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OIIMCAHHUE U30BPETEHHUSA
2420-562272EA/019
PAPMAHNEBTHYECKHE KOMIIO3UIIUU POD®JIYMUJIACTA B BOJAHBIX
CMECAX CMEINIUBAIOIINXCA C BOJZOU ®PAPMAIIEBTHUECKH
NMPHEMJIEMBIX PACTBOPUTEJIEN

OO0nacTh TEXHUKH, K KOTOPOH OTHOCUTCS M300peTeHre

H300pereHne oTHOCUTCS K (hapMaLeBTHYECKUM KOMIO3HLIUSAM pOQIIyMUIacTa B CMeCsX
CMELINBAIINUXCS C BOAOH (papMalleBTUYECKH MPHEMJIEMBIX pacTBopuTeield. B wacTHOCTH,
n300peTeHne BKIIYAET OTKPBITHE TOTO, YTO PO(IYMUIIACT, JIEKAPCTBEHHOE CPENCTBO C TIOXOM
PacTBOPUMOCTBIO B BOJI€, NPOSIBISET HEOXKUIAHHO BBICOKYIO PAaCTBOPUMOCTb B TAKUX CMECSX
PacTBOpPUTENIEH.

VY poBeHb TEXHUKU U300 PETEHHSI

H3BecTHO, 4TO poduIyMHIIACT MOIXOANT B KAUECTBE CPENCTBA IS JIEYCHHUs OpPOHXOB, a
TaK>Ke JJIs1 JIEYeHUS] BOCTIAIMTENIbHBIX 3a0oseBannii. Komnosuuuy, coneprxanue podryMIIIacT,
UCTIONB3YIOTCS] B MEAUIIMHE M BETEPUHAPUN M OBLIH MPEIJIOKEHBI JUIs JIEUSHHUS U TPOPHUIaKTHKH
3a00neBaHMid, BKJIIOYAs, HO HE OTPAHUYHMBAACH MMH. BOCMAIUTENbHbIE W HWHAYLHPOBAHHBIC
aNJepreHoM 3a0oNieBaHMsl AbIXAaTeNbHbIX myTed (Hampumep, Oponxut, actma, XOBJI);
nepMaro3bl (Hampumep, MpoiudepaTuBHbIE, BOCMAIUTENbHbIE W BBI3BAHHBIE AJUIEPTEHOM
KO)KHbIe 3a00JIeBaHUs) U TeHEPAIN30BAHHBIE BOCHIAJIEHHUS B JKEIYIOYHO-KHIIEYHOM TPAKTE
(6one3np KpoHa 1 s13BeHHBIN KOJIHT).

Podpnymunact u ero cunres omucansl B nateHte CIITA Ne 5712298 («mateHT *298»),
BKJIFOYEHHOM B HACTOSIIUI JOKYMEHT MocpencTBoM ccbulkd. (Ecnu He yka3zaHO MHOE, CChUIKH,
BKJIFOUEHHBIE B HACTOSLIUN JTOKYMEHT MOCPEICTBOM CCBUIKM, BKJIKOYEHbI BO BCEH UX IMOJIHOTE
s Bcex 1ened.) JlaBHO M3BECTHO, 4TO (hpapMaLeBTHYECKHE COeIUHEHHus, obJanaroiue
MHTHOUPYIOINM AelicTBueM B oTHowmeHnu (ochonnscrepasel (P/1D), Takue kak podryMuiacr,
SIBJIIIOTCSL TIOJIE3HBIMM JUISL JIEUEHHUsl IICOpUasa M aToNMU4eckoro nepmarura (maTeHT 298,
cronbery 11, crTpokm 52-61) um Jpyrux XpPOHHYECKUX BOCHAJHMTENbHBIX U aJJIEPIreH-
WHYLHUPOBAHHBIX IepMaTo30B. i jedeHHs Takux IepMaTO30B ObUIM OIMHCAHBI SMYJIbCUH,
CYCIIEH3UH, T'eJId WIA PacTBOPbl podiymMuiacrta ajii MECTHOTO NpPUMEHEHHUs (maTteHT ‘298,
cronbery 12, crtpoku 37-64). Xors mnepopanbHble Tabnerku podayMmiacta  ObLIH
KOMMEPLHAJIH3UPOBAHBI, COOOIAJIOCh O HU3KOW PAaCTBOPUMOCTU B BOJE COEAMHEHUs, KOTOpas
coctayisier Bcero 0,53 mr/m mpu 21°C B WO95/01338 (coorBercTByeT mareHTy 298 u
BKJIFOUEHA B HACTOSLIMH JOKYMEHT MOCPEACTBOM CCBUIKH). DTa HHU3Kasl paCTBOPUMOCTD B BOJE
cosnaBasa mpodseMy sl pa3paOOTKH MapeHTEPATbHBIX NMPENapaToB U SMYJIbCHH, CYCIIEH3UH,
rejied WM PAacTBOPOB [UIsi MECTHOTO NpHUMEHEeHus, conepxamunx Boxy. B marente CIIIA
9205044 (BKJIFOUEHHOM B HACTOSIIEE OMMCAHUE ITOCPEICTBOM CCBUIKH) IJI0Xasi PACTBOPUMOCTD B
BOze podiymMmiacta OblIa MPEOIOJIEHA MyTEM HCIIONb30BAHMS AJKOKCHIMNPOBAHHOTO JKHpPA, B
YaCTHOCTH, MOJUOKCUITUIUPOBAHHON  12-TMAPOKCUCTEAPUHOBOM  KUCJIOTBIL, B  Ka4eCTBE
copacTBopuTeNisi UIsi TmapeHTepaipHoro BBexenms. B EP 1511516B1 (coorBercTByrOIIEM

onyonukoBaHHOH 3asiBke CIIA, cepuitabii Homep 14/075035, BKIIOUEHHOH B HacToALIee



ONHCAHWE TIOCPEICTBOM CCBUIKH), HH3Kas pPacTBOPUMOCTb B Boae poduymmiacta Oblia
NPEONIoJIeHa B COCTaBax [JIsI MECTHOIO NPUMEHEHUs B BHIE 5MYJIbCHU (Kpema) MyTeMm
dopmynupoBanus ¢ nonudtuieHrnukonem 400 (IIOI1 400) B koHueHTpauusax ceeime 62%
(Macc./macc.) nmpu COXpaHEHHUH MacCOBBIX MPOLIEHTOB BOAbI HIke 10%.

bsuto 00OHapy KeHO, 4TO MECTHOE NpUMEHEHNEe CHJIbHOAEHCTBYIOLINX
(apMaKoJIOrHUeCKHX CPEACTB, TAKUX KakK pOoQuiyMHIacT, AJs JIeUeHHS KOXKHBIX 3a00ieBaHHUN
obecrieuynBaeT MPEBOCXOIHYIO TOCTaBKy, 0ojiee HM3KOE CHUCTEMHOE BO3ACHCTBHE M OOJIBINYIO
NPOCTOTY UCIOJB30BAHMS AJISl MALMEHTOB. MOJIEKYJISIpHASL CTPYKTYpa COSIUHEHHsI B KOHEYHOM
UTOTe ONpEeAeNsieT CIOCOOHOCTh Mpernapara MPOHUKATh Yepe3 STMHUTENUN TKaHH, Ha KOTOPYIO
HAHOCAT TPOAYKT. JInsg KOXHOrO NpPHUMEHEHHs BBIOOP KOMIIOHEHTOB COCTaBa JUKTYET
MaKCUMaJIbHOE MPOHHUKHOBEHHUE Uepe3 KOKY, KOTOPOrO MOXKET HOCTHYb Pa3paboTUHK peenTyp.
Kpembl, JIOCbOHBI, Tefi, Ma3u, MEeHbl U PAaCTBOPHI MPENCTABISIOT COOOH JIMIIb HEKOTOPbIE U3
Haubosee M3BeCTHBIX (DOPM COCTaBOB poduIyMuacTa IJii MECTHOTO MPUMEHEHHS, KOTOpbIE
9aCcTO BKJIFOYAIOT MOJHOCTBIO PACTBOPEHHBIE aKTUBHBIE (hapMarieBTHIeCcKie HHrpeaneHTs! (API)
1T HAHECEHHsI Ha KOKY, Kak omucaHo B mareHte '298 (cronden 12, ctpoku 37-64). s nedeHus
TAKHUX J1I€PMATO30B OBLIN ONMHUCAHBI 3MYJIbCUH, CYCIEH3UH, eI WIH PacTBOPHI podurymmiacTa
IUIE MECTHOTO TPHUMEHEHHsI, XOTs HH3Kas PacTBOPUMOCTb COENMHEHHUs OTrpaHWYHBajia 3TH
NPUMEHEHUSI.

bBUIO mpensoskeHO HECKOJIbKO MOAXOAOB Uil IMOBBIIIEHUS PACTBOPUMOCTH AKTHBHBIX
UHTPEIUEHTOB C HHU3KOW PAacTBOPUMOCTBIO B BOAE. ODTH IOIXOAbl BKJKOYAIOT yYMEHbLICHHE
pa3mepa 4acTull, TUAPOTPOPHUI0, KOMIUIEKCOOOpa30BaHNE MHTMOUTOPOB OCAKAECHUs (HanmpuMmep,
HPMC, PVP, PVA, IIOI), ocaxnenue pactBoputess, usmeHenne pH, muodunmsanuro,
IIOBEPXHOCTHO-aKTHBHbBIE BEIECTBA, COBMECTHYIO PACTBOPUMOCTb, MHUKPO3IMYJBCUH, TBEPAYIO
aucnepcrio U obpazosanue conbBatoB. B WO 2013/030789 packpeir marudurop PDE-IV ¢
IUIOXOH pPacTBOPUMOCTBIO B BOAE B COYETAHUH CO CBS3YIOIIMM, BBIOPaHHBIM U3 caxapuzaa
(Hampumep,  caxapo3bl, JIAKTO3bL, KPaXMaJiOB, MHKPOKPUCTAIMYECKONW  LIEJUIFOJIO3BI,
HU3KOBSI3KOH THUAPOKCHITPOMUILIEIUIIONIO3bI W/HIA THAPOKCUIPONUIMETHIILEIUTFONIO3b]), Oeka
(HampuMep, JKEeNaTHHA) WU CHHTETUYECKOro NojJuMepa (Hampumep, MOJUITUIICHIJIUKOIIb,
NOJIMBUHUJIALIETAT, MOJUBHHIJIOBBIN CIIUPT W mponmieHrmkonb). B marente CIIIA 9205044
(BKJTFOUEHHOM B HACTOSIIIEE ONHCAHHME MOCPEICTBOM CCBUIKH) TUIOXas PaCTBOPUMOCTH B BOZE
pobaymmnacta ObUta MpPEOmOJieHa NyTeM HCIONb30BAHUS AJKOKCHIIMPOBAHHOTO JKHpa, B
YaCTHOCTH, MOJUOKCUITUIMPOBAHHON 12-TMAPOKCHUCTEAPUHOBOM KUCJIOTHI, B KadecTBe
copactBoputensi. B EP 1511516B1 (coorBerctByromem onybankoBanHoi 3asBke CIIA,
cepuitHblii HOMep 14/075035, BKIIIOUEHHOH B HACTOSIIEE OMHCAHHWE TMOCPEIACTBOM CCBUIKH),
HHU3Kash PacTBOPUMOCTh B Boae poduymmiacta Obula MPEOAOJTEHA B COCTaBaxX JIsi MECTHOTO
NPUMEHEHUs] B BUJIE SMYJIbCHU (Kpema) myTeM (OpMYJIHUPOBAHUS C MONUATHIEHr HKoneM 400
(IT3I" 400) B kOHLEHTpaUMsX CBbImE 62% (Macc./Macc.) MPU COXPAHEHUU MACCOBBIX MPOLIEHTOB
Bonbl Hike 10%. B marente CIIIA No. 7951398 (BkFOYEHHBIH B HACTOSIIEE OIMUCAHHE
IIOCPENCTBOM CCBUIKHM) PAacKpbITa TBepHas AucCIepcust podyMmiacta, KOTopas yKa3aHa Kak

