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ITPEITAPATDI ITOJIMAJIKUJIEHOKCHUI-ACITAPATMHA3BI U CITIOCOBBI UX
ITOJIVUEHHWA U ITPUMEHEHUE

HepereCTHble CCBIJIKH HA POACTBEHHLIC 3AIBKH H HX BKJIOYCHHE B KAa1€CTBE

CCBIJIKH

B 3TO# 3adBKe UCHPAIINBAETCSA NPUOPUTET NPEABAPUTENBHOMN 3asIBKM HA MAaTEHT
CIIIA Ne 62/344,249, nogannoii 1 mons 2016 r.; npeaBapUTEIbHON 3asiBKH HA MATEHT
CIIA Ne 62/344,252, nomanHoti 1 uroHa 2016 r., U npeaBapuUTEIbHOW 3asiBKU HA
natreHT CITA No 62/344,256, nmonmannoit 1 wtoHs 2016 r., kaxkmas U3 KOTOPBIX

MMOJJHOCTBIKO BKJIIOYE€HA B KAYE€CTBC CCBIJIKH.

BBenenue

L-acnaparunaza mnpexncraBiusger co0oif (¢pepMeHT, KOTOPBIH THIPOIU3YET
aMUHOKHCIOTY L-acmaparuH myTeM peakLuud A€3aMUHUPOBAHMA C MojydyeHuem L-
acrmaprata u ammuaka. F. coli conmepxutr paBa u3odepMeHTa acmaparuHasbl. L-
acnaparunasy I u L-acnmaparunasy II. L-acnaparunasa I pacnosnoxena B UTO30J€ U
HMeEeT HU3KOoe CpoACTBO K acmaparuny. Oanako, L-acnmaparunasza Il pacmonoxena B
nepuIia3Me U UMeeT BbICOKOe CpoAcTBO K L-acmaparuny. L-acnaparunasa Il £. coli
npencTasiisieT coOOU TeTpaMep MAEHTUYHBIX cyObenunui. L-acmaparunasa Il E. coli
Takke n3BecTHa kak L-acmaparun amunoruaposnasa, tun EC-2, EC 3.5.1.1. U3BecTHO,
yto L-acnmaparnnasa uMeeT TepanmeBTUYECKYH0 LEHHOCTb Il JIEYeHUs JIeHKO3a.
L-acnaparusaza mnpencraBiseT CcoOOH aMUIOTHAPONA3y, KOTOpas KaTalu3upyer
npespalieHue L-acnaparuHa B L-acnmaparuHoByl0 KHCIOTY U ammuak. OHa urpaer
BAXXHYIO posb B Merabonm3ame L-acmaparmHa y pacTeHHH, JKUBOTHBIX H
MUKpPOOpPraHu3MoB. B HacTosIee BpeMs TOYHO YCTAHOBJIEHO, UYTO TepaleBTHYecKas
AKTUBHOCTb (P€pMEHTa BBI3BIBAETCS HCTOLICHHEM/yIaJeHueM LupKyaupyroomero L-
acrmaparuHa, HEOOXOJMMOIro THTATENbHOTO BelIecTBA MUl mnpoaudepanuu
BBDKHBAHMS OINYXOJEBBIX (JIEHKEMHYECKHX) KIJIETOK, B KOTOPBIX IOBPEXIACHA
criocoOHOCTh cuHTe3a L-acmaparmHa, HO HE B HOpPMaJbHBbIX KieTkax. Beemenme L-

acrmaparuHasbl MalMeHTaM ¢ JIEHKO30M HHAYUHUPYET CEeJNEeKTUBHYIO Trulenb
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ONMYyXOJIEBbIX KJETOK MyTeM ruaponn3a L-acmaparwHa, 4TO MPUBOAUT K JICUEHUIO
3JI0Ka4E€CTBEHHBIX ONYXOJEH.

B npyrux cnyuasx, L-acmaparmnasa, cama mo cefe, cTpazaeT OT THUIHYHBIX
HEOCTATKOB OENKOBBIX TEPANEeBTHUYECKUX CPEACTB, TAKUX KaK BBICOKAas CKOPOCTHb
KJIupeHca Oeyka, YyXXEePOJHOr0 NANHEHTY, H BO3MOXHOCTh HWHIYLHUPOBAHHS
UMMYHHOH OTBETHOH peakuu y MalueHTa, JEYEHHOTO C NPUMEHEHHEM 3TOrO
dbepmenTa. st mpeomosieHUsT 3TUX HEJOCTATKOB, MOKHO MCIOJb30BATh MPOU3BOIHOE
L-acnaparusasel, KOHBIOTHPOBaHHOE ¢ mnoiudTHieHraukosneM (II3T-acnaparmnasa).
12T -acmaparnHaza MoKeT ObITh TOJydeHa, wucnoas3dys L-acmaparmHazy 1l
SKCTpArupoBaHHYIO U3 F. coli, 1 MOXeT ObITh MO CYLIECTBY HEAHTUI'€HHOH M MOXET
NpOSIBJISITh YMEHBUIEHHYID CKOPOCTb KJIHPEHCA U3 CHCTEMBI KpOBOOOpaIieHus
NaLHeHTA.

Kunkuii nHbeKkuOHHBIN nipenapat [191-acnaparunassr (Oncaspar®) panee Obu1
paspeueH Al KOMMEPYECKOTOo MPOU3BOACTBA YIPABJIEHHEM IO KOHTPOI 3a
npoaykramu u sgekapcteamMu (U.S. Food and Drug Administration). Oncaspar® Obln
paspeiieH B KayeCTBE Tepamuu «MIepBOH JIMHUKU» MALUEHTOB C  OCTPbIM
aumdobracTHeIM seliko3oM (ALL) B kauecTBe KOMIIOHEHTa XMMHUOTEPANEBTUUECKON
CXeMBbl C TNPHUMEHEHHEM HEeCKOJbKUX cpenctB. Jomonuurenpno, Oncaspar® Obun
paspemen nus  JedeHuss mnanueHToB ¢ ALL W rUmepuyBCTBHUTENBHOCTBIO K

acrnaparuHase (Hampumep, HaTUBHBIM popmam L- acmaparunassl).

CymHoCcTh

AcrmekTbl  M300peTeHHss  BKJIIOYAIOT  KOMIIO3MLHMH  MOJHAJKHICHOKCH]I-
acraparvHasbl. B HeKOTOpBIX Cily4asx, KOMIO3ULHHU BKJIKOYAT OJUH MUJIU HECKOJBKO
OypepoB wum conb. B npyrux acmekTtax, KOMIIO3WULHS MpPEACTaBIseT COOOM
JMO(QUIN3UPOBAHHYIO CTAOUJIBHYIO MPU XPaHEHHH KOMMIO3ULHIO. B npyrux ciydasx,
JUOQUIN3UPOBAHHBIE KOMIIO3UIIMHU BKJIIOYAOT OJUH UJIH HECKOJbKO Oydepos, comb, u
caxap. ACHEKTbl OCYLIECTBJCHHUS U300pEeTeHUs NOMOJHUTENbHO BKJIIOYAIT CIOCOOBI
noJsiydeHuss KoMmos3uuuid. KoMmosuuuu HaXOAAT HCHOJb30BAHUE ISl Pa3JUYHBIX
NpUMEHEHHH, HApUMep, IJIs JISUeHHs OMYXOJEBOr0 COCTOSIHUS Y CyObeKTa.

KpaTtkoe onucanue gpuryp

Ha @ur. 1 npeacraBieHa cxeMa TEXHOJOTHYECKOro mporecca s crocoda

nojy4eHus: JUOPUIU3HUPOBAHHONH CTaOMJIBHOW TpPH XPAaHEHUH KOMIIO3HIIUK B

COOTBCTCTBUH C BapHUaHTAMU OCYLICCTBJIICHUA HaCTOﬂLLIefI 3asdBKH.
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Ha ®ur. 2 npeacrasieH rpadguk 4uctoThl (%) OTHOCUTEILHO BpeMeHU (HEIeNn)
npu 40 °C npnst nuopUIU3UPOBAHHOW CTAOMIBHON NHpU XPAHEHHMH KOMIIO3HIUH B
COOTBETCTBUHU C BAPHAHTAMHU OCYIIECTBJICHUS HACTOSIIEH 3asIBKU.

Ha ®ur. 3 mnpencraBnen rpaduxk sddexruBnoctu (ME/Mi) OTHOCHTEIBHO
Bpemenn (Hemenu) npu 40 °C anst nuopuUIN3UPOBAHHOW CTAOUIIBHON NpPU XpaHEHUHU
KOMIIO3HMIIMU B COOTBETCTBHH C BAPUAHTAMH OCYIIECTBIEHHS HACTOSIIEH 3aABKU.

Ha ®ur. 4 npencrasneH rpadpuk 4uctotsl (%) OTHOCUTEIBHO BpeMeHH (HEIeNn)
npu 25 °C nna nuoduIM3UpPOBAHHOW CTAOMIBPHON NHpPU XPaHEHHUH KOMIIO3HIUH B
COOTBETCTBHUHU C BAPHMAHTAMHU OCYILIECTBICHUS HACTOSIIEH 3asIBKH.

Ha ®ur. 5 mnpencraBnen rpaduxk sddexruBnoctu (ME/Mi) OTHOCHTEIBHO
BpeMmeHu (Hemenu) npu 25 °C nnsg nuoguaU3UpPOBaHHONW CTAOMIBHOW NMPH XpPaHEHUH
KOMIIO3HMIIMU B COOTBETCTBHH C BAPUAHTAMH OCYIIECTBIEHHS HACTOSIIEH 3aABKU.

Ha ®ur. 6 mnpexcraBieHa cXxeMa TEXHOJOTHYECKOro mpouecca crnocoda
NOJy4YeHUsT JHOPUIN3UPOBAHHONW CTAOMIBHOM NpPU XpPaHEHWH KOMIO3UIUH, B
COOTBETCTBUM C BapUaHTAMH OCYINECTBJIEHHS HacToswmed 3asBku. Ilokas3aHbl
KOHEUHBIH MpenapaTr u CTaauu QUIbTPaLHu.

Ha ®ur. 7 mnpencraBieHa cXxeMa TEXHOJOTHYECKOro mpouecca crnocoda
NOJy4YeHUsT JHOPUIN3UPOBAHHONW CTAOMIBHOM NpPU XpPaHEHWH KOMIO3UIUH, B
COOTBETCTBHM C BapUAHTAMH OCYLIECTBICHUs HacTosAmel 3asBku. Iloka3aHsl cTannu
ACeNTHUYECKOTr0 3aMOJHEHU U TUOPHITN3ALNUH.

Ha ®ur. 8 mnpeacrasnen rpaduk umctoThl corjacHo ['®-BOKX (%) B
3aBHUCHUMOCTH OT BPEMEHH (MecCsLbl) st THOQUIU3UPOBAHHONW KOMIO3UIIUH, KOTOPYIO
xpanmnun npu  2-8 °C  (wampumep, 5°C), B COOTBETCTBHM C BapHaHTaMHU
OCYIIECTBJICHUS HACTOSILIECH 3asIBKH.

Ha @ur. 9 mnpencrasnen rpadux s¢pdextuBHoctn (aktupHocTH) (ME/Mi)
OTHOCHUTEJIbHO BPeMEHH (Mecsubl) A JHOPUIN3UPOBAHHON KOMIO3UIUH, KOTOPYIO
xpanmnun npu  2-8 °C  (wampumep, 5°C), B COOTBETCTBHM C BapHaHTaMHU
OCYIIECTBJICHUS HACTOSILIECH 3asIBKH.

Ha ®ur. 10 npeacrasnen rpaduk cymMmapHbIX arperatos cornacHo I'®@-B2XKX
OTHOCHUTEJIbHO BPeMEHH (Mecsubl) A JHOPUIN3UPOBAHHON KOMIO3UIUH, KOTOPYIO
xpanmnun npu  2-8 °C  (wampumep, 5°C), B COOTBETCTBHM C BapHaHTaMHU
OCYIIECTBJICHUS HACTOSILIECH 3asIBKH.

Ha ®ur. 11 npeacraBnen rpadpuk uuctorel corjacHo ['®@-BIXKX (%) B

3aBUCHUMOCTH OT BpeMeHH (MecsueB) i JHOPUIH3UPOBAHHON KOMITO3HMIIUY,
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KOTOPYIO XpaHUJIU B YCIOBUSIX YCKOpeHHOU nerpagamuu (25 £ 3°C; 60% + 5% OB), B
COOTBETCTBUHU C BAPUAHTAMU OCYLIECTBJIEHHS HACTOsIEN 3asBKU.

Ha ®ur. 12 npencraBnen rpaduk sddextusHocTn (akruHocTtH) (ME/Mi)
OTHOCHUTEJIbHO BPeMEHH (Mecsubl) I JHOPUIN3UPOBAHHON KOMIO3UILUH, KOTOPYIO
XpaHWJIH B YCJIOBUSIX YCKOpeHHOW perpajaumu (25 = 3°C; 60% + 5% OB), B
COOTBETCTBUHU C BAPUAHTAMU OCYLIECTBJIEHHS HACTOsIEN 3asBKU.

Ha ®ur. 13 npeacrasnen rpaduk cymMmapHbIX arperatos corsnacHo I'®@-B2XKX
OTHOCHUTEJIbHO BPeMEHH (Mecsubl) I JHOPUIN3UPOBAHHON KOMIO3UILUH, KOTOPYIO
XpaHWJIH B YCJIOBUSIX YCKOpeHHOW perpajaumu (25 = 3°C; 60% + 5% OB), B
COOTBETCTBUHU C BAPUAHTAMU OCYLIECTBJIEHHS HACTOsIEN 3asBKU.

Ha ®ur. 14 npexncraBnen rpaduk uuctorel corjacHo ['®@-BIXKX (%) B
3aBUCHUMOCTH OT BpeMeHH (MecsueB) i JHOPUIH3UPOBAHHON KOMITO3HMIIUY,
KOTOPYIO XPaHUJIH B YCJIOBHUAX TeryioBoro crpecca (40 = 2°C; 75% + 5% OB), B
COOTBETCTBUU C BAPUAHTAMU OCYIECTBJIECHHUS HACTOsIIENH 3aABKU.

Ha ®ur. 15 npencraBnen rpadpuk sddexktusHoctn (akrusHoctH) (ME/Mi)
OTHOCHUTEJIbHO BPeMEHH (Mecsubl) A JHOPUIN3UPOBAHHON KOMIO3UIUH, KOTOPYIO
XpaHUJU B YCIOBUAX TemioBoro crpecca (40 £ 2°C; 75% + 5% OB), B cooTBeTCTBHU
C BapUaHTaMM OCYLIECTBJIEHUS HACTOsAILIEH 3asABKU.

Ha ®ur. 16 npeacrasnen rpaduk cymMmapHbIX arperatos cornacHo I'®@-B2XKX
OTHOCHUTEJIbHO BPeMEHH (Mecsubl) A JHOPUIN3UPOBAHHON KOMIO3UIUH, KOTOPYIO
XpaHUJU B YCIOBUAX TemioBoro crpecca (40 £ 2°C; 75% + 5% OB), B cooTBeTCTBHU
C BapUaHTaMM OCYLIECTBJIEHUS HACTOsAILIEH 3asABKU.

Onpenenenus

B onmcaHnu BapuaHTOB OCYILIECTBIEHHUS AAHHOW 3asBKH, MOTYT HPHUMEHSITHCS
clelylole TEpMUHBI, U OHU ONPEENSAI0TCs, KaK YKa3aHO HUXKE.

Ilog "mo cyumecTBy OYHUINEHHBIM" TOHUMAKT BBIACJIEHHE BELIECTBA TaKUM
o0pa3oM, HYTO BELECTBO BKJIKOYAET OOJNBUIMHCTBO o0Opasma, B KOTOPOM OHO
conepxkutcsi. Hampumep, oOpasen, KOTOPBIH TO CYINECTBY OYHIIEHHBIH, CONEPKUT
50% wunu Oonbime BemecTBa, MNPEACTABISIONEro HHTepec, Hampumep, 60% wunu
Oosple BeIeCTBA, NPEACTABIAIOLIEro HHTepec, Hampumep, 75% wunu Oousblie
BEIECTBA, NPEACTABIAIOLIEro HHTepec, Hampumep, 90% wunm Oosbplne BelIeCcTBa,
NPeNCTaBISIOIEr0  WHTepec, Hampumep, 95%  unu  Oojbime  BEIIECTBA,
NpeACTaBIAIOLUIEr0 HHTEpeC, BKIoUas 99% unu Oonbine BeIECTBa, MPEACTABISAIOMIErO

uHTepec. JIroboi moaxoasimuil MPOTOKOJ MOYHO NMPHUMEHSTh JJIsI OYUCTKU BELIECTBA,
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NPEeACTAaBIAIOLIEr0 HHTEpPEC, U BKJIKOYas, HO HE OTIPAHUYHUBAACH TOJBKO HMH,
dunpTpanuo (Hanpumep, nHa@UAbTPALUIO, YIbTPAPUIBTPALUIO, U JIP.), CEIEKTUBHOE
OCa’kIeHHWE, KpPUCTAJJU3aIUI0, HWOHO-OOMeHHyK Xpomartorpaduro, adduHHYIO
xpomaTtorpaduoo U CeIUMEHTALHIO COTJIACHO MJIOTHOCTH.

Iloxg "BBiAeNeHHBIM" TpPU OMUCAHUM COEAUHEHUS, MPEICTABISIOIIEr0 UHTEpPEC,
MOHUMAIOT, YTO OHO HAXOJUTCsA B OKpy’Kawiled cpene, OoTJHYarOLleiics OT TOH, B
KOTOPOM COeAMHEeHHe OOBIMHO HaXOAHWTCA B mpupozae. "BrimeneHHbli" o0o3Hauaer,
YTO OXBATBHIBAET COEJUHEHHUs, KOTOpble HAXOAsATCI B oOpa3max, MO CYLIECTBY
o0OrameHHbIX AJs COEAWHEHHUs, MPENCTABISIIOIEr0 HWHTEPeC, H/UJIU B KOTOPBIX
COellMHeHHe, NPEeACTABISIOIIee HHTEPEC, HACTUYHO UIIM MO CYIIECTBY OUHULIEHO.

Tepmunbl "manwmeHT" W "cyOBeKT" HCHONB3YIOTCS B3aMMO3aMEHSIEMO U
MPUMEHSIOTCS B MX OOIIENPUHSITOM CMBICJIE MO OTHOIIEHUIO K KUBOMY OpPTraHU3MY,
cTpajamlieMy OT UM MPEeApPaclHoNOKEHHOMY K COCTOSHHIO, KOTOPO€ MOXKHO
NPENOTBPATUTh HJIM JICUUTh NYTE€M BBEIEHHS KOMIIO3ULHHU COTJIACHO HACTOSIIEMY
N300pETEeHHIO, W BKJIOYAET KaK JIIOAEH, TaK U KUBOTHBIX, OTIUYAIOLIUXCS OT JIOAEH.
[Ipumepsl CyOBEKTOB BKJIIOYAIOT, HO HE OrPAHUYMUBAACh TOJNBKO HMH, IOAEH,
IMMIMAaH3€ U APYTHe BUIBI MPUMATOB B 00€3bsH, CEJIbCKOXO35IHCTBEHHBIE JKHBOTHBIE,
TaKkWe KakKk KPYMHBIH poOraThiii CKOT, OBIbI, CBHUHBH, KO3bl W JIOMIAJH, JIOMAIITHHE
MJIEKOTIUTAIO e, TaKue Kak CcO0aku M KOTHI, JabOpaTOpHbIE JKUBOTHBIE, BKJIOYAs
IPBI3YHOB, TAKUX KAK MBIIIN, KPBICHI 1 MOPCKHE CBUHKH, MTUILBI, BKJIIOYas JOMAIIHUE,
OUKHE W MepHaTasi Iu4b, TAKUE KaK MbIIJIATA, MHAIOKH U IPYTrUue KypUHbIE, YTKU, T'yCH
u 1p. TepMuH He BKJIIOWaeT KOHKPETHOro Bo3pacta. Takum oOpa3om, MpencTaBISIOT
UHTEPEC B3pPOCIbIle 0COOM, MOAPOCTKH U HOBOPOXKAEHHBIE 0coOU. "PapManeBTUUECKH
s dpexTuBHOE KOTMYeCTBO" U "TepaneBTHUEeCKU 3P (PEeKTUBHOE KOJIUIECTBO" OTHOCSITCS
K KOJIMYECTBY COEANHEHHUS UIN KOMIIO3UIUHU, JOCTATOUYHOMY JUJIS JICUCHUSI YKa3aHHOTO
HapyIlIeHUs uiu 3a00JIeBaHMUS MM OAHOTO UJIN HECKOJBKUX €ro CHMIITOMOB U/WUJU IS
NpeaoTBpaIleHUsT TPOsIBICHUs 3a0ojeBaHus WM HapyuieHus. I[lo OTHOWEHHIO K
ONYXOJIEBBIM COCTOSIHUSAM, (apMaleBTHUYECKH HIN TepamneBTU4deckn 3] EeKkTuBHOE
KOJIMYECTBO BKJKOUYAET KOJUYECTBO, JOCTATOYHOE AJsA, B YaCTHOCTHU, H3MEHEHHe
CTETEeH! U/UJIH PACTIPOCTPAHEHHS 3JI0KAYECTBEHHOTO HOBOOOpa3oBaHus y cyObeKkTa Ha
CHUJKEHHUE, /HIIN CHH)KEHHUE CKOPOCTH POCTA 3JIOKAYECTBEHHOI'0O HOBOOOPA30BaHUS.

Tepmun "neuutnp" unu "jedeHue", Kak HCIOJb3YeTCs B HAcCTOsLIEeH 3asBKe,
o003HaYaeT JEUUTh WJU JiedeHUe 3a00JIeBaHUS MJIM MEIHIUHCKOTO COCTOSIHUS Y

MaMueHTa, TAKOro Kak MJIEKOMHTarIee (Hampumep, YejJoBeKa), KOTOPOE BKJIKYAET:
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(a) mpenoTBpamenue 3a00JIeBaHUS HJITU MEIUIIUHCKOTO COCTOSHUS OT €ro MPOsIBJICHMUS,
HampuMep, npoduiIakTUIeCKoe jedeHue cyonekra; (0) ynydmenne 3aboneBaHusl WU
MEIULUHCKOTO COCTOSIHMS, TaKOe Kak, YCTpaHEHHWE WJIH BbI3bIBAHHE pPErpeccuu
3a0oyieBaHUs MJIM MEIMLUHCKOTO COCTOSIHMS y naumeHta;, (B) MOJaBJieHHE
3a00yieBaHUs MJIM MEIULMHCKOrO COCTOSIHWS, HampuMmep, MyTeM 3aMeIJIeHUs WIu
OCTaHOBKHM pPa3BUTHUs 3a00J€BAHUS MJIM MEIHLUHCKOTO COCTOSHHUS y MAaLMEeHTa, HIH
(r) ocnabnenune cuMnToMa 3a00JeBaHUS UJIM MEAUIIUHCKOTO COCTOSIHUS Y TAIllUEeHTA.

Tepmur "Qusnomornyeckue ycCJOBUA"' OXBATHIBAET TE€ VYCIOBUA, KOTOpPbIE
COBMECTHUMBI C KUBBIMH KJETKaMH, HalpUMeEp, MPEUMMYLIECTBEHHO BOJHbBIE YCIOBHUS
Temnepatypsl, pH, comepxkaHus conm, W Op., KOTOPble COBMECTHMBI C >KHUBBIMH
KJIETKAMH.

Ilepen Tem, kak BapHaHTbl OCYINECTBJIEHHs] HACTOSIIEro H300peTeHHs OyayT
omucaHbl Ooyiee moAPOOHO, CleayeT OTMETUTb, YTO BApPUAHTBI OCYINECTBJIEHHS He
OTPAaHUYUBAKOTCS KOHKPETHBIMM BapUAHTAMHU OCYINECTBJIEHHs, ONHUCAHHBIMH B
HACTOSILEM OMUCAHWU; TAK KaK TaKWe BAPUAHTHI OCYIIECTBJECHHS MOTYT U3MEHSTHCS.
Takke moapa3ymMeBaeTcsi, 4TO TEPMUHOJOTHS, HCIOJb3yeMasi B HACTOAILIEH 3asiBKe,
npeaHa3HavYeHa TOJbKO AJIsS OMHCAHUS MPEANOUYTHTENbHBIX BADUAHTOB OCYIIECTBIICHUS
n300peTeHus, U TEPMUHOJOTHsS HE MpeJHa3Ha4ueHa MJs1 OrpaHUYeHHs] U300peTeHUs.
OObeM BapUaHTOB OCYIUNECTBJICHHS HACTOSALIEr0 PACKPBITHUS OyIeT OrpaHUYUBATHCS
TOJBKO MYHKTAMH MPHJIOKEHHOU ¢(opmynbl u3zobOperenus. Eciaum cneunanbHO He
yKa3aHO HWHaye, TO BCE TEXHUYECKHWE U Hay4Hble TEPMHHBI, HCIOJb3yeMbIe B
HACTOsILEH 3asiBKe, HMEIT TaKHe K€ 3HayeHHe, 4YTO U OOBIYHO MOHUMAKOTCS
KBATU(QULUHUPOBAHHBIM CIELHATUCTOM B JaHHOH 00JacTH TEXHUKH, K KOTOPOWH
OTHOCHUTCS HacTosimiee wu3o0pereHune. Ecnm ykasaH pauana3oH 3HA4YeHUH, TO
MOpPa3yMeBaeTCs, YTO KaKJ0€ MPOMEKYTOYHOE 3HaAYeHHEe, C TOYHOCTBIO A0 AECATOU
IOJIM eIMHULbI HUXKHEro mpezesa, eCld U3 KOHTEKCTa OYeBHIHO He CJIeAyeT Apyroe,
MEXKAY BEPXHUM M HIDKHUM IMpeaejoM YKa3aHHOrOo auanasoHa u Jiwobdoe npyroe
yKa3aHHOEe MJIM [POMEXKYTOYHOE 3Ha4eHHe B O5TOM VYKa3aHHOM JHala3oHe,
OXBaThIBAETCSI BapUaHTAMH OCYINECTBJEHHsS HACTOSLIEr0 pacKpbiTHs. BepxHue u
HUJKHUE TMpeJesibl 3THX Y3KHX IUana3OHOB HE3aBUCHMO MOTYT BKJIIOYATbCS B y3KHe
IWana3oHbl M TaKXKe OXBAaTbIBAIOTCS BapHaHTAMM OCYINECTBJIEHHS HACTOSLIEro
pacKpbITHs, ¢ y4eTOM Jitoboro crneuu@uyeckd MCKIYEHHOTO Mpejaeina B YKa3aHHOM
nuamaszoHe. Eciu ykasaHHbI Auana3oH BKJIOYaeT OAMH uiau o0a mpenena, TO

AHarna3OHbl, HCKJIOYaroIuec n000H M3 MM 00a 3TU BKJIIOUYEHHBIE npeaciibl TAKKE
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OXBATHIBAIOTCS 00beMOM m300pereHus. OnpeneneHHbIe NHANAa30HbI, MPEACTABICHHBIE
B HACTOSINEM H300pETEeHUH, C YHUCJIOBBIMH BEJIMYMHAMHU, C NPEALIECTBYIOIIUM
TepMuHOM "mpubnusurenpHo." TepmuH "mpuONMU3UTENBHO", HCHONB3YEMBbIH B
HacTosimed 3asBke, obecrneunBaeT OYKBaJbHOE MOATBEPKAEHUE NI TOUHOTO YHCIHA,
KOTOpOE€ CJeAyeT 3a HHUM, a TakXke 4YHCIa, KOTOpble HAaxXOAATCS pPSAOM HIIH
NpuUOIMKEHHO K YHCIy, Meped KOTOPbIM HaxoauTcs TepMuH. llpu omnpeneneHuw,
Oymer IM YHUCIO HAXOAUTCS PSIAOM MM NPUONTU3UTENBHO K cHeuupUuuecKH
yKa3aHHOMY YHCHIy, ONmkaimee uiu npuUOIU3UTENbHOE HENMPOLUTHPOBAHHOE YUCIO
MOXET MPEeNCTaBIsATh COOOHW YHCIO, KOTOPOE, B TOM KOHTEKCTE, B KOTOPOM OHO
NPUCYTCTBYET, 00€CIeYnBaeT CYIECTBEHHBIH SKBUBAJIEHT CeU(UIECKH YKAa3aHHOMY
YUCTTY.

Bce nyOnmkanuu, maTeHTBI W TATEHTHBIC 3asBKH, MPOIUTHPOBAHHBIE B
HACTOSIIIEM ONMCAHUH, BKJIIOYEHBI B HErO MyTEM CCBUJIKH TaKUM ke 00pa3om, eciu Obl
Kaknass WHOMBUAyajdbHasg NyONMKauUWsi, NAaTEHT WJIH T[aTeHTHas 3asBKa OBUIH
criennpUIeCKH U UHIMBUIYAJIBHO YKa3aHbl, KaK BKJIOUYEHHBIC B Kade€CTBE CCBIIKH.
Kpome Toro, Kaxkaas MpOUUTHPOBAHHAA MyOJUKALMs, NATEHT MM MAaTEHTHAas 3asBKa
BKJIIOUCHBl B HACTOAINYIO 3asiBKY NYyTE€M CCBUIKH IJS PACKPbITUS U ONUCAHUS
CYIIHOCTH BOMNPOCa, B CBA3M C KOTOPBIM OTH MNYyOJUKAOUU TNPOUUTHPOBAHBI.
HutupoBanue nr000H NyOIMKALMU OTHOCHUTCS K €€ PACKPBITHIO A0 AaThl MOAAYHU
3a8BKH U HE JOJDKHO PacCMAaTPUBATHCS KaK AOMYINEHHE, YTO H300peTeHne, ONUCAHHOE
B HACTOAIIEH 3asiBKe, HE MPENOCTAaBJSAET MPaBO NATHPOBATH OOJe€ PAHHHUM YHCJIOM
TAaKyK MNyOJUKAIMIO TOCPEeACTBOM Oosiee paHHero wu3odOperenus. Kpome Toro,
NpeACTaBICHHBIE NaThl NyOJMKAIHMKW MOTYT OTJHYATbCS OT JAEHCTBUTENBHBIX AT
nyOJIMKaIUHi, YTO MOXKET HYKAaTbCS B HE3aBUCHUMOM IOATBEP KICHUH.

Cnenyer OTMETUTb, HYTO TYHKTB (OPMYyJbl H300peTeHUss MOryT OBITh
COCTaBJIEHBI C HCKJIIOUYEHHEM J000oro HeoOs3areapbHOro syneMenTa. Kak Ttakosoe, 3Ta
dbopmMynupoBKa NmpenHa3Ha4YeHa OBITh B KaUeCTBE MPENIIECTBYIOIIEr0 OCHOBAHHS IS
NPUMEHEHUS TaKOW MCKIIOYUTENIbHON TEPMHUHOJIOTHH, TakKk "HUCKJIYUTENIbHO,"
"TONBKO" W ApP. B CBSI3M C MEPEUHCICHUEM 3asIBJICHHBIX 3JIEMEHTOB, UJIU MPUMECHECHUE
"oTpunarenpbHoro” orpanndyenus. Kak OyneT MOHATHBIM 1011 KBaJu(PULHUPOBAHHBIX
CMEeNHaJUCTOB B AAHHOW OOJACTH TEXHUKU MPU NPOYTEHHH HACTOSINETO PACKPBITHS,
YTO KaXABIH W3 WHAUBUAYAJIbHBIX BAaPHAHTOB OCYINECTBJIEHUS, ONHUCAHHBIX U
NPOVMJUIFOCTPUPOBAHHBIX B HACTOSIIEH 3asiBKE, MMEET AUCKPETHBbIE KOMIIOHEHTHI H

XapakTepHbie OCOOEHHOCTH, KOTOpBIE JIETKO MOTYT OBITh OTHEJNIEHBl OT WU
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KOMOMHUPOBAHBI ¢ JIIOOBIMU APYTUMH HECKOJbKMMHU BapHaHTAMHU OCYIIECTBJICHUsS Oe3
OTKJIOHeHUss OT o0ObeMa WM CYHHOCTH BapHUAHTOB OCYIIECTBJIEHHS HACTOSIIErO
nzo0perenus. JIroOol yka3zaHHBIH cmoco® MOXKET OBITh OCYINECTBJEH B YKa3aHHOM
MOPSIKE OCYIIECTBICHUS CTAIWH WU B JIOOOM APYTroM MOPSAKE, KOTOPBIM JIOTHYECKU
Bo3MOXeH. Hecmorpss Ha TO, 4Tto nM0OBIE CIOCOOBI M MaTepUaNbl, CXOIHbBIEC MU
SKBUBAJIGHTHBIE TEM, KOTOpPble OMNHCAHBl B HACTOSAIIEH 3asiBKe, TaKke MOTYT
UCTOJIb30BATHCA MPH MPAKTUYECKOM OCYIIECTBIEHUH WMJIM TECTUPOBAHHU BAaPHAHTOB
OCYIIECTBJICHUS  HACTOSIEeN  3asiBKHW, Jajiee  OMUCAHBl  penpe3eHTaTUBHBbIC
UJITIOCTPATUBHBIE CIIOCOOBI U MaTEPUAITBI.
MMoapodHoe onucanue

AcmekTsl  W300peTeHUs]  BKJIIOYAIOT  KOMIO3WIUH  TOJUATKUIECHOKCHU/I-
acmaparuHasbl. B Ipyrux ciaydasiX, KOMIO3UIUH BKJIKYAKT OOUH WU HECKOJbKO
OydepoB u cob. ACIEKTBl OCYIIECTBICHUS H300pETEeHUs NOMOJHUTEIBHO BKIIOYAIOT
crmocoObl TONy4YeHUus Kommno3unuii. KoMMO3WIuu HaxomsIT WCHIOJNb30BAHUE IJIs
pPa3UYHBIX MPUMEHEHUW, HAMpUMep, Uil JIEYEHUS OMNYyXOJIeBOTO COCTOSHUSA Y
cyObexTa.

AcmekThl  U300peTeHHsT  BKJIKYAKT  JUOQUIU3HPOBAHHBIE  CTAOUIbHBIC
KOMITO3HMIIUK TMPH XPaHEHUU TOJUAITKUIECHOKCUI-acraparudasbl. B apyrux ciaydasx,
TUO(PUIN3UPOBAHHBIE KOMIIO3UILINN BKJIFOYAKT OAWH WJIU HECKOJBKO Oy(depoB, coib, U
caxap. ACIHEKTbl OCYLIEeCTBJIEHHS HU300pETeHHs] NOMOJHUTEIbHO BKJIFOYAIOT CIIOCOOBI
MOJNy4YeHUsT TakuxXx Kommo3uuui. Kommo3winuu HaxXoAsST HCIOJIb3OBaHUE  IJIs
pPa3UYHBIX TMPUMEHEHUH, Hampumep, [Jis JICYeHUs] OMyXOJIEBOrO COCTOSHUS
(Hampumep, OCTPBIA MUEJTOUIHBIHN Jieitko3 (AML)) y cyObekra.

AcCTiekThl H300peTeHHsl BKIIOYAIOT CHoco0 JiedeHuss cyObeKTa B OTHOMIECHUH
AML. Cnocobbl BKJIIOYAIOT BBEACHHE CYOBEKTYy JO3bI MOJHUANKHICHOKCHUI-
acmaparuHasbl, oS(dexTuBHOW s JedeHus y cyoObekta AML. AcmnekTsl
OCYIIECTBJIEHUS] N300pETeHUsI NOMOJTHUTEIBHO BKJIIOYAIOT KOMIIO3ULIMH, COAEPIKaIIue
MOJIUANKUJIEHOKCU-aclIaparuiasy, W HabOphl, KOTOpPbIE MOXKHO HCIOJIB30BATh B
3asBJIEHHBIX CIOCO0ax.

IIpu panpHelilieM ONMMCAHUU BAaPHUAHTOB OCYIIECTBJIEHUS HACTOSINEN 3asBKH,
cHadana Oojee MOAPOOHO OMHCAaHBl KOMOO3ULMH (HApPUMEpP, SKHAKAas W
nuodunusuposanHas). I[Tocae 3TOro, Tak:ke OMUCAHBI CIIOCOOBI MOJNYUYEHUSI, CIIOCOOBI

NPpUMCHEHUA U Ha60pr, KOTOPBIC BKIOYAKOT 3aABJICHHYK KOMITO3UIUIO.
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AcCmeKThl HACTOSIIEH 3asBKH BKJIOYAIT KOMIIO3HUIIUI TMOJHAJKUIEHOKCHI-
acrmaparuHasbl, KOTOpas BKJIIOYAET MOJHAIKHJICHOKCUIHYIO TPYINy, KOBAJEHTHO
CBSI3aHHYIO C IOMOINBI JIMHKepa ¢ acrnaparnHaszoi. KoMmo3mmuss Takke MOXKeT
BKJIIOYATh OJIMH WJIH HECKOJbKO OydepoB u coib. B ompeneneHHbIX BapuaHTax
OCYIIECTBJICHUs,  KOMIIO3WULHS  TNPEACTaBiIsier  coboH  NHOPUIN3UPOBAHHYIO
CTaOMIBHYIO TpU XpaHeHWH Komnos3uuuwo. JlnodunusupoBaHHas crabuibHas NpH
XPaHEHUU KOMITO3ULIMS TAK)KE€ MOXKET BKJIOYATh OJMH MM HECKOJbKO OydepoB, colb
U caxap.

Kak omnmcaHo B Hacrosimed 3asiBKe, KOMIIO3MIMU COTJACHO HACTOSLIEMY
PACKPBITHIO MOTYT BKJIIOYATh MOJHANKUICHOKCUA-acnaparuniasy. [loanankuaeHOKCH -
acrmaparmHasa BKJIIOYAeT aclaparuHaly, KOBAJEHTHO CBA3AHHYIO C MOMOIIBIO JIMHKEPA
C OJHOW WM HECKOJbKHMH TOJHAJKUIEHOKCUIHBIMH TpynmaMu. AcmaparmHasa
NpeacTaBIsieT co00i (PepMEeHT, KOTOPBIH MOXET COCTOSTh W3 YEThIPEX HICHTHUYHBIX
cyOBenMHULl C OJHUM AaKTHBHBIM calToM Ha Tterpamep. Hanpumep, ¢epmeHT
acrmaparmHasa MOXET TMpencraBisTh coboil L-acmaparmnasy (Hampumep, L-
acnaparuHasy II), koropas rumgponmsyer aMHHOKHCJIOTY L-acmaparud (Takxke
uzBecTHast kKak (S)-2,4-nuamMuHo-4-0okcoOyTaHOBas KHCJIOTA, WU acCMapardHHUH, HIH
cokpameHHo Asn uiau N) ¢ monydeHueM L-acmaprara (Takke uzBecTeH kak (S)-2-

aMHUHOSIHTapHAas KUCJIOTa) U aMMHAaK B COOTBETCTBHH CO CIEAYIOLeH peaKkuei:

o) o)
L-acnaparvHasa
O NH, H0 O NH,

B napyrux cnyuasx, acmapardiHasa MOXET THAPOJH30BaTh AMUHOKUCIOTY L-
IyTaMUH (TakXe H3BeCTeH Kak (S)-2,5-mIMaMuHO-5-OKCONMEHTAHOBAas KHCIOTA, WJIH
cokpameHnHo kak Gln unn Q) ¢ monyuenuem L-rnyramara (Takke nspecteH kak (S)-2-

AMUHOTIEHTAHIJIyTapOBasi KHUCJIOTAa) W aMMHaKa B COOTBETCTBUH CO CJEAyHOLIeH

peakuuen:
) ) 0 o)
L-acnaparuHasa
NH; H0 NH,

Brimmeonucanuble peakiuu, KOTOPbIe OMOCPenyroTcs L-acmaparmHazoi, Takke

MOryT 0003HA4YaThCAd KakKk peaknus [ae3aMUHHpoBaHHsA. B npyrux ciyvasx, L-
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acmaparmHa3da B KOMIIO3WIMH HMeEeT TPOUCXOXKIAECHUE W3 MNPOKAPUOTHIECKOTO
UCTOYHHKA, TAKOrO Kak, BKJIOYAas HO HE OrPAaHUYUBASICh TOJbKO HMH, OaKTepuu
Escherichia coli (E. coli). B 3Toli cBsi3u, acmaparvHasa B 3asiBJEHHOW KOMITO3HIIUH
MOKET MPeACTaBJsITh co0oil E. coli acmaparuHasy. B npyrux ciydasx, acnmaparmHasa
skcmapeccupyercsa FE. coli. AcnaparnHasza MOXeT ObITh BOCCTAHOBJIEHA U OYHUIIEHA OT
KYJbTYypPaJIbHOU Cpeabl, conepskamiei F. coli, KOTOpbIe SKCIPECCUPYIOT acmaparmHasy.
JIOMOMHUTENPHO K acmapardHa3aM JHKOTO THIAa, achapardHa3’a TaKkKe MOKeT
MPENCTaBIsATh HE BCTPEUAIOINYIOCS B MPUPOJE acmapardHa’y W/UIH CUHTETHYECKU
MOJYYEHHYIO achaparuHa3dy W/ MW aKTUBHBIA (parMeHT BCTPEHAIOUICHCS B MPUPOIE
U/WIU CUHTETHYECKOW acmaparwHasbl. lIpumepbl acmapardHas, KOTOPbIE MOXKHO
NPUMEHSITH B BapUaHTax OCYIIECTBJICHUs H300peTeHUs BKJIOYAIOT, HO He
, Kkortopble omnucaHbl B: 9,322,008, 9,127,266,
9,051,561, 8,617,868; 7,807,436, 6,991,788, 6,537,547, 6,436,396, 6,368,845;
6,274,367, 6,251,388; 6,165,735; 6,140,101, 6,087,151; 6,042,825, 5,854,051,

OorpaHu4vuBasiCb TOJbKO HWMH, TC

5,310,670; 4,729,957 u 4,617,271, packpbiTHE KOTOPBIX BKJIOYEHO B HACTOSALIYIO
3asiBKy B Ka4€CTBE CCHLIKH.

Kax omnmcano Belmme, acmaparuHa3a B KOMIIO3ULMH TOJHAJKUICHOKCHI-
acmaparuHasbl MPEeACTaBisieT cOOON acmaparvHas’y, KOBAJIEHTHO CBS3aHHYIO C OIHOWU
WUJIN HECKOJbKHUMH TMOJHAJKUJICHOKCUAHBIMU rpynnamMu. Hampumep, acmaparmnHasa
MOTYT BKJKOUYATh OAHY HWJH HECKOJbKO MOJHAJKUJIEHOKCUAHBIX TPYII, KOBAJEHTHO
CBSI3AHHBIX € acmaparmHa3ol ¢ TMOMOINBI  crmocoba MOCT-TPAHCIAIUOHHOU
monudukanun. llomuankuaeHOKCUI-acmaparnHa3a MOXKET BKJOYATh OIHY WU
HECKOJIBKO TMOJHAJTKUICHOKCUIHBIX TPYIIN, KOBAJEHTHO CBSI3aHBIX C acraparmHas3oil B
OIHOM WA HECKOJbKUX MOJIOKEHU Ha acriaparuHase. Hanmpumep,
MOJTUANKUICHOKCUIHASL TPYTIa MOXKeT ObITh KOBAJIEHTHO CBSI3aHA ¢ AMHUHOKHUCJIOTHBIM
OCTAaTKOM acmaparmHasbl. B 1apyrux cayvasix, MOJUHAJIKUJICHOKCUIHAS TPYyIIy
KOBAaJIGHTHO CBsI3aHA C aMUHOTPYMION aMHHOKHCJIOTHOTO OCTaTKa acmapardHasbl. B
ONpPEAENEHHbIX  BapHMaHTaX  OCYIIECTBJEHUs, TMOJHAJKUJICHOKCUAHAS  TpyImna
KOBaJIEHTHO CBsi3aHa C aMUHOKHCJIOTHONW OOKOBOM Henbio N-KOHIIEBOH aMUHOKHCIOTHI
B acrmaparvHase. B OTpeaeIeHHBIX BapUaHTax OCYIIECTBJICHUS,
MOJIMAJIKUIEHOKCHAHAS TpPylNa KOBAJEHTHO CBfi3aHa C BICHUJIOH-AaMHUHOTPYIION
musuaa (K) B acmaparuHaze. B ompenejeHHbIX BapuaHTaX OCYIIECTBJICHUS,

NMOJIMAJIKUIICHOKCUAHAA TrpyIlna KOBAJCHTHO CBsA3aHa C AMUHOKHCJIOTHOH OOKOBOI1
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nenbl0 N-KOHIEBOW aMHUHOKHCIOTBI W 3NCHIOH-aMuHOTrpynmnod nusmHa (K) B
acriaparuHase.

B nmpyrux caydasx, [OJUAJKHICHOKCUA-aclapardiHasa IO  CYIIECTBY
HeaHTUrenHa. Ilog "HeanTureHHoi" unu "mo CymecTBy HEaHTUT'€HHON" NMOHUMAIOT
KOMIIO3UINI0, KOTOpasi HE BBI3bIBAET CYIIECTBEHHON MMMYHHOW OTBETHOH peakuuu y
cyObeKkTa, eciau  KOMIO3ULUIO  BBOAAT cyOBekTy. B ngpyrux  ciyuasx,
NOJNMAJIKUIEHOKCHI-acllaparnHa3a HMEET VYMEHbIIEHHYI CKOPOCTb KJIHpPEHCa U3
KPOBOTOKa CyOBE€KTa MO CpPaBHEHHIO C HEMOANU(PHUIIMPOBAHHOW acmaparuHasoil.
Hanpumep, mnepuony moNy3IMMHUHANUN TOJHAIKHIEHOKCU-aClIaparuHa3bl MOXKET
cocTaBisATh | neHb unm Oonblue, Hanmpumep, 2 AHA WJIM OoJblle, WUIU 3 AHSA HIH
Oonpiie, uiau 4 aHS UK OOJNbIIe, UK 5 MHEH uiu OOJble, UK 6 MHEH WM OOJbIie,
unu 7 aHew wuau Oojbine, uaud 8 aHel wiau Oonbine, win 9 nHell unu Oonbine, unu 10
nHel unu Oonbine, unu 11 nHelt uau 6onbine, wiau 12 gHel unu Oonpine, unu 13 nHew
unu Oonbine, uiu 14 nHeit unu OGonbine, uau 15 gHell unu Oonbine, unu 16 gHEH WU
Oonpie, unu 17 nHer wau Oonbine, wiau 18 gHel unu Oojbine, unu 19 nHeW wiau
Oonbire, win 20 nHel unu Oonbiie. B ompeneneHHBIX BapuUaHTaxX OCYINECTBIECHUS,
Nepruo MOJY3TUMHHALMN MOJUANKUIEHOKCHI-ACIIaparuHa3bl COCTABIACT 3 JHS WU
Oonpine. B ompeneseHHBIX BapuUaHTaX OCYLIECTBICHHS, MEPUOA NOJY3JTUMHUHALUH
NOJINAJKUIEHOKCH I-acllaparmHas3bl COCTABISAET S5 AHEH unu Oonbine.

[MonuankuieHOKCHUAHAS TPYyIma, KOTOpas CBs3aHa C achaparmHa3oi, MOXeT
MPEeNCTaBISATh COO0M OOy PU3UONOTHYECKH COBMECTUMYKO TTOJUATKUICHOKCUIHYIO
rpynny. Iomu(ankmnenokcuns) (ITAO), koropele Takke  HM3BECTHbI  Kak
nonmnokcuankuiaensl (ITIOA), momydaroT myTeM MNOJUMEpPU3AUU AJKHUIEHOKCHIOB
(HampuMmep, OSTUIEHOKCHJAA, TMPONIJIEHOKCHAa, OyTtuineHokcuaa). I[omomomumep
oOpasyercsi TOJBKO M3 OJHOrO THUMA AJKUJIEHOKCHAA, B TO BPEMS KaK COIOJUMEP
obpaszyercss WX JBYX UIM 0oJiee pa3IUYHBIX AJKHJIECHOKCUIOB, H3BECTHBIX Kak
cononuMepsl ankuieHokcuaoB (AOC). IlpumepaMu TaKuxX COENMHEHHH SIBISIOTCS
nonmu(atunenokcun) (II20), koTopwlil mpencrasisier coboil moJuMeEp 3THIEHOKCHIA
(30), u momu(mponuienokcun) (III10), koropslii mpexacrapisier coOOW moaUMEp
nponumieHokcunaa (I10). Ilomu(sTuneHokcua) Takke OOBIMHO HW3BECTEH  Kak
nonmdTuneHrnukonb (I1317) nnn nonmokcustuner (I10J). MonekynsapHbIA BeC TaKUX
MOJIMMEPOB B II€JIOM XapaKTepU3YeTCs CPEeIHUM H3 paclpenesieHus IUH (HJIH
NOBTOPSEMBbIX €OUHHI). JIOMOJHUTEIPHO K CTAaHAAPTHBIM JIMHEHHBIM Qopmam,

00pa3yroTcs pa3BETBICHHBIE WU 3Be31000pasHble (GopMbl mONU(aJKUIEHOKCHIIOB)
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NyTeM MHUOUALNN PEaKIHUHU MOJUMEPU3auus ¢ MOIU(PYHKIIMOHAIBHBIM HHULIHATOPOM
C MHOXECTBEHHBIMU THAPOKCHJ-, aMUHO-, UJIH THOJI-TPYINIIAMHU, KaXJas U3 KOTOPBIX
CIYXUT B KaueCTBe HAYaJbHOM TOYKM AJA pocTa noJuMepHon unenu. Hanpumep,
NpUMEHEHHe TIUNepuHa (TPU TUAPOKCHUIbHBIE TPYIIBI) B KauyeCcTBE HMHHUIUATOPA
NPUBOIHUT K MOJYYEHUIO TPEX-IJIEUETO Pa3BETBICHHOTO MOJHMEpa, B TO BPeMs Kak
NEHTAa’ pUTPOJ MPUBOIHUT K YeThIpeX-ruieueMy noaumepy. OObIYHO, MOTUMEPBI TAKOTO
tina ¢ 3 - 10 mjeyamu 0003HAa4arOTCs "pa3BETBIEHHBIMU", B TO BpeMs Kak Te,
KOoTOpbie wMeroT Oonbme 10 mied, obo3zHauaroTcs "3Be3n00OpasHbie" MOJUMEPHI.
"I'peOHeoOpa3Hbie”" COMONMMEpPBl CXOMHBI C PA3BETBJICHHBIMH U 3Be3J1000pa3HBIMU
dbopMaMHu, HO UWHHULHATOPOM JJisi T'peOHEOOpa3HBIX COMOJHUMEPOB  SIBIISIETCS
nou(pyHKUHOHAJIbHBIA MOJUMEDP ¢ MHOKECTBEHHBIMU THIPOKCHII-, aMUHO-, UJIU THOJ-
IPyIIaMH, PacIOJOKEHHBIH BIOJb MUCXOMHOTO CKEJeTa, KaXKJas M3 KOTOPBIX MOXKET
CIYyXUTb B KadyecTBE€ HadalbHONH TOYKHU )i pocTra mojumepHoil uenu. "[lpuBwiTue"
CONOJMMEPHI MOJIYYAT MyTEeM J100aBJIEHHS MOABEIIECHHBIX MOJUMEPHBIX LENel BAOJb
NOJIMMEPHOTO  Kapkaca, KOTOpblii uMeeT HeHacbimeHHble C=C cBI3u i
NOABEIIECHHbIE (PYHKIMOHAIbHBIE TPYNIbI (HAIPpUMEP, TUAPOKCHUI), U3 KOTOPBIX MOTYT
OpITh 1OOaBIEHBI MOABEIICHHBIE LENMU NyTEM MPUMEHEHUS PEaKLHOHHOCIOCOOHOM
MOHOQYHKLUHOHAJbHON MOJUMEpHOH nenu. Bce monm(ankmieHOKCHUIBI) CONEpIKart,
JOTIOJTHUTENBHO K MHOXECTBEHHBIM aAJIKUJICHOKCHI-TIPOU3BOAHBIM IOBTOPSEMBIM
€IUHHUIAM, €IMHUYHBIH OCTATOK, COOTBETCTBYIOLIUH MOJIEKYJIe, HCIOJb3YEMOH s
WHAOUALUN CHUHTe3a mnojumepa. Jlas JUHEHHBIX NOJHMEpPOB, 3TO MOXKET OBbITh
AJKWIEHTJIUKOJb, COOTBETCTBYIOUIUH AJIKUJICHOKCHAY, UCIOJb3YEMOMY IJIsl CHHTE3a
(HarmpuMmep, STUIEHTIHMKONIb W 3THUJICHOKCHJ, COOTBETCTBEHHO) M, TakuM o0Opasom,
OCTaTOK, UMEIOLUHA MPOUCXOXKAEHNE M3 WHHULUATOpPA, OyIeT HEOTIUYUM OT APYTHUX
NMOBTOPSEMBIX OCTATKOB B MOJUMEpHOH nenu. Ho B KauecTBe MHUIHMATOPOB YaCTO
UCIIONB3YIOT HEOONbIINEe MOJIEKYJbI, OTJIMYAIOIIUECs OT aJKHJICHIJIHUKOJNeH, ux
OpUMEpPBl BKJIOYAKOT MeTaHoJN uinu N-OyraHon (i JHHEHHBIX TOJIHUMEpPOB) H
TPUMETHUJION TMPOIAH, MIULEPHH, U MEHTAPUTPOT (I Pa3BETBIEHHBIX MOJHMEPOB)
WIM OJTUJEHAMAMHUH. Macca HWHHIMAaTOpa OTHOCUTENBHO MAacChl KOHEYHOM
NOJIMMEPHON LEeMNH, KaK MPaBHIO, OUCHb MaJIEeHbKas M €10 MOXKHO NpeHeOpedb. Takum
obpa3oM, TepMUH MOJHU(AJKUIEHOKCHI) HCIONb3YETCS B HACTOSIIEH 3asiBKE B €ro
Oo0IEenpUHATOM 3HAUYEHUHU, U BKJIIOYAET KaK MOJU(AJIKUICHOKCUbI), HHULIUHIPOBAHHBIE
C TOMOIIBKD  MOJIEKYJbl  AJNKUJIEHTJHUKONSA, Tak W  NOJHU(aJIKHJICHOKCHUIDI),

UHHUIUMPOBAHHBIE C TOMOIINBIO APYTrod HEOONBIIONH MOJIEKYITBI.
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B ompeneneHHBIX BapHaHTax OCYIIECTBJIEHHS H300peTeHus, (PU3NOJOTHUECKU
COBMECTHMAs TMOJUAJKUICHOKCHAHAS TPYyIIa MO CYMIECTBY CTAOUJIbHA B YCJOBUSIX,
COBMECTHUMBIM C JKMBBIMHU KJIETKaMH, HAllpUMep, NPEeUMYyLIeCTBEHHO BOJHBIX YCIOBUAX
teMnepatypsl, pH, coxmepxaHur coiau, U Ap., KOTOpble COBMECTHUMBI C >KMBBIMHU
KJIeTKaMu. B ompeneneHHBIX  BapuUaHTaX  OCYIIECTBJEHHS  HM300peTeHus,
NOJUaNKUIEHOKCUHAS rpymnmna SIBJISIETCS BOJIOPACTBOPUMOIA. Tepmun
"BOAOPACTBOPUMBINH MOJUMEp" OTHOCHUTCS K MOJHAJKUIEHOKCUAHON I'pyIIe, KoTopas
10 CYLIECTBY PacTBOPHUMA B BOJAE, TAKOW KaK B BOIAHBIX YCIOBHSAX, OOHAPYKEHHBIX B
opraauzme cyOwekTa. llpenacraBinfrouine HWHTEPEC NOJHATKUICHOKCUIHBIC T'PYIIIIbI

BKJIIOYAIOT, HO HE OrpaHU4YUBasAChb TOJIBKO UMHU MMOJIMAJIKUJIECHIJTIMKOJIN C

2
HEPA3BCTBJICHHBIMU LCIIAMMU. TlonnankuIeHTIuKOIN C HCPA3BCTBJICHHBIMU LEIAMU,
HUCIIOJIB3YEMBIC B OINPECACICHHBIX BapHUaHTaX OCYLICCTBICHUA I/1306peTeHI/I$I, HUMCKOT

CIEYIOIYIO CTPYKTYPHYIO GpopMyIy:

TRIIIIITIENY.

I pennenne T

'/_‘"'l

gy

e Ot
<R

rie R BpIOMparOT W3 rpynmbl, BKJIOYAOMEH BONOPOA, HU3MIMH aJKWI M HUX
cmecu, R; BbIOWparOT W3 rpynmbl, BKJIOYAKIMEH BOAOPOA W HU3MIMA ajKWi, U n
npencrtasiseT coboil monoxkuTenbHoe uejgoe uyucao. llog "HU3mMHM ANKUIOM"
MOHUMAIOT AJKUJIBHYIO TPYINY, UMEIOMYVIO OT OJHOTO IO YETHIPEX aTOMOB yIJIepoaa,
TO €CTh, METHJ, 3THJI, IPOMMJI, OYTUJ, © H30MEPBlI YKa3aHHBIX paHee rpymnm. R Moxer
OBITH BBIOpAH M3 IPYNIIBI, BKIIOYAOMIEH BOOJOPOA, METUI, U UX cMecH, R} MoxeT ObITh
BBIOpPAH U3 TPYIIBI, BKIOYAKIEH BOAOPOI U METHJI, U N MOXKET MPEeACTaBIATh COOOM
MOJIOKUTENbHOE IIeJI0€ YHUCIO, BBIOpaHHOE A 00ecmedeHHusl KeJaTeIbHOro
NOJIMMEPHOTO pasMepa. B npyrux ciayuasx, noiau(aJKUIEHTIUKOIN), TPUMEHAEMbIE B
BapHUaHTAaX OCYIECTBIEHUS n300peTeHus, NPEICTABISAIOT coboit
NONMU(3TUIICHTJIUKOJb), TOJU(MPONMUIIEHTJIUKOJb), WX CMEeCH, U COMOJHUMEepbI
NONMU(STUIICHTJIUKONA) W NOJU(MPONMUNIEHTINKONb), TAe OJHA W3 KOHLEBBIX
THAPOKCHJIBHBIX TPYII MOJUMEpPAa MOXKET OBITh 3aMelleHa HHU3IIeH aJKUIbHOU
rpymnmnoxn.

B ompeneneHHbIX BapuaHTax OCYLIECTBJICHUS, MOJUATKHICHOKCU MPEACTABIAET

coboit monmsTuaeHraukoap (II317). B omnpeneneHHBIX BapuUaHTax OCYIIECTBJICHUS
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uzooperenus, nonudytTuineHrnukons (II9I) mmeer monexynsapHbii Bec ot 1000 no
20000 HanbToH. B ompeneneHHBIX BapuaHTax OCYyIIECTBJIEHHUs H3o0OpereHus, 10T
nMeeT MosekyasapHelil Bec oT 1000 no 20000 Haneron, nnu 1000 no 19000 JanbToH,
i 1000 go 18000 HdanvroH, maum 1000 mo 17000 Hanbton, unu 1000 mo 16000
Haneton, uau 1000 no 15000 HanetoH, unu 1000 no 14000 HaneToH, unu ot 1000 go
13000 HanwToH, unu ot 1000 no 12000 HanetoH, unu ot 1000 mo 11000, nau ot 1000
no 10000, unu ot 1500 go 10000 HanesToH, unu ot 2000 go 10000 ansTOH, UK OT
2000 go 9000 HanbtoH, unu ot 2000 go 8000 JlanbroH, umnum ot 2000 go 7000
HanbTon, unu ot 2000 go 6000 anetoH, uau ot 3000 no 6000 JansToH unu ot 4000
no 6000 anprtoH, unu ot 4500 go 5500 JlanbToH. B ompeneseHHbIX BapHaHTax
ocymecTtsieHus uzobperenus, 191" umeer monekynspusii Bec or 2000 mo 10000
HaneToH. B ompeneneHHbIX BapHaHTax oOCyluecTBiIeHHs u3oOpereHus, I19I umeer
MosiekyasapHeiii Bec oT 4000 no 6000 J[lanpTOoH. B omnpeneneHHBIX BapUaHTax
ocymecTBieHus: uzobperenusi, [I0T umeer monexynspusiii Bec 5000 [Jamvron. B
OpYTUX ciydasx, MOJU3TUIICHTJIUKOJIb NpeaCcTaBsieT coboit
METOKCHIIOJHMATUIICHTINKONb (HanmpuMep, MOHOMETOKCHIIOJUAITUIICHTJINKOb, WJIH
"MIIOI™).

Kak ommcaHO BbIlIe, TMOJHAJKUIEHOKCHUIHAS TPyNIa MOXET OBITh KOBAJIEHTHO
NpUCOEANHEHA K acmnaparuHase. B apyrux cayvasx, NOJUAIKHJIEHOKCHUIHAs rpynna
KOBAJIEHTHO CBsA3aHAa ¢ NOMOULIBK JIMHKepa € acnaparuHasoii. B Takom cayuae,
NOJNMAJIKUJIEHOKCUIHAS TpyNma MOXeT ObITh KOBAJEGHTHO NPHUCOEAMHEHAa K
acrmaparmHase C IMOMOINbIO JHHKepa. JIMHKep MOXKeT mpenctaBiaTb coboi MOy
NOAXONSIIYI0 (PYHKIMOHAJNBHYIO TPYINY, KOTOpPas MPEAOCTABISIET BO3MOXKHOCTH
NPUCOCANHEHUs MOJUANKUICHOKCUHON rpynmnel k acnaparnHase. Hanpumep, nunkep
MOTYT BKJIIOYaTh PEAKLUHOHHOCMOCOOHYI (YHKIHOHANBHYIO TpYyHIy, KOTOpas
obecrieunBaeT KOBAJEHTHYIO CBSI3b MEXAY TMOJUSTHUIEHOKCUIHON Tpynmod W
acrmaparuHa3zod. B npyrux ciy4asx, JUHKEpP BKJIIYAeT pPEAKLHOHHOCIOCOOHYIO
(YHKIMOHANBHYIO TpYyHIy, KOTOpas o0ecrneduBaeT KOBAJEHTHYI CBSI3b MEXAY
MOJU3TUICHOKCUAHON TIPYyNNOH M aMHHOKHCJIOTHBIM OCTAaTKOM acCHaparuHasbl.
Hanmpumep, nuHKEp MOXKET BKJIIYATh PEAKIHOHHOCIOCOOHYI (QYHKIHMOHAJIbHYIO
rpynmy, Koropasi o0ecneynBaeT KOBAJEHTHYIO CBsI3b MEXKAY MOJHAJKUIEHOKCHIHOM
rpynmnod W aMUHOTPYNNOW aMHHOKHMCJIOTHOrO OCTaTka acnaparuHasbl. IIpumepsr
TaKUX PEAKIHUOHHOCTOCOOHBIX (PYHKIMOHANBHBIX TPYNI  BKJIOYAKOT, HO He

OorpaHnu4vuBasiCb TOJBKO nMH n-HI/ITpO(I)eHOKCI/I, THA30JIUINHUII THOH, N-

2
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THAPOKCUCYKIUHUMHUININ, WJIW  JpPyrue  MOAXOASIIHE  PEeaKUHOHHOCIOCOOHBIE
(YHKIHMOHANbHBIE TPYMIbI, TaKU€ KakK, HO HE OrPAHUYMBAsICh TOJBKO HMH, N-
r'UAPOKCUOEH30TPUA30INI, TajoreH, N-ruapokcudpraruMunml, umugaszonui, O-anun
Mo4eBUHBI, neHTapToppenon mnu 2,4,6-tpuxiopdenon, u ap. B ppyrux cayyasx,
peakuOHHOCIIOCOOHAs (yHKLUMOHANbHAs IPyNIa JHHKepa Npexacrasiser coOoi N-
THAPOKCHCYKITUHUMHU UL

CooTBeTCTBEHHO, OCYIIECTBJISA KOBAJIEHTHOE NPUCOETMHEHHNE
NONHMAJKUIEHOKCUITHON Tpynmel K aclaparmHase, JHHKEpP MOXKET BKJIKOYATh
(YHKIMOHANBHBIE TPYNIbI, Takue KakK, HO HE OrPAaHHYHBASICH TOJbKO HMH,
ypEeTaHOBBIH JNUHKEpP (Takke H3BECTEH KaK KapOaMaTHBIA JHHKEpP), CYKLUHUHATHBIN
JUHKEp, U AP.

B ompeneneHHBIX BapuaHTaX OCYLIECTBJICHUS HU300pETEHHs, JUHKEP BKJIIOYAET
ypeTaHOBbIH JNUHKEp (Takke H3BeCTeH Kak kapOamaTHbli nmHKep). Hampumep,
peakumsi TPUCOCNMHEHHs MeToKcunommdTuineHrmukons (MIIO3I) x amuHOrpymme
AMUHOKHCJIOTHI TOJUINENTUAA (HampuMep, aclaparmHasbl) ¢ MOMOIIBI0 yPETAHOBOTO

(kapbamMaTHOIO) JUHKEpA MOKa3aHA HUXKE.

o)
O

0O
MI'ISF\O)J\O,N + HoN-nonunentnvg ——— MHGF\O)J\N,I'IonmnenTM/J,
0 H

Ha nmpencraBieHHOMN BbIlle CXeMe, METOKCHUITOIUITUICHIIUKOIb CYKLUHUMUIUI
kapbonat (takxxke obOo3Hauaercs kak CK-IIDI') moxeepraercs peakuuum C
AMHUHOTPYMIOW aMHHOKUCJIOTH MOJunentuaa (Hampumep, acmnapardHasbl) ¢
MOJIYyYCHUEM TMOJUATHIEHIJIUKOIb-aClIaparuHa3bl C ypPETAaHOBbIM (KapOaMaTHBIM)
muakepoM. CK-IIOI'-acmaparmnasza Takke omnucaHa B Angiolillo, AL., u np.,
"Pharmacokinetic (PK) and pharmacodynamics (PD) properties of SC-PEG E. coli 1-
asparaginase (EZN-2285) in the treatment of patients with acute lymphoblastic
leukemia (ALL): Results from Children's Oncology Group (COG) study AALLO7P4",
2012 American Society of Clinical Oncology (ASCO) Annual Meeting, Poster 9543;
u Angiolillo, AL., u np., "Pharmacokinetic and Pharmacodynamic Properties of
Calaspargase Pegol Escherichia coli L-Asparaginase in the Treatment of Patients
With Acute Lymphoblastic Leukemia: Results From Children's Oncology Group
Study AALLO7P4", J Clin. Oncology, 32(34), 2014, 3874-3882.
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B ompeneneHHBIX BapuaHTaX OCYLIECTBJICHUS HU300pETEHHs, JMHKEP BKJIIOYAET
CYKIIMHATHBIN JUHKep (Takke o003HavaeTCs KaKk CYKUMHUIbHBIN nuHKep). Hanpumep,
peakumsi IJs MPUCOEIMHEHHs] MeTOKCcUnonudTuiaeHraukonss (MIIDI) k amuHorpymme
AMUHOKHCJIOTHI TOJNMUIIETHAA (HAaIPUMep, aclmaparuHasbl) ¢ TOMOIIBIO CYKIIMHATHOTO

JUHKEepa NPeACTaBIeHa HUXKE.

