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TOHOM, OTCTaWBAIOT TOJYYEHHYIO CMECh, ITOCIIe ye-
ro ee MMOMWILHO BBICYIIMBAIOT U OYMIIAIOT OBTOP-
HBIM IEHTPU(YTUPOBAHHEM, TIONTyYast JTHOPHIH3HPO-
BaHHBII POIYKT, KOTOPHIN pacTBOPSIOT B Oydepe, mo-
JTydeHHYI0 B3Bech leHTpudyrupyrot mpu 8000-10000
00/MuH B TeueHue 15-30 MUH TSI TIOJTyYCHHSI CyIIep-
HaTaHTa, KOTOPBIM pPa3aensioT MOHOOOMEHHOU Xpo-
Mmarorpadueii Ha DEAE-cedapose, coOuparoT 3imroar,
BeIXOAAIMHA Tpu koHIeHTparmu NaCl B amonpyro-
mem pactBope ¢ 0,11 mo 0,19 M, xoTopsiii Auann3y-
I0T TIPOTHB BOJBI HE MEHee § 4, Mojydasi mperapar.
DOTUKYIAPHBIN OETTKOBBIA Tpenapar MONydaroT W3
(bONIHMKYIISIPHO# XKHUIKOCTH KPYITHOTO POTaToro CKOTa.
[Ipemapat comep>XuT CHIBOPOTOUHBIN aas0yMuH u Oe-
nok cemeiictBa TGF-f3, umerormuit uMMyHOCTIeITHp Y-
HOCTh UHTHOMHA BA, IPH CIEAYIONIEM COOTHOIICHUH
WX KOMIIOHGHTOB, B Mac.%: Oenok cemeiictBa TGF-
f3, nMerommit IMMyHOCTIEIN(UIHOCTD HHIHOMHA PA -
0,00005-3,0; CHIBOPOTOYHBIH albOYMHUH - OCTAILHOE.

Ipumeuanue: 6ubaHOrpadus OTpaskaeT COCTOSHUE NPH MEPEU3TaHIN
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MIIK A61K35/54

CIIOCOBb NOJIYYEHUA ®OJUINKYJIAPHOT O BEJKOBOI'O IPEITAPATA U
IIPENIAPAT, HOJIYYEHHBIA JAHHLIM CIIOCOEOM

I'pynma u3oOpeTeHHH OTHOCHTCS K 00NacTd OMOJOTMYECKOH XHMHMH MW MOXET HaiTu
NPUMECHEHUE JUIS MOJyYCHHMsS M3 OPraHUYECKOro MaTepuaja OelKOBBIX MpenapaToB, KOTOPBIE
MOryT  OBITb  HMCHOJIb30BaHbl B MENULHHE Il  CHMDKEHHS  MMMYHHTETa  IIpU
TPaHCIUTAHTOJIOTUH, JICYEHUST DHIOMETPHO3a, HEKOTOPHIX OHKOJOIHYECKHX 3abojeBaHuii, a

TaK)Ke B BETEpUHAPHH.

B Hacrosimiee BpeMs B JIMTEpaType HMMEIOTCS JAHHBIE O BO3PACTAHHM KOJHYECTBA
3a6051eBaHMI HIOMETPHUO30M MIPU MYTALUSIX B FeHaX, KOAUPYIOUMX MHrubun BA y moxeii [Lin
J., L.Zong, S.H.Kennedy, K.T.Zondervan Coding regions of INHBA, SFRP4 and HOXA10 are
not linked to chromosome 7p13-15// Molecular Human Reproduction. 2011, V.17, Ne 10, p. 605-
611] 1 nojaBIeHUH Pa3BUTHUs 3TOro 3a00JICBAHUS B MOJIEH 3HAOMETPHO3a Ha Mblmax [Bristol-

Gould SK, Hutten CG, Sturgis C, Kilen SM, Mayo KE,Woodruff TK.- The development of a

mouse model of ovarian endosalpingiosis.//Endocrinology. 2005;146(12):5228-36].

Kpowme Toro, uMeroTcs cBeieHHsI O YBEIMYEHHH B aTHIIHYHOM 3HIOMETPHU KOJHYECTBA
axtuBuHa A (Genka cemeiictBa TGF-B) koTopeiit siBiisieTcss (PU3HOIOIHYECKUM aHTATOHHCTOM
MHIHOMHA B OpraHM3Me >KCHILIMH, OONbHBIX dHpoMeTpro3oMm [Rombauts L., J. Donoghue, L.
Cann, R.L. Jones and D.L. Healy- Endometrial activin-A secretion in endometriosis Activin-A
secretion is increased in the eutopic endometrium from women with endometriosis.// Australian

and New Zealand Journal of Obstetrics and Gynaecology 2006; 46: 148-153].

HCﬁCTBH€ oboux BUIOB OEIKOB OCYHICCTBIIACTCA IMMOCPEACTBOM BJIMAHUA Ha aKTHBHOCTDH
NOJIOBBIX CTCPOHUIHBIX TIOPMOHOB: TakK AaKTHBHHBI YCHJIMBAOT AKTHBHOCTB JOCTPOTEHOB, a

uHruduHe! ee noaassroT [Peng C, Ohno T, Khorasheh S.Leung PC..- Activin and follistatin as

local regulators in the human ovary.// Biol Signals. 1996 Mar-Apr;5(2):81-9; Knight PG, Glister

C., - Local roles of TGF-beta superfamily members in the control of ovarian follicle

development.// Anim Reprod Sci. 2003 Oct 15;78(3-4):165-83].




HOBTOM}/ BE€CHbMa BaXXHO NOJIYYCHHE Mpenapara, B KOTOPpOM OTCYTCTBYIOT KOMIIOHCHTHI,

OKa3bIBaIOLIUE NPOTUBONMOJIOXKHBIEC JEUCTBUSA IIpH €ro UCIIOJIE30BAHHH B J1e4eOHBIX LEIIAX.

Ussecten crnoco0 MomydeHHs (OJUTMKYJISPHOrO PEryIsTOPHOro Oenka, BKIIOUAIOMMH
HCIIOb30BAHME B KAYECTBE CBHIPbS BBUIENEHHOH M3 SHYHUKOB CBHUHBH (OIUTUKYISIPHOM
JKHIKOCTH, KOTOPYIO OCAXIAIOT CyibhaToM aMMOHHS, a MOJydYeHHble (PaKIUU MPOIYCKaOT
yepes renb OpamxkeBblii A, ypasroBemeHHbH Oydepom Tpuc-HCl pH 7.5. CasizaBiuuecs
¢pakuuu smoupytor 0,5 M KCl B Tom xe Oydepe. Ppaxiuy, colepiamiue HHIUOMTOP
apomarossl, cobupaoT (o OHO), IMATU3MPYIOT MPOTUB AMCTHIUIAPOBAHHOH BOJBI H
modrasupyroT. Jlanee MoJyYeHHbIH MarepHan OYMINAIOT HA aHMOHOOOMEHHOH KOJIOHKE ¢
MoHO Q, 3areM mOUpYIOT ¢pakiuu, umeromue OPbL akTHBHOCTE M OYHINAIOT HMX Ielb-
dunepTpaueit Ha cheporene TSK G 300000 W6 B BOAE KHAKOCTHOH Xxpomatorpaduein
BBICOKOTO paspeuienus. [1omydenHbIii GOITHKYIAPHBIH PEryIsATOPHbI Oe0K KOHUEHTPUPYIOT
ynbTpadunsTparmeit Ha Amicon Dia — flow cuctem ¢ P10. (em. mar. CIUA Ne 5102867, xn
A61K35/44, 1992r).