IUIOXO PacTBOPUMOE JIEKAPCTBEHHOE CPEACTBO, I'Zie POIIyMIIIACT JUCTIEPTUPYETCS B MATpPHULE,



cozep Kalel KUPHBIN CIUPT, TPUIIIHLEPU U CIOKHBINA 3(Up KUPHON KUCIOTHI, TIPU BBICOKOM
TEMIEpaType U 3aTeM OXJIAXKIAETCSA U IPAHyJUPYeTCs ¢ THAPOPUIbHBIM IoNuMepoM. B marenrte
CIODA No. 6074670 packpbita kommosuuusi (enopubpara, Koropass sBISETCS IIJIOXO
pPacTBOPUMBIM JIEKAPCTBEHHBIM CpPEACTBOM, KOTOpPO€ HMEET YIYy4lI€HHOE pacTBOPEHUE.
Komnosuuuss BkmrodaeT ruApoQUIbHBIA IOMUMEP M IOBEPXHOCTHO-aKTUBHOE BEIIECTBO,
npudeMm (peHoOuOpaT TrpaHyJUPYIOT C PACTBOPOM THAPOQPHUIBHOTO MOJMMEpa, TAKOTO Kak
NOJMBUHIITUPPOIUIAOH, YTO MPHUBOIUT K YJIYYIIEHHOMY NPOQII0 pacTBOpeHHs. B mareHte
CIIA No. 8431154 (BkJIFOUEHHOM B HACTOsIEe OMNHCAHHE IMOCPENCTBOM CCBUIKU) PacKpbITa
KOMIO3UIMsi  poduiymuiaacta €  YAYYIIEHHBIM  BBICBOOOXKACHHWEM U YJIYYLICHHBIM
(bapMaKOKHHETUYECKUM npoduieM nyTeM HCIIOJIb30BAHUSA BOJHOTO pacTtBopa
nojuBuHWIIUpponuaoHa (PVP) nns rpanymupoBaHust podiayMuiacta NyTeM IOJyYeHHs
TBEPAOTO PacTBOpa WM TBepaoi aucnepcuu. B onydnukosannoii 3asiBke CIIIA No. 14/114541
(BKJTFOUEHHOH B HACTOsIIEE OIMUCAHWE IOCPENCTBOM CCBUIKH) PACKPBITO, YTO HOBBIE
uHruouroper PI3K  Morytr ObiTh 0OBEAMHEHBI C pPACTBOPUMBIMH MAaKpPOMOJIEKYJISIPHBIMU
BELIECTBAMM, TAKUMM Kak LUKIOAEKCTPUH U UX MOAXOASIIME IPOU3BOAHBIE UIH
MOJIUATUIIEHTTINKOJIb-COZIEPIKALe TIOJUMEPDI, I YJIY4YLIeHUs] UX PacTBOPUMOCTH, CKOPOCTHU
pacTBOPEHHsI, MACKHPOBKA BKYCa, OMOIOCTYITHOCTH W/UJTH CTAOMITBHOCTH.

B WO 2015/132708 packpbITO MpUMEHEHHE KOMIO3HMLUU B BHIE MHOXKECTBA YaCTHI,
comepkamet popayMUIIaCT W HHEPTHBIA KOMITOHEHT. MHEpTHBII KOMIOHEHT MOJIy4aloT
rpa”yysiluell W 3areM OOBEeAMHAIT ¢ PpOQIYMUIACTOM, YTO MPHUBOAUT K IOJYYEHHIO
KOMIIO3UIIMM C YJIy4IIEHHbIM pacTBOopeHueM. KoMmnosumus npeanoyYTUTENbHO BKIHOYAET
MOJIMBUHUJIOBBIN CIIUPT B KAU€CTBE YaCTU MHEPTHOIO KOMIIOHEHTA,

OnHuM w3 crnocoOOB MOBBIMIEHHUS PACTBOPUMOCTH AKTHBHOTO HMHIPENUEHTa OBLIO
CMEIINBAHNE CIIUPTA WM INIMKOJIS C BOJOM JJIsl CO3/IaHUsl CMECH PAaCTBOPUTENEHN, KOTOpasi MeHee
noJspHa, yeM Boja. Ilockonbky papmaneBTHIECKH MpUeMIIEMbIe CIIUPTHI, TAKUE KaK STAHOJ UJIH
W30MPONIIOBBIM CIUPT, HE SIBJISIFOTCSA JKENaTeIbHbIMU BCIIOMOTAaTENIbHBIMH BELIECTBAMH JJIS
MECTHOTO NPUMEHEHMsI MPU BOCHAIUTEIbHBIX AEPMATO3ax H3-3a TEHACHLUU K JajbHeHIeMy
pa3sapakeHUIO0 BOCMAJEHHON KOXHU, MPOMNWICHITIMKONb SBISAETCA COPAaCTBOPUTENEM, 4YacTO
UCIIOJIB3YEMBIM B KpeMax U TrejixX AJsl MECTHOIO NPHUMEHEHHUs NJisl JIeYeHUs Icopuasa WU
aTonuueckoro nepmarura. [IponuneHrnukons (cokpauieHHo PG) ucnonb3yercst 1uist MOBBIIEHUS
PacTBOPUMOCTH KOPTHKOCTEPOUJIOB B TeJIsIX, JIOCbOHAX M KpeMax sl MECTHOIO NMPUMEHEHMUs,
KOoTOphIe comepxkar Oojiee 20% BOOBI U JIeTy4ux BemecTB w/uimm MeHee 50% yriieBoIoOpoOIOB,
BockoB mim monuonoB (USP <1151> OmpeneneHne 5MyJIbCHH IJIsI MECTHOTO TMPMEHEHHS).
JIpyruM pacTBOpHUTENEM, XHUMHYECKH OUeHb MOXOKHUM Ha PG, KoTopblii BHepBble ObLI
ucnoyis3oBaH B FDA-onoOpeHHOM mpoaykTe ajisi MecTHOro mpumenenust B 2005 rony, siBisieTcst
MOHO3THJIOBBIN a¢up JAU3TUIIEHTJIUKOJIS (Toprosoe HauMEHOBaHUE
TRANSCUTOL®(tpanckyron)) u  cokpamenno DEGEE.  MonosTuinoBbiii  3¢up
IUSTUIEHTIIUKOINS MCIIONB3YIOT B KAa4eCTBE HOCHTENSI M B KauecTBe CONMIOOMIM3aTOpa s
nojy4yeHus: ¢papmaneBTHUeCKUX KoMno3uuuii (Hanpumep, cm. 3asBku CIHA c cepuiinpiMu No.

14/242,973; 12/846079 wm 15/376,345, BKJIIOYEHHBIE B HACTOSIIUN JOKYMEHT MOCPEICTBOM



CCBUIKH). MOHO3TUJIOBBIA 3PP TUITHUIICHIIIMKOINSA TAK)KE MCIOJIB3YIOT B KAU€CTBE YCHUIIMTEINS
npornuaemocta koxu (3asBku CIIA No. 15/260554 u 15/297998, Bximo4deHHbIE B HACTOSIIIUN
JOKYMEHT IIOCPEICTBOM CCBUIKH) M B Ka4eCTBE IMOBEPXHOCTHO-aKTUBHOIO BeLIECTBA (IIATEHT
CIIA 9649302, BKIFOYEHHBIH B HACTOALIMH JOKYMEHT IOCPEACTBOM cCcbUIkH). HecmoTps Ha To,
yro PG ucnosis3yercst B ropasmo OojbineM kojuuecTBe onoOpeHHbix FDA mponykToB amst
MECTHOTrO NMpuUMeHeHHs1 Ha aecstuieTus aoibiue, yeM DEGEE, stu nBa pactBopurtens BecbMa
NOXOXKH, KaK Toka3aHo B Tabmuie 1. OmHAKo 3TH PAacTBOPUTENN IO-Pa3sHOMY BIMSIOT Ha

PaCcTBOPUMOCTD U MPOHULACMOCTD IJIA KOXKHU PA3JIMYHBIX dKTUBHBIX UHI'PECIUCHTOB.

Tabmuua 1. CpaBHeHue nBYX (hapMalEBTHUECKH MPHUEMJIEMbIX TJIHKOJEH st

NPUMEHEHHUS B TIPOAYKTAX JUIsi MECTHOTO MPUMEHEHHS.

CaoiicTBO DEGEE PG

MonekysipHasi hopmyia CsH1405 C;HgO,

MounsipHast Macca r/MoJib 134,18 76,1

IMnotHocTh /M ipu 20°C 0,989 1,036

Temnepatypa nnasneHus -76°C -59°C

Touka kuneHus 198-210°C 187-188°C

Koadduument pasnenenns okranon-sona (log P) -0,43 -0,92

Minghetti et. al. (J. Pharm. Sci. 96(4)814-823, 2007) ompenensiu pacTBOPUMOCTH
yerbipex cojeil nukiodpenaka B uuctom PG u uyncrom DEGEE, u sTu pmanHble 1O
PacTBOPUMOCTH CYMMHUPOBAHBI B TaOJIHIIE 2.

