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OO0 yrBepxkneHnH PykoBoACTBa IO JOKIMHUICCKAM HCCICHOBAaHUAM 0€30I1aCHOCTH B IEIAX
IIPOBEICHHS KIIMHUYECKUX MCCIEAOBaHU ¥ PETHCTPAIMH JIEKAPCTBEHHBIX IPENapaToB

Pemenne Konnerun EBpazuiickoii s5koHOMUYECKOW KOMHUCCUU OT 26 HOosi0pst 2019 roma Ne
202.

B cootBeTcTBUU co cTathelt 30 JloroBopa o EBpa3uiickoM 5KOHOMHUYECKOM COr03€ OT 29
Mmasg 2014 rona, crarbedt 6 CorjameHus O €JUHBIX NMPUHIMIAX U MPaBUIaX OOpaIICHUS
JIEKapCTBEHHBIX CPEJCTB B paMKax EBpa3uiickoro SKOHOMHUYECKOTO COi03a OT 23 nmexadps
2014 roma m nyHkTOoM 15 mepeuHs akToB EBpa3niiCKOW SKOHOMHUYECKOW KOMHCCHH IIO
BOIPOCAM PEryIUPOBAHUS OOIIUX PHIHKOB JIEKAPCTBEHHBIX CPEACTB M MEAUIIMHCKUX W3/IEITHIM
B pamkax EBpasuiickoro skoHomuueckoro cotoza Ha 2017 — 2019 rogsl (mpuioxkeHue K
pacriopsbkennio CoBera EBpasmiickoii skoHOMHYecKord komuccuu "O0 aktax EBpasuiickoit
HKOHOMHUYECKON KOMHUCCHUU IO BOMPOCAM PETYJIMPOBAHUS OOIIMX PHIHKOB JIEKAPCTBEHHBIX
CPEICTB U MEJUIIMHCKUAX W3AEIUNA B pamKax EBpasuiiCKOro 3KOHOMUYECKOTO coro3a" ot 17
mas 2017 r. Ne 15) Konnerust EBpasuiickoil 5KOHOMHYECKON KOMUCCUN PEIIAIA:

l. YrBepauts npunaraemoe PyKOBOJACTBO MO NOKJIMHUYECKAM HCCIEIOBAHUIM
0e30MacHOCTH B IEJAX MPOBEJACHUS KIMHUYECKUX WCCIETOBAHUN U PErucTpaiuu
JIEKapCTBEHHBIX MPEMAPATOB.

2. Hacrosimee Pemienune BcTynaeT B CUIy IO UCTE€YEHHU 6 MECAILEB C AAThl €ro
opUIMATBHOTO OITyOJIMKOBAHUS.

[Ipn 3TOM HCXOIHUTH U3 TOTO, UTO B CIIy4yae, €CIH peain3aius MOJ0KEHUN YKa3aHHOTO
PykoBoacTBa OCYHIECTBIISIETCA B COOTBETCTBUMU C akTaMHM EBpa3niicCKOW 3KOHOMHYECKOW
KOMHCCHHU, TPUMEHEHUE TAKUX MOJ0KEHUN OCYIIECTBISECTCS C JAThl BCTYIUICHUS B CHITY (C

JaThl HA4aJla IPUMEHEHUS) COOTBETCTBYIOIIUX AKTOB.
Ipencenarensr Kownernu

Lo y T. CapkucaH

EBpa3miicko¥f SKOHOMHYECKOH KOMHCCHH

YTBEPXJIEHO
Pemennem Kommernn
EBpasuiickoii 3KOHOMUYECKOU

KOMHUCCHHU
0T 26 HOs10pst 2019 1. Ne 202

PYKOBOJCTBO
[0 JOKIMHAIECKUAM HCCIIEJOBAHAAM 0€30IIaCHOCTH B IENIAX IPOBEAECHUA KIIMHUIECKHX
ACCIICNOBaHMI ¥ PerHCTPAiH JICKAPCTBEHHBIX IIPENapaToB

I. O6mue monoxeHus



1. Henpro HacTosmero PykoBoACTBa sABISETCS YCTAaHOBJIEHUE E€IUHOIO IMOPSAKA
MPOBEACHUS JTIOKJIMHUYECKUX HCCIEI0BAHUI O€30MacHOCTU JIEKApCTBEHHBIX MpenaparoB (
nanee — JAOKIMHUYECKHE UCCIEHOBAHUA) I MX MOCIEAYIOLEld pEerucTpaldd B paMKax
EBpa3zuiickoro skoHoMU4ecKoro corosa. B Hactosiiiem PykoBoAcTBe 0TpaskeHa B3aMMOCBSI3b
MEXAY HEOOXOAMMOCTBIO MPOBENCHUS NOKIMHUYECKUX HUCCIENOBAHUNM M TNPOBEICHUEM
KJIMHUYECKUX MCCIIEJOBAHUM C YUACTUEM YEJIOBEKA.

2. Hacrosimiee PykoBoicTBO HampaBieHO Ha 00ecreyeHue:

Oe301acHoi, ATUUHON pa3pabOTKU U BHEIPEHUS HOBBIX JIEKApPCTBEHHBIX IIPENapaToB;

CBOEBPEMEHHOT'0 NIPOBE/ICHUS KIMHUYECKUX UCCIIE0BAHMT;

COKpalIEHHUs HCIOJIb30BAaHMUS B HCCIENOBAHUAX JIAOOPATOPHBIX >KHUBOTHBIX B
COOTBETCTBUM ¢ mnpuHiunamu 3R (3ameHa, ynydlieHue, cokpaiieHue) (replacement,
refinement, reduction);

COKpAIlleHHUs] HCIIOJIb30BAHUS JIPYTUX PECYpCOB MIpH pa3pabOTKE JEKAPCTBEHHBIX
Ipenaparos.

Heo0xoaumMo y4uThIBaTh BO3MOKHOCTh MCIOJIb30BaHUS HOBBIX aJIbTEPHATUBHBIX 1N VItro
METOJO0B OLEHKH 0€30MacCHOCTU, KOTOpbIE MPHU UX HAJAJEeXalledl BaluJauud U OA00OpEHUHU
YIOJITHOMOYEHHBIMH OpraHaMy (PKCHEPTHBIMM OpraHU3alUsMH) TOCYyJapCTB — YJIEHOB
EBpa3niickoro 3KOHOMUYECKOTO COI03a (Aajiee COOTBETCTBEHHO — rocyaapcrBa-uieHsl, Coro3
) MOTYT 3aMEHUTH CYIIECTBYIOIINE CTAHJAPTHBIE METO/IBI.

3. Hacrtosimee PykoBOACTBO COCTaBICHO B LENSAX TAPMOHHU3ALMM JTOKIMHUYECKUX
UCCIIEOBAaHNI, HANpPaBJIECHHBIX Ha OOOCHOBAHHWE IMPOBEJCHUS KIMHUYECKOM pa3zpabOTKU
JIEKapCTBEHHBIX IIPENapaToB HA Pa3INYHbIX €€ 3Talax.

4. Hacrosmee PykoBOACTBO CONEPKUT YyKa3aHUS OTHOCUTEIBHO BHUJA,
IPOJIOJKUTENBHOCTH U CPOKOB IPOBEAEHUS AOKIMHUYECKHX MCCIEIOBAHUN B KadyeCTBE
000CHOBaHHMS MPOBEJAEHUSA KIMHUYECKUX HUCCIEAOBAaHUM M PETHCTPALMM JEKapCTBEHHBIX
IIpenaparos.

5. JloknuHUYecKasi OlleHKa O€30MacHOCTH JIEKApCTBEHHBIX NMPENapaToB B LENAX UX
perucTpanuy npeaycMaTpuBaeT IpOBEICHUE:

(apMaKoJIOrH4eCKUX UCCIEIOBAHNM;

UCCJIEIOBAaHUN OOILIETOKCUYECKHX CBOMCTB;

TOKCUKOKMHETHYECKUX U TOKIMHUYECKUX (PApMaKOKUHETUYECKUX UCCIIEJOBAHUI;

UCCJIEIOBAaHUN PENPOSYKTUBHON TOKCUYHOCTH;

VICCJIEIOBAaHUI T€HOTOKCUYHOCTH;

OLIEHKHM KaHIIEPOT€HHOI'0 MOTEHIMajda B OTHOIIEHUHU JIEKAPCTBEHHBIX IpenapaTos,
BBI3BIBAIOIINX OCOOBIE OMACEHUS WM MPeIHA3HAYSHHBIX JUIS JUIUTEIHHOTO IPUMEHEHUS.

6. Heo6xoauMocTe NpoBeeHUsl NOKIMHUYECKUX HCCIEJOBAaHUN B LIENAX OLEHKU
(OTOTOKCUYHOCTH, UMMYHOTOKCUYHOCTH, TOKCUYHOCTH HA HEIMOJIOBO3PEIBIX KUBOTHBIX U
CKJIOHHOCTH K BO3HUKHOBEHUIO JIEKAPCTBEHHOW 3aBUCHUMOCTH ONIpPENEHACTCS B
MHIUBUYyJIbBHOM MOPSJIKE.



7. Hacrosmee PykoBoacTBO mpuMeEHsieTCS Ha 3Tane pa3pabOTKU JIEKapCTBEHHBIX
MpenapaToB M COJAEPNKUT oOlHe TpeOOBaHUS K MPOLECCY TOKIMHUYECKON pa3paboTKu
JIEKapCTBEHHBIX mpernaparoB. [manupoBanvne u au3aH JTOKIMHUYECKUX HCCIECIOBAaHUN U
KJIMHAYECKUX HCCIEN0BAHUM C YyYacTUEM YEJIOBEKA OCHOBBIBAIOTCA Ha IOIXOJE,
YAOBJIETBOPUTENBHOM C HAYYHOU M OTHYECKON TOUYEK 3PEHUS.

8. UccnenoBanusi 6€30MacHOCTH OMOTEXHOJIOTUYECKUX JIEKAaPCTBEHHBIX MpernapaTroB
HEO0XO0JAMMO NPOBOAUTH B COOTBETCTBUU C TpeOoBanusMu riaB 5.3 u 5.4 IlpaBun
MPOBEJICHUSI HUCCIEOBaHUI OMOJIOTHYECKUX JIEKapCTBEHHBIX cpeaAcTB EBpaszuiickoro
AKOHOMHUYECKOTr0 COI03a, yTBepkAeHHbIX Pemennem CoBera EBpa3niiCkoil 5KOHOMUYECKOMN
komuccuu oT 3 Hos0ps 2016 r. Ne 89. Ilpu mpoBeneHun uccieaoBaHus 0€30MACHOCTU
OMOTEXHOJIOTMYECKUX JIEKaPCTBEHHBIX MpenapaToB HacTosiiee PykoBOACTBO mpUMEHsETCS
TOJIBKO B OTHOLIEHNUH CPOKOB MPOBEACHUA JOKIMHUYECKUX UCCIEN0BAaHUN B 3aBUCUMOCTH OT
(a3bl KIMHUYECKON pa3pabOTKU OMOTEXHOJIOTMUYECKUX JIEKAPCTBEHHBIX MPENapaToB.

Pe3ynbTaThl HccnenqoBaHuil 0€30MACHOCTH JIEKAPCTBEHHBIX IMPENapaToB, JIUTEIBHO
IPUMEHSEMBIX B MEAUIIMHCKON IPAKTUKE U COAEPKAIINX JEHCTBYIOIIUE BEIIECTBA, JAHHBIE O
JOKJIIMHUYECKOM HCCIIEIOBAHUNA KOTOPBIX OrPaHUYEHBI WM OTCYTCTBYIOT, JOIYCKAaEeTCA
IIPECTABIIATH B COCTABE CMEIIAHHBIX PETUCTPALMOHHBIX JI0ChE JIEKAPCTBEHHBIX IPENapaToB.
CocTaBieHue JOKYMEHTOB O JOKJIMHUYECKUX HCCIENOBAHUAX JJs CMEMIAHHBIX
PErUCTPALMOHHBIX J10ChE JIEKAPCTBEHHBIX NPENapaToB OCYLIECTBIISIETCS B COOTBETCTBUM C
TpeOOBAHUSIMU, COIIIACHO MPHIIOKEHUIO No 1.

9. B nensix onTUMH3alMUA U YCKOPEHUS pa3paOOTKH JIEKAPCTBEHHBIX MPENApaToB IS
JICYCHHUSI )KU3HEYTPOKAIOIINX U TSKEINbIX 3a00JI€BaHU (HATPUMED, paCIIPOCTPAHEHHOTO paKa
, pesuctentHort BUY-undekuuu, coctosiHusi, 0OYCIOBIECHHOTO BPOXIACHHOU
(hepMEeHTaTUBHON HEJO0CTAaTOYHOCTHIO), HE UMEIIMMX 3(PGEeKTUBHON Tepanuu, TOMyCTUM
WHJMBHUIYAJbHBIA MOJIXO0J K TOKCHUKOJOTHYECKOW OIEHKE M KIMHUYECKOH pa3padborke. B
ITUX CIIy4asiX, a TAKKE B OTHOILIECHWH JIEKAPCTBEHHBIX MPENAPATOB, CO3aHHBIX HA OCHOBE
MHHOBALIMOHHBIX TE€PANEeBTUUECKUX METOJ0B (Hampumep, Manoil untepdepupytromeit PHK (
siIRNA) u anplOBaHTHBIX BaKIIMH), B IpOrpaMMe JOKIUHUYECKOTO UCCIETOBAHMS TOTYCTUMO
COKpalleHue, 0TKa3 OT MPOBEICHMS WU J00aBJIEHUE ONpEeNEICHHBIX UcciaeaoBaHui. [[ns
pemieHuss Borpoca 00 00be€Me W3MEHEHHI MpOrpaMMbl JOKJIMHUYECKOTO HCCIEN0BaHUs
HE0OXO0IUMO PYKOBOJICTBOBATHCS MOJIOKEHUSIMH aKTOB opranoB Coro3a B chepe obpaleHus
JIEKapCTBEHHBIX CPEJICTB WM 3aKOHOIATEIbCTBOM IOCYyAapCTB-YICHOB.

10. JoxnumHMYecKue ucciaeqoBaHUsI HEOOXOJUMO MPOBOIUTH C yUYE€TOM TpeOOBaHUIA
nyHKTOB 34 u 35 IlpaBui peructpanvu U 3KCHEPTHU3bl JEKAPCTBEHHBIX CPEACTB IJIs
MEIULNHCKOTO TpUMEHEeHHUs, yTBepxkJeHHbIXx Pemennem CoBera EBpasuiickoit
SKOHOMHUYECKOW Komuccuu ot 3 Hosiops 2016 r. Ne 78 (manee — [IpaBuna perucrpanuu u
AKCIIEPTHU3BI).

11. JIoKIMHUYECKUE HCCIEIOBaHMS, MPOBEACHHBIE 3a NpEeiaMUu TaMOXKECHHOU
tepputopun Coro3a, JOJKHBI OBITH BBIIIOJTHEHBI C Y4€TOM yKa3zaHuil myHkTa 35 IlpaBun



pErucTpanuu 1 3KCIEPTU3BI, a TAKKE COOTBETCTBOBATH HACTOSAIEMY PyKOBOACTBY U Ipyrum
aktam opranoB Coro3a B cepe 0OpallleHHs JICKAPCTBEHHBIX CPEJCTB.

12. ITo BonpocaM, HE yperyJMpOBaHHBIM B HACTOSIIEM PyKoBOACTBE, 3asBUTEIN BIIpaBe
00paTUTHhCA 3a HAyYHOW KOHCYJIbTAIlMEH B YIOJHOMOYEHHBIC OpraHbl (IKCIEPTHBIC
OpraHu3allii) roCyAapCTB-4JI€HOB
B COOTBETCTBHHM C IMyHKTOM 26 [IpaBuin peructpaiii 1 3KCIepTU3BI.

13. Pa3paboTka JeKapCTBEHHOTO TIIpenapara — MO3TalHbI Mpolece,
MpeyCMaTPUBAIONINI OIEHKY JaHHBIX O ero 3(P¢deKTUBHOCTH U O0€30MACHOCTH IS
KUBOTHBIX M uenoBeka. K LensaM TOKJIMHUYECKOW OLEHKH O€e30MacHOCTH OTHOCHUTCS
YCTaHOBJICHHE:

XapaKTePUCTUK TOKCUUECKOTO JEHCTBUS B OTHOIIICHUU OPTraHOB-MUIIICHEH;

3aBUCHUMOCTH TOKCUYECKOTO JCUCTBUSI OT JO3bI;

3aBUCUMOCTH TOKCHUYECKOTO JIEUCTBUS OT IKCIIO3UIINH;

NOTEHIMAIIBHON 00PaTUMOCTH TOKCHYECKOTO IEUCTBHS (B COOTBETCTBYIOLIUX CIydasx).

[TonyueHnHble cBeJEHUSI MCIOJB3YIOT JJIs OIEHKW HaydajJbHOW Oe30macHOM J03bI U
Juarna3oHa /103 B HUCCIEIOBAHUAX C YYAaCTUEM YEJIOBEKA, a TAKXKE A OMNpeaAeseHUus
COOTHOIIEHHUS "MOJIb3a — PUCK' U MapaMeTpOB KIMHUYECKOTO MOHUTOPUHTA MTOTEHIIHAIBHBIX
HeXenaTeabHbIX 3P HEeKToB.

14. JIOKIMHUYECKHE HCCIEIOBAaHMS, HECMOTPS HA OTPAHUYECHHBIA XapakTep Ha
HAaYaJIbHOM dTarle KIMHUYECKOW pa3pabOTKH, MOJKHBI ObITh JOCTATOYHBIMU JJIS OMUCAHUS
MOTECHIIMAJIBHBIX HEXENATEIbHBIX pPEaKIUid, KOTOPhIE MOTYT BO3HUKHYTh B YCJIOBHSIX
000CHOBaHHOTO KJIMHUYECKOTO MCCIIEIOBAHUS.

15. KnuHuueckue HMccieloBaHusl MPOBOJATCS B LEIAX U3y4eHHUS d3(PPEKTUBHOCTU U
0€30MacHOCTH JIEKapCTBEHHOTO Ipernapara, HauMHasg ¢ OTHOCHUTEIbHO HU3KON CHCTEMHOM
AKCMO3ULUM Yy HEOOJBIIOr0 4YHcia CYObEKTOB. 3a HHUMHU CJHEAYIOT KIMHHYECKHUE
HCCIIEIOBaHUsA, B KOTOPBIX AKCIO3UIIMS JIEKAPCTBEHHOTO MpernapaTa yBEJIHMYHBAETCS, Kak
MIPaBUJIO, 32 CUET MPOJIOJDKUTEIIBHOCTH IPUMEHEHHS U (WJIK) pa3Mepa MOMyJIsSIUUA MallieHTOB

16. Knuanueckue ucciaenoBaHus HEOOX0IUMO pacIIUPATh, €CIIH MOITYUYEHbl PE3YJIbTAThI,
MOATBEPAKIAIOIINE JOCTATOYHYIO O€30MacHOCTh JIEKAPCTBEHHOTO Mpernapara B paHee
IPOBEICHHOM KJIMHUYECKOM HCCIEJOBAaHUU (MCCIENOBAHUAX), @ TAaKXKe IMpPU HAIUYUU
JOTIOJIHUTENBHBIX JTaHHBIX JOKJIMHUYECKHX HCCIEeIOBaHUNA 0€30MacHOCTH, KOTOpbIE
CTaHOBATCS JOCTYIHBIMU 110 MEPE BHIMOIHEHUS KIIMHUYECKOU pa3paboTKu.

17. Cepbe3nble HexenaTenbHble 3((PEKThl, BbIIBICHHbIE HA KIMHUYECKOM U (WJIH)
JOKJIMHUYECKOM J3Tamax pa3paOOTKH JEKapCTBEHHOTO Ipernapara, MOTYT IOBJIHATH Ha
IPOJOJDKEHNE KIMHUYECKOM pa3paboTku. B mensax omnpeneneHus nenecooOpa3HOCTH
pa3paboTKu Au3aiiHa U MPOBEACHUS JTOTOIHUTEIbHBIX JOKIMHUYECKUX U (WJIH) KITMHUYECKUX
UCCJEAOBaHUN 3TH JaHHbIE HEOOXOJMMO paccMaTpuBaTh B paMKax OOIIEro IJiaHa
KIIMHUYECKON pa3pabdOoTKHU.



18. Knnunnueckue ucciieIoBaHus MPOBOSTCA € pa3eieHueM 1o pa3zaM KIMHUYECKON
pa3paboOTKu, KaxJas M3 KOTOPBIX MMEET pa3inuuHbie nenu. [lockonbky gomyckaercs
oObenuHenne ¢Ga3 KIMHUYECKOW pa3paboTKu, B HacTosImeM PykoBojcTBe TpeOOBaHHS K
JOKJIMHUYECKUM UCCIIEI0BAHUSM COOTHECEHBI HE TOJIBKO € (pazaMu KIIMHUYECKOU pa3paboTKu
, HO M C XapaKTEepOM KJIMHUYECKUX UCCICAOBAHUMN U LIEJIEBOM IOIMYJISLIUEN.

19. IlonaTus, UCNONb3yEMbIE B HACTOSIIIEM PyKOBOACTBE, IPUMEHSIOTCS B 3HAUYCHUSX,
ompeneneHHbIX B lIpaBunax Hamnexamen KIMHAYECKOM NPaKTHUKH EBpa3uiickoro
SKOHOMMYECKOTO COI03a, yTBEepKJIeHHbIX PemenneM CoBera EBpa3uiickoil 53KOHOMHUYECKOM
komuccuu oT 3 HosaOpst 2016 1. Ne 79.

II. Brrt6op MakCHMAJIFHEIX 03 B HCCIEJOBaHUAX 00mel TOKCHIHOCTH

20. B caydae eciii B TOKCHKOJIOTUYECKUX MCCIIEIOBAHUAX YAAETCS 0XapAKTEPU30BaTh BCE
NOTEHIUANbHbIE KIMHUYECKH 3HauuMble 3(QEKThl NpHU BBEACHUU [Wana3zoHa 103
JIEKApCTBEHHOTr0 TpemnapaTa HUXe, YeM ero MakcumanibHas nepeHocumas jaosza (MTD), To
YCTaHAB/IMBATh MAaKCUMAJIbHYIO IEPEHOCUMYIO 103y B KaXIOM TaKOM MHCCJIEIOBAaHUU HE
TpedyeTcs.

21. K npyruMm noaxoasimiuM NpEeAeSbHBIM J03aM OTHOCSTCS JO03bl, CO3JAI0LIME B
OpraHu3Me€ BBICOKHE KpaTHbIE SKCIO3MIMU WM HACBIIIEHUE OHKCIO3ULMH, OO0
MakcuManbHas goctwkumas go3a (MFD). Takue mnpenenbHble 03Bl TMO3BOJISIIOT HE
HCIIOJIb30BaTh B OTHOILIEHHUH )KMBOTHBIX J103bI, KOTOPBIE HE JAOT JOINOIHUTEIBHBIX CBEICHUN
JUTSL IPOTHO3UPOBAHUS KIMHUYECKOM Oe3omacHocTu. [1oaxoa Kk BEIOOPY MakCUMabHBIX 103 B
UCCJIEIOBAHUAX OOIIEH TOKCHYHOCTH MPHUBEIACH HAa PUCYHKE. DTOT MOJXOJ] COTJacyercs C
yKa3aHWSMU B OTHOLIECHUM JW3aiiHa WCCJIEIOBAaHUN PEHPOAYKTUBHONW TOKCHUYHOCTU U
KAHILIEPOT€HHOCTH, B KOTOPBIX YK€ OIpPEAENICHbI NPeIeIbHbIE J03bI U (MJIM) SKCIO3ULUH.
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22. IIpenenbHbIE 103l JUISI UCCIIENOBAHUN TOKCUYHOCTH IPY OJTHOKPATHOM U TOBTOPHOM
(MHOTOKpaTHOM) BBeJeHHHU, paBHble | 000 MI/Kr/CyT. Jjisi TPBI3yHOB U HETPBI3YHOB,
IIPU3HAHbI IPUEMJIEMBIMU BO BCEX CITy4YasX, 32 UCKIIFOUEHHUEM CIIy4aeB, €CIIU:

no3a 1 000 mr/kr/cyt. He oGecneunBaeT 10-KpaTHOTO MPEBBIIEHUS KIMHUYECKON
OKCIO3UIINHU, a KIMHUYEecKas Jo3a mpesBbimaer 1 r/cyr. B sTom cimydyae 103l B
TOKCHUKOJIOTHUECKUX HUCCIEOBAHUSX HEOOXOIMMO OTrpaHU4UTh 10-KpaTHBIM MPEBHIIICHUEM
AKCMHO3UIIUU, TUO0 1030i, paBHOU 2 000 MI/KT/CyT., TMOO0 MaKCUMaJIbHOW TOCTUKUMOM 10301
B 3aBUCUMOCTH OT TOT'0, KaKas U3 3THUX /103 MEHBIIIE;

no3a 2 000 Mr/kr/cyT. MeHblle KIMHHUYECKOM 3KCMO3UMUUHU. B 3TOM ciydae Moxker
noTpedOBaThCS YBEIMYEHHUE JJ03bI BILIOTH A0 MAaKCUMaIbHON JOCTHKUMOM J103bI.

23. Jlo3sl, obOecneuyuBatomue S0-KpaTHOE MPEBBIINIEHUE CPEIHEN AKCIO3UIUEH
KJIIMHUYECKOM 3KCITO3MIIMM, KaK MPAaBWIO, TAK)KE MPUEMIIEMBl B KaU4€CTBE MAKCHMaJbHOU
J03bl B HCCJIEJOBAaHUAX TOKCHYHOCTH MPU OJHOKPATHOM BBEJACHUU U TOKCUYHOCTU C
MOBTOPHBIM (MHOTOKPAaTHBIM) BBEJEHHEM BCEM BHJAM XUBOTHBIX IMPHU YCIOBUHU, UYTO
YCTaHOBJICHA JTUHEWHAas 3aBUCUMOCTD "1103a — KOHIIEHTpAIHs" UCXOAHOTO COSAMHEHUS WU
(apMaKoIOrM4eCKr aKTUBHOM MOJIEKYJIbl IPOJIEKAPCTBA B OMOJIOTMUYECKOM MaTepHuae.

OKCIO3ULHI0 HEOOXOIUMO ONpeNessaTh IJsi HCXOAHOTO COEJUHEHUS WIU
(apMaKoIOruuyecKd aKTUBHOM MOJEKYJbl MpPOJIeKapcTBa MO TPYNIOBOMY CpEIHEMY
3HAYEHUIO TUIONIAU MO KpuBOH "MuiazMenHast koHueHTpamus — Bpems" (AUC) ¢ MoMeHTa
npueMa JIeKapCTBEHHOTO MpemnapaTta. B HEKOTOpBIX CioydasX MPEBBIIIEHUE SKCIO3UIINU
JOIYCKAETCsl ONMPEAEIIATh 110 IPYNIOBBIM CPEIHUM 3HAUEHHUSIM MaKCHUMAJIbHOW TUIa3MEHHON
koHuenTpauu (C ) (HampuMmep, eciiM COSIUHCHHE MM KJIacC COCIUHCHMH CIOCOOHEI

BBI3BIBATH OCTPBIC CEPACYHO-COCYIUCThIC HM3MEHCHHUS WIH KIMHUYECKHE CHUMIITOMBI,
CBsI3aHHBIC C BO3JICHCTBHEM Ha IICHTPATHHYIO HEPBHYIO CHCTEMY ).

