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MNaobpeTteHne oTHOCUTCH K BHUOXMMUYECKOR
TEXHOMCTN nonyyeHus Ha OCHOBe
3MBPHOHaNEHBIX TKaHEW Buonorudecku
aKTUBHLIX  npenapaToB. Cnoco®  BKAOYaeT
WaMenbYeHUe MArKUX amOpUOHanbBHBIX TKaHeH,
X FTOMOTeHU3aLMio B AMCNEpPCUOHHORW cpefe Ha
OCHOBe BOAbI OO0 paspyleHWs KNeTOUHbIX

obonovek, oTaeneHne Hepa3pyLlWeHHbIX
KNeTouHbIX  anemeHToB, dpPaKkLWOHMpOBaHMeE
cynepHaTaHTa c BblgeneH1em ueneeoro

npodykra co cpegHed mon. M. meHee 10 k[a,

cTepUnUa3aLuio, Paanve W yKynopky npenapara,
npev STOM  LUEneBOR NpoOyKT BbIASNSOT W
OOHOBPEMEHHO CTepuruayroT
hpaKkLMOHUPOBAHUEM cynepHaTaHTa no
MONEKYNARHOR Macce HENOCPencTBEHHO Nnocne
OTAENEHWA  Hepa3pyleHHbIX  KNeToYHbIX
3NeMEeHTOB. TexHn4eckuiA pesynsrart -
NnoBLILWEHWE CTAaBUNBHOCTHA (hapMakoNorMyecKnx
CBOWCTB LeneBoro npoayxkra [
NPOM3BOONTENBHOCT NPOLECcta W CoKpalleHne
aatpar. 5 3.n. d-nkl.

27132688 C1

RU



889¢¢lZ N

0]

RUSSIAN AGENCY
FOR PATENTS AND TRADEMARKS

12 ABSTRACT OF INVENTION

(19)

RU"" 2132688

(51) Int. CI.8

13)

C1
A 61 K 35/48

(21), (22) Application: 96115729/14 , 29.07.1996
(30) Priority: 25.07.1996 UA 96072998
{48) Date of publication: 10.07.1999

{98) Mail address:

254201, Kiev, ul.Poljarnaja 13, kv.81, Kutsevich V.L.

(71) Applicant:
Shorokh Dmitrij Borislavovich (UA)

(72) Inventor: Shorokh Dmitrij Borislavovich (UA),
Pisotskij Anton Anatol'evich (UA), Shevchenko
Aleksandr Aleksandrovich (UA), Voloshchenko
Jurij Vasil'evich (UA), Didenko Natal'ja Jur'evna
(UA)

(73) Proprietor:
Shorokh Dmitrij Borislavovich (UA)

(54) METHOD OF PREPARING BIOLOGICALLY ACTIVE PREPARATIONS FROM EMBRYONAL TISSUES

(57) Abstract:

FIELD: hiochemical technology.
SUBSTANCE: method involves milling the soft
embrycnal tissues, their homogenization in
water-base dispersion medium up to cellular
envelopes disruption, discarding
nondisrupted cellular fragments and
fractionation of supernatant to obtain the
end product exhibiting an average molecular
mass less 10 kDa followed by sterilization,

pouring and sealing the preparation. The end
product is isolated and sterilized
simultaneously by supernatant fractionating
by molecular mass being directly after
discarding nondisrupted cellular fractions.
EFFECT: increased stability of
pharmacological properties of the end
preduct, increased output of process,
decreased cost. 6 cl, 5 ex
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M3obpeTteHne oTHocUTCH K BUOXMMWYECKOR
TEXHOMNOrMK nony4yeHus Ha OCHOBE
amMBpUOHanNEHbIX TKaHelr Buonorndeckn
aKTMBHbIX MpenapartoB ¢ pUKCUPOBaAHHBIMK
thapmakonormiyeckumi cBoAcTBamK, HeCMoTpRA
Ha HeonpegeneHHOCTb UX XUMWYeCKoro cocTasa.
TexHonorudeckMe  npoueccsl Ha  OCHoBe
n3obpeteHus MoryT OblTb WCNONB3OBaHLI B
hapMaLeBTUYECKOA NPOMBILNEHHOCTK  Ans
M3roTOBNEHUSA HecneunUIecKnx Guo-
(MPerMY LLIECTBEHHO UnTO- “ Hawnbonee
NpeanoyTUTENBHO MMMYHO-) KOPPEKTOPOB W, B
ocobeHHoCcTH, GUOCTUMYNATOPOR  LUIMPOKCIo
crnekTpa AedcTBug.

MoTpeBHOCTE B nNpernapartax Takoro Ttuna
SABNSASTCA MACCOBOA W CUCTEMaTUUSCKN
BO3pactaeT B CBA3WM C NpoAomKalwnmcs
3arpasHeHnem NPUPOAHORA cpedkl
KCeHOOMOTUKaMK (B TOM yuene -
PAOUOHYKTWOAMY), MOABMEHWEM HOBbBIX (TUna
BUY) mHekunidi U cyllecTBeHHbIM ocrnabneHnem
DU3MYECKMX  HArpyaok Ha  OONbLWWMHCTBO
ypBaHn3npoBaHHOro HaceneHus.

MNoaTomy TEXHONOrMYecKne npoueccol
W3roTOBNEHUS yKa3aHHLIX NpenapaTtoB AO0MKHEI
YAOBMNETBOPATE KOMMNNEKCY TPYLAHOCOBMECTUMbIX
TpeboBaHWi. K BaXKHEMLLUM M3 HUX OTHOCATCA:

NPWIOAHOCTL ans KoppeKkuuK
hU3MONOrMHeckoro  cTatyca  YenoBeka B
WWPOKOM CMEKTPE BO3MOXHEIX NaTCnorud u

MPUMYAH  UX  BO3HWKHOBEHWH,  MUHWUMYM
NpoTUBONOKA3aHWA K NpPUMEHEHWIO [
AOCTYNHOCTE ANA MEOMUMHCKAX YYpexasHUA u
HaceneHus, 3aBUCALLAA NPEUMYLLECTBEHHO,
BO-NEpPBLIX, oT NPOM3BOONTENBHOCTIA
TEXHONOMMYEeCkUX NPOLECCOB W 3aTpaT PecypcoB
Ha WX OCYLecTBNeHne W, BO-BTOPLIX, OT
CTabuUnbLHOCTH uenesoro npogykra 4
COOTBETCTBEHHO  erc  MNPUrcQHOCTM  Ans
ONUTEeNBHOTO  XpaHeHUs ¢ COoXpaHeHWeMm
CTEPUNBHOCTM M hapMakonoriyecknx CBONUCTB.