Tabnuua 2. JlanHble O PaCTBOPUMOCTH JUISL UEThIPEX CoJiel mukiodeHaka, B3sToie u3 P.
Minghetti et. al, J. Pharm. Sci 96, 814-823)

dapMaLeBTHIECKOE PactBopumocts B DEGEE Pacteopumocts B PG
AKTHUBHOE BEIECTBO (MKT/M1) (MKT/MIT)
Juknodenak HaTpuUsi 660+70 567+31

Juknodenak kamms 709+52 898+79

Huknopenak qustunamuna | 279+10 384+14

Juknodenak 3monaMuH 430+0 637+60

Xots1 0b6a pacTBOPHUTENSI CUUTAOTCS OE30MaCHBIMH JJIsi MECTHOTO NMPUMEHEHHUs] BIUIOTh
1o u Bblme npuMepHo 50% wmacc., (papManeBTHYECKHE COCTaBbl OOBIMHO OTPAHUYHBAIOT
kommyectBo DEGEE wmn PG nmo 30% wu3-3a pasnmpaskeHus], HaOJIIOAaeMOro Yy TOATPYIIIIBI
nanueHToB. TakuM 00pa3oM, 3TH IJIMKOJU TMOYTH BCETAa CMEIIUBAIOT C BOIOH MPH MOJYYEHUU
rejiedl Wi SMyJIbCUH JUII MECTHOTO MPUMEHEHUs (KpeMOB WM JIOChOHOB). Ilpu cMermmBanumn
ABYX pacTBOpHUTENEH HaeaNbHas PaCTBOPUMOCTb JHOOOH CMeCH MOXKET OBITh PacCUHTaHa Ha
OCHOBE PAaCTBOPUMOCTH AKTUBHOIO WHIPEAUEHTAa B KaXJAOM H3 OTAENbHBIX PAaCTBOPHUTENEN.
PaccunranHas «uaeanbHas» pacCTBOPUMOCTb HAMIYYLIMM 00pa3oM COrJlacyercsi ¢ HabJroAaeMoil
PacTBOPUMOCTBIO, KOrja (pU3MUYECKHe CBOWCTBAa JBYX pacTBOpUTenel OJM3KO COBMAAAIOT.

ITyOmuxauusa J.W. Lorimer mo TepMOJWHAMUKE PACTBOPUMOCTH B CHCTEMAaxX CMELIAHHBIX



pactBopureneii (Pure & Appl. Chem. 65(2)183-191, 1993) nokazana TOUHYKO KOPPENSLIHIO
MeXIy HaealbHONW U HM3MepeHHOW pacTtBopuMocTbio NaCl mpu pacTBOpeHHMH B CMECSIX BOJIBI
(H,O) u okcuna nefitepust (D,O) u pasymubie koppessiuuu 1151 naaabix NaCl B cMecsx BOIBI U
STUIEHITIMKONA. JIIs cMecu BOAbI W 3TWIEHIVIMKONA HAUXYALIAs KOPPENsALMs MEXKAY
pPacCUYNTaHHON «HAEaJIbHOIY» PaCTBOPUMOCTBIO M HAOJIIOaeMON pacCTBOPUMOCTBIO UMeJIa MECTO
NPy SKBUMOJLSIPHBIX CMECSX [BYX pacTBOpHUTENeH C HaOMI0[aeMOH pacTBOPUMOCTBIO MpPHU
HACBIIIEHUH, KOTOpas B 18 pa3 Hibke pacdeTHOM uaeanpHol pactBopumoct (J. Solution Chem.,
14, 635 (1985)). Lorimer wuCmoib3yeT KIACCHUYECKYH) TEPMOAMHAMHUKY Ui TOJIYYEHUs
UIeaJIbHOM PacTBOPUMOCTH (MTOKA3aHHOM Kak ln(rns(lz)/mo) B CTaThb€) Ha OCHOBE XHMHYECKOIO
NoTeHIMajsa pacTBopeHHoro BemectBa (API) B pacrBopuTesne, KOTOPBIH HMEET JHUHEHHYIO
KOPPEJSALMIO C MOJIBHOM 0JIEN CMECH PaCTBOPUTENEN.

B0O3MOXXHOCTh paccyuTaTh OXHIAEMYI) PACTBOPUMOCTb MPH JIFOOOM COOTHOLICHHH
CMECH  pacTBOpUTEJeH  mocjie  3KCIEPUMEHTAJbHOIO  OIpelNeNieHHsT  pacTBOPUMOCTH
JIEKApCTBEHHOTO CPEACTBA B KaXIOM U3 JBYX OECHPUMECHBIX pacTBOpHTENel obierdaer
COCTaBJIEHHE TIpenapara Ayl MeCTHOro npumMeHeHus. OOBIMHO LieneBasi KOHLEHTpauus Oblia
ompeneneHa Ha ocHOBe akTUBHOCTH APIL Bricoko3¢(eKkTHBHBIE aKTHBHBIE WHIPEIUEHTHI
JIEKapCTBEHHOI'O CPEACTBA, TaKU€ KaK HEKOTOpbIe U3 KOPTUKOCTEPOUAOB MU KaJbLIUIIOTPUEHA,
OynyT uMeTh LieneBble KOHIEHTPALUH B Ipernapare sl MecTHoro npuMeneHust ot 0,05% mo
0,5%. BonBIIMHCTBO TpenapaToB AJsI MECTHOTO NPUMEHEHUs OyayT UMeTh NPUMEpPHO 2%.
ITockonbky MakcuMaibHas TEepMOAMHAMUYECKas IBMKYIAs CHJIA HAa KO)K€ BO3HUKAET IpHU
HACBIIEHUH, KBAJU(PHUIUPOBAHHBIH pa3pabOTUMK peLenTyp IOUKEH 3HATh KOHLEHTPAaLUU
HACBILIEHHOTO JIEKAPCTBEHHOI'O CPEACTBA B CMECSAX PACTBOPUTENEH B AMANAa30HE COOTHOLIEHUN
cMmeceil pactBopureneil. IlocpencTBOM BBIMHMCIEHUS HEANbHBIX 3HAYEHWH pPacTBOPUMOCTH
nepes; CO3JaHMEM IIOJIHOM MAaTpHULbl SKCIEPUMEHTAIBHBIX ONPEAENEHUN pPacTBOPUMOCTH
KOJIMYECTBO 3KCHEPUMEHTOB MOXHO YMEHBLINTh C HECKOJbKUX COTeH A0 MeHee deM 100
HaOJIF01a€MBIX OTPEETICHHI PACTBOPUMOCTH HACBIIIIEHHOTO JIEKAPCTBEHHOTO CPENCTBA.

CywmHoCTh H300peTeHus

B coorBercTBUM € HACTOALIMM H300peTeHHEM ObLIO OOHApPYKEHO, YTO HEOKUIAHHO
BBICOKHE KOHLEHTpauuu poduiymMuiiacta MOTYT OBITb PAacCTBOPEHBI B CMECSIX PAaCTBOPHUTENEH
MoHOo3THIIOBOTO 3¢mpa ausTwieHrnukonss (DEGEE) u Bopbl. JTa HEBEPOSITHO MOBBIIICHHAS
pPacTBOPUMOCTh POGIIYMIIIACTa COXPAHsUIACh, KOTAA KOMITO3UIUSl CMSTYAKOLIET0 KpeMma,
BKJIIOYAJIa CMeCh pacteopureseit u 1o 0,5% podaymunacra.

Kpatkoe onucanue ueprexen

Dalin naTeHTa WIN 3asiBKA CONEPKUT IO MEHbLIEH Mepe OUH YepPTEX, BBIITOJIHEHHBIN B
nsete. Konmu 3Tol myOnukanuy maTeHTa Uitk onyOJMKOBAHHOHN MATEHTHOH 3asBKU C [IBETHBIMU
yepTeskaMu OyayT nmpenocTaBiieHsl BenoMcTBOM 1Mo 3ampocy U oriate HeoOXOUMOH MOILITHHBI.

Ha ¢ur. 1 mnokazaHo MmuKpocKkomuueckoe wu3o0paxkeHne obOpasma cocraBa | ¢
UCTIOJIb30BAHUEM MOJIIPU3ALIMOHHOTO MUKPOCKOIA, OCHAIIEHHOT0 00BbekTHBOM 10X.

Ha ¢ur. 2 mnoka3zaHo MuKpOCKOmmuYeckoe u3o0paxkeHne obpasma cocraBa 2 C

UCTIOJIb30BAHUEM IOJIIPU3ALIMOHHOTO MUKPOCKOIIA, OCHAIEHHOT0 00bekTHBOM 10X.



Ha ¢ur. 3 mnokazaHo MHKpOCKONMUYeckKoe u30o0paxkeHne obpasnma coctaBa 3 ¢
WCTOJIB30BAHUEM TOJIIPU3ALMOHHOIO MHKPOCKOMA, OCHalleHHoro oObekTuBoM 10X. Cunue
CTPENIKM TIOKa3bIBAIOT IISITh CAMBIX KPYIHBIX HEPACTBOPEHHBIX YACTHIL poduyMmiacta Ha
MUKpOGOTOrpadusx STUX MATH KPEMOB.

Ha ¢wur. 4 mnokasaHo MHKpPOCKONMMUEcKoe u300paxkeHne obpasua cocraBa 4 ¢
UCTIOIb30BAHUEM TIOJISIPU3ALMOHHOIO MHKPOCKOIMA, OCHalleHHOro oobektrBoM 10X. CuHue
CTPENIKM TIOKA3bIBAIOT IISITh CAMbIX KPYIHBIX HEPACTBOPEHHBIX YacTUI poduyMmiacTa Ha
MUKpOGOTOrpadusx STUX MSATH KPEMOB.

Ha ¢ur. 5 mnoka3zaHo MUKpoCKomuYeckoe u30o0pakeHne oOpasla cocraBa S5 ¢
UCTIOJIb30BAHUEM TMOJIIPU3ALMOHHOIO MHKPOCKOIMA, OCHaIeHHOro oObekTuBoM 10X. Cunue
CTPEJIKM TOKa3bIBAIOT IISIThb CAMBIX KPYIHBIX HEPACTBOPEHHBIX YACTHI poduyMmiacTa Ha
MHUKpOGOTOrpadusx STUX MSTH KPEMOB.

OINIMCAHUME M30BPETEHUA

Podnymunact npencrasisier codoii coequaenue Gopmyaer (I)

i
&1
H

rie R1 mpencraBmsier coboit  gudrtopmerokcn, R2  mpencrasmser  coboii
LUKJIONPONUIMETOKCH U R3 mpencrasnser codoit 3,5-nquxnopnupun-4-u.

DJTO coeAMHEHHE UMeeT XHuMu4eckoe HasBaHue N-(3,5-nuxnoprmpun-4-wmn)-3-
LUKJIoNnponuiIMeTokcu-4-nudropmerokcndenzamun (INN: podaymunacr). Podaymunact moxer
OBITh MOJIy4eH CrmocoO0aMM, M3BECTHBIMH B JAHHOW oOnacTu (Hampumep, cM. mateHT 298 u
3asiBky CIITA No. 14/075035).