)
0 0O

Mn3r’ONO’N + HoN-nonunentug ——> MI‘ISPOWJ\Nr”O”V'”e”T”F'«
H

o) 0 0

Ha peakuuoHHOW cxeMe, NMPEACTABICHHOW BbIIIE, METOKCUMNOJUATUIECHTJIUKOIb
CYKIMHUMHUANUN CyKOuHAT (Takxke obOo3nawaemsbli kak CC-IIOI) mnoasepraercs
peakIuu ¢ aMUHOTPYIIIOW AMHUHOKHCJIOTHI MOJUNENTHAA (HampuMep, acaparnHasbl) ¢
MOJIYUEHUEM TMOJHUATUIIEHTJINKOJIb-acTIaparuia3bl ¢ CYKUUHATHBIM JuHkepom. CC-
[IDT -acnaparnnasa Takxe onucaHa B nateHTtax CIIA NeNe 5,122,614; 5,324,844; u
5,612,460, packpbITHE KaXAOrO0 M3 KOTOPBIX BKJIIOYEHO B HACTOSINYHK 3asBKy B
KauyeCTBE CCBUIKH.

B omnpeneneHHBIX BapuUaHTaX OCYINECTBJECHUS H300pETEHUs, KOMITO3UIIUS,
KOTOpast  CONEPXKUT  TMONHAJKHIEHOKCHUI-acllaparnHaly, IMpeacTaBiseT  coboi
OEeTUAPAaTUPOBAHHYK KoMmmno3unui. Kak ucmonp3yercs B HacTosAUled 3asiBKe,
NEeTHAPATHPOBAHHAS KOMIIO3ULHS TpEencTaBiisieT Co0OH KOMIO3ULHIO, KOTOpas
BKJIIOYAET BOJAY B HEOOJNBIIOM KOJHYECTBA, TAKOM Kak 25% wunu meHbme, mwin 20%
unu MeHbine, unu 15% wnnn Menbvme, unu 10% wnnu menpine, win 9% WU MEHbINE,
unu 8% wunu MeHbme, unu 7% wunu MeHbme, U 6% wunu MeHbIe, unu 5% wunn
MeHbIne, unu 4% wunu MeHbine, UM 3% WK MeHbine, unu 2% unu MeHbine, unu 1%
UM MEHbIIE BOJIBI, Kak ompeneneHo nyTeMm tutrpoBaHusi Kapna @umepa (K®P). B
OPYTUX ClydYasix, NeruApaTUPOBaHHASA KOMIIO3ULHS uMeeT 3% UM MEHbIIE BOJbI, KaK
onpeaeneHo nyteM tutpoBaHus Kapna  @umepa. B gpyrux  cayuyasx,
OeTUAPATUPOBAHHAS KOMMIO3ULUs uMeeT 1% wuau MeHbIle BOABI, KaK OMNPEeNIEHO
nyreM TutpoBanuss Kapma ®@umepa. B apyrux cayvasx, AeruapaTupOBaHHas
koMno3unuss umeeT 0,5% wunu MeHbIIE BOIBI, KaK OMPENeeHO MyTeéM TUTPOBAHHUS
Kapna ®umepa. MoOXHO UCMONBb30BaTh JIOOOH MOAXOAAIMUA NPOTOKON IS

NMOJNy4YE€HUA HGFHHpaTHpOBaHHOﬁ KOMIIO3UIIHNHU, TAaKOW KaK MNOBBIIIEHHE TEMIICPATYPhI
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KOMIIO3UIMU (HAampuUMep, HarpeBaHWe), YMEHbIIEHWE IaBJICeHHE, JHOQITH3AMUS
(Takke M3BECTHA KaK CyIIKa BBIMOPaXKMBAHUEM), U JIp., 1 UX KOMOWHAIUN.

B omnpeneneHHBIX BapuaHTaX OCYLIECTBIEHHUS H300peTeHUA, JHOPUINZALIIO
UCIIONB3YIOTCS JUISI TOJNYYEHHs] JeTUIPATHUPOBAHHONH KOMITO3ULIMH, H, CIEJOBAaTEIbHO,
KOMIO3HIUsA (HAMpUMep, KOMIO3HMIHUSA, KOTOpas COAEPKUT IMOJHAIKUICHOKCH-
acmaparmHasy) MpeacTaBiisieT co0oil NHOPUIN3UPOBAHHYIO KOMMO3UNHUI. B npyrux
ciaydasix, TUOPUIN3UPOBAHHAS KOMIIO3ULHS IMPEACTABISET COOOH KOMIO3ULHIO, THE
Boja OblIa yaajeHa U3 KOMIO3HMIIMU NMyTeM CyOJMMaLWW, IIe BOJa B KOMITO3ULIUH
noaBepraercs (a3oBOMy TMEpPexXony H3 TBEPIOr0 COCTOSIHUS B Tra3oo0pasHoe.
Hanpumep, nuopunusupoBaHHAs KOMIIO3HIUS MOXKET NPEACTABIATb COOOH
KOMIIO3HMIIMIO, B KOTOPOH Boja Obliia yaajieHa U3 KOMIIO3ULIUHU NMyTEM 3aMOpPaKUBAHUS
KOMIIO3UIIMU (HampuMep, 3aMOPaKUBAHUS BOABI B KOMIIO3HIIUN) U 3aTE€M YMEHbBIIEHUS
IABJIEHUs, OKPYXKAKIIEro KOMIIO3MIIMI0, TaKUM O0Opa3oM, YTO BOJAA B KOMIIO3UIIUHU
noasepraercsa cybnumanuu. Kak onucaHo Beime, TUOQHIN3UPOBAHHAS KOMITO3UIUS
MOXET BKJIIOYATh BOAY B HEOONBIIOM KOJUYECTBE, TAKOM Kak 25% WIu MeHbIIE, WU
20% wunu Mmenbine, uian 15% wunu menbie, unu 10% wunu menbme, unu 9% wunum
MeHbine, unu 8% unu MeHbine, wuan 7% unu MeHbine, uiau 6% unu MeHbline, uiau 5%
Wiy MeHblne, unu 4% wunu Mesbiue, unu 3% uian MeHblue, uiau 2% WUIH MEeHbINe, UIU
1% wau menbime, unu 0,5% wunu menpme, unu 0,25% wunu menpine, unn 0,1% wnaun
MeHbIIEe BOJIbI, Kak ompeneseHo nyTem TtutpoBanus Kapna @Pumepa (KD). B
ONpEAEeNICHHBIX BapUaHTaX OCYINECTBJIEHHUS HU300peTeHus, JTUOPUIU3UPOBAHHAS
KOMIIO3MIIUS MOJKET BKJIOYaTh BOAY B HEOONBIIOM KOJNUYECTBE, TAaKOM Kak B
auanazone ot npubnmsurenbHo 0,1% no npubnausurensHo 25%, WM OT
npubmauzurensHo 0,25% no npubnuzurensHo 20%, uau ot npudbnusurenbuo 0,5 % no
npubauzutensHo 15%, unu ot npudbnusurenpuo 1% no npubauzurensHo 10%, unu ot
npubausutensHo 2% no mnpubnmsurenpbHo 9%, wiam ot mpubausurensHo 3% 10
npubnauzutensHo 8%, win ot npubnusurenbHo 4% no npubmmsurenpbHo 7%, WU OT
npubauzutenbHo 5% no npubnusurenpbHo 6%, Kak OMpPEeNeeHO MyTeM THUTPOBAHUS
Kapna ®umepa (K®). B ompeneneHHBIX BapuaHTaX OCYIIECTBIECHHS H300peTEHUS,
TMOGUIN3NPOBAHHAS KOMIIO3UIUS MOJKET BKJIOYATh BOAY B HEOOJBIIOM KOJHYECTBE,
TAaKOM Kak B auama3oHe ot mpubnusutenbro 0,1% no mpubnuszurtenbno 5%, wiun
npubmauzurensHo 0,25% no nmpubnusurenvHo 4%, unu npudnuszurenbro 0,5% no ot
npubauzutensHo 3%, mnm or npubnusurensHo 1% no mpubnusurenbHo 2%, Kak

ompeneneHo mnyrteMm turpoBanus Kapma ®@Pumepa (KP). B gpyrux cayyasx,
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TMoGUIN3NPOBAHHAS KOMIO3ULIUS MMeeT 3% WM MeHbIIe BOAbI, KaK ONpeaeseHO
nyreM TtutpoBanus Kapna @umepa. B apyrux cayyasx, auoQuiIuzupoBaHHas
komno3unusa uMmeer 1% unu MeHbllle BOABI, Kak ONpeaeseHo nyteM TutpoBanus Kapia
Qumepa. B apyrux cnydasx, nuodpunuzupoBaHHas kommnoduuus umeer 0,5% wnm
MeHblIIe BOJBI, KaK ONpeaeseHo nyreM TutpoBanus Kapna ®uiepa.

BcnencrBue HHM3KOro conepskaHusi BOABI B JUODHIM3UPOBAHHONW KOMIIO3HMIIUH,
KaK OMHCAaHO BbIIIE, JUOPHIN3NPOBAHHAS KOMIIO3UIUS MOKET HaXOAHUTCS B TBEPAOM
dopme. B apyrux caydasx, TBepaas TUoPpUIN3UPOBAHHAS KOMIO3HIUS MPEACTABISAECT
coboii mopomok. B napyrux cnyuasx, nUOQUIM3HPOBAHHAS KOMIIO3HIIUS MOMKET
obseruarp XpaHEHHE KOMIIO3ULHMH B TEUEHHUE JIUTEIbHOIO NEepHOa BpPEMEHH
(HampuMep, MO CPABHEHHIO C JKUIKHUM IMpernapaToM TaKoil ke CaMOil KOMITO3ULIUH).
Hanpumep, nuopunusupoBaHHAs KOMIIO3HIUS MOXKET NPEACTABIATb COOOH
CTaOMJIBHYI0 TPHU XPaHEHUH KOMIIO3ULHUI (HAmpumep, JHOPUIU3UPOBAHHYIO
CTaOMJIBPHYIO NMPH XPAHEHUHM KOMIIO3ULHIO), € KOMIO3ULHS SIBJISIETCS MO CYIIECTBY
cTaOMIBPHON B Te4YeHHE IJIUTENbHOro mnepuona BpeMenu. Ilonx "crabunpHOi" wnm
"crabuipHOW mTpH XpaHeHHMH" wuaM "MO CcymecTBy CTaOuUIbHOH"' NOHUMAIOT
KOMIIO3HIIMIO, KOTOpasl CYIIECTBEHHO HE pasjiaraercsl W/WUiH He TepsieT aKTUBHOCTH B
TeUYeHHEe JUINTEJIBbHOrO Iepuoaa BpeMeHH. Hampumep, craOuibHas Npu XpaHEHUHU
KOMITO3UIUs MOXET HE HMeTh CYLIECTBEHHBbIX MpUMecell BCIeACTBUE pPa3J0XKeHUs
KOMITO3UIIMU B T€UEHHUE JJIUTEJbHOr0 epuoaa BpeMeHu, Takux kak 10% unu meHblie
npumMecu, unu 9% unu menbine, win 8% unu Menbwe, unu 7% unu meHbiue, uiu 6%
WU MeHblie, unu 5% wnu Mesbiue, uinu 4% unu MeHblue, uiau 3% WUIH MEHbINe, WUIU
2% wunu wMeHbpwe, Ui 1% UM MeHblIe MNPOAYKTOB pAa3joXKeHUs B TeueHUe
OJIUTEJIbHOTO IMepuoja BpeMeHU. B omnpeneseHHbIX BapUaHTax OCYILECTBJIECHUS,
crabuibHass TNpPH XPaHEHUH KOMIIO3MIMS MOXKET HMeThb B JUarna3oHe OT
npubmausutensHo 1% ngo npubnusurensHo 10%, wunm npubamsurensHo 2% 10
npubmauzutensHo 9%, wunu npubnusurenvHo 3% npo npubausurensHo 8%, wiH
npubnausutensHo 4% po mnpubnmsurenbHo 7%, wunu npubnudurenapbHo 6% 10
npubau3uTeNnbHO 5% MEHbIIEe MNPOAYKTHI PA3JIOKEHUS B TEUEHHE JIUTEIbHOIO
nepuoga BpeMeHH. B omnpeneneHHBIX Cchaydasx, CTaOuigbHAs TPH XPaHEHUH
Komrno3unus umeer 5% uUIM MeHbIe NMpUMeced B TeueHHWe IJIUTENbHOro INepuojaa
BpeMeHU. B nmpyrux ciaydasx, crabuibHas IpU XPaHEHHH KOMITIO3ULHS MO CYIIECTBY
COXpaHsieT CBOI aKTUBHOCTb B TE€UE€HHE JJIUTENbHOIO NMepuoAa BpPEMEHHU, Hallpumep,

coxpansier 100% cBoeli aktuBHOCTH, Uinu 99% wnu Oonbime, wiu 98% wunu Gonblme,
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unu 97% wunu Gonbine, win 96% wunu Oonabiue, unu 95% unu Oonbine, uau 94% unu
oonpine, unu 93% wunu Oonbme, unu 92% wunau Oonbine, unu 91% wunu Gonblie, WU
90% wunu Oonbuie, unu 85% wunu Oonbme, uau 80% wunu Oonbwe, unu 75% wuan
Oospine CcBOEH AaKTHBHOCTH B TEYEHHE [JIMTEIBHOrO IMepHoja BpeMeHH. B
ONpEeAeSICHHBIX BapUAHTaX OCYIIECTBJIEHUs, CTAOMJIbHAS MPU XPAHEHUH KOMIIO3UIUS
[0 CYIIECTBY COXPAaHsIET CBOI0 AKTUBHOCTh B T€UEHHE JJIUTEIbHOrO NEPHOIa BPEMEHH,
Harpumep, B IHuamaszoHe oT npubmusurenbHo 75% po mpubmmusurenpHo 100%, unm
npubmausutensHo 80% no npubnmsurenbHo 99%, unm npubnuszurenbHo 85% nmo
npubauzutensHo 98%, wiaum npubnusurenbrHo 90% no npubnusurenpHo 97%, unu
npubmuzutensHo 91% no npubnusurenbHo 96%, unum npubiausurenbHo 92% no
npubauzutenbHo 95%, unu npubnusurenbHo 93% no npubiauzurensHo 94% OGonbiue
CBOEH aKTHBHOCTH B TeYeHHE [UINTEJIbHOrO Iepuojga BpeMmeHH. Hampuwmep,
cTabuibHasA MPU XPAaHEHHH KOMMIO3ULHUS MOXKeT coxpaHsaTbh 90% wnm Oosbine cBOEH
AKTUBHOCTH B TEUEHUE [JIMTEIbHOrO TIepuoja BpeMeHH. B apyrux ciyyasx,
crabuibpHass TPHU XPAHEHUH KOMIIO3UIHUA coxpaHseT 95% wunum Oonbuie cBoei
AKTUBHOCTH B TE€YEHHE [JUTEJbHOrO TMepHona BpeMeHH. JlnuTenpHbI mnepuon
BPEMEHHU NpeAcTaBisieT coOoll mepuoa BpeMeHH, Takol kak | Henmemst unu Oosbiue,
WK 2 HeOeNW WK OoJibllie, UM 3 HeAeau uiau OoJiblie, WaH 1 Mecs UM OOJIbIIeE,
win 2 Mecana uim Oonbine, win 3 Mecsina unu Oosbine, uan 4 Mecsina uiau OoJbIue,
wiu 6 MecsleB Uiau OoJbine, Uiau 9 Mecsanes uinu Oonpine, uiau 1 rox uiu OoNbIIe, HIH
1,5 rona (Hanpumep, 18 mecsues) unu 6onpiue, uin 2 roga uau Oosbire, uiu 2,5 roga
(manpumep, 30 wmecsmes) wiam Oosblie, unu 3 roma wiu Oosbiie, unu 3,5 roxa
(manpumep, 42 wmecsmes) wiu Oonbiie, unu 4 roma wiu Oonbiie, unu 4,5 roxma
(manpumep, 54 wmecsiueB) unu Oonpme, wian S5 ner wiaum Oonbpme. Hampuwmep,
IJTUTENBHBIN MEePHOa BPEMEHU MOXKET COCTABJISITh 6 MecsueB unm Oosbiie. B npyrux
ClaydasiX, IJINTEJIbHBIH MEPHUON BPEMEHU COCTaBiseT 9 MecsaneB uiau Oosbime. B
APYTUX Clyd4asiX, IJTUTEJNbHbIH MEepHox BpeMeHH cocTasiseT 1 rox (Hampumep, 12
MecseB) Wiu Oonbine. B Apyrux ciy4asx, IJIUTEIbHBIA MEPUOA BPEMEHHU COCTABISAET
1,5 roma (mampumep, 18 mecsueB) mnm Oonbine. B apyrux ciayuasix, AJTUTENbHBIN
nepuoa BpPEMEHU cocTaBiseT 2 roxa (Hampumep, 24 wmecsueB) win Oonbpme. B
ONpEAEeSICHHBIX BapUaHTaX OCYLIECTBJEHUs, IJIUTENbHbIH IMEPHOA BPEMEHH MOXKET
HaXOAUTCS B IHAMAa30He OT MpUOIU3UTENbHO | Hexenun 1o npudIN3UTENbHO 3 HEOelNb,
Wid OT mnpubnusutenpbHo | Mecsina no npuOIU3UTENbHO 6 MecsleB, HJIH OT

npuUOIU3UTENBHO 6 MecseB 10 NPUOIU3UTEIbHO 9 MeCALEeB, UM OT NPUOITUZUTEIBHO
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1 ron no mnpubnusutenpbho 1,5 roma, wnum ot mnpubnusurenpHo 1 roxg nmo
npuOIU3UTENBHO 2 rofa, Wik OT npubausurensHo | rox no mpubnusurensHo 3 rona,
OT UJU NMpUOIU3NTENbHO | rox 10 MpUOIU3UTENBHO 4 TOAa, UIN OT NPUOIU3UTENBHO |
rog A0 NpUOIU3UTENBHO S5 roma. B omnpeneneHHBIX BapHaHTaX OCYIIECTBICHUS,
crabuipHass TPHU XPAHEHHUH KOMIO3HMIUA IO CYIIECTBY CTaOWUJIbHA B TEYEHHE
IJTUTENBHOTO MEPUOJa BPEMEHHM NMPU TEMIIEpaType OKPYyKarIled cpeabl, TaKOH Kak
temneparypa ot 20 mpo 40 °C, unu ot 25 no 35 °C, unu ot 25 no 30 °C. B npyrux
ciaydasix, cTabuIbHAasI IPU XPaHEHUH KOMITIO3HMIUA IO CYLIECTBY CTaOUIbHA B TE€YEHHE
IJUTENBHOTO TEpHOJa BPEMEHHM IMPU TEMIepaType, MeHbIIeH 3a TeMIepaTypy
OKpYyKarIel cpensl, Takoil kak Temneparypa ot 0 no 20 °C, unu ot 0 no 15 °C, unu
ot 0 no 10 °C, unu ot 2 go 8 °C.

B npyrux ciay4asx, KOMIO3ULMS BKJIIOUYAET TepaneBTHUYECKH 3P(PEKTHBHOTO
KOJIMYECTBA  MOJHAJKHJIEHOKCHUI-acnaparnHasbl. @DepMeHTaTHBHasT  aKTUBHOCTH
NOJNMAJIKUJIEHOKCHUI-acllaparnHa3bl MOXET ObITh H3MEpeHa B MEXAYHapOIHBIX
enquannax (ME), koTopble COOTBETCTBYIOT KOJIHUYECTBY (pepMeHTa, HEOOXOAMMOMY ISt
BeIpaboTku 1 Mkonp ammuaka B mMunyty npu pH 7,3 u temmneparype 37 °C. B
HEKOTOPBIX CJIydasx, MOJHAJKUIEHOKCHI-acllaparnHa3a MOXET MNPUCYTCTBOBATH B
KOMIIO3MIIMU B KOJUYECTBE (HANMpPUMEpP, MNOJUAJKUICHOKCHA-ACMaparnHa3a MOXKET
uMeThb 3¢ PeKTUBHOCTH (AKTUBHOCTH)) B UHTepBase or 100 xo 5000 ME/r, nanpuwmep,
oT 500 mo 4500 ME/r, uau ot 500 no 4000 ME/r, uau ot 500 go 3500 ME/r, unu ot
500 go 3000 ME/r, uau ot 500 go 2500 ME/r, uau ot 500 go 2000 ME/r, uau ot 500
no 1500 ME/r, unu ot 500 go 1000 ME/r, unu 600 no 900 ME/r, unu, unu ot 700 no
800 ME/r. B omnpeneneHHBIX CciydasiX, MOJHAIKHICHOKCHUA-acIaparnHa3a MOXKET
NPUCYTCTBOBATh B KOMIIO3UIIMU B Koju4yecTBe B mHTepBaje ot 500 mo 1000 ME/r.
Hanmpumep, mnonuankuieHOKCUA-aclaparnHasa MOXeT uMeTb 3(P(eKTUBHOCTD
(aktuBHOCTB) B mHTepBasie oT 500 mo 1000 ME/r. B omnpeneleHHBIX cCiydasx,
NOJINAJIKUJIEHOKCHUI-acllaparnHa3a MPUCYTCTBYET B KOMIIO3WIUH B KOJHYECTBE B
uHTepBasie ot 700 no 800 ME/r. Hanpumep, moinalkUIeHOKCHI-acIaparnHa3a MOXKeT
uMeTb 3¢ dexTuBHOCTh (aKTHBHOCTb) B wmHTepBaite ot 700 mo 800 ME/T. B
ONpEAEeNIeHHBIX  CIydasx, MOJUAIKUICHOKCHA-acliaparnia3a MpPUCYTCTBYET B
koMmmno3unuu B koauuectse 750 ME/r. Hanpumep, monnankuieHOKCUI-acaparnHasa
MOXeT nMeTh 3P ekTuBHOCTH (akTUBHOCTH) 750 ME/T.

B gpyrux cnydasx, TOJHaJKUIEHOKCHA-aclaparniHaza B  KOMIIO3HIUU

NPUCYTCTBYET B TePaneBTUYECKU 3P PEKTUBHOM KOJHMYECTBE, TJ€ MOJUAIKUICHOKCH -
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acmaparmHasa uMeeT yaenbHyio akTuBHOCTh S0 ME/Mr 6enka wiu Gonbine, Hanmpumep,
55 ME/mr Genka wau Oonabine, unu 60 ME/mMr Oenka wiau Oonbine, una 65 ME/mr
Oenka unu Oonbine, unu 70 ME/Mr Genka wiau Oonbiune, unu 75 ME/mr OGenka wiau
oonpie, unu 80 ME/mr Genka unu Gonbine, uinu 85 ME/mr Oenka unu Oonblie, WiIx
90 ME/mr Genka unu Oonbine, unu 95 ME/mMr Oenka wnau Oonbiie, und 100 ME/mr
Oenka unu 6ompme, unu 105 ME/mr Oenka unu 6onbme, uau 110 ME/Mr Genka unu
oonpiue, unu 115 ME/mr 6enka unu 6osbine, unu 120 ME/Mr 6enka unu Ooblie, Uax
125 ME/mr 6enka unu 6onbiue, uian 130 ME/mr 6enka unu 6onbine, wiu 135 ME/mr
Oenka unu 6ogpme, unu 140 ME/mr Oenka unu 6onbine, unu 145 ME/Mr Genka unu
6onpme, unu 150 ME/mr Oenka wmnm Oonbme. Hampumep, MOJHaNKUIEHOKCHA-
acrmaparmHasa B KOMIIO3ULIMM MOXET UMEThb YAEIbHYI0 akTHBHOCTb 85 ME/Mr Oenka
unu Oonbine. B ompeneneHHbIX BapuaHTaX OCYIIECTBJICHUS, MMOJHAIKUICHOKCHUI-
acraparvHasa B KOMIO3UILIUHA UMEET yAEJIbHYIO aKTUBHOCTb B HHTepBase oT 50 o 150
ME/mr 6enka, unu ot 55 go 145 ME/mr O6enka, unu ot 60 no 140 ME/mr Oenka, unu
ot 65 1o 135 ME/mr 6enka, unu ot 70 go 130 ME/mr 6eaka, uau ot 75 o 125 ME/mMmr
oenka, uiau ot 80 mo 120 ME/mr 6esxka, unu ot 85 no 115 ME/mr 6enka, uiau ot 90 no
110 ME/mr O6enka, unmu ot 95 go 105 ME/mr OGenka. B npyrux ciayuasx,
MOJUANKUIEHOKCU-aClIaparuHa3a B KOMIIO3ULHU HMEET YIeJIbHYI AaKTUBHOCTH B
unrepsaje ot 50 no 150 ME/mr 6enka, manpumep, 65 no 140 ME/mr Oenka, wiu ot 70
no 135 ME/mr 6enka, unu ot 75 no 130 ME/mr G6enka, unu ot 75 mo 125 ME/mr
Oenka. Hampumep, MONMalKHIEHOKCHA-acTlapariHa3a B KOMIO3HUIMH MOYKET HMEThb
YAENbHYI0 aKTUBHOCTH B mHTepBasie oT 75 no 125 ME/mr 6enka. B  ompeneneHHBbIX
BapUaHTaX OCYIIECTBJECHUS U300peTeHHs, MOJTUANKUICHOKCHI-acliaparnHasa B
KOMIIO3UIIMU MPUCYTCTBYET B TepanmeBTHYECKH 3S(P(PEKTHBHOM KOJIUYECTBE, THAE
MOJUANKUIEHOKCU-aClIaparuHa3a B KOMIIO3ULHU MPUCYTCTBYE€T B KOJHYECTBE B
uHTepBase ot 1 mr/mn go 15 mr/ma, sHanpumep, ot 1,5 mr/ma no 14,5 mr/mu, unu ot 2
mr/mn go 14 mr/mia, uau ot 2,5 mr/ma no 13,5 mr/mia, uau ot 3 mr/mna go 13 mr/ma,
unu ot 3,5 mr/mn go 12,5 mr/mn, unu ot 4 mr/mn no 12 mr/ma, unu ot 4,5 Mr/ma 1o
11,5 mr/ma, unau ot 4,5 mr/mn go 11 mr/ma, unu ot 4,5 mr/mn go 10,5 mMr/ma, unu ot
4,5 mr/mn go 10 mr/ma, unu ot 4,5 mr/mn 10 9,5 mr/miu, unu ot 4,5 mr/mia 1o 9 mr/min,
wia ot 4,5 mr/mn go 8,5 mr/mia, unu or 5 mr/man go 8 mr/miu. B ppyrux ciyuasx,
MOJUANKUIEHOKCU-aClIaparuHa3a B KOMIIO3ULHU MPUCYTCTBYE€T B KOJHYECTBE B

uHTepBase ot 4,5 mr/mi no 8,5 mr/mu.
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I[Ipu BBemeHWH CYOBEKTY, KOMIO3HUIUS MOXKET BKJIKOYATh, KOJHUYECTBO
nonHaHKI/IBIeHOKCI/U:[-acnaparHHasbI, I[OCTaTOLII:IOG nns poctaBku ot 100 mo 5000
ME/m* NOJHUAJKUIICHOKCHA-acliaparuiassl cyObpexTy, Hampumep, ot 500 nmo 5000
ME/m* uin ot 500 no 4500 ME/M” unmu ot 500 1o 4000 ME/m® unu ot 500 mo 3500
ME/m”* umu ot 500 go 3000 ME/m”, umu ot 1000 1o 3000 ME/M”, umu ot 1500 1o
3000 ME/m”, unu ot 1750 o 3000 ME/mM”, uin ot 2000 o 3000 ME/M®. unu ot 2000
no 2750 ME/M® umm or 2250 mo 2750 ME/m* MOJIMAIKUJICHOKCUI-acTIaparuHasbl
cyOBeKTy. Hanpuwmep, KOMIIO3HU NS MOJKET BKJIFOYATh KOJIMYECTBO
MOJMAJKUJIEHOKCHUA-acaparuHasbl, AOCTaTOYHOE AJs aoctaBku oT 1500 go 3000
ME/M® MONManIKHIeHOKCHA-aCIaparuHa3sl CyObeKkTy. B  ONMpemeNeHHbIX Clydasx,
KOMIIO3HMIUSI BKJIIOYAET KOJUYECTBO MOJHAJIKHIEHOKCUI-acTIaparuHasbl, JOCTATOUHOE
mns gocrasku oT 2000 g0 2,750 ME/m MOJTMAJIKUIIEHOKCH I-aciaparuHas3bl CyObeKTy.
B onpeneneHHBIX cinydasx, KOMIO3WLIHUS BKIOYAET KOJIHUYECTBO MOJHAJIKUIEHOKCHII-
acraparuHasbl, JAOCTaTOYHOe [ias pgoctaBku oT 2,250 nmo 2,750 ME/m?
NOJNMAJKUJIEHOKCHUI-acliaparuHa3bl  cyobekty. Hampumep, KOMIO3ULHS  MOXKET
BKJIIOYATh  KOJHMYECTBO  IMOJHAJKWIEHOKCUI-acllaparuHasbl, JOCTATOYHOE IS
nocrasku 2,500 ME/m” MOJUAJNKUIIEHOKCHA-aCTIaparuHa3bl CyObeKTy.

B omnpeneneHHBIX BapHaHTax OCYIIECTBIECHUS H300pETEHHs, 1032, BBOAUMAS
CyOBEKTy, IpeAcTaBisieT coOOH KUIAKYIO NO3UPOBAHHYIO (GopMy, HampuMep, BOIHYIO
no3upoBaHHyr0  Qgopmy. B ompepeneHHBIX — BapuaHTaX  OCYIIECTBJIEHHS,
JIOTIOJTHUTEJIBHO K MOJUANKUICHOKCHA-aciaparniase, 103a BKI4daeT Oydep u colb.

KoMmmosuuum  coriacHo  HAcCTOAIIEMY  PAaCKPBITHIO, AOMOJHUTENBHO K
MOJUAJKUIIEHOKCHI-aCIIaparuia3e, MOTYT BKJIOYaTh JOMOJHHUTEJIbHbIE KOMITOHEHTBI.
Hanpumep, kommosuumsi MoxeT BKJIYaTh Oydep. bydepp, noaxomsamwme s
NPUMEHEHHS! B KOMIO3HUIUIX COTJIACHO HACTOSIIEMY PACKPBITHIO, BKIIOUYAOT Oydepsl,
KOTOpPbIE COBMECTUMBI C TMOJHAJKUICHOKCUA-ACIIAPAriHa30d MW TMPUTOIHBI IS
BBEACHHS CyOBEKTy, HampuMmep, NyTeM HHBEKLUHH HJIM BHYTPUBEHHOTO BBEICHUS.
[Ipumepsr moxxonsmux OydepoB BKIOYAKT, HO HE OrPAaHUYMBASCH TOJBKO HMH,
docharuriii Oydepnr (Hanmpumep, ¢ocdarHo-coneBoir Oydepuwiii pactsop (PBYS)),
docdarHo-conesoii Oydepubiii pactBop dynsdbekko (DPBS), cbanmancupoBaHHBIN
coznesoii pactBop XsHka (HBSS), cOanancuposanHublii coneBoit pactsop Dpna (EBSS),
Tpuc Oydep, OydepHsbiii pactBop PuHrepa ¢ jmaktaToM W Jp., U UX KOMOWHAILUU.
Bydep, BKIOYEHHBIH B KOMIIO3ULHIO, MOXKET MPENCTAaBIATh coOoil Oydep, kKoTOpBIH

noaxepxkuBaeT 3HaueHne pH xommosumuu npu Qu3MOIOTHUECKH cOBMecTHMOM pH,
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Hanpumep, pH B mHTepBane ot 6 or 8, winu pH npubnusurensuo 7, Hanpumep 7,2, 7,3
win 7,4, B npyrux caydasx, Oydep mnpencrasmsier coboit ¢docdarHbiii Oydep.
@ochatHbiii Oydep MoOXKeT BKIOUYATh JBYXOCHOBHBIH (ocdar HaTpus (Takke
u3BeCTeH Kak pauHarpuiipochar wumm rugpodocdar Hatpus, Na,HPO,) wu/unn
ONHOOCHOBHBIH (ochar HaTpus (Takxke HU3BECTEH Kak MoHodocdar HaTpus,
NaH,PO,).

B npyrux cinyuasix, KOJHYECTBO JBYXOCHOBHOTO ¢docdaTa HATpHUs B KOMIIO3HIIUU
HaxoauTtcs B nuana3zone ot 0,05 go 5 mac.%, nanpumep, 0,1 - 4,5 mac.%, umm 0,1 - 4
mac.%, wiu 0,1 - 3,5 mac.%, nwnu 0,1 - 3 mac.%, unm 0,1 - 2,5 mac.%, unu 0,1 - 2
mac.%, unu 0,1 - 1 mac.%, unu ot 0,1 go 0,9 mac.%, unu ot 0,1 go 0,8 mac.%, unu oT
0,1 mo 0,7 mac.%, unu ot 0,1 go 0,6 mac.%, wau 0,2 mo 0,6 mac.%, unu 0,3 go 0,6
mac.%, wnu 0,4 mo 0,6 mac.%, unu 0,5 no 0,6 mac.%. Hanmpumep, nByXOCHOBHBIN
docdar HaTpHUS MOXKET MPUCYTCTBOBATH B KOMIO3UIUH B KOJUYECTBE B MHTEPBAJE OT
0,1 no 1,0 mac.%. B onpeneneHHBIX ciy4asX, ABYXOCHOBHBbIH (ocdar HATpUs MOKET
NPUCYTCTBOBATh B KOMIMO3ULMHU B KojuuecTBe B uMHTepBaje oT 0,2 no 0,8 mac.%. B
OTpEAeNIeHHBIX CIy4asX, NBYXOCHOBHBIH (ocdar HaTpus MOXKET NPUCYTCTBOBATH B
KOMIO3ULIMKU B KoJudecTBe B uHTepBaje ot 0,3 go 0,6 mac.%. B omnpeneneHHbIX
Clydasix, ABYXOCHOBHBIH ¢ocdar HaTpus MOXKET NMPUCYTCTBOBATH B KOMIIO3UILUH B
KonuuecTBe B mHTepBase ot 0,5 mo 0,6 mac.%. Hampumep, aByxocHOBHBIH Qocdar
HaTPUsSI MOYKET MPHUCYTCTBOBATbh B KOMIIO3WLHMH B KoJuuyecTBe mpubausutenbHo 0,6
mac.%, wampumep, 0,56 mac.% (wiam 0,558 wmac.%). B omnpenesneHHBIX BapuaHTax
OCYIIECTBJIEHUS H300peTEeHUs1, KOJIMYECTBO OJHOOCHOBHOro ¢Qocdara HaTpus B
KOMMO3ULIMKU HaxoauTcs B auamazone ot 0,005 mo 2 mac.%, wnampumep, 0,01 - 1,8
mac.%, unm 0,01 - 1,6 mac.%, wunm 0,01 - 1,4 mac.%, unmu 0,01 - 1,2 mac.%, unm 0,01
- 1,0 mac.%, unm ot 0,01 go 0,8 mac.%, nnu ot 0,01 mo 0,6 mac.%, unu ot 0,01 mo 0,4
Mac.%, unmu ot 0,01 mo 0,2 mac.%, unu 0,02 go 0,18 mac.%, niu 0,03 mo 0,16 mac.%,
unu 0,04 no 0,16 mac.%, unu 0,045 mo 0,15 mac.%, unu 0,04 no 0,14 mac.%, unu 0,05
no 0,14 mac.%, unu ot 0,1 mo 0,2 mac.%, uau ot 0,1 no 0,15 mac.%. Hanmpuwmep,
OTHOOCHOBHBIH (ochaT HATPHUs MOXKET MPUCYTCTBOBATh B KOMIIO3HIIUU B KOJUYECTBE
B uHTepBane oT 0,05 nmo 0,2 mac.%. B onpeneneHHBbIX ciydasX, OJHOOCHOBHBIN
docdar HaTpHUS MOXKET MPUCYTCTBOBATH B KOMIO3UIUH B KOJUYECTBE B MHTEPBAJE OT
0,01 mo 0,2 mac.%. B onpeneneHHbIX ciy4asiX, OMHOOCHOBHBIN (ocdaT HATPUS MOXKET
MPUCYTCTBOBATh B KOMIO3ULIMHU B KoJaudecTBe B uHTepBane ot 0,09 no 0,15 mac.%. B

ONpEeAEeSICHHBIX CIy4asX, OAHOOCHOBHBINH ¢ocdar HaTpUs MOXKET NMPUCYTCTBOBATH B
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KOMMO3ULMKU B KonudecTBe B uHTepBajse ot 0,1 mo 0,2 mac.%. B omnpeneneHHbIX
Cly4asix, OMHOOCHOBHBIN ¢ocdaT HAaTPpHUsS MOKET MPHUCYTCTBOBATH B KOMIIO3WULIMHU B
konmdectBe B uHTepBaje oT 0,1 mo 0,15 mac.%. Hanpumep, onHOOCHOBHBIN (ocdar
HATPUsSI MOXKET MPUCYTCTBOBATh B KOMMIO3ULMHU B kKojudecTse 0,12 mac.% (unu 0,129
Mac.%).

Jpyroli IONOJHUTEIbHBIH KOMIIOHEHT, KOTOPbIH MOXeT OBITh BKJIIYEH B
KOMITO3HMIIUH COTJIACHO HACTOSIIIEMY PAacKpPBITHUIO, TpencTasiseT coboi conb. Conw,
MOAXOASAIINE ISl MMPUMEHEHHUS B KOMIIO3ULUSIX COTJIACHO HACTOAIIEMY PaCKPBITHIO,
BKJIFOYAIOT COJIM, KOTOPBbIE COBMECTHUMBI C TOJHAJKUIEHOKCHA-aCllaparuHa3on W
MPUTOMHBI ISl BBEIEHUs] CYOBEKTYy, HAMpUMEpP, MyTeM UHBEKIUU UM BHYTPUBEHHOTO
BBeneHUs. [IpuMeppl mOAXOOSIINX COJIEH BKJIOYAIOT, HO HE OrPaHUYHUBASCh TOJBKO
UMU, XJIOPHUA HATPUsl, XJOPHUA Kajusi, XJOPHUI KadbLHs, XJOPUI MAarHusi, U ApP., U UX
KoMOMHALWU. B omnpeneneHHBIX CAydasiX, COJb MPEACTABIsAET COOOU XJIOPHUI HATPHS.
B npyrux cnydasix, KOJUYECTBO COJU (HAMPUMEp, XJOpPUIA HATPUS) B KOMIO3ULIHU
HaxoauTcs B auamnaszoHe ot 0,05 no 5 mac.%, Hanpumep, ot 0,05 no 4 mac.%, unu or
0,05 mo 3 mac.%, unu ot 0,05 mo 2 mac.%, unu ot 0,1 no 5 mac.%, wam ot 0,1 mo 4
Mac.%, unu ot 0,1 no 3 mac.%, unu ot 0,1 mo 2 mac.%, unu ot 0,1 no 1,5 mac.%, nnn
ot 0,1 mo 1 mac.%, uam ot 0,2 mo 1 mac.%, unu ot 0,3 go 1 mac.%, unu ot 0,4 go 1
mac.%, unu ot 0,5 mo 1 mac.%, unu ot 0,6 no 1 mac.%, unu ot 0,7 no 1 mac.%, uau oT
0,8 no 1 mac.%, nim 0,8 no 0,9 mac.%. Hanpumep, conp (Hanpumep, XJ0pUa HATPHS)
MOJKET MPUCYTCTBOBATh B KOMIIO3ULIMHU B KonudecTse B uHtepsaie oT 0,5 no 1 mac.%.
Hanpumep, conp (Hampumep, XJIOPUI HATPHUS) MOKET MPUCYTCTBOBATh B KOMIIO3UIIHU
B KonuuecTBe B uHTepBajse ot 0,2 mo 2 mac.%. B ompeneneHHbIX ciy4asix, COJb
(HampuMep, XJIOPHUA HATPHS) MOKET MPUCYTCTBOBATH B KOMIIO3UIIUH B KOJUYECTBE B
untepBajne ot 0,7 no 1 mac.%. B ompeneneHHbIX ciydasix, cojib (Hampumep, XJIOPUI
HATPUSI) MOXKET NMPUCYTCTBOBATh B KOMIO3UIIMU B KOJHMYeCcTBE B HHTEepBaje ot 0,8 no
0,9 mac.%. Hanpumep, conb (Hampumep, XJIOPUI HATPHUS) MOXKET NPUCYTCTBOBATDH B
koMno3unuu B konudectse 0,85 mac.%.

B omnpeneneHHBIX BapuUaHTaX OCYINECTBJECHUS H300pETEHUs, KOMITO3UIIUS,
conepkarias MOJIMAJIKUJICHOKCH-aclaparuHasy, MpEeACTaBIAET coboii
TUOGUIU3NPOBAHHYIO KOMIO3UIUK0. JlnopunusupoBaHHass KOMIO3HIUH COTJIACHO
HAaCTOSIIIEMY PAaCKPBITHIO, MOOMOJHUTENBHO K TOJHAJKUIEHOKCHI-aclmaparuHase,
TakXe MOJKeT BKJYaTh Oydep, conb, W caxap. Hampumep, acmekThl HacTosmiei

3a4BKH BKJIIOYAKOT J'II/IO(I)I/IJ'II/ISI/IpOBaHHYI-O CTa6I/IJ'IbHy1-O npu XpaHCHUU KOMIIO3UILIHIO
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NOJMATKUIEHOKCHI-aCllaparuHas3bl, KOTOpas  BKJIOYAeT IOJHAIKHICHOKCHIHYIO
rpymy, KOBAJIEHTHO CBSI3aHHYIO ¢ OMOINBIO JIMHKEpA C acmaparuHa3oi, Oydep, cob,
U caxap.

Bbydepsl, monxonsmue ais NPUMEHEHHUS B JUOQMIM3MPOBAHHBIX KOMIIO3HIUAX
COTJIACHO HACTOSIIEMY pAaCKPBITHIO, BKJIIOYAOT Oy(deprl, KOTOpPbleé COBMECTHMBI C
NOJNHATKUIEHOKCHUI-acTlaparnHa3oi U NMPUTOIHBI JI1 BBEAEHHUsS] CYOBEKTY, HAIPUMED,
NyTeM HHBEKIUH WIN BHYTPUBEHHOro BBeneHus. l[Ipumepsl moaxoasmux Oydepos
BKJIIOYAIOT Te Oydepbl, KOTOpble OMHCaHbI Bbie. B apyrux ciaydasx, Oydep
npencrasiasier coboii  ¢docdarHeiii Oydep. B omnpeneneHHBIX  BapuaHTax
ocymecTBieHus n3o0pereHus, ¢ochaTHblii Oydep MOTYT BKIHOYATH ABYXOCHOBHBIH
dochar HaTpus U OOHOOCHOBHBIH (ocdar Harpus. B npyrux ciydasx, KOJIHYECTBO
IBYXOCHOBHOTO (pocdara HATPUS B KOMITO3ULIMHM HaxoauTcsa B auanazoHe ot 0,05 o 1
Mmac.%, Hanpumep, oT 0,1 mo 0,9 mac.%, unu ot 0,1 mo 0,8 mac.%, unu ot 0,1 mo 0,7
mac.%, wiu ot 0,1 mo 0,6 mac.%, uam ot 0,1 mo 0,5 mac.%, uau ot 0,1 go 0,4 mac.%,
unu 0,2 no 0,4 mac.%, unu 0,2 nmo 0,3 mac.%, unu 0,25 no 0,3 mac.%. Hampumep,
IBYXOCHOBHBIH (hocdar HATPUS MOXKET MPUCYTCTBOBATh B KOMIO3HUIUU B KOJHYECTBE
B untepajie ot 0,1 no 0,5 mac.%. B onpeneneHHbIx ciyuasix, IBYyXOCHOBHBbINH pocdar
HATPHUsI MOKET NMPUCYTCTBOBATh B KOMIIO3UIUH B KOJU4YecTBe B mHTepBaje ot 0,2 1o
0,4 mac.%. B omnpeneneHHbIX cHydasx, ABYXOCHOBHBIH ¢ocdar HATPUS MOXKET
NPUCYTCTBOBAaTh B KOMIIO3MLMHU B KoaudecTBe B uHTepBasne ot 0,25 no 0,3 mac.%.
Hanpumep, nByxocHOBHBIH pochaT HaTpUs MOXKET MPUCYTCTBOBATh B KOMIIO3UIIUU B
konmdectBe npudnusurensHo 0,3 mac.%, Hanpumep, 0,28 mac.% (unmm 0,279 wmac.%).
B omnpeneneHHBIX BapuUaHTaX OCYIIECTBJIECHHUS, KOJUYECTBO OAHOOCHOBHOTO (pocdarta
HaTpUsi B KOMIO3UIUU HaxoAuTcs B auamnazoHe ot 0,005 mo 1 mac.%, Hanpumep, OT
0,01 go 0,9 mac.%, wmam ot 0,01 go 0,8 mac.%, unu ot 0,01 go 0,7 mac.%, umu 0,01 -
0,6 mac.%, uau ot 0,01 go 0,5 mac.%, unu ot 0,01 go 0,4 mac.%, unu ot 0,01 g0 0,3
Mac.%, unmu ot 0,01 mo 0,2 mac.%, unu ot 0,01 mo 0,1 mac.%, unmu 0,02 mo 0,09
Mac.%, unu 0,03 no 0,08 mac.%, unu 0,04 no 0,08 mac.%, unu 0,045 no 0,075 mac.%,
unu 0,04 0o 0,07 mac.%, unu 0,05 no 0,07 mac.%. Hanpumep, onHOOCHOBHBIN pocdar
HATPHUsI MOXKET MPUCYTCTBOBATh B KOMIO3HMIIMU B Kou4decTBe B nHTepBajie ot 0,01 mo
0,1 mac.%. B omnpeneneHHbIX Cly4asiX, OJXHOOCHOBHBIH Qocdar HATPUSI MONKET
INPUCYTCTBOBATh B KOMIIO3ULIMU B KoJudecTBe B uHTepBane ot 0,05 no 0,07 mac.%. B
ONpEeAEeSICHHBIX CIy4asX, OAHOOCHOBHBINH ¢ocdar HaTpUs MOXKET NMPUCYTCTBOBATH B

KOMMO3ULMKU B KojgudyecTBe B uHTepBaje oT 0,045 no 0,075 mac.%. Hampuwmep,
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ONHOOCHOBHBIHN (hocdaT HATPUS MOKET MPUCYTCTBOBATh B KOMIIO3HIIUHM B KOJIUYECTBE
0,06 mac.%.

B ompeneneHHbIX acmekTax, JUOPUIM3UPOBAHHAS KOMIIO3UIUU COTJIACHO
HAaCTOSILEMY PACKPBITUIO BKJIOYAKOT coJib. COJH, MOAXOASUIAE IJII NMPUMEHEHHUS B
KOMIIO3ULUSAX COTJIACHO HACTOALIEMY PAaCKPBITHIO, BKJIOYAKT COJIH, KOTOpPbIE
COBMECTHUMBI C TOJUAJKUICHOKCUI-acTIaparuHa3oil W MPUTOAHBI JJisl BBEICHHUS
CyOBeKTy, HampuMep, MyTeM HHBEKIUH WU BHYTPUBEHHOrO BBeneHus. llpumepsl
MOAXOASIUX COJIEH BKJIKOYAIOT T€ COJIM, KOTOPbIE OMHCAHBI Bbille. B ompeneneHHbIX
Cly4asiX, COJIb MPEACTaBJSIET COOOU XJTOPHUI HATPHSI.

B npyrux cnydasix, KOJHYECTBO COJU (Hampumep, XJOpHAA HATPHs) B
KOMMO3ULIIMKU HaxoauTcs B auana3zone ot 0,05 mo 1 mac.%, mampumep, 0,1 go 0,9
mac.%, wiu ot 0,1 mo 0,8 mac.%, uam ot 0,1 mo 0,7 mac.%, uau ot 0,1 go 0,6 mac.%,
wiu ot 0,1 g0 0,5 mac.%, uam 0,2 go 0,5 mac.%, uau 0,3 go 0,5 mac.%, unu 0,4 go 0,5
mac.%, unu 0,4 no 0,45 mac.%. Hanpumep, conb (Hampumep, XJIOPUI HATPHUSA) MOKET
NPUCYTCTBOBATh B KOMIIO3UIMU B KojuuecTBe B uHTepBane ot 0,1 go 1 mac.%. B
OTNpeNeIeHHbIX CIy4asiX, COJib (HampuMep, XJOPUI HATPHS) MOXKET MPUCYTCTBOBATH B
KOMIO3ULIMKU B KoJudecTBe B uHTepBajse ot 0,3 mo 0,5 mac.%. B omnpeneneHHbIX
chydasiX, CoJib (Hampumep, XJIOPHUI HATPHUs) MOKET MPUCYTCTBOBATH B KOMIIO3HUIIUH B
konnuecTBe B nHTEpBate ot 0,4 no 0,45 mac.%. Hanpumep, conp (HampuMmep, XJI0pHUA
HATpPUsSI) MOXKET MPHUCYTCTBOBATh B KOMIO3UIIMU B KoJudecTBe npudnusurenvHo 0,4
Mmac.%, Hanpumep, 0,425 mac.%.

JpyruM KOMIIOHEHTOM, KOTOPBIH MOKET OBbITh BKJIIOYEH B KOMIIO3HI[UH COTJIACHO
HaCTOSIIEMY PaCKpBITHIO, siBJsieTcsa caxap. Caxapa, moaxonsimue s IPUMEHEHHUS B
KOMIIO3ULUSX COTJIACHO HACTOSAIIEMY pAaCKPBITUIO BKJIKYAIOT caxapa KOTOpbIe
COBMECTHUMBI C TOJUAJKUICHOKCUI-acTIaparuHa3oil W MPUTOAHBI JJisl BBEICHHUS
CyOBeKTy, HampuMep, MyTeM HHBEKIUH WU BHYTPUBEHHOrO BBeneHus. llpumepsl
MOAXOASIIUX CaxapoOB BKJIYAKT, HO HE OTPAHUUYHMBASACH TOJBKO HMH, Caxapo3sy,
MaHHHT, MallbTO3y, Tperanody, 2-ruapokcunponui-cera-uukiaonexcrpun (f-HPCD),
JAKTO3y, TIOKO3y, (PYKTO3y, rajakTo3y TIOKO3aMUH, U Ip., U UX KoMmMOuHanmuu. B
ONpenesIeHHbIX Cllydasix, caxap TpeacTaBiiseT coOol npucaxapun. Hampuwmep,
aUcaxapua MOKET MPEeaCTaBisiTh coO0M caxaposy.

B apyrux ciaydasx, KOJIU4YeCTBO caxapa (HampuMep, caxapo3bl) B KOMIIO3HIUH
HaxonauTcs B nuana3zone ot 0,1 mo 25 mac.%, nanpumep, ot 0,5 go 20 mac.%, unu ot 1

no 15 mac.%, wau ot 1 no 10 mac.%, unu ot 1 no 9 mac.%, unu ot 1 no 8 mac.%, unu
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ot 2 no 7 mac.%, unu ot 2 mo 6 mac.%, uau ot 3 go 5 mac.%, unu ot 4 go 5 mac.%.
Hanpuwmep, caxap (Hampumep, caxapo3a) MOKET NPUCYTCTBOBAaTh B KOMIIO3ULIHHU B
KojguuecTBe B uHTepBajie oT 1 go 10 mac.%. B omnpeneneHHBIX caydasix, caxap
(Hampumep, caxapo3a) MOXKET MPUCYTCTBOBATH B KOMIIO3ULIMH B KOJHYECTBE B
uHTepBaje oT 3 A0 5 mac.%. B onpeneneHHbIX ciiyuasx, caxap (Hampumep, caxaposa)
MOXET MPUCYTCTBOBATh B KOMIIO3ULIMHU B KOJHYECTBE B MHTEepBasie oT 4 1o 5 mac.%.
Hanpuwmep, caxap (Hampumep, caxapo3a) MOKET NPUCYTCTBOBAaTh B KOMIIO3ULIHHU B
konuuectBe 4,5 mac.%.

B omnpeneneHHBIX BapuaHTaX OCYLIECTBICHUSA, KOMIO3HMLUSA COAEPKUT, IO
CYIIECTBY COCTOHUT U3, MJIH COCTOUT U3 MOJUAJIKUICHOKCHA-ACIIaparuHas3bl, UMero e
3¢ pexTuBHOCTD (aKTUBHOCTh) B UHTepBase oT S00 mo 1000 ME/r, nByXOCHOBHOTO
docdara Hatpus B koquuecTtBe B mHTepBaje ot 0,1 mo 1,0 mac.%, ONHOOCHOBHOTO
¢dochara HaTpusa B konauyectBe B uHTepBasne or 0,01 mo 0,2 mac.%, conp (Hampumep,
XJIOpUIa HaTpHsl) B KojudecTBe B uHTEepBasie ot 0,2 1o 2 mac.%, u BOABIL.

B omnpeneneHHBIX BapuaHTaX OCYLIECTBICHUSA, KOMIO3HMLUSA COAEPKUT, IO
CYIIECTBY COCTOHUT U3, MJIH COCTOUT U3 MOJUAJIKUICHOKCHA-ACIIaparuHas3bl, UMero e
s¢ppexTuBHOCTE (aKTUBHOCTH) B HHTepBase or 700 mo 800 ME/r, nByXOCHOBHOTO
dbocdara HaTpus B koquuecTBe B mHTepBaje ot 0,2 mo 0,8 mac.%, ONHOOCHOBHOTO
docdara HaTpus B konudectBe B uHTepBajne ot 0,1 no 0,14 mac.%, conu (Hampumep,
XJIOpUIa HaTpHsl) B KojuuecTBe B uHTEepBasie ot 0,6 no 1,0 mac.%, u BOOHL.

B omnpeneneHHBIX BapuaHTaX OCYLIECTBICHUSA, KOMIO3HMLUSA COAEPKUT, IO
CYIIECTBY COCTOHUT U3, MJIH COCTOUT U3 MOJUAJIKUICHOKCHA-ACIIaparuHas3bl, UMero e
s¢ppexTuBHOCTE (aKkTHBHOCTH) B HHTepBaje or 700 mo 800 ME/r, nByxOCHOBHBIN
dbochar HaTpus B konuuectBe B umHTepBasie ot 0,5 mo 0,6 mac.%, OMHOOCHOBHBIN
HaTpust ¢ocdar B konuuecTe B nHTEpBaie or 0,09 no 0,15 mac.%, conb (Hanpumep,
XJIOPUJ HATPUsI) B KoindecTBe B uHTepBaie oT 0,8 no 0,9 mac.%, u BOABI.

B omnpeneneHHBIX BapuaHTaX OCYLIECTBICHUSA, KOMIO3HMLUSA COAEPKUT, IO
CYIIECTBY COCTOHUT U3, MJIH COCTOUT U3 MOJUAJIKUICHOKCHA-ACIIaparuHas3bl, UMero e
s¢ppextuBHocTh (akTHBHOCTH) 750 ME/r, nByxocHoBHOro ¢ocdara Hatpus B
KonuuecTBe mnpubiausurensHo 0,6 wmac.%, omHOOCHOBHOTrO ¢Qochara HaATpus B
konuuectBe mnpubiausurensHo 0,1 wmac.%, conu (Hampumep, XJOpPUAa HATPUs) B
konmdecTBe npubnuzuteapuo 0,9 mac.%, U BOABI.

B omnpeneneHHBIX BapuaHTaX OCYLIECTBICHUSA, KOMIO3HMLUSA COAEPKUT, IO

CYeCTBy COCTOUT U3, UJIU COCTOUT U3 MOJTHAJKUICHOKCHUA-aCIIaparuHasbl, HMero meit
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s¢ppextuBHocTh (akTHBHOCTH) 750 ME/r, nByxocHoBHOro ¢ocdara Hatpus B
konuuectBe 0,56 mac.% (mnm 0,558 wmac.%), omHoocHOBHOro ¢ocdara HaTpus B
konuuectBe 0,13 mac.% (mmm 0,129 mac.%), conu (Hampumep, XJOpHAa HATPHUSI) B
konudectBe 0,85 mac.%, u BOIBI.

B omnpeneneHHBIX BapuaHTaX OCYLIECTBICHUSA, KOMIO3HMLUSA COAEPKUT, IO

CymecTBsy COCTOUT U3 HJIN COCTOUT U3 TMOJHAJKUICHOKCHUO-aCIlaparuHasbl,

,
IBYXOCHOBHOTO (pocdara HaATpUsI, ONHOOCHOBHOTrO ¢docdaTta HaTpus, coau (Hanpumep,
XJOpHUAa HaTpus), W BOABL. B Ipyrux BapHaHTax OCYLIECTBJIECHUS, KOMIIO3HUIIUS
COAEPKUT, MO CYLUECTBY COCTOUT U3, HJIH COCTOUT W3 MOJHUAJKUICHOKCH-
acraparuHasbl, IBYXOCHOBHOTO ¢ocdara HaTpusi, onHOOCHOBHOro Qocdara HaTpus,
conu (HampuMep, XJIOpUIa HaTpuUsi), caxapa (Hampumep, caxapo3bl), U BOIHIL.

B omnpeneneHHBIX BapuaHTaX OCYLIECTBICHUSA, KOMIO3HMLUSA COAEPKUT, IO
CYIIECTBY COCTOHUT U3, MJIH COCTOUT U3 MOJUAJIKUICHOKCHA-ACIIaparuHas3bl, UMero e
3¢ pexTuBHOCTD (aKTUBHOCTh) B UHTepBase oT S00 mo 1000 ME/r, nByXOCHOBHOTO
docdara Hatpus B koquuecTBe B mHTepBaje ot 0,1 mo 0,5 mac.%, ONHOOCHOBHOTO
dochara HaTpusa B konumuectse B nHTEpBaie ot 0,01 go 0,1 mac.%, conu (Hanmpumep,
XJOpHUAa HaTpus) B KonumdecTBe B uHTepBasne or 0,1 no 1 mac.%, caxapa (Hampumep,
caxapo3bl) B KoJn4ecTBe B HHTepBaje ot 1 1o 10 mac.%, u BOOBL.

B omnpeneneHHBIX BapuaHTaX OCYLIECTBICHUSA, KOMIO3HMLUSA COAEPKUT, IO
CYIIECTBY COCTOHUT U3, MJIH COCTOUT U3 MOJUAJIKUICHOKCHA-ACIIaparuHas3bl, UMero e
s¢ppexTuBHOCTE (aKTUBHOCTH) B HHTepBase or 700 mo 800 ME/r, nByXOCHOBHOTO
dbocdara HaTpus B koquuecTBe B mHTepBaje ot 0,2 mo 0,4 mac.%, ONHOOCHOBHOTO
¢dochara Hatpus B kKonuuectBe B uHTepBane ot 0,05 no 0,07 mac.%, conu (Hanpumep,
XJOpHUAa HATpUsA) B KonmmuecTBe B mHTEepBaie ot 0,3 no 0,5 mac.%, caxapa (Hanpumep,
caxapo3bl) B KOJMYECTBE B HHTEPBaje OoT 3 10 5 mac.%, U BOOBIL.

B omnpeneneHHBIX BapuaHTaX OCYLIECTBICHUSA, KOMIO3HMLUSA COAEPKUT, IO
CYIIECTBY COCTOHUT U3, MJIH COCTOUT U3 MOJUAJIKUICHOKCHA-ACIIaparuHas3bl, UMero e
s¢ppexTuBHOCTE (aKTUBHOCTH) B HHTepBase or 700 mo 800 ME/r, nByXOCHOBHOTO
docdara HaTpus B kKonmdyecTBe B uHTepBasie ot 0,25 no 0,3 mac.%, OMHOOCHOBHOTO
docdara HaTpus B konmdecTBe B uHTepBase ot 0,045 mo 0,075 wmac.%, conu
(Hampumep, XJopuaa HATpUs) B KojaudecTBe B mHTepBaie ot 0,4 no 0,45 mac.%,
caxapa (Hampumep, caxapo3bl) B KOJIMYECTBE B HHTepBasie oT 4 10 5 mac.%, 1 BOIBL.

B omnpeneneHHBIX BapuaHTaX OCYLIECTBICHUSA, KOMIO3HMLUSA COAEPKUT, IO

CYeCTBy COCTOUT U3, UJIU COCTOUT U3 MOJTHAJKUICHOKCHUA-aCIIaparuHasbl, HMero meit
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s¢ppextuBHocTh (akTHBHOCTH) 750 ME/r, nByxocHoBHOro ¢ocdara Hatpus B
konuuecTBe mnpubnausurensHo 0,3 wmac.%, omHOOCHOBHOrOo ¢ochara HaATpus B
konuuecTBe mnpubausurenpHo 0,06 mac.%, comm (Hampumep, XJOpuUxa HATpPHs) B
konmdecTBe npubdbiausutenbuo 0,4 mac.%, caxapa (HanmpuMmep, caxapo3bl) B KOJUUECTBE
npubnu3uTensHo 4,5 mac.%, 1 BOIBI

B omnpeneneHHBIX BapuaHTaX OCYLIECTBICHUSA, KOMIO3HMLUSA COAEPKUT, IO
CYIIECTBY COCTOHUT U3, MJIH COCTOUT U3 MOJUAJIKUICHOKCHA-ACIIaparuHas3bl, UMero e
s¢ppextuBHocTh (akTHBHOCTH) 750 ME/r, nByxocHoBHOro ¢ocdara Hatpus B
konuuectBe 0,28 mac.% (mnmm 0,279 wmac.%), ogHoocHOBHOro ¢ocdara HATpUA B
konuuectBe 0,06 mac.%, comm (Hampumep, Xjopuaa Hatpus) B komudectBe 0,43
mac.% (wau 0,425 mac.%), caxapa (Hampumep, caxaposbl) B konudectse 4,5 mac.%, u
BOJBI.

B  omnpenmeneHHBIX  chaydasx, KOMIIO3ULHsS  (Hampumep, IKUAKAsA WU
TMoGMIN3UPOBAHHAS KOMIIO3ULIHS) MPENCTABIsIET COOON CTEPUIBbHYI0 KOMITO3ULIHIO.
ITox "crepunpHON" moapazymMeBaeTcsl, 4TO MO CYLECTBY OTCYTCTBYIOT UMMYHOT€HHbBIE
KOMIIOHEHTBl B KOMIIO3WLHH, TaKHE€ KakK, HalpuMep, MO CYIECTBY OTCYTCTBYIOT
MHUKpPOOpPraHu3Mbl (Hampumep, rpuObl, OaKkTepuu, BUPYCHI, CIIOPOBBIE GOPMBI, U Ap.).
B apyrux caydasx, KOMIIO3ULHMS HAaXOoAUTCs B KoHTeHHepe. OOecredeHue
KOMIIO3MIIMU B KOHTEHHepe MOXeT oOJierdyaTb MNOJJAepKaHue KOMIO3HMIIMU  BHJE
cTepusNbHON kKommnoszuuuu. Hampumep, KOHTEHHEpP MOXKET ObITh CKOH(PUTYpUPOBaH
TaKUM 00pa3oM, UTO COJIEpPKaTh KOMITO3ULIMIO 3aKPBITOH B KOHTEHHEpPE B CTEPHIIbHOU
OKpysKarImel cpene. B TakoMm cnydyae, KOHTEHHEpP MOKET MNPEACTABISTH COOOM
3ale€4aTaHHbIl  KOHTEWHEpP, HAampuMep, KOHTEHHEepP MOTYT BKJIKHYAaTbh YIJIOTHEHHE,
TakOW KakKk BOJOHENPOHUIAEMOE W/HJIH BO3AYXOHENMPOHUIIAEMOE YIUIOTHEHHE.
YIIoTHEHHE MOKET yAANAThCA ¢ KOHTEHHepa, MPEeaOCTaBIIsAs MOJB30BATENI0 TOCTYII K
COAEPKUMOMY KOHTeliHepa. B npyrux cinydasx, YIUIOTHEHHE MOXET MpPeICTaBIATH
coboil paspymaeMoe YIUIOTHEHHE, WJIW B APYTHUX CIy4asx, YIUIOTHEHHE MOXKET
CKOH(pUTYPHUPOBAHO C BO3MOKHOCTBIO BCTABKH HIJIbl, KAHIOJIU MJIM IINPHIIA BOBHYTPb
KOHTeHHepa 0e3 ynaneHus VIUIOTHEHUs C KOHTeWHepa. B apyrux ciyyasx,
YIJIOTHEHUE, CKOH(PUTYPUPOBAHO [UJIsI TPETOCTABJIEHUS BO3MOXKHOCTH JOCTyIa
BOBHYTPb KOHTeliHepa 0e3 ymajieHHs YIUIOTHEHHs C KOHTeHHepa, MOXKeT o0jerdarsb
NoAAEPKAHUE COAEPKUMOro KOHTeHHepa (HampuMmep, KOMIIO3ULINU B KOHTEHHepe) B
CTepUJBbHOH OKpyXKammel cpeae mepex BBEIEHHEM KOMIO3UIMU CyOBEKTy.

HOI[XOI[;IH_II/IG MaTepuaJibl AJid YIUIOTHCHUSA BKJIKOYAKOT, HANPUMEDP, PE3UHOBBLIC HIIH
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NOJMMEPHbIE YIJIOTHEHHUs, Takue Kak, HO He OrpaHU4YMBAasCh TOJBKO HMH,
CUJIMKOHOBBIH KaydyK, NPUPOIAHBIH KaydyK, CTUPOJbHBIH OyTaIMEHOBBIH Kaydyk,
CONOJUMEPBl STIJICH-NPOIIIEHA, TOJHUXJOPONPEH, NOJUAKPUIAT, MOJUOYTaaueH,
noJuypeTaH, cTupon OyTtaaweH, u Ap., U uX KomMOuHauwu. Hampumep, B
ONpEeAeSICHHBIX BapUAHTaX OCYIIECTBJIEHUS M300pPETEHHUs, YIUIOTHEHHE MPEeIACTaBIsAET
coboii MeMOpaHy, MPOKaJbIBAEMYIO WIJIOW, MIMPHUIOM WJIN KaHIOJeH. YIIOTHEHUue
TaK)Ke€ MOXKET 00ecneynBaTh NOAXOMSILINNA NOCTYN K 00pa3lny B KOHTEHHepe, a Takke
SABISETCA 3aIMUTHBIM OapTepOM, KOTOPBbIH MEpPEKPbIBAET pPacKpbITHE KOHTeiiHepa. B
APYTUX CJy4asX, YIUIOTHEHHE NpeAcTaBiseT coOOil ynansieMoe YIJIOTHEHHE, TaKoe
KaK pe3b0OBON MM HAXXUMHOM KOJITAYOK UJIU IPYrol MOAXOSINNHN 3aMeqaThIBar0 UM
3JIEMEHT, KOTOPBIM MOKET NPUMEHSATbCA M1 OTKPBITHS KOHTeilHepa. Hampuwmep,
pe3b0OBOIl KONMAa4YOK MOKET ObITh HAaBHHYEH Ha OTBEPCTHUE IMepea WM MOocie
noOasyeHust oOpa3na B KOHTeHHep.

