EBPA3UNCKAA DKOHOMUYECKASI KOMUCCHS
KOJUIETI'MS1

PEIMEHMUE

«26» nos10ps 2019 r. Ne 202 r. Mockaa

006 yrBep:kanenunu PykoBoacrea
N0 JOKJHHHYECKUM HCCIeJOBAHUSIM 0e30acHOCTH
B IeJISIX MPOBeeHHsI KIAMHUYECKUX HCCIeI0BAHUI
M PerucTpPannu JeKapCTBEeHHbIX MpenapaTron

B coorBerctBuu co crateeit 30 JloroBopa o EBpasuiickom
SKOHOMHYECKOM coroze oT 29 mas 2014 ropa, crarbeit 6 CornalueHus
O eIMHBIX MPUHIMIAX W IpaBUIaX OOpaIleHHs! JEKapCTBEHHBIX CPEICTB
B paMKax EBpasuiickoro sxoHomMHueckoro coro3a ot 23 nexadbps 2014 roga u
MyHKTOM 15 mepeunsi akToB EBpa3zuiickol 5KOHOMHYECKOM KOMHUCCHH I10
BOIIPOCAM  PEryJMpoBaHUsl OOLIMX PBIHKOB JIEKAPCTBEHHBIX  CPEJCTB
U MEIUILIMHCKUX W3JE/IMi B paMKax EBpa3suiicCKOro 5KOHOMHYECKOTO COr03a
Ha 2017 — 2019 ronwr (npuiioxkenue K pacnopstkeHuto Cosera EBpazuiickoi
sKoHOMHUYecKoll komuccun «OO0 akrtax EBpa3uiickoil B3KOHOMHUYECKOHN
KOMHCCHM T10 BOIPOCAM PeryJidpoBaHusi OOLIMX PBIHKOB JIEKAPCTBEHHBIX
Cpe/ICTB M MEIHUIIMHCKUX M3/leui B paMKaX EBpasuiicKoro sSKOHOMHUYECKOIo
coroza» or 17 mas 2017 r. Ne 15) Konnerust EBpazuiickoii 3KOHOMHUYECKON
KOMMCCHU pe M jaa:

1. YTRepauth npuiiaraeMoe  PykoBOACTBO 1O  JIOKJIMHUYECKUM
HcCeIoBaHusIM  0€30MacHOCTH B LEMIX TNPOBEACHUS  KIIMHUYECKUX

MCCIIEIOBAHUI M perucTpaliy JIEKapCTBEHHBIX [TpEnaparos.
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2. Hactosimee Perenue BCTymaeT B CHJIy MO HCTEUEHMHM 6 MecsiieB
C J1aThl ero o(ULIHAILHOTO OMyOJINKOBaHUSI.

[Ipu STOM HCXOAMTH W3 TOro, YTO B Clyyae, €CIM peaau3alus
MOJIOJKEHUI yKa3aHHOTO PyKOBOJCTBA OCYIIECTBISIETCSI B COOTBETCTBHH C
aktaMd EBpa3suiickoil 3KOHOMHYECKOH KOMUCCHH, TPUMEHEHHUE TaKuX
MOJIOYKEHHH OCYIIECTBIISIETCS € JaThl BCTYIUIEHHS B cuiy (C JaThl Hayasa

HpHMGHeHI/Iﬂ) COOTBETCTBYIOIIHX dKTOB.

[Ipencenarens Kosterun
EBpaszuiickoii 53KOHOMHUUYECKON KOMUCCHUH




YTBEPX/IEHO

Pewenunem Komneruu
EBpasuiickoil 5KOHOMUYECKON KOMUCCHU
oT 26 Hos10pst 2019 1. Ne 202

PYKOBOJACTBO

No JOKIUHHYCCKHM HCCJeJOBaAaHUAM 6630HaCHOCTIfI

B IeJIAX NMPOBEACHUHA KIHHHYECKHX HCCJICI[OBaHHﬁ
H pernwpaunn JERKAPCTBCHHBLIX npenapaTOB

1. O6Gue nonoxeHus

1. 1lensro Hacrosiero PykoBoAcTBa sIBJIsIeTCsl YCTAHOBIIEHHE €AMHOTO
IopsaKa IPOBEACHUS  JOK/IIMHUYECKMX MCCIENOBaHHM  Oe30macHOCTH
JICKApCTBEHHBIX IIpenaparoB (Janee — NOKIMHUYECKHUE HCCIIEeOBaHUS) IS
UX TOCHeAyIoUed perucrpaunu B pamkax EBpasHMCKOro 3KOHOMHYECKOIO
coroza. B mHacrosiiem PykoBOACTBE OTpakeHa B3aUMOCBS3b MEXIY
HEOOXOJMMOCTBIO  MPOBEJEHHs]  JOKIMHUYECKUX  MCCIENOBaHHN |
NPOBEEHUEM KIMHUYECKUX HUCCIIEJOBAHUH C yuyacTheM YesloBeKa.

2. Hacrosiiee PyKoBoICTBO HAIlpaBJIeHO HA oOecIeueHue:

Oe3omacHoi,  STHYHOW  pa3pabOTKH W  BHEAPEHHS  HOBBIX
JIEKapCTBEHHBIX [IPENapaTos;

CBOEBPEMEHHOTIO IIPOBEAEHUS KIMHUYECKUX HCCIIeIOBAaHUN];

COKpAIlleHUs] MCIIOJIB30BAaHUsI B  MCCIEIOBaHMSIX  JTADOPAaTOPHLIX
JKMBOTHBIX B COOTBETCTBUM ¢ TpuHIMnNaMu 3R (3amena, yiydilneHue,

coxpatenue) (replacement, refinement, reduction);
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COKpallleHHsl HUCIOJIb30BaHUA JPYTUX pecypcoB Npu paspaboTke
JIEKapCTBEHHBIX [IPeapaTos.

HeoGxonumMo  yuuThIBaTH  BO3MOMKHOCTL — HCIIOJIE30BAHUSI  HOBBIX
allbTEPHATUBHEIX [ Vifro METONOB OLEHKH 0e30MacHOCTH, KOTOPLIE MPH KX
Ha[UIeKAeH BalMJaluMu M OJOOpeHMH YIOJIHOMOYEHHBIMH OpraHaMu
(OKCIIEPTHBIMM ~ OpraHM3allMsIMM) TOCYAapcTB — 4JIeHOB EBpasuiickoro
SKOHOMHYECKOI'O COI03a (Jajee COOTBETCTBEHHO — TOCYyAapCTBa-ujeHEbl,
Co103) MOTYT 3aMEHUTH CYILIECTBYIOLIHE CTAHIAPTHEIE METO/IBI.

3. Hacrosiiee PykoBOACTBO cocTaBieHO B 1ESX TapMOHHM3ALNU
NOKJIMHUYECKUX  MCCIIEIOBAaHMM,  HaIpaBJICHHBIX Ha  0DOCHOBaHME
[POBEJIEHNs] KIMHUYECKOH pa3pabOoTKU JIeKapCTBEHHBIX IIpemapaToB Ha
Pa3IUYHBIX €€ 3Tanax.

4. Hacrosee PykoBOJACTBO COAEPXUT YKa3aHUsS OTHOCHTENBHO BHJA,
IIPOJOJDKUTEIBHOCTH U CPOKOB MPOBENIEHUS JOKJIMHUUECKHUX HCCIEN0BAHUN
B KadecTBe OOOCHOBaHMSI TMPOBENEHUS] KIMHHYECKHX HCCIENOBaHUN U
PETUCTPALMK JIEKAPCTBEHHBIX MPErnapaToB.

5. JloknMHKUYeCcKas OLleHKa 0e30IacHOCTH JIEKAPCTBEHHBIX TPEmapaTon
B LEJISIX UX PErUCTpaliu IpelycMaTpUBaeT IIPOBeIeHHUE:

a) papMaKoJOTUYECKUX UCCIICIOBAHMIA;

0)uccraenoBaHUN OOIIETOKCHYECKUX CBONCTB;

B) TOKCUKOKMHETHYECKUX M JIOKIHHUYECKHX (hapMaKOKHMHETHUECKUX
HCCIIeJOBAaHUM;

I') HCCIICIOBAHUIN PENPOTyKTUBHOM TOKCHYHOCTH;

J) MCCJIeJIOBAaHMH T€HOTOKCHYHOCTH;

€) OLIEHKH KaHLEPOTreHHOI'0 MMOTEHIHaNa B OTHOLICHHH JIEKAPCTBEHHBIX
IIPENapaToB, BBI3BIBAIOIIUX OCOOBIE OMACEHUS WJIHM IPEAHA3HAUYEHHBIX IS

JIIUTEIIBHOIO IMMPUMEHCHH .



6. HeoOXoauMoCTh NpoBejieHUs JOKIHMHUYECKUX HCCIEIOBAHUI B
Le/IsAX OLEHKM (POTOTOKCHYHOCTH, MMMYHOTOKCHYHOCTH, TOKCHYHOCTH Ha
HEIOJIOBO3PENIBIX  JKMBOTHBIX M CKJIOHHOCTM K  BO3HHKHOBEHHIO
JIEKapCTBEHHOW 3aBUCHMOCTH OTIPENENAeTCS B MHIMBUAYILHOM IOPSIJIKE.

7.Hacrosiiiee  PykoBOACTBO NpHMEHSieTCss Ha JTane pa3paboTKH
JIEKapCTBEHHBIX TIPEIapaToB M COAEPKUT oOlMe TpeOoBaHUS K MPOLECCY
TOKITMHUYECKON pa3pabOTKM JIEKapCTBEHHBIX Tpemnaparos. [lnanuposanue u
JM3alH JOKJIMHUYECKUX HCCIICAOBAaHUM M KIMHUYECKUX MCCIENOBAHUN C
y4JacTHeM YeJIOBeKa OCHOBBIBAIOTCSA Ha I10JXO0JIe, YIOBICTBOPUTEILHOM C
HAYYHOW U 3TUYECKOU TOUEK 3PEHHSI.

8. MccneoBanus 6€30MacHOCTH OHOTEXHOIOTHYECKHX JICKAPCTBEHHBIX
pernaparoB HeOOXOJUMMO IPOBOJUTH B COOTBETCTBHM C TpeOOBAHUIMH
rmaB 5.3 u 54 llpaBun mnpoBeneHMs MCCIENOBAHUN OUOIOTHYECKHUX
JCKAPCTBEHHBIX  CPEACTB  EBpasuiicKOro  HKOHOMHYECKOI'O  COMO3a,
yrBepxaeHHBIX Pemennem Cosera EBpasuiickoii 5KOHOMUYECKOH KOMHCCHT
oT 3 HosAbpst 2016 r. Ne 89. Ilpu nposeeHnr UcCiIeNoOBaHUS OE30MACHOCTH
OMOTEXHOIOTMYECKUX JIeKAPCTBEHHBIX MPENapaToB HacTosiee PyKoBOACTBO
NPUMEHSIETCS] TOJIBKO B OTHOLIEHWH CPOKOB MPOBEAEHHS TOKIMHUYECKUX
VCCIICIOBAHUH B 3aBUCMMOCTH OT (asbl KIMHHYECKOW pa3paboTku
OHOTEXHONIOIMYECKUX JIEKAPCTBEHHBIX MPENapaToB.

PesynbTaTh HCCIIeI0BaHUH Oe30macHOCTH JIEKapCTBEHHBIX
penaparoB, JUIMTEILHO IPHUMEHAEMBIX B MEIULUUHCKON MpakTUKe WU
coJiepKalliuX — JAEHCTBYIOLIME BEIIECTBAa, JaHHbIE O JOKIMHUYECKOM
MCCIIEOBAHUH KOTOPBIX OTpPaHUYEHbl WM OTCYTCTBYIOT, JOIYCKaeTCs
IPEACTaB/sATE B COCTaBE€  CMEIIAHHBIX  PETUCTPALMOHHBIX  JOCHE
JIEKapCTBEHHBIX IpenapaToB. CocTaBleHHE HOKYMEHTOB O JOKJIMHUYECKUX

UCCJICAOBAaHUAX JUIsl CMELIaHHBIX PErUCTPAlMOHHBIX JOCHE JICKAPCTBCHHBIX
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npenaparoB OCYIIECTBIISIETCS B COOTBETCTBMM € TPeOOBAHHSIMM, COIIIACHO
npuiioxkeHuro Ne 1.

9.B messx onTUMU3ALMKM M YCKOPEHHs pa3pabOTKH JIeKapCTBEHHBIX
IpernapaToB JJisd JIEYEHHUs] JKU3HEYTPOXKAIOIIMX M TSDKEJBIX 3aboseBaHui
(HarmpuMep, pPacIpoCTPaHEHHOro paka, pesucteHTHON BUY-mndexnun,
COCTOSIHMUS, 00yCIIOBIEHHOTO BPOXKJIEHHOM GepmenTaTHBHOMN
HEIOCTATOYHOCTBIO), HE UMeIoMX d(G(GEKTHBHOW TepanuM, I0IyCTHM
WHAWMBUIYAIBHBIA IMOAX0J K TOKCHMKOJOTMYECKOH OIleHKEe M KIHHHYECKOH
paspaboTke. B oTux chyuasx, a TakKe B OTHOIIEHHWH JIEKAPCTBEHHBIX
MpenaparoB, CO3JaHHBIX Ha OCHOBE WHHOBALMOHHBIX TEpameBTHYECKUX
METOMOB (Hampumep, Mmanoii unTepdepupytomeit PHK (siRNA) u
aIbIOBAHTHBIX BAaKILWH), B IMporpamMme JOKIMHUYECKOI'O MCCIIEN0BAHUS
JOITyCTUMO  COKpallleHWe, OTKa3 OT TMpOBeAeHHs WM Jio0aBieHue
OMpesieNieHHbIX — HccleqoBanuii. Jlns  pemenust Bomnpoca 06 ob6beme
M3MEHEHMH IMpOorpaMMbl JOKIMHMYECKOTO UCCIEOBAaHUSI HeOoOXOIUMO
PYKOBOJICTBOBAThCSl  MOJIOKEHUsIMM ~ akTOoB  opraHoB Coro3a B chepe
oOparleHusl JeKapcTBEHHBIX CPEJICTB MM 3aKOHOAATEbCTBOM IOCYHapCTB-
YJIEHOB.

10. ToknuHuueckne HeclefoBaHus HeoOXOMMO TTPOBOIMTL ¢ yUETOM
TpeboBanuil mynktoB 34 u 35 TlpaBun perucrpand M OSKCHEPTHU3BI
NIEKapCTBEHHBIX CPEACTB JJI MEAMIMHCKOTO MPUMEHEHHUs, YTBEPIKIEHHbIX
Pemennem CoBeTa EBpasuiicKoli 5KOHOMHYECKOH KOMHCCHH OT 3 HOsOps
2016 r. Ne 78 (nanee — [IpaBuia peructpanuu U 3KCIEPTH3HI).

11. JlokiuHuyeckue HCCIeNOBaHMs, MPOBEACHHBIE 3a MpejeslaMu
TaMOXKEHHOHM TeppuTopun Co103a, JOJKHBI OBITH BBITONHEHBI ¢ YYETOM

ykazauuii myHKTa 35 IlpaBun perucTpaiidd W OKCHEPTH3BI, a TaKxke



COOTBETCTBOBATL HACTOSIIEMY PyKoBOACTBY M JApPYyrHM akTaM OpraHoB
Coroza B cepe oOpartieHus! JIEKApCTBEHHBIX CPEJICTB.

12.Tlo Bompocam, He yperyaupoBaHHBIM B HAcTOsIEM PykoBojcTge,
3asBUTCJIM  BIIpaBe  OOpaTUTbCS 32  HAaydyHOM  KOHCYJIbTalLUed B
YIOJTHOMOYCHHBIE OpraHbl (IKCIIEPTHbIE OpPraHU3allMH) IOCYIapCTB-YJICHOB
B COOTBETCTBUH C IMyHKTOM 26 IIpaBun perucrpauuu u sKCmepTUssL.

13. Pa3paboTka JieKkapcTBEHHOTO Mpernapara — MO3TamHblH IIpoLece,
NpeayCMaTpUBAIOIIMA  OLEHKY JaHHBIX O ero 3GQEeKTUBHOCTH |
Oe30macHOCTH AJIS JKUBOTHBIX M YesioBeka. K 1essiM JoKITHHIYecKOi OneHKH
0e301acHOCTH OTHOCHTCS YCTAHOBJICHUE!

XapaKTepUCTUK TOKCHYECKOrO JIEHCTBUS B OTHOLICHHH OPraHoB-
MHUILIEHEH;

3aBHCHMOCTHU TOKCHUYECKOTO JIeUCTBUS OT JIO36I;

3aBUCHMOCTH TOKCHYECKOTO JIEUCTBUS OT SKCIIO3ULIMM;

MTOTEHLIHAJIbHOM 00paTUMOCTHU TOKCHYECKOTO NeHCTRUS
(B COOTBETCTBYIOIUX CIyYasix).

Iloyyennele CBeIEHHS HUCHONB3YIOT [UIS  OLEHKH HAYaJIbHOM
Oe3omacHoOM 03kl U JIMANa30Ha 03 B MCCIIEOBAHKSAX C YUACTHEM YelIOBEKa,
a TaKxKe /s OMpe/IeNieHus COOTHOLIEHHUS «II0JIb3a — PUCK» M MapaMeTpoB
KJIMHUYECKOTO MOHUTOPUHIA NOTEHIHAILHBIX HEXKeNaTeNbHbIX 3()(HEKTOB.

14. JloknMHUYeCKHEe HCCIeJOBAHMS, HECMOTPS HAa OTPaHHYCHHBIH
XapakTep Ha HavallbHOM JTalle KJIMHUYECKOW pa3paOoTKH, JTO/DKHBI ObITh
AOCTAaTOUHBIMU JUIsl OTMCAHHUS NOTEHUMANBHBIX HEXKENaTeabHBIX peakiyi,
KOTOpBIE MOTYT BO3HHKHYTb B YCJOBHSX OOOCHOBAaHHOIO KJIHMHUYECKOI'O
UCCIeIOBAHUS.

15. KiiHuveckre MCCIEOBaHKUS TIPOBOASATCS B LENSX  H3YUEHHS

shdexTuBHOCTH 1 0€30IIACHOCTH JIEKAPCTBEHHOrO Mperapara, HaduHas
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C OTHOCUTEJIbHO HM3KOW CHCTEMHOMW OSKCIO3HMIHMH Yy HeOOJBIIOro uucia
CyOBEeKTOB.  3a  HUMH  CIHEIYIOT  KIHHHYECKHE  MCCIIENOBAHUS,
B KOTOPBIX DKCIO3ULUS JI€KAPCTBEHHOTO IIperiapara yBeJIMYHBAETCS, Kak
PaBUJIO, 3a CYET MPOJOJDKUTENLHOCTH IPUMEHEHUs W (MJIH) pasMepa
MOIYJISIAK TAUEHTOR.

16. Knuauueckne HccaenoBaHUsl HEOOXOAMMO — PACIIMPSATL, €CJIU
MOJyYEHBl pe3yJbTaThl, NOATBEPKAANOIIME JOCTATOUYHYIO O€30I1aCHOCTE
JIEKapCTBEHHOI'O  Iiperniapara B paHee IPOBEAEHHOM  KJIMHUYECKOM
MCCIIeIOBAaHUM (MCCIeIOBAHUX), a TAKKe [PH HATUYMU JIOTIOTHHTEIbHBIX
JAHHBIX JOKIMHUYECKUX HCCIeI0BaHUN 0€30MacHOCTH, KOTOPBIE CTAHOBATCS
JOCTYIHBIMHU IO MEPE BBIMOJHEHUS KITMHUYECKOU pa3paboTKH.

17.Cepbesuble  HexenarenbHble  3()(eKTsl,  BBISIBJIECHHBIE  Ha
KIIMHAYECKOM M (WJIM) JOKIMHUYECKOM 3Tanax pa3pabOTKH JIEKapCTBEHHOIO
Ipernapara, MOIYT IOBIMATH Ha NPOJOJDKEHHE KIMHHYECKOH pa3paboTKu.
B unensx onpenenenus nenecoobpasHoCcTH  paspaboOTKM  AM3aiiHa W
[IPOBEJEHUS] JIOIOJHUTEIbHBIX JIOKIMHUYECKMX M (MIH) KIMHUYECKUX
MCCTIEIOBAHUM OTHU JaHHBbIE HEOOXOIUMO paccMaTpUBaTh B pamKax OOIIero
IUIaHa KJIIMHUYECKON pa3padoTKH.

18. Knunuueckue uccieqoBaHus IPOBOSATCS € paszelieHueM 1o pasam
KIVHAYECKONW pa3zpabOTKH, KaxJas W3 KOTOPBIX HMEET pasIuuHbIe IENH.
[Tockosbky pomyckaercss oObenumHeHue (a3 KIMHUYECKOH pa3zpaboTKy,
B HacToseM PykoBojcTse TpeOOBaHMS K JOKIHHHYECKUM HCCIIEA0BAHUAM
COOTHECEHBI HE TOJIBKO C (pazaMu KIMHHYECKOW pa3paboTKM, HO H ¢
XapakTepoM KIMHUYECKUX UCCIIeJOBAHUN U 11eJIeBOW MOMYJISIIUE.

19. Ilousrus, UCII0JIb3yEeMbIC B HaCTOSIIIEM PyxoBojcTse,
IPUMEHSIOTCS B 3HA4YEHMsIX, OMNpeleleHHbIX B [lpaBuiax Haajmexariei

KIIMHUYECKOH  MpakTUKHM  EBpasuiickoro  SKOHOMHYECKOTO  COHO3a,
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yrBepkaeHHbIX Pemennem Cosera EBpa3suiickoil SKOHOMHUYECKONW KOMUCCHH

oT 3 Hos10pst 2016 1. Ne 79.

I1. Beibop MakcuManbHBIX J103
B HCCJICJIOBAHUAX O0IIEH TOKCUUYHOCTH

20.B cinyuae eciaM B TOKCHUKOJIOTHUECKUX HCCIEOBAHUSAX VIACTCS
OXapakTepU30BaTh BCE IMOTEHIHMAIbHbIE KIMHUYECKU 3HAYMMBIe 3()(eKThI
[P BBEJECHHUM JMaria3oHa 03 JIEKapCTBEHHOI'O IIperapara HHKE, YeM €ro
MakcuMmaibHas — nepe”ocumas  jgosza  (MTD), To  ycranasmuBarh
MaKCUMAJIbHYIO TNEPEHOCUMYIO J03y B KaXXIOM TAKOM HCCJIEJOBAHUM HE
TpedyeTcsl.

21.K ppyrum mnoaxonsiiuM TMpejieibHBbIM J103aM OTHOCSITCS J103bI,
CO3/AI0IIME B OpPraHU3Me BBICOKME KPATHBIC HKCIO3MIIMHM HJIM HACKIILEHHUE
SKCIO3MLIMK, JMOO0 MakcumanbHas jgocTikumas po3a (MFD). Takue
IpeselIbHbIe J03bl MO3BOJISIIOT HE MCIOJNB30BaTh B OTHOIIEHWH HBOTHBIX
JI03bl, KOTOPBIE HE JAIOT JOIOJHUTEIbHBIX CBEJIEHUH JJIST TPOrHO3UPOBAHMS
KnuHAYeckol OeszonacHocT. [logxon Kk BeIOOPY MaKCHMajbHBIX 103 B
MCCIIeIOBaHUAX OOIIeld TOKCMUHOCTH MPUBENEH Ha PUCYHKE. DTOT IOIAXOL
corjlacyercss ¢ yKazaHUsSMM B OTHOIIEHWM Ju3aiiHAa MCCIIENOBaHUN
PENpOyKTHBHOM TOKCHYHOCTH W KaHLUEPOTN€HHOCTH, B KOTOPBIX YiKe

OIIpeesIeHb! IIpeielibHbIe 103kl U (MJIH) SKCITO3UIIMH.



