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[Mpeauciopme

I PAIPABOTARH BeepoccHiickus HaydHo-HCCAEI0BATENRCKHM M HCMEATATENEHLIM HHCTHTYTOM Me-
AHUHHCKOH Texuukd (BHHHUHWMT)

BHECEH TexHu4yeckHM KOMHUTETOM N0 cTAHAAPTHIAHN TK 422 «Ouenks GHOMOMMeckoro 1eiict-
BHS METWHHHCKHY Hi3deiHiis

2 [IPHHAT ¥ BBEAEH B JENCTBHE MoctanommeHnem lMccrannapra Poccun ot 29 gexabps
1999 r. Ne B62-c7

3 Hactomwuil cTappmapT npeicrasidaer coboil avTeHTHYHBIH TEKCT MesIvHAPOIHOro CTallIapTa
HOO 10983, 1647 «0ueHka OHOMOMHYECKOD0 IeHCTERA METHUHHCKHX natennil. Yacts 16, Monenupona-
HHE W HCCHEIORIHHE TOKCHKOKHHETHKH MPOIVETORE JECTPVELMH W BRMBIBAHMA »

4 BBEAEH BINTEFBLIE

D UMK Mamarenuctoo cranaapron, M40

Hacroawmil cranmapr e MoseT DLIT: NOIHOCTEID MM YaCTHYHO BOCHPOHIREIEN, THPGMHPORIN W
PACTIPOCTRAHEHN B KAMeCcTRe odiMupansHero nitanus Des paspewerdnsa Docerannoapra Poccuu

1]
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Beeaenne

CobGmoaenie DoJoMenni crapnaprop cepun FOCT P MCMO 10993 «QOuenka GHOAOFHYSCKOTD
AeHCTREAA MEAMUHHCKHX HIMeMils NoIB0ANT obecneylTh CHCTEMHEIH MOIX0E K HCCAeaoBaiin GHOA0rH-
YECKOrD JEHCTEMA MENNIHICKHY HImenn.

Henhio 3THX CTAHIAPTOR HE ARIAETCA DeIVCIORHOR HKPEMIEHHe KOHKPeTHRE METOOOR HoCaenona-
HHH H WCOBITAHHH 3 rpATINAME GIHOPOIHEY MEIHUHHCKHY HIIeAHd B COOTBETCTEBMH © NPHHATOMN
EaaccHgMEALHER MO BIAY W ATHTENLHOCTH KOHTAKTA ¢ opranisMon senopeka. [MoamoMy miaduporaine
H MpoBedeHie HCCTenonaNHid ¥ HCNETAHMA J0MAKHE OCVIHECTRATE COSUHATHCTE, HMERUIHE CTIEHHATL-
HYED MOATOTOBKY H ONLIT B ODIECTH CAHHTARHO=XHMHYECKOH, TOKCHEQIOMMYECKOH M DHOTOrHIec Ko
OUSHOK MEIHIHHCKHY HIa2aMil,

CraHaapTul Tl cepi ARAIOTCH PYKOBOIHIIHME A0KYMEHTAMM U OPOTHOIHpoBanna GHonori-
YeCKOro OeficTEHA MeRHUMHCKHX H3IeIHE Ha CTATHH BLIBOPa MATEPHANOR, NPeIHaIHAMEHHLLY LTE HX
HAPCTORNEHMS, A TAKKE LN HOCHeJoBIHRA FoTOBRLE OGPasLoE.

B crangaprs cepum FNOCT P HCO 10993, pueoinye cpynnosoi 3ronosee « M uienns MensiiicKhe.
Ouenks BHOAOTHYECKOTD JeHCTEHA MEIHHHHMCKHUY MINSTHA s, BXOIAT CAenyiouHe YacTH:

- WACTE | = QUEHKA W HCCIeaoRaHmMs;

= gALTE 3 —— HCCHEAOEINHE FENOTORCHYHOCTH, KAHISPOTeHHOCTH H TOKCHYECKOTO JeiicTrIE Ha pen-
POOVETHEHYED (hyHELIHI;

= YACTE 4 — HCCASNOBAMMHE MI0eNHH, BIAUMOISHCTEYIOIIHY C KPOBLIKY,

- QECTE 3 — ACCAeIODAHME HA UHTOTORCHYHOCTE, MeTOoLl i0 vilro;

- WACTE b — MCCHeN0oBAHNHE MECTHOTO DeHCTEMA NOCTe MMMITAHTALMK,

< YACTE 7 — QCTATOUNHOS COREPHIAMNE ITHIEHOKCHIA NOCE CTEPHTH AN,

= YACTE 9 — OCHOBHBE MPHHLKITE WIEHTHOHEALNHY B KOTHYeCTBEHHOMD ONPeneie i noTe HUHL -
HLIX MPOIYKTOR JeCTHVKRHN,

= 4acTh [ — uecaenoBanie palipasaIUero ¥ ceHCHBHIHIHPYIILLE D JeicTRHA]

= 4acTk 11 — uecaenosaHme ODIE TOKCHYSCROTO JeNCTEH,

< YACTE |2 — npUroToiierie npod U CTAHIAPTHRIE GOPAIULL;

= yacTh 13 — HaenTHdMKang M KONHYeCTEEHHOE OMPeleacHHe TPOAVETOR JECTPYKIHH NOMTHMEDHEIX
METHIIHHCKMY Wanenmi;

- ICTL 16 — MOOeIHpOBAHHE B HCCIEA0BAHHE TOKCHKOKHHETHEKH NPOIVETOR IeCTPYELHN M BEM-
Ba A

Hacrodamnil cTaniapT conepEnT PYKOBOACTIO M TPEDOBAHWA M0 MOISTHPOBAHHI W BLITOTHE HHID
TOKCHKOKHHETHUEC KX Hecaemonaunil. [loacHenna no HenoNL30BaHII0 HACTOALIETO CTAHAADTA HTOHE H
B IIPHACKSH M AL

[Npuiomenie A SNEETCHA HEOTLEMIEMOH 4acTLio cTanmapra. [lpuaokenue b wocHT cnpapoqisii
xapaxTep.
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FTOCYIAPCTBEHHBH CTAHJAPT POCCHHCKOW ®EIEPALLMHN