24. JIns 060cHOBaHUS IIPOBEACHUS KIMHHNYEeCKUX uccnenaopanuii 111 ¢as3er Heobxoaumo,
KaK TPaBUJIO, OMPEICTUThH A030JMMUTUPYIOIIYI0 TOKCHYHOCTh HE MeHee 4eM Ha | Buje
YKUBOTHBIX C TIpeJIeIbHOM 10301, oOecneunBaroniei S0-kpaTHOE MPEeBBIIICHNUE YKCIO3UINU. B
IMPOTHUBHOM CJIy4ae peKOMEHIYETCs ITPOBECTH HUCCIIEIOBAHUE MPOIOJDKUTEIBHOCTBIO 1 MecsIl
(unm Oonee), Ha OJHOM BHUJE >KMBOTHBIX C IpenebHo no3oi, paBHoil 1 000 Mmr/kr,
MaKCUMaJdbHOW JOCTHKMMOW 03¢ WM MaKCUMaJlbHOW TEPEHOCHUMOM J03e, C
WCITOJTb30BAHMEM MEHBIIIEH U3 ITHX J03. Takoe MCCIeIOBaHHE MOXKET HE MOTPEOOBATHCA,
€CJIM B MCCJICOBAaHUM MEHBIICH MPOJOKUTEILHOCTH YCTAaHOBJICHA JO30JUMHUTHPYIOIIAS
TOKCHYHOCTH TIPH JI03aX, MPEBBIIIAOIINX 103bI, 00ecreunBaromue S0-KpaTHOe MPEBHIIIICHUE
DKCIIO3UIIHH.

25. Eciu B uccienoBaHue oOIIeld TOKCHUYHOCTH BKJIIOYAIOTCS KOHEUHBIE TOUYKHU
T€HOTOKCHUYHOCTH, TO MOAXOAAIIYI0 MAaKCUMAIIBHYIO 103y HE0OXOIMMO BHIOMPATh HA OCHOBE
MaKCUMAaJIbHON JTOCTHXKMMOKN J03bI, MAaKCUMAJIbHOM MEPEHOCUMON J03bl WIIM MPEIeIbHOM
n03blL, paBHO# 1 000 MI/Kr/CyT.



III. ¥ccnemoBanns papMakoIoradeckoi 6e30macCHOCTH

26. UccnepoBanus ¢apMakoJIOrH4ecKkoi 0e30macHOCTU U (apMaKoJAMHAMUYECKUE
HCCJIEJIOBAHUSl TPOBOJATCA B COOTBETCTBUH C PYKOBOJCTBOM IO HCCIIEIOBAHUIO
(apMakoornyeckoil 0e30MacHOCTH JIEKAPCTBEHHBIX MPENapaToB s MEIUIIMHCKOTO
IIPUMEHEHUS, TPUHUMAEMBIM EBpa3niicCKOM SJKOHOMHYECKON KOMHCCHUEN.

27. OcHoBHOI Habop (OaTapesi) ucclienoBaHUN (papMaKoIOTHUECKON 0e30MacHOCTH
BKJIIOUYAET B €05 OLIEHKY BO3JICUCTBUS Ha CEPACYHO-COCYAUCTYIO, IICHTPAIbHYIO HEPBHYIO U
JIBIXATENBHYI0 CUCTEMBI, KOTOpas JOJKHA TIPOBOJUTHLCS 10 Havajla KIMHUYECKON pa3paboTKu
B COOTBETCTBUM C PYKOBOJICTBOM I10 HCCIEJOBAaHUIO (papMaKOJIOTHYECKOW O0e30MacHOCTH
JIEKapCTBEHHBIX MPEeNapaToB I MEAUIIMHCKOTO IPUMEHEHHSI.

28. BcnomorarenbHble W TOCHEAYIOIIHE HCCIeAOBaHUS (HhapMaKOJIOrHYEeCKON
0€30MacHOCTH MPU HEOOXOJMMOCTH JOIMYCKAETCsS MPOBOAUTH HA OOJiee MO3THHMX 3Tamax
KJIMHUYECKOHN pa3pabOTKH.

29. B uensAx yMEHBUICHHS HCIOJb30BAHUSA J>KUBOTHBIX B MCCIEIOBAHUIX
(dhapMakoJIOTHUeCcKOl 0e30MacHOCTH HEOOXOJUMO MPEITyCMOTPETh BO3MOKHOCTH 3aMEHBI
ATHUX HCCJIEIOBAaHUM OIICHKOM OMpEAEICHHBIX KOHEUHBIX TOYEK B paMKax HCCIIeIOBaHUM
o011e# TOKCUYHOCTH In VIVO.

30. UccnenoBanus nepBUYHOM (hapMakoAMHAMUKU (in vivo U (WiIK) in Vitro) HarpaBJICHbI
Ha M3y4YEHHE MEXaHu3Ma JeUcTBUS W (i) 3((PEKTOB MEHCTBYIOMIETO BEIIECTBA IO
OTHOUIEHUIO K €r0 IEeJIeBOM TepaneBTUYeCKON MullieHU. Takue ucciae10BaHus IPOBOJIATCS B
HadyaibHOU (paze (apmairieBTUUECKONW pa3pabOTKU JIEKAPCTBEHHOrO Tpenapara, HX
npoBefeHue Jomyckaercs Oe3 yudera TpeOoBanuii [lpaBun Hamnmexaimen jgabopaTopHOi
MpakTUKu EBpa3suiickoro 3KOHOMHUYECKOTro cor3a B cdepe oOpalieHus JeKapCTBEHHBIX
cpencTB, yrBepKaeHHbIX Pemenuem CoBeta EBpa3uiickoil 5KOHOMUYECKONH KOMHUCCHHU OT 3
HOs10pst 2016 r. Ne 81 (manee — IlpaBuna mabGopaTopHO mpakTHKH). Pe3ynbTarsl 3THX
WCCTIEJIOBAaHUN YYHUTHIBAIOTCA MPU OOOCHOBAHMM BBIOOpA MT03BI (pEKHUMa JTO3MPOBAHMS) B
TOKJTMHUYECKUX U KJIMHUYECKUX HCCIICIOBAHUSX.

IV. ToxcukoxkuHEeTHIECKHE U (apMAKOKHHETHIECKUE HCCIIEAOBAHIA

31. lo Havayiia KJIMHUYECKUX MCCIIEIOBAHUI HEOOXOAUMO OIIEHUTh METaOOIUYECKUIt
npopuiIb U CTENEHb CBSA3BIBAHUS C OEJIKaMU IUIa3Mbl y )KMBOTHBIX M YEJIOBEKa In Vitro, a
TaKXe MPOoaHaIU3UPOBATH JAHHBIE O CUCTEMHOM 3KCIIO3UIUHU, IOJTYYEHHBIE B UCCIICIOBAHUSAX
Ha BHUJAaX >KMUBOTHBIX, MCIOJIb30BAHHBIX [JISl M3YyYEHHUS TOKCUYHOCTH IPU HOBTOPHOM (
MHOIOKPAaTHOM) BBEJIEHHM JICHCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHOrO Ipenapara, B
COOTBETCTBUHM C PYKOBOJACTBOM IIO HM3YYEHUIO TOKCUKOKHHETMKH U OLIEHKHM CHCTEMHOTO
BO3JICMCTBUSI B TOKCHUKOJOTMYECKUX HCCIEIOBaHUAX, HNpPUHUMaeMoM EBpasuiickon
SKOHOMUYECKON KOMUCCHUEMN.



32. Jlo Ha3Ha4YEHMsI JIEKAPCTBEHHOTO Mpernaparta OOJbLIIOMY YUCITY CYOBEKTOB WM B
TEUEHUE UIUTEIbHOTO BpeMeHHU (Kak mnpaBuio, A0 Havana III ¢da3pl kamHHueckux
MCCJIEIOBAHMM JIEKapCTBEHHBIX MIPENapaToB) HEOOXOIUMO pacmoliaraTh 0oyiee moaApOOHBIMU
JaHHBIMU O (apMakoKMHETUKe (BKiIOYas cBeaeHust o0 abcopOuuu, pacrpeeseHuH,
MeTa00JIU3ME U BBIBEJICHNN) Y UCIIBITYEMBIX BUJIOB )KMBOTHBIX U IN VItro OMOXUMHUYECKUMU
JaHHBIMU, 3HAUMMbBIMU JJIs1 BBISIBJICHUS MOTEHIMAIBHBIX JIEKAPCTBEHHBIX B3aUMOJIEHCTBUM.
OTU JaHHBIE HUCHOJB3YIOTCS JJIsI CPABHEHHUS] META0OJIUTOB YEJIOBEKA M KMBOTHBIX, a TAKXKe
115 OTIpeZieNIeHUs] HEOOXOAMMOCTH MPOBEACHHUS JOMOJHUTENbHBIX UCCIIEIOBAaHUI.

33. JIOKTMHUYECKOE YCTAaHOBJICHUE XapaKTePUCTUK MeTabouTa (MeTab0IMTOB) YEJIOBEKa
HEO0OXOJMMO OCYIIECTBIISATh TOJIBKO B TOM CITydae, €CJIH ero dKcrno3unus npesbimaet 10 % ot
CyMMapHOW 3KCHO3ULUU JIEKAPCTBEHHOTO Ipernapara U BeIMYMHA SKCIO3UIIMK Y YeJIOBEeKa
3HAYMMO IPEBBIIIAET SKCIO3ULNIO, HAOIIOIaBIIYIOCS B TOKCHKOJIOTHYECKUX HCCIIETOBAHUSX.
Takue wuccnenoBaHuss MNPOBOAATCS [ OOOCHOBaHUS IPOBEIECHHUS KIMHUYECKUX
uccnenoanuii III ¢a3pl. B oTHOLIEHMM JEKapCTBEHHBIX MpenapaToB, CyTOYHas J03a
KOTOpBIX MeHee 10 Mr, nomyckaercsi 000CHOBBIBAThH 00Jiee BHICOKHM Mpeaes SKCIO3ULMH JIsI
MIPOBEACHMS JOKIMHUYECKOTO UCCIIEI0BaHUs META00IUTa ¢ YpOBHEM, NpeBbimatomum 10 %
OT CYMMAapHOM OKCIO3UIMHU JEKapCTBEHHOro mpenapara. HexoTopbie meTaboiuthl (
HarpuMmep, OOJIBIIMHCTBO TITyTaTHOH-KOHBIOTATOB) HE MPEACTABISIOT TOKCUKOJIOTHYECKOU
OMACHOCTU W HEe TpeOyIoT MpOBEACHHS HCCieNoBaHUN. JIOKIMHHYECKOE YCTaHOBJICHHE
XapaKTEPUCTUK METa0OJMTOB C BBISIBJICHHONW NPUYMHON /Jid ONaceHud (Hampumep,
MeTaboJnTa, CBOWCTBEHHOTO TOJIBKO YEJIOBEKY) pacCMaTpUBaeTCid B HMHAWBHUAYaJIbHOM
HOpSAKE.

V. UccnenoBanus TOKCHYHOCTH IPH OAHOKPATHOM BBEICHUH JIEKAPCTBEHHOTO Iperapara

34. JlaHHBIE 110 TOKCUYHOCTH MPHU OJHOKPATHOM BBEJIEHUHU JIEKAPCTBEHHOI'O Ipenapara
TPAAUIMOHHO TOJYYalOT B MCCIEJIOBAHUSAX TOKCUYHOCTH C BBEACHUEM MIIEKOMUTAIOIINM
JIBYX BHJIOB C HCIIOJb30BAaHMEM IAPEHTEPAIBHOTO IYTH BBEIECHUS M IyTH BBEICHUS,
YKa3aHHOTO B IIPOEKTE OOIIel XapaKTepUCTUKH JIEKapCTBEHHOTrO mpemnapaTta. BMmecre ¢ Tem
9T JaHHbIE TAK)KE MOYKHO MOJIYYUTh B HAJUIEKAIUM 00pa30oM MPOBOAUMBIX UCCIEAOBAHUIX
ACKaNIAllMU JI03bl WM KPATKOCPOUYHBIX MCCIIEAOBAHMIX MO MOAOOPY JIMara3oHa 103, KOTOpbie
MO3BOJISIFOT ONPEAEIIUTh MAKCUMAJIbHYIO IEPEHOCUMYIO J103Y Y )KUBOTHBIX, UCIIOJIb3yEMBIX B
UCCJIEIOBAHUAX OOIIEH TOKCUYHOCTH.

35. Ilpu HanM4MKM JAHHBIX TOKCUYHOCTH MPU OJHOKPATHOM BBEIECHUU JIEKAPCTBEHHOTO
[penapara, IMoJIy4YEHHbIX IPU MPOBEACHUH APYTUX MCCIECIOBAHUM, OTAEIBHBIE UCCIIET0BAHMUS
C OJIHOKPAaTHBIM BBEJCHUEM JIEKAPCTBEHHOr'O Mpernapara MpoBOAUTH He TpelOyetcs. Ecnu
BBEJICHUE JIEKAPCTBEHHOI'O IpemnapaTa B KIMHUYECKHUX YCIOBHUSAX OOOCHOBAHO
COOTBETCTBYIOIIMMHU MCCJIEAOBAHUAMH TOKCUYHOCTH MPH MOBTOPHOM (MHOTOKPATHOM)
BBEJCHUH JIEKaPCTBEHHOrO Ipenapara B cOOTBETCTBMM C IIpaBuiamu s1abopaTopHOi
OPaKTUKH, TO UCCIEIOBAHUS TOKCUYHOCTU IPU OJHOKPATHOM BBEJICHHUM JIEKAPCTBEHHOIO



rnpenapara JONyCTUMO OTPaHUYUTH TOJBKO HCCIEIOBAHUSIMHU TOKCUYHOCTH MPHU JTAHHOM
KJIMHUYECKOM CIoco0€ BBEJEHMS JIEKAPCTBEHHOTO Ipenapara M UCCIeI0BaHUAMU

TOKCUYHOCTH TIPU OJHOKPATHOM BBEJICHUU JIEKAPCTBEHHOTO TIpemapara, MpoBEJCHHBIMH 0e3
yueta TpeboBanuil IlpaBun naboparopHoil npakTuku. JleTanbHOCTh HE JOJKHA SIBIISATHCS
L[EJIEBOM KOHEYHOM TOYKOW B HCCIIENOBAHUAX TOKCUYHOCTU IIPU OJAHOKPATHOM BBEICHUH
JIEKapCTBEHHOI'O Ipernapara.

36. B HekoTOphIX ciydasix (HampuMmep, MpU KUCCIIeIOBaHUU MHUKPOJI03) UCCIICI0BaHUS
TOKCHYHOCTH IIPU OJTHOKPATHOM BBEJCHUU JIEKAPCTBEHHOIO IpenapaTra WM UCCIECIOBAaHUS
OJIHOKPATHOTO BBEJICHHMS JIEKAPCTBEHHOrO MpernapaTa MOryT ObITh TJIaBHBIM 0OOCHOBAaHHEM
MPOBEACHUS UCCIEAOBAaHUMN C y4acTHEM 4YelloBeKa. B 3TuX cirydasx BHIOOp MaKCHUMaIbHOM
JI03bl MOJKET OTJIMYAThCS OT ONMMCAHHOrO B paszgeine Il Hacrosmero PykoBoacTBa, HO OH
JOJDKEH COOTBETCTBOBATH IUIAHMUPYEMOW KIMHUYECKOW JO03€ W IYTH BBEICHUA
JIEKapCTBEHHOIO TIpernapara. ITU UCCIeI0BaHUs HEOOXOANUMO MPOBOJUTH B COOTBETCTBHUH C
[IpaBunamu 1a00paTOPHON MPAKTUKHU.

37. JlaHHBIE TOKCHUYHOCTH MpPU OJHOKPATHOM BBEJECHHMM JIEKAPCTBEHHOI'O Ipernapara
MOT'YT MCIIOJIb30BaThCS B LIEJISIX MIPOrHO3UPOBAHUS TIOCIENCTBUI MTEPETO3UPOBKHU Y YEIOBEKA
U JOJDKHBI OBITH JNOCTYNMHBI 1Jis oOocHoBaHus mpoBeneHus Il ¢das3pl KIMHHYECKHX
uccnenosanui. [Ipu u3ydyeHnn nokaszaHul K IPUMEHEHUIO JIEKAPCTBEHHOIO IIpernapara y
MOMYJAIMNA TalMEeHTOB, MUMEIOIIUX BBICOKMUA PHUCK MNEPEIO3UPOBKU (HAmpumep, Opu
nenpeccud, OOMU, JAEMEHIMU), B KIMHUYECKUX HCCIEJIOBAHUAX, IPOBOJUMBIX B
amMOyJIaTOPHBIX YCJIOBHSIX, MOKET MOTpeOOBaThCs OoJiee paHHsS OLIEHKA TOKCUYHOCTU TMPH
OJIHOKPAaTHOM BBEJEHUH JIEKAPCTBEHHOI'O IIperapara.

VI. UccnenoBanus TOKCHIHOCTH IIPU IIOBTOPHOM (MHOTOKPAaTHOM) BBEICHHUH JIEKAPCTBEHHOTO
mpemnapara

38. Pekxomenayemasi Mpo0JKUTEIIBHOCTh UCCIEIOBAHHUS TOKCUYHOCTH TTPU MTOBTOPHOM (
MHOTOKPaTHOM) BBEJCHHMHU JIEKAPCTBEHHOTO IMperapara, Kak IpPaBUJIO, 3aBHUCUT OT
MPOJOKUTEIBHOCTH, IMOKAa3aHUM K MNPUMEHEHUIO M HAIPABICHHOCTH IUJIAHUPYEMOTO
KJIMHAYECKOTr0 ucciaeaoBanus. [IpoaomKuTeIbHOCTh TOKCUKOJIIOTUYECKAX UCCIIEAOBAHUM Ha
KUBOTHBIX, MPOBOJUMBIX HAa MJICKOIUTAIOMMUX 2 BUJIOB (OJUH M3 KOTOPHIX OTHOCHUTCS K
HETphI3yHaM), JOJDKHA ObITh PABHOM WJIM MPEBBINIATH MPOJOKUTEILHOCTh KIMHUYECKUX
HCCIIEJOBAHUN C YYacTHEM 4YEJIOBEKa BIUIOTHh JI0 MAaKCUMaJlbHOM PEKOMEHIOBAHHOMU
MPOJOJDKUTEBHOCTH MCCIEOBAHUN TOKCHUYHOCTH MPHU TMOBTOPHOM (MHOTOKPATHOM)
BBEJICHUHU JIEKAapCTBEHHOTO TMpernapara (B COOTBETCTBHU C TPeOOBAHMUSIMU COTJIACHO
npunoxenuro Ne 2). [lpenenbHbie 103bI (IKCIMO3UINM), TOAXOAIINE JJIsI UCCIEIOBaHUN
TOKCUYHOCTH IIPU MOBTOPHOM (MHOTOKPAaTHOM) BBEJICHHUM JIEKApCTBEHHOI'O IIpemnapara,
oncansbl B paszaene Il Hacrosmero PykoBojcrsa.

1. UccnenoBanus KIMHAYECKOH pa3paboTku



39. UccnenoBaHusd TOKCMYHOCTH MPH MOBTOPHOM (MHOTOKPATHOM) BBEICHUU
JIEKapCTBEHHOTO Mpernapara *UBOTHBIM JIBYX BHAOB (OJUH U3 KOTOPBIX OTHOCHUTCS K
HETpbI3yHAM) C MHUHHUMAaJbHOW NPOJOJIKUTEIBHOCTBIO 2 HEAENIU, MNPEeayCMOTPEHHOU
npuioxenuemM Ne 2 Kk HacTosmeMmMy PykKoBOJICTBY, Kak MpaBWJIO, JOCTaTOYHBI IS
000CHOBAaHUS TPOBEACHUS KaXJOTO0 HCCIEAOBAHUS KIWHUYECKOW pa3paboTKu
IPOJOJIKUTENHHOCTBIO MEHEE 2 HEJIENb.

40. IlpoBeneHue wucCCIECNOBAHUN KIMHUYECKON pa3paboTKu OoJblieit
IPOJOJKUTEILHOCTH HEOOX0IUMO 0O0OCHOBATH pe3yJbTaTaMU HUCCIEOBAaHUN TOKCUYHOCTH
MIPU MOBTOPHOM (MHOTOKPaTHOM) BBEJIEHUM JIEKAPCTBEHHOI'O IIpenapara, o MeHbIel Mepe
SKBUBAJIEHTHON MPOJOKUTENbHOCTU. MccnenoBanusa Ha Herpel3yHax B TeueHue 6 u 9
MECSIIEB MPUMEHEHHUSI JICKAPCTBEHHOTO Mpernapara TaKKe HUCIOIb3YITCS 111 000CHOBAaHMS
JO3UPOBaHMS B KIIMHUYECKUX HCCIEIOBAHUIX, IPEBBIIAIONINX 6 MECSIEB, 32 UCKIIOUCHUEM
Cly4yaeB, YKa3aHHBIX B MpuiiokeHun Ne 2 k HacTosiieMy PykoBosiCTBY.

2. MiccnepoBanus 1A 000CHOBaHWS PETUCTpAIUH JIEKAPCTBEHHOTO Mpenapara

41. Jlns perucTpamnud JIeKapCTBEHHOTO Ipernapara HeoOXOAMMa 00Jblias
MPOIOKUTEIFHOCTh JOKIMHUYECKUX HCCIICIOBAHUI B CBSI3U C yBEIWYEHUEM IICJICBOU
TOIMYJISIIIUN TTAIIHCHTOB, KOTOphIE OyIyT MOABEPTaThbCsl PUCKY, CBSI3aHHOMY C IPHUEMOM
JIEKapCTBEHHOTO Tperapara, a TakKe MEHee KOHTPOJIUPYEMBIMH YCIOBUSMU MPUMEHEHUS
mpernapara Mo CpPaBHEHUIO C KIMHUYECKUMU UCCIeJOoBaHUAMU. [IpoIomKUTEIbHOCTD
MCCJIEA0OBAaHUN TOKCHYHOCTH TPU TOBTOPHOM (MHOTOKPATHOM) BBEJICHUU JICKAPCTBEHHOTO
npemnapara, HEOOXOIUMBIX JJIsi 0O0OCHOBAHUS TEPANUU PA3IHMYHON TPOJOJKUTEIBHOCTH,
OTIpEJIEISACTCS B COOTBETCTBUHU C NpuiiokeHreM Ne 3. BmecTe ¢ TeM mpu HeOOJIBIIIOM YHCTIe
COCTOSTHUM C PEKOMEHIYEeMOW TPOJIOHKUTEILHOCTHIO MPUMEHEHHS JIEKaPCTBEHHOTO
npernapaTa oT 2 Heleldb A0 3 MecsIeB, HO MPH HAIMYUU OOJBIIOr0 KIMHUYECKOTO OIIBITA,
MOJITBEPIKIAIOIETO O0JIee MNPOKOE U JUIUTEIbHOE TPUMEHEHHE JICKaPCTBEHHOTO TIpermapaTa
CBEpPX PEKOMEHAYEMOW TMPOJOIKUTEIHHOCTH TPUMEHEHHUs (HAampuMep, IMPU TPEBOTE,
CE30HHOM aJUIEPTUUYECKOM PUHHUTE, 00JIM), MPOJOJLKUTEILHOCTh HMCCIEAOBAHUI OOJIbIe
COOTBETCTBYET CiydasiM, KOTrJa pEKOMEHAyemas MPOJOJDKUTEIHHOCTh MPUMEHEHUS
JIEKapCTBEHHOTO Tpernapara mpeBbIaeT 3 MecsIa.

VII. loKIMHEATeCKHE UCCIIENOBAaHuU, IIPOBOAMMBIE B IEJIIX ONPEAEICHUS BEIMINHEI IEPBOi JO3HI
y 4elIoBeKa

42. OnpenenieHUe BEIWYUHBI HA4YadbHOM O3Bl JJIs YEJIOBEKA — BAXKHBIA 3JIEMEHT
obecrnieyeHrs 0€30MaCHOCTH CYOBEKTOB, YYAaCTBYIOIIMX B HCCIEJOBAHUSIX, BIIEPBBIC
MPOBOJIUMBIX C YHACTHEM YETIOBEKA.

43. ITpu onpeneneHnu peKOMEHI0BaHHON HavyallbHOW J03bl JIEKAPCTBEHHOIO Mpernapara
JUI. 4eJoBeKa HEO0OXOJAMMO YYUTHIBATh BCE AaKTyaJibHbIE JaHHBIC JOKIMHHUYECKUX



MCCIIeIOBaHUM, BKIIIOYaromue (HapMakoJIOTHUYECKYI0 3aBUCUMOCTh "moza — addekrt",
(bapmakonoruyeckuit (TOKCUKOIOru4eckuii) npoduib u GpapMakOKUHETHKY.

44. Tlpu ompeneneHUH PEKOMEHIOBAHHON HaYaJdbHOM 03Bl Hanbojee 3HAYUMOM
ABJISIETCS] BEJIMYMHA JI03bl, HE OKa3bIBalolIEel sIBHOrO HexenarenbHoro sddexra (NOAEL),
YCTaHOBJIEHHAsI B JAOKJIMHUYECKUX HMCCIEIOBAHHUIX 0€30MacHOCTH Ha MOIXOSIMIMX BUIAX
KUBOTHBIX. [ImaHupyemas KIIMHUYECKask HayalbHasl 1032 TAKXKE MOYKET 3aBUCETh OT Pa3HbIX
dakTopoB, BkIouUas GapMaKkOAMHAMUKY, OMPEICICHHBIE CBOWCTBA MOJIEKYJBI U JTU3aiH
KJIMHUYECKHUX UCCIIEIOBAHUM.

45. [TouckoBbIe KIMHUYECKHUE UCCIEAOBAHUS C YIAaCTHEM YeJIOBEKa MOTYT OBITh HAYaThI
Ipy MEHbIIEM O0bEME JAHHBIX JOKJIMHUYECKHX HCCIIEeIOBAHMM, 4yeM 00BeM, KOTOPBIH
HEOOXOAMM JUIsl TIPOBEACHHS HCCIEAOBAaHUN KIMHHYECKOW pa3pabOTKH, B CBS3H C YeM
BEJIMYMHA KIMHUYECKONW HAYalbHOW (M MaKCHMAaJbHOM) 03Bl MOXET OTIUYAThCA OT
BEJIMYMHBI /103bl, ONPEAEICHHON Ha OCHOBAaHUU IOJIHOTO 00beMa JaHHBIX JOKJIMHUYECKUX
uccinenoBanuii. Kpurepun BpiOOpa HavanbHBIX 103 B PA3TUYHBIX MOMCKOBBIX KIMHUYECKIX

HNCCIICAOBAHUAX OIIPCACIIAIOTCA B COOTBCTCTBHUU C Tpe6OBaHI/IHMI/I COIJIaCHO IIPUIIOKCHUTIO No
4.