1. MakcumanbHas nepeHocuMast 103a
2. HachbllieHHe 3KCIIO3HIIMT
3. MakcuManbHas JOCTHXKUMAas 1034

4. I1pesbiienne cpeaneit axcno3uuyeil Knuuuueckoit sxcro3uuuu B 50 1 6onee pas

v

BoinonuseTcsa nu
XOTA Obl OJIUH U3
BbILLICTIEPEUHCIICHHBIX
KpuTtepHen?

Het

HocTurHyTa i
npeieibHast /1034,
pasxas 1000 mr/kr?

MoryT noTpedoBaTbcs
JOTIOTHHTENILHbIE
Hccle10BaHuA

> | npru3HacTCAa

Hsyuennas nosa

J0CTAaTOYHOMH

[Ipesrimenne cpeaneii
IKCTO3MLIMK
>10x KNHHHYECKOiT?

Jlo3a st yenoBeka
<I rleyt? -

{

Het

B 3aBEPUICHHBIX WIIH MOCJICAYIOUHX HCCICI0BAHMSX:

|

Hsyuena nu nosa,
paBHas
2 000 mr/kr?

MakcuManbHas JOCTHKUMast
11032 WM TIPEeBbILIEHHE
CPEIHER IKCTIO3HLIMM
>10x knuHUYecKoii?

— Ja

MoryT notpefoBarbes
JIOTIONHHTEIEHBIE
HCCIeIOBaHHs

Pucynoxk. ITogxon x Boibopy

Dkeno3uuus y

| JKMBOTHBIX = 3KCIO3ULINH

y HernoBeKa?

[IpenycMoTpeTh UCIbITAHUS
BILIOTE A0 MaKCHMAalbHOMH
JIOCTHKUMOMH 03B

Hzyuennas noza
NIpHU3HAETCH
JIOCTATOYHOI

MaKCHUMANLHLIX 103 B HCCICIOBAHUAX 00IIEH TOKCHYHOCTH




22 1lpeneneHble 03Bl I WCCIENOBAHUI  TOKCHYHOCTH 1pu
OIHOKPaTHOM W  HOBTOPHOM  (MHOrOKPAaTHOM)  BBEIEHHMH, paBHbIE
1 000 mr/kr/cyT. Jyu1st TPBI3YHOB M HEIPBHI3YHOB, NPU3HAHBI IPHEMIIEMBIMU BO
BCEX CIIy4asx, 32 UCKIFOUEHHEM CIIyYaeB, ECIIN:

noza 1000 wmr/kr/cyr. He obGecneunBaer 10-kpaTHOro mNpeBBIIICHUS
KIIMHAYECKON 9KCIO3MIMH, & KIMHUYeCKas J1o3a npeBsimaer 1 r/cyt. B atom
Cllydae JI03bI B TOKCHKOJIOTMYECKMX  HMCCICHOBAHMAX  HEOOXOMIHUMO
OrpaHu4uTh 10-KpaTHBIM NpEeBBILEHHEM 3KCIO3MLUK, TUOO0 1030i, PaBHOI

2 000 mr/kr/cyt., nubo MaKCHMAaILHOM HOCTHKUMOMN 030H B 3aBUCHMOCTH

OT TOT'O, KaKasi U3 3THUX 103 MEHbILIE;

noza 2 000 Mr/kr/cyT. MeHbIle KIMHMYECKON SKCIO3WIMH. B 3ToM
CIIydae MOXET MOTpeOOoBaThCs YBEIUYEHUE 036l BIUIOTH O MAKCUMAIbHOM
JIOCTHXKUMOM J103BI.

23.Jlo3el, obecreyuBaroIne 50-kpaTHOE MpeBbIIIEHHE cpenHei
SKCTIO3ULHUCH KIMHUYECKOH SKCIO3UINE, KK [PABHIIO, TAKKE MPUEMIIEMbI B
KayeCTBe MAaKCHMAllbHOM JI03bl B HCCJIEJOBAHMSIX TOKCHYHOCTH TIPH
ONHOKPaTHOM BBEIECHMU M TOKCHYHOCTH C IOBTOPHBIM (MHOIOKpPATHBIM)
BBEJICHUEM BCEM BHJIAaM JKMBOTHBLIX IIPH YCJIOBHH, 4YTO YyCTaHOBJIEHA
JIMHEeHWHAs 3aBMCUMOCTB /1032 — KOHLEHTPALM» HCXOJHOTO COEIMHEHUS
WM (papMakoJIOrMYecKH  aKkTHBHOM  MOJIEKYJIbl [pojiekapcTBa B
OmosoruyeckoM Marepuarie.

ODKCIO3UINI0 HEOOXOJUMO ONPENENATh Ul MCXOIHOTO COEIHHEHMUS
WK (hapMaKOJIOrHYeCKH aKTUBHOM MOJIEKYJIbI MPOJIEKAPCTBA 110 IPYIIIOBOMY
CPEIHEMY 3HAYEHUIO IIONIAIM 0] KPUBOH «Il1a3MeHHast KOHIEHTpalus —
Bpemsi» (AUC) ¢ MomeHTa mnpuema JIeKapCTBEHHOTO — Ipernapara.
B HEKOTOPBIX Cily4asix MpeBbILICHHE 3KCIO3UIMU JIOITyCKAeTCsI OIIpeJIEIIATh
[0 TPYNMNOBBEIM  CPEAHUM 3HAYECHWSIM MAKCUMAaIbHOM  ILJIa3MEHHOM

KOHUEHTPAHH (Cpnay) (HapuMep, eclid CoeMHEHNe WK KJIACC COeNuHEeHuU
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CIIOCOOHBI  BBI3BIBATH OCTpbIE CEPACYHO-COCYMUCTBIC HM3MCHEHUS HIIH
KIIMHUYECKHUE CHUMIITOMBI, CBSI3aHHBLIE C BO3JEHCTBHEM Ha HEHTPAJILHYIO

HEPBHYIO CUCTEMY).

24.]Ins  obOOCHOBaHMS MPOBEACHUS KIMHHYECKHX HCCIEIOBAHHIA
III daspl HeoOXoAMMO, Kak IIPaBHIIO, ONPEJENUTh J030JUMUTHPYIOLIYIO
TOKCUYHOCTh HE MEHEee 4YeM Ha | BHJe XUBOTHBIX C TPEJENIbHON 1030H,
obecreunBatomiell 50-KpaTHOe IpPEBBINICHHE 3KCHO3MIKMKU. B IIPOTHBHOM
Cllydac pPEKOMEHJYeTCsl IIPOBECTH HCCIENOBAHUE TPOIOIDKUTELHOCTHIO
1 mecan (uam Oonee), Ha OAHOM BHJIE XMBOTHEIX C IPEIEIBbHON 10301,
paBHo# | 000 Mr/kr, MakcHUMaIbHON JOCTHKHUMOMN J103€ WJIM MaKCHMAaJILHOM
IIEPEHOCUMOM J103€, C HCIOIb30BAaHMEM MEHbIIeH W3 3TUX J103. Takoe
UCCIIEIOBAHME MOXKET HE MOTpeOOBaThCs, €CIM B MCCIEHOBAHUM MEHBLICH
IPOJIOJDKUTEIBHOCTH YCTAHOBIIEHA JO30JIMMUTUPYIONIAs TOKCHYHOCTE TPH
J03aX, MPEBBILIAIOIIMX JI03bl, OOecreunBaromue S5S0-KpaTHOE IIPEBLIIIEHUE
DKCIO3ULIHHU.

25.Eciu B uccieioBaHue o01Iel TOKCHIHOCTH BKIFOYAIOTCS KOHEUHBIE
TOYKH  TICHOTOKCHYHOCTH, TO IOAXOMAIIYI0  MaKCUMAaJbHYIO 103y
HEOOXOMMO BBIOMpAaTh Ha OCHOBE MAaKCHMATBHOM JOCTHIKMMOM J103BI,

MaKCUMAIbHOM IMEPEHOCHMOM JI03bl MJIM TPEeAeNbHON  JI03bl, paBHOM

1 000 mr/kr/cyT.

[II. MccnenoBanus papMakoIorudeckoi 6€30nacHOCTH

26. UccnenoBanus (papmakoIornyecKo 0e30IacHOCTH 51
(papmakoMHAMUYECKHE HCCIICJIOBAHMS TIPOBOASTCS B COOTBETCTBHUM C
PYKOBOICTBOM I10 UCCJEJOBAaHHIO (PapMaKoJIOrHYecKoi 0e3011acHOCTH

JICKAPCTBCHHBIX nperapaTron JJIA MEIUIHMHCKOTO IMpUMEHCHU,

npUHUMaeMbIM EBpasuiickoil 5KOHOMUUECKOH KOMHCCHUENA.
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27.OcnoBHOl Habop (Oarapesi) HcclienoBaHUH (HAPMAKOIOTHUYECKON
Oe30macHOCTH  BK/IIOYAeT B ceOs OIEHKY BO3JCHCTBHsS Ha CepledHo-
COCYJIUCTYIO, LEHTPAIbHYI HEPBHYIO M JbIXaTEeIbHYK CHUCTEMBI, KOTOpas
JOJIKHA TTPOBOJMUTHCA 0 Hayalla KIMHUYECKOH pa3paboTKU B COOTBETCTBUU
C PYKOBOJACTBOM IO HCCIEAOBAHUIO (DapMaKoJIOrHYecKoi Oe30macHOCTH
JIEKapCTBEHHBIX MPENapaToB sk MEAULMHCKOTO MPUMEHEHHSI.

28. BcioMorarebHbie u MIOCJIEIYIOITHE UCCIIeOBaHUS
(papmakonoruueckoil 0e30macHOCTH TIPH  HEOOXOAMMOCTH  JIOIYCKAETCS
NPOBOJUTE Ha OoJiee MO3JHUX dTanax KIMHHYECKOH pa3paboTKH.

29. B nensix yMeHbIIEHUS UCII0JIb30BAHUS KUBOTHBIX B MCCIIE0BAHUSX
(papmakomoruyeckoit 0e301acHOCTH HEOOX0IUMO IIPENYCMOTPETH
BO3MOXXHOCTB 3aMEHBI OTHUX MCCIEJOBaHMHM OIEHKOW onpeeneHHbIX
KOHEYHBIX TOUEK B PAMKaxX MUCCIEI0BaHUH 0O0Iei TOKCHYHOCTH IR Vivo.

30. ccneioBanust nepBUYHON (apMakoAUHAMMKN (in vivo u (win)
in vitro) HarpaBjieHbl Ha W3ydeHHe MeXaHu3Ma JeHcTBus U (MIH) 3P hexToB
NeHCTBYIONIEro BEMIECTBA MO OTHOIIEHMIO K €ro LENeBOil TepaneBTuIecko
MulleHd. Takue WccnenoBaHMs — IMPOBOJATCS B HavyalubHOM  (hase
(apmareBTHYeCcKOl pa3paboTKH JeKapCTBEHHOTO Mpernapara, uX MpoBeJeHUe
nomyckaercs 0e3 ydera TpeboBanuii ITpaBun namnexaeit naboparopHoii
MPpaKTUKK EBpasHiCKOro 5KOHOMMUYECKOro coro3a B cdepe obOpamienus
JIEKapCTBEHHBIX Cpe/ICTB, yTBepkIeHHBIX Pemenunem Corera EBpasuiickoii
OKOHOMHYECKOH KoMuccuu oT 3 HoA0ps 2016 r. Ne 81 (manee — Ilpasuna
11a00paToOpHON MpaKTUKM). Pe3ymbTaThl 3THX HCCIEJ0BAHMN YUHTHIBAIOTCS

npu 00O0CHOBAaHMM BEIOOPA 03Bl (PEKUMA JTO3UPOBAHUS) B JOKIMHUYECKUX U

KIIMHHYECKHX HCCJICJOBAaHUAX.
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IV. Tokcuxoxunernyeckue u hapMakOKMHETHUCCKHUE
M CCIIEIOBAHUS

31.Jlo Hauana KIMHUYECKMX HCCIEAOBAHUE HEeOoOXOIMMO OLEHUTH
MeTabOoNUUeCKUid MpopUiIb W CTENeHb CBS3BIBAHKMS C OENKaMH IUIA3MBbl
y JKMBOTHBIX M 4YeJIOBEKa in Vifro, a TaKXke MPOAHAIM3UPOBATh JaHHBIE O
CHCTEMHOH OKCIO3ULHM, IOJYYEHHbIE B HCCJCJAOBAHHUSAX Ha BHAAX
JKUBOTHBIX, MCIIOJIb30BAHHBIX /ISl M3YYEHHUsS] TOKCUUHOCTH TIPH MOBTOPHOM
(MHOrOKpaTHOM) BBEIEHUH JCHCTBYIOILIEro BEINeCTBA JIEKAPCTBEHHOTO
mpemapara, B~ COOTBETCTBUM  C  PYKOBOJACTBOM [0  HM3YYEHHUIO
TOKCUKOKMHETHKHU u OLIEHKHU CUCTEMHOTO BO3/CHCTBHUS B
TOKCHKOJIOTHYECKHUX  HMCCIIEZIOBaHUAX,  NpUHUMaeMoM  EBpasuiickoii
9KOHOMHUYECKOWH KOMUCCHUEH.

32.Jlo Ha3zHayeHWs JIEKapCTBEHHOI'O INperapaTta OOJBIIOMY UMCITY
CyOBEKTOB MM B TEUEHHE UIUTENILHOIO BpeMeHH (Kak IpaBHJIO, 10 Hayaia
Il Qa3sel KIMHAYECKHX WCCIENOBAHUN JIGKAPCTBEHHBIX —IIpPENapaToB)
HeoOXoAMMO  pacrnojarate  OoJjiee  NOJAPOOHBIMH  JAHHBIMM O
(apmakokuneTuke (BkIodas cBeneHMs 00 abcopOimu, pacnpeneneHun,
MeTaboNn3Me U BLIBEEHHM) Y HUCIBITYEMBIX BHIOB >KUBOTHBIX U in Vifro
OMOXUMHMUYECKMMU JAaHHBIMHU, 3HAUYUMBIMH IS BLISBICHHS MOTEHIHAILHBIX
JICKAPCTBEHHBIX  B3aMMONECUCTBUN. OJTH JIaHHbIE HCIOJB3YIOTCS  JIS
CpaBHEHUs] MeTaOOJIUTOB YeJOBEKa M JKUBOTHBIX, a TAKXKe JJISl OIpPEeeIeHus
HEOOXOIMMOCTH TPOBEIEHUS TOMOIHUTEIbHBIX HCCIIeJOBAHHI.

33. JIOKIMHUYECKOE  yCTAHOBJEGHHE  XapaKTepUCTHUK  MeTaboJuTa
(MeTaboJIMTOB) YesloBeKa HEOOXOAUMO OCYIIECTBIISATh TOJBKO B TOM ClIyyae,
eciii  ero okcnosuuus npesbimaer 10 % or cymMMapHOH 9SKCIO3MIUU
JIEKapCTBEHHOI'0 IIperapaTa M BeJIMYMHA SKCIO3MIHH Y UeJIOBEKA 3HAYMMO

MpeBLIIITaAcT SKCIIO3MLHIO, Ha6n}0na]31uy£00ﬂ B TOKCHKOJIOTHYECKHUX
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uccieoBaHusax. Takue ucciieoBaHUsl NPOBOJSTCS Uil  0OOCHOBAHMS
[IPOBENECHHUS KIWHUYecKux uccienoanuil I ¢aszel. B oTHomeHun
JIEKapCTBEHHBIX IIperapaToB, CyTOUYHas 703a KOTOpeIX Menee 10 wmr,
jornyckaercs OOOCHOBBIBaTH 0o0Jiee BBICOKHK TIpeled SKCIO3UIUH IS
NpPOBENEHUS JOKIMHUYECKOIO HCCIIEJ0BaHKUs MeTaboluTa ¢ YpPOBHEM,
npesbiatomuM - 10 %  oT  cymMMapHOW  3KCHO3MIMU  JIEKAPCTBEHHOTO
npenapara. Hexoroprsie MeTrabonuThl (Hampumep, OOJNBIIMHCTBO TIIyTaTHOH-
KOHBIOTaTOB) HE IMPEJCTABISIOT TOKCHKOJOTMYECKOW  OMacHOCTH U
He TpeOyloT NpOBeIeHHs HCCleNoBaHui. JIOKIMHHYECKOE YCTaHOBIEHHE
XapaKTEePUCTUK METaOOJMTOB C BBISIBJIEHHOW TIPUYMHOW Uit onaceHui
(nanpumep, MeTabosuTa, CBOMCTBEHHOIO TOJIBKO YEJI0BEKY)

paccMaTpuBaCTCs B MFHOIUBUAYAJILHOM IMOPSAIKE.

V. HccenenoBanusi TOKCUYHOCTH IIPU OJHOKPATHOM
BBEJICHUU JIEKAPCTBEHHOIO Tpernapara

34.JlanHbBlE IO  TOKCHYHOCTH TIPH  OJHOKPATHOM  BBEJEHHM
JIEKapCTBEHHOIO Ipenapara TPaJuLUMOHHO MOJIYYalOT B HUCCASHOBAHMIX
TOKCHYHOCTH ¢ BBEACHHUEM MJIEKOTIUTAIOIIUM JABYX BUJIOB C HUCIIOJIb30BAHUEM
[IapEHTEPAJIbHOIO IIyTH BBEJCHUS M IYTH BBEACHMS, YKa3aHHOTO B MPOEKTE
o01iell XapakTepUCTHKM JIEKapCTBEHHOro Iipernapara. Bmecre ¢ TeM 3TH
JaHHBIE TaK)Ke MOMKHO IIOJYyYUTh B HaJIEXKAUIMM 00pa3oM IMPOBOAMMBIX
MCCIIEIOBAHMAX ACKAJalluM JO3Bl WUIIM KPATKOCPOUHBIX MCCIIEIOBAHUSIX II0
oA00py AMaNa3oHa 03, KOTOPbIE MO3BOJSIIOT ONPeNeUTh MaKCHMAaIbHY O
[IEPEHOCUMYIO JI03Y Y KMBOTHBIX, HCIIOJIB3YEMBIX B HCCIICIOBAHMSX OOIIEH
TOKCUYHOCTH.

35.1Ipu HanuuuKM JaHHBIX TOKCHMYHOCTH MPH OJHOKPATHOM BBEIEHHUH
JIEKapCTBEHHOIO IIperapara, IOJYYEeHHBIX TIIPH TPOBEACHUU JIPYTHX

HCCHGﬂOB&HHﬁ, OTHACJ/IbHBIE MCCIIEIOBaHUs C OJHOKPATHBEIM BBCIACHHEM
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JIEKapCTBEHHOI'0 IIpernapara IpOBOAUTL He Tpedyercs. Eciu BaeneHue
JeKapCTBEHHOIO  Ipenapara B KIMHUYECKHUX  YCJIOBHMSIX 0OOCHOBAHO
COOTBETCTBYIOUIMMH  HMCCIIEIOBAHUSIMH ~ TOKCHYHOCTH TIPH  [TOBTOPHOM
(MHOTOKpaTHOM) BBEJIEHMH JIEKapCTBEHHOTO Ipernapara B COOTBETCTBHU C
IIpaBunamu J1abOPaTOPHOM NPAKTUKH, TO HCCIENOBAHUSI TOKCHYHOCTH MPHU
OJHOKPATHOM BBEJICHUH JIEKAPCTBEHHOI'O Npenapara J0IyCTUMO OrpaHHYUTh
TOJIbKO UCCIEAOBAaHUAMH TOKCUYHOCTH MPU JAHHOM KIMHHYECKOM criocobe
BBEJ/IEHMsI JISKAPCTBEHHOI'O Ipenapara u UCCIeA0BaHUAME TOKCHYHOCTH TPH
OJTHOKPATHOM BBEJIEHUU JIEKAPCTBEHHOTO IMperapara, NMpOoBeAeHHbIMU 0e3
ydera tpebosanuii IlpaBun naGopatoprHoit mnpakTuku. JleTalbHOCTh He
NOJDKHA — SBJIATBCS  1I€JIEBOM  KOHEYHOHW TOYKOH B HCCIENOBaHUSX
TOKCHUYHOCTH IIPH OJHOKPATHOM BBEJECHUH JIEKAPCTBEHHOTO Mpenapara.

36.B HeKOTOPHIX cilyyasx (HampuMmep, IPU UCCICIOBAHUE MUKPOO03)
UCCIIe/IOBaHKsT TOKCHYHOCTH MPU OJHOKPATHOM BBEJCHUH JIEKAPCTBEHHOIO
npenapara WIH HCCICIOBAHUSI OJHOKPATHOIO BBEJEHUS JIEKAPCTBEHHOTO
npernapara MOTyT OBITH INIaBHBIM 0OOCHOBaHHEM MPOBENEHUS UCCIIeI0BAHMM
C yJacTHeM 4YejioBeKa. B o5Tux ciydasx BBIOOp MaKCHUMAalbHOM 03Bl MOXKET
OTIIMYAThCs OT omucaHHoro B pasnerne Il Hacrosimero PykoBomcrsa, HO oH
JOJDKEH COOTBETCTBOBATh IUIAHMPYEMOM KIMHMYECKOH J03e M IIyTH
BBC/ACHHUSl JIEKAPCTBEHHOI'O IIpenapara. 2TH HCCISHOBaHUS HEoOXOIUMO
NPOBOJIUTE B COOTBETCTBUHU ¢ IIpaBuamu nabopaTopHoit mpakTHKY.

37. JlaHHEIE TOKCUYHOCTH pu OJIHOKPATHOM BBEJICHUM
JEKapCTBEHHOI0  Ipemapara  MOTYT — MCIOJB30BAaTBCS B LEJSIX
MPOTHO3UPOBAHKS MTOCJIENCTBUH IEPENO3UPOBKHU Y YETIOBEKA U JIOJKHBL ObITh
AOCTYNHLI  anast  obocHoBaHusi mnpoBefneHus 1l dasel  kIMHHYECKHX
uccnenoBanui. [Ipu usyvenun nokasaHuil K NPUMEHEHHIO JIEKAPCTBEHHOTO

npenapara y HOMyJSIUAA — MalMeHTOB, MMEIOIIMX  BBICOKUH  pPHUCK
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IEPE/IO3UPOBKH  (HApUMEp, 0P  JIEPECCHH, O0O0JIM, [JEMEHLHH), B
KJIMHUYECKUX HCCIIC/IOBAHUAX, MPOBOAMMBIX B aMOYJIaTOPHEIX YCIIOBMSIX,
MOXET —moTpedoBaThesi  Oojiee  paHHsIE  OLEGHKA TOKCHYHOCTH  IIPH

OJTHOKPAaTHOM BBEJI€HHUH JICKAPCTBEHHOT O mpcriapara.

VI. HcenenoBannst TOKCHUHOCTH MPH TIOBTOPHOM
(MHOrOKpaTHOM) BBEJICHUH JIEKAPCTBEHHOTO nperapara

38. PexoMenyemast mpoaoizKUTEIbHOCTh UCCIEIOBAHUS TOKCUYHOCTH
NP MOBTOPHOM (MHOIOKPAaTHOM) BBEJICHHHU JIEKAPCTBEHHOTO npenapara, Kak
[IPaBUJIO, 3aBUCUT OT MPOAOJDKHTEIBHOCTH, MOKAa3aHUN K NMPUMEHEHHMIO U
HAIIPaBJIEHHOCTH [IJIAHUPYEMOTO KJIIMHUYECKOTO HCCJIEJIOBAHHUS.
IIpoOIKUTENBHOCTE TOKCHKOJIOTMYECKUX WCCIIeIOBAHMM Ha KUBOTHBIX,
NPOBOAMMBIX Ha MJICKOIUTAIOIINX 2 BUAOB (OJMH U3 KOTOPBIX OTHOCHUTCS K
HErPBI3yHaM), JOJDKHA ObITH paBHOM WIIM MpeBBIIIATEH IIPOJIOJIKUTEIHOCTE
KIIMHUYECKUX  HUCCIIEIOBAaHHN ¢  ydacTHeM  4YelloBeKa  BIUIOThH  JIO
MaKCHMaJIbHOH PEKOMEHJOBAHHOH MPOJOHKHTENLHOCTH — UCCIIe0OBaHMiI
TOKCUYHOCTH IPU MOBTOPHOM (MHOI'OKPAaTHOM) BBEACHHH JIEKAPCTBEHHOTO
npenapara (B COOTBETCTBHU C TPeOOBAHMUAMH COIJIACHO npuinoxKeHuto Ne 2).
Ilpemensubie 03B (9KCIO3WIMK), MOAXOMAIIAE ISl HMCCIENOBAHUI
TOKCHMYHOCTH IIPU MOBTOPHOM (MHOTOKPAaTHOM) BBEIEHHHU JIEKAPCTBEHHOTO

npemnapara, ommucanel B pazzeite 1 nacrosiero Pykosopacrsa.