Hagena Me HIHBECKHE
Ouenga SHOTOMYEcKOrs TelcToHA MeTHIIENC KAX HI15e1ni
Yacre 16

MOOETHPOBAHHE W HCCAEMOBAHUE TOKCHKOKMHETHEH INPOAYKTOR
NECTPYKIIHH H BhiMbIBAHMA

Medical devices, Biologecal evaluation of medical devices. Part 16,
Toxicokinetic study design Tor degradation products and keachables

Jara mpeegeana 2002 —01—01

1 OdaacTe npuMeHeHHs

Hacroswmil crapoapT yCTAaHARIHBAET MPHHUHNLL, B COOTRETCTEHMHM C KOTOPRIMH IUIGAHEPYIOT H
OCVIIECTRMAIOT WCCNeI0BANHA TOKCHKOKHHETHEM, O0VCIonae o MeTHLHHCKMME W3 THAMM

Tpebopala HACTOALIETO CTANIAPTA ARTAIOTCH PeEKOMEHIVEMEIMH.

B npuiackendsn A HAIOKEHED cOOGPIKENHA N0 BKIKDYESHHID TOKCHEKOKHHETHYECKHY HCCAeI0naHIil
B QUEHKY GHOTOMHYLCKOTO TeHCTEHI HITeTHH MeTHIHHCKOND HASHAYE HIHHE.

2 HopmaTHBHBIE CCBLIKH

B mactosesm CTaMIaApTe HCOOMEIORAHL CCLITKH HA CASOYIOUHE CTANIAPTE, COOSPRIAIHE MOI0MKe-
HHA, KOTOPBRE MOMYT PACCMATPHBATLCH KAK PATIENL HACTOMIIETD CTANIAPTA.

MOCT P HCO 10993199 Magenna sMenqdiudHeEse. OueHKs GHOAOIHYECKOrD 1elcTrng MeaMuun-
ckMx magenuid. Yacere [L (Ouedka H HecleRoBaHHA

MOCT P OO 109931299 Magenna Megquudickre. Ouenka OHONGrHYecKoro Je HCTRHA MeTHuHi-
CEMX Hamennid, Yacre 12, [purotoanesme npob W CTAHIAPTHEE OOpasim.

3 Ounpenenenns

B nacrodiies CTadispTe HCNoABIVET TepMUHL, npueeiendue & TOCT P HOO 08931, a Takse
CASIVIOUIHE DI Ieneinmn:

3.1 mpoaver gecrpyiuen: [pooysr, obpasopapiuufica B pesviaLTaTe JeCTPYELMHE HIH XHMHUYSCKOTO
pacniaga MaTepHana.

32 NpOAYVKT BLIMLIBAHHAD DECTPATHDYEMOE BELUECTOO, TAKOE Kak 00anka, MOHOMED MM OTHTOMED,
BXOISHE B COCTAR MOAHMERHONG MATSPHANA.

33 mccaenyesoe BeecTso: [IpooyeT JecTPyYEUWH MWIH BRIMBBAHAH, SBNAGMHECE NPeaMeToM
TOKCHKOKHHETHHEC KX HCCAe 0RaHnil,

34 abcopboma: [Ipouece, B pesviLTaTe KOTORONO BRIMeCTRO DOCTYNAET B KPODeHOCHYEY M (HIH)
THMEATHHECKYIO CHCTEMY,

3.5 pacnpenerenme: [lpouecc, n peavikTare KOToporo aboopiupyesoe DBemecTso W (WIH) ero
METIOOIATH UHPKYIMPYIOT M PAcnpeiendiTed BHYTPH OPTraiHasMa.

Hagumme odmumaasmnoe
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36 meraboumas: [Ipolece, nocpelcTEOM KOTOPOTO adcopbHPOBAHHOE BelSCTED CTRPYRTYPHO Wake-
HASTCH B OPrAMHIME B PLIVALTATE XMMHMECKHY H/HIH epMeHTATHEHLEY PeakiiHil,

11 PHMCHAHHE — npﬂ.’]]."K!’El NEPHOHEY AR RHON BRIHMOIEHCTEHR MOTYT HINMWCICICTEHEH DTE WIMEHEHR
nymemM b Iil’.‘[!lh[l.'H'l'iLTHl!Filul.K HULE I{{.‘tt.lt‘[.l!'.[{."HTil.Tl1l3lllal.!. [H.‘-c'll{llllli nepen M 'JKEI:FH!I]IH.‘I-L

37 owexpenua: Npouece, nocpeicTeod KOTOPOTD aGCOpOUPYEMOE BEIIECTRO HHIH 20 MeTat0IH TR
VIARAOTCA M3 OpradiHiMa,

38 DHOAOTHYECKAS DoCTVIROCTE: Bennurna obweil adcopBuMy HCXOIHOM BeleCcT i,

39 wmpene: CRopocTh OUMLEGHHA OpPFaHWIMa OT BeIIeCTBER B PesyabTare MeTabonmasa W/
IKCKPELHH.

3.0 nepuon noayemsememds (7 ) Bpesma, neofxomioe L8 yMeHBIIEHEA KOHEZHTPANRA MONEKYT
cneupsdHueckoro BHIa Ha 30 % 0T ero HAYARLIOTO KOAMUECTRY B MMIKOCTAN M TEAHAN OPraHuIMa.

3.1l cpemwee ppems npedweanAf; CTaTHCTHYSCKHE MOMENT, CEBAZAHHLIA C TepHOOIoM (TOAYELIBELE-
HHA, B KOTOPGI NPOBOIAT KONHYMSCTRSHHYIO OUSHKY NMPOIOEEHTEILHOCTH NMPHCYTCTEHA BELIECTEA B
OPTAHHIME.

