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MUMETHYECKHWE NENTUABI APOC-II

3agBJieHNE O d)elleDaJ'leOM CIIOHCHPOBAHHMH MCCJIET0BAHUS HJIH PA3PA0OTKH

[0001] Hacrosituee nzobperenue ObLIO CO3MaHO MPH BhIMOJHEHUH COrlalmeHuss 0 COBMECTHBIX
uccienoBanmsax u  paspadorkax Ne HL-CR-16-005 ¢ HamuoHanbHBIMH —HWHCTHUTYTaMU
3paBOOXPAHEHUs], ATEHTCTBOM MMUHUCTEPCTBA 3APABOOXPAHEHHS] U COLHMANBHBIX CITYXKO.
IIpaButensctBo Coenmnennbix IllTatoB Amepuku obsiagaer ONpeneeHHBIMU TpaBaMH Ha

HacTosilee U300peTeHue.

IlepeyeHb NOCJIEI10BATEILHOCTEH

[0002] Hacrosimast 3asiBka comep:kuT IlepeueHb MOCHENOBATEIbHOCTEH, KOTOPbIA ObLI
npencrasieHa depe3 EFS-Web u Tem caMbiM BKIIFOUYEH B HACTOSILIMN JOKYMEHT IOCPEICTBOM
CCBUIKH BO Bcel cBoe mosiHoTe. YkaszaHnHas korust ASCIL co3mannas B XX mecsie 2018 rona,

HazbiBaeTcst XXXXXUS sequencelisting.txt, u ee pazmep cocranisier XXXXXXX 6alToB.

IIpexmecTBYIOMHI YPOBEHb TEXHUKH HACTOSIIEI0 H300peTEHHs

[0003] I unepTpUrIULEPUAEMHUIO, KaK MPABUIIO, OMPEAEISIIOT KaK COAepKaHWe TPUTIIULIEPUIOB
B CbIBOpOTKe KpoBH Bbite 150 mr/on (Berglund et al., J. Clin. Endocrinol. Metab. 97:2969-2989,
2012). bonbHBIE C YMEPEHHBIM YBEIMYEHHEM COAEP KAHUSI TPUTIHLIEPHUIOB MMOIBEPIKEHBI PUCKY
cepaedHo-cocyauctroro 3abonesanusi (Budoff, Am J Cardiol 118:138-45, 2016). BonbHbie ¢
TSDKEJIOW THMEPTPUTIHLEPHIEMHIEH, KPOME TOTO, MOABEPTalOTCS PUCKY OCTPOrO MaHKPEaTHTa
(Viljoen and Wierzbicki, Expert Rev Cardiovasc Ther 10:505-514, 2012).

[0004] ['unepTpurnuuepuieMusi dYale BCEro sBJISIETCS BTOPUYHONM 1O OTHOLICHHIO K
OKHUPEHHIO, caxapHOMy nuadery, OepeMeHHOCTH, YNOTPeOJIEHHUIO CIUPTa W LIUPOKOro psaa
nekapcTBeHHbIX cpeacts (Anderson et al., Pancreatology 9:252-257, 2009; Dominguez-Munoz
et al., Int. J. Pancreatol. 10:261-267, 1991). Tpurnuuepunabsl coaepkKarcss B XHJIOMUKPOHAX U
JUIONPOTEeNHEe OueHb Hu3koW miotHoctd (VLDL), u numonus mumonporennnumnazoin (LPL)
SBJISIETCS BXKHOW cTanuell katabonm3Ma 3THX OOrarbIX TPUTIIHMLEPUAAMHU JHIIONPOTEHHOBBIX
4acTull. PelKo THNepTpUriInuepuaeMus SIBJSIETCS pe3yJIbTaTOM reHeTndeckux nedexros B LPL
wu apoC-1I, obnuratiom akrusatope LPL (Fojo et al., J. Intern. Med. 231:669-677, 1992) nnu
B IPYTUX FeHAX.

[0005] ®ubpatel u goOaBKHM, KOTOPHIMH OOraThl OMera-3 TMOJIMHEHACHIIIEHHBbIE >KUPHBIC

KHUCJIOTHI, TaKHue Kak pr6I/II\/'I JKUp, SABJIAKOTCA OCHOBHBIM CpEACTBOM JICUCHUA
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runieprpurmiuepunemun (Berglund et al., J. Clin. Endocrinol. Metab. 97:2969-2989, 2012).
OnHako He OBUIO YETKO MPOAEMOHCTPHPOBAHO, YTO 3TU CcpeacTBa 3(PpQeKTHBHBI B CHUKEHUHU
CBSI3aHHBIX C TOBBIIIEHHBIM COAEP)KAHUEM TPHUIJIMLEPUIOB PHCKOB, TAKHX KakK CEpAEYHO-
cocynuctoe 3adonesanue (Budoft, Am J Cardiol 118:138-45, 2016).

[0006] CnenoBarenbHO, CymecTByeT MOTPEOHOCTh B HOBBIX TEPANEBTHUECKHUX CPENCTBAX IS
JIEYSHHs] TUMIEPTPUTITMLEPUIEMHIH, KaK PaCIPOCTPAHEHHBIX (JOPM THIEPTPUTITHLEPUAECMUN, TaK

U TUNCPTPUTTTULUEPUACMUN, BBI3BAHHOM N'eHETUUECKUMH I[e(beKTaMI/I.

KparTkoe pacKkpbiTHE HACTOSIIET0 H300peTeHUs

[0007] ABTOpBI HacTosiIero u300peTeHus pa3paboTanu U MONYyYHIN MUMETHYECKUE MEeNTHIbI
apoC-II, xoropsle 00nanalOT CIIOCOOHOCTBIO CHUXKATh COAEPKaHUE TPUTIULIEpUAA Kak in Vitro,
Tak ®u in vivo. Takue menTtuabl MOTYT OBbITh  HCIONB30BAHBI NI JICYCHUS
TUMNEPTPUTIIULIEPUIEMHUH.

[0008] CormacHO THUMUYHBIM BapUaHTaM OCYINECTBICHHs Mumernueckuii mnentuy apoC-II
NPENCTaBIsieT COOOH MHOTOCTIMPAJIbHBINA MENTHA, B KOTOPOM OJUH HJIH HECKOJIBKO CITUPAJIbHBIX
IOMEHOB  SBJSIFOTCA  aM(umaTHdeckuMy, OOECIeYHMBAIOIIMMHU  IENTHAY  CIIOCOOHOCTB
CBSI3BIBATHCS C JIMMMMAAMHU W/WIIN C MOBEPXHOCTBIO JIMIOMPOTENHOB, a APYTrHe U3 CIUPAIbHBIX
nomeHoB akTuupyroT LPL. CormacHO HEKOTOpPBIM BapuUaHTaM OCYIIECTBICHHS MHUMETHYECKUN
nentun apoC-Il sBnseTrcs NBYXCHMUpPAIbHBIM MENTUAOM, COAEPIKALUM IEPBBbIA CIHUPabHbIN
JIOMEH, [apHUPHYIO 00JIaCTh M BTOPOH CIUPATBHBINA AOMeH B mopsinke oT N-koHna 10 C-KoHIIa,
IPU 3TOM MEPBBIH CIHUPATBHBIA JIOMEH SIBISIETCS aM(UIATHUECKUM, a BTOPOH CHUpPaIbHBIN
noMen aktuBupyer LPL. ABTOpbl HacTOsIIEero H300pEeTE€HUs] BbUSICHUJIHM, YTO MOIXOMST
paziudHble  aM(pUIATHYECKHWE CIHPAIH, TPU 3TOM  HEKOTOpPble MOIEIUPYIOTCS — Ha
aM(pHUMaTHYECKUX CIUPANIAX W3BECTHBIX AIOIHUIIONPOTENHOB, TakuxX Kak apoC-II. Takke aBTOpHI
HACTOSIIEro M300peTeHus OOHAPYXKHMIIH, YTO CIIOCOOHOCTH TMENTHAOB CHIDKATh COIEpIKaHUE
TPUTJMLEPUZIOB HE OrpaHuumuBaercs: aktupanued LPL, 4ro mo3BojisieT UCHonb30BaTh UX MPHU
HapyuLIeHUsX, npu KOTOpbIX LPL CcHuXaercs uiam OTCYTCTBYET, M UYTO OHU MOTYT BBITECHSTH
apoC-III ¢ moBepXHOCTH JTUNONPOTEUHOB, YTO MO3BOJSET UX HCIOJB30BaTh MPU HAPYIICHUSIX,
IpU KOTOphIX coaepskanue apoC-III noseieHo.

[0009] CnenoBarenbHO, B EPBOM acHeKTe HACTOSIILEro JOKYMEHTa MPEeICTaBlIeH BblAEIeHHBIN
mumetndeckuii nentuz apoC-II u3 He H6oree yem SO aMHHOKHCIIOT, copepskamuii oT N-KOHIA 10
C-KxoHIA MepBbIil CIMPaANbHBINA JOMEH, INAPHUPHYIO 00JIAaCTh M BTOPOH CHHMPANIbHBINA JOMEH, TPU
5TOM TEPBbIA CIUPATbHBIA JOMEH SBISETCS aM(UIATHYECKUM, MPH 5TOM MHUMETHYECKHI

nentun apoC-1I ne sBisiercsa nentuaom nox SEQ ID NO: 56.



[0010] CornacHo HEKOTOpPHIM BapHaHTaM OCYILLECTBJIECHMsI MEpPBbI JIOMEH BBbIIEJIEHHOIO
mumeTrueckoro nentuaa apoC-1l npencrasnsier codoit HarueHYyO criupaib 1 apoC-II. CoriacHo
HEKOTOPBIM JPYTUM BapuUaHTaM OCYLIECTBJIEHUS MEPBBIH JOMEH BbIAEIEHHOTO MHUMETHYECKOTO
nentuna apoC-II mpexncrasnsier coboit Bapwant crmpanmu 1 apoC-II. CornacHO HEKOTOPBIM
BapMaHTaM OCYIIECTBJIEHUs] NEpPBbI JAOMEH BblENEHHOro MuMerudeckoro nentupa apoC-II
npexacrasisier codol HatuBHYIO cnimpanb 2 apoC-II. CormacHO HEKOTOPHIM APYTrUM BapHaHTaM
OCYILECTBJIEHUs] TIEpBbIIl JOMEH BblAENEHHOro Mumerndeckoro nentuna apoC-1l npeacrasnser
coboii Bapuant cnmpanu 2 apoC-IL

[0011] CormacHO HEKOTOpPBIM BapUaHTAM OCYIIECTBJICHHUs BapuaHT crupaiun 2 apoC-II
BKJItOUaeT yuanuHenue cnupanu 2 apoC-II. CornacHo pa3nnyHbBIM BapUaHTaM OCYINECTBIEHUS
cnupanb 2 apoC-lII ynnunsierca Ha 1-10 ammHOkucinor Ha N-koHie. COrslaCHO HEKOTOPbIM
BapuaHTaM ocyuiectBieHus cnupanb 2 apoC-Il yanunsercs Ha 1 amMmuHOKHCIOTY Ha N-KOHLE.
CornacHO HEKOTOPBIM M3 TAKUX BAPUAHTOB OCYLIECTBJICHHS aMHUHOKHCIIOTA MPEACTABIsIET COOO0M
acraparuHoByr0 KUcoTy. COryiacHO HEKOTOPBIM BapuaHTaM OCyLecTBIeHHs criupanb 2 apoC-II
yIUIMHSIETCST HAa 2 aMHHOKUCIOTHI Ha N-koHLe. COriacHO HEKOTOPbIM W3 TaKUX BapHAHTOB
OCYLIECTBJICHUS AMHUHOKHCIOTAMH SIBJISIFOTCA JIM3UMH M anaHuH oT N-koHuma no C-koHua.
CornacHO HEKOTOpBIM BapuaHTaM ocyliecTBieHuss cnupaib 2 apoC-II ymnnussiercs Ha S
aMuHOKHUCIOT Ha N-koHIe. COrjlacCHO HEKOTOPBIM U3 TAKHX BAPUAHTOB OCYIIECTBIIEHUS CITUPAJIb
2 apoC-II yanuHsercs Ha HATUBHYIO 3’-5’-AUPEKIHOHHOTO TUIA AMHHOKHCIOTHYIO
MOCTIe10BATENBbHOCTD YenoBeueckoro apoC-II nnm myTant HaTUBHOM 3’-5’-TUPEKLIMOHHOTO THUTIA
AMUHOKHUCIIOTHOH mocnefosarenbHocTH  4enoBedeckoro apoC-II. CormacHo KOHKpETHBIM
BapHaHTaM OCYILECTBJIEHMs BapuaHT crupanu 2 apoC-Il Bkiroyaer acmaparHOBYIO KHCJIOTY B
nonoxkeHun 40. CorjaacHO KOHKPETHBIM BapUaHTaM OCYLIECTBJICHUSI BapuaHT cripaiu 2 apoC-II
BKJIFOYAeT THUPO3UH Wiu Tpuntodgan B monokeHud 41. CoriacHO KOHKPETHBIM BapHAHTaM
ocymectieHus: BapuadT crimpaiu 2 apoC-II Bkmrowaer neinuH B nojokernnu 42. CormacHo
KOHKPETHBIM BapUaHTaM OCYIIEeCTBJIEeHMsI BapuaHT crnupanu 2 apoC-Il Bkirouaer nu3uH WU
apruHuH B nonoxkeHun 43. CorjacHO KOHKPETHBIM BapUaHTaM OCYIIECTBJIEHHUS BapUaHT
cinupaiu 2 apoC-II BkiroyaeT ajnaHUH WK [NIyTAMUHOBYIO KUCJIOTY B nosnoxeHuu 44. CoriacHo
KOHKPETHBIM  BapuUaHTaM OCyIlecTBJIeHHs: BapuaHT coupanu 2  apoC-II  Bxmouaer
aCraparvHOBYIO KUCJIOTY B MOJ0keHUHU 40, TUPO3UH B MOJIOKEHUH 41, TeHLNH B MOJT0KEHUHU 42,
JIU3UH B MOJIOKEHUU 43 U IITyTAMUHOBYIO KUCJIOTY B MOJIOKEHUU 44,

[0012] CormacHO HEKOTOpPHIM BapUaHTAM OCYIIECTBJICHHs BapwaHT crupaiun 2 apoC-II
BKJItOuaer  yceueHue cnupanu 2 apoC-II. CornmacHO HEKOTOPbIM U3 TaKUX BapHUAHTOB

OCYILECTBJIEHUs] aMUHOKHCIIOTHbIE OCTaTku 45-46 HaTuBHOI cnupanu 2 apoC-Il nenerupoBaHsl.
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CornacHO HEKOTOPBIM U3 TaKUX BapUAHTOB OCYIIECTBJIEHHS aMUHOKUCIOTHBbIE OCTaTKH 45-48
HatuBHOW crnupanu 2 apoC-II penermpoBanbl. COrjnacHO HEKOTOPBIM M3 TAaKUX BapUAHTOB
OCYILECTBJIEHUs] aMUHOKHUCIIOTHbIE OCTaTku 45-49 HaTtuBHOI cniupanu 2 apoC-II neneruposaHsl.
CornacHo HEKOTOpPbIM U3 TAKMX BAPUAHTOB OCYIIECTBJICHHS aMHUHOKHCIOTHBIE OCTaTku 45-50
HatuBHOM crnupanu 2 apoC-II menerupoBaHbl. COrjnacHO HEKOTOPBIM M3 TAaKUX BapUAHTOB
OCYILECTBJIEHHUs] AMUHOKUCJIOTHBIE OCTaTKU 45-53 HaTusHOM cniupanu 2 apoC-II neneTupoBaHsbL.
[0013] CornacHO HEKOTOpPBIM BapuUaHTaM OCYILIECTBIEHMs BapuaHT cnupanu 2 apoC-II
BKJIIOUAET MO MeHblled Mepe oaHy mytauuto cnupanu 2 apoC-II. CormacHO HEKOTOpPBIM U3
TAaKUX BAapPHAHTOB OCYINECTBJIEHUS MyTalUs INPENCTaBiIsAeT COOOH aMUHOKHMCIIOTHYIO 3aMEHY.
CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUS OpPUTMHAJIbHAs AMMHOKMCIOTA CIHUpAIN 2
apoC-II 3amensiercss mnpupomHONW aMUHOKUCIOTOW. (COrJIaCHO HEKOTOPBIM  BapUaHTaM
OCYILLECTBJICHUs] OpUTHHAajbHAas aMuHOKucnoTa cnupanu 2 apoC-II 3ameHseTcs HempUpPOIHON
aMuHOKHCIOTOH.  COrjjacHO  HEKOTOPBIM —~ BapMaHTaM  OCYLIECTBJIEHHMs  OpPUTMHAJbHAs
amuHokucnora cnupanu 2 apoC-II 3amensercs aHamoroMm amMuHOKUCIOTBL —CoriacHo
KOHKPETHBIM BapUaHTaM OCYILIECTBJIEHUs aMHWHOKHUCJIOTHAas 3aMEHa OCYLIECTBJSIETCS B
nojoxkeHun 45. CorjacHO HEKOTOPbIM M3 TaKWUX BapHAaHTOB OCYLIECTBIIEHHsS] BajJUH B
nonoxkeHnu 45  3amensiercss  ¢eHunanaHuHOM. COrjlacCHO  KOHKPETHBIM — BapHaHTaM
OCYILLIECTBJICHUs] AMHHOKHCJIOTHAasl 3aMeHa ocyliecTsisiercss B mnosnoxeHnun 46. CoriacHo
HEKOTOPbIM U3 TaKUX BAPUAHTOB OCYLIECTBJEHHUs aclaparvHOBas KHUCJIOTa B IOJIOKEHUU 46
3amensieTcss (peHmnamannHoM. COrJIacCHO HEKOTOPBIM M3 TAaKUX BaPHAHTOB OCYIIECTBIICHHS
acriaparviHoOBasi KMCJIOTa B MOJIOXKEHUH 46 3ameHsieTcss TU3UHOM. COrlacHO HEKOTOPBIM U3 TaKUX
BAPUAHTOB OCYILIECTBJIEHUs AacClaparMHOBas KUCJIOTa B TNOJOXEHUH 46 3ameHsercs
aMHHOM300yTaHOBOW  KuCiIOTOHW. COrjacHO KOHKPETHBIM  BAapUAHTAM  OCYINECTBJICHUS
AMHHOKHCIIOTHAs 3aMe€Ha OCYILeCTBIsieTcsl B mojoxkeHUH 48. CormacHO HEKOTOPBIM M3 TaKUX
BAPMAHTOB OCYILECTBIEHUs] JM3UH B TMoJoXkeHUH 48 3ameHsiercss apruHuHoM. CoriacHo
KOHKPETHBIM BapUaHTaM OCYILIECTBJIEHUs aMHHOKHCJIOTHAas 3aMEHa OCYLIECTBJSETCS B
nojoskeHun 49. CornacHO HEKOTOPbIM H3 TaKUX BapUAHTOB OCYLIECTBIEHHUS JEHLUH B
nojiockeHun 49 3amensiercsa Ju3uHOM. COrNacHO KOHKPETHBIM BapHaHTaM OCYINECTBIEHUS
AMHHOKHCIJIOTHAasl 3aMeHa ocyluecTisieTcss B nojoxeHuu 50. CormacHO HEKOTOPBIM U3 TaKUX
BAPMAHTOB OCYILECTBIEHUs] apruHUH B mnonoxkeHun S50 3amensercs ausuHoM. CoriacHo
KOHKPETHBIM BapUaHTaM OCYILIECTBJIEHUs aMHHOKHCJIOTHAas 3aMEHa OCYLIECTBJISETCS B
nojoskeHun 53. CornacHO HEKOTOpPbIM U3 TaKUX BAapUAaHTOB OCYLIECTBJIEHUS THPO3UH B
nojioskeHun 53 3amensiercst jedunHoM. COrjacHO KOHKPETHBIM BapUaHTaM OCYINECTBJIEHUS

AMHWHOKHCIIOTHAA 3aMC€Ha OCYUICCTBIIACTCA B IMOJOKCHHUN 54. CornacHo HEKOTOPbIM M3 TaKUX



BAPUAHTOB OCYLIECTBJICHUs] CEPUH B NOJIOKEHUU 54 3aMEHSETCsl TJYTAMUHOBOW KHCJIOTOM.
CornacHo HEKOTOPBIM U3 TAKUX BAPHAHTOB OCYILIECTBJIEHUS CEPUH B MOJOXEHUH 54 3aMeHseTCs
au3uHOM. COracHO HEKOTOPBIM M3 TaKMX BAPUAHTOB OCYILECTBJIEHMS] CEpUH B MOJIOKEHUU 54
3aMeHsIeTCs acraparuHoBod KuciaoToH. COriacHO KOHKPETHBIM BapUaHTaM OCYLIECTBJIEHUS
AMHHOKHCJIOTHAsl 3aMe€Ha OCYILECTBIsIETCsl B MojoxkeHuu 55. COrnacHO HEKOTOPBIM U3 TaKUX
BAPMAHTOB OCYILECTBIECHUs] JM3UH B MNOJOXEHUM 55 3ameHsiercss apruHuHoM. CoriacHo
KOHKDETHBIM BapHaHTaM OCYLIECTBJIEHUs aMHWHOKHUCJIOTHAas 3aMEHa OCYLIECTBJSIETCS B
nojoskeHun 56. COrjgacHO HEKOTOpPbIM W3 TaKUMX BapUaHTOB OCYILECTBIEHHS CEpUH B
nojoxkeHun 56 3amensiercss ¢eHmnanaHuHOM. COrJacHO HEKOTOPbIM M3 TaKMX BapHUaHTOB
OCYILECTBJICHUs] CEPUH B MOJIOXKEHUU 56 3aMeHseTcsl TM3MHOM. COrlacHO HEKOTOPBIM U3 TaKUX
BAPMAHTOB OCYILLECTBJICHMs] CEPUH B IOJOKEHUU 56 3amMeHsercss anaHuHoM. CoriacHo
HEKOTOPbIM M3 TAKUX BAPUAHTOB OCYLIECTBICHHUs CEpPUH B IOJOKEHUU 56 3aMeHseTCs
aMuHON300yTaHOBOH  KHUCIOTOH. COrjlacHO  KOHKPETHBIM — BapHAHTAM  OCYIIECTBJICHUSI
AMMHOKHUCIIOTHAsl 3aMe€Ha OCYLIEeCTBIsieTcs B mojoxeHuu 57. COrnacHO HEKOTOPhIM U3 TaKUX
BAPUAHTOB OCYIIECTBJICHUS TPEOHHH B MOJIOXKeHNUU 57 3ameHnsiercs peHmnanaHnuaoM. CoriacHo
KOHKPETHBIM BapHaHTaM OCYyLIeCTBJIeHUss BapuaHT crmpanu 2 apoC-II Bkimowaer  Tpu
AMHHOKHCJIOTHBIX 3aMEHBI, IPH 5TOM aMUHOKHUCJIOTHBIE 3aMEHBI OCYLIECTBIIAIOTCS B MOJOKEHUU
46, nonoxxkennn 54 wu mnonokeHuu S56. CorjacHO HEKOTOPbIM W3 TAaKUX BAapUAHTOB
OCYLIECTBJICHHUS acTlapariHOBasi KMCJIOTA B MOJOXKEHUH 46 3aMeHsieTcs: (PeHMTaIaHUHOM, CepUH
B IOJIOKEHUM 54 3aMeHseTCsl TIyTaAMUHOBOW KHCJIOTOM, & CEPUH B IMOJOXKEHUH 56 3aMeHseTcs
(beHnIanaHuHOM.

[0014] CormacHO HEKOTOPBIM BapuUaHTaM OCYIIECTBIEHMs BapuaHT cnupanu 2 apoC-II
BKJIFOYAET 10 MEHbLIEH Mepe OOHYy XMMHUYeCKyro Moaudukanutoo. COrjacHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHUS XUMHUYECKash MOAM(HKaUMs TpencTaBisieT cOOOH KOBAJIEHTHYIO
CBSI3b JKUPHOW KHUCIOTHL. COrjlacHO pa3MYHBIM BapHaHTaM OCYLIECTBIIEHUS >KMpHas KUCJIOTa
BKJItOUaeT 4-26 aroMoB yriepona. CoriacHO KOHKPETHBIM BapUaHTaM OCYLIECTBIICHHUS JKUPHAas
kucaora BkaodaeT 10 atomoB yriepoaa. CorjgacHO KOHKPETHBIM BapUaHTaM OCYINECTBIEHUS
JKUpHas Kuciora BkiaouaeT 12 atomoB yraepopa. CorjacHO KOHKPETHBIM BapHaHTaM
OCYILECTBJIEHUs] JKHUPHasl KUCJIOTa BKIto4daeT 14 atomoB yriepona. CorjiacHO KOHKPETHBIM
BapMaHTaM OCYILECTBJIEHUs >KUpPHas KucjoTa BkJIrodaeT 16 atomoB yriepopa. CoriacHo
KOHKDETHBIM BapUaHTaM OCYLUECTBJIEHUsl >KMpPHAasi KUCJIOTa BKJIKO4YaeT 18 aTtoMoB yriepona.
CornacHO KOHKPETHBIM BapHaHTaM OCYILLIECTBJIEHUs KUpHas KucjioTra BkioudaeT 20 aToMOB
yriepona. CoryiacHO HEKOTOPbIM BapUaHTaM OCYLIECTBJIEHUs >KUpPHAas KHUCIOTa SIBJIsETCS

HaCbILLIeHHOfI. CornacHo HEKOTOPbIM JAPYyruM BapUaHTaM OCYLICCTBJICHUA >KHPHAs KHCJIOTa
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sIBNIIeTCSl HeHachlleHHONH. COornacHO HEKOTOPbIM BapHaHTaM OCYIIECTBJEHHS KUpHas KHCIOTa
cBsizaHa ¢ N-KOHLEBOM amMHHOKHCIOTONH. COrnacHO HEKOTOPbIM BapHaHTaM OCYINECTBIEHUS
JKMpHAsl KHUCJIOTAa CBs3aHa ¢ OOKOBOW rpymnmoi aMuUHOKHCIOTHL. COrjlacHO HEKOTOPBhIM
BApUAHTaM OCYLIECTBJICHUs )KMPHAst KUCJIOTA CBA3aHA C €-aMUHOM JIM3UHOBOI'O OCTATKA.

[0015] CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIICHUS LIAPHUPHAS OONACTh BBIIEIEHHOTO
mumeTnueckoro nentuzaa apoC-II skmouaer  5-10 amuHokucnor. CornacHo HEKOTOPBIM
BapUAHTaM OCYLIECTBJIEHHs LIapHUPHas o0nacTh Bkimo4daer 7 aMuUHOKHUCIOT. CoriacHo
KOHKPETHBIM BapHaHTaM OCYIIECTBJICHHUS INApHUpHAs o0nacTe BKMouaer nponuH. CoriacHo
HEKOTOPHIM M3 TAaKUX BAPUAHTOB OCYIIECTBJICHHUS LIAPHHMPHAs OOJAcTh BKIIIOYAET IPOJIUH B
nojoxkeHun 58. CornacHO KOHKPETHBIM BapHaHTAM OCYINECTBIIEHHs IIApHUpHas 00JacThb
BKJIOUaeT anaHuH. COrylaCHO HEKOTOPBIM M3 TaKUX BAPUAHTOB OCYLIECTBJICHUs LIAPHUpHAs
00NacTh  BKJIIOYAET anaHuH B nonoxeHun S58. CornacHO KOHKPETHBIM BapHaHTaM
OCYINECTBJICHUS] LIAPHUPHAs 00NacTh BKJIIOYAaeT HopyeHunH. COrllacHO HEKOTOPhIM M3 TAKUX
BAPUAHTOB OCYILIECTBJICHHs INAPHUpPHAs OOJACTh BKJIIOYAET HOPJEHLMH B MOJokeHHH 60.
CornacHO KOHKpPETHbIM BAapHAaHTaM OCYINECTBJICHHUS LIAPHHUPHAS OOJACTh BKJIOYAET JIU3UH.
CornacHO HEKOTOPBIM M3 TAaKUX BAPUAHTOB OCYINECTBJICHUS LIAPHHUPHAS OOJACTh BKIIKOYAET
m3uH B nonoxeHuu 60. CornacHO KOHKPETHBIM BapHaHTaM OCYINECTBJIEHUsS LIApHUpPHAs
obmacte BKJO4YaeT BajuH. COrJIACHO HEKOTOPbIM M3 TAaKUX BapUAHTOB OCYINECTBJICHUS
IIapHUPHAs 00JIaCTh BKJIOYAET BaJuH B mojiokeHUH 60. COriacHO KOHKPETHBIM BapHUaHTaM
OCYLIECTBJICHUSI LIapHUpPHAs 00jacTh BKIO4YaeT JieHnuH. COrjlacHO HEKOTOPbIM M3 TaKHX
BAPUAHTOB OCYLIECTBIICHUS MIAPHUPHAs 00JIaCTh BKJIOYAET JieHuH B nojioxkenun 60. CornacHo
KOHKPETHBIM BapHaHTaM OCYLIECTBJICHUS [IAPHUpPHAS 00JacTh BKIOYaeT MeTHOHHH. CoriiacHO
HEKOTOPBIM M3 TaKUX BAPHAHTOB OCYIIECTBJICHUS IIAPHUPHAS OOJIACTh BKJIIOYAET METHOHHH B
nosioxxeHuu 60.

[0016] CornacHO HEKOTOPBIM BapHAaHTaM OCYIIECTBIIEHUS IMAPHHUPHAS O0JACTh BKJIOYAET IO
MEHbLIEH Mepe OOHy XHMUYecKyro Moaupukanuo. COrimacHO HEKOTOPBIM BapHUAHTaM
OCYLIECTBJICHUSI XUMHUYeCKasi MOIN(UKALINS TPECTABISIET COOOH KOBAJIEHTHYIO CBSI3b SKHUPHOH
kucaoThl. COrlacHO pa3Uu4YHbIM BapHaHTaM OCYLIECTBIIEHHS JKUpPHAs KUCIOTa BKIOYaeT 4-26
aromMoB yriepoaa. CorjacHO KOHKPETHBIM BapHaHTaM OCYILECTBJIEHMsI JKUpPHAas KHUCJIOTa
BkJtoyaer 10 atomos yriepona. CornacHO KOHKPETHBIM BapUaHTaM OCYLIECTBIIEHUS >KUpHAas
KHCJIOTa BKJIo4YaeT 12 atomoB yriepoaa. CorjgacHO KOHKPETHBIM BapUaHTaM OCYINECTBIEHUS
JKUpHas Kuciora BkimouaeT 14 atomoB yraepopa. CorjacHO KOHKPETHBIM BapHaHTaM
OCYILECTBJIEHUs] KHUPHasl KUCJIOTa BKIo4daeT 16 atomoB yriepona. CorjacHO KOHKPETHBIM

BapUaHTaM OCYLIECTBJEHUs »KHpHas KHUCJIoTa BKmoudaer 18 aromos yraepoga. CoriacHo



KOHKPETHBIM BapHUaHTaM OCYILECTBJIEHMs XUpHas KucioTa BkioudaeT 20 aTOMOB yriepona.
CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHMs XKUPHAs KUCJIOTA SIBJISIETCS HACBILIEHHOM.
CornacHO HEKOTOpPHIM JApPYTUM BapHaHTaM OCYINECTBJIEHMsI SKUPHAs KHUCJIOTa SIBISAETCS
HeHacbllleHHOH. COoracHO HEKOTOPbIM BapuaHTaM OCYLIECTBJIEHUS JKUPHAsl KMCJIOTa CBs3aHa C
O0oKOBOH rpynIoi aMUHOKUCIOTHL. COrIaCHO HEKOTOPBIM BapUAaHTaM OCYIIECTBJICHHUS JKUPHAs
KHCJIOTA CBSI3aHA C €-aMUHOM JIM3UHOBOT'O OCTATKa.

[0017] CornacHO pasnIUYHBIM BapHaHTAM OCYIIECTBJICHUS INapHUpPHAs OOJAacTh IO3BOJISIET
NEPBOMY CIHPAJIBHOMY AOMEHY U BTOPOMY CIHPAJbHOMY OMEHY COXPaHATb MOUTHU MPSMYIO
KOH(OpMALIMIO, MPU 3TOM BTOPOH JOMEH OTKJIOHSIETCS OT IEepPBOro JOMEHa Ha yroj He Oonee
4yeM npubnnzurensHo 20°,

[0018] CornacHO HEKOTOPBIM BapHaHTAM OCYILECTBIEHMsT BTOPOW JOMEH BBIIEJIEHHOIO
mumetudeckoro nentuzaa apoC-II npeacrasnser coboii HatuBHYO criupaib 3 apoC-II. CormacHo
HEKOTOPBIM JIPYTMM BapHaHTaM OCYLIECTBJIEHUsS BTOPOM IOMEH BbIIEJIEHHOIO MHMETHYECKOTO
nentuaa apoC-II npencrasnser codoit Bapuant cnimpanu 3 apoC-IL

[0019] CormacHO HEKOTOPBIM BapUaHTaM OCYIIECTBIEHHs BapuaHT crupamu 3 apoC-II
BKItO4aeT yuHeHue cnupanu 3 apoC-II. CornacHO pasiu4HBIM BapUaHTaM OCYIIECTBJICHUS
cnupaib 3 apoC-Il ynnunsiercs Ha 1-10 amuHOkucnor Ha C-xoHue. COrylacCHO HEKOTOPBIM
BapHaHTaM ocyuiecTieHus: cnupanb 3 apoC-Il yanunsercs Ha 4 aMMHOKUCIOTHI Ha C-KOHIE.
CornacHO KOHKpETHBIM BapuaHTaM ocyiiecTBieHus crnupanb 3 apoC-lIl ynnuHsercs Ha
AMUHOKUCIIOTBI JIU3UH, TJIMLUH, TJyTAMHUHOBAsI KUCJIOTa U TJIyTaMUHOBAsi KUCIOTa OT N-KOHLA
no C-koHua.

[0020] CormacHO HEKOTOPBIM BapUaHTAM OCYIIECTBJICHHs BapwanT crupaiun 3  apoC-II
BKJIIOUAeT IO MeHblled Mepe oaHy mytauuto cnupanu 3 apoC-II. CormacHO HEKOTOpPBIM U3
TAKUX BAPUAHTOB OCYINECTBJICHUS MYTaLUsl TPENCTAaBJIACT COOOH aMUHOKHCIIOTHYIO 3aMEHY.
CornacHO HEKOTOpBIM BapHaHTaM OCYLIECTBJIEHUS OPUTMHAIbHAS aMUHOKMCIOTA CHHUpaiu 3
apoC-II 3amensiercss mnpupomnHol amMUHOKUCIOTOW. COrJlaCHO HEKOTOPhIM BapUaHTaM
OCYILECTBJIEHUs] OpUTHHalbHas amuHokucinoTra cnupanu 3 apoC-II 3ameHsieTcss HenmpuUpPOIHON
amuHokucinorod.  CorjacHo  HEKOTOpPBIM  BapuaHTaM  OCYIIECTBJEHHS  OpUTMHAaJbHas
amuHokucinora crnupanu 3 apoC-II 3ameHsercs aHamorom aMHHOKHCHIOTHL. CorjacHo
KOHKPETHBIM BapUaHTaM OCYIIECTBJIEHMs AMUHOKHCJIOTHAs 3aMeHa OCYLIEeCTBIsETCS B
nojoskeHun 70. CorjacHO HEKOTOpPBIM M3 TaKWX BapUaHTOB OCYILECTBIEHHs] TJIyTaMHUH B
nojoskeHun 70 3ameHsieTcd apruHuHOM. COrJIaCHO HEKOTOPbIM U3 TaKUX BapUAHTOB

OCYLHECTBJICHUSA I'NTyTaAMUH B IMOJIOKCHHUN 70 3aMeHsIeTCs IN3UHOM.



[0021] CornacHO HEKOTOpPBIM BapuaHTaM OCYIIECTBIeHMs BapuaHT cnupanu 3  apoC-II
BKJIFOYAaET [0 MEHbLIEH Mepe OOHYy XMMHUYecKyro Moaupukaunto. COrjacHO HEKOTOPBIM
BapUAHTaM OCYIIECTBJICHUS XHUMHUYECKas MOAM(UKAaUMs TpPEeAcTaBiIsieT cOOOH KOBAJIEHTHYIO
CBSI3b JKUPHON KHUCJIOThI. COrjacHO Pa3jMYHBIM BapHaHTaM OCYLIECTBJIEHUS >KMpHas KUCJIOTa
BKJItOUaeT 4-26 aroMoB yriepona. CornacHO KOHKPETHBIM BapUaHTaM OCYLIECTBJIEHUS >KUpHAas
kucaora Bkarovaer 10 atomoB yriepoaa. CorjgacHO KOHKPETHBIM BapUaHTaM OCYINECTBIEHUS
JKUpHas Kuciora BkmoudaeT 12 atomoB yraepopa. CorjacHO KOHKPETHBIM BapHaHTaM
OCYILECTBJICHUs] KHUPHAasl KUCJIOTa BKIo4daeT 14 atomoB yriepona. CoOriacHO KOHKPETHBIM
BapUaHTaM OCYLIECTBJCHUs »KHUPHAas KHUCJIOTa BKIodaer 16 aromos yraepoga. CorimacHo
KOHKPETHBIM BAapUaHTaM OCYILECTBJIECHMs XMpHas KUCJIOTa BKJIO4YaeT 18 aToMoB yriepona.
CornacHO KOHKPETHBIM BapHUaHTaM OCYLIECTBJIEHUs XKHUpHasi KUCJIOTa BkiodaeT 20 aToMOB
yriepona. CornacHO HEKOTOPbIM BapUaHTaM OCYLIECTBJICHUs >KUpPHAsl KHUCJIOTa SIBIAETCSA
HacbleHHONH. COrjacHO HEKOTOPBIM APYTMM BapUaHTaM OCYIIECTBJIEHUS SKHUPHAs KHUCIOTa
ABJIsIETCA HeHachleHHON. COrnacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHMs >KHUPHAs KHUCJIOTa
cs3aHa ¢ C-koHIEBOH aMUHOKUCIOTONH. COrIaCHO HEKOTOPHIM BapUaHTaM OCYLIECTBJICHUs
JKUpHAsh KHUCIIOTAa CBs3aHa C OOKOBOH Tpymmoi amMHHOKHCIOTHL. COrJIaCHO HEKOTOPBIM
BapMAaHTaM OCYIIECTBJICHMs JKUPHAs KHCJIOTa CBA3aHA C &-aMMHOM JIM3MHOBOIO OCTaTKa.
CormacHO  HEKOTOpPhIM  BapuaHTaM  ocyuiectBieHuss  C-KOHLeBass ~ aMHUHOKHUCIIOTA
moaudumupyercst C-KOHIIEBBIM AMUIOM.

[0022] CornacHo pa3nUUHBIM BapHUaHTaM OCYIIECTBJIEHUS BbIAENIEHHbIH MUMETUYECKUN MENTUT
apoC-II nonoNHUTEIPHO BKIIOYaeT MeTKY OYUCTKU. COrNIaCHO HEKOTOPBIM U3 TAKUX BapUAHTOB
OCYLIECTBJICHUST METKa OYHCTKH MPEACTABISIET COOOW MOJUTHCTHIWHOBYIO METKY, MYC-METKY
i HA-metky.

[0023] CornacHo pas3nuYHBIM BapUaHTaM OCYLIECTBJIEHUS IEpPBbII JOMEH MHUMETHYECKOIo
nentuna apoC-II obnamaer aduHHOCTBIO CBsA3bIBaHUS C JunonporenHamu. CoriacHo
pPa3IMYHBIM ~ BAapUAHTAM  OCYIIECTBJICHHUS BTOPOH JIOMEH CIOCOOEH  aKTHBHPOBATH
munoniporentimnasy (LPL). CormacHO HEKOTOPBIM BapHaHTAM OCYINECTBJICHUS MENTHI
crioco0eH axkTUBUpPOBaTh Junoiu3 ¢ mnomombo LPL. CorimacHo HEKOTOpHIM BapuUaHTaM
ocCylIeCTBIeHUs enTua crnocoder 3amensaTb apoC-IIl B mumonporenHax. CoriacHO HEKOTOPBIM
BapUAHTaM OCYIIECTBJICHUS NMENTHJ CIOCOOeH CHMXaTh conepskanue tpuriunepuna (TG) in
vivo. COrnacHO HEKOTOPBIM M3 TAKUX BAPHUAHTOB OCYINECTBIIEHHS MENTHI CIIOCOOEH CHMXKATb
noBbimeHHoe conepkanne TG, BezBaHHOe nedpunurom LPL. CormacHO HEKOTOPBIM M3 TaKHX
BApUAHTOB OCYIIECTBJIEHHsS TMENTHI CHOCOOEH CHIXXATh MOBBINEHHOE conepxkanue TG,

BbI3BAHHOC MOBBIIICHHBIM COACPKAHHUEM apoC-I]I. CornacHo HEKOTOPbIM M3 TAKUX BAPUAHTOB
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OCYLIECTBJICHUS NENTHZ CIOCOOEH CHIKAaTh IMOBBINIEHHOE copepkaHue TG, BbI3BaHHOE
nepumutom apoC-II. CornmacHoO HEKOTOPBIM M3 TAKUX BAapPUAHTOB OCYIIECTBICHHS MENTHI
CIIOCOOEH CHIDKATh TIOCTTIPAHINAIbHOE MOBBIIEHHOE copep:kanue TG.

[0024] CornacHO KOHKPETHBIM BapHaHTaM OCYIIECTBJICHUS MENTUA UMEET MOCIEI0BATENbHOCTD,
ykazannyto nog SEQ ID NO: 6.

[0025] CornacHO KOHKPETHBIM BapHaHTaM OCYIIECTBJICHUS MENTUA UMEET MOCIEN0BATENbHOCTD,
ykazannyto nog SEQ ID NO: 9.

[0026] CornacHo npyroMy acmekTy HAaCTOSIIEro [AOKYMEHTa MPEICTaBJI€H BbIAEIEHHBIN
mumetndeckuil nentun apoC-II u3 He Gonee yem 30 aMHHOKHCIOT, COCTOSIIIMN M3 BapHaHTa
cnupaiu 3 apoC-IL

[0027] CornacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBJIEHMs BapuaHT crupaiu 3  apoC-II
BKJItOUaeT yuanuHenue cnupanu 3 apoC-II. CornacHo pa3nuyHbBIM BapUaHTaM OCYILECTBIEHUS
cnupaib 3 apoC-Il ynnunasiercs nHa 1-10 amuHOKHCnoT Ha N-koHIe. COrIaCHO HEKOTOPBIM
BapuaHTaM ocyuiecTieHus crnupaib 3 apoC-II ynmuHsercs Ha 6 aMUHOKHCIOT Ha N-KOHIE.
CornacHO KOHKpETHBIM BapHaHTaM OCYLIeCTBIeHMs BapuaHT cnupanu 3 apoC-II Bkmrowaer
JV3UH WIM METHOHMH B nojoxeHuu 60. CornacHO pa3iuyHbIM BapuUaHTaM OCYLIECTBJIEHUs
cnupaib 3 apoC-Il ynnunsiercs Ha 1-10 amuHOkucnor Ha C-xoHue. COryiacCHO HEKOTOPBIM
BapuaHTaM ocyuiecTBieHus: cnupanb 3 apoC-Il yanunsercs Ha 4 aMMHOKUCIOTHI Ha C-KOHIE.
CornacHO KOHKpETHBIM BapuaHTaM ocyiiecTBieHus crnupanb 3 apoC-lIl ynnuHsercs Ha
AMUHOKUCIIOTHI JIU3UH, TJIMLUH, TyTaAMHUHOBAsI KUCJIOTa U TJIyTaMHUHOBAsi KUCIOTa OT N-KOHLA
no C-koHua.

[0028] CormacHO HEKOTOPBIM BapUaHTAM OCYIIECTBJICHHs BapwaHT crupaiun 3 apoC-II
BKJIIOYAeT M0 MeHblued Mepe oaHy mytauuto cnupanu 3 apoC-II. CormacHO HEKOTOpPBIM U3
TAKUX BAPHAHTOB OCYINECTBJICHUS MYTalLlUsl MPENCTAaBJIACT COOOH aMHHOKHCIOTHYIO 3aMEHY.
CornacHO HEKOTOpBIM BapHaHTaM OCYLIECTBJIEHUS OPUTMHAIbHAS aMUHOKMCIOTA CHHUpaiu 3
apoC-II 3amensiercss mnpupomHoW amMUHOKUCIOTOW. COrJlaCHO HEKOTOPhIM BapHUaHTaM
OCYILECTBJIEHUs] OpUTMHalbHas aMuHOkucioTa cnupanu 3 apoC-II 3ameHsieTcss HenmpupoOIHON
amuHokucinorod.  CorjacHO  HEKOTOpPBIM — BapHaHTaM  OCYLIECTBJEHHS  OpUTMHAaJbHas
amuHOKHcoTa cupanu 3 apoC-II 3amensieTcst aHaI0roMm aMHUHOKHUCTIOTHI.

[0029] CornacHO HEKOTOpPBIM BapUaHTAM OCYIIECTBJICHHs BapwaHT crupaiaun 3  apoC-II
BKJIFOYAET 110 MEHbLIEH Mepe OOHy XMMHUYecKyro Moaupukaunto. COrjacHO HEKOTOPBIM
BapUAHTaM OCYIIECTBJICHUS XHUMHYECKass MOAM(HKAUMs TpPeAcTaBisieT cOOOH KOBAJIEHTHYIO
CBSI3b JKUPHON KHUCJIOTHI. COrjacHO pas3jMYHBIM BapHaHTaM OCYLIECTBJIEHUS >KMpHas KHUCJIOTa

BKJItOUaeT 4-26 aroMoB yriepona. CoriacHO KOHKPETHBIM BapUaHTaM OCYLIECTBJIEHUS JKUpPHAas



10

kucaora BkarodyaeT 10 atomoB yriepoaa. CorjgacHO KOHKPETHBIM BapUaHTaM OCYINECTBIEHUS
JKUpHas Kucjiora BkimodaeT 12 atomoB yraepopa. CorjacHO KOHKPETHBIM BapHaHTaM
OCYILECTBJIEHUsl JKHUPHasl KUCJIOTa BKIo4daeT 14 atomoB yriepoga. CoriacHO KOHKPETHBIM
BapMaHTaM OCYILECTBJIEHMs >KUpHas KucjoTa BKJIrodaeT 16 atomoB yrumepopa. CoriacHo
KOHKPETHBIM BapUaHTaM OCYILECTBJIEHMs XMpHas KHUCJIOTa BKJIO4YaeT 18 aToMoB yriepona.
CornacHO KOHKPETHBIM BapHaHTaM OCYILIECTBJIEHUs KUpHas KuCJIoTa BkiaodaeT 20 aToMOB
yriepona. CoryiacHO HEKOTOPbIM BapUaHTaM OCYLIECTBJIEHUs >KUpPHAas KHUCIOTa SIBIAETCA
HacpllleHHONW. COrjacHO HEKOTOPbIM JPYI'MM BapHaHTaM OCYLIECTBJICHUs >KUPHAas KUCJIOTa
SBJIAETCSL HEHaChlleHHON. COrlacHO HEKOTOPbIM BapHaHTaM OCYIIECTBJIEHUS KUpHas KUCJIOTa
cBsi3aHa ¢ N-KOHLEBOM aMMHOKHUCIOTONH. COrnacHO HEKOTOPbIM BapHAaHTaM OCYINECTBICHUS
JKUpHas KucioTta cBa3aHa ¢ C-KOHLEBON aMHMHOKUCIOTOH. COrjIacHO HEKOTOPbIM BapHaHTaM
OCYINECTBJICHUS] JKUPHAs KHUCJIOTa CBs3aHa C OOKOBOW TIPymIod aMHUHOKUCIOTHL CoriacHo
HEKOTOPBbIM BapHaHTaM OCYLIECTBJICHUS JXUPHAs KHUCIOTA CBsI3aHA C E€-aMUHOM JIM3MHOBOTO
OCTaTKa.

[0030] CornacHO pa3IMYHBIM BapUaHTaM OCYLIECTBJICHUS BbIAEJIEHHbIN MUMETHYECKUN MEeNTUR
apoC-II 1OMONHUTENPHO BKJIIOUAET METKY O4UCTKU. COracHO HEKOTOPBIM U3 TAKUX BAPUAHTOB
OCYINECTBJICHHUS] METKAa OYHCTKH IPEACTaBJIsAeT COOOH MOJUTUCTUAMHOBYIO METKY, MYyC-METKY
i HA-metky.

[0031] CornacHo pa3IMYHBIM BapUaHTaM OCYIIECTBJIeHUs BapuaHT crupaju 3 apoC-II obnanaer
apduHHOCTBIO  CBsI3bIBaHUS C  JunonporeMHamu. COracHO  pa3JIMYHBIM — BapUAHTaM
ocyuiecTBiaeHuss BapuaHT crupainu 3 apoC-II cmoco0eH akTUBHPOBATH JUMOMPOTEHHIIHIIA3Y
(LPL). CornacHO HEKOTOpPBIM BapUaHTaM OCYILIECTBJICHUS MENTH] CIIOCOOEH aKTHBHPOBATH
aurnonu3 ¢ nomoibio LPL. CoriacHo HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHUS IENTH] CIIOCOOEH
3amessaTh apoC-lIl B nunmomporemHax. CornacHO HEKOTOPHIM BapUaHTaM OCYLIECTBJIEHUS
nentua cnocodeH cHwkath copepikanue tpurmuuepuna (TG) in vivo. CornacHO HEKOTOPHIM U3
TaKUX BAPHAHTOB OCYLIECTBJICHUS MENTHJA CIOCOOEH CHIDKATh MOBBIMIEHHOE copepkaHue TG,
Bp3BaHHOEe AeduuuroM LPL. CormacHO HEKOTOPBIM M3 TaKHX BAPUAHTOB OCYIIECTBIICHUS
NEeNnTHUA CIOCOOEH CHIDKATh IMOBBINIEHHOE coaepxkaHue TG, BBI3BAHHOE MOBBIIIEHHBIM
conepsxanuem apoC-III. CornacHO HEKOTOPBIM W3 TaKUX BAapUAHTOB OCYLIECTBIIEHHUS IENTUA
Croco0eH CHUKATh MOBBIIEHHOE conepkanne TG, BezBanHOe aeduumurom apoC-II. Cormacuo
HEKOTOPbIM W3 TaKWX  BApUAHTOB  OCYIIECTBIEHHs  MENTHA  CIOCOOEH  CHIDKATh
MOCTIIpaHIuaIbHOE NMOBBILIeHHOE coaepskanue TG.

[0032] CornacHo ApyromMy acmeKkTy HACTOSIIero NOKYMEHTa MpeAcTaBlieHa (hapMaleBTHYECKast

KOMITO3ULIS, copeprkanass MmuMmetTnaeckuil nentun apoC-II u gapmaneBrruyeckn mpuemiieMbiit
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Hocutenb. COriacHO HEKOTOPBIM BapHAaHTaM OCYILNECTBIICHUS (apMaleBTHUECKash KOMITO3ULUS
MOJAXOIUT JUJIsl MOJKOXKHON MHBEKLIUH.

[0033] CornacHo nApyroMy acmekTy HACTOSIIEro JOKYMEHTa MpPEeNCTaBJICH CIOCO0 JieueHus
TUNIEPTPUINIMLEPUAEMUA Yy OONBHOrO,  MpEeNyCMAaTPUBAIOINMN  BBEACHHE  OOJBHOMY
s¢dexTuBHOrO KoamuecTBa MuMerHueckoro mentupa apoC-II wmm  ¢dapmaneBTHUecKoit
KOMITO3ULINH, coaepxkamiert mumerndeckuii nentun apoC-II. CornacHO HEKOTOPBIM BapHUaHTaM
OCYILIECTBJIEHUs] THIEPTPUINIMLEPUAEMHs] CBs3aHa ¢ oOkupeHueM. COrjlacHO HEKOTOPbIM
BapUaHTaM OCYIIECTBJICEHUS TMIIEPTPUTIHLEPHIEMUs CBsi3aHa ¢ caxapHbIM nuadberom. CornacHo
HEKOTOPBIM BapHAaHTaM OCYIIECTBJIEHUS THIEPTPUINIMLEPUIEMHs CBA3aHAa C YIOTpeOJIeHHeM
cnupra. CornacHO HEKOTOPbIM BapUaHTaM OCYLIECTBJICHUs TUIEPTPUINIMLEPUIEMHUS CBs3aHA C
MEAUKAMEHTOM.

[0034] CornacHO HEKOTOPBIM BapUAaHTaM OCYLIECTBJIEHUS TMIIEPTPUINIMLIEPUAEMHUs] BbI3BAHA
nepurrom LPL. CoriacHO HEKOTOPHIM BapHaHTaM OCYLIECTBIICHHMS TMIEPTPUTIHLIEPUAECMUSI
SBJSIETCSl  HACJEACTBEHHBIM  nepuuuTOM JunonporenHnunassl.  COrinacHO  HEKOTOPBIM
BapuaHTam ocyuecteieHus aeduuur LPL Bri3Ban mytanuei rena LPL. CoracHO HEKOTOPBIM
BApUAHTAM OCYIIECTBJIEHUS] MyTaLlUs BEIET K MOHMKEHHON (epmeHTaTuBHOM akTuBHOCTH LPL.
CornmacHO HEKOTOPbIM  BapUaHTaM  OCYIIECTBJIEHUS MyTalusi BeAeT K OTCYTCTBHIO
¢depmenTaruBHOM akTuBHOCTH LPL. CornacHO HEKOTOPBIM BapUaHTaM OCYLIECTBICHUS AePHULIUT
LPL auarHOCTHPYIOT 1O OTCYTCTBHIO akTHBHOCTH LPL B chiBOpoTKE KpoBU O0sbHOTO. COracHo
HEKOTOPbIM  BApHUAaHTaM OCYINECTBJIEHMs MyTaLUIO BBIABISAIOT C I[OMOLIBIO  aHAIN3a
nocnenosarenbHoctu  JIHK. CormacHO  HEKOTOpPHIM  BapuaHTaM  OCYINECTBJIEHHS
runeprpuruuepunaemMuss BbizBaHa naepunuToM apoC-II. CornacHO HEKOTOPBIM BapHAHTaM
OCYILECTBJICHUs] TUIIEPTPUTIHLIEpUIEMIs BbI3BaHa MOBBIIIEHHBIM coaepxkanueM apoC-IIL

[0035] CornacHo HEKOTOPBIM BapHaHTaM OCYILIECTBJICHUs] KOHIeHTpanwus Tpuruuepuna (TG) B
CBIBOPOTKE KPOBH 10 JiedeHHs 0ojpHOro coctasisier ot 150 mr/an no 199 mr/mn. Cornmacuo
HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHUs] KOHLeHTpauus Tpuriunepuna (TG) B CBIBOPOTKE KPOBU
1o aedennst OoapHOro coctasisier oT 200 mr/mn ot 499 mr/nn. CorfacHO HEKOTOPBIM BapUaHTaM
ocyuiecTBieHus1 KoHueHTpanus Tpurinuepuna (TG) B CbIBOpOTKE KPOBH A0 JieUueHHUs! OOJIBHOTO
coctasyisier ot 500 mr/an mo 999 wmr/mn. CornacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBIICHUS
koHUeHTpauus tpurimuepuna (TG) B CBIBOPOTKE KPOBU 10 JieueHHs! OOIBHOTO COCTABIISIET OT
1000 mr/on mo 1999 mr/nn. CorjlaCHO HEKOTOPBIM BapHAHTAM OCYIIECTBJICHHS KOHIICHTPAIUs
tpurmuuepuna (TG) B CBIBOPOTKE KPOBH 10 JIeUeHHsT OOJBHOTO paBHsIETCs MK npeBbiimaeT 2000

M/t
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[0036] CormacHO KOHKPETHBIM BapHaHTaM OCYIIECTBJIECHHS y OOJIBHOTO pa3BHIICS OCTPbIH
MAaHKPEaTUT WJIM CYyIIeCTBYeT pUCK ero pa3BuTus. CoOrlacHO KOHKPETHBIM BapHUaHTam
OCYILIECTBIEHUSI y OOJBHOrO pPa3BHIIOCh OCTPOE CEpPAECYHO-COCYAHMCTOE 3a00yieBaHHE WU
CYLIECTBYET PUCK €r0 Pa3BUTHSI.

[0037] CormacHo npyromMy acrekTy HAaCTOSIIEro IOOKYMEHTa TaKXXe IMPEACTaBIeH Crocod
nojydeHus: mMumeTndeckoro nentuaa apoC-ll, mpeaycmarpuBaromuii nosiydeHue MENTHAA
PEKOMOMHAHTHBIM ITyTEM.

[0038] CornacHo eme OOHOMY acHeKTy HACTOSIIEro JOKYMEHTa TakKXkKe MPEICTaBJIeH CIOCO0
nojgydeHus: mumerndeckoro nentuga apoC-II, mpemycMaTpuBaromuii MojgydeHHE NENTUaa ¢

NNOMOIIBbKO XUMHWYECCKOIO CHHTE3A.

KpaTtkoe onucanue rpa(_'[mquKux MaTEepUuaAJIOB

[0039] OTu u gpyrue mpusHAKHW, acTeKThl U MPEUMYLIECTBA HACTOSIIErO M300PETEHUsS] CTaHyT
GoJee MOHATHBIMU U3 CJEAYIOIIEro OMMCAHMS U MPUJIaraeMbIX rpa Mueckux MaTepHaos.

[0040] Ha ¢ur. 1 mnokazaHa TroMOJOrusi aMHUHOKMCJIOTHBIX OCTatkoB 40-58 3penoro
yenoBeueckoro oenka apoC-Il y pa3HbIX BUIOB.

