EBPA3ZUNCKASI DKOHOMUYECKAS KOMUCCHS
KOJUJIETUSA

PEKOMEH/ITAIUS

«22» nexabps 2020 r. Ne 33 r. Mocksa

O PykoBojcTBe M0 H3YYEHHIO TOKCHMKOKHHETHKH H OIleHKe
CHCTEMHOI0 BO3/IeHiCTBHS B TOKCHKOJIOTHYECKHX HCCIeJ0BAHUAX
JIEKAPCTBEHHBIX NpenapaTon

Komneruss EBpasuiickoii 3KOHOMHYECKOM KOMHUCCHHM B COOTBETCTBHH
co cratbed 30 JloroBopa o EBpa3zuiicKoM 3KOHOMHYECKOM COO3e OT 29 mas
2014 roma, mynktoM 3 crarbl 3 W cratbedl 6 CornaiieHuss 0 eIMHBIX
IpUHIMIAX W IpaBWiIax oOpallleHusl JIeKapCTBEHHBIX CpPEJCTB B paMKax
EBpa3uiickoro 3KOHOMHYECKOIo coro3a oT 23 nekabpst 2014 roma, a Takke B
LeJsIX TapMOHM3aUUu TpeOOBaHMM, NPEIBSIBISEMBIX K JTOKIHHHYECKUM
MCCIe0BaHUsAM 0€30IacHOCTH  JIEKAPCTBEHHBIX IMpernaparoB B YacTH
U3YyYEHUs] MX TOKCUKOKMHETHKA M OLEHKH CHCTEeMHOI'0 BO3JEHCTBHS,
YCTaHOBJIEHHBIX 3aKOHOAATENBCTBOM TOCYNapCcTB — WieHOB EBpasuiickoro

OKOHOMHMYCCKOI'0 COr034d,

ocymapctBaM  —  wieHaMm  EBpasuiickoro
SKOHOMMYECKOI0 COH3a II0 MCTEYEHMH O MEeCSIeB C JaThl OMyOIMKOBAHUS
Hacrosmed Pexomenmanmm Ha oduOuansHOM caiite  EBpasuiickoro
HSKOHOMMYECKOI'O COK3a IpU IUIAHUPOBAHUHM, TIPOBEJCHHH U  OLIEHKE

PE3YIBTATOB JOKIHHHYCCKHX HCCIICAOBAHUHI Oe30macHOCTH JIEKAPCTBEHHLIX
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penapaTtoB B 4aCTH HU3YUYCHUA UX TOKCHKOKHMHETHKU U OLIEHKH CUCTEMHOI'O

BO3IE€MCTBUS IPUMEHSATh PYKOBOICTBO COTIaCHO TIPUIIO
2

[Ipencenarens Komneruu £\
EBpa3suiickoii 53KOHOMUYECKOH KOMUCCHH S ; KOBHY



ITPUJIOKEHUE

Kk Pexomenpanuu Komneruu
EBpasuiickoil 5KOHOMUYEeCKON KOMUCCHH
ot 22 nexabps 2020 r. No 33

PYKOBOJACTBO
10 H3YYEHHIO TOKCHKOKHHETHKH H OIEHKEe CHCTEMHOI0 BO3AelCcTBUS
B TOKCHKOJTO'HYE€CKHX HCCICeJOBAHUAX JIEKAPCTBEHHBIX Ipemnaparos

I. O0Omme nmosoxkenus

1. Hacrosimiee PykoBozacTBO paspaboraHo B HESIX €IUHOOOPAa3HOTO
IPUMEHEHHUS]  METOJOJIOTUM  TOKCHKOKMHETHYECKHX  MCCIIEJOBAHUA U
BEIDAOOTKM pPEKOMEHJAalMi 10 pa3paboTKe CTpaTerdii HCcleqoBaHUH B
TOKCUMKOKHHETHKe. B Hacrosimem PykoBoacTBe mpuBeJeHBI MOIXOABI K
MHTErpauuy (HapMakOKMHETHYECKHX HCCIIEN0BAHMH B TOKCHUKOJOTMYECKHE
UCCIEOBAHMS, KOTOPBIE MIO3BOJISIOT U3YYUTh U OLIEHUTEL TOKCHKOJIOTHUECKUE
JAHHBIE M CIIOCOOCTBYIOT  pa3pabOTKe  palldOHAJbHBIX  [HU3alHOB
HCCIEIOBAHUM.

2.B mHacrosmeMm PykoBOICTBE TOKCHKOKHHETHKA PaCcCMAaTpPHUBAETCH
TOJILKO C TOYKM 3peHHsl DPa3paboTKu JIeKapCTBEHHBIX IPEapaToB Jyls
MEQULHUHCKOTO MPUMEHEHHS.

OCHOBHOH I11€NBI0 TOKCUKOKWHETHUKH SIBIISIETCS OINMCAHUE CHCTEMHOM
OKCTIO3UIIUH  BBEJCHHOIO  JEHMCTBYIOIIEro  BellecTBa  (COeAMHEHMS),
JOCTUI'a€MOH Y  JKHMBOTHBIX, MWCIOJIb3YEMBIX B  TOKCHKOJIOTMYECKHX

HUCCIIeJOBAaHUIX.



2

3. TOKCHKOKMHETHYECKHEe HCCIENOBAHUSI POBOATCS, Kak MPAaBHUIIO,
B paMKaX TOKCHKOJIOTHUECKUX UCCIEOBAHUN M OMUCHIBAIOTCS B HACTOSIIEM
PyKOBOACTBE Kak COMYTCTBYIOLIHE TOKCHKOKHHETHUECKHE MCCIIEIOBAHMSL.
AJIbTEpHATUBHBIM BapUAHTOM TOJYYE€HUS TOKCHMKOKMHETHYECKHX MAaHHBIX
SIBJIICTCS TOJYYEHHE UX B PAMKax APYTUX BCIIOMOTATENBHBIX UCCIIEA0OBAHNUIA,
MOJEJTUPYIOLIMX YCIIOBUs IIPOBEIEHUS TOKCUKOJIOTHIECKHX HCCIIEI0BAHMUM.

4. TOKCUKOKHHETHYECKUE  UCCIISNOBAHHMS  MO3BOJISIIOT  IOJYYHTh
(papMaKOKHMHETHYECKUE JAHHBIE TIPU MMOBTOPHOM (MHOTOKPATHOM) BBEICHUH
JEHCTBYIOIINX BEUIECTB MCCIIENYyEMBbIM BHJIaM JKUBOTHEIX MIPU MOHUTOPHHIE
COOTBETCTBYIOLIMX MApaMETPOB M TEM CaMbIM H30eXaTh IyOJUpOBaHMs
Takux wuccnefoBanui. OnTuUManeHBIA Au3aiiH cOopa HaHHBIX O00ECIIeuuT
CHIDKEHHE TpeOyeMOoro KOJIMYeCTBa KUBOTHEIX.

5. Pazmuunble cocraBisitonie oO0Ieil MporpamMMbl  JOKIHHUYECKOTO
M3y4eHUs: (PapMaKOKUHETHKH U METaboIi3Ma MOTYT BHOCUTH CYILECTBEHHBIH
BKJIaJl B M3yYE€HUE U OLEHKY TOKCHUKOJIOIMYECKHX NaHHEIX. Bmecrte ¢ Tem
TOKCUKOKUHETHYECKHE JIaHHBIE OIMCBHIBAIOT (apMaKOKHMHETHKY HOBOTO
JEHCTBYIOIIEr0 BEIIECTBA IpPHU €ro BBEACHUHM B TOKCHYECKHX J03aX B
TOKCHUKOJIOTHYECKHX UCCIEIOBAaHUAX.

6. TOKCHKOKMHETHKA  SBJISIETCS  COCTABHOM  YacThiO  MPOrpaMMEI
JMOKJIMHUYECKHUX HCCIIEAOBAHUMI U J1OJKHA MOBBIATE [IEHHOCTh MOIYYaeMbIX
TOKCHKOJIOTHYECKHUX JaHHBIX B paMKaxX TOKCHKOJIOIHUECKHUX HUCCIIENOBAHUN U
NpU COMOCTABJICHUW C JaHHBIMM KIMHUYECKUX MCCIEOBaHMHA B paMKax
OLICHKU PUCKOB JUJIsl Ka4eCTBa M 0E30I1aCHOCTHU JIEKAPCTBEHHBIX MPENapaToB
s yenopeka. HecmMoTps Ha  WHTErpaluio0  TOKCUKOKMHETHKH B
TOKCHKOJIOTMYECKHE MCCIIENOBaHNs M €€ CBS3YIOIIYI0 pOJib  MEMIy
JOKTHHUYECKUMH M KIMHUYECKMMM HCCIIeIOBAHUSMHU, OCHOBHOW 3amaueil

ABJISIETCS H3YYCHHEC H O€HKAa PE3YIILTATOB TOKCHKOJIOTHYECKHX



MCC/ICIOBaHHH, a4  He  YCTAaHOBJIEHHME  XapaKTePHUCTHK  Oa30BBIX
(papMaKOKMHETHYECKHX MapaMeTPOB HCCIIEyEMOT0 BELECTBA.