312 kovuedTpamms O, MAKCHMATLHZA KOHDSHTPAUHA RELECTRA B 07a3se, BRIPAKSHHAA OTHO-
IeHHEM MACCH K eaHHHue oibema.

n PRMCHAHHE — KEJI'.'J,EI CCRUHTCH HE MAECHMBAEYHEY HEOHLICHTRAIIHEY B ERIKOCTH HIOH TEIHH, eil
NMPHACHAHBR YT OO0IH B EHHe {HanpHMep, :-‘.qut NneseHn) 1 BRIPEAAKT OTHOUICH WS M SIHHEAL MACCHL K SIHHHLEM [l ALY
FUTEE CIOHHHAL MOcChl K COHHMLENM MACCE.

313 epema I, Bpess, npH KOTOPOM JOCTHIAETCS MAKCHMANBHAA KOHLEHTPALIHA.
314 pnomame AUC,_: liomage y4acTen, OrpadHHMediorn KpHeol HIMEHEHMH KOHUEHTPALHN
BEILECTEA B IUIIME OT HYAA 00 BREMEeNd f NPOWLenlend nocie odHOKPaTHOND RECACHHA BelSCTRA.

I PHMEHAHHE — § — 3T0 BPCMA, KOTUROC CiN kIt LY FECTPAnmOIIHPYHYT Hi O CROHE Y HGC .

315 nnowage AUMC,  : [liowans yacTed, orpasHgenHon KpHood HEMEHEHH NepROHaYLIEHOM
KOHUEHTPEUMH B2UECTE B MIaiMe OT HYJIA 00 BPEMEHE 1, MPpOIUEIIero Nocile aIHOKPATHOMD BReIeHHA
BeLLecTEa.

I PHMEYAHNWE — [ — 310 B, KOTOpOS OnIMHO FRCTREITEOITE P KT HE DECKOHEY HOCT R,

3.16 oiuem pacupegencuns ( F): [okatarens 10 oTIenbHOH MOI2TH, OITHCLIBIIOLIER [Ppeaioiare-
MBI 00BEM, B KOTOPROM CONSPEHTCH ODIAA CYMME HCCARIYeMOrd BeluecTha NpH ero OIHOPOIHOM pac-
npejeie il & oprasHdIse.

307 oweTpaT: AHIKOCTE, KOTORAA MOOYYACTCH B PESYVILTATE NMPOUECCa IKCTPEAKUIHHE HOCIEIyeMOoro
MATEPHATA.

318 osonerpasamwaa: ModedeHEe MelHIHHCKOTD HWITETHA WIH OHOMATEPHATA, SAKTHOUMAIOLIIEECH b
MOTEPE UeTOCTHOCTH W/HAH CADCOOHOCTH QWVHEIHOHHPORITE NPH GBOITeHCTEHHY PH3N0noridec kol 11n
MOOeILHOH Cpeikl.

319 dHopeszopbuma: [poiece, B PEIVILTATE KOTOROTD OHOMATEPHAT PASPYILAETCH B HIHONOMHYEC-
Kol cpensg, a npoaveET{sl), NOTVUAWHECd NPE 3ToM, BRMEOIATCH H/HAH aDcopBupyaTe.

4 “[.'II'II'IEI.I-II:'IH MIAHHPOBAHHA TOKCHEOKMHETHUSCKHX HCCHea0BAHME

4.1 ToxCHKOKMHeTHUYSCKHE HCCISI0RANHA NIAHHPYRIOT C YUeTOM KAAI0M0 KOHKPSTHOD HI0eT L AN
MATEepHaIA.

4.2 [MporpaMsy MCCTERGBAHNA COCTARMAIOT W OfropaaaioT 1o Havana skcnepusedton. [pH 2ToM B
NPOTPRIMMY BETOUAI0OT Wefdlb H METOORKN Hechegosarnil. [Moapobiee 970 Hanosedo B paigene 5.

4.3 [MpH pebope MeToloR, TPH BOMOUH KOTOPRIX DYIVT NPOBOIHTECH TOKCHKOKHHETHYECKHE He-
CASNOBAHMA, VUMTEBAKT PEIVALTATI HIVHEHHA POUecca BLIMuBannd. KpoMe Toro, yUMTHBAKT Hidop-
MARHKG O XHMHYECKHY M QHIMKO-XHMHMECKHY CROHCTDAX, CTPYKTVRE [NORSPXHOCTH MaTepHila «
GHOXHMHPYECKHY CBOHCTEEY TIOOEIN TPOJYKTOE BLIMEIBAHHA,

1 PHMCYHHREHNE— Koutievectao n CROPECTE BLUIEASHHA NPOEY KT, DOy MAHHIIHECH B PeIVIRTATS TEPRUISTC
HEMBIBLHHAM, 3ABACAT OT KOHUCHTPALHHE HX HA IO8CPXHOCTH MATSRHLT, CEOPOCTH MHEIPREER 9THX MTPOAVETOR Ha
MNOHEDXHOCTE B CAMOM MATCRDHANS, HY PRCTRBOPHMOCTH W CEOPOCTH JBHECHHE MP-0IYETOR JJ-'I.iMUIﬂl'Il.'II'II"IL"CKﬂﬁ CPClie.

44 ToKCHKOKHHETHYECKH? MCCNEIOBAHMWA PEKOMEeHAYETCA NPOBOIHTE C TeM MPOIyKTOM MPpoueco
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BLAMBIBIHHA W NPOLECca JECTPYKUHH, O KOTOPOM HIBECTHO, YTo OH OfIRIAST NOTeHEHAA B EIM TOKCHY2C-
KHM aeficTered. [Tpopeie HHE TOKCHEKOKHHETHYSCKHXY MCCILI0BAHHA Ha CMECAX HECKONBKHY XHMHYECKHX
HHTPEOHEHTOR BOIMOMHG TOALKC [IPpH ONpeIeleHHuY YCAOBHAN. B OTJeiLHLY CIy4adax J0NyCcKasTes
HIVMEHMEe IECTPAKTOR B cooTiereTniy ¢ TOCT P MO0 L0993, 12, 4 Takse rpadyil Wid DOpolkKon 13
MATEPHALA MEAHIHHCKOTO HIZETHA, HO 3TO DOAMHO BLTL 0BOCHOBEIHO TIPH NIaHHPORIHHN Mocae oBainii.

