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MNpepgnucnoBne

1 NMOATOTOBJ/IEH TexHuyecknm KOMUTETOM MO cTaHAapTusaummn TK 458 «Pa3paboTka, npou3BOACTBO
N KOHTPO/Ib KayecTBa /1IeKapCTBEHHbIX CPeACTB» Ha OCHOBE COHOCTBEHHOrO NepeBofa Ha PYCCKU A3blK aHr10-
A3bIYHOW BEpCcUN AOKYMEHTA, yKa3aHHOro B NyHkte 4

2 BHECEH TexHuyeckum KoMuTeToM Mo ctaHgapTtusauum TK 458 «Pa3paboTka, NMponM3BOACTBO U KOH-
TPO/Nb KayecTBa S1IeKapCTBEHHbIX CpeacTB»

3 YTBEPX/AEH W BBEJEH B JENCTBWE Mpukazom ®efepanbHOro areHTCTBa N0 TEXHUYECKOMY pe-
rynuposaHuio u metponorun 11 Hosa6pa 2015 . Ne 1763-cT

4 HacToswmii cTaHAapT BKAYaeT B cebs MAEHTUYHbIE OCHOBHblE HOPMATWBHbIE MOJIOXEHUS Cnefyr-
WNX MeXAYHapOoAHbIX AOKYMEHTOB:

- pasgenbl 1—4 KOH S3A:1994 «lpumeyaHue K pyKOBOACTBY MO TOKCMKOKMHETUKE: OL,EeHKa CUCTEMHOW
3KCMO3MUMN B TOKCMKOMOrmyeckmx nccnegosanuax» (FOH S3A:1994 «Note for guidance on toxicokinetics: the
assessment of systemic exposure in toxicity studies», IDT);

- pasgen 5 FOH S3B:1994 «PykoBOACTBO NO UCCNef0BaHWAM pacnpefesieHna B TKaHAX MpyU MHOrokpart-
Hom BBegeHun» (FOH S3B:1994 «Guidance for repeated dose tissue distribution studies», IDT).

O6beAuHeHNe yKa3aHHbIX AOKYMEHTOB B HAcTOSLWEM cTaHAapTe 06yc/ioBMEHO He6ONbLWUM 06BHEMOM
MexayHapoaHoro gokymeHTa FOH S3B u yno06CcTBOM NOMNb30BaHMA 06beANHEHHbIM CTaHAapTOM.

HanmeHoBaHue HacTosLWero craHgapTa U3MEHEeHO OTHOCUTENbHO HAaMMEHOBaHWUSA YKa3aHHOro Mexay-
HapOAHOro AOKYMEeHTa AN YyBA3KUM C HAUMEHOBAHWAMU, NMPUHATHIMW B CYLLECTBYIOLWEM KOMMIEKCe cTaHzap-
TOB «JlekapCTBEHHbIE cpeacTBa A1 MeAULMHCKOro NpUMeHeHns»

5 BBEJEH BMNEPBbIE

6 MEPEN3AAHWVE. Oktsa6pb 2019 1.

MpaBuna NpUMeEHeHNA HACTOSALWEro cTaHjapTa yCTaHoB/eHbl B CTaTbe 26 defepasbHONro 3akoHa
0T 29 uioHA 2015 r. Ne 162-®3 «O cTaHgapTu3aunm B Poccuiickoin depgepauyun». MIHdopmauyns o6 ns-
MEHEHMAX K HacToAWeMy cTaHgapTy NybankyeTca B eXerogHom (No cOCTOSHUI0 Ha 1saHBapsa TekyLwero
roga) MHopmaLnoHHOM yKasaTene «HauuoHaslbHble CTaH4apThbi», a ouunanbHbli TEKCT U3MEHEHUN
M NONpPaBOK — B eXeMeCAYHOM MH(OPMaLMOHHOM yKasaTene «HauumoHanbHble cTaHgapThi». B cnyyae
nepecMoTpa (3aMeHbl) UM OTMEeHbl HaCTOSALWEro cTaHjapTa CooTBeTCTBYLee yBeoMIeHne 6yaeT
ony6nnKoBaHO B Onvxaillem BbINYCKe eXeMecsAYHOro MHAOopPMaLMOHHOro ykasaTens «HauuoHanbHble
cTaHgapThi». CooTBeTCTBYWLWAas UHpopMmauns, ysegoMeHne U TeKCTbl pasMeLllalnTCca Takke B WH-
chopmaunoHHON cncTeme o6Lero Nofb3oBaHUs — Ha odmumanbHOM caliTe defepasbHOro areHTCcTBa no
TEeXHNYEeCKOMY perynnpoBaHuio U MeTposiorum B ceTu MHTepHeT (Www.gost.ru)

© CraHpapTuHdopm, odpopmiieHune, 2016, 2019

HacTosiwuii ctaHAapT He MOXeT 6biTb MOJTHOCTbLIO UM YaCTMYHO BOCMPOU3BEAEH, TUPAXMPOBAH U pac-
npocTpaHeH B KauyecTBe OPMLMANBHOIO M3faHusA 6e3 paspelerHns defepanbHOro areHTcTBa No TEXHUYECKO-
My PerysimpoBaHuio 1 MeTpoJsiorim
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BBepneHne

B HacTofllem cTaHgapTe NpuBeAEHO OnucaHue MoAXOA0B K OLeHKe TOKCMKOKMHETUYEeCKUX uccnepno-
BaHWiA TONbKO AO/1 JIEKAPCTBEHHbLIX CPEACTB ANA MEeAULUHCKOro npuMmeHeHus. Hactosawwmin ctaHgapT 6bin
pa3paboTaH c uenbl obecnevyeHus eguHCTBA NOAXOAOB K pa3paboTke NjaHOB WCCNefOBaHWUA U OLEHKU
TOKCUKOKMHETUYECKNX NapamMeTpoB, MHTerpaunum papMakokMHeTu4eckux uccnefoBaHuii B nporpaMmmy TOKCU-
KO/TOTMYecKux nccnepoBaHunii, paspaboTke paunoHasibHbIX MJAaHOB MCCNefoBaHuiA.

MiccnenoBaHns TOKCMKOKUMHETUKM MOTYT MCNOMb30BATbCA Kak BO3MOXHOCTb NOyYeHUs hapmakokmHe-
TUYECKNX AaHHbIX MPM MHOTOKpatHOM BBefeHUM npenaparta /1iabopaTopHbIM XWUBOTHbIM, €C/W NPOBOAUTCA
MOHUTOPUHI COOTBETCTBYHLMNX NapaMeTpoB. Takoil nogxop Wckaw4vaeT Ayb6/inpoBaHue uccnepoBaHuii; on-
TUManbHbI NNaH nccnenoBaHnsa B OTHOWEHUN cbopa AaHHbIX OyAeT yMeHblaTbh KOJIMYEeCTBO MCNO/b3yeMblX
nabopaTopHbIX XWBOTHbIX.

PaznnyHbie anemeHTbl 06Wed NporpammMmbl AOKTUHUYECKNX (DApMaKOKMHETUUYECKMX U MEeTabo/ImyecKknx
nccnenoBaHuini MoOryT ObiTb MHPOPMATMBHbLI NMPU MHTEpnpeTauum TOKCUKONOTMYECKUX AaHHbIX. O4HaKO TOK-
CUKOKMHETUYECKNe AaHHble AO0/DKHbl ONUCbIBATb KMHETWMKY HOBOrO TepaneBTMYEeCKUM aKTMBHOIO BeliecTBa B
YCNOBUSAX CaMUX TOKCMKOMOTNYECKNX UCCea0BaHuUi.

Taknm 06pa30M, TOKCUKOKNHEeTNn4Yeckme mnccnegoBsaHna — 3170 HeoTbeM/iMBasa 4YacTb nporpamMmbl AOKNN-
HUYECKNX MCCNefoBaHWA; 3TW UCCefoBaHnA AO/MKHbI 060ratnTb NosiydyaeMble TOKCUKONOrMYyeckne faHHble
Kak A4na NOHMMaHUS TOKCUMKOMOTMYECKUX AaHHbIX, TaK U 019 CPABHEHUSA C KIMHUYECKMMU AaHHbIMW B 0bLein
OLEeHKEe PUCKOB U 6€30MacHOCTU /1IeKapCTBEHHOTO0 cpejcTBa MpU MeAWLUHCKOM MNpuUMeHeHun. Tak Kak TOK-
CUKOKMHEeTMYeCcKne mccnenoBaHus npeacTaBnatoT coboli yacTb 06WMX TOKCUKONOTMYECKUX MccnenoBaHuini m
cnyXaTt «MOCTUKOM» MeXAy AOKIUHUYECKMMWU W KIMHWYECKUX AaHHbIMW, OCHOBHAas 3ajavya uccrepoBaTens
B 3TOM chny4dae 3ak/iiodyaeTcd B UHTepnpeTaunn AaHHbIX TOKCUKOMNOTNMYeCKnx VICCI'IB,CI.OB&HVIVI, a He B oleHke
OCHOBHbIX (hapMaKkoKMHETUYECKUX NapameTpoB U3yyaemMoro BelecTsa.

Tak kak pa3paboTka /iekapCTBEHHOro npenapaTa npeactaBaseT cob6oi AMHAMUYHbIA npouecc, npu Ko-
TOPOM cyuliecTByeT NOCTOAHHasA O6paTHaﬂ CBA3b MeXAy AOKAUHNYECKMMU N KNTUHUYECKMMU nccnenoBaHnamm,
cTaHfapT He COAEPXUT ONUCAHUSA XECTKON AeTanbHON npouefypbl ANns c60pa TOKCUKOKMHETUYECKUX AaHHbIX.
Heob6xoanmocTb c60pa TOKCMKOKMHETUUYECKUX AaHHbIX BO BCEX MCCNEeA0BaHUAX MOXET OTCYyTCTBOBaTb, W AN
OLLeHOK LenecoobpasHocTu cbopa aTUX AaHHbIX cneayeT pyKOBOACTBOBATbLCHA Hay4yHbIM noaxogom. O60CHO-
BaHMe HeobxoAMmMOoCcTM cbopa TOKCMKOKMHETUYECKUX AAaHHbIX U 06BbEM OUEHKM CUCTEMHONM 3KCMO3ULMKU Npu
OTAENbHbIX UCCNEeA0BaHNSAX TOKCUYHOCTM A0/DKHbI OCHOBbIBATbCS Ha TMOKOM nocTaguinHOM noaxone v MHAW-
BUAYANbHbIX PELEHNAX, MPUHUMAEMBIX C LLeNbio NOSyYeHNUs L0CTAaTOUYHOMW MHGoOpMaLmnm ANa OLEHKU pucka u
6esonacHocTu.

TuwaTtenbHoe ulyvyeHne abcopbumnm, pacnpegeneHns, metabonumsma n BbiBeJeHNe BellecTBa Heobxoau-
MO ANA MHTepnpeTauun faHHbiX hapmMakonormnyecknx U TOKCMKONOrMYeckux nccrneposaHnin. N3yyeHue pac-
npefeneHns B TKAHAX KPUTUYHO ANA NOJydYeHUs mHdopMauuy 0 pacnpefesieHum n acCuMunsaumy BelecTsa
nvnn metabonutoB, 0CO6GEHHO B CBS3M C MOTEHUMaNbHbIMWU caiiTamu AelcTBUA; 3Ta MHOpMaunUs MOXeT
6bITb MONe3Ha A1 NNaHUpoOBaHUA TOKCUKOMOTMYECKNX U (hapmMaKonormyeckux nccnefoBaHuii n ons uHtep-
npeTaunm pesynbTaToB 3TUX 3KCNEPUMEHTOB.