7.1lockonbKy pa3paboTKa JIEKapCcTBEHHOTO TIpernapaTa  sIBJISeTCS
AUHAMHYECKHUM MPOLECCOM, TIPEyCMATPUBAIOIINM HENIPEPLIBHYIO 00PaTHYIO
CBS3b MEXKAY JOKIMHUYECKMMH M KIMHUYECKMMH HCCJIEI0OBAHUSIMH,
IPOBEACHHE CTPOrO PErIAMEHTHPOBAHHBIX MPOIEAYP [0 IMPUMEHEHHIO
TOKCHKOKMHETHKH He pekoMenayercs. COOp TOKCHKOKHHETHYECKUX AaHHBIX
BO BCEX HCCIICIOBAaHUAX He Tpedyercs, HEOOXOIUMOCTh IMOJIyUEHHUs
MOMOOHBIX JIaHHBIX JOJUKHA OBITh OOOCHOBaHA pe3yJbTaTaMH HAy4HOTO
aHanu3a. HeoOXoAUMOCTh TONMyYEeHHS TOKCHMKOKMHETHYECKMX JAHHBIX H
CTCIICHL OLEHKH JKCIIO3ULIUU B OTIEIbHBIX HCCISHOBAHUSAX TOKCHUHOCTHU
JOJDKHBI OCHOBBIBATHCS HA TMOKOM IIOIIATOBOM IOAXOA€ U IPUHATHU
pelIeHHH B KaXXIOM KOHKPETHOM Cliydae MJisi IOJYYEHHs JIOCTAaTOYHOI
uH(OopMaKu 06 aHanu3e PUCKOB M OIEHKe Ge30MaCHOCTH JIEKAPCTBEHHOTO
npenapara.

8. YcnoBHble  0003HaueHMs  (PAPMAKOKMHETHYECKHX  [apamMeTpoB
npuBeleHsl B npuioxenuu Ne 8 k [IpaBunam mpoBeneHHs HccleqOBaHUMA
OMOSKBHUBAJIEHTHOCTH JIEKAPCTBEHHBIX IIpernaparos B paMkax EBpasmiickoro
OKOHOMHYECKOTO CO103a, yTBepiKJAeHHEIM Pemennem Cosera Espasuiickoit
HDKOHOMHYECKOH KoMuUccuu oT 3 HostOpst 2019 r. Ne 85.

9. [lng uenelt Hacrosiero PykoBoACTBA MCIIONB3YIOTCSI TOHSTHS,
KOTOpBIE 03HAYAIOT CIIEYIOIIee:

«ananus npoduis» — aHanu3 oOpasLoB MaTpuilel (Hampumep, 4 — 8) B
paMKax HHTepBaia J03upoBaHus Jast onpeneneHuss Cmax U (MIH) Cpens) U
TUIOTLAAM MOJI KPUBOM «KOHLEHTpanus B MaTpuue — BpeMs» (AUC);

«aHaTUT» — XUMHMYECKOE BEIECTBO, aHAIU3MPYEMOE B BHIOpaHHBIX

Onosiornyecknx oOpasuax;
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«BATHAALUSD) — MOATBEPXKIEHUE IPAaBUIBHOCTH, MPEIU3MOHHOCTH,
BOCIIPOU3BOAUMOCTH, QYHKLIMM OTKIHKA (JIMHEHHOCTH) U Crenu(GUUHOCTH
AQHAIUTHYECKOr0  METOAa B  OTHOIIEHMH HM3Y4aeMOW  MaTpuibsl U
OIIpENEIIIEMOr0 B KOJIMYECTBEHHOM BEIPAYKEHHH AHAIINTA;

«Matpui@ay — Ouosornyeckas XKUIKOCTh (M1asMa, Mo4a, CHIBOPOTKA H
Ip.), KPOBb MK JIpyTas TKaHb, HOJIEKAIINE aHATHU3Y;

«MOHHUTOPUHI» — 0TOOp HeboJsbIIOro Kommyecrsa (Hampumep, 1-3)
00pa3sioB MaTpHlbl B T€YEHHWE MHTEpBana JO3UPOBAHUS IS OIpEETeHHs
Cinax 1ITH C(BpEMﬂ);

«MIOATBEPXKIAIOIIME JaHHBIE» — JaHHble BKIIOYEHHBIE B Ju3aiiH
UCCIIEJOBAHUS TOKCHMYHOCTH JJII MW3y4eHUss 2 OTAEIbHBIX 3TalloB:
MOATBEPXKAECHHUS SKCIO3UIUK Y J1a0OPaTOPHBIX JKMBOTHBEIX C JOCTHXKEHUEM
COOTBETCTBYIOLIMX YPOBHEHM CHCTEMHBIX KOHIEHTpALUil JeHCTBYIOLIEro
BeulectBa (coemuHeHus)) M (unu) ero Merabonmura (MeTabOIMTOB) H
TIOATBEPIKACHHS IPUEMIIEMOCTH METa0OINYECKOTO MPOGHIS HUCCIIENYEMOTO
BH/Ia KUBOTHBIX. [loATBepiKaaole faHHbIe, KaK [PaBUJIO, MOJYYarOT MO
pesyabTaraM HCCIEJOBaHMKA MeTaboiu3Ma Yy JKUBOTHBIX, 4 Takke
UCCIIE/JOBaHM C y4acTueM YeJIoBeKa,

«COIYTCTBYIOIIME  TOKCHKOKMHETHYECKHE  HCCIIEJOBAHUA»  —
MCCIICIOBaHMsI, IPOBOJUMEIE B paMKaX HCCIIEOBAHUSI TOKCHYHOCTH Yy BCEX
’KUBOTHBIX, JIMOO Y COOTBETCTBYIOUIMX TOATPYII, JUOO y JOMOMHUTENHHOMN
TPy JIAOOPATOPHBIX KUBOTHBIX;

«CIYTHHKOBEIE TIDYNIBI» — TPYNNbl J1a00paTOPHBIX IKUBOTHBIX,
BKIIOYEHHLIE B JM3aliH ¥ IJIaH IPOBEACHUS HCCIIEHOBaHMs TOKCHUYHOCTH,
[OJIy4Yaroliue BMEIIATENILCTBO U COAEPIKAIIUECS B YCIOBHSIX, aHAIOIMUYHBIX
YCIIOBUSIM COJEpIKaHHss W BMELIATENILCTBY, HOIydaeMoMy J1abopaTOpHEIMH
JKMBOTHBIMM B OCHOBHOM HCCIIEJIOBAaHUH, HO HCIIOJB3YEMBIE TOJILKO B

COIIYTCTBYIOIIEM TOKCHUKOKHHETHYECKOM HCCJIC/IOBAHUU,
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«TOKCMKOKMHETHKA» — IIOJlyueHHE B LEIIX OLIEHKH CHCTEMHOM
OKCIO3UIMY, (ApMAKOKMHETHYECKUX MJAaHHBIX B paMKaX IpOBEAEHUs
JIOKJTMHUYECKUX TOKCUKOJIOIMYECKMX HCCIENOBAHUNA WM B CIEUAIBHO
CIUTAHUPOBAHHBIX BCIIOMOrATENIBHBIX MCCIASHOBAHMAX. YKa3aHHBIE JaHHBIC
UCTIONB3YIOTCA Ul MHTEpPHpeTalid  Pe3yNIbTaTOB  TOKCHKOJIOTHYECKUX
HCCIIENOBAHUMN U UX 3HAYMMOCTH JIJIST KIIMHUYECKOM 0€30MacHOCTH;
«3KCIO3UIIMS» — BO3AEHCTBHE JEHCTBYIOLIEr0 BELIECTBA (COEMHEHNS),
B TOM uYHuClIe H ero wMerabosura (METabONUTOB), BBIPAKAEMOE €rO
(papMaKOKMHETHUECKUMHU NapaMeTpaMu, YKa3bIBAIOIMMH HA MECTHYIO MIIH
CHCTEMHYIO HAarpy3Ky Ha HCCleIyeMblii BHJ JKHBOTHEIX. Hambomnee uacro
MCIOJIBb3yeMbIME  (apMaKOKWHETHYECKHMH  [apaMeTpaMM  SIBIISIIOTCS
TIOMIA/b 1OJi KPUBOW «KOHIIEHTpalus B mMaTpule — Bpemsn» (AUC) u (uin)
MakcuMalibHas KOHUeHTpanus B MaTpHLe (Cmax), WIH TPU JIFOOOM Apyrom
BEIOpaHHOM MOMeHTe BpeMeHH (Crpens)) B paAMKax HHTEpBAJA J03UPOBAHMS.

B OIIPEACIICHHBIX  CJIydasax Oonee NOAXOIAINUMH  SABJIAKOTCA  OPYrue

(hapMaKOKHMHETHYECKHE MTapaMETPHI.

II. Ilenmu TOKCHKOKUHETHUKH H OTIpeeIsieMbIe
(papmMakoKMHETHUECKHE TTapaMeTPhl
10.ITepBuuHOl  (OCHOBHOM) LEIBI0 TOKCUKOKMHETHKU  SIBISIETCS
ONMUCAaHWE CHCTEMHOM OKCIO3MUMM, JOCTHTAaeMOH y  HCCIeqyeMBIX
KMBOTHBIX, U €€ 3aBHCHMOCTH OT BEJIMYMHBI JI03Bl U XapaKTepa MpoTeKaHus
TOKCHKOJIOTHYECKOT0 HCCIENOBAHMUS C YYETOM OIIEHKH B COOTBETCTBUHU C
IIyHKTOM 35 Hacrosiero PykoBoacTaa.
11. Bropu4HbIMY LIETSIMU TOKCUKOKUHETHKHY SIBJISTFOTCS:
YCTAHOBJIEHHE  COOTHOLIEHUsI  SKCIO3WIUH,  JOCTUraeMoil B
TOKCHKOJIOTMYECKUX MCCIIEIOBAHUSIX, C TOKCHKOJIOIHYECKUMM JTaHHBIMA U

OIl€HKa 3HAYUMOCTH YKa3aHHBIX JAHHBIX JJIS KIIMHUYECKOMN 6630H3.CHOCTH;
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JIOTIOJIHATENIBHOE OOOCHOBaHME BBIOOpa BHIOB KUBOTHBIX H PEKHUMA
NO3UPOBAHUS B TOKIMHUYECKUX TOKCHKOJIOTHYECKUX MCCIIEOBAHMSIX,

[IOJIy4YeHUE CBEIEHUH, KOTOpble BMECTE C TOKCHKOJOIMYECKUMU
JAaHHBIMH ~ [IOMOTYT  CIUIQaHUPOBATh  TOCIEAYIONIHE  JTOKJIMHUYECKUE
TOKCUKOJIOTHYECKHE UCCIISIOBAHHS.