4.5 BubGpadisle aHAAMTHYECKHE METOILL OOMAML OOHAPYRHDBATE W XAPAKTePHIOBATE [POIVKTE
DECTPYKLMH, BRMBIBANMA, 4 TAKKE WX MeTaBoaUT B BHOTOMHYSCKHY KHAKOCTAY H TEAHAX. (M 2014H 1
ORITE MOEPOEHO OMTHCAHE B HCCTEIORITEILCKHR OTHETaX B cooTieTcTRHM C 3. 1.11.

KoaudecTeenLe AHATHTHYSCKHE METOME A0UKHE HOCHTE CrieunpryeckHil XapakTep, DLITh: YYBCT-
BHTENLHEMHE, BOCTPOHIBOANMEIMH H THHE HHEIMH [0 BCeMY NPEINoaracMomMy THATAI0HY KOHIeHTPaLH i
HECHeoyeMorn sarepiana. B oTdeTe Qo0 OLITE NPeOcTapieio O8OCHOBAHKE BRIOPAHHOTG MEeTOMA
HCCTENORIHHA .

4.6 MMpy nAaHApoBaHEH MCCIeloparnil BEGHPpAOT GHIMOTOMMYECKYID KHAKOCTL, TEAHL WITH 2KC-
KPET, B KOTOPEX OVIVT ONPeJeIaThed YPOuHE MCCIEnyeMoro BelecTsa.

Mpuseaanne— Kposk Y8070 HCNOIBIVEIT T8 HIYYCHE KABSTHNCCKOTO HapaseTps B abcopbumy, [Tpe
ITOM HEODXDAMMO VEAETh, HE 4eM NPOBOAAT AHAIHY - HA LEILHOH KPORH, CHIBOPOTES MU IUHGOME, 1 0D HOEETL
10T BEG0p. CHAIRIBIHNE ¢ WHPEVIHPYIOWAME DEIRAME KPOBH B SPETPOLATIME MOMKHD OIIpRIEETE METOLIMH
v,

47 MecnenoBaTelCkMil OTUeT J0KeH CONepaaTh HHMOPMALIHID O XApaKTepe CoATbIBAHKA AHATHTA
E npode (HanpuMep, cTENeH: W XapakTep cpOAcTEa) H NOKAILBATE, Y4T0 3T0 HE NPHBOAHT K HeA0OUeHEE
AHATHIHPYEMOH KOHLEHTPALIMH,

48 NodwHo GelTh QOCTATOUHOE YHCAD TAMHEN © TOMVCTHMEIM PAIEROCOM A TOTO, YTOGL MOMHO
GLITO ONPEIENATE KHHETHUECKHE MapaMeTphl. TeoperHyeckn UM JOMKHEL COCTARMATE HECKONLKD Mepl-
OOOD MOIVEEBEISHHUA BEMECTRA, 4 HA MPAKTHEE OrpaHMYeHHoCTh: AHATHTHIECKHY METOI0N MHOTIA L
HYHIAET HITH M KOMIPOMHCE.

5 PykoBoACTBO MO METOLAM HCCAENOBAHMI

5.1 (Muume moAoAeHHA

5.1.1 HMconenopams BRMOIHAIOT HA EHEOTHEY COOTRETCTEVIOIIEND NOJa H BMAA. 3T0p0OEKE Moo=
ALie M OOOBOIPeThe KHEOTHLE TIPOXOIAT AKKIHMATHIANHD B 1ab0opaTopHLIx YeAOBHAK Mo Kpafiueld mMepe
B oredenne 7 ooyT EcaH npH HCCASTOBAHMH MeTaDOMHIMa HCOOIBIVEOT MHAHBHIVANLHBE KIETKH, TO
HHBOTHEX MEPeBIAT TYAA Q08 SKKITHMITHIADHH He sedee yen 3 24 u, OEpyaaiouiie YeaonHa DO/aH
COOTEETCTROBATE PEKOMEHIALNAM M0 COTSPMANNIO B HCOOILE0EH W0 EHBOTHIX. B Teuenne ncero aKc-
MEePHMEHTA AHBOTHEIE TICIYHAHT ODLHHE PAUHON B MHTESEYI0 BOAY, 2CAH NPOrpamMM:a HCCIeIoBaHMi He
NPeOYCHATPHEAST KaKHX-AH00 HIMEHEHAH B PEAMME MX COMCRANKA.

COrBop MHEOTHRX B TPYINE 17168 KEEIOM0 NepHona MCCIeoBaHud HOCHT NpOoMIEQILHBLE xapakTep.
HenoabvioT He MeHee TPeX MEeTKHX MHBOTHLIX W He MeHes OBYN HMBOTHEY Donee KpynmHLX BHoon. B
JAPAHEs JALTAHMPOBAHEOE BREMA KUBOTHMX HOHEAIOT MYMAHHEIM CNocobomM.

5.1.2 Kak Npapiio, HCNolkivioT BeLLecTd, He MoMedeHiue paoHoakTHEHEIME H3oToRasMy. Ho npr
ITOM HY MeTADOMHIM J00HKeH DLTE YHE HIVIeH,

3.3 [lpy veofxoIHMOCTH HCCASIveMoe BElUecThO NOMEYAT PAIHOAKTHEHLIME HIOTOIMAMH, CTa-
GHABHBMH EOTHOWeHHH MeTabommasa. [TpearnodTHTENLHEIMH ARTAKTCH PATHOXHMHYECKH MHCTRE (Gonee
97 %) "C wam “H. MNpy venodeiosansy waoTona - H yaimenaeT B0GMORHOCTE SMEIIeHHd TRMTHA.
[MoseneHHOe PATHOHIOTONAMM BeIECTEO OPH HeobXOIHMOCTH PAIBOIAT BEWECTROM, HE COOSpuELLlIEM
PATHON 30TOTIONR,

5.1.4 Korga McnoibivioT BelecTRo, ToMeueH o DaTHo 0 TOMRMM, YYHTLIBIIOT 20 Cre MY ecKvio
AKTHEHOCTE W PATHOXHMHYECKYID SHCTOTY,