[0041] Ha d¢wur. 2A u ¢pur. 2B npeacrasieHbl CiupagbHble KPYTIible rpaduKu aMUHOKUCITOTHBIX
ocratkoB 40-57 naruBHoro apoC-II u Bapuanrta Deltad’, nmpu sTom Ha ¢ur. 2A npencraBieH
HatuBHbIi apoC-II, a Ha ¢ur. 2B mnpencrasnen Bapuant Delta4’. Pasmep u 1Ber mapos
YKa3bIBAIOT HA CTETEHb 3apsiia U ruapodoOHOCTh. [lepBoe YHCIo B LIEHTpE CIUPATBHOTO KPyra
yKa3biBaeT ruapodoOHbIii MOMEHT. BTOpoe 4HCIO B IIEHTpe CHHPAJIbHOTO KpPyra M CTpeliKa
YKa3bIBAIOT Yrojl ruApoPOoOHOr0 MOMEHTA.

[0042] Ha ¢wur. 3A u ¢pur. 3B npencrasieHsl CriupaibHble KPYTIible rpad UK aMUHOKHUCIOTHBIX
ocratkoB 40-57 nHatuBHOro apoC-II u Bapuanta DeltaS’, npu stom Ha ¢ur. 3A npeacrasieH
HatuBHbIN apoC-II, a Ha ¢ur. 3B npencrasnen Bapuant Deltas’.

[0043] Ha ¢ur. 4A u ¢ur. 4B npeacraBieHbl CIUpaIbHbIE KPYTIble rpad UK aMUHOKHUCIOTHBIX
ocratkoB 40-57 nHatuBHOro apoC-II u Bapuanta Delta6’, npu sTom Ha ¢ur. 4A npeacrasieH
HatuBHBIN apoC-1I, a Ha ¢ur. 4B npencrasnen Bapuant Delta6’.

[0044] Ha ¢ur. S nokasansl npuMepsl XumMuueckoi mopudukannu Bapuanra Delta4’. Mono-
ammn-Deltad’ Brmouaer  MoauUIMPOBAaHHBIA CTEapUHOBOH KucioTol N-koHer. Jlu-amm-
Delta4’  Bxirouaer MOAU(HUIMPOBAHHBIA  CTEAPUHOBOH  KHCIOTOM  N-KOHEl U
MOIU(UIIPOBAHHBIA CTEAPHMHOBOM KHCIOTON JISHIIMHOBBIN OCTATOK B IOJIOKEHUH 49.

[0045] Ha ¢mr. 6 npencrasneHbl pe3yabTaTel /7 vifro aHanu3a LPL TUNWYHBIX MUMETHUYECKUX

nenTua0B apoC-II U BApUAHTOB C XHMUYCCKHUMU MOI[I/I(l)I/IKaI_II/IﬂMI/I C HCIIOJB30BAHUEM
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CBIBOPOTKH KpoBU OospHOro ¢ nedpunurom apoC-II B kauectBe cyOcrpata. HatusHbIi
NOJTHOpPa3MepHbIi uenoBeueckuii 0enok apoC-1l ncmonb30Baiy B Ka4eCTBE KOHTPOJISL.

[0046] Ha ¢wur. 7 npeacrasieHsl pe3ynbTaTel i Vifro anann3a LPL THIUYHBIX MUMETHYECKHUX
nentunoB apoC-II W BapuaHTOB € XHUMHYECKUMH MOAM(DUKALUSAMU C HCHOJIb30BAHUEM
UHTpAJIUIHNA B KauecTBe cyOcTpata. HaTuBHBIN nmonHOpa3MepHbIi yenoedeckuil Oenok apoC-11
HCIIOJIb30BAJIM B KA4Y€CTBE KOHTPOJIS.

[0047] Ha ¢ur. 8 npencrasieHsl pe3yJabTarsl iz vitro ananu3a LPL TMMUYHOrO MUMETHYECKOro
nenruna apoC-II Delta4, BapuantoB Delta4 u BapmantoB Tperbeit crnmpanu apoC-II ¢
UCTIOJIb30BAHUEM ChIBOPOTKH KpOBH OosbHOTO ¢ nedururom apoC-II B kauectse cyOcTpara.
[0048] Ha ¢wur. 9 nokaszansl pesynbTaTel /7 vifro aHanu3a LPL BapuaHTOB TpeThed crupanu
apoC-II ¢ ucnonb3oBaHMEM CBHIBOPOTKH KpoBU OojpHOro ¢ aedunmrom apoC-II B kauectse
cybcrpara.

[0049] Ha ¢ur. 10 nokaszanbl pe3ynabTaThl in Vifro aHanusa LPL BapuaHTOB TUIHUYHOIO
mumetudeckoro nentuna apoC-II Delta4 ¢ ucmonb3oBaHHEM CHIBOPOTKH KPOBH OOJIBHOTO C
neduumtom apoC-II B kayecTse cyOcTpara.

[0050] Ha ¢ur. 11 mnokasaHbl pe3ysabTaThl i Vifro aHanu3a LPL BapuaHTOB TUNHYHOIO
mumetudeckoro nentuna apoC-II Delta4 ¢ ucmonb3oBaHHEM CHIBOPOTKH KPOBH OOJIBHOTO C
nedururom apoC-II B kauecTBe cyOcTpara.

[0051] Ha ¢mr. 12 npencraBineHsl pe3ynbTaTel in vifro anamu3za LPL  tunuuasoro
mumernieckoro nenruaa apoC-II Deltad4 u ero BapraHTOB ¢ UCTIONB30BAHUEM CHIBOPOTKU KPOBU
6onpHOro ¢ peduumrom apoC-II B kauectBe cyOcrtpara. KoHLEHTpamusi MUMETHYECKOTO
nentuaa apoC-II Bappupyer or 100 mM go 10 mxM. HaTuBHBIM nDOJHOpa3MepHBIN
yenoBeveckuit 0enok apoC-II ucnonb30Baiu B Ka4eCTBE KOHTPOJIS.

[0052] Ha ¢mr. 13 mpencrasneHsl pe3yabTartsl /77 vifro aHanu3za LPL BapuaHTOB yceudeHus
TunmugHOro mumermdeckoro mentuaa apoC-II Delta4 ¢ ucnonb3oBaHHEM CHIBOPOTKH KPOBH
6onpHOrO ¢ pedumurom apoC-II B kauectBe cyOcrpara. KoHUEHTparusi MUMETHYECKOTO
nentuaa apoC-1II Bapsupyer ot 10 M no 100 MxM.

[00S3] Ha ¢ur. 14 npencrasieHsl pe3ynabTatsl 77 vifro ananusa LPL BapuaHTOB TMNMYHOrO
mumernieckoro nenruna apoC-II DeltaS u tunmanoro mumerndeckoro nenrtuna apoC-II Delta6
C HCIIOJIb30BAHUEM CBIBOPOTKH KpoBU OosbHOTO ¢ nedunmrom apoC-II B kadectBe cybcTpara.
Konuenrpanus mumerudeckoro nenrtuna apoC-1I sapeupyer ot 100 M no 10 MxM.

[0054] Ha ¢ur. 15A, ¢ur. 15B, ¢ur. 15C u ¢pur. 15D noxaszaH NPOLEHT H3MEHEHMUs
axtuBHOCTH LPL B in vifro ananuse LPL tunuanoro mumerudeckoro nenruna apoC-II Delta6 u

€ro BapMaHTOB C HCIOJBb30BAHHUEM CHIBOPOTKH KPOBH OOJBHOrO THIEPTPUTIHLEPHIEMHUEH B
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KadecTBe cyoOcrpara. KoHLeHTpanust TpUruepua B CHIBOPOTKE KPOBU OONMbHOTO Ha ¢ur. 15A,
¢ur. 15B, ¢ur. 15C u ¢ur. 15D cocrasusier 1084 mr/nn, 1224 mr/mn, 1442 mr/on u 1669 mr/nmn,
COOTBETCTBEHHO.

[0055] Ha ¢mr. 16 npencrasieHo conepxkanue tpurmuepuna (TG) B ChIBOPOTKE KpOBU
HOKayTHBIX 10 apoC-1I Mblieli nocse MoAKOKHOW MHBEKLIUHU MUMeTH4Yeckoro nentuaa apoC-II
Delta4. ConeBoii pacTBOp UCTHIOIB30BAIH B KAUE€CTBE KOHTPOJISL.

[0056] Ha ¢ur. 17 npencrasieHo copepsxkanue cymmapHoro xosnecrepura (TC) HOKayTHBIX MO
apoC-Il wmplmmeli mocne NOAKOKHOW HWHBEKUMH MuMerudeckoro mnentupa apoC-II Deltad.
ConeBoll pacTBOpP UCMOJIB30BAIN B KAU€CTBE KOHTPOJISL.

[0057] Ha ¢ur. 18 mnpencrasneHo coxepxkanue tpuruuepuna (TG) B ChIBOPOTKE KpOBU
HOKayTHbIX 1O apoC-II Mblmel mnocie BHYTPUIIEPUTOHEATbHOW WHBEKLUU MHUMETHYECKOIrO
nentuaa apoC-II Delta4. ConeBoii pacTBOp UCIIONB30BAJIN B KAYECTBE KOHTPOJIS.

[0058] Ha ¢ur. 19 npencrasneHo conepskanue cymmapaoro xojecrepuna (TC) HOKayTHBIX MO
apoC-II mplmel mocie BHYTPUIIEPUTOHEATbHON HMHBEKIMM MHMeTudeckoro nentupa apoC-II
Delta4. ConeBoii pacTBOp HCIONBb30BAIH B KAY€CTBE KOHTPOJISL.

[0059] Ha ¢wur. 20 nokaszan npoueHT usMeneHus congepxkanus tpurnunepuna (TG) B ceiBopoTke
KPOBHU MBILIEH JUKOTO THIA MOCJIE KOPMJIEHHs PACTUTEIbHBIM MACJIOM Uepe3 sKey10UHbINA 30H]
B IPUCYTCTBHE WM OTCYTCTBUU BHYTPHUIIEPUTOHEATBbHOM WHBEKLUH MHUMETHUYECKOro MeNTHaa
apoC-II. Tectupyembie mumerndeckue nentunabl apoC-1I Bkmouanu Deltad, Deltadb u Delta4b-
3. ConeBoli pacTBOP MCIOJIB30BANIA B KAUECTBE KOHTPOJIS.

[0060] Ha ¢ur. 21 npencrasieno conepskanue Tpuriunepunaa (TG) B ChIBOPOTKE KPOBH
HOKayTHbIX 1o apoC-II mpblmel mnocie BHYTPUIIEPUTOHEATbHOW WHBEKLHUH MHUMETHUYECKOIO
nentuna apoC-II Delta6. CosneBoii pacTBOp UCMIONB30BAIU B KAYECTBE KOHTPOJIS.

[0061] Ha dur. 22 npencrasieHo conepskanue cymmapHoro xojecrepuHa (TC) HOKayTHBIX MO
apoC-II mblmeil mocne BHYTPUIEPUTOHEANBbHON HMHBEKLUU MHUMeTHueckoro nentuaa apoC-II
Delta6. ConeBoii pacTBOp UCTIOJB30BAIH B KAUECTBE KOHTPOJIS.

[0062] Ha ¢ur. 23 mnpencrasieno conepskanue Tpuriumnepunaa (TG) B ChIBOPOTKE KpOBH
HOKayTHbIX 1o apoC-II Mplmeil mnocjae BHYTPUIIEPUTOHEANbHONH HWHBEKLUH Ppa3HbIX 03
mumetndeckoro mentuna apoC-II Deltad. ConeBoit pacTBOp HCIONB30BAIA B KAdeCTBE
KOHTpOJsl. Berumcnsanu npoueHT coxepxkanHuss TG B CbIBOPOTKE KpOBH B pa3sHble MOMEHTHI
BPEMEHHU I10CJIe HHBEKLIUU N0 CPaBHEHUIO ¢ conepkaHueM TG B ChIBOPOTKE KPOBU HA MOMEHT
UHDBEKLIUU.

[0063] Ha ¢ur. 24 npencrapneH nporeHT usmenenus tpuriunepuaa (TG) B CBIBOPOTKE KPOBH

HOKayTHbIX 1o apoC-II Mblmeli mocne BHYTPUNIEPUTOHEANIbHOW WHBEKIMH BapHaHTOB Deltad.
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ConeBoll pacTBOp MCHOJB30BAJIM B KauecTBe KOHTpoJsA. Berumncnsanu npouent usmenenus TG B
CBIBOPOTKE KPOBH MO cpaBHEHUIO ¢ TG B CHIBOPOTKE KPOBH HA MOMEHT UHBEKLIUU.

[0064] Ha ¢ur. 25 nokazano 3amemenue apoC-III mumernueckum nentugom apoC-II Deltab B
VLDL u XUJIOMHUKPOHAX, BBIAEIEHHBIX U3 IIa3Mbl YEIOBEKA.

[0065] Ha ¢ur. 26 nokazano 3ameuienue apoC-IIl Bapuantamu Mumerndeckoro nentuaa apoC-
II Delta6 B VLDL, BbineeHHOM K3 TJIa3Mbl Y€JIOBEKA.

[0066] Ha ¢ur. 27 nokasaHsl pe3ynsTaTsl /71 Vifro ananusa LPL MuMerndeckux nentuaos apoC-
II Delta4 u Delta6 ¢ ucnonb3oBaHreM ChIBOPOTKH KPOBH OOJIbHOTO THIIEPTPUTIULEPUIEMUEH C
BbICOKUM conepkanueM apoC-III B kauecTse cybcrTpara.

[0067] Ha ¢ur. 28 nokazano 3amemenue apoC-III nentugom apoC-II-a 8 VLDL, BbIAeIeHHOM
u3 mia3mel yesnoseka (TG = 291 mr/mn).

[0068] Ha ¢ur. 29A u ¢Ppur. 29B nokazaHo 3aBucumoe OT 1035l 3aMenieHue apoC-III nentuaom
apoC-Il-a, anamsupyemoe ¢ nmomoinsio Macc-criekrpomerpun (MALDI-TOF), npu 3Tom Ha ¢wur.
29A nokasano, uto apoC-Il-a cenexkrusno 3ameaer apoC-III u apoC-I, Ho He apoC-II, a Ha ¢wur.
29B nmnokazaHo, uTo cBssbiBaHMe mnentuaa apoC-ll-a ¢ VLDL  npubGnusurtenbHO
IPONOPLUOHAIBHO €r0 KOHLIEHTPALHH.

[0069] Ha ¢ur. 30 mokazanHo 3amemenue apoC-III mentumom apoC-lI-a B XUIOMHKpPOHAaX,
BbIJICJIEHHBIX U3 TUIa3Mbl YEJIOBEKA.

[0070] Ha ¢ur. 31 npencraBiieHbl pe3ysbTaThl aHanu3a aktuBauuu LPL ¢ umHTpanunuaom B
kadyecTBe cyoOcTpata u pekomOuHaHTHBIM apoC-III B kauectBe mnrudutopa. Ilentun apoC-Il-a
npeoaoJieBaeT MHruOupoBaHue ¢ momoirsro apoC-III.

[0071] Ha ¢ur. 32 npencrasneHsl pe3yabTaThl aHanu3a aktusauuu LPL ¢ nasmoit yenoseka c
BbICOKUM cozep:kanueM TG B kauectBe cyOctpara u pekomOmHaHTHBIM apoC-IIl B kauectBe
unruduropa. [lentun apoC-II-a mpeogonesaer nHrnOMpoBaHue ¢ nomoursro apoC-III.

[0072] Ha d¢ur. 33 mnpencraBieHsl rpaduku pe3yibTaTOB aHaim3a aktmBaumu LPL ¢
UCTIONIb30BAHNEM IUIa3Mbl TpaHCTeHHbIX (tg) mo apoC-III wmermeii B kauectBe cyOcTpara.
Konuenrpamu TG mpimeir ApoC-I1I tgl, ApoC-III tg2 u ApoC-III tg3 cocrasnsror 323 mr/au,
497 wmr/nmn u 478 wmr/mn, coorBercrBeHHO. Ilenrun apoC-Il-a mpeomoneBaeT WHrUOUTOPHBIN
s dexr moswimeHHoM skcmpeccuu apoC-III Bo Bcex Tpex oOpasmax Imia3Mbl TPAaHCTEHHBIX
MBILIEH.

[0073] Ha ¢ur. 34A u ¢ur. 34B nokazano 24-1yacoBoe mocTrnpaHauagbHoe conepkanne TG B
CBIBOPOTKE KPOBU y MbIlIeH IOCJ€ MNEpPOPaJbHOTO KOPMIIEHHs uepe3 >KEIyAOYHbIH 30HJ
pPacTUTENIbHBIM MAcliOM B MPHUCYTCTBUE MM OTCyTcTBHM MHruouropa LPL Triton WR1339 u B

npucyTcTBue Wi orcyrctBuu nentuna apoC-ll-a, mpu stom Ha ¢ur. 34A BHUMaHHE
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aKLEHTHpyeTcs Ha nuanasoHe koHueHtpauuu TG 0-100 mr/an, a Ha ¢ur. 34B nokas3an quamnasoH
koHueHnTpauuu TG 0-4500 mr/m.

[0074] Ha ¢ur. 35A u ¢ur. 35B nokaszan npoueHT u3MeHeHus coaep:xkanusi TG B CbIBOPOTKE
KPOBM MBbIIIEH JMKOrO THUNA I[IOC/I€ WMHBEKLUMM HWHTPAJUNNAAa C BHYTPUIIEPUTOHEAIbHOMN
uabekuueil nenruga DeltabPV wmnu 6e3 TakoBO# B MPUCYTCTBHE WIIM OTCYTCTBUU MHTHOHWTOpA
LPL Triton, mpu 3ToM Ha ¢ur. 35A moka3aHa XpOHOJOTHS UHBEKIHNH, a Ha ¢ur. 35B nokaszan
NPOLEHT u3MeHeHus: coaepxkaHusi TG B CBIBOPOTKE KpPOBHU IOCJI€ BHYTPUIIEPUTOHEAIbHOMN
uabekuun DeltabPV B npucyrcrBue unn orcyrersun Triton. ConeBol pacTBOpP MCHOIB30BAIU B
Ka4eCTBEe KOHTPOJIS.

[007S] Ha ¢wur. 36A, ¢ur. 36B u ¢ur. 36C nokasan npoueHT usmeHeHus cofepxxanus TG B
CBIBOPOTKE KpPOBU HOKayTHbIX 1O apoC-Il Mblleid mocie MHBEKLIMH MHUMETHYECKOIro MenTHAa
apoC-II Delta6PV, npu stom Ha ¢ur. 36A mnokasaHa XpOHOJOTHs MHBEKIHH, Ha ¢ur. 36B
NoKa3aH IPOLEHT u3MeHeHus copepxkaHus TG B CBIBOPOTKE  KPOBM  TIOCIHE
BHYTpPHUIIEPUTOHEANTbHON uHbeKLuu DeltabPV, a Ha ¢ur. 36C mokasaH NPOLEHT U3MEHEHUs
copepxanus TG B CIBOPOTKE KPOBH Ocie MOoAKokHOI nHbeknu Delta6PV. ConeBoit pacTBop
UCIIONIB30BAIIN B Ka4ecTBe KOHTpousl. SM mpencrasisier coOoi ycnoBus, npu KOTopeix DeltabPV
cMemuBaiu co cuHroMuennHoM (SM), KOMIIOHEHTOM KJIETOYHOH MeMOpaHbI.

[0076] Ha ¢ur. 37A u Ppur. 37B nokazan npoueHT u3MeHeHus conepskanusi TG B CbIBOPOTKe
KpOBH HOKayTHBIX M0 apoC-II MbIeli nocine MHbEKINY UHTPAIUIIUA C BHYTPUIIEPUTOHEATbHON
uHbekuuein nentunaa DeltabPV wau 6e3 TakoBol, mpu 3ToM Ha ¢ur. 37A nmokasaHa XpOHOJIOTHUs
UHBEKINH, a Ha ¢ur. 37B moka3aH NpOLEHT u3MeHeHus conepkanusi TG B CbIBOPOTKE KPOBU
NOCJIe BHYTPUIIEPUTOHEAIbHOW nHBbeKIUU DeltabPV npu 5 mxmonw/kr u 10 Mxmonw/kr (B. W)).
CorneBoli pacTBOp UCIIONB30BANN B KAYECTBE KOHTPOJIS.

[0077] Ha ¢ur. 38A u ¢Ppur. 38B nokazan npoueHT u3MeHeHus comepkanusi TG B CbIBOPOTKE
KpoBH TpaHcreHHbIX 1o apoC-III mbimel mocne uHbEKIUU MuMeTH4deckoro nentuna apoC-II
Delta6PV, nmpu stom Ha ¢ur. 38A mnokazana xpoHoJorus HHbEKUUH, Ha (ur. 38B mokaszan
MPOLEHT Hu3MeHeHus cojepkaHuss TG B ChIBOPOTKE KpOBU IOCHE BHYTPUIIEPUTOHEATbHOMN
unbekuu Delta6PV npu 1 Mxmons/kr, 5 Mkmoss/kr u 10 mxmons/kr (B. W.). Conesoii pacTBop
HCIOJIb30BAJIN B KAU€CTBE KOHTPOJISL.

[0078] Ha ¢ur. 39 nokazan mnpomeHT u3MeHeHust coxpepkaHuss TG B CBIBOPOTKE KpPOBH
TpaHcreHHbix 1o apoC-III mpimel mocie MHBEKUMM MHTPAIUINAA C BHYTPUIIEPUTOHEATBHOM
unbekuued nentunga DeltabPV wnm 6e3 takoBoii mpu 5 mxmonb/kr u 10 mxmons/kr (B. W.).

CoreBoli pacTBOp UCIMONB30BANIN B KAYECTBE KOHTPOJIS.
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[0079] Ha ¢ur. 40 nokaszan mpoueHT u3MeHeHus conxepkaHuss TG B CBIBOPOTKE KpPOBH
HokayTHBIX 1o apoC-II mplielt mocie HeCKOIbKUX MHBEKLUH MuMeTHueckoro nentuaa apoC-II
Delta6PV mpu 0,25 mxmons/kr u 1 Mmkmounb/kr (B. W.). CTpenku yka3bplBatOT MOMEHTHI BPEMEHH
unbekiuu DeltabPV. CoseBoli pacTBOp HCIIOB30BAN B KAYECTBE KOHTPOJIS.

[0080] Ha ¢ur. 41 npencrasnensl pesynstatel SEC-FPLC pa3znenenust pa3inuyHbIX JUIHIHBIX
¢dpakunii y HokayTHBIX 110 apoC-II mpmmeit, koropeim BBOAMIN 1 MkMounb/kr (B. W.) Delta6PV.
ConeprkaHue JUMONPOTENHOBBIX YACTHI] IPEICTABIEHO C MOMOIIBIO pochonumnmza.

[0081] Ha ¢ur. 42 npencrasnensl pesynstatel SEC-FPLC pasnenenust pa3iuyHbIX JUIHIHBIX
¢paxkumii y HOkayTHBIX 1o apoC-II wmbimel, xoropbiM BBOmmIM 1 Mxmonb/kr Delta6PV.
Copep:aHue TUMONPOTEUHOBBIX YaCTHUL] IPEACTABICHO ¢ noMoupo TG.

[0082] Ha ¢ur. 43A u ¢pur. 43B nokaszaH npoueHT u3MeHeHus conepxkanusi TG B ChIBOPOTKE
KpOBU TpaHCreHHbIX MO apoC-lII mplmeill mocne HECKONbKUX MHBEKLUNH MHUMETHYECKOIrO
nentuna apoC-II Delta6PV, npu sTom Ha ¢ur. 43 A nokasana XpOHOJIOTHsSI MHBEKIHH, a HA (U,
43B nokasaH TpOLEHT u3MeHeHus coxepxxaHuss TG B CHIBOPOTKE KPOBHM  IOCHE
BHyTpHUIepuTOHeanpHON nHbeKIuu DeltabPV npu 5 mxmons/kr (B. W.). Ctpenku yka3bplBaroT
MOMEHTbI BpeMeHH uHbekiuu DeltabPV. ConeBoili pacTBOp HCIOJB30BAIM B Ka4deCTBE
KOHTPOJISL.

[0083] Ha ¢ur. 44 mnokazaH mNpoHeHT u3MeHeHusi coxepkaHuss TG B CBHIBOPOTKE KpPOBH
TpaHcreHHbIXx 1o apoC-III mpimeil mocne HECKONbKHUX WHBEKLMH MHMETHUECKOro IeNnTuaa
apoC-II Delta6PV npu 5 mxmonb/kr (B. W.). Ctpenku yka3plBatOT MOMEHTHI BpEMEHH HHBEKIIHU
Delta6PV. ConeBoii pacTBOp HUCIOJIb30BAIN B KAY€CTBE KOHTPOJISI.

[0084] Ha ¢ur. 45A u ¢ur. 45B nokazano conepkanue apoC-IIl nmocne nabekuuii DeltabPV y
TpaHcreHHbIx 1o apoC-III menueii, kak usmepeno ¢ nomombo ELISA, npu stom Ha ¢ur. 45A
nokasaHo coaepxanue apoC-IlII B vactunax VLDL B nenp 1 u nenwp 5 1o u yepes 3 yaca nocie
uHbEKIHH, a Ha ¢ur. 45B nokazano copep:kanue apoC-III B vactuiax HDL B nenb 1 u nenb 5
IO ¥ 4yepe3 3 yaca nocje HHBEKLUU.

[0085] Ha ¢ur. 46A u ¢un. 46B nokaszan npoueHT usMeHeHus: conepxanusi TG B CbIBOPOTKE
KPOBH  Mbllllel JAMKOTO THUNA [OCN€ MHBEKIUH HHTPAIUIUAA C  HECKOJbKUMU
BHYTPUIIEPUTOHEATBHBIMHA HHBEKLMsIMU TlenTHaa DeltabPV nmu 6e3 TakoBbIX, IPU 3TOM Ha (Ur.
46 A mokaszaHa XpOHOJIOTHSI HHBEKLINH, a Ha (ur. 46B mokas3aH MpOLEHT U3MEHEHHsI CONleP KaHHsI
TG B CBIBOPOTKE KPOBH IIOCIE BHYTPUIEPUTOHEANIbHOW uHBEKIMH DeltabPV mnpu 0,25
MKMOJB/KT ¥ 1 MkMonb/kr (B. W.). ConeBoii pacTBOp HCIONIB30BAIN B KAYECTBE KOHTPOJIS.
[0086] Ha ¢ur. 47 nokazaHo otHomeHue TG B ChIBOPOTKE KPOBH Ha MOIEIH OOE3bSIHBI C

OKUPEHHEM C BHYTPHBEHHOW MHBeKIMel nentuaa Delta6PV wnu 6e3 TakoBoit mpu 1 Mr/kr u 5
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mr/kr (B. W.) mo cpaBHeHHIO ¢ HCXOAHBIM conepkanueM. ConeBoil pacTBOP HCIOJIB30BAIH B
Ka4yecTBe KOHTPOJIS.

[0087] Ha ¢ur. 48A, ¢ur. 48B u ¢ur. 48C noxkazans npouentel VLDL, LDL u HDL Ha
Mozenu O0€3bsSHbI C OXXKMPEHHEM C BHYTPHUBEHHOH HHBeKIued nentuna DeltabPV umm Ge3
takoBoi mpu 1 mr/kr u S mr/kr (B. W.) o cpaBHEHHUIO ¢ UCXOIHBIM CONEPKAaHUEM, TIPU 3TOM Ha
¢ur. 48A mnokaszan npoueHtT VLDL Ha monenu o0e3bsHBI C OXXHUPEHHEM IO CPaBHEHUIO C
UCXOIHBIM cojnepxanueM, Ha ¢ur. 48B mnokaszan mnpoment LDL Ha momenu o0e3bsHBI C
O’KHpEHHEM IO CPAaBHEHHIO C MCXOIHBIM cozpepkaHueM, a Ha ¢ur. 48C nokaszan nporent HDL
Ha MOJIeIU 00€3bsIHbI C OXKMPEHHEM IO CPABHEHHIO C HCXOIHBIM COIEPIKAHUEM.

[0088] Ha ¢mr. 49 nokaszano 3amewmenue apoC-III nentunom DeltabPV B VLDL, BbinenenHOM
U3 IJ1a3Mbl YEJIOBEKA.

[0089] Ha ¢ur. S0 npencrasneHsl pe3yabTaTel aHanu3a aktusauuu LPL ¢ mnasmoii yenoseka ¢
BBICOKMM cozepkanneM TG B kauectBe cyOctpara m pexomOuHaHTHBIM apoC-III B kauectse
unrudutopa. DeltabPV nentun npeononesaer naruduposanue apoC-IIL

[0090] Ha ¢ur. 51 mpencraBnens! pe3ynbraThl in vifro ananmmsza LPL mentumos Deltad u
Delta6PV ¢ ucrnonb3oBaHMeM CHIBOPOTKU KpoBH OonbHOro ¢ aepunmurom apoC-II B xauectse
cybcTpara.

[0091] Ha ¢mr. 52 npeacrasneHsl pe3ynbTaThl inn vifro ananusa LPL MumeTnueckux nenTuaoB
apoC-II Delta6PV, Delta6-T18F-PV, Delta6-T18F-PV-AIB7, 17 wu Deltal3-31-PV ¢
UCTIOJIb30BAHNEM ChIBOPOTKH KpoBU OosbHOTO ¢ nedpunurom apoC-II B kauectse cyOcTpara.
[0092] Ha ¢ur. 53 npencrasneH npoueHT u3MeHeHns TG B ChIBOPOTKE KPOBHU Y HOKAYTHBIX IO
apoC-II mplueli mocyie BHYTPUIEPUTOHEATbHONW HHBEKIUH BapuaHToB Deltad, DeltabPV u
Delta6-T18F-PV. ConeBoli pacTBOp MCHOJIb30BAIHN B KA4€CTBE KOHTPOJISL. BBIMHUCISIIN POLIEHT
usMeHeHuss TG B CbIBOPOTKE KpOBM IO cpaBHeHHIO ¢ TG B CBIBOPOTKE KPOBM Ha MOMEHT
UHDBEKLIUU.

[0093] Ha ¢ur. S4A, ¢ur. S4B u ¢ur. S4C npencrasieHbl CIUPAIbHbIE KPYTJble U CETOUHbIE
rpadpuku mMumerndeckoro nentuna apoC-II - apoC-lI-a. Ha ¢wur. 54A mokasaH cnMpasbHBINA
Kpyrielid rpaduk crupann 18A. Pasmep W mBeT MIapoB YKa3bIBAIOT HA CTENEHb 3apsiaa U
ruapopOoOHOCTD (GKENTBIA - HEMOJSIPHBIA, 3€JIeHbI - MOJSIPHBINA/HE3apsKEHHBIN, PO3OBBIN -
KHUCJIOTHBIN, CUHUHN - OcHOBHBIN). Ha ¢ur. 54B noka3aH crniupasibHbIN KPYyriblii rpaduK TpeTbel
cmpanu apoC-II. Ha ¢ur. 54C noxkazaH crnimpanbHbIii ceTouHbli rpaduk mentuna apoC-Il-a.
ApoC-II-a uMeeT MOCJIEIOBATEIbHOCTD
DWLKAFYDKVAEKLKEAFPAMSTYTGIFTDQVLSVLKGEE (SEQ ID NO: 56).

LenTpanbHas 00nacTh yKa3bIBAET NOJOXKEHNE TUAPO(GOOHOH TNIIEBOH TOBEPXHOCTH.
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[0094] Ha ¢ur. SS nokazaHa cxema HUCCAEAOBAHMS Ui TECTHUPOBAHUS MOCTIPAHINAIBHON
TUNEPTPUTNIHMLEPUAEMUH Y MBILIEH.
[0095] Ha ¢ur. S6 nokazaHa cxema HUCCAEAOBAHMS Ui TECTHUPOBAHUS MOCTIPAHIHAIBHON

TUNIEPTPUNITULEPUAEMHUHN Y MBILIEH B IpUCYTCTBHE HHrnOuTopa LPL.

IHoapoOHoe pacKpLITHE HACTOSIIEr0 H300peTeHus

Omnpenenienus
[0096] Ecin He yka3aHO HHOE, BCE TEXHUYECKHME WU HAYYHbIE TEPMUHBI, HCIOJb3yE€MbIE B
HACTOSILEM OKYMEHTE, UMEIOT 3HaUeHHs], TPAAULMOHHO U3BECTHBIE PAJOBOMY CIIELUAINCTY B
001acTH, K KOTOPOIH OTHOCUTCSI HACTOsAIIee H300pEeTEHHE.
[0097] TepMuH «aMHUHOKHCIOTa» OTHOCHUTCA K NPUPOAHBIM AMHHOKHUCIOTAM, HENPUPOAHBIM
AMMHOKHUCIIOTaM M aHAJOraM aMUHOKHCIOT. Ecnu He yka3aHo MHOe, TEPMHH «aMHUHOKHCIIOTa»
BKIIOUaeT kak D, Tak u L cTepeon3oMephl, €Clii COOTBETCTBYIOIIAs CTPYKTYpa oOecrednBaer
TaKUe CTEPEOH30MEpHbIE (HOPMBI.
[0098] ITpuponHble aMUHOKHMCIIOTHI BKJOUArOT ajaHuH (Ala wmm A), apruaus (Arg win R),
acmaparud (Asn wiu N), acmaparuHoByro kucioty (Asp wiu D), mucreun (Cys wiu C),
rnytamuH (Gln win Q), rnyramunoByto kucioty (Glu wnu E), rmunun (Gly unu G), ructuaux
(His wnu H), uzonetiuun (lle wnu I), neitumn (Leu wiu L), musun (Lys win K), mernonnn (Met
win M), ¢penunananus (Phe wnu F), npomun (Pro umu P), cepun (Ser unu S), Tpeonun (Thr wu
T), rpunrrodan (Trp v W), Tuposus (Tyr wnu Y) u Banun (Val wiu V).
[0099] HenpupoaHble aMUHOKUCIOTHI WJIM HE BCTPEYAKOINAsiCs B MPUPOAE AMUHOKHCIOTA
BKJIFOYAIOT O€3 OrpaHWYeHUs a3eTHIUHKAPOOHOBYIO KUCIIOTY, 2-aMUHOAAUITUHOBYKO KUCIIOTY, 3-
AMUHOAIUITMHOBYIO KHUCJIOTY, Oera-anaHuH, HadTwiagaHuH («naphy), aMHHOMPOIMHUOHOBYIO
KUCJIOTY, 2-aMMHOOYTaHOBYIO KHCJIOTY, 4-aMHUHOOYTaHOBYIO KHCJIOTY, 6-aMHHOKAIPOHOBYIO
KHUCJIOTY, 2-aMHHOTeNTaHOBYIO KHUCJIOTY, 2-aMHUHON300yTaHOBYIO KUCJIOTY, 3-
AMHHOHM300YTaHOBYIO KHCJIOTY, 2-aMHHONHMMEIHHOBYIO KHUCIOTY, TpeT-OyTriarauuuH («tBuG),
2,4-nuaMUHON300yTAHOBYIO KHCJIOTY, IECMO3UH, 2,2'-TUaMUHONMUMEMHOBYK) KHCIOTY, 2,3-
IMaMHUHOTIPOITMOHOBYIO KHUCJIOTY, N-3THiAraunuH, N-3Tinacnaparut, romonponus («hProy wmm
«homoP»), THAPOKCWIM3HMH, aJUIO-THAPOKCUINM3UH, 3-rugpokcunponuH  («3Hypy), 4-
ruapokcunponud («4Hyp»), nm3omecMosuH, ato-usoneinnH, N-mertwnananuH («MeAlay wmum
«Nime»), N-ankuirmunus (<NAG»), B ToM uncine N-meTwirmuuuH, N-mMeTunn3zonediuH, N-
ankunneHTIDUUH  («NAPG»), B ToM umcne N-METWINEHTWITITUIUH. N-METHIIBAJINH,

HadTunananny, HopBamuH («Norvaly), Hopneiimma («Norleu»), oktuirmuuuH («OctGy),
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opautuH («Orny), nearunarauuuH («pG» nmn «PGly»), NHNEKOIMHOBYIO KUCIIOTY, THONPOJIUH
(«ThioP» mwnu «tPro»), romonmsuH («hLys») u romoaprunus («hArgy).

[00100] TepMuH «aHaIOr AMHHOKHCJOTBDY OTHOCHUTCA K MPHUPOAHBIM WU HENPUPOIHBIM
AMHMHOKHWCIIOTaM, B KOTOPBIX OIHA MJM HECKONbKO u3 C-KOHIEeBOW KapOoKcurpymmsl, N-
KOHLIEBOM aMMHOTpynmbl M (PYHKIMOHANIBHON Trpynmbl OOKOBOH Iienmu OBLIM XUMHUYECKH
OJOKMPOBaHbIL, 0OPATUMO MM HEOOPATUMO, WM WHBIM 00pa3oM MOAU(HIMPOBAHBI 1O APYroi
¢yHkunonanpHON rpymnmel. Hampumep, Oera-MeTHNIOBBIN CIOXHBIA 3(Hp acmaparnHOBOH
KUCJIOTBI SIBJIIETCSI AMHHOKHCJIOTHBIM aHAJIOTOM acCHaparuHOBOM KHUCJIOTHL, N-3THINIHLUH
ABJISIETC AMUHOKHCJIOTHBIM QHAJIOTOM TIJIMIMHA, WM aJaHUH KapOOKCaMuja sIBISETCS
AMMHOKHCIIOTHBIM  aHAJOroM ajlaHuHa. Jlpyrue aHajiorm aMUHOKUCIOT — BKJFOYAIOT
METUOHMHCYJIb(POKCUT, METUOHUHCYIB(POH, S-(KapOOKCUMETHI)-LUCTEUH, S-(KapOOKCUMETHII)-
UCTENHCYNbGOKCHA U S-(KapOOKCHMETHI )-LIUCTEMHCYIB(OH.

[00101] MHcrnonb3yemblil B HACTOSLIEM JOKYMEHTE TEPMHUH IIETITUI» OTHOCUTCSA K KOPOTKOMY
NOJMMEPY aMUHOKHCJIOT, CBSI3aHHBIX BMECTE€ MENTHIHBIMU CBs3sIMH. B oTiamuum ot apyrux
AMHUHOKHCJIOTHBIX NIOJMMEPOB (Hampumep, OesIKOB, MOJNUMENTHIOB U T. A.) NENTUAbI COCTOST U3
npuOIM3UTENbHO 75 aMHUHOKHCIOT WJIM MeHblle B AnuHy. llenTun MOXeT comepikaTh
NPUPOAHbIE AMUHOKHCIOTBHI, HE BCTPEYAIOIIMECS] B MPHUPOJE AMHUHOKHUCIOTBHI, aHAJIOTU
AMMHOKHUCJIOT ~ W/WiM  MOAU(UIMPOBAHHBIE AaMUHOKHUCIOTHL  IlenTtun  MokeT  OBITh
MIOATIOC/IEOBATEIbHOCTBIO BCTPEYAIOLIErocss B MpUpone Oejlka WM HE BCTPEUArOMIEHCsl B
npupoae (CHHTETHYECKON) MOCIEI0BATEIbHOCTHIO.

[00102] Mcnonb3yemblil B HACTOSLIEM JOKYMEHTE TEPMUH «MYTAHTHBIN NENTUI» OTHOCUTCS K
BAPUAHTy TENTHAA, HUMEIIIEMY AaMHHOKHCIOTHYIO IOCJIEAOBATEIbHOCTh, OTJIMYHYI) OT
HanOoJiee 4acTO BCTPEYAKOIIETroCs B MPUPOJAE BAPUAHTA, HA3BIBAEMOIO IMOCJIEAOBATEIbHOCTHIO
«IOUKOTO TUTIa». MYTaHTHBIN NENTHUI MOXKET COAEPKATh OHY WJIM HECKOJIbKO AMHHOKHUCIIOTHBIX
3aMeH, JeJeUWd WIM BCTaBOK IO CPABHEHHIO C TOCJIENOBATENbHOCTBIO IUKOTO THIIA.
MyTaHTHBIH NMENTHI MOXKET MPENCTaBIsATh COOOH CyOmOCienoBaTebHOCTh MyTAHTHOTO Oeka
WIN TIONHIENTHAA (HampuMmep, CyOnoCIenoBaTENbHOCTh BCTPEUAIOIIErocs B MPHpOne Oelka,
KOTOPBII He sIBJIIETCSl HauOoJiee paclpOCTPAHEHHOW B MPUPOAE IMOCIENOBATEIBHOCTHIO), MU
MOXET TMPEICTAaBJIATh COOOW TMENTHHA, KOTOPBI He SBIAETCS CyONOCIenoBaTEIbHOCTHIO
BCTpEUaIoLIerocs B mpupoje Oenka wiu nojunentuaa. Hanpumep, TepMHUH «MyTaHTHBIA MENTHI
apoC-II» moxeT npexacTaBiATh cOOOH cyOmocnenoBaTebHOCTh MyTaHTHOH Bepcuu apoC-1I mmu
MOXET TPEACTaBIATh COOOH OTIMYHYIO IIOCIIEOBATENbHOCTh, HE OOHApY>KEHHYI BO

BCTpevaromuxcs B mpupone denkax apoC-IL
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[00103] Mcnone3yemblii B HAaCcTOSAINEM JOKYMEHTE TEPMHH «CUHTETHYECKHH TENTHI»
OTHOCUTCSI K NENTHAY, HMEIIEMy aMHHOKHCJIOTHYIO IIOCIEIOBATENbHOCTD, OTJIMYHYIO OT
TaKOBOW, OOHApy>KEHHOH B NMPHUPOAHBIX mentuaax w/wnmu Oenkax. CHHTeTHUeCKHil OeNoK He
SIBJIIETCSL CyOTIOCIeIOBATEIbHOCTHEO BCTPEYAIOIIErocs B Mpupone Oenka, 0o AuKoro tuma (T.
€. HauOojee pacnpoCTPAaHEHHOTO) WM €ro MyTaHTHbIX Bepcuil. Hampumep, TepmuH
«cunTernuecknii nentux apoC-I» He siBIsieTcs: CyONOCIenoBaTEIbHOCTRIO BCTPEYAIOIIEroCs B
npupone apoC-II. Mcnonp3yeMslii B HACTOSIIEM AOKYMEHTE TEPMHUH «CHHTETUYECKUH MENTHUI
MOXET O3HauaTh IIOJIYYEHHBI WM CHHTE3HPOBAHHBIA JIOOBIM MOIXOASIINM  CIIOCOOOM
(Hampumep, PEKOMOWHAHTHOM JKCIPEeCCHe, XHUMHYECKUM CHHTEe30M, (hepMEHTATUBHBIM
CHHTE30M U T. [1.).

[00104] TepmuHBI «IENTUAHBIA MUMETHKY» WIIH «IIENTUAOMUMETHK» OTHOCSITCS K MOJOOHON
HENTHAY MOJIeKyJie, KOTOpas HUMHTHPYET IMOCIeNOBATENIbHOCTb, MOJYYEHHYI W3 Oeyka W
nenTuaa. [lenTuaHbI MUMETHK WINM NENTUIOMUMETHK MOXET BKJIFOUaTh AMHHOKHUCIIOTHI W/HITH
HEaMUHOKHCIJIOTHbIE KOMITIOHEHTHI. [IpuMephl NENTUAOMHMETHKOB BKJIIOYAIOT  XUMHUYECKU
MOAM(UIIPOBAHHbIE MENTHBI, NenTouabl (OOKOBBIE IPYNIIBI MPUCOSTUHEHBI K aTOMy a30Ta
HENTHIHOTO CKeJleTa, a He K aTOMaM O-yIiieposa), B-menTuabl (aMHHOTPYIIA COCIMHSETCS C
aTroMoM [-yriepona, a He O-yrjiepoaa) U T. 1. XuMHUYeCKass MOAU(HUKALIHS BKIFOYAET OAHY U
HECKOJIbKO MOAU(UKAIMA MO aMUHOKHCIOTHBIM OOKOBBIM TIpYIIIaM, aToMaM O-yIJIepoaa,
KOHILIEBOM aMUHOTPYIIE WM KOHLEBOH KapOokcurpymnmne. XuMudeckass MOTU(PUKALUST MOXKET
NPEACTaBIATh COOOH noOaBieHHE XUMHYECKHX (PParMeHTOB, CO3JaHWE HOBBIX CBS3CH MU
yIoajeHne XUMHYeCKnx (pparmeHToB. Momudukanuyn o aMUHOKUCIOTHBIM OOKOBBIM TPYIIIIaM
BKJIFOYAIOT 0€3 OrpaHHuYeHUs] ALMIMPOBAHUE JIU3WHOBBIX E€-aMHUHOTPYII, N-aJKUIHPOBAHUE
ApTMHMHA, TUCTHIWUHA WJIH JIU3WHA, AIKWIMPOBAHUE TPYII [NIyTAMHHOBOW WIJIM acmiaparuHOBOH
KapOOHOBBIX KHCIIOT, OOpa30OBaHHE JaKTaMa MyTeM LUKIM3ALHU JIM3HHOBBIX £-aMUHOTPYIII C
KapOOKCHJIbHBIMU TpyNIaMyd OOKOBBIX TPYNIT TJIYTAMHHOBOW HWJIM AaCIaparduHOBYKO KHCIIOT,
YIJIEBOIOPOTHOE «CUIMBAHUEY (Hampumep, AJisi cTabmin3aunu KoHpopmauui anbha-crmpanim) u
JeaMUANPOBaHUE TIyTaMHHA WM acraparnHa. Mopaudukanuu KOHLEBOW aMUHOTPYIIIBI
BKJIFOYAIOT 0€3 OrpaHWYeHUs] MOIU(UKALUN Je3aMHHO, N-HHU3MIEro ajkuia, N-IU-HH3IIEro
AIKWJIa, OTPAHWYEHHBIX AJKWIOB (HAmpuUMep, pPAa3BETBIEHHBIX, IUKIMYECKUX, CIHTHIX,
amamantuiaa) W N-amwia. Moaudukanuu KOHIEBOH KapOOKCHIPYMIIbI BKJIOYAIOT — 0e3
OTpaHUYEHUs MOAU(PHUKALMK aMHUAA, HU3LIETO AaNKWI-aMHa, OTrPAaHHYEHHBIX AJKUIIOB
(HampuMep, pa3BETBIIEHHBIX, LUKJINYECKUX, CIUTHIX, aAaMaHTIIIA), AJKWIA, THAIKIIAMUIA U
CIOKHOTO 3¢upa HU3ero ankuia. Husmum ankunom seisiercs: Ci1-Csanmkun. Kpome Toro, onHa

WA HECKOJIBKO OOKOBBIX rpynmn MW KOHLEBBIX TPYIIIT MOIYT OBITH 3allUIIICHbI 3alllUTHBIMU
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IPYNIIaMH, W3BECTHBIMH DSIIOBBIM CHENHMAJINCTaM B O0JaCTH XUMHH TENTHAOB. ATOM O-
yriiepoaa aMUHOKHCIIOTBI MOXKET OBITh MOHO- WJTH JUMETUIIHPOBAH.

[00105] HMcnone3yemplii B HACTOALIEM  JOKYMEHTE  TEPMHUH  «KOHCEPBATHBHAS»
AMHMHOKHUCIIOTHASl 3aME€HA OTHOCHUTCSl K 3aMEHE aMHMHOKHCIOTHI B MENTUAE WM IMOJUIMENTHIE
APYroil aMUHOKHCJIOTOH, obOyanarouiell MOZOOHBIMH XMMHUYECKHMMH CBONCTBAMHU, TAKUMH Kak
pasmep wiu 3apsia. s meneit HacTOSIIEero pacKpbITH KaKAash M3 CIEAYIOIUX BOCBMH TPYIII
COAEPIKUT aMUHOKHCIIOTBI, KOTOPBIE MPEACTABISIIOT COOON KOHCEPBAaTHUBHBIE 3aMEHBI APYT AJIS
apyra:

1) ananus (A) n rmunuH (G);

2) acnaparuHoBas kucyora (D) u rimyramunoBas kuciora (E);

3) acnaparus (N) u rimyramuH (Q);

4) aprunuH (R) u nmusun (K);

5) uzoneiiuuH (1), netinun (L), mernonun (M) u Banus (V);

6) ¢penmnananus (F), Tuposun (Y) u rpunrodpan (W),

7) cepuH (S) u TpeonuH (T); u

8) uucrenn (C) u merronu# (M).

[00106] Bcrpewaromuecss B MNpUpOne OCTATKH MOTYT OBITh pa3fesieHbl Ha KJACChl Ha
OCHOBAaHUHU OOLIMX CBOMCTB OOKOBBIX TPYIII, HAPUMEP, MOJISIPHBIE MOJOKUTEIbHbIE (TUCTHINH
(H), musun (K) u aprunun (R)); momnsipHbie oTpuuartenbHble (acmnaparumHoBas kuciora (D),
rinyramuHoBas kuciota (E)); nonspueie Helitpanbhbie (cepun (S), TpeonuH (T), acmaparun (N),
rnyramuH (Q)); HenomsipHble anudarudeckue (amanuH (A), BanauH (V), neiuun (L), n3onedunH
(I), mernonun (M)); Henossipable apomartudeckue (penmnananud (F), Tuposusn (Y), Tpuntodpan
(W));, mpoJMH ¥ IIMLUH, a TakKe MUCTeHH. MCroNb3yeMblil B HACTOSALIEM TOKYMEHTE TEPMUH
«TIOJIyKOHCEPBATHBHASY AMHHOKHCIOTHAsE 3aMEHAa OTHOCUTCS K 3aMeHe aMUHOKHCIIOTBHI B
NENTUAE WIH MOJUNENTHAE APYTrod aMHHOKHCIIOTOMH U3 TOTO JKe KJlacca.

[00107] CormacHO HEKOTOPBIM BapHaHTaM OCYILIECTBJICHHUS, €CIM HE YKa3aHO WHOE,
KOHCEPBATHBHAS WJIH TIOJYKOHCEPBATUBHAS AMHHOKHCIIOTHAS 3aMEHA TaKXKe MOYKET OXBAThIBATh
HE BCTPEYAIOLINeCs B NMPUPOAEC aMHHOKHCIIOTHBIE OCTaTKH, KOTOpPbIE OOJNAQAat0T XUMHUYECKUMHU
CBOWCTBaMH, MOJOOHBIMU MPUPOAHOMY OCTaTKy. Takue He BCTPEUYArOIUECs B IPUPOE OCTATKH,
KaK TMPaBHJIO, BKJIOYAIOTCS C MOMOINBI0 XHMHYECKOTO CHHTE3a MENTHIOB, a HE CHHTE30M B
Oounonornueckux cucremMax. OHM BKIIOHAIOT 0O€3 OrpaHMYeHHs NMENTUAOMHUMETUKUA H Jpyrue
oOpaTuMble WM HWHBEPTHPOBAaHHbIE (OPMbI AMHHOKHCIOTHBIX (pparmMeHTOB. BapuaHTs

OCYLIECTBJICHUA HACTOALICTO I/1306peTeHI/I$I BKJIKOYAKOT NPpUPOAHBIE AMUWHOKHUCIOTBI, HE
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BCTpEYaroIIecss B MPUPOJE aMUHOKUCIIOTHI U aHaJord aMUHOKUCIOT. Hampumep, HopieluH
MOXET OBITh HCIOJB30BAHBI ISl 3AMEHbI METHOHUHA.

[00108] HekoHcepBaTHBHBIE 3aMEHBI MOTYT BKJIFOYaTh OOMEH MPENCTABUTENSI OJHOTO Kiacca
Ha MPENCTAaBUTEINs U3 APYTOro KJacca.

[00109] MHcnoab3yemblil B HACTOSILIEM JIIOKYMEHTE TEPMUH «UOEHTUYHOCTh
MOCJIEIOBATENbHOCTE»  OTHOCUTCS K CTENEHH, C  KOTOpOM  AB€  MOJHUMEPHBIX
NOCJIEZIOBATENIbHOCTU  (HampuMep, NeNTHA, TIOJUIENTH], HYKJIEHMHOBas KHUCJIOTa W T. 1.)
o0nanaroT TAaKOH K€ IOCIeNOBATEeIbHON KOMIIO3ULIMEH MOHOMEPHBIX CyObequHHL. TepMuH
«roo0ue IoCNenoBaTeIbHOCTEH» OTHOCUTCS K CTENEeHHM, C KOTOPOH J1B€ IOJIMMEPHBIX
NOCJIEIOBATENIbHOCTU  (HampuMep, NENTHA, IOJUIENTH], HYyKJIEHMHOBas KHUCJIOTa M T. 1.)
OTJIMYAIOTCS TOJBKO KOHCEPBATUBHBIMM W/WJIM TIOJTYKOHCEPBATUBHBIMU aMHUHOKHCIOTHBIMU
3ameHaMu. «[IpOLEHTHYI0 MAEHTHYHOCTh MOCJENOBATENbHOCTEW (MIIN «IIPOLIEHTHOE mopodue
MIOCJIEIOBATENBHOCTEI») BBIUUCIAIOT NyTeM: (1) CpaBHEHHUS ABYX ONTHUMAJIbHO BBIPOBHEHHBIX
IOCNIEIOBATENIPHOCTE B OKHE  CpaBHeHMs  (Hampumep, JuiMHa  Oojiee  JUIMHHOM
HIOCJIEIOBATENIHOCTH, JUJIMHA OO0Jjiee KOPOTKOH MOCIIEAOBATENbHOCTH, 3a4aHHOE OKHO M T. 1.),
(2) ompeneneHnst Yncna MOJOXKEHUH, COAEPIKAIINX WACHTUUYHBbIE (MM MONOOHBIE) MOHOMEPHI
(HampuMep, OJWHAKOBBIE AMHHOKHCJIOTBI BCTPEYAIOTCS B O0EUX MOCHENOBATEIbHOCTSIX,
noA00HbIE AMUHOKHCIIOTHI BCTPEYAIOTCS. B 00E€UX MOCIENOBATEIBHOCTSIX), C MOJYYSCHHEM YUCIa
COBIAIAIOLINX MOJIOKEHHH, (3) IeIeHHs YUCIia COBMATAIOLINX TTOJIOKEHUH Ha CYMMapHOE YUCIIO
NOJIOXKEHUH B OKHE CPaBHEHUs (Hampumep, AyuHa Ooee JIMHHOW MOCIeI0BATeIbHOCTH, UTMHA
Ooiee KOPOTKOH MOCNIENOBATEIbHOCTH, 33JaHHOE OKHO) U (4) yMHOKeHHe pesynbTata Ha 100 ¢
NOJTyYE€HUEM MPOLEHTHOH MASHTUYHOCTH MOCIEeNOBATEIbHOCTEH WIJIM MPOLEHTHOTO MOJO0Us
nocnenoBatenbHocTe. Hanpumep, ecnu nentuasl A u B umeror B anuay 20 aMUHOKHCIIOT U
UMEIOT WAEHTUYHbIE aMUHOKHCIOTHI BO BCE MOJIOKEHUSAX, KpoMe 1, To mentun A u nentua B
XapakTepusyrTes 95% WAEHTHYHOCTBIO TOCHeNOoBaTeIbHOCTEH. Eciu Obl aMHHOKHCIIOTHI B
HEHJEHTHYHOM TIOJIOXKEHUH OO0Jamaniyd OIWHAKOBBIMH OHO(PH3MUECKUMH XapaKTePHUCTUKAMHU
(Harmpumep, obe ObuUM OBl KHCIOTHBIMH), TO MenTHA A W mentua B xapakrepu3oBaiuch Obl
100% monmobuem mocienoBaTebHOCTEH. B kauecTBe apyroro npumepa, eciiu nentua C uMeeT B
anuHy 20 aMUHOKHCIOT, a nentua D umeer B nnuny 15 amuHOKUCHOT, U 14 n3 15 amMmuHOKUCIOT
B nienrtune D naeHTuyHb TakoBbIM vactu nentuna C, To nentunsl C u D xapakrepusyrorest 70%
WAEHTUYHOCTBIO MMOCJIENOBaTEeNbHOCTEN, HO nenTua D xapakrepusyercs 93,3% uAeHTUIHOCTHIO
MOCJIEIOBATENBHOCTEN C ONTHUMAaJbHBIM OKHOM cpaBHeHus nentuna C. C Henbio BBIMUCIEHUS

MPOLEHTHOW  WAEHTHUYHOCTH  MOCIEAOBATEIbHOCTEH» (MM IPOIEHTHOTO  MOAO0us
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NOCJIEIOBATENIbHOCTE») B HACTOSIIEM JOKYMEHTE JIFOObIe TPOMYCKH B BbIPABHHUBAEMBIX
MOCJIEAOBATENBHOCTAX PACCMATPUBAIOTCS KaK HE COBIAAOI1E B 3TOM MOJIOKEHUH.

[00110] Mcnone3yemblii B HACTOSILIEM AOKYMEHTE TEPMHH «CTIPYNIIHMPOBAHHBIE OCTATKH»
OTHOCUTCSI K HA0OPYy aMHUHOKHCJIOT B MENTHIE, MOJUNENTHAE WK Oenke, KOoTopble pu3muecku
pacroynararoTcsi BMECTE B TPEXMEPHOM MpocTpaHcTBe. CrpynmupoBaHHBIE OCTATKH MOTYT OBITh
WK He OBbITh MOCJIEeNOBATEIbHBIMHI B IMIEPBHYHON MMOCIENOBATEIBHOCTH MENTH/IA, TTOJIUIIENTHIA
win  Oenka. Ocrtarku MOryT OBbITh CrPYyNIHMPOBAaHbl B TJIOOYJNSAPHBIH OMEH, MOTYT
NPUCYTCTBOBATh HA OFTHOM M TOM K€ MOBEPXHOCTU MJIM MOTYT OBITh MPEACTABIEHBI HA OHUX U
TeX K€ KOHLIE WM CTOPOHE BTOPUYHON CTPYKTYpPHI (Hanpumep, ainbda-Crupain) Wik TPETUIHOHN
CTPYKTYpBl B menrtuae, mnonunentuae win Oenke. CorjacHO HEKOTOPHIM BapHaHTaM
OCYLIECTBJICHUSl B JOINOJIHEHHE K (PU3NUECKOMY pACIIOJNIOKEHHI0O BMECTE CrPYNIUPOBAHHBIE
OCTAaTKU TaK)Ke JEMOHCTPHPYIOT HEKOTOPYIO CTENeHb MOAOOMsI B XapaKTEPHCTHKAX OCTATKOB
(HanpuMmep, pa3mep, 3apsi MOISAPHOCTH U T. 1.).

