202190429 Al

(19) EBpa3unckoe 2 202190429 13 A1l
naTeHTHOEe
Be4OMCTBO
(120 OMUCAHUE U30BPETEHUA K EBPABUMCKOM 3ASIBKE
(43) Dara nyGnukaumn sasisku (51) Int. Cl. A61K 9/16 (2006.01)
2021.06.15 AG6IK 31/00 (2006.01)
(22) [ata nonaum 3aaBku
2019.08.02
(54) BUOJOCTYITIHBIE ITIEPOPAJIBHBIE JO3UPOBAHHBIE ®OPMbI
(31) 62/714,182 (72) Waobperatens:
(32) 2018.08.03 Hdanau Mannaap B., Yiaun Axkm Hacup
(33) US (US)
(86) PCT/US2019/044853 (74) Toescrasmmom:
(87) WO 2020/028778 2020.02.06 pen ;
Mengenes B.H. (RU)
(71) 3assurens:
MuTuCu TEPAIIBIOTUKC, UHK. (US)
(57) MauHoe wm300peTeHUE OTHOCHTCA K GMOMOCTYMHBIM (HapPMAIEBTHYECKAM KOMIIOSHIIIAM, HMEHOIIIM

HOBBILICHHYIO JO30BYI0 HAarpy3Ky M YIy4dIIEHHOE pacTBOpEHUE, MEHee IMOJJIexkallee BO3IACHCTBHIO
a¢¢exTa mpreMa IHIIH.

IV 6v061C0C



OIIMCAHHUE U30BPETEHHUSA
2420-567094EA/019
BUOJOCTYIHBIE IEPOPAJIBHBIE TO3UPOBAHHBIE ®OPMbI

OBJIACTb TEXHUKU

Omnwucanel popma TUNOPUIBHOIO COEIUHEHUs, NMpUMEHseMas B (papMalleBTUYECKON
KOMITO3MLIMKM, U Croco0 o0pa3oBaHMs TBEPAOH HHUCIIEPCUM, TAKOH Kak IPOMEXKYTOUHBIH
NPOAYKT, BBICYIIEHHbIH PACIIbUIUTEIbHON CYIIKOH, ¢ (POPMOI yKa3aHHOTO coenuHeHus. Taxoke
OMKHCAHO MPUMEHEHUE YKA3aHHOW TBEPAOH IUCHepCHuu Juisi oOecriedyeHuss OUOMOCTYITHOM
NepOpaNbHOW JTO3UPOBAHHON (POPMBI, HMEIOINEH MOBBIIIEHHYI) JO30BYKD HArpy3Ky W
yJIY4YIIEHHOE PACTBOPEHHE, MEHee MOoAJIeKaliee BO3AeHcTBIIO 3 dekra npuema numu.

YPOBEHb TEXHUKHU

buonoctynHoOCT mMepopanbHO BBOJUMOIO TEpPANEeBTUYECKOTO areHTa IpeiCTaBisieT
co0Ol CTemeHb, B KOTOPOW IAaHHBIH AareHT NOIJIOI[AETCS YeJOBEYECKMM OPraHM3MOM H
CTaHOBUTCS IOCTYNHBIM JUII MHLIEHH in Vivo (Hampumep, Ml B3aMMOJACHCTBHS MU
KOMILIEKCOOOPa30BaHUsI M TOMY IONOOHOr0) B CalTe MHIIEHH (HAIPHMEP, BHYTPH WIH Ha
MOBEPXHOCTH KJIETKH U TOMY MOA00HOe). J{Jst JOCTHKEeHUsT OMOAOCTYTHOCTH TePaNeBTHYECKHI
areHT Kak IMpaBWIO JOJDKEH HMMETb OIPENeSIeHHYI0 PacTBOPUMOCTb B BOJ€ OTHOCHUTEIbHO
BBOJIUMOM JTO3bI, TAKAUM 00pa30M, JKeJaTeIbHO, YTOObI JaHHBIH areHT Obul 0oJiee paCTBOPHMBIM
B Boze (runpoduibHbIi), yeM B kupe (umnoduibHbi). Kak nmpaBuio, mUmouibHble areHThl
IUIOXO PacTBOPHMBI B Bozie. ClieioBaTeNbHO, Cpeau APYrux (PakTOpOB CTENEHb JUITOPHIBHOCTH
areHTa onpenessieT OMOIOCTYITHOCTh JAHHOTO areHTa.

B pesynpraTe ocraercs mNOCTOSHHAsl MOTPEOHOCTh B JAHHOW OOJACTH TEXHUKU H
IIOCTOSIHHBIA CHPOC Ha pbIHKE (apMaleBTUYECKUX KOMIIO3UIMH, 00JaJarolmux MpOCTOTOM
JO3UPOBAHUS, YBEJIWYEHHONM [O30BOM HArpy3KOll M  yJIy4YIIEHHbIM pacTBOPEHUEM U
OMOOCTYHOCTBIO, KOTOPbIE IPUTOIHBI JIJISI OTIPEAETICHHOIO areHTa.

CYIMHOCTD U30BPETEHU A

JIaHHBIM JTOKYMEHTOM OXBaTbIBaeTCsl (popma JUNOGHUIBHOTO COCOUHEHHS, UMEFOIIEro
dopmyay (I), mpuBeneHHYIO B TAHHOM JOKYMEHTE, U3BECTHOIO Kak 4-xiopdenun-(S)-6-xmop-1-
(4-metokcudennn)-1,3,4,9-rerparunpo-2H-mupuno| 3,4-bJunnon-2-kapOokcunar («coequHEeHHe
1»).

B onHom acmekre ykazaHHas ¢opma coenuHeHuss | TmpencTaBisieT cobol amopdHYyIO
dbopmy.

B ngpyrom acmekre ykasanHas ¢Qopma coemmHeHHss 1 mpencraensier  coOoi
KPUCTAJLTUYECKYIO (hOpMY.

Omnmcano npuMmeHeHue (GopMbl coenuHEHUs | MpH MONYYEeHHH TBEPIOW TUCTIEPCHUH,
TaKOW KakK MPOMEXYTOYHBIM MPOAYKT, BBICYLIEHHBIM PACHBUIMTENBHON CYLIKOW, COAEpIKallen
amopdryro ¢popMy coenuHeHHUst | U monuMmep, MpUYeM NPUMEHSEMbIH TOJUMEp MPENCTaBIISET
co0o¥ TuAPOPUIBHBIN TOTUMED.

B oxgHOM acriexTe nmpuMeHsIeMbIH TONUMep MPEACTABISET COOOH MONUBUHUIIITUPPOIHIOH

(TIBII) mnu rugpoxcunponuiMeTinienmonosy (I'TIMLL).



B onmHom acnekte ¢opma coenuHeHHs |, mpuMeHsieMas B TIOJIYYE€HHH YKa3aHHOTO
NPOMEKYTOYHOI'O TMPOAYKTA, BBICYIIEHHOIO PACIbUIUTENIbHONW CYLIKOH, MpEeACTaBisieT coOOM
amopduyro ¢opmy. B apyrom acmekre ykasaHHas (opma coenuHeHHMs 1, mpuMeHsiemas B
NOJIy4eHUHU YKa3aHHOTO INPOMEKYTOUYHOTO NMPOAYKTA, MPEACTaBiIseT COOONH KPHUCTAIIHYECKYIO
bopmy.

Takke oxBaTbiBaeTcss Crmocod TONY4YeHUS TBEPAOH  IHCIEPCHH, TaKOH  Kak
IPOMEXXYTOYHBII MPOAYKT, BHICYIIEHHBIH PaCIbUIMTEIBHON CYLIKOH, copepskameid aMopgHyo
bopmy coenrHeHus 1 1 monumep.

B onHOM acniekTe yka3aHHBIN CIOCO0 BKJIIOUAET COBMECTHOE PACTBOPEHHE COSTMHEHUs |
U YKa3aHHOTO IOJIUMEPAa B CHUCTEME PACTBOPUTENEH Uit 0Opa3oBaHMs JKUAKOW ITUCIIEPCHU C
MOCJIEAYIOLIUM yIaJIEHUEM PACTBOPUTEIIS.

B omHOM acmekte 0OOpa3OBaBINUICS MPOMEKYTOUHBIH MPOAYKT MPENCTaBJIsieT COOOMU
TBEPAYIO AUCIEPCHIO.

B opHOM acnekTe yka3aHHBI PACTBOPUTENb YAAISIOT PACHBUIMTENBHOM CylIKOW. B
APYroM acmekTe yka3zaHHas amopdHas popma coenunenus: 1 oOpasyercst BO BpeMs MOIy4EHHUs
YKa3aHHOT'O IPOMEXKYTOUHOIO MPOAYKTA, BHICYIIEHHOIO PACHIBIIMTENbHON CYIIKOM.

Take onucaHO NMPUMEHEHHE YKa3aHHOIO MPOMEXYTOUHOTO MPOAYKTA, BBICYLIEHHOIO
pPacCTBUINTEIPHOW CYIIKOW, B (papMaleBTUYECKOW KOMIO3WIIMH, CONepKallell JaHHBINA
MIPOMEXKYTOUYHBIN MPOAYKT, BBICYLIEHHBIM PACHBUINTENBHON CYLIKOW, B HENOCPEACTBEHHOU
CMeCH C OHHUM Wiu Ooniee papMaLeBTHUECKH TPHEMIIEMbIMHU BCIIOMOTaTEIbHBIMHU BEIIECTBAMHU
11 o0ecriedeHns: OMOIOCTYITHOM NepopaibHON TO3UPOBAHHOMN (POPMBI.

B npyrom acmekTe yKa3aHHBIH NPOMEXYTOUYHBIH MPONYKT NPEACTaBIsieT CcoOoit
IPOMEKYTOUYHBIN MPOAYKT, BBICYLIEHHbIH PAaCHbUIMTENBHON CYIIKOH, copepkaluii aMoppHyIO
dopmy coenunenus 1 u runpodmIbHBI nonuMep. B apyrom acnexte ruapouiIbHBINA NOJIUMED
npexacrasysier codoit IIBIT wnu I'TIML]. B npyrom acnekrte ykasanubiii [IBI1 mpencrasnsier
coboii moymBunamnuppoiunon K-30 (TIBIT K-30). B ngpyrom acnekrte ykasanHas [TIMI]
npencrasisier codoit [TIMIL ES.

B onHOM acnekTe ykazaHHasi TO3UPOBaHHAs (hpopMa MPencTaBisieT cOO0i MepopabHYO
TBEPIYIO N03UpoBaHHYK (opmy. B npyrom acmekrte ykasaHHas mepopajibHasl JO3UPOBAHHAS
dbopma mnpexncraeisier coboit TabnmeTrky. B gpyrom acmekte ykasaHHas —mepopasbHast
n03upoBaHHas popMa MPeACTaBISIET COOOU KarcCyy.

Takke OMMCaHO MPUMEHEHHE YKA3aHHON OHONOCTYMHON MepopaiibHON HO3UPOBAHHOU
¢dopMBI B peknMe TO3UPOBAHMS HA OCHOBE MACCHI, MPUYEM YKa3aHHBIH PEXUM JO3MPOBAHUS
MOAEPKUBAET LIEIEBYI0 KOHLEHTPALUIO B IJIa3Me.

Taxke omucaHo mpuMeHeHHE OMONOCTYIHOHM MepopajbHON TO3UPOBAHHOH (POPMBI B
pekume (QUKCHPOBAHHOW JIO3bI, MpPHYEM VYKa3aHHBIH PEXUM MOAAEPIKUBAET IIENEBYIO
KOHLIEHTPALUIO B IIa3Me.

Takke OMMCAaHO BBENCHHE NEPOPATBLHOW JO3UPOBAHHONW (oOpMBI C mHIIEH s
MOBBIIIEHHs] OMOOCTYITHOCTH.

COOTBeTCTBeHHO, B )IaHHOI\/'I 3asiBKEC IMPCAJIOKCHDBI (I)apMaI_IeBTI/ILIeCKI/Ie KOMIIO3HUIIHH,



UMEIOLINE YBEIUUEHHYIO 030BYIO HAIPY3Ky U YJIy4II€HHYIO PaCTBOPUMOCTD.

KPATKOE OIITMCAHUE I'PAOHUYECKHX MATEPHUAJIOB

Ha @ur. 1 nokas3aHbl CKOPOCTH PACTBOPEHMsI WHKAICYJIUMPOBAHHBIX COCTABOB CyXOH
CMeCH NPOMEKYTOUYHBIX IMPOAYKTOB, BBICYLIEHHBIX pacmbpLiuTenbHON cymkoit (SDI - anrm.:
spray dried intermediates), 8 0,1 H HCI, conepsxamux 1,5% nompeunncynsdara Harpus (JICH), B
3aBUCUMOCTU OT BPEMEHM, IPH pPa3IUYHbIX YPOBHSIX [O30BONM HArpy3Kd C pa3Iu4YHbIMU
KOMOHMHAIMSIMU TTOJIMMEPOB M BCIIOMOT'aTENIbHBIX BELIECTB.

Ha ®ur. 2 nmokaszaHbl CpaBHUTEJbHBbIE MMOKA3aTeIN PACTBOPEHUS WHKAICYJHPOBAHHBIX
coctaBoB cyxoii cmecu SDI B 0,1 H HCI, conepsxkamux 1,5% JICH, npu nByX pasHbIx oObemax
JKUAKOCTU PAcCTBOPEHUS B 3aBUCHMOCTU OT BpPEMEHH, IpPHU Pa3IUYHbIX YPOBHIX J1030BOM
HArpy3KH C Pa3IMYHbIMH KOMOWMHALIUSIMH TTOJIMMEPOB M BCIIOMOTATENIbHBIX BELIECTB.

Ha ®wur. 3 noka3zaHa KOHLIEHTpaLKs B IUIa3Me, HOPMAJIM30BaHHAS K J03€, B 3aBUCUMOCTH
OT BpEMEHH, HHKAICYJUPOBAaHHBIX COCTaBOB Cyxoil cmecu SDI, mnpoTecTHpPOBaHHBIX B
TOKJIMHUYECKOM (hapMaKOKUHETHUECKOM UCCIIeIOBAHUH TMePOPATbHON OMOMOCTYITHOCTH in VIVO
Ha JKUBOTHBIX.

Ha ®ur. 4 nokaszanbl koHUeHTpanuu SDI B miazme, nmpumMeHsieMble B COCTaBax TabJIETOK
WIM KamcyJ, HOPMaJlu30BaHHbIE K J103€, B 3aBHCHUMOCTH OT BpPEMEHH, B JAOKIMHUYECKOM
(bapMaKOKHHETHYECKOM HCCIEOBAHUHN NIEPOPATbHON OMOIOCTYITHOCTH 1N VIVO Ha JKUBOTHBIX.

Ha ®ur. 5 nokaszansl koHUeHTpanuu SDI B nmiazme, npumeHsieMble B COCTaBax TabIETOK
WINM KarcyJ, HOPMajJu30BaHHbIE K J103€, B 3aBUCUMOCTH OT BPEMEHHU Y CbITBIX >KUBOTHBIX, B
TOKJIMHUYECKOM (papMaKOKMHETHYECKOM HCCIeNoBaHUU >(PdexTa rnpueMa HHIU In VIVOo Ha
JKUBOTHBIX.

Ha @ur. 6 nokasans! koHueHTpauun SDI B masme, nprMeHsieMble B COCTaBax TaOJNETOK
WM KaICyJl, HOPMAJIN30BaHHbIE K J03€, B 3aBUCUMOCTU OT BPEMEHHM y I'OJIOJHBIX )KUBOTHBIX, B
JAOKJIMHUYECKOM (papMaKOKMHETHYECKOM HCCieIoBaHUM 3¢ dekTa npremMa muiny in vivo.

Ha ®ur. 7 nokaszans! cpeguue koHueHTpauuu SDI B miasme, npuMeHsieMble B COCTaBax
TaOJIETOK WJIM KAarcCyJi, B 3aBUCUMOCTH OT BPEMEHH Yy CBITBIX M TOJIOAHBIX >KUBOTHBIX, B
TOKJIMHHYECKOM (papMaKOKHHETUYECKOM HCCIeoBaHNH d(dekTa mpruema MuIy in vivo.

Ha ®ur. 8 noxasanel cpegHue KoOHLeHTpauuu uHrpeaueHtos Kancyn JlunmaHoro
CocraBa B T1ula3Me B 3aBUCUMOCTH OT BPEMEHH B KIMHHYECKOM (PapMaKOKHHETHYECKOM
uccnenosaanu Ctaauu 1 s3dpdexra mprema nuiy in vivo.

Ha ®ur. 9 nokasanel cpegHue KoHLeHTpauuu uHrpeaueHtos Kamncyn JlunmaHoro
CocraBa B T1ula3Me B 3aBUCUMOCTH OT BPEMEHH B KIMHHYECKOM (PapMaKOKHHETHYECKOM
uccienoBannu 3¢ ¢eKTa mpreMa MUlH in Vivo y CHIThIX U FOJIONHBIX CYOBEKTOB.

Ha ®ur. 10 nokasaHbl cpegHue KoOHLEeHTpauuu uHrpeaneHtos Kancyn JlunupnHoro
CocraBa u CocraBa Tabnerok IIBII B mia3sme B 3aBUCHMOCTH OT BPEMEHH B KJIMHHYECKOM
(bapMaKOKHHETHYECKOM HCCiIeoBaHnH 3 eKTa mpuemMa MUl in vivo.

Ha ®wur. 11 noxkasaHsl cpegHHMe KOHLIEHTpauuu coenuHeHust 1 («coex. 1») B mmasme,
nony4eHHele nocne BeneHus Cocrasa TaOmnerox IIBIT mpu ypoBHsx nos3er 400 mr, 800 mr u

1000 Mr B 3aBUCHMOCTH OT BPEMEHH B KJIMHHYECKOM (PapMaKOKMHETHYECKOM HCCIIEAOBAHUH



s dexTa npuema muiH in vivo.

Ha ®wur. 12 noxa3zane! cpenaue koHuentpaunu Cocrasa Tabnerok IIBII B mnasme npu
ypoBHsaAX A03bl 400 mMr u 1000 Mr B 3aBUCUMOCTM OT BPEMEHU B KIMHUYECKOM
(bapMaKOKMHETUYECKOM HCCIIEAOBAHUH >(deKTa mpueMa MUIIH in VIiVO y CHITBIX M T'OJOAHBIX
CyOBEKTOB.

ITOAPOBHOE OITMCAHME CYIIIHOCTHU U30BPETEHM A

B nmaHHOM nmokyMeHTe oxBaueHa Qopma coenuHeHus (coeauHenue I), nmeromero
Dopmyany (I):

B ongHoM acniekTe coenuHenue 1 HaxomuTcs B aMmopdHOit hopme.

B nmpyrom acmekre ykasanHas ¢opma coenmHeHuss 1 mpencraensier  coOoi
KPUCTAJUTHYECKYIO (hOpMY.

OnucaHo npuMeHeHHe COoeluHEeHus 1 Mpu MosydyeHuu TBEpAOW IUCIEPCHM, TaKOW Kak
POMEKYTOYHBIN MPOAYKT, BBICYIIEHHBIN PAaCIbUIMTENbHON CYLIKOH, conepskameil aMophHYIO
dopmy coemmHeHuss 1 W monuMep, TAe TNPUMEHSEMBbI MOJMMEP TMPENCTaBIsieT COOOM
TUAPOPHUIIBHBIN TTOTUMED.

B onmHoMm acmekre mpumensieMblii noauMep npencrasisier codoit IIBIT wnmu I'TIMII B
apyrom acnekte ykaszaHHbeli IIBIT npencraBuser coOoii IIBII-K30. B npyrom acnekre
ykazanHas [ TIMI] npencrasnsier coboit [ TIMLLES.

B onnom acmekte ¢opma coemmHeHuss 1, mpuMeHsiemas B TIOJYYEHUH YKa3aHHOTO
IPOMEXXYTOYHOTO MPOAYKTa, MpencraBisier coboit amopduyro ¢opmy. B apyrom acmexre
ykasaHHast Gopma coenuHeHHs |, mMpUMeHsieMas B TOJYYEHUH YKAa3aHHOTO MPOMEKYTOYHOT'O
MPOAYKTA, MPEACTABIISIET COOOM KPUCTAITHIECKYIO (hopmy.

Taxke oxBaueH cnoco0 MONyYeHHs TBEPIOW IUCHEPCHH, COAepkaiield amMopgHYyIO
dopmy coenrHeHus 1 ¥ yKa3aHHBIN MOJUMED.

B npyrom acnekre yka3zaHHBIH CIOCOO BKJIFOYAET COBMECTHOE PACTBOPEHUE COSTUHEHHUS
1 u yka3aHHOTrO MOJIMMEpa B CUCTEME PacTBOPUTENEH sl 00pa3OBaHMs KUAKONW AUCTIEPCUU H
3aTeM yJaJ€HUe PaCTBOPUTES.

B npyrom acmekte 0Opa30BaBLIMICS MPOMEXKYTOUHBIH MPOAYKT IMPENCTABISET COOOH
TBEPAYIO AUCIEPCHIO.

B npyrom acnekre yka3aHHBIM PacTBOPUTENb YHAJSAIOT PACHBbUIMTEIBHON CywmKoH. B
APYroM acmekTe yka3zaHHas amopdHas popma coennnHeHust 1 oOpasyercss BO BpeMsl MOIy4EHUsI
MIPOMEKY TOUHOT'O IPOAYKTA, BHICYLIEHHOIO PACIbUINTEIbHON CYLIKOM.

B npyrom acmekTe yKa3aHHBIH TNPOMEXYTOYHBIH TPOAYKT TIPEACTABIsAET COOOMH
IPOMEKYTOYHBIN MPOAYKT, BBICYLIEHHbIH PAaCHbUIMTENIBHON CYIIKOH, comepKaluii aMopQHYyIO

dopmy coenunenus 1 u runpodunbHbIi nomuMep. B npyrom acnekre ruapouipHbIi moaumep



npencrasisier codoit IIBII wnu I'TIMLI. B npyrom acnekre yxazannsiii IIBII mpencrasnsier
coboii mommBuammuppoauaon K-30 (TIBII K-30). B mgpyrom acnekre ykasanHas ITIMI]
npexncrasisier codoit [TIMIL ES.

Taxxe onucaHO NMPUMEHEHHE YKAa3aHHOTO MPOMEKYTOYHOIO MPOAYKTA, BBICYLIEHHOTO
pacIbUIMTENbHON CyIIKOH, B (apMaleBTHYeCKOH KOMIIO3ULIUH, COAep Kallell JaHHBIN
IIPOMEXYTOUYHBIM TMPOAYKT, BBICYLIEHHBIH pPACHbUIMTEIBHON CYIIKOW, B HEMOCPEICTBEHHOMU
CMEeCH C OTHUM MM OoJjiee (hapMaleBTHUECKH PUEMIIEMBIMH BCIIOMOTATEIbHBIMH BELIECTBAMU,
s obecriedeHrs OMOIOCTYITHOM MepopabHON TO3UPOBAHHOM (YOPMBI.

B npyrom acrniekte ykaszaHHasi nmepopajibHas JO3MpPOBaHHAs Gopma MpeacTaBisier coOoi
TabJeTKy.

Taxke onmMCaHO NMPUMEHEHUE YKa3aHHOW OWMONOCTYIHOW MepopajbHON JO3UPOBAHHON
(bOpMBI B pexkuMe TO3UPOBAHKSI HA OCHOBE MAacChl HJTH ¢ (PUKCUPOBAHHOM TO30M, I/ie yKa3aHHBIH
PEKUM JO3UPOBAHUS MOAIEP KUBAET LIEIEeBYI0 KOHLIEHTPALIMIO B IJIa3Me.

OIIPEJIEJIEHUA

Kak wcrome3yercss B [JaHHOM JOKYMEHTE, TEPMHH «COKPHCTAIUI(COKPHUCTAIIBI)»
OTHOCHTCSI K KPUCTAJUTy, 4aCTO, KPUCTALTYy OONBIIONW MOJIEKYJbl, UMEIOIIeMy 1Ba Wi Oonee
OTHEJbHBIX  MOJIEKYJSPHBIX KOMIIOHEHTOB B KpHUCTallJle, COJAEpXKallleM COeJUHEHHE,
NPEJIOKEHHOE B JTaHHOM JOKYMEHTEe, M OIWH MK Oojiee NPUTOAHBIX (papMaleBTUIECKH
MIPUEMJIEMBIX HETOKCUYHBIX IPOTUBONOHOB.

Kak ucnone3yercs B NaHHOM JOKYMEHTE, TEPMUHBI «COEAUHEHHE 1» OTHOCUTCS K
coenuneHno @opmynsl (I), ommucaHHOMy B JaHHOM JOKYMEHTE, M €ro (papmaneBTHYECKU
npUeMJIEMBbIM NOJUMOP(HBIM Uiu amopdHO GopmaM. B onpeneneHHbIX acnekTax yKa3aHHbIE
TEPMUHBI OTHOCATCS K mnonumopdHoii ¢opme Dopmynsl (I). B onpeneneHHbIX acmekTax
yKa3aHHbIE TEPMHHBI OTHOCATCS K amopduoit dopme Popmynbr (I). Crmocod mnomyueHus
coenuHeHus: | mpemnoxkeH B nyOiamkauun MexayHaponHOH 3asBkM Ha narteHT Ne WO
2005/089764.

Coenunenue 1, mpemiokeHHOE B JAaHHOM JOKYMEHTE, AOIOJHUTENIbHO OIMHCAHO B
narente CIIIA 7601840 (umeromeM COOTBETCTBYIOLIYIO MyOIMKALUIO MEXIYHAPOIHON 3asiBKU
Ha mareHT Ne WO2005/089764), marente CIIIA 7767689 (umeromeM COOTBETCTBYIOLIYIO
nyOJMKAIMI0 MEKIOyHAaponHOUW 3asBku Ha mnareHT Ne WQO2006/113703), nyOnukamuu
MexnyHaponnoii 3asiBku Ha mateHT Ne W02010/138758; marente CIIIA 8076352 (umeromem
COOTBETCTBYIOINYIO MYOJUKALMI0 MEXAyHapodHOU 3asBku Ha mateHT Ne WO2008/127715);
natenre CIIIA 8076353; marente CIIA 8367694, myOnukanuu 3assku Ha mateHT CIIIA No
2010/0158858 (umerormeii COOTBETCTBYIOIIYIO My OINKALMIO MEXITyHAPOAHOH 3asBKH HAa MATEHT
Ne WO2008/127714); xaxnplii U3 KOTOPBIX BKJIIOUEH B JAHHBIH JOKYMEHT IOCPEICTBOM
ccbutkd. Kak wmcmonb3yercss B AaHHOM JOKYMEHTE, TePMUH «3(p(PEKTUBHOE KOJHMYECTBOY» B
KOHTEKCTE BBEACHHUS COEAMHEHHUs] CyOBEeKTy, CTPAJarolLIeMy OT COCTOSIHHUS, OIHMCAHHOTO B
JAHHOM JOKYMEHTE, OTHOCUTCSI K KOJMYECTBY COEJUHEHHs, KOTOpOe€ MPHUBOIUT K
OnaronpusiTHOMY MM TepaneBTHdeckomMy 3¢dexty. B onpenenenneix acnexkrax «3¢dexkruBHOE

KOJIMYECTBO» COCAUHCHUS OTHOCHUTCA K KOJUYCCTBY COCAUHCHUA, KOTOPOE AOCTATOYHO JIA



IOCTIDKEHUsI 10 MeHbIIeH Mepe OIHOro, NBYX, TpeX, YeTbIpex WM Oojiee M3 CIEAYIOLINX
s¢dexToB: (1) ymeHbIIeHHe WK OOJeTYeHIE CTENeHH TSKECTH OIHOTO MM 00Jiee CHMITTOMOB,
CBSI3aHHBIX C COCTOSIHUEM, OINHUCAaHHBIM B JaHHOM JIOKyMeHTe; (i1) yMeHbIIEHUe
NPOIOJLKUTEIBHOCTH OHOTO MM OOJiee CHMIITOMOB, CBSI3aHHBIX C COCTOSIHHEM, OIHUCAHHBIM B
IaHHOM JokyMmeHte; (iil) TpeaynpekaeHue peluauBa ONyXOJdW WM OJHOro wiu Oolee
CHMIITOMOB, CBSI3aHHBIX C COCTOSIHHMEM, OIMCAHHBIM B JaHHOM JOKyMeHTe, (iv) perpeccus
COCTOSIHMS1, OIIMCAHHOTO B JAHHOM JIOKYMEHTE M/MJIM OJJHOTO MM OOJiee CHMITOMOB, CBSI3aHHBIX
¢ HuM; (V) CHWKEHHE TOCMUTAIU3alu CyObekTa, (Vi) CHIDKEHHE TNPOJOJLKUTEIbHOCTH
rocnuranuzauuy;, (vil) yBEJUYEHWE BbDKMBAEMOCTH CcyObekTa; (Vvill) UHruOMpoBaHUe
NPOTrPECCUPOBAHMSI COCTOSIHUS, OMUCAHHOTO B JAHHOM JOKYMEHTE W/HJHM OJHOTO WM Oojiee
CHUMIITOMOB, CBSI3aHHBIX C HUM, (iX) YCHUJICHHE WMJIH YJIyYIIEHHE TepareBTU4ecKoro >ddexra
apyroi Ttepamuu, (X) yMEHbIICHHWE JIEWKO3HOW mponudepanun mnepen onepanuer; (Xiv)
UCKOPEHEHHUE, YIAJICHHUE WM KOHTPOJb JEHKO3HOW mponudepanun; (Xv) CHIKEHHE CKOPOCTH
JEeWKO3HOW mponudepanun; (Xvi) CHHXKEHHE CMEPTHOCTH, (XVil) YBEJIHMYEHHE YPOBHS
0e30myxoeBoll  BBDKMBAEMOCTH MALMEHTOB, (XVvill) YBENHMYEHHE BBDKUBAEMOCTH 0e3
MPOrPECCUPOBAHUs; (XiX) yBEJIMUEHHE KOJMYECTBA TMALMEHTOB B PEMHCCUU; (XX) CHIDKEHHE
YPOBHsI TOCIIUTANIN3ALNY, (XX1) pa3Mep ONMyXOJH TOANEP)KUBAECTCS U HE YBEINYMBACTCS WU
YBEJIIMYMBAETCSI B MEHbINEH CTENEeHHW IIOCiIe BBENEHUS CTAaHAAPTHOM Tepamuy, MO JaHHBIM
U3MepeHUs1 OOBIMHBIMM METOAAMH, IOCTYIHBIMH CIHELHATNCTy B JaHHOH OOJAcTH TEXHUKH,
TAKUX KaKk MarHuTHas pe3oHaHcHas Ttomorpadus (MPT), MPT ¢ auHamMudeckum
KOHTPaCTUPOBAHUEM (DCE-MRI), PEHTTEHOBCKOE CKaHUPOBAHUE, CKaHUPOBaHUE
kommnbroTepHOi ToMorpaguu (KT), ckaHupoBaHHE O3UTPOHHO-IMHUCCUOHHON TOMOrpaduu Win
Apyrue METOAbl BU3yalu3auuy, (xxil) NpenynpexiaeHue pa3BUTHS WM Hadaja COCTOSHUS,
OIMCAHHOTO B JAHHOM AOKYMEHTE, WJIM OJHOrO Wiu OoJiee CHMITOMOB, CBSI3aHHBIX C HHM;
(xxiil) yBeJIUYEHHUE TPOAODKUTENBHOCTH PEMHUCCHMM Y TMAILHEeHTOB; (XXiV) yMEHbIIEHHE
KOJINYECTBA OJHOTO WMJIM OOJiee CHMIITOMOB, CBSI3aHHBIX C COCTOSTHHEM, OMHMCAHHBIM B JaHHOM
JIOKyMeHTe, (XXV) yBeJIHYeHHe OeCCHMITOMHON BbDKHBAEMOCTH MALMEHTOB, CTPANAIOLINX OT
COCTOSIHUS, OIUCAHHOTO B JAHHOM JIOKYMEHTe, (XXV.l) YyBEJHMYEHHE BBbDKMBAEMOCTH 0e3
NPU3HAKOB 3a00JIeBaHUsl MALMEHTOB, CTPAJAIOIIUX OT COCTOSIHHS, OIMHMCAHHOTO B JAHHOM
JIOKyMeHTe, (XXVi) CHIDKEHHE KOHIeHTpauuu uupkyiupyromedn DHODH (murmnpooporar
IEeTUAPOTeHAa3bl) B TUIA3ME, CBIBOPOTKE WJIM JPYTUX OHMOJOTMYECKHX JKUAKOCTIX CYyOBEKTa C
COCTOSIHUEM, ONHCAHHBIM B JAHHOM JOKYMeHTe, (XXVil) CHIDKEHHE MHPKYJIUPYIOIIUX
onyxojeBbix kieTok (CTC) B kpoBU CyOBeKTa, CTPAArOIIero OT COCTOSHUS, OMHCAHHOTO B
TaHHOM JOKyMeHTe; (xxvii.l) cHmwkenne nupkyimpyromeit JIHK nmn PHK, cessanHBIX €
ONyXOJIEBBIMH KJIETKAMH, B KPOBU CyOBEKTa, CTPANAIOLIEr0 OT COCTOSHUS, ONHCAHHOTO B
TaHHOM JOKyMeHTe; (xxvill) cHmwkeHue koHneHTpaunu DHODH B Ouonormueckom obOpasue
(nanpumep, TnasMme, CBIBOPOTKE, Mode, CHUHHOMO3rooi skuakoctd (CMX)) wnmm ppyrux
OMONOTNYECKUX JKUAKOCTSIX CyObEKTa, CTPAJaroIlero OT COCTOSIHHUS, OMHCAHHOTO B IAHHOM
OOKYMEeHTe, (XXVill) MpenymnpexIeHne COCYIHUCTOH CeTH OMyXOJH IMOCie Omepauuu; (XXix)

yIydlleHne HepBHON (PYHKLUY, Hanpumep, CIyXa, PABHOBECHs, 3BOHA B YLIaX WJIN 3PEHUS; (XXX)



UHrUOMpPOBaHME WM CHIDKEHHE mnarosorudeckoro mnpoayauposanuss DHODH;  (xxxi)
cTa0MIN3aLus WM YMEHbIIEHHE MEPUTYMOPAIbHOIO BOCTIAJIEHHSI UJIH OTeKa y CyOBeKTa; (XxXXil)
cHmkeHue koHueHtpauuu DHODH wunm  apyrux aHTHOTEHHBIX WJIM  BOCHAJIMTENBHBIX
MenuaTopoB (Hampumep, UUTOKUHOB WM WHTEPJIEWKMHOB) B OHOJOrM4YeckHx oOpasuax
(nanpumep, TNa3Me, CHIBOPOTKE, CIHMHHOMO3TOBOH JKHUAKOCTH, MOYE WJIHM JIIOOBIX IPYTHX
OMONOrMYEeCKUX JKUAKOCTSX); (XXXiil) MHrUOMPOBaHWE WIIM YMEHbLIEHHE MeTadOoJIM3Ma WU
nepdysun  onyxonu; (Xxxiv) HHrHOMpPOBaHME WM YMEHBIIEHHE AaHTHOTeHe3a WM
BACKYJSIpU3aLUK, (XXXV) YAyYIIEHHE KaueCTBa KU3HU, 10 JAHHBIM OLIEHKH METOAAMH, XOpPOIIO
U3BECTHBIMH B JAaHHOW OOJACTH TEXHUKU (HaANpumep, aHKETUPOBAHHEM CHUMIITOMOB WU
KadecTBa JKU3HM). B ompeneneHHbIX acmnekrax «3(Q(eKTHBHOE KOJIUYECTBO» COEIUHEHHS
OTHOCHUTCSI K KOJIMYECTBY COEIMHEHUS, YKa3aHHOMY HITKE.

Kak ucnonb3yercss B JaHHOM JOKYMEHTE, TEPMHH «IOXHJIOH YEeJIOBEK» OTHOCUTCS K
4eJI0BEKY B BO3pacTe 05 JIeT Uiy cTaplue.

Kak wucnonp3yercss B JaHHOM JOKYMEHTE, TEPMHH «YEJIOBEK CPEIHEro BO3PacTa»
OTHOCHTCS K 4€JIOBEKy B Bo3pacte oT 30 1o 64 ner.

Kak ucronb3yercs B JaHHOM JOKYMEHTE, TEPMHH «B3POCIHBIA YEJIOBEK» OTHOCHTCS K
4eJI0BEeKY B BO3pacTe 18 ser unu crapiue.

Kak ucnonb3yercss B JaHHOM JOKYMEHTE, TEPMUH «peOEHOK» OTHOCHUTCSI K YEJIOBEKY B
BO3pacte ot 1 no 18 ner.

Kak wucrone3yercss B AaHHOM JOKYMEHTE, TEPMHH «pPeOEHOK NPEeATOMIKOIBHOTO
BO3PacTa» OTHOCHUTCS K YEJIOBEKY B Bo3pacrte oT 1 1o 3 jer.

Kak ucnonp3yercst B JaHHOM JJOKYMEHTE, TEPMHUH «MJIQIEHEI» OTHOCUTCS K YEJIOBEKY B
BO3pacTe OT poxkaeHus 1o 1 roxa.

Kak ucronp3yercst B JaHHOM JJOKYMEHTE, TEPMUH «TUAPOPUIBHBIN MOJIMMEP» OTHOCUTCS
K OPraHMYeCKUM IIOJIMMEPaM IOBTOPSIOLIMXCS MOHOMEpPOB, COAEpKAIlUX TIHAPO(UIbHBIE
TPYIIIBL, TAKHUE KAK THAPOKCUIIbHBIE TPYIIbl. B KOHTEKCTe N300peTeHus], OMMMCAHHOTO B JAHHOM
IOKYMEHTE, JUTMHA TIOJIMMepa U KOPPEJISIIUOHHAS BSI3KOCTh UMEET 3HAYEHHUE, TO €CTh, MOJUMEPHI
¢ Oonee BBICOKOI MOJICKYJISIDHOW MAaccOH, Kak MmpaBmiio, Oojiee Bsiskue. [l MpUMEHEHUsT MPH
NOJIYYeHUH TPOMEXKYTOYHOrO TMPONYKTA, coaep:kamero (GopMy YKa3aHHOTO COEOMHEHUS U
NOJIMMEp, JJMHA TPUTOJHOTO TOJHMEPa OrpaHHYeHa BS3KOCTBIO. BBIOpaHHBIE MONIUMEPHI
UMEIOT HU3KYK BSI3KOCTb M MOTYT HWMEThb HEKOTOpbIE CBOWMCTBA MOBEPXHOCTHO-AKTHBHBIX
BEIECTB, TO €CTb, YKA3aHHBIM MOJUMEpP O0JagaeT CHOCOOHOCTBEO CHMIKATh IMOBEPXHOCTHOE
HATSDKEHHE U B3aUMOZEHCTBOBATD KaK ¢ TUAPO(GOOHBIMH, TaK B ¢ TUAPO(IITBHBIMU BELIECTBAMHU.
B naHHOM KOHTEKCTE CHOCOOHOCTh MOJMMEpPa MMETh YCWICHHBIH aM(pU(WIBHBIA XapakTep
MOXeT OBITh YCHJIEHA HaJHYHeM OJHOro WM 0ojiee TOBEPXHOCTHO-aKTUBHBIX BEILIECTB.
CoOOTBETCTBEHHO, CBOHCTBAa BBIOPAHHOIO MOJUMEPA B KOHTEKCTE YKA3aHHOTO COENWHEHHsS U
HaIM4Msl HeoOs3aTeIbHbIX BCIIOMOTATEbHBIX BEIECTB, COAJaHCHUPOBAHBI ISl OOECTIEUeHHsI
TOro, 4YTOOBI TPEOAONeBajach HEPACTBOPHMAas B BoOxe, JUNOQUIbHAS MNPUPOAA HaCTHUI]
YKa3aHHOTO COeIMHEHUs U n30eranach arperanus 1 00pa3oBaHHe BOJOKOH.

Kaxk HUCIIOJIB3YETCA B JAHHOM AOKYMCHTC, TCPMUH «COCTOSHUE, OMHNCAHHOC B AAHHOM



IOKYMEHTE» OTHOCHUTCSI K OCTpPOMY MuenoupHomy Jjeiikosy (OMJI), Bkirodaromemy OCTpBIH
MUEJIOLIMTAPHBIN JIEMKO3, OCTPBIM MHUEJIOTE€HHBIN JIEHKO3, OCTPBIM I'PAaHYJIOLUTAPHBIA JIEUKO3 U
oCTphIii HenmuMQoUUTapHBIH JIEHKO3, CHOCOOHBIN MOABEPraThCS BIUSHUIO HHTUOMPOBAHUS
DHODH. OH Tak:ke OTHOCHUTCS K BOCIAJUTENBHBIM 3a00JIEBAaHUSIM, BKJIIOYAIOIIMM, HO HE
OTPaHMYMBAsACh UMH, PEBMATOUAHBIA apTPUT M paccesiHHbIM ckiepo3. Kak ucnonb3yercs B
JTaHHOM JIOKYMEHTE, TEPMHHBI «CYOBEKT» M «IIaLUeHT» YMOTPeONSIOTCS B3aUMO3aMEHSIEMO U
OTHOCATCS. K MHAUBUAYYMY, MOABEPTAIOLIEMYCsl JICUEHUIO COCTOSIHMsI, ONKMCAHHOIO B JAHHOM
JIOKyMeHTe. B KOHKPETHOM BapHWaHTe peaju3aluu H300peTeHHsT YKa3aHHBbIA CyOBEeKT
npeACTaBysieT COOOH YeoBeKa.

Kak ucnonp3yercs B NaHHOM [OKYMEHTE, TEPMHUHBI «TEpamus» U <«JIEUYEHHUE» MOIYT
CChUIAThCS Ha JIFOOOW MPOTOKOJ (MPOTOKOIBI), COCO0 (CIOCOOBI), KOMITO3UIUH, COCTABbI W/WJITH
areHT (areHThl), KOTOPbIe MOXHO MPUMEHSTh B MPEAYNPEKACHUH, JCUSHUH, TTONISPKAHUN HITH
YIYUYIIEHUH COCTOSIHUSI WJIM PAacCTPOHCTBA WM WX CUMOTOMA (Hanpumep, COCTOSHUS,
OMMCAHHOIO B AAHHOM JIOKYMEHTE, COCTOSIHUSI WJIM CUMITOMA WJIH COCTOSIHMSI, CBSI3aHHOTO C
HUMH), OMHCAHHOTO B JIAHHOM JIOKYMEHTE. B HEKOTOpBIX acCmeKTax TEPMHHBI «TEpamus» U
«JIEUEHUE» OTHOCSTCS K OMOJIOTHYECKOW Tepamnui, MOANCPKUBAIOIIEH Tepanuu W/WiId IPyruM
METO/aM JICYEeHUs], IPUTOJHbIE B JICYEHUH, MOAACPKAHUN, NPEAYNPEKACHUN WIH YJIy4IICHUH
COCTOSIHUSI WJIM PACCTPOMCTBA WIIM UX CHMIITOMA, OMTMCAHHOTO B JAHHOM JIOKYMEHTe (Hanpumep,
CHUMIITOMA MJIA COCTOSIHHs, OMHMCAHHOIO B JAHHOM AOKYMEHTE, CBS3aHHOI'O C HUM, COCTOSIHUS
WIM CUMITOMA WJIH COCTOSIHUS, OMHCAHHOTO B JaHHOM JOKYMEHTE, CBSI3aHHOrO ¢ HuUMH). B
HEKOTOPBIX aCHEeKTaX TEPMUH «Tepanus» OTHOCUTCS K Tepanuu, oTindHoi oT CoeauHeHus nin
ero (papmaneBTHUECKON KOMIO3UIMHU. B onpeneneHHbIX acrekTax «IOTOJHUTENbHAs Teparusy
U «JOMNOJIHUTEIBbHOE JICYEHUE» OTHOCATCS K Teparuu, OTJIUYHOU OT JICYEHHUs] C NPUMEHEHUEM
Coenunenust wm papMarieBTHUECKOH KOMIO3ULIUH.

Kak ncnonb3yercsi B JaHHOM JOKYMEHTE, TEPMHHBI «IIaTOJIOTHsD», «IaTOJOTHYECKUN»
VI «BBI3BAHHBIN MaToJjioruein» B koHTekcTe npoayuuposanus DHODH, onucanHoro B 1aHHOM
JIOKYMEHTE, OTHOCSITCS K HHAYLUPOBAaHHOH TpaHchopmarueit oHkoreHHO# skcnpeccun DHODH
ONYyXOJIEBBIMU KJIETKAMHM WM APYIMMH KJIEeTKaMU B cpeae omyxonu. B gpyrom acnekre
skcnpeccrsi DHODH npu XpOoHMYECKOM WM TPaBMATUYECKOM BOCIAJUTEIBHOM COCTOSIHUH
OXBAau€HA JaHHBIMU TEPMHHAMHU. B Ipyrom acmnekre, B OTBET HA Pa3ApPAKUTEIN OKPYKAIOLIEH
Cpenbl, KJIETKH, KOTOPbIE OUCPETYJIUPYIOT Win ceepxnpoayuupyroT DHODH, Takke oxBadeHBbI
naHHeiMu TepmuHamu. Kak npumenumo, skcnpeccuss DHODH nonnep:xuBaer BocmaneHue,
aHTUOTeHE3 M POCT OmyXxoju. MHrubupoBaHue WM CHUKEHHE IMATOJOTHYECKOW MPOAYKIUH
DHODH CoenuHeHreM MOKHO OLEHHTh B MOJIENSX KYJbTYP KIETOK W/MIH >KUBOTHBIX,
rOMOT€HATax OMyXOJIEBOH TKaHM, oOpaszuax KposH, obpasuax moun, CMXK u Tomy momoOHOM,
KaK OMMCAHO B JAHHOM JOKYMEHTE.

Kak ucnonb3yercs B JaHHOM JOKYMEHTE, TEPMHUH «OKOJIO» O3HAYAeT IUAINa30H BOKPYT
33aHHOTO 3HAYEHUs, I[€ pPe3yJbTUPYIOLIEEe 3HAYEHHE IO CYLIECTBY OAWHAKOBO C SIBHO
YIOMsHYTBIM 3HaueHHeM. B OHOM acnekTe «OKOJIO» O3Ha4daeT B npeaenax 25% OT 3aaHHOTO

3HaueHus1 uin auamasoHa. Hanpumep, ¢pasza «okono 70% mo macce» BKIIOYAET, MO MEHbIIEH



Mepe, Bce 3HaueHus ot 52% no 88% mno macce. B gpyrom acriekte TEpMHH «OKOJIO» O3HAYAET B
npenenax 10% ot 3amaHHOrO 3HaueHWs WM auana3zoHa. Hampumep, ¢pasa «okomno 70% mo
Macce» BKJIIOYAET, IO MeHblIeH Mepe, Bce 3HadeHus or 63% no 77% mno macce. B npyrom
acrieKTe TePMHUH «OKOJIO» O3HadaeT B mpenenax 7% OT 3aJaHHOrO 3HA4eHHs] WU JUana3OHa.
Hampumep, ¢paza «okono 70% mo macce» BKIIFOYAET, IO MEHbLIEH Mepe, Bce 3HaUeHUst oT 65%
1o 75% no macce.

KoHueHTpauuy, KONIW4ecTBa, MPOLIEHTHI M APYTHe YHCIOBbIE 3HAYEHUS MOTYT OBITH
NPEACTaBJICHbl B JAHHOM JOKyMeHTe B (opmare nuamnasoHa. Creayer MOHHMATh, YTO TaKOM
¢dbopMaT nuanazoHa MCIOJNBb3YETCs MPOCTO Uil YAOOCTBA M KPATKOCTH U JOJDKEH ObITh THOKO
UHTEPIPETHPOBAH /ISl BKJIIOUEHUs] HE TOJBKO YHMCJOBBIX 3HAYEHMH, SIBHO YIOMHUHAEMBIX KaK
npenesbl JaHHOTO Uana3oHa, HO U BKJFOYEHMs] BCEX OTAENBHBIX UHCJIOBBIX 3HAYEHUM WM
NOJAMANA30HOB B IMpeeiax AAHHOTO JHANa30Ha, Kak eCiy Obl KaXI0e YHCIOBOE 3HAYEHHE U
MOJINAMa30H SIBHO YIIOMUHAJINCE.

1. COCTABBI

bronocTynmHOCTh EpOpPabHO BBOAUMBIX TEPANEBTHUECKUX areHTOB KiacCHQHULIUpPYeTCs
B coorBerctBun ¢ Cucremoii buodapmanesruueckoii  Knaccudpukammu (BCS -
Biopharmaceutical Classification System), pyKOBOACTBOM, MPEAOCTABIISIEMbIM Y TPABJIICHUEM I10
KOHTpOMO 3a mpoxykramu u JjekapctBamu CIHIA (FDA) xoropoe kiaccupunmpyer
JIEKapCTBEHHbIE BEILLECTBA HA OCHOBE MX PACTBOPUMOCTHU B BOJE U KHMIIEYHON MPOHULAEMOCTH.
JlaHHas cucTeMa TIIO3BOJIAET OLEHHUTh BIHSHUE, KOTOpoe OyAayT oOKa3biBaThb (PaKTOPHI
pacTBOpPEHMsI, PACTBOPUMOCTH M  TNPOHMLAEMOCTHM HA  IOMIOLIEHHE  MEPOPAIbHOIO
JIEKApCTBEHHOTO CpeACTBAa. BiusHue naHHBIX (DAKTOPOB HA IMOTJIOLIEHHE MEPOpPaTbHOIO
JIEKapCTBEHHOT'O CPE/ICTBA OUEHb BAXKHO, TakK kak 85% Hambonee mpopaBaeMbIX JIEKapCTBEHHBIX
cpeacts B CIIIA u EBpome mnpexacrasisitor coboii mepopanbhbie. CornacHo cuctreme BCS,
JekapcTBeHHble cpeactBa kiacca BCS I npencrasisiror coOoli Te areHTbl, KOTOpPbIE SIBISIFOTCS
OueHb TNPOHHUIAEMBIMH M PACTBOPUMBIMU, XOpPOLIO TOMJIOLUIAEMBIMH, CO CKOPOCTBIO
MOTJIOIIEHMs], KaK MPABUJIO, BbIIIE, Y€M CKOPOCTh BblieNeHus. JlekapCTBEHHbIE CpeACcTBa Kiacca
BCS 1II sBusiroTcss OuY€Hb MPOHULAEMBIMH, HO HMMEIOT HM3KYK) pPacTBOPHUMOCTb, IpUYEM
OMOOCTYIMHOCTh OrpaHUYeHa JINOO PACTBOPUMOCTBIO B BOJE, JINOO CKOPOCTHIO pacTBOpeHus. B
HEKOTOPBIX CIIydasix MOXeT ObITb M3MEpPEeHa KOPPEesius MEKAYy OHOZOCTYIMHOCTBIO in VIVO H
CKOPOCTBIO pacTBOpeHus in vitro nist arentoB BCS 11 JlekapcTBennbie cpencrsa kiacca BCS III
BBICOKOPACTBOPUMBI, HO HMEIOT HHU3KYH IMPOHMLIAEMOCTb. XOTs JIEKAPCTBEHHOE CPEACTBO
MOJKeT OBbITb OBICTPO PACTBOPEHO, MOTJIOLIEHHE MOXKET OBITh HAOOOPOT OTPAHHYEHO CKOPOCTHIO
NpoHUKHOBeHUs. Ecnu coctaB He H3MEHsieT MPOHULAEMOCTb MM BpeMsl IPOXOKACHMUS
xenynouHo-kumeyHoro Ttpakta (OKKT), To Moryr mnpumeHsThCs KpuTepum kiacca L
JlexapcTBennsie cpenctsa kinacca BCS IV umeroT HU3KYIO MPOHUIIAEMOCTh U PACTBOPUMOCTD C
HHU3KOH OMOIOCTYIHOCTBIO, INOO B PE3yNIbTaTe HEAOCTATOYHO XOPOLIEro MOIJIOMEHHs, JTHOO B
pe3yJbTaTe BBICOKOIIEPEMEHHOIO IMOTJIOLIeHUSI B CIM3UCTONH OOO0JIOUKe KHIIeuHuKa. | 'paHuna
kyacca BCS onpenenser nekapcTBeHHOE CPENCTBO KaK BBICOKOPACTBOPUMOE, KOT/Ia HAUBBICIIIAs

JNIO3UPOBKA pacTBOpuMa B MeHee uem 250 mi Boawl B Auanasone pH or 1 go 7.5, u, xak o4yeHn
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IIPOHULIAEMOE, KOTJa CTeNeHb NOIIOLIeHMs y JIIoJel omnpeneneHa kak npesbimaromas 90%
BBEJICHHOW 03Bl HAa OCHOBE MAacCOBOro OajlaHca WM 10 CPaBHEHUIO C BHYTPUBEHHOH
KOHTPOJIBHOH 1030#. CunTaeTcsi, 4TO JEKapCTBEHHBIN MPOAYKT SBISETCS ObICTPOPACTBOPUMBIM,
koraa Oonee 85% MEUEHHOro KOJIMYECTBA JIEKAPCTBEHHOI'O BEIIECTBA PACTBOPSIETCS B TEUEHHE
30 munyT c ucnosnb3oBaHueM ammnapata USP I wmu II B ob6veme menee 900 mu OydepHoro
pacTBopa.

Huskast pacTBOPUMOCTD U CJIEAYIOINASI OT 3TOrO Iioxasi OnogoctynHocTs arenta BCS 11
CTAHOBUTCSI  3HAYHMTEJBHOW  mpoOseMol  (apMaleBTHYECKOW  pa3pabOTKH,  MOCKOJBKY
TPYAHOPAaCTBOPUMBbIE B BOJE areHThl, kak npaswmio, BeBoaarca u3 JKKT, npexne uem
norjomaroTcst B KpoBoTok. [lockonbky arentst BCS II mnoxo pacrBopsitores B xenynke u KKT,
OHU TaK)XK€ UMEIOT TEHIEHIHMIO MPOSBJISATH CYLIECTBEHHYIO Pa3HHLY B UX OHOAOCTYIMHOCTH H
PEe3yJNbTUPYIOLIEN KOHLIEHTPALUU B IJ1a3Me B 3aBUCUMOCTH OT HAJIUYHUS WM OTCYTCTBUS MULIU
(kKax TpaBWIIO, YIIOMHHAEMOT'O B JAHHOM JIOKYMEHTE Kak «3(p(eKT mpuema MuImu»), TO €CTh,
HAXONUTCS JIU CYOBEKT B CBITOM WM TOJIONHOM COCTOSSHUM TPU TEPOPATBHOM BBEIECHUH
YKa3aHHOI'O areHTa.

Hanpumep, moriomeHne yka3aHHOTO areHTa MOXKET ObITh 3HAYMTENBHO BBIIIE, KOTAA
TOAHHBIA areHT BBOAAT IIOCIE NpHEMa IHIIH, YeM Korna CyOBEeKT He MPHHUMAN IHUINY 10
BBeieHMsl. He orpannumBasich Teopuel, pa3indHble PapMaKOKWHETUKU TIOTJIOLIEHUS] B CHITOM
WIA TOJOOHOM COCTOSIHHM MOTYT OBITh OTHECEHBI K JI0OOW mim obeuM w3 Ooyiee BBICOKOM
PAcTBOPUMOCTH YKa3aHHOTO JIMMO(GUIBHOTO COENUHEHHs B JKHpPE WIH COJIOOMIM3ALNY,
OTOCPEIOBAHHON KETYHBIMU COJISIMH, KOTOPBIE BBIIEINSIOTCS B PE3yJIbTaTe MOTPEOISHHS TTHIIH.
Xots naHHBIN (papMakOKuHETUYeCKUH 3p(eKkT MOKeT ObITh MUHUMHU3UPOBAH NPU OTCYTCTBUU
IUINY, TTOJyYeHHAasi KOHLEHTPALKs areHTa B IUla3Me B MPUCYTCTBUU UL MOXET MPUBECTH K
Oonee BBICOKOH, UeM OKHIANOCh, KOHIIEHTPAUMUU B Iutazme. s JexkapcTBEHHOro CpeacrTsa ¢
Y3KUM TEpPaneBTUYEeCKUM M TOKCHYECKHM OKHOM 35TO HeE SIBJLUIOCH Obl JkenmarenbHbM. U
HAoOOPOT, B OTCYTCTBUE MHUILIH JKeJaeMasi TEPAreBTUIECKasi KOHLEHTPALMs B IJIa3Me MOXKET He
ObITh mocTUrHYTOW. COOTBETCTBEHHO, 3((deKkT mpuema NHIM NPEACTABISIET 3HAYUTEIBHOE
NpensTCTBUE B perynupoBanun st onodpenus FDA arenta BCS Il 1 nommken paccMaTpuBarbest
B PAaHHUX 3Tarnax pa3paboTKH JIEKapCTBEHHOTO CPENCTBRA.

B wuneane, 4roObl MuHUMU3UpOBaTh 3(dexkr npuema nuImM U TOANEPKAHUS
OJHOPOIHOTO YPOBHSI B IJIa3Me U JTOCTH)KEHUS JKEJIAaeMOro TepareBTHIECKOro 3¢ deKTa, cocTan
arenta BCS Il noymkeH ycmimBaTh BOIHYIO PACTBOPUMOCTh YKA3aHHOTO JIMIO(PHIBHOTO areHTa
U JIOJDKEH MUHUMH3HPOBATh 3P dexT npuema numu. [Tonxonaer k coctaBam, MmpeaHa3HaAuYeHHBIM
IUI TIOBBILIEHUs pacTBOpUMoOcTH B Boae areHToB BCS I, MoryTr BKIIFOYAaTh KOMOHMHALHEO
dapManeBTUYECKH TPUEMIIEMBIX OPraHMYECKHX PACTBOPUTENIEH WM  COPACTBOPUTENEH,
MOBEPXHOCTHO-aKTUBHBIX BELIECTB U MOAYJLILMI0 ycnoBuil pH. B To Bpems kak CylIecTBYIOT
IpUMepbl TAaKUX COCTAaBOB, OHM YAacTO MMEKT HEKOTOpble HENOCTaTKM B OTHOLIEHUH
JKEJTy JOYHOU MEPEHOCUMOCTH.

Taxke, B 3aBHCHUMOCTH OT CIIOCOOHOCTH YKa3aHHOTO COCTaBa cOajlaHCHPOBATh

JTUMOPHUIBHOCTD YKa3aHHOTO areHTa C HeOOXOAMMOCTBIO T'MAPOQUIBHOCTH, TPAIULHOHHBIE
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COCTaBBbl YaCTO HE MOTYT BMECTHTh IOCTATOYHOE KOJHYECTBO (JIO30BYIO HArpy3Ky) areHra B
I03upoBaHHON (popme, kKoTOpast ymoOHa 11 mepopanbHOro BBeneHus. Hampumep, cyObekty
MOJKET NOTPeOOBaThCsl yHOTPEOUTh MHOXKECTBO €AMHUL TO3UPOBAHHOMN (POPMBI AJIsl TIOTYUEHUS
KOHLIEHTPALMK JUNOQUIBHOTO areHra B IUla3Me, KoTopas o0ecrnednBaeT >KeJaeMbli
TepaneBTuueckuii 3¢dexr. CocraBbl C OaHHBIM THUIIOM OrPAHUYEHHs, TaKUM 00pa3oMm,
HPEMSITCTBYIOT COOJIIOACHUIO HEOOXOMMOM JO3UPOBKH.

Heckoibko METOAMK YBENHUYEHHs PACTBOPUMOCTH JHMIO(PHIBHBIX AareHTOB, IOMHMO
YCUJICHHsT COCTaBa, BKJIIOYAIOT HACHTH(GUKALMIO U BbLACICHHE 0Ojiee PaCTBOPHMBIX
noJauMOp(HBIX GOPM, THAPATOB WIIH COJIEH YKa3aHHOT'O areHTa.

JIpyriue MEeTOAMKH BKJIFOYAIOT YMEHBLIEHHE pa3Mepa 4acTHil (TO €CTh, MUKPOHHU3ALHUIO
WIA CHCTEMbl HAHOYACTHI) JUISI YBEJWYEHHUS IUIOMANU MOJEKYJSIPHOH TMOBEPXHOCTH
PaCTBOPSIFOLIETOCST TBEPAOTO BELIECTBA B KOHTAKTE CO CPENOH, TakuM O0pa3oM, YCKOpsis
pacTBOpeHHe U MOTEHUWa]l OWONOCTYNMHOCTH. MUKpOHM3aUMs ¥ APYrue  MOIXOABI
KOHCTPYHPOBAHHS YaCTHUI] MOTYT BKJIOUaThb TOHKOE HM3MENbY€HHE KPUCTAJUTHYECKOH (POopMBbI
YKa3aHHOTO areHTa, OCaKICHHE O4YeHb TOHKOM3MENbYEHHOW (POpPMbI YKa3aHHOTO areHra W3
pactBopa wiM oOpa3oBaHHME MeHbINEH dYacTHIBl WiIM aMopdHOW (opmbel OO myTeM
paCTIBUTUTENPHON CYIIKH, JIUOO MyTeM CyOJMMAalMOHHOH CYLIKH AareHTa M3 pacTBOpa.
HekoTtopble MeTOOMKM YMEHBIIEHHs pa3Mepa 4YacTULl YMEHBINAIOT €CTECTBEHHBIH MU
MHUKPOHH3UPOBAHHBIM pa3Mep 4YacTUL] YKA3aHHOI'O areHTa A0 ropasfo OosblIel CTENeHH, YTo
npuBoAUT kK HaHodactuuam B 1000 pa3 MeHbiue, yeMm ucxonnslie. HexkoTopele Apyrue MeTOquKH
HAHOCST MOKPBITHE YKA3aHHOTO areHTa Ha MEJIKME YaCTHIIBI ¢ 00pa30BaHUEM AMCIIEPCUH.

Taxoke CyImecTBYIOT MOAXObI COMFOOMIN3AINY, OCHOBAHHBIE HA TIPUMEHEHUH CHCTEMBbI
pacTBOpUTENEH, B pe3yJIbTaTe Yero COMOOMIU3UPYIOIIUe areHThl «repeHocsaTy areHT BCS 11 B
PacTBOP U MOBBIIIAIOT CMELIMBAEMOCTh YKA3aHHOIO areHTa ¢ BOJHBIMHU CpeJaMU. DTU U JIpyTue
METOJVIKH, U3BECTHBIE CIIELMAINCTaM B JAHHOH 00NAaCTH TEXHHMKH, MOTYT ObITh OOBEAMHEHBI C
PA3NIUYHBIMH KPUCTAJUTHYECKUMU (POpMaMH yKa3aHHOTO areHTa (Hampumep, aMopgHOi (popMOii)
WIA 53BTEKTHMYECKHMMH CMECSIMU JJIsi YMEHbBIIEHUS TEePMOAMHAMHYECKUX OapbepoB ISt
PacTBOPEHHSI.

