 2 YacOB HCHBITAHWS HA PACTBOPEHHE Cpena PaCTBOPESHHS
npeacrasisier coboit 750 mu 0,1 H. HCI, a uepe3 2 vaca k cpene pacTBopeHus: 1o0aBsoT 250

mit 0,2 M tpexocHoBHOTO (ochara Harpust, conepxainero 2% SDS, u pH nosoast mo pH 6,8.

88. Kommosuus mo marobomy u3 mm. 1 - 87, mprueM KOMIO3uLUs 0OecreunBaeT
KOHIIEHTPALHIO ITUKJIOCIOPHHA A B TKaHU TOJICTON KUIIKH, COCTABIISIIONIY IO 110 MEHBIIEH Mepe
400 HI/T TOCTE MEePOPATBLHOrO BBEICHUS KOMITO3MLUHU YeTOBEKY, HeoOs3aTeNbHO PH 3TOM
KOMIoO3unusl  obecrieuMBaeT  KOHLEHTPALMIO  LHUKIOCIOPMHA A,  COCTABISIOILYIO
npubausurensHo 400 H/r - 6000 Hr/r, Hampumep, 500 - 5000 Hr/r, 600 - 4000 Hr/T Win 600 -
2000 Hr/T.

89. Kommoznuust mo m. 88, mpuuem obmiasi eXeJHEeBHAs 1032 LUKIOCHOPHHA A,
BBOAMMAS YEJIOBEKY, HAXOJUTCS B AUanasoHe, cocrasysitoimemM ot 20 mr 1o S00 mr; Harpumep,
MPU 3TOM KOMITO3ULIMIO BBOAST B BUJE €AUHUYHOU JO3UPOBKHU, cocTapsiromeit 37,5 mr, 75 mr

w150 Mr muktociopuHa A OAWH, ABA WA TPU pas3a B JEHb.

90. KoMmno3unusi, cogeprkamniasi TUKIOCIOPHH A B IOBEPXHOCTHO-aKTHBHOE BEIECTBO,
MPUYEM MOBEPXHOCTHO-AKTHBHOE BEILECTBO COASPIKUT IUIH MPeCcTaBisieT cob00il MOHO- HIIH
JUTTHLEPH] CPEAHELeNOYeuyHO WIM JIJHHHOLENOYeUHOH KHUPHOH KHCIOTBI HIH HX
KOMOMHALIMIO M HE COJACP:KUT WM HE HpEeAcTaBisieT coOOH MpocToil WM CIOXKHBIA 3(up
HNOJTMATHICHIVIUKO/S,, W TPHYEM IIOBEPXHOCTHO-AaKTHBHOE BEIIECTBO IIPUCYTCTBYET B

KOJIMYECTBE, COCTABJISIFOIIEM IO MeHbIeil Mepe 6% 1o Macce KOMITO3UITHH.

91. Komnosunusi no 0. 90, npuyeM KOMIO3ULIUSI JOTIOIHUTEIBHO COAEPKUT MACIISIHY IO

dazy.

92. Kommoszunust mo m. 91, B kotopoii macisiHast (pasa mpencraeiseT coOoil wiu

COJEPKUT MACIISIHYIO (ha3y, Kak onpeaeneHo B irdom u3 mi. 12 - 19,

93. Kommo3uwust mo oooMy u3 mi. 90 - 92, B KOTOpoU LUKJIOCTIOPHH A YACTHYHO WX

MOJHOCTBIO PACTBOPEH B KOMITO3UILUH.
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94. Komnosunust no 1. 90, coaep:kaiasi:

(1) 10 - 60 yacreit nuKIOCTOpUHA A;

(i1) 5 - 40 yacreli TPUMIHMLEPUAA CPEIHELENOUYESUHOM KUPHON KHUCIOTHI, HApPUMeED,
KaIpUIOBOT0/KAIIPHHOBOTO TPUTIHLIEPHAA,

(ii1) 10 - 50 gacreit MOBEPXHOCTHO-AKTUBHOT'O BEIIECTBA, U

(iv) O - 60 gacTeii pacTBOpUTENS,

MpUYEM BCE YaCTU MPEACTABISIIOT COOOM uacTu mo Macce, u cymma dacreit (i) + (ii) +

(i) + (iv) = 100.

95. Kommosuiiust mo jgodomy u3 mia. 90 - 94, B KOTOPOi MOBEPXHOCTHO-aKTUBHOE
BEIIECTBO MPEACTABISIET COOOM WM COAEPKUT MOBEPXHOCTHO-aKTHBHOE BEIIECTBO, KaK

onpeaenaeHo B mo0oM w3 mm. S5 - 11.

96. Komnozuuust no 1. 90, coaep-xariasi:

(1) 10 - 40 gacreit nukIOCTOpUHA A

(i) S - 25 wyacreld TpUDIHLEPUAA CpPEIHELENIOYEUHONH >KUPHOW KHCIOTHL
KaIlpUIOBOT0/KAIPUHOBOTO TPUTTIHLIEPHA,;

(ii1) 15 - 30 yacreii MOBEPXHOCTHO-AaKTUBHOI'O BEIIECTBA; H

(iv) 10 - 60 yacreii pactBopuTes (Hampumep, 2-(2-3TOKCUITOKCH )3TAHOIA);

MpUYeM BCE YaCTH MPEACTABISIOT CO0OM YacTh mo Macce, u cymma vacreit (i) + (i) +
(iii) + (iv) = 100;

HeoOs3aTebHO TPH  3TOM  IMOBEPXHOCTHO-aKTHBHOE BENIECTBO BBHIOpAHO U3
[IHLEPWIKANPIIAT, DIWLepHIKanpaTa, TNHLEPUIMOHOONEATa, T[NHLIEPUIInoaeara Hu

TIIMOEPUHMOHOIMHOJIEATA UIIN UX KOMGI/IHaLII/II/I.

97. Kommnosunust 1o jrodoMy u3 O, 1 - 96, TOMOJHUTENBEHO COASpKAIAs HHIHOUTOP

P450 wnn uarnburop PP, win ux koMOHHALIHIO.

98. Crtoco0 oIy ueHust KOMITO3HIIHH, MPHYEM CIIOco0 MpenycMaTprBaeT CMEINBAHNE
MacsiHOM (asbl ¢ BoAHOM (haszol, comeprkaleil oOpa3yIomuil THAPOrellb MOJIUMeEp, MPHYeM
macisiHas a3a COAepIKUT LUKIOCIIOPHH B PACTBOPE M COAEPKUT MOBEPXHOCTHO-aKTHUBHOE
BEILECTBO, COAepXKallee WIM MpeicTaBIsoniee co0oil  MOHO- WIM  JUNIHLEPUT

CPeIHEINeOUSYHON WIH JTHHHONEOYEUYHON JKUPHOH KHUCIOTHI WM WX KOMOWHAIIMIO U HE
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cojepkaiiee WM He ImpeicraBmoumiee coboif  mpocToil  WiIM  CIOXKHBIA - 3dup

TIOJIUI TUJICHIJTUKOJISI.

99. Cnocob mo m. 98, mpu KOTOpOM MacisHyr (a3y W BOAHYIO a3y CMEmMBAIOT B

COOTHOLICHMH MAaCIsTHON (a3l kK BoaHOHU dase, coctapisiromeM ot 1:2 o 1:12.

100. Crioco6 mo 1. 98 miu 1. 99, mpu KOTOPOM CMELTHBaHHe MACIsTHOH (hasbl ¢ BOIHOM

(hazoit 00pazyeT IMYIbCHIO.

101. Cnocod mo mobomy u3 mim. 98 - 100, mpu KOTOPOM CIOCOO AOMOTHHUTEIBHO

npeay cMaTrpuBacT MHUOUUPOBAHUEC 3aTBEPACBAHUSA SMYJIbCUHA.

102. Kommozurus o arodoMy 13 min. 1 - 97 aj1st TpuMeHEHHs B JISUSHUH COCTOSIHUSL.

103. Kommoszuuust 1yist mpuMeneHust o 1. 102, mprueM coOCTOsIHUE MPeACTaBseT coboit

COCTOSAHUE KETY JOUHO-KHUIICYHOTO TPAKTA.

104. Kommosunust anasi mpuMeHenus: o 1. 103, mpuueM cOCTOSIHHE BBIOPaHO W3
CIIEAYIOLIErO. BOCMAJIUTENBbHOE 3abo/ieBaHWe KHIIEYHWKA, OONE3Hb  Ppa3ApaKeHHOrO
KkuIeuHuka, 0ojesHs KpoHa, Hecmenu(puueckuii S3BEHHBIA KOJIHUT, UETHAKHS, PEAKIUS
«TPAHCIUIAHTAT MPOTUB XO3SMHA», PEAKLHUs «TPAHCILIAHTAT MPOTHUB XO3SIMHA» KEJIyIO0UYHO-
KHMILIEUHOTO TPAKTa, TACTPOIHTEPUT, Iy OJEHUT, SIOHUT, WICHT, IENTUYECKasl 513Ba, BOCHIATICHUE
WIEOAHATBLHOrO0 KapMmaHa, Tpoduueckass octpast si3Ba KyphauHra, anmeHIdIUT, KOJIUT,
MCEBIOMEMOPAHO3HBIM  KOJMUT, JUBEPTUKYJE3, IUBEPTUKYJIUT, KOJIATCHO3HBIH KOJIUT,

KapLUuHOMA U aJ€HOKAPLUHOMA TOJICTOU U NMPSIMON KHUILIKH.

105. Kommosutus mo grodomy u3 mi. 90 - 97 1j1si npUMEHEHUs B JISUEHUH COCTOSHUSI,

MOPAXKAIICTO TOJACTYIO KUIIKY, MPUYICM KOMIIO3HIUIO HAHOCAT MECTHO Ha TOJICTYIO KHUIIKY.

106. Kommosunust aiasi mpuMeHeHws: 1o 1. 105, mpuueM cOCTOSIHHE BBIOpPaHO W3
CIIEAYIOLIEr0. BOCMAJIUTENBbHOE 3aboNieBaHWe KHIIEYHHWKA, OONE3Hb  Ppa3ApaKeHHOrO
kueuHuka, 0onesHe KpoHa, Hecrierupuueckuii S3BEeHHBIN KOJUT, PEaKIUs «TPAHCIUIAHTAT

MNpOTHUB XO3sUHA» TOJICTOHU KHUIIKH, KOJIHUT, HCCBﬂOMeM6paH03HLIﬁ KOJIUT, OUBEPTUKYJIES,
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JAUBCPTUKYJIUT, KOJJIareHO3HBIM KOJIUT U KapuouHOMa U aaCHOKapuuHOMa TOJICTOU U HpSIMOI\/'I

KHIIIKH.

107. Komnozuuwmst 115t npuMenenus 1o 1. 105 wiu n. 106, mpuueM KOMIO3ULIUEO BBOJASIT

PEKTAJIBHO, HAIPUMEDP, B BUAC KIIU3MBI U CYNIIO3UTOPHUS.

108. Cmoco0 meueHusi COCTOSIHUS, TpPUYEM CHOCOO MpeaycMaTpPHBAeT BBEIESHUE

KOMITO3UIIMH 1o miI. 1 - 97.

109. Crocob mo m. 108, mpu KOTOPOM COCTOSIHHE MPeACTaBiIsieT CO00i COCTOSIHUE

JKEJTYy JOYHO-KHUIICYHOT'O TPpaKTa.

