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KOMIIO3UINA U CIIOCOBHI /11 HHTUBUPOBAHUA TEHHOU DKCIPECCHH
JITA

YPOBEHb TEXHUKU
Jlunmonporenn (a) [JII(a)] mnpencraBmasier cOOOHM TeTEPOr€HHYIO YacTULy, MNOJOOHYIO
aunonporenHy Hu3kod miotHoctn (JIITH), comepxkamyr JUMUAHYIO CEPALECBHHY U
anosiunionporerH B (apoB-100) ¢ yHUKaJIbHOH COCTABIISIOIIEH, arlOJUIONPOTENHOM (a) (apo(a)),

KOTOpas coeanHeHa ¢ apoB-100 nucynbpuaHO CBA3BIO.

I'en apo(a) (LPA) sxcnipeccupyercs IIaBHBIM 00pa30M B IEYEHHU, a €ro HKCIPECCHsl OrpaHUYeHa
YeJIOBEKOM U He OTHOCSAIIMMUCS K desoBeky nmpumartamu. Y posnu JIII(a) y moneit onpeneneHsl
T€HETHYECKH M CYLIECTBEHHO HE MEHSIIOTCSI B 3aBUCHMOCTH OT NMUTAHUS, (PU3HYECKUX HArpy30K
WIN APYrHX WU3MeHeHud B oOpase »usHu. JlmmHa LPA Bapbupyercss B 3aBUCUMOCTH OT 4YHUCIA
npucyrcTByromux «Kringle»-nomenos KIV2, a ero skcnpeccust 00paTHO KOPPENUPYET C YUCIOM
NPUCYTCTBYIOLMX NoMeHOB. Hopmanpnele ypoBuu JIII(a) coorBercTByroT auamnazony 0,1-25
M1/ 1, ipuydeM okouto 25% nonynsinuu B CoenuHennbix [ltatax Amepuku umeroT yposuu JITI(a)

30 Mr/aJ1 WM BhILIE.

Amnanus yposaeii JITI(a) B MHOrOYHCIIEHHBIX HCCIEOBAHUSIX MTO3BOJIHII CAEIATh 3aKIFOYEHUE, YTO
BoIcOKHe ypoBHU JII1(a) SABISAIOTCS HE3aBUCHMBIM (PAKTOPOM PUCKAa BO3HUKHOBEHUSI CEPIEHHO-
COCYIUCTBIX 3a0O0NIeBaHWH, WHCYJIbTa W JPYIHX POJICTBEHHBIX HAPYLICHWUN, BKJIOUAs
aTepOCKJIepOTHUECKUN CcTeHo3. Kpome TOro, MOJHOTeHOMHBIM aHaliW3 acCOLMAlfil Takke
MO3BOJIMJT clenaTh 3akimoueHue, yro JIIIA sBnsercs reHeTudyeckuM (PAaKTOPOM pUCKA B

OTHOILIEHUU TaKuX 3a00JIeBaHUM, KaK aTePOCKIEPOTUIECKUI CTEHO3.

Korna nns camwxkenus yposHeil kak JIII(a), Tak u JIHII nmpumensiu tepaneBTuueckuil adepes
JIMIIONIPOTENHOB, HAOMIOAANN CYIIECTBEHHOE CHIDKEHHE KOJIMYECTBA CEPAEYHO-COCYIUCTBIX
serieHni. Cien0BaTeNbHO, CYIECTBYET NOTPEOHOCTD B TEPAIEBTUYECKHIX CPEICTBAX U BAPUAHTAX

JICUSHHsI, CBSI3AHHBIX C 3TUMH M JPYTrUMH cBsi3aHHbIMHU ¢ JITTA 3a0oneBaHusiMu.

KPATKOE OITMCAHHME CYIITHOCTU U3OBPETEHHA
B nannom nmokymente omnucanbl areHThl PHK-unTepdepenumn (PHKu) (Takke HasbiBacMble
PHKu-tpurrepom umm tpurrepom) JITA (Takke Ha3piBaeMoro apo(a)) M KOMIIO3HILUH,

conepxkamie arentel PHKu JIITA nmist muzOuparensHOoro u 3((EKTHUBHOTO WHTHMOMPOBAHHUS



skcripeccun reHa LPA. LPA — 3To Ha3BaHWe IeéHa, KOTOPBIA KOIHUPYET aroJUIIONPOTENH (a)
(apo(a)), xiroueBoil KOMIOHEHT uacTHubl JunomnporenHa (a) (JIII(a)). OnucaHHble B TaHHOM
nokymenTe areHTel PHKu JIITA MOXHO mpUMEHATb AN NPENOTBpALIEHUs] WU JICYEHUs, WU
NPUTOTOBJIEHNUS MEUKAMEHTA JUJIsl TPEIOTBPAILEHUs] UJIH JISYeHUs 3a00JI€BaHUM, BKIFOYAsi, HO HE
OrpaHUYMBAsICh 3TUM: OoJe3Hb beprepa, 3a0oneBanne nepudepudeckux apTepuil, NIIEMUIECKY O
OonesHp cepaLa, MeTaOONUYECKHH CHHAPOM, OCTPBI KOPOHApPHBI CHHAPOM, CTEHO3
AOPTaJIbHOTO KJIAaNaHa, PErypruTaldio aopTaJbHOIO KJIAMAHA, PACCIOEHUE A0PThI, OKKIIFO3HUIO
apTepun CEeTYaTKH, LepeOpOoBacKyIApHbIE 3a00IeBaHUs, ME3EHTEPUAJIBHBIN TPOMOO3, OKIIFO3UIO
BEpXHeH OpbDKeeUHONH apTepuH, CTEHO3 IIOYEYHOW apTepuu, CTaOWUIIbHYIO/HECTAOMIbHYIO
CTEHOKapAHIO, OCTPBIM KOPOHAPHBINA CUHAPOM, I€TEPO3ZUTOTHYIO HJIM FOMO3UTOTHYH) CEMEHHYHO
TUTIEPXOJIECTEPUHEMHUIO, TUIepanoOeTalIunoNnpOTEHHEMHIO, 11epeOpOBaCKYIAPHBIIN

aTepockKiiepos, LepedpoBacKysipHble 3a001eBaHus 1 TPOMOO3 BEH.

Kaxnapnii arent PHKu JIITA copepkut no MeHbIlIelH Mepe CMBICIOBYIO LIETIb U aHTUCMBICIIOBYHO
uernb. CMBICTIOBasi LieMb M AHTHUCMBICIOBAsE LEMb MOTYT ObITh YaCTUYHO, 3HAYUTENbHO WU
MOJIHOCTBIO KOMILUIEMEHTAPHBIMU ApPYyr Jpyry. JlnMHa ONHMCAaHHBIX B JaHHOM JIOKYMEHTE
CMBICJIOBBIX U AHTUCMBICIOBBIX weneil areHtoB PHKu wmoxer cocrasasate ot 17 mo 30
HYKJIEOTHIOB. B HEKOTOpBIX BapUaHTaX pealu3ald H300PETEHUs] IJIUHBI CMBICIIOBOU U
AHTHUCMBICJIOBOM LeNel HEe3aBHCUMO COCTaBISIIOT OT 17 mo 26 HykjeotuaoB. CMbICioBas U
AHTHUCMBICJIOBAsI LIENTA MOTYT UMETh OAWHAKOBYIO JUIMHY WU pasHyro amuHy. [lociae qocraBku B
KJIeTKy, skcnpeccupyromyro reH JIIIA, onucanHeie B gaHHOM nokymeHTe areHTbl PHKwu

UHTUOUPYIOT SKcnipeccuto rena JIIIA in vitro wnm in vivo.

CwmebicnioBass uenb areHta PHKwu JIIIA comepXUT HYKJIEOTHIHYIO I1OCJIENOBATENbHOCTD,
UMEIOLITYI0 TI0 MeHbIlel Mepe 90% HAeHTUYHOCTH Ha MPOTSKEHUH BHYTPEHHEro y4acTka U3 1o
MeHbIIel Mepe 17 mocienoBaTeIbHbIX HYKIECOTUIOB ¢ mocienosarenpbHocThi0 B MPHK L.PA4. B
HEKOTOPBbIX BapHAHTAX peAIM3alUUd HW300pEeTEeHUs HYKJIECOTHIHAs IOCIENOBATEIbHOCTD
CMBICJIOBOH 1eTH, UMEIOIast 1o MeHbIneil Mepe 90% UASHTUYHOCTHU C MOCIEI0BATEIbHOCTHIO B
MPHK LPA, umeer nmnuHy, cocrapisromyro 17, 18, 19, 20, 21, 22 wunu 23 HykieoTtwna.
AnTucmeicnoBas nenb areHta PHKu JIITA conmepxut HyKJIEOTHAHYHIO IOCJIEN0BATENbHOCTD,
HUMEIOLITYIO TI0 MeHblel Mepe 90% KOMIIEMEHTapHOCTH Ha MPOTSKEHUHU BHYTPEHHErO y4acTKa
U3 110 MeHbIIeH Mepe 16 mocnenoBaTenbHbIX HYKIEOTHIOB ¢ rocienoareabHocThio B MPHK 1.PA
U COOTBETCTBYIOIIEH CMBICIOBOH Lenu. B HEKOTOPBIX BapHaHTax pealn3alud H300peTeHus

HYKJIEOTHJIHasl MOCJIE0BATEIbHOCTh aHTUCMBICIIOBON LieNH, UMeroInast no MeHbleld Mepe 90%
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KOMILIEMEHTAPHOCTH ¢ mocnenoBareabHOCThi0 B MPHK LPA mu cooTBETCTBYIOIIEH CMBICIOBON

LIeTIH, UMEET AJINHY, cocTasisrouyro 17, 18, 19, 20, 21, 22 unu 23 HykieoTuaa.

B HekoTOphIX BapmaHTax peanm3anu u3o0pereHus ogwH wiu Oosnee arentoB PHKu JIITA
JOCTABJISIIOT B LIEJIEBblE KJIETKH HJIM TKAHW, MCIIOJNB3Ys JFOOYI0 M3BECTHYIO B JAHHOHM OOJACTH
TEXHUKH TEXHOJIOTHIO JOCTABKH OJUTOHYKJIEOTHIOB. CriocoOBl JOCTABKU HYKJIEWHOBBIX KHUCIOT
BKJIFOYAIOT, HO HE OTPaHWYMBAIOTCS 3THM, WHKANCYJSALMIO B JIMIOCOMAaX, HOHTOPOpE3 WU
BKJIFOUEHHE B JPyTrUe€ HOCHUTENH, TaKHe€ KaK THIPOTeNH, LUKJIOAEKCTPHHBI, OHOpasiaraeMble
HAHOKAIICyJbl M OuoanresuBHble MUKpochepsl, OenkoBble BEeKTOpbl Hiau JlMHaMudeckue
IMonukonstoratbi™ (Dynamic Polyconjugates ™) (JIIK (cmorpure, nHampumep, WO
2000/053722, WO 2008/0022309, WO 2011/104169 u WO 2012/083185, kaxxaast u3 KOTOPBIX
BKJIFOUEHBI B JIaHHBIA JJOKYMEHT ITOCPEACTBOM CCHUIKM). B HEKOTOpBIX BapuaHTax peaju3aluu
u3obperenust arent PHKu JIITA koHBIOrMpOBaH C HaleNUBAOLIeld Tpymnmnoil. B HekoTophx
BApUAHTAX peaNu3aluu M300peTeHHs HALEeNUBAKoNas TIPyNna MOXET BKIOYATh JIMTaH
KJIETOYHOIO peLenTopa, TaKOW Kak KjacTep TaJakTO3bl, BKIIOYas KJacTep TIajJakTO3bl,

conepxkamuil TpuMep N-aneTuranakTo3aMuHa.

B HekoTOpbIX BapuaHTax peaiu3aluy H300peTeHUs: OMUCAaHbI (PapMaLEBTHUECKHE KOMIIO3HULIUH,
comepxkauie onuH win Oonee arentoB PHKu JIITA. B HeKOTOpbIX BapHaHTaX peaH3aliu
uzoOperenust arenr PHKu JIITA HeoOsi3aTenbHO, KOMOWHUPYIOT C OOHUM Wik OoJee
JIOMOJIHUTEIbHBIMA (T. €. BTOPbIM, TPETbUM U T. J.) TEPANeBTUYECKUMHU IpernapaTaMu.
JIOTIOSTHUTENBHBIH TEPANEeBTHUECKUH TpenapaT MOXKET MPenCcTaBisAaTh codol apyroi arenT PHKu
JITTA (nanpumep, arenr PHKu JITTA, HaneneHHbIN HAa IPYTYIO MOCIEN0BATENBHOCTD B Mpeneiax
JIITA-muenn). J{OMONHUTENbHBIA TEPANeBTHUECKUI Mpernapar TakKe MOXKET NPEACTaBISThH
co0Ol HU3KOMOJIEKYJISIPHBIN JIEKAPCTBEHHBIHN Mpernapar, aHTUTENO0, GparMeHT aHTHTeNIa W/Win
BakuuHy. Areatsl PHKwu JIITA, Haxonsmuecs: Wik He HaXOSIIHUeCcs] B KOMOMHAILIUH C OJJHUM HITH
Oosiee NOMOIHUTENBHBIMI TEPATIEBTUYECKUMHU IPErapaTaMi, MOXXHO KOMOWHUPOBATh C OAHUM

wn OoJiee BCIOMOTATEeJIbHBIMU BELIECTBAMH It 00pa3oBaHusl (hapMaLEeBTHUECKIX KOMITO3ULHHA.

B HexoTOpBIX BapHaHTaX pean3alii H300peTeHUsT OMMCAHbl KOMIIO3UIMH JIJIs /7 VIVO JOCTaBKH
areata PHKwu JITTA B kneTky nedeHu, B 4aCTHOCTH, TenaTouuThl, coneprxkammue areHT PHKu JITTA,
KOHBIOTHUPOBAHHBIM € HALEIUBAIOIIEW TIpynmnoid. B HEKOTOpBIX BapHaHTaX peanu3alnuu

n300peTeHNs] HaLeIMBAIOIIAsl TPYIINA MPEACTaBIsAET COOOH aCHaIOTIIMKONPOTEMHOBBIN JINTaH].



Taxoke onmcaHbl CrIOCOOBI JIEYeHNsT CyOBEKTa-4eJI0BEKa, UMEIOIIErO MaTOJOTHUECKOe COCTOSTHHE
WIA PHUCK PA3BUTHUS MATOJOTMYECKOTO COCTOSHUS, OIOCPEAOBAHHOIO, MO MEHbINeH Mepe
yacTU4HO, dKcrpeccueil JIITA, Bxmouaromume 3Tam (-bl) BBEIEHHUS] CYOBEKTY TepareBTUYECKH
s¢dextuBHoro kommuectsa arenta PHKu JIITA wiu comepxkameit arenr PHKu JIITA
komnozutmn. Criocod neuenust cyorekra arenroM PHKu JIITA wmm conepxameit arear PHKu
JIITA xommo3uimel MOXHO, He0OsS3aTeNbHO, KOMOMHUPOBATh C OIHUM WM Oojee 3Tanamu
NPUMEHEHHUS] OTHOTO WM 0OJiee JOMOIHUTENBHBIX (T. €. BTOPOTr0) TEPANEeBTUUYECKUX MPENapaToB
iy BapuaHToB sedeHus. AreHT PHKu JIITA u nononHuTeNnbHBIE TEpaneBTUYECKHE MpenapaThl
MOKHO BBOJAUTb B OJHOH KOMIO3MLMU HJIHM HMX MOXHO BBOOUTH pas3nenbHO. [Ipumepsl
JOTIOJIHUTEIbHBIX TEPANeBTUUYECKUX MPEnapaToB BKIIOYAIOT, HO HE OTPAaHUYHUBAIOTCA 3TUM,
unrnouropel HMg Co-A penykrassl (cTatunbl), 33eTumu0, naruoutopsl PCSK-9, naruduropet
CTEP, Bapuantsbl Tepanuu, HaueneHHble Ha ANGPTL3, BapuaHThl Tepanuu, HalleJ€HHbIE HA

APOC3, u HuanuH.

Omnucannble arentel PHKu JIIIA MOXHO mpUMeHSTh B crocodax TepaneBTHYECKOTO
IPeNOTBPALICHUS] WK JIedeHus1 3a00eBaHNi, BKIIIOYas, HO HE OrPaHUYMBAsICh STUM: OOJE3Hb
beprepa, 3abosneBanue mnepudepudecKUX —apTEpHii, HIIEMHYECKY0 OOJie3Hb cepala,
MeTabOIMYECKUi CHHIPOM, OCTPbIii KOPOHAPHBIA CHHAPOM, CTEHO3 AOPTaJbHOIO KIaraHa,
perypruTainu aopTalbHOrO KJanaHa, PacClOEHHE aopThl, OKKJIIO3MI0 apTEPUU CETYaTKH,
1epeOpoBacKyIsipHble  3a00JieBaHMs, ME3eHTEpHANbHbI TPOMOO3, OKIIFO3UI0  BEpXHEN
OpblKeeuHON apTepuH, CTEHO3 MOYE€YHOU apTepuH, CTAOWIbHYIO/HECTAOMIIBHYIO CTEHOKAPIHIO,
OCTPbIi  KOPOHApHBIA  CHUHIAPOM, T€TEPOSUIOTHYKD WM  TOMO3UIOTHYIO  CEMENHHYIO
TUIIEPXOJIECTEPUHEMHUIO, THIepanoOeTaTunonpOTEHHEMHIO, 1epeOpOBACKYISIPHBIN
aTepoCKiIepo3, LepedpoBacKyIsspHbie 3a00eBanusi 1 TpoMO03 BeH. Takue crocoObl BKITFOYAOT
BBEJICHHE OMUCAHHOTO B JaHHOM JokymeHTe areHTa PHKu JITTA cyObekTy, HanmpuMep, 4eIoBeKy

HJIN )KUBOTHOMY.

dapmaneBTHYECKHE KOMIIO3ULIUH MOXXHO BBOJUTH PA3JIMYHBIMU CIIOCOOAMH B 3aBHCHUMOCTU OT
TOTO, KaKoe JICYeHHe HEeOOXOAMMO — MECTHOE WJIM CHCTEMHOE, M OT NPEAHA3HAYCHHOTO IS
JeUeHHsT ydacTka. BBemeHne MOJKHO OCYIIECTBIIATH JIOOBIM M3BECTHBIM B JTaHHOW OOJACTH
TEXHUKH TIyTeM, TaKUM Kak, Oe3 OrpaHHuYeHHi, MECTHbI (HampuMep, C TOMOIIBIO
TPAHCAEPMAJILHOTO TUIACTBIPSI), IMyJbMOHAPHBIA (HampuMmep, € TOMOINBI HWHIASILUN HIIH
BAYBAaHUs TOPOLIKOB WJIM a’pO30Jiel, BKJIIOUas TMpHMEHeHWe Helyrahzepa, a TaKxke

SH/IOTpaxeajbHOE, WHTPAHA3AJIbHOE MPHUMEHEHHE), SIHIECPMAJbHBIN, TpPaHCAEPMAIbHBIN,

4



NepopajbHbll WM NapeHTepanbHbll. [lapeHTepanbHOE BBENEHHME BKIIOYAET, HO HE
OrpaHUYNBAETCSA 5TUM, BHYTPUBEHHYIO, BHYTPHUAPTEPHUATBHYIO, MOAKOXKHYIO,
BHYTPUOPIOIIMHHYIO WJIM BHYTPUMBILIEYHYI0 HWHBEKIHMIO WIH HHPY3HIO;, CcyOaepMaibHOe
(Harmpumep, MOCPEACTBOM UMILUIAHTUPOBAHHOTO yCTPOKNCTBA), BHYTPHUYEPEITHOE,
MHTPanapeHXUMaTO3HOe, UHTPATEKAJIbHOE U MHTPABEHTPUKYJIIPHOE BBEAEHHE. B HEKOTOPBIX
BapUAHTAaX pealn3aluy H300peTeHHs] ONMHCAHHBIE B JAHHOM JOKyMeHTe (papmaueBTHYECKHE

KOMITIO3UIIUU BBOOAT IIYTEM HOI[KO)KHOﬁ HHBECKLHH.

Ornucannple arentbl w/wmm komnosuiun PHKwu JIITA MoxHO mnpumeHsiTh B crocodax
TEParieBTHUECKOTrO JIeYeHHs] 3a00JIeBaHUM, BKJIIOYAs, HO HE OTrPAaHUYMBASICh 3THUM. OOJIE3Hb
beprepa, 3aboneBanue mnepupepudecKUX apTepui, HUIIEMHYECKYI0 OOJIe3Hb Ccepala,
MeTaboNMMYeCKU CUHAPOM, OCTPBI KOPOHAPHBIM CHHAPOM, CTEHO3 AOPTAJIBbHOIO KJaraHa,
PErypruTalMio aopTajbHOIO KJlallaHa, PAaCCIOCHUE aopThl, OKKJIIO3UIO apTEepPUH CETYATKH,
1epeOpoBacKyIsipHbIe  3a00JNeBaHMs, ME3CHTePUANbHbIH TPOMOO3, OKIIIO3UI0  BEepXHEM
OpbLKEeuHOH apTepuH, CTEHO3 MOYEYHOW apTepuH, CTAOMIbHYIO/HECTAOMIIBHYIO CTEHOKAPIUIO,
OCTPbIi  KOPOHApHBIA  CHUHIAPOM, T€TEPO3ZUIOTHYK)  WJIM TOMO3UIOTHYIO  CEMEHHYIO
TUIEPXOJIECTEPUHEMHUIO, TUIepanoOeTaTunonpOTEHHEMHUIO, 1epeOpOBaCKYIAPHBIH
aTepoCKIIepo3, 1epedpoBacKyIsspHbie 3a00eBanusi 1 TpoMO03 BeH. Takue crocoObl BKIFOYAOT
BBEJICHHE OMUCAHHOTO B JaHHOM JokyMmeHTe areHTa PHKwu JITTA cyObekTy, Hanmpumep, 4eIoBEKy

HJIN )KUBOTHOMY.

Ecnu He yka3aHO MHOE, BCe HCIOJB3YEMbIE B AAHHOM JOKYMEHTE TEXHUYECKHE U Hay4dHbIE
TEPMHUHBI UIMEIOT TAKHE K€ 3HAUYEHHUsI, KOTOPbIE TPAAULIMOHHO MOAPA3YMEBAIOTCS CIIELUAIUCTOM
B 00JACTM TEXHHMKH, K KOTOPOH OTHOCHTCS 3TO H300pereHHe. XOTs NpPH NPAKTHUECKOU
peanu3ali WIM HWCHBITAHUM JaHHOTO HW300pPETeHUS] MOXHO HCIIONb30BaTh CIIOCOOBI |
MaTepHualbl, aHAJOTUYHbIE WX SKBUBAJIEHTHBIE OMTMCAHHBIM B JAHHOM JAOKYMEHTE, MOIXOIAIINE
croco0bl W MaTepuasibl OMUCAHbl HIDKe. Bce myOnuKamuy, MaTeHTHbIE 3asBKU M Jpyrue
YIIOMHUHAEMbIE B JAHHOM JOKYMEHTE CChUIKH B IIOJIHOM 00'beMe BKITFOYEHBI TOCPEICTBOM CCBUIKH.
B cinydyae BO3HMKHOBEHMsI NPOTUBOPEUUN IPUOPUTET HMEET [AHHOE OINHUCAaHME, BKIIOYasi
omnpenenenus. Kpome Ttoro, martepuanbl, CrnocoObl M TMPHUMEPHI SBIAIOTCS HCKIIOUUTEIBHO

HWJJIFOCTPAaTUBHBIMU U HE IOAPA3YMEBAKOT OIrpaHUYCHUA.

Jlpyrue mpu3HAKH M MPEUMYIIEeCTBA M300pPETeHHs] CTAHYT OYEBHIHBI M3 HIDKEIPUBEACHHOTO

noapoOHOro OMUCAHUS U U3 (POPMYIIBI H300PETEHNUS.



KPATKOE OITMCAHUE 'PAOUYECKHUX MATEPHUAJIOB
OUT. 1. I'paduk, mumrocTpupyOIIHiA cbiBOpoTOUHBIE ypoBHU Oenka JITI(a) y JITI(a)-TpancreHHbIx
(Tg) MbIei mocie OHOrO MOAKOXKHOTO BBeNeH!Us 0,5 MI/Kr (MyHKTUPHAS JTMHHSA) WK 2
Mmr/kr (crutomHasi juHus) ykasaHHoro areHta PHKu JIITA. VYposuu JIII(a) Obiam

HOPMAJIM30BaHbl OTHOCUTENILHO 1 CYTOK M KOHTPOJIBHOTO (pr3pacTBopa.

OUT'. 2. I'paduk, WILTFOCTPUPYIOIUI ChIBOpOTOUHBIE YpoBHHU Oenka JII1(a) y JII1(a)-Tg mblmeit
1IOCJI€ BBEIECHMS TPEX IMOIKOXHBIX 103 MO | MI/Kr (MyHKTHpPHAs JIUHUS) WA 3 MI/KT
(cimomHas nuHMS) ykasaHHoro arenta PHKwu JIITA, BBomuMOro ofuH pa3 B HEAENIO B
TedyeHue Tpex Henenb (no3el Ha 1, 8 u 15 cytku). Yposuu JII1(a) Opiin HOpMaTU30BaHbI

OTHOCHUTEJIBHO | CYTOK M KOHTPOJIBHOTO (PU3PACTBOpA.

OUI". 3. I'paduk, mwunocTpupyrommii yposHu dactur JII1(a) B CHIBOPOTKE SIBAHCKOTO MaKaka
nocyie BBeAeHHUs omHOil no3bl 2 mr/kr areHta PHKu JIITA ADO1196, nosupyemoro B
cootHouennu 1:1 (Macc./macc.) ¢ monumepoM anst foctaBky Ha 1 cytku. Yposnau JIII(a)
ObUTM HOPMAJIM30BaHbI OTHOCHTENBHO JIBYX 3HAYEHUH 10 NO3UpOBaHUs (MOKa3aHO kak 0

CYTKH).

OUT'. 4. I'paduk, wumocTpupyromuid yposau vactull JIII(a) B ChIBOPOTKE SIBAHCKOTO MakKaka
1ocJjie BBeAeHUs OnHOM 103kl 4 Mr/kr wiu 6 mr/kr arenta PHKu JITTA, nosupyemoro B
cootHomennu 1:1 (Macc./mMacc.) ¢ mMoJUMepoM JJisi JOCTaBKU Ha 1 cyTku U 71 CyTKH.
Yposuu JII1(a) OblIM HOpMAJIM30BaHBI OTHOCUTEIBHO JBYX 3HAYEHUH O AO3UPOBAHUS

(mokazaHo kak 0 CyTKH). 103a 4 MI/KT = YepHbIe KPYTH; 1032 6 MI/KT = Cepble KBaPaThL

OUT'. 5. I'paduk, wurocTpupyromui yposau vactunl JIII(a) B ChIBOPOTKE SIBAHCKOTO Makaka
MOCJIE BBEJIEHUSI TPEX €KEHENENbHBIX MOAKOXKHBIX 103 1mo 3 mr/kr arenta PHKu JIITA
ADO02819 Ha 1, 8 u 15 cytku. Yposuu JII1(a) Obutn HOPMATHM30BaHBI OTHOCHTENBHO TPEX

3HAYEHHH 10 103UpOBaHMs (TIOKAa3aHO Kak 0 CYyTKH).

OUT'. 6. I'paduk, nwurocTpupyromuid yposau dactull JIII(a) B CHIBOPOTKE SIBAHCKOTO Makaka
NOCJIe OJHOTO MOAKOKHOTO BBeneHus 3 mr/kr arenta PHKwu JIITA Ha 1 cytku. I'pymnmer
ADO03460 u AD03536 nony4anu nononHuTenbHY0 103y 1 Mr/kr arenra PHKu JIITA Ha
48 cytkn. Yposuu JIII(a) OputM HOpManM30BaHBI OTHOCHTEIBHO TPEX 3HAUEHHWH [0

n03upoBaHus (MoKa3aHo Kak 0 CyTKH).

INOJAIPOBHOE OIMTMCAHHME CYIITHOCTHU U30bPETEHHA
B nanHom nokymente omwmcanbl areHTel PHKu s waruOuposanust skcnpeccun rena JIITA
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(HaspiBaemMble B naHHOM aokymeHte areHtamu PHKwu JIITIA). Ilocme nmoctaBku B KIIETKY,
JKCIIpeccupyromyro reH LPA, onrcanHble B JaHHOM fokyMeHTe areHTsl PHKu nHrnOupyrot uimm
npekpammaroT sxcnpeccuro JIIA in vitro w/wnu in vivo mocpeacTsoM OHONIOTHYECKOTO MpoLecca
PHK-unTepdepeniun (PHKu). B koHTEKCTE JTAHHOTO TOKYMEHTA, €CJIU CIIENHAIbHO HE YKA3aHO
uHoe, JIITA moxer ornocurcs k reny LPA, MPHK LPA wmm Genky JIII(a) B 3aBUCUMOCTH OT

CUTYaLIUH.