[00111] MHcnosnb3yemble B HACTOSIIIEM IOKYMEHTE TepMHUH «ruapodoOHbIi MOMEHT (Un)»
OTHOCHUTCSI K Mepe ambunarudHocTH cnupanu. CreneHb aMpumaTHYHOCTH (T. €. CTeleHb
acuMMeTpun ruapooOHOCTH) B MHOTOIOMEHHBIX MENTHUAAX WM MENTHIHBIX aHAJIOrax MOTYT
OBITH OmpezesieHbl KOJIUYECTBEHHO MyTEM BBIYHCICHHs THAPOPOOHOr0 MOMEHTa ([lH) KasKAOro
U3 aM(UIATHYECKUX O-CIHPAIbHBIX AOMEHOB. CrocoObl BBIYHMCICHUS WH Ui KOHKPETHOH
NENTUIHON MOCIEN0BATENbHOCTH XOPOLIO H3BECTHBI B YPOBHE TEXHHUKH M ONMCHIBAKOTCS,
Harpumep, B Eisenberg et al., Faraday Symp. Chem. Soc,17: 109-120, 1982; Eisenberg et al.,
PNAS 81:140-144, 1984; u Eisenberg et al., J. Mal. Biol. 179:125-142, 1984. ®aktuveckuii |y,
TIOJTYYSHHBIN J1JI KOHKPETHOM MEeNTUAHON MOCIEA0BATEIbHOCTH OYIeT 3aBUCETh OT CYMMapHOTO
YHCJIa aMHUHOKHCIIOTHBIX OCTaTKOB, COCTaBJIIOIMUX TMENTUA. AMQPUIATHYHOCTh MENTHAOB
Pa3INYHON AJTMHBI MOKHO HENOCPEIACTBEHHO CPABHUBATH C MOMOIIBIO CPEIHErO rHAPOhOOHOrO
mMoMeHTa. CpenHuil ruipodoOHBII MOMEHT Ha OCTaTOK MOXKET OBITh ITOJIYYEeH MyTeM JEJICHHS [LH
Ha YHCJIO OCTATKOB B MENTHIE.

[00112] Ecmu He ykazaHo uHOe, TepMHH «apoC-I» (cuHOHMMHUHO «apoC2») OTHOCHTCS K
yenoseueckoMy anonunonporenHy C-II. OctaTku HyMepyrOT B HaCTOSIIEM IOKYMEHTE IO UX
NOJIOXKEHUIO B 3penioll ¢opme uenoBedeckoro Oenka apoC-II m3 79 amMMHOKHCIOT mocne
pacIleruieHuss CHUTHAJIBHON TMOCHENOBATEIbHOCTH. 3penblii  Oenok amojumnonporenHa C-II
npeacTasisier co0oi 6eok 3 79 aMUHOKHCIIOT, KOTOPBIN BKJIKOYAET TPH CIHPANU: CIIUPATb 1,
ocratku 17-38; cniupanp 2, octatku 45-57, u cnupane 3, ocratku 65-74/75 (Zdunek et al.,
Biochemistry 42: 1872-1889, 2003). Axrusupyromas iuna3y odnacte B apoC-II panee Obuia

pacCroJioK€Ha B C-KOHLIGBOM JOMCHE ITIOCJICAOBATCIBbHOCTH OT HpI/I6J'II/ISI/ITe.]'II:;HO OCTaTKa 56,
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Toraa kak N-KOHLIeBOI noMeH (octatku 1-50) mociaenoBaTeIbHOCTH BOBJIEKAETCS B CBS3bIBAHHE
munuaos. TlocnenoBaTenbHOCTH HYKIEMHOBON KUCIIOTHI U Oenka 11t opronoros apoC-1I u3 pspa
BU/IOM SIBIIIOTCS  OOLIENOCTYNMHBIMU. YueTHbIM HoMepoM B GenBank NCBI  ans
npenwmecTseHHKa 4desnoBeueckoro apoC-II  sBmsercs NP 000474,  AMHHOKHCIOTHBIE
MOCJIEA0BATENBHOCTH  3penioro  4denoseuveckoro apoC-lI, ammHokucinoTHbie octatku 40-79
yenoBeueckoro apoC-II u nHaruBHble cnupanmu 1-3 uyenoseueckoro apoC-II mokaszanel B

NPUBEACHHON Huke Tabdmume 1.

Tao6aunua 1

HasBsanue ITociienoBaTeIbHOCTD SEQ ID NO

Harusubii  apoC-1I | TQQPQQDEMPSPTFLTQVKESLSSYWESAKTAAQ | SEQ ID NO: 1
(nonHopasmepbii) | NLYEKTYLPAVDEKLRDLYSKSTAAMSTYTGIFT
DQVLSVLKGEE

Hartusnbiii  apoC-1I | TYLPAVDEKLRDLYSKSTAAMSTYTGIFTDQVLS | SEQ ID NO: 2
(a.a. 40 —a.a. 79) VLKGEE

Harusneii  apoC-1I | QVKESLSSYWESAKTAAQNLYE SEQID NO: 3
(crimpans 1)
Harusneii  apoC-1I | VDEKLRDLYSKST SEQ ID NO: 4
(criupans 2)
Hatusnbii  apoC-II | GIFTDQVLSVL SEQID NO: 5

(criupans 3)

[00113] Ecnu He yka3zaHo uHoe, TepMuH «LPL)» OTHOCUTCS K JTUMONMPOTENHIIUIIA3€e. Y YETHBIM
HoMmepoM B GenBank NCBI st yenoseueckoro 6enka LPL sBisiercss NP_000228.

[00114] MHcnoap3yemblii B HACTOSIIIEM IOKYMEHTE TEPMHUH «CYOBEKT» B LIMPOKOM CMBICIE
OTHOCHUTCSI K JFOOOMY JKMBOTHOMY, B TOM 4YHCJe 0€3 OrpaHHYEHHs K JIIOJISIM M OTJIHYHBIM OT
YeJIOBEeKa JKMBOTHBIM (Hampumep, cobakam, KOLIKaMm, KOPOBaM, JIOLIATSM, OBLAM, CBUHBSIM,
JIOMaInHel nTuie, peide, pakooOpasHbIM U T. A.). Mcmonb3yemblil B HACTOALIEM JTOKYMEHTE
TEPMUH «OOJNBHOW», KaK TMPAaBHIJIO, OTHOCHTCS K CYOBEKTy, KOTOPBIH IMONy4YaeT JeUeHHe OT
3a00JIeBaHMSI MJIH COCTOSTHUSI.

[00115] MHcnonb3yembiii B HACTOSILIEM JTOKYMEHTe TepMUH «3(P(PEKTUBHOE KOJIUIECTBOY
OTHOCHUTCSI K KOJIMYECTBY KOMITO3ULIUH (HApPUMep, CHHTETUYECKOrO MENTHIA), JOCTATOYHOMY
IUIL TOCTHIKEHUS TIOJIE3HBIX WIJIM JKEJIAEMbIX Pe3yJbTaToB. DPPEKTUBHOE KOIMYECTBO MOXKET
ObITb BBENEHO 3a OIHO WJIM HECKOJBbKO BBEACHUH, NPUMEHEHWH WJIM JO3UPOBOK M HE
MPEIHA3HAYEHO AJIs1 OTPAHUYEHUS] KOHKPETHBIM COCTaBOM WJIH ITyTE€M BBEACHUS.

[00116] Mcnone3yemblii B HACTOSILIEM JOKYMEHTE TEPMHHBI «BBEICHHUE» M «IIPOLECC

BBEJCHUSD OTHOCSATCS K NEHCTBUIO OOECTIeUeHUs JIEKApCTBEHHOTO CPEJICTBA, MPOJIEKAPCTBA HITH
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APYroro CpencTsa WM TEPareBTUYECKOTO JieueHUsl (HampuMmep, CHHTETHYECKOro NeNTHIA)
cyOBEKTY WM in Vivo, in Vitro WU ex Vivo KJeTKaM, TKaHSIM W OpraHaM. TUNHYHBIE MyTH
BBEICHUS B OpPraHM3M UYeJIOBEKAa MOTYT OCYLIECTBISITbCS Yepe3 MPOCTPAHCTBO IMMOJ
apaxHOMAJbHONH MeMOpPAaHOH TOJIOBHOTO WJIM CIIMHHOIO Mo3ra (MHTpAaTeKaJbHBIN), TIia3a
(opTanpmonormueckuii), por (OpanbHBINA), KOXY (MECTHBI WJIM YPECKOXKHBIH), HOC
(HazanbHBI), Jerkue (MHraJIsALUOHHBIN), CIU3UCTYIO 000IOUKY MONOCTH pra (OyKKaJIbHBIA HIIN
NOABA3BIYHBIN), YXO, PEKTAIBHO, BATMHAIBHO, C TIOMOLIBI0 HHBbEKLUHU (HapUMep, BHYTPUBEHHO,
NOAKOKHO, BHYTPb OIYXOJIH, BHYTPUIIEPUTOHEATBHO U T. 1) U T. II.

[00117] MHcnone3yemple B HACTOSALIEM OOKYMEHTE€ TEPMHHBI «COBMECTHOE BBEICHHE» W
«TIPOIIECC COBMECTHOTO BBEICHUS» OTHOCATCS K BBEIEHUIO IO MEHbINEH Mepe JIBYX CpPEACTB
(HarpuMep, HECKOJbKUX CHHTETHYECKHX MENTHOB WM CUHTETUYECKOrO NENTHAA U APYroro
TePaNeBTUUECKOTO CPE/ICTBA) WM TEPANeBTUUECKUX CPeAcTB CyObekTy. COriacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBJIEHHS COBMECTHOE BBEJEHHE J[BYX WJIM HECKOJIbKUX CpPEACTB WU
TEPANeBTUUECKUX CPEACTB SBJIAETCS OAHOBpeMeHHbIM. (COrnacHO JpyruMm BapHaHTam
OCYINECTBJICHHS] TIePBO€  CPEACTBO/TEPANEeBTUYECKOE CPENCTBO  BBOAAT O  BTOPOTO
CpencTBa/TepaneBTUUeCKoro cpexacrsa. CrenuanucrtaM B JaHHOH OOJacTH TMOHSTHO, 4TO
COCTaBbl W/WJM IIyTH BBENEHMs PA3JIMYHBIX HCIIONB3YEMBIX CPEICTB MM TEPANEeBTHYECKUX
CpeACTB MOTYT BapbupoBaTh. COOTBETCTBYIOLIAS JO3UPOBKA JIJIsl COBMECTHOTO BBEACHUS MOYKET
ObITh 0€3 Tpyna oOmnpeneNieHa CHEUATUCTOM B JAaHHOW oOjactu. COrlaCcHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHHs IPU COBMECTHOM BBEICHHH CPEICTB WIJIA TEPANIEBTHUECKUX CPENCTB
COOTBETCTBYIOIIIME CPEACTBA WM TEPANEBTHUECKHUE CPENCTBA BBOAAT NPU Oojiee HU3KHX
JO3UPOBKAX, YeM COOTBETCTBYIOLIHE JJISI MX BBEICHHUS OTHEIbHO. Takum oOpa3oM, COBMECTHOE
BBEJICHUE SIBJIACTCS OCOOEHHO KeNaTeIbHbIM B BApUAHTAX OCYIIECTBICHUS, TPU KOTOPBIX
COBMECTHOE BBEIEHHE CPEICTB WJIHM TEPANEeBTUYECKUX CPEICTB CHIDKAET HEOOXOIUMYIO
JO3UPOBKY TMOTEHIHMAIBHO BPEIHOrO (HampuUMep, TOKCHYHOIO) CPeACTBA(CPEACTB) W/HIU TpPU
KOTOPBIX COBMECTHOE BBEIEHHE ABYX WJIM OOjiee CPEenCcTB MPHBOAHT K CEHCUOWIM3ALUU
cyOBeKTa K MONe3HbIM 3 ¢eKTaM OIHOTO U3 CPENCTB IyTeM COBMECTHOTO BBEACHHS APYIroro
CpencTBa.

[00118] MHcnosb3yemblil B HAaCTOSLIEM AOKYMEHTE TEPMHH <JICUEHHUE» O3HAdaeT MOAXOA K
NOJYYEHUIO TIOJB3bl WJIM MPENINoJaraéMoro KIMHUYECKOro pesynabrarta. llons3a wim
NPEANOoNaraéMblii  KIMHUYECKUH pPe3yJbTaT MOIYT BKJIOYaTh  OOJIErYeHHE CHMIITOMOB,
CHIDKEHHE TSDKeCTH 3a00JieBaHMs, IMIOJABJICHHWE OCHOBHOW MpHYUHBI 3a00J€BaHUS WK
COCTOsIHUMS, cTabunm3anuio 3a00JieBaHHUsI B HEMPOTPECCUPYIOIIEM COCTOSIHHH, 3aMeIJIeHHe

pa3BuUTHs 3a00JI€BaAHNS /WK yIIydIIeHHe WK OOJierdeHne COCTOSTHUN 3a00/1eBaHus.
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[00119] MHcnonp3yemblii B HACTOSIIEM TOKYMEHTE TEPMHUH «(papMareBTUIeCKast KOMIO3HLIUS
OTHOCHUTCSI K KOMOWHAITNM aKTUBHOTO CPeNCcTBa (HanmpuMmep, MuMetTudeckoro nentuaa apoC-II) ¢
HOCHUTEJIEM, HHEPTHBIM WJIM aKTHBHBIM, YTO JIEJIA€T KOMIIO3MLIUI OCOOCHHO MOAXOMSIIEH A
TEPaNEBTUYECKOTO WU JUArHOCTUYECKOTO IPUMEHEHUS [71 VIIFO, Il VIVO UJIU eX ViVo.

[00120] MHcnonmb3yemble B HACTOSIIIEM  JOKYMEHTE€ TEPMHUHBI  «(papMaleBTHYECKU
NpUEMIIEMBINY NI «(PapMaKOIOTHUECKH MPUEMIIEMBI» OTHOCSATCS K KOMITIO3ULIUSAM, KOTOPBIE,
O CyTH, HE AT NOOOYHBIX pEaKUUH, HanpuMep, TOKCHYECKUX, AJUIEPTHYECKUX WU
UMMYHOJIOTHYECKHX PeaKLUi, IPU BBEICHUN CYOBEKTY.

[00121] MHcnonp3yemblii B HACTOSIIEM TOKYMEHTE TEPMUH «(apMaleBTUUECKU MPUEeMIIeMbIH
HOCUTENb» OTHOCUTCS K J000OMy M3 CTaHIApTHBIX (papMaleBTUYECKUX HOCHUTENEH,
BKJIFOYAIOLINX Oe3 orpaHnueHus 3a0ydepeHHsli ¢pochaToM CONeBOil pacTBOp, BOAY, IMYJIbCUU
(HanmpuMmep, TakuMe KakK OSMYJIbCHM Macio/BOA WJIM BOJA/MAacio), TJIMLEPUH, KHIKUE
HOJIMATUJICHTJINKOJIM, AaNpOTOHHBIE pACTBOPHUTENH, Takue Kak JauMmerwicynbgokcun, N-
METHJINPUPPOJIUAOH U HUX CMECH, a TaKKe PA3IM4YHbIE TUIIbl YBJIAXKHIIOUIMX CPEACTB,
COMOOUTM3UPYIOLINE CPENCTBA, AHTUOKCHIOAHTHI, 00BEeMOOOpa3yrolIre CpeacTBa, OENKOBBbIE
HOCHTENH, Takue Kak anbOyMuHBI, JIFOOble W BCE PACTBOPUTENH, AHMCIEPCHOHHBIE CpPEembl,
HOKPBITHS, JIAyPUIICYJIb(hAT HATPHs, M30TOHHYECKHE W 3aMemssiroiue abcopOLuio CpeacTsa,
paspbIxjuTenu (Hampumep, KapTodeabHbI KpaxMasi HJIM HATPUSl KPAXMAaJJIMKOJT) U T. 1L
Komno3uuuu Takke MOTYT BKJIIOYAaTh CTAOMIM3aTOPBI U KOHCEPBAaHTHL [IpuMeprl HOCUTENEH,
CTa0MJIN3aTOPOB M BCIOMOTATENbHBIX BELIECTB CM., Hampumep, B Martin, Remington's
Pharmaceutical Sciences, 21th Ed., Mack Publ. Co., Easton, Pa. (2005), BKIOUYEHHOH B

HACTOSILIIMI TOKYMEHT IIOCPEACTBOM CCBUIKHM BO BCEH CBOEH MOJHOTE.

1.1. Mumernueckuii nentua apoC-II

[00122] CornacHo mepBOMy acmleKkTy B HACTOSLIEM JOKYMEHTE PacKpbIBAE€TCS BblAEIEHHBIN
MumeTndecknit nentun apoC-I1L

[00123] CornmacHO HEKOTOPHIM BapUAHTAM OCYLIECTBJICHUS BBIICJICHHBIH MUMETUYECKUM
nentun apoC-II mpexacrasisier co0OH MHOTOCHHPATBHBIA MENTH, COAEPIKAIIMNA MHOKECTBO
CHUpajbHBIX JA0MeHOB. COrnacHO HEKOTOPHIM MHOTOCHHPAJIbHBIM BapHUaHTaM OCYINECTBJIEHUS
OJIMH MJT HECKOJIbKO CIIHPAJIbHBIX JIOMEHOB SIBJIIFOTCS. aM(PHUITATHIECKUMHU H MOTYT CBSI3bIBATHCS
C JHUIMUAAMH W/WIH C TOBEPXHOCTHIO JHUMONPOTenHOB. COriacHO HEKOTOPBIM BapHUAHTaM
OCYLIECTBJICHUSl BbIAENeHHbIH Mumerndecknii nentun apoC-II  mpencraBnsier  coboi
IABYXCIHUpAJIbHBIA MENTHJ, COAepXKalUi JBa CHHpaibHbIX AoMeHa. (COryiacHo HEKOTOPBbIM

ABYXCIIMPAJbHBIM BapuUaHTaM OCYHICCTBJIICHUA 110 MeHbIIER MEpPE OAUH CHHpaﬂbelﬁ JOMCEH
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apisiercs  ampunaruueckuM.  COrjacHO  HEKOTOPBIM — IBYXCIIHPAJIbHBIM  BapHaHTaM
OCYIIECTBJICHUSI OJIUH CIHMPAJIbHBIA JJOMEH SIBJISIETCS aM(pHUIATUYECKUM, a IPYTOi CIUpabHBIN
TOMEH SIBJISIETCS CrUpabio Tuna G, HaxosIIeics B rI00yJIIpHBIX OeJKax.

[00124] CornacHO HEKOTOpPHIM BapHaHTAM OCYILECTBJICHMs BbIACIEHHBIH MHUMETHYECKUMN
nentun apoC-II sBnsercs onHocnupanbHbIM nentuaoM. COrnacHO HEKOTOPBIM U3 TaKuX
BApUAHTOB OCYIIECTBJICHUS CIUpPaJbHBIA JOMeH sBiserca ampumatudeckuMm. CoriacHo
HEKOTOPBbIM JAPYTUM M3 TAaKUX BApUAHTOB OCYLIECTBJICHUS CHUPAJIBHBIM JOMEH SBIAETCS
cnupaibo Thuna G.

[00125] CornacHO pa3aMYHBIM BapUaHTAM OCYILECTBJICHMs BbIACJIEHHBIH MHUMETHYECKUMN
nentun apoC-II cocraBnsier He Gonee ueM 75 aMUHOKUCIOT. COrJIaCHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJIEHUs] BblAeNeHHbII Mumerndeckuil nentun apoC-II cocrasnser He Oonee uem 70
aMUHOKHUCIOT. COrNacHO HEKOTOPbIM BapUAaHTaM OCYILECTBJICHMsI BbIAECIECHHbBI MUMETUYECKUIN
nentun apoC-II cocrasnsier He Oosee yem 60 amuHOKUCIOT. COrJIACHO HEKOTOPBIM BapHUaHTaM
OCYINECTBJICHUS BbIeNeHHbI Mumerndeckuii nentun apoC-II cocrasiser He Oonee uem 50
aMMHOKHUCIOT. COrJIacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJIEHHUS BBIIENEHHbIH MUMETHUECKUIN
nentun apoC-II cocraBnsier He Gonee uem 40 aMUHOKUCITOT. COrJIaCHO HEKOTOPBIM BapUAHTaM
OCYLIECTBJICHUsI BbIAENCHHbI Mumerndeckuii nentun apoC-II cocrasnser He Oonee uem 30
aMuHOKHUCIIOT. COrlacCHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHS BbIAEICHHbBIM MUMETHYECKUI
nentun apoC-II cocrapmsier He Oonee yem 20 aMHHOKHUCIIOT.

[00126] CornacHO TUMUYHBIM BapUAaHTAM OCYINECTBJICHUS] BBIACICHHBI MHUMETUYECKUM
nentun apoC-II BkjrOYaeT TEpBBIA CHUPAJBHBIA JOMEH, IIAPHUPHYKD O0JacTb W BTOPOH
CIUPAJIBbHBIA JJOMEH.

[00127] CornacHO HEKOTOpPHIM BapHaHTAM OCYILECTBJICHUs BbIACNEHHBIH MHUMETHYECKUN
nentun apoC-II BkJrOYaeT TEpBBIA CHUPAJBHBIA JOMEH, IIAPHUPHYKO O0JacTb W BTOPOH
cnupaibHbeli noMeH B mopsiake oT N-koHua a0 C-xkoHua. CorjmacHO HEKOTOPBIM M3 TaKuX
BAPUAHTOB OCYINECTBJICHUS MEPBbIA CIIUPANIbHBIA JOMEH sBJsieTcs: ampunarndeckuM. CornacHo
HEKOTOPbIM W3 TAaKUX BapHAHTOB OCYIIECTBIIEHHs BTOPOH CHHUPAIbHBI IOMEH o0pasyer
rno0ysapHyro cnupanb. COrjlaCHO HEKOTOPBIM W3 TaKUX BApUAHTOB OCYIIECTBIICHHS IEPBBIN
CIUpANIbHBIA JIOMEH SIBJISIeTCSl aM(pUNaTHYECKUM, a BTOPOH CHUpPANBHBIA JOMEH o0pa3yer
TJIOOYIIAPHYIO CIIAPAITD.

[00128] CornacHO HEKOTOPBIM BapHUaHTaAM OCYINECTBJICHHs TIEpPBbI JTOMeH obiamaer
appuHHOCTBIO  CBsI3pIBaHUS C  JunonporeMHamu. COracHO HEKOTOPBIM — BapHaHTaM

OCYILIECTBJICHUSI BTOPOI noMeH criocodeH aktuuposaTh jqunonporenninmnasy (LPL). Cormacao



29

HEKOTOPBHIM BapUaHTAM OCYIIECTBJICHHUS MEPBBIN NoMeH obnanaer ah(pUHHOCTBIO CBS3BIBAHUS C
JMIIOTIPOTENHAMH, & BTOPOI JOMEH CIIOCOOEH aKTUBUPOBATh Junonporenninmasy (LPL).
[00129] CornacHO HEKOTOpPHIM BapHaHTAM OCYILECTBJICHMs BbIACIEHHBbIH MHUMETHYECKUMN
nentun apoC-II crmocobeH aktuBHpoBaTh Junoynnus ¢ nomombo LPL. CormacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBJIEHUS BbIACICHHbIH MuMerndeckuil nentua apoC-II cnocobeH 3ameHsATh
apoC-I1I B nunonporenHax.
[00130] CornacHO pa3aMYHBIM BapUaHTaM OCYILECTBJIECHMs BbIACJIEHHBbIH MHUMETHYECKUN
nentun apoC-II cnocoben cHmwxkare comepskanue Ttpuriunepuna (TG) inm vivo. CornacHo
HEKOTOpPbIM M3 TaKUX BAapPHAHTOB OCYINECTBJIEHHUS IMENTHJ CIOCOOEH CHUXKATh MOBBIIIEHHOE
copepkanue TG, Bei3BanHOe aeduuurom LPL. CormacHoO HEKOTOPBIM M3 TaKMX BapUaHTOB
OCYLIECTBJIEHUs NENTHUZ CINOCOOEH CHMXKATh IOBBIIEHHOE coaepkaHue TG, BbI3BaHHOE
noBbllIeHHbIM ~ cofepkaHueM apoC-III.  CormacHO HEKOTOpbIM M3 TakuUX BapHUAHTOB
OCYINECTBJICHUS] TENTHI CHOCOOEH CHIXKATh MOBBIIEHHOE coxepkanne TG, BbI3BAaHHOE
nepumrom apoC-II. CorjacHo clnenyroIiuM W3 TaKUX BAaPHAHTOB OCYILIECTBJICHHS IENTHI
crocoOeH CHIKaTh MOCTIPAaHANAIbHOE NOBbILIEHHOE coneprkanue TG.
[00131] CornacHo pa3nUYHBIM BapUaHTaM OCYLIECTBIEHUs BbIACJIEHHbII MUMETUYECKUN
nentua apoC-II umeer aMUHOKHUCIIOTHYIO TOCJIENOBATENBHOCTD, YKa3aHHYO mox JirooeiM SEQ
ID NO: 6-52 (tabmuna 2). CoriacHO HEKOTOPbIM BapUaHTaM OCYLIECTBJIEHUs BbIIEJIEHHbBIN
mumetndeckuii nentun apoC-II xapakrepusyercs 90% mnomobueM MOCIeNOBATENBHOCTEH IO
OTHOIIEHUIO K AMUHOKHCIIOTHOM MOCJIeNOBATEIbHOCTH, YKa3aHHo! nox oM SEQ ID NO: 6-
52. CornacHO HEKOTOpPbIM BapHUaHTaM OCYILIECTBJICHUS BbIAENEHHBI MHUMETHUYECKHUIl IMenTun
apoC-II xapaxrepusyercst 91%, 92%, 93%, 94% wunu 95% nomobueM MocienOBaATENBHOCTEHN MO
OTHOIIEHUIO K AMHUHOKHCIIOTHOMN MOCJIeN0OBATEIbHOCTH, YKa3aHHo! nox oM SEQ ID NO: 6-
52. CornacHO HEKOTOpPbIM BapHUaHTaM OCYILIECTBJIEHUs BbIAENEHHBI MHUMETHUYECKHIl IMenTun
apoC-II xapaktepusyercs 96%, 97%, 98% wumu 99% mnomobueM MOCIENOBATEIHPHOCTEN IO
OTHOIIEHUIO K AMUHOKHCIIOTHOH MOCJIeN0BATEIbHOCTH, yKa3aHHo! nox oo SEQ ID NO: 6-
52.

1.1.1. IlepBbIH CIUpPANBLHBIH J0MEH
[00132] CornacHo pa3nUYHBIM BapUaHTaM OCYLIECTBJIEHHUS MEPBBbIH CIHUpaNbHbI JOMEH
obmanaer ad(UHHOCTHIO CBS3BIBAHUS C JunonporenHamMu. COrJIaCHO HEKOTOPHIM BapHAaHTaM
OCYLIECTBJICHUS TIEPBbI CHHPANbHbIA JOMeH sBisiercs ampunatudeckuM. CornmacHo
HEKOTOPBIM M3 TAKUX BAPHAHTOB OCYIIECTBJICHUS CITUPAJTIBHBIN JOMEH XapaKTepH3yeTcs OamioM
ruapodobHOro MoMeHTa OT npubnu3uTenbHO 6 10 npudiamsurenvHO 15, Hampumep, OT

npuOIU3UTENBHO 7 10 mMpUOIN3UTENnpHO 15, oT mpubnusurensHo 8 1o mpubnusuTensHo 15, oT
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npubnu3nuTeNnbHO 9 1o mpubnmsurtensHo 15, ot npudamsurensHo 10 1o mpubnusurensHo 15, oT
npubnusuTensHo 11 no npubnusurensHo 15, ot npubnusurensHo 12 1o npubnusurtensHo 15, o
npubnusnuTenbHo 13 1o npubnusurensHo 15, ot npubnusurensHo 14 1o npubnusurtensHo 15, ot
npubnu3nuTenbHo 8 10 npubausuTensHo 14, ot npubnusutensHo 9 1o npubnusutensHo 14, or
npubnusuTensHo 10 no npubnusurensHo 14, ot npubnusurensHo 11 no npubnusurensho 14, ot
npubnusnuTenbHo 12 no npubnusurensHo 14, ot npubnusurensHo 13 1o npubnusurtensHo 14, or
npubnusuTenbHo 8 1o npubausutenpHo 13, oT nmpubnusutensHo 9 1o mpubnusuTensHo 13, oT
npubnusutensHo 10 1o npubnusurensHo 13, ot npubnusurensHo 11 no npubnusurtensyo 13, o
npubnusutenbHo 12 1o npubnusurensHo 13, ot mpubnusurtensHo 8 10 mpubnu3uTenbHO 12,
npubnu3uTenbHO 9 o npubnusurensHo 12, ot npudausurensHo 10 1o npubnusurensHo 12, ot
npubnusurensHo 11 go npubnusurensHo 12, ot npubnusurtensHo 8 1o npubnusurensHo 11, ot
npudan3uTeNnbHo 9 1o npubausurenbHo 11, ot npubnusurtensHo 10 no npubnusurensho 11, ot
npuban3uTenbHo 8 1o npudnusutensHo 10, ot mpubnusutensHo 9 1o npubausurensHo 10 wn
or mnpuOnusutenpHo 8 1o npubnmsurenbHo 9. ['MmpodoOHBIT MOMEHT NenTuaa MOXKHO
BBIYHCIIATD c MIOMOIIBIO OHJIaMH UHCTPYMEHTOB, TaKUX KaK Ha
rzlab.ucr.edu/scripts/wheel/wheel.cgi.

[00133] CornacHO HEKOTOPBIM BapUAaHTaM OCYILECTBJIEHHs IEPBBIA CIHUPANbHBIA JOMEH
BbIZIEJIEHHOTO MuMeTudeckoro mnentuaa apoC-II mpencraBisieT co0OW HATHUBHYIO Crupaib |
oenka apoC-II. Criupane 1 Genka apoC-II Bkiroyaer amuHOKHUCIOTHBIE octatku 17-38 (SEQ ID
NO: 3), npoHyMepOBaHHBIE COIJIACHO WX TOJOXKEHUI0 B 3penom Oenke apoC-II u3 79
aMHHOKHUCIIOT. COrTaCHO HEKOTOPBIM IPYTUM BapHaHTaM OCYLIECTBIICHUSI TIEPBbIN CIIUPATbHBIN
JOMEH BbIAEIEHHOro MuMeTHueckoro nentuna apoC-1I mpencrasnsier codoii BapuaHT crimpanu 1
oenka apoC-IL

[00134] CornacHO HEKOTOpPBIM BapUaHTaM OCYILECTBJEHHS IEPBBIH CIHUPaNbHBI JOMEH
BbIZIEJIEHHOTO MuMeTndeckoro mentuaa apoC-II mpencrasisier coOOW HATUBHYK Chupaib 2
oenka apoC-II. Criupans 2 Genka apoC-II Bkiroyaer amMuHOKHUCIOTHBIE octatku 45-57 (SEQ ID
NO: 4), npoHyMepOBaHHBIE COIJIACHO HX TOJOXKEHUI0 B 3penoMm Oenke apoC-II u3 79
aMHHOKHUCIIOT. COrIaCHO HEKOTOPBIM IPYTUM BapHAHTaM OCYILIECTBIICHUS TIEPBBIA CIIUPATbHBIN
JIOMeH BbIAETIEHHOro MuMeTHueckoro nentuna apoC-1l mpencrasisier coOol BapHaHT Criupay 2
6enka apoC-II. CornacHO HEKOTOpPbIM BapHaHTaM OCYINECTBIIEHHs BapHAHT CIHpaynu 2 Oenka
apoC-II BkiroyaeT mo MeHbInel Mepe ogHy MOAN(UKALMIO HATHBHOHN crinpanu 2 6enka apoC-IL
CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJICHHUS BapuaHT crimpanu 2 Oenka apoC-1I Bkirovaer

MHOXeCTBO Moaupukanmii HatuBHOW crupamn 2 Oenka apoC-Il. CormacHo pa3iauyHBIM



31

BapUAHTaM OCYILIECTBICHMs Kaxjaas Moau(uKanus HE3aBHCHMO BbIOpaHa W3 YAJIMHEHUH,
YCEUSHUH, MyTaLMi W/ XUMUYECKUX MOAN(UKALINHI.

[00135] CornacHO HEKOTOpPHIM APYTMM BapUaHTaM OCYIIECTBJEHHUsS MEPBBbIM CHMpabHbIN
JIOMeH BbIAEIEHHOro MuMerndeckoro mnentupa apoC-II mpencraBnser coboit BapuaHT
am(punaTuueckoit cnimpanyu, 0OHapy)KEHHOH B alOJUIONPOTENHAX, OTINYHbIX 0T apoC-II wmu ot

APYrux OEIKOB, KOTOPBIE MOTYT CBSI3bIBATH JIUITUABL.

1.1.1.1. Yanunenue cnupasu 2 apoC-I1

[00136] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUs BapuaHT cnupanu 2 apoC-II
BKJItOUaeT yuanuHenue cnupanu 2 apoC-II. CornacHo pa3nnyHbBIM BapUaHTaM OCYINECTBIEHUS
yIUIMHEHHE YCWIMBAeT aM(pUIaTUYHOCTh BapuaHTta crnupanu 2 apoC-II mo cpaBHeHMIO C
HatuBHON criupanbto 2 apoC-II. CornacHO HEKOTOpPBIM BapMaHTaM OCYILECTBJICHMs YAJINHEHUE
ycunuBaeT addurHOocTh Bapuanta crnupand 2 apoC-II B OTHOIIEHHWH CBSI3BIBAHUSI C
JUMONPOTENHAMMU.

[00137] CornacHo HEKOTOPBIM BapUaHTaM OcyluecTBieHus cnupanb 2 apoC-II ynnunsercs Ha
N-konue. CornacHO pa3jMYHBIM BapHaHTaM ocyliecTsieHus cnupanb 2 apoC-II ynnunsercs Ha
1-20 amuHokucnor Ha N-koHLe. COrjacHO HEKOTOPBIM U3 TaKHX BAPUAHTOB OCYINECTBIIEHUS
cupanb 2 apoC-Il ynmunsiercs Ha 1-10 amuHOkuciaor Ha N-koHie. COriacHO HEKOTOPbIM
BapuaHTaM ocyuiectBieHus cnupaib 2 apoC-Il yanunsercs Ha 1 amMmuHOKHCIOTY Ha N-KOHIE.
CornacHO HEKOTOpBIM BapuaHTaM ocyliecTBieHus cnupaib 2 apoC-II yanunsercs Ha 2
aMUHOKHUCIOTEl Ha N-koHIe. COorjlacHo HEKOTOPBIM BapHaHTaM OCYIIECTBIIEHUS CIUpaib 2
apoC-II yanunsercs Ha 3 aMuHOKHCIOTHI Ha N-koHIE. COriacHO HEKOTOPBIM BapHUaHTaM
ocymectierus: crupanb 2 apoC-Il ynnunsiercss Ha 4 aMuHOKHCIOTHI Ha N-koHue. CorimacHo
HEKOTOPBIM BapHaHTaM ocyliecTBieHus crnupaib 2 apoC-Il yanuHsercs Ha 5 aMMHOKHCIIOT Ha
N-koH1e. CorinacHO HEKOTOPBIM BapuaHTaM OcyllecTBiIeHus crupaib 2 apoC-1l yanunsercs Ha
6 aMuHOKHCJIOT Ha N-koHue. CorlacHO HEKOTOpPbIM BapHaHTaM OCYIIECTBJEHHUS CHUpaib 2
apoC-II ynnunsercs Ha 7 aMuHOKUCIOT Ha N-koHue. COrjgacHO HEKOTOPBIM BapHUaHTam
ocymectieHus: cnupanb 2 apoC-Il ynnunsercs na 8 ammHOokucior Ha N-konme. CorimacHo
HEKOTOPBIM BapHaHTaM ocyliecTBieHus cnupanb 2 apoC-1I yanunsercs Ha 9 aMMHOKHCIIOT Ha
N-koHue. CorinacHO HEKOTOPBIM BapuaHTaM ocyllecTBieHUs crupaib 2 apoC-1l yanunsercs Ha
10 amuHOKMCHOT HA N-KOHIIE.

[00138] CormacHO KOHKPETHBIM BapHaHTaM OCYIIECTBIEHUsA, eciu coupanb 2 apoC-II
yIJIUHAETCST Ha | aMHHOKHMCIOTY Ha N-KOHIE, TO YUIMHSIOIIEH aMUHOKHMCIOTOW SIBIIAETCA

acrmaparuHoBas KHUCJIOTA.
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[00139] CormacHO KOHKPETHBIM BapHaHTaM OCYILIECTBIEHUsA, eciu coupanbp 2 apoC-II
YIUIMHSETCS Ha 2 aMMHOKMUCIOTHI Ha N-KOHIlE, TO YAJUHSAIOINUMU aMUHOKUCIOTAMU SIBISIOTCS
JU3UH U anaHuH oT N-koHua 1o C-koHua.

[00140] CornacHO TUMUYHBIM BapUaHTaM OCyllecTBiIeHus cnupaib 2 apoC-II yanunsercs Ha
5 amuHokucaoT Ha N-koHue. COrnacHO HEKOTOpPBIM BapHaHTaM OCYINECTBIEHHUS CIHpanb 2
apoC-II  ynnuHseTcss Ha  HATUBHYK  3°-5’-AUPEKIHMOHHOIO THUMA  AMHHOKHCIOTHYIO
nocjaenoBaTeNnbHOCTy  yenoBedeckoro  apoC-II. CormacHO ~ HEKOTOpPBIM — BapuUaHTam
ocyuecTBieHus cnupaib 2 apoC-lII yanussiercs Ha MyTaHT HAaTUBHOHN 3 -5 -AUPEKLMOHHOTO
TUINA AMHUHOKMCIJIOTHON NOCaenoBaTeNbHOCTH uenoBedeckoro apoC-II. CornmacHO HEKOTOpBIM
BapUaHTaM OCYILIECTBJIEHUs AMUHOKHUCJIOTBI HaXOIATCS B MOJIOkeHUsX 40-44, HyMepOBaHHBIX
COTJIACHO HX TOJIOXKEHHIO B 3pesnioM desnoBedeckoM Oenke apoC-II u3 79 aMHMHOKHUCIOT.
CornacHO HEKOTOpPBIM BapUaHTaM OCYLIECTBJIEHUs BapuaHT crnupanu 2 apoC-II Bkmrouaer
acraparuHOBYIO0 KUCIOTY B nojoxeHuu 40. CorjacHO HEKOTOPBIM BapUAaHTaM OCYILECTBJICHUS
BapuaHT crimpaiu 2 apoC-II Bkirovaer TuposuH win Tpunrtodan B nojoxenun 41. CormacHo
HEKOTOpPbIM BapHaHTaM OCYINECTBJIEHHs BapuaHT cnupainu 2 apoC-II Bkmodaer neduuH B
nojioskeHuu 42. CornacHO HEKOTOPBIM BapHaHTaM OCYINECTBIEHHs BapuaHT criupanu 2 apoC-II
BKJIIOYAET  JIM3UH WM apruHuH B mnojoxkeHuH 43. CorsacHO HEKOTOPBIM BapHUaHTaM
ocyliecTBiIeHs1 BapuaHT criupaiu 2 apoC-II Bkirovyaer ajaHuH WM TYTAMHHOBYIO KHCJIOTY B
MOJIOKEHUU 44.

[00141] CornmacHO KOHKPETHBIM BapHaHTaM OCYIIECTBIEHUs, ecnu coupanb 2 apoC-II
yIJIMHSETCS] Ha S5 aMHUHOKUCIOT Ha N-KoHLe, TO BapuaHT cnupanu 2 apoC-II Bkimogaer
acCraparvHOBYIO KUCJIOTY B MOJ0KeHUHU 40, TUPO3UH B MOJIOKEHUH 41, TeHLNH B OJT0KEHUU 42,
JIM3UH B MOJIOKEHUU 43 U IITyTAMUHOBYHO KMCJIOTY B IOJIOKEHUU 44.

[00142] CornmacHO KOHKPETHBIM BapHaHTaM OCYIIECTBIEHUsA, ecnu coupanb 2 apoC-II
yIJIMHSETCS Ha S5 aMHUHOKHUCIOT Ha N-KoHIe, TO BapuaHT cnupanu 2 apoC-II Bkimodaer
aCIaparvHOBYIO KUCJIOTY B MOJ0KeHUHU 40, TUPO3UH B MOJIOKEHUH 41, TEeHLNH B TON0KEHUHU 42,

JIU3UH B IIOJIOKEHUHU 43 U ajlaHUH B IIOJIOKEHUU 44.

1.1.1.2. Yceuenne cnupanu 2 apoC-11
[00143] CornacHO HEKOTOPbBIM BapHaHTaM OCYLIECTBIEHUs BapuaHT cnupanu 2 apoC-II
BKJIOUaeT ycedeHue crnupanu 2 apoC-II. CornacHo pasjuyHBIM BapuUaHTaM OCYINECTBJIEHUS
yceueHne yCuiuBaeT aM(puImaTuIHOCTh BapuaHTa ciimpanu 2 apoC-II mo cpaBHEHHIO C HATUBHOU
cnupaibio 2 apoC-II. CornacHo HEKOTOPBIM BapHUaHTaM OCYIIECTBJIEHUS] YCEUEHUE yCUIIMBAET

appunHOCTh BapuaHTa crimpanu 2 apoC-1I B OTHOIIIEHUH CBSI3bIBAHUSI C JIUTIONIPOTEUHAMHU.
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[00144] CornacHO HEKOTOPBIM BapuaHTaM ocyuiecTBieHHs criupaib 2 apoC-II ycekaercs Ha
N-konue. CornacHo pas3au4HbIM BapuaHTaM ocyluecTsieHus cnupaib 2 apoC-II ycekaercs Ha 1-
12 amuHOkHCHOT Ha N-koHIE. COrjacHO HEKOTOPBIM BapUAHTAM OCYINECTBJICHUS CIHUpPATb 2
apoC-Il ycexaercs Ha | amuHokucinory Ha N-koHue. CorjjaCHO HEKOTOPBIM BapHUaHTaM
ocymectieHus: cnupainb 2 apoC-II ycexkaercs Ha 2 amuHOKHCIOTHI Ha N-koHue. CoriacHo
HEKOTOPBIM BapuaHTaM ocyliecTBieHus crnupanb 2 apoC-II ycekaercs Ha 3 aMHHOKHUCIIOTHI Ha
N-konue. CornacHo HEKOTOPBIM BapuaHTaM ocyliecTBieHus cnupanb 2 apoC-II ycekaercs Ha 4
aMUHOKHUCIOTEl Ha N-koHIEe. COormacHO HEKOTOPbIM BapHaHTaM OCYLIECTBIIEHHUS CHUpPaib 2
apoC-II ycekaerca Ha 5 ammHOkucAOT Ha N-koHue. CorjacHO HEKOTOPBIM BapHUaHTam
ocymectBieHus: crmpaib 2 apoC-II ycekaercs Ha 6 amuHokuciaor Ha N-konie. CoriacHo
HEKOTOPBIM BapuUaHTaM ocyluecTBieHus cnupaib 2 apoC-II ycexaeTcst Ha 7 aMUHOKUCIOT Ha N-
koHue. CornacHO HEKOTOpPBIM BapHaHTaM oOcyluecTBieHus cnupanb 2 apoC-II ycekaercs Ha 8
aMMHOKHUCIOT Ha N-koHIle. CoriacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHHUs criupaib 2 apoC-
IT ycexaercs Ha 9 amuHOKHCnOT Ha N-koHIle. COrJIaCHO HEKOTOPHIM BapHaHTaM OCYLIECTBIICHUS
cnupaib 2 apoC-II ycekaercs Ha 10 amuuOkuMcinor Ha N-koHue. CorjiacHO HEKOTOPBIM
BapuaHTaM ocyiuectBieHust cnupanb 2 apoC-II ycexaercs Ha 11 ammuHOokucnor Ha N-KOHIE.
CornacHO HEKOTOpPBIM BapuaHTaMm ocyuiecTBieHusi crupaib 2 apoC-II ycekaercs Ha 12
AMUHOKMCJIOT Ha N-KOHIIE.

[00145] CornmacHO KOHKPETHBIM BapHaHTaM OCYIIECTBIEHUs, ecnu coupanb 2 apoC-II
yCEKaeTCsl Ha 2 aMUHOKHUCJIOTHI Ha N-KOHLE, TO aMUHOKHCIOTHbIE OCTaTKu 45-46 HATUBHOI
criupau 2 apoC-II neneTupoBaHbl

[00146] CornmacHO KOHKPETHBIM BapHaHTaM OCYILIECTBIeHUsA, ecnu coupanb 2 apoC-II
ycekaercss Ha 4 aMHUHOKHUCJIOTBEI Ha N-KOHLIE, TO aMUHOKHCJIOTHbIE OCTaTku 45-48 HaTUBHON
criupamu 2 apoC-II neneTupoBaHsl

[00147] CornmacHO KOHKPETHBIM BapHaHTaM OCYILIECTBIEHUsA, ecnu coupanb 2 apoC-II
yCeKaercss Ha 5 aMHUHOKHUCIOT Ha N-KOHLIE, TO aMUHOKHUCJIOTHbIE OCTaTku 45-49 HaTUBHON
criupamu 2 apoC-II neneTupoBaHsl

[00148] CornmacHO KOHKPETHBIM BapHaHTaM OCYILIECTBIEHUsA, eciu coupanb 2 apoC-II
ycekaercss Ha 6 aMHUHOKHUCIOT Ha N-KOHLIE, TO aMUHOKHUCJIOTHbIE OCTaTku 45-50 HaTUBHON
cniupamu 2 apoC-II neneTupoBassl

[00149] CornmacHO KOHKPETHBIM BapHaHTaM OCYIIECTBIEHUsA, eciu coupainbp 2 apoC-II
ycekaercss Ha 9 aMMHOKHCIOT Ha N-KOHLE, TO aMUHOKHUCJIOTHBIE OCTaTKU 45-53 HaTUBHOMN

criupamu 2 apoC-II neneTupoBaHsl
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1.1.1.3. MyTauus cnupayu 2 apoC-I1
[00150] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIE€HUs BapuaHT cnupanu 2 apoC-II
BKJIIOUAET M0 MeHbllell Mepe oaHy Mytauuto cnupanu 2 apoC-II. CornmacHo pasnudHbIM
BapUaHTaM OCYIIECTBJICHUS MyTall¥sl YCHINBAaeT aM(pUIaTHIHOCTD BapuaHTa crimpanu 2 apoC-II
IO CpaBHEHMIO ¢ HaTtuBHOW cnupanbio 2 apoC-Il. CormacHO HEKOTOPBIM BapuUaHTam
OCYLIECTBJIEHUsI MyTalus ycunusaer adpdurHocTs Bapuanrta cnupanu 2 apoC-Il B oTHOmeHnn
CBSI3bIBAHUSA C JINTIONPOTEMHAMH.
[00151] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUs BapuaHT cnupanu 2 apoC-II
BKJIFOYAET onHy Mytauuro cnupanu 2 apoC-II. CormacHO HEKOTOpPbIM BapUaHTaM
ocyliecTBieHus: BapuaHT cnupanu 2 apoC-II Bkirouaer aBe myrauuu cnupanu 2 apoC-IL
CornacHO HEKOTOPBIM BapuaHTaM OCYLIeCTBJIeHUs BapuaHT cnupanu 2 apoC-II Bkirouaer Tpu
myTauuu cnupand 2 apoC-II. CorizacHO HEKOTOpPBIM BapUaHTaM OCYILECTBJICHHs BAapUAHT
cupaim 2 apoC-II Bkmouaer uerbipe mytauuu crnupain 2 apoC-II. CormacHO HEKOTOPBIM
BapUaHTaM OCYILECTBJIEHUs BapuaHT criupanu 2 apoC-II Bxiroyaer maTh MyTanui criupaiu 2
apoC-II. CornacHO HEKOTOPBIM BapHaHTaM OCYILECTBJIEHHs BapuaHT crnupanu 2 apoC-II
BKJIFOUaeT Oojiee msaTu myTtanuii criupaiu 2 apoC-I1.
[00152] CornacHO HEKOTOPBIM BapHaHTAM OCYIUECTBJICHUS MyTallUsl MPEACTaBIsieT COOOM
AMUHOKHUCIOTHYKO 3aMeHy. COrjacHO HEKOTOPBIM BapHaHTaM OCYIIECTBIEHHUS MyTalus
npeacrasisier  coOOH  BCTaBKy  aMUHOKHMCIOTHL. ~ COMJIaCHO  HEKOTOpPBIM — BapHaHTaM
OCYLIECTBJICHUSI MyTaLUsl IPEACTABISIET COOOM AENEIIMI0 AMUHOKHCIIOTBL
[00153] CornacHO HEKOTOPHIM BapUaHTaM OCYLIECTBIIEHHS OpPUTMHAJIbHAs aMHHOKHCIOTA
criupamu 2 apoC-II 3amensieTcst mpUpOIHON aMUHOKHUCIOTON. COrmacHO HEKOTOPBIM BapUaHTaM
OCYILECTBJIEHUs] OpUTMHAaJbHas aMuHOKucioTa cnupainu 2 apoC-II 3ameHsieTcss HenmpupOIHON
amuHokucinorod.  CorjacHO  HEKOTOpPBIM  BapHaHTaM  OCYIIECTBJEHHS  OpUTMHAaJbHAas
amuHoKkHcnoTa criupanu 2 apoC-1l 3amensiercst aHaoroMm aMiuHOKUCIOTHL. COrNTaCHO HEKOTOPBIM
BApUAHTaM OCYILIECTBJIEHUsI OpPUTHHAbHAas aMuHOKHCioTa crmpanu 2 apoC-II 3amensiercs
XUMHYECKH MOAH(DHULINPOBAHHONH aMUHOKHCIIOTOMH.
[00154] CormacHO pa3IUMYHBIM BapUAHTaM OCYIIECTBJIICHUS AMUHOKHCJIOTHAs 3aMEHa
NpeAcTaBsieT COOOW KOHCEPBATHBHYIO WJIM TMOJYKOHCEpPBaTHBHYIO 3ameHy. CoriacHo
HEKOTOPBbIM BapHUaHTaM OCYIIECTBJIEHUS aMUHOKHCIOTHAs 3aMe€Ha OKa3blBAET MHHHMAaJbHOE
BIMSIHAE HA AaKTHBHOCTh W/HWIIM CTPYKTYPY IOJNY4EHHOro B pe3yibrare nentupa. CoriacHo
HEKOTOPBbIM BapUaHTaM OCYLIECTBJIEHUs aMHUHOKUCJIOTHAs 3aMeHa IOANEPKUBAET CTPYKTYPY
NEeNTUAHOTO CKeJieTa Ha YYacTKe 3aMEHbl, HalpuMmep, B BHAE CIUPAIbHONH KOH(pOpMAIHH.

CornacHo HEKOTOPbIM BapHaHTaM OCYILICCTBIICHUA AaMHWHOKUCIIOTHAsA 3aMCHa NOAACPKUBACT



35

3apsin Wi TuApopOoOHOCTh MOJEKyJIbl Ha 1eneBoM caiite. COrjacHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJICHUS aMUHOKHCIIOTHAsT 3aM€Ha [MOAAepXuBaeT o00beM OOKOBOW  IpyHIIbI
AMUHOKMCJIOTBL

[00155] CornmacHO pa3IMYHBIM BapUAHTaM OCYIIECTBJIICHHS AMUHOKHUCJIOTHAs 3aMeHa
npencTaBisier co0Ol  HEKOHCEpBATHBHYIO 3aMeHy. COracHO HEKOTOPBIM  BapHaHTaM
OCYLIECTBJIEHNUS] aMMHOKHCIJIOTHAsI 3aMeHa OOeCIeUMBAET CYIIECTBEHHbIE N3MEHEHHs CBOMCTBA
nentuna. COrJacCHO HEKOTOPbIM BapHAaHTAM OCYILIECTBIEHUS T'MAPOQMIBHBIM  OCTaTOK
3ameHsieTcs  ruapodoOHeIM  octarkoM. COryacHO  HEKOTOPBIM — JPYTUM  BapHaHTaMm
OCYILIECTBJICHUsT TUAPOPOOHBI OCTaTOK 3aMeHseTcsl TUAPOPUIbHBIM ocTtaTkoM. CoriacHo
HEKOTOPbIM BapHaHTaM OCYILUECTBJICHUs] LIUCTEUH WM MPOJHUH 3aMEHSETCS APYTHM OCTaTKOM.
CornacHO HEKOTOpPBIM JPYI'MM BapuUaHTaM OCYLIECTBJEHUS HELUCTEUH WM HENPOJUH
3aMeHsIeTCd LUCTEMHOM WU NpoauHOM. COracHO HEKOTOPBIM BapHaHTaM OCYLIECTBJICHUS
OCTaTOK, UMEHOLINN 3JIEKTPOMOJIOKUTENIBHY O OOKOBYIO rpymny, 3aMEHSETCs
3JIEKTPOOTPHULIATEIbHBIM OCTAaTKOM. COIJIaCHO HEKOTOPBIM APYTUM BapHUaHTaM OCYILIECTBIICHHUS
OCTaTOK, UMEHO LI 3JIEKTPOOTPULIATEIIbHY IO OOKOBYIO rpymnmy, 3aMEHSETCs
3JIEKTPOIOJIOKUTENBHBIM OCTaTKOM. COIIacHO HEKOTOPBIM BapUAaHTaM OCYILIECTBIEHHs OCTATOK,
UMeroIuil 00beMHYI0 OOKOBYIO TPYIIIY, 3aMEHSIETCS OCTATKOM, HE UMEIOIIUM OOKOBYIO IPYIIIY.
CornacHO HEKOTOpPbIM JIPYT'MM BAapUaHTAM OCYINECTBJIEHHS] OCTATOK, HE HMEILINI OOKOBYIO
TPYIIY, 3AMEHSIETCS OCTATKOM, UMEIOIIUM O0bEeMHYIO OOKOBYIO TPYIIITY.

[00156] CornmacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHS aAMUHOKHUCIIOTHAs 3aMeHa
ocylecTBisieTcs B nojoxeHuu 45. CorjaacHO HEKOTOPBIM BapuaHTaM OCYLIECTBIIEHUS BaJUH B
NOJIOXKEHUU 45 3aMeHseTcs HEeHUITaTaHUHOM.

[00157] CormacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHS aAMUHOKHCIIOTHAs 3aMeHa
ocyuiecTBisiercas B mnonoxkeHun 46. CornacHO HEKOTOPBIM BapHaHTaM OCYIINECTBIEHUS
acraparuHoOBasi KUCJIOTA B MOJOkeHHH 46 3amensiercs: pernnanaHnnHoM. COrjlaCHO HEKOTOPBIM
BAPUAHTaM OCYILECTBJICHUs] aCNaparuHOBasl KHUCJIOTA B MOJOXEHUU 40 3aMEHSIeTCs] JTM3HHOM.
CornacHO HEKOTOpPBIM BapUaHTaM OCYILECTBJIEHMs acliaparHOBas KHUCIOTa B IMOJOXEHUH 46
3aMeHsIeTCS aMUHOM300yTAHOBOM KHCIIOTOM.

[00158] CormacHO HEKOTOPBIM BapUAHTAM OCYILIECTBJICHHUS AMUHOKHCIIOTHAs 3aMEHa
OCYLUECTBJISIETCS B MOJIOKEHUU 47.

[00159] CormacHO HEKOTOPBIM BapUAHTAM OCYILIECTBJICHHUS AMUHOKHUCIIOTHAs 3aMEHa
ocylecTBisieTcs B nojoxeHuu 48. CorjaacHO HEKOTOPBIM BapHaHTaM OCYILECTBIIEHMs JIU3UH B

MOJIOKEHUU 48 3aMeHsIeTCsl apPTUHUHOM.
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[00160] CormacHO HEKOTOPBIM BapUAHTAM OCYILIECTBJICHHUS AMUHOKHUCJIOTHAs 3aMeHa
ocy1IecTBsieTcs: B mojiockeHnu 49. CoracHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUS JIEHLIUH B
nonoxkeHun 49 3amensiercss Ju3WHOM. (COrjacHO HEKOTOPbIM U3 TaKUX BapUAHTOB
OCYIIECTBJICHUS JTU3UH MOIUDULIUPYETCS S KUPHOU KUCIOTOM.

[00161] CormacHO HEKOTOPHIM BapUAHTAM OCYIIECTBJICHHUS aMUHOKHUCJIOTHAs 3aMeHa
ocylecTisiercs B nosnokeHuu 50. CorinacHo HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHUS apTUHUH
B NOJIO’keHUHU 50 3aMEHAETCs TU3UHOM.

[00162] CornmacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHS AMUHOKHUCJIOTHAs 3aMeHa
OCYLUECTBJISIETCS B MOJIOKEHUU S 1.

[00163] CormacHO HEKOTOPHIM BapUAHTAM OCYLIECTBJICHHS] AMUHOKHUCJIOTHAs 3aMeHa
OCYLUECTBJISIETCS B MMOJIOKEHUU S52.

[00164] CornmacHO HEKOTOPBIM BapUAHTAM OCYLIECTBJICHHS] AMUHOKHUCIOTHAas 3aMeHa
ocyliecTisiercs: B nosioskeHuu 53. CornacHO HEKOTOPHIM BapUaHTaM OCYLIECTBIEHUsS TUPO3UH
B TIOJIO’KEHUU 53 3aMEHSEeTCsl JIEHLUHOM.