[ea nepsbix TpeboeaHua MoryT 6blTb B
NpMHUMNE  BLINOMHEHB! NPW  MCMONL30BAHKWKA
AMOPUOHANEHLIX TKAHER, B3ATLIX B OCHOBHOM K3
3mMBPUCHOB KABOTHBIX, B KadvecTtee
oblenaBecTHOro KM oOBLWENPHU3HAHHOMC  HblHe
WCTOYHWKA OWONOTMYecKW aKkTWBHLIX BellecTB
LIMPOKOro crekTpa 4ercTBrS.

Hanpumep, 13 3asekn $paHumMmn 2413912 Ha
rpynny macbpeteHnid "NekapcTBeHHbIE CpeacTBa
Ha OCHOBE 3apodhiwa U cnocol ux nonyyeHus"
naBecTeH cnocob nonydeHua Buonornyeck
aKTMBHbIX CPEOCTB Ha OCHOBE 3MOPUOHAalLHOM
TKaHW, KOTopbIA NpegycMaTpuBasT M3Menk4eHue
W FTOMOTEeHW3aLUK MArKUX TkaHelh SMBpuoHOoB
HMWBOTHBIX B CMECW C  (DU3LONOTMYECKNM
PacTBOPOM.

Buonornyecku aKTUBHLIE
nonyyveHHsbIe OMUCaHHbLIM
cnocobom, 6binu npUMeHeHkbI Ha
CEMNbCKOXO3AACTBEHHLIX  MUBOTHLIX,  YTO
NO3BOMKNG MOBLICUTE WX MNPOOYKTUBHOCTE Ha
7-15% B cpaBHEHWKW C KOHTpOMeMm.

OpHako obpemMeHeHHOCTb
MMMyHoAenpeccaHTamn 1
BbICOKOMOMNEKYNAPHBIMA aHTUIreHamMn,
JOMyCTUMAs NMPW UCMNONL30BAHUN STUX CPEACTB B
KWBOTHOBOACTBE, He Moa3asBonuna  nonyyuts
3aMeTHBIA UMMYHOCTUMYNUPYIOWWA sdcbekT vy
noget. Kpome toro, ©GHMOXMMUYECKUA cocTae
OMNUCAHHOTO npenapara CYLLUEeCTBEHHO
konebneTtcs OT NapTUK K NapTUX KM NOTOMY OH
HenpurogeH AnNs AnWTenbHOro XpaHeHus.

bornee coeeplweHeH cnocob nonydYeHus
Buonormyeckn akTUBHLIX CPEACTB  COMMAacHo

cpeAcTBa,
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EBponeickoii 3anske 0249563 Ha nsobperteHune
"JKCTpaKThl  3apofbllleBLIX  TKAHEW OpraHoe
HUBOTHbLIX, NpUroaHble ANA WHbeKuWuA l-18J'IOBEKy".
OtoT cnoccb HapAoy C©  M3MenbYeHuemMm U
roMoreHusaunen MArkMx TKaHer smOpUCHOB
KNBOTHBIX npenycmatpuBaeT yoaneHue
HexenaTenbHbIX MNPUMecel npK  3KCTpaKuyuu
BOAOPaCTBOPUMbBIX &KTMBHbIX BeWeCTB.

OAHaKo Npy 3TOM B SKCTPaKT He nepexoaT
MHOrMe BUONOrMyeckn akTUBHLIE BelLecTBa, YTo
CHUXKaeT CTUMYITMPYOLWLAA achchekT npu
WCNONb30OBaHWK  LeneBoro npogykra.  Kpome
TOMO, SKCTPaKT MoAoBHO  BhILLEyKasaHHOMY
npenapaty WMeeT OWOXMMUYECKMA COCTaB,
KOTOPEIA cyLlecTBeHHo konebneTcs oT napTUM K
napTiK, 4TO TakKe  OTpaxasTcf Ha
cTabunbHOCTY ero hapmMaKkonoruyeckix CBONCTB
nprv anuTenbHOM XpaHeHWUK.

[Moatomy Hepegko npuberaoT K
WCKYCCTBEHHLIM MNpreMam BO3JeWCTBMA Ha
SMOpUOHAanNEHYIO TKaHb B Hadexae MOBLICUTL
APPEKTUBHOCTE W CTAbUNBHOCTE  LEeneBbiX
NPCAYKTOB B Ka4YeCTBe CPeACTB MeudeHus u
NPoUNaKTUKN UMMYHHOR CUCTEMBI YenoBeKa.

W3 wuuMcna  aHanorcB  Takoro  TMna K
npegnaraemomMy mnzobpeTeHWio Hanbonee 6nM3okK
cnoco® WaroToBneHWs BUONOrMUYEcK akTUBHBIX
npenapaTtoB Ha OCHOBe SM6pI/IOHaJ'IbeIX TKaHeVI,
W3BECTHLIA U3 ONMCaHWa M3o0peTeHns K nateHTy
YKpauHel 2164, 3ToT cnocob npegycMatpuBasT.

