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COBpEMeHHbIE noaxonbl K BBeAeHU NOKa3aTend «AHOManbHaa TOKCUYHOCTb»
H. I1. Heyromosa!, E. O. Crenaniok"", I'. A. Canoxnukosa!, E. . Cakansan?, M. C. PgaoueBa'

! denepanbHOE rocyIapCTBEHHOE OIOIKETHOE YUPEXKICHUE
«HayuHbIi1 HEHTpP 3KCHEPTU3BI CPEACTB MEIUITMHCKOTO MPUMEHEHUSI»
MunucrepcTBa 3apaBooxpaHeHust Poccuiickoit @eneparuu,
IMeTpoBckuii 6-p, 1. 8, ctp. 2, Mocksa, 127051, Poccuiickast ®deneparnyst
2 AKIIMOHEPHOE 06111ecTBO «HaydHO-TIPOM3BOACTBEHHOE OObEINHEHE
110 MEAULIMHCKUM UMMYHOOMOJIOTUYECKUM TpenapartaM « MUKpoOreH»,
1-a JlyopoBckas yi., a. 15, ctp. 2, Mocksa, 115088, Poccuiickas ®enepanust

Pesiome. B teuenue 6osee 60 jieT TeCT Ha aHOMAIBHYIO TOKCHYHOCTD UCITONIb3YETCS KaK OMMH M3 BaXHBIX IIOKa3aTelleil IIpu
KOHTpOJIe KauecTBa 0€30MaCHOCTU MapeHTePaIbHbIX MEAULIMHCKUX U BETEpMHAPHBIX IIPEINapaToB, MOJydaeMbIX U3 CyOCTaH-
it 6uonormyeckoro npoucxoxaeHus. B 2017 r. Ha 3aceganuu MapmakoneiitHoro komuteTa EBpasuiickoro aKoHOMMYe-
ckoro coio3a (EADC) 6bUI0 MpeasioXeHO He BKIIOYaTh TECT Ha aHOMAaJIbHYIO TOKCUYHOCTD B IpoekT Papmakonen EADC,
OCHOBaHMEM [UISI TaHHOM AUCKYCCHU ITOCTYXWI oTKa3 EBponeiickoit hapMakoreun oT JaHHOTO UCTIbITaHus. OgHaKo Ha Tep-
pUTOpMH Halllell cTpaHbl B HACTOSAIIEe BpeMsI TTOAOOHBIN IIar He MOXKET OBITh peaanu30BaH, TaK Kak He BCe ITPOMU3BOACTBEH-
Hble TIOLIAAKU JJIs1 MPOM3BOJACTBA MEIWIIMHCKUX UM BETEpPUHAPHBIX MpenapaToB MOJHOCTbIO OTBEYAIOT MEXIYHAPOIHBIM
TpeboBaHusIM GMP. OCHOBHOI1 1IeJIbIO MPOBEICHUS TeCTa Ha aHOMAIbHYIO TOKCUYHOCTD SBJISIETCS BBISIBIEHE TOKCUYHOCTU
npenaparta, MpeBbIlIalolIell YCTAHOBJIEHHbIM paHee JOMyCTUMBIN YPOBEHb, KOHTPOJUPYEMbIi MO MOBBIIICHUIO JIETAIbHOCTH
WIN TI0 HEOXUIaeMbIM (HeperJaMeHTUPOBAaHHBIM) SIBJICHUSIM WHTOKCUKAIIUU XKUBOTHBIX. JlaHHOE MCTIBITAHUE TTO3BOJISIET
OIpEeNeTUTh aHOMAaJIbHYIO (ITOBBIIIEHHYIO) TOKCMYHOCTD JIEKAPCTBEHHOTO TIpenapara, KOTopas MOXeT BOZHMKHYTh 3a CUET
MOSIBJICHUsI TIPOAYKTOB Pa3jIoXeHMsI WMJIU HeXeJaTeIbHBIX IpUMeceil TIpyu M3MEHEHUH Tpoliecca MPOU3BOACTBA, He Tpel-
YCMOTPEHHBIX PErIAMEHTOM IIPOM3BOACTBA, TPAHCIOPTUPOBAHUS WK XpaHeHus. Tak, B Teuenue 2016—2017 rr. Koamue-
CTBO BBISIBJIEHHBIX HECOOTBETCTBUI BETEpUHAPHBIX MperapaToB, B TOM YKcJie BaKLIMH U CBIBOPOTOK, COCTaBWIO 12 cepuii,
a PocsapasHanzopom 3a niepuon 2016—2019 rr. 3a6pakoBaHo 16 cepuii ieKapCTBEHHBIX ITperapaTos. Lleab paboThl — aHaIu3
COBPEMEHHBIX MOIXOM0B K TECTY «AHOMaJbHasl TOKCMYHOCTb» B OTEYECTBEHHOM U 3apy0eXkHBIX (hapMaKoresx, pa3padoTka
MPOrpaMMBI TTIO3TAITHOTO COKpAIlleHUsI MPUMEHEHMS TeCTa B 3aBUCHUMOCTH OT IMPUPOIHI ¥ (hapMaKOJOTUISCKIX CBOMCTB Jie-
KapCTBEHHBIX CPEACTB. B pesynbrare cpaBHUTEIHHOTO aHAIN3a MOHOTpaduil Beaylux dapmMakoIieit Mupa yCTaHOBJIEHO, UTO
nerictByomue TpeboBanus [ocynapcTBeHHOI hapmakoneun Poccuiickoit Denepalinyl XxapaKTepu3yIoTcsl HauboJjiee CTpOrMMu
YCIIOBUSIMU TIPOBEACHMSI TecTa. B KauecTBe anbTepHATHBBI OTKA3y OT MCITBITAHUS Ha aHOMAJIbHYIO0 TOKCUYHOCTh aBTOpaMU
MpPeaI0oXeH MOATAMHbIN MOIXO0/, TTO3BOJISIONINI COKPATUTh UCMOJIb30BaHKe TecTa. OnpeaeaeHbl IPYNIbl IpernaparoB, dhap-
MaKOJIOTUYECKHE CBOMCTBA KOTOPBIX MTO3BOJISTIOT UCKITIOUUTH ITOKa3aTesb. [1penioskeHHBIM MO3TAITHBIN MOIX0I K COKpaIIle-
HUIO UCIOJIb30BaHUS MOKa3aTeNlsl «AHOMaJIbHAsE TOKCUYHOCTb» MO3BOJIUT CIEJATh TECT OoJyiee palliOHAIbHBIM U COKPATUTh
KOJIMYECTBO UCIBITAHUI, HO TIO-TIPEXXHEMY OyIeT ClIOCOOCTBOBATh 00eCIIeYeHUI0 6€30ITaCHOCTH MPUMEHEHHUSI JISKAPCTBEH -
HBIX TIpernaparoB. MckimoueHne UCTTBITAHWS Ha aHOMAaJIBHYI0O TOKCUYHOCTh HE MOXKET OBITh peain30BaHO Oe3 BCECTOPOHHEH
JeTaJbHOM MPOpabOTKHU CeUAIMCTaMU B 00J1aCTM KOHTPOJISI KaYecTBa U JaJbHEMIero ooCcykneHusi 3Toro Borpoca BceMu
3aMHTEPECOBAaHHBIMU CTOPOHAMU.