MOHO3TUIIOBBIA 3()Hp TUITHUIICHIIIUKONS TpeAcTaBisieT coboil coemuHeHne (Gopmyibl

uy

(I

Hacrosimee  u3oOpereHne  OTHOCHUTCS K (papMaLeBTHYECKHM  KOMITO3ULIMSAM
podayMmiacTa, paCTBOPEHHOTO B CMeCsSIX MOHO3THIIOBOrO 3dupa mustmnenrnukons (DEGEE,
Gattefosse Tradename TRANSCUTOL®) u Bozabl, HEOOs13aTeNbHO BKJIIOYAIOIINM OAHMH MU
Oonee QapmManeBTUYECKH MpPHEMIIEMbIX HocuTenei. Mosker ObITh HCIONB30BaHA JFOOAs
nonxonsimasi Mapka TRANSCUTOL®, sxmtouas TRANSCUTOL®P, TRANSCUTOL®HP,
TRANSCUTOL®V u TRANSCUTOL®CG. JOta cmecb DEGEE u BOznbI MOXET MOABEPraThCs

n00aBNEHUIO  SKCIUIMEHTOB M jajbHeWmeld oOpaborke ans  oOpasoBaHus — psina



(bapMareBTHUECKUX JIEKAPCTBEHHBIX (POPM M MOANEPKAHUS PACTBOPEHHOTO HIIH MOJEKYJSIPHO
IUCTIEPTUPOBAHHOTO pO(IyMUIIACTa B TEUEHUE CPOKA TOHOCTH JIEKAPCTBEHHOT'O CPECTBA.

Hacrosimmee mn3oOpereHue siBisieTcss OCOOEHHO TOJE3HBIM JUJISI COCTABOB IJII MECTHOTO
npumMeHeHus. CocTtaBbl (apMaLEBTHUECKUX IpenaparoB podayMmmiacrta A MECTHOTO
NpMEHEeHHsI, KOTOpble MOryT ObITb OCHOBaHbl Ha cMmecsix DEGEE-Boma, ompeneneHbl B
®dapmakorien CIHIA USP <1151> u BKIIOYAIOT a3pO30JIH, MEHBI, CIPEH, SMYJIbCUU (KOTOpBIE
TAK’K€ MOJKHO Ha3BaThb KpeMaMH, JIOCbOHAMH WM Ma3siMu), renu (aByxdasHbie WM
onHo(da3HbIe), KUIKOCTH, Ma3H, MACThbl, MIAMIIYHHU, CYCIEH3UH M CHUCTEMbL. OTO TUIHYHBIE
JekapcTBeHHble (opmbl, copepkamme (HapMaLEeBTUYECKH AKTUBHBIE WHITPEIUEHTBI IS
MECTHOTO MPUMEHEHHSI Y MJICKOMUTAIOLIUX, BKJIIOYAsT JIFOAEH.

MecTHOE TPUMEHEHNE OTHOCHUTCSI K HAHECEHUIO Ha KOXKY, BOJIOCHI WJIM HOTTH MAIMEHTa,
KOTOPBIH MONYYUT IOJIb3Y OT JIEUCHHUs (hapMalleBTHUECKUM MpernapaToM. MeCTHOe TakKe MOKET
O3HaYaThb HAHECEHHE Ha SMUTENUH MalUeHTa Ui JIOKAJIN30BAHHOH IOCTABKH. JTO MOXKET
BKJIFOYATh TJIA3HOE, VIIHOE, Ha CIHM3UCTYI0 OOOJIOYKY MOJOCTH PTa, Ha CIM3HCTYIO OOOJIOUKY
BJIAraJIMINa, Ha CIU3UCTYIO OOOJIOUKY MPSAMOH KHUIIKH WM BHYTPUYPETPAIbHOE MPUMEHEHHE
podbnymmnacta. Hawubonee mupokoe omnpenejeHre MECTHOTO MPUMEHEHUs BKIIFOYAET
UCTIONb30BAHUE DSIUTENNS TMAlMeHTa B KauecTBe cCrnocoba BBENEHUS U IOJNTyYeHHs
TEPANeBTHUECKUX CHCTEMHBIX YPOBHEH aKTHBHOTO HMHIPEIUEHTA. DTO ONpPEAeNIeHHEe MECTHOTO
NPUMEHEHUsT YacTO HAa3bIBAIOT TPAHCAEPMAIBHONW JOCTABKOH TEpaneBTUYECKU AKTUBHBIX
UHTPEIUEHTOB.

DEGEE wuacro cocraBmsger kak 10-30% (macc./macc.), mpexamouturenbHo 15-20%
(Macc./macc.), B cocTaBax /il MECTHOTO MPUMEHEHUs. AHAJIOTMYHBIM O0pa3oM, BOJa
cocrasJisieT okoJio 20-90% (macc./Macc.) B mpemnaparax AJjisi MECTHOrO mpuMeHeHwus. J{Jist cmeceit
DEGREE wu Bomel orHOmenue MoxkeT coctaBisite or 1:10 mo 20:1. TlpeamourturensHo
ornowenne DEGEE:Bona cocrasisier ot 1:4 1o 9:1 B cocTae, coaepkainem podayMuiacT.

O6bmuHo cmecu DEGEE-Boma MOryT wHCHoOnb30BaThes ANsi pacTBopeHus no 2,0%
podaymuiacta (B roToBOM Tpernapare) wuiau mnpeanoututenbHo 1m0 0,5% podaymmunacra (B
rOTOBOM mpemnapare). ['0TOBbII npemnapar npeanoYTHTEIbHO HAXOIUTCS B OTHOM U3 CIIETYIOLINX
bopm:

OMynbcHusi Maciio-B-Boae. lIpenapaT Ijsi MECTHOrO NMPUMEHEHHUS] MOXKET NPEACTaBIIAThH
co0O 3MYJIBCHIO, CONEPIKAINYI0 IHUCKPETHYIO TUAPOPOOHYIO a3y M HENpepbIBHYIO BOIHYIO
dazy, koropas Bkiarodaer cmecb DEGEE-Bona u, HeoOs3aTenbHO, OMUH WIH OoJiee MONSPHBIX
rHAPOQHIIBHBIX SKCIHUITUEHTOB, & TAKXKE PACTBOPUTEIH, COPACTBOPUTEINH, COJIH, TIOBEPXHOCTHO-
AKTUBHBIE BEINECTBA, HMYJIbraTOPbl U JAPYrHe KOMIIOHEHTBI. JTH 3MYJIbCUH MOTYT BKJIFOYATh
BOJIOPACTBOPHUMbIE MM HaOyXaeMble B BOJE MOJIMMEPHI, KOTOPBbIE MOMOTAIOT CTA0MIN3UPOBATh
SMYJIbCHIO.

Omynbcust Boga-B-Macie. KoMmosuimm MoryT npeacTaBisiTh cOO0H COCTaBbI, B KOTOPBIX
poGIyMUIACT BKIIOYEH B 3MYJIbCHIO, KOTOpAsi BKJIIOYAET HEMPEpbIBHYIO ruapododbHyro a3y u
BOIHYIO (a3y, xoropas Bkiodaer cmecb DEGEE-Boga u, HeobOs3atenpHO, onuH mim Oonee

MOJISIPHBIX FI/II[pO(l)I/IJ'IbeIX HOCHTeHeﬁ, a TAaKXKE COJIM WJIN APYru€ KOMIIOHCHTBI. Ot OMYJbCUU



MOTYT BKJIFOYAaTh MacllOpaCTBOPUMBIE MJIM HaOyXaeMble B Macje IMOJIUMEPHI, a TAaK)Ke OJUH WIIH
OoJiee 5MyJIbraTOpOB, KOTOPBIE TIOMOTAIOT CTA0MIIN3UPOBATH SMYJIBCHIO.

Jlns 5MyJIbCUH Maclio-B-BOZI€ U BOZAA-B-MAaciie MOXKET ObITh Ba)KEH MOPSIOK AOOABIEHHS.
Podnymunact moxer ObITh 100ABIIEH NPENBAPUTEIBHO PACTBOPEHHBIM B HETIPEPBIBHOIN BOIHON
daze, comepxamein cmecb DEGEE-Boma. AmnamormyHo, poduyMmiacT MOXeT ObITb
IpEeBAPUTENIbHO PACTBOPEH B THAPO(OOHONH AMCKPETHOH (hase SMyJIbCHUH, KOTOPYIO 3aTeM
cmemmmBaroT co cMechto DEGEE-Bona n HeoOs3aTenbHBIMH THAPOPHUIBHBIMU SKCLIUITHEHTAMH,
KOTOpbIe HE COAEPKAT aKTHBHBbIM WHrpeaueHT. Poduymunact mMoxer ObITh HpEABapUTEIHHO
pacTBOpeH Kak B MacisiHOW ¢haze, Tak W B BOOHOW (paze OMYJIbCHM, WM H00aBJIEeH
npensapurensHo pactBopeHHbiM B DEGEE wumu cmecu DEGEE-Boma mocne oGpa3oBanwst
SMyJbCHU. HeKkoTopble SMyJbCHH MPETEPIEBAOT HWHBEpCHUIO (a3 B ONpeneNeHHOM
TEMIEPaTyPHOM JIMANa30He MPH OXJAKACHUN dMYJIbcHU. Takum o0pazom, podayMuIacT MOXKeT
ObITh OOABJIEH K 3MYJIbCUU BOAA-B-MAcie BBIIIE TEMIEPATypbl MHBEPCHU (ha3bl, MPH 3TOM
KOHEUYHBIH JIEKapCTBEHHBIH Tpernapar MpeAacTaBisieT COOOH 3SMYJIbCHUI0 MAclio-B-BOZE TIPHU
KOHTPOJIMPYEMOH KOMHATHON TEMITEPATYPE HIIH HA0OOPOT.

3aryuieHHble BOAHBIE Tenmu: OJTH cuctembl BiioudaroT cmecb DEGEE-Boma ¢
pPacTBOPEHHBIM POGIYMHIACTOM M, HEOOSA3aTeNbHO, OAHMM WU OoJjiee TOJSIPHBIMU
rUAPOPIIIBHBIMA  HOCHUTENSIMH, TAaKUMH KakK TeKCHUJICHIJIMKOJb, KOTOPBIH OBLT 3arymeH
MOIXOMSIIUMH  TPUPOAHBIMU, MOAU(GULUPOBAHHBIMA TMPUPOAHBIMU WJIH CHHTETUYECKUMH
3aryCTUTEINSIMH, KaK OIMHCAHO HUXKe. AJIbTEPHATHBHO, 3aryllE€HHbIE BOJIHBIE T€JM MOTYT OBITh
3aryllieHbl C MCMOJb30BAHUEM MOAXOASIINX MOBEPXHOCTHO-aKTHBHBIX BEIECTB HA OCHOBE
NOJIMATOKCUIIMPOBAHHBIX ANKWIJIBHBIX LIETIel WIN APYTHX HEMOHHBIX, KATHOHHBIX MM AHHOHHBIX
CUCTEM.