B nmpyrux cinyuasix, KOHTEHHEp MpeACTaBiseT COOOH KOHTEHHep ¢ €TWHHYHOM
nosoil. KonrteliHep ¢ eAMHUYHON JO301 OTHOCUTCS K KOHTEHHEPY, KOTOPBIA COAECPKUT
OnHYy uiu OONbIleé EeAWHUYHBIX 103 IJs BBeAeHUs CcyObekTy. B ompeneneHHBIX
BAPUAHTAX OCYILECTBJIECHUsA, KOHTEHHEpP C E€JUHMYHOM [O030H BKJKYAET 3apaHee
ONpEAENEHHOE KOJUYECTBO 3asiBJICHHON KOMIO3UIUM, PAaCCUUTAHHOE B KOJHUYECTBE,
AOCTATOYHOM JUIsI TOJIyYE€HHUs JkenaTelbHOro s(dpdexra y cydpexra. OmnpeneneHHble
BAPUAHTHI OCYINECTBJIEHHS KOMIO3UIMH MOTYT OBIThH oOecrnedeHbl B KOHTEiiHepe C
€JUHUYHON 0301, MNOAXOMSILUIMM JJIsi HHIAUBUAYAJIbHOTO BBEAEHUS TOUHBIX
no3upoBok. KonudecTBO aKTUBHOH KOMIIO3MLIHMH, BBOJUMOE CYOBEKTY, MOXKET
3aBHCETh OT CYOBEKTa, MOJABEPTraeMoOro JEUCHHUIO, TSKECTH MOpa)keHHst U cmocoba
BBeneHus. Hanpumep, kKOHTelHHEp C €IMHUYHON NO30H MOXKET COAEpKaTb BBOAUMOE
KOJIMYECTBO KOMIIO3MIMM, KaK ONHCAaHO B HacTosllell 3asBke, B KOJUYECTBE,
3¢ PeKTUBHOM ISl TOCTHXKEHHS JKenareabHoro 3¢ dekxra y cyObekra, mogBepraemMoro
JeyeHuro. B onpeaeneHHBIX ciaydasx, KOHTEHHEp C €AWHUYHOW JO030H BKJIOYAET
KOMIIO3UIMIO, HUMEKILIYyI0  NOJUAJKUJIEHOKCUI-acllapariH B  TepaleBTUYECKU
3¢ PpexTHBHOM KOJINYECTBE. TepanesTuuecku s pexTuBHBIE KOJIM4YeCTBa
NOJUANKUIEHOKCU-acllaparud  OMMCaHbl Bhllle. B omnpeneneHHBIX BapuaHTax
OCYIIECTBJIEHUS] M300peTeHUs, KOHTeHHep ¢ €IUHUYHOW HO030H MpeacTaBisieT coOOMU
¢nakoH. B nmpyrux ciyyasx, (IakoH HpeAcTaBiseT cOOON 3amedaTaHHbIH (uakoH

(HampuMep, KaK OMUCAHO BHIIIE O OTHOIIEHHUIO K 3aMl€4aTAHHOMY KOHTEHHEpY).
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KonTeiliHEp MOXKET COCTOATh U3 JIIOOOTO MOAXOASIIEr0 MaTepHualia, KOTOPBIH
COBMECTHM C TMOJHAJKUJIEHOKCHI-aCllaparnHa3ol © JOPYTUMH KOMIIOHEHTaMH
koMmno3uuu. Hampumep, koHTeliHep MOXKET MPencTaBIsATb COOOH COBMECTHMBIH C
TBEPABIMH BEIIECTBAMH KOHTEHHEp, CKOH(PUTYyPUPOBAHHBIH TakuM 00Opa3oM, 4TOOBI
colepskaTh TBEPIAOE BEIIECTBO (Hampumep, JHOPHIN3UPOBAHHYIO KOMIIO3HMIUIO). B
APYTUX CHydYasx, KOHTEHHEp MpPEeACTaBisieT COO0OH COBMECTHMBIH C KUIKOCTBHIO
KOHTEHHEp, CKOH(PUTYPUPOBAHHBIH TakuM 00pa3oM, 4YTOOBI COIEpPIKATh JKUIKOCTD.
KonTeliHEppl Takke MOTYT OBITb COBMECTHMBIMH C TBEPABIM BELIECTBOM U
KUAKOCTbIO, TA€ KOHTEHHEep CKOH(PUTypHUpOBaH TakuM 00pa3oM, 4TOOBI COIEpPIKATH
TBEpAbIE BEIIECTBA U JKUAKOCTH. B Apyrux ciydasx, *KUIKOCTh B KOHTEHHEpPE MOXKET
NPEeACTaBIATh COOOH BOIHYIO JKHIKOCTh, H B 3TUX CIIydasiX, KOHTeHiHEp MOXKET ObITh
COBMECTHM C BOJHBIMH KoMmosunusimu. Iloxg "coBMeCTHMBIM" MNOHHUMAIOT, 4YTO
KOHTEHHEep SIBJISIETCS MO CYIIECTBY HHEPTHBIM (HalpUMep, CYIIECTBEHHO HE pearupyeT
C)  OJKUOKOCTBEO  W/MAM  KOMIIO3UOMSMH  WJIM  JPYTUMH  KOMIIOHEHTaMH,
KOHTAKTUPYIOLUIUMH C KOHTeliHepoM. lIpumeprl NOAXONSIINX MAaTEPUANOB IS
KOHTEHHepa BKJIOYAKT, HO HE OrPAaHUYHMBASICh TOJBKO HMH, CTEKJIO MU IJIACTHK.
Hanpumep, KOHTEHHEpP MOXKET COCTOATh U3 CTEKJA, TAKOTO KaK, HO He OIPaHUYHBAsICh
TOJBKO UMH, CHJIMKATHOE CTEKJO, OOPOCHUIMKATHOE CTEKJO, HATPUHOOPOCHINKATHOE
crekno (Hampumep, PYREX™)  mnuaBieHoe KBapLeBOE CTEKJO, ILIABJICHOE
KpEeMHUEBOE CTekiIo U 1p. Jlpyrue mnpuMepsl MNOAXOAAIMMUX MAaTEPHATIOB IS
KOHTEHHEepa BKJIIOYAKT IJIACTMACCHI, TaKUE KaK, HO HE OrPAHMYHMBAsICh TOJbKO HMH,
MOJIUNPOIIUIIEH, MOJUMETUJINIEHTEH, noNMUTETPaPTOPITHIIEH (PTFE),
neppropstunossie 3¢pupsl (PFE), ¢ropupoBannsiii stunen nponuneH (FEP),
neppropankokcuankanel (PFA), monustunen tepedranar (PET), monmstunen (PE),
nonmmd¢pupspupkeron (PEEK), monuctupon, m ap. B ompeneneHHBIX ciyuasix, Kak
ONHUCAHO BBILIE, KOHTEHHEp mpeacTasiser co00oi (IakoH, U, B TAKOM CJIydae, MOXKET
npeacTaBiIsATh coOO# crekysiHHbIA (akoH. Kak ommcaHO BbIlmle, KOHTEHHEP MOXKET

NpencTaBisiTb coOOH 3amedaTaHHbIH KOHTEWHEpP, ¥, B TaKOM Cliydyae, MOXKeT

,
NpPEeACTaBIATh COOOHN 3amedaTaHHbId CTEKJISIHHBIA (PIaKOH.

Kak onucano Oonee moapoOHO HUKE, JKUIKHE WJIH BOCCTAHOBJICHHBIE
KOMIIO3UIMU COTJACHO HACTOSILIEMY PACKPBITHIO MOTYT BBOAUTHCS CYyOBEKTY,
HampuMmep, MyTeM WHBEKLUMH WM BHYTPUBEHHO. B ompeneneHHbIX BapuUaHTaX

OCYIIECTBJIEHUS HU300peTeHms, Mepen BBEACHHEM BOCCTAHOBIEHHON KOMIO3UIIUU

CY6”beKTy, TBEpHAada KOMIIO3HULIMA, Hanpumep, Kak OIINCaHO BBIIIC, MOIKET
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KOMOMHUPOBATBCS C JKUAKOCTBIO  1Js1  oOecredeHus OSKUIKOW  KOMIO3HIUH,
NOAXONSINUE JIs1 BBEACHHS, HAaNpUMeEp, NMyTeéM HWHBEKIUHW HWJIW BHYTPUBEHHO. B
APYTUX Cly4asx, Mepel BBEAEHHEM KOMIO3UIUH CYOBEKTY, TBepAas KOMIIO3WULIHS
MOXET KOMOWHHMPOBATHCS ¢ BOAOH (Hampumep, BomoW s uHbekuui, BJM) nns
obecrieueHuss BOAHOH KOMITO3ULIUM, MOAXOMSIIEH IJs BBENEHHUs, HAIpPUMEpP, NMyTeM
UHBEKLUHMU WJIH BHYTpUBEHHO. Hampumep, nuopunu3upoBaHHAs KOMIIO3ULHS MOXKET
OBITH BOCCTaHOBJIEHAa BOAOW (Hampumep, Bomol mis uabekuui, BJAW) ¢ nonyuenuem
BOCCTAHOBJICHHOW IO3WMPOBAHHON €IWHUIBI NPHUTOAHBI [JII BBEAEHUA CYOBEKTY,
Harpumep, MyTeM HHBEKIUHN U BHYTPUBEHHO.

Kak yka3zaHo B HacTosIed 3asBKe, aCMEKThl HACTOSAMEH 3asiBKH BKJOYAIOT
KOMIIO3MIIMIO, KOTOpash BKJIOYAET: MOJHAJKUICHOKCHA-aclaparniasy, KoTopas
BKJIIOYAET IMOJUAJKUICHOKCUAHYIO TPYIIY, KOBAJCHTHO CBSA3aHHYIO C IOMOIIBIO
JUHKepa C acmaparuHa3od; Oydep wu conmp. B ompenmeneHHBIX BapuaHTax
OCYIIECTBJIEHUS M300pETEHHUsI, KAK ONMUCAHO BBILIE, MOJUAIKUICHOKCUA MPEACTABISAECT
co0Ofl  MONMATHJIEHIJIUKOJNb. B ONpeneNeHHbIX BapHAHTAaX  OCYINECTBIEHUS
n300peTeHusi, Kak OMHCAHO BbIIE, JHHKEP NPEACTaBIsAeT COOOH YypeTaHOBBIH
(kapbamaTHbIl) nTUHKEep. B ompeneneHHBIX BapUaHTaX OCYIIECTBJICHHS M300peTEHWUsI,
KaK ONHCAaHO BBINIE, aclmapardHasa mpencrasiser coboit F. coli acnaparunasy. B
ONpEeAeICHHBIX BApHAHTAX OCYINECTBJECHUS M300pEeTEeHHs, KaK OMHCAHO BbilIe, Oydep
npencrasisier cobod  ¢ocdarHeii Oydep. B ompemeneHHBIX  BapuaHTax
OCYIIECTBJIEHUS M300pETeHUs, KaK OMMCAHO BBIIIE, COJIb MPEACTABIAET COOOH XIOpHUA
HaTpusi. COOTBETCTBEHHO, ONpPEAEICHHbIE BAaPHUAHTBHl OCYIIECTBJICHUS KOMITO3ULUH
BKJIIOYAIOT MOJUATHJICHIJIUKOJIb-aCIIaparuHasy, KOTOpas BKJIFOYAET
MOJIMA3TUIICHTJINKOJIEBYIO TPYINY, KOBAJEHTHO CBSI3aHHYIO C MOMOIIBIO YPETAHOBOIO
muHkepa ¢ FE. coli acnaparunasoit, QocdatHeiii Oydep u conb. Kaxaerii u3
KOMIIOHEHTOB 3THUX KOMIO3HIIUH (Hampumep, MOJIEKY ISP HBIH BEC
MO TUJICHTJINKOJIS, KOJTMYECTBO MOJHITHUIICHTIIHKOJb-aClaparuHas3bl, KOJUYECTBO H
tin ¢ocdatHoro Oydepa, KOTUIECTBO U TUI COJIU) SBISIIOTCS TAKUMH, KaK MOAPOOHO
OTHUCAHO BBILIE.

Kak yka3zaHo B HacTosIed 3asBKe, aCMEKThl HACTOSAMEH 3asiBKH BKJOYAIOT
TMOPHUIN3UPOBAHHYIO CTAOMJIBHYIO NPU XPAHEHHH KOMIIO3ULHIO, KOTOPAasl BKJIIOYAET:
NOJNMATKUIEHOKCHI-acllaparnHaly, KOTOpas  BKJIIOYAeT  IOJHAJKHICHOKCHIHYIO
IPyMIy, KOBAJEHTHO CBS3aHHYIO C MOMOIINBIO JIMHKEpA C acmaparuHas3oi;, Oydep, cojb

U caxap. B ompeneneHHBIX BapHaHTaX OCYLIECTBJIECHHUS H300pETEeHUs, KaK OMHUCAHO
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BbIIIe, TOJUAJIKUJICHOKCUJ  MpPEACTaBjsieT  COOOW  MOJMUATUIICHTJIIUKONb. B
ONpeAeICHHBIX BaPHAHTAaX OCYLIECTBICHUS M300PETEeHHS, KAK OMHCAHO BBILIE, JUHKEP
npencrasiasieT co0ol yperaHoBblli (kapOamaTHBIN) JuHKep. B ompeneneHHBIX
BApDUAHTAX OCYLIECTBIECHUS HM300peTeHMs, KaK OIHNCAHO BBILIE, aclaparuHasa
npencrasiusier coboit F£.  coli acnmaparunazy. B ompemeneHHbIX BapuaHTax
OCYINECTBJIEHUs HU300peTeHHsi, Kak omucaHo Bwime, Oydep mnpexncrasisier coboii
dbocharubiii Oydep. B onpeneneHHbIX BapuaHTaX OCYIIECTBICHHS U300pETEHUs, KakK
ONMHUCAaHO BBIIIE, COJb MpPEeACTaBJseT CcO0OH Xijopua HaTpus. B ompeneneHHBIX
BAPHUAHTAX OCYINECTBJIEHUS M300pPETEHHUs, KaK OINHCAHO BBILIE, Caxap NPeICTaBIsAET
coboli aucaxapuna (Hampumep, caxaposa). Takum oOpa3oM, omperesieHHbIE BapUAHTHI
OCYIIECTBJIEHUS JHOPUIN3UPOBAHHON CTaOMIBHONW TMPH XPAaHEHHUH KOMITO3ULIUH
BKJIIOYAIOT MOJUATHJICHIJIUKOJIb-aCIIaparuHasy, KOTOpas BKJIFOYAET
MOJIMA3TUIICHTJINKOJIEBYIO TPYINY, KOBAJEHTHO CBSI3aHHYIO C MOMOIIBIO YPETAHOBOIO
nuHkepa ¢ F. coli acnaparunasoii; ¢ocdarneiii Oydep, conb u nucaxapun. Kaxnasii us
KOMIIOHEHTOB 3THUX KOMIO3HIIUH (Hampumep, MOJIEKY ISP HBIH BEC
MO TUJICHTJINKOJIS, KOJTMYECTBO MOJHITHUIICHTIIHKOJb-aClaparuHas3bl, KOJUYECTBO H
tin ¢ocdaraoro dydepa, KOMTUIECTBO U THUM COJIU, KOJUYECTBO U THUI TUCAXapuaa, u
Ip.) SIBJSIFOTCS] TAKUMH, KaK MOAPOOHO OMUCAHO BBIIIE.

KoMmmo3uuum coOrjiacHO HAaCTOSIIEMY pPACKPBITUIO TaKXe€ MOXKET BKJIIOYATh
Apyrue KOMIIOHEHTBI, Takhe KakK JOMOJHHUTENbHble (papMaleBTUUECKU NPUEMIIEMbIe
HAIMOJHUTENN WU HAMOJHHUTENIb JJIsI JOCTABKM JO3bl B BHUAE YaCTH KOMIIO3ULIHH.
HanomHuTenn MOTYT BKJIOYaTh, HO HE OTPAHUYUBASACH TOJBKO HMH, YIJIEBOIBI,
HEOpPraHWYEeCKHEe COJM, OpPraHUYeCcKHe COJIH, TPOTHBOMHKPOOHBIE CPENCTBA,
AHTUOKCHJIAHTHI, NMOBEPXHOCTHO-AaKTUBHBIE BeELIECTBA, BOAY (HANPUMEpP, BOIY IS
uHbekunii  (B/JIM)), cnupThl, NONHMONBI, TJIHLEPUH, PACTUTEIbHBIE Macia,
dbochomununel, Oydepsl, KUCIOTb, OCHOBAHWS, U JIOOble WX KoMmOuHaumu. Takke
MOKET NPUMEHSTBLCS YIVIEBOJ, TAKOW KaK caxap, AepUBATU3UPOBAHHBIN caxap, TAKOU
KaK ajJbJUT, AJbJOHOBAsl KHUCIOTAa, 3CTepUPHUIUPOBAHHBIA caxap, W/HIH CaxapHBIHA
nonmumep. HekoTopele mNpencTaBisSOIHE HWHTEPEC YIJIEBOAHBIE HAMOIHUTENH
BKJIIOYAIOT, HalmpuMep, MOHOCAaXapHAbl, TaKHe Kak (PyKTO3a, MajbTO3a, rajakrosa,
rmoko3a, D-manHO3a, copbo3a, W Op;, OMcaxapuibl, TaAKHE KaK JIAKTO3a, Caxaposa,
Tperajiosa, mejjnoduos3a, U Ap, MOJUCAXapUIbl, Takue Kak padPuHO3a, MEIUIUTO3A,
MaJIbTOAEKCTPUHBI, AEKCTPAHBL, KpaxMalbl U JAp, W aJbAUTHl, TaKH€ KaK MaHHWT,

KCUJIUT, MaJbTHUT, JIAKTUT, KCHJIUT, COPOUT (TIOUUT), TUPAHO3UI COPOUT, MUOUHO3MT,
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u n1p. Heopranudeckue u opraHUYECKHE COJH MOTYT BKJIIOUYATh, HO HE OTPAHUYHBASACH
TOJIbKO UMW JIUMOHHYIO KHUCJIOTY, XJIOPUA HATPHUs, XJOPUI Kalus, CyabdaT HaTpus,
HUTPAT Kallusi, OAHOOCHOBHBIN (ocdar HaTpus, IBYXOCHOBHBIN ¢ocdar HaTpus, H
nr00bie UX KOMOWHALIMH.

B ompeneneHHbIX BapuaHTaxX OCYHIECTBJIEHHS H300pETEHUs, KOMIIO3HIUH
COMJIaCHO HACTOSIIEMY PAaCKPBITHIO TaKKe MOJKET BKJIKYaTh MNPOTHUBOMHUKPOOHOE
CpPeICTBO AJIsl MPENOTBPALeHUs] UJIU OCTAHOBKH POCTa MUKPOOPTraHU3MOB, TaKOE Kak,
HampuMep O€H3aNKOHUs xJiopua, OEH3eTOHHS XJOpPUI, OEH3WUJIOBBIH CIUPT,
HEeTHINUPUAUHUN XJIOpun, XjaopOyTtaHosa, ¢eHon, (GEeHWIITHUIOBBIA CHUPT, HUTPAT
(GEeHUNPTYTH, THMEPCOJI, U JIIOObIE UX KOMOWHAIIUH.

Onua wunu OoJNblleé AHTUOKCHAAHTOB TaKXe MOTYT OBITh BKJKYEHBI B
KOMITO3HIIMID. AHTHOKCHAAHTBHI, KOTOpPbl€ MOTYT YMEHbBIIATh WU TPENOTBPAINATH
OKHUCJIEHUE U, CJEJOBATEeJIbHO, YXYAUICHWE XapaKTEePUCTUK KOMIO3UIHMU, MOTYT
BKJIFOYATh, HAMPUMeEpP, aCKOPOWJ MaJbMHUTAT, OYTHJIOKCUAHU3O0J, OyTHIOKCHUTOIYOII,
($hochHOpHOBATUCTYIO KUCIOTY, MOHOTHUOTJUIIEPUH, TPONMUITAIAT, OUCyibGuT HaTpUs,
dbopmanbaerun-cyibGokcunar Hatpus, MeTaOUCynb(HUT HATpUs U JHOOBIE WX
KOMOHWHAIIHMH.

OnHo wunu Oonbllle MOBEPXHOCTHO-AaKTHBHBIX BEIIECTB TaKkKe MOTYT OBITh
BKJIFOYEHBI B KOMIIO3WULHMHU COTJIACHO HACTOSIIEMy packpbiThio. Hampuwmep,
MOAXOASAINNE TOBEPXHOCTHO-AaKTUBHBIE BEIIECTBA MOTYT BKJIKOYaTh, HO He
orpaHu4uBasch TOJNbkOo umu I[lommcopOarer, Takue kak "Tur 20" u "Teun 80," u
mmroponucuk, takue kak F68 u F88 (BASF, Mount Olive, New Jersey);, ClI0XHBIN
s3up copburaHa;, MUNUABI, Takue Kak GocHONUMUIBI, TAKUE KaK JICUTHH U IPYyTHE
bocharununxonuusl, (GochaTuauNITAHONAMUHBI, KUPHBIE KHCJIOTHI M CJIOXKHBIE
3(UpBI KUPHBIX KUCIOTHI, CTEPOUABI, TAKHE KAK XOJIECTEPUH, XeJATUPYIOIINE areHThI,
takue kak EDTA; u uuHK u Apyrue KaTHOHBIL.

KucnoTel unm OCHOBaHHS TaKXe MOTYT MPHCYTCTBOBATH B KOMITO3UIUAX
COTJIACHO HACTOSIIEeMYy pacKpbITUO. Hampumep, KHUCIOTBI MOTYT BKJIOYaTh, HO HE
OTPAaHUYHUBASICh TOJBKO HMMHU, COJISTHYK KHUCJIOTY, YKCYCHYIO KHCIOTY, (ocdopHyro
KUCJIOTY, TUMOHHYIO KHUCJOTY, SIOJOYHYIO KHCJOTY, MOJIOYHYIO KUCJIOTY, MypPaBbHHYIO
KUCJIOTY, TPUXJOPYKCYCHYK KHCJIOTY, a30THYIO KHCIOTY, MEPXJOPHYK KHCJIOTY,
bochOpHYIO KHCIOTY, CEpHYK KHCIOTY, (yMapoByKH KHUCJIOTY © JHOOBIE HX
koMOuHaumu. [IpuMepsl OCHOBAHUM BKJIIOYAIOT, HO HE OTPAHUYUBASICH TOJNBKO HMU

TUAPOKCUA HATpUA, al€TaT HATpUd, TUAPOKCHUA aMMOHUA, TUAPOKCUA KaJusd, alcTatT
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aMMOHHUs, auerar kaius, gocdar Harpus, pocdar kanus, uuTpat HaATpuA, GopMuat
HaTpus, cyabdar HaTpus, cyabdaT kanus, GymMepar Kauus U JroOble UX KOMOUHALIMH.

KonnuecTBO KaXaoro MHAWBUAYAJbHOTO HAIMOJHUTENS B KOMIIO3ULIUM MOJKET
U3MEHSTHCS B 3aBUCHMOCTH OT MPUPOIB U GYHKLUHUHN HAMOJHHUTENS, HATOJTHUTENS IS
IOCTaBKU JO3UPOBKH U KOHKPETHBIX MOTpeOHOCTEH KoMmo3unuu. B npyrux ciyuasx,
ONTHUMAJIbHOE KOJHUYECTBO JIIOOOr0 HMHAMBUIAYAJIBHOTO HAIMOJHHUTENS OMPEAENIOT C
NOMOIIBI0 OOIMENPUHATBIX JSKCIEPUMEHTOB, TO €CTh, IyT€M MPUTOTOBJIEHUS
KOMIIO3HMIIUH, COAEpPKAIINX PAa3JIMYHBIX KOJIUYECTBA HAMOJHUTENS (B MHTEpBaje OT
HU3KHX JO BBICOKHX), HCCIeAys CTaOUIbHOCTh M JAPYrHe€ NapaMmMeTpbl, U 3aTeM
ompenessisi UHTEPBaJ, MPH KOTOPOM JOCTHTAKTCS ONTHMAaJIbHbIE XapaKTEPUCTUKHU 0e3
CyIIeCTBEHHBIX MOOOUYHBIX 3(pPekToB. Tem He MeHee, HAMONHUTENb (1) B IeJIOM OyAyT
MPUCYTCTBOBATh B KOMIIO3ULHNU B KoJu4decTBe OT 1% nmo 99% mo Becy, Hampumep, OT
5% no 98% no Becy, Hanpumep, oT 15% no 95% no Becy HanonaHuTens, Bkiarouas 30%
UK MeHblue 1o Becy, win 20 % unu MeHblie no Becy, uiu 10% U MeHbIIEe MO BECy.
dapManeBTUYECKHUE HATIOJHUTENIH, B YACTHOCTU C APYTUMH HATIOJHUTEISIMH, KOTOPBIE
MOTYT NPUMEHSTHCS B KoMno3unusax, onucanel B "Remington: The Science & Practice
of Pharmacy", 22-oe wusxn., Williams & Williams, (2012), "Physician's Desk
Reference", 70-oe u3n., PDR Network, Montvale, NJ (2015), u Rowe, RC., Handbook
of Pharmaceutical Excipients, 7-oe u3n., Pharmaceutical Press, New York, NY,
(2012), packpbITHE Ka)KJOr0 M3 KOTOPBIX BKJIOYEHO B HACTOSAIIYIO 3asBKY B KaueCTBE
CCBUIKH.

Cnoco0bl npumMeHeHHUs

ACMEeKTBI COTJIACHO HACTOSIIIEMY PACKPBITHIO TakXXe BKJIOYAT CIOCOOBI
NPUMEHEHHs] KOMITO3ULIMH (HapuUMep, KUAKOH U THOPUIN3UPOBAHHON), ONIMCAHHBIE B
HacTosimmed 3asiBKe. B ompeneNeHHbIX BapUaHTaX OCYINECTBJIEHUS H300peTeHus,
croco0 mpUMEHEHHUs MPencTaBiIsieT coOol cmocol Ne3aMUHHpPOBAHHUS acraparmHa y
cybbpekTa. Kak ommcaHo Bbile, (pepMEHT acmapardiHa3da MOXET OIOCPEeaOBATH
peakuui Ae3aMHUHUPOBAHUSA, TII€ AMHHOKHCIOTA AaclapardH THAPOJH3UPYETCS C

oOpa3oBaHMs acrmaprara ¥ aMMHaka, HampuMep, B COOTBETCTBHUU CO CleIyIOLIeH

peakuuen:
0 0
HoN L-acnaparuHasa
2 NOH p R HONOH + NHs3
O NH, H20 O NH,
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B npyrux cinydasx, akTUBHOCTb aclaparnHa3bl yMEHbINAET KOHLEHTPAaLHI0
acrmaparuHa y cy0beKkTa, a UMEHHO YMEHbBIIAETCs] KOHLIEHTPALHs acllaparuHa B Ijia3Me
y cybbekTa. Mcromenue acmapariHa y cyObeKTa MOXKET OTPHLATENbHO BJIUATH Ha
KJIETKH B CyOBEKTa, KOTOpble 3aBHCAT OT MPUCYTCTBHUS aclaparuHa sl CHHTE3a
O6enka. Hanmpumep, Ha cuHTe3 Oenka B KJIETKAaX, B KOTOPBIX OTCYTCTBYET CIOCOOHOCTH
CHUHTE3UpPOBAaTh CBOW COOCTBEHHBIH acmaparuH (HampuUMep, KIJIETKH, B KOTOPBIX
OTCYTCTBYEeT (EpMEHT achmaparuH-CHHTETa3a) MOJKET OKa3blBaThb OTPHLIATENBHO

BJIUAHUE OTCYTCTBUEC JSK30ICHHOrIo acmnaparvHa, 4YTO, B CBOKO OUECpPEAb, MOXKET

>
NPUBOIHUTL K amoNToO3y KJIETOK. B Apyrux cinyuasx, KJI€TKH B CyOBEKTa, KOTOpPBIE
3aBHCAT OT NPUCYTCTBHS aclaparuHa sl CHHTe3a Oesika, MOTYyT OBIThb CBSI3aHBI C
OMYXOJIEBBIM COCTOSHHEM, TaKHM KakK 3JIOKaueCTBEHHOE HOBOOOpasoBaHue. Takum
oOpa3om, cmocoObl COrJacHO HACTOSIIEMY PACKPBITHIO BKJIIOYAIOT CIOCOOBI JICUEHUS
cyOBeKTa OT OMyXOJIEBOIO COCTOSIHHS, TaKHe KaK CIOCOOBI JiedeHUs CyOBeKTa OT
3JIOKa4Y€CTBEHHOr0o HOBOooOpa3oBaHus. CrenoBaTeNnbHO, KOMIIO3UIIMU  COTJIACHO
HACTOSINEMY PpAacKpbITUIO, KOTOpbl€ BKJIIOUAKT MOJHAIKUIEHOKCUA-acliaparuHasy
MOTYT OBITH TE€paneBTUYECKH 3(PPEKTHUBHBIMHU ISl JICUEHUS OMYXOJEBBIX COCTOSHUM,
TaKUX KaK 3JI0Ka4eCTBEHHOE HOBOOOpa3oBaHuWe. B ompeneneHHbIX BapuUaHTax
OCYINECTBJIEHUsS M300pETEHUs, HA HEOMYXOJIeBble KJIETKH Y CyObeKkTa HE OKa3bIBAIOT
CYyLI€CTBEHHOTO BJIUSHUSA KOMIIO3ULIMHU IMOJHAJKUIEHOKCUA-aCIaparuHa3bl COTJIACHO
HacTosimeMy packpbiTuio. Hanmpumep, HeomyxoieBble KJIETKH Y CyObeKTa MOTYT HMETh

dbepMeHT acmaparuH-CHHTETa3y, U, CIeIOBATEIbHO, COXPAHITb CIOCOOHOCTH

5
CHUHTE€3UPOBATh aclaparuH.

B omnpeneneHHBIX BapuaHTaX OCYHIECTBJICHHS H300pPETEHUs, OMyXOJIeBOE
COCTOSIHHE, MOABEpTaeMoe JICYeHUI0 Yy CyObeKTa, BKIIOYAET ONMyXOJEBbIe COCTOSHUSA,
KOTOpbIE€ MOAMAIOTCS JIEYCHHUIO C T[OMOINBIK) BBEACHUS IMOJHUAJIKUICHOKCUI-
acmaparmHasbl CyYOBEKTy, HampHuMep, OMyXOJEBbIe COCTOSHHUS, KOTOPbIE 3aBUCST OT
SK30T€HHOT0 acmaparuHa. Hampumep, oOmyXxojeBble COCTOSHUS, KOTOPbIE MOXHO
JEUUTh TyTeM BBEIACHUS MMOJHAJIKUICHOKCHA-aCTIaparuHas3bl CyOBEKTY, BKJIIOUYAIOT
3JI0Ka4e€CTBEHHbIE HOBOOOpPA30BaHUs, TaKHe KAaK COJHUAHBbIE OMyXOJH HJIU OMyXOJH
JKUJIKUX TKaHeH.

B omnpenmeneHHBIX  ciydasix, OINYXOJEBOE€ COCTOSIHHE  XapaKTepu3yeTcs
NPUCYTCTBHEM CONUIHOW omyxoju. TakuM o0pa3oMm, B ONpedesIeHHBIX BapUaHTax

OCYIIECTBJEHHUs, CINOCO0 COrJacHO HACTOSINEeMY PAacKpBITHIO MpencTaBisieT coOoH

crnoco0 JeueHuss cyObeKTa OT CONUIHON OMYXOJIHM, HCIOJb3YS IMOJHATKHICHOKCUI -
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acmaparuHasy (HampuMmep, SKHAKYI WX BOCCTAHOBJICHHYIO JHO(PUIU3ZUPOBAHHYIO
KOMIO3ULIHIO MONTHANKIICHOKCHA-aCTIaparuHas3bl COMJIACHO HACTOSIIEMY PACKPBITHIO).
CrocoObl siedeHus: cyObekTa OT OMYXOJEBOrO COCTOSIHHSI MPUTOAHBI JJIsl J€YSHUs
Pa3IMYHBIX CONMIHBIX OMYXOJeH, BKJIOYas KAPLHUHOMBI U CAPKOMBI. THUIMBI COTUAHBIX
OMyXoJieil MOTYT BKJIIOUATh, HO HE OTPAHUYMBASCH TOJBKO MMH, PaK MOMIKENyTOUHOU
JKeJie3bl, MEJaHOMY, IUIOCKOKJETOUYHbI pakK, HEeMJIOCKOKJIETOYHBIH pak JErKOro
(NSCLC), pakx 060104HOH KULIKHU, paK MOJIOYHOH JKeJIe3bl, paK SHYHUKOB, paK IMEHKH
MaTKH, paK MpeACTATeNbHOM KeNe3bl, U Ap. Hanpumep, KapLUUHOMBI, KOTOpbIE MOKHO
JeYUTh C MPUMEHEHHEM 3asBJIEHHOro crnocoba, BKJIKOYAKT, HO HE OTrPaHUYMUBASCH

TOJIBKO nMH KapuuHOMY MUmeBoaa, Me4YEHOUYHO-KIJIIETOUHBIN pPak,

,
0a3aJIbHOKJIETOUHYIO KapIiuHOMY (HOopMy paka KOKH), TIIOCKOKJIETOYHYIO KapLHHOMY
(pa3auYHBbIX TKaHel), KAPLUHOMY MOYEBOIrO My3bIpsi, BKJIHOYAs MEPEXOIHO-KJIETOUHYIO
KapIUHOMY  (3JIOKQYeCTBEHHAsl ONyXOJb MOJIEBOTO MY3bIps), OPOHXOTEHHYIO
KapLUMHOMY, KapLUUHOMY OOOJZOYHOH  KHIUKH, KOJOPEKTAJIbHYIO  KapLUHOMY,
KapLUUHOMY >KeJIyJAKa, KapLUUHOMY JIETKHUX, BKJKOYas MEJKOKJEeTOYHbIH pak H He-
MEJIKOKJIETOUHBIH paK JIETKUX, KAPLUUHOMY HAJAMOYE€YHUKOB, KAPLHUHOMY LIUTOBHUIHON
JKeJe3bl, KapUMHOMY MOKEIyAOYHOH IKeNe3bl, KapUHHOMa MOJIOYHOH JKEJe3Hl,
KapLUMHOMY SIMYHUKOB, KapLUUHOMY TMPEACTATEIbHON 3KeJae3bl, aJAeHOKapLUHOMY,
KapLUHMHOMY MOTOBBIX JKeJie3, KAPLUHOMY CaJbHOMU JKeJie3bl, NaMUJUISPHYIO KapLHHOMY,
NanuJUISIPHYIO a€HOKapLUMHOMA, LUCTAJIeHOKAPLUUHOMY, MENYJUISIPHYIO KapLUHOMY,
MOYEUYHO-KJIETOUHYIO KapLHUHOMY, MPOTOKOBYIO KapLHMHOMY in Situ HJIU KapLUHUHOMY
JKETYHBIX MPOTOKOB, XOPHOKAPLUHUHOMY, CEMHHOMY, 3MOpPHOHAIbHYIO KapLUHOMY,
onyxoyiib Buiabmca, LepBHKAJbHYI KapLUUHOMY, KapLUUHOMY MAaTKH, KapLUHHOMY
SMYEK, OCTEOTEHHYIO KapLUHUHOMY, STUTEJUANBHYIO KapLUUHOMY U Ha3o(hapHuHIrealbHYIO
kapuuHoMy u 1p. CapKoMbl, KOTOpPbIE MOKHO JIEYUTh C MPHUMEHEHHEM 3asBJICHHOIO
crioco0a, BKJIOYAOT, HO HE OrPAHUYMUBAACH TOJBKO UMH, (udpocapkomy,
MHKCOCApKOMY, JIUIIOCAPKOMY, XOHAPOCAPKOMY, XOPIAOMY, OCTEOT€HHYIO CapKoMmy,
OCTE0CaPKOMY, AHTHOCAPKOMY, SHJIOTEINOCAPKOMY, AUM(paHTHOCAPKOMY,
TUM(}aHTHOHAOTEINOCAPKOMY, CHHOBHOMY, Me30TelnuoMy, capkomy IOwuHra,
JefioMuocCapKoMy, pabJOMHUOCAPKOMY H IPyTrUe CAPKOMBI MSITKHX TKaHEH.

Jlpyrue cONHMOHBIE OMYXOJH, KOTOpPble MOXHO JIEYUTh C MPUMEHEHUEM

3as4ABJIECHHOI'O cnoco6a, BKJIFOYAaKOT, HO HE€ OrpaHHUYHBasACh TOJbKO HMHU, TJIHOMY,

ACTPOLUTOMY, MEAyJo0NacTOMy, KpaHHOPAPUHTHOMY, STEHAUMOMY, MHHEAJIOMY,
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reMaHrnof0JIacToMy, aKyCTUYECKYI0O HEBPHHOMY, OJHMTOACHAPOTINOMY, MEHAHTHOMY,
MeJIaHOMY, HelipoOIacTOMy U peTHHOOIACTOMY.

B omnpemeneHHBIX  cly4asX, ONyXOJEBOE COCTOSHUE  XapaKTepU3yeTcs
MPHUCYTCTBHEM OINYXOJH KUAKUX TKaHel. Hampumep, onmyxoJb JKUAKUX TKaHEH MOMKET
BKJIIOUAaTh METACTATUYECKHE pPAKOBbIE KJIETKH (HAMPUMEpP, LHPKYJIUPYIOIIHE
onyxonesbie kietku (CTC)), 3nokauecTBeHHble 3a00JeBaHUS KPOBU, W Op., U HUX
koMOuHannu. IIpuMeprl 3710KaueCTBEHHBIX 3a00JE€BaHUIl KPOBH BKJIIOYAIOT, HO HE
OTPaHUYHUBASCH TOJNBKO HMH, JEHKo3, JauMpomMy u Mmuenomy. B npyrux cinygasx,
3JI0Ka4e€CTBEHHOE HOBOOOpa3oBaHUE MPEACTaBIsIeT coOoi jeiko3. Takum oOpa3om, B
ONpEeAeSIEHHBIX BapHaHTaX OCYINECTBJIEHUs, cnocod mpencrasiser coboil cmocod
JedeHus: CyObeKTa OT JIeKo3a, MHCHONb3ysl MOJHAJKUICHOKCUA-aCIaparuHasy
(Hanmpumep, SKUAKYIO WM BOCCTAHOBICHHYI JTHOQHIM3UPOBAHHYI) KOMIIO3HIIUIO
MOJINATKUIEHOKCH I-aCIIaparmnHa3bl COrJIaCHO HACTOSIIEMY PACKPBITHIO).

PaznuunHbpie TUNBI JEHKO30B MOTYT MOANABATHCS JICUCHUIO C MNPUMEHECHHEM
3asgBIEHHBIX crmocoboB. Hampumep, neiko3 MOXeT MNpPencTaBisITb COOOH OCTPBIN
nefiko3. OcCTpelii  JEHKO3 MOXKET XapaKTepH30BaThCA OBICTPHIM TMOBBIIIEHUEM
HEe3peJbIX KJIETOUYHBIX 3JIEMEHTOB KPOBHU. BHICTpOE MOBBIIIEHNE HE3PENBIX KIETOYHBIX
3JIEMEHTOB KPOBU MOXKET INPHUBOAUTH K CrYIIEHHUIO, YTO, B CBOK OUYEPEIb, MOXKET
o0ycaBIuBaTh MPOAYKIUIO KOCTHBIM MO3IrOM CYIIECTBEHHO MEHBIIETO KOJHYECTBA
3I0pPOBBIX KJIETOYHBIC 3JEMEHTHI KpoBU. Takum oOpa3zoM, cmnocoObl COrJIacHO
HACTOSIIIEMY PACKPBITHIO BKJIIOYAIOT CIIOCOOBI JIeueHHsI CyObeKTa OT OCTPOTro JIeHKO03a,
Halpumep, MNyTeM BBEAEHHS CYOBEKTY MA03bl MOJHAJIKHIEHOKCHUI-aclaparnHas3hbl,
(HampuMmep, JKUAKO WJIH  BOCCTAHOBJICHHOW  JUOPUIM3UPOBAHHONW  KOMMIO3ULIUU
MOJINATKUIEHOKCH I-acIaparnHas3bl COTJIACHO HACTOSILIEMY PaCKpPBITHIO),
3¢ dhexTUBHOM A5 TedeHUs y CyObeKkTa OCTPOro Jieiikosa.

B npyrux BapuaHTax, JeHko3 mpencraBiseT coOofl XpoHHUecKuU neiko3. B
APYTUX CJy4asiX, XPOHUYECKUH JIEKO3 MOXKET XapaKTepHU30BATbCS IOBBIIIEHUEM
KOJUYECTBA OTHOCUTEIBHO 3pEJbIX, HO AaTUMNUYHBIX, JECHKOUHUTOB. XPOHUYECKUU
JeHKO3 MOXKET Pa3BUBATHCS B TEUEHHUE IJIUTEIBHOTO MEPUOJa BpEeMEHH (Hampumep,
MeCSbl WX TOAbI), TI€ aTUMHUYHBIC JIEHKOUHUTHI MPOAYLUHUPYIOTCS B 3HAYUTEIHHO
Ooyiee BBICOKOI CTeMmeHW, 4eM HOpMajbHble. TakuMm 00pa3oM, cmocOoObl COTJIACHO
HACTOSIIIEMY PACKPBITHIO BKJIOUYAIOT CIOCOOBI JIEUEHUsS] CYObEKTa OT XPOHHUYECKOTO
Jefko3a, Hampumep, NyTeM BBEAEHUS CYOBEKTYy 1O03bl IOJHAJIKHICHOKCHUI-

acmaparvuHasbl, (Hampumep, SKHUIAKOH WM BOCCTAHOBJIEHHON JNHOQPHIU3UPOBAHHOU



10

15

20

25

30

39

KOMIIO3HMIIMU TOJHAJKUIEHOKCHI-aCIIaparnHa3bl COTJIACHO HACTOSIIEMY PaCKPBITHIO),
3 dhexTUBHOM A5 IedeHUs y CYObeKTa XPOHUUECKOTO JIeHK03a.

B  onpeneneHHbIX  BapHMaHTaxX  OCYINECTBJEHHS  HM300peTEeHHUs,  JEHKO3
npencrasiuser coboit  numdobracTHBIN  Jeiko3  (Takke 00O3HAUaeTCs  Kak
auMmdonuTapHbiii seiiko3). JlumdpoOracTHBII JNeiko3 MOXKET XapakTepH30BaTHCS
THUIIOM KJI€TOYHBIX 3JIEMEHTOB KPOBH, MOPaKEHHBIX Jieiko3oM. IIpu numdpodnacTHoM
JeHKo3e AaHOMAaJbHOE H3MEHEHHE B KJETOUHBIX 3JIEMEHTaX KPOBU MPOUCXOIUT B
KJIETKaX KOCTHOTO MO3Ta, KOTOpPble HOPMAJbHO pAa3BUBAKOTCA B JHUMQOLUTHI
Hanpumep, numdobnaacTHBIN JIeHKO3 MOXKET MNPeACTaBisiTh co0ok B-kieTtounsrit
nefiko3. Takum oOpa3oM, crmocoObl COrJTACHO HACTOSIIEMY PACKPBITHIO BKIIOYAIOT
crocoObl  sedeHus cyOwpexkta oT JuMmdobnactHoro seiko3a (JIUMQOLUTAPHOTO
Jefiko3a), HampuMep, TMyTeM BBeIEeHUs CYOBEKTy [J03bl MOJHAIKHICHOKCHU-
acmaparvuHasbl, (Hampumep, SKHUIAKOH WM BOCCTAHOBJIEHHON JNHOQPHIU3UPOBAHHOU
KOMIIO3MIIMU TOJHAJKHIEHOKCHU-aClIaparnHa3bl COTJIACHO HACTOAIIEMY PAaCKPBITHIO)
s dexTuBHON A5 MedeHns: y cyObekTa nuMdobaacTHOrO Neliko3a (MuMEponIuTapHOro
neiiko3a). Hampumep, cneuudpuyeckuid tunm aumdpoOIacCTHOTO JielKo3a, KOTOPBIH
MOYHO JICUUTh, UCIIONb3Ys 3asABIEHHBIE CIIOCOOBI, BKIOYAET OCTPhIH TUM(pOOIaCTHBIH
nefiko3 (ALL). B »Tux BapmaHTaxX OCYLIECTBJIEHHUS, CIIOCOOBI COTJIACHO HACTOSIIEMY
PACKPBITHIO BKJIOYAIOT CIOCOOBI JiedeHHUsT CyObekTa OT ocTporo aumMdodi1acTHOrO
neiiko3a (ALL), Hampumep, mMyTeM BBEACHHUS CYOBEKTy MO3bI MOJHATKUICHOKCHU]I-
acmaparvuHasbl, (Hampumep, SKHUIAKOH WM BOCCTAHOBJIEHHON JNHOQPHIU3UPOBAHHOU
KOMIIO3MIIMU TOJHAJKHIEHOKCHU-aClIaparnHa3bl COTJIACHO HACTOAIIEMY PAaCKPBITHIO)
s¢ppexTuBHON ans sedeHus y cyowvekta ALL. Jlpyrue tuner numdpobracTHOTO
JeHKO03a, KOTOPbIH MOJHO JIEYUTh, HCIIOJb3YS 3asBJICHHBIE CIOCOOBI, BKIIOYAIOT, HO
HE OrpaHMYMBAsICh TOJBKO HMH, XpoHHUYecKkHi numdonurapHbiii neiiko3 (CLL). B
5THX BapHAHTAaX OCYUIECTBIEHHS, CIOCOOBI COTJIACHO HACTOSIIEMY PaCKPBITHIO
BKJIFOYAKOT CIMOCOOBI JIeUeHHs] CyObeKTa OT XPOHUYECKOTO NTUM(OIUTAPHOTO JIEeHKO3a
(CLL), wHampumep, TnyTeM BBeIeHUS CYOBEKTY JO3bl MOJHAJTKUICHOKCHUI-
acrmaparuHasbl, (HampuMmep, JKHAKAas WJIH BOCCTAHOBJEHHAs JHODUIN3UPOBAHHAS
KOMIIO3HMIUSI TOJHAJNKUIEHOKCHA-aCIaparuHa3bl COTJIACHO HACTOSIIEMY PaCKPBITHIO)
s pexTuBHON nnst nedenus y cyorexkra CLL.

B apyrux BapmaHTax OCYINECTBJIEHHUs, JEWKO3 TMpencraBiseT coOoi
MUEJIONTHBIA JIEHKO3 (Takke 0003HauaeTCss KaK MUEJIOTeHHBIH JIeiiko3). MuenonaHeli

JIEMKO3 MOJKET XapaKTECPU30BaATHCA TUIIOM KJICTOYHBIX 3JICMCHTOB KPOBU, MOPAKCHHBIX
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aerikozoM. Ilpum MuenouaHoM JeHKO3€ aHOMAJbHOE€ M3MEHEHHUE B KJIETOYHBIX
3JEMEHTax KPOBHW MPOUCXOAUT B KJIETKaX KOCTHOTO MO3ra, KOTOpbIE€ HOPMAaJbHO
Pa3BUBAIOTCS B PUTPOLUUTHI W/miau TpoMmOouuTel. Takum obpazom, cmocoOBl COrJIaCHO
HACTOSIIEMY PAaCKPBITHIO BKJIIOYAKOT CHOCOOBI JIeYeHHs] CyOBEKTa OT MHEJIOUIHOTO
neriko3a (MHEJOTeHHOro JIeHKo3a), HANpUMep, IMyTeM BBEIEHUS CYOBEKTy 03Bl
NOJNMAJIKUJIEHOKCHUI-acllaparuHasbl  (HampuMmep, SKUAKOHW MJIM  BOCCTAHOBJIEHHOM
TMOUIN3NPOBAHHON  KOMIO3HILHMHM  MOJHAJKUIEHOKCHUI-aCMaparnHa3bl  COTJIACHO
HACTOSIIEMY pPACKpbITHIO), >(QPEKTUBHONW I JiedeHUs y CcyOBeKTa MHEIOUIAHOIO
neliko3a (MUENOreHHOTro Jeiiko3a). Hampumep, cmenuduyUeckuil THIN MHUETOUITHOTO
JeHKo3a, KOTOPBIH MOYKHO JIEYUTb, HCIOJB3Ys 3asBJIEHHBIE CIOCOOBI, BKIIOYAET
ocTpelii MuenouaHelil nefiko3 (AML). B »3Tux BapmaHTax OCYIIECTBIECHHS, CIOCOOBI
COTJIACHO HACTOSIIEMY PAaCKPBITHIO BKJIIOYAKT CIOCOOBI JIeYeHHs CyObeKkTa OT
OCTPOTO MHUeENIOHAHOTO Jehko3za (AML), Hampumep, myTeM BBEOCHUS CYOBEKTY O3B
NOJNMAJIKUJIEHOKCHUI-acllaparuHasbl  (HampuMmep, SKUAKOHW MJIM  BOCCTAHOBJIEHHOM
TMOUIN3NPOBAHHON  KOMIO3HILHMHM  MOJHAJKUIEHOKCHUI-aCMaparnHa3bl  COTJIACHO
HACTOSIIEMY PacKpbITHIO), 3P eKTUBHOMN s ieueHus1 y cyobexkta AML.

I[Ipumepsr AML BkJIIOUYAIOT, HO HE OrpaHUYUBAsICh TOJbKO umu, AML ¢
MOBTOPSIOLUIUMHUCS LUTOT€HETUUECKUMH TpaHciaokanusamu, AML ¢ mynbTunuHelHon
aucnnasuedt, wu apyrue AML. Hanpumep, AML ¢  HOBTOpSIOIUMUCS
[IUTOTCHETUYECKMMH  TPAHCJIOKAIMSMHU  BKJIKOYAOT, B 4acTHoctH, AML ¢
t(8;21)(q22;922), AMLI(CBF-anbda)/ETO, ocTpblli NOpOMUETOUUTAPHBIA JEHKO3
(AML c t(15; 17)(q22;qll-12) u BapuanTsl, PML/RAR-anbda), AML ¢ arunudHbIMH
so3uHOpmnamMu koctHoro mosra (inv(16)(pl3q22) nmm t(16;16)(p13;ql1), CBFb/MYHI
IX), u AML ¢ 1 1q23 (MLL) anomanusmu. Ilpumepst AML ¢ MyabTHIMHEHHON
AUCIUIa3uedl MOTYT BKJIIOUATh T€, KOTOPBIE CBSI3aHBI C WM 0€3 MpeAlecTBYIOLIEro
MHUEJIOAUCTUIACTHYECKOr0 CHHApPOMA. Jpyrue THIBI OCTPOTO MHEJIOHUIHOrO JeHK03a
BKJIIOYAOT, Hampumep, AML wmuaumansHo nuddepenunuposanusiii, AML 6e3
co3peBanusi, AML c co3peBaHueM, OCTpPBII MOHOMHUEJOLUUTAPHBIN JIEHKO3, OCTPBIU
MOHOLMTAPHBIA JI€MKO3, OCTPBIM 3PUTPOUAHBIN JIEHKO3, OCTPBIA MErakapuOLUTHBIN
JIEHKO3, OCTPbIi 0a30(MIBHBIN JEHKO3 U OCTPBIN MaHMHUEN03 ¢ MueToGudOpo3oM.

Jlpyrue THUINBI MHEJIOHAHOTO JIeHKO3a, KOTOpbIE MOXKHO JIEUUTb, HCIOJb3Ys
3asBJIEHHBIE CIIOCOOBI, BKJIIOYAIOT, HO HE OTPAaHHUYHUBASICh TOJBKO MUMH, XPOHHYECKUN
muenoneitko3 (CML). B »3Tux BapuaHTax OCYIIECTBIEHHUS, CIOCOOBI COTJIACHO

HaCTOAWECMY PACKPBITHKO BKJIHOYAKOT CHOCOOBI JIEYEHUS CY6’beKTa OT XPOHUYECKOTO
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muejoneiko3da  (CML), HaTnpuMep, nyTeM  BBEIEHHS  CyOBEKTy  JO3bI
NOJNMAJIKUJIEHOKCHUI-acTlaparuHasbl, (HampuMep, KUAKOHM MJIM BOCCTAHOBJIEHHOM
TMOUIN3NPOBAHHON  KOMIO3HILHMHM  MOJHAJKUIEHOKCHUI-aCMaparnHa3bl  COTJIACHO
HACTOSIIEMY PacKpbITHIO) 3P exTuBHON A neueHus y cyonrekra CML.

B omnpeneneHHbIX caydasx, acraparmHasa MOJKET OTOCpeNoBaTh
Ie3aMHUHUPOBAaHUE TJIyTaMHHA, TI€ aMHHOKHCJIOTAa TJIYTAMUH THAPOJU3UPYETCS C

oOpa3zoBaHHeM TriyTaMaTa M aMMHaKa, HAalPUMEpP, B COOTBETCTBHU CO CIEAYyIOLIEH

peakuuen:
@] 0 O O
L-acnaparmHasa
H2NWOH P HO OH + NHj
NH, H,0 NH,

B npyrux caydasix, aKTHBHOCTb acClaparuHa3bl yMEHbINAeT KOHLEHTPALHIO
rIyTaMHUHA Y CyOBbEKTa, & MMEHHO YMEHbINAeT KOHLEHTPALHIO [JIyTaMHHA B IJa3Mme y
cyObekTa. AHAJIOTHYHO K OOCY’KIaeMOMY BBILIE, UCTOIIEHHE TIyTaMHHA y CyOBeKTa
MO’KEeT OKa3blBaTh OTPULIATEIbHOE BJIMSHUE HA KJIETKH Yy CyObeKTa, KOTOpbIe 3aBUCST
OT MPUCYTCTBHUS [JyTaMUHA IJs cuHTe3a Oenka. Hampumep, Ha cuHTe3 Oenka B
KJIETKaX, B KOTOPBIX OTCYTCTBYET CIMOCOOHOCTb CHHTE3UPOBATH CBOH COOCTBEHHBIH
rIyTaMuH (HampuMmep, KJIETKH, B KOTOPBIX OTCYTCTBYeT (EepMEeHT TrJIyTaMUH
CHHTETa3a) MOXKET OKa3blBaTh OTPHULATENbHOE BJHSHHE OTCYTCTBHE 3K30T€HHOIO
rJyTaMHUHA, YTO, B CBOIO O4Yepelb, MOKET MPUBOIUTH K amoONTO3y KJIEeTOK. B mpyrux
ciay4asx, KJIeTKH B CyObeKTa, KOTOpbIe 3aBHUCAT OT MPUCYTCTBHUS TJyTaMHHA IS
cuHTe3a Oenka, MOrYT OBIThb CBsI3aHbl C OMNYXOJEBBIM COCTOSIHHEM, TaKHUM Kak
3JI0Ka4Ye€CTBEHHOE  HOBOOOpa3oBaHuwe. Takum  o0pa3oMm, CHOCOOBI  COTrJIACHO
HACTOSIL[EMY PACKPBITHIO BKJIOYAIOT CNOCOOBI JieueHHs1 cyObeKTa OT OMyXOJeBOro
COCTOSIHMSI, TakKhe Kak crnocoObl JiedeHHs: CyOBeKTa OT 3JI0OKaYeCTBEHHOIO
HOBOOOpA30BaHMs, TJI€ OMyXOJEeBOE COCTOSIHHE MOTYT 3aBUCETh OT 3K30T€HHOIO
rnyTaMuHa. Hampumep, BapuaHThl OCYILIECTBJICHHUS 3asBJICHHBIX CIIOCOOOB BKJIHOYAKOT
crnoco0Obl Ae3aMUHUPOBaHMs TJIyTaMHHAa y cyObekTa. B ompeneneHHbIX BapuaHTax
OCYLIECTBJICHUSI M300peTEeHUs], He HEOMyXOJeBble KJIeTKH y CyObeKkTa He OKa3bIBaeT
CYLIECTBEHHOE BJIUSHUE TOJHAJTKUICHOKCUI-aclaparuHa3a, BBOAUMAs CYOBEKTY.
Hanpumep, HeomyxoJieBble KJIETKH y CyObekTa MOTYT HMeTb (EepMEHT IJIyTaMHH-

CHUHTETAa3a, U, CJIECA0OBATCIIbBHO, COXPAHATDH CIOCOOHOCTD CUHTE3UPOBATH I'NIYTAMHUH.
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Kak onucaHo BbIIIE, KOMIIO3UIIUU COTJIACHO HACTOSIIIEMY PACKPBITHIO BKIOYAIOT
TMoQUIN3NPOBAHHBIE CTAOUJbHBIE NPU XPaHEHHH KOMmo3uuuu. llepen BBeneHuneM
KOMIO3UIUH CYOBEKTY, TUOPUIN3ZUPOBAHHAS KOMIO3HIUA MOXET KOMOMHHUPOBATHCS
C JKHIKOCTBIO st 0OecTredeHns KUIKOH KOMIIO3ULHMH, MOAXONSINEH I BBEACHHS,
HarmpuMep, NyTeM WHBEKIUN UM BHYTPUBEHHO. B npyrux ciyuasx, nepen BBeAEHUEM
KOMIO3HIUU CYOBEKTY, THOQHIN3NPOBAHHAS KOMIO3UIUS KOMOWHHPYETCS C BOAOM
(Hampumep, Bomou nns uHbekuuid, BJAM) nns obecmeueHuss BOOHOW KOMIIO3ULIHH,
NOAXONSIINEH IJs BBEIEHUs, HANpuUMep, MNyTeM HWHBEKIHUU WJIH BHYTPHBEHHO.
Hanpumep, cmocoObl COrjacHO HAcCTOSIIEMY PACKPBITHKO  MOTYT  BKJOYATh
BOCCTAHOBJIEHHE JTHOPHIN3UPOBAHHON KOMIO3ULIUH (HaIpuMep, THOPHUIN3HPOBAHHON
CTaOMIBHONH MNpPHU XPaHEHHH KOMIIO3ULUH) COTJACHO HACTOAIEMY PaCKPBITHIO.
BoccranoBnenne nnouan3upoOBaHHOW KOMIO3UIUH MOXKET 00eCcrneunBaTh NOJTyuYeHHE
BOCCTAHOBJIEHHOW MO3UPOBAHHON eAMHHULBL. B apyrux ciydasx, BOCCTaHOBJICHHAs
NO3WpPOBAHHAS €OUHHIA NPUTrOAHA JAJS BBEAEHHS CYOBEKTy, HANpUMep MyTeM
UHBEKLUMH UIW BHYTPUBEHHO. B ompeneneHHBIX BapHaHTaX OCYINECTBJIECHUS
n300peTeHusi, BOCCTAHOBJIEHHE JUOQMIM3NPOBAHHON  KOMIIO3MIIMU  BKJIIOYAET
KOMOMHUPOBaHUE TuopMIN3UPOBAHHON KOMITO3UL[UH (Hampumep,
TMOoGUIN3NPOBAHHON CTAOUIIbHON MpPU XpaHEHWH KOMIIO3ULHHU) C BOAOH (Hampumep,
BONy st uHbeknuii, BJIN).

JKunkass unM BOCCTAHOBJIEHHAs [O3MPOBAHHAS €IMHULA MOXKET BKJIOYaTh
3apaHee ONpeneNIeHHOEe KOJMYECTBO KOMIIO3HMIIUU COTJIACHO HACTOSLIEMY PaCKPBITHIO,
pacCUMTaHHOE B KOJHMYECTBE, MJOCTATOYHOM JUISI TOJYYEHHUS JKEJIaTeJbHOTO
TepanesTuyeckoro 3¢ dexra y cydbekra. KonnuecTBo KOMIO3UIUN B TO3UPOBAHHOU
equHHNEe (HApUMeEp, JKUIKOW HJIM BOCCTAHOBJIEHHON), KOTOPO€ BBOMST CYOBEKTY,
MOXET 3aBHCETh OT CyOBEKTa, MOABEPraeMoro JEYEHHUIO, TSKECTH IOPaKEHUs U
criocoOa BBenenus. Hanpumep, 103upoBaHHAs €JUHULA MOXKET BKJIIOYATh KOJHYECTBO
KOMIIO3MIIMU JJIsl BBEJEHHS, KaK ONMHUCAHO B HACTOsIIEH 3asBKE, B TEPANEeBTUYECKH
3 HeKTUBHOM KOJTUYECTBE.

OnpeneneHHble BapUaHTBl OCYLIECTBICHHUS JO3UPOBAHHOW EIUHHUIBI MOTYT
BKJIOYATh KOJMYECTBO MNOJUAJIKUIEHOKCUA-acmaparuHassl B uHTepBajge ot 100 no
5000 ME/mn, nanpumep, ot 500 no 4500 ME/mn, unu ot 500 o 4000 ME/mn, unu ot
500 no 3500 ME/mn, unu ot 500 no 3000 ME/ma, unu ot 500 no 2500 ME/mi, uiau ot
500 no 2000 ME/ma, unu ot 500 no 1500 ME/mn, unu ot 500 no 1000 ME/mMn, unu

600 mo 900 ME/ma, wiu, unu or 700 no 800 ME/mn. B ompeneneHHBIX clydasx,
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NO3UPOBAHHAS ©IMHUIIA BKJIOYAET KOJUYECTBO MOJUANKHICHOKCHA-aCMaparuHas3bl B
untepBaje ot 500 mo 1000 ME/mn. B omnpeneneHHBIX ciydasX, JDO3UPOBAHHAS
eIMHULIa BKJIIOYAeT KOJUYECTBO TMOJHUAJTKUICHOKCUI-aclaparuHa3bl B WHTEpPBaJie OT
700 no 800 ME/mn. Hanpumep, no3upoBaHHasi enMHUALA MOKeT BKIo4aTh 750 ME/ma
MOJTUANKUIEHOKCU-aCIaparuHasbl.

B ompeneneHHBIXx BapuaHTax OCYIIECTBJIECHHUS W300peTeHUs, ITO3UPOBAHHAS
eQUHHMIA BKJIIOYAEeT TepaneBTUYEeCKH JS(PQPEeKTHBHOE KONUYECTBO (HAMPHUMED,
YIOENbHYI0 AKTHBHOCTB) TMOJHAJKHIEHOKCUA-acraparnHasbel, Takoe kak 50 ME/mr
Oenka unu Gonpme, Hanpumep, 55 ME/mr Oenka unu Oonbiie, unu 60 ME/Mr Genka
unu Oogbiie, uau 65 ME/mr Oenka unu Oonabine, uaun 70 ME/Mr Oenka wian Oobiie,
unu 75 ME/mMr 6enka unu 6onbine, unu 80 ME/mr Genka unu 6onbine, unu 85 ME/mMr
Oenka unu Oonbine, unu 90 ME/mMr Genka wiau Oonbine, unu 95 ME/mr Genka wiu
oonpine, unu 100 ME/mr 6enka unu 6ospie, unu 105 ME/Mr 6enka unu Oonblie, Uiau
110 ME/mr 6enka unu 6onbiue, uiau 115 ME/mr 6enka unu 6onbine, wiu 120 ME/mr
Oenka unu 6ompme, unu 125 ME/mr Oenka unu 6onbme, uau 130 ME/Mr Genka unu
oonpiue, unu 135 ME/mr 6enka unu 6ospine, unu 140 ME/Mr Oenka unu Oonblie, UIx
145 ME/mr 6enka unmu Oonbme, unu 150 ME/mMr 6enka unm OGonbime. Hampumep,
IO3WPOBAHHAS €IMHUIA MOXET MMETh yAEeIbHYI0 akTUBHOCTH 85 ME/Mr Oenka wiaum
Oonpiie. B onpeneneHHBIX BapuaHTaX OCYIUIECTBIICHHS, JO3UPOBAHHAS €NMHUIIA UMEET
YAENbHYI0 aKTHUBHOCTb B wMHTepBaje oT 50 mo 150 ME/mr Oenka, wiau ot 55 no 145
ME/wmr 6enka, unu ot 60 go 140 ME/mr Oenka, unu ot 65 no 135 ME/mr Oenka, unu
ot 70 no 130 ME/mr 6enka, unu ot 75 go 125 ME/mr 6eaka, uau ot 80 go 120 ME/mMr
oenka, uau ot 85 mo 115 ME/mr 6esxka, unu ot 90 no 110 ME/mr 6enka, wiu ot 95 no
105 ME/mr Genka. B ppyrux ciaydasix, IO3UpPOBaHHAas €IMHULIA HMMEET YIEIbHYIO
aKTUBHOCTb B HHTepBase oT 50 no 150 ME/mr Genka, Hanpumep, ot 65 no 140 ME/mr
oenka, uiau ot 70 mo 135 ME/mr 6enxka, unu ot 75 no 130 ME/mr Genka, wiu ot 75 1o
125 ME/mr Oenka. Hampumep, no3upoBaHHas €JUHULIA MOXET HMETh YIEIbHYIO
aKTUBHOCTb B HHTepBaje oT 75 no 125 ME/mr Genka.

B ompeneneHHBIXx BapuaHTax OCYIIECTBJIECHHUS W300peTeHUs, ITO3UPOBAHHAS
eQUHHMIA BKJIIOYAEeT TepaneBTUYEeCKH JS(PQPEeKTHBHOE KONUYECTBO (HAMPHUMED,
KOHIEHTPAIUIO OeJiKa) MOJUANKHIEHOKCUI-acliaparuHas3bl B KOJUYECTBE B MHTEpBalie
ot 1 mr/ma go 15 mr/mn, vanpumep, ot 1,5 mr/ma no 14,5 mr/ma, unu ot 2 Mr/mia no
14 mr/mn, unu ot 2,5 mr/mna go 13,5 mr/mn, uau ot 3 mMr/mn go 13 mr/mna, unu ot 3,5

mr/mn no 12,5 mr/min, unu ot 4 mr/mn go 12 mr/mia, unu ot 4,5 mr/ma go 11,5 mr/man,
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unu ot 4,5 mr/ma no 11 mr/ma, unu ot 4,5 mr/ma go 10,5 mr/min, unu ot 4,5 Mr/ma 1o
10 mr/ma, unu ot 4,5 mr/ma go 9,5 mr/mn, unu ot 4,5 mr/ma 1o 9 mr/mn, unu ot 4,5
mr/mi go 8,5 mr/mu, wiu ot S Mr/ma no 8 mr/mia. B apyrux ciaydasx, 1o3upOBaHHas
eIUHHIA BKJIIOYAET MOJHAIKHICHOKCUI-aclaparnHa3a B KOJHYECTBE B MHTEpPBaJie OT
4,5 mr/mn no 8,5 mr/mi.