Arent PHKu JIITA conepkUT CMBICIOBYIO LI€TIb M aHTUCMBICTIOBYIO Lienb. Kakaasi U3 cMbICIOBOMN
LEMU U AHTUCMBICIOBOU LENHU COAEP>KUT BHYTPEHHIOK IOCJIEA0BATEIbHOCTh MJIMHON 17-23
HYKJIGOTHJIHBIX OCHOBaHMsl. BHYTpEHHsIsI MOCIEe0BATENIbHOCTh AHTUCMBICIIOBON LIETIH SIBJISETCS
Ha 100% (MONHOCTBIO) KOMIUIEMEHTApHOM WM MO MeHbliedl mepe Ha 90% (3HAUUTENBHO)
KOMIUIEMEHTAPHOI HYKJIEOTHIHONW IOCIENOBATEIbHOCTH (MHOIZIAa HAa3bIBAEMOW, HaIpUMED,
LIeNIeBOH  IMOCHEeNOBAaTeNbHOCTBIO),  mpucyrctByromedr B MPHK P4,  BhyTpenHss
MOCJIEI0OBATEIBLHOCTD CMBICTIOBOH 1ernu siBisieTcst Ha 100% (MOHOCTRIO) KOMILIEMEHTapHON Win
no MeHbimedi wmepe Ha 90% (3HAYMTENBHO) KOMIUIEMEHTAPHOW TOC/IEAOBATEILHOCTH B
AHTHCMBICJIOBOM LIETIH H, CJIEAOBATENBbHO, BHYTPEHHSSA MOCIEN0BATENIbHOCTD CMBICIOBOM LE€NU
SIBJIIETCS] TIOJTHOCTBIO MAEHTUYHON WJIHM MO MeHblIel Mepe Ha 90% HIeHTUYHON HYKJIEOTHIHOU
NOCJIeIOBATENIbHOCTU  (LIEJIEBOM  TMOCJIe0OBATEIbHOCTH), mnpucytcTByromeii B MPHK JIITA.
BHyTpeHHsIs1 mocieoBaTeIbHOCTh CMBICIOBOM LIEMU MOXET UMETh TaKyl K€ JJIMHY, Kak U
COOTBETCTBYIOIIAs AHTHUCMBICIIOBAsE BHYTPEHHSSI IOCIEAOBATEIbHOCTh, WM MOXET HMETh
OTJMYHYIO JJIMHY. B HEKOTOpBIX BapHaHTaxX peasu3aludl W300peTeHus] JJIMHA BHYTPEHHEH
TOCIIEIOBATENIBHOCTH aHTUCMBICTIOBOM 1enu cocrasiser 17, 18, 19, 20, 21, 22 wumu 23
HyKJieoTHa. B HEKOTOpbIX BapHaHTaX pealu3aluuyd H300pETeHUsT [JIMHA BHYTPEHHEH

MOCJEA0BATENbHOCTH CMBICJIOBOM 1ienu coctasysieT 17, 18, 19, 20, 21, 22 unu 23 HykJieoTUA.

CwmebiciioBast u antucMmbicyioBas tenu arenta PHKu JIITA ruGpuan3upyroTces ¢ oOpa3oBaHUeM
nyrekca (nBoiHOW crimpanu). CMBICIOBast 1lenb U aHTHCMBICNOBasi nenb arenta PHKu JITTA
SIBJISIFOTCS YaCTUYHO, 3HAYUTEIbHO WU MTOJIHOCTBIO KOMILJIEMEHTAPHBIMU APYT Apyry. B mpenenax
KOMIUIEMEHTApHOH O0JacTH IYIJIeKCa BHYTPEHHSS MOCIENOBATENIbHOCTh CMBICJIOBOM LIETH
sBrseTcs Mo MeHblnel Mepe Ha 90% xomiuiemeHTapHoil unu Ha 100% kommiemeHTapHOM
AQHTUCMBICIIOBOM BHYTPEHHEH MOCIEAOBATENBHOCTU. B HEKOTOpPBIX BapHAaHTAX peATH3aALUU
n300peTeHust BHYTPEHHSIS MOCJIEIOBATEIbHOCTD CMBICJIOBOU Lenu COZEPKUT
MOCJIEIOBATEIPHOCT U3 IO MeHbIIEeN Mepe 17, mo MeHbluel mepe 18, mo mensiueit mepe 19, no

MeHbLIen Mepe 20 i no MeHblen Mepe 21 HykneoTuna, KoTopasi sIBJIIeTCs IO MEHbIIEH Mepe



Ha 90% wmnu 100% koMrieMeHTapHO# COOTBETCTBYIOIIEH mociaenoBarenbHocTy u3 17, 18, 19, 20
win 21 HyKJIEOTHAA BHYTPEHHEH MOCIe0BATENbHOCTH AHTHCMBICIIOBOH 1enH (T. €. BHYTPEHHHE
NOCJIEIOBATENILHOCTH CMBICIIOBOH M aHTHCMBbICTIOBOM 1lern arenTa PHKu JITTA umerot obnacts u3
1o MeHblei Mepe 17, no menbiuel Mepe 18, no Menpuieit Mmepe 19, no Menepiuei Mmepe 20 uiu no
MeHblel Mepe 21 HykjIeoTuaa, KOTopasi uMeeT 1o MeHblled Mepe 90% crnapeHHbIX OCHOBAaHUI

i 100% criapeHHBIX OCHOBAHMIA).

B kOHTEKCTe NaHHOrO NOKYMEHTAa U €CJIM HE yKa3aHO HHOE, TEPMUH «KOMILIEMEHTapHas»,
UCTIONB3YEMBbIH Il ONHCAaHUS NEepPBOH HYKJIEOTHIHOM IOCIEAOBATENbHOCTH (HAIPHUMED,
cmbicnosoit nenu arenta PHKu win MPHK JIITA) mo OTHOWIEHHIO KO BTOPOH HYKJIEOTUIHOU
NOCJIEeOBaTeNbHOCTH  (Hampumep, aHTHCMbIcioBol 1nernu areHta PHKwu), otHocurcs
CIIOCOOHOCTH OJIMTOHYKJIEOTHIa UM MOJMHYKJIEOTH/A, COAEPIKALIErO MEePBYI0 HYKJICOTHUIHYIO
HIOCJIEIOBATENIbHOCTh,  TMOPUAN3ZUPOBATBCS  (0Opa3oBBIBATH  CHAPUBAIOLINE  OCHOBAHUS
BOJOPOZHBbIE CBs3M) M OOpPA3OBBIBATH NYIUIEKC WJIM IBOHHYIO CHHPAJIBHYIO CTPYKTYpPYy B
ONPENETIEHHBIX YCIOBUAX C OJIMTOHYKJIEOTUIOM WM MOJUHYKJICOTUIOM, COAEPKALIUM BTOPYHO
HYKJICOTHJIHYIO TIOCJIE€N0BaTeNbHOCTb. KOMIIIEMEHTapHbIE IOCIEAOBATENBHOCTH BKIIOYAKOT
Yorcon-Kpukosckue napsl uinu He-YOTCOH-KpPHUKOBCKHE Mapbl U BKIIOYAIOT MPUPOIHBIE WIH
MOIU(PHUIMPOBAHHBIE HYKJIEOTHUABl WJIA MHUMETUKH HYKJICOTHUAOB IPH YCJIOBUH BBINTOJHEHUS
BBILIEYKA3aHHBIX TPeOOBaHMI B OTHOLIEHMHM MX CHOCOOHOCTH K rubpuamsauuu. «I1omHOCTBIO
KOMILIEMEHTapHAS» WIH «HISAIbHO KOMIUIEMEHTapHas» o3HadaeT, 4yTo Bce (100%) ocHoBaHuUs B
HETIPEPbIBHON TMOCIIEI0BATEIbHOCTH TEPBOTO TMOJMHYKJIEOTUAA OyayT THOPHIU3UPOBATHCS C
TaKUM >K€ YMCJIOM OCHOBAHUN B HENPEPBIBHOMN MOCIEN0BATEIPHOCTH BTOPOrO MOJIMHYKJIEOTHU A,
HenpeppiBHas nocnenoBaTeIbHOCTb MOKET COAEPXkKaTb BCIO WM 4acTh MEPBOM WM BTOPOH
HYKJICOTUHONH IOCJIENOBAaTEIbHOCTH. B  KOHTEKCTE MAAaHHONO JOKYMEHTa «4aCTHYHO
KOMIUIEMEHTapHas» O3Ha4aeT, 4YTO B THOPUIM3UPOBAHHOH TMape MOCIeNOBaTEIbHOCTEH
HYKJIGOTHJIHBIX ~OCHOBaHUNl 1o MeHblleil Mepe 70% oOcHOBaHUN B  HENpepbIBHOMN
NIOCJIEIOBATEILHOCTH MIEPBOTO MOJHHYKJIEOTHAA OyIyT rHOPUIN3UPOBATECS C TAKUM K€ YHCIOM
OCHOBAHMI B HENPEPBIBHONW MOCJIENOBATEIBbHOCTH BTOPOro MOJUHYKJIEOTHAA. B KOHTekcTe
JaHHOTO JOKYMEHTa «3HAYMTENbHO KOMIUIEMEHTAPHAs» O3HAYAEeT, YTO B TMOPUAM3HPOBAHHOM
nape IMoCJeNOBaTeIbHOCTEN HYKJIEOTUIHBIX OCHOBaHHUI MO MeHbluel mepe 85% OCHOBaHU B
HETIPEPbIBHON TMOCIIENOBATENIbHOCTH TNEPBOTO TMOJUHYKJIEOTHAA OyAyT THOpPHOU3UPOBATHCA C
TaKUM >K€ YMCJIOM OCHOBAHUN B HEMPEPBIBHOMN MOCIEN0BATEIbHOCTH BTOPOrO MONIMHYKJIEOTHA.
B  kOHTekCTe [aHHOrO  JOKYMEHTa TEPMHUHBI  «KOMIUIEMEHTApHAs»,  IOJHOCTBIO

KOMIUIEMCHTAPHAsA» U «3HAYUTECJIBHO KOMILUICMCHTAPHASA» MOXKHO HCIIOJIb30BATH B OTHOLICHUU



COBIIaJICHUSI OCHOBAHUI MEXAY CMBICIOBOM LIEMBIO U AHTUCMBICJIOBOM Lenbio areHTa PHKu nnmn
Mexay aHTucmbicioBoi wenbto arenta PHKu u mocneposarensHocThto MPHK  JIITA.
HNneHTHYHOCTh WJIH KOMILIEMEHTAPHOCTh TMOCIeIOBATEIbHOCTH HEe 3aBUCUT OT Moaudukammuu. B
LHEesIX ONpeNeNieHUus] WISHTUYHOCTH WM KOMIUIEMEHTapHOCTH, Hampumep, a u Af

komrmuieMenTapHbl U (wn T) 1 uaeHTHYHBL A.

JInuHa OnMCaHHBIX B TAaHHOM JOKYMEHTE CMBICJIOBOM M aHTUCMBICIOBON Lener areHta PHKu
HEe3aBUCUMO cocTaBisieT OoT 17 no 30 HykjieoTuaoB. B HEKOTOPBIX BapuUaHTax peanu3aluuu
M300peTeHNs! IJTNHBI CMBICJIOBON U @aHTUCMBICIIOBOM LieTiel He3aBUCUMO COCTABJISIIOT OT 17 110 26
HYKJIEOTHIOB. B HEKOTOpPBIX BapuaHTax pealu3allid H300peTeHHs! [JIMHA CMBICIOBOH U
AHTHCMBICJIOBOM Lienen coctasiser 19-26 HykneoTunoB. B HEKOTOpBIX BapHaHTax peaau3alun
n300peTeHNs ATNHBI OTMCAHHBIX CMBICIIOBOM M aHTUCMBICIIOBOH Lienel areHTa PHKu HezaBucumo
cocraBisiroT 17, 18, 19,20, 21, 22, 23, 24, 25 wnu 26 HykyeoTun0B. CMBICIOBast U aHTUCMBICIIOBAs
LeNd MOTYT UMETh OAMHAKOBYIO JUIMHY WJIM OHU MOTYT MMETh Pa3HYyIO JJIMHY. B HEKOTOpbIX
BAPUAHTAX peaM3alru H300peTeHHs JUIMHA KaKIOW M3 CMBICIIOBOW W aHTHUCMBICIOBOM IIeMU
cocTaBsieT 26 HYKJIEOTHIOB. B HEKOTOpBIX BapHaHTaX pealu3alyd H300peTeHHs IJIMHA
CMBICJIOBOHM LIETIH COCTaBJsIeT 23 HYKJIEOTHIA, a JIJHMHA aHTHUCMBICIOBOMN 1ienu cocrasisier 21
HYKJIEOTH. B HEKOTOpBhIX BapHaHTaxX peau3alii H300peTeHUs IJIMHA CMBICJIOBOHM Lemu
COCTaBJIsIeT 22 HYKJEOTHIa, a AJIMHA AHTUCMBICIOBOW Lenu cocTtaBiser 21 Hykneorun. B
HEKOTOPBIX BapHaHTaX peaju3alid W300peTeHHs] JJUHA CMBICJIOBON Ienu coctapisieT 21
HYKJIEOTU]I, & JJIMHA AHTUCMBICIIOBOM LienH cocTaBisieT 21 HykieoTua. B HEKOTOpBIX BapuaHTax
peanuzanu M300peTeHHs JJMHA CMBICIOBOM LeNH COCTaBisieT 19 HyKJIEOTHAOB, a JJIMHA

AHTHCMBICJIOBOM LIENU COCTaBIAET 21 HYKJIEOTHUSI.

CMbICITOBAs 1IeTb W/WJIH aHTUCMBICIIOBAS 1eTh MOTYT HEOOSI3aTEIbHO U HE3aBUCUMO COJIEPIKATh
nonojgautenabHbie 1, 2, 3, 4, 5 win 6 Hykiaeotunos (mpoayieHue) Ha 3’ KoHIle, S’ KOHIIe WK KaK Ha
3, Tak 1 Ha 5' KOHILIAX BHYTPEHHUX TMOCIEAOBATEIBHOCTEN. JlOMOTHUTENBHBIE HYKJICOTH/IbI
AHTUCMBICJIOBOM IIeTH, B Cly4ae HAJIWYHs, MOTYT OBITh WM HE OBITb KOMILIEMEHTAPHBIMU
cootBercTByromieit mocnenosarenpHocTd B MPHK JIITA. JlomonmHuTeNnbHBIE HYKICOTHABI
CMBICJIOBOH LIETIH, B CJTy4ae HATUYHSI, MOTYT OBbITh WJIH HEe OBITh UIEHTHYHBIMH COOTBETCTBYIOLIEH
nocnenoBareabHocTd B MPHK JIITA. JlononHUTENbHBIE HYKJIEOTHUABI AHTUCMBICIIOBON IIEMH, B
cllydae HaJIW4usi, MOTYT OBITh WM He OBITh KOMIUIEMEHTAPHBIMU COOTBETCTBYIOLIUM

AOMOJIHUTECJIbHBIM HYKJICOTUAAM CMBICIOBOH LENU B CJIy4ac€ UX HAJIMYIUA.



B koHTekCcTe maHHOTO AOKYMEHTa mpoayieHue comepxut 1, 2, 3, 4, 5 umu 6 HykJIeoTUao0B B 5'
/w3’ KOHLE BHYTPEHHEHW IOCIEeNOBATEIbHOCTH CMBICIOBOW LENH W/WIM BHYTPEHHEH
MOCJIEI0BATEIbHOCTH aHTUCMBICIOBOM Lieny. HykneoTuas! npoaieHyst B CMBICJIOBOM LIENTH MOTYT
ObITh WM HE OBITh KOMIUIEMEHTAPHBIMU HYKJIEOTHIAM, Kak HYKJIEOTHIAM BHYTpPEHHEH
MOCJIEIOBATEIbHOCTH, TaK U HYKJIEOTHAAM INPOMJIEHUs, B COOTBETCTBYIOLIEH AHTHUCMBICIOBOU
nern. 1 Hao00pOT, HYKIEOTHIBI IPOAJIEHUS B AHTUCMBICIIOBOH LIETTH MOTYT OBbITh WJIM HE OBITh
KOMILUIEMEHTAPHBIMU HYKJICOTHAAM, KaK HYKJIEOTHAAM BHYTPEHHEH MOCIEA0BATEIbHOCTH, TaK U
HYKJIEOTUJaM MPOIJIEHUs], B COOTBETCTBYIOLIEH CMBICIOBOM Lenu. B HEKOTOpPBIX BapHaHTax
peanusanyy M300peTeHuss Kak CMBICIOBAsl LieNb, TaK U aHTUCMBbICIOBas Lenb areHta PHKwu
comepxkar 3' u 5' mpoaseHus. B HEKOTOPBIX BapHaHTaxX peanu3alyi U300pEeTEeHUs] MPOHCXOIUT
CIIapuBaHME OCHOBAHMN MEXAy OAHUM WM OoJyiee HYKJIEOTUAAMH 3' MPOJJIEHUs OJHOHN Lenu U
OMHUM uiM Oojiee HyKJIeoTUAaMU S5' NpojuieHust Ipyroil nemu. B HEKOTOpBIX BapHaHTax
peanuzanuy M300pETeHUs] HEe MPOUCXOOUT CHApHBAHUE OCHOBAHUI MEXAY OZHUM HIH Oojee
HYKJIEOTHAAMH 3' MPOAJICHUS] ONHOW LeNMHM M OJHMM WM OoJjiee HyKJICOTHAAMH S5’ MpPOIJICHUS
apyroii uenu. B HekoTopwix BapuaHTax peanmzaumu uzoOperenusi arenT PHKu JIITA umeer

AHTHCMBICIIOBYIO LI€Mb, IMEIOLIYIO 3' IPOJJIEHHE, U CMBICIOBYIO 1I€Tb, HMEIOIIYIO 5’ IIPOAJIEHHE.

B Hekoropeix BapuaHTax peanuszauuu uszoOperenusi arent PHKwu JIITA  conmepkut
AHTHUCMBICJIOBYIO LIETlb, UMEIOIYI0 3’ mpoienue niuuHoi B 1, 2, 3, 4, 5 unu 6 Hykiaeotunos. B
HEKOTOPBIX BapuaHTax peanusaunu nzodperenus areHT PHKu JITTA conepKUT aHTUCMBICIOBYIO
Lenb, UMeINyo 3’ npoaneHue AauHON B 1, 2 mnm 3 Hykieotuna. B HeKoTOpBIX BapuaHTax
peanu3anyu U300peTeHusT OUH WIIN OoJiee M3 HYKJIEOTHIOB MPOJJICHUS] AaHTUCMBICIIOBON LIETH
BKJIFOYAIOT HYKJEOTHABl ypauwia WIM TUMHAWNHA WIM HYKJICOTUABL, KOMIIJIEMEHTapHbIE
cootBercTBytolel nocnenosarensHocty MPHK JIITIA. B HekoTOpbIX BapHaHTax peain3aluu
n3o0pereHust 3’ TpPOAJIEHHE AHTHUCMBICIOBOW IIETIH CONEPKUT WM COCTOMT M3, HO HE
orpanmuuBaetrcs 3TuM: Ab, AbAb, AUA, UGCUU, CUG, UG, UGCC, CUGCC, CGU, CUU,
UGCCUA, CUGCCU, UGCCU, UGAUU, GCCUAU, T, TT (xaxnblii 37IeMEeHT MPUBEAEH OT 5'
K 3').

B Hekoropeix BapuwaHTax peanuszanmu  u3obperenuss areHnt PHKwu JIITA  comepxut
AHTHUCMBICJIOBYIO 1I€Mb, UMEIOINYI0 S5’ mpoaneHue miuHou B 1, 2, 3, 4 wiu 5 Hykjaeotunos. B
HEKOTOPBIX BapuaHTax peanusaunu nzodoperenus areHT PHKu JIITA conepKUT aHTHCMBICIOBYIO
Lenb, UMeInyr S5' npoaneHue nauHOW B 1 mnm 2 Hykieotuaa. B HeEKOTOpBIX BapuaHTax

peain3anuun I/1306peTeHI/I$I OJHH HUJIH Oonee u3 HYKJI€OTUAOB NPOAJICHUA AHTHCMBICJIOBOM LIEITH
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BKJIFOYAIOT HYKJEOTHABl ypalwia WIA THMHAWNHA WIM HYKJIEOTUAbL, KOMIIJIEMEHTapHbIE
cootBercTBytolel nocnenosarensHocty MPHK JIIIA. B HekoTOpbIX BapHaHTax pealn3aluu
n300pereHust 5' TpPOAJIEHHE AHTHUCMBICIOBOW IIEMH CONEPKUT WM COCTOMT M3, HO HE
orpannunBaercst stuMm, UA, TU, U, T, CUC (kaxnblii snemMeHT npuBeneH ot 5' k 3').
AHTHCMBICIIOBas LIETTh MOKET UMETh JIF000€ U3 BHIIIEONUCAHHBIX 3’ MPOUIEHNI B KOMOMHALINY C

JIH00BIM M3 ONUCAHHBIX 5' HpOI[J'IeHI/Iﬁ AHTHUCMBICJIOBOM ey, B CJIyda€ UX HAJIUYIUS.

B nHexoropeix BapuaHTax peanusanuu nzodperenus areHT PHKu JIITA comep:XuT CMBICIOBYIO
LieNb, UMEIOLIYIO 3' mposieHne AauHON B 1, 2, 3, 4 unu 5 HykJ1eoTUA0B. B HEKOTOPBIX BapuaHTax
peanu3anuu U300peTeHHs OAWMH MM Oojiee U3 HYKJIEOTUAOB MPOJJIEHHsS CMBICIOBOM Lenu
BKJIFOUAIOT HYKJIEOTUABI a[ICHO3MHA, YpaLuiia WK THMUAUHA, IUHYKIeoTun AT unu HykineoTuspl,
COOTBETCTBYIOIME HykjeoTuaam B nocaenosarenpHoctd MPHK JIITA. B HekoTOpBIX BapuaHTax

peanuzanuu u300pereHust 3' MPOAJIEHHEe CMBICIOBON LEMH COAEPIKUT WM COCTOUT M3, HO HE

orpanuuuBaercst 3tum: T, UUAb, UAb, Ab, UT, TT, UUT, TTT umu TTTT (xaxnblii 31eMeHT

npuseneH ot 5' k 3').

B HekoTopeix BapuaHTax peanusanuu uzodperenus areHT PHKu JIITA comep:kuT CMBICIOBYIO
Lernb, UMerIny S’ npomgieHue amuHOM B 1, 2, 3, 4, 5 wim 6 HykjaeoTuaoB. B HEKOTOpBIX
BapUAHTAX pean3alui U300PETeHUs] OMH MK 0oJiee M3 HYKJICOTHIOB MPOAJICHHS CMBICIOBOU
LENU BKIKOYAKT HYKJICOTHUABl ypaluia WIM aJeHO3WHA WIM HYKJIEOTHU[bL, COOTBETCTBYIOLIUE
HyksieotunaMm B mnocnenoBarenpHocTy MPHK JIITA. B HekoTOphIX BapuaHTax peaiu3aluu
u300perenus 5’ MpoJIeHHEe CMBICIIOBOH LIETTH MOYKET MPEICTABIIATH COOOM, HO HE OrPAHHMYNBAETCS
stuM: CA, AUAGGC, AUAGG, AUAG, AUA, A, AA, AC, GCA, GGCA, GGC, UAUCA,
UAUC, Ab, UCA, UAU (xaxnblii 35ieMeHT npuBeaeH oT 5’ k 3'). CMbICIOBas LIeNb MOKET UMETh

3’ mpoayieHue u/niam S’ mpojIeHue.

IMpumepbl HYKJIEOTHUAHBIX MOCIEAOBATEIBPHOCTEH, NMPUMEHSEMbIX TNPU OOpPA30BAHUU AreHTOB
PHKwu JITTA, npusenensr B Tabmumnax 1, 2A, 2B, 3A u 3B. B kOHTekcTe MaHHOTO JTOKYMEHTa
TEPMHUH «IOCJIEOBATEIbHOCTDY WM «HYKJIEOTHIHAS TOCIENOBATEIBHOCTEY OTHOCHUTCS K
OUEPEeHOCTH WJIM TOPSIIKY HYKJICOTHIHBIX OCHOBAaHWH, HYKJIEOTHUIOB W/WIIM HYKJIEO3UJOB,
MOIU(UIIMPOBAHHON WM HEMOIU(DHIIMPOBAHHOW, OMHCAHHOH C TIOMOINBIO OyKBEeHHOMU
MOCJIEIOBATEIFHOCTH ¢ IPUMEHEHHEM CTaHIAPTHOW HYKJICOTHIHONH HOMEHKJIATY PbI M KJTFOUa JJIsT

MOI[I/I(I)I/IL[I/IpOBaHHbIX HYKJICOTUAOB, ONMMCAHHBIX B JTAHHOM JOKYMCHTE.
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Arentsl PHKu BKITIOUAIOT, HO HE OrpaHUYHBAIOTCS 3TUM. KOpoTkue uHTepdepupyommue PHK
(xuPHK), neyxuenouyeunsie PHK (nuPHK), mukpo PHK (MuPHK), xopotkue mmuneunsie PHK
(xmPHK) u cybcTpaTs! naiicepa (Harpumep, nateHTsl CLITA Ne 8084599, 8349809 u 8513207).

HemonuduimposaHnHbie ocaenoBaTeIbHOCTH CMBICJIOBOH ETIH U aHTHCMBICIIOBOH IIETIH areHTa
PHKwu JIITA npusenennt B Tabmuue 1. Ilpu oOpasosanum arentoB PHKwu JIITA kaxnbii w3
HYKJICOTHZIOB B K&)KJIOW M3 MOCIENOBATEIbHOCTEH, MepeuncieHHbix B Tabmume 1, MoxkeT ObITh

MOIU(PHUIMPOBAHHBIM HYKJIEOTHIOM.

Tabmuna 1. HemoguduimpoBaHHbIe MOCIEA0BATEIbHOCTH aHTHCMBICIIOBOM LIETH U CMBICJIOBOH

uenu areata PHKu JIITA.

SEQ | IlocnenoBaTenbHOCTh OCHOBAHMI SEQ
ITocnenoBaTenbHOCTb OCHOBAHUN 5
aHTUCMBICIIOBOH e 5' — 3 D CHPICHIOBOT HETH D