[00165] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIIEHUS AaMUHOKUCIOTHAs 3aMeHa
OCYyLIECTBIISIETCS B MOJoxKeHUH 54. CorjaacHO HEKOTOPBIM BapHUaHTaM OCYLIECTBJIEHUS CEPUH B
MOJIO’)KEHUH 54 3aMeHsieTcsl TIIyTaMUHOBOW KHUCIOTOW. COrjiacHO HEKOTOPhIM BapHUaHTaM
OCYILIECTBJICHUs] CEpUH B TMNOJOXKeHHH 54 3ameHsiercss Ju3uHOM. COrJiacCHO HEKOTOPBIM
BapUaHTaM OCYILECTBJICHHUSI CEPUH B MOJIOKEHUU 54 3aMEHSIETCS aclapariHOBON KUCJIOTOM.
[00166] CormacHO HEKOTOPHIM BapUAHTAM OCYILIECTBJICHHUS aMUHOKHUCIIOTHAs 3aMeHa
OCyLIEeCTBIIsIeTCs B MojoxeHUuH 55. CoriaacHO HEKOTOPBIM BapHaHTaM OCYILECTBIIEHHS JIU3UH B
MOJIOKEHUU 55 3aMEHsIeTCsl apPTUHUHOM.

[00167] CornmacHO HEKOTOPBIM BapUAHTAM OCYIIECTBJICHHUS aAMUHOKHUCJIOTHAs 3aMEHa
OCYILLIECTBJIsIETCs B MojoxkeHuH 56. COrjaacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIIEHUS CEPUH B
NOJIOXKEHUHU 56 3amensieTcs peHmtanaHnHOM. COrlacHO HEKOTOPBIM BAPHAHTAM OCYIIECTBIICHUS
CepUH B TMOJOXKeHUu 56 3amensiercss Ju3nHOM. COrjJacHO HEKOTOPbIM —BapUaHTaM
OCYILLECTBJIEHUs] CEpUH B TMOJIOXKeHUH 56 3amensiercss anaHuHOM. CoOrjacHO HEKOTOPBIM
BapHAHTAM OCYINECTBJICHHUS CEPUH B TIOJOKEHUU 56 3aMeHseTCs aMHHOM300yTaHOBOH
KHCJIOTOM.

[00168] CormacHO HEKOTOPBIM BapUAHTAM OCYILIECTBJICHHUS AMUHOKHCJIOTHAs 3aMeEHa
ocylIecTBisieTcs B noyoskeHuu 57. CorjacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHUS TPEOHUH
B TIOJIOJKEHUU 57 3aMeHsieTcs PeHIIaTaHHHOM.

[00169] CornacHO KOHKPETHBIM BapHWaHTaM OCYLIECTBJIEHHUs BapuaHT crupanu 2 apoC-II

BKJIOYACT JABE€ aMHWHOKHUCJIOTHBIX 3aMCHBbI, U aMHUHOKUCJIOTHBIC 3aMCHbI OCYIICCTBJIAKOTCA B
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noJjioskeHuu 46 u nosoxkeHuu 56. CornacHO HEKOTOPBIM U3 TaKHUX BAaPUAHTOB OCYINECTBIEHUS
acTiaparuHoOBasi KUCJIOTA B TOJOXKEHUH 46 3aMeHsieTcsl (peHMIaIaHMHOM, a CEPHH B IOJIOKEHUU
56 3ameHsieTcs (hEeHUITATAHUHOM.

[00170] CornacHO KOHKPETHBIM BapHaHTaM OCYLIECTBJIEHHUs BapuaHT crupanu 2 apoC-II
BKJIFOYA€T TPHU AMHUHOKHUCJIOTHBIX 3aMEHBI, U AMUHOKHCJIOTHBIE 3aMEHBbl OCYLIECTBIIAIOTCS B
noJjioskeHuu 46, nonoxenuu 54 u nonoxeHuu 56. CornacHO HEKOTOPBIM U3 TaKUX BAPUAHTOB
OCYLIECTBJICHHUS acllaparnHOBasi KMCJIOTA B MOJOXEHUU 46 3aMeHsieTcsl (peHMIaIaHUHOM, CEpUH
B IIOJIOKEHUU 54 3aMEHsIeTCs TTIyTAMUHOBOW KHUCJIOTOM, @ CEPUH B IOJOXEHUHU 56 3aMeHsIeTCs

(beHnIanaHuHOM.

1.1.1.4. Xumuyeckasi Mmogudukanusi Bapuanta cnupaiu 2 apoC-11I

[00171] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUs BapuaHT cnupanu 2 apoC-II
BKJIIOYAET 10 MeEHbIIEH Mepe OIHYy XUMHUecKylo Monaudukauuio. COrIacHO pPasIHYHBIM
BApUAHTAM OCYLIECTBIICHHS XUMHUUECKass MOAM(UKALMS yCHINBaeT aMQUIIATUIHOCTh BapHAHTA
crimpanu 2 apoC-II mo cpaBHeHuto ¢ HatuBHOH crimpanbio 2 apoC-II. CoriacHo HEKOTOpBIM
BAPUAHTAM OCYINECTBJICHUs] XUMHUeckas Momaudukauus ycwiansaeT ahGUHHOCTb BapHaHTa
cupaiii 2 apoC-1II B OTHOIIEHUY CBSI3bIBAHUS C JIUMIOTPOTEUHAMHU.

[00172] CornacHO HEKOTOPHIM BapUAHTAM OCYINECTBJICHHS XUMHUYECKash MOAH(UKALUS
ocywecTBiusiercas Ha N-KoHIEe mepBoro JoMeHa. CoOrjacHO pasIuYHBIM — BapUaHTaM
OCYLIECTBJICHUS aMHUHO-KOHEI[ N-KOHIIa MOXKeT ObITh MOIM(MUIIUPOBAH MyTeM KOHBIOTAIMH C
pa3IUYHbIMH (PYHKLHUOHATBHBIMU rpynnamu. [lokasanu, 4To HEWTpaTu3alus KOHIIEBOTrO 3apsiia
CHHTETHYECKOTO MENTHAA, UMHTHUPYIOIIEro aroJUNONPOTEHHBI, YCHIUBAeT ero appuHHOCTh B
otHomenuu yurmunoB (Yancey et al., Biochem. 34:7955-7965, 1995; Venkatachalapathi et al .,
Protein: Structure, Function and Genetics 15:349-359, 1993). Hampumep, aneruinpoBaHue
AMHHO-KOHIIA aM(pUIATHYECKHX TMENTUAOB ycuianBaeT ap@UHHOCTH menTuaa B OTHOIICHUH
murmupoB  (Mishra et al, J  Biol. Chem. 269:7185-7191, 1994). Jlpyrue BO3MOXKHBIE
Moau( KA KOHLIOB ONMHCHIBAOTCSA, Hanmpumep, B Brouillette et al., Biochem. Biophys. Acta
1256: 103-129, 1995; Mishra et al., J. Biol. Chem. 269:7185-7191, 1994; u Mishra et al., J. Biol.
Chem. 270:1602-1611, 1995.

[00173] CornacHO HEKOTOPHIM BapHUaHTaM OCYINECTBIIEHHS XHUMHUYECKas MOAH(UKALNS
OCYLIECTBISIETCSI B OOKOBOWM TIpyINIe aMHHOKUCIOTHI NEpPBOr0 IOMeHa. Monupukauuud B
OOKOBBIX TIpymIiaXx aMHHOKHCIIOT BKJIIOYAIOT 0€3 OrpaHHYeHHs alMINPOBAaHHE £-aMHUHOTPYIIIT
T3uHA, N-aJKWIMpOBaHUE apTUHUHA, TUCTUANHA WIH JIU3WHA, AJKWINPOBAHHE KapOOKCHITBHBIX

IPYII IIyTAMUHOBOH WJIM aCIIaparvHOBOHM KHUCJIOT, 00pa3oBaHME JaKTaMa MyTeM [HUKJIN3aLNH &-
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AMHUHOTPYNIN JIM3MHA C KapOOKCWJIBHBIMU TPyNIIaMHd OOKOBBIX TPYIN TJIYTAMHHOBOW HIIH
acTiaparuHOBOM KHCIIOTBI, YIJIEBOJOPOJHOE «CIIMBAaHUE» (Hampumep, s CTa0WIN3aLuu
koH(popmanuii anbpa-ciupanu) U JeaMUIUPOBAHHME IIIyTaMHUHAa WM acrnaparuHa. CoriacHo
HEKOTOPHIM BapHAHTaM OCYIIECTBJICHUS MEPBbIH TOMEH MOIU(PHUIUPYETCS IMyTEM 3aMeIleHUs
OJHOW WJIN HECKOJBKUX OOKOBBIX IPYNI OPYTUMH OOKOBBIMH TPYIIIAMH, TAKUMH KaK aJKHUII,
HUBLIUHN aJKuJI, UUKIUYeCKui 4-, 5-, 6-, 7-uJeHHbIN aJKuil, aMyJl, aMUI-HU3IIUN aJKuJI, aMUJI-
IV(HU3LINHA aKWUJI), HU3LINN aJKOKCH, THIPOKCH, KapOOKCH M WX HU3LINE CIOXKHO3(pHUPHBIE
NPOU3BOJHBIE, a Takxke 4-, 5-, 6-, 7-uneHHpIMH retepouukiamu. Hampumep, moryt ObITh
NOJIyYeHb! IPOJIMHOBbBIE AHAJIOTH, B KOTOPBIX pa3Mep KOJbLia MPOJIMHOBOIO OCTATKA U3MEHSETCs
OT S5-4JIEHHOTrO KOJbIa 110 4-, 6- Ui 7-4jeHHOro kojbla. L{ukmnueckue rpymnmel MOTyT OBITh
HACBIIIEHHBIMM WJIM HEHACBIIIEHHBIMM, W €CIM HEHACBhIIEHHblE, TO MOIYT OBITb
apOMAaTHUYECKUMH WJIM HEapOMaTHMYECKMMM. ['eTeponukindeckue IpyNnbl MOIYT BKIKOYATh
OIVH WJIM HECKOJBbKO I'eTepOaTOMOB a30Ta, KHCIOpoAa W/wiu cepbl IIpuMepbl Takux rpymm
BKJIFOYAIOT dypazaHmIbHYO, (QYPUWIbHYIO, HMHIA30IMAUHUIBHYIO, HMHUIA30JIIbHYIO,
MUMUAA30JIMHIIIBHYIO, W30THA30JIIIBHYIO, H30KCA30IMIbHYIO, MOPGOIMHUIIBHYIO (Hampumep,
MOP(OJNIMHO), OKCAa30JNWJIbHYIO, IHIEPasSHHWIIBHYIO (Hampumep, |-munepasMHUIBHYIO),
MUNEPUIUITBHYIO (Hanpumep, l-nunepuanabHy!O, MHUIEPUANHO), MUPAHUIIBHYIO,
MUPA3UHIIbHYIO, MUPA30JUAUHUIBHYIO, UPA30JUHIIBHYIO, MUPa30JIUIIbHYIO,
NUPUAAZUHWIBHYIO, THPUAMIBHYIO, MUPUMUAAMHUIBHYIO, TUPPOJIHIUHIIIbHYIO (Hanmpumep, |-
NUPPONUAUHIIBHYIO ), TTHPPOJIMHUIIBHYIO, MTUPPOJIMIIBHYIO, THAJAHA3O0IHIBHYIO, THA3OIHIBHYIO,
TUEHWJIbHYIO, THOMOP(ONIUHMIBHYIO (Hampumep, THOMOP(OIUHO) M THA3OJIMIBHYIO TPYIIIIbL
OTH TeTEePOLHMKIMYECKHE TPYNIbl MOTYT OBITh 3aMELIEHHBIMH MJIM He3aMelleHHbIMH. Eciu
IPyNIa 3aMeHsIeTCs, TO 3aMECTUTENIEM MOXKET OBITh aJKWJI, aJIKOKCH, TaJIOTeH, KUCIOPOJ MU
3aMeIICHHbIA WK He3aMeleHHbIH Germt. [lenTunapl, a Takke NenTUAHbIE AHAJIOTH 1 MUMETHKH,
TaKXX€ MOTYT OBITh KOBAJEHTHO CBSI3aHBI C OJHHM WJIM HECKOJbKMMHU M3 psiga HEOETKOBBIX
MOJIUMEPOB, HaNpUMeEp, MOJUITUIICHIJIMKOJb, MOJUIPONUICHIJIUKONb WIH MOJHOKCUAJKEHDI,
kak omucbiBaeTcsi B mareHTax CIITA NoNoe 4640835, 4496689, 4301144, 4670417, 4791192 nu
4179337.

[00174] CornacHo HEKOTOPBIM BapHAaHTaM OCYINECTBIIEHHS XUMHUYECKash MOAH(UKALUS
npeacrasisier co0oil  HekoBaJeHTHyr Moxaudukauuro. COriacHO HEKOTOPbIM — JPYyTUM
BapUAHTaM  OCYINECTBJICHHs  XUMHUYECKas  MOAU(HUKAIMs  KOBAJEHTHO  CBA3aHAa C
MOAU(PUIMPOBAHHOW aMHHOKHUCIOTONW. COrlacHO pas3NUYHBIM BapHAHTAM OCYIIECTBIICHUS
XUMUYeckasi ~— Moauukanus ~— MOXKET  TPEACTaBJsiTh  coboit  ¢ocopunnpoBanHue,

TIIUKO3UJIMPOBAHUE WIIH JIMITUAUPOBAHUE.



39

[00175] CornacHO HEKOTOPBIM BapHaHTaM OCYINECTBICHHS XHUMHUYECKas MOoAu(UKaIUs
NpeACTaBysieT cOOON KOBAJIEHTHYIO CBSI3b JKUPHOH KUCIOTHL COrJIacCHO HEKOTOPBIM BapHaHTaM
OCYILECTBJIEHUs] JKHUPHAasl KHUCJIOTa sBJseTCS HachlleHHONH. COrjgacHO HEKOTOPBIM APYTUM
BAPUAHTaM OCYLIECTBJICHUs )KMUPHAsl KUCJIOTA SIBJIAETCS HEHACBILIEHHOM.

[00176] CornacHO pa3nUYHBIM BapHaHTaM OCYILLECTBJICHMs KUpHas KUCJIOTa BKiIoyaeT 2-30
aTOMOB yrjiepoaa, Hampumep, 4-26 atromoB yriepona, 6-24 aroma yriepoaa, 10-20 atomos
yraepona, 12-18 atomos yrnepona u 14-16 atomoB yriiepona. CorjacHO HEKOTOPBIM BapUaHTaM
OCYILLECTBJIEHUs SKUpHasl KHCJIOTa BKJIHO4YaeT 6 aTtomoB yriepona. CoryiacHO HEKOTOPBIM
BapMaHTaM OCYLIECTBJICHUs >KMpHAas KHUCJIOTa BKIOYaeT 7 aroMoB yriepona. CoriacHo
HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHUS >KMPHAs KUCJIOTa BKJIKYAaeT 8 aTOMOB yIJIepona.
CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJICHUs >KUPHAas KHUCJIOTA BKJIKOYaeT 9 aToMoB
yriepozaa. CornacHO HEKOTOPBIM BapHaHTaM OCYILECTBIEHUS JKUPHAsl KUCJIOTa BkiodaeT 10
aromoB yriepoga. CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHHS JKUpPHas KHCIOTa
Bkmoyaer 11 aTtomoB yriepoma. CoriacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJIIEHUsS >KUPHas
KucioTa Bkitodaer 12 aromoB yriepoaa. CoriacHO HEKOTOPBIM BAapHAHTaM OCYILECTBJICHUS
JKUpHasi KucjioTa BKModaeT 13 aromoB yriepoma. CoOrjacHO HEKOTOPBIM BapuUaHTaM
OCYLIECTBJIEHUs] JKUpHAas KHUCJIOTa BKMoudaer 14 aromoB yriepopa. CoriacHO HEKOTOPBIM
BapHaHTaM OCYILECTBJIEHHs >KUpHas KUCJIOTa BKJro4daeTr 15 aromoB yrumepoma. CoriacHo
HEKOTOPbIM BAapHUaHTaM OCYIIECTBJICHUs >KMPHAasl KHMCIOTa BKJIOYaeT 16 aTOMOB yriepona.
CornacHO HEKOTOpPBIM BapHUAaHTaM OCYLIECTBJIEHUs >KHUPHAas KUCJIOTa BKJIO4YaeT 17 aToMoB
yriepona. CorjjacHO HEKOTOPBIM BapHaHTaM OCYILECTBJIEHHS >KMPHAasl KUCJIOTa BKiIoudaeT 18
aroMoB yriepoaa. CoriacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBJIEHHS JKHPHAs KHUCJIOTa
BKJItOUaer 19 atomoB yriepoga. CorjacHO HEKOTOPBIM BapUaHTaM OCYILECTBJICHUs >KUpPHAas
kuciora BkirouaeT 20 atromoB yriepona. CorjacHO HEKOTOPBIM BapHaHTaM OCYINECTBIEHUS
JKUpHAsi KHUCJIOTA BKJIIOYAET 21 arom yrinepomna. CornacHO HEKOTOPBIM BapHaHTaM
OCYILECTBJIEHUs] JKUpHas KHCIOTa BKIo4daeT 22 aroma yriepona. CoriacHO HEKOTOPBIM
BapMaHTaM OCYILIECTBJIEHUs >KMpHAas KuCJOoTa BkIodaeT 23 aroma yriepona. CoriacHo
HEKOTOPBIM BapHaHTaM OCYLIECTBJICHUS XKUPHAs KUCJIOTA BKIKOYaeT 24 atoma yrieposa.
[00177] CornacHO HEKOTOPBIM BapHaHTaM OCYILIECTBJIEHMs] HEHACBIIEHHAs KUpPHas KHUCIOTa
umeet 1, 2, 3, 4, S unu 6 nBOMHBIX cBsizel. COrTaCHO HEKOTOPBIM BAPUAHTAM OCYLIECTBJICHUS
HEHACBILICHHAS JKUPHAs KHUCJIOTa TPENCTaBysieT coOoil apaxumoHoByr kucioty. CorimacHo
HEKOTOPBHIM BapUaHTAM OCYIIECTBJICHUs] HEHACBIIIEHHAsS J)KUPHAst KUCIOTa MPEACTaBiIsAeT cOO0H
JUHOJEeBYKO kucioTy. CoOriacHO HEKOTOpPbIM BapHaHTaM OCYIIECTBIEHHs HEHACbIIEHHAas

JKUPHAsT KUCJIOTA MPEACTABISIET COOOM ONIEMHOBYIO KUCIOTY. COrjlacHO HEKOTOPBIM BapHUaHTaM
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OCYLIECTBJICHUS HEHACBIIIEHHAs] JKUPHAs KHUCJIOTA MPEACTABIsAET COOOH MaJbMHUTOJIEHHOBYIO
kucaoTy. CorjacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBIIEHUS HEHACBHIIEHHAs JKUPHAas KUCJIOTa
npeacTaBisieT cOOOH JTMHOIEHOBYIO KUCIOTY. COrNIaCHO HEKOTOPHIM BaPHAHTAM OCYIIECTBIICHUS
HEHACBILIEHHAS JKUPHAs KHCJIOTa MPEACTaBIsieT co00il 3iiko3aneHTaeHoBY0 kuciaoty. CormacHo
HEKOTOPBHIM BapUaHTAM OCYIIECTBJICHUsS] HEHACBILIEHHAs )KUPHAs KUCIIOTa MPEACTaBiIsAeT cOO0M
JOKO30T€KCACHOBYIO KHUCJIOTY.

[00178] CornacHO KOHKPETHBIM BapUaHTaM OCYIIECTBJEHUS JKUPHAs KUCIOTa MPENCTABJISET
co0ol MajabMUTHHOBYIO KUCIOTY. COrJacHO KOHKPETHBIM BapUaHTaM OCYIIECTBJICHHUS JKUPHAs
KHCJIOTA MPEACTABISET COOOM CTEAPHHOBYIO KUCIIOTY.

[00179] CornacHO HEKOTOpPBIM BapHaHTAM OCYILECTBICHMs BbIACIEHHBbIH MHUMETHYECKUN
nentun apoC-II BkiIOYaeT CTEapUHOBYK) KHUCJIOTY, KOBAJIEHTHO CBSI3aHHYIO C N-KOHLEBOH
aMUHOKHUCIOTOW. COrymacHO HEKOTOpPbIM M3 TAaKUX BAPUAHTOB OCYLIECTBJIeHUs N-KOHIeBas
AMUHOKHCJIOTA TIPENICTABISIET COOO0M acaparnHOBYIO KUCIIOTY.

[00180] CornacHO HEKOTOPBIM BapUAaHTaM OCYLIECTBJIEHUS BBIACIEHHbII MHUMETHYECKUN
nentuy apoC-II BKIFOUaeT CTeapruHOBYIO KHUCIOTY, KOBAJIEHTHO CBSI3aHHYIO ¢ OOKOBOH IpymIoit
JU3UHOBOro ocraTka. CoriacHO KOHKPETHBIM BapuUaHTaM OCYIIECTBJIEHUS, €CJIM BbIIEIEHHbIN
mumeTnueckuii nentuy apoC-Il Bkiroyaer nu3uH B MOJOXeHUH 40, TO CTe€apUHOBas KUCJIOTA
KOBQJICHTHO CBsI3aHa C JIM3MHOBBIM OCTaTKOM B TNoJokeHHU 46. COrjacHO KOHKPETHBIM
BapUaHTaM OCYIIECTBJICHUS, €CJIM BbIIeNeHHbIH MuMetndeckuii mentun apoC-II Bkarouaer
JIM3UH B MOJIOKEHUH 49, TO cTeaprHOBasl KHUCJIOTa KOBAJIEHTHO CBsI3aHA C JIN3UHOBBIM OCTaTKOM
B mnojoxkeHun 49. CornacHO KOHKPETHBIM BapUaHTaM OCYIIECTBJICHHUS, €CJIH BbIIEICHHbIN
mumeTnueckuii nentuy apoC-Il Bkimrodaer NU3MH B MOJOXKEHUH 56, TO CTeapUHOBAs KUCJIOTA

KOBQJIEHTHO CBSI3aHAa C JU3UHOBBIM OCTATKOM B MOJIOKEHUU S56.

1.1.2. Hlapaupuas obsacTb
[00181] CornmacHO HEKOTOPHIM BapUAHTAM OCYLIECTBJICHUS BBbIICICHHBIH MUMETUYECKUM
nentun apoC-II BkirodaeT mapHUPHYIO 00J1aCTh, COSNUHSIONIYIO MEPBIN CIIUPATbHBINA JOMEH U
BTOpPOIl crupanbHblii 1oMeH. COrjacHO HEKOTOPbIM BapUaHTaM OCYILIECTBJICHUs LIApHUpHAs
00sacTh PyHKIMOHANBHO pa3ieNisieT MepBbli CUPaIbHbIA JOMEH U BTOPOI CIIMPATbHBINA JOMEH.
CornacHO pasnMUYHBIM BapHAHTaM OCYILIECTBICHHs LIAPHUPHAS OONACTh IMOMOTAeT BTOPOMY
JIOMeHy, KOTOpbIH OONajgaeT akTUBHOCTHIO akTuBauuu LPL, mpucOoenuHATBHCS K MOBEPXHOCTH
munesut aunonporenHa. CoriacHO HEKOTOPBIM BapUAHTAM OCYLIECTBIICHHSI IIAPHUPHAS 00J1aCTh
MIOMOTaeT NEePBOMY CIUPAIBHOMY AOMEHY U BTOPOMY CIHPAJIBHOMY AOMEHY COXPAaHATh MOYTHU

NpSIMYI0 KOH(OpPMaLIMIO, TPH 3TOM BTOPOH JIOMEH OTKJIOHSIETCS OT IEPBOr0 JOMEHA Ha yrojl He
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Oosee yem mpudau3uTenbHO 20°, Hanpumep, He Oojee yeM nmpuOIH3uTENbHO 15°, He Oonee uem
npubnusuTenbHo 10° nnn He Oosee yeM NPUOIU3UTENBHO S5°.

1.1.2.1. AMHHOKHCJIOTHAS KOMMO3HLHS IIAPHUPHOHN 00/1aCTH
[00182] CornacHo pa3aMUHBIM BapUaHTaM OCYILIECTBIICHUS IAPHUPHAst 00JacTh BKIKOYAET 3-
15 amunOKHKCHOT, HanpuMep, 4-12 aMUHOKUCIOT, 5-10 aMUHOKHUCIIOT, 6-9 aMUHOKHUCIIOT, WK 7-
8 ammHOKHCHOT. COrNacHO HEKOTOPBIM BapHaHTaM OCYINECTBJIEHHUsS IIApHUpPHAs 00JacTh
BKJIFOUaeT 3 aMHUHOKUCIOTHL. COrJacCHO HEKOTOPBIM BapHUaHTaM OCYLIECTBJICHUs LIApHUpHAs
oOmactp BKIIOUaeT 4 aMHHOKUCIOTHL. COrlacHO HEKOTOPhIM BapHAHTAM OCYINECTBJICHUS
IIapHUpPHas OOJacTb BKIIOYAET 5 amuHokuciaoT. COrnacHO HEKOTOPbIM BapHaHTaM
OCYLIECTBJICHUsl IIApPHUPHAs OONacTh BKIKOYaeT 6 aMUHOKUCIOT. COrylacHO HEKOTOPBIM
BapUaHTaM OCYLIECTBJEHMs LIapHUpPHas oOnacTh Bkimo4daer 7 aMuHOKHUCIOT. CoriacHo
HEKOTOPbIM BapHUaHTAM OCYLIECTBJICHHs LIAPHUPHAs OOJAacTh BKIOYAeT 8 aMHHOKHUCIIOT.
CornacHO HEKOTOPbIM BapHAaHTAM OCYLIECTBJICHHMs IIapHUpHas o0O0JacTh BKIO4YaeT 9
aMuHOKHCIIOT. COrNacHO HEKOTOPbIM BapHUaHTaM OCYINECTBJICHHS INapHUpHas o00JacTh
BkmoyaeT 10 amuHOkHcnoT. COrnacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUs LIApHUPHAs
obnmacte Bkimrouaer 11 amuHOKHCHOT. COINIACHO HEKOTOPHIM BapHaHTAM OCYIIECTBIICHUS
mapHUpHas 00JacTh BKJKOYAET 12 amuHOkHcnoT. COrjlacCHO HEKOTOPhIM BapHaHTaM
OCYLIECTBJICHUSI INApHHUPHAsi 0o0jacTh BKIO4YaeT 13 amuHOKMUCIOT. COrjlacHO HEKOTOPBIM
BapUAHTAM OCYINECTBJICHUsS IIApHUPHAas o0iacTh BKJIOUaeT 14 amuuOKMCHOT. CoriacHo
HEKOTOPBIM BapUAHTAM OCYIIECTBICHHS IAPHUPHAst 00JIaCTh BKIFOYAET 15 aMHHOKHUCIIOT.
[00183] CornacHO HEKOTOPBHIM BapUAHTAM OCYINECTBJICHHS IIAPHUPHASI 00JACTh BKIFOYAET
NPUPOIHYI0 aMUHOKHUCIOTY. COrjacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBIEHHs LIapHUpHAs
00NacTh  BKJIFOYAET HEMPUPOAHYI0 aMHUHOKHUCIOTY. CorjacHo HEKOTOpPbIM BapHaHTaM
OCYLIECTBJICHHUS IApHUPHAst 00JaCTh BKIFOYAET AHAJIOT AMHHOKHUCIIOTHI.
[00184] CornacHo pa3jIMYHBIM BapUAHTAM OCYINECTBJICHHS IIAPHUPHASI O0JACTh BKJIFOYAET
nposuH. COracHO HEKOTOPBIM BapHaHTaM OCYLIECTBJICHUs LIAPHUPHAS OONACTh BKIOYAET
TUAPOKCHITIPONUH. Takke MOryT ObITh HMCHOJB30BaHA APYrU€ MOAXOISAIINE AMHHOKHCIIOTHI
(TakMe Kak TJHUIWH, CEPHH, TPEOHWH W aJIaHWH), KOTOpble (PYHKLHMOHAJIBHO PAa3IelsIOT I1Ba
CHHUPAJbHBIX TOMEHA.
[00185] CornacHO HEKOTOPBHIM BapUAHTAM OCYINECTBJICHHS MIAPHUPHASI O0JAaCTh BKIFOYAET
nponuH. COrjlacHO HEKOTOPBIM M3 TaKHX BAPHUAHTOB OCYIIECTBIIEHHs IIapHHUPHAs 00JacTh
BKJIIOUaeT NpoiuH B nojoxkeHuu 58. CornacHO HEKOTOPbIM BapHaHTaM OCYIIECTBIEHUS
mapHupHass oOjacTh BKIO4YaeT — amaHWH. COrJacHO HEKOTOPBIM M3 TaKHX BAapHUAHTOB

OCYLIECTBJICHUSl INApHUpPHAs oONacTh BKIKOYaeT  anaHuH B mnonoxkeHuun S58. CormacHo
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HEKOTOPHIM M3 TAKMX BAapPUAHTOB OCYINECTBIIEHHs INApHUpPHAs OOJACTh BKIIIOYAET aJaHUH B
nojoxkeHnn S59. CornacHO HEKOTOPHIM BapUAaHTaM OCYINECTBJICHUS LIAPHHPHAs OO0JacTh
BKJIFOUaeT HopieHuuH. COornacHO HEKOTOPBIM U3 TaKUX BApUAHTOB OCYLIECTBJICHUS LIAPHUPHAs
o0nacTp BKJIIOYAET  HOpJeWUWH B mojoxkeHnH 60. CorimacHO HEKOTOPbIM BapHAHTaM
OCYLIECTBJIEHUsI IIapHHUpHas obnacth Bkio4yaeT JM3HH. COrjlaCHO HEKOTOPBIM M3 TaKHX
BapUAHTOB OCYIIECTBJICHUS IIapHUPHAs 00JacTh BKJIIOUAET JH3UH B nosnoxkeHuu 60. CormacHo
HEKOTOPBHIM BapHaHTaM OCYIIECTBJICHUS MIapHUPHas oOnacTh BKIOYaeT MeTHOHHH. CoriacHo
HEKOTOPBHIM M3 TAKMX BAPHAHTOB OCYIIECTBJICHUS LIAPHUPHAs OOJNACTh BKJIIOYAET METHOHHH B
nojoxkeHnun 60. CornacHO HEKOTOPbIM BapUaHTaM OCYINECTBJICHUS UIapHHUpHAs o0acTh
BKJItOUaeT cepuH. COrlacHO HEKOTOpPBIM M3 TaKMX BAapPUAHTOB OCYILECTBJIEHMs LIAPHUpHAs
00acTh BKJIIOYAaeT CepuH B nosioskeHuH 61. CormacHoO HEKOTOPHIM BapuaHTaM OCYIIECTBIICHUS
IIapHUpHass O0NacTh BKJIKOYaeT  TpeoHHH. COrNaCHO HEKOTOPbIM M3 TaKUX BapUaHTOB
OCYINECTBJICHUS] INApHHPHAs OOJNacTb BKJIOYaeT TPEOHHMH B mosiokeHuun 62. CoryiacHo
HEKOTOPbIM M3 TaKUX BAPHAHTOB OCYLIECTBJICHHs INAPHUPHAsl OOJNAcTh BKJIIOYAET TPEOHHUH B
nonoxkeHnu 64. CoriacHO HEKOTOPbIM BapHAaHTaM OCYLIECTBJIEHHs LIAPHHUPHAs 00JacTh
BKJIIO4YaeT THUPO3UH. COrllaCcHO HEKOTOPBIM U3 TAaKUX BAapPUAHTOB OCYIIECTBJICHUS LIApHUPHAs

00JIaCTh BKJIIOYAET THPO3HUH B MOJOXKEHHUH 63,

1.1.2.2. Xumnueckass MoaAu(UKALMS IAPHUPHOH 00J1aCTH

[00186] CornacHO HEKOTOPBHIM BapUAHTAM OCYINECTBJCHHS IIAPHUPHASI 00JACTh BKJFOYAET
10 MEHbLIEH Mepe OJJHY XUMHUYECKYI0 MOIU(UKALIUIO.

[00187] CornacHO HEKOTOPHIM BapHUAHTAM OCYINECTBJIEHHS XHUMHUYECKash MOAH(UKALUS
OCYLIECTBJISIETCS. B OOKOBOHM TpyIe aMHUHOKHUCIIOTHI IMapHUPHOH oOnactu. Monudukanmu B
OOKOBBIX TIpyMIaX aMHUHOKHUCIIOT BKJIIOYAIOT 0€3 OrpaHHYeHHs alMJINPOBAHHE £-aMUHOTPYIII
m3uHA, N-aJKWIMpOBaHUE apTUHUHA, TUCTUANHA WIH JIU3UHA, AJKWINPOBAHHE KapOOKCHITBHBIX
IPYII [NIyTAMHHOBOM WJIM aCIapardiHOBOHM KHUCIIOTHI, 00pa30BaHUE JIAKTaMa MyTeM LHKJIN3aLUN
€-aMUHOTPYIIN JIM3MHA C KapOOKCWJIBHBIMHU TPyNIaMyd OOKOBBIX TPYNI TIIYTAMHHOBOW HIIH
acTiaparuHOBOM KHUCIOTBI, YIJIEBOJOPOJHOE «CIIMBAaHUE» (Hampumep, sl CTa0WIN3aluu
koH(popmanuii anbpa-ciupanu) U JeaMHIUPOBAHHME IIIyTaMUHAa WM acrnaparuHa. CoriacHo
HEKOTOPHIM BapUAHTAM OCYLIECTBIEHHs INApHUpHAs o0macTb MoauuIUpyercs MyTeM
3aMeIIeHUs] OJHOW HJIM HECKOJBKHX OOKOBBIX T'PYII APYTMMH OOKOBBIMH TIPYIIAMH, TAKUMH
KaK aJKWj, HAZIIAW ajdKWi, [MUKIuYeckuil 4-, 5-, 6-, 7-ujieHHbIN aJIKuJ, aMua, aMUI-HUIIHNA
ANKWJ, aMHUA-TA(HU3IIANA ajKWI), HU3MINN aJKOKCH, THAPOKCH, KapOOKCH M HUX HH3IINE

CIIO’KHO3(MPHBIE TIPOU3BOIHBIE, a TakXke 4-, 5-, 6-, 7-4IeHHbIMU reTepolukiamMu. Hanpuwmep,
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MOTYT OBITh MOJIyYEHBI MIPOJIMHOBBIE AHAJIOTH, B KOTOPBIX pa3Mep KOJbLia MPOJIMHOBOTO OCTATKA
WU3MEHSIETCSl OT S-WIEHHOrO KOJjbLa A0 4-, 6- win 7-4ieHHoro koasna. Lluknudeckue rpynmnsl
MOTYT OBbITb HACBIIIEHHBIMU WJIM HEHACHIIIEHHBIMHU, W €CJIM HEHACHIIIEHHBIE, TO MOTYT OBITh
apOMAaTUYECKMMHU WJIM HEApOMAaTUYECKUMH. | eTepoLuKINYecKre TIpynmbl MOIYT BKJIKOYAaTh
OIVH WJIM HECKOJIbKO TI'€TepOoaTOMOB a30Ta, KUCIOpoja W/wunm cepbl. lIpumepbl Takux rpymnmn
BKJIFOYAIOT bypazaHunpHy0, (QypUIbHYIO, HWMHIA30JUANHUIBHYIO, HMHAA30IHIIBHYIO,
UMHIA30JIMHIIIBHYIO, W30THA30JIMIIBbHYIO, HM30KCA30JIMIbHYI0, MOP(OIMHUIBHYIO (Hampumep,
MOP(OJMHO), OKCA30JWJIbHYIO, IUINEPA3UHWIbHYIO  (Hampumep, |-MUnepasuHUIIbHYIO),
MUNEPUANIBHYIO (marmpumep, |-nmunepuauIbHyIO, IHUIEPUINHO), MUPAHUJIBHYO,
MUPA3UHUIIBHYIO, NUPa30IUAUHUIBHYIO, NUPA30JIUHUIBHYIO, MUAPA30JIUIbHYIO,
NUPUAA3UHWIBHYIO, TUPUAMIBHYIO, MUPUMUANHUIBHYIO, MUPPOJIMIUHIIIBHYIO (Hanpumep, 1-
NUPPONUANHWIBHYIO ), TUPPOJIMHIIBHYIO, TUPPONMIBHYIO, THAANA30IUIBHYIO, THA30JIUIbHYIO,
TUEHWIbHYIO, TUOMOP(OIMHIIIBHYIO (HampuMmep, THOMOP(GOJINHO) M THA3OIUIBHYIO TPYIIIBL
OTH TeTepoLMKINYECKHe TPYIIbl MOTYT OBITh 3aMEIIEHHBIMH WJIM He3aMeLleHHbIMH. Eciu
IpyInIa 3aMeHsIeTCs, TO 3aMECTHTEIEM MOXKET OBbITh aJKHJI, AJKOKCH, TaJIOTeH, KHCIOPOJ HIIH
3aMeIeHHbIH WK He3aMeleHHbIH Gerni. IlenTunpl, a Takke NenTHIHbIE AHAJIOTH U MUMETHKHY,
TaKke MOTYT OBITb KOBAJIEHTHO CBSI3aHBI C OJHMM WJIM HECKOJbKUMH M3 psifa HeOEIKOBBIX
MOJIUMEPOB, HANpPUMEP, MOJUITWICHIJIMKOJb, MOJUMPONWICHIJIMKOIb WIM MOJUOKCHUAJIKEHBI,
kak omucbiBaeTcsi B mareHTax CIITA NoNe 4640835, 4496689, 4301144, 4670417, 4791192 u
4179337.

[00188] CornacHO HEKOTOPHIM BapHAHTAM OCYINECTBJICHHS XHUMHUYECKash Moau(UKaLus
npexacrasisier co0oil  HekoBaJeHTHyr0 Moaudukauuro. COrjacHO HEKOTOPbIM — JPYyTUM
BapUAHTAM OCYILIECTBJICHHS] XWUMHYECKas MOIU(UKALUS KOBAIEHTHO cBsizaHa. CoriacHo
pPa3JIMYHBIM BapHAHTAM OCYIIECTBICHUS XUMHYECKass MOIU(PUKALUS MOXKET TNPEACTaBIAT
coboit pochopunupoBanue, NIMKO3UITMPOBAHUE HITH JIUITUIUPOBAHUE.

[00189] CornacHO HEKOTOPHIM BapHUAHTAM OCYINECTBJICHHS XHUMHUYECKash MOAH(UKALUS
NpeACTaBIsieT COOON KOBAJIEHTHYIO CBSI3b JKUPHOH KUCIOTHL COIJIaCHO HEKOTOPBIM BapHaHTaM
OCYILECTBJIEHUs] JKHUPHAasl KHCIIOTa sBJseTCs HachlmleHHONH. COrjacHO HEKOTOPBIM APYTUM
BAPUAHTaM OCYLIECTBJICHUs )KMPHAsl KUCJIOTA SIBJIIETCS HEHACBILIEHHOM.

[00190] CornacHoO pa3iIMYHBIM BapHaHTaM OCYILIECTBJICHUs )KUpPHas KUCJIOTa BKiIoyaeT 2-30
aTOMOB yrjiepoaa, Hampumep, 4-26 atoMmoB yriepona, 6-24 aroma yriepoaa, 10-20 atomos
yraepona, 12-18 atomos yrnepona u 14-16 atomos yriiepona. CorjacHO HEKOTOPBIM BapHAHTaAM
OCYILLECTBJIEHUs JKUpHasl KHCJIOTa BKJOo4aeT 6 aromoB yriepona. CoriacHO HEKOTOPBIM

BapUaHTaM OCYLIECTBJICHUs] JKUPHas KHUCJIOTa BKJIOYaeT 7 atomoB yriepozaa. CoriacHo
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HEKOTOPbIM BapHaHTaM OCYLIECTBJIEHHUsS >KMPHAs KUCJIOTa BKJIKYAaeT 8 aTOMOB yIJepona.
CornacHO HEKOTOpPBIM BapHaHTaM OCYILIECTBJIEHUs >KUPHas KHUCIOTa BKIKOYaeT 9 aToMOB
yriepozaa. CorjacHO HEKOTOPBIM BapHaHTaM OCYILECTBJIEHHS >KHUpHasl KUCJIOTa BkioudaeT 10
aroMoB yriepoaa. CornacHO HEKOTOpPbIM BapUaHTaM OCYIIECTBJIEHHS JKHUPHAas KUCJIOTa
BrJatouaer 11 atomoB yriepopa. CorjacHO HEKOTOPBIM BapHUaHTaM OCYILECTBJICHUs >KUpHAas
KUCIO0Ta BKJIOuaeT 12 atromoB yriepona. CoOrjgacHO HEKOTOPBIM BapHaHTaM OCYINECTBIEHUS
JKUpHas KucioTa BKModaeT 13 aromos yraepopa. CorynacHO HEKOTOPbIM BapHaHTaM
OCYILLECTBJIEHUs] JXKUpHAas KUCJIOTa BKIo4aeT 14 aromoB yriepopa. CorjmacHO HEKOTOPBIM
BapMaHTaM OCYILECTBIEHMs >KUpHas KuCJIOTa BKJIo4daeT 15 aromoB yrumepopa. CoriacHo
HEKOTOPbIM BAapUaHTaM OCYINECTBJICHUs >KUPHAs KHUCIOTa BKJIIOYAaeT 16 aTOMOB yriepona.
CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIECHUs SKHUPHAs KUCJIOTa BKJIO4YaeT 17 aTtoMoB
yriepozaa. CornacHO HEKOTOPBIM BapHaHTaM OCYILECTBJIECHHS KUPHAs KUCJIOTa BKiIoudaeT 18
aromoB yriepoga. CoOrlacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHHS JKUpPHas KHCIIOTa
BKIo4aeT 19 atomoB yriepoma. CoriacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIIEHUsS >KUPHas
kuciora Bkitodaer 20 aromoB yriepoaa. CoriacHO HEKOTOPBIM BAapHAHTaM OCYILECTBJICHUS
JKUPHAst KHUCJIOTa BKJIIOYAET 21 arom yruepona. CorjacHO HEKOTOPBIM BapuUaHTaM
OCYILIECTBJICHUs JKUpPHas KHCIOTa BKIO4aeT 22 aroma yriepona. CoOriacHO HEKOTOPBIM
BapMaHTaM OCYILIECTBJICHUs >KMpPHAas KHUCJIOTa BKIouaeT 23 aroma yriepona. CoriacHo
HEKOTOPBIM BapHaHTaM OCYLIECTBJICHUS KUPHAs KUCJIOTA BKIIKOYaeT 24 aToma yraeposa.
[00191] CornacHO HEKOTOPBIM BapHaHTaM OCYIIECTBJIECHUs] HEHACBIIEHHAs KUPHAs KHUCIOTa
umeet 1, 2, 3, 4, 5 unu 6 aBOMHBIX cBsize. COrJITaCHO HEKOTOPBIM BapUAHTaM OCYIIECTBJICHUS
HEHACBILICHHAS JKUPHAs KHUCJIOTa TMpPencTaByisieT coOoil apaxumoHoByr kucioty. CoriacHo
HEKOTOPBIM BapHAHTAM OCYIIECTBJICHUs] HEHACBILICHHAS KUPHAsk KUCJIOTa MPEACTaBiIsieT coO0kH
JIUHOJEeBYK kuciory. CoriacHO HEKOTOPbIM BapHaHTaM OCYIIECTBIEHHS HEHACbIIEHHAs
JKUPHAsT KUCJIOTA MPEACTABISIET COOOM OJNIEMHOBYIO KUCJIOTY. COrjIaCHO HEKOTOPBIM BapUaHTaM
OCYLIECTBJICHUS HEHACHIIIEHHAs] JKUPHAs KHUCJIOTA MPEACTABIIAET COOOH MaJbMHUTOJEUHOBYIO
kucaoty. CorjacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBIIEHUS HEHACBIIEHHAs JKUpPHAas KUCJIOTa
npeacTaBisieT COOOH JTMHOIEHOBYIO KUCIOTY. COrNIaCHO HEKOTOPBIM BapHAHTAM OCYIIECTBIICHUS
HEHACBILICHHAS JKUPHAs KHICJIOTa NMPEACTaBisieT co0oil 3iiko3aneHTacHOBY0 KuciaoTy. CormacHo
HEKOTOPBHIM BapUaHTAM OCYIIECTBJICHUs] HEHACBILICHHAS J)KUPHAs KUCIOTa MPEACTaBIsAeT coO0H
JNOKO30T€KCACHOBYIO KHUCJIOTY.

[00192] CornacHO KOHKPETHBIM BapUAHTaM OCYINECTBJIEHUS JKUPHAs KUCJIOTA MPEICTABIISET
coboi MajabMUTUHOBYIO KHUCIOTY. COrJIacCHO KOHKPETHBIM BapHAaHTaM OCYIIECTBJICHHUS JKUPHAs

KHCJIOTA MPEACTABISIET COOOH CTEAPHHOBYIO KUCIOTY.
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[00193] CornacHO HEKOTOpPHIM BapHaHTAM OCYILECTBJICHMs BbIACNEHHBIH MHUMETHYECKUN
nentun apoC-II BkIOYaeT MaJbMUTHHOBYKO KHCJIOTY, KOBAJICHTHO CBSI3aHHYKO C OOKOBOH
rpynmnoi JU3UHOBOrO octartka. COrjlaCHO KOHKPETHBIM BapHaHTaM OCYIIECTBJICHUS, €CIIU
BbIICNICHHbI MuMmeTudeckuil mentun apoC-II Bkmrouaer  nu3uH B mojoxkeHun 60, TO

MaJIBMHATHHOBAS KHMCJIOTA KOBAJIEHTHO CBsI3aHA C JIM3MHOBBIM OCTATKOM B MOJIOKEHUH 60,

1.1.3. Bropoi cnupajJbHbIH J0MeH

[00194] CornacHO HEKOTOPHIM BapUAHTAM OCYINECTBJICHHUS BTOPOM CHHUPAJIbHBIN JOMEH
BbIZeJICHHOTO MuMeTrndeckoro mentuaa apoC-II mpencrasisier coOOW HATHUBHYIO CHUpalib 3
oenka apoC-II. Crimpans 3 6enka apoC-II Bkirouaer aMUHOKHCIOTHBIE ocTtaTku 65-74/75 (SEQ
ID NO: 5), npoHyMepOBaHHBbIE COTJIACHO UX TMOJIOKEHUIO B 3penoM Oenke apoC-II uz 79
aMUHOKHUCIOT. COrNacHO HEKOTOPBIM APYTHMM BapUaHTaM OCYLIECTBJIEHUS BTOPOH CIHpPasIbHbIN
ZOMEH BBIIEICHHOro MuMeTH4yeckoro nentuaa apoC-II mpencrasisier coboi BapuaHT CMpasu 3
Oenxa apoC-IL.

[00195] CornacHo HEKOTOPBIM BapUAHTAM OCYILECTBICHHs BApHAHT criupanu 3 Oenka apoC-I1
BKIIOYaeT  Moaupukanuu HatuBHOW crmpanu 3 Oenka apoC-IIl. CoriacHo pasanyHBIM
BapUAHTAM OCYLIECTBJICHHS MOAU(HKAIMKM BKIOYAIOT  YUIMHEHUS, YCEYEHUs, MyTallu U

XUMHUYCCKHUE Monnd)nxaunn.

1.1.3.1. Yanunenue cnupaiau 3 apoC-I1

[00196] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIEHUs BapuaHT coupanud 3 apoC-II
BKJtOUaeT yuiauHeHue cnupanu 3 apoC-Il. CornacHO HEKOTOPBIM BapHUaHTaM OCYINECTBIEHUS
yIUIMHEHHE YCHJINBAET CIIOCOOHOCTh BapuaHTa criupainu 3 apoC-II akTMBHpOBATH JHIONU3 C
nomousro LPL.

[00197] CornacHo HEKOTOPBIM BapHaHTaM ocyluecTsiaeHus cnupaib 3 apoC-Il ynnunsercs Ha
C-xonue. CornacHo pas3jM4YHBIM BapHaHTaM ocylnecTBiaeHus crnupanb 3 apoC-ll ynnunsercs Ha
1-20 amuHokucnor Ha C-xoHue. CorjacHO HEKOTOPBIM M3 TAKMX BAapUAHTOB OCYIIECTBIEHHS
cmupanb 3 apoC-Il ynnmunsiercs Ha 1-10 amuHokucnor Ha C-konme. COryiacCHO HEKOTOPBIM
BapHaHTaM ocyuiecTBieHus cnupaib 3 apoC-ll ynnunsercs Ha 1 amuHokucnory Ha C-KOHIE.
CornacHO HEKOTOpBIM BapuaHTaM ocyliecTBieHus cnupaib 3 apoC-II yanunsercs Ha 2
aMuHOKHUCIOTEl Ha C-koHue. COrjacHO HEKOTOpPbIM BapUaHTaM OCYINECTBIEHHUs CHupaib 3
apoC-II yanunsercs Ha 3 amuHOKUCHOTHI Ha C-koHue. CornacHO HEKOTOPBIM BapHUaHTam
ocymectieHus: cnupanb 3 apoC-1l yanunsiercss Ha 4 amuHOKHCIOTHI Ha C-koHue. CormacHo

HEKOTOPBIM BapHaHTaM ocyliecTBieHus cnupaib 3 apoC-lI yanuHseTcs Ha 5 aMMHOKHCIIOT Ha
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C-xonue. CornacHo HEKOTOPBIM BapHaHTaM ocyluecTBieHus cnupaib 3 apoC-II ynnunsercs Ha
6 amuHOKuCJIOT Ha C-koHue. CorjacHO HEKOTOpPBIM BapHaHTaM OCYIIECTBJEHHs CIHpanb 3
apoC-II ynnunsercs Ha 7 amuHOKuUCIOT Ha C-koHue. CoOrjacHO HEKOTOPbIM BapHUaHTam
ocymectieHus: cnupainb 3 apoC-II ynnunsiercs Ha 8 amuHokucinor Ha C-konue. CoriacHo
HEKOTOPBIM BapHaHTaM ocyliecTBieHus cnupanb 3 apoC-lI yanunsercs Ha 9 aMMHOKHCIIOT Ha
C-xonue. CornacHO HEKOTOPBIM BapHaHTaM ocyluecTBieHus cnupaib 3 apoC-II ynnunsercs Ha
10 amunokucnot Ha C-KoHIIE.

[00198] CornmacHO KOHKPETHBIM BapHaHTaM OCYILIECTBIEHUsA, eciu cnupaib 3 apoC-II
yIIMHSEeTCs Ha 4 aMUHOKHUCIOTHl Ha C-KOHLIE, TO aMUHOKHUCJIOTAMH SIBJISIFOTCS JIM3UH, TJIHLINH,
IIIyTaMUHOBAs1 KUCJIOTA U INIyTaMUHOBAsk KucjaoTa oT N-koHna 10 C-koHua.

[00199] CornacHO KOHKpPETHBIM BapHaHTaM OCYILIECTBIEHUsA, ecau cnupaib 3 apoC-II
yIIMHeTCs Ha 4 aMUHOKHUCIOTHI Ha C-KOHIIE, TO aMUHOKUCIOTAMH SIBJISIFOTCSI ApTUHUH, TNIHLINH,

IJIyTaMUHOBAsI KMCJIOTA U IIIyTaMHHOBAs KUcjoTa oT N-koHIa 10 C-koHIa.

1.1.3.2. MyTtauus cnupaau 3 apoC-11
[00200] CornacHO HEKOTOPHIM BapHaHTaM OCYILECTBJIEHUs BapuaHT crnupanu 3 apoC-II
BKJIIOYAET 10 MeHblIell Mepe omHy Myrtauuio cnupanud 3 apoC-II. CornmacHO HEKOTOPBIM
BapUAHTAM OCYLIECTBJICHHUS MyTalMs YCHJIMBAeT CIOCOOHOCTh BapuaHTa crnmpanu 3 apoC-II
aKTUBUPOBATH JIUIMOJIN3 ¢ momoibo LPL.
[00201] CornmacHO HEKOTOPBIM BapUaHTAM OCYIIECTBIEHMs] BapuaHT crmpaiun 3 apoC-II
BKJIIOYAET onHy wmytanuto cnupanu 3 apoC-II. CormacHo HEKOTOpPBIM BapUaHTaM
ocymectBieHus: BapuaHT criupanu 3 apoC-II Bkmrouaer aBe myraumu crnupanud 3 apoC-IL
CornacHO HEKOTOpPBIM BapuUaHTaM OCYLIeCTBJIeHUs BapuaHT crupanu 3 apoC-II Bkirouaer Tpu
myTtanun cnupaind 3 apoC-1l. CorjmacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBJICHMs] BapUaHT
cmupamu 3 apoC-II Bkirowaer uyerbipe mytaumu crimpaidu 3 apoC-IIl. CorimacHO HEKOTOpPBIM
BapMaHTaM OCyLlecTBJIeHUs BapuaHT cnupaiu 3 apoC-Il Bkmrouaer mnsaATh MyTauui crupanu 3
apoC-II. CornacHO HEKOTOpPBIM BapHaHTAM OCYyIIeCTBIeHHs BapuaHT cnupanu 3 apoC-II
BKJIFOUaeT OoJjiee msith MyTanmii crimpanu 3 apoC-IL
[00202] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIICHUS MyTalusl TMPEICTaBisieT coOou
AMUHOKHUCJIOTHYKO 3aMeHy. CoOrjacHO HEKOTOPbIM BapHaHTaM OCYIIECTBIEHHUS MyTalus
npencrasisier  coOOH  BCTaBKy  aMUHOKHCIOTHL. ~ COrylacCHO ~ HEKOTOpPBIM — BapHaHTaM
OCYLIECTBJICHUS] MyTalUs IPEACTABISIET COOON AENEIMI0 aMUHOKHCIIOTBL
[00203] CornacHO HEKOTOpPbIM BapHUaHTaM OCYLIECTBJIEHUS OpPUTMHAJIbHAs AaMHHOKHCIOTA

criupamu 3 apoC-II 3amensieTcst mpuponHONH aMUHOKHUCIOTON. COrmacHO HEKOTOPBIM BapHUaHTaM
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OCYILECTBJIEHUs] OpUTMHalbHas aMuHOkucioTa cnupainu 3 apoC-II 3ameHsieTcs HeNpUpPOIHON
amuHoOkucinoTod.  CorjacHO  HEKOTOpPbIM — BapuaHTaM  OCYIIECTBJEHUS  OpUTMHAJbHAas
amuHoOKkHcnoTa cnupanu 3 apoC-II 3amensieTcss aHaI0roMm aMHUHOKHUCTIOTHI.

[00204] CormacHO pa3IMYHBIM BapUAHTaM OCYIIECTBJICHHS AMUHOKHUCJIOTHAs 3aMeHa
npencTaBsieT CcoOOW  KOHCEPBAaTHBHYIO MJIM TOJYKOHCEPBAaTHBHYIO 3ameHy. (CoriacHo
HEKOTOPbIM BapUaHTaM OCYLIECTBJICHUs aMHHOKHMCIIOTHAs 3aME€Ha OKa3blBA€T MUHHUMAJIBHOE
BIMSHNAE HA AKTHBHOCTh W/HIIM CTPYKTYPY IIOJY4€HHOro B pe3yibrare nentupa. CoriacHo
HEKOTOPbIM BAapHAaHTAM OCYILECTBJICHUs] aMUHOKMCIIOTHAsl 3aMe€Ha MOAJNEPKHUBAET CTPYKTYpPY
NENTUAHOTO CKeJieTa Ha YYacTKe 3aMeHbl, HalpuMep, B BHJAE CIUPAIbHONH KOH(pOpMALMH.
CornacHO HEKOTOPBIM BapHUaHTaM OCYIIECTBJIEHUS aMHUHOKMUCIOTHAs 3aMeHa MOAJEP>KUBAET
3apsn Wu ruapopoOHOCTE MOJEKyJbl Ha IeneBoM caiite. COrjlacHO HEKOTOpPBIM BapHaHTaM
OCYINECTBJICHHUS ~AaMHMHOKHUCIOTHAs 3aMeHa MOIAepKuBaeT 00beM OOKOBOH  IPYIIIbI
AMUHOKHCJIOTBL

[00205] CornacHO pa3JIUYHBIM BapUaHTaM OCYLIECTBJICHUS aMUHOKMUCJIOTHAs 3aMeHa
npencraBisier coOOH  HeKOHCepBaTHBHYH 3aMmeHy. COIJIaCHO HEKOTOPbIM BapHUaHTaM
OCYINECTBJICHNUS] aMUHOKHCJIOTHAsE 3aMeHa 00eCHeYnBaeT CYIIEeCTBEHHbIE N3MEHEHUsI CBOWCTBA
nentuna. COrNIACHO HEKOTOPbIM BapHAHTAM OCYLIECTBJCHUS THAPOQUIBHBIH OCTATOK
3aMmeHsieTcss  ruapodoOHbIM  octaTkoM. COrJIaCHO  HEKOTOPBIM — JPYTUM  BapHaHTaM
OCyIIECTBJIeHHsT THAPOPOOHBI OCTaTOK 3aMeHseTCsl TUAPOPUIbHBIM ocTaTKoM. CorjacHo
HEKOTOPBIM BapUaHTaM OCYILECTBJIEHUs] LIUCTEUH WM MPOJIMH 3aMEHSETCS OPYTUM OCTaTKOM.
CornacHO HEKOTOpPBIM JPYrMM BapHaHTaM OCYIIECTBJEHHS HELUCTeUH WM HEeNPOJUuH
3aMeHsIeTCs LIUCTEeMHOM WK NMpoauHOM. COrjlacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUS
OCTAaTOK, UMEIOIINN 3JIEKTPONOJIOKUTENBHY IO OOKOBYIO rpynmy, 3aMEHSETCs
3JIEKTPOOTPHULIATENbHBIM OCcTaTKOM. COrNIaCHO HEKOTOPBIM APYTUM BapHaHTaM OCYLIECTBJICHUS
OCTAaTOK, UMEIO U 3JIEKTPOOTPULIATEIbHY IO OOKOBYIO rpynmy, 3aMEHSETCs
3JIEKTPONOJIOKUTEIbHBIM OCTaTKOM. COrJIaCHO HEKOTOPBIM BapHaHTaM OCYILECTBJIEHHs OCTaTOK,
UMeroIuil 00BeMHYI0 OOKOBYIO TPYIIIY, 3aMEHSIETCS OCTATKOM, HE UMEFOIIUM OOKOBYIO IPYIIIT.
CornacHo HEKOTOpPBIM JPYTMM BAapHAaHTAM OCYINECTBJIEHHS] OCTATOK, HE MMEIOLINI OOKOBYIO
TPYIINY, 3aMEHSIETCS] OCTATKOM, HMEIOIIUM OOBEMHYIO OOKOBYIO TPYIIITY.