B ctpaHax EC, AnoHun n CLUA nmeeTcsa obuee cornacne o HeobxoaMmocT NpoBefeHUs uccneposa-
HUA pacnpefeneHna B TKaAHAX NpyY OAHOKpPaTHOM BBeJEeHUW Bel,ecTBa, KOTOpoe ABMAETCA 4YacTbio AOK/IUNHU-
Yeckol nporpammbl. TW UCCMEe[0BaHMA YacTo AalT AOCTAaTOUYHY MHopMaLlmio 0 pacnpeseneHnn B TKaHAX.

Ha cerogHsWHWIA AeHb He CyulecTByeT cOriacoBaHHOro TpeboBaHusa o NPOBEeAEHUN UccenoBaHnin pac-
npefesnieHnsa BeliecTBa B TKaHAX Npu MOBTOPHOM BBefeHWW npenapata. OfHaKo B onpefesieHHbIX cnydaax
oLeHKa pacnpegeneHus nocse NOBTOPHOrO BBEAEHUS MOXET AaTb BaXHY MHopmMaumio.
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HAUVMWOHANBbHBIN CTAHAOAPT POCCUMCKOWMW SGEALEPALUNMN

NEKAPCTBEHHBIE CPEACTBA /14 MEANUWHCKOIO NMPUMEHEHWA

JOKNNHNYecKmne TOKCUKOMOrnyeckme u (*)apMaKOKI/IHeTI/l‘-IeCKI/Ie nccnepoBaHusa 6e3onacHoCcTun

Medicines for medical applications. Nonclinical toxicology and pharmacokinetic studies of safety

[ata BBegeHna — 2016—07—01

1 O6nacTtb NpUMeHeHUsA

HacToawmii cTaHgapT pacnpocTpaHsaeTcs Ha TOKCUKOKMHEeTUYeCKne UCCefoBaHnsa B paMKax paspaboT-
K1 fIeKapCTBEHHbIX NpenapaTos, nNpeAHasHauYeHHbIX 47151 MeAULUHCKOro NpUMeHeHns. B HacTosiLem cTaHgap-
Te TOKCUKOKMHEeTMYEeCKNE UccnefoBaHns 03HaualT noslyyeHne papMakoKMHETUYECKUX AaHHbIX B paMKax npo-
BeAeHUss nporpamMbl AOKIMHUYECKUX TOKCUMKOJIOTMUYECKUX UCC/eAOoBaHUin unu B cneunanbHo NIaHupyeMblixX
LOMOSIHATE IbHBIX WCC/ef0BaHUSAX C Lie/ibl0 OLEHKM CUCTEMHOWN 3KCMO3MLMM AeiCTBYOLLero Bewectsa. ITu
[laHHble MOTyT 6biTb MCNONb30BaHbI AN WHTEpnpeTauun TOKCUKONOTMYECKUX AaHHbIX U UX 3HAYMMOCTU ANs
BOMPOCOB K/IMHUYECKOW 6e30nacHOCTH.

CTaHfapT pacnpocTpaHseTcs Ha TOKCMKOKMHETUYECKME UCC/ef0BaHUs, NPOBOAUMbIE B pamkax TOKCU-
KO/TOTMYECKUX nccnefoBaHuii. Takme TOKCUKOKMHETMUYECKME UCC/IEA0BaHUSA B pamMKax HacTosILEero ctaHaaprta
Ha3blBATCA «COMYTCTBYOLME TOKCUKOKMHETMUECKME UCC/eoBaHus». Takke cTaHAapT NPUMEHUM K npouec-
cam noslyYyeHust TOKCUKOKMHETUYECKUX AaHHbIX B pamMKax ApYrux A0NOJIHATE bHbIX NOAAEPXMBAIOLIMX Ucce-
[LOBaHW1, NPOBOAUMbBIX NMYTEM UMUTALMMN YCNOBUIA TOKCUKOSTOTUUYECKUX UCC/IE0BaHUA.

2 TepMUHbI 1 onpeaeneHns

B HacToswem cTaHfapTe NPpUMEHEHbI criefyolime TePMUHbI C COOTBETCTBYIOLWUMN ONpeaeneHnsaMu:

2.1 aHanuT (analyte): Xumnyeckoe Bew,ecTBO, KO/IMYECTBEHHO onpeaenseMoe B GMOIOTNMYECKNX
cpepax.

2.2 matpuua (cpena) (matrix): KpoBb, nnasma, Moya, CbIBOPOTKA KPOBMW, kakas-nmbo apyras XuaKocTb
UNKN TKaHb, B KOTOPOI MPOBOAMTCSA KO/IMYECTBEHHOE OnpefeneHune.

2.3 conyTCcTBylOWMNE TOKCUKOKMHETNYECKME UCCNenoBaHUA (concomitant toxicokinetics): Tokcuko-
KMHeTMYeckue nccnefoBaHns (M3MepeHuns), BbIMOHAEMbIE MPU TOKCUKOKMHETUYECKOM nccnenoBaHnm nmbo y
BCEX XUBOTHbIX, TMGO B penpe3eHTaTUBHON rpynne uan oTAEeNbHON AOMNOSHUTENBHOW Fpynne XUBOTHbIX.

2.4 peiictBne (exposure): flelicTBue, onuceiBaemoe hapMakoKMHETUYECKUMI NapameTpaMiy 1 OKasbl-
BaeMoOe UCMNbITYyeMbIM BeLLeCTBOM W/unau ero metabonurtamum B BUAE MECTHbIX WAW CUCTEMHbIX TOKCUYECKUX
3(h(PEKTOB HA UCMbITYEMBIX XMBOTHbIX. [10Waab No4 KPpUBOW 3aBMCMMOCTU KOHLEHTpauun B 6M0N0rnveckoi
Xunakoctn n spemenn (AUC) n/vnn cogepxaHue 3TUX BeELWECTB NPU OXMAAaeMOi MaKCMManbHON KOHUeHTpa-
U B MOMEHT BpemeHn CTax uav npu Kakom-To ApYrom BblI6GpaHHOM MOMeHTe BpeMeHun CMimetsaBnaTca Hau-
60/s1€e 4acTo MCNOMb3yeMbIMM NapameTpamu. [lpyrne napameTpbl B OTAEMbHbIX CAyvasx MOryT 6biTb 6onee
afeKBaTHbIMU.

2.5 MOHUTOPUHI (monitor): OT60p He6ONbLLOro KonuyecTsa NPo6 GMONOrMYeckol Xugkoctun (Hanpwm-
mMep, 1—3) B TeyeHne BBedeHUA npenapata Anga onpegeneHnsa CArte”unu Crax.

2.6 npodunb (profile): OT60p (Hanpumep, 4—8) NpPo6 GMOMOTMYECKON XULAKOCTU B TeYEeHWe BBEAEHUS
npenaparta gnsa onpegeneHna CAte“unum CTtax 1 nnowagn nog KpMBoin KoHueHTpauus — Bpems (AUC).

2.7 ponosiHuTesNibHble Tpynnbl (satellite): Mpynnbl nabopaToOpHbIX XWBOTHbIX, BK/IKOYEHHbIE B MaH
nccnenoBaHna npu nposegeHUnM TOKCUKONONrMY4eCcKoro mnccnenosaHunsa, noaseprawwpmeca aHanorm4yHbiM npo-
ueaypam v cogepxawmecs B UAEHTUYHBIX YCIOBUAX, Kak U NabopaTopHble XUBOTHbIE B OCHOBHOM uCCNeno-
BaHWN, HO UCMNOJIb3yEeMble TOJIbKO AJ19 TOKCUKOKMHETUYECKOTO UCC/Ief0BaHNS.

M3paHne ocuuymanbHoe
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2.8 noggepxunBarolee nccnegoBaHue (nogaepxka) (support): B KOHTEKCTE TOKCMKOJ/IOTUYECKOro uc-
cflefoBaHUA — 060CHOBaHWe WKW NMOATBEPXKAEHME Nj1aHA TOKCUKONOrMYECKOro UCC/e0BaHUA B OTHOLIEHUN
hapmakoKMHeTU4ecKnx 1 metabonnyecknx NpuHUMNOB. [laHHbIi NpoLecc MOXeT BKYaTh 2 3Tana:

a) noagTBepXAeHne npy NPUMEHEHUN TOKCUKOKMHETUYECKMX NPUHLMMNOB TOrO, YTO Y XUBOTHbIX B UCC/e-
JoBaHUM focTuranacb COOTBETCTBYHOLLAA CUCTEMHAs 3KCNO3ULMA BBOAMMOrO Belectsa (cM. 3.4) n/wnu ero
MeTabo/IMToB;

b) noATBEpPXAeHMe Toro, 4To MeTabosmyecknii NPounb y UCMONb30BaHHbIX BUAOB N1a60paToOPHbIX XW-
BOTHbIX SIB/IAETCA NPUeM/IeMbIM; NoAAepxuBalowme gaHHble 06bIYHO NosyvalT U3 MeTabosiMyeckux uccne-
[OBaHUN Yy XNBOTHLIX W YenoBeka.

2.9 Banmpauunsa (validate): B KOHTeKCTe aHa/IMTUYECKO MEeTOAUKM — onpefesieHne npaBuibHOCTU,
NPeyn3noHHOCTN, BOCNPOU3BOAUMOCTU, (PYHKUMN OTKAMKA (IMHERHOCTM) U CNeyndUUYHOCTN aHanMTU4YecKoi
MEeTOAMUKM C Yy4eTOM mncciegyemoin 61onornyeckoi XnNAKoCTn U KOJIMYECTBEHHO ONpeAesisemMoro aHanura.

3 LleniM TOKCUKOKMHETUYECKUX UCCNeloBaHnii 1 nccneayembie napaMmeTpbl

OCHOBHOI LeNIbl0 TOKCUKOKUHETUYECKUX WCC/Ie0BaHU SBNSIETCA ONMcaHWe CUCTEMHOW 3KCmo3uuuu
BELWeCcTBa, AOCTUTaeMoll y XXUBOTHbIX, U €e CBSA3WN C BBOAWMOI [030i U ANUTENbHOCTbIO TOKCUKOMOTMYECKOro
nccnepoBaHus.

K BTOPUYHBIM LeNsiM nccrefoBaHNs OTHOCATCS:

- yCTaHOB/EHNE CBSI3U, AOCTUTHYTOl B TOKCMKOJ/IOTMYECKOM MCCNefoBaHWM CUCTEMHON 3KCMO3ULUKM, C
TOKCUKOMTOTMYECKUMU AAaHHBIMWU W YYeT B OLLeHKE 3HAYMMOCTM 3TUX JaHHbIX A1 KNUHUYEeCKon 6e30nacHoCTH;

- pononHuTenbHoe obocHoBaHne (pasgen 2) Bbibopa BUAOB /1abopaTOPHbLIX XXUBOTHLIX N PEXMMOB A0-
3MPOBaHUA B AOK/INHNUYECKNX TOKCUKONMOTMYECKUX NCCea0BaHUsX;

- NoflyYyeHne UHgopmaunmn, Kotopass BMECTe C TOKCMKOTOTMYECKUMU faHHbIMU MOXET 6biTb UCNO/b30Ba-
Ha AN NaHUPOBaHWUS MOCAEAYIOWMNX AOKANHNYECKUX TOKCUKONOTMYECKUX NCCNef0BaHNA.