110. Cmocob6 mo m 108, mpH KOTOPOM COCTOSIHWE BBIOPAHO H3 CIEAYIOLIEro:
BOCTIATUTENIbHOE 3a00/eBaHNe KHINEUHHKA, OO0Ne3Hb Pa3apakeHHOrO KHINEYHHKA, OO0Ne3Hb
KpoHna, Hecmemmuueckuii SI3BEHHBIM KOIUT, LETHAKHS, PEAKLHs «TPAHCIUIAHTAT HPOTHUB
XO03dMHa», PpeaKiusi «TPAHCIUIAHTAT MPOTHB XO3sWHA» KEJIYAOUYHO-KHUIICYHOTO TPAKTA,
TaCTPO3HTEPUT, OyOACHUT, CIOHHUT, WUJIEHUT, NENTHUYECKAs sI3BA, BOCHAICHHE WICOAHAIBHOIO
KapMmaHa, Tpoduueckast octpast si3Ba KypiuHra, anmeHIunuT, KOJUT, ICEBI0MEMOPAHO3HbII
KOJIUT, JUBCPTUKYJIC3, TUBCPTUKYJIUT, KOJIJIareHO3HBIH KOJIMT, KapIIMHOMAa U aACHOKAapIUuHOMAa

TOJICTOU U OPSIMOI KHIIKH.

111. ®apmaneBTUUeCKHA COCTAB, COACSPKAMMU KOMITIO3ULUIO 11O 0. 1 - 97.

112. TIpumeHeHHe TOBEPXHOCTHO-aKTHUBHOIO BEIECTBA, COACPIKALIETO MU
OPEACTABISIOIEr0o  cOOOH  MOHO-  WIM  JUNIMLOEPUI  CPEJHELENOYeYHOH WM
JUTMHHOLIETIOYEYHON KUPHOH KUCIOTHI WIH MX KOMOWHALIMIO, B KaUeCTBE SMYJIbraTropa s
3MYJIBCUH MACI0-B-BOJE, COAEPHKAIIECH PACTBOPEHHBIN [IUKIOCIOPHH, IIPUUEM OBEPXHOCTHO-
AKTHBHOE BEILIECTBO HE COAEPKHUT WIN HE MPEACTaBIIsieT coO0i MpOCTO WIH CIOXKHBIH 3dup

TIOJIUI TUJICHIJTUKOJISI.

113. TIpumeHeHHe TNOBEPXHOCTHO-aKTHBHOI'O BEIECTBA, COACPXKAIIETO WU
OPEACTABISIOIEro  co0OH  MOHO-  WIM  JUMIMLOEPUI  CPEJHELENOYedHOW WM

JJIMHHOILICITOUESYHOH )KPIpHOfI KHUCJIOTBI HWJIH HX KOM6I/IHaL[I/IIO, JUISL I/IHI‘I/I6I/IpOBaHI/I$I
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KPHCTATM3AMK  [UKJIOCIOPUHA W3 pacTBOpa LUKIOCIOPHHA B  MaciasHOW  (dase,
MPUCYTCTBYIOIIEH B 3MYJIBCHH MacCI0-B-BOJE, MPHUEM MOBEPXHOCTHO-AKTUBHOE BEIIECTBO HE

COJEPKUT WK HE TPEACTABISIET COOOM MPOCTOM WK CITOKHBIN AU TOTHITUISHTTUKOIS.

114. TIpumeneHue 1o 1. 2, Mpu KOTOPOM KPUCTALTH3ALUIO IUKJIOCIOPHHA HHTHOUPYFOT

B TEUEHHUE MO0 MeHbIIel Mepe 1 uaca mocie 00pazoBaHus SMYJIbCHH MACI0-B-BOJIE.

115. Ipumenenue no r0domy u3 o 111 - 114, npu KOTOPOM NOBEPXHOCTHO-aKTHBHOE
BEIIECTBO IMPEJCTABIsIET COOOH WIM COAEPKHUT IOBEPXHOCTHO-AaKTUBHOE BEILECTBO,
BBIOpPAHHOE W3 CIIEYIOIIETO:

IALEPUIMOHOKAIIPAT, [IALIEPII IUKANPAT, IMLIEPUIMOHOKANPUIAT,
DIALEPUIIUKANPUIAT, MIALEPUWIKANpAr, TITHLEPHIMOHOKAPUIAT/ KApar,
TITULEPUIKANPUIAT/KAPaT — [NULEPUIIUKAIPUIAT/KApar, —ITHLEPUIMOHOOIEAT/ ANoIear,
DIALEPWIMOHOOJIEAT, INIMLEPWIAUOJEAT, NIMLEPUIMOHOCTEApar, NIHLEPWIINCTeapar,
[ITHLEPHIMOHONATBMHUTOCTEAPAT, INTHLEPWITUNATBMUATOCTEAPAT, DIULEPHIMOHOOEreHaT,
raunepuiaubereHar, TULEPUIMOHOINHONEAT, MIALEPUHMOHOIUHOIEAT,
DIALEPUWIIUTHHOTIEAT, MOJIMIIMLIEPUILAAOIIEAT, HNPONUIEHIJIUKOIBMOHOT€ITAHOAT,

NOJIUTIHOC PUHINOJICAT U UX KOM6I/IHaI_II/ISI‘

116. TIpumenenne nmo m. 115, mpu KOTOPOM MNOBEPXHOCTHO-AaKTHBHOE BEILECTBO
BBIOPAHO M3 CIEAYIOIIEro: IIHMLEPHIMOHOKANpPUIAT/Kanpar, INIHLEPUIIUKAIpHIaT/ Kampar,
DIMLEPUWIMOHOOJIEAT, TIIMIEPUHMOHOJIMHONEAT, ITMLEPUITAONEaT, IIULEPUIMOHOCTEapar,
MIALEPUIAUCTEapar,  MNIHNEePWIMOHONAIBMHUTOCTEApAT,  INIMLEePWIAUNAIbMUTOCTEapar,
IIMLEPUIMOHOOereHar, ruuepuaubereHar, DIALEPUIMOHOIUHOJIEAT,

TIIMOCPUITAUIUHOJIEAT, IMMOJUTTTUICPUIIANOICaT U UX KOM6I/IHaI_[I/I$I.

117. Ipumenenue no arodomy u3 T 111 - 114, npu KOTOPOM NOBEPXHOCTHO-aKTHBHOE
BEIIECTBO TMPEACTABIsIeT COOOM WM COASPIKUT TOBEPXHOCTHO-AaKTHBHOE BEIIECTBO,
BEIOpaHHOE u3 CJIe Iy FOILETO: TITUIePUIKATPIIIAT/Kapar (Capmul MCM),
rnunepuimonoosear/auonear (Capmul GMO-50), raunepuamonosuaonear (Maisine 35-1) u

UX KOMOMHALMSL
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118. Ipumenenue no 0domy u3 o 111 - 114, npu KOTOPOM NOBEPXHOCTHO-AKTHBHOE
BEIIECTBO IPENCTABIseT COOOH WIM COACPKHUT INIHIEPUIKANPUIAT, TIHIEPUIKAIpPAT,

TIIUOEPUIMOHOOICAT, MNTUUEPUIIANOJICAT, INIMHEPUHMOHOJIUHOJIEAT I UX KOM6I/IHaLII/IIO.

119. Ipumenenue no odomy u3 mir. 111 - 118, npu KOTOPOM NOBEPXHOCTHO-AKTHBHOE
BEIIECTBO XAPAKTEPU3yeTCsl PACTBOPUMOCTBIO LMKJIOCIOPHHA, COCTABISIIOIIEH IO MEHBIIEH

Mmepe 200 Mr/T.



POPMYJA U3OBPETEHUSA, UBMEHEHHASA B COOTBETCTBHUU CO CT.34 PCT

1. JKunkas KOMIIO3UIIMS, COmepskaliasi BOAHYIO (ha3y, MOBEPXHOCTHO-aKTHBHOE BEIIECTBO U
MacisHyI0 a3y, B KOTOPOH PacTBOPEH LHUKJIOCIIOPUH, NMPHYEM MOBEPXHOCTHO-AaKTHBHOE BELIECTBO
CONEPXKUT WM TPEACTaBIsAeT CcOOOH MOHO- WM JUINIMLEPHUA  CPEOHELENOoYeyHOH WM
I[HPIHHOI.[GHO‘{G‘{HOﬁ )KPIpHOﬁ KHCJIOTBI HUJIN HUX KOM6I/IHaL[I/IIO U HE COACPIKUT WM HE MPEACTABIIACT
co0O# TMPOCTOM WM CIOXKHBIA 3QUP TMOJMSTUICHIJIMKONS, BOAHAs (a3a ComepkKuT oOpasyroimui
THIPOTeNb TMOJUMEp, U MacisiHas (asa siBsieTcss QUCTIEPrHPOBAHHON B BOAHOH (hase; mpuueM
00pa3yroIuii TuApOreNb MOJUMeEp IMPUCYTCTBYET B KOJMYECTBE, COCTABIISIOIIEM IO MeHbIneil mepe 25%

0 Macce B pacyere Ha CYyXYH Maccy KOMITO3HLIUH.

2. Kommnosuuysi, coaepskaiias HUKJIOCIIOPHH, 0OPa3yOLIy0 THAPOreNb NOJMMEPHYI0 MaTpPHULLY,
MOBEPXHOCTHO-aKTHBHOE BELIECTBO U MACJISHYIO (asy, AUCHEPTUPOBAHHYIO B 00pa3yolel r’uaporesb
MOJIMMEPHOM MaTpulLie, TPHYeM TOBEPXHOCTHO-aKTHBHOE BEIECTBO COAEPKUT HITU IIPEACTaBIIsAeT cOOO0i
MOHO- WIH AWITHLEPHUJ CPEAHELENOYeUHOM WM AJMHHOLIENIOYEYHON >KUPHOM KHUCIOTBI WIH HX
KOMOMHALIMIO, HE CONEPKUT WM HE TNpeacTaBisier coOOW MPOCTOH WM  CIOXKHBIA 3dup
MOJIMSTHIICHIJIUKONSA, TNpudeM 0Opas3yroluuii TIMApOreNib IOJUMEp INPHCYTCTBYET B KOJUYECTBE,

COCTaBJISIFOIIEM T10 MeHbIIel Mepe 25% 1o macce B pacyeTe Ha CYXYI0 MacCy KOMITO3ULINH.

3. Kommosunwsi o 1. 2, B KOTOpoit MacisiHas (ha3a COOEpsKUT pacTBOP IUKIOCTIOPHHA.

4. Kommnozunusi mo moOOMy MpeOpiayleMy MyHKTY, NPUYEM KOMITO3ULUS COAEPIKHUT
MOBEPXHOCTHO-aKTHBHOE BELIECTBO, NMPENCTaBIIsIoIIee COO0H WK coaepkaliee MOHO- WA JUTTHLIEPUT
CPeOHeLeNOYeYHOW MM JJIMHHOLIETIOUEYHON KUPHOW KUCJIOTHI MJIM UX KOMOMHAIIMIO, KOTOPOE HE
COIEPKUT WJIM HE TpencraBiseT coOOH TPOCTOH WM CIOXKHBIA 3(QUp MOJUITUIECHTIIUKOJIS,

HPUCYTCTBYET B KOJIUYECTBE, COCTABILIIONEM Oobie yeM 6 Macc.% Cyxol Macchbl KOMITO3HLIUHL.

5. Komnosuiwst mo Jiro0OMy MNpenbiaylieMy NYHKTY, B KOTOPOH HOBEPXHOCTHO-aKTHBHOE
BElIEeCTBO xapakrepusyetcs 3HaueHueM [ JIb, BbiOpanHbIM U3 creayrouero: He oonee 7,1 -8, 1-7, 1 -

52-51-41-3,1-2,2-4,3-4,5-8,6-8u6-7.

6. Komnosuuuss mo mo0oMy mpenbiaylmeMy IyHKTY, B KOTOPOH ITOBEPXHOCTHO-aKTHBHOE

BCIICCTBO ABJISICTCA HCHOHHBIM.



