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OAPMALIEBTUYECKHWE KOMITIO3UIIMHY HUMECYJIMJA JJIAA MECTHOI'O
HAHECEHUA
OO6nacTh TEXHUKH, K KOTOPOH OTHOCHUTCS 3asBKa

JaHHAs 3asBKa OTHOCUTCS K TONMUYECKOHW (T. €. TNpeIHA3HAYeHHOW Al MEeCTHOTO

HaHeceHUs1) (papMameBTUYECKOH KOMIO3MLIMK HHUMECYJIuaa WiH ero (papManeBTHYeCKU

npuemiieMbIx cojieil. OHa Takke OTHOCHUTCS K CIocoOy JiedeHHs y TalueHTa 3a00JeBaHMUI,

CBSI3aHHBIX C OOJBIO W/WJIM BOCMAJEHHEM CYCTaBOB, IYTEM HAHECEHHsI TaKUX TOMHYECKUX
bapMareBTHUECKUX KOMIIO3ULIUI HUMECYIHA.

IIpennocbuiku n300peTeHus
Humecynun UMeEET XUMHUYECKOE Ha3BaHUE N-(4-auTpo-2-

(beHokcupeHNT)MEeTAHCYIb(OHAMHUT, U €r0 MPEACTABIISAET CIeayomas Gopmyia

NH

o:$=o

CHs

Huwmecynun sBnsercs cenexktuBHbIM — uHruOutopoMm COX-2 u  oTHOCHTCA K
HECTEPOUIAHOMY TNPOTHBOBOCIIAIUTENBHOMY JieKapcTBeHHOMY cpenctBy (NSAID), kotopoe ¢
HEKOTOPBIX MOP XOPOIIO U3BECTHO U KOTOpoe objamaeT 00e300IMBAOIINM, SKaPOTOHMKAIOIIAM
U TPOTHBOBOCTIAUTENBHBIM NieificTBueM. OH NMPaKTHYECKH HE PAcTBOPSIETCS B BOJE, XOPOLIO
pacTBOpsIETCS B alleTOHE W IJIOXO PacTBOpPseTCS B 3TaHose. Ero MCMOSB3YIOT U JIEUSHHS
OCTEOapPTPUTa M BHECYCTABHBIX pEBMATHUYECKHMX 3a00JIeBaHUH, MNOCTTPAaBMATHUYECKUX H
MIOCJICONEPALIMOHHBIX BOCMAJEHUH M OOJIEBBIX CHMIITOMOB, CHJIBHOH JIUXOPAAKH W IIPH
MEePBUYHOMN TUCMEHOPEE.

Huwmecynun BBOmAT riaBHBIM o0Opa3oMm rmepopaibHO. OmHMM U3 HEIOCTATKOB
NEPOPATBHOTO BBEIEHUS] KOMITO3WUIMA HUMECYJINAA SBISETCS TO, YTO MALMEHT MOXKET
UCTIBITBIBATh HEMPUATHOE MOOOYHBbIE 3(PPEKThI, BKIIOUYAs pa3apakeHHe JKeTyI0YHO-KHIIEUHOTO
TpakTa. XOTs TaKOE pa3ApakeHHe MOKET NMPUBECTH K XPOHUYECKOMY PACCTPOHCTBY JKENyAKa, B
HEKOTOPBIX CIy4assX OHO MOXKET OBICTPO MPOSIBUTBCA B BUAE CIOHTAHHOTO JKENYAOYHOTO
KPOBOTEUEHHsI, KOTOPO€ MOXKET OBITh OMACHbIM MJisi JKU3HU. [IpuMeHeHue mnepopabHbIX
KOMIO3ULIUI HUMECYJIHA AJIs JISUSHHs JIOKAIbHOW OOJIM U BOCTIAJIHHSI YaCTO MOYKET BBI3bIBATH
npobseMbl, OCOOEHHO y MAIMEHTOB, UMEIOIIUX PACCTPOICTBA JKEIyAOYHO-KHIIEUHOW CHCTEMBL
st Toro, 4roObl U30ekKaTh CHCTEMHBIX MOOOYHBIX 3((ekToB, OblIM pa3padoTaHbl Pa3INYHbIE
TonH4YecKre (POPMbI HUMECYJIUAA TSI MECTHOTO HAHECEHUSI.

HI/IMGCY.]'II/II[ BXOOUT B COCTAaB PA3JIMYHBIX TOMUYCCKUX IMPEMapaToB, TAKHUX KaK TI'CJIH,
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KpeMbl i Ma3u. OOBIYHO TaKHe TONMWYECKHE IMpernapaTbl PpEKOMEHAYIOT HAHOCUTh TPU pasa B
nenb (TID) nnm getripe paza B neHb (QID). Takue Tonmuueckue mpenaparbl MHPOKO TOCTYITHBI
HAa pPBIHKE, HO JAaHHOE JIEKAPCTBEHHOE CpPENCTBO MMEET HEAOCTAaTKH, CBSI3aHHBIE C
HeOJaronpusSTHBIMHA (PU3NKO-XUMHUYECKIMH XapakTepucTukamMu. OCHOBHBIM NPEMSTCTBUEM IS
pa3paboTKN TOMUYECKUX MPENnapaToB HUMECYJHIA SIBJISETCS €ro HepacTBOPUMOCTD B BOJE U, C
APYrO# CTOPOHBI, €ro IUIOXasi PACTBOPHUMOCTD B PACTBOPHUTEIISIX/ UCXOIHBIX MaTepraiax, 0ObIYHO
UCIOJIb3YEMBIX B TaKuX Ipenaparax. PaCTBOpeHHBIN HUMECYIUJ MOXKET JaTh MPEUMYILECTBO
HEMEJUIEHHOH OCTYITHOCTH CBOOOAHOTO JIEKAPCTBA B XKENATEIbHOM MeCTe NEHCTBUS, U IOITOMY
C UCHOJB30BAHHUEM pA3UYHBIX (hapMaLeBTHUECKUX PACTBOPHUTENEH MOJYYadd TOMUYECKHE
Ipenaparsl, BKJIOYalOIIe pacTBOPEeHHbIN HuMecynuz. OnHaKo, KOraa Takue MPOAyKThl HAHOCST
MECTHO, 3TO MOJKET BBI3BATh PA3Ipa’KEHHE, W Ha KOXE W/WUJIM Ha OJEKAEC MOXKET 00pa3oBaThCs
HEIMPUATHOE >KEeJITOBATOE MSTHO.

B cnyyae Tonnueckux KOMITO3ULMH HUMECYJIUAA APYroi OOJBIIOH MPoOIeMO SBIsieTCs
YPECKOKHOE MPOHUKHOBEeHHE. Humecynmn mMeeT HH3KYH NPOHHUKAIOIIYIO CIIOCOOHOCTh H
TpeOyeT OTHOCHTENIbHO AJHUTEIBHOTO MEPHOa BPEMEHH IOCcie HaHeceHus. B dacTHoCTH, mpu
OCTPBIX HAPYIIEHHSIX MOSABISAETCS HEOOXOANMOCTD B YBEIMYEHUH CKOPOCTH BCACHIBAHHSI B MECTE
HaHEeCeHUsl. XOTs M3BECTHO, UTO Ui YCTPAHEHUs BBILIEYKa3aHHOW MPOOJIEMBbI MCIOJIB3YIOTCS
MIOBEPXHOCTHO-AaKTUBHBIC ~ BELIECTBA W  HKCIIUIHEHTHL, OOECMEeUMBAIOLINE YPECKOKHOE
MIPOHUKHOBEHHE, TaKHE BEIIECTBA MMEKT CBOM OrpaHWYeHus. B 4acTHOCTH, MOBEPXHOCTHO-
AKTHBHBIE BEIECTBA BBI3BIBAIOT PA3PAKEHNE B MECTE€ OCHOBHOTO HAHECEHUS.

B ypoBHEe TEXHHKHM HMeEETCS HECKOJBbKO COOOIIEHUII O TOMUYECKUX Ipernaparax
Humecynmuna. EP 0880965 ortHocures k kpeMy Ha OCHOBE MHUKPOHU3MPOBAHHON KOMIIO3HLIUH
HuMmecynuaa;, WO 2016/116909, RU 2593777, IN 204642, IN 183577, US 5716609, RU
2181285 OTHOCATCSA K reJIeBbIM TONUYECKUM KOMIO3ULIUSAM HUMECYJIHA.

Jnsi TONM4YEeCKUX KOMIIO3MLIMM MECTHOTO NEUCTBUSL KOHCHCTEHLUS SIBJISIETCSl BAXKHOMN
0COOEHHOCTBIO, KOTOpAasi MOMOTAaeT HAHOCHUTH KOMITO3ULIMIO MECTHO Ha KOXy. Kommosumwms
IOJDKHA ~ CIIOCOOCTBOBATh — MPOLIECCY  BBEACGHUS IYyTEM NPEAOCTABJICHUS  OOHOPOIHOM
JKENaTeIbHOW KOHCHCTEHLUH Ha CTa0MJIbHOM YPOBHE Ha MPOTSHKEHHWH BCETO CPOKA XPAHEHHS
JEKapCTBEHHOTO  CPEACTBA, YTO TaKXKe CIIOCOOCTBYET  YCHWJIGHHIO  NPOHHKHOBEHHS
JIEKaPCTBEHHOIO CPEACTBA.

B oOmacti TOomMueckoid JOCTAaBKM HUMECYJIHJA CYIIECTBYET HEYIOBJIETBOPEHHAS
noTpeOHOCTh, CBsI3aHHAasi C YKa3aHHbIMH BbIIe TPeOOBAHUAMHY, TPEABSIBISIEMBIMH K
TONMYECKOMY BBEIICHHIO HUMECYJIHAA, KaK OOCYKIAeTCs BbIIIE B HACTOSAIIEM OMUCAHHH.

ITosToMy wenbIO HACTOALIEH 3asBKU SBISETCS TOMWYECKas (papMaleBTHUECKAs

KOMIO3ULIUST HUMeCyuaa ¢ 3 (EeKTUBHON JIOKAJIbHOHN TOCTaBKOH C LIENbIO JIeueHUs1 O0H 1/ UiH
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BOCHAJICHUS CYCTaBOB, MPENOTBPALIAIOINAs BO3MOXKHOE OKpAlIMBaHUE WM MPOOJIEMBI,
CBSI3aHHBIC C IIBETOM, CHIDKAIOIIAss 4YacTOTy JMAO3MPOBaHUs, OOJamaroIas >KelaTelbHOM
CTa0MJIBHOCTBIO U OJHOPOAHOM BSI3KO3JIACTUYHON KOHCUCTEHLIUEH MTPU HAHECEHHUH.
Kparkoe onucanue ueprexei

@ur. 1 nokassiBaer npodwim moayns HakoruteHus (G') m monyma noreps (G”) mos
npuMmepa 6, npumepa 11 u npumepa 14 npu HU3MepeHHsIX C HUCHOJIB30BAHUEM AMILUIMTYIHOU
pa3BepTkH B anamazone aedopmaruu casura 0,01-100%.

@ur. 2 nokaszsiBaeT npodwimn moayns HakoruteHus (G') m monyns noreps (G”) mus
npumepa 6, npumepa 11 u npumepa 14 npu u3MEpeHHsIX C HUCMNOJB30BAHUEM Pa3BEPTKU IO
yacrote B auamnazone 100-0,1 pamuan/cexyHny.

@ur. 3 nokassiBaet nmpodmim ko3dpduunenTa noreps (tgd) mist mpumepa 6, mpumepa 11 u
npuMepa 14, BBIMUCIEHHOTO Kak OTHOIIeHHe MonyJisi motepb (G”) k moaymo Hakorierus (G'),
KOT[a YKa3aHHbIE MOIYJIA HU3MEPSIOT C HUCIOJB30BAHUEM pPa3BEPTKU IO 4HACTOTE B JHAINA30HE
100-0,1 pannas/cekyHay.

OnucaHue BapUaHTOB OCYLIECTBJIECHUS

B HACTOALIEM JOKYMEHTE MW3JIOKEHbl JAeTajlyd OJHOIO HJIM HECKOJbKUX BapUaHTOB
OCYILIECTBJIEHUs] HACTOSIIEro m300peTeHns. Monanpukalud BapHaHTOB OCYLIECTBIICHHS,
ONMCAHHBIX B HACTOSIEM JOKYMEHTE, a TaKKe APYrHue BapHaHThl OCYIIECTBJICHUS OynyT
OUEBHAHBI CIIELUANMCTAM B HaHHOW 00OJacTH TEXHUKU TIOCTe H3y4eHHs HH(OpMaLuH,
NPUBEICHHON B MaHHOM AOKyMeHTe. MH(opmanus, npuBeIeHHAs B JAHHOM JTOKYMEHTE, H, B
YACTHOCTH, KOHKPETHBbIE JEeTalu OINHCAHHBIX WIIIOCTPATUBHBIX BAapUAHTOB OCYLIECTBJIECHUS
NPUBOJATCS B IMEPBYIO Odepenb sl SICHOCTU MOHMMAHHUS, U U3 Hee He ClelyeT BbIBOAMTH
HUKAKUX HEOOs3aTeNIbHBIX OTPaHIMYEHHH.

Ecnn He ykasaHO MHOe, BCe TEXHUYECKHE W Hay4dHble TEPMHUHBI, HCIOJb3yeMbIE B
HACTOSIIIEM OINMUCAHUH, HMEIOT T€ 3HAYeHUs, C KOTOPBIMH OHH OOBIYHO TIOHUMAIOTCS
CHEeLUATMCTOM B JAHHOM 00JIaCTH TEXHHKH.

Onpenenenus: TepMUHBL, HCHOJIb3yeMble B HACTOALIEM JOKYMEHTE, UMEIOT YKa3aHHbIE
Jajnee 3HaYeHUsl.

IIpn MCTIONB30BaHUHM B HACTOSIIEM IOKYMEHTE «BKJIIOUAOLIUID MPENCTABISET COOOH
«HEOTPaHUYHUBAIOLINID TEPMUH U O3HAYAET MEPEUHCIICHHbIE 3JIEMEHThI MJIM UX SKBUBAJIEHTHI 1O
CTPYKTYype Wiu (YHKIMU IUIFOC JTFOOOH APYrod 3JIEMEHT WM 3JIEMEHTBI, KOTOpbIe HE ObLIH
Ha3BaHbl. TepMMHbBI «UMEIOIIUI» U «BKIIOUAIOLIUNY Takke clefyeT UHTepIpeTHpPOBaTh Kak
HEOrpaHUUHBAIOLIME, €CJIM KOHTEKCT He yKa3blBaeT Ha HHoe. Bce auana3oHbl, nepedncieHHbIe B
HACTOSILIEM OINKCAHUH, BKJIIOYAIOT T'PAaHUYHbIE TOYKH, B TOM YHUCJE T€, KOTOpPblE ONPEAENsIOT

AUAIa3OH «KMEXAY» ABYMs BCIIMYUHAMU.
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IIpy MCHONB30BAHUM B HACTOSIIEM ONMUCAHUH E€AMHCTBEHHOE YUCIO (APTHUKIN «a» U
«the») Taxke oxBaTbIBaeT, HapsAAy C €AMHCTBEHHBIM YHCIOM, U MHOXECTBEHHOE YHCIO WIIH
HAo0opoT, Tae Obl 3TO SBHO HU YIOMHHAJIMCh NMPH HeoOxomumoctu. Hampumep, ccbuika Ha
«OKCLUMHUEHT» BKJIIOYAET OAUH WJIM HECKOJIBKO TaKMX SKCLIUITUEHTOB, & CChUIKA HA «YKa3aHHBIH
HOCHUTEJb» BKJIKOYAET OJUH UIN HECKOJBKO TAKMX HOCUTENEH.

Takue TepMHHBI, Kak «IIPUMEPHO», «BILUIOTb AO», «KaK MPaBUJIO», IO CYLIECTBY» U
NOJOOHBIE, CIIENYET WHTEPIPETUPOBATh KaK MOAU(DUIMPYIOLUINE TEPMHUH HIH BEJIUYHHY TAKUM
o0pa3oM, 4YTO OHHU He SBJSIIOTCS aOCOMIOTHBIMU. Takwe TepMHHBI OyAyT ONpEenessIThCs
0OCTOSATENBCTBAMH M TEPMHHAMH, KOTOPbIE OHH MOIU(HUIMPYIOT, COOOPA3HO TOMY, KakK Takue
TEPMHHBI TOHUMAIOTCS CIIELIUAIMCTAMH B TAaHHOW 00JIaCTH TEXHUKH. DTO BKIIFOUAET MO KpaitHen
Mepe CTETeHb OXKUIAeMOH SKCIIEPUMEHTAIBbHON OIINOKH, TEXHUIECKOH OMNOKH M MOTPELTHOCTH
npubopa B JaHHOM SKCIEPUMEHTE, METOAE WIH MpHOOpe, HCIOJNb3YEMBIX ISl W3MEPEHUs
BEJIMYUHBL. TE€PMHH «ITPUMEPHO» UCTOJB3YETCsI ISl IPUAAHUS HEKOTOPOI rHOKOCTH IpaHUYHOM
TOYKE YHCJIOBOTO UANA30Ha, MPEAyCMaTPUBasi, YTO 3aJaHHOE 3HAYEHUE MOJKET ObITh K HEMHOTO
BbIIIE» WJIU «HEMHOTO HMK€» AAHHOW rpaHHMYHOI Touku. IIpu MCHoIb30BaHMHM B HACTOSIIEM
JOKYMEHTE TE€PMUH «IPUMEPHO» O3HAUaeT HEOONBINYI0 BAapHALUIO NMPHUBENEHHONH BEJIHMYUHBI,
npeanouTuTe b0 B mpeneiax 10% oT 3Tod KoHKpeTHOU BenuuuHbl. Kak Obl TO HU OBLIO,
TEPMHH «IPUMEPHO» MOXKET O3Ha4aTb U 0oJjiee BBICOKHE JOMyCTUMbBbIE BapUaLMH, B
3aBHUCHMOCTH, HampuMmep, OT HCIHOJb3YEMOr0 3KCIEPUMEHTAIBHOIO METOoAd. Y Ka3aHHBbIE
BapHALMU TPUBEACHHOW BENUYMUHBI OYAYyT MOHATHBI CIELHAIUCTY M HAXOIATCA B KOHTEKCTE
HACTOSIIIEro H300PETEHMSI.

TepmMuH «CyOBEKT», MCIOJIB3YEMBbIH B HACTOSILEM JOKYMEHTE, OTHOCHTCS K UEJIOBEKY
WIA MJICKOTIUTAIOIINM, HE SIBJISTIOLIMMCS JIFOJbMH. JTOT TEPMHH He OOO3Ha4daeT KakoH-TO
OIPeNeNeHHbIN BO3pacT WK NoJI. «lIallueHT» OTHOCUTCS K Y€OBEKY MM MIIEKONUTAKOLINM, HE
SBJIIOLIMMCS  JIFOABMH, TOPAKEHHBIM 3a00JIeBaHWEM WM PacCTPOHCTBOM. B  HEKOTOpbIX
aCTIeKTax HACTOSIIEH 3asiBKH 3TOMY CYOBEKTY MOCTaBJIEH AUArHO3 ¢ HEOOXOOMMOCTBIO JICUSHHSI
WIA TIPENyNpeKACHUs WM CMSTYeHHs OOJIM W/WIM BOCHAJIEHHS] CYCTaBOB U POJCTBEHHBIX
3aboseBaHuil.