1. MccneioBanus KIIMHUYECKOH paspaboTky

39.HcenenoBanys  TOKCUYHOCTH TIPH  MOBTOPHOM (MHOTOKPAaTHOM)
BBCJICHUH JICKAPCTBEHHOrO Ipenapara >HBOTHBIM JIBYX BHIOB (OJUH W3
KOTOPBIX OTHOCUTCS K HEIPLI3yHAaM) ¢ MUHMMAJIBHON MPOJOJLKHTEbHOCTEIO
2 Hejenw, TNpeIyCMOTPeHHOW mpuiaoxkenwem Ne 2 K HacToSIeMy

PYKOBOI[CTBy, KaK IIPaBHIIO, OOCTATOYHBI I 000CHOBaHUS npoBEACHHUA
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Ka)KZ0r0 HCCIIEJOBaHUsl KIMHUYECKON pa3pabOoTKH IPOLO/IKUTEIBHOCTHIO
MeHee 2 Helelb.

40.TlpoBenenue wuccreloBaHUM KIMHHUECKOH pa3paboTku Oosblieit
IIPOJOJDKUTENIBHOCTH HEOOXO0AMMO 000CHOBATh pe3ysibTaTaMK MCCIIeLOBAHMMI
TOKCHYHOCTH IIPH MOBTOPHOM (MHOTOKPAaTHOM) BBEAECHUHU JIEKAPCTBEHHOTO
npernapara, 10 MEHbIIEH Mepe 5SKBUBAJICHTHOW MPOJIOIKUTEIEHOCTH.
Hcenenosanysi Ha HerpelsyHax B TedeHHe 6 M 9 MecsieB NpHMeHeHUs
JIEKapCTBEHHOI'O IIperapara TakKe MCIOJB3YIOTCS JUIsT  00OCHOBaHUS
JIO3UPOBAHUS B KIMHUYECKUX MCCIIEIOBAHUSX, IPEBLIMIAIONINX 6 MECSIIEB, 3a

HCKJIIOYCHUEM CJIy4aeB, yKa3aHHBIX B IpuiokeHun No 2 K HacTosiemy

PykoBoacTny.

2. MccnenoBanus 111 000CHOBaHMSI PETUCTPAIIHH
JIEKapCTBEHHOTO Tpernapara

41.lns  peructpauuMu  JIEKAPCTBEHHOTO TIperapara HeoOXoauma
OOMbIIAs POJAOJDKUTENIBHOCTE TOKIMHUUECKUX HMCCIENOBAHUN B CBSI3U ¢
yBEIMYEHHEM  IEJICBOM  IONYJSLMUM  MALMEHTOB, KOTOpbIe  OyIyT
HOJABEPIraTLCs PUCKY, CBA3AHHOMY C IIPUEMOM JIEKapCTBEHHOTO Mpernapara, a
TaKXKE€ MEHEC KOHTPOJMPYEMBIMH YCIOBUSIMU IPHUMEHEHHUs Tperapara o
CPaBHEHMIO C KIMHHYECKHUMH HCCIIClOBaHUAMU. [IpoODKHUTEIBHOCTE
UCCIIENOBAHUA TOKCHUYHOCTU IIPU TOBTOPHOM (MHOTOKPATHOM) BBEJIEHUH
JIEKapCTBEHHOIO Ipernapara, HeoOXOAMMBIX JUIsi OOOCHOBAaHHUS Tepariu
pasIUYHON  HPOAOJDKMTENIBHOCTH, OTpEeNenseTcs B  COOTBETCTBHU C
npunoxennem Ne 3. Bmecte ¢ TeM mpu HEOOJBIIOM 4YHCIE COCTOSHUEN €
PEKOMEHIyeMON  MPONO/DKUTEIIBHOCTEIO  [IPUMEHEHHUS]  JIEKApCTBEHHOIO
Iperapara OT 2 Hexelb O 3 MecsleB, HO IpH HAJIHYUK OOJBIIOrO
KJIMHHYECKOI0 OIbITA, MOATBEPXKIAIOIIET0 OoJiee IMIMPOKOE M JUIMTEILHOE

MPUMEHEHHE  JIEKAPCTBEHHOIO  Tpemapara  CBepx  PeKOMeHIyeMoit
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IPOJOJDKUTENBHOCTH [IPUMEHEHMsT (Hampumep, TPH TPEeBOre, CE30HHOM
aJIJIEpruYecKoM pUHUTE, 00JIN), TPOIOIKUTEIBHOCTE HCCIIENOBAHMN OOJIbIIe
COOTBETCTBYET CiIy4asiM, KOrja peKOMeHayemas IPOJOJIKUTEILHOCTE

IPUMEHEHMs JIEKAPCTBEHHOTO Mpernapara MpeBhIIiacT 3 Mecsia.

VII. JlokJiMHUYeCKUe UCCIIeIOBAHUS, TPOBOAUMEIE B IIEJISX
OllpeZie/IeH sl BEJTMUUHBI IIEPBOH 10361 Y YelIoBeKa

42. OnpeneneHne BeJIMYMHBLI HAYAILHOM 10361 IUI YeJIOBEKA — BAYKHBIN
JlieMeHT obecriedyeHuss O€30MacCHOCTH  CYOBEKTOB, YYaCTBYIOIIUX B
UCCIIEI0BAHMSIX, BIIEPBBIE MPOBOAUMBIX C YUACTUEM YeJIOBEKA.

43.1Ipu  ompeneneHuM  PeKOMEHIOBAHHOW  HayalbHOW  JIO3BI
JIEKapCTBEHHOI'O IIpenapara [JIsl 4YejoBeKa HeOOXOJMMO YYHTHIBAThH BCE
aKTyaJbHBIE  JJAHHBIE  JOKJIMHUYECKUX  HWCCIEOBAaHUMN, BKIIIOYAIOIIHE
(apMaKoJOrMUecKyl0 3aBHCHUMOCTE «J103a — 3(hdekTy», hapMakosoruueckuit
(ToKcHKOJIOTHYeCcKHi) poduis U hapMaKOKHHETHKY.

44.T1pu ompelieneHUN PeKOMEHOBAHHON Ha4yalbHOW J103bl Haubosee
3HAUUMOW  sABJISIETCSL  BEJMYMHA  JIO3bl, HE OKa3bIBAIOLIEH  SIBHOTO
HexenareapHoro apdexra (NOAEL), ycranoBneHHas B JIOKJIMHUYECKUX
HCCIeNOBaHUAX  Oe30macHOCTH Ha  MOAXONSLIMX  BHAAX  HKUBOTHBIX.
[Tnanupyemass KIMHUYECKas HadalbHasl J[03a TaKXKe MOXKET 3aBUCETh OT
pasHBIX (paKTOPOB, BKIIoYas (GapMakoIMHAMUKY, OIpeleSeHHbIE CBOICTBA
MOJIEKYJIbl U JIU3alH KIMHUYECKUX UCCIICIOBAHUA.

45.1lonckoBrle KJIMHUYECKHE HCCIENOBAHMS C yYaCTHEM YeJoBeKa
MOLYT OBITb HauaThl NpPU MEHBIIEM O00bEME JAaHHBIX JOKIMHHYECKUX
MCCIIe/IOBaHUM, YeM 00BeM, KOTOPBIH HeoOXOJUM IS  IIPOBEIEHUs
MCCIIEOBAHUN KIIMHWUYECKOM pa3pabOTKM, B CBSI3M C 4YeM BeJd4hHa
KIHHAYECKONW HaAYajlbHOM (M MaKCHUMAalbHOM) O3Bl MOXKET OTJIMYATLCS OT

BCIIMYHHBI 1035I, onpeﬂeneHHoﬁ HAa OCHOBaHHHU MOJIHOIO oOBeMa JaHHBIX
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JNOKJIMHUYEeCKUX HccienoBaHuid. Kpurtepun BbIOOpa HadallbHBIX 103 B
pPasIMYHbLIX IIOUCKOBBIX KIMHUYECKUX HCCIEIOBAHUSX OIPECIsIOTCsS B

COOTBETCTBUH ¢ TPeOOBAHUSIMH COIJIACHO MPUITIOkKeHHIO Ne 4,

VIII. JloxnrHuyeckue ucciaeqoBaHms, MPOBOIUMBIE
B LIEJIsIX OOOCHOBAHUS MTPOBEASHHS TOMCKOBBIX
KIMHUYECKHUX MCCIIeTOBaHUN

46. ONTUMU3UPOBAHHBIC TTOUCKOBBIE KIMHUYECKHE HCCIIENOBAHUS U
paHHUH JNOCTYI K JAHHBLIM, IOJYYEHHBIM B MCCIIENOBAaHUSIX C Yy4YacTHEM
yeJioBeKa, MOTyT CTTOCOOCTBOBATE:

a) IpaBWJILHOM OIleHKe HM3MeHeHMH (U3MOIOrHUecKux QYHKIHA B
OpraHu3Me  4YejoBeKa TII0J  BIUSHUEM JIEKAPCTBEHHOrO  Mperapara
(papmakonornyeckx CBOMCTB JIEKAPCTBEHHOTO TIpernapara);

0) yCTaHOBJIGHHUIO ~ XapaKTePUCTUK HCCIEyeMOro JIEKAPCTBEHHOI'O
npenapara;

B) OLIEHKE COOTBETCTBHUS TEPANEeBTUUECKUX MHIIEHEH JIeKapCTBEHHOIO

npemnapara 3a00JeBaHuIo, JJis JIeUeHHs KOTOPOT'O OH MpeHa3HaueH.

47.dns wesiel  Hacrosimero  PykoBoJicTBa  TOJ]  ITOWCKOBBIMH
KIIMHUYECKMMHU MCCIICJOBAHUAMU NTOHUMAIOTCSl UCCIIE0BAHUS, TIPOBOIUMBIE
Ha paHHeM sTarne | (pa3sl KTUHIUeCKUX HcCeloBaHuH, IpellycMaTpUBaroIIye
OrpPaHMYEHHYIO 3KCIIO3HUIIMIO y YeJIOBeKa U He MpeAroaratonife npoBeaeHme
OLIEHKM TeparieBTUYECKON 3(P(PEKTUBHOCTU U KIIMHUYECKOH MepeHOCUMOCTH.
OTH UcclieJOBAHUS IPOBOJAT AJIsl U3YUCHUS TAKUX NApaMETPOB, KaK:

(GapmakoIMHAMHUYECKHE;

(papmMakOKHMHETHUECKHE;

OnoMapkepbl, KOTOpble MOIYT BK/IOHaTh B ce0s  perenTopHoe
CBSI3bIBAHWE M BBITECHEHUE JIEKAPCTBEHHOIrO Tpernapara, H3ydeHbl [10

pesyJibraraM IO3UTPOHHO-OMUCCHOHHOM ToMorpaduu (nanee — I19T);



19

JpYyTrye IUarHoCTUYecKue napamMmeTphl.

CyObeKkTaMH 3THX HCCIIEIOBAHUN MOTYT SIBJSITHCS KaK IALUEHTHl W3
L1eJIEBOU IMOIYJISILUU, TaK U 3/T0POBHIE JOOPOBOJIBIIEL.

48.00peM © BHI 00OOCHOBBIBAIOIIMX JIAHHBIX JOKJIMHUUYECKUX
MCClieI0BaHu, HEOOXOAMMBIX ISl TTAHMPOBAHMSI TTOUCKOBBIX KJIMHHUYECKUX
UCCleIoBaHui, OyIyT 3aBUCETh OT BEJIMYMHBI JKCIIO3ULUU Yy 4YeJIOBEKa ¢
TOYKH 3peHHs HCIOJIL3YyEeMOM MaKCUMalbHOW  KJIMHMYECKOH  JI03bI,
IIPOJIOJDKUTENILHOCTH Kypca JIeUeHUsl M KpaTHOCTH BBeJeHHs. B Hacrosiem
pasaene U npunoxenun Ne 4 x HactosimeMy PyKoBOACTBY mnpecTaBiIeHbI
5 BHIOB KIMHHYECKHX TMOMCKOBBIX IIOAXOIOB C  TMporpaMMaMiy
JOKJIIMHUYECKUX MCCIIeIOBAaHUH, KOTOPBIE pa3pellieHbl Ui DTHX TOIXOIOB,
a TaK)K€ PEKOMEHIYEMBIMH HaYalbHBIMH JI03aMH U MAKCUMAILHBIMH J103aMH
JUISI 3THX 5 TIOIXO00B.

49. loycTUMO ~ MCIIOJIB30BaHWE aJbTePHATHUBHBIX IIOAXOAOB, HeE
OIUCAHHBIX B HacTosleM PykoBoJicTBe (B TOM UMCIE CTPATEruu pa3padOTKy
OMOTEXHOJIOTHYECKUX IpernaparoB). Takue aJbTePHATHBHEIE I1OXO/Ib
JOJDKHBI OBITH COINIACOBAHBI C YMOJHOMOYEHHBIM OpPraHOM (DKCIEPTHOM
opraHusanue) — rocyaapcrBa-uneHa.  llpuMeHeHHe — ajbTEpHATHBHBIX
MOJIXOJIOB MOXKET YMEHBLIMTBL HCIIOJIB30BaHME JKMBOTHBIX IPU pa3paboTKe
JIEKapCTBEHHBIX MTPEenapaToB.

50.Bo Beex ciyyasx st 000CHOBaHUSI BHIOOpaA 103 B UCCIICAOBAHUSX C
yJyacTHEM  YejloBeKa  HeoOXOQMMO  yCTaHaBIMBaThb  XapaKTePUCTHKH
(papmakoguHaMUKH U (apMaKOJIOTHYECKHX CBOHCTB  JEHCTBYIOILETO
BEILIECTBA JIEKAPCTBEHHOTO TpernapaTa ¢ UCIIOJIb30BAHUEM MOJENeH in vivo U
(umu) in vitro, npuBeneHHbIXx B pasgene Il w npunoxennmu Ne 4 x

HacroseMy PykoBoacTsy.
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1. MccnenoBanusi MUKPOJ103

51.1Ipn wuccnenoBaHuM MHMKPOJO3 HCIOJB3YIOTCS 2 OCHOBHBIX
MOMCKOBBIX KIMHUUECKHUX MOAXO0/A.

IlepBelii TOAXOA IpeanoJiaraeT NPUMEHEHWE CYMMAapHOW J03bI, He
npespimaromeir 100 Mxr, xoropas MoxkeT ObITH BBeJieHA CYOBEKTY B BHjIE
OJHOKPATHOM J03bl WIM pa3JieJIeHHONH Ha HECKOJNBKO J103. DTO MOMKET
Cr10cOOCTBOBATb M3YUEHHMIO CBSI3BIBAHHS C PELENTOPOM-MHINEHBIO HIIH
pacnipesiesienns B TKaHax ¢ roMounbto [I9T. JIpyroi nenbro MOXKET CIIyKUTh
u3ydyeHue (PapMaKOKHMHETHKH C TIOMOIIBIO HCIOJB30BAHHS MEUEHHOTO
H30TONOM JICHCTBYIOILErO BEIIECTBA JIEKAPCTBEHHOIO Ipernapara wiu 0e3
HETO.

Bropo#l mnoaxonx mnpeaycMarpuBaeT He OoJjiee 5 BBEJEHMH 103 C
MaxkcumasibHoM BenruuHoi 100 Mkr Ha BBemeHue (cymmapHo no 500 MKr)
CYOBEKTy. ITOT MOAXOJ MOXHO HCIOJIb30BaTh JUIsl PpEUIeHHs 3ajad,
AQHAJIOTUYHBIX 3a7adyaM B I[IEPBOM II0JX0Jie, HO JUIS JIMTaHIOB, MEHee
akTUBHBIX Ipu I1OT. Pazpemiaercss mpoBOAUTE KIIMHHYECKOE MCCIIENOBAHUE
MHMKpPOJIO3 C BHYTPMBEHHBIM BBEIEHHEM JIEKAPCTBEHHOIO IIperapara,
MpeJHa3HAuYeHHOro JijIsl IIpHeMa BHYTPb, B OTHOIIEHUM KOTOPOTO YiKe
IPOBENEH PN TOKCUKOJIOTMYECKMX HCCIENOBaHMH €  IMepopasibHBIM
BBefeHreM. B sToM  cimyvyae  BBoauMMasik BHYTPUBEHHO — MHKPOI03a
O0OOCHOBBIBAETCSl HMMEIOUIUMUCS JAaHHBIMU  HCCICJOBAHUN MEPOPaLHON
TOKCHYHOCTH, ONUCaHHBIMU B npuitoxeHustx Ne 2 u Ne 4 (mogxonm 3-if) k
HacTosneMy PyKOBOICTBY, €CiM JOCTUTHYTO JOCTATOYHOE MPEBLIIEHUE
SKCIO3MIMK. B Takom ciydyae MecTHas NEepeHOCHMOCTHb JIEKApCTBEHHOIO
npenapara IpW BHYTPMBEHHOM BBEJIEHUH HE H3Y4aeTcsi, TOCKOJILKY

BBOAMMAs n03a ciumkoM Mana (o 100 mkr). Ilpu mcnosib30BaHME HOBOTrO



21

BHYTPHUBEHHOI'O HOCHUTECJIsA H€O6XO,[LI/IMO OLICHHUTD cro MECTHYIO

MEPEHOCHMOCTh.

2. KnuHudeckue nccieoBaHust ¢ OJHOKPATHBIM BBEIEHHEM
CyOTepaneBTHYECKUX 103 WIH JI03 MPEIII0IaracMoro
TEepareBTUYECKOT0 Auara3ona

52.Tperudl NOMCKOBBIM ~KIMHUYECKHUI MOJXO/ IpelycMaTpHBaeT
MpPOBEJCHNUE KJIMHHUYECKOr0 MCCIeJOBaHUsl OOBIYHO HAYMHAKOILIETOCS C
OJIHOKPATHOIO  BBEJIEHMsI CyOTepameBTHUCCKHUX JI03 C  BO3MOKHBIM
TIOBBILLIEHUEM pife (papMaKoIOTUYECKOTO Wi IIpeaIojaraeMoro
TepaneBTUYECKOro Juarna3oHa Ji03 IpeAyCMOTPEHHOro mnpunoxkenueMm Ne 4
K HacrosmeMmy PykoBojcTry. BBemenme mMakcumaabHOMN JIOITYCTUMOM 1035l
JIEKApCTBCHHOI'0  IIperiapata  JOJDKHO  OCHOBBIBATHCS — Ha  JAHHBIX
JOKJIMHUYECKHUX MCCIeNoBaHul. B nanbHelilieM Ha OCHOBaHUM KIMHUYECKUX
JIAHHBIX, TIOJIYYEHHBIX B XOJ€ JAHHOIO HCCIEA0BAHMS, OHA MOXKET OBIThH
yMeHblIeHa. Takoil ogxo1 MO3BOJISIET:

OIIpEJC/IUTh (papMaKOKMHETHYECKUE TMapaMeTphl PaJMOaKTHBHO HE
MEUEHHOTO JIEKapCTBEHHOI'O IIpernapara MpH YCJIOBUM €ro BBEICHUS B
MPOTHO3UPYEMOH (apMakoJUHAMHYECKHA aKTUBHOU J03€ WM B OJIU3KOM K
HEH quarazoHe J103;

JaTh OLEHKY YyYacTHs MMIUEHM WM (apMaKOJOTHYECKUX CBOMCTB
JICKapCTBCHHOIO Mpernapara 1nocije BBeIeHUs1 OHOKPATHOM J035I.

OTOT MOAXON HEe NpelJHa3Ha4deH Juisi O0OOCHOBaHHS OINpemeeHus
MaKCHMaJIbHOHW IIEPEHOCUMON KITMHUYECKOH HO3bI.

53.B  pamKkax pacUIMPeHHOIO MCCIIC/IOBAHUSI TOKCHYHOCTH IIPH
OIHOKPATHOM BBEJEHHH JIEKAapPCTBEHHOrO IpemnapaTta HeoOXOJMMO, Kak
[PaBUJIO, OLEHUTL [aHHBIE I10 I'eéMAaTOJIOTUH, OHOXMMWHU, HEKPOIICHU WU

Ir'MHCTOnaToOJOTruH (TOJIBKO IJIsL KOHTPOJIA M MaKCHUMaJlbHOM HO3bI, €CJIK IIpH
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MaKCUMaJIbHOM [103¢ He OOHapy)KuMBaeTcsl IaTOJIOTHs, OOYCIOBIEHHAs
NPUMEHEHHUEM IperiapaTa) nocjae OJHOKPAaTHOTO BBEJIEHHUS JIEKApCTBEHHOIO
npenapara ¢ TOCJIEIYIONUM H3yUeHHeM CIycTsS 2 Hemelu s OLEHKH
OTCPOYEHHOM TOKCUYHOCTH M (WJIK) BOccTaHOBJIeHH. CTaHAapTHBIM JU3aiiH
MCCIIEIOBaHUsl Ha TpbI3yHax MpeaycMaTpuBaeT HCmoib3oBaHue 10 ocobeit
KaJ0ro IoJla Ha TpyNIy, OLEHUBAeMbIX Ha CIEAYIOLIMH JeHb IOCIe
BBEACHUS, U 5 0co0ell Kaxkoro moJia Juist 1036l (J103), olleHMBaeMoi Ha 14-ii
JIeHb TI0CJIe BBEJEHHUs JIeKapCTBEHHOro mpemnaparta. CTaHIApTHLIN au3aiid
HCClIeIOBaHMI Ha HErpbI3yHaX MpeLycMaTpUBaeT HUCIONb30BaHUE 3 ocobell
Ka)XJIOTO T0JIa BO BCeX TIpyInax JJisi OUEHKH (M3ydeHUs) OAHHBIX I10
dapmakoIornueckol 0e30MmacHOCTH Ha 2-H JeHb U 2 0co0eil Kak1oro mnoja
IUist 1036l (103), oueHuBaeMoi Ha 14-ii geHb. IlpoBeneHHe KIMHHYECKUX
UCCIICHOBAHUN  IIPOJOJDKUTENBHOCTRIO MeHee 14  fHeil paspernaercs
000OCHOBBIBATH HCCIIeI0BaHUSIMH TOKCHUYHOCTH C TOU xKe

MPOAOIEKHUTEIIEHOCTRRO.

3. KnuHuveckue uccaeaoBaHMsl ¢ TOBTOPHBIM
(MHOrOKpaTHBEIM) BBEICHUEM JIEKApPCTBEHHOIO IIpernapara
54. ]I KIMHWYECKUX HCCIIEIOBAaHUM ¢ MOBTOPHBIM (MHOTOKPATHBIM)
BBEJCHHUEM JIEKAPCTBEHHOI'O IperapaTa YeTBepPThIH M TMSAThIA MOUCKOBLIE
KJIMHUYECKUE TMOAXOJbl COBMECTHO C IporpaMMamMH JTOKIMHHYECKUX
MCCTIEAOBAHMN NIPUBEACHEI B 1puiioxeHuu Ne 4 k Hacrosiiemy PykoBoacTRy.
VkazaHHBIe TIOAXOABI  IO3BOJISIIOT  0OOCHOBATH  MPOAOIDKHUTEIILHOCTh
nosupoBaHus 1o 14 pgHedl B uensX wu3ydeHus (apMaKOKMHETHKH U
(papMakoZIMHAMUKH y 4YeJlOBeKa B TepareBTUYECKOM JIMama3oHe, HO He

NpefHa3HaueHbl A ODOCHOBaHMSI ~ MAKCUMAIBHOM  MepeHOCUMOi

KJITMHHUYECKOM JTO3HI.
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55. HeTBepThId MOAXO[ IMpPEJycMaTPUBAET MPOBEACHUE 2-HEeTbHBIX
MCCIIC/IOBAHUH TOKCMYHOCTH IIPH IOBTOPHOM (MHOTOKPATHOM) BBEJCHUH
JIEKapCTBEHHOIO Iperapara rpbi3yHaM M HErpbI3yHaM, B KOTOPBIX BBIOOD 103
OCHOBaH Ha OKCTO3UIMH, KPATHOH OXKHIAeMOMY TIPYIIIOBOMY CpelaHeMy
3HA4Y€HHIO IUIOLIA/ MO/T KPHBOM «I11a3MeHHas KOHLCHTPALHSI — BPeMs» TIpU
MaKCUMaJIbHOM KIIMHUYECKOH J103€.