NO. 5'—3 NO.
TCGGCAGUCCCUUCUGCGUTT 1 | ACGCAGAAGGGACUGCCGAT 190
TGUAGCACUCCUGCACCCCTT 2 GGGGUGCAGGAGUGCUACAT 191
TAAUAAGGGGCUGCCACAGTT CUGUGGCAGCCCCUUAUUAT 192
TUAACAAUAAGGGGCUGCCTT 4 GGCAGCCCCUUAUUGUUAAT 193
TGUAUAACAAUAAGGGGCUTT 5 AGCCCCUUAUUGUUAUACAT 194
TCGUAUAACAAUAAGGGGCTT 6 GCCCCUUAUUGUUAUACGAT 195
TCGUCUGAGCAUUGUGUCATT 7 UGACACAAUGCUCAGACGAT 196
TGCGUCUGAGCAUUGUGUCTT 8 GACACAAUGCUCAGACGCAT 197
TUGCGUCUGAGCAUUGUGUTT 9 ACACAAUGCUCAGACGCAAT 198
TUCUGCGUCUGAGCAUUGUTT 10 | ACAAUGCUCAGACGCAGAAT 199
TGGAUCUGGAUUUCGGCAGTT 11 | CUGCCGAAAUCCAGAUCCAT 200
TCAGGAUCUGGAUUUCGGCTT 12 | GCCGAAAUCCAGAUCCUGAT 201
TCAUCUGAGCAUCGUGUCATT 13 | UGACACGAUGCUCAGAUGAT 202
TGCAUCUGAGCAUCGUGUCTT 14 | GACACGAUGCUCAGAUGCAT 203
TUGCAUCUGAGCAUCGUGUTT 15 | ACACGAUGCUCAGAUGCAAT 204
TUCUGCAUCUGAGCAUCGUTT 16 | ACGAUGCUCAGAUGCAGAAT 205
TAAAGCCUCUAGGCUUGGATT 17 | UCCAAGCCUAGAGGCUUUAT 206
TGUACCCCGGGGGUUUCCUTT 18 | AGGAAACCCCCGGGGUACAT 207
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TUGUACCCCGGGGGUUUCCTT 19 | GGAAACCCCCGGGGUACAAT 208
TCUGUACCCCGGGGGUUUCTT 20 | GAAACCCCCGGGGUACAGAT 209
TUCCAUAAUGGUAGUAGCATT 21 | UGCUACUACCAUUAUGGAAT 210
TGUCCAUAAUGGUAGUAGCTT 22 | GCUACUACCAUUAUGGACAT 211
TCUCUGUCCAUAAUGGUAGTT 23 | CUACCAUUAUGGACAGAGAT 212
TCGACUAUGCUGGUGUGGUTT 24 | ACCACACCAGCAUAGUCGAT 213
TCCGACUAUGCUGGUGUGGTT 25 | CCACACCAGCAUAGUCGGAT 214
TUCCGACUAUGCUGGUGUGTT 26 | CACACCAGCAUAGUCGGAAT 215
TGGUCCGACUAUGCUGGUGTT 27 | CACCAGCAUAGUCGGACCAT 216
TUUUCUGGGGUCCGACUAUTT 28 | AUAGUCGGACCCCAGAAAAT 217
TUUUUCUGGGGUCCGACUATT 29 | UAGUCGGACCCCAGAAAAAT 218
TGCGAAUCUCAGCAUCUGGTT 30 | CCAGAUGCUGAGAUUCGCAT 219
TCCAAGGGCGAAUCUCAGCTT 31 | GCUGAGAUUCGCCCUUGGAT 220
TACCAAGGGCGAAUCUCAGTT 32 | CUGAGAUUCGCCCUUGGUAT 221
TCACCAAGGGCGAAUCUCATT 33 | UGAGAUUCGCCCUUGGUGAT 222
TACACCAAGGGCGAAUCUCTT 34 | GAGAUUCGCCCUUGGUGUAT 223
TCCUGACACUGGGAUCCAUTT 35 | AUGGAUCCCAGUGUCAGGAT 224
TUGCAAGGACACUUGAUUCTT 36 | GAAUCAAGUGUCCUUGCAAT 225
TUUGCAAGGACACUUGAUUTT 37 | AAUCAAGUGUCCUUGCAAAT 226
TUUGCUCCGUUGGUGCUUCTT 38 | GAAGCACCAACGGAGCAAAT 227
TAAUGAGCCUCGAUAACUCTT 39 | GAGUUAUCGAGGCUCAUUAT 228
TGAAUGAGCCUCGAUAACUTT 40 | AGUUAUCGAGGCUCAUUCAT 229
TGGAUAAUAUUCUGUUGUCTT 41 | GACAACAGAAUAUUAUCCAT 230
TCCAUGGUAUAACACCAAGTT 42 | CUUGGUGUUAUACCAUGGAT 231
TGAUCCAUGGUAUAACACCTT 43 | GGUGUUAUACCAUGGAUCAT 232
TAUUGGGAUCCAUGGUAUATT 44 | UAUACCAUGGAUCCCAAUAT 233
TCAUUGGGAUCCAUGGUAUTT 45 | AUACCAUGGAUCCCAAUGAT 234
TACAUUGGGAUCCAUGGUATT 46 | UACCAUGGAUCCCAAUGUAT 235
TGACAUUGGGAUCCAUGGUTT 47 | ACCAUGGAUCCCAAUGUCAT 236
TGACAUUGUGUCAGGUUGCTT 48 | GCAACCUGACACAAUGUCAT 237
TCACUGGACAUUGUGUCAGTT 49 | CUGACACAAUGUCCAGUGAT 238
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TACUUGAUUCUGUCACUGGTT 50 | CCAGUGACAGAAUCAAGUAT 239
TGAGAAUGAGCCUCGAUAATT 51 | UUAUCGAGGCUCAUUCUCAT 240
TCCAUUUGGGUAGUAUUCUTT 52 | AGAAUACUACCCAAAUGGAT 241
TCACCAUUUGGGUAGUAUUTT 53 | AAUACUACCCAAAUGGUGAT 242
TCCACCAUUUGGGUAGUAUTT 54 | AUACUACCCAAAUGGUGGAT 243
TAUAACACCAAGGGCGAAUTT 55 | AUUCGCCCUUGGUGUUAUAT 244
TACUGGGAUCCAUGGUAUATT 56 | UAUACCAUGGAUCCCAGUAT 245
TCACUGGGAUCCAUGGUAUTT 57 | AUACCAUGGAUCCCAGUGAT 246
TACCACCGUGGGAGUUGUGTT 58 | CACAACUCCCACGGUGGUAT 247
TCAAGACUGACAUGUUCUUTT 59 | AAGAACAUGUCAGUCUUGAT 248
TGGGAGUUGUGAGGACACUTT 60 | AGUGUCCUCACAACUCCCAT 249
TUCUCAGGUGGUGCUUGUUTT 61 | AACAAGCACCACCUGAGAAT 250
TCACAGGGCUUUUCUCAGGTT 62 | CCUGAGAAAAGCCCUGUGAT 251
TGAUGCCAGUGUGGUAUCATT 63 | UGAUACCACACUGGCAUCAT 252
TUGAUGCCAGUGUGGUAUCTT 64 | GAUACCACACUGGCAUCAAT 253
TGACACCUGAUUCUGUUUCTT 65 | GAAACAGAAUCAGGUGUCAT 254
TGGACACCUGAUUCUGUUUTT 66 | AAACAGAAUCAGGUGUCCAT 255
TCUAGGACACCUGAUUCUGTT 67 | CAGAAUCAGGUGUCCUAGAT 256
TAUAAGGGGCUGCCACAGGTT 68 | CCUGUGGCAGCCCCUUAUAT 257
TAACAAUAAGGGGCUGCCATT 69 | UGGCAGCCCCUUAUUGUUAT 258
TGUCCGACUAUGCUGGUGUTT 70 | ACACCAGCAUAGUCGGACAT 259
TUCUCAGCAUCUGGAUUCCTT 71 | GGAAUCCAGAUGCUGAGAAT 260
TCGAAUCUCAGCAUCUGGATT 72 | UCCAGAUGCUGAGAUUCGAT 261
TAAGGGCGAAUCUCAGCAUTT 73 | AUGCUGAGAUUCGCCCUUAT 262
TUGACACUGGGAUCCAUGGTT 74 | CCAUGGAUCCCAGUGUCAAT 263
TCCGUUGGUGCUUCUUCAGTT 75 | CUGAAGAAGCACCAACGGAT 264
TCUUGAUUCUGUCACUGGATT 76 | UCCAGUGACAGAAUCAAGAT 265
TCACCGUGGGAGUUGUGAGTT 77 | CUCACAACUCCCACGGUGAT 266
TUCUAGGACACCUGAUUCUTT 78 | AGAAUCAGGUGUCCUAGAAT 267
TAGUCUCUAGGACACCUGATT 79 | UCAGGUGUCCUAGAGACUAT 268
TCAAUAAGGGGCUGCCACATT 80 | UAUAGCCCCUUAUUGUUAUACAT 269
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TCUGCGUCUGAGCAUUGUGTT 81 | UAUGCCCCUUAUUGUUAUACGAT 270
TACAGGAUCUGGAUUUCGGTT 82 | UAUGACACAAUGCUCAGACGCAT 271
TCCGGGGGUUUCCUCAGUCTT 83 | UAUACACAAUGCUCAGACGCAAT 272
TUGUCCAUAAUGGUAGUAGTT 84 | UAUUUAUCGAGGCUCAUUCUCAT 273
TUCUGUCCAUAAUGGUAGUTT 85 | UAUGAAACAGAAUCAGGUGUCAT 274
TACUCUGUCCAUAAUGGUATT 86 | UAUACACCAGCAUAGUCGGACAT 275
TAACUCUGUCCAUAAUGGUTT 87 | UAUUCCAGAUGCUGAGAUUCGAT 276
TGGGCGAAUCUCAGCAUCUTT 88 | UAUAUGCUGAGAUUCGCCCUUAT 277
TAGGGCGAAUCUCAGCAUCTT 89 | UAUCCAUGGAUCCCAGUGUCAAT 278
TAACACCAAGGGCGAAUCUTT 90 | UGUGGCAGCCCCUUAUUGAT 279
TAGGACACUUGAUUCUGUCTT 91 | CACAAUGCUCAGACGCAGAT 280
TGGACCAAGACUGACAUGUTT 92 | CCGAAAUCCAGAUCCUGUAT 281
TGGUCAGGCCACCAUUUGGTT 93 | GACUGAGGAAACCCCCGGAT 282
TAUCCAUGGUAUAACACCATT 94 | CUACUACCAUUAUGGACAAT 283
TGGGAUCCAUGGUAUAACATT 95 | ACUACCAUUAUGGACAGAAT 284
TUGGACAUUGUGUCAGGUUTT 96 | UACCAUUAUGGACAGAGUAT 285
TAUUCUGUCACUGGACAUUTT 97 | ACCAUUAUGGACAGAGUUAT 286
TGGUGCUUGUUCAGAAACATT 98 | AGAUGCUGAGAUUCGCCCAT 287
TGGAGAAUGAGCCUCGAUATT 99 | GAUGCUGAGAUUCGCCCUAT 288
TGUGGAGAAUGAGCCUCGATT 100 | AGAUUCGCCCUUGGUGUUAT 289
TCCGUGGGAGUUGUGAGGATT 101 | GACAGAAUCAAGUGUCCUAT 290
TGGACCACCGUGGGAGUUGTT 102 | ACAUGUCAGUCUUGGUCCAT 291
TUGCUUGUUCAGAAGGAGCTT 103 | CCAAAUGGUGGCCUGACCAT 292
TCUGAUGCCAGUGUGGUAUTT 104 | UGGUGUUAUACCAUGGAUAT 293
TUAGGACACCUGAUUCUGUTT 105 | UGUUAUACCAUGGAUCCCAT 294
TCUCUAGGACACCUGAUUCTT 106 | AACCUGACACAAUGUCCAAT 295
TUCUCUAGGACACCUGAUUTT 107 | AAUGUCCAGUGACAGAAUAT 296
TGUCUCUAGGACACCUGAUTT 108 | UGUUUCUGAACAAGCACCAT 297
TGAGAAUGAGCCUCGAUAACUCUUAU 109 | UAUCGAGGCUCAUUCUCCAT 298
TGACACCUGAUUCUGUUUCUGAGUAU 110 | UCGAGGCUCAUUCUCCACAT 299
TCGUAUAACAAUAAGGGGCUGCCUAU 111 | UCCUCACAACUCCCACGGAT 300
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TGCGUCUGAGCAUUGUGUCAGGUUAU 112 | CAACUCCCACGGUGGUCCAT 301

TUGCGUCUGAGCAUUGUGUCAGGUAU 113 | GCUCCUUCUGAACAAGCAAT 302
TAAGGGCGAAUCUCAGCAUCUGGUAU 114 | AUACCACACUGGCAUCAGAT 303
UUAACAAUAAGGGGCUGCAb 115 | ACAGAAUCAGGUGUCCUAAT 304
UGUAUAACAAUAAGGGGCAD 116 | GAAUCAGGUGUCCUAGAGAT 305
UCGUAUAACAAUAAGGGGAD 117 | AAUCAGGUGUCCUAGAGAAT 306
UGCGUCUGAGCAUUGUGUAb 118 | AUCAGGUGUCCUAGAGACAT 307

UAUAUAGUUAUCGAGGCUCAUUC
UUGCGUCUGAGCAUUGUGADb 119 308

UCA

UAUAUCAGAAACAGAAUCAGGUG
UCAGGAUCUGGAUUUCGGAb 120 309

UCA

UAUAUCAGCCCCUUAUUGUUAUA
UUGCAUCUGAGCAUCGUGADb 121 310

CGA

UAUAUCUGACACAAUGCUCAGAC
UCGACUAUGCUGGUGUGGAb 122 311

GCA

UAUAUUGACACAAUGCUCAGACG
UUUUCUGGGGUCCGACUAAD 123 312

CAA

UAUAUAGAUGCUGAGAUUCGCCC
UGCGAAUCUCAGCAUCUGAb 124 313

UUA
UUGCAAGGACACUUGAUUADb 125 | GCAGCCCCUUAUUGUUAA 314
UAAUGAGCCUCGAUAACUADb 126 | GCCCCUUAUUGUUAUACA 315
UGAAUGAGCCUCGAUAACADb 127 | CCCCUUAUUGUUAUACGA 316
UGACAUUGUGUCAGGUUGAb 128 | ACACAAUGCUCAGACGCA 317
UGAGAAUGAGCCUCGAUAADb 129 | CACAAUGCUCAGACGCAA 318
UCCAUUUGGGUAGUAUUCAb 130 | CCGAAAUCCAGAUCCUGA 319
UCACCAUUUGGGUAGUAUAD 131 | CACGAUGCUCAGAUGCAA 320
UGACACCUGAUUCUGUUUAb 132 | CCACACCAGCAUAGUCGA 321
UGGACACCUGAUUCUGUUADb 133 | UAGUCGGACCCCAGAAAA 322
UUAACAAUAAGGGGCUGAbAD 134 | CAGAUGCUGAGAUUCGCA 323
UGUAUAACAAUAAGGGGAbAb 135 | AAUCAAGUGUCCUUGCAA 324
UCGUAUAACAAUAAGGGAbADb 136 | AGUUAUCGAGGCUCAUUA 325
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UGCGUCUGAGCAUUGUGAbAb 137 | GUUAUCGAGGCUCAUUCA 326
UUGCGUCUGAGCAUUGUAbAb 138 | CAACCUGACACAAUGUCA 327
UCAGGAUCUGGAUUUCGAbAD 139 | UAUCGAGGCUCAUUCUCA 328
UUGCAUCUGAGCAUCGUAbAD 140 | GAAUACUACCCAAAUGGA 329
UCGACUAUGCUGGUGUGAbAb 141 | AUACUACCCAAAUGGUGA 330
UUUUCUGGGGUCCGACUAbAb 142 | AAACAGAAUCAGGUGUCA 331
UGCGAAUCUCAGCAUCUAbAD 143 | AACAGAAUCAGGUGUCCA 332
UUGCAAGGACACUUGAUADbADb 144 | CAGCCCCUUAUUGUUAA 333
UAAUGAGCCUCGAUAACADbADb 145 | CCCCUUAUUGUUAUACA 334
UGAAUGAGCCUCGAUAAADbAD 146 | CCCUUAUUGUUAUACGA 335
UGACAUUGUGUCAGGUUAbAD 147 | CACAAUGCUCAGACGCA 336
UGAGAAUGAGCCUCGAUAbAb 148 | ACAAUGCUCAGACGCAA 337
UCCAUUUGGGUAGUAUUAbAb 149 | CGAAAUCCAGAUCCUGA 338
UCACCAUUUGGGUAGUAAbAb 150 | ACGAUGCUCAGAUGCAA 339
UGACACCUGAUUCUGUUAbAD 151 | CACACCAGCAUAGUCGA 340
UGGACACCUGAUUCUGUADbAD 152 | AGUCGGACCCCAGAAAA 341
UGAGAAUGAGCCUCGAUAACUCUUAU 153 | AGAUGCUGAGAUUCGCA 342
UGACACCUGAUUCUGUUUCUGAGUAU 154 | AUCAAGUGUCCUUGCAA 343
UGAGAAUGAGCCUCGAUAACUCTUAU 155 | GUUAUCGAGGCUCAUUA 344
UCGUAUAACAAUAAGGGGCUGCCUAU 156 | UUAUCGAGGCUCAUUCA 345
UGAGAAUGAGCCUCGAUAATT 157 | AACCUGACACAAUGUCA 346
UCGUAUAACAAUAAGGCGCUGCCUAU 158 | AUCGAGGCUCAUUCUCA 347
UGAGAAUGAGCCUCGATAbAb 159 | AAUACUACCCAAAUGGA 348
UGACACCUGAUUCUGTTAbAb 160 | UACUACCCAAAUGGUGA 349
UCGUAUAACAAUAAGGGGCUGAUU 161 | AACAGAAUCAGGUGUCA 350
UCGUAUAACAAUAAGGGGCUGCUU 162 | ACAGAAUCAGGUGUCCA 351
UAUAUCAGCGCCUUAUUGUUAUA
UGAGAAUGAGCCUCGAUAACUCUU 163 352
CGA
UCGUAUAACAAUAAGGGGCUU 164 | ATCGAGGCUCAUUCUCA 353
UCAGCCCCUUAUUGUUAUACGAU
UGUAUAACAAUAAGGGG 165 354

UAb
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UCAGCCCCUUAUUGUUAUACGAA

UCGUAUAACAAUAAGGG 166 355

b

UAGUUAUCGAGGCUCAUUCUCAU
UGAGAAUGAGCCUCGAT 167 356

UAb

AbGCCCCUUAUUGUUAUACGAUU
UGACACCUGAUUCUGTT 168 357

Ab

AUAUCAGCCCCUUAUUGUUAUAC
TUCGUAUAACAAUAAGGGGCUGCCUA 169 358

GAT

UAUCAGCCCCUUAUUGUUAUACG
UAUCGUAUAACAAUAAGGGGCUGCCU 170 359

AUT

AUAUAGUUAUCGAGGCUCAUUCU
TCCGUAUAACAAUAAGGGGCUGCCUA 171 360

CAT

UAUAGUUAUCGAGGCUCAUUCUC
CUCCGUAUAACAAUAAGGGGCUGCCU 172 361

AUT

AbUUAUCGAGGCUCAUUCUCAUU
TUGAGAAUGAGCCUCGAUAACUCUUA 173 362

Ab

UAUAUAAUUAUCGAGGCUCAUUC
UAUGAGAAUGAGCCUCGAUAACUCUU 174 363

UCAADb

GGCAGCCCCUUAUUGUUAUACGA
TGGAGAAUGAGCCUCGAUAACUCUUA 175 364

T

GGCAGCCCCUUAUUGUUAUACGA
GUGGAGAAUGAGCCUCGAUAACUCUU 176 365

uuT

CAGCCCCUUAUUGUUAUACGATTT
UGAGAAUGAGCCUCGAUAAUU 177 366

T

GCGAUAGUUAUCGAGGCUCAUUC
TCGUAUAACAAUAAGGGGCUU 178 367

UCA

UGAAUAGUUAUCGAGGCUCAUUC
UGAGAAUGAGCCUCGAUAAUUAUAUA 179 368

UCA

AUCGUAGUUAUCGAGGCUCAUUC
UCGUAUAACAAUAAGGGGCUGCC 180 369

UCA

UAUAAAGUUAUCGAGGCUCAUUC
TUCGUAUAACAAUAAGGGGCUGCC 181 370

UCA
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TUCGUAUAACAAUAAGGGGCUG 182 | AGCCCCUUAUUGUUAUACGAAD 371
UGAGAAUGAGCCUCGAUAACUAUCGC 183 | AAGCCCCUUAUUGUUAUACGAADb 372
GCAGCCCCUUAUUGUUAUACGAA
UGAGAAUGAGCCUCGAUAACUAUUCA 184 373
b
UAUAUAGUUAUCGAGGCUCAUUC
UGAGAAUGAGCCUCGAUAACUACGAU 185 374
UCAADb
UCGUAUAACAAUAAGGGGCGU 186 | ACGCCCCUUAUUGUUAUACGAAD 375
UCGUAUAACAAUAAGGGGCUGCCU 187 | GCCCCUUAUUGUUAUACGAUUAD 376
AGCCCCUUAUUGUUAUACGAUUA
UCGUAUAACAAUAAGGGGCUG 188 377
b
AAGCCCCUUAUUGUUAUACGAUU
TCGUAUAACAAUAAGGGGCUGCUU 189 378
Ab
UAUCAGCCCCUUAUUGUUAUACG
TCGUAUAACAAUAAGGGGC 1242 379
A
UAGCAGCCCCUUAUUGUUAUACG
UCGUAUAACAAUAAGGGG 1244 380
A
UCGUAUAACAAUAAGGG 1246 | GCAGCCCCUUAUUGUUAUACGA 381
AUAAGAGUUAUCGAGGCUCAUUC
TGAGAAUGAGCCUCGAUAA 1248 382
UCA
AUAGGCAGCCCCUUAUUGUUAUA
UGAGAAUGAGCCUCGAUA 1250 383
CGA
UGAGAAUGAGCCUCGAU 1252 | CAGCCCCUUAUUGUUAUACGA 384
UAUAUCAGCCCCTUAUUGUUAUA
UGUAUAACAAUAAGGGG 1254 385
CGA
AbGCCCCTUAUUGUUAUACGAUU
CGUAUAACAAUAAGGGGC 1280 1241
Ab
GAGAAUGAGCCUCGAUAA 1281 | GCCCCUUAUUGUUAUACGA 1243
UCGUAUAACAAUAAGGGGC 1282 | CCCCUUAUUGUUAUACGA 1245
UGAGAAUGAGCCUCGAUAA 1283 | CCCUUAUUGUUAUACGA 1247
UUAUCGAGGCUCAUUCUCA 1249
UAUCGAGGCUCAUUCUCA 1251
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AUCGAGGCUCAUUCUCA 1253

CCCCUUAUUGUUAUACA 1255
UUAUCGAGGCUCAUUCUCA 1258
GCCCCUUAUUGUUAUACGA 1259

ACAGCCCCUUAUUGUUAUACGA 1260

AAAGCCCCUUAUUGUUAUACGA 1261

GCCCCUUAUUGUUAUACG 1284

UUAUCGAGGCUCAUUCUC 1285

Ab = HYKJICOTUA C YAAJICHHBIM a30TUCTBIM OCHOBAHUEM

Onucanneie B maHHoM nokymeHte areHTbl PHKu JIITA oOpasyroTcsi myreM THOpuUAH3aluu
AHTUCMBICJIOBOM  L€MM CO  CMBICIOBOM  1embio. CMBICIOBYIO  II€Tb,  COAEPIKaIlyIO
HIOCJIEIOBATENIbHOCTD, NpuBeneHHY0 B Tabmuue 1 nimm Tabnune 2B, MOKHO rHOpUIN3UPOBATH C
mMoOOW  AHTUCMBICIOBOW  NOCJIEAOBATENBbHOCTBIO,  COAEpIKallell  MOCIeOBATEebHOCTD,
npuseneHnyto B Tabnune 1 nim Tabnune 2A, npu yCIOBUY, YTO JIBE MOCIEAOBATEIbHOCTH HMEIOT
obmacte mo MeHblied Mepe 90% KOMIUIEMEHTapHOCTH Ha TPOTSDKEHMH HENPepbIBHOM

nocaeaosaTenpHocTy U3 16, 17, 18, 19, 20 unu 21 Hykneotuaa.

B HexOoTOpBIX BapuaHTax peanu3aluy U300peTeHHsl aHTHCMbICIOBas menb arenta PHKwu JIITA
COZIEPKUT HYKJICOTHIHYIO MOCJIEN0BATEIbHOCTD JIF000H U3 nocienoarenbHocTel B Tabnuie 1.
B HexoTOpBIX BapuaHTax peanu3aluy U300peTeHHsl aHTHCMBbICIOBas uenb arenta PHKwu JIITA
COAEPKUT MOCJIEN0BATENbHOCTh U3 HyKJIeoTuaos 1-17, 2-17, 1-18, 2-18, 1-19, 2-19, 1-20, 2-20,
1-21, 2-21, 1-22, 2-22, 1-23, 2-23, 1-24, 2-24, 1-25, 2-25, 1-26 wmm 2-26 moboit u3
nocienosarenbHocTed B TaOmuue 1. B HEKOTOpBIX BapuaHTax peaji3allid H300peTeHUs
cmbicioBas tenb areata PHKu JITTA comeps:kuT HYKJIEOTHIHYEO MOCIENOBATEIbHOCTD JIFOOOH U3
nocienosarenbHocTell B TaOmuie 1. B HEKOTOpBIX BapuaHTax peaji3allMd H300pETeHUs
cmblcnoBas uenb arenta PHKu JIITA coxmepxuT nocienoBaTeNbHOCTh U3 HykjeoTuaos 1-17, 2-
17, 1-18, 2-18, 1-19, 2-19, 1-20, 2-20, 1-21, 2-21, 1-22, 2-22, 1-23, 2-23, 1-24, 2-24, 1-25, 2-25,

1-26 unu 2-26 nroboi us nnocjenosarenbHocTeil B Tabmuue 1.

B HekoTOpBIX BapuaHTaX peaju3alud H300pPETeHHs] CMBICJIOBasE M AHTHUCMBICJIOBAS IISTH
ONMCaHHBIX B JaHHOM JIoKymeHTe areHToB PHKuU conep:kat onnHakoBOe 4MCIIO HYKJIE€OTHAOB. B
HEKOTOPBIX BAPUAHTAX PeaTU3aALUN U300PETEHHUS CMBICIIOBAsI U AaHTUCMBICIIOBASI LIETTH OMTUCAHHBIX

B naHHOM nokymeHTe areHToB PHKu conmepxar pasHoe 4mucio HykieoTunoB. B HEKOTOpBIX
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BapUAHTAX peaTn3aly n300peTeHus 5’ KOHel CMbICTIOBOM Henu U 3’ KOHeLl aHTHCMBICIIOBOH 1eTH
arenra PHKu o0Opa3yror Tynoii koHer. B HEKOTOpBIX BapHaHTax peanu3alnuu uzodpereHus 3’
KOHEI] CMBICJIOBOM 1IeNH U 5’ KOHeLl aHTUCMBICIIOBOH Lenu arenta PHKu o0Opasyrot Tymoit konew.
B HekoTOpBIX BapmaHTax peanusanuu uzodpereHus: oba konma arenra PHKu obpasyror Tymble
KOHIIBI. B HEKOTOPBIX BapuaHTax peanu3aluu u300pereHus HU onuH koHen areHta PHKu ne
UMeeT TYyNoHl KoHell. B KOHTekcTe AaHHOrOo JOKYMEHTA TYMNOW KOHELl OTHOCHUTCS K KOHILY
nByxuenoueyHoro arenra PHKu, B KoTOpoM KOHIIEBbIE HYKJIEOTH/IbI IBYX THOPUAN3HPOBAHHBIX
Lernel SBIAIOTCS KOMIUIEMEHTApHbBIMH (00pa3yroT KOMIUIEMEHTApHYIO Mapy OCHOBaHMM). B
HEKOTOPBIX BapHUaHTaX peau3aliil H300peTeHuss 5' KOHEI[ CMBICIOBOW Ienmd W 3’ KOHel
aHTucMbIciIoBoi nenu areHta PHKu 00pasyroT paciuensieHHblii koHel. B HeKOTOpbIX BapraHTax
peanuszanuy n300peTeHust 3' KOHeL CMBICJIOBOH LeNU U 5' KOHEL[ aHTUCMBICJIOBOH IIETIH areHTa
PHKwu 00pa3yroT paciuerieHHbll KOHel. B HeKOTOpbIX BapHaHTax peanu3alui u3ooperenus oda
koHua arenra PHKu oOpasyroT pacuienieHHble KOHLBL. B HEKOTOPBIX BapHaHTaX pean3aluu
u3o0perenust Hu oxuH KoHel areHtTa PHKu He mmeer pacimeruieHHbI KoHew. B KoHTekcre
JAHHOTO JOKYMEHTA PaCIlEIUICHHbIN KOHEL OTHOCUTCS K KOHLY JByXLenoyeuHoro arenra PHKwy,
B KOTOPOM KOHLIEBbIE HYKJIEOTHbI ABYX 'MOPUAN3UPOBAHHBIX Lienel o0pasyroT mapy (T. €. He
00pasyroT BbICTyN ("nUnkui" KOHEL)), HO He SIBJISFOTCS KOMIUIEMEHTAPHBIMH (T. €. 00pa3yroT
HEKOMITJIEMEHTApHYIO Tapy). B KOHTEKCTe NaHHOrO JOKYMEHTa BBICTYN ("JTHNKuit" KOHeIr)
npeAcTaBisieT coO00H y4acTOK M3 OHOTO WM O0Jiee HECTTAPEHHBIX HYKJIEOTHUAOB B KOHLIE OHOU
uenu asyxuernodeyHoro areHra PHKu. HecnapeHHble HyKI€OTHABI MOTYT HAaxXOAWUTHCA B
CMBICJIOBOH LIENTH WJTH B AHTUCMBICJIOBOM LIEMH, co3/1aBas 3' itk 5° BBICTYIIBI (" THNKKE" KOHLIBI).
B HekoTopeIx BapuaHTax peanuszauuu uszodpereHus areHr PHKu comepskut: Tymoi KoHer u
pacIIeTICHHbIH KOHEell, TyroH KOHel U 5’ BbIcTynaromuii ("nunkuii") KoHew, Tynoi koHen u 3’
BBICTYTAOLIHH (" TUNKUIA" ) KOHEL, pacIleIIeHHbIH KOHEI U S’ BhICTYmaro il (" munkuit") KoHer,
paclIeryieHHbIi KoHel U 3' BpicTynaromuil ("munkuit") konern, n1sa S’ BeicTynaromux (" munkux"

KOHIa, nBa 3' BeicTynmaromux ("munkux") koHua, 5’ BeicTynmaromuil ("munkuii") koHen u 3’

BBICTYMArOMMH ("MUKUi") KOHEL, 1Ba pacIlerUIeHHbIX KOHIA HIIH JIBA TYIBIX KOHIIA.

HykneotnnHoe ocHOBaHMe (WJIM HYKJIEOOCHOBAHHE) MPEACTAaBIISAET COOOH IeTepOLHKINYECKOe
NUPUMHIMHOBOE WJIM MyPUHOBOE COEOMHEHHE, KOTOPOE SIBJISIETCS] COCTABJSIFOIIUM 3JIEMEHTOM
BCEX HYKJIEMHOBBIX KUCJIOT W BKJto4aeT anaeHuH (A), ryanuH (G), uurosus (C), tumun (T) u
ypauun (U). B KOHTEKCTe MAHHOTO JOKYMEHTAa TEPMHUH «HYKJIEOTHA» MOXKET BKIIOYATh
MOIU(PHUIMPOBAHHBINA HYKJIEOTH I WU MUMETHK HYKJIEOTH/A, YYACTOK C YIaJCHHBIM OCHOBAaHHEM
(Ab mmu X) uiu CyppoOraTHbIA 3aMECTUTENbHBIH KOMITOHEHT.
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B Hexoropeix BapmaHTax peanusanuu m3oOperenuss areHT PHKu JIIIA roroear wim

npeaoCTaBJIAOT B BUAC COJIN, CMEIIaHHOH COJIM HUJIN CBO6OI[HOI71 KHUCJIOTHI.