IIpu BBemeHuH CyObBEKTy, [O3UPOBAHHAS EOWUHHUIIA MOXET BKJIOYATh
TepaHeBTI/iLIeCKI/I 3(QpeKTHBHOE KOJUYECTBO MOJUAJKUICHOKCUA-ACTIaparuHasbl, Tak,
YTO JO3UpOBaHHas eauHuua nocrasiaser oT 100 go 5000 ME/m? MOJINAJKHUJIEHOKCH -
acmaparuHassl cybbexTy, Hampumep, oT 500 mo 5000 ME/m® umu ot 500 mo 4500
ME/m*, unu ot 500 1o 4000 ME/M” unu ot 500 mo 3500 ME/m* unu ot 500 mo 3000
ME/m* umu 1000 o 3,000 ME/M” miu ot 1500 g0 3000 ME/m”, uu ot 1750 1o 3000
ME/mM* unm ot 2000 mo 3000 ME/mM” unu ot 2000 no 2,750 ME/m”, umu ot 2250 1o
2750 ME/m’ MOJUATKUJIEHOKCUI-aciaparudasbl cyobekTy. Hampumep, no3upoBaHHas
eIUHHAIa MOXeT pxocTaBiIaATb oT 1 500 pgo 3000 ME/m* MOJIMAJIK MJIEHOKCH]I -
acrmaparuHasbl cyObekry. B omnpemeneHHBIX cnydasx, OO3WMPOBAHHAs EIMHHULA
nocrasnsier ot 2000 g0 2750 ME/m” MOJHANKUIIEHOKCHA-acaparuiassl cyobekry. B
OMpENENICHHBbIX ClydYasx, AO3UPOBaHHAs eauHuLa pocrtasiser ot 2,250 an 2,750
ME/m* MOJIMATKUJICHOKCUI-acriaparudasbl  cyobekTy. Hampumep, mno3upoBaHHAas
eNMHHMIA MOXET HOCTaBIaTh 2,500 ME/Mm’ MOJUAJIKUIIEHOKCHU-aCTIaparuHasml
CyOBeKTy.

B omnpeneneHHbIX BapHaHTaX OCYIIECTBJIEHHUS H300pPETEHUs, HOO3MPOBAHHAS
equHULAa BKJIOYaeT Oydep, Takoi kak Oydep, omucaHHBIE TOAPOOHO BHIMIE.
Hanpumep, no3upoBaHHas eAUHULA MOXKET BKJt0UaTh GpochaTHblil Oydep, u Tak Takon
Oydep MoxeT BKIOUYATH ABYXOCHOBHBIN (pochaT HaTpus U OAHOOCHOBHBIN (ocdar
HATpHS.

B npyrux cinydasix, 1o3upoBaHHas eIMHULA BKIto4aeT ¢pocdaTHeil Oydep, u Kak
Takoll Oydep MoxkeT BKJIIOHUATh IBYXOCHOBHBIM (ocdar HATpusi U OTHOOCHOBHBIN
dochar HaTtpus. B ompeneneHHbIX chaydasx, AO3UPOBAHHAs E€IMHULA BKJOYAET
IBYXOCHOBHBIN (pochar HaTpus B konudectse B unrepsaie 0,5 - 10 mr/r, Hanpumep, 1
-9 wmr/r, unu 1 - 8 mr/r, unu 1 - 7 mr/r, uau 2 - 7 mr/t, unu 3 - 6 mr/r, unu 4 - 6 mr/r,
unu 5 - 6 mr/r. Hanpumep, n1o3upoBaHHasi €qUHUIIA MOYKET BKJIIOYATh JBYXOCHOBHBIN
docdar HaTpUs B KONIMYECTBE B UHTepBasie OoT 4 10 6 Mr/r. B ompeneieHHbIX cly4asx,
IO3MPOBAHHAS €JUHUIA BKJIIOYAeT ABYXOCHOBHBIH (ochar HaTpus B KOJUYECTBE B

nuamasoHe S5 - 6 wmr/r. Hampumep, n03MpOBaHHAs EIWHUIIA MOXKET BKJIIOYATH
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IBYXOCHOBHBIH ¢ocdar HaTpHus B KOJUUECTBE MPHUOIM3UTENbHO 5,5 Mr/r, Hampumep,
5,6 mr/t (mnu 5,58 Mr/r). B onpeneneHHbIX BapHaHTaxX OCYLIECTBICHUS M300peTEeHUS,
IO3MPOBAHHAS €JUHHIIA BKJIIOYAET OJHOOCHOBHBIH (pocdar HATpus B KOJIHMYECTBE B
untepsaje ot 0,05 no 5 mr/r, Hanpumep, 0,1 - 4,5 mr/r, wiu 0,1 - 4 mr/r, unu 0,1 - 3.5
mr/t, unau 0,1 - 3 mr/r, unu 0,1 - 2,5 mr/r, unu 0,1 - 2 mr/r, uau 0,5 - 2 mr/r, unu 1 - 2
mr/r, win 1 - 1,5 mr/r. Hanpumep, no3upoBaHHas €OWHHUIA MOXKET BKJIOYATH
ONHOOCHOBHBIN (ocdar HaTpus B KoJM4eCcTBe B HHTepBaje or 1 go 2 wmr/r. B
ONpEeAeNICHHBIX ClIy4yasiX, JO3UPOBaHHAs €JMHHULA BKJIKOYaeT OJHOOCHOBHBIH (pocdar
HATpUsT B KoJudecTBe B uHTepBase ot 1 mo 1,5 mr/r. Hampumep, mosmpoBaHHas
€IUHHUIIA MOXET BKJII0YaTh OAHOOCHOBHBIH ¢ocdar Harpus B komudectBe 1,2 mr/r
(wnm 1,29 mr/r).

B omnpeneneHHbIX BapHaHTaX OCYIIECTBJIEHHUS H300pPETEHUs, HOO3MPOBAHHAS
eauHUNa BKJO4YaeT coib. ConM, MOAXOASLIME IJs NPUMEHEHUs B JO3UPOBAHHOM
€IUHHIE BKJIIOYAIOT COJU, KOTOPbIE COBMECTUMBI C  IOJHAJKUJICHOKCH-
acrmaparuHa3od W MPHUTONHBI AJS BBEAEHHs CYOBEKTYy, HalmpUMeEp, NMyTeM HHBEKIUH
WM BHYTPUBEHHOrO BBeNCHUA. lIpuMepsl MOAXOASLINX COJIEH BKIIOYAOT, HO HE
OTPAaHUYHUBASACH TOJBKO HMH, XJOPHUI HATPHSA, XJIOPUA KaiHs, XJIOPHUA KaJibLus,
XJOPHUA Mar"us, v Ap., U ©X KOMOUHAIUU.

B ompeneneHHbIX ciydasx, JO3MPOBAHHAS €AWHHIA BKJIIOYAET COJb, TAKYI Kak
XJOpUA HaTtpus. B apyrux ciaydasx, AO3MPOBAHHAs €AWHHUIA BKJIIOYAET COJb
(HampuMep, XJIOPHUA HATPHS) B KOJIUYECTBE B HHTepBaie oT 1 mo 20 mr/r, Hanmpumep, 1
- 19 mr/r, unu 1 - 18 mr/r, uau 1 - 17 mr/r, unu 1 - 16 mr/r, unu 1 - 15 mr/r, unm 2 -
15 mr/r, unu 3 - 15 mr/r, unu 4 - 15 mr/r, unu 5 - 14 mr/r, unu 5 - 13 mr/r, unu 5 - 12
Mmr/t, unu 5 - 11 mr/r, unu 5 - 10 mr/r, wau 5 - 9 mr/r, unu 6 - 9 mr/r, unu 7 - 9 mr/r,
winm 8 - 9 wmr/r. Hampumep, no3upoBaHHash €IMHULA MOXKET BKJIIOYATh COJIb
(Hampumep, XJOpPUI HATpPUsi) B KoJW4YecTBe B wmHTepBase or 1 go 10 wmr/r. B
ONpEAEeNICHHBIX CJIyYasX, JO3UPOBAHHAS €IMHHULIA BKJIIOYAET CONb (HAmpuMep, XJIOpHUA
HaTpusl) B KoJu4yecTBe B amana3zoHe 5 - 10 mr/r. B omnpepeneHHbIX ciyuasx,
IO3MPOBAHHAS €IMHUIA BKIIOYAET COJb (HANPUMED, XJIOPHA HATPHUs) B KOJUYECTBE B
uHTEepBajse or 6 no 9 wmr/r. B ompeneneHHBIX cioydasx, AO3UPOBAHHAS €AMHULA
BKJIIOYAET COJIb (HAMpUMeEp, XJIOPHUA HATPUs) B KOJUYECTBE B MHTEpBaje oT 8 1m0 9
mr/r. Hanpumep, no3upoBaHHas €AUHHIIA MOXKET BKJIOUYATh COJIb (HAIpUMEpP, XIOPHUA

HaTpHs) B KoJu4decTBe 8,5 MI/T.
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B npyrux caydasx, mpemnapar, KOTOPbIH BBOIST CYOBEKTY, MpEACTaBIAET COOOH
[I2I'-acnaparuHasy >KMAKUN NpenapaTr A8 UHBbEKLUN, KOMMEpUYEeCKH H3BECTHBIH Kak
Oncaspar®, KOTOpBII pa3pelieH AJsI KOMMEPUYECKOTO NMPUMEHEHUS YTPaBJICHUEM IO
KOHTpOJKO 3a mnpoaykramu u jekapcrBamm CIIIA. Oncaspar® (maracmaprasa)
npencrasisier cobol L-acmaparunasy (L-acmaparud aMugoruaposa’y), KoTopas
KOBAJIEHTHO KOHBIOTHPOBAaHA K MOHOMETOKCHIOJMAITHIEHT KoM (MIIDI), xoTopas
npeAcTaBlieHa B MNPO3padyHOM, OECHBETHOM, HE COAepiKalmeM KOHCEpPBAHTOB
U30TOHHYECKOM CTEpPUIbHOM pacTtBope B ¢ocharHo-coneBom Oydepe, pH 7.3.
Kaxnapii munnuautp copepxxut 750 £ 150 MexayHapOAHBIX €AUHUIl M3racnaprassl,
nByxocHOBHBIH Pocdar Hatpusi, USP (5,58 mr), onHoOCHOBHBIH dochar Hatpus, USP
(1,20 mr) u xnopun Hatpus, USP (9,5 mr) B Bona ans uabekuuii, USP.

B omnpeneneHHbIX BapHaHTaX OCYIIECTBJIEHHUS H300pPETEHUs, HOO3MPOBAHHAS
€IUHHNIa, BBOAWMAS CYOBEKTY, MpencTaBisieT CoOOW JO3UPOBAHHYK €AMHHULY,
IPUTOTOBIICHHYIO u3 TuopMIN3UPOBAHHON KOMIIO3HIUH, HarmpuMmep,
TMOUIN3NPOBAHHON CTAaOMIBHON NpH XpaHEHHH KOMIIO3WLIHMH, KaK ONHUCAHO B
HacTosIIe 3asiBKe. JlozupoBaHHas eIUHHIIA, NPUTOTOBJIEHHAS u3
TMOHUIN3NPOBAHHON KOMIO3HMIIUU, MOXKET MPEeACTaBJIsITh COOOH JKMAKYIO [03Y.
JIOMONMHUTENBHO K TOJHAJKUIEHOKCHI-acllaparnHa3e, BapHaHTBhl OCYINECTBICHHS
I03UPOBAHHOM €INHHIbI (Hampumep, J03Hl, BOCCTAHOBJIEHHOM u3
TUOo(GUIU3NPOBAHHON KOMITO3HUIIMH ) MOTYT BKJIFOUATh Oydep, CONb U caxap.

B omnpeneneHHbIX BapHaHTax OCYIIECTBJIEHUS H300pETEHHs, BOCCTAHOBJICHHAS
NO3MpOBaHHAs eIWHHWLA BKiIrouaeT Oydep, Takoi kak Oydep, omucaHHbil Oosee
noapobHO BbIIe. B npyrux ciydasx, BOCCTAHOBJICHHAs [O3MPOBAaHHAs €IWHHIA
BKJIFOYAET NBYXOCHOBHBIN pochar HaTpus B koaudecTse B uHTEepBasie ot 0,5 - 10 mr/r,
Hanpumep, | - 9 mr/r, unu 1 - 8 mr/r, wnu 1 - 7 mr/r, unau 1 - 6 mr/r, unu 1 go 5 mr/r,
unu 1 - 4 mr/r, unmu 2 - 4 mr/r, uau 2 - 3 wmr/r, unu 2,5 - 3 wmr/r. Hanpuwmep,
BOCCTAHOBJIEHHAs] JO3UPOBAHHAS €IMHUIIA MOJKET BKJIIOYATh IBYXOCHOBHBIH Qocdar
HaTpUs B KOJMYECTBE B HHTepBaje OoT 1 mo S5 wr/r. B ompeneneHHbIX ciaydasx,
BOCCTAHOBJIEHHAs] JO3UPOBAHHAS €IMHUIIA MOJKET BKJIIOYATh IBYXOCHOBHBIH Qocdar
HaTpUs B KOJMYECTBE B HHTepBaje OT 2 no 4 wmr/r. B ompeneneHHbIX ciaydasx,
BOCCTAHOBJIEHHAs] JO3UPOBAHHAS €IMHUIIA MOJKET BKJIIOYATh IBYXOCHOBHBIH Qocdar
HaTpUsI B KOJUYECTBE B MHTepBaie orT 2,5 mo 3 mr/r. Hampumep, BOCCTaHOBJIEHHAs
NO3MpPOBAaHHAs E€JUHULA MOXKET BKJIIOYATh JBYXOCHOBHBIH ¢Qochar HaTpus B

KOJIMYecTBe Npubiu3utenbHo 3 wMr/r, Hampumep, 2,8 wmr/r (mnmm 2,79 wmr/r). B
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ONpeNneseHHbIX  BapUaHTaX  OCYUIECTBJIEHHsS  H300peTeHHs, BOCCTAHOBJICHHAs
NO3UPOBAHHAS €IWHHIIA BKJIIYAaeT OAHOOCHOBHBIN (ocdaT HATPpUS B KOJUYECTBE B
untepsaje or 0,05 nmo 1 mr/r, nanpumep, 0,1 no 0,9 mr/r, wnu ot 0,1 go 0,8 mr/r, unu
0,2 no 0,8 mr/r, unu 0,3 no 0,8 mr/r, uau 0,4 no 0,8 mr/r, unu 0,45 no 0,75 mr/r, uiu
0,5 mo 0,7 wmr/r. Hampumep, BOCCTAaHOBJICHHAas IO3UPOBAHHAs €IWHULIA MOXKET
BKJIIOYATh OJJHOOCHOBHBIN (pocdar HaTpus B KonmdecTBe B uHTepBase ot 0,45 no 0,75
Mr/T. B onpeneneHHBbIX Ciiydasx, BOCCTAHOBJIEHHAS JO3UPOBAaHHAS €IWHHUIA BKIIOYAET
ONHOOCHOBHBIN (ochar HaTpus B KojgudecTBe B uHTEepBajie or 0,5 mo 0,7 wmr/r.
Hanmpumep,  BOCCTaHOBJIEHHAsT  JO3UpPOBaHHAs  €IWHULA  MOXET  BKJIOYATh
OIIHOOCHOBHBIN pocdar HaTpusa B koaudectse 0,6 Mr/r.

B omnpeneneHHBIX BapHaHTaX OCYIIECTBJICHUS H300peTEHHSs, BOCCTAHOBJICHHAS
NO3UpPOBAaHHAs €IUHUIIA BKJIOYAEeT COJib, TAKyK KakK COJib, ONMUCAHHYK MOAPOOHO
BhIlIe. B ompeneneHHBIX Clydasx, BOCCTAHOBJEHHAas HNO3UPOBAHHAs €IWHULIA
BKJIFOYAET COJIb, TaKYK KakK XJIOpUA HaTpus. B apyrux ciydasix, BOCCTaHOBJICHHAas
NO3UpPOBAaHHAS €NMHUIIA BKJIIOYAET COJb (HApUMep, XJIOPUI HATPUS) B KOJUYECTBE B
untepsaje or 0,5 - 10 mr/r, Hanpumep, 1 - 9 mr/r, wiu 1 - 8 mr/r, unu 1 - 7 mr/r, unu
1-6wmr/r, unu 1 - 5 mr/r, unu 2 - 5 mr/r, uau 3 - 5 mr/r, uau 4 - 5 mr/r, unu 4 - 4,5
mr/r. Hampumep, BOCCTaHOBJIEHHAsT NO3UPOBAaHHAS €JMHUIA MOXKET BKJIOYaTh COJIb
(Hampumep, XJOpPUI HATpPUsi) B KoJW4YecTBe B wmHTepBase or 1 go 10 wmr/r. B
OTNpeNesIeHHbIX CJIy4YasiX, BOCCTAHOBJIEHHAs IO3MPOBAHHAs €IMHUIA BKJIOYAET COJb
(Hampumep, XJIOpUA HATpusi) B KOJMYECTBE B HHTepBaie oT 3 10 S5 wmr/r. B
OTNpeNesIeHHbIX CJIy4YasiX, BOCCTAHOBJIEHHAs IO3MPOBAHHAs €IMHUIA BKJIOYAET COJb
(HampuMep, XJIOPUA HATPUS) B KOJTUYECTBE B mHTepBajie ot 4 no 4,55 mr/r. Hanpuwmep,
BOCCTAHOBJICHHAs JO3UPOBAHHAS €JUHUIIA MOKET BKJIIOYATh COJb (Hampumep, XJIOpUI
HATpUsI) B KOJUYECTBE MPUONU3UTENBHO 4 MT/T, Hapumep, 4,25 mr/r.

B omnpeneneHHBIX BapHaHTaX OCYIIECTBJICHUS H300peTEHHSs, BOCCTAHOBJICHHAS
NO3MpOBaHHAs EIWHHIIA BKJIOYAEeT caxap, TaKOW KakK caxap, ONHUCAHHBIN Oolee
nonpoOHO BbIe. B ompeneneHHbIX CaydYasiX, BOCCTAHOBJIEHHAs IO3UPOBAHHAs
€IMHHMLA BKJKYAeT caxap, TakOW Kak aucaxapun. B apyrux cayvasx,
BOCCTAHOBJIEHHAsI JO3WPOBaHHAasl €NMHMIIA BKJIOYAeT caxap, TAaKOH Kak caxapos3a. B
OPYTUX CJIy4asX, BOCCTAHOBJIGHHAsl JO3UPOBAHHAsl €IMHHIIA BKJIOYAET KOJUYECTBO
caxapa (HampuMmep, caxaposbl) B uHTepBasie 1 - 250 mr/r, Hampumep, 5 - 200 mr/r, unu
10 - 150 mr/r, unu 10 - 100 mr/r, uau 10 - 90 mr/r, unu 10 - 80 mr/r, uam 20 - 70

mr/r, unu 20 - 60 wmr/r, unu 30 - 50 wmr/r, unu 40 - 50 wmr/r. Hampuwmep,
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BOCCTAHOBJIEHHAs] JO3UPOBaHHAs E€JUHUIA MOJXET BKJIKOUYaTh caxap (HAmpumep,
caxapo3a) B konu4yecTBe B uHTepBasie oT 10 no 100 mr/r. B onpeneaeHHBIX clyyasx,
BOCCTAHOBJIEHHAs] JO3UPOBaHHAs E€JUHUIA MOJXET BKJIKOUYaTh caxap (HAmpumep,
caxapo3a) B kojudectBe B uHTepBaJie oT 30 mo 50 mr/r. B ompeneneHHBIX clydasx,
BOCCTAHOBJIEHHAs] JO3UPOBaHHAs E€JUHUIA MOJXET BKJIKOUYaTh caxap (HAmpumep,
caxaposa) B konndectBe B uHteppaje ot 40 no 50 mr/r. HanpuMep, BOCCTaHOBJIEHHAS
IO03MPOBAHHAS €IMHUIA MOXET BKJIIOYATh caxap (HampuMmep, caxapo3a) B KOJHYECTBE
45 mr/r. B omnpeneneHHBIX BapHaHTaX OCYLIECTBJIEHUS HU300pETEHHs, NO3UpPOBAHHAS
equHUNA (HAmpuMep, SKUAKAas FJIM BOCCTAHOBICHHAas) uMeeT 3HaudeHne pH,
COBMECTHMbIE ¢ (HU3HOJOTHYECKUMH yciaoBUsMH. B apyrux cayuasx, pH
JO3UPOBAHHON €IWHUIIBI HAXOAUTCSA B AuamnaszoHe oT 6 no 8. B npyrux cinyuasax, pH
JO3UPOBAHHONW €AWHUIBI HAaXOAWTCS B nuanasone ot 7 npo 8. Hamnpumep, pH
JO3UPOBAHHON €JMHULBI MOXET HaXOAWThCS B AuamaszoHe oT 7 no 7,5. B npyrux
ciaydasix, 3HadueHne pH no3upoBaHHON enumHULBI cOCTaBisAeT 7,2. B apyrux caydasx,
3HadeHue pH no3upoBaHHOW enuHULBI cOcTaBiasieT 7,3. B npyrux ciy4asix, 3HadYeHUE
pH nosuposaHHON enuHULBI COCTaBIsIET 7,4.

B omnpeneneHHbIX BapHaHTaxX OCYINECTBJEHUS H300peTeHHs, CIOCO0 MOXKeT
BKJIIOYATh BBEJCHUE MO3MPOBAHHOW EOUHULBI CYOBEKTY s J€3aMHHUPOBAHUS
acrmaparuHoB y cybwekra. IlyTh BBegeHHs MOXKET OBITH BBIOPAH B COOTBETCTBHH C
pa3aMYHbBIMU (paKTOpaMH, BKJIOUYAs, HO HE OrPAaHUYHMBASICh TOJBKO MMHU, COCTOSHHE,
NoABEpPraeMoe JICUEHUI0, THI HCIOJb3yeMOW KOMMIO3HWILUM W/UJIN YCTPONCTBA,
MalUeHTa, MOABEPraeMoro jgeueHuro, u ap. Ilytu BBeneHus, IpuUrogHbele B ONUCAHHBIX
crioco0ax, BKJIOYAKOT, HO HE OrPaHUYUBASCH TOJBKO UMH, IMEPOPANBHBIH W
NapeHTepajJbHbIH MYTH, TaKUe€ KaK BHYTPUBEHHBIH (BB), BHYTPpHOpPHOMIMHHBIA (BO),
BHYTPUMBIIIEYHBIH  (BM), pEKTaJIbHBIH, MECTHBIH, TJa3HOW, Ha3albHBIH U
TpaHcaepMaibHbli. Hanmpumep, KOMNoO3uuuMu, NOAXOAALIHE Il HUHBEKLHUH, MOTYT
BBOJAUTBCSI C IOMOWIBK) BHYTPUBEHHOIO, BHYTPUMBILIEYHOrO, BHYTPHUKOKHOTO,
MOJKOXXHOTO, MOABA3BIYHOIO, BHYTPUKOCTHOTO UJIM APYTrOro MyTH BBEECHHUS.

B napyrux caydasx, BBeJAeHUE AO3UPOBAHHON E€IUHULBI CYOBEKTY BKJIIOYAET
BHYTPUBEHHO BBEJEHHE IO3MPOBAHHON enuHHULBI CyOBekTy. B npyrux ciyyasx,
BBEICHHE NTO3UPOBAHHOW €JMHHULBI CYOBEKTY BKJIOYAET BHYTPHUMBIIIEYHO BBEAEHHE
IO3UPOBAHHON eqMHULBI CyObekTy. B apyrux cinydasx, BBeJ€HHE BOCCTAHOBICHHOH
JO3UPOBAHHOMU €IMHULbI cyOBeKTy BKJIKOYAET BHYTPUBEHHO BBEACHUE

BOCCTAHOBJIEHHONW NO3WPOBAHHOW e€IMHHULBI CyOBEKTY. B nmpyrux crnydasx, BBeAeHHE
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BOCCTAHOBJIEHHONW JO3MPOBAHHON €AMHUIBI CYOBEKTY BKJIIOYAET BHYTPHMBIIIEYHO
BBEJICHHE BOCCTAHOBJIEHHOW IO3MPOBAHHON eAWMHUIBI CyOBeKTy. B omnpeneneHHBIX
BAPHUAHTAX OCYLIECTBJICHHUS U300pETEeHHS, CIOCOO BKIIOYAET BBEAEHHE NO3MPOBAHHOM
€IUHHUIBI CYOBEKTY B COOTBETCTBHU CO cCXxeMOH JsedeHus. Hampumep, B npyrux
ciaydasix, CcyOBEKTy, MOABEpraeMoMy JIEUEHHI0, CXeMa JIeYeHHs MOXKeT OBITh
Ha3HA4YeHa JedalluM BpaduoM. B npyrux crnydasx, cxeMa JIeYeHHs] BKJIIOYAET, HO HE
00s13aTeNbHO OrPAaHUYHMBASICh TOJbKO MMHU, BBEICHHE IATH pPa3 B CYTKHU, YETHIPE pa3a B
CYTKH, TPHU pa3a B CYTKH, JBa pa3a B CYTKH, OAUH pa3 B CyTKH, TPH pa3a B HEHEJIO,
ABaXKAbl B HEIENI0, OAWH Pa3 B HENENI0, OOUH pa3 KaxXAble IBE HEAENU, ONHH pas
KaXJable TPU HeAeNH, OOWH pa3 B MeCsl, OAMH pa3 KakAble 5 Hexenb, OOUH pas
Kaxable 6 Heledb, OOUH pa3 Kakable y 7 Helelb, OJUH pa3 B ABa Mecsna u jrodas ux
KOMOUHALIHS.

B omnpeneneHHbIX BapHaHTax OCYLIECTBICHHUSA, CXeMa JEYEHHs] BKJIIOYAET
BBEJACHHE ONHOW Wiu OoJsiplle 103 B TEUEHHE JUIMNTEIbHOTO Nepuojga BpeMmMeHH. B
ONpPEAENCHHBIX Cly4asiX, CyOBEKTY BBOIAT €AUHHYHYIO 103y (Hampumep, eNHHUYHYIO
JO3UPOBAHHYIO €UHHIY), U TOCIE HavyaJIbHON J03bl MOXKHO 3aT€M BBOJIHUTH CyOBEKTY
onHy uiu OoJblIe 103 B mOchenyinee BpeMs. B apyrux cinydasx, 6ojee ogHON I0O3bI
(manpumep, Ooxnee OOHOW NO3MPOBAHHOW EAMHULBI) BBOIIAT CYOBEKTY, M TOCIHE
HAa4aJbHOM [JO3BI MOJHO 3aT€M BBOIHTH CYOBEKTY OAHY UKW Oonblie a03 B
nocienyiomee Bpems. Hamnpumep, eAMHUYHYIO 103y (Hampumep, EIMHUYHYIO
IO3MPOBAHHYIO €AWHUIY) MOXKHO BBOAUTH CYOBEKTY, M IOCJHE€ EIMHUYHOW JO3bI
MOXXHO  BBOJHTb CyOBEKTy €IMHHUYHYI JO3y B TOCJIEAyIoIee  BpeMs.
JlonmoHUTENbHbIE €OUHUYHbIE JO03bl MOXHO BBOJIUTH B IMOCJIEAYIOLUIHE MOMEHTHI
BpeMeHU. B npyrux cinydasx, cyObeKTy MOKHO BBOAUTb €JUHUYHYIO 103y (HANpUMeED,
€IUHUYHYIO JO3UPOBAHHYIO €JMHULY), W IOCJIE€ €JUHUYHOH MO3bl MOXHO CyOBEKTY
BBOJAHWTH JBE JO3bl B IOcCiIeaywoliee BpeMs. JomolHWTeNnbHbBIE E€IUHUYHBIE WIIH
MHOYK€CTBEHHBIE 1O3bI MOXKHO BBOJUTH B MOCIEAYIOIHE MOMEHTHI BPEMEHHU.

B omnpeneneHHBIX cinydasx, cxema JEYEHHS BKJIIOYAeT MHOXKECTBEHHbIC (pa3sl.
Cxema neueHHS MOXET BKJIOYATh MHOXKECTBEHHBIE (Paspl, rae cxema AO3UPOBAHHS
OTJMYAETCS B KAXKAOH (paze cxeMmbl JeueHus. B apyrux cinydasx, cyObeKTy Ha3HA4YaroT
cxeMmy JeueHus ¢ AByMsl ¢asamu, ¢pasoi uHayknum u (azoil koHconumauwu. B
ONpEAEeNICHHBIX CIydasx, CyOBbEKTy HAa3HAYAKOT CXEeMy JIeUeHHs ¢ IByMs (aszamu, rae
CXeMa J03UPOBAaHUS MEepBOH (Pa3bl OTIMYAETCS OT CXEMBl JO3MPOBAHHS BO BTOPOM

daze. Hanpumep, cyObekTy MOKeT ObITh Ha3HAa4YeHA CXeMa JieueHus ¢ AByMs (azamu,
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BKJto4as ¢azy MHAYKOUH U (a3y KOHCOJMUIALMHU, TOe cXeMa J03upoBaHUs (aswl
WHIYKOUW OTJHYAeTCS OT CXeMbl J03UpoBaHWs (as3bl KOHCOJIUmanuu. B apyrux
BapUaHTaX OCYIIECTBJIEHUs, CYOBEKTY MOXKeT OBbITh Ha3HAYeHa CXeMa JIeYeHUs ¢
Tpems ¢dazamu; ¢daza uwHayknwu, ¢$asza KoHconaupmauuu, u (aza monnepxkanus. B
OPYyTUX clydasix, CyOBEKTY Ha3HA4YaAIT CXEMY JIeUeHHs ¢ TpeMms (a3aMu, BKJIOYas
¢dasy mHayKuu, Gaszy KOHCONUAAUNH, U Ga3y MoanepKkaHusd, rae cxema JO3UPOBAHUS
Kaxnoil ¢asel ornuuaercs oT Apyrux ¢a3. Hampumep, cyObekty MoxeT OBITH
Ha3HAUeHa CXeMa JiedeHus ¢ Tpems ¢asamu, BkIw4Yas ¢Ga3zy HUHAYKOHH, Gasy
KOoHcoNumauuu, u a3y moaaep KaHusl, TAe CXeMbl NO3UPOBaHUA (Pa3bl WHIYKLIHH,
¢da3wl KOHCOMUOAUK, 1 a3kl HOAAEPKAHUS Kakaass OTIUYAETCS APYT OT Apyra.

B OTpeaeIeHHBIX BapUaHTax OCYIIECTBJIECHUS n3o0peTeHusl,
MPOJOJUKUTENIPHOCTh BPEMEHH JIEUEHUs] BO BpeMsl KakIoW (a3bl CXeMbl JIeUEeHUS
SIBJISIETCSI ONIMHAKOBOMW, WU B APYTUX CIydasx MOXxeT ObITh pasnudyHoi. Hampumep,
MPONOJUKUTENIPHOCTh BPEeMEHH BO BpeMsi (a3bl MHAYKIUH MOXKET COCTaBISTH |
Heneno unu OoJble, HampuUMep, 2 Heaenu Uiau OoJiblne, UK 3 Heaenu uiu Oobie,
Uk 4 Hemenu UK OOJIbIe, UIKU 5 HeAelb WM OOJbIle, HJIHM 6 HEAEIb WIH OOJIbIIE,
wiu 7 Hemenbp uinm Oonbime, wian 8 Hemenb unu Oonpme. B apyrux ciygasx,
MPOIOJKUTENIBHOCTh BPpeMEHH BO BpeMsi (pa3bl MHAYKLUHUU cocTapiseT 4 Hemenu. B
OPYyTUX CAy4asxX, MOpPOAOJKUTEIbHOCTh BPEeMEHH BO BpeMs (asbl UHAYKIUH
COCTaBJAET 5 HEeAeb.

B OTpeaeIeHHBIX BapUaHTax OCYIIECTBJIECHUS n3o0peTeHusl,
MPOJOJIKUTENIBHOCTh BpEeMEeHU BO BpeMs (pa3bl KOHCOJUIAIMU COCTABNsIET | Hememro
unu Oonblne, Hanpumep, 2 Hexenu wiu Oojbine, WK 3 Heneiau uinm Oonbiie, wiu 4
Henenu uiau OoJjblle, WIM 5 Hemenb uiu Oojbine, wiu O HeAelb UK OOJblue, Win 7
Hedenb Win Oosblile, WU 8 HedeNlb WK Oojbline, Wid 9 Henenb WK Oonbine, uiau 10
HeneNnb uiu Oonbine, unu 11 Hemeab unu Oonbline, unu 12 Hegenb uiau Oojbine, uau 13
HeneNnb uiu Oonbine, unu 14 Hemesab unu Ooblie, uinu 15 Hegenb wiau Oosbine, unu 16
HeneNnb uiu Oonbine, uau 17 Hemeab unu Oonbiine, unu 18 Hexgenb wiau Oosbine, uau 19
HeneNnb uiu Oonbine, unu 20 Hexeab UK Ooubline, uiu 21 Hegenb uianu OoJbIne, UIu 22
HeneNb uiu Oonbiie, uiau 23 Hexesab UK OoJble, UK 24 HeAenb Uau OOJbline, UK 25
HeneNb Uiu Oonblie, uiu 26 Heneab UK OoJbline, Uiu 27 Heaedb Uian OoJblie, UiIu 28
HeneNb uiu Oonbiine, uiau 29 Heneab uiu Oonbine, uiu 30 Hegenb uau Oonblie, uiu 31
Henenp UM Oonbime, wiaM 32 Hexenp Wik Oonpme. B gpyrux  ciyuasx,

MPOAOKUTEIBHOCTh BPEMEHH BO BpeMsi pa3bl KOHCOTUIAIMK COCTaBsAeT 8 Henenb. B
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OPYTUX Clydasx, MNPONOJIKUTENbHOCTh BpPEeMEHU BO BpeMs (a3bl KOHCOJIUIAIUH
coctaBisaeT 27 Henenb. B apyrux ciaydasx, NpOAOJKUTEIbHOCTh BPEMEHU BO BpeMs
(b a3pl KOHCOMUIAUY COCcTaBjsieT 30 HEaeb.

B OMpeneIEeHHbIX BapHaHTax OCYULIECTBJICHUSA n3o0peTeHusl,
MPOJOJIKUTENIBHOCTh BPEMEHU BO BpeMsi (a3bl MOAAEpPKaHHUS COCTABJsIET | Hemesto
unu Oonbllie, Hampumep, 2 Henenu uinu Ooyblne, WK 3 Hemedau uium Oonbine, win 4
Heneau wiu Oojbine, WM 5 Henedab uiu OoJbine, WK O HeAeNb UK OOJblue, Win 7
HeaeNlb UM OoJibllle, UK 8 Henelb WM OoJblie, UIH 9 Henenb UM OoJbline, uau 10
HeneNb uiu Oonbine, uau 12 Hemesab UK Ooublie, uiu 16 Hexgenb uiau Oojbiie, uau 20
Henesb wiu Oosbine, unu 24 Hexpenu unu OoJbine, wiu 28 Hemedb Wiu OOJNbINE, WU
32 Hemenu unau Oojbline, uiu 36 Hemenab uau Oonbiie, unu 40 Hemeab UM OOJNbIIE,
unu 44 Henenu wunu Oojbiune, unu 48 Hemenb wiau OoOJblne, WAM 52 HEOENU WU
Ooousbiie, uan 56 Hemenab uiau Oonabine, uau 60 Hemenb unu Oojbliie, unu 64 Hemeau
unu Oonbine, uau 68 Hemeab uUIM OOJbIe, WIH 72 Hemeau WM OoOJbine, U 76
Heneb wiu Oosbmne, unu 80 Hexenb unm OoJbine, wiu 84 Henenau wiu OOJNbIIE, WU
88 Hemenb uau Oonbine, uau 92 Hemenau WM Oousblle, Ui 96 Hemenb UaU OOJIbIIE,
unu 100 "Hemenb unu Oonbine, wiu 104 Hemenu unu Oonbine, uiu 108 Hemenb WU
Oonpiiue, unu 112 Henenb unu 6onbiine, uiand 116 Henenb unu Oonbine, unu 120 Hexgenb
unu 6ospme, unu 124 Hegenu unu Oosbiue, win 128 Hexenb unu Oojbine, wiu 132
Henenu uin Oonbine, uiu 136 Henenab unu Oospine, unu 140 Hegenb uau OOJNbIIE, U
144 nenenu uau Oosbine, unu 148 Hemenb unu 6onbiue, uiau 152 Hemenn uan OONbIIE,
unu 156 "Henmenb unu Oonbine, wiau 160 Hemenb unu Oonblne, Wi 164 Hegenu WU
Oonpiie, unu 168 Hemenb unu Oonbiine, uiu 172 Henenu unu Oonbine, unu 176 Hexeb
wiu 6onpue, min 180 Henenp min Oonbiie. B apyrux ciaydasx, mpoaoKUTEIbHOCTD
BpeMeHU BO BpeMsi (a3bl MOAAEPIKaHUS COCTaBisieT 8 Henmenb. B npyrux ciaydasx,
MPOOOJKUTENIBHOCTh BPEMEHHU BO BpeMs (a3bl moAaepskaHusi cocTapisieT 88 Henmenb.
B npyrux cnydasix, NpPONOJIKHTENIBPHOCTh BPEMEHH BO BpeMsi (a3bl MOAAEPIKAHUS
coctasyseTr 104 Henenu. B apyrux ciydasx, NpOAOJKUTEIbHOCTh BPEMEHU BO BpeMs
¢aspl  KOHcomupmanuu  coctaBiusger 140  Hemenb. B gpyrux  cayuasx,
NPOJOJIKUTEIBHOCTh BpEMEHH BO BpeMsi (pa3bl MOAAEPKAHUS COCTaBIsieT 156 Henmenb.
B npyrux cnydasix, NpPONOJIKHTENIBPHOCTh BPEMEHH BO BpeMsi (a3bl MOAAEPIKAHUS
HaxoAauTcss B auanasoHe ot 88 go 104 wemeas. B gpyrux caydasix,

NPOAOJIKUTECIIBHOCTE BPEMEHU BO BpEMA (1)213]:;1 nogacpKanud HaXOOUTCA B AUANIA30HE



10

15

20

25

30

52

oT 88 no 140 Hemens. B apyrux caydasx, OpOAOJKUTEIBHOCTh BPEMEHU BO BpeMs
¢da3bl moAAepkaHusl HAXOAUTCS B nuamnasoHe oT 88 no 156 Henmens.
[Ipumepsl cxeM Je4eHHs, KOTOPbIE MOTYT BBOJIHUTBHCS CYOBEKTY BKIIOYAIOT, HO HE

orpaHu4vuBasiCb TOJbBKO HWMH, TC KOTOPBIE ONHCAHBI B HaCTOﬂH_IefI 3asBke. B

)
ONpeAeIeHHBIX BapUAaHTaX OCYINECTBJIEHUS HU300peTEeHUs, CxeMma JICUCHHUs BKJIOYAET
BBEICHHE EIWHUYHON [O3MPOBAHHOW eIMHULBI CyOBEeKTY B (a3y HHAYKUHH H
MHO>XE€CTBEHHbIE JO3MPOBAHHBIE €IMHULBI BO BpeMsa (as3el mnoxnepkanus. B
ONpeAeIeHHBIX BapUAaHTaX OCYINECTBJIEHUS HU300peTEeHUs, CxeMma JICUCHHUs BKJIOYAET
BBEICHHE EIWHUYHON [O3MPOBAHHOW eIMHULBI CyOBEeKTY B (a3y HHAYKUHH H
MHOKECTBEHHBIE TO3UPOBAHHbBIE €UHUILBI BO BpeMs (a3bl KoHCconmunaunu. Hanpumep,
MHO>XECTBEHHbIE JO3MPOBAHHBIE EOUHUIBI MOTYT BBOIUTBHCA CYOBEKTY MyTeM
BBEICHHS TO3UPOBAHHOW €IMHULIBI CYOBEKTY Kaxkable 3 Henenu (HampuMep, BO BpeMs
¢daspl koHcomupmanuu). B npyrux ciydasx, €OUHMYHYI MAO3MPOBAHHYIO EIUHHILY
BBOJAT CYOBEKTY OAMH pa3 Kaxaele 3 Hexmenu. Kak onucaHo Beimme, ¢asa
KOHCOJIMALUM MOXET cocTaBisaTh 30 Henmenb, WU, TakUM oOpa3oM, cymmapHo 10
JO3MPOBAHHBIX EIMHUIl MOTYT BBOIMUTBhCS CyOBeKTy (Hampumep, eIHMHUYHAS
IO3UPOBAHHAS €IMHUIA MOXET BBOAHUTHCS CYOBEKTY OOMH pa3 Kakable 3 HEOeNHu B
teueHue 30 Henenb). JlonoaHUTENbHBIE (MM MEHbINE) JO3UPOBAHHBIE €IUMHULIBI MOTYT
BBOJHUTBHCS CyOBEKTY B mepuon Mexay ¢da3ol MHAYKUHH B (a30il KOHCONHUAALUH, HIIH
nocye (Gaszpl KOHCONUAANNH, KaK SBJISIETCS JKEJNAaTeNbHO MM KaK HA3HAYEHO JIeUal[UM
BPauOM.

B npyrux mpumepax, cxema JE€YEHHS MOJXET BKJIOYAaThb BBEACHHUE EIMHUYHOU
OO3UPOBAHHON eauHHIbl CcyObekTy B a3y HUHAYKOUHM W  MHOXKECTBEHHBIE
IO3WPOBAHHBIE ENUHUIIBI BO BpeMs ¢pa3pl KOHCONHAALHMH, TIA€ MHOXKECTBEHHBIE
IO3MPOBAHHBIE €AUHHIIBI MOTYT BBOJAHUTBHCS CyOBEKTY NMyTE€M BBEACHHUS NO3UPOBAHHOMN
€OUHHIBl CYOBEeKTY Kaxkabple 2 Hegenu. B apyrux ciyvasx, eAMHUYHYIO
JO3MPOBAHHYIO €JUHULY BBOAST CYOBEKTY OAWH pa3 Kaxable 2 Henenn. Kak onucaHo
BbIlle, (ha3a KOHCOJUIAIUM MOXKET COCTaBiATh 30 Hemedab, U, TakuM 0Opasom,
cyMMapHO 15 10O3MpPOBAHHBIX E€OUHUI MOTYT BBOJAHUTBHCS CYOBEKTY (Hampumep,
eIMHUYHAs JO3UPOBAHHAS €IMHUIA MOXKET BBOIAUTHCSA CyOBEKTY OOMH pa3 Kaxkable 2
Henenn B TeueHne 30 Henenb). JlomomHuTenbHblE (MM MEHbIIE) AO3UPOBAHHBIC
€IUHHUIBI MOTYT BBOAUTHCS CyOBEKTY B mepuon Mexnay ¢a3zod MHAYKUMH H (Ha3oi
KOHCOJINIALUH, UK Tocie Ga3bl KOHCOMUOANH, KaK SIBJSETCS JKEJAaTeIbHO HIIM Kak

HAa3HA4Y€HO JICHAlllUM BpavoOM.



10

15

20

25

30

53

B gpyrux BapuaHTax OCYINECTBJIECHHUs, CX€Ma JIEUYEHHs BKJIIOYAE€T BBEJCHUE
€IUHUYHON NO3UPOBAHHOW €AWHHIBI CYOBeKTy B (pa3y MHAYKLUHH, MHOXXECTBEHHBIE
OO3UPOBAHHBIE EOUHHUIBI BO BpeMs (a3pl KOHCONMAALHMH, WU MHOXECTBEHHBIE
IO3UPOBAHHBIE €OUHHUIBI BO BpeMs (a3wl moanep:kaHus. Hampumep, MHOXKECTBEHHBIE
IO3UPOBAHHBIE EUHULIBI BO BpeMs (a3bl KOHCOJNUIAIUHA MOTYT BBOAUTHCA CYOBEKTY B
ompenesieHHble JHHU BCJel 3a MHHIuaunued ¢a3pl KOHcOMuaauuu. B npyrux ciyuasx,
MHO>XECTBEHHbIE [TO3UPOBAHHBIE E€OUHUIIBI BO BpeMs (a3bl KOHCOIUOALUU MOTYT
BBOJHUTBHCS CyOBEKTY NMyTeM BBeAEHUs! OOJblle, 4YeM OAHOW JO3UPOBAHHON €IUHUIIBI
cyOBeKkTy B OZHO W TO Xe Bpems. Hampumep, MHOXECTBEHHbIE IO3MPOBAHHBIE
€IUHHILBI BO BpeMs (a3bl KOHCOJUIAIUA MOTYT BBOJIHUTBHCS CYOBEKTY MyTEM BBEICHUS
OoJsble, YeM OJHOW JO3UPOBAHHOW €AMHHIBI CYOBEKTY B ONpPENEJICHHbIH NeHb BCIEN
3a MHHLMAaued ¢Gpa3bl KOHCONUAAUNHN U OOJblIe, YeM OAHOH JO3WPOBAHHOW €IMHMUIIBI
cyOBEKTy B MOCIEAYIOUINNA IeHb BO BpeMs ¢a3bl koHconuaanuu. [Ipumep sToro tuma
CXeMBI JIEYEHHs] MOJXET BKJIOYATh BBEACHHE 2 NO3MPOBAHHBIX €AUHUL CYOBEKTY B
neHb 15 Bcien 3a mHULManUed (a3pl KOHCONMAALMU U 2 JO3UPOBAHHBIX €JUHUI] B
neHb 43 Bcien 3a nHUOHanued gas3pl KOHCONMUAAUNHU. JJomonHuTenbHbIE (UM MEHbIIE)
NO3UPOBAHHBIE EAMHUIIBI MOTYT BBOAUTBHCA CYOBEKTYy B mepuon Mexnay ¢ason
WHIOYKOUU U (a30i KOHCONMUAAINU, VTN Tocie ¢(a3bl KOHCONMUAANNU, HO nepen (pazoi
NOJJIEPIKAHUSA, KaK SIBIAETCS XKeJNaTeIbHO UM KaK HA3HAYEHO JIEYallUM BPaduoM.

B omnpeneneHHBIX BapHaHTax OCYLIECTBICHHUS H300pPETEHUs, MHOXKECTBEHHBIC
IO3UPOBAHHBIE €AUHUIIBI BO BpeMs (a3bl MOANEpPIKaHUS MOTYT BBOJOUTHCSA CYOBEKTY B
ompenesieHHbIe AHU BCJel 3a MHHIMauued ¢asel moxnmepkanus. B apyrux ciyyasx,
MHO>XECTBEHHbIE IO3MPOBAHHbIE ENUHHULBI BO BpeMs (a3l MOAAEPIKAHUS MOTYT
BBOJHUTBHCS CyOBEKTY NMyTeM BBeAEHUs! OOJblle, 4YeM OAHOW JO3UPOBAHHON €IUHUIIBI
cyOBeKTy B OIHO M TO Xe Bpems. Hampumep, MHOKECTBEHHBIE €IUHHIIBI BO BPEMs
¢a3bl moaepKaHUs MOTYT BBOAUTHCS CyOBEKTY MyTeM BBEICHUS OOJbIIE, YeM OJIHOM
IO3UPOBAHHON €NMHULIBI CYOBEKTY B ONMpPEAeIeHHBIH AeHb BCIea 3a MHULIHALUEH (a3bl
noaaepxkaHuss W OoJyblle, dYeM OJHOH HO3MPOBAHHON eAMHHUIBI CYyOBEKTy B
NOCHEeNYIOIHUI OeHb BO BpeMsa ¢a3pl mopaepkanus. lIpuMep 3TOro THIA CXEMBI
JeYEeHHs] MOXKET BKJIIOYATh BBEAEHHE 2 JIO3UPOBAHHBIX €AUHHI CYOBEKTY B IEHb 2
BCiien 3a uHUIuanued (asbl moamepskaHWs U 2 JO3UPOBAHHBIX €IUHHUIl B JEHb 22
BCJIEN 32 MHHULHaNuel ¢a3pl moanepkanus. Jlpyroit mpumep cxembl JEUECHUS BO BPEMs
¢das3bl moanep:KaHUS MOXKET BKJIIOYATh BBEAEHHE 2 TO3UPOBAHHBIX €JUHHI CYOBEKTY B

IeHb 4 Bcien 3a mHULHauuei ¢a3sl MOAAEPKAHUSA U 2 NO3UPOBAHHBIX €UHHI] B JCHb
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43 Bcnen 3a mHMOManueld (aszel mopgmepkaHusA. B apyrux ciaydasx, cxema JeYeHHs
MOET BKJIIOYAaTh MHOXKECTBEHHBbIE (a3bl moanep:kaHus. B omnpeneneHHBIX ciydasx,
cXeMa JO3UPOBaHUS BO BpeMsl KaXXJ0H (a3bl MOAAEPKAHHUS MOXKET OBITh OTMHAKOBOM,
WU B JPYTUX BapHUaHTAax, CXeMa AO3UPOBAHHS BO BPeMs KaKIOH (a3bl moaaep KaHuUs
MOXeT ObITh pa3nu4HOH. [lomosHUTEeNnbHBIE (MJIM MEHbINE) NO3UPOBAHHBIC €IUHUIIBI
MOTYT BBOAUTBCA CyOBeKTy B mepuon Mexay ¢asa koHconumauuu U (asa
noAAepKaHus, WM mocie (a3bl MoAAep KaHUs, UM B NMEPUOI MEXIY Pa3IUYHBIMU
daszamMu moxmep KaAaHUSAMHU, KaK SBISETCS JKEJATEIbHO WM KaK HA3HAYEHO JieYaluM
BpPa4OM.

B omnpeneneHHBIXx BapHMaHTaX OCYIIECTBJICHUS H300pPETEHUs, HO3UPOBAHHBIC
€IMHHLBI COTJIACHO HACTOSILEMY PAaCKPBITHIO MOTYT BBOJAUTHCS MEpes, OJHOBPEMEHHO
C WM MOCJEe OPYTUX aKTUBHBIX areHTOB IUJIS JICUEHUs] CBA3AHHBIX HJIM HECBA3aHHBIX
COCTOSIHMH, Hampumep, B KOMOWHHpPOBaHHOW Tepamuu. Ilpumepsl  Takux
JOMOJHUTENBHBIX TE€PAaNUui BKIOYAIOT JIy4€Bble TEPANUM, XUPYPrUUECKHUE Tepaluu U
XUMHOTepaneBTHYeckue tepanuu. Ecim obecnednBaroTcss B OJHO M TO K€ BpeMs B
KauyeCTBE JAPYILHX AaKTHUBHBIX AareHTOB, TO JO3MPOBAHHBIE EJMHHULBI COIJACHO
HACTOSIIIEMY PACKPBITHIO MOTYT 00€CIeYuBaThCsl B OJHOM M TOM K€ HUJIM B Pa3IUYHBIX
npenaparax. Hanpumep, oOnHOBpeMeHHas Tepanmuss MOXKET HAOCTUraTbCAd MyTeM
BBEJACHHS O3UPOBAHHON €IMHULBI B (papMaLeBTUUECKOH KOMIO3ULUH, UMEIOIIEH 1O
MEHbIIEH Mepe OAWH APYroll AaKTUBHBIM areHT, TaKOW KaK XMMHOTEpaneBTHYECKOe
CPeaCTBO, KOTOpblE B KOMOMHAIUM O0ECIEeYMBAIOT TepaneBTUUECKH 3(PEKTUBHYIO
N03y, B COOTBETCTBUM C KOHKPETHOW CXeMOH JsedeHus. BBeneHue OTAEIbHBIX
(dapManeBTHUECKNX KOMIIO3ULHI MOXKET OCYLIECTBIATHCS OJHOBPEMEHHO WJIU B
pa3Hoe BpeMms (HampuMep, MOCIENOBATENbHO, B JIOOOM MOpsAKe, B TOT YK€ CAMBIH
IeHb WJIM B pasHble JHH), IO T€X MOP MOKa, Y CyOBbeKTa, MOABEPTaroLIerocs Teparny,
BBI3BIBAETCS TepaneBTHIeCKH 3P PeKTUuBHBIN 3P PekT KOMOMHAIINN 3TUX BEIIECTB.

Takum 00pa3oM, acCmeKTHl COTJIACHO HACTOSIIEMY PACKPBITHIO IOMOJIHUTEIbHO
BKJIIOYAIOT KOMOMHHUPOBAaHHBIE Tepanuu. B onpeneneHHBIX BapUaHTAX OCYIIECTBICHUS
n300peTeHusi,  3asBJEHHBbIH  Cmoco0  BKJIOYAaeT  BBEAEHHE  TEePaleBTHUYECKHU
3(pPEeKTHBHOrO KOJMYECTBA OIHOrO MJIM OOJbINe JOMOJHUTEIbHBIX aKTHBHBIX
areHTOB. Ilon KOMOMHHPOBAHHOM Tepanuen NOApPa3yMeBaETCs, 4TO
NOJNMAJIKUIEHOKCHI-acliaparnHaly (HampuMmep, Kak ONHCAHO B HACTOsIIEH 3asBKe)
MOHO HCHOJIb30BATh B KOMOMHAIMU C APYTUM TEPANEBTUYECKHM CPEICTBOM IS

JICHCHUEC C€AUHUYHOI'O 3a00JIeBaHHUsI WU COCTOSIHHS. B ONPEACICHHBIX BapHaHTax
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OCYIIECTBJIEHUS M300pPETeHHUsI, COEIMHEHHE COTJIACHO HACTOAIEMY PaCKPBITHIO
BBOJSIT OJHOBPEMEHHO C BBEICHUEM JPYroro TEPameBTHYECKOTO CPEICTBA, KOTOPOE
MOET BBOIAUTHCA B KAa4ECTBE KOMIIOHEHTa KOMIIO3WLHMH, BKJIIOYAKIIEH COeNMHEHHE
COTJIACHO HACTOSAIIEMY PACKPBITHIO UJIM B KaY€CTBE KOMIIOHEHTA APYTOH KOMITO3ULIUH.
B ompeneneHHBIX BapHaHTax OCYINECTBJIEHHs, KOMIIO3HMIHUIO, BKJIIOYAIMIYIO
COEMHEHNE COIJIACHO HACTOSILIEMY PACKPBITHIO, BBOIAT IMepe] HIJIM MOCJIEe BBEISHUS
APYroro TepaneBTUYECKOr0 CPeCTBa.

3asBIEHHBIE COEAUHEHUS MOJKHO HMCIIOJb30BATh COBMECTHO C JIOOBIM areHTOM,
NPUTOAHBIM JUISL JIEUEHUS OIYyXOJIEBOTO COCTOSHHUSA, TaKUM KaK HPOTHBOPAKOBBIE
CpeacTBa W NMPOTHUBOOMYXOJIeBble cpeacTBa. ONMH KJIacC NMPENCTABIAIOIIUX HHTEPEC
NPOTHBOPAKOBBIX CpencTB BKJIFOYAET XUMHOTEPAIEeBTHIECKUE cpencTsa.
"Xumuorepanus" o603HaYaET BBEACHHE OJHOTO UJIH OOJIbIIE XUMHUOTEPAIEBTUYECKUX
JEKapCTBEHHBIX CPEACTB H/UJIM APYTHUX AareHTOB MalHeHTY CO 3JIOKAaYEeCTBEHHBIM
HOBOOOpa30BaHUEM C TIOMOIUBIO PAa3JUYHBIX METOAOB, BKJOYas BHYTPUBEHHOE,
nepopajbHOE, BHYTPUMBIIIEYHOE, BHYTPUOPIOIIMHHOE, BHYTPHUITY3bIPHOE, TTOJKOXKHOE,
TpaHCAEepMaibHOE, OyKKajlbHOE BBEeAEHHE WJIM UHramsguioo. llpexacraBnsroniue
UHTEPEC AareHThl, KOTOpPbleé MOXXHO MNPHUMEHSATH COBMECTHO C 3asABJICHHBIMH
COEUHEHUSAMH, BKJIOYAIOT, HO HE OrPAHUYMUBAACh TOJbKO HMH, HPOTHBOPAKOBBIE
XUMHOTEPANEeBTUYECKHE  CPENCTBA,  areHThl, KOTOpble  AEHCTBYIOT  NyTEM
YMEHBUICHHS KJIETOYHOW mpoaudepany, aHTUMETAOONUTHBIE AareHThbl, CPEACTBA,
nopa)arwiiue MHUKPOTPYOOUKH, MOAYJISATOPBl TOPMOHOB H CTEPOHUIbI, NMPHUPOIHBIE
npoaAyKTel 1 MonudukaTtopbl OHOJIOTHYECKHX OTBETHBIX peakIul, Hampumep, Kak
onucaHo 6oyiee mOAPOOHO HUKE.

[IpoTuBOpaKOBBIE XUMHOTEPANEBTHUYECKIUE CPENCTBA BKJIIOYAIOT HE-MENTHIHbBIC
(TO ecTh, He-0eNKOBONONOOHBIE) COCNMHEHHS, KOTOPbIE YMEHBINAIOT Mpoiudepannro
3JIOKaYE€CTBEHHBIX  KJIETOK, W  OXBAaTBIBAIOT IIUTOTOKCHUYECKHUE CpeacTBa U
LIUTOCTaTUYECKHE cpencTBa. HeorpaHM4yuBarwmue mNpuMepbl XUMHOTEPANEBTHUYECKUX
CPEeICTB BKJIIOYAKT AJKUIUPYIOMHE CPEACTBA, HUITPO3OMOUYEBUHBI, AaHTUMETA0OIUTHI,
NPOTUBOOINYXOJIEBbIE AHTHOMOTUKHU, pacTUTeNbHble (OapBHHKA) aJKaJlOUABl, U
CTEPOUIIHBIE TOPMOHBI. Takke MOKHO HCIOJIb30BaTh MENTHAHBIE COEIUHEHUS.
[Mogxopsimue TNPOTUBOPAKOBbIE XHUMHOTEPANMEBTHYECKHUE CPEACTBA  BKIIOYAIOT
I0JIACTATHH M €r0 aKTUBHBIE AHAJOTH U MPOU3BOJHBIC;, U aYPUCTATHH U €r0 aKTHBHBIE
aHaJlorh W mnpou3BoAHble (Hampumep, MoHomerun aypucrtatun D (MMAD),

moHoMetun aypuctatud E (MMAE), monomerun aypuctatud F (MMAF), u ap). Cm.,
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Hampumep, WO 96/33212, WO 96/14856, u U.S. 6,323,315. Hanpumep, gonacTtaTuH
10 nmn aypuctatud PE MoxeT ObITh BKJIIOUEH B KOHBIOTaT aHTUTEJIO-JIEKAPCTBEHHOE
CPEICTBO COIJIACHO HacTosmeMy packpbiTuro. lloaxonsmmue TPOTHBOPAKOBBIE
XUMHOTEPANEBTUYECKHUE CPEACTBA TAK)KE BKIIOUAIOT MAWTAH3UHOMUIBI M UX AKTHBHBIC
aHaJoru u npousBoaHelie (cM., Hanpumep, EP 1391213; u Liu u ap. (1996) Proc. Natl.
Acad. Sci. USA 93:8618-8623); nyokapMHIMHBI M UX AaKTHBHBIE aHAJIOTH U
MPOU3BOAHBIC (HapUMep, BKII0Yasi cuHTeTndeckue anaioru, KW-2189 u CB 1-TMl);
u OeH30IMa3enuHbl W WX AKTHBHBIE AaHAJOrd M MNPOHM3BOAHBIE (HANPUMED,
nupposnodenszonnazenud (PBD).

ATEeHTBI, KOTOpBIE NEHCTBYIOT NMyTE€M YMEHBILIEHHs KJIETOYHOHW mponudepanuu
U3BECTHBI B NAHHOH O0ONACTH TEXHUKU M IIHPOKO HCHONB3YIOTCA. Takue areHThl
BKJIIOYAIOT  AJKHJHDPYIOILINE  CPEACTBA, TaKWe  Kak  a30TUCTble  HMIIPHUTHI,
HUTPO30MOYEBHUHBI, MPOU3BOAHBIE OSTHJICHUMHUHA, AJKWJICYJIb(OHATHl, M TPHUA3CHBI,
BKJIIOYasi, HO HE OrpPaHUYHMBAsICh TOJBKO HMH, MEXJIOPITaAMHUH, LUKJI0oPochamMun
(Ilutoxkcar™), menbdanan (L-capkonusun), kapmyctud (BCNU), nomyctun (CCNU),
cemyctuH (Metmn-CCNU), cTpenTo30uWH, XJOP30TOLMWH, YPAaLMUIOBBIA HIPHUT,
XJOpMEeTHH, u30chamua,  xjJopamOyumsn, NOUNOOPOMaH, TPHUITUICHMEIAMUH,
TpudTHIeHTHOQOoCchopamun, OycynbdaH, nakapOa3uH U TEMO30JOMHUA.

AHTHMeTa0ONUTHBIE AareHThl BKJIOYAKOT aHAJIOTH  (POJMEBOH  KHCJOTHI,
NUPUMHUANHOBBIE aHaJoOTH, NyPUHOBBIE aHaJIOTH, u UHTHOUTOPHI
aZleHO3WHIe3aMHUHA3bl, BKJIOYas, HO HE OrPaHUYMBASCH TOJBKO HMH, LHTApaOUH
(CYTOSAR-U), uuto3un apabunosun, ¢propypaunn (5-FU), ¢rokcypunun (FudR), 6-
THOTyaHWH, O-Mmepkantonypud (6-MP), mnenrocratun, S-propypauun (5-FU),
METOTpEKCAT, 10-nponaprun-5,8-nuneaszadonar (PDDF, CB3717), 5,8-
nuneazarerparuapodonueyro  kucinory (DDATHF), nefikoBopun, ¢aynapabun
docdar, NIEHTOCTATUH U reMUUTAONH.

IMogxoasmue NpUPOAHBIE TPOAYKTH U UX NMPOU3BOJHBIE, (HAIPUMED, aJIKAJIOUIbI
OapBUHKa, TPOTUBOONYXOJIEBblE AHTHOUMOTHUKH, (EepMEHTHI, JUMQPOKUHBI, U
SMUNOAOGHIIOTOKCUHBI), BKJIIOYAIT, HO HE OrPaHUYUBASACH TOJNbKO HUMH, Ara-C,
naknutakcea  (Takcon®), nouerakcen  (Takcorep®), ne30kcUKOPOpPMHIMH,
mMuToMuUIUH-C, asatumonpuH; OpeKkBHHAD, alKaJOWAbl, HANPHUMEp, BHUHKPHUCTHUH,
BUHOJACTUH, BUHOPENOWH, BUHIAE3WH, W JAp.; NOAOPUIIOTOKCHUHBI, HaNpuMep,
STOMO3UJ, TCHUINO3U, U ApP., aHTUOMOTHUKHU, HAIPUMEDP, aHTPALHKINH, 1ayHOPYOHIITUH

TUAPOXIIOPUT (mayHOMHIIUH, pyOugoMHIIuH, nepyounun), UaapyounnH,
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OoKcOpyOunuH, 3nupyOuunH u Mop(QoiauHO nNpou3BOAHBIe, U Ap.; (HEHOKCHU3OH
OMCLUKJIONMENTUAbI, HAPUMEp, NTaKTUHOMHMIIMH; OCHOBHbIE FJIMKOMENTHAbI, HAPUMED,
OJIEOMHIIMH; TJIUKO3UIbl AHTPAaXWHOHA, HAMpPUMeEp, IIMKAMULIUH (MUTPaMHLHUH);
AHTpPALEHIUOHBI, HANpUMEp, MHTOKCAHTPOH, a3UPUHOMHUPPOJIO  HUHIOJAUOHBI,
HampuMep, MHUTOMHLHUH, MAaKPOLMKINYECKHE HMMMYHOCYNPECCAHThI, HalpUMep,
nukiaocnoput, FK-506 (takponumyc, nporpad), panaMuLuH, U Op.; U Op.

Hpyrue aHTUnponudepaTUBHBIE LHUTOTOKCUYECKHUE CPENCTBA NPEACTABISIOT
coboit HasenvOen, CPT-11, awnactpason, nerpasos, kaneuutrabul, penokcadus,
uukiodpochamun, wudocamung u  aposokcadunHe. Cpencrsa, mOpakawIue
MUKPOTPYOOUKH, KOTOpblE HMEIT aHTHIPOJU(EPAaTUBHYIO aKTUBHOCTb, TaKXKe
SABJISIIOTCSL TOAXOASILIMMU JJisi TMPUMEHEHHs U BKJIKOYAKT, HO HE OrpaHHYHBasICh
Tonpko umH, ammokoaxuuuH (NSC 406042), Tamuxonnpun B (NSC 609395),
konxuuuH (NSC 757), npousBoansle konxuuu (Hampumep, NSC 33410), noncraTtun
(NSC 376128), matitancuna (NSC 153858), puzokcun (NSC 332598), maknurakcen
(Takcon®), mpousBoaubie Takcona®, mouerakcen (Takcorep®), TuokonxuuuH (NSC
361792), TpuTHI UUCTEPUH, BUHONACTHUH CYNb(daT, BUHKPUCTHUH CYJIb(aT, MTPUPOIHBIE
U CHHTETHYECKHE 3TOTHJIOHBI, BKJIIOYas HO HE OPAHUYHBASICh TOJBKO UMH, 3TIOTHJIOH
A, smotunoH B, nuckonepmonna; 3cTpaMyCTHH, HOKOAA30J U Ap.