KmoueBbie ciioBa: aHOMabHas TOKCMYHOCTh; rapMOHU3aLMs TpeboBaHuii; EBponeiickuii coto3; EBpa3uiickuii s3KoHOMUYeC-
KM CO103; UCTIbITaHUS Ha XXUBOTHBIX; GMP; npoekT papmakornen EADC
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Current Approaches to the Abnormal Toxicity Test
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Abstract. For over 60 years, the Abnormal Toxicity Test (ATT) has been used as an important tool in safety control of some paren-
teral and veterinary products made from biological materials. In 2017, some of the members of the Pharmacopoeial Committee of
the Eurasian Economic Union (EAEU) proposed not to include the ATT in the draft monographs of the EAEU Pharmacopoeia
based on the decision of the European Pharmacopoeia Commission to suppress the test. However, this may not be achieved in
Russia at this point, because some production sites that manufacture medicinal products for human and veterinary use have not
fully implemented GMP principles yet. The main aim of the ATT is to detect any toxicity above the pre-determined acceptable
level. The unacceptable toxicity levels can manifest themselves in higher mortality rates or unexpected intoxication effects in labo-
ratory animals. This test makes it possible to detect abnormal (high) toxicity of a medicinal product which may be associated with
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CoBpeMeHHble Nopxofbl K BBEJEHMI0 NoKasatena «AHOManbHaA TOKCUYHOCTbY
Current Approaches to the Abnormal Toxicity Test

degradation products or undesirable impurities resulting from changes of the production technology, which are not mentioned
in specification documents related to production, transportation, and storage. In 2016—2017 12 batches of veterinary products,
including vaccines and sera, were found to be noncompliant, and the Federal Service for Surveillance in Healthcare rejected
16 batches of medicinal products in 2016—2019. The aim of the study was to analyse current approaches to the ATT in the Russian
and foreign pharmacopeias, and to develop a programme for phasing out the ATT use depending on the nature and pharmacologi-
cal properties of medicinal products. Comparative analysis of the monographs of the world leading pharmacopeias showed that
the State Pharmacopoeia of the Russian Federation has the most stringent test conditions. As an alternative to suppressing the
ATT the authors suggest a phased approach to reduce the use of this test. They determined groups of medicinal products whose
pharmacological properties allow for the suppression of the test. The proposed approach to phasing out the use of ATT will make
it possible to use the test effectively and reduce the number of performed tests, but will still ensure drug safety. The suppression of
the ATT can not be achieved without a comprehensive detailed research by quality control specialists and further discussion by all
interested parties.

Key words: abnormal toxicity; harmonisation of requirements; European Union; Eurasian Economic Union; animal tests; GMP;
draft texts of the EAEU Pharmacopoeia
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OrmpeneneHre aHOMAJIBHON TOKCUYHOCTH SIBIISICTCS
BaXHBIM METOIOM KOHTPOJISI 6€30IIaCHOCTH JIEKAPCTBEH-
HBIX TIpertapaTtoB. Ero ocHOBHaS 11e/1h — BBISIBJICHUE He-
OXUMIaeMBIX (HeperJaMeHTUPOBAHHBIX) IIPUMeCeil, BBI-
3BIBAIONINX TOKCMYHOCTh IIperapara, IPeBBIIIAONIYIO
YCTAaHOBJICHHBIM paHee HOIYCTUMBIN YPOBEHb, KOHTPO-
JIMPYEMBIiA 110 TIOBBIIIEHUIO JIETATbHOCTH WU 10 SIBJIe-
HUSIM MHTOKCUKALIM XUBOTHBIX! [1].

CrtpemMuteabHOe pa3BuUTHE (hapMalleBTUUECKOM
WHOYCTPUM, BHEAPEHWE TMPUHIIMIIOB HalexXallei
MPOM3BOACTBEHHOM, J1Ta0OPAaTOPHO M KIMHUYECKOI
npaktuku (GMP, GLP u GPC), nmepexoa Ha BBICOKO-
TEXHOJIOTUYHBI YPOBEHb aAHAJIMTUIECKUX METOIOB
¥ pa3paboTKa HOBBIX KJIACCOB JICKAPCTBEHHBIX CPEICTB
(JIC) TpebyroT mepecMOTpa CYIISCTBYIOIINX ITOAXOI0B
K CTaHmapTU3allMi, KOHTpoio KadecTBa JIC m coBpe-
MEHHOW METOMOJIOTUM 3TUX TpolieccoB. [IpuMmeHeHUe
HaJieXXaIeii Mpon3BOACTBEHHOM ITPAKTUKH W UCTIONb-
30BaHNE aJeKBaTHBIX (PU3UKO-XUMHYECKMX METOIOB
KOHTpPOJIST Ka4eCTBa C XXECTKMM HOPMHUPOBaHUEM ITOC-
TOPOHHUX MpPUMeECeil, B TOM YMCJIE OCTaTOYHBIX Opra-
HUYECKUX pacTBOpUTEJIEN, TPUBEJIM K CHIDKEHUIO 3Ha-
YUMOCTH T€CTa Ha aHOMAJIbHYIO TOKCUYHOCTh. OTHUM
U3 BAXHEWIINX OCHOBAHUM IS TIPAKTAYECKU TTOJTHOTO
OTKa3a OT WCITBITAHUST <«AHOMAaJIbHAsi TOKCHYHOCTH»
B cTpaHax EBporieiickoro corosa MmocayKuin TpeboBa-
HUSI COOJTIOIEHNS TYMAaHHOTO OTHOIICHUSI K SKCIICPH-
MEHTAJIbHBIM XUBOTHBIM? [2].

Lleabp paboThl — aHaIMU3 COBPEMEHHBIX IMTOAXOM0B
K TeCTy «AHOMaJIbHAass TOKCUYHOCTE» B OT€UECTBEHHOM
M 3apy0exHbIX (papMakoriesx; pa3paboTka ajaropuTMa
MMO3TAITHOTO COKpAIIeHUsT TIPUMEHEHUST TecTa IS Jie-
KapCTBEHHBIX CPEACTB B 3aBUCHUMOCTH OT UX MPUPOIBI
U (hapMaKoJIOTMYECKHX CBOMCTB.

UCTOPHUA PA3BUTUA NMOKA3ATENA

BnepBbie TecT «AHOMajabHasd TOKCUYHOCTb» OBLIT
BBegeH B locymapctBeHHylo ¢dapmakoneio CCCP
IX uznanus B 1961 r. B pasnen «McnbiTaHue aHTUOMO-
TUKOB Ha TOKCMYHOCTb» M MCIIOJb30BAJICS JUISL UCIIbI-
TaHWI AHTHOMOTUKOB IIPHPOTHOIO ITPOMCXOKICHUS.
Mertoauka co3naBaiach ¢ y9eTOM TPeOOBaHUI BEAYIIX
¢dapmakorieit Toro BpeMeHu, MexayHapomaHoi dapma-
koneu n Mapmakorien CIIIA. EBponeiickas dapmako-
rnes ObUTa ONMyOJIMKOBaHa Mo3aHee, B 1964 I, U Takxe
BKJTIOUAJIa TeCT «AHOMaJIbHasi TOKCHYHOCTb».