XoTsi  HaHHbIE METOOUKH  comoOmnu3anuu  (QOKYCHPYHOTCS  HA  CTPYKTYpe,
KPUCTAUTMUECKOH (opMe H pa3Mepe YacTHIl YKA3aHHOTO areHTra, WX MPHUTrOJHOCTh IPH
U3TOTOBJIEHUH  OWONOCTYITHOW  NEpOpPaNbHOM  JAO3MPOBAHHOW  (OPMBI  3aBHCHUT  OT
MHOTOYHCJICHHBIX (DaKTOPOB, CBSI3aHHBIX C MOJIEKYJISIPHBIMH B3aUMOACHCTBUSIMU YKa3aHHOTO
areHTa CO BCIIOMOTATENIbHBIMH BEIECTBAMHU B (hapMaLleBTHUECKOM cocTaBe. DPdekT GakTopos,
CBSI3aHHBIX C AareHTOM, HA NPUTOAHOCTh JAaHHBIX METOAMK CcoMroOmIm3auuu  Tpedyer
3HAYUTEIbHON OLIEHKH, YacTO MOKAa3bIBas, YTO B OTAEJIbHOCTH AaHHBIE METOIUKH MOTYT MHOTAA
SBIIATBCSl HEHAUIKAIMUMHU JUJIsT  TOCTHIKEHHUS JKENaeMOro pe3yibraTta OOeCleueHus: WIn
YIIYUIIEHUs] YIOBJIETBOPHUTEIBHON PACTBOPUMOCTH M JO30BOH HArpy3ku B KOHEUHOM COCTaBe
WINA BCE, YTO MOXXHO IOJIyYUTh, MPEACTABISIET COOOH CKOMIPOMETHPOBAHHBINA PE3yJIbTAT I
NEePCIEeKTHB COBITA.

Hampumep, oOmasi mpobiema, KOTOPYIHO HMEIOT JaHHbIE METOAMKH B JOCTHXKEHUH
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JKEJIAeMOT0 pe3yJIbTaTa yJIy4IIEeHHONW PaCTBOPUMOCTH, COCTOUT B TOM, YTO TOCJE 0Opa3OBaHMUS
areHTa, MMEIOINEro YMEHBbUICHHBbIH pa3Mep 4acTHll, (pu3nyeckoe CBOWCTBO OYEHb MaJIEHbKUX
YJaCTUI] IPEJCTABISAET COO0H MX TEHACHIIUIO K arjoMepatiy ApyT ¢ IPYroM U MPEnsTCTBOBAHHUIO
noTtoky mnopomka. XoTs pacrBopumocth areHta BCS II moxer ObiTh yBenuueHa u3
MOHIDKEHHOTO pa3Mepa YacTHL, YAOOCTBO U MPaKTHYECKash IPUMEHUMOCTb YKa3aHHOTO areHTa B
o0beMHOM Buzae yMmeHblraercs. OQHa M3 MHOTHX METOAMK, Haubojiee 4acTO NMPHUMEHSEMBIX B
JaHHOW OOJNIACTHM TEXHUKH JJIsI YMEHBIICHUs] WM NPEIOTBPALICHUS arjoMepaluy HaHECEHHEM
Ha YaCTHUIbI IOKPBITHUS, TOOABJISET elle OHY CTaIUI0 K CIIOCO0Y COCTABJICHUSI.

ANbTepHATUBHBIA CHOCOO, MPUMEHSEMbIH I YBEJIUYECHUS IUIOLIANN ITOBEPXHOCTH
arenta BCS 1II 0e3 mnpuMeHeHUS MUKPOHMU3ALMM WA HAHOYACTHI, U, TaKUM 0Opasom,
o0ecrieyeHns1 WK yJIY4IIEHUs] PaCTBOPHUMOCTH YKAa3aHHOT'O areHTa, 3aKJIFYaeTCsl B IMOJTyYEHUH
TBEPAON JUCHEPCUM YKA3aHHOTO areHTa B MNOAXOASALIEH BOAOPACTBOPUMOM IMOJUMEPHOU
MaTpule ¢ OOJIBIION MONEKYJISIpHON Maccoit. TBepaas mucnepcus COAEPKUT MO MEHbIIEH Mepe
7Ba KOMIIOHEHTA. MAaTpUIly U MOJEKYJSIPHYIO AUCIEPCUI0 aKTHUBHOIO areHTa B YKa3aHHOHN
Marpure. YKa3aHHBIHA areHT (B BUE€ KPUCTAIUIMIECKHUX HUIH aMOP(HBIX YacTHUL], HEOOsI3aTENbHO,
MUKPOHH3UPOBAHHBIX WJIM HAHOYACTHII) PABHOMEPHO AMCIEPTHPOBAH B YKa3aHHOH MOJIMMEPHOM
marpune. Takoli coctaB oOecnednBaeT TMepexo] PaCTBOPHUMOCTH MEKAY YKa3aHHBIM
HEpacCTBOPHMBIM areHTOM W BOXHOH cpenod (Hampumep, xunkoctbio JXKKT) u ynyumaer
CBOMCTBA PACTBOPEHHUsI YKA3aHHOIO areéHTa MPH BO3JEUCTBUU NAHHOU CPENBbI.

He orpannumBasce TEOpHEH, MOJEKYJIAPHbIE B3aUMOACUCTBUS MEXKAY BOIHBIM
pPacTBOPUTENIEM M YKa3aHHBIM aréHTOM, KOIAa aréHT PaBHOMEPHO AUCIEPTUPOBaH B MaTpULE,
yJIy4IIA0T PACTBOPUMOCTD JAHHOTO areHTa. bes orpanudenus, TBepable JUCIIEPCUN MOTYT ObITh
du3nyecku KIacCU(pUIMPOBAHbI KaK 3BTEKTHYECKAsl CMeCh, TBEPAbIH PacTBOP, CTEKJIOBUAHBIN
PacTBOp MJIM CyCIIeH3UsI, aMOP(HBIH 0CaAOK B CTEKJIOBUIHOM MJIN KPUCTAUINYECKOM HOCHUTEIIE,
KOMIUIEKC, KOMIUIEKCHOe O0pa3oBaHMe WM KOMOMHALUMs pa3iuyHbIXx cucteM. Kpome Toro,
TBEpIble JUCIEPCUOHHBbIC NO3UPOBaHHBIE (POPMBI MOTYT OBITH COCTABJECHBI C MPUMEHEHHEM
Pa3IMYHBIX METOIMK, XOPOLIO U3BECTHBIX CIELUAJIMCTAM B JAaHHOW OONACTH TEXHUKH,
HaIlpuMep, MyTeM COBMECTHOI'O PACTBOPEHUsl YKA3aHHOIO areHTa U MOJUMepa B paCTBOPUTENE C
MOCJEAYIOUIENH PaclbUIUTENbHON CYLIKOW, PACIBUIUTENIBHON KPUCTAIM3AUEN, yIapuBaHUEM,
OTBEp)KACHHEM, WM 00pabOTKOW MHKPOBOJNHAMYU, CMEUIMBAHUS W TPSMOTO  CXKATHS,
MEXaHUYECKOro J00aBIEHHs TPHU IOBBIIEHHONW TeMIepaType, HO HIKE TOUYKH IUIABJICHUS,
BJIAKHOW TPaHyJSILNHU, SKCTPY3HOHHON CepOHU3ALNH, CITUSHUS PacIliaBa, SKCTPY3UU TOPSIEro
paciiaBa ¥ TOMY MOIOOHOTO.

ITpu mpaBUIBHOM BbIOOpPE OFHOrO WK OoJiee MOIMMEPOB PACTBOPHUMOCTH KaK areHTa
BCS 1I, Tak u mony4yeHHOH KOMIIO3UIIMM MOTYT OBITh 3HAYWTENbHO yBeJWYeHbL llommmepsi,
Takle Kak, HO HE OrpaHW4MBasch WMH, mnonuBuHIImuppoirunon (IIBII), kak mnpaBuio
NPUMEHSIIOT JUIsl 00pa30BaHMsI MOJIMMEPHONH MAaTPHILIBI C ar€HTOM

TunuuHeli criocod Moy4YeHus TBEPAON TUCIIEPCHH BKIFOYAET COBMECTHOE PACTBOPEHUE
YKa3aHHOTO TOJIUMEpPa U areHTa B pacTBoputene. JlaHHbIE MaTepuasibl MOTYT OOpa3OBbIBATH

CYCIICH3MOHHYHKO WJIM HCHACBIIMICHHYI0 CMECCh, NJIM HACBIICHHYIO WJIN MEPCHACBILICHHYIO CMECh
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MaTpULbl U PACTBOPHUTENS. 3aTeM YyKa3aHHBI pPacCTBOPHUTENb YAAISIOT, YTOOBI OCTaBUTH
KOMILUIEKCHYKO CMECh areHTa U TOJHMepa B KauecTBe MaTpuubl. be3 orpaHuueHHs, CrocoObl
yIlaJIeHUs] PAaCTBOPHUTENS BKIJIIOYAIOT OCAXKIEHHE, CYOIMMAIIMOHHYIO CYIIKY, BAKYYMHYIO CYIIKY
WIN PacHbUIMTENbHYIO cymKy. OnHako naeHTu(UKanus oOLIero pacTBOPUTENS WM CHCTEMBI
pacTBopuTenei, koropas 3(p(eKkTUBHO pacTBOpsieT yKa3aHHBI areHT W Mmatpuiy, Tpedyer
CYILIECTBEHHON OLIEHKH.

Hanpumep, ecnn xumudeckne TpeOOBaHMs yKa3aHHOTO IMOJMMEpa M areHTta TpeOyroT,
9TOOBI KOJIMYECTBO PACTBOPHUTENS, HUCIOJB3YEMOrO IJIsi COBMECTHOTO PacTBOPEHUs, ObLIO
OOJBIINM, MPOLECC YOAJICHUS PACTBOPUTENS] CTAHOBHUTCS JOPOTMM U HEMPAKTHYHBIM. XOTS
NOJXOMSALINE PACTBOPHUTENM MOTYT ObIThb HAaWIEHbI B MOAXOIAIEM OOBEMe, PacTBOPUTENH,
KOTOpbI€ CYHUTAIOTCS MNOAXOMSAIIMMM COCTaBUTeNeM, MOryT paccmarpuBatbess FDA, kak
TOKCHYHBIC, YTO JeJIaéT WX HENPaKTHYHbIMU i1 (hapMalleBTUYECKOrO TPUMEHEHHus. B
anbTepHAaTUBHOM  BapuaHTe,  IPUMEHEHHE  IOBEPXHOCTHO-aKTUBHBIX  BELIECTB WU
COMIOOUIIBUPYIOINX areHTOB JJIsl YMEHBLICHUS KOJMYECTBA IMPHMEHSEMOrO PaCTBOPUTEIS
MOJKET NMPHUBECTH K HENOCTATOYHOM HArpy3Ke YKa3aHHOIO areHTa B JO3UPOBAaHHOH ¢opme H
BBICOKMM KOHLIEHTPalLUsIM ITOBEPXHOCTHO-aKTUBHBIX BelllecTB. Takue H3MeHEHHble CBOMCTBA
YKa3aHHOTO COCTaBa MOTYT SIBJIATHCSI KOMMEPUECKH HEIleJIeCOOOPa3HbIMH B JIYUIIEM CIIydae M
IJIOXO MEPEHOCUMBIMU WU AK€ TOKCUUHBIMU B XYZLIEM CIydae.

Xors ns ydydileHuss pactBopumoctu pspga areHtoB BCS I B npopaxke nans
(bapMareBTUYECKOro MPUMEHEHHUs NMPHMEHSUIM METOIUKY TBEPIOH IUCIEPCHH, CHOCOOHOCTH
3¢ (PexTUBHO peaTn30BBIBAThL JAHHYIO METONMKY ObLTa 3aTpyAHEHa MOTPEOHOCTHIO B COCTaBaX
TBEPJIBIX ITUCHEPCUI, KOTOpblE 00pa3yroT PU3MUECKH U XMMUYECKH CTAOUIIBHYIO CMECh MEXKAY
NOJIMMEPHON MaTpULell U areHTOM B pacTBOpE, a TaKKe B TBEPAOM COCTOSHHUU IOCIE
00pa3oBaHUs yKa3aHHOW MATPHLIBI.

Hanpumep, nonsipHas nonuMepHasi MaTpHLia MOXKET YCUJIMBATb PACTBOPEHUE, HO, KOTAa
YKa3aHHBIN TOJISIPHBIA TOJIUMEP COBMECTHO PACTBOPEH C JHUMOQUIBHBIM areHTOM, JaHHbIE
MaTepHajbl MOTYT IO CBOEH MpHpoje ObITh CKIOHHBIME K pasaeneHuto ¢as. JlaHHas TeHaeHIus
MOXeT OBbITb YBEIWYEHa, €CJM YKA3aHHBIA TMOJSIPHBIA TOJMMEp TaKXKe  SIBISIETCS
THTPOCKONUYHBIM. Pe3ynbraToM B O0OMX CJydasx SIBJSIETCS CHWJKEHHas (u3ndeckas
crabmibHOCTh. M HAoOOpOT, crabmiibHAasi MaTpHIA, KOTOpasl MpenoTBpalnaer u3MeHeHus (a3
areHra B Matpuile, TpeOyeT HU3KOW MOJIEKYJISIpHOI noaBmkHOCTH. [lomumep, obecreunBarouii
HU3KYI0 MOJIEKYJISIPHYIO MOJBIKHOCTb, KaK IPAaBUJIO HMEET BBICOKYIO MOJIEKYJSPHYIO Maccy,
YTO YBEJNYHMBAET CJIOKHOCTh HAXOXKIEHHs OOINEro pacTBOPHUTENS JJISl KaK areHTra, Tak W JJIs
nonuMepa. Ecnu ykazanHasi mMaTpula nojydeHa ¢ IPUMEHEHHEM MeHee IMOJIIPHOrO MOJIUMepa,
9qToOBbI Jierde ObUI0 HAaWTH OOLIMI pPacTBOPHTENb, TO CKOPOCTb PACTBOPEHHS MOXKET OBITh
HapyuieHa. bojee Toro, ObulO OBl OYEHB KENATEIHPHO HAWTH ONTHMAJIBHBIN COCTAB TBEPHOU
JUCIEPCUU B COYETAHUU C NIEPCIIEKTUBHBIM KOMMEPYECKUM IPON3BOACTBEHHBIM IIPOLIECCOM.

HecmoTtpst Ha MHOrojseTHHe UCCIENOBaHUA U pa3pabOTKM W, HECMOTPS Ha €ro
TEOPETUYECKYI0 MEepPCHEeKTUBHOCTb, NMPAaKTHUECKOe MPUMEHEHUE IMOAXO0Ma TBEPIOH AUCIEepCUU

OrpPaHHUYEHO HEOOXOMUMOCTBIO HCIOJIBb30BaHUS MeTona Mpod M OmuOOK Anst pa3paboTKu
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KOHKPETHONH MAaTpHIbl [Js1 KOHKPETHOTO areHTa, IIOCKOJIbKY B3aUMOJEHCTBUE areHra Hu
nojuMepa npu oOpa3oBaHUN MOJMMEPHON MaTPHIbI HE SIBJISIETCS] TIOHSATHBIM C HAYYHOH TOYKH
3penusi. Kpome Toro, MHOrue u3 TpeOOBaHM, MPUMEHSEMBIX K TaKOMY COCTaBY, SIBJIOTCS
B3alIMHO HECOBMECTUMBIMH, BKJIKOYasi HU3KYIO rUrpockonuyHocts arenra BCS II B coueranuu ¢
NOJIMMEPOM, MMEIOLINM BBICOKYIO THIPOCKOIMMYHOCTh, HEOOXOAMMOCTb OBICTPOrO PACTBOPEHHUS
IpU COXPAHEHUM JOJTrOCPOUHOH (PU3MUECKOH U XHMHUUYECKOH CTaOMIBHOCTH areHra ¢
NOJUMEPHOH MaTpuLel, HeOOXOOMMOCTb MPOCTOTHI KOMMEPYECKOTO H3TOTOBJICHUS MPU
MacCIITAOUPOBAHUU TBEPAOH TUCTIEPCHH.

Hanpumep, B MexayHapomHou mnyOnmkanuu 3asBku Ha mareHT WO02005/084639
OMMCaHbl COCTaBbI, COAEpXKallle JIEKApCTBEHHOE CpencTBo kiacca lI, uMeromee HHU3KYIO
NEepOpaNbHYI0  OMOAOCTYNHOCTh, BMECT€ C TUAPO(QOOHBIM  MOJUMEPOM, COBMECTHO
pPacTBOPEHHBIM B OOLIEM pacTBOPUTENE, TIe YKa3aHHBIA pacTBOp (GOPMHPYIOT B HEOOJbINUE
TBEPIbIC YACTHLbI W IUCTIEPTUPYIOT B TOJMMEPHOH Matpuie. YCHieHHe OWONOCTYITHOCTH
NPOMCXOUT O1aroaapsi MOBBIIIEHHONH KHHETHKE PACTBOPEHUS M3-3a CTA0MIbHONH MUKPOHHU3ALUN
1 OBICTPOTO BBICBOOOKACHNUS M3 yKazaHHOTro nojumepa B XKKT.

B npyrom mpumepe B myOnukarmu 3asiBku Ha mateHT CIITA US2009/0098200 omucaHbl
TBEpIbIE TUCIEPCHM, COIEpKAIHE TPYIHOPACTBOPHMOE OWOAKTHBHOE  COEIWHEHHE,
JAUCIEPrUPOBAHHOE U OXapaKTEPU30BAHHOE B MOJMMEPHON MaTpHlLie, KOTOpasi MOXET COlepKaTh
OoJiee OMHOTO MOJIUMEDA.

XoTs OBLTH MPENJIOKEHbI MHOTOUHCIIEHHBIE U PA3JIMUHBIE CIIOCOOBI IOy4€HHUsI COCTABOB
11 TPYAHOPACTBOPUMBIX areHTOB, L1E1eCO00pa3HOCTh MPUMEHEHUs TI000T0 U3 MPENIOKEHHbIX
COCTaBOB TPEOYeT CYIIECTBEHHOH OLIEHKU IJIsl KAXKJOTO areHTa.

COOTBETCTBEHHO, OCTAeTCsl MOCTOSIHHAsE MOTPeOHOCTh B JAaHHOW OOJACTH TEXHHKH U
NOCTOSIHHBIA CIIPOC Ha pPbIHKE (hapMaLIEBTHUYECKHX KOMIO3ULMH, OOJaJaroIuXx MpPOCTOTON
NO3UPOBAHUs, C YBEJMYEHHOW AO030BOM HArpy3KOW W YJyYIIEHHBIM PacTBOPEHUEM, MEHeEe
NOJBEPKEHHBIM 3P PEKTy puemMa MUK, KOTOPbIe IPUTOAHBI JIJIsl ONIPEIETICHHOTO areHTa.

CocraBbl MOryT OBITh TOJYYEHbI C NPUMEHEHUEM (apMALEBTHUECKH MPUEMIIEMOTO
HOCHUTEJIS, COCTOSILIIErO M3 MaTepPHAIOB, KOTOPBIE CYUTAIOTCS Oe30MacHbBIMHU U 3P PEKTHBHBIME U
MOTYT OBbITb BBEICHBI YEJIOBEKY, HE BBI3bIBAS HEXKENATENbHBIX OHOJOTHYECKHUX MOOOYHBIX
3¢ (eKTOB MM HeXKeaTeIbHbIX B3aUMOEHCTBUH.

Kak wucnonb3yercs B AaHHOM JOKYMEHTE, TEPMHH «HOCHUTENb» OTHOCHUTCS KO BCEM
KOMITOHEHTaM, TPUCYTCTBYIOIIUM B (papMarieBTHYECKOH KOMIIO3ULIUH, OTIMYHBIM OT aKTHBHOT'O
UHTPEOUEeHTa, M BKJIKOYAeT, HO HE OrPaHUYMBAsACH WMH, pa30aBUTENH, CBS3YIOIIHUE,
CMa3bIBAIOIINE BEIECTBA, PA3PBIXIUTENH, CTAOMIN3ATOPBI, TOBEPXHOCTHO-aKTUBHBIE BEIIECTBA,
KpacuTeNu WM HalOJHUTENH.

Teepaple ngucnepcuu, Takue KaK IPOMEXYTOUHblE MPOAYKTBI, BBICYIIEHHBIE
pacTbUINTEIbHON CYIIKOW, COeIMHEHHUs 1, MpenjioKeHHble B JaHHOM JAOKYMEHTE, MOKHO
BBOJIUTH MEPOPATBHO UJIM MAPEHTEPATbHO B OOBIMHON (pOpMeE IpemnapaToB, TAKOH KaK KarcCyJibl,
MHUKPOKAICYJIbI, TAOJETKH, IPaHYJIbl, TOPOIIOK, MACTUJIKH, MIIIFOJIH, CYNIIO3UTOPHH, CYCIIEH3UU

U CHUPOIBL Ilomxomsiue COCTaBbI MOT'yT OBITh MOJIy4CHbI CHOCO6aMI/I, KakK TIIpaBUJIO
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UCTIONB3YEMBIMU C TIPUMEHEHHEM OOBIYHBIX OPraHWYEeCKUX WM HEOPraHM4YeCKUX 100aBOK,
TAKUX KaK BCIIOMOTaTENIbHOE BEIIECTBO, BBIOPAHHOE M3 HAIOJHUTENeH Wi paszbaBHUTENEH,
CBS3YIOLIMX, pa3pbIXJIUTENEH, CMAas3blBaIOLIMX BELIECTB, apOMAaTHU3aTOPOB, KOHCEPBAHTOB,
CTa0MIIN3aTOPOB, CYCHEHAUPYIOLIUX AareHTOB, TUCIEPTUPYIOIINX areHTOB, IOBEPXHOCTHO-
AKTHBHBIX BEIIECTB, AHTHOKCUJAHTOB UJIH COJIFOOMIIN3AaTOPOB.

B ogHoM  acmekTe  yKa3aHHBIM  NPOMEXYTOUHBI  NPOAYKT,  BBICYLIECHHBIH
PaCHbUINTEIbHON CYIIKOW, COEAMHEHUs |, MNPEeAJIOKEHHBbII B AAHHOM JOKYMEHTE, BBOAAT
NePOPaANIbHO C MPUMEHEHHEM KOMITO3UIMHM JO3UPOBAHHOW (DOPMBI KarCyJbl, I7ie yKa3aHHas
Kafcyja COAEPKUT YKA3aHHBIM IPOMEKYTOUHBIH MPOAYKT, BBICYLIEHHBIH PACHBUIUTEIbHOU
CYLIKOH, COenuHEeHHs |, Mpeaso’KeHHbIN B JAHHOM JOKYMEHTEe, ¢ Wi 0e3 JOMOJIHUTEIbHOrO
HOCHUTEJIS, BCIOMOTaTeJIbHOTO BELIECTBA WIM Hecyliel cpenbl. Kamncysibl MOryT OBITh MOJYYEHBI
NyT€M CMELIMBAHUS MPOMEXYTOYHOTO NPOAYKTA, BBICYIIEHHOTO PAaCHbUIUTENBHOM CYLIKO,
COeMHEeHMUs] 1, NpPeIIOKEHHOro B JaHHOM JOKYMEHTE, C MOIXOISLIUM HOCUTENIeM WU
pa3baBuTENEM U HAMOJHEHHs HEOOXOAMMOrO KOJHYECTBA IPOMEKYTOUYHOTO IPOAYKTA,
BBICYLIIEHHOT'O PaCIbUINTENbHON CYLIKOM, COeUHEHNs | WM CMeCH B IaHHBIX KarcyJax.

B npyrom acmekTe B JaHHOM JOKYMEHTE NpPEJIOKEHbl KOMIIO3ULMM, COAep Kallnue

3(1)(1)6KTI/IBHOG KOJIUYECTBO COCOUHCHUA 1 NPEANIONKEHHOIO B JAaHHOM OOKYMEHTC, U

>
dapManeBTUYECKH MPHEMJIEMbIH HOCHUTENb HJIM  HECYLIYIO Cpeay, TIA€ YKa3aHHbIHI
dapManeBTUYECKH TNPUEMJIEMbI HOCHTENb WJIM Hecylas Ccpefa MOXKET COHepKaTh
BCIIOMOTAaTEIbHOE BELIECTBO, pa30aBUTEIbh WIH X cMeCh. KOMMIO3UINN MOTYT OBITh COCTABIICHBI
IUIsL COIEPKaHUsI CYTOYHOM JTO3bI WM YIOOHON YacTH CYyTOYHOH 7103bl B JO3UPOBAHHON (opme.
B nienom, ykazaHHYI0 KOMITO3UIUIO MOJYYal0T B BUJE TaOJETKH B COOTBETCTBUU C M3BECTHBIMU
crocobamu.

B onmHOM acmekre yka3zaHHas KOMIIO3MIMSI MPEACTABIsieT COOOH (hapMareBTHYECKYIO
KOMIO3ULIMIO.

Vka3zaHHas (papmaneBTUYECKass KOMIIO3MLIMS, OIMCAHHAS B JAaHHOM JIOKYMEHTE,
COIEPKUT MPOMEXYTOYHbIH MPOAYKT, BBICYIICHHbIH pACHbUIMTENBHONW  CYLIKOH, B
HETIOCPEACTBEHHOW CMeCH C OnHuMM uian  Oomee  (apMaueBTUYECKH TMPUEMIIEMBIMH
BCIIOMOTATEJIbHBIMU  BEINECTBAMH  JJIsI  OOecrnedeHuss  OHMOIOCTYITHOW  MepopajibHON
JIO3UPOBAHHON (POPMBL

IIpomMexyTO4HBIM NPOAYKT, BBICYLIEHHBIA PACHBUIMTEIBHOM CYLIKON, ONUCAHHBIN B
TaHHOM JOKYMEHTE, COep:KUT aMopHYIo hopMy coenuHerns | 1 moiamumep.

B onmHom acnekte ¢opma coenuHeHHs |, mpuMeHsieMas B TIOJIYYEHHH YKa3aHHOTO
MPOMEKYTOYHOTO TPOAYKTA, mpeacrapiser coboli amopduyro dopmy. IIpeumymecTso
yKa3aHHOH aMoppHON (OpMBI 3aKIIOYAETCS B  ONPEAENIEHHBIX CBOWCTBAaX, KOTOPBIE
KOPPEKTHPYIOT MAaHHYIO (opMy JUIsI NPUMEHEHUs B CYXOH CMECH C JIOTOJHUTENbHBIMU
BCIIOMOTAaTEIbHBIMH BelecTBaMu. [IpenmyInecTBeHHbIEe CBONWCTBA aMOPGHOHN (HOPMBI BKITFOUAOT
YMEHBIIEHHBII pa3Mep 4YacTUll, IOBBILIEHHOE paclpefeseHre YacTUl] U YJIy4llIeHHbIE
XapaKTepUCTUKU IMOTOKA, AMCIEPCUH M PaBHOMEPHOCTH COAEpXKaHUS B OKOHYATENbHOMH

JIO3UPOBAHHOMN (hopme.
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AmopdHast ¢opma, omucaHHas B HAHHOM JOKYMEHTE, MOXET OBbITh MOJy4YeHa C
NPUMEHEHNEM Pa3IMYHBIX CIIOCOOOB, W3BECTHBIX CIEIMAINCTaM B JAHHOH OOJACTH TEXHUKH.
Metoauku noaydeHus amoppHON (POPMBbI XOPOIIO HU3BECTHBI B JaHHOW OOJACTH TEXHUKU U
OonucaHbl B JAHHOM JOKyMeHTe. Meronuka, BbIOpaHHas Ui TOJYYEeHUS YKa3aHHOTO
NPOMEKYTOYHOIO  MPOAYKTA, BBICYIIEHHOIO pACHbUINTENIHOW CYLIKOH, COAEp Kallero
amop¢HyI0 GOpMy YKa3aHHOTO COSAMHEHHS U IOJIUMED, MPEACTaBIIsIA COO0H pacbUITUTENBbHYIO
CYLIKY.

B onHom acnekte ¢opma coenuHeHHst |, mpuMeHsieMas B TOJYYEHUU YKa3aHHOTO
MPOMEKYTOYHOIO TMPOAYKTA, BBICYIIEHHOTO PACIBUIUTEIbHONH CYIIKOH, MpencTaBiisieT coOoit
KpucTajnueckyro ¢opmy. IlpenmymnectBo kpucraumdeckod (Gopmbl 3akimouaercs B Oojee
5(¢(}eKTUBHOM U3rOTOBJICHHH TMPOMEKYTOYHOIO COENMHEHUs, T1e JKHIOKas JUCIEepPCHs,
comepKamiasi  YKa3aHHYK  KPUCTAUIMYECKYr0 (opMy, TMoiuMep U HeoOs3aTelbHbIe
BCIIOMOTaTeNIbHble  BELIECTBA, COBMECTHO pACTBOPSIOT B CHCTEME pacTBOpUTENEll C
00pa3oBaHUEM KUIKOHN TUCTIEPCHH.

Hcnonp3dyemasi cuUCTeMa pacTBOPUTENEH MOXKET COoaep:kaTb OOWH Wiu  Oojee
pacTBopuTeNieil B ONpeNeNeHHbIX OTHOLIEHUSX, I7le€ YKa3aHHO€ COOTHOILIEHHE pacTBOpUTENeH
o0ecrieuynBaeT ONTUMAJIBHBIN MPOLIECC PACTBOPEHHs COCAMHEHUS | U mommumepa Iuisl Oy YeHHs]
)kuakon nucnepcud. OnTUManbHas CMeChb W COOTHOLIEHHE pACTBOPHUTENEH B CHCTEME
pacTBOpuUTENeH 3aBUCAT OT OanaHca AO30BOW HArpy3KH M KOJUYECTBA M THIIA HCIIOJIB3yEMOTO
MOJINMEPA, B YACTHOCTH, OT MOJIEKYJISIPHOM MaccChl YKa3aHHOTO MOJIUMEPA.

ACmeKTbl, ONHMCaHHbIE B JAHHOM JIOKYMEHTE, BKJIOYAOT OAUMH MWId Oonee
pactBoputenei, BbIOpaHHbIX u3 TI'® (rerparummpodypana), MeOH (meranonma), EtOH
(aranona), auerona, EtOH-95 (95% »stanona), abcomorHoro EtOH (99,99% stanona), AXM
(muxnopmerana), HWIIC (m3ompomanona), JAMCO (mumeruncynbdokcuna), JIAMODA
(mumerundopmamuia), BOAbI UM UX CMECEH.

ACHEKT CUCTeMBbI PACTBOPUTENEH AJIl MPUMEHEHUs], KaK OMMCAHO B TAHHOM JIOKYMEHTE,
MoskeT conepxkarb JIXM B cmecu ¢ Mo MeHblel Mepe OIHHUM JAPYruM pactBopurenem. OnuH
aCIeKT CUCTEeMBbl pacTBopureneit, comepxauieii IXM B cMecu ¢ MO MEHbIIEH Mepe OIHUM
APYTHUM PACTBOPHUTENEM Uil TPUMEHEHHs, KaK ONMMCAHO B JAHHOM JIOKYMEHTE, MOJKET BKIIFOYATh
cucreMy pactBoputenel, BeiOpaHHYyr0 u3 JIXM:Awmeron, AXM:[IMCO, AXM:EtOH-95,
AXM:abcomotubiii EtOH, AXM:UIIC, IXM:MeOH wiu JIXM:TI'®. Hekotopbie acmekThI
MOTYT BKJIFOUaTh CMECh pacTBopurenel, Beiopannyo u3 JAXM:JIMCO wnu JIXM:MeOH.

KommuectBo JIXM, mpuMEHsieMOro B CHCTEME CMECH PACTBOPUTENEN, KaK OMUCAHO B
JAHHOM JOKYMEHTE, BKJIFOYAET KOJU4ecTBO OKOMI0 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%,
45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% wumu 100%. B omHOM acmekTe
koynuecTBO JIXM, nmpuUMeHsIeMOro B CUCTEME CMECH PACTBOPUTENEH, KAK OMMCAHO B JAHHOM
JOKYMEHTE, BKIIFOUaeT KOJIMYECTBO B AUAINa3oHe oT 0kojo 5% 1o okojo 10%, ot oxono 10% 1o
okoyio 15%, ot okono 15% mo okosno 20%, ot okosno 20% no okonao 25%, ot okono 25% mo
okosio 30%, ot okoso 30% mo okoso 35%, ot okono 35% mo okoio 40%, ot okojo 40% mo

okoio 45%, ot okono 45% no okosno 50%, ot okosno 50% mo okono 55%, ot okono 55% mo
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okoyio 60%, ot okosio 60% mo okosno 65%, ot okosno 65% no okono 70%, ot okono 70% mo
okoyio 75%, ot okono 75% mo okosno 80%, or okono 80% mo okoiao 85%, or okono 85% mo
okoJ10 90%, ot ok0J10 90% 10 oKkoJI0 95% miau ot okoJIo 95% no okoao 100%.

KonudecTBo npyroro pacTBOpUTENs, MPUMEHSIEMOIO B CUCTEME CMECH PacTBOPUTENEH C
JAXM, kak ONMUCAHO B JAHHOM JOKYMEHTE, BKJIIOYAeT KOJmuecTBO okoiyio 0%, 5%, 10%, 15%,
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90% wunu 95%.
B onHOM acmekTe KOJIMYECTBO IPYroro pacTBOPUTENS, NPUMEHSEMOIro B CHUCTEME CMeCHU
pactBopureneii ¢ JIXM, kak OnucaHo B JAHHOM JIOKYMEHTE, BKJIFOUAET KOJIMYECTBO B JUAMA30HE
ot okojio 0% mo okono 5%, ot okoyio 5% mo okoiao 10%, ot okono 10% mo okono 15%, ot
okoyio 15% no okxono 20%, ot okosno 20% no okono 25%, ot okoiao 25% no oxono 30%, oT
okouio 30% no okousio 35%, ot okosno 35% mo okono 40%, ot okoiao 40% mgo oxono 45%, oT
okoJio 45% no okxoso 50%, ot okosno 50% mo okosno 55%, ot okojo 55% mo okojo 60%, ot
okosio 60% no okosio 65%, ot okosno 65% g0 okono 70%, ot okoiao 70% mo okono 75%, oT
okoJio 75% no okojio 80%, ot okoao 80% mo okono 85%, ot okono 85% no okoyio 90% wnm or
okoJio 90% no okomo 95%.

B onHom acnekte konmuectBo XM, mpUMEHSEMOro B CHUCTEME PaCTBOPUTENICH, Kak
OMHCAHO B JIaHHOM JOKYMEHTE, BKJIIOYAET KOJIMYECTBO B auarna3oHe oT okojio 10% mo okojo
100%, xonmdecTBO B auama3oHe oT okoyo 30% mo okono 87%, KONMWYECTBO B JHAIA30HE OT
okosio 50% mo okoso 86%, koNHMYEeCTBO B auamazoHe OT oKoJio 33% po okoyio 87% wunu
KOJINYECTBO B IMATNa30He OT 0KoJio 65% mo okomno 87%.

B onHOM acriekte KOJIHYECTBO APYrOro pacTBOPHUTENS, IPUMEHSIEMOrO B CHCTEME CMECH
pactBopuresnien ¢ JIXM, kak ONKucaHo B JAHHOM JOKYMEHTE, BKJIFOYAET KOJMYECTBO B AUANA30HE
ot okosio 0% mo okomo 100%, konM4vecTBO B AHana3oHe OT OKojo 5% mo okono 13%,
KOJIMYECTBO B AUaIa3oHe oT okoyio 50% 1o okojo 86%, KOJIM4YeCTBO B [Hana3oHe oT 0koJio 33%
110 0K0J10 87,5% WIu KOJMYECTBO B IMAIa30HE OT OK0JIO 65% 10 okoso 87,5%.

B opHom acnekre cootHomeHue konuuectBa JAXM u  ppyroro pacTBOpuTes,
NPUMEHSIeMOro B cucreme cmecu pactBopurenern ¢ JIXM (rme yka3aHHOE COOTHOIIECHUE
BbIpaxkeHO B Buae JIXM:pacTBopuTeNb), KaK OMKHCAHO B JAHHOM JOKYMEHTE, BKIJIFOYAIOT
orHomenuss JIXM:aneron, JAXM:JIMCO, JXM:EtOH-95, JIXM:abcomotHeiii EtOH,
JIXM:UIIC, IXM:MeOH unu IXM:TT'®.

B oxHowMm acniekte cooTHomenue J[XM:aretod MosxkeT cocTapisiTh okojio 50:50. B ongHOM
acniekte cootHomeHue JAXM:IMCO wmosker coctaBisitb okojio 50:50, okomo 65:35, okono
77:23, okomo 80:20 umu okono 95:5. B ognom acmekrte cootHomenune JIXM:EtOH mosxer
coctaBysiTe 0kojio 80:20. B omHoMm acniekre cootrHouenue JIXM:EtOH-95 moxer cocTtaBisiTh
okoiso 50:50, okono 80:20, oxomo 86:14, 87:13 umu oxomo 87,5:12,5. B omHOM acrekrte
cootHomenne JAXM:UIIC moxer cocrapmsare okono 50:50. B oqHOM acriekTe COOTHOIICHHE
JAXM:MeOH wmoxer cocraBmsatbh okono 50:50, oxono 80:20, okono 86:14, 87:13 wim okoj0
87,5:12,5. B ognom acniekte cooTHoteHue JIXM:TT' @ moxeT cocTaBisiTe 0kojo 33:67.

Jpyroii ¢akrop B [u3aliHE ONTHUMAJbHONH CHCTEMBI pACTBOPUTENEH BKIKOYAET

KOJIMYECTBO U TUIT UCIIOJIb3YEMbIX BCIIOMOTAaTECJIbHBIX BCIICCTB, B HaCTHOCTH, BCIIOMOTaTCJIbHBIX
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BEIECTB, KOTOpPble BIMAIOT Ha aMpUPUIbHBIA XapakTep YKa3aHHOTO TOJHMEpa W
COOTBETCTBYIOLIEH TMOJUMEPHON MaTpHIlbl MPOMEXYTOUYHOIO MPOAYKTAa, BbICYLIEHHOIO
pPacCTbUIUTEIbHOW CYIIKOH, rae ruapododHoe u ruapoduabHOe B3aUMOIEHCTBHE YKa3aHHOTO
NOJIUMeEpa C COEANHEHNEM | B KOHEUHOM UTOTe 3aTPOHYTO B CPEAE JKETYyAKA.

B omHOM acnekre mNpUMEHsSEMBI NONIMMEpP MpeAcTaBisieT CcOoOOH TUAPOQUIBHbINA
HOJIUMED.

OnmuH w3 (axkTopoB, BIUSIOIMUX HA BBICBOOOXKIEHHE JIEKAPCTBEHHBIX CPEACTB U3
rHAPOQIIIBHBIX ~ MATPHL, BKIKOYAET BSA3KOCTh TOJMMEPA, COOTHOIIEHHE TMOJIUMepa K
JIEKAPCTBEHHOMY CPEJICTBY, CMECH IOJIMMEPOB, NABJICHUE CXKATHS, TOJIIUHY TaOJETKH, pasMep
YacTUI] JIEKAPCTBEHHOTO CcpencrBa, pH Marpumbl, BKIIOYEHHBIH BO3AyX B TabJieTkax,
MOJIEKYJIIPHBIN pa3Mep JIEKapCTBEHHOTO CPEACTBA, MOJIEKYJISIPHYIO T€OMETPHIO JIEKAPCTBEHHOTO
CpEeNCTBa, PACTBOPUMOCTD JIEKAPCTBEHHOI'O CPE/ICTBA, HAIMYKME BCIIOMOIaTEIbHBIX BELIECTB WU
nobaBok, a Takxke pexxuM BKIoueHHss naHHbIXx BemiecTB (Patel VF, Patel NM. Statistical
Evaluation of Influence of Viscosity and Content of Polymer on Dipyridamole Release From
Floating Matrix Tablets: A Technical Note. AAPS PharmSciTech. 2007; 8(3): Article 69).

B onHOM acniekte mpuMeHsieMblil monuMep BbiOpan u3 [1BI1.

Taxoke oxBaueH crocod Mmony4deHust TBEPAOH AUCTIEPCUH cozepkalneii amopduyo Gopmy
COenMHEHMs | U yKa3aHHBIN OJIUMED.

Vka3zaHHasi TBEpAasi AUCIEPCUST MOKET ObITh M3TOTOBJIEHA C MPUMEHEHHEM JI000ro u3
croco0OB 00pa30BaHUsI MAaTPHUIIbl, M3BECTHBIX CHENMAJINCTAaM B MAHHOM OOJACTH TEXHUKH,
BKJIFOUAsi, HO HE OrPAHWYMBAsCh MMU. HCHAPEHUE PACTBOPUTENs, YIAJ€HHE pPaCTBOPUTEIN,
paCIIBUIMTENBHYIO CYIIKY, HHKAICYJSILUI0 C TpPUMEHEHHeM UWHBepcuu (a3, CIOHTaHHOE
5MYJIbTUPOBAHUE, KOALEPBALMIO, HHKANCYJALUI0 C TPUMEHEHHEM TIOpsuero paciuJiasa,
SKCTPY3HUIO TOpPSYEro paciuiaBa, PACHbUIMTENbHYK — KPHCTAUIM3ALMIO, ApoOJeHHe |
u3MmenbueHne. [IOHATHO, YTO yKas3aHHAs TBEpHAAs OMCHEPCHS MOXKET ObITh JIOTOJHUTENBHO
oOpaboTaHa B OpabHYIO IO3MPOBAHHYK (OPMY C MPUMEHEHHEM JIFOOOr0 M3 CTaHIAPTHBIX
(apMaleBTHYECKNX METOIAUK, BKJIOYAIOIIUX, HO HE OrPAaHUYMUBASICh WUMH, TaOJETHPOBAHHUE,
SKCTPY3UOHHYIO C(EPOHU3ALUI0 U HAHECEHHE MOKPBITUS METOAOM ICEBIOOXKIKEHHOTO CIIOs
IUTS1 TO3UPOBAHHBIX (POPM C MHOXKECTBOM YaCTHUL M HATIOJHEHUE KaTICyJI.

XOTs1 OCHOBHOW NPUYMHON aAre3uu U MPEenynpekIeHHs] arperaluy sIBJIeTCs NMPUPOIa
noyimMepa (ToJIMMePOB), 00pa3yIOIIEero YKa3aHHYK MATPHUILY, U CIIOCOOBI MOJyYeHUs U3BECTHBI
CHEeLUAINCTaM B JAHHOM OOJNIACTH TEXHHKH, HEOOXOIMMa 3HAYUTENbHAsI OLIEHKA /IS TTOJTYYeHHUS
YKa3aHHOW TIOJMMEPHON MAaTpHUIbl TBEPAOH IUCHEPCHH, coaepkamieid amopdryro Qopmy
coenuHeHus 1 u nonumep.

B onHOM acniekTe yka3aHHBIH CIOCO0 BKIIIOYAET COBMECTHOE PACTBOPEHHE COSTMHEHUS |
U YKa3aHHOTO IOJIUMEpPA B CHCTEME PacTBOpUTENEH ANl OOpa3OBaHMs KUAKOW AMCIIEPCHUH U
3aTeM yJajieHle pacTBOPUTESL.

B omHOM acmekte 0Opa3oBaBIIUICS MPOMEXKYTOUHBINH TPOAYKT MPEACTaBJISIET COOOM
TBEPAYIO AUCIEPCHIO.

B omHOM acmekre crnoco® oOpa3oBaHHs TBEPAOH IHMCIEPCHM BKIFOUAET yIaJeHHE
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YKa3aHHOTO PAaCTBOPUTENS MOAXOISAIIMM CIIOCOOOM, BKJIIOYAIOIIUM PACIbUIMTEIBHYIO CYIIKY
pacTBOpa, COAEPIKAIIero pPACTBOPEHHBIH MOJMMEP M JUCIEPTUPOBAHHBIE MEJIKHE YaCTHUIIBI
coenuaeHust 1. Jlpyroit crmoco® BKJIIOYAeT pacTBOPEHHE IOJUMEpPAa M PACTBOPEHHE WIIH
CYCIIEHANPOBAHUE COCOUHEHHUs] U 3aTeM pa30aBjeHHe NaHHOTO pacTBOpa OONbIINM 00BEMOM
KOHTPPACTBOPHUTENSI AJIs1 YKa3aHHOT'O MOJIMMepa U COeMHEHus 1, rae yKa3aHHbII pacTBOPHUTENb
IO CYLIECTBY SIBJIIETCS CMEIINBAEMbIM C YKa3aHHBIM KOHTPPACTBOPUTENIEM.

B oxHOM acmekTe ykasaHHBIH PacTBOP CONEPIKUT CMECh COEAMHEHUS C TOJHUMEPOM,
COBMECTHO PACTBOPEHHYIO B OOINEM pPaCTBOpHUTENE, a 3aT€M BBICYLICHHYIO DPaCHbUIMTEIbHOM
CyWKOH ¢ oOpa3oBaHMEM MHUKPOYACTHI. YKa3aHHAs TMOJMMEpHAas CUCTeMa IEeHCTBYeT Kak
marpuna st Oojee OBbICTPOro pacTBOPEHUs] COSAMHEHWs | W3-32 TOBBIMIEHHS IUIOLIATU
MOBEPXHOCTHU MyTEM MOAAEPKAHIS MUKPOHHU3UPOBAHHOTO pa3Mepa YaCTHUI] COETMHEHMUS.

[TonyueHHBII TPOMEKYTOYHBIH MPOAYKT, BBICYILICHHBIH pacbUIUTebHON cymukoi (SDI)
3aTeM CMEIIUBAKT C MOIXOISIINMHE (PapMaleBTUIeCKIUME BCTIOMOTaTEIbHBIMU BEIIIECTBAMH JIJIsI
NPUMEHEHUs] TIPU MOJYYSHUH JTO3UPOBAHHON (POPMBI TAOJNETOK MM KamCyJl IJIsi EPOPATbHOTO
BBE/ICHUSI.

JlozoBasi Harpy3ka coefimHEHHs | B pacTBOpe Uil PaCHbUINTENbHOW CYIIKH MOXKET
HAXOOUTHCS B AMama3one ot okoyio 1% no okono 90% (mac/mac), ot okosno 1% mo okono 50%
mac/mac, ot 20% mo okoso 70% mac/mac, ot 20% no okoao 60% mac/mac, ot 30% 10 OKOJIO
40% mac/mac uu ot okoso 20% no okono 30% mac/mac.

B onHom acmekTe yka3anHasi amop(dHast ¢opma coenmHenust 1 obpasyercsi BO Bpemsi
NOJIy9YEHHUs YKa3aHHOTO ITPOMEKYTOUHOTO MPOAYKTA, BHICYIIEHHOTO PACTIBUTUTEIBHOMN CYIIKOIA.

Takxe omucaHO MPUMEHEHHE YKA3aHHOTO IMPOMEXKYTOYHOTO MPOAYKTA, BBICYLICHHOTO
pacTbUINTEIbHOW CYIIKOW, B (papMaleBTUYECKOW KOMIIO3MLIMH, COAEpKalled JTaHHBIHI
IPOMEXKYTOYHBII MPOAYKT B HEMOCPEACTBEHHOI CMeCH C OJHMM MU Oosee (papMaleBTHYeCKH
MPUEMJIEMBIX BCIIOMOTATENbHBIX BEINEeCTB Uit obOecreueHus OMOMOCTYITHOW MepOpabHOM
JIO3UPOBAHHON (POPMBIL

BcenomoraresibHbIE BellecTBA

VKa3aHHBI COCTaB MOXKET COAEpPXaTh OJHO WM OOoJiee BCIIOMOTATEIbHBIX BEIIECTB.
[Monxonsimue BCIIOMOTATENbHbIE BEINECTBA BKJIIOYAIOT PACTBOPUTENH, COPACTBOPHTEINH,
SMYJIbraToOpbl,  IUIACTU(UKATOPBI,  TOBEPXHOCTHO-AKTUBHBIE  BEIIECTBA,  3aryCTUTEIH,
monudukaropel pH, cmsirdaromue BelecTBa, AHTHOKCHIAHTHI W XEJaTHPYIOIIHUE areHThI,
CMaYUBAIOIINE AareHTbl W BOAOIMOMIOIIAIOIINE AareHThl. Y Ka3aHHBI COCTaB TaKXKE MOMKET
comepkaTb OOHY WIKM Ooyee 100aBOK, HANpPUMeEp, KpacUTENeH, IBETHBIX NHTMEHTOB,
NepIaMyTPOBBIX areHTOB, 1€3010PATOPOB U MACKHPOBATENIEH 3amaxa.

Jlpyrue MOAXOnsIIye BCIIOMOTATeNIbHbIE BEIeCTBA, KOTOPble MOTYT OBbITh BBIOPAHBI,
W3BECTHBI CTENHAIUCTAM B JaHHOH OOJIACTH TEXHUKH W BKJIOYAIOT, HO HE OTPAHHYUBAIOTCS
MMM, HATIOJTHUTENN WK pa30aBuTenu (Hanpumep, caxaposa, KpaxMai, MaHHUT, COPOUT, JIAKTO3a,
TJIFOKO3a, LEJUTI0JI03a, TajlbK, ¢docdar kamplusg WM KapOOHAT Kajbllsi M TOMY IMOAOOHOE),
cBszywomee  (wanmpumep,  UEIUIION03a,  KapOOKCHMETWILEIUII0JI03a,  METHIILEIUIIN03a,

TUAPOKCUMETHUIILCILII0JIO34, TUAPOKCUITPONMUIIMETHIILICIIJIFOJIO34a, NOJIUTTPOTTUIIITUPPOTIUAOH,
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NOJMBUHUIITUPPOIIUIOH, JKEJNATHH, T'YMMHApaOUK, MOJUITWIEHTIIUKONIb WK KpaxMal U TOMY
nof00HOe), Pa3phIXJINUTENDb (Hanpumep, HATPUH KPaXMAaJIIUKOJAT, KPOCKApPMEIJIO3y HAaTpHs U
TOMY TOAOOHOE), CMAa3bIBAIOLINI areHT (nanpumep, cTeapar MarHus, Jjerkas Oe3BOmHas
KpEMHHUEBasi KHUCJIOTA, TaJIbK WJIH JIAypUJICyJbpaT HATPUS M TOMY MOJOOHOE), apOMaTHU3aTOP
(Hanpumep, TUMOHHAsE KHMCJIOTAa WMJIM MEHTOJI U TOMY NOAOOHOE), KOHCEpBAaHT (Hanpumep,
OeHzoar HaTpusi, OUCYJIbPUT HATPUs, METHINApaOdeH WK npomwinapadeH U ToMy Mogo0HOe),
crabunmsarop (Hanpumep, TUMOHHASI KUCJIOTA, LUTPAT HATPUSI MM YKCYCHAsl KHUCJIOTA U TOMY
noo0HOe), CYCNEeHAUPYIOUINA areHT (Hanpumep, METHILEIUT0JI03a, MOJUBHHIIHPPOIUIOH
WIA CTeaparT AQJIIOMUHHS U TOMy MONOOHOE), AMCIEPTUPYIOLHA areHT (Hanpumep,
THIPOKCUIIPONMIMETIIILEIUIIOI03a U TOMY TOAOOHOE), MOBEPXHOCTHO-aKTHBHBIE BEIIECTBA
(nanpumep, naypuncynbdaT HaTpus, IMOJIOKCaMep, MONIUCOpOdaThl W TOMYy MOXOOHOE),
AHTHUOKCHJIAHTBI (nanpumep, STUJIEHIUAMUHTETPAYKCYCHAas KHCJIOTa OATA),
oyrunruapokcutonyon (BHT) wu  Tomy momobHOoe) w  comrobunusatopbl (Hanpumep,
nommsTrenrmakonn, SOLUTOL®, GELUCIRE® u tomy nonobHoe). Ykasanuoe 3¢ dexTusHOe
KOJINYECTBO COEOUHEHMsI |, TMPEIIOKEHHOrO0 B JAaHHOM JOKYMEHTE, B (papMaleBTUYECKOi
KOMITO3UIIMH, MOJXET HAaxXOOUThCS HAa YPOBHE, KOTOPbIA OyIeT OCYLIECTBISTH JKEJaeMblil
s dexr.

Paz0aBuTenu, Takke ynoMHUHAeMble B JAHHOM JOKYMEHTE KaK «HAIMOJHHUTEIN», Kak
NPaBUIO, HEOOXOAMMBI Uil YBEJIMUYEHHs MAacChl TBEPIOH MO3HMPOBAHHOM (HOPMBI, TaK HUTO
o0ecrieunBaeTCsl MPaKTHYECKUH pa3Mep IJIs IPEeCCOBaHUs TabJNETOK MM 00pa30BaHUs LIAPUKOB
u rpanyi. llogxonsmme pa30aBUTENH BKIKOYAIOT, HO HE OTrPAHUYHMBAIOTCS UMM, IETUApPAT
dochara muxanpius, cyiab(ar KambLus, JAaKTO3y, Caxapo3y, MaHHHUT, COPOUT, LEJUTI0JIO3Y,
MHUKPOKPHCTANIMUECKYIO  LIEJUIIOJIO3y,  KAOJHMH, XJIOPUA  HATpUs, CyXOH  Kpaxmau,
THIPOJIN30BAHHbBIE KPaXMaJbl, MPEKETaTHHU3UPOBAHHBIM Kpaxmaj, JUOKCHUI KPEMHUs, OKCUJ
TUTaHA, OKCUJ TUTAHA, CUJIMKAT MArHUS AJIFOMHMHUS U TIOPOIIKOOOPA3HBIN caxap.

Jlucriepratopbl BKJIFOYAKOT, CPEemu Mpodvero, Boay, ¢usnonoruueckuii ¢ocdarHbiii
conesoii pactBop (®CB), comeBoii pactBOp, rimoKo3y, Jaypwicyibdar Hartpus (JICH),
MOJIMBUHUJITUPPOIUIOH (TIBID), MOJIUATUIIEHTJTUKOJb (I13r) u
runpokcunporuameTmineuionody  (I'TIMLL).  Cessyoimue NOPUMEHSIOT Ui TPUdAHUS
KOT€3MOHHBIX CBOHCTB TBEPAOMY JO3MPOBAHHOMY COCTaBY, M, TAKHM OOpa3oM, TapaHTUPVIOT,
YTO TaOJIeTKa, [APUK WM FPaHyJIa OCTAIOTCS HEM3MEHHBIMH TI0CIIe 00pa30BaHMsI JO3HPOBAHHBIX
¢dopm. IToxxopsimue CBI3YIOLINE MaTEPHAIbI BKJIIOYAIOT, HO HE OTPAHUYMBAIOTCSI UIMHU, Kpaxmall,
NpeXEeNaTUHUPOBAHHBI KpaxMall, >KeJaTHH, caxapa (BKIIOYAKOIIHE Caxapo3y, T[JIFOKO3Y,
IEKCTPO3y, JIAKTO3Y U COpPOWT), MONMATHIIEHIJIMKOJb, BOCKH, HATYpaJlbHbIE U CHHTETHUECKHUE
KaMeny, TaKhue KaK akalus, TParakaHT, ajblHHAT HATPUs, LEIUTI0NIO3Y, BKIFOYAIOLIYIO
TUAPOKCUNTPONMUIMETHIILICIUTIOI03Y («I'TIMLIy), MUKPOKPUCTAIINYECKYIO LIEJUTFOJIO3Y
(«MK1l»), TUOPOKCHUNPONMILEIUIION03Y, STHILEIUTIONI03Y M BUTYM, M CHHTETHUECKHUE
NOJIMMEPBI, TaKWe KaK COMOJMMEPbl AKPHJIOBOH KHCIOTHI M METaKPUJIOBOH KHCIOTBHI,
COTIOJIUMEPBI METaKPHUIJIOBOH KHCJIOTBI, METHJIMETAKPUIIATHBIE COTIOJIUMEPHI,

AMUHOAJIKUIIMETAKPUIIATHBIC COIIOJINMEPBDI, MOJIMAKPHUJIOBasA KI/ICJ'IOTa/HOJ'II/IMeTaKpI/IJ'IOBaﬂ
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Kucyota u nonmusuHuUnuppoaunox (I1BIT).

CwMasbIBaroLue areHThl IPUMEHSIOT Ui 00JIerYeHnsl MPON3BOACTBA TabneTok. [Tpumepsl
MOJXOMSALINX CMa3bIBAIOIINX ar€HTOB BKIIFOYAIOT, HO HE OrPAaHMYUBAIOTCS UMH, CT€apaT MarHus,
creapar KajblUs, CTEAPHHOBYIO KHCJIOTY, TIJHIEPUHOEreHar, MOJU3TUIICHIJIUKONb, TaJbK,
HAaTpuil creapuipymapar, a’pO30JbHbIN MOPOLIKOBBI AMOKCHUA KPEMHHUS U MHUHEpPAJIbHOE
MacJo.

Pa3pbIXauTenu HCHOIb3YIOTCS AJIst O0JerdeH sl pa3pyLIeHuUs JO3UPOBAHHOH (POPMBI HIIH;
«paspyllieHue» IOCNe BBEAEHHs, M, KaK MPaBHJIO, BKJIIOYAIOT, HO HE OTPAHUYHMBAIOTCS HMH,
KpaxMaJl,  KPaXMaJIJMKOJST  HATPUs,  HATpuUil  KapOOKCUMETWJIKpaxmaj,  HaTpHil
KapOOKCHMETHIILIEIUTIONIO3Y, THAPOKCUITPONUIILIEIUTION03Y, MPeKeTaTHHU3HPOBAHHBIA Kpaxmall,
TJIUHBI, [EeJUTFOJIO3Y, AQJbIUTUH, KaMeOu WIH TMEPEeKPEeCTHO-CUINTHIE TOJIUMEPhI, TaKHE Kak
nepekpectHo-cuThid [IBIT (Crospovidone, POLYPLASDONE XL), kpockapMenio3y HaTpHs.

CraOunm3atopbl TPUMEHSIOT JUII HMHTHOMPOBAHMS MM 3aMEIUICHUS  Peakuui
Pa3JIOKEHUs] aKTUBHOTO HWHIPEOHEHTAa, KOTOPbIE BKIIIOYAIOT, B KAUeCTBE NPUMEPA, PEaAKIHU
OKHCJICHUSI.

IToBepXHOCTHO-aKTUBHBIE BELIECTBA MOTYT MPEACTABISATh COOOH aHMOHHBIE, KATHOHHBIE,
am(oTepHble MM HEHMOHOTEHHBIE MOBEPXHOCTHO-aKTHUBHBbIE areHThl. lloxxomsimue aHUOHHBIE
NOBEPXHOCTHO-AaKTHBHBIE BEINECTBA BKJIIOYAIOT, HO HE OrPAaHUYMBAIOTCS HMH, T€, KOTOpPBIE
comepKaT KapOOKCHIIATHBIE, CyJb(pOHATHbIE U CyJb(aTHble HOHBL IIprMepsl aHUOHHBIX
NOBEPXHOCTHO-aKTHUBHBIX ~ BELIECTB  BKJIOYAIOT  COJNM  HATPHs,  Kajus, AaMMOHHSI
JUIMHHOLIETIOYEYHBIX ~ aJKWICYJb(OHATOB M aJKWIAPWICYJIb(POHATOB,  TaKUX  Kak
noAeunaOeH30NCYIb(OHAT HATPHS, IUANKUICYIb()OCYKLIMHATEI HATPHUs, Takue Kak HaTpUi
noneuuaOeH3oNCyab(GOHAT,  IUANKWICYIb(QOCYKLMHATBI  HATPHs, TakhMe Kak  Ouc-(2-
STHITHOKCHUI)CYIb()OCYKIIHAT HATPHSL, M AIKUIICYJIb(AThI, TAKHE KaK JIaypuIICyIb(aT HaTpusL.

KaTtnoHHble NMOBEPXHOCTHO-aKTHBHbIE BEIIECTBA BKJIOYAIOT, HO HE OTrPaHUYUBAIOTCS
UMH, YETBEPTUYHbIC AMMOHHEBbIE COEAMHEHUs, Takhe Kak OCH3aJKOHUI XJopua, OeH3eTOHHIt
XJIOpUA, LUETPUMOHUN XJIOPHUJ, CTEAPHIANMETHIOCH3MIAMMOHUI XJIOPHA, TOJTHOKCHUSTHIICH U
KOKOCOBBI aMuH. [IpuMepbhl HEHMOHOTEHHBIX MOBEPXHOCTHO-AaKTHBHBIX BEIIECTB BKIIIOYAOT
STUJIEHTJIMKOJIb MOHOCTEAPAT, MPOIMUICHTJIHKOJIb MUPHCTAT, TJIULEPIJT MOHOCTEApAaT, TIHLIEPHIT
cTeapar, MOJIUMINLEPUI-4-0iear, aluiaT copouTana, auniar caxapossl, [13I-150 nmaypar, I19T -
400 ™moHONaypar, MOJHOKCHATHIIEH MOHONAypaT, MoaucopOaTel, OKTWI(QEHWIOBBIA 3dup
NOJIMOKCUATUIIeHa, LeTwioBbld 3¢up II3I-1000, TpunmenwioBblii 3¢up NOJMOKCHUITUIICHA,
OyTuioBbIi 3¢up nomunponmieHrnukoss, I moxokcamep 401, creaport MOHOU3OMPOMAHOJIAMHUT
U TUAPOTCHM3MPOBAHHBIA JKUPHBIM aMHI TOJHOKCH3TWIEeHA. [lpumepsl amdoTepHBIX
MOBEPXHOCTHO-aKTUBHBIX BEIIECTB BKJIOYAKOT HaTpuil N-nogeuws-n-ajgaHuH, HaTpuil N-
JaypUIMHHOIUTIIPOIIMOHAT, MEpUCcTOaMpoanerar, JaypuiadeTanH 1 aypuicyib(poderans.

IIpu >xemaHWM yKa3aHHbIE TAONETKH, IIAPUKH, TPAHYJbI WM YAaCTUIBI MOTYT TaKKe
COZepKaTh HE3HAYUTEIbHOE KOJUYECTBO HETOKCHYHBIX BCIIOMOTATEIbHBIX BEINECTB, TAKUX KaK
CMauuBAOIIUE WIA OMYJbTUPYIOIIUE AareHThl, Kpacurenu, OydepHble areHtsl pH wnnmm

KOHCEPBAHTBI.
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VKa3aHHBIA COCTaB MOXKET HAXOOUThCS B (popme TaONEeTKH, KarcCyJsibl, MHHUTAOJIETKH,
HAIOJIHEHHON TaOJeTKH, OCMOTUYECKOrO YCTPOHCTBA, B3BECH, AMCIIEPCHUU WM CycrieH3uu. B
NPEATIOYTUTENIbHOM aCIeKTe YKa3aHHBIH COCTAB INpPENCTaBIsieT COOOI TBEPHbIH NepOopabHbIHN
JO3UPOBAHHBIN COCTAB, TAKOW Kak TabJeTka, KOMITO3ULMSI MHOKECTBA YaCTHUI] MJH KarlCyJa.