3.1.5 Hconenyesmoe BelIECTREO BROOAT D0AMH onpedeied Wy nyTes. TyTh BEEIeHHA ONPeleIHnT B
FABHCHMOCTH OT HCMOALIOBAHMWSA MeIHUHHCKOTO HITENHA N0 HazHavedno. Focaenyesos BellescTio [ome-
BAT B BHAE NpolLl ¢ y4MeTOM OYTH BREAEHHA 103k HeobxX0oaHMO 3HATE M OTPAIHTE B OTYeTe CTAOHILIOCTE
npodsl NPpH BEOPAHHOM MYTH BEEISHAA,

I PAMCHBAHNE — I'I:;:lnrpams.la HCCAEAOBAHKE LR CPREIBHEHMA  MOEET BEIEOYATH PUOHBEE [IVTH BRCISHHA
HUUMICCTTRA,
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506 Mpa usvienuy cOANAHCHPOEINHOCTH TIPH O0TAPOBAHHH MHDOTHEIX MOMEURKWT [ KISTKH,
NpegHasHaYeHHER 118 BCCAeIoBaHnd MeTabomH 3Ma.

307 Mouy o QeKamtiH COXPaHAnT IpH HASKOH TeMIepsType WiIH B eMKOCTHN, COISEalliMy Koli-
CEPBANTEL, HE MelanUHe NposeieHHI0 AHATHI0N, YTO0E NPeIoTREPATHTE PASEHTHE MOCTIKCKPELIHOHHLIX
MHEPODHOIOTHYECKHY TIPOUSCCOR | CAMOTNPONIBIEHOE HIMeHeH e, KpokL, NPpegHasHaYediyn L0a -
CASI0BAHMA LENLHOH KPOBH MW IA3ME KPOBH, COXPAHAIOT B MPHCYTCTERH COOTRETCTRYROMINY AHTHED-
AryIAHTOR.

16 [lo poasossiocTH (oHOBRE MPOGLL COBHPAKNT 00 HAYATA IKCNepHMedTa. B HEKOTOPLIX HCCe-
AOBAHMKMAY HEROIMOEHO cobpars foHonue Opodtl v NOLONKTHEY RXUBOTHLIY, NOITOMY HX 3a0UpanT v
KOHTPOTBHON TRYINL.

3.1.9 Bpemsa chopa (Modu, perkanuil, Kxpopn) JI0EHD COOTRETCTRORATE THOY Hecagloanna. Chop
OCYIHECTRMAIOT B TeMeHHE NepHOIOR BPeMerH LAHTILHOCTRIO B HECKOILKS MHHYT, HMACOR, CYTOK, HEIelk
HIIH fase Mecauen. I8 HoclieAoBarHH, BEMOYAIGHIHE HIYUeHHe MPOIYETOR BLUT2Te A, 00RO HCITo k-
IVIOT Z4-qacopeie Nepuodil o Kpaidned mepe o Tewedde Y6 v, B pccnenosanndas, TpedyvIoHx RaaTHa npob
KPOBH, KPOLL COGHPEINT 0 COeUHAARHON NPporpaMMe, B KOTORoH NPOLECT BIATHHE KPOBH NPOIOIKASTCA
C MHTEPEATAMH OT HECKOTEKHY MHHYT 00 HECKOILKHY YACOR B TeugHHe Neproda 1o 72«

5010 TpeGosauma obpasiosoil 1atopatopHoil NPaKTHEN J0J0KHEL OBITE OCHOBROH 118 TOKCHEOKH-
HETHYECKHN MCCIefonauii.

AT Orger ob ACCTEI0BAMHAN IOKEH BETIOAETL CASIVIOWYVED WHEMODMALIHID:

« MHHHE H HCTOUHHE NOCTYTLISHHA HKHEBOTHLX, YOTORNH OKPYAAOWEN HX CPLIbl, U PALHOH, BOIPAcT
H 100

= HCCNEOVeMOS BelecTRO W Npoda, HX YHCTOTA, CTABWIEHOCTE, XHMHYMECKHH cocTan M CYMAIApHDE
BREESIEHHOE KOTHYECTEO,

- YCIODWA HCCAeNomRtHHH, BRTIOMAR NYTE BhedeHHA BellecTea;

- METOIE HCCIEOOBAHMA, IKCTPRKIHH, ONpeledeiid o NoJTheps1eHHe;

= ONHOE BOCCTAHORTENHE MATEPHANTA,

- HHAHBHOYAILHEE PEWILTATE HA KAKI0M ITANE MCCNelOBAHHA B BHAe TallHLLL,

- JAMBIEHHE O COOTRSTCTEMM CTAHOARTAM KAYECTER HAM GOPaIuonol naboparopHoil NpakTHEe;

- QOCYATEHHE MOJVUSHHLIN PeIVILETATOR,

- HHTEPIPETALMS MOIVHEHHEX PeIvILTATOR,

5.2 PysosoAcTeo 0o COCURGHYECKAM METOLAM HCCAEHBANHH

321 OcHOBHBE TIONOKEHHA

Hecneaosanie NIAHHPYIOT TAKHM ODPAIOM, 4TODE MOAYIHTL HH@OpMauHo AnA oUeHEH CTENeHN
prcka. Onouake o0LEYHO HeT HenDXOIHMOCTH B PACCMOTPEHHN BOEX ACTEKTON,

3.2.1.0 Heenenopanss abcophuMK, pacnipeieierdnsd, MeTabonuIMa 0 IKCKPeUnd MPOBRIAT 119 OT-
AEABHOCTH, HIYYAA OJHH H3 NePetHCISHH LN NPOUSCCOR, HIH OIFHOBPeMEeHHO,

3.2.1.2 KonmuecTed HIWHaeMBIY KHHETHYECKHY MAPAMETPOB BRIGHUPAIOT B JaBHCHMOCTH OT ITPOrpas-
MB HoCHenomaHui. Cpedn HHY — CKOPOCTh abcopiund, ckopocTe ueegenna, AUC,  AUMC, | C

mEs”

Bonr TEEPHON OOTYBLIBEISHHA, CPeTHes BPeMsd TAHTENLHOCTH npefLiBadds, ofLes pachipeieleHHd |
KIHPEHC.