Bormpoc 06 UCKIIFOUeHU UCIIBITAHUST Ha aHOMaJlb-
HYI0O TOKCHUYHOCTb BIIepBBIe OBbLT TomHAT EBporreii-
cKoit Komuccueit no ¢gapmakonee B 1997 . B 1998 .
EBporneiickas ¢apmakornesi oTKazaiaach OT PYTHUHHBIX
WCIIBITAHUI, 3aTeM OBbLIO PEIIeHO pearM30BaTh ITOJI-
HOe MCKIIOYeHUE TecTa M3 MOHOTrpaduii Ha BaKIIMHEI,
MMMYHOCBHIBOPOTKH, OMOTeparieBTUUECKUE CpEeICcTBa,
aJlJiepreHbl, aHTUOMOTUKHU, TPOTUBOTPUOKOBBIE CPE-
CTBa WM IUTACTUKOBBIE KOHTeliHepsl. [lomHoe WMCKITo-
yeHMe wu3 EBpomeiickoil ¢apMakolien WCHBITaHUS
Ha aHOMaJIbHYI0 TOKCUYHOCTH ¢ 1 stHBaps 2019 . 6b110
omo0peHo B xoje mpoBeneHus 159 miaeHapHoU ceccun
EBporeiickoit KoMuccum 10 (papmakoriee, IpOXOIUB-
et B Ctpacoypre 21—22 Hos6ps 2017 ., 1 3akperuie-
Ho B Ilpunoxennu 9.6 EBpomeiickoii (apmakorien
(Ph. Eur. Suppl. 9.6). B pamkax atoro peuieHusi ObUIH
nepecMoTpeHbl 49 MoHorpaduii, B TOM 4ucie 36 MOHO-
rpaduii, KacaroluxCcsl BAKLIMH,

IIpuHsATHIO TaKOro peIIeHMs CIIOCOOCTBOBAJ
MHOTOJIETHUI OIIBIT PabOThl MPEANPUATUI-TIPOU3-
BOIOUTEJICH JIEKAPCTBEHHEBIX CPEACTB B COOTBETCTBUH
¢ IIpaBUJIaMHU HaJTEXKAITUX MPaKTHK. [1o MHEHMIO €BpO-
MeHCKUX CIEMaJIMCTOB B 00J1acTh (hapMaKOKOHTPOJIS,

1O®DC.1.2.4.0004.15. AnomasbpHast ToKcMaHOCTh. [ocymapcTBenHast hapmakoriest Poccniickoit @eneparu. XIII uza. T. 1. M.; 2015.
2 Position paper. Rationale for removing abnormal toxicity testing. EFPIA. 2015. https://www.efpia.eu/media/25713/position-paper-on-ratio-

nale-for-removing-abnormal-toxicity-testing-1.pdf

3 Suppression of the test for abnormal toxicity from the European Pharmacopoeia. 8 December 2017, EDQM. Strasbourg, France.
https://www.edgm.eu/sites/default/files/pr_pheur159sess_abnormal_toxicity 2017.pdf
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MMeHHO BHeapeHue mnpuHuunoB GMP gpnsieTcst oc-
HOBHOM rapaHTHelt kayecTBa 1 6e3onacHoctu JIC. B pe-
3ysbTate B EBporie BEITTOTHEHME TeCTa Ha aHOMATbHYIO
TOKCHYHOCTh TPAaHC(HOPMHUPOBATIOCH M3 OCHOBHOTO MC-
nbeITaHus B HecnenrduyHoe ucnbitanue JIC Ha 6e30-
nacHocTb [3].

BMmecTe ¢ TeM HCKITIOUEHHE JIOOOTO ITOKA3aTels
KOHTpOJISI KauyecTBa JOJJKHO ObITh OOOCHOBAHO, C OJ-
HOI CTOPOHBI, OTCYTCTBMEM MH(popmMaLuu o opake JIC
10 3TOMY ITOKa3aTellio, a ¢ APYroil CTOPOHBI — HaJIM-
qyreM B (papMaKOITEHOM CTaThe MWW CHEIM(UKAIINT
HOPMaTUBHOM JOKYMEHTAIIMN MHBIX ITOKa3aTeseil U Me-
TOHOB UX OLIEHKN, KOHTPOJIb IT0 KOTOPBIM rapaHTUPYET
noarBepxkaeHue Hapiexaneil unctotol JIC [3].

NMPUHLMMBI BUOITUKU B ACNEKTE MPUMEHEHUS UCTbITAHKA
HA AHOMAJIbHYHO TOKCHYHOCTb

BecoMoii mpuunHoOii mepecMoTpa METOIOB KOHTPO-
JIsl KauecTBa JIEKapCTBEHHBIX CPEACTB SIBJISIETCS TyMaH-
HOE OTHOIIIEHHE K 3KCIIEPUMEHTAJbHBIM KHNBOTHBIM
(mpunHumnbel 3R)* [2]. BriepBble NpUHUIMANB OMO3TUKHU
obL1M chopmynupoBaHbl B 1959 . V. Paccenom u P. bep-
4yeM, 3TUMU e aBTopaMu Obljla 000CHOBaHA KOHIICTILIMS
TYMaHHOTI'O MCITOJIb30BaHMS XKUBOTHBIX B 9KCIIEPUMEH -
Tax, MOJy4YMBIIasl Ha3BaHWe «bHo3TMYeCKasT KOHIIEI-
mus tpex R (Refinement (ycoBepiueHcTBoBaHue), Re-
duction (cokpaieHue), Replacement (3ameHa))» [4].

B mapre 2019 . B Pume niporen cumnosuym 1o Bee-
MUPHOM TrapMOHU3allUM TPeOOBAaHUI K MCITBITAHUIO
BaKLIMH, OpraHU30BaHHbII MeXayHapoaHBIM O0IIec-
TBOM T'yMaHHOTO o0paleHus ¢ XuBoTHbIMU (Humane
Society International, HSI). MeponpusTtue cobpano
Ha CBOei IUToIagKe 3KCHEepPTOB cO Bcero mupa (Ap-
reHTtuHa, bpasunus, Kuraii, ctpansl EBponbl, Unaus,
Poccus, FOAP u CIIA). OCHOBHOI1 TeMOi1 00CYXKIeHUS
ObLIO MCKJIIOUYEHUE MCIBITAHWI Ha aHOMaJbHYIO TOK-
CUYHOCTh U 0€30MaCHOCTh BaKILIMH IJI1 MEAULIMHCKOIO
NpUMEHEHMSI Ha lieJIeBbIX BMIAX XUBOTHBIX. B OTHO-
IIEHMM BeTepMHAPHBIX BaKIMH paccMaTpUBaJlach BO3-
MOXHOCTh UCKJIIOUEHMST UCTIBITAHUSI Ha 0€30I1aCHOCTh
Ha J1JabopaTOPHBIX (KUBOTHBIX.

VYyacTHukY (popyma NMPUIILUIK K BBIBOLY O HEOOXO-
JUMOCTHU pa3pabOTKU HaydyHO OOOCHOBAHHOIO U TIOMI-
TBEPXKIACHHOTO MNPOU3BOACTBEHHOM IIPAKTUKOM ILIa-
Ha JeHCTBUII B OTHOIIEHUM TecTa <«AHOMaJIbHas
TOKCUYHOCTb», a TAKXKE PACIIPOCTPAHEHUS 3TOTO IJIaHa
Bo BceM mupe. HSI BbIpa3nio roToBHOCTh OKa3aTh aK-
TUBHYIO MOJNEPKKY TOM MHULIMATUBBI U TIPEAJIOKUIIO

o |

. Heyroposa u gp.