7. Komnosuuust mo mo0OMy MpenbiaylieMy IyHKTY, B KOTOpOH IOBEPXHOCTHO-aKTHBHOE
BEIECTBO COAEPIKUT FUTU MPENCTABISET COOOW MOHO- WJIM JAWUTJIULIEPH] AJITMHHOLEMOYEYHOH JKUPHOM

KHCJIOTBI UJIN UX KOM6I/IHaI_[I/IIO.

8. Komnosummst o mobomy u3 mm. 1 - 4, B KOTOpOIl NMOBEPXHOCTHO-aKTHBHOE BELECTBO
HPECTaBIAET COOOM MK CONEPKUT MOBEPXHOCTHO-AKTUBHOE BELIECTBO, BLIOPAHHOE U3 CIEAYIOIIETO:

TIIMLEPUIMOHOKAIPAT, MIMLEPUIANKANPAT, [NIHLEPUIMOHOKANPUIAT, INIHLEPUIAUKANpUiar,
[JIMLIEPUIIKAIPAT, TIIHLIEPUIMOHOKAIPUTIAT/Kanpar, TIIULEePHIIKApUIaT/Kanpar
IIULEePUIANKATIPUIAT/KANpaT, TIULEePUIMOHOOIeaT/ IHONeaT, TINLEePUIMOHOOIEAT, TIIHLEPIIINONEaT,
MIMLEPUIMOHOCTEApAT, TIIMLEPUIIACTEapar, TIIMLEPUIMOHONAILMUTOCTEAPAT,
IIMLEPUIIANNIATBMUTOCTEAPAT, MINLEPUIMOHOOETeHAT, IIIHLEPUIAUOEreHaT, MNLEePUIMOHOINHOIEAT,
[JINLIEPUHMOHOJINHOJIEAT, TIIMLEPUIIUIHHONEAT, NOJUTITULEPUIIINOIIEAT,

NPONWJICHTIIUKOJIIbMOHOTCIITAHOAT, MOJIMTITTULIECPUHANOJICAT U UX KOM6I/IHaLII/I$[.

9. Kommosuumss mo 1. 8, B KOTOPOH IOBEPXHOCTHO-aKTHBHOE BEINECTBO BBIOPAHO U3
CJIEYIOLIEro: MINLEePUIMOHOKANIPWIAT/KApaT, [NIMLEPUIAUKAIPUIAT/KanpaT, [NIHLEPHIMOHOOIeaT,
TIMLEPUHMOHOIMHOJIEAT, INLEPUIANONEAT, MINLEPUIMOHOCTEAPAT, MIMLEPUIUCTEeApar,
NIMLEPUIMOHONAIBMUTOCTEAPAT, NIALEPUIIUNATIBMUATOCTEAPAT, TJIHLIEPUIMOHOOETeHaT,
IIMLEpUIANOEreHaT, MIMLEepUIMOHOINHONEAT, INIMLEPUIAUINHOIeAT, NOJUMIULIEPHIANOoIeaT U UX

KOMOMHALHS.

10. Komnosuiums mo grodoMy u3 m. 1 - 4, B KOTOpOH MOBEPXHOCTHO-aKTHMBHOE BELIECTBO
npeacTasisieT coOO0M WM COAEPIKUT MOBEPXHOCTHO-aKTUBHOE BEIECTBO, BHIOPAHHOE M3 CIIEAYIOLIETO:
rnmuuepuikanpunat/kanpar (Capmul MCM), runepunmonooneat/muonear (Capmul GMO-50),

rnunepuHMoHonuHoeaT (Maisine 35-1) u ux KoMOMHALUS.

11. Kommnosuuust mo mobomy u3 mm. 1 - 4, B KOTOPOH MOBEPXHOCTHO-aKTUBHOE BEIIECTBO
NpeAcTaBiIsAeT COOOH WM COAEPXKUT TIHMLEPUIIKANpPHIIAT, [IIHIEePHIKANpaT, MIHLIEpUIMOHOONEeAT,

TIIMOCPUITAUOJICAT, INTMUEPHUHMOHOJIUMHOJICAT U UX KOM6I/IHaLII/II-0.

12. Komnozuuus no sro00oMy NpenbiiyIieMy MyHKTY, B KOTOPOM MacisiHast (a3za MpencTaBisieT

cOOOM WITH CONEPIKUT KUAKUH MU U He0Os3aTeIbHO CMEIINBAIOIIHIACS ¢ HUM PACTBOPHUTEIIb.



13. Komnosumus mo n. 12, B KOTOpOH >KMAKUM JIUMUA MPENCTaBisieT cOOOH MM CONEpKUT
KOMITO3ULIUIO TNIHMLIEPUA, HEO0s13aTENIbHO MIPH 3TOM >KUAKUN JIUIUA PEACTaBIIsET coboi i COAEPIKUT
TPUINIHLEPUA CPENHEEeNOYeyHONH >XUPHOH KUCIIOTHI WJIM €ro KOMOMHALIMIO, I JKUIAKUH JIUIUI

MPECTaBIISAET COOOH HIIU COMEPIKUT KOMITO3UIIMIO KaPUIOBOTO/KaIPUHOBOTO TPUIITULIEPHIA.

14. Komnozumust o mobomy u3 nm. 1 - 11, B koTopoii macnsaHas dasa npeacrasiser coOoi niu

COIEP KUT MAaCJIO, BEBIOPaHHOE U3 PACTUTENILHOTO MAaciia U He(PTEXUMIYECKOrO Macia.

15. Komnosuiust mo rodomy u3 . 1 - 11, B koTopoii MacisiHas ¢a3a npeacTaBisieT coOoi wiu
COIEP)KUT TOJMHEHACHIIEHHYIO JKHPHYIO KHCIOTY, HampuMmep, BBIOPaHHYIO U3 oOMmera-3 Mmaced,
HanpuUMep, SMKO3aMEHTAEHOBYIO KHUCIIOTY, TOKO3areKCaeHOBYIO KHCIIOTY, alb(pa-THHOJIEBYIO KUCIOTY U

KOHBIOTUPOBAHHYIO JIMHOJIEBYIO KUCJIOTY.

16. Kommnoszuiust o mrodomy u3 . 1 - 11, B koTopoit MacisiHas ¢da3a npeacTaBisieT coOoi uiu
COACPKUT MacJIo, Bbl6paHHOC U3 OJHUBKOBOIoO Macjid, KYHXKXYTHOTO MacCjida, KOKOCOBOro macia,

NajbMOAAPOBOIro Macjia U Macjia CEMsIH Mapro3bl.

17. Komnozumst o modomy u3 nm. 1 - 11, B koTopoii macisHas dasa npeacrasiser codoii nim
COIEPIKUT Maciio, BbIOpaHHOE u3 KaIpUJI0OBOr0/KalpUHOBOTO TPUIIIULIEPULIA,;
KaIrpUJIOBOTO/KaNpPUHOBOIO/JIMHOJIEBOIO  TPULVIMLEPUIA,  KaNpUIOBOI0/KarpHHOBOTO/SIHTAPHOTO

TPUIIIHLIEPU/A U AUKANPUIaTa/AUKapaTa IPONUIEHT JTUKOJISL.

18. Kommnosurust o rodomy u3 nm. 1 - 11, B koTopoii MacisiHas ¢asa npeacTasisieT coOol mim

conep:xut macio co 3HaueHueM ['JIb, cocrapmsrommm O - 10, Heobsi3aTenpHO 0 -5, 0 -3 mn O - 2.

19. Kommnozurust no modomy u3 . 1 - 11, B koTopoii MacisiHas ¢asa npeacTasisier coOol mim

COZIEPIKUT MACJIO, COAEpIKaIee CPEAHELENIOYEUHbIN TPUTIHIEPU U 2-(3TOKCH3TOKCH )3TAaHO.

20. Komnosuuusi mo Jr0OOMy MpenbIiayIieMy MYyHKTY, B KOTOPOH MOBEPXHOCTHO-AaKTHBHOE
BEILLECTBO XapaKTePU3yEeTCsl PACTBOPUMOCTBIO LIMKJIOCIIOPHUHA, COCTABJsAIONIeH o MeHblield mepe 200

MI/T.



21. Kommno3uuus no modomy u3 mm. 1 - 20, mpudeM KOMIIO3ULHSI JOTIOJHUTEIBHO CONEPIKUT
pPacTBOpUTENb, MPHYEM PACTBOPHUTEND SIBJIIETCS CMELIMBAIOIIMMCSA C MacisiHOW (a3oil U BOMOM,
HeoOsI3aTeIbHO  NPH  3TOM  PacTBOPUTENb  BbIOpaH U3 2-(2-3TOKCHITOKCH)ITaHONA |
NONU(3TUJICHTIIUKONSA), B YAaCTHOCTH, IIPU O5TOM pacTBOPHUTENb NpeacTamBiser coboil 2-(2-

STOKCHUATOKCH )3TaHOJI.

22. Komnosunus no 1. 21, B KOTOpo# MacisiHast pasa COnep KUT PaCTBOPUTEN.

23. Komnosunust no m. 21, B KOTOPOH pacTBOPUTENb MPEACTABIsIET COOOM WM CONEpKUT
NOJIH(3TUJICHTJIUKOIB), BbIOpaHHbId u3 [12I co cpemHel MONEKYJSIPHOW MacCOM, COCTABISIIOLIEH OT

npubnusurensao 200 no npubmmsurensro 400, Harpumep, T1317 200 wmu I13I° 400.

24. Kommnosunust no modomy u3 mi. 2 - 23, B KOTOpoii MacisHas ¢asza npencrasisier 10 - 85%,

Hanpumep, 20 - 30% B pacdeTe Ha CYXYH0 MacCy KOMIO3HLIUU.

25. Kommno3uuus no modomy u3 min. 1 - 24, mpudeM KOMIIO3UIHSI JTOTIOJHUTEIBHO CONEPIKUT
BTOPOE NMOBEPXHOCTHO-aKTHUBHOE BEILECTBO, HEOOSA3aTENbHO IIPU 3TOM BTOPOE TOBEPXHOCTHO-AKTHBHOE
BEIECTBO TPENCTaBJIsIeT COOOW AHHOHHOE TIOBEPXHOCTHO-aKTHBHOE BELIECTBO, HEOOS3aTeNbHO
BbIOpaHHOE M3 aJKWICYJIb()ATOB, KapOOKCHIATOB WK (OC(HONUITUAOB, WM HEMOHHOE TTOBEPXHOCTHO-
aKTUBHOE BEIIECTBO, HEOOS3aTEeNbHO BBHIOPAHHOE M3 MOBEPXHOCTHO-aKTHUBHBIX BEIIECTB HAa OCHOBE
copbutana, >KUpHBIX KuUCIOT IIDT mium >KMPHBIX KUCJIOT TIHMLIEPUIa, M IOJOKCAMEPOB, MU HX

KOMOUHALIAY.

26. Kommno3uuus no modomy u3 mm. 1 - 25, nmpudeM KOMIIO3ULHSI JOTIOJHUTEIBHO CONEPIKUT
MOBEPXHOCTHO-aKTUBHOE BEIECTBO C BbICOKUM 3HaueHueM ['JIb, xapakrepusyroiueecs 3HaueHueM ['JIb,
COCTaBJISIFOIIMM IO MeHbined Mepe 10, Hanpumep, Oonbiie yem 20, HEOOsI3aTENbHO MPENCTABIISIONIEEe

o001 aHHOHHOE MOBEPXHOCTHO-aKTUBHOEC BEILICCTBO.

27. Komno3uuus no n. 26, npu4eM NOBEPXHOCTHO-aKTUBHOE BEIECTBO C BHICOKUM 3HAUYECHHUEM
I'JIb BrIOpaHO U3 COJiel SKUPHBIX KUCJIOT M COJIEH JKeTYHBIX KHCJIOT, B YaCTHOCTH, aJIKWICYyJb(dara,

HaNpuMep, HaTpUHaoAenICyIbdara.