B pesynpTare aHanuM3a H3BECTHOro crocoba HEOOXOAMMO OTMETHTh, HTO OH
XapaKTEPU3YETCsl CJIOKHOCTBIO OCYLIECTBIIEHMs, BBICOKOH TPYMAOEMKOCTBIO, |TO OCIOXHACT
OCBOEHHE €ro MPOMBIIIIEHHOTO IPOM3B0ACTBA. Kpome TOro, HCHONb30BaHHE JAHHOTO Crocoda
He TI03BOJISET BBIAETHTH B COCTaBe (DOJUIMKYJISPHOrO PEryasTopHoro Oejika KOMIIOHCHTEI,
KOTOpblE OKa3biBalOT 3(G{eKTUBHOE BO3JICHCTBHE HA JICYCHHE, HAMPUMEP, IHJIOMETPHO3A.
[Ipenapar, MNOJNyYEeHHBIH JaHHBIM CIOCOOOM, XapaKTepH3yeTCs HEBBICOKUMH Je4eOHBIMH

CBOMCTBaMH.

M3BecTeH crnocob nojiydeHus 0enkoB U3 GOLUIMKYISIPHON KUAKOCTH KPYIIHOTO POraToro
CKOTa, COIJIACHO KOTOPOMY (OJUIMKYISAPHYIO OKHIAKOCTh IOABEPraioT OCAXICHHIO M
NTHODHUIU3UPYIOT OCAJIOK, IPUYEM Nepe]l OCaXKAEHHEM (OJITHKYISPHYIO KUIKOCTb OXJIAKAAIOT
M MOABEPTaloT LEeHTpudyruposaHuio B TeueHun 18 — 25 muHyt. Ocaxenue npuMecei
MPOBOJAT OXJaXAEHHbIM 10 —18°C aneToHOM, KOTOpBIA A00ABISIOT B GOJNHKYISIPHYIO
KHIKOCTh B COOTHOIIEHMH OOBEMHBIX UYacTeil KOMIOHEHTOB: (OJUHKYJIApHAS XKHAKOCTh — 2,
aneton — 3. OTCTaMBAIOT MOJYYEHHYIO B3BECh W IIOABEPraloT €€ UEHTPH(YrHpOBaHUIO CO
ckopocthio 10000 06/mun B Tewennyn 20 — 35 MUHYT C NOCIENYIOLAM OTOOPOM OCAlKa U €ro

miodummsanmeii. (cm. marent PO Ne2185180, k. A61K35/54, 2002 r.)

B pesyibTare aHajnza H3BECTHOTO crocoba HEOOXOAMMO OTMETHTh, HTO IIpenapar,

IIOJTy4EHHBIH JaHHBIM CIOCOOOM, COAEPKUT MHOI'O IIPUMECEH, CPEM KOTOPBIX MPOBOLUPYIOLIHE



9HJAOMETPHO3 AKTHUBHHEI U, CJI€N0BATCIIbHO, HC MOXECT B(I)QICKTI/IBHO NPUMEHATBCA AJIsl JICUCHUSA

9TOIo 3a6OJI€BaHI/IH, TO €CTh, UMCCT OTPAaHUYEHHYIO obnacTh IIPUMEHEHHU.

M3BecTeH crnoco® OYMCTKH OENKOB ceMeHcTBa TPaHCHOPMHUPYIOIUX  POCTOBBIX
(akTopoB, nony4acMbiXx U3 (GOIUIMKYIIPHON JKUIKOCTH KPYIMHOIO POraroro CKora, COrIacHo
KOTOpOMy GeJIoK pacTBOPsIOT B Gydepe ¢ HeliTpanbHbM 3HadeHHeM pH, QUIBTPYIOT pacTBOp
yepe3 HUTPOLEIUIION03HBIH GuabTp. [loaydYeHHBbIA CyNepHATaHT IOABEPraioT HOHOOOMEHHOH
xpomatorpapun. J{anee NOMy4eHHbIHA B pe3ybTaTe HOHOOGMEHHON XpOMATOrpagyy KOMIOHEHT
nponyckator depes 8-mm konouky (Cybracon ¢upmsr ICN) ¢ tem xe Gydepom u oTOMparoT
AKTHBHYIO (DPAKUMIO, KOTOPYI —O4HIaroT renmb-¢unbrpauuei. IlomyueHHBIH  [PORYKT
GunsTpyror uepe3 QUILTP YHM 200 wu cobGupator ¢unerpar. Majnee OCyUIECTBASIOT
JBYXCTYNEHUYATYI0O O4YHCTKy ¢uiapTpata. Ha mepBod  CTyHmeHM — OYHMCTKY ¢ubTpaTa
OCYIIIECTBISFOT XpoMaTorpauell BBICOKOrO JaBNEHHS O NPHHUMIY 0OpaTHOH ¢ba3pl. Ha

BTOpOIi CTYIIEHM OYMCTKH (QUIbTpaTa UCIOJB3YIOT NPENapaTHBHOE H303JIEKTPOPOKYCHPOBAHKE.
(cM. matenT PD Ne2201241, k1. A61K35/54, 2003 r.) — nauGosnee Gau3Kui aHATIOT.

B pesyibTare aHanM3a M3BECTHOrO crocoba HEOOXOMMMO OTMETHTh, HTO OH
XapaKTepU3YETCs CJIIOKHOCTBIO OCYIUECTBJIEHHUS, BBICOKOH TPYAOEMKOCTBIO, HTO OCIOXHACT
OCBOEHME €ro TMPOMbILINEHHOr0 NPOU3BOACTBA.  VICMOJBb30BAaHME JAHHOTO crocoda He
MO3BOJAET MOIYYMTh B COCTaBE TPAHC(HOPMUPYIOIIMX POCTOBBIX (AKTOPOB KOMIIOHEHTHI,

KOTOpBIE OKa3bIBalOT P HEKTHBHOE BO3ACHCTBUE HA JIEYCHHE SHOMETPHO3A.