Coenunenue 1 MOKHO BBOAUTD B COCTaBE, I7I€ MPOMEKYTOUHBIN NPOAYKT, BbICYLIEHHBIN
PacHBUINTENBHON CYLIKON, coepsKauuii coenuHerne 1 B amop¢HOi dopme U ruapopHIbHbIHI
nonumep, Takoi kak [IBII, HaxomuTcst B cMmecu ¢ OOHMM MM Oojee (papmaneBTHYECKU
NPUEMJIEMBIX HOCHTEJIeH, BCIIOMOTATENbHBIX BELIECTB WM pazOaBuTeneil. YKa3aHHbIE
(bapMaieBTHYECKHE COCTABbI MOTYT OBbITh M3TOTOBJIEHBI C IPUMEHEHHEM CTAHIAPTHBIX METOIUK,
W3BECTHBIX CIELUAIHNCTAM B JAHHOHW 00JIaCTH TEXHHKH.

Hemennennoe BoicBoOo:kaenne

B onHOM acnekTe ykazaHHas KOMIIO3MILMs BKJKOYEHa B COCTaB HEMEMJIEHHOTO
BbICBOOOXKIeHHs. llpeamoururensHo, coenuHeHne | Haxoautcss B (QOpME MHUKPOYACTHIL
IPOMEXYTOUHBIX  MPOAYKTOB, BBICYIIEHHBIX pPACHbUIMTEIbHOM  CYIIKOW, COAep:KaluX
amopdryro popmy coenuneHust 1 u momumep. YKa3aHHbIE MHUKPOUYACTHLIBI CTAOMIM3HPOBAHBI
NPOTHB arperanyy MOJUMEPOM; CIIEAOBATENIbHO, MOXKHO MPUMEHATh JIIOOYI0 M3 CTaHAAPTHBIX
NepOPaNbHBIX AO3UPOBAHHBIX (OpM TAOJIETOK WM Kamncysl YKa3aHHbIE MHUKPOYACTHULIbI MOTYT
OBITH TTOTIOJIHUTENBHO COCTABJIEHBI B TAOJIETKH, B3BECH WJIHM JUCIIEPCHH U TMEPOPATBHOTO
BBEJICHUs WJIM IOMELIEHBI B KAIICYJIbL, TAKUE KaK JKEJIaTUHOBBIE KaICyJIbl.

Matpuna nonuMepa YKa3aHHOTO  NPOMEXYTOUHOTO  MPONAYKTAa,  BBICYLIEHHOTO
paCIIBUTUTENIBHON CYLIKOW, TPENNOYTHTENbHO SBJSIETCS TOPUCTOH WM HMHBIM 00pazom
NIO3BOJISIET OBICTPOE PACTBOPEHHE COEAMHEHHUS 1 B XKMIKOCTAX JKEIyIOYHO-KHIIEYHOTO TPAKTA.
370 no3BOJIsIET OBICTPOE pacTBOpeHHe coenuHeHus | 0e3 yMeHbIneHus miomaau 3¢ QGeKTHBHON
MOBEPXHOCTU YaCTHUL] arjoMepalyeld HepacTBOPEHHBIX 4acTUL. Matpuua, KOTopas sBJISEeTCs
OMOanre3uBHON, JOMOJHUTENIBHO YCHJIMBAET IOMJIOLIEHWE IyTeM YAEep)KUBaHMs YacTUI B
JKEeNyJKe WIM BEpXHEM OTAeNle KHIIeYHHKAa B TO BpeMsl Kak YKa3aHHOE COeNUHEHHEe
TMIOTJIOIIAETCS.

Konrpoanpyemoe BoicBoGoxkaenue

dapmaneBTUUECKUE  KOMIIO3UIMHM  3aMEIJICHHOTO  BBICBOOOXKIEHHsI/OTCPOUEHHOTO
BbICBOOOXKIEHHsT MOTYyT OBbIThb MOJNy4eHBl MyTeM KoMmiuiekcooOpasosanusi SDI ¢
(bapMalleBTHYECKHU TMPUEMIIEMON HMOHOOOMEHHOW CMOJIOW W TIOKPBITHS TAaKUX KOMILIEKCOB.
VYkazannueii SDI mokpeIT BemecTBOM, KOTOpoe OyneT nelcTBOBaTh B KadyecTBe Oapbepa s
KOHTpOJst audy3un coennHeHus 1 M3 €ro OCHOBHOTO KOMILIEKCA B JKENYJOYHO-KHIIEYHbIE
xunkoctu. Heobs3arenbHo, ykazaHHbIH SDI MOKPBIT MONMMMEPHO MJIEHKOH, HEPACTBOPHMOM B
KHCJIOTHOM Cpene >KelyAKa, U pacTBOPUMOM B OCHOBHOW cpene HuxkHero otaena KKT, ¢
NOJIyYeHHEM KOHEYHOH JIeKapCTBEHHOH (opmbl, KkoTopass BeIcBOOOkmaer menee 10% ot
JI030BOM Harpy3Ku BHYTPH JKeIyIKa.

ITpuMeps! MOAXOAAIMNX MATEPHATIOB TOKPBITUS Ui KOHTPOJIMPYEMOTO BBICBOOOXKIEHHUS
BKJIFOYAIOT, HO HE OTPAaHUYMBAIOTCS MMM, LEJJIIOJIO3HbIE MOJUMEPBI, TaKue Kak (ranar anerart

HCJITHOJIO3bI, TUAPOKCHUIIPOMUILIEIIIIFOJIO34a, TUAPOKCUITPONMUIMETHUIILICIIIIOJIO34, (bTaJ'IaT
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THAPOKCUITPONMIMETHIILEIUIFOIO3bI M alleTaT THAPOKCUIPOIMIMETHILEILIEIUTIONI03bI, (Tanat
NOJIMBUHUJIALIETATA, IOJIMCAXAPUIbI, IMOJUMEPbl M COMOJUMEPhl AKPUIOBOM KHUCIOTBHI WIIH
METaKpPHUIJIOBAsi CMOJIA.

Kpome Toro, ykasaHHbIII MaTepuasl MOKPBITHS MOXKET CONEepKaTb OOBIMHBIE HOCHUTEIH;
Takue Kak IacTU(UKATOPbl, MTUTMEHTHI, KPACUTENH, BEIECTBA, CIOCOOCTBYIOIINE CKOJIBKEHHUIO,
CTa0MIIN3aTOPBI, TOPOOOPA30BATETH U MTOBEPXHOCTHO-AKTHBHBIE BEIIECTBA.

COOTBETCTBEHHO, CKOPOCTb BBICBOOOKAEHHSI MOXKET ObITh M3MEHEHa IyTeM HAHECEHUS
MOKPBITUSL TAOJNETKU CaxapaMH, KHIIEYHOPACTBOPHMBIMH IOJIUMEPAMH WJIH JKEJIATHHOM IS
U3MeHeHUs1 pacTBopeHusi Tabnerku. [IpekaeBpeMeHHOe PacTBOPEHHE TAOJNETKH BO PTYy MOJXKET
OBITh MPENOTBPAIIECHO MOKPBITHEM TUAPO(GUIBHBIME TIOJMepamu, Takumu kak [ TIML] (kiacca,
UMEIOIIETO MOBBIIEHHYIO JJTUHY MOJIuMepa U 0oJiee BBICOKYIO B3KOCTh), HITH JKEJIATHHOM, YTO
NPUBOJUT K PACTBOPEHUIO B JKEITYKE.

VYka3zaHHasi KOMITIO3ULUS TAK)KE MOJKET OBITh CKOHCTPYHPOBAHA ISl TIPOJJICHHUS IIEPHOA
BPEMEHHU BBICBOOOKICHUS IyTEM YBEJIWYEHUS COOTHOIIEHUS COECAMHEHHs] | W HOCUTENs, C
pacTsruBaHueM BBICBOOOXKIEHHs Ha Okojo 80% B TeueHune okoio 90 mmHYT (in Vitro).
Cunraercs, YTO NOBBIIEHHAs OTHOCHTENbHAS KOHLEHTpPAlMs COEAMHEHUs nMeeT 3(PQexT
yBenuueHus: 3((QekTHBHOrO pasMepa IOMEHa JIEKApPCTBEHHOIO CPEACTBA B IOJMMEPHOU
MaTpule. YBEIMYEHHBIH pa3Mep JOMEHa JIeKapCTBEHHOTO CpPEACTBA NPUBOIUT K Ooree
MEIJICHHOMY PAaCTBOPEHHUIO JIEKAPCTBEHHOI'O CpencTBA. B ciiyuae MOMMMEPHOW MAaTpHIIbL,
coiep Kaliel OmpeneseHHble TUIBl THAPO(UIBHBIX MOJMMEPOB, YKa3aHHBIM MoguMep Oyaer
IeMCTBOBaTh B Ka4deCTBE MYKOQAT€3WBHOIO MaTepuala M YBEJIWYMBATh BPEMs yAEpKaHHS
YKa3aHHOTO JIEKAPCTBEHHOI'O CPENCTBA B SKEIYyAOYHO-KUIIEYHOM TpaKTe. Y BEIUYEHHBIE
CKOPOCTH DPacCTBOPEHMs JIEKAPCTBEHHOI'O CpEACTBA B COYETAHUH C MYKOAJAre3MBHBIMU
CBOHCTBAMM YKa3aHHOW MOJMMEPHOW MaTpHUIbl MPHUBOAAT K (1) yBENIMUEHHOMY MOTJIOMEHHIO
JIEKaPCTBEHHOTO CpeAcTBa U (2) CHIDKEHHMIO PA3JIMUMi, HAOMOZAeMBIX B CBITOM U TOJIOAHOM
COCTOSIHMH JIJIs JIEKapCTBEHHBIX cpencts kiacca BCS 11

TBepable mepopasibHble NO3UPOBAHHBIE COCTABBI, OMHUCAHHBIE B JAHHOM JOKYMEHTE,
MOJKHO TPHMEHSTh Ul JISYEHUs] PasIM4YHbIX 3a00JIeBaHUI M paccTpOHCTB. JlaHHBIE COCTaBBI
YIYUYIIHIN OUOJOCTYIHOCTb MO CPABHEHUIO C COCTABAMH, KOTOPBIE HE COAEPIKAT YKA3aHHBIX
Onoanre3nBHBIX MOJUMEPOB. JlaHHBIE COCTaBbI NMpeqHAa3HAueHbl st oOnerdeHust nuy3un
JIEKApCTBEHHOTO CPEICTBA B KUIIEUHYIO TKaHb. J[aHHBIE COCTaBBI MOTYT OBITh CKOHCTPYHUPOBAHBI
IUIE  MEMJICHHOTO, OBICTPOrO WJM  TOCTaguiHOrO  (TMyJNBCHPYIOIIEro)  BBICBOOOXKACHUS
JIEKapCTBEHHOTO CPENCTBA.

CoOOTBETCTBEHHO, B NAHHOW 3asBKE INPENJIONKEHbI (hapMalleBTUYECKHE KOMITO3HIIHY,
UMEIOIUEe YBEJIWYCHHYI0 JO30BYKD HArpy3Ky W  VIYYIIEHHYKO pPacTBOPUMOCTb, HeE
NOABEPKEHHYIO 3 eKTy mpreMa MUy

CIIOCOBbBI TPUMEHEHU A

Taxxke B TaHHOM JOKYMEHTE OXBa4de€HbI CIIOCOOBI JIEUEHHs] COCTOSHUM, ONMHCAHHBIX B
TaHHOM JOKyMeHTe. B omHOM acrekTe criocoObl JIeueHUs] COCTOSTHHS, ONHCAHHOTO B JaHHOM

AOKYMEHTEC, BKIIKOUAKOT BBEACHUEC COCAMHCHUA 1B BUAC TEPANUKU HHAUBHUAYAJIBHOI'O arcHTa
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NalUeHTy, HyXJarlleMycss B 3TOM. B omnpegeneHHOM acnekTe B JaHHOM JIOKYMEHTE
NPEACTaBJIEH Croco0 JIeUEeHUs] COCTOSHUS, OIUCAHHOTO B JAAHHOM JOKYMEHTE, BKIIFOYAIOLIUIl
BBE/ICHNE TALIUEHTY, HYXKAAIOLIEMyCs B 3TOM, 3()(PEeKTUBHOrO KOJIMUYECTBa COeNUHEHNs | B BUAe
MHIMBUAYAIBHOTO areHtra. B fapyroMm acmekTe B JaHHOM JOKYMEHTE NPEACTaBJIEeH CIOcod
JIEYEHUs] COCTOSIHUs, ONHCAHHOIO B JJAHHOM AOKYMEHTE, BKJHOYAKOILINN BBEACHHE MNAalLUEHTY,
HY KIAIOLIEMYCsl B 3TOM, (hapMaLeBTHUECKON KOMIO3HLINK, COAep Kalleit coequHenre 1 B Bue
VHIVBHAYAJIbHOIO AKTHBHOIO WHIPEOUEHTa, U (apMaleBTHUECKH IPUEMIIEMBbIl HOCHTEb,
BCIIOMOT'aTEJIbHOE BELIECTBO WM HECYIIYIO CPEny.

B npyrom acnekre cnocoObl JieueHHsI COCTOSHHSI, OMMCAHHOTO B JAHHOM JIOKYMEHTE,
BKJIFOYAIOT BBEACHHME COeAMHEHUss | B KOMOWMHAUIMU C Jpyroil Tepamuedl MaLueHTy,
HY >KIaromeMycst B 3ToM. Takue crmocoObl MOTYT BKJIFOUaTh BBEACHHE COCOMHEHUs | mepen,
OJTHOBPEMEHHO WJIM IOCIIEA0BATEIbHO C BBEAEHUEM IOIMOJHUTENbHON Tepanuu. B HEKOTOpbIX
acrieKTaX TaKue CrocoObl BKJIIOYAKOT AJAWTHUBHBIA WM CcuHepretudeckuil s¢ddexr. B
ONPENENIEHHOM acCHeKTe B JaHHOM JOKYMEHTE IMPEACTaBJIEH CIOCO0 JICUEHHsI COCTOSHUS,
OMMCAaHHOTO B JAHHOM JOKYMEHTE, BKJIIOYAIOIIHI BBEIeHUE NALUEHTY, HYKAAIOIIEMYyCsl B 3TOM,
3¢ dekTHBHOrO KoNn4ecTBa coenuHeHns 1 1 3QpPEeKTHBHOrO KOJIMUECTBA APYTOH TEPAITHHL.

B onpenenenHbIx acmektax Jo00Oe€  COCTOSIHME, KOTOPOE€ BOCIPHHMYHBO K
uHrHOMpoBaHuto nponynupoBanuss DHODH, MOXHO Jle4nTh B COOTBETCTBHH CO CIIOCOOaMH,
NpEJIOKEHHBIMA B JAHHOM JOKyYMeHTe. B 1pyrom omnpeneneHHOM aclekTe YKa3aHHOe
COCTOSIHUE, TOJIBEPTarOIeecs] JIEYEHUI0 B COOTBETCTBHM CO CHOCOOAMH, IMPEIJIOKEHHBIMU B
JAHHOM JIOKyMEHTE, TMPEACTaBIisieT COOOH Jieliko3, BBIOPAHHBIN W3 TPYIIIbI, COCTOSINEH U3
OCTPOrO HJIM XPOHUYECKOrO JIeliKo3a, I'ie yKa3aHHbBI OCTPbIA JIeMKO3 BBIOpaH M3 OCTPOTrO
AUM(POLUTAPHOTO JIEHKO03a, OCTPBIX MHEJOLHMTAPHBIX JIEHKO30B, TAKUX KaK MHEJIOOIacTHbBIE,
IIPOMUENOLUTAPHBIE, MUEJIOMOHOLUTAPHBIE, MOHOLIUTAPHBIE JIEWKO3bl, 3PUTPOJIEHKO3 WM
MHEJIOANUCIUIACTUYECKIH CHHAPOM, W TIJ€ YKa3aHHBbI XPOHUYECKHH JIeWKOo3 BbIOpaH u3
XPOHHUYECKOTO MHEJIOLIUTAPHOTO (rpaHyJIOLIUTAPHOTO) nenko3a, XPOHHUUYECKOTO
auM(OIUTAPHOTO JIEHKO03a, BOJIOCATOKJIETOYHOTO JIEHKO3a;, WM MOJULUTEMHU BEpa; U TOMY
noJ00HOTO

Jo3uposka u Beenenue

B cootBercTBUM €O crIocO0amMHu JICYEHUST COCTOSTHUS, ONMCAHHOTO B TAHHOM JIOKYMEHTE,
COoeNHEHHEe WM ero (apMaleBTHYECKYID KOMITO3UIIMIO MOXHO BBOAHTb CYOBEKTY,
HY’KIAIOIIEMYyCsl B 3TOM, MHOXXECTBOM MyTel B KOJIUYECTBAX, KOTOPbIE MPUBOAST K MOJIE3HOMY
wi Tepanesrudeckomy 3¢ dexty. Coenunenne | mam ero (apMaLeBTHUYECKYIO KOMITO3ULHIO
MO>KHO TIEpOPAJIbHO BBOAUTH CyOBEKTY, HYKIAOIIEMYCsl B 5TOM, B COOTBETCTBUHU CO CITOCOOAMHU
JIeUeHUsl COCTOSIHUS, ONUCAHHBIMU B JAHHOM JTIOKyMeHTe. IlepopanbHoe BBeieHHe coeluHeHus |
Wi ero (apMareBTHUECKOW KOMIIO3MLIUH MOXKET OOJerduTb CyOBEKTaM, HYXKAAIOLINMCS B
TAKOM JICYEHUH, CIIEIOBAHNE PEKUMY MIPHEMa YKa3aHHOTO COEMHEHHs TN (papMarieBTHIeCKON
komro3uuuu. Takum o00pa3oM, B ONpeneNeHHOM AacleKTe COeOuHeHHe 1 wim  ero
(bapmMareBTUYECKYI0 KOMIIO3HULIMIO BBOIAT MEPOPATBHO CYOBEKTY, HYKAAIOLIEMYCs B TOM.

q)apMa]_IeBTI/I"IeCKI/Ie KOMITO3HMIIUN HIJIHU (I)OprI COCANHCHUA 1, NpEeAJIOKCHHBIC B TAHHOM



25

TOKYMEHTE, MO’KHO BBOAAMTD NIEPOPANIbHO, C WM O€3 UL WU BOJIBL.

Jlpyrue myTH BBENEHHUs] BKJIKOYAIOT, HO HE OrPAaHMWYMBAIOTCS HMH, BHYTPHBEHHBIE,
BHYTPUKOXXHbBIE, WMHTPaTeKaJbHble, BHYTPUMBIIIEUHbIE, MOAKOXHbIE, WHTPAHA3AJIbHBIE,
UHTALIMOHHBIE, TpaHCAEpMalbHble, MECTHbIE, TPAaHCMYKO3aJbHbIE, BHYTPUUYEPEITHBIE,
BHYTPUOITYXOJIEBbIE, SMUAYpPaJbHbIE U MHTPACHHOBHAJbHbIE. B onHOM acnekre coenunenue 1
win ero (papManeBTUYeCKy0 KOMIIO3HLMIO BBOAST CHCTEMHO (Hampumep, TapeHTEPasbHO)
cyOBeKTy, Hy)Kpamomemycs B O5ToM. B npyrom acmekre coequHeHue 1 wim  ero
(apMaleBTHYECKYI0 KOMITO3ULIMIO BBOJIST JIOKAJBbHO (Hanpumep, BHYTPUOIYXOJIEBO) CYOBEKTY
HY>KIaromeMycst B 35TOM. B omHOM acriekte coepanHeHue 1 wim ero (apMaleBTHYECKYIO
KOMIIO3UIIMEO  BBOIST IyTE€M, TO3BOJSIIOIIAM  YKAa3aHHOMY COEIMHEHHIO IepeceKaTh
reMaTosHuedaTuecKuii bapvep (Hanpumep, TepopaIbHO).

B cootBercTBUM €O cIOCOOaMHM JIEYEHHUSI COCTOSTHUS, ONMMCAHHOTO B TAHHOM JIOKYMEHTE,
KOTOpOE€ BKJIOYAaeT BBENEHHE COeAnHeHWss | B KOMOMHAUMHM C O#HOW win  Oornee
TOTIOJTHUTEIBHBIX TEPaNui, YKa3aHHOE COENWHEHHEe M OfHAa WM Ooyiee OMOJHHUTEIbHBIX
Tepanuii MO)XKHO BBOAHMTH OJHUM U TE€M )K€ ITyTEM MJIH Pa3HbIMHU My TSIMUA BBEICHUSI.

Jlo3upoBKa © 4YacTOTa BBENEHUS COeAMHEHWs | wimm ero (QapManeBTHYECKOH
KOMITO3UIIH, BBOAMMBIX CYOBEKTY, HYKIAIOIIEMYCS B 3TOM, B COOTBETCTBHU CO CIIOCOOAMHU
JIEYSHHsI COCTOSTHHS, OTIIMCAHHOTO B JAHHOM JIOKYMEHTE, OyAyT 3P PeKTHBHBI IPU MUHIMHU3ALUN
JMEOOBIX TTO0OUYHBIX 3¢ ekToB. TouHas JO3UPOBKA M YACTOTA BBEACHUS COSAMHEHUs | WM ero
(bapmareBTHIECKOH KOMIO3HLIUHA MOTYT OBITH OINpENeNeHbl NMPAKTHKYIOLIMM BPadoOM B CBETE
(bakTOpOB, CBA3aHHBIX C CYOBEKTOM, HyXKarolemcs B JeueHnH. PakTopbl, KOTOPbIE MOTYT ObIThH
NPUHATBl BO BHUMAaHHUE, BKIIOYAIOT CEPbE3HOCTh YKA3aHHOIO COCTOSHUS 3a0ojieBaHusi, oduiee
COCTOSIHME 3/10pOBbsI CyOBEKTa, BO3pacT, BeC U IOJ CyObeKTa, OUETy, BpeMsl U YaCTOTY
BBEJI€HIs, KOMOMHAIHMIO (KOMOMHAIIMHN) JIEKAPCTBEHHBIX CPECTB, PEAKLIUH YYBCTBUTEIBHOCTH U
TOJIEPAHTHOCTB/OTBET Ha Tepamuio. J[03MpOBKa M YacTOTa BBEACHUS COEAMHEHMs | WM ero
(apManeBTUYECKOH KOMIIO3ULUH MOTYT OBITh CKOPPEKTUPOBAHBI C TEYCHUEM BpPEMEHH IS
o0ecrieyeHHs: JOCTATOYHBIX YPOBHEH COSAMHEHUS MU TSI MOAAEP KaHus skenaeMoro 3¢ dexra.

B onpeneneHHbIX acnektax coenuHeHue | M ero (hpapMaleBTHYECKYH0 KOMITO3HIIHIO
BBOJISIT CYOBEKTY B COOTBETCTBUH CO CIOCOOAMHM JIEUEHHs] COCTOSTHUSI, OMHUCAHHBIMU B JAHHOM
IOKYMEHTE, OMH pa3 B CYTKH, JIBA pa3a B CYTKH, TPU pas3a B CYTKU WM YeThIpe pa3a B CyTKH. B
OTpENEeNIeHHBIX aCMeKTax coeauHeHue | wim ero (papManeBTUYECKYI0 KOMITO3ULHIO BBOIST
CyObEKTy B COOTBETCTBHH CO CIOCOOAMHU JIEYEHUs] COCTOSIHHS, OIMCAHHBIMH B JaHHOM
IOKYMEHTE, OAWH pa3, [Ba pas3a, TPU pas3a MM UEThIpe pas3a uepe3 IeHb (mo ecmv, B
YepenyroInecs THN), OOUH pas, IBa pasa, TPU pas3a WM YeThIpe paza Kaxkable ABa JHS, OAHMH Pa3
B TPH AHsI, OOWH pPas, Ba pa3a, TPU pa3a WU 4YeThIpe pa3a KaKAble YeTbIpe Hs, OOUH pas3, ABa
pasa, TpH pas3a WM YeThIpe pa3a KaKable S5 MHEH, OOUH pas3, ABa pas3a, TPH pas3a MM YEThIpe pas3a
B HEJEJII0, OJMH Pa3, Ba pas3a, TPU pa3a WM 4YeThIpe pa3a KaxIble ABE HENEH, OJUH pa3, Ba
pasa, TpM pas3a WJIH YeThIpe pa3a KaxKable TPH HEIeNH, OAUH pa3, ABa pas3a, TP pa3a WK YeTbIpe
pasa Kaxable YeThIpe HeJeNu, OOUH pa3, 1Ba Pasa, TPH pa3a WU YeThIpe pa3a Kakaple 5 HeIelb,

OJIUH pa3, [1Ba pa3a, TPU pa3a WU 4eTbIpe pas3a Kaxable 6 Helenb, OJUH pa3, ABa pas3a, TPU pasa
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WJIN YeThIpe pa3a Kakable 7 Helesb WM OIMH pa3, Ba pa3a, TPH pa3a WM YeThIpe pa3a Kaxble
8 Henenb. B onpeneneHHbIX acrekrax coenuHeHne | mim ero papManeBTHUECKYI0 KOMITO3HULIHIO
BBOJIAAT CYOBEKTY B COOTBETCTBHH CO CIOCOOAMM JIEUEHHs] COCTOSTHHSI, ONMHCAHHBIMU B JAHHOM
JIOKYMEHTEe, B IMKJIAX, IJ€ yKa3aHHOE COeJUHEHHE WM (PapMaleBTHUECKYI0 KOMIIO3ULIUIO
BBOJIAIT B TEUEHHUE OIPEENIEHHOIO MEPHUOJIa BPEMEHH C IMOCIEAYIOLINM 3aTeM NMEPUOIOM OT/bIXa
(mo ecms, ykazaHHOE COeMHEHNE WiIN (HapMaIeBTUUECKYI0 KOMITIO3UIIMIO HE BBOIST B TEUSHHE
OTpeEeIEHHOrO TIePUO/Ia BPEMEHN ).

B onpeneneHHbIx acnektax coemuHeHue 1 win ero (papMaleBTHYECKYIO KOMIO3HMLIUIO
BBOIAT CYOBEKTY, HYXXIAKOMIEMyCsi B 3TOM, B COOTBETCTBUHM CO CIOCOOAMH JICUEHHSI
HOBOOOPA30BaHMsI, MPEAJIOKEHHBIMHI B JAHHOM JJOKYMEHTE, PH JO3UPOBKE M YACTOTE BBEICHHUS,
KOTOpasi TOCTUTAeT OJHOTO WiH Oosiee u3 cienyromero: (1) yMeHbIIAeT MPOAYLIUPOBAHHUE W/HITH
koHueHTpauuro DHODH wunu apyrux aHrHOTE€HHBIX WM BOCHAJIUTENBHBIX MEIUaTOPOB WU
U3MEHEHHE KPOBOTOKA WJIM METa0OJM3Ma ONMYyXOJH WM MEPUTYMOPAIBbHOTO BOCHAJIEHHS HIIH
oTeka y cyOBeKTa, CTPAAaroINero OT COCTOSHUS, OMHCAHHOIO B JAHHOM JOKYMEHTE, WIH Y
MOJIENT! Ha KMBOTHBIX C MPEABAPUTEIHLHO YCTAHOBJICHHON OMYXOJbIO YeIOBeKa, (11) yMEHbIIAeT
KOHLIEHTPALIMIO OJIHOTO, NIBYX, TpeX WM Oojiee MM BCEX M3 CIEOYIOLIEro y CyObekTa ¢
HOBOOOpPA30BaHMEM HJIM MOJENIM HAa JKUBOTHBIX C MPEABAPUTENBHO YCTAHOBJIEHHOW OMYXOJbBIO
gyenoseka: DHODH; (iil) yMeHbIIAeT UM CHIDKAET CEPbEe3HOCTh YKa3aHHOIO HOBOOOPAa30BaHUS
W/Wnm  ogHOro wiau Oojiee CHUMITOMOB, CBSI3aHHBIX C HHM, Y CyObeKTa C JaHHBIM
HOBOOOpaszoBaHueM, (1v) YMEHbIIAET KOJUYECTBO CHUMIITOMOB W/WJIH TMPOJOJLKUTEIBHOCTD
OHOro MM OOJiee CHUMITOMOB, CBSI3aHHBIX C YKa3aHHBIM HOBOOOpPA30BaHMEM y CyOBEKTa C
JaHHBIM HOBOOOpaszoBaHueM, (V) MpenoTBpallaeT Haudajgo, MPOrpPecCHpPOBAHUE WM PELUANB
OIHOro MM 0oJiee CHMIITOMOB, CBSI3aHHBIX C YKa3aHHbIM HOBOOOpa3OBaHHEM, y CYOBEKTa C
JaHHBIM HOBOOOPA30BaHMEM WJIM Y MOJENM Ha JKMBOTHBIX C IPEIBAPUTEIBHO YCTAHOBICHHOW
ONyXOJbIO YeNoBeKa; (Vi) yMEHbIIAeT pa3Mep ONmyxodun Yy cyObekTa ¢ YKa3aHHBIM
HOBOOOpPA30BaHHEM HJIH B MOJIEJIM HA JKUBOTHBIX C MPEIBAPUTENHLHO YCTAHOBJICHHOM OIMYXOJIbIO
yenoBeka; (vil) CHMXKAeT aHTHOTeHEe3, CBSI3aHHBIA CO 3JI0KaYeCTBEHHBIM HOBOOOpA30BAHUEM Y
CyObeKTa WJIM MOJENIM Ha JKUBOTHBIX C NPEIBAPUTEIBHO YCTAHOBJICHHOW OMYXOJIBIO YEJIOBEKa;
w/vm (vil) yCUJIMBAET WM YIy4IlIaeT TepaneBTu4Yeckuii 3¢ dekT npyroi tepanuu y cyobekTa ¢
yKa3aHHBIM HOBOOOPA30BaHHUEM HJTH Y MOZAEIH Ha JKUBOTHBIX C MPEIBAPHUTEIBHO YCTAHOBIEHHON
OIyXOJIBEO YEJIOBEKA.

B onpeneneHHbIX acnektax coeguHeHue 1 win ero (papMaleBTHUECKYI0 KOMIO3HLIUIO
BBOIAT CYOBEKTY, HYXXNAKOMIEMyCs B 3TOM, B COOTBETCTBUH CO CIOCOOAMH JICUEHHS
OIyXOJIEBOTO HJIM HEOMYXOJEBOIO COCTOSIHHSI, MPEIJIOKEHHBIMH B IAHHOM IOKYMEHTE, INpH
TO3MPOBKE M YaCTOTE BBEICHMS, KOTOpAas MPUBOAUT K OMHOMY Win Oojee u3 cienyromero: (i)
CHIDKEHHE KOJHMYecTBa LHPKyJHupyromux omyxojiesbix kietok (CTC) B kpoBu cyObekra ¢
YKa3aHHBIM ONYXOJIEBBIM HJIM HEONyXOJIEBBIM COCTOSSHUEM WJIM MOJENU JKUBOTHBIX C
NPEABAPUTENPHO YCTAHOBJIEHHOHW OIyXOJIbIO uesoBeka, (11) cHwkeHue mupkyiupyromeit JTHK
wm PHK, cBs3aHHOH ¢ ONyXOJEeBBIMH KJIETKAMH, B KpPOBH CYOBEKTa, CTPAJArOIIEero OT

YKa3aHHOTO cOCTOsiHUS, (il1) BBDKMBAHME TIALIMEHTOB C YKAa3aHHBIM OIyXOJIEBBIM HIIU
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HEOITyXOJIEBBIM COCTOSTHUEM OKOJIO 6 MecsieB uin 0ojiee, OKoJIo 7 MecsiLieB uiu Oojee, OKoJio 8
MecsiieB win Oosee, okono 9 wmecsueB u Oosee wim okojo 12 wmecsues wim Oonee; (1v)
perpeccusi OIyxoJy, CBSI3aHHOW C YKa3aHHBIM OITyXOJIEBBIM COCTOSTHHEM W/MJIM UHTMOMPOBaHUE
NPOTPECCUPOBAHMSI OIYXOJIH, CBSI3aHHON C YKA3aHHBIM OIyXOJIEBBIM COCTOSIHUEM, Y CYOBEKTa C
JAHHBIM OITyXOJIEBBIM COCTOSIHUEM WM MOJENIM Ha JKUBOTHBIX C IPEABAPUTEIBHO
YCTAHOBJIEHHOH OIMYyXOJIbIO YeJIOBeKa; (V) CHIDKEHHE POCTa YKa3aHHOTO HOBOOOPAa30BaHUS W/HITH
yMeHbIIeHHe pasmepa (nanpumep, oObema, IUIOMAAN IMOMEPEYHOrO CEYEHUs M AUaMeTpa)
ONMyXOJiel, CBS3aHHBIX C YyKa3aHHbIM HOBOOOpa3oBaHMEM, Vy CyOBEKTa C JaHHBIM
HOBOOOpPA30BaHMEM HJIM MOJENIM HAa JKUBOTHBIX C MPEABAPUTEIBHO YCTAHOBJIEHHOW OMYXOJbIO
4enioBeka, (Vi) pa3Mep OMyXOJIH, CBSI3aHHOW ¢ YKa3aHHBIM HOBOOOPA30BaHUEM, IO KUBAETCSI
W/WIM ONyXOJib HE YBEJIWYHBAETCS WJIM YBEJIHMYMUBAETCS B MEHbBINEH Mepe, UeM yBEeJIUYCHUE
AHAJIOTHYHOW OMYXOJIN Y CYOBEKTa ¢ YKa3aHHBIM HOBOOOPA30BAHUEM WJIM MOZEIH Ha YKUBOTHBIX
C TIPEeBAPHUTENILHO YCTAHOBJIEHHON OIMyXOJIbIO YEJIOBEKA ITOCHIE BBEACHUS CTAHAAPTHON Teparuuy,
U3MEepEeHHOe OOBIYHBIMH METOAAMH, JOCTYIHBIMH CIELUAIUCTY B JAHHOH OOJIACTH TEXHHUKH,
TAaKUMH KaK pEKTaJbHOE MaJbIIUPOBAHUE, YJIbTPA3BYKOBOE HCCIeNOBaHuE (Hanpumep,
TpPaHCPEKTaJbHOE YJbTPa3BYKoBOe wucchenoBanue), ckanmpoBanne KT, ckanupoBanue PET,
MPT ¢ nuHamudeckuM KoHTpacTupoBaHueM u MPT; (vii) CHIDkeHHe B 00pa30BaHUH OIMYXOJIH,
CBSI3aHHON C yKa3aHHBIM HOBOOOpa3OBaHUEM, Y CYyOBEKTa C JaHHBIM HOBOOOPA30BaHHEM HIIH
MOJIENId Ha JKUBOTHBIX C TMPENBAPHUTENBHO YCTAHOBJICHHOW OMNyXOJbIO dYenoBeka;, (Viil)
UCKOPEHEHHE, YAAJIeHNEe UM KOHTPOJIb HaJ MEePBUYHBIMU, MECTHBIMU W/WJIN METACTATHYECKUMHU
ONyXOJIIMH, CBSI3aHHBIMH C YyKa3aHHbIM HOBOOOpa3OBaHHEM, Y CyOBeKTa C JaHHBIM
HOBOOOpPA30BaHMEM HJIM MOJENIM HA JKUBOTHBIX C NMPEABAPUTENBHO YCTAHOBJIEHHON OIYXOJbIO
qenoBeka; (1X) CHIDKEHME KOJMYEeCTBa MJIM pa3Mepa METacTa3OB, CBA3AHHBIX C YKa3aHHBIM
3JI0KaY€CTBEHHBIM HOBOOOpPA30BaHUEM, Y CYOBEKTa C JAHHBIM HOBOOOPA30BaHUEM HIIM MOJEIH
Ha JKUBOTHBIX C IPEJBAPUTENIBHO YCTAHOBJIEHHOI OMYXOJIbIO 4eNOBeKa, (X) CHUXXEHUE WU
UHTUOMPOBAHUE PELMANBA OMyXOJH, (Xi) YMEHbIIEHHE OTE€Ka WM BOCHAJICHHs], CBSI3AHHOTO C
OMyXOJIbIO; (Xi1) MHTUOMPOBAHUE WJIM YMEHBIIEHUE BACKYJISPH3ALMH OMyXOJH; (Xiil) CHUXKEHHE
NATOJIOTUYECKOr0 aHTHOTeHe3a;, W/WiH (X) CHIDKEHHE pPOCTa MPEIBAPUTENHHO YCTAHOBJIEHHOM
ONyXOJIM WJIM HOBOOOPA30BaHUs /WM YMEHbIIEHHE pasmepa (Hanpumep, obdbema, IUIOLIATN
MIOTIEPEYHOT0 CEYESHHSI UJIH TUAMETPa) MPEeIBAPUTEIbHO YCTAHOBJICHHOH ONMyXOJH y CyOBeKTa co
3JIOKQUYECTBEHHbIM HOBOOOPAa30BaHWEM WM MOJAEIH Ha JKHBOTHBIX C NPEABAPUTEIHHO
YCTAHOBJIEHHOH OIMYyXOJIbIO YEJIOBEKA.

B onpeneneHHbIx acnektax coemuHeHue 1 win ero ¢papMaleBTHYECKYIO KOMIO3HLIUIO
BBOIAT CYOBEKTY, HYXXIAKOLIEMyCss B 3TOM, B COOTBETCTBHM CO CHOCOOaMH JIEUEHUS
HEOIYyXOJIEBOrO COCTOSTHUS, MPEIJIOKEHHBIMU B JAHHOM JOKYMEHTE, MPH JO3HPOBKE U HACTOTE
BBEJIEHUs, KOTOpasi IOCTUraeT OJHOro wiu Ooyiee w3 cienyroomero. (1) yMeHbIIaeT
npoayuupoBanne Wik koHueHtpauutro DHODH  wunm  gpyrux  aHTHOT€HHBIX WM
BOCTIAJIUTENBHBIX MEIUATOPOB; (11) YMEHbIIAET KOHLEHTPAIMIO OAHOTO, NIBYX, TPEX WJIH Ooiee
WM BCEX U3 CIIEAYIOLIEro y CyOBeKTa ¢ yKa3aHHBIM HEOIyXOJIEBbIM COCTOSIHMEM HJIM MOJENH Ha

»uBoTHBIX: DHODH; (ii1) yMeHbIIAeT WM CHIDKAET CEPbEe3HOCTh YKA3aHHOT'O HEOMyXOJIEBOTO
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COCTOSTHUSI W/WJIH OJHOTO WMJi OOJiee CHMIITOMOB, CBSI3aHHBIX C HUM, Y CyOBEKTa C JaHHBIM
HEONyXOJIEBBIM  COCTOsiHMEM,  (1V)  yMEHbILIaeT  KOJMYECTBO  CHMITOMOB  H/HIH
MIPOAOJDKUTEIIBHOCTD OHOTO HJIM 0OJiee CHMITTOMOB, CBSI3aHHBIX C YKa3aHHBIM HEOMYyXOJIEBBIM
COCTOSTHHEM y CyOBeKTa C aHHBIM HEOMyXOJeBbIM COCTOSIHHEM, (V) MPeNoTBpallaeT Havalo,
MPOrPECCUPOBAHUE FJIM PELUOUB ONHOTO MM OOJiee CHMIITOMOB, CBSI3aHHBIX C YKa3aHHBIM
HEOMYXOJIeBBIM COCTOSTHHEM, Y CyObeKTa C JaHHBIM HEOMyXOJIEBbIM COCTOSIHMEM, (Vi) CHIDKAeT
BOCMAJICHHE, CBSI3aHHOE C YKa3aHHBIM HEOMyXOJEeBBIM COCTOsiHHEM, (Vi) CHIKaeT
MATOJIOTHYECKHUI aHTMOTEHE3, CBS3aHHbBIN C YKA3aHHBIM HEOIMYXOJIEBBIM COCTOSTHHEM Y CyOBbeKTa
WIA MOJEIH Ha KMBOTHBIX; W/WiH (Viil) yCHJIMBAET MM YJIy4IIAeT TepaneBTHUeCKHil 3pdexT
Opyrod Tepamuu y CyObeKTa C YKa3aHHbIM HEOIMYyXOJIEBBIM COCTOSIHUEM WJIM MOJEIU Ha
JKUBOTHBIX.

B onHOM acmekte crmoco0 JiedeHHsI COCTOSIHHS, OMHMCAHHOTO B JaHHOM JOKYMEHTE,
BKJIIOYAET BBEJCHHE €IUMHUYHON TO3bI coeArHeHust | uiu ero (hapMareBTHUeCKOH KOMITO3UIIUH.
VYka3aHHYIO 103y MOXXHO BBOAMTB TaK 4aCTO, KaK onpeneneHo 3QpPpeKTHBHbIM (Hanpumep, ONuH
pas3, 1Ba pas3a WU TPU pa3a B CYTKH, YEPE3 JIeHb, OJUH pa3 WM [1BA pa3a B HEAENIO, pa3 B JIBE
HEJIeNT WA €XKeMECSIUHO). B ormpeneeHHbIX acrekTax crocod JIeYeHUs COCTOSTHUS, OIMMUCAHHOTO
B JJAHHOM JIOKYMEHTE, BKJIFOUAET BBEACHHE CYOBEKTY, HY KIAIOIEMYCsl B TOM, AMHIUYHOMN 103 bl
coenuHeHus: | win ero apmManeBTHUYeCKOH KOMITO3ULIUU, KOTOpasi HAXONUTCS B IUAMA30HE OT
okoJio 0,1 muumurpamma (Mr) 1o okosio 30000 mr, ot okoso 1 Mr 1o okono 10000 Mmr, ot okoO
5 mr 10 okosio 1000 mr, ot okoso 10 Mr 1o okojio 500 mr, ot okojio 100 mr go okono 500 mr, oT
okoJio 150 mr no okojo 500 mr, ot okojio 150 mMr 10 okono 8000 mr, oT okosio 250 Mr 10 OKOJIO
8000 wmr, ot okojo 300 mr mo okono 8000 mr unau ot okojio 500 mMr go okono 8000 mr unu
M000N JAMama3oH MeXIy HHUMU. B HEKOTOpBIX acmekTax Ccrocod JIeUueHUsl COCTOSIHUS,
OMUCAHHOTO B JAHHOM JIOKYMEHTE, BKJIIOYAEeT BBEACHHE CYODBEKTYy, HYKOAIOIIEMYCs B 3TOM,
€IMHIYHOM JO3bI COSAMHEHHS WU ero (hapMaLeBTHYECKOI KOMITO3UIMHU OKoJio 15 mr, 16 mr, 17
mr, 18 mr, 19 mr, 20 mr, 21 mr, 22 mr, 23 mr, 24 mr, 25 mr, 26 mr, 27 mr, 28 mr, 29 mr, 30 mr
win 40 mr. B onpeneneHHBIX acmekTax CrMoco0 JIEUeHUsT COCTOSHUS, OMHCAHHOTO B JTAHHOM
JOKYMEHTE, BKJIIOUAET BBEIEHHE CYOBEKTy, HYXKNAIIEMYCsl B 3TOM, EIUHUYHON JO3BI
coenuHeHus | wiu ero apManeBTHYecKor KoMno3uuu okono 50 mr, 60 mr, 70 mr, 80 mr, 90
mr, 100 mr, 110 mr, 120 mr, 125 mr, 130 mr, 140 mr, 150 mr, 175 mr, 200 mr, 250 mr, 300 wmr,
350 mr, 400 mr, 450 mr, 500 mr, 550 mr, 600 mr, 650 mr, 700 mr, 750 mr, 800 mr, 850 mr, 900
mr, 1000 mr, 1600 mr, 3200 mr, 4000 mr, 4500 mr, 5000 mr, 5500 mr, 6000 mr, 7000 mr, 7500
mr, 8000 Mr u ToMy nogo0Hoe.

B HekoTophIX acmekTax crnocod JeueHus COCTOSIHHS, OMMMCAHHOTO B TAHHOM JOKYMEHTE,
BKJIIOYAET BBEIEHHE CYOBEKTYy, HYKNAIOIIEMYCsl B 3TOM, €AMHHYHOW J03bI COeqUHEHus | mim
ero ¢apMaleBTHUECKON KOMIO3HUINH 110 MeHbIel Mepe okojo 0,1 mr, 1 mr, 5 mr, 10 mr, 20 mr,
30 mr, 40 mr, 50 mr, 60 mr, 70 mr, 80 mr, 90 mr, 100 mr, 110 mr, 120 mr, 125 mr, 130 mr, 140
mr, 150 mr, 175 mr, 200 mr, 250 mr, 300 mr, 350 mr, 400 mr, 450 mr, 500 mr, 550 mr, 600 wmr,
650 mr, 700 mr, 750 mr, 800 mr, 850 mr, 900 mr, 1000 mr, 1600 mr, 3200 mr, 4000 mr, 4500 wmr,
5000 wmr, 5500 mr, 6000 mr, 7000 mr, 7500 mr, 8000 mr u Tomy nopobHoe. B onpeneneHHbIX
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acriekTax Croco0 JeUeHHsl COCTOSIHUS, OMUCAHHOTO B JAHHOM JOKYMEHTE, BKJIIOUAET BBEICHHE
CyOBeKTy, HYXJAIOLIeMyCssi B 3TOM, €AMHMYHONW JO3bl COEAWMHEHus 1 wuiom  ero
bapmarieBTUIECKONH KOMITO3UIIMU 110 MEHbIIEH Mepe OKoso 35 Mr, mo MeHblIel Mepe okojo 40
M, [0 MEHBIIEH Mepe OKOJIO 45 Mr, 10 MEHbIIEeH Mepe OKOJ0 50 Mr, IO MEHbIIEH Mepe OKOJIO
60 Mr, Mo MeHblIe Mepe 0koj0 70 Mr UiIu o MeHblIel Mepe okoso 80 mr.

B KOHKpETHBIX aceKTax Crocod JIeYeHHUsI COCTOSHUS, OITMCAHHOTO B JAHHOM JIOKYMEHTE,
BKJIIOYAET BBEAEHHE CYOBEKTY, HYXKNAIOIIEMYCsl B 3TOM, €AMHUYHON NO3bl COCOMHEHUs 1 min
ero (apManeBTUYeCKOW KOMIO3UIMH OT 0KoJio 20 Mr a0 okojio 500 mr, ot okosio 40 Mr mo
0k0710 500 mr, ot okosio 40 mr 1o okojio 200 mr, ot okoso 40 mr mo okoso 150 mMr, oT okoJio 75
Mmr 10 okosio 500 mr, ot okoyio 75 Mr 10 okojio 450 mr, ot okojio 75 mr go okojio 400 mr, oT
0KoJI0 75 Mr 10 okosio 350 mr, ot okoJio 75 mr 1o okojio 300 Mr, OT 0K0JI0 75 Mr 10 0K0JI0 250
MT, OT 0K0Ji0o 75 Mr 110 okosio 200 mr, ot okosio 100 mr 1o okojyio 200 mr uiu Jr0O0H THUana3oH
MEXAY HUMH. B IPYrux KOHKPETHBIX aCIEKTax CHOCOO JIEUEHHs] COCTOSIHUS, ONMHMCAHHOTO B
TAHHOM JOKYMEHTE, BKJIFOYAeT BBEACHHE CYOBEKTY, HYKIAIOMIEMYCs B 3TOM, EAMHUYHON 036
coenuHeHus 1 win ero gapmManeBTuIeckol KoMno3uiuu okoio 20 mr, 35 mr, 40 mr, 50 mr 60
mr, 75 mr, 100 mr, 125 mr, 150 mr, 175 mr, 200 mr, 225 wmr, 250 mr unu 300 mr. B HeKOTOpBIX
acrieKkTax Crocod JeYeHHsl COCTOSIHUS, OMMCAHHOTO B JAHHOM JJOKYMEHTE, BKJIIOUAET BBEICHHE
CyOBEKTY, HY>KIAIOIIEMyCsl B 3TOM, €IUHUYHON J03bl COSAMHEHUS UK ero (apMaleBTHYECKON
kommozuuu okoso 350 mr, 400 mr, 500 mr, 600 mr, 700 mr, 800 mr, 900 mr, 1000 mr, 1600 wmr,
3200 wmr, 4000 mr, 4500 mr, 5000 mr, 5500 mr, 6000 mr, 7000 mr, 7500 mr, 8000 Mr u Tomy
nofo0Hoe. B HEKOTOPBIX acmekTax eAMHUYHYIO 103y COEOUHEHHUs WIN ero (apMaleBTHUECKON
KOMITO3UIIH BBOIAT CYOBEKTY OAMH pa3 B CYTKH, [1BA pa3a B CYTKHU, TPH pa3a B CYTKH, OAMH pas,
7Ba WJIH TPHU pasa uepe3 NIeHb (mo ecmy, B Yepenyroluecs THU), OAMUH pa3, ABa pa3a WIHU TPU
pasa Kakable Ba IHS, OAUH pa3, Ba pa3a WU TPU Pas3a Kaxk[ble TPU AHs, OJUH pa3, ABa pasza
WJIM TPU pa3a KaKAble YEThIpe JHS, OIMH pa3, [Ba pa3a WIM TPU pa3a Kaxkable ISATh AHEH, ONUH
pas, ABa pas3a WIM TPHU pa3a B HENEJIO, Pa3 B ABE HEAENH WU €XKEMECSYHO, U YKA3aHHYIO 103y
MO>XHO BBOJIUTH [TEPOPAIIBHO.

B ompeneneHHpIX acmekTax Ccrnocod JIEYEHUs COCTOSIHUS, ONMHUCAHHOTO B JIaHHOM
JIOKYMEHTE, BKJIIOYAET MepOpaIbHOE BBEACHUE CYOBEKTY, HYKAAOLIEMYCS B 3TOM, SIUHUIHON
I03bl COeNMHEHHsT | WM ero (papMalieBTHYeCKONH KOMITO3ULIUH, KOTOPast HAXOAUTCS B AUAIIA30HE
ot okouo 20 mr 110 okoso S00 Mr B CyTKH. B HEKOTOPBIX acmekTax Croco0 JIeUeHHs! COCTOSTHUS,
ONMMCAaHHOTO B JaHHOM JIOKYMEHTE, BKJIOUAeT IEepPOpPaibHOE BBEACHHE CYOBEKTY,
HY>KIAIOLIEMYyCsl B 3TOM, €IMHUYHOH JO3UPOBKU COCAMHEHHUs | mim ero ¢apManeBTHUECKON
KOMITO3HULIMH, KOTOpasi HAXOAUTCs B Auamna3oHe or okono 80 mr no okono 500 Mr B CyTkH, OT
okono 100 Mr go okosno 500 mr B cyTkH, OT 0kos10 80 mr 1o okono 400 Mr B cyTkH, OT 0k010 80
Mmr a0 okosio 300 mr B cyTku, oT okosio 80 mr no okosio 200 Mr B cyTku, oT okoso 200 mr mo
oko0 300 mr B cyTkH, OoT 0koso 200 Mr no okoso 400 mr B cyTku, OT 0koio 200 Mr 10 OKOJIO
500 mr B cyTKH HH JIFOOOH TUana3oH MEKAY HUMU.

B kOHKpeTHOM acnekTe croco0 JieueHHs! COCTOSIHUS, OMMCAHHOTO B IAHHOM JIOKYMEHTE,

BKJIFOYAET IEepPOpajbHOE BBEAEHUE €OMHMYHON n03bl Okoyo 200 Mmr coenuHenuss | uimm ero
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(dapMaeBTHYECKON KOMITO3MLIMKM OOWH pa3 B CYTKU. B npyrom acmekre crmocod JiedeHHs
COCTOSIHUSI, OMMHMCAHHOTO B JAHHOM JOKYMEHTE, BKJIIOYAeT MepOpalibHOe BBEIEHUE CYOBEKTY,
HYXKAAKOLEMYCsl B 3TOM, €OUHMYHOM 103kl OKkojgo 100 Mr coeauHeHuss | wiam  ero
(apMaeBTUYECKON KOMIIO3WIMK [[Ba pa3a B CYTKH. B Apyrom KOHKPETHOM acmlekTe CIIoCo0
JIEUEHHUs] COCTOSIHUSI, OMHMCAHHOTO B JITAHHOM JIOKYMEHTE, BKJIIOYAeT MEepOpaibHOE BBEACHHE
eMHIYHOI 103bI OKOIO 50 Mr coenuuaeHust 1 nm ero gapmaneBTH4ECKOW KOMITIO3ULIMU YEThIpe
pa3a B CyTKH. B KOHKpPETHBIX acrekTax Crnoco0 JIeYeHHsI COCTOSHHSI, OMMCAHHOTO B JaHHOM
JOKYMEHTE, BKJIFOYAeT MepopaiibHOE BBeAeHHE CYOBEKTY, HYKIAIOIIEMYCsl B 3TOM, €IUHHYHOM
o361 0T 0K0JIo 100 Mr o okojio 250 mr, ot okoio 150 mr go okoo 250 mr, ot okoso 175 Mr mo
oko0j10 250 mr, ot okoi0 200 Mr go okono 250 mr uiau ot okoao 200 Mr mo okoJyio 225 mr
coenuHeHus | win ero papManeBTUYECKON KOMITO3HUIIUY IBA Pa3a B CYTKH.

B HexoTophIX acnekTax crnocod JeueHus COCTOSIHUSI, OMMMCAHHOTO B IAHHOM JOKYMEHTE,
BKJIIOYAET BBEICHUE J03bl COeMUHEHHUs | wim ero ¢apMameBTHYECKON KOMITO3HMIIUU, KOTOpast
BBIPAJKAETCS. KAK MI' HA KBAAPATHBIA MeTp (MI/M”). YKasaHHbIE MI/M” JUISl COGIMHEHHs MOYHO
OTIpPENENIUTh, HATIPUMED, MyTeM YMHOKeHUs pakTopa mpeoOpa3oBaHUs IJisl JKHBOTHOTO Ha JTO3Y
y JKHBOTHOTO B MI" Ha KIJIOTPaMM (MI/KT) JUIsl TIONY4EeHHs! 103bl B MI/M” JUIsl SKBHBAJICHTA 103bI Y
yenoBeka. [[iist 3asiBOK B peryIHpyrOIIre OpraHbl Ha peructpanuio FDA MoxkeT pekOMeHI0BaTh
crenyromue ¢akropel npeoOpasoBanms:  Mpmmb=3, Xowmsk=4,1, Kpsica=6, Mopckas
ceunka=7,7. (mo nauHbM Freireich et al., Cancer Chemother. Rep. 50(4):219-244 (1966)). Poct
U BEC 4YeJIOBEKAa MOTYT OBbITh UCIOJIB30BAHBI JIsl pacyueTa IOl TOBEPXHOCTH TeJla YeIOBeKa
¢ ucrnosb3oBaHueM (opmyibl bolima miomanu MOBEPXHOCTH Tena. B KOHKPETHBIX acHeKTax
crocob JieuyeHus1 COCTOSIHUS, OMMMCAHHOTO B JAHHOM JIOKYMEHTE, BKIJIIOUAeT BBEEHUE CyOBEeKTy,
HY’KIAIOIIEMYyCsl B 3TOM, COEIMHEHUsI WK ero (apMaLeBTHYECKON KOMITO3ULIMU B KOJUYECTBE,
KOTOPOE HAXOIMTCS B auanasoHe ot okono 0,1 mr/m® mo okomo 1000 mr/m* mm moGoii
UATa30H MEXy HIUMH.

JIpyriue HeOrpaHWYHMBAKOLINE MPUMEPHBI 103 COeAMHEHUs | wiu (apManeBTHYECKOU
KOMITO3HUIIMH, KOTOPbIE MOXHO MPUMEHSTh B CHOCO0aX JIeUeHHs] COCTOSIHMSI, OIMHUCAHHOTO B
JAHHOM JOKYMEHTE, BKJIFOYAIOT KOJUYEeCTBA B MI Ha KI' Macchl cyObekTa uiau obOpasuma. B
OMpENENICHHBIX AaCMeKTax Croco0 JieYeHUs COCTOSIHHS, OIMUCAHHOTO B JaHHOM JOKYMEHTE,
BKJIIOYAET BBEACHHE CYyOBEKTy, HYXKHAIOIIEMYyCsl B 3TOM, JO3bl COEOUHEHUs | WM ero
(bapMaleBTHYECKON KOMITO3MIIUU, KOTOpasi HAXOAUTCS B nuamnazoHe oT okosio 0,001 mr/kr mo
okosio 500 mr/kr, ot okoso 0,01 mr/kr mo okono 500 mr/kr, oT okoyio 0,1 mMr/kr 1o okosio 500
MI/KT, OT 0K0Jio 1 Mr/kr no okoso 500 mr/kr, oT okono 10 mMr/kr 10 okojio S00 MI/KT, OT OKOJIO
100 mr/kr mo okono 500 mr/kr, ot okojo 150 mr/kr no okojio S00 mMr/kr, ot okoJyio 250 Mr/kr 10
okosio 500 Mr/kr umu ot okoJyio 300 Mr/kr 10 okojo 500 mr/kr. B HEKOTOPBIX acmekTax Crocod
JICUEHUS] COCTOSIHUS, OIMMCAHHOTO B JAHHOM JOKYMEHTE, BKIIIOYAeT BBEACHHE CyOBEKTY,
HY>KIAIOIIEMyCsi B 3TOM, HO3bl coenuHeHuss | wim ero (apManeBTUYECKONW KOMITO3UIUH,
KOTOpasi HaXoauTcsi B nuamnaszoHe ot okojo 0,001 mr/kr mo okosno 100 mr/kr, ot okono 0,001
MI/KT 10 0kojio 50 mr/kr, ot okojio 0,001 Mr/kr go okosio 25 mr/kr, ot okojio 0,001 Mr/kr mo

okos10 10 mMr/kr, ot okoj10 0,001 mr/kr mo okoso 5 mr/kr, ot okojio 0,001 mr/kr 1o okoso 1 mMr/kr
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unn ot okojo 0,001 mr/kr mo okono 0,01 mr/kr. B coOTBETCTBUM C HAaHHBIMH acCleKTaMH
yKa3aHHas 1032 MOKeT OBITh BBEIEHA ONIMH pa3, ABa pas3a WA TPHU paza B CYTKH, Yepe3 NIeHb,
WJIM OJIMH Pa3 WJIK JIBa pa3a B HENEJI0, U YKa3aHHYIO J03Y MOKHO BBOJIUTH NEPOPAIIBLHO.

B omnpeneneHHbIX acrekTtax Ccrnocod JeYeHUs COCTOSHUSI, ONFCAHHOTO B JIaHHOM
JIOKYMEHTE, BKJFOYAET BBEACHUE CYOBEKTY, HYKIAIOIIEMYCsl B 3TOM, JO3bl COeIUHEHUsT | Hin
ero (apMaleBTHYECKONM KOMIIO3HIIMHU, KOTOpasi HAXOAUTCS B nuamna3one ot okoso 0,01 Mr/kr no
okosio 100 mr/kr, ot okojo 0,01 mr/kr g0 okojo 50 mr/kr, oT okono 0,01 Mr/kr mo okono 25
Mr/kr, ot okoJio 0,01 mr/kr 10 0okoj0 10 mMr/kr, ot 0koj10 0,01 MI/Kr 10 OKOJIO 5 MI/KT, OT OKOJIO
0,01 mr/kr go okosno 1 mr/kr wiu ot okojo 0,01 mr/kr mo okono 0,1 mr/kr. B HekoTOpbIX
aCrmeKTax Croco0 JIeYeHHsI COCTOSIHUS, OMMCAHHOTO B JAHHOM JIOKYMEHTE, BKJIIOUAET BBEICHUE
CyOBEKTYy, HYKHAIOIIEMyCss B 3TOM, I03bI coenuHeHuss | wnm ero (QapmaneBTUYeCKOM
KOMITO3HIINH, KOTOpasi HAXOAUTCS B quamna3oHe oT okoyio 0,1 mr/kr no okojo 100 mr/kr, ot
okos0 0,1 Mr/kr 1o okojo 50 mr/kr, ot okojo 0,1 mMr/kr 1o okojio 25 mr/kr, ot okono 0,1 Mr/kr
10 okosio 10 mr/kr, ot okojo 0,1 Mr/kr 10 okosio 5 Mr/kr, ot okosio 0,1 MI/Kr 10 OKOJIO 4 MI/KT,
ot okoJio 0,1 Mr/kr 1o okojo 3 Mr/kr, ot 0okojo 0,1 Mr/kr o okosio 2 Mr/kr, oT okosio 0,1 mr/kr
1o okoso 1,5 mr/kr, ot okono 0,1 mr/kr no okojo 1,2 mr/kr, ot okoso 0,1 mMr/kr mo okojo 1
MI/KT Wik oT 0kojo 0,5 Mr/kr go okojo 1,5 mr/kr. B COOTBETCTBMM C JaHHBIMH ACIEKTAMHM
yKa3aHHas 1032 MOKeT OBITh BBEIEHA ONIMH pa3, ABAa pas3a WM TPHU pa3a B CYTKH, Yepe3 NIEHb,
WJIA OJIVH Pa3 WJIK JBA Pa3a B HEAEIIO, U YKa3aHHYIO JO3Y MOKHO BBOJIUTD NEPOPATTBHO.

B KOHKpEeTHBIX acmeKkTax crocod JIeUeHUst COCTOSIHUS, ONMMCAHHOTO B JAHHOM JOKYMEHTE,
BKJIIOYAET MEpPOpaIbHOE BBENEHUE CYOBEKTy, HYKIAIOUIEMYCsl B 3TOM, A03bl COSAUHEHHs | min
ero (apmaneBTHdeckoi komMrno3uuuu ot okoyio 0,1 Mr/kr 1o okojo 5 mr/kr, ot okojio 0,1 Mr/kr
10 0K0JI0 4 Mr/kr, oT 0koj0 0,1 MI/Kr 10 oKkoyio 3 MI/KT, OT 0K010 0,1 MI/KT 10 OKOJIO 2 MIY/KT,
oT okoj0 0,5 MI/KT 10 OKOJIO 2 MI/KT WM OT OKOJo 1 Mr/kr no okosno 1,5 mr/kr nBa pasa B
CyTKH. B omnpeneneHHbIX acrekTax CHoco0 JieYeHUs COCTOSHHSI, ONUCAHHOTO B IaHHOM
JOKYMEHTE, BKJIIOYAET MepopajibHOE BBEACHUE CYOBEKTY, HYKIAIOIEMYCS B 3TOM, JO3bI
coenuHeHus 1 wiu ero ¢apmaneBTudeckoil kommnozunuu okono 0,1 mr/kr, okosno 0,2 Mr/kr,
okos0 0,3 mr/kr, okono 0,4 mr/kr, okojo 0,5 mr/kr, okoso 0,6 mr/kr, okoso 0,7 mr/kr, okojo 0,8
MI/KT, 0KoJio 0,9 Mr/kr wiu okoyio 1 MI/Kr aBa pasa B CyTKU. B onpeneneHHbIX KOHKPETHBIX
acmeKTax Croco0 JieueHUs COCTOSIHUS, OIMCAHHOTO B JIAHHOM JOKYMEHTE, BKJIFOYAeT
NepopaibHOEe BBEIEHHE CYyOBEKTy, HYXKHAIOIIEMyCs B 3TOM, JO3bl COENMHEHUs | WM ero
bapmaneBTHYeCKO KoMno3uuu okojio 1,1 mr/kr, okono 1,2 mr/kr, okojo 1,3 mr/kr, okono 1,4
Mr/kr, okoJsio 1,5 mr/kr, okoso 1,6 Mr/kr, okono 1,7 Mr/kr, okono 1,8 Mr/kr, 1,9 MI/KT WM OKOJIO
2 MI/KT 1Ba pas3a B CyTKH.