3.2.1.3 KHHeTHYeCKHE NapaMeTPhl MOrVT OLITE ONpedeneihl TOMEKO 104 OCODEN BHIOR MOTCKYI, H,
CASAOBATEN LG, HCTIILIYEOT COSUMPHIHIE MEeTOIE HCTBTIHHA, 9YBCTARHTEALHLIE K ITHM MOM2EVIAM.
MeTHHiBle KHHETHYECKHE NapaMeTpll Kaslore BelecTsd MoryT OwTL onpeleieHs TONBKO TPH ero
BHYTPHESHHOM BRSIcHIH. [1o3ToMy npH HeoBXOIHMOCTH B NROTPAMMY BIIYAKDT HCCI2I0BANHA C BHYT-
PHBEHHEM BREEIEHHEM, HO ¢ OTpaHAY8HHeM YWCTa BESTEHWH. 970 NOTB0AAET ONPeleTTh KOIHYECTED
MOTAOLASMOT0 BEIECTEL, YTO CTVANT 108 KOPPeKUMH BRYACTEHHH MM OUed Ke MapasMeTpon, Moayde HHLIx
B APYTHY HCCAST0nAH HAN.

3.2.1.4 [Hasa onpeiegends KMHETHYECKHMY MAPAMETPOR HCNOIBIVIOT COOTBETCTEYIOWIYIO KHHETHYE -
EVIO MOIeb. CYIIZCTRYIOT CTRUHATEHBIE KOMIEOTEPHEE TPOTPAMMLL LTH BLMHECTEHHA 3THX FApAaMETPOb.
[Mporpamspoe ofecnededie YTEEPEIAOT 10 eT0 HCNOILI0BAHNH H NOITEEPRIAIOT I3T0 TOKVMEHTALHG,
Mpernoxedus, BROTAIIASCA B TIPOrPAMMY, H BROOP KHHeTHYECKOH MOOeny TakKe NoITECRE0AINT 10Ky -
MEHTATLHO,

522 Abcopbuusn

[Npouzgce abcopbiME TABHMCHT OT NYTH BEEIEHEE HCCISIVEMOTO BelUeCTEA, erd PHIHKO- X MMHYECKOTO
COCTOS MHS H DRCTParMpyiomel MHaAkocTH, Ero oLeHHBaoT 110 KoHLEHTPAHN TaHHOIG BelHecTha B KPOonH,
I CLIBOPOTEE, B BLLIETEHHAX H B TRAHAX Oprafnvssa. TAKKE PACCMATPHBAKT HeODXOIUMOCTL NpoReIei g
HCCIEMoBAHHA DHOAOIHYeCKoil A0CTYNMHOCTH 2Tore selecrsa. Bubop TpedyesMoro MeTola HecaelonaHis

4
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SABHCHT OT HHQOPMALAN, KOTOPYIO HYAHD MOTYHHTL, BOIMOANOCTH NPHMEHEHHA MATEPHATR, MEYEHHOTO
PATHOMIOTONAME, H HCOOALIYEMOID MeToza aMmanuia. [Ipe Mccieqonadiy KHHeTHUECKHX N2paMeTpon
KOHCTAHTA CEOPOCTH Npolecea abcopfumui MoseT GLITE J0CTOLEPHO BEYHCAEHA NPH VCIOBHH, YT B dase
abcophLUMH BIATO OOCTATOUHOE KOTHUYECTERO Mpod.

Mpumenanne — CyluecTavIOT METQIEL N ¥IMD, KOTOPRIE TLOT BLAHYI0 WHPOPMALMIG O Xy a0 HO-KH-
WEYHOE H KORHOH aDoophUre XnMEYECKHE BELLECTE.

323 Pacnpenenenne

52301 Ang WCcTelonas s Npolecca pacnpejeiel s, Kak NPagiie, HCNnoasIyvnT NoMedeHHoe pa-
AHOHIOTONAMH BeiecTeo. Mocnelopanus MoryT GLITh:

= KOAHIECTBEHHEIMY, OTPEIEIRICIIHME YPOBHH BEIECTRA B CPelax TKauei;

- KAMECTREHH BIAMMH, HCTIOIEIYIOMMME GOIYI0 ayTopaaHorpadm,

= MOAYEGTHYSCTREHHLMA, HCMONEIVIOIHMY CTPYKIHID [0 CTENeHAM aVTOpATHorpafinueckHy cran-
JApTO.
3.2.3.2 O6LuHO TPH MIYHeHHH NPOLECCa PAc peie e it Bpemeen oThopa npod ARAASTCA 1, T. €.
2oy p 168 4 unn Goage, B IABHCHMOCTH OT BLIBSIEHMA HCCneIvesMoro selectra. Orhop npod B npose-
EVTOYHBE HHTEPBANE BPEMEHH TPOHIBOAAT, KOT1a TPeOyVIoTCA TONGIHHTENLHEE DaHHbe. bomree vacTuiil
OTROP MPOD OoDBIMHO BETOTHAKRT B paiiax daiax abcopduHy # eeieeted g, [pH 3ToM DEpyT Kiak MOMHO
Dodeiie npod & TedeHde Gaskl BeBeIe U (TeopeTHYeCKH J—4 Nepuoaa NoayBsBele HHA Y 18 TOro, STo0L
ofecnedHTL oee TOMHOES alpelsieHHe MapaMeTpon.

OCHOBHEM P2IRI0ITHM QaKTepoM SETAETCH YVBCTEHTENLHOCTE MeTOA.