28. Komnosuuus no m. 26 uiu 1. 27, B KOTOPOH NOBEPXHOCTHO-aKTUBHOE BELIECTBO C BBICOKUM

3HaueHueM ['JIb npucyTCcTByeT Mo MeHbIIEH Mepe B HEMTPEPBhIBHOH (ase.

29. Komnosunus no modomy u3 nm. 1 -28, mpudyeM KOMIO3ULUS AONOJHUTENBHO COAEPIKUT
BCIIOMOTATeIbHOE BEIECTBO, BHIOPAHHOE M3 CIIEAYIOIIEro. MOBEPXHOCTHO-aKTUBHOE BEIIECTBO,
COMOONIN3aTOp, YCWINTENb IPOHUIAEMOCTH, pPa3pbIXJIUTEIb, WHTHOUTOP  KPUCTAJLIM3ALNY,

monuduxarop pH, ctabunuzaTop uiam uX KOMOUHALSL.

30. Komno3zunust mo odomy u3 . 1 - 29, B KOTOpol 00pasyroIiuii THAPOresb MOJUMEpP WIN
o0pasyromasi rHaporesb MOJUMEPHAs MaTPHLA MPEACTAaBISAET COOOH MM CONEPKUT TMAPOKOJUIOH,

HETNAPOKOJUIOUIHYHO CMOJTY UJIN XUTO3aH.

31. Komno3unwst mo modomy u3 m. 1 - 30, B KOTOpol 00pasyroliuii THAPOresib MOJUMEDP WIH
oOpasyrommasi ruziporeib NOJMMEpHas MaTpULia NMPEACTaBsieT COOOM WM COREPKUT OOpaTHMBIH

THIPOKOJUION]T, HEOOS3aTeIbHO TEPMOOOPATUMBIN 00pa3yIOIINN THAPOTEITH TIOJTUMED.

32. Komnozunwst mo jrodomy u3 . 1 - 30, B KOTOpO# 00pa3yroIiuii THAPOresb MOJUMEpP WIN
oOpasyroinasi THAPOreNb MOJMMEpPHasl MaTpHLA COAEPIKUT WM MPEICTaBIsIeT CoOOW HeOoOpaTHMBbIH

THUAPOKOJIJIOUA.

33. Komno3unwst mo jodomy u3 mm. 1 - 30, B KOTOpol 00pasyroIiuii THAPOresib MOJUMEDP WIH
oOpasyro1mas ruziporeib MOJMMEpHas MaTpulla MpeAcTaBisgeT COOON WM COMNEPXKUT JKeNaTHH, arap,
MOJIMATHIICHIJIMKOJIb, KpaxMaj, Ka3eWH, XHUTO3aH, COeBbIi Oeyiok, Oenok caduopa, ajbrHHATHI,
reJUIAHOBYIO ~ KaMmenb,  KappardHaH, KCAHTAHOBYKO  Kamenb, (DTaJMpPOBAHHBIA  JKEJATHH,
CYKLIMHUPOBAaHHBI  JKeNaTWH,  LeJurosio3adraiar-aleraT,  MacjloCMONy,  IOJMBUHHUIALETAT,
MOJIMMEPU3AThI AKPUJIOBBIX MM METAKPHJIOBBIX CJIOXKHBIX 3(QHUPOB M TOJUBUHHIALETAT-PTaNaTa U
m000e MPOU3BOAHOE JIFOOOTO U3 BBILIENEPEUNCIEHHOTO, UM CMECh OJHOTO MJIM HECKOJNBKHUX TaKHX

00pa3yrOINX THAPOTeNTb NOJHMEPOB.

34. Komnozunwst mo odomy u3 nm. 1 - 30, B KoTOpo# 00pa3yroImuii THAPOresb MOJUMEpP WIN
oOpasyromnasi ruAporeib MOJUMEpHAs MaTpULA NMPENCTaBIsieT cOOO0M MM COREPIKUT THIPOKOJUIOH,

BBIOpaHHBINI M3 KapparvHaHa, jKellaTWHA, arapa M NEeKTHHA MM MX KOMOWHAIMM, HeoOsA3aTeNbHO



BbIOpaHHBIN U3 JKEJaTHHA U arapa Wik UX KOMOWHaLuMHU, Oojiee HeoOs13aTeNIbHO oJiuMep oOpasyroieit

TUAPOTreNb NOJUMEPHONH MaTPULIbI IPEACTaBIsAET COO0M UM COAEPIKUT JKENaTHH.

35. Komnozunwst mo rodomy u3 . 1 - 34, B KOTOpo# 00pasyroIiuii THAPOresb MOJUMEpP WIN
obpasyromasi TUApOreNb NOJIMMEPHAs MAaTpULa JOINOJHUTEIbHO COAEPKAaT IUIACTU(HUKATOP,
HeoOs3aTeIbHO MIaCTU(UKATOP, BHIOPAHHBIM W3 TIHMLEPHHA, MHOTOATOMHOTO CIHPTA, HAIpUMED,

COp6HTa,HOHHBTHH@HFHHKOHﬂIlTpHSTHHHHTpaTaHHHID(CMGCH,BqaCTHOCTH,COp6HT&

36. Komno3zunust mo odomy u3 . 1 - 34, B KOTOpOU 00pa3yroIiuii THAPOresb MOJUMEDP WIN
oOpasyromasi TUIpOreNb  IOJMMEpHAas  MaTpUIa  TNpPencTaBisier CcoOOM WM COHEPIKUT
HETUIPOKOJIJIONIHYIO CMOJY, HeoOs3aTeNIbHO BBIOPAHHYIO W3 MOIEPEYHO-CIIUTOH COJIM allbTMHOBOM

KHCJIOTBIL

37. Komnozunwst mo odomy u3 . 1 - 34, B KOTOpO# 00pa3yroIiuii THAPOresb MOJUMEpP WU

oOpasyro1masi THAPOresb MOJIUMEPHAast MaTPULIA PEACTABISAET COOOH M COAEPIKUT XUTO3aH.

38. Xunkasa kommosuims mo 1. 1, mpuyueM KOMMO3UIUS 00JajmaeT XapaKTepUCTHKaMU
KOMITO3HIIMH, 0OPAa30BAHHON MyTeM CMELINBAHMS IPEIBAPUTEIBLHO MONTYyYEHHONH CMECH BOAHOM (hasbl ¢
MPEABAPUTEIBHO MOJYYEHHOW CMEChI0 MAcJsHON (a3bl, MPUYeM NPEABAPUTENIBHO MOJMYUYEHHAs! CMeCh
BOJHON (ha3bl COAEPKUT 00pas3yrOIIMi T'MApOreNb MOJUMEP, U MPEeABAPUTENIBHO MOJy4YEeHHAs CMeCh
MacIsTHOH (ha3bl CONEPIKUT MACIAHYIO (a3y, B KOTOPOW PacTBOPEH LUKIJIOCHOPHH, U MOBEPXHOCTHO-
aKTUBHOE BEI[ECTBO, HEOOA3aTENbHO CMELINBAHHIE MPEBAPUTENBHO MOJNYYEHHON CMeCH BOAHOH (a3bl

C TIPeBaPUTENILHO TIOJTyUEeHHON CMECHI0 MACJITHON (ha3bl 00pa3yeT IMYyJIbCHIO.

39. Kuakas xomnosuuuss nmo M. 38, mpudYeM KOMIIO3ULMS JOMOJHUTENBHO COAEPKUT
MOBEPXHOCTHO-aKTUBHOE BELIECTBO, XapakTepusyroieecss 3HaueHueM [JIb, cocrtaBisdoomuM Mo

MeHblIel Mepe 10, KoTopoe IPUCYTCTBYET B IPEABAPUTENBHO MOMYYEHHONH CMECH BOIHOMN (a3l

40. Teepnmas kommo3uiust mo JoboMy m3 mm 2 - 39, mpudyeM Kommosunus obnanaer
XapaKTepUCTUKAMU KOMITO3ULIUY, 0Opa30BaHHOHN MyTeM CMELIMBAHUS MPEIBAPUTENBHO IMOJYyYEeHHON
CMeCH BOZHOH (pa3bl ¢ MpeBapUTETBHO MOIy4YEeHHOH CMEChI0 MAacIIsTHOH (ha3el ¢ oOpa3oBaHNEM CMeECH,
NpUYeM NpPEeABAPUTENBHO IOJNy4YEeHHas CMeChb BOAHOH (hasbl COmEp>KUT O0OpasyloINyl T'HIPOreib

MOJIIMEPHYIO0 MATPUIly, U TPEIBAPUTENBLHO MOJIYYEHHAsi CMECh MACISIHOHM (pa3bl COAEPIKUT MACIISTHYIO



¢asy, B KOTOPOH pacTBOPEH LUKIOCIOPHH, Y IIOBEPXHOCTHO-aKTUBHOE BEI[ECTBO, HEOOS3aTEIbHO CMECh
HaxoauTcs B (pOpMe SMYJIbCUH, U TO3BOJISISI CMECH 3aTBEPAEBATh, HEOOS3aTENbHO MPHU 3TOM CMECh

MPOMyCKarOT Y€PE3 OAHOKAHAJIBHOE COILIO MEPEA TEM, KaK el maroT 3aTBEPACTD.

41. Komnozumusi o n. 40, mpudeM KOMITO3HUIMSL JOTIOJHUTENBHO COAEPIKUT MOBEPXHOCTHO-
AKTHUBHOE BEILECTBO, xapakrepusyouieecs 3HadeHueMm 1JIb, cocraBnsmomuM no MeHbiue mepe 10,

KOTOPOE MPUCYTCTBYET B MPEABAPUTEIBHO MOJYYSHHONH CMECH BOJHOM (hasbl.

42. Teepmas komnosuius no modomy u3 nm. 2 - 41, KoTopasi JONOJHUTENBHO COAEPXKHUT IO
MeHblIeH Mepe OfHy OOOJOuUKy, HeoOs3aTeNbHO NHPH 3TOM IO MeEHbIIeH Mepe OfaHa 000IouKa

MPECTaBIISIET COOON BHEIIHIOW 000JI0UKY (BTOPYIO 000JIOUKY ).

43. Teepaast KOMMO3ULIKSA IO M. 42, B KOTOPOIi MO MeHbIIEH Mepe oHa 000I0UKa BBITIOJHEHA C

BO3MOXXHOCTBIO BbICBO60)KI[eHI/I$I LHUKJIOCIIOPUHA IO MEHbIIEH MEPE B TOJICTOM KUIIKE.

44. TBepaas KOMMO3UIMA TO M. 43, KOTOpasi BBIMOJIHEHA C BO3MOXKHOCTBIO BBICBOOOKIEHUS
LIMKJIOCIIOPHHA B MOAB3AOLIHON KHUIIKE W TOJICTON KMINKE WM KOTOpas BBINOJIHEHA C BO3MOKHOCTBIO

BI:ICBO60>KJICHI/I$[ IO CyLIECTBY BCErO HUKJIOCIIOPHUHA B TOJICTOM KHUIIIKE.

45. Teepmast komno3uuusi no jgodomy u3 mm. 42 - 44, B KOTOpOH MO MEHbLIEH Mepe OJHa

obomnouka conepxut pH-He3aBuCUMyrO 000JI0UKY.

46. Teepmas xommosuuusi mo m. 45, B koropoii pH-He3aBHcuMasi 00OJOYKA COAEPIKHUT

OTUIILCIJUTHOJIOZY.

47. Teepnas koMmno3uuus 1o 1. 45 unu 46, B kotopoii pH-He3aBucuMas 000J04YKa CONEPKUT

MOJIIMED, TIOABEPKEHHBIH pa3soskeHHo pepMeHToM(aMi) OakTepuil TOICTON KUIIKH.

48. Teepmast komno3uuus 1o Jobomy u3 mm. 42 - 44, B KOTOPOH MO MeHbIIEH Mepe OmHa

obonouka conepkut pH-3aBUCHMYy0 000JI0UKY.