MoayasTopbl TOPMOHOB M CTEpOHUABl (BKJKOUAs CHUHTETUYECKHE aHAJIOTH),
KOTOpbI€ SIBJISIIOTCS MOAXOASLIMUMU JJIsl MPUMEHEHHUs BKIIOYAKOT, HO HE OrPaHUYUBAsICh
TOJIBKO UMH, aJpE€HOKOPTUKOCTEPOUIBI, HAIPUMED, IPEAHU3O0H, NeKCAMETa30H, U Ip.;
3CTPOT€HBl M MPETrecCTHHBI,  HampuMep, T'HAPOKCHUIPOTECTEPOH  Kampoart,
MEIPOKCUIIPOTECTEPOH  aIleTar, MErecTpoJ aueTaT, »3CTPanuo, KJIOMHOEH,
TaMokcu(deH; U Ap.; ¥ mpemnaparsl AJsl MOAABJICHUS KOPbl HAAMOYEYHUKOB, HATIPpUMED,
AMUHOTIYTETUMHA, 170-3THHUISCTPAAUON, AUITUICTHUIBOECTPON, TECTOCTEPOH,
bayokcuMecTepOoH, APOMOCTAHOJIOH MPOMHUOHAT, TECTOJNAKTOH, METHJIPETHU3O0JOH,
METHJI-TECTOCTEPOH, NPEIHU30JIOH, TPHAMLHHOJIOH, XJIOPTPUAHU3EH,
THAPOKCHIIPOTECTEPOH, AMHHOTJIYTETUMHUI, SCTPAMYCTHH, MEIPOKCHUIIPOreCTEPOH
auerar, nednponun, ¢payramun (Aporenwn), Topemuden (Papecton), u 3onanekc®.
OCTpOoreHbl CTUMYNHPYIOT mnponudepanuo u auddepeHuManuio; Ciaea0BaTEIbHO,
COEMHEHUs, KOTOPBIE CBA3BIBAIOTCS C PEHENTOPOM 3CTPOTreHa, HCIOJb3YIOTCS IS
ONOKUPOBKM  3TOH  akTuBHOCTH.  KopTHKOCTepouapl  MOrYyT  HUHTCHOMPOBATH

nponudepanuo T-KIETOK.
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Jpyrue moaxonsimue XUMHOTEPANEBTHYECKHE CPENCTBA BKIOYAIOT KOMILIEKCHI
METaJUIOB Hampumep, uucrmiatud (uuc-DDP), kapbomnatuH, W [Ap.; MOYEBHHBI,
Halpumep, THAPOKCUMOYEBHHY, W THAPA3UHbI, Hamnpumep, N-MeTUITHIAPa3UH;
SMUAOPUIIOTOKCHH, HHTHOUTOP TOMOU30MEpas3bl; NpoKapOa3wH, MHUTOKCAHTPOH,
JEHKOBOPUH, teradyp; u ap. Hpyrue NPEeACTABISAOIINE HHTEpEC
aHTUNIpONH(EepaTUBHbIE AreHThl  BKJIKOYAOT HMMYHOCYIPECCAHTBI, HAIMPUMED,
MHUKO(} €HOJIOBYIO KHUCJIOTY, TAITUAOMUT, I€30KCUCTIEPTYAJIHH, a3acCIOpHH,
nedaynomua, muzopudbuH, azacnupan (SKF 105685); Iressa® (ZD 1839, 4-(3-xmnop-4-
drophennnamMuno)-7-mMeToKCu-6-(3-(4- MOPGHONMHUI )IPOMOKCH )X MTHA30JIMH); U AP.

TakcaHbl SBASIOTCS MNOAXOAAIMMU AJs NpuMeHeHHs. "TakcaHbl" BKJIIOYAKOT
NaKJIUTAKCeN, a Takke J0oe aKTHMBHOE NMPOU3BOJHOE TAaKCaHa WU MPOJIEKApPCTBO.
"ITaknurakcen" (KOTOpBIM clielyeT TIOHMMaTh B  HAcTOsAIIed 3asiBKe  Kak
OXBATHIBAIOINMI aHAJOTrH, Ipenaparbl W NPOU3BOAHBIC, TaKue Kak, HAMpUMep,
nouerakcen, TAKCOJI™,  TAKCOTEP™  (mpemapar  nmouetakcena),  10-
ne3aleTUIbHble aHajoru naxkJuTaKcesia u 3'N-ne30en3onn-3'N-mpem-
OyTOKCHUKapOOHUIbHBIE AHAJOTH TNAKJIUTaKCeNa) JIETKO MOTYT OBITh TOJYUYEHBI,
UCIIONb3ysl METOAWKH, XOPOIIO H3BECTHBIE KBAIH(PUIUPOBAHHBIM CIELUAIUCTAM B
naHHOU oOmactu TexHukH (cM. Takxke WO 94/07882, WO 94/07881, WO 94/07880,
WO 94/07876, WO 93/23555, WO 93/10076; matent US NeNe 5,294,637; 5,283,253;
5,279,949, 5,274,137, 5,202,448; 5,200,534; 5,229,529; u EP 590,267), wunnm
MOJIYYE€HBl M3 PA3JIUYHBIX KOMMEPUYECKHX HCTOUYHHKOB, BKJIOYas Hampumep, Sigma
Chemical Co., St. Louis, Mo. (T7402 u3 Taxus brevifolia; unu T-1912 u3 Taxus
yannanensis). IlaknauTakcen cjenyer MOHUMATh KaK OTHOCSIIUICS HE TOJBKO K
Oo0IenpUHATON XMMHUYECKH HOCTYMHOW ¢Qopme mnakiIuTakcena, HO  TakKXke H K
aHajoraM W mpou3BoAHbIM (Hampumep, Takcorep™ pouerakces, Kak yKa3aHO BBIIIE)
U KOHBIOTaTaM MakJHTakcen (Hampumep, nmakiautakcen-II193T, maknurakcen-gekcrpas,
WM MaKJIUTaKCeN-Kcuiao3a). Takke TepMUHOM "TakCaH"' OXBATBIBAKOTCS Pa3JIMYHbIC
U3BECTHbIE TPOM3BOAHBIC, BKJIOUYAas Kak TUApOopHIbHBIE, Tak U ruapodoOHbIe
npousBoAHbIe. [IpoN3BOIHBIE TAKCAHA BKIIIOYAIOT, HO HE OIPAHUYHMBASICh TOJbKO HUMH,
rajakTO3Hble U MaHHO3HbIE NMPOU3BOJIHBIE, ONMMCAHHBIE B MEXKAYHAPOIHON MaTeHTHOM
3asaBke Ne WO 99/18113; nunepa3suHOBbIE U ApYyTrHe NPOU3BOAHBIE, OonmMcaHHbie B WO
99/14209; nmpousBonHble TakcaHa, omucaHHblie B WO 99/09021, WO 98/22451, wu
nmatenr US Ne 5,869,680; 6-tuo mnpousBoaHble, onucanueie B WO 98/28288;

cynbpOHAMHUAHBIE TMPOU3BONHBIE, omucaHHble B mnateHte US Ne 5821,263; wm
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MPOU3BONHOE Takcosia, onucaHHoe B mateHTe US Ne 5,415,869, On B nanpHelimem
BKJIIOYAET MPOJIEKAPCTBA MAKJIUTAKCENA, BKIIOYAsi, HO HE OTPAHUYUBASCH TOJBKO UMH,
Te coeauHeHus, KoTopbie onmucanbl B WO 98/58927; WO 98/13059; u marent US Ne
5,824,701.

MonudukaTtopbl OHOJOrMYECKUX OTBETHBIX pPEaKUMH MOIXOAsAINHE IS
NPUMEHEHHs] BKJIOYAIOT, HO HE OrpPaHUYHMBAsICh TOJbKO HUMH, (1) HHrHOUTOPBI
aktuBHOCTBbH THUpo3uHKMHA3a (RTK); (2) mHruOUTOpPBI aKTHBHOCTH CEPHUH /TPEOHUH
KHHa3bl, (3) aHTAaroHUCTHI OMyXoJecneunpUIeCcKNX aHTUTCHOB, TaKWe KaK aHTUTEINA,
KOTOpbIE CBSI3BIBAIOTCA CHNENU(PUIECKH C OMYXOJEeBbIM AaHTUT€HOM; (4) aroHHCTHI
peuenTopa amomnrto3a; (5) wuHTepnehkun-2; (6) HWOH-o; (7) HDPH-y; (8)
KOJIOHHECTUMYIHpYomue GakTopsl;, U (9) HHTHOUTOPBI AHTHOTEHE3a.

CyObexTsl, KOTOpble MOTYT TOABEPraTbCs JEYEHHIO C HCIOJb30BAHUEM
croco0OB M KOMITO3MIUN COTJIACHO HACTOSIIEMY PACKPBITHIO, BKJIIOUYAIOT CYOBEKTOB
moboro Bo3pacta. B nmpyrux cinydasx, cyObekT MoxkeT ObITh B3pocibiM. Hampumep,
B3POCJBIH CYOBEKT, KOTOPBIN SIBJSETCS YeJIOBEKOM, MOKET UMeTh 18 JeT unu crapiie.
CyOBexTsl, KOTOpbIE MOTYT IMOJBEPraThCS JICUEHUIO C HCIOJb30BAHHEM CIOCOOOB H
KOMIIO3MIIMN COTJAaCHO HACTOSINEMY pAaCKPBITHIO, TakKXXe BKIOUYAIOT CYOBEKTOB-
noapocTkoB. Hampumep, cyOBekT, mpemocTaBisomuil coOOH moapocTa-denoBeka,
MOXET MMEeTh BO3pacT MeHbine 18 jer. B apyrux cnydasx, cyOBEKTbl HAXOIATCS B
BO3pACTHOM auamnaszoHe oTr 1 mecsuna go 18 ner, manpumep, or 1 roma no 18 ner,
BKJItOYas OT 2 nieT A0 18 net, Hanpumep, oT 5 net no 16 ner.

B gpyrux cayuasx, cmocoObl BKJIIOYAKT AWATHOCTHPOBAaHUE CyObeKTa Kak
umeromero AML. Cy0ObekT MOXKeT NOABEepPrarbCs IUATHOCTHUKE MUl BBISIBJCHUS
Hannuuss AML, ucnone3ys nwoboiff moaxoxsumui mnporokosn. B apyrux ciygasx,
dbpanuysckasi, amepukanckas u OpuraHckas (FAB) cucrema kinaccudukanuu
NPUMEHSIETCS AJS AUACHOCTHKH MU KJIACCHU(PUKALHMHU OCTPOTO MHUEIOHAHOTO JEeHKO03a.
Jisi TOCTAaHOBKM JHArHo3a OCTPOr0 MHEJOUIAHOro Jieiiko3a HeoOXOOUMO, HYTO
muejgobaactel coctaisii 30% (unmm 20% Ha OCHOBAaHMM HENaBHEH CHCTEMBI
knaccupukauun BcemupHoii opramm3anuu 3npaBooxpaHennun (BO3) unu Oonbime
KJIETOK KOCTHOTO MO3Tra WJIM LHPKYJIUPYIOMHUX JEHKOUHUTOB. | emaTosorunyeckue
cBoiicTBa 3a00JI€eBaHUS OMPENENSIIOT pa3JIMYHbIe MOATHUITBI, ONMUCaHHbIe HUXke. FAB
HOMeHKJaTtypa (M1 - M7) knaccupuupyeTr MOATHIIBI OCTPOTO MHUEJIOUIHOTO JeHK03a
B COOTBETCTBHUH C HOPMAJbHBIMHU 3JE€MEHTAMH KOCTHOTO MO3Ta, KOTOpble Hambouee

cxomHbl ¢ Omactamu. B japyrux ciywasx, crnocoObl BKJIOYAKOT OINpeNeIeHUs
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MPUTOHOCTH CyObeKTa, NUarHOCTHPOBAHHOTO Kak umewiiero AML, ans nedeHus ¢
UCMOJIb30BAHUEM KOMIIO3HWIIUY MOJHAJKUIIEHOKCHA-aCTIaparuHa3bl, HampuUMep, Kak
OMHCAHO B HAcTOsIIel 3asBke. B npyrux ciydasix, cmocoObl BKIOYAIOT MOHUTOPUHT
spdexTuBHOCTH JsedeHUs. 3a SPPEeKTHUBHOCTHIO JI€YeHUsS MOKHO HabOII0naTh,

UCIIONb3Ysl JTFOOOH MOAXOAAI I MPOTOKOL.

CIHOCOBLBI NIOJNYUYEHUA

ACTHeKTbl HACTOsAIIEH 3asiBKH BKJIKOYAIOT CIOCOOBI MOJYYeHUsS KOMIO3ULUN
NOJIMAJNIKUIEHOKCUA-aCliaparuHa3bl,  OMHCAaHHBIX B  HacTosiueidl  3asBke. B
OTNpeNesIeHHbIX ClydasiX, crnoco0 mpencrasiseT cobod c¢cmocod MOoNydYeHUs SKUAKOU
KOMIIO3UIMU TMOJUAJKHICHOKCUI-acTlapariHas3bl, Kak OMHCAHO B HACTOsILIEH 3asiBKe.
Croco® MoOKeT BKJIKYATh IMOJy4YEeHUE BOAHON KOMIO3ULIHMH, KOTOpas BKJKOUYAET
MOJIMAJIKUJICHOKCUA-aCMaparuHasy, HMMEKLYI NOJHAJKUICHOKCUIHYIO  TPYIy,
KOBAJICHTHO CBSI3aHHYIO C TTOMOIIBIO JIMHKEpA C acmaparuHasoii, Oydep, u cob.

BapuaHTbl OCYIIECTBJICHUS croco0oB MOJTyYEHHUsI KOMITO3HU LIHSI
NOJIMAJIKUIEHOKCUA-aClaparuHa3bl ~ MOTYT  BKJIKOYAaTh  MOJy4YeHHE  BOIHOTO
KOHLIeHTpaTta Kommo3uuuu. Hampumep, cmoco® mnosiy4deHHs: BOAHOTO KOHIEHTpaTa
KOMIIO3UI[MA MOKET BKJKOYaTh OJHY WJIM HECKOJbKO CTaguil. MPUTOTOBJIEHUE
pacTBOpa acraparmHasbl (Hampumep, L-acnmaparunassi); NpUCOEIUHEHHE
NOJIMAJIKUIEHOKCHAA (HampuMep, MOJUATUICHIJIMKOJSA) K acrnapardHase; OCBEeTJeHUe
MOJIMAJIKUIIEHOKCUA-acaparuiasbl, (QUIbTPOBAaHWE M KOHLEHTPHPOBAHUE pPacTBOpa
MOJIMAJIKUIEHOKCUA-aCllaparuHas3bl, pa3BeAeHHE pacTBOpa  MOJUAIKUICHOKCH]I-
acmapardHasbl, (UIBTPOBAHHE pPAacTBOpA MOJHAJTKUICHOKCHUI-aclaparuHasbl U
3aMOJIHEHHE PacTBOpa MOJHAJKHICHOKCHI-acTlapariHa3bl B CTEPUJIbHBIH KOHTEHHED,
U XpaHEHHE PacTBOPA MOJHANKUICHOKCUI-ACIaparuHas3bl.

B cmoco0 mnosny4deHHss BOAHOTO KOHLIEHTpAaTa KOMIO3ULUU, MOXKET OBITh
NPUTOTOBJIEH PAacTBOp acmaparuHasbl (Hampumep, L-acmaparumnasbel). AcmaparuHasa
MOKeT OBITh CMellaHa C pacTBOPOM, TaKMM Kak BOAHBIA pacTBOp (Hampumep,
Oydepubiii BonuHbIN pacTBop). IIpumepsl moaxoasmux OydepoB BKIKYAKT, HO HE
OTPAaHUYHUBASCH TOJbKO HUMH, (Gocdatabeiii Oydep, ¢ocdaTHO-coneBoit OydepHbIi
pacteop (PBS), docharno-conesoit Oydepusiii pacrBop Jynsbexkko (DPBS),
cbamancupoBaHHBIH coneBoil pactBop Xsuka (HBSS), cOamancupoBaHHBIH coONeBOH

pacteop Opna (EBSS), Tpuc Oydep, OydepHsiii pactBop PuHrepa ¢ nmakratow,
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OopatHbiii Oydep, u np., U ux KoMmMOmHammu. B npyrux crnyuasx, acmaparuHasa
cMemana ¢ ¢pochaTabeiM Oydepom.

@dochaTHbiil Oydep MOXKeT BKIOUYATh JBYXOCHOBHBIH (ochar HaTtpus wu
ONHOOCHOBHBIH (¢ochar Harpus. B apyrux ciydasx, KOJIHMYECTBO ABYXOCHOBHOIO
¢docdara HaTpus B BOOHOM KOHLEHTpATE€ KOMIIO3ULHH HAXOOUTCS B AUAna3oHe OT
0,05 no 5 mac.%, nanpumep, 0,1 - 4,5 mac.%, uiu 0,1 - 4 mac.%, unm 0,1 - 3,5 mac.%,
win 0,1 - 3 mac.%, umu 0,1 - 2,5 mac.%, uam 0,1 - 2 mac.%, uau 0,1 - 1 mac.%, unu
0,1 - 0,9 mac.%, uau 0,1 - 0,8 mac.%, nam 0,1 - 0,7 mac.%, unm 0,1 - 0,6 mac.%, unn
0,2 - 0,6 mac.%, unu 0,3 - 0,6 mac.%, unmu 0,4 - 0,6 mac.%, unm 0,5 - 0,6 mac.%.
Hanpumep, nByXOoCHOBHBIN ¢ocdar HaTpusi MOKET NPUCYTCTBOBATH B BOIAHOM
KOHLEHTpaTe KOMIO3ULMUHU B KoaudecrBe B wuHTepBaie or 0,1 no 1 mac.%. B
ONpEeAEeNeHHBIX CIy4asX, NBYXOCHOBHBIH (ocdar HaTpUs MOXKET NPUCYTCTBOBATH B
KOMMO3ULIMKU B kKojaudyecTBe B uHTEepBaje ot 0,2 mo 0,8 mac.%. B onpeneneHHBIX
ClIydasix, ABYXOCHOBHBIH ¢ocdaT HaTpus MOXKET NMPUCYTCTBOBATH B KOMIO3ULUH B
konuvectBe B uHTepBase oT 0,3 no 0,6 mac.%. B onpeneneHHbIX ciaydasx,
IBYXOCHOBHBIH (hocdar HATPUS MOXKET MPUCYTCTBOBATh B KOMIO3HIUU B KOJHYECTBE
B uaTepBase oT 0,5 mo 0,6 mac.%. Hanpumep, IByXOCHOBHBIN (ocdaT HATPUS MONKET
IPUCYTCTBOBATh B KOMIIO3ULIMH B KosindecTse npudausurenpbno 0,6 mac.%, Hanpumep,
0,56 wmac.% (unu 0,558 wmac.%). B omnpeneneHHBIX BapuUaHTax OCYINECTBIEHUS
U300peTeHus], KOJIMYECTBO OJHOOCHOBHOrO ¢ocdara HATPUsS B BOJHOM KOHLEHTpATE
koMno3unuu B auamnasone 0,005 - 2 mac.%, nanpumep, 0,01 - 1,8 mac.%, unu 0,01 -
1,6 mac.%, unmu 0,01 - 1,4 mac.%, unu 0,01 - 1,2 mac.%, unm 0,01 - 1,0 mac.%, nnn
0,01 - 0,8 mac.%, unu 0,01 - 0,6 mac.%, unu ot 0,01 mo 0,4 mac.%, unu 0,01 - 0,2
Mac.%, unmu 0,02 - 0,18 mac.%, uiau 0,03 - 0,16 mac.%, unu 0,04 - 0,16 mac.%, nnan
0,045 - 0,15 mac.%, unmu 0,04 - 0,14 mac.%, uau 0,05 - 0,14 mac.%, wiu 0,1 - 0,2
mac.%, nwiu ot 0,1 - 0,15 mac.%. Hanpumep, onHOOCHOBHBIH (ocdaT HATPHSI MOXKET
NPUCYTCTBOBATh B BOJHOM KOHLEHTpaTe KOMIIO3UIIMU B KOJHUYECTBE B HHTEpBalie OT
0,05 mo 0,2 mac. B onpeneneHHbIX ciaydasX, OMHOOCHOBHBIH ¢ocdaT HATPUS MONKET
NPUCYTCTBOBATh B KOMMNO3ULMUHU B KojqudecTBe B uHrepsaie oT 0,01 no 0,2 mac.%. B
ONpPEAENCHHBIX CIy4asX, OAHOOCHOBHBIN ¢ocdaT HAaTpUs MOXKET NMPUCYTCTBOBATH B
KOMIMO3ULIIMKU B kKojudecTBe B uHTepBane oT 0,09 mo 0,15 mac.%. B onpeneneHHBIX
CIydasix, OTHOOCHOBHBIN (pochaT HATPUS MOXKET MPHUCYTCTBOBATH B KOMIIO3UILUH B
konuvyectBe B uHTepBase or 0,1 ngo 0,2 mac.%. B onpeneneHHbIx cayuasx,

OI[HOOCHOBHbeI (I)OC(I)aT HaTpusgd MOXKET NPUCYTCTBOBATH B KOMIIO3ULIMHU B KOJIUYECTBEC
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B uHTepBaje ot 0,1 no 0,15 mac.%. Hanpumep, 0oMHOOCHOBHBIN (ochaT HATPHUS MONKET
NPUCYTCTBOBATh B KoMno3unuu B konudectse 0,12 mac.%(unm 0,129 mac.%).

JIOTIOJTHUTEIbHBIE KOMIIOHEHTBI, KOTOpPbIE MOTYT OBITh BKJIOYEHbI B BOJHBIN
KOHIIEHTPAT KOMIIO3ULIMH, BKJIIOYAIOT COJb. [IpuMepsl MOAXOASIINX COJIEH BKJIIOYAIOT,
HO HE OTPaHUYMBASICh TOJBKO UMH, XJOPHA HATPHUS, XJIOPHUA KaJHs, XJIOPHUA KaJIbLUs,
XJOPUA MarHusi, W Jp., U UX KoMmMOMHanmuu. B omnpeneneHHBIX caydasx, COJb
NpeACTaBIseT COOOH XJIOPUI HATPHS.

B npyrux ciydasix, KOJU4YECTBO COJIH (HalpuMmep, XJIOpHAA HATPHS) B BOOHOM
KOHLIEHTpPaTe KOMIO3UIUKN HaxonutTcs B auama3one ot 0,05 mo 5 mac.%, Hampumep,
ot 0,05 no 4 mac.%, unu ot 0,05 no 3 mac.%, uau ot 0,05 go 2 mac.%, unu ot 0,1 mo
5 mac.%, umm 0,1 - 4 mac.%, unmu 0,1 - 3 mac.%, unu 0,1 - 2 mac.%, wnmu 0,1 - 1,5
Mac.%, umm 0,1 - 1 mac.%, unm ot 0,2 no 1 mac.%, unu ot 0,3 go 1 mac.%, unu ot 0,4
no 1 mac.%, uma ot 0,5 o 1 mac.%, unu ot 0,6 no 1 mac.%, unu ot 0,7 no 1 mac.%,
unu ot 0,8 no 1 mac.%, umu 0,8 no 0,9 mac.%. Hampumep, conb (Hampumep, XJIOPHI
HATpHUsI) MOXKET MPUCYTCTBOBATh B KOMIIO3ULIMHU B KOJUYECTBE B MHTepBase oT 0,5 1o
1 mac.%. Hanpumep, conb (Hampumep, XJIOPUI HATPHUS) MOKET NPUCYTCTBOBATH B
KOMIIO3UIIMU B KojJudecTBe B HHTepBaje or 0,2 go 2 mac.%. B omnpeneneHHBIX
clydasix, CoJb (HampuMmep, XJIOPHUA HaTPHUs) MOKET IMPUCYTCTBOBATh B KOMIIO3ULUH B
konuuecTBe B uHTepBaie oT 0,7 mo 1 mac.%. B omnpenmeneHHbIX caydasx, COJb
(HanmpuMep, XJOPUI HATPHUsI) MOXKET MPHUCYTCTBOBATh B KOMIO3HMIMU B KOJHUYECTBE B
uHTepsaiie ot 0,8 no 0,9 mac.%. Hanpumep, conb (Hanpumep, XJIOpUI HATPUS) MOXKET
INPUCYTCTBOBATh B KOMNMO3ULUU B konudecTse 0,85 mac.%.

Jpyrue acmnekThl HAcCTOsAImeH 3asiBKH BKJIOYAIOT CHOCOOBI  MOJYy4YEHUS
TUO(PUIU3NPOBAHHBIX CTAOWIBHBIX TPU XPAHEHUHM KOMIIO3UIUN, OMHUCAHHBIX B
HacTosIel 3asBke. B ompeneneHHBIX clydasX, CIocod mpencTaBiseT coboi crmocod
NPUTOTOBJICHUS TUOoPUIN3UPOBAHHON KOMIO3HIIUU MOJTUAJIKUIIEHOK CH/T-
acrmaparmHasbl, Kak ONHCAaHO B Hacrosmed 3asBke. Cmoco® MOXKET BKIIOYATH
TMOPUIN3AIUI0 BOAHOH KOMIO3HILMH, KOTOpas BKJIOYAET IOJHAIKHICHOKCUI-
acraparmHasy, UMEKIIY0 MOJUAIKUICHOKCHAHYIO TPYIIY, KOBAJIEHTHO CBI3aHHYIO C
MOMOIIBIO JIMHKEpPa ¢ acmaparuHasoii, Oydep, conp, u caxap oOpa3om, JOCTaATOYHBIM
ISl TOJIydYeHUs JUOPHMIM3NPOBAHHON CTAOMNBHONH NpPH XPaHEHUH KOMITO3ULIHS
MOJUANKUIEHOKCU-acllaparuHasbl.

B omnpemeneHHBIX BapuaHTaX OCYLIECTBIEHHUS H300peTECHUA, JITHOPUINZALIIO

HUCIIOJB3YOT IJId ACTUAPATUPOBAHUA BOAHOTO KOHUECHTpATA KOMIIO3UIUU. B APyrux
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ciaydasx, JHOPUIN3alUs BKJIOYAaeT YIOaJeHUs BOIBl M3 BOJHOTO KOHIIEHTpAaTa
koMmno3uuu. Boga Moxer ObITh yaajieHa myTeM CyOJMMauLHMu BOABI B KOMITO3ULIUH.
Hanmpumep, Boma B KOMIO3HWIMM MOXET MOABeprarbcs (a3oBOMy mepexony Hu3
TBEPAOTrO COCTOSIHHS B TrazooOpasHoe. B omnpeneneHHBIX ciaydasx, JHOPUIA3AMUS
BKJIIOYAET 3aMOpPa)XMBAHHWE KOMIIO3ULHHU (HANpHUMeEp, 3aMOPa’KMBAaHHE BOABI B
KOMIIO3HMIIMN) U 3aT€M YMEHbIUIEHHE AABJECHUS, OKPYKAKIIETO0 K KOMIO3UIUIO, TAKUM
obpazoM, dYTO BOJa B KOMIIO3MIIMU mojaBepraercsa cybmumanuu. Bo Bpewms
TuopUIN3aUY, TEMIEpaTypa KOMIIO3ULHMU MOXKET OBITh YMEHbLIEHA, HampuMmep, 0
TeMIepaTypbl HUKE TOYKH 3aMep3aHus BOAbl B komnosuuuu. Hanpumep, Tremneparypa
KOMITO3UIIUU MOXKeT ObITh yMeHbIneHa 10 0 °C unu MeHbe, uian -5 °C Uau MeHbIIe,
unu -10 °C unu menbine, unu -15 °C unu menpme, unu -20 °C unu MeHbIne, uim -25
°C unu menbpine, uian -30 °C unu Menpine, unu -35 °C unau menbine, unn -40 °C unn
Menbine, wunn -45 °C uau menbine, unu -50 °C unm mensme, wiu -55 °C wunanm
Menbine, uian -60 °C unu menpine, unu -65 °C unu menpine, unu -75 °C unu MeHbIIe.
B npyrux cnydasx, TemImepaTrypy KOMIO3UMLMU yMmeHbwaroT ao -45 °C. B apyrux
clydasix, TEMIEpPaTypy KOMIIO3UIIMU YMEHbINaT 10 -30 °c.

B ompeneneHHbIX BapuMaHTaX OCYILIECTBJEHHS H300pETEHUs, JaBJIEHUE,
OKpyJKampliee KOMIO3UIUI0, YMEHbIIEHO HIXKE CTAaHIApTHOrO aTMoc(hepHOro
napiaeHus. Hampumep, naBieHHe, OKpyKawIllee KOMIO3UIHUI, MOXKET OBbITh
yMmeHbieHO A0 500 T unu menpwe, HanpuMmep, 250 T unu menpmie, uau 100 T unum
menbine, uiu S0 T unu menbme, unu 10 T wiau menbine, unu 1 T uau mMeHbIne, WU
500 mTopp unu menswe, unu 400 mTopp unu menbuie, unu 300 mTopp uiau MeHblIe,
unu 200 mTopp unu menbme, unu 100 mTopp unu menbme, unu 90 mTopp unm
menbuie, uiu 80 mTopp unu menswe, unu 70 mTopp unu menswe, unu 60 mTopp unu
Menbuie, uiu 50 mTopp unu menswe, unu 40 mTopp unu menswe, unu 30 mTopp unu
meHnbuie, unau 20 MmTopp unu menpine, uau 10 mTopp unu Menslie. B apyrux ciaydasx,
JaBJIEHHE, OKpy’Kawllee KOMMNO3HULIUI0, yMmeHbarT a0 60 mTopp uium MeHsuie,
Hanpumep, 50 mTopp.

B ompeneneHHBIX BapuUaHTaX OCYLIECTBICHHUS, JTHOQIIN3ALUS TaKXKE MOXKET
BKJIOYATh MOBBIIMIEHUE TEMIEPaTypbl KOMIIO3MLUMUU B TO BpeMs KaK JaBJICHUE,
OKpyXKarwllee KOMMIO3ULIUIO, yMeHbIIalT. Hampumep, Temmeparypa KOMIO3ULHU
MOXET OBITh TOBBIIIEHA OT MHHUMAJBHOW TEMIEpPaTypy, KaK OINHCAHO BBILIE, OO

TeMmMImeparypsl, OoJplmiell 3a MHHUMAJIbHYIO TeMmepatypy. B Inpyrux ciydasx,
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TeMIIePaTypy NOBBIMAKT I oOnerdeHus cyOJuMaLMu BOABI B KOMIIO3HILUHM MPHU
YMEHBLUIEHHOM OKPY’KarLeM AaBJICHUH.

BapuanTtel  ocymecTBieHHss ~ cnoco0a  modydeHUs — JHOPUIM3UPOBAHHOU
KOMIIO3HIIUY TOJHAJIKUIEHOKCHI-aClIaparnHa3bl Tak)K€ MOTYT BKJIIOYATh IMOJy4YEHHE
BOJHOI'0 KOHIEHTPATa KOMIO3HUIUH, KOTOPBIH BIOCIEACTBUU JHOPuIn3upyoT. Cxema
TEXHOJIOTHYECKOTr0 Iporecca crnocoda momyuyeHuss BOJHOTO KOHIIEHTPAaTa KOMITO3HIIUU
npenacraBiena Ha ®Pur. 1. Kak mokasano Ha @ur. 1, cnmoco® monydeHuss BOAHOIO
KOHIIEHTpaTa KOMIO3HMIMU MOTYT BKJKOUYAaTh OAHY WJIM HECKOJbKO CTagui:
NPUTOTOBJICHHE pacTBopa acmaparmHasel (Hampumep, L-acmaparmnaser) (10);
NPUCOCIMHEHHE  MOJUAJKWICHOKCUIA  (Hampumep,  MHOJUAITHUICHIJIMKONA) K
acraparuHase (20); OCBETJICHUE MOJMAJIIKUIICHOKCU-acllaparnHasa (30);
¢unbTpOBaHNE U KOHLEHTPUPOBAHUE pPACTBOpPAa MOJIHAIKHUIECHOKCHI-aCclaparnHa3bl
(40); pasBeneHHne pacTBOpa MOJUANKUICHOKCHA-acnaparuHassl (50); gunpTpoBaHue
pactBOpa MOJTUAJIKUIEHOKCH I-aCIaparnHas3 bl u 3aIMOJIHEHUE pactBOpa
NOJIMaJIKUIEHOKCUI-acllaparuda3bl B CTepuUJbHBbI KoHTelHep (60); u XpaHeHue
pacTBoOpa MoJHalKulIeHOKcua-acnaparuHassl (70).

B cnocobe mnoxydeHHs BOOHOrO KOHLEHTpaTa KOMIIO3MIIMU, MOXET OBITh
NPUTOTOBJIEH PacTBOp acmaparuHasbl (Hampumep, L-acmaparmHasbl). AcmaparuHasa
MOXeT OBITh CMeIIaHa C pacTBOPOM, TAaKMM KakK BOAHBIN pacTBOp (Hampumep,
Oydepusiii BogHbI pacTBOp). IIpuMepsl moaxonsmmux OydepoB BKIOYAIT, HO HE
OTPAaHUYHUBASCH TOJbKO HUMH, (Gocdatabeiii Oydep, ¢ocdaTHO-coneBoit OydepHbI
pacteop (PBS), docharno-conesoit Oydepusiii pactBop Jynsbexkko (DPBS),
cbamancupoBaHHBIH coneBoil pactBop Xsuka (HBSS), cOamancupoBaHHBIH coONeBOH
pacteop Opna (EBSS), Tpuc Oydep, OydepHsiii pactBop PuHrepa ¢ nmakratow,
OoopatHeiii Oydep, m ap., u mx komOuHamuu. B papyrux ciydasx, acmaparmHasa
cMemana ¢ ¢pochaTabeiM Oydepom.

B ompenenenHbix BapuaHTax ocyluecTBieHus, (GocdatHbiii Oydep Moxker
BKJIIOYATh JBYXOCHOBHBIN ¢ochaTr HaTpus M OJHOOCHOBHBIH (ocdar nHatpus B
APYTUX CJIy4asiX, KOJUYeCTBO JBYXOCHOBHOro ¢ocdara HaTpus B BOJHOM
KOHLIEHTpPaTe KOMIIO3ULHUU HaxOonuTcs B AuamnazoHe oT 0,05 mo 1 mac.%, nHampumep,
0,1 mo 0,9 mac.%, unau ot 0,1 mo 0,8 mac.%, unu ot 0,1 go 0,7 mac.%, unu ot 0,1 mo
0,6 mac.%, umu ot 0,1 go 0,5 mac.%, uam ot 0,1 go 0,4 mac.%, unu 0,2 no 0,4 mac.%,
unu 0,2 no 0,3 mac.%, unu 0,25 no 0,3 mac.%. Hanpumep, ABYXOCHOBHBINH HaTpus

(I)OC(I)aT MOXKET NPUCYTCTBOBATbH B BOAHOM KOHUCHTPATC KOMIIO3UIIUU B KOJIUYCCTBE B
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unrepBaie ot 0,1 mo 0,5 mac.%. B omnpeneneHHbIX BapuaHTaxX OCYILIECTBJICHHUS
n300peTeHusi, KOJUIeCTBO OJHOOCHOBHOTO ¢ocdara HATPUS B BOJHOM KOHLIEHTpATE
KOMIO3ULIMKU Haxoautcs B auanazoHe ot 0,005 no 1 mac.%, manpumep, ot 0,01 no 0,9
Mac.%, uau ot 0,01 mo 0,8 mac.%, nam ot 0,01 mo 0,7 mac.%, unu or 0,01 mo 0,6
mac.%, uau ot 0,01 mo 0,5 mac.%, uam ot 0,01 mo 0,4 mac.%, unu ot 0,01 mo 0,3
Mac.%, unu ot 0,01 mo 0,2 mac.%, unu ot 0,01 mo 0,1 mac.%, umu 0,02 mo 0,09
Mac.%, unu 0,03 go 0,08 mac.%, unu 0,04 go 0,08 mac.%, umu 0,045 no 0,075 mac.%,
unu 0,04 0o 0,07 mac.%, unu 0,05 no 0,07 mac.%. Hanpumep, onHOOCHOBHBIN pocdar
HaTPHUsI MOXET MPUCYTCTBOBATh B BOJHOM KOHLEHTPATE KOMIIO3ULHUU B KOJUYECTBE B
unrepsaie ot 0,01 go 0,1 mac.

JIOTIOJTHUTEIbHBIE KOMIIOHEHTBI, KOTOpPbIE MOTYT OBITh BKJIOYEHbI B BOJHBIN
KOHLIEHTPAT KOMITIO3ULIMH, BKJIOYAKOT COJb. [IprMepbl MOAXOASIMUX COJIEH BKIIOYAIOT,
HO HE OTPAaHUYUBASICh TOJBKO UMH, XJOPUI HATPHUS, XJOPUI KaJHsl, XJOPUI KaJbIHS,
XJIOPUJ MarHusl, W JOp., U UX KoMOWHamuu. B omnpeneneHHBIX ciydasx, COJb
NpeacTaBisieT COOOH XJIOPUI HATPHS.

B apyrux ciydasix, KOJIHMYECTBO COJU (HAMpUMep, XJIOpUIA HATPHS) B BOAHOM
KOHLIEHTpPaTe KOMIIO3ULHUU HAaxonuTcs B AuamnazoHe oT 0,05 mo 1 mac.%, nHampumep,
0,1 mo 0,9 mac.%, unau ot 0,1 mo 0,8 mac.%, unu ot 0,1 go 0,7 mac.%, unu ot 0,1 mo
0,6 mac.%, wumgu ot 0,1 mo 0,5 mac.%, umu 0,2 go 0,5 mac.%, wam 0,3 go 0,5 mac.%,
unu 0,4 no 0,5 mac.%, win 0,4 no 0,45 mac.%. Hanmpumep, conb (Hampumep, XJIOpPUI
HATPUSI) MOYKET MPHUCYTCTBOBATh B BOAHOM KOHIIEHTPATe KOMIIO3UIIUU B KOJUYECTBE B
untepsaie ot 0,1 no 1 mac.%.

Jpyroii KOMIIOHEHT, KOTOPBIH MOKEeT OBbITh BKJIIOYEH B BOJHBINH KOHIIEHTPAT
KOMIIO3UIIMU, MpeacTraBisier cobod caxap. Ilpumepsl TOAXOOAIIUX CaxapoB
BKJIFOYAKOT, HO HE OrpPaHUYHUBAsICh TOJBKO HMMH, C€axapo3dy, MAaHHUT, MalbTO3Y,
Tperangosy, 2-runpokcunponui-oera-nukinonekctpun (B-HPCD), nmakto3sy, Tiroko3y,
(GpyKTO3y, rajllakTo3y, TJIIOKO3aMWH, W Jp., U WX KoMOwHanmuwm. B ompenereHHBIX
clydasix, caxap MpeacTasyseT cobod numcaxapun. Hampumep, aucaxapua MOXKeET
MpEeNCTaBIsATh COOON caxapo3sy.

B npyrux caydasx, KOJWYECTBO caxapa (Hampumep, caxapo3bl) B BOJTHOM
KOHLIEHTpaTe KOMMO3UIUKU HaxonuTcs B auamazone 0,1 - 25 mac.%, nanpumep, 0,5 -
20 mac.%, unu 1 - 15 mac.%, umu 1 - 10 mac.%, unu 1 - 9 mac.%, unu 1 - 8 mac.%,

unu 2 - 7 mac.%, unu 2 - 6 mac.%, unu 3 - 5 mac.%, unu 4 - 5 mac.%. Hanpuwmep,
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caxap (HampuMmep, caxapo3a) MOKET MPHUCYTCTBOBATH B BOJHOM KOHLIEHTpATe
KOMITIO3UILIMU B KOJU4eCcTBe B HHTEpBasie ot 1 mo 10 mac.%.

[Tocne npuUrOTOBJIEHHS] pacTBOpa acrapardHasbl, aclnaparmHa3a MOXKET ObITh
NPUCOENNHEHA K TNOJHAIKUICHOKCHAY (HAmpUMep, TOJHITUICHTIIHKOI), TaKuM
o0pa3oM, YTO TMOJUAJKUICHOKCHA KOBAJICHTHO CBS3bIBAETCS C aclaparuHazoi ¢
MOJIyYeHUEM KOHBIOTaTa IOJHAIKHICHOKCUA-aciaparnaasa. llocine mpuUroToBieHUs
MOJIMATKUJIEHOKCHI-aCllaparuHas3bl, PacTBOP MOJXKET IMOJBEPraTbCsi OCBETIeHHI0. B
HEKOTOPBIX CIIy4asiX, OCBETJEHHE BKJIIOUYaeT (PUIbTPOBAHHE pacTBOpa 4epe3 (QHIbTP
051 yAAJeHWs B3BELICHHBIX YacTUL M3 pacTBopa. lIpuw ocCylecTBIEHHH CTaauu
$unbTpaM MOXKHO IOJYy4aTh IO CYLIECTBY OUMINEHHBIH MOJHUAJKUICHOKCH-
acraparuHasy.

B pgpyrux cnywasx, OT)UIBTPOBAHHBIH  pPacTBOP  MOJHAJKUIECHOKCHII-
acraparmHasbl BIOCJIEACTBUM NMOABEPTAIOT CTAAHH AUAPUIBTPALUHA U KOHLEHTPALHH.
PacTBOop monmankuiIeHOKCHUI-acliaparnHa3bl MOXKET ObITh AUAQUIBTPOBAH, UCIOIB3Ys
yabTpa@UABTPAMOHHYID MeMOpaHy U MOXKeT OBITh TMOJiyueH OOpa30BaHHBIN
KOHIIEHTPAT MOJNAJIKUIIEHOKCHI-aCTIaparuHasbl. KoHnuenrpar co CTanuu
auauIbTPaIuU 3aTE€M MOXET OBITh pa3BeeH TaKuM 00pa3oM, YTO PACTBOP COAEPIKHUT
JKENATEJbHYI  KOHIIEHTPAIMI0  MOJHAJKUICHOKCHA-acnaparuiassl. lloagxonsimue
Oydepnl, mpurogHsle M CTAAUN Pa3BEACHHS, BKIIOYAIOT TE, KOTOPBIE ONHCAHBI
BbilIe. B npyrux ciydasx, ¢pochatHeiii Oydep UCIONb3yIOT AN pa3BeeHHs pacTBoOpa
NOJNNATKUIEHOKCHUI-aCllaparuHas3bl, TaKUM o00pa3oM Tmojydass BOIHBIH KOHIIEHTPAT
KOMIO3uIuu. Hampumep, KOHIEHTpAT €O CTaauu AHAQHIbTPALNU MOXKET OBITh
pa3BeneH TakuM o00pa3oM, YTO TOJYYEHHbIH BOAHBIH KOHLEHTPAT KOMIIO3HIUHU
BKJIIOUAET KOJMYECTBO MOJHAJIKIIEHOKCUI-aclIaparuHasbl, UMermend 3G pexTHBHOCTD
(akTuBHOCTH)) B mHTepBaje or 100 mo 5000 ME/mn, Hanmpumep, ot 500 mo 4500
ME/mn, unu ot 500 no 4000 ME/mia, unu ot 500 no 3500 ME/ma, uau ot 500 o 3000
ME/mn, unu 1000 go 3,000 ME/ma, uwiu ot 1500 no 3000 ME/mn. B onpeneneHHbIx
CIOydasiX, BOJIHBIH KOHLEHTPAT KOMIIO3ULIHH BKJIOYAET IOJUAIKHICHOKCHUA-
acrmaparmHasa B Koju4decTBe B wuHTepBaje or 1500 mo 3000 ME/mn. B npyrux
CIydasiX, KOJHWYECTBO TOJHAJIKUIEHOKCHI-acllaparnHa3bl B BOJHOM KOHLIEHTpaTe
KOMIIO3UIIMKU  OOJbINe, YeM KOJHUYECTBO MOJHAIKHICHOKCUI-aCllaparuHas3bl B
BOCCTAHOBJIEHHON JNHO(DUIN3UPOBAHHOW KOMIO3ULIMU, ONHCAHHOW B HACTOSAIIEH
3asBKe. B npyrux ciydasx, npu ana@uibTpaluy MOJYYaT MO CYIIECTBY OYHUIIEHHYIO

NMOJIMAJIKUIICHOKCHU -aCllaparuHasy.
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3aTeM BOIHBIH KOHLEHTPAT KOMIIO3UIIUHU MOXKET OBITh NpPOoQUIBTPOBAH U
3al0JJHEH B CTEPUJIbHBIM KOHTelHep. llpuMmepbl mnoaxoasmux KOHTEHHEPHBIX
MaTepUajoB AJsl KOHTelHepa BKJIOYAIOT MOJUMEpPHI, TaKHe KaK, HO He OrpaHUYuBasACh
TOJBKO HWMH, TMOJHUIPONUIEH, NOJUMeTHINneHTeH, noauterpadpropstunes (PTFE),
nepptop ostunoseie 3¢upsl (PFE), ¢dropuposannbiii stunen nponuneH (FEP),
neppropankokcu ankansl (PFA), monustunen tepedranar (PET), nmonustunen (PE),
nonmmd¢pupsapupkeron (PEEK), monuctupon, m np. Hampumep, KOHTEHHEp MOKeET
NpeAcTaBiIsATh CcOOOH CTEpPUIbHYI0 NOJNUMEPHYI CYMKY. BoOXHBIH KOHIIEHTpAT
KOMITO3UIIMU MOXXHO XPaHUTb B KOHTeliHepe B TeueHue Nepuoja BPEeMEHH, U MOXKHO
nepepadorath B JHOPUIN3UPOBAHHYIO CTAOMJIBHYIO MNPH XPAaHEHHH KOMIIO3HUIIHIO
COIJIaCHO HACTOSILIEMY PACKPBITHIO.

BapuaHThI OCcymecTBIEHUS cioco0a MOTYT JOMOJHUTEIbHO BKJIIOYAOT OTTPY3KY
BOJJHOTO KOHIIEHTpaTa KOMIIO3UIIMU B YJaJleHHOE MeCTONoJoXeHue. "YpaleHHoe
MECTOTIOJNIOKEHHUE," TpencraBisieT coOOW MECTOMOJIOKEHUE, OTInYamIeecs OT
MECTOIOJIOKEHUSI, B KOTOPOM TMOJY4YalrOT BOAHBIH KOHIIEHTPAT KOMIIO3ULIUU.
Hanpumep, ynajseHHOE MECTOIOJOXEHHE MOXKET TMPEeACTaBIsATh CO0OH aApyroe
MecTomnoyiokeHue (Hampumep, oduc, JadopaTopuro U Ip.) B TOM K€ CaMOM ropoje,
APyroe MeCTOIOJIOKEHUE B JPYroM Tropoje, APYyroe MeCTOIOJIOXKEHHE B JPYyrom
mTaTe, APYroe MeCTONOJOXEHHe B ApYyroil crpaHe, u Ap. B cBsA3u ¢ sTum, eciu
yKa3aHO, 4TO OJHO u3nenue "ynajaeHo" oT Apyroro, To 3To oOO3HA4YaeT, 4TO JABa
U3eNUsT MOTYT HaxOAWUTbCS B OJHON M TOH € KOMHaTe, HO pas3iejbHO, WIH IO
MEHbIIIEH Mepe B PAa3JIMUHBIX KOMHATAX MJIM PA3JUYHBIX CTPOCHHSX, © MOTYT OBITH HA
PacCTOSIHUM APYT OT Apyra 1o MeHblleill Mepe OJHa MMJIS, AECSATh MUJIb MJIU CTO MHJIb
uau Gosblne.

B onpeneneHHBIX BapHaHTaX OCYIIECTBJIEHUS M300pEeTEHHs], KAK OMHCAHO BBIIIE,
croco0 BKJOYAeT JHOPUIM3ALHMI BOAHOTO KOHIIEHTpPaTa KOMIIO3ULHH 00pasowm,
AOCTATOYHBIM [JII TOJYYEeHUs] JNUOPUIN3ZUPOBAHHONW CTAOMIBHOW TpPHU XpaHEHUHU
KOMIIO3HIUS MOJUAJKUICHOKCHA-acnaparudassl. B npyrux ciayuasx, nuoduiauszanus
MOKET OCYIIECTBJISATbCS B KOHTEHHEpe C eNUHUYHON mo030i. Jlnodunusanuus BOIHOTO
KOHIIEHTPAaTa KOMIIO3HIUU C TOJyYeHHEeM JHOPUIN3UPOBAHHOW CTAaOUIBHOW MpH
XpaHEHUU KOMIIO3ULUT [OJHAJKUIEHOKCHA-aclaparuiHadbl B  KOHTeliHepe ¢
€IUHUYHON 10301 MOKeT o0JierdyaTh Mojy4eHne JTHOPUIN3UPOBAHHON KOMIIO3HIIUU B
KOHTeHHepe ¢ eAWHHYHON 1030#, Hampumep, MyTeM BJIUMHHAIUH HEOOXOAMMOCTH

J'II/IO(I)I/IJ'II/ISaLII/II/I BOAHOI'O KOHOEHTPAaTa KOMIIO3UIIUHU B OTACIIBHOM KOHTefIHepe " 3aTeM
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nepeHoca JUOPUIM3UPOBAHHOH KOMIIO3MIMHM U3 OTHAEJIbHOTO KOHTEHHepa B
KOHTEeHHEp C E€IMHUYHON [030H. B CBA3M ¢ 3THUM, B ONpPEIEJCHHBIX BapUaHTax
OCYIIECTBJIEHUs, COCOO BKJIOYAET BBEAEHHE BOJHOTO KOHIIEHTpPATa KOMIIO3HULIMH B
KOHTeWHep ¢ eNMHUYHON N030U 1 THO(PHUIU3ALHNI0 BOAHOTO KOHIEHTPATAa KOMITO3UIUH
B KOHTEHHepe C eAUHMYHOU ao3ou. Kak omnmcaHo Bbllle, KOHTEHHEP C €IUHUYHOHN
0301 MOXKET MPEeACTABIATh COO0H (PIaKOH, TAKOH KaK CTEKJSAHHBIN (PIakoH.

I[Mocne  nuodunuszamus, Ccnocod  JOMOJHUTENBHO  MOXET  BKJIIOYATh
3amevyaTbiBaHue JTHOQUIN3UPOBAHHOW KOMIIO3UIIMM B KOHTEWHEpe C eNWHUYHOU
noszoii. Hampumep, MOXHO MNPHUMEHSATb YILUIOTHEHHE UM KPBIIMIKY K OTKPBITOMY
KOHTEHHEepY ¢ €AMHMYHOW [030H, TauM o0pa3oM 3amedarbiBas KOHTEHHep C
eIUHUYHON Jno30#. 3ameyaTaHHble KOHTEHHEepHl MOIYT XPaHUTbCS B TeE4YEHHUE
IJTUTENBHOTO EPHUOoa BPEMEHHU, TaKOTo Kak 1 Henenst uinu Oounbine, Uiau 2 HEAEIHU WU
OoJsibllie, MM 3 HeAeau Wau Oojblne, uau 1 mecs uiau OOJblle, UIA 2 MECSa HIH
OoJibllie, UAKM 3 Mecsia Wiu OoJblie, Wi 4 Mecsra UJIu OOJblie, UIU 6 MECILEB UIH
Oonpiie, unu 9 MecsneB uiau Oonbine, wid 1 rox wiau Oonbine, wiud 1,5 roxa
(manpumep, 18 wmecsmes) wiam Oosbiie, unu 2 roma wiu Oonblie, unu 2,5 roxa
(manpumep, 30 wmecsmeB) wiam Oosbilie, unu 3 roma wiu Oonbiie, unu 3,5 roxa
(manpumep, 42 wmecsmes) wiu Oosbiie, unu 4 roma wiu Ooxnbmie, unu 4,5 roxma
(manpumep, 54 wmecsueB) wmnm Oombuie, wiau S roma unu Oonbime. Hampuwmep,
IJTUTENBHBIN MEePHOa BPEMEHU MOXKET COCTABJISITh 6 MecsueB unm Oosbiie. B npyrux
clydasix, 3aledyaTaHHble KOHTEHHepbl MOTYT XPaHUTbCA B TeueHHEe 9 MmecsleB UIU
Oonpire. B npyrux ciydasix, 3anmedaTaHHbIE KOHTEHHEpPBl MOTYT XPAaHUTHCS B T€UEHHE
1 rone (Hampumep, 12 mecsueB) mnu Oonpme. B apyrux ciydasx, 3amedaTaHHbIE
KOHTEHHEepBhl MOTYT XpPaHUTbCSA B TeueHue 1,5 roma (Hampumep, 18 mecsues) wiu
Oonpire. B npyrux ciydasix, 3anmedaTaHHbIE KOHTEHHEpPBl MOTYT XPAaHUTHCS B T€UEHHE

2 net (Hanpumep, 24 mecsueB) uin OobIIe.

HABOPBI

Takxxe obecneunBarOTCss HAOOPBI s TPHUMEHEHHS MPU MPAKTUUYECKOM
OCYIIECTBJICHUH 3asIBJIEHHBIX CMOCO0O0B, rne HAOOpPbl MOTYT BKJIOYATh OJHY WU
0oybile W3 BBIMEOMUCAHHBIX SKUAKUX W/HUIH JTUOPUIM3UPOBAHHBIX KOMITO3UIIUH.
Hanpumep, Habop MOKeT BKJIIOYATh KOHTEHHEp ¢ EIWHUYHON 030U, KOTOPBIH
COAEPKUT KUAKYI KOMIIO3UIUID, KaK ONMCAaHO B HacTosAuled 3asBke. Mnu, Hanpumep,

Ha0oOp MOXeT BKJIOYAaTh KOHTEHHEp ¢ EeIMHUYHOW J1030H, KOTOPBIH CONEpPIKUT
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TMOQHUIN3NPOBAHHYI0 KOMITO3ULIHMIO, KaK ONMHCAHO B HacTosAwmel 3asBke. B nmpyrux
ciaydasix, HaOOp BKJIIOYAET IBa WU OOJbIIe KOHTEHHEPOB C €IMHUYHBIMH JO3aMH,
KaXXJblll COAEpKAIMUN KUAKYH KOMIIO3ULIMIO, KaK OMMCAHO B HACTOsLIeN 3asiBke. B
APYTUX ciydasx, HaOOp BKJIOYAeT 1Ba WM OoJsblIe KOHTEHHepa C €AUHUYHBIMHU
I03aMHU, KaXXABIH conaepskamuil JHOPUIN3UPOBAHHYIO KOMIIO3ULHIO, KaK OMUCAHO B
HacTosimed 3asBKe. B HEKOTOPBIX ciydasx, HAOOp BKIIOYAET ABAa HMJIH OOJbIIe
KOHTEHHEPOB C EIMHUYHBIMH JO3aMH, TIJ€ OAWH UKW Ooyblle KOHTEHHEPOB C
€IUHUYHBIMU J1O3AMH COJEPKHUT XKUIAKYK KOMIIO3HIIMIO, KaK ONMHCAHO B HACTOSIIEH
3asBK€ W OAWH UINW OoJblIe KOHTEHHEPOB C EIMHUYHBIMH J03aMH COAEPKUT
TmopUIN3NPOBAHHAS KOMIIO3WLMs, KaK ONHCAHO B HacTtosAmed 3asBke. B
ONpEeaeNIeHHBIX BapHAHTaX OCYIIECTBICHUsS M300peTeHus, HabOp BKIIOUYAET YIaKOBKY,
CKOH(UTYPUPOBAHHYIO TaK, 4YTO COIEpkKaTh KOHTelHep (b)) ¢ €IMHUYHOU I030M.
YakoBka MOXKET NPEACTaBIATh COOOM TepMEeTH3HMPYIOIYI0 YMAaKOBKY, TAaKYH Kak
CTePUJIbHYI0 TEePMETHU3HPVIOIYI0 ynakoBKky. CTepuibHas yHakoOBKa MOXET OBIT
ckoH(uUrypupoBaHa TakuMm o00pa3oMm, 4YTOOBI TE€PMETHYHO 3aKPhIBATH OT BHEINHEH
cpenbl, Tak, 4TOObl BHYTPH YNAaKOBKH IO CYLIECTBY HE OBLIO MHKPOOPTaHU3MOB
(Takux Kak rpubObl, OakTepuH, BUPYCHI, CIOpOBbIe popMbI U 1p.). B npyrux ciyyasx,
YINAaKOBKY TE€PMETHYHO 3aleyaThiBAalOT, HANpPUMEpP, VYIAaKOBKY, YCTOHYHUBYK K
BOIASIHOMY TMapy, HeoO0s3aTeNbHO IOJ BOJOHENPOHHUIIAEMBIM YIJIOTHEHHEM W/ MU
BAKYYMHBIM YIIJIOTHEHHEM.

B omnpeneneHHBIX BapuaHTaX OCYIIECTBJCHUs u300peTeHUs, HAOOpP BKJIOYAET
oydpep. Hampumep, HaOOp MOKET BKJIOYATH KUAKOCTH ISl pa3OaBieHUs, HaTpumep,
Oydep nns pazbaBieHUs, KOTOPbIH MOXKET ObITh MPUTOAHBIM ISl BBEAEHUS CYOBEKTY,
u ap. Habop MokeT AOMONHUTENBHO BKJIKOUYATh APYTHe KOMIIOHEHTHI, HAIMPUMED,
YCTPOWCTBA IJII MPUMEHEHHs JEKAPCTBEHHOTO CPEACTBA, XKUAKWE MCTOYHUKHU U Ip.,
KOTOpbIE MOTYT HAWTH MPUMEHEHHE MPHU MPAKTUYECKOM OCYINECTBJIECHUU 3asIBJICHHBIX
crioco0oB. Pa3nuyHble KOMIIOHEHTHI B Habopax MOTyT OBITh YIAaKOBAaHBI, €CJIH 3TO
SABISIETCA JKEJaTENbHBIM, HalpuMep, COBMECTHO HWJIU pa3aenbHo. KoMIOHEHTH
3asBICHHbIX HA0OPOB MOTYT MPHCYTCTBOBATH B OTHAENbHBIX KOHTEHHEpax, WU
HECKOJIbKO KOMIIOHEHTOB MOTYT NPUCYTCTBOBAaTH B OJAHOM KOHTEWHHepe, rae
KOHTEHHEepbl H/UJIN YIAKOBKHU (MM UX YacTh) HAOOpa MOTYT OBITh CTEPUIBbHBIMH, €CIIH
3TO SABISAETCS KEJIATECIbHBIM.

JIOTIOTHUTENIBPHO K BBIMIEONMMCAHHBIM KOMIIOHEHTAM, 3asBJIEHHBIE HAOOpPBI MOTYT

TAKX€ BKJHOYaThb HWHCTPYKHOHUU NO MHNPUMCHCHUIKO KOMIIOHEHTOB Ha6opa I
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MPAKTUYECKOTO  OCYIIECTBJIEHUS  3asBJIEHHBIX  cnocoboB.  HMHCTpykmuum 1o
MPAKTUYECKOM TPHUMEHEHHIO 3asBJICHHBIX CMOCOOOB OOBIYHO 3aMUCHIBAIOT Ha
NOAXOAAIUNA HocHuTeNnb UWHPOpMauwu. Hampumep, HWHCTPYKIIMH MOTYT OBITh
Hame4yaTaHbl, HAIpUMeEp, Ha OyMare WJIM MJIaCTUKE U Ap. B CBA3M ¢ 3TUM, HHCTPYKLUU
MOTYT MPHUCYTCTBOBaTh B Habopax B BHUIE JHUCTKa-BKJAanbllla, MPU HAHECEHUU
STUKETOK Ha KOHTelHepa Habopa MM €ro KOMIOHEHTH (TO €CTh, aCCOLMUPOBAHBI Y
yIakOBKOW WM CcyOymakoBKo#) w 1p. B npyrux BapuaHTax OCYINECTBJICHUS,
UHCTPYKIMU TIPEACTAaBJEHbBl B BUIE 3JEKTPOHHOTro (haiyia XpaHEHHS JaHHBIX,
NMPEACTABJICHHOM Ha HOOAXOASAILIEM  CYUTBIBAEMBIM  KOMIIBIOTEPOM  HOCHUTEJE
uHpopMauu, Hampumep, moprtaTuBHoM (uam-Hakonutene, CD-ROM, DVD-ROM,
Blu-ray, u ap. B eme apyrux BapuaHTax OCYIIECTBICHUs, NEHCTBYIOIHE UHCTPYKLIMU
He HaxomsTcs B Habope, HO 00eCMEeYNUBAIOTCS YKAa3aHUS AJIsl MOJYYEeHUS] UWHCTPYKLHUN
W3 YAAJEHHOTO UCTOYHHKA, Hampumep, yepe3 uHrepHet. [Ipumepom Takoro sapuaHTa
OCYIIECTBJICHUS SABJSIETCS HAOOP, KOTOPBIN BKIOUAET BeO-aapec, HHCTPYKIIUH MOXKHO
MPOCMOTPETh W/MJIM ¢ KOTOPOrO HMHCTPYKLIHU MOXKHO ckauaTb. Kak m B ciaydae ¢
WHCTPYKLUSAMHU, 3TOT BAPUAHT AJ MNOJYUYEHUS MHCTPYKLUMN 3alUCAaH HA HNOAXOASLIEM

HOCHUTCIIC.

ITonesnocte

3asBIEHHBIE KOMIIO3ULHMHU (HANMpUMep, JKUAKHE WIH JHOPUIN3UPOBAHHBIC
cTaOMIbHbIE TPU XPaHEHUH KOMIO3HMIMH) M CIOCOOBI HAaXOISAT NPUMEHEHUS IpH
NMOKAa3aHUAX, MPH KOTOPbIX CYIIECTBYeT NOTPeOHOCTh JeYuTh CyObeKTa OT
3a00N€BaHUsl HWJU COCTOSIHHS, KOTOpbIE TMONNAIOTCS JICUCHUIO NyTEM BBEICHUS
NONHAJKUJIEHOKCHUI-acniaparnHasbl. Hanmpumep, 3asiBIeHHbIE KOMIO3UIUU (HAIpUMED,
KUAKUE WIN JTUOPUIN3UPOBAHHBIE CTAOUNIBHBIE TNPH XPAHEHUU KOMIO3HUIUH) U
Croco0Bl HAaXOIAT NMPUMEHEHUS ISl JIEYEHHS OMyXOJEBOTrO COCTOSIHUS y cyObekra. B
APYTUX  CIly4asx,  3adABJIEHHblE  KOMIO3ULIHWHU  (Hampumep, O KUAKHE WU
TMOoGUIN3NPOBAHHBIE CTAOUJIBHBIE MPH XPAHEHUH KOMIIO3ULIMHK) U CIOCOOBI HAXOMST
NPUMEHEHUs] Uil JIeUeHHs 3JI0KAYeCTBEHHOTO HOBOOOpa3oBaHUA Yy CyObeKTa.
[IpuMepsl THIIOB 3JJ0OKaYE€CTBEHHBIX HOBOOOPA30BaHUH, KOTOPBIE MOANAIOTCS JEYEHHIO
C  TpPUMEHEHHEM  3asBJCHHbIX  KOMIO3WLUHA  (Hampumep,  SKUIOKHUX  HIJIH
TMOQHUIN3NPOBAHHBIX CTaOMIBHBIX TPU XPAaHEHHWH KOMIO3HMIUH) H CrIoco0oB,
BKJIIOYAKOT, HO HE OrPAHUYUBASACh TOJBKO HMH, JEHKO3, TaKOH KakK OCTpBIH

muMpobnactreiii neiko3 (ALL), ocTpeiii muenounusiii neiiko3 (AML), u ap. Takum
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obpa3om, 3asiBJIeHHbIE JTHOPUIN3UPOBAHHBIE CTAOUNIBHBIE IPU XPAHEHUH KOMITO3ULIUH
U CIOCOOBI HAaXxOASAT MPUMEHEHUs sl obecledueHus TepaneBTHIecku 3¢ QPpeKTuBHOro
JeYeHHs] ONYXOJIEBbIX COCTOSHHI, TaKUX KaK 3JI0KaYeCTBEHHOE HOBOOOpa3OBaHMe,
BKJIIOYAs, HO HE OrPaHUYUBASACH TOJBKO HMH, JEHKO3, TakOW KakKk OCTpPBIU
muMpobnacthseii neiiko3 (ALL), ocTpeiii Muenouauslii geiiko3z (AML), u np.

JlnopunuszupoBaHHble CTAOMJIBHBIE TPH XPAHEHHH KOMIO3ULIUH U CIOCOOBI
COTJIACHO HACTOAIIEMY pPAaCKPBITHIO HAXOIAT NPUMEHEHHUS IS JeYeHHs] CYOBEeKTOB
mro0oro Bo3pacra. B apyrux ciaydasx, 3asBJI€HHbIE KOMIIO3ULHUH (HAIpUMep, KHUAKHE
Win JHOPUIN3UPOBAHHBIE CTAOWJIbHBIE NMPH XPAHEHUH KOMIIO3ULHMH) M CIOCOOBI
HaXOAST TpPUMEHEHHs IJisg JedeHus B3pocyoro. Hampumep, B3pocnbiii cyObekT-
YeJOBEK MOXET UMETh BO3pacT 18 jer unm crapme. B npyrux ciaydasx, KOMIO3ULUH
(HampuMmep, SKUAKHE WJIH JUOPUIN3UPOBAHHBIE CTaOWJIbHBIE TPU XPAHEHUH
KOMIIO3HMIIMN) U CIOCOOBI HAXOASAT MPUMEHEHHUs AJs JeueHus noapocTtka. Hampuwmep,
MOAPOCTOK CyOBEKT-4EJIOBEK MOKET UMETh BO3PAacT MeHbIne 18 ner.