H.
N. P. Neugodova et al.

o

COTPYAHUYECTBO C KaXIbIM YYaCTHUKOM [Jisi OIlpe-
NeJICHUS JaJbHEWUINNX OEUCTBUIA, YTO MOXET MOBBI-
CUTb BEPOSITHOCTH TIPHHSATUS KOHKPETHBIX pEIIeHUM
no JgaHHoMy Bompocy. CienyeT OTMETUTbh, YTO HEKO-
TOpBIE CTpaHbI, HarpuMep MHous, ApreHTUHA U 1p.,
3aHUMAIOT HEOMHO3HAUYHYI0 TMO3UIIMI0 B OTHOIIEHUU
WCIIbITAHUI Ha aHOMaJibHYI0 TOKCHYHOCTh [2]. Tak,
B (hapMakoriee ApPreHTMHBI UCIBITAHWE Ha aHOMAallb-
HYI0O TOKCUYHOCTb OCTaj0Ch TOJbKO B OJHOW YaCTHOM
MoHorpaduu, 1 B OarxKariineM OyaylieM IJIaHupyeTcs
HUCKIIOUUTh 1 ee. B MHIUM BOCMOb30BaThCS MTPAaBOM
OTKa3a OT TecTa MOTYT JIMIIb B TOM clly4yae, €Cau Ipe-
rnapar B TeYeHUE HECKOJIbKUX CepUil MPOILIes YCIeIHO
BCE MCITbITAHUS Ha 0€30MacHOCTb, a Ha MIPOU3BOACTBE
WCITOJIB3YIOTCS HaljIexXallue MpakTUKU.

B nacrosimuuit MomeHT B Ph. Eur. 9.0 BKIIOUEHBI
TOJILKO TpU MOHOTrpaduu, coaepxaliue MeTOAbl OLIeH-
KM KayecTBa JIEKAPCTBEHHBIX CPEICTB C MCIIOJb30Ba-
HUEM J1abOpaTOPHBIX KMBOTHBIX: «[IMpOreHHOCTE»,
«Iucramun» u «/lenpeccopHbie BelectBa»’. B dap-
makomnesix ctpaH EADC (Pecnybnuku benapych u Pe-
cny6auku KazaxcraH) Takke MPUCYTCTBYIOT MOHOTIpa-
uun, permaMeHTUPYIOIINE UCTIBITAHKE Ha aHOMAJIBbHYIO
TokcnuyHOCTE’. B TocymapcTBeHHyIO hapMaKoIIeIo
pecnyonrku KaszaxcraH BkiaoyeHa MoHorpadus «Mc-
MBITAHUST Ha OMOJIOTMYECKYIO PEaKTUBHOCTD in Vivo»’,
aHajiornyHas cratbe B Dapmakomnee CIIIA 42 wmsnm.
(USP 42)%. Monorpaduss USP 42 o GUOJOrMYECKHX
WCIIBITAHUSIX in Vivo BKJIIOYAET pasaes OUOJ0TUYECKUX
TECTOB Ha 0€30IMacHOCTb, e yka3aHo: «HMcrblTaHue
Ha 0e30MacHOCTb, U3JI0XEHHOE 3[1eCh, MpeIHa3HAYeHO
IIJ11 OOHapyXXeHUs B IpenapaTe 1000 HEOXKUIaHHOM,
HenprueMJIeMOil OMOJIOTUYECKON peakluu. DTOT TECT
in vivo TIpeHa3HauYeH IJIg OLEHKU 0e30MacHOCTH Ipo-
JTYKTOB OMOTEXHOJOTMYECKOTO MPOUCXOXIeHuUs». Ta-
KVM 3Xe TIPUHIIMIIOM pyKOBoACTBYeTcs 1 [ocymapcTBeH-
Has dapmaxkories Poccuiickoii @enepanuu XIV u3m.
(I'd P® X1V)°. B USP 42 6G1oa0rn4ecKrX UCIbITAHUIA
HaMmHoro OoJjblie, yeM B EBpormeiickoii ¢apmakoriee,
B TOM 4ucJie TipeacTaBieHa MoHorpadus 121 «McnbiTa-
HUSI MHCYJIMHOB», TT0I00Has1 MoHOTpacdus paHee ObLIa
uckmoueHa u3 EBponerickoit (papMakorneu.

AHAJIU3 YCNIOBUH NPOBELEHUS TECTA
«AHOMAJIbHAAl TOKCUYHOCTb>»

B oriinuure ot BhicoKOCTIeUGMUYHBIX (PU3UKO-XU-
MMYECKHX METOIOB MCIIBITAHWE Ha aHOMaJIbHYI0 (I10-
BBIIIEHHYI0) ToKcu4YHOCTh JIC C MCIoJab30BaHUEM

4 Rationale for removing abnormal toxicity testing (22 June 2015). Position paper. EFPIA. https://www.efpia.eu/media/25713/position-paper-on-

rationale-for-removing-abnormal-toxicity-testing-1.pdf

> Monograph 2.6.8. Pyrogens; 2.6.10. Histamine; 2.6.11. Depressor substances. European Pharmacopoeia. 9th ed. Strasbourg: European Depart-

ment for the Quality of Medicines and HealthCare; 2016.

6 2.6.9. AHOMasIbHast TOKCMYHOCTb. [ocynapcTBenHas papmakornes Pecriyoimmnku Kasaxcran. T. 1. Anmarst: 2Ku6ek xosr; 2008.

2.6.9. AHOMaJTbHAsT TOKCUIHOCTb. [ocymapcTBeHHast hapMakornes: Pecryonuku benapycb. T. 1. MononeuHo: ITo6ena; 2012.
7 MicnibiTaHust Ha GMOJIOTUYECKYIO PEaKTUBHOCTS i1 vivo. TocymapcTBeHHast hapmakoriest Pecriyonuku Kaszaxcran. T. 3. Anmmatbr: 2Kubek xoobr; 2014,
8 Monograph (88). Biological reactivity tests, in vivo. United States Pharmacopeia. 42th ed.
> OPC.1.4.1.0007.15. JlekapcTBeHHbIe (HOpMBI T MapeHTepaibHoro npumeneHus. OMC.1.1.0006.15. dapmarieBTHYeCKUe CYOCTaHIIMM.
O®DC.1.7.1.0007.15. JlekapcTBeHHBIE CpeNCTBa, MOdydaeMble MeTonamu pekoMmorHanTHoi JIHK. TocymapctBeHHast hapmakones: Poccuiickoit

Denepauyu. XIVusn. T. 1. M.; 2018.
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JKMBOTHBIX B KaueCTBE TECT-OObEKTa TMO3BOJISIET BbI-
SIBUTB JIIOOBIE, JaKe HEOXKUIAaHHbIE TIPUMECH BHE 3aBH-
CHMOCTH OT MX MPHUPOJBI, TEM CaMbIM TMOBbIIIAsT 6e30-
nacHocTh JIC. B kauecTBe KOHTpIIpUMepa IMpUBEIEM
METOJ IIMPOKO ucmoib3dyemoit BOXKX, ¢ momolbio
KOTOPOT0 MOXHO OOHApYXWUTh JIMIIIL CTPOTO OMpPEee-
JIEHHBIE TIPUMECH C UCITOIb30BaHMEM KOHKPETHOI Me-
TOAUKM ompeaeaeHus [5].