49. Tepaast koMno3uuus 1o jgobomy u3 mm. 42 - 48, B KOTOPOH MO MeHbIIeH Mepe OfHa

obonouka NPUCYTCTBYET B KOJIMYECTBE, COOTBETCTBYIOLIEM YBCIUMYCHHUIO MACChl KOMIIO3HMIIUU 34 CHCT



obonoukw, cocrasisitouemy 2% - 40%, HeoOs13aTeIbHO YBETUYEHHE MACChl 33 CYET BTOPOM 00O0JIOUYKH
BbIOpPAaHO M3 qUamna3oHa, coctapysiromero: 4% - 30%, 4% - 7%, 7% - 40%, 7% - 30%, 8% - 25%, 8% -
20%, 2% - 25%, 2% - 20%, 4% - 25%, 4% - 20%, 4% - 15%, 4% - 13%, 7% - 15%, 7% - 13%, 8% -
12%, 9% - 12% u 20% - 25%.

50. Teepmas xommosunus no modoMy u3 mm. 42 - 46, mpu4eM KOMITO3HLHNS COREPIKUT IBE

000J104KH, EPBYI0 000JIOUKY U BTOPYIO O00JIOUKY.

51. Teepaast koMno3uLys 1o 1. 50, mpuYeM KOMIO3UIUS COAEPIKUT MEPBYIO 000JIOUKY, KOTOpasi
CONEPKUT WIJIM TPeNCTaBisseT CoOOi BOMOPACTBOPUMBIN MPOCTONM 3(PHUpP IMEJUTOJIO3bl, U BTOPYIO

000JI04Ky, KaK onpenenaeHo B io0oM u3 il 43 - 49,

52. Teepmast koMmo3uLus Mo 1. 51, B KOTOpOH BOAOPACTBOPUMBIM MPOCTOM 3PHUP LEIITFOIO03bI
BBIOpaH U3 JI0OOT0 OHO MM KOMOMHALIMH CIIEAYIOIIEro: MeTHIILEIITI0N03a, THAPOKCHITHIILEIUIOI034,

THAPOKCUITPOMUILNEILIFOJIO3a, THAPOKCUITUIMCTUIILECIIII0JIO3a U THAPOKCHIIPONUIMETHUIILIECILII0JIO3a.

53. Teepnast komno3unus no n. 51 wnu n. 52, B KOTOPOH BOAOPAaCTBOPUMBINH MPOCTOH 3hup

LEJUTIOJIO3BI MPENCTABISIET COOOH THAPOKCUTIPONMIMETHIILIEIUTIOINO3Y .

54. Teepaast koMno3uLMs MO JF0OoMy 13 . 51 - 53, B KOTOPOIi mepBast 000104Ka MPUCYTCTBYET
B KOJHMYECTBE, COOTBETCTBYIOIIEM YBEIMYEHHIO MAacChl KOMIIO3HMLMH 32 CYeT OOO0JIOUKH,

cocrasiisiroiiemy 0,5% - 20%.

55. TBepnas KOMIIO3UIMSA 110 1. 54, B KOTOPOH yBEIMUYEHHE MACCHI 32 CUET MEePBOH 00OIOUKHU
HaXOIUTCS B AMamna3oHe, BeIOpaHHOM u3 creayrommero: 0,5% - 15%; 1% - 15%; 1% - 12%; 1% - 10%,;
1% - 8%; 1% - 6%; 1% - 4%, 2% - 10%; 2% - 8%; 2% - 6%; 2% - 4%, 4% - 8%; 4% - 7%, 5% - 7%, 7%
- 20%; 7% - 16%,; 9% - 20%,; 9% - 16%; 10% - 15%; u 12% - 16%.

56. TBepnas koMno3zuwus 1o rodomMy u3 . 50 - 55, B KOTopoii Bropast 000104Ka HAXOAUTCS Ha

nepBoi 00oJI0UKeE.



57. Teepnast xoMrio3unus 1o Jrodomy u3 mi. 50 - 56, mpu4yeM KOMIIO3UIUS JTONOJIHUTEIHbHO
COZIEP’KUT AOMOJHUTENBHYIO O0OJIOUKY HA HApy>KHOW MOBEPXHOCTH KOMIIO3HMLIMH, MpHUEM 00OJOUKa

MPeCTaBsET COOON PU3UYECKYIO 3ALUTUTHYIO O0O0JIOUKY .

58. TBepaast KOMIO3HIKS 110 JFOOOMY U3 mIl. 2 - 56, KOTOpast HaxonuTCs B hopme MUHUCHEPHI,

HEeo0s3aTeIbHO XapaKTePUIYIOIIEHC s pa3MepOM, COCTaBISIIOIUM 0,5 MM - 5 MM.

59. CoctaB M3 MHOTOUYHCIEHHBIX cep, comepkaluii €TUHHYHYIO JIEKAPCTBEHHYIO (OpMYy,

COZIePIKaIyI0 MHOKECTBO MUHHC(]eps! 1o 1. 58.

60. KonnonaHast KOMOO3ULUsI, COAEP KaIIasi CIeAYIOLIee:

HenpepbIBHAs (asza, comeprKawiasi:

00pa3ymINy0 THUAPOreNb IMOJUMEPHYIO MATPUIly, COAEPIKAIIYIO JKEAaTHH B KOJIMYECTBE,
cocrassiroriem 300 - 700 mr/T;

aucniepcHast (asa, coaepskaas:

LUKJIOCTIOPUH B KOJIMUECTBE, COCTaBIIsiFOIeM He Oonee 200 mr/r; u

CPeOHELeIOUeYHbINA TPUTTTUIIEPU B KOJTHUYECTBE, cocTaisiomemM 20 - 200 mr/T;

Y KOMITO3ULIUS JOTIOJTHUTEIBHO COAEPKUT:

pacTBOpUTENH B KOJIHUECTBE, cocTaisiromem 100 - 250 mr/T;

MOBEPXHOCTHO-aKTUBHOE BEIECTBO, XapakTepusyrineecs 3HadeHueM ['JIb, cocraBisommum He
bonee 8, B kommuecTBe, cocrapisoneM 80 - 200 mr/r; u

AHUOHHOE NOBECPXHOCTHO-AKTHUBHOEC BEIIECTBO B KOJIMYCCTBE, COCTABJIAIOLIEM HE oosee 50 mr/T.

61. Komnozuuus no n. 60, B KOTOPO¥:

o0pazyro1nas rufiporesib NOJUMepHas MaTpHLA JOMOJIHUTENbHO CofepskuT D-copbur,

CpeOHeleNOYeYHbId  TPUIJIMLEPHUT  NPEACTaBIseT  COOOM  KanpUJIOBBIN/KAPUHOBBIN
TPUTTHULIEPUS,

PacTBOPHTEND MPEACTaBIIeT COO0 2-(2-3TOKCHATOKCH )3TaHOI,

MOBEPXHOCTHO-aKTHBHOE BEIECTBO COAEPIKHUT UIIH MPECTABISIET COO0H MOHO- WITH AUTITHLIEPULT
CpeAHe- WM AJUHHOLENOYeYHON KUPHOM KUCIIOTHI WM UX KOMOMHALIMIO, KOTOPBIM HE CONEpPKUT He
npeacraBisieTr  coOOW  MPOCTOM  WMJM  CIOXKHBIA  5QUp  NOJNMATHICHIVIMKONS,  HaIpumep,
TIIMLEepUIIKaNpUIaT, TIIMLEPUIIKATpaT, TIULEPUIIMOHOOEAT, MIIMLEPUIIINOIEAT,

TIIMOCPUHMOHOJIMHOJICAT WU UX KOM6I/IHaLII/I$I, u



AaHMOHHOE ITOBEPXHOCTHO-aKTHBHOE BEIECTBO MpencTasisier codoi SDS.

62. Kommnosuius mo n. 60 wiu 1. 61, B KOTOpOIi HenpepbiBHAsI (ha3a COMEPIKUT:

D-copbur B konuuectse, coctaisiroiieM 30 - 80 mr/t; u

JKEJIATHH B KOJIMYECTBE, cocTanisiroiem 380 - 500 mr/r;

nucnepcHast pasza conepiKur:

LUKJIOCTIOPUH B KOJIMUECTBE, cocTapisiroieM 90 - 140 mr/t; u

KaIpUJIOBBIN/KaIPUHOBBIN TPUTIMLIEPHU B KONUYeCTBe, cocTaBisitoieM 40 - 80 mr/T;

1 KOMIIO3ULIUS TOMIOJTHUTENBHO CONEPIKUT:

2-(2-3TOKCUITOKCH)3TaHOJ B KOJHUeCTBe, cocTapisitoeM 100 - 200 mr/;

MIMLEPUIKAIPUIAT, TJIMLEPUIIKaIpar, [JIMLEPUIMOHOOJIEAT, TIIULEPUIIANOJIEAT,
TJIMLEPUHMOHOIMHONEAT WJIM HX KOMOWHAIMIO, MPENNOYTUTENBHO TJIHIEPUIMOHOONEAT H/WIn
TITULEPUIIINONEaT B KojauuecTse, coctapisiroieM 100 - 150 mr/r; u

SDS B KOIHYECTBE, COCTABIISIONIEM 15 - 50 MI/T.

63. Komnozunwust no modomy u3 . 60 - 62, mpudeM KOMITO3UIHS HAXOAUTCS B GOpMe JKUAKOTO

KoJutonaa Uir TBEPAOro KOJUIoOnaa.

64. Komnosuuus no n. 63, B KOTOPOM KUIAKHI KOJUIOMJ WJIUM TBEPAbIA KOJUIOUA COIEPKUT
HernpepbiBHYIO (a3y u nucnepcHyro ¢asy, npudeM HempepbiBHas ¢asa comepxkut xkemnatuH, SDS u D-
copburt, u nucnepcHas ¢aza COnep>KUT LUKIOCTIOPUH, 2-(2-3TOKCHITOKCH )3TAaHOJ, TIHULEPUIMOHOOIeAT

W/WJIH TIIMLEPUIIINOIEAT U KAPHIIOBBINA/KAIPUHOBBIA TPUTITHLIEPHU.

65. Komnosuiust nmo m. 63, B KOTOPOH XKMIAKUN KOJUIOMJ COIEP>KUT HempephiBHYIO (azy u
AucTiepcHyro (azy, U KOJUIOMJ MOKHO IMOJYYMThb IyTE€M CMELIMBAHUS IMPEABAPUTEbHO MOJTyueHHOMN
CMeCH HenpepbIBHOM (ha3bl C MpeABAPUTENLHO MOTYyUYEeHHON CMEChIO TUCTIEPCHOM (a3bl ¢ 00pa3oBaHNeEM
JKUJKOTO KOJUIOWAA, NMPUYEeM MpPEeABApPUTENIbHO IOJNy4YeHHAs CMeCh HenpepbIBHOH (as3sl comepkut
xkenarus, SDS, D-copbut u Boay, M NpeBapUTEIbHO MOJTYyYeHHAst CMECh JUCTIEPCHON (as3bl COMEPIKUT
LUKJIOCHIOPUH,  2-(2-3TOKCH3TOKCH)3TAHOJ, DIULEPHIMOHOONEAT W/WIM TIULEepUIIuoieaT Hu

KaIpHUJIOBBIN/KaIPUHOBBIN TPUTIHLIEPHI.