VIII. HOKJIHHH‘ICCKI/IC HCCIICAOBAHHA, IPOBOMAMBIC B ITCIISIX 000CHOBaHHA IIPOBEACHHUA
MOHCKOBBIX KIIMHNIECKHAX HCCIICIOBaHHAMN

46. ONTUMHU3UPOBAHHBIE MOMCKOBBIE KIMHUYECKUE UCCIECIOBAHUS U PAHHUM JTIOCTYI K
JaHHBIM, MTOJIYYEHHBIM B UCCIICIOBAHUSAX C YYaCTHEM YeJIOBEKa, MOTYT CIIOCOOCTBOBATH:

a) MPaBWJIbHOM OIIEHKE U3MEHEHUN (PU3HOIOrnYeckuX GyHKIIUNA B OpraHU3ME YeIoBeKa
10J1 BIUSIHUEM JIEKapCTBEHHOTO Tpenapara (hapMaKkoIOrH4ecKUX CBOMCTB JIEKAPCTBEHHOTO
npemnapara);

0) yCTaHOBIICHUIO XapaKTEPUCTUK UCCIIEAYEMOT0 JEKapCTBEHHOTO TIpemnapara;

B) OLIEHKE COOTBETCTBHUS TEPANEBTUYECKUX MUIIEHEW JIEKapCTBEHHOrO Ipernapara
3a00JIeBaHUIO, JJIS ISYCHUSI KOTOPOTO OH MpeHa3HAYEH.

47. dna ueneil Hactosimero PyKoBOACTBa MOJ MOUCKOBBIMU KIMHUYECKUMHU
UCCJICIOBAHMSIMU TIOHMMAIOTCSl UCCJIEIOBAaHMs, MPOBOAMMBIE Ha paHHeMm dtane | ¢azbl
KJIMHUYECKUX UCCIIEIOBAHUMN, MTPETyCMaTPUBAIOIINE OTPAaHUYEHHYIO SKCIIO3UIINIO Y YeTIOBEKa
U HE Npearnojiararoliie NpPOBEICHUE OLEHKH TepaneBTUYECKON 3(PPEKTUBHOCTU H
KJIMHAUYECKOM NEpPEHOCUMOCTU. OTH HCCIEAOBAHUA MPOBOJAT MJISI M3YUYEHUS TaKUX
napameTpoB, Kak:

bapmakogMHAMUYECKHUE;

(hapMaKOKMHETUYECKHUE;

Onomapkephl, KOTOPbIE MOTYT BKJIIOUATh B ¢€0s1 PELIEITOPHOE CBSI3bIBAHUE U BHITECHEHHE
JIEKapCTBEHHOTO MpemnapaTa, HM3y4eHbl IO pe3yJibTaTaM MO3UTPOHHO-3MUCCUOHHON
toMorpaduu (ganee — [19T);

JpyTrUe TUarHOCTUYECKUE MapaMeTphl.



CyOBbeKkTamMu dTUX MCCIIEIOBAaHUN MOTYT SIBISATHCS KaK MAIlMEHTHI U3 IIEJICBOM TOMYJISAIIHH,
TaK H 3JI0pOBBIC TOOPOBOJIBIIHI.

48. O6beM W BUA OOOCHOBBIBAIOIIMX AAHHBIX HOKIMHUYECKUX HCCIEIOBAHUIA,
HEOOXOIUMBIX JIJIS TUTAHUPOBAHUS IIOMCKOBBIX KIMHUYCCKUX MCCIICIOBAaHUMN, OYIyT 3aBUCETh
OT BEJIMYMUHBI IKCIO3UIMUA y YEJIOBEKA C TOYKH 3PEHUS] HUCIOJIb3yeMON MaKCHUMaTbHOMN
KJIMHUYECKON J03bl, MPOJOJDKUTEIRHOCTH Kypca JIEUYeHHST M KPaTHOCTH BBeJeHHSA. B
HacTosmeM paszaene u npwioxkeHun Ne 4 k HacrosimeMy PyKoBOACTBY INpencTaBieHBI S
BUJIOB KJIMHUYECKUX TTOMCKOBBIX MOX0JIOB C IPOrpaMMaMH JOKIMHUYECKUX UCCIICIOBAHUM,
KOTOPBIE Pa3pEIICHBI I 3TUX TOIX0JI0B, a TAK)KE PEKOMEHyeMbIMHA HadaIbHBIMH JI03aMH H
MaKCHUMaJIbHBIMU JI03aMH JUIS OTHX 5 TOAXO00B.

49. JlomycTHMO WCIOJIb30BAaHHE AIbTEPHATHBHBIX TOJXOJ0B, HE OIHMCAHHBIX B
HacTosmeM PykoBoacTBE (B TOM YHCIIE CTpPAaTEeTHH Pa3padOTKU OMOTEXHOJOTHYECKUX
npenapatoB). Takue adbTEPHATHUBHBIC TMMOJXOABI JIOJDKHBI OBITH COTJIACOBAHBI C
YIIOJTHOMOUYEHHBIM OPTaHOM (3KCHEPTHOUM opraHuzaiuei) rocyaapcrBa-wieHa. [I[pumenenue
aJIbTEPHATUBHBIX TOJXOJ0B MOXKET YMEHBIIINUTh HUCIIOIb30BaHNE )KUBOTHBIX TIPH pa3paboTKe
JIEKapCTBEHHBIX MPEMapaToB.

50. Bo Bcex caydasx ais 000CHOBaHHUS BBIOOpa /103 B MCCJIEIOBAHUAX C yYaCTHEM
YeJ0BeKa HEOOXOJMMO YCTAaHABIMBATh XapaKTECPUCTHKH (PapMaKOJIWMHAMHKH |
(hapMaKOJOTHISCKUX CBOMCTB JEHCTBYIONIETO BEIIECTBA JICKAPCTBEHHOTO IIperapara ¢
UCIIOJIb30BAHUEM MOJIeNiel in vivo U (Wiau) in vitro, mpuBeAeHHbIX B pazzaene Il u
npuiioxeHnu Ne 4 k HactosimeMmy PykoBoicTBy.

1. UccenoBanms MAKpPOAO3

51. Ilpu uccienoBaHUM MUKPOA03 UCIIOJIB3YIOTCS 2 OCHOBHBIX MOUCKOBBIX KIIMHUYECKUX
MOAXO0/a.

IlepBbIii MOAXOX NPEANOAaracT IPUMEHEHUE CYMMapHOU 103bl, He npeBbimaroniei 100
MKT, KOTOpasi MOKET ObITh BBE/IeHA CYOBEKTY B BHJI€ OJIHOKPATHOM JTO3bI UK pa3/IelICHHON
Ha HECKOJBKO J03. OITO MOXKET CIOCOOCTBOBATh M3YUCHUIO CBS3BIBAHUS C
peLenTOpOM-MUIIEHbIO WM pacupeaesieHus B TKaHsx ¢ nomouisto [ID9T. Ipyroi uenbsio
MOXET CIYKUTh U3yueHHE (PapMaKOKMHETHUKH C MOMOUIBIO HCIOJIb30BAHUS MEUEHHOTO
M30TOIOM JIEHCTBYIOIIETrO BEIIECTBA JIEKAPCTBEHHOTO Mpernapara uiu 0e3 Hero.

Bropoi#t moaxon mpenycmarpuBaeT He Oojiee 5 BBEJASHHH /103 C MaKCHMaJIbHOM
BennunHo 100 Mkr Ha BBeneHue (cymmapHo 10 500 MKr) cyObeKTy. DTOT MOAXO MOXKHO
HCIOJIb30BaTh MJIA PEUICHUs 3a7ay, aHAJIOTUYHBIX 3aJadaM B NEPBOM MOAXOHE, HO JJs
JWra”ioB, MeHee akTuBHBIX Tipu [IDT. Pa3pemaercs npoBOIUTh KIMHUYECKOE UCCIIEA0BAHUE
MHUKPOJI03 C BHYTPUBEHHBIM BBEJICHUEM JICKAPCTBEHHOr'O MIpenapara, IpeaHa3HaueHHOTO JJIs
npueMa BHYTPb, B OTHOLICHUM KOTOPOTO YK€ MPOBEIACH PAJ TOKCHUKOJIOTHMYECKUX
WCCJIEIOBAHUN C MEPOpaIbHBIM BBEACHHEM. B 3TOM ciydyae BBOJAMMAs BHYTPHUBECHHO
MHUKpPOJI03a OOOCHOBBIBAETCS HMMEIOIIMMUCA JIaHHBIMU MCCIEJOBAHUN TEpOpaIbHOM



TOKCUYHOCTH, ONMUCAHHBIMU B NpuiokeHusx Ne 2 u Ne 4 (moaxon 3-i) K HACTOSILIEMY
PykoBOACTBY, €Clii JOCTUTHYTO JOCTAaTOYHOE MPEBBIINICHUE SKCIO3UIMUA. B TakoM ciyuae
MECTHas MEPEHOCUMOCTh JIEKAPCTBEHHOI'O MpenapaTa NpU BHYTPUBEHHOM BBEJICHHU HE
u3ydaercs, MOCKOJIbKY BBOJUMAs Jo03a ciauiikoMm Maja (mo 100 mkr). [Ipu ucnons3oBaHuu
HOBOTO BHYTPUBEHHOTO HOCHUTENS HEOOXOIMMO OIIEHUTh €T0 MECTHYIO IIEPEHOCUMOCTb.

2. KiimHamgecKre UCCIeI0BaHNA C OMHOKPATHEIM BBEICHHAEM CyOTEepaneBTHIESCKUX 103 HWIH 103
IPEAIoJIaracMoro TepaneBTAYeCKOro Jruana3ona

52. TpeTuil MOUCKOBBIA KIWMHUYECKHI MOAXOJ MPEAyCMaTpPUBAET MPOBEIACHHE
KIIMHUYECKOTO HCCIIeIOBaHUA OOBIYHO HA4YMHAIOLIEroCs C OJHOKPAaTHOIO BBEJACHUS
CyOTepamneBTUUECKUX 103 C BO3MOXKHBIM TMOBBIIIIEHUEM 10 (hapMaKOIOTHUYECKOTO WU
IPEANOJIAra€MOro TEPANEBTUUECKOTO IUANa3oHa 103 MPeyCMOTPEHHOTO npuitokeHueM Ne 4
K HacrosmeMy PykoBoacTBy. BBeaeHne MakCUMaabHOM TOIYCTUMON J03BI JIEKAPCTBEHHOTO
npenapara JOJKHO OCHOBBIBATbCS Ha JIAaHHBIX JOKJIMHUYECKHX HCCleqoBaHuil. B
JAJIbHEUIIIEM HAa OCHOBAaHUM KIMHHUYECKHUX [IAHHBIX, MOJIYYECHHBIX B XOJE€ JAHHOIO
MCCJIEIOBAHUSI, OHA MOKET OBITh YMEHbIIIEHA. TaKkoi Mmox0;] MO3BOJISIET:

omnpeaenuTh (PpapMakKOKUHETUUECKUE MapaMeTphl PaJUOAKTUBHO HE MEUEHHOIO
JIEKapCTBEHHOI0 Ipemapara IpU YCIOBHM €r0 BBEACHHUS B IMPOTHO3UPYEMOU
(bapmMakogMHAMUYECKH aKTUBHOM /103€ WM B OJIM3KOM K HEH Mara3oHe J103;

JaTh OICHKY Y4YaCTHsI MHINCHHW WU (apMaKOJIOTHYECKUX CBOWCTB JIEKAPCTBEHHOTO
npenapara nocJjie BBEICHUsI OJJHOKPATHOW JO3bI.
OTOT MOAXOJ HE MpeaHa3HauyeH JJIsi 00OCHOBAaHMS OIpPEIENCHHs] MaKCHUMaJIbHOU
IIEPEHOCUMOM KIIMHUYECKOM J103BL.

53. B paMKax pacliMpeHHOr0 UCCIEAOBAHUS TOKCUYHOCTH IIPU OJTHOKPATHOM BBEJICHUU
JIEKapCTBEHHOIO TIpenapara HeoOX0auMO, KaK MPaBWIIO, OLICHUTh JAHHBIE 110 TeMAaTOJIOTHH,
OMOXMMUHU, HEKPOTICUU U THUCTOMATOJIOTUU (TOJBKO JJIsl KOHTPOJIS U MaKCUMaJbHOW J103blI,
€CIM TPU MAKCUMAJIBHOW J103€ HE OOHApPYXKWBAETCS MATOJOTHSA, OOYCIOBICHHAs
IpUMEHEHUEM Tpernapara) Mocjie OJHOKPATHOTO BBEACHHUS JEKApCTBEHHOrO Mpemnapara ¢
MOCHEAYIONIUM U3YYEHUEM CITYCTsI 2 HEACNH JI OLICHKA OTCPOYEHHON TOKCUYHOCTH U (WJIH)
BoccTaHOBJEHUs. CTaHOapTHBIA JOU3allH HMCCIEAOBAaHMUS HA TPbI3yHax MPEIyCMaTPUBAECT
ucnonb3zoBanre 10 ocoOel KaXa0ro noja Ha rpyIy, OLEHUBAEMbIX Ha CIEAYIOIIHNA JIE€Hb
MocJie BBEICHHS, U 5 0co0el KaxJaoro mojia Jjisi 1036l (103), olleHuBaeMon Ha 14-i1 1eHb
MOCJIE BBEJICHUA JIEKAPCTBEHHOTO mpemnaparta. CTaHIapTHBIM OU3ailH HUCCIEIOBAaHWN Ha
HETPhI3yHaX MpeycMaTPpUBAET UCTIOIB30BaHKUE 3 0COOEH KaXK0ro 1MoJia BO BCEX TPYIIax s
OIICHKH (M3y4YeHHs ) TaHHBIX MO (papMaKoJOTMYeCKOi 0e30MacHOCTH Ha 2-i JIeHb U 2 ocobeit
KaXKJI0ro 1moJja JJjis 103kl (103), olleHHBaemMoi Ha 14-i1 neHb. [IpoBeacHHE KIMHUYECKUX
UCCIIEIOBAHUN MPOJOJDKUTENBHOCThIO MeHee 14 pgHed paszpemaercs OOOCHOBBIBATH
HCCIIEOBAHUSIMU TOKCHYHOCTH € TOM K€ MPOJOJIKUTEIBHOCTBIO.



3. Kimmangeckue UCClTef0BaHASA ¢ TOBTOPHEIM (MHOTOKPaTHEIM) BBEICHHEM JIEKAPCTBEHHOT'O
mpemnapara

54. JInsg KIMHUYECKHUX HCCIEIOBAHUN C MOBTOPHBIM (MHOTOKPATHBIM) BBEIACHUEM
JIEKapCTBEHHOr0 TIpernapara YeTBEPThI M NATHIM MOUCKOBBIE KIMHUYECKHUE IOAXOJIbI
COBMECTHO C MPOrpaMMaMU JTOKIMHUYECKUX UCCIIEIOBAaHNI TPUBEAECHBI B ITpritoxkeHnun Ne 4
K HactosimieMy PykoBoAcTBy. VYKa3aHHbIE MOJAXOAbl MO3BOJSAIOT OOOCHOBATH
MPOJIOJKUTENBHOCTh AO3UPOBaHus 10 14 nHel B 1ensx u3ydeHus: (papMakOKMHETHUKH H
(bapMakoIMHAMUKH y YeJIOBEKa B TEPANeBTUUECKOM JAMANa30He, HO HE MpeIHAa3HAYEHbI JJIs
000CHOBaHUSI MAaKCUMAJIbHON MEPEHOCUMON KIIMHUYECKON J03BI.

55. YetrBepThiil MOAX0A MPEIyCMATPUBAET MPOBEICHUE 2-HEENbHBIX HCCIEIOBAHUI
TOKCUYHOCTH TPU TMOBTOPHOM (MHOTOKPATHOM) BBEJCHUHU JIEKAPCTBEHHOTrO Iperapara
IpbI3yHaM M HETPbI3yHaM, B KOTOPBIX BBIOOpP /103 OCHOBAaH Ha JIKCHO3ULIMH, KPAaTHOU
0’)KMJA€MOMY TPYIIOBOMY CpEIHEMY 3HAUYEHUIO IUJIOMIAAM IOJ KpHBOW 'TIa3MeHHas
KOHIIEHTpALUsA — BpeMs' TP MAaKCUMAJIbHON KIIMHUYECKOMU J03€.

56. IlaTeiii moAXoa MpenaycMaTpUBAET MPOBEJACHHUE 2-HEAEIbHBIX HCCIEIOBAHUMN
TOKCUYHOCTH TpPHU TMOBTOPHOM (MHOTOKPATHOM) BBEJEHUHM JIEKAPCTBEHHOIr'O IMperapara
rPbI3yHaM U MOATBEPKIAIOIIMX HCCIENOBAHUM HA HErpbI3yHAX, HANpPAaBJICHHBIX Ha
NOATBEPKJACHUE TOr0, UYTO J03a, HE OKa3blBalolllasg SBHOTO HexXenaTeabHoro sddekra (
NOAEL), ycraHoBlieHHas sl TPHI3YHOB, TaKXKE HE SBJISETCS TOKCUYHOW 1030 s
HErpbhI3yHOB. ECIM Ipu NMPUMEHEHHHU A03bl, CO3JAIOLIECH 3KCIO3UIMIO, PAaBHYIO N103€, HE
OKa3bIBaroLIed sBHOTO HexenarenbHOro 3gdexra (NOAEL-3kcno3unus) Ajisi TPhI3YHOB,
TOKCUYECKOE BO3JEHCTBHE HAONIOAAETCS Yy HErPhI3yHOB, TO KIMHUYECKOE MPUMEHEHHE
JEKapCTBEHHOI'0 Ipenapata HEOOXOJMMO OTJIOXKHUTh J0 MHPOBEACHUS IOMOIHUTEIbHBIX
JOKJIMHUYECKUX MCCIEIOBAaHUI HA JJTAHHOM BHJIE HETPBI3YHOB (KaK MPABHUJIO, CTAaHIAPTHOIO
TOKCHUKOJIOTUYECKOT'0 UCCIEAOBAHMS).

IX. HUccnemoBanusa MECTHOH IEPEHOCHMOCTH JICKAPCTBEHHOTO IIpenapara

57. Ecnu MecTHasi IepeHOCUMOCTh JIEKapCTBEHHOTO Tpernapara MpH ero miaHupyeMoM
OyTH BBEICHMSI M3y4YeHa BO BpEMs HCCIEOOBAHUN OOIIEH TOKCMYHOCTHU, BBITTOJHEHHE
OTJENBHOTO HCCJIEOBAaHUS MECTHOW MEepEeHOCHMOCTH JIEKapCTBEHHOIO IIpernapara He
Tpedyercs.

58. Jlnst 060cHOBaHUS OrPaHUYEHHOI'O BBE/ICHUS JIEKAPCTBEHHOTO Mpernapara ¢ HOMOIIbIO
HETEPANeBTHUECKUX MyTel (HampuMmep, OAHOKPATHOTO BHYTPHBEHHOTO BBEICHUS B LIEJSAX
OTIpeZieNIeHNUsT OTHOCUTENbHON OMOJOCTYMHOCTH JIEKAPCTBEHHOI'O Ipernapara JIjs Mnpuema
BHYTPh) HEOOXOJIMMO BBINIOJHUTH HCCIEJIOBAaHUE MECTHOW TMEPEeHOCUMOCTH TIpHU
OJTHOKPATHOM BBEJICHUH OJHOMY BUIY *XKUBOTHBIX. Ecin oxxuaemasi CuCTeMHast 3KCIO3HIIMS

(AUC u C

TOKCHKOJIOITHMYCCKHMMHU JaHHBIMHM, KOHCYHBIMHM TOYKaMH HCCICOOBAaHUA MECTHOM

max) IIpu HETCPAIICBTUYCCKOM IIYTH BBCACHUA IICPCKPLIBACTCA HMCIOIIMMUCH



MEPEHOCUMOCTH  SIBISIOTCS  KJIMHUYECKHE TMPHU3HAKH, MAaKPOCKONHUYECKHE U
MUKPOCKOTMYECKUE HU3MEHEHUSI MPU TUCTOJOTMYECKOM HCCIIECIOBAaHUU MECTa BBEIACHUS
JeKapCcTBeHHOTo mpemnapara. CocTaB JEKapCTBEHHOrO Mpernapara, NpeIHa3HAYeHHBIN i
U3YUYCHUS MECTHOW MEPEHOCUMOCTH, MOXKET TMOJHOCTHIO HE COBIAJAaTh C KIMHUYECKUM
COCTaBOM JIEKAPCTBEHHOTO TIpenapara, HO JIOJDKEH OBITh CXOIHBIM C HUM.

59. B cinyyae npoBeieHHUsT UCCIEAOBAaHUS MHUKPOJI03 C MPUMEHEHUEM BHYTPHUBEHHOTO
BBEJICHUS JICKAPCTBEHHOTO TMpernapara, 000CHOBAHHOT'O TOKCUKOJOTMYECKUMU JaHHBIMU MPU
MEepopaibHOM BBEJICHUH, OLIEHKA MECTHOM MEPEHOCUMOCTHU JIEMCTBYIOIIETO BELIECTBA HE
TpeOyercs. Ilpu HcCnonb30BaHMM JIEKAPCTBEHHOrO IIpenapara ¢ HOBBIM COCTaBOM
BCIIOMOTaTENIbHBIX BEILIECTB [JIi BHYTPUBEHHOTO BBEJICHMS JIEMCTBYIOUIETO BEIIECTBA
HEO0OXOAMMO OIIEHUTh MECTHYIO IEPEHOCUMOCTh TaKOTO JICKAPCTBEHHOTO Mpernapara.

60. 1151 mapeHTepaibHOro JIEKaApCTBEHHOTO Mpernapara 10 TOro, Kak 3KCIO3UIUU JAHHOTO
JIEKapCTBEHHOTO Tpernapara MoJIBEprHeTcs: 00JIbII0e KOJIMYECTBO MAUEHTOB B KIIMHUYECKUX
UCcCleI0OBaHUsIX (Hampumep, B KiuHuueckux uccienaopanusx I gazsr), HE0OXOIUMO OIIEHUTD
MECTHYI0 TMEPEHOCHUMOCTh JTOTO JIEKAPCTBEHHOTO TMpemnapara B JOKIMHUYECKHUX
HCCIIEOBAHUAX C MCIIOJb30BAaHUEM ISl €r0 BBEJCHUS MECT HHBEKIUM, KOTOphIE HE
MPEAYCMOTPEHBI MPEIONaraéMbIM KIIMHUYECKUM MPUMEHEHNUEM JIEKAPCTBEHHOTO IIpenapara.
Heob6xoauMo mpoBOAUTH OJHOKpPATHOE IapaBEHO3HOE BBEJACHHE B OTHOIIECHHUU
JIEKapCTBEHHBIX MIPEMapaToB ¢ BHYTPUBCHHBIM CIIOCOOOM BBeneHUS. MHBIC mapeHTepaibHbIe
NyTH BBEJEHUS JIEKAPCTBEHHOTO Ipernapara HEOOXOJUMO OIEHHWBATH B MHAMBUIYAIHHOM
MOPSIAKE.

X. Knuanaeckue uccneoBaHusa TéHOTOKCHIHOCTH JIEKApCTBEHHOI'O IIpenapara

61. IIpoBeeHne NOKIMHUYECKUX UCCIENOBAHUN HA T€HHBIE MYTallUX JOCTATOYHO IS
000CHOBaHHUSI TIPOBEACHUSI BCEX KIMHUYECKUX HCCIETOBAHUN C OJHOKPATHBIM BBEICHUEM
JIEKapCTBEHHOTO Tipemnapara. B 1ensix o00OCHOBaHHMSI TPOBEACHUS KIMHUYECKUX
HCCIIEIOBAaHUI C TMOBTOPHBIM (MHOTOKpPAaTHbIM) BBEJAEHUEM JIEKAPCTBEHHOIO Mpernapara
HEO0O0XO0IMMO TPOBECTU JIOTIOJTHUTEIBHYIO OIIEHKY, MO3BOJISIONIYIO BBISIBUTh XPOMOCOMHBIE
noBpexjaeHus y wekonuraomux. [lonnsiii Habop (OaTapero) wHcCcaeIOBaHUN Ha
r€HOTOKCUYHOCTh HEOOXO0IMMO 3aBepIIuTh 10 Havaua Il ga3bl kImHuYecKkux ncciejoBaHui.

62. Eciu pe3ynbTaThl MCCIENOBAHUN T€HOTOKCUYHOCTU MOJOKHUTENbHBI, B LEISIX
YCTAaHOBJIEHUSI BOBMOKHOCTH MPOJIOJKEHUST BBEJICHUSI JIEKAPCTBEHHOTO MPENapaTa YeI0BEKY,
HEOOXO/IMMO TMPOBECTH OLEHKY JTUX pe3yJbTaTOB, a TakXe MpPU HEOOXOJUMOCTH
JOTIOJIHUTENIbHBIE UCCIIEIOBAHMS.

63. JIOKIMHHUYECKHE MCCIICTOBAHUS TEeHOTOKCUYHOCTH, HEOOXOIUMEIC 111 000CHOBAHHMS
MMOJXOJ0B K IPOBEACHUIO MOUCKOBBIX KIIMHUYECKUX MCCIIEOBAaHNM, yKa3aHsl B pasaeine VIII
HacTosero PykoBojacTsa.

XI. UccnemoBanra KaHIIEPOT€HHOCTH JIEKAPCTBEHHOT'O Ipenapara



64. YcnoBus, TpeOyIoUMe UCCIeI0BAHNS KaHIIEPOT€HHOTO MOTEHIIMala JIeKaPCTBEHHOTO
npemnapara, ycraHoBieHbl B PykoBojictBe mo oineHke u KoHTpoito JIHK-peakTuBHBIX (
MYTareHHbIX) NPUMECEN B JIEKAPCTBEHHBIX CPEACTBAX M YCTAHOBJIECHUIO T'PaHMIL
MOTEHLIMAIBHOTO KaHIIEPOTeHHOro pucka (mpuioxenue k Pexkomenpnauum Koimeruun
EBpa3zuiickoii s3xoHOMUYeCKON Komuccuu oT 6 aBrycta 2019 r. Ne 23).