3arymeHHble BOIHO-CIIUPTOBbIE Tenu: JTH cucteMbl BkioudaroT cmecb DEGEE-Bona-
CIIUPT C PACTBOPEHHBIM POGIIYMHIIACTOM M, HEOOS3aTeNbHO, OAHMM WIH OOJee MOJSIPHBIMU
rHAPOPIIIBHBIMA HOCUTEJISIMUA, TAKUMH KaK T€KCUJICHIJIMKOJb, B KaueCTBe MOJISIPHON (asbl,
KOTOPBI ObLT 3arylieH MOAXOMAIIUMH MPUPOIHBIMH, MOIU(DULIUPOBAHHBIMHU MTPUPOIHBIMH HJTH
CHHTETUYECKUMU TOJIMMEPaMH, TAKUMH KaK ONMHCAHHBbIE HIKE. AJIBTEPHATUBHO, 3aryIleHHBIE
BOJIHO-CITUPTOBBIE T'€JIH MOTYT OBITh 3aryINEHbI C UCIOJIb30BAHHUEM MOIX ONSLINX TOBEPXHOCTHO-
AKTUBHBIX BELECTB HA OCHOBE IMOJUATOKCUJIMPOBAHHBIX aJKWJIBHBIX LeNed WO APYrux
HEMOHHBIX, KATHOHHBIX WJIH aHHOHHBIX CUCTeM. CITUPT MOKET OBITh 3TAHOJIOM, H30MPOMIIOBBIM
CIIMPTOM UK IPYTUM (PpapMarieBTHYECKH MPHUEMIIEMBIM CITHPTOM.

Tuppodunbhas wiu runpododuas masb: Kommosunuu cocTtaBieHbl HAa TUApodoOHOMH
OCHOBe (HampuMep, Ba3eJHH, 3aryLIeHHbIE WIH rejieoOpa3Hble HEPACTBOPHMbIE B BOJE Macia M
T.I.) W HeoOsI3aTeNIbHO COJepKaT He3HauuTelbHOoe kojumdectBo cmecn DEGEE-Boma ¢
pacTBOpeHHBIM podaymunactoM. ['uapodunbHble Ma3u OOBIMHO COmEp)KaT OAMH WK Oonee
MOBEPXHOCTHO aKTUBHBIX BELIECTB WJIM CMAUMBAIOIUX ar€HTOB.

PactBOpurenu

KomMno3uuun mo HacrosimeMy H300pEeTEeHHIO MOTYT BKJIIOYaTh OIMH WM Oojee

pacTBOpPUTENECH WIM COPACTBOPUTENECH AJIsl TMOJyYEHHUsl JKeJAeMOro YpPOBHSI PacTBOPUMOCTH



AKTUBHOTO WHIPEOUEHTa B TMPOAYyKTe. PacTBopuTeNnb TakkKe MOXKET MOAH(DHUINPOBATH
YPECKOKHOE TMPOHUKHOBEHHE MWJIM AaKTUBHOCTb JAPYTMX SKCLUIUEHTOB, COAEPIKALIUXCS B
npenapare Uil MECTHOTO IpUMeHeHus1. PacTBopUTenu BKJIFOYAIOT, HO HE OTPAaHUYUBAIOTCSA UMH,
alleTOH, 9TAaHOJ, OEH3WIOBBIH CHHUPT, OYTHJIOBBIA CHHPT, IUATHICEOAIIMHAT, MOHOITHJIOBBIM
3pup  AUITUIICHTIJIMKOJS, OUU3ONPONIIAANNAT,  AUMETWICYJIb(OKCHUI,  OSTUJALETaT,
H30MPONUIOBbIN CITUPT, H30MPONMIN30CTeAPAT, H30MPONWIMHPUCTAT, N-
METHJITAPPOIIUIUHOIUH, TPOMUIIEHIJIUKOIb U ciupT SD.

VY BIOXHSOMNE KOMIIOHEHTBI

Kommosuiiuu 1Mo HaAcTOsALmEMYy HM300pPETEHHIO MOTYT BKJIKOYATh  YBJIAMKHSFOLIHMI
KOMITOHEHT JIJIsl TIOBBILIEHUSI YPOBHS rUApaTanuu. JJist 5MyJIbCHI YBIAKHUTEIb YaCTO SBJISIETCS
KOMITOHEHTOM JTUCKPETHOW WJIM HEMPEePBIBHON ruyipodoOHOM (as3el. Y BIaKHSIOMUI KOMIIOHEHT
MOKET OBITh TUAPOPUIBHBIM MATEPUAJIOM, BKJIFOYAOIINM XYMEKTAHTBI, UJIH OH MOKET OBbITh
runpo@oOHBIM  MaTepHaioM, BKJIIOYAIOIMM  CMAC4alInue  BemecTsa. lloaxonsiue
VBJIGKHSIIOINE KOMIIOHEHTHI BKJIIOYAIOT, HO HE OIPAaHUYMBAIOTCA UMU. 1,2 ,6-rekcaHTpuo, 2-
stun-1,6-rekcannuon,  OyTUIEHTJIUKONb,  TIULEPUH,  noaudTWieHrmkons  200-8000,
OyTuicTeapar, eTOCTEAPUIIOBBIA CIUPT, LETUJIOBBIA CIUPT, BOCK LETHIIOBBIX 3()HPOB, LETHI
NajJbMUTAT, MAacjO Kakao, KOKOCOBO€ MAacjO0, LMKIOMETHKOH, IMMETHKOH, IOKO3aHOJI,
STUITEKCUITHIPOKCUCTEApAT, >KUPHBbIE KHUCIIOTBL, T[IULEPWI H30CTeapaT, TIIULEepUILIaypar,
[IMLEPUIIMOHOCTEapaT, MIMLEPUIIONeaT, IIULUEPWINAIBMATAT, OHUCTeapaT TJIUKONs, CcTeapar
TJIMKOJISA, U30CTEAPUHOBYIO KHCJIOTY, M30CTE€APUIIOBBIN CIUPT, JIAHOJIWH, MUHEPAJIbHOE Maclo,
JUMOHEH, TPUTJULEPUI CpPeAHEN LeNH, MEHTOJ, MHUPUCTUJIOBBIM CHUPT, OKTHJIAOAECKAHOJI,
OJIEMHOBYIO KHCIIOTY, OJIEWJIOBBII CIIUPT, OJIEUJIONEAT, OJIMBKOBOE MAacyo, napaduH, apaxucoBoe
Macio, Basenus, Plastibase-50W u creapunoselii criupr.

IToBepXHOCTHO-aKTUBHBIE BEIIECTBA U OMYJIbIaTOPHI

KoMno3uuuu no HacTosimeMy H300pEeTeHHI0O MOTYT HEOOS3aTeNIbHO BKJIFOUATh OTHO WIIH
0oJiee TOBEPXHOCTHO-aKTUBHBIX BEINECTB JJISl SMYJIbIUPOBAHUS KOMITO3UIUHU U ISl OOJIeTYeHHSI
YBJIQXKHEHUSI TIOBEPXHOCTH AKTHUBHBIX WHIPEIUEHTOB WM SKCHUMHEHTOB. Mcmonb3yemblil B
HACTOSIIEM ONMHCAHUU TEPMHH «IOBEPXHOCTHO-aKTUBHOE BEINECTBO» O3Ha4daeT am@pudui
(MOJIeKyJly, UMEIIIYI0 Kak TMOJSIpHbIE, TaK M HEMOJSIPHble O0JAaCTHU, KOTOpPblE KOBAJEHTHO
CBSI3aHBI), CHOCOOHBIH YMEHbBIIATh IOBEPXHOCTHOE HATSHKEHHE BOIBI W/ MexdasHoe
MOBEPXHOCTHOE HATS)KEHHE MEXKIYy BOAOW U HECMELIMBAIOLIEHCS KUAKOCTHIO. [IoBepXHOCTHO-
AKTHUBHBIC BEIECTBA BKIIFOYAIOT, HO HE OrPAaHUYMBAIOTCS MMH, AJIKWIAPHICYJIb(OHAT HATPUS,
amepxon-CAB, maypuncynbdar ammonus, cioxsable 3¢upbr [ID1-6 M KOCTOYKOBOTO
abpUKOCOBOrO Macia, apJialeib, XJOpuI OeH3aIKOHUs, 1eTeapeT-0, nereaper-12, uereaper-15,
nereaper-30, uereapusoBblii cnmpT/mereaper-20, MeTeaprIOBbI ASTHITEKCaHOaT, merer-10,
neretr-10 docdar, nerer-2, uerer-20, nerer-23, xoner-24, cynabdar npoctoro 3¢pupa KOKaMuaa,
KOKAMHH OKCHJ, KOKOOeTamH, KOKO IHMITAHOJAMHJ, KOKO MOHOITAaHOJAMHJ, KOKO-
kanpwiat/kamnpar, auuerwidocdar, AuHATPUS —KOKoamdonmuanerar, IUHATPUS Jlayper
CyJb(OCYKIMHAT, AWHATPUSI JIAypHJl Cyjb(oamnerar, IUHATPUS JAypHsl CyIb(POCYKLUHAT,

OUHATPUN OJIEaMHI0 MOHOSTaHOJAMUHCYIb(POCYKIMHAT, HOKY3aT HATPUs, JaypeT-2, jJayper-23,
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nayper-4, NaypuHOBBIM AU3TaHOJAMUA, JeUUTHH, MeTokcu [I2I-16, metun rmouer-10, merun
rmoneT-20, CeCKBUCTeapaT METHITIIOKO3bI, ojer-2, oner-20, IO 6-32 creapar, I191-100
creapar, 110I'-12 rnuuepun naypar, I121-120 metun rarokosbl auoseatr, [I19I-15 kokamuH,
I[I2I-150 pucreapar, II2I-2 creapar, IIDI'-20 merun rmroko3wl ceckBucrteapar, I[191-22
MeTuoBbIi 3¢up, [121-25 nponunenrnukons creapat, [191'-4 nunaypar, I19I'-4 naypar, 19T -
45/101e U IMKOIb COTIOJINMED, 1§ 1C) oJear, I151°-50 cTeapar, I19I-54
THJIPOTeHU3UPOBAHHOE KacTopoBoe Macho, I13I'-6 nzocreapar, I191-60 ruaporeHn3npoBaHHOE
kacTtopoBoe Mmacio, [I91-7 merunossiii 3¢up, II2I-75 nanomun, IIOI-8 naypar, I1OI-8
cTeapar, MErokcojl 7 creapar, MEHTA3PUTPUT KOkoaT, mnosjokcamep 124, nonokcamep 181,
nosiokcamep 182, monokcamep 188, monokcamep 237, nonokcamep 407, monurauuepu-3-oear,
MOJIMOKCU3TUIICHOBBIE CITUPTBI, TOJTHOKCHITUIICHOBBIE 3P UPbI JKUPHOH KHUCIOTHI, MOJUOKCHI 20
LIETOCTEAPHIIOBBIH 3¢up, moarokcwi 40 THAPOreHM3UPOBAHHOE KAaCTOPOBOE MACIIO, TIOJTHOKCHIT
40 creapat, MOMUOKCHI 6 U MOJUOKCUJ 32, MOJHOKCUJ TJIMLIEPUJ CTeapaT, MOJHOKCUJT CTeapar,
noyiucopbar 20, monmucopdbar 40, momucopOar 60, momucopdar 65, mommcopdar 80, TIT-26
onear, PROMULGEN™ 12, nponmieHrmmkons AMaLerar, NpPOIMMICHITHKONb IUKATIPUIAT,
MPOMUICHIJINKOJIb MOHOCTEAPAT, KCUIION CyJb(pOHAT HATPUs, COPOUTAH MOHOOJIEAT, COPOUTAH
MOHOMAJBMHTAT, COpPOUTAaH MOHOCTeapar, creaper-2, creaper-20, creaper-21, creapmi-40,
TAJJIOBBIE MIIULEPUABI H YMYJIBTUPYIOIIHUN BOCK.