66. Komnozumust o m. 63, B KOTOPOH TBEPAbIA KOJUIOMJ COAEPXKUT HENpepbIBHYK (azy u

AUCIICPCHYIO (basy, M KOJUIOUA MOKHO IMOJYYHTb IMyTEM CMEIIMBAHUA MPEABAPUTCIIBHO HOqueHHOﬁ



CMeCH HelnpepbIBHOM (ha3bl C MpeABaPUTENBLHO MOTYyUYEeHHON CMEChIO TUCTIEPCHOI (a3bl ¢ 0Opa3oBaHnEM
JKUJKOTO KOJUIOWAA, MPUYEeM MpPEeABApUTENIbHO IOJNy4YeHHas CMeCh HEeNpepbIBHON (as3bl comepkut
xkenarut, SDS, D-copOut u Boay, U mpeaBapUTEIbHO MOJYYSHHAs! CMECh TUCTIEPCHOH (ha3bl COOEPIKUT
LUKJIOCTIOPUH,  2-(2-3TOKCHATOKCH)3TaHOJ, [NIHLEPUIMOHOONEAT W/WIM TIHLEepPUIIUOoNIeaT W

KaIpUJIOBBIN/KAPUHOBBIA TPUTTIHLEPH], U HHULUHPOBAHUS 3aTBEPACBAHUS SKUAKOTO KOJUIOHA.

67. KoMmnosunus, copepxalas LUKJIOCIOPUH A, MpUYeM IOCie NepOopajbHOrO BBENEHUs
KOMITO3WLIMA YeJIOBEKY COOTHOIIEHHE CpeNHed KOHLIEHTPAILMH MHUKJIOCIOPUHA A K KOHLIEHTPAaLH

MeTabOoJIMTOB LIMKJIOCTIOpHHA A B 00pa3Lie Kajia OT 4eJloBeKa cocTapiisieT Oobiie yem 12:1.

68. Komno3uuust no n. 67, npudeM COOTHOLIEHHE CpelHeN KOHLIEHTPALMU LIUKIIOCIIOpHUHA A K
KOHLICHTPAIK1 MeTaOOIUTOB LIUKJIOCTIOpHHA A B 00pasLie Kaja BEIOPaHO U3 CIEAYIOIEro: 0OJbIIe 4eM

19:1; 6omnpine yem 24:1; 6onbiue ueM 31:1 u Oompine uem 50:1.

69. Komno3unus no 0. 67, npudeM COOTHOLICHHE CPeIHEeN KOHLUEHTPALUH LUKIOCIOpUHa A K
KOHIIEHTPAIIMK MeTabOJIMTOB LIUKJIOCTOprHAa A B oOpasiie kana BeiOpaHo u3 cienyromiero: ot 20:1 o

30:1; or 20:1 no 35:1; ot 20:1 10 40:1; ot 20:1 g0 60:1; o1 30:1 70 50:1 1 o1 20:1 70 100:1

70. Komno3uuus no mn. 67, npudeM COOTHOLIEHHE CpelHeN KOHLIEHTPALUU LIUKIIOCIIOpUHA A K
KOHLIEHTPAIMK MeTabOJIMTOB IUKIIOCTIOpHUHA A B 00Opaslie Kajia BbIOpaHo u3 cienyrolero: ot 12,5:1 no
90:1; 01 13:1 1085:1; 01 15:1 10 85:1; 01 16:1 10 85:1; 0T720:1 10 83:1 M 0T 65:1 10 79:1; HEOOsI3aTENBLHO

IIPU 3TOM COOTHOILIEHHE COCTABIISIET MPUOIU3UTENbHO 76:1.

71. Komnosuuwus no mobdomy u3 mi. 67 - 70, mpudyem obpaser kaja codpan uepes 12 - 28 yacos

OCJIC IEPOPAJIbHOTO BBEACHUA OHHOKpaTHOﬁ JA03bI KOMIIO3HUIIUU YCJIOBCKY.

72. Komnozunusi no jrodomy u3 om. 67 - 71, npudyem obpasen kaima codpan depe3 4 - 6 4acoB
MOCJIC IEPOPAJIbHOTO BBEACHUA HOCHGHHeﬁ AO03bI COI'TIACHO CXEMCE IMPUEMa KOMITIO3HUIHUH, IIPUICM CXEMa
npueMa npeayCcmMarpuBacT repopajbHOC BBEACHUE OAUH UJIU Ba pa3a B IC€Hb KOMIIO3ULIUHU YCJIOBEKY B
TE€YeHUE CeMH JHeH; HeoOsI3aTeNIbHO MPU 3TOM CXeMa MpHeMa MpeayCMaTPUBAET BBEICHUE OIHMH pa3 B

JIeHb KOMITO3WLIUH, COAEp KalIei 75 Mr LIMKJIOCTIOPHUHA A B TEUEHHUE CEMH JTHEH.



73. Komnosuuus mno jgobomy w3 mm. 67 - 72, mpudeM KOHIIEHTpauus MeTabOoJUTOB

2

LUKJIOCTIOpUHA A B o0pasie Kajia NpeacTaBisieT co0Oi OOLIyI KOHLEHTPALUI0 METabOJHTOB

mukociopuaa AM4N u AM9 B oOpasue kana.

74. Kommnosuuusi no mobomy w3 mm 67 - 72, mpudeM KOHIEHTpauus MeTaboyinTOB
LUKJIOCTIOpUHa A B o0pasile Kkaja MpeacTaBjsieT Co0Oi OOLIyH KOHLEHTPALUID MeTabOoJHTOB

nuknocnopuda AM1, AM4N u AM9 B obpasue kana.

75. Kommnosunus no mrobomy u3 . 67 - 74, npudeM KOMIO3HULIUS BHICBOOOXKIAET IUKIOCIIOPUH

A B comoOMIM3UPOBaHHON (hopMe, eCITi KOMITO3UIUS TOMEIIEHA B BOIHYIO CPENY PACTBOPEHUSL.

76. Kommnosuuus mo grodomy u3 nm. 67 - 75, npudeM KOMIO3ULUA COAEPIKUT LUKIOCTIOPUH A,
PACTBOPEHHBIH WJIM JUCTIEPTUPOBAHHBIA B JUMO(GUIBHOM BEIIECTBE, HAIpPUMeEp, JHIIOPIIBHOM
BEIIECTBE C TEMIIePaTypoH IJIABJICHUS B TUANa30He, cocTaiisiroeM 30 - 60°C, HeoOs3aTeNIbHO KUPHOU
KHCJIOTE, CJIOKHOM 3(upe *KUPHOH KHUCIOTHI WM BOCKE C TEMIEpaTypoil MiaBlieHHs B AMAINAa30HE,

cocrasisirorem 30 - 60°C.

77. Komnozuuus 1o jgrodomMy u3 . 67 - 76, mpudeM KOMIIO3HULIHS COAEPKUT LIUKJIOCTIOPUH A,
PaACTBOPEHHBIN B MaCIsTHOW (ha3e; HeoOsI3aTeIbHO TIPU 3TOM MacJsiHast (a3a MpeAcTaBisieT coOoM min

CONEPKUT MaclsiHY O a3y, Kak onpeaeneHo B odom u3 mi. 12 - 19.

78. Komnozunust o modomy u3 ni. 67 - 77, npudeM KOMIIO3ULMS COEPKUT MTOBEPXHOCTHO-

AKTHBHOC BCIICCTBO.

79. Komnozunus 1o 1. 78, mpudeM MoBEPXHOCTHO-AKTHBHOE BEIIECTBO MPECTABIISAET COOOH HIIN

COJZIEP>KUT MIOBEPXHOCTHO-aKTUBHOE BEIIECTBO, KaK OnpeneieHo B irobom u3 mm. 1 - 11.

80. Komnozumusi o modomy u3 mm. 67 - 79, npudeM KOMITO3UIUS COAEPKUT LIUKJIOCIIOPHUH A,

PaCTBOPEHHBII WK AUCTIEPrUPOBAHHBIN B MAaTEPHAJIE MATPULIBL.

81. Komnosunust no smobomy u3 nm. 67 - 80, mpuueM KOMIIO3HMLUS MPENCTaBIsieT CoOOH

KOMITO3UIIHIO0 MOAU(PHULIPOBAHHOTO BEICBOOOKACHUS.



82. Komnosunust no mobomy u3 nm. 67 - 74, npudeM KOMITO3ULHS MPEACTaBisieT coOol miu

COZIEP>KUT KOMITO3HMLIMIO 10 JIFoOomy 13 mil. 1 - 63.

83. Komnosuuus no mobomy u3 nm. 1 - 82, mpuyueM KOMINO3ULHA OOECIIEYUBAET CpeaHee
3HaueHrne AUCo-inf IMKJIOCTIOPHHA A B LIEJBHON KPOBH, COCTaBIsIOLIEe OT mpubmusuteapbHo 140 mo
npubnusurensHo 420 Hr.u/mi, HanmpuMmep, oT npuonusutensHo 150 no npudmusurensHo 300 Hr.u/mi
[OCJIE MEPOPAIBLHOIO BBEACHHUS KOMIIO3ULMM B BUAE OMHOKPAaTHOM O3Bl copepxkamen 75 Mmr
LUKJIOCTIOpHHA A 4enoBeky Harowmak, min 3HaueHue AUCo.inf, TPSIMO MPONOPLIHOHATBHOE YKA3aHHOMY,

JUIsT OOIIEH M03bI, OTIIMUHOM OT 75 Mr.

84. Komnozunwst o srobomy u3 . 1 - 82, npudem kommnosunus odecrieurnsaeT 3HaueHHE Cmax
LUKJIOCTIOPUHA A, COCTaBISIFOLIEEe OT MPUONMM3UTENBHO 15 no mpubmmsurensHO 60 HI/MII, Hampumep,
npubnuzuteabHo 20 - 50 HI/MJT IOCIe MepopaibHOTO BBEAESHUS KOMITO3ULIMH B BUJIE OJJHOKPATHOMU JIO3HI,
cojepxkaiied 75 Mr LUKJIOCIIOPUHA A 4YeloBeKy Haromak, wid 3HadeHue Cpax, MOpSIMO

MPOMOPIMOHATBHOE YKA3aHHOMY, JIJIsl OOIIEH T03bI, OTJIHUYHOMN OT 75 Mr.

85. Komnoszuius no mobomy u3 nm. 1 - 84, mpuueMm Bpewmsl, 3aTpadeHHOE HA IOCTHXKEHUE
MaKCHMAaJIbHOW KOHIIEHTPAIlMH LUKJIOCIIOPHHA A B LEJNBHOH KPOBHU IIOCJE HEPOPAIBHOIO BBEACHUS
OIHOKpaTHOH 71036l KOMITO3UIMH (Tmax), COCTaBNIAET OT MPUOIM3UTENBHO 3 YaCOB 10 MPUOIH3UTEIHLHO
10 ygacoB, HeoOs3aTeNBHO OT NMPUONU3HUTENBHO 4 10 mpubnu3uTeabHo 10 4acoB, HEOOS3aTENBHO OT
OpUOMM3UTENPHO 5 [0 NpUONM3UTENHHO 6 YacOB, HANpUMep, NPUONUZUTEIBHO S5 YaCOB WU

NMpUOTU3UTENBHO 5,5 Yacos.

86. Kommosuuumss mo mobomy w3z nm. 1 - 85, mpuuem abcomoTHas OHOTOCTYMHOCTh
LUKJIOCTIOpUHA A TOCjie MepOopajbHOTO BBEAEHHs KOMIIO3MLIUHM COCTaBiseT MeHblle ueM 15%,
Harpumep, MeHbIne yeM 10%; HeoOs13aTenbHO Py STOM abCO0THAsE OOAOCTYMTHOCTH cocTassieT 0,5%

- 15%, cooTtBercTBeHHO, 1% - 10%.