65. Ecnu npoBeneHue UCCIEAOBAHUN KAaHIIEPOT€HHOCTH JIEKAPCTBEHHOI'O Iperapara
TpeOyeTcs s KIMHUYECKOro MOKa3aHus, TaKue UCCIIETOBAaHUS KaHIEPOI€HHOCTH CIIECAYeT
IPOBECTH JJI1 0OOCHOBAHUSI PETUCTPALMH JIEKAPCTBEHHOTO IMpernapaTa ¢ MPUMEHEHUEM 0
JaHHOMY IOoKa3aHuto. [Ipy HaaM4uK onaceHnii OTHOCUTEIBHO BO3MOYKHOTO KAHIIEPOT€HHOIO
pUCKa JIEKapCTBEHHOI'O IIpenapara pe3yjbTaTbl MCCIEIOBAaHUN KaHUEPOTr€HHOCTH
HEOOXOAUMO TMPENCTaBUTh JO NPOBEICHUS KIMHUYECKHX MCCIEJOBAHUNA TaKOIoO
JIEKApCTBEHHOTO MpenapaTa. BoybIas mpoI0KHTETbHOCTD KITHHIHYECKOTO MCCIIEI0BAHNUS He
paccMaTpHUBAETCS B KAUECTBE CYIIECTBEHHOM MPUYMHBI BO3MOKHOTO KaHIIEPOT€HHOI'O PUCKA.

66. VccnenoBanusi KaHIIEPOTEHHOCTH JIEKAPCTBEHHBIX MPEMApaToB, pa3padbaThiBaeMbIX
IUISL JICYEHUs TsDKEIbIX 3a00JIeBaHUN y B3POCIBIX WM JAETEW, MpU HEO0OXOIUMOCTH
paspemaeTcsi HpOBOAUTH MOCIIE PETUCTPALIMH JIEKAPCTBEHHOIO Mpenapara.

XII. MccnenoBanus penpOAyKTUBHON M OHTOI'€HETHIECKON TOKCHIHOCTH JIEKAPCTBEHHOTO
mpemnapara

67. UccnenoBanus penpoyKTUBHON U OHTOT€HETUYECKON TOKCUYHOCTH JIEKAPCTBEHHOTO
npenapara HEOOXOJUMO MPOBOJUTH C YYETOM OCOOCHHOCTEW MOMYJALMH, KoTopas OyaeT
MOJBEPraThCs SKCIO3ULIUH 3TOT0 JEKAPCTBEHHOTO Mpenapara.

1. My»X9uHEI

68. ITockonbKy OIleHKa PENnpOAyKTUBHON CHUCTEMBI CaMIIOB MPOBOJUTCS B paMKax
IPOBEJICHUS MCCJIEJOBAHUNA TOKCUYHOCTH C TOBTOPHBIM (MHOTOKPAaTHBIM) BBEJICHHEM
JIEKapCTBEHHOIO MIpEIapara, pa3penaeTcss BKIIYaTh MY>KUYUH B KIIMHUYECKUE UCCIIETOBAHUS
I u II ¢a3 no npoBeneHuUs CreUaIbHBIX UCCIEI0BaHUN (EepTUIBHOCTH Y camIloB. OreHka
PENPONYKTUBHOM CHCTEMBI y CaMIlOB MU CaMOK IO pe3yJbTaTaM CTaHJApTHOTO
TUCTONATOJIOTHYECKOT0 MCCJICIOBAHUS SMYEK UM SUYHUKOB B MCCIECIOBAHUIX TOKCUYHOCTH C
MOBTOPHBIM (MHOTOKpPATHBIM) BBEJICHUEM JIEKAPCTBEHHOI'O0 Mpemnapara (Kak MpaBWIIO, y
IPHI3YHOB) HE MEHEe 2-HeJeNbHONW MNPOJOKUTEIBHOCTH CUMTAETCS COMOCTABUMOM IO
YyBCTBUTEJIBHOCTHA K BBISIBICHUIO TOKCHUYECKOTO JEWCTBUS HAa PENPOAYKTUBHBIE OpPTaHbI
’KUBOTHBIX CO CIICI[HAILHBIMU UCCIICIOBAHUAMU (DEPTHIHHOCTH.

69. UccnenoBanust PepTHIIBHOCTH y CaMIIOB HEOOXOAMMO MTPOBECTH JI0 Hayaja KPYIHBIX
WU JJIUTENIBHBIX KIMHUYECKUX UCCIENOBaHUN (Hanpumep, kiuHuyeckue ucciegopanus 11

dbasbl).

2. XXeHmmHEI 6€3 AeTOPOIHOTO IOTSHIHANA



70. Ecnu npoBesieHbl HCCeJOBaHUSI TOKCUYHOCTU MPU MOBTOPHOM (MHOTOKPATHOM)
BBEJICHUM JIEKAPCTBEHHOI'O IMpenapara MNpeayCMaTpUBAIOIINE OLEHKY PEnpOJTyKTUBHBIX
OpraHOB Yy CaMOK, pa3pellaeTcsl BKIIOYATh B KIMHUYECKUE HCCIIEIOBAHMS JKEHIIUH Oe€3
JE€TOPOJHOTO MOTEHIIUANA (TO €CTh CTEPUIIN30BAHHBIX UM HAXOJSAIIMUXCS B TIOCTMEHOIAY3€)
0e3 MpoBeACHHS UCCIEA0BAaHUN PENPOIYKTUBHON TOKcHUYHOCTU. [Ipn 3TOM mocTMeHomnay3a
oIpefieNIIeTcsl KaKk OTCYTCTBUE MEHCTpyalui B TeueHue 12 mecsues, HE 00YCIOBIEHHOE
WHBIMUA MEIUIIMHCKUMU TPUIMHAMH.

3. JKeHIMHHI ¢ ASTOPOAHBIM IOTEHIIHAIOM

71. B OTHOIIEHUH >KEHIIUH C IETOPOJIHBIM MOTEHIIMAIOM CYIIECTBYET BHICOKAsI CTEIICHb
OTIACHOCTH TOJBEPTHYTh OHMOPHOH WM IUIOJ HENpPEeTHAMEPEHHOW JKCIO3UIINHU
JIEKapCTBEHHOI'0 TMpernapaTta J0 MOJYYEeHHUs] CBEACHUM O MOTEHUHAIbHOW MOJb3e U
MOTEHITMATBHBIX PUCKAaX 3TOTO JIGKAPCTBEHHOTO Mpernapara.

72. Ilpu BKJIIOYEHUH B KIMHUYECKHE HCCIIEJIOBAHMS KEHIIMH C JE€TOPOIHBIM
MOTEHIIUAJIOM HEOOXOJIMMO ONHCaTh W MHUHUMHU3HUPOBATH PHUCK HEMpeIHAMEPEHHOU
HKCTO3UIIMM JIEKAPCTBEHHOr0 Tpemnapata y sMOpuoHa uiu 1iona. IlepBwiif moaxond K
JOCTHMIKEHUIO 3TOM 1ENU 3aKJII04YaeTcsi B MPOBEICHUU HCCIEAOBAHUN PENpOAyKTUBHOU
TOKCUYHOCTH JIJIS OIICHKHU PUCKA, CBS3aHHOTO C CAMUM JIEKAPCTBEHHBIM MPEMapaToM, H
MPUHSATUSL COOTBETCTBYIOIIUX MEP MNPEJOCTOPONKHOCTH Yy KEHIIUH C JIETOPOJHBIM
MOTEHITMAIIOM B KIMHUYECKUX MCCIIEIOBAaHUAX. BTOPO# 1MoAX0/ 3aK/II09aeTCs B OTPaHUYCHHUH
pHUCKa 3a CUET MPUHATUS MEpP B IEJISAX MPEAOTBPAIICHUSI HACTYIUICHUSI OEPEMEHHOCTH B XOJI€
MPOBEICHMSI KITMHUYECKUX HccleqoBanHnii. K TakuM MepaM OTHOCATCS:

TECThI Ha OEPEeMEHHOCTh (HAIPUMED, MO OMPEEICHUIO CBOOOTHOM
b-cyObeTMHUITBI XOPUOHUYECKOTO TOHAJ0TPOIIMHA YETIOBEKA);

MCIIOJIb30BAaHUE BHICOKOHA/ICKHBIX METOJ0B KOHTPAICIIIUU, KOTOPHIMU CUUTAIOTCS KaK
M30JIMPOBaHHbIE, TaAK U KOMOWHHPOBAHHBIE METO/bI, 00ECICUMBAIOIIME HU3KYIO YaCTOTY
Heyaay (To ectb MeHee | % B rojl) mpu X MOCTOSHHOM M NPaBUIIbHOM NpuMeHeHuu. [lpu
MIPUMEHEHUN METOJIa TOPMOHAJILHON KOHTPAICTIIIHA HEOOXOMMO YUHUTHIBATh MH(GOPMAIIHIO
00 wuccaemyeMoOM JICKApCTBEHHOM IIpemapaTeé W €ro MOTCHIHAIbHOM BIIUSHUU Ha
KOHTpALICTIIHIO;

BKJIIOYEHHUE B MCCJIEIOBAHUE TOJIBKO MOCIIE MOITBEPKICHUS HATMYKS MEHCTPYyaIui.

TecTbl Ha GEPEMEHHOCTD, BHINIOIHIEMBIE B XOJI€ IPOBEICHUS UCCIIEIOBAaHUs, U 00yUeHHE
MalKEeHTOB MEpaM MPEIOTBPAIEHUS HACTYIJICHUS OEPEMEHHOCTU U KOHTPOJISI HACTYTUICHUS
OEpeMEHHOCTH JOJDKHBI OBITh JIOCTAaTOYHBIMU, YTOOBI 00ECHEYUTh MPUBEPKEHHOCTH
MalMEHTOB TaKUM MEpaM B MEPHOJI AKCIO3MIIUU JIEKAPCTBEHHOTO mpemnapara (KOTOpbId
MO>KET MPEBHIIATH MPOAOHKUTEILHOCTH UCCIICIOBAHNUSA).

73. JIist 1OTIOTHUTEIFHOM MUHMMU3ALMKU PUCKA HENpPEIHAMEPEHHON SKCIO3UIINU
JIEKapCTBEHHOI'0 Mpernapara B paMKax MOJAXOJO0B, OMHMCAHHBIX B MYHKTE 72 HACTOSIIETO



PykoBojicTBa, HHPOPMHUPOBAHHOE COTJIACHE JOJKHO OCHOBBIBATHCS HA BCEU MMEIOIIEHCS
uH(popMaluu O PENnpOAYKTUBHONW TOKCHYHOCTH JIEKAPCTBEHHOTO Ipemnapara (Harmpumep,
oOIIel OLIEHKE IMOTEHUHAIBHOM TOKCHYHOCTH JIEKAPCTBEHHBIX IPENapaToB, HUMEOIINX
POJCTBEHHBIE CTPYKTYypbl W (dapmakonoruueckue 3¢dextsi). B ciyuae orcyTcTBus
AKTYQJIbHBIX CBEICHUN O PENPOAYKTMBHOM TOKCUYHOCTH JIEKAPCTBEHHOIO Ipemnapara B
UH(QOPMUPOBAHHOM COTJIACUM HEOOXOJUMMO YKa3aTh CBEIECHHUS O TMOTEHIMAIbHBIX
HEBBISIBJICHHBIX PUCKAX JJI1 SMOPHOHA WM IUIOAA.

74. [lomyckaeTcsl BKJIIOYATh KEHIIUH C JETOPOJHBIM MOTEHIMAJIOM B paHHUE (a3bl
KIMHUYECKUX HCCIeJOBaHUN 0€3 JOKIMHUYECKOTO0 H3yYEeHUsS OHTOT€HETHYECKOU
TOKCUYHOCTH (MCCIEe0BaHMs SMOpUO(PETAIIbHOTO Pa3BUTHSI) B CIEIYIOMIMX CITydasx:

a) MHTEHCHUBHBIA KOHTPOJIb PUCKA B KPAaTKOCPOUHBIX (HAMpumep, 2-HeAeIbHBIX)
KIIMHUYECKHUX UCCIIEI0BAHUSX;

0) npeobyananue 3a00JIeBaHUs CPEIU KEHIIUH U HEBO3MOKHOCTh JOCTHXKECHHUS 1IEIH
UcCIe0OBaHUs 0€3 BKJIOUEHHS B KIMHUYECKHE HCCIIEIOBAHUS KEHIIMH C JETOPOIHBIM
NOTEHLIHAJIOM, a TaKXKE€ MPUHATHE TOCTATOYHBIX MEP I MPEJOTBPAILCHUS HACTYILJICHUS
OEpEeMEHHOCTH.

75. JlomomHUTENbHBIMU (DAKTOpaMHU TMPOBEJACHUS HUCCIEIOBAHUM Yy JKEHIUH C
JE€TOPOJHBIM MOTEHIMaIoM 0€3 TMpPOBENECHUsA JOKIMHUYECKUX HCCIEOBAHUM
OHTOT€HETUYECKOM TOKCHYHOCTH SBJISAIOTCA CBEACHHUS O MEXaHU3ME JEHUCTBUA
JIEKapCTBEHHOr0 mpenapara (ero meradoiuTa), €ro CBOWCTBAX, CTEHNEHHU SKCIO3UIIMU
JEKapCTBEHHOI'0 IpenapaTta y 3MOpHMOHA WM IUIOJA W 3aTPYJHEHHSX IPHU MPOBEICHUH
UCCJIEIOBAHUM OHTOT€HETUYECKOM TOKCUYHOCTH Ha MOAXOMASIIEH MOJENH >KUBOTHBIX (
HaIpuMep, UCCIEN0BAHNS OHTOTEHETHYECKOW TOKCUYHOCTA MOHOKJIOHAIBHBIX aHTUTEI, JUJIS
KOTOPBIX IO HMEIOIIUMCS Hay4YHbIM JIaHHBIM YCTAaHOBJIEHA HM3Kas sMOpuoderanbHas
HKCHO3MIMS B IMEpPUOJ OpraHoreHesa, paspeuaeTcs npoBoauTh Bo Bpems Il ¢assl
KIIMHUYECKUX HcciienoBaHuid). [Ipu 3TomM ucciaeqoBaHUs OHTOT€HETHYECKOW TOKCUYHOCTH
JOJIKHBI OBITh TIPOBEACHBI K MOMEHTY MOJAa4l PETMCTPALIMOHHOIO JI0ChE JIEKAPCTBEHHOTO
npenapara Ha perucTpalyio U B PETMCTPAMOHHOE JI0ChE JOJIKEH OBITh BKIIFOUEH IOJIHBIN
OTYET O JAHHOM BH/JI€ TOKCUYHOCTH JIEKAPCTBEHHOI'O Mpenapara.

76. Jlo mpoBeeHHS OCHOBHBIX HCCIENOBAHUN PENPOAYKTUBHOW TOKCUYHOCTH
paspelaeTcs BKIKYEHUE B KIMHAYECKUE HCCIEAOBAHUSA KEHIIMH C JETOPOIHBIM
noteHuuaioM (10 150 denoBek), KOTOpble OyAYyT MOIMY4YaTh UCCIEAYEMbI JIEKapCTBEHHBIM
Mpenapar B T€YEHUE OTHOCUTEIIBHO KOPOTKOTO mepuoda (1o 3 MecsleB), NpU YCIOBUU
HaJINYWsl TIPEABAPUTENBHBIX JAHHBIX O PENPOAYKTUBHOW TOKCUYHOCTH JIEKAPCTBEHHOIO
npenapara, MoJy4YEeHHbBIX Ha 2 BUJIaX KUBOTHBIX, U TIPU IPUHSATUUA MEP NI MPEIOTBPALICHUS
HACTYIUIEHUsI OEpEeMEHHOCTH Yy CyOBeKTOB HccieaoBaHus. g AOCTHXKEHUS 3TOW LETu
MPOBOAUTCS MPEABAPUTEIBHOE UCCIEe0BaHIE SMOPHO(DETaTbHOIO Pa3BUTHS MIPU BBEACHUU
JIEKapCTBEHHOTO Tpernapara B JOCTaTOYHBIX 03aX. MccienoBanue 10KHO OBITH POBEICHO
C y4acTHEM He MeHee 6 CaMOK Ha TpyIILy >KMBOTHBIX M CaMOK, IOJyYaBIIUX Ipenapar B



nepuoj opranoreHesa. MccnegoBanue JAOMKHO BKJIIOYATh B Ce0sl OIIEHKY BBDKMBAEMOCTH
1102, MacChl Tejla, BHEIIHEE M3y4YeHUE IJI0/a, a TaKKe M3yYEeHHE BHYTPEHHUX OPTraHOB
mnoxaa. IlpenBapurenbHoe JOKIMHUYECKOE HUCCIEAOBAHUE MPOBOJMUTCS B COOTBETCTBUU C
[IpaBunamu nabopaTOpHOW TMPaKTUKM W HAyYHBIMU CTaHJAapTaMu B 00JIacTH

OMOMEIUITMHCKAX HWCCIEAOBAHUN TPU YCIOBUU OOECIedYeHus MPSMOro JOCTyIa

3aMHTEPECOBAHHBIX JIUI] K COOpPAHHBIM JIAaHHBIM.

77. Pa3pemienne Ha MpOBENCHUE KIMHUYECKUX HCCIEIOBAHUN C yYaCTHEM YKEHIIUH C
J€TOPOJAHBIM MTOTEHIIMATIOM CBSI3aHO C:

a) OYeHb HU3KOM YacCTOTON HACTYIUICHUS 0€PEeMEHHOCTU BO BpPeMsI KOHTPOJIUPYEMBIX
KIIMHUYECKUX UCCIEIOBAHUM ¢ ydacTheM HeOoapIux KoropT (10 150 uenosek);

0) KOPOTKOM MPOJOJDKUTEIBHOCTRIO TaKUX HccieqoBaHui. YacToTa HACTYIUICHUS
OCpPEeMEHHOCTH Y JKCHIIWH, BIIEPBBIC MPEANPUHUMAIONINX TMOMBITKY 3a0€pPEMEHETD,
cocTaBisieT npuMepHo 17 % Ha MEHCTpyaabHbIN ITUKI. YacToTa HACTYIUICHUSI OEPEMEHHOCTH
B IIl da3ze knuHMYECKUX UCCIEAOBAHUN, MPOBEIACHHBIX y JKEHIIUH C JI€TOPOJHBIM
noTteHuuaioM, coctapisiia MeHee 0,1 % Ha MEHCTpyalbHBIM IIUKJ, €CIU B XOJI€ ITUX
HCClIeIoBaHUN CyOBhEeKTaM PEKOMEHJIOBAJIM HE JOMYCKaTh HACTYIUJICHUS OEPEMEHHOCTH M
OBLIM TIPEANPUHATHI MEPBI I MPEJAOTBpAIlleHUs] HACTYIUICHUs OepemMeHHocTH. YacToTa
HacTyruieHus: OepemenHoct Bo Il daze knuHuueckux uccnenoanuii Huxke, yem B III daze
HCCIIeIOBAaHUM, HO BBUy OTPaHUYSHHOI'O YKCJIa BKIIOYEHHBIX B JaHHYIO (pa3y Huccieq0BaHUMA
XKEHIIUH BEJIWYUHY CHUXKEHUS YaCTOThl TAaKUX CJIYy4aeB YCTAHOBUTH HEBO3MOXKHO.
OCHOBBIBasSICh Ha YKa3aHHBIX JTaHHBIX, 9aCTOTa HacTyruieHus OepemenHoctu Bo II daze
UCCIIeIOBAaHUM, BKIOYArOmMuX B ceds A0 150 sKeHIIUH ¢ JAETOPOJHBIM IOTCHIIMAIOM U
MPOJOJDKUTENBHOCTBIO 10 3 MECSlEB, JNOJDKHA COCTaBisATh MeHee yem 0,5 cimydas
OEpEeMEHHOCTH Ha Ka)X bl UCCIIeTyEMBbIi JIEeKapCTBEHHBIN MTpernapar;

B) CHOCOOHOCTBIO HaJUIekKalIUM 00pa3oM CIJIAHMUPOBAHHBIX MPEIBAPUTENBHBIX
HCCIICIOBAHUI BBISBIATH OOJBIIMHCTBO OHTOTCHETHYECKHX TOKCHMYSCKUX 3(PheKToB,
KOTOpbIE MOTJIM OBl MOBJUATH HA BKJIOYEHUE B KIMHUYECKUE HCCIICIOBAHUS JKEHIUH C
JETOPOHBIM MOTEHIIUATIOM.

78. Ha nonmycTuMoe K BKJIIOYEHHUIO B KJIMHUYECKHUE HUCCIIETOBAHUE YMCIIO KEHIIUH C
JETOPOJIHBIM MOTEHIIUATIOM U MPOAOIKUTEIBHOCTh UCCIEOBAHUS BIUSIOT XapaKTePUCTUKU
MOMYJISIIIUH, CBA3aHHBIE C BEPOSITHOCTHIO HACTYIICHUs] OEpEeMEHHOCTH (HampuMep, BO3pacT,
3aboJsieBaHue U T. A.). HeoOxonumo 3aBeplInTh OCHOBHBIC JOKIMHUYECKUE UCCIETOBAHUS
OHTOT€HETUYECKOM TOKCUYHOCTHU JI0 BKJIIOUEHHS B KJIMHUYECKOE UCCIETOBAHUE KEHIIUH C
JETOPOJHBIM MOTEHIIMAIOM, 32 MCKIIOYEHUEM CHUTyallui, yKa3aHHBIX B MyHKTax 72 — 76
HacTosiero PykoBojicTaa.

79. TTocKOJNBKY OILIEHKa PENPOAYKTHUBHBIX OPraHOB CaMOK IPOBOJUTCS B paMKax
MPOBEICHUS HCCIEAOBAHUI TOKCHUYHOCTHU MHpPU MOBTOPHOM (MHOTOKPAaTHOM) BBEJICHHU
JIEKapCTBEHHOIO Mpenapara, pa3peiacTcs BKIYATh )KEHIIUH ¢ IE€TOPOIHBIM MOTCHIIUAIOM
B KinHUuYeckue uccienoanus [ u Il pa3 ¢ moBTOpHBIM (MHOTOKpPATHBIM) BBEICHUEM JI0



MPOBEJCHUSI HCCleNoBaHus (QEPTUIBHOCTH Y CaMOK C y4€TOM ITyHKTa 68 HacTOAIIETo
PykoBoactBa. Jlsi1 000CHOBaHHUSI BKJIIOUEHHS >KEHIIMH C JETOPOAHBIM IMOTEHIIMAIOM B
KpYIIHbIE WJIW MPOJOJLKUTENIbHBIE KIIMHUYECKUE HUcclieloBanus (Harpumep, uccienoanus 111
(da3pl) HEOOXOAMMO MPOBECTU JOKIMHUYECKHE HCCIEIOBAHUS, HAMPABICHHBIE HA OLIEHKY
(bepTIIBHOCTH y CaAMOK.

80. B perucrtpaimoHHoe 10Che JIEKAPCTBEHHOIrO MpernapaTta HeoOXOAMMO BKIIOUYUTH
pe3yNbTaThl UCCIEI0BAHUN MPEHATAIBHOTO U MOCTHATAIBHOTO OHTOT€HETUYECKOTO PAa3BUTHS
MOTOMCTBA JKUBOTHBIX, MTOJABEPTIINXCS IKCIIO3UIMH JICKAPCTBEHHOTO perapara.

81. Jlo BKIIFOUEHHUS KEHIIUH C IETOPOJIHBIM MOTEHIIMAIOM B KIIMHUYECKUE UCCIIEAOBAHMS,
B KOTOPBIX HE HCIHOJIB3YIOTCS BBICOKOA(D(PEKTUBHBIE METOJbl KOHTPAICHIINHN, WIH TPH
HEHU3BECTHOM TECTAl[MOHHOM CTaTyce€ HEO0OXOJUMO IIPOBECTHU IOJHOE HCCIIEeI0BAHUE
pPENpPOIYKTUBHON TOKCHYHOCTH Y CaMOK M CTaHJApPTHbIA (TOdHBIN) Habop (Oarapero)
UCCJIeIOBAaHUN T€HOTOKCUYHOCTH. BBICOKOHAIE)KHBIMU METOAAMHU KOHTPAEIIIUU CUUTAIOTCS
KaK M30JMPOBAHHbIE, TAK 1 KOMOMHUPOBAHHBIE METO/IbI, 0OECIIEUNBAIOLINE HU3KYIO YaCTOTY
Heyna4y
(to ectb meHee 1 % B roa), Opu MX MOCTOSHHOM M TMPABUIBHOM NpuUMeHeHHH. [lpu
MPUMEHEHUN METOJIa TOPMOHAILHON KOHTPALICTIIIMA HEOOXOAMMO YUUTHIBATH HHGOPMAIIHIO
00 wuccaeayeMOM JIEKAPCTBEHHOM IIpernapaTre M €ro MNOTEeHUHAJIbHOM BIIMSHUU Ha
3 PEKTUBHOCTH ATOTO METOIa TOPMOHAILHON KOHTPAIICTIIHH.

4. bepeMCHHBIC K CHIIMHBI

82. Jlo BkItOUeHUS OEPEMEHHBIX KEHIUH B KIMHUYECKUE MCCIICIOBAHMS HEOOXOIUMO
MPOBECTHU MCCIICIOBAHUS PETPOTYKTUBHON TOKCUYHOCTH y CAMOK M CTaHAAPTHBIN (TTOJTHBIHN)
Habop (OaTapero) uccleIOBaHUN TEHOTOKCMYHOCTH, a TakKKe HEO0OXOJMMO OIIEHUTh
MMEIOIIHECS JIaHHbIE 0 0€30MACHOCTH IKCIIO3HUIINHI U3y4aeMOoro JIEKApCTBEHHOTO Mperapara y
YeoBeKa.

XIII. Knmuangeckne UCCIIEI0OBAHUS C yIaCTHEM JeTeH

83. [Ipu BKJIIOUYEHUH B KJIMHUYECKUE UCCIEAOBaHUS JIeTell HanboJiee 3HAYMMBIMU
CBEJICHUSIMU SIBJIIOTCS JTaHHBIC IO 0€30MMaCHOCTH, KOTOPHIE MOTYUYEHBI C YIaCTHEM B3POCIIBIX
CyOBEKTOB, KOTOpbIE, KaK MpPaBUJIO, JAOJKHBI OBITh JOCTYHHBI A0 Hadala KIMHUYECKUX
WCCIIEIOBAHUM C YYACTUEM JIETEM.

84. JloctaTo4HOCTh U 00BEM JAaHHBIX O OE30MACHOCTU UCCIEAYEMOI0 JEKapCTBEHHOTO
npenapara, MNOJYYEHHBIX B KIMHUYECKUX MCCIEIOBAHUAX C YYacCTHEM B3POCIBIX
ONpPEeAENsAOTCd B MHAUBUAYAIbHOM mopsake. J[0 Hadala mpUMEHEHUs JEKapCTBEHHOIO
npernapara y JeTed J0CTaTOYHbIC JaHHbIE 00 OMbITE MPUMEHEHHUS ATOT0 JEKApCTBEHHOTO
mpernapara y B3pOCIbIX MOTYT OTCYTCTBOBATh (HampuMep, MPU HUCKIIOUHUTEIBHO JETCKUX
MOKa3aHUsIX ).