JTW Uenn mMoryT 6bITb AOCTUTHYTbI C MOMOLLbIO pacyeTa of4HOro 1 6onee hapMakoKMHETUYECKMX napa-
MeTpoB (NpumevaHue 1) U3 AaHHbIX U3MEPEHWUI, OCYLWECTBNSIEMbIX Yepe3 NpuemMaemMble NPOMeEXYTKU Bpe-
MEHW B TeYeHMe NPOBEeAEHUs OTAENbHbIX UCCeA0BaHUA. DT faHHble O6bIYHO BK/OYAKT KOHLEHTpauuu B
nnasme KpoBu (MM B LEbHOI KPOBMW, WAW B CbIBOPOTKE KPOBM) MCXOAHOTO AEelCTBYHOLW,Ero BewecTsa n/mnm
ero MetabonmnToB 1 AO/KHbI BbIGMPATLCA ANA KaXA0ro UccnefoBaHma nHaneuayansHo. laHHsle AUC, CTax u
C(time) B nnasme (M1 B KPOBU, WM B CbIBOPOTKE) AABMSAOTCA Hambosiee 4acTo UCNOAb3yeEMbIMU NapamMmeTpamu
NPW OLEHKE CUCTEMHOI 3KCMNO3ULMUKN B TOKCUKOKUHETUYECKUX UCCNefoBaHusX. NS OTAEeNbHbIX KOMMNOHEHTOB
6yneT 605ee NpuemMneMbIM pacuyeT AeNCTBUS HA OCHOBE KOHLEeHTpauuii HecBsi3aHHbIX (C 6GesikaMu KpoBu),
CcBOOGOAHbIX BELW,EecTB.

MpumeyaHne 1— OB60O3HAYEHWSA N UX ONPELENIeHNss COr/TacHO AOKYMEHTY «PyKOBOACTBO MO 0603HAYEHUAM,
YpaBHEHUSAM 1 TepMuMHam B hapMakokmHeTuke» KomuTteTa no hapMakOKMHETUYECKON HOMeHkatype AMepuKaHCKOro
Konnemka KnvHuyeckoi dpapmakonorun, dunagenstus, main 1982:

Crax — makcumasibHas (N1koBas) KOHLEeHTpauus;

C(ure) — Makcuma/ibHasi KOHLEHTpauus B yKasaHHbIA nepuoj BpeMeHu rocfe BBELEHWS OonpefenieHHON [A03bl
npenapara,;

7"Tax — BPEMSI JOCTKEHUSI MUKOBOW MM MaKCMMasIbHOM KOHLEHTpaumy, nocne BBeAeHUs npenapara.

AUC/0_ f4— nnowaab nof KpvBOA 3aBUCMMOCTU KOHLIEHTpaLyM 1 BPEMEHN OT HyNns [0 BpemeHu t. Cneayet oTme-
™ITb, 4To AUC (0 — 6ecKOHEYHOCTb) ABNSIETCS 0CO6LIM criydyaem AUC (0—t).

Jpyrve napameTpbl, HanpuMep 3KCKPeLWs C MOYOW, MOryT 6biTb 60siee NMpuemsieMbl AN HEKOTOPbIX
BelwecTs. [pyrue npousBoAHble NnapameTpbl, Takue kak 6Mof0CTYNHOCTb, Nepuos nosyBbiBeAeHus, dpakums
nnu cBo6oAHOe BeLLecTBO, 06bEM pacnpefeneHnsi, MoryT 6biTb MH(HOPMATUBHBIMU AN1S1 UHTEpnpeTauny Tok-
CUKOKMHETUYECKUX AaHHbIX. TakuM 06pa3om, BbIGOP NapaMeTpoB U BPEMEHHbIX WHTEpPBA/oB cieAyeT NpoBO-
OVUTb MHAMBUAYANBHO ANA KaXAO0ro c/iyyas, ¢ y4eToM 06U mMX NPUHLMNOB, yKa3aHHbIX B pasgesne 3.

3Tn JaHHble MOryT 6bITb NMOJYYEHBI Y BCEX XUBOTHbIX, BK/HOUEHHbIX B TOKCUKOJ/IOTMYECKOE UCC/efoBa-
HUE, y penpe3eHTaTUBHOW TPYNMbl XWBOTHbLIX, B OTAE/MbHbIX rpynnax (4.5 u pasgen 2) unv B OTAE/bHbIX UC-
CNnefoBaHUsIX.

ToKcuKO/IOrMyeckne nccnefoBaHuss MoryT 6biTb 3(h(PEKTUBHO MOAKPENEHbl TOKCUKOKMHETUYECKON WH-
¢hopmManmeii, BkIoYas nccnefoBaHus Npu OfHOKPATHOM U MHOTOKpPaTHOM BBEJEHUWM npenaparta, ucc/iefoBa-
HUAX PEenpPoAYKTUBHON TOKCUYHOCTU, KaHL,ePOreHHOCTU M TeHOTOKCUUYHOCTU. TOKCUKOKMHEeTMYecKas nHgopma-
UMs MOXeT Takxe 6biTb UCNOJ/Ib30BaHa NpU OLEHKe BO3MOXHbIX NPOGAEM Npu NpeanaraeMom N3MEHEHUU NyTu
BBE/ZleHUs npenapara.
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4 O6uwme NPUHUMNbI NSIAaHUMPOBAHUSA TOKCUKOKMHETUYECKUX UCCNea0BaHWA

4.1 BBepgeHune

B HacTosiwem pasfgene npuBefeHbl 06LWMe NPUHLKUNBI, KOTOpble crefyeT BbIMOMHATL NpU naaHupoBa-
HUN OTAE/bHbIX UCCMef0BaHui.

Cnepyet OTMETUTb, YTO €C/IN TOKCUKO/I0TUYeckne nccnepoBaHna NPpoBOAAT B COOTBETCTBUM C MPUHLMN-
namu Hagnexatuwen naéopatopHoi npaktuku (GLP), To n conyTcTByrOW e TOKCUKOKMHETMYECKME MUCCNefoBa-
HUS TakKXe A0/HKHbI COOTBETCTBOBATb TpeboBaHMAM GLP. ECniM TOKCUKOKMHETMYECKNEe nccnenoBaHust Heob6xo-
OWMbl 01151 OL,EeHKM 6e30MacHOCTU npenapaTta M OLeHMBalTCs PEeTPOCNEKTUBHO MO NaHy, obecnevynBarlemy
UMUTaLMI0 3TUX UCCNeA0BaHNN Kak TOKCUKOIOTUYECKMX, TO OHM TaKXe A0/HKHbl COOTBETCTBOBATbL TpeboBaHuU-
am GLP

4.2 KonnyecTBeHHOe onpeaeneHne CUCTEMHOM aKCNo3uumum

KonnuecTBeHHOe onpejenieHne CUCTEMHOW 3KCNO3MUMKU BelecTBa obecneynBaeT OLEHKY ero BO3gei-
CTBUSA Ha BblOpaHHble BUAblI NabopaToOPHbIX XUBOTHbBIX M MOMOTaeT Npu UHTepnpeTaLun CXOXeCTU 1 pasnnmuni
TOKCUYECKOTO 3ppeKTa y pasHbIX XMUBOTHbIX, MPU pasHbIX A03ax W Nose XUBOTHbIX. CUCTEMHAsS 3KCMO3ULUSA
MOXeT ObITb BblpaXeHa B KOHLEHTpaLuumn BelecTsa B naasme (CbIBOPOTKE Uan Kposu) unm B Buge AUC OoCHOB-
HOro BeuiecTBa U/Mnn meTabonnToB. B HEKOTOPBLIX Cnyvyaax uccnenoBaHua MoryT ObiTb NPoOBeAeHbl C Lenbio
nccnenoBaHns KOHUEHTpauuii BewecTB B TKaHsAX. lMpu naaHUpoBaHWM TOKCMKOOTMUYECKUX MccrefoBaHui
CUCTEMHAas 3KCMo3mums M Ao303aBUCUMbI 3achdrekT y nogein npu tepaneBTMYECKUX Ao3ax BewectBa (Mam
oXugaemblid, UNN YCTAHOB/IEHHbIN) A0/MKHbI paccMaTpMBaTbLCS C LiefIblo AOCTMXKEHUA COOTBETCTBYHOLWErNO Aeli-
CTBUS NPV pas/inyHbIX A03ax B UCCEA0BaHNAX Ha nabopaTopHbIX XUBOTHbIX. [O/KHA YYNTbIBATLCA BEPOSAT-
HOCTb pasnuunii papmakognHaMU4Yecknx napaMeTpoB Bew,ecTBa (MM KauyeCTBEHHbIX, UMW KOIMYECTBEHHbIX)
Yy pasninyHbIX BUAOB N1abopaToOpPHbIX XXUBOTHbIX.

dapmakoguHamuyeckne Unm Tokcudyeckne apekTbl Takke MOryT NoaTBEpAUTb Ha/INUME CUCTEM-
HOW 3KCMO3ULUM WU faxe 3aMeHUTb (apMakoOKMHeTWYeckne napameTpbl B onpepesieHHbiX 06CTOfA-
TenbCcTBaXx.

TOKCUKOKMHETUYECKUA MOHUTOPUHT UM NOCTPOEHNE TOKCUYECKOTO Npodhnasa nNpu nccnenoBaHnsx 4OSX-
Hbl NOATBEPXAATb, YTO YPOBEHb CUCTEMHOW 3KCMO3ULMM BblN 4OCTUTHYT B XO4€ UCCNeLOBaHUS, a Takke Cry-
XWUTb CUTHANIOM A1 TOKCMKOJ/IOTa O BO3MOXHbIX HEJIMHENHbIX, [0303aBUCUMbIX M3MEHEHUAX, KOTOPbIE MOIN
UmeTb MecTo (nNpumedaHue 2). TOKCUKOKMHETUYECKME AaHHble MOryT obecneunTb 6onee UHoOpMaTUBHOE
CpaBHEHWE [aHHbIX, MOMYYEHHbIX Ha pas3HbiX BUAAX XWBOTHbIX, YEM MPOCTOE COMOCTaB/ieHMe gosa/macchl
Tena (MAn nnowajib NOBEPXHOCTU Tena).