M3MErnbYeHVe  MArkMX  SMOPUOHAamNbHBLIX
TKaHEeR,

X rOMOreHn3aLunio B OUCNEPCUOHHOR cpeae
Ha OCHOBe BOAHI [0 pPaspylleHUsl KNeTOuHbIX
obonouyek,

oTaeneHne (Hanpumep, QUNbLTPOBAHUEM WK
LeHTpudyrnposaHvemM) HepaspyLUIEHHbIX
KNeToYHbIX 3511eMeHTOB,

TMOponM3  romoreHata B NPWUCYTCTBUM
KOHCepBaHTa npW Temnepartype 4-45°C B
TEYEeHWe BpeMeHW OT [ABYyX CyTOK A0 LWecTW
Hefenb, npWyem Tem AoMblle, YeM HUWKe
TeMnepartypa,

TepMoobpaboTky rngponuaara npw
TeMneparype 60-120°C go  geHaTypaudu
GannacTHbIX BELUECTB,

oTaeneHne AeHaTypWpOBaHHbIX
TepMonabunbHEIX BeLEecTB W BblAeneHWe K3
rmgponusaTa  TepMocTabunbHoOro  LeneBoro
npoaykra co CpefHeR MONeKyNApPHOW Maccoi
meHee 10 klda nytem dpakyuMOHWUpPOBaHKUA,
BbINONHAEMOro, HanpumMep:

- yneTpaduneTpaunei, unm

- UeHTpudyrMpoBaHWeM Mpu  YCKOPEHWUH
cebiwe 1500 g B Teverne 20-40 MuUH, unn

- AWanuaoM  uYepea  nNonynpoHULaemyio
NAeHKY WKunm

- renshunbTpaumen,

cTepUnuaalnio, paanve ]
npenapaTa.

LleneBelM  NPOAYKTOM MNPU  3TOM  CRYMMWT
cynepHaTaHT, cojepwalWlMd B kauecTee
JelcTByloWlero Havana CMeCb OTHOCUTENBHO
HU3KOMONEeKyNAPHBIX TepMoCTabUNbHbIX
BeLeCTB HeoMpedeneHHoro cocTara co cpefHel
MOneKynspHoiA maccol B npegenax 0,7-10,0

kda

YKYMOpKy

OpHaKo onucaHHeld cnocob

obnagaet Tem 6onee HU3KOH
NPCU3BCONTENEHOCTEID, YeM HUXE TeMnepaTypa
rMaponmnaa,

CBA3aH C CYLLECTBEHHEIMW SHEprosaTpaTaMu
W, YTO OCOBEHHO BaXHO,

He ofecnedvBaeT cTabWILHOCTL KadecTsa
LEeneBoro MNpOLykTa W3-3a NPUHLUNWMANLHOMR
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HEBO3MOMHOCTM  HAOEeXHOro  ynpaeneHus
rmoponusom. MosToMy B rMaponusate Bcerga
NpuUCYTCTBYEeT BecbMa CroXHad  CMechb
XUMUYECKN W BUOXMMUYECKM HeCTabWNbBHbBIX
NpCAYKTOR NpenuMyLLecTBeHHO GenkoBon
npupodbl. JWb HEeKOTOPLIE M3 HUX, HO Janeko
He BCe, ydaeTcd yaannte TepMoobpaboTKoW
rnaponvsaTta ¥ OCaKOEeHWEM OeHaTypUpOBaHHbIX
OenkoB, KoTOpble HeraTMBHO BMMAKOT  Ha
CTOHKOCTE LeneBoro Npodykra npu XpaHeHWr K
KOTOpble (Oaxe Npu MOMeKynsapHoi Macce MeHee
10 kfa) cnocoBHbl OKaasiBaTh HENpPeaBUOEHHOE
noboyHoe adelcTBre.

COOTBETCTBEHHO B OCHOBY W300peTeHus
nonoXeHa 3ajaqa nyTeM ycoBepLIeHCTBOBaHNA
NpUEeMOB MOATOTOBKM ChIPB WU YTOUHEHUS
ycrnosuld ero nepepaboTku coszgath Takon cnocob
W3roTOBNeHUs  BHOMOMMYEcKA  aKTUBHLIX
npenapaTtoB U3  SMOpUMOHAnbHBIX — TKAHEW,
KoTopblli  obecnedmBan ©6bl  CYLWECTBEHHOE
NOBEILLEHWE CTabWNBEHOCTIA hapMaKonorMuyecKux
CBOWCTB UEeneBoro npodykra npW NOBLILLEHWU
MPCU3BOANTENBHOCTM MPoLecca U COKpalleHUH
3aTpaT Ha ero ocyLecTBNeHWe.

MocTaeneHHas 3ajadva pelleHa TeM, 4To B
cnocobe M3rotoBneHWs BUCNorMyeckn akTUBHBIX
npenapatoB U3  SMOpUMOHAnbHBIX — TKAHEW,
BKIMIOYAOLLEM namensyeHne MSATKAX
aMBpuoHaneEHbIX TKaHeHW, MX roMoreHuM3auuio B
OWCNepcUoOHHOW cpefle Ha OcCHOBe BOALlI OO
pa3spylleHus KneTouHelx ofoncdek, oTaeneHue
HepaapyLUeHHbIX KNeTOUHbBIX 3MEeMEHTOB,
hpaKkLMOHUPOBaHWE cynepHaTaHTa c
BblAeNeHneM LeneBoro npoaykrta cC cpeaHel
MONeKynapHoOA Maccold MeHee 10 kla,
cTepunuaauuio, pasnue 1 yKynopky npenapaTta,
cornacHo  WM3ocbpeTeHWi0  LUeneBod  NpogykT
BbIASMAT W OJHOBPEMEHHO ¢ BblAeneHuem
CTEpUnM3yoT dpakyMoHUpoBaHuem
cynepHaTaHta Mo MonekynspHoW macce
HenocpedcTBEHHD nocne oTAeneHus
Hepa3spyLUeHHbIX KNeTOYHbIX 3MeMEeHTOB.