MonudunrpoBaHHbIE HYKIEOTH/IbI
B Hexoropeix BapuanTax peanuzanun nzooperenus areHT PHKu JIITA conepsxut onuH uim Oonee
MOIU(PHUIMPOBAHHBIX HYKJIEOTHIOB. B KOHTEKCTE MAHHOTO NOKYMEHTa «MOIU(HUIIMPOBAHHBINA
HYKJICOTH1» TPEACTaBIsieT COOOH HYKJIEOTHA, OTIMYHBIN OT puOoHykieorHna (2'-rugpokcun
HyKJieoTHs1). B HEKOTOPBIX BapuaHTax peanu3alud U300peTeHus mo MeHblield mepe 50%, mo
MeHb1el Mepe 60%, no menpiiel mepe 70%, no mensiuel Mepe 80%, o menslueil Mepe 90%,
no MeHbinel mepe 95% wnm 100% Hyksieotunos MonuguippoBaHbl. MonudpuIMpPOBaHHBIE
HYKJIEOTHIbI BKJIFOUAIOT, HO HE OrPAaHUYMBAIOTCS 3TUM, JE€30KCUHYKJICOTUABI, HYKJIEOTHHBIE
MHUMETUKHU, HYKJIEOTHIbI C yAJI€HHBIM OCHOBaHUEM (TIPENICTaBIEHHbIE B JAHHOM JOKYMEHTE KaK
X, Ab), 2'-mMomu¢uIUpOBaHHbIE HYKJIEOTHIbI, HYKJIECOTHUIBI, coaepxamue 3'-3' CBs3H
(uHBepTHpOBaHHBIE) (TPENCTABICHHBIE B JaHHOM JokyMeHTe Kak invdN, invN, invn, invX,
invAb), HykJeoTHabl, conepiKallue HENPUPOIHBbIE OCHOBAHMS, MOCTHUKOBBIE HYKJIEOTHIBI,
nentuaHble HykJenHoBble KUCIOThI (ITHK), 2',3'-cexo HykIeOTHAHbIE MHUMETUKU (OTKPBITHIE
aHAJIOTH HYKJIEOOCHOBAHHI, MPENCTaBJIEHHbIE B JAaHHOM NOKyMeHTe kak Nyuna miu NUNA),
3aKpbIThIE HYKJIEOTUBI (MPEeICTaBIeHHbIE B TaHHOM NOKyMeHTe Kak Nina win NLNA), 3'-O-
METOKCH (C 2' MEXKHYKJICO3UIHOHN CBSI3bI0) HYKJIEOTHBI (TIPEICTABIEHHBIE B JAHHOM JJOKYMEHTE
kak 3'-OMen), 2'-F-apabuHo HykyieoTUab! (IPEACTaBIEHHbIE B TAHHOM JTOKyMeHTe kak NfANA
wi Nfana), 5'-Me,2'-bpTop HykiIeoTHIbI (IPENCTaBIEHHBIE B JAHHOM AOKyMeHTe kak SMe-Nf),
MOP(HONTMHO-HYKJICOTU b, BUHII(OCHOHATHBIE Ne30KCHPUOOHYKIEOTHAbI (TIPEICTaBICHHbIE B
naHHOM  nokymeHte kak  vpdN),  BuHmiIdocoHaT-comepKaIUe ~ HYKJICOTHABI |
ukJonpornuipocoHaT-cogepKame Hykieotunsl  (cPrpN). 2'-monu(pULIHPOBAHHBIE
HYKJICOTH/IBI (T. €. HYKJEOTHJ C TPYNIOH, OTIMYHON OT TUAPOKCUIIBHON IpynIbl B 2' MO3UIHU
ISTHYWIEHHOTO CAaxapHOTO KOJbIa) BKJOYAKOT, HO HE OrPaHHYUBAIOTCS 3THM, 2'-O-merun
HYKJICOTH/IbI (IIPEACTABICHHbIC B TAHHOM JIOKYMEHTE HIDKHUM HHIEKCOM «N» B HYKJIEOTHIHOU
NOCJIEIOBATENBHOCTH), 2'-1e30KCH-2"-PTOp HYKJICOTUABI (TPEACTABICHHBIE B JAHHOM JOKYMEHTE
kak Nf, Takke npencTaBleHHbIE B JaHHOM JOKYMEHTE Kak 2'-pTop HykJeoTuabl), 2'-ne30KcH
HYKJIeOTHbl (NPEACTaBICHHbIE B JaHHOM JaokyMmeHTe kak dN), 2'-merokcuwdytin (2'-O-2-
METOKCHJISTHIT) HYKJIEOTH b (TIPEACTaBIEHHbIE B JaHHOM AoKyMeHTe kak NM wiu 2'-MOE), 2'-
aMHMHO HYKJICOTHBI U 2'-aJKuil HyKJIeoTHapl. He 00s3aTenbHo, 4TOOR! BCe MO3UIHMU B 33laHHOM

COeMHEHUU ObUTH OTHOPOaHO Monudpuumposanbl. M Haoboport, B ogun arenT PHKu JITTA wiu
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Jake B OIIMH €r0 HYKJIEOTHA MOKET ObITh BHeCeHO Oojyiee omHON Moampukanuu. CMBICIOBBIC
nenn W aHtucmbicioBele 1enu areHta PHKu JIITA MoxHO cuHTE3uUpoBaTh W/WiH
MOIU(UIMPOBATH U3BECTHBIMU B TAHHOH 00JIaCTH TEXHUKH criocobamu. Monudukausi B OqTHOM

HYKJICOTUAC HEC 3aBUCUT OT MOI[I/I(I)I/IKaLII/II/I B APYTrOM HYKJICOTHUAEC.

MonuuipoBaHHble  HYKJIEOTHABl  TakKXKe  BKJIIOYAOT  HYKJICOTHUIBI, HUMeroLe
MOIU(PHUIMPOBAHHBIE HYKJIEOOCHOBAaHUs. MoanduuupoBaHHbIe HYKJIEOOCHOBAHUS BKIIIOYAIOT, HO
HE OrpaHUYMBAIOTCS 3TUM, CUHTETHYECKHE U TNPUPOAHbIE HYKJIEOOCHOBAHMs, S-3aMeElLEHHbIE
nupuUMHUAUHBL, O-azanupumuauHbl U N-2, N-6 u O-6 3aMelleHHble MYpPUHBI, BKJIHOYas
2-aMUHOTIPONMIAICHUH, S-TIPOIMMHIIIYPALIMIT U S-TIPONMHIILIUTO3HH, S-MeTUnuuTo3uH (5-me-C),
5-rUApPOKCUMETHIT LIUTO3UH, KCAHTHH, MMIIOKCAHTUH, 2-aMUHOAJ€HUH, 6-METUIbHBIE U JIpyrUe
alKWUJIbHbIE TIPOM3BOAHbBIE AaJ€HWHA U TyaHWHA, 2-TIPONMJIbHBIE M JAPYyrHe aJKUJIbHbBIE
IIPOU3BOAHbBIC aACHUHA U I'YaHUHA, 2-TUOYPALMI, 2-THOTUMHUH U 2-TUOLIMTO3MH, S-rajoypanul u
LUTO3UH, S-NPONUHUJI Ypauul U LUTO3UH, 0-a30ypaulmii, -UUTO3MH U -THUMHH, S-ypauuil
(nceBnoyparwin), 4-THOyparu, 8-rano, 8-aMHHO, 8-THOJ, 8-THOANKWII, 8- THAPOKCHIT U APYyTHE 8-
3aMelleHHbIe aJICHIHbI M TYaHUHBI, 5-Tajio, B YaCTHOCTH, 5-OpoMm, 5- TpudTopmernin u apyrue S-
3aMELIEHHbIE YpalMJIbl U LUTO3UHBI, 7-METWITYaHUH U 7-METUJAJeHUH, 8-a3aryaHuH u 8-

a3aaJieHuH, 7-ea3aryaHuH U 7-ea3aaieHuH U 3-1ea3aryaHyt U 3-7ea3aaeHuH.

MonupurpoBaHHbIE MEKHYKJICO3UIHbIE CBSI3U
B HekOTOpBIX BapHaHTax peajan3anuy n300peTeHust ONUH WK Oojiee HykyieoTunoB arenta PHKu
JIITA cBsi3aHbI HECTAHAAPTHBIMH CBS3SIMH WM OCTOBaMH (T. €. MOAMPULIUPOBAHHBIMH
MEKHYKJICO3UITHBIMU CBSI3SIMH WJIM MOIU(UIIPOBAHHBIMUA OCTOBaMH). B HEKOTOpBIX BapHaHTax
peanuzanyu n300peTeHrst MOAU(UIMPOBAHHAS MEKHYKIICO3UTHAS CBSI3b MPEICTABIISET COOOH He
comepkamyro  ocdar KOBaJEHTHY) MEXKHYKJICO3HOHYIO CBs3b. MomuduIupoBaHHBIE
MEKHYKJICO3UIHbIE CBSI3M MJH OCTOBBl BKJIIOYAIOT, HO HE OrPAaHUYMUBAIOTCS OTHM,
5'-tnogocdarnyro rpynmny (IpeacTaBICHHYIO B JAHHOM JIOKYMEHTE HIDKHUM HHIEKCOM «S» Tepen
HyKJIeoTuoM, Kak B sN, sn, sNf uiu sdN), xupansabie THodochatsl, THOGOChAT, nuTHOdOCPATHI,
dochorpusrdupel, amuHOANKII-POChHOTPHIPUPBL, METHIIBHBIE U PYTHE ATIKUIBHbIE POCHOHATHI,
BKJIFOUast 3'-ankwmneHpochoHaTel U xupanbHble ¢GochoHatsl, ¢dochuHatel, ochopamMuaatsl,
BKJIFOUast 3'-amuHO(pOChOpaMuaaTel U aMmuHoadKuiIdochopamunarsl, THOHOGOCHOpPAaMUAATEL,
THOHOATKUI(POCHOHATHI, THOHOANKUI(POochOoTpHGUPHL, MOP(OJTMHOBBIE CBS3U u
oopanodochaTel, UMeroIe HOpMaJIbHBIE 3'-5' CBsI3U, X 2'-5' CBsI3aHHBIC AHAJIOTH U COSTMHEHUS,

HMCIOINEC HWHBCPTUPOBAHHYIO TMOJIAPHOCTb, KOTrAa CMCXKHBIC MNapbl HYKJICO3UAHBIX CAWUHUIL

23



cBs3anbl 3-5' ¢ 5-3' wim 2'-5' ¢ 5'-2'. B pmpyrux BapuaHTax peajm3auud H300pEeTeHus B
MOIU(PHUIIMPOBAHHOW MEXKHYKJICO3UTHON CBSI3M HJIM OCTOBE OTCYTCTBYeT artoM ¢ocdopa.
MonudunpoBaHHble MEXHYKIEO3UIHBbIE CBS3HM, B KOTOPBIX OTCYTCTBYeT aToM (ocdopa,
BKJIIOYAIOT, HO HE OrPAaHUYMBAIOTCA OTUM, KOPOTKOLIENIOYEYHbIE  AJKUJIbHBIE WU
LUKJIOAJIKUIIbHBIE CBSI3U MEXKAY CaxapaMmy, CMEIIaHHble I'eTepOAaTOMHbIE U AJIKUJIbHBbIE WU
LUKJIOANKWIbHBIE CBSI3M MEXIYy caxapamMu WJIM OAHY WIH Oojiee KOPOTKOLETIOUEYHbBIX
reTepoaTOMHBIX WM TeTEPOLMKINYECKUX CBA3€H MeXAy caxapamMu. B HEKOTOpbIX BapuaHTax
peanuzanuy M300peTeHnss MOAU(PUIIMPOBAHHBIE MEXHYKJIEO3UIHBIE OCTOBBI BKJIIOUAIOT, HO HE
OTPAaHUYMBAIOTCS HTHM, CUJIOKCAHOBBIE OCTOBBI, CYJIb(UIHBIE, CYIbPOKCHIHBIE U CYJIb(OHOBBIE
OCTOBBI, (pOopMaLleTHIIbHBIE U THO(POPMALETWIbHBIE OCTOBBI, METHJIEH-(QOPMALETUIIbHBIE U
THO(OPMALIETHIIbHBIE ~ OCTOBBI,  AJIKEH-COZEPIKAIllMe€  OCTOBBI,  CyJb(aMaTHbIE  OCTOBBI,
METHJIEHUMUHO- U METHJICHIMIPa3uHO-OCTOBBI, CYJIb(OHATHbIE M CYJIb(HOHAMHUIHBIE OCTOBBI,

aMMJIHBbIE OCTOBBI, U Apyrue, nmeroimue cvemannbsie N, O, S u CH; cocrasnstomue yacTi.

B HekoTOpBIX BapuaHTax peanu3alun H300peTeHus cmbicioBas uenb arenta PHKu JIITA mosxker
comepxkatb 1, 2, 3, 4 TnodochaTHble CBA3M, aHTHCMBICIOBas Lenb areHTa PHKu JIITA moxer
comepxkath 1, 2, 3 mnu 4 TnodocdaTHbIe CBA3U WM KAK CMBICJIOBAsS LIETb, TAK U AHTUCMBICJIOBAs

LIeTb MOTYT He3aBUCUMO cozepskath 1, 2, 3 wiu 4 TuodochaTHbie CBS3H.

B HekoTOphIX BapHaHTax peanu3alui HU300peTeHusi cMmbicioBas Lenb arenta PHKu JIITA
comep:kut e THO(ochaTHbIe MEKHYKJICO3UIHbIE CBSI3U. B HEKOTOPBIX BapUaHTAX peai3aliu
u3o0perenus aBe THO(POChATHBIE MEKHYKICO3UIHBIE CBSA3U HAXOASITCS MEXKIY HYKJICOTHIAMU B
no3uLusax 1-3 ot 3' KOHIA CMBICJIOBOM 1IeH. B HEKOTOPBIX BapUaHTaX pean3aliil H300peTeHUs
nse THo(ocaTHbIE MEKHYKIICO3UIHBIE CBSI3U HAXOAATCS MEXy HYKJICOTUAAMHU B MO3UIHSX 1-3,
2-4, 3-5, 4-6, 4-5 unu 6-8 oT 5' KOHLIA CMBICJIOBOI Lienu. B HEKOTOpBIX BapuaHTax peainu3aluu
u3o0perenust aHtucMmbicioBas uenb areHta PHKu JIITA comepkut derbipe THOGOC]ATHBIE
MEKHYKJICO3U/IHbIE CBS3HM. B HEKOTOPHIX BapHaHTaX peaqu3aludl H300pEeTeHHs YeThIpe
THo(ochaTHbIE MEKHYKJICO3UIHbIE CBSI3H HAXOIATCS MEXIY HYKICOTHIAMHU B MO3ULUAX 1-3 OT
5' KOHIIa CMBICJIOBOH LEMH W MEXAY HYKJIEOTHAaMH B no3uimsix 19-21, 20-22, 21-23, 22-24, 23-
25 nnm 24-26 ot 5' koHIa. B HEKOTOPBIX BapuaHTax peannsanuu n3oodperenus arent PHKu JIITA
comepkutT aBe THO(OC]aTHbIE MEKHYKICO3UIHBIE CBA3M B CMBICIOBOH L€ U YETHIPE

THoochaTHbIe MEKHYKICO3UAHBIE CBSA3H B AHTUCMBICIIOBON LIETIH.

B HekxoTophIx BapuanTax peanuzanun n3ooperenns areHT PHKu JITTA conepskut onuH uim Oornee
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MOIU(PHUIIMPOBAHHBIX HYKJIEOTHIOB U OJHY WK OoJiee MOIU(PUILIMPOBAHHBIX MEXHYKIEO3UTHBIX
cBsi3eil. B HEKOTOPBIX BapHaHTax peanusaly H300peTeHns 2'-MOIu(pUIIMPOBAHHBIA HYKICOTH

CKOMOMHHMPOBaH ¢ MOANPULIMPOBAHHON MEKHYKIICO3UTHON CBSI3BIO.

Arentel PHKu JIITA, nmeromue Moau@uIyupoBaHHbIE HYKIEOTHIbI
IIprMeps! aHTUCMBICIIOBBIX LieTIeH, COAepKaAINX MOAN(DULINPOBAHHBIE HYKJIEOTH IbI, IPHUBEIECHBI
B TaGnuue 2A. Ilpumepbl CMBICTIOBBIX LENeH, Coaepskamux MOAU(PUIIMPOBAHHBIE HYKJIEOTHIBL,
npuseneHbl B Ta0mume 2B. B Tabnumnax 2A u 2B ucnonp30BaHbl CIEAYIOMNUE COKPAIISHUS AJIs
0003HaYeHNH MOIU(PUIUPOBAHHBIX HYKJIEOTHUIOB!
N = 2'-OH (memomupuuypoBaHHbIil) puOOHYKIEOTH] (3aryaBHast OyKBa

0e3 ykazanwus f nmm d)

n = 2'-OMe-Moanu(pUIHPOBAHHBII HYKICOTHUN

Nf = 2'-¢rop-MoaupUIINPOBAHHBIN HYKJIEOTH]

dN = 2'-1e30KCHHYKJICOTHUIBI

Nuna = 2'3'-cexko HyKJI€OTHIHbIe MUMETUKHU (OTKPBITbIE AHAJIOTU
HYKJIEOOCHOBAHUIN)

Nina = 3aKpBITbIA HYKJIEOTUJ

Nfana = 2'-F-apaOuHO-HYKJIEOTHI

NM = 2'-MEeTOKCHATUJI-HYKJIEOTUL

Ab = pubo3a ¢ yajJeHHbIM a30THCTHIM OCHOBAHUEM

(invdN) = HMHBEPTUPOBAHHBIN 1€30KCUPUOOHYKIeoTH (3'-3' CBsI3aHHBIN
HYKJICOTH]T)

(invAb) = UHBEPTUPOBAHHBIN HYKJIEOTU]] C YAAJEHHBIM a30TUCTBIM OCHOBAaHUEM
(invn) = uHBepTUpOBaHHbIHN 2'-OMe-HyKJIeoTH ]

S = HyKJIeOTHZ ¢ THODOCPATHOH CBAZBIO

p = ¢ocdar

vpdN = BuHWI(GOCHOHATHBIN T1e30KCHPUOOHYKITEOTH T

(3'0OMen) = 3'-OMe-HyKs€0TH

(5Me-Nf) = 5'-Me, 2'-prop-HyKI€OTH

cPrp = pukjonpomuidpochoHaT

epTcPr = cmotpute Tabnuiy 4

epTM = cmotpute Tabnuny 4
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Kpome Toro, B Tabmumax 2A u 2B mepedncieHbl CIEAYIOIINE HALENUBAOIINE TPYIIbI U
cesyromue rpynnel (Alk-PEGS-C6), (C11-PEG3-NAG3), (C12), (C6-PEG4-NAG3), (C6-SS-
Alk-Me), (Chol-TEG), (Dy540), (NAG13), (NAGI18), (NAG24), (NAG25), (NAG26), (NAG27),
(NAG28), (NAG29), (NAG30), (NAG31), (NAG32), (NAG33), (NAG34), (NAG3S5), (NAG306),
(NAG37), (NAG4), (PAZ), (Sp18), (Ctepun), (Alk-SMPT-C6). Kaxxnast cMbIciioBast ieTib W/HIn
AHTHCMBICJIOBAS LIETIb MOXKET COIEPIKATh JIFOOYIO U3 BhIIIEYKA3aHHBIX HALEJIUBAIOLINX TPYIIIT WIHA
CBA3YIOLIMX TIpPyNI, a TaKke [pPyrue HaLeJUBAIOLIUE WM  CBS3YIOLIUE TIPYIIDL
KOHBIOTUPOBAHHBIE ¢ 5’ 1/uiu 3' KOHLIOM IOC/IEA0BATENIbHOCTH. XUMUYECKUE CTPYKTYPbI STUX

rpynn npuseneHsl B TaOnuue 4.

Tabnuua 2A. Antucmsicnossle nenu arenra PHKu JITTA, umeromne moauduuupoBaHHbIe

HYKJIEOTHIbL.
SEQ SEQ
ID antucmeicioBoii uenu [locnenoBaTenbHOCTh aHTHCMBICIOBOM Leru 5' — 3 ID ID
NO. NO.

AMO01240-AS dTCfgGfcAfgUfcCfcUfuCfuGfcGfudTsdT 386
AMO01241-AS dTGfuAfgCfaCfuCfcUfgCfaCfcCfcdTsdT 387 2
AMO01242-AS dTAfaUfaAfgGfgGfcUfgCfcAfcAfgdTsdT 388 3
AMO01243-AS dTUfaAfcAfaUfaAfgGfgGfcUfgCfcdTsdT 389 4
AMO01244-AS dTGfuAfuAfaCfaAfuAfaGfgGfgCfudTsdT 390 5
AMO01245-AS dTCfgUfaUfaAfcAfaUfaAfgGfgGfedTsdT 391 6
AMO01246-AS dTCfgUfcUfgAfgCfaUfuGfuGfuCfadTsdT 392 7
AMO01247-AS dTGfcGfuCfuGfaGfcAfuUfgUfgUfcdTsdT 393 8
AMO01248-AS dTUfgCfgUfcUfgAfgCfaUfuGfuGfudTsdT 394 9
AMO01249-AS dTUfcUfgCfgUfcUfgAfgCfaUfuGfudTsdT 395 10
AMO01250-AS dTGfgAfuCfuGfgAfuUfuCfgGfcAfgdTsdT 396 11
AMO01251-AS dTCfaGfgAfuCfuGfgAfuUfuCfgGfcdTsdT 397 12
AMO01252-AS dTCfaUfcUfgAfgCfaUfcGfuGfuCfadTsdT 398 13
AMO01253-AS dTGfcAfuCfuGfaGfcAfuCfgUfgUfedTsdT 399 14
AMO01254-AS dTUfgCfaUfcUfgAfgCfaUfcGfuGfudTsdT 400 15
AMO01255-AS dTUfcUfgCfaUfcUfgAfgCfaUfcGfudTsdT 401 16
AMO01256-AS dTAfaAfgCfcUfcUfaGfgCfuUfgGfadTsdT 402 17
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AMO1257-AS dTGfuAfcCfeCfgGfgGfgUfuUfcCfudTsdT 403 18
AMO1258-AS dTUfgUfaCfcCfcGigGfgGfuUfuCfedTsdT 404 19
AMO1259-AS dTCfuGfuAfcCfcCfgGfgGfgUfuUfedTsdT 405 20
AMO1260-AS dTUfcCfaUfaAfuGfgUfaGfuAfgCfadTsdT 406 21
AMO1261-AS dTGfuCfcAfuAfaUfgGfuAfgUfaGfcdTsdT 407 22
AMO1262-AS dTCfuCfuGfuCfcAfuAfaUfgGfuAfgdTsdT 408 23
AMO1263-AS dTCfgAfcUfaUfgCfuGfgUfgUfgGfudTsdT 409 24
AMO1264-AS dTCfcGfaCfuAfuGfcUfgGfuGfuGfgdTsdT 410 25
AMO1265-AS dTUfcCfgAfcUfaUfgCfuGfgUfgUfgdTsdT 411 26
AMO1266-AS dTGfgUfcCfgAfcUfaUfgCfuGfgUfgdTsdT 412 27
AMO1267-AS dTUfuUfcUfgGfgGfuCfcGfaCfuAfudTsdT 413 28
AMO1268-AS dTUfuUfuCfuGfgGfgUfcCfgAfcUfadTsdT 414 29
AMO1269-AS dTGfcGfaAfuCfuCfaGfcAfuCfuGfgdTsdT 415 30
AMO01270-AS dTCfcAfaGfgGfcGfaAfuCfuCfaGfcdTsdT 416 31
AMO01271-AS dTAfcCfaAfgGfgCfgAfaUfcUfcAfgdTsdT 417 32
AMO1272-AS dTCfaCfcAfaGfgGfcGfaAfuCfuCfadTsdT 418 33
AMO01273-AS dTAfcAfcCfaAfgGfgCfgAfaUfcUfcdTsdT 419 34
AMO1274-AS dTCfcUfgAfcAfcUfgGFgAfuCfcAfudTsdT 420 35
AMO1275-AS dTUfgCfaAfgGfaCfaCfuUfgAfuUfcdTsdT 421 36
AMO1276-AS dTUfuGfcAfaGfgAfcAfcUfuGfaUfudTsdT 422 37
AMO1277-AS dTUfuGfcUfeCfgUfuGfgUfgCfuUfedTsdT 423 38
AMO1278-AS dTAfaUfgAfgCfcUfcGfaUfaAfcUfedTsdT 424 39
AMO01279-AS dTGfaAfuGfaGfcCfuCfgAfuAfaCfudTsdT 425 40
AMO1280-AS dTGfgAfuAfaUfaUfuCfuGfuUfgUfcdTsdT 426 41
AMO1281-AS dTCfcAfuGfgUfaUfaAfcAfcClaAfgdTsdT 427 42
AMO1282-AS dTGfaUfcCfaUfgGfuAfuAfaCfaCfcdTsdT 428 43
AMO1283-AS dTAfuUfgGfgAfuCfcAfuGfgUfaUfadTsdT 429 44
AMO1284-AS dTCfaUfuGfgGfaUfcCfaUfgGfuAfudTsdT 430 45
AMO1285-AS dTAfcAfuUfgGfgAfuCfcAfuGfgUfadTsdT 431 46
AMO1286-AS dTGfaCfaUfuGfgGfaUfcCfaUfgGfudTsdT 432 47
AMO1287-AS dTGfaCfaUfuGfuGfuCfaGfgUfuGfedTsdT 433 48
AMO1288-AS dTCfaCfuGfgAfcAfuUfgUfgUfcAfgdTsdT 434 49
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AMO01289-AS dTAfcUfuGfaUfuCfuGfuCfaCfuGfgdTsdT 435 50
AMO01290-AS dTGfaGfaAfuGfaGfcCfuCfgAfuAfadTsdT 436 51
AMO01291-AS dTCfcAfuUfuGfgGfuAfgUfaUfuCfudTsdT 437 52
AMO01292-AS dTCfaCfcAfuUfuGfgGfuAfgUfaUfudTsdT 438 53
AMO01293-AS dTCfcAfcCfaUfuUfgGfgUfaGfuAfudTsdT 439 54
AMO01294-AS dTAfuAfaCfaCfcAfaGfgGfcGfaAfudTsdT 440 55
AMO01295-AS dTAfcUfgGfgAfuCfcAfuGfgUfaUfadTsdT 441 56
AMO01296-AS dTCfaCfuGfgGfaUfcCfaUfgGfuAfudTsdT 442 57
AMO01297-AS dTAfcCfaCfcGfuGfgGfaGfuUfgUfgdTsdT 443 58
AMO01298-AS dTCfaAfgAfcUfgAfcAfuGfuUfcUfudTsdT 444 59
AMO01299-AS dTGfgGfaGfuUfgUfgAfgGfaCfaCfudTsdT 445 60
AMO01300-AS dTUfcUfcAfgGfuGfgUfgCfuUfgUfudTsdT 446 61
AMO01301-AS dTCfaCfaGfgGfcUfuUfuCfuCfaGfgdTsdT 447 62
AMO01302-AS dTGfaUfgCfcAfgUfgUfgGfuAfuCfadTsdT 448 63
AMO1303-AS dTUfgAfuGfcCfaGfuGfuGfgUfaUfedTsdT 449 64
AMO01304-AS dTGfaCfaCfcUfgAfulfcUfgUfuUfcdTsdT 450 65
AMO01305-AS dTGfgAfcAfcCfuGfaUfuCfuGfuUfudTsdT 451 66
AMO01306-AS dTCfuAfgGfaCfaCfcUfgAfuUfcUfgdTsdT 452 67
AMO01796-AS dTAfuAfaGfgGfgCfuGfcCfaCfaGfgdTsdT 453 68
AMO01798-AS dTAfaCfaAfuAfaGfgGfgCfuGfcCfadTsdT 454 69
AMO1800-AS dTGfuCfcGfaCfuAfuGfcUfgGfuGfudTsdT 455 70
AMO01802-AS dTUfcUfcAfgCfaUfcUfgGfaUfuCfedTsdT 456 71
AMO1804-AS dTCfgAfaUfcUfcAfgCfaUfcUfgGfadTsdT 457 72
AMO1806-AS dTAfaGfgGfcGfaAfuCfuCfaGfcAfudTsdT 458 73
AMO1808-AS dTUfgAfcAfcUfgGTgAfuCfcAfuGfgdTsdT 459 74
AMO1810-AS dTCfcGfuUfgGfuGfcUfuCfuUfcAfgdTsdT 460 75
AMO1812-AS dTCfuUfgAfuUfcUfgUfcAfcUfgGfadTsdT 461 76
AMO1814-AS dTCfaCfcGfuGfgGfaGfuUfgUfgAfgdTsdT 462 77
AMO1816-AS dTUfcUfaGfgAfcAfcCfuGfaUfuCfudTsdT 463 78
AMO1818-AS dTAfgUfcUfcUfaGfgAfcAfcCfuGfadTsdT 464 79
AMO02003-AS dTGfuAfuAfaCfaAfuaaGfgGfgCfudTsdT 465 5
AM02004-AS dTGfuAfuAunaaCfaAfuaaGfgGfgCfudTsdT 466 5
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AMO02005-AS dTGfuAfuAfAunaCfaAfuaaGfgGfgCfudTsdT 467 5
AMO02007-AS dTCfgUfaUfaAfcAfauaAfgGfgGfedTsdT 468 6
AMO02008-AS dTCfgUfaUunaaAfcAfauaAfgGfgGfcdTsdT 469 6
AMO02009-AS dTCfgUfaUfAunaAfcAfauaAfgGfgGfedTsdT 470 6
AMO02011-AS dTGfcGfuCfuGfaGfcauUfgUfgUfedTsdT 471 8
AMO02012-AS dTGfcGfuCunauGfaGfcauUfgUfgUfcdTsdT 472 8
AMO02013-AS dTGfcGfuCfUyunaGfaGfcauUfgUfgUfcdTsdT 473 8
AMO02015-AS dTUfgCfgUfcUfgAfgcaUfuGfuGfudTsdT 474 9
AMO02016-AS dTUfgCfgUunacUfgAfgcaUfuGfuGfudTsdT 475 9
AMO02017-AS dTUfgCfgUfCunaUfgAfgcaUfuGfuGfudTsdT 476 9
AMO02019-AS dTGfaGfaAfuGfaGfccuCfgAfuAfadTsdT 477 51
AMO02020-AS dTGfaGfaAunauGfaGfccuCfgAfuAfadTsdT 478 51
AMO02021-AS dTGfaGfaAfUunaGfaGfccuCfgAfuAfadTsdT 479 51
AMO02023-AS dTGfaCfaCfcUfgAfuucUfgUfuUfcdTsdT 480 65
AMO02024-AS dTGfaCfaCunacUfgAfuucUfgUfuUfcdTsdT 481 65
AMO02025-AS dTGfaCfaCfCynaUfgAfuucUfgUfuUfedTsdT 482 65
AMO02027-AS dTGfuCfcGfaCfuAfugcUfgGfuGfudTsdT 483 70
AMO02028-AS dTGfuCfcGunaaCfuAfugcUfgGfuGfudTsdT 484 70
AMO02029-AS dTGfuCfcGfAunaCfuAfugcUfgGfuGfudTsdT 485 70
AMO02031-AS dTCfgAfaUfcUfcAfgcaUfcUfgGfadTsdT 486 72
AMO02032-AS dTCfgAfaUunacUfcAfgcaUfcUfgGfadTsdT 487 72
AMO02033-AS dTCfgAfaUfCunaUfcAfgcaUfcUfgGfadTsdT 488 72
AMO02035-AS dTAfaGfgGfcGfaAfucuCfaGfcAfudTsdT 489 73
AMO02036-AS dTAfaGfgGunacGfaAfucuCfaGfcAfudTsdT 490 73
AMO02037-AS dTAfaGfgGfCunaGfaAfucuCfaGfcAfudTsdT 491 73
AMO02039-AS dTUfgAfcAfcUfgGfgauCfcAfuGfgdTsdT 492 74
AMO02040-AS dTUfgAfcAunacUfgGfgauCfcAfuGfgdTsdT 493 74
AMO02041-AS dTUfgAfcAfCunaUfgGfgauCfcAfuGfgdTsdT 494 74
AMO02240-AS dTCfaAfuAfaGfgGfgcuGfcCfaCfadTsdT 495 80
AMO02241-AS dTCfuGfcGfuCfuGfagcAfuUfgUfgdTsdT 496 81
AMO02242-AS dTAfcAfgGfaUfcUfggaUfuUfcGfgdTsdT 497 82
AMO02243-AS dTCfcGfgGfgGfuUfuccUfcAfgUfedTsdT 498 83
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AMO02244-AS dTUfgUfcCfaUfaAfuggUfaGfuAfgdTsdT 499 84
AMO02245-AS dTUfcUfgUfcCfaUfaauGfgUfaGfudTsdT 500 85
AMO02246-AS dTAfcUfcUfgUfcCfauaAfuGfgUfadTsdT 501 86
AMO02247-AS dTAfaCfuCfuGfuCfcauAfaUfgGfudTsdT 502 87
AMO02248-AS dTGfgGfcGfaAfuCfucaGfcAfuCfudTsdT 503 88
AMO02249-AS dTAfgGfgCfgAfaUfcucAfgCfaUfcdTsdT 504 89
AMO02250-AS dTAfaCfaCfcAfaGfggcGfaAfuCfudTsdT 505 90
AMO02251-AS dTAfgGfaCfaCfuUfgauUfcUfgUfcdTsdT 506 91
AMO02252-AS dTGfgAfcCfaAfgAfcugAfcAfuGfudTsdT 507 92
AMO02253-AS dTGfgUfcAfgGfcCfaccAfuUfuGfgdTsdT 508 93
AMO02254-AS dTAfuCfcAfuGfgUfauaAfcAfcCfadTsdT 509 94
AMO02255-AS dTGfgGfaUfcCfaUfgguAfuAfaCfadTsdT 510 95
AMO02256-AS dTUfgGfaCfaUfuGfuguCfaGfgUfudTsdT 511 96
AMO02257-AS dTAfuUfcUfgUfcAfcugGfaCfaUfudTsdT 512 97
AMO02258-AS dTGfgUfgCfuUfgUfucaGfaAfaCfadTsdT 513 98
AMO02259-AS dTGfgAfgAfaUfgAfgccUfcGfaUfadTsdT 514 99
AMO02260-AS dTGfuGfgAfgAfaUfgagCfcUfcGfadTsdT 515 100
AMO02261-AS dTCfcGfuGfgGfaGfuugUfgAfgGfadTsdT 516 101
AMO02262-AS dTGfgAfcCfaCfcGfuggGfaGfuUfgdTsdT 517 102
AMO02263-AS dTUfgCfuUfgUfuCfagaAfgGfaGfcdTsdT 518 103
AMO02264-AS dTCfuGfaUfgCfcAfgugUfgGfuAfudTsdT 519 104
AMO02265-AS dTUfaGfgAfcAfcCfugaUfuCfuGfudTsdT 520 105
AMO02266-AS dTCfuCfuAfgGfaCfaccUfgAfuUfcdTsdT 521 106
AMO02267-AS dTUfcUfcUfaGfgAfcacCfuGfaUfudTsdT 522 107
AMO02268-AS dTGfuCfuCfuAfgGfacaCfcUfgAfudTsdT 523 108
AMO02404-AS dTsGfsaGfaAfuGfaGfcCfuCfgAfuAfaCfuCfsusuAu 524 109
AMO02406-AS dTsGfsaGfaAfuGfaGfccUfCfgAfuAfaCfuCfsusuAu 525 109
AMO02408-AS dTsGfsaGfaAfuGfaGfccUfcgAfuAfaCfuCfsusuAu 526 109
AMO02410-AS dTsGfsaGfaAfuGfaGfcCfUfcGfaUfaAfcUfcsUfsuAu 527 109
AMO02412-AS dTsGfsaCfaCfcUfgAfuUfcUfgUfuUfcUfgAfsgsuAu 528 110
AMO02414-AS dTsGfsaCfaCfcUfgAfuuCfUfgUfuUfcUfgAfsgsuAu 529 110
AMO02416-AS dTsGfsaCfaCfcUfgAfuuCfugUfuUfcUfgAfsgsuAu 530 110
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AMO02418-AS dTsGfsaCfaCfcUfgAfuUfCfuGfuUfuCfuGfasGfsuAu 531 110
AMO02531-AS dTsCfsgUfaUfaAfcAfauaAfgGfgGfcUfgCfscsuAu 532 111
AMO02532-AS dTsGfscGfuCfuGfaGfcauUfgUfgUfcAfgGfsusuAu 533 112
AMO02533-AS dTsUfsgCfgUfcUfgAfgcaUfuGfuGfuCfaGfsgsuAu 534 113
AMO02534-AS