Ilpy mcnonb30BaHUM B HACTOSALIEM JAOKYMEHTE TEPMUHBI «JIEUEHUE» WIN «JIevallui»
OTHOCSITCSI K UCLIEJICHUIO WUJIU MO CYLIECTBY K MCLEJIECHHUIO OT COCTOSIHUSA, a TAKXKE K CHUXXEHUIO
UHTEHCUBHOCTH IO MeEHblLIeH Mepe OAHOr0 CHUMITOMa COCTOSIHUS, M BKJIIOYAIOT
npodHIAKTUYECKOe JIeUeHHEe W TepaneBThdeckoe JedeHne. Kak Oyner MOHATHO cpenHemy
CHEeLHAINCTY B JAHHOW OOJNACTH TEXHUKH, JIEUeHHE, KOTOPOE€ HA3HAYaKT 0 KJIMHHYECKOTO
NIPOSIBJICHUS] COCTOSIHUS, SIBJISIETCS] MPOYUIAKTHUECKIM JIeueHHEM (T.€., OHO 3alIHIIAeT CyObeKTa

OT Pa3sBUTUA COCTOﬂHHﬂ). Ecmn neuenne Ha3HAYAKOT MOCIIE MPOABJICHUA COCTOSHUSA, JICUCHUEC
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SIBJISIETCSL  TEpAreBTUYECKUM (T.€., OHO TMPEAHA3HAYEeHO [Jisi YMEHbIIeHHs, ociabieHus,
PEeryJanpoBaHMs WM TONACPIKAHUS HUMEIOIErocss COCTOSHHUS W/Wiau noOodHoro sddexra,
CBSI3AaHHOTO C COCTOSTHHEM). DTH TEPMHUHBI OTHOCSTCS K MENUIIMHCKOW MOMOIIU CyOBEKTYy C
LENbI0  CYIIECTBEHHOIO JIeYeHHs, OOJierdeHusi, Cra0wim3ald WM 1O  CYIIEeCTBY
MPeIyNPEKISHUS] COCTOSIHUS, BKITFOYAsi, HO HE OTPaHUYUBAIOCh YKA3aHHBIM, MPOQUIAKTHIECKOE
JIeUeHUE JJIsl MPENSTCTBOBAHUS, MPENOTBPALISCHUS, YCTPAHEHUS], YIPEKACHHS, OCTAHOBKU WJIH
CO3JaHMsI MPENSTCTBUI JUIsl TMOSIBJICHUS YEro-TO WM CHIDKCHHS] TSDKECTH — Yero-To
CIIYYUBILETOCs], 0OCOOEHHO MyTeM OTIeperKaroliero neicTeus. Kak TakoBble, TEPMUHBI «JICUCHHE»
WIN «JIeYallivi» BKIIOYAIOT, 0O€3 OrpaHUuYeHHs, IOJABJICHUE PAa3BUTHS WHTEPECYIOMIErO
COCTOSIHUST, OCTAHOBKY WJIM MPEAYIPEKICHIE Pa3BUTHS HHTEPECYIOIIETO COCTOSIHUSI, CHIDKEHUE
TSOKECTH  WMHTEPECYIOIIEro  COCTOSIHUS, OcCja0jieHre WHTEHCUBHOCTH WJIM  YCIIOKOEHHs
CHUMIITOMOB, CBSI3aHHBIX C HHTEPECYIOIUM COCTOSIHUEM, BBI3BIBAHUE PErPECCUN HHTEPECYIOMIETO
COCTOSIHUSI WM OJHOTO WM HECKOJbKUX CHMIITOMOB, CBSI3AHHBIX C HMHTEPECYIOIIUM
COCTOSTHUEM; U TPEeNyNpeRACHUE UHTEPECYIOMEro COCTOSIHUS W MPEeNyNpekIeHue Pa3BUTHS
WHTEpeCcyromero coctosiaus. [Ipyu MCNoMb30BaHUN B HACTOSIIEM OTHCAHUH TEPMHUH «JICUEHUE»
BKJIIOYAET JIeYeHHe W/UiU NPOPUIAKTUKY (PHU3UYECKOTO W/WJIM TICUXUYECKOTO COCTOSTHHS U
YCTPAHEHUS Pa3BUBLINXCS COCTOSIHUMN, CBSI3aHHBIX C OOJIBIO W/WIIM BOCIAJICHUEM CYCTaBOB, KaK
TOJIBKO OHU YCTAHOBJIEHBI, WJIM OCJIA0JIEHNe WHTEHCUBHOCTH XapaKTEPHBIX CHMIITOMOB TaKOTO
COCTOSIHHSI.

Tepmun «0oJIb W/WIKM BOCHMAJIeHHE CYCTABOB» OTHOCHTCA K AuckoMpopty, O0au uiu
BOCTIAJICHUIO, TMPOSIBJISIIOIUMCSA B JIIOOOH 4YacTH CycTaBa, BKJIFOYAsh XpSill, KOCTb, CBSI3KH,
Cyxokujiusi wiu MbImnbl. OH Takke OTHOCUTCS K apTPUTY WU apTPaITHH, KOTOPBIS
MPEICTABISIFOT COOOH BocTaieHne Wik 00JIb B CAMOM CyCTaBe, BKJIFOYAst KOJIEHHbIE, OeIpEHHbBIE,
JIOKTEBBIC, TJICUEBbIE WM IIEHHbIe CycTaBbl. bojb W/WiIKM BOCMAJEHHE CYCTaBOB MOTYT OBITh
JIETKHMH, BBI3BIBAIOIIUMHU OOJIE3HEHHOE OIIYIIEHHE TOJIbKO IMOCHEe OMpPENSIeHHONH aKTUBHOCTH,
WA OHH MOTYT OBITh TSDKEJIBIMH, NakKe OTPAHUYMBAIONUIUMH JBHUKEHHE, B YaCTHOCTH, IPU
HarpysKe, ¥ MOTYT ObITh OU€Hb OOJIE3HEHHBIMU.

TepMuH «KOMIO3HUIHS» OTHOCUTCS K KOMIIO3UIMSIM B TOMUYECKHX JIEKAPCTBEHHBIX
¢dopmax, 4TO OOBIYHO MOHUMAETCS KaK MPeIHA3HAYEHHOCTh JJIsi HAHECEHUs Ha MOBEPXHOCTH
Tela, TakWe Kak Koka. Takue TomMUYeCKHe JIeKapCTBEHHbIE (DOPMBI BKIIIOYAIOT, 0€3
OTPAHUYEHUSsI, TeJIb, Ma3b, KPEM, SMYJIbIeNib, JOChOH, JTUHUMEHT, LieJeOHyI0 Mas3b (aHri. salve),
Oamp3aM U T.I. WIH UX KOMOWHAIUHU, KOTOPbIE HAHOCSTCS HAa KOXKY B Ka4eCTBE JICUEHUS IJIsI
obneruenust 6011 W/WJIN BOCTIAJICHHSI CYCTaBOB Y MAIMEHTA, HYKAAIOIIEroCs B STOM.

TepMuH «3MyNbreb», HUCHOJb3YEMbI B HACTOSINEM JOKYMEHTE, OTHOCHTCS K

KOMOWHUPOBAaHHON JIEKAPCTBEHHOHN (opme remeli U SMyiabcuu B (OpMe TeITHpOBAHHOMN
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SMYJIBCHH, MPUYEM 3Ta SMYJbCHS MMEET THI JUOO «Macjio B BOXE», JIHMOO «BOJA B Macley,
KOTOPYIO 3arejIMBar0T, CMELINBAs C MOAXOIIINM refieoOpazoBareneM. Takoi SMyJIbreib MOXKET
CYIIECTBEHHO YJIYYLIUTh MNPOHHUKHOBEHHWE JIEKAPCTBA W JAET JIerde IEePEeHOCUMYIO
JEKapCTBEHHYIO (popMy, KOTOpas oOJsierdaer 3HAYMTENBHYIO CYXOCTb KOXXH W pasfpa’keHue,
BBI3bIBAEMBIE JIEKAPCTBOM IOCJIE MHOTOKPATHOTO €TI0 HAHECEHUSL.

TepMuH «KOMMEpPUYECKH MAOCTYIHAs KOMIIO3MLMS HHUMECYJIHIA», HCIOJIb3YEMbIH B
HACTOSIIIEM OINHMCAHUH, OTHOCHUTCS K HAHOCHMBIM MECTHO KOMIIO3ULMAM, conepxamum 1%
HUMeCyluaa Wi ero (papMaleBTHUECKHX OKBHBAJEHTOB WJIH €ro TEPareBTHYECKUX
SKBHBAJIEHTOB. Hampumep, B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS Takas KOMMEpPYECKH
noctynHast komro3unus Bmodaer Haiiz-rens® (NISE Gel®), koTopblil mpogaeTcst Ha ppIHKE OT
komnaanu Dr. Reddy’s Laboratories Limited, UHaus, u KOTOpBIA SBISETCA TOMHYECKOU
KoMmo3uiuel, coxepxkamein 1% HuMmecynuma ¢ 3KCUUNMHEHTaMH, TaKUMH Kak N-
METHJITUPPOJIHIOH,  MPOMWICHTJINKOIb,  MOJMATHIIEHTJIUKOIb,  W3ONPONUJIOBBIA  CIHPT,
kapOomep, OyTHIMPOBAHHBIN TMAPOKCHAHU30J, THOMEPCAl U OAHOOCHOBHBIN (ocdar Kamws.
Taxyro 1% KOMNO3UIMIO PEKOMEHIOBAHO HAHOCHTh HA MOPAKEHHBIH YUaCTOK TPU pas3a B ACHb
(TID) unm yernipe pasza B neHb (QID).

Tepmunsl «Monynp HakomeHus (G')» u «monynp mortepb (G”), HCIONB3yeMbIE B
HACTOSIIIEM JIOKYMEHTE, OTHOCATCS K 3JIACTUYHOCTH, KOTOpas XapaKTepPH3yeT BS3KOCTb,
U3MEPEHHYI0 B KOJIEOATENbHBIX PEOJIOTMYECKUX HCIBITAHMSIX, W KOTOpas OmpeaessieT
COOTHOIIEGHHE MEXAy HamNpsDKEeHHeM caBHura (Cwia Ha €OUHHLY IUIomand) u aedopmanmeit
capura (mponopiuoHanbHas nedopmaisi) B komrnosunuu. OObdHO, «Moayib HakoruieHust (G')»
OTHOCHTCS K 3JIJACTUYHOCTH, & «MOAYJb MoTepb ((G”)» OTHOCUTCS K BSI3KOCTU KOMITO3ULIHH.

TepmMuH «tgd», HCHOJb3yeMBIH B HACTOSIIIEM IOKYMEHTE, OTHOCUTCS K OTHOILIEHHIO
moayJisi motepb (G”) k moaymo HakoruieHus (G'). UUCTO 31aCTUYHBIN MaTepUa MOXKET UMEThb
tgd=0, B TO BpeMsl KaKk YHUCTO BS3KHHA MaTepuall MOXET UMeTh tgo=co. PapmarieBTHUECKas
KOMIIO3ULIUSL TI0 HACTOSIIEMY H300peTeHuro, Oyay4d BSI3KOAJACTHYHOW MO MPHPOAE, HUMEET
BEJMYHNHBI tgd mpumMepHo 1.

TepmMuH «cTaOunbHas», WCHOJNB3YEMbI B HACTOSIIEM JOKYMEHTE, OTHOCHTCA K
¢u3nyeckol W XUMHUYECKOH CTa0MIBPHOCTH TOMHYECKOW (apManeBTUYECKOH KOMITO3ULIIH
HUMECYJIUIa 10 HACTOSIIEeMy H300PETeHHI0, KOTOpas OCTaeTCsl YHCTOW/TIPO3pavHON; H
JIEKapCTBEHHOE CPEACTBO TPHUCYTCTBYET B KOJWYECTBE HE MeHee 85% OT H3HAYaIbHO
OTIPENIEIICHHOTO KOJMYECTBA, & COBOKYITHAS IIPUMECH COCTaBIIsIET He OoJjiee yeM npumepHo 2,0%,
U CHIDKEHHUE BA3KOCTH COCTaBisieT He Oosee ueM 2,0% OTHOCHUTENbHO HaYaJbHON BSI3KOCTH IPH
XpaHEHWH B TEUEHHE Tepuoa no MeHslneil Mepe npuMepHo 90 nuelt mpu 25°C/oTHOCUTETBHOMN

BiaxkHocTH (RH) 60% n/nmm npu 40°C/oTHOCHTenpHOU BiaxkHOCTH (RH) 75%.
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B onHOM BapuaHTe OCYILECTBJICHMs HACTOsINAs 3asBKa OTHOCHUTCA K TONUYECKOU
(bapMareBTHUECKON KOMITO3ULIMH HUMECYJIHIA WU ero (apMaleBTHUECKU MPUEMIIEMOH COJH,
BKJIFOYAIOLIEH TepaneBTHYECKH 3(P(PEKTUBHOE KOJUYECTBO HHUMECYJIHIA, MPHYEM YKa3aHHAs
KOMIIO3ULIUSL XapaKTepU3yeTcsl MajeHueM Bs3KOoCcTH He Oonee veM 2,0% OTHOCHUTENBHO
HAa4aJIbHOM BA3KOCTU MPU XPAHEHUU B TEUEHUE NEPUOJA BPEMEHH MO MEHbIIEH Mepe MPUMEPHO
90 nueii npu 40°C/otHocuTenvHOM BaxuocTu (RH) 75%.

B onHOM BapuaHTe OCYILECTBJICHMs HACTOsINAs 3asBKa OTHOCHUTCA K TONUYECKOU
(apMareBTHUECKON KOMITO3ULIMH HUMECYJHIa WU ero (apMaleBTUYeCKU MPUEMIIEMOH COJH,
BKJIFOYAIOLIEH TepaneBTHYECKH 3(PQPEKTHBHOE KOJHMUECTBO HHUMECYJHIA, MPHYEM YKa3aHHAs
KOMIIO3ULIUSL JEMOHCTPUPYET Monyib Hakomenus (G’) mpumepHo 811 mackaneli — mpumepHO
532 mackans mpu M3MEPEHHHU C UCTIOJb30BaHHEM auamazoHa dactoT 100 — 0,1 panuan/cexyHny
npu 25°C.

B npyrom BapuaHTe OCYINECTBJICHMsI HACTOsINAs 3asBKa OTHOCUTCA K TONMUYECKOU
(bapMareBTHUECKOW KOMIIO3ULIUH HUMECYJIHIA M ero (papMalleBTHUECKH MPUEMIIEMBbIX COJIEH,
BKJIFOYAIOLIEH TepaneBTHYECKH 3(P(PEKTUBHOE KOJUYECTBO HHUMECYJIHIA, MPHYEM YKa3aHHAs
KOMIIO3ULIUSL IEMOHCTpUpPYeT Moayib mnotepb (G”) mpumepno 243 mackans — mpuMepHO 42
nackass Py U3MEPEHHUU C UCITIOJIb30BaHHEM AnarnazoHa dactotr 100 — 0,1 pagnan/cexyHay npu
25°C.

B onHOM acnexTe BbIIIEYKAa3aHHBIX BAPUAHTOB OCYILIECTBJICHUS] TOMUYECKash KOMIIO3ULUS
HUMECYJIUIa TI0 HACTOSILIEMY H300pPETeHHI0 AEMOHCTPUPYET tg0, T.€. OTHOIIEHHE MOIYJIS
HAKOIUIEHHUsI K MOAYJIO notepsb, npumepHo 0,26 — mpumepHo 0,09, xorna ykasaHHble MOIYJIU
U3MEPSIIOT ¢ UCTIOIb30BaHNeM nuamnaszoHa yactot 100-0,1 panuan/cexynny mpu 25°C.

B onHOM BapuaHTe OCYILECTBJICHMs HACTOsINAs 3asBKa OTHOCHUTCA K TONUYECKOU
(apMareBTHUECKON KOMIIO3ULIUH HUMECYJINIAa HITH €ro (papMarleBTHUECKH MPUEMIIEMBbIX COJIEH,
BKJIFOYAIOLIEH TepaneBTHYECKH 3(P(PEKTUBHOE KOJUYECTBO HHUMECYJIHIA, MPHYEM YKa3aHHAs
KOMIIO3ULIUSL IEMOHCTPUPYET MOAyJb HakoruieHust (G”) mpumepHo 444 mackans — mpuMepHo 53
nmackajisi IpU U3MEPEHHHM C HCMHOJb30BAHMEM AaMIUIMTYAHOW pa3BEepPTKU B AHMANA30HE
nedopmanuii capura 0,01-100% mpu 25°C.

B npyrom BapuaHTe OCYINECTBJICHMsI HACTOsINAsl 3asiBKA OTHOCHUTCS K TONMUYECKOU
(bapMareBTHUECKOW KOMIIO3ULIUH HUMECYJIHIA M ero (papMalleBTHUECKH MPUEMIIEMBbIX COJIEH,
BKJIFOYAIOLIEH TepaneBTHYECKH S(PQPEKTHBHOE KOJUYECTBO HHUMECYJHIA, MPHYEM YKa3aHHAs
KOMIO3ULIUSL IEMOHCTPUpPYeT Moaysb mnotepb (G”) mpumepno 63 mackans — npumepHo 103
nackajisi IpU U3MEPEHHHM C HCIOJb30BAHMEM aMIUIMTYAHOM pa3BepPTKU B AHMANA30HE
nedopmanuii capura 0,01-100% mpu 25°C.

B OJHOM aCIIEKTE BbIMICYKA3AHHBIX BAPHUAHTOB OCYIICCTBIICHUA TOMUYCCKAsA KOMITO3UIHUA
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HUMECYJIUIa TI0 HACTOSIIEMy H300pPETeHUI0 NEeMOHCTPUpPYeT tgd, T.€., OTHOLIEHHWE MOIYJIS
HAKOIUIEHHsI K MOAYJIIO NOTepb, OT npuMepHo 0,12 1o npumepHo 2,2, KOrna ykasaHHbIE MOIYJIU
U3MEPSIOT C UCTIOJb30BAHUEM aMIUIMTYAHOH pa3BepTKH B AuanaszoHe aedopmaruii cnsura 0,01-
100% mpu 25°C.

B ngpyrom acnekte BbIIEYKA3aHHBIX BAPUAHTOB  OCYLIECTBJEHUS TOMHMYECKAs
apMarieBTHUECKas] KOMITO3ULMSI HIMECYJIUA 110 HACTOSIIEMY H300PETEHHIO UMEET BSI3KOCTDb He
MeHee ueM npumepHo 5500 myas B TedeHue MO MeHbLIEH Mepe npumepHo 90 nHel npu
40°C/otHocurensroii Bnaknoctu (RH) 75%.