TexXHHUECKUM pe3y/IbTaTOM HACTOAIIEH IpyNbl H300pCTEHMH sABJsETCS paspaboTka
[POCTOr0 ¥ JOCTYMHOTO CHOCO0A MOJNyYeHHs ONPENeNeHHOro cocraBa GenkoBoro mpenapara,
[IPH KOTOPOM JOCTHMIAETCsl BBICOKask GHOJIOrMYeCcKasl akTUBHOCTD [Iperapara, ero yCTOH4nBoCTh
K BHEIIHUM (akTopam (Temieparypa, BIKHOCTb W T.J.), YTO ONpPEIENIET €ro bonee
JUIMTENbHOE XpaHEHUE, N0 CPABHEHHIO ¢ OENKOBBIMU IpenapaTamMu, NOJIyIeHHbIMU H3BECTHBIMU

criocobamMu.

VYxa3zaHHbIH TEeXHIUECKUH pe3ynpTaT obecrieunBaeTCs TEM, 4TO B
criocobe moyyeHust QOJHKYISIPHOro OENKOBOro Mpernapara, COriacHo KOTOpOMY oTOMpAroT
GONIMKYISAPHYIO KHAKOCTb KPYIHOTO POTaToro CKOTa, OXJAKJAIOT €€ W M0C/Te OXJIaXACHHA
LEeHTpH(YTUPYIOT, MOJydyas CyNEepHATaHT, CMEIIMBAIOT €ro C OXJIAXKICHHBIM aLCTOHOM,
OTCTaMBAIOT IOJNYYEHHYIO CMECh, IIOC/E Hero ee HO(QUIIBHO BBICYLIMBAIOT, M OYHIIAIOT
TIOBTOPHEIM LEHTPU(YrHPOBAHUEM, [0NyHas THOQUIN3UPOBAHHDIA MPOIYKT, HOBBIM SBIISCTCS
T0, 9TO NHO(QUIM3UPOBAHHBIN MPOAYKT pAcTBOPAIOT B Oydepe, MONYy4YEHHYIO B3BECH
nentpudyrupyior npu 8000-10000 o6/mun B rtewenuwe 15 - 30 MuH s MONy4CHUS

CYIepHAaTaHTa, KOTOPbI pasieisioT HOHOOOMEHHOH Xpomarorpaued Ha DEAE-Cedapose,
3



coOMparoT 3:mr0aT, BEIXOAAIIME npu kKoHueHTpauun NaCl B smoupyromem pactsope ¢ 0,11 M mo

0,19 M, KOTOpEIi 11anu3yIOT IPOTHB BOIBI HE MEHee 8 YacoB, 10JTyyast Mpenapar.

DoyHKYyIApHEIH GeNKOBBIA Npenapar, MONYYeHHBbIH U3 (OIMKYIAPHOH  KHAKOCTH
KPYIHOTO pOTaToro CKOTa COIECPXKHT ChIBOPOTOYHBIA anbOyMuH U Oenok cemeiictea TGF-f
(TP®-B, Tpanchopmupyromuii  pocToBOit  (PakTop), MMEOIMI HMMYHOCTEHU(PHUUHOCTE

UHruOuHa BA, IpH CleAyIOUIeEM COOTHOIIEHMH UX KOMIIOHEHTOB, B Mac.%:
- 6enok cemeiicTpa TGF-B, umerouuit ummyHocneuudpuunocts uuruduna BA,: 0,00005-3,0;

- C]:IBOpOTO‘IHbeI aJ'IbGyMI/IHZ OCTAaJIBHOC.

Hcmonb3oBaHnue B KauecTBE CBIPbS Al IOMYy4eHHS (POJUTHKYIAPHOTO GEIKOBOro
npernapara (GOIUIMKYJIAPHOH JKUAKOCTH, BBLIENEHHONW U3 (DOJUIMKYJOB SHYHHKOB KPYITHOIO
poraroro CKOTa siBJIS€TCS BECbMa CYLIECTBEHHBIM, TaK KaK: BO-IIEPBBIX - 0OECIIEUNBACT HATMYME
JOCTYITHOI'O MCTOYHHUKA, & BO-BTOPBIX, KaK IOKa3alM UCCIENOBAHHUs, HUCIOJIB30BAHUE B BHUJE
CHIPbA (OJUTHKYIISPHOI KUIKOCTH JAPYTUX BUIOB KHUBOTHLIX, HE TI03BOJISET NOTYIUTEH OENIKOBbIH
OPOAYKT ¢  HEOOXOAMMBIM  KOJMYECTBOM AaKTUBHBIX KOMIIOHEHTOB.. Kak mnokazanu
OKCIIEPUMEHTBI, HUCIOJL30BAaHWE Ul IOJNy4eHUs (QoJUTHKyYIsIpHOro OEJIKOBOro Ipenapara,
HanpuMep: GOJUTMKYIApHOH kuakoctu csuHel (matent CIIA Ne5102867) ue mnossonser

OCYIIECTBUTE NNOJIYHUCHUE NNPOAYKTA 3aJaHHOTIO OenKOBOro COCTaBa.

OXJ'IEDKI[QHI/IC KUJAKOCTH IEPCa IIEPBUYHbBIM Llel'ITpl/I(byrl/lpOBaHI/IeM [TIO3BOJIACT COXPAHUTDH

O€NKH B HATHBHOM COCTOSIHHH U YBCIIHYHTH UX BBIXO/I.

LentpudyriupoBanue (IepBHYHOE U MOBTOPHOE) OGECIeYnBaET OYMCTKY PACTBOPHMBIX

OENIKOB OT OCTATKOB KJIETOK.

HpOBeI[CHI/Ie OCAXICHUA B OXJNAXKIACHHOM al€TOHE IMO3BOJISIET OYMCTHTHL IIperapar oOT

HEOETKOBBIX KOMITOHEHTOB.

Honoobmennas xpomarorpapus Ha DEAE-Cedapose npuBoauT K NOIyYEHHIO
Qosmkynsproro 06enKOoBOro mpenapara OMNPEAENEHHOr0 COCTaBa, COCTOAIIEro M3 Oelka
cemeiictea TGF-B, wumeromero uMMyHOCHENUBHUIHOCTE uHruduna A u  Obrabero

CBHIBOPOTOYHOIO albOyMHHA.

Tepmun  «unrubun BA»  saBasercs  obuieynorpebumbiM. B nureparype  Takke

BCTPEYAETCS €ro TOXIAECTBEHHOE 0003HaUYeHHE - WHIHOUH A.



JInopunuzanus donmukynaproro GenkoBoro mnperapara Mmo3BoJISET XPaHUTh Tpernapar

AOCTATOYHO MIMTEIIBHOC BpEMA.

HeoOXx0muMo OTMETHTB, M 3TO MOATBEPIKAEHO JKCIIEPHMEHTAILHO, YTO 3asBJICHHBII
TEeXHUYECKUN PE3yNBTAT MOXKET OBITh JHOCTHTHYT TOJBKO NMpH GE3yCIOBHOM BBIIOJIHEHUH BCEX
ACHCTBHH, OTPAXXECHHBIX B MaTepHajlaxX 3asBKH MPH CTPOrOM COOJIOJCHUH 3asBICHHOH HX
IIOCNEI0BATEILHOCTH M PEKUMOB, a TAKXKE KOJIWYECTBEHHOI'O COOTHOIIEHHS KOMIIOHEHTOB
npenapata. Takum 00pa3oM, NpU3HAKH, H3JIOXKEHHBIE B  (GopMysne u300peTeHus U

NOCICAOBATEIbHOCTD UX BBINOJIHCHUA, SABISIOTCA CYIIECTBEHHBIMHU.