ITonumeps! U 3aryCTUTENH

JUIsi HEKOTOPBIX NMPUMEHEHHH MOJKET OBbITh JKENaTeNbHBIM IOJNy4YEeHHE Ipernapara s
MECTHOTO TpPUMEHEHMs, KOTOpPbIM 3arymiaercss pacTBOPUMBIMH, HaOyXalOIMUMH  WJIH
HEPaCTBOPHMBIMU OPTaHUYECKUMH TOJIMMEPHBIMU 3aryCTUTENSAIMH, TAKUMHU KaK MPUPOIHBIE U
CHUHTETHUYECKHUE TOJIMMEPHI WIN HEOPTraHUYECKUE 3aryCTUTENH, BKJIOYasi, HO HE OrPaHUYNBAsICh
UMM, COIOJHMMep akpwiatoB, kapbomep 1382, kapOomep comomumep Tuma B, kapOomep
romornionumep tuma A, xapOomep romomnonumep Tuna B, xapOGomep romomnommmep tuma C,
KapOOKCH-BUHHUJIOBBIH  COMOJHMMEP,  KapOOKCUMETHJILEIUTIONIO3Y,  KapOOKCHUIIOJUMETHUIIEH,
KappareHaH, TyapoOBYK) KaMelb, THAPOKCHATHIILEIUTION03Y, T'HAPOKCUIIPOIHILEIUIOIIO3Y,
MUKPOKPHCTAUTHUECKUI BOCK U METHIILIEIITFOJIO3Y .

JlONOSTHUTETbHBIE KOMIIOHEHTBI

Komnosmumn mo  HacrosimeMmMy  U300pETEHHIO MOTYT  OBITb  COCTAaBJIGHBI  C
JOTIOJIHUTEIBHBIMA ~ KOMIIOHEHTaMH, OOBIMHO  COAEPIKALIUMHCA B  KOCMETHYECKHX U
(apManeBTHYECKNX MPOAYKTAaX AJISI MECTHOrO IMpHMEHEeHHs. [lOmOJHUTENbHbIE KOMIIOHEHTHI
BKJIFOYAIOT, HO HE OrPAaHUYMBAIOTCS HMH, TNPOTHBOBCIICHUBAIOIINE AreHTbl, KOHCEPBAHTBHI,
AHTHOKCHJIAHTBI, CEKBECTPAHTHI, CTAaOMIM3aTOpBl, Oydepbl, pacTBOpbl, peryiupyromme pH,
YCHJINTEN TPOHUKHOBEHUS] dYepe3 KOXY, IUIGHKOOOpa3oBaTeNH, KPaCcUTENH, IHUIMEHTHI,
apOMAaTHU3UPYIOIINE BELIECTBA M JPYrHe SKCUUMHEHTHI ISl YAyYIIEHHs CTAOMIIBHOCTH WU
OPTaHOJIENTUYECKNX CBOWCTBAX MPOAYKTAa. B MpeanmoYTUTENbHOM BapHaHTE OCYINECTBIICHHS
IeKCUJICHIJINKONb OOABISIOT JJIs1 MHTMOMPOBAHUS M3MEHEHWH B PACHpefeNieHUH YacTHUIl I10
pa3Mepy B TeUEHHE CPOKa MOJHOCTH KOMIO3ZHMLMUH. | €KCHUIIEHTTIMKOIb MOXKET ObITh T0OaBJIEH B

komuuectBe OoT 0,1% mo 20% Ha ocHOBe Macc./macc., mpennoututenbHo ot 0,25% no 8% Ha
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OCHOBE Macc./mMacc. U Hanbouee mpeanouTuTesibHo oT 0,5 mo 2% Ha oCHOBe Macc./Macc.

Komnosmumm mo  HacrosmeMmMy U300pETEHHIO MOTYT  OBITh  COCTaBJIEHBI €
JOTIONIHUTENBHBIMA AKTUBHBIMU CPEICTBAMH B 3aBUCUMOCTH OT COCTOSIHHS, IOJJIEKAINEro
neueHuto. JlormonHuTeNnbHbIE aKTHBHBIE CPEACTBA BKJIOYAIOT, HO HE OTPAHMYUBAIOTCS HMH,
aHTpasuH (AUTPAHOJN), Aa3aTHUONPHUH, TAKPOJUMYC, JAEroTb, METOTPEKCaT, METOKCAJeH,
CAMLMJIOBYIO KHCJIOTY, JIAKTaT aMMOHHMS, MOYEBHHY, THAPOKCHMOYEBHHY, S-(TOpyparmi,
IPONMITHOYPALIWII, 6-THOTYaHUH, cysbdacaia3uH, ModeTria MUKO(PEHONAT, CIOXKHbIE d(PUPHI
(yMapoBOil KHCIOTBI, KOPTUKOCTEPOUIbI (HATIPUMED, aKJIOMETa30H, aMIUHOHUJ, OeTaMeTa3oH,
KJI00eTa30/, KJIOKOTOJOH, MOMETa30H, TPHAMUMUHOJOH, (JIYOIIMHONOH, (JIyOLIMHOHUN,
baypanapeHonun, audaopa3oH, E30HUA, JE€30KCUMETA30H, JEKCAMETAa30H, XAaJ[UHOHH],
rajoberasou, THAPOKOPTH30H, METHJITPEAHU30JIOH, npeaHukapoar, NPEIHU30H),
KOPTUKOTPOITHH, aHAJOru BUTaMUHa D (Hanmpumep, KaJbLHUIIOTPUEH, KAIBIUTPHOI), ALUTPETHH,
TA3apOTeH, LHKJIOCIIOPUH, PE3OPLMH, KOJXHUIMH, agamsuMymad, yCTeKHHyMad, MHQIMKCHMAO,
OpoHxoanIaTaTopsl (Harpumep, O0eTa-arOHUCTBI, AHTUXOJUHEPTHYECKIE CPENCTBA, TEOPHUILTHH)
U aHTUOMOTHKH (HAIIPUMeEp, S3PUTPOMULIMH, HUTIPOPIIOKCALINH, METPOHHUIA30IT).

Beenenue u 1o3upoBka

Komnosnumu mo HacrosmeMmy H300pETeHHI0 MOXKHO BBOIUTH JIFOOBIM IMOIXOASIINM
NyTeM BBEACHHUS, BKIIOYas, HO HE OrPAHUYUBASCH O3THUM, MEPOPATBbHBIN, PEKTAIbHBIN,
MapeHTePaIbHbII (Harmpumep, BHYTPHUKOXHBIMH, MOAKOXKHBIM, BHYTPUMBILIEYHBIH,
BHYTPUBEHHBIMN, UHTpaMeayJUISIPHBIN, BHYTPHUAPTEPUATIbHBIMN, UHTPAaTEKAJIbHBIN,
STMUYPANbHBIN), TIA3HOH, WHTAJSIIUEH, pacbUIeHUEM, KOXKHBIN (MECTHO), YpECKOKHO U 4Yepe3
CnU3UCThIe (HampuMep, CYOJNMHTBaJIbHO, OYKKaJdbHO, Ha3ajlbHO). B mpenmoututenbHOM
BapUAHTE OCYILECTBJIEHUS] KOMITO3ULIMIO BBOIAT MECTHO.

IMonxonsamue (QapmaneBTUYeCKUEe JIeKAPCTBEHHbIE (OPMBI  BKIIOYAOT, HO HE
OrPaHUYUBAIOTCS MMM, 3MYJIbCUH, CYCIIEH3MM, CIIPEH, Macja, Mas3H, >XUpPHbIE Ma3H, KpPEMBbI,
NacThl, T'eJid, TEHbL, TPAHCAEPMAJbHBbIE TUIACTBIPH M PACTBOPbI (HANpUMEp, AJIST UHBEKLMUH,
NIepOPaIbHBIE).

KoMno3uius npeanodTuTessbHO COAEPKUT POIIyMIIACT, COH podaymMunacta, N-okcun
podnymunacta wiu ero conmu B kommdectBe 0,005-2% macc./mMacc., Ooyiee MpenrnoYTUTETBHO
0,05-1% wmacc./macc. u Haubonee npeanoururensHo 0,1-0,5% macc./mMace. Ha eMUHUIYY A03bI.

KoMno3uuusi mpeArnouTUTEeNbHO COACPIKUT MOHOITHJIOBBIA 3(UpP AUITHICHIIIUKONS B
kosuecTse oT 5% 10 50% macc./macc., Oonee npeanoururensHo oT 20% mo 30% mace./macce. u
HauboJee MpennouTUTENBHO OT 22,5% 1o 27,5% macc./macc.

KoMno3nuuioo MOXXKHO BBOOUTH OAMH WM Oonee pa3 B I€Hb, NPEANOYTHTEIBHO
KOMITO3ULIMIO BBOASAT 1-2 pas3a B IeHb.

Komnosnuus MokeT ObITh HCIONB30BaHA B BETEPUHAPUU M MEAHMLIUHE JUIS JICYCHUS U
npoQHUIAKTHKN BCEX 3a00JI€BaHMM, KOTOPBbIE CUUTAIOTCS NOANAIOLIMMUCS JICYEHUIO I
npoHUIaKTHKE, C HCIIONB30BAaHHEM pOQIIyMHIACTA, BKJIIOYAs, HO HE OrPAaHUYUBASCh HMH,
OCTpble W  XpOHHWYECKHe 3a00NeBaHUs  JbIXaTENbHBIX  NyTel; nponudepaTHBHBIE,

BOCHIAJIMTCIIBHBIE W AJUICPTHYCCKUE O€PMATO3bI, paCCTpOﬁCTBa, KOTOpbIE OCHOBAHbI Ha
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ype3MepHOM BbIcBOOOKaeHHH TNF m nefikoTpueHoB, 3a00ieBaHus CepAla, KOTOPblE MOXHO
neuntb uHruouropamu PDE; BocmaneHus B KeNyIOYHO-KHIIEYHOM TPAKTE WM LIEHTPAJIbHON
HEpPBHOM cucTeMe, 3a00IeBaHus I1a3a; HAPYIIEHHs], OTHOCSIIUECS K apTPUTY; U PACCTPONUCTBA,
KOTOpblE ~ MOXKHO  JIEYMTb  TKaHb-PEJaKCAaHTHBIM  gedictBueM  uHruoutopos  PDE.
IIpenmoyTuTenbHO  KOMIO3MLIMIO — HMCIONB3YIOT — JUIA  JIeYeHUs  IPONUQepaTHUBHBIX,
BOCTIAJIUTENIbHBIX U JUIEPTUYECKUX JEePMAaTO30B, TaKMX Kak ICOpHa3 (BYJbrapHbIi), dK3eMa,
yrpu, IPOCTON JIMIIAH, COTHEYHBIH OXKOT, 3yJl, O4aroBas ajoneuus, runeprpopudeckue pyorbl,
JOUCKOHMIHAS KpacHasi BOJTUaHKA U MTUONIEPMHUSL.