85. Jlo Hauana mpoBEICHHS UCCIISIOBAHMM C y4acTUEM JIeTe HE0OXO0IMMO pacIoiaraTh
pe3yibTaTamu:

a) UCCIeJOBaHUN TOKCUYHOCTH MPU MOBTOPHOM (MHOTOKPAaTHOM) BBEIACHHU
JIEKapCTBEHHOT'O Mpernapara B3pOCbIM )KUBOTHBIM B TEUEHHE ONPEICIEHHOTO NEPUO/IA;

0) ocHOBHOTO HaOOpa (baTapen) Ucciaea0BaHU (papMaKOIOTHIECKONW OE30MaCHOCTH;
B) CTaHJAapTHOTO HabOpa UCClIeIOBAaHUN T€HOTOKCUYHOCTH.

86. MoxeT noTpeOoBaThcsl MPOBEACHUE UCCIEAOBAHUS PEPOTYKTUBHON TOKCUYHOCTH,
COOTBETCTBYIOILIETO BO3pPACTy U IOJIY MCCIEIYEMBIX JIETEH, s IOJYyYEeHHsS CBEICHHU O
NPSMBIX TOKCUYECKUX WJIM OHTOTEHETUYECKUX pHUCKaxX (HAmpuUMep, HCCIeAOBAHUS
(GepTIIBHOCTY U IPEHATATLHOTO (TIOCTHATATLHOTO) PA3BUTHS).

87. IlpoBeneHne KIMHUYECKHX HCCIEAOBaHUN »MOpHUO(DETaTbHOTrO pa3BUTHS
HeoO0s3aTeNbHO A1 000CHOBAHUS MPOBEACHUS TAKUX UCCIECTOBAHHUM C y4acCTUEM MYXKYUH U
npermyOoepTaTHBIX KEHIUH.

88. TOKCHUKOJIOTHYECKNE UCCIEA0BAHNS HA HEMOJIOBO3PEINBIX KUBOTHBIX MPOBOJAT ECIU
UMeEIoNIUecss JIaHHble O 0e30MacHOCTH HCCIEAYEeMOTOo JEKapCTBEHHOTO IIpernapara,
MOJIyYEHHBIE B PE3YJIbTaTE MCCIEIOBAHUI HA )KUBOTHBIX M C YYaCTHEM UEJOBEKAa, BKIOYAs
naHHble 00 a(ddeKxTax Ipyrux JeKapCTBEHHBIX MpenapaToB 3TOro (apMaKoJIOTHUYECKOTO
KJlIacca, CUUTAIOTCS HEIOCTATOYHBIMHU JUIsi OOOCHOBaHUS MPOBEACHUS HCCIENOBaHUN C
yuactuem Jetedl. Eciam Tpebyercs mnpoBeneHHE TOKCHUKOJIOTHMYECKOTO HCCIEAOBaHUS,
NOCTATOYHO MCIIOJb30BaHWE | BUJA HEMOJOBO3PEIBIX )KUBOTHBIX, B OCHOBHOM T'PBI3yHOB.
[Ipn moctaToyHOM HaydYHOM OOOCHOBAaHMHU pa3peliaeTcs MPOBEACHHE TOKIMHHUYECKUX
UCCJIeIOBaHU Ha HerpbI3yHax. [Ipu kpaTkocpouyHbIX apMaKOKMHETHUECKUX UCCIEIOBAHUSIX
Cc ydactueM jaerei (Hampumep, 1| — 3 103bl JIEKAPCTBEHHOI'O Ipenapara) HNpOBEAECHUE
IIPEABAPUTEIBHBIX TOKCHKOJIOTMYECKUX MCCIIEA0BAHUI HA HEMOJOBO3PENBIX KUBOTHBIX HE
Tpedyercs.

89. B 3aBUCHMOCTH OT MOKAa3aHUW K MPUMEHEHUIO, BO3pacTa JE€TEH U JaHHBIX O
0€30MMacHOCTH NPUMEHEHHUsl JIEKapCTBEHHOrO IIpernapara IOJy4YeHHbIX B pe3yjbTare
MCCJIEIOBAHMI Ha B3POCIBIX )KUBOTHBIX M C yYaCTHEM YEJIOBEKA, /10 Hayala KPaTKOCPOUYHBIX
KIMHUYECKUX HCCIeOBaHUN dSP(HEKTUBHOCTH U 0€30MACHOCTH C TMOBTOPHBIM (
MHOTOKPaTHbIM) BBEJEHHEM HEOOXOIMMO PACCMOTPETH BOIMPOC O IEIEeCO00pPa3HOCTU
IPEABAPUTEIBLHOTO MOTYUYEHHS PEe3yJIbTaTOB UCCIEAOBAHNI HA HETIOJIOBO3PEIIbIX JKUBOTHBIX.

90. Ogaum u3 HanboJiee BAKHBIX (PAKTOPOB SIBISIETCS] BO3PACT YYACTHUKOB HCCIEIOBaHUS
10 OTHOIIECHHIO K MPOAOJKUTEIBHOCTH IIPOBEACHMS KIMHUYECKOr0 HCCIE0BaHUs (TO €CTh
MepUoJi pa3BUTUA, B TEYEHHE KOTOPOrO0 YYACTHUKU KIMHUYECKOTO MCCIEIOBAHUS
MIOJIBEPTar0TCs 3KCIO3ULIUH JIEKAPCTBEHHOTO IIpenapara). JTa OLleHKa MTO3BOJISET ONPEAECIUTh
HEO0OXOJAMMOCTh MPOBEJEHUSI UCCIIEAOBAHUI HAa HEMOJOBO3PEIbIX KUBOTHBIX, YCTAHOBUThH
CPOKH MX IIPOBEICHHUS 10 OTHOLWIEHUIO K KIIMHUYECKUM UCCIIEI0BAHUSM.



91. IIpu npoBeIeHUU AOJITOCPOUHBIX KIMHUYECKUX HCCIIEIOBAHUN C yUacTHUEM JIETEM,
eciau TpeOyeTcs OLEHKAa TOKCUYHOCTH B OTHOIIEHWHU HEMOJIOBO3PENbIX >KUBOTHBIX,
JTOKJIMHUYECKHUE MCCIIeIOBAHUS HEOOXOMMO 3aBEPIIUTD IO Havajla UCCIICIOBAaHUH.

92. IlpoBeneHHE IOATOCPOYHBIX HCCIEIOBAHUNM TOKCHYHOCTH B OTHOIIEHHU
HETIOJIOBO3PEIIbIX KUBOTHBIX HEOOXOJMMO B CIy4dasiX, €CIU JETCKas MOIYJSALUS SIBISETCS
OCHOBHOW MOMYJISILIMEN, KOTOpask MOJYy4YaeT JICKAPCTBEHHBIM Mpernapar, a B MPOBEIACHHBIX
NOKJIMHUYECKUX HCCICIOBAHUAX HA IKUBOTHBIX OOHApyX EHbl TMOTEHIUAJIbHBIC
OHTOTCHETHYECKHUE PHUCKH (TOKCUKOJOTHMYECKHUE WM (apMaKOJOTHYECKUe) JIst
OpraHOB-MHILIEHEH. DTO MOXKET OBITh JTOJTOCPOYHOE JOKIMHUYECKOE MCCIIEIOBAaHNE, HAYaTOe
Ha XMBOTHBIX COOTBETCTBYIOILLETO BO3pacTa M BUIA, C COOTBETCTBYIOIIUMHU KOHEYHBIMHU
TOYKAMHU JJIS aHaliu3a TaKOoro OHTOT€HETHYECKOro pucka (Hampumep, 12-mecsauHoe
HCCIIeIOBaHNE Ha coOakax (KOTOpOe MPH ATOM MOXKET BKJIIOUYaTh B ce0s BeCh MEPUOT
pa3BUTHS cO0AK) UK 6-MeCSIYHOE UCCIIeIOBaHNE Ha KpbIcax). Y JII000Tro 13 BUAOB KUBOTHBIX
JOMYCKAaeTCs afanTalnns JaHHOIO AU3aiHa JOKJIMHUYECKOTO HCCIIEIOBAHUSA B LEIAX 3aMEHBI
UM COOTBETCTBYIOIIETO CTAHAAPTHOTO IOJTOCPOYHOTO JOKJIMHUYECKOTO UCCIEIOBAHUS U
OTZEJIBHOTO TOKIMHUYECKOTO UCCIIETOBAHUS HA HETIOJIOBO3PENBIX KUBOTHBIX.

93. Jlo Hayama AOJTOCPOYHBIX KIMHUYECKUX HCCJIEIOBAHUN C ydyacTUEM JEeTeH
HEO0OXOAMMO OMPENETUTh 1eJIeCO00pa3HOCTh MPOBEACHUS MCCIEI0BAHUS KaHIIEPOT€HHOTO
noTeHImana. Bmecre ¢ TeM mpu OTCYTCTBUU CYLIECTBEHHOW NPUYUHBI JJIsI OomaceHui (
HaIllpUMep, NPU3HAKA T€HOTOKCUYHOCTU MO PE3yIbTaTaM Pa3HbIX HCCIEAOBAaHUN, HATUYUE
MPOKAHIIEPOr€HHOI'0 PHUCKa, OOYCIIOBJIEHHOIO MEXAHU3MOM JEWCTBUS JAECHCTBYIOIIETO
BEIECTBA, WJIM HaJIU4HMe JAHHBIX, BBISIBJICHHBIX MpPHU MPOBEJACHUU HCCIEIOBAHUM OOIIEH
TOKCHUYHOCTH) HE TpeOyeTcsl MPOBEICHUE UCCIEOBAaHUN KAHIIEPOr€HHOr0 MOTEHIMANIA IS
000CHOBaHUS TPOBEICHUS KIIMHUYECKUX UCCIEAOBAHUM C yHacTHEM JIETEH.

XIV. UccnenoBaHne AMMYHOTOKCHIHOCTH JICKaPCTBEHHOT'O Ipemapara

94. HoBble nekapCTBEHHbIE Mpenaparbl sl MEJUIMHCKOTO MPUMEHEHUS IMOJIIEekKAT
OLIEHKE B IEJNSIX TMOATBEPXKAECHUS HAIMYUS HMMMYHOTOKCHYECKOrO MOTEHLIHMAla C
MPOBEJICHUEM CTAHJIAPTHBIX TOKCUKOJOTHYECKUX MCCIEAOBAHUN W JIOTOJHUTEIBHBIX
UCCIIEIOBAaHUM HMMMYHOTOKCMYHOCTH Ha OCHOBE aHajdu3a 3HAYMMOCTH JI0Ka3aTEJIbCTB
MOTEHIHAJIbHONM HMMMYHOTOKCHYHOCTH JIEKAPCTBEHHOTO  Ipemapara, BKJIOYas
MMMYHOOIIOCPEOBAHHBIE CUTHAJIbI, IOJYyYEHHBbIE IPH MPOBEJCHUU CTaHAAPTHBIX
TOKCHUKOJIOTUYECKUX UCCIIEIOBAHUM.

95. Ecnu nokazaHo NPOBEAEHUE JTOMOJTHUTENBHBIX UCCIEA0BAHUA UMMYHOTOKCUYHOCTH,
UX HEOOXOAMMO 3aBEPIIUTh JI0 SKCIO3ULUHU JEKAPCTBEHHOrO Ipenapara y OOJbIION
MOMYJISANUY NanueHToB (Hanpumep, 111 dha3pl KIIMHUYECKUX UCCIeT0BaHUMN ).

XV. UccnenoBanue Gporo6e30macHOCTH JIEKApCTBEHHOT'O IpenapaTa



96. IlenecooOpa3HOCTh U CPOKH MPOBEACHUS HUCCIeAOBaHHUSA (HOTOOE30MACHOCTH 10

OTHONICHUIO K SKCTIO3UIUH JICKAPCTBEHHOTO TperapaTa y YeIOBeKa OMPeeISIFOTCS:
a) (OTOXMMHUYECKUMH CBOMCTBAMHU MOJIEKYJbl (Hampumep, (potoabcopOmust u
(hOoTOCTAaOMITBLHOCTH);
0) cBemeHUsAMH O (POTOTOKCHUYECKOM MOTSHITUAIE XUMUYECKU POJICTBEHHBIX COSTUHEHUM;
B) paclpeeiCHUEM B TKAHSX;

I') KIMHUYCCKAMH WIH TOKIMHUYCCKUMH TPOSBICHUSIMHU, CBUICTECIbCTBYIONUMH O
(OTOTOKCUYHOCTH.

97. Heo6x0oamMo MPOBECTH TIEPBOHAYAIBHYIO OIEHKY (DOTOTOKCHYECKOTO MOTCHITHATA
UCX0JA U3 POTOXUMHUYECKUX CBOMCTB M (hapMaKOJOTUYECKOTO (XUMUYECKOT0) Kinacca. Ecnu
OIICHKA BCEX JOCTYITHBIX JaHHBIX W MpeJlaracMoro IjlaHa KIMHUYECKUX HCCISIOBAaHUN
CBUJIETEIHCTBYET O MOTEHITUATHHOM CYIIECTBEHHOM PHUCKE (DOTOTOKCUYHOCTH TSI YETIOBEKA,
B aMOyJaTOPHBIX KJIMHUYECKUX HCCIEIOBAHUSIX HEOOXOAUMO TMPEIyCMOTPETh
COOTBETCTBYIOIIAE MEPHI 3AIIHUTHI.

908. B mensx mojydeHusl CBEACHUM O MOTEHIIMAIBHOM (OTOTOKCUYECKOM PHCKE
JIEKapCTBEHHOTO TperapaTta IJis YelIoBeKa W ONpenesieHus HeOOXOAMMOCTH JalbHEHIIEero
M3YYEHUS BBITIOJHACTCS TOKIMHUYECKAs OIEHKa pacIlpeiesieHus JIEKapCTBEHHOTO Mpernapara
B KOX€ W Tiazax. [Ipm HEoOXOOWMOCTH MPOBOJMUTCS DKCIICPUMEHTAIbHAs OIlCHKA (
JTOKJIMHAYECKAs OLICHKA In VItro WIM In Vivo OO0 KIMHUYECKas OIeHKa) (POTOTOKCHIECKOTO
NOTEHIMaIa 10 3KCIO3ULIUU JIEKAPCTBEHHOTO TpernapaTa y 6osbiioro urcia nanueHtos (111
(haza KIMHNYECKUX UCCIICTOBAHMN ).

99. B kauecTBe aIbTEPHATUBHI MOIIATOBOMY MOJXOY, MPEAYCMOTPEHHOMY IMyHKTaMu 97
u 98 Hactosmero PykoBoacTBa, B X0/1€ MOKJIMHAYECKUX W KIMHUYECKUX HCCIICIOBAHMMI
MO>KHO MTPOBECTH MPSIMYIO OLIEHKY (POTOTOKCHYECKOTO NoTeHInana. Eciu pe3yiapTaTsl TaKOro
WCCJICIOBAHMSI OTPHUIATEIIBHBI, IPOBEICHUE PAaHHEH OIICHKH PacTpe/IeICHUS JICKapCTBEHHOTO
mpernapara B KOXKe U TJla3ax U 3alUTHBIX KIMHUYECKUX MEP HE TpeOyeTcs.

100. Ecinu pe3ynbTaThl MPOBEACHUS OLICHKH (POTOTOKCUYHOCTH CBUIETEIBbCTBYIOT O
MOTEHITMATbHOM (OTOKAHIIEPOTEHHOM PHCKE, Y TMAaI[MeHTOB J3TOT PUCK OOBIYHO B
JOCTAaTOYHOM CTENEeHM KOHTPOJUPYETCS ¢ MPUMEHEHUEM 3alIUTHBIX MEp, BKIIOYAIOIINX B
cebs mpenocTepexkeHne B HUHOOPMHUPOBAHHOM COTJIACMM U B  HHPOpPMALHUU O
3aperuCTPUPOBAHHOM  JIEKApCTBEHHOM  Tmpemnapare. [IpoBeneHue wucciaeq0BaHUN
(OTOKAHIIEPOTEHHOCTH HA TPBhI3yHAX C MCIOJIB30BAHUEM JIOCTYIHBIX MOJENCH (Hampumep,
UCCIICIOBAHUE C Y4YacTHEM OECIIePCTHBIX T'PBI3YHOB) i OOOCHOBAaHUS pa3pabOTKU
JIEKapCTBEHHBIX IPENapaTOB CUNTACTCS HEIEIeCO00Pa3HbIM M, KaK MPABHIIO, HE TPeOyeTCs.
Ecnu uccnenoBanust GOTOTOKCHYHOCTH YKA3bIBAIOT HA HATMYME (POTOKAHIIEPOTCHHOTO prCKa
U CYIIECTBYET COOTBETCTBYIOIIAs METOAMKAa HM3y4eHUS (DOTOKAHIIEPOTEHHOI'O JIEUCTBUSA
JIEKapCTBEHHOTO Tpemnapara, Takoe uCccleJoBaHuEe HE0OX0IMMO, KaK TIPABUIIO, 3aBEPIIUTH 10
PETHCTPALIUU 3TOTO JICKAPCTBEHHOTO Ipernapara, a ero pe3yJibTaTbl HEOOXOAMMO YUUTHIBATh
MIPY OIIEHKE PUCKa JIJIsl YeIIOBEKa.



XVI. JloxnmuHAYgeCcKas OLIEHKA Pa3sBUTHA JIEKAPCTBEHHOMN 3aBUCHMOCTH

101. B oTHOmIEHNH AEUCTBYIOIIMX HA LIEHTPAIBHYIO HEPBHYIO CUCTEMY JIEKAPCTBEHHBIX
MpenapaToB HE3aBUCUMO OT HUX IMOKa3aHUS K MPUMEHEHUI0 HEOOXOIUMO OIEHUTHh PHUCK
pa3BUTHUs JIEKAPCTBEHHOW 3aBUCUMOCTHU. JIOKJIMHUYECKHE HCCIEAOBAHUS JOJHKHBI
00OCHOBBIBATD:

a) Au3aliH KJIMHUYECKOW OLIEHKM MOTEHIMala BO3HUKHOBEHUS JIEKAPCTBEHHOMU
3aBUCUMOCTH;

0) omnpeiereHre YCIOBUHM OTITyCKa JIEKAPCTBEHHOTO MIpenapara HaceJIeHUIo;

B) cocTaBJieHHe HHGOPMAIIUU O JIEKApCTBEHHOM TIpemnapare.

102. Ilpu nimaHUPOBAHKMM HUCCIICIOBAHUH, BKIIIOYAONIUX B ¢e0s OIIEHKY BOSHUKHOBEHUS
JIEKaPCTBEHHON 3aBHCUMOCTU pa3pelaeTcsi UCMOJIb30BaTh PYKOBOJCTBA MO MPOBEICHUIO
JOKJIMHUYECKOM OLIEHKU PUCKA Pa3BUTHS JIEKAPCTBEHHOUN 3aBUCUMOCTH TOCY/1apCTB-UJIEHOB.

103. JlokIMHWYECKHE JaHHBIC, MOJYYCHHBIE HA PAaHHHUX dTarax MPOBEICHUS
JOKJIMHUYECKUX HCCIIEIOBAaHUM JIEKAPCTBEHHOTO MpernapaTra 10 €ro MepBOTO BBEACHUSA
YeJIOBEKY, HEOOXOUMO YUUTHIBATh MPH BBIABICHUM PAHHUX WHIAMKATOPOB MOTEHIHUATBLHON
CIIOCOOHOCTH JIEKAPCTBEHHOIO MpenapaTa BhI3bIBATh PA3BUTHE JIEKAPCTBEHHON 3aBUCUMOCTH.
Takue paHHME HHAUKATOPHI BKIIOYAIOT B CEOS:

a) (apmakokuHeTndyeckuii ((papMakoIMHAMHYECKUN) MPOQPUIb JIEKAPCTBEHHOIO

npenapara onpeaeIsioid TPOAOJLKUTEIIBHOCTh €r0 JEUCTBUS,

0) CXOACTBO XMMUUYECKOU CTPYKTYpPbl JICKAPCTBEHHOTO Iperapara ¢ U3BECTHBIMU
JIEKapCTBEHHBIMU MperapaTaMHu, BbI3bIBAIOIIMMU JIEKAPCTBEHHYIO 3aBUCUMOCT;

B) npo¢uiib CBA3BIBAHMS ACHCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHOTO Mpernapara c
penenTopamus;

r) MOBeJeHYEeCKHE (KIMHUYECKUE) MPU3HAKU, YCTAHOBJIECHHBIE MPU MPUMEHEHUU
JIEKapCTBEHHOT'O IIpenapara B JOKIMHUYECKUX UCCIEIOBaHUAX 1n VIVO.

104. Ecnu no pe3yibpTaraM paHHUX 3TAroB MPOBEICHUS JTOKIMHUYECKUX HCCIEI0BaHUN
MOTEHIIMAJ JIEKAPCTBEHHOTO MpernapaTa B 4YaCTU Pa3BUTHUS JIEKAPCTBEHHOW 3aBUCUMOCTH HE
YCTAaHOBJIEH, pPACIIMPEHHbIE JAOKJIMHUYECKHUE UCCIEIOBAHUS H3TOTO JIEKAPCTBEHHOIO
npenapara Ha MOJCJISIX OIEHKH 3aBUCHMOCTH MOTYT HE OTpeO0BaThCS.

105. Ecnn neicTByrolee BEMIECTBO JEKAPCTBEHHOTO MpENnapara nposBISICT MPU3HAKH,
CXOJIHbIE C U3BECTHBIM NMPOGUIEM MPOSBICHUS JIEKAPCTBEHHON 3aBUCHUMOCTH, WU HUMEET
HOBBI MEXaHU3M JIEUCTBUS Ha IIEHTPAIbHYIO0 HEPBHYIO CUCTEMY, JIJI1 00OCHOBAHUS KPYITHBIX
KJIMHUYECKUX uccienoBanuil (Hampumep, Il ¢assl), kak npaBuiio, HEOOXOIUMO MPOBECTU
JOTIOJIHUTEIIbHBIC TOKIIMHUYECKUE UCCIEIOBAHUS.

106. Ecnu mpodmiib MeTabOIUTOB M MUIIICHH JIEUCTBUS JICKAPCTBEHHOIO TMpernapara y
I'PBHI3YHOB COBMAAAIOT C MpoduieM METa00JIUTOB U MUIIEHIMHU JEUCTBUS JICKAPCTBEHHOTO



npernapara y 4ejloBeKa, JOKIMHUYECKYIO OLEHKY pUCKa pa3BUTHsI 3aBUCUMOCTH HEOOXOIUMO
MIPOBECTU Ha rphi3yHax. PaspemiaeTcss mpoBOAUTH MCCIEAOBAHUS HA HEYEIOBEKOOOPa3HbIX
IIpUMaTax, €CIH BBIMOJIHAIOTCA 00a CIEeTYIOMINX YCIOBHS:

a) €CTb HEOCMIOPUMBbIE TPU3HAKH TOTO, YTO UX YYACTHE B JOKIMHUYECKHUX UCCIIETOBAHUSIX
MIOMOXET CIPOTHO3UPOBATh MOJBEPKEHHOCTh YEJIOBEKA PA3BUTHUIO JIEKAPCTBEHHOM
3aBUCUMOCTH;

0) HEMPUMEHHUMBI MOJIEJIA M3YUYEHHUS Ha TPBI3YHAX CIOCOOHOCTU JIEKAPCTBEHHOT'O
Ipernapara BbI3bIBATh JIEKAPCTBEHHYIO 3aBUCUMOCTD.

107. B uensix AOKIMHUYECKON OLIEHKH pUCKA PAa3BUTHS JIEKAPCTBEHHON 3aBUCHUMOCTHU
HauboJiee yacTo NpoOBOAATCS 3 BHJIA UCCIIEAOBAHUMI:

a) MpeAroYTEeHUE JIEKapCTBEHHOT0 Mpernapara;

0) caMOBBE/ICHHE JIEKAPCTBEHHOIO MPEnapara;

B) OLIEHKA OTMEHBI IpHeMa JIEKAPCTBEHHOTO Mpenapara.

108. HMccrmenoBaHus NMPEANOYTEHNsSI U CaMOBBEIECHUS JIEKAPCTBEHHOIO Ipenapara
IPOBOJATCS KAK CAMOCTOSITEIBHBIE dKCIEPUMEHTHI. IIpoBeneHre OneHKr OTMEHBI IIpUEMa
JIEKapCTBEHHOT'O Mpenapara pa3penaeTcsi BKIIOUYUTh B AU3aHH UCCIEI0BAHUS TOKCUYHOCTH C
IIOBTOPHBIM (MHOTOKPAaTHBIM) BBEJIECHHEM JIEKAPCTBEHHOI'O Ipenapara Juisd TIpyIIIbI
KUBOTHBIX C OLIEHKON 0OpaTHMOCTH BOCCTAHOBJIEHMs. MakcumanbHasi 103a, IpU KOTOPO
KOHIIEHTpAalLlMsl B IUIa3M€ B HECKOJIBKO Pa3 MPEBBIIAET KOHUEHTPALUIO, TOJYYEHHYIO MpU
IpUEME TEpaleBTHUUYECKONW KIMHUYECKOW JO3bl Yy 4YEJIOBEKA, PacCMaTpPUBACTCA KaK
MOAXOAAIIAs Ul TaKOW JOKJIMHUYECKOW OLEHKH pPHUCKAa pAa3BUTHUA JIEKAPCTBEHHOU
3aBUCUMOCTH.

XVII. Ipyrue rccneaoBanrAs TOKCHIHOCTH JIEKAPCTBEHHOI'O IIpemapara

109. Ecnu mnoJsiydeHHbIE paHee IOKIUHUYECKUE WM KJIMHUYECKHE JaHHBIE O
JIEKapCTBEHHOM TIperapare WM POJACTBEHHBIX JIGKAPCTBEHHBIX MpenapaTax yKa3bIBalOT Ha
BO3MOJKHBIE MPOOJIEMBbI B OTHOIICHUU OE30MACHOCTH ATOTO JIEKAPCTBEHHOTO Iperapara,
11eJIecCO00pa3HO TPOBEACHUE JOMOJHUTEIBHBIX MCCIAENIOBaHUM (HampuMmep, B IEJIX
OomnpeJiesieHus MOTEHIMAIbHBIX OWOMAapKEepOB I HM3YUYCHUS MEXaHUu3Ma JIeNCTBUS
JIEKapCTBEHHOTO Mpenapara). [IpoBeieHre 10NOJIHUTEIbHBIX JOKIMHUYECKUX UCCIIEIOBAaHUMN
(HanmpuMep, IJi BBISBJICHUS TOTEHIMAIBHBIX OMOMApKEPOB U3YUEHUS MEXaHU3Ma JCHCTBUS
JIEKapCTBEHHOI'0 Tpernapara) IeJecoo0pa3Ho, €CIM MPEeablAylue AOKIMHUYECKUE WIIU
KIIMHUYECKUE UCCIIEA0BAHUS JICKAPCTBEHHOTO Mpernapara Wik POJICTBEHHBIX JIEKapCTBEHHBIX
MpernapaToB yKa3blBaJId HA 0COOBIE MPOOIIEMBI, CBSI3aHHBIE C O€30MACHOCTHIO JIEKAPCTBEHHOTO
npernapara.