dTsGfsaGfaAfuGfaGfccuCfgAfuAfaCfuCfsusuAu 535 109
1532-AS00
AMO02535-AS

dTsGfsaCfaCfcUfgAfuucUfgUfuUfcUfgAfsgsuAu 536 110
1533-AS00
AMO02536-AS dTsAfsaGfgGfcGfaAfucuCfaGfcAfuCfuGfsgsuAu 537 114
AMO02755-AS usUfsaAfcAfaUfaAfgGfgGfcUfgCfAbs(PAZ) 538 115
AMO02756-AS usGfsuAfuAfaCfaAfuAfaGfgGfgCfAbs(PAZ) 539 116
AMO02757-AS usCfsgUfaUfaAfcAfaUfaAfgGfgGfAbs(PAZ) 540 117
AMO02758-AS usGfscGfuCfuGfaGfcAfuUfgUfgUfAbs(PAZ) 541 118
AMO02759-AS usUfsgCfgUfcUfgAfgCfaUfuGfuGfAbs(PAZ) 542 119
AMO02760-AS usCfsaGfgAfuCfuGfgAfuUfuCfgGfAbs(PAZ) 543 120
AMO02761-AS usUfsgCfaUfcUfgAfgCfaUfcGfuGfAbs(PAZ) 544 121
AMO02762-AS usCfsgAfcUfaUfgCfuGfgUfgUfgGfAbs(PAZ) 545 122
AMO02763-AS usUfsuUfcUfgGfgGfuCfcGfaCfuAfAbs(PAZ) 546 123
AMO02764-AS usGfscGfaAfuCfuCfaGfcAfuCfuGfAbs(PAZ) 547 124
AMO02765-AS usUfsgCfaAfgGfaCfaCfuUfgAfuUfAbs(PAZ) 548 125
AMO02766-AS usAfsaUfgAfgCfcUfcGfaUfaAfcUfAbs(PAZ) 549 126
AMO02767-AS usGfsaAfuGfaGfcCfuCfgAfuAfaCfAbs(PAZ) 550 127
AMO02768-AS usGfsaCfaUfuGfuGfuCfaGfgUfuGfAbs(PAZ) 551 128
AMO02769-AS usGfsaGfaAfuGfaGfcCfuCfgAfuAfAbs(PAZ) 552 129
AMO02770-AS usCfscAfuUfuGfgGfuAfgUfaUfuCfAbs(PAZ) 553 130
AMO02771-AS usCfsaCfcAfuUfuGfgGfuAfgUfaUfAbs(PAZ) 554 131
AMO02772-AS usGfsaCfaCfcUfgAfuUfcUfgUfuUfAbs(PAZ) 555 132
AMO02773-AS usGfsgAfcAfcCfuGfaUfuCfuGfuUfAbs(PAZ) 556 133
AMO02774-AS usUfsaAfcAfaUfaAfgGfgGfcUfgAbAbs(PAZ) 557 134
AMO02775-AS usGfsuAfuAfaCfaAfuAfaGfgGfgAbAbs(PAZ) 558 135
AMO02776-AS usCfsgUfaUfaAfcAfaUfaAfgGfgAbAbs(PAZ) 559 136
AMO02777-AS usGfscGfuCfuGfaGfcAfuUfgUfgAbAbs(PAZ) 560 137
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AMO02778-AS usUfsgCfgUfcUfgAfgCfaUfuGfuAbAbs(PAZ) 561 138
AMO02779-AS usCfsaGfgAfuCfuGfgAfuUfuCfgAbAbs(PAZ) 562 139
AMO02780-AS usUfsgCfaUfcUfgAfgCfaUfcGfuAbAbs(PAZ) 563 140
AMO02781-AS usCfsgAfcUfaUfgCfuGfgUfgUfgAbAbs(PAZ) 564 141
AMO02782-AS usUfsuUfcUfgGfgGfuCfcGfaCfuAbAbs(PAZ) 565 142
AMO02783-AS usGfscGfaAfuCfuCfaGfcAfuCfuAbAbs(PAZ) 566 143
AMO02784-AS usUfsgCfaAfgGfaCfaCfuUfgAfuAbAbs(PAZ) 567 144
AMO02785-AS usAfsaUfgAfgCfcUfcGfaUfaAfcAbAbs(PAZ) 568 145
AMO02786-AS usGfsaAfuGfaGfcCfuCfgAfuAfaAbAbs(PAZ) 569 146
AMO02787-AS usGfsaCfaUfuGfuGfuCfaGfgUfuAbAbs(PAZ) 570 147
AMO02788-AS usGfsaGfaAfuGfaGfcCfuCfgAfuAbAbs(PAZ) 571 148
AMO02789-AS usCfscAfuUfuGfgGfuAfgUfaUfuAbAbs(PAZ) 572 149
AMO02790-AS usCfsaCfcAfuUfuGfgGfuAfgUfaAbAbs(PAZ) 573 150
AMO02791-AS usGfsaCfaCfcUfgAfuUfcUfgUfuAbAbs(PAZ) 574 151
AMO02792-AS usGfsgAfcAfcCfuGfaUfuCfuGfuAbAbs(PAZ) 575 152
AMO02857-AS

usGfsaGfaAfuGfaGfccuCfgAfuAfaCfuCfsusuAu 576 153
1532-AS14
AMO02858-AS usgsaGfaAfuGfaGfccuCfgAfuAfaCfuCfsusuAu 577 153
AMO02859-AS usgsaGfaAfuGfaGfccuCfgAfuAfaCfucsusuAu 578 153
AMO02860-AS usGfsaGfaAfuGfaGfccuCfgAfuAfaCfucsusuAu 579 153
AMO02863-AS

usGfsaCfaCfcUfgAfuucUfgUfuUfcUfgAfsgsuAu 580 154
1533-AS15
AMO02864-AS usgsaCfaCfcUfgAfuucUfgUfuUfcUfgAfsgsuAu 581 154
AMO02865-AS usgsaCfaCfcUfgAfuucUfgUfuUfcUfgasgsuAu 582 154
AMO02866-AS usGfsaCfaCfcUfgAfuucUfgUfuUfcUfgasgsuAu 583 154
AMO02943-AS usgsagaAfugaGfccuCfgAfuaaCfuCfsusuAu 584 153
AMO02944-AS usgsagaauGfagccuCfgauAfaCfuCfsusuAu 585 153
AMO02945-AS usgsagaauGfagccuCfgauAfacucsusuAu 586 153
AMO02950-AS usgsaCfaCfcUfgAfuucUfgUfuucUfgasgsuAu 587 154
AMO02951-AS usgsaCfaCfcUfgAfuucUfguuUfcugasgsuAu 588 154
AMO02952-AS usgsacaccugAfuucUfgUfuucUfgasgsuAu 589 154
AMO03040-AS usGfsAfcAfcCfUfgAfuucUfgUfuUfcUfgAfsgsuAu 590 154
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AMO03041-AS usGfsAfcAfccUfgAfuucUfgUfuUfcUfgAfsgsuAu 591 154
AMO03043-AS usGfsaCfaCfCfUfgAfuucUfgUfuUfcUfgAfsgsuAu 592 154
AMO03065-AS

dTsGfsaCfaCfcugauucUfgUfuUfcUfgAfsgsuAu 593 110
1533-AS18
AMO03066-AS

usGfsaCfaCfcugauucUfgUfuUfcUfgAfsgsuAu 594 154
1533-AS03
AMO03067-AS dTsGfsaCfaCfcugauucUfgUfuucugasgsuAu 595 110
AMO3068-AS usGfsaCfaCfcugauucUfgUfuucugasgsuAu 596 154
AMO03069-AS

dTsGfsaCfaCfcUfgAfuucUfgUfuucugasgsuAu 597 110
1533-AS14
AMO03070-AS

usGfsaCfaCfcUfgAfuucUfgUfuucugasgsuAu 598 154
1533-AS29
AMO03107-AS usCfsgUfaUfaAfcAfauaAfgGfgGfcUfgCfscsuAu 599 156
AMO03108-AS usCfsgUfaUfaAfcAfauaAfgGfgGfcUfgcscsuAu 600 156
AMO03119-AS usGfsaGfaAfuGfaGfccuCfgAfuAfaCfuCMsTMsuAu 601 155
AMO03120-AS usGfsaGfaAfuGfaGfccuCfgAfuAfaCfuCMTMuAu 602 155
AMO03121-AS usGfsaGfaAfuGfaGfccuCfgAfuAfaCfucuuAu 603 153
AMO03127-AS usCfsgUfaUfaAfCfAfauaAfgGfgGfcUfgCfscsuAu 604 156
AMO03129-AS usCfsgUfaUfaAfCfAfauaAfgGfgGfcUfgescsuAu 605 156
AMO03130-AS usGfsaGfaAfuGfaGfCfcuCfgAfuAfaCfuCfsusuAu 606 153
AMO03131-AS usGfsaGfaAfuGfaGfCfCfuCfgAfuAfaCfuCfsusuAu 607 153
AMO03149-AS usGfsagaAfugaGfccuCfgAfuaaCfuCfsusuAu 608 153
AMO03150-AS usGfsagaauGfagccuCfgauAfaCfuCfsusuAu 609 153
AMO03151-AS usGfsagaauGfagccuCfgauAfacucsusuAu 610 153
AMO03255-AS