WMckniodyeHwe  rMgponuMsa W MaMeHeHWe
nopsgka BEINONHEHWA OCTaBLUMXCA onepauni
oOycnaenuBaloT He TOMbKO — CYLEeCTBEHHOe
NOBEBILEHWE MPOU3IBOAWTENBHOGTM NpoLecca W
cokpalleHWe 3aTtpaTt, dTOo BnaronpuATHO
CKasblBaeTc Ha  JOCTYMHOCTM  LUeneBoro
npocaykta AN LUMPOKWMX CMOeB HaceneHus
SKOMOMMYECKA ONacHLIX  TEPPUTOPUA, HO U
NpaKkTUYSCKK UCKNoYaeT NosBneHne B LeneBom
npoaykre HEKOHTPONUPYEeMbIX MpUMECcEH,
BO3HMKLLMX MPW TMAPONUae ChIpbs, U TEM CaMbIM
crabunuaunpyer ero dapmMaKonornieckue
CBOWCTBA.

MepBoe AOMOMHATENBHOE OTNUYME COCTOMT B
TOM, UTO CynepHaTaHT nocne oTAenNeHus
Hepa3apyLUeHHLIX KMeTOYHbIX 3NeMeHTOB
OAHOBPEMeHHO hpaKkLMOHUPYIOT U CTEPUI3YIOT
yneTpacduneTpauven, kotopas npencTtaenset
coboA oguH w13 Hawbonee IMDHEKTUBHBLIX
NPCLECcCoB BbIASNEHUS W3 CNOXHLIX CMeceil
BELlecTB c 3aaHHbIM MaKCUMAaNEHEIM
3HaYeHWeM MONEeKyNAPHOA Maccel M UCKMoYaeT
BakTepuansHoe 3apaxeHWe LeneBoro npogykra
IpyM ero pa3fnMeBe W YKYNOpKe B CTepUIbHbIX
YCNOBUSAX.

BTopoe gononHUTEnbHOE OTMUYMe, KOTopoe
MoxeT BbITb MGNCNB30BaHO cornacHo
nsofpeTeHnto KaK HeaaBUCUMO OT MepBOro, TakK U
B COYeTaHWW G nNepBblM  AONOAHWUTEMbHBIM
OTNMYMEM, COGTOUT B TOM, 4TO SMOPUOHEI Nepes
HN3MenbYeHUeM MAMKUX TKaHel aamopauBaroT K
pPa3MCpaXMBaloT. Yxe ObiNe YyCTaHOBMNEHD, YTO

oxnaxagHwe Jale] NPUMEPHO +4°C "
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BbIASPMMBAHME  NpM  3TOW  Temnepartype
W30MUPOBAHHLIX MAMKWX TKaHeR TennokpoBHLIX
HUBOTHLIX CMOCOBCTBYET MNOAABMEHUD B HUX
NPCLECCOB CUHTE3a, COXpaHeHWH AOCTaTOuHON
AKTMBHOCTW OKWCNTeNbHO-BOCCTAHOBUTENBHbIX
NPCLECCOB U MHTEHCUDNKALMK KaTabonnuecKnx
npoueccoB (oM., Hanpumep:  TkaHesas!
Tepanua/konnekTue  artopos/. [log ped.
H.A MyukoBckoii- Kner: 34OPOB'H, 1975, ¢. 5,
absay 6-A ceepxy, ¢ 6, absay 5-A ceepxy,
c.12). OpHako Ham (No WMMelWwUMcs Y Hac
OaHHbIM - BI'IepBbIe) yYaanocb SKCnepuMeHTanbHO
YCTaHOBUTE, HYTO 3amMopaxunBaHhe SMGpMOHOB, TO
ecTb WX NepeBod B TBEepPAOEe COCTOAHME, W
pasMcpaxuvBaHWe nepef oTAeNeHWeM MATKUX
TKAHeR AN nocnedylowers  WaMenbyeHUs
cnocobcTBYeT, kaKk MOXHO YBUASTL Janee B
npuMepax, aaMeTHOMY pocTY BHONOCrMyecKon
AKTWBHOCTH LieneBoro Npoaykra.

TpeTbe AONCNHUTENBHOE (KO BTOPOMY)
OTNMYME COCTOUT B TOM, 4YTC SMOPWUCHLI
3amMopaMBalOT [0 TeMmnepaTypsl He Huke
-80 °C, ncckonbky 3amMopaxuveaHve Ac Gonee
HN3KUX TemnepaTtyp, He BMNWAS Ha MOBLILEHWE
OMONOrMYecKor akTUBHOCTU LIENeBoro NpoayKkra,
CYLUECTBEHHC YANWHAET pa3MopaXuBaHue W
CHUW¥aeT Npou3BoOaWUTENbHOCTL Npouecca.

YeTBepToe [OMOMNHUTENBHOE (K TpeTbemy)
OTNMYMEe COCTOUT B TOM, 4YTC  SMOPWCHLI
3aMOpaKMBalOT MOCTENEHHO, TC eCTb  Mpu
NMaBHCM NOHWXEHWW Temnepatypbl. 3TO Takke
cnocobeTeyeT NOBLILLEHUIO aKTMBHOGTHU
LeneBoro npoaykra.

MATOE AONONHUTENBHOS OTNWYUME, KOTOpOS
MOoXeT BbITh MGNCNB30BaHO cornacHo
n3obpeTeHWo Kak HesaBWcUMO OT nwboro ua
YKa3aHHbIX Bbllle ACNCMHUTENbHBIX OTIVYUA, Tak
W B cOYeTaHUWW ¢ MobBbiM U3 HUX WK G KX
MPCU3BCINBHOR COBOKYMHOCTEHD, COGTOUT B TOM,
4YTO B Ka4eCcTBe LEeNeBoro Npodykra BblAensT
BellecTBa CO cpedHeld MOoneKynspHOW Maccor
vMeHee 50 kla. Kak nokazanu MccrnedoBaHWUS,
LeneBoi NpoAyKT C YyKAa3aHHOK XxapaKkTepucTKorn
obrnagaer BNoMHe AocCTATOMHOA  (MMMYHO)
CTUMYNUPYIOLWLEH aKTUBHOCTEIO NPW NPaKTUYEecKN
NMOMHOM OTCYTCTBUWM MOBOYHLIX peakLui.