12. YkazaHHble LieJM MOYXHO JOCTHYb IMyTEeM OIpPeaeeHHUs OJHOTO MU
HECKOJIBKMX (papMakOKMHETHUECKUX IapaMeTpOB Ha OCHOBE H3MEPEHHH,
BBITNIOJTHEHHBIX B COOTBETCTBYIOIIME BPEMEHHBIE TOUKH B XOJE OTIENBHBIX
rccnenoBanuil. Takumu U3MepeHUsIMH, Kak MIPaBUIIO, SIBJIIETCS OTpeeeHIe
KOHI[EHTpAallUK B IUIa3Me (LeJbHOM KpPOBU WM CBIBOPOTKE) HCXOJHOTO
coeluHeHusl U (Win) ero Merabonuta (MeTabOJIMTOB), © MX BHIOOP ClieqyeT
OCYILECTBJISATh B WHJWBHAYAJBHOM TMoOpsake. ISl OLEHKH SKCIO3MLMHU B
TOKCUKOKUHETHYECKUX MCCIIEJOBAaHMUIX Hambosee 4acTo HCMOJIb3yeMBIMU
papmakokunernueckumu napamerpamu SBISIOTCI AUC, Cmax B Capems) B
mwiasMe. JIasg  OTHENBHBIX COEIMHEHHMH OKCIO3UIMIO IIeliecoo0OpasHee
paccyuTHIBaTE Ha OCHOBAaHMM WX HeEcBsi3aHHOW (¢ OenkamMu IJ1a3Mbl)
KOHIIEHTpaluu. /[ OTAEeNbHBIX COeAMHEeHUN 11eJIeco00pa3HO MCIIOIb30BaTh
U3MEpEeHHe MHBIX [apaMeTpOB Ul OLIEHKHM OKCIO3UIHHN (Hampumep,
AKCKpeLuto ¢ Mo4oi). [Ipu mHTepnpeTaliii TOKCHKOKHHETHUYECKUX JaHHbIX
TaKXKe CYIIECTBEHHYIO HMH(OPMAIMI0 MOTYT IPEICTABISITH MPOU3BOJHEIE
napaMeTphl (HanpuMep, OMOJ0CTYIIHOCTD, IEPHO/T TIOTYBBIBEAeHHS], (hpaKIHs]
HECBSI3aHHOI'O JEHCTBYIOLIETO BELIECTBA U 00beM pacrpeseneHus). Beibop
(apMaKOKMHETHYECKHX IapaMeTpoB U  BPEMEHHBIX TOYEK ClieyeT
OCYLIECTBIIATh ISl KaXJ0r0 COEIMHEHHUS! B HWHAMBHIYAJILHOM TMOPSJIKE,
[IpMHUMasl BO BHUMaHHUE yKa3aHUsl, IIpuBeJcHHbIe B paznele [II HacTosmero
PykoBonctsa.

13. TOKCUKOKMHETUYECKUE [aHHbIE JIOMYCKAeTCsl MONydaTh OT BCEX

ocobeit JKHUBOTHBIX, BKJIOHEHHBIX B TOKCHKOJIOTHYECKOEC HCCIEeO0OBaHueE,
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pPENpPE3eHTaTUBHBIX MOATPYII, CIYTHUKOBBIX TPYNI (C yY4e€TOM ITOJIOKEHU
nonpazfena 4 pasmena III Hacrosmero PykoBojacTBa) MM B OTHEIBHBIX
MCCIIENOBAHUSX.

14. K TOKCHUKOJIOIrM4YE€CKUM HCCIENOBAHUSM, B KOTOPBIX HCIOJIB3YIOTCS
TOKCUKOKMHETHYECKHE JaHHbIE, OTHOCSATCS HCCIEIOBAHUS TOKCHYHOCTH C
OJJHOKPATHBIM ¥ IOBTOPHBIM (MHOIOKpPATHBIM) BBEJEHHEM JIEHCTBYIOIIETO
BEIIECTBA (COENMHEHUS), HCCIENOBAHUS PENPOAYKTHBHONH TOKCHYHOCTH,
T€HOTOKCUYHOCTH M KaHIEPOreHHOCTH. TOKCUKOKMHETHYECKHE JaHHbIe
TaK)Xe MOI'YT OKa3aThCsl BAXXHBIMU IIPU OLIEHKE MOCTIEACTBUM IpearaeMoro

HU3MCHCHHUA KIIMHUYECKOI'O ITYTH BBCACHHUA.

1. Ob1Ke TPUHITHAIIE]
TOKCUKOKMHETHYECKUX UCCIIENOBAHUM

15. Tokcukonornueckue  HCCIENOBaHUS — CJEAYyeT IMPOBOIUTL B
coorBeTcTBMH ¢ llpaBunamu Hagnexamed 1abopaTOpHOH —TPaKTHUKU
EBpasuiicKoro 5KOHOMHYECKOTO COI03a B cepe 0OpalleHus JEKapCTBEHHBIX
CPEACTB, yTBepKAeHHBIMU Pemennem CoBera EBpazuiickoii 3KOHOMHUYECKOA
koMucceun ot 3 HostOps 2016 r. Ne 81, comyrcrByromue
TOKCUKOKMHETHYECKHE UCCIIEIOBAaHUsl TaKkKe JOJDKHBI COOTBETCTBOBATH
ykazaHHbIM [IpaBuiiam. TokcUKOKMHETHUYECKHE HCCIIeI0BaHUSI, TTPOBEIEHHE
KOTOPBIX IUIAHUPYETCS PETPOCHEKTUBHO, ISl TMOJYUYEHHUsS OIMpedesIeHHOIro
Ha0opa JMaHHBIX B YCIOBUSX, MOJEIUPYIOLIUX YCIOBUS TOKCHKOJOTHYECKUX
UCCIIEIOBaHUM, TaK)Ke MOJDKHBI COOTBETCTBOBATh yKa3aHHEIM IlpaBuiiam,

€CJIM OHH H606XO,IIHMBI IS OIEHKHK 0e30IMacHOCTH JICKAPCTBEHHOI'O

npenapara.
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1. KonmmuecTBeHHOE onpeienenne
OKCIO3UIIHMH JEHCTBYIOIIErO BElleCTBA (COeTMHEH )

16. KonnuecTBeHHOE OIpeie/ieHue CUCTEMHOM AKCIIO3ZUIMH TIO3BOJISET
OLEHUTL HArpy3Ky Ha HCCIIENyEeMBbI BHJ JKHBOTHBIX M CIOCOOCTBYET
M3YYEHHIO U OICHKE CXOJICTB U PA3JIMYUKi B TOKCHYHOCTH MEXY I030BBIMH
rpyNIIaMH, SKUBOTHBIMH PasHOIO BUJAA M TOJIA. DKCIO3UIHUS EHCTBYIOMIETO
BEIIIeCTBA (COSAMHEHH]) MOXKET BHIPAXKAThCS B BUJIE KOHIEHTPALUH B TIa3Me
(ceiBopoTke WM Kpou) widn AUC HCXOZHOTO coenuHEHWs M (WIH) ero
MeTaboiuTa  (MeTaboJMTOB). B HEKOTOPBHIX cliydasx HcCleNOBaHMs
HalpaBJieHbl Ha M3Yy4YEHHE KOHLEHTpAlMil [efCTBYIOIIEro BellecTBa
(coemuHeHus) B TKaHAX OpraHM3Ma KHBOTHOro. Ilpu IIaHMpPOBAHHH
TOKCUKOJIOTHYECKHX HCCIIEJOBAHUNA HEOOXOIUMO YYHUTHIBATH SKCIO3UIIHIO
ACHCTBYIOIIMX BEIIECTB U [0303aBUCUMOCTD y YeJIOBEKa B T€PalleBTUUYECKOM
AuanasoHe 03 (IpeaIosaraeMoM WM YCTaHOBJEHHOM) Ul TOTO, YTOObI
MOJIyIUTh COOTBETCTBYIOUIYIO SKCIO3ZULIUIO MPU Pa3NUYHBIX YPOBHAX 103 B
MCCIIEIOBAHMSIX TOKCHYHOCTH Ha SKUBOTHBIX. CleayeT Tak»Ke y4YMTHIBATb
NOTEeHIHAILHEIE MEKBH/IOBEIC paziuuus (KauecTBeHHBIE 15001
KOJIMYECTBEHHBIC) B (PapMaKOAMHAMUKE JIEHCTBYIOIIErO BEIECTBA.

17. ®apmakopHamudeckre >QOEKTHl U TOKCHYHOCTh TaKKe MOTYT
SIBJISITBCSL  TMIOATBEPIKIAEHUEM  OKCHO3ULIUU  JISHCTBYIOIIErO  BEIECTBA,
a B HEKOTOPBIX CllyyasX 3aMEHHUTh co0o#l (apMakoKMHeTHUecKue
napameTphl.

B Xone TOKCHKOKMHETMYECKOIO MOHMTOPHHIA WM aHaiu3a IpoQuis
TOKCHYHOCTU HEOOXOAMMO YCTAaHOBHTH JIOCTHTHYTYIO B XOJl€ HUCCIIELOBAHHSI
BCJIMYMHY OKCIIO3UIMH, KOTOpash MOKET ObITh MPUYMHON BO3HUKHOBEHHUS
HEJIMHEHHBIX, J10303aBUCHUMBIX U3MEHEeHUH OKCIO3UIUH.
TokcukoxuHeTHYeCKHEe CBEJEHMS MOTYT MCIOJB30BATLCS Ui OoJiee

Ka9C€CTBCHHOI'O MEXBHIOBOTO CpaBHEHHMSI TOKCHYHOCTHU, UYEM POCTOE
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CpaBHEHHE TOKCHYHOCTH IO OLEHKE OTHOLUICHWM ((,[[O33./MaCCEl TCIa» HIN

«[103a/TII01A/1b ITOBEPXHOCTH TEJIa».