110. IMoaxonpl K KBaMU(UKAIMU MPUMECEH U TMPOAYKTOB ACTpajalliid JOJIKHBI
COOTBETCTBOBATh MpaBUJIaM IO HU3YYEHHUIO TPUMECEH B JIEKAPCTBEHHBIX CPEJICTBAX M
YCTAHOBJICHUIO TpeOOBaHWI K HUM B cruenudukamusax, yTBepxkaaemMbix EBpazuiickoi
HPKOHOMHUYECKOU KomMuccuen. Ecnu ang kBam@pukanuy mpuMecu M MpoaAyKTa Jerpajaluu



HE0OXO0/IMMO TPOBEJEHUE OTIEIbHBIX HCCIEIOBAaHUM, UX JOMYCKAETCS HE MPOBOJIUTH 0
Havyana [l ¢a3pl knmHMYeckux uccienoBaHuid. OgHAKO eclid B paMKax pa3paboTKu U
M3YYEHUS JIEKapCTBEHHOT'O Mpenapara NpoucXoIiT U3MEHEHUS, TPUBOAAIINE K 00pa30BaHUIO
HOBOTO Mpo@uiist mpuMeceil (Hampumep, HOBBIM IMyTh CUHTE3a, HOBBIM MPOIYKT JIerpalaliii,
00pa30BaBIIMIACS B PE3yJIbTaTE B3aUMOACHCTBUS MEXKTy KOMIIOHEHTAMHU MPOU3BOICTBEHHON
peuentypsl), TpeOyeTcsi MPOBEICHHE COOTBETCTBYIOIIMX HCCIEIOBaHUN KBalupuKauu
NpUMECH W NPOAYKTa Jerpajaluu s OOOCHOBAHUS MPOBEACHUSA JTOKIMHUYECKUX
uccnenoBanuii II ¢azer mnm Gosiee MO3THUX ITANOB Pa3pabOTKH JIEKAPCTBEHHOTO Mpemnapara.

XVIII. UccnenoBaHne TOKCHIHOCTH KOMOMHHPOBAaHHEIX JIEKAPCTBEHHBIX IIPEIIapaToOB

111. B HacTosimmem paszjiesne OnrucaHbl UCCIEIOBAHNUSI TOKCHYHOCTH KOMOMHUPOBAHHBIX
JIEKapCTBEHHBIX MpenapaToB, KOTOPhIE YMAKOBHIBAIOTCS COBMECTHO WM BBOJATCS B 1
nexkapcTBeHHON (opme (PpukcupoBaHHAsS KOMOWHANMs 703). YKa3aHHBICE B HACTOAIICM
paszjiesnie MPUHILUIBI TaKKe MOTYT MPUMEHSTHCS IIPU pa3padOTKe JIEKapCTBEHHBIX MPEMapaToB,
KOTOpBIE COracHO MH(OPMALIUK O HUX OYIyT OJHOBPEMEHHO IPUMEHSTHCS C ONIPEICIICHHBIM
JIEKapCTBEHHBIM MPenapaToM B COCTaBe KOMOMHUPOBAHHOM Teparnuu (Jaxke eciii OH He OyaeT
BXOJIUTh B (PUKCHUPOBAHHYI0 KOMOWHAIIMIO J103) U O 0€30MacHOCTH KOMOWHHUPOBAHMUS
KOTOPBIX MOJTYyYE€Hbl MUHUMAaIbHbIE KIMHUYECKUE CBEJICHMUS.

112. TlosokeHus1 HACTOSILETO pas3zena MPUMEHSAIOTCS MPU MPOBEACHUN U3yYEHUS
TOKCUYHOCTH KOMOWHWPOBAHHBIX JICKAPCTBEHHBIX MPENapaToB, COJAEPKAIIUX B CBOEM
COCTaBe CJIEYIOIIMe KOMOMHAIINY IEWCTBYIOIIUX BEUIECTB:

a) JIEKapCTBEHHBIN MpenapaT MPEeACTaBIsSIET cO00M KOMOMHAIMIO 2 JEHCTBYIOMINX
BEIIECTB WM OoJiee, HAXOISIIMXCSA Ha TMO3JHEM »JTane pa3paboTku (TO €CTh 3TU
JNEUCTBYIOIIME BEIIECTBA SBISIIOTCA COCAUHEHUSIMH CO 3HAYUTEIBHBIM OINBITOM
KIIMHUYECKOTO MPUMEHEHUS, 1 KOTOpbIXx uMeroTcs nanubie mo 11 daze xnmHmueckux
UCCIEOBaHUN, W (WJIM) 3TH KOMOMHALMU COAEPXKATCS B 3apErMCTPUPOBAHHBIX
JIEKapCTBEHHBIX Mpenaparax);

0) JIeKapCTBEHHBIA Mpemnapar MpeAcTaBiIseT co00M KOMOWHAIMIO, B KOTOpo#l 1
JEHCTBYIONIEE BEIIECTBO MM 0ojiee HAXOMATCS Ha MO3JHEM JTame pa3pabotrku u 1
JEHCTBYIOIIEE BEHIECTBO MM 00Jiee HAXOATCS HA PAaHHEM 3Tare pa3padOoTKH (TO €CTh BTOpast
4acTh KOMOWHALMU TIPEACTaBisieT COOOM COEINMHEHUS C OrPAaHUYECHHBIM OIBITOM
KJIMHUYECKOTO TPUMEHEHUS, 111 KOTOPBIX UMEIOTCS TOJIbKO JanHble 1o Il ¢a3e kimHnueckux
MCCNIeIOBAHUM W JIAHHBIE 110 00Jiee paHHUM (pa3aM KIMHUYECKUX UCCIIeI0BaHUN);

B) JIGKAPCTBEHHBIN Mpernapar MmpeacTaBiser coOoW KOMOWHAIMIO, B KOTOPOH BCe
JEHCTBYIOLIME BEUIECTBA HAXOATCS HA pAHHEM 3Tarie pa3padoTKH.

113. B oTHOImIEHNU OOJBIIMHCTBA KOMOWHAIMI JEHCTBYIOIUX BEIIECTB, COACPKAIINX 2
JNEUCTBYIOIIUX BEIIECTBA, HAXOJAIIMXCS Ha IMO3JHEM 3Tamne pa3pabOTKu U HMEIOUIUX
JIOCTATOYHBIN OIBIT COBMECTHOTO KIIMHUYECKOT'O0 MPUMEHEHHUSI, B OTCYTCTBUE CYIIECTBEHHBIX
OMACEHUI OTHOCUTEIBHO TOKCUYECKOTO JACUCTBUS (HApUMeEp, aHAJIIOTMYHAs] TOKCUYHOCTH B



OTHOIIEHUU OpraHa-MUIICHH) MPOBECHUE TOKIMHUYECKUX UCCIIEIOBAHNNA KOMOUHAIINK JIJIst
000CHOBaHUSI TIPOBEJICHUS KIMHUYECKUX HCCIEOBAHUN U PETUCTPAIUU JIEKAPCTBEHHOTO
npemapata He Tpebyercs. OmnaceHUs] OTHOCUTEIBHO TOKCHYECKOTO JCHCTBUS
YCTAHABJIMBAIOTCS HCXOJsI M3 TpaHUIl O€30MaCHOCTH JICKAPCTBEHHOrO Ipernapara Hu
BO3MOKHOCTH MOHHMTOPHWHIA HEXKEJIATEIbHBIX PEAaKUU y 4esioBeka. Eciu uccnenoBanue
IPOBOJIUTCS B LIENAX MOMCKAa MPUYMHBI BOZHUKIIUX MPHU pa3pabOTKe KOMOWMHHPOBAHHOTO
JIEKapCTBEHHOTO Mpenapara OMaCeHUH OTHOCHUTEIBHO €ro TOKCUYECKOTO JIEMCTBUSA, TAKOE
UCCIIeIOBAaHWE, KaK MpPaBWJIO, HEOOXOIMMO 3aBEpPUIMTh A0 Hayajda KIMHUYECKHX
HCCIeIOBAaHUM KOMOMHUPOBAHHOTO JIGKAPCTBEHHOIO Mpenapara.

114. TlpoBeneHue MOKIMHHUYCCKUX HCCICAOBAHUN JJIT 00OOCHOBAHUS IPOBEICHUS
HEOOJBIINX, OTHOCUTEIBHO KPATKOCPOUHBIX KIMHMYECKHX HCCIEIOBaHUN (HAIpUMeED,
uccienoBannii 11 a3er uccnenoBanus mpoaOIKUTEIHPHOCTHIO 10 3 MecAIeB) HE TpeOyeTcs B
Cly4dae, €CIM B OTHOUIEHHWM JIEKAPCTBEHHBIX IPEINApaToB, COAEPKAMMX 2 NEHCTBYIOIINX
BEILECTBA U OoJiee, HAXOAAIMIMXCA Ha MO3HEM 3Tare pa3pabOTKU, HE UMEETCS JOCTaTOYHOIO
OTMBITa COBMECTHOI'O KJIMHUYECKOTO TPUMEHEHHS], HO HA OCHOBAaHUH MMEIOIINXCS TAHHBIX HET
MIPUYHH JJIS1 CYIIECTBEHHBIX OMACEHUN OTHOCUTEIBLHO TOKCUUYECKOTO IercTBUsL. BMecTe ¢ Tem
JUTSL IPOBEJICHUS TIPOJIOJDKUTEIBLHBIX UM KPYITHOMACIITA0OHBIX KIIMHUYECKUX UCCIIEIOBAHUM,
a TakXKe I PErucTpaluy JIEKapCTBEHHOIO IMpemnapara MPOBEACHUE TOKIUHUYECKHUX
MCCJIeIOBAHNN YKa3aHHBIX KOMOWHAINH 00s3aTEIBHO.

115. TIpoBeneHue TOKCUKOJIOTMYECKUX HCCIEIOBAHUNA KOMOMHUPOBAHHBIX
JIEKapCTBEHHBIX MPENapaToB /it 000CHOBAHUS TPOBEACHUS UX KIMHUYECKUX UCCIIETOBAHUIM
IPOJOJKUTEILHOCTBIO 10 1 Mecsina ¢ MpoBEepKOM 0€30MacCHOCTH TaKUX KOMOMHMPOBAHHBIX
JIEKapCTBEHHBIX MpenapaToB He TpeOyeTcs B Ciydae, €CliM JIEKapCTBEHHBIM mpemnapar
ABJISIETCS] KOMOWHAIIMEW BEIECTB, HAXOSMIINXCS HA paHHEM dTare pa3pabOoTKU M UMEIOIIHNX
ONBIT KJIWHUYECKOTO MPUMEHEHUS, C BEIIECTBAMH, HAXOISIIMMUCSI HA TO3JHEM JTame
pa3pabOTKH U HE MMEIIINMH YCTaHOBJICHHOTO TOKCHYECKOro Bo3jehcTBus. [Ipu sToM
KJIMHUYECKOE HCCIeIOBaHNE TaKUX KOMOWHAIMA HE JOJDKHO IO MPOJOTIAKUTEIHHOCTH
MPEBBIIATh KJIMHUYECKUHN OIBIT IPUMEHEHUS OTAEIbHBIX KOMIIOHEHTOB. ECIN KIIMHUYECKHE
UCCJIEIOBAHUSI TIPOBOJAATCA Ha OoJjiee MO3JHEM H3Tamne pa3paboTKM KOMOMHUPOBAHHOTO
JIEKapCTBEHHOTO Tpernapara Uid UMEIOT OOJBIIYI0 MPOJOJIKUTEIBHOCTh, UX HEOOXOIUMO
000CHOBATh JOKIIMHUYECKUMH TOKCHUKOJIOTMYECKUMU UCCIIEI0BAHUSIMHI KOMOMHAIIMH.

116. B oTHOIIEHUH JEKApCTBEHHBIX MPENapaToB, COJEpKAIUX KOMOMHAUUIO 2
JEUCTBYIONMX BEIIECTB M 0oJiee, HAXOMSAIIMXCS Ha paHHEM JTare pa3paboTKu, I
000CHOBaHHSI TMPOBEACHUS KIMHUYECKUX UCCIEAOBAHUM HEOOXOAMMO MPOBECTHU
JTOKJIMHUYECKNE TOKCUKOJIOTHYECKUE UCCIIEIOBAHUS TaKOW KOMOWHAIINH.

117. Ecnu B OTHOLIEHUHU OTAEJIBHBIX KOMIIOHEHTOB JIEKAPCTBEHHOr'O Mpenapara u3
KOMOWHANMU 2 JACHCTBYIOMKUX BEIIECTB W OoJiee TpOBEACHA TOJIHAS MporpamMma
JTOKIMHUYECKON pa3pabOTKHu, AJii 0OOCHOBAHUS MPOBEACHUS KIMHHUYECKUX HCCIEIOBaHUMN
TaKOTO0 KOMOMHHUPOBAHHOTO JIEKAPCTBEHHOTO TMpemnapata TpeOyeTcss NpoBeACHHE



NOKJIMHUYECKOTO  TOKCHUKOJOTHYECKOTO  HCCIEAOBAHUSA  MPOJOJIKUTEIBHOCTHIO
AKBUBAJICHTHON MPOJOIKUTEIBHOCTH KIMHUYECKOTO UCCeI0BaHus, HO He Oonee 90 muei
BBEJICHUS JIEKAPCTBEHHOTO IMpernapara.

1 omoOpeHus perucTpanvu KOMOMHUPOBAHHOIO JIEKAPCTBEHHOTO IMpernapara
HEOO0XOIMMO MPEJICTABICHUE PE3YIbTATOB YKa3aHHOTO 90-THEBHOTO TOKCHUKOJIOTUYECKOTO
uccinenoBanus. OQHAKO B cllyyae KPaTKOBPEMEHHON MPOJOKUTEIBHOCTH TJIAHUPYEMOTO
KJIMHUYECKOTO MPUMEHEHUs JIEKapPCTBEHHOrO Ipemnapara B ILENIX €ro perucrpanuu
paspeiiaercs NpeaCTaBICHUE PE3YIbTATOB IPOBEAECHUS TOKCUKOJIOTMYECKOTO UCCIEAOBAHUS
KOMOMHAIMU JEHCTBYIOIIUX BEIIECTB MEHBIIIEH MTPOI0TIKUTEILHOCTH.

Cnocka. Ilynkr 117 ¢ usmMenennem, BHeCeHHBIM pemenneM Komnernn EBpazuiickon
skoHOMHUYeckoi komuccuu ot 11.10.2022 Ne 143 (Bctynaet B cuity 1o ucreueHuu 180
KaJICHJIApHBIX IHEH C 1aThl ero 0(hUIIMaTbLHOTO OMyOJIUKOBAHUS).

118. JIu3ailH NOKIMHUYECKUX HCCIEIOBAaHUM, PEKOMEHIYEMBIX ISl ONpEICIICHUs
XapaKTepUCTUK KOMOWHAIIMU JEUCTBYIOIIUX BEIIECTB, 3aBUCUT OT (hapMaKOJIOTHYECKOTrO,
TOKCHUKOJIOTUYECKOTO M (papMaKOKHHETUYECKOro MNpoduiiel OTAeIbHBIX KOMIIOHEHTOB,
MOKa3aHUI K MPUMEHEHUIO, 11€JIEBOM MOMYJISIIUU MAIlUEHTOB U MMEIOIIUXCS KIMHUYECKUX
JAHHBIX.

119. JoxkIuHUYECKHE UCCIeI0BaHUS KOMOWHAIIMN JIEUCTBYIOIMIMX BEIIECTB B COCTABE
JIEKapCTBEHHOTO TIpernapara HEOOXOAWMO, KaK MPaBUIIO, MPOBOJHWTH C ydacTuem 1
pPEJIEBAaHTHOIO BHUJA KUBOTHBIX. lIpyM BBIABICHUM HENPEABUAECHHON TOKCHYHOCTH
paspemaercs IpoOBEICHUE JOTOJIHUTEIbHBIX UCCIIEI0BAHUM.

120. Ecniv B OTHOIIEHUH OTJEIBHBIX KOMIIOHEHTOB KOMOMHUPOBAHHOTO JIEKAPCTBEHHOTO
npernapara nojHas MmporpamMma JOKIMHUYECKON pa3paOOTKU HE BHITIOJIHEHA, pa3peliaeTcs
MPOBECTU TMOJHYI MPOrpaMMmy AOKIMHHUYECKUX TOKCHKOJOTMYECKUX UCCIIeI0BaHUI
HCKJIIOYUTEIbHO B OTHOIIEHWM BCEW KOMOWHAIIMU JEHUCTBYIOIIMX BEIIECTB B COCTaBe
JIEKapCTBEHHOTO TpernapaTa Mpu yCJIOBUH, YTO OT/AEIbHbIE KOMIIOHEHTHI 3TON KOMOMHAITUU
NpelIHa3HAauYeHbl HCKIIOYUTEIBHO I TPUMEHEHUs B COCTaBe KOMOMHHUPOBAHHOTO
JIEKapCTBEHHOIO Mpernapara.

121. Ecnu oTaenbHble KOMIIOHEHTHl KOMOUHAIIMK IEUCTBYIOIIUX BEIECTB ObLIN U3YUYEHBI
B COOTBETCTBUU ¢ akTaMu opranoB Coro3a B cepe oOpalieHus JeKapCTBEHHbBIX CPEACTB, JJIS
000CHOBaHUSI TIPOBEACHUS KIMHUYECKUX HMCCIIEIOBAHUN U PETHCTPALMH JIEKAPCTBEHHOTO
npemnapara NPOBEJACHHUE MCCIEAOBAHUM T€HOTOKCHYHOCTH, (PapMakoJorudeckoi
0€30MacHOCTH Y KaHIIEPOT€HHOCTH KOMOWHAINY, KaK MMPaBUIIO, HE TpeOyeTcs.

122. Ecnu momyisius TallMEHTOB BKJIIOYAET B ce0S KEHIIUH C JAETOPOIHBIM
MOTEHITUAIIOM, a PE3YyJIbTaThl UCCIICIOBAHUN OTJEIHHBIX KOMIIOHEHTOB CBUCTEILCTBYIOT 00
aMOpuo(deTaTbHOM PUCKE, TPOBOAUTH UCCIIEI0OBAHNA KOMOUHAIIMK HE TPEOYeTCs, MOCKOIbKY
YK€ BBISIBJICHA MTOTEHITHAIbHAS OTIACHOCTD ISl SMOPHO(ETATHHOTO PA3BUTHS YETIOBEKA.

123. Ecnu pe3ynbTaThl IPOBEACHUS JOKIMHUYECKUX MCCIIEeIOBaHUN 3MOpHOGeTatbHOro
pa3BUTHUSl CBUJIETEIBCTBYIOT O TOM, YTO HHM OJUH M3 KOMIIOHEHTOB KOMOWHAIUU



JEUCTBYIOIIUX BEILECTB HE HECET OHTOTCHETUYECKOIO PUCKA IS YEJI0BEKa, IIPU OTCYTCTBUU
onaceHui (OCHOBAHHBIX HA CBOMCTBAaX OTHEJIbHBIX KOMIIOHEHTOB), YTO MX KOMOWHAaILIMS
MOJKET MPEJCTaBIATh ONACHOCTh JJIA YeJOBEKa, MPOBEIACHUE MCCIeIOBaHUN KOMOMHALUU
JEHCTBYIOUIUX BEIIECTB HE TPeOyeTcH.

124. Ecin oTaenbHble KOMIOHEHThI KOMOMHAIIMY JEHCTBYIOIIMX BEMIECTB U3yUEHBI ITPU
NPOBEJCHUHU JOKIMHUYECKUX HCCIEIOBAHUM AMOpHOQETAIBHOIO pa3BUTHUS, HO TpedyeTcs
npoBeneHue >MOpUOGETAIBHBIX HCCIENOBAaHUM KOMOMHAIMU JEUCTBYIOIIUX BEIIECTB,
pe3yJIbTaThl TAKUX MCCIEA0BaHUN HEOOXOAMMO MPEICTABUTh /1JIsi 00OOCHOBAHUS PETUCTPALIUU

JICKapCTBCHHOTI'O ITpcIiapara.

IMPMJIOXEHUE Ne 1
k PyxoBozacTBy 1o
JIOKJTMHHYECKAM UCCIICIOBAHHUSIM
0e30MacHOCTH
B IEJISIX ITPOBEACHUS KIIMHUIECKUX
WCCIIeIOBAaHUH U PETUCTPAINH
JICKApPCTBEHHBIX MPENapaToB

TPEBOBAHWA
K COCTaBIICHHIO JOKyMEHTOB O JOKIMHUYECKHX HCCIEAOBAHMAX I CMEIIaHHBIX
PETHCTPALMOHHEIX AOCHE JIEKAPCTBEHHBIX IPEMapaToB

I. O6nacTs mpuMeHEHNA

1. Psin mekapCTBEHHBIX TIPEMapaToB, IPUMEHIEMBIX B MEAUITMHCKON MTPAKTUKE B TCUCHHE
JUTATEIHHOTO BPEMEHU, COIEPKHUT JEHCTBYIOIIME BEIIECTBA, MAHHBIC O JOKIMHUYECKOM
MCCIICJIOBAaHUH KOTOPBIX OIPaHUYCHBI MU OTCYTCTBYIOT. [IJIsi OIIEHKH PUCKOB, CBS3aHHBIX C
MPUMEHEHNEM TaKMX JIEKAPCTBEHHBIX MPEMapaToB, U BO N30eKaHNEe MPOBEACHHUS TOBTOPHBIX
HKCIIEPUMEHTOB Ha )KUBOTHBIX B HACTOSIIEM JOKYMEHTE ONPEACNIICTCS MUHUMAIBHBIA 00beM
JTOKITMHAYECKUX UCCIAEAOBAHNM TaKUX JIEKAPCTBEHHBIX MPENapaToB.

2. TlomoxeHusi HACTOAIIETO JOKYMEHTa PACHPOCTPAHSIOTCA Ha JIEKAPCTBEHHBIE
mpernaparel, JCUCTBYIOIICE BEIIECTBO KOTOPHIX, OTHOCHUTCS K TPyIIe XHUMHYCCKHUX
JICHCTBYIOIINX BEIIECTB C U3BECTHBIM XUMUYECKUM CTPOCHHEM.

3. Ilomo>keHHsI HACTOSMIETO JOKYMEHTa HE PacIpOCTPaHSAIOTCS HAa OMOJIOTHYECKHE,
OMOTEXHOJIOTHUECKHE U JICKAPCTBEHHBIE PACTUTEILHBIC TTPENapaThl.

4. Ilox cMenIaHHBIM PETHCTPAIIMOHHBIM J0ChE JIEKAPCTBEHHOTO Tperapara TOHUMAaETCs
BHJI PETUCTPAIMOHHOTO JOChE JICKAPCTBEHHOT'O Mperapara, B KOTOpOoM moayiud 4 u 5
MPEACTaBISAIOT COO0M KOMOMHAITMIO PE3yJIbTaTOB COOCTBEHHBIX NOKIMHUYECKUX U (WIIH)
KIMHUYECKUX HCCICAOBaHUH W 0030pa (apMaKo-TOKCUKOJIOTHYECKHX CBOMCTB
JEKapCTBEHHOTO TMperapaTa Ha OCHOBE ONMYyOJWKOBAHHBIX B HAYYHOW METUIIMHCKOU
JUTEPATYPE CBEACHHM C yKazaHUEeM OMOIMoTrpad)MuecKnX CChUTOK (BKITFOYAst HAYYHBIC PaOOTHI
, KITMHUYECKUE WCCIICOBAHUS, NaHHBIE TMOCTPETUCTPAIMOHHOTO OMBITA, MOJTYYEHHOTO II0
pe3yJibTaTaM IMHUPOKOT0 KIMHUYECKOTO MPUMEHECHHSI JIEKAPCTBEHHOTO MperapaTa 9eJI0BEKOM)



. JlanHble, copepkaluecss B CMEIIAHHOM PETHCTPALMOHHOM JOChE€ JIEKAPCTBEHHOIO
npernapara MO3BOJSAIOT OLEHUTh O€30MacCHOCTh MPUMEHEHHUS TAaKOIro JIEKapCTBEHHOIO
npenapara.

II. ToxyMeHTHI 0 JOKIMHAICCKAX UCCIICIOBAHUAX
1. O6mue monoxenus

5. IlpoBeeHne TOKIMHUYECKUX MCCIEAOBaHUM, KaK MPaBUIIo, HEe TpeOyeTcs B cilyyae,
€CIM UMMEeTCAd JOCTAaTOYHBIA HaaJIekalluM o0pa3oM JOKYMEHTHPOBAHHBIA OMBIT
KJIIMHAYECKOTO MMPUMEHEHUS JUIsl YCTAaHOBJICHHUS BCEX aCMEKTOB KIMHUYECKON 3 (HEKTUBHOCTH
1 0€30MacHOCTH JIEKAPCTBEHHOT'O Mpenapara.

6. JIOKIMHHUYECKHE HCCIIeIOBaHUS HEOOXOJMMO MPOBOJUTH B CIydae, €CIH
(hapMakoIOTHYeCKUi KJIacC BEIIECTB, K KOTOPOMY OTHOCHUTCS JIEKApCTBEHHBIN Mpernapar, Uiu
ONBIT KJIMHUYECKOTO MPUMEHEHUS JIEKAPCTBEHHOI'O IpernapaTa BbI3bIBAIOT 0OOCHOBAHHBIE
OIaceHusi 0 HeOE30MaCHOCTH MPUMEHEHHS TAKOT0 JIEKAPCTBEHHOTO Mpenapara uiv B ciiydae,
€CJIM BO3HUKAET MO/I03PEHNE B OTHOILIEHUH HEOE30ITaCHOCTH €r0 MPUMEHEHHS.

7. OTCYTCTBHE OTAEIbHBIX JOKJIMHUYECKUX UCCIEIOBAHNM (B YaCTHOCTH, UCCIIE0OBAaHUN
pPENpOAYKTUBHOM TOKCUYHOCTH, T€HOTOKCHMYHOCTH M KaHLEPOT€HHOCTH) SIBISETCS
OCHOBAaHMEM [JIi HAJIMYMS y YIOJHOMOUYEHHOTO OpraHa (dKCIEpPTHOW OpraHu3aliuu)
rocyzapcTsa — wieHa EBpa3uiickoro 3KOHOMHUYECKOT0 COI03a OMACEHUN 0 HEOE30MacHOCTH
JIEKapCTBEHHOTO Ipenapara. Ecin JekapCTBEHHBI MNpemnapaT CHOCOOEH BBI3bIBATh
ToKcu4yeckue 3(PQeKThl, KOTOpble TPYAHO HIM HEBO3MOXHO OOHApYXKHUTh B paMKax
KIIMHUYECKOT0 H3Yy4YE€HHUs 3TOr0 JIEKApCTBEHHOI'O Ipemnapara, TpeOyeTcs NpoBeaeHUE
NOKJIMHAYECKUX UCCIIEI0BaHUMN.