56.IIaTelll  MOAXOA TIPeAyCMaTpUBAET IPOBENCHUE 2-HelelIbHbIX
MCCIIeIOBAHUN TOKCHYHOCTH IIPU MOBTOPHOM (MHOT'OKPAaTHOM) BBEIEHHU
JIEKaQpCTBCHHOIO Mpernapara Ipel3yHaM W IOJTBEPKIAIOIMINAX HUCCIIeTOBAHMM
Ha HerpbI3yHax, HalpaBJeHHbIX Ha IOATBEPXKIACHHE TOrO, YTO /1032, HE
OKasbIBaroLlast s;BHOTO HexesarebHoro s(gdekra (NOAEL), ycranosieHHas
JUTst TPBI3YHOB, TAK)KE HE SIBJISICTCS TOKCUYHOMN J1030H 11t HerpeI3yHoB. Eciu
IpyU TNPUMEHEHWH JO03bl, CO3JAlOIlell SKCIO3UIHI0, PAaBHYIO J03€, He
OKa3bIBAIOLIEH sSIBHOTO HexenarenbHoro adpexra (NOAEL-skcnosuums) ms
TPBI3YHOB, TOKCHYECKOE BO3JCHCTBHE HAOIIONACTCS Y HETPLI3YHOB, TO
K/IMHMYECKOe TIPUMEHEHHE JIEKApCTBEHHOI'O Iperapara  HeoOXOMMO
OTJIOXKHUTE IO TIPOBEJEHHUSI TONOJHUTEIBHEIX JOKIMHUYECKUX UCCIIeN0BAHMI
Ha  aHHOM  BMJIE  HETPLI3yHOB  (Kak  [paBHIO,  CTaHJapTHOIO

TOKCHKOJIOI'HYECKOTO HCCHG,[[OB&HHH).

[X. MccnenoBanust MECTHOM MEPEHOCHMOCTH
JIEKapCTBEHHOTO Mpernapara
57. Ecny MecTHas IEpeHOCHMMOCTE JIEKAPCTBEHHOTO TIpenapaTa Mpy ero
IUIAHUPYEMOM TIYTH BBEJIEHHMS HM3y4e€Ha BO BpeMsl HCCIENOBAHUN oOIIei
TOKCUYHOCTH,  BBINOJIHEHHWE  OTJEIBHOrO  HCCIACHOBAHMUS  MECTHOM
MEePEeHOCUMOCTH JIEKAPCTBEHHOIO Ipenapara He Tpedyercsl.
58. lnst  00OCHOBaHMS OrPaHMYEHHOTO BBEJIEHUS JIEKAPCTBEHHOTO

[penapara Cc MMOMOIIBIO HETCPAINICBTUYCCKHX nyTeﬁ (HaanMep,
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OJTHOKPATHOT'O ~ BHYTPHMBEHHOIO  BBEJIEHUS B  ILEISX  OIpEJeeHns
OTHOCHUTEJILHOW OMOJOCTYIIHOCTH JIEKApCTBEHHOTO Mperaparta [uis npueMa
BHYTPb) HEOOXOJIMMO BBIIOTHHUTE HCCIIEIOBAHUE MECTHOM MEpeHOCHMOCTH
IIPH OJIHOKPATHOM BBENEHHUU OJHOMY BHJY JKMBOTHBIX. Eciu oxxumaemas
cucremHas okcrosunuss (AUC u Cp,) NIpU HeTepaneBTUYECKOM IyTH
BBCJICHHUSI TEPEKPBIBAETCA HUMEIOLUMMUCS TOKCHKOJOTHYECKUMHK JIAHHBIMH,
KOHEYHBIMH TOYKAMM HCCJIEJOBAHUS MECTHON MEPEHOCUMOCTH SIBJISIFOTCS
KJIMHUYECKUE  [PU3HAKH, MaKpPOCKONMYECKHE M MHKPOCKOIMYECKUE
U3MCHEHHSI TIPM  THCTOJIOTMYECKOM  MCCJEJOBAHMM MECTA  BBEIEHMS
nekapcrBenHoro  mpenapara.  CocraB  JIEKapcTBEHHOrO  Iperapara,
NpeJHA3HAYEHHBIM I HM3YYEHUs] MECTHOH TIePeHOCHMMOCTH, MOXKET
MOJIHOCTBIO HE COBIAAaTh C KIMHAYECKUM COCTABOM JIEKAPCTBEHHOIO
npenapara, HO 10JKeH OBITh CXOAHBIM C HUM.

59.B ciyuae nmpoBeJeHUs] MCCIEOBAHUS MHUKDOJO3 C IIPHMEHEHHeM
BHYTPHBEHHOI'O BBEJIEHMsI JIEKAPCTBEHHOrO TMpernapaTta, 00O0CHOBAHHOTO
TOKCUKOJIOTHYECKUMH JIaHHBIMM TIPH MEPOpajbHOM BBEJEHUH, OLCHKA
MECTHOH TIEPEHOCHMOCTH JEHCTBYIOIIEro BellectBa He Tpebyercs. Ilpu
HCIIOIb30BAaHMM  JIEKAPCTBEHHOI'O  IIpernapara ¢  HOBLIM  COCTABOM
BCIIOMOTATEJIbHBIX BEIIECTB [JIsi BHYTPUBEHHOI'O BBEICHHS JIHCTBYIOIIEIO
BEIECTBA HEOOXOZMMO OLEHUTH MECTHYIO IEPEHOCHMOCTE  TaKoro
JIEKApCTBEHHOTO Ipenapara.

60. Jlns mapeHTepallbHOTO JIEKapCTBEHHOrO TIperapara 0 TOro, Kak
OKCIIO3MIIMK JIAHHOI'O JIEKAPCTBEHHOI'O Iperapara MOJABepruercs OOoJbIIoe
KOJIMYECTBO TAIMEHTOB B KIMHUYECKMX MHCCIENOBAHUAX (HAMpUMeEp, B
MHnYeckux uccienosanuax Il ¢daser), HE0OXOOMMO OLEHUTH MECTHYIO
IEPEHOCHMOCTL  OTOTO  JIEKAPCTBEHHOI'O lpenapara B JOKJIMHHYECKUX

HCCJICOOBAHUAX C HCIIOIB30BaHUEM MOJisI €r0 BBEAEHHS MECT I/IH’beKHHI\f’I,
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KOTOpBIE HE MPEyCMOTPEHBI MPeIIoIaraeMbiM KIIMHUYECKHM IIPUMEHEHUEM
JIeKapCTBEHHOTO  mpemnapara. HeoOXoqumo  1poBOJUTH — OJHOKpaTHOE
MapaBEHO3HOE BBEJCHUEC B OTHOLIEHHM JIEKAPCTBEHHBIX IIPENaparoB ¢
BHYTPHUBEHHBIM CI10cOOOM BBeIeHUs. MIHbIe MapeHTepalbHbIE yTH BBEICHHSI

JICKapCTBCHHOT'O IIpeliapara HGO6XOI_[HMO OLCHUBATL B HHIAUBUYaJIbHOM

MOPSIIKE.

X. Kiimnudeckue uccjiefoBaHusl FEeHOTOKCHUHOCTH
JIEKapCTBEHHOT'O Ipernapara

61.IIpoBesienne MOKIMHUYECKUX HMCCIENOBAHUM HA TEHHBIE MYyTaluu
JOCTAaTOYHO Uil OOOCHOBAHHUSI  IMPOBENEHHUS]  BCEX  KIMHHYECKHX
HCCIIeIOBaHNH € OJTHOKPATHBIM BBEJIEHUEM JIEKApCTBEHHOTO Mperapara. B
Lelisix 000CHOBaHMS IPOBEACHUS KIHHIYIECKUX HCCIeJOBAHUMN ¢ TIOBTOPHBIM
(MHOIOKPaTHBIM) BBEJIEHMEM JIEKApCTBEHHOrO Mpernapara HeoOXOIHMO
MPOBECTHU JOTOIHUTEIIbHYIO OLIEHKY, MTO3BOJISIFOLYIO BEITBUTH XPOMOCOMHBIE
MOBpPEXKJIeHUsI y MilekonuTaromux. ITonneiil Habop (Oarapero) uccienoBanmit
Ha TCHOTOKCHYHOCTH HEOOXOAMMO 3aBeplinTh 10 Havana I Qasel
KJIIMHUYECKUX HUCCJICIOBAHUMN.

62.Ecnn pe3ynbTaThl uccre0BaHui F€HOTOKCHYHOCTH
MOJIOXKUTENIbHBI, B  IENSX YCTAHOBJIEHUS BO3MOMXKHOCTH IIPOJOJDKEHUS
BBEJICHUSI JIEKAPCTBEHHOI'O IIpernapara YelloBeKY, HEOoOXOIMMO IPOBECTH
OLICHKY 3THX PE3yJbTAaTOB, & TAKXKE MPH HEOOXOJUMOCTH JIOMOIHUTEIbHEIE
HCClIeJIOBAHUSI.

63. JIoKIIMHUYEeCKHEe WCCIIE0BAHUS T€HOTOKCHYHOCTH, HEOOXOIUMbIE
UL 0OOCHOBAHMSI TIOAXOMOB K IIPOBENEHHIO ITOHCKOBBIX KIMHHYECKHX

ucciieoBanui, ykasansl B pasznene VII nacrosimero Pykosozcrsa.
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XI. MccnenoBanust KaHLIEPOTEHHOCTH
JIEKapCTBEHHOI'O Ipenapara

64. Ycnopus, TpeOyrouye ncclieIoBaHts KaHIIEPOTeHHOrO IMOTEeHIHAala
JICKapCTBEHHOIO IIperapara, YCTaHOBJEHb B PyKOBOACTBE IO OIEHKE U
koHTposiro JIHK-peakTuBHBIX (MyTareHHbIX) NmpuMecedl B JIeKapCTBEHHBIX
CpeiCTBAX W YCTAHOBIICHHMIO TI'PaHML] TMOTEHLMAIBHOTO KaHIIEPOreHHOIO
pucka  (mpunoxenne k  Pexomemmanmm  Kosuternw — EBpasuiickoit
SKOHOMMYECKON Komuccuu ot 6 asrycra 2019 r. Ne 23).

65.Ecnu IIPOBEICHUE ucclieIoOBaHu | KaHLIEpPOreHHOCTH
JEKapCTBEHHOIO Ipenapara Tpedyercs s  KIMHHYECKOrO IOKa3aHus,
TaKHe UCCIIeI0BAHMS KaHIIEPOIeHHOCTH ClIeTyeT MPOBECTH It 000CHOBAHMS
perucTparnuu JIeKapcTBEHHOro Ipenapara ¢ MIPUMEHEHHEM 110 JaHHOMY
nokasanuro. Ilpu HanmMuuum omaceHW  OTHOCHUTEIBHO  BO3MOXHOTO
KaHIIEPOICHHOI0  pHCKAa  JIEKApCTBEHHOIO  Ipernapara  pe3yJibTaThl
MCCIICIOBAHUI KaHIIEPOreHHOCTH HEOOX0UMO MPEACTaBUTL 0 NPOBEEHHs
KITMHUYECKUX HCCIIENOBAHUI TaKOro JIEKApCTBEHHOIO mpenapara. Bosbiuas
MPOJIOJDKUTE/IBHOCTE KIIMHMYECKOIO UCCIIEJOBAHHSI HE PacCMaTpPHBAETCSl B
Ka4eCTBE CyIICCTBEHHON IIPUYMHEI BO3MOXKHOIO KaHIIEPOTeHHOI'O PHUCKA.

66. MiccenoBannst  KaHLEPOTEHHOCTH  JIEKAPCTBEHHBLIX IPENapaTos,
paspabaTEIBaeMBIX JUISl JICUYEHUSI TSDKEINBIX 3a00JieBaHMi y B3pOCHBIX HIIH
A€TeH, MpH HEOOXOJMMOCTH pa3pellaeTcsi MPOBOAUTh TMOCIE PErUCTPaLUH

JICKapCTBCHHOI'O ITpeliapara.

XII. MccnenoBanus penpolyKTUBHOM U OHTOTE€HETHYECKOM
TOKCHYHOCTH JIEKAPCTBEHHOT'O Iperapara

67. Uccnienopanus PENPOAYKTUBHOM 1%} OHTOT'€HETUYECKOH

TOKCHYHOCTH JICKapCTBCHHOT'O IperiapaTta HGO6XO,[IHMO [IPOBOJAUTH C YUCTOM
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ocoOeHHOoCTE NOIYJIILKUHK, KOTOpast 6y,11€T MOABEPTaThECA DKCIIO3UMITUHU 3TOT0

JIEKAPCTBCHHOI'O IIpEIiapara.

1. My»)4uHsl

08. ITockoiibKy oLeHKa penpoTyKTUBHOM CUCTEMBI CAMIIOB ITPOBOIUTCS
B paMKax TIPOBEIEHHMs HCCJIEJOBAHUN TOKCUYHOCTH C IOBTOPHBIM
(MHOTOKpaTHBIM) BBEICHHEM JIEKAPCTBEHHOI'O Tperapara, paspeliaercs
BKJIIOYaTh MY>KUMH B KiuHUueckue uccnenonanus [ u Il ¢a3 no nmposenenus
CIELIMAJIHBIX ~ HUCCHaefnoBaHUN  pepTuibHOCTH Y camioB.  OueHka
PENPOAYKTMBHON CUCTEMBI Y CAMIIOB M CaMOK I10 pe3yJIbTaTaMm CTaHAapTHOrO
I'MCTOINATOIOTMYECKOT0 UCCIEOBAaHUS SIMUEK U SMYHUKOB B HUCCIELOBAHUSAX
TOKCUYHOCTH C IIOBTOPHBIM (MHOIOKPaTHBIM) BBEJEGHHEM JIEKApCTBEHHOIO
npenapara (Kak I[paBuUiIo, y TPBI3YHOB) He MeHee 2-HenenbHOH
IIPOJOJIKUATEILHOCTH CUUTAETCSl COMOCTABHMOH IO YYBCTBUTEILHOCTH K
BLISBJICHUIO ~ TOKCMYECKOrO JIEHCTBUSI Ha  PEMPOAYKTHBHBIE  OpraHbl
JKMBOTHBIX CO CIIELIMaJIbHBIMU UCCIEOBAHUSIMH (PEPTHILHOCTH.

069. Mcciienopanus pepTUIBHOCTH y CaMIIOB HEOOXOIUMO MPOBECTH 0O
Havaia KPyIHBIX WK JJIMTENIbHBIX KIMHHYECKUX HCCIIel0BaHui (Hampumep,

KimHuueckue uccnenonanus I daser).

2. YKeHuHb1 0€3 1eTOPOAHOTO MOTEeHIIHAIIA

70.Ecin mipoBelieHbl MCCIIE0BAHUSI TOKCHYHOCTU IIPH TOBTOPHOM
(MHOTOKpaTHOM) BBE/ICHUH JIEKaPCTBEHHOI'O nperapara
NpelyCMaTpUBaIOLMe OLEHKY PEHpOJYKTUBHBIX OpPraHoB Y  CaMoOK,
paspelnaeTcss BKJIOYaTb B KJIMHUYECKHE MCCIEIOBaHUS IKCHIIMH 0e3
J€TOPOIHOTO NMOTEHIMaIa (TO €CTh CTePUIM30BAHHBIX WJIM HAXOJIIINXCH B

[IOCTMEHONIay3e)  0e3  MpoBeleHMs  HCCIeNOBAaHUM  PenpoayKTHBHON
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TOKCHYHOCTH. HpI/I 9TOM TIOCTMEHOIIay3a OlpeAe/seTCsd KaK OTCYTCTBHEC

MEHCTpyauuid B TedeHue |2 wMecsineB, He OOYCJIOBIEHHOE WMHBIMU

MCIUITUHCKUMHA MMPpUYHUHAMMH.

3. JKeHIUHBI C TeTOPOAHBIM MOTEHLIMAIOM

71.B OTHOIIEHMH XEHILUH C JETOPOJHBIM MOTEHIMAIOM CYILECTBYET
BLICOKAsl  CTElNEHb  ONACHOCTH  IMOJBEPTrHYTH OSMOPHOH  WIM  IUIOJ
HETpeIHaAMEPEHHON DKCITO3ULIMN JIEKapCTBEHHOI'O Mpenapara Jo MOoJIydYeHHs
CBEJIEHMH O IOTEHIHMAJBHOH I10JIb3¢ W MOTEHIMATBHBIX PHUCKAX DJTOrO
JIEKapCTBEHHOIO IIperapara.

72.1lpy BKIIOUEHMM B KIMHHUYECKHE HCCIAEAOBAHUS OJKEHLIUH C
JE€TOPOIHLIM IIOTEHIHAIOM HEOOXOUMO OMMCATh U MUHUMU3UPOBATH PHCK
HENpeJIHaMEPEHHOM DKCIIO3UIMKU JIEKAaPCTBEHHOr'O Iperaparta y sMOpHoHa
win 1oja. IlepBblii MOAXOA K JAOCTHKEHMIO ATOM IEM 3aKIrOYaeTcs B
MPOBEJIEHUN MCCIIEIOBAHUN PENPOJYKTUBHON TOKCHMYHOCTH JUISI OLIEHKU
pHCKa, CBA3aHHOIO € CaMUM JIEKapCTBEHHBIM IIPEraparoM, W NPHHITHS
COOTBETCTBYIOUIMX MEp NPEJOCTOPOKHOCTH Yy JKEHIIUH C JETOPOIHLIM
NOTEHIMAIIOM B KJIMHUYECKUX UccieoBaHusaX. BTopoli moaxon 3akimoyaercs
B OrpaHMYEHMM PHUCKA 3a CUET NPUHSTHS Mep B LEJSIX MPeloTBpaIlcHUS
HACTYIUIeHUS  OepeMEeHHOCTH B  XOJA€  MPOBENEHUS  KIMHUYECKHX
uccienoBanuil. K Takum mepam oTHOCSITCS:

TECTbl Ha OEpeMEHHOCTh (Hampumep, MO OMPENEIICHUIO CBOOOIHOM
B-cyObeIMHUIBI XOPUOHMUYECKOTO FOHAI0TPOIIMHA YeJIOBEKA);

MCIT0JIb30BAHME BBICOKOHA/IEIHKHBIX METOA0B KOHTPAIEIIHH, KOTOPBIMH
CUMTAIOTCA KaK MW30JIMPOBAHHbIE, TaK W KOMOWHUPOBAHHBIE METO/IEI,
obecreunBaroNnye HU3KYIO 4acToTy Heyzaad (To ectb MeHee | % B rox) npu

X IIOCTOSIHHOM MW IIPaBHUIIBHOM IIPUMCHCHUH. HpH IMPpUMCHEHWHW METOLa
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FOPMOHAJILHOM KOHTpaUENniuu HeoOXOIUMO YUYHUTBIBATh WHGOPMAIUIO 00
HCCIIEIyEMOM JIEKAPCTBEHHOM Mpernapare U ero MoTeHIHaIbHOM BIIMSIHUM Ha
KOHTpalUenuio;

BKJIFOUEHHE B MCCJIEOBAHUE TOJILKO TOCIE TOJATBEPIKIACHUS HAIMYUS
MEHCTpYyaLHH.

Tectsl Ha OepeMEHHOCTb, BBINOJHSEMblE B XOIE IPOBEICHHUS
MCCIIEOBaHMs, W OoOyuyeHuWe MalMeHTOB MepaM  IpPeJOTBPAIlEHHUs
HACTYIIJICHWsT OCPEMEHHOCTH M KOHTPOJSl HACTYIUICHHS OepeMeHHOCTH
JOJDKHBL ~ OBITH  JJOCTaTOYHBIMH, 4YTOOBI 00ECHEeYHUTh MPHUBEPIKEHHOCTD
NAaUHUCHTOB TAKMM MEpPaM B NE€PUOJ] SKCIIO3ULIMHU JEKapCTBEHHOI'O Ipernapara
(KOTOpBII MOKET MPEBBIIIATE MPOJOKUTETLHOCTh HCCIETOBAHKS ).

73. ] NOIOJIHUTENIbHOM MMHMMHU3ALUM PUCKA HerpeHaMepeHHOMN
SKCIIO3UIUHU JIEKAPCTBEHHOIO IpernapaTta B paMKax MOAX0JI0B, OMMCAHHBIX B
nyHKTe 72 Hacrosuero PykoBoacTBa, HHGOPMHPOBAHHOE COTJIACHE TOJKHO
OCHOBEBIBATLCS Ha BCEM uMeromedcss HHOOPMALKMU O PenpoAyKTUBHOMN
TOKCHYHOCTH JIEKAPCTBEHHOrO Impenapara (Hampumep, oOIed oIleHke
INOTEHLUHMAILHOM TOKCMYHOCTH JIEKAPCTBEHHBIX IPEenapaTroB, MMEIOIINUX
POJICTBEHHbIE CTPYKTYphl M (apmakosorndeckue sh¢pexTs). B cnyuae
OTCYTCTBMSI aKTyaJlbHBIX CBEACHUH O PpenpoJyKTHUBHOH TOKCHYHOCTH
JIEKapCTBEHHOI'0 Ipenapara B HHOOPMUPOBAHHOM COTJIACHH HeoOXOIMMO
yKa3aTh CBEACHMS O IMOTEHIMAIbHBIX HEBBISBICHHBIX PUCKAX JJIs SMOpHoHa
WIH TUI0JA.

74. Jonyckaercs BKIOUATh JKEHIUH C JIETOPOJHBIM MOTEHIMAIOM B
panHue (asbl KIMHUYECKUX HCCICJOBaHUN 0e3 JOKIHHHYECKOr0 U3yYeHHs
OHTOI€HETHYECKOH  TOKCHYHOCTH  (MCClefoBaHUsA — dMOpuodeTanbHOro

Pa3BUTHS) B CIEAYIOLIUX CIydasx:
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a) MHTEHCHBHBIA KOHTPOJb PHCKAa B KPATKOCPOYHBIX (Hampumep,
2-HeJleJIbHBIX ) KIMHUYECKHX HCCIICAOBAHUSX;

0)npeobnananue 3a00/ieBaHUs CPeU SKEHIIUH H HEBO3MOXKHOCTH
JOCTHIKEHHUST LENH UCCieloBaHusl 0e3 BKIIOYCHHS B KIMHUYECKUE
MCCIICIOBAHMS JKEHIIMH C JETOPOAHBIM IOTEHIHAIOM, a TaKXXE MPUHSITHE

JAOCTATOYHBIX MEP UL IPEAOTBPAllICHUs HACTYIIJICHHS 6€p€M6HHOCTPI.