[00206] CormacHO HEKOTOPBIM BapUAHTAM OCYILIECTBJICHHUS AMUHOKHCJIOTHAs 3aMEHa
ocyuecTnisiercs B nonoxkeHuu 70. CornacHO HEKOTOPBIM U3 TaKUX BapUAHTOB OCYINECTBIEHUS
rJIyTaMuH B nojioskeHnn 70 3amenHsieTcss apruHuHOM. COTJIACHO HEKOTOPBIM JIPYTHUM M3 TaKUX

BAaPHUAHTOB OCYIICCTBIICHHUS INTYTAMHWH B ITOJIOXKCHUHN 70 3aMeHsIeTCS IN3UHOM.
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1.1.3.3. Xumuyeckasi mogudukanusi Bapuanta cnupaiu 3 apoC-11I

[00207] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIE€HUs BapuaHT cnupainu 3 apoC-II
BKJIFOYAET 110 MEHbLIEH Mepe OOHy XMMHUYecKyro Moaudukaunto. COrjacHO HEKOTOPBIM
BapUAHTaM OCYIIECTBJICHHS XUMHYECKYI0 MOAM(UKALMIO YCHINBAET CIIOCOOHOCTh BapHaHTA
CIupay 3 akTUBUPOBATH JIUNOIU3 ¢ noMoLnbo LPL.

[00208] CornacHO HEKOTOPHIM BapUaHTaM OCYINECTBIEHHS XHUMHUYECKas MOAH(pUKALUs
ocywmecTtBisierca Ha C-xoHue Broporo aoMeHa. (CornacHO pasjiu4HbIM — BapuUaHTam
OCYIIECTBJIEHUsl KapOOKCHIIbHBIA KOHerl C-KOHIa MOXeT ObITh MOAU(UIMPOBAH IyTEM
KOHBIOTAIlMM C Pa3jM4YHbIMU (pyHKIMOHANBbHBIMU Tpynnamu. [lokasanm, uTo HeHTpanusanus
KOHLIEBOT'O 3aps/la CUHTETHYECKOro MEeNTUAA, UMUTUPYIOLIETrO arnoJUIONPOTEUHBI, YCUINBAET
ero adpdunHocts B orHomeHuu sununoB (Yancey et al., Biochem. 34:7955-7965, 1995,
Venkatachalapathi et al., Protein: Structure, Function and Genetics 15:349-359, 1993).
Hanpumep, auetmnupoBaHMe  aMHHO-KOHLIA — aM(UIATHYECKUX  NENTHIOB  YCHJIMBAET
apdunHOCTL MenTHna B oTHOoweHuu jununoB (Mishra et al., J. Biol. Chem. 269:7185-7191,
1994). Jlpyrue Bo3MOKHBIE MOAU(HKALINN KOHIIOB OIUCHIBAIOTCS, HanpuMep, B Brouillette et al.,
Biochem. Biophys. Acta 1256: 103-129, 1995; Mishra et al., J. Biol. Chem. 269:7185-7191,
1994; u Mishra et al., J. Biol. Chem. 270:1602-1611, 1995.

[00209] CornacHO HEKOTOPHIM BapUAaHTAM OCYINECTBJICHHS XUMHUYECKash MoAu(UKALUs
OCYLIECTBJIsIETCS] B OOKOBOW TpyIiie aMHHOKHCIOTBI BO BTOPOM AoMeHe. Monudukanuu B
OOKOBBIX TIpyMIaX aMHUHOKUCIIOT BKJIIOYAIOT 0O€3 OrpaHHYeHHs alMJIUPOBAHHE £-aMUHOTPYIII
m3uHA, N-aJKUIMpOBaHUE apTUHUHA, THCTUANHA WIH JIU3WHA, aJKWINPOBAHHE KapOOKCHUITBHBIX
IPYII TIyTAMUHOBOHM WJIM aCIIAparMHOBOH KHCJIOT, 00pa30BaHME JAKTaMa MyTeM [HUKJIU3ALNH &-
AMHHOTPYNIN JIM3MHA C KapOOKCWJIBHBIMHU TPyMNIIaMU OOKOBBIX TPYIN TJIYTAMHHOBOW HIIH
acTiaparuHOBOW KHUCIOTBI, YIJIEBOJOPOJHOE «CIIMBAaHUE» (Hampumep, sl CTa0WIN3aluu
koH(popManuii anbpa-ciupanu) U JeaMHIUPOBAHHE IIIyTaMUHAa WM acrnaparuHa. CoriacHo
HEKOTOPHIM BAapUAHTAM OCYIIECTBJIEHUs] BTOPOW TOMEH MOIU(PHULUPYETCS MyTeM 3aMeIleHUs
OJHOW WJIM HECKOJBKUX OOKOBBIX TPYNI OPYTUMH OOKOBBIMH TPYIIIAMH, TAKUMH KaK aJKHIL,
HUBIIUH aJKuJl, TUKIUIeCKuil 4-, 5-, 6-, 7-uJeHHbBIN aJKWI, aMUJl, aMU-HU3IIUN aJKWUJI, aMUJI-
IV(HU3LIMHA aKWUJI), HU3LIUH aJKOKCH, THIPOKCH, KapOOKCH M WX HU3LINE CIOXKHO3(HUPHBIC
NPOM3BOIHBIE, a Takxke 4-, 5-, 6-, 7-uwleHHbIMH retepouukiamu. Hampumep, mMoryt ObITh
MOJTy4eHb! TPOJIMHOBbBIE AHAJIOTH, B KOTOPBIX pa3Mep KOJblia MPOJIMHOBOIO OCTATKA M3MEHSETCs
OT 5-4JIEHHOTO KOJibIa 110 4-, 6- Wi 7-4JIeHHOro Kojbla. L{ukmndeckue rpymnmel MOTYT OBITh
HACBIIIEHHBIMI WJIM HEHACBIIIEHHBIMHM, W €CIM HEHAChIIEHHbIE, TO MOIYT OBITh

APpOMATHYCCKUMH WX HEAPOMATUYCCKUMMU. reTepOHI/IKJII/I‘IeCKI/Ie rpynmnbl MOTYT BKJIKOYaTb
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OIUH WJIN HECKOJIbKO TI'€TepOoaTOMOB a30Ta, KUCIOpona W/wuiu cepbl. lIpuMmepbl Takux rpyrmimn
BKJIFOYAIOT bypazarnnpHy0, (QypUIbHYIO, HWMHIA30JUANHWIBHYIO, HMHAA30JIHIIBHYIO,
UMHIA30JIMHIIIBHYIO, W30THA30JIMIIBHYIO, HM30KCA30JIMIbHYI0, MOP(OIMHUIBHYIO (Hampumep,
MOP(OJMHO), OKCA30JNWIbHYIO, MUNEPA3UHWIbHYIO (Hampumep, |-MUnepasuHUIIbHYIO),
MUNEPUIUIbHYIO (marmpumep, |-nunepuanIbHYyIO, MUTEPUINHO), MUPAHUIBHYIO,
MUPa3UHUIbHYIO, MUPa30JUAUHUIBHYIO, MUPa30JUHUIIBHYIO, MUPa30JIUJIbHYIO,
NUPUAA3UHWIBHYI0, TUPUAMIBHYIO, MUPUMUANHUIBHYIO, MTHPPOJIMIUHIIIbHYIO (Hanmpumep, 1-
NUPPONUANHIIBHYIO ), TUPPOJMHIIBHYIO, TUPPOJIMIBHYIO, THAAHA30IMIBHYIO, THA30IMIBHYIO,
TUEHWIbHYIO, THOMOP(ONUHMIBHYIO (Hampumep, THOMOPGOINHO) U THA3OJMIBHYIO TPYIIIIbL
OTH TeTepOLKINYECKHe TPYMNIbl MOTYT ObITh 3aMELIEHHBIMH MM He3aMmelleHHbIMH. Ecnu
IPyIIa 3aMEHSeTCs, TO 3aMECTUTENIEM MOXKET OBITh aJKWJI, aJIKOKCH, TaJIoTeH, KUCIOPOJ HIIN
3aMeIeHHbIH WIN He3aMeleHHbIN GeHnit. [lenTuabl, a Takke NenTHIHbIE AHAJIOTH U MUMETHKHY,
TaKk€ MOTYT OBITb KOBAJIEHTHO CBSI3aHBI C OJHMM WJIM HECKOJbKUMH M3 psifna HEOEIKOBBIX
NOJUMEPOB, HANPUMEP, MOJUITUICHIVIMKOJb, MOJUNPONUICHIVIMKOIb WIW MOJNOKCUAJKEHDI,
kak omucbiBaeTcsi B mareHTax CIITA NoeNe 4640835, 4496689, 4301144, 4670417, 4791192 u
4179337.

[00210] CornacHO HEKOTOPHIM BapUAaHTAM OCYINECTBJICHHS XHUMHUYECKash MoAau(UKaLus
npexacrasisier co0oil  HekoBajeHTHyr0 Moxaudukauuro. COrjlacHO HEKOTOPbIM — IPyTrUM
BapUAHTAM OCYILIECTBJICHHS] XUMHYECKas MOIU(UKALUS KOBAJIEHTHO cCBsizaHa. CoriacHO
pPa3IMYHBIM BapHAHTAM OCYIIECTBIEHUS XUMHYECKass MOIU(UKALUS MOXKET TMPEACTaBIATh
coboit pochopunupoBaHue, IIMKO3UITUPOBAHUE HITH JIUITUIAPOBAHUE.

[00211] CornacHO HEKOTOPHIM BapHUAHTAM OCYINECTBJIEHHS XUMHUYECKash MOAH(UKALUs
NpeACTaBysieT COOON KOBAJIEHTHYIO CBSI3b JKUPHOH KUCIOTHL. COIJIaCHO HEKOTOPBIM BapHaHTaM
OCYILECTBJIEHUs] JKHUPHAasl KHUCIIOTa sBJseTcs HachlmleHHONH. COrjacHO HEKOTOPBIM ApPYTUM
BapHaHTaM OCYILECTBJICHUs KUPHAsl KICIIOTA SIBJIIETCS HEHACHIIIIEHHOM.

[00212] CornacHO pa3iIMYHBIM BapHaHTaM OCYIIECTBJICHUs )KUpPHAs KUCJIOTa BKiIoyaeT 2-30
aTOMOB yrjiepoaa, Hampumep, 4-26 atroMmoB yriepona, 6-24 aroma yriepoaa, 10-20 atomos
yriepona, 12-18 aromoB yrnepoaa u 14-16 atomoB yriepona. CorlacCHO HEKOTOPBIM BapHaHTaM
OCYILECTBJIEHUs] JKUpHas KHCIOTa BKJIO4aeT 6 aromoB yriepona. CoriacHO HEKOTOPBIM
BapMaHTaM OCYLIECTBJIEHUs >KMpHAas KHUCJIOTa BKIOuaeT 7 aroMoB yriepona. CoriacHo
HEKOTOPBbIM BapUaHTaM OCYILIECTBJIEHUs XKUpPHAas KUCJIOTa BKJKOYaeT 8§ aTOMOB yriepoja.
CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUs >KUPHas KHUCIOTa BKIKOYaeT 9 aToMOB
yriepozaa. CorjacHO HEKOTOPBIM BapHaHTaM OCYILECTBIEHUS >KHUpHasl KUCioTa BkioudaeT 10

aTOMOB yrjepoaa. CornacHo HEKOTOPBIM BapHaHTaM OCYILICCTBJICHHUA JKHUPHAsA KUCJIOTa
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Birodyaer 11 atomoB yriepona. CoryiiaCHO HEKOTOPBHIM BapHaHTaM OCYLIECTBJICHHS >KUPHAs
KHCIO0Ta BkiIouaeT 12 aromoB yriepona. CorjgacHO HEKOTOPBIM BapHaHTaM OCYINECTBIEHUS
JKUpHasi Kuciora BimodaeT 13 aromoB yriepoma. CoriacHO HEKOTOPBIM BapHUaHTaM
OCYILLECTBJIEHUsl JKMpHAas KUCJOTa BKIo4daeT 14 aromoB yriepopa. CorjacHO HEKOTOPBIM
BapMaHTaM OCYILECTBJIEHUs >KUpHas KuCJIOTa BKJIro4daeT 15 atomoB yrumepopa. CoriacHo
HEKOTOPbIM BapUaHTAM OCYIIECTBJICHUs >KHPHAs KHUCIOTa BKJIIOYAaeT 16 aTOMOB yriepona.
CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHHUS >KHUpHas KHUCJIOTa BKJrO4aeT 17 aroMoB
yriepozna. CornacHO HEKOTOPBIM BapHaHTaM OCYILECTBJIECHHS >KHMPHAs KUCJIOTa BKioudaeT 18
aromoB yriepozaa. CornacHO HEKOTOpPbIM BapUaHTaM OCYIIECTBJIEHUS JKUPHAs KUCJIOTa
BKitoyaer 19 atomoB yriepona. CoryiiacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJICHHS >KUPHAas
kucaora Bkirouaer 20 atromos yriepona. COrjgacHO HEKOTOPBIM BapHAaHTAM OCYINECTBIIEHUS
JKUPHAsl KHUCJIOTa BKJIHOYAET 21 arom yraepoma. CoOriacHO HEKOTOPbIM BapUaHTaM
OCYLIECTBJIEHUs] JKUpPHAas KUCJIOTa BKMoudaer 22 aroma yriepopa. CorjgacHO HEKOTOPBIM
BapUaHTaM OCYIIECTBJIEHUS >KUpHas KHciaoTa Bkiodaer 23 aroma yruepoxa. CoriacHo
HEKOTOPBIM BapHaHTaM OCYLIECTBJICHUS KUPHAsI KUCJIOTA BKIIKOYaeT 24 aToma yriaeposa.
[00213] CornacHO HEKOTOPBIM BapUAHTAM OCYLIECTBJIEHHs] HEHACBHIIEHHAs! KUPHAsl KUCJIOTa
umeer 1, 2, 3, 4, 5 unu 6 nBoliHbIX cBs3eil. COrimacHO HEKOTOPBIM BapHaHTAM OCYINECTBIEHHS
HEHACBILICHHAS] JKUPHAs KHUCJIOTa TMPenCcTaByisieT coOoil apaxumoHOBYK KuciaoTy. CoriacHo
HEKOTOPBIM BapHaHTAM OCYIIECTBJIEHUS] HEHACHILIEHHAsI JKUPHAsT KHUCJIOTa MPEACTaBisieT coOok
IUHOJEBYK kucnory. CoriacHO HEKOTOPbIM BapHaHTaM OCYIIECTBIEHHs HEHACIIEHHAs
JKHPHAsT KUCJIOTA MPEACTABISIET COOOM ONIEMHOBYIO KUCJIOTY. COrjIaCHO HEKOTOPBIM BapHUaHTaM
OCYIIECTBJICHHs] HEHACBIIIEHHAs] JKUPHAs KHUCJIOTa TPEACTaBJsieT COOOH MajbMHUTOJEHHOBYIO
kucyoTy. CorlacHO HEKOTOPbIM BapHUAHTAM OCYIIECTBJICHUS HEHACBIIICHHAs! JKMUPHAs KHUCJIOTa
npeAcTaBysieT COOOH JTMHOJIEHOBYIO KUCIOTY. COrNIaCHO HEKOTOPBIM BAPHAHTAM OCYIIECTBIICHUS
HEHACBILICHHAS JKUPHAs KHICJIOTa MPEACTaBIsieT co0oil 3iiko3amneHTacHOBYO KucaoTy. CoriacHo
HEKOTOPBIM BapHaHTAM OCYIIECTBJICHUS] HEHACHILIEHHAs JKUPHAsl KHUCJIOTa MPECTaBisieT coOok
JNOKO30T€KCACHOBYIO KHUCJIOTY.

[00214] CornacHO KOHKPETHBIM BapUaHTaM OCYINECTBJIEHUS JKUPHAs KHUCJIOTA MPENCTABIISET
co0oil MaNbMUTUHOBYIO KHCIOTY. COTJIaCHO KOHKPETHBIM BapHaHTAM OCYLIECTBJICHUS JKUPHAs
KHCJIOTA MPEACTABISIET COOOH CTEAPHHOBYIO KHUCIIOTY.

[00215] CormacHO HEKOTOpPHIM BapuaHTaM ocyulecTBiaeHus1 (C-KOHIEBass aMHHOKHCJIOTA
monubunupyercsi C-koHLEeBbIM amunoM. COrjlacHO HEKOTOPbIM M3 TaKUX BapHAHTOB

OCYLIECTBJICHUA C-KOHLIeBaﬂ AMHWHOKHUCJIOTA MPEACTABIIACT coboii TIIYyTAMUHOBYIO KUCJIOTY.



51

1.1.4. OanoxomeHHblit MuMernueckuii nentug apoC-11

[00216] CornacHO HEKOTOPBIM BapHaHTaM OCYILECTBIEHHs] MuUMeTHdeckuil nentun apoC-II
COCTOMT W3 OAHOIO CcHHupajbHOro naomeHa. COrJacHO HEKOTOPbIM U3 TaKUX BapUAHTOB
OCYIIECTBJICHUS] CIIMPAJIbHBIA JOMeH siByisieTcst aMmpunarndeckiuM. COrjacHO HEKOTOPBIM IPYyTUM
U3 TaKNX BAPUAHTOB OCYINECTBJIEHUS CIHUPAJbHBIN JOMEH INPENCTaBJseT COOOH ITOOYIAPHYIO
cnupaib. COrnacHO HEKOTOpPBIM BapHaHTaM OCYIIECTBIEHMs MuMerudeckuil mentupa apoC-II
npencTasisier codoit HaTuBHYHO criupaib 3 6enka apoC-II. Crimpans 3 6enka apoC-II Bkirouaer
aMUHOKUCIIOTHBIE ocTaTku 65-74/75 (SEQ ID NO: 5), mpoHyMepOBaHHBIE COIJIACHO UX
nojoxeHuro B 3penoM Oenke apoC-II u3 79 ammHOKMCnOT. COrnacHO HEKOTOPHIM IPYyTUM
BapUaHTaM ocyliecTBieHns Mumerndeckuil mentun apoC-II mpencrasnser coOoil BapuaHT
cnupamu 3 apoC-IL

[00217] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUs BapuaHT cnupanu 3 apoC-II
coctasysier He Oosee yeM 40 aMHMHOKUCIIOT, HanpuMep, He Oosee yeM 30 aMUHOKUCIIOT HJTH He
Gonee uwem 20 amMuHOKHUCIOT. COrJIACHO HEKOTOPBIM BAPUAHTAM OCYLIECTBICHHS BapHUAHT
cimpamu 3 apoC-II Bkmouaer Momudukarmu HatuHOW crmpamu 3 apoC-II. Cormacho
Pa3IMYHBIM BapHUAHTAM OCYLIECTBJICHHS MOAW(PUKALMM BKIIOYAT  YIJIMHEHUs, YCEYCHUS,

MyTallii U XUMHYCCKUEC MOI_[I/Iq)I/IKaLII/II/I.

1.1.4.1. Yanunenue cnupaiau 3 apoC-I1

[00218] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIEHUs BapuaHT cnupanu 3 apoC-II
BKJOUaeT yuiauHeHue cnupanu 3 apoC-Il. CornacHo HEKOTOPBIM BapHaHTaM OCYINECTBIEHUS
yIUIMHEHHe ycuianBaeT ap@UHHOCTh BapuUaHTAa CIUPAJd 3 B OTHOIIEHWH CBS3BIBAHHUS C
nunonporenHamu. CoOrjacHO HEKOTOPBIM BapHaHTaM OCYINECTBIEHHs yIJIUHEHUE YCUIINBAET
crocoOHOCTh BapuanTa cripaiu 3 apoC-II akTuBupoBath aumnonus ¢ nomoursio LPL.

[00219] CornacHo HEKOTOPBIM BapHaHTaM ocylnecTsiaeHus cnupaib 3 apoC-Il ynnunsercs Ha
N-konue. CornacHo pa3auyHbIM BapuaHTaM OcyllecTBiIeHus crupanb 3 apoC-1l ynnunsercs Ha
1-20 amuHokucnor Ha N-koHLe. COrnacHO HEKOTOPBIM U3 TaKMX BapHUAHTOB OCYINECTBIEHUS
cmupanb 3 apoC-Il ynnmunsiercs Ha 1-10 ammHOkuciaor Ha N-konie. COriacHO HEKOTOPBIM
BapuaHTaM ocyuiectBieHus cnupaib 3 apoC-II yanunsercs Ha 1 amuHOKHCIOTY Ha N-KOHIE.
CornacHO HEKOTOpBIM BapuaHTaM ocyliecTBieHus cnupaib 3 apoC-II yanunsiercs Ha 2
aMUHOKHUCIOTEl Ha N-koHIe. CorflacHo HEKOTOpbIM BapHaHTaM OCYLIECTBIIEHHUS CIUpaib 3
apoC-II yanunsercs Ha 3 aMuHOKHCIOTHI Ha N-koHLe. COrjacHO HEKOTOPbIM BapHUaHTam
ocymectieHus: crupanb 3 apoC-Il ynnunsiercss Ha 4 amMuHOKHCIOTHI Ha N-koHue. CormacHo

HEKOTOPBbIM BapHaHTaM ocyliecTBieHus cnupaib 3 apoC-lI yanuHseTcs Ha 5 aMMHOKHCIIOT Ha
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N-koHue. CorinacHO HEKOTOPBIM BapuaHTaM OcyllecTBieHusl crupaib 3 apoC-1l yanuHsercs Ha
6 aMuHOKHCJIOT Ha N-koHue. COrlacHO HEKOTOpPbIM BapHaHTaM OCYIIECTBJEHHUS CIUpanb 3
apoC-II ynnunsercs Ha 7 aMuHOKUCIOT Ha N-koHue. COrjgacHO HEKOTOPbIM BapHUaHTam
ocymectieHus: cnupainb 3 apoC-II ynnunsercs na 8 amuHokucior Ha N-konue. CoriacHo
HEKOTOPBIM BapHaHTaM ocyliecTBieHus cnupanb 3 apoC-lI yanunsercs Ha 9 aMMHOKHCIIOT Ha
N-koHue. CornacHo HEKOTOPBIM BapuaHTaM OCyllecTBiaeHus crupaib 3 apoC-1l yanunsercs Ha
10 amuHOKHMCHOT HA N-KOHLIE.

[00220] CornacHO HEKOTOPBIM BapHaHTaM ocyluecTsiaeHus cnupais 3 apoC-Il ynnunsercs Ha
C-xonue. CornacHo pa3jM4YHBIM BapuaHTaM ocyluecTBiaeHus cnupanb 3 apoC-lII ynnunsercs Ha
1-20 amunokucnor Ha C-xoHue. COrjacHO HEKOTOPBIM M3 TAKMX BAapUAHTOB OCYILECTBIEHUS
cnupanb 3 apoC-lII ynnunsierca Ha 1-10 amuHokucnor Ha C-koHue. COrylaCHO HEKOTOpPbIM
BapMaHTaM ocyuiecTBieHus cnupaib 3 apoC-Il ynnunserca Ha 1 amuHokucnory Ha C-KoHLE.
CornacHO HEKOTOpPHIM BapuaHTaM ocyluecTBieHus cnupainb 3 apoC-II yanunsercs Ha 2
aMMHOKUCIOTBHI Ha C-koHue. COrjacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIECHUS CIUpab 3
apoC-Il yanunsiercas Ha 3 amuHOKuCHOTHI Ha C-koHue. COrjacHO HEKOTOPBIM BapHAHTaM
ocyuectsieHus: cnupanb 3 apoC-1I yanunserca Ha 4 amuHokucnotsl Ha C-koHue. CoriacHo
HEKOTOPBIM BapHaHTaM ocyliecTBieHus: cnupaib 3 apoC-Il yanuHsercs Ha 5 aMMHOKHCIIOT Ha
C-xonue. CornacHO HEKOTOPBIM BapHaHTaM ocyInecTBieHus crnupaib 3 apoC-II ynnunsercs Ha
6 amuHOKuCIOT Ha C-koHue. CorjjacHO HEKOTOpPBIM BapHaHTaM OCYIIECTBJEHHs CIHUpaib 3
apoC-II ynmunsiercs Ha 7 amuHOKuciIoT Ha C-koHue. CorjacHO HEKOTOPBIM BapHUaHTaM
ocymectierus: cnupanb 3 apoC-II ymnmunsiercss Ha 8 amuHokucinor Ha C-konme. CormacHo
HEKOTOPBIM BapHaHTaM ocyliecTBieHus cnupaib 3 apoC-ll yanunsercs Ha 9 aMMHOKHCIIOT Ha
C-xonue. CornacHO HEKOTOPBIM BapHaHTaM ocyluecTBieHus cnupaib 3 apoC-II ynnunsercs Ha
10 amunokucnor Ha C-KOHIE.

[00221] CornacHO HEKOTOPBHIM BapuaHTaM ocyluecTBieHus crupanb 3 apoC-II ynnunsercs u
Ha N-koHue, u Ha C-xonHue. CormacHo KOHKPETHBIM BapHaHTaM OCYILECTBJIEHMsI CIUpaib 3
apoC-Il yanunsiercss Ha N-koHLe Ha 6 aMUHOKHCIIOT, U Ha C-KOHLE Ha 4 AMUHOKHCIIOTHI.
CornacHO HEKOTOpPHIM U3 TakWX BapUAHTOB OCyLleCTBIeHus, eciau crupanb 3 apoC-II
yIUIHsIeTCs Ha 4 aMUHOKHUCIOTHI Ha C-KOHIle, TO aMUHOKUCIOTAMU SIBJISIFOTCS apTUHUH, TIHULINH,
IJyTaMUHOBasl KHUCJIOTa W INIyTaMuHOBas kucinora or N-xoHma po C-xoHua. CoriacHo
HEKOTOPBIM W3 TaKMX BapUaHTOB OCYLIECTBiIEHHUs, ecnu cnupainb 3 apoC-II yanunsercs Ha 6
aMUHOKHUCIIOT Ha N-KOHIE, TO aMUHOKHUCJIOTaMH SBJISIFOTCS allaHUH, METUOHUH, CEPUH, TPEOHUH,
TUpO3UH U TpeoHUH OT N-koHuma a0 C-koHua. CorjacHO HEKOTOpPbIM JAPYTMM U3 TaKHX

BAapPMAHTOB OCyllecTBJeHus, ecnu crnupanb 3 apoC-II yanunsercs Ha 6 aMUHOKHCIOT Ha N-
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KOHIE, TO aMUHOKHNCJIOTAMU SABJIAKOTCA aJIaHUH, JIM3UH, CCPUH, TPCOHUH, TUPO3UH U TPCOHUH OT

N-xonna no C-koHI1a.

1.1.4.2. MyTauus cnupaau 3 apoC-I1
[00222] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIE€HUs BapuaHT cnupanu 3 apoC-II
BKJIIOUAeT IO MeHbllell Mepe oaHy Mytauuto cnupanu 3 apoC-II. CormacHO HEKOTOPBIM
BapUAHTaM OCYIIECTBJIIGHUS MyTalusl ycwinBaeT apQPUHHOCTH BapuaHTa COHUpaid 3 B
OTHOILEHUHU CBA3BIBAHUA C JUNonporenHamu. COrjaacHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHUS
MyTallusl YCHJIMBAeT CIOCOOHOCTh BapuaHTa cnupanu 3 apoC-II akTuBHMpOBaTH JHMIONU3 C
nomousro LPL.
[00223] CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBJIEHUs] BapuaHT crupaiun 3 apoC-II
BKJIFOUAET onHy Mytauuto cnupanu 3 apoC-II. CormacHO HEKOTOpPbIM BapUaHTaM
ocyuiecTBieHuss BapuaHT crmpanu 3 apoC-II Bkmrowaer nBe myrauuu crupanu 3 apoC-IL
CornacHO HEKOTOPHIM BapHaHTaM OCyIIeCTBiIeHus BapuaHT cnupanu 3 apoC-II Bxiouaer Tpu
myTtauun cnupanu 3 apoC-II. CornacHO HEKOTOpbIM BapUaHTaM OCYLIECTBJIEHMs BapHaHT
criupanu 3 apoC-II Bkmouaer derblpe myTtauuu cnupanu 3 apoC-II. CormacHO HEKOTOpBIM
BapHaHTaM OCYyIIeCTBJIeHUs! BapuaHT crupaiu 3 apoC-Il Bkmrouaer mnsaTh MyTauui criupanu 3
apoC-II. CornmacHo HEKOTOpPBIM BapHaHTAM OCYIIECTBJIEHHUs BapuaHT cnupanu 3 apoC-II
BKJIFOUAeT OoJjiee msith MyTaumii ciupanu 3 apoC-IL
[00224] CornacHO HEKOTOPBIM BapHaHTAM OCYILIECTBIICHUS MyTalUsl IPeICTaBjsieT COOOMU
AMUHOKHUCIOTHYKO 3aMeHy. CoOrjacHO HEKOTOPbIM BapHaHTaM OCYIIECTBIEHHUS MyTalus
npeacrasisier  coOOH  BCTaBKy  aMUHOKHCIOTHL ~ COrJIaCHO  HEKOTOpPBIM — BapHaHTaM
OCYLIECTBJICHUSI MyTaLlUsl IPEACTABISIET COOOH AETEIIMI0 AaMUHOKHCIIOTBL
[00225] CornacHO HEKOTOPBIM BapUaHTaM OCYLIECTBIIEHHS OpPUTMHAJIbHAs aMHHOKHCIOTA
criupamu 3 apoC-II 3amensieTcst mpuponHONW aMUHOKHUCIOTON. COrmacHO HEKOTOPBIM BapHUaHTaM
OCYILECTBJIEHUs] OpUTMHAalbHas aMuHoOkucioTra cnupanu 3 apoC-II 3ameHsieTcs HenmpupoOIHON
amMuHokucinoTod.  CorjacHoO  HEKOTOpPBIM — BapHaHTaM  OCYIIECTBJEHHS  OpUTMHAaJbHAas
amuHOKHcoTa cupanu 3 apoC-II 3amensieTcst aHaI0roMm aMHUHOKHUCTIOTHI.
[00226] CormacHO pa3IMYHBIM BapUAHTaM OCYILIECTBJIICHUS] AMUHOKHCJIOTHAs 3aMEHa
NpeAcTaBsieT COoOOW KOHCEPBATHBHYIO WJIM MOJYKOHCEpPBaTHBHYIO 3ameHy. CoriacHo
HEKOTOPBbIM BapUaHTaM OCYIIECTBJIEHUS aMUHOKHCIOTHAs 3aME€Ha OKa3blBAET MHHHMAaJbHOE
BIMSIHAE HA AKTHBHOCTh /WM CTPYKTYPY IOJY4EHHOro B pe3yibrare nentupa. CoriacHo
HEKOTOPBbIM BapUaHTaM OCYLIECTBJIEHUs aMHUHOKUCIOTHAs 3aMeHa IOANEPKUBAET CTPYKTYPY

NENTUAHOIO CKEJIETAa HAa YYaCTKE 3aMCHBI, HalpuMEpP, B BUAC cnnpaanof/'I KOH(I)OpMaL[I/II/I.
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CornacHO HEKOTOPBIM BapHUAHTAM OCYIIECTBJICHUS AMUHOKHCJIOTHAs 3aMeHa MONIIEP:KUBAET
3apsn W TuApopoOHOCTE MOJEKyJbl Ha 1eneBoM caiite. COrjlacHO HEKOTOPBIM BapHaHTaM
OCYIIECTBJICHUsT ~aMHUHOKHCJIOTHAsT 3aMeHa IMOoAnep:kuBaeT oO0beM OOKOBOW  TpPYIIIIbI
AMUHOKUCJIOTBL

[00227] CormacHO pa3IMYHBIM BapUAHTaM OCYLIECTBJICHHS AMUHOKHUCJIOTHAs 3aMeHa
npeacTaBsieT co0OW  HEKOHCEPBATHBHYIO 3aMeHy. COracHO HEKOTOPbIM — BapHaHTaM
OCYIIECTBJIEHNUS] aMMHOKHCJIOTHAsI 3aMeHa OOeCIeYMBAET CYIIECTBEHHbIE W3MEHEHHs CBOMCTBA
nentuna. CorlacHO HEKOTOPhIM BapUAaHTaAM OCYIIECTBIEHHsS] THIPO(HIBHBI  OCTATOK
3amensiercss  ruapogoOHbIM  octarkoM. COrJlaCHO  HEKOTOPBIM  JOPYyTUM  BapHaHTaM
OCYILIECTBJICHUsT TUAPOPOOHBI OCTaTOK 3aMeHsieTcsl TUAPOPUIbHBIM ocTtaTkoM. CoriacHo
HEKOTOPBIM BapHUaHTaM OCYLIECTBJICHUs LUCTEHH WJIU MPOJIUH 3aMEHSIETCSl IPYTHM OCTATKOM.
CornacHO HEKOTOPBIM JPYT'MM BapUaHTaM OCYIIECTBJIEHHUS HELWCTeUH WM HEeNPOJUH
3aMEHsIeTCS ILIUCTEMHOM MM NMPOoJuHOM. COrJlacHO HEKOTOPBIM BapHaHTaM OCYLIECTBJICHUS
OCTaTOK, UMEOLIHii 3JIEKTPOIIONIOKUTEIbHY IO OOKOBYIO TpyIIy, 3aMEeHsIeTCS
3JIEKTPOOTPHULIATENbHBIM OCTaTKOM. COIJIaCHO HEKOTOPBIM APYTHUM BapHUaHTaM OCYLIECTBJICHUS
OCTaTOK, HUMEFO LI 3JIEKTPOOTPULIATENIbHY IO OOKOBYIO rpymnmy, 3aMEHseTCs
3JIEKTPONOJIOKUTETBHBIM OCTaTKOM. COTJIaCHO HEKOTOPBIM BapHaHTaM OCYIIECTBICHHS OCTATOK,
UMEIOIINI 00BEeMHYO OOKOBYIO TPYIIY, 3aMEHSIETCS OCTATKOM, HE MMEIOIIUM OOKOBYIO TPYIIIY.
CornacHO HEKOTOPbIM JPYTHM BapHaHTAM OCYINECTBJIEHHsI OCTATOK, HE HUMEKIIN OOKOBYIO

TPYIIY, 3aMEHSETCS] OCTATKOM, MMEIOIIUM OO BEMHYIO OOKOBYIO TPYIIITY.

1.1.4.3. Xumuueckasi mogudukanusi Bapuanta cnupanu 3 apoC-11

[00228] CornacHO HEKOTOPBIM BapHaHTaM OCYLIECTBIEHUs BapuaHT coupanu 3 apoC-II
BKJIFOYAET [0 MEHbLIEH Mepe OOHY XHMHUYeCKyro Moaupukauntoo. COrjacHO HEKOTOPBIM
BapUAHTAM OCYIIECTBJICHUS] XHMHYecKas Momudukanus ycuauBaer adpPuHHOCTL BapHaHTa
cnvpainy 3 B OTHOLIEHUHU CBSI3bIBAHUS C JunonporenHaMu. CoOriacHO HEKOTOPBIM BapHUaHTam
OCYILIECTBJICHUSI XMUMHUYECKass MONU(UKAILUS YCHIUBAECT CHOCOOHOCTh BAapHaHTa CIHMpaId 3
AKTUBUPOBATH JIUNOIU3 ¢ nomobo LPL.

[00229] CornacHO HEKOTOPBIM BapHaHTaM OCYINECTBIIEHHS XUMHUYECKash MOAH(UKALUS
ocyuecTnisiercs Ha N-koHue Bapuanta cnvpanu 3 apoC-II. CornacHo HEKOTOpPBIM BapUaHTam
OCYLIECTBJICHUSI XUMUYeCKast MOTU(UKALUs ocyInecTBisieTcsi Ha C-KOHLE BapuaHTa CIMpasu 3
apoC-II. CorymacHO pa3IWYHBIM BapUAHTAM OCYIIECTBICHHUS aMUHO-KOHEI[ N-KOHIa W/HIU
KapOokcuibHBI KOHer] C-KOHma MOryT ObITh MOOU(UIIMPOBAHBI MYTEM KOHBIOTALUU C

pa3NIUYHBIMHA (PYHKLIHMOHATBHBIMU rpynnamu. [lokasanm, 4To HEWTpaau3aus KOHIIEBOTO 3apsiia
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CHHTETHYECKOTO MENTHAA, UMHTUPYIOIIEro aroJUIONPOTEHHB], YCHIUBAET ero ahppruHHOCTh B
otHomenun yurmunoB (Yancey et al., Biochem. 34:7955-7965, 1995; Venkatachalapathi et al.,
Protein: Structure, Function and Genetics 15:349-359, 1993). Hanpumep, aneruinpoBaHue
AMHMHO-KOHIIA aM(pUIATUYECKUX TENTUAOB ycuianBaeT apPUHHOCTh mMenTuaa B OTHOIICHWUH
munupoB  (Mishra et al, J  Biol. Chem. 269:7185-7191, 1994). Jlpyrue BO3MOXKHBIE
MoauduKanu KOHLIOB ONMMCHIBAaIOTCA, HanmpuMmep, B Brouillette et al., Biochem. Biophys. Acta
1256: 103-129, 1995; Mishra et al., J. Biol. Chem. 269:7185-7191, 1994; u Mishra et al., J. Biol.
Chem. 270:1602-1611, 1995.

[00230] CornacHO HEKOTOPBIM BapHUaHTaM OCYINECTBIEHHS XHUMHUYecKas MoaupuKaunus
OCYLIECTBJIsIETCSI B OOKOBOM TIpynme aMHHOKWCIOTHI BapuaHta cnupamun 3 apoC-IL
Monudukauy B OOKOBBIX IPyNIaXx aMUHOKHUCIIOT BKJIIOYAIOT O€3 OrpaHUYeHuUs aliInpOBaHUE
€-aMUHOTPYII JIN3UHA, N-aJKWINPOBAHUE apTMHUHA, TUCTUANHA WUJIU JIN3UHA, aJIKUIMPOBAaHUE
KapOOKCHJIBHBIX TPYNI TJIyTAMHHOBOH WJIM aclapardiHOBOM KHUCIOT, OOpa3oBaHME JaKTama
myTeM LUKJIN3ALUA €-aMUHOTPYII JIM3UHA C KapOOKCHJIBHBIMH TPyHramMu OOKOBBIX TPYIII
IJIyTAMUHOBOM WJIM aCHapariHOBOW KUCJIOTBI, YIJIEBOJOPOAHOE «CIIMBAHUE» (HAampumep, AJs
crabunm3aunyu KoHpopmanuii anbda-Cnupann) U AeaMUIIPOBAHNE TITyTaMHHA WK aclaparuHa.
CornacHO HEKOTOPHIM BapHaHTAM OCYINECTBJICHUS NEPBBI TOMEH MOIU(PHUIHUPYETCS IyTeM
3aMEIIeHUs] OJHOW HJIM HECKOJBKHX OOKOBBIX T'PYII APYTMMH OOKOBBIMH TIPYIIAMH, TAKUMH
KaK aJKWjI, HUZIIWKM ajKWI, MUKIAYeCKuil 4-, 5-, 6-, 7-ujeHHbIA aJIKWJ, aMUa, aMUA-HU3IIHN
ATKWJI, aMHUI-TA(HU3IIUNA alKWI), HU3LIWN aJKOKCH, THAPOKCH, KapOOKCH M HUX HH3IINE
CIIO’KHO3(UpPHBIE TPOM3BOIHBIC, a Takxke 4-, 5-, 6-, 7-4JIeHHbIMU reTepolukiamMu. Hanpuwmep,
MOTYT OBITh MOJIy4YEeHBI MIPOJIMHOBBIE AHAJIOTH, B KOTOPBIX pa3Mep KOJbLA MPOJIMHOBOTO OCTATKa
U3MEHSIETCSl OT S-4IEHHOro KoJjbLa A0 4-, 6- uiu 7-4ieHHoro koasua. Lluknudeckue rpynmsl
MOTYT OBbITb HACBIIEHHBIMUA WJIM HEHACHIIIEHHBIMHU, M €CJIM HEHACHIIIEHHBIE, TO MOTYT OBITh
APOMATUYECKUMHU WJIM HEAPOMATHUECKUMH. | eTepOLMKINYECKUE TPYIIbl MOTYT BKJIIOYATh
OIVH WJIM HECKOJIbKO TI'eTepOoaTOMOB a30Ta, KUCIOpona W/wiH cepbl. IIpuMepbl Takux TpyImn
BKJIFOYAIOT bypazarunbHy0, (QypUIBHYIO, HWMHIA30JUANHWIBHYIO, WMHAA30IHIIBHYIO,
UMHA30JIMHIIIBHYIO, W30THA30MIBHYI0, HM30KCA30JIHIBHYI0, MOP(OIMHWIBHYIO (Hampumep,
MOP(OJMHO), OKCA30JNWIbHYK, MHUNEPA3UHWIbHYIO (Hampumep, |-MUnepasuHUIbHYIO),
NHUMEePUINIBHYIO (marmpumep, | -munepuaAnIBHYIO, MUTEPUINHO), MUPAHWIBHYIO,
NHPa3UHUIBHYIO, NUPA30IUANHUIIBHY IO, MTUPA3OITMHUJIBHYO, MUPa30JIUJIbHYIO,
NUPUAA3UHWIBHYIO, THPUAMIBHYIO, MUPUMUAAHMHUIBHYIO, MTHPPOJIHIUHIIIbHYIO (Hanmpumep, 1-
NUPPONUANHIIIBHYIO ), THPPOJIMHUIIBHYIO, TTHPPOJIMIBHYIO, THAJAHA3O0IHIBHYIO, THA3OIMIBHYIO,

TUEHWJIbHYIO, THOMOP(ONIMHMIBHYIO (Hampumep, THOMOP(OINHO) M THA3OJIHMIBHYIO TPYTIIIbL
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OTH TEeTEePOLMKINYECKHE TPYNIbl MOTYT OBITh 3aMELIEHHBIMH MJIM He3aMelleHHbIMH. Ecim
IPyNIa 3aMEeHsIeTCs, TO 3aMECTUTENIEM MOXKET OBITh aJKWJ, aJIKOKCH, TaJIOTeH, KUCIOPOJ WU
3aMeIIeHHbIH NI He3aMeleHHbIH Gperm. [lenTunapl, a Takke NenTUAHbIE AHAIOTH 1 MUMETHKH,
TaKXX€ MOTYT OBITh KOBAJEHTHO CBSI3aHBI C OJHMM WJIM HECKOJBKMMHU M3 psAga HEOEIKOBBIX
MOJIUMEPOB, HAaNpUMEp, MOJUITUICHIVIMKOJb, MOJUIPONUICHIVIMKOIb WIH MOJNOKCHAJKEHDI,
kak onucbiBaeTcsi B mareHTax CIITA NoNoe 4640835, 4496689, 4301144, 4670417, 4791192 u
4179337.

[00231] CornacHO HEKOTOPBIM BapuUaHTaM OCYINECTBIEHHS XHUMHUYecKas Moaudukaunus
npeacrasisier co0oil  HekoBaJeHTHyr Moxaudukauuro. CoOrjacHO HEKOTOPbIM — JIPYyTUM
BapUAHTaM OCYLIECTBJIECHUS XHUMHUYecKas MOAM(UKALMs NpPeAcCTaBiIsieT cOOOH KOBAJEHTHYIO
cBs13b. COrJIaCHO Pas3IMYHBIM BapUaHTAM OCYIIECTBIIEHHS XMMUYeCKass MoAM(UKALMsg MOXKET
MPeACTaBsITh COO0H PpochoprnupoBanne, TTMKO3WINPOBAHNUE I JTUTHAUPOBAHHE.

[00232] CornmacHO HEKOTOPBIM BapHUaHTAM OCYIIECTBJICHHsS XHMHUYeCKash MOIU(HKALUI
npencTasisieT coO00i KOBAJICHTHYIO CBSI3b JKMPHOH KUCIOTHL. COIJIacHO HEKOTOPBIM BapHUaHTaM
OCYLIECTBJICHUsl JKUpHAas KUCJIOTa sBisieTcs HacbllleHHON. COryacHO HEKOTOPBIM JIPYyTUM
BapUAHTaM OCYILECTBJICHUs KUPHAsl KUCJIOTA ABJIAETCS] HEHACHIIIEHHOM.

[00233] CornacHO pa3IMYHBIM BapHaHTaM OCYIIECTBJICHHS KUPHAs KUCJIOTa BKIouaeT 2-30
aTOMOB yrjiepoaa, Hampumep, 4-26 atromoB yriepona, 6-24 aroma yriepoaa, 10-20 atomos
yraepona, 12-18 atomoB yrnepona u 14-16 atomoB yriepona. CorjjlaCHO HEKOTOPBIM BapHAHTAM
OCYILLECTBJIEHUs JKUpPHas KHCIOTa BKJIO4aeT 6 aromoB yriepona. CoriacHO HEKOTOPBIM
BapMaHTaM OCYILIECTBJICHUs >KMpPHAs KHUCJIOTa BKIOUaeT 7 aroMoB yriepona. CoriacHo
HEKOTOPBIM BapUaHTaM OCYILIECTBJICHUs JXKUPHAs KUCJIOTa BKJKOYAaeT 8§ aTOMOB yriepona.
CornacHO HEKOTOpPBIM BapHaHTaM OCYLIECTBJIEHUs >KHUPHAas KHUCIOTa BKIKOYaeT 9 aToMoOB
yriepozaa. CornacHO HEKOTOPBIM BapHaHTaM OCYILECTBIEHHS >KUpHasl KUCJOTa BkioudaeT 10
aromoB yriepoaa. CoriacHO HEKOTOpPbIM BapUaHTaM OCYIIECTBJIEHHS JKHUPHAas KHUCJIOTa
BkJtouaer 11 atomoB yriepopa. CorjacHO HEKOTOPBIM BapUaHTaM OCYINECTBJICHUs >KUpPHAas
KHUCTO0Ta BKJIOuaeT 12 aromoB yruepona. CorjgacHO HEKOTOPBIM BapHaHTaM OCYINECTBIEHHS
JKUpHas KucioTa BKModaeT 13 aromoB yriepopa. CornacHO HEKOTOPbIM BapHaHTaM
OCYILECTBJIEHUsl JKUpHas KuUcCJoTa BKIodaeT 14 aromoB yriepopa. CorjacHO HEKOTOPBIM
BapMaHTaM OCYILECTBIEHUs] >KUpPHas KucJoTa BKJIro4daeT 15 aromoB yriepopa. CoriacHo
HEKOTOPBIM BapHaHTaM OCYLIECTBJIEHUS JXUpPHAas KHUCIOTa BKJO4YaeT 16 aTomoB yriepona.
CornacHO HEKOTOpPBIM BapHUaHTaM OCYILIECTBJIEHUs >KHUpHAas KUCJIOTa BKJo4daeT 17 aToMoB
yriepozaa. CorjacHO HEKOTOPBIM BapHaHTaM OCYILECTBJIEHHs >KHMPHasl KUCJIOTa BkioudaeT 18

aTOMOB yrjepoaa. CornacHo HEKOTOPBIM BapHaHTaM OCYILICCTBJICHHUA JKHUPHAsA KUCJIOTa
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BKJItOuaer 19 atomos yriepoaa. CorjacHO HEKOTOPBIM BapUaHTaM OCYILECTBJICHUs >KUpHas
kucaora Bkirouaer 20 aromoB yriepona. CorjacHO HEKOTOPBIM BapHaHTaM OCYINECTBIEHUS
JKUPHasi KHUCJIOTA BKJIOYAET 21 arom yrnepoga. CornacHO HEKOTOPbIM BapHaHTaM
OCYILLECTBJIEHUs JKUpHasl KHCIOTa BKIo4aeT 22 artoma yriepona. CoriacHO HEKOTOPBIM
BapMaHTaM OCYLIECTBJICHUs >KMpHas KucCJoTa BkIodaeT 23 aroma yriepona. CoriacHo
HEKOTOPBIM BapHaHTaM OCYLIECTBJICHUS XKUPHAsI KUCJIOTA BKIKOYaeT 24 atoma yriaepoja.
[00234] CornacHO HEKOTOPBIM BapHaHTaM OCYILLECTBJICHMS] HEHACBIIEHHAs KUPHAas KUCIOTa
umeet 1, 2, 3, 4, 5 unu 6 nBOMHBIX cBsized. COrflaCHO HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHUS
HEHACBILIEHHAs JKUPHas KHUCJIOTa TpPENCTaBiseT coOoil apaxumoHOBYK kuciory. CoriacHo
HEKOTOPBIM BapUaHTAM OCYIIECTBJICHUS] HEHACBILIEHHAs )KUPHAs KUCJIOTa MPEACTaBiIsAeT coO0M
JUHOJEBYKD KHUCIOTy. COracHO HEKOTOPbIM BapHAaHTAaM OCYIIECTBIEHHS HEHACBIIEHHAs
JKUPHAsl KUCJIOTA MPEACTABIsIeT cOO0H OJIEMHOBYIO KHCIOTY. COrlacHO HEKOTOPbIM BapHaHTaM
OCYINECTBJICHUS] HEHACBIEHHAsl XUPHAs KHUCJIOTA MPEACTaBIseT COOOH MaIbMUTOJEHHOBYIO
kuciory. CorjgacHO HEKOTOPBIM BapHAaHTaM OCYILECTBJIEHUS HEHACBIIEHHAs JKUPHAs KUCIIOTa
HPENCTaBIsIET COOOH JIMHONIEHOBYIO KUCIOTY. COrIaCHO HEKOTOPHIM BApUAHTAM OCYIECTBIICHUS
HEHACBIIEHHAS XKUPHAs KHUCJIOTA MPEACTaBisieT coO0H 3HK03aneHTaeHoBY0 KucaoTy. CornacHo
HEKOTOPbIM BapHUaHTaM OCYIIECTBJICHUsS] HEHACBILIIEHHAs JKUPHAsi KHCIIOTA MPEACTaBIsieT coO0i
JOKO30T€KCACHOBYIO KUCIIOTY.

[00235] CornacHO KOHKPETHBIM BapUAHTaM OCYINECTBJIEHUS JKUPHAs KHUCJIOTA TMPENCTABIISET
co00H MajJbMUTUHOBYIO KUCIOTY. COrJIaCHO KOHKPETHBIM BapHAHTaM OCYIIECTBJICHHUS JKUPHAs
KHCJIOTA MPEACTABISIET COOOM CTEAPHHOBYIO KUCIIOTY.

[00236] CornacHO HEKOTOpPHIM BapHaHTAM OCYILECTBJICHHs BbIACNEHHBIH MHUMETHYECKUN
nentun apoC-II BkiIOUaeT CTEapUHOBYIO KHCJIOTY, KOBAJIEHTHO CBSI3aHHYIO C N-KOHLIEBOI
amMuHOKHUCIOTOW. COrjacHO HEKOTOpPbIM M3 TaKUX BAapUAHTOB OCYLIECTBIEHUS N-KOHIeBas
AMHHOKHCJIOTA MPEACTABISIET COOOH aJlaHUH.

[00237] CornacHO HEKOTOpPHIM BapHaHTAM OCYILECTBJICHMs BbIACNEHHBIH MHUMETHYECKUN
nentua apoC-1l BKiIFOUaeT CTeapUHOBYIO KHUCJIOTY, KOBAJIEHTHO CBSI3AHHYIO ¢ OOKOBOM Ipymmoi
IU3MHOBOro ocrarka. CoriacHO KOHKPETHBIM BapUaHTaM OCYLIECTBJIEHUs, €CJIM BblAEJIEHHBIN
MumeTnueckuil nentuy apoC-Il Bkimrodaer nu3uH B mojoxkeHUH 60, TO CTeapuHOBasi KUCJIOTa
KOBaJIEHTHO CBs3aHAa C JIU3MHOBBIM oOcTaTkoM. CornacHO KOHKPETHBIM —BapuUaHTam
OCYILECTBJIEHUs], €CIU BblIeNeHHbIH MuMmerndeckuil nentun apoC-II Bkmrodyaer Ju3uH B

IOJIOKCHHNHN 76, TO CTCAPUHOBAA KUCJIOTA KOBAJICHTHO CBA3aHa € JIMBUHOBBIM OCTATKOM.
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1.1.5. IMonyuyenne mumernyeckoro nentuaa apoC-11
[00238] Taxke B HACTOALIEM JOKYMEHTE PACKPBIBAIOTCS CIOCOOBI MOJNYYEHHUS BBIIEIEHHOTO
MuMeTndeckoro nenruna apoC-IL

1.1.5.1. PexomMOMHAHTHBIN CHHTE3
[00239] CornacHO HEKOTOpPHIM BapHaHTAM OCYILECTBJICHMs BbIACIEHHBIH MHUMETHYECKUN
nentun  apoC-II  momy4aroT peKOMOMHAHTHBIM IyTE€M, HANpHMEP, C HCHOJIb30BAHHUEM
OaKkTepHaIbHbBIX, APOCKEBBIX WM 3YKAPUOTHYECKUX CHUCTEM 3KCIIPECCHUU.
[00240] [yns pekOMOWHAHTHOTO TIOJNYYEHHs! MOJIMHYKJICOTHAHYIO IIOCIIeNOBATEIbHOCTD,
KOAUPYIOLIY OJHO- WJIM MHOIOJOMEHHBIN NENTUM, BCTABJSIOT B COOTBETCTBYIOIIMI HOCHUTEIb
SKCIPECCHH, TO €CTh BEKTOP, KOTOPBIM COAEPKHUT HEOOXOANMBIE 3JIEMEHTHI AJIsi TPAHCKPUIILIUH
U TPAHCJISILUU BCTaBJICHHOW KOAUPYIOLIEH MOCIEAOBATENbHOCTH WM, B ciay4yae BekTtopa PHK-
BUpYCA, HEOOXOIUMBIE 3JIEMEHTHI AJIs PEIUIMKALMU U TpaHcauuu. Hocurens sxkcnpeccun 3arem
TPAaHCHULMPYIOT B MOAXOASILIYIO LENEBYIO KIETKY, KOTOpasi OyeT SKCIPECcCUpOBATh OJHO- WIIN
MHOTOZOMEHHBIM menTua. B 3aBUCMMOCTH  OT HCHOJIb3YyeMOH CHUCTEMBbI  3KCIPECCUU
SKCIPECCUPYEMBII MEeNTHUJ 3aT€M BBIAEISAIOT C MOMOLIBI IMPOLEAYP, XOPOLIO H3BECTHBIX B
ypoBHe TeXHUKH. CriocoObI MONy4eHUs] PeKOMOMHAHTHBIX OesIKa U MeNTH XOPOLIO M3BECTHHI B
YPOBHE TEXHUKH.
[00241] [ns noBblueHus: 3(PQPEKTUBHOCTH TOJYYEHHUS TOJHUHYKJICOTHI MOXKET OBbITh
pa3paboTaH € KOAMPOBAHMEM HECKOJIbKMX 3BEHBEB OJIHO- HMJIM MHOTOJOMEHHOTO TNENTHA,
pa3neNeHHbIX calWTaMu (EepMEHTATUBHOIO paciueruieHusi. [lojyueHHBIH B pe3yJsibTare
MOJIUTIENTHT MOXKET ObITh paclleryieH (HarpuMep, ¢ MOMOIIbI 00pabOTKH COOTBETCTBYHOLIUM
(bepMeHTOM) Ui BOCCTAHOBJIEHUS] TENTHIHBIX 3BEHBEB. JTO MOXKET YBEJIHYUTH BBIXO[
NEeNTUIOB, yNpaBisieMblX OAHUM npomMoTropoM. CornacHO  HEKOTOpPBIM  BapHUaHTam
OCYILIECTBJICHUST MOXeT ObIThb pa3paboTaH MOJULHMCTPOHHBIA IOJMHYKJIEOTHA TaK, YTO
Tpanckpubupyercs onna WPHK, xoropas KOgMpyeT HECKOJIBbKO MENTHIOB, NMPU 3TOM KaKaas
Konupyromas 00JacTh (PYHKIHMOHAJIBHO CBS3aHA C KOI-HE3aBHCHMON IOCIIEAOBATEIbHOCTHIO
TpPaHCISILIMY, HAMPUMeEp, caiiToM BHyTpeHHel nocanku pudocomsl (IRES). ITpu ucnons3oBanuu
B COOTBETCTBYIOIIHUX BUPYCHBIX CHCTEMAax 3KCIPECCUU TPAHCIALMS KaXAOro MEeNTH.A,
kogupyemoro WUPHK, ynpasisieTcss BHYTPEHHUMH PEryJIATOPHBIMH IOCJIEI0BATEIbHOCTSIMU
Tpanckpunra, Hampumep, IRES. Takum o0pa3oM, MOMMUUCTPOHHAS KOHCTPYKLHS YIPABISIET
TpaHCKpUNuuen omHoW Oombmod mnonunuctpoHHoi WPHK, xotopas, B CBOIW odepensb,
yIpaBjsieT TPAHCISILMEeH MHOXECTBa OTAENbHBIX MENTUAOB. JTOT TMOAXOJ HCKJIKYaeT
noJydeHue u (epMEeHTATHBHBIN MPOLIECCHHT TMOJHUIIENTHIOB U MOXKET 3HAUUTENIbHO YBEJIUYNUTh

BbIXOJ N€NITUAA, YIIPABIAEMOIr0 OAHUM IIPOMOTOPOM.