2. O0ocHOBaHKE BPEMEHHBIX TOYEK B3sITHsI 00pa3LioB

18.YacToTa BpeMEHHBIX TOYEK B3ATHS KHAKOCTEH oOpraHusMa
YKUBOTHOIO B COILYTCTBYIOLUMX TOKCMKOKMHETHYECKHUX HCCIIEOBAHUSX
JOJDKHA OIPENENIThCs HeOOXOAUMOCTBIO TONyYeHUsI TpeOyeMBIX JaHHBIX,
HO OBITH HE HACTOJBKO BBICOKOMU, YTOOBI CKa3aThCs HA HOPMAIBLHOM XOIe
MCCIICIOBAHUS MM TIPUYUHUTE HEONpPaBIaHHBIH (U3MOIOTHYeCKuil cTpece
KMBOTHOMY. B Hensx oOecnedyenus eJMHOTO MOAX0JA KO BCEM >KUBOTHBIM,
B Cllydae eciu oOpa3isl OepyTcsl Y XKUBOTHBIX H3 OCHOBHOI'O MCCIIEIOBAHUS,
HEeOOXOMUMO 3apaHee OINpPENeInuTh, OyayT U 0Opasisl B HCCIELOBAHUH
OTOMpaThCs y BCeX 0COOeH, MOMyUMBIIMX JI03Y NEWCTBYIOIIEro BELIECTBA, U
KOHTPOJIEH, WM O0TOOp OyAeT OCYLEeCTBIAThCS B PEIPE3CHTATUBHBIX
MOJIpyIax OJWHAKOBOrO pasMmepa. B KaxJoM HCCIeIOBaHUM CIIENyeT
00OCHOBBIBaTh KOJIMYECTBO BPEMEHHBIX TOYEK, AOCTATOUHBIX IS OLIEHKH
SKCIIO3UIIHH. ObocHOBaHHE JOJKHO OCHOBBIBAThLCS Ha
TOKCHKOKHHETHMYECKUX  JaHHBIX,  MOJYYEHHBIX B  [PEIBIAYIIUX
TOKCHKOJIOTHYECKHUX HCCIICIOBAaHMX, B IMHJIOTHLIX MCCIEIOBAHUSX U
MCCIIEOBAHUAX 110 TIOUCKY JMara30Ha JI03, B OTJEIBHEIX UCCIEIOBAHUAX HA
TOM JK€ JKMBOTHOM MOJENM WJIM Ha JPYTrUX MOJENAX, IO3BOJSIONINX

BBIITOJIHATH HAACIKHYIO DKCTPAITOJIAIINIO.

3. YcraHoBiieHUE BETUYHH [03
JUIsSL JOCTUXKEHUs] TpeOyeMOl SKCIIO3UIUN
19. YcranoBnenue BeMUYMH 103 B TOKCHKOJIOIHUECKHX MCCIIELOBAHUSIXK
B 3HAUUTEIBLHOM CTETEHU ONpeAesseTCs] TOKCHKOIOIHYECKUMH NAHHBIMH W

(I)apMaKO,D;I/IHaM HYCCKUMH OTBETaMM HMCCIEOYEMBIX BHIOB JKHBOTHBIX.
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Bwmecte ¢ Tem Ha YCTAHOBJICHHC BCJIMYMH 03 MOTYT BJIMATH CJICAYIOIINE

TOKCHKOKHMHETHUYECCKHE d;)&KTOpBI.

Huskue no3sl

20.TIpn Hu3KOH n03e (NIPEANOYTHTETBHO HETOKCUYECKOH) cremyer
CTPEMHUTBCS K TOMY, 4YTOOBI OKCHO3MLUS Yy JKHBOTHBEIX B JIIOOOM
TOKCHKOJIOTHYECKOM  HCCJIEOBAHMM  paBHUIACh WJIM  HE3HAYUTEJIBHO
MPEBBIIAIa MaKCUMAIBHYIO OXXUIAEMYIO 3KCIO3HUINI0 (MU 3KCITO3HIUIO,
KOTOpas OyJeT [OCTHIHyTa) Yy NaldueHTOB. B jaHHOM ciydae 1oj
HETOKCHYECKOW [1030M (cuuTarolielcss COBMAAAlOIell ¢  J030M, He
OKa3bIBAIOLICH SIBHOTO HEXeIaTelbHOro >(GQeKTa) MoHuMaeTcsl 103a, Ipu
KOTOpO# OTMEYaeTCsl ONpee/eHHbIH (papMaKoJOrHYeCKHd OTBET, HO IIpH
3TOM He MPOSIBJISIOTCS HUKaKKHe HexenarenbHble apdextel. HecMoTps Ha TO,
YTO TaKO€ HJeaJbHOE COCTOSHUE JKCIEepPUMEHTAIBLHOM MOJEeNMd HE Bcerna
JOCTHIKMMO M HU3KHE 03Bl HEPEAKO TpeOYIOT OIpeldesieHHUs] Ha OCHOBAHUHU

TOKCHKOJIOI'MYECCKUX pac4dc€ToBRB, clieayer OIIPEACIUTDL CUCTEMHYIO

OKCITO3HUIIHUIO.

IIpoMexxyTouHbBIE HO3BI

21.B 3aBUCHMMOCTH OT IeJied TOKCHKOJIOTMYECKOTO WCCIIeNOBaAHMUS
OKCIO3ULHUSL TPU  TPOMEKYTOYHBIX  J03aX JOJDKHA, KaK TMPaBHIIO,

MPEJCTABIIATH COOTBETCTBYIONLYIO KPATHYIO SKCIIO3UIIHIO (WK €€ JIOJII0) TIPH

HU3KKMX (BBICOKHX) J103aX.

Bricokue 510361

22.Bricokne HAO3bl B TOKCHKOJIOTHYUCCKHX HCCIIEIOBAHUAX, Kak

[IPpaBUIIO, ONIPEACIIAIOT HA OCHOBAHUH TOKCUKOJIOTHUYECKHX pacyeTOoB. Bmecte
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¢ TeM HeOOXOAMMO OLEHHUTh SKCMO3UIIHIO, JOCTHIAEMYIO [IPH UCTIONb3YEMbIX
03ax.

23. Eciii TOKCHKOJIOTHYECKHUE NAHHBIC MOJITBEPIKIAIOT, YTO aOCOPOIHS
COCAMHEHMsI OTPAHUUUBACT IKCTIO3UIIMIO HCXOJHOTO COeIMHEHUS U (UIIH) €ro
MeTabonura (MeTaboIuTOB) (B 9TOM Cllyyae HeOOXOMUMO yCTAaHOBUTH, YTO
MMEHHO abcopOuus sBJIsETCS 3TAalloOM OrPaHMYMBAIOIIMM CKOPOCTH M HYTO
OrpaHMYEHHSA OKCHO3MIUHM BBEJIEHHOrO BeLIeCTBA He OO0YCIIOBIIEHbI
TOBBIIICHHBIM KJIUPEHCOM), TIPH OTCYTCTBHM HHBIX J030JUMHTHPYIOLIHX
OTpaHUYCHUH (Ipenensl JOMyCTHMBIX OOBEMOB IEPOPATBHOTO BBEECHHS
KHJKOCTEH XKUBOTHEIM MOTYT HE MO3BOJIATH BBECTH HEOOXOAUMYIO 03y A5
OTHOCHTEJIbHO HETOKCHYCCKHX COENMHEHWH, IpUMEHseMbIX B (opme
pacTBOPOB WIIM CYCIIEH3WM) B KayecTBe BBICIIEH HCIIONBE3YEeMOH 1O3bI
HEOOXONUMO TPHMHATE HAMMEHBLIYIO [03y BELIECTBA, OOECIEYHBAOIIYIO
MaKCUMAaJIbHYIO SKCITO3HUIIHIO.

24.Ecnu  BpIOpaHHBIC JI03BI HPUBOAST K HEJIUHECHHOM KHHETHKE
COCJTMHEHHUsI, CJICAYET MOAPOOHO HM3YUUTh M OLEHHTH BCE PA3HOBUIHOCTH
TOKCUKOJIOTHYECKUX JAHHBIX.

J1st coeMMHeHnH ¢ HelMHeHHOM KHHETUKOMN, B pe3yIbTaTe HACHIIICHUS]
[IPOLIECCOB KIMPEHCA, HKCIO3UILIUSA TAKOTO COSIMHEHUS MOYKET HEOIKUIAHHO
BO3pacTarh. [IoBbIlICHHE SKCIIO3MUMKE MOXKET TakXKe MPOUCXOAUTh BO BPeMs
UCCIIENOBaHMS COEAUHEHUH, OO0NafaloluX Ype3BLIYAHO JUTUTETbHLIM
nepuonoM  mojyBeiBefeHusd. Cneayer  yaensTh ocoboe  BHHUMAaHME
coeMHEHUsAM, Cmax KOTOPBIX JOCTHUTAET BBLICOKMX 3HAYCHWH B TEucHHE
OTHOCHTEJILHO KOPOTKOIrO BPEMEHU B MHTEpBale Ho3upoBaHus. U HaoGopor,
HEOXHIAaHHO HU3Kas SKCIO3UIUS MOXKET OBITL 00YCJIOBIEHA ayTOMHAYKIHEH
METa0OJIU3UPYIOIIHX (DEPMEHTOB.

BMmecte ¢ Tem HenmHeliHash KHMHETHKA COEIMHEHMS HeOOS3aTebHO

HOJDKHA TNPHUBOOUTL K OrpaHHYCHUsIM J03BI B TOKCHKOJIOTHYECKHX



12

HCCJICAOBAHUAX HJIM OTKady OT HCIIOJIb30BAaHUSA IIOJIYYEHHBIX JIaHHBIX. B

3TOM CJIyda€ TOKCHKOKHMHETHKA MOXKET MCIOJB30BaThCA JJIA OILEHKU

3dBHCHMOCTH 3KCIIO3UIIWUH OT O03EI.