Komno3unuu #  cmocoOBl  COTIACHO  HACTOSIIEMY  PACKPBITHIO  HaxOIAT
NPUMEHEHHUs [T NTOKA3aHUM, TAe SBIAETCS KENaTeNbHOW CTaOMIIbHAS NMPU XPaHEHUH
koMmno3uusa. Hanpumep, KOMIO3HIIUU U CIIOCOOBI COTJIACHO HACTOSILIEMY PACKPBITHIO
HaxXOAST NMPUMEHEHHS sl o0ecredeHHus CTAaOUJIBbHONH NpPU XPaHEHWH KOMIIO3UIHH,
KOTOpasi SIBIETCS CTaOMIbHON (HampuMmep, CYLUIECTBEHHO HE pasjaraercs W/ HiH
COXpAaHsEeT MO CYLIECTBY BCIO CBOK AaKTHBHOCTb) B TE€UEHHE IJIUTEJBHOTO IEepHOaa
BpeMeHU. Hampumep, KOMMO3MIIMU U CIOCOOBI COTJIACHO HACTOSINEMY PAaCKPBITHIO
HaxXOAST NMPUMEHEHHS sl o0ecredeHHus CTAaOUJIBbHONH NpPU XPaHEHWH KOMIIO3UIHH,
KOTOpast ABJsAETCS CTAOUIBPHONW B TEUECHHUE JUIUTEIbHOTO MEPHOa BPEMEHH, HAIPpUMeED,
1 Henens unu Oosble, WM 2 HeXedu WiIu OOoJbile, MJIM 3 HENeNH Wi Oojbine, win 1
MECSL MJIH OoJibllne, UM 2 Mecsia WUId OOJIbIe, WIH 3 Mecsna HWiah OoJblue, uiu 4
Mecsila uin OoJiblie, Uau 6 MecsleB Uiu OoJblie, Ui 9 MecsieB Ui OoJbine, uiu 1
ron i Oonpine, unu 1,5 roma (Hanpumep, 18 mecsues) unu Oonbine, Ui 2 roaa HIH
bonbine, unu 2,5 roga (Hanpumep, 30 Mecsues) wiu Oonbine, Uau 3 roaa uiu Ooble,
unu 3,5 rona (Hanpumep, 42 MecsueB) unu Oonbine, uiau 4 rona wiu donpire, uin 4,5
net (Hanpumep, 54 mecsineB) unu OoJble, WK S5 JeT win Oonbine. B apyrux ciaydasx,
KOMIIO3HIIUU M CHOCOOBI COTJaCHO HACTOAIIEMY PACKPBITHIO HAXOAST MPHUMEHEHUS
st obecrnedeHus CTaOMIBPHONW MNpPH XPaHEHMH KOMIO3HMIUH, KOTOpas SBJSETCS
cTabuipHON B TedueHue 9 MecsiueB uinm Oonbime. B apyrux ciaydasx, KOMIOO3ULUH H

Crmoco0Obl COrJIACHO HACTOSIIEMY PACKPBITUI0O HAXOAST NMPUMEHEHUs ISl 00eCredeHus



10

15

20

25

30

72

cTaOMIBHON MPU XPaHEHUU KOMIIO3ULHMH, KOTOpas SABJISAETCS CTAOUIBHONW B TeueHue |
ron (Hampumep, 12 wmecsiueB) unu Oonbine. B apyrux ciaydasix, KOMIIO3UIUH U
CIoco0BI COrJaCHO HACTOSIIEMY PACKPBITHIO HAXOIAT NPUMEHEHUS 1A oOecredeHus
CcTaOMIBHON NMPU XPaHEHUH KOMIO3HUIUH, KOTOpas SIBJISETCS CTAOUIbHOW B TeUYeHHE
1,5 ner (manpumep, 18 mecsuen) unm Gonpme. B apyrux ciydasx, KOMHOO3ZHIIUH U
CIoco0BI COrJaCHO HACTOSIIEMY PACKPBITHIO HAXOIAT NPUMEHEHUS 1A oOecredeHus
cTaOMIBHON MPU XPAHEHUHU KOMIIO3ULHH, KOTOpAas SABJISAETCS CTAOMIbHON B TeueHHE 2
ner (Hampumep, 24 wMecsiueB) wunu Oonbme. B ompeneneHHBIX BapHUaHTaX
OCYIIECTBJIEHUS H300pEeTEeHUs, KOMIO3ULUH U CHOCOOBI COTJIACHO HACTOAIEMY
PACKPBITUIO HAXOASIT MNPUMEHEHHs aisi odOecreueHus CTaOUIbHOW INpH XpaHEHUHU
KOMITO3UIIMHU, YTO MOBBILIIAET CPOK XPAHEHUs] KOMIIO3UIIMU BIIOTh 10 | Hexgenu, unu 2
HeJleNnb, UK 3 HeAedb, Uiu 1 Mecsia, uin 2 MecCsIeB, U 3 MecsleB, Uan 4 MecsIeB,
wiu 6 Mecsues, uiau 9 mecsaues, unu 1 roga, unu 1,5 ner (Hanpumep, 18 mecses),
wiu 2 net, win 2,5 net (Hanpumep, 30 mecsues), unu 3 jieT, uiu 3,5 ner (Hanmpumep,
42 mecsaues), win 4 jet unu Oonbuie, unu 4,5 ner (Hanpumep, 54 Mecsues), Ui S
aetr. B omnpeneneHHBIX BapHaHTaX OCYLIECTBICHUS H300pPETEHUs, KOMIIO3ULIHUU U
CIoco0BI COrJaCHO HACTOSIIEMY PACKPBITHIO HAXOIAT NPUMEHEHUS 1A oOecredeHus
CcTaOMIBPHON NPU XPaHEHHH KOMIIO3UIUH, YTO MOBBIIIAET CPOK XPAHEHUS KOMITO3ULIUH
Ha cpok oT | mecaua A0 S jgeT, uiau oT 6 mMecsaues a0 4 JeT, uiu oT 9 mecsues A0 3
JeT, uian oT 1 roga mo 2 jer.

B omnpeneneHHBIX BapHaHTaxX OCYLIECTBICHHUS H300PETEHHS, O3Bl COTJACHO
HACTOSIEMY pPAaCKpPBITHIO MOTYT BBOJAMTBLCS Iepej, OJHOBPEMEHHO C HIH Mocie
APYro OAHON WM HECKOJBbKHUX TEpamui JAPYyroro ONYyXOJIEBOIO COCTOSIHUS A
JeYEHHs] CBSI3aHHBIX HJIM HECBSI3aHHBIX cocTosiHUN. Ecnm oOecneunBaroTCs B OOHO U
TO 3K€ BpeMs B KauecTBe Tepamnuil Jpyroro OINYXOJEBOTO COCTOSHUS, TO JO3bl
COTJIACHO HACTOAIIEMY PACKPBITHIO MOTYT 00€CHeYHuBaTHCS B OJHOM M TOM K€ HJIU B
apyrom mnpenapatre. Hampumep, OZHOBPEMEHHYI Tepamuil) MOXKHO OCYIIECTBISTH
nyTeM BBENECHUS A03bl U (papMaleBTUUECKONW KOMIO3ULUH, MUMEKIIeHd MO0 MeHbIIeH
Mepe OAHO Jpyroe akTUBHOW CPEACTBO, TakO€ KaK XMMHOTEpaneBTUUYECKOe CPECTBO,
4YTO B KOMOHMHamuu obOecrmeduBaeT TepaneBTUUECKH 3(P(PEKTUBHYIO 103y, B
COOTBETCTBUM C  KOHKPETHOM  CXeMOW  JsedeHus. BBeneHue  OTAENBHBIX
(apManeBTHUECKNX KOMIO3HUIIUN FIIM JIEYEHHI MOXHO OCYIIECTBIATH OAHOBPEMEHHO
WU B pa3Iu4yHOe BpeMs (Hampumep, MOCIENOBAaTENbHO, B JIOOOM MOpPSAKE, B TOT JKe

AC€Hb, UJIK B APYTHUEC I[HI/I), A0 TEX MOpP, IMMOKa KOM6I/IHaLII/I$[ OTHUX BCUICCTB BbBI3BIBACT Y



10

15

20

25

30

73

cyObpeKTa, MoaBEpPraeMoro Tepanuu, TepaneBTuuecku 3¢ dexkTuHbIl 3¢ dekt. Takum
oOpa3om, crmocoObl M KOMIO3ULHMH COIJIACHO HACTOAMEMY pPAaCKPBITHIO HAXOIAT
NpUMEHEHHs] IJIsl JieueHUus CyOBbeKTa ¢ NMpUMEHEHHEM KOMOWHHPOBAHHOH Tepamuw,
KOTOpast ~ BKJIIOYAaeT  BBEAEHHE  IOJUAIKWIEHOKCHA-aCHaparnHa3bl  COTJIACHO
HACTOSIIEMY  PACKPBITUKO B  KOMOMHAIMM € OJHUM HWJIH  HECKOJbKUMH
IOTIOTHUTEJIbHBIMU AKTUBHBIMU areHTaMHu H/HJIM TepanusiMu (Hanmpumep, o0nydeHuem,

XUMUOTEpanue, UMMyHOTepanuei u ap.).

Kak MOXHO OLEHUTb U3 pACKPBITHS, MPEACTABJIEHHOrO BBILIE, BapPUAHTHI
OCYIIECTBJIEHUS HACTOSILIErO PACKPBITUA UMEIOT OOJblliee pasHOOOpa3ue MPUMEHEHUH.
Takum oOpa3om, mMpUMEpHI, MPENCTABJIEHHbIE B HACTOAIIEH 3asBKe, NMpeaHA3HAYECHBI
ISl WULTIOCTPAlMKd M HE TNpeJHa3HA4YeHbl IJIs TOJKOBAHHUS B KAa4eCTBE OTPAHUYCHHS
BAPUAHTOB OCYINECTBJIEHHS HACTOSIIETrO PACKPBITUS KAaKUM OBl TO HU OBIIO 00pa3zoMm.
KBanupuunpoBaHHbIil CHEMUANUCT B NaHHOH O0OJACTH TEXHUKU JIETKO ONPEAeTUT
pasHoOOpa3Hble HEKPUTHYECKHE TNapaMeTpbl, KOTOPbIE MOTYT OBITh W3MEHEHBI HJIU
MOAUGDUIIUPOBAHBI ISl TOJYYEHHS IO CYIIECTBY CXOAHBIX pPE3YyJIbTATOB. TakuM
obpa3oM, clenyriue MpUMepbl MPEAJOKEHB TaKUM 00pa3om, 4ToObl 0oOecmedunTh
KBaNIU(QUIUPOBAHHOMY CIELHHUAINCTY B MJAHHOW O00JaCTH TEXHUKH C IOJHBIM
packpbITHEM M  ONHUCAHUEM, KaK OCYIIeCTBHTb W NPUMEHUTb BapHAHTHI
OCYINECTBJIEHUS] HACTOSIIEr0 PACKPBITHS, U HE NMpeJHAa3HAYEHBbl KaK IS OTPAHUYEHHS
obbeMa, KOTOpbIe M300peTaTe N PacCMaTPUBAIOT KaK MX HM300peTeHHe, U TaK)Ke OHH
HE TIpeIHa3Ha4YeHbl [Js TOro, 4YTOOBl TPEACTaBIATh, YTO OKCIEPHUMEHTHI,
NpEeACTaBICHHBIE HIKE, MPEACTABISIOT COOOW BCE HIHM TOJBKO OCYLIECTBICHHBIE
SKCIEPUMEHTBI. MOryT OBITh OCYIIECTBJIEHBI NEHCTBUS ISl 00eCcTedeHs] TOUHOCTH I10
OTHOLIEHHWIO K HCIOJb3YEMbIM UHCJIOBBIM BEJIUYMHAM (HANpUMeEp, KOJUYECTBAM,
TeMmmeparypam, W JAp.), HO ClielyeT NpPUHUMATh BO BHHUMAaHHE HEKOTOpbBIE
SKCIEpHUMEHTaJbHbIE TMOTPELUIHOCTH U OTKJOHeHHsA. Eciau crneuumanbHO He yKa3aHO
WHaue, YaCTH MPEICTABJISIOT COOOH BECOBBIE YACTH, MOJIEKYJIIPHBIN BEC MPEACTABISAET
coboll cpenHEBECOBOW MOJIEKYJSIPHBIA BeC, TeMIeparypa MpeacTaBieHa B rpaaycax
Lenbcus, U naBieHUs mMpeacTaBisier coboil armMocdepHoe nmaBiieHUWe WU OJIU3KOE K
aTMOC(EepHOMY AAaBJIECHUIO.

Cnenyromue mnpumepbl MOpeJHa3HAUE€Hbl TOJBKO [JIsl HIIIOCTPALlMU, U He
npeaHa3HadeHbl HUKOMM  o0Opa3oM [ OrpaHu4YeHuss oObeMa  BapHAHTOB

OCYIIECTBJIEHUS] HACTOSIIEr0 PACKPbITUS. MOTryT OBbITh OCYINECTBICHBI NEeHCTBUS IJIs
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obecrieueHuss TOYHOCTH IO OTHOLICHHIO K HCIOJb3yE€MbIM YHCIOBBIM BEJIHMYHMHAM
(Hampumep, KOJIWUYECTBAM, TeMmIeparypaMm, H Ap.), HO, HECOMHEHHO, CJEeAyeT
NPpUHUMAaTb BO BHHMMAaHHE HEKOTOpble JKCIIEPUMEHTAJbHblE I[OrPELIHOCTH U

OTKJIOHCHUA.

IIpumepsnl

IIpumep 1

KoHuentpupoBanHyo Hepac(acoBaHHYIO KOMIO3HMIMIO, KOTOpas BKJIKOYasa
NOJUATUIICHIIMKONb-aciaparudasy, umeromuii CC-II9I' nuHkep, mnonay4yanu B
COOTBETCTBUU CO CIEAYIOUIUM NpoTokoyoM. Ilocrne monydeHus KOHLUEHTPUPOBAHHOMU
HepacpacOBAaHHON KOMIO3HWIUH, TOJyYaJIH JHOPUIUZUPOBAHHYIO KOMITO3HIHUIO W3
KOHIIEHTPUPOBAHHOW HepacpacOBAHHON KOMIO3ULHUH B COOTBETCTBHH C MPOTOKOJIOM,
onucanHeIM Huxe. Ha @ur. 1 mpencrasieHa cxeMa TEXHOJOTHUYECKOro mpouecca ans
crioco0a monyyeHus: THOPUIN3UPOBAHHONW CTAOUIIBHON MPU XpaHEHUH KOMIIO3MIUU B
COOTBETCTBUHU C BAPUAHTAMU OCYLIECTBJIEHHS HACTOsIEN 3asBKU.

Illpucomosnenue pacmeopa L-Acnapazunasuot

PaccuntrpiBanu konmuecTBOo L-acmaparuHasel, HeoOxogumoe st oOpadoTku,
B3BEIINBAJIM B JJAOOPAaTOPHOM CTakKaHe W3 HEpP)KaBEHOLIEH craiu oObemMoM 6 J, H
cMmemuBaiu B TedueHue S5 - 10 muHyT. PaccuumthiBanu koaudecTBO (ochaTHOTO
Oydepa, HeoOxommmoe sl pa3BeneHus L-acmaparuHasbl AJis MOJYYEHUS [EJeBOU
KOHIeHTpamust 5 Mr/mj, u B3Bemusainu. [locne sToro L-acmaparunasy nobaBisiiu K
dbocharHomy Oydepy U cMemIMBAIU B COCYyJe BBICOKOTO NaBJICHUS] U3 HepKaBerolIeh
craiu odbemMoM 7 rauioHoB B TedeHue 10 - 15 munyTt. OO6pasubl oTOupanu u
NOABEPTaJii TECTUPOBAHUIO [JIs ONpENeNIeHUs KOHIEHTpanuu Oeinka W yAeIbHOU
aKTUBHOCTH.

H2T'unuposanue

PaccunthiBanmu konudectBo CC-IIDI, HeoOxomuMoe najs OSTOW CTaauu, H
B3BemnBaimu. CoOCya BBICOKOTO MaBJIEHUS W3 HEpKapewluned cramu oObeMoMm 7
rajljIOHOB, COJep KAl pa3BeneHHbI pacTBOop L-acmaparunasel, Harpesaau Ao 29 -
31 °C npu nerkom nepememmunBanun. Kak Tonpko pactBop L-acmaparunasbl JOCTHTA
NOAXOAAIIEr0o TEeMIEepaTypHOro Juana3oHa, CKOPOCTh MeIIajlKHh MOBBbIIIAIH, U
3amycKajiu TUTpoBaJbHBIM Hacoc. Kak Tonpko 3Hauenue pH mosoaunu go 7,7-7,9 ¢

nomompio 0,5 H. NaOH, Tto nmoGasnsiau CC-IIDIT B cocyn BBICOKOTO AaBJICHUS W3
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HepikaBerIed craau odobremMoM 7 rajuioHoB. Uepe3 30 MUHYT, TUTPAIMOHHBIA HAcOC
OCTAHABJIMBAJIU U TEMIIEPATYPHYIO pyOaIlIKy OTCOETUHSIIH.

Oceemnenue

ITocne sToro obpaboTaHHbIH Matepuan QuiabrpoBaiu udepe3 ¢uibTp 0,45 MKM
(Millipore, Billerica, Massachusetts) B apyroii cocya BBICOKOTO JdaBJIEHUS W3
Hepkapewineil cranu o0beMOM 7 TalJIOHOB, HCHOJNB3Yys JOUAPUIBTPALMOHHBIN
nyibcupyromuii Hacoc. Ilocme oceernenus, noOasnsau Qocdatueiii O6ydep B
UCXOAHBIN COCYJl BBICOKOTO JIaBJICHUS M3 HEPXKABEIOIel cTaiu 00beMoM 7 rajjJoHOB H
npokadnBanu dyepe3 GuibTp 0,45 MKM B COCYJ BBICOKOIO JTaBJICHHS U3 HEPIKaBEIOLIEH
cTtanu 00beMOM 7 TaJNIOHOB B Ka4€CTBE OMOJACKUBAHHUS.

Juagurempayus/Konyenmpayus

PaccuutsiBanu konudectBo PBS, nHeoOxommmoe nns 15X nuadunprpamuu, u
NPUTOTABIUBAIN OUAaPUIBTPAlUOHHYI cucteMy. Cocyn BBICOKOTO JaBJICHUS U3
HEpP KaBewIen cTanu obbeMoOM 7 raJJIOHOB noMeuanu Ha BECHI.
Huadunerpanuonnywo cucremy Millipore Pellicon®-2 obopynosanu memOpaHamu ¢
HOMHUHAQJBHBIMH  [penesaMu  MojexyaspHoro Beca 100000 Jla, koTopyro
npeaBapuTenbHO oOpabaThIBaNM, HUCMONB3YsS AUAQUIBTPALUOHHBIA MYJbCHPYIOMHUH
Hacoc u 5 1 PBS. Ilocne sToro ycraHaBiuWBalM CHUCTEMY peryjiupoBaHHUsl YPOBHS,
BKJIOUass Oydep MNyabCHUPYIOLIMA HACOC, U COCYA BBICOKOrO [aBICHHUS U3
HepikaBerwIneid crann oO0beMOM 7 TaJJIOHOB NOMemann Ha Bepx BecoB. Cucremy
Pellicon®-2 3aTOJIHSIHN MOJIM3TUIICHTJINKOJIb-aCTIaparuHa3oi ISt
KOHIUIMOHUPOBAHUS U PELUPKYJIHPOBAIN B TEUEHUE 5 MUHYT.

ITocne KOHOAMIMOHUPOBAHUS, OTKPBIBAJIM MNEPMEATHYIO CIYCKHYIO TpyOy u
HaunHanu quadunprpaunto. Yepes 15 u 30 munyT, oOpasen mojaydanu U3 nepMeaTHOU
CIyCKHOW TpyObl BO (pJIAKOH W TMOABEPrajd TECTUPOBAHUIO [JISI OMNpEeNeIeHHUs
AKTUBHOCTHU U copepxkaHus Oenka. MaTtepualn, npenHa3HAYEeHHBIH I TUOQHITN3ALUH,
auauIbTHPOBANN, 3aTeM KOHIeHTpupoBamu npo 18,0 wmr/man uiaum Oonbime u
aktuBHoctu 1850 ME/ma wumm Oonbime. Ilocine 3aBepmenHuss nuaduiabTpalluy,
OOBOAMIM OOBEM MaTepuajia, HaxXOIsMerocs B mporecce oOpaboTku B cocyne
BBICOKOTO JaBJIEHHUs M3 Hep)KaBerwlled craau oO0bEeMOM 7 TaJUIOHOB, A0 ILEJIeBOM
koHneHTpanuu (18,0 mr/mn unu Gonblue sl TPUTOTOBICHUS JHOPUIN3UPOBAHHOIO
mpernapara) MyTeM YAaleHHs NOAXOMSIIEro KOJU4YecTBa IepMeaTra. 3aTeM uepes
cucremy mnpokauuBanmum PBS B cocyn BBICOKOrO AaBJIEHUs M3 HEPIKaBEIOIIEH CTaH

00beMOM 7 TaJIJIOHOB B KAYECTBE OIMOJACKHUBAHHUS.
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OcymecTBisnn  UCCIENOBAHUS  KOHTPOJS  KadecTBa  MNPOAYKTa  MOCHE
auaduIbTpauy, BKIOYas ONpenesieHue cocraBa mpumeced mpoaykra. IlepmeaTHyro
bepmenT-pepmenTaTuBayo akTuBHOCTh (EEA) m3mepsnu uyepes 15 munyt m 30
MHUHYT, 4TOOBI YOEAUTHCS B TOM, UYTO MPOAYKT YAEpKUBAHHE HAa AUAPUIbTPALIUOHHON
memOpane. Csobonusrit [I2I" u N-I'mapokcucyknuaumun (NHS) Obutn KoMIOHEHTaMH
cocTaBa MpHUMecel, CBSI3aHHBIX ¢ 00pabOTKOH, M3MEPEHHBIX B KOHEYHOM NPOAYKTE.
dopmanbHBIE KOHTPOJH B XOJ€ TEXHOJOTHYECKOr0 Mpolecca IJs THIOBOHW ONMepaluu
auaduIbTpauy npeacTaBieHsl B Tabnume 1 Hike.

Haunusle NHS u cBobomnoro IIOI, monydeHHBIE I 3TUX TpeX KOMIIO3HIUN
JEeKapCTBEHHOrO BellecTBa (HAmpuUMep, KOHLEHTPUPOBAHHBIX Hepac(hacOBAHHBIX
KOMIIO3HIIMN JIEKAaPCTBEHHOTO BEIIECTBA), MNPEAHA3HAYEHHBIX I JHODMIU3ALNH,
npencrasiaensl B Tabnuue 2 Humxke. [lonyueHHbIE NaHHBIE CBUIETEIBCTBYIOT O TOM,
HeOoNpIIne HW3MEHEHHs mpouecca AUAPUIbBTPALUH/KOHLUEGHTPALMH HE OKa3bIBAIOT
BJIUSTHUS HA Ka4€CTBO MPOJIYKTA.

Ta6auna 1: Coneunduxkanuu 1 HepacphacoBaHHBIX KOMMO3UIH I

JIEKAPCTBCHHOI'0 BEi€eCTBA, NPEAHASHAYCHHDBIX AJIH .]'lI/IO(l)I/I.]'lI/ISaHI/II/I

Tect Kpurepuii npuemiieMocTn 1 JEKAPCTBEHHOTO
BEMECTBA KOMIO3HIIHA JJIs1 JTHO GUIH3AIHT
IN-I'mapokcucykumaumug (NHS) <6,0 yacT. Ha MJIH
Mogupukanus ¢ mMoMOmbo 2,4,6- 69-82 Mo I[12T/Moap H6emka
TpuHUTPOOCH30ICY IbOHOBOH KHCIOTHI
(TNBS)
(DHIOTOKCHH <35 EQ/mn
buoHarpyska <2 KOV/20 mn
CTepHIbHOCTS (OCYIIECTBIAEMAs MOCHE CTEPUIBHOH CooTBeTcTBYET
(puapTpanym)
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Tabauna 2: AHaau3 nDapTHil KOHUEHTPHPOBAHHOH HepacdacoBaHHOH
KOMIIO3HIIUU JICKAPCTBEHHOI'0 BEII€CTBA
Tect Kpurepnii IMaprusa 1 ITapTus 2 ITapTus 3
MPHEMJIEMOCTH
Konnenrpanus O¢iaka 19,0 - 21,0 Mmr/mn 20,94 19.65* 18,37
2P (PeKTHBHOCTD (AKTHBHOCTBD) > 1850 ME/mn 2305 2360* 2091
BHemHuH B BecuseTHBIH pacTBOp CooteerctBye | Coorerct | CooTBETCTB
T BYET yeT
IIpo3payHOCTH IIpo3pauHsiil, HET Cootsercteye | Cootserct | COOTBETCTB
BHIMMBIX YaCTHIL T BYCT yeT
pH 72-7.4 7.2 7.2 7.2
ViaenpHas aKTUBHOCTb > 85 ME/mr Oenka 110 116 114
YuctoTta coraacuo I'®-B2XX > 95% AXTHBHBIX 98,30 98,26 97,80
KOMIIOHCHTOB;
<8% ArperaTos 5,07 5,23 0,70
CymmapHsrii csodogubri [101 <6,0 Mmr/MnI < 0,07 <0,07 0,74
cormacHo BOXKX ¢ O
Crobomuprit 10K T12T <0,6 Mr/™MI < 0,07 <0,07 < 0,07
corgjacHo BOXX ¢ O
N-T'uapOKCUCYKIITUHUMU < 6,0 yacT. Ha MJIH He 1,87 0,65
(NHS) TECTUPOBAIH
Mogudpukanug ¢ IOMOIIBIO 69-82 moms I13I/MoB
2.,4.6- Ocnka He 76 73
TpHHATPOOCH3OICY Tb(HOHOBOH TCCTHPOBAJIH
KHUCJTOTHI
(TNBS)
DHIOTOKCHH <35 E3/Ma <5 <5 <5
Buonarpyska <2 KOVY/20 mn 0 0 0
CTepHIbHOCTH (OCYIICCTRIIAIA IMpoxoxut USP He He CooTBETCTB
mocine TCCTHPOBAIH | TCCTHPOBAI yeT
CTCPUIBHOH QuasTparnum) ]

* 3HAUCHHA BBYHUTATH OT TCCTHPOBAHHA OOpPa3MOoB MOCHCc AHAPHIBTPANHH /TPCIABAPHTCIBHOTO
pa3BeacHUA

Pazeeoenue

Marepuan, Haxoasmuiics B mpouecce oOpabOTKH, CMEIIMBAId B COCYIe

BBICOKOTO JaBJIEHUs W3 HepkaBewlneld crtaau o0beMOM 7 TaJJIOHOB, TMepen

orbupaHuemM 00pa3IOB IJis TECTUPOBAHUSI aKTHBHOCTHU U conepkaHus Oenka. Ilocie
3Toro o0beM MaTepuana, HaXOAsIerocs B npouecce oopadotrku, passoaunu PBS mus
OOBeAeHUs KOHIEHTpamuu Oenka no uejeBoro 3HaueHus > 18,0 mr/ma (uens 20,0

mr/min), (= 1850 ME/mMn  akTHBHOCTH) JJIsl  JIEKAPCTBEHHOrO  BEINECTBA,

npeaHasHadeHHOro 1 JuoduiausupoBaHHOW  kommo3unuu. Ilocme  3TOro

pa3BeNEeHHBbIH MaTepuay, HaXOMSUIMHCS B mpouecce oOpabOTKM, CMEIIHMBANIU IMepen

oTOupanuem oOpa3oB AJIs TECTUPOBAHUS KOHTpOJs kadecTsa (cMm. Tabmuiy 1).
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Cmepunsnas uismpayus

KonuentpupoBaHHbIil pacTBOp i guodunuzanuu GuiabTpoBaitu yepes 0,2 MKM
B OJJHOKPATHBIE CTEPIJIbHbIE MEIIKH 00beMOM 20 1 XpaHEHHUsS 10 OCYIIECTBIEHUS
muodunuzanuu. OOpazen cobupalum © TNPOBOAUIH TECT HAa CTEPUIBHOCTD.
HuepacdacoBaHHYI0 KOMIIO3ULHIO JIEKAPCTBEHHOTO BEIECTBA, KOTOpas BKJOYAET
NOJIMATUIICHTJINKOIb-aCIIaparnHasy IJs JHOPUIN3ALMUN, MOXHO BBIIEPKHBATH B
Memkax oobremoM 20 i1 ipu 2-8 °C BIJIOTh A0 2 MecsleB nepen Juodunusanueii.

3akpuimue konmeiinepa

HepacdacoBaHHY0 KOMIO3ULIHIO JIEKAPCTBEHHOI'O BELIECTBA, KOTOpPAs BKJIKOYaANa
NOJNMATUIICHIJINKONIb-acliaparniasdy  ais  Juoduiuzanuu, nepepabarsiBaid B
TUOPUIU3NPOBAHHYID KOMIO3HMIMID Tmocie craauu  ¢Qunbrpauuu 0,2 MKM #H
pacdacoBku B OJHOPA30BbIE NpeABAPUTENBHO NPOCTEPUIN3OBAHHBIC
ouonponeccupyemble Memku oObvemMoMm 20 5. Marepuan KOHCTPYKLHH MeELIKa
BKJIIOYAJ ciou mojudTmieHa Huskol minotHoctu (LDPE), nuneitHoro mommsTunena
Huskoi minotHoctu (LLDPE), wHeitnona wu stunensunmiosro cnupta (EVOH).
[ToBepXHOCTBIO IJII MPSIMOrO KOHTAaKTa C MPOAYKTOM (BHYTPEHHUH CIJIOW) SIBJISIICS
LDPE. Kaxnplii MEmIOK HMeJd JBa OTBEPCTHS C MPUCOEAMHEHHBIMH TpyOKamu,
KOTOpbIe (PUKCHUPOBAINCH K MEIIKY M OOKMMAaJU MJIOTHO 3aKJIETKaMU 10 TeX, NOKa He
OplIa TOTOBHOCTh K TMpUeMy Hepac(hacoOBaHHOW KOMITO3ULIHH JIEKAPCTBEHHOTO
BELIECTBA, KOTOpas BKJIFOUAJIA MOJIUATUIICHIJINKOJIb-aCIaparuHasy pifi b
muodunuzanuu. Memku odnydanu U BbICBOOOK AN Mocie dkcnosunuu 25- 40 k['p, u
NOABEpPTraJii TECTUPOBAHUIO HIAOTOKCHMHA nu3ata améboumtoB Mmeuexsocta (LAL),
100% Bu3yalbHOI TrepMETHYHOCTH U IMpocauuBaHUs Bo3ayxa, a Takxke 100%
BU3YAJBbHOTO  KOHTpoJsl  mocie  cOopku.  Pesynbrarel  KBalM(pUKATUOHHBIX
TECTUPOBAHUN MOKA3aJ¥, 4YTO BHYTPEHHHH CJIOH MeIlKa MNPOXOAUT TECThI
Ouoyornueckoil peakHHOHHOH criocoOHOCTH, BKIOUYas TectupoBanue USP <88> kmacc
IV nnactmacce, USP <87> tectupoBaHue unurorokcuyHoctu, u USP <661>
TECTUPOBAHUE (U3UKO-XUMHIECKUX Ka4ecCTB. JIOONHUTENBHO, MEUIKU
coorBeTcTBYOT USP <788> OTHOCHTENbHO B3BEIIEHHBIX YaCTHUL B Mpenaparax Ajs
UHBEKLIIMM M BCE€ TECTUPOBAHUS JKCTPArUpPyeMbIX BELIECTB CONJAaCyHTCA C
TpeOOBaHUSIMU TPOU3BOAUTEINS.

Bpems yoepocanus cmabunvnocmu 1eKapcmeeHn020 6eujecmaed

3a KOHUEHTPUPOBAHHBIM Hepac(hacOBAHHBIM MaTEPHAIOM JEKAPCTBEHHOTO

BemecTBa Habmromanu 4depe3 O, 2, 4, 6, 8, u 1225 Hemenp npu 2-8°C. OOpasusl
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CTaOMJIIBHOCTH TOAJEPKUBAJIM B MeIIKax sl oOpa3uoB oOvémom 250 mu ¢
MOBEPXHOCTBIO KOHTAKTa C MPOAYKTOM M3 MOJUATHIEHA. JlaHHBIE MJaHa NMPOBEIEHUS
TeCcTUpOBaHUN npencrasieHbl B Tabnuue 3 s [aprum 1, Tabnune 4 ans Iaptum 2,
u Tabmuue 5 nns [Maptum 3.

JlaHHble  CTAaOWUNIBHOCTH IS  KOHIEHTPUPOBAHHOrO  Hepac(acoBaHHOTO

JEeKapCTBEHHOTO  BELIECTBA,  NPEeJHAa3HAYEHHOro I JIHOPUIU3UPOBAHHBIX
KOMIIO3ULIUN, COOTBETCTBYKOT KPUTEPUSAM NPHUEMIIEMOCTH B Te€UeHHUE 12 Hexenb niaaHa
NpPOBENEHUs TECTUPOBAHUN M YKAa3bIBAOT HA TO, YTO NMPUEMJIEMBIM SIBIAETCS BpeMs
yaep KaHus 2 Mecsla MeXAYy MOJyYeHHEM KOHLEHTPUPOBAHHOrO Hepac(pacoBAHHOTO

JEKapCTBEHHOTO BELIECTBA M MOJYUYEHHUEM JTUOPUIN3UPOBAHHONH KOMITO3ULINH.

Tadnuna 3: Jlannbie craduabHoctH aasi IllapTtuu 1, koTopyro xpanuan npu 2-8 °C

Tecr Kpurepmii Bpemst (megemn)
TPHEMACMOCTH (1 4 v a 16 Hast 2 4 6 8 12
Konuenrpaus > 18,0 20,94 21,31 21,31 21,18 21,15 21,34
Oenka MT/MJT
D) PeKTHBHOCTD > 1850 2305 2413 2448 2432 2498 2538
(aKTHBHOCTB) ME/mn
BHemrHuit BuI Becusernsrii CootBer- | CooTBeT- CooTBeT- CootBer- | Cootser- | CooTBeT-
pactBop CTBYET CTBYET CTBYET CTBYET CTBYET CTBYET
IIpo3paunocTs IIpo3paunsri, CootBer- | CootBeT- CootBer- CootBer- | CootBer- | CooTBET-
HET CTBYET CTBYET CTBYET CTBYET CTBYET CTBYET
BHAHUMBIX YACTHI[
pH 72-74 7,2 7,2 7,2 7,2 7,2 7.3
VaenpHas > 85 ME/Mr 110 113 115 115 118 119
AKTHBHOCTH Oenka
>95%
Yucrora AKTHBHBIX 98,30, 97,83, 98,99, 99,24, 98,14, 97,34,
corgacuo [ @- KOMIIOHCHTOB,
BOXKX <8% 5,07 4,48 4,38 4,39 4,43 3,36
Arperaros
CeobGomuniii 10K <0,6 <0,07 < 0,07 < 0,07 0,24 0,24 0,33
TI2T cornmacuo MT/MJT
BOXKX ¢ O
CyMmMapHbId <6,0 0,07 3,03 2,41 3,07 3,11 4,19
cBoGomupii I1DO0 MT/MJT
COTJACHO
BOXKX ¢ O
N-Tuapoxcu- <6,0 He 2,23 2,31 2,31 2,32 2,34
CYKUHHUMHUT Mr/MJ'I TCCTH-
(NHS) poBau
Monudpukauus c 69-82 He 76 75 76 74 73
momonpr0 TNBS MOJTb TECTH-
II3I'/mMone Gemka poBamu
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Tadnuuna 4: lannbie craduabHocTH aasi IllapTtuu 2, kotopyro xpanuau npu 2-8 °C

Tect Kpurepmii Bpemsi (Hemesn)
npuemJie- Hauann- 2 4 6 8 12
MOCTH HA
KoHUCHTpaLHa > 18,0 19,65% 20,28 20,11 19,82 20,25 20,09
0eaKa MT/MJT
D PeXTHBHOCTE > 1850 2279%* 2248 2263 2344 2360 2426
(AKTHBHOCTB) ME/mn
Buemnwuit Bug BecuserHsrit Cootsert- CooTser- CooTser- Coot- Coot- CooTBET-
pactsop CTBYET CTBYET CTBYET BETCT- BETCT- CTBYET
BYET BYET
IIpo3paunocTs IIpo3paunsri, CooTtBeT- CootBer- CootBer- Coot- Coot- CooTtBeT-
HCT BHOAUMBIX CTBYCT CTBYECT CTBYECT BCTCT- BCTCT- CTBYECT
HACTHIL BYET BYET
pH 7.2 -7.4 7.2 7,2 7,2 7.3 7.2 7,2
YnaenpHas > 85 ME/mr 116 111 113 118 117 128
AKTHBHOCTH Oenka
>95%
Yuctora  COTJIACHO AXTHBHBIX 98,26, 98,17, 98,16, 98,27, 97,19, 98,24,
T'®-BOXKX KOMIIOHCHTOB,
<8%
Arperaros 5,23 5,19 4,71 4,79 421 4,30
CBoGoxusii 10K <0,6 < 0,07 0,27 0,33 0,37 0,44 0,47
IIDT coraacHo MT/MIT
B2XKX ¢ OD
CyMMapHBLi <6,0 < 0,07 1,25 2,05 2.75 4,15 4,50
cBoOoubri [10T MT/MJI
cormacao BOXKX ¢
(8]0
N-Tuapoxcu- <6,0 1,87 2,55 2,76 2.79 2.82 2,83
cykunaumMux (NHS) MTI/MII
Monudpurauus ¢ 69-82 76 74 78 75 75 76
moMombe0 TNBS MO b
13T /Mo s
0eaKa
* 3HAUCHHA BBYHUTATH OT TCCTHPOBAHHA OOpPa3MOoB MOCHCc AHAPHIBTPANHH /TPCIABAPHTCIBHOTO
pasBegcHuA
Tadnuna S: Jlannbie craduabHocTH aast IllapTtuu 3, koTopyro xpanuan npu 2-8 °C
Tecr Kpurepunii Bpemst (Hegenn)
MPHEMJIEMOCTH Havans- 2 4 6 8 12
Hast
KoHUEHTpammsa > 18,0 18,39 17,79 18,22 18,20 18.56 18,49
0eaka MT/MJT
D PeXTHBHOCTE > 1850 2091 2212 2256 2202 2199 2290
(AKTHBHOCTB) ME/mn
Buemnwuit Bug BecuserHsrit Coot- Coort- Cootsert- CooTBET- Coort- Coort-
pacTeop BECTCTBYCT BCTCT- CTBYECT CTBYECT BCTCT- BCTCT-
BYET BYET BYET
IIpo3paunocTs IIpo3padnsif, HET Coort- Coot- CooTtBeT- CooTtBeT- Coort- Coort-
BHAHUMBIX YACTHI[ BECTCTBYCT BCTCT- CTBYECT CTBYECT BCTCT- BCTCT-
BYET BYET BYET
pH 7.2 -7.4 72 7.3 72 7.3 7.3 7.3
YnaenpHas > 85 ME/mr Oenka 114 124 124 121 118 124
AKTHUBHOCTH




10

15

81

Tecr Kpurepunii Bpemst (Hegenn)
NPUEMJIEMOCTH Hauans- 2 4 6 8 12
HAS

>95%
Yucrora AXTHBHBIX 97,80, 98,00, 97,61, 97,76, 97,24, 97,94,
corgacuo [ @- KOMIIOHCHTOB,
BOXKX <8% 0,7 0,65 0 0 0,55 0

Arperaros

Ceobomuserii 10K <0,6 <0,07 <0,07 <0,07 <0,07 0,07 <0,07
II3T cormacuo MT/MIT
B2XKX ¢ OD
CyMMapHBIH <6,0 <0,07 2,23 2,00 3,00 3,98 5,00
cBoOomupiii I1DT MT/MJI
COTJACHO
B2XKX ¢ OD
N- <6,0
T'unpoxcucykuus MT/MJI 0,65 0,70 0,70 0,70 0,68 0,64
mmug (NHS)

69-82
Moauburanusa ¢ MOIIb 73 He 70 70 74 76
nomompio TNBS II2T /mons Henka TECTHP

OBATH

Juogunusuposannas komnosuyus

[Topomok mHOPUIN3UPOBAHHON KOMIIO3ULHMHU IJII WHBbEKIUN TOJNydYaldn BO (IaKOHE
171 OAHOPA30BOro nNpuMeHeHus, coaepxatiem 3,750 ME aktusnoii [I9I'unuposanHoit
L-acnaparunassl (750 ME/mn nocne BoccranoBienus ¢ 5,2 ma BJ/IM). KommoHeHTHI
TMOoGUIN3NPOBAHHON KOMIO3UINHU BKIOYanu 4,5% caxaposy, IBYXOCHOBHBIN ¢ocdar
HATpHUsl, OOHOOCHOBHBIH (pochaTr HaTpHs, M XJIOPHI HATPHUS IOCIE BOCCTAHOBICHHUS.
CoctaB nHOGWIN3UPOBAHHONW  KOMIIO3UIIMHM  TpeacTaBieH B Tabmume 6.
JIOTIOTHUTENIBHO, TUOQUIN3UPOBAHHAS KOMIIO3HIIUS obecreuynBanach B
00paboTaHHBIX CTEKJISHHBIX (rnakoHax-koHTeiiHepax (Nipro Tunm 1), umermux

AJIFOMUHHUEBBIN NMPEIOXPAHUTENbHBIN KOAMadyok 20 MM.

Taﬁnnua 6: KoMnoHeHTBI KOMIIO3HIHUHU NMOJUITHJICHIVIHKOJIb-aClaparudasbl

Kommnonenr Crenenn YHCTOTHI KoamuecTBo Ha r*

Tlomu3THNCHT THKO TTB- H/I 750 ME

acmaparmHasa

JsyxocHoBHEIH (pochaTt HaTpHUA USP 2,79 Mr

OnnoocHOBHEIH (PochaT HATPHA USP 0,60 mr

Xnopux HATpHA USP 4,25 mMr

Caxaposa HaumnonamsHeri 45 mr
(opmyap (NF)

Boaa gna wasexiuit (B JAN) USP QSmo10r

* 3HAUCHHA MPEIACTABICHE MOCIe BoccTaHOBIcHHS ¢ B
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Paspabomrka npenapama NUOPUAUZUPOBAHHOT NOAUIMUNEHSTUKOIb-
acnapazunasl

3anmadeli pas3paboTku JUOGUIM3ZUPOBAHHOIO Mpernapara MOJUITUIICHTIUKOIb-
acrmaparmHasbl ObUIO JOCTHIXKEHHE CTaOWUIbHOW JNHOPUIN3MPOBAHHON KOMIIO3UIHH,
KoTopas sBisfeTcs noaxoasumed ans xpaHeHus npu 2-8°C unm 25°C B TeueHue Io
MeHblIeH Mepe 18 mecsaues.

OcymecTBisnu HavdaJbHblE HKCIEPHUMEHTBI JUIsl OLEHKH LeJIecOOOpa3HOCTH
TMOGUIN3NPOBAHHON KOMITO3HIIMU MOJUSTHIIEHIIIUKONsI-aciaparuaasel. Mccnenosanu
ISTh BAPUAHTOB JUOPUIN3UPOBAHHBIX KOoMIo3uui. Kaxxapiii mpemnapat comepxan ~5
MTI/MJT TOJTUA THJIEHTIHKOIsi-acniaparudasel B 50 MM ¢ocdaraom 6ydepe, pH 6,5 u 5%
Mac./00. OHOTO M3 MSITH PA3JHYHBIX KPHOMPOTEKTOPOB (MAaHHUT, MaJIbTO3a, Caxaposa,
Tperanosa, u/unu B-HPCD). JlonoaHUTENBHO, MOIUSTHIEHIIUKOIb-aclaparuasy 0e3
KPHOMPOTEKTOPA TaKXKe NOABEPTAJIH TUOPUIN3ALNH. Ot IIECTh
TMOQUIN3NPOBAHHBIX KOMIO3ULUHN CpPaBHHUBAIM C MapTHEH MOJUITHICHIIUKOIb-
acrmaparmHasbl B JkuAKoM mnpemnapate (Oncaspar®), KOTOPBIH HMCHONB30BANH IS
NPUTOTOBJICHUS 3THX PAa3JMYHBIX npenapatoB. Crnocob ompeneneHuss YUCTOTHI Tellb-
nporukawineii xpomarorpapun (I'®@-BIXKX) ucnompzoBanmu A OLUEHKH KadecTBa
KOMIIO3UIIMY  TMOJUITHJICHIJIUKOJb-aCllaparnHa3bl.  Pe3yiapTaTbl  HCCIEIOBAHUS
npencrasiaensl B Tabnune 7. Kak MoxxkHO yBUAeTh u3 Tabmumel 7, Ob110 OOHApPYIKEHO,
4TO caxaposa sBisiercss Hambosee 3PPekTUBHOH ANA COXpPAaHEHUs UYHCTOTA
MOJUATUIICHTJIUKOIb-aciaparnia3dsl  npu  jguodunmsanuu.  Yumctora  (83,0%)
nuodunuanpoBaHHON Kommo3unuu ¢ 5% caxapo3oil OblIa COMOCTaBUMA C YHUCTOTOM
(83,8%) oxuzmkoro  mpemapata  HOJHUITHICHIJIMKOJb-acCllaparuHasbl,  KOTOPBIH
UCIIONb30BAJU AJS TNPUTOTOBJIEHHMS MIECTH IIPernaparoB U NOCIeAyIOLel
nuodunuzanum.
Tadauna 7: neJjecoo0pa3zHocTH anst

PesyabTaTnl HCCJIeJ0BAHUSA

JUO(PUIUZHUPOBAHHON MOJHUITHIIEHIJIHKOJIb-ACNIAPATHHA3BI

Kommo3mummst % Ynerora (Ikcraw3nouaas BYKX; RT-MuuyTh1)

10,0 10,2 10,5 11,27 12,0
Oncaspar (KoHTpOTb, KHIKASL - - 3,0 83,8 13,2
KOMIIO3UILHA)
5% MaHHHT - 0,9 1.4 74,7 23,1
5% MansTo3a - 0,9 2.3 78.8 17,9
5% Caxapo3sa - - 3.1 83,0 14,0
5% Tperamnosza - - 3.2 79,5 17,3
5% B-HPCD - - 2.9 78,9 18.3
mao(pUITH3HPOBaHHAL, 0€3 0.4 0,8 9.4 65,7 23,7
KOHCCPBAHTOB
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! Bce mpemapathl Takxke coaepkatd ~ 5 mx Oncaspar B 5 MM Qocdataom 6ydepe, pH 6,5
mpeanoIaracMoe BpeMsd yiep:kuBaHus Oncaspar

Heckonpko pasnuuHBIX HAMOJHHUTENEH (Hampumep, caxaposa, Tperanosa,
mMaHHUT, [TonucopOar 80) oneHUBaNM B Ka4ueCTBE MOTEHUHATIbHBIX CTA0MIH3UPYIOIIUX
areHTOB JUIsl BKJIIOUEHUS B JHOPUIM3UPOBAHHYIO KOMHIO3HLUI. OCyLiecTBIsIN
YeThlpe JKCIIEPUMEHTA, KaXXAbI BKJOYAJ 4YeThIpE pas3juyHble KOMIIO3HULIHU.
IMpuroraBnuBanu HeOOJNbIINE  OMNBITHBIE JA0OpPATOpHBIE  JTUOPUIU3ZUPOBAHHON
MOJIMA TUJICHTJINKOJIb-aCIIaparnHa3bl ¢ Pa3JIUYHBIMH HATOJHUTENIMU U OLEHUBAJIU HX
crabunpHOCTh. IlepedyeHp mpemapaToB, KOTOPblE TECTUPOBANH, TMPEACTABIEH B
TaGnuue 8.

Tadauua 8: Tectupyemble KOMNO3ULIUHN MOJUITHIEHIJTHKOIb-ACTAPATHHA3BI

IMaprus Kommnosumnus

1A 5% Caxapo3sa, 12,5 mr/mu I129T -acmaparunasa, @ocdatuerii 0y dep

1B 2,5% Caxapo3sa, 2,5% Mannur, 12,5 wmr/ma II2T-acmaparmHasa, DocdaTHBIH
0y dep

1C 2,5% Caxapoza, 2,5% Manruaut, 0,01% Ilomucop6ar-80, 12,5 wmr/ma TI2T-
acnaparunasa, @ochartusrii 6y pep

1D 5% Caxaposza, 0,01% Tlommcopbar-80, 12,5 wmr/ma TI2T-acmaparuHasa,
®ocdathsiil 6y hep

2A 5% Tperamo3za, 12,5 mr/ma T13T -acnaparunasa, @ocpaTtrsiid Oy dpep

2B 2,5% Tperamosa, 2,5% Maunur, 12,5 mr/ma II9T -acmaparurasa, DocdaTHbril
0y dep

2C 2,5% Tperano3a, 2,5% Mannur, 0,01% Ilommcopbar-80, 12,5 wmr/mn TI9T-
acnaparunasa, @ocdartasrii Oy pep

2D 5% Tperamoza, 0,01% Ilonucop6ar-80, 12,5 mr/mx -acmaparmHasza, ®ocdaTHeri
Oy pep

3A 5% Caxapo3sa, 6,5 mr/ma [13T -acnaparnnasza, ®ocharasii Oy pep

3B 2,5% Caxaposa, 2,5% Mannrur, 6,5 mr/mMa L-Acnaparunasa, @ocdarusriii 6y pep

3C 2,5% Caxaposza, 2,5% Manrautr, 0,01% Ilommcopbar-80, 6,5 wmr/ma L-
Acmaparunasa, @ocpaTasrid Oy pep

3D 5% Caxapo3a, 0,01% Iloaucop6ar-80, 6,5 mr/ma L-Acmaparnrasa, @ocpaTHbIH
Oy dep

4A 5% Tperamosa, 6,5 mr/ma L-acmaparunasza, @ochartusriii 0y pep

4B 2,5% Tperamosa, 2,5% Manuur, 6,5 mr/ma L-Acnaparurasa, @ocdartusrii 0y pep

4C 2,5% Tperanosza, 2,5% Manraur, 0,01% Ilomucop6ar-80, 6,5 wmr/mm L-
Acmaparunasa, @ocpaTasrid Oy pep

4D 5% Tperanosza, 0,01% Ilomucopdat-80, 6,5 mr/ma L-Acnaparunaza, @ocparHbi
Oy dep

Bce maptum, onucanusle B Tabnuia 8, oneHuBanu B TeCTax CTaOMIBHOCTH MPHU
5°C, 25°C u 40°C, u oleHUBAJIH ¢ MOMOIIbIO MaHENH TeCTOB (AKTUBHOCTh, Y IeIbHAs

akTuBHOCTb, benokx, pH, Yucrora (I'®-BIXKX), Arperatsr (I'®-B3XKX), u
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B3BemeHnHble YacTHULBI), B KOTOPBIX ONPENEJSUTH XapaKTEPUCTUKH TMEPBHYHOTO
Ka4eCTBa IMOJUSTHIEHIINKOIb-aCTIaparuHasbl MPU BBICBOOOXKIAEHHH W OTHOCHUTENBHO
crabunpHOCTH. Ha OCHOBaHMM 3THUX aHAJIU30B NaHHBIX CTAOMIBHOCTH, COOPAHHBIX OT
16 pa3naumyHbIX TmpemapaToB, onucaHHeIXx B Tabnmuma 8, caxaposa Oblia
UAEHTU(PHUITUPOBAHA KaK NOAXOASILITU N KPHOIIPOTEKTOP (Hammpumep,
CTaOUIM3UPYIOUI areHT).

PaznuuHbIe KOHLEHTPAIMHU Caxapo3bl TECTUPOBAIHU JJISI OLEHKU KOHIIEHTPAIUH,
noaxonsed kak Hamboyiee HajgekHas (TO €CTb, MEHEe BIHUSIOMAs Ha IMPOTOKOJ
muodpunn3anuu) U Oonee crabuibHa B mpoaykre. [IpuroraBiuBanyu AOMOJTHUTEIbHbIE
OTBITHBIE MAaPTHH, CONEPIKAINNE Pa3IUYHbIE KOHLEHTPALHHN caxapo3bl, Kak 00001meHo
B Tabmuune 9. Konuentpauwmu caxaposbl u [I3I-acnmaparuHasel, mpeacTaBiIeHHBbIC B
Tabnuue 9, yKa3pIBAIOT KOJWUYECTBA, MPUCYTCTBYIOILIME B KOHIEHTPHPOBAHHOM
Hepac(hacoOBaHHOM JIEKAPCTBEHHOM BellecTse. Bo Bpemst mpouecca auoduinsanuy,
(¢bmakoHBl 3amoNHSANM Ha 2,5 MJ mepex HMHULOMANUEH nuoduauMzaumu. ITH
Tuo¢UIN3NpPOBaHHBIE (HJIAKOHBI BOCCTAHABIMBAIH C TOMOIIBIO 5,0 MJI, YTO MPUBOIUIIO
K TMOJIyUEHUI0 KOHEUHBIX KOHIIeHTpauui caxaposbl U IIDI'-acnmaparuHasbl, KOTOpbIe
COCTaBISIOT MNPUOJMMU3UTENBPHO TMOJOBHHY OT TeX KOHLEHTPAIUH, KOTOpPBIE
npencTaBieHbl B TaOnune. B 3ToM mcciaenoBaHum OBLIO MOKa3aHO, YTO MOBBILNIEHHE
COIepKaHHe caxapa MpeJoCTaBJIseT BO3MOXHOCTb Oojiee BBICOKHX TeMIEepaTyp
TMOQUIN3aMY, 4YTO SBJISETCS MEHEe CTPECCOBBIM U JIHOPUIN3UPOBAHHOTO
NPOAYKTA, a TaKXKe YMEHBIIAeT CYMMapHOE BpeMs LUKJA JUOQMIN3ALUA U TPUBOIHT
K 00e3BoxkeHHOMY (OoJsiee cTabUIBbHOMY) THOPUIU3UPOBAHHOMY NPOAYKTY.

Tadauna 9: Tectupyemble KOMIO3ULUU CAXaAPO3bI

Maprus ®DochaTHbIii NaCl (%) Caxapo3sa (mr/mi)’ mor-
oydep (M) Acnaparunasa
(vr/m)’
5A 0,1 0,85 10 (1%) 12,5
5B 0,1 0,85 25 (2.5%) 12,5
5C 0,1 0,85 50 (5%) 12,5
5D 0,1 0,85 75 (7.5%) 12,5
SE 0,1 0,85 100 (10%) 12,5

! KoHueHTpamus Bo BpeMs THO(GHIH3AUHH B 2,5 Mi1/(uakoH. KOHIEHTPALHIO CHHKATH HA MOJOBHHY
TOCJIe BOCCTAHOBJICHHA KOHEYHOTO IpoaykTa ¢ 5 mi/uaaxon B IU.
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IMate mnapruii, onucaHHbix B Tabnauma 9, Takxke OIEHUBAJIH B TeCTax
crabunpHocTH Tpu  5°C, 25°C wm 40°C. AHaJIU3UpOBaJIH KAa4eCTBEHHBIE
XapaKTePHUCTUKHU, TAaKUE KaK aKTUBHOCTb, yJeJbHasi aKTUBHOCTb, Oenok, pH, unucrora
(I'®-B2XX), arperarer (I'®-BDXKX), u B3BelIeHHBbIE YaCTHIBI BO BpPEMS 3TOrO
UCCIIeIOBAHMS CTAOUJIBHOCTH. Pe3yNbTaThl MCCIENOBAHUS YHCTOTH M AKTUBHOCTH MPH
UCCIIEIOBAHUHN «yCKOpeHHOoro crapeHus» (25°C) u crpecca (40°C) nns >3TUX mapTuit
npeacTaBieHbl Ha ¢urypax 2-5. DT naHHble CTAaOMIBHOCTH YKAa3bIBAIOT Ha TO, YTO
npenapar, coxepxkamuii 10% caxaposy (5% caxapo3a mocje BOCCTAHOBJIEHHUS
KOHEYHOTro mpoaykra ¢ 5 mia/pnakon BJIH), obecneduBaeT MpPOAYKT C HamIydlIeH
CTaOMJIBHOCTBIO TIO OTHOLIEHHIO K YHCTOTE M aKTUBHOCTH. Ha npyrue kadecTBEHHBIE
XapaKTePHUCTUKHU Pa3JUUHbIE IPEnapaThl OKa3bIBAJd MEHbIIEH BIUSHUE, a TAKXKE ObLIN
ctabunpHbIiMU B mapTuu ¢ 10% caxaposzoii. Ha @ur. 2 npencrasieH rpaduk 4UCTOTHI
(%) otHocurenpHO BpeMenu (Henmenun) npu 40 °C  gns nTUOPUIN3UPOBAHHBIX
komnozunui I19I-acnaparunassl u3 nmaptuit SA, 5B, 5C, 5D, 5E u 1A. Ha ®ur. 3
npencrasieH rpadpuk s¢pdpexruBroctrn (ME/Mi) oTHOCHTENTBHO BpeMeHHU (HenenHn) Ipu
40 °C pns nuodunusupoBaHHblx komnozuuuit [131-acnaparnnasa u3 naptuii 5C, 5D,
SE u 1A. Ha ®ur. 4 npencrasier rpapux 4uctoThl (%) OTHOCHUTENBHO BpPEMEHH
(Hemenu) mpu 25 °C ans nuoduiau3upoBaHHBIX Kommnosunuii 1191 -acnaparuHasser u3
naptuii SA, 5B, 5C, 5D, SE u 1A Ha ®@ur. 5 npeacrasnen rpadpuk 3¢ peKTHBHOCTH
(ME/mxn) oraocutensHOo BpeMeHu (Henmenu) mpu 25 °C nna nuouUIN3UPOBAHHBIX
xomnosunui I19I'-acnaparunasel u3 naptuit 5C, 5D, SE u 1A

Juogunuzayusn

IIpurorasnusanu Oydep, KOTOpBIH BKIOUaeT Boay mus uHbekuui (BJAN),
IBYXOCHOBHBIH (pocdaTt HaTpus, OATHOOCHOBHBIH (ocdar HATPHs, XJIOPHUA HATPHUS, U
caxaposza. bydep  wucmonb3oBanmm  ans pa3BeNEeHUS ~ KOHLUEHTPUPOBAHHOTO
Hepac(acOBAHHOTO JIEKAPCTBEHHOT'O BEIIECTBA

B/ nobGamnsiiu B XuMu4yeckuil crakan npu 90% mneneBoro Beca, HEOOXOAUMOTO
st moiydeHuss OydepHoro pactBopa. 3areM HMHAMBHAYAJIbHO B3BemuBaiu ¢ocdar
HaTpUsT OAHOOCHOBHBIN, ¢(ocdar HaTpus JOBYXOCHOBHBIH, W XJOPUA HATPUSA H
nobasnsmn k BJIM m cmemmBanm no pactBopeHus. BisemmuBanu HeoOXxommmoe
KOJIMYECTBO €axapo3bl W N00aBISIIN K cMecu OydepHOro pacTBOpa U CMEMIHUBAIH IO
pactBopeHnus. llocae storo musmepsinu 3nadeHue pH pactsopa m nosonunu ao 7,3 +
0,1 myrem mennennoro nodasnenuss NaOH. BJIU nobasnsinu xk OypepHOMY pacTBopy

npu HeoOXOIMMOCTH, U TIUIOTHOCTh KOHIEHTPUPOBAHHOTO HepachacOBAHHOTO
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pacTBOpa MCIMOJb30BAIH JJIs1 B3BEIINBAaHUS TpeOyeMoro o0beMa KOHIIEHTPHPOBAHHOTO
Hepac(hacoOBAaHHOTO pacTBOpa, HeoOxommMoro mist pasmepa maptuu. O6paszen Oydepa
orbupanu Ayl HCCIenoBaHUs caxapo3bl. KOHUEHTpUpOBaHHBIH Hepac(acOBaHHBIH
pacTtBop nobaBisinu k OydepHOMY pacTBOPY M KOHEYHBIH pPAacTBOP CMEIIUBAIN B
teueHue He MeHee (NLT) 10 munyrt. Ilocnme 3aBepuieHHs CMEIIHWBAHHS, IMOJyYald
noaTeepskaaroimue uimepenus pH (7,3 £ 0,1) cBepxy, nmocepenuHe u ¢ I[HA COCyna, W
oOpasubl OTOMpanU IJiE WCIBITAHUS B MHPOLECC MPOM3BOIACTBA OeJika, TIOTHOCTH,
caxapo3bl, u npe-QuabTPalMOHHON OUOHATPY3KH.

ITocne npPUrOTOBJIEHUS pPACTBOPA KOHEYHOrO Ipenapara ero IoaABepraiu
crepunbHON ¢unpTpaunu. IlpenBapuTenbHO NPOCTEPHIN3OBAHHBIE (PUIBTPALMOHHBIE
TpyOONpoBOABl MOMemanu BO (JIAKOH ¢ TNPUTOTOBICHHBIM HepachacoBaHHBIM
nmpernaparoM W 3aTeM Hepac(hacoBaHHBIA mpenapaT QuUIbTpoBaiu depe3 aBa GuiabTpa
0,22 MKM, pacmoJIOKEHHBIM Ha (QUIbTPOBANbHBIE TPYOONMPOBOAAX B MPEABAPUTEIHHO
MPOCTEPUIIM3OBAHHBINA OUOTIpOIIeCCHPYEMBbI MemOK 00beMoM 10 J1 JisT MOATOTOBKH K
3anonHeHuto. Ilocne Toro, kak BeCh MPOAYKT ObLI MepeHEeCeH B OMONMPOLEeCCUPYEMBbIH
memok obvemMoM 10 1, ¢unpTpanuoHHBIE TPYOONMPOBOABI OTCOEAUHSIIN OT
OuomporeccupyeMoro Memka W (QUIBTPHI TECTUPOBAJIM OTHOCHUTENIBHO  HX
nenoctHoctu. Opun 20 ma obOpasen mnepen nuodunuszaumedt orOupanu mnepen
¢unbTpoM (HEQUIBTPOBAHHBIN) W TECTUPOBAJIU IJs OMNpPEAeNIeHUs KOHEYHOU
crienuMKaUU JIEKaPCTBEHHOTO MPOAYKTA.

IToTokoBasi nmarpaMma, MUIIOCTPUPYIOIIAs KOHEYHBIH mpemnapar M CTaauio
crocoba cTepriIbHON QUIbTpalNu, IpeacTaBieHa Ha @ur. 6.

Acenmuueckoe 3anonnenue u 1UOPUIUIAYUS

IMocne 3aBepmeHust crepuibHOW (QuiabTpanuu, Owomermok oOvemom 10 i,
conmepkamuii HepachacoBaHHbE API pacTBOp, NPUCOEOUHSIHN K 3aMOJHSIOIIEMY
TpybompoBoay W 3areM (IIAKOHBI C TPOAYKTOM 3alOJHSJIM TPH LEJNeBOM Bece
HarmojHeHus 2,5 r/¢pIakoH W 4YaCTUYHO 3akpbiBaiu, ucnonab3ys Flexicon FMB210
YVIUIOTHUTENb. 3a BECaMH HAIOJHEHUs HAONIONANHU MyTeM OCYIIECTBJIEHHS MUHHUMYM
onHoWi mpoBepku Beca (1 (dmakoH) NS KaXOOro 3aMOJHAEMOTO TMOAAOHA
(mpousBoACTBEHHBIN npenen: 2,43-2,57 r, npenen npeaynpexaenus: 2,38-2,62 r) Bo
BpeMsi omepanuu 3amoiHeHus. llocnme 3aBeplieHHs oOmepamuy  3aMOJIHEHUS,
tectupoBanu 20 ¢rakoHOB mepen nuoduaM3anueil U BCe OCTABIIMECS 3aMOJIHEHHBIE
(bIaKOHBI MEPEHOCUIN B MONAOHBI IJs JTHOPUIM3ALUMU W3 HEpP)KABEIOLEH CTalu |

3aTe€M 3arpykajlli B TPEABAPUTENBHO OXJAXKIACHHYK CHUCTEMY HJS CYLIKH
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seiMopaskuBanueM (5 °C) 270 gyr® Hull ans muodumusamuu. Ipouecc muodumusanum

BKJIIOUYaeT (a3el, npeacrasiaeHnbie B Tabauue 10.

Tadauua 10: Huka auodpuanzauum - napaMeTpsl npomecca

®da3za repMudecKoii 06padoTKN

Craans Temm. (°C) Bpems nachimenns (MIHYT) Bpems BhLACPKKH (MHHYT)
1 5 0 30
2 -45 100 120
Konaencarop 3amopa:xupanng u Paza orkaunBaHud
Kongeuncarop S.P. -45°C
OrkaunBanue S.P. 60 mTopp

Mepeuunasn ¢pa3a o0e3BOKUBAHUS

Craans Temm. (°C) Bpems nachimenns (MIHYT) BpeMms BBLACPKKHT Baxk. Konmn. S.P.
(MHHYT) (MmTopp)
1 -45 0 30 50
2 -28 60 3860 50
BropuuHnas ¢a3a 00e3B0KUBAHUS
Craans Temm. (°C) Bpems nachimenns (MIHYT) BpeMms BBLACPKKHT Baxk. Konmn. S.P.
(MHHYT) (MmTopp)
1 35 630 1920 50

Ilocne 3aBCPUICHUA LUKIJIA J'II/IO(I)I/IJ'II/ISaLII/II/I, OTKAQYUBAKOIYIO KaME€Py CHOBA 3allOJIHAIN

ra3oo0pa3HbIM a30TOM H (JIAKOHBI MOJHOCTBIO 3akpeiBaiu. IloTokoBasg aumarpamma,

WUTIOCTPUPYIOIIAs CTaAUU MPOLECCa aCENTHYECKOTO 3aNOJHEHHS W JUO(WIN3ALNH,

npencrasiera Ha @ur. 7. Ilocae 3TOro moJHOCTHIO 3aKPbITHE (PIAKOHBI YITAKOBBIBAJIH

B KapToH (90 ¢p1akoHOB/KapTOH) U 3aT€M XPAHUIU U/ UIN OTTPYKAJIH.

Cneyuuxayuu 1uohuruzupoeannoii KoMnosuyuu

Crneundukauuu MpOAYKTOB ISl TUOPUIH3UPOBAHHON KOMITO3UIIUKM TMPEICTABICHBI B

Tabnuue 11.
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Tadnuna 11: Cneunduxkauuu s JHOPUINIHPOBAHHON KOMMNO3HMUUH

TecT

Kpurepuii npuemiieMocTn

Cnoco6 Juodummuposannas Kovmosnmus
BHemHu# BUT ACM-1504 Ocanok ot 6emoro A0 Mo4YTH Oemoro (I0
BOCCTAHOBJICHHUA), BeCUBETHRIN pacTBOP
MOCJIE BOCCTAHOBJICHUSA
IIpospauHOCTh IIpospausslil, HET BUAUMBIX YACTHI[ IOCIE
BOCCTAHOBICHHS
O0BEM HATTOTHCHUA Hna moctasku 5,0 ma (USP)
pH 7,2-7.4
2P PeKTHBHOCTH RDM-10004 600-900 ME/mn
(AKTUBHOCTB)
ViaenpHas aKTUBHOCTb ACM-1510 > 85 ME/mr Ocenka

YuctoTta corinacuo I'®-
BOXX

ACM-1517 RDM-10006

> 95% aKTHBHBIX KOMIIOHEHTOB
< 8% arperaTos

CyMmapHBIii CBOOO HBIN
II3T cormacHo
B2XKX ¢ O®

Cpobonupiii 10K TIOT
coraacao BOXX ¢ O®

ACM-1509 RDM-10007

< 2,0 Mmr/MnI

<0,2 Mr/mMn

N-T'uapOKCUCYKIITUHUMU
(NHS)

ACM-1505

< 2,0 yacT. Ha MJIH

Moaunduxanus ¢
nomonisio TNBS

ACM-1507 RDM-10015

69-82 moap II3I/Moap Oenka

Konnenrpanus O¢iaka ACM-1506 4,5-8,5 Mr/ma
RDM-10005
CrepmibHOCTH USP <71> ITpoxoaut USP TecT Ha CTEPUIBHOCTD
Ob6mas 6e30MacHOCTH USP <88> ITpoxomut USP TecT y MOPCKHUX CBHHOK
21 CFR 610.11 IMpoxoxut USP TecT y MbImei
DHIOTOKCHUH C IIOMOIIBIO ACM-1511 <35 EQ/mn
LAL
> 2 mxMm NMT 27000
Yactun/KonTeiinep'
B3BemeHHBIC YaCTHIBI ACM-0070 > 10 mxm NMT 6000
Yacruw/Koureiinep
> 25 mrm NMT 600
Yacruw/Koureiinep
HcnsiTanue Ha ACM-1805 Je3zaMuHHpPYET acnaparud
HACHTHYHOCTH
OaHOPOJHOCTH COCTaBA RDM-10004 CooteetcTByetr USP

Bpemsa BoccTaHOBIECHUSA

LSNE SOP CQC032"

NMT 3 MUHYTH

Bona (K®)

LSNE SOP CQC0320

NMT 3,0%

1

OCYIIECTBIIAIN NOCae BoccTaHOBIcHUA ¢ B /U,

3a HCKIIOYCHHEM TCCTHPOBAHUA BHCIDHCTO BHIA A0 BOCCTAHOBJICHHA, BCC TCCTHPOBAHHA
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MapTUd MNPOAYKTa

TMOGUIN3NPOBAHHON

KOMIIO3HUIIUHN

npencrasiaeHsl B Tabnune 12 Huke. Pe3ynbraTsl 115 BCEX TPpeX MapTHH MPENCTaBICHBI

B Ipejaeax crneuuukanuii BBICBOOOXKIEHHUS.