59

[00242] Psn cuctem XO3SUH-BEKTOP SKCIPECCHH MOKET OBITh UCTOJB30BAH JJISL SKCIPECCUU
NENTHUAOB, ONHMCHIBAEMBIX B HacTosmeM jaokyMeHTe. OHM BKIIOHArOT 0€3 OrpaHUYeHUs
MHUKPOOPTaHU3MBI, Takue Kak OakTepuu, TpaHC(HOPMHPOBAHHBIE BEKTOPAMH SKCIPECCHUU
pekomOuHanTHOW  Oaktepuodarosori JIHK wmum  mnasmmpguoit  JIHK,  comep:kammmu
COOTBETCTBYIOIIYIO KOAMPYIOLIYIO IOCIEAOBATENbHOCTD, JPOXIKH WM MULETHAIbHBIE TPUODI,
TpaHC(OPMHUPOBAHHBIE PEKOMOMHAHTHBIMH JPOXOKEBBIMH HJIM  TI'PUOKOBBIMH  BEKTOPaMH
SKCIPECCHH, COAEPIKAIIMMU COOTBETCTBYIOINYIO KOAUPYIOIIYIO MOCIEN0BATEIbHOCTD, CUCTEMBI
KJIETOK HACEKOMBIX, HHPHUIIMPOBAHHBIX PEKOMOWHAHTHBIMHU BUPYCHBIMU BEKTOPAMH SKCIIPECCUU
(Hampumep, OakynoBUpYyC), CoZepKALUMHU COOTBETCTBYIOLIYIO KOZIUPYIOILYIO
NIOCJIEIOBATENIbHOCTD, CUCTEMbBI PACTUTENBHBIX KJIETOK, MH(PHUIIMPOBAHHBIX PEKOMOMHAHTHBIMU
BUPYCHBIMU BEKTOpPaMH JSKCIIPECCHH (HAmpuMmep, BUpPyca MO3auku IBeTHOH kamyctbl (CaMV)
win  Bupyca Mosauku Tabaka (TMV)), wmm TpanchOpMHpPOBaHHbIE PEKOMOWHAHTHBIMU
IUVIA3MHUIHBIME ~ BEKTOpPaMH  JKcmpeccuu  (Hampumep, Iiasmupa Ti1),  comeprKariuMu
COOTBETCTBYIOIIYIO KOJUPYIOLIYIO IOCIE0BATENBHOCTD, UM CUCTEMBI )KUBOTHBIX KJIETOK.

[00243] OnemeHTBI 3KCHPECCHMM CHCTEM OKCIIPECCHU BAapbUPYIOT 1O HUX CHIE U
crierupuyHOCTAM. B 3aBHCHMOCTH OT HMCHOJB3YEMOH CHUCTEMBI XO3SUH/BEKTOp JH000€ YHCIIO
NOAXOMALINX 3JIEMEHTOB TPAHCKPUIIMK W TPAHCISIUKM, B TOM YHCJIE KOHCTHUTYTHUBHBIE WU
UHIYUUOETbHbIE TPOMOTOPBI, MOTYT OBITH HCIIOJIb30BaHbI B BEKTOpE SKcmpeccuu. Hampumep,
NPU KJIOHHUPOBAHUU B OAKTEPHAIBHBIX CUCTEMaX MOTYT ObITh MCHOJIb30BAHBI MHIYLUOETbHBIE
pOMOTOPBI, Takue kak pL Oakrepuodara A, plac, ptrp, ptac (rubpunHsiii mpomoTop ptrp-lac) u
nonoOHble. IIpu KJIOHUPOBAHMU B CHUCTEMbI KJIETOK HACEKOMBIX MOTYT OBITh HCIIOJIB30BAHbI
TaKWe TPOMOTOPBI Kak OaKyJOBUPYCHBIH MOJIMAAPOHHBIA NMpoMoTop. IIpu KIOHUPOBaHMH B
CHCTEMBI KJIETOK PACTEHHI MOTYT OBITh HMCIIOJIb30BaHBI MPOMOTOPBI, TMOJTYyYEHHbIE M3 T€HOMa
PaCTUTENbHBIX KJIETOK (HampuMep, MPOMOTOPBI OEJIKOB TEIUIOBOTO MIOKA; MPOMOTOp Malon
cyorenunniel RUBISCO; nmpomotop a/b-cBs3biBaromiero Oenka xjiopoduiuia) Wik U3 BUPYCOB
pactenuii (Hanpumep, npomorop 35S-PHK Bupyca CaMV; npomotop Oenka obonouku TMV).
IIpy KJIOHMPOBAHMM B CHCTEMbl KJIETOK MJIEKOMUTAIOIIUX MOTYT OBITh HCIOJIb30BAHBI
NPOMOTOPBI, TOJYYEHHbIE W3 TE€HOMa KJIETOK MJIEKONMUTAIMUX (HampuMmep, MpOMOTOP
METAJUIOTUOHEWHA) WJIM W3 BHPYCOB MIIEKONMUTAOIINX (HAMPHUMEP, MO3OHUHA MPOMOTOP

alEHOBUPYCa; MPOMOTOP BUPYCa KOPOBBEH OCIIBI B 7,5 T.H.).

1.1.5.2. XHMHYECKHI CHHTE3
[00244] CornacHO HEKOTOpPHIM JAPYTMM  BapuaHTaM  OCYILECTBJIEHMs]  BbIAEJIEHHBIN

mumeTnueckuil nentun apoC-II momydaroT ¢ MOMOIIBIO XUMHMYECKOro cuHre3a. CoriacHo
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HEKOTOPBIM BaPUAHTAM OCYIIECTBIICHUS MENTH]] MOJYyYarOT C UCTIOJb30BAHUEM METOIUK CUHTE3a
nentraa B kUKol (asze. CoriacHO HEKOTOPBIM BapHUAHTAM OCYINECTBJICHHSI MENTHA MOJYYar0T
C WCIIOJIb30BAHIEM METONUK CHHTE32a MeNTHAA B TBePAOH dase.

[00245] Ilentunel, umeromue audo D-, mudo L-xordurypauunto, MOryT ObITh CHHTE3UPOBAHBI
C TIOMOIIBI0 aBTOMATH3WPOBAHHBIX MPOLEAYpP B TBEpHOH (pase, XOpOIIo H3BECTHBIX B YPOBHE
TexHUKHU. [logxonsiimme CHHTE3bl MOTYT OBbITh BBITIOJHEHBI C HCIIONIB30BaHUEM Mpoueayp «Bocy
wi «Fmoc». Meronuku u npouenypsl 1Jist TBepoda3HOro CHHTE3a XOPOIIO U3BECTHBI B YPOBHE
TeXHUKH. OHO- 1 MHOTOJJOMEHHBIE MENTUIbI TAK}KE MOTYT OBIThH MOJIyYeHbI yTEM CErMEHTHOU
KOHJICHCAIINH, KaK OmHcaHo, Harpumep, B Liu et al., Tetrahedron Lett. 37:933-936, 1996; Baca
et al., J Am. Chem. Soc.117: 1881-1887, 1995; Tam et al.,Int. J. Peptide Protein Res. 45:209-
216, 1995; Schnolzer and Kent, Science 256:221-225, 1992; Liu and Tam, J. Am. Chem. Soc.
116:4149-4153,1994; Liu and Tam, Proc. Natl. Acad. Sci. USA 91:6584-6588, 1994; u
Yamashiro and Li, Int. J. Peptide Protein Res.31:322-334, 1988). D10 uenecoobpa3Ho, B
YaCTHOCTH, B CJy4ae MENTHIOB, COAEPKALIMX TIMLMH. Jlpyrue crocoObl, MPUMEHUMBIE s
CHHTE3a OAHO- U MHOTOJIOMEHHBIX IENTHUAOB B COOTBETCTBHH C HACTOSIIUM PACKPBITHEM,
omucbiBatoTcs B Nakagawa et al., J. Am. Chem. Soc. 107:7087-7092, 198S.

[00246] [dononHUTENbHBIE TUMHUYHbIE METOAMKH, HW3BECTHBIE PSAOBBIM CIELUAINCTAM B
o0jacTv CHHTE3a MENTHAOB W MENTHIHBIX aHAJoroB, u3iokeHbl B Bodanszky, M. and
Bodanszky, A., The Practice of Peptide Synthesis, Springer Verlag, New York, 1994; u by Jones,
J., Amino Acid and Peptide Synthesis, 2nd ed., Oxford University Press, 2002. B ccpuikax
Bodanszky u Jones moapoOHO omucaHbl mapaMeTpbl U METOAUKHU JJISl AKTHUBALIMKM U COSTHMHEHHUSI
AMUHOKHCJIOT U MPOU3BOAHBIX aMUHOKHUCIIOT. boiee Toro, B CChUIKaxX U3JIOKEHO, KaK OTOUPATH,
UCTIOJIb30BATh U YAANSATh PAa3IMYHbIe TPUMEHUMbIE (PYHKIIMOHATBHBIE U 3aIUTHbIE TPYIIIIHI.
[00247] IlenTtuner, wumeromue audo D-, mubo L-koHurypaumroo, Takke MOryT ObITh
MpUOOpPETEHbl y KOMMEPYECKHX MOCTABIMUKOB CHHTETHYECKUX MENTUIOB. Takue MOCTaBIIUKU
BKroUaroT B cedsi, Hanpumep, Advanced ChemTech (Louisville, KY), Applied Biosystems
(Foster City, CA), Bachem (Torrance, CA), Anaspec (San Jose, CA) u Cell Essentials (Boston,
MA).

1.1.6. Ouucrka mumerunueckoro nentuaa apoC-I1
[00248] IlenTuabl WM NENTUAHBIE AHAJOTH B COOTBETCTBUM C HACTOSALIUM PACKPBITUEM
MOTYT OBITh OYHMIINEHBI C HCIMOJH30BAHUEM MHOTOYHUCIIEHHBIX XOPOIIO HM3BECTHBIX B YPOBHE
TeXHUKU METOIUK, TAKMX Kak xpomarorpadus ¢ oOpameHHOW (a3oii, BbICOKO3((eKTUBHAS

JKUAKOCTHAsI xpomarorpadus, MOHOOOMEHHast xpomarorpadusi, SKCKJIFO3UOHHAas
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xpomarorpadus pasmepos, apdunHas xpomarorpadus, renp-3yekTpodopes u T. . KoHkpeTHbIe
YCJIOBUS, UCTIOJIBb3yE€MbI€ ISl OYUCTKHA KOHKPETHOTO OHO- WJIM MHOTOZIOMEHHOTO MENTHAA WUIIH
NEeNTUAHOTO aHAJIora, OyAyT OTYACTH 3aBHCETh OT CTPATETHH CHHTE3a M TaKUX (PAKTOPOB Kak
CYMMapHBIH 3apsn, ruapopoOHOCTh, THAPOPIIIBHOCTD U T. I, a TakKe OyOyT OYEBUIHBI JIJIs
CIEeLIMAIMCTOB B IaHHOM 00J1acTH.

[00249] CornacHO pa3aMYHBIM BapUaHTaM OCYILECTBJICHMs BbIACJIEHHBbIH MHMETHYECKUN
nentua apoC-II monoNHUTENPHO BKIFOYaeT MeTKY O4MCTKH. COrJIacHO HEKOTOPBIM BapHaHTaM
OCYLIECTBJIEHUS] METKa OYHMCTKM NPEACTABIsIET COOON MOJUTUCTHIWHOBYIO METKY, MYyC-METKY

i HA-metky.

1.2. ®dapmaneBTHYECKAs] KOMIO3HLHUA
[00250] Taxke B HacTOsIIEM JOKYMEHTE MpPEICTaBJIEHbI (hapMalleBTHUECKHE KOMIIO3UIIHY,
copepikalliie OIMH MJIM HECKOJBbKO BBIIEJEHHbIX MHMeTH4eckux mnentunoB apoC-lII,
OITMCHIBAEMBIX B HACTOSIIIEM JOKYMEHTE, 1 (hapMalleBTHUECKH IPUEMIIEMbII HOCUTEb.
[00251] JIroGoit HOCHTENb, KOTOPBIA MOXKET NOCTABJISATh AKTUBHBIM mentua (Hampumep, Oe3
pa3pylLIeHHUs WM MOBPEXIEHUs IMENTHAA B HOCHUTENE), SIBJIAETCS MOAXOMSAIIUM HOCUTENEM, U
TaKle€ HOCUTEH XOPOLIO U3BECTHBI B ypoBHE TeXHUKU. Mumernueckuii nentun apoC-II moxer
OBITb COCTABJIEH, HATIPUMED, C MCIIOJIB30BAHUEM JIFOOOTO COCTABAa, MCIOIB3YEMOrO B HACTOSIIEE
BpeMsl [JIs1 COCTABJICHUs APYTUX TEPANEBTUYECKUX IMENTUIIOB, TAKUX KaK MHCYJHMHbBI, arOHUCTHI
GLP-1 u Bce onoOpeHHble menTHbI, packpbiBaeMmbie B 0a3e nanubix THPdb onoOpennsix FDA
TepaneBTHUecKuX nentunoB u 0eskoB (crdd.osdd.net/raghava/thpdb/).
[00252] ®apmaneBTUYECKass KOMITO3ULIUS HA OCHOBE MUMeTHUeckoro nentuaa apoC-II moxer
uMeTh (POpMy TBEPIOMH, MOMYTBEPAON WIIH JKUAKOW JO3MPOBAHHOM (POPMBI, TAKOH KaK MOPOIIOK,
pacTBOp, BJUKCHUP, CHUPOMN, CYCHEH3Ms, KpeM, Kalulk, mnacra u aj’po3onb. Kak H3BECTHO
CIeLHAINCTaM B JaHHOHN 00acTy, GopMy KOMIIO3ULIUHU ONPENENSIIOT B 3aBUCUMOCTH OT BBIOOpa
MyTH BBEAECHUS.
[00253] CornacHO HEKOTOPBIM BapHAHTAM OCYIIECTBJIICHHUS KOMITO3ULIUU COCTABJISIIOT ISt
BBEJICHUS JIFOOBIM MOAXOISAIINM NyTeM, B TOM YHCie O0e3 OrpaHUYEHUs EPOPaIbHO (Hampumep
Tak, Kak B (opMe TaOJNeTOK, KarcCyJj, TPaHyJl WM IOPOIIKOB), MOIBSI3BIYHO, OYKKaJIbHO,
NapeHTepPaIbHO (HAampUMep, MOAKOXXHOH, BHYTPUBEHHOH, BHYTPHMBIIIEYHOH, BHYTPHKOXHON
WIN BHYTPUTPYIWHHOW WHBEKIMEeW winn uHQy3ueil (HampuMep, B BHIE CTEPUIIBHBIX
WHBEKLMOHHBIX BOAHBIX WJIM HEBOAHBIX PACTBOPOB MJIM CYCIIEH3WH U T. 1.)), HA3aJIbHO (B TOM
YHCJIe BBEIEHHE B Ha3aJbHbIE MEMOpPAHBI, TAKOE KaK C MOMOIIBI0 WHTAISIHOHHOTO a3pO30Jis),

MeCTHO (HampuMmep, B ¢opMe KpeMa WIM Mas3H), YPECKOXKHO (Hampumep, C TOMOIIBO
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YPECKOKHOTO IUIACTBIPSA), PEKTANBHO (Hampumep, B (OpMe CYNIO3UTOPHEB) HJIM C MOMOIIBIO
XUPYPrudeckoi TpaHCIJIAHTAllUK B KOHKPETHBIN Y4acTOK U T. 1.
[00254] CornacHO HEKOTOPBIM BapHAHTaM OCYIIECTBJICHHs (DapMaleBTHUECKIEe KOMITO3ULIUU

COCTABJIAIOT NOAXOAAIUMU JJIA HOI[KO)KHOI71 HUHBECKLUU.

1.3. Cnoco0bl 1eyeHust
[00255] Taxxke B HaCTOsIIIEM IIOKYMEHTE IIPECTABJICHBI CrocoObl  JIeUEeHUst
IUCITUNUAEMHUECKUX W COCYAMCTBIX HApylIeHHWH, B TOM duucie Oe3 OrpaHu4YeHust
TUNEPIUNUAEMUY, TUIIEPIUIIONPOTENHEMUH, TUIIEPXOIECTEPUHEMHH, THIIEPTPUTIIULIEPUIEMUH,
nepummra HDL, 3a0oneBanusi aprepuil cepaia, arepockyieposa, TPOMOOTHYECKOTO HHCYJIbTA,
3a0oneBaHMsl TNepupepUvIeckux COCYIOB, PECTEHO03a, OCTPOro KOPOHAPHOTO CHHAPOMA H
pernepdy3HOHHOTO MOBPEXAEHUSI MUOKapAA.
[00256] CornacHO HEKOTOPbIM BapHUaHTAM OCYIIECTBIEHHs CIIOCOOBI MPEayCMAaTPUBAIOT
BBEJEHHE MenTHAa WIM (HapMaLEeBTHYECKOH KOMIIO3UIMH, ONHCHIBAEMBIX B HACTOSIIEM
IOKYMeHTe, OOJIbHOMY THIEPTPUTIIULIEPUIEMHUEH.
[00257] CornmacHO HEKOTOPBIM BapUaHTaM OCYLIECTBIEHHsS OOJBHONH IOABEPKEH PHUCKY
Pa3BUTHUS TUIEPTPUTITULIEPUAECMHUH.
[00258] CormacHo Pa3IMYHBIM BapUaHTaM OCYILECTBIICHUS OOJBHOM UMeeT
TUMEePTPUTIIULIEPUIEMHUIO, OIpeNesieMyl0 Ha OCHOBaHMM KOHUeHTpauuu TG B mimasme uiu
CBIBOPOTKE KPOBHU HATOILNAK BbIIIE OMpeAeNeHHOro ypoBHs. COrIacHO HEKOTOPBIM BapHUaHTaM
OCYLIECTBJICHUST OOJNBHOM HWMeEET JIeTKYI0 THIEePTPUTIHIECPUIEMHUIO, OMNPEAeISIeMyI0 Kak
koHuenTpauus tpurnunepuna (TG) B ceiBopoTke KpoBH A0 jJederus ot 150 mr/an no 199 mr/mn.
CormacHO  HEKOTOPbIM  BapUAHTAM  OCYLIECTBICHHS  OOJBHOH  HMEET  YMEpPEHHYIO
TUNIEPTPUIIIULEPUIEMHIO, OTIpeneNsieMyro kak KoHneHTpauus tpurinuepuna (TG) B ceiBopoTke
KpoBH 110 JiedeHus ot 200 mr/mi o 999 mr/na, vanpumep, ot 200 mr/an no 499 mr/an u ot 500
mr/mn go 999 wmr/mn. CorjlacHO HEKOTOpPBIM BapUaHTaM OCYIIECTBJICHHsS OONBHOW HMeeT
TSDKENYI0 TUIEPTPUTIIULEPUAESMHUIO, ONpeaensieMyro Kak KoHueHTpauus tpurinuepuna (TG) B
CBIBOPOTKE KpoBH 10 JeueHust or 1000 mr/an no 1999 mr/an. CornacHO HEKOTOPHIM BapHaHTaM
OCYLIECTBJICHUSI OOJIbHOW MMEET OYEHb TSDKENYIO TUIEPTPHUIITHLEPHIEMHIO, ONPEENEMYI0 KaK
koHueHntpauuss Ttpurmmuepuna (TG) B ChIBOpOTKE KpPOBHM [0 JICYEHHUs, paBHAs MU
npesbiaromas 2000 mr/ .
[00259] CornacHO HEKOTOPBIM BapHAHTaM OCYINECTBJICHHsI OOJIbHON MMeeT MpPEeBBILIAIOIIee
HopMmanbHOe cozepxkaHue LDL-c. CornacHO HEKOTOpPBIM JAPYrMM BapuUaHTaM OCYINECTBIEHUS

OonbHOI nmeer coneprkanne HDL-c Hike HOpMabHOTO.
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[00260] CornacHO HEKOTOPBIM BapUaHTaM OCYLIECTBJIEHUS] TMIEPTPUTIHLEPUIEMUS BbI3BaHA
nepumurom LPL. CornmacHo  HEKOTOpPBIM M3 TAaKWX  BapUAHTOB  OCYLIECTBJIICHHUS
TUNEePTPUTITULIEPUAEMUS y OonbHOTO SBJISIETCS HACJIEACTBEHHBIM nepunuToM
JIUNONPOTEUHIINIIA3bI.

[00261] CornacHo HEKOTOPBIM BapuaHTaM ocyuiectieHus nepunut LPL Bei3BaH MyTarmen
reda. CoOrnacHO HEKOTOPBIM U3 TaKUX BAPHAHTOB OCYLIECTBJIEHUS MYTALIUIO N'€HA BBIIBJISIIOT C
noMmomblo  a”anusza nocneposarenbHocTu  JIHK.  CormacHo  pasnuuHbIM — BapuaHTam
ocywmectienus aeduaur LPL Be3Ban myrtanueii B rene LPL, APOC2, APOAS, GPIHBP1 unmu
LMF1.

[00262] CornacHo HEKOTOPBIM BapuaHTaM ocyuiectieHus nepuuut LPL Bei3BaH MyTaruein
B reie LPL. CornacHO HEKOTOPbIM M3 TAKUX BAapPUAHTOB OCYLIECTBJIEHUS MyTalMsl BEOET K
NOHM)XEHHOH (pepmeHTaTnBHOM akTuBHOCTH LPL. CormacHoO HEKOTOpBIM M3 TaKUX BapUaHTOB
OCYIIECTBJICHUS] MyTallMsl BEIEeT K OTCYTCTBUIO (pepMEeHTaTUBHON akTUBHOCTH LPL.

[00263] CornacHO HEKOTOPBIM BapuUaHTaM OCYLIECTBICHUsS TUIEPTPUIITMLEPUAEMUS Y
GonpHOTO sIBiIAETC MOHOTeHHOH. COIJIaCHO HEKOTOPBIM APYTUM BapHAHTAM OCYIIECTBIICHUS
TUHEePTPUNTULIEPUAEMES Y OONBHOTO SBJIAETCS MOJUreHHOH. COrnacHO HEKOTOPhIM BapHaHTaM
OCYLIECTBJIEHUs MyTallM NPHUCYTCTBYIOT B FOMO3UIOTHOM COCTOSIHMM. COrJIaCHO HEKOTOPBIM
BAapUAHTaM OCYLIECTBJICHUS] MyTALlUU NIPUCYTCTBYIOT B F€TEPO3UTOTHOM COCTOSIHUU.

[00264] CornacHo HEKOTOPBIM BapHaHTaM ocyiiecTsieHus aeuuut LPL nuarHoctupyroT no
OTCYTCTBHIO aKTUBHOCTU LPL B ChIBOpOTKE KpOBU OOJIBHOTO.

[00265] CornacHO HEKOTOPBIM BapUaHTaM OCYIIECTBIIEHUS] TUNEPTPUTIHLEPUIEMIs BbI3BaHA
neuuToM apoC-IL Cormacuo HEKOTOPBIM BapUaHTaM OCYLIECTBJICHUS
TUMEePTPUTIIULIEPUIEMHUs] BbI3BaHA MOBBILIEHHBIM coiepskaHueM apoC-111.

[00266] CornacHO HEKOTOPBIM BapUAHTAM OCYLIECTBJICHUS OOJIbHOW HUMEET CaxapHbIA
nuader. CoOrylaCHO HEKOTOPBIM BapUaHTaM OCYIIECTBJICHHs] OONBHOW MMeeT MeTabOoIMYecKuid
cuaapoMm. CorinacHO HEKOTOPBIM W3 TaKHX BapHAHTOB OCYIIECTBJICHUS METa0OIUYECKUi
CHHIPOM TIpeAacTaBisieT coOol okupenue. COrlaCHO HEKOTOPHIM BAapPHAHTAM OCYIINECTBIICHUS
OonbHOI nMeer mnaHkpeatuT. COIJIACHO HEKOTOPbIM W3 TaKWX BAPUAHTOB OCYIIECTBIICHUS
OonbHOI wMeeT ocTpblii maHkpearuT. COrJaCHO HEKOTOPBIM BapHAaHTAM OCYINECTBIICHUS
OonbHOI MMeeT creaTo3 WM crearorenatut. COrilacHO HEKOTOPBIM M3 TaKHX BAapUAHTOB
OCYILECTBJIEHHs] CT€ATO3 WJIM CTEATOreNaTUT CBsI3aHbl ¢ MpuemMoM crupTa. CornacHo HEKOTOPbIM
U3 TaKUX BApPUAHTOB OCYLIECTBJICHUS] CTE€AaTO3 WJIM CTEATOTENaTUT HE CBS3aHbl C MPHUEMOM
cimpra. CoOrylacCHO HEKOTOPBIM BapHAaHTaM OCYIIECTBIEHHs OOJBHOM HUMEET CepAaeuHo-

cocynuctoe 3a0oneBanue. COrJIaCHO HEKOTOPHIM U3 TAKUX BAPHAHTOB OCYLIECTBIIEHHS OOJIBHOI
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UMEET OCTpoe cepAedHo-cocyaucroe 3abomeBanne. COryiacHO HEKOTOPbIM BapHUAHTaM
ocyliecTBiIeHUss OonbHOW uMeer arepockyiepo3. CoOriacHO HEKOTOPBIM — BapHaHTaM
OCYILIECTBJICHUsT OOJbHOW NpPUHUMAT MEIUKAMEHT, KOTOPbIA MOXET NPUBOIUTH K
TUIEPTPUTITULIEPUIEMUH.

[00267] CornacHO HEKOTOPBIM BapUAHTAM OCYLIECTBJICHUSI OOJIbHOH SIBJISIETCSI B3POCIBIM.
CornacHo HEKOTOPBIM JPYTUM BapHAHTaM OCYILECTBIIEHUS OOJNBbHOM SBISIETCS PEOSHKOM.
[00268] CornacHO pa3JMYHBIM BapHAHTAM OCYINECTBJICHHSI MENTUI WA (HapMaleBTHIECKYIO
KOMIIO3UILIMIO BBOJST B KOJUYECTBE, [0 CXEME U C MPOAOKUTEIbHOCTBIO, KOTOPbIE 1OCTATOYHbI
IUIl CHIDKEHHSI COAEp)KaHUsl Tpuriumnepuna B KpoBu OonbHOro. CornacHO HEKOTOPHIM
BApMAaHTAM OCYLIECTBJICHHUs [MOJUIENTUA BBOAAT B KOJUYECTBE, IO CXeM€ U C
NPOAOKUTEIbHOCTBIO, KOTOPBIE JOCTATOYHBI JJIsl CHUKEHHS COAEP>KAHUS TPUTIIULEPUIOB IO
MeHbLIei Mepe Ha 5%, 10%, 15%, 20%, 25% wunu Gosble MO CPaBHEHHUIO C COAEP’KAHHEM JI0
Hauyana jedeHus. COrJaCHO HEKOTOPbIM BapHAaHTaM OCYLIECTBJIEHMs IOJIUIENTHI BBOIAT B
KOJIMYECTBE, MO CXeMe U C MPOJOJIKUTENBHOCTBIO, KOTOpBIE IOCTATOYHBI AJII CHUKEHUS
coflep KaHusl TPUINIMLEPUIOB MO MeHbliei mepe Ha 30%, 35%, 40%, 45%, 50% wuau Oosnblue.
CornacHO KOHKpPETHBIM BapUaHTaM OCYIIECTBJICHHUS MOJHUIENTH BBOIAT B KOJUYECTBE, IO
CXeM€ M C TNPOAOJIKUTEIBbHOCTBIO, KOTOpPbIE [JOCTATOYHBI Uil CHUXKEHUS COIEpIKaHus
TPUTIMLIEPUIOB MO MeHbIneH Mepe Ha 55%, 60%, 65%, 70% wmu Oonblie.

[00269] Jleuenuwe MOXeT NMpeayCMaTPUBaTh OJHY O3y WJIM HECKOJBKO A03 Ha MPOTSKEHUH

nepuoaa BpEMECHU.

IIpumepsbl

[00270] Hwxe npencraBieHbl NPUMEPbl ONPENETIEHHBIX BAPUAHTOB OCYLIECTBIEHUS JIs
BOIUIOLICHUSI HACTOSAWEero wu3o0OpereHust. llpumepbl TpeanararOTCsi HUCKIIOYUTENBHO B
WUTIOCTPATHBHBIX LENSIX W HUKOUM O00pa3oM He MpeaHAa3HAueHbl sl OrpaHUYeHUsT o0beMa
HACTOSIEro M300peTeHus.. BbUlM TpeanpuHATBHl YCHIHSA Ui OOECIEeYeHHs TOYHOCTH I10
OTHOLICHHUIO K UCIIOJNBb3YEMbIM YHCIaM (HApHMEpP, KONUYECTBAM, TEMIlEpaTypaM H T. A.), HO,
KOHEYHO, TOJKHBI OBITh JOMYIIEHBI HEKOTOPbIE SKCIIEPUMEHTAIbHbBIE OIIUOKN U OTKJIOHEHHSI.

[00271] TIlpu oCyIECTBIEHUM HACTOSINErO0 HM300peTeHUss OyOyT HCIOJIb30BATHCS, €CIH He
YKa3aHO WHOE, OOIIENpUHSIThIE CIOCOOBI XUMUU Oelika, OMOX MMM, METOTUKU PEKOMOWHAHTHOU
JHK u ¢apmakonoruu, B mpeaenax KOMIIETEHTHOCTH B JAaHHOW oOmactu. Takwe MeTOmuKu

noApoOHO OMHCAHBI B JINTEPATYPE.
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Cnoco0bl
[00272] Amnanus LPL
[00273] IlIpuroroBnenue LPL. Mcnonp3oBaniu 3aMOpPOKEHHYI0 UCXOAHYIO cmech 10 mki 0,5
mr/mi Oprabero LPL u paz6asisim 1:100 (10 Mk + 990 mxa PBS).
[00274] IIpurortoenenue 20% wuntpamununa. 2000 mr/mn TG uHTpanumuna HMCIONIB30BAIU
s nonydenuss 3 mr/na TG wHTpamunupa mytem pasbasieHust 1,5 MKJI MCXOOHOH cCMecH ¢
nomomero 9985 mxn PBS unm cHavana mytem pasbasnenus mcxoxHoi cmecu 1:10, a 3arem
cMmemnBanus 15 Mka paszbasneHHON ucxonHoi cmecu ¢ 985 mkn PBS. Ilpu ucnonb3oBanuun
CBIBOPOTKH KpoBH uejioBeka ¢ nedunurom apoC-II B xagectBe cybcTpara 3amoposkeHHy0 10-
min anuksoty 1711 mr/nn (TG) pasbasnsnu nyrem nobasnenust 990 mxn PBS (pasbanenue
1:100).
[00275] TlomroroBka anamu3a cBoOomnoit xupHOW kucinorel (NEFA). Pearentsi NEFA
npuobperanu y komnanun Wako Diagnostics, Wako Life Sciences, Inc. Pearent A mony4anu
IyTeM CMEIINBAHMS OKPAIIMBAIOLIEro peareHTa A ¢ pactBopureneM A (225 MK Ha JIYHKY).
Pearent B mony4anu mytem cMeIIMBaHKs OKpalIMBaroIero peareHra B ¢ pactsopurenem B (75
MKJI Ha JIYHKY). 5 HMOJIb CTaHJapTa OJIEMHOBOW KHCJIOTHI TIOJIy4Yaiu myTeM pazOaBieHus 20 MK
ucxonHoii cmecu 1 MM onemHOBOM KucCiOThl (cTtaHmaptHoro pactBopa WAKO NEFA) ¢
nomombio 180 Mkt 0,2% BSA.
[00276] Amnanu3 aktuBHOocTH LPL. 10 Mk uHTpanumuaa, oOpasia Iuia3Mbl 4YejOBeKa WU
oOpasua miua3Mbl MbIIIK AO0ABISUIM B KAXKAYKO JIYHKY C HMCIOJB30BAHMEM PETHTEP-ITHIIETKH.
Hobasnsim mo 10 Mk (wm 15 Mk B iyHkax ¢ konTposiem 6e3 LPL) PBS u 10 mxi 1% BSA B
KXKAYI JIYHKY C UCIOJIb30BaHUeM penurep-nunerku. JloOaensaun 10 MK MEeNTUAOB B
COOTBETCTBYIOIIME JIYHKH B TPEX BEPTHKAJIbHBIX MOBTOPHOCTAX (CaMasi HU3Kasl KOHLIEHTPALUs
HAXOIUTCSl CJIeBa, camas BBICOKAash HAaXOAuTCs cmpasa). llmanmer ortkpyuumBamu mpu 1000
obopoTrax B MUHYTY B TedeHHe 10 CeKyHI Al CMEUIMBAHUS U YAAJCHUS PACTBOPOB CO CTEHKHU
Kaxaoi JyHku. [lnaHmer nomemanu Ha jen u goOasisumm S Mka LPL ¢ ucnonp3oBaHuem
penutep-nunetky. [Tnanmer orkpyunBanmu npu 1000 oboporax B MUHYTY B TeueHHe 10 CexyHA.
[Tnanmmer HaKpPBIBAIM U MMOMELIATN OOPaTHO Ha Jieq A MHKyOanuu B TeueHue 30 MUHYT. 3aTeM
iaHmeT nepesocwy Ha 37°C u nHKyOupoBaiu B TedeHue 1 gaca.
[00277] Amnamus cBobomnbix xupHBIX Kucior (NEFA). JloGamsmu mo 45 Mxin S5 HMOJb
cranapta u 0 Hmonb koHTpoJst (0,2% BSA) B coorBercTByromume ayHku. Jlobasmsu 225 Mk
peareHTa A B K@XKAYIO JIYHKY C UCTIOJIb30BAaHHUEM KapyCeNId PEareHToB U 12-KaHaJIbHON MUTIETKH.

[Inanmer wHKyOupoBamu B TedeHne 10 mMuHYT mepen nobaeieHueM 75 Mkin peareHta B B
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KQKIYIO JYHKY C UCMOJIb30BAHUEM KapyCesH peareHToB U 12-kaHanbHOU nunetku. [Inanmer He
HaKpbIBAJIM U3-3a OoJbInoro oovema. M3mepsinn noriomenue npu S50 M u 660 HM.

[00278] MUccnenosanue 3amerenus apoC-1IT

[00279] VLDL unam XWJIOMHKPOHBI, BBIAEJNEHHBIE W3 IUIA3Mbl YEJIOBEKAa, WHKYOHPOBAIH C
MumeTHueckuM nentuaom apoC-II B reuenue 1 yaca npu 37°C u npombiBanu 3 pasa ¢ IOMOILBIO
PBS ¢ ucnonb3oBanuemM cnuHOBOrO pubTpa ¢ MeMOpaHoii ¢ moporosbiM 3HadeHueM 100 k/la.
Hanocanounsle >KUIKOCTH TOBOIMIN A0 OPUTHHAIBHOTO o0beMa ¢ nmoMoinsio PBS u 3arpyxanu
B 4-12% renp Bis-TRIS SDS PAGE. Unentudunuposanu nonocs! apoC-I, apoC-II, apoC-III u
apoE 1o ux cooTBETCTBYIOLIEMY pPa3Mepy.

[00280] Hccaenosanue unrnduponanwus apoC-1I1

[00281] Amnanu3 LPL BBINOJHAMM € MCMIOJAB30BAHHEM HHTPAIMIINAQA, IUIa3Mbl 4YEJIOBEKA C
BbICOKUM conepkanueM TG (paszbasnenue 1:50) wmm mnasmbl TpaHcreHHOW 1o apoC-III mbiru
(pasbasnenue 1:50). [Tpu MCMONB30BAaHUHM MHTPAIMIIUAA B KadecTBe cyOcTpara modaBisiin 25
w50 MkM pexkomOunanTHOro apoC-III B kauectBe narudurtopa. Ilpu HCrnoap30BaHUH MJIa3MBbI
yejoBeKa ¢ BBICOKMM copepxkanueM TG B kadectBe cyOctpara mobasmsum 25 wimm 50 MM
pexomOunanTHOro apoC-IIl B kauecTBe MHrHOUTOPA C MpeABAPUTENbHON HHKYOauuen npu 37°C
B TeueHue | udaca u Oe3 takoBoi. JloGamnsnum mumerndeckui mentun apoC-II mpu pasHbIx
KOHLICHTPALIUSX.

[00282] [nvivo uccnenosanmue

[00283] [nsa in vivo wuccnenoBaHus wucnonb3oBanu wMbimed C57Bl1/6  (mukoro Tumna),
HOkayTHBIX 10 apoC-II mermedi (apoC-II KO) u Tpancrenupix no apoC-III mprnued. Mpimei
C57BIl/6 (mukoro tuma) mpuodperamu y kommnanuu Taconic Biosciences Inc. Mpimeii apoC-II
KO mnonyuanu, kak ommcano B Sakurai et al., J Pharmacol Exp Ther 356:341-353, 2016.
Tpancrennsix no apoC-III Melmeli co3naBany nmyteM Haxdkcrnpeccuu yenosedeckoro apoC-III y
mbiment CS7BI/6. Cm. Qu et al., J. Lipid Res. 48:1476-1487, 2007.

[00284] Mpnueii He KOPMWIM Ha TPOTSDKEHMH HOYHM (mpuOIM3uTenpHO 12 HacoB) mepen
HCCJIENIOBAHUEM U HA MPOTSLKEHUM 6 4aCcOB UCCIEAOBAHUS Ha CIEAYIOIINUN 1eHb. MuMeTH4ecKue
nentuabl apoC-1I monyyanu CHHTETHYECKMM MyTeM U 0e3 OMONIOrH4eckoro 3arpsisHeHus (He
nocTynHbl Kak onodpennbie FDA coennnenus/neuenne). [lenTuabl momyyanu U HCIIOIb30BAIN B
CTePWIBHBIX VCIOBHX U (uubTpoBasn uepe3 ¢uubtp 0,2 HM Tiepen HUHBEKIHSIMU B
omHOkpatHOH no3e 1-10 mMkmonb/kr maccel Tena (B.W.), BBommMoOi 1mbO MOXKOXKHON
uabekuueit (S.Q. wmm S.C.), BHyTpunepuroneanbHoil nabekuueit (LP.), mubo BHyTpuBEeHHOH
uabekuueit (LV.) (B crepunpHOM pactBope PBS dapmanesruueckoro kauectsa B o0peme < 200

MKJT), Kak onucaHo B Sakurai et al., J Pharmacol Exp Ther 356:341-353, 2016.
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[00285] [n vivo uccienoBaHue UHTPAJUIUAA

[00286] B HexkOTOpBIX 3KCHEPUMEHTaX KaXJoe >XUBOTHOe mnosyuano 20% wuHTpanunupg
(omobpennniii FDA, Fresenius Kabi, Uppsala, Sweden) B omHOkpaTHOW m03e OO myTeM
NEePOPANbHOTO KOPMJIEHHS dYepe3 JKEeNyAOYHbIM 30HA (C HCIOJB30BAHMEM CIIELIUAIBbHBIX
CTEPWJIBHBIX OIHOPA30BbIX HETOKCUYECKMX HIJ JJIs1 KOPMIJIGHHS JKMBOTHBIX) mo3oii 10-20
miJ/rpamMm mMacceel Tena (B.W.) (Tuzcu et al. Drug Chem Toxicol 37: 261-267, 2014; Kusminski
et al. Nature Medicine 18: 1539-1549, 2012), nubo myTeM BHYTPUIEPUTOHEATbHOW UHBEKIIUH B
onHokparaoM Oosroce 0,1-1,0 mn (Mahadero et al. American J Surgery 164: 45-50, 1992), nubo
IyTeM BHYTPUIKENYOYHOTO BBEICHUS AUETHUECKOTO KOMMEPYECKH JOCTYITHOTO JKUIKOTO Macya
(pacTuTenbHOE, KyKypy3HOE, COEBOE HIIN OJIMBKOBOE MACJIO MUIIEBOrO Ka4eCTBa) B OJHOKPATHOMN
no3ze 10-20 MkJ/rpaMM Maccel Tena. DTHU Macia CIyKuiau ucrouHukoMm TG, mpu morsjoueHuu
TG umeer TeHOEHIMIO pa3pylIaTbCs B TeueHHe 3 4acoB (MMKOBOE 3HaueHue depe3 30 MUHYT)
(Kritchevsky Nutritional Biochemistry 6:172-178, 1995). JInd u3MepeHUi JUIUIOB MOJNyYaIH
obpasup! kpoBH (20-30 MKI) U3 peTpo-OpOMTATIBHON Ma3yxw B MOMEHTHI BpeMeHH -1 Hac, 0
yacoB, |1 vac, 3 yaca, 6 yacoB u 24 yaca. Mbleil BO3Bpaliaid B MeTa0OJMUYECKUE KIETKH B
MOMEHT BpeMeHHU 0 4acoB, TAe onsATh obecneunBaiy numy. ITocie 3aBeprueHus UCCaeOBaHMS
(uepes 24 yaca mocje BBEAEHHS XKUPA) MBILIESH YMEPIIBIISIIN U COOMPATH OPTaHbL.

[00287] B HeKOTOpPBIX Cly4asx MbIIEH BO3BpAILAIN B OObIYHBIC KJIETKH U COAEPIKaJIH erle 2-
3 Hexenu IUIsl TIOJTHOTO BOCCTAHOBJICHHS IO UCCIIEOBAHUS B APYTOM dKCIepuMenTe. Briroyanu
1 KOHTPOJIBHYIO TPYIIY, KOTOpasi MOJiy4yajia CTEPHIIbHBIN COJIEBOH PacTBOP (papMaLeBTHYECKOTO
Ka4eCTBa BMECTO MENTUAA.

[00288] Cxema uccrnenoBaHus NMpencTapieHa Ha Gur. 55.

[00289]  [n vivo uccaenoBanue ¢ nomonreto Triton WR1339

[00290] OuenuBanu CrocOOHOCTD MHUMETHYECKUX MENTH/IOB anoJIMIIONPOTENHA
HOPMAaJIM30BaTh THUNEPTPUTIIULEPUAECMUI0 y MbIlel, oOpadortaHHbIXx uHruOMTopom LPL
THJIOKCANOJIOM, B TPUCYTCTBHHM BBICOKOTO coxepxanuss TG, obecneunBaemoro 20%
UHTPAIUITHIOM.

[00291] Mpnueii He KOPMWIM Ha TPOTSHKEHMHM HOYHM (MpuOIM3uTenpHO 12 HacoB) mepen
UCCJIENIOBAHUEM U HA MPOTSLKEHUM 6 4aCcOB UCCIEAOBAHUS Ha CIEAYIOIINUN 1eHb. MuMeTH4ecKue
NENTUABl  aNOJIUIONPOTENHA TMOJYYall CHHTETUYECKHMM NyTeM H 0e3 OHMOJIOrH4eckoro
3arpsi3sHeHUs (He AOCTynHbI Kak onoOpenHsie FDA coennnenus/nedenue). [lentunbl mony4anu u
UCTIONIb30BAJIM B CTEPIJIBHBIX YCIOBUSIX M (QuuibTpoBanu dvepe3 ¢unstp 0,2 HM mepen
UHBEKIUSMU B ONHOKpaTHOW no3e 1-5 mxmons/kr BW. wmu S.C, wiu LP., wm LV. (B

crepuwibHOM pactBope PBS ¢dapmanesrudeckoro kauectsa B odveme < 200 mxi). 3arem 10%
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tunokcanon  (Triton WR-1339, T-0307, Sigma-Aldrich) BBogwnmmu wuHbBekIHed LV. B
OIHOKpaTHOH no3e 5 Mxi/rpamm B.W | xak onucano panee (Zhang Y L. et al., J Biol Chem. 279:
19362-19374, 2004; Abe C. et al., J. Nutr. 137: 345-350, 2007). Tunokcanos mpeacTaBseT
co0Ol HEHMOHHBIN AeTepPreHT, KoTophld nHrHoupyer LPL 1 TeM cambIM BBIBOAUT TPUTIIULIEPUABI
u3 ceiBopotku kpou (Rasouli M. et al., J Clin. Diagn. Research. 10: BFO1-BFO05, 2016).
Haxkonen, kaxnoe >xuBotHOe nonydano 20% untpanunua (ogoOpenHeiii FDA, Fresenius Kabi,
Uppsala, Sweden) B onHOkpaTHOW 03¢ JHUOO TyTEeM MEPOPAIBHOIO KOPMJICHHS dYepes
KENYAOYHbI  30HA (C  HCIONB30BAaHHMEM  CIELHANBHBIX  CTEPUIIBHBIX  OJHOPA30BBIX
HETOKCUYECKUX HIJI IJIs1 KOPMIIEHUS )KMBOTHBIX ) 10308 10-20 mxs/rpamm B.W. (Tuzcu K. et al,
Drug Chem Toxicol., 37: 261-267, 2014, Kusminski C. et al., Nature Medicine. 18: 1539-1549,
2012), mubo myTeM BHYTPUIIEPUTOHEAJIbHONH MHBEKIUH B OXHOKpaTHOM Oomtoce 0,1-1,0 mn
(Mahadero G. et al., American J Surgery. 164: 45-50, 1992). JInd u3MepeHU#l JIHUMHUIOB
nosny4anu o0pasiel KpoH (20-30 MKI) U3 peTpo-OpOUTANIBHON Ma3yXu B MOMEHTBHI BpEMEHH - 1
yac, 0 gacos, 1 yac, 3 yaca, 6 yacoB u 24 yaca. Mplieli BO3BpalIaif B META0OJHUECKHE KIETKU
B MOMEHT BpE€MeHHU 6 4acoB, I1ie OnsATh obecneunBany nuiny. [locne 3aBepiueHns HCCaeIOBaHMUs
(uepe3 24 yaca nocye BBEJSHNS HHTPAIUITNA) MBILIEH YMEPIIBIISUIA U COOMPATH OPTaHbl.
[00292] B HeKOTOpPBIX CHy4asx MbIIEH BO3BpAINAIU B OObIUHBIEC KJIETKH U COAEPIKaJIH ere 2-
3 Henmenu 1Sl IOJTHOTO BOCCTAHOBJIEHHSI 0 MCCIIEIOBAHUS B APYTOM 3KCIepuMeHTe. Bximodanu
2 KOHTPOJBHBIX Tpynmbl, 00€ U3 KOTOPBIX TOJy4YaJd CTEPUJIbHBIN COJIEBOH pPacTBOP
(bapMaLieBTHYECKOro KauecTBa BMeCTo Jiubo nentuaa, udo Triton WR1339.

[00293] Cxema uccnenoBaHus NpencTapieHa Ha ¢ur. 56.

[00294] [n vivo uccnenoBaHus HA MO 00€3bsIHBI C OXKUPEHUEM

[00295] Otbupanu o00e3psiH ¢ comepkanueM TG, TpeBbIIAIIUM 2 MMOJIB/J,
NOATOTABIUBAIA U pacrpenessuii Ha 3 rpynmbl (KoHTposib, | mr/kr DeltabPV u S5 wmr/kr
Delta6PV). XXenaemyro 103y BBOAMIN UHBEKIHEH BHYTPHUBEHHO KMBOTHBIM B MOMEHT BPEMEHH
0 gacoB. O0e3bsTH OCMAaTPHUBAJIN HA MPOTSHKEHUH 72 4acoB U coOUpaiu oOpasLbl KPOBH B pa3HbIe

MOMEHTBI BpEMEHU JIJIsl aHAJIU3a OnoMapkepa.

IIpumep 1. PazpaboTka nentuga
[00296] Amnomunonporenn C-II (apoC-II) sBasiercs (HU3HONOTUYECKHM aKTHBATOPOM
munoniporenHymnasbl  (LPL) w  moxer ofecneunBaTh THIOPONIHM3 TPUIVIMLEPUOA B
munoniporenHax.  OrcyrctBue  ¢ynknmonHampHOoro — apoC-II  Bemer kK  TsDKenoH
THIePTPUTITULIEPUIEMUN, TTONOOHON TOM, KoTopas HaOmonmaercss mpu reHHoM aeduiute LPL

(Breckenridge et al., N Engl J Med. 298: 1265-1273, 1978).
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[00297] 3penas dopma uenoseueckoro apoC-II coctout u3 79 aMHHOKHUCIOTHBIX OCTaTKOB.
Bropuunyto crpykrypy apoC-II ompenenunu Cc NOMOIIBIO pPa3HbIX H3MEPEHHH, NMpU 3TOM
ocratku 17-38 obOo3Haumnm kak crupanb 1, octatku 45-57 o0o3HaUMIM Kak Crupaib 2, a
ocratku 65-74/75 obo3naumnu kak cnupanb 3 (Zdunek et al., Biochemistry 42: 1872-1889,
2003). Onna tperb ¢ C-xonua apoC-II, koropas HeoOxonuma s aktuBaumu LPL, sBnsercs
Ooee KOHCEPBATMBHOW Yy PAa3NMYHBbIX BHIOB, 4eM aBe Tpetu ¢ N-konua apoC-lI, koropsie
HeoOxonmumbl ans cBsi3biBaHus sunuaa (Shen et al., Geme 254:189-198, 2000). I'omonorus
AMMHOKHUCIIOTHBIX OcTaTKoB 40-58 3pemoro yenoseueckoro Oenka apoC-II y pasHbIX BHAOB
nokazaHa Ha ¢ur. 1.

[00298] [lna mosydeHMs] KJIMHUYECKU NMPUMEHUMOro aktusupyromero LPL nmentupga aBTOpEI
HACTOSILEro M300peTeHus pa3paboTalu OAHOCIHMPAIBHBIA M JBYXCIMPAJIbHBIH MHMETHYECKHE
nentuasl apoC-II. ABTopel HacTosAIIEro N300pETeHUsT BBEJU Pa3IMYHble MOJU(HKALINY, TaKUe
KaK YUIMHEHUS, YCEYCHUS, MyTallM M XUMHYeCKHe MOAM(UKALUHM B CIHUPATH HATUBHOTO
yenoBeueckoro oenka apoC-IL

[00299] Hexoroprle Momudukauuy, TakHe KaKk AMHHOKHCIOTHBIE 3aMEHbl, ITOBBIIIAIN
ruapodoOHBIE MOMEHT HAaTUBHOW aMMHOKHCIOTHOMW mocnenoBatenbHocTH apoC-II. Hanpumep,
Kak moka3aHo Ha ¢ur. 2A u ¢ur. 2B, 3amena T Ha D B monokenun 40, 3ameHa P nva K B
nonoxxkenuu 43, 3amena D Ha F B nmonoxxenun 46 u 3amena S Ha F B mosytoskeHuu 56 MOBBIIAIN
ruapooOHBIE MOMEHT aMHHOKHCIOTHBIX OCTaTKOB 40-57 ot 6,04 mo 9,62. Kak noka3aHo Ha
¢ur. 3A u ¢ur. 3B, 3amena T Ha D B nonoxenuu 40, 3amena P Ha K B monokenun 43, 3amena A
Ha E B monoxxenuu 44, 3amena D Ha F B monoxenun 46 u 3ameHa S Ha F B monoxkenuun 56
MOBBIIATN THAPOPOOHBI MOMEHT AMUHOKHUCIIOTHBIX ocTaTkoB 40-57 ot 6,04 no 11,08. Ha ¢ur.
4A u ¢ur. 4B nokaszano, uto 3amena T Ha D B nonoskenuu 40, 3amena P Ha K B monoskenun 43,
3ameHa A Ha E B monoxkenuu 44, samena D Ha F B monoskennu 46, 3ameHa S Ha E B nmonoxkeHnn
54 u 3amena S Ha F B mojoxenun 56 moBbimanu ruapo@oOHBIE MOMEHT aMHUHOKHCIOTHBIX
ocratkos 40-57 ot 6,04 no 12,48.

[00300] Xumuyeckue MomuUKAUU TAK:Ke BBONWIN Ui YCUJICHHS CBS3HM MHUMETHUYECKHUX
nentunoB apoC-II ¢ nUNMUAHBIMM YacTULAMH U [JIs YCUJIEHUsS] APYTUX TepaneBTUYECKUX
XapaKTepUCTUK MHMeTH4YecKux mnentuaoB apoC-Il, Takux Kak TMOBBbIIEHHAs KJETOYHas
NPOHHULIAEMOCTD 1/HJTH TIPOJIOHTHPOBAHHBIA OMOJOrHYeCK i nepuoa nonysbiBeneHus. Ha ¢ur. 5
NOKa3aHbl TPUMEPbl MUMeTH4Yecknx nentunos apoC-ll, mMomuduuMpoOBaHHBIX CTEAPUHOBOH

KHUCJIOTOM.
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Hepequb MHUMETHUYCCKUX IICIITUA0OB apoC-II U UX nocCJIEaOBaTCJIbHOCTU IIOKA3aHbI B

NpUBEACHHOW HIke Tabmume 2, mpu 3ToM «nl» o3Hasaer HOpieHuuH, a «Aib» o3Hagaer

AMHHON300yTaHOBYIO KHCJIOTY.

Tabauna 2

Haszsanue ITociienoBaTeIbHOCTD SEQ ID NO

Delta6 DYLKEVFEKLRDLYEKFTAAnLSTYTGIFTDQVLSV | SEQID NO: 6
LKGEE

Delta6V DYLKEVFEKLRDLYEKFTAAVSTYTGIFTDQVLSVL | SEQ ID NO: 7
KGEE

Delta6L DYLKEVFEKLRDLYEKFTAALSTYTGIFTDQVLSVL | SEQID NO: 8
KGEE

Delta6PV DYLKEVFEKLRDLYEKFTPAVSTYTGIFTDQVLSVL | SEQID NO: 9
KGEE

Delta6PL DYLKEVFEKLRDLYEKFTPALSTYTGIFTDQVLSVL | SEQID NO: 10
KGEE

Delta6MP DYLKEVFEKLRDLYEKFTPAMSTYTGIFTDQVLSVL | SEQID NO: 11
KGEE

DeltabMPK-4R | DYLREVFERLRDLYERKTPAMSTYTGIFTDQVLSVL | SEQ ID NO: 12
RGEE

Delta6-NH DYLKEVFEKLRDLYEKFTAAnLSTYTGIFTDQVLSV | SEQID NO: 13
LKGEEnu

Delta6b-P DYLKEVFEKLRDLYEKKci1sTPAnLSTYTGIFTDQVLS | SEQ ID NO: 14
VLKGEE

Delta6b-A DYLKEVFEKLRDLYEKK c1sTAAnLSTYTGIFTDQVL | SEQ ID NO: 15
SVLKGEE

Deltad DYLKAVFEKLRDLYSKFTAAnLSTYTGIFTDQVLSV | SEQID NO: 16
LKGEE

Delta4 S15E DYLKAVFEKLRDLYEKFTAAnLSTYTGIFTDQVLSV | SEQID NO: 17
LKGEE

Delta4 T18F DYLKAVFEKLRDLYSKFFAAnLSTYTGIFTDQVLSV | SEQ ID NO: 18
LKGEE

Delta4 Y248 DYLKAVFEKLRDLYSKFTAAnLSTSTGIFTDQVLSVL | SEQ ID NO: 19
KGEE

Deltad Q31R DYLKAVFEKLRDLYSKFTAAnLSTYTGIFTDRVLSV | SEQ ID NO: 20
LKGEE

Deltad Q31K DYLKAVFEKLRDLYSKFTAAnLSTYTGIFTDKVLSV | SEQID NO: 21
LKGEE

yCEeUEHHBIN KRDLYEKKFAAnLSTYTGIFTDQVLSVLKGEE SEQ ID NO: 22

Deltad

MOHO-aLHJI- cisDYLKAVFEKLRDLYSKFTAAnLSTYTGIFTDQVLS | SEQ ID NO: 23
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Taéauua 2

HaszBanue ITociienoBaTeIbHOCTD SEQ ID NO

Deltad VLKGEE

ou-auun-Deltad | cisDYLKAVFEKKcisRDLYSKFTAAnLSTYTGIFTDQ | SEQ ID NO: 24
VLSVLKGEE

Deltadb DYLKAVFEKLRDLYSKFTPAMSTYTGIFTDQVLSVL | SEQ ID NO: 25
KGEE

Deltadb S15E DYLKAVFEKLRDLYEKFTPAMSTYTGIFTDQVLSVL | SEQ ID NO: 26
KGEE

Deltadb S15K DYLKAVFEKLRDLYKKFTPAMSTYTGIFTDQVLSVL | SEQ ID NO: 27
KGEE

Deltadb R11K DYLKAVFEKLKDLYSKFTPAMSTYTGIFTDQVLSVL | SEQ ID NO: 28
KGEE

Deltadb Y2W DWLKAVFEKLRDLYSKFTPAMSTYTGIFTDQVLSV | SEQ ID NO: 29
LKGEE

Delta4b T18F DYLKAVFEKLRDLYSKFFPAMSTYTGIFTDQVLSVL | SEQ ID NO: 30
KGEE

Delta4b DYLKAFYEKLRDLLSKAFPAMSTYTGIFTDQVLSVL | SEQ ID NO: 31

VOF/F7Y/Y14L/ | KGEE

F17A/T18F

Deltadb-1 DYLKAVKcisEKLRDLYSKFTPAMSTYTGIFTDQVLS | SEQ ID NO: 32
VLKGEE

Delta4b-2 DYLKAVFEKK ci1sRDLYSKFTPAMSTYTGIFTDQVLS | SEQ ID NO: 33
VLKGEE

Delta4b-3 DYLKAVFEKLRDLYSKKcisTPAMSTYTGIFTDQVLS | SEQ ID NO: 34
VLKGEE

Deltadc DYLKAVFEKLRDLYSKFTAAKci6sSTYTGIFTDQVLS | SEQ ID NO: 35
VLKGEE

Deltadc trunc3 KAVFEKLRDLYSKFTAAKcisSTYTGIFTDQVLSVLK | SEQ ID NO: 36
GEE

Delta4c truncd DVFEKLRDLYSKFTAAKc16STYTGIFTDQVLSVLKG | SEQ ID NO: 37
EE

Deltadc trunc? EKLRDLYSKFTAAKc16STYTGIFTDQVLSVLKGEE SEQ ID NO: 38

Deltadc truncl0 | RDLYSKFTAAKcisSTYTGIFTDQVLSVLKGEE SEQ ID NO: 39

Deltadc truncll | DLYSKFTAAKc16STYTGIFTDQVLSVLKGEE SEQ ID NO: 40

Deltadc truncl4 | DKFTAAKci6STYTGIFTDQVLSVLKGEE SEQ ID NO: 41

Delta5 DYLKEVFEKLRDLYSKFTAAnLSTYTGIFTDQVLSV | SEQ ID NO: 42
LKGEE

Delta5b Y2W DWLKAVFEKLRDLYEKFTPAMSTYTGIFTDQVLSV | SEQ ID NO: 43

LKGEE
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Taoauma 2

HaszBanue ITociienoBaTeIbHOCTD SEQ ID NO

Delta5b T18F DYLKAVFEKLRDLYEKFFPAMSTYTGIFTDQVLSVL | SEQ ID NO: 44
KGEE

DeltaSb DWLKAVFEKLRDLYEKFFPAMSTYTGIFTDQVLSV | SEQ ID NO: 45

Y2W/T18F LKGEE

Delta5Sb Y2W | DWLKAVFEKLRDLYEKFTPAnLSTYTGIFTDQVLSV | SEQ ID NO: 46

M2I1NL LKGEE

DeltaSb T18F | DYLKAVFEKLRDLYEKFFPAnLSTYTGIFTDQVLSVL | SEQ ID NO: 47

M21NL KGEE

Delta5Sb DWLKAVFEKLRDLYEKFFPAnLSTYTGIFTDQVLSV | SEQ ID NO: 48

Y2W/T18F LKGEE

M2I1NL

C2thirdhelix AMSTYTGIFTDQVLSVLKGEE SEQ ID NO: 49

C2thirdhelixStea | cisAMSTYTGIFTDQVLSVLKGEE SEQ ID NO: 50

rylposl

C2thirdhelix AKcisSTYTGIFTDQVLSVLKGEE SEQ ID NO: 51

Stearylpos2

C2thridhelix AMSTYTGIFTDQVLSVLKc1sGEE SEQ ID NO: 52

Stearylpos17

Delta6T18F-PV | DYLKEVFEKLRDLYEKFFPAVSTYTGIFTDQVLSVL | SEQ ID NO: 53
KGEE

Delta6T18F-PV- | DYLKEVAIbEKLRDLYEKAibFPAVSTYTGIFTDQVL | SEQ ID NO: 54

AIB7,17 SVLKGEE

Deltal3-31-PV DKVKEFLSEYWEKAKEFAPAVSTYTGIFTDQVLSVL | SEQ ID NO: 55
KGEE

Hpumep 2. Tunuunesle mMumernvyeckue nentuabl apoC-II ¢ aMHUHOKHCIOTHBIMH

3aMeHamMu o0ecneunBaoT ruapoaus TG in vitro

[00302]

Jlns ompeneneHuss BO3MOXKHOTO BIMsIHUSL MuUMeTH4deckux mnentuaos apoC-II Ha

ruaponu3 TG onennBain 3G HeKT NenTUAOB C UCIOIB30BAHUEM /11 Vifr0 aHAIN3a JIUIOJIN3A.