87. Komnosunus mo mobomy u3 nm. 1 - 86, mpudeM KOMIO3ULHS BBICBOOOKIA€T MEHbILIE YeM
15% (nampumep, 0 - 10%) uuknocniopuna A yepes 2 yaca; BoicBoOokaaer 10% - 40% (manpumep, 10%
- 35% wmu, coorBercTBeHHO, 15% - 35%) nmknocnopuHa A depe3 4 4Yaca, W BBICBOOOXKIAET
npubnusurensHo 30% - 70% (nanpumep, 40% - 70%) unknocnopuHa A ot 4 yacos no 12 vacos, npu

U3MEPEHUU B JBYXCTAAUNHOM HCIBITAHUU HA PacTBOPEHME C HUCMONb30oBaHueM annapata Il cormacHo



®apmaxonee CIIIA co CKOpOCTBIO BpallleHHs JIOMAcTel, cocTaBisromeii 75 o6/MuH, U TeMiepaTypoi
Cpenbl pacTBOpeHus, cocTasisoLiel 37°C; npuyuem i NepBbIX 2 YacoB HCIBITAHUS HAa PACTBOPEHUE
cpema pactBopeHus npeacrasisier codor 750 mu 0,1 v HCI, a yepe3 2 yaca k cpeme pacTBOpeHUs
nobasnsroT 250 Mt 0,2 M tpexocHoBHOTO (hocdara Hatpus, conepxatnero 2% SDS, u pH nosonar no

pH 6.8

88. Komnosunus no mobomy u3 . 1 - 87, mpuuem KOMIO3ULMS 00eCTIeBaeT KOHLEHTPALIUIO
LIUKJIOCTIOPUHA A B TKaHHM TOJICTOM KHIIKH, COCTAaBJISIOMIYIO 1O MeHblied mepe 400 HI/r mocne
MEePOPaNIbHOTO BBEJEHHSI KOMITO3UIIMU YeJIOBEKY, HeoOs3aTeIbHO PH 5TOM KOMITO3ULIUS 0OecieunBaeT
KOHLIEHTPALMIO I[UKJIOCTIOPHHA A, cocTaBisroulyo npudmmsurenbHo 400 Hr/t - 6000 HI/r, Hapumep,

500 - 5000 ur/r, 600 - 4000 ur/r wiu 600 - 2000 HI/T.

89. Komnozumusi o n. 88, mpudem oOmmasi exeqHEBHAs 1032 LIUKIOCIOPHHA A, BBOAHMAs
YeJIOBEKY, HaXOAUTCsl B Auamna3oHe, cocrasisromeM or 20 mr po 500 mr; Hanmpumep, IpU 3TOM
KOMIIO3ULIUIO BBOASIT B BHUJE €AWHUYHON O3UPOBKH, cocTaBisomei 37,5 mr, 75 mr uam 150 mr

LUKJIOCTIOPHHA A OIWH, 1Ba WJIK TPU pa3a B JAEHb.

90. Kommosnuusi, coaepkaliasi UKJIOCTIOPUH A U MOBEPXHOCTHO-aKTUBHOE BELIECTBO, MPUYEM
NOBEPXHOCTHO-AKTUBHOC BCLICCTBO COACPIKUT WK NPCACTABIIACT CO6OI\/'I MOHO- WJIKM AUTIIHULCPUI
CPEIHEeNOUYeYHON WM JUIMHHOLEMIOYEYHOHN JKUPHON KUCIOThI WM UX KOMOMHALIMIO U HE CONEPIKUT
WIM He TpeAcTaBiser coOOil NPOCTOW WM CIOXKHBIA 3()HUpP MOJUSTWICHITIMKONS, H INpHYEM
MOBEPXHOCTHO-aKTUBHOE BEIECTBO MPUCYTCTBYET B KOJIMUECTBE, COCTABJISIFOLIEM IO MEHbLIEH Mepe 6%
MO0 Macce KOMIIO3HMIUH, MPHYeM KOMIIO3HMIUS JOMOJHUTENIBPHO COAEPKUT MACISHYIO a3y, Kak

ompenenaeHo B io0oM u3 m. 12 - 19,

91. Komnoszumws nmo n.90, B KOTOPOH LIUKJIOCIOPHH A YaCTUYHO WJIM MOJHOCTBIO PACTBOPEH B

KOMITIO3HILINH.

92. Komnozuuwust no 1. 90, copgepskatuasi:

(1) 10 - 60 yacreli HUKIOCTIOPUHA A;

(1) 5 - 40 wyacreéi TpuUrIHMLEpUAA CpPEOHELETIOYEYHOH JKUPHOH KHUCIOTBL, HaIpHMep,
KaIpUJIOBOr0/KallpPUHOBOTO TPUIIIULIEPU/IA,

(1i1) 10 - 50 gyacTeit MOBEPXHOCTHO-AKTHBHOTO BEINECTBA; U



(1v) 0 - 60 gacreii pacTBOpUTENS,
MPUYEM BCE YACTH MPENCTABISIOT COOOM HacTH 1Mo mMacce, U cymma 4acreii (1) + (i) + (iit) + (iv)

=100.

93. Kommno3uuus no yrodomy u3 . 90 - 92, B KOTOpOH NMOBEPXHOCTHO-aKTUBHOE BEIIECTBO
NpeAcTaBisieT coO0i WK COAEePIKUT MOBEPXHOCTHO-aKTHBHOE BEIECTBO, KaK ONpeNesieHO B F0OOM 13

. 5-11.

94. Komnozuuwus no n. 90, congep:katuasi:

(1) 10 - 40 gacreit qUKIOCTIOpUHA A;

(i) S - 25 9yacrefi  TpUrIMUEpUAa  CPENHELENOYEeYHOH  JKUPHOH  KHUCJIOTBI,
KaIpHJIOBOTO/KAIPHHOBOTO TPUTITHLEPHA;

(iii) 15 - 30 yacreli TOBEPXHOCTHO-aKTHBHOTO BEIECTBA; U

(1v) 10 - 60 yacreii pacrBoputens (Hanpumep, 2-(2-5TOKCHITOKCH )3TaHOINA);

MPUYEM BCE YaCTU MPENCTABISIOT COO0M HacTH 1Mo mMacce, 1 cymma 4acrei (1) + (i) + (ii1) + (1v)
= 100;

Heo0s3aTeNIbHO P 3TOM ITOBEPXHOCTHO-AKTUBHOE BELIECTBO BHIOPAHO M3 IIIMLIEPUIIKATIPUIIATA,
TIHLepUIIKanpara, MIHLIepIIMOHOOIeaTa, MINIEePIIANoNIeaTa W TIHLEPUHMOHOJIMHONeATa WIH HX

KOMOMWHALINAY.

95. Komnosunust o mobomy u3 mi. 1 - 94, nononHuTensHO conepskamasi nHruoutop P450 nm

uHruburtop PgP, nnu nx xoMOuHaIMo.

96. Cmoco0® monyueHHss KOMIIO3UIMH, IpHYeM CIOcod MpeaycMaTpuBaeT CMeEIINBaHHe
MacJIsTHOU (ha3bl ¢ BOAHOM (ha3ol, comeprkalneii 00pasyromui THAPOreNb MOJUMEp, TPUYEeM MacisTHas
daza CcomepKUT LMUKJIOCTIOPHH B PACTBOpPE M COMAEPXKUT MOBEPXHOCTHO-aKTHBHOE BELIECTBO,
colepikallee WM TMPEACTaBlsitoliee COOOH MOHO- WM JUIHLEPUA  CPEOHELENOYeYHON WM
):[J'[I/IHHOL[el'[OLIe‘{HOf/i )KPIpHOfI KHCJIIOTBI HWJIN HUX KOM6I/IHaLII/II-O n HE CoAcpXKalee WU HE

npeacrassioniee coboii MPOCTON MITH CIIOXKHBINA 3(UpP MONMS THIEHTJINKOJIS.

97. Cnocob no . 96, pu KOTOPOM MACISTHYIO (ha3y ¥ BOAHYIO a3y CMEIINBAIOT B COOTHOIIEHHU

MacJistHOH (pasbl kK BOmHOM (hase, cocrasisiromem ot 1:2 go 1:12.



98. Criocob no . 96 umu 1. 97, pu KOTOPOM CMeIIMBaHUe MaclsTHOH (as3bl ¢ BOIHON (a3oi

00pa3yeT 3MyJIbCHUIO.

99. Cnoco0 no modomy u3 nm. 96 - 98, mpu KOTOPOM €rtocod TOMOIHUTENBHO NPEeNyCMaTPUBAET

HWHULUHUPOBAHUEC 3aTBCPACBAHUA OMYJIbCUH.

100. Komno3zuuus no nodomy u3 mi. 1 - 95 11 npuMeHeHus! B JIEUeHUH COCTOSIHUSA.

101. Komnosunust 1t npuMeHeHust no 1. 100, mpuuem cOCTOsIHME MpeAcTaBiseT coOoi

COCTOAHHUEC KEJIY JOUHO-KHUIIECYHOI'O TPaKTa.

102. Komno3uuus 1yt npuMeHeHus no 1. 101, npudeM cocTosiHue BBIOPAHO U3 CIEAYIOLIEro:
BOCHAJIUTENIbHOE 3a00JeBaHNE KHUIIEYHHKA, OOJNE3Hb Pa3[pa’keHHOrO KUIIe4HuKa, Oone3Hp KpoHa,
HGCHGL{I/I(I)I/I‘{GCKI/II\/'I SI3BEHHBIN KOJIUT, LUCJIUAKUsA, PCAKLUA «TPAHCIUIAHTAT MPOTHUB XO3sHUHA», PCAKLIUA
«TPAHCILIAHTAT MPOTUB XO35IMHA» KEJIyAOYHO-KULIEYHOTO TPAKTa, TACTPOSHTEPUT, NyOACHUT, CFOHUT,
WJIEUT, IENITUYeCKas s13Ba, BOCIAJICHNE MIIC0aHATIbHOTO KapMaHa, Tpodudeckas octpas si3Ba Kypnunra,
anMeHANLUT, KOJIHUT, ICeBIOMEMOPAHO3HBIN KOJIUT, AUBEPTUKYIIE3, TUBEPTHKYJINUT, MUKPOCKOITHUECKHUH
KOJIUT, KOJIJIAT€HO3HBIH KOJIUT, JTUM(POLUTAPHBIN KOJUT, KAPIMHOMA U aJA€HOKAPLUHOMA TOJCTOH H
NpPSIMON  KHIIKH, TSDKENAs MHACTEHHs], 513Ba JKEJyAKa, MPOKTUT, BOCHAJIEHHE CJIIM3HCTOH OOOJIOUKH,
CBSI3aHHBIM C XUMHOTEpAIUed SHTEPUT, CBSI3AHHBIM C OOJy4EeHHUEM SHTEPHUT, CHHAPOM YKOPOUEHHOM
TOHKON KWIIKW WA XPOHUYECCKAA Auapes, SHAOMECTPUO3, TAKHUE€ BOCIAJWTECIbHBIC HAPYLICHUsS, KakK
BOCIIAJIEHHE B OTKIIFOUEHHOHN KUIIKe, NIIEMUYECKUH KOIUT, MHPEKLIUOHHBIN KOJIUT, XUMUYECKUN KOJIUT,
MOJIHUEHOCHBIN KOJIUT, ayTUUECKHUN SHTEPOKOJIUT, HEONPEAEICHHBIN KOJIUT, CFOHOMJIEUT, HETUITMYHbBIN
KOJINT, MOJHUEHOCHBIN KOJIUT, aYTI/I"ICCKI/Iﬁ OHTCPOKOJINT, Heonpe):[eneHan‘/'I KOJIUT, CHOHOUJICUT,
WJIEOKOJIUT WM TPaHyJOMATO3HBIM KONUT, NMPOQUIAKTUKA OTTOPKEHUs IOCNEe TPAaHCIUIAHTALUU
KOCTHOT'O MO3ra, IICOpHa3, aTOMNYECKUH JepMaTUT, PeBMAaTOUIHbII apTPHUT, HEQPOTUUECKUIT CHHIPOM,
NEPBUYHBIA CKJIEPO3UPYIOLIUN XOJIAHTUT, CEMEWHBbIA aJ€HOMATO3HbIM IOJIMIIO3 WM MepUaHalbHAast

Oone3np Kpona, BkirOUasi B cebsi mepuaHaIbHY0 QUCTYIL

103. Kommnosuumst o mobdomy u3 mm. 90 - 95 nng npuMeHeHus B JICYEHHH COCTOSHUS,

nopakaroero TOJCTYHO KUIIKY, MPUYEM KOMITIO3UIIUIO HAHOCAT MECTHO Ha TOJICTYHO KHUIIKY.