B ngpyrom acnekte BbIIEYKA3aHHBIX BAPUAHTOB  OCYLIECTBJEHUS TOMHMYECKAs
apmMarieBTHUECKAs] KOMITO3ULIHSI HOIMECYJIUAA 110 HACTOSIIEMY H300PETEHHIO UMEET BSI3KOCTh OT
npumepHo 5500 go mpumepno 8000 myas B TedeHHe MO MeHbLIEH Mepe npuMepHO 90 nHel mpu
40°C/otHocurensroii Bnaknoctu (RH) 75%.

B eme onHOM acnekTe BBIIMIEYKAa3aHHBIX BAapUAHTOB OCYLIECTBJIEHUS TOMHMYECKAs
(apMareBTHUECKAas] KOMITO3ULMSI HUIMECYJIHIA 10 HACTOSIIEMY M300pPETEHUIO XapaKTepU3yeTcs
MaJIcHUeM BSI3KOCTH He OoJsiee yeM mpumMepHO 5,0% OTHOCHUTEIBHO HCXOMHOHN BSI3KOCTH B
TEYEHHE MO MeHblIeH Mepe mpuMepHO 4 yacoB npu 25°C npu u3MepeHuH Ipu CKOPOCTU CABHUra
npumepro 500 o6/MuH.

B eme onHOM acnekTe BBIIMIEYKAa3aHHBIX BAapUAHTOB OCYLIECTBJIEHUS TOMHMYECKAs
dapMarieBTHUECKasT KOMIIO3ULIUS HHUMECYJIHIAa [0 HACTOALEMY H300pPETeHUI0 HMeeT
COBOKYIHO€ MaJICHHE BSA3ZKOCTH OT NpuMepHoO 3,0% a0 npumepHo 5,0% OTHOCUTETBHO UCXOAHOM
BS3KOCTH B TEYEHHE IO MeHblIed Mepe mpumepHo 4 uacoB mpHu 25°C mpu U3MEpEeHUHu Mpu
CKOpocTH cBura npumepao 500 o6/MuH.

B opHOM acnekre BBINIEYKA3aHHBIX BAapUAHTOB  OCYILIECTBJICHHUs TOMHMYECKAs
dapMarieBTHUECKas] KOMIIO3HMLMS HUMECYJIHAA MO HACTOSIEMY H300pPETeHHIO BKIJIIOYAET
TepaneBTuIecKd 3(P(PEeKTHBHOE KOJMYECTBO HUMECYJIHIA OT mpuMepHO 2% 1o mpumepHo 5%
mac./mac.

B ngpyrom acnekte BBIIEYKA3aHHBIX BAapUAaHTOB  OCYIIECTBJEHUS TONMHMYECKAs]
dapMarieBTHUECKas] KOMIIO3HMLMS HUMECYJIHAA MO HACTOSIEMY H300pPETeHHIO BKIJIIOYAET
TeparneBTHIeCcKy 3(pPeKkTHBHOE KOIMUECTBO HUMECYIHIa TpuMepHO 2% Mac./Mac.

B onHOM BapuaHTe OCYILIECTBJIEHMs] HACTOsINAs 3asBKAa OTHOCHTCA K TONUYECKOHN
(bapMareBTHUECKOW KOMIIO3ULIUH HUMECYJIHIA M ero (papMalleBTHUECKH MPUEMIIEMBbIX COJIEH,
BKJIIOUAKOIIEeH oT mpuMepHo 2% 1o mpuMepHO 5% Mac./mac. HUMeCyuaa, mpuueM yKa3aHHas
KOMIIO3ULIUSL  XapaKTepU3yeTcs TNaJeHHEM BSI3KOCTH He Oomee uem mnpumepHo 2,0%
OTHOCHUTEJIBHO HUCXOJHON BSI3KOCTH B TEUYEHHE MO MeHblIed Mepe mpumepHo 90 aHell mpu

40°C/otHocuTtenbHoM BnaxkHOoCTH (RH) 75%.
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B oxgHOM acrmekTe BbIIEYKA3aHHBIX BAapPHUAHTOB OCYIIECTBJICHUS HUMECYJIUA WM €ro
(dapManeBTHUECKU TIPUEMJIEMbIC COJIH, WCIOJIb3yeMble B HACTOSIIEH 3asBKe, BKIIIOYAIOT, 0e3
orpaHuveHusi, (apMaleBTHUECKH MpuemMieMbie (HapMaKOJOTHYeCKd AKTUBHBbIE MPOU3BOIHBIE
HUMECYJINIA, BKIIIO4Yasi o0a SHaHTUOMEpa HUMeCyJuaa (MPpaBOBPAIIAOIINNA 1 JIEBOBPAIIAFOIINN
SHAHTHOMEPBI) B MX IO CYIIECTBY YHCTOH (popme, a Takxke ux (apMaleBTHUECKH MPUEMIIEMbIE
cony, cMmecu (B JFOOOM COOTHOIIEHWH) SHAHTHOMEPOB HHUMECYJIHIAa M HX (hapMaleBTHUYECKU
NpUEeMJIEMbIX COJIEH, ¥ aKTHBHblE MeTa0OJUThI HHUMECYJIHaa H ero (apmaieBTUYeCKU
npueMsieMbIx cojieli. Dopma TBEpAOro HUMECYJIHIA, HCIOJBb3YEMOTO B KOMIIO3UIMH, HE
SIBISIETCSI  KPUTUYECKH BakHOU. Hampumep, HuMecyaun MoxerT ObiTb aMOp(HBIM HITH
kpuctajmmaeckum. [lpumepsl  (apManeBTHYECKH TPHEMJIEMBIX COJIEH BKIIIOHAIOT, 0e3
OTpaHUYEHUs, JTIOObIE U3 COJIeH MJTH COKPUCTAJIOB HUMECYIIH/IA, BEIOPAHHBIX U3 TUAPOXIIOPUA,
runpoOpomuna, OeHsoara, cynbdara, uurpara, gocdara, Mmanearta, popmuara, alerara, HUTPATa,
Me3mnaTa, cykumHata u T.m. Comum MOryT HaxonWThcs B (opme conbBara, THIpaTa,
MOJNYTUAPATOB WMJIU B 0e3BOAHBIX (opmax. KonmuecTBO HHUMeECyNHIa, HCMONB3YEMOTO B
KOMITO3UIMH 0 HACTOSIIEMY M300peTeHHI0, cocTaBisier Ooyee yem npumepro 1,0%, mac./mac.
Hampumep, KOJIMYECTBO HUMECYJIHMIA, WCIOJIB3YEMOr0 B KOMIIO3UIMH IO HACTOSIIEMY
u300peTeHmIo, CocTaBsieT OoT mpumepHo 2,0% mo npumepHo 5,0% mac./mac.

B omgHOM BapuwaHTe OCYIIECTBJICHHSI HACTOSINAS 3asBKa OTHOCHTCS K TOMWYECKOM
(dapManeBTHUECKOH KOMIIO3UIIMYA HUMECYJIUIA WK ero (apMaleBTHUYeCKH TTPUEMJIEMBIX COJICH,
BKJIIOUAIOIIEH TeparneBTHYeCKH 3(P(EKTUBHOE KOJIMYECTBO HUMECYIHIA, MPUYEM yKa3aHHAs
KOMITO3ULIUSI BKJIFOYAET MO MEHbLIEH Mepe oauH pH-He3aBUCUMBIN NOJHUMEP, MO MEHBbLIENH MeEpe
OJIMH PaCTBOPHUTENb U OJUH MJIM HECKOJIBKO (DapMalleBTHYECKH TPUEMITEMbBIX YKCITUITUEHTOB.

B npyrom BapuaHTe OCYIIECTBJIICHUS HACTOSINAS 3asBKA OTHOCHTCS K TOMUYECKOM
(dapManeBTHUECKOH KOMIIO3UIIMYA HUMECYJIUIA WK ero (papMaleBTUYeCKH MPUEeMIIEMBIX COJICH,
BKIITOUaromeit ot mpumepro 2,0% no npumepno 5,0% mac./mMac. HUMeECYJIHAa, MpUYEM
yKa3aHHasi KOMIIO3MIIMS BKJIFOYAET MO MEHbIeH mepe oauH pH-HE3aBHCHUMbBINA MOJUMED, IO
MEHbINEH Mepe OJMH PACTBOPHTENb M OJWH HIIH HECKOJBKO (hapMaleBTHUECKH MPUEMIIEMbBIX
SKCI[UITHEHTOB.

B omHOM acmekTe  BBINIEYKAa3aHHBIX BAPHAHTOB  OCYINECTBJIEHUS  TOIMHYECKAs
(dapmanieBTHUECKAsT KOMIIO3UIIMS HUMECYJIUAA MO HACTOSMIEH 3asBKE BKIIIOYAET MO MEHBIIEH
Mepe OJIWH pacTBOPUTENb, BBIOPaHHBIN U3, 0€3 OrpaHUYEHHs, AMPOTOHHOTO MOJIIPHOTO
pPacTBOPUTEITS.

B omgHOM BapuwaHTe OCYIIECTBJICHHSI HACTOSINAS 3asBKa OTHOCHTCS K TOMWYECKOM
(dapManeBTHUECKOH KOMIIO3UIIMYA HUMECYJIUIA WK ero (apMaleBTHUYeCKH TTPUEMJIEMBIX COJICH,

BK.]'II-OLIaI-OH_Ieﬁ TCPANCBTUICCKHU 3(1)(1)6KTI/IBHO€ KOJINMYECTBO HUMECYJIMAA, NPUYCM YKa3aHHasa



10
KOMIIO3ULMS BKJIFOYAET [0 MEHbIIEeH Mepe oauH pH-He3aBUCHMBIN OaUMeEp, MO MEHbIIEH Mepe
OIMH AaNpOTOHHBIM TMOJISIPHBIA PACTBOPUTENb M OIMH HWJIM HECKOJBKO (hapManeBTUYECKU
MPUEMJIIEMBIX SKCLIUITHEHTOB.

B npyrom BapuaHTe OCYINECTBJICHMsI HACTOsINAsl 3asiBKA OTHOCHUTCS K TONMUYECKOU
(apMareBTHUECKOW KOMIIO3ULIUH HUMECYJINIA HIIH ero (papMalleBTHUECKH MPUEMIIEMBbIX COJIEH,
BKJIFOYAIOLIEH TepaneBTHUECKH 3(P(PEKTUBHOE KOJUYECTBO HHUMECYJIHMIA, NMPUYEM YKa3aHHas
KOMIIO3ULMS BKJIFOYAET [0 MEHbIIEeH Mepe oauH pH-He3aBUCHMBIN OaUMeEp, MO MEHbIIEH Mepe
7B AaNpOTOHHBIX TOJSIPHBIX PACTBOPHUTENS W OOUH MM HECKOJBKO (hapMaleBTHUECKH
MPUEMJIIEMBIX SKCLIUITHEHTOB.

B opHOM acnmekTe BBIIIEYKA3aHHBIX BAaPUAHTOB  OCYILIECTBJIEHUs TOMHYECKAs
dapmMarieBTHUECKAas] KOMIIO3ULIUST HIMECYJHIa MO HACTOSIIEH 3asBKE BKIIIOYAET MO MEHbLIEH
Mepe onuH pH-HEe3aBUCHUMBIM MOJUMEP W MO MEHbIIEH Mepe OJWUH ANpPOTOHHBINA MOJIAPHBIA
pPacTBOPUTENDb, MPUCYTCTBYIOLIME B MacCOBOM COOTHOLIEHUH IO MEHbIIEH Mepe MNPHUMEPHO
0,01:1,0.

B ngpyrom acnekte BBIIEYKA3aHHBIX BAapUAaHTOB  OCYLIECTBJEHUS TOMHMYECKAs
dapmMarieBTHUECKAas] KOMIIO3ULIUST HIMECYJHIa MO HACTOSIIEH 3asBKE BKIIIOYAET MO MEHbLIEH
Mepe onuH pH-HEe3aBUCHUMBIM MOJUMEP W MO MEHbIIEH Mepe OJWUH ANpPOTOHHBINA MOJIAPHBIA
PacTBOPUTEIb, MPUCYTCTBYIOLIUE B MACCOBOM COOTHOIIEeHUHU npumepno 0,01:1,0 —0,1:1,0.

B ngpyrom acnekte BbIIEYKA3aHHBIX BAPUAHTOB  OCYLIECTBJEHUS TOMHMYECKAs
dapmMarieBTHUECKAas] KOMIIO3ULIUST HIMECYJHIa MO HACTOSIIEH 3asBKE BKIIIOYAET MO MEHbLIEH
Mepe oauH pH-He3aBUCHMBIM NOJMMEP W MO MEHBbIIEH Mepe 1Ba AMPOTOHHBIX MOJSIPHBIX
pPacTBOpPUTEINS], MNPUCYTCTBYIOLUIMX B MAacCOBOM CoOOTHOwmeHuu ot npumepHo 0,01:1,0 nmo
npumepHo 0,1:1,0.

B eme onHOM acnekTe BBIMIEYKAa3aHHBIX BAapHUAHTOB OCYLIECTBJIEHUS TOMHYECKAs
dapmMarieBTHUECKAas] KOMIIO3ULIUST HIMECYJHIa MO HACTOSIIEH 3asBKE BKIIIOYAET MO MEHbLIEH
Mepe oauH pH-He3aBUCHMBIM NOJMMEP W MO MEHbIIEH Mepe JBa AMPOTOHHBIX MOJSIPHBIX
pPacTBOpPUTENS], NMPUCYTCTBYIOLIUX B MacCOBOM cooTHoweHun npumepno 0,01:1,0, 0,02:1,0,
0,03:1,0, 0,04:1,0, 0,05:1,0, 0,06:1,0, 0,07:1,0, 0,08:1,0, 0,09:1,0 nnu 0,1:1,0.

B opHOM acnmekTe BBIIIEYKA3aHHBIX BAPUAHTOB  OCYLIECTBJIEHUS  TOMHUYECKas
(apMareBTHUECKAs] KOMITO3ULMSI HUMECYJIHA 110 HACTOSIIEH 3asIBKE BKIIFOUAET HUMECYJIIH U 110
MeHblIel mepe oand pH-He3aBUCHMBIN NOJUMEpP, NPUCYTCTBYIOIUE B MACCOBOM COOTHOILIEHUH
He Oouniee yem 1,5:1,0.

B ngpyrom acnekre BbIIIEYKA3aHHBIX BAPUAHTOB OCYLIECTBJIEHUS TOMHMYECKAs
(apMareBTHUECKAs] KOMITO3ULMSI HUMECYJIHA 110 HACTOSIIEH 3asIBKE BKIIFOUAET HUMECYJIIH U 110

MeHblIel mepe oand pH-He3aBUCHMBIN NOJUMEpP, NPUCYTCTBYIOIUE B MACCOBOM COOTHOILIEHUH
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ot npumepHo 0,5:1,0 o npumepno 1,5:1,0.

B eme onHOM acmekTe BbIMIEYKA3aHHBIX BAapHAHTOB OCYILIECTBIEHHS TOMUYECKas
(apMareBTHUECKAs] KOMITO3ULMSI HUMECYJIHA 110 HACTOSIIEH 3asIBKE BKIIFOUAET HUMECYJIIH U 110
MeHbInel Mepe oauH pH-He3aBUCHMBIH MOJUMEp, MPUCYTCTBYIOIINE B MACCOBOM COOTHOIIEHUH
npumepso 0,5:1,0, 0,6:1,0, 0,7:1,0, 0,8:1,0, 0,9:1,0, 1,0:1,0, 1,1:1,0, 1,2:1,0, 1,3:1,0, 1,4:1,0 nmm
1,5:1,0.

B mnacrosimeil 3asBke pH-He3aBUCHMBIE NOJMMEpPBl MCHOJB3YIOT JIJs TNPUIAAHUSA
JKENATENIbHBIX THKCOTPOITHBIX CBOWCTB M BS3KORJIACTHYHOTO XapakTepa KOMIO3HMLHHU IO
HacrosimeMy u3oOpereHuto. Ilpumepsl Taknx pH-HE3aBHCHMBIX TNOJMMEPOB BKIIIOYAIOT, O€3
OTPaHUYEHUS, OJUH MOJUMEP WJIM KOMOMHALIMIO MOJUMEPOB, BBIOPAHHBIX M3, 0€3 OrpaHUYeHUs,
MOJINAKPUIIAMUA/TIOIMAKPIIIATOB,  THIPOKCUIIPONIUILEIUTIONO3b],  THAPOKCUITUIILEIUTIONO3bI,
THIPOKCUTIPOITHIMETHIILEIUTIONO03bI, METHIILEIUTIONO3b], KapOOKCHMETHIILIEIUTIONO3b], JKeIaTHHA,
rugpodunbHOoro  kojutongHoro okcuna kpemHuss (AEROSIL® 200) wmm ux KOMOWHAIHH.
Heorpaanunparomue npuMeps! NOJIHMAKPHUITAMUIA/TTOJMAKPUIIATOB BKIFOUAIOT, O€3 OrpaHUYeHUs,
COTOJIUMEP THUAPOKCHSTHIIAKPUIIATA W aKPWIOWIANMETUITAypaTa HATPHsl, NMPOAABAEMBIH TOA
Ha3BaHUEM SEPINEO DERM,; CMECH COMOJIMEP AKPUIIONIIAUMETUIITAYPaTa
Harpusi/u3orekcanekan/nomucopdar 80, mmeromyrocss B npoaaxe mox HaspanueM SEPINEO
P600; cmecr nomuakpunamun/uszonapadpun C13-14/nayper-7, Takyro, Kak, HampuMmep, MPOAYKT,
nponasaemblii mox HazBaHueM SEPIGEL 305; rpynny akpuioBbIX NOJUMEPOB, COEUHEHHBIX C
ruapodoOHBIMU TeTsAMH, Takux Kak comonumep I[13I'-150/menmn/SMDI, nponaBaemblii mox
HazBaHueM ACULYN 44 (monukoHAEHCAT, BKIIOYAKOIIMM B Ka4eCTBE KOMIIOHEHTOB IO
MEHBIIEH Mepe MNONMSTHWIECHIVINKONb, cofepxamuil 150 nnm 180 moneil sTuneHokcuna,
OeUUJIoBbI crupT W MetuieHOuc(4-umknorekcunuzonunanar) (SMDI), 35 mac% B cmecn
nponmieHraukodst (39%) u Bonsr (26%)); rpynny MOIu(pHUIMPOBAHHBIX KPAXMaJOB, TAKUX Kak
Monu(UIMPOBaHHBIA KapTodenpHbI Kpaxmain, npoxaBaeMbiii non HazBaHneM STRUCTURE
SOLANACE, unu ux KOMOMHALIUH.