Crmoco6  mosnydyenus QOJUTHKYISpHOro OENKOBOro mpenapara OCYLIECTBISIOT B

HECKOJIBKO 3TaI1oB.

[leppoHauanbHO OTOMPAOT U3 SHUYHUKOB (DOJUIMKYJSAPHYIO JKHUIKOCTb KPYIMHOIO
poraroro ckora. OTo6panHyIO XHAKOCTE LeHTpudyrupytor npu 8000-10000 g ans noaydenus
cynepnaranta. IlomydeHnelii B pesynbrare LEHTpU(YrHpOBaHHMS CyNEpPHATAHT CIHBAIOT B
YUCTYIO EMKOCTh M OXJaXIaoT 10 4 — 8 °C juis yBeNnuueHus KOJMYECTBA 0CaXIECHHOro OenKa.
3ateM K cynepHaTaHTy nobGaBisiiorT aueroH (rpagauuun OCY), oxnaxkneHHbid g0 -18 °C B
cootHowenuu o1 1/110 2/3 no o6wveMy, nepemeliuBaioT ¥ UEHTPUPYrUpyIOT 15-25 MMH 11pH
8000-10000 g (uentpudyra Eppendorf 5804) mis nonyuenus ocaaxa. CynepHaTaHT
oTOpackBaroT. Ocagok NEpeHOCAT B eMKOCTh, OXJIaXAAKOT 10 -18 °C u cymaT Ha THOQHIBHO
cywke (VirTis benchtop SLC) no ero nojHOro BbicylumBaHus. B pesynpTaTe Mosy4aror
TMO(QUIM3HPOBAHHBIA  NPOLYKT B BH/AE IPaHYJHPOBAHHOIO MOPOLIKA OT OENOro 10 TEMHO-

JKEJITOro IBETA, IJI0OX0 paCTBOPHUMOIO B BOJE.

Ha cnenyromem stane nuoduan3upoBaHHbIi NPOAYKT pacTBopsioT B 6ydepe pH 7,2
TIPU [IOCTOSITHHOM MOMEIIHBAaHUN B TedeHue 15-30 muH. [lonydyeHHYIO B3BECH LUEHTPUDYTHPYIOT
npu 8000-10000 o6/mMuH B Teuenne 15 - 30 MuH juig MONyYeHUs cynepHaTaHTa. [lomydeHHBIH
CyNnepHaTaHT CIMBAXOT M HaHOCAT Ha KonoHKy ¢ DEAE-Cedapo3soii. Bpems nabusanus

KOJIOHKH 6 -8 4acoB. YpaBHOBEILIHBAIOT KOJIOHKY Oydepom 12-24 yaca o pH 7-7,2.

Hanbﬂeﬁmee BBIJIENIEHHE OEIKOBOIO Impenapara MOXHO NPOU3BOAHUTL ABYMS IYTAMMU,

[1ojfydast OAUH U TOT XE pE3yJIbTaT:

1. HaHocAT Ha KOJOHKY CYNEpHATaHT, IONYYEHHBIH U3 3 I NHO(QHIM3MPOBAHHOMN

GommukynapHod kuakoctd W mporonsor 180 wma  Gydepa. C  nmomombio



xpomatorpaduueckoit cucrems! (BioRad BioLogic LP ¢ Y®-nerexropom ¢ UTHHOH
BoJHBI A=280 um) mogaror 112 mn 0,11 M pacteopa NaCl (npubnusutenbHo 2,6
o0bema kooHKH). 3ateM nojarot 120 mix 0,11- 0,19 M pacteopa NaCl B 6ydepe u
OJHOBPEMEHHO HA4YMHAIOT cOOMpaTh IMI0AT B €MKOCTh. [locne 3Toro mnoaaroT Ha
kosoHky 40 ma 2M pactBopa NaCl m1s yaaneHust ¢ KOJIOHKH OCTaTKOB HaHECEHHBIX
seniecTB. CoOpaHHBIi 27I0aT 3aMOpaXHBAlOT B Moposuiike (Sanyo MDF-436) npu

-18 °C- 35 °C, 3aTem n1o(UABHO BBICYUIMBAIOT.

2. HanocaT Ha KONOHKY CyNepHATaHT, TMOJYYeHHBIH U3 3r JIHOQHUIM3HPOBAHHOM
GonuKynspHoi xuaxkocTH U moupyioT rpaanentoM NaCl ot 0 o IM B Oydepe
pH 7,05-7,20 Ha xpomarorpadudeckoii cucteme (Hampumep, BioRad). Orbuparot
3mr0atr, cmbiBaeMblil konueHtpanusmu conm 0,11 - 0,19 M NaCl. Kontpons mo
camonucny. CoOpaHHbIH 3H0AT 3aMOPaXKUBAIOT B Mopo3mike (Sanyo MDF-436) npu

-18 °C- 35 °C, 3aTem n1OQHUIBHO BHICYIINBAIOT.

B pesyibrare MCIOIB30BaHUS mporecca | WM Iporecca 2 MOJydaroT OAMH U TOT XKe
3JF0AT, HO3ITOMY HEN0Co0OPa3HOCTh HCMOAb30BaHKs OJHOrO MIIM JIPYroro mpouecca

onpenenseTcs MpuOopHOit 0a30i ¥ TEXHOJIOTHYECKMMHU YCIIOBHAMH.

B pesynbTaTe ONMMCAHHBIX MAHUIYJIALKHA 10JTy4aoT OENKOBBIH npenapaT ¢ Oypepom -

JIETKUM , BO3AYUIHBIA OPOLIOK Oenoro nBeera

Jlna ynajneHus M3 MOJMYYEHHOro Mpenapara NnpuMecHoro Oydepa CleAyrOLIMM 3TanoM

OCYIIECTBISAIOT auanu3 OeIKoBOro npenapara ¢ 0ydepom, s 4ero:
- pacTBOPSIOT €r0 B AUCTHILIMPOBAHHOM BOJIE;

- TpoBoOAAT auanus uepes memopany (ROTH) ¢ o6pemom uckmodenus 14 xJla npotus 2 TUTpOB

JUCTUIUTMPOBAHHOM BOJIBI CO CMEHOM AMCTUIUIATA 110 CXEME:
-nuanu3 3 yaca (2 TUTpa JUCTUILINTA);

-CMCHa JIUCTUILIIATA;

-nuanu3 3 yaca (2 nuTpa IUCTHIUIATA);

-CMCHa JUCTHJIIIATA,



-IAamm3 2 qaca (2 JTUTpa UCTHILIATA).
Ipouece ocymectsnsior npu Temmneparype 4 - 8 °C.