MpnmeyaHne 2 — YBenyeHue ,D,eVICTBVIﬂ MOXEeT I'IpOI/I30I7ITVI HeOoXngaHHO BCcneacremne HEe/IMHEHOW KNHEeTK-
KN, 06yCI'IOBI'IEHHOl7I HacblILLeHneM npoLecca BbiBeeHNs BeLLecTBa 13 opraHnsma. YBesimyeHune AeVICTBVIFl MOXET TakKke
Ha6ﬂ}0,anbCF| B X04e nccnenosaHna Bewects, KOTOpble MMEKT CyWeCTBEHHO ,Cl,]'lVIHHbIVI nepunog nosnysbiBegeHNA. Ocoboe
BHMMaHMe cnenyet O6an.LaTb Ha BeLlecTBa C BbICOKMMM 3HavyeHusAMn Crax, LOCTUraeMbIMU 3a OTHOCUTENIBHO KOPOTKOEe
BpemMsA npu BBedeHun npenapata. A HaO60p0T, HEeOXNngaHHO HU3KOoe lCl,el\/'ICTBl/Ie MOXEeT Ha6ﬂ}0,£l,aTbCF| npn mnccnenosaHnn
BCneacTteme aytTonHaykumm q[)epMeHTOB, y4yacTByrOWUX B MeTabonmame BellecTBa.

4.3 O60CHOBaHNE BpeMeHHbIX UHTEpPBasIoOB A1 0T60pa NnabopaTtopHbIX NPo6

YacToTy BpEMEHHbIX UHTEpPBaA/iOB ANns cbopa 6MONOTMYECKUX XUAKOCTEN B CONMYTCTBYWOLWMUX TOKCU-
KOKMHETUYECKUX MCCNefoBaHUAX crepyeTt onpeaensatb No UMelLlencs Heo6xXxoAUMMOCT, HO He ycTaHaB-
nnBaTb UX C/ZINWLUKOM 4YacCTbiIMU, yToO6bl HE OKa3blBaTb B/IUAHUSA Ha HOpMaﬂbeIVI Xon MCCﬂe,D,OBaHMVI nnn
He Bbl3BaTb HeXenaTtesbHblli hU3M00rnYecknii ctpecc ansa nabopaTtopHbIX XUBOTHbLIX (MpumeyvaHue 3).
B kaxAoM uccnefoBaHUM KOMYECTBO BPEMEHHbLIX OTPE3KOB AOJ/HKHO ObiTb afekBaTHO 060CHOBaHO ANd
onpegeneHns cucTeMHol akcnosunumm (4.2). O60CHOBaHME AO/MKHO 6a3MpoBaTbCs HA KUHETUYECKUX AaH-
HbIX, NONTYYEHHbIX U3 paHee NMPOBEAEHHbIX NCCNef0BaHN TOKCUYHOCTU, U3 MUMOTHBIX UCC/IeA0BaHNA nu
uccnepoBaHnii Mo onpejesieHN0 guanasoHa [03, U3 OTAesIbHbIX MCC/eAoBaHWin Ha TOM e 6uonormye-
CKOWl mMopaenu unn Ha Aapyrux 6MoNorMyeckux mMopgensax, No3BoNsoWMUX NpoBecTM 060CHOBAHHYK 3KCTpa-
NoNAUNI AaHHbIX.

MpumeuyaHue 3 — Ecnm o6pasLbl GMOMOTMYECKUX XUAKOCTE/ OTOMPAIOTCS M3 OCHOBHOW TpyMMbl XUBOTHBIX,
cnefyet onpeaenuTb, GyAeT M 0T6Op NPo6 OCYLLECTBASTLCS Y BCEX XUBOTHbIX, MOJyYaloLyX Npenapar, ¥ KOHTPOJ/IbHOM
rpynnbl, YTO6bI 06ECNEUUTH OAMHAKOBbIE YC0BUS PaboThbl C XUBOTHBIMU, UM 06pasLibl GyayT 0TGUPATLCS Y pernpeseHTa-
TVUBHbIX TPyNn OAVWHAKOBOrO pasmepa.
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4.4 YcTaHOBNEHWe 003 ANs1 AOCTUXEHUS afieKBaTHO CUCTEMHOI aKCcrno3uumum

YcTaHoBNEHNE [,03 B TOKCUKOMOTMYECKMX UCCNef0BaHnAX, Kak NpaBuio, onpeaenseTca TOKCUKonornye-
CKUMW AaHHbIMU U hapmakoguHammuyeckmumm agphekTamm, HabnwgaemMmbiMm y NabopaTopHbIX XUBOTHbIX. Of-
HaKo yKa3aHHble HWKEe TOKCUKOKUHEeTMYECKNE NMPUHLMNbLI MOTYT 6bITb MCNO/Ib30BaHbl A4/ YCTaHOBMNEHWA [,03.

4.4.1 YpoBeHb HU3KUX [03

Mpn HU3KMX Jo3ax, NPeanoYTUTENIbHO Ha YPOBHE OTCYTCTBUA TOKCM4YecKoro agpchekta (npumevanue 4),
CUCTEMHAs 3KCNO3MLMSA Ha XMBOTHbIX B /I060M TOKCUKOMOrMYECKOM uccnefoBaHWW OyAeT OAMHAKOBOW uan
NIMWb HE3HAYNTENbHO NpeBbIWAaTh MakCMMasibHbli YPOBEHb, OXUAAEMbIA (UM YCTAHOB/IEHHbIN) Y NALMEHTOB.
Mpn3HaHO, YTO 3TOT MAeasbHbIA YPOBEHb He BCerga AOCTUXMUM M YTO HU3KME [03bl YacTo ciefyeT onpeaensTb
no uccrefoBaHNi0 TOKCMKOMIOTUN; TEM HE MEeHee cUCcTeMHas aKCNo3uuus fo/KHa 6biTb onpefeneHa.

MpumeyaHne 4— BpgaHHOM KOHTEKCTE YPOBEHb «A03bl, HE OKa3bIBaKOLLEN TOKCMYECKOro adhdrekTa» (03HavaeT
TO e, YTO ypoBeHb [03bl 6e3 Habngaemoro NobouHoro adhdekTa) onpedensieTca kak fosa npenapara, npyv KOTOpoW
MOryT HabnaaTbCA HeKoTopble hapmakosiornyeckne apekTbl, HO NOGOYHLIN 3PEKT HE 0OHAPYXEH.

4.4.2 YpoBeHb MPOMEXYTOUYHbIX 403

[JencTBne npu BBEAEHUM MPOMEXYTOYHbIX A03 OyAeT, Kak npaBwuno, NpeacTaBfsATb COOTBETCTBYOLLEE
MHOrogpaktopHoe (i pakyMoHHOE) aeincTBue npu 6osiee HU3KUX (N 6osiee BbICOKMX) A0O3ax, B 3aBUCU-
MOCTMN OT Liesieli TOKCUMKONOrM4ecKoro nceiefoBaHus.

4.4.3 YpoBeHb BbICOKUX [03

YpOBEHb BbICOKUX [,03 B TOKCUKOMOTMYECKUX UCCNefoBaHnaxX OyaeT, kak npasuno, onpefensatbCsa TOKCU-
KONOrMYeCcKMMn faHHbiMn. OfHaKO CUCTEMHAs 3KCMOo3nLmusa, gocTuraemas npu UCnosib30BaHHbIX f03ax, 4OJIX-
Ha 6bITb OLEHEHA.

Korpga Tokcukosiornyeckme faHHble NnokasblBalT, YTO abcopums BelecTBa orpaHnynsaeT geiicTBue uc-
XO[HOro BeuiecTBa u/mnm ero MeTabonuToB (NpuMevaHue 5), HaMMeHbLIAa A03a BelLecTBa, Bbi3biBAKOLWLETO
MaKCUMasnbHbI/i CUCTEMHbIN 3D EKT, A0/MKHA ObiTb NPUHATA B KAYECTBE «BEPXHEW» UCNob3yeMoi 403bl (KOr-
Ja He npuMeHsieTcs Apyroe orpaHMyeHne no gosam, npumevaHue 6).

Cnepyet KpaliHe OCTOPOXHO MHTEPNPeTMpoBaTb TOKCMKO/IOTMYECKME AaHHble, NOJy4YeHHble B UCCe[o-
BaHuax (no6oro Buaa), Korga BblbpaHHble A03bl AAOT HEIMHENHbIE KWHETUYECKMe AaHHble (npumedyaHue 2).
OfHaKo HenuHeliHble KMHETUYEeCKMe AaHHble He 06s3aTeflbHO NPUBOAAT K OrpaHvyYeHunio 403 B TOKCMKOMO-
rMYecknx MCccrefoBaHUAX WAW K MPU3HAHWI0 HEeLO0CTOBEPHOCTW MOJIYYEHHbIX AaHHbIX; TOKCMKOKMHEeTUYeCKne
JaHHble MOryT OoKasaTbCsl OYeHb UHAPOPMATUBHLIMU B 3TON CUTyauun AN OLEHKM CBA3M MexXAay A0301 W Cu-
CTEMHOW 3Kcnosnuuei.

MpumeyvyaHune 5— B AaHHbIX yCI0BUAX AO/HKHO ObIiTb YCTAHOBEHO, YTO abcopbumsa npeacTasnisieT coboi npo-
Llecc, NMMMUTUPYIOLWNIA CKOPOCTb YBE/IMUYEHWST KOHLEHTPaLMM BelecTBa B OMOMOTMYECKON XNAKOCTH, U OrpaHUYeHns no
[JeicTBMI0 BBOAVMOTO BELLECTBA HE CBSI3aHbl C YBE/IMYEHHLIM K/IMPEHCOM.

MpumeyaHue 6— lNpenenbl, yCTAHOB/EHHbIE HA COOTBETCTBYHOLLME 0GHEMBI Mpenapara, KoTopble MOXHO BBO-
[NTb XVNBOTHBIM BHYTPb, MOTYT OrpaHNuMBaTh YPOBHM 03, 4OCTUraeMbIX AJ1s1 OTHOCUTENBHO HETOKCUMYHbLIX BELLECTB, BBO-
ANMbIX XXVUBOTHLIM B BUAE PACTBOPOB WU CYCMEH3UIA.

4.5 MpoaoNXNTeNibHOCTb OLEHKN CUCTEMHOM QKCMNMo3nynmnm B TOKCUKOJTOTUYHECKNX
nccrniegoBaHuUAX

B TOKCMKONOIMYECKUX UCCNEA0BaHUSAX CUCTEMHYI 3KCMO3MLMI0 ClieflyeT OLeHUBaTb HA COOTBETCTBYIO-
WEeM KOSIMYecTBe /1a60paTopHbIX XUBOTHbLIX U 3KCNEPUMEHTAsIbHLIX Fpynn (MpumedyaHue 7) ANAS NONyvYeHUs
[aHHbIX, OCTATOUYHbIX A1 OLEHKU pucKa.

MpumeuyaHue 7 — YacTo cunTaloT HeLeecoo6pasHbIM NMPOBOAUTL aHaIM3 MPOG, OTOMPAEMBIX Y XMBOTHbIX
KOHTPOsIbHbLIX rpynm. Mpo6bl MOryT GbiTb 0TO6PaHbI M 3aTeM NPOAHaIM3NPOBaHbI, eC/M ByAET SICHO, UTO 3TW AaHHbIE MOTyT
MOMOYb B MHTEPMpeTaLum TOKCUKO/IOTMYECKUX AaHHbIX WK NPY Ba/iAaLMM aHa/IMTUYECKO METOANKM.