Janee cylHOCTE M306peTeHU NOACHAETCA

onncaHWeMm NpeanoxeHHoro cnocoba B
obuwem Buae,

nepeyHem W HOPMATUBHBIMKW 3HAYSHUAMMK
KOHTPONMPYEMbIX nokasaTenei KaqecTBa
Lenesoro Npoaykra,

onucaHuem MeTonda
WCMBITAHWA Sronornieckoi
Lenesoro npoaykra v

KOHKPETHEIMA MPpUMepaMn  CCYLLECTBNeHWS
naobpetatenscKoro 3ambicna W pesynsTaTamiu
OUEHKW LieneBblX NpoayKToB.

MpeonoxeHHold cnocod B obwem Buae
npegycmartpueaeT.

otbop aMBPUOHOB CEMNbLCKOXOIARCTBEHHBLIX
HMBOTHBIX (OBBIYHO Y KOPOB M, BO3MOKHO, OBel,
WNK CBUHER B NepBOX NONoBUHE BepeMeHHOCTH)
B yOOWHbIX Uexax npednpuaTMd MACHOW
NPOMbILLNEHHOCTH,

npedsapuTensHyly obpalboTky oToBpaHHLIX
3MBPUOHOB, B TOM YWcne

- obgasarensHyto 06paboTky, TO ecCTb
oTOeneHns nnaueHThl, obecKpoBNUBaHUE
(0BbMHO Yepe3d HenepeBA3aHHYK NyNnoBUHY),
OBMLIBKY NPOTOYHOW BCAOA AnNA yaaneHud
CMefoB OKONOMNOAHCW KWUOKOCTW W KPOBW W
nomMelleHne 0BecKPOBNEeHHBIX U OBMbITbIX
SMOPMCOHOB B XOMOAWNBEHYHD — KaMmepy ¢

TeMnepartypol He Bbile 12°C (0BLMHO Ha CPOK

CPAaBHUTENBHLIX
aKTUBHOCTW
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He bonee cyToK) U

- BO3MOXHYIO AOMOMHUTENEHYID OBpaboTKy:
3aMopaXBaHWe (B YaCTHOCTM, CTyNeHYaToe) 40
TeMnepaTtypbl HUxe 0°C (HO NpegnoYTUTENEHO
He HUXe -80°C) amOBpUoHOB nocre
obeckpoBnMBaHUS 11 OBMBIBKM W KX
pasmMopaxnBaHue;

OTAENEHWe rOnoBbl, KOMbIT, XKeNYHOro nysbips
{C OCTOPOXKHOCTBHKY), KEeMNyaka U KULISYHUKA;

oTAeNeHWe MATKUX TKaHer OT KOocTel;

WaMensyeHne MArkux TkaHeld (oBbMHO Ha
KyTTEpax);

rOMOreHu3aLMio  U3MEeNbYeHHBIX  MAMKKX
TKaHel B AMCNepCWOHHOW cpeae Ha OCHOBE BOAbI
(OBbMHO B WM3OTOHMYECKOM  pacTBOpe) 400
paspyleHus  KneTodHblx  obonouek  (c
MCNoNb30BaHWEM annapaToB Tvna “"konnonaHas
MeneHuLa"y;

OTAENEeHUe  HEepaspyLUeHHbIX  KNeTouHbIX
3MNEeMEHTOB M SNEMEHTOB BONOKHUCTLIX TKAHEHA
(Hanpumep: ueHTpudyrmposaHnem npu 1-80 Toeic.
0B/MUH, UMM hUNETPOBAHWEM, Kak NpaBunio, Ha
BaKyyMHOM HYTY-UNbTpe);

OJHOBPEMEeHHOe  BbleneHWe  LeneBoro
npodykra co cpefHeld MONeKynapHOW MacCoi
meHee 10 (NpegnoyTuTenbHO MeHee 5) kla v ero
CcTepUnUaauni  dpakuUoHNpOBaHKEM
cynepHaTaHta ¢ WCNoMNb30BaHWEM CpPencTB,
cnyxXawux  "GaktepuancHeiMM  cUnbTpamMK”
{NpegnoHTUTEensHO c CNONBb30BaHUEM
BOIMOKOHHbLIX  YNbTpadUNbeTPaLMoHHBIX
YCTAHOBOK),

pasnNMB W YKYNopKYy LEeneBoro npogykra
{OBBIYHO - B CTEKNAHHLIE aMMyribl) B CTEPUMNBHBIX
YCMOBKSX.

B cnyyaax wcnonb3oBaHWs anuporeHHon
ANCTUNNMPOBAHHOR BOAk B KauecTtee
OUCNepcUOHHOW cpeabl AN NPUroTOBASHUA
roMoreHarta B LEeneBolr NPoAyKT nepes pasivBoM
nobaBnawT xnopud HaTpUe 00 AOCTMKEHWUA
WN30TOHUYECKOW TOHKH.

B uUeneBoR npodyKT, 3aknadsiBaemsld Ha
AnutensHoe XpaHeHwe, MoxeT ObiTs AobasneH
NOOXOOALUMA KOHCEPBAHT, HanpuMep XMHo3on, B
JOCTaTouHOM ans OOCTUHKEHUSA
aHTUCENTUYECKOrO achchekTa %
chapMakonormyeckn NpUeMNemMom KonmyecTee, B
JacTHoceTk okono 0,8-10 r/n. Kpome TOro,
TAaKoW npodykT MoxeT O6blTb AONONHUTENBHO
CTEPWUNU30BaH MGbIM M3 U3BECTHLIX CNOCOCOB.