HeobxonyumMble YCIOBUSI KOPPEKTHOTO BBITIOJIHE-
HMSI TecTa Ha aHOMaJIbHYI0 TOKCMYHOCTh — 3TO IPO-
BeJeHUEe MCCIIeOBAHWIA C UCTIOJIb30BAHNEM KBOTHBIX,
00J1a1af0IIMX OTpeIeIeHHBIMA U CTAOMJIBHBIMM XapaK-
TepucTuKaMu (Macca Tejla, BO3pacT, BUIbI U JIMHUU),
cobJofieHe KOHKPETHBIX YCIIOBUMIT COepXXKaHUs U yT-
BEPKIEHHOTO pallOHa MTUTaHMS JKUBOTHBIX. [[71s1 oy~
YEeHMS! JTOCTOBEPHBIX OTBETOB JHOJDKHBI OBITh BHIOPAHBI
MaKCHMAaJIBHO XeCTKHEe U YHU(PUIIMPOBAHHBIC YCIOBUS
ucneiTanus. OredyecTBeHHast hapMakores: PYKOBOI-
CTBYETCSI UMEHHO 3TUMM TIpuHLMNamMu. Bce mapame-
TPBI UCITBITAHUSI JOJDKHBI OBITH TIOCTOSTHHBIMM, CTPOTO
COOTBETCTBOBATh METOAMKE ITPOBENEHUS TECTa, KUBOT-
HbIe — CTaHIAPTU30BaHbI U MOJ00paHbI ¢ MUHUMAJIb-
HBIM pa3dpocoM Bo3pacTa U Macchl. ClieyeT OTMETUTD,
YTO UMEHHO HE3HAYUTEJIbHBbIE Pa3Indusl MacChl ydac-
TBYIOIIUX B TecTe XUBOTHBIX (20,0 + 1,0 r) aBasitoTcs
OIHUM M3 KPUTEPUEB TOYHOCTH pe3yJIbraTa B UCITBITa-
HUSIX TI0 TIOKa3aTesio «AHOMaJIbHasi TOKCUYHOCTh». Oc-
HOBHBIM KPUTUYHBIM TIapaMeTPOM BBITIOJTHEHMS TeCTa
SIBJISIETCSI CKOPOCTh BBeneHus mpemnapara — 0,1 mui/c,
YTO COOTBETCTBYET BPEMEHM BBEICHUS BCEil MO3HI 5 C.
BricTpoe BHYTpUBEHHOE BBEIEHHME MCIIBLITYEMOTO TIpe-
rmapata TO3BOJISIET YJIOBUTh TIPOSIBICHUST peakiluyd WH-
TOKCUKaIMK. JpyruM HeoOXOIMMMBIM YCIIOBUEM 3KC-
MepuMeHTa SIBJISIETCS COOJIIOIEHUE OIpeaeIeHHOro
CcpoKa HaOJIIoeHUs 32 XKMBOTHBIMU (48 4), 4TO MO3BO-
JISIET YYECTh He TOJIBKO OCTPYIO TOKCUYECKYIO PeaKIIIo,
HO M OTCPOYEHHYIO TMOe/Ib XUBOTHBIX ", OMHAKO B CHITY
0CO0BIX (hapMaKOJIOTMYECKUX OCOOEHHOCTE HEKOTO-
pbix JIC 1151 TaHHOTO KpUTEPpUS OLIEHKU 0€30IacHOCTH
CYIIIECTBYIOT MCKJIIOUEHUSI. DTO MOXET KacaThbCsl, Ha-
MpUMep, TTPOBEICHUS UCITBITAHUWI TIpErapaToB, KOTO-
pbIe OTHOCSITCS K TPYTITE IIPOTHBOOITYXOJIEBBIX, 8 TAKXKE
CpPEACTB, COAEpPXalllMX MOHOKJIOHAJIbHbIE aHTHUTENA.
st TakuxX TIpernapaToB XapakKTepHa OTCPOYeHHasl TH-
0eJIb XKMBOTHBIX, ITO3TOMY BpeMsl HaOJIIONeHUSI YBEJIU-
4yeHo 1o 7—14 cyTok.

TpeboBanusa EBpomneiickoii ¢papmakornen ropas-
JI0 MsIT4e — JIOITycKaeTcsl pa3dpoc MacChl XUBOTHBIX
1o 7,0 T, 9TO cocCTaBJsIeT IMpakKTH4ecKu 1/3 oT obmieit
Macchl (cpenaHsisi Macca Maiieit 20,5 ). Bpems BBene-
HUS UCTIBITYeMO MpoObl 00beMoM 0,5 MJT BapbUpyeTcs
B npenenax 15—30 c!''. [TomoGHBIe YCIOBUS UCTTBITAHUI
HE ITO3BOJISIIOT TIOJyYaTh OJHO3HAYHBIC pE3YJIBTaThl,

YTO MPUBOJIUT K BApUAOEIbHOCTU OTBETOB U I€JIAET TECT
MpakTUYEeCKW Oecroie3HbIM. YCJIOBUS WCIBITAHUM,
npuseaeHHbIe B ODC.1.2.4.0004.15 «AHOMATHEHAS TOK-
cuyHoCTh» @ P® XIV, onTtvManbHBI U COOTBETCTBY-
IOT YCJIOBUSIM BBITIOJTHEHUS JAHHOTO TeCTa, YKa3aHHbIM
B MexayHapoaHoit apMakoree'?.

TpeooBanust T® PO XIV u USP 42 nneHTUIHEI
110 OCHOBHOMY KPUTUYHOMY MapaMeTpy UCIbITAHU —
ckopocTh BBefeHUs. [10JI0KUTETbHBIM OTIMYMEM CTa-
ThU «AHOMAaJIbHast TOKCUYHOCTb» ['@ PD XIV oT MOHO-
rpaduu USP 42 gapnsercsa Oosiee y3KUiA JOMYCTUMBIA
JIana30oH MacChl UCTIBITYEMbIX MBIIIEH, YTO TTO3BOJISIET
MOJTyYUTh O0Jiee HaeXKHbIE Pe3yIbTaThl.

IIpu cpaBHeHuUM TpeboBaHUIl Beaymux Gapma-
KOIlell Mupa K TecTy <«AHOMaJlbHasg TOKCUYHOCTh»
(Tabn. 1) oTMeuyeHo, YTO HauboJIee XKEeCTKUE YCIOBUS
WCIIBITAHUSI, TO3BOJISIIONIME OOBEKTUBHO OlIEHUBATh
pe3yiabraThl TecTa, ObUtH 3ajiokeHBl B I'dD IX CCCP,
a 3aTeM COXPaHEHbI B JaJIbHEHIINX penakiusax dapma-
koren Poccuiickoit @enepanivivt, BIUIOTH 10 AEHCTBYIO-
meit 'O PO XIV.