B KOHKpeTHBIX acmeKkTax crocod JieueHUst COCTOSIHUS, OIMMCAHHOTO B JAHHOM JOKYMEHTE,
BKJIIOYAET BBEIEHUE CyOBeKTy, HYXKHAOIEeMyCsi B OTOM, COEIMHEHHs | WIH ero
(hapMaeBTUYECKON KOMIIO3UIINH MPHU JO3HPOBKE, KOTOpasi JOCTUTAET LIEJIeBOM KOHLIEHTPALUU B
TIa3Me yYKa3aHHOTO COENMHEHHUs] Y CyObeKTa C OMyXOJIEBbIM WJIM HEOMYyXOJEBbIM COCTOSIHUEM
WIH Yy MOIEIN Ha >XWUBOTHBIX (Hanpumep, MOAENW HAa >KUBOTHBIX C TPEIBAPHUTEIBHO

YCTAHOBJIEHHOH OIyXOJIBIO 4elloBeka). B ompeneneHHOM acnekte criocod JieueHusi COCTOSIHUS,
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OMHMCAHHOTO B JaHHOM JOKYMEHTE, BKIIFOYAeT BBEACHHE CYOBEKTY, HYKIAIOIIEMYCS B 3TOM,
coenuHeHust 1 win ero apmaneBTHYeCKOW KOMIO3UIMH MPH JO3UPOBKE, KOTOPAst JOCTUTAET
L[eJIEBON KOHLIEHTPALUH B IJIa3Me YKA3aHHOTO COCUHEHUs], KOTOpasi HAXOAUTCS B AMANa30He OT
okoso 0,001 mkr/mia go okoso 100 mr/mi, ot okoso 0,01 Mxr/mi 1o okosio 100 Mr/mi, OT OKOJIO
0,01 mkr/min no okosio 10 mr/mn, ot okosio 0,1 mMxr/mi 1o okosio 10 mr/mi, ot okono 0,1 MKr/mi
10 okojio 500 mkr/mi, ot okosio 0,1 Mkr/mi x0 okoso 200 mkr/mi, ot okosio 0,1 MKr/min 1o
okoyio 100 Mxr/mi wiu oT okojio 0,1 MKI/MJT 10 OKOJIO 75 MKI/MJ y CyOBeKTa ¢ OMyXOJIEBbIM
WM HEOMyXOJIEBbIM COCTOSHUEM WM Y MOIEIM Ha >KUBOTHBIX (Hanpumep, MOAeNu Ha
JKUBOTHBIX C MPEIBAPUTENBHO YCTAHOBJIEHHOHN OMyXOJIbIO HejioBeka). B KOHKPETHBIX acrekTax
crocod JieYeHUs] COCTOSTHUS, OMUCAHHOTO B JAHHOM JIOKYMEHTE, BKJIFOYAaeT BBEACHHE CYOBEKTY,
HYKIAIOIIEMyCsl B 3TOM, coequHeHuss | wiu ero (apMaleBTHYECKOH KOMIIO3HIIMU IPH
IO3UPOBKE, KOTOpasi NOCTUTAaeT KOHIEHTPALMH B TUIa3ME€ YKA3aHHOTO COEIUHEHHsS, KOTOopas
HAaXOMUTCsI B aAuamna3oHe oT okoyio 0,1 mkr/mu 1o okojo 50 mkr/mi, ot okoao 0,1 MKr/mia mo
0K0J10 25 MKr/mit, ot okoo 0,1 MKI/Mi 70 0koo 20 MKI/MJI MJIM OT OKOJIO 5 MKI/MJT 10 OKOJIO
10 mkr/mi y cyObekTa C OMyXOJIEBBIM WM HEOMyXOJIEBBIM COCTOSSHHEM WJIH y MOJAENTU Ha
JKUBOTHBIX (Hanpumep, MOAENU Ha *KUBOTHBIX C MPEABAPUTENIBHO YCTAHOBJICHHOW OMyXOJBIO
yenoBeka). Jlms JOCTHKEHHMs TaKWX KOHLEHTpalUWd B IUIa3Me COeAWHEeHHe | Wik ero
(apManeBTUIECKYIO0 KOMITO3UIIMIO MOXKHO BBOAMTD IPH 103aX, KOTOphIe BapbupyroTces ot 0,001
Mkr a0 100000 mr, B 3aBUCUMOCTM OT NyTH BBEAEHUs. B OmnpeneneHHbIX acnekTax
MOCJIEAYIOIINE 03l COEANHEHHsI | MOTYT OBbITh OTPEryJIMPOBaHBI COOTBETCTBEHHO Ha OCHOBE
KOHLIGHTpaLUH B IJIa3Me YKa3aHHOI'O COEANHEHUS, JOCTUTHYThIX C UCXOAHBIMU J103aMH TaHHOTO
COEIUHEHHUsI WK ero (papMaleBTUIECKON KOMITO3ULUH, BBEICHHBIX CYOBEKTY.

B KOHKpeTHBIX acreKkTax Croco0 JieUeHUs] COCTOSIHUS, OMMCAHHOTO B JAHHOM JTOKYMEHTE,
BKJIFOYAET BBEIACHUE CyOBEKTy, HyXJAIOLIeMyCcsi B OTOM, COEOUHEHUs | Win ero
(apManeBTHYECKON KOMIIO3HLIMH TPU TO3UPOBKE, KOTOPAsi JOCTUTAET LIEJIeBON KOHLIEHTPALMH B
mwiasme DHODH y cyObekTa ¢ OnyxoJieBbIM WJIH HEOMYyXOJIEBBIM COCTOSIHUEM HJTH Y MOJEH Ha
JKUBOTHBIX (Hanpumep, MOAETU Ha KUBOTHBIX C IMPEIBAPUTENLHO YCTAHOBJICHHOW OMyXOJIbEO
4yelioBeka). B ompeneseHHOM acrekTe croco0 JieYeHHsl COCTOSIHHSI, OMUCAHHOTO B JTAHHOM
JOKYMEHTE, BKJIFOYAaeT BBENEeHHE CYyOBEKTy, HYKNAIOIEMYCsS B 3TOM, COSOUHEHHs | Wi ero
(hapMaleBTUYECKON KOMIO3HUIIMH MPU JO3UPOBKE, KOTOPasi JOCTUTAET LEIeBONM KOHLIEHTPAINH B
miasme DHODH, xotopast HaxoauTtest B auamnasone ot okoyio 0,1 nr/mi go okono 100 mr/mi, ot
okojio 0,1 nr/ma go okono 1 mr/mi, ot okojo 0,1 nr/mi 1o okoso 500 mkr/miu, ot okono 0,1
nr/mia 10 okosio S00 Mkr/mi, ot okoso 0,1 mr/mi 1o okono 100 MKI/MIT UK OT OKOJIO 4 TIr/MJI 10
okosio 10 MKr/mi y cyObeKkTa COCTOSIHUEM, OMUCAHHBIM B JAHHOM JOKYMEHTE, I MOJIEIH Ha
JKUBOTHBIX (Hanpumep, MOAENTU Ha *KUBOTHBIX C MPEABAPUTENIBHO YCTAHOBJICHHOW OMYXOJBIO
yenoBeka). JUis MOCTHKEHHMs TaKWX KOHLEHTpAaUud B IJIa3Me COeAMHEeHWe | Wi ero
(hapMaLeBTHYECKYO) KOMITO3UIIUIO MOKHO BBOAHUTH MPHU 033X, KOTOPbIe BapbupyroTcs oT 0,1 mr
1o 100000 mr, B 3aBUCUMOCTH OT MYTHU BBEAEHHs. B omnpeneneHHbIX acnekTax MOCIEAYIoLIne
1036l coequHeHusi 1 wim ero ¢papManeBTUYECKOW KOMITO3ULIUU MOTYT OBITh OTPEryJHUPOBaHbI

COOTBETCTBEHHO Ha OCHOBe KoHLeHTpauuil B mnasMe DHODH, noCTUrHYTBIX ¢ MCXOIHBIMU
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J03aMH JAHHOTO COEIMHEHUS WK ero (hapMaleBTHUECKOH KOMITO3ULINHY, BBEICHHBIX CYOBEKTY.

B omnpeneneHHbIX acrekTax Ccrnocod JIe€YEHUs COCTOSHUSI, ONFCAHHOTO B JIaHHOM
JOKYMEHTE, BKJIFOYAaeT BBEICHHE CYOBEKTYy, HYXKAAIOIIEMyCsl B 3TOM, COCOUHEHHUs | Wiu ero
(dapmManeBTUUECKON KOMITO3UIIH TIPH TO3UPOBKE, KOTOPAsi JOCTUTAET JKEJIAeMbIX COOTHOLIEHHI
KOHIIEHTPALlM! B TKaHU C KOHIEHTpaluedl B IUIa3Me YKa3aHHOIO COEAMHEHHsI MO JaHHBIM
OTIpeNeNeHus], Hanpumep, ¢ TIOMOLIBIO JIIOOBIX METOAMK BU3YyaHM3allMH, U3BECTHBIX B JaHHOMN
00J1aCTH TEeXHUKH, TAKHX KaK ayTopanuorpadus BCero Teia, y CyObeKTa ¢ OMyXOJEeBbIM HIIU
HEOIyXOJIEBBIM COCTOSTHUEM HJIM Y MOJIENIA Ha JKUBOTHBIX (TaKOW KaK MOJENb Ha JKUBOTHBIX C
MIPeIBAPUTENILHO YCTAHOBJICHHON OMyXOJIbIO YeJIOBEKa).

B HEKOTOpBIX acmekTax Crnocod JieueHus COCTOSTHUS, OMMUCAHHOTO B TAHHOM JOKYMEHTE,
BKJIFOYAET BBEIECHUE CYOBEKTY, HYXKJAIOLIEMyCsl B 3TOM, OJHOW WiH Oojiee 103 3(PEKTUBHOTO
KOJMYecTBa CcoenuHeHuss | wiu ero (QapManeBTUYECKOW KOMIIO3UIMH, TAEe YKa3aHHOE
3¢ pexTUBHOE KOIMYECTBO MOMKET HJIM HE MOXKET OBbITh ONWHAKOBBIM JUIsl KaKIOW HO3bl. B
OTIpEEeNICHHBIX aCMEeKTaX MEePBYIO 03y COeMUHEHUs | Win ero ¢papMareBTHIeCKOH KOMITO3UIIHH
BBOAST CYOBEKTY, HYKIAIOIIEMyCsl B 3TOM, B TEUEHHE MEPBOTO MEpPHOAa BPEMEHH, a 3aTeM
BTOPYIO 103y COeOUHEHUsI | BBOAST CyOBEKTY B TEUSHHE BTOPOTO MEPUOIa BpeMeHH. Y Ka3aHHasI
nepBasi 1032 MOXKeT ObITh OOJIbINEH, YeM yKa3aHHas BTOpas N103a, WIM JaHHAs TMepBas J03a
MOJKET OBbIThb MEHbBIIEH, YeM aaHHas BTopas no3a. CyObeKTy, Hy»KAAIEeMyCsi B 3TOM, TaKXKe
MO3KHO BBOJIUTB TPETBIO J03Y COSOUHEHHs | B TeUE€HHE TPEThEro Neproaa BPEMEHH.

B HekoTOpBIX acmekTax, pasMepbl IO3MPOBKH, OIMUCAHHBIE B HTAHHOM JIOKYMEHTE,
OTHOCSITCST K OOILIeMy BBEIEHHOMY KOJHYECTBY, TO €CTh, €CIM BBEIEHO OoJjiee OIHOTO
COCUHEHHs, TO B HEKOTOPBbIX acCleKTaX YKa3aHHbIE JO3MPOBKH COOTBETCTBYIOT OOLIEMY
BBEJIEHHOMY KOJIMYECTBY. B KOHKPETHOM acreKkTe MepopasibHble KOMIIO3ULIUU COHAEP’KaT OT
okoJ10 5% 10 okono 95% coenuHeHuUs MO Macce.

[TponOKUTENBHOCTS BPEMEHH, B TEYEHHE KOTOPOro CyOBEKTYy BBOIST coeAuHeHue |
WK ero (papMareBTHYECKYI) KOMITO3UIIHIO B COOTBETCTBUHU CO CIIOCOOAMU JIEYeHHsI COCTOSHUS,
OMKMCAHHOTO B JaHHOM JOKyMeHTe, OyJer TMepuoIOM BPEMEHH, KOTOPBIH oOmpeneseH
s dexTuBHBIM. B omnpeneneHHbIX acmeKkTax Croco0 JIeYeHHsI COCTOSIHUS, OMMMCAHHOTO B JIAHHOM
JOKYMEHTE, BKIIIOUAeT BBeIEHUE coenuHeHuss | uiu ero (apManeBTUYeCKOW KOMIIO3HMIIMU B
TeYeHHe MEePUOaa BPEMEHHU, MOKA TSHKECTh W/HIIM KOJUYEeCTBO OJHOTO WU 0oJjiee CHMIITOMOB,
CBSI3aHHBIX C YKa3aHHBIM OMYXOJIEBbIM MUJIH HEOMYXOJIEBBIM COCTOSTHHEM, CHIKAETCSI.

B HekoTOphIX acnekTax crnocod JeueHus: COCTOSIHHSI, OMMMCAHHOTO B TAHHOM JOKYMEHTE,
BKJIIOYAET BBEACHHE COeqHEeHMs | niu ero hapManeBTHIeCKONH KOMITO3UIUHN B TEUEHUE BILIOTh
no 48 Hemenp. B apyrux acmekTax Croco0 JIeYeHHs COCTOSHUS, OMUCAHHOTO B JIaHHOM
OOKYMEHTE, BKJIIOYAeT BBEACHHE coenuHeHuss | wim ero ¢apManeBTUYeCKOW KOMITO3UIUH
BIUIOTh 10 4 Henenb, 8 Hemenb, 12 Henmenb, 16 nenens, 20 Henens, 24 nenenu, 26 Hepens (0,5
roga), 52 wenenu (1 rox), 78 venens (1,5 roxa), 104 nenenu (2 roxa), 130 Henens (2,5 roxa) unmm
Obonee. B ompeneneHHbIX acmekTax CHOCOO JIEYEHHUsT COCTOSIHUSI, OIMCAHHOTO B JAHHOM
JOKYMEHTE, BKIJIIOUaeT BBEIEHHE COequHEeHus | uiu ero apManeBTUYECKOW KOMIIO3HIHH B

TCUCHUE HCEOIPCACIICHHOrO Mnepuoaa BpEMCHU. B HEKOTOPBIX aCIEKTax croco0 JedeHust



34

COCTOSIHMsI, ONIMCAHHOTO B JAHHOM JOKYMEHTE, BKJIOYAeT BBEIACHUE COCAUHEHHs | uimum ero
bapmaneBTUIECKOH KOMIIO3ULMM B TEUEHHE IEepPUOJia BPEMEHH C MOCIEAYIOIUM IMEPHOAOM
oTAbIXa (Mo ecmvb, TEPUOAOM BPEMEHM, KOIZla YKa3aHHOE COeNUHEHHE He BBOIAT) Iepen
BO300OHOBJIEHUEM BBEIIEHUsI YKA3aHHOI'O COEIMHEHUs WU €ro (hapMalieBTUYeCKOH KOMIO3HLIUY.
B KOHKpeTHBIX acmekTax croco0 JeueHHsl COCTOSHUS, OMMCAHHOTO B JaHHOM JOKYMEHTE,
BKJIIOYAET BBEICHHE COEAMHEHMS WJIM ero (papMaleBTUYeCKOW KOMIO3WIMM B LUKJIAX,
Hanpumep, 1-HeAeNbHbIX LUKJIAX, 2-HENEJIbHbIX LMKJIAX, 3-HEAENbHBbIX LUKJAX, 4-HeNeJbHbIX
LUKJIaX, S-HeNeNbHbIX LUKJIaX, O-HENENbHBbIX LMKJIAX, 8-HENENbHbIX LMKJIAX, 9-HEeAEeIbHBIX
uukiax, 10-HemenpHBIX IUKJAX, 11-HemeNnbHbIX IUKIAX WX 12-HemenbHbIX LHKJAX. B Takux
LUKJIaX coequHeHue | mim ero ¢gapMareBTHYECKyI0 KOMITO3ULMIO MOJKHO BBOIUTBH ONUH Pas,
IBa pasa, TPU pasza WM YeTbIpe pa3a B CYTKU. B ONpeneneHHbIX acmeKkTax CrIoco0 JIeYeHUs
COCTOSIHMsI TPENCTATENbHON JKeNe3bl, MNPEACTABICHHOIO B JAHHOM JOKYMEHTE, BKIIIOYAeT
BBEJICHUE COeAMHEHUs | i ero ¢apMaleBTHUECKOW KOMIIO3MLMHU JBa pa3a B ACHb B 4-
HEJENbHBIX LIUKIIAX.

B xOHKpETHBIX aCneKTax yKa3aHHbIN MEPUOA BPEMEHU BBEIECHUs COeNUHEHUs 1 muim ero
(bapManeBTHIECKOH KOMITO3UIIMA MOXKET OBITh NMPOAMKTOBAH OIHUM WM Ooliee MapaMeTpoB
MOHUTOpHHTa OnoMapkepos, nanpumep, konnenTpauun DHODH wnu npyrux aHrHOT€HHBIX HITH
BOCTIAJIUTENIbHBIX MEIUATOPOB (HANIPUMEP, IUTOKMHOB WIJIM MHTEPJIEHKUHOB, Takux kak WMJI-6
wi NJI-8); pa3mepa, KpOBOTOKA MJIM META0OIM3Ma OIyXOJIH, MEPUTYMOPATBHOTO BOCHAJICHHS
UM OTeKa. B ompeneneHHbIX acneKkTax yKa3aHHbBIA NEePUOJA BPEMEHU BBEIEHUs COECOUHEHHUs |
WK ero ($papMaleBTHUIECKON KOMITO3UIIMH MOKET ObITh CKOPPEKTHPOBAH HA OCHOBE OTHOTO WU
Oonee mapaMeTpoOB MOHHUTOpPUHIa, Hanpumep, KoHueHtpauun DHODH wmm npyrux
AHTMOTEHHBIX WJIM BOCHAJIUTENBHBIX MEANATOPOB (HANpUMep, [IUTOKHMHOB WJIM UHTEPJIEHKHHOB,
takux kak MJI-6 wmm MJI-8); pasmepa, KpoBoTOKa wWinM MeTaboNM3Ma ONyXOJdH; W/WIH
NEPUTYMOPAIBHOIO BOCIIAJIEHUS UJIU OTEKa.

B omnpeneneHHBIX acmekTax B COOTBETCTBHU CO CIIOCOOAMH JIEYEHUS] COCTOSHUS,
OMUCAHHOTO B JaHHOM JIOKYMEHTe, coefuHeHue | min ero gapManeBTHYeCKyr) KOMITO3ULIHIO
BBOIAT CYyOBEKTY, HYXKAAIOIIEMYCS B 3TOM, /10, OIHOBPEMEHHO WJIHM TIOCHIE enbl (Hanmpumep,
3aBTpaka, odena Win y>K1Ha). B KOHKPETHBIX aCMEKTax B COOTBETCTBHH CO CIIOCOOAMU JICUEHHSI
COCTOSIHUS, OMHMCAHHOTO B JAHHOM JOKYMEHTE, COoequHeHue | uiam ero (apMaleBTHUECKYHO
KOMITO3UIIHIO BBOISAT CYOBEKTY, HYKAAOIIEMYCSI B 3TOM, YTPOM (Hanpumep, OT 5 4acoB yTpa A0
12 yacoB nHs1). B onpeneneHHbIX acneKkTax B COOTBETCTBHH CO CIIOCOOAMU JIEUEHUS] COCTOSTHHUS,
OMHCAaHHOTO B JaHHOM JIOKYMEHTe, coennHeHne | mim ero GpapManeBTHYECKYI) KOMITO3ULIHIO
BBOIAT CyOBEKTY, HY)KIAOIIEMYCsl B 3TOM, B MOJIAEHD (1. e., 12 "acoB aus). B onpeneneHHbIx
acrieKTaX B COOTBETCTBHH CO CIOCOOAMM JIEYEHUs COCTOSIHUS, ONMCAHHOTO B IaHHOM
IOKyMeHTe, coeanHeHue | wmimm ero (apMaleBTUYECKYH0 KOMIIO3UIMIO BBOJAAT CYOBEKTY,
HY>KIAIOLIEMYCsI B 3TOM, Tocie obena (nanpumep, oT 12 4acoB IHS 10 5 4acOB Bedepa), BEUEPOM
(nanpumep, OT 5 4acOB Beuepa 10 BPEMEHHU CHA) U/UJIH MEPea CHOM.

B KOHKpeTHBIX acnekTax A03y coequHeHus | mimm ero (apManeBTHUECKOH KOMITO3ULUH

BBOJIAT CYOBEKTY OAMH pa3 B CYTKH, JIBA Pa3a B CYTKH, TPH pas3a B CYTKH, OJUH pa3, Ba WIH TPU
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pasza depe3 AeHb (Mo ecnmv, B YepeAyIOIIUEecs: THHU), ONUH pa3, IBa pa3a WA TPU pa3a KaxKIble
J1Ba [IHsI, OJIMH pas3, [1Ba pas3a WM TPU pas3a Kaxable TPU AHS, OAWH pa3, ABA pa3a WU TPU pasa
Ka)XZ1ble YeThIpe AHS, OAUH pa3, 1Ba pa3a WM TPU pas3a KakIble NATb JHEW, OAUH pas, Ba pasa
WJIY TPU Pas3a B HEAEIIO, Pa3 B IBE HEAEIU UJIU €KEMECSYHO.

KomOuHupoBaHHast Tepamnusi

B 1aHHOM J[OKyMeHTe TpeACTaBIeHbl KOMOWHMPOBAHHBIE TEpamuu JJIsl JICUSHHSI
COCTOSIHMSI, OTIUCAHHOTO B JAHHOM JOKYMEHTE, KOTOpbIE BKJIIOUAIOT BBEIAEHUE COeNUHEHUs | B
KOMOWHALIMK C OJTHOM WK 00Jiee TOMOJHUTENbHBIX TePANUil CYOBEKTY, HYKIAIOIIEMYCsl B TOM.
B KOHKpeTHOM acreKkTe B JAHHOM JOKYMEHTE MpPeCTaBJIeHbl KOMOWHUPOBAHHBIE TEPAITUU IS
JIEYEHUsI COCTOSIHMS, OINMHCAHHOTO B JAaHHOM JOKYMEHTE, KOTOpbIE BKJIIOYAIOT BBEAEHUE
3 (pexTUBHOrO KONWYECTBA YKA3aHHOTO COENMHEHUs B KOMOMHAaUMU C 3(hGEeKTHBHBIM
KOJIMYECTBOM JPYTOH Tepanuu CyObeKTy, HyKIAIIEMYCsl B 3TOM.

Kak wucnomp3yercs B NaHHOM JOKYMEHTe, TEPMUH «B KOMOWHAIUW» OTHOCHUTCS, B
KOHTEKCTE BBEICHUS COCAMHEHUs, K BBEACHUIO COEAWHEHMsS 10, OJHOBPEMEHHO WJIU MOCIE
BBEJICHUs] ONHOHN win OoJiee JOMONHHUTEIBHBIX Tepanuil (HampuMep, areHTOB, XUPYPTUU WU
JY4eBOU Teparuu) JIJisl TPUMEHEHHs B JICYEHUU COCTOSTHUS, OMUCAHHOTO B IAHHOM JTOKYMEHTE.
Hcnonb3oBanne TepMHHA «B KOMOWHAIIMUY HE OTPAHHYUBAET MOPSIIOK, B KOTOPOM CYOBEKTY
BBOAST OOHO WJIM Oojiee COEAWMHEHHWH W OXHY WM Oojiee IOTMOJHUTENbHBIX Teparmuid. B
KOHKPETHBIX aCHEKTaX MHTEPBAJ BPEMEHU MEKIY BBEACHUEM COEAUHEHUs U BBEAECHUEM OJHOMU
win Oojiee JNOMONHUTEBHBIX TEPaui MOMKET MPEACTaBIsATbh cobol okojo 1-5 munyT, 1-30
MUHYT, OT 30 MuHyT 10 60 MuHyT, | 4ac, 1-2 yaca, 2-6 yacos, 2-12 gacos, 12-24 gacos, 1-2 qus,
2 nHsA, 3 nHA, 4 nHsA, S nHei, 6 mHel, 7 mHew, 1 Hememro, 2 Hexenu, 3 Henmenu, 4 Hemenu, S5
Henenb, 6 Henenb, 7 Heaeab, 8 Henenb, 9 Henenb, 10 Heaenb, 15 Henens, 20 Henenb, 26 HeneNb,
52 nwenenu, 11-15 venens, 15-20 venenn, 20-30 Henens, 30-40 Hepenn, 40-50 Henenb, 1 mecsr, 2
Mecsia, 3 mecsua, 4 Mecsma, 5 MecsieB, 6 MecsaneB, 7 mecsieB, 8 mecsues, 9 mecsues, 10
mecsites, 11 mecsie, 12 mecsiues, 1 roa, 2 roga uiau 000l Mepuoa BpeMeHH MeXIy HUMU. B
OMpENeNeHHbIX BapUAHTAX peau3alud HM300peTeHUss COeQUHEHHe W OAHy wWiu OoJjee
JOTIOJTHUTEIbHBIX TEPAIUil BBOAAT C MHTEpBAJIOM MeHee | nHs, 1 Henenu, 2 Henenb, 3 Henenb, 4
HezeJlb, OMHOrO MeCsIla, 2 MeCslieB, 3 MecsleB, 6 Mecsanes, 1 rona, 2 et Uiy S JieT.

B HekoTOpBIX acmekTax yKa3aHHas KOMOWHUpPOBAaHHAs Tepamusi, NpPEIJIOKEHHAs B
JaHHOM JOKYMEHTE, BKJIKOHAET BBEICHUE COCOMHEHUs | €XKEeAHEBHO U BBEACHHE OJHOW WU
OoJiee MOMOMHUTENBHBIX TEparuii OMUH pa3 B HENEJI0, OJWH pa3 B 2 HEAENU, OIUH pa3 B 3
HeJleNu, ONWH pa3 B 4 HeNesu, ONUH pa3 B MECsL, OJUH pa3 B 2 Mecsia (Hampumep, B OKOJIO 8
Helenb), ONMH pa3 B 3 Mecsina (Hampumep, B Okojio 12 Hexenb) Wiu OmuH pas 4 mecsmna
(marmpumep, B okono 16 Henenb). B onpeneneHHbIX acriekTax coequHeHue | u ogHy mim Oonee
JOTIOJTHUTEIPHBIX TEPANUi LHKIMIECKH BBOIAT CyObekTy. LIMKIMYeCKH MOBTOPSIFOIIASICS
Tepanusi BKJIOYAET BBEICHUE YKA3aHHOIO COEAMHEHUS B TEUEHNUE HEKOTOPOIO NEPUOIa BPEMEHU
C TMOCIeNyIIIUM BBENEHHEM OAHOW win Oojiee JOMOJIHUTENBHBIX Teparnuii B TEYCHHE
HEKOTOPOI'0 BPEMEHU U MOBTOPEHHUE AAHHOIO MOCAEAOBATEIBbHOIO BBeAEHUs. B onpeneneHHbIx

ACIICKTaX HHUKIINYCCKU IMOBTOPANOLIAACA TCpaliusd TaKXE MOKET BKIIHOYAThb IMEPHUOA OTAbIXA,
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KOTZla VKa3aHHOE COEAMHEHHE WM JIONOJHUTENbHYI0 TEParui He BBOIAT B TEYEHHE
OTIpeIeNIEHHOTO TIeproNia BpeMeHu (Hampumep, 2 aHel, 3 qHel, 4 nHel, 5 nHeit, 6 nHel, 7 nHel,
1 memenn, 2 Hexenb, 3 Henenb, 4 Hexelnb, 5 Heaenb, 10 Hemenb, 20 Hexenb, 1 Mecsia, 2 MECsIIEB,
3 Mecs1eB, 4 MecsIIEeB, S MecsleB, 6 MecsleB, 7 MecsieB, 8 MecsneB, 9 mecsien, 10 mecsies, 11
Mmecsies, 12 mecsies, 2 et uiak 3 jer). B ogHOM acnekTe yka3aHHOE KOJHYECTBO IHKJIOB
BBEJIEHIs peAicTaBisieT coboit ot 1 mo 12 mmkiios, ot 2 10 10 ukioB wim ot 2 10 8 IUKJIOB.

B HEKOTOpPBIX acmekTax yKa3aHHbIE CIIOCOOBI JIEYEHHsI COCTOSIHUSI, OTIMCAHHOTO B IAHHOM
JOKYMEHTE, BKJIOUAIOT BBEIACHHE COCAMHEHUs | B KavyeCcTBe HMHIWUBUIYAJbHOTO areHTa B
TEYCHHE TMepHoa BPEMEHH OO BBEIEHUS YKA3aHHOTO COEOUHEHHs B KOMOHMHALMU C
JOTIONIHUTENIBHON Tepamueli. B omnpeneneHHBIX acmekTax YKa3aHHbIe CIOCOObI JIEYEeHUs
COCTOSIHUSI, ONMCAHHOTO B JIAHHOM JOKYMEHTE, BKJIFOYAIOT BBENEHHE TOJIKO JOMOJHHUTEIBHOM
TEpaIruy B TEUEHHE MepUOa BPEMEHHU O BBEACHUS COeNUHEeHHs | B KOMOMHALIMH C YKa3aHHON
T ONOJIHUTEIbHON Teparuen.

B HEKOTOpBIX acmeKTax YKa3aHHOE BBEIEHHE COequWHEeHHs | u oxHOW wim Oojee
JOTIONTHUTEBHBIX TEPANuii B COOTBETCTBUH CO CIIOCOOAMH, TPEACTABICHHBIMA B JAHHOM
IOKYMEHTE, HMMEIT aIAUTUBHBIA 3(PQPEKT OTHOCHUTENbHO BBENEHHS TOJBKO YKAa3aHHOTO
COEAMHEHUs] WM OXHOH WM Ooyiee MOMOJHHUTENBHBIX Tepanuid. B HEKOTOpBIX acmekTax
YKa3aHHOE BBEJEHHE COEAMHEHWs] W OAHOM wiu 0Oojee IOMOJHUTENBHBIX TEpanui B
COOTBETCTBHH CO  CIOCOOAMH, TMpPEACTABJICHHBIMH B  JaHHOM JOKYMEHTE, HMEIOT
cuHepreTHuecKuii 3pPpekT OTHOCUTENBPHO BBEACHUS TOJBKO YKA3aHHOTO COEUHEHMS UIIH OHOM
iy OoJee TOTOMHUTENBHBIX TEPAITUi.

Kax wucronmp3yercss B NaHHOM JOKYMEHTE, TEPMUH «CHHEPTeTUYECKUID» OTHOCHUTCS K
BJIMSIHHUIO BBEICHUSI COCIMHEHHs B KOMOMHALIMN C OIHOW WM 0oJjiee JOMOJTHUTENbHBIX Teparnui
(nanpumep, areHTOB), KOMOMHALMSI KOTOPBIX siBysieTcss Oosee 3(pdekTuBHON, YeM aaTuTHBHbIE
s¢dexTbl MOOBIX ABYX wiu Oojiee HMHAMBUAyaJbHBIX Tepanuii (Hanmpumep, areHToB). B
KOHKPETHOM aCIeKTe CHUHEepreTH4eckuii 3PQPeKT KOMOMHMPOBAHHOW TEpPANUH IO3BOJISIET
npuMeHeHue 0ojiee HU3KUX TO3UPOBOK (Hanpumep, CyOONTUMANIBHBIX TO3UPOBOK) COSTMHEHUS
WIA JOTOJHUTEIBHON Tepanuy, WM MEHee 4YacToe BBEINeHHE CYOBeKTY COCAMHEHUS WU
JOTIOJIHUTENBHON Tepanuu. B onpeneneHHBIX acmeKkTax CrIoCOOHOCTh HCHOJb30BaTh Oolee
HU3KHE JO3UPOBKU COCTUHEHHUS WM JOMOJHUTEIBHON Teparnuy W/Win 1Jisl BBOAUTh COSAMHEHUE
WIA YKA3aHHYIO JIOTIOJHUTENIbHYI0 TEPAIHI0 PEXe YMEHbLIAET TOKCHYHOCTb, CBS3aHHYIO C
BBEICHUEM CYOBEKTY COSNMHEHHS TN YKa3aHHON JOMOJIHUTENbHON Teparuy, COOTBETCTBEHHO,
6e3 ymeHbiieHus1 3(()EKTUBHOCTH COENUHEHMS WM YKa3aHHOW JIOTIOJIHUTENBbHOW Teparuy,
COOTBETCTBEHHO, INPH JICUEHUH COCTOSIHUS, OIMMCAHHOTO B JAHHOM JIOKYMEHTe. B HEeKOTOphIX
acrieKTax CHHepreTudeckuil 3p(eKkT MPUBOIUT K YIAYUIIEHHIO 3((HEKTUBHOCTH COCTUHEHUS U
KQXIOM M3 YKa3aHHBIX JOMOJHUTENBHBIX TEPaNui MPU JICUEHHUH COCTOSHUS, OIMHCAHHOTO B
JaHHOM JIOKyMeHTe. B HeKoTopeIXx acmekrax cuHepreTmdeckuii s¢dexkr komOMHALUH
COEAVHEHUs] W ONHON wuiaM Oojiee MOMONHUTENbHBIX Tepanuil n30eraer MWIM yMEHbIIAeT
HeOJaronpusTHbIE WM HeXenaTelbHble MOOOYHbIE 3((QeKThl, CBs3aHHBIE C NPUMEHEHUEM

m000# MHAMBUAYAIBHOMN TEPAITUHL.
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VYka3aHHYI0 KOMOMHAIIUIO COeANHEHUs | 1 OHOM min GoJiee JOTONHUTENbHBIX TeParnuii
MOXXHO BBOAHMTb CYOBEKTY B ONHOM M TOH ke (apMaLEeBTHUECKOW KOMIO3UIMU. B
aNbTEPHATHBHOM BapHaHTE YKa3aHHOE COENMHEHHE M OAHy Miau OoJiee IOMOJHUTEIbHBIX
Tepanuii MOXHO BBOAMTH CYOBEKTY OJHOBPEMEHHO B pasHbIX (papMaleBTUYECKHX
xkommnozuumsix. Coenuuenne 1 u onHy uiam Oosiee NOMONHUTENIBHBIX TEpPAIUil MOXKHO BBOIHUTD
CyOBEKTy MOCIeIOBAaTeNIbHO B Pa3HbIX (papMaLeBTHIecKuX komnosuuusax. Coenunenue 1 u oqHy
wn Oojiee NONOJHUTENBHBIX TEPAIUil TaKXKe MOXKHO BBOAMTH CYOBEKTY OJHUM M TEM XK€ WU
Pa3HBIM MMyTSMU BBEACHUSI.

KoMOuHUpOBaHHBIE Tepanuy, NPEIJIOKEHHbIE B JaHHOM JOKYMEHTE, BKIIFOYAIOT
BBEICHHUE CYOBEKTY, HYXKIAIOMIEMYyCsl B 3TOM, COequHEeHHuss | B KOMOMHALIMM CO CTaHAAPTHBIMU
WIA W3BECTHBIMU TEpANMsMU Ui JICUEHHs] COCTOSHUS, ONMCAHHOTO B JTAHHOM JOKYMEHTE.
Jlpyrue Tepanmuu COCTOSIHUS, OMHCAHHOTO B TAHHOM JIOKYMEHTE, WJIH COCTOSIHUS, CBS3aHHOTO C
HUM, TpEeIHA3HAYeHbl JUIsI KOHTPOJsS WM OOJEerdeHuss OJHOrO MM 0oJjieeé CHMITTOMOB.
CoOTBETCTBEHHO, B  HEKOTOPBHIX  AacCleKTaX yKa3aHHas KOMOWHHpPOBaHHAas  Teparus,
NpEeJIO’KEHHAst B JAHHOM JOKYMEHTE, BKJIIOUAEeT BBEIEHHE CYOBEKTY, HYKIAOIIEMYCsl B 3TOM,
00e300IMBAOIIEro WIN JPYTUX TeParui, HANPABJICHHbIX HA 00Jer4YeHne WM KOHTPOJIb OHOTO
win 0oJjiee CUMITTOMOB, CBSI3aHHBIX C COCTOSTHHEM, ONMCAHHBIM B TAHHOM JOKYMEHTE, JINOO ¢
COCTOSIHUEM, CBSI3aHHBIM C HUM.

KoHkpeTHbIe TpUMeEpBl aHTUHEOIUIACTHYECKUX areHTOB, KOTOPbIE MOKHO NMPUMEHSATDH B
KOMOMHAIIMM C COEAMHEHHEM 1, BKIIIOYAIOT: TOPMOHAJIBHBIA areHT (Hanpumep, WHTHOUTOP
apomarasbl, CeNeKTUBHBIA MOAyJsTop peuentopa scrporeHa (SERM), antaronucT penenrtopa
SCTPOreHa WJIM AHTarOHUCT AHPOTeHa), XMMHOTEPaNneBTUYeCKUN areHT (wanpumep, OIOKaTop
paz0opku MHKpOTpyOOYeK, aHTUMETaOOJHUT, MHCHOUTOpP TOMOM3OMEpasbl M CIIUBATENb WM
nospexparomuii  arent JIHK), wunruburtop anrumorenesa (wmanpumep, antaronuct DOPOC,
AHTArOHUCT  pELeNTOpa, AHTArOHUCT  MHTErpUHA, TAPreTUPYIOLIUH  COCYAbl  areHT
(VTA)/noBpesxnarommumii cocyasl areHT (VDA)), TyueByro TEparuio U CTAHIAPTHYO XUPYPIHIO.

Heorpannuuparoniyie npuMepbl TOPMOHAIBHBIX ar€HTOB, KOTOPbIE MOXKHO MPUMEHSTH B
KOMOWHAIIMM C COEAMHEHHEeM |, BKIIFOYAOT MHrHOUTOpBI apomatasbl, CMPD U aHTaroHHCTHI
peuenTopa 3cTporeHa. ['OpMOHaJIbHbBIE areHThl, KOTOPbIE MPEACTABISIIOT COOOW HHTUOUTOPHBI
apomarasbl, MOTYT OBITh CTEPOMIHBIMU HJIM HECTEPOMOHBIMU. HeorpaHuumparouiye mpuMepsl
HECTEPOUIHBIX FOPMOHAJIBHBIX areHTOB BKJIIOYAIOT JIETPO30JI, aHACTPO30JI, AaMHHOTIYTETHMUL,
¢danpozon u Boposoin. HeorpaHuumparouyie mpuMepbl CTEPOHIHBIX T'OPMOHAIBHBIX areHTOB
BKJTIOYAKOT apOMAaCHH (3K3eMecTaH), (OpMeCTaH U TeCTOJNIAKTOH. HeorpaHMYuBaromue npuMephbl
TOPMOHAJIBHBIX areHTOB, KOTOpbIe NpeacTaBsitoT cobori CMPD, BrmoYaroT TaMmoKcubpeH
(6pennupoBaHHbIi/nponasaemsiii kak Nolvadex®™), abumokcuden, apsokcuden, 6asenokcudet,
wiomuden, femarelle, na3zodpokcuden, opmenokcuden, panokcuper u  TOpemH]EH.
HeorpannuuBaromye mnpuMepsl TOPMOHAJIBHBIX AareHTOB, KOTOPbIE MPEACTABISIOT COOOH
AHTArOHUCTBHI PELENTOPa 3CTPOreHa, BKIIOYAIOT (ynBecTpaHT. J[pyrue ropMOHaNIbHbIE areHThI
BKJIFOYAIOT, HO HE OTPAHUYMBAIOTCS UMH, a0UPATEPOH U JIOHATIPH3AH.

HeorpaHanBafomHe NpUMEPBI XHUMHUOTEPANICBTUYCCKUX Ar¢HTOB, KOTOPbLIEC MOXHO
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NPUMEHSTh B KOMOWHAIIMK C COENUHEHHEM |, BKIIOYAIOT OJIOKATOp pa3bopKu MHKPOTPYOOUeK,
AHTUMETA0ONIUT, UHIMOUTOP TOMOW30MEpas3bl U CIIMBATENb WM noBpexnarommii areHt JJHK.
XUMHOTEPANIeBTUYECKHE areHThl, KOTOpble MpPEACTABISIOT co00i  OnokaTopel pazOopku
MHUKpPOTPYOOUEK, BKIIOYAIOT, HO HE OrPAaHMYMBAIOTCS UMH, TaKCaHbl (Hanpumep, NaKIUTAKCEN),
JOLeTaKceN, abpakcaH, JAPOTAKCeN, OPTATAKCeN W TECEeTaKcewd), OSMOTWIOHBI (Hanpumep,
UKCa0eNMJIOH); M aJIKaJOMAbl OapBUHKA (Hanpumep, BUHOPENOWH, BUHOJIACTHH, BHHAE3MH H
BUHKPUCTUH).

XUMHOTEPANIeBTHYECKHE areHThl, KOTOPBIE MPENCTABISIOT COOOW aHTUMETaOOJHTHI,
BKJIFOYAIOT, HO HE OTPAaHMYUBAIOTCS MU, (DOTATHBIE AHTUMETAOOHUTHI (HANpUMED, METOTPEKCAT,
AMHUHONTEPHH, TEMETPEKCEeN, PANTUTPEKCEN); IMYPHHOBBIE aHTUMETabONIHUThI (Hanpumep,
kinanpuOus, kiodapabun, ¢aynapaOuH, MEpPKaNTONYPHH, MEHTOCTATHUH, THOTYaHUH);
NUPUMHINHOBBIE AHTUMETA00NMUTHl (Hanpumep, S-propypaumi, KaneuuTaOuH, reMiuTabuH,
nurapabuH, geuutaOuH,  ¢QaokcypunuH, Teradyp),; H  JAE30KCUPHOOHYKJICOTHUIHBIE
AHTUMETAOONUTHI (Hanpumep, TAIPOKCUMOYEBUHA).

XUMHOTEPANIeBTUYECKHE AareHThl, KOTOpPbIE MPENCTAaBISIOT COOOM  HHTHOUTOPBI
TOTIOM30MEPAa3bl, BKIFOYAIOT, HO HE OTPAHUYUBAIOTCS UMH, HTHTHOUTOPBI TOTTOM30Mepasbl Kiacca
I (xamnrorenwH) (ranpumep, TONOTEKAH, HPUHOTEKAaH, pyOuTeKkaH U OecamIuieTeKaH),
UHruouTOpHl TOmoM3oMepasbl kiacca Il (momodwmnun) (nanpumep, stonodun wim VP-16 u
TEHUNO3UM);, AaHTPALMKIUHBI (Hanpumep, ROKCOpyOuumH, snupyounuH, Doxil, akmapyOurms,
amMpyOuIIMH, AayHOPYOMLIMH, HMAApyOWIMH, NHpapyOULUH, BanpyOULIUMH M 30pyOMIUH);, U
aHTPaLeHINOHBI (Hanpumep, MUTOKCAHTPOH U TUKCAHTPOH).

XUMHOTEpANeBTUYECKHE areHThl, KOTOpble MpeAcTaBisioT codoi cmusarenu JAHK (mmu
nospexxparomue JIHK areHTel), BKJIIOYAOT, HO HE OrPAaHUYMBAIOTCS UMM, AJKUIHPYIOLINE
areHtel  (nanpumep, 1mkinodochamun, wmexmopatamuH, udochamun, Tpodochamun,
xjopamOym,  MendanaH, NpPeIHUMYCTHH, OEHOAMYCTHH, YypaMyCTHUH, 3CTPaMyCTHH,
KapMyCTHH, JIOMYCTHH, CEMYCTHH, (POTEeMyCTHH, HUMYCTHH, PAaHMMYCTHH, CTPENTO30LIHUH,
OycynbdaH, MaHHOCYJb(aH, TpeocysbdhaH, kapOoksoH, N, N'N'-tpustunentuodochopamun,
TPUA3UKBOH, TPHSTWJIEHMENAMHH), MCEBAOANKIIIUPYIOIINE areHThl (Hanpumep, KapOOIIaThH,
LUCIUIATHH, OKCAJIUIUIATHH, HEAAIJIATUH, TPUIIATUH TETPAHUTPAT, CATPAIUIATHH, MHKOIUIATHH);
Heknaccnueckue cmmsatenu JHK (nanmpumep, mpoxapOasuH, nakapOaswiH, TEMO30JOMUN),
aNbTPETAMHH, MHUTOOPOHHUTON), W WHTEPKAJHMPYIOLINE AareHTsl (Hanpumep, aKTUHOMHIIVH,
OJIEOMUIINH, MUTOMHILIMH U TUTMKAMHULIVH ).

Heorpannuuparomiyie npumMepbl HHTHOUTOPOB AHTHOT€HE3a, KOTOPBbIE MOJKHO MPUMEHSITh
B KOMOMHALMU C COeOMHEHHEM |, BKIOYaoT aHTaroHucTel @POC, aHTaroHMUCTHl peLenTopa,
AHTArOHUCTHI UHTErpUHA (Hanpumep, BUTAKCUH, eHruTun u S247) u VTA/VDA (nanpumep,
¢docOperadynun). ArraroHuctsi ®POC BKIOYAIOT, HO HE OrPAHHUYMBAOTCS HWMH, AHTHUTENA
nporus ®PIC (manpumep, Oesaumszymad u panHnOusymad), PPIC-nosywku (nanpumep,
apnmubepuent), antucmeicioBass PHK wmu mMuPHK wmi mukpoPHK ®©POC u anrtamepsr
(nanpumep, nerantann®). MHruOUTOpBHI aHrHMOreHe3a, KOTOpPbIE MPENCTABISAIOT COOOM

AHTAarOHUCTBI PEUECTTOpPA, BKIIHOHAKOT, HO HEC OIPaHUYUBAIOTCA HMH, AHTHUTECIIA (HCEI’!pMM@p,
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pamynupymMa®) W HMHTHOMTOPBI KHWHA3bl (Hanpumep, CYHUTHHHO, copadeHHO, unenupanuo,
nasonaHuO, BaHaeTaHUO, akcUTHHUO U AG-013958), Takue kak MHTHOUTOPBI THPO3UHKHUHA3HL.
Jlpyrue HeOorpaHHMUYMBAIOIINE TNPUMEpPhl HHTUOUTOPOB aHruoreHesa BkiarodaroT ATN-224,
aHEeKOpTaB alLeTaT, UHIMOUTOp NETNOIMMEPU3aLUNd MUKPOTPYOOUeK, TaKOM Kak IpPOJIEKapCTBO
koMmOpertactatuH A4, u Oesok win ¢pparmeHT Oeska, TaKoi Kak kojuiareH 18 (3HgocTaTuH).

Heorpanuunparomuye npuMepbl IPYyrux Tepanuil, KOTOpble MOXKHO BBOIUTH CYOBEKTY B
KOMOMHAIINK C COSAMHEHHEM |, BKITFOUAFOT:

(1) cratuH, TakOH Kak JIOBACTATHH;

(2) wunruburop mMTOR, Takoil Kak CHPOJMMYC, KOTOPBIH Takke HW3BECTEH Kak
panaMuIIMH, 3BOPOIUMYC U 1eOpOTUMYC;,

(3) arent uarubuTOp (papHesmNTpaHChepasbl, TaKOH Kak TUNH(GapHHO;

(4) anTuuOpoTUYECKHil areHT, TAaKOH Kak MupQEeHUI0H,

(5) myrunmuposanHbiii nHTEpdEpoH, Takoi kak [12I-unTepdepon anbda-2b;

(6) crumymsarop LIHC, Takoit kak MeTuneHuaar;,

(7) anrarornct HER-2, Takoii kak antuteno npotuBs HER-2 (nanpumep, Tpactyzymab) u
UHTUOUTOp KUHA3BI (Hanpumep, NamaTuHuo),

(8) anraronucr OP-1, Takoii kak antureno nporus UDP-1 (nanpumep, AVE1642 u
IMC-A11) unn uaru6éurop kunaszst UOP-1;

(9) anmraronuct PO®P/HER-1, Ttakoii kak anTtureno npotuB PIOP (nanpumep,
LETyKCUMad, mMaHuTymMmyMad) wium HHruoutop kuHassl PODP  (nanpumep, spcammnenuo,
repuTHHNO);

(10) anraronuct SRC, Takoii kak 60CYyTHHHO WM 1a3aTUHHO;

(11) uaruburop nuknuuzasucumoii kunasel (CDK), Takoii kak cenuumkimo;,

(12) uarudurop SAHyc-KuUHA3BI 2, TAKOH KaK JIeCTaypTUHHO,

(13) uaruburop nporeacom, Takoi kak OOpTe30Muo;

(14) uarudurop ochoauscrepasbl, TAKOM KaK aHATPEITUN;

(15) uaruburop nHO3MHMOHOGOCPATAETUAPOTrEHA3BI, TAKOH KaK THA30(YPHH;

(16) MHrUOUTOP TUMIOKCUTEHA3BI, TAKOW KaK MAaCOMPOKOJT,

(17) aHTarOHUCT HIOTEJIHHA,

(18) aHTaroHUCT PETUHOUAHOTO PELENTOPA, TAKOW KaK TPETUHOWH HJIHM aJIUTPETUHOUH,

(19) UMMYHHBIH MOIYJIITOP, TAKOW KaK JICHAJTHIOMH]I, TOMAJTUIOMU/I UJTH TAJTUIOMUL;

(20) uaruburop kuHa3bl (Hanpumep, TAPO3NHKUHA3BI), TAKOH KaK UMaTUHUO, Aa3aTHHUO,
spcaMIuieHu0, HucamIuienHnO, repuTuHHO, copadeHnd, CyHUTHHHO, JanaTuHUO WK
TG100801;

(21) HEcTepoHIHBIN MPOTUBOBOCIIAIUTENbHBINA areHT, TAKOW KaK LENIEeKOKCHO,

(22) rpanymouMTapHbIi KOJOHHECTHMYNupyrommid ¢akrop uenoeka (G-CSF), Taxoii
KaK (pUIrpacTum;

(23) hONMMHOBYIO KUCIIOTY WJIH JISHKOBOPHH KaJIBIIHIA,

(24) a"HTaroHUCT MHTETPUHA, TAKOW KaK aHTarOHUCT UHTerpuHa aSP1;

(25) anraronuct sigepHoro ¢akropa kamma-Oera (Nf-xf), Takoi xax OT-551, xoropsrii
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TAKXKe SBIISIETCS AHTHOKCUIAAHTOM.

(26) uaru6burop Hedgehog, Takoit kak CUR61414, nuxnonamun, GDC-0449 u anTuteno
nporus Hedgehog;

(27) naruburop rucrorneaunerunassl (HDAC), Takoii kak SAHA (Takyke M3BECTHBIH Kak
BopuHocTar), PCI-24781, SB939, CHR-3996, CRA-024781, ITF2357, JNJ-26481585 unu PCI-
24781;

(28) pernHOMN, TAKOW KaK M30TPETHHOUH;

(29) anraronuct (pakTopa pocTta remaronuTo/paccenBaroinero (akropa (HGEF/SF),
TaKoON Kak MOHOKJIOHanbHOe antureno nporus HGF/SF;

(30) cuHTETHYECKOE XMMHUYECKOE BEIIECTBO, TAKOE KaK AaHTHHEOIIACTOH;

(31) anTHIMabeTHYECKOE CPEACTBO, TAKOE KaK POCUTIIUTA30H,

(32) npoTuBOMAJISIPHBINA U aMEOMLIMAHBIN MPenapaT, TAKOH KaK XJIOPOKBHUH,

(33) cuaTeTHueckuil OpagMKUHIH, Takol kak RMP-7;

(34) uarudurop peuenrtopa TpomboIUTaApHOTO hakTopa pocta, Takoi kak SU-101;

(35) uaruburopsr peuentopos Tupo3uH kurassl Flk-1/KDR/VEGFR2, FGFR1 u PDGFR
OeTa, Takue kak SU5S416 u SU6668;

(36) mpoTHBOBOCHIAIMTENBHBIN areHT, TAKOH Kak CyibdacanasuH;

(37) nuaruduroper nytu MJI-6, Takue xax Tormimsymal; u

(38) antucmeicnosas tepanusi TOP-6era.

Heorpannuuparomiyie npuMepsl APYTrUX TEPanuid, KOTOpble MOXXHO BBOIHUTH CyOBEKTY B

KOM6I/IHaI_II/II/I ¢ COCOUHCHHEM 1 BKJIFOYAIOT: CHHTETHYECKUI HeHeHTHﬂHbIﬁ a”HaJior

>
BCTPEYAIOLIET0Csl B MPUPOE TOHATOTPONUH PUIM3UHT TOPMOHA, TAKOH KakK JIEYIPOJIU aleTar;
HECTEPOU/IHbIM aHTHAHAPOreH, TakoH Kak (QuyTaMua WIM HHJIYTaMHUJ, HECTEPOUAHBIH
MHTHOUTOp pelenTopa aHApPOreHa, TaKOW Kak, CTePOUIHBIH MOPMOH, TaKOH Kak HPOTreCTEepOH,
IPOTUBOTPUOKOBBIN areHT, TakoW Kak ITIIOKOKOPTHKOHJ, TaKOH Kak HPEeJHU30H, 3CTPAMYCTHH
docdar HaTpuit, u bucochoHaT, TaKOH Kak MAMUIAPOHAT, AJEHIPOHAT U PU3EAPOHAT.

Jpyrue crienuduyuecKkue IpuMepbl Tepanuii, KOTOPbIe MOYKHO MPUMEHSITh B KOMOMHALIUN
C COenmuHEHHeM |, BKJIOYAIOT, HO HE OTPAaHMYMBAIOTCS MMM, aHTHTEJA, KOTOPbIE CEIEKTUBHO
CBSI3BIBAIOTCS €  OMyXOJieCIEHU(PUUECKUM AHTHIE€HOM WM  OMyXOJIeaCCOLUHUPOBAHHBIM
aHTUTeHOM, Hanpumep, anturena nporus PODP/HER-1.

JIONONTHAUTENbHbIE KOHKPETHBIE MPUMEPbI TEpPamHii, KOTOPbIE MOXKHO NPUMEHSTH B
KOMOMHALIMY C COEIMHEHHEM |, BKIIIOYAIOT, HO HE OTPAHUYMBAIOTCS MU, ar€HTBI, CBS3aHHBIC C
UMMYHOTEpaNuen, Hanpumep, TATOKUHBI, THTEPJIEHKIHBI 1 BAKLIUHBL.

KoHkpeTHbIE TpUMeEpBl areHToB, OOJErdarommx MoOOUYHbIe 3(QEKThl, CBSI3aHHBIE C
COCTOSIHUEM, OIHMCAaHHBIM B IAHHOM JOKYMEHTE, KOTOpPbIE MOXKHO TNPHUMEHSATb B KauecTBE
Tepanmuii B KOMOHMHALMM C COENWHEHHEM 1, BKIIOYAOT, HO HE OrPAHUYHBAIOTCS HMHU!
NPOTHBOPBOTHBIE CPENCTBA, HANPUMED, OHAAHCETPOH TUIPOXJIOPHU]L, TPAHUCETPOH THAPOXJIIOPH,
Jopaszemnam 1 JeKCaMeTa30H.

B ompeneneHHpIX acnekrax KOMOMHMPOBAHHBIE TEPANUM, NPENJIOKEHHbIE B JaHHOM

AOKYMEHTE MJIA JICHCHUS COCTOsSHHS, OIMUCAHHOIO B JaHHOM AOKYMEHTEC, BKIIFOYAOT BBCACHUC
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coenrHeHUs1 1 B KOMOMHAIIMK C OOHUM HIIM OOJiee areHTOB, MPUMEHSIEMbIX IS JICUSHUsT W/ 1IN
ynpasieHus: moOo4HbIM 3(pPeKToM, TaKUM Kak KpOBOTeUeHHE (KakK MPaBUIIO, KPATKOBPEMEHHOE
cnabo BbIpAXKEHHOE KPOBOTEUEHHE M3 HOCA), apTePUANIbHBINA U BEHO3HBII TPOMOO3, THIIEPTOHUS,
3a/1eprKKa 32XKUBIICHHS PaH, ACHMIITOMHAs POTEUHYPUs, epdoparis Ha3aaIbHON NMEPEeropoaKy,
oOpaTuMblii JTeHKO3HLIE(DANTONATHYECKUI CHHIPOM B CBSI3KE C TMIIEPTOHUEH, MOJIOBOKPYKEHUE,
aTakcus, TOJIOBHast OONb, XpHIIOTA, TOIIHOTA, pPBOTA, JAUapesi, Cblllb, IOJHOITEBOE
KPOBOM3JIUSIHUE, MUEJIOCYIIPECCHUs], YCTaJOCTh, T'MIIOTUPEO3, npoajeHue uHrteppana QT wmm
cepAedHas HeAOCTaTOYHOCTb.

B ompeneneHHbIX BapuaHTaxX peaju3aluy U300peTeHHs COeAUHEeHHe | He MPUMEHSIOT B
KOMOWHALIMU C JIEKAPCTBEHHBIM CPEICTBOM, KOTOPOE B OCHOBHOM Mertabomsupyercs CYP2D6
(TakMM Kak aHTHIENPECCAHT (Hanpumep, aTPULUKIMYECKUH AHTHIETIPECCAHT, CEJICKTHUBHBIN
UHTUOUTOpP OOpPATHOrO 3axBaTa CEPOTOHMHA U TOMY MOROOHOE), AaHTHIICUXOTHYECKOE CPEACTBO,
Omokarop Oera-agpeHEPruuecKOro PerenTopa WM ONpelesieHHbIE THITbl aHTHAPUTMUYECKUX
CPEACTB), IUISA JICUEHHsI COCTOSIHUS, OMTUCAHHOTO B TAHHOM JOKYMEHTE.

Habopst

B nmaHHOM [nOKyMeHTe mpemiokeH (apMaleBTHUECKUH KOMIUIEKT WM Habop,
colepKaliuii OfMH WM Oolee KOHTEHHEpPOB, 3allOIHEHHBIX COCOMHEHHEM | Wi ero
bapmaneBTryeckoli kommo3sunued. Kpome Toro, B ykasaHHOH (apMalieBTUYECKONH YIIaKOBKE
Wi Habope Takke MOTYT COAEP)KaThCsl OHA WM Ooyiee APYTUX Tepamui, MPUTOJHBIX IS
JIEYECHUs] COCTOSIHMSI, WU APYrHe€ COOTBETCTBYIOLIUE areHThbl, . Takke B AAHHOM AOKYMEHTE
npeasiockeH  (papMaleBTUYECKUH KOMIUIEKT MM Haop, copepkamuii OnuH uiu  Oornee
KOHTEHHEPOB, 3aIOJHEHHBIX OJHUM WIH Oosiee MHIPEANEeHTOB (papMalieBTHIEeCKUX KOMIO3UIINH,
ONUCAaHHBIX B JAHHOM JOKyMeHTe. HeoOs3aTenbHO, MOTYT IMpPedOCTABISITHCS CBS3aHHBIE C
TAaKUMH KOHTEHHEepaMH yBeJOMJICHHUS B (pOopMe, MPennrCcaHHOH MPaBUTEIbCTBEHHBIM OPTaHOM,
PeryJIMpyIOIUM MPOU3BOACTBO, NMPHMEHEHHE WIN NPOAaxy (apMaleBTUYECKUX IpernapaToB
wii OHOJIOTHYECKUX TPOAYKTOB, KOTOPOE OTPAKaeT YTBEPKIACHHE JaHHBIM OpPraHOM
MIPOU3BOACTBA, MPUMEHEHMS WIN NMPOJAKHU AJIsI BBEACHUS YEIOBEKY.

[Monynsiuus nauueHToB

B HeKoTOpbIX BapHaHTaX peaTH3alud H300peTeHHsT CYOBEKTOM, IOABEPTAIOLIHMCS
JICYSHHUIO COCTOSIHMS, OINHCAHHOTO B JAaHHOM JOKYMEHTE, B COOTBETCTBUU CO CIIOCOOaMH,
MPENJIOKEHHBIMY B TaHHOM JOKYMEHTE, SIBJISIeTCsl 4eJIOBEK, KOTOPBIM MMEET WU Y KOTOPOro
JUArHOCTHPOBAHO COCTOsIHME, ONHMCAHHOE€ B JAHHOM JAOKyMeHTe. B mpyrux acmekrax
CyOBEKTOM, TMOABEPTaAOIIUMCS JICUSHHIO COCTOSIHUS, ONMCAHHOIO B JAHHOM IOKYMEHTE, B
COOTBETCTBHH CO CHOCOOAMH, MPEIJIOKEHHBIMH B JaHHOM JOKYMEHTE, SIBIISIETCS YeJIOBEK,
KOTOPBI MPENpPacHnoIOKEeH WJIH BOCIHPUUMYHUB K COCTOSHMIO, ONHCAHHOMY B JaHHOM
IOKyMeHTe. B HEKOTOphIX acmekTax CyObeKTOM, NOABEPraloIIUMCS JICYEHHIO COCTOSIHUS,
OIHCAHHOTO B IAHHOM JTOKYMEHTE, B COOTBETCTBUU CO CIIOCOOAMH, MPENJIOKEHHBIMUA B JAHHOM
NOKYMEHTE, SIBJIAETCSI YEJIOBEK C PHUCKOM pAa3BUTHUs COCTOSHMs, ONHUCAHHOTO B JAaHHOM
JOKYMEHTE.