B ueneBoMm npoOykre B COOTBETCTBMKM C
yTBepxaeHHoh B 1994 . PapmarcnedHbim
kommTeTOM MUHMCTEpPCTBA 34paBOOXPaHEHUs
YKpawHsl BpemeHHOW dapmMaKkonedHon cTatber
B®C 42Y "Opbucon ana uHbekywid (Erbisolum
pro injectionibus)" KOHTPOMUPYIOT MeTcdamMK,
npeaycMOTpPeHHbIMK " ocyAapCTBEHHON
thapmakoneei" n obosHaqvaemol panee [O:

NpPo3paYHOCTb (npenapar OOMmKeH
BblAEpXWBATL  CPaBHEHWE G STASIOHHLIM
pacteopom 1; I'® XI, sein. 1, c. 198);

LBETHOCTL (OKpacka nmpenapara He OOnxHa
BbITh MHTEHCKMBHee sTancHa 3a; ¢ X|, Bbin. 1,
c. 194), npuyem npenapar Ge3 KOHCEpBaHTOB
npakTU4eck BecuBeTeH, a NpU KCMoML30BAHUU
XWHO30Ma UMEET KenTO-KOPU4HEeBbIR LBET;

pH ot 6,5 go 7,5 (Npyn NOTeHUMOMETPUIECKOM
onpegeneHuy,; e XI, Bein. 1, c. 113);

MexXxaHudecKkMe  BKMOMeHWs  (npenapart
JOMKeH BblAepKKeaTtb TpeboBaHWe, yKasaHHbIe
BO BpeMeHHOW WHCTPYKUMWM MO KOHTPONK
WHBEKUMOHHLIX pacTBOPOB Ha MexaHudeckne
BKIMKOYeHWUA K 42-3-85);

CTEPUINBHOCTL  (Mpenapat  [omkeH BbiTb
cTepuneH npM onpeneneHnn MeToO0oM
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memMBpaHHOR cunetpayum, e Xl, Boin. 2, c.
187);

TOKCMMHOCTL  (MpenaparT  gomkeH  ObiTb
HEeTOKCHYEH in Vivo Mpu BHYTPUBEHHOM BBEASHUM
naopatopHbiM KUBOTHBIM B Ac3e 0.5 Mn/kr K
HabnwogeHuM B TedeHe 48 Jacos; @ X|, BbIn.
2,c. 182),

nMporeHHocTe  (Mpenapat  JomkeH ©ObiTh
anMporeHeH in Vivo  MpW  BHYTPUBEHHOM
BBeAeHUK natopaTopHbIM XUBOTHLEIM B fo3e 0,5
MI/KF CMECH, NPUrOTOBNEHHOW B COCTHOLWEHUU
no o6vemy 1/1 13 neneiryemoro obpasua v 0,9%
W30TOHWYECKOrO pacTBopa Xnopuaa HaTpys ans
WHBEKUWA, nNpW HabnwisHWM B TeveHue 48
vacos; [P XI, BeIN. 2, c. 183),

cogepxaHve Genkoe (npw obpaboTtke 1 Mn
npenapata 1 Mn 5% pacTeopa TPUXNOPYKCYCHOR
KACNOTEl W NepeMellMBaHWM pacTBOp JOMKeH
ocTaBRaTbCA NPO3pPaYyHeEIM, YTO CBUASTENLCTRYET
ob oTCyTCTBMM DEenKoB);

cofepXaHvwe nenTWAcoB B 1 MN npenapaTta -
oT 1,0 go 3,0 mr/mn (no buypeToBOR peakunn);

cyxol octatok - of 14 go 20 mr/mn (npw
BbICYLUMBAHUA A0 NOCTOAHHOW mMaccel 10 mn
npenapara npu Temnepatype ot 100 go 105°C);

6ronorvyeckylo akTMBHOCTE, KOTOpas npu
onpefeneHun  ONUCaHHbIM ~ HWKE  MeTCAOM
LOMKHa OblTb He HWXKe 3 eguHuL,.

Buonornueckyilo  akTMBHOCTL  MOMYyYEeHHOro
BellecTBa oOnNpedensiloT no  NOrMoweHWno
Kpacutens (HUTPOCUHWA TeTpa3onun)
makpodparaMM nop  BAMAHMEM  LieneBoro
npodykra. Ana storo M3 GplollHOW NONOCTH
MbILLEA WM KPEIC BEIMBIBAKT OU3MONOrUYECKUM
un  GydepHbiM  PACTBOPOM  KNETOMHLIA  Nyn,
cofepxallni Ao 30% daroyUTUpYOLWMX KNeTok.
[Mony4YeHHy CMeCb BHOCAT BO hnaKkoOHbl W3
cTekna ¢ MNNOCKAM AHOM W WHKYOWpYIOT B
TepMocTaTe npu 37°C He meHee 1 4aca. Mocne
aToro PNaKoHbI TpUXOk NpPOMBIBAKOT
DU3NONOrMHecKUM UnK BydepHbIM pacTBOPOM
408 yaaneHus Hemnpuunwmnx KneTok.

[anee BHOCAT B OAHY 4acTb QNAKOHCE
NOPLMIO XXMUAKOCTU, COCTOSALLER COOTBETCTBEHHO
M3 0,5/0,5M1 yacren hU3nonorMyecKero
pacTeopa, Lenesoro npoaykta u 0,1% pacTteopa
KpacuTens, a B Apyryw YacTt ONakoHoB -
NOPLMK KUAKOCTKU, COCTOALLSH COOTBETCTBEHHO
na 1/1 4acTeid OU3UONOTMYECKOTO pacTBopa W
0,1% pacTtBopa KpacuTensa. KneTtkn ¢ ykasaHHOW
AKCNEPUMEHTANBHOR W KOHTPONBHOA CMecAMK
WHKYOUpYIOT B TeueHue 1 vaca, 3aTem cHoea
TPMKAEI NPOMEIBAIOT ANS yAANEHWS OCTaTKoB
kpacutensa. Bo chnakoHbl ¢ OTMBITEIMU KNeTKami
nobaBnawT aMMeTtuncynbcokena u 2M efnkyio
Wenoys B cOOTHOWeEHWK 1:1. Yepea 10-15 MuH
N3MepsoT ONTUYECKYH MMOTHOCTL pacTBOpa Mpu
AnvHe BomnHbl 630 HMm.

bBuvonorMueckys  akTUBHOCTE  OLEHWBaKT
COOTHOLLUEHWEM  ONTUYECKMX MNNOTHOCTEeR B
SKCMEepUMeHTe W KoHTpore.