ConyTcTBylOLWME TOKCUKOKMHETUYECKNE fAaHHble MOTyT GbiTb MOJTYYEHbl WM Yy BCEX, WU Yy penpeseH-
TaTUBHOI BbIGOPKM NaBGOPATOPHbLIX XUBOTHbLIX, MCMOMb30BaHHbLIX B OCHOBHOM MCCNeAoBaHWW UM B cneuu-
anbHbIX OTAE/bHbIX rpynnax (CM. pasgen 2 u npumedaHve 4). Kak npaBuno, npo6bl 4751 NOSyYeHUss TOKCUKO-
KMHETUUYECKNX JaHHbIX MOTYT COBMPATLCS Y XXMBOTHbIX OCHOBHOIO UCC/Ie0BaHUSA, €CNIN UCNONb3YHT KPYMHbIX
XWBOTHbIX, HO NPX UCMNOMb30BAHUN MEJIKUX XUBOTHbIX (TPbI3yHbl) MOTYT NoTpe60BaThCA OTAENbHbIE TPYNMbI.

KonnuecTBO XMBOTHbLIX, Y KOTOPbIX OTOGUPAT Npo6bl, AO/KHO 6biTb MUHUMANbHO HEOGXOAUMbLIM ANS
MoslyyeHuss afekBaTHbIX TOKCUKOKMHETUYECKUX AaHHbIX. [Mpy MCNONb30BaHUU B UCC/EAOBAHUMN XWUBOTHbIX
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060X NOMOB, Kak MPaBu/io, CUCTEMHYI0 3KCMO3MLMI0 ONpeaensioT Y XXUBOTHLIX 060MX MOMOB, 3a UCK/TOUYEHU-
eM cfiyuyaeB, Korfa Takasi npaktvka 060CHOBAHHO Mpu3HaHa HepauuoHasIbHOWA.

MonyyeHne TOKCUKOKMHETUYECKNX AaHHbIX He 06a3aTefibHO TpeGyeTcs BO BCEX MCCMef0BaHNUsIX pasHol
NPOAOIKUTENIBHOCTU, €C/IN PEXUM [03MPOBaHUSA 3HAUUTENIbHO HE M3MeHsieTcst (M. 5.3).

4.6 Mewatouwme hakTopbl NpU MHTEpNpeTaLnMm CUCTEMHO 3KCMO3nLmn

HecmoOTps Ha BbllWeNpUBEAEHHbIE PEKOMEHAALMN N0 OLEHKE CUCTEMHOW 3KCMO3uuun u nHhopmaTus-
HOCTb 3TUX AaHHbIX A/ UHTepnpeTauun pe3ynbTaTtoB TOKCUKOIOTMYECKNX UCCMEA0BaHNIA U CONOCTaBNEHUS C
AeCcTBMEM Yy YesnioBeka, cnegyet OTMETUTb HECKO/IbKO 06Wwux npobnem.

BuaoBble pasnnunsa B cBA3bIBaHUM C 6enKaMu, TKAHEBOU NPOXOAUMOCTbIO, XapakTepucTukax peuenTto-
poB 1 MeTabonm3ame A0/XHbI YYUTbIBATLCS NPU aHanuse AaHHbiX. Hanpumep, npu uccrnegoBaHnn BELLECTB C
BbICOKMM YPOBHEM CBsi3blBaHUSA C 6enkaMy 60/ee npuemsieMblM MOXET 6biTb MCMNO/b30BaHME KOHLUEeHTpawuii
cB060AHOr0 (HECBA3AHHOIO) BellecTBa. Takke MelawlWnMy oLeHKe pakTopaMn MoryT 6biTb oapmMakonoru-
yeckasi akTUBHOCTb MeTabo/IMTOB, TOKCMKOIOTnYeckme apdpekTbl META60/IMTOB U @HTUTEHHOCTb BUOTEXHOO-
rmyecknx npenapatoB. Kpome TOro, cregyet NOMHUTb, YTO AaXe MNpu OTHOCUTENIbHO HU3KUX KOHLEHTpaUMsX
BelecTBa B Nja3me KPOBU BbICOKME YPOBHU M3y4yaeMoro Belw,ecTBa U/unm ero MetaboiMToB MOryT oGHapyxXu-
BaTbCS B OTAE/IbHbIX OpraHax uam TKaHsaX.

4.7 MyTb BBEAEHUA

CTtpaTternss TOKCUKOKMHETUYECKMUX MCCNnepoBaHuii ANs MCMNOMb30BaHUA anbTepPHATUBHbLIX NyTei BBepe-
HUSA, HanpuMep NyTeM WHranAuuin, MecTHOro NPMMEHEHUS WAN NapeHTepanbHOro BBeAEeHMUs, AO0/HKHA OblTb
OCHOBaHa Ha (hapMaKOKMHEeTUYECKNX XapaKTepucTuKax BeLLeECTBA, BBOAMMOro npegnonaraemMmbiM nyTem.

MHorga 6biBatoT cnyyvam, korga BO3HMKaeT HE0H6X04AMMOCTb MCNOb30BaTb HOBbI NyTb BBEAEHUS NneKap-
CTBEHHOrO npenaparta; Hanpumep Npu HavyasbHOI pa3paboTke npenapat co3gaBasncsa Ans npuema BHYTpPb, a
BNocneAcTBuMn 6Gbl1I0 MPUHATO pelleHue pa3pabaTbiBaTb nNpenapaT A/ BHYTPMBEHHOIO BBeAEHUs. B Takmx
cnydasix noTpebyeTcs NpoBeAeHUe OUEHKM 3HAYMMOCTU U3MEHEHUS NyTW BBEAEHMS Ha napameTpbl 6e3onac-
HOCTW MpenaparTa.

OTOT Npouecc MOXeT BK/1loYaTb B Ce651 CpaBHEHME CUCTEMHOW 3KCNO3ULMKN BellecTBa u/unu ero metabo-
nntoB (AUC n Ctax) y ntogein, nosyyeHHbIX Npu Cyw,ecTByoWeM U npegnonaraeMom nyTax BBedeHus. Ecnu
npy HOBOM MyTW BBeAeHMS Habnwpgaetcsa ysenmyeHme AUC un/mnm Ctax uanm uamMeHeHus nytu metabonusma,
BO3MOXHO, NoTpebyeTcsi NEPECMOTP UMEKLLMUXCSA TOKCUKOIOTMYECKUX U KUNHETUYECKUX AaHHbIX, MOay4YaeMblX
B MCCMeA0BaHUAX Y XNBOTHbIX. ECAM cucteMHass akcnosuuua npu npegsaraeMoM HOBOM MyTW BBeAEHUS He
SIBNSETCA CYLW,eCTBEHHO BbllWE WAM APYrO/i B CPaBHEHWW C CYLECTBYHLMM NyTeM BBegeHUs, To Torga Ao-
NOJSTHATE/IbHbIE [OKIMHUYECKME TOKCMKOMOTMYECKUEe WCCefoBaHNss MOTYT 6biTb MOCBSALWLEHbI UCC/IEA0BAHUIO
MECTHON TOKCUYHOCTH.

4.8 Onpegenenne metabonnTos

OCHOBHOW LeNbio TOKCUKOKMHETUUYECKUX WCCefOBaHWA ABASIETCS OnucaHue CUCTEMHOW 3KCno3vuuu
BBOAUMOIO BeLLEeCcTBa, AOCTUraeMoro y nabopaTopHbiX XUBOTHbIX. OAHAKO CYW,eCTBYKT c/yyau, kKorga ms-
MepeHue KoHueHTpauun meTabonuToB B niasMe wauM Apyrux 6M0ON0rmyecknx cpepax senserca 0coB6eHHOo
BaXHbIM NPV NPOBEAEHNN TOKCUKOKUHETUYECKUX nccnenoBaHuin (npumedyaHme 8), ecnu:

- nuccnegyemoe BeLLECTBO SIBMAETCA «MNPOJSIeKapCTBOM» U Moslydyaemblii MeTabonuT cuntaeTcsi OCHOB-
HbIM Ae/CTBYOLWNM BeL,EeCTBOM;

- Bel,ecTBO nojsepraeTca metabonusmy ¢ obpasoBaHuem OAHOro U 6onee hapmakonornyeckm unm
TOKCMKONOTMYECKN aKTUBHbIX MeTabo/InTOB, KOTOPbIE MOTYT OKa3aTb 3HAYMTENIbHOE B/IMSHUE Ha peakuuto op-
raHoB/TKaHel;

- BBOAMMOE BELLECTBO MOABEPraeTcs OYeHb 3HAUYUTENIbHOMY MeTabonM3My W onpejesieHne B nnasme
AN TKaHAX KOHLEHTpauuii OCHOBHOIO MeTabosMTa NpeacTaBfisieTcsl eAUHCTBEHHbIM BO3MOXHbIM CMOCO6G0OM
onpefeneHnss CUCTEMHON 3KCMO3NLUM NOC/e BBEAEHUA npenaparta XMBOTHbIM B TOKCMKOIOTMYECKUX uccre-
foBaHuAx (NnpumeyaHue 9).

MpumeuyaHne 8 — M3mepeHne KOHUEHTpauuii MeTabonmnToB MOXET ObiTb OCOGEHHO KPUTUYHBLIM, ecnu Tpeby-
eTcA JOKYMeHTauus AelicTBUA Ha MeTaboNnThbl Y YesloBeKa B MPOBOAMMBIX AOK/TMHNYECKUX TOKCUKO/IOTMYECKUX Ucceno-
BaHWsIX, C Lie/bo AEMOHCTPaLMN aeKBaTHOrO TOKCMKOIOTMYECKOro UCCNef0BaHNs 3TMX MeTaboIMToB.

MpumeyaHue 9 — MNpuU3HAHO, YTO M3MEPEHNE METAGOIMTOB B PamMKax TOKCUKOKMHETUYECKOrO WUCC/efoBaHUs
obecneynBaeT TO/bKO OLIEHKY AECTBUS U He MOXET OMUCHIBATL BO3MOXHbIE PEAKTUBHbIE MPOMEXYTOUHbIE METABONNTLI.
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MpumeuyaHune 10 — Pexumbl A03MPOBAHMS BK/OYAIOT [03bl, COCTaBbl, NyTb BBEAEHWSI U YacTOTy BBEAEHUS
npenaparta XVWBOTHbIM.

4.9 Ctatnctnyeckasa oueHka gaHHbIX

JaHHble N0O3BONAIT MPOBECTU pPENPE3EHTATMBHYK OLEHKY AelicTBus. O4HaKo, yunTbiBas BEPOATHOCTb
60NbLIOK MEXIPynnoBOW U BHYTPUIPYNNOBOI BapnabenbHOCTN KMHETMYECKUX NapaMeTpoB U HEBGO/bLIOE KO-
NINYECTBO XUBOTHbIX, UCMO/b3YEMbIX ANA NOSYYEHUS TOKCUKOKMHETUYECKNX AaHHbIX, KaKk NpaBusio, BbICOKUI
YPOBEHb NPELM3NOHHOCTM He TpebyeTcs. CrefyeT NpeaycMOTPeTb BblYMC/IEHUE CPEAHUX 3HAYEHUA Unu me-
AnaH 1 ypoBHA BapnabenbHOCTN, HO B HEKOTOPbLIX CAy4Yasax UHAMBUAYANbHbIE AaHHble MO KaXAO0My XUBOTHO-
MY MOFYT 6bITb 60/1€e BaXHbl, YeM 06pabOoTaHHbI CTATUCTUUYECKNIA aHannu3 rpynnol.