524 MetabonHaiMm H 2ECKpPEeLHH

3240 KueTEM L cofepaaiiig SUBOTHLIY NPH M3VIeHRH MeTab0anIMa J0THRHEL M03G0IATE TPo-
HABMNTE OTIeABHEIT cOOp MOUH W dekanuii Ha o2 3Tanay Hocaelosaniny. TpH LHTeILHOCTH HeCTeno-
Bari 10 4 oy sody | pekald oTOHPAIOT OTAeNEHO Yeped 24 4 | IOToM — Yeped KakIne 24 4 1o KoHLa
IKCIepHMedTa. HHorma mwiaH HecneqonaHiil MOMeT MPenyCMATPHEATE 33001 KHBOTHRIX HA NMPOMERYTOM-
HEX cranmax. [Tpobil MoryT GuITh OTOGPAHE Ppadbe 24 4, KOTIA eCTh BEPOATHOCTE GLICTPOND BhIBEIEH S
HCCHEAYEMOTD BELECTHA WK erd MeTafo U ToE. TIpn ATHTeNbHLIX HCCMeAoBaiAY aThOP MPod & HaHa BHOM
MepUone MPOHIBOIAT TAK ke, KaK 178 KPpaTRoBpeMeH X uecnerosatmil. CootneTeTreHnn npobel orhi-
PAKT HENPEPLEBUG B TedeHie 24 4 yeped SCTaH0mIe LI HHTEPRLT BPEMen .

Mpuseaauwe — Honoaeomuee e1ok S 0yaeHsd Meraboiamads Bpi UTHTEALHEE HCCASI0RaHIAY
MOEET DRTh BPeEELM TR 3000850 S BoTHRY. [TosTomy npe npoEoEsnTelbHOM IKCIERHMEHTE IPeICTaBHTEIEH L
Mpodsl, NOIYYEHHBIE MEPed ONPEAEACHHAE HHTCPELTH BPEMEHHE, CODMPAKIT, N 3TH PEIVIETATE 3KCTPAROANPYIITER
KAE APH HENPePE BHOM oTOope npod.

3242 Tpynbl HHBOTHLEX W HX OPraHbE-MHIIEHH COXPAHSIOT 108 HCCHSIoBaHil, a Kpoplk ITHX
HHBOTHEEY 3a0H 0T UTE OTTPeAeIeHHE KOHUSHTPAIHA BEUECTE B Ma5Me M UeieHoi kponi. [locae orhopa
NPod B MOMeHT 32008 KNeTER ANA HCCAeIoBaAHHA MeTabOIHIML, Mode- 1 KATOCBOPHHEN MOIOT CTelHaT k-
HEIMH pacTBopHTesaMy. TTonyeHnbe CMLIBR CIHBAKT 0 PenNpeI2HTATHRHYI0 YACThE CONPRHANT LI
AHATHE0R.

5243 Koria HenoabiyioT GeliecTiO, MOMEueHHoe PATHOMSOTONAMH (CA. MpHMeYalde HHKE), pac-
YETHOE BOCCTAHORTENHE HCCHEIVe MOND BEIHECTHA B HOPMe BOrmano G1Te (100£10) %, KonnuecTpo Hoene-
A¥SMOTD BellUecThl B Kax10l GPpakiiy ala HIHpyYIOT C MoMOIEBID YCTAHORNS HHBIX NIPOULIVD LA Kasaoro
MEMEHHOTD WIH HE MeYeHHOTD PAIHOHIOTOTIAMH BeIUeCTRA B COOTBETCTEVIOW el cpene. [1pn nenoansona-
HHH BEUIECTE, MEYSHITX [MUTHOHIOTONAMH, NMPOEOIAT OUEHKY KaK NepEyYHOre BEecTsa, Tak H MeTabo-
TR, SCOH NpH 3ToM HE GBUTH HCNOALIOBAHE CNeUPATEHBE MeTOAMEW. ECli mellecTso, MeyeHHoe
PAIHOHMOTONAMKE, HE BOCCTRHARTHEASTCA B IOCTATOMHOM KOIHYECTRE B 3KCKPeTe ((Perkainax W/ WiH MoNe)
HJIH B OPFAHRIME NOI0METHOND HHBSTHOID, PACCMATH BT HEOGX0THMOCTE COODR BREILIXASAMOr D BOTIYXA.

Il PHMCHAHHS — He Bo Boex CYVEEHYE OOCT RN '!'[!U.'.l:'l:u'l.'.‘.EHH CTCOMTHE BOUCTAHDETEHHA. I-.IPPI'!ILHZIuI TR
OTEAOHEHH PErHTTPHPYHT H OOOCHOBRIBELT B OTYeTe 0f HCCAeI0BIHHAK.

5244 ¥porHH pATHOAKTHGHOCTH B OHOTOTHYECKOM cpele ONpeIciainT NOACHETOM, HAlpHMER
METOZOM CHHHTHAAALNN EHAKOCTH. (UIHAKO CAeIVET NOIYepEHYThL, YTO B A3HHOM METOIE HCIOILIVeTCA
CMEIAHHAT KOHUEHTPALIHA BEIECTRA M eT0 METABOMHTOR, NO3TOMY Ha 8¢ OCHOBE He MOrYT DMThL Onpere-
AeHLl KMHETHYECKHe napaseTpil. Tas, Iae HeoSXomHMo OTIEneHHe MeTaboaHTOR, MCOOMLIVIOT pal Mpo-
LERYP JKCTPAKLAN B XPOMATOT PLQHYeckiy METOOOE AHATHIA {(HANPHMER, MEeTOL BRCOKOMWhe KTHEHOMH
HHIKOCTHOH NpoMartorpaguy, XpoMarorpafid B TOHKOM Cloe cOpheHTa — TOHKOCAOHHON XpoMaTorpa-
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MM, FASOKMIKOCTHON XpoMartorpadii), a NoaydeHHeil MATEPHAT NAPAKTEPHIVIOT MOCPEICTROM PAIA
KHMAYECKHY M (PHIMEO-XHMHYECKHY METOIO0E (HANPHMER, MACC-CICKTPOMETPHHMECKNN METOd, CIEKTPO-
CEOMHUECKHH METON SAePHO-MATHHTHOTD petoHancal.