B OJHOM AacCIICKTE CY6"beKTOM, NOoABEPTaOIUMCA JICHCHUIO COCTOSIHUS, OMHCAHHOI'O B
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AaAHHOM OOKYMEHTE, B COOTBECTCTBHUU CO CHOCO6aMI/I, NPEAIOKEHHBIMHU B JAHHOM OOKYMECHTE,
ABIIIETCS MJajeHel. B npyrom acrekre CyObeKTOM, MOIBEPrarolUMCs JICYEHUIO COCTOSHMS,
ONMMCAHHOI'O B JaHHOM AOKYMECHTC, B COOTBETCTBUH CO CHOCO6aMI/I, NPEAJIOKECHHBIMU B JTAHHOM
JIOKYMEHTe, SIBJIsieTCss peOeHOK MpPEeIOIIKOIbHOrO Bo3pacTa. B npyrom acmekre cyOBekTOM,
MOJIBEPTAIOLIUMCS JICYEHUIO COCTOSIHUS, ONMUCAHHOTO B JAHHOM JOKYMEHTE, B COOTBETCTBHH CO
criocobamu, NPEIVIOKEHHBIMU B JTAHHOM JOKYMEHTe, siBisieTcss peOeHoK. B npyrom acmekre
CyOBEKTOM, IOJBEPralOIMMCSl JICUCHUIO COCTOSIHUS, OIMCAHHOIO B JIAHHOM JOKYMEHTE, B
COOTBETCTBUHU CO CHOCO63.MI/I, NPEATIOKCHHBIMU B JAaHHOM JOKYMEHTE, SABJIICTCA B3p0C.IIbeI
yenoBek. B apyrom acnekre CyOBeKTOM, MOABEPTAIOIIMMCS JICYSHHIO COCTOSIHUS, OMTUCAHHOTO B
AaHHOM OOKYMEHTE, B COOTBETCTBHU CO CHOCO6aMI/I, MPEANIOKEHHBIMU B JAHHOM OOKYMECHTE,
SIBJIIETCSL YEJIOBEK CpPEAHEero Bo3pacta. B apyrom acmekte CyOBEKTOM, IOIBEPrarOIIUMCS
JICYSHHUIO COCTOSIHMS, OIMCAHHOTO B JAHHOM JOKYMEHTE, B COOTBETCTBUH CO CIIOCOOaMH,
NPEAJIONKEHHBIMU B JAHHOM JOKYMECHTEC, SABJIACTCA MOKUIION YeJIOBEK.

B ompeneneHHbIX acmekTax CyOBEKT, MOABEPTAOIIUICS JICYEHUIO HOBOOOpPA3OBAaHMUS B
COOTBETCTBHUHU CO CHOCO6aMI/I, NPEANTOXKCHHBIMU B JTAHHOM OOKYMCHTE, UMECT 3JIOKAYCCTBEHHOC
HOBOOOpa30BaHME, KOTOPOE METACTA3HPYET B IPYTHE YYACTKU TeJa, TAKUE KaK KOCTH, JIETKHE U
nedeHb. B ompeneneHHbIX acnekTax CyOBEKT, MOABEPrarOIIUICs JIEYEHUI0 HOBOOOPA30BaHUS B
COOTBCTCTBHUH CO CHOCO6aMI/I, NPEATIOXKCHHBIMU B JAHHOM JOKYMECHTE, UMECT HOBOO6p&30BaHI/Ie,
KOTOPOE HAXOAUTCSA B PEMUCCUU. B HEKOTOPBIX aCICKTaX Cy6’beKT, HOI[BepFaIOH_II/II‘/'ICH JICUCHHIO
HOBOOOpA30BaHMsI B COOTBETCTBHM CO CIIOCOOAMHM, MpPEIVIOKEHHBIMH B JaHHOM IOKYMEHTE,
HUMEECT pEeHUAUB HOAHHOIO OIYyXOJEBOr0 COCTOSHHA. B OMNPEACIICHHBIX ACIICKTax Cy6’beKT,
HOI[BepFaIOH.II/II\/’ICH JICHEHUIO B COOTBCTCTBHUU C MECTOAAMH, TMPEAJIOKCHHBIMU B JdHHOM
JOKYMEHTE, HCIBITBIBAET pPELUUANB ONHOM wim  Ooyee  OmMyxoyied, CBSI3aHHBIX C
HOBOOOpAa30BaHHUEM.

B onpeneneHHbIX acmekTax CyOBEKTOM, IMOABEPTarOIUMCS JIEYEHUI0 HOBOOOPa3OBaHMS
WIA HEOIYyXOJIEBOIO COCTOSIHMS B COOTBETCTBHH CO CIOCOOAMHM, MPEIJIOKEHHBIMH B JaHHOM
NOKYMEHTE, SIBJIAETCS YEJIOBEK B BO3pacTe OT OKOJIO 1 10 0K0J0 5 neT, oT okoso 5 1o okojuo 10
JeT, oT okoJio 10 go okomno 18 net, ot okono 18 mo okomo 30 yneT, oT 0koyIo 25 10 OKOJIO 35 neT,
OT OK0JIO 35 mo okouo 45 net, ot okoso 40 mo okoJio 55 ner, ot okoyio 50 g0 OKoJIO 65 JeT, OT
oko0j10 60 mo okono 75 ner, or okoyio 70 mo okoio 85 jer, or okoyio 80 mo okono 90 yeT, ot
okoJio 90 1o okono 95 et uau ot okoyo 95 no okoso 100 et wiu B MOOOM BO3PACTE MEXKIY
HUMH. B KOHKPETHOM acmekTe CyOBEeKTOM, MOIBEPraroIMMCs JICYSHUI0 HOBOOOPA30BaHUS MU
HEOIyXOJIEBOIO COCTOSIHUSI B COOTBETCTBHHM CO CIOCOOAaMH, TNPENJIOKEHHBIMH B JaHHOM
NOKYMEHTE, sIBIISIETC 4eJOBeK B Bo3pacTe 18 jer mnum crapwe. B onpeneneHHOM acnekre
CyOBEKTOM, IMOIBEPTarOIIUMCS JICYEHUI0 HOBOOOPA30BaHUS WJIM HEOIMYXOJEBOIO COCTOSIHUS B
COOTBCTCTBUHU CO CHOCO6aMI/I, NPEANIOXKEHHBIMU B JAHHOM HOOKYMECHTEC, SABJISACTCA pe6eH0K B
BO3pacTe B Bo3pacte or | roma mo 18 gner. B KOHKpETHOM acmekTe CyOBEKTOM,
MOJBEPTaOIUMCS JIEUEHUI0O HOBOOOPA30BaHUs MJIM HEOIyXOJIEBOTO COCTOSIHUSI B COOTBETCTBUHU
co crmoco0aMM, TPEANIOKEHHBIMH B JaHHOM JOKYMEHTE, sBIsieTCs peOeHOK B BO3pacTe B

Bo3pacte oT 12 ner mo 18 ner. B ompeneneHHOM acrnekTe yKa3aHHBIM CYOBEKTOM SIBIISIETCS
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My>K4iHa. B IpyroMm acmekre yka3aHHbIM CyOBEKTOM SIBJISIETCS JKEHIIMHA. B OIHOM acmekTe
yKa3aHHBIM CyOBEKTOM SIBJIIETCS JKEHIIIMHA, KOTOpasi He OepeMeHHa MM He KOPMUT rpyabo. B
OJHOM acCIeKTe€ YKa3aHHbIM CyOBEKTOM SIBISIETCS SKEHINMHA, KOTopas OepeMeHHa WIn
Oyner/mMoKeT cTaTh OEpEMEHHOM, NI KOPMUT IPY/bIO.

B onpeneneHHbIX acrnekTax CyOBEKTOM, MOABEPTarOIIUMCS JEYEHHUI0 HOBOOOPAa3OBaHHMS
WJIN HEOINyXOJIEBOTO COCTOSIHUSI B COOTBETCTBHH CO CIIOCOOAMHM, NPENIOKEHHBIMH B TaHHOM
NOKYMEHTE, SBJSIETCS YEeJIOBEK, KOTOPbIH HAaxOAUTCS B HUMMYHOKOMIIPOMETHPOBAHHOM
COCTOSIHUM WJIH UMMYHOCYIIPECCUBHOM COCTOSIHMM. B OmNpeneneHHbIX acmekTax CyOBEeKTOM,
MOJIBEPTraIOIIUMCSI JICYSHHIO HOBOOOPA30BAHMS HJIH HEOIyXOJIEBOTO COCTOSIHUSI B COOTBETCTBUH
co crocobamu, MPEeNIOKEHHBIMI B TAHHOM JOKYMEHTE, SIBJIIETCS YEJIOBEK, MOJYYAIOIIUH M
BOCCTAHABJIMBAIOLINIICS TOCJIEe MMMYHOCYIIPECCUBHON Tepanmuu. B ompeneneHHBIX acmekTax
CyOBEKTOM, TMOIBEPTaOIIUMCS JICYCHUIO HOBOOOPA30BAHUS HJIM HEOMYXOJEBOTO COCTOSHHS B
COOTBETCTBHH CO CHOCOOaMH, MPEIJIOKEHHBIMH B IAHHOM JOKYMEHTE, SIBJSIETCSl UENOBEK,
KOTOPbI HMEEeT WM TIOABEPXKEH PUCKY Pa3BUTHs 3JI0KAYECTBEHHOIO HOBOOOpPA30BaHMUS
(nanpumep, wetactatmueckoro paka), CIIMJa wmu OakrepuanbHoii uHpexmu. B
OTPENENEHHBIX AacCMeKTaX CyOBEKTOM, IOABEPTAIINMCS JIEYEHUIO HOBOOOPA30BaHMS HIIH
HEOIYyXOJIEBOrO COCTOSIHUSI B COOTBETCTBHHM CO CIOCOOAMH, TPENJIOKEHHBIMA B JaHHOM
TIOKYMEHTE, SIBIISIETCSI YEJIOBEK, KOTOPOMY IPOBOIAT, OYAyT NPOBOAUTH WM MPOBOIMIN
oTepaLyio, Tepanuio JeKapCTBEHHbIMU CPECTBAMH, TaKyl0 KaK XMUMMOTepamnusi, TOpMOHaJIbHAs
Tepanus 1/ 1y JydeBast Teparus.

B KOHKpETHBIX acmekTax CyOBeKT, MMOABEPTarolLINiCs JIEYEHUI0 HOBOOOPA30BaHMS WU
HEOIYyXOJIEBOIO COCTOSIHUSI B COOTBETCTBHM CO CIOCOOAaMH, TNPENIOKEHHBIMU B JaHHOM
JOKYMEHTE, CTpajaeT OT COCTOSIHUS, Hanpumep, WHCYJIbTa WIN CEepAEUHO-COCYIUCTBIX
COCTOSIHUH, KOTOphle MOryT mnotrpedoBarh Tepanuu @OPOC, rme yka3aHHOe BBeICHHE
AHTMAHTMOTE€HHOMN Teparnuu, HHON YeM COeAMHEeHHE, MOKET ObITh MPOTHUBOIOKa3aHo. Hampumep,
B OINpPENEJeHHBbIX AaCleKTaX CyOBeKT, MOABEPTatOUIUiiCs JICUEHHIO HOBOOOPA3OBAHMS WM
HEOMYyXOJIEBOrO COCTOSIHUSI B COOTBETCTBHHM CO CIOCOOAMH, TPENJIOKEHHBIMU B IaHHOM
NOKYMEHTE, MOCTpajal OT MHCYJbTAa WU CTPAAAeT OT CEPAECHHO-COCYAUCTOrO COCTOsiHUA. B
HEKOTOPBIX ~ aCMeKTaX CyOBEKTOM, IOIBEPrarolIUMCSl JICYCHUIO HOBOOOpPA3OBaHUS MM
HEOIYXOJIEBOIO COCTOSIHUSI B COOTBETCTBHH CO CIOCOOAMHM, TPEMJIOKEHHBIMH B ITaHHOM
IOKYMEHTE, SIBJIIETCSl  4YeJOBEK, HCIBITBIBAOLINK  mpoOjeMbl  KpoBooOpameHus. B
OTPENENEHHBIX AacCleKTaX CyOBEKTOM, IOABEPTAIINUMCS JIEYEHUIO HOBOOOPA30BaHMS HIIH
HEOIyXOJIEBOIO COCTOSIHUSI B COOTBETCTBHHM CO CIMOCOOAaMH, TNPENIOKEHHBIMA B JaHHOM
NOKYMEHTE, SIBJSIETCS YEJIOBEK C JHAa0eTHYeCKOW TMOJIMHEBpONaTued wwin auabeTHudecKou
HeBpomaTueil. B HEKOTOpBIX  acmekTrax  CyOBEeKTOM,  MOABEPraroIlUMCS  JICUEHHIO
HOBOOOpPA30BaHMsI WJIM HEOINYXOJIEBOTO COCTOSIHMS B COOTBETCTBHH CO  criocobamu,
NPEJIOKEHHBIMH B JTAHHOM JOKYMEHTE, SIBJISIETCS YEJIOBEK, IOJIYHAOLIMi Tepamuio Oelka
®POC. B ppyrux acmekrax CyOBEKTOM, MOIBEPTalOIIUMCS JICYCHHI0 HOBOOOPA3OBAHUS WIIH
HEOIYyXOJIEBOIO COCTOSIHUSI B COOTBETCTBHM CO CIOCOOAaMH, TPENIOKEHHBIMU B JaHHOM

TOKYMEHTE, He SIBJIIETCS YeJIOBEK, MoTyJaromuii Tepanuto oenka ®PIC.
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B HeKOTOpBIX acnekTax CyObeKTy, MOABEPraroIleMycs JICUEHHI0O HOBOOOPA30BaHUS WU
HEOMYyXOJIEBOrO COCTOSIHUSI B COOTBETCTBHM CO CIOCOOAMH, TPENIOKEHHBIMA B JaHHOM
JIOKYMEHTE, BBOIAT COEAMHEHHWE WO ero (papMaleBTUYECKYI0 KOMIIO3UIUIO  WIJIU
KOMOMHHMPOBAHHYIO TEPAIUIO MEpPel TeM, KaK PasBUBAIOTCS JHOObIe moOouHble 3((eKThl mian
HETePEeHOCHMOCTD K TEPaIusiM, OTJIMYHBIM OT COeIUHEHUs.. B HEKOTOPBIX acmekTax CyObeKkToM,
HOABEPTaOIIUMCS JICUSHUIO HOBOOOPA30BAHUS WJIM HEOIMyXOJIEBOIO COCTOSIHUSI B COOTBETCTBUU
co cnocobaMu, NperIoKeHHBIMH B IaHHOM JOKYMEHTe, SIBJIsIeTCsl pedpakTepHbIi manueHt. B
OTMpPENEeNEeHHBIX AaCMEeKTax peppaKkTepHbI MALMEeHT SIBJISETCS MALeHTOM, peppaKkTepHbIM K
CTaHIAPTHOH Tepamuu (Hanpumep, XUPYPrHH, JIy4EBOH, AHTHAHAPOTEHHON Tepanuu W/ Win
TEpaIuy JEKAPCTBEHHbIMU CPECTBAMH, TAKOW KaK XUMHOTeparnus). B onpeneneHHbIX acrekTax
MAIMEeHT C HOBOOOPa30BAaHUEM WJIM HEOIYXOJIEBBIM COCTOSIHUEM SIBJISIETCS pedpakTepHbIM Ha
TEpaInio, KOrAa yKa3aHHOE HOBOOOPA30OBaHHE MJIM HEOIYyXOJIEBOE COCTOSIHHE CYLIECTBEHHO HE
OBUIO MCKOPEHEHO, W/WIK ONWH WK Oojee YKa3aHHBIX CHMITOMOB He ObUIM 3HAYHMTEIBHO
obneruensl. OnpeneneHne Toro, SIBISIETCS JIU MAMEHT pePakTePHbIM, MOXKET OBITh MTPOBEIECHO
100 in vivo, 1ubo in vitro Jr0OBIM CITOCOOOM, H3BECTHBIM B JAHHOH O0JIACTH TEXHUKH, aHAIHM3a
s exTuBHOCTHU JIeueHUs HOBOOOPA30BaHUS WJIH HEOMyXOJIEBOTO COCTOSIHUSI, C UCTIOJIb30BAHUEM
3HaYeHHsT TEPMHUHA «pe(pakTepHbIl», NPUHATOrO B AAHHOW OONACTH TEXHUKH, B TaKOM
KOHTEKCTe. B pa3nuyHbIX acmekTax MaluueHT ¢ HOBOOOPA30BAHHMEM SIBIIETCS pepaKkTEPHBIM,
KOTJa ofHa Win Oosiee OmyxoJel, CBA3aHHBIX C TaHHBIM HOBOOOPAa30BaHUEM, HE YMEHBIIHIINChH
WIM YBEIMYWINCh. B pasnuuHBIX acrekrax MalueHT C HOBOOOPAa30BAHUEM  SIBJISETCS
pedpakTepHBIM, KOTa OHA WM OoJiee OMmyxoJiell MeTacTa3supyroT U/ UK PaCIPOCTPAHSIOTCS Ha
IPYrou Opra.

B HekoTOpbIX acnekTax cyOBeKTOM, MOABEPraloIIUMCs JICUSHUIO HOBOOOPA30BAHUS UM
HEOIyXOJIEBOIO COCTOSIHUSI B COOTBETCTBUM CO CHOCOOAMH, MPEAJIOKEHHBIMH B JaHHOM
IOKYMEHTe, SIBJIIETCS 4eJIOBEK, JJIsI KOTOpOoro Obuia JoKa3aHa pedpakTepHOCTb K TEeparusM,
OTJIMYHBIM OT JICYEHHUS] COCTUHEHHEM TEepaIiK, HO KOTODPBIH yXKe He MOJBEPraeTcsi JaHHbIM
TepanmusiM. B ONpefeseHHbIX  aCHeKTax  CyOBEKTOM,  IOABEPraloI(UMCS  JICYCHHUIO
HOBOOOpPA30BaHMsI WJIM HEOMyXOJEBOTO COCTOSIHMS B COOTBETCTBHH CO  Crocobamu,
NPEJIOKEHHBIMU B TAHHOM JOKYMEHTE, SIBJISIETCS UEJIOBEK, YK€ MOJyHaroui OIHY WK OoJee
OOBIYHBIX AHTHHEOIUIACTUYECKHUX TEPAINni, TAKUX KaK XUPYPrHs, Tepamusi JIeKapCTBEHHBIMHU
CpeACTBaMH, Takas KaK XHMUOTEPAINWs, AHTHAHAPOTEHHAsl Tepamus WINH JIydeBas Teparwsl.
Cpenu naHHBIX TAIMEHTOB MPHCYTCTBYIOT pedpakTepHble MAalMEHTHI, MALUEHTBI, KOTOpPbIE
SIBJIIFOTCST CITUIIKOM MOJIOABIMH Uil OOBIUHBIX TEpanui, U MAlUEHThl C PEeLUANBUPYIOIIUMHU
OIyXOJISIMH, HECMOTPSI Ha JICUEHHE CYLIECTBYIOIIMMHU TEPAITHSMU.

B HekoTOpbIX acmekTax CyOBeKTOM, MOABEPTAIINMCS JIEYEHUI0 HOBOOOPA30BaHMSI MU
HEOIyXOJIEBOIO COCTOSIHUSI B COOTBETCTBHHM CO CIOCOOAMH, TPENJIOKEHHBIMA B JaHHOM
TOKYMEHTE, SIBJISIETCS YEJIOBEK, BOCIIPHUMMYHBBIA K HEONArONPUSTHBIM PEAKIHUAM K OOBIMHBIM
TepanusiM. B HEKOTOpBIX acmekTax CyObeKTOM, MOJBEPraroIlUMCs JIEUEHUI0 HOBOOOPA30BaHUS
WA HEOIyXOJIEBOIO COCTOSIHMS B COOTBETCTBHM CO CIIOCOOAMHM, INPEIVIOKEHHBIMU B JaHHOM

AOKYMEHTEC, ABJSICTCA YCJIOBCK, KOTOprfI HE TIoJgy4dall TEPAIUu, HAnpumep, TCparuro
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JIEKAPCTBEHHbIMH CPEACTBAMH, TaKyl0 KaK XUMMOTEpamnus, XUPYprus, aHTUAHAPOTEHHas
Tepanusi WM JIyuyeBasl Tepamusi, A0 BBENEHHs] COeAMHEHus | mnm ero QapmarneBTUYeCKON
KOMIo3uiuu. B apyrux acrnekrax cyOBEKTOM, MOABEPTAOIIMMCS JIEYEHUIO HOBOOOpPA30BaHMUS
WIM HEOIyXOJIEBOIO COCTOSIHUS B COOTBETCTBHM CO CIIOCOOAMHM, MPEIJIOKEHHBIMU B JTAHHOM
JOKYMEHTE, SIBJIA€TCSl 4Y€JIOBEK, KOTOPBIM MOJy4an Tepanur A0 BBeAeHUs coenuHeHus 1. B
HEKOTOPBIX ~aCHeKTaX CyObeKTOM, MOJBEPTarolluMCs JIEYEHHUI0 HOBOOOpA30OBaHUS WU
HEOIyXOJIEBOTO COCTOSIHUSI B COOTBETCTBUH CO CHOCOOAaMH, MPEAJIOKEHHBIMH B JIaHHOM
JIOKYMEHTE, SIBIISIETCS YEJIOBEK, KOTOPbII MCIBIThIBA] HeOMaronpusiTHole nodounsie 3GdexTsr k
NPEUIECTBYIOIIE Tepanuu WIM TAe MPEeIUIeCTBYIOUIYI0 TEepanuoo MpeKpaTuiu Hu3-3a
HENpUEeMJIEMBIX YPOBHEH TOKCUUHOCTH YKa3aHHOMY YEJIOBEKY.

B HekoTOpbIX acmekTax CyOBeKT, MOABEPraroIlUHCS JICUEHHI0O HOBOOOPA30BAHUS HIIH
HEOIMYyXOJIEBOIO COCTOSIHUSI B COOTBETCTBHHM CO CIOCOOAaMH, TNPENJIOKEHHbBIMA B JaHHOM
JOKYMEHTEe, HE HMeeT NPEIIECTBYIOIIe 3KCMO3ULUN APYroll aHTHAHTMOTEHHOW Tepamnuu
(nanpumep, MOHOKJIOHAJIbHOTO aHTUTeNa NpoTuB PPIC, MOHOKJIOHAIBHOTO AHTUTENA MPOTUB
peuentopa ®POC, nHrHONTOpPa TUPO3WHKUHAZEI MIIK IPYTOro MOAYJISATOPA MyTH aHTHOTEHE3a).
B onpeneneHHbIX acmekTtax CyOBEKT, MOABEPrarOIIUICS JICUEHHIO HOBOOOPAa30BAaHUS MU
HEOIYyXOJIEBOrO COCTOSIHUSI B COOTBETCTBHHM CO CIOCOOAMH, TPENJIOKEHHBIMA B JTaHHOM
JOKYMEHTE, HE MMeeT HEKOHTPOJUPYEMOW I'MIIEPTOHMH, 3HAUYUTEIbHOrO KpoBoTeueHusi, BIY-
UH(QEKINH WM HEOABHETO OCTPOrO CepAeYHO-COCYAMCTOro COOBITH. B HEKOTOpBIX acmekTax
CyOBeKT, MOABEPraroLIUiics JIEUEHHI0O HOBOOOPAa30BaHHS WM HEOMYyXOJEBOTO COCTOSHHS B
COOTBETCTBHH CO CIOCOOAaMH, TPEAJIOKEHHBIMH B IaHHOM JOKYMEHTE, uMeeT HH(PapKT
MHOKap/a, HECTaOMJIBHYIO CTEHOKApAUIO, 00XOTHOM COCYAUCTBIN IIYHT
KOpOHapHOI/nepudpepuvyeckoil  aprepuy,  3aCTOMHYIO  CEpAEYHYI0  HEJIOCTaTOYHOCTb,
pPaccTpOHCTBO  MO3TOBOTO  KPOBOOOpAIUEHMs, TPAH3UTOPHYI0  MIIEMHYECKYK)  aTaky,
apTepuanibHOe TPOMOOIMOOTHMUECKOE OCIOKHEHNE HITH SMOOJIHIO JIETKUX.

B HekoTOpbIX acrekTax CyObeKT, MOABEPraroIlIUiCs JICYUEHUIO HOBOOOPA3OBAHUS WM
HEOMYyXOJIEBOrO COCTOSIHUSI B COOTBETCTBHHM CO CIMOCOOAaMH, TNPENIOKEHHBIMH B JaHHOM
JOKYMEHTE, He TOJyd4aeT, He MOJy4al W/WiM He OyJeT MOJydaTh JIEeKApCTBEHHOE CPEICTBO,
KOTOpoe B OCHOBHOM Metabonusupyercss CYP2D6. B omnpeneneHHbIX acmekTax CyObekT,
NOJIBEPTAOIIUIICS JICUEHHIO HOBOOOPA30BAHUSI WIIM HEOIYXOJEBOIO COCTOSTHUSI B COOTBETCTBUH
co crioco0aMH, TPEASIOKEHHBIMU B JAHHOM JOKYMEHTE, He TOJy4al W/ MK He OyJeT Mmoyiy4aTh
JIEKapPCTBEHHOE CPEICTBO, KOTOpOe B OCHOBHOM MeTabonusupyercs CYP2D6 3a 1, 2, 3 unu 4
HeNeJIH 10 TONYyYeHUs] COSAMHEHUS WM ero (apMaleBTHYECKOH KOMITO3UIMU U 4epes3 1, 2, 3
wii 4 Hemenu TOCie TMONYYeHHs YKAa3aHHOTO COENUHEHHs WM ero (papmaneBTHUECKOi
komro3uiun. IIpuMeprl TakuxX JIEKAPCTBEHHBIX CPENCTB BKIOYAOT, 0€3 OrpaHuYeHus,
HEKOTOpBI€ aHTHIENPECCAHTHI (Hanpumep, TPULUKINIYECKUE aHTUICTIPECCAHTh U CEJIEKTUBHBIE
UHTUOUTOPBI OOpPAaTHOrO 3axBaTa CEPOTOHMHA), HEKOTOPbIE AHTUIICMXOTUYECKUE CPENCTBA,
HEKOTOpbIE OIoKaTopBI Oera-apeHepruiecKoro peuenTopa 151 ONpENEICHHbIE
AHTHAPUTMUYECKHUE CPEACTBA. B KOHKPETHBIX acrekTax CyObeKT, MOABEPraroLIUiics JEUSHHIO

HOBOO6paBOBaHI/IH WJIK  HEOMMYyXOJIEBOTO COCTOsAHHUA B COOTBETCTBUU  CO CHOCO6aMI/I,
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NPEAJIOKEHHBIMU B JAHHOM JOKYMEHTE, HE MOJy4aeT, He MOoJydasl W/WUiM He OyAeT moiydaTh
tamokcudeH. B ompeneneHHBIX — acmekTax — CyOBEKT,  IIOABEPTAIOLIMNCS  JICUEHHIO
HOBOOOpPA30BaHMsI WJIM HEOINYXOJIEBOTO COCTOSIHMA B COOTBETCTBHH CO  criocobamuy,
NPEAJIOKEHHBIMHU B TAHHOM JTOKYMEHTE, He MOJydaj W/uiu He OyneT noiy4yarb TaMOKCH(EH 3a
1, 2, 3 unu 4 Henmenu A0 MOJYyYEHUs COCAMHEHUS WIN ero (¢papMaleBTHYECKOW KOMIIO3ULUHU U
yepe3 1, 2, 3 wnmm 4 Henmenu nocjae MOJYYEHUs YKAa3aHHOIO COEAVHEHMs WU €ro
(dapMaleBTUYECKOW KOMITO3MLIMUA. B KOHKPETHBIX acleKkTaX CyOBeKT, MOJBEPrarOIIUuiCs
JICYSHHI0O HOBOOOPA30BaHMS HJIM HEOMYyXOJEBOI'O COCTOSHHSI B COOTBETCTBHUHU CO CIIOCOOAMH,
NPEJIOKEHHBIMH B JTAHHOM JOKYMEHTe, mojydaji Tamokcuden, xanpumep, 3a 1, 2, 3 umm 4
HENeJIU 0 TIOJTYyYEHUs] COeNMHEHHSI WTH er0 (DapMaLieBTUYeCKON KOMIO3HLIUH.

KonkperHnsie Ilpumepst

JlanHoe wu300pereHne OyZeT MONMOJHHUTEIBHO TMOHSTO TIOCPEACTBOM CCHUIKM Ha
CleNyollie HEeOoTrpaHUUYMBaIOLe KOHKPETHbIE NMpUMephl. B uyacTHOCTH, yka3aHHBbIE NPUMEPHI
IEMOHCTPHPYIOT NPUMEHEHHE NO3MPOBAHHBIX (POPM B BHIE Karcysl W TaOJETOK M BIMSHUE
BbIOOpa  BCIIOMOTATENILHOTO  BEIIECTBA HA  JIO30BYKD  HArpy3Ky, pacTBOPUMOCTb |
OMONOCTYMHOCTh coerHEeHus (coen) 1 B ChITOM HJTU TOJIOTHOM COCTOSIHMM U Ha CTaOWIIBHOCTH
SDI, copepkatero coenHeHne 1 1 monuMep, B pa3IudHbIX KOMITO3ULIUSX U COCTABAX.

Ilpumep 1

HUccnenosanuss Pacreopumoctn Ilpomexkyrounoro IIpoaykra, BbicymenHoro
PacnbunrensHoii Cymkoit

Matepuanasl 1 Cnoco6bl

Ilpy mnonydeHHMM COCTAaBOB, ONHCAHHBIX B JAHHOM JOKYMEHTE, HCIOJIb30BAJIH
CJIeyIOIHe BCIIOMOTaTeNIbHbIE BellecTBa U Apyrue Marepuaisl (Tabmuma 2).

Ta0auna 2
AxTuBHbIe 1 HeakTnBHBIe MaTepuaJibl

Marepuan

Kpucrannuueckoe coequnenue la

Kpucrammnueckoe coequnerne 1b

[Momumep nomuBuamUppoarnod K-30 (IBIT K30)

[Momumep nomuBuHmIIUppoaraoH K-90 (ITIBIT K90)

Methocel ES (Copt I'TIML] ¢ HU3KOH BSI3KOCTBIO)

Hatpwuii noneumicynsdar (JACH wnmu JICH)
ITomokcamep 188 (IToxn 188)
ITonoxcamep 407 (ITon 407)
Ienyuup 44/14 (Gel 44/14)

I'enyup 50/13 (Gel 50/13)

Mukpokpucramuindeckas mesroso3a Avicel-102 (MKLI)

Kpockapmennosza vatpus Tun A (KKH)
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Cnoco6 Ilonyuenus: IIpomexyrounoro Ilpoaykra, Boicymennoro PacneliurensHoi
Cyumxkoi

Jl1g MCTIOIb30BaHMs B ONMMUCAHHBIX KOMITO3ULUSAX U COCTABAX PACTBOP KPUCTAIIINYECKON
dopmbl coenuHenuss la wnu coenuHeHus: 1b M HeoOs3aTENbHBIX BCIOMOTAaTEIbHBIX BEIECTB
COOCAKIANM  IyTE€M  pACHbUIMTENIbHOW  CYIIKM C  HUCIOJNB30BAHUEM  J1a0OpaTOpPHOM
pacnbuMTenbHOM cymmnku Mini Bichi B-290. VkasanHble pacTBOpBI pacHbUIsLI depes
(opCyHKY MepHCTanibTUYeCKMM HacocoM ¢ mojydeHueMm SDI, comepxkamero coemuHenue | B
Bune amop¢HOil (GopMbl U HeoOs3aTeNbHbIE COOCAKIEHHBIE BCIOMOTATENIbHBIE BEIIECTBA.
IMonyuennsie 06pasipl SDI BeiAep:kUBaIK MOJ BAKYYyMOM B Te€4eHHE 24 4acOB MPH KOMHATHOU
TeMIlepaType Jisl yaJeHus: OCTATOYHOTO PaCTBOPUTEIIS.

TepMuH «kOMNoO3uLUS» OTHOCUTCS K MpPOAYKTY, conepxkawemy SDI, kak omucaHo B
JAaHHOM JIOKYMEHTE, U HeoOs3aTeNbHble BCIIOMOTaTeNbHbIE BELIECTBA, NMPUTOTOBJICHHBIE B
pacTBOpE C UCTIONB30BAHUEM METOUK, H3BECTHBIX CIIELHATNUCTAM B TAHHON O0JIACTH TEXHUKH.

TepMuH «cocTaB» OTHOCUTCS K IPOAYKTY, COEpKallleMy KOMIIO3ULUIO, KAK OMHCAHO B
JAHHOM JOKYMEHTE, WM JOMNOJHUTENbHbIE BCIIOMOraTeNbHbIE BEINEeCTBA, IPUTOTOBJIEHHbBIE C
UCTIONI30BAHUEM METOIHMK CYXOrO CMEUIMBAHMS, U3BECTHBIX CIIELHAINCTAM B JaHHOW 00JacTu
TEXHUKU.

IlopomkoBasi pentreHosckasi au¢ppaxromerpust (IIP): Kpucrammmueckuil umm
nonmumMopdHubiii  xapaktep SDI  ompemensmn ¢ momombto  IIPJ] ¢ wcmonb3oBaHHEM
pentreHosckoro aupdpakromerpa Siemens D-5000 ¢ usnyuenuem Co aK (A=1,7890 A) mpu
ckopocTH ckanuposanus 0,017° 26 ¢! B nnanazome 3-40° 26.

HuddepenunanpbHas cxkanupyromasi kajgopumerpus (JACK): Hsmepenus JICK
NPOBOAWIIN € Hcronb3oBaHueM JluddepeHunanbHOro CkaHUpYOLEro kajopumerpa Mettler
Toledo monenu DSC1 B nuanasone Temneparyp ot 25 no 240°C u npu ckopoctu Harpesa 10 u
25°C mus' mpu mpomyBke azoToM 50 M mus’. B kauectse KannOpPOBAJIBHOIO CTaHIApTa
ucrnonb3oBau WHAMNA. OOpaszen aHATU3UPOBAIM C TOMOLIBI) T€PMETUYHOH aFOMHUHHEBOM
KtoBeThI (40 MKJI).

Tepmorpasumerpuueckuii anamus (TT'A): Ananus TI'A npoBoaniu aBTOMaTHUYECKUM
monysibHbIM Mettler Toledo TGA/DSC1. AHanu3 npoBOAWIM B KOHTPOJIUPYEMOU armocdepe
azora ¢ npoxayBkoi 50 min MHH . Huanazon temmnepatyp Obut oT 25 no 120°C mpu cKOpocTH
rarpesa 10°C mun . Jinst TT'A o6pasiibl OMEIay B FOPH U3 oxkcuda amomuns (70 MKI).

Onpenenenue Boapi: OmnpeneneHue BoAbl MpoBoAuIn ¢ nomouibio Turposanust Kapna
@umepa ¢ ucrnonszoBaaneM Metrohm Titrino Model 795. Kommepuecku npuroToBIE€HHBIH THTP
peareHra, copepiKalero MMHIA30J1, HOM, TUOKCHI Cephbl M 3(HUP B TAKUX MPOMOPLUAX, 4TO | M
TaHHOTO peareHTa Oyzaer pearuposaTh ¢ okoso 2 mr H,O. YkazanHas cuctema Obliia OCHaIeHa
NOAXOMSALUIMMH OCYLINTESIMA, U YKa3aHHBIH PacTBOP KalIMOpOBAIM Iepen KaXnoil cepueit
aHaM3a O0pa3LOB MPOBEACHUEM 3 M3MEPEHUN ¢ HCIOJIb30BAaHHEM POBHO 10 MKIJI OYHMINEHHOM
BOnbI. OTHOCHUTENIBHOE CTAHJAPTHOE OTKJIOHEHHE TaHHBIX M3MEPEHUIl ObLIIO OrpaHHYEHO MEHee
unu pasHbIM 2,0%.

Bbi6op nosmmmepa u Harpyska coequHeHnus



48

IMaptum SDI (Tabnuua 3) monydanud crmocoOOM, ONMHCAHHBIM BBIIIE C HArpPy3KOM
coenudenust 1 B auanaszone ot 40% no 70%. Jns maptuii SDI, usrorosnennsix ¢ I1BIT K30,
HaunOospInas Harpy3ka coenuHenus 1 Opuia 80%. Harpyska B quanasone ot 50% no 70% Obuia
BbiOpaHa i onenku [IBIT K90 u I'TIMII ES B kauectBe nmonumepos B SDI. Kaxnyro mapturo
SDI nonywyanu myTeM pacTBOPEHHUsI COEAMHEHUs1 1 U mojuMepa B CHUCTEME pPacTBOpUTENEH
AXM:EtOH 80:20 (200 mu) npu nepemMeInnBaHuy npu komHaTHoH Temmneparype (KT).

Ta6anua 3
Boi6op mosimmepa u Harpyska

|06pa3eu Ne, 3arpyska (%) (r) Moaumep (%) (r)
1 40 2,0 [MBIT1 K30 60 3.0
2 100 2,5 -- 0 0
3 50 2,5 [MBIT K30 50 2,5
4 60 3.0 [MBIT K30 40 2,0
5 70 3.5 [MBIT K30 30 1,5
[6 80 4,0 [MBIT K30 20 1,0
7 50 2.5 [MBIT K90 50 2,5
8 70 3.5 [MBIT K90 30 1,5
19 50 2.5 ['TIMLT ES 50 2,5
10 70 3.5 ['TIMII ES 30 L5

Kax ommcano B naHHOM nokyMmeHTte, oOpasubl SDI mHKyOmpoBanu mpu yCKOPEHHBIX
ycanoBusix 40 °C/75%  OTHOCHTENBHOH  BJAXXHOCTH B OTKPBITBIX M 3aKPBITHIX
nojunponuieHoBbiMu  Kpbinkamu (IT1) OyTeiikamMu M3 MOJHMATHIIEHA BBICOKOH IUIOTHOCTH
(IT2BII) anist onpeneneHusi crabUIBHOCTH aMOP(HOM (POPMBIL.

OO0pa3ipl OLIEHUBAJIN C TOMOIIBIO:

1- IIP/I nmnst aMOpHOTO COCTOSIHHSI B HYJIEBOH MOMEHT BPEMEHH U B IOCIEAYIOIINE
TOYKH BPEMEHU COCTOSIHUS YCTOWYHUBOCTU

2- KuHeTu4eckoW pacTBOPUMOCTH BIUIOTH 1O 24 YacoB B BOIHBIX pacTBopax (5%
mac/mac) JICH, ITonokcamepa 188, ITomokcamepa 407, I'enyuupa 44/14 u I'enmyuupa 50/13 B
HYJIEBOW MOMEHT BPEMEHU

3- Tepmorpammel JICK u TI'A B HyneBoit momeHT Bpemenu u JICK B mocnenyroiue
TOYKH BPEMEHU COCTOSIHUSI YCTONYMBOCTHU

4- PacTBOPHMOCTb NIPU PEMPE3CHTATHBHON KOHLEHTpany in vivo 0,4 Mr/mi coeqrnHeHus
1 B Bome u B BomHbIX pactBopax (5% wmac/mac) JICH, ITomokcamepa 188, Ilonokcamepa 407,
Ienymmpa 44/14 u T'enyuupa 50/13 B HyJ1IeBOH MOMEHT BPEMEHH.

Cnoco6b1 PacnbiiurensHoit Cymku u Pesyiabrarsl

Jns monydenust crabmnpHOoro SDI ¢ ynydineHHOW pacTBOPUMOCTBIO M M30€kKaHUs

OCAKIEHUS WIM PEKPUCTALIM3ALMU 1N VIVO COEOUHEHUs 1, HCIOJb30BAI MPOLEAYPY
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PacCTIBUTUTENIBPHON CYIIKH, OMHCAHHYIO BbIIIE, s monydeHuss SDI, conmeprkaimero ocakaeHHOe
amop¢Hoe coennHeHre 1 B KOMITJIEKCE C MOJIMMEPOM B COOTBETCTBUU ¢ Tabmuueti 3.

s npoussonctea SDI, ykasaHHOe KpUCTANIINYECKOE COEMHEHUE la UM COeANHEHUE
Ib xommnekcoBamun ¢ IIBII-K30 u ITIMIl ¢ wucnojp3oBaHuEM MapamMeTpoB cCrocoda
pacIbUIUTENBHON CyIIKH, npuBeneHHbIXx B TaOmuue 4. Komnosuumu kaxporo SDI, a Takxke
HIOJIYYeHHBIH BBIXOJ, npuBeaeHs! B Tabmuue 5.

Kak nokazano B Tabmuue 4, mpu OONbIIMX KOHLEHTPALMAX COCAMHEHHs la win
coennHeHus 1b w/mnm korma ucnons3osanu [IBI190, mapamerpsl ciocoba ObUTH M3MEHEHBI JJIsI
MaKCHMM3aLUU BbIXxoma. B 1ieoM, BBIOpaHHBIC MOJUMEPBI JIETKO pPACTBOPSUIM B CHUCTEME
pacTBOpUTENel C TOJYYEHHEM HEBS3KUX  OECIBETHBIX/NPO3PAYHBIX  JKUAKOCTEH, 3a
uckmouennem obpasua SDI 9 (I'TIMLL 50%), roe HEKOTOpble OYEeHb MEJNKHE YaCTHIIbI
OCTaBAJIUCh B CYCIIEH3HU.

B Tabmuue 4 temnepatypa Ha Bxome (Bxom) m Temmeparype Ha Bbixonme (Bwixon)
nokasanbl B “C, naBneHue Bo3myxa atomuszanuu (Bo3m) MoOKasaHO B MM, CKOPOCTb MOTOKA ra3a
pacnbutienust (I'a3) mokasaHa B Ji/4, ckopocTh acmuparopa (Acm) u ckopocts Hacoca (Hac)
TMOKa3aHbI B %, CKOPOCTb 0GBEMHOro notoka (O6) MokasaHa B M°/4 U CKOPOCTh MOTOKA MOt
(IToxm) mokazana B Mi/MuH. CKOPOCTh TIOTOKA Ta3a PaclbUIEHHs OMPEIENSIIN B COOTBETCTBUH CO
cienn(pUKaALUSIMA TIPOU3BOAUTENS, & (PAKTUYECKYIO CKOPOCTh MOTOKA IMOAAYH PACCUUTBIBAIN T10
00BEMy HCIIOJIB3YEMOTO PacTBOPA B COOTBETCTBHH CO BpeMeHeM padoThl Hacoca.

Tepmun  «Bvix00,5,» oOmuocumcsa X TIPOLEHTHOH ponme (%) oOmero 6wixooaq,
pacCUMTAaHHOrO TyTeM OOBEAMHEHHs] MaTepuana, W3BJICYEHHOTO U3  PaclbUIUTEIbHOTO
LIJINHAPA, UKIOHA U cocyaa coopa. Tepmun « Bvix00y..» omnocumes K NpoLeHTHOH none (%)

O0OBEAMHEHHBIX KOJIHYECTB, U3BJICUEHHBIX U3 IIUKJIOHA/cocyna coopa.

Ta6anua 4
MMapamerpsbl Cnocoda PacnbuinrensHoi Cymku
Oo6pa3zen
N Bxon Boixon | Bo3x |TIa3 Acn 06 Hac Ilon
2 65-67 36-42 40 473 90 35 25 7.5
3 64-67 41-45 40 473 90 35 20 6,0
4 63-66 41-46 40 473 90 35 20 6,0
5 63-66 42-45 40 473 90 35 20 6,0
6 63-67 43-49 40 473 90-95 |35-37 |20-25 6,0-7,5
7 74-77 43-46 25-40 | 301-473 90-95 |35-37 |10-20 3,5-6,0
8 63-71 47-38 30-50 | 357-536 90 35 10-20 3,5-6,0
9 62-69 41-45 40 473 90 35 20 6,0
10 64-67 40-43 40 473 90 35 20 6,0
Tabauna S

Beixoa SDI
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Oo0pa3zen Ne, Boixoaygy (%) Boixoaye. (%)
2 67.1 HO
3 44.5 44.5
4 50.8 50.8
5 42,8 30,7
6 49,8 26.8
7 35.1 0.0
8 70,3 30.8
9 76,0 76,0
10 76,1 76,1

B nenom, O6pasusl ocaxnenHoro SDI umenu orcenaemorii pa3mep 4acTUL, HO YKa3aHHbIC
YaCTHULbl UMEJIH JIUNKYIO TIPUPOLY.

O6pasupet SDI u3 O6pasios 9 u 10 u3BieKkann HCKITIOYUTENBHO U3 cocyaa coopa.

O6pasupet SDI ot O6pa3nos 7 u 8 obecnieunBaiy TOHKHE JIMITKUE BSDKYLIHE arJIOMepaThl
C OTHOCHTENIBHO IUIOXOH TekydecThro. Kpome toro, nanHeie OOpasipl 00pa3oBbIBAIM BOJIOKHA
BO Bpems pacnbuiuTenbHON cymku. Konuenrpaunu TIBIT K90 (O6paseun 7) 50% npusenu x
noaIHOMY 00pa306anuio BOJOKOH B CYIIWJIBHON Kamepe. BappupoBanue nmapamerpoB crocoda B
IMana3oHax, MokKa3aHHbIX B Tabmume S5, He MO3BOJSLIO M30ekaTh 0Opa3oBaHUs BOJOKOH. [lo-
BUAMMOMY, OOpa3oBaHue BOJIOKOH ObutO (yHkimed konueHtparmu [IBIT K90. CHmwxkenue no
30% IIBIT K90 (OGpaser; h) obecneunno orHocurenbHo Huskuii Beixon (30,8%) B cocyne
cbopa.

PesyabTaTel Anaausa SDI

P

AmopdHoe comepskanue coocakaeHHbix maptuii SDI oueHuBamu ¢ momorubio TTPJT,
Kapruna ITP/] kasknoro obpasua SDI Obuia THIHYHO# 117151 aMOppHOro MaTepuara.

TrA

Usmepenuss TI'A noxaszanu CKOpPOCTb MOTEPU MAacChl B 3aBUCUMOCTU OT TEMIIEPATYpPhI
oOpa3uia U BpeMeHH, 0Oe3 CyIIecTBEeHHOU nomepu maccel ot 25 no 120 °C. Ocmamounvie
pacmeopumenu He ObLTH OOHAPYKEHBI B TECTUPYEMOM NPONYKTE. YJIETyUUBAHUE OCANMOYHO0
pacmeopumensi Kak PaBUIIO CBS3aHO C U3HAYAIBHOH moTepei maccur obpasua Bo Bpemst 17°4.

ACK

Tepmorpammsl JICK nonyuanu npu ckopoctu Harpesa 10 °C/mun. Kaxapiit SDI mokazan
nepernObl SHAHoTepMuueckux nukoB (DHmo Iluk) or 85°C mo 105°C mpu Ttemmepatype
creknosanus (TC) (B °C) u temnoemxocts (TE) (B [k r K'l), nokasanHbie B Tabmuue 6. B
LIEJIOM, JaHHBIE PE3YJbTAThl MOKA3bIBAIOT, YTO TEMIEPATYpa CTEKIOBAHUS sIBIsETCS (yHKIUEH
KOJINYECTBA U TUIA [TOJUMEPA, UCTIOIB3YEMOTO B YKa3aHHON KOMITO3HLIUH.

Oupnorepmudecke muku (DHH0) (B °C) MOryT GbITh CBS3aHHBIMH C BO3HMKHOBEHHEM

Pa3JIMIHbIX KPUCTAJLNTUYCCKUX MOI[I/I(bI/IKaL[I/II\/'I C pa3jiniHbIMHA TOYKaMH I1JIaBJICHUS.
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Dx3otepmudeckre muku (Dk30) (B °C) MOKHO OOBACHUTH KPUCTAIM3ALUEN, TBEPAOPa3HBIMU
NEepexo/laMy, Pa3JIOKEHHEM WIM XUMHUYECKMMM PEaKUUsMH. DHTaJbMMs [JIs KaXAOro MUKa
(9m7) (8 [k r'') Takoke mokasana B Tabmme 6.

Jns Obpasua 3 He HaOMOAANU AETEKTUPYEMbIX MUKOB SK30TEPMUYECKUX IEPEXOJIOB.
Jnst Ob6pasuoB 5 u 6 Habmomanu SK30TEPMHYECKHE IMEepexOfbl, KaK MPaBHJIO CBS3aHHBIE C
Kpuctajnsanuein marepuaia. Jns OOpasua 6 sHIOTEPMHUYECKUI MEPeXoA, MPEACTaBISIOLUI
npolecc iasyeHus, npoucxonun mexay 158 °C u 224 °C. IInomany NukoB 3K30TEPMUIECKUX
nepexonoB ObUTH HEMOCPENCTBEHHO MPOTIOPIIHOHATBHBIMU KOHIIEHTpauu coenuuenusi 1 B SDI

st O6pasuos 8, 9 u 10 He HaOMOgAIN OOHAPYKUBAEMBIX K30TEPMUYECKHIX THKOB.

Jlns O6pasuoB 4 u 5 HaOOATN BTOPOH MaJIeHbKUN SHAOTEPMHUYECKUN MUK, UMEFO LM
temriepatypy mnasieHust 207 u 221 °C, cOOTBETCTBEHHO.

Jnst O6pasuos 3 u 6 cpaBHUTENbHBIE TepMorpammbl JICK, moydeHHbIe IpU CKOPOCTH
HarpeBa 25 °C/MuH, B 1IeJIOM TOKa3ajJM YBEJIUYEeHHE HAOM0JaeMOl Iuiomand nukoB. Jms
Obpasma 6 Tepmorpamma 25 °C/muH Obuta anajoruuHa tepmorpamme 10 °C/MuH, ¢ HEMHOTO
OoJiee BBICOKMM CABHUIOM TEMITEPATYPbI 5K30TEPMUUECKOTo nmuka npu 25 °C/MuH.

Tepmuna «HH» npencrasisier coboii «He Habmonanocey, a repmun «HO» npencrasnsier

coboii «He OnpeneneHo.

Tabauua 6
PesyabtaTel JICK
|06pa3eu No, TC TE | DOx30 JHT DHAO JHT
1 102,2 0,57 | HH HH 187,3 -40,65
2 86,7 HO | 133,75 65,35 224.,0 -105,10
3 96,4 1,06 | HH HO HH HO
4 95.4 0,66 | HH HO 188,8/206,5 -16,17/-1,75
5 95,9 0,52 | 176,0 14,39 210,9 -33,23
[6 91,5 0,50 | 165.9 48,77 2174 -55,30
7 92,9 0,55 | HH HO 173,7 -25,57
8 102,5 0,39 | 1853 9,79 2124 -22,03
[9 93,5 0,62 | HH HO 189,5 -2,91
10 89,1 0,47 | HH HO 158,7/221.,4 -2,63/-0,50

PacrBopumocts SDI u IlosepxHocTHO-akTHBHOro BemecrBa (5% mac/mac) B
Boanom Pactsope

Pacmeopumocms kpucmannuveckoeo coeounenus 1b u amopgnozo SDI uzmepsnu 6
Pa3IUYHBIX BOIHBIEC CPEAax MPU KOMHATHOH TEMIIEpaType ¢ TOUKaMH BpeMeHH 0TOopa mpod npu
0 u 24 ygacoB (Tabmmusr 7 u 8). Bommble cycmensum (5% wmac/mac) kpucmaniuyeckoeo
coeounenus 1b u amopguoeo SDI momydann B HACHILEHHBIX PAacTBOPax € MOBEPXHOCTHO-
akTUBHbIMH BemnectBamu, BbiOpaHHbiMU w3 JICH, Ilomokcamepa 188, ITomokcamepa 407,

I'enyuupa 44/14 u I'enyupa 50/13.
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PactBop I'enmymmpa 50/13 Obul Hempo3payHbIM, YTO YKa3bIBA€T HAa TO, YTO HE BECH
I'enyuup pactBopuics. YKa3aHHbBIN pacTBOpP HE ObLI TOCTATOYHO MPO3PAYHBIM ISl OTIPENEITICHUS
n00aBIeHUs] JOCTATOYHOIO KOJIMYECTBAa MaTepuaa s MOJTy4eHHs HACBILIEHHOTO pacTBopa. B
pe3ysbTaTe YKa3aHHOMY pPacTBOPY JaBajld OTCTOAThCS, uToObI M30bITOK I'emynupa ocen, u
CYNEpPHATAHT U3BJEKAIW M UCHOJB30BAIM [UIsl HUCCIENOBaHUS pacTBOpUMOCTH. TodHas
koHueHTtpauus I'enynupa 50/13 B pacTBope Obuta HemsBectHOH. /s pactBopos SDI B ['enynupe
50/13 nabnronanu 3HaAYUTEBbHOE OCAKICHHE uepes 24 yaca.

Tepmun «HB» mnpencrasisier coboii «He Bocmpoussomumo», a Ttepmun «30»

npencTaBisieT coooit «3HauuTenbHoe OCcaKaeHUe.

Ta6auua 7
PacTBopumocTs (MKI/mur)
PacTBop Bpemsi Coeaunenue 1b Oopasen 2 Oopasen 1
0 yacos 24 2247 1756
UICH
24 gaca 6,2 32,4 1954
0 uqacoB 0,2 0,7 2,8
IToo1 188
24 qaca 0,0 4,3 2,2
0 gacos 14,7 142,5 124,7
I'en 44/14
24 gaca 23,6 58.4 57,6
0 1acoB 7.8 6774 2939
I'en 50/13
24 vaca 23,0 371,5 128,1
Tabauua 8
PacTBopumocTh (MKI/mur)
PacTBopbI Bpems 3 4 5 6 7 8 9 10
icH 0 gacos | 0,0 152,9 0,0 201,6 0,0 04,9 [134,6 [180,8
24 qaca | 30 30 30 154,6 (30 30 BO 30
0 yacos 3,1 0,5 1642 P29 6,2 0,0 0.9 716,9
IToa1 188
24 qaca | 30 30 30 30 30 30 BO 30
0 gacos | 0,0 0,0 7,7 101,0 {7394 0,0 HB 0,0
[Toa1 407
24 qaca | 30 30 30 30 30 30 BO 30
0 qacos 52,5 73,0 1052 66,9 58,1 69,1 (130,3 (0,0
I'en 44/14
24 qaca | 30 30 30 30 30 30 BO 30
0 qacos 133,2 560,0 0,0 280,8 [156,8 (0,0 0,0 1579
I'en 50/13
24 qaca 102,3 310,2 30 132,1 3O 30 BO 1421

PactBopumocTts Obpasuos ¢ u ¢ B JICH nposepsuin (Tabmuua 9). Pacrsop JICH Obin
Npo3pavHbIM U 3TO Mo3Bosu0 nobaBmaTe SDI B ykasanHbI cocyn B m30bITKe. PactBOp

oOpabaTbIBaJid yJIBTPA3BYKOM B TEUEHHE 5 MHUHYT, BCTPSXUBAIM B TEUEHUE 2 MUHYT U JaBaJIH
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OTCTOATBCS B TedeHne 5 MuHyT. CynepHataHT nepeHocwn Bo ¢uaxoH st BOXX ¢ momorbro
mnpuua ¢ HeinoHoBbM ¢unbTpoM 0,45 mMxM. OOpasipl BBOAUIN HEMEMJIEHHO (cuctema Oblia

IpeBapUTENIbHO HACTPOEHA Mepe Ha4alloM TeCTa PAaCTBOPUMOCTH).

Tabauua 9
PacrBopumocTts (MKI/mui)
PacTBop Bpems O6pasen ¢ Oobpaszen e
0 gacos 12116* 1809
UICH 2 yaca 248,9 5079
24 yaca 0,0 163.,8

* JlaHHOE 3HAYEHHE He MOXKET GBITh BOCIPOH3BEIEHO.

Pesynbrarel, nmokaszanHble B Tabnumax 8 u 9, yka3plBalOT Ha TO, YTO BHIOOP MOJIMMEPOB
IIBII u I'TIMI] B yka3anHoM SDI Biusin Ha pacTBOPUMOCTb B MPHUCYTCTBHUH MOBEPXHOCTHO-
aKTHUBHOTIO BEIEeCTBA.

PactBopumocts SDI (300-400 mxr/mu) u IloBepxHocTHO-akTHBHOrO Bemectsa (5%
mac/mac) B Boanom PactBope

B 3aBucumocTH OT >kejaeMoil 1030BOM HAarpy3KH, pacTBOPsUIM Pa3jIMYHble KOJIWYECTBa
SDI B HachIIIEHHBIX PACTBOPAaX C MOBEPXHOCTHO-AKTHBHBIMHU BEIECTBAMH, BBIODAHHBIMH U3
JICH, ITonokcamepa 188, ITonokcamepa 407, I'enyuupa 44/14 u I'enyuupa 50/13 mpu 37 °C (xak
noka3aHo B Tabsure 10).

Hanpuwmep, nHasecky SDI mexny 75% (0,3 mr/mm) u 95% (0,4 mr/mu) pactBopsiiu B
pactBope ¢ ITonokcamepom 407 wnu I'enyuupom 50/13. OTHOCHTENHEHO MEHbIIEE KOJIUYECTBO
SDI 6b110 criocobHo pactBopsithesi B pactBopax JICH, IMTonokcamepa 188 u I'emyumpa 44/14.
ITpu HOmMmHanbHOW koHueHTtparmu SDI 0,4 mr/mn pactsopel JICH, ITonokcamepa 407 u
I'enymmpa 50/13 coxpansun SDI B pacTBOpe B TeueHHe BILUIOTH 10 2 4acOB.

s O6paszua 5 TIBIT K30 u O6pasua 8 IIBIT K90, Gbina nocturnyra 0ojiee BbICOKas
pPacTBOPUMOCTh Tpu Harpyske coenwHenuss 1 70%. OOpasubl 5 U 8 cMOIIM TOOAEPKUBATH
kouuentpanuu SDI B 'enyuupe 50/13 u I[Monokcamepe 407 u, B onpenesenHoi crenenu, B JICH.

Jdns O6pasuos 9 u 10 T'TIMILL ES xonuentpaums SDI ot okosno 0,2 no mpumepso 0,3
MT/MJT TOEPKUBAJIACh BO BCeX pacTBopax, kpome [lomokcamepa 188. [{ns O6pasuos 9 u 10 He

OBUIO HUKAKOH KOPPEJSIUN MEKAY HArPy3KOH COeUHEHNs | U paCTBOPHMOCTBIO.

Tabauua 10
PacrBopumocts (Mkr/mur) npu 400 Mxr/ma
Bpems |1 2 3 4 S 6 8 9 103
0 gacos|0,0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Boaa
2 qaca (0.0 0.0 0.0 0.0 0.0 0.8 0.0 0.0 0.0
icn 0 gacoB|69,0  [387.3 |[213,5 [295,6 |1974 P32 [749 302,3 2477

24qaca 54,3 97,0 92,6 2356 87,6 38,8 54,5 2743 [269.0
Iloan |0 gacoB[80.9  [56,3 92.8 18,0  [105,1 |19.7 175,2  276,0 |129,6
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Bpewms |1 2 3 4 5 6 8 9 103

188 [uaca 0,1  [0.1 0.6 06 PO PS5 b1 P43 .9

Moa |0 wacos[133,3 [300.2 | 2874 |3600 P26,6 [162.2 P460 P19,5 [63.4
407 [ uaca 1388 [310,1 | 3132 |3573 P643 [151.0 P69,7 PB712 [363.2
Cen  [0wacos[85.0 [291.8 |380.2 |336,1 P89 P22.5 [80.6 P31,7 [333.2
44/14 [ uaca 874 |39 |00 153.1 [101,7 7.5 |169,1 [116,5 [318.2
Cen |0 uacos[156,9 [332.3 | 2643 |331.8 PS2.8 PB127 P49,7 [61,7 |184,5
50/13 [ uaca [155,5 [239.6 | 2997 |336,6 P23.1 P6d6 P62.0 P27.8 [352.4

Ilpumep 2
PacrBopumocts  BoiGpannbix  Kommnosuumit  SDI-IloBepxHocTHO-aKTHBHOE

BEIeCTBO

Kommnozuiuy, umeromue MakCUMalbHYIO Harpy3ky coenuHeHus 1 50-60% mnoxazanu
OrpaHHUYEHHYIO KPUCTAJUTM3ALMIO YKa3aHHOW aMOp¢HOHN (OpMBI MpH BBICOKOH TeMIepaType B
coorBercTBuH ¢ faHHbIMU JICK 1 BbICOKOTEMIIEpaTypHOH MUKPOCKOIIHH.

HccnenosaHust KpaTKOCPOYHOM YCTOMYMBOCTH YKA3bIBAJIA HA OTCYTCTBUE 3HAYUTEIIBHBIX
pazmuuuii Mexxkny wucnosb3oBanueM JsmbOo IIBIT K30, mubo ITIMIL ES B oTHOWeHWH
KpUCTATM3ALMK/peKpucTaluin3aunn  coenuHenust 1. O0e  mokasanu  OnaronpusiTHbIe
xapaxkTtepuctuku pactsopumoctu anst SDI. OnHako cpaBHeHue pactsopenust mexxay SDITIBII u
SDITTIMII ES nokasano cunbHO yny4iieHHbli npoduns pacrBopenus anst SDITTIMIT ES.

PacrBopumocte I'lIMII ES

Pacteopumocte I'TIML] ES, TTIMIL E5/Coen 1 u I'TIMLL E5/Coen 1/Tlonokcamep 407
TECTUPOBAJIHM B PA3JIMYHBIX OPraHUYECKUX PACTBOPUTENSIX (CM. pe3yJbTaThl, IMOKa3aHHbIE B
Tabmuuax 11 u 12). Yka3aHHbIE KOMITO3ULMU AUCTIEPTHPOBAIN HHANBUIYaJIbHO B PACTBOPHUTEE
npu nepemMemuBaHUM Tpu KoMmHaTHON Temmepatype. ITIMI] ES u Ilonokcamep 407 (mpu
UCTIOJIb30BAHUHM) PACTBOPSIM TIEPBBIMH C TOJy4deHHeM pactBopa S50:50, 3arem moOaBisiv
coequHeHHe | M MOJHOCTBIO PACTBOPSIIU C MOcheayouuM nodasnenueMm IXM ¢ nonydeHrem
pacTBOpoB B cooTHOoweHuu 87,5:12,5 u 86:14.

B Tabmune 12 cucremy pactBoputeneii JAXM:JIMCO (77:23) mnonyuyanu ¢
ucnonp3oBanueM pacteopa I[TIMI[ ES B JAXM:IMCO (65:35) mnyrem poOaBieHws

nononHuTeNbHOTO JIXM.