Mpn npoBepeHun npeobpasoBaHWs fAaHHbIX (Hanpumep, sorapugmMuyeckoro), ob60CHoOBaHWE 3TOro
LO/DKHO ObITb NpeacTaBneHo.

4.10 AHanUTN4Yeckne MeToAuKU

NHTerpaumns hapmMakoKMHeTUYeCcKNX nUccnefoBaHunii B TOKCUKONOrMYeckue nccnepoBaHna npegnosara-
eT npeABapuTesibHyl0 pa3paboTKy aHaIUTUYECKMX MeTOAMK, KOTopble crieAyeT NMOCTOSHHO aHanuM3nMpoBaTb B
OTHOLWEHUN BbIBPAHHbLIX aHANIMTOB U cped, No MepPe NOJyYeHUs faHHblIX 0 MeTabon3mMe BeLW,ecTBa U BULOBbIX
pasnuunsx.

AHanuTuyeckme MeToauKK, UCNOMb3yeMble B TOKCUKOKMHETUYECKUX NCCNenoBaHUAX, AO/DKHbI o6nagathb
CNeundmnYHOCTbI0 B OTHOWIEHUN OMPEAEensieMoro BelecTBa, a Takke COOTBETCTBYOLWEN MPaBU/IbHOCTbIO U
NPeun3noHHOCTbI0. Mpenen KoNMYeCcTBEHHOIO O6HapPYXeHUA [O/KEH OblTb AOCTATOYEH A/ NPOBEAEHUS U3-
MepeHunii B ananasoHe KOHUEeHTpauuii, oXXugaeMblix Npy NoayYeHUN TOKCUKOKMHETUYECKUX AaHHbIX.

Bbi6op aHanuTa u cpeg (MaTpuy), KOTopble Nogsexar uamepeHuto (6nonornyeckne XMAKocTn unm Tka-
HW), AO/KEH ObiTb ONMCaH, U BO3MOXHOE Mellawliee AelicTBME 3HLOTEHHbIX KOMMOHEHTOB B KaXAOM Buae
06pas3yoB (0T KaXAOro BMAaa) AO/HKHO ObITb M3yveHO. Mnasma, CbIBOPOTKA WAWN LeNbHasi KPOBb ABASAKTCSA, Kak
npasBnio, OCHOBHbIMWU CpefamMu, UCNosb3yeMbIMU NMPU TOKCMKOMOTMUYECKUX NCCIe0BaHUSX.

Ecnu nekapcTBeHHOe BeLleCcTBO MNpeacTaBaser cob0il pauemart WinM APYryld CMeCb 3HAHTUOMEPOB,
[O0J/IKHO 6bITh CAenaHo fONoAHUTEeIbHOEe 060CHOBaHMe Bbibopa aHanuTa (pauemaT WM 3HaHTUOMEPHDI).

AHanuT n cpepa, uamepsieMble B AOKTUHUYECKUX UCCNEeA0BaAHUSAX, B naeane JO/MKHbl BblTb TakKUMU Xe,
KaK U B KIMHUYECKMUX UCCNepoBaHuax. Ecnm B fOKAMHUYECKUX U KIIMHUYECKUX UCCNEeA0BaHUAX UCNOMb3YIOT
pas/sinyHble aHaIMTUYECKNE METOAMKMN, TO OHU A0/DKHbI GbiTb COOTBETCTBYOLWMM 06pa3oM NpPoBasiMANPOBaHbI.

4,11 OTYETHOCTb

Heob6xoamMmo npeAcTaBUTb NOAPOOHLIA OTYET O MOJIYYEHHbIX TOKCUKOKMHETUYECKUX AaHHbIX, COAEepXa-
WMiA TakkKe OLEHKY pe3ynbTaToB M UX UCNOMb30BaHUE B MHTepnpeTauun TOKCUKOMTOTMYECKUX AaHHbIX.

Takxe OTYeT LOJIXEH COoAepXaTb ONUcaHne aHaIMTUYEeCKUX METOAMK UK CCbIJIKY Ha Hero. Takxe A0/X-
HO 6bITb NpPMBeAEHO 060CHOBaHUE BbIGOpa aHanM3MpyemMoro aHanuta u cpegbl (cMm. 4.8. n 4.10).

Pa3melleHne oTyeTa BHYTPU PErMCTPaLMOHHOIO A0oCbe GyAeT 3aBUCEThb OT CNELUMMUYHOCTI JaHHbIX AN1s
KakKoro-m6o TOKCUKOMOrM4eckoro uccnefoBaHns Uan Nx 4ONOMHUTEIbHOTO cTaTyca A/ Bcex TOKCuKoornye-
CKMX nccnenoBaHuii.

5 OCo06eHHOCTM TOKCUKOKMHETUYECKUX UCCNefoBaHUi Npy pa3/indHbIX BUAAx
TOKCUKOMIOIMMYECKNX nccregoBaHuin

5.1 BBegeHue

Ha oCHOBaHMM BbILWEN3NOXEHHbIX MPUHLMNOB TOKCUKOKMHETUUYECKUX UCC/EAOBAHU UMetTCs onpepae-
NeHHble 0CO6EHHOCTM UX NPOBEAEHUs NPV pasfIMYHbIX BUAAX TOKCUKOMOTMYECKUX UCCNefoBaHuii. YacTtoTa
MOHUTOPWHTA AeiCTBUS U NPOQUNS MOXET 6biTb YBENMUEHA UMK COKpalleHa Npu Heo6X0A4MMOCTMU.

MoxeT noTpe6oBaTbCsi 0T6OP NPO6 TONIbKO OT ONpeAesieHHbIX OTAEsbHbIX XUBOTHbLIX, €C/IM 3TO MOXET
MOMOYb B MHTEpRpeTauun TOKCUKONOTnYecknx adhpekToB, HAGMOAABLUNXCS Y 3TUX XUBOTHbIX.

5.2 TOKCUKO/IOrnMyeckne mccrefoBaHns nNpyv ogHOKpPaTHOM BBeAeHUM npenaparta

3TN nccnepoBaHKst 4YacTo NMPOBOASAT HA OYEHb PaHHUX CTaAMsIX pa3paboTku JIeKapCTBEHHOro npenapaTa
o Toro, Kak 6blfla paspa6oTaHa GuoaHanuMTMUYeckas MeToAWKa, W, C/iefoBaTesibHO, TOKCUKOKUHETUYECKMit
MOHUTOPUHT B 3TUX MUCCNEA0BaHUAX, KaK NpaBuno, HeBo3MoxeH. O6pasLbl nasMbl MOXHO O0T6MpaTh B TaKMX
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nccnenoBaHuUaX U XpaHWTb AN NociedywlUnx aHann3oB, ec/im Heo6XxoaMMo; B 3TOM c/lyyae noTpebytoTcs
npuemaemble faHHble No CTaGU/IbHOCTM aHanMTa B COXpaHeHHbIX o6pasuax.

C apyroii cTOpoHbl, BO3MOXHO NpOBeAeHne fOMNO/THNTE IbHbIX TOKCUKOKMHETUUYECKUX UccneaoBaHuii no-
c/e 3aBeplleHuss uccnefoBaHus Npu O4HOKPATHOM BBeAeHWW npenapata C Leflblo NosyYeHnss OTBETOB Ha
onpegeneHHble BONPOCHl, BO3HUKLINE MPU aHanm3e pe3ynbTaToB MCCefoBaHus.

PesynbTaTbl U3 KMHETMYECKUX WCC/efoBaHUii C OAHOKPATHbLIM BBEAEHMEeM npenapaTta MOryT MOMOYb
B BblGOpe cocTaBa npenaparta M B NMPOrHO3MPOBAHWUM CKOPOCTU U ANUTENbHOCTU AeWCTBUS B NMPOMEXYTKax
MeXay BBeLeHUsIMU npenapaTa. Takke OHU MOTyT 6blTb UH(DOPMATUBHbLI NPU BbIGOPE COOTBETCTBYHOLWUX 4,03
4Ns nocneaywmx nccienoBaHuii.

5.3 Tokcukonoruyeckme nccecnegoBaHnAa ¢ MHOTokKpaTHbIM BBeOEHMEM NMpenaparta

Bbi6op pexuma [o3MpoBaHUsA 1M BUAOB N1abopaToOpHbIX XUBOTHbLIX CeAyeT NPOBOAMTbL BO BCEX BO3MOX-
HbIX ClyYyasax ¢ y4eTom chapMakogMHamMnUUYecKnx u hapMakoKMHETMUYECKUX NMPUHLUNOB. dTo TpeboBaHNe MO-
XeT 6blTb HEBbINO/IHUMO /11 CaMblX NEpPBbIX WCCAEA0BaHWUN, KOrga HW AaHHble M0 XWBOTHbIM, HU LaHHble
hapMakoKMHETUKUN Yy NtOAENA elle He NOJyYeHbl.

TOKCUKOKMHETUYECKNE MCCNefoBaHNs cnefyeT COOTBETCTBYHOLWMM 06pa3om BK/OYaTb B NiaaH Uccieno-
BaHUi. OHM MOTYT BKAKOYaTb NOCTPOEHME NPOUASA CUCTEMHOM 3KCMO3MLNUM N MOHUTOPUHT (CM. pasgen 2) npu
npuemMaemMoM YpoBHe [03 B Hayane u 6/mxe K KOHLY nepuoja BBeAeHUs npenaparta npu NepBoM UcCCeno-
BaHMM C MHOTOKpaTHbIM BBeAeHMeM npenaparta (npumedaHue 11). Mpoueaypa, yctaHaBnmBaemas ans 6onee
no3AHUX uccnepoBaHunii, 6yaet 3aBMceTb OT pe3y/nbTaToB NEPBOr0 MccriefoBaHUss U OT NHO6bIX U3MEHEHWN B
npegsiaraeMom pexume [03MpoBaHWs. MOHUTOPUHT WK NOCTPOEHMEe NPOgUNA MOXET GbiTb PACLIMPEHHbIM,
COKpalWeHHbIM 1AM MoaucULMpoBaHHbIM ANA ONpeAeneHHbIX BEWecTB, ecnu npu WHTepnpertauun 6onee
PaHHUX nccnepoBaHWini BO3HUKAN NPO6GeMbl.

MpumeyaHne 11 — MNpPOAO/HKNTENBHOCTL NEPBOrO UCC/IEA0BAHNSA C MOBTOPHbLIM BBEAEHVWEM f03bl, BK/OYal0-
LLIETO MOJTyYeHMe TOKCUKOKMHETNYECKMX AAHHBIX, Y BCEX BUAOB XMBOTHbLIX COCTaBMSIET, Kak NpaBuio, 14 agHeli nnm 6orblue.

5.4 T'eHOTOKCHYECKNEe nccnenoBaHnd

Mpy oTpuuaTesibHbIX pesysbTaTtax FeHOTOKCUYECKMX WUCCefOoBaHUin in vivo cnepgyeT nNpoAeMOHCTpU-
poBaTh CUCTEMHYI 3KCMO3MLMIO HA UCMNO/Mb30BAHHbLIX BUAAX XWBOTHbLIX UMM MOMYYNTb OXapakTepusoBaHHOe
feiicTBUE B TKAHAX — WHAMKATOpPax TOKCUYHOCTMW.