usGfsaGfaAfugaGfccuCfgauaaCfuCfsusuAu 611 153
1532-AS26
AMO03256-AS usGfsagaaugagccuCfgauaaCfuCfsusuAu 612 153
AMO03257-AS usGfsagaaugagccuCfgauaacuCfsusuAu 613 153
AMO03258-AS usGfsagaaugagccuCfgauaaCfucsusuAu 614 153
AMO03259-AS usGfsagaaugagccuCfgauaacucsusuAu 615 153
AMO03260-AS usGfsaGfaAfugaGfccUfCfgauaaCfuCfsusuAu 616 153
AMO03261-AS usGfsagaaugagccUfCfgauaaCfuCfsusuAu 617 153
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AMO03262-AS usGfsagaaugagccUfCfgauaacuCfsusuAu 618 153
AMO03263-AS usGfsagaaugagccUfCfgauaaCfucsusuAu 619 153
AMO03264-AS usGfsagaaugagccUfCfgauaacucsusuAu 620 153
AMO03265-AS usGfsaGfaAfugaGfcCfuCfgauaaCfuCfsusuAu 621 153
AMO03266-AS usGfsagaaugagcCfuCfgauaaCfuCfsusuAu 622 153
AMO03267-AS usGfsagaaugagcCfuCfgauaacuCfsusuAu 623 153
AMO03268-AS usGfsagaaugagcCfuCfgauaaCfucsusuAu 624 153
AMO03269-AS usGfsagaaugagcCfuCfgauaacucsusuAu 625 153
AMO03270-AS usGfsaGfaAfugaGfCfcuCfgauaaCfuCfsusuAu 626 153
AMO03271-AS usGfsagaaugagCfcuCfgauaaCfuCfsusuAu 627 153
AMO03272-AS usGfsagaaugagCfcuCfgauaacuCfsusuAu 628 153
AMO03273-AS usGfsagaaugagCfcuCfgauaaCfucsusuAu 629 153
AMO03274-AS usGfsagaaugagCfcuCfgauaacucsusuAu 630 153
AMO03279-AS usCfsgUfaUfaacaauaAfgGfgGfcUfgCfscsuAu 631 156
AMO03280-AS usCfsgUfaUfaAfcAfauaAfggggcUfgCfscsuAu 632 156
AMO03281-AS usCfsguauaAfcAfauaAfgGfgGfcUfgCfscsuAu 633 156
AMO03282-AS usCfsgUfaUfaAfcAfauaAfgGfgGfcugescsuAu 634 156
AMO03283-AS usCfsgUfaUfaacaauaAfgGfgGfcugcscsuAu 635 156
AMO03284-AS usCfsguauaAfcAfauaAfggggcUfgCfscsuAu 636 156
AMO3300-AS usCfsgUfaUfaacaaUfaAfgGfgGfcUfgCfscsuAu 637 156
AMO03301-AS usCfsguauaAfcAfaUfaAfggggcUfgCfscsuAu 638 156
AMO03331-AS usGfsaGfaAfuGfaGfcCfuCfgAfuAfasdTsdT 639 157
AMO03375-AS usCfsguauaAfcAfauaAfggggcugescsuAu 640 156
AMO03376-AS usCfsguauaacaauaAfggggcugcscsuAu 641 156
AMO03377-AS usGfsagaauGfaGfccuCfgauaacucsusuAu 642 153
AMO03427-AS dTsGfaGfaAfuGfaGfccuCfgAfuAfaCfuCfuuAu 643 109
AMO03486-AS vpdTGfsaGfaAfuGfaGfccuCfgAfuAfaCfucsusuAu 644 109
AMO03487-AS vpdTsGfsaGfaAfuGfaGfccuCfgAfuAfaCfucsusuAu 645 109
AMO03488-AS dTsGfsaGfaAfuGfaGfccuCfgAfuAfaCfucsusuAu 646 109
AMO03490-AS vpdTCfsgUfaUfaAfcAfauaAfgGfgGfcUfgCfscsuAu 647 111
AMO03491-AS vpdTsCfsgUfaUfaAfcAfauaAfgGfgGfcUfgCfscsuAu 648 111
AMO03655-AS usGfsAfgaaugagccuCfgauaacucsusuAu 649 153
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AMO03656-AS usGfsaGfaaugagccuCfgauaacucsusuAu 650 153
AMO03657-AS usGfsagAfaugagccuCfgauaacucsusuAu 651 153
AMO03658-AS usGfsagaAfugagccuCfgauaacucsusuAu 652 153
AMO03659-AS usGfsagaaUfgagccuCfgauaacucsusuAu 653 153
AMO03660-AS usGfsagaauGfagccuCfgauaacucsusuAu 654 153
AMO03661-AS usGfsagaaugaGfccuCfgauaacucsusuAu 655 153
AMO03671-AS usCfsgUfaUfaAfcAfauaAfgGfcGfcUfgCfscsuAu 656 158
AMO03672-AS usCfsgUfaUfaAfcAfauaAfggggCfugCfscsuAu 657 156
AMO03673-AS usCfsgUfaUfaAfcAfauaAfggggcugcescsuAu 658 156
AMO03674-AS usCfsGfuauaAfcAfauaAfggggcugcscsuAu 659 156
AMO03675-AS usCfsgUfaUfaAfcaauaAfggggcugescsuAu 660 156
AMO03676-AS usCfsgUfaUfaaCfaauaAfggggcugcscsuAu 661 156
AMO03677-AS usCfsGfuauAfaCfaauaAfggggcugcscsuAu 662 156
AMO03678-AS usGfsaGfaAfuGfaGfccuCfgauaacucsusuAu 663 153
AMO03679-AS usGfsAfgaAfuGfaGfccuCfgauaacucsusuAu 664 153
AMO03680-AS usGfsAfgAfauGfaGfcCfuCfgauaacucsusuAu 665 153
AMO03681-AS usGfsAfgAfauGfagCfCfuCfgauaacucsusuAu 666 153
AMO03682-AS usGfsaGfaAfuGfagccuCfgauaacucsusuAu 667 153
AMO03744-AS usGfsuauaaCfaAfuaaGfgggAbAbs(PAZ) 668 135
AMO03745-AS usGfsuAfuAfaCfaAfuAfaGfgGMGMAbAbs(PAZ) 669 135
AMO03749-AS usCfsguauaAfcAfauaAfgggAbAbs(PAZ) 670 136
AMO03750-AS usCfsgUfaUfaAfcAfaUfaAfgGMGMAbAbs(PAZ) 671 136
AMO03754-AS usGfsagaauGfaGfccuCfgauAbAbs(PAZ) 672 148
AMO03755-AS usGfsagaaugagcCfuCfgauAbAbs(PAZ) 673 148
AMO03756-AS usGfsaGfaAfuGfaGfcCfuCfgAMTMADbAbs(PAZ) 674 159
AMO03760-AS usGfsacaccUfgAfuucUfguuAbAbs(PAZ) 675 151
AMO03761-AS usGfsaCfaCfcugauucUfguuAbAbs(PAZ) 676 151
AMO03762-AS usGfsaCfaCfcUfgAfuUfcUfgTMTMAbAbs(PAZ) 677 160
AMO03823-AS usCfanasgUfaUfaAfCfAfauaAfgGfgGfcUfgescsuAu 678 156
AMO03824-AS usCfsgUfanaaUfaAfCfAfauaAfgGfgGfcUfgescsuAu 679 156
AMO03825-AS usCfsgUfaUfanaaAfCfAfauaAfgGfgGfcUfgescsuAu 680 156
AMO03826-AS usCfsgUfaUfaAfanaCfAfauaAfgGfgGfcUfgescsuAu 681 156
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AMO03827-AS usGfanasagaauGfaGfccuCfgauaacucsusuAu 682 153
AMO03828-AS usGfsagaauGfanaaGfccuCfgauaacucsusuAu 683 153
AMO03856-AS TMsGfsagaauGfaGfccuCfgauaacucsusuAu 684 109
AMO03857-AS TMsCfsgUfaUfaAfCfAfauaAfgGfgGfcUfgescsuAu 685 111
AMO03862-AS TMsGfsagaaugagccuCfgauaacucsusuAu 686 109
AMO03866-AS usCfsgUfaUfaacaauaAfggggcugcscsuAu 687 156
AMO03867-AS usCfsgUfauaAfcaauaAfggggcugescsuAu 688 156
AMO03868-AS usCfsgUfauaacAfauaAfggggcugescsuAu 689 156
AMO03869-AS usCfsgUfauaacaaUfaAfggggcugcscsuAu 690 156
AMO03870-AS usCfsguaUfaAfcaauaAfggggcugescsuAu 691 156
AMO03871-AS usCfsguaUfaacAfauaAfggggcugescsuAu 692 156
AMO03872-AS usCfsguaUfaacaaUfaAfggggcugcscsuAu 693 156
AMO03873-AS usCfsguauaAfcaaUfaAfggggcugcscsuAu 694 156
AMO03874-AS usCfsguauaacAfaUfaAfggggcugcscsuAu 695 156
AMO03875-AS usCfsgUfaUfaAfcAfaUfaAfgggGfcUfgCfscsuAu 696 156
AMO03876-AS usCfsgUfaUfaAfcAfaUfaAfgGfggcUfgCfscsuAu 697 156
AMO03877-AS usCfsgUfaUfaAfcAfaUfaAfgGfgGfcugCfscsuAu 698 156
AMO03878-AS usCfsgUfaUfaAfcAfaUfaAfgGfgGfcUfgescsuAu 699 156
AMO03883-AS vpusCfsgsUfaUfaAfCfAfauaAfgGfgGfcUfgasusu 700 161
AMO03884-AS vpusCfsgsUfaUfaAfCfAfauaAfgGfgGfcUfgesusu 701 162
AMO03885-AS vpusGfsasgaauGfaGfccuCfgauaacucsusu 702 163
AMO03929-AS usCfsguaUfaAfcaauaAfgGfggcugcscsuAu 703 156
AMO03930-AS usCfsguaUfaAfCfaauaAfgGfggcugcscsuAu 704 156
AMO03932-AS usGfsagaAfuGfagccuCfgAfuaacucsusuAu 705 153
AMO03933-AS usGfsagaAfuGfAfgccuCfgAfuaacucsusuAu 706 153
AMO03969-AS vpusCfsgUfaUfaAfCfAfauaAfgGfgGfcUfgescsuAu 707 156
AMO03971-AS vpusCfsgsUfaUfaAfCfAfauaAfgGfgGfcusu 708 164
AMO03972-AS usCfsgsUfaUfaAfCfAfauaAfgGfgGfcusu 709 164
AMO03973-AS UunasCfsgsUfaUfaAfCfAfauaAfgGfgGfcusu 710 164
AMO04132-AS usGfsaGfaAfuGfaGfccuCfgAfuAfaCfucsusuau 711 153
AMO04133-AS usGfsagaauGfaGfccuCfgauaacucsusuau 712 153
AMO04134-AS usGfsaGfaAfuGfAfGfccuCfgAfuAfaCfucsusuau 713 153
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AMO04135-AS usGfsagaauGfAfGfccuCfgauaacucsusuau 714 153
AMO04136-AS usGfsaGfaAfuGfAfgccuCfgAfuAfaCfucsusuau 715 153
AMO04137-AS usGfsagaauGfAfgccuCfgauaacucsusuau 716 153
AMO04150-AS usGfsagaauGfaGfccuCfgauaacucsusuau(Dy540) 717 153
AMO04215-AS usCfsgUfaUfaaCfaaUfaAfgGfgGfcUfgCfscsuAu 718 156
AMO04216-AS usCfsguauaAfcaaUfaAfggggcugCfscsuAu 719 156
AMO04217-AS usCfsguauaaCfaaUfaAfggggcugCfscsuAu 720 156
AMO04218-AS usCfsguauaaCfaaUfaAfggggCfugCfscsuAu 721 156
AMO04219-AS usCfsguaUfaaCfaaUfaAfggggCfugCfscsuAu 722 156
AMO04250-AS usGfsuAfuAfaCfaAfuAfaGfgGMGMsAbsAbs(PAZ) 723 135
AMO04251-AS usGfsuAfuAfaCfaAfuAfaGfgGMGM(Sp18)s(PAZ) 724 165
AMO04252-AS usGfsuAfuAfaCfaAfuAfaGfgGMGM(C12)s(PAZ) 725 165
AMO04253-AS usCfsgUfaUfaAfcAfaUfaAfgGMGMsAbsAbs(PAZ) 726 136
AMO04254-AS usCfsgUfaUfaAfcAfaUfaAfgGMGM(Sp18)s(PAZ) 727 166
AMO04255-AS usCfsgUfaUfaAfcAfaUfaAfgGMGM(C12)s(PAZ) 728 166
AMO04256-AS usGfsaGfaAfuGfaGfcCfuCfgAMTMsAbsAbs(PAZ) 729 159
AMO04257-AS usGfsaGfaAfuGfaGfcCfuCfgAMTM(Sp18)s(PAZ) 730 167
AMO04258-AS usGfsaGfaAfuGfaGfcCfuCfgAMTM(C12)s(PAZ) 731 167
AMO04259-AS usGfsaCfaCfcUfgAfuUfcUfgTMTMsAbsAbs(PAZ) 732 160
AMO04260-AS usGfsaCfaCfcUfgAfuUfcUfgTMTM(Sp18)s(PAZ) 733 168
AMO04261-AS usGfsaCfaCfcUfgAfuUfcUfgTMTM(C12)s(PAZ) 734 168
AMO04377-AS dTusCfsgUfaUfaacaaUfaAfgGfgGfcUfgCfscsua 735 169
AMO04378-AS uAusCfsgUfaUfaacaaUfaAfgGfgGfcUfgCfscsu 736 170
AMO04379-AS dTcsCfsgUfaUfaacaaUfaAfgGfgGfcUfgCfscsua 737 171
AMO04380-AS cUcsCfsgUfaUfaacaaUfaAfgGfgGfcUfgCfscsu 738 172
AMO04383-AS dTusGfsaGfaAfuGfaGfccuCfgAfuAfaCfucsusua 739 173
AMO04384-AS uAusGfsaGfaAfuGfaGfccuCfgAfuAfaCfucsusu 740 174
AMO04385-AS dTgsGfsaGfaAfuGfaGfccuCfgAfuAfaCfucsusua 741 175
AMO04386-AS gUgsGfsaGfaAfuGfaGfccuCfgAfuAfaCfucsusu 742 176
AMO04387-AS dTusGfsagaauGfaGfccuCfgauaacucsusua 743 173
AMO04388-AS uAusGfsagaauGfaGfccuCfgauaacucsusu 744 174
AMO04389-AS dTgsGfsagaauGfaGfccuCfgauaacucsusua 745 175
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AMO04390-AS gUgsGfsagaauGfaGfccuCfgauaacucsusu 746 176
AMO04413-AS usCfsgsUfaUfaacaaUfaAfgGfgGfcusu 747 164
AMO04415-AS usGfsasGfaAfuGfaGfccuCfgAfuAfausu 748 177
AMO04437-AS usGfsuAfuAfaCfaAfuAfaGfgGMGMs(C12)s(PAZ) 749 165
AMO04438-AS usCfsgUfaUfaAfcAfaUfaAfgGMGMs(C12)s(PAZ) 750 166
AMO04439-AS usGfsaGfaAfuGfaGfcCfuCfgAMTMs(C12)s(PAZ) 751 167
AMO04440-AS usGfsaCfaCfcUfgAfuUfcUfgTMTMs(C12)s(PAZ) 752 168
AMO04501-AS cPrpTMsCfsgsUfaUfaAfCfAfauaAfgGfgGfcusu 753 178
AMO04507-AS usGfsasGfaAfuGfaGfccuCfgAfuAfausuAUAUA 754 179
AMO04539-AS usCfsgUfaUfaacaaUfaAfgGfgGfcUfgsCfscuAu 755 156
AMO04540-AS usCfsgUfaUfaacaaUfaAfgGfgGfcUfgsCfcuAu 756 156
AMO04541-AS usGfsaGfaAfuGfaGfccuCfgAfuAfaCfuscsuuAu 757 153
AMO04542-AS usGfsaGfaAfuGfaGfccuCfgAfuAfaCfuscuuAu 758 153
AMO04544-AS usCfsgsUfaUfaAfCfAfauaAfgGfgGfcUfgcsusu 759 162
AMO04545-AS usCfsgsUfaUfaAfCfAfauaagGfgGfcusu 760 164
AMO04546-AS usCfsgsUfaUfaAfCfAfaUfaagGfgGfcusu 761 164
AMO04582-AS usCfsgUfaUfaacaaUfaAfgGfgGfcUfgsCfsc 762 180
AMO04583-AS dTusCfsgUfaUfaacaaUfaAfgGfgGfcUfgsCfsc 763 181
AMO04584-AS dTusCfsgUfaUfaacaaUfaAfgGfgGfcUfgscsc 764 181
AMO04585-AS dTusCfsgsUfaUfaacaaUfaAfgGfgGfcUfgscsc 765 181
AMO04586-AS dTusCfsgsUfaUfaacaaUfaAfgGfgGfcUfgcesc 766 181
AMO04587-AS dTusCfsgsUfaUfaacaaUfaAfgGfgGfcusg 767 182
AMO04609-AS epTcPrsCfsgsUfaUfaAfCfAfauaAfgGfgGfcusu 768 178
AMO04610-AS epTMsCfsgsUfaUfaAfCfAfauaAfgGfgGfcusu 769 178
AMO04677-AS usGfsaGfaAfuGfaGfccuCfgAfuAfaCfsuscuuAu 770 153
AMO04678-AS usGfsaGfaAfuGfaGfccuCfgAfuAfasCfsucuuAu 771 153
AMO04679-AS usGfsaGfaAfuGfaGfccuCfgAfuAfaCfuasuscGe 772 183
AMO04680-AS usGfsaGfaAfuGfaGfccuCfgAfuAfaCfuasusuCa 773 184
AMO04681-AS usGfsaGfaAfuGfaGfccuCfgAfuAfaCfuascsgAu 774 185
AMO04733-AS us(5Me-Gf)saGfaAfuGfaGfccuCfgAfuAfaCfucsusuAu 775 153
AMO04734-AS usGfsa(5Me-Gf)aAfuGfaGfccuCfgAfuAfaCfucsusuAu 776 153
AMO04735-AS usGfsaGfaAfu(5Me-Gf)aGfccuCfgAfuAfaCfucsusuAu 777 153
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AMO04736-AS usGfsaGfaAfuGfa(5Me-Gf)ccuCfgAfuAfaCfucsusuAu 778 153
AMO04805-AS vpusCfsgsUfaUfaAfCfAfauaAfgGfgGfcgsu 779 186
AMO04821-AS usCfsgUfaUfaacaaUfaAfgGfgGfcUfgCfscsu 780 187
AMO04822-AS usCfsgUfaUfaacaaUfaAfgGfgGfcUfgCfsusu 781 162
AMO04823-AS vpusCfsgUfaUfaacaaUfaAfgGfgGfcUfgCfscsu 782 187
AMO04824-AS vpusCfsgUfaUfaacaaUfaAfgGfgGfcUfgCfsusu 783 162
AMO04871-AS usGfsaGfaAfuGfAfgccuCfgAfuAfaCfusCfsuuAu 784 153
AMO04872-AS cPrpusGfsaGfaAfuGfaGfccuCfgAfuAfaCfucsusuAu 785 153
AMO04873-AS cPrpusCfsgUfaUfaacaaUfaAfgGfgGfcUfgCfscsuAu 786 156
AMO04874-AS usCfsgUfaUfaacaaUfaAfgGfgGfcsusu 787 164
AMO04875-AS cPrpusCfsgUfaUfaacaaUfaAfgGfgGfcsusu 788 164
AMO04876-AS usCfsgUfaUfaacaaUfaAfgGfgGfcsusg 789 188
AMO04877-AS usCfsgUfaUfaacaaUfaAfgGfgGfcsUfsg 790 188
AMO04878-AS cPrpusCfsgUfaUfaacaaUfaAfgGfgGfcUfgCfsusu 791 162
AMO04879-AS usGfsaGfaAfuGfaGfcCfuCfgAfuAfaCfucsusuAu 792 153
AMO04880-AS cPrpusGfsaGfaAfuGfaGfcCfuCfgAfuAfaCfucsusuAu 793 153
AMO04969-AS cPrpTMsGfsaGfaAfuGfaGfcCfuCfgAfuAfaCfucsusuAu 794 109
AMO04970-AS cPrpTMsCfsgUfaUfaacaaUfaAfgGfgGfcUfgCfscsuAu 795 111
AMO04971-AS cPrpTMsCfsgUfaUfaacaaUfaAfgGfgGfcsusu 796 178
AMO04972-AS cPrpTMsCfsgUfaUfaacaaUfaAfgGfgGfcUfgCfsusu 797 189
AMO04979-AS usCfsgsUfaUfaAfcAfaUfaAfgGfgGfcusu 798 164
1532-AS01 usgsagaaugaGfccuCfgAfuAfaCfuCfsusuAu 799 153
1532-AS02 usgsagaauGfagccuCfgAfuAfaCfuCfsusuAu 800 153
1532-AS03 usgsagaAfugagccuCfgAfuAfaCfuCfsusuAu 801 153
1532-AS04 usgsaGfaaugagccuCfgAfuAfaCfuCfsusuAu 802 153
1532-AS05 usGfsagaaugagccuCfgAfuAfaCfuCfsusuAu 803 153
1532-AS06 dTsgsagaaugagccuCfgAfuAfaCfuCfsusuAu 804 109
1532-AS07 dTsGfsaGfaAfugagccuCfgAfuAfaCfuCfsusuAu 805 109
1532-AS08 dTsGfsaGfaAfugaGfccuCfgauAfaCfuCfsusuAu 806 109
1532-AS09 dTsGfsaGfaAfuGfagccuCfgauAfaCfuCfsusuAu 807 109
1532-AS10 dTsGfsaGfaAfugagccuCfgauAfaCfuCfsusuAu 808 109
1532-AS11 dTsGfsaGfaAfugagccuCfgAfuaaCfuCfsusuAu 809 109
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1532-AS12 dTsGfsaGfaAfugaGfccuCfgauaaCfuCfsusuAu 810 109
1532-AS13 dTsGfsaGfaAfuGfagccuCfgauaaCfuCfsusuAu 811 109
1532-AS15 dTsgsagaaugaGfccuCfgAfuAfaCfuCfsusuAu 812 109
1532-AS16 dTsgsagaauGfagccuCfgAfuAfaCfuCfsusuAu 813 109
1532-AS17 dTsgsagaAfugagccuCfgAfuAfaCfuCfsusuAu 814 109
1532-AS18 dTsgsaGfaaugagccuCfgAfuAfaCfuCfsusuAu 815 109
1532-AS19 dTsGfsagaaugagccuCfgAfuAfaCfuCfsusuAu 816 109
1532-AS20 usgsagaaugagccuCfgAfuAfaCfuCfsusuAu 817 153
1532-AS21 usGfsaGfaAfugagccuCfgAfuAfaCfuCfsusuAu 818 153
1532-AS22 usGfsaGfaAfugaGfccuCfgauAfaCfuCfsusuAu 819 153
1532-AS23 usGfsaGfaAfuGfagccuCfgauAfaCfuCfsusuAu 820 153
1532-AS24 usGfsaGfaAfugagccuCfgauAfaCfuCfsusuAu 821 153
1532-AS25 usGfsaGfaAfugagccuCfgAfuaaCfuCfsusuAu 822 153
1532-AS27 usGfsaGfaAfuGfagccuCfgauaaCfuCfsusuAu 823 153
1533-AS01 usgsaCfaCfcugAfuucUfgUfuUfcUfgAfsgsuAu 824 154
1533-AS02 usgsaCfaCfcUfgauucUfgUfuUfcUfgAfsgsuAu 825 154
1533-AS04 dTsgsaCfaCfcugauucUfgUfuUfcUfgAfsgsuAu 826 110
1533-AS05 dTsGfsaCfaCfcugAfuucUfguuUfcUfgAfsgsuAu 827 110
1533-AS06 dTsGfsaCfaCfcUfgauucUfguuUfcUfgAfsgsuAu 828 110
1533-AS07 dTsGfsaCfaCfcUfgauucUfgUfuucUfgAfsgsuAu 829 110
1533-AS08 dTsGfsaCfaCfcUfgAfuucUfguuucUfgAfsgsuAu 830 110
1533-AS09 dTsGfsaCfaCfcUfgAfuucUfguuUfcugAfsgsuAu 831 110
1533-AS10 dTsGfsaCfaCfcUfgAfuucUfgUfuucugAfsgsuAu 832 110
1533-AS11 dTsGfsaCfaCfcUfgAfuucUfguuucugAfsgsuAu 833 110
1533-AS12 dTsGfsaCfaCfcUfgAfuucUfguuucUfgasgsuAu 834 110
1533-AS13 dTsGfsaCfaCfcUfgAfuucUfguuUfcugasgsuAu 835 110
1533-AS16 dTsgsaCfaCfcugAfuucUfgUfuUfcUfgAfsgsuAu 836 110
1533-AS17 dTsgsaCfaCfcUfgauucUfgUfuUfcUfgAfsgsuAu 837 110
1533-AS19 usgsaCfaCfcugauucUfgUfuUfcUfgAfsgsuAu 838 154
1533-AS20 usGfsaCfaCfcugAfuucUfguuUfcUfgAfsgsuAu 839 154
1533-AS21 usGfsaCfaCfcUfgauucUfguuUfcUfgAfsgsuAu 840 154
1533-AS22 usGfsaCfaCfcUfgauucUfgUfuucUfgAfsgsuAu 841 154
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1533-AS23 usGfsaCfaCfcUfgAfuucUfguuucUfgAfsgsuAu 842 154
1533-AS24 usGfsaCfaCfcUfgAfuucUfguuUfcugAfsgsuAu 843 154
1533-AS25 usGfsaCfaCfcUfgAfuucUfgUfuucugAfsgsuAu 844 154
1533-AS26 usGfsaCfaCfcUfgAfuucUfguuucugAfsgsuAu 845 154
1533-AS27 usGfsaCfaCfcUfgAfuucUfguuucUfgasgsuAu 846 154
1533-AS28 usGfsaCfaCfcUfgAfuucUfguuUfcugasgsuAu 847 154
1533-CfinAS dTsGfsacaccUfgAfuucUfgUfuUfcUfgAfsgsuAu 848 110
AMO05490-AS usGfsasGfaAfuGfaGfcCfuCfgAfuAfausu 1262 177
AMO05492-AS cPrpTMsCfsgsUfaUfaAfCfAfaUfaAfgGfgGfcusu 1263 178
AMO05493-AS cPrpTMsCfsgsUfaUfaAfcAfaUfaAfgGfgGfcusu 1264 178
AMO05495-AS usCfsguauaaCfaaUfaAfgggGfcugCfscsuAu 1265 156
AMO05496-AS usCfsguaUfaaCfaaUfaAfgggGfcugCfscsuAu 1266 156
AMO05497-AS usCfsgUfaUfaacaaUfaAfgGfgGfcsUfsu 1267 164
AMO05498-AS usCfsgsUfaUfaAfCfAfaUfaAfgGfgGfcusu 1268 164
Tabnuua 2B. Cmeiciosbie nenu arenta PHKu JITTA, umeromue monuuuupoBaHHbIE
HYKJICOTHUBI.
D SEQ
cmbicioBori  IlocnmemosarenbHocts CIL S' — 3! SEQ D
ID NO.
LIeTTH NO.
AMO01173-SS AfcGfcAfgAfaGfgGfaCfuGfcCfgAf(invdT) 849 190
AMO01174-SS GfgGfgUfgCfaGfgAfgUfgCfuAfcAf(invdT) 850 191
AMO01175-SS CfuGfuGfgCfaGfcCfcCfuUfaUfuAf(invdT) 851 192
AMO01176-SS GfgCfaGfcCfcCfuUfaUfuGfuUfaAf(invdT) 852 193
AMO01177-SS AfgCfcCfcUfuAfuUfgUfuAfuAfcAf(invdT) 853 194
AMO01178-SS GfcCfcCfuUfaUfuGfuUfaUfaCfgAf(invdT) 854 195
AMO01179-SS UfgAfcAfcAfaUfgCfuCfaGfaCfgAf(invdT) 855 196
AMO01180-SS GfaCfaCfaAfuGfcUfcAfgAfcGfcAf(invdT) 856 197
AMO01181-SS AfcAfcAfaUfgCfuCfaGfaCfgCfaAf(invdT) 857 198
AMO01182-SS AfcAfaUfgCfuCfaGfaCfgCfaGfaAf(invdT) 858 199
AMO01183-SS CfuGfcCfgAfaAfuCfcAfgAfuCfcAf(invdT) 859 200
AMO01184-SS GfcCfgAfaAfuCfcAfgAfuCfcUfgAf(invdT) 860 201
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AMO01185-SS UfgAfcAfcGfaUfgCfuCfaGfaUfgAf(invdT) 861 202
AMO01186-SS GfaCfaCfgAfuGfcUfcAfgAfuGfcAf(invdT) 862 203
AMO01187-SS AfcAfcGfaUfgCfuCfaGfaUfgCfaAf(invdT) 863 204
AMO01188-SS AfcGfaUfgCfuCfaGfaUfgCfaGfaAf(invdT) 864 205
AMO01189-SS UfcCfaAfgCfcUfaGfaGfgCfuUfuAf(invdT) 865 206
AMO01190-SS AfgGfaAfaCfcCfcCfgGfgGfuAfcAf(invdT) 866 207
AMO01191-SS GfgAfaAfcCfcCfcGfgGfgUfaCfaAf(invdT) 867 208
AMO01192-SS GfaAfaCfcCfcCfgGfgGfuAfcAfgAf(invdT) 868 209
AMO01193-SS  UfgCfuAfcUfaCfcAfuUfaUfgGfaAf(invdT) 869 210
AMO01194-SS GfcUfaCfuAfcCfaUfuAfuGfgAfcAf(invdT) 870 211
AMO01195-SS CfuAfcCfaUfuAfuGfgAfcAfgAfgAf(invdT) 871 212
AMO01196-SS AfcCfaCfaCfcAfgCfaUfaGfuCfgAf(invdT) 872 213
AMO01197-SS CfcAfcAfcCfaGfcAfuAfgUfcGfgAf(invdT) 873 214
AMO01198-SS CfaCfaCfcAfgCfaUfaGfuCfgGfaAf(invdT) 874 215
AMO01199-SS CfaCfcAfgCfaUfaGfuCfgGfaCfcAf(invdT) 875 216
AMO01200-SS AfuAfgUfcGfgAfcCfcCfaGfaAfaAf(invdT) 876 217
AMO01201-SS UfaGfuCfgGfaCfcCfcAfgAfaAfaAf(invdT) 877 218
AMO01202-SS CfcAfgAfuGfcUfgAfgAfuUfcGfcAf(invdT) 878 219
AMO01203-SS GfcUfgAfgAfuUfcGfcCfcUfuGfgAf(invdT) 879 220
AMO01204-SS CfuGfaGfaUfuCfgCfcCfuUfgGfuAf(invdT) 880 221
AMO01205-SS UfgAfgAfuUfcGfcCfcUfuGfgUfgAf(invdT) 881 222
AMO01206-SS GfaGfaUfuCfgCfcCfuUfgGfuGfuAf(invdT) 882 223
AMO01207-SS AfuGfgAfuCfcCfaGfuGfuCfaGfgAf(invdT) 883 224
AMO01208-SS GfaAfuCfaAfgUfgUfcCfuUfgCfaAf(invdT) 884 225
AMO01209-SS AfaUfcAfaGfuGfuCfcUfuGfcAfaAf(invdT) 885 226
AMO01210-SS GfaAfgCfaCfcAfaCfgGfaGfcAfaAf(invdT) 886 227
AMO01211-SS GfaGfuUfaUfcGfaGfgCfuCfaUfuAf(invdT) 887 228
AMO01212-SS AfgUfuAfuCfgAfgGfcUfcAfuUfcAf(invdT) 888 229
AMO01213-SS GfaCfaAfcAfgAfaUfaUfuAfuCfcAf(invdT) 889 230
AMO01214-SS CfuUfgGfuGfuUfaUfaCfcAfuGfgAf(invdT) 890 231
AMO01215-SS GfgUfgUfuAfuAfcCfaUfgGfaUfcAf(invdT) 891 232
AMO01216-SS UfaUfaCfcAfuGfgAfuCfcCfaAfuAf(invdT) 892 233
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AMO01217-SS AfuAfcCfaUfgGfaUfcCfcAfaUfgAf(invdT) 893 234
AMO01218-SS UfaCfcAfuGfgAfuCfcCfaAfuGfuAf(invdT) 894 235
AMO01219-SS AfcCfaUfgGfaUfcCfcAfaUfgUfcAf(invdT) 895 236
AMO01220-SS GfcAfaCfcUfgAfcAfcAfaUfgUfcAf(invdT) 896 237
AMO01221-SS CfuGfaCfaCfaAfuGfuCfcAfgUfgAf(invdT) 897 238
AMO01222-SS CfcAfgUfgAfcAfgAfaUfcAfaGfuAf(invdT) 898 239
AMO01223-SS UfuAfuCfgAfgGfcUfcAfuUfcUfcAf(invdT) 899 240
AMO01224-SS AfgAfaUfaCfuAfcCfcAfaAfuGfgAf(invdT) 900 241
AMO01225-SS AfaUfaCfuAfcCfcAfaAfuGfgUfgAf(invdT) 901 242
AMO01226-SS AfuAfcUfaCfcCfaAfaUfgGfuGfgAf(invdT) 902 243
AMO01227-SS AfuUfcGfcCfcUfuGfgUfgUfuAfuAf(invdT) 903 244
AMO01228-SS UfaUfaCfcAfuGfgAfuCfcCfaGfuAf(invdT) 904 245
AMO01229-SS AfuAfcCfaUfgGfaUfcCfcAfgUfgAf(invdT) 905 246
AMO01230-SS CfaCfaAfcUfcCfcAfcGfgUfgGfuAf(invdT) 906 247
AMO01231-SS AfaGfaAfcAfuGfuCfaGfuCfuUfgAf(invdT) 907 248
AMO01232-SS AfgUfgUfcCfuCfaCfaAfcUfcCfcAf(invdT) 908 249
AMO01233-SS AfaCfaAfgCfaCfcAfcCfuGfaGfaAf(invdT) 909 250
AMO01234-SS CfcUfgAfgAfaAfaGfcCfcUfgUfgAf(invdT) 910 251
AMO01235-SS UfgAfuAfcCfaCfaCfuGfgCfaUfcAf(invdT) 911 252
AMO01236-SS GfaUfaCfcAfcAfcUfgGfcAfuCfaAf(invdT) 912 253
AMO01237-SS GfaAfaCfaGfaAfuCfaGfgUfgUfcAf(invdT) 913 254
AMO01238-SS AfaAfcAfgAfaUfcAfgGfuGfuCfcAf(invdT) 914 255
AMO01239-SS CfaGfaAfuCfaGfgUfgUfcCfuAfgAf(invdT) 915 256
AMO01795-SS CfcUfgUfgGfcAfgCfcCfcUfuAfuAf(invdT) 916 257
AMO01797-SS UfgGfcAfgCfcCfcUfuAfuUfgUfuAf(invdT) 917 258
AMO01799-SS AfcAfcCfaGfcAfuAfgUfcGfgAfcAf(invdT) 918 259
AMO01801-SS GfgAfaUfcCfaGfaUfgCfuGfaGfaAf(invdT) 919 260
AMO01803-SS UfcCfaGfaUfgCfuGfaGfaUfuCfgAf(invdT) 920 261
AMO01805-SS AfuGfcUfgAfgAfuUfcGfcCfcUfuAf(invdT) 921 262
AMO01807-SS CfcAfuGfgAfuCfcCfaGfuGfuCfaAf(invdT) 922 263
AMO01809-SS CfuGfaAfgAfaGfcAfcCfaAfcGfgAf(invdT) 923 264
AMO01811-SS UfcCfaGfuGfaCfaGfaAfuCfaAfgAf(invdT) 924 265
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AMO01813-SS  CfuCfaCfaAfcUfcCfcAfcGfgUfgAf(invdT) 925 266
AMO1815-SS  AfgAfaUfcAfgGfuGfuCfcUfaGFaAf(invdT) 926 267
AMO01817-SS  UfcAfgGfuGFfuCfcUfaGfaGfaCfuAf(invdT) 927 268
AMO02006-SS  (Chol-TEG)uAuAfgCfeCfcUfUfAfuUfgUfuAfuAfcAF(invdT) 928 269
AMO02010-SS (Chol-TEG)uAuGfcCfcCfuUfAfUfuGfuUfaUfaCfgAf(invdT) 929 270
AMO02014-SS  (Chol-TEG)uAuGfaCfaCfaAfUfGfcUfcAfgAfcGfcAf(invdT) 930 271
AMO02018-SS (Chol-TEG)uAuAfcAfcAfaUfGFCfuCfaGfaCfgCfaAf(invdT) 931 272
AMO02022-SS  (Chol-TEG)uAuUfuAfuCfgAfGFGfcUfcAfuUfcUFCAR(invdT) 932 273
AMO02026-SS  (Chol-TEG)uAuGfaAfaCfaGFAFAfuCfaGfgUfgUfcAf(invdT) 933 274
AMO02030-SS  (Chol-TEG)uAuAfcAfcCfaGFCFAfuAfgUfcGFgAfcAf(invdT) 934 275
AMO02034-SS  (Chol-TEG)uAuUfcCfaGfaUfGfCfuGfaGfaUfuCfgAf(invdT) 935 276
AMO02038-SS (Chol-TEG)uAuAfuGfcUfgAfgAfuUfcGFeCfcUfuAf(invdT) 936 277
AMO02042-SS  (Chol-TEG)uAuCfcAfuGfgAfUfCfcCfaGfuGFfuCfaAf(invdT) 937 278
AMO02211-SS  UfgUfgGfcAfGFCfcCfcUfuAfuUfgAf(invdT) 938 279
AM02212-SS CfaCfaAfuGFCfUfcAfgAfcGfcAfgAf(invdT) 939 280
AMO02213-SS  CfcGfaAfaUfCfCfaGfaUfcCfuGFuAf(invdT) 940 281
AMO02214-SS  GfaCfuGfaGfGfAfaAfcCfcCfcGTgAf(invdT) 941 282
AMO02215-SS  CfuAfcUfaCfCfAfuUfaUfgGFaCfaAf(invdT) 942 283
AMO02216-SS  AfcUfaCfcAfUfUfaUfgGFaCfaGfaAf(invdT) 943 284
AMO02217-SS  UfaCfcAfuUfAfUfgGfaCfaGfaGfuAf(invdT) 944 285
AMO02218-SS  AfcCfaUfuAfUFGFgAfcAfgAfgUfuAf(invdT) 945 286
AMO02219-SS  AfgAfuGfcUGFAfgAfuUfcGFcCfcAf(invdT) 946 287
AMO02220-SS  GfaUfgCfuGFAfGFaUfuCfgCfcCfuAf(invdT) 947 288
AMO02221-SS  AfgAfuUfcGFCFCfcUfuGfgUfgUfuAf(invdT) 948 289
AMO02222-SS  GfaCfaGfaAfUfCfaAfgUfgUfcCfuAf(invdT) 949 290
AMO02223-SS  AfcAfuGfuCFAFGFuCfuUfgGFuCfcAf(invdT) 950 291
AMO02224-SS  CfcAfaAfuGGfUfgGfcCfuGFaCfcAf(invdT) 951 292
AMO02225-SS  UfgGfuGfuUfAfUfaCfcAfuGFfgAfuAf(invdT) 952 293
AMO02226-SS  UfgUfuAfuAfCfCfaUfgGFaUfcCicAf(invdT) 953 294
AMO02227-SS  AfaCfcUfgAfCfAfcAfaUfgUfcCraAf(invdT) 954 295
AMO02228-SS  AfaUfgUfcCFATGfuGfaCfaGfaAfuAf(invdT) 955 296
AMO02229-SS  UfgUfuUfcUfGFAfaCfaAfgCfaCfcAf(invdT) 956 297
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AMO02230-SS  UfaUfcGfaGfGfCfuCfaUfuCfuCfcAf(invdT) 957 298
AMO02231-SS UfcGfaGfgCfUfCfaUfuCfuCfcAfcAf(invdT) 958 299
AMO02232-SS  UfcCfuCfaCfAfAfcUfcCfcAfcGfgAf(invdT) 959 300
AMO02233-SS CfaAfcUfcCfCfAfcGfgUfgGfuCfcAf(invdT) 960 301
AMO02234-SS GfcUfcCfuUfCfUfgAfaCfaAfgCfaAf(invdT) 961 302
AMO02235-SS AfuAfcCfaCfAfCfuGfgCfaUfcAfgAf(invdT) 962 303
AMO02236-SS AfcAfgAfaUfCfAfgGfuGfuCfcUfaAf(invdT) 963 304
AMO02237-SS GfaAfuCfaGfGfUfgUfcCfuAfgAfgAf(invdT) 964 305
AMO02238-SS AfaUfcAfgGfUfGfuCfcUfaGfaGfaAf(invdT) 965 306
AMO02239-SS AfuCfaGfgUfGfUfcCfuAfgAfgAfcAf(invdT) 966 307
uAuAusAfsgUfuAfuCfgAfgGfcUfcAfuUfcUfcAf(C6-SS-Alk-
AMO02441-SS 967 308
Me)
uAuAusAfsgUfuAfuCfgaGfGfcUfcAfuUfcUfcAf(C6-SS-Alk-
AMO02442-SS 968 308
Me)
uAuAusAfsgUfuAfuCfGfaGfGfcUfcAfuUfcUfcAf(C6-SS-Alk-
AMO02443-SS 969 308
Me)
uAuAusasGfuUfaUfcGfaGfGfcUfcAfuUfcUfcAf(C6-SS-Alk-
AMO02444-SS 970 308
Me)
uAuAusCfsaGfaAfaCfaGfaAfuCfaGfgUfgUfcAf(C6-SS-Alk-
AMO02445-SS 971 309
Me)
uAuAusCfsaGfaAfaCfagAfAfuCfaGfgUfgUfcAf(C6-SS-Alk-
AMO02446-SS 972 309
Me)
uAuAusCfsaGfaAfaCfAfgAfAfuCfaGfgUfgUfcAf(C6-SS-Alk-
AMO02447-SS 973 309
Me)
uAuAuscsAfgAfaAfcAfgAfAfuCfaGfgUfgUfcAf(C6-SS-Alk-
AMO02448-SS 974 309
Me)
uAuAusCfsaGfcCfcCfuUfAfUfuGfuUfaUfaCfgAf(C11-PEG3-
AMO02537-SS 975 310
NAG3)
uAuAusCfsuGfaCfaCfaAfUfGfcUfcAfgAfcGfcAf(C11-PEG3-
AMO02538-SS 976 311
NAG3)
uAuAusUfsgAfcAfcAfaUfGfCfuCfaGfaCfgCfaAf(C11-PEG3-
AMO02539-SS 977 312
NAG3)
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uAuAusAfsgUfuAfuCfgAfGfGfcUfcAfuUfcUfcAf(C11-PEG3-

AMO02540-SS 978 308

NAG3)

uAuAusCfsaGfaAfaCfaGfAfAfuCfaGfgUfgUfcAf(C11-PEG3-
AM02541-SS 979 309

NAG3)

uAuAusAfsgAfuGfcUfgAfGFAfuUfcGfcCfcUfuAf(C11-PEG3-
AM02542-SS 980 313

NAG3)
AMO02793-SS gsCfsaGfcCfcCfuUfaUfuGfuUfa(invdA) 981 314
AMO02794-SS  gsCfscCfcUfuAfuUfgUfuAfuAfc(invdA) 982 315
AMO02795-SS  csCfscCfuUfaUfuGfuUfaUfaCfg(invdA) 983 316
AMO02796-SS asCfsaCfaAfuGfcUfcAfgAfcGfc(invdA) 984 317
AMO02797-SS csAfscAfaUfgCfuCfaGfaCfgCfa(invdA) 985 318
AMO02798-SS csCfsgAfaAfuCfcAfgAfuCfcUfg(invdA) 986 319
AMO02799-SS csAfscGfaUfgCfuCfaGfaUfgCfa(invdA) 987 320
AMO02800-SS csCfsaCfaCfcAfgCfaUfaGfuCfg(invdA) 988 321
AMO02801-SS usAfsgUfcGfgAfcCfcCfaGfaAfa(invdA) 989 322
AMO02802-SS csAfsgAfuGfcUfgAfgAfuUfcGfc(invdA) 990 323
AMO02803-SS asAfsuCfaAfgUfgUfcCfuUfgCfa(invdA) 991 324
AMO02804-SS asGfsuUfaUfcGfaGfgCfuCfaUfu(invdA) 992 325
AMO02805-SS gsUfsuAfuCfgAfgGfcUfcAfuUfc(invdA) 993 326
AMO02806-SS csAfsaCfcUfgAfcAfcAfaUfgUfc(invdA) 994 327
AMO02807-SS usAfsuCfgAfgGfcUfcAfuUfcUfc(invdA) 995 328
AM02808-SS gsAfsaUfaCfuAfcCfcAfaAfuGfg(invdA) 996 329
AM02809-SS asUfsaCfuAfcCfcAfaAfuGfgUfg(invdA) 997 330
AM02810-SS asAfsaCfaGfaAfuCfaGfgUfgUfc(invdA) 998 331
AMO02811-SS asAfscAfgAfaUfcAfgGfuGfuCfc(invdA) 999 332
AMO02812-SS CfsasGfcCfcCfuUfaUfuGfuUfa(invdA) 1000 333
AMO02813-SS CfscsCfcUfuAfuUfgUfuAfuAfc(invdA) 1001 334
AMO02814-SS CfscsCfuUfaUfuGfuUfaUfaCfg(invdA) 1002 335
AMO02815-SS CfsasCfaAfuGfcUfcAfgAfcGfc(invdA) 1003 336
AMO02816-SS AfscsAfaUfgCfuCfaGfaCfgCfa(invdA) 1004 337
AMO02817-SS CfsgsAfaAfuCfcAfgAfuCfcUfg(invdA) 1005 338
AMO02818-SS AfscsGfaUfgCfuCfaGfaUfgCfa(invdA) 1006 339
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AMO02819-SS CfsasCfaCfcAfgCfaUfaGfuCfg(invdA) 1007 340

AM02820-SS AfsgsUfcGfgAfcCfcCfaGfaAfa(invdA) 1008 341

AMO02821-SS AfsgsAfuGfcUfgAfgAfuUfcGfc(invdA) 1009 342

AMO02822-SS AfsusCfaAfgUfgUfcCfuUfgCfa(invdA) 1010 343

AMO02823-SS GfsusUfaUfcGfaGfgCfuCfaUfu(invdA) 1011 344

AMO02824-SS  UfsusAfuCfgAfgGfcUfcAfuUfc(invdA) 1012 345

AM02825-SS AfsasCfcUfgAfcAfcAfaUfgUfc(invdA) 1013 346

AMO02826-SS AfsusCfgAfgGfcUfcAfuUfcUfc(invdA) 1014 347

AMO02827-SS AfsasUfaCfuAfcCfcAfaAfuGfg(invdA) 1015 348

AMO02828-SS UfsasCfuAfcCfcAfaAfuGfgUfg(invdA) 1016 349

AMO02829-SS AfsasCfaGfaAfuCfaGfgUfgUfc(invdA) 1017 350

AMO02830-SS AfscsAfgAfaUfcAfgGfuGfuCfc(invdA) 1018 351
uAuAusAfsgUfuauCfgAfGfGfcUfcAfuUfcUfcAf(C11-PEG3-