Mpusmeaa e — CyiecmmyeT HAOHEA INTEMEITYR 0 IPHMEHEHHE KYALTVE TKARSH, WIETOK, roMOreHE-
FOE W HNUIHPORAHHEY (PEPMEHTOR JUTH  HSy4eHiE  seTaliouiiisa B OOsTEx N vitto, STe MeTomkl R0 T
NPOrHOSHPOBATE IVTH METEOOINIME, 4T HEBOROHHD B METODAX IN VIVO, SCIH BEISCTEO BOETHIVETUH B HELOCTYITHON
wir necneposrEnil Mecte. [Ipr cpasrennn TuBRs0T YACTRE PATIHEAH CTEMEHN H CKOPOCTH MeTafoiinama B MeToIax
I VIl MIm VEVEe

NMPHITOAHEHHE A

{olsareasHoe)

Yenonua, NpH KOTOPEIX PACCMATRABAETCS NE0DXN0IMMOCTE NPORETENn
TOKCHEOKHIETHYECKHY HOCIeT0RA Ml

Al Henoisiosasne GONEMHHCTEL MCAHLRHCKHN HAICIHE CBRSEHD © NOTCHUNATEHOR OMECHOCTR. G‘H,ILHK.U
HEeT HEDXODAMMOCTH | NMPEETHHCCKH HE BOCMAA BRITOEHHMO NPOECICHAC TORCHEOGEHHCTHHOCE X HOCHEanBAM NI Brex
HEJ,EI{TILItIHI]Hp}l‘Mb!I MPOAYETERE ACCTPYEUWMKH H BEMBEIHHS B BCEX MCOMIEHHCENK TER T TL TN

A P‘.-JEI’.'MLI'I.'I.'I'I1I!.-'.I}I HEODROIUMOCTE TOKCHEOKMHETHYECK MY MCCISTOBIHHA Kk SucTH DHOA0rHSECKo OUeHKN
MEIHLHHCKEY H3ae i, NPHHHMIET B BHMAHES KOHESH B TIPHNIVET, COUTIBEH KIS S0 XHMAYMCCKHE BOOICCTEA,
NOTEHUEHANBHBIC H MOLEIHPYOMBIC IPOIYVETR ACCTEVEIINK H BRIMBIBELIHH, O TAKHS HATHEYMCHHE Hamen i,

A3 Tawm, e BOAMOEH Bl TEOPETHYECKHE HOCIEADBAHAH MEPHICCCOR OCCTPVKLIEHK, OHM J{NEEHEI BT MPOREIEHE
0 HEMAA TOKCHEOKHHSTHHCCKNE HOCISIOMIHHI B OITkITAX in vitro rI{H[IPHME‘FI'. Ha KVIETYEHNLY TKAHSH, KACTOK HIH
rosoreHaTax). Sro IJl_:l_'I.'LEI-L'II'L'II.‘I:IE!I HC TINIEKE '.Ipl:ﬁ[lEli!ElHL"M SMHHEAMLTEHOI HCTHKUBIOBAHNHE HHBOTHREX B AECTIEPHMEH-
TiN, HEY TAKXKE HeODNOIHMOCT Y ONPEATICHEA Hanboae: BCPOATHRX NPpOGYVETHE QUCTPYEIHA,

A4 HeoBxomusoos IMPOHSASHEE TOXCHEOEHHETHYCCEH O I BRH R PRCCAZITRHBLETCH ., CCITH:

= HAOEANE TN DPUMEHEHAM 0 BERTHIYMCH R NOAUTEERT PACCackiRRHEEY [I00 BTHEHEEM BOorE e C KX IIIJiJ:H.'.I'E!I-
O, HITH

- HAIEAME MMEET UTHTEIRH B KOHTAKT ¢ CXPTAHBCENMON SCHECED TP IMILEAHTALE, HEECCTHI HMIH [T TR -
FHETCH LI Ell-i.ﬂ.III:'ITELIIiJ:I'.IHﬂ WITH CYLUCCTECHHAH KOPPO3HHE HAICNHA, K {HIH ) HMECT MECTD BLEXOI W3 RSN HE NEHIVETOHE,
l.!fﬁ]'.lil.'.l-}"}l'l‘LlJH.!{H B PCEVARTETS MPCELECCE ALIMBIRTHER ., HTH

= SfTh CBEACHHRE KM CYIECCTEY ST BOCMO G H T L}E-]'.IiL!-UEL'I!-IHH JHAMHTEARH X KOJTHYSCTE MEOTCH L HE T BH O TOECHY -
HEIX LM ]'.IEHILLIHGJHHUCI]UEE!_JHHI NPpOIEYETOR OCCTPYELAHA W BEMEBAHWH, MATPFAPYVHEIHY M3 MOEHTHHCEX ML TR
B OPraHH 3 HEOBECES NPH KAHHENMCCROM TTPRMCHCHHE.

Il PHMCHAHHE — IHAMCHAE TEPMHHD «3HAMHTEARHEE KIMTHYCCTHA JaBHCHT OT XHMHEYCOKHE CEOSICTH BELHE -
CTHE, O KOTOROM HIET PoHb.

A5 TokcHEOKHHETHYSCKHS HCCNC MO BEAHHA HE MPOBEOEHT, ST

- MpH JOCTHTASM 08 Wan [!P‘.‘J.l[!(!l.'llll".’:lt!ﬂﬁ]i-! CROOICTH MHPPAUMH B BRIMBEOHIE 113 HAAE I 1 MATEPHAIOE YPOBCHL
NPOEYETOR FTHX NPOIECCos GeI0naceH HIH SCTh JAHHEE O DEIONACHOM KIHHHMECKDM MPHMCHCTHH K, HAX

= YEC HAKILICHE AHAMHTEARHBIC TOKCHEWIOIHENMECKHAS HITH TORCHEOKHHCTHACCENS LEAHHBIC, OTHOCHIHCCOH K
NPGIYETAM JCCTPYEIIHN B BhIMBIELHHR.

A MHFFHI]HH NMPOAYETER JACCTPYEIIMH B BLHMBEIHHA A3 MUTUTIOH, CILTABOE B KCEIMHEN OORMHE DMEHE
HCEHAMMTCIEHE M HE HRISMCTCH (CHOEIHHCM [LTH TTPOBRCACH M TORCHEOKHHCTHYCCENX HOCACIOEIH HE.
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