B opHOM acmekTe BBINIEYKA3aHHBIX BAPUAHTOB  OCYIIECTBJICHHS  TOMUYECKAs
dapMarieBTHUECKasT KOMIIO3ULIMSI HHUMECYJHIAa 1O HACTOsIIed 3asBke BKmodaer pH-
HE3aBUCHMBIE TIOJIUMEPBL, BbIOPAHHbIE W3 TPYNNbl THAPOPHIBHOrO KOJJIOMAHOTO OKCHAA
KpEMHUs, IPOAaBaeMOro noj Ha3BaHUEM Aerosil® 200, TBEPAOTO
NOJIMAKPUIIAMUA/TIOIMAKPUIIATOB,  TOJOOHBIX  COTIOJMMEPY  THAPOKCHSTWJIAKpPHIIATA U
AKpUJIOWJIUMETHIITaypaTa HaTpHsl, mponxaBaeMoMy mop Ha3BaHueMm Sepineo DERM®, cmecu
COTIOJIUMED AKPHJIOWJIAUMETHIITaypaTa HaTpusi/m3orekcanekan/noaucopoar 80, mpomaBaeMbli
nox Ha3BaHueM Sepineo POOO®, mim nx KOMOMHATIHIA.

B ngpyrom acnekte BbIIEYKA3aHHBIX BAPUAHTOB  OCYLIECTBJEHUS TOMHMYECKAs
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(dapmanieBTHUECKAsT KOMIIO3UIIMS HUMECYJIHIA [0 HACTOSINEH 3asiBKE BKIIIOYAET MO MEHBIIEH
Mepe nBa pH-HE3aBHCHMBIX TMOJUMEPA, BBIOPAHHBIX W3 TPYIIBI THAPOPUIBHOTO KOJUIOUIHOTO
OKCHJIa KPEMHHUS, TPOIaBaeMoro noj Ha3BaHueM Aerosil® 200, u TBepaOro mojuakpuiaMuza,
nomoOHOTO  COMOJIMMEPY THAPOKCHATUJIAKPWIATA U aKpUJIOWIANMETHITaypaTa HaTpus,
npoaaBaeMoMy noJ HazBaHueM Sepineo DERM®.

B nopyrom acmekrTe BbIIEYKa3aHHBIX BAaPHUAHTOB OCYIIECTBJICHHUS  TOMHUYECKAasi
(dapmanieBTHUECKAsT KOMIIO3UIIMS HUMECYJIHIA [0 HACTOSINEH 3asiBKE BKIIIOYAET MO MEHBIIEH
Mepe nBa pH-HE3aBUCHMBIX MOJUMEPA, BHIOPAHHBIX M3 TPYMIBI THAPOPUIBHOTO KOJIJIOUIHOTO
OKCHJa KpPEeMHUs, MpoAaBaeMoro moja Ha3zeaHueMm Aerosil® 200, u cmecu comonumep
AKpPWIOWIIUMETUIITaypaTa  HaTpus/m3orekcanekan/mojucopdar 80, mpomaBaemMol  mon
Ha3BaHueM Sepineo P600.

KonuyectBo pH-HE3aBUCUMBIX MOJUMEPOB, KOTOPOE MOKHO MCIOJB30BaTh B HACTOSILIEH
3asiBKe, COCTaBJIsIeT OT mpuMepHo 1,5% no npumepHo 5% Mac./mMac. OT KOMITO3UIINH.

KonuyectBo pH-HE3aBUCUMBIX MOJUMEPOB, KOTOPOE MOKHO MCIOJB30BaTh B HACTOSILIEH
3asiBKe, cocTapisieT npumepHo 1,5%, 2,0%, 2,5%, 3,0%, 3,5%, 4,0%, 4,5% wnu 5% mac./mac. ot
KOMIIO3HUIIHH.

INonxonsimuye pacTBOPUTENH, KOTOPbIE MOXKHO HCIOJIb30BaTh B HACTOSIIEH 3asiBKE,
BBIOMPAIOT W3 AaNpPOTOHHBIX TOJSPHBIX PACTBOPUTENEH, KOTOPBIC SIBIISIOTCS TMOJISIPHBIMU
PacCTBOPUTENSIMH, KOTOPbIE HE COIEPKAaT KUCJIOTHBIM BOJIOPOA W HE NEHCTBYIOT KaK JOHOP
BOJOPOIHOW cCBsi3u. Takue pacTBOPUTENU OOECHEUMBAIOT COJIOOMIM3AIMIO HUMECYIHIA U
MPUBOIAT K ONTHMAJBHOW CTaOWJIBPHOCTH, MAKCUMAJbHOW PACTBOPHUMOCTH W MHHUMAJbHOU
Jerpajgalyy JEKapCTBEHHOTO CPENCTBa B KOMIO3HLIMH. [IprMepbl TAaKUX anpOTOHHBIX MOJISIPHBIX
pacTBOpUTENEll BKIIOUAIOT, O€3 OrpaHWYeHHs, JAUMETWICYJIb(POKCHI, ITUMETHIN30COPOH,
IUMeTII(HOpMaMHUT, STUJIANETAT, H-METHIMMHPPOUAOH, TUMETHUIAleTAMU, MPONUIeHKapOOHAT
WJIH UX KOMOWHALIHH.

B opHOM acmekTe BBIIIEYKa3aHHBIX BAPUAHTOB  OCYILIECTBJICHUS  TOMHYECKAst
(dapmaneBTHUECKasT KOMIIO3UIMS HUMECYJUAA IO HACTOSIICH 3asBKE BKIIIOYAET AMpPOTOHHBIN
MOJIIPHBIA PACTBOPHUTENb, BHIOPAHHBIN U3 TUMETHICYIbPOKCHAA, TUMETUIN30copOruaa WiIH UX
KOMOHWHAITUH.

B nopyrom acmekrTe BbIIEYKa3aHHBIX BAPUAHTOB  OCYILIECTBJIEHHUS  TOMHYECKAst
(dapmanieBTHUECKasT KOMITIO3HIUS HUMECYJUAA 1O HACTOSIIEH 3asiBKE BKIIIOYAET KOMOWHAIIUIO
IBYX alpPOTOHHBIX TMOJSIPHBIX PACTBOpPHUTENieH, BBIOPAHHBIX W3 JUMETUICYJIb(OKCHIAa U
TUMETHIIN30CopOuna.

B nopyrom acmekrTe BbIIEYKa3aHHBIX BAPUAHTOB  OCYILIECTBJIEHHUS  TOMHYECKAst

(I)apMaLIeBTI/ILIeCKaﬂ KOMIIO3HULIUA HUMECYJIMAA IO HaCTOﬂLLIefI 3asBKC BKJIFOUACT KOM6I/IHaL[I/II-O
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IBYX amnpOTOHHBIX TMOJIIPHBIX PAaCTBOPUTENEH, BBIOPAHHBIX M3 AUMETWICYIb(QOKCHOA W
IUMETHIN30copOnaa, MPHUCYTCTBYIOUIUX B MAacCCOBOM COOTHOIIEHHH TII0 MEHBLIEH Mepe
npumepHo 1,0:1,0.

B eme onHOM acnekTe BBIMIEYKAa3aHHBIX BAapHUAHTOB OCYLIECTBJIEHUS TOMHYECKAs
(apMarieBTHUECKas] KOMITO3ULMSI HUMECYJIMIA 10 HACTOSIIEH 3asBKE BKIHOYAET KOMOWHALHIO
IBYX amnpOTOHHBIX TMOJIIPHBIX PAaCTBOPUTENEH, BBIOPAHHBIX W3 AUMETHICYIb(OKCcHOa W
OUMETHIIN30COopONIa, MPUCYTCTBYIOIUX B MAacCOBOM COOTHOIIEHWH OT mpumepHo 1,0:1,0 mo
npumepHo 3,0:1,0.

KonnuecTBo anpOTOHHBIX MOJISIPHBIX PAaCTBOPUTENEH, KOTOPBIE MOKHO HCIOJIB30BATh B
HACTOsIIIEH 3asiBKe, HAXOAUTCS B THAMA30He OT mpuMepHo 25% 1o npumepHo 55% mac./mac. ot
KOMIIO3ULIUH.

B npyrom acnekre Hacrosimas 3asBKa OTHOCHTCS K TONHYECKOH (hapMaleBTHUECKON
KOMIIO3ULIMM HUMECYJHIa WIH ero (papMaleBTUYeCKH NPUEMIIEMBIX COJIEH, BKIFOYAOLIEH
TepareBTUIeCKH 3(P(PEKTUBHOE KOJMYECTBO HHUMECYJIHIA, NPUYEM YKa3aHHAS KOMITO3UIIHS
HAXOIUTCS B (popMe sMyIbress.

B onHOM BapuaHTe OCYILECTBJICHMs HACTOsINAs 3asBKa OTHOCHUTCA K TONUYECKOU
(apMareBTHUECKOW KOMIO3HLNN HUMECYJIHIA WIN ero (papMaleBTUYECKH MPUEMIIEMbIX COJIEH
B (popme sMyJIbresst, mpu4eM yKazaHHast KOMITIO3UIUS BKIIFOYAET TePaneBTHIECKU 3P (PEKTUBHOE
KOJIMYECTBO HHUMECYJUAA, MO MEHbIIEH Mepe [Ba 3MyJbraropa, IO MEHbIIEH Mepe OAUH
reneo0pa3oBaTeNb/IOIMMEP W OOWH WM HECKOJNBbKO  (PapMaleBTUYECKH TMPUEMIIEMbBIX
SKCLIUITUEHTOB.

B ngpyrom acnekre BbIIIEYKA3aHHBIX BAPUAHTOB  OCYLIECTBJIEHUs TOMHMYECKAs
dapmMarieBTHUECKAas] KOMIIO3ULIUST HIMECYJHIa MO HACTOSIIEH 3asBKE BKIIIOYAET MO MEHbLIEH
Mepe [ABa 3MYJbraTopa M HHUMECYJIWA, NPUCYTCTBYKOIIHE B MAaCCOBOM COOTHOLIEHHUH OT
npumepHo 3,7:1,0 no mpumepHo 5,7:1.

IIpumepst TaKUX 3MyJIbIaToOpPOB BKJIFOYAOT, Oe3 OrPaHUYECHUS],
MOJMOKCUATHIIGHCTeapaThl, cMech creapara [I2I-6 u mampMuTOCTEapara STUJICHTJIUKOJSA U
creapata [IDI'-32, mpomaBaemyro mopa Ha3BaHueMm Tefose® 63, MOHO- W TUTTTULEPHIBI U
NOJIMOKCUJICTeapaT, mpoaaBaeMblii mnon HasBaHueM GelotTM 64, pukamnpunar/mukanpar
MOJIMATUJICHTJIUKOJIS, TpojaBaeMblii  mox Ha3BaHueM LabrafacTM PG, momokcui-20-
LETOCTeapPIIIOBBI  3(Up, TMOJMOKCHSTHJIEHCOPOMTaH MOHOJAypaT, MpOoJaBaeMbIil IMOX
Ha3BaHueM Tween 20, NOJMOKCHUITUICHCOPOUTAH MOHONAJIBMHUTAT, MPOIAABAEMBIH IOX
Ha3BaHueM Tween 40, MONMOKCU3THIIEHCOPOUTAH MOHOCTEapaT, MPOAABAEMBbIH MOJ Ha3BaHHEM
Tween 60, MOJUOKCUITUIICHCOPOUTAH MOHOOJIEAT, MPOJaBaeMblii 1o HasBanuem Tween 80,

MOJIMOKCUATHIICHCOPOUTAHOBBIE 3(UPHI KUPHBIX KUCIOT, MOJHOKCUITHINPOBAHHOE KACTOPOBOE
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Macjo, MNOJUOKCUI-40-THAPUPOBAHHOE KaCTOPOBOE MACJO, MPOAABAEMOE NOJ Ha3BaHUEM
Cremophor® RH 40, »5>¢upsl >KUpPHBIX KHCIOT, TakMe Kak TJHUIEPUIMOHOCTeapar,
MIMLEPUIAUCTEAPAT, MOHOOJI€AT TIJIMLEPUHA, ALEeTWIMPOBAHHBIE MOHOINIMLEPUABL, H
KOMOMHAIINH, BKJIIOYAIOIINE OAWH HJIH HECKOJIbKO U3 BBIICYKA3aHHBIX MAaTEPHAJIOB, N3BECTHBIE
CHEeLHATHNCTY B JaHHOH obOnacTu TexHuku. KoandyecTBo 1o MeHbInell Mepe IBYX SMYJIbraTOpPOB,
KOTOpBIE MOJKHO HCIIOJIb30BaTh B HACTOSINEH 3asBKe, KojeOmercss or mpumepHo 5,0% o
npumepro 15,0% mac./mMac. OT KOMITO3ULIMH.

IIpumeprl Takux TreneoOpa3oBaTENICH/IONUMEPOB BKIIIOYAOT, 0€3 OrpaHHYeHHS,
kapOoMep M TMpoM3BOAHBIE KapOoMmepa, MOJMBHHIIMMHUPPOJIUAOH, KaMelb POKKOBOTO IepeBa,
MOJIMBUHUJIOBBIM CIMPT, CUIMTBHIA MOJHMAKPHIAT, T'YapoOBYIO KaMelb, Kamelnb O000B POKKOBOTO
JepeBa, IOJIAKCOMEPBI,  MOJHUCAXapuAbl W LEJUIFOJIO3HbIE  MOJUMEPBl, Takue  Kak
KapOOKCHMETHIILIEIUTION03a,  THAPOKCHIIPONMIMETHIILEIUIION03a,  FHIPOKCHITUIILEIUIION03a,
THOPOKCUIIPONTMIIIEIUTION03a, M KOMOHMHALMH, BKJIIOYAKOIINE OAMH WM HECKOJNbKO U3
BBIIIEYKA3aHHBIX MATEPHAJIOB, W3BECTHBIX CIEIHATUCTY B JaHHOH OOJNACTH TEXHHKH.
KonnuectBo reneoOpasoBareneil, KOTOpble MOXKHO HCIOJNB30BAaTh B HACTOSIIEH 3asBKe,
HAXOIUTCS B quarasoHe oT npuMepHo 0,5% no npumepHo 3,0% mac./mMac. OT KOMITIO3ULIUH.

B opgHOM acmekre BBINIEYKA3aHHBIX BAapUAHTOB OCYLIECTBJIEHUS OMYyJbIesieBasi
KOMIIO3ULMSI MO HACTOSIEH 3asBKE TAK)KE BKIIOYAET OJUH WJIM HECKOJIBKO PaCcTBOpPUTENEH,
NPEANOYTUTENBHO AMPOTOHHBIX PACTBOPUTENEH, ANl 0OecriedeHnst pacTBOPEHUs] HUMECYIINAA,
YTO NMPUBOIUT K ONTHUMAJBHON CTAOMJIBHOCTH, MAKCUMAJIbHOW PACTBOPHUMOCTH M MUHHMAJIbHOMN
Jerpajaluyy JIEKapCTBEHHOIO CpeacTtsa B Kommosuuuu. IlpuMepsl Takux pacTBOpUTEnei
BKJIIOYAIOT, O€3 OrpaHWuYeHUs, TUMETHICYIb(OOKCUI, TUMETHIIN30COpOua, nuMeTuahopmMamun,
STUJIALIETAT, H-METWIMHPPOJUIOH, TUMETHIALIETAMHI, TUSTWICE0alnHAT, AUU30TPOITUIIaIUNAT,
NPONIJIEHKApOOHAT UM UX KOMOWHALIIH.

B opgHOM acmekre BBINIEYKA3aHHBIX BAapUAHTOB OCYLIECTBJIEHUS OMYyJbIesieBasi
KOMIIO3HIIHS TIO HACTOSIIEH 3asiBKE TAKXKE BKIIFOYAET BOAY B KOJIUYECTBE OT mpuMepHo 25,0% 1o
npumepHo 45,0% mac./mac. oT koMno3unuu. Mcnosp3oBaHHE BOIBI MPHUIOAET 3MYJIbIENEBOM
KOMIIO3ULIUU CITOCOOHOCTh HE HArpEBaThCs 38 CYET BBIIEICHHUS TEIlIa BO BPEMsI THAPATALIUH.

B onHOM acnekTe BBINIEYKA3aHHBIX BAPUAHTOB OCYILIECTBJICHHUS 3SMYJbIEJIEBYIO
KOMITO3ULIMIO TIO HACTOSIIEHN 3as8BKe HAHOCAT HA CYCTaB IO MEHbIIEN Mepe 2 pa3a B A€Hb, U OHA
HE BbI3bIBAET CYLIECTBEHHOTO PA3APAKEHUS KOXKH.

B opHOM acnekre BBINIEYKA3aHHBIX BAapUAHTOB  OCYILIECTBJICHHUs TOMHMYECKAs
(apMarieBTHUECKas] KOMITO3UIUST HUIMECYJIM/A 110 HACTOSIIEH 3asBKe TaK)Ke BKIIOUAET OIMH WU
HECKOJIbKO YCHJITENeH IMPOHUKHOBEHMs, KOTOPbIE CIIOCOOCTBYIOT MOBBILIEHHIO CKOPOCTH

MepeHoca JIeKapCTBEHHOIO  CpeAcTBa CKBO3b  KOXy. Ilpumepsl Takux  ycunurenen
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NPOHUKHOBEHHUS, KOTOPblE MOJKHO HCIIOJIb30BaThb B HACTOSIIIEH 3asBKE, BKIIOYANOT, Oe€3
OTPaHWUYEHUS, TOJIUOJIBI, T[JIUKOJH, NMPOCThIE 3(QUPBI, MPOCTbIE 3(PHUPHI TIIMKOJIEH, CIOXKHbIE
3¢upsl, CyIbPOKCUIBI, JKUPHBbIE KUCIOTHI, 3PHUPBI JKUPHBIX KUCJIOT, *KUPHBIE CIIUPTHL, 3pupHbIE
Maclia, TePIeHbl, TEPICHOHbI, METHINPOBAHHbIE 3(PUPBI KUPHBIX KUCIIOT, MErHIHPOBAHHBIC
JKUPHbIE CHOHPTBI M HMX KOMOHMHALWHM, BKIIOYas MOJHUATHIEHIJIMKOIb, MOHOJAypaT
NOJIMSTHIICHTIIMKONE W OyTaHOawon, Ccynb(OKCHUABI, BKIOYAs JUMETHICYJIb(QOKCUA U
AEUUIMETUIICYIB(GOKCHIT, TPOCThIE 3(QHPBI, BKIOUYAsT MOHOATHIIOBBIN 3P IUSTHUIICHTIIUKOIS U
MOHOMETHJIOBBIH 3(UpP ITUITUICHIIIMKOJSL, JKUPHBIE KUCIOTHL, BKJIIOYAs JIAYPUHOBYIO KUCIOTY,
OJIEMHOBYIO KHCIIOTY U BaJIepHAHOBYIO KHCJIOTY; 3(QUPBI JKUPHBIX KHCJIOT, BKJOYAs
U30TPONUIIMHUPHUCTAT, H3OMPONIIINAIBMUTAT, METHIIPONMOHAT W STHJIOJNEAT, a30THCThIE
COEIMHEHUS, BKIIF0Yasi MOYEBHHY, TUMETUIIALIETAMI, IUMETHIN30COpOua, TuMeTniIgpopMamMun,
2-MUPPOSIUIOH, STAHONAMUH, METWI-2-MUPPOJUIOH, AMSTAHOJAMUH U  TPUITAHOJIAMUH,
TEPIICHBL;, TEPIICHONIbI, aJIKAHOHBI, OPraHUYECKHE KHCIOTBI, BKJIIOUAs CATULUJIOBYIO KHCIOTY,
JVUMOHHYIO KHCIIOTY U SIHTAPHYKO KHCJIOTY, STAaHOJ, W3ONPONUIIOBBI CIHPT, alETOH,
LIUKJIOMETHKOH, IUMETHKOH WM HuX KoMmOmHaumu. KojuuecTBo Takux ycuiHTenen
NPOHUKHOBEHUS, KOTOPBIE MOKHO HCIIOJIb30BATh B HACTOSIIEH 3as1BKE, HAXOAUTCS B AHANa30He
ot nmpuMmepHo 1% no npumepHo 30% Mac./mMac. OT KOMIIO3ULIUHL.