4. CreneHb OIIEHKH dKCIO3UIUH
B TOKCHKOJIOTMYECKUX MCCIIeTOBAHMIX

25.B uensax moydeHHs OCHOBHON MH(OPMALMK YISl OIEHKH PUCKOB
CHUCTEMHYIO 3KCIIO3ULUIO COEMHEHUS B TOKCHKOJIOTHYECKHX UCCIIeT0BAHUIX
ClIeqyeT OLEHHWBATh Ha JOCTATOYHOM KOJHMYECTBE J>KUBOTHBLIX M IO30BBIX
rpymi. IIpoBoauTs ananu3 oOpasioB, MOTyUYeHHBIX OT KOHTPOJIBHEIX IPYIII,
KaK TpaBuiio, He TpeOyercsa. JlomyckaeTcsi MOMYYMTL OOpasibl, a 3aTeM
NpOaHAJIM3UPOBATh HMX, €CIH IpPeanojaraeTcsi, 4YTo 3TO HEeOOXOOUMO JUIs
M3y4EHHUs] U OLIEHKH PE3yJIbTaTOB MW BaJMIALUK aHATUTHYECKOIO METO/IA.

26. ConyTcTBYIOIIHE TOKCUKOKHMHETUYECKHE UcCcae0BaHuUs
JOIIYCKACTCs MPOBOJUTH HA BCEX XKMBOTHBIX WIIM PEMPE3EHTATUBHON J10JIE OT
OOIIEN TPYIIB! XKUBOTHEIX, UCTIOIB3YEMBIX B OCHOBHOM MCCIIENOBAHNMY, WX
Ha CTIeLHAaNbHbBIX CIIyTHHKOBBIX IPyIIax (C y4eTOM MOJ0XEeHUH MyHKTOB 13,
23 u 24 nacrosuuero Pykosoncrsa). Eciyt )XMBOTHBIE KPYIHEIE, TO 0O6PA3LIBI
ANsl IOJIyYeHUs] TOKCHKOJOTMYECKMX JaHHBIX, KaK IpaBuUio, Gepyr y
JKMBOTHBIX K3 OCHOBHOTO WCCIIE[IOBAHMS, HO B ClIyyae MCITOJIL30BAHUS
MEJIKUX BHIOB )KUBOTHBIX (IPBI3YHOB) TPEOYIOTCS CITy THUKOBBIE IPYIIIIEL.

27.Cnenyer HCIOJb30BaTh MHHUMAIBHOE KOJMYECTBO IKUBOTHEIX,
JOCTAaTOYHOE ISl I10JIyYEeHUS] HEOOXOAUMBIX TOKCHKOKHHETHYECKUX TaHHBIX.
ITpu orcyrcTBUM 000CHOBaHHUH, B cllyyae e€CIM B OCHOBHOM MCCIIEOBAHUH

HCIIOJIB3YIOTCA CaMIIbl H CAMKH, OLIEHKY 3KCIIO3UIMHM NMPOBOJAT HA KUBOTHEIX

oboero moja.
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28.1lomyyaTh TOKCHMKOKMHETHYECKHE JaHHBIE U3 HUCCJIEA0BAHUM

pEBIIPI‘lHOfI IpOoOOJIKHTEIBHOCTH HCO6HS&T€.HBHO, CCJIM PEXNHUM NO3HPOBAHHS

HNPHHLOHUITHAILEHO HE MCHACTCI.

5. ®aKTopsl, OCIOKHSIONIHE U3YYEHHE
U OLEHKY DKCIIO3HUIUH

29.HecMOTps Ha TO, UTO OLIEHKA SKCIIO3HIIMH MOYKET CIOCOOCTBOBATH
M3YyYEHHIO M OLIEHKE pe3yJbTaTOB TOKCHUKOJOTHYECKHUX MCCIENOBAHUI H
CPaBHEHHIO C HKCIIO3UIMEN Yy YeNIOBEKa, CYLIECTBYET sl OTPaHUYEHHN IS
HKCTPAINOJISIUU ATHX JAaHHBIX Ha YeJIOBEKA.

30.Cnenyer y4uTHIBaTH MEXKBHJOBBIE pa3IUuYds B CBS3BLIBAHUU
JeHCTByIOIEro BemlecTsa (coenauHeHus) u  (WIH) €ro MeTabosuTa
(MeTabonuToB) ¢ OeNkaMu, 3axXBaTe TKAHAMH, CBOWMCTBaX pELENTOPOB M
meTabommueckoMm npodune. Hanpumep, urHorna nenecoobpasHee 3HAUEHUES
OKCIIO3UIMKM JUIsl JICHMCTBYIOILErO BEIeCTBa (COEAMHEHHSI) C BBICOKOIL
CTEMEHBIO CBS3BIBAHMA C O€JIKaMM BBIPAXXaTh B IlepecyeTe Ha CBOGOIHYIO
(HECBSI3aHHYI0) KOHLECHTpaLKIO EHCTBYIOIEro BemecTBa (COeIUHEeHMs).
Kpome  Toro,  ocioxHsommMMH — (GaKkTopamMM ~ MOTYT  BBEICTYIAaTb
(bapmakosiornyeckass  akTHBHOCTH ~ Merabonura  (MeTaGoNUTOB),  €ero
TOKCHKOJIOTHYECKHH TIPOQHIIb, @ TAKIKE aHTUT€HHOCTE OMOTEXHOIOTHYECKIX
JEKapCTBEHHBIX IIpenapaToB. [IpM OTHOCHTENIBHO HHU3KHMX IJIa3MEHHBIX
KOHIEHTPALUIX B OIPEHENICHHbIX OpraHaX M TKaHAX MOMET IJOCTUTAThCS
BBICOKOE COJIEPIKAHKE BBEAEHHOIO NEHCTBYIOLIETO BEIIeCTRa (COeAMHEHNS) 1

(nnm) ero metabonuta (MeTabOIUTOB).

6. IlyTe BBeleHHS

31.1Ipu BEIOOpE TOKCUKOKUHETUUECKOH CTpaTeruu JU1st

allbTEPHATHBHBIX IyTeW BBeINEHHUS (Hanmpumep, IS HHCAISMOHHOMN,
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MECTHOU WJIU TIAPEHTEPAbHOMN JOCTaBKU JIEHCTBYIOIIETO BEIIECTBa) CeNyeT
YUYMTBIBaTh (DapMaKOKMHETHYECKHe CBOWCTBA JEHCTBYIOLIEro BeIecTRa,
BBOJMMOI'O C [IOMOLIBIO MPEAIaraeMoro ImyTH.

32.Ecnu npejiaraeTcs 3aperuCTpUpOBaTh HOBBIM KIMHUYECKHH IyTh
BBEICHMs  JICKAPCTBEHHOIO  Mpenapara  (Hampumep, JieKapCTBEHHBIN
mpernapar, H3Ha4ajabHO pa3pabOTaHHbINH B BH/IE MEPOPabHOMN JIEKAPCTBEHHOM
(opmp1, BHOCIEACTBUM pa3pabaThIBACTCS /ISl BHYTPUBEHHOTO BBEIEHMUS), B
9TOM ClIy4ae CIIEAYET BBISACHUTH, NPUBEAET JU H3MEHEHHE KIMHUYECKOTO
IIyTH BBEJICHUS K 3HAUUTEILHOMY CHH)KEHUIO TPaHHIIBI Oe30MaCHOCTH.

33. TOKCHKOKMHETUYECKas ~ CTPATerusi MOXKET  IIPedycMaTpHBaTh
CpaBHEHME CHCTEMHOMW 3KCIO3HUIIUK JEHCTBYIOIIEro BellecTBa (CoeTHHEHMS)
u (uin) ero 3Hauumoro metabonuta (MerabonutoB) (AUC u Cmax) ¥y
4e/I0BeKa, NOJTYIEHHOH ¢ TIOMOIIBIO CYIIECTBYIOLIErO U NMPeJIaracMoro myTh
BBeZieHUsA. Eciii HOBBIA nyTh BBe#eHHs NPHBOAMT K yBeauueHuo AUC
1 (M1#) Ciax MM U3MEHEHHIO MeTabOJMYECKOrO MyTH BBEJEHUS, BO3MOIKHO,
norpedyercs IIEPECMOT] MUMEIOILHXCS TOKCHUKOJIOTHYECKUX U
TOKCHKOKMHETHYECKMX [AHHBIX, [IOJy4YaeMbIX B HCCIAEHOBAHUAX HA
KUBOTHBIX. EcCiin 5KCno3unys IpH HOBOM ITyTH BBEICHHS CYLUECTBEHHO HE
IPEBLILIACT WM HE OTJIIMYACTCS OT SKCHMO3MIMU IPU CYIIECTBYIOIIEM IIyTH
BBEIEHMS, TO JIOIIOJIHUTENIbHBIE JOKIWHUYECKHE TOKCHKOJIOTMYECKHE

HCCJICOOBaHUA CIICAYET OTPaAaHUYHUTH OLIEHKOH MeCTHOH INEPEHOCHMOCTH.