75. OMOMHUTENBHBIMU ~ (aKTOpaMH  TPOBEACHHS  UCCIIELOBAHUI
Y JKEHIIWH C JETOPOAHBIM IMOTEHUHUAIOM Oe3 NMpOBeAeHHsS TOKIMHUYECKUX
UCCIIEIOBAHUN OHTOTEHETUYECKOH TOKCUYHOCTH SIBJSIOTCS CBEJEHHS O
MEXaHM3ME JICHCTBUS JIEKApCTBEHHOrO Ipenapara (ero MeTadoJyiuTa), ero
CBOHCTBAX, CTEMEHH SKCIIO3ULMM JICKAPCTBEHHOTO Ipernapara y sMOpHoHa
WM TUIOJAa M 3aTPYJHEHMsIX TpH  TPOBEICHHH  HCCIELOBAHUMN
OHTOI€HETHYECKOH TOKCHMYHOCTH Ha MOAXOASNICH MOJENHN KHBOTHBIX
(Hammpumenp, KCCIIeI0BAHMUS OHTOTEHETHYECKOMH TOKCUYHOCTH
MOHOKJIOHAJIbHBIX aHTUTEJ, JUISI KOTOPHIX MO0 UMEIIUMCS HAYYHBIM JaHHBIM
yCTaHOBJIEHA  HHU3Kas  SMOpHoQeTalbHas — SKCIO3MLMS B HEPHOJ
opraHoreHesa, paspeuiaercs npoBoguTh Bo Bpems III daszer kmmnuueckux
uccnenosanuit). Ilpu 3Tom wucclieoBaHrs OHTOrEHETHUECKOH TOKCUUHOCTHU
JIOJDKHBI OBITH MPOBENEHBl K MOMEHTY MOJaud PErHCTPAlMOHHOTO JOChE
JIEKapCTBEHHOIO IIpenapara Ha PerucTpalyio U B PErMCTPALMOHHOE HOChE
JOJKeH OBITh BKIIIOYEH TMOJHBIH OTYET O JIAHHOM BHJIE TOKCHYHOCTH
JIeKapCTBEHHOTO Mperapara.

76.J10  npoBeseHHMs OCHOBHBIX MCCIEJOBAaHMH  PEPOJYKTHBHOM
TOKCMYHOCTH paspellaercss BKJIKYEHHWE B KIMHMUYECKHE HCCIIeJOBAHMS
KEHILMH ¢ ACTOPOAHBIM moTeHiuanoM (go 150 denosek), KoTopele OyiayT
I0JIy4aTh UCCIIEyEMBbIH JIEKapCTBEHHBIN Tpernapar B TeUeHHE OTHOCUTEIBHO

KOPOTKOro mepuoja (4o 3 MecsieB), TMPHd  YCIOBMM  HaIWU4Us
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npeBapUTeIbHBIX JAHHBIX 0 PenpoayKTUBHON TOKCUYHOCTH
JIEKapCTBEHHOr0 Tpenapara, IOJy4YeHHbIX Ha 2 BUAAX XXUBOTHBIX, U IIPH
MPUHITHH Mep Ul TNPEeNOTBpAILeHHs] HACTYIUIEHHS OepeMeHHOCTH Y
CyObeKkTOoB uccilefoBaHust. Jsl  JMOCTMIKEHMs 3TOM e  IPOBOJMUTCS
NpeiBapuTebHOE  HCCIeNoBaHle OMOpHO(GETaTbHOIO  Pa3BUTHS  IIPH
BBEJIEHUH JIEKAPCTBEHHOIO IpenapaTa B JIOCTaTOUHBIX Jo03aX. Mccieqosanue
JOJDKHO OBITH TNPOBEAEHO C ydacTHEM He MeHee O CaMOK Ha TIpyIIIny
’KMBOTHBIX M CaMOK, IIOJIy4aBIIMX I[Ipernapar B TMEepUOJi OpraHoreHesa.
HccnenoBanue AO/DKHO BKIIIOYaTh B ce0sl OLIEHKY BBDKMBAEMOCTH IIJIOJA,
Macchbl TeJla, BHEIIHEE H3y4YeHHME IUIOAA, a TaKXkKe M3Y4YeHHe BHYTPCHHUX
opranos  mioga. IlpeaBapurenbHoe — MOKIMHHUYECKOE  HCCIIEJOBAHHE
IPOBOJUTCS B COOTBETCTBMM ¢ IlpaBmiamu nabopaTopHOM NpakTHKH |
HAayYHBIMHM CTaHJapTamMd B 00JIaCTH OMOMEIMUMHCKUX HCCIIEI0OBAaHUN Ipu
YCJIOBUM OOecreueHusl MPSIMOro JOCTYIA 3alHTEPECOBAHHBIX JIML K
cOOpaHHBIM TaHHBIM.

77.Paspelienue Ha TpoBelieHHE KIMHUYECKMX HCCIIeOBAaHUN ¢
Yy4YacTHEM KEHIIMH C IeTOPOIHBIM ITOTSHIIMAIOM CBSI3aHO C:

a) O4eHb HM3KOH 4YacTOTOM HacTyrieHus: OepeMEeHHOCTH BO BpeMs
KOHTPOJIIMPYEMBIX KIMHMYECKHX MCCIAEAOBAHUM C ydacTHeM HeOONIbIIuX
koropt (o 150 yenogek);

0) KOPOTKON TMPOMOIDKUTEIBHOCTRIO TAKKX HccienoBanuii. Yacrtora
HACTYIJIEHHs OEpeMEHHOCTH Yy JKEHIIMH, BIEpPBbIe IPeANPHHIMAIOINX
MONBITKY 3abepeMeHeTh, cocTaBiseT npuMepHo 17 % Ha MeHCTpyalbHBINA
nuki. Yacrora wHacryruieHust OepemenHoctd B Il daze kimHMyeckux
MCCIICIOBAHUM, IPOBEJEHHBIX Y XXEHIIUH C JETOPOIHBLIM IOTEHIHAIOM,
coctapisia MeHee 0,1 % Ha MeHCTpyalbHBIH IMKJ, €CJIM B XOJE OJTHUX

MCCIIEIOBaHUN CyOBeKTaM pPEeKOMEHIOBANM He JOMYCKATh HACTYILIEHHS



32

OepeMeHHOCTH M OBUIM MPEANPUHSTHEL  Mepbl JJIS  NPeJOTBPAIEHHs]
HacTyIUIeHUss OepeMeHHOCTH. YacToTa HACTYIUIEHHS OEpPEMEHHOCTH BO
II pasze knuHnveckux uccneaoBanuit Hwxke, yeM B 111 dase uccnenoBanmii, Ho
BBHJlYy OTPaHMYEHHOI'O YHUCJIA BKIIOYEHHBIX B AaHHYIO (aszy ucciaegoBaHuil
JKEHIIMH ~BEJIMYMHY CHWIKCHMS 4YacTOThl TaKUX CJIy4YaeB YCTAHOBUTH
HEBO3MOXHO. OCHOBBIBasICh Ha YKa3aHHbLIX JAHHBIX, 4aCTOTA HACTYILICHHS
Oepemennoct Bo Il dasze wuccnenopaHmii, BKIOYAOIMIKUX B cebd 10
150 >KeHIIMH ¢ JeTOPOAHBIM MOTEHITHAIOM W IPOAOJDKHTEIBHOCTHIO
10 3 MecsLeB, JOJDKHA COCTaBIATh MeHee ueM 0,5 ciayyas OepeMeHHOCTH Ha
KK bl MCClelyeMBbli JIeKapCTBEHHBIN Mpernapar;

B) CITIOCOOHOCTBIO HaJIeKalI|UM obpazom CIUTAHMPOBAHHBIX
MpeABAPUTENBHBIX UCCIIeI0BaHU N BBISIBJISITH OOJBIIMHCTBO
OHTOTE€HETHUECKUX TOKCHYECKHX 3(PEeKTOB, KOTOPble MOIJIH OLI IOBJIMATH

Ha BKIIIOHCHHC B KJIIMHHYCCKHME MCCICNOBaHUA KCHIIUH C ACTOPOJHBIM

[MOTECHIHAJIOM.

78.Ha JNOMYCTUMOE K BKIIIOUCHUIO B KIIMHUYECKHE MCCIIEIOBAHUE
YUCIO JKEHUIMH C JETOPOAHBIM I[OTEHUHAIOM M TMPOJOJLKHTELHOCTE
HCCIIENOBAHUs  BIIMSIOT  XAPAKTEPUCTHKH  TIOMYJISIUHU, CBS3aHHBIE C
BEPOATHOCTLIO ~ HACTYyIJIEHHMs:  OepeMeHHOCTH  (Hampumep,  BO3pacrT,
3aboneBaHue M T. A.). HeoOXoauMo 3aBepilinTh OCHOBHBIE JOKIMHHYECKUE
UCCIIEIOBAHUSI ~ OHTOI€HETUYECKOM  TOKCHMYHOCTH IO  BKJIFOYCHHS B
KJIMHUYECKOE MCCIIENOBAHUE JKEHIIUH C JICTOPOJHBIM TOTEHIMAIOM, 3a
UCKIIIOYEHHEM CHUTYallWd, YKa3aHHbIX B MNyHKTax 72 — 76 HacTOSIIErO
PykoBojcTaa.

79.11ockonbKy OLIEHKa PElpOIyKTHBHBIX OPraHOB CAMOK IIPOBOIUTCS
B paMKaX IIPOBEIEHHS MCCIENOBAaHUI TOKCHYHOCTH TIPH ITOBTOPHOM

(MHOIOKpaTHOM) BBEACHUHU JIEKAPCTBEHHOTO TIperapara, pa3peluacTes
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BKJIKOYaTh OKEHUIMH C JETOPOAHBIM TOTEHIHAIOM B  KIMHUUYECKHE
uecaenosanus I m I ga3 ¢ noBTOpHBIM (MHOTOKpATHLIM) BBEIEHHEM [0
MPOBENICHUsT MCCIENOBaHus (PEPTHIILHOCTH Y CaMOK C Y4eTOM IyHKTa 68
Hacrosmero PykoBoactBa. JIms 00OCHOBAaHMS  BKJIKOUEHHUS SKCHIIMH
C JIETOPOJAHBIM IMOTEHIHAJOM B KpyHHBIE WJIH HPOJODKUTENBHEIC
KIMHUYECKHE — MCClefioBaHust  (Hampumep, wucciiepoBanus Il dasen)
HEeOOXO0AUMO NPOBECTH MOKIMHUYECKHE HCCIIEJ0OBAHMUS, HAIPaBJCHHBIE Ha
OLIEHKY (PepTUIBHOCTH Y CaMOK.

80.B  perucrpalMoHHOE  JOCBE  JIEKAPCTBEHHOrO  Mpenapara
HEOOXOMMMO BKJIFOUUTH PE3YNBTATHl WCCIENOBAHUN MPEHATAIBHOIO U
MOCTHATAJILHOI'O  OHTOI€HETUYECKOTO Pa3BUTUS IMOTOMCTBA IKHUBOTHBIX,
IOJBEPIILIMXCS DKCIIO3ULIMM JIEKAPCTBEHHOTO Tperapara.

81.Jlo BKIIOUEHUS OKEHIIUH C JETOPOAHBIM ITOTEHLMAIOM B
KIMHUYECKHE  HMCCIeNOBaHWsA, B KOTOPBIX  HE  MCIOJb3YIOTCS
BBICOKOO((DEKTUBHEIE METOIbl KOHTpALEMIUK, WIH TPU HEU3BECTHOM
reCTallMOHHOM CTaTyce HeOoOXOAMMO TPOBECTH TMIOJHOE HCCIIeL0BAHNE
PENpOAYKTUBHONW TOKCHYHOCTH y CaMOK M CTaHAAPTHLIM (MOJHEBIA) Habop
(barapero) nccnenoBaHUN TeHOTOKCUYHOCTH. BBRICOKOHAEKHBIMU METOIAMU
KOHTpAIENIUH CYUTAIOTCA KaK M30JMPOBAHHBIC, TAK U KOMOMHUPOBAHHBIE
METO/IHI, o0ecrieunrarorye HU3KYIO 4acToTy HeyJlay
(to ectb MeHee 1 % B ro1), IPH UX MOCTOSTHHOM U MPaBHIILHOM [IPUMEHEHHN.
Ilpy npumeHeHMM MeTONAa TOPMOHAIBHOM KOHTPAIENIHH HEOOXOAUMO
YUYHUTBIBATH MH(YOPMAIUIO 00 HCCIIelyeMOM JIEKapCTBEHHOM IIPerapaTe U ero

MOTEHUHAILHOM BIMSAHUU Ha 3(P(EKTUBHOCTL ITOr0 METO/a TOPMOHANILHOM

KOHTpalCIIMH.
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4. bepemMeHHbIE XKEeHIIUHBI

82.lo  BriodeHWs: OepeMEHHBIX JKEHINMH B  KJIMHUYECKUE
MCCIIENIOBaHUs HEOOXOAMMO [POBECTH HCCIENOBAHMS PENPO/YyKTUBHOI
TOKCHYHOCTH Yy CaMOK M CTaHJapTHBIA (mosiHeiid) nHabop (Oartapero)
UCCIIENOBAaHUI  TIEHOTOKCUYHOCTH, a Takke HeoOXOAUMO  OIEHUTH
MMEIOLIMECs  JaHHble O  0€30HacHOCTH  DKCHO3WIHUK  H3y4aeMOro

JICKAPCTBECHHOI'O IIpEIlapara ¥ YCJIIOBCKA.

XIII. Knuuuueckue uccneoBaHus ¢ y4acTHeM JieTei

83.IIpu BKIIOYEHHH B KIMHHUYECKHE HCCIICAOBaHUs JieTed Hambosee
3HAYMMBIMHM CBEJEHUSAMM SBJIIOTCA JaHHblE 110 OE30MacHOCTH, KOTOPBIE
MOJIyYeHbl € YYacTHEM B3POCIBIX CyOBEKTOB, KOTOpBIE, Kak IIPaBHIIO,
JOJUKHBL  OBITH JOCTYIHBI JI0 Hauaja KIMHAYECKHX MCCIEJOBAHUN ¢
y4acTHEM JETEH.

84. JloctaTo4yHOCTh M 00beM AAHHBIX O OE30IMACHOCTH HCCIIELYyEMOIo
JIEKapCTBEHHOIO IIpernapara, MoJyuYeHHbIX B KIMHHYECKUX HCCIIENOBAHUSX C
YYaCTHEM B3POCIIBIX OIPENEIISIOTCS B MHAMBHTyaTbHOM TIopsiake. Jlo Hayana
IIPUMEHEHHS JIEKAPCTBEHHOTO Ipenapara y JeTel JOCTaTOYHbIe JaHHBIe 00
OIBITEC MPUMEHEHHsI STOr0O JIEKAPCTBEHHOI'O Ipernapara y B3pOCIBIX MOIYT
OTCYTCTBOBATH (HAIIPUMED, IIPH UCKIIFOUNTEITBHO JIETCKUX MOKa3aHHUSIX ).

85./lo Hauaja TpPOBEJEHUS WCCIEJOBAHUM C ydacTHeM JeTei
HE0OX0MMO pacriosaraTh pe3yJibTaTaMM:

a) McClleloBaHUH  TOKCHYHOCTH TIPH  MOBTOPHOM  (MHOTOKPAaTHOM)
BBE/ICHUU JIEKAPCTBEHHOI'O IIperapara B3pOCIbIM JKUBOTHBIM B TeYeHHE
OIpeJIeNIEHHOT0 NMePHOa,;

0)ocHoBHOro Habopa (Oartapen) ucciaenoOBaHHM (HapMaKoJIOrMYecKon

0e301acHOCTH;
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B) CTaHAapTHOTO Habopa HCCieAOBaHMI NreHOTOKCUUYHOCTH.

86. Moxert MoTpeOoBaTLCS NpOBEJICHHE HCCIIEe0BAHUS
pEenpojlyKTHBHOW TOKCHYHOCTH, COOTBETCTBYIOIETO BO3pPAcTy H MOy
MCCIIelyeMBIX JAE€TeH, Ul [10yYEHUsl CBECHUH O MPSMBIX TOKCHYECKUX WU
OHTOTEHETHYECKUX PHUCKAX (HaIpuMmep, HCCIeIOBaHUS (PEPTUILHOCTH WU
IIPEHATATLHOTO (IOCTHATAILHOIO) PAa3BUTHS).

87.1IpoBe/ieHre KIMHUYECKUX HUCCIENOBaHUN 3MOpHodeTansHOro
pasBUTHSL ~ HeoOs3aTeNbHO  [UIs  OOOCHOBAHHSI  TPOBENEHMS  TAKUX
UCCIIEJOBAaHUH C y4acTUEM MY>KUMH U MpenyOepTaTHBIX JKEHIIHH.

88. TOKCHKOJIOTHUECKUE HCCIIeNOBAHUS Ha HEIOJI0BO3PEJIBIX
JKUBOTHBIX  IIPOBOJSAT €CJIM HMEKIIMecss HJaHHble O 0e30macHOCTH
HCCIIEAYEMOr0  JIEKAPCTBEHHOrO IIpernapara, I[OJYYeHHbIE B pe3ylibTaTe
MCCJIEJOBAHUMA Ha XMBOTHBIX M C YYacCTHEM YeJIOBEKa, BKJFOUAsl JaHHbIE 00
s dexTax Apyrux JeKapcTBEHHBIX MPENapaToB 3TOro (HapMakoJIOrH4ecKoro
Kjlacca, CYMTAIOTCSl HENOCTaTOYHBIMM JUlss  OOOCHOBaHHSI MPOBEIEHUS
HCCIeOBaHui ¢ ywactuem gered. FEciu  TpeOyercss mpoBeneHue
TOKCHMKOJIOTHYECKOTO HCCJIENOBAHMS, HOCTATOYHO HCIOJIL30BaHue | Buja
HETIOJIOBO3PENBIX JKUBOTHBIX, B OCHOBHOM TI'pbI3yHOB. Ilpu mocraTounom
HaygyHOM OOOCHOBaHMH  pa3peniaercs IMPOBEAEHHE  JIOKIMHMYECKUX
HCCTIeIoBaHui Ha HerpelsyHax. IIpu kpaTkocpouHbix (apMakOKHHETHYECKHX
MCCIeIOBaHUAX ¢ yyacTheM neteld (Hampumep, | —3 703bI JeKapCTBEHHOIO
nperapara) MPOBE/ICHHE IIpeABapUTEIIbHBIX TOKCHUKOJIOTHYECKUX
MCCIIeIOBaHUI Ha HETIOJI0BO3PEIIBIX JKUBOTHBIX He TpeOyeTcsl.

89.B 3aBHCHMOCTH OT NOKa3aHUH K NMPUMEHEHHIO, Bo3pacTta JeTeil
JaHHLIX O 0e30macHOCTH TpPUMEHEHHs JIEKapCTBEHHOrO — Mpernapara
[OJIyYEHHBIX B PE3yJbTaTe HCCIIEJOBAHUNA Ha B3POCIBIX JKUBOTHLIX H

C ydaCTHEM  HYEJIOBCKa, J0 Havajla KpaTKOCPOUYHBIX  KJIIMHUYECKUX
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uccnenoBaHud  sppexTuBHOCTM M 0€30MacHOCTH € HOBTOPHBIM
(MHOTOKpaTHBIM) ~ BBEICHHEM HEOOXOJMMO pPaccMOTPETh  BOIPOC O
11e1eco00pa3HoOCTH [IPEJBAPUTETHHOTO MOJTyUEeHHUSI pe3ynbTaToB
MCCIICIOBAHUM HA HEMOJIOBO3PENBIX JKUBOTHBIX.

90.OguuMm  u3  nHaubojiee BaXHBIX (PAKTOPOB SIBISIETCS  BO3PACT
YYaCTHUKOB  MCCJENOBAHMsI 1O OTHOWIEHWIO K  IPOAOJIKHTEILHOCTH
MPOBEJIEHMs] KIMHMYECKOIO HCCIeN0BaHusl (TO €cTh NEpPHOJ pPa3BUTHS,
B T€YEHME KOTOPOTO YUACTHUKH KIMHUYECKOrO UCCIIEA0BAHUS TIOIBEPIaloTCs
SKCIIO3ULIMMU  JIEKAPCTBEHHOIO  MperapaTta). JTa  OLEHKa II03BOJISIET
OIPEIeIUTh HEO0OXOUMOCTh IPOBEJIEHUsI UCCIIe10BaHUH Ha
HETIOJIOBO3PEJILIX  MKUBOTHBIX, YCTAaHOBUTH CPOKH HX TIPOBENEHHUS 10
OTHOILIEHHUIO K KIIMHUYECKUM HCCIIeIOBAHUSIM.

91.1lpu mpoBeAeHUH MOJTOCPOUHBIX KIIMHHYECKMX HCCIEIOBAHUN ¢
yyacTHeM JeTel, eciau Tpedyercs OIeHKAa TOKCHYHOCTH B OTHOILIEHUH
HETI0JIOBO3PENBIX JKUBOTHBIX, JOKJIMHUYECKHE HCCASTOBAHHS HEOOXOIUMO
3aBEPIINTH JI0 Hayasla HCCIeqOBaHHUIA.

92.1lpoBeneHre  JOJITOCPOYHBIX  MCCIEJOBAHMUA TOKCHMYHOCTH B
OTHOIIEHUH HETOJIOBO3PEIBIX KMBOTHBIX HEOOXOAMMO B CllyyasiX, €CcjH
JeTCKasl IMOIYJIALMS sBJISETCS OCHOBHOW MOIYJIsSILKEH, KOTopas IOJIy4aeT
JIEKapCTBEHHBI  mpernapar, a B  NPOBEJACHHBIX  JOKJIMHHYECKUX
UCCIIEIOBAHUSIX Ha JKUBOTHBIX OOHapyKeHbl IIOTEHLHAJIbHBIE
OHTOr€HETHYECKUE PHCKH (TOKCHKOJIOrMUYeckHe WM (DapMaKoIOTHUECKHE)
JUIsl OpraHOB-MHUIIEHEH. JTO MOMKET OBITh JOJATOCPOUHOE JOKIHHUYECKOE
HCCIIEJOBAaHKE, HAYaTOe HA )KMBOTHBIX COOTBETCTBYIOIIETO BO3pacTa M BHJA,
C COOTBETCTBYIOIIMMH KOHEYHBIMM TOYKAMH [l aHaJIM3a TaKoro
OHTOTEHETHYECKOTO pucka (Hampumep, |2-MecsuHOe HCCIEeI0BaHUe HA

cobakax (KOTOpoe IIpH 5TOM MOKET BKITFOUaTh B ce0sl BeCh [IEPUOJI pa3BUTHs
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cobak) wiu 6-MecsiuHOe HUCCliefloBaHue Ha Kpbicax). Y JIOOOro u3 BHIOB
KUBOTHBIX [IONYCKAETCsl ajanTalus JaHHOro Ju3aiiHa JJOKJIMHHYECKOTO
MCCIIEIOBaHUsl B IeNAX 3aMeHbl MM COOTBETCTBYIOIIETO CTaHIApTHOTO
JOOJITOCPOYHOTO  JOKJIIMHUYECKOTO  HMCCIEAOBAHHMS M OTJEJIBHOIO
JOKJIMHUYECKOTO UCCIIEIOBAHUS HAa HEIOJIOBO3PEIIBIX KUBOTHBIX.

93.Jlo Havasia JOJICOCPOUHBIX KJIMHUYECKHX HCCIEHOBAaHUH ¢
ydacTheM JIeTell HeoOXOAMMO OIpeleNuTh LeNecoO00Pa3sHOCTh MPOBEIEHHS
MCCIIEI0BAaHUS KaHLIEPOTeHHOr 0 MoTeHlnana. BMecre ¢ TeM npu oTCyTCTBHH
CYLIECTBEHHOH  NpUYMHBI  JUldl  ONAceHuil  (HampuMep, MPHU3HAKH
EHOTOKCUYHOCTH IO pe3yJbTaTaM pa3HbBIX WCCIEIOBAaHMM, HalU4He
[IPOKAHLIEPOIEHHOI0  pUcKa, OOYCJIOBJIIEHHOTO MEXaHHM3MOM  JeHCTBHS
JEHCTBYIOLIEro BeLeCTBA, WM HaJIWYMe [aHHBIX, BBISBICHHBIX IIPH
IIPOBEAICHNUHU UCCIEI0BaHMH 00I1el TOKCUUHOCTH) He TpeOyeTcs MpoBeIeHHE
MCCIIE0OBAaHUM KaHLEPOTeHHOI0 MOoTeHLHaa sl 00OCHOBAHHUSI TPOBEIEHHUS

KJIIMHUYECKHUX UCCIIeOBAHUM C Y4aCTHEM JeTel.