IHonysaror nuamusar. Mem6pany HagpesaioT u cuBaioT PacTBOp B CTEKIAHHEBIN CTaKaH

H JIHOQUIIBHO BBICYIIHBAIOT,

Komauectsennoe conepxanme ykasammex B dopMyne wu306peTEHHS KOMIOHEHTOB
KOHTPOIHMPYIOT OGINEH3BECTHEIM MMMYHHO-DEPMEHTHEIM aHATH30M, 8 AKTHBHOCTS 6enxoBoro
fIperiapata KOHTPOIMPYIOT CTAHAAPTHEIM METOAOM OMPENENEHAS GHONOTHIECKON AKTHBHOCTH

Ha KyJsType Kierok VERQ.

B pesynbrare peammsaumm mamsoro croco6a HONMYyHaoT (GOIUTHKYIAPHEIN 6enKoBBIHA
IIpenapar, COACpXallMii ChIBOPOTOYHBIN ambOyMHH M GENOK ceMmelcTBa TGF-B, umeromuit
MMMYHOCTIEMQUYHOCTE MHTHGHHA BA, IPH CIEAYIOMEM COOTHOLIEHHH HX KOMIIOHEHTOB, Mac.
%:

- 6enox cemeiicrsa TGF-P, uMeromuit MMMyHOCTIeHGHIHOCTE HHTHGHHA BA: 0,005-3,0;
- CBIBOPOTOYHEIH aEOYMHH: OCTAIBHOE.

CymHOCTb 3asBNIEHHOrO croco6a Oymer Gonee MOHSTHA M3 MpPHBENEHHOro IpuMepa.
ITepBonavanbHo oTGHparoT OITHKYNAPHYIO HHUAKOCTH KPYNHOTO poOraToro cKoTa, Ui 4Yero
AMYHUKH B 30HE QOJUTHKY/APHBIX My3bIPbKOB IPOTHPAKOT 96% CIIMPTOM, 3aTEM IIPOKANBIBAIOT
OZHOPA3OBBEIM CTEPUIIBHBIM IUNPHUEM H (GOITHKYIAPHYIO KHUIKOCTD orbnpaior 10 mMm B
OTONIOCHYTYIO ~ CHIHMPTOM UEHTPHQYXKHYIO NpPOGHpKY, EMKOCTBIO He MeHee 20 1758
Uentpudyrupyror (ommTHKYNSApHYIO KUAKOCTD 25 MHH npu 8000 g (uentpudyra Eppendorf
5804). IomyyeHHsIit cynepHaTaHT CIMBAIOT B THCTYIO EMKOCTE H oxXusaxnaioT 10 6°C. 3ateM K
CYNepHATaHTy NOOABNAIOT aueTOH (rpajaumu OCY), oxnaxiennsif g0 -18°C B
COOTHOMEHMHM 1/1 1o o06beMy, mepememmMBaOT M ueHTpHdYTHpYIOT 15 MUH nIpH 8000¢g
(uenrpudyra Eppendorf 5804). Cynepuarant ot6paceiBaior. Ocamok INEPEHOCAT B €MKOCTB,
OXNaxaoT 110 -18 °C u cymwar Ha nmrodHIBHOMK cymke (VirTis benchtop SLC) no ero noaroro

BBICYIUMBaHWA,

Hanee 1,3 r nnodumsnposansoit GonnukyspHOH KHAKOCTH pacTBopsitoT B 40 Mt Gydepa
PH 7,2 B crexnsHHO# KonGe eMKocTbIO 50 M € MOMOIIBIO YJIbTPa3ByKOBOM Memanku Y3M 001
(Tlonema) npu MOCTOSHHOM nNOMemwMBaHHE B TeyeHne 30 MuH. HOJI}"ICHH}’IO B3BECH
UCHTPH(YTUPYIOT Ha LEeHTpHpyTe Eppendorf 5804 mpu 8000 o6/mMun B Teuenme 30 MHH.

Cynepnatant (upu6:1.8 M) crMBaIOT ¥ HaHOCST Ha KOJIOHKy (xat. Ne 57407-08-6 DFF100,
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Sigma, Diethylaminoethyl Sepharose ¢ DEAE-Cedapo3oii. Kononka: crekno, pasmeps! 1,5*30
cM, pabounii oOvem KomoHkH — 42 M. Bpems HaOuBaHus KOJOHKM 6 dbacoB. Bpewms
YpaBHOBEILMBAaHUs KOJIOHKH Oydepom - 12 uacoB no pH 7,2). 3atem HaHOCAT Ha KOJIOHKY
CyNEepHaTaHT, MojgydeHHblt u3 1,3 r nuodunuzupoBaHHOH QONMHKYISIPHON JKUIKOCTH U
npombIBar0T koJioHKY 180 mu Gydepa. C momombio xpomatorpaduueckoit cucremsl (BioRad
BioLogic LP ¢ Y®—nerexropom ¢ muno# Bonael A=280 M) momarot 112 mi 0,11 M pacrBopa
NaCl (npubnusurensHo 2,6 odbema xoytoHKH). 3aTteM nomaroT 120 ma 0,19 M pactBopa NaCl B
Oydepe 1 OJHOBPEMEHHO HAYMHAIOT COOMpATh M0AT B €eMKOCTh (mosyudaem 120 mi pacTBopa).
ITocne aroro nmonaroT Ha xonoHky 40 mn 2M pactBopa NaCl ans ynaneHusi ¢ KOJOHKHM OCTaTKOB
HaHeceHHBIX BeuiecTs. CoOpaHHBIH 2110aT 3aMOpaXkuBaloT B Mopo3uike (Sanyo MDF-436) npu

- 35 °C, 3arem nuoduisHo BeicymBatoT (VirTis benchtop SLC).
Jlasiee OCyUIECTBISIOT AXAIU3 [TOJIYYEHHOTO MO UIM3ara s 4ero:
- pactBopsiroT 0,26 r 6enka B 10 M1 IMCTUIITUPOBAHHOM BOJBI.

- noaBepraioT auanusy depe3 membOpany (ROTH) ¢ o6semom uckimrouenus 14 x/la mporus 2

JUTPOB JUCTUIUIMPOBAHHON BOJIbI CO CMEHOM JIMCTUILISAITA 11O CXEME:!
-nuanu3 3 yaca (2 nuTpa JMCTUILIATA);

-CMEHa JIMCTUILIIATA;

-nuanu3 3 yaca (2 quTpa IUCTUILINATA);

-CMEHa AUCTUILIATA;

-nuanus3 2 yaca (2 nuTpa JUCTHIUINTA).

[Tponece ocyiecTBIAOT Npu Temneparype 6 °C.

ITonyuator jmuanuszar B koiwmuectBe 12 mul. MemOpaHy Hazape3arOT M CIUBAIOT PacTBOp B
CTeKJISTHHBIN cTakaH 50 M. OnpenensitoT KOHUEeHTpauuio 6enka no meroxy bpandopaa u cHoBa

J'II/IO(pI/IJ'II:HO BBICYHIUBAIOT.