Crnenyromye mpuUMepbl MPENOCTaBJEHbI JJisi  TOro, YTOOBI JaTh BO3MOKHOCTH
CTHELMAMCTAM B JAHHOH OOJIACTH TEXHUKHU CO3/1aBaTh M MCIIOJb30BATh CIIOCOOBI U KOMIO3HIIUU
n300peTeHusi. T NMpUMepbl He NPEAHA3HAYEHBI Ui OrpaHHYEHHs] 00bEMa TOTO, YTO aBTOPBI
paccMaTpuBaIOT Kak CBOe H300pereHue. J(OmOoNHUTENbHBbIE NpeuMylnecTBa U MoauduKanuu
OyayT OUYeBUAHBI I CIIEHMATICTOB B JAHHOH 00JIaCTH TEXHUKH.

ITpumep 1

Podnymunact (Batch A14367P ot Interquim S.A.), 0,0061 r, B3BeIMBAIH B JKUIKOCTHO-
CHMHTWULINNOHHOM  (piakone. PG (nmpommnenrnukons, Spectrum Chemical lot TEC0004)
n00aBJISIN MO KaIUIM NPU TepeMelInBaHuN BO (J1akoH, coxepskamuii podaymmnact. Ilocne
CMeIINBaHus Kaxnoro nodasieHuss PG MIIOTHO 3aKpbIThIi (DIIAKOH BO3BpALIAIN HA BOISHYIO
Oanto, ycraHosieHHyo Ha 25°C. Jlns nonHoro pactBoperus 0,0061 r poduymunacra TpedyeTcs
1,9332 r PG, 4ro cooTBeTCTBYeT HAOMIOmaeMoil pacTBOpUMOCTH mpu HacbkimeHuu 0,3%
macc./macc. podnymmitacra B PG mpu 25°C. Ykazannoe 3Hauenue 0,53 mr/n (nmpu 21°C) B
WO95/01338 ucronp3oBaiy B KadecTBE HAOMIOJAEMOro 3HA4Y€HMs Ui PAaCTBOPHUMOCTU IpU
HacellleHNH poduiymmiacta B Boxe, koropas pasHo 0,000053% wmacc./macc. Hcnomnp3ys
ypaBHeHus1 Lorimer, HaOmonaemast pacTBOpUMOCTh pu Hackimennu B PG 0,3% podaymunacra
1 HaOyrogaemMasi pacTBOPUMOCTD NpH HackleHnH B Boge 0,000053%, paccunTaHHast uneanpHast
pacTBOpuUMOCTh poduiymunacta B SkBuMossipHoi cmecu PG:Boma cocraBisier 0,0040%
macc./Macc.

[Tonyyanu 2,3200 rpammoB 3xBuMossipHOil cMecu PG (Spectrum Chemical, lot IEC0004)
U TUCTHJUIMPOBAHHON BOABI M JOOABIISUIM B CHMHTHJUSIMOHHBIA (hakoH, conepskamuii 0,0012
rpamm poduymmtacta (Batch A14367P ot Interquim S.A.). [Tocne ypaBHoBemuBanus 10 25°C
podIyMIIIACT TOJNHOCTBIO pacTBOpsiicss ¢ obpasoBanueM 0,052% pacTBOpa. DKBUMOJISIpHAS
cmech npencrasisier codoit 80,7% PG u 19,3% Boxasl B pacuere Ha % macc./macc. JlobaBneHue
2,2696 r skBumoJisipaoii cmecu PG:Boma He momHOCTBHIO pactBopsuio 0,0017 r poduymunacrta
npu 25°C (0,075% podaymunacra). DKCHEpUMEHTANIBHO OMNpeneieHHass Halronaemast
pPacTBOPUMOCTb TIPH HACBIEHUH poduymuiacta B dSkeuMojsipuod PG:eoma mpu 25°C
coctasisuia 0,06% macc./macc.

IMIpu 25°C wHaOmromaemass pacTBOPUMOCTh TMPH  HACBIIEHWH poduiyMmiIacta B
skBUMOJISIpHON cMecu PG:Boma Opima B 15 pa3 Bbllle pacyeTHON HAealbHONH PaCTBOPHUMOCTHU
podaymmiacta B SkBUMOJISIpHBIX cMecsix PG:eona (80,7:19,3 PG:Bona macc./macc.).

ITpumep 2
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Podnymunact (Batch A14367P ot Interquim S.A.), 0,0205 r, B3BeIINBAIH B JKHIKOCTHO-
cumHTIUUEIIHOHHOM ¢uiakoHe. DEGEE (Tpanckyton P, lot 146063, Gattefosse) moGasmsnu mo
KaIUAM TIpU TepeMelIMBaHuU BO (yakoH, copepskamuii podaymuinact. [locne cmemmBanus
kaxnoro nodasnennss DEGEE, nioTHO 3akpbIThlii (iakOH BO3Bpalaid Ha BOASHYIO OaHIo,
ycraHoBiieHHY0 Ha 25°C. [lnsa nonHoro pactBopenus 0,0205 r podaymunacra Tpedyercs 0,2699
r DEGEE, uyro coorBercTByeT HaOmoOgaeMoil pacTBOPHUMOCTH NpU HackimeHuu 7,1%
macc./macc. podaymunacra B DEGEE npu 25°C. Vkasanunoe 3Hauenue 0,53 mr/a (pu 21°C) B
WO95/01338 uCmosp30Baii B Ka4yecTBE HAOMIOJAEMOro 3HAYEHHs Uil PACTBOPHUMOCTH TPU
HachllleHnn poduiymmnacta B Boxe, koropas paBHo 0,000053% wmacc./macc. Hcnomb3ys
ypaBHeHust Lorimer, nHaOmomaemasi pactBopuMocTh mpu Haceimennn B DEGEE 7,1%
podbnymunacta u HabmomaeMasi pacTBOPUMOCTb mnpu  HaceimeHud B Boae 0,000053%,
paccuMTaHHas HaeabHAs PACTBOPUMOCTh podurymmiacta B skuMossipHoit cmecu DEGEE:Bona
cocrasiisieT 0,019% macc./macc.

0,0111 r podnymunacra (Batch A14367P or Interquim S.A.) B3BeIIMBAIN B JKUAKOCTHO-
CHMHTWILINHOHHOM (uakoHe. [Tomyuanu skBumossipayto cmecb DEGEE (Tpanckyron P, lot
146063, Gattefosse) 1 IUCTHIIITMPOBAHHON BOABI U JOOABJISUTH O KAaIUIIM TMPH TMEPEMEIINBAHUN
BO (yakoH, comep:kamuii podayMuiIacT. IKBUMOJSIpPHAs CMECh mpeactasiisier coboir 88,3%
DEGEE wu 11,7% Bons! B pacuere Ha % macc./macc. [locne cMmemmmBaHust Kakaoro 100aBIeHUs
sksumoJisipaoii cmecu DEGEE:Boma, miioTHO 3akpeiThlii (hJITakOH BO3BpaIlaii HA BOJISHYIO
Oanro, ycranosieHHyo Ha 25°C. 0,0111 r podaymunacra He pacTBOPSUIOCH MOCE NOOABICHHS
0,2337 r sksumousipHoii cmecu DEGEE:Bona (4,53% poduymunacra), HO pacTBOPsUIOCH TOCTE
nobasnenust 0,2477 r osxBumossipHoii cmecu DEGEE:Boma (4,29% podaymunacra).
OKCNEePUMEHTAIbHO ~ONpeAeNieHHass pacTBOPMMOCTb IIPHM  HACBILEHUH poduymMHuiacra B
skeumossipHoit DEGEE:Bona npu 25°C cocrasuna 4,4% macc./macc.

IIpu 25°C mHaOmonmaemass pacTBOPUMOCTb MPU  HACBIIEHUH poQUIyMHIacTa B
skBumoJisipHoii  cmecu DEGEE:Boma Obuta B 232 pasa Bblllle pPacyeTHOH HI€aTbHOU
pactBopuMocTH podaymuiacta B SkBuMoJsipabix cMecsix DEGEE:Bona (88,3:11,7 DEGEE:Bona
Macc./mMacc.).

ITpumep 3

Kpema ¢ 0,5% podnymuiacra moiy4aid B COOTBETCTBHU CO CJIEIYIOIIUMH COCTaBaMH.
ITocne, mo mMeHbIIeH Mepe, OHOTO Mecslla XpPaHEHHUs B IUIOTHO 3aKPBITON CTEKJITHHON Tape Ha
CTEKJITHHBIN MPEIMETHbIH MUKPOCKON HAHOCHJIM TOHKUI Ma30K KpeMa U Ha oOpaser] moMeIaiu
nokpoBHoe ctekyo. [Tonyyanu MHUKpockomudeckoe m3o0paxkeHne odpasia ¢ HCMOJIb30BAHUEM
MOJIIPU3AIMOHHOTO ~ MHKPOCKOIMA,  OCHAIleHHOro  oOwvektuBoM 10X (¢pur.  1-5).
Mukpodororpadpud MHUKPOCKOITHYECKOTO H300pasKeHUsT HCCIASNOBAIHM, YTOOBI OMPENENHTD,
NPUCYTCTBOBAJ JIM HEPACTBOPEHHBIN podaymmiacT B kpeme. CHHUE CTPEJIKH MOKa3bIBAIOT IISATh
CaMbIX KPYITHBIX HEPACTBOPEHHBIX YaCTHUI] poduyMuiacta Ha MUKpOPOTOrpadusix 3THX IATH
kpemoB. Tonbko aBa Kpema, copeprkaiiue TpaHckytos (25%), He comepikanu HEpaCTBOPEHHOE
AKTUBHOE BELLECTBO.

Cocras 1
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Podnymunacr 0,5% wmacc./macc.
MenuuuHCKHI Ba3eaIuH 10,0% wmacc./macc.
H3onponunmnajibMuTaT 5,0% macc./macc.
Crodafos ™ CES* 10,0% wmacc./macc.
I'eKCUIIEHTIIUK OB 8,0% macc./macc.
N-MeTunnupponuaoH 12,0% macc./macc.
MonoastuioBslii 3¢up audytuneHrukons (Tpanckyron P) 25,0% wmacc./macc.
Merunnapaben 0,2% wmacc./macc.
[Tponunmnapaben 0,05% wmacc./macc.
OuuninenHas Boja g.s. o 100 (29,25%)

*(ToproBoe Ha3BaHue cmecu »smysbratopoB Croda ©u3 1eTEapuioOBOTO CIHPTA,

munetmidocdara u uerer-10 pocdara)

Cocras 2
Podnymunacr 0,5% wmacc./macc.
MenuuuHCKH Ba3eauH 10,0% wmacc./macc.
H3onponunmnaibMuTaT 5,0% wmacc./macc.
Crodafos™ CES 10,0% wmacc./macc.
I'ekCUIIEHTTHKOIb 2,0% macc./macc.