[00303]

Anamu3 LPL ¢ ceBopoTkoit kpoBu OonpHOro ¢ nedunurom apoC-II mokasan, uTto

tunnuHbie MuMeTHueckue nentuasl apoC-II Delta4, DeltaS u Delta6, a takxe BapuanTel Deltad
moHo-ammn-Delta4 u  Oum-ammn-Deltad Opumm  cmocobubl  0OecneuuBath ruaponu3s TG B
npucyrcreue LPL. Tlpm Oonmee HU3KMX KOHIEHTPALUUSAX OOJBIIMHCTBO TECTUPYEMBIX
MUMETHUYECKHUX MENTUAOB, Takux kKak Deltad4, DeltaS u Delta6, neiicteoBanu 6onee 3¢ eKTUBHO,
yeM HaTuBHBIN Oeniok apoC-1I (¢ur. 6).

[00304]

Anamm3 LPL ¢ ucnojp30BaHUEM HMHTPAUIIKAA B Ka4ecTBe CyOCTpaTa MOATBEPIW,

YTO BCC TECTUPYEMbBIC MUMETUYCCKUEC MENITHUbI ObUTH CIIOCOOHBI 00ECTIEUHBATh rUapoOIn3 TG B
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npucyrcreue LPL. Mumernyeckue nentuzabl apoC-II Delta4 u DeltaS netictBoBamm Oonee
s¢dexTruBHO, yeM HaTUBHBINA Oenok apoC-II, mpu koHIEeHTpauusax ot npuoamsuTeabHo 1 HM 1o
npudm3uTensHo 10 MM (dur. 7).

[00305] Otu pe3ynbTaThl AEMOHCTPUPYIOT, YTO TUMHMYHbIE MUMeTHUYecKue nentuabl apoC-II

Delta4, DeltaS u Delta6 cioco6HbI 00ecnieunBats runponus TG in vitro.

IIpumep 3. Bapuantsl Delta4 u Tperbsi cnupaib apoC-1I odecneunBaroT ruapoJins
TG in vitro
[00306] IIMapaupHas obnacTe Mexay crupanbio 2 u cnmpanbsio 3 Oenka apoC-II mo3sossier
IBYM CIHPAJISIM COXPAHITh OTHOCUTENBHO NpsMYI0 KoH(popmanuio. Crivpanb 3 OTKJIOHAETCS OT
cnupany 2 paBHOMEPHO B Pa3HbIX HANpPABIEHHs Ha yros He Oojee uem mpuOnusurenbHo 20°.
ITonaratoT, 4ToO Takas KOHGOPMALHMIO IOMOTAET CIUPATH 3, KOTOpPasi COAEPKUT aKTUBHPYIOLIHI
LPL nomeH, NpUCOEANHATBCS K MOBEPXHOCTU MULIEIUIbI JUNIONPOTEUHA. BKiIIOUeHNne NponnHa B
HIOJIO’KEHHHU 58 MIApHUPHOTO JOMEHA COXPAHSET U YCHINBaeT KoHpopmarmo. Bapuantet Delta4,
takue kak Deltadb, Delta4b-1 u Delta4b SS54E, conepsxat nponuH B nosoxenun 58.
[00307] Mumernueckuii nentun apoC-II C2thirdhelix BkIIOYAaeT aMHHOKUCIOTHBIE OCTATKU
59-79 Oenka apoC-IL C2thirdhelix Stearylposl, C2thirdhelixStearylpos2 u
C2thirdhelixStearylpos17 Bkitouatror Momudukanuio creapuHoBoi kuciaoTor B C2thirdhelix Ha
Pa3JINYHBIX AMHHOKHCJIOTHBIX OCTaTKaX.
[00308] Kak mnokazano Ha ¢ur. 8, OONBLUIMHCTBO W3 BBILICYIOMSIHYTHIX MHUMETHUECKUX
nentunoB apoC-II obnananm cnocobrocThi0 ObecneunBarh runponan3 TG B mpucyrcrsue LPL
NPU MCTIOJIb30BAaHUH CHIBOPOTKH KpoBH OoJbHOTO ¢ nedunurom apoC-II B kauecTse cyOcTpara.
bonee  mompoOubiii  aHamu3z  pesynpratoB  C2thirdhelix,  C2thirdhelixStearylposl,
C2thirdhelixStearylpos2 u C2thirdhelixStearylpos17 mokaszan, 4TO JMMUANPOBAHUE YCUIHBAET
ciocobHocTh C2thirdhelix obecneunsars rupponns TG (¢ur. 9). CpaBHEHHE MUMETHYECKHX
nentunoB apoC-II Delta4, Deltadb wu Delta4b-3 mnoxkasano, 4To BKIIOUEHHE MPOJHHA B
NOJIO’KeHUH 58 1 MOITU(DUKAIINN CTEAPUHOBON KHCIOTON B JIM3UHOBOM OCTATKE B MOJIOKEHUH 56
YCHJIUBAET CMOCOOHOCTh THMHYHOTrO Mumerwueckoro mentuna apoC-II Delta4 seogute TG
(¢ur. 10). Ha ¢ur. 11 moxTeepkaaercsi, 4To JIUMUANPOBAHNE MUMeTHUYECKOro nentuaa apoC-II
Deltadb ycunmBaer ero CnocoOHOCTH YCWIMBATH JIMIONH3, OCOOEHHO mMpH 0Oojiee HU3KHUX
KOHLIEHTPALIUSX.
[00309] ABTOpBI HACTOSIIETO H300pETEHUs najiee TECTUPOBAIM MUMETUYECKHE MeNTHIbI
apoC-II B mupokom amamazoHe koHueHtpauuit or 100 mM po 10 mMxM. Mumernyeckue

nentunbl  apoC-II Deltadb-1, Deltadb-2, Deltadb-3, Deltadb, Deltadb TS57F wu Deltad
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obecnieunBanyu ruapoiu3 TG 3aBUCHMBIM OT 1036l 0OpazoM. Bece mumermyeckue nentuabl apoC-

I, Tectupyemble B HAHHOM OSKCHEPHMEHTE, JeWCTBOBaIM Oonee 3(PQPEeKTHBHO, HYeM

>
nojHopasMepHsiit 0enok apoC-II (pur. 12).

[00310] TIlentun Deltadc comeprkan MOOU(PUIMPOBAHHBIA MAJTBMUTUHOBON KHCIOTOH JIN3MH
(K) B monoxxennu 60, 1 ero mpon3BoAHbIe BKIOYaIn ycedeHus Ha C-koHue Ha 3, 4, 7, 10, 11
wii 14 amuHokucnor. B anamusze LPL ¢ ceiBOopoTKO# kpoBU OonbHOTO ¢ nedunurom apoC-II B
KadyecTBe cyOcTpaTa M B AMana3oHe KoHIUeHTpauuid nentuna ot 10 M no 100 mxM Deltadc u
€ro yceueHHble BapuaHThl obecneunsany runponns TG (dur. 13).

[00311] CoBMmecTHO JAaHHBIE pPE3yJbTAThl IIOKA3bIBAIOT, YTO BApUAHThl THUIHYHOTO

mumeTnueckoro mnentupa apoC-II Delta4 wu Bapmantsl Tperbedt crupamu apoC-II moryt

obecnieunBath ruaponus TG in vitro.

IIpumep 4. Bapuantsi DeltaS o6ecneunBarot ruaposus TG in vitro

[00312] OcyuiecTBisu OOMONHUTEIbHBIE AMHHOKUCIOTHBIE 3aMEHbl B MHMETHYECKOM
nentune apoC-II DeltaSb, xoTopblii BKJIOYAET MPOJMH B TMOJOKEHUH 58 M METHOHUH B
nosioxkeHuu 60.

[00313] Awnanmuz LPL BBINONHAAM C UCIOJBb30BAHUEM CBHIBOPOTKH KPOBU OOJBHOTO C
neduurom apoC-II B kadecTBe cyOcTparta. [lenTuapl TECTUPOBAIN B qUANA30HE KOHIEHTPALIUM
or 100 mM nmo 10 M. Kak mnokazano Ha ¢ur. 14, Bce Bapuantsl DeltaS ¢ ykazaHHbIMU
AMUHOKHUCJIOTHBIMU 3aMeHaMu U Delta6 oOnamanu cnocoOHOCThIO obecneunBaTh ruapoau3 TG
3aBHCHUMBIM OT J03bI 00pa3oM.

[00314] [lanHble pe3ynbTaThl MOKA3bIBAIOT, YTO BAPUAHTHI TUMUYHOIO MHUMETHYECKOIO

nentuna apoC-II DeltaS cnocoOuer o6ecnieunsars rugponus TG in vitro.

Ipumep S. Bapuantsi Delta6 o6ecneunsarot rugpoaus TG in vitro
[00315] TunuuHbIt MHUMETHYECKU I MEeNTUN apoC-II  Delta6 JIIOTIOJIHUTEJIBHO
MoAU(UIHMPOBAIH, YTOOBI OH Jydlle MOAXOAMI Ui pPeKOMOWHAHTHOH skcmpeccun. Deltabl
BKJIIO4aeT JieHuHOBbIA (L) ocratok B monoskeHun 60. DeltabPV Bkmowaer npomuH (P) B
nojoxennn 58 u BanuH (V) B nonoxkennn 60. Delta6PV Bxiouaer nponus (P) B monokenun
58 u netinuH (V) B nmonokeHuu 60. Delta6T18F-PV nononHuTENnpHO BKIOYAET (EHUIATAHUH
(F) B nmonoxennn 57 mo cpaBHeHnto ¢ DeltabPV. Delta6T18F-PV-AIB7,17 nononHHUTEIBHO
BKJIFOUAET aMHUHOM300YTaHOBYIO KHCIOTY (Aib) B monokeHHsx 46 u 56, a Takxke (eHunaraHuH

(F) B monoxxennu 57 no cpaBaeHuto ¢ DeltabPV.
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[00316] Kak mokaszano Ha ¢ur. 15A-D, nentun Delta6 u ero Bapuantsl DeltadL, Delta6PV u
Delta6PL aktuBupoBanu LPL in vifro mpu HCIONB30BAHMU CHIBOPOTKH KPOBH OOJIBHOTO
TUNIEPTPUIIIMLEpUAeMHUEH B KauecTBe cyOcTpara. KOHIEHTpauuu TPUTIHIEPUIOB B CHIBOPOTKE
KpoBu O0JpHOrO BapbupoBaiu OT mpuOam3uTenbHo 1000 mr/mn mo npubmusurensHo 1700
™I/t

[00317] ABTOpBI HacTOSIIEr0 M300PETeHHsI ajiee TeCTUPOBAIN aKTUBHOCTD mentuaa Deltad
u ero Bapuanta DeltabPV B mmupokom nmamasone koHnenrpanuii or 100 mM mo 10 mxM.
CriBopoTKy KpoBu OospHOrO ¢ aedpuuurom apoC-II ucronpzoBanu B kadectse cydctpara. Kak
nokaszano Ha ¢ur. 51, Delta6 u Delta6PV akrusuposanu LPL in vitro 6onee s¢dexruBHo, uem
noJiHopa3MepHbIii 6enok apoC-I1.

[00318] Kpome Ttoro, Bapuantsl Delta6 Delta6PV, DeltabT18F-PV u Delta6T18F-PV-
AIB7,17 axtuBupoBanu LPL in vifro ¢ oOpasuamu CbIBOPOTKH KPOBHU OT OONBHBIX ¢ AeuuuToM
apoC-II (¢pur. 52).

[00319] ABTOpBI HacTOsIIEr0 M300peTeHHs Cco3AaBai MuMeTudeckuid mnentun apoC-II
Deltal3-31-PV, koropeiii Bkmouaer BapuaHT crupand 1 apoC-II. Deltal3-31-PV umeer
nocnenoarensHocTs DKVKEFLSEYWEKAKEFAPAVSTYTGIFTDQVLSVLKGEE (SEQ ID
NO: 55), npu 5TOM MOAYEPKHYTHI aMUHOKHUCJIOTHbIe 3aMeHbl B crimpanu 1 apoC-II. Ilenrun
Deltal3-31-PV obecnieunBan TG ruapomus in vitro 3aBUCUMBbIM OT 103bI 00pa3om (dur. 52).
[00320] [danHble pe3yabTaThl MOKA3bIBAIOT, YTO BAPUAHTHI THUIHUYHOIO MHUMETHYECKOIO
nentuna apoC-II Delta6 n mumernueckuit nentun apoC-II, comep:kamuii BapuaHT cnupanu 1

apoC-II cnocoOHbI 0OecnieunBath runaponus TG in vitro.

Ipumep 6. Deltad u ero BapuaHThI yCHIUBAIOT in VIVO JIUNOJIU3

[00321] ApoC-II sBusiercsi KOGAKTOPOM JUIs JIMIIONIPOTEHHJIUNA3bL, (EPMEHTa, KOTOPBIH
ruaponusyer Ttpurinuepunasl. Jepunur apoC-II mpuBOIUT K TUNEPTPUITHLEPHAEMHH Y
cyobektoB-moneit. Kak omuceiBaercs B Sakurai et al., J Pharmacol Exp Ther 356:341-353,
2016, aBTOpBI HACTOSIIErO M300pETEHUsT CO3MaBaT HOKAayTHHIX MO apoC-II mbmuei, kKoTopbIe
UMeJH BbICOKOE coaepskanre TG B rmiasme.

[00322] Mumernueckuii nentua apoC-II Delta4 BBOnMINM MHBEKIKEH TOIKOXKHO HOKAYTHBIM
1o apoC-II MpImamM ¥ KOHTPOJIMPOBAIN COAEPIKAHUE JIUMTUAOB C TeYeHUeM BpeMeHH (¢ur. 16).
Hnbeknust Delta4 npusoamna k ObICTPOMY U 3aMETHOMY CHIDKEHHIO coneprkanus TG B ma3zme.
IMonkoxkHasi wHbeknmsi Deltad4 Takke TNpPHUBOOMIA K CHIDKEHUIO COAEPKAHHS CYMMAapHOTO

xonectepuHa (dur. 17).
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[00323] HoxaytsbsiMm no apoC-II MblamM Takke BBOJUIN BHYTPUIIEPUTOHEATbHON HHBEKLIUEN
nentun Delta4 (¢ur. 18 u 19). [TonoOubM obpazom, nabekius Delta4 mpusoanna x 3aMeTHOMY
CHIDKEHMIO conepkanust TG B rutasMe ¢ MaKCUMAaJIbHBIM CHIDKEHHEM Yepe3 MPHOIU3UTETBHO 3
yaca. BHyTpunmepuToHeanbHas HWHBEKLUS TakKe MPUBOANIA K CHIDKEHHMIO COJEp>KaHUs
CYMMapHOTI'O XOJIeCTepHHA.

[00324] Taxxe TtectupoBanmu mnpousBoaHbie Delta4 Deltadb u Deltadb-3 Ha mpenmer ux
criocoOHocTH obecneunBaTh ruaponus TG in vivo (pur. 20). ITocne nmepopaabHOro KOPMIIEHUS
4yepe3 SKeNyAOYHbIH 30HJ PpACTUTENbHbIM MacioMm coaepxkanue TG B ChIBOPOTKE KpOBHU
noBbImanock y Muimueit CS7BL/6 B mpubnusurensHo 4,5 pasa 3a 3 yaca. Koraa mpimam BBOAHIN
BHYTPUIIEPUTOHEAIbHOU HHBEKLMEN 3a 30 MUHYT 10 KOPMJIEHHUSI 4€pe3 JKEIyAO4YHBbIA 30HI
mumernueckuil nenrun apoC-II Delta4, Deltadb unu Delta4b-3, nossimnennoe conepxanue TG
CYLIECTBEHHO CHUIKAJIOCh.

[00325] [laHHbIe pe3ysabTaThl MOKA3BIBAKOT, YTO Mumernyeckuii nentuz apoC-II Delta4 u ero

BapUAHTBI O0JIAAI0T CIOCOOHOCTBIO YCHIIMBATS 71 VIVO JIUIOJH3.

IIpumep 7. Delta6 u ero BApHAHTBI YCHIIMBAJH iK1 VIVO JUNIOJIN3
[00326] Mumernueckuit mnentuny apoC-II  Deltab BBoxgMIM  BHYTPUNEPUTOHEATBHOU
uHbeKIMel HokayTHBIM MO apoC-Il MbIaM U KOHTPOJIMPOBAIU JUMHIBI B IIA3Me C TEUEHHUEM
Bpemenu (¢ur. 21). Muavekuus Delta6 mpuBogmia k OBICTPOMY U 3aMETHOMY CHH)KEHHIO
conepkanuss TG B muasme. BuyTrpunepurtoneanbHass wHbekUuus Deltaé Takke mpuBogmia K
CHIDKEHHIO COZIEPIKaHMs CYMMapHOTO Xojiectepuna (¢pur. 22).
[00327] Kak mokasaHo Ha ¢ur. 23, Tpu pasHbX 1036l nentupa Delta6 (0,25, 0,5 u 1
MKMOJIB/KI' MacChl T€Jla) BBOAMJIN BHYTPUIIEPUTOHEATbHON MHBEKLHEH HOKayTHbIM 1o apoC-II
MbIIIaM 1 KOHTpoJupoBaian TG B mna3me ¢ TeueHneM BpemeHu. Bee nos3er Deltad npusonunm
OBICTPOMY U 3aMETHOMY CHIKEHUIO conepxkanus TG B rutazme.
[00328] Taxxe TtectupoBanu BapuaHThl Delta6 Deltadb-A, Deltabb-P u Delta6-NH Ha
npeaMeT MX CIIOCOOHOCTH YCHIIMBATh if1 VivVO JUNONW3 NMPH KOHUeHTpauuud 0,25 MKMOJB/KT
Macchl Tena. Bee BapuanTsl Deltab mpuBonuian K CyIecTBEHHOMY CHIDKEHHIO conepskanust TG B
TUIa3Me TIOCIe UX BHYTPHUIIEPUTOHEATBHON HHBEKIIUN HOKAayTHBIM 110 apoC-1I mbimam (ur. 24).
[00329] Kak nokasano Ha ¢ur. 53, Bapuantel Delta6 Delta6PV u Delta6-T18F-PV BBogumm
BHYTPHUIIEPUTOHEANBbHON MHBbEKINEH HOKayTHBIM 1Mo apoC-1I mbrmam npu 0,1 MKMOJIB/KT Macchl
Tena u koHTposupoBau TG B utasme ¢ TeueHuem Bpemenu. Kak DeltabPV, tak u Delta6-T18F-

PV npuBonnim k ObicTpoMy U CHIDKEHHIO cozepkanust TG B ma3me y HOkayTHBIX 1o apoC-II
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MBIIIIEH ¢ MaKCUMAaJIbHBIM CHIDKEHHEM dYepe3 MPUOIM3UTENIbHO O YacOB TOC/E WHBEKIUU
MEenTUaa.
[00330] [anHble pe3yabTaThl MOKA3bIBAIOT, 4TO MuUMeTndeckuil nernrun apoC-II Deltad u ero

BapUAHTBHI OOJIAAAI0T CIIOCOOHOCTBIO YCHIIUBATD 771 VIVO JTUTIONH3.

IIpumep 8. 3amemenne apoC-1I1 mumernyeckumu nentuaamu apoC-I11
[00331] ApoC-III 06bMHO acCOLMHUPYIOT ¢ OOraThIMU TPUIIIMLIEPHIOM JIUMONPOTEMHAMU, U
oH Obl1 uaeHTuuIMpoBaH Kak 3¢ dexTuBHbIil MoaynaTop conepxkanus TG B mnasme. ApoC-III
peryaupyer coaepxkanue TG B mnnasMe NOCPEACTBOM psija MEXaHU3MOB, B TOM 4YHUCIHE
cynpeccuell akTuBHOCTH Jjunomnporennnunassl (LPL) u LPL-He3aBucumbiMu 3ddextamu Ha
BeiBerieHHe TG. ABTOpBI HacTOALIEr0 N300peTeHus u3y4aiu 3¢p¢PeKT MUMETHYECKUX MENTHIOB
apoC-II B otHowmenuu 3amemenus apoC-IIL.
[00332] MHukyOaumss VLDL u XMIOMHKpPOHOB, BbIIENIEHHBIX U3 IIA3MBbl YEJIOBEKA, C PA3HBIMU
KOHLeHTpauusiMu mMumerndeckoro nentuna apoC-II Deltadé nokasama, uto Deltab obnanmaer
Gonee BrICOKOI apduHHOCTRIO B OTHOmEHNH VLDL M XMIOMHKPOHOB, Y€M aroJUIONPOTEHHBI
(¢pur. 25). ITonoGubIM 00pazom, nakydammst VLDL, BbieneHHOro U3 mia3msl 4yenoseka, ¢ Deltad
u ero npousBoaHbiMH Delta6-A, Delat6-P u Delta6-NH nokasana, yro Deltab u npousBogHbie
ObutH criocoOHbI 3ameniaTh apoC-IIT (dur. 26).
[00333] Kak nokazaHo Ha ¢ur. 27, BeIMONHSIN i1 Vitro aHamu3 LPL ¢ ChIBOPOTKOI KpOBU
OospHOrO rHNepTpuriuuepuaemuei. Mumerndeckue nentuasl apoC-II Delta4 u Delta6
ycuuBain akTUBHOCTb LPL y O0NbHBIX ¢ BBICOKUM copepskanueM Oenka apoC-I11.
[00334] [lanHble pe3yabTaThl MOKA3bIBAKOT, 4TO MuMernyeckue mnentuabl apoC-II Deltad,
Delat6 m wux Bapuantbl crnocoOHbl 3amemarb apoC-III u ycunuBate in Vvifro numonus B

CBIBOPOTKE KPOBH OOJIBHOTO C BBICOKUM cozep:kanuem Oenka apoC-I11.

Ipumep 9. 3amemenne apoC-1I1 nentuaom apoC-11-a

[00335] AsBtopsl Hacrosimero uszoOpereHuss wusydanu d¢dekr mnentuga apoC-ll-a B
oTHoueHuu 3ameteHus: apoC-IIL

[00336] Wukybarmusi VLDL, BblieNeHHBIX W3 IJIa3Mbl YeJIOBEKAa, C HK30TE€HHBIM MENTHIOM
apoC-IlI-a mokasana, yto apoC-ll-a obmnamaer Gonee BBICOKOW apPUHHOCTBIO B OTHOLICHHU
VLDL, uem anosmunomnporeunnsl (¢ur. 28). Macc-cnekrpomerpudecknii anann3 MALDI-TOF
nokasai, uro nentua apoC-ll-a cenekrusno 3amensier apoC-1II u apoC-I, Ho we apoC-II (¢wur.
29A). UuTepecHo 1O, uTo cBsizbiBaHue nentuaa apoC-1l-a ¢ VLDL nodty nponopunoHaibHO ero

KoHIeHTpauuu (dur. 29B).
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[00337] Wukybaumst XUJIOMHUKPOHOB, BBIACNIEHHBIX U3 IUIA3Mbl YEJIOBEKA, C HK30TE€HHBIM
nentunom apoC-Il-a mokasanma, uto apoC-Il-a oOmamaer Oosee BbICOKOH adPUHHOCTBIO B
OTHOLIEHUH XHJIOMUKPOHOB, YeM anoJaunonporentsl (pur. 30).

[00338] Amnanm3 LPL BbIMONHSUIH ¢ MCMOJNIb30BAHHEM WHTPAIUIUAA B KauecTBe cydcrTpara.
Kak mnokazano Ha ¢ur. 31, apoC-IlI mHrnOupoBan npoxyuupoBaHHE CBOOOIHOHN >KUPHOM
kucinotel (NEFA). Jlobaenenme nentuna apoC-ll-a mpeomoneBano WHruOUTOpHBIN 3(dexT
apoC-III n o0eryano TUNOIN3 3aBUCHMBIM OT JJ03bI 00pa3oM.

[00339] Amnanu3 LPL BbINOJAHSAAM C UCMOJB30BAHUEM IUIA3Mbl YEJOBEKA C BBICOKUM
conepxanueM TG B kauecTBe cyOcTpara B pazdasnenuu 1:50. Pesynprarsl nokasansl Ha ¢ur. 32.
IIpn noGaBiaennn 50 MxM pexomOunantHoro Oenka apoC-III mpoayuupoBanue CBOOOTHOM
xupHOU kucnotel (NEFA) cHmkanoch ot mpubmusurensHo 3,2 MkM no npubnusurensHo 1,7
MKM. Ilentun apoC-Il-a noGasmsiiu mpu pasnuuHbIX KOHUEeHTpauusx. [Tpu konnenTpamu 0,01
MKM OH HayMHAJ OTPULATENBHO BIMATH Ha unoiu3. [Ipu koHueHTpanuu npudnmsnutensHo 0,2
MKM oH npeozoseBan nHruoutopHeii 3¢dexr apoC-III. bonee Bbicokne koHLEHTpauuu apoC-
II-a nononuurensHo obnerdanu nunonus. IlpensapurenvHast nuHkyOaums apoC-III ¢ maasmoit
yenoBeka He n3Mensuia dgdexr nenruna apoC-Il-a.

[00340] ABTOpBHI HacTOSIIIEr0 W300PETEHUs] TaKKe TECTUPOBAIM IUIA3My OT TPAHCTEHHBIX
MbIIIeH, Hagdkcnpeccupyromux uenopedeckuii apoC-III. ApoC-III B mnasme cympeccupoBa
JIMIIOJIA3, YTO COTJIACYETCSl ¢ W3BECTHOM CIIOCOOHOCTBEO BBICOKMX KOHIEHTpauui apoC-III
BBI3bIBATh runeprpuriuuepunaemutro. B anmamuse LPL ¢ wucnonp3oBaHueM Ijiasmbl  OT
TpancreHHbix 1o apoC-III wmermeii nmentun apoC-II-a mpeomoneBan MHrHOMTOPHBIH 3 dexT
noBbieHHOH skcnpeccun apoC-III Bo Bcex Tpex oOpasuax mia3Mbl TPAHCTEHHBIX MbILIeH ((pur.

33).

[pumep 10. ApoC-II-a cMsiryaer NOCTOPAHAUAIBHYI0 THIIEPTPUITHIEPHIEMHIO Y
MblLIel ¢ TOMOIIbI0 MEXaAHHU3MOB, JOMOJHHTEJbHBIX K AKTHBAILUH JUIONPOTEHHIHNA3ZDI
[00341] TlocrnpanauanbHasi TUNEPTPUTIULEPUIESMUS SIBISETCS BaKHBIM (DaKTOPOM pHUCKA
cepaedHo-cocyaucteix 3abosnesanmii  (CVD). Panee aBTOpbl HacTOsIIero u300peTeHUs
oruceiBan Mumerndeckuii nentun apoC-1I (apoC-1I-a), xoroperii aktusupyer LPL u cHmxaer
conepkanue TG B ceiBOpoTke KpoBu Mbimeit apoC-II-KO. Jlns uccnemoBanust apoC-ll-a B
Ka4eCTBE TEPANEeBTUUECKOr0 CPEACTBA ISl MOCTIPAHANAIBHON FTMIIEPTPUTITULEPUAEMUN aBTOPbI
HACTOSIIEr0 M300peTeHus n3y4danu ero 3p(HeKT Ha HECKOJIBKUX MBIIIHHBIX MOJENSAX MOCIE TECT

C )KMPOBOH Harpy3KOu.
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[00342] Ilocne mepopalapHOrO KOPMIIEHHUs 4€pe3 JKENyAOYHBIM 30HJ PAaCTUTEIbHBIM MaCiIOM
(10 mxa/rpamm) copep:kanne TG B CBIBOPOTKE KPOBH MOBBILIANIOCH 32 3 yaca y Mbltuelt CS7BL/6
IO MeHbllel Mepe B 5 pa3, HO KOorja Mblliam BBoAuNU uHbekuued apoC-Il-a 3a 30 munyT no
KOpMIIeHHs1 uepe3 >kenynousbiii 30HA (1 mxmonw/kr; LP. mmm S.Q.), To moctnpaHanaibHOE
NoBblIIeHHOE cofeprkanre TG mouTu MONMHOCTRIO CHUXKANOCh. IlocTnpanananbHoe coaep:kaHue
TG B cbBOpOTKE KpOBM Mblmeil mokasaHo Ha ¢ur. 34A u 34B. IlomoOHble pe3ynbTaThl
oOHapyxwuBanu y Mbimeit apoE-KO, uto cBuperensctByer o Tom, uto 3¢dekt apoC-ll-a He
3aBucut or apoE (He mokasano). ApoC-ll-a, mo-BupuMomy, He IeHCTBOBAJ Ha YpPOBEHb
abcopbunn TG, mockonbKy OH TakXke OBICTPO yckopsil BbiBeieHHe TG M3 CHIBOPOTKH KPOBHU
nocne LP. unvexiun 20% untpanununa. Jlobasnenune sx3orenHoi LPL B oOpa3usl cbIBOPOTKH
KpoBH, coOpaHHble nocie [P. mHbeKIMU ¢ MHTPATUNUIOM, TOKA3aj0, YTO JIUIOMPOTEUHOBBIE
YaCTHLBI OT Mbllei, oOpadoranubix apoC-Il-a, Opun nydmmmu cyocrparamu asst LPL.

[00343] [IloBbimeHue B cbIBOpOTKE KpoBu coxepxkanuss TG mnocine LP. unbekuuu
MHTPAJIMUIINAA TOJBKO HYaCTUYHO OJIOKHMpPOBAJNOCh Ha mpubamsurenbHo 50% mpu COBMECTHOM
BBEIeHWU MHbeKUuel mbimaM uHruouropa LPL Triton WR1339, uto cBUAETEIBCTBYET O TOM,
yro apoC-II-a neiictByer nonomnurensHo LPL-He3aBucumeiMu mexannsmamu. Ha ¢ur. 34A u
34B moka3aHO CpaBHEHHE MOCTIpaHAUaIbHOro copepxkanust TG B CHIBOPOTKE KPOBH MBbIIIEH C
COBMeCTHOUM uHBbekiuer Triton umu Oe3 TakoBoi. MHKyOalusi ChIBOPOTKH KPOBU YEJIOBEKA C
sk30reHHbIM apoC-Il-a B m03ax, CpaBHUMBIX C J03aMH, JOCTUTHYTBIMU il VIVO Y MBILIEH,
nokasana, 4yro apoC-ll-a cBs3pIBaeTCs CO BCeMHU JHmonporenHamu, B ToMm uwmcie HDL, u
Bb3bIBaeT 3amemieHue apoC-I u apoC-III. Kpome Ttoro, murubuposanue LPL in vifro ot
nobasjienust sk3oreHHoro apoC-III mMokHO mnpeomoneTs myTem poOasienust apoC-Il-a B
MOJIIPHOM OTHOIIEHUH 110 MeHblueil mepe 1:10 no cpaBHenuto ¢ apoC-IIL

[00344] B 3akmouenue, MumeTnueckuil nentua apoC-Il-a mpu OTHOCUTENBHO HU3KUX A03aX
MO>KET YCKOPSITh BbIBEJEHHE MOCTIIpaHIUaNIbHOrO coaepkanust TG mocne KupoBOil Harpy3Ku.
JTO NPOMCXOAMUT YacTU4YHO nyTeM akTtuBauuu LPL, kak u oxwunanoch. OnHAKO HEOKUAAHHO
aBTOPBI Hacrosiero nzobperenust obHapyxuian, uto apoC-ll-a Takke CHWKaeT comeprkaHue
TPUIIIMLEPUAOB, ocnabnsas uHrubuposanue LPL ¢ momompro apoC-III u, BO3MOXHO, Takxke
onokupyst npyrue ussectHole LPL-nezaBucumelie s¢dexter apoC-III u, Bo3moxkHO, apoC-I, B

3aMeAJICHUH TMOCTIIPaHANANbHOTO BeiBeAeHs TG.
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Hpumep 11. Delta6PV ycumauBan in vivoe JHNOIW3 HA MBIIHHBIX MOAEJAX
(Mccen0BaHHUS € OAHOKPATHOM 1030i)
[00345] Oddexr nmentuna DeltabPV B oTHOWEHWH in Vivo TUNONW3Aa W3Y4Yald HA MBIIIAX
auKoro tuna, HokayTHeIX 1o apoC-II u Tpancrensbix no apoC-III mMplmax B HMCCIEIOBAHUSX C
OHOKPaTHOW JTO30U.
[00346] Ilocne BHyTpUIIEPUTOHEANIbHON WHBEKLMU MHTpanmunuaa cofepxxkanue TG B
CbIBOPOTKE KPOBU CYIIECTBEHHO MOBBILIAIOCH Y MbllIed AUKOro Tumna. COBMECTHas MHBEKLUS
unruoutopa LPL Triton nonmosmHuTenbHO moBeimana coxep:xkanne TG B ChIBOPOTKE KPOBH B
Oonee uem 1000 pa3 B MoMeHT BpeMeHU O uacoB. IIpu BHYTpHUIIEpUTOHEATBHOM BBEIEHUU
MBbIIIaM HHBEKIHEH MuMmernueckoro nentuaa apoC-II Delta6PV nosbimenue conepsxanus TG
cymectBeHHO cHmkanock (ur. 35B). Ilentun DeltabPV oOpaman waruOuposanmne LPL ¢
nomousto Triton.
[00347] Mumernveckuii nentun apoC-II DeltabPV BBoawmiu BHYTpHUIEPUTOHEATbHON ((ur.
36B) umu nonkoxxHow (¢ur. 36C) nabekuneit HokayTHbIM 1o apoC-II mMblmam u coneprkaHue
TG B mna3sme KOHTpoIMpoBaNIM C TedyeHHeM BpemeHH. MHbekuus Delta6PV npusommna k
ObICTPOMY U 3aMETHOMY CHIDKEHMIO copepskanus TG B masme.
[00348] Ilocrme BHYTpUIEPUTOHEANbHON HHBEKIUU C HHTPAIMNUIAOM copep:xkanue TG B
CBIBOPOTKE KPOBHU MOBBIINAIOCH Y HOKayTHbIX 1O apoC-II mbimel B mpubnusutenbHo 7 pas
yepe3 6 4acoB mocie MHbeKUuu. [Ipyn BHYTPUIIEPUTOHEAIBHOM BBEICHUM MBIIIAM HHBEKLUEH
nentuna DeltabPV yepe3 1 yac mocje MHBEKUIMU WHTPAIUIUA MOBbIeHUe conepxkanus TG
CYIIECTBEHHO CHIXaNoCh (ur. 37B).
[00349] TIlentun DeltabPV BBOIMIM BHYTPUIEPUTOHEATBbHONW WHBEKIHMEH TPAHCTEHHBIM IO
apoC-IIl mbimam u coxepkanne TG B TUIa3Me KOHTPOJUPOBAIH C TEYEHUEM BPEMEHH.
Unbeknust DeltabPV mpuBoamia k ObICTpOMY M 3aMETHOMY CHIDKEHHIO conepkanus TG B
IU1a3Me ¢ MaKCHMaJIbHBIM CHIDKEHHEM dYepe3 MPUOIU3UTENbHO 6 YacoB MOcie WHBbeKIHH ((ur.
38B).
[00350] [Ilocne BHYTPUIEPUTOHEATHPHOM HHBEKLUHMH C HHTpAIUMUIOM coxepxkaHue TG B
CBIBOPOTKE KPOBH MOBBIIIAIOCH Y TpaHCTeHHBIX 10 apoC-III mbimeii B mpubnusurensHo 4 pasa
yepe3 6 4acoB mocie uHbeKUuu. [Ipyn BHYTpUNIEPUTOHEAIBHOM BBEIEHUM MBIIIAM HHBEKLUEH
nentuna DeltabPV depe3 1 wac mocie WHBEKIMU WHTPAIHUIHUIA MOBbIEHUE conepxkanus TG
CYIIECTBEHHO CHUXaNOCh (ur. 39).
[00351] MUccnenoBaHusi ¢ OMHOKPATHOM A030M MOKa3aiu, 4To Mumerndeckuii nentun apoC-II

Delta6PV obnanaer cmiocoOHOCTBIO YCHIIUBATD i1 VIVO JIATIOA3 Ha MBIIIUHBIX MOJEISIX.
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Hpumep 12. Delta6PV ycumauBan in vivoe JHNOIW3 HA MBIIHHBIX MOAEJAX
(MccienoBaHusi ¢ NOBTOPHOM 1030i)
[00352] Mbpnuam aukoro tuna, HokayTHbIM 1o apoC-II MbimaM u TpaHcreHHsM o apoC-III
MBIIIIAM BBOAMJIM uHBeKuued wmumerudeckuii mnentun apoC-II DeltabPV  weckompko pas
BHYTPUIIEPUTOHEATbHON UHBEKLIUEH.
[00353] [Ilentun Delta6PV BBOAWIM BHYTPUIIEPUTOHEATBHON WHBEKIMEH HOKAyTHBIM IIO
apoC-II mplam ¢ 24-4acoBBIMU MHTEpBAJIaMU Ha NPOTSKEHUHU 6 CYTOK M U3MEPSUTU COAEPKaHUE
TG B nnaszme yepes 0 yacos, 3 yaca u 6 4yacoB B ieHb | 1 uepe3 0 yacos, 3 yaca U 6 4acoOB B JI€Hb
6. IloBropHast unbekius DeltabPV mnpuBogmna k 3aMETHOMY U JJIMTENIBHOMY CHIDKEHHIO
copepxkanus TG B mnasme (¢ur. 40). SEC-FPLC (5KCKIIIO3MOHHYIO XpOMaTOrpaduio pa3mepos -
KUJKOCTHYIO JKCIIpecc-xpomarorpaduio OeNKoB) BBINOJHSUIM Ha OOBENMHEHHBIX 00pasax
mia3mel yepe3 0 gacoB u 6 4acos B AeHb 1 U depe3 0 4acoB U 6 4acoB B A€Hb O OT MBIIIEH,
obpaborannbix mentuaoM DeltabPV mpu 1 mxmons/kr (B. W.). Kak mokazano Ha ¢ur. 41,
conep:kanue VLDL cHikanoch yepe3 6 4acoB mocie uHbekiuu nentuna DeltabPV, Torna kak
conepkanne HDL moBblmanoch, kak HM3MEPEeHO € MOMOIIBIO conep:kaHusi (ocdonumnuna.
Conepxxanne TG takke cHuxanocs B mysie VLDL (¢ur. 42).
[00354] TIlentun DeltabPV BBOIWIM BHYTPUIIEPUTOHEATHbHONW WHBEKIHMEH TPAHCTEHHBIM IO
apoC-III mpimam ¢ 24-4acOBBIMH HHTEpPBaJaMH Ha MPOTSDKEHUU 5 CYTOK M KOHTPOJIUPOBAIU
JUMUABl B TUIa3Me B JeHb | W JeHb 5, kak moka3aHo Ha ¢ur. 43A. [loBTOpHAasT MHBEKLHUS
Delta6PV npusoguna k Oojee Huskomy copepxkanuto TG B mimasme udepe3 1 dac, 3 4gaca u 6
4acoB IOCJIe MHBEKLIUH MENTHAA B IeHb | U IeHb 5 10 CPaBHEHUIO C KOHTPOJIbHBIMH YCIIOBUSMU
(dur. 43B u ¢ur. 44). Ob6pa3us! mua3mel B 0 4acoB U 3 4yaca B A€Hb | U J€Hb 5 OT MBILIEH,
obpadotannbix 5 Mmkmonb/kr (B. W.) nentuna Delta6PV, sHocunu B SEC-FPLC nns pasneneHus
nonyynauuii VLDL u HDL. Copepxanue apoC-III B8 VLDL u HDL wu3mepsiiu ¢ NOMOIIBIO
ELISA. Conepxxanne apoC-IIlI camxanoce u B VLDL, u B HDL y obpaborannbix DeltabPV
mbied (gur. 45A u ¢ur. 45B). Pe3ynabraTel CBUAETENBCTBYIOT O TOM, uTO DeltabPV cHmxan
conep:xanue apoC-1II 8 VLDL u HDL nyrem 3amerenusi.
[003S5] [Ilocne BHYTpUIIEPUTOHEANbHON HHBEKLUH C HMHTPAIUNUAOM copaepxkanue TG B
CBIBOPOTKE KPOBH IMOBBILIAJIOCH Y MbIIIEH TUKOTo THIa B Oosee yem 40 pa3 uepes 3 yaca mocie
uHbeKUUU. [Ipu BHYTpUIIEPUTOHEATBHOM BBEIEHHH MbIIIaM HHBEKIUeld mnentuna DeltabPV
yepe3 | uac mocne MHBEKIMM HWHTpajluNuAa MOBbllleHHe coaepxkaHuss TG cyliecTBeHHO
cHIKanoch (¢ur. 46B).
[00356] MUccnenmoBaHusi ¢ MOBTOPHOM 0301 MOKa3aiu, yTo mumerudeckuil nentuy apoC-II

Delta6PV o0nanaer cmiocoOHOCTBIO YCHIIMBATD i#1 VIVO JIATIOA3 Ha MBIIIUHBIX MOJEJISIX.
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Hpumep 13. Delta6PV ycuauBan in vivo JWNOIHW3 HA MOAeJIH O00e3bsIHBI C
O’KHpeHHeM
[00357] Mumernueckuit mentun apoC-II Delta6PV BBoamiu BHYTPUBEHHOHW WHBEKLHEH
o0e3bsiHAM C OkUpeHHeM ¢ coxepkaHueM TG B miasme Oonee 4yeM 2 MMOJB/JI U
KOHTPOJIMPOBAJIN COZEpKaHWE JIMIUAOB B IUIa3Me C TedeHueM BpeMmeHH. OpHOKpaTHas
uHbekuus nentuaa DeltabPV mpuBoamna K CyLieCTBEHHOMY CHIDKeHHIO conepkanus TG B
ia3Me, u3MepsieMoro 4yepes 24 gaca, 48 gaco u 72 yaca nocne uHbekuuu (¢ur. 47). Ddpdext
nenruna DeltabPV Ha Monenu 00e3bsHbI ¢ 0XKHUPEHUEM SIBJISIETCS 3aBUCHMBIM OT J03bI.
[00358] MUubexkuus mnentuma DeltabPV  Taxke mnpuBoamia K 3aMETHOMY CHIDKEHUIO
conepxkanusi VLDL (¢ur. 48A), xots copepxkannie LDL u HDL cymecTBeHHO HEe U3MEHSIOCh
(¢pur. 48B u ¢ur. 48C).
[00359] B zaxmouenue, mumerndeckuii nentug apoC-II DeltabPV obnamaer cnocoOHOCTBEO

YCWJINBATD i1 ViVO JIUNONU3 U CHIDKATh copepskanne VLDL Ha Monenu 00e3bsiHbI C 0KUPEHHEM.

IIpumep 14. 3amemenune apoC-11I nentuaom Delta6PV
[00360] ABTopel HacTOsiiero u300peTeHHst ucciaenoBanu dddekt mentuga DeltabPV B
otHoeHuu 3amernenns apoC-II1.
[00361] Wukybaumss VLDL, BbigeneHHOro W3 IJIa3Mbl 4eyioBeka, ¢ mnentunoM DeltabPV
nokasana, uto nentun DeltabPV oGnanaer 6osee Bbicokoit ahhuHHOCTHIO B oTHOmEHUH VLDL,
yeM y anosnunonporenHoB. Kak mokasano Ha ¢ur. 49, nentun Delta6PV 3ameman apoC-III
3aBHCUMBIM OT 103bI 00pa3zom. ApoC-II B VLDL Tax:xke 3amemancs nentunom Delta6PV.
[00362] Amnanuz LPL Tak:ke BBIMOJHSIN C UCTIONb30BaHUEM AeuiuTHoM o apoC-II mia3mer
4enoBeKka B kKadecTBe cyOcTpara. PesynpraTel mokasansl Ha ¢ur. 50. [Ipu nobasnenun 25 MxM
pexkombunanTHOoro Oenka apoC-III npomynupoBanue cBobomHOM skupHOUW KucjaoTel (NEFA)
CHIKaJNOCh OT npudmmsurensHo 1,5 MkM no nmpubnmsurensHo 0,8 MxM. Ilentunbr Delta6 u
Delta6PV nobGaensiii mpu pasnudHbIXx KoHIeHTpanusix. Jlobaenenue mnentunos Delta6 u
Delta6PV npeononesano uarudburopusiii 3gdext apoC-III u obneryano mumnonus.
[00363] [lanHble pe3ynabTaThl MOKA3bIBAKOT, 4TO nentua DeltabPV crnocoben 3amensite apoC-

III u ycunusate in vitro TUNOIU3.

[00364] Xots HacTosiIee U300peTeHNE OBIIIO KOHKPETHO MOKA3aHO U OMUCAHO CO CChUIKOU Ha
HpeI[HOLITI/ITeJ'IbHHﬁ BapUAHT OCYUICCTBIICHUA W Pa3JIMYHbIC AJBTCPHATHBHBIC BapUAHTBI

OCYIIECTBJIEHNUS], CIIELIUAINCTAM B IaHHOI 00nacT OyaeT MOHSTHO, YTO B €ro GopMy U JeTaiu
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MOTyT OBbITb BHECEHBI pa3jIMYHble W3MEHEHHs Oe3 OTCTYIUIeHHs OT CYIIHOCTH M o0beMa
HACTOSIIIETO M300PETEHMS.

[00365] Bce nurepaTypHblE HCTOYHUKH, BBIAAHHBIE MATEHTHI U 3asBKU HA BblAAa4Yy MATEHTOB,
NPOLUTHPOBAHHBIE B OCHOBHOM YaCTH HACTOSINErO OMNHUCAHUS, TEM CaMbIM BKJIIOYEHBI

MOCPEACTBOM CCBIJIKM BO BCEH UX MOJHOTE AJIs1 BCEX LICJICH.
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Phe Thr Pro Ala Met Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
20 25 30

Leu Ser Val Leu Lys Gly Glu Glu
35 40

<210> 26

<211> 40

<212> BEJIOK

<213> lickyCcCTBEeHHasa II0OCJIeIOBaTEeJIbHOCTD

<220>

<223> OmnmcaHMe UCKYCCTBEHHOM I[OCJIeNoBaTeJIbHOCTU: CUHTEeTHUYeCKUMN
IIOJIUIIEII T

<400> 26

Asp Tyr Leu Lys Ala Val Phe Glu Lys Leu Arg Asp Leu Tyr Glu Lys

1 5 10 15

Phe Thr Pro Ala Met Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
20 25 30

Leu Ser Val Leu Lys Gly Glu Glu
35 40



<210> 27

<211> 40

<212> BREJIOK

<213> JVIckyCCTBEHHAs IOCJIeIOBaTEeJIbHOCTD

<220>

<223> OnmcaHMe MCKYCCTBEHHOM IOCJIeNOoBaTeJIbHOCTHM: CUMHTEeTHUYeCKUMN
IIOJIUIIEIITV O

<400> 27

Asp Tyr Leu Lys Ala Val Phe Glu Lys Leu Arg Asp Leu Tyr Lys Lys

1 5 10 15

Phe Thr Pro Ala Met Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
20 25 30

Leu Ser Val Leu Lys Gly Glu Glu
35 40

<210> 28

<211> 40

<212> BEJIOK

<213> VICcKyCCTBEHHAd IOCJEeIOBaTEeJILHOCTD

<220>

<223> OnmucaHue MUCKYCCTBEHHOM IOCJIemoBaTeJIbHOCTM: CHMHTEeTUUEeCKUN
MIOJIUTIE I T

<400> 28

Asp Tyr Leu Lys Ala Val Phe Glu Lys Leu Lys Asp Leu Tyr Ser Lys

1 5 10 15

Phe Thr Pro Ala Met Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
20 25 30

Leu Ser Val Leu Lys Gly Glu Glu
35 40

<210> 29

<211> 40

<212> BEJIOK

<213> JcKyCCTBEHHAas I[OCJenOoBaTeJIbHOCTD

<220>

<223> OnmcaHye MUCKYCCTBEHHOM IOCJIemOBaATEeJIbHOCTM: CHMHTEeTUUYEeCKUM
IOJIUIIENTUL

<400> 29

Asp Trp Leu Lys Ala Val Phe Glu Lys Leu Arg Asp Leu Tyr Ser Lys

1 5 10 15

Phe Thr Pro Ala Met Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
20 25 30

Leu Ser Val Leu Lys Gly Glu Glu
35 40



<210> 30

<211> 40

<212> BEJIOK

<213> VckyCcCTBEeHHAas

<220>

<223> OnmucaHMe MCKYCCTBEHHOM I[I0CJIENOBATEJILHOCTH :

TIOJIUIIEI T

<400> 30

IIOCJIenOBaTEeJIbHOCTDb

CuMHTEeTUYEe CKUM

Asp Tyr Leu Lys Ala Val Phe Glu Lys Leu Arg Asp Leu Tyr Ser Lys

1 5

Phe Phe Pro Ala Met
20

Leu Ser Val Leu Lys
35

<210> 31

<211> 40

<212> BEJIOK

<213> JcKyCCTBEHHAasa

<220>

<223> OnmcaHye MCKYCCTBEHHOM I[IOCJIeOOBATEJIbHOCTI :

IIOJIUIIEII TV

<400> 31
Asp Tyr Leu Lys Ala
1 5

Ala Phe Pro Ala Met
20

Leu Ser Val Leu Lys
35

<210> 32

<211> 40

<212> BEJIOK

<213> JckyCCTBEHHAas

<220>

<223> OnmcaHMe UCKYCCTBEHHOM I[OCJIeNOBATEJIbHOCTH

TIOJIUIIEII TN

<400> 32

10

15

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val

25

Gly Glu Glu
40

IIoCcJyiefoBaTeJIbHOCTDb

30

CUHTeTHnYeCKUM

Phe Tyr Glu Lys Leu Arg Asp Leu Leu Ser Lys

10

15

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val

25

Gly Glu Glu
40

I10CJIenOBaTEJIbEHOCTD

30

CuHTeTHuYe CKUM

Asp Tyr Leu Lys Ala Val Lys Glu Lys Leu Arg Asp Leu Tyr Ser Lys

1 5

10

15

Phe Thr Pro Ala Met Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val

20

25

30



Leu Ser Val Leu Lys
35

<210> 33

<211> 40

<212> BREJIOK

<213> JckyCCTBEHHAas

<220>

Gly Glu Glu
40

II0CJIeOBaTEJIbHOCTb

<223> OnmcaHMe MCKYCCTBEHHOM IIOCJIemNOoBaTeJNIbHOCTUM: CUHTeTHuUYeCKUM

IIOJINIICII TV

<400> 33
Asp Tyr Leu Lys Ala
1 5

Phe Thr Pro Ala Met
20

Leu Ser Val Leu Lys
35

<210> 34

<211> 40

<212> BEJIOK

<213> JcKyCCTBEHHAad

<220>

Val Phe Glu Lys Lys Arg Asp Leu Tyr Ser Lys
10 15

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
25 30

Gly Glu Glu
40

IIOCJIenOoBaTEJIbHOCTD

<223> OnmucaHue MUCKYCCTBEHHOM IOCJIemOoBaTeJIbHOCTM: CHMHTEeTUUEeCKUN

IIOJIUIIEI TV

<400> 34
Asp Tyr Leu Lys Ala
1 5

Lys Thr Pro Ala Met
20

Leu Ser Val Leu Lys
35

<210> 35

<211> 40

<212> BEJIOK

<213> JcKyCCTBEHHAas

<220>

Val Phe Glu Lys Leu Arg Asp Leu Tyr Ser Lys
10 15

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
25 30

Gly Glu Glu
40

IIocJyienoBaTeJIbHOCTD

<223> OmnmcaHMe UCKYCCTBEHHOM I[OCJIeNOoBATEeJIbHOCTM: CUHTEeTHUUYECKUMN

TIIOJIUIIENI T

<400> 35
Asp Tyr Leu Lys Ala
1 5

Phe Thr Ala Ala Lys
20

Val Phe Glu Lys Leu Arg Asp Leu Tyr Ser Lys
10 15

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
25 30



Leu Ser Val Leu Lys Gly Glu Glu
35 40

<210> 36

<211> 37

<212> BEJIOK

<213> JcKyCcCTBEeHHAasd IOCJeOOBaTeJIbHOCTD

<220>

<223> OmnmcaHMe UCKYCCTBEHHOM I[IOCJIeNOoBaATeJIbHOCTU: CUHTEeTHUYEeCKUMN
IOJIUIIEI T

<400> 36

Lys Ala Val Phe Glu Lys Leu Arg Asp Leu Tyr Ser Lys Phe Thr Ala

1 5 10 15

Ala Lys Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val Leu Ser Val
20 25 30

Leu Lys Gly Glu Glu
35

<210> 37

<211> 36

<212> BEJIOK

<213> JcKyCCTBEHHAas I[I0OCJIeOOoBaTeJIbHOCTD

<220>

<223> OmnmcaHMe UCKYCCTBEHHOM IMOCJIeNoBaATeJIbHOCTM: CUHTEeTHUUYECKUN
[IOJIUIIE I T

<400> 37

Asp Val Phe Glu Lys Leu Arg Asp Leu Tyr Ser Lys Phe Thr Ala Ala

1 5 10 15

Lys Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val Leu Ser Val Leu
20 25 30

Lys Gly Glu Glu
35

<210> 38

<211> 33

<212> BRJIOK

<213> VIckyCCTBEHHAs IOCJIeIOBaTEJIbHOCTD

<220>
<223> OmnmcaHMe MCKYCCTBEHHOM IIOCJIeNoBaTeJIbHOCTHM: CUMHTEeTHUYeCKUMN
MOJIUTIEI T

<400> 38
Glu Lys Leu Arg Asp Leu Tyr Ser Lys Phe Thr Ala Ala Lys Ser Thr
1 5 10 15