XIV. UccnenoBanne HMMYHOTOKCHYHOCTH

JIEKapCTBEHHOI'O Ipernapara
94.HoBble  JiekapcTBEHHbIe — Mpenapatbl  JUISI  MEIULIMHCKOIO
OPUMEHEHHs TIOJJIEKAT OLEHKE B LENIX I[OATBEPIKICHHS  HATMYMS
MMMYHOTOKCHMYECKOIO0  IOTEHLHala C  I[POBEACHUEM  CTaHAapTHEIX
TOKCHKOJIOTUYECKHUX MCCIIEIOBAaHUM M JOTOJHUTEIbHBIX MCCIIeOBAHUM
UMMYHOTOKCHYHOCTH Ha OCHOBE aHallu3a 3HAYMMOCTH JIOKa3aTelILCTB
[IOTEHLHAIIBHOW UMMYHOTOKCUYHOCTH JIEKAPCTBEHHOTO Tperapara, BKIIIovas
MMMYHOOIIOCPEIOBAHHbIE ~ CUTHa/lbl, IOJIy4YeHHBIE MPH  MPOBEJACHHUH

CTaHJAPTHBIX TOKCUKOJIOTUYECKHX UCCIIeIOBAHUM.
95.Ecii  mokaszaHo IpOBEAEHUE JOMOJHUTENbHBIX HCCIeHOBAHUM

HMMYHOTOKCHYHOCTH, HX H€O6X0,ZLI/IMO 3aBEPHIUTE 10  SKCIIO3HMLHH
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JIEKaPCTBEHHOTO Ipernapara y OOJIbIIOH MOIMYJISIIUK MAUeHTOB (HalpuMmep,

[T (pa3bl KIMHUYECKUX UCCIIeIOBAHMI).

XV. Uccnenosanue hoTode30macHOCTH
JIeKapCTBEHHOTO Tpernapara

96.enecooOpazHocTh M CPOKM  TPOBENEHHUS  MCCIIEOBAHUS
porobe3onacHOCTH MO  OTHOIIGHHIO K OKCIO3MIMH  JIEKAPCTBEHHOIO
npernapaTa y 4ejioBeKa OIpeeIsiFoTCs:

a) OTOXUMHUIECKHUMH CBOICTBaMHU MOJIEKYJTBI (Hanpumep,
boToabcopOMs 1 GOTOCTAOUIBLHOCTS);

O)cBegeHusIMM O  (OTOTOKCHYECKOM  IIOTEHIMANE  XUMHUYECKH
POACTBEHHBIX COCTUHEHUIA;

B) pacripe/ie/ieHueM B TKAHSX;

I') KITUHUYECKUMHU 1701031 TOKJIMHUYECKUMHU TIPOSIBIICHUSIMH,
CBUJIETENBCTRYIONUMH O (POTOTOKCHUHOCTH.

97. Heo0Oxo1MMO IIPOBECTH MepBOHAYAIIEHY IO OLICHKY
(OTOTOKCHYECKOTO MOTEHIHAIA HCXOJs M3 (POTOXMMHUECKHX CBONCTB U
(papmakosoruyeckoro  (XMMHYECKOro) Kjacca. Ecau  oneHka  Bcex
JOCTYIHBIX JAHHBIX U [peJlaraeMoro rjaHa KIHHHYECKUX HCCIIEJ0BAHUMA
CBUCTEIBCTBYET 0 MOTEHIHAILHOM CYLIECTBEHHOM pHCKe
(QOTOTOKCHYHOCTH  JUIsl  4eloBeka, B  aMOyJaTOPHBIX  KIMHHUYECKUX
MCCIIEA0BAHUAX HEOOXOJMMO IPeIyCMOTPETh COOTBETCTBYIOIIME MEPEI
3aIUTHL.

98.B LEeJIsIX [1OJIyYeHUsI CBEJICHUH 0 OTEHUMATIbHOM
(pOTOTOKCMUECKOM pPUCKE JIEKApCTBEHHOT'O IIperapara i 4YejoBeKa H
OIpeNeNeHns] HEOOXOMMMOCTH  JalbHEHMINEro M3y4YeHHs BBINIOJIHACTCS
JIOKJIMHUYECKAs OLEHKA paclpe/ielieHts JIEKapCTBEeHHOTO TIperapara B KOXKe

W TJia3ax. HpH H€O6XOI[HMOCTH [NPOBOAUTCA SKCICPHUMCHTa/IbHAas OIICHKA
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(IoKNMHUYeCcKasl OLEHKA in Vitro WU in vivo JuO0 KIMHUYECKas OLIEHKA)
(pOTOTOKCHYECKOr0 TIOTEHLMANA JIO0 SKCIIO3UIUU JICKAPCTBEHHOTO IIperapara
y 6onpmroro uuena nauuentos (111 daza kMHUYECKUX HCCIIeTO0BaHMIA).

99.B KayecTBe AIbTEPHATUBBI [IOIIaroOBOMY MOJIXO1Y,
npeycMOTpeHHOMY ItyHKTamu 97 u 98 nacrosimero PykoBojcTBa, B Xone
JOKITMHUYECKUX WJTH KIIMHUYECKHX UCCIIeJOBAaHUI MOXKHO MTPOBECTH TPSAMYIO
OUEHKY (DOTOTOKCHYECKOIO MNOTeHIMana. Eciu  pe3yabTaTsl  Takoro
UCCIIeIOBaHUS OTPULATEILHEI, IPOBEICHUE paHHEH OLEHKU pacIpeiie/ieHus
JIEKapCTBEHHOTO Mperapara B KOKE U IJ1a3aX M 3alllUTHBIX KIHHUYECKUX Mep
He Tpedyercsi.

100.Eciin pesynpTaThl IpOBEJEHHUS OIEHKH  (POTOTOKCUUYHOCTH
CBUJCTEIBCTBYIOT O MMOTCHIHAILHOM  (DOTOKAHLEPOIeHHOM pPHCKE, Y
MalMeHTOB 3TOT PHCK OOBIYHO B JOCTATOYHOH CTENCHHW KOHTPOJIUPYETCS C
MPUMEHEHHEM 3allMTHLIX MeEp, BKIIOYAIOIUX B ce0sl MpeoCTePEKEHHE B
MH(YOPMHUPOBAHHOM COIJIACMM M B MHOOPMALUKM O 3aperMCTPUPOBAHHOM
JIEKapCTBEHHOM npernapare. IIpoBenenue UCCIeIOBaHUI
(pOTOKAHIIEPOreHHOCTH HA TIPhI3yHAX C MCIOIB30BAHUEM JOCTYIHBIX
MoJienielt (HampuMep, MCCIEIOBaHUE C ydacTHeM OeCHIePCTHBIX I'PhI3yHOB)
I 000CHOBaHUSI pa3pabOTKH JIEKAPCTBEHHBIX IIPENapaToB CUYMTAETCS
HelelecooOpasHbIM M, Kak IpaBmiio, He Tpebyercs. Ecim uccnenomanus
(pOTOTOKCHYHOCTH YKA3BIBAIOT Ha HAIMYHE (POTOKAHIEPOrEHHOTO PUCKA 1
CYHIECTBYET COOTBETCTBYIOLIAS METOJMKA H3ydeHHUs (OTOKAHIIEPOTEHHOIO
JEWCTBHsI JIEKApCTBEHHOIO IIpernapara, TaKoe HCCeOBaHHe HeoOXOIUMO,
KaK IPaBUJIO, 3aBEPLINTH JIO PETUCTPALIMK 3TOTO JIEKapCTBEHHOTO Ipernapara,

a Cro pe3ylibTaThbl HGO6XO,[[I/IMO YUYHTBIBATH NIPH OLICHKE pUCKa JIs YeJIOBEKa.
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XVI. JloknuHuueckast OleHKa pa3BUTHs
JIEKapCTBEHHOH 3aBUCUMOCTH

101.B orHOmeHNK AeHCTBYIONMX HA LEHTPAIbHYIO HEPBHYIO CUCTEMY
JIEKAPCTBEHHBIX MPENapaToB HE3aBHCUMO OT UX IMOKA3aHUsl K IPUMEHEHHIO
HEeOOXOJMMO OLEHHTb PUCK pasBUTHs JIEKAPCTBEHHON 3aBHUCHMOCTH.
JIOKJIMHUYEeCKHe HCCIIeI0OBAHUS JOIKHBI 000CHOBBIBATE:

a) IM3afiH  KJIMHUYECKOM  OUEHKM IOTEHNMANA  BO3HMKHOBEHMUS
JIEKapCTBEHHOM 3aBUCUMOCTH;

O)orpesenenue  yclIOBUH  OTIyCKa JIEKAPCTBEHHOTO —Iperapara
HaCeJIeHHI0;

B) cocTaByieHue HHPOPMAIUH O JIEKAPCTBEHHOM IIpernapare.

102.11pn nnaHUpOBaHUH MCCIIENOBAHMMN, BKIIIOUAIOIIUX B Ce0s OLICHKY
BO3HMKHOBEHMSI JICKAPCTBEHHOM 3aBUCHUMOCTH pa3peliaeTcsi UCHOIb30BaTh
PYKOBOACTBA 110 IMPOBEJCHHIO JOKIMHUYECKONH OIEHKH PHCKA Pa3BUTHS
JIEKapCTBEHHON 3aBUCUMOCTH I'OCYIapCTB-UJIEHOB.

103. loknunuveckue JaHHbIC, MOJyYeHHbIE HAa pPAHHHX  HTanax
MPOBENEHUA NOKIMHMYIECKUX MCCIIE0BaHUH JIeKapCTBEHHOIO Tperapara 1o
€ro NePBOro BBEJCHUS YENIOBCKY, HEOOXOAMMO YUHTHIBATH NPH BbISBICHUH
paHHUX  MHJIMKATOPOB MNOTEHIHAILHON  CHOCOOHOCTH — JIEKAPCTBEHHOIO
npenapara BeI3BIBATh PAa3BUTHE JIEKAPCTBEHHOH 3aBucuMocTH. Takue paHHue
UHMKATOPB! BKJIKOYAKOT B ces:

a) papMaKOKWHETHUYECKHIT (bapmMakoaAMHAMUYECKHIA ) poduib
JIEKApPCTBCHHOI'O  Mperapara ONpeNessiomuid  IpOLO/KUTEIBHOCTh €I
JIEUCTBUS;

0) CXOZICTBO XMMHUUECKOH CTPYKTYpBI JIEKApCTBEHHOIO Mperapara ¢
WU3BECTHBIMHU JIeKapCTBEHHbBIMU [IpernapaTamu, BBI3BIBAIOIIUMHU

JICKAPCTBCHHYIO 3aBUCUMOCTD,
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B) MPO(MUIIL CBS3bIBaHMs JEHCTBYIOLIEro BEIECTBA JIEKAPCTBEHHOTO
npenapara ¢ perenTopamu;

I) IOBEeJeHYeCKHe (KJIMHUYECKHE) MPU3HAKH, YCTAHOBJIEHHBIE IIPU
IPUMEHEHUHU JIEKAPCTBEHHOTO Tpernapara B JOKIMHUYCCKUX HCCIIELOBAHUAX
in vivo.

104.Ecnin - no  pesynbraraM — paHHHX ~ 9TaloB  IPOBEJEHMs
TOKJIIMHUYECKUX KMCCIIEIOBaHMI TNOTEHIHMAN JIEKapCTBEHHOTO Tperapara B
YacTH Pa3BUTHsI JIEKAPCTBEHHON 3aBUCUMOCTH HE YCTAHOBIICH, PACIIMPEHHEIE
JIOKJIMHAYECKHE HCCJIEJOBAHMA OTOr0 JIEKAPCTBEHHOTO IliperapaTta Ha
MOJIENSIX OLIEHKM 3aBUCUMOCTH MOTYT He TOTpeOOBaThCsI.

105.Ecimm jeiicTByloliee  BeIIECTBO JIKAPCTBEHHOIO — Ipenapara
IPOSIBIIAET IPHU3HAKM, CXOJHBIE C M3BECTHBIM MNPOQUIEM IPOSIBICHHS
JIEKApCTBEHHON 3aBUCHMOCTHM, MM HMMEET HOBBIM MexaHW3M JIeHCTBUS HA
LEHTPAIbHYIO HEPBHYIO CUCTEMY, IJI1 0OOCHOBAHUS KPYIHBIX KIMHUYECKUX
uccrenosanui (Hanpumep, 111 daser), kak npaBuiao, HEOOXOAUMO MPOBECTH
JOTIOJTHUTEIIbHbIE JOKITMHUUECKHE UCCIIeI0BaHuUSl.

106.Ecnu npoduns  MeTaOoONUTOB W MHINEHM  JeHcTBUS
JIEKAPCTBEHHOIr0  IIperapaTa Yy IPbLI3YHOB COBMNANAIOT ¢  MpohuUiieM
METabONMTOB M MHLICHSIMH JeHCTBUS JIEKapCTBEHHOTO Mpemapara y
YeJI0BEeKa, JOKIIMHUYECKYI0 OIIEHKY pHCKa pa3BUTHS 3aBHCHMOCTH
HEOOXOJIMMO  TPOBECTM  HA  TIpbI3yHax. Paspemiaercss  NPOBOIWTH
MCCJIEIOBAaHMS HAa HEYEJI0BEKOOOPA3HBIX MPUMATaX, €CJIM BBIMOIHSIOTCS 002
CIIE/TYIOIIMX YCIOBHSI:

a)€cTh HEOCIIOpPUMBbIE MPU3HAKM TOTO, UTO KX Yy4YacTHE B
TOKJIMHUYECKUX UCCIIE/TOBAHUSX TIOMOXKET CIIPOTHO3UPOBATh

HOABEPHKEHHOCTL UCJIOBCKA PA3BHTHUIO HeKapCTBGHHOfI 3dBHCHMOCTH,



42

O)HeNmpUMEHUMBl MOJIeIM  M3y4YeHHsT Ha TIpbI3yHaX CIO0COOHOCTH

JIEKAPCTBEHHOT O IIPpEIlapaTa BbI3bIBATL JICKAPCTBCHHYIO 3aBUCHUMOCTD.

107.B nensx MOKIMHHYECKOW OLEHKH PUCKA Pa3BUTHS JIEKAPCTBEHHOM
3aBUCHUMOCTH HarbOoJIee YacTo MPOBOISTCS 3 BUJIA MCCIIEIOBAHHIA:

a) IpeANnoYTeHNe JEKAPCTBEHHOTr O Mpenapara;

0) caMOBBe/IeHHE JICKAPCTBEHHOTO TIpenapara;

B) OLICHKAa OTMEHBI IIpUeMa JIEKAPCTBEHHOTO Mpernapara.

108. MccnenoBanust MpearoyTeHus 1 CaMOBBECHUS JIEKAPCTBEHHOTO
Ipenapara IPOBOJATCS KaK caMOCTOsTEbHbIe dKCTIepUMEeHTHI. 1poBenenue
OLIEHKM OTMEHBl IIpUeMa JIEKapCTBEHHOTO TIperapaTta  pas3peluaeTcs
BKJIIOYUTL B  JM3ailH  HUCCIEJOBAHMUS TOKCHUYHOCTH C  IOBTOPHBIM
(MHOTOKpAaTHBIM) BBEJCHHEM JIEKapCTBEHHOTO TIpemapara Jyisi TPYIIIbI
’KMBOTHBIX C OIIEHKOH 0OpaTHMMOCTH BOCCTaHOBIIeHUSA. MakcuMalibHas 1034,
Ipd KOTOPOHM KOHIEHTpalMs B IUIa3M€ B HECKOJBKO pa3 TPEBBIIIAET
KOHIIEHTPALMIO, ITOJIYYEHHYIO IIPH [PUEME TepaneBTUUECKON KIMHHYECKOM
J03bl Y 4eJOoBeKa, paccMaTpUBaeTcsl KakK MOAXOMSIAs JUIsi Takoi

JIOKJINHUYECKOH OLIEHKM pHUCKa Pa3BUTHUS JIEKAPCTBEHHOMN 3aBUCHMOCTH.

XVIL. Ipyrue uccneqoBaHusi TOKCUYHOCTH
JIeKapCTBEHHOTO MpernapaTa
109.Ecnu  mosyueHHble paHee MOKJIMHUYECKHE WM KJIMHUYECKHE
JIAHHBIE O JIEKAapCTBEHHOM Ipenapare WIH POJACTBEHHBIX JIEKAPCTBEHHBIX
Ipernaparax yKasblBalOT Ha BO3MOXHBIE TpoOJeMbl B OTHOIIECHUH
Oe30macHOCTH ~ JTOIO  JIEKAPCTBEHHOrO  Mpenapata, — Ielecoo0pasHo
[IPOBEJEHUE JIOTIOJHUTENBHBIX HCCIENOBaHWN  (Hampumep, B  LEJIIX
ONlpe/ieNieHus] IOTEHIMANbHEIX OHOMapKepoB i M3Y4YeHHs MeXaHH3Ma
HOeiicTBUS JleKapcTBEeHHOIro rmnpernapata). [lpoBeneHHe HOMOJHUTEILHBIX

JOKJIMHUYECKUX HCCIIeIOBaHUN (HaHpHMep, JJIS BBISIBIICHHM S TTOTCHIMAJIBHBIX
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OMOMapKepoB M3ydeHHs MeXaHW3Ma AeHCTBHS JEKAPCTBEHHOIrO Nperapara)
1eNIeco00pa3Ho, €clIM HPeAbLAyIINe TOKIHHUYECKUE MM KIMHUYECKHE
MCCIIeI0BaHUs JIEKAPCTBEHHOTO npemnapara WU POJICTBEHHBIX
JICKapCTBEHHBIX IIPENapaToB yKa3blBald Ha 0COObIe MPOOIeMEI, CBI3aHHEIE C
0€30MacHOCTRIO JIEKAPCTBEHHOTO Tpernapara.

110.Tlogxoae! k xBanuduKaLuy IpuMeceil U MPOAYKTOB Jerpajalyu
JOJDKHBI ~ COOTBETCTBOBATL  IIpaBMjaM  II0  HU3YUYEHUIO  TpuUMeceit
B JICKAPCTBEHHBIX CPEJACTBAX M YCTAHOBJIEHHUIO TpeOOBaHUH K HUM
B crneuuduKanuax, yTBepKHaeMbIX  EBpasuiickodl  5KOHOMHUECKOIt
Komuccuen. Eenm g xBanmdukanmu npuMecw W MPOAyKTa Jierpaialun
HEOOXOJMMO IPOBEJIeHHEe OTHENBHBIX HCCIEIOBAHUM, HMX JONyCKaeTcs
He npoBoauTh A0 Havana Il ¢asel knmuHMYeckux uccnemosanuid. OnHaKo
eclid B paMKax pa3pabOTKM M M3Y4YEHHsl JIeKapCTBEHHOTO Tpenapara
NPOUCXOMIAT HM3MEHEHHUs, NPUBOJAIIME K 00pa3oBaHUIO HOBOTO TPODUIIs
npuMecei (HampuMep, HOBBIH MyTh CHHTE3a, HOBBIN MPOAYKT Jerpaialii,
oOpazoBaBlLMiics B pe3yibTaTe B3aUMOJICHCTBHS MEXKIY KOMIIOHEHTaMHU
MPOM3BOACTBEHHON peUenTyphl), TpeOyeTcs MpoBelleHHe COOTBETCTBYIOIINX
MCCIE0OBAaHUM KBanM(pUKALMKM TPUMECH U TPOJYKTa Jierpafalud s
000CHOBaHMsl MPOBEIEHMS NOKIMHUYECKUX HccenenoBauuii 11 dasel unm

0oJice MO3/IHUX ATANOB Pa3zpabOTKH JIEKAPCTBEHHOTO Mpemapara.

XVIII. MccnenoBanue TOKCUYHOCTH KOMOMHUPOBAHHBIX
JIEKapCTBEHHBIX MpeapaToB
111.B HacTosiiieM pasmerne OIUCaHbl MCCIENOBAHUS TOKCHUYHOCTH
KOMOMHHMPOBaHHBIX JIEKAPCTBEHHBIX NPENapaToB, KOTOPEIE YIIAKOBBIBAKOTCS
COBMECTHO HIIM BBOJATCA B 1 jexapcTBeHHOH ¢opme (dbukcupoBannas
KOMOMHALMs 103). YKa3zaHHBIE B HACTOSILIEM pasjieie TPHHIMILI TaKKe

MOTYT MPUMEHSTLCS [IPU pa3pabOTKe JeKapCTBEHHBIX MPEenaparoB, KOTOPLIE
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coryiacHo HMH(pOpMauMu O HHUX OyAyT OJHOBPEMEHHO MPUMEHSTHCS ¢
ONIPE/ICJICHHBIM JIEKAPCTBEHHBIM IIPENApaTOM B COCTaBe KOMOHMHHPOBAHHOMN
TEpaNuu (Jaxe eclii OH He OyIeT BXOJUTh B (PHMKCHPOBAHHYIO KOMOHHALIUIO
7103) ¥ 0 O€3011aCHOCTH KOMOUHUPOBAHUS KOTOPBIX MOTYUSHB MUHHUMAILHbIE
KJIIMHUYECKHE CBEJCHHUS.

112.TTonoxenust HaCTOSILIErO pasjiena IPUMEHSIIOTCS IIPU [IPOBEACHUHN
M3y4YeHUsl TOKCHYHOCTH KOMOMHMPOBAHHBIX JIEKAPCTBEHHBIX IIPENapaToB,
COJIEpXAIMX B CBOGM COCTaBe CJEAYIOIME KOMOMHAIMHU JEHCTBYHOIIMX
BEILECTB:

a) ISKapCTBEHHBIN  Ipemapar MpeicTaBisieT coboil  KOMOWHAIMIO
2 NeHCTBYIOLIMX BEIIECTB WK 0oJiee, HAXOMAIIMXCS HA TIO3HEM 3Talle
pa3paboTKH (TO eCTh 3TH JCUCTBYIOIIIE BELECTBA SBISIOTCS COEMMHEHUSAMU
CO 3HAUMTENILHBIM OIBITOM KIMHHYECKOIO NPUMEHEHHMs, JUIs KOTOPHIX
umerores nanuble 1o Il Qase xamumueckux wuccinenoBaHwuii, u (WIK) 5TH
KOMOWHAIIMKM ~ CONEPHKATCsl B 3aPErMCTPUPOBAHHBIX  JIEKAPCTBEHHBIX
npenaparax);

0)eKapCTBEeHHbIH MpemapaTr mpejcTaBiseT coboit  KoMOMHAIMIO,
B KOTOpoH 1 gnelicTByromiee BemiecTBO MM Oojee HAXOASTCS HA MO3IHEM
sTame paspadoTku u 1 nelcTByrolee BemEcTBO MM OoJiee HAXOMSTCS HA
paHHeM dtare pa3paboTKu (TO ecTh BTOpas YacTh KOMOUHAIIMY NPe/ICTaBIIsIeT
co00# COe/IMHEHHs C OrPAHMYEHHBIM OIBITOM KIMHMYECKOTO MPHMEHEHHs,
ANt KOTOPBIX HMEIOTCs  TONBKO gaHHble 1o Il daze wnmuHmyeckux
MCCIIIOBAHUH WJIM  JIlaHHBIE II0 Ooslee paHHUM (asaM KIMHUYECKUX
UCCIIEIOBAHMIA);

B) JICKAPCTBEHHBIA Npenapar IIpejicTaBisieT coboil  KoMOMHALMIO,

B KOTOpOﬁ BCEC ﬂGﬁCTB}’POII.IHC BCHICCTBA HAXOIATCA HaA paHHEM »JTare

pa3paboTKH.
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113.B  oTHouieHun OOJBIIAHCTBA KOMOMHAITHI JIEUCTBYIOMIMX
BEILIECTB, COJEpIKALLMX 2 JIEHCTBYIOIIMX BEUIECTBA, HAXOISIIMXCS HAa
NO3/IHEM HTane pa3padOTKH M MMEIOMIMX JOCTATOUHBIM OIBLIT COBMECTHOIO
KIHHUYECKOr0 MPUMEHEHUs,, B OTCYTCTBHUE CYIIECTBEHHBIX OIACEHU
OTHOCHTEJIbHO  TOKCHYECKOTrO  AeHCTBUS  (HANpUMeEp,  aHAJIOTHYHAS
TOKCHYHOCTh B OTHOIIEHHH OpraHa-MHINEHH) IPOBEACHUE JOKIMHHYECKUX
ucCieJoBaHui KOMOMHAUMK Ui 00OCHOBAHHS MPOBEJEHHUS KIMHUYECKHX
MCCIIeIOBAaHUN W PErvCTpaluy JIEKapCTBEHHOrO Ipemapara He Tpebyercs.
OnaceHust OTHOCUTENIBHO TOKCHYECKOTO JEHCTBHS YCTAHABIUBAIOTCS UCXO/Is
M3 TpaHull 0e30IMacHOCTH JICKAPCTBEHHOTO TMpernapara W BO3MOXKHOCTH
MOHHUTOPHHIA HEXKENaTeJbHBIX peaknuil y uejoBeka. Eciii uccieqoBaHue
NPOBOJIUTCSL B MEJIAX IIOMCKA IPUYMHBI BO3HUKIIMX TIPH pa3paboTke
KOMOMHHMPOBAHHOI'O JICKAPCTBEHHOTO TMperapaTa OIaceHHH OTHOCHTEIHHO
ero  TOKCHYECKOro JEHCTBHUsS, TaKOe MCCIEeJOBAaHHWEe, Kak IpaBHIIO,
HEOOXOMUMO  3aBEepIIMTh [0 Hayajla KIMHUYECKHX  HWCCIIeOBAHUM
KOMOMHMPOBAHHOTO JIEKAPCTBEHHOTO TIperapara.