2. OTnensHBIE BUAB JOKIMHUYECKHX MCCIIEIOBAHMMA

TOKCHYHOCTB IPU OHOKPATHOM M IOBTOPHOM
(MHOTOKpaTHOM) BBEICHHH JIEKaPCTBEHHOTO Iperapara

8. JlomyckaeTcsi HE MPOBOJUTH HCCIENO0BAHWE TOKCHMYHOCTH MPHU OJHOKPATHOM U
MOBTOPHOM (MHOTOKPAaTHOM) BBEJCHHHU JIEKAPCTBEHHOTO TpernapaTa, a TakKe UCCIIeJOBaHNE
ero (apMakoOJIOTHYECKMX CBOWCTB (BKJIOYass HcCCIeA0BaHUE (apMaKOJIOTHYECKOU
0e3onmacHOCTH U (hapMaKOKUHETHKH) B CIydae, €Clii IUNIaHUPYeTCs MIPOBEACHNE PErHCTpalin
JAHHOTO JIEKapCTBEHHOT'O Mpernapara ¢ MpeACTaBICHUEM CMELIaHHOTO PerucTpalioOHHOIO
J0CBeE.

PCI[pO,I[}’KTKBHa.SI H OHTOICHCTHYCCKasa TOKCHIHOCTD



9. IlpoBenieHrE TOKIMHUYECKUX UCCIEIOBAaHUI BIMSHUS JIEKAPCTBEHHOTO IIpenapara Ha
(bepTUNbHOCTh U OONIYI0 PENpPOAYKTHUBHYIO (PYHKIHMIO HE TpeOyeTcsi MpU OTCYTCTBUU
omnaceHuil 0 HeOE30MACHOCTH JIEKAPCTBEHHOTO Mpenapara.

10. Heo0xoauMMO OLIEHUTH MOTEHIMAN BIUSHUS PENPOAYKTUBHON TOKCHUUHOCTH
JIEKapCTBEHHOTO TpernapaTa Ha 3MOpuoderasbHOe U IMepuHaTagbHOE (IOCTHATAIBHOE)
pa3ButTue yenoseka. Heo6xonuMo npuHuMaTh BO BHUMaHUE, YTO JJAHHBIE O PENPOAYKTUBHON
TOKCUYHOCTH OOJIBIIMHCTBA JACHCTBYIOIIMX BELIECTB MOTYT OBITh JOCTYIHBI B BHJE
(apMaKOTOKCHKOJIOTMYECKUX CBEJICHUI U MOTYT COJEPKAThCsl B HAYUHBIX IMyOJIMKALUAX, HO
NpU 3TOM TAaKUX JAHHBIX HENOCTAaTOYHO JJId HaJJiexalled OLEHKH Oe30IMacCHOCTH
JIEKapCTBEHHOTI'O IIpenapara.

11. [IpoBenenue ucciaegoBaHuii 3MOpruodeTaIbHONM TOKCUYHOCTH JIEKAPCTBEHHOIO
mpernapaTa u ero BIUSHUS Ha MepuHaTalbHOE (MOCTHATAJIbHOE) pa3BUTHE HE TpeOyeTcs AJis
KaX/10T0 CJIEIYIOILEro CiIyyqast:

a) MOJy4eHbl JOCTATOYHBIE JTAHHBIE 00 3KCIIO3MIIMU JIEKAPCTBEHHOI'O Ipernapara y
OepeMEHHBIX U HOBOPOKJCHHBIX;

0) JIeKapCTBEHHBIH MpenapaT He MpeJHa3HadyeH I MPUMEHEHHs XEHIIUHAMU C
JETOPOIHBIM NOTEHIIMAIIOM;

B) JIEKapCTBEHHBII Mpenapar He NpegHa3HayeH JJisd IPUMEHEHHUs BO BpeMsi OEpeMEeHHOCTH
Y B IIEPUOJI TPYAHOTO BCKapMIIMBAHUS.

T'eHOTOKCHYHOCTH

12. HeoOXoauMoO OLEHUTh T€HOTOKCUYECKUN MOTEHIMA JEHCTBYIOLIETO BEIECTBA
JIEKapCTBEHHOTO Ipernapara.

13. HeoOxonumMo npuHUMaTh BO BHHMAaHHUE, UYTO JaHHBIE O T€HOTOKCHUYHOCTH
OOJBIIMHCTBA JIEHCTBYIONIMX BEIIECTB MOTYT OBITh JOCTYNHBI B  BHUJE
(hapMaKOTOKCHUKOJIOTHYECKUX CBEJICHUM U MOTYT COJIEP’KAThCSl B HAYYHBIX MyOJUKAIUAX, HO
Npyd OTOM TaKWUX JAHHBIX HEIOCTAaTOYHO JJIS HaJJIeXalled OIEHKH O0e30MacHOCTH
JIEKapCTBEHHOI O Tpenaparta. B ciaydae ecii HEBO3MOXHO MPOBECTU MOJHOIEHHYIO OLEHKY
MYTareHHOCTH U (MJIM) XpPOMOCOMHBIX MOBPEKJICHUI y YeloBeKa MpU MPUMEHEHUU TAHHOTO
JIEKapCTBEHHOr0 Tpemnapara, TpeOyeTcsi MpOoBeAEHUE OMOJHUTEIbHBIX HMCCIEIOBAaHUM Ha
T€HOTOKCUYHOCTb.

14. B psne citydaeB pa3pemiaercsi 3KCTparnoInpoBaTh FEHOTOKCUYECKUE CBOMCTBA APYTUX
BEIIECTB (Hampumep, MUTOCTATUYECKUX CPEJCTB), MPUHAICKANIUX K OMPEACICHHOMY
KJIACCY aHATOMO-TEPANEeBTHUECKO-XUMUYECKOMN KacCU(pUKAINK, HAa IEHCTBYIOIIEE BEIECTBO
JIEKapCTBEHHOTO Mpernapara, MPUHAIEKAIIET0 K ATOMY e (apMaKoJIoriieckoMy kiaccy. B
TAKUX CIIy4asiX MPOBEJACHUE UCCIENOBAHUN T€EHOTOKCUYHOCTH JICKAPCTBEHHOIO IIperapara He
TpedyeTcs.

Kanneporennocts



15. IlpoBeneHmne 3KCIEpUMEHTAIBHBIX UCCIIEJOBAHUM KaHIIEPOI€HHOCTH HE TpeOyeTcs B
clly4ae, €Clu OTCYTCTBYIOT MOJ03PEHHUS B OTHOIIEHUHN HAJIUYMs y JEHCTBYIOLIErO BEIIECTBA
KaHIEPOr€HHOI'0 IOTEHIMAIA.

16. B ciyyae BO3HMKHOBEHHUS NTOJAO3PEHHS B OTHOIIEHUN HAIUYUSA Yy JIEUCTBYIOLIETO
BELIECTBA KAHILIEPOT€HHOTO NMOTEHIHMANa MpPU MPUHATUU Pa3zpabOTUMKOM JIEKAPCTBEHHOTO
npenaparta peuieHuss 0 HeoOXOAMMOCTH MPOBEIEHUS COOCTBEHHBIX AKCIEPUMEHTATbHBIX
HCCIJIEJOBAaHUM KaHIIEPOTEHHOCTH HEOOXOANMO YUUTHIBATD CIIEIYIOIINE 00CTOSTENbCTBA!

a) BJIMSHUE TIOJIOKUTENBHOIO Pe3yJibTaTa TAKMX UCCIIEJOBAHUM Ha OLIEHKY COOTHOILIECHUS
"moJib3a — puckK";

0) IPOrHO3UPYEMOCTh MHAYKIIMH OMYXOJIe HA OCHOBaHUM PEe3yJbTaTOB MPEIbIAYIINX
MCCJIE0BAHUI JEHCTBYIOIIMX BEIIECTB ¢ aHAJIOTMYHOW MOJIEKYJISIPHOM CTPYKTYpOH U (WIIH)
MEXaHU3MOM JCHCTBUS;

B) OOOCHOBAaHHOCTb NOJO3PE€HUS B OTHOLICHUU KAHIIEPOTE€HHOTO JEeWCTBUS
JIEKApCTBEHHOTO Mpenapara (HaJaudHe IOJOKUTEIbHBIX PEe3yJbTaTOB UCCIEAOBAaHUN €ro
F€HOTOKCUYHOCTH) M BO3MOXXHOCTb YCTPAaHEHHUS 3JTOTO TMOJI0O3PEHUS TOCPEACTBOM
MPOBEJICHUS JOMOIHUTENbHBIX UCCIEAOBAHUN €r0 TeHOTOKCHYHOCTH (TJIaBHBIM 00pa3oM in
Vivo);

r) 0O0OOCHOBAaHHOCTh IOJO3PEHHS B OTHOLIEHUM KaHIIEPOTE€HHOrO JEWCTBUS
JEKapCTBEHHOTO IIpenapaTta, HOATBEPXKICHHOTO TOJOXHUTEIbHBIMU pe3yJbTaTaMu
AMUJEMUOJIOTMYECKUX HAOIIOCHUI y YenoBeKa (HampuMep, 3CTPOreH-UHAYLHPOBAHHbBIE
OIYXOJIM MOJIOYHOM JKeJe3bl);

1) HAJIMYue B PETHCTPALIMOHHOM J0ChE JIEKAPCTBEHHOTO Mpenapara HayYHbIX JaHHBIX
HEOOXOIMMBIX Uil YCTPAaHEHHUS IMOJ03PEHHUsI B OTHOIICHHHM KaHIIEPOI€HHOI'0 MOTEHIIMAasa
JEMCTBYIOIIETO BEIIECTBA JIEKAPCTBEHHOTO Mpenapara.

TokcUKOKMHETHYECKHE JaHHbIE TPEeOYIOTCSA [Jsi MPENCTaBICHUS B COCTaBe
PErUCTPALlMOHHOTO JOChE JIEKAPCTBEHHOI'O Ipernapara TOJbKO IPHU MPOBEAECHUM HOBBIX
MCCJIEI0BAHUN KaHIIEPOT€HHOCTH Ha KUBOTHBIX.

II. Joxmmamgeckuit 0630p

17. CneumanucT NpOU3BOAUTEINS JEKAPCTBEHHBIX CPEICTB, OTBETCTBEHHBIN 3a
MOATOTOBKY MOAYJS 2 PErucTpallMOHHOIO JI0Ch€ JIEKApCTBEHHOrO Mpemnapara, o0s3aH
[IPOaHAJIN3UPOBATh COBOKYITHOCTh JOCTYIHBIX CBEIECHHWH, IMOATBEPKIAIOLIIUX TOMYCTUMBIN
YPOBEHb 0O€30MMACHOCTH JEMCTBYIOIIEr0 BewiecTBa. B ciiyyae Hanmuuus IEMCTBYIOIIUX
BELIECTB C HEIOCTAIOIIMMU TOKCHKOJIOIMYECKUMHU JAHHBIMU AITOT CHELHAINCT 00s3aH
NpOaHAIU3UPOBATh  PE3YyJbTAThl  COOTBETCTBYIOIIMX  (APMAKOIOTHYECKHX U
TOKCHKOJIOTHYECKHUX HCCIIEA0BAHNM JIEKAPCTBEHHOTO MperapaTa, yKa3aB CCbUIKA Ha HAy4YHYIO
JUTEPATYypy, U (WIK) NPEACTaBUTh B PETUCTPAIMOHHOM J0ChE JIEKAPCTBEHHOTO Ipenapara
HayyHOoe O00OCHOBaHHE, NOATBEpXKAAlollee JOMYCTUMBIH ypOBEHb O€30MaCHOCTU



JEHCTBYIOLIETO BEIECTBA (C yYETOM CBEAEHUM O IIUPOKOM KIMHUYECKOM IPUMEHEHUH 3TOIO
JNeUCTBYIOIIEro BellecTBa). IIpu BBIMONHEHMM TaKOro aHalu3a W HMHTEpIpeTaluu
pe3yJIbTaTOB MCCJIEAOBAHMI CIEIUATIUCT JOJKEH YUYHUTBIBAaTh CTEIEHb 3HAYUMOCTH
BO3MOXHBIX OTKJIOHEHUM paHee BBIMOJIHEHHBIX HCCIEAOBAaHUN OT TpeOOBaHUN K
BBINIOJIHEHHIO JOKIMHUYECKUX MCCIIeIOBaHUM (ITpeaycMoTpeHHbIX [IpaBunamMu Haiexanen
nabopaTtopHO MpakTUKK EBpa3uiickoro »KOHOMHMUYECKOTO cOi03a B cdepe oOpaieHus
JIEKapCTBEHHBIX CPEJICTB, yTBEpKAeHHbIMU Peniennem CoBera EBpa3uiickoil SJKOHOMUYECKON
komuccuu oT 3 HosiOps 2016 1. Ne 81).

18. B pazpmensl 4.6 u 5.3 oOumeld xapakTepUCTUKHU JIEKAPCTBEHHOrO Mpemnapara,
IIPEICTABIIIEMON B COCTaBE MOAYJIS | pEruCTpallMOHHOTO JOChE JIEKAPCTBEHHOIO Mpernapara,
HEO0OXOAMMO BKJIIOYUTH (POPMYIHPOBKH 00 OTCYTCTBUU COOCTBEHHBIX 3KCHEPUMEHTANIBHBIX

JAHHBIX O 6630HaCHOCTI/I TaKHUX JICKAPCTBCHHBIX IIPCIIAPATOB.
MMPUJIOXXEHUE Ne 2
Kk PykoBozcTBY 110
JTOKITMHUYECKAM UCCIIEOBAHUIM
0e30IMacHOCTH
B IICJIAX HpOBeI[eHI/IH KIIMHUYCCKUX
UCCIICIOBAaHHUN U PETUCTPAIIH
JIEKApCTBEHHEBIX MPENapaToB

TPEBOBAHUA

K MHHIMAJIGHOH POIODKATENIFHOCTH JOKIMHAIECKHX HCCIIeIOBaHMIA IIPH MIOBTOPHOM (
MHOT'OKPaTHOM) BBEICHHUH JIEKAPCTBEHHOTO Ipenapara, He0OXO0MMEIX 111 000CHOBAHUA
IIPOBECHNUS KIMHWISCKUX HCCISIOBAHUH Pa3IHIHOH IPOJODKMTEIHFHOCTH

MunumMaspHas TIPOAOJIKUTEIIBHOCTD I/ICCHGZ[OBaHI/Iﬁ TOKCHYHOCTH IIPpH
MakxcumManpHada TIOBTOPHOM (MHOrOKpaTHOM) BBCIACHUH JICKAPCTBEHHOT'O IIp€riapara IJisd
MPOAOJDKUTENBHOCTD KIIMHUYECKOTO 000CcHOBaHUA IPOJOJIKUTEIIBHOCTH IIPOBEACHU KIIMHUYECKUX

HCCIIEI0OBAHUS I/ICCJ'ICJIOBaHI/Iﬁ
IPHI3YHBI HErphI3yHbI
Ilo 2 nenens 2 Heyen’ 2 nenenn'!
OT 2 HEOCIIb Takas XC€, KaK B KIWMHHYCCKHX Takasg XK€, KaK B KIHMHHYCCKHX
Jlo 6 MecsueB HICCIIeTOBAHMSX > HICCTIETOBAHMSAX >
Caellte 6 MecsIieB 6 MecsmeB> 9 mecsnen?>+*

I BosmosxHoi aJbTEPHATUBOM 2-HENEJIBbHBIM HCCIEJOBAHUAM JJisi 00OCHOBAHUS
MPOBEJACHUS KIMHUYECKUX HCCIEAOBAHUN IIPU OJHOKPATHOM BBEJICHUHU JIEKAPCTBEHHOTO
rpernapara sBjisieTCsl paClIMPEHHOE UCCIIEI0BAHUE TOKCUYHOCTH MPU OJTHOKPATHOM BBEACHUU
JIEKapCTBEHHOTO Ipenapara. B paMkax pacHIMpeHHOTO MCCIEAOBAHUS TOKCUYHOCTHU MPHU
OJIHOKPAaTHOM BBEJICHUU JIEKAPCTBEHHOTO Ipernapara HeoOXO0auMO, KaK MPaBUIIO, OLIEHUTh
JAHHBIE TI0 TeMaTOJIOTMU, OMOXUMHH, HEKPOIICUU U TUCTONATOJIOTUH (TOJIBKO JJIsl KOHTPOJIA U
MaKCUMaJIbHOU [103bI, €CJIU MpPU MAKCUMaJIbHOW J103€ HEe OOHApYKUBAETCS MAaTOJIOTHUS,



oOyCJIOBIIEHHAs TPUMEHEHUEM TIperapaTa) mocjie OJHOKPATHOTO BBEJICHUS JIEKAPCTBEHHOTO
npernapara ¢ TOCIEAYIONIUM HW3YYeHHUEM CITyCTS 2 HEeIeIu JJIS OLIGHKH OTCPOYCHHOM
TOKCUYHOCTH ¥ (W) BoccTaHOBICHUS. CTaHIAPTHBIA JU3aifH MCCICIOBAHUS HA TPHI3YHAX
npeaycMaTpuBaeT Mcmoiib3oBanue 10 ocoOeil Kakaoro mojia Ha TPyMIy, OIEHUBACMBIX Ha
CIEAYIOIINI JEHB MOCJE BBEACHUS, U 5 0cO0eH KaXa0ro MmoJia Jijisi 1036l (103), OLIEHUBAEMOU
Ha 14-i1 nenp mocie BBeaeHUs. CTaHAApTHBIN AW3aiiH MCCIEAOBAHUM Ha HETrpbI3yHaX
npelycMaTpuBaeT UCMOIb30BaHNEe 3 0cO0eH Ka)XI0ro MoJjia BO BCEX Ipynmnax Jijisl OLIEHKH Ha
2-1 neHb W 2 ocoleil Kaxaoro mojia mpu 03¢ (403ax), OllEHMBAaeMbIX Ha 14-i1 JIeHb.
Knuanueckue wuccieqoBaHuss MNPOJOJDKUTEIBHOCTBIO MeHee 14 pmHel paspemaercs

000CHOBBIBATh MCCIICIOBAHUSIMHA TOKCUYHOCTH C TOH K€ MPOIOKUTEIEHOCTBIO.

2 Knunuueckue UCCIICIOBAHUS MPOJOJDKUTEIHFHOCTRIO OoJiee 3 MecsIeB pa3peliaeTcs
HauWHATh MPU HAJIUYUHU PE3YJIbTATOB 3-MECSYHOTO MCCIEIOBaHUS Ha TphI3yHaX W 3-
MECSTYHOT'0 MCCJIEIOBAHUS Ha HETPhI3yHaX MPHU BHIMOJIHEHUH CJICAYIOUIUX YCIOBUM:

YIIOJJTHOMOYEHHOMY OpraHy (PKCHEepPTHON OpraHu3ali) rocyJapcTBa — 4YjeHa
EBpa3uiickoro 3KOHOMHYECKOTO CO03a MPEACTaBICHO OOOCHOBAHHWE TAaKOW MPOTpaMMBbI
JTOKJIMHAYECKOW M KJIMHUYECKOU pa3paboTKH;

MPEJICTABICHBI MOJHBIE PE3YyJIbTaThl UCCIEIOBAHUN TOKCUYHOCTH MPU MOBTOPHOM (
MHOTOKPAaTHOM) BBEJICHHMH TPhI3YHaM M HETPBI3YHAM MPEkKJe, 9YeM IPOJIOIKUTEIBHOCTh
JIO3UPOBAHUS JIEKAPCTBEHHOI'O0 TMpernapara B KIMHUYECKOM HCCIEAOBAHUU TMPEBBICUT 3
MecsIa.

[Ipu cepbe3HBIX WIHM YTPOKAOUIUX KU3HHU TTOKA3aHUAX WU B UHAUBUIYATLHOM MOPSIKE
TaKkoe MPOJJICHHE BO3MOXHO MPU HAJWYUM PE3yJIbTAaTOB MOJIHOCTHIO 3aBEPIIEHHBIX
UCCJICIOBAaHUM TOKCUYHOCTH TPH IMOBTOPHOM (MHOTOKPAaTHOM) BBEACHUM TpPBI3yHAM U
pe3yJIbTaTOB MPUKU3HEHHBIX HUCCIEIOBAaHUNW W JAHHBIX HEKPOIICUM B HUCCIEIOBAaHUM Ha
HerpeI3yHax. IlojHBIE TATOTHMCTOJIOTHYECKHUE JaHHBIE HCCICIOBAHMN Ha HETPhI3yHax
HEO0OXOIMMO TMOJTYUYUTh B TEUCHHUE TOCIECAYIOMMX 3 MECAIICB.

’ B HEKOTOPBIX CIy4asgX OCHOBHOM IOMYJISIMUEN SBIAIOTCSA JE€TH, & UMEIOIIHECH
JIOKJIMHUYECKHE HCCIIE0BAaHUs HA KUBOTHBIX (TOKCHUKOJOTHYECKUE WK (hapMaKoJIOTUYECKUe
) VyKa3bplBalOT Ha TMOTEHUUAIbHbIE OHTOT€HETUYECKHE ONAaceHUs B OTHOIIECHUH
OpraHoB-MHuIlIeHEeH. B 3Tux cinydasx mOpu OMNpPENeeHHBIX OOCTOSTENbCTBAX MOTYT
NOTpeOOBATHCS TOJITOCPOUHBIE UCCIEAOBAHUS TOKCUYHOCTH, HAa4YaThle HA HEMOJIOBO3PEIIbIX
KUBOTHBIX.

* Hccneposanns 6-mecsanoit MPOJIOJDKUTEIIBHOCTA HA HETPBI3YHAaX CUUTAIOTCA
JO0CTaTOYHBIMU. BMecTe ¢ Tem B ciyudae, eclid MPOBEIECHBI HCCIENOBaHUS OoJbIIeH
MPOJIOJKUTEIBHOCTH, MPOBEACHUE JOINOJHUTEIBHBIX O-MECSYHBIX MCCIEAOBAHUN HE
Tpebyercsa. HccnenoBanuss Ha HErpbi3yHaxX O-MeCSIYHOM MPOJOJDKUTEIBHOCTH TakKkKe
JOCTAaTOYHBI B CIIEAYIOIIUX CIyqasx:



MMMYHOI€HHOCTb WJIM HENIEPEHOCUMOCTD JIEKAPCTBEHHOIO Ipenapara MOKET UCKa3UTh
pe3ynbTaThl 00JIee ATUTENbHBIX UCCIIEI0BAHUN;

ITALMEHTHI TIOABEPTAIOTCA MHOTOKPATHOM KPATKOCPOYHOM IKCIO3ULIMU JAXE B YCIOBUSIX
KJIMHAYECKOTO HMCCIEeI0BAHUS MPOJIOJKUTENIBHOCTBIO CBbIIIE 6 MecsleB (HampuMmep, Ipu
HEPETYJISIPHOM JIEUEHUH MUTPEHH, SPEKTUIIBHON TUCPYHKIIUU WIH [IPOCTOrO reprieca);

JIEKApCTBEHHBIN Mpenapar npeaHa3HaueH sl JUIMTENbHOTO MPUMEHEHHUS 1JIsI CHUKECHUS
pHUCKa pelUANBa OHKOJIOTHYECKHUX 3a00JIeBaHUM;

JIEKapCTBEHHBIN Mpenapar npeaHa3HaueH sl IPUMEHECHUS 10 ITOKa3aHUsAM IallueHTaMu

C KOPOTKOH 0KHJIaeMOM MPOIOKUTEIHHOCTHIO KU3HHU.

IMPUJIOXEHUE Ne 3
k PyxoBozacTBy 1o
JIOKJTMHHYECKAM UCCIICIOBAHHUSIM
0e30MacHOCTH
B IEJISIX ITPOBEACHUS KIIMHUIECKUX
WCCIIeIOBAaHUH U PETUCTPAINH
JICKApPCTBEHHBIX MPENapaToB

TPEBOBAHUA

K MHHUMAIBHOH POJODKATEIFHOCTH JOKIMHHIECKUX HCCIeOBAaHMM IIPH MIOBTOPHOM (
MHOTOKPaTHOM) BBEJICHHUH JIEKaPCTBEHHOTO Mpemnapara, He0OX0IUMEIX 11 000CHOBaHUA
OPOJOIDKATEIFHOCTH €0 IPAMEHEHHS Y€JI0BEKOM (IPH PETHCTPALIH JIEKAPCTBEHHOTO IIpenapara

)

HpOI[O.]'I)KI/ITGJILHOCTB MIPUMCHCHU

10 TOKASAHIIO I'pe13ynsl Herpeb1zynst
Mo 2 nenenn 1 mecsn 1 mecs
Csolie 2 Henenb g0 1 Mecsia 3 Mmecsma 3 Mmecsma
Cepimie 1 mecsma 10 3 mecsien 6 MecsIeB 6 MecsIieB
Caeliiie 3 MecsIeB 6 Mecg]_[eBl 9 Mec;meBl’2

I'B HEKOTOPBIX CIy4asgX OCHOBHOM IOMYJISIMUEN SBIAIOTCSA JETH, & UMEIOIIHECS
JTOKJIMHUYECKHE HCCIIE0BAaHUs HA KUBOTHBIX (TOKCUKOJOTHYECKUE WIN (PapMaKoJIOTUYECKUE
) YKa3bplBalOT Ha MOTEHUUAIbHBIE OHTOT€HETUYECKHUE ONAaceHUs B OTHOIIEHUH
OpraHoB-MHUIlIeHEH. B 3Tux cinydasx Opu ONpPENeeHHBIX OOCTOSTENbCTBAX MOTYT
NOTpeOOBATHCS TOJATOCPOUYHBIE UCCIEAOBAHUS TOKCUYHOCTH, HAa4YaThle HA HEMOJIOBO3PEIIbIX
KUBOTHBIX.