KonuvecTBeHHOE COAEp)KaHHE YKa3aHHbIX B (opMmylsie H300pETEHHs KOMIIOHEHTOB
KOHTPOJIMPYIOT HWMMYHHO-(EPMEHTHBIM aHaIM30M, a AaKTHBHOCTb OEJIKOBOrO Ipenapara
KOHTPOJIUPYIOT METOJOM OIpeaeNeHus OHOJIOTMYeCKOd aKTUBHOCTH Ha KyJbType KJIETOK

VERO.
B pesysibrate nonyyatort 0,26 r GoNIMKyISIpHOro GENKOBOro npenapara, CoAepKauero:
- ObIYM cHIBOpOTOUHBIN ansOymun 0,254813 r

- 6enok cemeitctra TGF-B, nmeronmii ummyHocnennpuynocts uHrubuna fA 0,000013 r



- npumecd 0,005174 r, KOTOpbIE HE OKA3bBIBAIOT CYLIECTBCHHOTO BIMSHHUS HA JIOCTHIKCHHE

YKa3aHHOI'0 TEXHUYECKOTO pE3yjibTaTa.

Heo6X0IMMO OTMETHTD, UYTO YKA3aHHBIA TEXHUYECKUH pe3ybTaT 00eCneYrnBaeTCs TOJIbKO B
mpesieniaXx yYKa3zaHHbIX B (opmysie H300peTeHHs 3HAYEHHH KOMMOHEHTOB (HOIUIHKYISPHOTO

6enKoBOro Ipenapara.

Tlpu MenpluuxX 3HaueHusX Oenka cemeiicrBa TGF-B, uMeromero uMMyHOCIELMPUIHOCTD
uHrubuHa BA, npenapar yTpaudBaeT CBOIO aKTUBHOCTD, IPH OOJIBIIMX 3HAUCHHUSX BO3pAcTaeT
pHUCK BO3HMKHOBEHHs maTonoruyeckux osddexros. Hamuuue CHIBOPOTOYHOrO anbOymuHa

o0ycnapnuBaeT cTabUIBHOCTh HHIMOMHOB B OEJIKOBOM IIperapare.

JlaHHEIA Tpemapar ObUT NpoBEpeH Ha KPBICHHOM MOZENH SHAOMETpHO3a. Baenenne
BHYTPUOPIOIIMHHO Mpenapara B jo3e 40 MK Ha JKHBOTHOE €XEJHEBHO IO OAHOH 103¢ B
teuenne 10 QHEH KpbicaM ¢ XUPYPrHYECKH MHIYLHMPOBAHHBIM JHIOMETPHO30M IIPHBEIO K

YMEHBIIEHHIO 00beMa UMIUTAHTOB Y KpbIC B 7,9 pas.

HonyquHmﬁ JaHHbIM CcIoco00OM U C BBILIEOMUCAHHBIM COCTaBOM npenapat nIpuMeHsICcd IIpU

JICYCHHUH SHAOMETPHO3a Yy XKEHIIHH.

SHJIOMCTpHOB - paCHp()CTpaHéHHOQ THHEKOJIOTHYECCKOC 3a6OH€BaHI/I€, npyu KOTOpPpOM
KJICTKH OHJIOMETPpHSA (BHyTpGHHCI‘O CJ101 CTECHKH MaTKl/I) pa3pacTaroTCsd 3a NpeaciaMHu 3TOoro
CJ104. SHHOMeTpHOI/IHHaH TKaHb UMEEeT PEeUENTOpPhl K rOPMOHAM, IIO3TOMY B HEH BO3HHUKAIOT TE
)K€ M3MEHEHUs, YTO H B HOPMaJbHOM OHIOMETPHH, NPOSBJIAIOIIMECH E€XCMECAYHBIMU
KPOBOTCUCHUSMMU. DT HeOOJIbIIHE KPOBOTEYCHHUS MPUBOAAT K BOCHAJICHHIO B OKPYXKarouux
TKaAHAX W BBI3BIBAKOT OCHOBHBIC NPOSABIICHUS 3a00/IeBaHus: 60JII), YBEITHUYEHUE obneMa oprasa,
becroue. OcHOBHEIE METOABI JICUEHUS OHJOMETpHO3a B HACTOdIlee BpeEMA — 3TO

rOpMOHAJIbHAS TePaIus U XUPYPrHUYECKOE JICYCHHUE.
[Ipumepsl.

Jleyenre npoBOAMIIOCEH TIpenapaToM (103UpoBKO# 0,3 MI) CleayroLIero cocTapa:
- ObIuMii CBIBOPOTOYHBIA anbOyMun 0,25 Mr

- Genok cemeiictea TGF-PB, umetowuii ummyHocnenuduaHocts naruduna A 0,000013 mr

CxeMma Tepanuu:

e nepBblit Mecan — 10 urbekumit 1o 0,3 Mr ¢ NSTOro AHs MECSYHOrO IUKJIA KaXIBIH JAEHD.



e BrOpO# Mecsi — 10 nabekuui no 0,3 Mr ¢ IITOro JHs MECSIHOrO KA KaXK/Ibli JEHb.
o Tpetuit Mecsan — 10 uHbeKkimi 110 0,3 MT ¢ [STOrO {HS MECAYHOIO LKA KaK/IbIi JEHB.

Marmentka V., 271 Kiuauueckuil amardos: dsHaomeTpuo3 Matku, nuddysuas dopma,

roctasner B 2008r. XKanoOsi Ha 06uNbHBIE, O0JE3HEHHBIE MEHCTPYaLlH.

Jlo Hauana JeueHus KIHHUKO-OMOXMMHIYECKIE TTOKa3aTeN: aHAIN3 MOYH, KITHHUYECKUH aHau3
KpoBH, OHOXMMMS, KOAryJIorpamMma, OHKOMAapKepel - B TpefeNax HOpMbL ['OpMOHbI KpOBH:
scrpammon 0,618 mMonb/1., mporectepon 7,6 mmonb/n. Y3M opranos M/Ta3a: S3HIOMETPHO3

MAaTKH. MOp(I)OJIOFI/I‘{eCKOQ 3aKIr0oYeHre: akTHBHbBIA aA€HOMHO3.

Ha ¢one neyeHus nonoXuTEIbHAS JMHAMUKA: Oosiel HET, MEHCTPYallul yMEpeHHbIC. Knuuuko-
OUOXUMHYECKUE T0Ka3aTeNld B IIpejesiaX HOpMBL. B ropMOHalIbHOM aHanuM3€ KpOBU OTMEYCHO
yBeJIMueHne ypoBHs actpaguona 10 0,72 HMOJb/JI, CHHXKEHHE ypOBHS NpOrecTepoHa Jo 3,97
uMoib/1.  Y3W  opranoB  M/Taza:  IOJIOXHUTENbHas  JMHAMHKA. Mopdonoruueckoe

3aKJIIOUEHHUE: SHAOMETPHUO3 HE 06Hapy>1<eH (HOHO)KHTGJ’H)Haﬂ }IHH&MI/IK&).