Tad6auna 11
Pacreopumocts I'TIMII ES (Mr/mur)
romiu
Cucrtema PacrBopureaneii s KommenTapun
TT'® 100% 30 Henpo3spaunslii
MeOH 100% 30 Henpospaunerii
EtOH-95 100% 30 Henpospaunerii
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Cucrtema PacrBopureaeii EISIMH KommenTapun
HIIC 100% 60 HepacTBopumblii
AXM 100% 60 Henpo3spaunbrii
Aueron 30 Henpo3paunsrii
Aueron:/IXM (50:50) 15 Henpo3paunsrii
AXM:TT'® (33:67) 20 Henpospaunblii
JAXM:MeOH (50:50) 40 IMomHOCTBIO pacTBOPUIICS
JAXM:MeOH (50:50) 50 ITonHOCTBIO pacTBOpHIICS
JAXM:MeOH (50:50) 60 ITonHOCTBIO pacTBOpUIICS
IIpo3paynsrii c HEKOTOPBIMU
JAXM:MeOH (80:20) 40 CYCHEHIUPOBAHHBIMH MaJICeHbKMMH/KPOIIEUYHBIMU
YaCcTULIAMU
JAXM:MeOH (87,5:12,5) 15 PactBopuiics oueHb NpO3payuHbIi
JAXM:MeOH (86:14) 26 PactBopuiicst oueHb NpO3payuHbIi
IIpo3paunsrii c HEKOTOPBIMHU
JAXM:EtOH-95 (80:20) 40 CYCHEHIMPOBAHHBIMHI MaJIEeHbKHMU/KPOLIEYHbIMU
JacTULIAMU
JAXM:EtOH-95 (50:50) 40 IIpo3paunsrii
IIpo3paunbiii c HEKOTOPbIMU
AXM:HUIIC (50:50) 30 CYCIIEHANPOBAHHBIMU MaJIEHbKUMH/KPOLIEYHBIMU
YaCcTULIAMU
PactBopuiicsi, HO He Tak OBICTPO, Kak B
JAXM:EtOH-95 (50:50) 30
JAXM:MeOH (50:50)
IIpo3paunsrii c HEKOTOPBIMHU
JAXM:EtOH-95 (86:14) 20 CYCIEHIUPOBAHHBIMH MaJICHbKHMMH/KPOIIEUHBIMU
YaCcTULIAMU
AXM:IMCO (50:50) 109 [TonHOCTBIO pacTBOPHIICS
AXM:IMCO (65:35) 50 [TonHOCTBIO pacTBOPHIICS
IIpo3paunsiii c HEKOTOPBIMHU
AXM:IMCO (80:20) 50 CYCHEHIUPOBAHHBIMH MaJIeHbKHMU/KPOLIEUHBIMU
JacTUL[AMU
AXM:IMCO (95:5) 50 Henposzpaunsrit

Tabauna 12
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PacrBopumocts SDI (coennnenue 1/I'TIML ES/Ilosiokcamep 407)

IHon
Cucrema ramLn  ES
407 (mr/ma) | KommenTapun
PacrBopuresiei (Mr/ma)
(Mr/ma)
JAXM:MeOH (50:50) 60 20 0 ITonHOCTBIO pacTBOPUICS
AXM:MeOH (50:50) | 60 20 120 HepactBopumeslii
JAXM:MeOH
15 5 30 ITonHOCTBIO pacTBOpUICS
(87,5:12,5)
JAXM:MeOH (50:50) | 50 0 70 HepactrBopumsiii
JAXM:MeOH (86:14) 26 0 35 IMonHOCTBIO pacTBOPHIICS
JAXM:EtOH-95
50 0 63 HepactBopumbsiii
(50:50)
IIpo3paunbliii ¢ HEKOTOPBIMU
JAXM:EtOH-95 CYCIIeHMPOBAHHBIMU
20 0 29
(86:14) MaJIEHbKUMHU/KPOIIEIHBIMH
JaCTULIAMH
AXM:JIMCO (65:35) | 50 0 115 ITonHOCTBIO pacTBOPUIICS
AXM:IMCO (77:23) | 33 0 77 ITonHOCTBIO pacTBOPUICS

Copepxanue Teepabix Bemects B PacTBope PacnblinrenbHoi Cymku

MaxkcumanpHOe IpUeMIIEMOe KOJUYECTBO TBEPABIX BELIECTB (TO €CTh, paCTBOPHMOCTH
OOBEAMHEHHBIX HCXOAHBIX MAaTepPHaJOB) B PAcCTBOPE PACIBUIMTENbHOW CYIIKH  JUIS
KPYITHOMACIITAOHOTO TPOM3BOACTBA OLEHHBAIM B PA3IMYHBIX CHCTEMaX pPACTBOPUTEIEH.
IMonmumep I'TIMIL ES noGaBnsiiu B CHUCTEMy pacTBOPUTENEH C MOCIEAYIOIUM I00aBJIEHUEM
coenrHeHus 1b npu nepeMeInnBaHUY MPU KOMHATHOW Temreparype. PacTBOpUMOCTh OLeHHBAIIH
BU3yaJIbHO uepe3 30 MUHYT U HOcle BbIOEPKUBaHUSA 00pas3lia B COCTOSTHHM TMOKOS B TE€UECHUE
NEePUOJIOB BILIOTH 10 72 4acoB.

Kak nokazano B Tabmumax ot 13 mo 16, mpuemieMoe KOJIHMYECTBO TBEPABIX BELIECTB B
pacTBOpe 3aBUCENO OT BPEMEHHU, KOJIMYECTBA KaXKAONO HMCXOAHOTO MaTrepuaja U CHUCTEMBbI
PacTBOpPUTEIIEH.

Kak nokazano B Tabauue 13, SDI, ucnonp3yeMblil B CHCTEME PACTBOPUTENIEH, MOTyHan
B JIB€ CTaauM ¢ Hcronb3oBaHueM Mmeroxuku anst OOpasma 28 SDI, onmcanno#i B [Ipumepe 6
HIDKE.

Kak nokaszano B Tabauue 14, SDI, ucronp3yeMblil B CHCTEME PACTBOPUTENIEH, ITOTyHan
B IBE CTaauu ¢ ucrnoyib3oBanueM meronuku st Ob6pasua 28 SDI. B cucreme JIXM:MeOH
koMOuHaumoo coenuHenust 1b (3 r) m I'TIMI] ES (2 r) pacteopsuiu (5% mac/o0) B oObeme
cucrembl 100 mn. Tepmun «HT» mpencrasnsier codoit «He Tecruposanmm», tepmun «OMO»

npencrasisier coboit «Ouenp Manoe Ocaxnenue», a tepmun «MO» mpencrasisier coOoit



«Magoe OcaxneHue.

Kax mokazano B Tabmuue 16, komOunanmo coenunenust 1b (6 r) u ITIMIL ES (4 r)
pactBopsimu (10% mac/06) B JAXM:IMCO (50:50) (100 mm). Tepmun «OMO» npencrasnsier

cobori «Ouenp Manoe OcaxaeHuey,

OcaxneHuey.

Kak nokazano B Tabnuue 15, komOunammo coeaunenust 1b (4,5 r) u I'TIMIL ES (3 r)
pactBopsiin (7,5% wmac/o6) B AXM:JIMCO (65:35) (100 mn). Tepmun «MO» mnpencrasisieT

coboit «<Manoe OcaxxneHue.
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a tepmuH «MO» mnpencraBiasier coboit «Manoe

Ta6auua 13
Conep:xxanue Teepabix Bemects (2,5% mac/00)
Bpems AXM:EtOH-95 (80:20) AXM:MeOH (87,5/12,5)
0 Mmun IIpakTruecku pacTBOPUICS ITonHOCTBIO pacTBOPUICS
Tabauua 14
Copepxanue Tsepabix Bemects (5% mac/00)
Bpems AXM:EtOH-95 AXM:MeOH AXM:IMCO AXM:IMCO
(87,5:12,5)* (87,5:12,5)* (50:50) (65:35)
0 Mmun Yactuuno pacrteopuics | IIpaktuueckn ITonnocThIO ITomHoCTBIO
(MyTHBIH pacTBOp) pacTBOpUIICS pacTBOpUIICS pacTBOpHIICS
OMO
I5mMun | MO MIPO3PAYHBIN HT HT
pacTBop
OMO
3 gaca MO MPO3payHbIi HT HT
pacTBop
OMO
MO  (myTHBIT  mpu
24 qaca MIPO3PAYHBII HT HT
nepeMeIIBaHNN )
pacTBop
Tabauua 15

Conep:xxanue Teepabix Bemects (7,5% mac/00)

Bpems JAXM:IMCO (50:50) AXM:IMCO (65:35)

0 Mun IIpakTruecku pacTBOPUICS IIpakTuuecku pacTBOPUIICS
15 Mun OMO npo3zpauHblif pacTBOp MO npo3paussblii pacTBOp

3 gaca OMO npo3zpauHblif pacTBOp MO npo3pausslii pacTBOp
24 vaca IIpakTHyecku, MOTHOCTBI PACTBOPUIICS OMO mnipo3paunbiii pacTBOP
24-72 vaca ITonHOCTBIO PaCTBOPUIICS ITonHOCTBIO pacTBOPUIICS

Tabauua 16
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Copepxanue Tsepabix Bemects (10,0% mac/00)
Bpemsi AXM:AMCO (50:50)
0 MuH IIpakTruecku pacTBOpUIICA
15 mun MO npo3payHblil pacTBOP
3 gaca MO npo3zpaunblii pacTBOP
24 qaca IIpakTHyecku, NOJHOCTBE) PACTBOPUJIICS
24-72 yaca ITomHOCTBIO pacTBOPHUIICS

Cnoco6bl PacnbuiurenbHoii Cymku SDI-IloBepXHOCTHO-aKTHBHOE BelleCcTBO H
Pe3yabTaTsl

Coocaxxnennble kommosuimu SDI coenunenune 1/momumep/mOBEpXHOCTHO-AaKTUBHOE
BEIIECTBO TNOJYyYaJd B BHIE TBEPIOH IHUCIIEPCUH C HCIOJIb30BAHHUEM paHEE OIHUCAHHON
METOAMKH paCTbUINTENbHON cymiku. IlapameTpbl criocoba ObLIM yCTAHOBJIEHBI Ha YCJIOBHS,
nepeuncienHble B Tabmuue 17. Komnosunus SDI u BeIXozabI nponsurocTpupoBansl B Tabmuie
18.

B Tabmnue 17 temmeparypa Ha Bxoxe (Bxom) m temmneparype Ha Bbixome (Bwixonm)
nokasanbl B °C, naBneHue Bo3nyxa atomuszanuu (Bo3m) MoOKasaHO B MM, CKOPOCTb MOTOKA ra3a
pacneuienns (I'a3) mokasanHa B J1/4, ckopocTh acmuparopa (Acm) u ckopocth Hacoca (Hac)
noka3aHbl B %, CkopocTh obbeMHoro noroka (O0) mokazana B M4 u CKOPOCTb MOTOKA MOJAAYH
(ITox) mokazana B mur/MuH. CKOPOCTB MOTOKA ra3a PacHblUICHUS] ONPEIEISLIA B COOTBETCTBHU CO
creun(pUKALUSIMHI TIPOU3BOAUTENSA, @ PAKTUYECKYIO CKOPOCTh ITOTOKA MOJIA4YX PACCUUTHIBAIIN IO

00beMy HCIIOIb3yEMOT0 PaCTBOPA B COOTBETCTBUH CO BpEMEHEM paboThI HAacoca.

Tabauua 17

IMapamerpbl Cnocoda PacnbuinrensHoi Cymku
Oopaszen Ne. Bxon Beixon | Bo3a |Ta3 Acn | O6 Hac Ion
11 63-68 41-42 40 473 90 35 20-22 5-6
12 63-67 39-42 40 473 90 35 22 5-6
23 63-66 39-42 40 473 90 35 22 6-7
14 66-68 42-45 35 414 90 35 22 5-6
15 64-67 39-43 35 414 90 35 22 6-7
16 62-67 37-41 35 414 90 35 22 6-7
17 63-68 39-46 40 473 90 35 22 6-7
18 64-67 37-40 40 473 90 35 22 6-7
19 64-68 35-37 40 473 90 35 22 6-7
20 63-70 35-40 35 414 90 35 22 6-7

Kakx mokazano B Tabmmme 1, ykasaHHble MaTepuaibl PacTBOPSUIM B CHCTEME

pPacTBOPUTENEH C MONyUYEHUEM HEBS3KHUX MOJIHOCTBIO MPO3payuHbIX skuakocTe. O6pasuer 11, 12,
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13, 14, 15, 16, 17 u 20 nony4anu myTeM pPAaCTBOPEHHsI YKa3aHHBIX MAaTE€pPHAIOB B CMECH
pactBopureneit (200 mu).

s O6pasuos 18 u 129 I'TIMII ES pactBopsimu B cmecu 50:50 AXM:MeOH (25 mut: 25
MII), 3aTeéM J00aBJSUIM TOBEPXHOCTHO-AaKTHBHOE BELIECTBO C MOCIEAYIOUUM 00aBJICHUEM
yuctoro JIXM (150 mi) ¢ mocTeneHHbIM TUCTIEPrHPOBAHHMEM, IMOKA PACTBOpeHHE HE ObLIO
3aBEPLIEHO.

O6pa3upt SDI u3z O6pasuos 12 u 19 nokasanu BeIXOABI B JUANa30He OT OKoyio 78% 1o
okoJio 80%. O6pasusl SDI uz O6pasuos 14 u 16 ¢ gaBneHneM Bo3ayxa aromuzauuu 35 mm (414
Hn/4) nokazanu BBIXOIbI B AMANIA30HE OT OKOJIO 76% 110 okosio 77%.

Tepmun «Bvixo0,..» omunocumcs X TPOUeHTHOH noje (%) o0BEeOMHEHHBIX KOJIHYECTB,

W3BJIEYEHHBIX U3 LIUKJIOHA/cocyna coopa.

Tabauna 18
Komno3uuus SDI (coennnenne 1/Iloimmep/IloBepXHOCTHO-AKTHBHOE BELIECTBO)
|06pa3eu ICHCTeMa ICoezl 1 BbIxoaycc
[Monumep (%) [[TAB (%)

Ne. PacTBopurenieit (%) (%)

11 JIXM:EtOH (80:20)  [60 [TIMLI ES (40) |OtcyTcTByeT 74,2

12 JIXM:EtOH (80:20)  [60 [TBIT K30 (30) [[Tox 407 (10) 67.9

13 JIXM:EtOH (80:20) [60 [TBIT K30 (30) [[en 50/13 (10) 67,6

14 JIXM:EtOH (80:20)  [60 [TBIT K30 (38) [[Tom 407 (2) 75,9

15 JIXM:EtOH (80:20) |60 [TBIT K30 (38) [[en 50/13 (2) 76,9

16 JIXM:EtOH (80:20) [60 [TBIT K30 (38) VICH (2) 70,5

17 PRAMMeOH 60 [TIMLI ES (30) [[Tox 407 (10) 78,3

on ,
(87,5:12,5)
18 FRAMMeOH 60 [TIMIL ES (30) [[en 50/13 (10) 30,1
en )
(87,5:12,5)

19 pRMMeOH 60 [TIMIL ES (38) VICH (2) 78,3
(87.5:12,5) ’
JIXM:MeOH

20 50 [TBIT K30 (40) [[Tom 407 (10) 72,2
(87,5:12,5)

11191

AMOp(DHYIO CTPYKTYpPy COOCAKISHHOTO MOBEPXHOCTHO-aKTUBHOTO BemecTBa-SDI u3
Obpasuos 11, 12, 13, 14, 15, 16, 17 u 20 ouenuBamu no [IPJ] (pe3ynbraThl He MOKa3aHbI).
Kapruna ITP/] kasknoro O6pa3ua Obuta THIHYHOM [Tt aMOp(HOTO MaTepuaa.

ACK

Kaxk nokazano B Tabmuie 19, tepmorpammel JICK nonydanu mpu ckopoctu Harpesa 25

°C/MuH. DHIOTEpMHUYECKHE MeperuObl, mnpeacraBisomue temneparypy crekioBanus (TC),



60

ssBHO Habromamm Tonbko st O6pasuos 11, 14, 15, 16 u 19 mexay 85°C u 105 °C.
Ox3otepmudeckue mnepexonbl (Dk30) HaOmomamu s Ob6pasua 11 u, B MeHbLIen
creneny, anst O6pasuos 13, 14, 19 u 20. DHnorepmuueckue nepexons! (JHA0) HAOTONATH IS
Ob6pasuos 12, 13, 15 u 17, npu 5TOM OAMH MUK TUIaBjieHus: Habmonanmu 1 kaxkaoro OOpasma
nipu okouio 210 °C, 207 °C, 205°C u 218 °C, cOOTBETCTBEHHO.
Tepmun «HH» npencrasisier codoii «He Habmronanoce», a repmun «HO» npencrasiser

coboit «He Onpenenenoy.

Ta6auua 19
PesyabtaTnl JICK
|06pa3eu Ne, | TC TE K30 JHT JHAO OHT
11 100,6 (0,605 | HH HO 199.3 -0,72
12 HH [HO 136,3 8,12 207.9 -22,08
13 84,8 10,188 115,7/171,9 [1,42/1,74 05,7 23,32
14 103,3 0,580 142,0 2,48 193,6/HH -16,78/HO
15 97,6 0,500 | HH HO 204.4 -11,23
16 104,1 (0,557 | HH HO HH HO
17 HH HO HH HO 218,1 -10,05
18 HH |HO HH HO 217.5 -2,15
19 94,59 0,476 | HH HO 195.1 -6,44
20 HH [HO 138,9 1,83 HH/HH/200,9 HO/HO/-25,84

PacrBopumocts Komnosunuii SDI-IloBepxHocTHO-akTHBHOe BemectBo B (5%
mac/mac) Bognom PacrBope

Pacmeopumocms  komnosuyuit SDI coeounenue 1/nonumep/nosepxnocmuo-akmusHoe
seuecmeo onpedesiu 6 Pa3IuYHbIX BOAHBIX cpenax rmpu 37°C yepes 2 u 6 yacos (cM. Tabauubl
ot 20 no 23). B kaxmoii Ttabmune TK mpencraBnsier coOOi TEOPETHYECKYH) KOHLEHTPALIUIO
YKa3aHHOTO pacTBOpa Ha OCHOBE Macchl oOpasla Npu AOMYLIEHWH, YTO BCE MAaTepHabl
pacTBOpPWINCH. Pe3ynbTaThl B TOYke 72 wYaca NPEACTABISIIM COOOW TOJNBKO BH3YaJbHBIE
HaOJFOIeHUSI.

Komnosuyuu SDI, conepxxamue ITTIMI] ES, mnoxaszamun Oojee BBICOKYO u Ooee
CTa0MIIbHYIO PACTBOPUMOCTD OT 2 70 6 4acoB, 00e Kak 0e3 MOBEPXHOCTHO-aKTUBHOTO BELIECTBA,
tak u ¢ [Tonokcamepom 407 wnm ['enyuupom 50/13, obecnieunBasi KOHIEHTpAuu Mexay 387 u
436 wmkr/mu, uro mpexacraBmsier 93,5-100% teopernmueckoit koHunentpauun (TK). Tepmun
«Teopernueckast KoHIeHTpauus» OTHOCHTCS K KOHLEHTpPALMM PacTBOPa, B KOTOPOM BECH
MaTepHaj pacTBOPHJIICS, OCHOBBIBASICh HA MAcCe YKa3aHHOTO MaTepuaa.

Hnst komnoszuyuii SDI, conepsxxamux TIBIT K30 u ITonokcamep 407 wnu Ienyuump 50/13
pacTBOpPEHHbIE KOHIEHTpALUU ObUTH Mexny 225-446 mkr/min (uro npencrasisier 55,8-99,8% ot
TK).

Tabauua 20
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PactBopumocts (Mkr/mu) B Boae (400 mxr/mu)

O0pa3zen Ne, TK 2 yaca 6 yacoB 72 yaca
11 412,8 0,0 0,0 MyTHbIi
12 415,2 0,0 0,0 MyTHbIi
13 420,0 0,0 3,1 MyTHbIH
14 412.8 0.0 0.0 MyTHBIi
15 410,4 0,0 0,0 MyTHbIi
16 432.0 0,0 0,0 MyTHbIi
17 417,6 0,0 0,0 MyTHbIi
18 415,2 0,0 0,2 MyTHbIi
19 405,6 0,0 0,0 MyTHbI
20 4214 0,8 1,0 MyTHbII
Tabauua 21
PacrBopumocts (Mkr/ma) B 1% JICH B Boae (400 mxr/mu)
Oo6pa3zen Ne, TK 2 yaca 6 yacos 72 yaca
11 408.,0 106,7 41,0 MyTHbII
12 410,2 5,7 54 MyTHbIi
13 420,0 6,2 5,6 MyTHbIi
14 403,2 6,0 5,1 MyTHbIi
15 405,6 7.4 6,2 MyTHbIi
16 400,8 7.4 6.4 MyTHbIH
17 417.6 12,1 7.5 MyTHbI#
18 422.4 18,6 8.9 MyTHbIi
19 427,2 37,7 12,2 MyTHbI
20 458.,0 7.5 6,3 MyTHbIi
Tabauua 22
PacrBopumocts (Mkr/mia) B 5% Ilonokcamepa 407 B Boae (400 mxr/mur)
Oo6pa3zen Ne, TK 2 yaca 6 yacoB 72 qaca
11 400,8 403.,5 413.8 ITpo3paunbrii
12 400,8 333,2 332,2 MyTHBII
13 403,2 233,1 224.9 MyTHbIi
14 432,0 384,5 313,7 MyTHBII
15 410,4 385,1 369.,6 MyTHBII
16 393,6 394,1 382.5 MyTHbI#
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17 420,0 424.8 425,3 IIpospaunslii
18 4128 4252 425,5 ITpo3paunbrii
19 428.,4 434,6 436,5 IIpo3paunsiii
20 420,5 308.,7 370,7 MyTHbI#
Tadauua 23
PacrBopumocts (Mkr/mur) B 5% I'enyuupa 50/13 B Boge (400 mxr/mun)
Oo6pa3zen Ne, TK 2 yaca 6 yacos 72 yaca
11 405,6 410,0 419.,0 ITpo3paunbrii
12 420,0 375,2 349,3 MyTHBII
13 398.4 3779 342.8 MyTHbBII
14 415,2 325.8 346,0 MyTHbBII
15 400,8 395.,5 306,1 MyTHbII
16 388.8 3974 395,7 MyTHbBII
17 398.4 407,7 405,6 ITpo3paunbrii
18 414.6 388.7 387,3 ITpo3paunbiii
19 399.,6 402,7 405,0 ITpo3paunsiii
20 447,0 446,2 439,9 MyTHBII
IIpumep 3

PacteopumocTth Beiopannbix CoctaBos Cyxoii Cmecn

Obpasubr CocraBa SDI 4, 11, 12 u 17 cocTaBisiu ¢ MOBEPXHOCTHO-aKTHUBHBIMU
BEIIECTBAMH MHUKpOKpucTaundeckoil memtonozoi (MKII-102) unu ITonokcamepom 407 (ITon
407) u paspbxuuteneM Kpockapmesuio3oii Harpust Tuma-A (KKH) (xak nmokazano B Tabmmie
24).

Tepmun «BHyTpeHHsis ¢asa» (IP) OTHOCHTCS K BCIOMOTaTEIbHOMY BEIIECTBY
(BemectBam), BkJrOueHHOMY B SDI; Hampumep, SDI gopmupyroT myTeM pacmbUIMTENbHOM
CYLIKHM COeMHEHUs la mii coenrHeHus 1b, mommMepa 1 MOBEPXHOCTHO-aKTUBHOTO BEIECTBA B
koMOuHaumu. SDI, comepskammii MOBEPXHOCTHO-aKTHUBHOE BellecTBo [P, BmocneacTBuu
CMEIINBAIOT C JPYTUMH UHTPEIUEHTAMH, MOKa3aHHbIMU B TaOnmue 24 ¢ MOJy4eHHeM COCTaBa
cyxoii cmecu. TepmuH «BHemHss pa3a» (EP) oTHOCHTCS K MOBEPXHOCTHO-aKTHBHOMY BEILECTBY,
BKJIFOYEHHOMY B COCTaB CYyXOH CMECH Hapsily ¢ APYTUMH HEOOS3aTENbHBIMHI BCIIOMOTATEIbHBIMU
BEIIECTBAMHU.

Kasxaplit 13 COCTaBOB MOJTyYaIH OCTOPOXKHBIM CYXUM CMEIIUBAHUEM C HCIIOIb30BAHUEM
CTYIIKH U MIECTHKA, 3aTeM 3aIOJHEHHUEM ITOPOIIKOM JKEIaTHHOBBIX Karcyn pasmepa 00 (0,91 mu)
BPYUYHYIO B 0011e# cioskHoctu 105 Mr/kosmavox.

BnusHue mnoBepxHOCTHO-akTHUBHOro Bemectsa Ilomokcamepa 407 B IP SDI B
OxcnepumenTax S u e wiu B EP SDI B O0pasuax 1 u 3, ucnosib3yembIX B COCTaBaxX, CPABHUBAIIH

C COCTaBaMHy, I7i€ YKa3aHHOE IMOBEPXHOCTHO-aKTUBHOE BEIECTBO OTCYTCTBOBANO (DKCIIL. 2 1 4).
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Tabauua 24
Cocrasbi Cyxoii Cmecu
Oo6paszen SDI Ne. MCC-102
Iken. Ne omumep (%) |Iloa 407 (%) KKH (%)
(%) (%)

1 4(52,2) IIBIT K30 (34,8) EP (10,0) H/TI 3.0
2 4(52,2) IBIT K30 (34,8) H/IIT 10,0 3.0
3 11(52,2) I'TIMII ES (34,8) EP (10,0) H/TI 3.0
4 11(52,2) I'TIMII ES (34,8) H/TI 10,0 3,0
5 12 (52,2) IIBIT K30 (26,1) IP (8,7) 10,0 3,0
6 17 (52,2) I'TIMII ES (26,1) IP (8,7) 10,0 3,0

IIpumep 4

PactBopenue Cocrasos Cyxoii Cmecu

HccnenoBanust pacTBOpeHHMsT in  VIlro COCTAaBOB CYXOH CMeCH TIPOBOAWIIM IS
OTIPENENICHNs], BJIUSET JIU CHITO€ WJIHM TOJIOOHOE COCTOSIHHE Ha PAaCTBOPUMOCTh M CKOPOCTB
PacTBOPEHHSI COCTaBA.

Kamncynel, comep:kamme COCTaBbl, NOJYYEHHbIE B COOTBETCTBHH C NPUMEpPaMH,
NPEAJIOKEHHBIMI B JaHHOM JOKYMEHTE, PacTBOPSIIM B MMUTHPOBAHHOM JKEIYAOYHOM COKE B
ronogHoM coctostHud (I'onlDKC) (Pur. 1 u 2) ¢ ucnonpzoBanneM USP Dissolution Apparatus
I

Kak mokazano Ha @ur. 1 kancynsl O6pasuos 21, 22, 23, 24, 25 u 26 cocraBa Cyxou
cMmecu U3 JkcriepumMenToB 1-6 B Tabmuue 24, coorBercTBeHHO, pactBopsiiu B ['onlDKC (1000
mi) ¢ 0,1 H HCI B BogaoM pactsope 1,5% JICH npu ckopoctu nepemenrisanusi 100 06opoToB B
mMuHyTy (00/MuH). ITo Bu3yansHOMy HaOmonenuto OOpaszen cocraBa 21 ObuT ClierKa MYTHBIM,
O6paszen 22 6bu1 myTHBIM, OOpaszen 23 o0pa3oBbIBaI Clierka MyTHYIO cycneH3uro, Obpasen 24
UMeJll OYeHb HEe3HAYUTEIbHO MYTHYI0 cycrnensmtoo;, OOpaszen 25 Obu1 MmyTHbiM u OOpazen 26
00pa3oBbIBAII MyTHYIO CYCIEH3HIO.

Obpasupbl coctaBa 23, 24 u 26, MPONEMOHCTPUPOBATIH OoOJiee BBICOKHE CKOPOCTU
pactBopenust, yeM OOpasupl 21, 22 u 25. CaMy0 BBICOKYIO CKOPOCTh PAacTBOPEHHs, OT 83 10
92% B TedyeHHWe OT OJHOrO IO IIecTH 4acos, HaOmromanu it Obpasua 23. Mcnomp3oBaHue
NOBEPXHOCTHO-aKTUBHOTO BemecTsa B [P He mokasano HUKAKOro BIHMSIHUS HAa PacTBOPEHUE
Obpasma 26, HO mpuBOOWIO K Oojlee MENJICHHOMY pPAaCTBOPEHHIO TPH HCIIOJNb30BAaHUH B
xkomOuHatmu (IP win EP) B O6pasuax 21, 22 u 25.

Kak mokaszano Ha @wur. 2, O6pasusl 23, 24 u 26 pacreops B 800 M ['onlDKC npu
ckopoctu mnepememmBanuss 100 oO/MuH u cpaBHMBamuM ¢ Takumu ke OOpasumamuy,
pactBopeHHbIMH B 1000 mu I'onlDKC.

Cpasuenue OOpasmnos 23, 24 u 26 B 800 u 1000 mu TI'onlDXKC nns Bcex cocTaBOB
IIOKA3aJl0, YTO CKOPOCHIb PACMBOPEHUs. YMEHbUIANAC, C YMeHbuleHuem o0beMa Cpeabl

PacTBOpEHHUS.
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B uenom, pasmuums B mpoduisix BbICBOOOXKIEHHMsS HAONMIONANM Ui ONpPENeSICHHbBIX
COCTaBOB.

JlonoaHuTe/bHbIE Pe3yabTarhl

ITocne TectupoBaHusi pacrBopeHust HaOmomanu ocaxnaenue OOpasmos 21, 22 u 25.
Ocanxu O6pasuos 22 u 25 onenusanu no [IP/] (nannsle He nokasanbl). s O6pasua 25 TIP]]
NoKa3ana YacTH4YHYIO pexpucmaniusayuto coenuHenust 1. Jlns obpasua 22, cocraBa 0e3
MOBEPXHOCTHO-aKTUBHOTrO BemectBa [lonokcamepa, I1P/] nmokazana, 4to B ocanke ocmasanacs
amopgnas popma.

Kaprtunsel //P/] nns xaxaoro U3 KpUCTAJUIMYECKOTO COEANMHEHUs la, KpUCTaJUINYECKOro
coenrHeHUs1 1b M TOBEPXHOCTHO-AaKTHBHBIX BEINECTB M Pa3pPbIXJIUTENEH, HCIOJb3YEMBbIX B
YKa3aHHbIX ~ COCTaBaX CyXOW CMeCH, CpaBHUBaNU C KaptuHoW [/P/[ 4acTU4HO
pekpucmannuzoéanno2o O0pasna 25. CpaBHeHHE TIOKAa3ajo, YTO KPUCTAJUIMYECKHE ITHKH,
Habmonaemble At OOpasua 25, He COOTBETCTBYIOT KpuctaummdecknM nukam [TPJ] mist moboro
U3 MaTepUasioB, UCIIOJIb3YEMBIX B YKa3aHHBIX cocTaBax. He orpaHnunBasce Teopueil, yka3aHHbIE
nuku OOpasma 25 MoryT ObITh CBSI3aHBI C B3aUMOIECHCTBUSIMH C TIOBEPXHOCTHO-AKTHBHBIM
BeuiectsoM IP B SDI nnu JICH u3 in vitro cpenbl pacTBOpeHusl.

Ilpumep S

Cocras SDI pas UccnegoBannii @apmMakoKHHETHKH

CocraBpl monyyanu ¢ ucnojgp3oBaHuemM kommozuuuii SDI ¢ 52% Harpyskoil B
komOuHatmu ¢ MKII-102 wnu ITon 407 u KKH s uccnenosanuii @K Ha kpbicax. YKa3aHHbIH
SDI u BcromorartenbHble BelIeCTBa Hpoceusanu uepes cuto 30-meu neped CMEINBAHUEM.
Kaxppiii u3 coctaBoB (1 rpamMm) noOJdy4aqd OCTOPOKHBIM CYXHUM CMEUIMBAHHEM C
UCIIONBb30BaHUEM CTynku U nectuka. Oopasubl Cocmasa om 29 oo 33 (cm. Tabmmny 25) u
Obpasyer om 34 00 39 (em. Tadauny 26) noryuanu s ucaenosanuii OK.

Ta6auua 25
Cmecu CoctaBa SDI
OGpasen Hoaumep (% | MCC-102° KKH* (% | on 407 (%
% mac/mac
Ne, Mac/mac) (% mac/mac) | mac/mac) mMac/mac)
29 52,2 IBITK30 (34,8) | 10,0 3.0 H/TI
30 52,2 I'TIMIT ES (34,8) | 10,0 3.0 H/IT
31 52,2 IBITK30 (34,8) | H/IT 3.0 EP (10,0)
32 52,2 I'TIMII ES (34,8) | H/IT 3.0 EP (10,0)
33 52,2 I'TIMIT ES (26,1) | 10,0 3.0 IP (8,7)
Tabauua 26

Cwmecu Cocrasa SDI
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KKH

Oopazen Coen 1 MCC-102 IMon 407

Odpaze Honaumep (% (%
SDI Ne. (% (% (% (%
i Ne. Mac/mac) mac/mac

Mac/mac) Mac/mac) Mac/mac) ) mMac/mac)
34 66,6 60% (40) | [IBITK30 (27) |21.3 2,1 10,0
35 66,7 60% (40) | ITIMLL ES (27) | 30,3 3,0 0
36 33,3 60% (20) | TIBITK30 (13) | 54,2 2.5 10,0
37 33,3 60% (20) | TTIMIL ES (13) | 63,7 3,0 0
38 50 40% (20) | IIBITK30 (30) | 37,0 3,0 10,0
39 87.0 60% (52) | TTIMILES (35) | 10,0 3,0 0

B Tabnune 27 cocraBel ¢ Harpy3koil 52% anammsupoBaiu ¢ mnomompo BIXX u
OOHapY’KWJIM, YTO OHH MMEIOT 3HaueHus oT 95% no 100,6%. s O6pasuos 34 u 36 u3-3a
arnomeparun [1IBIT K30 noGasnsiim monmosHUTENbHBIN nojokcamep U SDI mis mognepskanust
Harpy3ku coenuHenust 1 st pasmepa maptuu 1 rpamm. O6pasen 39 Obin Oosiee 3aTPOHYT, YeM

34. Ucnop30BaJId TOT e CIIOCO0 CMEIIUBaHUS, KOTOPBIH ObLT ONICAaH paHee.

Tabauua 27

Ananus OnpeaesieHus
Oopasen Ne. Cpean (%) Hup (%)
29 96,7 98.4,95.,0
30 99.3 99.3,99.3
31 98.5 98.5, 98,6
32 100,3 100,6, 100,1
33 98.3 98.6, 98.0
34 97.5 97.8/97,1
35 99,4 98,9/100,0
36 87,1 87,3/86,9
37 95.6 95.8/95,3
38 94,7 94,6/95,9
39 99,0 99,0/99,0

IIpumep 6

Hcecnenosanusa Cradouanaoctu SDI

Obpasupr SDI 27 w 28 mnojy4amu U3 KPHCTAJUIMYECKOTO COeAWHeHus la ¢
UCTIONIb30BAaHUEM TeX K€ CTaauil croco0a M mapaMeTpoB PaCHbUINTENIbHOW CYIIKH, KOTOpbIE
ucnonbzoBamu Ayt O6pasios ot 11 go 20 mia uccnenoBaHusl TOJTOBPEMEHHONW YCTOHYHBOCTH
(cm. Tabmuny 28).

Cpasy nocne nonyuenust (Bpemsi 0 gacos), O6pasust SDI 27 u 28 ananusupoBanu ¢
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nomotpio [IPJ] u JICK. Ilo mamseim ITPJ] oba O6pasna SDI mmenu amopdry mpupomy.
Pesynbrate! JICK, nokasannsie B Tabnuue 29, nonyvanu npu ckopoctu Harpesa 10 °C/MuH.

Jlis uccnenoBaHus CTaOMIBHOCTH HepacdacoBaHbIl mopomok it kaxnoro OOpasna
SDI ymakoBeiBamu B nBOHHbIe makeTl u3 I[IDHIL, conmepskamue ocymuTens (TakeTbl €
ocymureneM MiniPax MultiSorb™ 1 rpamm 50/50 AC/SG). VYkazanusle nmakersl u3 ITOHIIT
3aTeM MoMeIau B 3akpbITble OyTbutky 13 [1OBIT.

OO6pa3upl mHKYOMpOBanu mnpu poarocpounsix (25 °C/60% OB) u yckopeHHbx (40
°C/75% OB) ycaoBusix cTaOUIBHOCTH.

Tepmun «HH» npencrasisier cobori «He Habmonanocey, a repmun «HO» npencrasnsier

coboii «He OnpeneneHo.

Ta6auua 28
Komnozuuus SDI
Oopaszen | Coen 1 (% | HHosumep (% | Cucrema PactBopurteneii (%
Ne, mMac/mac) Mac/mac) 00/00)
1 60 IIBIT K30 (40) JAXM:EtOH-100 (80:20)
27 60 IIBIT K30 (40) JAXM:EtOH-95 (80:20)
28 60 I'TIMII ES (40) JAXM:MeOH (87,5:12,5)
Tabauua 29
PesyabtaTel JICK
|06pa3eu No, TC TE IK30 DHT [JHAO JHT
1 149 0,4 HH HO - -
27 110 0,43 HH HO 205 -1,0
28 96/145 0,33/0,12 HH HO 180/204/221  0,37/-0,35/-0,37

Yckopennas u Jloarocpounas CTabUIbHOCTD

ITPJI SDI 6e3 IloBepXHOCTHO-AKTHBHOI'0 BelIeCTBA

Obpasupt SDI or 3 mo 10 0e3 MOBEPXHOCTHO-aKTUBHOIO BELIECTBA IMOABEpPrasiu
BozaericTBuro 40 °C/75% OB B oTkpeITBIX KOHTelHepax u3 [IDBII. B Touke BpeMeHH OmHOI
Henenu U Tpex Hexenb ITPJ] mokaszama, yro OOpasmsl oT 3 10 10 He MMeENH AEeTEKTUPYEMbIX
MPU3HAKOB KPUCTAJUTM3ALMK TTpu Maciirtabe uHteHcuBHOCTH 100 enuHuIl B Touke BpemeHH O
4acoB (maHHBIE He TOKas3aHbl). B Touke Bpemenm 6 Hemenb OOpasusr SDI or 3 nmo 6
(comepxamue TIBIT K30) mokasanu npusHaku kpuctaummsanun. O6pasust SDI ot 7 mo 10
(comepsxamue TIBIT K90 u I'TIML] ES) ocraBanuce amMmOoppHBIMH U HE UMEH ETEKTHPYEMBIX
MPHU3HAKOB KpHcTajum3anuu npu Mmacimrade wHreHcuBHOCTH ITPJ] kxak 1000 m 100 emwHwL
(naHHBIE HE MOKa3aHbl). AHAJIOTUYHBIE PE3yJIbTATHI MMOJNYyYaId B TOUKE BpeMeHH 12 Henenb IJIs
O6pasuos SDI ot 3 g0 6 ot 7 no 10 npu 100 eguaMIax.

Obpasupr SDI 27 um 28 0e3 mOBEPXHOCTHO-aKTUBHOTO BELIECTBA IOJBEPrasiu
BosaeticTBuio 25°C/60% OB u 40 °C/75% OB B 3akprIThIX nakeTax/kKoHTeiiHepax u3 [I1OBII1. B

TOYKE BPEMCHU HYCTBIPEX HEACIIb U BOCbMU HEACIbL IPU oboux YCJIOBUSAX HE Ha6monam/1
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n3MeHenus1 kaptunbl [IP]] st O6pasuos SDI 27 u 28 npu macmrabe nHTeHCMBHOCTH Kak 1000,
tak 1 100 equHNn (maHHBIE HEe TMOKaszaHbl). B Touke Bpemenu 12 Henmenb st oOpasma SDI 28
npu 25 °C/60% OB u 40 °C/75% OB ne nabmoganu nsmeHenue kaptussl [IPJ[. B Touke
BpemeHu 12 Henmenb ansa obpasua SDI 27 mpu 25 °C/60% OB He HaOmonmamu uU3MeHEHHE
kaptunsl [IP/]. B Touke Bpemenu 12 nenens ans odpasua SDI 27 npu 40 °C/75% OB kaptuna
IIP/I mnoxa3piBajia YaCTHYHYIO PEKPUCTAJUIM3ALMIO aMOppHOro marepuaina (OaHHbBIE He
MOKA3aHbI).

Obpasubt ot 12 po 20 Kowmmnosurmii SDI-IToBepXHOCTHO-aKTUBHOE  BELIECTBO
noasepranu Bozaeiicteuio 40 °C/75% OB B OTKpBITHIX KOHTeWHepax u3 [TOBIT.

B Touke Bpemenu 3 Hemenb 40 °C/75% OB nmns Obpasuos 12, 23, 14, 15, 18 u 20
kaptuHbl [1P/] moka3any 3HAYUTENIbHYIO PEKPUCTAILTH3ALMIO aMOP(HOro MaTtepraia (IaHHbIe He
nokasanbl). s Ob6pasua 17 npoucxonuna nesnavumensuas kpucmaniusayus. s O0pa3uos
16 u 19 xaptunsl [TP]] noka3biBaiu, 4To nanHbie KOMIO3UIINN OCTaIHCh aMOP(HBIMHU.

B touke Bpemenu 6 Hemenb 40 °C/75% OB pna Obpasuos 16 u 19 kaptunsr I1P/]
NOKa3aJik, 4To yKa3zaHHble Komno3uunu ocraBanuch aMopHbIM py Maciutabe MHTEHCUBHOCTH
kak 1000, tak u 100 equHNL (1aHHBIE HE TOKA3aHBbI).

JCK SDI 6e3 IloBepXxHOCTHO-AKTHBHOI'0 BellleCTBA

Hannbie JICK, nokazanubie B Tabmuuax ot 30 mo 32 ans O6pasuos SDI ot 3 mo 10,
MOMEIIEHHBIX B OTKpbIThie KOHTeWHeps! n3 [I9BII u nogsepxennbx BozxeiicTemuio 40 °C/75%
OB, nonyuanu ripu ckopoctu Harpesa 10 °C/muH.

Jlns Bcex O6pasuos SDI ¢ TeuenneM BpeMeHH HaOJIOAIN HECKOJBKO IMUKOB C HOBBIMU
sHAOoTepMHUUecKuMH nukamu st OOpasuos ¢ ucnosab3oBanuem [IBIT K30 u I'TIMI] ES npu
Harpy3ke 50%. HMHTeHCHBHOCTM NHKOB (IPEACTABISIOIIUE OOwjee yeeauyeHue SHTAIBIIN)
yeeauyueanucy B 3aBUCHMOCTH OT NPOJOJUKHTENbHOCTH 6PeMeHU YCJIOBHH CTaOWIBHOCTH,
YIaKOBKH (OTKPBITbIE/3aKPBIThIE KOHTEHHEpPhl) U cTaOMIbHOCTH. IHTEHCMBHOCTH NMUKOB ObLIH
Hiwke a1 I[TIMIL ES no cpasHenuto ¢ IIBII K30, uyrto mnpeamnonaraer yiaydll€HHYIO
crabmnn3anuio aMopGHOH HOpMBL

Tepmun «HH» npencrasnsier coboii «He HaGmonanoce», Tepmun «HO» mpencrasnsier
coboit «He Omnpeneneno», Tepmun «OH» mpencrasnsier cobori «O6pasna Her B Hamuuum» u

tepmuH «P1» npencrasmisier coboit «Pasnoxenne npu eie 170-180 °Cy.

Ta6auua 30
PesyabTaTel JICK cnycrst 3 Henenu ¢ OTKPbITOI KPbILIKOH
|06pa3eu Ne, TC TE JKk30 | DHT  DHAO JHT
3 HH HO HH HO 86/144/196 -4,2/-77,2/-4,8
4 87 0,68 HH HO 204/213 -6,4/-15.5
5 90 0,64 161 446 213 -33,1
|6 130 0.35 167 58,8  95/220 -4,3/-45.8
7 83 0,54 HH HO 151 -79.5
8 90 0,47 HH HO 149/215 -16,0/-23,0
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o HH HO HH HO 87/127/219 -3,2/-18,1/-1,3
10 HH HO HH HO 00/106/222 -4,2/-1,4/-1,0
Tabauua 31
PesyabTaTel JICK cnycTsi 6 Heaeab ¢ OTKPBITOH KPbIIIKOH
|06paseu No, TC [TE JKk30 | DHT [DHIO JHT
3 91 0,29 HH HO [150 -116,6
4 OH |OH OH OH |OH OH
5 HH HO HH HO |105/168/216 -14,8/-10,5/-29,1
[6 HH [HO 183 71,8 [100/120/222 -3,5/-2,8/-32,3
7 112 0,72 |HH HO 142 -62,5
8 95 0,42 HH HO [128/217 -9,0/-25,7
[9 HH [HO HH HO 193/136/157/219 -2,7/-5,3/-1,5/-1,3
10 149 0,07 HH HO 94/118/221 -5,4/-1,8/-0,9
Tabauua 32
PesyabTaTel JICK cnycrs 12 Hegesib ¢ OTKPBITOH KPBIKOI
|06pa3eu Ne, |TC [TE Px30 | Iur [IHOo JHT
3 HH HO HH HO [87/101/128/196/235 |-1,7/-2,3/-135,0/-15,6/-1,0
5 HH HO HH HO  95/138/215 -3,6/-65,5/-31.,5
[9 HH HO HH HO [87/157/218 -7,5/-27,6/-2.,5
10 HH HO HH HO 91/144/170 -6,8/-6,0/P1
Tadauua 33
PesyabraTel JICK cnycrs 12 Hegesb ¢ 3aKpbITOil KPBIIKOMH
|06paseu Ne, TC [TE |3Jx30 DPHT [DHIO DHT
3 HH HO |HH [HO [85/96/120/198 -2,5/-1,2/-118,7/-9,9
5 HH HO |[HH [HO 95/148/215 -3,0/-37,6/-28,7
[9 HH HO |HH [HO [87/169/204/219/226  -6,0/-16,0/-0,3/-1,7/-0,5
10 HH HO |HH [HO [92/139/180 -6,7/-11,7/P1

JCK SDI 6e3 IloBepXxHOCTHO-AKTHBHOI'0 BellleCTBA

PesynbraTtel crabunbpHOCTH, MOKasaHHble B Tabmumax or 34 mo 36, momy4anu mnpu
ycnousax 40 °C/75% OB B OTKpBITBIX KOHTeHHepax. BriroueHHe NOBEpPXHOCTHO-aKTHBHBIX
BEIIECTB BO BHYTPEHHIOK (a3y BIMIO HAa CTa0MIbHOCTD SDI, Kak MOKa3aHO MO KOJUYECTBY U
unteHcuBHocTH nukoB JICK. Jlist O6pasua SDI 19 MHOXKECTBO TETUIOBBIX COOBITHII MPH BbIIIE
200°C yxka3blBaJid Ha TMOBBIIICHHOE Pa3JIOKEHUE B TOYKE BPEMEHH 3 Heaenb. JJis Tepmorpamm
JACK, nony4yenHbIx npu ckopoctu Harpesa 25 °C/mun (Tadmuua 34) nmmn 10 °C/mun (Tabnumst
35 u 36), 5K30TepMUUECKHE U SHAOTEPMHUECKUE SHTANBIUKN OBUIM 3HAYUTEIBHO YBEIUYEHBI.

Kpowme Toro, O6pasupt SDI 13 u 15 nokaszanu repmuyeckie cOObITHS IPU TeMIiepaType Huxke 40
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°C

Tepmuna «HH» npencrasnsier coboit «He HaGmonanocs», Tepmun «HO» mpencrasnsier
coboii «He Omnpeneneno» u tepmus «P2» mpencrasnser codoii «Pasznoxxenune npu Bbime 190
°C».

Tabauna 34
PesyabtaTel JICK cnycTst 3 Heaesn ¢ OTKPBITOI KPbIIIKOH
|06pa3eu Ne. TC TE K30 JHT  DHOO JHT
16 HH HO 123 21,8 P24 -24,1
17 60 0,14 HH HO 142/219 -17,4/-44.6
81 110 0,24 HH HO 02/142/P2 -7,9/-5,9/P2
Tabauua 35
PesyabTaTel JICK cnycrst 3 Henenn ¢ OTKPbITOI KPbILIKOH
|06pa3eu Ne, TC [TE JKk30 | DHT [DHAO JHT
11 OH (OH OH OH |OH OH
12 HH [HO HH HO  ©48/124/208 -10,9/-100,7/-26,4
13 HH [HO HH HO  38/60/133 -3,6/-1,4/-125,2
14 HH [HO HH HO  ¥3/149/205 -1,6/-138,0/-13,9
15 36 0,14  [HH HO 155 -148,0
16 130 0,14 |HH HO  [86/160/200 -2,9/-56,5/-16,9
17 HH |HO 108 12,9 |123/219 -17,3/-48.5
18 HH |HO HH HO 60/216 -1,4/-46,9
19 120 04 HH HO  B6/185/P2 -5,2/-12,1/P2
20 HH |HO HH HO W@7/141 -9,1/-110,1
Ta6auua 36
PesyabTaTel JICK cnycrsi 6 Heeslb ¢ OTKPBITOM KPbIIKOH
|06pa3eu Ne, TC TE JK30 IHT  DHAO OHT
78 HH HO 179 1,5 00/149/199 -6,0/-46/-6,6
18 HH HO HH HO  [89/148/187 -6.9/-15,0/-16,3

NCK Komno3zumuu SDI

O6pasup! crabunpHOCTH SDI, 0003HaUEHHBIE S U t, YIAKOBAHHBIE B ABOWHBIC MMAKETHI 3
IIOHII, comep:xaimue OCymUTeNb, B 3aKPBIThIX OyThuTkax u3 [IOBII, aHamusnpoBamu B TOYKax
BpemeHH 2, 4, 8 u 12 Henens nocne xpanenus: npu 40 °C/75% OB (cm. Tabmunet ot 37 no 41) u
B TOUKe BpeMeHu 12 Hexenb nocie xpaneHust nmpu 25 °C/60% OB (cm. Tabmuiy 42).

Hns O6pasua SDI 28 JICK B Touke Bpemenu 2 Henenb npu 40 °C/75% OB Obuia
conocraBumoii ¢ JICK B Touke Bpemenu O Hemenb. Tepmorpammel JICK mns O6pasua SDI 28,
st 0bpasuoB KoTopble Xpanuiu kak mpu 25 °C/60% OB, tak u npu 40 °C/75% OB, B Touke

Bpemenu 12 Henenb, Obutn Takske conocraBumbl ¢ JJICK B Touke Bpemenu 0 Heienb, HO 3HAYCHHS
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SHTANBIHUK A Tex, koropele xpanuiu mpu 40 °C/75% OB HeMHOro yBeIHMYUBAIUCH HPU
oanvHelueM XpaneHuu.

Jis obpasuoB SDI sHmorepMmuyeckue Nepexonbl YBEIMUYUBAINCH C YBEIUYCHUEM
BPEMEHHU XPAHEHMs, CO CMEIEHHEM YKa3aHHbIX SHIOTEPMUYECKHX IHUKOB IO OoJiee HU3KHX
TeMmrepaTyp. YKa3aHHbIE Mepexoisl ObUIM HEMHOTO BbIlIe B OOpasuax, xpassmuxcs npu 40
°C/75% OB.

O6pazer; SDI t 6bu1, kak mpaBuiio, Oonee crabunbHbiM, yeM OOpazeun SDI 28. Tepmun

«HH» mnpencrasnsier coboii «He HaOmromanocwe»; tepmun «HO» mpencrasisier coboii «He

OmnpeneneHoy.
Ta6auua 37
PesyabTaTel JICK Ha 0 Hegete
|06pa3eu Ne, TC TE JK30 | DHT [DHAO JHT
27 110 0,43 HH HO 205 -1,0
28 96/145  0,33/0,12 HH HO |180/204/221  }0,37/-0,35/-0,37
Tabauua 38
PesyabtaTel JICK cnycrs 2 Henenn
|06pa3eu No, TC TE JK30 | IHT [JHAO JHT
27 106 0,32 HH HO 1907207 -16,2/-4,8
28 87/185  0,4/0,16 HH HO 219 -0,41
Tabauua 39
PesyabtaTsel JICK cnycrs 4 Hegenu
|06paseu Ne, TC TE JK30 | DHT [JHAO JHT
27 106 0,23 HH HO  |165/175/206 -8,7/-16,3/-6,4
281 156 0,14 HH HO 192/180/220 -2,4/-1,2/-1,1
Ta6auua 40
PesyabtaTsel JICK cnycrs 8 Henenb
|06pa3eu Ne, | TC TE K30 | IHT [DHAO JHT
27 85/99 10,38/0,16 HH HO |122/207 -31,4/-6,2
28 115 0,17 HH HO 92/144/205/220 -5,2/-5,4/-0,7/-2,3
Tabauua 41
PesyabtaTtel JICK cnycrs 12 Hegenn
|06pa3eu
N, TC [TE JKk30 | IHT [DHIO JHT
27 HH HO HH HO 82/102/138/194/195 -0,6/-3,1/-82,9/-0,8/-4,4
28 HH HO HH HO 93/151/220 -4,6/-5,1/-2.,4
Tabauua 42

PesyabtaTsl JICK cnycrs 12 Hegenn
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|06pa3eu No, TC TE JK30 | JHT [JHAO JHT
27 87 0,37 HH | HO (141/206/231 -75,2/-9,7/-0,5
281 81/115 0,35/0,22 HH | HO |146/220/235 -6,5/-1,0/-0,5

Buemnuii Bug

Bremnnit Bux oOpasuoB SDI ¢ OTKpPBITBIMU KpBIIIKAMH, KOTOpbIE XpaHMIU mpu 40
°C/75% OB, Takke u3y4ajau B TO4YKax BpemeHu 3 u 6 Hexenb (cm. Tabmuuy 43). Habmonamu
usmeHeHue 1Beta SDI oT Gesoro mopoinka 0 CepoBaTO-KeNTOro MOPOIIKa ¢ COMYTCTBYIOIIEH
arnmomepanueit s O6pasnos SDI-TToBepxHOCcTHO-akTHBHOE BemectBo 13, 14, 12, 20, u 18.
CreneHb M3MEHEHHMsI LIBETA W arjoMepalfy CHUXaiauch B nopsake Obpasuos 12, 15, 12, 20 u
21, rme OOpazen; 13 umen Haubonbiyio creneHb, a OOpasen 18 MMeNn HAaUMEHBIIYIO CTENEHb.
O6pa3up! 13, 15 u 20 umenu 3k30TepMHUYecKre MUKH B Touke Bpemeru 0 Henenb (cMm. Tabmuiy
19). B uenom, nuxakux eusyansHuvix uzmenenuii yeema He HaOmonamu B OOpasuax SDI 6e3
MOBEPXHOCTHO-aKTUBHOTO BelecTsa ciycts 6 Henenb npu 40 °C/75% OB.

Tabauua 43
Buemrnuii Bua SDI

Oo6pasen | BcmomorarenbHble BemecTBa
3 Heaenn 6 Henesun
Ne, (%)
Or JKEJITOBATOrO hi(o)
75 ITBIT K30 (30)/ITon 407 (10) To xe
CEepOoBAaTOro, arjloMepaThl
76 IIBIT K30 (30)Ten 50/13 (10) | XKenroBarslii, aroMepaThl To xe
78 IIBIT K30 (38)Ten 50/13 (2) JKenToBartslii, arnomepaTbl To xe
81 I'TIMIT ES (30)/T'en 50/13 (10) | CepoBatblii, HOpOIIOK To xe
83 IIBIT K30 (40)/TTon 407 (10) Ceposatblii, MOpOIIOK To xe

PacrBopumocts u Conep:xkanue Boabl

B Touke Bpemenu crabunpHocTH 3 Heaenb npu 40 °C/75% OB B OTKPBITBIX KOHTEHHEpPaxX
u3 [19BIT ouenuBamu pacrBopumoctb Obpasuos 9 u 10 (cm. Tabmuny 44). OueHky B pacTBOpe
npu 400 mxr/mn u 37 °C npoBoauiu cnycts 2, 6 u 24 yacos. [1o cpaBHEHHUIO C pe3yJbTaTaMH
pPacTBOPUMOCTH B TOUKe BpeMeHH ctadbmibHOCTH O Hepenb (cM. Tabmuuy 10) Ha pacTBOPUMOCTD
HE BJIMSUIN YCJIOBUS XPaHEHUSs.

B Touke Bpemenu crabunpHocTH 4 Henenb npu 40 °C/75% OB B OTKpPBITBIX KOHTEHHEpax
u3 TIOBII conepskanue Bombl ykasaHHbIXx OOpasuoB SDI ompenessii METOOOM THTPOBAHUS

Kapna-®@umepa (cm. Tabmuiry 45). O6pasiet 9 u 10 umenn Oonee HU3KOE cooepacaniie 6alu.

Tabauua 44
PacrBopumocts SDI (MKr/mur)
Cpena (5% B Boae) Bpems 72 73
TK 4022 415,2
JICH
2 yaca 320,7 328.0
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6 4acos 297.6 3029
24 yaca 235,1 2241
TK 398,6 399,0
2 yaca 362,3 321,5
IMon 407
6 yacos 387,6 386,1
24 yaca 398.3 394,9
TK 4234 399,6
2 yaca 406,4 374,1
TI'en 50/13
6 4acos 412.6 396,8
24 yaca 412.6 397.6
Tabauua 45
Conep:xxanue Boabi
|06pa3eu Ne. Coen 1 (%) Monumep CB (%)
3 50 TIBIT K30 6.5
19 50 I'TIMII ES 2.5
10 70 I'TIMILES 1,6

3nauenus Ananusa, Cogepxanusi Boanl 1 Henspectnoix Ilpoayxros

B nenom, xaxxpoe u3 3HaueHui aHanusza (90-110%), cogeprkaHusi BOJbI U HEU3BECTHBIX
NPOAYKTOB (T.€., MPOAYKTOB DPA3JIOKEHHsI MJIM POACTBEHHBIX BEINECTB) (BCErO HEU3BECTHBIX:
<2,0%, wmHAMBHAyanbHOro HeusBecTHOro: <0,2%) ObulM HalifieHBl B Tpenenax OXKHUAAEMbIX
nuanazoHoB. [y O6pa3ios SDI-TIoBepXHOCTHO-aKTHUBHOE BEIIECTBO KOJHMUYECTBO HEM3BECTHBIX
IPOAYKTOB, KaK MPAaBUJIO, OBLIO YBEIHUYEHO.

bosee koHKpeTHO, 3HaYeHUs MpH yCoBHsixX cTtabunbHocTh 40 °C/75% OB nnst o6pasuos
SDI-noBepxHOCTHO-aKTUBHOE BewecTBO 17, 18 u 19 B OTKpBITBIX KOHTEHHEpax B TOUYKe
BpemeHu 3 Hemenb (Tabmmuma 46), 3HadeHus anst oOpa3uoB SDI-MOBEPXHOCTHO-aKTUBHOE
BemmecTBO 16 u 19 B OTKpBITBIX KOHTeliHepax B Touke BpemeHu O Hexmenb (Tabmuma 46),
3HaueHus st obpasuo SDI 27 u 28 B 3aKkpbITBIX KOHTEHHEpax B TOYKE BPEMEHH 8 Hemelb
(Tabmwmma 47) u 3Hauenust st o6pa3uos SDI 6e3 moBepXHOCTHO-aKTUBHBIX BemecTB 4, 5, 9 u 10
B OTKPBITBIX M 3aKPBITBIX KOHTEHHepax B Touke BpeMeHU 12 Henmenb (Tabmmua 48) Obuin
COMOCTaBUMBl C 3HAYEHUsIMM B TOuke BpeMeHM O Henelb U HaXOAWINCh B OKHUAAEMBIX
Auana3oHax.

Kaxk ykazaHo paHee, TEPMHH «OTKpbITblE KOHTEHHEPbD OTHOCUTCS K pasMelneHuto SDI B
OyThuTKax U3 moymdTIIEHA Bbicokol miotHocTH (ITOBIT) Oe3 kpermek. Takske, kak yka3aHO
paHee, TEPMHUH «3aKpbITble KOHTEHHEPBD OTHOCUTCS K pasmemiennto SDI B Bume Oenoro
nopouika B nakerax u3 nojustuieHa (I19) ¢ ocymurenem Mexay makeTamu, pa3MeIleHHBIX B
OyTeuikax u3 [I9BII ¢ 3akpy4eHHBIMH KPBILIKAMH.

Kak noka3ano B TaOnuie 47, He HAOIFOAIM OTHOCUTEIbHBIX U3MEHEHHI B aHAIN3€ HJIH
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3HAYEHHUSX HEM3BECTHBIX MPOAYKTOB MpH ycinoBusx cradbunbHoctu 40 °C/75% OB npns
O6pastos SDI 27 u 28 B 3aKpBITHIX KOHTEHHEPAX B TOUKAX BpeMeHU crabuibHOCTH OT O 1o 12
Henenb. ConepskaHue BOIbI YBENUYHUBAIOCH Ha okojo 2,0% ansa Obpasua 27 u Ha okono 1,0%
st OOpasua 28 B mepuozae BpeMeHu oT 2 Henenb 10 12 Hexenb.

Kak nokazano B Tabnuue 48, He HaOMIOAATN OTHOCUTENIbHBIX U3MEHEHHH B 3HAYEHMSIX
HEU3BECTHBIX MPOAYKTOB Hpu ycioBusix cradmibHocTH 40 °C/75% OB B Touke BpemeHu 12
mecsites 1t O6pasuos SDI 3, 5, 9 u 10 6e3 moBepXHOCTHO-aKTUBHOTO BELIECTBA B OTKPBITHIX U
3aKPBITBIX KOHTEHHEPAX.

OTHOCHTENbHbIE 3HAYEHMs aHAW3a M conxepkaHust Boabl it OOpasuoB 3 u 5 B
OTKPBITBIX KOHTEWHEpax H3MEHSUIUCh MO CPaBHEHUIO C JaHHBIMU 3HAYEHHUSIMH B 3aKPBITHIX
KOoHTelHepax. JlaHHble 3HaYeHus1 st OOpasuoB 3 U 5 Takke M3MEHSUINCh MO CPABHEHHIO CO
3HaueHnssMU i1t OOpasnoB 9 u 10 mpu Tex ke YCIOBUSX B TOUKE BpeMeHH 12 Mecses.

Tepmun «HT» npencrasisier coboit «He Tectuposanmy», Tepmun «OBY» npencrasnsier

coboii «OtHocuTenpHOE Bpems Y nepxanusy.