104. Komnosunus 1yt mpuMeHeHust 1o 1. 103, mpudeM cocTosiHue BBIOPAHO M3 CIEAYIOLIEro:
BOCIAJMUTENIbHOE 3a00/eBaHUe KHUIIEYHHKA, OONE3Hb Pa3[pakeHHOro KuiledHuka, Ooje3Hbp Kpona,
Hecneun(bnqecxnﬁ SI3BEHHBIN KOJIUT, p€aKUusa «TPaHCILJIAHTAT IMIPOTHB XO3sUHaA» TOJICTOU KHWIIKH,
KOJIUT, TICE€BAOMEMOPAHO3HBIH KOJIMT, AWBEPTUKYJE3, IUBEPTUKYJHT, KOJJIAreHO3HBI KOJNUT H

KapLUHOMA U aJ€HOKAPLIMHOMA TOJICTOW U MPSMOU KUIITKH.

105. Komnosuuusa nnd npuMeHeHus no m. 103 wim n. 104, mpudemM KOMITO3UIIUIO BBOISIT

PEKTAJIBHO, HAIIPUMEDP, B BUAC KIIU3Mbl WX CYIIIIO3UTOPHA.

106. Cniocob neueHust COCTOSTHUS, MPUYEM CIIoco0 MpeIyCMaTpUBaeT BBEIEHNE KOMIIO3UIUH 1O

nm. 1 -95.

107. Cnioco6 mo m. 106, mpu KOTOPOM COCTOSTHHE TMPEACTABISIET COOOM COCTOSHUE ey JOUHO-

KHUIICYHOI'O TPpaKTa.

108. Cnocob mo . 106, mpu KOTOPOM COCTOSTHHE BBIOPAHO M3 CIENYIOLIEro: BOCTIAJIHTEIbHOE
3a0oneBaHye KULIEYHHUKA, OOJE€3Hb pa3ApakeHHOro KMIIeYHMKa, Oojne3Hb Kpona, Hecrenuduueckuii
SA3BEHHBIN KOJNT, LEJIUAKUs, PeakLus «TPAHCIIAHTAT MPOTUB XO35MHA», PEaKLMsl «TPAHCIUIAHTAT
INPOTUB XO3MHA» JKEIYJOYHO-KULIEYHOIO TPaKTa, TaCTPO3HTEPUT, OYOHNEHUT, EHOHHT, WIIEUT,
NenTuyeckas s3Ba, BOCMAJEHHE HJIEOAHAJIbHOrO kapMmaHa, Tpodudeckas octpas sizBa Kypnunra,
ANIMEeHANLUT, KOJIHT, ICEeBIOMEMOPAHO3HBIN KOJIUT, AUBEPTHUKYJIE3, TUBEPTHKYJIUT, MUKPOCKOITHYECKHUH
KOJIUT, KOJIJIAT€HO3HBIN KOJNUT, TUM(OLUTAPHBINA KOJHT, KaplIMHOMAa U aJ€HOKApILMHOMAa TOJCTOH U
NpPsSMOM KHIIKH, TsDKENas MUACTEHHs, si3Ba JKEJyJKa, MPOKTUT, BOCHAJCHHE CIM3HCTOW OOOJIOUKH,
CBSI3AHHBIN C XUMHOTEPANUEl SHTEPUT, CBS3AHHBIA C OOJYYEHHEM SHTEPUT, CUHAPOM YKOPOUEHHOU
TOHKOM KUUIIKH WJIM XPOHWYECKas AHapes, SHAOMETPHO3, TaKHe BOCHAJIUTENIbHbIE HAPyLIEHUs, KaKk
BOCTMAJICHHE B OTKJIFOUEHHOMW KHUIIIKE, MIIEMHUUECKUN KOJUT, MH(EKIIMOHHBIN KOJHUT, XAMHUUECKUH KOJIHT,
MOJHUEHOCHBIN KOJIUT, ayTUYECKUI SHTEPOKOUT, HEONIPENEIEHHBIN KOJIUT, EFOHOMJIEUT, HETUITUYHbIN
KOJIUT, MOJIHUEHOCHBIH KOJIUT, AyTHYECKHIl 3HTEPOKOJIMT, HEONPEACNEHHBIN KOJHUT, E€HOHOWJIEHT,
WICOKOJIUT WM TPAHyJOMATO3HBIH KONUT, NPOQUIAKTHKA OTTOPXKEHMs IIOCNE TPAHCIUIAHTALNH
KOCTHOT'O MO3T4a, TICOpPHa3, aTOMMYECKUI 1ePMATUT, PEBMATOUIHBINA apTPUT, HEPPOTUIECKHUI CHUHPOM,
NEPBUYHBIA CKJIEPO3UPYIOLIUI XOJIAHTUT, CEMEWHBIN aJ€HOMATO3HBIM IMOJIMIO3 WM MepUaHaibHas

6one3np Kpona, Bkirouast B cebs nepruaHaIbHY0 QUCTYIL



109. ®dapmaneBTUUECKUI COCTAB, COAEPIKALINI KOMIO3ULUIO o mi. 1 - 95.

110. IIpuMeHeHnEe MOBEPXHOCTHO-aKTUBHOI'O BEIECTBA, COAEPIKALIErO WU MPEACTABIISIOLIErO
co0ol MOHO- WJIM AMMIIHLEPU CPEAHELIENIOYEYHON TN ATMHHOLIENIOYEYHOMN )KUPHOI KUCIOTHI WIIH UX
KOMOWHAINIO, B KAa4eCTBE 3MYJbraTopa A 3MYJIbCHH MACJIO-B-BOZE, COMEpIKallel PacTBOPEHHBIH
LIUKJIOCTIOPHH, TPHYEM MOBEPXHOCTHO-aKTUBHOE BEIIECTBO HE CONEPIKHUT MU HE MpeNCcTaBisieT coboit

MIPOCTOM MU CIIOXKHBIH 3GUP NOTUITUIEHIJIUKOIIS.

111. IIpumMeHeHne NOBEPXHOCTHO-aKTUBHOIO BEILECTBA, COAEPIKALIErO WU MPEACTABIISIOLIErO
c000#t MOHO- WJTH TUTTTULEPU]] CPEIHELIETTOYeYHON UM TJTMHHOLETIOYEYHON KUPHON KHUCIOThI MM X
KOMOWHALIMIO, IJisi MHTHOWPOBAHUS KPUCTAJUIM3ALMK LUKJIOCTIOPHHA M3 PACTBOpa LUKJIOCIOPUHA B
MacJIsTHON (pa3e, MPUCYTCTBYIOIIEH B 3MYJbCHH MAaCJO-B-BOAE, MPUYEM IMOBEPXHOCTHO-AaKTUBHOE

BEIIECTBO HE COAEPIKUT WJIH HE PEACTABISIET COOON MPOCTOM MITH CIIOKHBIH 3(pUp MOTHI THICHTTUKOJIS.

112. Tlpumenenne no . 111, mpu KOTOPOM KPUCTAIUTM3ALMIO LIUKJIOCIIOPHHA UHTUOUPYIOT B

TE4YeHHe 10 MeHblIel Mepe 1 "aca mocie oOpa3oBaHMs HIMYJIbCUH MACIIO-B-BOJE.

113. Ilpumenenue mo jrobomy u3 mm. 110 - 112, mpu KOTOPOM MOBEPXHOCTHO-AaKTHBHOE
BEIECTBO IPEACTaBIsIeT COOOM WM COAEP)KUT MOBEPXHOCTHO-aKTHBHOE BEIIECTBO, BbIOpaHHOE W3
CIENYIOLLErO:

MIUOCPUIMOHOKAINpAaT, CNHUHOCPUIIAUKAIIPAT, [NIMOCPUIMOHOKANIPUIIAT, TIULHECPUIIAUKAIIPUIIAT,
TJIMLIEPUJIKAIpaT, TIIMLEPUIMOHOKATIPUIAT/Karpar, TIIMLEPUITKATPUIIaT/ KanpaT
TIHLEePWINKAIPUIAT/KanpaT, TIIHLEePUIMOHOOJIeAT/ AUOJIeaT, MINLEPHUIMOHOOeAT, TITHLEPUITIUONeaT,
[IIMLEPUIIMOHOCTEApAT, TIIULEepUIIIUCTeapar, TIIMLEPUIMOHONAIBMUTOCTEAPAT,
MIHLEePUIANNIAIBMUTOCTEApAT, MINLEPUIMOHOOETeHaT, MNLepuIAnOereHar, rULEepUIMOHOINHONEAT,
TINLIEPUHMOHOJIMHOJIEAT, TIIULEPUIIIAINHONEAT, MOJIUTTTULEPUIIINOIIEAT,

MPONWJICHITIMKOJIBMOHOI€NITAHOAT, MOJIUTTIMUEPUHANONIEAT U UX KOM6I/IHaI_II/I$[.

114. Ilpumenenue no n. 113, mpu KOTOPOM MOBEPXHOCTHO-aKTHBHOE BEIECTBO BHIOPAHO U3
CJIEYIOLIEro: MINLEePUIMOHOKANPUIAT/KanpaT, MNIHMLEPUIAUKAIPUIAT/KanpaT, [NIMLEPUIMOHOOIeaT,
[INLIEPUHMOHOJINHOJIEAT, TINLEPUIAHONEAT, IINLEPUIMOHOCTEAPAT, TIMLEPUIITUCTEApaT,

CIIMOEPUIMOHONIAJIBMUTOCTEAPAT, MIIUUEPUIANNIATIBMUATOCTECAPAT, FJII/IL[epI/IHMOHO6eFeHaT,



FJ'II/ILIepI/IJ'II[I/I6eFeHaT, MIIMLOEPUTIMOHOJIMHOJICAT, TNIUHCPUITAUINHOJCAT, MOJUTTIMICPUIIANOTICEAT U HUX

KOMOMHAIHS.

115. Tlpumenenue no modomy u3 mm. 110 - 112, mpu KOTOPOM NOBEPXHOCTHO-aKTHBHOE
BEIECTBO IPEACTABISIET COOOH HMIIM CONEPKHUT MOBEPXHOCTHO-aKTHBHOE BEIECTBO, BHIOPAHHOE M3
cnenyromero: ruuepwikanpuiar/kanpatr (Capmul MCM), rnuuepunmonooneat/auonear (Capmul

GMO-50), rmuuepuaMoHouHOJeat (Maisine 35-1) u ux koMOMHALIKS.

116. Tlpumenenne no modomy u3 mm. 110 - 112, mpu KOTOPOM MOBEPXHOCTHO-aKTHBHOE
BELIECTBO  IPEACTaBIsieT COOOH WM COAEPXKHUT  INIMIEPUNKANpPUIAT,  TIHLEPUIIKAIpaT,

TIIUOCPUTIMOHOOJIEAT, INIMUECPUIIANOJICAT, INMTUIECPUHMOHOJIMHOJICAT WU UX KOM6I/IHaLII/IIO.

117. Tlpumenenue mo nrobomy u3 mm. 110 - 112, mpu KOTOPOM MOBEPXHOCTHO-aKTHBHOE
BELLECTBO XapaKTePU3yEeTCs PACTBOPUMOCTBIO LIMKJIOCIIOPUHA, COCTaBIsAOLIEH o MeHblIeld Mepe 200

MI/T.
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