IMaruentka C., 39 1. Knuauueckuii 1Markos: dHAOMETPHO3 MaTKH, ouarosas Gpopma, mocTasiieH

B 2002 r. XXanoGr! Ha 0OUIbHEIE, 0OIE3HEHHbIE MEHCTPYaIHH.

Jlo Hayajga JiedeHHs KJIMHUKO-OMOXHMUYECKHE [IOKa3aTeNld: aHaliu3 MOYH, OMOXUMHUH,
KOAryJIorpaMma, OHKOMapKeps! - B mpezenax HopMmbl. KIIMHAUECKIH aHaIn3 KPOBH: Hg- 110 r/n.
Ounkomapxepsl CA 125 - 47,6 (sopma - meHee 35 En/mir). I'opMOHBI KpOBH: 3CTpaiHol 0,56
HMOJIB/J1., NPOreCTEPOH 1,8 HMOJIB/JI. Y3U OpraHoB M/Taza: YHJIOMETPHO3

Matki. MophoIoruueckoe 3akitodeH e: aieHoMU03 yMEPEHHON aKTHBHOCTH,

Ha ¢oue fedyeHue oTMEYEHA MOJIOXKMTENbHAs JAMHAMUKA: YMCHBILAIICS 00eBOH U CHUHIAPOM
runepronuMeroped.  KIMHUKO-MOPGONOrMYECcKHe  I0Ka3areiM B NpeAeiax  HOPMBL.
IKommapueckuit aHanmu3 kposu: He- 102r/n. B ropMoHaJpHOM aHalu3e KpOBH OTMEHEHO
yBeJIMYEeHHE YPOBHs dcTpamnona a0 0,8 HMOIB/JI, CHHKEHHE yPOBHS [POrecTepoHa Jo 0,2
HMOJIB/J. Y31 OpraHoB M/Ta3a: TIOJIOKUTEIbHAs nuHamuKa. Mopdonoraueckue

HCCIeJ0BaHUs: aACHOMHKO3 cj1aboii aKTHBHOCTH (HOHO)KI/ITCJIBH&H HI/IHaMI/IKa).

[Marmentka K., 33 r. Knuandeckuil amarHo3: DHIOMETpHO3 Matkd, Au(QysHas dbopma,
nocrapier B 2000 r. JKanoGel Ha OOMJIBHBIE MEHCTpyallMH. MeEHCTpyalbHBIA LHKI

HEeperyJsipHbIN.

Jlo Hayana JeyeHus KIMHUKO-OMOXUMHUYECKUE OKa3aTe/lk: aHallu3 MOH, KJIMHAYECKUH aHallu3
KpOBH, OMOXMMHS, KOaryjorpamma, OHKOMAapKepsl- B Npejenax HOPMEL ['OpMOHBI KPOBH:
scrpaanon -0,538umons/n, nporectepon - 3,7 mmonb/n. Y3M  opranos M/Ta3a: YHJIOMETPHO3

MaTki. MophonoruuecKkoe 3akiIoueHHe: aleHOMHO3 ciaboit akTHBHOCTH.
1U



Ha ¢one nedeHns OTMeYEHA MONOXKHTENbHAs [IMHAMHKA:  YMEHBLIMJICA  CHHIPOM
THIIEPIIOTUMEHOPEH. KNMHUKO-GHOXMMHYECKHE —MOKa3aTeld B [pejenax HopMmel. B
ropMOHAIFHOM aHAIN3€ KPOBH OTMEYEHO CHIDKEHHE 3cTpaanoa a0 0,218 HMOIIb/I1, MOBbIUCHHE
nporecTepoHa -0 36,7 HMOJIB/JI. V31  opraHoB  M/Taza - IOJOXKHTE/IbHAS
JHHAMUKA. Mop(oorndeckoe  UCCIe/0BaHMe: aleHOMIO3 HE  BBIABIEH  (MONOXKHUTENbHAs

JIUHAMHKA).
[To6ouHbIX 3D PEKTOB B MpoLECCe JIeUEHUs Y ﬁauueHTOK HEe HaOII0AaNoCh.
[IpumeHeHMe npenapara MalueHTKaMH, CTPaJaroIMMK SHAOMETPUO30M IIPUBEIO:
K MCYE3HOBEHHMUIO THIIEPIIONHMEHOPEN - B 8% ciydaes, ¥ €€ CHHKEeHHH - B 92% ciiy4aes;
K HCYE3HOBEHHIO aJIbIOJMCMEHOPEH — B 36% ciiy4aeB M €€ CHHKEHMH - B 64% cily4acs;

TpH OLIEHKE CTENEHHU THKECTH 3a00IEBaHUs! — K MCYE3HOBEHHIO CHMIITOMOB B 32% Cilydaes U

CHMIKEHHIO TSHKeCTH 3aboseBaHust - B 68% ciyuaes.

Hcxomss W3 3aKIIOUEHHH KOMILIEKCHOTO MOPQOJIOTrHYECKOro  (FMCTOJIOTHYECKOro U
HMMYHOMOP(OIOrHIECKOr0) HCCNe0BAHMS MONOKUTEIBHBIN S3hdekT Tepanuu BoiasicH B 80%
Cly4aeB, a B OCTAJIbHBIX CIydasX BBIABICHA TEHJEHLUS K CHHXXCHUIO aKTHBHOCTH O4aros

aJcHOMHO3A.

HpenapaT TaK)Xe€ MOXKET OBbIThb HCIIOJBL30BAH JUJIS JIEYEHUST HEKOTOPBIX OHKOJOIMYECCKHX

3a00JIeBaHUH U B BETEPUHAPHH.
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©OPMYJIA M3OBPETEHMS

1.Cnoco6 mnonydenust (QOJUIMKYJISPHOro OEJKOBOTO IIpenapara, COrJacHO KOTOpOMY
OTOMPaIOT (QOJUIHKYISIPHYIO HAKOCTh KPYIHOIO pOraToro CKOTa, OXJIXJAloT €€ H IMOcie
OXJAXJIEHUSI UEHTPUPYTUPYIOT, IONy4yas CYNEpPHATaHT, CMEIUMBAIOT €r0 C OXJIaKICHHBIM
AlleTOHOM, OTCTAHBAIOT IMOJYYCHHYIO CMECh, MOCIE Hero ee JHOQUIBHO BBICYIUMBAIOT, H
OYHIIAIOT [OBTOPHBIM IEHTpUYrUpOBaHUEM,  TONy4as JIHO(QHIM3HPOBAHHBLIA MPOMYKT,
OTIHYAIOLIHICH TEM, YTO JTHOGUIH3UPOBAHHBIA POAYKT PacTBOPSIOT B Oydepe, nonydeHHyo
B3Bech nentpudyrupyror npu 8§000-10000 o6/mMun B Teuenue 15 - 30 MHH IS NOTYYCHHS
CyNepHaTaHTa, KOTOPBIH paszensioT MoHooOMeHHO#H xpomatorpadueit Ha DEAE-Cedapose.
COOMPAIOT 3JIH0AT, BBIXOASAIUHA npu kKoHueHTpauuu NaCl B amoupyromem pactsope ¢ 0,11 M no

0,19 M, KOTOpBII AMANH3YIOT NPOTUB BOILI HE MeHee 8 4acoB, MoJryyas penapar.