3agaueil rocynapcTB, padboTaroliux B (popMare eau-
HOTO MPOCTPAaHCTBA Ha OCHOBE OOIIMX MpaBWJI HaJ-
Jiexamux npaktuk (ApMmenusi, benapych KazaxcraH,
Keipreizctan, Poccus), sBnasercs yHubUKauus Tpe-
OoBaHUiT (papMaKOIEWHbIX UCIBITAHUI, TapaHTUPYIO-
11asi TOCTMKEHUE alleKBaTHBIX PE3YJIbTaTOB KOHTPOJIS
KayecTBa JIEKapCTBEHHBIX CPENICTB.

B nexab6pe 2017 r. Ha 3acemanun PapmakorneiHOro
komutera EADC nipu paccmorpeHun ODC «AHOMaIb-
Hasl TOKCUYHOCTh» BO3HUKIIO MPenjioKeHre 00 MCKITIO-
YeHWU JaHHOTO ToKasarensa M3 mpoekta dapmakorien
EADC mno ananoruu c EBpormerlickoit dapmakoreeit,
O/IHAKO IO UTOraM OOCYXKIEHUl ObUIO MPUHSTO pelle-
Hue o BkmoueHun ODC «AHOMabHAST TOKCUYHOCTH»
B (apMmakomnero. bbuin paccMOTpeHbl MNPeATOXEHUS
0 CMSITYEHUU TPeOOBAHUI K ITPOBEICHUIO JAHHOTO TeCTa
C LIEJIbIO MTPUBEICHUS] METOJUKY UCTIBITAHUI B COOTBET-
CTBUE C IPYTUMU ACUCTBYIOIIUMHU (papMaKoIiesiMyu Mupa.
OmnHako CpaBHUTEbHBIN aHanu3 dapMakornei (Tadi. 1)
MoKa3aJj, YTo YCJIOBUSI MCIBITaHUsI, onucaHHbie B ['D
P® XIV u npoexre @apmakonen EADC, obecrieunBaior
Hau0oJjiee TOCTOBEPHbIE Pe3YJIbTaThl TECTa MO MoKa3aTe-
o «AHOMasbHasi TOKCUYHOCTh». McibiTaHue B MOa00-
HBIX YCJIOBUSIX BIOJIHE OMPAaBIbIBAET CBOE Ha3HAUEHMUE
U TI03BOJISIET BBISIBIISITh HeKauecTBeHHbIe JIC.

Tem He MeHee, OPUEHTUPYSACh Ha OOIIEMUPO-
BYIO TEHACHIIMIO II0 COKpAIEHWIO MCCIeI0BaHUMA
C UCIIOJIb30BaHUEM JIAOOPATOPHBIX XXUBOTHBIX, a TAKXKE
B CBSI3U C HEOOXOAMMOCTBIO TapMOHU3AUU TPeOOBa-
HUii o KoHTposto KayectBa JIC, ObUIO MpeaioxXeHOo
paccMOTpeTh BO3MOXKHOCTh pPa3pabOTKU MO3TAITHON
MporpaMMbl MCKJIIOYEHMST TToKazaTessl <«AHOMaslbHas

PODC.1.2.4.0004.15. AHoManbHas ToKcuuHOCTh. TocynapcTBeHHas dapmakoriest Poccuiickoit @eneparmu. XIV uzn. T. 1. M.; 2018.
""Monograph 2.6.9. Abnormal toxicity. European Pharmacopoeia. 9th ed. Strasbourg: European Department for the Quality of Medicines and

HealthCare; 2016.

2Monograph 3.7. Undue toxicity. International Pharmacopoeia. 9th ed. 2019.
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Ta6mmma 1. CpaBHUTEBHBIN aHAIA3 YCIIOBUI TIPOBEIEHMSI UCTIBITAHUI 1 TPeOOBaHUI 11O TIOKA3aTelo «AHOMAaJTbHASI TOKCHY-

HOCTb», NIPUBEACHHLIX B BEAYLINX (bapMaKoneﬂx

Table 1. Comparative analysis of the abnormal toxicity test conditions and requirements as described in leading pharmacopoeias

YeaoBust u TpeGoBaHUS
Conditions and requirements

Safety test

Acute toxicity

Bua XKHBOTHBIX
Animal species

KosnmyecTBo KMBOTHBIX
(1-s1 mocTaHoBKa)
Number of animals (1st injection)

YacTtHble CTATBH

Macca (1) .
. 17-23 Individual
Weight (2) monographs
ITyTs BBeieHUS
Route of administration
Beomnmblii 00eM (MJT) 05 qa(f;'é]i'i]ei;;‘:l“"
Administered volume (mL) ’ monographs
CKopocTb BBeJEHUS 100 mMka/c 100 mka/c
Rate of administration 100 pL/s 100 pL/s
Cpoxk HaO.oneHus (1) 48 48
Observation period (h)
Bpak (ruoeJib)
Rejection (death)
KoauuecTBo KUBOTHBIX (MbIIIIEit) YacTHbIe CTATHH
NP1 IOBTOPHOM MCTIBITAHUH 10 Individual
The number of animals (mice) monographs
for a retest srap

®apmakonen
Pharmacopoeias

I'® PO XIV | IIpoekT papmakonen EADC
Ph. Rus. Draft texts of the EAEU
XIV Pharmacopoeia

Ph. Eur. 9.0

Abnormal toxicity
(McKII0YeH,/
suppressed)

AnomanbHasg ToKCHYHOCTD
Abnormal toxicity

M / Mouse

17-22 18-21 19-21

BuyrpuBenHo / Intravenously

0,5 0,5 0,5
0,1ma/15-30¢c 0,1 ma/c 0,1 ma/c
0,1 mL /15-30s 0,1 mL/s 0,1 mL/s

24 48 48

2 mMbimm / 2 mice

5 5 5

ITpumeuanue. USP 42 — ®apmakomnest CILA 42 u3n., Ph. Eur. 9.0 — EBponeiickast papmakones 9 usn., [® XIV — TocynapcrBenHas apma-

konest Poccuiickoit ®enepauuu XIV uza.

Note. USP 42—United States Pharmacopeia 42nd ed., Ph. Eur. 9—European Pharmacopoeia 9th ed., Ph. Rus. XIV—Russian State Pharmaco-

poeia 14th ed.

TOKCUYHOCTh» WJIM 3aMEHBI UCITBITAHWI Ha JJabopaTop-
HBIX XVUBOTHBIX aJITEPHATUBHBIMU METOAAMU C YIETOM
koHueniuu 3R. PazpaboTka Takoit mporpaMMbl JOJKHA
OBITh HAyYHO 0OOCHOBaHA U BBHITIOJIHEHA HA OCHOBAaHUU
COBPEMEHHBIX ITOXO0B K KOHTPOJIIO KayecTBa dhapma-
1eBTHYecKoi mpoaykiuu. Co3gaHue MporpaMMbl He-
BO3MOXKHO 0€3 IETAJIbHOTO €€ O0CYXIEeHHUS C BEAYIIIUMU
MUWPOBBIMU MPOU3BOAUTESIMU, a TaKXKe MEXITyHApOI-
HBIM HayYHbIM COOOIIIECTBOM.