5.5 ViccnepoBaHus OHKOreHHOCTU

5.5.1 O6uwune nccnegoBaHns UNu nccneaoBaHnsa B AnarnasoHe 03

COOTBETCTBYIOLLMIA MOHUTOPUHT B 3TUX UCCMEA0BaHUAX cnefyeT NPOBOAUTL C LENb0 NOyYEHUS TOKCU-
KOKUHETUYECKNX AaHHbIX, KOTOPble MOryT MOMOYb B MJlaHMPOBaHMUM OCHOBHbIX uccregoBaHuin (5.5.2). Ocoboe
BHMMaHWe cnenyet yaenAatb suaam U NNHUAM, KOTOpPblie He OblIN BK/OYEHbI B paHHMEe TOKCUKOo/Iormyeckmne
nccnenoBaHnda, U nytTam nan MmetogamMm BBeAeHUA, KOTOPble UCNONb30BasiuCb BNepBbie.

Oco60e BHUMaHMe crnegyeT o6paTuTb Ha MOJyYeHME TOKCUKOKMHETUYECKUX AaHHbIX, Korga BBefeHue
npenaparta NpoBoAAT BMecTe C KOpMOM (npumedaHue 12).

MpumeyuyaHue 12— JlonosHUTESIbHbIE NCCEA0BaHNS MOTYT NOTPEGOBATHLCS C LIE/bI0 CPAaBHEHWS AeACTBIS NpU
BBeZEHWM BELLeCTBa B COCTaBe MULLYM WM YEPE3 XeYAOUHbI/ 30HA WK APYTMMU NYTSMW BBEAEHUS, OT/IMYAIOLMMUCS OT
nyTeld, NpeAnofaraemMbix B MeAULVHCKON NPaKTUKe.

TOKCUKOKMHETUYECKNE AaHHble MOryT MOMOYb B BblGOpPE [03 Ha OCHOBE MH(OpPMauMKM O KIMHUYECKOM
CUCTEMHOW 3KCMO3MLUUN M B CAyYasix C HEJIMHEHOW KMHEeTUKoi (CM. npumeyaHue 2), KOTopble MOTyT 3aTpy-
HATb MHTepnpeTaunto faHHbIX UccaenoBaHns.

B npuHuune, ugeanbHbli NnaH uccnepoBaHua OyneT obecneunBatb MOSyYEHME MPWU UCMOb30BaHUM
Bbl6paHHbIX A03 AN OLUEHKM OHKOTEHHOCTW AManasoHa 3HAUYeHWIn CUCTEMHOW 3KCMo3uuuu, KOTopble MHOTO-
KpaTHO MpeBbIWAaT MakCMMyM TepaneBTUUYECKOro AeiCcTBUS Y YenoBeka. OgHako Npu3HaeTcs, 4YTo 3TOT naea-
NIN3NPOBAaHHbIN BbIGOP 403 MOXET OblTb OCNIOXHEH HEYyCTPaHUMbIMK Npo6emMamMn, 06YCNOBNEHHbIMY BuAaMun
NnabopaTopHbIX XUBOTHbIX. TakuMm 06pa3oM, OCHOBHbI MPUHLWMN, yCTaHaBAMBAEMbI/i HaCTOSLWMM PYKOBOA-
CTBOM, — 3TO HEO6XOAMMOCTbL ONpefesinTb CUCTEMHYH 3KCMNO3MLMI0O UCXOLHOro BeliecTBa u/unm ero meTa-
60/IMTOB MPU NPUEMJIEMbIX A03aX W Ha Pas3NIMUHbIX CTaAMAX OLEHKN OHKOreHHOCTM TakuM o6pas3om, 4TOGbI
pesynbTaTbl UCCMEA0BAHNA MOTMIN OblTb PACCMOTPEHbI C NO3ULUIA NEepCcneKkTUBbl CPABHUTENbLHOTO AeCTBUS
Ha XMBOTHOW MoAenu Wy 4YesioBekKa.
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HawuBbiclwasn fo3a, onpefeneHHas no 3HaHW0 BEPOATHOW CUCTEMHOM 3KCNO3MLUN Y NabopaTopHbIX XK-
BOTHbIX W YesiOBEKA, MOXET ObITb NPUEMIEMbIM KPUTEPUEM MPU TECTUPOBAHMUM BO3MOXHOIO KaHL,EPOreHHOro
nencTeus.

5.5.2 OcCHOBHbIe nccriegoBaHns

Bbibop pexuma [03MpOBaHWA, BUAOB W /IMHWIA nabopaTopHbIX XUBOTHLIX AO/MKEH, WCXO4A U3 uene-
CO06pPa3HOCTH, OCHOBbLIBATLCA Ha MMelLWMXCAa PapMaKkoKMHETUYECKUX N TOKCUKOKMHETUYECKNX daHHbIX. Ha
npakTnke 60NbLWINHCTBO 3TUX UCCAEA0BaHUA NMPOBOAAT HA MbIlIAX W KpbiCax.

Kak ykazaHO BO BBeJEeHWW K HacTosLLeMy pasfgeny, pekomeHayeTcs obecneuntb (NyTeEM MOHUTOPUHTA)
COOTBeTCTBME AEeliCTBUSA, NOy4yaemMoro B OCHOBHOM MWCC/efoBaHuu, NpounamM KMHETUKU B OTAE/bHbIX UAn
crneuunasnbHbIX KCCNefoBaHNAX No onpefesieHnio AnanasoHa f03. Takoli MOHUTOPUHT ByAeT npuemsieM Ha He-
CKONbKUX BPEMEHHbIX CTaAUAX UCCMef0BaHNsA, HO HE cUMTaeTca HEOO6XOAMMbIM €ro nNpoBefeHne nocne 6 mec
nccnepoBaHus.

5.6 VccnepoBaHusi penpoayKTUBHOW TOKCUUYHOCTU

5.6.1 BBegeHue

MpepnoyTUTENBHO MMETb HEKOTOpble AaHHble O (dapMaKOKUMHEeTUKe npenapaTta A0 Hayana uccnepno-
BaHUM peﬂpOAyKTVIBHOVI TOKCUYHOCTU, TaK Kak OHM MOIyT NOMO4Yb B 060CHOBaHUK Bbl60pa Bnaa XXMWBOTHbIX,
nnaHa uccnefoBaHUs M pexuwMoB A03MpoBaHusA. Ha 3Toil ctagnm He TpebyeTcs cneunasibHbIX yray6naeHHbIX
LaHHbIX WAW AaHHbIX, NOAYYEHHbIX Npy 6epemMeHHOCTN unu B nepuog naktauuun. Ha atane aHanvsa pesysb-
TaTtoB MccnefoBaHUs penpoaykKTUBHON TOKCUMYHOCTU 6onee feTanbHasd mHopmaums o hapMakoKMHETUKE B
nepuos 6epemMeHHOCTU UM NnakTauum MoxeT ObiTb HEO6X0A4MMa B 3aBUCMMOCTU OT MOJTYyUYEHHbIX AaHHbIX.

OrpaHnyeHns no AeiCcTBMI0 MpPU UCCNefoBaHUAX PEnpoAYyKTMBHON TOKCUMYHOCTU 06bLIYHO onpefenswTcs
hepTUNbLHON TOKCUYHOCTLI. Takum 06pa3om, XOTH TOKCMKOKMHETUYECKUIA MOHUTOPWHE NPU OLEHKE PenpoayKTUB-
HOM TOKCUYHOCTN MOXET ObiTb MHPOPMATUBHBLIM B HEKOTOPbIX CAy4YasX, 0COOEHHO Npu uccnefoBaHnn BeLWecTs C
HW3KOI TOKCUYHOCThIO, Takne AaHHble 06bIYHO He TpebykTcsa Npu UccnenoBaHuy 60/1bLUIMHCTBA BELLECTB.

B cnyyasx, korga gocTuXeHue afeKBaTHOMW CUCTEMHOIN TOKCMYHOCTM MOXeT 6biTb npob6nemoin Bcnea-
CTBME OTCYTCTBUSA (DApPMaKO/IOTMYECKOrO WM TOKCMYEeCcKOoro 3gpeKkToB, TOKCMKOKMHETUYECKME MPUHLMMBI
06bIYHO NPUMEHSAT ANA onpefefnieHns BO3AeWCTBUSA, OKa3blBaeMOro [030i npenapaTta Ha pas/iMyHbIX cTa-
OVAX penpofyKTUBHOIO npotecca.

Ona cbopa TOKCUKOKUHETUYECKUX AaHHbIX MOTYT OblTb UCMO/Ib30BaHbl OTAE/bHbIE MOATPYNMbl CaMOK.

5.6.2 NccnepgoBaHunsa hepTUibHOM TOKCUYHOCTM

MpumeHAT obwmMe NPUHUMNBLI, UCNOMAb3yeMble ANA TOKCUKO/IOTMYECKUX UCCMef0BaHuin ¢ MHOrokpart-
HbIM BBegeHueM fo3bl (5.3). Heob6xoaMMOCTe MOHUTOPUHIa 3TUX UCccnefoBaHuii ByaeT 3aBuCeTb OT pexuma
[03MpOBaHNA 1 yXe umetuielica nHopmaymm no paHee NpoBefeHHbIM UCCNeL0BaHUAM Y OTAE/IbHbIX BUAOB
XWBOTHbIX.

5.6.3 NiccnegoBaHus npy 6epeMeHHOCTM 1 NakTauum

Pexum no3npoBaHusa B TEYEHUE Nepuoja BO3A4ENCTBUS [O/MKEH ObiTb BbIOpaH C y4eTOM TOKCUKOOTMYe-
CKUX OaHHbIX U CbapMaKOKI/IHeTVILIECKVIX N TOKCUKOKWHETUYECKNX NMPUHLNNOB.

[JomkxHa 6bITb y4TeHa BO3MOXHOCTb TOFO, YTO KMHETMKA NMpPU GEPEMEHHOCTM MOXET OblTb OT/IMYHONW OT
[JaHHbIX Yy He6epeMeHHbIX camMmok.

TOKCUKOKMHETMYECKNE AaHHble MOTYT BK/lOUYaTb OUEHKY BO34eCTBUS HA MaTtky, SMOPUOHbI, NA0A U HO-
BOPOXAEHHbIX B yCTaHOB/IEHHble nepuogbl (MpumedvaHue 13). MoxeT 6biTb M3yyYeHa CEKpeuuss C MOJSIOKOM
AN onpejefnieHUs ee ponun B AeWCTBMM HA HOBOPOXAEHHbIX. B HEKOTOPLIX CUTyaLnsX MOryT noTpeboBaTbCsA
LONOJIHUTENbHbIE UCCNeLOBaHUA ANA U3yYeHUs NiaueHTapHOro nepeHoca BewecTBa aMmbpuoHy/niogy u ce-
Kpeuum ¢ MOJIOKOM.

MpumeyaHue 13 — Cneayet OTMETUTb, UTO, XOTSl BXHOCTb PACCMOTPEHUS MMaleHTapHOro nepeHoca Be-
LecTB, NOCTyNatoLmxX 3MEPUOHY/NoLY, He Bbi3bIBAET COMHEHNS!, HAMBO/Iee YacTO OLEHMBAKT HA NMPAKTUKE B OTAE/bHbIX
1ccnefoBaHusIX AeCTBUE Ha MO M OMUCHIBAIOT KaK «M/laueHTapHbI NepeHocs.