Tabauua 46
3nauenuss Ananusa, Cogepxanusi Boasl u HenzpectHoix Ilpoaykros (%)
Hccnegoanue Hepensa |79 80 81 82
Ananus (%) 0 HT HT HT HT
3 HT 99,1 99.6 99.9
6 97.9 HT HT 100,1
Boaa (%) 0 HT HT HT HT
3 HT 1,9 1.8 2,1
6 1,9 HT HT 1,9
Bcero
HEeU3BeCTHBIX 0 HT HT HT HT
(%)
3 HT 0,39 0,37 0,41
6 0,46 HT HT 0,48
NuauBuayanbH
bIH
0 HT HT HT HT
HeU3BeCTHbIN
(%)
0,14 (OBY:|0,13 (OBY:|0,14 (OBY:
3 HT
0,33) 0,33) 0,33)
0,19 (OBY: 0,20 (OBY:
6 HT HT
0.,34) 0,34)

Tabauua 47
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3nauenuss Ananusa, Coagepxanusi Boasl u HenzpectHoix Ilpoaykros (%)

HUccnenosanue Heneas 90 91
Ananus (%) 0 99,8 100,2
2 @ 40/75 99.8 100,0
4 @ 40/75 99,7 100,3
8 @ 40/75 99.8 101,2
12 @ 40/75 99,1 100,3
12 @ 25/60 99,7 101,0
Bopa (%) 0 1,6 1,0
2 @ 40/75 1,6 1,0
4 @ 40/75 1.8 1,1
8 @ 40/75 34 2,0
12 @ 40/75 3,6 2,0
12 @ 25/60 2.8 1,6
Bcero HeusBectHbIx (%) 0 0,11 0,11
2 @ 40/75 0,11 0,10
4 @ 40/75 0,07 0,07
8 @ 40/75 0,08 0,08
12 @ 40/75 0,06 0,05
12 @ 25/60 0,05 0,05
HoEpaAy a0 0 0,03 (OBY: 0,86) 0,03 (OBYVY: 0,86)
Heu3BecTHbIH (%)
2 @ 40/75 0,03 (OBY: 0,86) 0,02 (OBY: 0,86)
4 @ 40/75 0,02 (OBY: 1,16) 0,02 (OBY: 1,16)
8 @ 40/75 0,03 (OBY: 0,86) 0,03 (OBY: 0,86)
12 @ 40/75 0,01 (OBY: 1,16) 0,01 (OBY: 1,16)
12 @ 25/60 0,01 (OBY: 1,16) 0,01 (OBY: 1,16)
Tabauua 48
3nauenuss Ananusa, Cogepxanusi Boasl 1 Heuzpectnbix Ilpoaykros (%)
Hccnegosanne | Hepens 3 5 9 10
Ananns (%) 0 HT HT HT HT
12
(oTparsii) 974 97.4 98.7 99,7
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12
95.6 95.6 98.9 99,3
(3aKpbITHIN)
Bona (%) 0 HT HT HT HT
12
4,3 4,3 2.8 1.9
(OTKpBITHIIN)
12
5,7 5,7 2,8 1.8
(3aKpbITHIN)
Bcero
Heu3BecTHbIX | HT HT HT HT
(%)
12
0,11 0,11 0,11 0,11
(OTKpBITHIN)
12
0,10 0,10 0,11 0,11
(3aKpbITHIN)
HNuauBuayannb
HbIH
0 HT HT HT HT
HeU3BeCTHBIN
(%)
12 0,03 (OBY:|0,03 (OBY:|0,03 (OBVY:|0,03 (OBY:
(otkperThiii) | 0,86) 0,86) 0,86) 0,86)
12 0,03 (OBY:|0,03 (OBY:|0,03 (OBY:|0,03 (OBVY:
(3akperThIi) | 0,86) 0,86) 0,86) 0,86)

PesyabTaTel u O0cyxkaenune

PacnpumurenbHas cymka npencrasiisier coOoil yAoOHYr Npoueaypy sl MOJy4eHHUs
coocasxknenHoro SDI, comepskamero amopguoe coenunenue | u nojmumepsl TIBIT K30 wwm
I'TIMII ES. SDI, comepxamue I'TIML] ES, noka3ann oueHb XOpoIIHMe BBIXOIbI, B TO BPEMsI KaK
Bbxoabl SDI ¢ TIBIT K30 u I[TBIT K90 Obutn Huzke U3-3a arjioMepanuu u 00pa3oBaHUsI BOJIOKOH,
COOTBETCTBEHHO.

Kaptunsr [7P/] Bcex ocaxneHHbIX 00pasnoB SDI Obuim THMUYHBIME Uit aMOpP(HOTO
matepuana. Hukakux cymecTBeHHbIX moTepb Macchl SDI He wabmromanmu Bmiots go 125°C B
TTA.

Tepmorpammbr JICK mokasamu muk mepexoma creknaoBanus or 85 no 105 °C u mux
maBjaeHust oT 158 no 224°C B 3aBUCUMOCTH OT KOJMYECTBA U TUIA UCTIOJIb3YEMbIX MAaTEPHAJIOB
cocrasa SDI.

Hns SDI TIBIT K30 ¢ narpyskoii coenmnenust 1 or 70 mo 80% na JICK nabmomanu

5K30TEPMHUUECKHE TMepPexopl, yka3biBarolue Ha kpucramumsauuto. [ns SDI TIBIT K30 ¢
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Harpy3koi coenuHenusi 1 or 50% no 60% He HaOMOOANU NETEKTHPYEMBIX 3K30TEPMHUECKUX
NepPexoa0B.

Hns SDI TIBIT K90 u I'TIMI] ES5 He HaOmomanu HETEKTUPYEMBIX 3K30TEPMHUYECKUX
NEepeXO0/I0B MPHU UCCIEAYEMOI Harpy3Ke coelnHeHus 1.

Hna SDI I'TIMIL ES tepmorpammsbl JICK nokasanu nuk nepexona CTeKIOBaHUsA OT 85 1o
105 °C v nuku rasnenust ot 194 no 218 °C.

Ucnonws3oBanue mnomumepa smbo TIBII, mubo ITIMI, u HeoOs3aTeNbHOTO
MOBEPXHOCTHO-aKTUBHOTrO BemecTsa B SDI u Tuma ucnonp3yemoil cuCTeMbl pacTBOpUTENEHd,
Ka)K710€ UMEJIO BJIMSIHUE Ha pACTBOPUMOCTb U HA Harpy3Ky coeluHeHus 1.

B 5% BomHBIX pacTBOpax ¢ MOBEPXHOCTHO-aKTUBHBIM BELIECTBOM, TaKuM Kak [emyrup
50/13, Tlonokcamep 407 (Lutrol F127) unu JICH, cucrema noanepsxusana SDI B pactBope 1o 2
yacoB. B uactHocty, nna SDI IIBIT K30 u IIBIT K90 npucyrcTBie MOBEPXHOCTHO-aKTUBHOIO
BEIeCTBa noanepxkusano konuerTpaunto SDI ot okono 200 no 300 mxr/mn B I'enyupe 50/13 u
IMonokcamepe 407 u, B onpenenennoii crenenu, B JICH. [{ns SDI T'TIMLI ES tectupyemsie 5%
BOJIHBIC PACTBOPHI TMOBEPXHOCTHO-aKTUBHBIX BemecTB (kpome Ilomokcamepa 188) cmormm
noaaepskuBaTh KoHUeHTpauuto SDI ot okono 200 go 300 MKr/mit.

Cucrembl pacTBOpHTENEH, KOTOpBIE, MO-BUAMMOMY, OOECHEYHBAIOT OJIATONPUSTHYIO
pactBopumocts st 10% wmac/o0, 7,5% wmac/o6 u 5% wmac/o0 pacTBOPOB pacHbUIUTENBHON
cymwky, BmodarT AXM:JIMCO (50:50), AXM:AMCO (65:35) u AXM:MeOH (87,5/12,5),
coorBerctBeHHO. Cucrema pactBopureneii JAXM:MeOH, mno-BuanMmomy, obecrneunBaia
Onaronpusitiblil podue pactBopenuss miust SDI TTIMI[ ES ¢ wim 6e3 mOBEpXHOCTHO-
aKTUBHOTO BelecTsa. Cpenn NOBEpXHOCTHO-aKTUBHBIX BEIECTB, Ucnoiab3yeMbix ¢ SDI ¢ I TIMI]
ES, mnoBepxHOCTHO-akTUBHOE BemecTBo Ilojokcamep 407, mno-BUAMMOMY, 00eCreqnBajo
OnaronpusATHBIA TPO(UIb PACTBOPEHHS.

SDI, oOpa3oBaHHOE C TMOJUMEPAMH M JOMOJHUTEIbHBIMH INOBEPXHOCTHO-AaKTHBHBIMU
BELIECTBAMHU C UCIOJb30BAHHUEM OMUCAHHON NMPOLENYPhl PACTIBIUTEIBHON CYIIKH, KaK MPaBHIIO,
obecnieunBaroT BbIxon Oonee 67%. Mcnoap3oanue ITIMI] ES (30-40% wmac/mac) ¢ umm Ge3
MOBEPXHOCTHO-aKTUBHOTO BemecTBa obecreunBaeT Bbixox OT 78 no 80% u KOHIEHTpauuu
PacCTBOPUMOCTH B BOJIHBIX PACTBOPAX MOBEPXHOCTHO-aKTHUBHBIX BellecTB OT 387 no 436 MKr/mi
B TeueHue nepuoaa Bpemenu ot 2 1o 6 yacos. s SDI ¢ TIBIT K30 ¢ moBepXHOCTHO-aKTHUBHBIM
BemecTBOM, TakuM kak Ilomokcamep 407 wmm Denmymmp 50/13, yka3aHHblE KOHIEHTPALUU
COCTaBJISLIH OT 225 1o 446 MKr/mut.

PactBopeHue in vifro 6 AIMUTUPOBAHHOM KEJIyJOUHOM COKE€ B FOJIOJIHOM COCTOSIHUU ISt
SDI I'TIMIL E5 c nHarpy3koil coegunenust 1 /00 me nokasano, uro om 80 mo 90% SDI
PacTBOPSJIOCH B TEUEHHUE MEPBOTO Haca U OCTABAIOCH CTAOMJIBHBIM B TEUEHHUE LIECTH YacOB.

Jns SDI Ge3 moBepXHOCTHO-aKTHBHOTO BEILIECTBA B TOYKE BpEMEHM 3 Henenb mpu 40
°C/75% OB IIP]] He moka3aia JeTeKTUPYEMbIX TUKOB KpucTtaumm3anuu coenuaenus 1. s SDI
C TOBEPXHOCTHO-AaKTUBHBIM BELIECTBOM B TOM € TOUKE BPEMEHH MHUKH PEKPUCTAIUIM3ALUU
HaOmonamm s Bcex OOpasuos SDI IIBIT K30/Tenyuup u IIBIT K30/ITonokcamep (ot 12 no
15) u nns O6paszua SDI 17 ITIMLI ES/TTonokcamep. st O6pasua 18 SDI I'TIML] ES/Tenyiup
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HaOmonanu wuesnayumensuvie nuxy Kpucrammmsauun. s obpasmos SDI 16 u 19 ¢ JICH
coenuHeHHne 1 ocTaBagoch aMOP(HBIM MOCHIE TOUEK BpEMEHH 3 1 6 Heleb.

Hns O6pasuos SDI 4, 5, 6 u 8 ¢ TIBII K30 u IIBIT K90 ¢ Harpy3koii coenuHenust 1 >
60% B pesyaprate npouecca JCK tepmorpammer JICK mnokaszanu (OpCHpPOBaHHYIO TEILIOM
KpHUCTaIM3amo B Touke Bpemeru 0 Henenb npu 40 °C/75% OB.

Jnst O6pasua 10 TTIMI] E5 SDI (narpyska 70%) B Touke BpemeHH 3 Hemenu mpu 40
°C/75% OB Hna JICK HaOmronanu He3HAYUTEIbHbIE YHIOTEPMHUYECKHE KU, COOTBETCTBYIOLIHE
TUIABJICHUIO COEAMHEHUs 1, IO cpaBHEHHUIO ¢ TOo4koM BpemeHu 0 Henenb st O6pasua 9 TTIMI]
ES SDI (Harpy3ska 50%).

s O6pasuos SDI 6e3 nmoBepxHOcTHO-akTHBHOTO BemecTBa JICK He mokasaia HUKaKuX
CYLIECTBEHHBIX H3MeHeHul cnycts 6 Hemenab npu 40 °C/75% OB. s O6pasuos SDI ¢
MOBEPXHOCTHO-aKTHBHBIM BELIECTBOM HAOJIIOAIN YBEIMYCHHE KOJNYECTBA U WHTEHCUBHOCTH
TEIUIOBBIX COOBITUI. DHTAIBIINU SHAOTEPMUYECKUX MUKOB AJisi 00pa3noB SDI ¢ mOBEpXHOCTHO-
aKTHUBHBIM BEINECTBOM, copepkammx jubo I'emynmp, nubo Ilomokcamep, yBeNTUUHMBAIHCH B
Touke BpemeHu ctabmbHocTH 3 Henenu npu 40 °C/75% OB. s O6pasuos SDI ¢ JICH cnycts
3 wepenu nipu 40 °C/75% OB JICK noxka3zana temiosble coObiTust Bbie 200°C mpu CKOpOCTSIX
Harpesa kak 25 °C/mus, Tak 1 10 °C/MuH, 4TO yKa3bIBaeT Ha pasjoxkeHne amopdHoil Gpopmsl,
XOTSl KBUBAJICHTHBIE THKH HE HAOJIONAJN B TOYKE BPEMEHU O HEIENb, CKOpee BCEro, M3-3a
BbIMapuBaHusi ocraroyHoro pacteoputens. s Ob6pasuos SDI 13 u 15 ¢ Ienymupom JICK
NoKas3ajia TeIUIOBbIE COOBITHA TpU TeMmieparypax ycroiumBoctn Hike 40 °C, a Takxke
HaOmoiaemMble H3MeHeHus 1sera SDI

PactBopumocts Obpasyos SDI 6 pa3auuHBIX BOAHBIX PAacTBOpPax, MO-BUANMOMY, He
MOJBEPIKeHAa BIMAHMIO Tpu ychosusix ycroWuuBoct 40 °C/75% OB, ocmasaace mnoutu
noctosiHHOH. B Touke Bpemenu 4 Henens npu 40 °C/75% OB O6pasen SDI 3 ¢ IIBIT K30 cran
6osee rugpockonuvHbIM 1o cpaBHeHuto ¢ Ob6pasuamu SDI 9 u 10 ¢ ITIML] ES (cm. Tabnuuy
45).

st O6pasuos SDI 17, 18 u 19 B OTKpBITBIX KOHTEHHepax B TOUKe BpeMeHu O Heiesb U B
Touke BpemeHu 3 Henenb nipu 40 °C/75% OB 3HaueHus aHaM3a, CONep KaHue BOAbI U 3HAYEHUS
HEHM3BECTHBIX MPOAYKTOB ObUTH B Mpeenax crerudukanmum.

Jnst O6pasznos SDI 16 u 19 B OTKpBITEIX KOHTEHHEpax B TOUKE BpeMeHH O Henenb U B
Touke BpemeHu 6 Henenb nipu 40 °C/75% OB 3HaueHus aHaM3a, CoNepsKaHue BOABI U 3HAYEHUS
HEHM3BECTHBIX MPOAYKTOB ObUTH B Mpezenax crernudukanum.

Hdns Ob6pasuo SDI 27 u 28 06e3 MOBEPXHOCTHO-aKTUBHOTO BELIECTBA B 3aKPBITHIX
KOHTelHepax B TOUKe BpeMeHH 0 HeZeNb U B TOUKe BpeMeHU ctabuibHOCTH 2 1 4 Hexenb npu 40
°C/75% OB 3HaueHHs aHAIN3a, COAEP KAHNE BOABI M 3HAUEHHSI HEU3BECTHBIX MPOAYKTOB OBLIH B
npenenax crnenudukany 0e3 MPU3HAKOB KPUCTATUIA3ALIHH.

B Touke Bpemenu 6 nenenb Ha JACK nadnooanu obwee ysenuvenue s3x30mepmudeckux u
snoomepmuyveckux sumanvnuti. O6pazen 27 SDI ¢ IIBII K30 mnokasan npusHaku
kpucrammsanuu B kaptuHax [IP]], B To Bpems kak O0pasen 7 SDI ¢ IIBIT K90 u O6pazen 28

SDI ¢ I'TIMII ES ocraBanuce aMmop(HBIMU. AHAJIOTUYHbIE PE3YIbTAThI ObUIH MOJYYEHBI B TOUKE
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BpeMeHU 12 Henenb.

O6paszer; SDI 27 (IIBI1 K30) u O6pazeu SDI 28 (ITIMLI ES) npu Harpy3ke coequHEeHus
1 60% ocraBancs ¢usnuecku u xumudecku cradbuinbHeiM mpu 40 °C/75% OB (B 3akpbITBIX
nakerax u3 [ID ¢ ocymmurenem) B TeueHue BILIOTH 10 3 Mecsies kak mpu 25 °C/60% OB, Tak u
npu 40 °C/75% OB. ITocne Touku Bpemenu 3 mecsiueB npu 40 °C/75% OB O6pazer SDI 27
UMeJl Hebonvuile u3MeneHus B KPUCTAIIMYECKON CcTpykType mo aaHHeM IIPJ[ ¢ oOmum
YBEJIMYEHNEM COAepKaHMs BiIaru Ha 2% IO CPaBHEHMIO ¢ moryomenueM Biaru 1% y OOpasua
28 SDI c ITIMIT ES.

Ilpumep 7

HMonyuyenne Jlunuaubix Kancyn

Marepuansl, moka3zanHble B Tabnuue 49, ucnosp3oBaiy 1is noxydeHus karcyn Oopasia
CocraBa 1, cogepxxamux 50 mr coenunenns 1 (moszoBast Harpyska 20,00% mac/mac). Tepmun
«TKK» npexncrapinsieT co00ii TeOpeTHIeCKOe KOJMYECTBO HA KATCyJy (Mr), KOJHYECTBO KasKIOTO
Matepuana Ha kancyiy. Tepmun «TBQ» mpencrasisier coOOl TeOpeTUYeCKOe KOJUYECTBO B

napTuu (Kr), KOJIMYECTBO KAKAOrO MaTepuaja B Hepac(hacOBaHHOM MPOAYKTE.

Tabauua 49

JIunuaHbli cocTas
Marepuan % mac/mac | TKK TBQ
IIpocessnnoe coenmHeHne 1 (MpoMyIIeHHOE Hepe3
curo 10 mem) 2,667 20,003 2,0003
Jlaypoun Maxkporon-32 I'munepuast  (I'emynup
44/14), USP 49,869 374,018 | 37.4018
Makporoin 15 I'mgpocreapar, EP (Solutol HS-15) 47,458 355,935 | 35,5935
bytunuposannbIit TUAPOKCUTONYOJT NF,
IIporectupoBanubiii NF/EP 0,006 0,045 0,0045
Bcero 100,000 750,001 | 75,0001

Jlnst o0ecriedeHus TUIABJICHUST U YCTPAHEHUSI BCEX TBEPIBIX MACC Mepel JO3UPOBAHUEM,
kaxnapii u3 [emyuupa 44/14 u Solutol HS-15 B 3akpbITOM KOHTEHHepe NOMEIIAIH B
KaTMOPOBAHHYIO Tieub, HaCTpoeHHyr Ha 70 + 5°C B TeueHue MUHMMYM 8 4acoB. bak s
CMEIINBAHUS/TOMOTeHH3AINH C TerioBoi pydamkoit Olsa Ha 150 1 mpenBapuTebHO HarpeBaIu
no 70 £ 5°C B TedyeHHe MUHUMAJIbHOIO MEPHOJA BPEMEHHU OKOJO 15 MUHYT M KaxAbll U3
ykaszanHoro ['enymmpa 44/14 u Solutol HS-15 nobasnsiivi B maHHBINH Oak Yyepe3 COSAUHUTENbHbIC
TpyOkn Vardex 1", momkimrodeHHbIE K HIDKHEMy 1" mOHMOBOMY MeMOpPaHHOMY BXOIHOMY
KJIaTIaHy JJIsl IOPOIIKOB, oA BakyyMoM (ot -0,10 no -0,51 6ap).

Cwmech nmepeMenBaii B TEUEHHE MIEPUOIa BPEMEHH OKOJIO 15 MUHYT ¢ HCIOJIb30BAHUEM
CMECHTeJIs ¢ IKOPHOU Mewmanko (padounii nuana3on: 12-36 06/MuH), yCTaHOBJIEHHOTO Ha 24 +
12 o6/muH, n nonactHoro cMecurens (pabounii aAuana3oH: 22-69 06/MHH), YCTAaHOBIEHHOTO Ha

50 + 17 o6/MuH, 1uist HOCTHKEHWs Temmeparypbl pactBopa 70 + 5 °C. Bakyym B Gake criyckanw,
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CMECUTENIb OCTAHABIHMBAJIM M K PacTBOpPY AO0aBISANM OYyTHIMPOBAHHBIA T'MIPOKCHUTOIYOJL.
VYKa3aHHbIE CMECHUTENIM 3alyCKald IPU MNPEALIECTBYIOIIMX COOTBETCTBYIOIIMX HACTPOMKAX M
YKa3aHHYK CMeChb mepeMemmBanu npu Temmnepatype 70 + 5°C B TedeHHE MUHHMAJIbHOTO
nepuoja BpPEeMEHM OKoJo 15 MHHYT wuiaM mnoka OyTWIMPOBAaHHBIA THAPOKCHTONYON He
pactBopmics. [Tony4amu o0beM npoMeIBKH (OT 3 10 8 KI') yKa3aHHOTO PacTBOpa.

Coenunenue 1 menneHHo noGasisuin B Oak yepe3 coenuHUTENbHBbIE TPyOKH Vardex 1"
Tubing noaxmodeHHble K HIkHeMY 1" AOMMOBOMY MeMOpaHHOMY BXOZHOMY KJANaHy Juist
nopowkoB nox Bakyymom (ot -0,10 mo -0,51 Gap). PacTBOp MpOMBIBKM HCIONB30BATH JJIs
NPOMBIBKM YKa3aHHBIX COCIUHHUTENBbHbIX TPYyOOK M KjalaHa M CMeCh IEPEeMELIMBAIHN C
MOMOIIBED  CMecHTeJisi-roMoreHusartopa  (paboumit  nmuamason:  400-3000  o6/muH),
ycraHoBieHHOro Ha 1700 = 1300 o0/MHH, M yKa3aHHOTO CMECHUTENsI C SIKOPHOH MELIaJIKOM,
ycTaHOBJIeHHOTO Ha 24 + 12 00/mMuH. Bakyym yBenmnumBamu no mexny -0,51 u -1,02 Gap u
YKa3aHHYK CME€Chb NEPEMELIMBAIM MPU YKA3aHHBIX COOTBETCTBYIOIIMX HACTPOWKAaX B TEUEHUE
MUHHUMYM 8 4acOB NPH MOANEPKuBaHUM Temmneparypel 70 = 5 °C.

PenupkyIssIMOHHBIN HACOC U NEPEKAYNBAIOIINE PYKaBa C TEINIOKOHTPOJIEM COEAUHSIH C
TPEXXOJOBbIM KjamaHoM. IlepexaunBaromiuve pykaBa HarpeBajqu u Temnepatypy 70 £ 5°C
MOAEPKUBAJIN B TEUEHHE MUHUMAJILHOTO Nepruoaa BpeMeHu 15 = 0,5 MUHYT 10 peuupKyIsauun
YKa3aHHOTO pacTBopa. Bakyym B Oake cryckanu W, npu noanepskusanuu nasieHus: 0,45 + 0,25
6ap u temneparypnl 70 = 5°C B Oake, yKka3aHHBIH PacTBOP PELUPKYJIHUPOBAIN U CMELIMBAIHU C
MOMOIIBIO YKa3aHHOTO CMECUTEJISI ¢ IKOPHOM MEIIAIKON, YCTAHOBJIEHHOTO Ha 24 + 12 o0/mMuH, u
YKa3aHHOTO JIOMIACTHOTO CMECHUTENIs, yCTaHOBJeHHoro Ha S50 + 17 o0/mMuH, B TedeHHE
MakcuManbHOro nepuojga Bpemenu 60 + 0,5 munyt. CmelmnBaHue U PELUPKYJIMPOBAHHE
OCTaHABJIMBAJIM, KOTZIa B MEPBOM aHaiu3e o0paslia pacTBOpa C HUCHOJIb30BAHHEM MHUKPOCKOIA
Olympus BX40, ckOH}UTypuUpOBAaHHOTO IJisi MUKPOCKOMHUH B TMOJSPHU30BAHHOM CBETE MPH
ypoBHe yBenmueHuss 100X, MOATBEpKAaiy, MO MeHbIell Mepe B 3 momsix o030pa, dYTO
COeNMHEHHE | TMONHOCTBIO PacTBOPSJIOCH, IO OTCYTCTBUIO KPHUCTALIOB. B ciywae, ecnu
KPUCTAJUTbl TMPUCYTCTBOBAJIM B MEPBOM BBIOOPKE, YKA3aHHBIM pPAacTBOP CMELIUBAIN U
PELMPKYJIUPOBAIN B T€UEHUE BTOPOr0 MaKCHUMAaJlbHOro nepuona BpemeHu 60 + 0,5 munyt. B
cilydae, €ClIi KPHCTaJUIbl MPUCYTCTBOBAIM B TOCIEAYIOLIEH BBIOOPKE, YKa3aHHBIA pacTBOP
CMEIINBAIN U PELUPKYJIUPOBAIN KaKIBIM pa3 B TeUeHNE MaKCUMAaJbHOIO nepuoja speMeHu 60
+ 0,5 MuHYT, MOKa B 2 TIOCJIENOBATENbHBIX BBIOOPKAX HE NOATBEPIKOATU OTCYTCTBUE
kpuctaioB. [locie TOro, xkak B BbIOOPKE IMOATBEPKAAIHM, YTO COEAMHEHHE | TOJIHOCTBHIO
PacTBOPSUIOCH MPHU CMEIIMBAHUU U PELMPKYJSILUHA NPU NPEAIIECTBYHOIIUX COOTBETCTBYIOIIMX
HACTPOMKAX M MaBIEHWH, TEMIEpaTypy Oaka ymeHbliamud a0 Temmeparypsi 50 + 5 °C.
Temmnepatypy Oaxa nmoanepsxusanu npu temneparype S0 + 5°C u nasnenun 0,45 + 0,25 Gap npu
CMELIMBAHUA U PELHUPKYJIUPOBAHMM C MCHOJB30BAHUU CMECUTENsI C SIKOPHOM MEINAJKOU,
ycraHoBleHHOTo Ha 20 £ 5 06/MuH.

Kunxuit HamomHUTEND A7 Kancys (Shionogl) roTOBMIIN AJIst HATIOJTHEHUS JKETaTHHOBBIX
karncyn pasmepa 00 u nmoxpnepskusaiu npu temneparype 50 £ 5°C B TeueHHE€ MHHHMAJIBHOTO

nepuoaa BPEMEeHU OKOJIO 15 MUHYT JIO 3aIlOJIHeHUsT KoJmadka Hepac(hacoBaHHBIM PacTBOPOM M3
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Oaka. Karcysel 3anoHsIN 10 TEX MOp, Moka Hepac(acoBaHHBIN PaCTBOP HE 3aKOHYMIICS, 3aTEM
OXJIAXIANd B TEYeHHE MHUHUMAJbHOIO MEpUOAAa BPEMEHU OKOJO 15 MHMHYT U XpaHUIH
HaJJiekamum odpasoM. PacTBop Uit 3amedaTbiBaHUS TOTOBIJIM U TOMELIANN B I€pMETHYHBIN
KOHTeliHep B KaJMOpPOBAaHHOW IeYd, YCTAaHOBJIEHHOH mpu Temmepatype 55 + 5°C B TedeHue
MUHUMYM 8 4acoB. YKa3aHHBIM pacTBOpP AJA 3aledaTbIBAaHUS MOMEINAIN B YCTPOWCTBO IS
3anevarbiBaHus Karcys (Shionogi) u mopnepxusanu npu temnepatype 45 + 10 °C. Vka3aHHble
KaICyJIbl 3alevaThBAJIM MPH CKOPOCTH 3ale4aThIBAIOIIUX POJUKOB 125 + 75 o6/MuH, 3arem
XPaHUIN HAJUIeXKAIIUM 00pa3oM.

Ilpumep 8

JOKJIMHHYECKOe dapMakOKUHEeTHYECKOe HccnenoBanue IHepopanbHoii
BuoagocrynHocTu in vivo Ha Kpsbicax.

OuenuBanu 3xcnozunmo O0pasoB uHKancyiuposanHoro cocrasa SDI 28, 29, 30, 32 u
OO6pasia WHKAICYJIMPOBAHHOTO JIMIMUAHOTO COCTaBa 1 MOCiE MEPOPATbHOTO BBEIEHHS KPBICAM.
Kak mokaszano B mpenmecTByrOIuX npumepax, oxumaercs, yto Cocrtasbl SDI u Jlununnsiii
COCTaB, B 3aBUCUMOCTH OT MaTe€pHAJOB, HCMOJb3yeMbIX B KaXIOM COCTaBe, WMEIOT
OTJIMYAIOLMecsl CBOMCTBAa pacTBOpeHus. B naHHOM HCCleOBaHUU OMNpEAeNsan MepopaIbHYIO
ouonoctynmaocts O6pasuoB SDI orHocuTenpHO napyr npyra u oOTHocutenpHO OOpasma
JlunupgHoro cocrasa.

Kak nokasano B [Ipumepe 5, xancynbst Obpasna cocraBa SDI conepxanu 52,2% mac/mac
coenuHenust 1. Kak nokasano B Ilpumepe 7, xamncynsl Jlunuanoro cocrasa coxpepxanu 20%
mac/mac coemuHenus 1. Kaxneni m3 aByx OOpasmos SDI 29 u 31 comepskan IIBII K30, a
kaxnbii u3 aByx O6pasuos SDI 30 u 32 comepxan I'TIMII ES, xak nokazano B IIpumepe S,
Tabmuna 25. Kaxnasiit O6paszer; SDI Obu1 cMenIan ¢ MOBEpXHOCTHO-AKTUBHBIM BELIECTBOM JIMOO
ITon 407 (O6pa3ust SDI 31 u 32), nubo MKII-102 (O6pa3uer SDI 29 u 30). KKH noGassiiu B
Ka4ueCTBE Pa3pbIXJIUTENS BO BCEX COCTABBI.

Kancynel st kamoro cocraBa BBOOWIM S5 rpymnmaM caMioB Kpbic Sprague Dawley
Crl:SD (Charles River, Kunrcron, Heto-Hopx) (n=4 na rpynny). JKUBOTHBIM NIpegoCTaBIIsIM
OOBIYHBIN KOPM U BOJY B HEOTPAaHHUYEHHOM JIOCTYTIE.

BBoaumbie 10361 KOppeaupoBaid ¢ 10301 0kojo 350 Mr y uenoBeka maccol 70 Kr,
KJIMHUYECKH 3HAUYUMOW 1030H. KomndecTBo BBeNEHHON 103bI (Mr) OBUIO MOCTOSIHHBIM, HO TaK
KaK JKUBOTHBIE BAPBUPYIOTCS B Macce, TO3UPOBKA (MI/KT) BAPbUPOBAJIACH TIO TPYIIIIAM.

Hanpuwmep, kancynsl coctaBa SDI nosuposanu npu 1,5 Mr/skuBoTHOE (paccUMTaHO MPH
OKOJIO 5 MI/KT 1Uis )KUBOTHBIX B cpegHeM no 300 r). MHauBUayanbHbIE 103bI 3aTE€M YCPEIHSIIH
no Bceidl rpymme. Jlody kamcyn JIMmumHOrO cocraBa MOAOMpPadN Ha OCHOBE MAacCChI
WHIMBUAYAJIBHOTO KMBOTHOTO JJIs1 00€CTIeueHs] BBOAMMOI TO3BI 5 MI/KT.

B onpenenennpix Toukax Bpemenu (0,5 daca, 1 gac, 3 vaca, 6 yacos, 9 yacos u 24 4aca
1ocje 03bl) mosydanu oOpasubl 1ua3Mbl. KoHLEHTpamuio B Imjia3Me B YKa3aHHbBIE TOUYKH
BPEMEHH U pacCUMTaHHbIE (PapMAKOKHHETHUYECKHE MapaMeTpbl CPABHUBAJIN MEXIY IPYMIIAMH C
noMmotnpio  aucriepcuonHoro aHanmm3a (ANOVA) ¢ wucnonb3oBanmeM  SigmaStat 3.0,

Paccuurannbie HEKOMITIAPTMECHTHBIM Crocooom q)apMaKOKI/IHeTI/ILIeCKI/Ie napamMeTpbl ONPEaCIIsIN
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¢ ucnonpzoBanneM WinNonLin 5.2 (Pharsight Corporation, Kspu, Ceseprnas Kaponmuna) nis
Ka)KAO0H MHAMBUYaJIbHOM KPBICHI, & 3aT€M YCPEAHSIM B KAKAOU IpyIIe JO3UPOBAHMUS.

Ha ®wur. 3 nokasaHa KOHLEHTpaLMs B IUIa3Me, HOPMAJIU30BaHHAS K A03€, Ul KaKA0ro
NPOTECTUPOBAHHOTO cocTaBa (koHeuHas I'pynmna 1, 3 u 4 n=4 u xoneunas I'pynmna 2 u 5 n=3) B
3aBUCUMOCTU OT BpemMeHH. COOTHOIIEHHE KOHLEHTPAalUUd B IUIa3Me€ OTHOCUTENBHO AO3bl B
KQKAOHW TOYKE BPEMEHHU PACCUMTBIBAIM JJIsl KAXKAOrO JKUBOTHOIO, & 3aTE€M YCPEAHSIN MO BCel
rpymnre.

3nak * ykaspiBaer Ha p-3HaveHne < 0,05 (ANOVA, MHOXECTBEHHbIE CPaBHEHHsS C
KOHTPOJIEM JIMITUHOTO HOCHTENsA) Uil pe3yJbTaToB 00pasLoB B Touke 9 yaco. Tepmun «Cp»
npeacrasisier coboit «Konnenrpauuro B [lnasme», tepmun «JIH» mnpencrasisier coOoit
«HopmanuzoBanHublii k 1o3e» u TepmuH «CO» mpencrasnsier coboit «CpemHekBaapaTHIHOE
OTKJIOHEHHE».

PesyabTaTel n O0cy:xkaenune

Bpewms, mpu xoropoMm Obuia nocturHyra MakcuMaibHas KOHUEHTpauusl (Tpax) ObLIO
okoJio 3 "acoB nocie no3upoanusi O0pasnos coctaBa SDI u okono 1 "aca mocie 103upoBaHHS
JlumuaaeiM cocTaBOM. Cpyax ObLTA caMOW BBICOKOH Y KPBIC, KOTOPBIX AO3MPOBAIH JIUITUIHBIM
COCTaBOM.

buonocTynHOCT A€MOHCTpUpOBalia TEHIEHLMIO K MOBBIIIEHHIO B cocraBax SDI ¢
I'TIMIL ES no cpasrenuto ¢ cocraamu SDI ¢ IIBII K30, xors craructudecku 3Haunmoe P-
3HaueHune He ObuTo nosydeHo. I pymnmel, koTopsle nozuposanu SDI ¢ ITIMIL (I'pynmet 2 u 4), o
cpaBHeHMIO ¢ TeMu, koTopsle nozuposanu SDI ¢ TIBIT K30 (I'pynms! 1 u 3), mokaszaan HEMHOTO
oonee Bbicokune Cp.x ¥ momans nox kpuBoi (AUC). JlobapneHue moBepXHOCTHO-aKTUBHOTO
Bemtectsa (Ilon 407) Bo BHemHeH ¢aze, IO BUIUMOMY, HE YJIyULIaI0 SKCIO3UIHI0 cocTaBa SDI

Xors skcno3uuusi coenuHeHust | Obina Bbime npu BBeneHnn OOpasua 1 JlumupHoro
coctaBa (Hampumep, JlunmunHoro cocrasa, conmep:xkaiiero 50% mac/o6 Gelucire® 44/14, 50%
mac/06 Solutol® HS u 2,668% wmac/o06 coenunenusi 1 ) yem mpu BBemeHMH cOcTaBoB SDI
OMO’KBHUBAJIEHTHOCTD JTIOOOT0 U3 coctaBoB SDI mpu 1030Bo# Harpyske 52,2% Mo CpaBHEHHIO C
JUNUAHBIM COCTAaBOM IMpH 1030BOH Harpyske 20%, memoHcTpupyer, uTo coctaBbl SDI
3HAYUTEPHO YJIYYIIAIOT PACTBOPUMOCTD U MOCJIEAYIOLIYIO OMOIOCTYITHOCTh COCTaBa ¢ OoJbInei
JI030BOI HAarpy3KO# MO CPABHEHHIO C MEPEMEHHON PaCTBOPUMOCTBIO M ocakaeHueM, korma SDI
comobummuposan B OOpa3nax cocraBa Ha ocHoBe jununa 2 (Harpyska 100%; amopdhas
¢dopma, 6e3 mommmepa), 3 (Harpyska 50%; SDI TIBIT K30), 4 (marpy3ka 60%; SDI IIBII K30), 5
(marpyska 70%; SDI IIBIT K30), 6 (Harpy3ka 80%; SDI IIBII K30), 7 (narpy3ka 50%; SDI
IIBIT K90), 8 (marpy3ska 70%; SDI IIBIT K90), 9 (marpyska 50%; SDI I'TIMI] ES) u 10
(marpyska 70%; SDI I'TIMLI ES), npu Gosiee BBICOKHX M030BBIX Harpyskax (Cm. Tabmumst 7, 8 u
10 u cBsI3aHHOE ¢ HUMU OOCY KACHHE).

IIpumep 9

JOKJIMHHYEeCKOe DapMaKOKHHETHYECKOe Hccnenosanue IlepopanbHoi
BuopocrynHocTu in vivo Ha Kpebicax.

OnenuBanu sxcnozuipo OOpas3oB HHKancyaupoBaHHoro cocrasa SDI 34, 35, 36, 37 u
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39 u OOpa3na MHKAICYJIMPOBAHHOTO JIMIIMAHOTO COCTaBa 38 Iociie MepopasibHOTO BBENEHHS
KpbICaM.

Kaxk mokazano B Tabmune 50, kpucramindeckyto GopMy COEAMHEHHs la MCTOIB30BAJIH
11 IoJy4eHus: aMmop(HOI (opMbI ¢ TOIUMEPOM U NepeUncIeHHbIMU MaTepuaitamMu. OOpasubl
cocraBa SDI cMmemmBanyu B CyXOM COCTOSIHUM B COOTBETCTBUM C METOAMKAMM, ONHCAHHBIMU B
nanHoM nokymente. Hanpumep, ITox 407 cmemmBanu ¢ SDI Bo BHewHe# ¢ase rpanyin. Yucrora
coenuHeHust la cocraBisina 86,1%, uro mpuBommyio Kk no3e 1,3 Mr, BBOAMMOH KaXKIOMY
JKUBOTHOMY, IO CpPaBHEHHIO C ILeneBoi no3oi 1,5 mr Ha skuBotHoe. Tepmun «H/IT»

npexacrassier coboit «He [TpumeHnMo».

Ta6auua SO
Cocrasbl UccnenoBanus
Jo3oBasi MMon 407 | MCC-102
I'pynn Yo KKH (%
Harpyska (% | Iloaumep (% (%
a Mac/mac Mac/mac)
mMac/mac) Mac/mac) mMac/mac)
1 40 IBII-K30 | 27 10 21,3 2,1
2 40 ITIMITES |27 H/TI 30,3 3.0
3 20 IBII-K30 | 13 10 54,2 2,5
4 20 ITIMITES |13 H/TI 63,7 3.0
6 52,2 ITIMITES |35 H/TI 10,0 3.0

Kak mokazano B Tabmune 51, JIumunoHblA COCTaB MOJNy4Yald C HUCIHOJb30BAHUEM
amopduoro SDI mpu nosoBoii Harpy3ke 60% B cCMeCH C TMEPEYHUCICHHBIMH MaTepHaJIaMH.
Tepmun «H/IT» npencrasnsier coboit «He [Tpumennmo».

Tadauua S1
I'pynna S O6pasua JIunuanoro Cocrasa 1

Ho3oBast
%
Marepuansl Harpy3ka (%
mMac/mac
Mac/mac)
Awmopdusbrii SDI 2,67 2,86
Gelucire® 44/14 (Jlaypoun Makporoun-32 I'muniepunst USP) H/TI 49,87
Solutol® HS 15 (Makporon-15-T'unpokcucreapat EP) H/TI 47,46
O01ast Mmacca HanmoJIHEHUs (OKPYTISIETCSI IO LIEJIOTO MT) 100

Kancynbl st kakgoro cocrtaBa BBOAWIM 6 TrpymnmaM camioB Kpbic Sprague Dawley
Crl:SD (Charles River, Ilopremkx, Muuuran) (n=4 Ha rpymmy). JKUBOTHBIM MpPEIOCTaBIISLIH
OOBIYHBIN KOPM U BOAY B HEOTPAHHUYEHHOM JIOCTYTIE.

Hanpuwmep, xancynsl coctaBa SDI nosuposanu npu 1,5 Mr/skuBoTHOE (PacCYUTaHO MPH
OKOJIO 6 MI/KT JUIsl )KUBOTHBIX B cpegHeM o 250 r). MHauBuayanbHble 103bI 3aTE€M yCPEIHSIIN

no Bceit rpymme. Jlo3y kamcyn JlunmugHOro cocTaBa MOAOHpAaNd HA OCHOBE MacChl
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MHIMBUAYAJIBHOTO KMBOTHOTO JJIs1 00€CTeueHs1 BBOAMMOI TO3BI S5 MI/KT.

B ompenenennsix Toukax Bpemenn (0,5 daca, 1 gac, 3 yaca, 6 yacos, 9 yacos, 24 yaca, 32
gaca, 48 wacoB mocie 103bl) Moiydaiau oOpasubl 1asMbl. KOHIEHTpanuioo B IUIa3Me B
yKa3aHHbIE TOYKH BPEMEHU M PACcCUUTAHHBbIE (papMaKOKMHETUYECKHE IapaMeTpbl CPaBHUBAIU
MEXAy TpylnmamMu ¢ TOMOLIbI0 JaucnepcuoHHoro a”amm3a (ANOVA) ¢ ucnonbp3oBaHuEM
SigmaStat 3.0. PaccunTaHHbIlE HEKOMIIAPTMEHTHBIM CIHOCOOOM  (hapMaKOKHHETHYECKHE
napamerpsl ompenessuii ¢ ucnonb3oBaHuem WinNonLin 5.2 (Pharsight Corporation, Kapwu,
Cesepnas Kaponuna) st kaknoll MHIMBUIYaJNbHON KPBICHI, a 3aT€M YCPEOHsUIM B KaKIOU
rpymnre 03UpOBaHUs.

Ha ®ur. 4 noka3aHa KOHLUEHTpaLUUs B IJIa3Me, HOPMAJIU30BaHHAS K J03€, JUIsl KaKA0ro
IIPOTECTUPOBAHHOIO COCTaBa B 3aBHCUMOCTH OT BpeMeHU. COOTHOLIEHHE KOHLEHTpAaLUuu B
T1a3Me OTHOCUTENBHO J103bI B KaXKAOH TOUKE BPEMEHH PacCUMUTBIBAIN Il KAX/I0T0 KUBOTHOTO,
a 3aTeM YCPEeIHSJIM 110 BCeH rpyme.

Tepmun «Cp» npencrasnser coboit «Konuenrpauuto B Ilnasme», Tepmun «/IH»
npencrasisier coboit «HopmanuzoBanHblii k mo3e» u tepMuH «CO» mpencraBisieT coOoit
«CpenHekBagpaTUUHOE OTKJIOHEHUEY.

PesyabTaTnl u O0cyxxkaenune

Tmax JEMOHCTPUPOBAN TEHACHLMIO K HAaWMEHbLIEMYy IOcCjie A03UpoBaHus JlunumgHoro
cocraBa ¢ nocnenyrouumMu Cocraamu SDI I'TIML] ES npu nososoit Harpyske 40% u 52%.
Onnako npu cpaBHEHUU Tpax AJ Beex wmecTu rpynn ¢ nomoubilo ANOVA paznuuust Mexay
IpyniaMy He JOCTUTaly 3HAYUMOCTH.

Ilpu cpaBHEHMM MaKCUMaJbHOM KOHLIEHTPALMU B IJIa3Me, HOPMAJIM30BAHHOM K 1103€
(Cmax), cpemu mectu rpynm, y I'pymmer 1 (SDI TIBIT K30 mpu nosoBoit Harpyske 40%)
yKa3aHHas KOHLEHTpauus Oblla 3HAYUTENbHO MEHbLIEH IO CcpaBHeHMIO ¢ [pynmoit S
(JImmupneiii cocta); Cax B APYTUX IPyINIax He OblIa 3HAYUTEbHO MEHBIIEH, YeM U3MepeHHas
y JKMBOTHBIX, IO3UPOBAHHBIX JIMITUIHBIM COCTABOM.

B 1o Bpemsi kak AUC, Hopmanm3oBaHHas k pno3e, Bcex rpymm CocraBoB SDI Obuia
3HAUUTEIBHO MEHblIle, 4eM y I'pymnmbl 5 TUOMAHOro cocraea, kak mokasaHo Ha ®ur. 5, AUC
KOHLIEHTPALMK B IIa3Me COeNUWHEeHHs |, Kak mpaBmiio, ObLia Bble npu BBeneHuu B CocraBax
SDI ¢ I'TIMII (no3oBasi Harpy3ka 20%, 40% wnu 52,2%), yem B CocraBax SDI I1BIT K30 u
Obuta cratuctudyeckn 3HaunMoi (ANOVA; Meronuka TOJTHOH MOMAapHOH MHOXKECTBEHHOM
nposepku runores; Merox Xonma-Illnnaka).

Hanpuwmep, B I'pynme 2 (SDI I'TIMLL ES npu mo3oBoii Harpyske 40%) oHa Oblia
3HauuTeNnbHO Bhime, yeM B I 'pynme 1 (SDI IIBIT K30 nmpu no3oBoit Harpy3ke 40%); B I'pynme 4
(SDI T'TIMII ES mpu noszoBoii Harpy3ke 20%) oHa Oblia 3HaUMTENbHO BhIlIe, YeM B [ pymme 1
(SDI IIBIT K30 mpu mo3oBoii Harpyzke 40%); B I'pynme 6 (SDI I'TIMIL ES mpu no3osoii
Harpy3ke 52%) ona Obuta 3HaunTenbHO Bhime, dyeM B ['pynme 1 (SDI IIBIT K30 npu mo3osoii
Harpy3ke 40%); u B I'pynme 3 (SDI IIBII K30 nmpu no3oBoii Harpyske 20%) oHa Obuia BbILIE,
gyeMm B ['pynme 1 (SDITIBIT K30 npu no3osoii Harpyske 40%).

B npyrom npumepe, nist I'pynnet 1 u I'pynmet 2 (SDITIBIT K30 npu no3oBoii Harpy3ke
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40% wu SDI T'TIMI] ES nmpu nmo3osoit marpy3ke 40%, COOTBETCTBEHHO), NMPH CPaBHEHUH t-
kpureprieM CTbIOJEHTa, 3HAUEHUs] a0COMFOTHONH M HOPMaln30BaHHOHN K 103€ Cpax OBUIM BbIIIE
st CocraBoB SDI ¢ ITIMII ES. B nenom, skcnosunust CocraBa SDI ¢ I'TIMI] ES Obuia Bblne,
yem skcnozunus Cocrasa SDI ¢ IIBII K30, npuyem Cocrtas SDI ¢ I'TIMII E5 npu no3osoii
Harpyske 40% umMen HanOONbIIYIO HKCIIO3ULIHIO.

Bpewms nonyBeiBeieHUs U CpeAHee BpeMs yIAep>KaHUs CPEeAU IIECTU TPYII HE MOKa3ajio
CYLIECTBEHHBIX pa3an4uil. Jlpyrue cpaBHEHUs HE JOCTUT AN 3HAYUMOCTH.

Ipumep 10

Hoxaunnyeckoe Papmakokuneruueckoe Uccnenosanne Jddexra lpuema Mumu
Ha [lepopanbHyio BuogocrynHocTs in vivo.

A ekt nprema muimm 0Opa3LOB MHKANCYJIMPOBAHHBIX rpaHy] coctaBa SDI 40, 41 u 42
1ocjie TepOopajbHOrO BBEAEHUsI KpbICAM B TOJOAHOM COCTOSIHUH, KOTOPBIX KOPMUIIH
HOpPMAaJIbHBIM KOPMOM MJIM KPBIC B CHITOM COCTOSIHMH, KOTOPBIX KOPMUJIU KOPMOM C BBICOKHM
COJZIEpKAHUEM JKHpa.

Kpucrammmdeckyro popmy coenuHeHust la MCMONB30BaNIU JUIsI MONy4YeHUsT aMOp(dHOI
dopmel ¢ momumepom. O6pasner 40 u 41 cocraBa SDI cmemuBanu B cyxoMm coctosinuu (0da 6e3
NIOBEPXHOCTHO-aKTHUBHBIX BEINECTB) M TPAHYJIMPOBAIM B COOTBETCTBHH CO CIOCOOaMHy,
ONMCAHHBIMH B JAaHHOM JOKYMEHTe, U MHKarcyiauposainu. B wactHocTH, rpanynsl Obpasua 42
cmecu coctaBa SDI (C MOBEPXHOCTHO-aKTHBHBIM BELIECTBOM) IOJYYaJId B COOTBETCTBUHU C
meroaukon [Ipumepa 12.

Kax mokaszano B Tabnuue 52, kamcynel Ay KaXAOrO COCTaBa BBOIWJIM 6 Tpymram
camuoB kpeic Sprague Dawley Crl:SD (Charles River, ITopremx, Muunran) (n=4 Ha rpymnmy).
JKUBOTHBIM B COOTBETCTBYIOLIMX I'PYMIAX MPEJOCTABISIN KOPM C BBICOKUM COJEPKAHUEM SKHpa
(34,9% xwupa), oObrunblii kopM (4,3% skupa). Bonmy mnpenoctaBinsii B HEOTpaHHYEHHOM
JOCTyIIE.

IIpoueHnTHOe conmep:kaHue KHpa B AMETE C BBICOKUM COJEpP)KAaHUEM JKHpa aHAJIOTHMYHO
TE€M, KOTOpbIE OOBIYHO HCIOJNB3YIOTCS Ui KJIMHUYECKUX HCIbITaHMA Ha Joasx (50-60%
kanmopuit ot xupa;, cM. FDA Guidance for Industry: Food-Effect Bioavailability and Fed
Bioequivalence Studies, Food and Drug Administration, Poxsunn, Mapunenn).

W3 mectu rpynm, ['pynmer 1, 3 u 5 kopMuiu 0ObIMHBIM KOPMOM B TEUEHHE JBYX IHEH,
Jep>Kaiy TOJOAHBIMU B T€UEHHE HOUU 10 BBEIEHMUs, 3aT€M I03BOJSUIM KOPMUTLCS B TEUEHHE
YEeThIpeX 4YacoB IMOcCie a03upoBaHus. lpynmel 2, 4 M 6 KOPMHIM KOPMOM C BBICOKUM
COJZIEp’)KaHUEM JKHpa B TeUEHHE JIBYX JHEH U MO3BOJISIIM KOPMUTHCS B HEOTPAHUYEHHOM JOCTYIIE

J0O BBCACHUA.

Tabauua 52

Cocrasbl Hccnegosanus
I'pynna Ho3osass Harpyska (% mac/mac) Monumep % mac/mac
1 35 I'TIMII ES 23

2 35 [TIMI] E5 23




85

I'pynna Ho3osass Harpyska (% mac/mac) Monumep % mac/mac
3 30 IBII-K30 20
4 30 IBII-K30 20
5 20 IBII-K30 60
6 20 IBII-K30 60

Vka3aHHbIE KaICyJIbl JO3UPOBAIH MU 1,5 MI/SKUBOTHOE (PaCCUUTAHO MPHU OKOJIO 5 MI/KT
IUTsI SKUBOTHBIX B cpeaHeM 1o 300 r). MHauBuayanbHbIe TO3bI 3aTEM YCPEIHSIIH 110 BCEH TpyIIIe.
o3y karncyn JlunugHoro cocrasa nmoadupaiu Ha OCHOBE MAacChl MHAWBUAYAJIBHOTO KMBOTHOT'O
1u1st oOecredeH st BBOIUMOM TO3bI 5 MI/KT.

B omnpenenennbix Toukax Bpemenu (0,5 daca, 1 4ac, 3 yaca, 6 yacos, 9 4yacos, 24 4aca, 32
yaca, 48 d4acoB moOcCNe 1O03bl) MOJNydYaqu oOpaslbl IUIA3Mbl. 3HAYUMOCTb pA3JIUYH B
KOHLIEHTPALMK B IUIa3Me€ M pPacCUUTaHHblE (HapMAKOKUHETHUYECKHE MapamMeTphbl CPaBHUBAIU
MEXAy TpyImamMH ¢ TOMOLIbI0 nucrnepcroHHoro anaimm3a (ANOVA) ¢ ucnonb3oBaHueM
SigmaStat 3.0. ®apMakOKHHETHYECKHE TTapaMETPhI OMpeNessuin ¢ ucnonb3oBanueM WinNonLin
5.2 (Pharsight Corporation, Kapu, CeBepnast Kaponuna) niist kKaxnoi HHIUBUAYAJbHOU KPBICHI, a
3aTeM YCPeAHsUIU B KaKIOM rpymne no3uposanus. KoHueHTpaluo B ia3Me B yKa3aHHbIE TOUKH
BPEMEHH U pacCYUTaHHblE (HapMAKOKWHETHUECKHE MapaMeTpbl CPaBHUBAIA MEKAY CHITBIM H
T'OJIOIHBIM COCTOSIHHEM € TOMOIIbIO t-Kpurepust CTerofeHTa ¢ ncnoib3oanuem Excel.

Ha ®wur. 5 nokasaHa KOHLEHTpalMs B IUIa3Me, HOPMAJIM30BaHHAs K J03€, IJIs KaXA0ro
IIPOTECTUPOBAHHOIO COCTaBa B 3aBUCUMOCTH OT BPEMEHHU Y CBhIThIX *UBOTHbIX. COOTHOLIEHHE
KOHLIEHTpALUi B IJIJa3M€ OTHOCUTENBHO AO3bl B KaXIOH TOYKE BPEMEHHU PACCUUTBHIBAIU AJIS
Ka)KA0TO KMBOTHOTO, a 3aT€M YCPEIHsIU MO BCEH rpymnre.

Ha ®ur. 6 nokasaHa KOHLEHTpaLUMs B IUIa3Me, HOPMAJIM30BaHHAs K A03€, A KaKIOTOo
IPOTECTUPOBAHHOIO COCTaBa B 3aBUCHUMOCTH OT BPEMEHU Yy TOJIOAHBIX >KUBOTHBIX.
CooTHoIIEHNE KOHIEHTpPAlMH B IUJIa3Me€ OTHOCHUTENBHO J03bI B KaXIOM TOYKE BpPEMEHH
PaCCUUTBIBAIIH JJIs1 KQXKI0TO )KMBOTHOTO, a 3aT€M YCPEIHSUIN IO BCeH TpyIine.

Tepmun «Cp» mpenacrasnser coboit «Konuentpauuro B Ilnasme» u tepmun «CO»
npexacrasisier coboi «CpenHeKkBaapaTUIHOE OTKIOHEHUEY.

PesyabTaTel nu O0cy:xkaenne

®dapmakokuHeTndeckue mnapamerpel s CocraBoB SDI, ucnonp3yemblx B JaHHOM
UCCJIEZIOBAHUM, 3HAYUTENBbHO HE OTJIMYalIMCh, MO AaHHbIM omnpeneneHus AUC st kaxaoro
*KUBOTHOTO. Kpome Toro, He ObUTO 3HAYUTENbHBIX PA3IMYUi B SKCMO3UIMH MEXy IPyIIamMH B
CBITOM COCTOSIHUU.

Jlns nakancynmupoBanHoro coctaBa [ TIMI] ES SDI He Ob110 CyIIeCTBEHHBIX pa3jNuuii B
AKCTO3ULINHU U 3 eKTe mpruemMa MUIu MeXIy TOJIOAHBIMU U CHITBIMU TPYIIITAMU.

IIpu cpaBHEHHMH O5KCHO3ULUU VY S>KUBOTHBIX B TOJOJHOM COCTOSIHUH, 3KCIO3ULUS
uHKarncymupoanHoro cocrasa SDI ¢ I'TIMI] ES 6rina Beime, uem y cocrasa SDI ¢ TIBIT K30
npu 1030BoH Harpyske 30%.

Jns unkancynupoBanHoro Cocrasa SDI ¢ TIBII K30 kxak npu n1030BO Harpyske Kak
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20%, Tax 1 30% 3KCMO3ULHUSA Y CHITBIX JKUBOTHBIX ObLIa 3HAYUTENBHO BBIIIE, YEM SKCIO3HULUS Y
T'OJIOHBIX JKUBOTHBIX 1O AJaHHBIM u3MepeHust Cp.x 1 AUC, HOpMalii30BaHHBIX K J03€.

IIpu cpaBrenuu skcnozuuuu Cocrasa SDI ¢ IIBIT K30 npu nososoii Harpyske 20% u
30%, oskcmosuusi CocraBa ¢ 1030BOM Harpyskoil 30% Obuta 3HAYUTENBHO HIDKE, YeM
skcnosunms CoctaBa ¢ 1030Boit Harpyskoii 20%. Tem He meHee, coctas [IBIT K30 SDI B o6enx
703aX MOKa3aJl 3HAUYUTEIbHbINA 3()(EeKT npremMa MUy 10 AaHHBIM onpeneneHus Cp,y.

Ilpumep 11

Joxkaunnyeckoe ®apmakokuneruueckoe Uccnenosanne Jddexra lpuema Mumu
Ha [lepopanbHyio BuogocrynHocTts in vivo.

Kak mnpencrasneno B Tabmuue 53, addext mpuema numu OOpasua A, Obpasua B,
O6pasua C u Obpaszna D unkancynupoBanHbix coctaBoB SDI (200 Mr) cpaBHHBaIHN ¢ 00pa3Liom
E unkancymmposannoro Jlunmunaoro Cocrasa (60 Mr) mociie nepopajibHOTO BBEACHUST COOAKaM,
KOTOpBIX 0OpabarsBanu nentaractpuaoM. O6pasusl A, B, C, D u E coorserctByroT [ pynmam 1-
5, coorBeTcTBeHHO, B Tabmuie 53.

Kaxk nokazano B Tabnuue 53, no3oBast Harpyska npencrasisier codoii 60% mac/mac SDI
Jlo3a, BBOguMast Kakaoi cobake, Oblila OCHOBaHA Ha CpeHEN Macce JKUBOTHBIX 12 KT (IuamasoH
ot 8 1o 16 kr). @akTHUYecKas BBOANMAs 1034 ObljIa pACCUUTAHA C UCIIONB30BAHUEM MAacChl Tella
KaXXJTOT0 WHAWBHUAYAJIBHOTO YKUBOTHOTO.

Tabauna S3
Cocrasbl UccaenoBanusa

Mo3oBasi
Ho3upoBka
I'pynna Huera  ([do3a (Mr)| Harpyska (arcr) IHommumep (% mac/mac)
MI/KI'
(%)

1 CriToe 200 35%¢ 16,6 I'TIMLI E5 (23,3)
2 TonozHoe 200 35%1 16,6 TTIMIL E5 (23,3)
3 CriToe 200 30% 16,6 [IBIT K30 (20)
4 I'ononHoe 200 30% 16,6 IIBIT K30 (20)

50% Gelucire® 44/14:
5 T'onomuoe 60 2,86% 5

50% Solutol® HS 15

Kak nokazano B Tabnune 54, kaxxablii Marepuan B kaxkaoi Kancyne Jlunuaaoro cocraBa

noka3aH B enuHunax Komudectsa Ha kancyny (Koi) (mr) u% mac/mac.

Tabauua 54

JIunuaHbli cocTas
Marepuansbi Koa (Mr) | % mac/mac
Awmopdusrii SDI 60 2,67
Gelucire® 44/14 (JIaypoun Makporoun-32 I'munepunst USP) 1122 49,87
Solutol® HS 15 (Makporon-15-T'unpokcucreapat EP) 1068 47,46
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Marepuansbi Koa (Mr) | % mac/mac

OO6was macca HanmoJIHEHUs (OKPYTISIETCSI IO LIEJIOTO MT) 2250 100

Kamncynpl kaxgoro cocraBa BBOAMJIM 5 TpPyNIaM HEHAUBHBIX CaMIIOB COOaK IMOPOIBI
ourne (Stillmeadow Inc., Illyrap Jlenn, Texac) (n=4 Ha rpynmny). Kak cbITBIX, TaK ¥ FOJOAHBIX (B
TeueHHe HOuM) cobak mMpenaBapuTeNnbHO oOpabaThiBaiu 6 MI/Kr meHTtaractpuHa (B/M) 3a 40
MHHYT 10 BBeneHus. CbiTble COOAaKM MONMyYald KOHCEPBUPOBAHHYIO IHUINY C BBICOKHM
cozep kanueM kupa 3a 30 MHHYT 0 BBeIEHHs Karcyil. [ onoaHbIx cobak KOpMuIH yepes3 4 yaca
nocye BBeaeHus. Bee cobaku ObuM amanTUpOBaHbl K MHINE C BBICOKUM CONEPKaHHEM KHUpa 32
He MeHee 6 THEel 10 UCCIEN0BaHUS.

IMockonmpky pH  kenmynka TONOOHBIX — COOAaK — SIBNISIETCS  TEPEMEHHBIM — Cpenu
WHANBUIYAJbHBIX co0ak u MoskeT nocturath pH Brutots g0 8,0 (Kararli, TT. Comparison of the
gastrointestinal anatomy, physiology, and biochemistry of humans and commonly used
laboratory animals. Biopharm. Drug. Disps. 1995, 16: 351-380; Akimoto M, Nagahata N, Furuya
A, Fukushima K, Higuchi S, Suwa T. Gastric pH profiles of beagle dogs and their use as an
alternative to human testing. Eur J Pharm Biopharm. 2000, 49:99-102), yxa3aHHOe
UCCIIEIOBAHNE MPOBOJMINA C coOaKaMH, MPenBapUTEIbHO 00paOOTaHHBIMU MEHTaracCTpuHOM. B
xenmynke rojomHeix Jmoxed pH cocraBmsier okono 2 (Kararli, 1995). Ilenraractpun
npeAcTaBisieT coOOi aHamOr rOpMOHA TaCTPUHA W CTUMYJIHPYET CEKPELHIO SKETyIOYHOU
KHUCIIOTHI, uToOBI pH B xenmyake Obul Oosiee perpe3eHTAaTHBHBIM JJIsI TOJIOIHOTO YeNOBEKa
(Kararli, 1995; Akimoto et al., 2000). OgHako HCTIOIB30BAHHIE MEHTATACTPUHA CTAHIAPTUZUPYET
MOJIeNIb, YMEHBIIAET JIOOYI0 M3MEHYMBOCTh M3-3a pa3inuuil B pH B jkenynke oTAenbHBIX coOak
u nemnaer pH B xenynke Oosnee moxoxkum yenoBedeckuid. Jlo3y meHrtaractpuHa (6 MKI/KT
BHYTPUMBIIIEYHO 32 40 MMHYT 1O NEpOpalbHOrO NO3UPOBAHMS) MCIOJIB30BAIM HA OCHOBE
onyoukoBaHHbIX uccienosanuii (Kararli, 1995; Akimoto et al., 2000).

B mpenmectByromeii onyOaMkoBaHHON padoTe MOKAa3aHO, YTO HMCIOJIB30BAHHE AUETHI C
BBICOKHUM COJIEPKAHHEM JKUPA B HUCCJIEAOBAHHUIX CHITOrO M TOJIOMHOTO COCTOSIHUSI Ha cobakax
MOTYT OBITh MPOTHOCTHUECKUM uist 3 dexTa mpuema numn y yenoseka (Lentz KA, Quitko M,
Morgan DG, Grace JE Jr, Gleason C, Marathe PH. Development and validation of a preclinical
food effect model. J Pharm Sci. 2007, 96:459-472; Homer LM, Clarke CR, Weingarten AlJ.
Effect of dietary fat on oral bioavailability of tepoxalin in dogs. J Vet Pharmacol Ther. 2005,
28:287-291).

Hanpuwmep, kancynsl coctaBa SDI nosuposanu nmpu 200 Mr (pacCYUTaHO MPH OT OKOJIO
6,7 no okojio 10 MI/Kr uist ’KUBOTHBIX B cpenHeM ot 10 o 15 kr).