CrnenyeT OTMETUTb, YTO OlIEHKA HEOOXOIUMOCTH
BKJIIOUEHUS TToKa3zaTesnsi «AHOMajbHasi TOKCUYHOCTh»
B TepeyeHb IOKa3aresieil KOHTPOJsSI KadecTBa JieKap-
CTBEHHBIX CPEACTB OJKHA PacCCMaTpUBAThCS TS Kax-
noro JIC koHKpeTHo. [1J1s psina mpenapaToB TECTUPOBA-
HHE Ha aHOMAJIBbHYI0 TOKCUYHOCTh HEIleIeco00pa3Ho.
Hanpumep, cuHTeTMYeCKKMEe aHTUOMOTUKHU psina GhTop-
XWHOJIOHOB HE HYXX/IAIOTCS B KOHTPOJIE TTO TTOKA3aTeto
«AHOMaJIbHasI TOKCMYHOCTb» 3a MCKJTIOYEHUEM Tpera-

paToB I TTAPEHTEPATLHOrO BBEIECHM, YITAKOBAHHBIX
B IUTACTHK .

JI1 HEKOTOPHIX TOTOBBLIX JIEKAPCTBEHHBIX (DOPM,
MPUMEHAEMBIX  IAPEHTEPAIBHO W YITAKOBAHHBIX
B IIOJIMMEPHYIO Tapy, CJI0KHO YCTAHOBUTH TOKCUYECKYIO
1 0E30MaCHYIO JO3bI, TIOSTOMY BBEIECHME ITOKA3aTeNsd
«AHOMAaJIbHAA TOKCUYHOCTE» SBJISIETCA HEPALMOHATb-
HeIM. OIHAKO WCKIIIOYEHUE ITOKA3aTeNisl BO3MOXHO
TOJILKO TIOCJIE JETAIBHOIO aHaau3a (papMaKoJIOrmde-
CKUX CBOMCTB MCITBITYEMOTO 00pa3iia v IOJYYEHNS SKC-
MEPUMEHTATLHBIX JaHHBIX, MTOATBEPKIAIONINX HEBO3-
MOXHOCTb ITOJTy4€HUA HALEXKHBIX PE3YIILTATOB.

Tak, HarpyMep, MpernapaThl MECTHLIX aHECTETUKOB
JUTA TIAPEHTEPAIBHOIO TPUMEHEHUS MMEIOT CIIUIIKOM
V3KWIA TepareBTUYECKMI IMAara3oH, W A HUX J0CTa-
TOYHO CJIOKHO YCTAHOBUTEH TOKCUUYECKYIO M O€30IAaCHYIO
036, PapMaKoIIOTMYECKOE JEHCTBYE OOJNBITMHCTBA
AHECTETUKOB, VIUTHIBAsl Y3KUIA KOPUIOP GE30ITaCHOCTH,

3 Monograph 3.7. Undue toxicity. International Pharmacopoeia. 9th ed. 2019.
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MOXET MacKUpOBaTh TOKCHYECKOE MEWCTBUE HEOXM-
naeMbIx TpuMeceid. CTereHb MPOSIBJICHUSI CUCTEMHOM
TOKCUYHOCTH HAMNpPSIMYI0 3aBUCHUT OT KOHIEHTpalluu
aHecTeTUKa B IIa3Me KpOBM. BBICTpoe BHYTpHCOCY-
JIMCTOE TIOCTYIUIEHHWE ITIperapata B KpPOBb IPUBOAUT
K BBIpaK€HHBIM TOKCHUYECKUM 3 deKTaM, YTO CBA3aHO
C BBICOKOM KapAMOTOKCUYHOCTBIO JCHCTBYIOIIMX BE-
wecTB [6]. JoKIMHUYECKHE UCCIIeI0BAHMS ITPEIOCTAB-
JISIIOT OOIIMPHYI0 WHGOPMAIIMIO O 0011 TOKCUYHOC-
TH Ha KpbIcax M cobakax IpU IMOAKOXHOM BBEICHUM.
IIpy BHYTPMBEHHOM BBEIEHUU XKMUBOTHOMY OCTa-
TOYHO CJIOKHO YCTAaHOBUTH TOKCUYHYIO 1 0€30TacHYIo
JI03bI, TaK KaK pa3HUIIa MeXIy HUMU CIUIIKOM Maja,
IO3TOMY HU3Ka BEPOSITHOCTh, YTO YCTAHOBJIEHHAs
MepeHoCMasl 1032 CMOXKET MPOAEMOHCTPUPOBATh Ha-
JIMYKMe TOKCUYeCKMX mpumeceil. Takum obOpa3om, uc-
MBITAHKUE TI0 TTOKA3aTet0 «AHOMaIbHasI TOKCUIHOCTh»
JUTSL JIEKAPCTBEHHBIX IPENapaToB MECTHBIX aHECTETH-
KOB [UISl TTapeHTepaIbHOTO BBENEHMS IPEICTaBISIETCS
HelleJIeco00pa3HbIM.

HomyckaeTcst UCKITIOUeHHEe ToKazaTesst «AHOMaJTb-
Hasl TOKCUYHOCTb» M3 JTOKYMEHTAlIMU TOTOBBIX JIEKap-
CTBEHHBIX (DOPM, €CJT JTaHHBIM TeCT BKJIIOYEH B HOpMa-
TUBHBI JOKYMEHT Ha CyOCTaHIIMIO, a JieKapCTBEHHAsI
¢dopma Npou3BOAUTCS ITyTeM pacdacoBKu 0e3 1obaBiie-
HUST BCIIOMOTATEJIbHBIX BellecTB. B Takux ciydasx He-
palMOHAJIBHO MPOBOIUTH UCTIBITAHMS JIEKapCTBEHHOTO
mperapara.

NO3TANHbIA NOAXO0A K ONTUMU3ALMH TPEGOBAHHIA
K MTPOBEJIEHWIO TECTA «AHOMAJIbHAAl TOKCUYHOCTb»

Hna rapmonmsauuu TpeboBaHmii Papmakorien
EADC u I'® P® ¢ BeaynmmMu MUPOBBIMU (hapMaKoIIe-
SIMU 10 OTHOLIEHMIO K ITOKa3aTeI0 «AHOMAaJIbHAs TOK-
CUYHOCTb» HEOOXOAMMO CO3IaHNUE ITPOTPaMMbI II03TAIl-
HOTO COKpaIleHUs UCII0JIb30BaHUsI 3TOTO TECTA.

IlepBoiit 3Tam: ¢apMakomneilHyl CTaTblo «AHO-
MajibHasi TOKCHUYHOCTb» JIOIOJIHUTh IIpUMeYaHueM
«JlaHHO€ MCTBITaAHUE SBJSIETCS 00s13aTe/IbHBIM Ha Tep-
putopun Poccuiickoit @eaepanyu wim EBpasuiickoro
5KOHOMUYECKOTO COI03a». JlaHHOe MpUMedYaHre cCHavYa-
JIa JOJIXKHO OBITh BBefieHO B 'D PD XV, a 3aTem npu I1e-
pecmotpe u B Papmakoriero EADC.

