KaTtano)xHbih HoMmep EVV100K
UHANKATOPbI SHAOTOKCUHA 100 000 E3
HA3HAYEHMUE

NHOnKaTopbl 3HAOTOKCMHA rMpefHa3HayeHbl AN8 Banuaauuuv WM MOHUTOPWMHIa MpoLeccoB
AenuporeHnsauum, TakuMX Kak, HanpuMmep, Cyxoxaposas AenuporeHusaumnss wuam  Monka.
SdPeKTMBHOCTL Npouecca AenMporeHn3aumm MoOXeT 6biTb OueHeHa nyTeM CpaBHEHUS pe3y/bTaToB
MU3MepeHnii coaep)xaHns 3HAO0TOKCMHOB A0 W Mocae uuKna AenuporeHnsaunm ¢ ncrnonb3osaHuem J1AJ-
peakTuBa npoussoactBa Charles River Endosafe. CornacHo Tpe6bosaHuam ®apmakonen CLUA umkn
AEernVporeHnsaunn  [O/MKEH TMPUBOAUTL K  CHVMDKEHMIO aKTUMBHOCTM  WUCMOJIb3YyEeMOro WHAMKaTopa
3HAOTOKCMHA Kak MMHUMYM B 1000 pas (3-log) npu aHanm3e ¢ nomowbto JIAJT-Tecta (1).

OB bACHEHME TECTA

CyxoxapoBasi AenuporeHnsauus asnsetca Hanbonee npeanoyTUTENbHbIM CNOCO60OM yaaneHus
SHAOTOKCMHOB, Takas obpaboTka npuMeHuMa AN CTEKASHHOM nocyAbl W APYyryux MaTepuanos,
BblAEPXMBAOLWNX TeMnepaTypHyto 06paboTKy. lNMpaBuna NoaroToBKM U MCNONb30BAHUSA SHAOTOKCUHOB-
vHaukaTtopos npusBeneHbl B ®apmakonee CLUA, TexHuueckom 6ionneteHe NO7 Accoumauum
NnpoM3BOAMTENEN NapeHTepanbHbIX JleKapCTBeHHbIX npenapaTtoB (Parenteral Drug Associations), B
pexkoMeHgaunax LAL Users Group v B ApYrMxX HOPMaTUBHbIX JOKYMeHTax (1-6).

MHankKaTopbl 3HOOTOKCKMHA npou3sBoacTBa Charles River Endosafe noarotoBneHbl M UCMbITaHbl
Ha npegMeT akTMBHOCTU 3HAOTOKCMHOB TakMM 06pa3oM, YTO KOHUEHTpauus 3HAOTOKCMHOB BO (lakoHe
MOXeT 6bITb TOYHO onpegeneHa ¢ nomowbio JIAJ1-peakTMBa B paMKax AOMyCTMMOM OWwWBKWM onbiTa.
SPPEKTUBHOCTb AENMPOreHn3aunmn MoxeT 6biTb OLeHeHa NyTeM CpaBHEHUSA KOJIMYecTBa 3HAOTOKCUHOB
B 06paboTaHHbIX (pnakoHax, cogepXalnx WHAMKATOPbl S3HAOTOKCMHA, C KOJIMYECTBOM 3HAOTOKCUHA B
HeobpaboTaHHbIX (rakoHax. Havbonee yaobHbIM CNOCO6OM KOAMYECTBEHHOM OLEHKM coAepXaHus
3HAOTOKCMHA B 3HAOTOKCMHAX-UHAMKATOPaX SBASETCA KWHETMYECKUIN aHaau3 C UCMOoSb30BaHWEM Kak
NAN-peaktnBa Charles River Endosafe: Endosafe KTA pgna nposegeHus TypbuamMMeTpuyeckoro
KWHETUYECKOro aHanm3a (KaTasiokHble HoMepa R150), Tak u JIAJl-peaktnea Charles River Endosafe:
Endochrome K as151 XpoMOreHHOro KUHeTU4Yeckoro aHanunsa (KatasnoxHble HoMmepa R170).