B npyrom acmekre BbIIIEYKAa3aHHBIX BApUAHTOB OCYIIECTBJIEHHS TOMUYECKAs
(apmMarieBTHUECKas] KOMITO3UIUST HUIMECYJIN/A TI0 HACTOALIEH 3asBKE TAK)KE BKIIOUAET OIMH WU
HECKOJIbKO (hapMalleBTHUECKHU MPUEMJIIEMBIX SKCIIUITUEHTOB, BBIOpaHHBIX 13 Moaugukaropa pH;

HOCHUTENb U, He0o0sA3aTeNbHO, OAMH WM HECKOJbKO (PapMaleBTHYECKH MPHEMJIEMbIX

>
SKCLUMHIEHTOB, UCTIOJIb3YEMbIX B KOCMETUYECKON UM (hapMaLleBTHUECKOH 00JACTAX, TAKHX KaK
xenarooOpa3oBareny,  AHTHOKCHIAHTBI,  COJHLE3ALIUTHbIE  (UIBTPBL,  KOHCEPBAHTHI,
HATOJHUTENH, 3JIEKTPOJIUTBL,  BJATOYAEP)KUBAIOIINE BEINECTBA, KPACUTENH, OOBIYHbIE
MUHEpaJbHbIE WM OPraHUYECKHE KHCIOTbI WIM OCHOBAHMA, OTAYIIKH, 3(UpHBIE Macia,
KOCMETHYECKHE AKTHBHbIE KOMIIOHEHTBI, YBJIAXXHUTENH, BUTAMUHbI, HE3aMEHHMbIE >XHPHBIE
KUCJIOTBI, COUHTONMMUABI, COSNWHEHHs Ul aBTO3arapa, TaKhe Kak AWTHAPOKCHALIETOH, H
YCIIOKAUBAIOIIHE U 3AIUTHBIE ar€HTHI TSI KOXKH, TAKHE KaK AJJTAHTOMH, WM UX KOMOWHAIIHH.
Tepmun «momudukarop pH», UCHONB3yeMblii B HACTOSIIEM JAOKYMEHTE, OTHOCHUTCS K
BEILECTBY, KOTOpPOE€ MPHUAAET cocTaBy KUCIOTHbIN pH. Humecynun sABisieTcss MOJNEKYJIOH CO
cnabOKUCIIBIMU CBOWCTBAMH, KOTOpasi UMEET CKIOHHOCTb OCTaBaTbCs B HEMOHH3MPOBAHHOU
¢opme mpu xucmorHom pH. Taxum oOpasom, mnommep:kaHHe OKPY)KAKOLIEH MHUKPOCPEbI
HuMecynuaa npu amodom pH Hmxe ero pKa oGecrnieunBaer 3¢ekT OTCYTCTBUSI OKpAIIUBAHUS.

Komno3uuus no Hacrosien 3asske uMeer pH MeHblIe yem npuMepHo 6,5 WK B AUana3soHe OT

MPUMEPHO 2 A0 npuMepHO 5. KoMno3unus no HacTosiien 3asske MoxeT umers pH npumepno 3.
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Mopmudukarop pH, wcmonb3yembiii B HACTOSMIEH 3asBKe, BbIOUPAOT U3, 0e3 OrpaHHYeHUs,
JUMOHHON KHCJIOTBI, XJIOPOBOJOPOJHOHN KHCIOTBI, OJIEMHOBOW KHCIJIOTHI, SIOJIOYHON KHCIIOTBI,
BUHHOW KHUCIOTBI, (pyMapoBO# KUCIOTHI, HocopHON KHCIOTHI MM ux komOmHanuii. Koxka u
oexaa OOBIYHO HMEIOT HEKOTOPYH OydepHyr CmoCOOHOCTh W3-3a MPHUCYTCTBUS MOJIEKYJ
ocHoBaHui. Takum oOpasom, TpeOyeTcss M3OBITOK MONKHUCIUTENS B KOMIO3UIMH JJIsl TOTO,
yTOOBI OTperynupoBaTh casur pH. KommuecTBo MOAKUCIUTENSI, KOTOPBIA MOKHO HCIOJIb30BATh
B HACTOSIIEH 3asBKe, HAXOAUTCS B JHara3oHe oT npumepHo 1% mo mpumepno 5% mac./mac. oT
KOMIIO3HUIIHH.

TepmuH «HOCUTENBY, UCTIOIB3YEMbI B HACTOSIIEM JIOKYMEHTE, OTHOCHUTCS K BEIIECTBY,
KOTOpPOE€ MNPHUAAET KOMIIO3ULUM MO HACTOSALIEH 3asiBKE BHUJ YHUCTOM, HEKUPHOW, HEJIUNKONH M
OIHOPOAHON KOMTO3UIMH. HocuTenb, NCTIOIB3yeMblll B HACTOSIIEH 3asBKe, BHIOUpAIOT u3, 0e3
OTpaHUYEHHUs, [JIMLEpPUHA, MPONWICHIVIUKOJS,  AWMNPONMWIEHINIHUKONS,  AuleJaproHara
MPOMUJIEHTJIMKOJISA, JIAYyPOTJIMKOJISA, MOJUITHUIIEHTJIUKOJIS, OJIEMHOBON KUCIIOTbI, H30CTEapUHOBOMN
KHCJIOTBI, MIIHLEPHIMOHOO0IEATa, STOKCUANTIIMKOIS WIIH UX KOMOWHAIMHA.

B opHOM acmekTe BBIIIEYKa3aHHBIX BAPUAHTOB  OCYILIECTBJICHUS  TOMHYECKAst
(apmMarieBTHUECKas] KOMIIO3UINS HUMECYJIMA MO HACTOSIIEH 3asBKE TAKKe BKJIIOUAET BOAY B
konudyectBe MeHee 50% mac./mac. OT KOMIO3MIMHU. MCnonp30BaHuE BOABI MPUIAET T'eJIEBOM
KOMIIO3ULIUU CITOCOOHOCTh HE HArpEBaThCs 38 CYET BBIIEICHHUS TEIlIa BO BPEMsI THAPATALIUH.

B opHOM acmekTe BBIIIEYKa3aHHBIX BAPUAHTOB  OCYILIECTBJICHUS  TOMHYECKAst
(apMarieBTHUECKas] KOMITO3ULHS 10 HACTOALIEH 3asBKe TAKXKe BKJIIOYAET OJUH WM HECKOJIBKO
3aryCTuTeNell, KOTOphIe CHOCOOCTBYIOT YBEIHMUEHUIO CKOPOCTH YPECKOXKHOTO TPAHCIOpPTa
JIEKapPCTBEHHOI'O CPEJCTBA CKBO3b KOXKY.

IIpumepsl Takux 3arycruresiel, KOTOPbIE MOXKHO HCIIOJIb30BaTh B HACTOAIICH 3asBKE,
BKJIIOYAIOT, 0€3 OrpaHWYeHWs], EeTUJIOBBIA CIUPT, HETEAPHJIOBBIA CIHPT, ETOCTEAPUIOBBIN
CIIUPT, CTEApUJIOBBI CHMPT, BOCKH, BKJIIOYasl MUENMHBIH BOCK, MacjlO Kakao, Macjo IIH,
HIEPCTSIHOM BOCK, KaMeIH, BKJIIOYAsl apaBUMCKYI0 KaMmelb, TPArakaHTOBYIO KaMmelb, KaMelb
0000B POKKOBOTO AEpeBa, IyapoOBYIO Kamelb, KCAHTAHOBYIO KaMe[lb, LEJUIFOJIO3HYIO KaMesb,
KaMeZlb CKIIEPOLHs], KapparnHaHOBYIO KameIb, KaMelb Kapaiu, CMOJIy HJIM WX KOMOHWHALIWU.
KonnuecTtBo Takmx 3arycturesieli, KOTOpPble MOTYT MPUCYTCTBOBATh B KOMIIO3WULUU IO
HacTosmel 3asBke, kojebnercss ot mpumepHo 1,0% no mpumepno 10,0% wmac./mac. ot
KOMIIO3HUIIHH.

INonxonsuue npuMepsl OTAYLIEK, KOTOPbIE MOXKHO HCIOJIB30BaTh B HACTOSIIEH 3asBKE,
BKJIFOYAKOT, 0€3 OrpaHHYeHMs], PACTUTENIbHBbIE 3KCTPAKThl U 3UpPHbIE Macjia, MOAO0OHbIE
5BKAJUINTOBOMY, JIUMOHHOMY, aIleJIbCHHOBOMY, KOPHYHOMY, MSTHOMY, MaHIapHUHOBOMY,

rpeiingpyroBoMy Maciay, Macily MATbl KYAPSBOH, MsTbl NEPEYHOH, T'BO3AUYHOMY WU
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PO3MapHHOBOMY Maciy, HJIH CHHTETUYECKHE OTOYIIKH, TaKHe KaK BAHWIMH U THXHHA JIAHbILI.
KonmnuecTBo oTayIIek, KOTOPbIE MOMKHO HCIIOJIb30BaTh B HACTOSINEH 3asBKE, HAXOOUTCS B
nuana3oHe ot npumepro 0,07% no npumepno 0,3% mac./Mac. OT KOMIIO3UITHH.

IMopxonsmue npuMepsl XenatooOpa3oBaresieil, KOTOpPbIE MOXHO HCIOJb30BATh B
HACTOSIIEH 3asiBKe, BKIIIOYAIOT, 0€3 OrpaHU4eHus], STUICHINAMHHTETPAYKCYCHYIO KUCIIOTY U €€
MIPOM3BOIHBIC WJIN COJIH, AUTHIAPOKCHUITUIITIMLIUH MITH UX KOMOMHALINU.

IMopxonsimue mpuUMepbl KOHCEPBAHTOB, KOTOPbIE MOYKHO HCIOJB30BAaTh B HACTOSIIEH
3asiBKE, BKJIIOYAKOT, 03 OTrpaHWYeHHs, XJOpUA OeH3aJKOHHUS, (PEHOKCHITAHOJ, OCH3HIIOBBIN
cnupt, OyrunuposanHelii ruppokcutoayon (BHT), Oyrunuposannsiii rugpokcuannzon (BHA),
OeH30aT HaTpus, TUA30JUANHUIMOYEBHUHY U MTapaOeHbl, MIIH HX KOMOWHALINH.

[Moxxonsimue npuMepsl BIAroyAep KUBAIOIINX BEIIECTB, KOTOPhIE MOKHO HCIOJB30BAThH
B HACTOSIIIEH 3asBKE, BKIIIOYAIOT, O€3 OrpaHUYEHUs], TINLEPUH 1 COPOUT.

JpyrumMu noaxondmuMu (apManeBTHUYECKU MPUEMIIEMbIMH SKCLUITHEHTAMH, KOTOPbIE
MO>KHO HCHOJIB30BATh JJISI COCTABJICHHS] KOMITO3ULIUN MO HACTOSIIIEH 3asBKe, SIBISIFOTCS JIFOObIE
SKCILUMHUEHTHI, H3BECTHBIE CIIELUAINCTAM B JAHHOHM O0NACTH TEXHUKH, U OTIUCAHBI B JOKYMEHTE
Handbook of Pharmaceutical Excipients, American Pharmaceutical Association (1986),
BKJIFOYEHHOM B HACTOSIIIEE OMUCAHNE TIOCPEICTBOM CCBUIKH.

B nanHOl 005acTH TEXHHKH XOPOLIO HM3BECTHO, YTO HCIOJIb30BAHHE MOBEPXHOCTHO-
AKTHUBHBIX BEIIECTB B TOMUYECKUX KOMITO3ULUSX SBIISIETCS OOBIMHON mpakTHKONW. OHAKO Takoe
UCTIOJIb30BAHHUE MOJKET BBI3BIBATH pasfapakeHre Kou. OOBIMHO HCHONB3YIOT NMOBEPXHOCTHO-
AKTHUBHBIC BEILIECTBA, BBIOPAHHBIE W3 HEMOHHBIX IMOBEPXHOCTHO-aKTHBHBIX BEIIECTB WU
MIOBEPXHOCTHO-aKTUBHBIX BewecTB ¢ BenuunHoi [ JIb (rugpodunbHo-munodribHbl 6aganc) ot
7 00 9, 0oHAKO, KaK YIIOMHHAJIOCh, 5TO MOKET BBI3bIBATH HEXKEJIATEIBHOE BO3ICHCTBHE HA KOXKY.

B HekoTOpoM acrekTe BBIIEYKA3aHHBIX BAPUAHTOB OCYLIECTBJIEHHS TOMWYECKas
apmMarieBTHUECKAs] KOMIIO3ULUST HUIMECYJIN/IA MO0 HACTOSLIEH 3asiBKE MPAKTUYECKU HE COINEPIKUT
MOBEPXHOCTHO-AaKTUBHBIX ~ BEINECTB, NPUYEM  VKA3aHHbIMU  IOBEPXHOCTHO-aKTHBHBIMU
BEIIECTBAMHU  SIBJSIFOTCA  JKUPHbIE KUCJOTBHI, alKWICYNb(MOHATBHL, XJIOpHI OCH3aJIKOHUS,
OUOKTUICYIb(OCYKIIMHAT  HaTpus  (OOKy3aT  HATpUs) ©W  JAypWICydbdar  HATpHs
(momeumncynpdar HaTpusi), copOuUTaHOBBIE OPUPHI KUPHBIX KUCIOT, BuTamuH E TPGS,
NOJIMOKCUATHIICHCOPOUTAHOBBIE  3(UPBI  JKUPHBIX  KHCJIOT,  IOJMOKCHATHIIMPOBAHHBIC
KaCTOPOBBIE Maclia, THIPUPOBAHHBIE KaCTOPOBBbIE Macja, HATPHH TaypoXoJyieBas KHUCIOTa, 1-
NAJIbMUTOUJI-2-0JIEOUII-SN-TITHLEPO-3-POChOXONNH, JIEUUTHH, ApyrHe GochOonunuasl 1 MOHO- U
IUTIALEPHUIBI, TTOTHOKCHUITHIMPOBAHHBIE TIIMLEPUABI SKUPHBIX KHCIIOT, CTEAPHJIOBBIH CIHPT,
XOJIECTEPHH, TMOJHUOKCHATHIMPOBAHHOE PHLIMHOBOE MACJO, TNIMLEPUAbI MOJU3THUICHIJTUKOIS,

MOJIOKCAMEPDBI, U UX KOM6I/IHaLII/II/I.
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B opmHOM acmekTre BBINIEYKA3aHHBIX BAPUAHTOB  OCYIIECTBJICHUS  TOMUYECKAs
dapMarieBTHUECKas] KOMITO3ULMSI HUMECYJIHJA IO HACTOSIIEH 3asBKE TIOCIE€ MECTHOTO
HAHECEHUs HE TIPUBOJUT K CYLIECTBEHHOMY Pa3paKEHUIO KOXKHU.

B npyrom acmekre BbIIIEYKA3aHHBIX BApUAHTOB OCYIIECTBJICHHS TOMWYECKas
dapMarieBTHUECKas] KOMITO3ULMSI HUMECYJIHJA IO HACTOSIIEH 3asBKE TIOCIE€ MECTHOTO
HAHECEHUs] N0 MEHbIIEeH Mepe MPUMEpPHO 2 pasa B [€Hb HE MPHUBOAUT K CYIIECTBEHHOMY
pa3ApaskeHUI0 KOXKH.

B eme onHOM acmekTe BBIMIEYKA3aHHBIX BAPUAHTOB OCYIIECTBJIEHUS TOMWYECKas
dapMarieBTHUECKas] KOMITO3ULMSI HUMECYJIHJA IO HACTOSIIEH 3asBKE TIOCIE€ MECTHOTO
HAHECEHUsI MO MEHBIIEH Mepe OT MPUMEPHO 2 A0 NPUMEPHO 4 pa3 B J€Hb HE NMPUBOAUT K
CYIIECTBEHHOMY Pa3pask€HUI0 KOXKU.

B onmHOM BapuaHTe OCYLIECTBIEHHMs] HACTOSINAs 3asBKa OTHOCHUTCS K CIOCOOY
obneryenuss OOJMM W/WMNIM BOCHAJEHHs CYCTaBOB Y CYOBEKTa, HYXAAKOLIETOCS B 3TOM,
BKJIFOYAIOLIIEMY HAHECEHHE TOMUYECKOH (hapMaleBTUUECKON KOMIO3ULIUK HUMECYIIUAA HIIH €ro
dapMaleBTHUECKH TPUEMIIEMBbIX COJIEH, NpUYeM YKa3aHHAs KOMIIO3WULHUS BKIFOYAET OT
npumMepHo 2% 10 npuMepHo 5% Mac./mMac. HUMECYJIHa.

B onmHOM BapuaHTe OCYLIECTBIEHHMs] HACTOSINAs 3asBKa OTHOCHUTCS K CIOCOOY
obneryenuss OOJMM W/WMNIM BOCHAJEHHs CYCTaBOB Y CYOBEKTa, HYXAAKOLIETOCS B 3TOM,
BKJIFOYAIOLIIEMY HAHECEHHE TOMUYECKOH (hapMaleBTUUECKON KOMIO3ULIUN HUMECYIIUAA HIIH €ro
(bapMareBTHUECKH MPUEMJIEMbIX COJIEH Ha CYCTaB, NMPUYEM YKa3aHHAs KOMIO3HMIHUS BKIIOYAET
oT npuMepHO 2% 10 mpuMepHO 5% Mac./Mac. HUMeCyIHuaa;, U yKa3aHHas KOMIIO3ULUS, KOTAa
OHa HAHECEHAa Ha YyKa3aHHBIH CYCTaB, AEMOHCTPHPYET KOHLEHTPALHMI0O B CHHOBHAJIBHOM
JKUIKOCTH TO MeHbIIeil Mepe B 3 pasa Ooyiee BBICOKYIO IO CPaBHEHHIO C KOMMEPYECKH
JOCTYNHON TONMUYECKON KOMIO3ULIMeH, BKIouarolel reib ¢ 1% HuMmecynunaa, yepes3 NpUMepHO
4 Jaca nocse HaHECEHUsl.