Mpumep 1.

[na nonyyeHwsa UeneBoro nNpogykra Owbinn
B3fITbl 3MOPUOHEI CBUHEW W KPYMHOro porarcro
ckoTa (ganee - KPC).

Mocne obdsaTensHoOW nNpedBapUTENLHOMR
obpaboTku: OoTAeneHus nMaueHThl,
06ecKpOBNMBAHNA, OOMBIBKK MPOTOYHOA BOOOW
Ana yaaneHus cnefos OkononnogHOW MUAKOCTH
W KPOBM W GCYTOYHOIO  BbIASPKWMBAHWA
06eCKpPOBMNEHHBIX W OBMbITBIX SMOPWOHOB B
XOMNOOWNLHOW  Kamepe NpW  TemnepaTtype
OKONO  4°C  oTgenunM  rOfoBbI,  KOMLITA,
HEeMYHBIE NY3BIPKU, YaCTK KenyaoHHO-KULLIEYHCIO
TpakTa W MATkMe TKaHW OT KOCTel.
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Barem MATKME TKaHW U3MenbYuny Ha KyTTepe
C OTBEPCTUAMKM B pelleTke guaMeTpoM 3 MM K
dhapll ABaNAbl NPONYCTUNK Yepea KOMNoWAHYH
MenbHALY ans roMereHv3aumm c
MCMNonNb30BaHNEM anMporeHHoR
OUCTUNNIMPOBAHHOK BOAb B
LWCMepcUMoHHOK cpeael.

FoMoreHaT OTLEeHTPUDYIMpoOBanK B TeYeHHe
15 MUH npw 3 Thic. ©B/MUH ONA CoTAENEeHnd
HepasapylWeHHEIX KMeTOYHbIX  3neMeHToB U
3M1eMEHTOB  BOINOKHWUCTBIX  TKAHeHW, ocagok
nepeaany Ha yTMnMaauuio, a B HagocaA0uHYHo
KUAKOCTE AoBaBuUnK XNopuh HaTpua Jo ero
KOHEYHOR  KOHUeHTpauum 09% W cMech
NOABERINKU CTepUNU3YOLWER YbTpacunbTpaL
Ona BelAeneHKs LeneBoro NpoayKra co cpeiHer
MONeKyNApHOW Maccol meHee 10 kfa.

Hanee  onMcaHHLIM Bhille MeToO0M
onpeaenUnu BUOoNorMyeckyo aKTUBHOCTL,
KoTopas AN NPoAYKTa, NONYYEHHOIo M3 CBUHBIX
ambpuoHoB, oKazarmack B 50 pas, a u3
ambpuoHoe KPC - B 4,0 pasa Bblle KOHTPONS.

Mocne KOHTPOMSA NpPo3padYHOCTU, LIBETHOCTH,
pH, MexaHW4ecKUX BKMIOYEeHWH, CTepUNbBHOCTH,
TOKCWYHOCTW, MWMPOrEeHHOCTM WM cofepXaHuns,
fenkoB, NenTWAOB W CYXOro ocTaTka, KoTopble
COOTBETCTBOBANM HOpPMaM  BbILLEYNOMAHYTOR
BpemeHHOR hapmakonedHol ctatbn BOC 42Y
"Opbucon ana MHbeKUMA", LeneBOW NPOAYKT B
CTEPUNBHLEIX YCMOBUAX Pa3niiyv W YKyNopunv B
CTEKNAHHLIE amMyIbl.

Mpumep 2.

Ons nonyyeHwa uenesorc npogykta 6Geinm
B3Tbl CBEXWE W 3aMOpOXKeHHble 3SMOPWUCHBI
KPC.

LlenesoA npoaykT M3 CBeXux sSMBpuoHOB
(4rnC3) 6w nonydeH B OCHOBHOM TaK, Kak
ONUCaHoO B NpUMepe 1, ¢ TeMWU OTIIUYUAMMK, YTO
nepes OTAENEHUMeM MATKMX TKaHelh WX He
BblASPKABANK B XONOAWMNbHUKE, W 4YTO MpH
CcTepunUayKLWwelh yneTpaduneTpaunt B KadecTee
LeneBoro npofykra Obinv BbiAeneHsl BewecTea
CO cpefHel MonekynapHoh maccoln go 5 kla.

Ona nonyqYeHWs UeneBoro npoaykra ua
3aMOpOXeHHbIX  amBproHor  (LIM33) cnocob,
ONUCAaHHbLIA B NpuMepe 1, Bbin JONONHEH TaKMK
onepauMami, Kak 3amopa)KMBaHWe
0BeCKpOBMNEeHHbLIX M OBMBITEIX  SMOPWOHOB B
CKOPCMOPO3UNEHOR kamepe [0 Temneparypbl
okorno  -40°C, BbldepXKuBaHWe NpU  9TOW
TeMmnepatype B TedeHne 48 4yacoB U UX
CaMOMNpPoOW3BONEHOE  PA3MOpPaXMBAHWE  MpK
KOMHaTHOW Temnepartype. Kak U B npumepe 1,
npu cTepunuaylolleld ynbTpaduneTpauMmM B
KayecTBe UeneBoro npoaykra Obinv BblAeneH:l
BellecTBa CO CpedHel MONeKyNspHOW Maccor

KadvecTtBe

Ao 10 kfa.

Bronornyeckas AKTUBHOCTb LUrnca
okasanacb B 7,8, a LUMN33 - 8 10,8 pasa Buiwe
KOHTpOMS.

Mpumep 3.