AMO02861-SS 1019 308
NAG3)

AM02941-SS uAuAusasguuaucgAfgGfcucauucuca(C11-PEG3-NAG3) 1020 308

AM02942-SS uAuAusasguuaucgaGfGfcucauucuca(C11-PEG3-NAG3) 1021 308

AM02946-SS uAuAuscsagaaaCfagAfAfuCfagguguca(C11-PEG3-NAG3) 1022 309

AM02947-SS uAuAuscsagaaaCfaGfaAfuCfagguguca(C11-PEG3-NAG3) 1023 309

AM02948-SS uAuAuscsagaaacaGfaAfucagguguca(C11-PEG3-NAG3) 1024 309

AM02949-SS uAuAuscsagaaacagAfAfucagguguca(C11-PEG3-NAG3) 1025 309
(Creapun)uAuAusCfsaGfaAfaCfaGfAfAfuCfaGfgUfgUfcAf(C

AMO03030-SS 1026 309
11-PEG3-NAG3)
uAuAusCfsagaAfaCfaGfAfAfuCfaGfgUfgUfcAf(C11-PEG3-

AMO03036-SS 1027 309
NAG3)
uAuAusCfsagaaaCfaGfAfAfuCfaGfgUfgUfcAf(C11-PEG3-

AMO03037-SS 1028 309
NAG3)

AMO03038-SS uAuAusCfsagaaaCfagaAfuCfaggUfgUfcAf(C11-PEG3-NAG3) 1029 309
uAuAusCfsaGfaAfaCfaGfAfAfuCfagGfuGfucAf(C11-PEG3-

AMO03039-SS 1030 309
NAG3)

AMO03042-SS uAuAusCfsaGfaAfaCfaGfAfAfucagguguca(C11-PEG3-NAG3) 1031 309
uAuAusCfsaGfaAfaCfaGfAfAfuCfaggugUfca(C11-PEG3-

AMO03060-SS 1032 309

NAG3)
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uAuAusCfsaGfaAfaCfaGfAfAfuCfagguguca(C11-PEG3-

AMO03061-SS 1033 309
NAG3)
AMO03062-SS uAuAusCfsagaaaCfaGfAfAfuCfaggugUfca(C11-PEG3-NAG3) 1034 309
uAuAusCfsaGfaAfaCfaGfaAfuCfaGfgugucAf(C11-PEG3-
AMO03064-SS 1035 309
NAG3)
uAuAusAfsgUfuAfuCfgAfGfGfcUfcAfuUfcUfCMAM(C11-
AMO03122-SS 1036 308
PEG3-NAG3)
uAuAUunaAfsgsUTfuAfuCfgAfGfGfcUfcAfuUfcUfcAf(C11-
AMO03123-SS 1037 308
PEG3-NAG3)
uAuAuAfsgsUfuAfuCfgAfGfGfcUfcAfuUfcUfcAf(C11-PEG3-
AMO03124-SS 1038 308
NAG3)
uAuAusCfsaGfcCfcCfuUfAfUfuGfuUfaUfaCfga(C11-PEG3-
AMO03125-SS 1039 310
NAG3)
uAuAuscsaGfcCfeCfuUfAfUfuGfuUfaUfaCfgAf(C11-PEG3-
AMO03126-SS 1040 310
NAG3)
uAuAuscsaGfeCfcCfuUfAfUfuGfuUfaUfaCfga(C11-PEG3-
AMO03128-SS 1041 310
NAG3)
uAuAusAfsgUfuAfuCfgAfGFGfcUfcAfuUfcUfcAf(C6-PEG4-
AMO03144-SS 1042 308
NAG3)
AMO03220-SS
uAuAusAfsgUfuAfuCfgAfGfGfcUfcauucuca 1043 308
1532-SS01
AMO03221-SS uAuAusAfsgUfuAfuCfgAfGfGfcucauucuca 1044 308
AMO03222-SS uAuAusAfsguuauCfgAfGfGfcUfcauucuca 1045 308
AMO03223-SS uAuAusAfsguuauCfgAfGfGfcucauucuca 1046 308
AMO03224-SS uAuAusasguuauCfgAfGfGfcucauucuca 1047 308
AMO03225-SS uAuAusasguuaucgAfGfGfcucauucuca 1048 308
AMO03226-SS uAuAusAfsgUfuAfuCfgAfGfdGecUfcauucuca 1049 308
AMO03227-SS uAuAusAfsgUfuAfuCfgAfGfdGecucauucuca 1050 308
AMO03228-SS uAuAusAfsguuauCfgAfGfdGeUfcauucuca 1051 308
AMO03229-SS uAuAusAfsguuauCfgAfGfdGecucauucuca 1052 308
AMO03230-SS uAuAusasguuauCfgAfGfdGcucauucuca 1053 308
AMO03231-SS uAuAusasguuaucgAfGfdGcucauucuca 1054 308
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AMO03232-SS uAuAusAfsgUfuAfuCfgaGfGfcUfcauucuca 1055 308
AMO03233-SS uAuAusAfsgUfuAfuCfgaGfGfcucauucuca 1056 308
AMO03234-SS uAuAusAfsguuauCfgaGfGfcUfcauucuca 1057 308
AMO03235-SS uAuAusAfsguuauCfgaGfGfcucauucuca 1058 308
AMO03236-SS uAuAusasguuauCfgaGfGfcucauucuca 1059 308
AMO03237-SS uAuAusasguuaucgaGfGfcucauucuca 1060 308
uAuAusAfsgUfuAfuCfgAfGfGfcUfcauucuca(C11-PEG3-
AMO03238-SS 1061 308
NAG3)
AMO03240-SS uAuAusAfsguuauCfgAfGfGfcUfcauucuca(C11-PEG3-NAG3) 1062 308
AMO03330-SS
uAuAusAfsgUfuAfuCfgAfGTfGfcUfcAfuUfcUfcAf 1063 308
1532-5S00
AMO03291-SS uAuAusCfsaGfcCfcCfuUfAfUfuGfuUfaUfaCfgAf 1064 310
AM03292-SS uAuAusCfsagcCfcCfuUfaUfuguUfaUfaCfga 1065 310
AM03293-SS uAuAusCfsagcCfcCfuUfaUfuguuauaCfga 1066 310
AMO03294-SS uAuAuscsagccccuUfaUfuguuauacga 1067 310
AMO03295-SS uAuAuscsagccccuuAfUfuguuauacga 1068 310
AMO03296-SS uAuAusCfsagcCfcCfuUfAfUfuguUfaUfaCfga 1069 310
AMO03297-SS uAuAusCfsagcCfcCfuUfAfUfuguuauaCfga 1070 310
AMO03298-SS uAuAuscsagccccuUfAfUfuguuauacga 1071 310
AMO03299-SS uAuAusCfsagcCfcCfuuAfUfuguuauaCfga 1072 310
AMO03277-SS uAuAuscsagccccuUfaUfuguuauacga(C11-PEG3-NAG3) 1073 310
uAuAusCfsagcCfcCfuUfaUfuguUfaUfaCfga(C11-PEG3-
AMO03275-SS 1074 310
NAG3)
AMO03276-SS uAuAusCfsageCfcCfuUfaUfuguuauaCfga(C11-PEG3-NAG3) 1075 310
AMO03278-SS uAuAuscsagccccuuAfUfuguuauacga(C11-PEG3-NAG3) 1076 310
uAuAusCfsagcCfcCfuUfAfUfuguUfaUfaCfga(C11-PEG3-
AMO03287-SS 1077 310
NAG3)
AMO03288-SS uAuAusCfsagcCfcCfuUfAfUfuguuauaCfga(C11-PEG3-NAG3) 1078 310
AM03289-SS uAuAuscsagccccuUfAfUfuguuauacga(C11-PEG3-NAG3) 1079 310
AMO03290-SS uAuAusCfsagcCfcCfuuAfUfuguuauaCfga(C11-PEG3-NAG3) 1080 310
AMO03243-SS uAuAusasguuaucgAfGfGfcucauucuca(C11-PEG3-NAG3) 1081 308
AMO03424-SS (Chol-TEG)uAuAusasguuaucgaGfGfcucauucuc(invdA) 1082 308

49




AMO03425-SS (Chol-TEG)uAuAusasguuaucgaGfGfcucauucuca 1083 308
(Chol-
AMO03426-SS 1084 308
TEG)uAuAusAfgUfuAfuCfgAfGfGfcUfcAfuUfcUfc(invdA)
AMO03457-SS CfscsCfcUfuAfuUfgUfuAfuAfca(NAG13) 1085 334
AMO03458-SS CfscsCfuUfaUfuGfuUfaUfaCfga(NAG13) 1086 335
AMO03459-SS  AfsgsAfuGfcUfgAfgAfuUfcGfca(NAG13) 1087 342
AMO03460-SS GfsusUfaUfcGfaGfgCfuCfaUfua(NAG13) 1088 344
AMO03461-SS AfsusCfgAfgGfcUfcAfuUfcUfca(NAG13) 1089 347
AMO03462-SS AfsasCfaGfaAfuCfaGfgUfgUfca(NAG13) 1090 350
AMO03489-SS uAuAusasguuaucgaGfGfcucauucuca(NAG13) 1091 308
AMO03492-SS uAuAusCfsaGfcCfcCfuUfAfUfuGfuUfaUfaCfga(NAG13) 1092 310
AMO03544-SS uAuAuscsagcccCfuUfaUfuguuauacga(NAG13) 1093 310
AMO03545-SS uAuAuscsagccccuuAfUfuGfuuauacga(NAG13) 1094 310
AMO03546-SS uAuAuscsagccccuUfAfUfuguuauacga(NAG13) 1095 310
AMO03547-SS uAuAusAfsgUfuAfuCfgAfGfGfcUfcAfuUfcUfcAf(NAG13) 1096 308
AMO03650-SS uAuAusasguuaucgAfGfGfcucauucuca(NAG13) 1097 308
AMO03651-SS uAuAuscsaGfcCfcCfuUfAfUfuGfuUfaUfaCfga(NAG13) 1098 310
AMO03670-SS uAuAuscsagcgccuUfAfUfuguuauacga(NAG13) 1099 352
AMO03683-SS uAuAuscsaGfcCfcCfuUfAfUfuGfuUfaUfaCfga 1100 310
AMO03741-SS cscsccUfUfAfuuguuauaca(NAG13) 1101 334
AMO03742-SS cscsccUfUfAfuuguuauaCMAM(NAG13) 1102 334
AMO03743-SS CMsCMsccUfUfAfuuguuauaCMAM(NAG13) 1103 334
AMO03746-SS cscscuUfAfUfuguuauacga(NAG13) 1104 335
AMO03747-SS cscscuUfAfUfuguuauacGMAM(NAG13) 1105 335
AMO03748-SS CMsCMscuUfAfUfuguuauacGMAM(NAG13) 1106 335
AMO03751-SS asuscgAfGfGfcucauucuca(NAG13) 1107 347
AMO03752-SS asuscgAfGfGfcucauucuCMAM(NAG13) 1108 347
AMO03753-SS  AMsTMscgAfGfGfcucauucuCMAM(NAG13) 1109 353
AMO03757-SS asascaGfAfAfucagguguca(NAG13) 1110 350
AMO03758-SS asascaGfAfAfucagguguCMAM(NAG13) 1111 350
AMO03759-SS AMsAMscaGfAfAfucagguguCMAM(NAG13) 1112 350
AMO03859-SS (NAG18)uauausasguuaucgAfGfGfcucauucuc(invdA) 1113 308
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AMO03861-SS (NAG18)uauauscsaGfcCfcCfuUfAfUfuGfuUfaUfaCfg(invdA) 1114 310
AMO03879-SS (NAG4)uscaGfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb) 1115 354
AMO03880-SS (NAG4)uscaGfcCfcCfuUfAfUfuGfuUfaUfaCfgsa(invAb) 1116 355
AMO03881-SS (NAG24)uscaGfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb) 1117 354
AMO03882-SS (NAG4)usaguuaucgAfGfGfcucauucucausu(invAb) 1118 356
AM03928-SS uAuAuscsagcccCfuUfAfUfuguuauacga(NAG13) 1119 310
AMO03931-SS uAuAusasguuauCfgAfGfGfcucauucuca(NAG13) 1120 308
AMO03968-SS (NAG4)uauauscaGfcCfcCfuUfAfUfuGfuUfaUfaCfgs(invdA) 1121 310
AMO03970-5S (NAG4)(invAb)GfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb) 1122 357
AMO04138-SS (NAG25)uauausasguuaucgAfGfGfcucauucuc(invdA) 1123 308
AMO04152-SS (Alk-PEG5-C6)uauausasguuaucgAfGfGfcucauucuCM(invdA) 1124 308
(Alk-SMPT-
AM04214-SS 1125 308
C6)uauausasguuaucgAfGfGfcucauucuCM(invdA)
AMO04233-SS (NAG26)uauausasguuaucgAfGfGfcucauucuCM(invdA) 1126 308
AMO04372-SS (NAG27)uauausasguuaucgAfGfGfcucauucuCM(invdA) 1127 308
AMO04381-SS (NAG25)auauscsagccccuUfAfUfuguuauacga(invdT) 1128 358
AMO04382-SS (NAG25)uauscsagccccuUfAfUfuguuauacgau(invdT) 1129 359
AMO04391-SS (NAG25)auausasguuaucgAfGfGfcucauucuca(invdT) 1130 360
AMO04392-SS (NAG25)uausasguuaucgAfGfGfcucauucucau(invdT) 1131 361
AMO04412-SS (NAG25)uauauscsagccccuUfAfUfuguuauacg(invdA) 1132 310
AMO04414-SS (NAG25)(invAb)gccccuUfAfUfuguuauacgauus(invAb) 1133 357
AMO04416-SS (NAG25)(invAb)uuaucgAfGfGfcucauucucausu(invAb) 1134 362
(NAG25)(invAb)GfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb
AMO04496-SS ) 1135 357
AMO04497-SS (NAG29)uauausasguuaucgAfGfGfcucauucuc(invdA) 1136 308
(NAG28)(invAb)GfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb
AM04499-SS ) 1137 357
AMO04498-SS (NAG29)uauauaasuuaucgaGfGfcucauucucsa(invAb) 1138 363
(NAG30)(invAb)GfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb
AMO04500-SS ) 1139 357
AMO04502-SS (NAG25)uauauaasuuaucgaGfGfcucauucucsa(invAb) 1140 363
AMO04535-SS (NAG25)uauaucsasgccccuUfAfUfuguuauacg(invdA) 1141 310
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AMO04536-SS (NAG25)uauaucasgccccuUfAfUfuguuauacg(invdA) 1142 310
AMO04537-SS (NAG25)uauauasgsuuaucgAfGfGfcucauucuc(invdA) 1143 308
AMO04538-SS (NAG25)uauauagsuuaucgAfGfGfcucauucuc(invdA) 1144 308
AMO04543-SS  (NAG30)uscaGfcCfcCfuUfAfUfuGfuUfaUfaCfgsa(invAb) 1145 355
AMO04578-SS (NAG25)ggcsagccccuUfAfUfuguuauacgAMs(invdT)dT 1146 364
AMO04588-SS (NAG25)ggcsageccccuUfAfUfuguuauacgAMsuu(invdT) 1147 365
AMO04579-SS (NAG25)GunagcsagecccuUfAfUfuguuauacgAMs(invdT)dT 1148 364
AMO04580-SS (NAG25)ggcs(invdA)gccccuUfAfUfuguuauacgAMs(invdT)dT 1149 364
AMO04581-SS (NAG25)csagccccuUfAfUfuguuauacgAMs(invdT)dTdTdT 1150 366
(NAG31)(invAb)GfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb
AM04611-SS ) 1151 357
(NAG32)(invAb)GfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb
AMO04612-SS ) 1152 357
AMO04669-SS (NAG25)uauauagsusuaucgAfGfGfcucauucuc(invdA) 1153 308
AMO04670-SS (NAG25)uauauagususaucgAfGfGfcucauucuc(invdA) 1154 308
AMO04671-SS (NAG25)gcgausasguuaucgAfGfGfcucauucuc(invdA) 1155 367
AMO04672-SS (NAG25)ugaausasguuaucgAfGfGfcucauucuc(invdA) 1156 368
AMO04673-SS (NAG25)aucgusasguuaucgAfGfGfcucauucuc(invdA) 1157 369
AMO04674-SS (NAG25)u(invdA)uausasguuaucgAfGfGfcucauucuc(invdA) 1158 308
AMO04675-SS (NAG25)uaua(invdA)sasguuaucgAfGfGfcucauucuc(invdA) 1159 370
AMO04676-SS (NAG25)uauaus(invdA)sguuaucgAfGfGfcucauucuc(invdA) 1160 308
AMO04726-SS (NAG30)aGfcCfcCfuUfAfUfuGfuUfaUfaCfgsa(invAb) 1161 371
AMO04727-SS (NAG30)aaGfcCfcCfuUfAfUfuGfuUfaUfaCfgsa(invAb) 1162 372
AMO04728-SS (NAG30)sasGfcCfcCfuUfAfUfuGfuUfaUfaCfgas(invAb) 1163 371
AMO04729-SS (NAG30)gscaGfcCfcCfuUfAfUfuGfuUfaUfaCfgsa(invAb) 1164 373
AMO04737-SS (NAG25)uauauagsuuaucgaGfGfcucauucucsa(invAb) 1165 374
AMO04741-SS (NAG30)sgscaGfcCfcCfuUfAfUfuGfuUfaUfaCfgsa(invAb) 1166 373
(NAG33)(invAb)GfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb
AMO04742-SS ) 1167 357
(NAG34)(invAb)GfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb
AMO04743-SS 1168 357

)
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(NAG35)(invAb)GfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb

AMO04744-SS ) 1169 357
AMO04803-SS (NAG30)acGfcCfcCfuUfAfUfuGfuUfaUfaCfgsa(invAb) 1170 375
AMO04804-SS (NAG30)sasaGfcCfcCfuUfAfUfuGfuUfaUfaCfgas(invAb) 1171 372
AMO04807-SS (NAG30)sascGfcCfcCfuUfAfUfuGfuUfaUfaCfgas(invAb) 1172 375
AMO04806-SS (NAG30)sgscaGfcCfcCfuUfAfUfuGfuUfaUfaCfgas(invAb) 1173 373
AMO04808-SS (NAG31)sGfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb) 1174 376
AMO04809-SS (NAG31)saGfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb) 1175 377
AMO04810-SS (NAG31)sasaGfcCfcCfuUfAfUfuGfuUfaUfaCfgas(invAb) 1176 372
AMO04811-SS (NAG31)sasaGfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb) 1177 378
(NAG31)sasaGfcCfcCfuUfAfUfuGfuUfaUfaCfg(invdA)usu(in
AM04812-SS 1178 378
vADb)
AMO04813-SS (NAG31)uauausasguuaucgAfGfGfcucauucuc(invdA) 1179 308
AMO04816-SS (NAG31)uauscsagccccuUfAfUfuguuauacgs(invdA) 1180 379
AMO04817-SS (NAG31)uagscsagccccuUfAfUfuguuauacgs(invdA) 1181 380
AMO04835-SS (NAG31)uaucagccccuUfAfUfuguuauacgs(invdA) 1182 379
AMO04819-SS (NAG31)sgscagccccuUfAfUfuguuauacgs(invdA) 1183 381
AMO04820-SS (NAG31)sgscagccccuUfAfUfuguuauacgsa(invAb) 1184 373
AMO04862-SS (NAG25)auaagasguuaucgAfGfGfcucauucuc(invdA) 1185 382
AMO04863-SS (NAG25)auaagsasguuaucgAfGfGfcucauucuc(invdA) 1186 382
AMO04864-SS (NAG25)auaggcsagccccuUfAfUfuguuauacg(invdA) 1187 383
AMO04865-SS (NAG25)auaggscsagccccuUfAfUfuguuauacg(invdA) 1188 383
AMO04866-SS (NAG25)scsageccccuUfAfUfuguuauacgs(invdA) 1189 384
AMO04867-SS (NAG31)scsagccccuUfAfUfuguuauacgs(invdA) 1190 384
AMO04868-SS (NAG25)sgsccccuUfAfUfuguuauacgauus(invAb) 1191 376
AMO04869-SS (NAG31)sgsccccuUfAfUfuguuauacgauus(invAb) 1192 376
AMO04870-SS (NAG25)sGfsccccuUfAfUfuguuauacgauus(invAb) 1193 376
AMO04978-SS (NAG31)sGfscCfcCfuUfAfUfuGfuUfaUfaCfgauus(invAb) 1194 376
(NAG25)uauauscsagcccc(NOTA-
AMO05070-SS 1195 385
dT)UfAfUfuguuauacg(invdA)
(NAG25)(invAb)GfcCfcCf(NOTA-
AMO05072-SS 1196 1241

dT)UfAfUfuGfuUfaUfaCfgausu(invAb)
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1532-5502 uAuAusAfsgUfuAfuCfgAfGfGfcucAfuucuca 1197 308
1532-5503 uAuAusAfsgUfuAfuCfgAfGfGfcucauUfcuca 1198 308
1532-S504 uAuAusAfsgUfuAfuCfgAfGfGfcucauucUfca 1199 308
1532-5S05 uAuAusAfsgUfuAfuCfgAfGfGfcucauucucAf 1200 308
1532-5S06 uAuAusAfsgUfuAfuCfgAfgGfcUfcauucucAf 1201 308
1532-5507 uAuAusAfsgUfuAfuCfgAfgGfcucAfuucucAf 1202 308
1532-5SS08 uAuAusAfsgUfuAfuCfgAfgGfcucauUfcucAf 1203 308
1532-SS09 uAuAusAfsgUfuAfuCfgAfgGfcucauucUfcAf 1204 308
1532-S510 uAuAusAfsgUfuAfuCfgAfgGfcucauucucAf 1205 308
1532-SS11 uAuAusAfsgUfuAfuCfgaGfGfcucauucucAf 1206 308
1532-5512 uAuAusAfsgUfuAfuCfgagGfcUfcauucucAf 1207 308
1532-5513 uAuAusAfsgUfuAfuCfgagGfcucAfuucucAf 1208 308
1532-S514 uAuAusAfsgUfuAfuCfgagGfcucauUfcucAf 1209 308
1532-5815 uAuAusAfsgUfuAfuCfgagGfcucauucUfcAf 1210 308
1532-S516 uAuAusAfsgUfuAfuCfgagGfcucauUfcUfcAf 1211 308
1532-SS17 uAuAusAfsgUfuauCfgAfgGfcucauUfcUfcAf 1212 308
1532-S518 uAuAusAfsgUfuauCfgaGfGfcucauUfcUfcAf 1213 308
1532-S519 uAuAusAfsgUfuauCfgagGfcUfcauUfcUfcAf 1214 308
1532-S520 uAuAusAfsgUfuauCfgagGfcucAfuUfcUfcAf 1215 308
1532-SS21 uAuAusAfsgUfuauCfgagGfcUfcAfuUfcUfcAf 1216 308
1532-5522 uAuAusAfsguuAfuCfgagGfcUfcAfuUfcUfcAf 1217 308
1532-5523 uAuAusAfsguuauCfgAfgGfcUfcAfuUfcUfcAf 1218 308
1532-5524 uAuAusAfsguuauCfgaGfGfcUfcAfuUfcUfcAf 1219 308
1533-CfinSS  uAuAuscsaGfaAfacaGfAfAfucaGfgUfgUfcAf 1220 309
1533-5S00 uAuAusCfsaGfaAfaCfaGfAfAfuCfaGfgUfgUfcAf 1221 309
1533-5S01 uAuAusCfsaGfaAfaCfaGfAfAfuCfaGfguguca 1222 309
1533-5502 uAuAusCfsaGfaAfaCfaGfAfAfuCfaggugUfca 1223 309
1533-SS03 uAuAusCfsaGfaAfaCfaGfAfAfuCfaggugucAf 1224 309
1533-S504 uAuAusCfsaGfaAfaCfaGfAfAfuCfaggUfguca 1225 309
1533-SS05 uAuAusCfsaGfaAfaCfaGfaAfuCfaGfgugucAf 1226 309
1533-5S06 uAuAusCfsaGfaAfaCfaGfaAfuCfaggugUfcAf 1227 309
1533-5S07 uAuAusCfsaGfaAfaCfaGfaAfuCfaggUfgucAf 1228 309
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1533-5S08 uAuAusCfsaGfaAfaCfagAfAfuCfaggugUfcAf 1229 309
1533-SS09 uAuAusCfsaGfaAfaCfagaAfuCfaggUfgUfcAf 1230 309
1533-S510 uAuAusCfsaGfaAfaCfagaAfuCfaGfgugUfcAf 1231 309
1533-8511

uAuAusCfsaGfaaaCfagAfAfuCfaGfgUfgUfcAf 1232 309
1533-5520
1533-5512 uAuAusCfsaGfaaaCfaGfaAfuCfaGfgUfgUfcAf 1233 309
1533-5513 uAuAusCfsaGfaAfaCfagaAfuCfaGfgUfgUfcAf 1234 309
1533-S514 uAuAusCfsaGfaaaCfagaAfuCfaGfgUfgUfcAf 1235 309
1533-5515 uAuAusCfsagaAfaCfagaAfuCfaGfgUfgUfcAf 1236 309
1533-SS16 uAuAusCfsagaaaCfagAfAfuCfaGfgUfgUfcAf 1237 309
1533-SS17 uAuAusCfsagaaaCfaGfaAfuCfaGfgUfgUfcAf 1238 309
1533-5518 uAuAusCfsagaaaCfaGfAfAfuCfaGfgUfgUfcAf 1239 309
1533-5519 uAuAusCfsagaAfaCfagAfAfuCfaGfgUfgUfcAf 1240 309

(NAG37)(invAb)GfcCfcCfuUfAfUfuGfuUfaUfaCfgausu(invAb
AMO05341-SS ) 1256 357
AMO05342-SS (NAG37)scsagccccuUfAfUfuguuauacgs(invdA) 1257 381
AMO05489-SS (NAG25)uauausasguuaucgAfGfGfcucauucucas(invAb) 1269 308
AMO05491-SS (NAG25)(invAb)uuaucgAfGfGfcucauucucas(invAb) 1270 1258
AMO05494-SS (NAG25)(invAb)GfcCfeCfuUfAfUfuGfuUfaUfaCfgas(invAb) 1271 1259
AMO05499-SS (NAG25)(invAb)gccccuUfAfUfuguuauacgausu(invAb) 1272 357
AMO05500-SS (NAG25)uauauscsagccccuUfAfUfuguuauacgas(invAb) 1273 310
AMO05501-SS (NAG25)(invAb)gccccuUfAfUfuguuauacgas(invAb) 1274 1259
AMO05502-SS (NAG25)sasagccccuUfAfUfuguuauacgs(invdA) 1275 1261
AMO05503-SS (NAG25)scsagecccuUfAfUfuguuauacgas(invAb) 1276 1260
AMO05504-SS (NAG25)sgsccccuUfAfUfuguuauacgas(invAb) 1277 371
AMO05505-SS (NAG25)sgsccccuUfAfUfuguuauacgs(invdA) 1278 371
AMO05506-SS (NAG25)sasagccccuUfAfUfuguuauacgas(invAb) 1279 1261

CMBICJIOBYIO LIeTlb, COEPIKAINYIO MOCIEeOBATEIbHOCTD, MpHUBeNeHHyo B Tabmuie 2B, MOXHO
rUOpUAN3HPOBATh C JIFOOOH AHTHUCMBICIOBON IIETBIO, COAEpIKalled MOCIeN0OBaTEIbHOCTD,
npuBeneHHyo B Tabnume 2A, npu yCIOBHH, YTO JBE MOCIEIOBATEIbHOCTH UMEIOT 00JIaCTh MO

MeHble Mepe 90% KOMIIJIEMEHTapHOCTU Ha MPOTSKEHUN HENIPEPBIBHOM MOCHIE0BaTEIbHOCTH

55



u3 16, 17, 18, 19, 20 unu 21 nykneoruaa. Tunossie arentsl PHKu JITTA mpencrasnenst kak «ID

nyruiekca Ney, nmpuseneHssie B Tadmnuax 3A u 3B.

B HekotopsIx BapuanTax peanuzanuu uzodperenus arenT PHKu JIITA conepxut modyro u3 «ID
aymiekca Ne», MpeACTaBIEHHBIX B AAHHOM JOKyMeHTe. B HEKOTOpBIX BapHaHTax pealu3aluu
n3o0perenus: arenr PHKu JIITA cocrout u3 mo6oit u3 «ID nynnekca Ney, mpeacTaBIeHHbIX B
TAHHOM JOKyMeHTe. B HekoTopbIx BapmaHTax peanuszauuu uzodperenus arentr PHKu JIITA
COIEPKUT HYKJIEOTUIHBIE IOCIEAOBATEIIBHOCTU CMBICIOBOM LEMU U AHTUCMBICIOBOM LEMU
moboit u3 «ID mynekca Ney, mpencTaBieHHBIX B JAaHHOM JAOKYMEHTE. B HEKOTOpBIX BapuaHTax
peanusanuu nzobperenust arenr PHKu JIITA comepkuT HyKJI€OTHAHBIE MOCIEN0BATEIbHOCTH
CMBICJIOBOH IIeTIM M aHTHUCMBICIOBOH memnu yroboi u3 «ID mymekca No», mpencraBieHHBIX B
JaHHOM JIOKYMEHTE, ¥ HAUEJIMBAIOIIYI0 TPYNIy W/WIM CBA3YIOIIYIO TPyHIy, HOpUYeM
HALIEIMBAIOIIAs! TPYIIIA W/MIIH CBA3YIOLIAst TPYIINa KOBAJIIEHTHO CBsi3aHa (T. €. KOHBIOTUPOBAHA) CO
CMBICJIOBOI LIEMbI0 MJIM AHTUCMBICIOBOM ILeNbl0. B HEKOTOpPBIX BapuaHTax pealn3aluu
uzobperennst arenr PHKu  JIIIA  comepkuT  MOAU(HUUMPOBAHHBIE  HYKJIEOTHIHbBIE
IIOCJIEIOBATEILHOCTH CMBICJIOBOM LIEIM M aHTHCMBICIIOBOH nenu mo0oit u3 «ID mymexca Ney,
IPE/ICTaBJICHHBIX B AaHHOM JOKyMEHTe. B HEKOTOpBIX BapuaHTaX pean3alud H300peTeHUs
arenr PHKu JIITA comeput MOAU(UIMPOBAHHBIE HYKJICOTHIHBIE MOCIEIOBATEIbHOCTH
CMBICJIOBOH IIeMM M aHTHUCMBICIOBOH wemnu Jirobor u3 «ID myruiekca No», mpencraBieHHBIX B
JaHHOM JOKYMEHTE, ¥ HAlENUBAIOMIYI0 TPYNNy WK CBSI3YIOUIYIO TPYIMIy, MOpHYeM
HALIeJTMBAOIIAs TPYIINA W/WJIH CBSI3YIOLIAsi TPYIINAa KOBAJIEHTHO CBsI3aHa (T. €. KOHBIOTHPOBAHA) CO

CMBICJIOBOU LIEITBI0 UJIH aHTHCMBICJIOBOU LIEIBIO.
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Tabmuna 3A. ymnekcsl arentoB PHKu JITTA ¢ HomMepamu ID nyrmiekcos.