B onHOM acmekre BBIIEYKA3aHHBIX BapUAHTOB OCYINECTBICHMS HACTOSAIIAsl 3asiBKA
OTHOCHTCS K CTIOCO0Y, BKJIIOYAIOIIEMY HAHECEHHE TOIMYECKOH (papMarieBTUIECKOH KOMITO3ULIIH
HUMECYIINA, PUYeM YKa3aHHas KOMIO3HUIHS JEMOHCTPUPYET KOHLEHTPALIMIO B CHHOBHAJIBHOM
JKUJIKOCTH TIPUMEPHO B 3-4 pasza Ooiee BBICOKYIO IO CPAaBHEHHMIO ¢ KOMMEPUECKH IOCTYITHOM
TONMUYECKON KOMITO3HUIINEH, BKITFOUaroIel reb ¢ 1% HuMecynuaa.

B onmHOM BapuaHTe OCYLIECTBIEHHsS] HACTOSINAs 3asBKa OTHOCHUTCS K CIOCOOY
obneryenuss OOJMM W/WMNIM BOCHAJEHHs CYCTaBOB Y CYOBEKTa, HYXAAKOLIETOCS B 3TOM,
BKJIFOYAIOLIIEMY HAHECEHHE TOMUYECKOH (hapMalieBTHUECKON KOMIO3ULIUK HUMECYIIUAA HIIH €ro
(bapMareBTHUECKH MPUEMJIEMbIX COJIEH Ha CYCTaB, NMPUYEM YKa3aHHAs KOMIO3HMIHUS BKIIOYAET

oT npuMepHO 2% 10 mpuMepHO 5% Mac./Mac. HUMeCyIHuaa;, U yKa3aHHas KOMIIO3ULUS, KOTAa
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OHAa HaHeCeHa Ha yKa3aHHBbIM CyCTaB, AEMOHCTPHUPYET KOHIIEHTPALUIO B IUIa3Me M0 MeHbllen
Mepe B 2 pa3a Oojiee BBICOKYIO IO CPAaBHEHHIO C KOMMEPYECKH MOCTYITHON TOMUYECKOM
KOMIO3UIMEH, BKIOHamoImen renb ¢ 1% HuUMecynuaa, npuMepHO depe3 4 dwaca mocne
HaHECEHMsI.

B opgHOM acmekTe BbIIEYKa3aHHBIX BAapUAHTOB OCYIIECTBJIEHUS HACTOSINAsl 3asiBKa
OTHOCHTCS K CTIOCO0Y, BKJIIOYAIOIIEMY HAHECEHHE TOIMYECKOH (papMarieBTUIECKOH KOMITO3ULIIH
HUMECYJIN/A, MPUYEM YyKa3aHHAs KOMIIO3ULIMS JIEMOHCTPUPYET KOHLEHTPAIMIO B IIJIa3Me
NpUMEpHO B 2-3 pasa Oojiee BBICOKYIO MO CPABHEHHIO ¢ KOMMEPYECKU JOCTYITHOH TOIMHYECKOH
KOMIIO3UIIMEH, BKJTFoUaroue reib ¢ 1% aumecynuaa.

B opgHOM acmekTe BbIIEYKa3aHHBIX BAapUAHTOB OCYIIECTBJICHHS HACTOSIIAs 3asBKa
OTHOCHTCS K CTIOCO0Y, BKJIIOYAIOIIEMY HAHECEHHE TOIMYECKOH (papMarieBTUIECKOH KOMITO3ULIIH
HUMECYJINIA, MPUYEeM YKa3aHHask KOMITO3ULUSI BKJIFOYAET HE MEHee YeM IpuMepHo 2% mac./mac.
HUMECYJIN/A.

B onmHOM BapuaHTe OCYLIECTBIEHHsS] HACTOSINAs 3asBKa OTHOCHUTCS K CIOCOOY
obnerueHust OOMM W/WJIM BOCHAJNIEHUST CYCTAaBOB Y TAIMEHTa, HYKIAIOMIETOCs B OSTOM,
BKJIFOYAIOLIIEMY TONTMYECKOE HaHECeHHE (papMarieBTUIECKOH KOMITO3HULUN HUMECYJINAA UIH €ro
(dhapMaleBTHUECKU TPUEMJIEMBIX COJIEH Ha CyCTaB, NMPUYEM YKA3aHHYK) KOMIIO3HIIMIO HAHOCST
HA YKa3aHHBINA CyCTaB [0 MEHbIIEH Mepe MPUMEPHO 2 pasa B ICHb.

B onHOM acmiekTe BbIIIEYKa3aHHBIX BAPHAHTOB OCYIIECTBJICHHUS CIOCOO MO HACTOSIIEH
3asiBKe oOnerdenust OOJNM W/UIM BOCHAJIEHUS] CYCTABOB y TAIMEHTA, HYKIAIOMIEroCs B 3TOM,
BKJIFOYAET TOMWYECKOe HaHeceHHe (apMaleBTHYECKONH KOMIIO3MLIMKM HUMECYJIHIa WJIH €ro
(dhapMaleBTHUECKU TPUEMJIEMBIX COJIEH Ha CyCTaB, NMPUYEM YKA3aHHYK) KOMIIO3HIIMIO HAHOCST
HA YKa3aHHBINA CyCTaB OT MIPUMEPHO 2 10 IPUMEPHO 4 pa3 B I€Hb.

B onmHOM BapuaHTe OCYLIECTBIEHHMs] HACTOSINAs 3asBKa OTHOCHUTCS K CIOCOOY
obnerueHust OOMM W/WJIM BOCHAJNIEHUST CYCTAaBOB Y TAIMEHTa, HYKIAIOMIETOCs B OSTOM,
BKJIFOYAIOLIIEMY HAHECEHHE TOMUYECKOH (hapMaleBTUUECKON KOMIO3ULIUK HUMECYIIUAA HIIH €ro
(dapMalleBTUUECKU TIPUEMJIEMBIX COJIeH, MPUYEeM YKa3aHHAs KOMIIO3HMIMUS BKJIFOYAE€T OT
npumMepHo 2% no npuMepHO 5% Mac./Mac. HUMeCyJIUza;, U yKa3aHHas KOMIIO3ULIUS, KOTHa ee
HAHOCSIT MPUMEPHO 2 pa3a B JI€Hb, IEMOHCTPUPYET KOHLUEHTPALUIO B IJIa3Me M0 MEHBIIEH Mepe
B 3 pasa OoJiee BBICOKYIO 10 CPABHEHHIO C KOMMEPYECKH AOCTYITHON TOMMYECKOH KOMIO3HLIHUEH,
BKJIFOUarouieil resb ¢ 1% HuMecynuaa, HAHECEHHYIO MPUMEPHO 3 Wi 4 pas3a B A€Hb.

B onmHOM BapuaHTe OCYLIECTBIEHHMs] HACTOSINAs 3asBKa OTHOCHUTCS K CIOCOOY
obnerueHust OOMM W/WJIKM BOCHAJNIEHUS] CYCTAaBOB Vy TAIMEHTa, HYKIAIOIIErocsi B 3TOM,
BKJIFOYAIOLIIEMY TOMUYECKOEe HAHECeHHE (papMalleBTUIECKOH KOMITO3UIMHA HUMECYJIHIA FIIH €rO

(I)apMaLIeBTI/ILIeCKI/I MPUEMIIEMBIX CO.]'IGfI, NpUYIEM yKa3aHHAasA KOMIIO3ULUA TIOCJIE TOMUYCCKOIro
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HAHECEHMsI HEe MTPUBOJUT K CYIIIECTBEHHOMY Pa3paskeHUIO0 KOXKH.

B onHOM acmekTe BbIMIEyKa3aHHBIX BAaPUAHTOB OCYIIECTBJICHHS] HACTOSINAS 3asiBKa
OTHOCUTCST K cmocoOy oOnerdenuss OOMM W/WiIM BOCHAJCHUS CYCTaBOB Yy TAIMEHTA,
HY>KIAIOIIErocsi B 5TOM, BKJIIOYAIONMEMY TOMUYECKOEe HaHeceHHe (apMareBTHIeCKO
KOMITO3UIIUH HUMECYJIUIA WA ero (papMaleBTUYeCKH MPUEeMJIEMBIX COJICH, MpUYeM yKa3aHHas
KOMITO3UIIUS TTOCJIe TOMMYECKOTO HAHECEHUs MO MEHbIIeH Mepe MpuMepHO 2 pas3a B JeHb He
MPUBOIUT K CYIIECTBEHHOMY Pa3Apa’KEHUI0 KOXKH.

B onHOM acmekTe BbIMIEYKa3aHHBIX BAaPUAHTOB OCYINECTBJICHHUS HACTOSINAS 3asiBKa
OTHOCUTCS K crmocoOy oOmerdeHuss OOMW W/WIM BOCHAJiEeHUs CYCTaBOB Yy TAIlMEHTA,
HY>KIAIOIIErocsi B 5TOM, BKJIIOYAIONMEMY TOMUYECKOEe HaHeceHHe (apMareBTHIeCKO
KOMITO3UIIMH HUMECYJIHA I ero (papMaleBTUYeCKH MPUEeMJIEMBIX COJIEH, MPUYeM yKa3aHHas
KOMITO3ULIUS MOCe TOMUYECKOTO HAHECEHUs MO MEHbLIEH Mepe NpuMepHO 2-4 pa3a B A€Hb HE
MPUBOIUT K CYIIECTBEHHOMY Pa3Apa’KEHUI0 KOXKH.

B onmHOM acmekTe BBINIEYKA3aHHBIX BAPHUAHTOB OCYIIECTBJIEHUS  TOMHYECKYIO
(dapMaleBTHUECKYI0 KOMIIO3UIMIO [0 HACTOSIIEH 3asBKE MOJNYYaloT JIOOBIMH OOBIYHBIMU
U3BECTHBIMH CTIOCOOAMHU.

B omHOM BapuaHTe OCYIISCTBJIIEHHMsS HACTOSINAs 3asBKAa OTHOCUTCS K crocobam
MOJIyYEHUs] TONMYECKOH (hapMalleBTHUECKOW KOMITO3WLIMKA HUMECYJINAA, MPUYEeM YKa3aHHbBIN
croco® BKIOUaeT craauu (@) TOJNyYeHHs CMECH pacTBopuTened u skcuunueHToB, (b)
pactBopenusi mnoxxoxsmero wmoaudukatopa pH B (a); (¢) nobaBneHuss HUMecynuaa u
noaxozsmero pH-HesaBucumoro nojumepa K (b) u (d) nodaBneHuUs: TOAXOASINErO HOCHTES ISt
00pa3oBaHus JKEIATENbHON JIEKapCTBEHHOH (POPMBI.

B napyroMm BapuaHTe OCYIIECTBIIEHHS HACTOSINAsl 3asBKa OTHOCUTCS K CrHocobam
MOJIyYEHUS] TONMUYECKOW (hapMalleBTUUECKOW KOMIIO3UIMKM HUMECyIHaa B (opMme dMYJIbrens,
npuyueM YKa3aHHbIA Croco0 BKIIOYAET CTaguu (a) TOJydeHHs MacisHol (as3el myTem
CMEIINBAHUS TIOAXOASIIUX PACTBOPHUTENEH Macjia U 3KCUUNUEHTOB; (b) MOJyYeHUs BOIHOM
(ha3bl MyTeM CMEIIMBAHUS BOJIbI, MOAXOSAIIETO HOCUTENS U rejieo0pasoBareneil; (¢) nobdaBieHus
noyyueHHOU wMacisiHod (aser (a) x BomHoW (daze (b) mpu monmxonsuied TemmepaTtype ¢
MOCJIEAYIOITUM TIepeMelTNBaHUEM JIUIsl 00pa30BaHUS JKEJIATeIbHON JIEKapCTBEHHOH (POPMBL

B omHOM acrmekTe  BBINIEYKA3aHHBIX BAPUAHTOB  OCYIIECTBJICHUS  TOMHYECKAs
(dapmaneBTHUECKasT KOMITO3HMIMS HUMECYJIHAA IO HACTOSALIEMy H300peTeHuto crabuiibHa B
TeYeHHe MO MeHbIel Mepe mpumepHo 90 nHel, korna oHa xpanutcs npu 40°C/OTHOCUTENBHOM
Bnaskaoctu (RH) 75%.

B omHOM acrmekTe  BBINIEYKA3aHHBIX BAPUAHTOB  OCYIIECTBJICHUS  TOMHYECKAs

(I)apMaL[eBTI/ILIeCKaﬂ KOMIIO3HULIHUA HUMECYJINJA MO HACTOALIEMY I/1306peTeHI/II'O COCTaBJICHA B BUIC
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MOJIXOASALINX JIEKAPCTBEHHBIX (DOPM, KOTOpBIE BKIFOYAKOT, 0€3 OTpaHHYEHHs, T'ellb, Ma3b, KpeM,
SMYJIbreNb, JOCBOH, JIMHUMEHT, CllacaTesib, Oanb3aM U T.I1., WJIM UX KOMOWHALIUH.

TepmuH «reab», UCNONB3YEMBIM B HACTOSIIEM OIUCAHUU, OTHOCHUTCS K TOMNHYECKOU
dapMareBTHUECKOW KOMIO3ULIMM HUMECYJIMAA 10 HACTOSALIEH 3asBKe, BKIIOYAIOLIEH OT
npumMepHo 2% no mpumepHo 5% Mac./Mac. HUMECYNWAa, KOTOpas MO CBOEH NpPUPOAE He
SIBJISIETCS] OKPALIMBAOLIEH.

Tonuueckas (apmaneBTHYECKass KOMITO3ULMS IO HACTOSINEH 3asiBKE HE AaeT WIU IO
CYLIECTBY HE BBI3bIBAET OKPALUMBAHUS KOXKU WUJIM OJIEXKbl NOCJIEe HAHECEHUs M0 CPaBHEHUIO C
KOMMEPUYECKH TOCTYITHOM rejieBoi kommnosuuuei ¢ 1% Humecynuaa.

B HexkoTOpBIX BapMaHTaxX OCYLIECTBJIEHHUS TEPMHUH «Iejib» OTHOCUTCS K TOMOT€HHOM
YUCTOU/TIPO3PaYHON OTHOCHTEJIBHO BSI3KOAJIACTUYHOW M THKCOTPOIHON JIeKapCTBEHHOH (hopme
npu 25°C, kortopas oOecrieuuBaeT MaJCHUE BSI3KOCTH He Oojee dem mnpumepHo Ha 2,0%
OTHOCUTEJIBHO UCXOJHOM BA3KOCTH IIPU XPAHEHUU B T€UEHHE MEPHUOAA MO MeHbluel Mepe B 90
nHeit mpu 40°C/otHOCcuTenbHOMN BiaxkHocTr (RH) 75%.

B omHOM acmekTe  BblIeyKa3aHHbIX BapUaHTOB  OCYLIECTBJIEHUS  TOMMYECKas
dapmMarieBTHUECKas] KOMIO3UIMS HUMECYJIHIA IO HACTOSINEMY H300PETEHHIO MPEACTaBISIET
coOO¥ Tejb.

B opHOM BapuwaHTe OCYINECTBJIEHUS TONHYECKYIO (hapMaLEBTHUECKYIO KOMIO3HUIIHIO
HUMECYJIU/IA 110 HACTOSIIEH 3asBKEe MOKHO HCIIONB30BAaTh ISl JIEUEHUS] WM OoOJerdeHus: 0omu
W/WIM BOCTIAJIEHUsI CYCTaBOB, CBS3aHHBIX C KOCTHO-MBILIEYHONW CHCTEMOH, OCTEOAPTPUTOM HIIU
PEBMATOUHBIM aPTPUTOM U OTHOCSIIMMHUCS K HUIM CUMIITOMaMH.

B onmHOM BapmaHTe OCYIIECTBJIEHUS TONMHYECKYIO (hapMaleBTHUECKYI0 KOMIIO3HLIUIO
HUMECYJIUa 10 HACTOALIEH 3asiBKE TaKK€ MOKHO BBOAWTH COBMECTHO (OJZHOBPEMEHHO HWIIH
MIOCJIEIOBATEIbHO) C OJHUM HJIH HECKOJBKUMH MOJE3HBIMU (PapMalleBTUYECKUMHU CPEICTBAMH B
(opMe KOMMEPUYECKH IOCTYIHBIX JIEKAPCTBEHHBIX (POPM, WJIM KOTOPBIE MOJKHO pa3padoTaTh B
NOIXOAAIINX (PapMAaLleBTUUECKH TPHEMJIEMBIX JIEKAPCTBEHHBIX (opMax Ui JIEUCHUS WU
obserdeHust 00N 1/UITM BOCTIAJICHHSI CYCTaBOB M CBSI3aHHBIX C HUIMH COCTOSTHUH.

IMopxonsmue mnpuMepbl (papMaleBTUYECKUX CPENCTB, KOTOpPblE MOJKHO BBOAHTH
COBMECTHO, BBIOMpalOT M3, 0€3 OrpaHWYEHHUs, CUCTEMHBIX U TOMHYECKHX CTEPOHIHBIX U
HECTEPOUAHBIX MPOTHBOBOCHAIUTENBHBIX CPEICTB, KOTOpbIE, B LEJIOM, XOPOIIO H3BECTHBI B
JaHHON  OONacTM  TEeXHWKH, WIM  JEOOBIX  JOPYTHX  KOMMEPYECKH  JOCTYIHBIX
POTHBOBOCIAJMTEIBHBIX JIEKAPCTBEHHBIX (POPM W/MIIH YCTPOICTB U T.II. HITH HX CMECEH.

Tonuyeckrne KOMIO3UIMH MO HACTOSIIEMY H300pPETEHHIO MOTYT OBITh YacThiO Habopa
WIA YCTPOHCTBA M MOIYT 3alOJHATh JIAaMHHATHbIE TyObl, OaHKM, My3BIPbKH, HACOCHI,

a3pO30JIbHBIE KOHTEHHEPHI U JI00YI0 IpyTryio (GOpMy YIAaKOBKH, KOTOpPast 00Jer4aeT TOMUIecKoe
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HaHeceHHe. KOoMMNO3MIMK TmpefaHa3Ha4YeHbl UIi MECTHOTO HaHECeHMs, JIMOO BPYUHYIO, JHOO C
UCTIOJIb30BAHUEM OOBIYHOTO AamIuIUKaTopa Uil ynoOCTBAa MAIMEHTa W JIETKOCTH HAHECEHUsL.
Jl03a, 94MCII0 M 4aCTOTa HAHECEHUH MOTYT OBITh ONpPENeNIeHbl CIIELUATUCTOM B 00JIACTH JICUSHHSI
COCTOSIHUH, TAKUM KaK JIe4alluid Bpad, AepMaToJIOr U T.II.