114.IIpoBeaeHre MOKIMHUYECKUX HWCCIeNOBAHUE I 00OCHOBAHUS
OpOBENEHHs HEOOJBIINX, OTHOCUTEIBHO KPATKOCPOUHBIX KIMHUYECKUX
uccneoBanuil  (Hampumep, uccnenoBanuit I ¢assl  mccmenoBaHus
NPOJIOJDKUTENIBHOCTRIO 10 3 MecsiieB) He TpeOyercsi B ciydae, e€cid B
OTHOLICHHH JICKAPCTBEHHBIX IPENaparoB, COJAEpKAIIMX 2 JeHCTBYIOIIIX
BellecTBa W Oojiee, HAXOJAANMXCS Ha IO3JHEM OTare pa3paboTKu, He
MMEETCsl JOCTATOYHOI'O OIbITa COBMECTHOI'O KJIMHUYECKOTO NPUMEHEHHS, HO
Ha OCHOBaHMM MMEIOIIMXCS NAHHBIX HET TPUYUH JUIS CYIIECTBEHHBIX
OIMAaCeHUH OTHOCHUTENBHO TOKCHUYECKOro JIeHWcTBUs. Bwmecrte ¢ Tem s
MPOBEACHHUS IPOJOJDKUTENBHBIX WIH KPYIMTHOMACIITAOHBIX KIMHUYECKUX

HCCHGHOB&HI/II\/JI, a TakKXe M PCrucTpanuu JIEKapCTBCHHOTO ImpeliapaTta



46

[POBEJCHHE JOKIMHMYECKUX HCCIIEIOBAHUN  YKa3aHHBIX KOMOMHALMA
00s13aTesILHO.

115.TIpoBenenue TOKCUKOJIOTHYECKUX ycclieJ0BaHui
KOMOMHHMPOBAaHHBIX  JIEKAPCTBEHHBIX  MpenaparoB s 0OOCHOBaHUS
IPOBEJEHUST MX KIMHUYECKUX HUCCJICAOBAHUN  MPOJIOIDKHTEILHOCTHIO
no 1 wmecana c¢ npoBepkod 0O€30MaCHOCTH TakKUX KOMOWHMPOBAaHHBIX
JIEKapCTBEHHBIX IIPENapaToB He TpeOyeTcs B cilydae, eCiH JeKapCTBEHHbIH
penapar sBJjisgeTcss KOMOMHAIMEH BeIecTB, HAXOASMIINXCS Ha paHHeM dTarle
pa3pabOTKM U UMEIOLINX OIBIT KIMHUYECKOrO TMPUMEHEHHS, ¢ BELIECTBAMH,
HaXOJMIUMUCA Ha IIO31HEM »JTarne pa3paboTKH W He HMEIOIIUMHU
YCTaHOBJIEHHOI'O TOKCHYecKOro BozjedcTBus. [lpm sToM KimHMYeckoe
UCCIIeIOBAaHME TaKuX KOMOWHalMi He JOJDKHO IO IPOAOJDKUTEILHOCTU
[IPEBLIIIATh KIWHWUYECKUH OMNBIT TPUMEHEHHS OTHCIbHBIX KOMIIOHEHTOB.
Ecin ximHuueckue MccleoBaHUS MPOBOMASITCS Ha OoJsiee MO3IHEM OJTare
pa3paboTku KOMOWHHMPOBAHHOTO JIEKAPCTBEHHOI'O IIpernapara WX HMEIOT
OOJBITYIO POJIOJDKUTETLHOCTE, 190'¢ HEOOXOAMMO 000CHOBATH
JOKITMHUYECKUMH TOKCUKOJIOTHYECKUMHU UCCIICOBAHUSIMHU KOMOMHALIUH.

116.B  oTHOmIEHMM JIEKapCTBEHHBIX NpENapaToB, COIEPKALINX
KOMOMHaIUIO 2 NelCTBYIOLMX BelIecTB U OoJiee, HAXOSIIMXCS HA pAHHEM
sTame  pa3paboTku, Juis  0OOCHOBaHMS — TMPOBEHEHUS  KIMHUYECKUX
HCCIIeJOBaHUM HEOOXOIMMO TPOBECTH JOKJIMHUYCCKUE TOKCHKOIOTHUYECKHE
UCCIIE0BAHUS TAKOW KOMOWHAIINH.

117.Ecnm B OTHOIIEHHM OTAEIBLHLIX KOMIIOHEHTOR JIEKapCTBEHHOIO
npenapara u3 KOMOMHAIUU 2 JeHCTBYIOIIMX BEUIECTB B OoJlee, HaxosAuXcs
Ha paHHeM DJTane  pa3paboTKH, I@poBeJeHa IIOJHAs  [porpaMma
JOKIIMHUYECKOH pa3paboTKu, Ui 00OCHOBaHUs INPOBEJCHUST KIHHUYECKUX

I/ICCJ’IGI[OBEIHI/Iﬁ TaKOoro KOM6HHHpOBaHHOFO JICKAPCTBEHHOI'O IIpenapara
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TpedyeTcs [IpOBe/icHUE JOKITMHUYECKOT 0 TOKCHUKOJIOTHYECKOI'O
MCCIIEIOBAHMS MIPOIOJDKUTEIIbHOCTBIO SKBHBAIEHTHON POJOKUTEILHOCTH
KIMHUYECKOTO  MCCieoBaHus, HO He ©Oonee 90 jHeill BBeucHUS
JIEKapCTBEHHOTO Mperapara.

st onobpenust perucTpanuy KOMOMHHPOBAHHOIO JIEKAPCTBEHHOIO
mpemapara  HeoOXOAMMO  IpeACTaBIEHHE  PE3YJIbTATOB  YKA3aHHOTO
90-IHEBHOTO ~ TOKCHKOJIOTMYECKOro uccienoBanus. OpHako B ciaydae
KPaTKOBPEMEHHOW  IIPOJOJDKUTEIBHOCTH  [IAHUPYEMOI'0  KJIIMHHYECKOTO
IPUMEHCHUST JIEKAPCTBEHHOrO IIpernapara B LEJNsSX €ro perucrpanuu
paspelaeTcs pecTaBlIeHue pe3yIbTaToOB IIPOBEACHHUS TOKCHKOIOrMYECKOTO
HCCIIEJOBAHUS KOMOUWHAIIUH NENCTBYIOLIUX BEIIIECTB MEHBIIIEN
POJOIIKUTEIIBHOCTH.

118. luzaiin  NOKIMHUYECKMX MCCIIIOBaHMH, PEKOMEHIYEMbIX IS
OIpeJeIeHUs] XapaKTePUCTUK KOMOMHAIIUN TEHCTBYIOMIHNX BENIECTB, 3aBUCUT
OT (hapMaKOJIOTHYECKOIr0, TOKCHKOJOTHYECKOT0 U (hapMaKOKMHETHIECKOTO
npoduiel OTAEeIbHBIX KOMIIOHEHTOB, MOKA3aHUN K MPUMEHEHMIO, 1[eJIeBOU
MOTYJISALNAN TAUUEHTOB U UMEIOIITUXCS KITMHUYECKHUX JaHHBIX.

119. loknmuHryeckue  UCCIeNOBAaHUS KOMOWHAIMKM  JEeHCTBYIOIINX
BEIICCTB B COCTaBE JIEKAPCTBEHHOI'O IIpenapara HeoOXOIUMO, KaK MpaBuilo,
MPOBOJIUTH C yyacTHEM 1 peneBaHTHOro BUJA XKUBOTHHIX. [lpu BeIsBIEHHH
HENpeABUIEHHON TOKCUYHOCTH pa3pellaeTcsl IPOBeIeHHE JOMOTHUTEILHBIX
UCCIIEIOBAHUN.

120. Eciii B OTHOLIEHUH OT/JIENIbHBIX KOMITOHEHTOB KOMOMHUPOBAHHOIO
JIEKapCTBEHHOIO TIperapara roJiHas IporpaMMa JOKIMHHUECKOH pa3paboTKu
HE BBINOJIHEHA, pa3peliaeTcs MPOBECTH NOJIHY NPOrpaMMy JTOKJIHHUYECKIX
TOKCHUKOJIOTMYECKMX WCCIIEJI0BAaHUH HCKITIOYHTENBHO B OTHOIIEHUH BCeil

KOMOMHAIIMK JIEHCTBYIOIINX BEIIECTB B COCTABE JIEKAPCTBEHHOTO TIperapaTa
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NpH  YCIIOBMH, YTO OTAC/IbHbIE KOMIIOHEHTHI O5TOH  KOMOHMHAIUH
NpeHa3HaYeHbl ~ MCKJIIOYUTENIbHO  JUIsl  TPUMEHEHHs B COCTaBe
KOMOMHMPOBAHHOTO JIEKAPCTBEHHOT'O Tpemapara.

121.Eciin oraenbHble  KOMIIOHEHTHI KOMOWHAIMU  TEHCTBYIOLIMX
BELIECTB OBUIM M3YyYEHBI B COOTBETCTBHHU ¢ akTamu opranos Corosa B chepe
obpamienyst JIGKapCTBEHHBIX CPENCTB, sl OOOCHOBAHUSI IIPOBEIEHMS
KJIMHUYECKUX HCCJIEIOBaHUM ¥ PErucTpaldd JIEKApCTBEHHOrO Ipernapara
NpOBEJIEHHE  UCCIENOBAHUNA  TI€HOTOKCHMUYHOCTH,  (apMakoJIOTHYecKOoil
O€30macHOCTH M KAHLUEPOIeHHOCTH KOMOWHAIIMH, KaK IpaBUIIo, He
TpeOyeTcsl.

122.Ecnn  momynsiiys TalMEHTOB BKJIIOYAeT B ce0s JKEHINUH C
JETOPOAHBIM IOTEHIMAIOM, a pPe3yJbTaThl MCCIEAOBAHUNA OTIEIbHBIX
KOMIIOHEHTOB CBMJIETENLCTBYIOT 00 dMOpuodeTanbHOM pPUCKE, MPOBOIUTH
WCCIIeNIOBaHMs KOMOMHALUU He TpeOyeTcs, IOCKONBKY ViK€ BbISBIIEHA
NOTEHIMAIbHAs OMACHOCTB JUJist SMOpUOQEeTANILHOTO Pa3BUTHS YEIOBEKA.

123.Ecnu  pe3ynbTaThl TPOBENICHUS JOKIMHUYECKUX HCCIIEL0BAHMIM
5MOpHOETANTEHOTO PA3BUTHS CBUJICTEILCTBYIOT O TOM, YTO HH OJMH W3
KOMIIOHEHTOB ~ KOMOMHAUMW  JCHCTBYIOIIMX  BELIECTB  HE  Hecer
OHTOT€HETHYECKOI0 pHUCKA Ul YeJoBeKa, MNPU OTCYTCTBHH OIIACCHUMH
(OCHOBaHHBIX HAa CBOHCTBAX OTAENBHBIX KOMIOHEHTOB), UTO MX KOMOMHAIMS
MOJKET TPEJICTABIATE OIIACHOCTD JJIsl YeJIOBEKa, MPOBEAECHUE HCCIIe0BAHIM
KOMOMHAIMK AeMCTBYIOIIMX BEIIeCTB He TpedyeTcsl.

124.Ecnu  oThenbHble  KOMIIOHEHTBI KOMOWHAIWHM  JIE€HCTBYIOIINX
BEIIECTB M3Yy4YECHBl IIPH TMPOBENACHUM JOKJIMHHYCCKHX HCCIELOBAHUM
3MOpHO(ETATEHOrO pa3BUTHS, HO TpeOyeTcs MpoBeieHre SMOPHOpETalbHBIX

WCCIIEIOBAaHMA KOMOMHALIMU JIEHCTBYIONMX BEIIECTB, PE3YJIbTaThl TAKHUX
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UCCIIEZIOBAHNI HEOOXONAMMO TPEeNCTaBUTEL JJIsi 0OOCHOBAHUSI PETUCTPALIUN
/"‘ "T‘:‘,‘-.?:h\




IMPUJIOXKEHUE Ne 1

K PYKOBOJICTBY 110 HOKITUHUYECKUM
HCCIIeIOBAHUSIM 0€30IacHOCTH
B LEJISAX NPOBEACHMS KIMHUUYECKHX
UCCIIC/IOBAHUM U perucTpaluu
JICKapCTBEHHBIX MTpenapaTon

TPEBOBAHUSA
K COCTaBJIEHHIO JOKYMEHTOB 0 JOKJIHHHYECKHUX
HCC/IeOBAHUSX /ISl CMEIIAHHBIX PErHCTPANMOHHBIX JOChHe
JIEKAPCTBEHHBIX NPeNapaToB

I. Obnactb npruMeHeHus

1. Psiit siexkapCTBEHHBIX IPENapaToB, IPUMEHSEMBIX B MeIHMIHMHCKOMN
NpaKTHKe B TEYCHHC MIUTEILHOTO BPEMEHH, COLEPIKHT IEHCTBYIOLIME
BEILECTBA, TAHHBIC O JOKIHHUYECKOM HCCIIEIOBAHUM KOTOPBLIX OrpaHUYEHb!
WJA OTCYTCTBYIOT. JUJIsl OLIEHKM PUCKOB, CBSI3aHHBIX C IIPUMEHEHHEM TaKKMX
JICKAPCTBCHHBIX TIPENApaToOB, W BO H30eXKaHHWE IIPOBENCHHS MOBTOPHBIX
SKCTIICPUMCHTOB Ha JKMBOTHBIX B HACTOSALIEM IOKYMEHTE OINpeielsieTcs
MUHUMAJIBHBIE 00beM TOKIMHUYECKUX MCCISTOBAHMI TaKHX JIeKAPCTBEHHBIX
[Ipenaparos.

2.TlonoxeHusl  HACTOSAIIEro  JOKYMEHTa PACIPOCTPAHSIOTCS — Ha
JICKApCTBCHHBIC MPETIApAThl, IEHCTBYIOLIEE BELIECTBO KOTOPBLIX, OTHOCUTCS K
TPYMITe XUMHUYECKUX JEHCTBYIOIMX BEIIECTB ¢ H3BECTHBIM XHMUUYECKUM
CTPOEHUEM.

3. IlonoxeHusl HACTOAETO JOKYMEHTA He PacIpOCTpaHsioTcs Ha
Ouosnoruueckue, OHOTEXHONOTHYECKME M JIEKAPCTBCHHbIE pacTUTeNbHbIE

[Ipenaparksl.



4.Tlon  cMellaHHBIM — PErMCTPALMIOHHBIM  J0CHE  JIEKAPCTBEHHOTO
npenapara [OHUMAETCs BHJ PErMCTPALMOHHOTO JIOChE JIEKAPCTBEHHOI'O
npenapara, B KOTOPOM MOJYJIM 4 U 5 mpelcTaBisioT coboi KOMOUHAIINIO
pe3ysnbTaToB  COOCTBEHHBIX [OKIMHUYECKMX W (MJIM)  KIMHHYECKHX
UCCIICIOBaHUH ¥ o030pa  (hapMako-TOKCHKOJIOTUYECKHX  CBOMCTB
JIEKapCTBEHHOI'0 Iperapata Ha OCHOBE OIYyONUKOBAHHBIX B HAay4HOM
MEIULUHCKON JIMTepaType CBEAEHMH C YyKazaHueM OuOIMorpapuueckux
CCBIIOK (BK/IOYas HayuyHble pabOThI, KIMHUYECKUE HCCIENOBAHMUS, TAaHHbIE
NOCTPErUCTPALUOHHOIO OTBITA, ITIOJyYEHHOTO IO Pe3yJsbTaraM IHHPOKOro
KJIMHAYECKOro  MPUMCHEHMs JIEKAPCTBEHHOIO Hpenapara 4eJoBeKOM).
JlaHHble, comepkammecs B CMELIAHHOM  PETHCTPALMOHHOM  JOCHE

JICKAPCTBEHHOI'O Mpenapara Imo3B0JIAKT OLEHUTE 0e301macHOCTD IIPUMEHCHM I

TAaKOI'o JICKApCTBEHHOTO IIperapara.

II. IOKyMEHTHI O JOKITHHHYECKUX MCCIIEIOBAHUSIX
1. Oburue monoskeHust

5.TlpoBenienne MOKIMHMYECKUX HCCIEI0OBAHMN, Kak TMpaBHIO, He
Tpebyercst B cilydae, eciii HMEeTCsl NOCTATOYHBIA HajJiexaluM o6pa3zoM
JAOKYMEHTHPOBAHHBIN OIBIT KIMHMYECKOTO TIPUMEHEHHS JIJISl YCTAHOBIICHMUS
BCEX  aCIEeKTOB  KIMHUYECKOM  s(dekTuBHOCTH U 6e30MacHOCTH
JIEKApCTBEHHOTO TIperapara.

6. JlokIMHIYeCKHe UCCleIOBAHIS HeOOXOAMMO MPOBOJUTE B CIydae,
ecmu  (papMaKOJIOrMYeCKUi KJIACC BENIECTB, K KOTOPOMY OTHOCHTCS
JIEKApCTBEHHBIM  Mpermapar, WM ONBIT KIMHMYECKOTO  I[IPUMEHEHHs
JIEKAapCTBEHHOIO  Iperapara BBI3BIBAIOT  OOOCHOBAHHBIE OMACEHHS O

HeOe30MmacHOCTH IIPUMEHCHHS TAKOI'0 JIEKapCTBEHHOI'O IMpernapara WA B



Cily4dae, €CJIM BO3HHKAET NOJO03pPEHHE B OTHOIICHHH HeOe30MacCHOCTH ero
IIPUMEHEHHSI.

7.OTCcyTCTBHE  OTJENBHBIX  JIOKIMHHYECKHX — HMCCiIemnoBanuil (B
YaCTHOCTH, UCCIIeI0BaHUH pPenpoOayKTUBHOMN TOKCUYHOCTH,
IF€HOTOKCHYHOCTH M KaHLEPOT€HHOCTH) SIBISIETCS OCHOBAHUEM JUUIS HAJIMUUSsI
y YHOJHOMOYEHHOr0 OpraHa (SKCIIEPTHOM OpraHu3aluu) rocyiapcersa —
gjieHa EBpa3uiickoro 3KOHOMHUYECKOTO COI03a OmMaceHuil 0 HeGe30macHOCTH
JIeKapCTBEHHOr0 mpenaparta. Ecnau sekapcTBeHHBIM npenapar crmocobeH
BBI3BIBATL TOKCHUYECKHE 3(PQEKThl, KOTOpbIC TPYJHO HIH HEBO3MOXKHO
OOHapyXUTh B paMKax KIMHHYECKOI0 H3YYeHUSI DTOTO JIEKAPCTBEHHOTO

Iperapara, Tpe6yeTc;1 NMpoOBEACHUE NOK/IMHHUYCCKUX WUCCJIEIOBAHUM.

2. OTnenpHBIE BUAB! JOKJIMHUYECKUX UCCIIe10BaAHUH

TOKCHYHOCTB IIPK OJJHOKPATHOM U TIOBTOPHOM
(MHOTOKpaTHOM) BBEJIEHUH JIEKAPCTBEHHOTO TIpenapaTa
8. JlormyckaeTcss He NPOBOJMTH HCCIENOBAHUE TOKCUYHOCTH IIPH
OJHOKPATHOM H IIOBTOPHOM (MHOTOKPAaTHOM) BBEICHHU JIEKAPCTBEHHOTO
nmpemaparta, a TaKKe UCcliefloBaHue ero (apMakoIOTHYECKHX CBOMCTB
(Bkmroyass — McclieoBaHHe — (apMakoJOTHUeCcKoi  0e30macHOCTH W
(bapmaxoxMHETHKM) B Cllydae, eCid IUIAHUPYETCsI TIPOBECHUE PErUCTPAIUH

AAHHOT'O JICKAPCTBEHHOI'O Mpenapara ¢ TIIPeACTaBIICHHEM CMEIIaHHOIo

PErucCTpaluOHHOI'O JOCKE.

PerO,HYKTHBHaH H OHTOI'CHETHYECKass TOKCHYHOCTDL

9. 1lpoBenenue JOKJITMHUYECKUX HCCIIEJOBAHUI BIIUSIHUS

JIEKapCTBEHHOTO TMperapara Ha (epTHIBHOCTE U OOIIYI0 PempOAYKTHBHYO



4

(GyHKumrO He TpeOyeTcss NMpH OTCYTCTBMM ONACeHHH O HeGe30NacHOCTH
JIEKapCTBEHHOTO Iperapara.

10. Heo6X01MMO  OLEHNTH MOTEHLHMAN BIMSHHS  PENpOLYKTHBHOI
TOKCHYHOCTH  JIEKApPCTBEHHOrO  Ipenapara Ha sMmOpuoderanbHoe wu
NepUHaTanbHOe  (IIOCTHATAIbHOE) —pa3BUTHE  ueloBeKa. HeoHxommmo
NMPUHUMATE BO BHUMaHWE, YTO JaHHbIE O PEMPOMYKTHBHONH TOKCHUYHOCTH
OOJIBLIMHCTBA JEHCTBYIOMMX BELIECTB MOTYT OBITh JOCTYIHBI B BHIE
(hapMaKOTOKCHKOJIOTHYECKUX CBENEHHI M MOTYT COIEPIKAThCS B HayYHBIX
MyOnrKauusx, HO IPH TOM TaKUX JAHHBIX HEIOCTATOYHO JUTS HAJJIeKaLIeH
OIEHKH 0€30MacHOCTH JIEKAPCTBEHHOTO [IPEnapara.

11.IlpoBenenne wuccaen0BaHMMA sMOpHOdETANBEHON  TOKCHYHOCTH
JICKAPCTBEHHOIO  Mpernapara ¥ €ro BIHMSHHS Ha  [EpUHATAIBHOE
(moctHaTanbHOE) pasBUTHE He TPeOyeTest U KaiIoro CeAyIOMEro ciyyas:

a) TIOJTyYeHbl JIOCTAaTOUHBIEC JIaHHBIE 00 OKCMO3UIMM JIEKAPCTBEHHOTO
npenapara y GepeMeHHBIX ¥ HOBOPOKIEHHBIX

0)JiexapcTBeHHBIH MpemapaT He IMpeAHA3HAYEH JUIS  TPHMEHEHHUs
XKEHIIMHAMH C JI€TOPOIHBIM IOTEHI[UATIOM;

B) ICKApPCTBEHHBIH IIpenapat He NpeaHasHadeH s NPUMEHEHHS BO

BpeMsi OEPEMEHHOCTH U B NEPUOJL TPYAHOTO BCKAPMITHBAHMSI.