CnegyeT 06paTuTb BHMMaHWe Ha WHTEpPnpeTauuio AaHHbIX OLEHKN PenpoayKTUBHOW TOKCMUHOCTM, Npwu
KOTOpbIX MaLeHTapHblii NepPeHOC BELLeCTBA HE MOXET OblTb NPOLEMOHCTPUPOBAH.

6 dapmakOKMHETUYeCKMe nuccnegoBaHna pacnpenesieHna BellecTBa B TKaHAX

npnm rMmoBTOPHOM BBEAEHUA

6.1 Cnyuan, Korga nccnegoBaHne pacnpefesieHns B TKaHAX Npu NOBTOPHOM BBeAEHWUU BellecTBa cle-
JyeT npoBecTu:
8
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1) ecnun pacnpepeneHve B TKaHSAX NpU OQHOKPATHOM BBefeHWW npegnonaraet 3HaUUMTENbHOE MpPEBbI-
LeHne WCTUHHOTO nepuofa MNoslyBbIBEAEHUA UCMbITYEeMOro BewecTBa (UW/unm metabonuToB) B opraHax uam
TKAHSIX B CPABHEHUN C UCTUHHbIM MEPMOAOM NOJyBbiBELEHUS Belw,ecTBa B Nja3Me KPOBU, a TakkKe ec/in OH
60nee YeM B fijBa pas3a npeBbllaeT UHTepBaN BBeLEHNS BEWECTBA B TOKCUKOMTOTMYECKNX UCCNefoBaHUSX, TO
nccnefoBaHve pacnpejesnieHuss B TKaHAX NPy NOBTOPHOM BBELEHWUU MOXET OblTb HE06X0AUMO;

2) ecnn ypoBeHb «nnaTo» BeuwecTBa/MeTabonnTa B KPOBEHOCHOW cuUcTeMe, onpegeneHHblii B papma-
KOKMHETUYECKMX WM TOKCMKOKMHETUYECKUX MUCCNefoBaHUsX MpU NOBTOPHOM BBEAEHWW, 3HAUYUTEsSIbHO npe-
BbllIAET MPOTHO3MPYEMbIE AaHHbIE, BbIYWC/IEHHbIE MO pe3y/bTaTaM KMHETUYECKUX MccnefoBaHuii nNpu oaHo-
KpaTHOM BBEeAEHMM, Torga uccrefoBaHue pacnpefesieHnsi B TKaHAX Npyv NOBTOPHOM BBEAEHUM MOXET ObITb
Heob6xoaumo;

3) B cnyvasnx, korga HabnwpalTcs rMcTonatosiornyeckue U3MeHeHus, KpUTUYeckne A5 OLEeHKn 6es-
0NacHOCTU uccNefyeMbiX BELLeCTB, U KOTOpPble He 6bl/i MPOTrHO3UMPYEMbIMU MO AaHHbIM KOPOTKMX TOKCUKO-
NIOTMYECKNX MccnefoBaHuii, uccnefoBaHuii pacnpeneneHuns BelecTBa B TKAHAX NPU 04HOKPATHOM BBeAEHUN
N hapMako/IorMyecknx nccrefoBaHuin, gaHHble UCCef0BaHUsA pacnpegesieHnss BelecTBa B TKaHSAX Mpu no-
BTOPHOM BBEAEHUU MOTYT MOMOYb B MHTEpNpeTauuy aTuX gaHHbix. NccnenoBaHns fO/MKHbI ObITb CROKYCUPO-
BaHbl Ha opraHax Wau TKaHsaX, KOTopble NOABEPIr/INCL NOBPEXAEHNAM;

4) npn paspaboTke (hapMaleBTUYECKMX NpenapaTtoB ANa cneynduyeckoin AOCTaBKM K MeECTy opraHa-
MULLIEHWN UCCNefoBaHne pacnpegeneHnss B TKaHAX NP NOBTOPHOM BBEAEHUWN BeLLeCTBA MOXET ObiTb HEOOXO-
AVMo.

6.2 MnaH 1 NpoBefeHWe NccnenoBaHUii pacnpegesieHnst B TKaHSAX NpyY MOBTOPHOM BBEAEHWU

Llenm gaHHbIX uccnenoBaHuii MoryT 6biTb 4OCTUTHYTHI NMPWU NOMOLWM PafaMoaKkTUBHbLIX BELECTB UK allb-
TepHaTUBHbLIX METOA0B, 06/1a4alLWnX AOCTATOYHON YYBCTBUTENbHOCTLI U CNEeLMUYHOCTLIO.

YpoBeHb A03 1 BUAbl NabopaTopHbIX XMWBOTHbIX CAefyeT BblOMpaTb C yyeTOM npobaembl, 06ycnoBuB-
e NpMHATUE pelleHus o NpoBeAEeHNN UcCNefoBaHna pacnpefeneHnss B TKaHsSX Npyv NOBTOPHOM BBEAEHUM.

[aHHble paHee npoBefeHHbIX dapMaKOKMHETUYECKUX N TOKCUKOKMHETUYECKNX UCCeA0BaHUN LOMKHbI
ObITb MCMOMb30BaHbl NPV BbIGOPE NPOAO/HKUTENBHOCTU BBEAEHUA A03 MPU UCC/EAO0BaHUAX pacnpegeneHus
B TKAHSIX NPV NOBTOPHOM BBegeHuMu. OgHa Hepdens BBeAEHUS 06bIYHO CYMTAETCA MUHUMasbHbIM Npuemse-
MbIM Nepuofom. Bonee gnnTenbHbI Nepnos MCMONb3YT B CAyYasix, Korga KoHUeHTpauus BeuwiecTsa u/mnm
ero metabonmMToB B KpoBu/nnasme He gocturaeT «nnato». Kak npasBuno, nepuog BBefeHus 6onee 3 Hepdenb
cuMmTaeTca HelenecoobpasHbIM.

CnepyeTt paccMoTpeTb M3MeEpPeHNE HEM3MEHEHHOTO BellecTBa W/navM ero MetTabonnToB B opraHax u Tka-
HSIX, B KOTOPbIX Habn4aeTcs UX MHTEHCUBHOE HaKOMJIeHWe, WM ecnu faHHOe U3MepeHue cuuTaeTcs Heob-
XOAMMBIM ANS NPOACHEHUS MEXaHM3MOB OPraHHOW TOKCMYHOCTH.

6.3 3ak/itoyeHune

WccnepoBaHus pacnpefesneHnss B TKaHSIX NMpU NOBTOPHOM BBEAEHWU ABAIOTCS BaXHbIM KOMMOHEHTOM
nporpaMmMbl 4OKAUHUYECKOTO KMHETUMUYECKOro uccrefoBaHus. ANs 60MblUMHCTBA BELeCcTB, Kak npasBuio, Wc-
cnepoBaHue pacnpefeneHvsl B TKaHAX NpU OAHOKPATHOM BBeAEHWU C [OCTATOYHOW YYBCTBUTENbHOCTbIO U
cneuuduyHocTblo 6yfeT o6ecneumBaTb NMPOBefEeHUE afeKBATHOW OLEHKU pacnpefesieHusi B TKaHAX U Bbl-
AB/IEHNA MOTeHLMana no akkymynsuuu uccregyembix BelecTs. CnepoBaTtesnibHO, UccnefoBaHue pacnpege-
NeHUsi B TKaHAX Npu NOBTOPHOM BBeAEHWM MOXeT 6biTb Heo6XO4MMO, TOSIbKO €eC/iM A0CTaTOYHble AaHHble
He MOryT 6biTb MOMyYeHbl U3 APYrMX UcCC/efoBaHWii. ViccnenoBaHUsi ¢ MHOTOKpPATHbIM BBEAEHUMEM MOTYT MO-
Tpe6oBaTbCs B ONPeAeNieHHbIX Cy4yasX, Ha OCHOBAHWUMW AaHHbIX OAHOKPATHbLIX WCCEef0BaHWi, TOKCUKOMOTN-
UeCKMX W TOKCUMKOKMHETUYECKMX MCCefoBaHuil. ST ucciefoBaHMs MOryT notpeboBaThbecs AN BELWECTB C
WCTVHHBIM A/IMHHBIM NEPUOAOM MOJYBbIBEAEHUS, HEMOJHLIM BbIBEAEHUEM WN HEOXWAAHHBIMWU OpPraHHbIMU
TOKCUYeckumMu adpdpektamu. MaaH v NPoAO/IKUTENbLHOCTL MCCNeAoBaHWil pacnpeaeneHns B TKaHAX npu no-
BTOPHOM BBEJEHWUM A0/KHbI ONpeAensiTbCs MHAMBUAYANLHO 418 KaXA0ro ciydas.



FOCT P 56702—2015

Buénuorpacusa

[1] Code S1C Carcinogenicity: Dose Selection for Carcinogenicity Studies of Pharmaceuticals
[2] Code S5A Detection of Toxicity to Reproduction for Medicinal Products

10



FOCT P 56702—2015

YAK 615.038:615.012/.014:615.2:006.354 OKC 11.120
19.020

KnwoueBble cnoBa: nNekapCTBeHHble CpencTBa, AOKNNHUYECKNEe UCCcefoBaHnsa, TOKCUKONOTnYyeckne mncecnepno-

BaHWsl, (hapMaKkoKMHETMUYECKNe UCC/ef0BaHUsA, UccnefoBaHns 6e30MNacHOCTU, K/IMHUYECKUe UCCefoBaHus,
rocyfapCcTBeHHas peructpayus



Pepaktop "'H. CumoHoBa
TexHunyeckue pegaktopsl B.H. MNpycakosa, N.E. YepenkoBa
Koppektop E.M. lNonsayeHko
KomnbloTepHast BepcTka I.B. CTpyKoBoi

CpgaHo B Habop 15.10.2019. MoagnucaHo B nevats 30.10.2019. dopmat 60 * 841/g.  [apHuTypa Apuan.
Yen. ney. n. 1,86.  Yu.-u3g. n. 1,60.

MoAroToBNEHO HA OCHOBE 3/1EKTPOHHOI BEpcuM, NpefoCTaBeHHoN pa3paboTurkom cTaHaapTa

A «fOpwucnpyaeHums», 115419, Mocksa, yn. OpmkoHnkuase, 11
www.jurisizdat.ru  y-book@mail.ru

CosgaHo B eAMHUYHOM ncnonHeHun Bo Pryrn «CTAHOAPTUH®OPM»
NS KOMMeKToBaHnA defepasibHoro MHoPMaLMOHHOTo (hoHAa CTaHAapPTOoB,
117418 MockBa, HaxumoBckuin np-T, 4. 31, k. 2.
www.gostinfo.ru  info@gostinfo.ru


https://meganorm.ru/Data2/1/4294849/4294849293.htm
https://meganorm.ru/mega_doc/norm/gost_gosudarstvennyj-standart/24/gost_13856-87_gosudarstvennyy_standart_soyuza_ssr_semena.html
https://meganorm.ru/Index/52/52810.htm
https://meganorm.ru/Data2/0/4294846/4294846660.htm
https://meganorm.ru/Data2/0/4294819/4294819203.htm