JUis ymakoBKHM MOTYT OBITh HCIOJIb30BaHbl JJAMHUHATHBIE TyObl. OCOOEHHOCTH U
NPEUMYIIECTBA JIAMUHATHBIX TYO BKIIFOYAIOT CIIOCOOHOCTH COXPAHSTH IJIaJKOCTh, THOKOCTh H
MSITKOCTh, YBEJIMYMBATh CPOK XPAHEHUS, MPEBOCXOAHbIE OapbepHBIE CBOWMCTBA, MPEBOCXOIHYIO
CHOCOOHOCTD K FepMETH3alNH, YCTOHYUBOCTD K BBILIBETAHHIO TIEYATH, BO3MOXKHOCTD 3aKPBITHSI C
KOHTPOJIEM BCKPBITUSL C MCMOJb30BAHUEM 3al€YaTaHHOTO HOCHKA, BO3MOKHOCTb TOPSYEro
tucHerns ¢osproil. Tyosr HDPE Takske MOKHO HCHOJB30BaTh AJsl yNakoBKH. lIpumepamu
SIBJIIIOTCST TIPEIABAPUTENIPHO TUCHEHBIE OJHOCIONHBIE IUIACTHKOBBIE TYOBI, M3rOTOBJIEHHBIE U3
cmeceit LDPE/LLDPE nytem 3KCTpy3uu W CHAOKEHHbIE 3aIIEIKUBAIOIIUMUCS OTKUIHBIMH
KOJIMAYKAMH, U3TOTOBJIEHHBIMY U3 MOJUNPONUICHA.

Hacrosmas 3asBka Taxke NPOWUIIOCTPUPOBAHA NPUMEPAMH, KOTOPBIE HNPUBOAITCS
TOJIBKO JIMIIb JUIsI TOTO, YTOOBI NPOMJUIIOCTPUPOBATH (papMaIleBTHUECKHE KOMITO3HIIHHY,
OTIMCAHHBIE BBILIE, M KOTOPbIE HE OTPaHUYHMBAIOT 00beM 3asBku. HekoTopele Momudukanuu u
SKBHUBAJICHTHI OyAyT OYEBHIHBI CIIELUAJIICTAM B JAHHOHW OONACTH TEXHUKH, W MPEANOJaraercs,
YTO OHH BKJIIOUEHBI B 00BbEM HACTOSIIEH 3asiBKH.

Hacrosmee wu3oOpereHne NOSACHSAETCS HIDKE C OOpalleHHeM K CIEAYIOIUM Janee
npuMepam. OIHAKO CHEUANUCTY B JAHHOUW OOJIACTH TEXHHUKH OyIeT MOHSITHO, YTO KOHKPETHBIC
crocoObl W TIONYYEHHBbIE PEe3yJbTaThl SBJSIFOTCS TOJBKO HJUIOCTpPALMEH HACTOSILIETO
n300peTeHNs] U HEe JOJDKHBI MHTEPIPETHPOBATHCA KaK OTPAaHMYMBAIOIIHNE HACTOSINYIO 3asBKY.
IIpusenennele nanee NpUMepbl MOTYT BKJIFOUATh KOMIWISLIMIO JAHHBIX, KOTOPBIE MPEACTABIISIOT
coOOl penpe3eHTaTUBHBIC NaHHbIE, COOpaHHBIE B PA3JINYHOE BpPEeMsl B XOA€ Pa3pabOTKU U
SKCMEPUMEHTOB, CBSI3aHHBIX C HACTOSIIIUM U300pETEHUEM.

I[TPUMEPBHI
IIpumepsr 1-15
[MonyuaroT Tonnveckue papMareBTHUECKHE KOMITO3UIIMH HUMECYJIHIA MO HACTOSIIEMY

u300peTeHus cormacHo cnenyromum nanee Tadnuue 1 u Tabnuue 2.

Tabmuua 1
Komnosumust Tlp-1 | TIp-2 | Tp-3 | Mp-4 | Mp-5 | Hp-6 | MHp-7
%, Mac./mac.
Humecynun 2 2 2 2 2 2 2
Jumetunusocopoun 15 15 15 15 15 15 15
JAumMeTuncyabpoKcH 25 25 25 25 25 25 25
MOHO3THUNOBBIN a¢up | 15 15 15 15 15 15 15
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WA TUIICHT TUKOJIS
JluMoHHas KUCI0Ta, MOHOTUAPAT 3 3 3 3 3 3 3
TuapoduinbHbBIN KOJIOUIHBIN 0 0,1 0,25 10,25 |0 0,1 0,1
TUAPOKCUJT KDEMHUS
Comnonumep 2,25 (2,25 225 225|225 (1,90 |2,25
TUIPOKCUITUIIAKPHIIATA/aKPUITOWIT-
JNYMMETUITaypaTa HaTpus
Tuxuit naHabII 0,1 0,1 0,1 0,1 0,1 0,1 0,1
[IponuneHrnukoap 30,8 |32,55|32,4 294 |29,65]|299 |29,55
Bona 5 5 5 8 8 8 8
Bceero 100 | 100 100 | 100 | 100 100 | 100
Tabnuma 2
Komnosunus Ilp- | IIp- |Ilp- | Lp- | IIp- | Lp- | IIp- | IIp-

8 9 10 11 12 13 14 15
%, Mac./mac.

Humecynun 2 2 2 2 2 2 1 2
Jumetunusocopoun 15 15 10 15 15 15 0 0
JAumMeTuncyabpoKcH 25 125 25 |25 |25 |25 |25 |25
MOoHO3THIIOBBIH 3up 15 15 20 15 15 15 |25 15
JTIUATUIICHT TUKOJIS

JluMoHHas KUCI0Ta, MOHOTUAPAT 3 3 3 3 3 3 3 3
TIuapodunbHBIN KOJIOUAATBHBIN 0,1 10,25 |0 0 0 0,1

TUAPOKCUJT KDEMHUSA

Comnonumep 4 4 4 4 4 4 4 0

aKpUIAMUa/aKpUIIOMIIANMETUIITAYPATA
HaTpus /W30TeKcajekaH U mojucopdar

80

Comnonumep runpokcusTuinakpmnatr/ | 0 0 0 0 0 0 0 2,9

AKPUJIOWJIIUMETUIITAYPaT HATPUS

Tuxuit naHabII 0,1 0,1 0,1 (0,1 0,1 (0,1 |01 |0O,1

[IponuneHrnukoap 30,8 | 30,65 | 30,9 30,9|27,9|27,8|31,9|25

TTonusTUAEHTTUKOIb 0 0 0 0 0 0 0 19

Bona 5 5 5 5 8 8 10 |8

Bcero 100 | 100 100 | 100 | 100 | 100 | 100 | 100
IIpouenypa

1. IToay4aroT rOMOT€HHYIO CMeCh, CMELINBAs TUMETHIN30COPOU, AUMETHICYIb(pOKCHA
Y MOHOMETHJIOBBIH 3(UpP U3 THUIICHTJINKOJIS.

2. B cmecu co ctaauu | pacTBOPSIIOT JIMMOHHYIO KHCJIOTY € TIOCTEAYIOLINM JOOaBICHUEM
HUMECYJINJIA.

3. Tuxwii naHapin, rUAPOQGHUIBHBIA KOJUIOMIHBIA THAPOKCHI KPEMHHS U COTOJHMEP
THIPOKCUATUIIAKPUIIAT/ AKP IO IUMETIILIAYPaT HaTpus UJn CMeECh CONOJIUMED
aKpUJIAMHI/aKpUIIOUIIUMETHIUIAYpaTa HATPUs/U30reKcazekan u nonucopobar 80 cMEmuBaroT 1
n00aBISIIOT K CMECH CO CTafanH 2.

4. Ilpn nepeMeUIMBaHUN K CMECH CO CTAaAuH 3 NOOABISIFOT MPOIMIEHTIIUKOJIb U BOAY C
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o0pa3oBaHUEM OJHOPOIHOM MPO3PAYHON JIEKAPCTBEHHOH (hOPMBI.
IIpumep 16
dapmaLeBTHUECKUE KOMITIO3MIIUY, TMOJy4YeHHbIE B puMepax 5-7, 12 u 13, noxaseprator
xpanernto npu 40°C/otHocuTenpHON BiaakHocTH (RH) 75% B Teuenue 90 mueit. Kommnosunmu
UCCIIENYIOT Ha MajeHHe BSI3KOCTH OTHOCUTENIBPHO MCXOAHOHN BS3KOCTH C HCIIOJIb30BAHUEM
Bucko3uMerpa bpykdunbaa RVDYV npu 1 06/muH co mmunaenem Ne 29 B TeueHue 5 MUHYT TpU

25°C. Pe3ynbraThl MPUBOAATCS B ClEAyOLIEeH najee Tadnuue 3.

Tabauua 3
ITpumep BszkocTh ITanenue, %
Ne (yas)
Hcxonnas 15 30 90 mHel 15 30 90 mHel
nHel nHel nHel nHel

Ip-5 4010 6500 6390 - -3,67 -1,91 -
Ip-6 4640 - 4790 5060 - -1,50 -4.20
Ip-7 6720 6800 6990 - -1,19 -4.02 -
IIpumep 17

O¢pdexkr cmBura Ha mNamgeHHE BI3KOCTH i (papMaleBTHUYECKHX KOMITO3ULIHA,
NOJIYYEHHBIX B mpuMepax 7 U 13, McclenyroT ¢ UCHONb30BaHHEM BHCKO3uMeTpa bpykdumbna
RVDYV npu 1 06/mun co mmunnenem Ne 29 B TedeHne 5 MUHYT npu cKopocTu casura 450-500

06/muH tipu 25°C. Pe3ynbTaThl IPUBOASTCS B CIEAyOIeH qanee Tadbmuie 4.

Tabnuua 4
Bpewms Bsiskocts (yas) KymynarusHoe naaexue, %o
(uac) Ip-6 Ip-13 Ip-6 Ip-13
1 4540 6200 - -
2 4940 5670 - 8,55
3 4780 5600 3,24 9,67
4 4680 5510 5,26 11,13
6 4390 - 11,13 -
ITpumep 18

dapMaKkOKHHETHYECKHE MapamMeTpbl (papMaleBTHUECKHX KOMITO3ULHH, TOJYYEHHBIX B
npumepax 10-11, Bxmouatromux 2% HuMecyiuaa, U B mnpumepe 14, Bxmouaromeit 1%
HUMECYIIU/IA, UCCIENYIT B cpaBHeHMU ¢ Haiiz-renem® (1% Humecynupa), npoaasaemsiM Dr.
Reddy’s Laboratories Limited, Uugus. MccnenoBanue mpoBOAST € UCHOJIb30BAHUEM KPbIC, U
KOMIIO3ULIMIO HAHOCAT Ha mpaBbli KoneHHBIH cycraB (1,5 cm X 2 cM) ¢ 8-yacoBeiM
NPOMEKYTKOM Mexay HaHeceHHsiMH. CoOmparoT 00pasibl M3 CHHOBHAJIBHOH SKUAKOCTH H
mnasmbl yepes 1, 4, 8, 9, 16 u 24 yaca, ucnonp3ysa 4 KpbICbl B KaXIbli MOMEHT BPEMECHU,

pe3yJbTaThl MIPUBOIATCS B ciienyromux najee Tadmuue 5, Tabnuue 6, Tadnune 7 u Tabnuue 8.



25

Tabnuua 5 (cMHOBHANIBHASL KUIKOCTB)

ITapameTpsbl Haiiz-rens® IIp-10 IIp-11 IIp-14
Tmax 16 24 16 24
(dac)

Cmax 9 28 55 12
(ar/min)

AUC08) (qac.Hr/ma) 16 48 185 25

AUCs24) 122 441 523 124

(vac.Hr/mi)

AUC .y (vac.Hr/min) 138 489 709 149
Tabnuna 6 (ypOBHH B CHHOBUAIBHOH SKUIKOCTH)
Komnozunus Bpewms (dac)
1 | 4 | 8 | 9 | 16 | 24
KoHueHTpanms B CHHOBHAJIbHON KMIKOCTH (HI/MI)
Haiiz-renp® 0,5 0,8 6,3 5,6 8,6 8,0
Ip-10 2,3 5,7 11,6 | 27,9 - 28,2
Ip-11 4.6 39,4 19,4 7,6 54,9 17,7
Ip - 14 1,0 49 2,7 8,5 5,8 11,5
Tabnuua 7 (ypoBHU B 11a3me)
Komnozunus Bpewms (uac)
1 | 4 | 8 | 9 | 16 | 24
Konnentparwsi B riazme (Hr/min)
Haiiz-renp® 9,78 22,5 422 200 579 635
Ilp - 10 145 368 663 1610 - 1060
Ip-11 500 223 961 462 917 1030
Ip - 14 57,7 168 122 540 250 912
Tabnuna 8 (rasma)

ITapameTpsbl Haiiz-rens® IIp-10 IIp-11 IIp-14
Tmax 24 9 24 24
(dac)

Crmax 635 1610 1030 912
(ar/mun)
AUC-s) 943 2900 3740 948

(vac.Hr/mi)

AUC .24 7880 21100 13300 7740
(vac.Hr/mi)
AUC -y 8830 24000 17100 8690
(vac.Hr/mi)
IIpumep 19

@apMalleBTUUECKUE KOMIIO3ULIMH, MOJy4YeHHble B mpuMepax 6 u 11, moaseprarot

UCCIIEIOBAHUSIM Ha CTAOMJIBHOCTh B TEYEHHE IO MEHbIIEeH Mepe 3 MecsueB. Pe3ynbraThl

npuBOAATCS B crenyromux aanee Tabmuue 9 n Tabnuue 10, COOTBETCTBEHHO.
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Tabmuna 9
IIpumep 6
TecToBsIit Ornmcanne Baskocts pH Amnanmms PoncreeHHBIC BELECTBA
napamerp (myas) TMpumecs| Tpumecs| SMU| Bcero
C C
Kpurepnu breano-xenThIi Joa Joa NLT 90,0%, NMT NMT | NMT| NMT
TPUEMIIEMOCTH JI0 JKEJITOTO CBCICHHS | CBEACHHS | Mac./mac., U 0,20 % 0,20% | 0,20 | 0,50
TIPO3PAYHBIH NMT % %
reas 0e3 110,0%,
BHIUMOTO Mac./mac.,
TMOCTOPOHHETO TpeOyeMoro
BEINECTBA
Ucxoanas 4640 2,61 99,8 ND ND 0,04 | 0,05
1M 40°C/75% 4790 2,63 98,68 ND ND 0,0 0,0
RH
2M 40°C/75% 4930 2,68 98,21 ND ND 0,0 0,0
RH
3M 40°C/75% | CoOTBeTCTBYET 5060 2,62 100,6 ND ND 0,0 0,0
RH
3M 30°C/65% 4860 2,63 100,6 ND ND 0,0 0,0
RH
3M 25°C/60% 4680 2,66 100,6 ND ND 0,0 0,0
RH
ITpnmeuanusa

NLT: He meHee yeMm
NMT: He 6oaee dyem
ND: He 00HAPYKCHO
SMU': eAMHCTBCHHASI MAKC. HCH3BECTHAS MPUMECH
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Tabmuma 10
ITpumep 11
TecToBsIit Ornmcanne Baskocts pH Amnanmms PoncreeHHBIC BELECTBA
napamerp (myas) IMpumecs| Tlpumecs| SMU| Beero
C C
Kpurepnu breano-xenThIi Joa Joa NLT 90,0%, NMT NMT | NMT| NMT
TPUEMIIEMOCTH JI0 JKEJITOTO CBCICHHS | CBEACHHS | Mac./mac., U 0,20 % 0,20% | 0,20 | 0,50
TIPO3PAYHBIH NMT % %
reas 0e3 110,0%,
BHIUMOTO Mac./mac.,
TMOCTOPOHHETO TpeOyeMoro
BEINECTBA
Ucxoanas 2640 2,7 100,6 ND ND 0,05| 0,05
1M 40°C/75% - 2,73 102,2 ND ND 0,05| 0,05
RH
2M 40°C/75% - 2,39 100,48 ND ND 0,05| 0,05
RH
3M 40°C/75% 820 2,73 98,75 ND ND 0,06 | 0,06
RH
3M 30°C/65% 1780 2,72 99,28 ND ND 0,04 | 0,04
RH
3M 25°C/60% 2070 2,77 100,25 ND ND 0,05| 0,05
RH CootgercTByeT
6M 40°C/75% 490 2,66 100,4 ND ND 0,04 | 0,05
RH
6M 30°C/65% 1370 2,64 100,4 ND ND 0,04 | 0,05
RH
6M 25°C/60% 1720 2,63 99.8 ND ND 0,04 | 0,05
RH
9M 30°C/65% 1090 2,71 101,6 ND ND 0,0 0,0
RH
9M 25°C/60% 1500 2,67 101,2 ND ND 0,0 0,0
RH
ITpumep 20

dapmaLeBTHUECKUE KOMIIO3MLIMM, MOJy4eHHble B npumMepax 6, 11 u mpumepe 14,
MOJBEPratlOT HCCIEAOBAHUSAM Ha Moxaynb HakomneHus (G’), momyne morteps (D7) u
ko3 duimeHT noteps (tgd) ¢ ucnomp3oBanueM peomerpa Anton Paar Rheometer (MCR 102) ¢
napaienbHoi toractuHoH Ne 25 mpum 25°C. HccnenoBanue W pe3ysbTaThl MPHBOISTCS B

cnenyromei nanee tadbmune 11 u mokasane! Ha purypax 1-3.

Tabmuua 11
@urypa Ne Hccnenyempbie YcnoBue uccnenoBanus HuTepnperanns
napaMmeTpbl (XapakTepUCTHKU
JIeKapCTBEHHOH (POPMBI)
Qur. 1 IIpodunm AMIUINTYAHAs pa3BepTKa B IIponomkeHHas ToO4ka
MOAyJIs auanasoHe nedopmanuii nepecevyeHysl ykasblBaeT Ha
HAaKOIUJIEHUSI casura 0,01-100 % OO0JIBIIYIO 3JIACTUYHOCTD
®dur. 2 (G’) u wmonyns YacToTa Ka4aHHUs B HebGonbimas motepst
notepb (G”7) nuanasone 100-0,1 BSI3KOCTH YKA3bIBAET HA
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panuaH/cexkyHaa BSI3KYIO TIPUPOJTY
Qur. 3 IIpodunm OTtHolueHue MoayJs NoTepb Menbmuii k03¢ uIueHT
ko3 uumenta | (G”) Kk MOAYITIO HAKOTUICHHS NOTEPh YKa3bIBAET HA
noteps (tg 0) (G) OOJIBIIYIO YCTOHYHBOCTD

ITpumep 21

dapmMakOKUHETHYECKUH mapaMeTp (papManeBTHYeCKOH KOMIO3HMLWH, TOJYYEHHOH B
npumepe 6 u BKJIOHaromed 2% HUMeCyuaa, UCCIAEAYIOT B OTKPBITOM PaHAOMHU3HUPOBAHHOM
MEPEKPECTHOM CPABHUTEJBHOM HCCIIEIOBAaHUN OMOINOCTYIMHOCTH ¢ 3 BHUmaMu o0paboTkw, 3
nepuojamMy, B CTALMOHAPHOM COCTOSIHHHM, Ha 3J0POBBIX B3POCHBIX MY)KUHMHAX B YCJIOBMSX
rojofaHusi npu cpaBHeHnH ¢ Haif3-renem® (1% Humecynupa, STaJOHHBIA MPOAYKT),
nponaBaemMbiM Dr. Reddy’s Laboratories Limited, Unaus. KoMno3unmio HaHOCAT Ha KOJIEHO
(npaBoe miu neBoe), momanp 10 X 10 cm, amura 3 oM. Tenb ¢ 2% wmac./mMac. HUMecynuaa
(ucnbIThIBaeMbIi poaykT) HaHocAT BID (¢ 12-yacoBbIM uHTEpBaJIoM), a renb ¢ 1% Humecynuaa
(aranonnsii mpoaykt) HaHocaT TID (¢ 8-wacoBeiM wuHTepBasom) m QID (¢ 6-yacoBbIM
UHTEpBAJIOM) HaTomak. KOoHIeHTpauus: B IUla3Me B CTALIMOHAPHOM COCTOSIHUH H3MEpSIeTCs U
npuBogutcs: B Tabmuue 12. Kommosunwms rens ¢ 2% HUMeCynHIa COTJIACHO HACTOSIIEMY
uzobperennro, HaHocumass BID, moxasama B 3 pasa OoJsiee BBICOKOE BO3IEHCTBUE, HYeM

3TaJOHHBIA nmponykT Haiis-rens 1%, nanocumsbriii TID wmu QID.
y 5

Tabnuma 12
PK Enununst T R1 R2 T/R1 T/R2
napameTpbl (BID) (TID) (QID)
(n=24)
Cmax ss (ir/mun) 44576 13416 14905 3,3 3,0
AUCo24ss (nr/mn*yac) 764642 | 232461 250609 3.3 3,1
T, renb ¢ 2% uumecynuaa, Hanocuau BID;
R1 Haiiz-rens 1%, vanocwmu TID, u
R2, Haiiz-rens 1%, nanocunu QID

IIpumeps! 22-26
[MonyuaroT Tonnveckue papMareBTHUECKHE KOMITO3UIIMH HUMECYJIHIA MO HACTOSIIEMY

u300peTeHnio B (hopMe 3MyIIbreisi, MoKa3aHHbIe B Clieaytomel ganee tadmuie 13.