COCTAB

Kaxablh  dnakoH copgepxut npubnusumtensHo 100000 E3 (EavHuL DHAOTOKCUMHA)
nnodunmanposaHHOro nunononucaxapuaa E.coli 055:B5., oTkannbpoBaHHOro Mo MeXAyHapoAHOMY
cTaHgapTty. MHamkatop HaxoauTcs BO nakoHax w3 6opocumnmkatHoro crtekna | ruaponmTnyeckoro
Kfnacca, npenapaTt SHAOTOKCMHA HE COAEPXUT HanoaHuTenen n ctabnnnsatopos.

BHumaHmne: Buonormyeckass akTMBHOCTb WMHAMKATOPOB 3HAOTOKCMHA 6bina onpepeneHa c
nomouwbto JIAJ1-peaktnBa ans renb-tpomb Tecta. OgHako, cepTudmKaT aKTMBHOCTU SHAOTOKCUHA AN
KaXxAoW KOHKpeTHoW cepun JI1AJ1-peakTnBa He BbiNycKaeTcs. B cnyyae Heob6XoAMMOCTU KOHEYHbIN
nonb3oBaTte/lb MOXET MNOATBEPAUTb WM CaMOCTOATENIbHO YCTAHOBUTb AaKTUBHOCTb WHAWKATOPOB
3HAOTOKCMHA B paMmKax AONyCTUMON ownbKm onbiTa € ucnonb3lyemon cepuen JIAJ1-peaktuea.

XPAHEHUE
XpaHuTb pakoHbl Npu 2 — 25° C Npun yCIOBMUU COXPAHEHUSA LENOCTHOCTU YNaKOBKU.
NPEAOCTEPEXEHME

NHanKaTopbl 3HAOTOKCMHA COAEPXAaT 3HAOTOKCMHbI B KOJIMYECTBAX, CMOCOGHbIX BbI3BATb
MUPOTrEHHYID peakuMito B  C/lydae TMapeHTepasibHOro  BBEAEHMS.  DHAOTOKCUHbI-UHANKATOPbLI
npeaHasHauyeHbl TONIbKO AN UCMO/Ib30BaHMS in Vitro W He npeaHasHauyeHbl 418 BBEAEHUS 4YesIOBEKY
WN KUBOTHbIM.

NMPOLEAYPA

MoaroroBka MHAMKATOPOB 3HAOTOKCHMHA. D1aKOHbI C COAEPXaHWEM 3HAOTOKCUMHOB, PaBHbIM
100 000 E3, m™oryT 6biTb WCMOMAb30BaHbl AN MNOArOTOBKW pPacTBOPOB-UHAMKATOPOB C XXenaemoun
KOHLIeHTpaumen aHaoTokcuHa. Cogepxmmoe dhnakoHa pacTBOPSOT C NOMOLWbO Boabl ans JIAJ1-tecta oo
noslyyeHns pacTsopa C XenaemMoW KOHLUEeHTpaumenh 3SHAOTOKCMHA. IDTOT pacTBop MoxeT 6biTb
MCNob30BaH Apo6bHO, Hanpumep, no 0,1 M.

Mpoueaypa o6paboTkm. [na npoueaypbl CyXOXapoBOW AenuMporeHusaumm nomeLwaroT
¢dnakoHbl B Banuaupyemoe obopyaosaHue. HenocpeacTBeHHO nMepen obpaboTkor  ygansawooT
a/IIOMUHMEBBIA KONMMA4YoK M NPO6KyY, 3aKpbiBaOT (P/1aKOH asitoMMHUEBON donbron. Mocne atoro dnakoH
MOXeT 6bITb NOABEPTHYT Npoueaype AennporeHnsauum.



BHMMaHue: 3DTukeTkM (IAKOHOB BbIAEPXMBAKT HarpeBaHue, MO3TOMY HET HeobX0AMMOCTU
yAanaTb 3STUKETKN ¢ GpIakoHOB nepes AenvporeH3aunei.