Tyr Thr Gly Ile Phe Thr Asp Gln Val Leu Ser Val Leu Lys Gly Glu
20 25 30

Glu

<210> 39

<211> 30

<212> BEJIOK

<213> JcKyCcCTBEHHAas I[I0OCJIeOOoBaTeJIbHOCTD

<220>

<223> OmnmcaHMe UCKYCCTBEHHOM I[OCJIeNOoBaATeJIbHOCTM: CUHTEeTHUYECKUN
OJIUNIEN T

<400> 39

Arg Asp Leu Tyr Ser Lys Phe Thr Ala Ala Lys Ser Thr Tyr Thr Gly

1 5 10 15

Ile Phe Thr Asp Gln Val Leu Ser Val Leu Lys Gly Glu Glu
20 25 30

<210> 40

<211> 29

<212> BEJIOK

<213> lcKyCcCTBEeHHAad IOCJeOOoBaTeJIbHOCTD

<220>

<223> OnmucaHue MUCKYCCTBEHHOM IOCJIemOoBaTeJIbHOCTM: CHMHTEeTUUEeCKUN
NenTun

<400> 40

Asp Leu Tyr Ser Lys Phe Thr Ala Ala Lys Ser Thr Tyr Thr Gly Ile

1 5 10 15

Phe Thr Asp Gln Val Leu Ser Val Leu Lys Gly Glu Glu
20 25

<210> 41

<211> 26

<212> BEJIOK

<213> JcKyCCTBEHHAas I[OCJenOoBaTeJIbHOCTD

<220>

<223> OnmcaHye MUCKYCCTBEHHOM IOCJIemOBaATEeJIbHOCTM: CHMHTEeTUUYEeCKUM
nenTun

<400> 41

Asp Lys Phe Thr Ala Ala Lys Ser Thr Tyr Thr Gly Ile Phe Thr Asp

1 5 10 15

Gln Val Leu Ser Val Leu Lys Gly Glu Glu
20 25

<210> 42
<211> 40



<212> BEJIOK
<213> JcKyCCTBEHHas

<220>

IIoCcJyienoBaTEeJIbHOCTD

<223> OmnmcaHMe UCKYCCTBEHHOM I[OCJIeNOBaATeJIbHOCTM: CUHTEeTHUYECKUN

IIOJIUIIEeI TN

<220>

<221> MOD_RES
<222> (21)..(21)
<223> HopJneMumuH

<400> 42
Asp Tyr Leu Lys Glu
1 5

Phe Thr Ala Ala Leu
20

Leu Ser Val Leu Lys
35

<210> 43

<211> 40

<212> BEJIOK

<213> JcKyCCTBEHHAad

<220>

Val Phe Glu Lys Leu Arg Asp Leu Tyr Ser Lys
10 15

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
25 30

Gly Glu Glu
40

IIOCJIenOoBaTEJIbHOCTD

<223> OnmucaHue MUCKYCCTBEHHOM IOCJIemOoBaTeJIbHOCTM: CHMHTEeTUUEeCKUN

IIOJIUIIEI TV

<400> 43
Asp Trp Leu Lys Ala
1 5

Phe Thr Pro Ala Met
20

Leu Ser Val Leu Lys
35

<210> 44

<211> 40

<212> BEJIOK

<213> JcKyCCTBEHHAas

<220>

Val Phe Glu Lys Leu Arg Asp Leu Tyr Glu Lys
10 15

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
25 30

Gly Glu Glu
40

IIocJyienoBaTeJIbHOCTD

<223> OmnmcaHMe UCKYCCTBEHHOM I[OCJIeNOoBATEeJIbHOCTM: CUHTEeTHUUYECKUMN

TIIOJIUIIENI T

<400> 44
Asp Tyr Leu Lys Ala
1 5

Phe Phe Pro Ala Met
20

Val Phe Glu Lys Leu Arg Asp Leu Tyr Glu Lys
10 15

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
25 30



Leu Ser Val Leu Lys
35

<210> 45

<211> 40

<212> BEJIOK

<213> JcKyCCTBEHHAad

<220>

Gly Glu Glu
40

IIOCJIenOoBaTEJIbHOCTDb

<223> OmnmcaHMe UCKYCCTBEHHOM I[IOCJIeNOoBaATeJIbHOCTU: CUHTEeTHUYEeCKUMN

IIOJIUIIEII TV

<400> 45
Asp Trp Leu Lys Ala
1 5

Phe Phe Pro Ala Met
20

Leu Ser Val Leu Lys
35

<210> 46

<211> 40

<212> BEJIOK

<213> JcKyCCTBEHHAas

<220>

Val Phe Glu Lys Leu Arg Asp Leu Tyr Glu Lys
10 15

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
25 30

Gly Glu Glu
40

IIocJyienoBaTeJIbHOCTD

<223> OmnmcaHMe UCKYCCTBEHHOM IMOCJIeNoBaATeJIbHOCTM: CUHTEeTHUUYECKUN

TIIOJIUIIENI T

<220>

<221> MOD_RES
<222> (21)..(21)
<223> HopneMuuH

<400> 46
Asp Trp Leu Lys Ala
1 5

Phe Thr Pro Ala Leu
20

Leu Ser Val Leu Lys
35

<210> 47

<211> 40

<212> BEJIOK

<213> JckyCCTBEHHas

<220>

Val Phe Glu Lys Leu Arg Asp Leu Tyr Glu Lys
10 15

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
25 30

Gly Glu Glu
40

I10CJIegOBaTEJIEHOCTD

<223> OmnmcaHMe UCKYCCTBEHHOM I[OCJIeNoBaTeJIbHOCTU: CUHTEeTHUYeCKUMN

IIOJIUIIEI TN



<220>

<221> MOD_RES
<222> (21)..(21)
<223> HopnenumH

<400> 47
Asp Tyr Leu Lys Ala
1 5

Phe Phe Pro Ala Leu
20

Leu Ser Val Leu Lys
35

<210> 48

<211> 40

<212> BRJIOK

<213> JckyCCTBEHHasd

<220>

Val Phe Glu Lys Leu Arg Asp Leu Tyr Glu Lys
10 15

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
25 30

Gly Glu Glu
40

II0CJIegOBaTEJIbHOCTb

<223> OmnmcaHMe MCKYCCTBEHHOM IOCJIeNOoBaTeJIbHOCTHM: CUMHTEeTHUYEeCKUMN

IIOJINIIEII TV

<220>

<221> MOD_RES
<222> (21)..(21)
<223> HopneMumuH

<400> 48
Asp Trp Leu Lys Ala
1 5

Phe Phe Pro Ala Leu
20

Leu Ser Val Leu Lys
35

<210> 49

<211> 21

<212> BEJIOK

<213> JcKyCCTBEHHas

Val Phe Glu Lys Leu Arg Asp Leu Tyr Glu Lys
10 15

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
25 30

Gly Glu Glu
40

IIocJjienoBaTeJIbHOCTD

<223> OmnmcaHMe UCKYCCTBEHHOM I[OCJIeNOoBaATEeJIbHOCTM: CUHTEeTHUUYECKUMN

<220>
nenTmumn
<400> 49
Ala Met Ser Thr Tyr
1 5

Leu Lys Gly Glu Glu
20

Thr Gly Ile Phe Thr Asp Gln Val Leu Ser Val
10 15



<210> 50

<211> 21

<212> BEJIOK

<213> JVICKyCCTBEHHAd IOCJEeIOBaTEeJILHOCTD

<220>

<223> OmnmcaHMe UCKYCCTBEHHOM I[IOCJIeNoBaTeJIbHOCTM: CUHTEeTHUUYEeCKUMN
NenTum

<400> 50

Ala Met Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val Leu Ser Val

1 5 10 15

Leu Lys Gly Glu Glu
20

<210> 51

<211> 21

<212> BREJIOK

<213> JVIckyCCTBEHHAs IIOCJIeIOBaTEeJIbHOCTD

<220>

<223> OmnmcaHMe MCKYCCTBEHHOM IIOCJIeNOoBaTeJIbHOCTHM: CUMHTEeTHUYeCKUMN
IenTu

<400> 51

Ala Lys Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val Leu Ser Val

1 5 10 15

Leu Lys Gly Glu Glu
20

<210> 52

<211> 21

<212> BEJIOK

<213> JcKyCcCTBEHHas IIOCJIeOOoBaTeJIbHOCTD

<220>

<223> OmnmcaHMe UCKYCCTBEHHOM I[OCJIefoBaATEeJIbHOCTM: CUHTEeTHUUYEeCKUMN
IenTumI

<400> 52

Ala Met Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val Leu Ser Val

1 5 10 15

Leu Lys Gly Glu Glu
20

<210> 53

<211> 40

<212> BEJIOK

<213> JVIckyCCTBEHHAs MOCJIeIOBaTEJIbHOCTD

<220>
<223> OmnmcaHMe MCKYCCTBEHHOM I[OCJIeNoBaTeJIbHOCTM: CUHTEeTHUYEeCKUMN
IIOJIUIIEeII T



<400> 53
Asp Tyr Leu Lys Glu
1 5

Phe Phe Pro Ala Val

Val Phe Glu Lys Leu Arg Asp Leu Tyr Glu Lys
10 15

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val

20 25 30
Leu Ser Val Leu Lys Gly Glu Glu
35 40
<210> 54
<211> 40
<212> BEJIOK
<213> JVIckyCCTBEHHAs IIOCJIeIOBaTEeJIbHOCTD
<220>
<223> OnmcaHMe MCKYCCTBEHHOM I[IOCJIemNOoBaTeJIbHOCTM: CUHTeTHuUYeCKUM
MIOJIUTIEI T
<220>
<221> MOD_RES
<222> (7)..(7)
<223> Aib
<220>
<221> MOD_RES
<222> (17)..(17)
<223> Aib
<400> 54
Asp Tyr Leu Lys Glu Val Xaa Glu Lys Leu Arg Asp Leu Tyr Glu Lys
1 5 10 15

Xaa Phe Pro Ala Val

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val

20 25 30
Leu Ser Val Leu Lys Gly Glu Glu
35 40
<210> 55
<211> 40
<212> BEJIOK
<213> lckyCcCTBEeHHasa II0CJeIOBaATEeJIbHOCTD
<220>
<223> OmnmcaHMe UCKYCCTBEHHOM I[OCJIeNOoBaATEeJIbHOCTM: CUHTEeTHUUYEeCKUMN
IIOJIUIIEII T
<400> 55
Asp Lys Val Lys Glu Phe Leu Ser Glu Tyr Trp Glu Lys Ala Lys Glu
1 5 10 15

Phe Ala Pro Ala Val
20

Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
25 30



Leu Ser Val Leu Lys Gly Glu Glu
35 40

<210> 56

<211> 40

<212> BEJIOK

<213> Homo sapiens

<400> 56
Asp Trp Leu Lys Ala Phe Tyr Asp Lys Val Ala Glu Lys Leu Lys Glu
1 5 10 15

Ala Phe Pro Ala Met Ser Thr Tyr Thr Gly Ile Phe Thr Asp Gln Val
20 25 30

Leu Ser Val Leu Lys Gly Glu Glu
35 40

<210> 57

<211> 19

<212> BEJIOK

<213> Homo sapiens

<400> 57
Thr Tyr Leu Pro Ala Val Asp Glu Lys Leu Arg Asp Leu Tyr Ser Lys
1 5 10 15

Ser Thr Ala

<210> 58

<211> 19

<212> BEJIOK

<213> Pan troglodytes

<400> 58
Thr Tyr Leu Pro Ala Val Asp Glu Lys Leu Arg Asp Leu Tyr Ser Lys
1 5 10 15

Ser Thr Ala

<210> 59

<211> 19

<212> BEJIOK

<213> Macaca fascicularis

<400> 59
Thr Tyr Leu Pro Ala Val Asp Glu Lys Leu Arg Asp Leu Tyr Ser Lys
1 5 10 15

Ser Thr Ala



<210> 60

<211> 19

<212> BEJIOK

<213> Macaca mulatta

<400> 60
Thr Tyr Leu Pro Ala Val Asp Glu Lys Leu Arg Asp Leu Tyr Ser Lys
1 5 10 15

Ser Thr Ala

<210> 61

<211> 19

<212> BEJIOK

<213> Papio hamadryas

<400> 61
Thr Tyr Leu Pro Ala Val Asp Glu Lys Leu Arg Asp Leu Tyr Ser Lys
1 5 10 15

Ser Thr Ala

<210> 62

<211> 19

<212> BEJIOK

<213> Callithrix jacchus

<400> 62
Thr Tyr Leu His Thr Val Asp Glu Lys Leu Arg Asp Met Tyr Ser Lys
1 5 10 15

Ser Thr Ala

<210> 63

<211> 19

<212> BEJIOK

<213> Mus musculus

<400> 63
Thr Tyr Pro Ile Ser Met Asp Glu Lys Leu Arg Asp Met Tyr Ser Lys
1 5 10 15

Ser Ser Ala

<210> 64

<211> 19

<212> BEJIOK

<213> Rattus norvegicus

<400> 64
Thr Tyr Leu Thr Ser Val Asp Glu Lys Leu Arg Asp Met Tyr Ser Lys



Ser Ser Ala

<210> 65

<211> 19

<212> BEJIOK

<213> Canis lupus familiaris

<400> 65
Ala Tyr Pro Thr Thr Met Asp Glu Lys Ile Arg Asp Ile Tyr Ser Lys
1 5 10 15

Ser Thr Ala

<210> 66

<211> 19

<212> BEJIOK
<213> Bos taurus

<400> 66
Thr Tyr Leu Pro Ala Val Asp Glu Lys Ile Arg Asp Ile Tyr Ser Lys
1 5 10 15

Ser Thr Ala

<210> 67

<211> 19

<212> BEJIOK
<213> Sus scrofa

<400> 67
Thr Tyr Leu Pro Thr Val Asp Glu Lys Ile Arg Asp Met Tyr Ser Lys
1 5 10 15

Ser Thr Ala

<210> 68

<211> 19

<212> BEJIOK

<213> Cavia porcellus

<400> 68
Thr Tyr Leu Pro Ala Val Asp Glu Thr Ile Arg Asp Ile Tyr Ser Lys
1 5 10 15

Gly Ser Ala

<210> 69



<211> 18
<212> BEJIOK
<213> Homo sapiens

<400> 69
Thr Tyr Leu Pro Ala Val Asp Glu Lys Leu Arg Asp Leu Tyr Ser Lys
1 5 10 15

Ser Thr

<210> 70

<211> 18

<212> BEJIOK

<213> JcKyCCTBEHHas I[IOCJIeOOoBaTeJIbHOCTD

<220>
<223> OmnmcaHMe UCKYCCTBEHHOM I[OCJIeNOBaATEeJIbHOCTM: CUHTEeTHUYECKUN
nenTum

<400> 70
Asp Tyr Leu Lys Ala Val Phe Glu Lys Leu Arg Asp Leu Tyr Ser Lys
1 5 10 15

Phe Thr

<210> 71

<211> 18

<212> BEJIOK

<213> lcKyCcCTBEeHHAad IOCJeOOoBaTeJIbHOCTD

<220>
<223> OmnmcaHMe UCKYCCTBEHHOM I[OCJIeNoBaATeJIbHOCTM: CUHTEeTHUYEeCKUMN
nenTum

<400> 71
Asp Tyr Leu Lys Glu Val Phe Glu Lys Leu Arg Asp Leu Tyr Ser Lys
1 5 10 15

Phe Thr

<210> 72

<211> 18

<212> BEJIOK

<213> JcKyCcCTBEHHAas I[OCJenoBaTeJIbHOCTDb

<220>

<223> OnmcaHye MCKYCCTBEHHOM IOCJIeOOBaATEJIbLHOCTM: CHMHTEeTUUYEeCKUM
nenTum

<400> 72

Asp Tyr Leu Lys Glu Val Phe Glu Lys Leu Arg Asp Leu Tyr Glu Lys

1 5 10 15

Phe Thr



<210> 73

<211> 18

<212> BEJIOK

<213> JcKyCCTBEHHAas I[OCJIeOOoBaTeJIbHOCTD

<220>

<223> OmnmcaHMe UCKYCCTBEHHOM I[OCJIeNOBaATEeJIbHOCTM: CUHTEeTHUUYECKUN
IenTuI

<400> 73

Asp Tyr Leu Asp Ala Val Trp Glu Lys Leu Arg Asp Leu Tyr Ser Lys

1 5 10 15

Phe Thr



84

POPMYJIA U3OBPETEHUA

1. Boimenennsiii mumernuecknii nentun apoC-II u3 He Oonee yem 50 aMHHOKHCIIOT,
copepxkaumii oT N-koHIa 10 C-KOHIA MEepBBIN CIHMPANBbHBIA AOMEH, LIAPHUPHYIO 00JacTh U
BTOPOH CIMPAJIbHBINA JOMEH, ITPH 3TOM MEPBbIN CIIHPAIbHBIA JOMEH SBISETCS aMPUIATHIECKHM,

u npu 3ToM Mumetndeckuil nentup apoC-1I ve sBasercs nentugom nox SEQ ID NO: 56.

2. Ilentug o . 1, B KOTOPOM NEPBBIN JJOMEH MPEACTABISAET COOOH HATUBHYIO CIIUpaib |

apoC-IL

3. Ilentun mo n. 1, B KOTOPOM MEPBBIN JOMEH MPEACTaBJisieT COOOH BapHaHT criupanu 1

apoC-IL

4. Ilentug mo n. 1, B KOTOPOM MEPBBIN JOMEH MPEACTABIISIET COOON HATUBHYIO CIIUPAIb 2

apoC-IL

5. Ilentux mo m. 1, B KOTOPOM MEPBbII TOMEH MpPEACTaBIsieT cOO0i BapuaHT CUpaiu 2

apoC-IL.

6. Ilentua no . 5, B koTopoM BapuaHT cnivpaiu 2 apoC-II Bkiroyaer yaiMHeHue Criupanu

2 apoC-IL

7. Ilentua no . 6, B kotopoMm criupains 2 apoC-1I ynnunsercs Ha 1-10 amuHOokucnot Ha N-

KOHIIC.

8. Ilentun no n. 7, B xoropoMm cnupaib 2 apoC-1l ynnunsiercs Ha 1 aMuHOKHCIOTY Ha N-
KOHILIE.
9. IMentug mo m. 8, B KOTOPOM aMHUHOKHCJIOTa TPEICTaBJsieT COOOH acmapariHOBYIO

KHCJIOTY.

10. Ilentua no n. 7, B kotopoM cniupais 2 apoC-1l yanuHsercs Ha 2 aMUHOKUCIIOTHI Ha N-

KOHIIC.
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11. Ilentun no n. 10, B KOTOPOM aMMHOKHUCJIOTAMH SIBJISIFOTCS JIM3UH U alaHUH OT N-KOHIA

1o C-xoHIia.

12. Ilentun no n. 7, B koropoM cnupainb 2 apoC-II yanunsercs Ha 5 aMUHOKUCIOT Ha N-

KOHIIE.

13. Ilentun mo m. 12, B xotopoMm cnupanb 2 apoC-Il yanussercs Ha HaTUBHYKO 3°-5’-
JUPEKLUOHHOIO THUIA AMHHOKHCJIOTHYHO IOCJIEA0BATENbHOCTL uenoBedeckoro apoC-II, umm
MYTaHT HATUBHOW 3’-5’-IUPEKLMOHHOrO THUIIA AMHHOKHCJIOTHOW IOCHIEAOBATEIbHOCTU

yenoseveckoro apoC-IL

14. Ilentun no n. 12 wnu n. 13, B koropom BapuaHT cnupanu 2 apoC-II Bkmrouaer

acraparuHOBYIO KUCJIOTY B MOJOKEeHUH 40.

15. Mentuxn nmo mrobomy u3 . 12-14, B koropom BapuaHT crimpainu 2 apoC-II Bximrodaer

TUPO3UH WIN TPUNTO(DAH B MOJOKEHUH 41.

16. Ilentun o mobomy u3 nm. 12-15, B kotopom BapuaHT crivpanu 2 apoC-II Bkiodaer

JIEUIIUH B IOJOKEHNH 42.

17. Tlentun no mobomy u3 nm. 12-16, B kotopom BapuaHT crimpanu 2 apoC-II Bkimrodaer

JIU3UH WA apTUHUH B MOJIOKEHUU 43.

18. Tlentun mo mobomy u3 mm. 12-17, B kotopom BapuaHT crimpanu 2 apoC-II Bkimodaer

aJJaHUH WU FIIYTAMHHOBYIO KMCJIOTY B ITOJIOKEHUU 44.

19. Tlentun no sobomy u3 mm. 12-18, B kotopom Bapuant crimpanu 2 apoC-II Bkimrodaer
aCMaparuHOBYIO KUCJIOTY B MOJOKeHUU 40, THPO3UH B MOJOKEHUU 41, TENIMH B MOJOKEHUH 42,

JIM3WH B NOJIOXKEHUH 43 U NIyTAMUHOBYIO KUCJIOTY B MOJIOKEHUU 44,

20. Ilentup no n. 5, B KOTopoM BapuaHT cnupaiu 2 apoC-II Bkirodaer ycedeHue crivpanu

2 apoC-IL
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21. llentua no n. 20, B KOTOPOM aMHUHOKHCJIOTHbIE OCTaTKU 45-40 HaTUBHOW cnupaiu 2

apoC-II neneTupoBaHbL

22. llentua no n. 20, B KOTOPOM aMHUHOKHCJIOTHBIE OCTaTKU 45-48 HaTUBHON cniupanu 2

apoC-II neneTupoBaHbL

23. llentua no n. 20, B KOTOPOM aMHUHOKHCJIOTHBIE OCTaTKU 45-49 HaTUBHOU cnupanu 2

apoC-II neneTupoBaHbL

24. llentua no n. 20, B KOTOPOM aMHUHOKHUCJIOTHbIE OCTAaTKU 45-50 HaTUBHON cnupanu 2

apoC-II neneTupoBaHbL

25. Ilentua no n. 20, B KOTOPOM aMUHOKHUCJIOTHBIE OCTAaTKU 45-53 HaTUBHOW cnivpanu 2

apoC-II neneTnpoBaHsL.

26. Ilentua no mobomy U3 . 5-25, B koTopoM BapuaHT criupanu 2 apoC-II Bkimouaer mo

MeHbIIeH Mepe ogHy MyTauuto crirpanu 2 apoC-IL

27. Ilentux no 1. 26, B KOTOPOM MYTAIHsI IPEICTABIISIET COO0H aMUHOKHUCIIOTHYIO 3aMEHY.

28. Ilentug mo m. 27, B KOTOPOM OpWIHHANIbHAs aMHUHOKHcioTa crupanu 2 apoC-II

3aMEHSETCs MPUPOAHON AMUHOKHUCIIOTOM.

29. Ilentug nmo m. 27, B KOTOPOM OpWUIHHANIbHAs aMHUHOKHcioTa crupanu 2 apoC-II

3aMEHAETCs HEIPUPOAHOW AMUHOKHUCIIOTOM.

30. Ilentua mo nm. 27, B KOTOPOM OpUIMHalbHAas aMUHOKHcioTa crupanu 2 apoC-II

3aMEHACTCA aHAJIOIOM aMHHOKHCJIOTHI.

31. Ilemtux mo mobomy u3 mnm. 27-30, B KOTOPOM AaMHMHOKHCIIOTHAas 3aMeHa

OCYILECTBJISIETCSA B MOJIOKEHUU 45.

32. Ilentun no m. 31, B KOTOPOM BAJIMH B TOJIOXKEHUH 45 3aMeHsieTcs (PEeHIIATaHHHOM.
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33. Tlentux mo mobomy u3 mnm. 27-30, B KOTOPOM AaMHMHOKHCIIOTHAas 3aMeHa

OCYLUECTBJISIETCS B MMOJIOKEHUH 46.

34. Ilentua o n. 33, B KOTOPOM acCHaparuHOBasl KUCJIOTA B MOJOKEHUH 46 3aMEHsETCA

beHnIanaHuHOM.

35. Ilentua o n. 33, B KOTOPOM aCHapardHOBasl KUCJIOTA B IOJOKEHUU 46 3aMEHSETC

JIU3UHOM.

36. Ilentua o n. 33, B KOTOPOM aCHapardHOBasl KUCJIOTA B IOJOKEHUU 46 3aMEHsETCs

aMHHON300yTaHOBOI KHCIOTOM.

37 TIlentun mno mobomy wu3 mnm  27-30, B KOTOPOM aMUHOKHCIIOTHAs 3aMeHa

OCYLIECTBJISIETCS] B IOJIOKEHUU 48.

38. Ilentun no n. 37, B KOTOPOM JIU3HUH B MOJOXKEHUH 48 3aMEHsIETCA apPTUHUHOM.

39. Ilemtun mno Jmobomy wu3 mnm. 27-30, B KOTOPOM aMHMHOKHCIIOTHAas 3aMeHa

OCYILECTBJISIETCS B MOJIOKEHUU 49.

40. Ilentun o 0. 39, B KOTOPOM JIEULIMH B NOJIOKEHUU 49 3aMEHSETCS TU3UHOM.

41. Tlentuxg mno umobomy wu3 mnm. 27-30, B KOTOPOM aMHHOKHCJIOTHAs 3aMe€Ha

OCYLLECTBJISIETCA B MOJIoKeHnu S0.

42. Ilentun o 1. 41, B KOTOPOM aprUHMH B NOJOKEHUH 50 3aMEHSETCs TIU3UHOM.

43. Tlentux mno mobomy wu3 mnm. 27-30, B KOTOPOM aMHHOKHCIIOTHAs 3aMeHa

OCYILECTBJISIETCS B MOJIOKEHUU 53.

44 Ilentun no n. 43, B KOTOPOM TUPO3UH B MOJIOKEHUH 53 3aMEHSIETCA JIEULIMHOM.

45. Tlentug mno mobomy wu3 nm. 27-30, B KOTOPOM aMHHOKHCIIOTHAs 3aMeHa

OCYILECTBJISIETCS B MOJIOKEHUU 54.
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46. llentung no n. 45, B KOTOPOM CEpPHUH B MOJOXEHUH 54 3aMEHsIeTCsl [NIyTaMHUHOBOHN

KHUCJIOTOM.

47. Ilentun o n. 45, B KOTOPOM CEPUH B MOJIOKEHUH 54 3aMEHSIETCsl IN3HHOM.

48. Ilentun no m. 45, B KOTOPOM CEPUH B MOJIOKEHUU 54 3aMEHSETCs aclaparuHOBON

KHCJIOTOM.

49. Ilentung mno mobomy wu3 mm 27-30, B KOTOPOM aMHUHOKHMCIIOTHAs 3aMeHa

OCYLUECTBJISIETCS B MMOJIOXKEHUH S5,

50. Ilentun no n. 49, B KOTOPOM JIM3UH B MOJIOXKEHUH 55 3aMEHSIETCS] apTUHUHOM.

51. Ilentun mno mobomy u3 mnm 27-30, B KOTOPOM aMHUHOKHCIOTHas 3aMeHa

OCYIIECTBIISIETCS] B OJIOXKEHUU S56.

52. Tentun no . 51, B KOTOPOM CEPHH B MOJIOKEHUH 56 3aMeHsieTCs1 (PeHUIaTaHIHOM.

53. Ilentua no n. 51, B KOTOPOM CEPUH B MOJOKEHUU 56 3aMEHAETCS TU3UHOM.

54. Ilentua no m. 51, B KOTOPOM CEPUH B MOJOKEHUHU 56 3aMEHAETCS AJJTAHUHOM.

55. Ientun mo m. 51, B KOTOPOM CEpUH B TOJOKEHUU 56 3aMEHSETCs] aMUHOU300yTaHOBOH

KHCJIOTOM.

56. Ilentun mno mobomy wu3 mnm 27-30, B KOTOPOM aMHMHOKHCIOTHAas 3aMeHa

OCYILECTBJISIETCSA B MOJIOKEHUU S7.

57. Ilentun no 1. 56, B KOTOPOM TPEOHHUH B MOJIOKEHUH 57 3aMeHsIeTCsl (PeHIITATAHUHOM.

58. Ilentun no ymrobomy 3 . 27-30, B koTopoM BapuaHT criupanu 2 apoC-II Bkimouaer

TPHU AMHUHOKUCIIOTHBIX 3aMCHBI, TIPU 3TOM AMHWHOKHCJIOTHBIE 3aMCHBI OCYILICCTBIIAIOTCA B

MOJIO:KEHUH 46, OJI0KEeHNH 54 1 MOJI0KEeHUH 56.
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59. Ilentun no m. 58, B KOTOPOM aclnaparvHOBasi KUCJIOTA B MOJIOKEHUU 46 3aMeHsIeTCs
(beHnnanaHuHOM, CEpUH B MOJOXEHHH 54 3aMeHsieTCsl TIIyTAMHHOBOH KHCIIOTOW, a CepHH B

NOJIOXKEHNUHU 56 3aMeHseTcst QEeHUITaaHUHOM.

60. Ilentun no mobomy u3 nm. 5-59, B koropom BapuaHT cnupanu 2 apoC-II Bxmouaer 1o

MEHbLIEH Mepe OJJHY XUMUYECKYI0 MOIU(PUKALIUIO.

61. Ilentun nmo m. 60, B KOTOPOM XHMHUYECKass MOAU(UKALMS TPENCTABIsAET COOOM

KOBAJICHTHYIO CBA3b )I(HpHOfI KHCJIOTHI.
62. Ilentun no n. 61, B KOTOPOM >KMpHAasi KUCJIOTa BKIIFOYaeT 4-26 aTOMOB yIuiepoja.
63. Ilentun no n. 62, B KOTOPOM >KMpHAasi KUCJIOTa BKIro4aeT 10 aToMoB yriepoza.
64. Ilentun no n. 62, B KOTOPOM >KMpHAasi KUCJIOTa BKIKOYaeT 12 aTOMOB yriepoza.
65. Ilentun o 0. 62, B KOTOPOM >KMpHAsi KUCJIOTA BKJIIOYAeT 14 aTOMOB yriepoaa.
66. Ilentun o 0. 62, B KOTOPOM >KMPHAsi KUCJIOTA BKJIIOYAeT 16 aTOMOB yriepoaa.
67. Ilentun no 0. 62, B KOTOPOM >KMpHAsl KUCJIOTA BKJIIOYaeT 18 aToMOB yriepoaa.
68. IlenTun no n. 62, B KOTOPOM >KMpHast KUCJIOTa BKIo4aeT 20 aTOMOB yIjiepoaa.

69. IlenTun no modomy u3 mi. 61-68, B KOTOPOM JKUPHAST KUCJIOTA SIBJISIETCS HACBIIIEHHOM.

70. Tlentun mo umrobomy u3 nm. 61-68, B KOTOPOM KUpPHAs KHCIIOTA SIBJISIETCS

HEHACHII[EHHOU.

71. Ilentuxn no mobomy u3 mm. 61-70, B KOTOPOM KHPHAsi KUCJIOTa CBsi3aHa ¢ N-KOHLIEBOM

AMUHOKUCJIOTOM.
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72. Ilentun no mobomy u3 mm. 61-71, B KOTOPOM KHpHAsi KUCJIOTa CBsi3aHa ¢ OOKOBOM

IpyNIol aMHMHOKHUCIIOTBI.

73. llentung mo m. 72, B KOTOPOM >KHPHasl KHUCJIOTA CBsI3aHA C €-aMHHOM JIM3MHOBOIO

ocCTraTKa.

74. Ilentupg mo mr0OOMYy W3 MPEABITYLINX IYHKTOB, B KOTOPOM IIAapHHUpHas 0ONacTh

BKJIro4yaeT 5-10 aMMHOKHCIIOT.

75. Ilentun no 1. 74, B KOTOPOM IIapHUPHAst 00JaCTh BKIIOYAET 7 aMUHOKHCIIOT.

76. Ilentun no . 74, B KOTOPOM LIapHHUPHAsE 00JIACTh BKJIIOYAET IPOJIUH.

77. Ilentuxa mo m. 76, B KOTOPOM IIAPHHUPHAsE OOJNACTh BKIJFOYAET MPOJHUH B MOJOKEHHH

58.

78. IlenTun 1o 1.

79. TlenTun o 1.

80. IlerrTux o 1.

81. Ilentung no

noyioxkennu 60.

82. Ilenrtun o 1.

83. Ilenrtun o 1.

84. Ilenrtun o 1.

85. Ilenrtun o 1.

86. Ilentun o 1.

74, B KOTOPOM LIAPHUPHAST 00JIACTh BKIIIOYAET aJIAHUH.

78, B KOTOPOM LIAPHUPHAST 00JIACTh BKJIIOYAET AJIAHUH B MOJIOKEHUH 58,

74, B KOTOPOM IIApHUPHASL 00JIACTh BKJIIOYAET HOPJICHIUH.

n. 80, B KOTOPOM INApHUpPHAs OO0NACTh BKJOYAEeT HOPJEHIHH B

74

2

82

2

74

2

84

2

74

2

B KOTOPOM LIapHUPHAs 00JIaCTh BKIIFOYAET

B KOTOPOM LIapHUPHAs 00JIaCTh BKIIFOYAET

B KOTOPOM LIapHUPHAs 00JIaCTh BKIIFOYAET

B KOTOPOM LIapHUPHAs 00JIaCTh BKIIFOYAET

B KOTOPOM LIapHUPHAs 00JIaCTh BKIIFOYAET

JIN3UH.

JIU3UH B 1ToJiokeHuu 60.

BaJIMH.

BaJIUH B MOJOkeHuu 60.

JIEUIUH.
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87. Ilentun no n. 86, B KOTOPOM LIAPHHUPHAsI OOJACTh BKJIIOYAET JIEHLIWH B MOJOXEHUU

60.

88. Ilentun mo . 74, B KOTOPOM IIapHUPHAst 00JACTh BKIFOYAET METHOHUH.

89. IlenTux mo m. 88, B KOTOPOM LIAPHHUPHAS OOJNACTh BKJIIOUAET METHOHUH B MOJIOKEHUU

60.

90. Tlentux mo mobomMy u3 nm. 74-89, B KOTOPOM MIApHUPHAs OONACTh BKJIIOYAET 10

MeHbIeH MEpPE OAHY XUMUYCCKYIO MOI[I/I(bI/IKa]_II/I}O.

91. Mentux nmo m. 90, B KOTOPOM XHMHUYECKass MOAU(PHUKALMS TMPENCTaBIsSET COOOit

KOBAJICHTHYIO CBA3b )KHpHOﬁ KHCJIOTBI.

92. Ilentun no n. 91, B KOTOPOM >KMpHAasi KUCJIOTa BKIIKOYaeT 4-26 aTOMOB yriiepoja.

93. Ilentun o n. 92, B KOTOPOM >KMpHasi KUCJIOTa BKiIo4yaer 10 aToMOB yriepoaa.

2

94. Ilentun no n. 92, B KOTOPOM >KMPHAsl KUCJIOTA BKJIIOYAeT 12 aTOMOB yIiepoaa.

2

95. Ilentupn no 0. 92, B KOTOPOM >KMpHAsi KUCJIOTA BKJIIOYAaeT 14 aTOMOB yriepoaa.

2

96. Ilentun no n. 92, B KOTOPOM >KMpPHAsi KUCJIOTA BKJIIOYAeT 16 aTOMOB yriepoaa.

2

97. Ilentupn no n. 92, B KOTOPOM >KMpHAsi KUCJIOTA BKJIIOYaeT 18 aToMOB yriepoaa.

2
98. Ilentupn no 0. 92, B KOTOPOM >KMpHAst KUCJIOTA BKI0o4aeT 20 aTOMOB yIJiepoaa.

99. IlenTun no modomy u3 mi. 91-98, B KOTOPOM JKHUPHAST KUCIIOTA SBJISIETCS HACBIIIEHHOM.

100. Tlentun mo mobomy w3 mm. 91-98, B KOTOPOM KUpHAsl KHCJIOTa SIBJISIETCS

HEHACHIIEHHOU.
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101. ITentux mo modomy u3 mm. 91-100, B KOTOPOM JKHUpPHAsI KUCJIOTA CBsi3aHa ¢ OOKOBOI

IpyNIol aMHMHOKHUCIIOTBI.

102. Ilentun mo n. 101, B KOTOPOM >KHUpHasi KUCJIOTa CBsI3aHA C €-aMHHOM JIM3MHOBOIO

ocCTraTKa.

103. Ilentun mo moOOMy W3 MPEnbIAyLINX MYyHKTOB, B KOTOPOM IMIApHUpPHAs 0ONacTh
MO3BOJISIET MEPBOMY CIUPAJIBHOMY AOMEHY U BTOPOMY CIHPAJIbHOMY AOMEHY COXPAaHSTh MOYTU
NpsAMYI0 KOH(POPMALMIO, PU 3TOM BTOPOH AOMEH OTKJIOHSETCS] OT IEPBOro JIOMEHA Ha YroJl He

Oonee yem npudbu3uTeNbHO 20°.

104. Ilentux mo mroOOMYy M3 NpEeAbIYIIUX IYHKTOB, B KOTOPOM BTOPOH JOMeEH

npeacTaBisier co0oi HATUBHYIO criupajb 3 apoC-II.

105. Ilentux no mrobomy u3 mm. 1-103, B KOTOPOM BTOPOH AOMEH MpeAcTaBjsieT coOoit

BapuaHT criupainu 3 apoC-IIL.

106. Ilentux mo m. 105, B koTopom Bapuant criupanu 3 apoC-Il Bkimo4aer yaJMHEHHE

criupanu 3 apoC-IL

107. Ilentux no n. 106, B koropom cniupains 3 apoC-Il yanunsercs Ha 1-10 aMUHOKHCIIOT

Ha C-koHLE.

108. Ilentupn no n. 107, B kotopom cnupaib 3 apoC-II yanunsiercs Ha 4 aMUHOKHUCIIOTHI HA

C-koute.

109. Ilentua mo n. 108, B xotopom cnupans 3 apoC-Il ynnuHsiercs Ha aMHUHOKHCIOTBI

JIM3UH, TJIMIWUH, TTyTaMUHOBAA KUCJIOTA U INNTYTaMHUHOBAasA KUCJIOTA OT N-KOHLIa a0 C-KOHLIa.

110. Tlentux mo sgrobomy w3 mm. 105-109, B xotopom Bapuwant crompaiu 3 apoC-II

BKJIFOYAET I10 MEHbLIEH Mepe OHy MyTauio crimpaiu 3 apoC-IL

111. Ilentung mo m. 110, B KOTOpOM MyTaunusi MPEACTABISET COOOW AMHHOKHCIIOTHYIO

3aMEHY.
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112. Tlentun mo n. 111, B xoTopom opuruHanbHas aMHHOKUcoTa crnupanu 3 apoC-II

3aMEHSIETCS MPUPOJHON AMHUHOKHCIIOTOM.

113. Tlentun mo n. 111, B koTopomM opuruHanbHas aMMHOKUcoTa crnupanu 3 apoC-II

3aMEHSETCSl HENPUPOIHON aMUHOKHUCIIOTOM.

114. Tlentun mo n. 111, B xoTopomM opuruHanbHas aMMHOKUcIoTa crnupanu 3 apoC-II

3aMCHACTCA aHAJIOIOM aMHUHOKHCJIOTDI.

115. Ilentun mo mobGomy u3 mnm. 111-114, B xoropom

OCYLLECTBJISIETCS B OJIOKeHUH 70.

AMHWHOKHUCJIOTHAsA 3aMCHa

116. Ilentun no n. 115, B KOTOPOM INIyTaMUH B NOJIOKE€HUU 70 3aMEHSETCs] apTHHUHOM.

117. Ilentua no n. 115, B KOTOPOM IiIyTaMUH B NOJOKEHUU 70 3aMEHSIETCsl IN3UHOM.

118. Tlentuxg mo sgrobomy w3 mm. 105-117, B kotopom Bapuant crnupaiu 3 apoC-II

BKJIOUAET [0 MEHbINEH MEpe OIHY XUMUYECKYO MOIU(DUKAIHIO.

119. Tlentun mo n. 118, B KOTOpOM XMUMHUYeCKass MOAU(UKALMS TMPENCTaBjsieT coOoi

KOBAJICHTHYIO CBA3b )KPIpHOfI KUCJIOTHI.

120. Ilenrrum mo 1. 119,

121. Ilenrrum mo 1. 120,

122. Ilenrrum mo 1. 120,

123. Ilenrrum mo 1. 120,

124. Ilerrrum mo 1. 120,

125. Ilerrrum mo 1. 120,

B KOTOPOM JKHUPHAsA KUCJIOTA BKIIFOYAECT

B KOTOPOM JKHUPHAsA KUCJIOTA BKJIFOYACT

B KOTOPOM JKHUPHAA KUCJIOTA BKJIFOYACT

B KOTOPOM JKHUPHAA KUCJIOTA BKJIFOYAECT

B KOTOPOM KHUPHAA KUCJIOTA BKIIFOYACT

B KOTOPOM KHUPHAasA KUCJIOTA BKJIFOYACT

4-26 aTOMOB yryepoza.

10 atromoB yriaepona.

12 aromoB yriepona.

14 atromoB yriaepoza.

16 atromoB yriepoza.

18 aromoB yriepoza.
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126. Ilentua no n. 120, B KOTOPOM KUpPHAsI KUCIIOTA BKIrO4YaeT 20 aTOMOB yriaepoja.

127. Tlentun mo mobOomy u3 mm. 119-126, B KOTOPOM >KHpHAasi KHUCIIOTA SIBJISETCS

HACBIIIEHHO.

128. Ilentun mo mobOomy u3 mm. 119-126, B KOTOPOM >KHpHasi KUCJIOTA SIBJISETCS

HEHACBIIIEHHO.

129. Tlentun nmo mobomy u3 mm. 119-128, B kxoTOpoMm >kupHast kucnora ceszaHa ¢ C-

KOHILIEBOW aMUHOKHCJIOTOH.

130. ITentun o mobomy u3 . 119-129, B KOTOPOM KHpHAsi KUCJIOTA CBsi3aHa ¢ OOKOBOI

IPYIION aMUHOKUCIIOTBL

131. Ilentua no nm. 130, B KOTOPOM >KMpPHAasl KHUCJIOTA CBSI3aHA C £-aMHHOM JIM3MHOBOTO

oCTaTKa.

132. Ientun mo mobomy u3 mn. 119-131, B koropom C-kOHLEBas aMHHOKHCIIOTA

mMonudunupyercst C-KOHIIEBBIM aMHUIIOM.

133. Tlentung mno moOOMy U3 TMPEABIAYUIMX IYHKTOB, B KOTOPOM BBIJIEIEHHBIN
Mumetnueckuit nentua apoC-Il JONMOTHUTENPHO BKIIFOYAET METKY OYHCTKH.

134, TIlentmp mo m 133, B KOTOPOM MeTKa OYHCTKH MpPEACTABISIET COOOM

2

MOJIMTUCTUINHOBYIO METKY, myc-MeTKy miu HA-mertky.

135. Tlentua mo ar000My M3 MPEOBIAYIIUX MMYHKTOB, B KOTOPOM IMEPBBIH JOMEH obianaer

a((HPUHHOCTBIO CBSI3BIBAHUS C JIMTTOMPOTEHHAMH.

136. Ilentun mo mr0OOMY M3 MPEABIAYLIINX MYHKTOB, B KOTOPOM BTOPOH JIOMEH CIOCOOEH

aKTUBHPOBATh Junonporennaumnasy (LPL).
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137. Tlentun o 1. 135 wm n. 136, mpu 3TOM MEeNTH] CIIOCOOSH aKTUBHPOBATH JIMIIONH3 C

nomoinso LPL.

138. Ilentun no m. 135 wim n. 136, npu >ToM menTua crnocobeH 3ameHsTh apoC-III B

JIMIIONPOTEHUHAX.

139. IlenTtun o mo0OMy M3 NMPEABIAYINNUX MyHKTOB, IPU 3TOM MENTHJ COCOOEH CHIKATh

conepxanue tpurnuuepuna (TG) in vivo.

140. TIlentuxa no n. 139, mpu 3TOM NeNTHJ CIIOCOOEH CHIDKATh MOBBIIIEHHOE COIEPIKaHUE

TG, Be3BanHOe neduiurom LPL.

141. Ilentun no n. 139, mpu 3TOM nenTHI CHOCOOEH CHUKATh MOBBILIEHHOE CONEPIKAHUE

TG, BbI3BaHHOE NOBBIIIEHHBIM cozepxkaHuem apoC-II1

142. Tlentun no n. 139, mpu 3TOM menTHI CNOCOOEH CHUKATh MOBBILIEHHOE CONEPIKAHUE

TG, Be3BanHOE nedurprom apoC-II.

143. Tlentun mo m. 139, mpu 3TOM menTHX CHOCOOEH CHUXKATh TMOCTIPAHIUATBHOE

MOBBIIEHHOE conepkanue TG.

144. Boinenennbiii mumerudeckuii nentun apoC-II mo m. 1, mpu 3TOM menTun uMeer

MOCJIEI0BATENBHOCTD, Yka3aHHyto o SEQ ID NO: 6.

145. Boinenennsiit mumerndeckuii nentun apoC-II mo m. 1, mpu 3TOoM menTun uMeer

MOCJIEIOBATEIBbHOCTB, YKa3aHHyo ox SEQ ID NO: 9.

146. Broinenennbiii mumerndeckuii nentun apoC-II w3 He Gonee yem 30 aMHHOKHCIIOT,

cocTosMi U3 BapuaHTa cnupanu 3 apoC-IL

147. Ilentun no n. 146, B koropom BapuaHT cnupanu 3 apoC-II Bxirodaer yannHeHHe

criupanu 3 apoC-IL
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148. Ilentux no n. 147, B koropom cnupains 3 apoC-II yanunsercs Ha 1-10 aMuHOKHCIIOT

Ha N-KOHLIE.

149. Ilentun no n. 148, B xoropoMm cniupans 3 apoC-II ynnunsercs Ha 6 aMUHOKHUCIIOT Ha

N-koHIIE.

150. Ilentun no n. 149, B xoropoM BapuaHT cnupanu 3 apoC-II Bkirodaer NU3UH WU

METHOHHUH B ITOJIOKeHUH 60.

151. Ilentun no mobomy u3 n. 147-150, B koropom criupains 3 apoC-II ynnunsercs Ha 1-

10 amunoxkucnor Ha C-KoHIE.

152. Ilentun no n. 151, B kotopoMm crimpains 3 apoC-II ynnunsiercs Ha 4 aMUHOKHMCIIOTHI HA

C-koHIL€.

153. Ilentun no n. 152, B kotopoM cnupanb 3 apoC-II ynimuHseTcss Ha aMUHOKHCIIOTBI

JIM3UH, I'NIMIWUH, TIyTaMUHOBAsA KUCJIOTA U INIYTaMHUHOBas1 KUCJIOTa OT N-koHI1a 10 C-KOHLIa.

154. Tlentun mo srobomy w3 mm. 146-153, B kotopom Bapuant croupaiu 3 apoC-II

BKJIFOYAET I10 MEHbIIEH Mepe oHy MyTaruio crimpaiu 3 apoC-I1.

155. Tlentung mo m. 154, B KOTOpPOM MyTauusi MPEACTABISIET COOOW aMHHOKHCIOTHYIO

3aMeHy.

156. Ilentun mo m. 155, B kOTOpOM OpUTrHMHaNbHAs aMHHOKUcIOTa crupanu 3 apoC-II

3aMEHSETCs MPUPOAHON AMUHOKHUCIIOTOM.

157. Tlentun mo m. 155, B kOTOpoM OpuUrHHaNbHas aMHMHOKUcIoTa crupanu 3 apoC-II

3aMEHSETCs HEMPUPOAHON AMUHOKHUCIIOTOM.

158. Tlentun mo m. 155, B kOoTOpoM OpurHHaNbHasg aMHMHOKUcoTa crupanu 3 apoC-II

3aMEHACTCA aHAJIOIOM aMHHOKHCIIOTHI.
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159. Tlentuxg mo mrobomy w3 mm. 146-158, B xotopom Bapuwant crnmpaiu 3 apoC-II

BKJIFOYAET IO MEHbIIEH Mepe OJHY XUMHYECKYI0 MOIU(DUKALIHIO.

160. TMentug mo m. 159, B KOTOpOM XHUMHUYecCKass MOOU(UKALMS TMPENCTaBJsieT coOok

KOBAJICHTHYIO CBA3b )KPIpHOfI KHCJIOTHI.

161. Ilentug no n. 160, B KOTOPOM KUPHAsI KUCJIOTA BKIKO4YaeT 4-26 aTOMOB yIJIepoaa.

162. Ilentua no n. 161, B xOTOpOM KUpHAst KUCIOTA BKIrO4aeT 10 aToMoB yriepoza.

163. Ilentua no n. 161, B KOTOpOM KUpPHAsi KUCIOTA BKJIKOYaeT 12 aTOMOB yriepoza.

164. Ilentug no n. 161, B KOTOPOM KHpPHAsl KMCJIOTA BKJIOYAeT 14 aTOMOB yriepona.

165. Ilentua no n. 161, B KOTOPOM KHpPHAsl KMCJIOTA BKJIFOYAeT 16 aTOMOB yrieposa.

166. Ilentua no n. 161, B KOTOpOM >KUpHAst KUCIIOTA BKIKO4YaeT 18 aToMoB yraepona.

167. Ilentua no n. 161, B KOTOpOM kUpHAsi KUCIOTA BKIrO4YaeT 20 aTOMOB yriepoja.

168. Tlentun mo mwobomy u3 mm. 160-167, B KOTOpPOM >KUpPHAsl KHUCJIOTa SIBIISIETCS

HACBIILEHHOIA.

169. Tlentun mo mwobomy u3 mm. 160-167, B KOTOpPOM >KUpHAsl KHUCJIOTa SIBIISIETCS

HEHACBIIIEHHO.

170. Hentux no modomy u3 mm. 160-169, B KOTOPOM 3KHMpHasi KHCIIOTa CBsizaHa ¢ N-

KOHLIEBOU aMUHOKHCJIOTOH.

171. Tlentux no mobomy u3 mm. 160-169, B KOTOpOM >KHMpHasi KUCIOTa CBsizaHa ¢ C-

KOHILIEBOIT aMUHOKHUCJIOTOH.

172. Ilentun o modomy u3 mm. 160-171, B KOTOPOM KHpHAst KUCJIOTA CBsi3aHa ¢ OOKOBOI

IPyNION aMUHOKHUCIIOTBI.
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173. Ilentug no m. 172, B KOTOPOM >KHUpHasl KUCJIOTA CBsI3aHA C €-aMHHOM JIM3MHOBOIO

oCTraTKa.

174. Tlenrrupn mo Jro6omy u3 . 146-173, B KOTOPOM BbIAEIIEHHBIH MUMETUYECKHUI TTeTTH]T

apoC-1I TONOJHUTENBHO BKIKOYAET METKY OUUCTKH.

175. Ilentupg mnmo mn. 174, B KOTOPOM MeTKa OYHCTKH MPEACTABISIET COOOM

MOJUTHCTUNHOBYIO METKY, myc-MeTKy unu HA-metky.

176. Ilentux mo mobomy u3 mm. 146-175, B xotopom Bapuant crnmpainu 3 apoC-II

oOnanaet a(pUHHOCTBIO CBSI3BIBAHMUSI C JIUTIONIPOTEUHAMHU.

177. Tlentun no mrobomy u3 mm. 146-176, B kotopom BapuaHT cnupanmu 3 apoC-II

croco0eH akTUBUPOBATh Junonporenninnasy (LPL).

178. Ientun no 1. 176 wnu . 177, npu 3TOM nenTuz Croco0eH aKTHBUPOBATD JIUIOIH3 C

nomortuso LPL.

179. Tlentun no n. 176 wiu n. 177, npu 3ToM mentua crnocodbeH 3ameHsTh apoC-III B

JIUTIONPOTCHUHAX.

180. Ilentux mo mrobomy u3 mm. 146-179, mpu 3TOM NeNTUA CIOCOOEH CHHXKATh

conepxanue Tpurauuepuna (TG) in vivo.

181. Tlentux mo m. 180, mpu 3TOM MENTHJ CIIOCOOEH CHIDKATh MOBBIIEHHOE COIEPIKAaHUE

TG, Be3BanHOE nedunurom LPL.

182. Tlentux mo m. 180, mpu 3TOM MENTHJ CIIOCOOEH CHIDKATh MOBBIIIEHHOE COEPIKaHUE

TG, BbI3BaHHOE MOBBIIEHHBIM coaepskanueM apoC-IIL

183. Ilentux mo m. 180, mpu 3TOM MENTHI CIIOCOOEH CHIDKATh MOBBIIEHHOE COIEPIKAaHUE

TG, Be3BannHOE nedurrom apoC-I1.
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184. Ilentun mo m. 180, mpu 3TOM menTHI CHOCOOEH CHUXKATh TMOCTIPAHIHUAIBHOE

NoBbILIEHHOE conepxkanue TG.

185. ®apmarieBTHYeCKasi KOMITO3HIIHSI, COAEpIKaIasi MENTH T TI0 JIF0OOMY U3 MPEABIAYIIHX

NYHKTOB U (papMarieBTUIECKH MTPUEMJIIEMbIH HOCUTENb.

186. ®apmaneBThueckass kommo3umus no 1. 185, mpu 3TOM (apmarieBTUUECKas

KOMITO3ULIUS TOAXOAUT JJIsl MOAKOKHOW MHBEKLUU.

187. Cnoco0 nedeHus TUNEPTPUTIULEPUAEMUN Y OONBHOrO, NpeayCMaTPUBAOLINI
BBeIeHHEe OOJIbHOMY 3(PPEKTUBHOIO KOJIUYECTBA NENTHUAA MK (apMaleBTHYECKOW KOMIO3UIIUU
10 JI000MY U3 NMPENbITYLINX ITyHKTOB.

188. Crioco6 mo 1. 187, npu KOTOPOM THIEPTPUTITULIEPUAEMHES CBSI3aHA C OKUPEHUEM.

189. Cnoco6 mo m. 187, mpu KOTOPOM THNEPTPUINIMLEPUIEMHS CBS3aHA C CaXapHBIM

nuadbeTom.

190. Criocob mo 1. 187, mpu KOTOPOM THIEPTPUTTHIIEPUIEMHES CBA3aHA C yIOTpedIeHuEM

CrupTa.

191. Criocob mo . 187, mpu KOTOPOM THIEPTPUTITHLEPUAEMHS CBA3aHA C MEAMKAMEHTOM.

192. Criocob mo . 187, mpu KOTOPOM THIIEPTPHUIIULIEpUAEMHs BbI3BaHa nedummurom LPL.

193. Cnocob no m. 192, npu KOTOPOM THNEPTPUTIIULEPUAEMHUS BbI3BAHA HACIIEICTBEHHBIM

I[e(l)I/IL[I/ITOM JIANIOTNIPOTCUHIIMIIA3BI.

194. Cnoco6 mo m. 192 wnm n. 193, mpu xoropom aeduuut LPL BbI3BaH MyTauuei reHa

LPL.

195. Cnocob mo n. 194, mpu KOTOPOM MyTalMs BeIeT K MOHIMKEHHOH (hepMEHTaTHBHOM

axtusHoctd LPL.
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196. Criocob mo m. 194, mpu KOTOPOM MyTalust BEAET K OTCYTCTBHIO (h€PMEHTATHBHOM

akTuBHOCcTU LPL.

197. Cnocob no mobomy u3 mm. 192-196, npu kotopom aedpuuut LPL auarHOCTHPYIOT 110

OTCYTCTBHIO akTUBHOCTU LPL B ChIBOpOTKE KpOBU OOJNBHOTO.

198. Cnocob no mobomy u3 . 194-196, mpu KOTOPOM MyTaLMIO BBISBISIOT € MTOMOIIBIO

aHanusa nocaegosarenbHoctu JJHK.

199. Cnoco6 mo m. 187, mpu KOTOPOM THNEPTPUIIIMLEPUAEMHs BbI3BaHA AEPHUIUTOM

apoC-IL

200. Crnoco6 no m. 187, mpu KOTOPOM THIEPTPUTIIULEPHIEMHUS BbI3BaHA ITOBBIIEHHBIM

conepsxanuem apoC-IIL

201. Cnocob mo mobdomy u3 mm. 187-200, mpu KOTOPOM KOHLIEHTpALHs TPUIULIEPUIA

(TG) B CHIBOPOTKE KPOBH JI0 JieueHHs 00JbHOTO cocTaBisieT oT 150 mr/am no 199 mr/pn.

202. Cnocob no jrobomy u3 mm. 187-200, mpu KOTOPOM KOHLIEHTPALMsI TPUTIULEPUIA

(TG) B CHIBOPOTKE KPOBH J10 JieueHHst 00bHOTO cocTaBisieT oT 200 mr/am 1o 499 mr/m.

203. Cnocob no jrobomy u3 mm. 187-200, mpu KOTOPOM KOHLIEHTPALMsI TPUTIULEPUIA

(TG) B cHIBOPOTKE KPOBH J10 JieueHHs 00JbHOTO cocTaBisieT oT S00 mr/am 1o 999 mr/m.

204. Cnocob no nrobomy u3 mm. 187-200, mpu KOTOPOM KOHLIEHTPALMsI TPUTIULEPUIA

(TG) B cpIBOpOTKE KPOBH 110 JieueHHst 0oipHOTrO coctasisier oT 1000 mr/mt go 1999 mr/na.

205. Crocob no nrobomy u3 mm. 187-200, mpu KOTOPOM KOHLIEHTpALMsI TPUTIULEPHUIA

(TG) B cHIBOPOTKE KPOBH 110 JIeUeHHs OOJIBHOTO paBHseTCs Win npesbimaet 2000 mr/m.

206. Cnocob mo mobomy m3 mm. 187-205, mpu KOTOpOM y OONBHOTO Pa3BHIICS OCTPBIH

MaHKPEATUT UJIN CYHECTBYET PUCK €0 pa3BUTUA.
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207. Cnocob mo mobomy u3 mm. 187-206, mpu KOTOpOM y OOJIBHOTO Pa3BHIIOCH OCTPOE

CepreuHO-COCy IUCTOe 3aD0IeBaHNe HIIH CYIIECTBYET PUCK €r0 Pa3BUTHUS.

208. Cnoco0® monmydyenuss mentup mno Jjrodbomy w3 nm. 1-184, mpemycmaTtpuBaroimii

NOJIYy4YCHUE nenTrhaa peKOM6I/IHaHTHbIM IMyTEM.

209. Cnoco0® monmydyenuss mnentup no jgodbomy u3 nm. 1-184, mpemycmaTtpuBaromimii

NOJIY4YCHUE NEnTraa ¢ IOMOMIbIO XUMUYCCKOTO CUHTE3Aa.
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