7. Onpenenenyie MetadonuTa (MeTabOINTOB)

34. ismepenne KoHLEHTpauuu MerabosuTa (MeTabOJMTOB) B ILIA3Me
WM IPYTHX OMOJIOTMYECKHMX CpeflaX SBISETCS OCOOEHHO BaXKHBIM IIpU
MPOBENEHUH TOKCHKOKMHETHUECKIAX UCCIIe/IOBAHMM B CIyYasX, €CIIu:

a) He0OXOAMMO [IO/ITBEPKICHUE HKCIO3UIIAN meTabonuTa

(MeTabonuToB), OOpasyrolierocss y  4YenoBeKa, B  JOKJIMHHYECKHX
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TOKCHKOJIOTUYECKHX HCCJIEJOBAHUSAX, YTOOBI MOJATBEPAUTH AOCTATOYHOCTh
TOKCHUKOJIOTUYECKHX HUCCIIEOBAHUI Takoro MeTabonuTa (MeTaboIuTOB);

0) BBOIMMOE COEIUHEHUE SIBIISIETCS MPOJICKAPCTBOM M IIPH3HAHO, YTO
obpasyrommiicss  MeTaboauT  (MeTaboIMTBI)  ABISIETCS.  OCHOBHBIM
JEWCTBYIOIIMM BENIECTBOM (COCTUHEHHEM);

B) ICHCTBYIOLIEE BELIECTBO (COEAMHEHHE) MeTabOIM3UPYeTCs IO
ONHOTO WM HECKONBKUX (PapMaKOIOTHUECKH JIHOO TOKCHKOIOTHUYECKH
aKTHBHBIX METa0OIUTOB, CIIOCOOHBIX BHOCHUTE CYIIIECTBEHHBII BKIA B OTBET
OpraHoB U (MJI1) TKaHew;

I') MCXO/IHOE COEAUHEHNE HHTEHCHBHO MeTab0IIM3HPYETCs i M3MEPEeHHe
TJIa3MEHHBIX MM TKAHEBBIX KOHIIEHTpAIMii OCHOBHOIO MeTaboiauTa
(MeTabOIHUTOB) SIBISIETCSl €MHHCTBEHHBIM CIIOCOOOM OLGHKH 3KCIO3HIMU
BBE/ICHHS COCJUHEHHs] B TOKCHKOJIOTMYECKMX HCCIENOBaHHSX (IIPH 3TOM
OIIpeJe/ICHAE MeTabonuTa (METa0OIUTOR) B PAMKaX TOKCHKOKMHETHYECKOTO
aHall3a MPOBOJUTCS TOJBKO JUIsl OIEHKH SKCIIO3WIMM M HE I103BOJISET

Y4eCTh HAJIMYHUC BO3MOXKHOIO PEAKTHBHOIO ITPOMEKYTOYHOI'O MeTabonuTa

(MeTaboyuTOR)).

8. CratucTHUecKas OLlEHKA JAHHBIX

35.1lony4yeHHble TOKCHKOKHHETHYECKUE JAHHBIE JOJDKHBI TTO3BOJISITE
BBITIOJIHUTE PETIPE3CHTATHBHYIO OLIEHKY 3KCIO3ULIMH. BMecte ¢ Tem u3-3a
BO3MOJKHOW  BBICOKOW ~ BHYTPM- M MEXHHIUBHIAYyaJIbHON BapuaLuu
TOKCUKOKMHETUYECKHX [TapaMeTPOB U HEOOJBILOTO KOJHYECTBA MKMBOTHBIX,
HCTIONIE3YEMBIX JIJIsi TOJTYYEHUS! TOKCHMKOKMHETHYECKHX MaHHBIX, BBICOKAS
CTaTUCTUYECKAas TOUHOCTh, KaK IIpaBuilo, He Tpedyercs. Crenyer paccuuTaTh
Cpe/lHMe WM  MeJMaHHble  3HAYEHHs W OIEHUTh  BapHALUIO

TOKCHUKOKMHETHYCCKHUX ITapaMETpOB. OﬂHaKO B HCKOTOPBIX CIIy4dasaX aHalu3
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HAaHHBIX, INOJYYCHHBIX OT OTACJIBHBIX >XUBOTHBIX, MOXKET OKa3aTrhCs OoJiee
IPEeAITOYTUTEJIBHBIM, YeM CTATUCTHYCCKUI aHaTHu3 I'PYNIIOBBIX JaHHBIX.

IIpeobpasoBanne naHHbIX (Hampumep, JorapudMuUeckoe) ClIeayer

000CHOBATH.

9. AHamuTHYecKre METO 1Bl

36.BHeapenue (apMakOKUHETHKH B TOKCHKOJIOTMYECKHE MCIIbITAHIS
MPEAINoaraeT pPaHHIOW pa3paboTKy aHANIMTUYECKHUX METOJOB, BEIOOp
AHAJIMTOB M MaTpHIl, KOTOPhIE ClENyeT HENpPEepHIBHO MEePeCMaTpHBATh IO
MEpE HaKOIUICHHSI CBE/ICHHH O META0O0IM3Me H MEXBH/IOBBIX PA3INUHIX.

37. AHaIMTHYECKHE METOJbI, UCIIONIb3YeMble B TOKCHKOKHHETHUECKHX
MCCIICI0BAHUSIX, IOJDKHEI OBITh BAMIMPOBAHBI, CIIEHMU(GHUYHEI B OTHOIICHHH
OIIpeZIeNIIeMOr0  BellecTBA M 00JafaTh JOCTATOYHON NPAaBUILHOCTBIO U
NPELU3NOHHOCTRIO. Tlpesen Koau4ecTBEeHHOTO OnpeneneHns AOJKEH OBITH
AOCTaTOYHBIM JUI H3MEPEHUsI AHaNa3oHa KOHLEHTPAIMH, 0XKUIaeMOro IIpu
MOJYYE€HUU TOKCUKOKUHETHYECKUX JTaHHBIX.

38.Crenyer ykasarh BHIOpAHHbIC aHATUT M MATpUILy (GHOIOTHYECKHE
)KUJIKOCTH MJIM TKaHb), MCIOJIb3yeMble B TPOBEJCHHMH aHAJIN3a, a TaKkKe
U3YYUTh BO3MOJKHOE MCKa)Kalollee BIIUSHUE HHAOTEHHBIX KOMIIOHEHTOB BO
BCEX BHJaxX 00pasloB MaTepuana (OT BCEX BHIOB JKMBOTHBIX), TIOIEKAIIAX
U3y4eHHIO. [IpearnouTuTenbHBIMH MaTPUIIAMH B TOKCHKOKHMHETHUECKUX
MCCIIEZIOBAHUSIX, KaK MpaBUIlO, SBIAIOTCS IUla3Ma, CHIBOPOTKA U IiebHAs
KPOBB.

Ecnu nefictyrolee BeWecTBO (COSAUHEHHE) SBISETCS PALEMaToM HIN
APYroil CMEChIO BSHAHTUOMEPOB, CIEIYET IPENCTABUTh MOTIONHHUTEIBHOE

obocHoBaHMe BEIOOpa BHIA aHaiuTa (aHAIW3 paleMara Wid aHajn3

SHAHTHOMEpA).
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39.B uzeaie ucnonp3yeMbie B JOKIMHAYECKUX UCCICIOBAHUAX AHAJINT
M MaTpHULla JOJDKHBI COBIANATE C aHATUTOM H MaTpPHLEH HCIOJIb3yeMBIMH B
KITHHAYECKUX HCClIe0BaHuAX. Eciu B JOKIMHHYECKHX W KIMHHYECKHX
UCCJIEIOBAHUSAX HCIIOJIB3YIOTCS pa3Hble aHAIIMTUYECKHE METOAbI, BCE OHH

Mo AJICKAaT BaJIMJallHH.

10. OTyeTHOCTH

40.B oruere 00 HcClENOBAHMM CIELYET MNPEACTABUTH TOJIHYIO
XapaKTePUCTHUKY ITOJYYEHHbIX TOKCHKOKMHETHYECKHX [AaHHBIX BMECTE C
OIEHKOM  pe3ynbTaToB W MOCHENCTBUH  JUIi  WHTEPHpEeTaluu
TOKCHUKOJIOTHYECKHX JAHHBIX M ONHCATh AHAJIMTUYECKHE METOOUKU HIIU
[IPUBECTH CCBUIKY Ha HUX

41. Crenyer npesicTaBuTh HaydHOe 00OCHOBAHUE BHIOGOpPA MATPHIB 1
aHaIuTa (C y4eToM MOJOKEHUH nojapasienos 7 u 9 pasnena Il nactosimero
PykoBogcrsa).

42.Pasmelienye otyeta 00 UCCIIEOBAHAM B PETMCTPALIMOHHOM JIOCHE
JEKapCTBEHHOI'0 IIpenapara 3aBUCHUT OT TOrO, SBISIOTCS JIM JaHHBIE
creUU(GUYHBIMU  JUII OJHOIO TOKCHKOJOIMYECKOTO WCCICIOBAHUS WIIM

OTHOCATCA KO BCEM TOKCHKOJIOTHYECKHUM HCCJICTOBAHHSIM.

IV. HacTHble yKa3aHus 110 M3YYEHHUIO TOKCUKOKUHETHKH

B Pa3IMYHBIX BHIaX TOKCUKOJIOTHYECKHUX UCCIIEJOBAHUN
43. OcHOBBLIBAsCH HA TOKCHKOKHHETHYECKUX IPHHIMIIAX, OMHCAHHBIX B
HacrosmieM PykoBopcTBe  JUISL  OTHAENBHBIX — BHJOB  HCCIIENOBAHWIA
TOKCUYHOCTH CJIeyeT YYMTHIBATL OCOOEHHOCTH, TPeOYIOIIHE ClIEUaEHOTO
paccmotpenus. ITpu HEOOXOAMMOCTH JIOMyCKAETCs YBEIMYUTD WM CHU3WUTD
4acTOTy  TOKCHKOKMHETHYECKOTO  MOHMTOPMHTA WM  TOJy4eHHs

TOKCHKOKHMHETHYECCKOT O HpO@)HHH OKCIIO3HMILIHUH.
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44. B HEKOTOPBIX CiTydYasX Ie1ecoo0pasHo 0TOUpaTh 0OpasLbl TOIBKO Y
OTJIENIBHBIX XKUBOTHBIX, €CJTH 3TO Oy €T CIIOCOOCTBOBATH M3YUEHHUIO U OLICHKE

TOKCHKOJIOTHYCCKHX NaHHBIX Y 9THX XXHUBOTHEIX.