2. MoMKYNSIpHBIA OENKOBBIM Tpenapar, MOXYYEeHHBIR W3 (OJUIMKYJISAPHOH IKHUAKOCTH
KPYIIHOTO pOraToro CKOTa, COJEp)Kallliii ChIBOPOTOYHBIA anbOyMuH, u Oenok cemelicra TGF-
B, umeromui uMMyHOCHEeUHPUIHOCTE WHIHOMHA BA, MpH CIEAYIOLIEM COOTHOLIEHHH HX

KOMIIOHEHTOB, B Mac.%:
- 6enok cemeiictea TGF-B, umeromui uMMyHocnennuaHocts narudbuna BA: 0,00005-3,0;

- CBIBOpOTO‘IHI:.IfI a.HI:6yMI/IHI OCTAJILHOC.
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] EATIB/OI1-2
EBPABUNCKOE NATEHTHOE BEJOMCTBO

OTYET O NIATEHTHOM INIONUCKE Howmep eBpazuiickoil 3a9BKU:
(craTbs 15(3) EATIK u npasuno 42 201500226
[MatenTHoit unctpykuun k EATIK)
Jara nopaun: 26 despanst 2015 (26.02.2015) l JlaTa McnpaludBaeMoro npHopHTeTa: 03 mapra 2014 (03.03.2014)

Hassanne nzobpeTeHns: Cnoco6 nosydyeHus GomTUKyIsIpHOro GeNKOBOro npenapara u nperapar,

I10JIYYCHHBIH TAaHHBIM CIOco00oM

3asBuTeNb: 3AKPBITOE AKIIMOHEPHOE OBILECTBO "CKAW JITA"

El HekoTophie nyHKTHI JOPMYJIBI He NOATEKAT HOUCKY (cM. pa3aes I 1ononHHTEILHOrO JIHCTa)
D EauncTBo uiobperenus He cobmogeno (cM. pasaes I1 10noanuTeIbHOrO JIHCTA)

A. KIIACCUOUKALIWA TTIPEAMETA U30BPETEHUA:

cM. OONONH. IUCM
CornacHo MexayHapoaHoi nareHTHoit knaccupukauun (MIIK)

b. OBJIACTB ITONCKA:
MUHKUMYM NPOCMOTPEHHOI A0KyMeHTaLMK (cucTeMa knaccudukauun U nHaekcer MITK)

A61K 35/54, B01J 37/32, BO1D 15/36, A61K 38/17, 38/38
Jlpyras npoBepeHHas AOKYMEHTaLUs B TOH Mepe, B KakoH OHa BK/IIOYEHa B 001acTh noucka:

B. JOKYMEHTbBI, CHUTAIOUMECS PEJIEBAHTHBIMU

Kareropus* CcblIKH Ha JOKYMEHTBI C YKa3aHHEM, TI€ 9TO BO3MOXKHO, PEJIECBAHTHBIX YacTeH OTHOCHUTCS K MYHKTY Ne
DY RU 2185180 C2 (3AKPLITOE AKIITMOHEPHOE OBLIECTBO "CKAM JIEJT") 1,2
20.07.2002, c. 4, newas ko, cTpoka 21 - npaBas KoJl., cTpoka 12, n. 1 ¢popmyibl
Y SUGINO K. et al. Purification and characterization of high molecular weight forms of 1,2

inhibin from bovine follicular fluid. Endocrinology, 1992 Feb; 130 (2): pp. 789-796,
(pedepat) [ou-naitn] [Haiineno 03.08.2015] Haiineno uz PubMed, PMID: 1733725

Y RU 2434018 C2 (TOCYJJAPCTBEHHOE OBPA3OBATEJIBHOE YUPEXJIEHWE 1
BBICHIETO [TPO®ECCUOHAJIBHOI'O OBPA30OBAHHS "ACTPAXAHCKAA
IT'OCYJIAPCTBEHHASI MEJULIUHCKA S1 AKAJEMUSI ®EJEPAJIBHOI'O

ATEHTCTBA 110 3[JPABOOXPAHEHMIO U COLIMAJILHOMY PA3BUTUIO")
20.11.2011, pedepar

Y [TpakTuueckas xumus 6enka. [Tox pen. A. lap6pe, M., Mup, 1989, c. 75-76 1
Y US 5051406 A (NIPPON HYPOX LABORATORIES INCORPORATED) 24.09.1991, 2
pedepar
X [ nocneayroiuue 10KkyMeHThI yKasaHbl B POAOIKCHUY rpadul B D J1aHHbIE O MATEHTAX-aHaJorax yKazaHbl B NPHIOKECHHH

* Ocobblc KaTeropuk CCbLIOYHBIX JOKYMEHTOB! "T" 6once NMO3/iHAI JJOKYMEHT, OItyOJIMKOBaHHbIH NOC/e JAaThl
"A" ROKYMENT, onpeensiowuit o0t yposetib TEXHHKH NPUOPUTETA W NPUBEACHIILIM [T TOHUMAHHS H300PETEHNS

"E" Gonee paHtui JOKYMEHT, HO onyOanMKOBallibIA Ha naTy "X" [OKyMEHT, UMEIOIUIT anbosiee 6NM3K0e OTHOLICHUE K TIPEAMETY

nojauk eBpasniicKoMN 3asBKU WK NOCTE liee MOMCKa, MOPOYALUHIA HOBU3HY WM N300PETaTENLCKNI yPOBELiD,

"O" ROKYMCHT, OTHOCALIMICS K YCTHOMY PACKPbITHIO, JKCTIOHH- B35 TbIH B OTJIENLHOCTH

POBAHMIO W T.A. "Y" KOKyMeHT, UMeiolLuii Hauboree 6IM3K0E OTHOMICHH

"P* OKYMEHT, ONYGIMKOBAHHBIN /10 J1aTh 1101a4H CBPa3UiCKOH OMCKa, MOpoUaliMi N300peTaTCNbCKUI yPOBEHb B COUETAHUH €

3a8BKH, HO MOCAE AATHI HCNPALIKUBAEMOTr0 NTPUOPUTETA

JIPYTUMH JOKYMEHTaMU TOH e KaTeropuu
"D" JIOKYMEHT, NNPHBC/ICHHBIH B CBpa3sUilCKON 3asBKCe

"&" NOKYMCHT, sIBJISIOIMICS TATCHTOM-AHAIIOIOM

"L" XOKyMEHT, NpHUBEAECHHBIN B APYTHX LEJAX
TlaTa AeHCTBUTENLHOTO 3aBEPLUCHHUS MATEHTHOTO MoUCKa! 04 asrycra 2015 (04.08.2015)
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D,A RU 2201241 C2 (BAKPBITOE AKILIMOHEPHOE OBUIECTBO "CKAM JITA") 1,2
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