Tabmuna 13
Komnoznmms IIp-22 ITp-23 ITp-24 IIp-25 | IIp-26
%, mac./00.

Huvecynmn 2 1 2 2 1
N-Merunnupponauon - 10 - - -
Huvernncynbhokrcug - - - - 5
Humvernanzocopoua 10 10 10 10 10
Hustrncebanmaar 20 - 22 22 20
Humszonponuiaaumnar 20 15 20 20 -
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Llermnoserii crimpt 4 5 - - -
OnenHOBast KUCTIOTA - - 3 3 -
HzocreapuHoBas kucmora - 5 - - -
Cwmech creapara [10I'-6, - - 3 3
MATBMHUTOCTEAPATA STHUICHTTHKOIS U
creapara [191'-32 (Tefose® 63)
MoHO- ¥ AUTTTHLICPUIB 1 - - 0,5 0,5
nomokcuiacreapat (Gelot™ 64)
Huramnponar/Qukanpar 4 3 - - 3
nporunenriukons (Labrafac™ PG)
IMommoxcun 40 ruaporennzuposansoe | 1 1 1 1 1
KaCcTOPOBOS Mac/Io
IMomucopbar 20 5 - 5 5 3,5
IMommoxcnn-20-nerocTeapunoBsIi L5 2 - - -
achup
I'munepunmonocreapar - 3 - - -
ByTuanpoBaHHBIN THAPOKCUTOIYOI 0,1 0,1 0,1 0,1 0,1
KapGomep 980 1 1,25 1,25 1,25 1,25
Bensoar Harpus 0,1 0,1 0,1 0,1 0,1
Hapuwce 938 - - 0,1 - -
HuctunmuposanHas Boga 30 40 28 30 40
IpommneHrankomp 1,3 3,55 3,95 2,05 3,55
Bcero 100 100 100 100 100
IIpouenypa

1. IlonmydaroT MacisiHyr0 a3y MyTeM PacTBOPEHHUs] MOAXOISLIEro KOoJudecTBa N-
METHJIHPPOJIUIOHA,  JUMETHICYNb(GOKCHIA,  TUMETHIH3ocopOuma,  auaTuicebanuHaTa,
AUU30NPONUIaUIAaTa, LEeTUJIOBOrO CIHUPTA, OJEUHOBOM KHCJIOTHI, M30CTEAPUHOBON KHCIOTSHI,
OyTuupoBanHoro rujpokcutosyona, Tefose® 63, Gelot™ 64, Labrafac™ PG, nonmuoxcun 40
T'HAPOTeHU3NPOBAHHOTO KAaCTOPOBOTO Macia, MONHOKCUI-20-1erocTeapmioBoro 3¢upa w/mimn
rnunepuiMonocreapara npu 65°C — 75°C.

2. INonyuaroT BoAHYIO (pasy myTeM CMeIIMBAHMS MOAXOSILIEr0 KONIWYecTBa OeHsoara
HaTpusi, Hapuucca 938, NUCTUUIMPOBAHHOW BOXBI, MPOMMJIEHIVIMKOJS € MOCIEAYIOLNUM
aucrieprupoBanueM kapdomepa 980 mpu 65°C — 75°C.

3. BBIMOSHAIOT 3MyJbCHPOBAHHUE, NOOABISAA MONYYEHHYI0 MACIIHYIO (Da3sy B BOAHYIO
¢da3y ¢ mocneayrIMM NepeMeIlNBAaHUEM NpU KOMHATHOH TeMmmepaTtype ais oOpa3oBaHUS
TOMOT'€HHOTO 3MYJIbIeJIsl.

IIpumep 27

DapMaLEeBTUUECKYI0 KOMIIO3ULHMIO, TOJYYEHHYO B IpuMmepe 22, MNOABEPraroT
UCCIIEIOBAHUSIM Ha CTAOMJIBHOCTh B TEYEHHE IO MEHbIIeH Mmepe O MecsueB. Pe3ynbraThl

NPUBOJATCS B Clenyroueit nanee radnuue 14.



30

Tabmuua 14
VYcnosus | Onucanve [AHaan3,| AHAIN3 AHTHOKCHIAHT / Ponacreennsie pH (10% | Bsizkocts
% KOHCEpBaHT, % BCIICCTBA cycneHsus, |(myas) 100
Mac./06.) | 06/MuH,,
IITTHHACTH
1
benzoary  Byrummp. Maxkc. % Bcee
HATpHs UAPOKCUTONYO] OJHOM  |[IpHMECH,
HCU3BECTHOU] %
MIPUMECH
HauamsH. Bfg;“ 95.6 | 98.1 97.2 0,05 0,05 4,12 8.74
25°C/60%RH
|, [POTOBATRI 1) 6 | gg 4 98.1 0,06 0,06 4,12 6.97
TClIb
2, [POTOBATHIEL g 4| g 4 100.1 0,07 0,07 4,13 921
TClIb
3y, [PEIOBATRIH g4 || gey 97.9 0,06 0,06 4,17 9,13
TClIb
braenuo-
6M. | wenreiii | 99.4 | 99.5 97.5 0,09 0,18 3,98 8,98
TClIb
12y, [PerOBATHH g 96,2 0,14 021 | 380 | 818
TClIb
40°C/75%RH
|, [POTOBATRI g4 | gg g 94,2 0,05 0,05 4,00 7.78
TClIb
braenuo-
2w | werrwri | 1014 | 99,3 94,0 0,07 0,13 3,97 7.91
TClIb
braenuo-
3m. | wemreii | 101,3 | 98.3 93.4 0,09 0,15 3,93 771
TClIb
6. | RETTHH | 1664 | 100.0 89.5 0,16 0.22 3.84 7.16
TClIb
ITpumep 28

dapMakOKHHETHYECKHE MapaMeTpbl (papMalleBTUIECKUX KOMIIO3UIMH, MOJYyYEHHBIX B
npumepax 22-24 u npumepe 26, uccuenyrot npu cpaBHeHnn ¢ Haiiz-renem® (1% numecynuna),
nponaBaeMbiM Dr. Reddy’s Laboratories Limited, Mumus. HccnemoBaHwe mnpoBomsT ¢
UCTIOJIb30BAHUEM KPBIC, M KOMIIO3ULMIO HAHOCAT Ha mpaBoe koineHo (1,5 cm X 2 cm) ¢
uHTepBaIoM 8 yac. OOpasipl COOMPAOT U3 CHHOBHAIIBHON *KHUIKOCTH U TUTa3Mbl uepes 1, 4, 8, 9,
16 u 24 gaca ¢ ucnosnb3oBaHueM 4 KpPbIC B KaKIblii MOMEHT BPEMEHU, PE3YJIbTAThl IPUBOATCS B

cnenyomux najee tadsuue 15, Tabnuue 16 u tabnuue 17.



31

Tabnuua 15 (cuHOBHANBHAS JKUIKOCTD)

ITapameTpsbl Haits- Ilp. 22 IIp. 23 | 1Ip. 24 | IIp. 26
reap®
Tinax 24 10 1 16 10
(dac)
Konuentpanus B 4 yaca 2 - - 6 -
(ar/mun)
Cunax 11 22,8 4,13 35 13,7
(ar/mun)
AUC0-8) (1ac.Hr/m) 23 - - 83 -
AUCg24) (vac.Hr/mi) 133 - - 466 -
AUC .y (vac.Hr/min) 155 333 62,5 549 198
Tabnuua 16 (ypoBHU B CHHOBHAIBHOM JKUAKOCTH)
Komnozunus Bpewms (uac)
1 | 4 | 8 | 9 | 16 | 24
KoHueHnTpanms B CHHOBHAJIbHON KMIKOCTH (HI/MI)
Haiiz-renp® 1,1 2 7 7 8 11
ITpumep 24 1,3 6 30 23 35 25
Tabmuna 17 (mna3ma)
ITapameTpsbl Haits- IIp-22 IIp-23 IIp-24 | Ilp-26
rejap®
Tinax 18 2 6 8 2
(dac)
Cunax 359 2526 521 1570 1789
(ar/min)
AUC-s) 1120 - - 4420 -
(vac.Hr/mi)
AUCs24) 5090 - - 20600 -
(vac.Hr/mi)
AUC - 6210 28387 7674 25100 | 16011
(vac.Hr/mi)
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DOOPMVIJIA U30BPETEHHMA
1. Tonmueckass ¢apMareBTHUECKass KOMIIO3UIHNY, BKJIOYANOIAS TEPaNeBTHUECKU
3¢ pEeKTUBHOE KONIMYECTBO HUMECYJIHAA, MO MeHbIIEH Mepe OIWH alpOTOHHBIA TMOJSAPHBIN
pacTBOpUTENb, MO MeHbIIEH Mepe oauH pH-He3aBUCHUMBIN MOIUMEP U OAUH MM HECKOJBKO
(bapMareBTHUECKH TPUEMIIEMBIX SKCIIUITHEHTOB.

2. Kommosumust mo m. 1, B KOTOpOH yka3aHHOe TepaneBTuyecku 3¢ddexTuBHOE

>
KOJIMYECTBO HUMECYJIMIa COCTaBisieT OT mnpumepHo 2% g0 mnpumepHo 5% wmac./mac.
HUMECYJINJIA.

3. Kommosummst mo m 2, B KOTOpPOH VYKa3aHHOE TepaneBTUYECKU 3(P(PEKTHBHOE
KOJINYECTBO HUMECYJINAA COCTABISIET MPUMEPHO 2% Mac./Mac. HUMECYJINAA.

4. Komnosunus no n. 1, B KOTOPON yKa3aHHBIM allPOTOHHBIN MOJSIPHBIA PACTBOPUTEND
BbIOpaH M3 OJHOTO WJIM HECKOJbKHUX pACTBOPUTENIEH W3 4YHCIAa JAUMETWICYJIb(oKcHaa,
IUMETHIN30copOuaa, auMeTwihopmMamMua, STUJIALIETATA, H-METUJIMUPPOIUAOHA,
IVMEeTHIIaleTaMHuaa, AUSTIIcebalHaTa, AUA30NPONUIAINIATa, MPOIIEHKapOOHaTa MM UX
KOMOHWHAITHH.

5. Komnosuuus no n. 4, B KOTOPOH YKa3aHHBIN alPOTOHHBIN MOJISIPHBIA PACTBOPUTEIND
npeacTaBisieT coO0H AMMETHUIICYIb(OKCHI.

6. Komnosnuus no . 1, B kotopoii ykazaHHbl pH-He3aBUCHMBII monuMep BBIOpaH M3
OIHOTO WM HECKOJbKHUX TMOJUMEPOB M3 YHCIA  IOJHAKPHIIAMHUIA/TIOJHAKPUIIATOB,
TUAPOKCUIPONUIILEIUIIONO3b], THAPOKCUITUIILEIUIIONO03b], THAPOKCUNIPONUIMETUIILEIITIONO3bI,
METHJILIEIUTIONO3b], KapOOKCHUMETHIILEIUIFONIO3b], JKEJaTHHA, TUAPOQUIBHOTO KOJUIOMIHOTO
OKCHJIa KPEMHHUS FJTH UX KOMOMHAIUTA.

7. Komnosuuusa no m. 1, B KOTOPOHM yKa3aHHBIA IO MeHblIeW Mepe onauH pH-

>
HE3aBUCHUMBIN MOJUMEP U MO MEHbLIEH Mepe OJWH anpOTOHHBINA MOJSIPHBIA PACTBOPUTEND
MPUCYTCTBYIOT B MaCCOBOM COOTHOILIEHUH OT nmpumepHo 0,01:1,0 no npumepno 0,1:1,0.

8. Kommno3unus no m. 1, B KOTOpO# yka3aHHbIE OAMH WM HECKOJIBKO (papMarieBTHUECKH
NPUEMIIEMBIX SKCLIUITUEHTOB BKJIIOYAIOT OJMH WM HECKOJIbKO MonudukaropoB pH u Hocurenei.

9. Komnozumus o 1. 8, B KOTOpoi ykazaHHbIA Moaudukarop pH BeIOpaH 13 OAHOTO HIIH
HECKOJIbKUX MOAU(UKATOPOB M3 YHCIA JIMMOHHOM KHCIOTBI, XJIOPOBOAOPOIHON KHCIOTBI,
OJIEMHOBOM KHUCJIOTHI, SIOJIOYHON KHCJIOThI, BUHHON KHCIOTBIL, PyMapoBOil KUCIOTHI, PochopHOit
KHCJIOTBI WJIM UX KOMOMHALIUH.

10. Komnozunus no 0. 1, umeromas pH Menbine uem npuMepHo 6,5.

11. Komnosuuuss mo m. 8, B KOTOPOH yKa3aHHBIH HOCHTENb BBIOPAH M3 OIHOTO HIIU

HECKOJIbKMX HOCUTEJIEeH W3 YHCJia MIMOEPUHA, MNPONMUIICHIJTIMKOJA, AUNPONUICHIJIUKOJIA,
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JAUIeIaproHaTa MPONUJICHIJIUKONS, MOJU3TUICHITIMKOJS, JayPOTJIMKOJIA, OJIEMHOBON KUCJIOTHI,
H30CTEAPUHOBON KUCJIOTHI, TIULEPUIMOHOOJIEATA, STOKCUIUTIIUKOIS WK X KOMOMHALIUH.

12. Kommnozunmsi 1mo 1. 1, JOMOJHUTEIBLHO BKIOYAKOINAA OJWH WU HECKOJIbKO
yCUJIUTENeH  TNPOHUKHOBEHUs,  BBIOPAHHBIX M3  MOJUAITHICHIJIUKOJS,  MOHOJaypara
MOJIMATUJICHTJIUKOJS,  OyTaHmauosia,  AUMETWICYIb(pOoKCHaa,  IeruiMeTuicynbdokcuna,
MOHO3TWJIOBOTO  3(Hpa JAUITHISHIJIMKOJS, MOHOMETWJIOBOrO 3(upa AUSTHISHIIHKOJS,
JAYPUHOBOW KHUCJIOTBI, OJIEMHOBOW KHCJIOTBI, BAJEPUAHOBOW KHUCJOTBI, U3OMPONHJIMHUPHUCTATA,
M30NMPONWINAIBMUTATA, METWJINPONUOHATA, 3THJIOJNEATa, MOYEBHUHBL, JUMETUJIALETAMUIA,
auMeTwnzocopbuna,  aguMmerwiagopMaMuna,  2-MUPPOJHMIOHA,  STAHOJAMHHA,  METHI-2-
MNUPPOJAUAOHA, JU3TAHOJAMMHA, TPUITAHOJAMHHA, TEPHEHOB, TEPIEHOUIOB, AaJKaHOHOB,
CaJIMLUIOBON KHCJIOTBI, JIAIMOHHON KHUCJIOTBIL, SIHTAPHOH KHUCJOTBIL, 3TaHOJA, W30MPOMUIIOBOTO
CIHPTA, ALETOHA, IUKIOMETHKOHA, TUMETUKOHA WIIH UX KOMOMHALIUH.

13. Crioco6 obnerdeHust 6O W/HIH BOCMAJICHUS CYCTABOB y CYOBEKTa, HYXKAAIOIIETrOCs
B 5TOM, BKJIIOUAIOIINHA HaHECEHHE Ha CYCTaB TONMWYECKOH (hapMaleBTHUECKON KOMIO3ULIUH,
BKJIFOHAKOLIe oT mnpuMmepHo 2% 10 mnpumepHo 5% Mac./mMac. HHMECYJIHOa WJIH €ro
dapMaleBTHUECKH TNPHEMJIEMbIX COJIEH, NpUYeM YKa3aHHAs KOMITO3WULMS IpU HAHECEHUH
MIPUMEPHO 2 pas3a B I€Hb, IEMOHCTPUPYET KOHLEHTPALUIO B IJIa3M€ B CTALIMOHAPHOM COCTOSIHUH
N0 MeHblIeH Mepe B 3 pas3a Ooyiee BBICOKYIO IO CPAaBHEHHIO C KOMMEPYECKH IOCTYITHOM
TONMUYECKON KOMIIO3ULMEN, BKIIFOYaroIen resb ¢ 1% Humecynnaa, HAHOCUMON NMPUMEPHO 3 Uiu
4 pa3a B 1cHb.

14. Tomumueckass  ¢QapmarneBTHUECKass  KOMIIO3WULHUS ~ HUMECYJIMJA  WJIH  €ro
(apMareBTHUECKH MPHEMJIEMBIX COJiell B (JOpMEe SMYJIbresis, BKJIIOYANOIAs TEParneBTUYeCKU
3¢ PEeKTUBHOE KOJTMYECTBO HUMECYJIH/A, TTI0 MEHBIIEH Mepe ABa HMYJIbraTopa, o MeHbIIeH Mepe
OIUH Treneo0pa3oBaTeNb/IOJUMEP U OAMH HJIM HECKOJIbKO (papMauneBTHYECKH NPUEMIIEMbBIX
SKCLIUITUEHTOB.

15. Komnozunms no n. 14, B KOTOpOW MO MEHBIIEN Mepe 1Ba SMYJIbraropa U HUMECYJIU

MPUCYTCTBYIOT B MaCCOBOM COOTHOIIEHUH OT nmpumepHo 3,7:1,0 no npumepno 5,7: 1,0.
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