Monoastunossiii 3¢pup austunenrnukons (Tpanckyron P) | 25,0% macc./macc.

Merunmnapaben 0,2% wmacc./macc.

ITponunnapaben 0,05% wmacc./macc.

OuuirieHHast BOna g.s. o 100 (47,25%)
Cocras 3

Podnymunacr 0,5% wmacc./macc.

MoHocTeapar riaumnepuHa 8,0% macc./macc.

Emulgade® A6** 4,0% wmacc./macc.

I151 400 62.,5% wmacc./macc.

OuuninenHas Boja g.s. 1o 100 (25,0%)

**(Toprosoe Ha3Banue cmecu smyjbraropos BASF u3 mereaper-6 u creapuioBoro

CIUpTA)
Cocras 4
Podnymunacr 0,5% wmacc./macc.
Jlum3onponuiiainmar 15,0% macc./macc.
POE-7 Kokow rimuepubl 13,5% macc./macc.
IlernnoBelii ciupT 5,0% macc./macc.
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ITapadun 1,0% macc./macc.
Jlanonun 2,0% macc./macc.
Merunmnapaben 0,2% wmacc./macc.
I151 400 3,0% macc./macc.

Kcanranosas xamenp

0,3% macc./macc.

Hsynatpuesas EDTA

0,1% macc./macc.

Solan M-75 PA***

3,0% macc./macc.

Ouuiuensas Boaa

g.s. no 100 (56.,4%)

*#%(Toprosoe Ha3BaHue 111 sMmysbratopa Croda I[191'-75 Jlanonun)

CocraB 5
Podnymunacr 0,5% macc./macc.
JlusTuncebaHaT 10,0% macc./macc.

Jlerkoe MuHEpanbHOE Macyo

0,7% wmacc./macc.

CopOutan MoHOOIEaT

0,1% macc./macc.

ITponuneHrIuKoNb 7.5% wmacc./macc.
Merunmnapaben 0,17% wmacc./macc.
ITponunmnapaben 0,03% wmacc./macc.

Dpnerar quHaTpUs

0,05% wmacc./macc.

Pemulen TR-1

0,4% wmacc./macc.

Kap6onon 981

0,6% macc./macc.

1 N runpokcun HaTpus

3,0% macc./mMacc.

OuurieHsas sona

g-s. o 100 (76,95%)
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D®OPMYVYIJIA U30OBPETEHUA

1. @apmaueBTHUeCKas  KOMIIO3ULMS, coiepxamas popiayMHIaCT U CMeCh
CMELINBAIOIIUXCA C BONOH (papMaleBTUYECKH NPHEMJIEMBIX PAaCTBOPUTENEH, Iie yKa3aHHas
CMeChb COIEPKUT MOHOITWJIOBBIH 3(QUP AMSTUIEHITIMKONS U BOAY, TIJ€ YKa3aHHBIH
MOHOSTWJIOBBIA 3GUp AUATHIEHINIMKONA Haxoautcs B konudectBe 10-30% (macc./macc.) u
yKa3aHHasi BOia HaxonuTcst B konudectse 20-90% (macc./macce.).

2. dapmaneBTHUECKash KOMIO3MLHUS MO M. 1, ©Ae YKa3aHHbI MOHOAITHJIOBBIH 3(Up
IUSTUIEHTITUKOJIST HAXOauTCsl B KonmuecTe 15-20% macc./macc.

3. @apmaneBTHYECKasi KOMIO3HLUS 110 1. 1, Te yKa3aHHbIHA pOQIyMIIIACT HAXOIUTCS B
konuuectse 0,005-2% macc./macc.

4. dapmaneBTUYEeCKasi KOMIO3ULIUA TO M. 1, Tle OTHOIIEHHWE MOHOSTHIIOBOrO 3(upa
NUATUWIECHIJIUKOIA K Boae cocTaBirsieT oT 1:10 mo 20:1.

5. @apmarneBTHYECKast KOMITO3ULUS 110 11. 4, I7ie YKa3aHHOe OTHOIIEHHE MOHO3THIIOBOTO
s(upa TUITUIIEHIIIUKOJIS K Bone cocTasysier 1:4-9:1.

6. @apmaneBTHUeCKass KOMIIO3WIUS TO 1. 1, TAe yka3aHHas (papmaueBTHUECKas
KOMITO3UIMST BBIOpAaHAa W3 TPYIIBL, COCTOALIEH M3 3MYyJbCHH MAacCJO-B-BOXE, 3aryI[eHHOTrO
BOJIHOTO TeJIsl, 3aryIl€HHOrO BOAHO-CIIMPTOBOTO TIefis, TUAPOPHUIBHOrO rens u ruapodiIbHON
i ruapodoOHOI Masu.

7. @apmaneBTHUECKass KOMIO3WIUS NO 1. 1, rae ykasaHHas (papmaneBTHUECKas
KOMITO3ULIHS] TONOJIHUTENIBHO COAEPKUT MO MEHbIIEH Mepe OUH AOMOJHUTEIbHbBIN KOMIIOHEHT,
BBIOPAHHBIN U3 TPYIIBI, COCTOSIIEH U3 PACTBOPHUTENIS, YBIAKHUTEIS, ITOBEPXHOCTHO-aKTHUBHOTO
BEIECTBA WJIM 3MYJIbraTopa, MOJMMEpa WJIM 3aryCTUTeNs, NPOTHBOBCIEHUBAIOLIETO AareHTa,
KOHCEpBaHTa, AHTHOKCHIAHTA, CEKBeCTpaHTa, crabuimszaropa, Oydepa,  pacTBopa,
perynupyromero pH, ycunurens npOHUKHOBEHHS Yepe3 KOXKY, INIEHKO0Opa3oBaTes, KpacUTels,
IMUTMEHTa U ApOMATU3UPYIOLIETO BELECTBA.

8. ®dapmareBTUYecKkas KOMIIO3UIMsS MO M. 1, rae ykasaHHas (hapMaLeBTHUYECKAs
KOMITO3UIUST JTOTIOJIHUTENIbHO COAEPIKUT OMOJIHUTENIbHOe aKTHBHOE CPEICTBO, BBIOPAHHOE M3
IPYIIBL, COCTOSIIIEH W3 AaHTpPAJMHA, Aa3aTHONPHHA, TAaKPOJIMMyCa, MAErTs, MEeTOTpeKcara,
METOKCAJIeHa, CAJTUIUIOBON KHUCJIOTBI, JIAKTaTa aMMOHHSI, MOYE€BHHBI, THAPOKCUMOUYEBUHBI, 5-
¢dTopypaumnia, MpONMITHOYpamia, 6-THOTYaHHUHA, Cyjbdacanasnaa, Modernia MUKOpEHoAaTa,
CJIOKHBIX 3(PHUPOB (PYyMapOBOH KHCIOTBHI, KOPTUKOCTEPOUAOB, KOPTHUKOTPOIIMHA, AHAJIOTOB
BUTaMHHA D, alTpeTnHa, Ta3apoTeHa, UKJIOCTIOPHUHA, PEe30pLIHA, KOJXHLNHA, aganrumymada,
ycTeknHyMmaba, nHpimmukcumabda, OpOHXOAMIIATATOPOB U AHTHOHOTHKOB.

9. ®@apmaneBTHyecKass KOMIIO3WIMS TO 1. 1, rAe yka3aHHas (papmaneBTHUecKast
KOMITO3ULIUST COMEPKUT HOCHTENH, TIOAXOMSIINE i MECTHOrO, MNapeHTEePAIbHOrO HIIH
WHTAJISIIIUOHHOTO BBEICHUSI.

10. ®apmaneBTHUeckass KOMIIO3WLUS TO M. 9, rae ykasaHHas (apMaleBTHUECKas
KOMITO3ULUS COIEPKUT HOCUTEINH, TOAXOAIINE JIJIsI MECTHOTO IPUMEHEHHSI.

11. ®apmaneBTuueckass KOMIIO3WLMs TO 1. 1, rae ykasaHHas (apMaleBTHUECKast

KOMITO3HIIHSI TOTIOJHUTEBHO CONEePIKUT MeKCHIICHIIUKOJb B Konndectse 0,1-20% macc./macc.
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12. Crioco® mpeomosieHus: HU3KOH pPacTBOPUMOCTH B BOIE cocTaBa poduiymmiacTa,
BKJIIOYAIO LN O0BbEIUHEHNE MOHOSTUJIOBOTO 3(pUpa MUATHIICHTJIUKOS U BOABI B KOMITO3ULUH,
conepskamieit podryMuIacT, rae yKa3aHHbI MOHOSTHIIOBBIN 3P AU TUIICHTIIMKOJIST HAX OUTCS
B komuuectBe 10-30% (macc./macc.), ykasaHHas Boja Haxomurcs B konmdectse 20-90%
(Macc./macc.) 1 yka3aHHBIN poIyMIIACT HAXOAUTCS B KOHLIEHTPALIUN HACHIIEHUSI.

13. Croco6 mo m. 12, rae OTHOLIEHHe MOHOSTHIIOBOTO 3(hupa AMATUIICHITIMKONSA K BOAE
coctasisgeT oT 1:10 o 20:1.

14. Cnoco6 mo mn. 13, rme yka3aHHOe OTHOLIEHHE MOHO3TUJIOBOrO 3(upa
OUSTUICHTIIUKOJIS K Boge coctapisier 1:4-9:1.

15. Cniocob mo 1. 12, rae yka3aHHbIH MOHO3TUJIOBBIN 3P UP AU TUIICHTTIUKOJIS HAXOTUTCS
B konmuecTBe 15-20% (Macc./macc.).

16. Crocob mo m. 12, rae ykasanHas komrnosuuusi poduymminacra conep:kur 0,005-2%
podnymmnacra.

17. Cnocob uarnduposanus Gpochoanscrepassl 4 y marrieHTa, BKIIIOYAKOLINN BBEICHHE
YKa3aHHOMY TAI[UeHTy KOMIIO3MIIMK, COAep:Kameld podyMUiIacT ¥ MOHOSTHUJIOBBIH 3up
TUATHJICHTJTUKOJISL.

18. Cnocod mo m 17, rhoe yKa3aHHBIM TAIMEHT CTPAJaeT BOCMAIUTENbHBIM
3a00NeBaHUEM.

19. Cnocob mo 1. 18, rne yka3aHHbIH NAIMEHT CTPAaJaeT aTOMUYECKUM IEPMATUTOM.
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