1. MccmenoBanye TOKCHYHOCTH
IIPH OJHOKPATHOM BBEJICHUH

45. VccnenoBanysl TOKCHYHOCTH TIPH OJHOKPATHOM BBEISHHH YacTO
NPOBOIAT B PaHHIOW  (asy pa3paboTkH (Jo Hayanma pa3paboTKH
OHOAHAIUTHYECKOTO METO/A), MOITOMY TOKCHKOKHHETHUECKUH MOHHTOPHHT
TaKMX MCCIEeN0BaHUM, KaK MPAaBUJIO, HEBO3MOXKEH. B Takmx ncciemoBaHusx
(TIpu HEOOXOAMMOCTH) BO3MOKHO B3STHE 00PA3LOB [UIa3MBl M MX XPAHEHHE B
HeisX — mocnefyromero aHanmsa. B atoM  cioydae  morpeGyrorcs
COOTBETCTBYIOIME J@HHBIC O CTaOMIBHOCTH aHAIMTA B OTOOpaHHOM
MaTpHIIE.

46.B xayecTBe albTEPHATHBHOTO BAapHaHTA JJIs PELIEHHS BOMPOCOB,
BOSHUKIIAX BO BpeMs IPOBEJCHUs MCCIENOBaHUA TOKCHYHOCTH C
OJTHOKPATHBIM ~ BBEJIEHMEM BO3MOXHO TIPOBEAEHHE  JIOMOJIHUTEIBHBIX
TOKCUKOKWHETHYECKUX HCCIIEOBAaHUH, TIOCTe 3aBepLIECHHUS MCCIIEIOBaAHUS
TOKCHUYHOCTHU C OJIHOKPATHBIM BBEJIEHHEM.

4’7. Pe3ynbTaThl TOKCHKOKMHETHUECKHUX HCCIIENOBAHMI ¢ OJHOKPATHBIM
BBEJICHHEM MOTYT CIIOCOOCTBOBATE BBIOOPY:

a) cOCTaBa JIEKapCTBEHHOH (POPMBI M JIEKAPCTBEHHOTO TperapaTa;

0) IPOrHO3MPOBaHKS CKOPOCTH SIUMHHALMU A€HCTRYIOMETrO BEIeCTRa,

B) NPOJOKUTESIEHOCTY  SKCIO3MIMK  JIEHCTBYIOIIEI0  BEIIeCTBa
JIGKapCTBEHHOIO IIpernaparTa B MHTEpBaJie ero A03UPOBaHus;

I') COOTBETCTBYIOUIMX  BEJIMYMH  J03  JUISl  MCIONB30BAHUS B

MOCJICAYOIIUX UCCIIEJOBaHUX.
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2. UccnenoBanie TOKCHYHOCTH
IIPH IIOBTOPHOM (MHOTOKPaTHOM ) BBEIEHHUH

48.1lpu BBIGOpE pexumma BBeleHMs (BKIOHYaroliero B cebs 103y,
BBOJIMMBIM COCTaB, JICKAPCTBEHHYIO (OpMy, TyTh BBEICHHS M YaCTOTY
JIO3UPOBAHMUS) M BUJOB JKUBOTHBIX CIIEIYyeT, M0 BO3MOMKHOCTH, YUHTHIBATH
apmakonuHaMuyecKue U (papMaKOKHHETHYECKUE CBOWCTBA AEHCTBYIOMIEro
BemectBa. OpHako B panHuX (aszax HCCNEIOBaHUs ITIPU  OTCYTCTBHH
(papMaKOKMHETHIECKUX JaHHBIX KaK IS )KMBOTHBIX, TAK U [UIS YEJIOBEKA 5TO
He BCerja BO3MOXHO.

49. Heobxonumo COOTBETCTBYIOIIUM obOpazom BKJIIOUUTH
TOKCHKOKMHETUKY B OOIIMH JM3aliH HccienoBanus. TOKCHKOKHHETHYECKAs
4acTh HUCCIIE0BAHUs MOKET COCTOSITh B MOJYUYEHHH TOKCHKOKMHETHUECKOTO
MPOM IS UM MOHHUTOPHHIE SKCIO3UIMK TIPH COOTBETCTBYIOILUX BETHIMHAX
7103 B Hayane ¥ OJMKe K 3aBEPIISHUIO MEePHO/a IKCIIO3HIMU COEUHEHUS Y
)KUBOTHBIX TIEPBOTO  HCCJIE/IOBAHHS C MOBTOPHBIM  (MHOTOKDPATHBIM)
BBelcHHEM. [IpOfIO/KUTENBHOCTE  TI€PBOTO  HUCCNEIOBAHUSL  MOBTOPHBIM
(MHOT'OKPATHBIM) BBEJICHUEM, IIpelyCMaTPUBAIOIIIEro NOJIydeHHe
TOKCUKOKMHETHIECKUX JAHHBIX JJI KaXXIOro BHIA JXHBOTHBIX, COCTABISET,
kKak nmpaBuiao, 14 gHeil u Oonee. Hcmonbsyemas B IIOCJIEIYFOLTUX
MCCIIEIOBaHHUAX Mpolenypa OyJleT 3aBHCETb OT pe3yJbTaTOB IIEPBOTO
HCCJICIOBAHUSI M BCEX HM3MEHEHHMM INpeiiaraeMoro peXuma 3SKCIIO3ZUIUH
coemuHeHusi. Ilpy  BOSHMKHOBEHMM 3aTpyJHEHHH B WHTEpIpeTaluy
pe3ynbTaToB  Oojiee  paHHUX  TOKCHKOJOTMYECKUX  HCCIeIOBAHMM
ONpPEAETECHHBIX COCJMHEHMH  JOIyCKAeTCsl pacIlUpHTh, CY3UTh WIH

MOIM(ULIMPOBATE MOHUTOPUHI JHUOO IIONyYeHHEe TOKCHKOKHHETHUECKOIO

PO st COeTMHEHHSI.
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3. HccnenoBanusi reHOTOKCHYHOCTH

50.TIpy momy4eHHM OTpHLATENBHBIX pE3y/NbTaTOB MCCIIEMOBAHMI
T€HOTOKCHYHOCTH i1 Vivo CIIelyeT MOATBEPJUTh CUCTEMHYIO 3KCIO3UIMIO Yy
HCCIAeNYeMbIX BH/JOB JKHMBOTHBIX WM OXapaKTePH30BATh SKCIO3UIMIO B

TKaHe-UHJIUKATOpE.

4. MccnenoBanus KaHIEPOr€HHOCTH

OpHEHTHPOBOYHEIE UCCIIE0OBAHMS
HJIA UCCIIEI0BaHUs BEIOOpA IMana3oHa 103

51.B LeJIsIX MOYUYeHUsI  TOKCUKOKMHETHYECKHX JIAHHBIX,
HEOOXOTUMBIX JUISI IUTAHUPOBAHMS OCHOBHBIX UCCIIeIOBAHMI
(B COOTBETCTBMM C yKazaHHAMHU paszena IV u moapasmena 2 pasugena V
HaCTOMAIIEro PyKkoBoJACTBa), HEOOXOAMMO OCYLIECTBHTH COOTBETCTBYIOIIMI
MOHHUTOPUHI WJIM TOJYYUTh TOKCUKOKMHETUYECKHE TPOPHIM B TaKUX
uccnenopanusx. Crenyer yaenutb ocoboe BHUMAaHHME BUIAM W JIHHUSM
TabOpaTopHbIX  JKUBOTHBIX,  HE  BKJIIOYEHHBIM B IPEJbIIYIIHE
TOKCHKOJIOTMYECKUE UCCIICJOBAHMUSI, @ TAKIKE BIEPBBIE UCIIOJIL3YEMBIM Iy TSAM
1 crioco0amM BBeNIEHHSI.

52.Cnenyer YACIHUTH ocoboe BHUMAaHHE T10JIY YEHH O
COOTBETCTBYIOIIMX  TOKCHMKOKHHETHMYECKHX  JIaHHBIX TIPH  BBEJEHUU
COeIMHEHUH B cocTaBe Kopma. s CpaBHEHHS 3KCIIO3UIMH COEJUHEHHS,
BBOIMMOI'O ¢ KOPMOM, Y€pPe3 30HJ WM C IOMOIIBI0 MyTEH, OTIMYHBIX OT
IJIAHUPYEMOT0  KIMHWYECKOTO TIyTH BBEAEHHS, MOTYT [OTpeboBaThCs
JIOTIOJIHUTEIIbHBIE HCCIIeTOBAHMS.

53. TokcHKOKMHETHYECKHE JIaHHBIE MOTYT MOMOYb B BHIOOpE BETMYHH
J103 COeJIMHEHUS JIS IIOJYyYEHHs ITaHHBIX O ero KJIMHUYECKOW 3KCIIO3UIINH, 1,

€CJIM HEeNIMHEeWHAs: KHHETHKA COEJMHEHHUs (C YUeTOM IOJIOKEHHH MyHKTa 25
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HacTosllero PykoBoACTBa) 3aTpyAHSIET MHTEPHPETALMIO  Pe3yIbTaTOB
MCCJIeI0BAHMSI.