Bropoii atan: onpenenuts kKiaccebl JIC, a1 KoTo-
PBIX BO3MOXHO MCKJIIOUEHHME TaHHOTO ITOKA3aTesl:

1. ODC.1.4.1.0007.15 <«JIlekapcTBeHHBIE (HOPMBI
JUISL TIAapEHTEPaJIbHOTO MPUMEHEHUS» JONOJHUTD IPU-
MeyaHUSIMU «JlaHHOE MCIIBITaHUE He SIBJIIeTCs 00s13a-
TEJIbHBIM JUISI:

- opdaHHBIX MpenapaToB (MOXHO He BBOAUTH I1O-
Kazarejb «AHOMaJIbHasi TOKCUYHOCTh», TaK KaK Ipera-
pAaThI BBITYCKAIOTCSI MAJIBIMU MAPTUSIMKM U TIPUMEHSIOT-
Csl'y OTPAaHUYEHHOI'O KOHTMHIEHTA MalluE€HTOB);

- IpernapaToB MHCYJIMHA M €ro aHajJoroB (MOX-
HO HE BBOAUTH IOKa3aTelb «AHOMajbHas TOKCHY-
HOCTb», TaK KaK TOKCUYECKOE IeiCTBUE HaHHBIX
MperapaToB ONpeAe/saeTcs MX OMOJIOTMYECKOM aKTUB-

HOCTBIO U MOXET OBITh 3aMacKMpPOBAaHO Pa3IUYHBIMU
usnomornueckumMu akTopaMu (ChITOCTh/TONOM XKH-
BOTHBIX, BBeIEHHE INIIOKO3bI U T.11.));

- UHBEKIIMOHHBIX aHECTETUKOB B ITOJIMMEPHBIX
YIaKOBKaxX, MECTHOTO ACMCTBUS ¢ HU3KOM CHCTEMHOMU
abcopO1Lueil.

2. ODC.1.7.1.0007.15 «JIekapcTBEeHHEIE CPEICTBa,
nojyyaeMble MeTogamu pekomMouHaHTHBIX JITHK», pa3-
nen «McrmbplTaHusT JIeKapcTBEHHOIO IIperapaTa» Jio-
MOJTHUTh MpuMedaHnueM «VICITBITaHWe MO ITOKa3aTelio
«AHOMaJIbHasE TOKCUYHOCTb» BBITOJIHSIETCS Ha TEPPU-
Topun Poccuiickoit @enepanun».

TpeTuii Tam: UCKIIOUEHUE TTOKa3aTels «AHOMaIb-
Hasi TOKCUYHOCTb» B ClIydae 3aMEeHbl albTePHATUBHBIM
MoKa3aTesieM.

IIpemToXeHHBI aNropuTM Ilepexoja K OTKaszy
OT ToKazaresisl «AHOMajJbHasi TOKCMYHOCTb» MOJDKEH
OBITH BCECTOPOHHE PACCMOTPEH BCEMU 3aMHTEPECOBaH-
HBIMM CTOPOHAMM.

JAKNIOYEHNE

Pemienune Bompoca 00 oOTKaze OT HCHbITAaHUI
IO IIOKa3aTeli0 «AHOMajbHas TOKCUYHOCTBh» HYXIa-
ercsi BO B3BelleHHOM Tnomxone. ITozunus dapmako-
neiiHoro KomuteTa MMHHUCTEPCTBA 3ApaBOOXPaHEHUS
Poccuiickoit Denepanny 3aKiodyaeTcss B HEOOXOMM-
MOCTM HaJdyus TecTa B OTEYECTBEHHOHN (hapMako-
rnee Ha HactoseM stane. OnHAKO 3TO HE MCKIYaeT
BO3MOXHOCTU COKpAIlleHUSI MCIIOJb30BaHUS TecTa,
HO HYXIaeTcs B CTPOrOM HaydYHOM OOOCHOBAaHUU Ta-
Koro noaxona. B MupoBoli mpakTHKe CYIIECTBYIOT pa3-
JIMYHBIE B3MJISIABI Ha JAHHYIO MPOOJEeMY: OT IOJHOIO
OTpHUlIaHUS TecTa cTpaHaMu EBpormeiickoro corosa
0 ero 00s13aTeJIbHOIO IPUCYTCTBUSI B (apMakomesx
Kwurast u Poccuiickoit @enepanyu. Hamnune Hamexa-
11ei Mpou3BOACTBEHHOI MpPaKTHUKU, BHeIpeHue 0oJjiee
CTPOTUX Mep KOHTPOJISI KauecTBa, 00eCIieuMBaeMbIX CO-
BPEMEHHBIMU aHAJUTUYECKUMU METOJAaMM, TIIATEIb-
HBIIl KOHTPOJIb MCXOAHBIX MaTepUAIOB U YIyYIIEHUE
¢apMakoHaI30pa MO3BOJISIOT TapaHTUPOBATh KaYeCTBO
nponykuuu. OgHakKo [JIs MperapaToB OMOJOTHYE-
CKOI NpUPOABI U, B MEPBYIO Oouepeab, aHTUOMOTUKOB
OTCYTCTBYET HaleXHO€ IOATBEPKACHUE BO3MOXHOC-
TU UCHBITAHUM 0€3 MCIOJIb30BaHUS KUBOTHBIX, I1O-
3BOJISIIONIMX YCTAHOBUTb HEKAUYECTBEHHYIO MJIM KOH-
TpadakTHyIO Tpoaykiuoo. s oTKa3za OoT mokasaTess
«AHOMaJIbHas TOKCUYHOCTh» TpeOyeTcsl malibHeiIee
MOATBEPXKIEHUE MPUTOTHOCTU AOMOJHUTEIbHBIX (DU-
3UKO-XUMMYECKUX METOIOB MJIY aTbTePHATUBHBIX IO -
XOJOB ISl KOHTPOJISI KauecTBa JIEKapCTBEHHBIX Ipera-
patoB. Takke HEOOXOOUMO MPOBOAUTH YIIAYOJIEHHBIN
aHaJIU3 OCTPOIl TOKCUYHOCTHU JIEKAPCTBEHHBIX CPENCTB
JUJIS1 pellIeHUs BOIIpOca O COOTBETCTBUM YCTaHOBJIECHHOMN
TEeCT-103bl MaKCUMAaJIbHO mepeHocumoit mo3e (MIII).
OTKa3 OT TecTa aKTyaJleH B cllydyasX, €CJIu BbIOpaHHas
no3a HaMHoro Huxke MITJL 1 yBeIuYuTh €€ HEBO3MOX-
HO B CHJIy OOBEKTUBHBIX NMIPUYMH (HampuMep, HU3Kas
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KOHIICHTpALWsI JEHCTBYIOIIETO BEIIECTBA B TOTOBOM
JIeKapCTBeHHOI (hopme), a yBeJIM4YeHue J03bl OIHO-
BPEMEHHO TIPMBOOUT K IIPEBBIIICHUIO IOITYCTUMOTO
(pm3MoI0TMYECKOTO 00BbeMa, BBOIAMMOIO >KMBOTHBIM.
Takxe paccMaTpuBaeTCsi BO3MOXHOCTb MCKITIOUEHUS
rnokazaTeJisl B clydasix, Koraa HeBO3MOXHO Moa00paTh
MIII. IpennoxeHHBIH MO3TAIMHBIM MOIXOM K COKpa-
ILIEHUIO UCMOJb30BaHUS MoKazaTedsl <«AHOMaslbHas
TOKCUYHOCTb» TTO3BOJIUT cJejaTh TecT OoJjiee paluo-
HaJIbHBIM ¥ COKPaTUTh KOJIMYECTBO MCIIBITAHWI, HO TTO-
MpexHeMy OymeT crnocobCcTBOBaTh OOECIIeUeHUIO 0e30-
MaCHOCTH TIPUMEHEHUS JIEKapCTBEHHBIX ITPEITapaToB.
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