Ang nonydeHus ueneBoro npodykra Obinu
B3ATHl SmMBpuoHbl KPC, nocrteneHHo (Npw
NOHWKEHWN  TemnepaTtypel CO  CKOPOCTLIO
-2 °Clyac) 3amopoxeHHble [0 -80°C B
MOPO3WINEHWKE, CHabXeHHOM  perynsTtopom
TEMNEPATYPbl, a 3aTeM pPasMopoXeHbl Mpu
KOMHaTHOA TemnepaTtype.

LIM33 6kin nonyyeH, Kak ykasaHo B npuMepe
2, C UWCNONb30BaHWEM nNpU  TOMOreHW3aluu
NPWUrogHoro Ans WHbekuui 0,9% M30TOHUYECKOro
pacTeopa xnopuga HaTpus.

bronoruyeckas AKTUBHOCTb Ur3s
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okaszanacb B 11,0 pa3 Bblle KOHTpONS.

Mpumep 4.

Ona nonydveHWsa ueneBoro npodykra Obinm
B3ATHl  ambpuoHbl KPC, nocteneHHo  {npw
NOHWXEHUM  Temnepartypsl GO CKOPOGTHIO
25 °C/yac) saMopoxeHHble go -90°C B
MOPO3UNEHUKE, CHabXEeHHOM  PerynaTtopom
TEMNEpATyphl, a 3aTemM pPasMopOMeHbl Mpw
KOMHaTHOW Temnepartype.

UM33 6bin nony4veH, Kak yKkalaHo B npumMepe
2, C Wcnonb3oBaHWeM npW roMoreHmsauum
NPUrogHOrO ANg UHbekuui 0,9% W30TOHUYECKOro
pacTBopa xnopuaa HaTpus.

Buonoruyeckas AKTHUBHCCThL Ura3a
okasanacbh B 10,8 pa3s Bblle KOHTpONSA.
Mpumep 5.

Lnsa nonyyeHWs uUeneBoro nNpoaykra Bsinu
B3ATbl 3MBpuoHbl KPC, M3 KOTOPLIX ONUCAHHEIM
Bbllle cnocoBomM-NpoTOTUNOM C UCMONL30BaHWEM
rmoponuMaa romoreHara B NPUCYTCTBUK
KOHCepBaHTa (XMHO30Ma) npu TemnepaType
40 °C B TeuyeHVe Tpex CyToK, TepMoobpaboTku
rmgponusaTa  npu  Temnepatype 120°C  no
JeHaTtypauny GannacTHeIX BeLWEeCTB, oTAeneHns
JeHaTypPUpOoBaHHbIX TepMonabuibHeIX BeLecTB
W ynbTpadunbTpaumm rugponuaara  nonydveH
Lenesol MNpoayKT co cpefHel MOonekynsapHORr
Maccol meHee 10 kla.

Ero Gumonornyeckan akTMBHOCTb Gwina Bcero
B 2,3 pasa Bbllle KOHTPOMS.

[MpoMbILLNeHHaA NPUMEHUMOCTb
npegnoxeHHoro cnoccoba ofocHOBaHa  Kak
cTabunbHOCTEID  NokazaTtened Kadvectea (M
0coBeHHO BUMONOMMYECKOM aKTUBHOCTK, KOTopasd
BO Bcex cnydasx Gonee yYem B 4 pasa Bblle
KOHTpONA), Tak W COoKpaweHuem pacxoja
SHeprin B cpefgHem Ha 15%, 1 BO3MOXKHOCTLHO
BbINOMHEHWUA BCEIo TEXHONOMMYECKOro UUKIa He
tonee Yem 3a 60 Yacor (0ObLIMHO - 38 CYTKH).

(Dopmyna I/I306peTeHI/IFI:

1. Cnoco® UaroToeneHWa GUOMNorMuecki
aKTUBHEIX MpenapaTtoB M3 3MOPUOHANBHBLIX
TKAHER, BKMIOYAWMWA W3MENBYEHUE  MATKMX
3MOpPUOHAaNEHLIX TKaHeHr, WX roMoreHuaauuio B
ANCNePCUOHHOW cpefe Ha OCHOBe BOABI A0
paspylleHMa KNeTouHbIX obonodyek, oTasneHve
HepaapyLUeHHbIX KNeTOYHbIX 3NEeMEHTOB,
hpakLMOHUPOBAHKE cynepHaTtaHTa c
BblAENEHWEM LENneBoro Npoaykta co cpeaHei
mon. M. MmeHee 10 ka, cTepuna3aunio, pasnme U
YKyNopKy npenapaTta, oTnvyalowuica tem, 4to
LeneBol NpoAyKT BbIASMAT U OAHOBPEMEHHO C
BblAeneHWeM CTEePUNnUayT
hpaKkLMOHUPOBAHMUEM cynepHaTaHTa no
MOMNEeKyNApHOK Macce HENOCPELCTBEHHO Nocne
OTAENEHNA  HepaapyLWeHHBIX  KNeTOYHbIX
aNeMeHTOoB.

2. Cnocob no n.1, oTNUYaKLWKMACH Tem, YTo
CcynepHaTaHT nocne oTgeneHna HepaspylleHHbIX

KINeTOuHBIX 3MEMEHTOB OOHOBPEMEHHO
hpaKLMOHKMPYHT " CTEPUIAZYIOT
ynbTpadMnbTpaLue.

3. Cnocob no n.1, oTnMyalowuincs Tem, 4To
SMBPUOHEI Nepes, U3MensYeHUeM MATKAX TKaHer
3aMOpaXMBaloT W pasMopaXMBaloT.

4. Crnocob no n.3, oTNUYaOWMACH TEM, UTO
sMOpPUOHLI 3aMopaXMBaloT AC TeMnepaTtypsl He
HuxKe -80°C.

5. Cnocob no n. 4, oTnnyaloLWwmWica TemM, 4UTo
SMBPUOHEI 3aMOpaXMBalT NOCTENeHHOo.

6. Cnocob no n. 1, oTAM4aWWiACA Tem, 4TC
B KadecTBe LUeneBoro npodykra BblAensoT
BelllecTBa CO cpedHel Momn. M. MeHee 5,0 kfla.
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