MoaroroBka K aHanusy. [locne npoBeaeHMs UMKAa AenuporeHusaumm obpaboTaHHble
pnakoHbl M OAMH - pABa HeobpaboTaHHbIX dnakoHa (NONOXUTENbHBLIA KOHTPOSAb) FOTOBAT A4
npoeegeHns aHanusa. MHAukaTopbl crnegyeT MNpoBepsATb C MOMOLWbIO BanuAMpOBaHHOW npouenypsbl
nposeaeHusa JIAJI-tecta, YyBCTBUTENIbHOCTb MCMOSb3yeMoro Ang nposepku JIAJl-peakTnBa [OJ/DKHA
6bITb NoATBEpXAEHa C MnoMowbio ceptmduumnposaHHoro npenapata KC3 (KoHTposnbHbIin CTaHpapT
JHaoToKkeuHa, KatanoxHbin Homep E110 wunam E120) wnm RSE. Codep>xXMMOe BCeX WCMbITyeMbIX
(pNakoHOB C WHAMKaTOpaMuM pasBoaAaT Cc nomowbio 1,0 mn Boabl ansa JIAJ1-tecta, pacTBopbl
nepeMeLlnBaloT Ha BMXPEBOM MeLlasike cHavana B TeyeHue ABYX MUHYT, 3aTeM B TeyeHue nosy4vaca
NpOAO/KAIOT NepeMelmBaHne Mno OAHOW MUHYyTe Kaxable 10 MUMHYT. AHanm3 npoBoAAT cpasy no
OKOHYaHWM NepeMeLnBaHuns.

AHanu3 c nomMouiblo KMHEeTUn4Yeckux meroposB. Hanbonee ynobHbIM crnocobom nposepku
3(HEKTUBHOCTM MpoLeaypbl AenNUpPOreHmM3aumm SBASTCS KUHeTUYeckme MeToAabl npoBeaeHus J1AJ-
Tecta. AHanm3 MoxeT ObiTb NpoBeAeH KWHETUYECKMM TypobuaMMETPUYECKMM WU  KUHETUYECKUM
XPOMOreHHbIM MeTOAOM. B aHanuse onpeaenseTcs KOHLUEHTpauums 3HAOTOKCMHA B KOHTPOJIbHbIX U B
obpaboTaHHbIX dpnakoHax. [Ans onpeaeneHns KoOHUEHTpaumMm 3HA0TOKCMHOB UCMOMb3yeTCcs cTaHA4apTHas
KannbpoBo4yHas KpMBas C AMana3oHOM U3MepsieMbIX KOHLEHTpauMn sHAOTOoKcuHa ot 0,05 E3/mn oo 5,0
E3/Mn. U ansa KOHTPONbHbIX, N ana obpaboTaHHbIX HNakoOHOB HEOBXOAMMO CTaBUTb MOMNOXMUTENbHbIN
KOHTPO/b MWCMbITYEMOro npenapaTta A7 NOATBEPXAEHUS OTCYTCTBMSA Mewawwmx @akTopos.
OnpegeneHHoe B OMbiTeé COAEPXaHWE 3SHAOTOKCMHOB B MOMOXWUTEIbHOM KOHTPOJSIE WUCMbITYEMOro
obpa3sua Ao/MKHO 6bITb B paMKax AonycTtuMmon owmnbku onbita (50% - 200%).

Mpouecc AenuporeHnsaumm MOXeT CUYMTaTbCsa YAOBETBOPUTENbHLIMU, €C/AN  MOKa3aHo
CHWXXEeHWe KOHLUeHTpauMmn 3HAOTOKCMHa 6onee yem Ha 3 nopsaka (3-log). T.e. log (KOHU. 3HAOTOKCMHA
B KOHTPONbHbIX dnakoHax, E3/mn) - log (KOHL. 3HAOTOKCMHA B 06paboTaHHbIX dnakoHax, E3/mn) > 3.

B npvBeaeHHOM HWXe rMpuMepe paccMaTpMBAETCA BapuaHT, B KOTOPOM KOHUEHTpauus
SHAOTOKCMHA B KOHTPO/IbHbIX riakoHax 6bina paBHa 100 000 E3/dnakoH, a B obpaboTaHHbIX
OoKasanacb MeHee 3HayeHusa nambabl (A), T.e. MWHUMaNbHOW KOHLUEHTpauuuM 3SHAOTOKCUHA,
MCMOJIb3yeMOM AN NOCTPOEHNS KanmbpoBOYHOM KPUBOW :

CTeneHb CHMXXEHMSA KOHLEHTpauMm 3HA0TOKCMHA = log 100 000 E3/mn - log 0,05 E3/Mn
=5-(-1,301)

=6,3
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