54.OntumaneHbll  AW3ailH  KWCCIIEOBaHUs JIOJKeH 00ecreyuBarh
JOCTH)KEHHE C MOMOIIBIO BETMYMH /103 B MCCIEIOBAHUSIX KAHIIEPOIC€HHOCTH
JUara3oHa  3HAYEHWW  CUCTEMHOM  OKCMHO3WIIMM,  MPEBBIIMIAIOIINX
MaKCHMAJIBHYIO TEpPaleBTUYECKYO OKCIIO3ULMIO Yy YelOoBeKa B pa3zHOe
KpaTHOe uncio pa3. OgHako Takoil uaeaabHBIA BHIOOP BETUYHH 103 MOMKET
YCIOXHATh HEyCTpaHUMBble BUAocTenu(uuHble 3aTpyaHeHus. Taxum
o0pa3zoM, HEOOXOJUMO OILIEHHBATh CHCTEMHYIO SKCIIO3HIIUI0 KMCXOJIHOI'O
coeuHeHus U (WiK) ero MetadosnTa (MeTaboIUTOB) IMPH COOTBETCTBYIOLINX
BEJIMYMHAX  J03aX M  Ha  Pa3IMUHBIX  CTaAMSIX  HCCJIeIOBaHHS
KaHLIEPOT€HHOCTH, YTOOBI €r0 pe3ylbTaThl MOKHO OBIJIO MPOAHAIHU3HPOBATH
C YYETOM CPaBHUTENHHON SKCIIO3ULUU Ha JKUBOTHOM MOJIENIH U y YeIoBeKa.

55. Ilpuemnemoit KOHEYHOU TOYKOH npu UCCIIEIOBAHNHT
KAHLIEPOTEHHOCTH MOET OBITh BbICIIAsl J03a, OCHOBaHHAs Ha MaHHBEIX O
BEPOSTHON CHCTEMHOMN KCIIO3ULIMU Ha KUBOTHOW MOJIEH U Y YesioBeka. s

BI:>I60pa BBICILICH 03bI HCIIOJIB3YCTCA TOKCHKOJIOTHYECKass KOHEYHas TOYKa.

OCHOBHBIE HCCIIEMOBAHUS

56.1Ipu BbIOOpe pexumMa JO3UPOBAHUS U TYTH  BBEIEHUS
JICHCTBYIOIIErO BELICTBA, BUJOB U JUHUN KUBOTHBIX CIIeyeT UCIIOJIB30BAaTh,
HACKOJIBKO  BBIMIOJIHUMO,  uUMeromuecs  (hapMakKOKMHETHUYECKHe |
TOKCUKOKMHETHYECKHE CBEIEHHs] 00 STOM JeHCTBYIOIIeM BeIlecTBe.
BONBIIMHCTBO TaKMX MUCCIIEN0BAHUMI IIPOBOJUTCS HA KPbICAX M MBIIIIAX.

57.Cnenyetr yOenuThCs B COTJIACOBAHHOCTH DKCIIO3MIIMH B OCHOBHOM
UCCJIEIOBAaHUM € KMHETHYECKUMU MNPOPUISIMH, YCTaHOBICHHBIMH B
OTJEJIBHBIX WJIM CIEelUaJbHBIX WCCIENOBAHUAX TIO BBIOOPY JiMana3oHa J03.

B HEKOTOpEIX Cily4asX TAKOW MOHUTOPUHT PEKOMEHIyEeTCsI OCYIIECTBIISTh BO
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BPEM: MCCJICIOBAHHKS, HO €TI0 MJIMTEC/IbHOCTE B LIEJIOM HE MOJIKHA IPEBBIIIATH

6 MecsIeB.

5. McenenoBanus penpoyKTHBHOM TOKCHYHOCTH

38-Jlo Havanma  HMCCINEeOBaHWM  PENpPOAYKTHBHON  TOKCHMYHOCTHU
11€716C000Pa3HO MOJIyYUTh OINpe/eleHHbIe NaHHble O (apMaKOKMHETHKE,
IIOCKOJILKY OHM MOIYyT MOATBEPXKAATb HEOOXOAMMOCTH H3MEHEHHS
BEIOPAaHHOrO BHJA OKMBOTHBIX, JM3aifHA HCCIENOBAHUS W  PEKHUMOB
IO3MpOoBaHKMs. B 5TOT MOMEHT KOMIUJIEKCHas WJIM TOJAy4YEHHAs OT
OepeMeHHBIX MO0 JIAKTHPYIOLIUX JXKUBOTHBIX HH(pOpPMaIis He TpebyeTcs.
DapMaKOKHHETHYECKHE  JaHHBIE, [IOMY4YeHHbIE OT OepeMEHHEIX W
JTaKTHPYIOIIKUX JKMBOTHBIX, MOIYT IOTpebOBaThCs BO BpeMsl aHaIu3a
UCCJIEIOBAHUN PENPOAYKTUBHOM TOKCMYHOCTH B 3aBHCUMOCTH OT HX
pe3yJIbTaToR.

59.0Orpannuenre 5SKCIO3MLUMHM B HUCCICIOBAHUSX PENPOLYKTHBHON
TOKCUYHOCTH  OOBIYHO  OIpEJeNiIieTCss  MATEPUHCKOM  TOKCHMYHOCTBIO.
HecMOTpss Ha IIEHHOCTH B HEKOTOPBIX CIIydasx TOKCHKOKHHETHYECKOTO
MOHHMTOPHHIA B UCCIIEJOBAHUAX PEMPOAYKTUBHOM TOKCHUHOCTH, OCOOEHHO B
OTHOLIEHHHM MAJOTOKCUYHBIX COENWHEHUM, TakWe JaHHBIE MJIs BCEX
COEMHEHUH, KaK IIPaBUIIo, IOJIy4yaTh He TpedyeTcs.

Ecnmu  nmocTikeHme — JOCTAaTOYHOM — CHCTEMHOM — 3KCIO3MINN
HEBBINOJHUMO B CBSI3U C OTCYTCTBHEM (DapMaKoJOTHYECKOIO OTBETA WU
TOKCHYECKUX 2((EKTOB, UCIIOJIb30BAHNUE TOKCUKOKMHETHYECKHUX NIPUHLIAIIOB
IIO3BOJISIET OIPEJIEIUTh 3KCIO3ULKAN, JOCTUraeMble MPU JIO3UPOBAHUM HA
pasHBIX CTa/IUAX PENPOYKTUBHOIO Ipolecca.

60.B memax cOopa TOKCHKOKHHETHYECKHX  JAHHBIX  MOIKHO

UCIIOJIB30BATh CIIYTHUKOBYIO TPYIIITY CAMOK.
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HccenenoBanus pepTHIIbLHOCTH

61.K uccnenoBanusiM (GepTUIBHOCTH NPUMEHSIOTCS OOIIHe MOIAXOBI,
OIMCAHHBIE [Tl UCCACOBAHUM TOKCHYHOCTH C IOBTOPHEIM (MHOTOKPATHEIM)
BBEJICHUEM (C y4eTOM IIOJIONKEHHH Toxpasziena 2 pasgena IV HacTosimero
PyxoBonctpa). HeoOX0MMMOCTB  OCYIIECTBIIEHMS MOHHUTOPUHTA TaKHUX
MCCIIeIOBAHHUHN 3aBUCHUT OT UCIIOJIB3YEMOr0 pexxuMa J03HPOBAHUS U JAHHBIX,
MIOJIYYEHHBIX B pE3yIbTare paHee IIPOBEIACHHBIX MCCIIEAOBAHMI Ha

BbIOPAaHHBIX BHUIAX dKHBOTHBIX.

Hccnenopanus Ha OepeMeHHBIX
U JIAKTHPYIOLINX HKUBOTHBIX
62.1Ipu BIOOpe pexMMa JO3MPOBAHKS U IIyTH BBENEHHS B MEPHON
3KCIIO3MLIMK  CIIEAYEeT  MCIOIb30BaTh  TOKCHKOJIOTHUECKHE  JIaHHEIE,
a TakKe YYMUTBIBATh (ApMaKOKMHETHUYECKHE M TOKCHKOKMHETHUECKHE
JaHHble JUIA  JOEHCTBYIOIIEro BemecTBa u (WiIHM) ero Merabonura
(MeTaboUTOR).
63.CrieslyeT y4uMTBIBaTh, YTO TOKCHKOKHHETHKA y OEpeMEeHHBIX W
HeOepeMEHHBIX )KUBOTHBIX MOYKET Pa3IdyaThCs.
64.V3yueHne TOKCHKOKHMHETHKH MOXET IIPedyCMaTpHBaTh OLEHKY
SKCHO3UIIMK Yy CaMOK, 5SMOpPHOHOB, TUIOJOB K HOBOPOXIEHHBIX B
yCTaHOBleHHbIe JiHHM. HecMoTps Ha HeoOXOIMMOCTB OIEHKM MepeHoca
BELICCTB, MOMAJAONMX B 5MOpHOdETaNnbHBI KOMIapTMEHT, (eranbHas
SKCIIO3UIIMS COCAMHEHHUS SIBJISETCS ITapaMeTPOM, KOTOPBIN Ha NPaKTUKE Jalle
BCEr0  OLEHMUBAETCS B  OTHEIBHBIX HMCCIEJOBAHMSAX, M  HA3bIBACTCS
IUTALEHTApHBIM ~ TIEPEHOCOM  BeIliecTBAa. B HeNsX OLEHKH BKJIajga B
OKCIIO3UIMIO Yy HOBOPOXKJEHHBIX BO3MOKHO HW3yYEHHE IIPOHMKHOBEHHS

ﬂGﬁCTBy}OIHHX BEIIECTB B I'PYJHOE MOJIOKO. B HEKOTOPLBIX ClIy4dasdaX C LEJbLIO
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ONpeJiesIeHUsT SMOPHO-(PEeTaNbHOTO MepeHoca U MPOHUKHOBEHHS B IPYIHOE
MOJIOKO HEOOXOIMMBI MJIH 11e1eCO00pas bl JOMOMHATEbHBIE UCCIeOBAHMS.

65. Ilpu HHTEpIpeTALUN Pe3yIBTaTOB UCCIEN0BAHMI PEMPOIYKTHBHOMN
TOKCUYHOCTH  JEWCTBYIOIIETO  BEINECTBA CIIEAYET YYUTHIBATH  BUIBI

’KUBOTHBIX, y KOTOPBIX IUIAICHTAPHBEIM TEPEHOC BEIeCTBA MOATBEPIUTE

HEBO3MOXXHO.