Tadnuna 12: AHanu3 napTui AJs JHO(PUIN3ZHPOBAHHBIX KOMIO3HIUHA

Tect Kpurepuii npuemaemMocTn Haprus 1 Haprus 2 aprus 3
BuemHuii Bux Ocanok ot 6e10T0 OO0 MOUTH CooTBeTCTBYET CooTBETCTBYET CooTBETCTBYET
0emoro
BuemHuit sug mocie BecuserHslit pacTsop CooTBETCTBYET CooTBETCTBYET CooTBETCTBYET
BOCCTAHOBICHHS
IIpo3paunocTs MOCTE IIpo3pauHblif, HET BUAUMBIX CooTBeTCTBYET CooTBETCTBYET CooTBETCTBYET
BOCCTAHOBICHHSA YacTHI[ MOCJTIC
BOCCTAHOBJICHUS
O0BEM HANO THEHUS Jasa nocrasku 5,0 ma (USP) 5,5 5,4 5,2
pH 7,2-7 .4 7.4 7.4 7.4
O dexTHBHOCTD 600-900 ME/mx 805 718 741
(AKTHBHOCTB)
YiaenpHas aKTHBHOCTD > 85 ME/mr 0enka 114 111 113
Hucrtora coraacHo ['®- > 95% aKTHBHBIX 97 97 97
BOXKX KOMIIOHEHTOB 5 4 1
< 8% arperaros
CyMMapHBIH ¢BOOO JHBIH <2,0 Mr/mMn 0,9 1,3 0,5
TIDT cormacao BOXKX ¢
(0]¢2]
CsoGomupri 10K I12T <0,2 Mr/mMn 0,1 0,2 0,1
COTIaCHO
B2XKX ¢ OD
N-I'HAPOKCUCY KUHHHMH < 2,0 yact. Ha MJIH 0,1 0,9 0,2
(NHS)
Moauburanus c 69-82 moab 77 77 75
TMOMO MBI II3I'/mMone G6enmka
TNBS
Kounenrpanus 0enka 4.5-8,5 Mr/mMa 7.1 6,5 6,6
CTepUIbHOCTD IIpoxoaut USP tecT Ha H/ I CoOoTBETCTBYET CooTBETCTBYET
CTCPHUIBHOCTH
O0masg 0e30macHOCTD IIpoxomut USP tecty Cormacyercsa Cormacyercsa Cormacyercsa
MOPCKHX CBHHOK
IIpoxogut USP tect y
MBIIIEH
DHIOTOKCHH C MOMOIIBIO <35 ED/mx <4 <4 <4
LAL
B3BemeHHBIE YACT HIIBI >2 Mmxm NMT 1835 530 5834
27000
Uactuw/KoHTEHHED
> 10 mxm NMT 6000 116 12 96
Uactun/KoHTeHHED
> 25 mxm NMT 600 1 1 2
Uactun/KoHTeHHED
Hcnsitanue Ha Je3zaMuHHpyeT H/ I H/ I H/ I
HICHTHYHOCTH acmaparus
OZHOPOJHOCTh COCTABA CootsercTByetr USP COOTBETCTBYET CootBercTByeT | COOTBETCTBYET
Bpema BoccTaHOBICHHUA NMT 3 MHHYTHI <1 <1 <1
Boga (KD) NMT 3,0% 0,1 0,2 0,1
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Hcceneoosanus cmabunsnocmu

[Maptuu 1, 2, u 3 1HOPUIN3UPOBAHHOTO JIEKAPCTBEHHOTO MPOAYKTAa MOMEINANH B IJIs
MOBEIEHUsT TECTOB NOJrocpouyHol cradbmmbHOCTH (2-8°C) M YyCKOPEHHOTO CTapeHus
(25 £ 3°C; 60% + 5% OB). DTy mapTUU TakKe MOMELIalNd B TECT CTAOMIBHOCTH MPH
terioBoMm ctpecce (40 = 2°C; 75% + 5% OB) gns oueHku mpoduist pasyiokeHUs

NPOAYKTA, UHAYUUPOBAHHOIO HAIPEBAHUEM.

HHoneocpounas cmabunsnocme (2-8°C)

JlaHHble  CTAOWJIBHOCTH,  MOJYYEHHbIE  OJig  HapTHH  JTUOPUIN3UPOBAHHOTO

JEKapCTBEHHOTO MPOAYKTA, KOTOPbIE XPAHWJM B JUIUTENbHBIX ycioBusax (2-8°C),

npencrasiensl B Tabnunax 13-16. JlaHHBIE TOATOCPOYHON CTaOMIBHOCTH YKAa3bIBAIOT
Ha TO, YTO JHOPUIU3UPOBAHHBIN JIEKAPCTBEHHBIH MPOAYKT, KOTOPBIH XPAaHMJIH MpHU 5 +
3°C, coxpaHsieTcs XOpOLIO B IIpelesax KpUTepusi NpUeMIeMOCTH AJil BCEX BPEMEHHBIX
Touek crabunpHOCTU. JlaHHBIe coxepskanus Boabl (K®) HaxoxsTcs B auama3oHe
0,96%-1,35% (cnenudukauus = NMT 3,0%) npu ycnoBusix xpaHenus npu 2-8°C B

TeueHue 12 Hemenb. B oTaMuuMe OT KOMMEPYECKM JOCTYMHOTO JKUIAKOTO

JEKApCTBEHHOTO TMPOAYKTA, KOTOprfI ACMOHCTPUPYECT MNOBBIMICHHUE AKTUBHOCTHU U

CHHMIKCHHE 4YHCTOTBI B JHHAMHKCE, 3TOM TECHACHI WU HE Ha6J'II'OI[aeTC$I JIA

TMOGUIN3NPOBAHHBIX KOMIo3uuuil. I'padpuku crabunpHOCTH 15t YUCTOTH (Pur. 8) u

aktuBHOCTH (Pur. 9), a takxke arperaroB (®ur. 10), npu 2-8 °C, mpencraBieHbl Ha

COMPOBOKIAKIHUX PUTYpAX.

Taémna 13: Ilaptus 1 Jlanasie 10JrocpovHoii CTa0NIBHOCTH

Teer Kpurepmii Bpems (Mecsinbr)
MPHEMJIEMOCTH HauaasrHas 3 6
BHemnuit sug Ocanox ot 6em0ro A0 Cormacyerca | Cormacyerca | Cormacyercsa
mouTH 0eI0TO;
BecuserHsIl pacTBOp
MOCJIC BOCCTAHOBICHU
IIpospaunocts IIpospaunslii, HET
BHUIHMBIX Cormacyerca | Cormacyerca | Cormacyercsa
YACTHI MOCTIE
BOCCTAHOBJICHUS
pH 7,2-7,4 7.4 7.4 7.4
O dexTHBHOCTD 600-900 ME/mn 805 750 801
(AKTHBHOCTB)
YiaeapHas aKTHBHOCTD > 85 ME/mr 0enka 114 107 111
> 85% aKTUBHBIX 97,07 96,53 97,68
Yuctora cormacuHo [ ©- KOMIIOHCHTOB,
B2XKX < 8% arperaros 4,73 3,82 5,05
CyMMapHBIH# CBOOO THBIH <6,0 Mr/mMa 0,86 0,86 1,13
IIDT coraacHo
B2OXX ¢ OD
Cymmapusrid 10K TI9T <0,6 Mr/mMa 0,13 0,13 0,14
COTIaCHO
BOXX ¢ OD
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Tect Kpurepuii Bpemsi (Mecsinb)
NPHEMIEMOCTH Hawannnas 3 6 9
Konnenrpauus 6enka 4.5-8,5 Mr/mn 7,06 7,01 7,20 -
B3BemeHHBIE YACT HIIBI 2 Mmkm NMT
27000 1835 - - 204!
Hactuu/KoHTeiiHED
10 mxm NMT 6000
Uactuw/KoHTeiiHep 116 21 126 -
25 mxM NMT 600 1 0 2 -
Hactuu/KoHTeiiHED
BpeMa BoCCTaHOBICHHUA NMT 3 MHHYTHI 0,99 0,99 0,99 -
Bomxa (KO) NMT 3,0% - - - -

! Tect ocymecTBasann B 9 Mecanes, HCmoas3ys MilliQ Bogy A1s BOCCTAHOBICHMS JCKAPCTBCHHOTO

MPOAYKTA.

Tadnuna 14: IlapTua 2 JJaHHble 10JAT0CPOYHON CTAOHJIBHOCTH

Tect Kpurepmii Bpemsi (MecsanbI)
npuememocTy Hauansnasn 3 6 9
Ocanok ot 6em0r0 A0
BHemnuit sug mouTH Oeoro; Cormacyercsa Cormacyer- Cormacyercsa -
BecusetHsrIl pacTBOp ca
mOCJIe BOCCTAHOBICHUS
IIpospaunslii, HET
IIpospauHoCTH BHIUMBIX YACTHI TOCJIE Cormacyercsa Cormacyer- Cormacyercsa -
BOCCTAHOBICHHA cA
pH 7,2-7,4 7.4 7.4 7.4 -
O dexTuBHOCTD 600-900 ME/mn 718 738 741 -
(AKTHBHOCTB)
VaenbHas aKTHBHOCTD 85 ME/mr 6eka 111 115 115 -
85% aKTHBHBIX 97,16 96,94 96,99
Yuctora cormacuHo [ ©- KOMIIOHCHTOB, -
BOXKX < 8% arperaros 4.35 3,85 0,79
CyMMapHBIH# CBOOO THBIH <6,0 Mr/ma 1,31 1,11 0,88 -
II3T cormacHo
B2OXX ¢ OD
Cymmapusiid 10K 130 <0,6 Mr/mMa 0,15 0,13 0,069 -
COTJACHO
BOXX ¢ OD
Kounenrpauus 6emrka 4,5-8,5 Mr/mMn 6,48 6,44 6,44 -
B3BemeHHBIE YACTHIIBI 2 MM NMT
27000 530 - - 207"
Hactuu/Konreitnep
10 mxm NMT 6000
Hactuu/KoHTeitHep 12 55 69 -
25 mxm NMT 600 1 0 0 -
Hactuu/KoHTeitHep
Bpemsa BoccTaHOBIEHHA NMT 3 MHHYTBI 0,99 0,99 0,99
Boxa (KD) NMT 3,0% 0,2%




'Tect ocymecTBaamu B 9 Mecanes, ucmomb3ys MilliQ Boay Ams BOCCTAHOBICHHA JIEKAPCTBEHHOTO

MPOAYKTA.
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Tadauna 15: llapTusa 3 (npamas) JlaHHbIe 70JTrOCPOYHOH CTAOHJIBHOCTH

Tect Kpurepmii Bpemsi (MecsinbI)
NMPHEMJICMOCTH HavaabHas 3 6
Ocanok ot 6em0r0 10
Buemnwuit Bug mouTH Oeoro; Cornacyercsa Cormacyercsa -
BecusetHsrIl pacTBOp
MOCJIC BOCCTAHOBICHUS
IIpospaunslii, HET
IIpo3paunocTs BUIUMBIX Cormacyercsa Cormacyercsa -
YACTHI MOCTIE
BOCCTAHOBICHHS
pH 7,2-7,4 7.4 7.4 -
O dexTHBHOCTD 600-900 ME/mn 741 733 -
(AKTHBHOCTB)
YiaeapHas aKTHBHOCTD > 85 ME/mr 6enka 113 117 -
> 85% aKTUBHBIX 97,05 98,87
Yucrora cormacuo [ ©- KOMIIOHCHTOB, -
BOXKX < 8% arperaros 0,55 0,65
CyMMapHBIH ¢BOOO JHBIH <6,0 Mr/ma 0,45 1,20 -
II3T cormacuo
B2XKX ¢ OD
Cymmapusrid 10K I3 <0,6 Mr/mMa 0,11 0,069 -
COTJACHO
B2XKX ¢ OD
Kounenrpanus 0enka 4.5-8,5 Mr/mn 6,55 6,25 -
B3semeHHBIE YACTHIBI >2 mxMm NMT
27000 5834 - 165"
Hactuu/KoHTeiiHED
> 10 mxMm NMT 6000
Hactuu/KoHTeiiHED 96 90 -
> 25 MrM NMT 600 2 0 -
Uactuw/KoHTeiiHep
Bpemsa BOCCTAHOBJIECHUS NMT 3 MHHYTBI 0,99 0,99 -
Boga (KD) NMT 3,0% 0,1% - -

'Tect ocymecTaamu B 9 Mecanes, uenoabsys MilliQ Boay A1 BOCCTAHOBICHHA

JCKAPCTBCHHOTO MPOAYKTA.

Tadnuna 16: lapTusa 3 (MmuBepTHpoBaHHAas) [laHHbBIE 10JT0CPOYHOI

CTAOMJIBHOCTH
Tect Kpurepmii Bpems (Mecsinbr)
NPHEMJIEMOCTH
Hauanbuas 3
Buemnwuit Bug Ocanox ot 6em0ro A0 Cormacyercsa Cormacyercsa
mouTH 6e10T0;
BecusetHsrIl pacTBOp
MOCJIE BOCCTAHOBICHHUS
IIpospaunslii, HET
IIpo3paunocTs BUIUMBIX Cormacyercsa Cormacyercsa
YaCTHI[ OCJIE
BOCCTAHOBJICHUS
pH 7.2-7,4 7.4 7.4
O dexTHBHOCTD 600-900 ME/mn 741 745
(AKTHBHOCTB)
YiaeapHas aKTHBHOCTD > 85 ME/mr 0enka 113 118
> 85% aKTHBHBIX 97,05 98,90
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Tect Kpurepmii Bpems (Mecsinbr)
NPHEMIECMOCTH
Hauannuasn 3 6 9
Uuctora cormacao I O- KOMIIOHEHTOB, - -
BOXKX < 8% arperaros 0,55 0,63
CyMMapHBIH  CBOOOIHBIH <6,0 Mr/ma 0,45 1,18 - -
II3I' cormacao BIXKX c
(8]¢3]
Cymmapusrii 10K II9T <0,6 Mr/mMa 0,11 < 0,07 - -
COTJIACHO
B2XKX ¢ OD
Kounearpanus 0enka 4.5-8,5 Mr/mMn 6,55 6,29 - -
B3BemeHHBIE YACTHIIBI >2 mxMm NMT
27000 5834 - - -
Uactuw/KoHTeiiHep
> 10 mxm NMT 6000
Hactuu/KoHTeiiHED 96 50 - -
> 25 mxm NMT 600 2 0 - -
Hactuu/KoHTeiiHED
Bpema BoccTaHOBICHHUA NMT 3 MHHYTHI 0,99 0,99 - -
Bonma (K®) NMT 3,0% 0,1% - - -

Yekopennoe cmapenue (25 £ 3°C; 60% + 5% OB)

JlaHHbBIe CTAOMJIBHOCTH AJIS MapTUH THOPUIH3UPOBAHHOTO JIEKAPCTBEHHOT'O MPOAYKTA,
KOTOpbIE XPAaHUIHU B YCJIOBHUAX yCKopeHHoro crapenus (25 + 3°C; 60% +5% OB),
npencrasiedbl B Tabmuiax 17-20. JlaHHble CTaOUJIBHOCTH YKa3bIBAOT HA TO, YTO
TMOQUIN3NPOBAHHBIN JIEKAPCTBEHHBIH MPOAYKT, KOTOPBIH XPAaHWJIN B YCJIOBHSIX
«YCKOPEHHOI'0 CTAapEHHs, COXPAHSIETCS XOPOIIO B Mpeaesiax KPUTEePHs MPUEMIIEMOCTH
IJ1s1 BCeX BpeMEHHBIX Touek ctadbmnpHOocTH. Comepxanme Boabl (K®P) HaxomuTcs B
nuanaszone 1,12%-1,23% (cneuudukauns= NMT 3,0%) npu ycioBuAX XpaHeHUs MpU
25°C B Teuenue 4 Henenb. | padpuku cCTaOMIBHOCTH JJI51 KAYECTBEHHBIX XapaKTEPUCTHK
guctoTsl (Pur. 11) u aktuBHocTH (Pur. 12), a Takxke arperatoB (®Pur. 13), mpu 25 +

3°C mpencTaBjeHBI Ha COMPOBOXKIAIMUX PUTYpaX.

Tadnuna 17: lapTusa 1 JlaHHbIe KYCKOPEHHOI'0 CTAPEHUS»

Tecr Kpurepunii Bpems (Mecsinbr)
MPHEMJIEMOCTH
Hauanan- 1 2 3 6
HAS
Buemnwuit Bug Ocanok ot 0emoro A0 Corna- Corna- Corna- Corna- Corna-
mouTH Oeoro; cyercs cyercs cyercs cyercs cyercd
BecusetHsIl pacTBoOp
MO CJIC BOCCTAHOBICHU
IIpo3paunocTs IIpo3padnsif, HET Cormna- Cormna- Cormna- Cormna- Cormna-
BHIHMBIX cyercs cyercs cyercs cyercs cyercd
YaCTHI[ MOCTIE
BOCCTAHOBICHHS
pH 7,2-7,4 7.4 7.4 7.4 7.4 7.4
D PeXTHBHOCTE 600-900 ME/mn 805 782 809 778 805
(AKTHBHOCTB)
VYiaensHAas aKTHBHOCTH > 85 ME/mr 6enka 114 111 112 111 -
Yucrtora coriacao [ O@- > 85% aKTUBHBIX 97,07 96,43 96,58 96,29 96,88
BOXX KOMIIOHCHTOB,
< 8% arperaros 4,73 - 4.6 4,11 5,9
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Tecr Kpurepunii Bpems (Mecsinbr)
NPHEMIECMOCTH
Havans- 1 2 3 6
HAS
CyMMmapHBI# cBOOOIHEIH <6,0 Mr/mMn 0,86 0,99 1,12 0,74 0,88
II3T cormacuo
B2XKX ¢ OD
Cymmapusiii 10K TIOT <0,6 Mr/mMn 0,13 0,14 0,17 0,12 0,13
corgacao BOXKX ¢ OD
Kounearpanus 0enka 4.5-8,5 Mr/ma 7,06 7,03 7,2 7,02 7,13
Bi3BemeHHbIEC YACTHIIH >2 mxMm NMT
27000 1835 - - 11,753 12,096
Uactuu/KoHTEHHED
> 10 mxm NMT 6000
Uactun/KoHTEHHED 116 - - 70 116
> 25 MmxMm NMT 600 1 - - 1 1
Uactun/KoHTeHHED
Bpema BoccTaHOBICHHUA NMT 3 MHHYTHI <1 <1 <1 <1 <1
Boga (KD) NMT 3,0% - - - - -
Tadnuna 18: IlapTusa 2 JlaHHbIe KYCKOPEHHOI'0 CTAPEHUS»
Teer Kpurepmii Bpems (Mecsinbr)
IPHEMJIEMOCTH Hauannuasn 1 2 3 6
BHemnuit sug Ocanok ot 0emoro A0
mouTH 0eI0TO;
BecuserHsrif pactBop Cormacyercsa Cormna- Cormna- Cormna- -
MOCJIC BOCCTAHOBICHU cyercs cyercs cyercs
ITpo3pauHocTs ITpo3paunsiii, HET
BHIUMBIX YACTHI TOCTIE Cormacyercsa Corna- Corna- Corna- -
BOCCTAHOBICHHS cyercs cyercs cyercs
pH 7,2-7,4 7.4 7.4 7.4 7.4 -
O dexTuBHOCTD 600-900 ME/mx 718 748 733 720 -
(AKTHBHOCTB)
YienbHas aKTHBHOCTD > 85 ME/mr 6enka 111 115 113 116 -
Yuctora cormacuHo [ ©- > 85% aKTUBHBIX 97,16 96,69 96,52 96,79 -
BOXX KOMIIOHCHTOB,
< 8% arperaros 4,35 4,01 3,76 4,31
CyMMapHBIH# CBOOO THBIH <6,0 Mr/mMn 1,31 1,48 1,12 1,16 -
II3T cormacuo BOXKX ¢
oD
Cymmapusiid 10K 130 <0,6 Mr/mMn 0,15 0,18 0,16 0,14 -
cormacao BOXX ¢ OD
Konnenrpauus 6enka 4.5-8,5 Mr/ma 6,48 6,51 6,46 6,21 -
B3BemeHHBIE YACTHIIBI 2 Mmxm NMT
27000 530 - - 10,051 -
Uactun/KoHTEHHED
10 mxmM NMT 6000
Uactuu/KoHTEHHED 12 - - 121 -
25 mxm NMT 600 1 - - 6 -
Uactuu/KoHTEHHED
Bpema BoccTaHOBICHHUA NMT 3 MHHYTHI <1 <1 <1 <1 -
Boga (KD) NMT 3,0% 0,2% - - - -
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Tadnuna 19: lapTua 3 (npsamas) JlaHHbIe KYCKOPEHHOT0 CTAPEHUSI»

Tect Kpurepuii Bpemsi (Mecsinb1)
NPUEMJIEMOCTH Hauannuas 1 2 3
Ocanok ot 6enoro o
Buemuuii Bug mo4uTH O0CI0TO;
BecuserHsrif pactBop Cormacyercsa Cormna- Cormna- Cormna-
MOCJIC BOCCTAHOBICHU cyercs cyercs cyercs
IIpospaunslii, HET
IIpo3pauHoCTH BUIMMBIX JACTHI[ IIOCIIE Cormacyercsa Cormna- Cormna- Cormna-
BOCCTAHOBJICHUS cyercs cyercs cyercs
pH 7,2-7,4 7.4 7.4 7.4 7.4
O dexTuBHOCTD 600-900 ME/mn 741 700 750 718
(AKTHBHOCTB)
YnaenbpHas 85 ME/mr 6emka 113 111 113 -
AKTHBHOCTH
85% aKTHBHBIX 97,05 96,88 97,25 96,98
YucToTa COTIacHO KOMIIOHCHTOB,
T'd-BOXKX < 8% arperaros 0,55 0,62 0,75 0,89
CyMMapHBIH <6,0 Mr/ma 0,45 0,95 1,06 0,87
cBoOo bl [10I
cormacHo BOXX ¢
[8]0))
Cymmapusiid 10K <0,6 Mr/mMa 0,11 <0,07 < 0,07 < 0,07
IIOT coraacHo
BOXX ¢ OD
Konuenrpauus 4.5-8,5 Mr/mMn 6,55 6,28 6,63 6,34
0emka
2 Mmxm NMT
B3semenubIE 27000 5834 - - 8000
YaCTHIBI Hactuu/Konreiinep
> 10 mxm NMT 6000
Uactuw/KoHTeiiHep 96 - - 83
> 25 mxm NMT 600 2 - - 2
Hactuu/KoHTeiiHED
Bpemsa NMT 3 MuHyTH <1 <1 <1 <1
BOCCTAHOBJICHUS
Boga (KD) NMT 3,0% 0.1% - - -
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Tadnuna 20: IlapTus 3 (MuBepTHpoBaHHAas) {aHHbIe KYCKOPEHHOI'0 CTAPEHUS»
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Tect Kpurepmuii Bpemsi (MecsnbI
MPHEMJIEMOCTH Hawansn 1 2 3
as
BHemnuit sug Ocanok ot 6enoro g0
mouTH Oeoro;
BecuserHsrif pactBop Cormna- Cormna- Cormna- Cormna-
MOCJIC BOCCTAHOBICHU cyercs cyercs cyercs cyercs
IIpo3pauHoCTH IIpospaunslii, HET Cormna- Cormna- Cormna- Cormna-
BHIUMBIX YACTHI TOCTIE cyercs cyercd cyercd cyercs
BOCCTAHOBJICHUS
pH 7,2-7,4 7.4 7.4 7.4 7.4
O dexTuBHOCTD 600-900 ME/mx 741 719 733 721
(AKTHBHOCTB)
YiaenbHas aKTHBHOCTD > 85 ME/mr 0enka 113 113 113 113
YucToTa COTIacHO > 85% aKTUBHBIX 97,05 96,76 97,31 97,02
T'®-BOXKX KOMIOHECHTOB, 0,55 0,63 0,72 0,74
< 8% arperaros
CyMMapHBIH <6,0 Mr/mMn 0,45 0,92 1,04 1,22
cBoGoaubId [100°
COTJACHO
BOXX ¢ OD
Cymmapusiid 10K <0,6 Mr/mMn 0,11 < 0,07 < 0,07 0,14
TI3T cormacuHo BOXKX
c OD
Konnenrpauus 6enka 4.5-8,5 Mr/ma 6,55 6,37 6,49 6,38
B3BemeHHBIE YACTHIIBI >2 MM NMT 5834 - - 10,277
27000
Uactun/KoHTeHHED
> 10 mxm NMT 6000 96 - - 113
Uactun/KoHTEHHED
> 25 mxm NMT 600 2 - - 1
Uactun/KoHTeHHED
Bpemsa NMT 3 MHHYTHI <1 <1 <1 <1
BOCCTAHOBJICHUS
Boga (KD) NMT 3,0% 0,1% - - -

Cmabunrsnocme npu mennoeom cmpecce (40 £ 2°C; 75% + 5% OB)

JaHHble CTaOUIBHOCTH AJII MAPTUH TUODUIU3UPOBAHHOTO JIEKAPCTBEHHOTO MPOJAYKTA,
KOTOpPBIE XPAHUIIK B CTPECCOBBIX ycioBusx (40 + 2°C; 75% + 5% OB), npencrapieHsl

B Tabnmumax 21-24. JlaHHble CTAOMJIPHOCTH  YKa3blBAlOT HA  TO 4TO

,
TMOGUIN3NPOBAHHBIN JIEKAPCTBEHHBIH NPOAYKT, KOTOPBI XPAaHWIH B CTPECCOBBIX
YCIOBHSX, COXPAHSIETCS XOPOIIO B MpeAeiiax KpUTEpHUs MPUEMIEMOCTH IJsl BCEeH
NpOAOJUKUTENbHOCTH uccnenoBanuss. Copepxxanne Boxael (K®) Haxogurcs B
nuanaszone 1,16%-1,45% (cneuudukaums = NMT 3,0%) npu XpaHEeHHH B yCIOBHSIX
40°C B teuenue 4 Hemenb. I'paduku crabunpHOCTH AN akTuBHOCTH (Pur. 14) u
yuctoTel (Pur. 15), a taxxke arperaros (Pur. 16), npu 40 + 2°C npexncrasieHbl Ha

COMPOBOKIAKIHUX PUTYpAX.



Tadaunma 21: [lapTusa 1 lanHbIe cTA0HMJIBLHOCTH NMPH TENJOBOM CTpecce
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Tect Kpurepmuii Bpemsi (MecsinbI)
MPHEMJIEMOCTH Hauans- 1 2 3 6
HAS
Ocanox ot 6e10T0 10
Bremuui Bug mo4uTH O0CI0TO;
BecuserHsrif pactBop Cormna- Cormna- Cormna- Cormna- Cormna-
MOCJIC BOCCTAHOBICHU cyercs cyercs cyercs cyercs cyercs
IIpospaunslii, HET
IIpo3paunocTs BUIMMBIX JACTHIL Cormna- Cormna- Cormna- Cormna- Cormna-
MOCJIC BOCCTAHOBICHU cyercs cyercs cyercs cyercs cyercs
pH 7,2-7,4 7.4 7.4 7.4 7.4 7.4
D PeXTHBHOCTE 600-900 ME/mn 805 757 747 759 746
(AKTHBHOCTB)
YiaeapHas aKTHBHOCTD > 85 ME/mr 0enka 114 109 107 107 -
> 85% aKTHBHBIX 97,07 95,02 94,52 93,64 92,64
Yucrtora cormacao [O- KOMIOHECHTOB,
B2XKX < 8% arperaros 4,73 - 4,74 4,31 6,01
CyMMapHBId  CcBOOOIHBIH <6,0 Mr/mMn 0,86 1,07 1,15 0,86 1,07
II3I" coraacuo BOXKX c
(8]¢3]
Cymmapusiii 10K TIOT <0,6 Mr/mMn 0,13 0,15 0,16 0,13 0,14
cormjacao BOXKX ¢ OD
Kounearpanus 0enka 4.5-8,5 Mr/ma 7,06 6,94 7,01 7,09 7,08
B3BemeHHBIE YACT HIIBI >2 MM NMT
27000 1835 - - - 12,025
Uactuu/KoHTEHHED
> 10 mxm NMT 6000
Uactun/KoHTeHHED 116 - - - 53
> 25 MM NMT 600 1 - - - 1
Uactun/KoHTEHHED
Bpema BoccTaHOBICHHUA NMT 3 MHHYTHI <1 <1 <1 <1 -
Boga (KD) NMT 3,0% - - - - -
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Tadaunma 22: [lapTusa 2 /[anHbIe cTA0HMJIBHOCTH NMPH TENJOBOM CTpecce

Tecr Kpurepunii Bpemst (MecsanbI)
MPHEMJIEMOCTH Hawuans- 1 2 3
HAS
Ocanok ot 0emoro 10
Bremuui Bug moyTH OCJIOTO,
BecuserHsrit pactBop Cormna- Cormna- Cormna- Cormna-
MO CJIC BOCCTAHOBICHU cyercs cyercs cyercs cyercs
IIpospaunslii, HET
IIpo3paunocTs BUIUMBIX JACTHIL Cormna- Cormna- Cormna- Cormna-
MOCJIC BOCCTAHOBICHUS cyercs cyercs cyercs cyercs
pH 7,2-7,4 7.4 7.4 7.4 7.4
O dexTHBHOCTD 600-900 ME/mn 718 738 690 694
(AKTHBHOCTB)
YiaenpHas aKTHBHOCTD > 85 ME/wmr 0enka 114 109 107 107
> 85% aKTUBHBIX 97,16 93,91 93,92 93,70
Yucrora cormacuo [ ©- KOMIOHCHTOB, 4,35 3,99 3,71 4,33
BOXX < 8% arperaros
CyMMapHBIH ¢BOOO JHBIH <6,0 Mr/ma 1,31 1,45 1,15 1,26
TI3T cormacuo BOXKX ¢
(0]¢2]
Cymmapusrid 10K I3 <0,6 Mr/mMa 0,15 0,17 0,16 0,14
cormjacao BOXKX ¢ OD
Kounenrpanus 0enka 4.5-8,5 Mr/mn 6,48 6,42 6,4 6,3
B3BemeHHBIE YACT HIIBI >2 mxMm NMT
27000 530 - - -
Hactuu/Konteiinep
> 10 mxm NMT 6000
Uactuw/KoHTeiiHep 12 - - -
> 25 MrM NMT 600 1 - - -
Hactuu/KoHTeiiHED
Bpema BoccTaHOBICHHUA NMT 3 MHHYTHI <1 <1 <1 <1
Boga (KD) NMT 3,0% 0,2% - - -




Tadnuna 23: lapTua 3 (npsamas) JlanHble cTAONABHOCTH NPHU TENJ0BOM CTpecce
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Tect Kpurepmii Bpemsi (MecsinbI)
MPHEMJIEMOCTH Hawuans- 1 2 3
HAS
Ocanox ot 6e10T0 10
Bremuui Bug moyTH OCJIOTO,
BecuseTHsrit pactBop Cormna- Cormna- Cormna- Corn-
MO CJIC BOCCTAHOBICHU cyercs cyercs cyercs cyercs
IIpospaunslii, HET
IIpo3paunocTs BHIHMBIX Cormna- Cormna- Cormna- Cormna-
YaCTHI[ MOCTIE cyercs cyercs cyercs cyercs
BOCCTAHOBICHHS
pH 7.2-7,4 7.4 7.4 7.4 7.4
O dexTHBHOCTD 600-900 ME/mx 741 722 691 681
(AKTHBHOCTB)
YiaenpHas aKTHBHOCTD > 85 ME/mr 0enka 113 112 111 109
> 85% aKTUBHBIX 97,05 96,11 95,4 93,1
Yucrora cormacuo [ ©- KOMIIOHCHTOB,
B2XKX < 8% arperaros 0,55 0,98 2,58 2,88
CyMMapHBIH ¢BOOO JHBIH <6,0 Mr/mMn 0,45 1,1 1,25 0,64
TI3T cormacuo BOXKX ¢
(0]¢2]
Cymmapusrid 10K I3 <0,6 Mr/mMn 0,11 < 0,07 < 0,07 < 0,07
COTJACHO
B2XKX ¢ OD
Kounenrpanus 0enka 4.5-8,5 Mr/mMa 6,55 6,43 6,23 6,25
B3BemeHHBIE YACT HIIBI >2 mxMm NMT
27000 5834 - - 8989
Uactuu/KoHTEHHED
> 10 mxm NMT 6000
Uactun/KoHTEHHED 96 - - 116
> 25 mxm NMT 600 2 - - 2
Uactun/KoHTeHHED
Bpema BoccTaHOBICHHUA NMT 3 MHHYTHI <1 <1 <1 <1
Boga (KD) NMT 3,0% 0,1% - - -
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Tadonuuma 24:

TENMJOBOM CTpECCe

100

ITapTtus 3 (MHBepTHPOBaAHHAS)

JdaHHbIE CTAOHJIBHOCTH

npu

Tecr Kpurepunii Bpemst (MecsanbI)
MPHEMJIEMOCTH Hawuans- 1 2 3
HAS
Ocanok ot 0emoro 10
Bremuui Bug moyTH OCJIOTO,
BecuserHsrit pactBop Cormna- Cormna- Cormna- Cormna-
MO CJIC BOCCTAHOBICHU cyercs cyercs cyercs cyercs
IIpospaunslii, HET
IIpo3paunocTs BUIUMBIX JACTHIL Cormna- Cormna- Cormna- Cormna-
MOCJIC BOCCTAHOBICHUS cyercs cyercs cyercs cyercs
pH 7,2-7.4 7.4 7.4 7.4 7.4
O dexTHBHOCTD 600-900 ME/mn 741 719 668 663
(AKTHBHOCTB)
YiaenpHas aKTHBHOCTD > 85 ME/wmr 0enka 113 113 107 106
> 85% aKTUBHBIX 97,05 96,12 95,31 96,45
Yucrora cormacuo [ ©- KOMIIOHCHTOB,
B2XKX < 8% arperaros 0,55 1,02 1,01 2,74
CyMMapHBIH ¢BOOO JHBIH <6,0 Mr/ma 0,45 1,08 1,25 0,62
TI3T cormacuo BOXKX ¢
(0]¢2]
Cymmapusrid 10K I3 <0,6 Mr/mMa 0,11 <0,07 < 0,07 < 0,07
cormjacao BOXKX ¢ OD
Kounenrpanus 0enka 4.5-8,5 Mr/mn 6,55 6,38 6,23 6,25
B3BemeHHBIE YACT HIIBI 2 MM NMT
27000 5834 - - 9963
Hactuu/KoHTeiiHED
10 mxm NMT 6000
Uactuw/KoHTeiiHep 96 - - 157
25 mxm NMT 600 2 - - 3
Hactuu/KoHTeiiHED
Bpema BoccTaHOBICHHUA NMT 3 MHHYTHI <1 <1 <1 <1
Boga (KD) NMT 3,0% 0,1% - - -

IIpumep 2

Ilonyyanu KOMIO3HLMUIO,

KOTOpad BKJIIOHaJla MNOJUITUIICHTIUKOJb-aCllaparuHasy,

umeromyo CK-II2IT nuakep (TO €CTh, CYKIMHUMHUAMUI-KapOOHATHBIN JHHKED) -

Kajacmaprasa maroJ (CykumHuMunmi kapoonar-nogustuiaenrnukons [CK-TI93T] E.coli

L-acnmaparunasa). CoctaB KoMno3unuu npencrasied B Tabmuie 25.

Tadaunma 25: KoMnoHeHTbl KOMNO3HIHS KAJACHAPra3a naroJi

Komnonent CreneHB KoanyecTrBo Ha r*
YHCTOTHI

Kanacmaprasza maron H/Q 750 ME

JsyxocHoBHEIH (pochaTt HaTpHUA USP 5,58 Mr

OnnoocHOBHEIH (PochaT HATPHA USP 1,29 mr

Xnaopun HaTpHA USP 8,50 mr

Boaa gna wasexiuit (B JAN) USP QSnmo10r
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IIpumep 3

ITocne mony4eHus: KOHLEHTPUPOBAHHON Hepac(pacOBAaHHON KOMIO3UIIUHU, MOXKET OBbITh
MOJIy4eHa auopUIN3NPOBAHHAS KOMIIO3ULIUSI KaJlacrnaprasbl M3T0J u3
KOHIIEHTPUPOBAHHOW HepacdacoBaHHONW Kommno3unuu. Ha @ur. 1 mnpencrasieH
NpUMEP CXE€Mbl TEXHOJOTHYECKOrO MpOoLecca, KOTOPBIH MOXHO HMCHOJb30BaTh JJIs
NOJNIy4YeHUsA JTUOPHUIN3HUPOBAHHON CTAOMIBHOW TMpPHU XPaHEHHUH KOMIIO3ULHUHU B
COOTBETCTBUM C BapUaHTaAMHU OCYIIECTBJEHUs HacToswmen 3asBku. Ilopomoxk
TMOGUIN3NPOBAHHON KOMIO3HIUM JUISI HHBEKIHH MOXKHO IOJIy4aTh B OJHOPAa30OBOM
¢dnakoHe, conepxkamem 3,750 ME aktusHOH kanacmaprassl nmarod (750 ME/mn nocne
BocctaHoBieHus ¢ 5,2 mn B/IM). KommoHeHTH THOGUIN3HPOBAHHON KOMITO3ULUH
MoryT BkJYath 4,5% caxapo3y, NBYXOCHOBHBIH ¢ochar HATpHs, OJHOOCHOBHBIN
dbochar HaTpus, W XJopunx HaTpus mocje  BoccraHoBieHus. Cocras

Tuo(GUIU3NPOBAHHON KOMITO3HUIIUY NIpeacTaByieH B Tabnuue 26.

Tadauna 26: KomnoHeHTh KOMNO3ULHH Kajlacmaprasa miroJi

Komnonent CTeneHb YHCTOTHI KoamyecTBo Ha r*

Kanacmaprasza maron H/A 750 ME

JsyxocHoBHEIH (pochaTt HaTpHUA USP 2,79 Mr

OnnoocHOBHEIH (PochaT HATPHA USP 0,60 mr

Xnaopun HaTpHA USP 4,25 mr 20

Caxaposa HanwonaneHsbri 45 mr
$opmymip (NF)

Boaa gna wasexiuit (B JAN) USP QSmo10r

* 3HAUCHMA MPEIACTABICHH MOCIC BOCCTaHOBICHAS ¢ B/IU

IIpumep 4

3amaueil 3TOTO  HMCCIENOBAHUS  SIBJSUIOCH  o0ecredeHne CpaBHUTENbHOU
dapmakokunernueckoir (PK), dapmakogunamuueckoit (PD) u wuMMyHOreHHOMH
uHpopmanuu s skuakod maracmaprasel (II9I-L-acmaparunassr; Oncaspar®) u
TMoGUIN3NPOBAHHAS NATacIaprasbl, IPpU BBEAEHHH BHYTPUBEHHO, MyTEM MEIJICHHOH
OONFOCHOW WHBEKUHMH, cobakaMm mopoabsl Ournb oauH pa3 ([enp 1) unm onmH pas
exxeHenenapbHo B TeueHue 4 wHemenbp (Jdum 1, 15, 22, 29 u 36). Ilockonbky
BOCCTAHOBJIEHHAas] TUODMIN3NPOBaHHAS M3racmnaprasza OyleT BBOOUTHCS BHYTPUBEHHO
JIOASM, TO TakOW K€ TyThb BBEAEHHUS UCIOJb30BAJM B 3TOM HCCIEIOBAHHUH.

HUccnenoBaHusi eOWHUYHOW 1036l W MOBTOpHOH m03bl PK/PD HeoOxomwmbl s
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ompeneNeHusT M CpaBHEHUA (apMAaKOKMHETHKH W (PapMaKOIMHAMHUKH >KUIKOH W
BOCCTAHOBJICHHON JTMOPUIN3UPOBAHHONW BEpCHUI NMPU 3KBUBAJECHTHOH 103€.

Cobakam moponsl Ourne (HOMHUHaNIBHO S/mon/rpynmy) BBomuau 500 ME/xr
JKUJIKOW Tdracraprasbl WM BOCCTAHOBIIEHHOW JTUO(DUIM3MPOBAHHOW MAracmaprasbl
NyTeM BHYTPUBEHHOH HMHBEKIIMU B Ho3upyeMoMm oObeme 0,667 mu/kr (cm. Tabnumy
27). Cobaxu mopoabl OUTIb UMENTH BO3PACT MPHUOIU3UTENBHO O MECAIeB C BECOM AJIs
Mykckoro nosa ot 7,2 xr 1o 10,7 Kr u keHCcKOoro noJia oT 5,6 xr 10 8,2 kr.

Kunkyro maracmaprazy (5 ma PBS Oygep ¢ 50 MM docpara u 0,85%
¢usuonornueckoro pacrsopa mnpu pH 7,2-7,4) ucnonp3oBaid B MOJYYEHHOM OT
NPOU3BOAUTENST BUIE U HE ObBUIO HEOOXOAMMOCTH B MPUTOTOBJIEHHH Ipernapara.
JInopunuszupoBaHHyO maracnaprasy (cMm. nmpumep 1) mMpUroTaBIMBAIU JJISI BBEASHHS
nyTeM (MCTONB3Ysl WNPHIL ¢ KanuOpom 21) BOCCTAHOBJIEHUS CONEPKUMOro (piakoHa
noMombo 5,2 mia BoAbl ans uabeknuil (BJAM), ncnonp3ys acenTHUUeCKUE METOAUKHU
nns monydenuss 750 ME/ma konnentpamuu. Copepxkumoe (¢akoHa OCTOPOIKHO
BCTPAXMBAJIU A0 MOJHOro pactBopeHus. Cmech BH3yaJbHO KOHTPOJUPOBAIU
OTHOCHUTEJIbHO HAJIMYHUS B3BEIICHHBIC YACTHUIIbI, MyTHOCTH MJIM 00€CIBEYNBAHHS MEPEN
BBefeHHeM. CBexkue npenaparbl NPUTOTABIMBAIN JJs KaXJOTO AHS BBEIEHUS N03bI,

BBIIEPIKUBAasg NPU KOMHATHON TeMIepaTypbl U HCHOJb3ysl B T€UEHHE 2 4aCOB IOCIE

MNPUTOTOBJIICHUS.

Tadnauna 27: IIporokoa u Cxema 103MpoOBaAHUA

I'pymna Jeuenne Jdosa Konnenr- Oonémuas Camusl Camgkn
(ME/ panms a03a cobak codak
KT') (ME/m1) (MJ1/Kr)
1 Kugxas maoracmaprasa - 500 750 0,667 5 6
Enunuunas gosa
2 Kugxas maoracmaprasa - 500 750 0,667 5 5
TlosTopHad mo3a
3 Jnobunu3upoBaHHas 500 750 0,667 5 5
maracmaprasa —
Eaunnunas gosa
4 Jnobunu3upoBaHHas 500 750 0,667 6 5
mIracmaprasa —
TlosTOpHAA J034

JKusotnble B I'pynnax 1 u 3 monydanu eqUHUYHYIO O3y >KUIKOHN M3racnaprasbl

unu TUOoQUIN3UPOBAHHON TAracmaprasbl, COOTBETCTBEHHO B JaeHb 1. JKUBOTHBIE B

I'pynnax 2

TMOGUIN3UPOBAHHON

u 4

nojgy4dajgu MOBTOPHBIC

nsracraprassbl,

JO3bI

COOTBCTCTBCHHO.

SKUOKOU

Beogunu

nsracmnaprasbsl HWIJIH

MEJUJIEHHY IO
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OoNfOCHYIO (B TedeHHe NPUONM3UTENbHO 2 MHHYT) BHYTPHUBEHHYI0 HHBEKIHIO B
TedeHHe 2 YacOB OT MPHUTOTOBJEHHUS TECTUpyeMoro mpemnapara. Hcnomb3oBaiu
OanoHHBbII KkaTeTep (a He KareTep-0a00YKy), C TOCIEAYIOIIMM NPOMBIBAHHEM
(U3UONOTUYECKUM pPacTBOPOM [JIsl OUMINEHUs C KpPBIIKH Karerepa Jro0oro
OCTaBIIErocsl JO3UPOBAaHHOro oObema. IIpsMyr Uriy BCTaBISJIM B KPBILIEYKY
KaTeTrepa IJid TapaHTUPOBAHUSA TOTO, YTO IMOJIOKEHHE WUIJIbl OyIeT OCTaBaThCs
NPaBIJIbHBIM B T€UEHUE 2 MUHYT.

Obpasupl kpoBu oTOHMpany y BCeX JKUBOTHBIX B aAHU 1 u 36 pans
dbapMakoKUHEeTHYECKNX U (hapMaKOAUHAMHUYECKUX aHaau30B. [Ipubnusurensuo 1,0 mu
LeJbHOW KpPOBH TMOJy4Halll B KaXKAYH BPEMEHHYK TOuky. JKUBOTHBIE He
AHEeCTE3UPOBAIM M OHH He OBLIM rOJOAHBIMU Iepen 3a0opoM kpoBu. Kposb cobOupanu
B MPOOHMPKH, COAEPIKALINE AHTHKOATYJSHT HATPUU TeNapuH U MOMELIalyd Ha JKUAKUH
Jeq B BEPTUKAJIbHOM moyiokeHuu. OOpasusl KpoBU HEHTPUPYTHPOBAIU B TEUEHUE S
MUHYT (mpubnuszutensHo npu 3000 o0./mun, npubmusurensHo npu 4°C) npns
MOJy4YEHUs TJIa3Mbl, HAYHUHAS B TEYEHUE 5 MUHYT OT 3a00pa obpa3ua KpOBH.

PD: Opny anukBotry 125 MK mnimasMbl OUOETHPOBAIM B KPUOMPOOUPKY,
npelBapuUTeNbHO 3amojHeHHylo 125 mkn SeraPrep ans omnpeneneHust acnaparvsa.
IIpoGupky wuHBEepTHpOBaHHAs 3 pa3a nis cMmemmuBaHus SeraPrep m cpasy OsicTpo
3aMOPaKMBAJIM B JKUJIKOM a30T€ WM METAaHOJEe/CYXOM JibJie B Te€YeHHE 15 MUHYT OT
3abopa oOpasua kpoBu. Bce anmkBOTHI, comepskamue SeraPrep, aHanmu3upOBaIu IJis
ONpeneNeHNs]  acmaparuHa ¢  TOMOLIbK0  BBICOKO3((EKTUBHON  JKMIKOCTHOM
xpomarorpadguun (BIXKX) ¢ wmacc-cnekrpomerpuueckum oOHapyxkernuem (OKX-
MC/MC).

PK: OcraBmyrocs mia3Mmy pasfgesisuid Ha ABE KPUOMPOOUPKHU ISl ONpeneseHus
AKTUBHOCTb aclaparmHasbl U OBICTPO 3aMopakuBajiu B TedeHue 30 MuUHYT oT 3abopa
obpasua xpoBu. Bce amukBoTh, He coxpepxamue SeraPrep, aHanu3upoBanmM IS
ONpeneNeHNs] aKTUBHOCTU AaclaparhHasbl NyTeM KOJOPUMETPHUYECKOH CMeEeIaHHOH
(bepMeHTaTUBHON peaKIHu.

PesyabpTaThl

AHanussl, OCYIIECTBJEHHBIE  BO  BpeMs  Imepuoja  JIeYeHus 1
TMOGUIM3NPOBAHHON T3racmaprasbl, MOATBEPAMJIM, UYTO BBOJMUJIHU JO3UPOBAHHBIE
mpernaparsl B MOAXOASAIMEH KOHLIEHTpaunu (mpeanojaraemMas KOHUeHTpanus oenka 6,6

Mr/mi u aktuBHOCTh 741 ME/Mun, Ha aHanuzupyemyto naptuw) (Tabnuma 28).
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Taonauua 28: AHAAUTHYECKAA XUMHHA

HurepBan Beaok (Mr/mur) AxtusHocthr (ME/MT)
Cobaxn Cobaxku Codakn Codakn
MYKCKOTO SKEHCKOTO0 | MYKCKOTO JKEHCKOT 0
moJia moJia moJia moJia
Jeup uabekun 1 6,36 6,30 738 722
JeHp uabeKIuu 22 6,55 6,54 794 785
JleHp HHBEKIUH 36 6,30 6,44 722 741

OObenuHeHHBIE CPpENHUE IPYNIIOBBIE 3HaUYEHUsA KOHUEeHTpauuu B miuasme (Cmax)
acrmaparnHa3bl W OOBEIMHEHHBIE CpPEJHHE TPYNIOBBIE 3HAYEHHS IUIOMAIH TIOA
KPHUBBIMH KOHLIEHTPALMH aclapardHasbl B IJIa3Me B JUHAMHKE, OLIEHUBAEMBbIE BILIOTH
no 552 gacoB mocne BBeaeHuss A03bl (AUC(.ss;) B AeHb | W mocje MOBTOPHOTO
IO3UPOBAHUS B AeHb 36, 0000meHsl anst Kaxaoil rpynmnsl (0ObeIMHEHHBIC TOJIBI) B
Tabnuue 29.

Tadnuna 29: Dbuosormyeckas 3JKBHBaJeHTHOCTb: QOObeguHeHHble JdaHHbIE

CpeAHHX IPYyNNOBbIX 3HAYEHHI (00beAHHEHHbIE MOJIbI)

Ipenapar Cpeanee rpynnoeoe 3HavYeHIE Cpeanee rpynnoesoe 3HavYeHIE
(500 ME/KF) Cmax AUC0_552
(MME/mum) (MME/mum)
Hdens 1 Menn 36 Hdens 1 Hdennb 36
Kuagxas T'eometpuue- 9947 19440 2929202 4514287
CKOE CpEAHEE
cpeaHee 10018 19580 2953000 4561000
CcO 1300 2404 405245 648322
KB% 13,0 12,3 13,7 14,2
Juopumusu- [[eomeTpuue- 9393 17416 2603255 4258048
poBaHHAA  |CKOE CpeaHEe
cpeaHee 9416 17480 2611000 4350000
CcO 688 1555 214758 797663
KB% 7,3 8,9 8,2 18,3

HUccnenosanue co3maBaiu B BHAE CXE€MbI C MapaJUIeIbHBIMU TPYIIIAMH U JaHHbBIE
AHATU3UPOBAJIU CTATUCTUYECKH, HCIONb3ysT METOAUKH IUCTIEPCHOHHOTO aHaJu3a.
AnanusupoBanu ganHble Cmax u AUC.ssp; ans oboux nHel, ucmonb3ys ANOVA
MOJeJIb OTHOCHUTENPHO TakuxX (PaKTOPOB KaK COCTaB, BpeMs, TMOJ U HX
B3aUMOJIEHCTBUS.

AHanu3upoOBaJNM JBa Mpenapara Mdracnaprasbl mo oTHomeHurw kK Cmax u
AUC .55 1 COOTBETCTBYyIOIUE ABYCTOpOHHUE 90% noBepUTENbHBIE WHTEPBAJbI IS

COOTHOUIEHHsSI FT€OMETPUYECKUX cpeaHux o0obmensl B Tabmume 30.
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Tadaunua 30: PapmakoknHeTHYECKHE JAHHbIE

ITapamerp Taéamna cpeTHHUX 3HAYEHUIT 90% JopepuTe/bHBIA HHTEPBAJ
npenapatos (o6paTHO COOTHOMI EHHSI CPeAHNX
npeodpaszosannsie - MM E/mut) (JInopunan3upoBaHHLIH/ KATKHH)
Junopuausupo- Kuakmii Huxnanii Coornomenne | Bepxuuii
BAHHBII
Cinax 12790 13943 0,867 0,917 0,970
AUC.s52 3329382 3636380 0,841 0,916 0,996

Jns Cmax OblIuM MOKa3aTeNbCTBA OMOJOTHUYECKONH SKBUBAJIEHTHOCTH, TaK Kak
noseputenbHblii uHTEpBaN (0,867 nmo 0,970) B conmepskancs B KPUTUUECKOHW 0OJACTH.
Hna AUCg.ss; ObLIM A0Ka3aTelnbCTBAa OMOJOTMYECKON 3KBUBAJEHTHOCTH, TakK Kak
nosepureabHblid HHTEpBa (0,841 10 0,996) comeprxancs B KpUTHUECKOH 00macTH.

CpenHnsis MakcuManbHasi KOHIeHTpauus B miasMe (Cmax) maracmaprasbl U
CpenHHe IUIOIMAAN TOJ KPWBBIMU KOHI[EHTpAIUs M3racmapradbl B IUia3Me B
3aBUCUMOCTH OT BPEMEHHU, OLIEHUBAEMBbIE€ BILUIOTh A0 552 4acOB mocjie BBEACHUS O3Bl
(AUCO0,552) B neHp 1 u mocyie MTOBTOPHOTO AO3UPOBAHUS B IeHb 36, 00OOIIEHBI HIXKE
(B 3aBUCHMOCTH OT IMOJIa) CO CPETHEKBAJIPATUUYECKUMH OTKJIOHEHUSMHU B KPYTJIBIX

ckoOxkax B TaGnuue 31.

Tadnuna 31: IIpodpuan KoHueHTpaLHs B NJIa3Me-BpeMs

Hpenapar Cnax MME/Mu) AUC .55 MME.a/m1)
(500 ME/kr) Hens 1 Hens 36 Hens 1 Henn 36
Ocodn Ocodn Ocodn Ocodn Ocodn Ocodn Ocodn Ocodn
MYIKCKOTO [!KE€HCKOT0 [MYKCKOTO [}KEHCKOT0 [MY/KCKOTI0 |:KEHCKOI0 [MYKCKOT 0 |KEHCKOT 0
1oJ1a 1oJ1a 1oJ1a 1oJ1a 1oJ1a 1oJ1a 1oJ1a 1oJ1a
Kunxmit 10700 9450 20200 19000 3250000 | 2660000 | 4660000 | 4470000
(1600) (610) (2700) (2200) | (370000) | (140000) [ (690000) | (670000)
Juopunusu- 9580 9250 17800 17200 2700000 | 2520000 | 4170000 | 4530000
POBAHHBIH (540) (840) (1400) | (1800) |(190000) | (220000) |(1120000)| (320000)

(Cmax)

JIA

B3auMooTHOMmEHUsST MeXAy CpeAHEH MaKCHUMaJbHONH KOHLEHTpauuel B IIa3Me

acraparvuHasbl,

CpeAHUMHA TIUIOMAAAMU TIOJ

TMOGHUIN3NPOBAHHOTO TIperapara

BbBIPpAXXCHBI B

BUOC

CpPaBHEHUIO C *KUIKHUM MpernapaToM U npenactapiensl B Tabnuie 32.

COOTHOHICHUA

KPpUBBIMU KOHUEHTPAUUU

acraparmHasbl B mia3Me B qfuHamuke Bo BpeMeHU (AUCy.s5s2) B ypOBHEM TO3UPOBAHUS

1o
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Tadnuna 32: B3aumooTrHomeHue wmexay cpeanum Cmax, cpeanum AUC wu

YPOBHEM A03UPOBAHUS

Mpemapar |CooTHO Chax COOTHOIIEHUE AUC .55, cooTHOIIEHHE
(500 ME/kr) | menne Henn 1 Hens 36 Hens 1 Hens 36
y(l)););ﬂofi Ocobu Ocobu Ocobu Ocobu Ocobu Ocobu Ocobu Ocobu
HB&IHEH MYIKCKOTO[KEHCKOro| MyKCKOTO | JKEHCKOro |MYKCKOT [[KEHCKOro| My>KCKOT0 | JK€HCKOT0
moJia moJia moJia moJia 0 moJja moJia moJia moJia
Kugxkui 1 1 1 1 1 1 1 1 1
TIHo huusu- 1 0,90 0,98 0,88 0,91 0,83 0,95 0,89 1.0

POBaHHBIH

3nauennsi Cmax u AUC(.ss; Tpu  CHCTEMHO BO3IOEHCTBUM Ha co0ak
acriaparuHasbl OBLITO CXOJIHBIM nocJje BBEICHUS BOCCTAHOBJICHHOM
Tuo(GUIU3NPOBAHHON M3Tacmaprasbl, MO CPABHEHHIO C JKUIKUM IpenapaToM, B IeHb |
U T1OCJ€ TIOBTOPHBIX BBeAeHMH B 1OeHb 36. OTCYTCTBYIOT J0Ka3aTelbCTBa
cymecTBeHHOTO ornuuus wMexnay mnpenaparamu ainsi AUCqg.ss;, HO TOJYYEHBI
HEKOTOpbIe JOKA3aTeJIbCTBA pa3fuumsl MeXAy 3HadeHusmMu Cmax pa3JudyHBbIX
npemnaparoB, rae Cmax mocie BBEOCHHS TUOQMIM3MPOBAHHOTO MPOIYKTA HEMHOIO
Huke (8%), ueM mpu NO3UPOBAHUU B BUJE KHAKOTO Ipemnapara.

3navennsi Cmax u AUC(.ss; NMpu CUCTEMHO BO3AEHCTBUHM Ha CODAK JKEHCKOTO
Mojia acmaparuHasbl B I[€JIOM OBbUTM CXOJHBI C TAaKUMH, KOTOpPbI€ HHIYIUPOBAHBI
BO3JeHCTBUEM y CODAK MYKCKOTO MOJIa U OTCYTCTBYIOT JOKA3aTeIbCTBA KaKUX-TUOO
CTaTUCTUYECKU JOCTOBEPHBIX pAa3JIMYUN, CBS3aHHBIX C TOJOBBIM MPHU3HAKOM, TPHU
cucteMHOM Bo3aeiicTBuu ansa Cmax unu AUC.ss;.

JpyrumMu mapaMeTpaMHu, KOTOpbIe OIEHHBAJIUCh BO BpeMsl MPOBEICHUS
HCCIIeOBaHuUsI, OblLja: »XHU3HECHOCOOHOCTh, KJIMHUYECKHUE HAOIIONEHHs, Macca Tela,
noTpedjieHne MHUINU, YUCIO IbIXaHWW B MHHYTY, TeMIIepaTypa Teja, reMaTOJIOTHS,
CBEPTHIBAEMOCTh U OMOXUMHUSI KPOBH, JUISl 3TUX MapaMeTpOB He HaOII0Manu moOOUYHBIX
3¢ PeKTOB, CBA3AHHBIX C BBEJCHHEM TECTHPYEMOIO Ipenapara.

ITocne moBTOpHBIX BHYTpUBEHHBIX 103 (eHp 36) 3nHaueHuss Cmax U CTEmeHb
(AUCy.s552) cuCTeMHOTr0 BO3JEMCTBHS Ha COOAaK acmaparuHasbl ObUIM BBIIIE, YEM TaKUe
3HAa4YeHHs] Mocje enuHu4YHOW no3bl (JleHp 1 u 3TH paznuuusi ObUIM CTATUCTHYECKU
nocroBepHbiMu (p<0,001). CpenHue CKOPOCTU HAKOIUJIEHUS, pPAaCCUMTAHHbIE Ha
ocHoBanuu 3HaueHul AUCy.ssp (clnegyer OTMETHTb, YTO pa3JIUYHBbIE >KUBOTHBIE
obecrneunBaNy JaHHbIE KaKIbI JA€HB), OblIH OOJbIIE OMHOTO, yKa3biBask Ha TO, YTO
HAKOIJIEHHUE aclmaparuHa3bl MPOUCXOIUT MOCJIe MOBTOPHOTO BHYTPUBEHHOTO BBEIEHMUS

JKUIAKOH nsracmnaprasbl. B oeJoM, ABa Hpfrapara mnasracmnaprasbl MoOKasajlu, 4YTO OHHU
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SIBJSIOTCA  3KBHUBalleHTHbIMU, dYTo Kacaercs Cmax wu AUCy.ssp, Tak Kax
COOTBETCTBYHOLHE AByCcTOpOoHHUE 90% n0oBepUTEIbHbIE HHTEPBAJBI Ji1 COOTHOLIEHUS
reOMETPUYECKOTO CPENHEro NOJHOCTBIO IMOANanaeT B  OOIMENPUHSTHIE MNpPeaelbl
Ouonorndeckoil s>KBHBalieHTHOCTH B wuHTepBane ot 0,8 ot 1,25, OtcyrcTByeT
JOCTOBEPHOE OTJuMuYMe Mexay aByMsi mnpenaparamu, duto kKacaerca AUCp.ssy.
CucremHoe BO3AEHCTBHE acmapardHasbl OBLIO CXOAHBIM IS JBYX MPOAYKTOB H
HEKOTOpPBIE HAKOTIJIEHHE MPOUCXOAUIIO Y O0OOUX IMOJIOB MPHU MOBTOPHOM JO3UPOBAHHH.
AcmaparvH MoJHOCTBIO MOAABJISJICS BILIOTh 10 336 4aCOB y BCEX JKMBOTHBIX M BILJIOTH
10 552 4yacoB y OONBIIMHCTBA U3 HUX.

B zakmtodyeHuwe, OTCYTCTBYIOT 3aMeTHble OTaHYUs Mexnay no3damu 500 ME/kr
aub0  JKUAKOW  mdracmaprasbl HWJIHM  BOCCTAHOBJEHHOW  NHOQUIM3UPOBAHHOU
nsracnaprasbl 51 OHHU UMEIT COMOCTaBUMBIE dbapMakOKHHETHYECKUE,

bapmMakonHAMUYECKHE 1 UMMYHOTE€HHBbIE TTPOQUIIH.

BAPUAHTBI OCYINECTBJIEHUA

B ongHOM BapuaHTE OCYLIECTBIICHHUs, HACTOAIIEE pAaCKpPbITHE oOOecreynBaeT
TMOGHUIN3NPOBAHHYIO CTAOUIBHYIO MPU XPAHEHWH KOMIIO3MIIUIO, KOTOpasl BKJKOYAET
NOJUANKUIEHOKCU-acllaparuHasy, HWMEUYI0 IOJHAJKUJIEHOKCUIHYI  TIpynmy,
KOBAJIEHTHO CBSI3aHHYIO C MIOMOIIBIO JIUHKEpA ¢ acmaparuHasoil. JlnopuiauzuposanHas
cTabunbHas MpH XpaHEHUU KOMIO3UIHS TaKxke BKJo4aeT Oydep, coib u caxap.

B onpeneneHHBIX BapuaHTaX OCYILIECTBJEHHUs, MOJUAJKUIEHOKCUIHAsA IpyIlIa
BKJIOYAeT  IMOJUDTUIIEHIJUKOJIEeBYI0  rpynny. B omnpeneieHHbIX — BapuaHTax
OCYLIECTBJIEHUs, MOJUITUIECHIJUKOJEBass Tpylna HMeeT MOJeKyJIsApHbIi Bec B
unrepsaie oT 2000 go 10000 JansToH. B onpeneneHHbIX BapUaHTax OCYLIE€CTBJICHHUS,
MOJHU3TUJICHIJIUKOJEBAass Trpynna HMeeT MoJaekyaapHelii Bec 5000 JlanpToH. B
ONpEeaeNIeHHBIX BapHaHTaX OCYLIECTBIEHHS, aclaparhHa3a MNpeAcTaBisieT colol L.
coli acmaparuHasy.

B omnpeneneHHBIX BapUaHTaX OCYIIECTBIECHHUS, JIMHKED MPEACTaBIsAeT COOOM
ypeTaHOBbIi JuHKep. B omnpeneneHHbIX BapuUaHTaxX OCYINECTBJIEHUs, JHUHKEP
NpeacTaBisieT COOONH CYKIMHATHBIN JUHKEP.

B onpeneneHHbIX BapuaHTax OCYILIECTBJIEHUS, NMOJHAIKUIEHOKCHA-aciaparudasa
MPUCYTCTBYeT B KoqudecTBe B uHTepBajie oT 500 go 1000 ME/r. B ompeneneHHBIX
BapHaHTax ocyuiecTBieHus, Oydep Bxmouaer ¢ocdarHbiii Oydpep. B onpeneneHHbIX

BapHaHTax ocymecTsieHus, GochaTHeii Oydep BKIOUAET IBYXOCHOBHBIN (ocdar
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HaTpUsT H OOHOOCHOBHBIH ¢ocdar Harpusi. B  ompeneneHHbIX BapUaHTax
OCYIIECTBJICHUs, ABYXOCHOBHBIH (ochar HATpUs NPUCYTCTBYET B KOJUYECTBE B
untepsaise ot 0,1 go 0,5 mac.%. B omnpeneneHHbIX BapHaHTaX OCYLIECTBJEHHS,
OIHOOCHOBHBIH (ocdaT HaTpUs MPUCYTCTBYET B KonudecTse B mHTEepBajie ot 0,01 mo
0,1 mac.%. B onpeneneHHbIX BapwaHTaX OCYMIECTBJIEHUS, COJIb MPENCTABIIET COOOM
XJOpUJ HaTpus. B omnpeneneHHBIX BapuaHTaX OCYLIECTBJIEHMS, XJOPUA HATpUs
NPUCYTCTBYET B KonudecTse B uHTepBase oT 0,1 no 1 mac.%.

B onpeneneHHBIX BapuaHTax OCYINECTBJIEHHUs, caxap BKJIOUYaeT aucaxapun. B
ONpENEeIeHHbIX BapHaHTaxXx OCYLIECTBJEHMS, [OUCAXApHUJ BKJIYaeT caxapo3ly. B
ONpEeNEeIeHHBbIX BAPUAHTAX OCYILIECTBJIEHUS, CaXap BKJIKYAET caxapo3a B KOJIUYECTBE B
unteppase or 1 go 10 mac.%. B omnpegeneHHBIX BapuaHTaxX OCYLIECTBJEHUS,
KOMIIO3ULIUs HAaXOAUTCA B KOHTEWHepe C eAWHHUYHOW n030H. B onpeneneHHbIX
BAPUAHTAX OCYLIECTBJEHHS, KOHTEHHEP C EIMHUYHOW JO030H mpencrasiseT coOoi
¢naxkoH. B onpeneneHHbIX BapHaHTaX OCYyHIECTBJIeHUs, (IAKOH MpENCTaBIsIeT COOOU
3arevyaTaHHbId CTEKJISHHBIN (IIaKOH.