% YccnenoBanust 6-MecsuHoi MPOJOKUTEIIBHOCTH HA HETPbI3yHAaX CUMTAIOTCA
JOCTaTOYHBIMU. BMecTe ¢ TeM B ciydae, €ClId MPOBEJEHBI HCCIEAOBAHUS OOJbIIEH
MPOJOJKUTENBHOCTH, TMPOBEACHUE JOMOJIHUTENBHBIX 6-MECSYHBIX HCCIEAOBAaHUN HE
Tpebyercsa. HccrmenoBaHnuss Ha HErpbl3yHax O-MeCSYHOM MPOJOJIKUTEIBHOCTH TaKKe
JIOCTATOYHBI B CIIEAYIOIIUX CIydasx:



MMMYHOI€HHOCTb WJIM HENIEPEHOCUMOCTD JIEKAPCTBEHHOIO Ipenapara MOKET UCKa3UTh
pe3ynbTaThl 00JIee ATUTENbHBIX UCCIIEI0BAHUN;

ITALMEHTHI TIOABEPTAIOTCA MHOTOKPATHOM KPATKOCPOYHOM IKCIO3ULIMU JAXE B YCIOBUSIX
KJIMHAYECKOTO HMCCIEeI0BAHUS MPOJIOJKUTENIBHOCTBIO CBbIIIE 6 MecsleB (HampuMmep, Ipu
HEPETYJSIPHOM JICUCHUH MUTPEHHU, IPEKTUILHON AUCPYHKIIMU WIH MIPOCTOTO repreca);

JIEKApCTBEHHBIN Mpenapar npeaHa3HaueH sl JUIMTENbHOTO MPUMEHEHHUS 1JIsI CHUKECHUS
pHUCKa pelUANBa OHKOJIOTHYECKHUX 3a00JIeBaHUM;

JIEKapCTBEHHBIN Mpenapar npeaHa3HaueH sl IPUMEHECHUS 10 ITOKa3aHUsAM IallueHTaMu

C KOpOTKOfI 0XKMJIAEMOU IIPOAOKUTCIBbHOCTBIO JKU3HH.
IMPUJIOXEHUE Ne 4
k PykoBoacTBy no
JOKITMHUYECKIM
HCCIIEJOBAaHNAM 0€30MacCHOCTH
B IIETISIX IPOBEICHUS KIMHUYIECKUX
UCCJIEJI0BaHUH U PETUCTPALIUN
JIEKapCTBEHHBIX MPenapaToB

TPEBOBAHUA
K IIPOBEJICHAIO JOKIIMHWIESCKAX HCCIeI0BaHUM, HEOOXOUMBIX JUI1 000CHOBaHHSA 00beMa
IPOBEIECHHS MOMCKOBBIX KIIMHNYECKUX HCCIICHOBaHMIH

TlonckoBble KIMHUYSCKUE UCCIIETOBAHMS I[OKJ'II/IHI/I‘{CCKI/IQ HUCCICAOBaHUA

HCCIEeN0BaHUE
HCCIEIOBAaHUE HCCJIICAO0BaHUs 5
HadajabHas u F€HOTOKCUYHOCTH
BBOJIUMAsI J103a (papMakonorHueckux OOIIETOKCHYECKUX (
MaKCHUMaJIbHas 035l . | npoume
CBOUCTB CBOMCTB
HCCIICIOBAHYIS)
pacuupenHoe MpoBeJCHUE
HCCIIeIOBaHKE HCCIeIOBaHUM
HeobxoanMoO TOKCHMYHOCTH TPH TCHOTOKCHYHOCTH HE
nposecTH OJTHOKPATHOM TpeOyeTcs, OTHAKO B
o npopUINPOBAHUE
TTonxoxm 1-1. pod p BBEICHUH 3,4 j4a ZOChE KIMHHYECKOTO

CymmMmapHas [103a
YIOBJIETBOPSIET BCEM
CIeAYIOIHAM
KPUTEPHSIM:

CBA3BIBAHHUS  C
MHIISHAMHU (
pelentopamMu) in
vitro.

OIHOM  BHIE
JKMUBOTHBIX (OOBIYHO
TpBI3yHAx) TpH

IUIAHAPYEMOM IIyTH

HACCIIEOBAHUS
HEOOXOIUMO
BKJIKYUTH BCC
HpOBeHeHHbIe

s obocHOBaHUS

BBEJICHUA C JaHHbIMp ACCICNOBaHUA U
BBIOOpA O3Bl IS

100 mkr (6e3 wmakcuMmManpHAI W

OrpaHHYCHUN HayajgpHas J103bl 1o Tokcukokuneruke O LECHKY
MEXI030BOT0 MOTYT OBITH fenaopera ui1u npu CTPYKTYPHO-YHKIHA
MHTEpBaJIa); OJIMHAKOBBIMH, HO HE HE06x0xuMO BHYTPUBEHHOM OHANbHOM

1/100 NOAEL; 1/ nomKHBI IPEBBIIIATh pacrionarats BBCJICHUH. 3aBHCUMOCTH.
1 00 CYMMapHYIO pesyipTatamu Paspemaercs HeobOxomumo
(hapMaKOJOTHYECKH  KyMYJISITUBHYIO 103y YCTAHOBICHUA HCIIOJB30BaTh npeacCTaBUTH
akTuBHOW 70361 ( B 100 MKT COOTBETCTBYIOMIHX MaKCUMAaJIbHYIO 103y, COOTBETCTBYIOIIUEC
BBIPQKEHHOW B MI/KT xapakrep HCvTHK B 1 000 paz (apmakokuHeTHIECK
IJIs1 BHYTPUBEHHOT'O TCpBATHON IIPEBBINIAIONIY IO ue JaHHBIC n
JUIS TIEPOPATEHOTO i (w) 2hexTon) BEIpAKEHHYIO B MI/Kr [10Ka3aTesn
BBEJICHUS ) IUIS BHYTPUBEHHOro BBICOKOPAJINOAKTHBH

H a

BBEICHUS U B MT/M>

BIX BEIIECTB (



[Tonxon 2-i.
Brinonnenue Bcex
clenyouux
KPUTCPHUCB:
cyMMapHas
KyMYJISITHBHAS 1032
500 MKT, MaKCUMyM
5 BBeIEeHUH ¢
OTMBIBOYHBIM
MEePUOIOM  MEXAY
BBeJCHUAMU (6 WIH
bosee akTHUECKUX
11U
MPOTHO3UPYEMBIX
MEepUOTOB
TIOJTyBBIBEACHU);
kaxmas mosza 100
MKT;

Kaxkgas go3a  1/100
NOAEL u 1/100
(hapmMakoIOrHYeCKH
aKTUBHOM JO3BI

MaKcuMajbHas
cyTouHas u
HavalbHas O3Bl

MOTYT OBITH

(hapMaKoJIOTHYECKH
3HAYUMOH MOJIeNTN

HEO00X0aUMO
MpOBECTH
npoduIupoBaHue
CBA3BIBAHHSA C
MHUIIEHAMHU (
pelenTopamu) in
vitro.

s obocHOBaHUS
BBIOOpA MTO3BI IS
yegoBeKa
HEOOXOIUMO

OJIMHAaKOBBIMH, HO HC pacmojaraTth

JTOJKHBI TIPEBHIIATH
CyMMapHYIO
KYMYJISITUBHYIO 103y
B 100 MKT

HAYaJIbHYIO JI03Y
HEO0OXO0IUMO
OTPENIENIUTh UCXOJs
M3  xapakrtepa

TOKCHUYCCKUX TAHHBIX

, BBISBICHHBIX Y
Haubolece
lIyBCTBI/ITCJ'II)HOI"O
BUIA XUBOTHEIX, U
mpenoiaraeMon
(hapMaKOJIOTHYECKU
aKTHBHON  JO3FHI.
Heobxomnmo ydects
BOIIPOCHI  BBIOOpaA
HayaJbHOM JO03bI IJIs
YyeJoBeKa UCXOJs U3

pe3yibTaTaMu
YCTaHOBJIEHHUS
COOTBETCTBYHOIINX
XapaKTepHCTHK
MEepPBUYHON
(dbapmakomorun (
MEXaHu3Ma JIeHCTBUS
u (uau) 3¢ ¢hexToR)
H a
(hapMaKoJIOrHIeCKU
3HAYUMOHN MOJIENTN

HEOOXOIUMO
NPOBECTHU
MpopUITHPOBAHHE
CBA3BIBAHHSA C
MHIIECHAMHU (
peuenTtopaMu) in
vitro.

MOBEPXHOCTU TeJa
JUIS. TIEPOPAIIEHOTO
BBEJICHUS

7-nHEBHOE
ucciepoBaHmue
TOKCHYHOCTH TIpH
NOBTOPHOM (
MHOTOKPaTHOM)
BBEJICHIH HA OJTHOM
BUAE JKUBOTHBIX (
O0OBIYHO TPBI3yHAX)
IpU TUTAHUPYEMOM
MyTH BBEACHUSA C
JaHHBIMU IO
TOKCHKOKHHETHKE
uIu npu
BHYTPUBEHHOM
BBEJ/ICHHU.
Heobxonumo
BKITFOYHUTH JaHHBIC O
reMaToJOTUH,
OMOXMMHUYECKUX
HCCIICTOBAHUAX
MaTepuana,
HEKPOICUH U
TUCTONATOJIOTHH.
Pazpemaercs
HCT0Jb30BaTh
MaKCHMAIIbHYIO J103Y,
000 pas
MPEBBIIIAONTY IO
KJIMHUYECKYIO 03y,
BBIPQKCHHYIO B MI/KT
JUTSL. BHYTPUBEHHOTO

B 1

BBCACHHUA U B Ml"/M2
AJig IepopajIbHOro
BBCICHUS

pacmupeHHoe
nccieqoBaHue
TOKCHYHOCTH IIPH
OZHOKPAaTHOM
BBEJICHUM I'PhI3yHaM

HaIpUMep, BEIICCTB
itit:
[IOT-Bu3yanu3anun)

MpOBECHUE
HCCIIEIOBAaHUU
FEHOTOKCUYHOCTH HE
TpebyeTcs, OTHAKO B
JIOChE KITHHUYECKOTO
HCCIIEOBAHMS
HE0O0XO0IUMO
BKJIIOYHTh  BCE
MpOBECHHBIC
HCCIICJOBAHUS |
OLEHKY
CTPYKTYpPHO-(DYHKIH
OHAJIbHOU
3aBHCHUMOCTH.
Heob6xonumo
MpeCTABUTH
COOTBETCTBYIOIIHE
(hapMaKOKHHETHYECK
We JaHHBIE U
JIO3UMETPUUCCKUC
MoKa3aTeNu
BBICOKOPATMOAKTHBH
BIX BEIECTB (
HaIpUMep, BEIIECTB
o I s
[I3T-Busyanu3zanun)



TpeboBaHUH Jlis 0GOCHOBAHHS 1 HerpbI3yHAM IIPH
TecT Ditmca (Wtk

[onxon 3-i. COOTBETCTBYIOIIMX  BhIOOpA [1O3Bl Y  KIMHMYECKOM ITyTH .
Uccnenosaumuss ¢  PYKOBOICTS, YeJIOBEKa BBEJICHUS C JAHHBIMU AIPTCPHATHBHbIH
OJHOKPATHBIM IIPUMEHACMBIX HE0OX0AUMO [0 TOKCHKOKHHETHKE " @ 7" ec
BBEACHUEM B TocymapCTtBax — pacmoJaraTtb s reMaToJIOTHH, HP‘OBeHeHHe recra
cyOreparmeBTiueckux 11 €HAaX pesyibTraTaMu KJINHUYECKON Diimca HEBOIMONKHO (
103 WMIM 7103 EBpasuiickoro YCTaHOBJIEHUS OGMOXUMHUH, HalupuMep, B
OTHOUICHUH

npexnonaraemoro  9KOHOMHYCCKOTO COOTBETCTBYIOUIMX  HEKPONCHU U
TEPaNeBTUIECKOTO COr03a (aanee — XapaKTECPpUCTHUK TUCTOIIATOJIOTUH. aHTH6aKTepHaHBHOFO
JMana30Ha rOCyJapCTBA-YICHbI). MEePBUYHO I B o»ToM cayuae HICKapCTBEIHOTo

MakcumanbHON bapmakonoruu ( MaKCHMANBHOM npernapara))

J1030H MOKeT ObITh MEXaHM3Ma JCHCTBUS 70301 JOJKHA OBITH

nosa, u (uin) 5QHEKTOB) yvaxcumambHAS

obecneunBaromas  H 2 IEPEHOCHMas 11034,

noctwkenue Y (papMAKONOTUYECKH  \akcumanbHAS
NOAEL-3kcno3unuu  3Ha4MMON MOJIEINH. IOCTHKUMAas 1034
y Haubolee OcCHOBHOH Ha60p ( WY IIpeeIbHas 103a
YyBCTBUTEIHHOTO Oartapes)

BHIA >KUBOTHBIX, B HCCJIEIOBaHUI

ciay4ae, ecnd Bcs  (papMakoJorudyeckoiu

3HaYuMas 0€30MMacHOCTH

TOKCHYHOCTD,

BBISIBJICHHAS Y

JKHBOTHBIX,

MoaxacTCs

MOHHTOPHHTY U

obpatuma

y JenoBeKa

IIpu BEIsIBIECHUU
TOKCHUYHOCTU y 2
BHJIOB >KHBOTHBIX
HEOOXOIMMO y4eCTh
BOIIPOCHI  BBIOOpaA
HavyaJbHOM 03Bl 1JIs
4eoBeKa HCXOos U3
TpeboBaHUH
COOTBETCTBYIOIIUX
PYKOBOJICTB,
MIPUMEHSIEeMbIX

B
rocynapcTBax-uieHa
x. Ecu Hu y ogHOTO
BHJa JKMBOTHBIX
TOKCHYHOCTh

He BbIsSIBJICHA (TO €CTh
NOAEL sBnsinuce
MaKCHMaJIbHBIMH
HcCIeIOBaHHBIMU
JI03aMH, KOTOpbIe HE
OBUTH OTpaHHYEHBI
IpyruMm  obpazom (
HaTpuMep,



Ilonxoxm 4-ii.
Ho3upoBanue 10

14 oHel B
TepaneBTUYECKOM
JIHarna3oHe, HO HE C
LENbI0  OICHKHU
KJIMHUYIECKOU
MaKCHUMaJabHOH
MIEPEHOCUMOM JT03bI

He
MaKCHUMaJIbHOU

JIOCTHKAMOM TT0301))
WIH

ABJIAINUCH

BEHISIBIICHA
TOJIBKO Y OJIHOTO
BUJIa JKUBOTHBIX,
KIMHUYECKOH
HavaJdbHOU J1030H
JIOJDKHA CTaTh 1034,
oOecrneunBaroas
MPOTHO3UpPYyEMOe
KJIHHHYECKOC

AUC (
OCHOBaHHOE WJIM Ha
MEXBHUIOBOM
(hapMaKOKHHETHUYECK
OM MOJETHPOBAHHU,
U U

3HAUYCHUC

Ha
peobpazoBaHUH 10

MF/MZ), 9TO
MpUMEpPHO paBHO 1/
50 AUC 1npu

NOAEL y Buna
JKUBOTHBIX  C
MEHbUIE U
3KCIO3ULUEH.
Hpyrue Bonpockl
BBIOOpa HavalIbHON
JI03bI JUIs 4ernoBeka (
HarpHuMep, UCXOAs U3
MPOTHO3UPYEMOH
(hapMakoIMHAMITIECK
Oif  aKTHBHOCTH)
HE0O0X0AUMO
YUYUTBIBATh HUCXOA
u3 TpeboBaHUIA
COOTBETCTBYIOIINX
PYKOBOJCTB,
TIPUMEHSIEMBIX

B
rocyapcTBax-4ieHa
X.

B  orcyrctBHE
TOKCUYHOCTH Yy 2
BHJIOB KMBOTHBIX
MaKCHMalIbHas
KITMHAYECKas 1032 He
JTOTKHA TPEBBIIATh
1/10
skcnosuruu (AUC),
JOCTUTHYTOH Yy
mo00oro W3 BUIOB

MEHBIIEH

HEOOXOINUMO
NpOBECTH
npoduaupoBanue
CBSA3BIBAHHSA C
MUIIEHSAMU (
peuenTopaMu) in
vitro.

Jns  obocHOBaHMS
BeIOOpa MTO3BI IS
yeJgoBeKa
HEe0o0X0aUMO
pacmolarath
pe3yiabTaTaMu
YCTaHOBIICHUS
COOTBETCTBYIOIUX
XapaKTEpUCTUK
NEPBUYHOU
(dbapmakomoruu (
MEXaHU3Ma JeHCTBUS
u (unu) 3QPeKToB)
H a
(hapMaKoJIOrHUECKU
3HAYMMOM MOJIenH.
OcHoBHO#l Habop (
OGaTapes)
HcCIel0BaHu
(hapMaKoIornIecKoi
0e30macHOCTH B
J103aX, COBIAJIAIOIINX
c J03aMH,
HUCIIOJIb30BAHHBIMU B
TOKCHUKOJIOTHYECKHUX
HCCIIeIOBAaHUAX

2-HelleNbHBIE
HCCIIeTOBAHUS
TOKCHYHOCTH C
MOBTOPHBIM
MHOTOKPATHBIM)
BBEJEHUEM
TpBI3yHAM u
HETPBI3yHAM C
OLEHKOHN
CTaHIapTHBIX
nmapaMeTpoB H
BBIOOPOM 03B IS

JKMBOTHBIX Ha OCHOBC

KPaTHOCTH
IKCIO3UIUHU
OXHUJaeMoOH
knuanyeckoit AUC

oT

IIPY MaKCUMAaJbHOHI
Jo03e

TecT DitMca (Wtm
anbTEPHATUBHBIN

METO/I, eciu
IIPOBE/ICHUE TecTa

OliMca HEBO3MOXKHO (

HampuMep, B
OTHOIICHUH
aHTHOAKTEPHUATBHOTO

JIEKapCTBEHHOTO
npenapara)) u tect (
in vitro WiH in vivo),
CHOCOOHBIN
00HAPYXKUTH
MOBPEKICHUE



JKHBOTHBIX TPH XpoMOCOM y
MaKCHUMalbHOMN MJICKOITMTAOIIHX
HUCIIBITAHHOH JI03€.
Ecin TOKCHYHOCTH
MPOSBISIETCS TOJBKO
y OIHOrO BHUJIA
XKHUBOTHBIX,
MaKcuMajbHas
KJIIMHUYECKas J103a He
JTOTKHA TIPEBHIMIATh
NOAEL y Toro Buna
XKHUBOTHBIX, Yy
KOTOpPOTO
oTMedYaliach
TOKCHYHOCTb, WIIH Y5
AUC npu
MaKCHUMaJlIbHOU
HCIIBITAHHOU 103€ y
BUOA, HE
HpOHBHBIHeFO
TOKCUYHOCTb,

B 3aBHCHUMOCTH OT
TOTO,

YTO MEHBIIIE.

Ecnu y o6oux BHI0B
J)KHBOTHBIX BBISIBJICHA
TOKCHYHOCTD,
MaKCcUMalbHas
KJIMHHYECKas J103a
HONXHa
OCHOBBIBATHCS

Ha CTaHJapTHBIX
MoAXo4ax K OIEHKE
pHUCKa, a B JaHHOM
KOHKPETHOM CIlydyac
paspemaeTcs
H3y49HUTH
KINHUYECKYIO
MaKCHMalbHYIO
MIEPEHOCUMYIO 103y

CTaHJapTHOE 2-
HeIeJNIbHOEe
HCCIeIOBaHUE
TOKCHYHOCTH IIPH
MOBTOPHOM (
MHOTOKPaTHOM )
HE00X0aUMO BBEJICHUH T'PHI3yHAM
MPOBECTH (mpu obocHOBaHWH
MPOTHO3UpYyeMast npoGUINpOBaHUE  TOTO, YTO TPBI3YHBI
BEIHNYUHA CBA3BIBAHHUA C SABISIOTCS
SKCIO3uMIMKU IIpM  MHUIICHSAMHU ( peneBaHTHBIM BUIOM
HauajgbHOW 103¢ He penentopamMu) in ). MakcuManbHas N
. TecT ODitMca (W
JIOJDKHA MPEeBBINIATh  VItro. J103a JTOJDKHA OBITH

albTEPHATUBHBIN



Ilonxon 5-i:
no3upoBaHue no 14
ITHEMH, HE
npeBbIIaKIee
MPOJOJIKHUTENHEHOCTD
JNO3UPOBAHUS Yy
HETPHI3YHOB B
TepaneBTUYECKOM
JIHafna3oHe, HO He C
LEJIbIO
KJIIMHUYECKOU
MaKCHUMaJbHOU
TIEPEHOCUMOM J03BI

OLCHKH

1/50 NOAEL vy
bomee
9yBCTBUTEIHHOTO
BHJA XKUBOTHBIX B MT
/M2, Bompocs
BBIOOpa HadaIbHON
JI03bI JUJISl YelloBeKa
HE0O0X0AUMO
YUHUTBIBATH HUCXOMS
u3 TpeboBaHUHA
COOTBETCTBYIOIIUX
PYKOBOJICTB,
NpPUMEHSAEMBIX B
rocyJapcTBax-4jieHa
X.

MakcumanbHas
SKCHO3HUIUSA Y
YeoBeKa He JTOJDKHA
npeBbimate AUC
npu NOAEL y
HETPBI3YHOB WJIH Y2
AUC npu NOAEL y
TPBI3YHOB B

3aBUCHUMOCTH OT TOI'O

, UTO MeHI)HIe5

Jns obocHOBaHMS
BBIOOpA [103BI IS
yeJoBeKa
HEOOXOINMO
pacmoJjaraTh
pe3yibTaTamMu
YCTAaHOBJICHUS
COOTBETCTBYIOIINX
XapaKTePHUCTHK
MEepBUUYHOM
(dhapmakogoruu (
MeXaHu3Ma JAeHCTBUS
n (wm) 3¢ ¢exToB)
H a
(hapmakoIoruyecKu
3HAUYUMOM MOJIEIIH.
OcHoBHO# HaOoOp (
Gatapes)
uccien0BaHui
(hapMakoIoTHnIecKoit
0e30macHOCTH B
J103aX, COBITIAIAFOIIUX
c q03aMH,
HCIIOJIb30BAHHBIMHU

B
TOKCHKOJIOTHUECKUX
HUCCICIOBaHMUIX

MaKCHUMaJIbHOU
MEPEHOCUMOM 10301,
MaKCHMaJbHOU
IOCTIDKUMOM 10301
WA TPEeAEIbHOU
T030MU.
ITonTBepkaatoiiee
HCCJeIOBAaHUE Ha
HerpeRyHax (n=3) B
J03€, paBHOU
OXHUTaeMOu
NOAEL-3kcno3unuu
y TPBI3YHOB,
MPOJOJKUTENBHOCTh
10 HEe MeHee 3 gHel u
10 MEHBLIEH Mepe ¢
IIAHUPYEMOi
MIPOIOJKUTENHHOCTh
0 KJIWHAYECKOTO
HCCIIeIOBAHUS

WJTU UCCJICIOBaHUE

C ACKaJIallueH JT03bI
Yy  HErpbI3yHOB
MPOIOJKUTENBHOCTh
10 HEe MeHee 3 JHeH u
[0 MEHBLIEH Mepe
ILIAaHUPYEMOi
MPOIOJKUTENHHOCTD
0  KJIHHAYECKOTO
WCCNeIOBaHUs MpU
OXHITacMOU
NOAEL->kcio3unuu
Y TPBI3YHOB

METO, ecnu
MPOBEJCHHE TeCcTa
DiiMca HEBO3MOXKHO (
HarpuMmep,

B OTHOILICHUH
aHTUOAKTEPHATLHOTO
JIEKapCTBEHHOT'O
npenapara)) u tect (
in vitro uid in vivo),
CIIOCOOHBIH
00HapyXUBaTh
MOBpPEKICHUE
XpOMOCOM

Y MJICKOITUTAIOIIUX.
B ciyuae omnenku in
vivo
ee paspemiaercs
MPOBECTH B PaMKax
TOKCUKOJIOTHYECKOTO
HCCIIEIOBAaHUAS Ha
IpBI3yHAX

' Yccnenosanns oGmerokcnaeckux cBOACTE HEOGXOIUMO IIPOBOJIUTH B COOTBETCTBUU C
TpeOoBanusiMu IlpaBun Hagnexameil mnadopaTopHOM mNpakTHKH EBpasuiickoro
HPKOHOMHMYECKOr0 col03a B c(epe oOpallleHHsl JEKapCTBEHHBIX CPEICTB, YTBEPKIECHHBIX
Pemenuem Coera EBpasuiickoil 3koHOMUYECKON KoMuccuu oT 3 HosiOps 2016 r. Ne 81.

2 Jln3aiid 1 BEIOOP 03Bl AJI UCCIAEA0BAHUI T€HOTOKCUYHOCTH.

’B paMKax pacIIMPEHHOr0 MCCIIEI0BaHHUSI TOKCUYHOCTH MPU OJHOKPATHOM BBEACHUU
JIEKapCTBEHHOI'O IpernapaTa HeoOX0IMMO, KaK MPaBUio, OLEHUTh JaHHBIE IO T€MATOJIOIHH,
OMOXMMHH, HEKPOIICUM M THCTOINATOJOTUU (TOJIBKO JJI1 KOHTPOJIS U MAaKCUMAaJbHON J03BI,
€clIM NpH MaKCUMaJbHOM J03€¢ He OOHapyKMBaeTcs MaToJIOrus, OOYCIIOBJIEHHAs
MPUMEHEHHEM Mpenapara) JEKapCTBEHHOTO Ipemnapara mocjie OJHOKPATHOTO BBEICHHS C
MOCJIETYIOLIUM U3YUYEHUEM CITYCTS 2 HEAENHU JUIsl OLIEHKU OTCPOYEHHOW TOKCUYHOCTH U (WJIH)
BoccTaHoBNeHUs. CTaHIapTHBIM OU3ailH MCClIe0BaHUN Ha TPhI3yHAX MpeaycMaTpuBaeT
ucrnonb3oBanre 10 ocoOel Kaka0ro noja Ha rpyIy, OLEHUBAEMbIX Ha CIEAYIOIIHN JI€Hb



MoCJie BBEICHHS, U 5 0co0el KaxJaoro moJia Jjisi 1036l (103), olleHuBaeMon Ha 14-i 1eHb
MOCJIE BBEJICHUA JIEKAPCTBEHHOTO mpemnaparta. CTaHIapTHBIM OU3ailH HUCCIEIOBAaHUN Ha
HETpPhI3yHaX MpeycMaTpUBAaET UCTIOIb30BaHUE 3 0COOEH Ka)K0To 1MoJia BO BCEX TPYIIax s
OIICHKH Ha 2 JIeHb U 2 0co0ei Ka)x0ro 1oJia nMpu 03¢ (7103ax), OllEHUBaeMbIX Ha 14-ii 1eHb.

4 [Ipu moaxone ¢ HMCcaeOBaHUEM MHUKPOA03 pa3peliaeTcsi MpPOBEICHUE OIEHKU
00paTUMOCTH (OTCPOUYCHHON TOKCHUYHOCTH) Ha 14-i AeHb IMOCe OJHOKPATHOTO BBEICHMUS.
Ucnons3yemass go3a HeoOA3aTeIbHO JIOJKHA OBITh MaKCUMaJIbHOW, HO OHAa JOJKHA
MPEBBIIIATh KIMHUYECKYIO 103y B 100 pas.

> HpI/I OTCYTCTBHUH HCIKCIIATCIbHBIX peaKuHﬁ B KIIMHHUYCCKHX HCCICAOBAHUAX
paspcmiacTCsa I3CKajJlalud O03bl BbIIIC AUC, CCJIM pCaAKIHNHU, BBIABICHHBIC B
TOKCHUKOJIOTHYCCKUX MCCIJICJOBAHUAX, MOAAA0OTCS MOHUTOPUHIY, ABJISIIOTCSA O6paTI/IMBIMI/I u
HMCIOT HU3KYIO CTCIICHD TSKCCTHU Y YCJIOBCKA.
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