B ompenenennbix Toukax Bpemenu (30 munyT, 1 Hac, 2 gaca, 4 gaca, 6 yacos, 8 gacos, 12
qacoB W 24 daca mocie A03bl) MOJydainu oOpasmbl Iia3mbl. KOHIEHTpanuio B IUla3Me B
yKa3aHHbIE TOYKH BPEMEHU U PACCUUTAHHBIE (PapMaKOKMHETUYECKHE MapamMeTpbl CPAaBHUBAIN
MEXOy TpylmamMu ¢ TOMOLIbI0 nucrnepcroHHoro anaimm3a (ANOVA) ¢ ucnonb3oBaHueM
SigmaStat 3.0. PaccunTaHHBIE HEKOMIIAPTMEHTHBIM CIOCOOOM  (apMaKOKHHETUYECKHE
napamerpsl omnpenensii ¢ ucrnonszoBanueM WinNonLin 5.2 (Pharsight Corporation, Kapu,

Cesepnass KaponuHa) 1y KaXaoro WHAMBUAYAJIbHOTO >XUBOTHOIO, a 3aT€M YCPENHSIH B



88

KQKIOH rpymnie J03UPOBAHU.

Ha ®ur. 7 noka3aHna cpeansisi KOHLEHTpaLUs B IUIa3Me IJIs1 KaXKI0ro MPOTECTUPOBAHHOIO
COCTaBa B 3aBUCUMOCTU OT BpeMeHU. COOTHOIIEHHE KOHLIEHTPAaLUU B IJIa3M€ OTHOCUTENIBHO
J03bl B KQXKIOM TOYKE BPEMEHH PACCUUTHIBAIN JJIs1 KaXKAOTO JKUBOTHOT'O, & 3aTEM YCPEIHSIU IO
BCEU rpyIIe.

Tepmun «Cp» mpencrasnser coboit «Konuentpammo B Ilnasme» u tepmun «CO»
npencTasisieT codoi «CpenHeKBagpaTHUHOE OTKIOHEHUEY.

PesyabTaTel nu O0cy:xkaenune

Dkcno3unys coenrHeHus1 1 ObLia Bhille co0akax B FOJOAHOM COCTOSIHUU NPH BBEACHUU
nro0bix u3 CocraBos SDI ¢ ucnons3oBanuem I1BIT K30 umu I'TIMI] ES u JlunuaHoro cocrasa.
s ceithix codak mpumenenue [IBIT K30 SDI nokasano 3aMeTHO YMEHbIIEHHYI SKCIO3ULIUIO,
YTO JEMOHCTPHUPYET, 4TO 3¢ ekt npuema nuuy cymectsyer npu npumeHennu [IBIT K30 SDIL
Hamnporus, sxcnosunus coequnenust 1 npu npumenenuu I'TIMI] ES SDI B ceiTom uinu ronogHoM
COCTOSIHUM HEOXKUJIAHHO SIBIISUIOCH MOJOOHBIM, YTO JEMOHCTPHUPYET, YTO 3P (HeKT npuemMa muimu
He HabOmonaercs npu npumeHernu [ TIMI] ES SDI

Ipumep 12

Kannunyeckoe Hccaenosanne IPpdexrta Ilpuema Immu JIunuaneix Kancyna Ha
[epopanbuyo buogoctynHocTs in vivo.

Coenunenue 1 ouennsanyu B @aze 1 paHIOMH3HPOBAHHOTO, IJ1aLe00-KOHTPOIHPYEMOTO,
C BO3paCTaOIIeH J030M, ¢ OMHOKPATHOH O30, UccienoBaHus O€30MacHOCTH, IEPEHOCHMOCTH,
@K u >¢pdexra npuema muim y 3A0pOBBIX B3pocibix AoOposonbueB. CoexanneHue 1 Obuio
IPEJCTABJIICHO B 3aIOJHEHHBIX JIMIUAOM SKEJaTHMHOBBIX Kamcyjax. OCHOBHasl LieJb JAHHOTO
UCCJIEZIOBAHMS COCTOSIA B TOM, YTOOBI OMPEAETUTh JUANA30H 103 AJIsl COSAMHEHHs 1, KOTOPBIH
6ezonacHo mocturan (apMakoJOrMYeCKH AaKTHBHBIX LIEJNEBbIX KOHIEHTpanud B Iuiasme (1o
JaHHBIM OIPEAENCHUS] B HCCIEJOBAHMIX KCEHOTPAHCIUIAHTATA), W KOTOPBIH MOAXOAMI IS
HCTIOJIB30BAHUS B MOCJIENYIOIIEM UCCIeJOBAHIMN MHOTOKPATHBIX J103.

CyOBeKToB B UCCIeNOBaHUH 3a4KCisuTy B 2 9tana. Ha Orane 1 Habupanu 40 cyObekTOB B
5 koroprax mo 8 cyOBEKTOB, Iie B KAXKIOW CIENYyIOLEell KOropTe MOJIydaad MOCIeNOBATENIbHO
OoJiee BBICOKYIO €UHUYHYIO 103y coenuHenus | mpu ypoBHsx no3wl 0,03, 0,1, 0,3, 1 u 3 Mr/kr.
B xoropte 6 cyOBpekTOB (3 MyKUMH U 3 KEHIIMH) MoJy4anu coenuHeHue 1, a 2 cyowekra (1
My>k49rHA U | skeHIquHA) nonydaiau manedo. JlonomHurenbhabie 12 cyObekToB (6 My>K4HH U 6
YKEHIIIH) 3a4UCIUT Ha JTarne 2 Ui OLUeHKU BiustHus npuema numuy Ha @K coennnenms 1.

Ha oboux Otamax 1 u 2 uccremoBaHUs JaHHbIE O HEONArONPHUSTHBIX COOBITHSX,
OCHOBHBIX TOKa3aTeJsIX JKU3HENEATENbHOCTH, aHAJIN3aX KPOBSIHBIX Tellell, OLIeHKaxX KOoaryJsIuH,
XUMHYECKUX aHaJM3aX KpPOBH, OmpenaesieHus, oOmux aHanmmzax moun u JKI' cobupanm Ha
0a30BOM ypOBHE M HEOZHOKPATHO B TEYEHHME 72 4YacOB IIOCIE€ BBEACHHUS Ipernapara
WCCJICIOBAHMS,, U CHOBA MPU MOCIEAYIOLEM MOCEIIeHUN 4Yepe3 7 AHEHW MOocie MOCAeaHen
obpabotku uccnenosanus. Ha obenx Cranusx 1 u 2 oOpasibl KpOBH Uil OLIEHKH KOHIIEHTPALIUI
coennHeHus | B rutasmMe coOMpaii B HECKOJIBKUX TOUKax BpeMeHU. KoHLeHTpauy coenHeH s

1 anammsupoBamu ¢ ucnonb3oBaHueM JKX-MC/MC, nonTBep:KAEHHOrO MJisi 4YeJOBEYECKOMN
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ia3mbl. Kposb 1miist usmepenus: yposHeit DHODH B mazme cobupanu B HECKOIBKUX TOYKAX
BpeMeHu. Konuentpaimn DHODH B nmnasme aHamu3upoBalid ¢ MUCIIONb30BAHUEM KJIMHUYECKU
noaTeepxkneHHOro MPA (R&D Systems). ITonoOHbIM 00pa3oM, KpOBb [UIsl H3MEPEHHST YPOBHEH
OPOC-A B mnasme coOupanu B HECKONbKHX Toukax BpemeHu. Konunenrpamum ®PIC-A B
Iia3Me aHaJM3UPOBAIM C HCIOJb30BaHUEM KIMHHUYecku mnoaresepxaenHoro MPA (R&D
Systems).

Kak mnanupoBanoch, 40 cyObekroB (20 MykynH ¥ 20 SKEHIIMH) 3aBEPIIMIIN CBOE
yuactre B Jrane | uccinenoBanus U 12 cyObekToB (6 My>KYMH U 6 KEHLIMH) 3aBEPLIMIIA CBOE
yuacTue B Jrtare 2 uccnenosanus. Bospact cyObekra Bappuposaics ot 20 go 55 ner (Oram 1) u
ot 18 no 52 ner (Dtam 2). MIx macca BappupoBanach oT 51 no 98 kr (Jram 1) u ot 59 no 85 kr
(Otam 2).

Coenunenue 1, kak MPaBUIIO, XOPOIIO MEPEHOCUIIOCH, U HE ObLIO CepPhe3HBIX MOOOYHBIX
3¢ ¢eKToB, CBS3aHHBIX C JaHHBIM JIeKapcTBeHHBIM cpenctBoM. Cpemu 40 cyOBEKTOB,
IO3WPOBaHHBIX Ha OJTtame |, nHambonee dYacTele MOOOUHBIE HEONATONPUSTHBIE SIBICHUS
npeacTaBsuid  cobol royoBHYHO Ooyb (9 »smu3onoB y 8 CyOBEKTOB, BCE MPUHUMAOIIHNE
coenuHeHue 1) u TOMHOTY (5 3MU3010B Y 5 cyOBEKTOB, 4, MpUHUMAKOIINE coequHeHue 1, u 1,
npuHUMaromuil miuanebo). Jlpyrue TUnbl HEOIAronpHsTHBIX COOBITHI MPOHM3OLUIA Y MEHee S
cyonekToB (10%). Ha Drtame 2 nHambonee yacThie HEONAroNpHUSTHBIE COOBITHS MPEICTABIISIIH
co0oit roioBHYI0 6016 (3 31H3010B y 3 cyOBEeKTOB) U O0Jb B crinHe (2 3mu3o04a y 2 CyOBEKTOB);
apyrue HeOlaronpusiTHble COOBITHS OBUIHM OTMEUEHBI TOJBKO Y OTHEIbHBIX CyOBeKkTOB. Bee
HeOnaronpusitibie coObitust Optn 1 Kiacca tsokectu, kpome 1 ciyuas nmapen 2 Kiacca y
cyObekTa, mosydaromero | mMr/kr coeguHeHust | B roJiogHOM cCOCTOsiHMM Ha Jtame 2. Ywucno
Clly4aeB, OTHOIIEHHE K MpernapaTry UCCICNOBAHMS U TKECTb HEOJArompUsTHBIX COOBITHI He
OBUTH OYEBUTHO 3aBUCHMBIMH OT JIO3bI, XOTSI KOJIMUECTBO OJIOBHBIX OOJIEH, BO3SMOKHO, HEMHOT'O
yBEJIMYUBAJIOCh C A030U. Bo Bpems uccnenoBaHusi HE NMPOMU3OLLIO CMEPTEN WU CEePbE3HBIX
HeONaronpusiTHbIX coObITH. Hu omHOro cyObekTa TMpekAeBPEMEHHO He MpeKpaliaju
UCCIIEIOBAHHE TIO COOOPAKEHHSIM OE30TaCHOCTH.

Ha oloux stanax He Obu10 mpobiemM 0e30MacHOCTH Ha OCHOBE METUIIMHCKOIO OCMOTpA
CyOBEKTOB, U3MEPEHUs] OCHOBHBIX MOKa3aTenel xkusHenesreabHocty win JKI'. He Habmonamu
HUKAaKUX KIMHUYECKH 3HAYUMBIX H3MEHEHHUIl B MapamMeTpax IeMaTOJIOTHUH, KOaryJisiuu WU
xumud. [logoOHbIM 00pa3oM, He HAOIOAAIHN KIMHIYECKH 3HAYUMbIX aHOMAJIUH MOYH.

IMpodwnu cpennell KOHIIEHTPAIIUH B TUIa3Me OT BPeMeHH JJisi coequHeHus: 1 Ha Dtane 1
noka3anbl Ha @wur. 8. [Tpodunm cpeqHeit KOHIIEHTPAIIMH B TJIA3Me OT BPEMEHU TSI COSAMHECHHSI
1 B OTHOLIEHWH CHITOTO WJIH TOJIOJHOTO COCTOSIHUS CYOBEKTOB, IMOKa3aHbl Ha @ur. 9.
coenrHEHNe | MOSBISUIOCH B TUIa3Me mocie 3aaeps:kku okoio 30 munyT. Ilpu nozax >0,30 mr/kr
KOHIIEHTPALIUU COeTUHEHUs | COXpaHSINCh B IJIa3Me B TeYeHHe 72 4acoB, a rnpu ao3e 3,0 Mr/kr
HU3KHE KOHLEHTPaLUU coequHeHus1 1 Bce eme Habmonanuch yepe3 168 4acoB mocie BBENCHUS
npenapata. Cpennee 3HaueHHE Cpax YBEIMUHBAJIOCH Y CYOBEKTOB, KOTZa OHH IOJYYasld
npernapaT Nocjie BBICOKOKAJOPHUHHON MHIIM C BBICOKUM coneprkanueM xupa. C enoit umm Oe3

€Abl, LCJICBBIC KOHLUCHTPALUN B IIa3ME€, YCTAHOBJICHHBIC B MOACIIAX onyxoneﬁ Ha >XHMBOTHBIX,
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ObUTH 6€30MaCHO TOCTHUKHUMBI.

ITapamerpel @K nis coequHenus 1 B mua3Me yKasblBalOT HAa CpeAHee 3HaueHHe I'max B
nuanasone ot 3 mo 6 udacoB. Bo Bpems Jrtama 1 cpennue 3HaueHus: Cp,x 1 AUC crabuiabpHO
BO3pacTajy C JO030W. YBenuueHus B cpenHux 3HaueHusx Cp,, ObUIM, Kak MpaBuio,
IPOMOPLIOHATBHBIMU K 703€. YBenandeHus: B cpenHux 3HadeHnsix AUCO-24 Obutn HECKOJIBKO
BBIIIE, YeM IPONOPLUOHANBHBIE K 03¢ A0 YpoBHS 103bl 1,00 MI/Kr, a 3aTeM HIDKe, 4eM
NPOTNOPLHMOHAIBHBIE K 103€ B quara3oHe ypoBHs 103bl oT 1,00 mr/kr 1o 3,00 mr/kr. Koneunsrit
nepuop nonysbiBeaeHus (t1/2p) Obu1 B quamasone ot 28 10 56 4acos.

[TorpeOnenne  BBICOKOKAJIOPUWHOW TMUINIM C  BBICOKMM  COAEPIKAHHUEM  JKHpPa
HETIOCPEACTBEHHO Tepes BBeneHneM | MI/Kr coenuHeHus | Ha DTane 2 yBEJIUYHBAIO CpeaHEe
3HaueHue Cp,x Ha okoso 40%, HO CyLIECTBEHHO He U3MEHsUIO Apyrue napamerpsl K.

Bo Bpewmst Drana 1 3naduenust Cp,x Obutn He3HauNTENBHO BbIe (p=0,043, ANOVA) st
JKEHIIUH OTHOCUTENBHO My>K4MH, HO 3HaueHust AUC 24 3HaUUTENBbHO HEe OTiIMYainuch. Bo Bpems
Oramna 2 3HaueHUst Cp,x 1 AUCo,4 ObUTH BBIIIE IS SKEHINHMH, YeM st MyskauH (p<0,01 mst
oboux cpaBHeHHil, ANOVA). AKTyaJqbHOCTb NaHHBIX PA3JIMYMil B JAHHOM HCCJIEOBAaHUHU HE
SICHA, YYHTBHIBAas, YTO AaHAJIOTWYHBIE pA3JIM4Ms, CBSI3aHHBIE C IIOJIOM, He Habmomamu B
NOCJIEYIOLIeH NCCIIeIOBAHNI MHOTOKPATHBIX 103 Pa3bl 1 (TaHHBIE HE TIOKA3aHbI).

DHODH ouennBanu B 06pa3iax rmia3Msl OT CyOBEKTOB, 3a4MCISHHBIX B TPYIIY 3 MI/KT
(ra Orane 1). CpenHue u3MeHeHUs1 OT 0A30BOrO YPOBHS B IPYyIMIE€ COCOUHEHUS | aHAJIOTWYHBI
TeM, KOTOpBbI€ OBLIH B IpyIIe manedo B TeUeHUe epuoia BEIOOPKH.

IIpumep 13

Honyuenune Tabnerox ¢ IIBII

Marepuanel, ykaszaHable B Tabmuue 55, ucnonp3oBanu s nonydenuss OOpasua 42
CocraBa cmecu Ui ucronp3oBaHust B Tabnerkax OOpasua cocraBa 42a, comepkamux 25 mr
coenuneHust 1 (mosoBast Harpyska 20% wmac/mac), B Tabmerkax OOpasua cocraBa 42b,
comepskamux 100 mr coequnenus 1 (mo3oBast Harpy3ka 20% mac/mac) u B Tabserkax OOpasna

cocraBa 42¢, conepxkammux 200 mr coenunenus 1 (mo3oBas Harpy3ka 20% mac/mac).

Ta6auua S5

Oopaszen 42 Cmecu Cocrasa c¢ [1BII
N3penne Matepuan % mac/mac
A* SDI coenunenusi 1 (Coen 1:TIBIT 40:60) 50,0
B* Mukpoxkpucramnueckas Lenmtonoza Tun 102 NF 17,0
C Momnorunpat Jlakrossr 80 NF 11,5

Harpus xpaxmanriaukonsat NF 2,5

E Creapat Marnust NF 0,5
| ok Muxpokpucrannudeckas Lemmonosza Tun 102 NF 7,0
G** Monorunpat Jlakto3sr 80 NF 7,0
H** Hatpus xpaxmanrnukonst NF 2,5
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N3penne Matepuan % mac/mac
| ko ITonoxcamep 188 Ilpunnuposannsiii NF 1,0

JH* Komnounusiit nuokcun kpemuusi NF 0,5

Ko Creapatr Maraust NF 0.5

Bcero 100

* Ha sTame B3BELIMBAHUS OTPETYJIMPOBATH KOJUYECTBO MO Mepe HEOOXOMUMOCTH IS
noaaepskaHusi mac/mac %

**OTperyIMpoBaTh KOJIMYECTBO JJISl B3BELIMBAHMS B COOTBETCTBHH C BBIXOAOM TPaHYJI
IUTsI ToAnepskanusi Mac/mac %

Marepuaner A-K B3pemmuBanu u npoceuBanu B crneayromem nopsinke: A, C, D, Eu B, ¢
ucnons3oBanueM FitzMill, ocHamenHo# cutom 30 mem. IIpocesiHHbIE MaTepualbl 10OABISUIN B
V-6nennep PK 1ft’ u cMewmBany B TedeHHe MePHONA BPEMEHH OKOJIO 5 MHHYT TpH 25 06/MUH.
[TonyueHHYIO CYXYIO CMECh TPaHyJIMPOBAIH C UCHONb30BaHUEM ponukoBoro npecca TFC-Labo
npu aasneHnu npeccosanusi 500 £ 100 ¢pynt/kB. aroim (3450 + 690 klla), ueneBoit ckopocTu
ponukoB okosio 1,75 ob/muH (B nuamasone ot okosio 1,25 o6/muH no okono 2,00 o6/mMun),
L[EJIeBON CKOPOCTH IMTHEKa Okojio 21 o6/MuH (B amamnasoHe OT Okoyio 16 o6/MuH 10 OKojo 25
00/MUH) U 1eneBoil ToimuHe 3a30pa okojo 0,055 mrofimos (0,14 cMm) (B nmuamasoHe OT OKOJIO
0,05 mrotimoB (0,13 cm) mo okono 0,07 mroiimoB (0,18 cm)). He crpeccoBaHHBIN MOPOIIOK
coOupaiy, 3aTeM 100aBsLTH 00paTHO B OyHKep posUKOBOro npecca. [lojockl BHYTpeHHEH (a3bl
coOupainu, 3ateM pasdbuBanmu 1o rpanyi ¢ nomoupto FitzMill, ocnamennoi curom 30 mer.
Maccy marepuanos F, G, H, I, J u K perynupoBanu B COOTBETCTBUU C BBIXOJOM T'PaHyJ st
nonaepkanusi mac/mac %, 3arem mpoceuBanu B cienyromeM mnopsiake: G, H, [ J, K u F, ¢
ucnons3oBanueM FitzMill, ocxamenHoit curom 30 memr. IIpocesiHHble MaTepHaibl 1OOABISUTH B
V-6nerzep PK 1ft’ u cMernnBay B TeueHHe NepHOaa BPEMEHH OKOIO 5 MUHYT IPH 25 06/MUH.
HepacdacoBannyro maptuto rpanyisuuu nobasmsuiu B V-Onenmep PK 1ft* u cMewmBamu ¢
NPOCESIHHBIMU MaTepHajaMy B TEUSHHE Nepuoa BpeMeH:n okojio 10 MunyT nipu 25 06/MuH.

Jnst Tabnerok mo 25 mr Obpasua 42a coctaBa MOATOTABIMBAIIN Ta0JIETHPOBOYHBIHN Mpece
Mini-Press II co crammaptHbiM BoOrHyThiM mramnom B-Tooling pasmepa 6 mm. TaOnerku
MIPeCCoBaU TSl OJTy4YeHHsI CpeiHel 1ieneBoi Macchl aist 10 Tabnerok 1250 mr (B AnamnasoHe ot
okoJio 1188 mr 1o okosno 1313 mr), ueneBoii Maccel OTAENbHOM TadneTku 125 mr (B AnanazoHe
ot okosio 112,5 mr no okono 137,5 mr), LesaeBoil TONIHMHBI OTAENBbHON Tadnetku 4,5 MM (B
IUana3oHe OT OKOJIO 3,5 MM 110 OKOJIO 5,5 MM) U 11eJieBOl TBEPIOCTH OTAEIBbHON TabJIEeTKH 5 KiI
(B mmamasoHe OT OKOJIO 3 KIT IO OKOJIO 8 KIT).

Jns tabnetok mo 100 mr O6pasua 42b cocraBa moarorasnuBany TabIETHPOBOYHBIN
npecc Mini-Press Il ¢ kpyryibiM cTaHmapTHEIM BOTHYTEIM 1mTamrioM B-Tooling pazmepa 11 mMm.
Tabnetku mpeccoBaiy sl MONy4YeHHs cpenHelt ueneBoi maccol mist 10 Tabmerok 5000 mr (B
auarmaszoHe ot okoso 4750 mr no okono 5250 mr), neneBoi Maccel OTAeabHON Tabnerku S00 mMr
(B muamnazone ot okoJyio 450 Mr 10 okosio 550 Mr), 1eIeBOH TOIIMUHBI OTASIBHON TabieTku 5,7

MM (B IHAMa3oHe OT OKOJIO 4,7 MM 10 OKOJIO 6,7 MM) H LIeJIEBOI TBEPAOCTH OTAEIBbHON Ta0IeTKH
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7 k11 (B [uama3oHe OT OKOJIO S K IO OKOJIO 9 KIT).

Hns tabnetok mo 200 mr OOpasua 42¢ cocraBa MOATOTABIMBAIN TaOJETHPOBOUHBIH
npecc Mini-Press Il ¢ nmpogonrosarsiM cTaHmapTHbIM BOrHYThIM mTamnoM B-Tooling pasmepa
18,97x9,91 mm. Tabnerku mnpeccoBanu Ajsl TOJy4eHUs cpenHed neneBod maccel ans 10
tabnerok 10000 mr (B nuamazoHe or okosio 9500 mMr mo okosio 10500 wmr), meneBoil Macchl
otaenbHON Tabnerku 1000 mr (B nuamasone ot okoyno 900 mr mo okoso 1100 wmr), uenesoii
TOJILUHBI OTIAEIbHON Tabjerku 7,6 MM (B AMArnia3oHe OT OKOJIO 6,6 MM 0 OKOJO 8,6 MM) W
L[EJIEBOM TBEPIOCTH OTAENbHON TabneTku 13,5 kn (B auamasone ot okojio 11 km go okono 16
KIT).

Ipumep 14

Knnnuyeckoe Hcciaenosanue Jdddexra I[lpuema IMumum Tabaerox IIBII Ha
[epopanbuyo buogoctynHocTs in vivo.

B pa3snuyHBIX KIMHUYECKUX HCCIENOBaHMIX Mpoduib O6e30macHOCTH coenuHeHus 1 ¢
UCTIONB30BaHUEeM JIMIMUIHOTO cocTaBa IMOKas3aj, 4YTO 103a 1,5 MI/Kr, IpOTEeCTUpOBAHHAS B
Pa3IMUHBIX KojimdecTBax 1036l (25 mr, S0 mr, 100 mr, 125 mr u 200 Mr) u mojgy4eHHas, KaK
OMHUCAaHO BbINE, Obula mpuemieMoll mnpu no3ax BmWIOTh 10 1000 Mr (camas BBICOKas
NPOTECTUPOBAHHAS OMHOKpaTHAas 103a). 1eM He MeHee, 1030Bas Harpyska COeauHeHus 1,
KOTOpasi ObUla AOCTHTHYTa Ui Kamcysabl JIMIMMAHOrO CoCTaBa, HMMEET OrPaHUYECHHYIO
JO3UPOBKY, KOTOpasi MOXKET [UIMTEJIbHO JOCTaBJATHCS B INPUEMIIEMOM  KOJIUYECTBE
IO3UPOBaHHON (OPMBI, rae Kaxknaas no3a Kancyhd JlunmumHoro cocraBa TpeOyeT BBENEHHs I10
MEHbIIIEH Mepe LIECTU KaIcyJl Ha 03y .

Tabnerxku Cocrasa SDI ¢ IIBII, nonyuennsie B IIpumepe 13, cpaBHUBaNIM C Karcyiamu
JlunugHoro cocrasa, mojydyeHHbIMU B Ilpumepe 7 B kiamHu4eckoMm uccrnenoBanun BA/BE
(OMOPKBUBANEHTHOCTH/OMOAKTUBHOCT), B  KOTOPOM  OLEHMBAJIM  BIMSHUE THIIM  HA
ouonocrymHocth Tabnerok Cocrasa SDI ¢ I1BII.

Coenunenue 1 BBOAMIN B BUJI€ €AMHUYHON 103bI B Karcynax JIunumHoro cocrasa Ui B
Buje Tabnerok CocraBa SDI ¢ IIBII. OcHOBHas 11e)1b TAHHOTO MCCIAEAOBAHHUS COCTOSIA B TOM,
9yToObI oOmpenenutb cpaBHUTENbHYHO @K enuHuuHOW n03pl M npoduian Oe30macHOCTH
coennHeHUs 1, BBoguMMOro B 2 cocraBax. [laHHOE ucclienoBaHHe Takke ObLUIO HANPABJICHO HA
usyuyenne >¢dekra npuema muum Ha npodpmm PK u 6e3onacHoctu muis tadnetku Cocrasa SDI
c IIBII.

CyOBeKTOB B UCCIIEIOBAaHUH 3a4UCisuTH B 3 sTana. Ha Drane 1, mpon3BoiabHO Habupaiu
24 cybpekta B 3 KOroprax mo 8 cyOBEKTOB, MOJYYAKOLINX COEAMHEHHE |, KaKk B KarcyJle
JlumupHoro cocrama, Tak U B Tabnerke Cocrasa SDI ¢ IIBII mpu ypoBHsx mo3bl 0,5 mr/kr, 1
mr/kr u 2 mr/kr. Ha Dtane 2 wabupanu 24 cyOpekToB B 3 kKoroprax nmo 8 cyObeKTOB, IIe B
KaXXIOH CIIeAYIOIIel KOropTe MOJyvasiy MMOCIeN0BaTeIbHO Ooee BBICOKHE JT03bI COSAMHEHUs |
B Tabnetke Cocrasa SDI ¢ I1IBII npu yposasix no3st 400, 800 u 1600 mr. JlononauTenbHble 12
cyOBbekTOB (6 My»4HH U 6 KEHIIMH) 3a4UCIUTN Ha JTane 3 A OLEHKU BIMSHUS NIPUEMa TTHIIH
Ha @K coenunenus 1 npu BBenennu 400 mr u 1000 mr B Tabnerke Cocrasa SDI ¢ I1BII.

B Teuenue HUCCICOAOBAaHUA OAaHHBIC O He6HaFOHpI/I$ITHbIX CO6bITI/I${X, OCHOBHBIX
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MOKA3aTeNsAX JKU3HENESATENbHOCTH, AaHaln3aX KPOBSIHBIX TeJell, OLEHKaX KOoaryJsiuH,
XUMHYECKUX aHaM3aX KPOBH, OmpenaesneHus, oOmux aHanmmuzax moun u OKI' cobmpamu Ha
0a30BOM ypOBHE M HEOAHOKPATHO B Te4YeHHE 72 4YacoB IIOCIE€ BBENEHHUS IIpernapara
WCCJIEIOBAHMUS,, U CHOBA MPU MOCIEAYIOLIEM MOCEIIeHUN 4Yepe3 7 AHeW IMoche MOCIeAHen
obpabotku nccnenosanusi. OOpasIbl KPOBH Uil OLIEHKU KOHLEHTpPALMH COeIMHeHHs1 | B miia3me
coObupanu B HECKOJbKHMX TOYKaxX BpeMeHU. KOHLEeHTpaunmu coenuHeHus | aHAIU3UPOBAIH C
ucnonp3oBanreM JXKX-MC/MC, nonTBep:kAeHHOT0 ISl YeIOBEYECKOI M1a3MBblL.

Kak nnanuposanock, 24 cyobekra (12 MykuuH 1 12 jKeHIINH) 3aBEPLIMIIN CBOE y4acTHe
B Orane 1 uccnenoBanwus, 24 cyowvekra (12 my»xunH 1 12 KEHIIMH) 3aBEPIIMIA CBOE y4acTHE B
Orane 2 uccaenoanus U 12 cyObekToB (6 My>KYMH U 6 JKEHIIMH) 3aBEPLIMIIN CBOE YYaCTHE B
Orane 3 uccnenosanusi. Bozpact cydbekra Bappuposajcs ot 22 no 54 jger (Jram 1), ot 19 no 47
aet (Dram 2) u ot 20 mo 50 ner (Dram 3).

Coennnaenne 1 kak mpaBWIO XOpOIIO nepeHocwinock. O0muii npoduns Ge3omacHoCTH
COOTBETCTBOBAJI HAOJIOIEHUSIM B MPENIIECTBYIOMNX KINHUYECKUX HCCIEIOBAHUSIX COETHHEHHS
1. Ha Orane 1 Habmromanu criopaguveckue 3MU301bI CYXOCTH BO PTY, JUCKOM(POpPTA B KUBOTE,
roJIOBHOH Ooimm m auapew; Ha Jrtane 2 HaOMIOAmM CHOPAgUYEcKHe SMHU30IbI TOLTHOTHI,
AaHOPEKCHUHU W B3IYTHs JKMBOTA, HA JTane 3 HaOMOOaIN CIOpagnyecKie 3MU30bI JUCKoMpopTa
B TJIa3ax, 3aJIOKEHHOCTH Hoca u Kanuisi. CoOblTMss ObUIM B OCHOBHOM JIETKUMH. Bo Bpewms
UCCIIEIOBAHNS HE MPOU3O0IIIIO CMEPTEH MIIN CEPhE3HBIX HEOIArONPUSTHBIX COOBITHH.

Ha Bcex Tpex sTamax He ObUIO mpodjemM Oe30macHOCTH Ha OCHOBE MEOHIIMHCKOTO
OCMOTpa CyOBEKTOB, M3MEpPEHHUs] OCHOBHBIX IOKaszarenell »xusHenestenpHocTH wiun OKI. B
LIeJIOM He HaOJI01aIi HUKAKUX KJIMHUYECKH 3HAYMMBIX U3MEHEHHUI B MapaMeTpax reMaTosIOruy,
KOAryJsiluM, XUMHH Wid aHamu3a moun. Ha Ortame 1 g 1 cyOpekTa My»KCKOro Toja,
nosy4asiuero 2 Mr/kr coeauHenusi 1 B xancynax Jlunupnoro cocrasa, Ha Henene 1 ciydaiiHo
Obuto oOHapy»xeHO mnoBbleHHe 3 Kilacca KpeaTHMHKHHA3bl B CBIBOPOTKE NPH NPHOBITHH B
UCCJIeIOBATENbCKUI LIEHTP Ha nepuon uccienoBanus Hepenn 2. CBsA3b JaHHOTO aHOMAJIBHOTO
3HAYEHHsT C TPEnapaToM MOCYUTAIH MAJOBEPOSTHOW B CBSI3M C AHAMHE30M (DU3HYECKOH
AKTUBHOCTH, KOTOpasi, BEPOSITHO, MpHBEJa K BBICBOOOKIACHUIO KPEATUHKUHA3bl M3 MBILIII,
OnHako B KadyecTBe Mephbl MPENOCTOPOKHOCTU CYOBEKT ObLT HCKJIIOYEH W3 JaJIbHEHIIero
y4acTusl B UCCIIEOBAHUM.

IMpodunu cpenHeli KOHIIEHTPALMH B IJIa3Me OT BpeMeHH JiIs coenHenus 1 Ha Drtame 1 ¢
KarncyjgamMy JIMMUAHOTO cocTaBa OBUTM TIOXOXKHM Ha MPOPWIM KOHLEHTPALUH B IUIA3Me,
HabJIroTaeMble B MPEAIECTBYOINX uccienopanusx @aser 1a. Kak nmokasano Ha @ur. 10, cpenu
3 yposneit BBogumbix 103, CoctaB tabnerok SDI ¢ IIBII mokasan cpenane 3HaueHust Cp.x U
AUC(4, koTOpBIE mpeactaByisuin codoit 19% wu 18% 0T COOTBETCTBYIOIIMX 3HAYEHUH,
NOJIYYEeHHBIX ¢ Karcyjamu JlumugHoro cocrasa. Ilpodmmu cpennel KOHIIEHTPALUH B TUIa3Me OT
BpPEMEHH Ui coeanHeHus1 1 mpu Oosee BBICOKHX 103aX B TBEPAOM COCTaBE MOKa3aHbl HA Pur.
11. Coenunenue 1 mosBisinoch B muasme mnocne 3afgep:kku okono 30 munyT. KoHuentpauuu
coenuHeHHs | COXpaHsUMCh B IJIa3Me uepe3 72 vaca v BCe ele HaOmonamuch 4epes 168 yacos

nocie BBeneHus npenapara. CpenHee 3HaueHHE Cpax YBEIUYMBAIOCH Y CYyOBEKTOB, KOTrZIa OHU
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NOJIyyayu Ipenapar IMocje BBICOKOKAJTOPUMHON MUIMU C BBICOKUM COJEpKAaHUEM JKUpPa, Kak
nokasaHo Ha @ur. 12.

ITapamerper @K nis1 coequHenus 1 B mua3Me yKasblBalOT HAa cpeAHee 3HadeHue Tmax B
nauanazoHe or 3 mo 7 wacoB. Ha Drane 1 orHocuTenbHas OMONOCTYMHOCTb COENMHEHUs | B
tabnetke CocraBa SDI ¢ IIBII naxongunace B nuanasone ot 14 no 28%, 4ro ykasbiBaeT Ha
3HAYUTENIbHYIO Pa3HUIY B OMO’KBUBAJIEHTHOCTH coennueHus 1 mexxay tabnerkoit Cocrasa SDI
¢ IIBIT u kancynamu JlunmgHoro coctaBa. Ha Drame 2, korma BBOAWIM TOJNBKO TaOJETKy
CocraBa SDI c IIBII, cpennue 3nauenust C.x 1 AUC Bospactanu ¢ po3oil. Tem He MeHee,
yBeJIM4eHUE CpeaHUX 3Ha4eHUH C,x HE OBUTH MPONOPHHOHATBHBIMU K 103€e (p<0,05 mnst obonx
cpaBaenuii, ANOVA). Ilepuon monyBbiBeeHHs OblT B quamna3oHe oT 38 mo 65 uacoB. Kak
TaKKe OBUIO TPONEMOHCTPUPOBAHO, MOTPeOJeHHE BBICOKOKAJOPUHHON MHUINM C BBICOKHM
coaep:KaHuEM kupa HenocpeAcTBeHHO nepea BeeAaeHuem 400 mr wimn 1000 mr coenunenus 1 Ha
Orane 3 yBenuuuBaio cpennee 3HaueHue Cp,x 1 AUC Ha okoso 100%.

Ipumep 15

Honyuenne Tabaerox mo SO mr ¢ I'IIMII

Marepuanel, mokazaHHble B TaOmuie 56, HUCMONB30BATU MJIsI TMOJNy4eHUs: TabJIeTOK

Obpasma Cocrasa 43, comepxkamux 50 mr coenuHenus 1 (mo3osast Harpy3ka 33,33% mac/mac).

Tabauua S6
Tabaerku mo SO0 mr O6pasua Cocrasa 43
N3penne mMaTepHaJ % mac/mac
A* SDI coenunenus 1 (Coen 1:.TTIMILI ES 60:40) 55,55
B Muxkpoxkpucrauindeckass nemnonoza NF (Avicel PH- 28.00
102)
C* Mownoruapart Jlakrossl NF (FlowLac 100) 10,95
Kpockapmennosa varpust NF 4,00
E Konnounusiii auokcua kpemuusi NF 1,00
Creapar Maruust NF 0,40
G** Creapar Maruust NF 0,10
Bcero 100

* Ha sTame B3BEUIMBAHUS OTPETYJIHPOBATH KOJUYECTBO MO MEpPEe HEOOXOIUMOCTH IS
noaaepskaHusi Mac/mac %

**OTperyIupoBaTh KOJIMYECTBO JJIsl B3BELIMBAHHS B COOTBETCTBHH C BBIXOAOM TPaHYJI
TSI Toanepskanust Mmac/mac %o

Marepuanel A-G B3BemnBaiu u npoceuBaiu B cieayromem nopsiake: A, B, C, Du E, ¢
ucnions3oBanueM FitzMill, ocramennoit curom 20 mem mnpu ckopoctu 70%. IlpocesiHHbIE
marepuaisl nodasmsuin B V-Onennep PK Ift u cMemmBanM B TeueHHe nepuoaa BPEMEHU OT
okoJio 5 1o okoso 10 munyT npu 25 o6/muH. Matepuan F npocenanu Bpyunyto depe3 cuto 30

3
mer, 3ateM nobasinsiiu B V-Onernep PK 1ft” u cmemunBany B TeueHne nepuona BpeMEHH OKOJIO
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2 munyT npu 25 o6/muH. TlonydeHHYI0 CyXyl0 CMECh MPEeccOBaIU ¢ OOpa3oBaHMEM IOJOC C
ucnonb3oBaHueM ponukooro mnpecca TFC-Labo mpu naBnenunm npeccoBanust 1000 = 100
¢byHT/kB. moiim (6900 £ 690 klla), neneBoil cKOpOCTH PONUKOB 2,5 00/MHH (B AMama3oHe OT
2,00 o6/mun no 3,00 o6/muH), LeneBoil ckopoctu mHeka 37,5 o6/muH (B ananaszone ot 30,0
06/muH 110 45,0 06/MuH) 1 neneBoii ToamuHe nojoc 1,0 MM (B nuanasone ot 0,8 mm 10 1,3 Mm).
He cnpeccoBaHHBIN MOPOLIOK COOMpPAiM, 3aT€M BPYYHYIO NMPOCEUBANIH depe3 cuto 30 mem u
nobasysiin 0OpaTHO B OyHKep posimkoBoro mpecca. ITomockl cobupanu, 3areM pazOuBaiu a0
rpanys ¢ nomoibio FitzMill, ocHammenHo#t cutom 20 mem npu ckopoctu 70%. Marepuan G
MpoCeuBaIM BPy4HYHO 4depe3 cuto 30 mem u 3arpyxanu B V-Onengep PK e ¢ yKa3aHHOU
Hepac(acoBaHHON MapTUel TpaHyJSILUH. MaTepuansl CMEIIUBAINA B TEYEHHE NIEPHOJa BPEMEH!
OKOJIO 2 MUHYT TpH 25 00/MUH.

[TonrorasnmuBanu TabnerupoBouHbli mpecc Mini-Press Il ¢ KpyribIM cTaHAApPTHBIM
BOrHyThIM mmTamnoM B-Tooling pasmepa 9/32 mroiima. TabneTku mpeccoBaiy AJisl TTONTyYEHHS
cpenHeli neneBoit maccol st 10 Tabnerok 1500 mr (B AmamnasoHe oT okojio 1425 Mr 1o OKoJjio
1575 mr unm ot okono 1425 mr go okoio 1575 mr), ueneBoil Maccel oTaenbHON TabneTku 150
Mr (B nuama3oHe oT okono 135 mr mo okono 165 mr wimm ot okono 135 mr go okono 165 mr),
1[eJIeBOM TOJIIIUHBI OTAEIbHOM TabsieTku 3,8 MM (B [uamna3oHe OT OKOJIO 3,4 MM 110 OKOJIO 4,2 MM
WIN OT OKOJIO 3,4 MM 110 OKoJIO 4,2 MM) M LIEJIEBOW TBEPIOCTU OTHAEIBbHOHN TabneTku 8 ki (B
Auara3oHe OT OKOJIO 4 KIT 0 OKOJIO 12 KIT Wiy OT OKOJIO 4 K11 10 okouo 12 xm).

IIpumep 16

Honyuyenne Tabaerox mo 200 mr ¢ I'TIMIY

Marepuanel, nokasaHHble B TaOnuue 57, UCHOMB30BAMU [IJIs1 TOJYYEHUS TaOJIETOK

O6pasua Cocrasa 44, copepxxamux S0 mr coenuHenus 1 (mo3osas Harpy3ska 33,33% mac/mac).

Tadauua 57
Taobuerkn no 200 mr O6pasua Cocrasa 44
Kon mMaTepHa % mac/mac
A* SDI coequnenus 1 (Coen 1:.TTIMII ES 60:40) 55.55
B Mukpoxkpucramminueckas neutoosa NF (Avicel PH-102) 28,00
C* Mouoruapar Jlakrossl NF (FlowLac 100) 10,95
Kpockapmennosa sarpust NF 4,00
E Konmnounusiiit nuokcun kpemaust NF 1,00
Creapar Maruaust NF 0,40
G** Creapar Maruaust NF 0,10
Bcero 100

* Ha osTame B3BEIIMBaHMS OTPETYJHUPOBATH KOJIUYECTBO IO Mepe HEOOXOAMMOCTH IS
noaaepskaHust Mac/mac %
>k*()Tpel"y.]'lI/IpOBaTb KOJIUMYCCTBO AJIsI B3BCLIMBAHUSA B COOTBETCTBUU C BbIXOOOM I'PAHYJI

TSt moanepskanust Mmac/mac %o
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Marepuansl A-G B3BemuBaiu u npoceusaiu B caenyrouem nopsinke: B, C, D, Eu F, ¢
ucnionb3oBanueM FitzMill, ocnamennoit curom 20 mem mpu ckopoctu 70%. IlpocesiHHbIE
marepuaibl nodasmsuin B V-Onennep PK Ift* u cMemmBanM B TeueHHe nepuoaa BPEMEHHU OT
okoJi0 5 1o okoso 10 munyT npu 25 o6/muH. Matepuan F npoceuanu Bpyunyto depe3 cuto 30
mern, nobasmsuin B V-Giernep PK 1ft® u cvmemmBanu B TeueHme meprHoga BPEMEHH OKOJO 2
MHUHYT Tpu 25 o0/muH. IlonyueHHYI0 CyXyl CMeCh INpPECcCOBAIM C OOpa3OBaHHEM IOJIOC C
ucronp3oBanueM ponukoBoro mpecca TFC-Labo mpu nmaBnenmu mnpeccosanus 1000 + 100
¢yuT/kB. monM (6900 + 690 klla), ueneBoit CKOPOCTH POJHMKOB 2,5 00/MHH (B AHMANa3oHe OT
2,00 o6/mun mo 3,00 o6/MuH), ueneBoi ckopoctu imHeka 37,5 o6/muH (B nuama3one ot 30,0
00/MuH 10 45,0 06/MuH) U HeneBoit TonuuHe nojoc 1,0 mm (B anamazone ot 0,8 MM 10 1,3 Mm).
He cnpeccoBanHbIil MOpOMOK coOMpaiy, 3aTeM BPYYHYIO MPOCEHUBAIU depe3 cuto 30 mem u
nobasisuin 0OpaTHO B OyHkep posukoBoro mpecca. Ilonocel cobupanu, 3ateM pa3duBaiu 10
rpanys ¢ nomorbio FitzMill, ocHamenHoi cutom 20 mem npu ckopoctu 70%. Marepuan G
MpOCEUBAIM BPY4YHYIO depe3 cuto 30 mem u 3arpyxkanu B V-Onengep PK Iff ¢ YKa3aHHOMN
Hepac(acoBaHHOHN MapTUel TpaHyJsILUH. MaTepuansl CMEIIUBAINA B TEUEHHE NIEpHOa BPEMEH!
OKOJIO 2 MUHYT IpH 25 00/MUH.

ITonrorasnmuBanu TabnernpoBouHblli mpecc Mini-Press Il ¢ KpyribIM cTaHAApPTHBIM
BorHyTeIM mtamnoM B-Tooling pasmepa 15/32 mrotima. TabneTkn npeccoBasiu AJisl TIOTyYEHUS
cpenHeili neneBoit Maccol st 10 Tabmerok 6000 mr (B anamasoHe ot okoyio 5700 Mr 10 OKoJIo
6300 mr umm ot okojo 5820 mr mo okono 6180 mr), neneBoit Macchl OTnEIbHON TabneTku 600
Mr (B nuamasoHe oT okoio 540 mr no okono 660 Mr wim ot okono 564 mr 1o okoio 636 mr),
1[eJIeBOM TOJIIIKUHBI OTAEIbHOU TabsieTku 5,8 MM (B [uUamna3oHe OT OKOJIO 5,4 MM 110 OKOJIO 6,2 MM
WA OT OKOJIO 5,5 MM 110 okosio 6,1 MM) U LeJeBOH TBEPAOCTH OTAEIbHON TabneTku 14 xm (B
auana3oHe OT OKoJIo 9 ki 1o okoso 19 kn wiu ot okoJio 10 ki 1o okoso 18 km).

Ilpumep 17

Tabnerku no 10 mr (Ob6pazen 45), 25 mr (OOpasen 46) U OOMONHUTENBHO MO 50 Mr
(Ob6pazen 47) nonyvanu u3 50 mr, 125 mr uau 250 mr Ha TabJETKy, COOTBETCTBEHHO, COCTABA
cmecu IIBIT Toit xe xommosuimu, ommcaHHoW B Tabmuue 55 Ilpumepa 13 Beime ¢
UCTIOJIb30BAHUEM aHAJIOTHYHONW METOJUKH MPECCOBAHMUS, OMMCAHHOHN 1yt TabsieTok mo S0 u 200
mr B [Ipumepax 15 u 16 Bbie.

Tabnerku mo 5 mr (OOpasen 48) mosyyanu poNIMKOBBIM mpeccoBaHueM cocraBa SDI ¢
12,5% coenunenust 1 (40%), yxazannoro B Tabnune 58 Hibke ¢ UCTOMB30BAHUEM AHAJOTHYHOM
MeToaukH, onrucanHoi B [Ipumepe 15 nist tabnerok mo 50 mr. 100 mr Cmecu I1BI, yka3aHHOI B
Tabnune 58, ucronb30BaIN Ha KAKAYIO TaOJETKY.

Tadauua S8
Cwmecs IIBII pas Tadaerok nmo S mr, nojiydeHHbIX PosukosbiM IlpeccoBannem

H3penne mMaTepHaJ % mac/mac

A SDI coenunenus 1 (Coen 1:1IBIT 40:60) 12,5

B Muxkpoxkpucramnuyeckas Lenmonoza Tun 102 NF 35,0
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N3penne mMaTepHaJ % mac/mac
C Mownorunpat Jlakto3sr 80 NF 31,0
D Hatpus xpaxmanrnukonst NF 2,5
E Creapatr Maruaust NF 0.5

F Muxkpoxkpucrammueckas Lenmtonoza Tun 102 NF 7.0
G Momnoruapar Jlakrossr 80 NF 7.0
H Hatpus kpaxmanrnukonst NF 2,5

I ITonoxcamep 188 Ilpunnuposannsiii NF 1,0

J Komnounusiii nuokcun kpemuusi NF 0,5
K Creapatr Maraus NF 0,5
Bcero 100

HononHurenbHyro mapturo S Mmr  Ttabmerok (OOpaszen 49) monydanum myTem
HETNOCPENCTBEHHOTO mnpeccoBanus cMecu kommosunnu [1BI1, mokasanHoii B Tabmune 59 Huxke.
Wspenus A-F nanHOro cocraBa mpocenBaiyd BMeCTE C NMOMOLIbI0 cuTa 30 Mell U CMEIINBalu B
TE€YeHHEe 5 MHUHYT C HCIoNb30BaHueM V-Onennepa. IlocnenHuii MHrpeaneHT, cTeapar MarHus
NpocenBaIH, NOOABISUIM K CMECH M CMEIIMBAJM eme B TeueHne 2 MuHyT. 100 mr cmecu TIBII,
ykazanHo# B Ta0mwuie 59, ncnonap3oBanu Uit KaKIoH TabJIeTKH.

Tadauua 59
Cmece IIBII pas TabGaerok mo S wmr, noaydeHHbix HemnocpeacTBeHHbIM

IIpeccoBanuem
N3penne MaTepHaJ % mac/mac
A SDI coenunenus 1 (Coen 1:TIBIT 40:60) 12,5
B Muxkpokpucramueckas Llemnonosza Tun 102 NF 42,0
C Momnorunpar Jlakrozser 80 NF 38,0
D Hatpus kpaxmanrnukosst NF 5.0
E ITonoxcamep 188 Ilpunnuposanubiii NF 1,0
F Komnounusiit nuokcun kpemaust NF 0,5
G Creapar Maruaust NF 1,0
Bcero 100

Bce Tabnerku mpeccosanu. Tabnerkn mo S u 25 Mr mpeccoBaid KPYIJIbIM BOTHYTBHIM
[mTaMnoM auamerpoM 6 MM, a Tabnerku mo 10 m 50 Mr mpeccoBaiM KPYIJIBIM BOTHYTBHIM
LITAMIIOM JUAMETPOM 5 U 8 MM, COOTBETCTBEHHO.

b m3rorosiensl 6osee 300 Tabnerok kaxkmoro m3 OOpasmoB or 45 mo 49 Bbime.
Hecate Tabnerok ciydaliHbIM 0Opa3oM BbIOMpaIM M OLEHWBAJIM HAa BHEIIHWH BUA, Maccy,
TOJIIIUHY, TBEPAOCTb, IPOYHOCTh HA UCTUPAHUE U BpeMsl pa3pylueHus. bpuio oOHapyxkeHo, 4To

yKa3aHHble TaOJETKH MMEIOT MOCTOSHHYIO MAacCy, TOJIIMHY M TBEPAOCTb Oe3 HaOIogaeMbIX
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¢usnueckux nedexros. Tabnerku, conmepxkamue 50% SDI (OOpasusr 45-46), paspymanuch B
TedeHue oT 9 1o 18 MuHyT, a Te, kotopble conepxar 12,5% SDI, paspyianuch B Te4eHHUE OIHON
MUHYTHI.

Uccnenosanus crabmibHOCTH TpoBOAMIH Juist Tadaerok o 10 mr u 50 mr (O6pasusr 45
u 47) Bellle myTeM XpaHeHus oOpas3noB B OyTbuikax mpu jubo 15°C mpu OTHOCHTENbHON
BraxHoCTH 60%, 60 nmpu 40°C mpu OTHOCHTENBHOM BakHOCTH 75% B TeyeHue 18 Mecsues.
OGpasupr TectupoBaiu croyctsi 1, 3, 6, 9, 12 u 18 wmecsueB. He HaOmomamui HHUKaKOro
yBEJIMYEHUS] CONEp KaHMsI MPOAYKTOB PAa3JIOKEHUs WM APYTUX MPU3HAKOB YXYALIEHUS HU B
onHOM m3 oOpasuoB. CoxmepskaHHe BOZABI BO BCEX oOpasuax ocTaBajioch HUke 4% B TeueHHE
BCero uccienosanus. [Ipodunm pacTBOpeHHs TakxKe ObLIH MO CYLIECTBY HEU3MEHHBIMHU.

Ob6vem wu300peTeHUs] HE OrpaHUYMBAETCS OINUCAHHBIMM B JaHHOM JIOKYMEHTE
KOHKPETHBIMH ~acrlieKTaMu. JIeWCTBUTENbHO, pas3JndHble Moau(uKauud u300peTeHus: B
JOTIOJIHEHWE K OIMMCAHHBIM OYyIyT OYEBUIHBI CHEIHMAJINCTAaM B JAHHOH OOJIACTH TEXHHKH W3
BBILIEYKA3aHHOTO OMNHCAaHUs M COMpoBOAMTENbHbIX ¢uryp. I[lompasymeBaercs, 4TO Takue
Monu(pUKAIIMK BXOIAT B 00beM mpuiiaraeMoi hopMyIibl H300peTeHHUS.

Bce ccbuiky, MpOLUTUPOBAHHBIE B JAHHOM JIOKYMEHTE, TEM CaMbIM BKJIFOUEHBI B IaHHBIH
JOKYMEHTE MOCPEACTBOM CCBUIKH BO BCEUM CBOEH MOJIHOTE U JJIsl BCEX LIEJIEH B TOW K€ CTENEHHU,
KaK eciii Obl Kakiast OTAeNbHAst MyOJIMKALUs, TATEHT WM TaT€HTHAs 3asiBKa ObljIa CIIELUABbHO
Y UHJIUBUAYAJbHO YKa3aHbl JJIs1 BKJIIOYEHMs] B KaueCTBE CCbUIKM BO BCEHl CBOEHl MOJNHOTE AJis

BCEX LIEJEM.



98

®OPMYVYJIA H30BPETEHUA
1. IIpomMexyTOUHBIN MPOAYKT, BBICYLUEHHBINH PACHbUIMTEIBHOM CYLIKOHM, COAEp Kallui

amopdHyo Gopmy coenunenust, umerornero Gopmyy (1):

U TIOJIUMEP, KOTOPBIN MPEACTaBIsIeT COO0H THAPOQHIBHBIN MOTUMEp.
2. IIpoMeXyTOYHBIM NPOAYKT, BBICYLUEHHBI pAaCHbUINTENbHOW CyLIKOWH, Mo m. 1,
OTJIMYAIOIIUNACS TeM, YTO JAAHHBIA MOJUMEP MPEACTABIsieT COOOH MONMBUHWIITUPPOIUIOH HIIH
TUIPOKCUIIPONUIMETHIILEILIFOJIOSY.

3. IIpomMexyTO4HBI NPOAYKT, BBICYLIEHHBIM pACHBUIMTENBHON CYIIKOM, MO M. 2,

OTJIMYAIOIIUNACS  TE€M, 9YTO JaHHBIA  TOJHUBHHWIMUPPOIUAOH  MPENCTaBsieT  CoOOi

>
nonuBuHUINUppoauaoH K-30.

4. IIpOMeXyTOYHBIM NPOAYKT, BBICYLIEHHBIH pACHBUIMTEIBHOW CYLIKOH, MO M. 2,
OTJMYAIOIIUNACS TEM, YTO JaHHas THAPOKCHIIPONMUIMETHIILEIUION03a MPENCTaBIseT CoOoi
TUAPOKCUNIPONMIMETHILEIUTIONO03Y ES.

5. IIpomexyTOYHBI MNPOAYKT, BBICYLIEHHBIM pACHbUIMTENBHOM CYIIKOH, mo 1m. 1,
OTJIMHAIOLIUNCS TeM, uTo coenuHeHne 1 cocraeiaser 40% 1o Macce YKa3aHHOTO
MIPOMEKYTOYHOIO IPOAYKTA, BHICYLIEHHOIO PACIIBUIUTEIBbHOM CYLIKOM.

6. Crnoco® mojydeHus MpOMEKYTOUHOrO MPOAYKTA, BHICYIIEHHOIO PaClbUINTEIbHON
CYIIKOH, MO M. 1, BKJIFOYArOIIUI CTaJuM COBMECTHOI'O pacTBOpeHMs (pOpMbl coenuHeHus: | u
HoJuMepa B CHCTEME pPacTBOpUTENeH ¢ 0oO0pa3oBaHUEM JKHIKOH IUCIEPCHH, 3aTeM YIOAJeHUS
JAHHOTO  PaCTBOPUTENsl IyTeM  pPACHbUIMTEIbHOM CYHIKM C TOJYYEHHEM  JaHHOTO
MIPOMEKYTOUHOT'O IPOAYKTA B BUJI€ TBEPAOHN NUCTIEPCUN.

7. IlpuMeHeHne NMPOMEXyTOYHOrO MPOAYKTA, BBICYIIEHHOIO PACTBUIMTENBHON CYLIKOH,
no n. 1 gna mnonydeHuss (papManLEeBTUYECKOW KOMIIO3HMLIMM, COMAEpKAIled TaHHbIHI
MIPOMEKYTOUHBIN MPOAYKT, BBICYLIEHHBIM PACHBUIMTENIBHON CYLIKOHW, B HENOCPENCTBEHHOU
CMeCH C OIHHUM Wiu Oosiee papMaLeBTHUECKH MPUEMIIEMBIMH BCIIOMOTaTEJIbHBIMU BELIECTBAMHU
111 00eCTIeYeHNUs IePOPAIbHOM JO3UPOBAHHON (POPMBI, BEIOPAHHOM M3 TaOJIETKH WIIA KATICYJIbL.

8. dapmaneBTHYECKass KOMIIO3ULMs, COAepXKallas IMPOMEXYTOUHBI  MNPOAYKT,
BBICYLICHHBIN PAaCHbUINTEIBbHON CYIIKOW, MO M. 1 B HEMOCPEACTBEHHOW CMECH C OJHUM WU
Oonee (hapmMaLEeBTUYECKH MPUEMJIEMBIMH BCIIOMOTATEJIbHBIMU BEIIECTBAMH JJIsi OOeCTeueHHsI
NepopaNbHON AO3UPOBAHHOH (POPMBI, BEIOPAHHOH U3 TaOJIETKH I KaICYJIbL.

9. @apmaueBTUYECKAasT KOMIIO3ULUS MO M. 8, OTIMYAKOLIASCA TEM, UYTO COeAUHEHue |
cocrasisieT 20% 1o macce JaHHOW KOMITO3ULUH.

10. ®apmaueBTuyeckass KOMMIO3ULMS MO M. 8, OTAMYAIOINASCA TEM, YTO [JaHHAas
nepopaiibHasi 103UpoBaHHas (hopMa MpencTasisier coooi TadIeTKy.

11. Ilpumenenne ¢papManeBTHUECKONH KOMITO3ULIUU IO M. 8 IJIs1 JIUEHUS COCTOSIHUS,



99

BBIOPAaHHOTO M3 TPYIIIBL, COCTOSINEH W3 JieHiko3a WM BOCHAJUTENBPHOrO 3a00JeBaHMA, Y
cyObeKkTa, HY>KAAIOLIErocs B 3TOM, BKIIFOHarolee BBefeHne 3((HEeKTUBHOTO KOJUYECTBA JAHHON
bapmareBTUIeCKONH KOMITO3ULIUH JAHHOMY CYOBEKTY.

12. Tlpumenenue ¢apMaleBTHYECKOW KOMIO3ULMHU MO I. 8, OTJIHMYAroIIeecss TeM, YTO
yka3zaHHOe 3((EeKTHBHOE KOJNNYECTBO BBOAAT CYOBEKTY B pEXHME J03UPOBAHUS HAa OCHOBE
Macchl WM ¢ (PUKCUPOBAHHON TO30H, MPUYEM YKa3aHHBINH PEXXUM NO3UPOBAHUS MOAAEPIKUBAET
LEJIEBYI0 KOHLIEHTPALUIO B IIA3MeE.

13. TlpumeneHue (QapmMaleBTHUECKOW KOMIIO3UIIMM MO I. 8 B MPOU3BOACTBE
JIEKApCTBEHHOTO Tpernaparta AJisl JISYeHUS] COCTOSIHHSI, BBIOPAHHOTO M3 TPYIIIBI, COCTOSIIIEH U3
JIEWKO30B U BOCHAJIUTENbHBIX 3a00J1€BaHUl, Y CyObeKTa, HYKIAKOLIErocss B TOM, BKIIFOYAOLIEe
BBeieHHE 3()(DEKTUBHOTO KOJIMYECTBA JAHHOTO JIEKAPCTBEHHOTO MperapaTa JaHHOMY CYOBEKTY.

14. Cnoco0 nedeHusi COCTOSTHHSI, BBIOPAHHOTO W3 TPYIIIBI, COCTOSIIIEH U3 JIEHKO30B U
BOCTIAJIUTENbHBIX 3200JIeBaHUHN, Y CYOBEKTa, HYXKAAIOLIEroCs B 3TOM, BKJIFOUYAOLINHA BBEICHUE
3¢ dexTuBHOrO KOMUECTBA (hapMAaLIEBTHUECKON KOMITO3HIIUY TIO I1. 8 JaHHOMY CyOBEKTY.

15. Cnoco6 mo m. 14, oTnuuarOmuiics TeM, YTO HaHHYK (papMareBTHYECKYIO
KOMITO3HULIMKO BBOJST C MULIEH.

16. Criocob wiu npumeneHue no modomy u3 nm. 11, 13 wim 14, oTnudaromuecs: TeM, 4to
COCTOSIHUE, TIO/IBEPTAIOLIEeCs JEUSHHIO, MTPEACTABIsIET COOO0M JIeiiko3, BHIOPAHHBIA U3 TPYIIIbL,
COCTOSIIIEH U3 OCTPOTO WIIM XPOHUYECKOTO JIEHKO03a, MPUYeM JaHHbBIH OCTPBIH JIEHKO3 BBIOpaH M3
OCTpPOro JUM(pOLUTAPHOTO JIEHK03a, OCTPOrO MHUEJOLHUTAPHOIrO JIeHK03a, BBIOPAHHOTO W3
MHENO0IACTHOTO, MPOMHUENONUTAPHOTO, MHEIOMOHOLMTAPHOIO, MOHOLMTAPHOIO JIEHKO3a WJIH
SPUTPOJIEHKO3a; WIA MUEIOAUCILUIACTUYECKOrO CUHAPOMA, U MPU 3TOM JAHHBIA XPOHUYECKUU
JIeHKO3 BBIOpaH U3 XPOHUYECKOTO MHUEJIOLMTAPHOrO JIEHK03a; XPOHUUECKOTO IPaHyJIOLHTAPHOTO
JeHK03a; XPOHHUYECKOro JIMM(OLUTAPHOrO JIeHK03a; BOJIOCATOKJIETOYHOIO JIEWK03a, WM
MOJIMLIUTEMHH BEPA.

17. Criocob wnu npuMeneHue 1o Jrodomy u3 . 11, 13 unu 14, oTnnvarommuecs TeM, 4To
COCTOSIHHE, TIOABEPraroleecs JICYCHHIO, MPENCTaBIsIeT COOOH BOCHMAIUTENbHOE 3a00JIeBaHUE,
BBIOpPaHHOE U3 TPYIIIIBL, COCTOSIIEH U3 PEBMATOUIHOTO apTPUTA U PACCESTHHOTO CKJIEPO3a.

ITo noBepenHocTn
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