B onpeneneHHBIX BapuaHTax OCYILIECTBJIEHUS, NOJIUAIKUICHOKCHA-acIaparuiasa
npucyTcTByeT B KosmuecTBe 750 ME/r, monmankuiaeHOKCHAHAs TPYyINa BKIIOYAET
NOJHU3TUJICHIJIUKONEBY0 rpynmy ¢  MoJekyJsipabiM Becom 5000  JanbToH,
acrmaparuHasa mnpencraBiseT coboit F. coli acnmaparuHasy, JUHKEpP NpPEACTaBISAET
co0oli yperaHOBbIH nuHKep, Oydep nmpencrasnser codoit ¢pocdaTtHbiilt Oydep BrIIOUAS
IBYXOCHOBHBIH (ochaTt HaTpus B KonmdecTBe B uHTepBajie or 0,25 no 0,3 mac.% u
OAHOOCHOBHBIN (ocdar HaTpus B kohmudecTBe B uHTepBajie ot 0,05 no 0,07 mac.%,
COJIb mpencTapisieT coOOi Xopua HaTpusi B KojaudecTBe B uHTepBasie oT 0,4 mo 0,45
mac.%, u caxap npencrasisier co0oil caxapo3y B KOJWYECTBE B MHTepBajie OoT 4 1o 5
mac.%.

B onpeneneHHBIX BapuaHTax OCYILIECTBJIEHUS, NOJIUAIKUICHOKCHA-acIaparuiasa
npucyTcTByeT B KosmuecTBe 750 ME/r, monmankuiaeHOKCHAHAs TPYyINa BKIIOYAET
MOJUATUJICHIJIMKOJEBYO Tpynmy ¢  MoOJekyJspHeiM  Becom S000  JlanbToH,
acrmaparuHasa mnpencraBiseT coboit F. coli acnmaparuHasy, JUHKEpP NpPEACTaBISAET
co0oli yperaHOBbIH nuHKep, Oydep nmpencrasnser codoit ¢pocdaTtHbiilt Oydep BrIIOUAS
IBYXOCHOBHBIH (ocdar HaTpus B konuuecTse 0,279 mac.% u omHOOCHOBHBIN ¢ocdar
HaTpust B konmuectBe 0,06 mac.%, conp mpeacrtasisier coOO XJjopunx HATpUs B
konuuectBe 0,425 mac.%, u caxap mpexncrasiseT coboil caxapo3y B koiuuectse 4,5

Mac.%. B omnpeneneHHbIX BapuaHTaX  OCYIIECTBIEHUS, IOJHUAJKUIEHOKCHUI-
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acmaparmHasa mpucyTcTByeT B konuuectse 750 ME/r, monnankuneHOKCUIHAS Tpymmna
BKJIOYAET MOJUITUJICHINIMKOJEBYIO Ipynny ¢ MOJeKyJaspHbIM BecoM 5000 JlanbToH,
acrmaparmHasa npencraBiseTr coboit F. coli acnmaparuHasy, JUHKEpP NpPEACTaBIsAET
coboii cykuuHaTHbIA JuHKEep, Oydep mnpencrasmser coboit docharubiii Oydep
BKJIIOYasi IBYXOCHOBHBIN Qocdar HaTpus B KoauyecTBe B mHTepBaje oT 0,25 mo 0,3
Mac.% M OIHOOCHOBHBIN ¢docdar HATpUs B KoaudecTBe B mHTepBaie ot 0,05 mo 0,07
mac.%, COJIb MpeAcTaBisieT coOOH XJIOpUA HATPHUs B KOJUUECTBE B MHTepBase ot 0,4
no 0,45 mac.%, u caxap mpeacrapisieT COOON caxapo3y B KOJUYECTBE B HHTEPBAJIE OT
4 no 5 mac.%.

B onpeneneHHbIX BapuaHTax OCYILIECTBJIEHUS, NMOJHAIKUIEHOKCHA-aciaparudasa
npucyTcTByeT B KosmuecTBe 750 ME/r, monmankuiaeHOKCHAHAs TPYyINa BKIIOYAET
MOJU3TUJICHIJIUKOJNEBY0 Irpynmy ¢  MoJekyJsipaeiM Becom 5000  [lanpToH,
acrmaparmHasa npencraBiseTr coboit F. coli acnmaparuHasy, JUHKEpP NpPEACTaBIsAET
coboii cykuuHaTHbIA JuHKEep, Oydep mnpencrasmser coboit docharubiii Oydep
BKJIFOYasi IBYXOCHOBHBIN (ocdat HaTpusi B komudectBe 0,279 mac.% ¥ OMHOOCHOBHBIN
¢dochar Harpus B konmvyectBe 0,06 Mac.%, conp npencTaBisieT cOOOH XJIOPHUA HATPUS
B kosmuectBe 0,425 mac.%, u caxap mpexactapisier codoil caxapo3y B KonuuecTse 4,5
mac.%.

B onpeneneHHbIX BapuaHTax OCYILIECTBJIEHUS, NMOJHAIKUIEHOKCHA-aciaparudasa
npucyTcTByeT B KosmuecTBe 750 ME/r, monmankuiaeHOKCHAHAs TPYyINa BKIIOYAET
MOJU3TUJICHIJIUKOJNEBY0 Irpynmy ¢  MoJekyJsipaeiM Becom 5000  [lanpToH,
acrmaparmHasa npencraBiseTr coboit F. coli acnmaparuHasy, JUHKEpP NpPEACTaBIsAET
co0oli yperaHOBbIH nuHKep, Oydep nmpencrasnser codoit ¢pocdaTtHbiilt Oydep BrIIOUAS
IBYXOCHOBHBIH (ocdar HaTpus B konmuecTBe 0,558 mac.% u omHOOCHOBHBIN ¢ocdar
HaTpust B konuuectBe 0,129 mac.%, u conp mpexncrtasisier coOOH XJIOpHUA HATPHS B
konuuectBe 0,85 mac.%

B npyrom BapuaHTe OCYINECTBJIEHHUs, HACTOSIIEE pPacKpbITHE OOeCneunBaeT
TMOGHUIN3NPOBAHHYIO CTAOUIBHYIO MPU XPAHEHUH KOMIIO3MIIUIO, KOTOpasl BKIOYAET
NOJUATUIICHIJIMKOJIb-acllaparuiasy, HUMEIIIYK MOJU3TUJIEHIJUKOJIEeBYI0 TIpynny,
KOBAJIEHTHO CBSI3aHHYIO C MOMOINBIO CYKIIMHATHOTO JIUHKepa ¢ F. coli acmaparnHa3oun.
B napyroM BapuaHTE€ OCYIIECTBJIEHHs, HACTOSIIEE pPAaCKpbITHE oOOecrneduBaer
TMOGHUIN3NPOBAHHYIO CTAOUIBHYIO MPU XPAHEHUH KOMIIO3MIIUIO, KOTOpasl BKJOYAET
NOJUATUIICHIJIMKOJIb-acllaparuiasy, HUMEIIIYK MOJU3TUJIEHIJUKOJIEeBYI0 TIpynny,

KOBAJIEHTHO CBS3aHHYIO C MOMOINBIO YPETAHOBOTO JUHKepa ¢ F. coli acmaparnHaoi.
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JlnopunuszupoBanHas cTabuiabHAs TpPU XPaHEHUH KOMIIO3UIMS TAaKKe BKJIIOYAET
docharublii Oydep, conb, U HeoOsI3aTEILHO NHCAXapUI, KaK HU3JIOKEHO B BapUaHTaX
OCYLIECTBJIEHUsS Bblllle. B IpyromM BapuaHTe OCYILECTBJIEHUs, HACTOsIIEE PaCKpBITHE
obecrieunBaeT Croco0 Oe3aMUHHUPOBAHUS aclapardiHa y cyObeKkTa NMyTeM BBEAECHHUS
KOMITO3UIIMH, KaK OMMCAaHO B HACTOsLIEN 3asBKe.

B OomnpeneJeHHbIX BapuaHTax OCYILECTBJIEHHUS, croco0 BKJIOYAET
BOCCTAHOBJIEHHE JHO(PUIN3UPOBAHHOW CTAOMUNBHON MpPU XPaHEHUH KOMIIO3MIIUU B
COOTBETCTBUU € HACTOSIIUM pPACKPBITHEM C TIOJyU€HHEM BOCCTAHOBJIEHHOM
JO3UPOBAHHONW E€IWHUIBI, U BBEAECHUE BOCCTAHOBJIEHHONW JO3UPOBAHHOW €IWHUILIBL
cyOBeKTy i1 Oe3aMHUHHUPOBAaHUs acmaparmHa y cyObekta. B omnpeneneHHBIX
BApDUAHTAaX  OCYLIECTBICHHUS,  BOCCTAHOBJIEHHWE  BKJIIOYaeT  KOMOWHHpPOBAHHE
TMOoGUIN3NPOBAHHON CTAOMIBHON NMPU XPaHEHUH KOMITO3ULMH C BOAOH IJIT HHbEKIHH
(BAN).

B onpeneneHHbIX BapuaHTax OCYLIECTBJIEHMS, JO3UPOBAHHAs €IUHUIIA BKIIOYAET
ot 700 no 800 ME/mMn monuaiKUJIeHOKCHA-aCTIaparuHas3bl.

B onpeneneHHbIX BapuaHTax OCYLIECTBJIEHMS, JO3UPOBAHHAs €IUHUIIA BKIIOYAET
2,5 - 6 wmr/r aByxocHoBHOro ¢ocdara Harpus. B omnpeneneHHBIX BapuUaHTax
OCYIIECTBJICHUs, NO3UPOBAHHAS €NWHHIA BKJO4aeT 2,5 - 3 Mr/r IBYXOCHOBHOTO
dbochara HaTtpus. B omnpeneneHHBIX BapHaHTaX OCYIIECTBJICHHS, JO3WPOBAHHAS
€IMHHIA BKJIIOYAET OT 5 10 6 Mr/T AByXOCHOBHOTO ¢ocdara HaTpus. B onpeneneHHbIX
BapHaHTaX OCYIIECTBJIEHHS, NO3UPOBAaHHAs €JWHHULA BKJIOUYaeT oT 5,25 mo 5,75 mr/r
IBYXOCHOBHOTO ¢ocdara HaTpHsl.

B onpeneneHHbIX BapuaHTax OCYLIECTBJIEHMS, JO3UPOBAHHAs €IUHUIIA BKIIOYAET
or 0,45 no 1,5 mr/r ogHOOCHOBHOTO (pocdara Hatpus. B ompeneneHHBIX BapuaHTax
OCYIIECTBJIEHUs, NO3UpOBaHHAas equHuna Bkiao4daet 0,45 no 0,75 Mr/r OTHOOCHOBHOTO
dbochara HaTtpus. B omnpeneneHHBIX BapHaHTaX OCYIIECTBJICHHS, JO3WPOBAHHAS
equHUNa BKJOYaeT 1 - 2 mr/r ogHoocHoBHOro ¢ocdara mHatpus. B ompeneneHHBbIX
BapUaHTaX OCYIIECTBIICHUs, IO3MPOBAaHHAs eJAWHHULA BkJ4Yaer 1 - 1,5 wmr/r
OHOOCHOBHOTO (pocdara HaTpHs.

B onpeneneHHbIX BapuaHTax OCYLIECTBJIEHMS, JO3UPOBAHHAs €IUHUIIA BKIIOYAET
4 - 9 wmr/r xjpopuza Hatpus. B omnpeneneHHbIX BapUaHTaX OCYIIECTBJIEHHS,
I03WpPOBaHHAs eAWHMIA BKJIO4aeT 4 - 4,5 Mmr/r xnopuna Harpus. B onpeneneHHBIX
BApHUAHTAX OCYINECTBJIEHUs, NO3UPOBAHHAs €JUHHUIA BKIOUYaeT 8 - 9 Mr/r xmopuna

HaTpusl.
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B onpeneneHHbIX BapuaHTax OCYLIECTBJIEHMS, JO3UPOBAHHAs €IUHUIIA BKIIOYAET
caxapo3a. B ompeneseHHBIX BapuaHTax OCYILECTBJIEHHUs, caxapo3a MPHUCYTCTBYET B
Konm4ecTBe B uHTEpBaje ot 40 1o 50 mr/r.

B ompeneneHHbIX BapuaHTax OCYINECTBIEHUS, BOCCTAHOBJIEHHAs JO3UPOBAHHAs
exuHMIA gocTaBaser or 1500 go 3000 ME/m’ MOJIMAJIKUIIEHOKCH-aclaparuHasel
cyObpekTy. B ompeneneHHBIX BapuUaHTaXx OCYLIECTBIEGHHUS, BOCCTAHOBJICHHAs
no3upoBaHHas enuHuna gocrtasiaser ot 2000 mo 2750 ME/m* MOJINAJKHUJIEHOKCH -
acrmaparmHasbl cyObekTy. B omnpeneieHHBIX BapuaHTax OCYIIECTBJIEHHs, CHOCOD
npencrasisieT coboit crnocod sedeHus cyObeKTa OT OMyXOJEeBOrO COCTOsSIHUA. B
ONpeleJeHHbIX BapHaHTaX OCYLIECTBJIEHUs, OINYyXOJIEBOE€ COCTOSHHE MPEeACTaBIsET
coboli  310KauecTBEHHOE HOBOOOpazoBanme. B  ompeneneHHBIX  BapuaHTax
OCYIIECTBJICHHUS], 3JI0KAUYeCTBEHHOE HOBOOOpa3oBaHue MpencTasiiseT cobol neiiko3. B
OTNpeNeIeHHbIX BapHAHTaX OCYIIECTBJICHHS, JIEHKO3 MPEACTaBIsieT OO0 OCTpbId
mumpobnactaeiii  neiiko3 (ALL). B ompeneneHHbIX BapHaHTaxX OCYIIECTBJIEHHS,
JeHKO03 mpeacTaBiasieT coOoi ocTphlii MueTOoUAHbIN Neiiko3 (AML). B onpeneneHHbIX
BAPHUAHTAX OCYLIECTBJICHUS, CYOBEKTY Ha3HAauUE€HA CXeMa JICUCHHS, KOTOpas BKIKOYAET
¢asy wmHnykuuu, ¢a3zy koHconupmanuu u pasy nopdepkaHus. B ompeneneHHBIX
BapHaHTax OCYLIECTBJIEHHUS, crocod BKJIIOYAET BBEJIEHHE eIUHUYHON
BOCCTAHOBJIEHHOW JO3WPOBAHHOHW e€OWHULBI CyOBEeKTY B a3y HUHAYKLUUH W
MHO>XECTBEHHBIX BOCCTAHOBJICHHBIX JO3MPOBAHHBIX E€IUHUL BO BpeMms (¢as3bl
noanepxaHusi. B omnpeneneHHbIX BapuUaHTaX OCYLIECTBJIEHMS, MHOXECTBEHHbIE
BOCCTAHOBJIEHHbIC JO3MPOBAHHBIE EIUHUIBI BBOIIAT CYOBEKTY IyTeM BBEIECHUS
BOCCTAHOBJIEHHONW JO3MPOBAHHOW €AWHHIbBI CyOBEKTy Kaxzable 3 Henenu. B
ONpeleJeHHbIX BapHUaHTaX OCYLIECTBJEHHUS, MHOXECTBEHHbIE BOCCTAHOBJIEHHbIE
IO3MPOBAHHBIE E€IMHULBI BBOASAT CYOBEKTY NIyT€M BBEIEHUS BOCCTAHOBICHHOHN
IO3UPOBAHHON €IMHULIBI CYOBEKTY KakIble 2 HEEH.

B omnpeneneHHBIX BapHaHTaxX OCYLIECTBICHHUS, CYOBEKT NpencTaBisieT COOOH
noApocTka. B ompenmeneHHBIX BapHaHTAaX OCYINECTBJIEHHs, CYOBEKT MpPeaCTaBIsET
co0oii B3pocioro. B onpeneneHHbIX BapuaHTaX OCYIIECTBICHUS, MOJUATKUICHOKCHU]I -
acmaparmHasa NOpUCYTCTByeT B kojudectBe 750 ME/Mu, nonuaikuieHOKCUIHAS
rpynna BKJIOYAeT MOJUITHUICHIJIHUKOJIEBYIO TIPyHnnmy ¢ MOJEKyJsapHbIM Becom 5000
JanpTOH, acmaparuHasa mpexncTtaBisieT cobOodi F. coli acmaparuHasy, JHHKep
npeacTaBisieT cOOOW ypeTaHOBBIH JHHKep, Oydep mpencrasiser coboit ¢pocdaTHIHA

Oydep BkIOUas ABYXOCHOBHBIN ¢ocdaT HATPHUSA B KOJIUYECTBE B UHTEPBAiE OT 2,5 10
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3 Mr/r u omHOOCHOBHBIH (pochar Hatpus B KomuuecTBe B mHTepBaje or 0,5 mo 0,7
MT/T, COJNb MpEeACTaBisAeT cOOOH XJIOPHUA HATPUA B KOJMYECTBE B MHTEpBalie OT 4 10
4,5 mr/r, u caxap mpeacTtapiseT coOol caxapo3y B KoJauuecTBe B mHTepBasie ot 40 mo
50 mr/r.

B onpeneneHHbIX BapuaHTax OCYILIECTBJIEHUS, NMOJHAIKUIEHOKCHA-aciaparudasa
npucyTCTBYeT B KosuuecTBe 750 ME/Mi, monuankuiIeHOKCHUAHAS TpyNIa BKIOYAET
MOJU3TUJICHIJIUKOJNEBY0 Irpynmy ¢  MoJekyJsipaeiM Becom 5000  [lanpToH,
acrmaparmHasa npencraBiseTr coboit F. coli acnmaparuHasy, JUHKEpP NpPEACTaBIsAET
co0oli yperaHOBbIH nuHKep, Oydep nmpencrasnser codoit ¢pocdaTtHbiilt Oydep BrIIOUAS
IBYXOCHOBHBIH (ocdar Hatpus B koamdecTBe 2,79 Mr/r U OOHOOCHOBHBIN ¢ocdar
HaTpust B koxuyectBe 0,6 Mr/r, coip mpexncTaBisieT coOOH XJIOpUA HATPHUS B
konuuecTBe 4,25 Mr/T, U caxap nmpeacTasiseT co0ol caxapo3y B KOJIHYECTBE 45 Mr/T.

B onpeneneHHbIX BapuaHTax OCYILIECTBJIEHUS, NMOJHAIKUIEHOKCHA-aciaparudasa
npucyTCTBYeT B KosuuecTBe 750 ME/Mi, monuankuiIeHOKCHUAHAS TpyNIa BKIOYAET
MOJU3TUJICHIJIUKOJNEBY0 rpynmy ¢  MoJekyJsipabeiM Becom 5000  ManbToH,
acrmaparmHasa npencraBiseTr coboit F. coli acnmaparuHasy, JUHKEpP NpPEACTaBIsAET
coboii cykuuHaTHbIA JuHKEep, Oydep mnpencrasmser coboit docharubiii Oydep
BKJIIOYasi IBYXOCHOBHBIN ocdar HATpUsl B KOJIMYECTBE B MHTEpBaje oT 2,5 - 3 Mr/r u
OAHOOCHOBHBIN Qocdar HaTpus B konudecTBe B uHTepBase ot 0,5 mo 0,7 mr/r, conb
npencTaBiisieT COOON XJIOpUA HATPHS B KOJHYECTBE B MHTepBasie oT 4 no 4,5 mr/r, u
caxap MpeacTaBiisieT coO0H caxapo3y B KojudecTBe B mHTepBaie ot 40 go 50 mr/r.

B onpeneneHHBIX BapHaHTaxX OCYIIECTBJEHUs, MOJHAIKUIEHOKCHA-aciaparudasa
npucyTCTBYeT B KosuuecTBe 750 ME/Mi, monuankuiIeHOKCHUAHAS TpyNIa BKIOYAET
MOJU3TUJICHIJIUKOJNEBY0 Irpynmy ¢  MoJekyJsipaeiM Becom 5000  [lanpToH,
acrmaparmHasa npencraBiseTr coboit F. coli acnmaparuHasy, JUHKEpP NpPEACTaBIsAET
coboii cykuuHaTHbIA JuHKEep, Oydep mnpencrasmser coboit docharubiii Oydep
BKJIIOYasi ABYXOCHOBHBIH (pocdar HaTpus B konudectBe 2,79 MI/r ¥ OXHOOCHOBHBIN
dochar HaTpus B konmuecTBe 0,6 MI/T, CONb MpeACTaBIsAET COOOH XJIOPUI HATPHUS B
KonuuecTBe 4,25 Mr/r, u caxap mpeacraBiseT coboil caxapo3y B KonmdecTse 45 Mr/T.
B npyrom BapuaHTe OCYINECTBJICHUs, HACTOSAIIEE PACKPBITHE OOecmeynBaeT Crocod
NPUTOTOBJICHUS TUOoPUIN3UPOBAHHON KOMITO3ULIUU MOJHUATKUIEHOKCUI -
acraparmHasbl NyTeM JHO(HUIN3alUH BOAHOTO KOHLEHTpaTa KOMIIO3ULIHHU 00pa3oM,
OOCTATOYHBIM [JII TOJYyYEHUs JHUOPUIN3ZUPOBAHHONW CTAOMIBHOW TpPHU XpaHEHUHU

KOMITIO3ULIMH TMOJHUAJTKHUICHOKCUA-aCllaparuHasy. BOI[HbeI KOHOCHTpPAT KOMIIO3UIINU
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BKJIOYAET MOJUAJKUICHOKCU-aCNAaparnHa3y, HMEKINYK IOJHAJIKUICHOKCUIHYIO
rpymy, KOBAJIEHTHO CBSI3aHHYIO ¢ OMOINBIO JIMHKEpA C acmaparuHa3oi, Oydep, cob,
U caxap.

B onpeaeneHHbIX BapHaHTax OCYLIECTBJIEHUS, BOJHBIN KOHIEHTPAT KOMIO3UIIUU
BKJto4aeT oT 1500 mo 3000 ME/Mn monalKuIeHOKCUA-acTiaparuHas3bl.

B onpeaeneHHbIX BapHaHTax OCYLIECTBJIEHUS, BOJHBIN KOHIEHTPAT KOMIO3UIIUU
Bkirouaetr 0,1 mo 0,5 mac.% nByxocHoBHOro ¢ocdara Hatpus. B ompeneneHHBIX
BapHaHTaX OCYIUIECTBJIEHHUs, BOAHBIH KOHLEHTpAT komno3uuuu Bkiarodaer 0,01 mo 0,1
Mac.% OIHOOCHOBHOrO ¢ocdara HATPHS.

B onpeaeneHHbIX BapHaHTax OCYLIECTBJIEHUs, BOJHBIN KOHIEHTPAT KOMIO3UIIUU
Bkyirouaet 0,1 - 1 mac.% xnopunga HaTpus.

B onpeaeneHHbIX BapHaHTax OCYLIECTBJIEHUS, BOJHBIN KOHIEHTPAT KOMIO3UIIUU
BKJIOYAET caxapo3a. B omnpeneiseHHBIX BapHaHTax OCYIIECTBJIEHHUs, caxaposa
MPUCYTCTBYET B KojJuuecTBe B HHTepBaje or 1 go 10 mac.%. B omnpeneneHHbix
BApDMAHTAaX OCYLIECTBICHHUS, CHOCOO Takke BKJIIOYAET TOJyYeHHE BOJHOTO
KOHLIEHTPATa KOMIIO3ULIUH.

B omnpeneneHHBIX BapuaHTaxX OCYLIECTBIEHHS, CHOCOO TakXe BKIIOYAET
BBEJCHUE BOJHOIO KOHLEHTpaTa KOMMOO3MLHMU B KOHTEHHEpP C €JMHUYHOWU A030M U
TMOQUIN3aIUI0 BOJHOTO KOHIIEHTPAaTa KOMIIO3UIIMM B KOHTEHHEpe ¢ eJUHHYHOHN
n0301. B onpeneneHHbIX BapuaHTax OCYIIECTBJIEHUS, KOHTEHHEP C €AUHUYHONU A0301
npencrasiasieT coOol (uakoH. B HEKOTOPBHIX BapuaHTax OCYLIECTBIEHHS, (PIakoH
npencraBiasieT coboil  cTekisHHBIA  (uakoH. B ompemeneHHBIX — BapuaHTax
OCYIIECTBJIEHUs, CIOCOO Takke BKJIOYAET 3arnedaTbiBaHUE JTHOPUIN3HPOBAHHON
KOMIIO3ULIMM B KOHTEHHepe ¢ eAWHUYHOW n030i. B onpeaeneHHbIX BapHaHTax
OCYILIECTBJIEHUSA, MOJUANKUICHOKCUAHAA TPYyINNa BKIOYaeT MOJUSTHIEHIIUKOJIEBYIO
rpynny. B onpeneneHHBIX BapuaHTax OCYLIECTBJICHHUS, MOJUSTUIECHIIUKOJIEBAs
rpynmna HMMeeT MOJIEKYJsIpHbI Bec B uHTepBajse ot 2000 go 10000 [JdanbtoH. B
ONpEAENEHHBIX BAapPHAHTAaX OCYUIECTBJECHHS, MOJUITUICHIJIUKOJNEBAs IPyNna HMeEeT
MosekyasapHbli Bec 5000 JlanpToH. B ompeneneHHBIX BapHaHTaxX OCYLIECTBJICHHS,
acraparmHasa npeacrasisier cobolt F. coli acmaparunasa.

B omnpeneneHHBIX BapUaHTaX OCYIIECTBIECHHUS, JIMHKED MPEACTaBIsAeT COOOM
ypPEeTaHOBBIM JHUHKEpP. B omnpeaeneHHbIX BapUaHTaX OCYIIECTBJEHUs, JHUHKED

NpeacTaBisieT COOONH CYKIMHATHBIN JUHKEP.
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B onpeneneHHBIX BapuaHTax OCYILIECTBJIEHUS, NOJIUAIKUICHOKCHA-acIaparuiasa
npucyTcTByeT B KosmuecTBe 750 ME/r, monmankuiaeHOKCHAHAs TPYyINa BKIIOYAET
NOJHU3TUJICHIJIUKONEBY0 rpynmy ¢  MoJekyJsipabiM Becom 5000  JanbToH,
acmaparmHasa npeacTtaBiisieT cobol E.coli acmaparuHasy, JUHKep MPEACTaBIsieT COOOU
ypeTaHOBBbIH JuHKep, Oydep mnpexncrasmsier coboii ¢ocdaTHbii Oydep BrIrOUas
IBYXOCHOBHBIH (ocdar HaTpus B konumdyecTBe B mHTepBane ot 0,25 mo 0,3 mac.% u
OAHOOCHOBHBIN (ocdar HaTpus B kohmudecTBe B uHTepBajie ot 0,05 no 0,07 mac.%,
COJIb mpencTapisieT coOOi Xopua HaTpusi B KojaudecTBe B uHTepBasie oT 0,4 mo 0,45
mac.%, u caxap npencrasisier co0oil caxapo3y B KOJWYECTBE B MHTepBajie OoT 4 1o 5
Mac.%. B omnpeneneHHbIX BapuaHTaX  OCYIIECTBIEHUS, IOJHUAJKUIEHOKCHUI-
acmaparmHasa mpucyTcTByeT B konuuectse 750 ME/r, monnankuneHOKCUIHAS Tpymmna
BKJIOYAET MOJUITUJICHINIMKOJEBYIO Ipynny ¢ MOJeKyJaspHbIM BecoM 5000 JlanbToH,
acrmaparmHasa npencraBiseTr coboit F. coli acnmaparuHasy, JUHKEpP NpPEACTaBIsAET
coboii cykuuHaTHbIA JuHKEep, Oydep mnpencrasmser coboit docharubiii Oydep
BKJIIOYasi IBYXOCHOBHBIN Qocdar HaTpus B KoauyecTBe B mHTepBaje oT 0,25 mo 0,3
Mac.% M OIHOOCHOBHBIN ¢docdar HATpUs B KoaudecTBe B mHTepBaie ot 0,05 mo 0,07
mac.%, COJIb MpeAcTaBisieT coOOH XJIOpUA HATPHUs B KOJUUECTBE B MHTepBase ot 0,4
no 0,45 mac.%, u caxap mpeacrapisieT COOON caxapo3y B KOJUYECTBE B HHTEPBAJIE OT
4 no 5 mac.%.

B npyrux BapuaHTax OCYUIECTBJICHHS, HACTOAIIEE pPACKpbITHE oOecmeyuBaeT
HaOop, KOTOPBbIH BKJIIOUAET €Ile ABa KOHTEHHepa C €IWHHYHBIMH JO3aMH, KaXIbIH
comepXKamui JTUOQMIN3NPOBAHHYI CTAaOUIBHYIO TIPU XPAaHEHHMH KOMIIO3HIIHIO.
JlnopunuszupoBanHas  cTaOunpHass TpPU  XPAHEHUH  KOMIO3HWIUS  BKJIKOYAET
MOJHAJKUIEHOKCHA-acllaparuHasy, HMMEIYI MNOJHAJKWIEHOKCUAHYIO Tpymnmy,
KOBAJIEHTHO CBSI3aHHYIO C TNOMOIIBIO JIMHKEpa € acmaparuHasoit, Oydep, conp, u
caxap.

B onpeneneHHBbIX BapHaHTax OCYINECTBJIEHHUs, MOJUAJKUICHOKCHUIHAs TIpyIlna
BKJIOYAET MOJUITUIEHINIMKOJEBYK  TIpynnmy. B ompeneneHHbBIX  BapHaHTax
OCYILIECTBJIEHUs, MOJUSTHUIEHIJIUKOJEeBas Tpylnna HMeeT MOJEKYJIAPHBII BeC B
unrepsaie oT 2000 go 10000 JansToH. B onpeneneHHbIX BapUaHTax OCYLIE€CTBJICHHUS,
MOJUATUJICHIJIMKOJEBAsT TIpynna uMmeeT MoJekyaspHbii Bec 5000 JlanptoH. B
ONpEeaeNIeHHBIX BapHaHTaX OCYLIECTBIEHHS, aclaparhHa3a MNpeAcTaBisieT colol L.

coli acmaparuHasa. B omnpeneneHHbIX BapuaHTax OCYLIECTBJIEHUS, JUHKEP
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npeacTtaBiasieT Cco0OH  ypeTaHOBBI  JHHKep. B omnpeneneHHBIX  BapuaHTax
OCYIIECTBJICHUS, TUHKEP NMPEACTABIAET COOO CYKIIMHATHBIA JIMHKED.

B onpeneneHHBbIX BapUaHTax OCYINECTBJIEHUs, NOJUAIKUICHOKCUA-acaparuHasa
NPUCYTCTBYET B KonmdecTBe B MHTepBase or 500 mo 1000 ME/r. B omnpeneneHHBIX
BapHaHTax ocyuiecTBieHus, Oydep Bxmouaer ¢ocdarHbiii Oydpep. B ompeneneHHbIX
BapHaHTax ocymecTsieHus, GochaTueii Oydep BKIOUAET IBYXOCHOBHBIN (ocdar
HaTpUsT H OOHOOCHOBHBIH ¢ocdar Harpusi. B  ompeneneHHbIX BapUaHTax
OCYIIECTBJICHUs, ABYXOCHOBHBIH (ochar HATpUs NPUCYTCTBYET B KOJUYECTBE B
unrepsaie ot 0,1 go 0,5 mac.%. B omnpeageneHHbIX BapuaHTax OCYLIECTBJICHUS,
OIHOOCHOBHBIH (ocdaT HaTpUs MPUCYTCTBYET B KonudecTse B mHTEepBajie ot 0,01 mo
0,1 mac.%. B omnpeneneHHBIX BapHaHTaX OCYLIECTBJCHHS, COJb MPEACTABIsIET COOOH
XJIOpuA HaTpusi. B omnpeneneHHBIX BapUaHTax OCYLIECTBICHHUS, XJOPHUI HATPUA
NPUCYTCTBYET B KonudecTse B uHTepBase oT 0,1 no 1 mac.%.

B onpeneneHHBIX BapuaHTax OCYINECTBJIEHHUs, caxap BKJIOUYaeT aucaxapun. B
ONpENEeIeHHbIX BapHaHTaxXx OCYLIECTBJEHMS, [OUCAXApHUJ BKJIYaeT caxapo3ly. B
ONpeAENEHHBIX BAPUAHTAX OCYLIECTBJIECHHUs, caxap BKJIIOUYAET €aXxapo3a B KOJUYECTBE B
unrepBaie ot | po 10 mac.%. B onpeneneHHbIXx BapuaHTax OCYLIECTBJICHUS,
KOHTEHHEp ¢ €NMHUYHBIMHU A03aMH MPEACTABISIOT coO0i (akoHbl. B onpeneneHHBIX
BapHaHTaX OCYIIECTBJICHUs, (PJIAKOHBI MPEACTABISAIOT COO0U cTek/IsiHHbIE (JIaKOHBI. B
ONpEAECNEHHBIX BapUaHTaxX OCYLIECTBIEHUs, KOHTEHHEP C €AMHHUYHBIMU JA03aMU
3are4aTaHsbl.

B onpeneneHHBIX BapuaHTax OCYILIECTBJIEHUS, NOJIUAIKUICHOKCHA-acIaparuiasa
npucyTcTByeT B KosmuecTBe 750 ME/r, monmankuiaeHOKCHAHAs TPYyINa BKIIOYAET
NOJHU3TUJICHIJIUKONEBY0 rpynmy ¢  MoJekyJsipabiM Becom 5000  JanbToH,
acrmaparuHasa mnpencraBiseT coboit F. coli acnmaparuHasy, JUHKEpP NpPEACTaBISAET
co0oli yperaHOBbIH nuHKep, Oydep nmpencrasnser codoit ¢pocdaTtHbiilt Oydep BrIIOUAS
IBYXOCHOBHBIH (ocdar HaTpus B konumdyecTBe B mHTepBane ot 0,25 mo 0,3 mac.% u
OHOOCHOBHBIH (ocdaTr HaTpus B KonmdecTBe B mHTepBaje oT 0,05 mo 0,07 mac.%,
COJIb mpencTapisieT coOOi Xopua HaTpusi B KojaudecTBe B uHTepBasie oT 0,4 mo 0,45
mac.%, u caxap npencrasisier co0oil caxapo3y B KOJWYECTBE B MHTepBajie OoT 4 1o 5
mac.%.

B onpeneneHHBIX BapuaHTax OCYILIECTBJIEHUS, NOJIUAIKUICHOKCHA-acIaparuiasa
npucyTcTByeT B KosmuecTBe 750 ME/r, monmankuiaeHOKCHAHAs TPYyINa BKIIOYAET

NOJHU3TUJICHIJIUKONEBY0 rpynmy ¢  MoJekyJsipabiM Becom 5000  JanbToH,
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acrmaparmHasa npencraBiseTr coboit F. coli acnmaparuHasy, JUHKEpP NpPEACTaBIsAET
coboii cykuuHaTHbIA JuHKEep, Oydep mnpencrasmser coboit docharubiii Oydep
BKJIIOYasi IBYXOCHOBHBIN Qocdar HaTpus B KoauyecTBe B mHTepBaje oT 0,25 mo 0,3
Mac.% U OmHOOCHOBHBIN (hochar HaTpus B kKonudecTBe B mHTepBaje ot 0,05 mo 0,07
mac.%, COJIb MpeAcTaBisieT coOOH XJIOpUA HATPHUs B KOJUUECTBE B MHTepBase ot 0,4
no 0,45 mac.%, u caxap mpeacrapisieT COOON caxapo3y B KOJUYECTBE B HHTEPBAJIE OT
4 no 5 mac.%. B papyrom BapuaHTe OCYILIECTBJCHHS, HACTOAIIEE PACKPBITHE
obecrieunBaeT cnocod jeueHus: cyObekTa OT OCTPOro MHEJIOUAHOTo Jehko3da (AML).
Cnoco0® Bkiro4aer BBeAeHHE CYOBEKTYy MO3bl MOJIHAIKUICHOKCHI-aclaparnHasbl,
s dexTuBHON s nedeHus y cydbrekta AML, rae monualKHIeHOKCHA-acTiaparnHasa
UMEET MOJHAJKUIEHOKCUIHYIO TPYINY, KOBAJEHTHO CBSI3aHHYIO C MOMOIIBIO JIMHKEPA
C acmaparvHas3omu.

B ompeneneHHbIX BapuWaHTaX OCYLIECTBICHUS, MOJUAIKUICHOKCHUAHAS TpyIIa
BKJIIOYAET MNOJUAITUICHIIIMKOJNEBYIO rpynmy. B ompeneneHHbIX — BapuaHTax
OCYIIECTBJIIEHUs, NOJUITHIEHIJIUKOJEBass Tpylna HMeeT MOJEKYJSIpHBIH BeC B
unrepsaie oT 2000 go 10000 JansToH. B onpeneneHHbIX BapuaHTax OCYLIE€CTBJICHHUS,
NOJHU3TUJICHIJIUKOJEBAass Trpynna HMeeT MoJaekyaapHelii Bec 5000 JlansToH. B
ONpEeaeNIeHHBIX BapHaHTaX OCYLIECTBIEHHS, aclaparhHa3a MNpeAcTaBisieT colol L.
coli acmaparuHasy.

B omnpeneneHHBIX BapUaHTaX OCYIIECTBIECHHUS, JIMHKED MPEACTaBIsAeT COOOM
ypeTaHOBbIH JHHKEp. B omnpeneneHHBIX BapHaHTaX OCYLIECTBICHHUS, JIUHKEP
NpeacTaBisieT COOONH CYKIMHATHBIN JUHKEP.

B onpeneneHHBIX BapuaHTax OCYINECTBJIEHHMs, A03a BkJawdaer ot 700 go 800
ME/mn MOJTHAJIKUIIEHOKCHUT-aCITaparnHa3bl. B OTpeaeNeHHbIX BapHaHTAax
OCYINECTBJIEHUs, a03a BKJIKO4YaeT Oydep u conb. B omnpeneneHHBIX BapuaHTax
ocymecTBieHus, Oydep Bkiaodaer ¢docdarubiii Oydep. B ompeneseHHbIX BapuaHTax
ocymecTBieHus, ¢ocdarubiii Oydep BkIOYAET ABYXOCHOBHBIN (ochaT HATpHUS H
OMHOOCHOBHBIH (pochar Harpus. B ompeneneHHbIX BapuaHTax OCYLIECTBJCHHS, 1034
BKJIIOUaeT 5,25 - 5,75 wmr/r gByxocHoBHOTO (ochara HaTtpus. B ompeneneHHBIX
BapHUAaHTaX OCYINECTBIEHHs, no3a Bkiawvaer 1,0 - 1,5 mr/r ogHoocHOBHOTO (ocdara
HaTpus. B omnpeneneHHBIX BapHaHTAaX OCYLIECTBIECHUS, COJIb MPEACTaBIsAeT COOOH
XJIOpHUA HaTpus. B omnpeneneHHBIX BapHaHTax OCYINECTBJIEHHUs, 1034 BKJIKOUaeT 8 - 9

MT/T XJ0pHUAa HaTPHSL.
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B omnpenenenHHbIXx BapmaHTaX OCYINECTBJEHUs, no03a BkJIw4aer 750 ME/mn
NOJIMATKUIEHOKCHU I-acIaparuHas3bl, MOJUATHJIEHTTUKOJIEBast rpymnmna UMeeT
MoJeKyJsapHbIi Bec 5000 JlanbTOH, acmaparmHasa NpeacTaBiseT coOoi F. coli
acrmaparmHasy, JIMHKEp TpeacTaBiser cobolfl  ypeTaHOBbIH nuHKEp, Oydep
npencrasisier coboit docharueiii Oydep, koTopbli BkIrOUaer 5,25 - 5,75 wmr/r
nByXocHOBHOTrO ¢ocdara Harpus u 1 - 1,5 mr/r ogHoocHOBHOTrO ¢ocdara HATPUSA, H
COJIb BKJIFOYAET 8 - 9 Mr/r Xjopuaa HaTpHUs.

B omnpenenenHHbIXx BapmaHTaX OCYINECTBJEHUs, no03a BkJIw4aer 750 ME/mn
NOJIMATKUIEHOKCHU I-acIaparuHas3bl, MOJUATHJIEHTTUKOJIEBast rpymnmna UMeeT
MoJeKyJsapHbIi Bec 5000 JlanbTOH, acmaparmHasa NpeacTaBiseT coOoi F. coli
acrmaparmHasy, JIMHKEp TpeacTaBiser cobolfl  ypeTaHOBbIH nuHKEp, Oydep
npencrasiusier coboit  ¢ochartHeii  Oydep, KoTopeI BKIOHaeT 5,58 wmr/r
nByxocHoBHOro (ocdara Hatpus u 1,29 mMr/r ogHoocHOBHOro ¢ocdara HATpus, H
COJb BKJIOUYaeT 8,5 Mr/r XJopuga HaTpHUs. B omnpeneneHHbIX BapuaHTax
OCyINeCTBJIeHUs, no3a BkIwdaer 750 ME/mMn nonmankuieHOKCHUI-acraparnHasbl,
MOJU3TUJICHIJIUKOJEBAass rpynna wuMeeT MoJekyiaapHeli Bec 5000 JlanbToH,
acrmaparmHasa npencraBiseTr coboit F. coli acnmaparuHasy, JUHKEpP NpPEACTaBIsAET
coboli CyKIMHATHBIN JuHKEep, Oydep mnpencraBiser coboii ¢ocdarubiti Oydep,
KOTOpBIH BKJOYaeT 5,25 - 5,75 mr/r nsyxocHoBHOTO (pochara Hatpus u 1 - 1,5 mr/r
OJHOOCHOBHOTO (ocdaTa HATPUS, U COJIb BKIIOUAET 8 - 9 MI/r XJiopuaa HaTPHsI.

B omnpenenenHHbIXx BapmaHTaX OCYINECTBJEHUs, no03a BkJIw4aer 750 ME/mn
NOJIMATKUIEHOKCHU I-acIaparuHas3bl, MOJUATHJIEHTTUKOJIEBast rpymnmna UMeeT
MoJeKyJsapHbIi Bec 5000 JlanbTOH, acmaparmHasa NpeacTaBiseT coOoi F. coli
acrmaparmHasy, JIMHKEp TpencTtaBisieT coOolW CyKUMHATHBIA JHHKEp, Oydep
npencrasiusier coboit  ¢ochartHeii  Oydep, KoTopeI BKIOHaeT 5,58 wmr/r
nByxocHoBHOro (ocdara Hatpus u 1,29 mMr/r ogHoocHOBHOro ¢ocdara HATpus, H
COJIb BKJIFOHAET 8,5 MI/r XjJopuaa HaTpusl.

B omnpeneneHHBIX BapHaHTaxX OCYLIECTBICHUs, 1032 BKIOUaeT Oydep, conb U
caxap. B ompeneneHHBIX BapmaHTax OCyIlecTBiIeHHs, Oydep BrirodaeT (ocdaTHBIHA
Oydpep. B ompenenenHbix BapuanTax ocymectBieHus, ¢ocharubiii Oydep BkIIOUaET
IBYXOCHOBHBIH ¢ocdar HaTpus U OOHOOCHOBHBIH (ocdar HaTpus. B onpeneneHHBIX
BapHaHTaX OCYMIECTBJICHUs, N03a BKJ4aer 2,5 - 3 Mr/r aByxocHOBHOro ¢ocdara
HaTpusa. B omnpeneneHHbIX BapuaHTax OCYyLIeCTBJEHHUs, Ao3a Bkiawvaer 0,45 - 0,75

MT/T OOJHOOCHOBHOTO ¢ochara HaTpus. B onpeneneHHBIX BapUaHTaX OCYINECTBJIECHUS,
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COJb TpencTaBisier coOOW XJOpUI HaTpusa. B omnpeneneHHBIX  BapuaHTax
OCYIIECTBJIEHUs, A03a BKIUaeT 4 - 4,5 Mmr/r xmopupa Hatpus. B omnpeneneHHBIX
BApHUAHTAX OCYINECTBJIEHUs, caxap BKJIIOUAET qucaxapu. B onpeneneHHbIX BapuaHTax
OCYIIECTBJICHUs, NHCaXapuJ BKJIKOUYaeT caxapo3dy. B ompeneneHHbIX BapuaHTaxX
OCYIIECTBJIEHHUSI, Caxapo3a MPUCYTCTBYET B KoJinuecTBe B HHTepBaje ot 40 1o 50 mr/r.
B ompeneneHHbIX BapuaHTax OCYIIECTBIeHHs, no03a Bkiawdaer 750 ME/mn
NOJIMATKUIEHOKCHU I-acIaparuHas3bl, MOJUATHJIEHTTUKOJIEBast rpymnmna UMeeT
MoJeKyJsapHbIi Bec 5000 JlanbTOH, acmaparmHasa NpeacTaBiseT coOoi F. coli
acrmaparmHasy, JIMHKEp TpeacTaBiser cobolfl  ypeTaHOBbIH nuHKEp, Oydep
npencrasiasieT cobol  ¢ochartueiii Oydep, koTophii BraOwaer 2,5 - 3 wmr/r
nByxocHoBHOro ¢ocdara varpus u 0,5 no 0,7 mr/r onHoocHOBHOTO (pocara HaTpus,
coip BKiIO4Yaer 4 - 4,5 mr/r xjopupa HaTpus, u caxap Bkiawodaer 40 - 50 wmr/r
caxaposbl.

B omnpenenenHHbIXx BapmaHTaX OCYINECTBJEHUs, no03a BkJIw4aer 750 ME/mn
NOJIMATKUIEHOKCHU I-acIaparuHas3bl, MOJUATHJIEHTTUKOJIEBast rpymnmna UMeeT
MoJeKyJsapHbIi Bec 5000 JlanbTOH, acmaparmHasa NpeacTaBiseT coOoi F. coli
acrmaparmHasy, JIMHKEp TpeacTaBiser cobolfl  ypeTaHOBbIH nuHKEp, Oydep
npencrasiasier coboit  ¢ochartHeii  Oydep, koTopeli BKIOHaer 2,79 wmr/r
nByxocHoBHOro ¢ocara Hatpus u 0,6 Mr/r ogHOOCHOBHOTO ¢ocdara HATPHUsI, COJb
BKJIIOUaeT 4,25 MI/r Xjopupa HaTpus, W caxap BKJIw4aeT 45 Mmr/r caxaposel. B
ONpeNesIeHHbIX  BapUaHTaX  OCYyLIeCTBJEHWs, pgo3a Bkmawoudaer 750 ME/mn
NOJIMATKUIEHOKCHU I-acIaparuHas3bl, MOJUATHJIEHTTUKOJIEBast rpymnmna UMeeT
MoJeKyJsapHbIi Bec 5000 JlanbTOH, acmaparmHasa NpeacTaBiseT coOoi F. coli
acrmaparmHasy, JIMHKEp TpencTtaBisieT coOolW CyKUMHATHBIA JHHKEp, Oydep
npencrasiasieT cobol  ¢ochartueiii Oydep, koTophii BraOwaer 2,5 - 3 wmr/r
nByxocHoBHOro ¢ocdara Hatpus u 0,5 - 0,7 mr/r ogHooCHOBHOTO (ocdara HaTpus,
coip BKiIO4Yaer 4 - 4,5 mr/r xjopupa HaTpus, u caxap Bkiawodaer 40 - 50 wmr/r
caxaposbl.

B omnpenenenHHbIXx BapmaHTaX OCYINECTBJEHUs, no03a BkJIw4aer 750 ME/mn
NOJIMATKUIEHOKCHU I-acIaparuHas3bl, MOJUATHJIEHTTUKOJIEBast rpymnmna UMeeT
MoJeKyJsapHbIi Bec 5000 JlanbTOH, acmaparmHasa NpeacTaBiseT coOoi F. coli
acrmaparmHasy, JIMHKEp TpencTtaBisieT coOolW CyKUMHATHBIA JHHKEp, Oydep

npencrasiasier coboit  ¢ochartHeii  Oydep, koTopeli BKIOHaer 2,79 wmr/r



10

15

20

25

30

119

nByxocHoBHOro Qocdara Harpus u 0,6 Mr/r omHOOCHOBHOTO (hocdara HATPHUs, CONb
BKJIIOUYaeT 4,25 Mr/T XJIoOpuaa HATpUs, U caxap BKJIOYaeT 45 Mr/r caxapossl.

B omnpeneneHHBIX BapuaHTaxX OCYLIECTBIEHHS, CHOCOO TakXe BKIIOYAET
MOJIy4YeHUE JO3UPOBKH IMYTEM BOCCTAHOBJIECHUS TUOQUIN3UPOBAHHON CTAaOUIBHON mpH
XPaHEHUU KOMIIO3ULIUH.

B onpeneneHHbIX BapuaHTax OCYIIECTBJIEHHUs, AO3UPOBKa noctasiseTr ot 1500
o 3000 ME/m’ NMOJUAIKUIIEHOKCHI-acaparnia3sl cyobekry. B omnpeneneHHBIX
BapUaHTax OCYLIECTBJICHUS, AO3UpOBKa paoctaBaser or 2000 pgo 2750 ME/m*
NOJNNATKUJIEHOKCH I-acTlaparuHasbl CyObeKTy.

B omnpeneneHHBIX BapHaHTaX OCYIIECTBJIEHHUs, CyOBEKTy Ha3HaAYe€Ha CXeMa
Je4YeHHs, KoTopas BkIo4aeT ¢a3zy wuHAyKOuU, a3y KoHconmpauuum U Gasy
noaxepXkaHus. B ompeneseHHbIX BapUaHTaX OCYIIECTBJIEHHUs, CIMOCOO BKIOYAET
BBEJCHHE CyOBEKTy €IMHHUYHOH 103bl B a3y MHAYKLUHH U MHOTOKPATHBIX 103 BO
BpeMs (asel moxpmep:kaHus. B ompegeneHHBIX BapHAaHTaX  OCYIIECTBJICHUS,
MHOTOKpPaTHbIE O3Bl BBOIAT CYOBEKTY MyTEeM BBEAECHUS NO3bl CYOBEKTY Kaxkable 3
Henenu. B onmpeneneHHbIX BapuaHTAaX OCYLIECTBJIEHUS, MHOTMOKPATHBIE O3Bl BBOIST
cyOBEKTy MyTeM BBEIECHUS 03bl CYOBEKTY Kakable 2 Heleu.

B omnpeneneHHBIX BapHaHTaxX OCYLIECTBICHHUS, CYOBEKT NpencTaBisieT COOOH
MOJPOCTKA.

B onpeneneHHBIX BapHaHTaxX OCYLIECTBICHHUS, CYOBEKT NpencTaBisieT COOOH
B3POCJIOTO.

HeCMOTpﬂ Ha TO qTo HU3JIOKECHHBIC BBIIIC BapUAHTBI OCYILICCTBIICHBI

>
nzo0pereHust ObLTM OMHUCAHBl Ooyiee MOAOOHO MyTEM HIIIOCTPALMU U IMPUMEPOB IS
obOjieryeHuss MOHUMAHHUS, ISl KBAJIU(UIIUPOBAHHOTO CIEIMAUCTA B TAaHHOW 00JiacTu
TEXHUKU 6YI[6T JJIETKO TIOHATHBIM B CBETC CBeI[eHPIfI, NpeACTAaBJICHHBIX B HACTOALIEM
PaCKpPBITHH, qToO MOTYT 6bITb OCYILIECTBIICHBI ONPEACICHHDIC U3MCHCHUA n
MOI[I/I(bI/IKaLII/II/I 663 OTKJIOHEHUA OT CYHIHOCTU HIIH O6’beMa IMMYHKTOB HpHJ’IO)KeHHOfI
dbopmyabl uzobperenusi. Takum 00pa3oM, MpeAIIECTBYIOIIEE TOJBKO HILTIOCTPUPYET
OCHOBbI BAPUAHTOB OCYIICCTBJICHUA HACTOAIICTO PACKPBITUA. Cne):[yeT NPpHUHATHL BO
BHUMAaHHE, UYTO KBaJ'II/I(bI/IL[I/IpOBaHHbIe CIICIUAJIUCTBI B I[aHHOfI O6J'IaCTI/I TEXHUKU
cMOTyT pa3paboTaTh pa3jIuYHbIE KOMIIOHOBKH, KOTOpbIE, HECMOTpPS Ha TO, 4YTO
KOHKPETHO HE€ OMUNCAHBI UJIKM HE TIPCACTABJIICHBI B HaCTOﬂH_[eI\/'I 3asidBKE, OXBATbLIBAKOTCA

NpUHLOUIIaAaMH BAPUAHTOB OCYIICCTBIICHUA HACTOALIECTO PACKPBITHUA U BKIIIOUYEHBI B €I'0

cymHocTh U 00beM. Kpome Toro, Bce mnpumepbl H yCIOBHble OOO3HAYEHUS,
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NPOLMTHPOBAHHbIE B HACTOSAIIEH 3asBKe, NPUHLUHUMIHAIBHO TMpeIHAa3HAuYEeHbl IS
NOMOILIM CHeUHAJUCTy B TMOHUMAHUM MPUHIMIIOB BapHAHTOB OCYLIECTBJICHUS
HACTOSILIEr0 PACKPBITHS M KOHLENMUHH, KOTOPBIMH H300peTaTeNu BHOCST BKJIaa B
pa3BUTHE YPOBHS TEXHHUKH, U JOJIKHBI pPacCMaTPUBAThCA KaK HE OrpaHUYUBAIOLIEE
TaKUMH Cleuu@uYeckd yKa3aHHbIMH OpuMepaMu H yciaoBusmu. Kpome Ttoro, Bce
yKa3aHUs B HACTOsINEH 3asBKe, H3JOXKEHHbIe MNPUHLMUIbI, ACMEKThl U BapHUAHTBHI
OCYLIECTBJICHUSI HACTOSILIEr0 PACKPBITHA, a TakKkKe HX ClHeuupuyYecKkue MPUMEPHI,
npefiHa3Ha4YeHbl [Jis OXBaTa KakK UX CTPYKTYPHBIX, Tak U (PYHKIHOHAJIbHBIX
SKBUBAJIEHTOB. JIOTOJHHUTENBHO, TMOAPA3yMEBAETCS, YTO TaKHe OSKBHBAJEHTHI
BKJIFOYAIOT KaK H3BECTHBIE B HACTOSILIEE BPEeMs 3KBHUBAJEHTBI, TaK M IKBUBAJCHTHI,
pa3paboTtaHHble B OyaylieMm, TO €CTh JIIOOble pa3pa0OTaHHBIE 3JIEMEHTBHI, KOTOpPBIE
OCYIIECTBJSIOT TaKyl e caMylo (QYHKIHIO, HE3aBHCUMO OT CTPYKTypbl. Takum
obpazoMm, o00beM BapHAaHTOB OCYINECTBJEHUS HACTOAIIErO0  PACKPBITUS  HE
npeaHa3Ha4YeH sl OTPaHUYEHHUs BapUAHTAMU OCYINECTBJIEHHs, MPEACTABICHHBIMH U
ONMHUCAHHBIMH B HacToslmed 3asBke. HaoOopor, o0beM U CYIIHOCTH BapUaHTOB
OCYLIECTBJICHUSI HACTOSILIEr0 PACKPBITHS pPeaJu3ylTCs MNYHKTAMH MPHJIOKEHHOU

bopmMy bl n300peTEeHMS.
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YTOUYHEHHAA ®OPMVYIJIA U30bPETEHU A

1. JKunkass koMno3unusi, KOTopasi COLEpKUT:

MOJIMAJIKMIIEHOKCHA-acriaparuiasy B koHueHnrpanuu 750 ME/mn xomno3unuy;

ABYXOCHOBHBIH (ocdar HaTpus B kKoHueHTpauuu ot 0,5 no 0,6 mac.%;

OHOOCHOBHBIN Pochar HaTpus B koHUeHTpauuu ot 0,1 no 0,2 mac.%,; u

xJiopua HaTpus B kKoHHeHTpauuu ot 0,8 no 1,0 mac.%,

B KOTOPOHW TMOJUAJKUJIEHOKCHUJI-acllaparuHas3a, COJEpXXHUT acraparuHasy
KOBAJIEHTHO CBSI3aHHYIO C IOJUAJKUIEHOKCUAHON TpYyNIION, KOTOpas MHpeacTaBisieT
co00# MOTUITHJICHTJINKOJb, B KOTOPOH MOJUANKUICHOKCUAHAS T'PyIIa, KOBAJEHTHO

CBsA3aHa C IOMOIIBIO Kap6aMaTHOFO JIMHKEpaA C acnaparHHasoﬁ.

2. Komno3uuus mo m. 1, B KOTOpO#l acmaparmHasa mnpexactasisier coboi L-

acraparmHasy.

3. Komno3unusa nmo n. 1, B KOTOPOH MHOJHATUIEHTIHUKONb MPEACTABIsIET COOOMH

MCTOKCUITOJTUSTUIICHTJIUKOJIb.

4. Komnosuuus no n. 1, B KOTOPOU MOJUITUIEHIIUKOJb, UMEET MOJIEKYISAPHbIN

Bec oT 2000 o 10000 JanbToH.

5. Komnosunust mo n. 1, B KOTOPOM MOJUITUIIEHTJIUKOIb, UMEET MOJIEKYJISIPHBIN

Bec 5000 JJanbToOH.

6. Komnosuuus no n. 1, AONOJHUTENBHO CcOAepiKalas THUAPOKCHA HATpPus,

COJITHYHO KUCJIOTY WJIU UX KOMOMHAIIHUIO.

7. Komno3uuus no n. 1, B KOTOPOH NOJHAIKHICHOKCHA-ACaparuHasa, UMeeT

nepuon noaysauMmuHauuu ot 10 no 20 gqHen.

8. Kommosunus no n. 1, B KOTOPOH NOJHAIKUIECHOKCHI-AaClIaparuHasa, UMeeT

Nepuoj NoJy3JIuMUuHanuu ot 14 no 18 guen.

9. XKunkass xoMno3uuus, KOTopast COAEPKHUT:
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MOJUAJIKHJIEHOKCHA-acriaparniasy B koHuenrpanuun 750 ME/mn xomno3unuy;

IBYXOCHOBHBIN pocdar HaTpus B koHUeHTparuu ot 0,558 mac.%;

OIHOOCHOBHBIN pocdart HaTpus B KoHueHrpauuu 0,12 mac.%; u

xJjopup HaTtpus B koHUeHTpauuu 0,85 mac.%,

B KOTOPOHW MOJHUAJKUJICHOKCHUJI-aclaparuHasa, COAEpPKUT achnaparuHasy
KOBAJIEHTHO CBSI3aHHYIO C MOJHAJIKUJIEHOKCUAHOW TpyNIoON, KOTOpas MNpencTaBJseT
co00# MOJUITUJICHTJIMKOJb, B KOTOPOH MOJUANKUICHOKCUAHAS T'PyIa, KOBAJEHTHO

CBsA3aHa C IOMOLIBIO Kap6aMaTHOFO JIUHKEpaA C acnaparHHasoﬁ.

10. IlpumeHeHue KOMMO3ULMH 1O JOOMy u3 m.m. 1-9 B cmocobe nedeHus

OMYXOJIEBOTO COCTOSIHUA Y CyOBEKTa.

11. IIpumenenue no n. 10, B KOTOPOM OMNyXOJIEBOE COCTOSIHUE MNPEACTABISAET
coboil pak, HeoOs3aTeNpbHO, B KOTOPOM paK TMpeAcTaBisieT coOOH JIeHKUMHIO,
HeOoOsI3aTeIbHO, B KOTOPOM JICHKUMHUS IPENCTaBIsIeT cOOO:

(1) octpeiii numdobnacTHeIN Jetiko3 (ALL), nin

(i1) ocTpeIit MuenounHeli neiiko3s (AML).

12. Ilpumenenue mo n. 10 unu 11, B xkoTOpoM CyOBEKTYy Ha3zHa4YeHa CXeMa
Je4YeHus, KoTopas BkJuaeT (asy wuHAyKUMH, (asy KoHcoaumauuu u (¢asy
NoJAJep KaHUs, Heo0sA3aTEeNbHO B KOTOPOM, CIOCOO BKJIKOYAET BBEAEHUE €AMHUYHOM
NO3UPOBAHHOW eNWHULBl CyObekTy B (a3y HUHIAYKUUHM H  MHOXKECTBEHHBIX
AO3UPOBaHHBIX CAUHUILL BO BpEMA (1)213]:;1 nogacpKaHus, JOIIOJIHUTEIIBbHO,
HE0053aTeIbHO MHOYKECTBEHHBIC JO3UPOBAHHBIC €IUHHIBI BBOIST CYOBEKTY MyTeM
BBEJEHHS TO3UPOBAHHOW €UHHIBI CYOBEKTY B AMAMAa30HE 3 HENeJb MIJIM B JHAIa30He

OoJiee ueM 3 Henenb.

13. Ilpumenenue no a0doMy u3 nyHKTOB 10-12, B KOTOpOM:
a. cyOBeKT mpeacTaBisieT coO0OM MONPOCTKA;, WU

b. cyOBekT mpencrapisier coO0 B3POCIIOTO.

14. HabGop, comepxkamuii onmH wid Oojiee KOHTEHHEpP C EeOUHUYHBIMU
I03aMH, KaXXABIH, coxepskamuil JTHOPUIN3UPOBAHHYI CTAaOMIBHYIO NPHU XPaHEHUHU

KOMIIO3UIMIO 1O . 9.
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OTYET O IATEHTHOM IIOUCKE  [HoMmep espasuiickoli sassku:

(ctarpa 15(3) EATIK u npasuno 42 IlaTeHTHOH HHCTPYKLMH K

EAIIK) 202290979

A, KIACCUO®HUKALIWA ITPEOMETA U30BPETEHUA:
AGIK 9/08 (2006.01)

AG1K 38/50 (2006.01)

AG61K 47/60 (2017.01)

AG1K 47/02 (2006.01)

AG61P 35/00 (2006.01)

CornacHo MexayHaponHo¥ narenTHoM knaccHdukannu (MITIK)

5. OBJIACTH HOUCKA:
IIpocMoTpeHHas nokyMeHTanus (cucreMa kiaccHdukanuu u naaekcsl MITK)
A61K 9/08, A61K 38/50, A 61K 47/60, 47/02, A61P 35/00

(OnexTpoHHAs 6a3a JaHHBIX, HCIIOJIL30BABLIAACS IPH MOUCKE (Ha3BaHUE 6a3bl H, €CIIH, BO3MOXKHO, HCIIOJIE3YEMBIE TOHCKOBBIE TEPMHHBI)
EAPATIS, ESPACENET, PATENTSCOPE, USPTO, REAXYS, Google Patents, SInaekc

B. IOKYMEHTDI, CYMTAIOUIMECS PEJIEBAHTHBIMHA

Kareropus* CchUIKkH Ha JOKYMEHTHI C YKa3aHHEM, [JI€ 3TO BO3MOXHO, PEJICBAHTHBIX YacTelt OTHOCHTCSH K MYHKTY Ne
Y ONCASPAR® (PEGASPARGASE). PRESCRIBING INFORMATION. SIGMA-TAU| 1-14
PHARMACEUTICALS, INC., 03/2011 [onnaiin] [HatineHo 2022-12-12]
Haiineno Ha

<https://www.accessdata.fda.gov/drugsatfda: docs/label/2011/103411s51261bl.pdf>
.2 pazgens! 1,2, c.4 pasnen 11, c.5 paznen 14.2

Y SOARES A.L. et al. Effects of polyethylene glycol attachment on physicochemical and 1-14
biological stability of E.coli L-asparaginase. INTERNATIONAL JOURNAL OF
PHARMACEUTICS, 2002, 237, p.163-170

c.164 npaBas KOJOHKa TPETHIA, YeTBEpTHIA ab3alkl, C.165 neBas KOJOHKA NEepBbIi ab-
3all, paBast KOJIOHKA NocieAHui a63an

Y  [EP 0893439 B1 (ENZON, INC) 2005-07-27 1,9
nap. [0009], [0014], [0020]-[0023], [0033], [0036]

Y  [CN 102138909 B (CHANGZHOU QIANHONG BIOPHARMA CO., LTD) 6
0013-03-13

nap.[0018], [0031]

I:I OCJAEAYIOINEC NOKYMCHTBI YKa3aHbl B IPOJO/DKCHUH

«(T» - 6onee NO3AHMIE JOKYMEHT, ONyGIHKOBAHHBIN MOCNE JAaTh! NPHOPHTETA H
NIPUBEICHHBIN U1 IOHHMaHHNA H306peTeHIA

«X» - NOKYMEHT, HMeromuii HanGoee 6/IM3KOE OTHONICHUE K NPEAMETY NOHCKa,
NopoYamuit HOBU3HY WIIM M300peTaTENECKUI YPOBEHB, B3ATHIN B OTACIBHO-
CTH

«Y» - NOKYMEHT, uMelolui HanGonee GMM3Koe OTHONICHHE K NPEAMETY TIOHCKA,
nopoyaimuii H306peTaTeIbCKiil YPOBEHb B COUETaHHH C IPYTHMHU JOKYMEH-
TaMH TOH >ke KaTeropuu :

«&» - JOKYMEHT, ABAIOWAHICA IATEHTOM-aHaIoroM

«L» - IOKYMEHT, NPUBEACHHbIN B IPYTHX LENAX

* Oco6bI¢ KATErOPHH CCHUIOYMHBIX JOKYMEHTOB;

l«A» - IOKyMEHT, onpeaensomuit o6mMil YPOBEHb TEXHHKH

«D» - ZOKYMEHT, IPHUBEACHHBIA B €BPa3UIiCKOM 3a0BKe

<E» - Gonee paHHHIH JOKYMEHT, HO ONTyGIMKOBaHHEIN Ha AaTy NoAa4u

€BPa3sHIICKOM 3a9BKH WM NIOCIIE Hee

[«O» - IOKyMEHT, OTHOCAIIMICA K YCTHOMY PacKpHITHIO, IKCIIOHHPO-
BAHMIO U T.[,

"P" - HOKYMEHT, OMyO/IMKOBAHHBIN 10 AATHI M0Ja4H €BPaA3HICKOH
3asBKH, HO IOCJIE AaThl HCMPALIMBAEMOro NPHOpHTETA"

Jara npoBenenus narentHoro noucka: 08/12/2022

V1I0/THOMOYEHHOE JHLIO: s /‘

3aMeCTHTENb HaYalbHUKA Y IPABJICHAS 3KCIIEPTH3BI /v

HavanbHHK OTI€Na XMMHH U MEHIIHHE A A.B. YeGan
v & (. /
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