['enorokcuunoOCTh

12. Heobxonumo OLIEHUTH reHOTOKCUYECKU [IOTEeHIHAI
ACHCTBYIOIIEr0 BENIECTBA JIEKAPCTBEHHOI'O [IpenapaTa.

13.Heobxomumo  nipuHMMaTL BO  BHUMAHWE, YTO JaHHBIE O
TEHOTOKCHYHOCTH OOJIBIIMHCTBA JIEHCTBYIOIIMX BEILECTB MOTYT OBITh
JOCTYIOHEI B BHJE (PapMaKOTOKCHKOJIIOTMUECKUX CBEJIEHHH W MOTYT

COOCPXKAThCA B HAYYHBIX HY6HI/IK8.U,H}IX, HO TIIpH 5TOM TaKHUX JaHHBIX



HEJ0CTATOYHO JUls HaJIeKalled OLEeHKH Oe30IacHOCTH JIEKapCTBEHHOIO
npenapara. B ciaydyae ecin HEBO3MOXKHO HPOBECTH MOJHOIEHHYIO OILEHKY
MYyTareHHOCTH M (WJIM) XPOMOCOMHBIX TOBPEXKICHHH y ueaoBeKa IIpH
IIPUMEHEHUH TTAHHOTO JICKAPCTBEHHOIO IIperapara, Tpedyercsi MmpoBejeHue
JIOTIOJIHUTEIBLHBIX UCCIIeJOBAHUN HA TeHOTOKCHYHOCTb.

14. B psane cirydyaes paspenaercst 3KCTparojiupoBaTh FTeHOTOKCHYECKHE
CBOMCTBA JApYruX BEIUECTB (HAlpUMep, IUTOCTATHYECKUX CPEJICTB),
NpUHAUISKAIMX K ONPENEJICHHOMY KJIacCy aHaTOMO-TEPareBTUYECKO-
XUMHYECKOH KiaccupuKalnuu, Ha JeHCTBYIOLIee BEIECTBO JIEKAPCTBEHHOIO
npenapara, TPHHAUISKAIIETO K 9TOMY K€ (hapMaKoIOrHYecKOMY Kiaccy.
B Takmx cnyuasx TnpoBeneHME — HCCHIENOBAHMHA  EHOTOKCHYHOCTHU

JIEKapCTBEHHOTI'O ITperiapara He Tpe6y€TCH.

KanueporeHHOCTB

15.TlpoBenenue SKCIIEPUMEHTAILHBIX UCCIIeIOBaHUH
KaHIIEPOreHHOCTH He TpebyeTcs B cllyyae, eCld OTCYTCTBYIOT MOJ03PEHHUS B
OTHOLUICHUM HAJIMYUSA y JEHCTBYIONIETO BeLeCTBA KaHIEPOreHHOIo
[IOTEHLIMATA.

16.B ciyuae BO3HMKHOBEHMS MOJO3PCHUS B OTHOIUCHWM HAJIHYMS Y
JICHCTBYIOIIEr0 BEUIECTBA KaHLUEPOIEHHOro IIOTeHLHANa MpH NPUHSATHHI
paspaboTUMKOM JIEKAPCTBEHHOIO IMperapara pelieHus 0 HeoOXOIUMOCTH
POBEIECHHUSI COOCTBEHHBIX DKCIIEPUMEHTATILHBIX HCCIIeJOBaHNH
KaHI[EPOreHHOCTH HEOOXOAMMO YUUTHIBATE CIIEAYIOIINE OOCTOSTEHCTRA;

a) BIMsSHUE TIOJIOXKUTEIBHOTO pe3ysibTarta TaKMX HCC/IeJOBAHUN Ha

OIICHKY COOTHOLICHHUS «IOJIb3a — PUCK,



6

0) IpOrHO3MPYEMOCTh MHIYKIIMU OIIYyXOJIel HAa OCHOBAHUK PE3Y/ILTATOBR
IPEALIAYIIMX HCCIEeI0BAaHUN  MEHCTBYIOMMX BELICCTB C aHAJIOTMYHOM
MOJICKYJISIPHOM CTPYKTYpOH M (MIJTH) MEXaHU3MOM JICHCTBUS;

B) 0OOCHOBAHHOCTH IIOJIO3PCHMUsI B  OTHOIIEHHH KaHLEPOTeHHOIO
JEHCTBUS  JIGKAPCTBEHHOr0  Tpemnapara  (HaJM4YdMe  MOJOKHTENBHBIX
pe3yJbTaTOB HUCCHENOBAHUH €ro TIeHOTOKCHMYHOCTH) M BO3MOYKHOCTB
YCTpaHEHUsl 5TOrO IMOJ03PEHUS MOCPEICTBOM IPOBEACHUS JIOMOJIHUTENBHBIX
HCCJIEJOBAHMH €r0 FreHOTOKCUYHOCTH (TJIaBHBIM 00pa3oM in vivo);

r) 0OOCHOBAaHHOCTH IMOJO3PEHHS B OTHOIICHWH KaHIEPOreHHOIO
JENCTBUSA JIEKAPCTBEHHOTO IIperapara, MoATBePKACHHOTO MOJIOKUTEILHBIMA
pe3ysbTaTaMu SIUJAEMHONIOTHYECKMX HAOMIOJeHUH y YenoBeka (Harpumep,
3CTPOTE€H-UHAYLUPOBAHHBIE OIYXOIH MOJOUHOH JKeJIe3hl);

J)HajlM4ue B PErUCTPALMOHHOM JIOChE JIEKApPCTBEHHOTO Ipenapara
HAayYHBIX JaHHBIX HEOOXOAUMBIX ISl YCTPAaHEHHs! TIOO3PEHHS B OTHOLIEHUN
KaHLEPOreHHOro IMOTeHIMana AeHCTBYIONIero BeLIecTBa JIEKapCTBEHHOIO
npernapara.

ToKcHKOKMHETHYECKHE NaHHBlE TPeOyloTCs JUIsl TPEJCTABICHUS B
COCTaBe PervcTPalMOHHOIO J0Che JIEKApCTBEHHOI'O Ipernapara TOJIbKO TpH

IPOBEJICHHH HOBBIX HACCIIEIOBAHU KaHIOEPOTreHHOCTH Ha KHBOTHBIX.

II1. Toxnuaudeckuit 0630p

17. Cneumanuct MPOU3BOIUTEIS JIEKApPCTBEHHBIX CpEJICTB,
OTBETCTBEHHBI 3a TOATOTOBKY MOJAYJIS 2 PErucTpaidoHHOTO JOChE
JIEKapCTBEHHOIO IIpenapara, 00s3aH MpOaHANIU3MPOBATh COBOKYIHOCTh
JOOCTYIHBIX  CBEJEHUH,  INOATBEP)KNAIOIIMX  JONYCTUMBIH  YPOBEHB
Oe3onacHOCTH JIEHCTBYIOIIEro BellecTBa. B ciiydyae HaIMUMS JeUCTBYIOLIMX

BCIICCTB C HEAOCTAOIIMMH TOKCHKOJIOTHYCCKHUMH JaHHbBIMH 3TOT
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CHeNnaJiueT 00s3aH  [POAHAIM3UPOBATE PE3YJIBTAThl  COOTBETCTBYIOLIMX
(papMaKoIOrH4ecKuX M TOKCHKOIOTHYECKHX HCCIIeOBAHUM JIEKAPCTBEHHOTO
npenapara, ykasas CChUIKM Ha HAy4YHYIO JIUTepaTypy, U (WIIM) NpeICcTaBUuTh B
PETUCTPALMOHHOM JI0ChE JIEKAPCTBEHHOTO Ipernapara HayyHoe 000CHOBaHUeE,
MOATBEPIKAAIONIEE JOIYCTUMBIM YpPOBEHb 0€30MacHOCTH JIEHCTBYIOIIErO
BEILECTBA (C yYETOM CBEJIEHUH O IMMHUPOKOM KIIMHUYECKOM TIPUMEHEHUH 3TOTO
JelictByroniero  Beniectsa). [lpu  BBIMOJHEHMHM TakKoro aHanu3a WU
VHTEPTIPETALIMK PE3YILTATOB UCCIIEA0BAHUN CIIELIUAINCT AO/DKEH YUUTEIBATh
CTCTIICHL 3HAYMMOCTH BO3MOKHBIX OTKJIOHCHUW paHee BBIIOJHEHHBIX
HCCIIC/IOBAaHU ~ OT  TpeOOBaHMNW K  BBINOJHEHHIO  JIOKJIMHUYECKUX
uccnenoBanui (npeycMoTpeHHbIX [IpaBuinamu Haiekanieit 1abopaTopHoit
MpakTUKH EBpasuicKOro sKOHOMHYECKOTo coto3a B cdepe obpalieHus
JICKapCTBEHHBIX CPECTB, yTBepaKaeHHbIMU Perernem Coeta Epasuiickoit
SKOHOMHYECKOHN KoMuccuu ot 3 HostOpst 2016 1. Ne 81).

18.B pasgenst 4.6 u 5.3 oOmeil XapaKTepUCTUKH JIEKAPCTBEHHOIO
npenapara, npeacTaBsieMOi B cocTaBe MOYJIsI | PerHCcTpalMOHHOIO JOCKE
JIEKAPCTBEHHOI'0 IIpenapara, HeoOXOJUMO BKIIOYUTH (GOPMYIHPOBKH 00
OTCYTCTBHH COOCTBEHHBIX OKCMEePUMEHTANLHBEIX JaHHBIX O 0e30IacHOCTH

TaKHX JICKAPCTBEHHBIX MperapaTos.




I[TPHAJIOKEHUE Ne 2

K PyKkoBOZICTBY 1O JOKITMHHUYECKUM
uccrenoBanusiM 6e30MmacHOCTH
B L[EJISIX NTPOBE/ICHUS KIIMHHYECKUX
UCCIIEIOBaHUM U perucTpauun
JIEKapCTBEHHBIX MpenapaToB

TPEBOBAHMUA
K MHHHMAJbHOH NPOJOIKHTENbHOCTH JOKIHHHYESCKHX
MCC/IeOBAHUH IPH MOBTOPHOM (MHOTOKPATHOM) BBE/JICHHHU
JIEKaPCTBEHHOI0 Npenapara, HeoOXoMMBIX /sl 000CHOBAHHS
NpoBeJeHHs KIHHUYCCKHX HeCIe0BAHUN PA3IHYHOM

NPOAOJIZKHTEIbHOCTH
MaxkcuMansHas MuHuMasIbHAS TPOIOIIKHTENBLHOCTD UCCIEI0BAHNH
POJOJIKUTEILHOCTE TOKCHYHOCTH IIPH MOBTOPHOM (MHOTOKPATHOM) BBEJEHUH
KIHHAYECKOTO JIEKapCTBEHHOTO IIpenaparta s 000CHOBaHHS
HCCIIE/IOBAHUS IPOJOJKHTEILHOCTH IPOBENCHUS KIIMHHYECKUX HCCIEN0BAHNM
TPEI3YHEI HETPBI3YHBI
T
Jlo 2 Henenn 2 HeAeTH 2 Hemenn'
Ot 2 "epene TaKas JKe, Kak B KIIMHUYECKUX  Takasl jKe, KaK B KIMHUYECKHX
2 2
o 6 mecsieB HCCIEIOBAHUIX HCCIIETOBAHUSAX
2.3 2
Ceblllie 6 MecsleB 6 MecseB™ 9 mecsmes”>*

" BosamoskHOi ATbTEPHATHBON 2-HEJIEIbHBIM HCCIEAOBAHUAM JUlst 00OCHOBAHHS IIPOBEJIEHHS
KJIIMHUYECKUX HCCIICA0BAHUI [TPH OJIHOKPATHOM BBEICHHH JIEKAPCTBEHHOTO TIpenapara sSBIseTcs
PaCHIMPEHHOE HCCIIE/IOBAHHE TOKCHYHOCTH IIPH  OJIHOKPAaTHOM BBEJEHHH JIEKAPCTBEHHOTO
npenapara. B paMkax paclIMpeHHOr0 HCCeOBaHUS TOKCHYHOCTH NIPH OJHOKPATHOM BBEICHHUH
JIEKapCTBEHHOTO Tpenapara HeoOXOAMMO, Kak IIPABHIIO, OLCHHTH JIAHHBIE IO TeMATOJIOTHH,
OMOXMMKH, HEKPOTICHH U THCTOIIATOJIOIHH (TONBKO TS KOHTPOJIS H MAKCHMANBHOMN JI03bI, ECITH
Ipd MaKCHIMalbHOM 03¢ He O00HapyKHBaeTCs MATOJIOTHS, OOYCIOBJIEHHAs HIpPHMEHEHUEM
mpenapara) Mocjie  OJHOKPaTHOTO BBENEHMs JIEKAPCTBEHHOIO Mpenapara ¢ MOCIeyIOMHM
H3YYEHUEM CIYCTS 2 HEJEIH Ul OLIEHKH OTCPOUCHHOH TOKCHYHOCTH M (MIIH) BOCCTAHOBJICHHA.
CranmapTHbIH IM3aiiH MCCIeI0OBAHMS HA IPhI3yHAaX IIpelycMaTpHBacT Henolibzoranne 10 ocobeil
Ka)</[0ro 1mojia Ha TPYIIy, ONCHHBAEMBIX Ha CIEAYIOIIHH JieHb 1Oc/ie BBEACHHS, U 5 ocobeii
KaKJI0r0 IoJia 7S JI03bl (J103), OleHHBAeMOH Ha 14-i 7eHb MOcie BBEIACHMSL. CrannapTHpiii
JU3AMH MCCIIEI0BaHUH Ha HETPBI3YHAX ITpeyCMaTpHBAET HMCIONL30BAHHE 3 0c06eH KakIoro
olla BO BCEX I'PYNIax AN OUEHKH Ha 2-H neHb H 2 ocobell KaykIoro mojia mpu jo3e (103ax),
OLCHHBAEMBIX Ha 14-i nenp. KiMHHYecKHe HcCleOBAHUS IIPOAOJIKUTEIBHOCTRIO MeHee 14

JHEH  paspemaeTcs  ODOCHOBBIBATL — HCCHIC/IOBAHHSMH  TOKCHYHOCTH ¢ TOi ke
IMpOOOIIKHUTECIIBHOCTBIO,
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2 KJIMHMYEeCKHE MCCTIe0BAHMST IIPOJIOJKHTENIBHOCTBIO OoJiee 3 MecsIeB pa3peiiaercss HaYMHATh
NP  HAJIMYMH  PE3YNBTATOB 3-MECAYHOI'0 HCCIACOBAHHS Ha TIPHI3YHAX M 3-MECSYHOTO
HCCTICIOBAHMS HA HETPBI3YHAX NPH BBIIOJHEHHAH CICAYIOIMX YCIOBHIA:

YIOJIHOMOYEHHOMY — Opra"y (BKCHEpTHOM OpraHu3alldd) TrOCydapcTBa — WieHa
EBpasuiickoro SKOHOMHUYECKOTO COI03a MPEJICTABIEHO O00OCHOBAaHHE TAKOM IPOrPaMMBbI
JIOKJIIMHUYECKOH M KIMHAYECKOH pa3paboTku;

MPEJCTABICHBI IOJIHBIE PE3yJbTATBl HMCCIEAOBAHMH TOKCHUHOCTH TPH I[IOBTOPHOM
(MHOTOKpPAaTHOM) BBEJCHHH TIPbI3yHaM M HETPBI3YHAM MPEX/E, YeM IPOJOIIKHTEIBHOCTE
JIO3UPOBAHMS JICKAPCTBEHHOTO IIpenapara B KIHHHYECKOM HCCIIeTOBAHIE IIPEBBLICUT 3 MECSIIA.

IIpy cepbe3HbIX WM YTPOKAIOIIMX JKU3HH TTOKA3AHUIX HITH B HHAHBH/IyAIbHOM HOPSIKE
TaKkoe TPOIJICHHEC BO3MOXKHO TIPH HAIMYMH  PE3YJILTATOB  IOJHOCTBIO  3aBEPUIEHHBIX
HCCIIC/IOBAHMH  TOKCHYHOCTH IIPH  TOBTOPHOM (MHOTOKPATHOM) BBEICHHHM IPHI3yHAM H
pPe3yNbTAaTOB TPUKH3HCHHBIX HCCIEJOBAHMNA U AAHHBIX HEKPOICHM B MCCIEIOBAHMM Ha
Herpb3yHax. lloJHBIE IATOIHCTONOTMYECKHME JIaHHBIE HCCIEIOBAHHH HA  HErphl3yHaX
HEOOXOMMO TTOJIYYUTh B TEUCHHE MTOCTE/IYIOIIHX 3 MECAIIEB.

’B HEKOTOPBIX CIIy4YasX OCHOBHOH MOIMYJISIUMEH SABISIOTCS JETH, a HMEIOIHECS TOKITHHHYECKHE
MCCIICIOBAHMS HA MXHBOTHBIX (TOKCHKOJIOTHYECKHE HIIH (DapMaKOIOTHYECKHE) yKa3hIBaIOT Ha
[OTCHIMAIbHBIC OHTOTCHETHYECKHE OIlACEHHMs B OTHOINEHWM OpraHOB-MHLIEHEH. B aTHx
CIy4asX TIPA  ONpPEJETCHHBIX OOCTOATENBCTBAX MOTYT TMOTPEOOBATHCS  JI0JITOCPOYHBIE
HCCIIE/I0OBAaHHUS TOKCMUHOCTH, HAYaThIe HA HEIIOJIOBO3PENEBIX KHBOTHLIX.

* Uccnenosanus 6-Mecsunoii IIPOJIOJKUTEILHOCTH Ha HErPhI3yHAX CUHTAKOTCS JOCTATOUHBIMH.
Bmecre ¢ rTem B ciyuyae, eClM IPOBEICHBI HCCIEIOBAHUS OONBIIEH IIPOIOIKHTENLHOCTH,
MPOBE/ICHHE JIONOIHUTENBLHEIX 6-MECAYHBIX HCCeoBaHui He TpeOyercs. MccnenoBanus Ha
HETPBI3YHAX 6-MECSYHOMH I1POJIOIKHTENPHOCTH TAKKE TOCTATOYHBI B CIIE(YIOITHX CITyYasix:

HMMYHOI'€HHOCTh MJIH HEIEPEHOCHMOCTh JIEKAPCTBEHHOI'O IPEmapaTta MOKET HCKA3HUThH
pe3yJsibTaThl O0JiIee JUINTEIbHEIX HCCIIEI0BAHMIM;

NaLUEHTHI IOABEPTalOTCs MHOTOKPATHOH KPATKOCPOUHOH SKCIO3MIMH JTAKE B YCIIOBUSX
KIMHUYECKOTO HCCIIC/IOBaHUs TIPOJIOJDKUTENLHOCTRIO CBBIE 6 MecsleB (HampuMmep, IIpH
HEPEryJIPHOM JICUCHUH MHTPEHH, SPEKTUIILHON TUC(HYHKIMU MITH IIPOCTOTrO Tepreca);

JICKapCTBEHHbIH Ipenapar NpegHasHaueH JUisl JUIMTEeIbHOTO IPUMEHEHHS IS CHUKCHHUS
pHUCKa peruIiBa OHKOJIOTHUCCKIX 3a00/IeBAHNI;

JIEKapCTBEHHBIA IIpermapar IpeJHa3HAuYeH Uil MPHMCHEHHS 110 IOKa3aHWsIM OalHCHTAMH C
KOPOTKOM OKHUIAEMOM MPOIOIKHTEIBHOCTLIO JKH3HH.




ITPUJIOXXEHUE Ne 3

K PyKOBOACTBY 110 JOKJIMHUYECKUM
HCCJIeJOBAaHMSIM 0€3011aCHOCTH
B LIEJISIX [TPOBEJICHUS KIIMHUYECKUX
HCCJICIOBAHUI U PETUCTPALIUM
JIEKapCTBEHHBIX TperapaToB

TPEBOBAHUA
K MHHHMAJIbHOH NPOAOIKHTEILHOCTH JTOKJIHHHIECKHX
HCC/IeIOBAHUH IIPH NOBTOPHOM (MHOMOKPATHOM) BBE/JIeHHH
JIEKAPCTBEHHOI'0 mpenapara, Heo0XOAHMBIX J1JIs 000CHOBAHHS
NPOJO/IKHTE/ILHOCTH €ro NpUMeHeHH sl YeJI0BEKOM
(pu perucTpanuy JeKapcTBEHHOT0 Mpenapara)

IIpo1omKUTETEHOCTE I'pBI3yHEI Herpoizynsl
MPUMEHEHHUS 10 [MOKA3aHHIO
Jlo 2 uepenn 1 Mecsn 1 Mecsrg
Cseliiie 2 Heens Jio 1 Mecsa 3 Mecdia 3 Mecsama
Ceeimre 1 Mecsra 1o 3 Mecses 6 MecsIeB 6 MecsIeB
Csblllle 3 MecsAIeB 6 Mecsres' 9 mecsiesn'

' B HEKOTOPBIX CIyYasx OCHOBHOI HOMYJISAIHEN ABIAIOTCH JETH, 8 UMEIONTHECS JOKIMHAIECKHUE
HCCIICZIOBAHUS Ha KMBOTHBIX (TOKCHKOJIOIHYECKHE WIH (DApMaKOIOTHUYECKHE) YKA3hIBAIOT HA
MOTEHIHAIIBHBIE OHTOTCHETHYECKHE OIIACEHHS B OTHOIICHHM OPraHOB-MHIIeHeid. B aTmx
ClIy4asX TMpH OIPC/CICHHBIX O00CTOATENLCTBAX MOTYT IIOTPeOOBATHECS — JI0ATOCPOUHBIC
UCCIICIOBAHMS TOKCUYHOCTH, HAYaThIE HA HEMOJIOBO3PEIIBIX KHBOTHEIX.

? cermeoBasust 6-MeCsIHOi IPOJIOJKMTEIbHOCTH Ha HETPLI3YHAX CUYHTAKOTCSA JOCTATOYHBIMH.
Bmecre ¢ TeM B ciydae, eciM NPOBEIEHB HCCIENOBAHHs OOJBLIEH ITPOIOIIKHTEILHOCTH,
IPOBE/ICHHE NOIOIHUTENBHEIX O-MECSUHBIX HCCIeNoBaHHi He Tpebyercsa. Mccnemoanus Ha
HErPBI3yHAX 6-MeCSYHOH MPOI0JIKHTETFHOCTH TAKKe JOCTATOYHBI B CIEAYIOMIMX CIydasX:

UMMYHOTE€HHOCTh HJIH HENEPEHOCHMMOCTB JIEKAPCTBEHHOTO TIperapara MOKET HCKa3HTh
pe3ysbTaThl 00s1ee AMUTEILHBIX HCCIIEI0BAHMI;

MAIMEHTBI 10/IBEPratOTCs MHOTOKPATHOH KPaTKOCPOUYHOH AKCIO3HIINN JIaXKe B YCIOBHSIX
KIIMHUYECKOr0  MCC/ICN0BAHHA IPOJIOIKATENIbHOCTRIO CBBINIE 6 MecsleB (Hampumep, NpH
HEPETryJSIPHOM JICUCHHH MUTDEHH, SPEKTUILHOM TUCOYHKIIHK HIIH IPOCTOTO TepIieca);

JICKApCTBEHHBIH Npenapar npeJHa3HavyeH JUlsl JUTHTETBHOTO TPHUMEHEHHUS I CHUIKEHUS
PHCKa PENM/IMBA OHKOIOTHYECKHX 3a00IeBaHHii;

JICKApCTBCHHEIHN IpenapaT npeJHazHaucH /Uis IPUMEHEHHUs 110 MOKa3aHMsIM MalueHTaAMH
C KOPOTKOH 03KH/1aeMOH ITPOIOKHTEIBHOCTEIO KU3HH.
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