57

ID ID ID
ID ID cmbicnoBoM ID cmbicnoBoM ID cmbicnoBoM
AHTUCMbICNOB ID gynnekca aHTUCMbICNOB ID gynnekc aHTUCMBbIC/IOB
Aynnekca . uenm . uenm . uenu
ol uenu ol uenu ol uenu

AD00571 AMO01240-AS AMO01173-SS AD02120 AMO03257-AS AMO03229-SS | | AD02500 AMO03107-AS AMO03295-SS
AD00572 AMO01241-AS AMO01174-SS AD02121 AMO03257-AS AMO03230-SS | | AD0O2501 AMO03279-AS AMO03295-SS
AD0O0573 AMO01242-AS AMO01175-SS AD02122 AMO03257-AS AMO03231-SS | | AD02502 AMO03280-AS AMO03295-SS
AD00574 AMO01243-AS AMO01176-SS AD02123 AMO03257-AS AMO03232-SS | | AD0O2503 AMO03281-AS AMO03295-SS
ADO0575 AMO01244-AS AMO01177-SS AD02124 AMO03257-AS AMO03233-SS | | AD02504 AMO03282-AS AMO03295-SS
AD00576 AMO01245-AS AMO01178-SS AD02125 AMO03257-AS AMO03234-SS | | AD02505 AMO03283-AS AMO03295-SS
AD0O0577 AMO01246-AS AMO01179-SS AD02126 AMO03257-AS AMO03235-SS | | AD02506 AMO03284-AS AMO03295-SS
AD0O0578 AMO01247-AS AMO01180-SS AD02127 AMO03257-AS AMO03236-SS | | AD02507 AMO03300-AS AMO03295-SS
AD0O0579 AMO01248-AS AMO01181-SS AD02128 AMO03257-AS AMO03237-SS | | AD02508 AMO03301-AS AMO03295-SS
AD0O0580 AMO01249-AS AMO01182-SS AD02129 AMO03258-AS AMO03220-SS | | AD02509 AMO03107-AS AMO03296-SS
AD00581 AMO01250-AS AMO01183-SS AD02130 AMO03258-AS AMO03221-SS | | AD02510 AMO03279-AS AMO03296-SS
AD00582 AMO01251-AS AMO01184-SS AD02131 AMO03258-AS AMO03222-SS | | AD02511 AMO03280-AS AMO03296-SS
AD00583 AMO01252-AS AMO01185-SS AD02132 AMO03258-AS AMO03223-SS | | AD02512 AMO03281-AS AMO03296-SS
AD00584 AMO01253-AS AMO01186-SS AD02133 AMO03258-AS AMO03224-SS | | AD02513 AMO03282-AS AMO03296-SS
ADO00585 AMO01254-AS AMO01187-SS AD02134 AMO03258-AS AMO03225-SS | | AD02514 AMO03283-AS AMO03296-SS
AD00586 AMO01255-AS AMO01188-SS AD02135 AMO03258-AS AMO03226-SS | | AD02515 AMO03284-AS AMO03296-SS
ADO00587 AMO01256-AS AMO01189-SS AD02136 AMO03258-AS AMO03227-SS | | AD02516 AMO03300-AS AMO03296-SS




ADO0588 AMO01257-AS AMO01190-SS AD02137 AMO03258-AS AMO03228-5S5 AD02517 AMO3301-AS AMO03296-SS
ADO0589 AMO01258-AS AMO01191-SS AD02138 AMO03258-AS AMO03229-S5 AD02518 AMO03107-AS AMO03297-SS
ADO0590 AMO01259-AS AMO01192-SS AD02139 AMO03258-AS AMO03230-SS AD02519 AMO03279-AS AMO03297-SS
ADO00591 AMO01260-AS AMO01193-SS AD02140 AMO03258-AS AMO03231-SS AD02520 AMO03280-AS AMO03297-SS
ADO00592 AMO01261-AS AMO01194-SS AD02141 AMO03258-AS AMO03232-SS AD02521 AMO03281-AS AMO03297-SS
ADO0593 AMO01262-AS AMO01195-SS AD02142 AMO03258-AS AMO03233-SS AD02522 AMO03282-AS AMO03297-SS
ADO00594 AMO01263-AS AMO01196-SS AD02143 AMO03258-AS AMO03234-SS AD02523 AMO03283-AS AMO03297-SS
ADO0595 AMO01264-AS AMO01197-SS AD02144 AMO03258-AS AMO03235-SS AD02524 AMO03284-AS AMO03297-SS
ADO0596 AMO01265-AS AMO01198-SS AD02145 AMO03258-AS AMO03236-SS AD02525 AMO3300-AS AMO03297-SS
ADO0597 AMO01266-AS AMO01199-SS AD02146 AMO03258-AS AMO03237-SS AD02526 AMO03301-AS AMO03297-SS
ADO0598 AMO01267-AS AMO01200-SS AD02147 AMO03259-AS AMO03220-SS AD02527 AMO03107-AS AMO03298-SS
AD0O0599 AMO01268-AS AMO01201-SS AD02148 AMO03259-AS AMO03221-SS AD02528 AMO03279-AS AMO03298-SS
AD00600 AMO01269-AS AMO01202-SS AD02149 AMO03259-AS AMO03222-SS AD02529 AMO03280-AS AMO03298-SS
AD00601 AMO01270-AS AMO01203-SS AD02150 AMO03259-AS AMO03223-SS AD02530 AMO03281-AS AMO03298-SS
AD00602 AMO01271-AS AMO01204-SS AD02151 AMO3259-AS AMO03224-SS AD02531 AMO03282-AS AMO03298-SS
ADO0603 AMO01272-AS AMO01205-SS AD02152 AMO03259-AS AMO03225-SS AD02532 AMO03283-AS AMO03298-SS
ADO0604 AMO01273-AS AMO01206-SS AD02153 AMO03259-AS AMO03226-SS AD02533 AMO03284-AS AMO03298-SS
ADO0605 AMO01274-AS AMO01207-SS AD02154 AMO03259-AS AMO03227-SS AD02534 AMO3300-AS AMO03298-SS
ADO0606 AMO01275-AS AMO01208-SS AD02155 AMO03259-AS AMO03228-SS ADO02535 AMO03301-AS AMO03298-SS
ADO0607 AMO01276-AS AMO01209-SS AD02156 AMO03259-AS AMO03229-SS ADO02536 AMO03107-AS AMO03299-SS
ADO0608 AMO01277-AS AMO01210-SS AD02157 AMO03259-AS AMO03230-SS ADO02537 AMO03279-AS AMO03299-SS
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ADO060S AMO01278-AS AMO01211-SS AD02158 AMO03259-AS AMO03231-SS AD02538 AMO03280-AS AMO03299-SS
AD0O0610 AMO01279-AS AMO01212-SS AD02159 AMO03259-AS AMO03232-SS AD02539 AMO03281-AS AMO03299-SS
AD0O0611 AMO01280-AS AMO01213-SS AD02160 AMO03259-AS AMO03233-SS AD02540 AMO03282-AS AMO03299-SS
ADO00612 AMO01281-AS AMO01214-SS AD02161 AMO03259-AS AMO03234-SS AD02541 AMO03283-AS AMO03299-SS
ADO00613 AMO01282-AS AMO01215-SS AD02162 AMO03259-AS AMO03235-SS AD02542 AMO03284-AS AMO03299-SS
AD00614 AMO01283-AS AMO01216-SS AD02163 AMO03259-AS AMO03236-SS AD02543 AMO03300-AS AMO03299-SS
ADO00615 AMO01284-AS AMO01217-SS AD02164 AMO03259-AS AMO03237-SS AD02544 AMO03301-AS AMO03299-SS
ADO0616 AMO01285-AS AMO01218-SS AD02165 AMO03260-AS AMO03220-SS AD02545 AMO03301-AS AMO03277-SS
ADO0617 AMO01286-AS AMO01219-SS AD02166 AMO03260-AS AMO03221-SS ADO02546 AMO03107-AS AMO03275-SS
AD00618 AMO01287-AS AMO01220-SS AD02167 AMO03260-AS AMO03222-SS AD02547 AMO03107-AS AMO03276-SS
AD0O0619 AMO01288-AS AMO01221-SS AD02168 AMO03260-AS AMO03223-SS AD02548 AMO03107-AS AMO03277-SS
AD00620 AMO01289-AS AMO01222-SS AD02169 AMO03260-AS AMO03224-SS AD02549 AMO03107-AS AMO03278-SS
AD00621 AMO01290-AS AMO01223-SS AD02170 AMO03260-AS AMO03225-SS AD02550 AMO03107-AS AMO03287-SS
AD00622 AMO01291-AS AMO01224-SS AD02171 AMO3260-AS AMO03226-SS AD02551 AMO03107-AS AMO03288-SS
AD00623 AMO01292-AS AMO01225-SS AD02172 AMO03260-AS AMO03227-SS AD02552 AMO03107-AS AMO03289-SS
AD00624 AMO01293-AS AMO01226-SS AD02173 AMO03260-AS AMO03228-SS ADO02553 AMO03107-AS AMO03290-SS
ADO00625 AMO01294-AS AMO01227-SS AD02174 AMO03260-AS AMO03229-SS AD02554 AMO03279-AS AMO02537-SS
AD00626 AMO01295-AS AMO01228-SS AD02175 AMO03260-AS AMO03230-SS ADO02555 AMO03280-AS AMO02537-SS
ADO00627 AMO01296-AS AMO01229-SS AD02176 AMO03260-AS AMO03231-SS AD02556 AMO03281-AS AMO02537-SS
AD00628 AMO01297-AS AMO01230-SS AD02177 AMO03260-AS AMO03232-SS ADO02557 AMO03282-AS AMO02537-SS
AD00629 AMO01298-AS AMO01231-SS AD02178 AMO03260-AS AMO03233-SS AD02558 AMO03283-AS AMO02537-SS
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ADO0630 AMO01299-AS AMO01232-SS AD02179 AMO03260-AS AMO03234-SS AD02559 AMO03284-AS AMO02537-SS
ADO0631 AMO1300-AS AMO01233-SS AD02180 AMO03260-AS AMO03235-5S5 AD02560 AMO3300-AS AMO02537-SS
ADO00632 AMO1301-AS AMO01234-SS AD02181 AMO03260-AS AMO03236-SS AD02561 AMO3301-AS AMO02537-SS
ADO0633 AMO01302-AS AMO01235-SS AD02182 AMO03260-AS AMO03237-SS AD02609 AMO03375-AS AMO03277-SS
ADO0634 AMO01303-AS AMO01236-SS AD02183 AMO03261-AS AMO03220-SS AD02610 AMO03376-AS AMO03277-SS
ADO0635 AMO01304-AS AMO01237-SS AD02184 AMO03261-AS AMO03221-SS AD02611 AMO03375-AS AMO03278-SS
ADO0636 AMO01305-AS AMO01238-SS AD02185 AMO03261-AS AMO03222-SS AD02612 AMO03376-AS AMO03278-SS
ADO0637 AMO01306-AS AMO01239-SS AD02186 AMO03261-AS AMO03223-SS AD02613 AMO03375-AS AMO03289-SS
AD01068 AMO01796-AS AMO01795-SS AD02187 AMO03261-AS AMO03224-SS AD02614 AMO03376-AS AMO03289-SS
ADO0106S AMO01798-AS AMO01797-SS AD02188 AMO03261-AS AMO03225-SS AD02615 AMO03377-AS AMO02941-SS
AD01070 AMO1800-AS AMO01799-SS AD02189 AMO03261-AS AMO03226-SS AD02616 AMO03259-AS AMO02941-SS
AD01071 AMO01802-AS AMO01801-SS AD02190 AMO03261-AS AMO03227-SS AD02617 AMO03377-AS AMO02942-SS
AD01072 AMO01804-AS AMO01803-SS AD02191 AMO3261-AS AMO03228-SS AD02618 AMO03259-AS AMO02942-SS
AD01073 AMO01806-AS AMO01805-SS AD02192 AMO03261-AS AMO03229-SS AD02619 AMO03377-AS AMO03243-SS
AD01074 AMO1808-AS AMO01807-SS AD02193 AMO03261-AS AMO03230-SS AD02620 AMO03259-AS AMO03243-SS
ADO01075 AMO1810-AS AMO1809-SS AD02194 AMO03261-AS AMO03231-SS AD02662 AMO02860-AS AMO03424-SS
AD01076 AMO01812-AS AMO01811-SS AD02195 AMO03261-AS AMO03232-SS AD02663 AMO02860-AS AMO03425-SS
AD01077 AMO01814-AS AMO01813-SS AD02196 AMO03261-AS AMO03233-SS AD02664 AMO03427-AS AMO03426-SS
AD01078 AMO01816-AS AMO01815-SS AD02197 AMO03261-AS AMO03234-SS AD02682 AMO02775-AS AMO03457-SS
AD01079 AMO1818-AS AMO01817-SS AD02198 AMO03261-AS AMO03235-SS AD02683 AMO02776-AS AMO0O3458-SS
AD01184 AMO02003-AS AMO02006-SS AD02199 AMO03261-AS AMO03236-SS AD02684 AMO02783-AS AMO03459-SS
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ADO01185 AMO02004-AS AMO02006-SS AD02200 AMO03261-AS AMO03237-SS AD02685 AMO02785-AS AMO3460-SS
ADO01186 AMO02005-AS AMO02006-SS AD02201 AMO03262-AS AMO03220-SS AD02686 AMO02788-AS AMO03461-SS
ADO01187 AMO02007-AS AMO02010-SS AD02202 AMO03262-AS AMO03221-SS AD02687 AMO02791-AS AMO03462-SS
AD01188 AMO02008-AS AMO02010-SS AD02203 AMO03262-AS AMO03222-SS AD02696 AMO02860-AS AMO03243-SS
ADO01189 AMO02009-AS AMO02010-SS AD02204 AMO03262-AS AMO03223-SS AD02697 AMO03107-AS AMO03277-SS
ADO01190 AMO02011-AS AMO02014-SS AD02205 AMO03262-AS AMO03224-SS AD02698 AMO03107-AS AMO03278-SS
ADO01191 AMO02012-AS AMO02014-SS AD02206 AMO03262-AS AMO03225-SS AD02699 AMO03107-AS AMO03289-SS
ADO01192 AMO02013-AS AMO02014-SS AD02207 AMO03262-AS AMO03226-SS AD02710 AMO03486-AS AMO03489-SS
ADO01193 AMO02015-AS AMO02018-SS AD02208 AMO03262-AS AMO03227-SS AD02711 AMO03487-AS AMO03489-SS
ADO01194 AMO02016-AS AMO02018-SS AD02209 AMO03262-AS AMO03228-SS AD02712 AMO0O3488-AS AMO03489-SS
ADO01195 AMO02017-AS AMO02018-SS AD02210 AMO03262-AS AMO03229-SS AD02713 AMO02860-AS AMO03489-SS
AD01196 AMO02019-AS AMO02022-SS AD02211 AMO03262-AS AMO03230-SS AD02714 AMO03490-AS AMO03492-SS
AD01197 AMO02020-AS AMO02022-SS AD02212 AMO03262-AS AMO03231-SS AD02715 AMO03491-AS AMO03492-SS
AD01198 AMO02021-AS AMO02022-SS AD02213 AMO03262-AS AMO03232-SS AD02716 AMO02531-AS AMO03492-SS
AD01199 AMO02023-AS AMO02026-SS AD02214 AMO03262-AS AMO03233-SS AD02717 AMO03107-AS AMO03492-SS
AD01200 AMO02024-AS AMO02026-SS AD02215 AMO03262-AS AMO03234-SS AD02745 AMO03107-AS AMO03544-SS
AD01201 AMO02025-AS AMO02026-SS AD02216 AMO03262-AS AMO03235-SS AD02746 AMO03283-AS AMO03544-SS
AD01202 AMO02027-AS AMO02030-SS AD02217 AMO03262-AS AMO03236-SS AD02747 AMO3300-AS AMO03544-SS
AD01203 AMO02028-AS AMO02030-SS AD02218 AMO03262-AS AMO03237-SS AD02748 AMO03107-AS AMO03545-5SS
AD01204 AMO02029-AS AMO02030-SS AD02219 AMO03263-AS AMO03220-SS AD02749 AMO03283-AS AMO03545-5S
AD01205 AMO02031-AS AMO02034-SS AD02220 AMO03263-AS AMO03221-SS ADO02750 AMO3300-AS AMO03545-SS
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AD01206 AMO02032-AS AMO02034-SS AD02221 AMO03263-AS AMO03222-SS AD02751 AMO03107-AS AMO03546-SS
ADO01207 AMO02033-AS AMO02034-SS AD02222 AMO03263-AS AMO03223-SS AD02752 AMO03283-AS AMO03546-SS
AD01208 AMO02035-AS AMO02038-SS AD02223 AMO03263-AS AMO03224-SS AD02753 AMO3300-AS AMO03546-SS
ADO01209 AMO02036-AS AMO02038-SS AD02224 AMO03263-AS AMO03225-5S5 AD02754 AMO02534-AS AMO03547-SS
ADO01210 AMO02037-AS AMO02038-SS AD02225 AMO03263-AS AMO03226-SS ADO02755 AMO02857-AS AMO03547-SS
ADO01211 AMO02039-AS AMO02042-SS AD02226 AMO03263-AS AMO03227-SS AD02819 AMO03377-AS AMO03650-SS
ADO01212 AMO02040-AS AMO02042-SS AD02227 AMO03263-AS AMO03228-SS AD02820 AMO03259-AS AMO03650-SS
ADO01213 AMO02041-AS AMO02042-SS AD02228 AMO03263-AS AMO03229-SS AD02821 AMO03129-AS AMO03651-SS
ADO01328 AMO02240-AS AMO02211-SS AD02229 AMO03263-AS AMO03230-SS AD02825 AMO03655-AS AMO03650-SS
ADO01329 AMO02241-AS AMO02212-SS AD02230 AMO03263-AS AMO03231-SS AD02826 AMO03656-AS AMO3650-SS
ADO01330 AMO02242-AS AMO02213-SS AD02231 AMO03263-AS AMO03232-SS AD02827 AMO03657-AS AMO03650-SS
AD01331 AMO02243-AS AMO02214-SS AD02232 AMO03263-AS AMO03233-SS AD02828 AMO03658-AS AMO03650-SS
AD01332 AMO02244-AS AMO02215-SS AD02233 AMO03263-AS AMO03234-SS AD02829 AMO03659-AS AMO03650-SS
AD01333 AMO02245-AS AMO02216-SS AD02234 AMO03263-AS AMO03235-SS AD02830 AMO03660-AS AMO03650-SS
AD01334 AMO02246-AS AMO02217-SS AD02235 AMO03263-AS AMO03236-SS AD02831 AMO03661-AS AMO03650-SS
ADO01335 AMO02247-AS AMO02218-SS AD02236 AMO03263-AS AMO03237-SS AD02832 AMO03269-AS AMO0O3650-SS
ADO01336 AMO02248-AS AMO02219-SS AD02237 AMO03264-AS AMO03220-SS AD02841 AMO03671-AS AMO03670-SS
ADO01337 AMO02249-AS AMO02220-SS AD02238 AMO03264-AS AMO03221-SS AD02842 AMO03672-AS AMO0O3546-SS
ADO01338 AMO02250-AS AMO02221-SS AD02239 AMO03264-AS AMO03222-SS AD02843 AMO03673-AS AMO03546-SS
ADO01339 AMO02251-AS AMO02222-SS AD02240 AMO03264-AS AMO03223-SS AD02844 AMO03674-AS AMO0O3546-SS
ADO01340 AMO02252-AS AMO02223-SS AD02241 AMO03264-AS AMO03224-SS AD02845 AMO03675-AS AMO03546-SS
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ADO01341 AMO02253-AS AMO02224-SS AD02242 AMO03264-AS AMO03225-55 AD02846 AMO03676-AS AMO3546-SS
ADO01342 AMO02254-AS AMO02225-SS AD02243 AMO03264-AS AMO03226-S5 AD02847 AMO03677-AS AMO3546-SS
ADO01343 AMO02255-AS AMO02226-SS AD02244 AMO03264-AS AMO03227-SS AD02848 AMO03678-AS AMO3650-SS
ADO01344 AMO02256-AS AMO02227-SS AD02245 AMO03264-AS AMO03228-SS AD02849 AMO03679-AS AMO3650-SS
ADO01345 AMO02257-AS AMO02228-SS AD02246 AMO03264-AS AMO03229-SS AD02850 AMO03680-AS AMO03650-SS
ADO1346 AMO02258-AS AMO02229-SS AD02247 AMO03264-AS AMO03230-SS AD02851 AMO03681-AS AMO03650-SS
ADO01347 AMO02259-AS AMO02230-SS AD02248 AMO03264-AS AMO03231-SS AD02852 AMO03682-AS AMO3650-SS
ADO01348 AMO02260-AS AMO02231-SS AD02249 AMO03264-AS AMO03232-SS AD02853 AMO02860-AS AMO03237-SS
ADO01349 AMO02261-AS AMO02232-SS AD02250 AMO03264-AS AMO03233-SS AD02854 AMO03377-AS AMO03225-SS
ADO01350 AMO02262-AS AMO02233-SS AD02251 AMO03264-AS AMO03234-SS AD02855 AMO03129-AS AMO03683-SS
ADO01351 AMO02263-AS AMO02234-SS AD02252 AMO03264-AS AMO03235-SS AD02907 AMO02775-AS AMO03741-SS
AD01352 AMO02264-AS AMO02235-SS AD02253 AMO03264-AS AMO03236-SS AD02908 AMO02775-AS AMO03742-SS
AD01353 AMO02265-AS AMO02236-SS AD02254 AMO03264-AS AMO03237-SS AD02909 AMO02775-AS AMO03743-SS
AD01354 AMO02266-AS AMO02237-SS AD02255 AMO03265-AS AMO03220-SS AD02910 AMO03744-AS AMO03457-SS
AD01355 AMO02267-AS AMO02238-SS AD02256 AMO03265-AS AMO03221-SS AD02911 AMO03745-AS AMO03457-SS
ADO01356 AMO02268-AS AMO02239-SS AD02257 AMO03265-AS AMO03222-SS AD02912 AMO03745-AS AMO03742-SS
ADO01462 AMO02404-AS AMO02441-SS AD02258 AMO03265-AS AMO03223-SS AD02913 AMO02776-AS AMO03746-SS
ADO01463 AMO02406-AS AMO02442-SS AD02259 AMO03265-AS AMO03224-SS AD02914 AMO02776-AS AMO03747-SS
ADO01464 AMO02408-AS AMO02443-SS AD02260 AMO03265-AS AMO03225-SS AD02915 AMO02776-AS AMO03748-SS
ADO01465 AMO02410-AS AMO02444-SS AD02261 AMO03265-AS AMO03226-SS AD02916 AMO03749-AS AMO03458-SS
ADO01466 AMO02412-AS AMO02445-SS AD02262 AMO03265-AS AMO03227-SS AD02917 AMO03750-AS AMO03458-SS
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ADO01467 AMO02414-AS AMO02446-SS AD02263 AMO03265-AS AMO03228-S5 AD02918 AMO03750-AS AMO03747-SS
ADO01468 AMO02416-AS AMO02447-SS AD02264 AMO03265-AS AMO03229-S5 AD02919 AMO02788-AS AMO03751-SS
ADO01469 AMO02418-AS AMO02448-SS AD02265 AMO03265-AS AMO03230-SS AD02920 AMO02788-AS AMO03752-SS
ADO01529 AMO02531-AS AMO02537-SS AD02266 AMO03265-AS AMO03231-SS AD02921 AMO02788-AS AMO03753-SS
ADO01530 AMO02532-AS AMO02538-SS AD02267 AMO03265-AS AMO03232-SS AD02922 AMO03754-AS AMO03461-SS
ADO01531 AMO02533-AS AMO02539-SS AD02268 AMO03265-AS AMO03233-SS AD02923 AMO03755-AS AMO03461-SS
ADO01532 AMO02534-AS AMO02540-SS AD02269 AMO03265-AS AMO03234-SS AD02924 AMO03756-AS AMO03461-SS
ADO01533 AMO02535-AS AMO02541-SS AD02270 AMO03265-AS AMO03235-SS AD02925 AMO03756-AS AMO03752-SS
ADO01534 AMO02536-AS AMO02542-SS AD02271 AMO03265-AS AMO03236-SS AD02926 AMO02791-AS AMO03757-SS
ADO01708 AMO02755-AS AMO02793-SS AD02272 AMO03265-AS AMO03237-SS AD02927 AMO02791-AS AMO0O3758-SS
ADO01709 AMO02756-AS AMO02794-SS AD02273 AMO03266-AS AMO03220-SS AD02928 AMO02791-AS AMO03759-SS
AD01710 AMO02757-AS AMO02795-SS AD02274 AMO03266-AS AMO03221-SS AD02929 AMO03760-AS AMO03462-SS
AD01711 AMO02758-AS AMO02796-SS AD02275 AMO03266-AS AMO03222-SS AD02930 AMO03761-AS AMO03462-SS
AD01712 AMO02759-AS AMO02797-SS AD02276 AMO03266-AS AMO03223-SS AD02931 AMO03762-AS AMO03462-SS
AD01713 AMO02760-AS AMO02798-SS AD02277 AMO03266-AS AMO03224-SS AD02932 AMO03762-AS AMO03758-SS
ADO01714 AMO02761-AS AMO02799-SS AD02278 AMO03266-AS AMO03225-SS ADO03049 AMO03856-AS AMO03650-SS
ADO01715 AMO02762-AS AMO02800-SS AD02279 AMO03266-AS AMO03226-SS ADO0O3050 AMO03857-AS AMO03651-SS
ADO01716 AMO02763-AS AMO02801-SS AD02280 AMO03266-AS AMO03227-SS ADO03051 AMO03377-AS AMO03859-5SS
ADO01717 AMO02764-AS AMO02802-SS AD02281 AMO03266-AS AMO03228-SS ADO03052 AMO03129-AS AMO03861-SS
ADO01718 AMO02765-AS AMO02803-SS AD02282 AMO03266-AS AMO03229-SS ADO03053 AMO03862-AS AMO03650-SS
ADO01719 AMO02766-AS AMO02804-SS AD02283 AMO03266-AS AMO03230-SS ADO03054 AMO03259-AS AMO03859-5SS
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ADO01720 AMO02767-AS AMO02805-SS AD02284 AMO03266-AS AMO03231-SS ADO0O3058 AMO03866-AS AMO03546-SS
ADO01721 AMO02768-AS AMO02806-SS AD02285 AMO03266-AS AMO03232-SS ADO03059 AMO03867-AS AMO03546-SS
ADO01722 AMO02769-AS AMO02807-SS AD02286 AMO03266-AS AMO03233-SS ADO0O3060 AMO3868-AS AMO03546-SS
ADO01723 AMO02770-AS AMO02808-SS AD02287 AMO03266-AS AMO03234-SS ADO03061 AMO3869-AS AMO03546-SS
ADO01724 AMO02771-AS AMO02809-SS AD02288 AMO03266-AS AMO03235-SS AD03062 AMO03870-AS AMO03546-SS
ADO01725 AMO02772-AS AMO02810-SS AD02289 AMO03266-AS AMO03236-SS AD03063 AMO03871-AS AMO03546-SS
ADO01726 AMO02773-AS AMO02811-SS AD02290 AMO03266-AS AMO03237-SS AD03064 AMO03872-AS AMO0O3546-SS
ADO01727 AMO02774-AS AMO02793-SS AD02291 AMO03267-AS AMO03220-SS ADO0O3065 AMO03873-AS AMO0O3546-SS
ADO01728 AMO02775-AS AMO02794-SS AD02292 AMO03267-AS AMO03221-SS AD0O3066 AMO03874-AS AMO03546-SS
ADO01729 AMO02776-AS AMO02795-SS AD02293 AMO03267-AS AMO03222-SS ADO03067 AMO03875-AS AMO03546-SS
ADO01730 AMO02777-AS AMO02796-SS AD02294 AMO03267-AS AMO03223-SS ADO03068 AMO03876-AS AMO03546-SS
AD01731 AMO02778-AS AMO02797-SS AD02295 AMO03267-AS AMO03224-SS AD03069 AMO03877-AS AMO03546-SS
AD01732 AMO02779-AS AMO02798-SS AD02296 AMO03267-AS AMO03225-SS AD03070 AMO03878-AS AMO03546-SS
AD01733 AMO02780-AS AMO02799-SS AD02297 AMO03267-AS AMO03226-SS AD03071 AMO03883-AS AMO03879-SS
AD01734 AMO02781-AS AMO02800-SS AD02298 AMO03267-AS AMO03227-SS AD03072 AMO03884-AS AMO03880-SS
ADO01735 AMO02782-AS AMO02801-SS AD02299 AMO03267-AS AMO03228-SS ADO03073 AMO03883-AS AMO03881-SS
ADO01736 AMO02783-AS AMO02802-SS AD02300 AMO03267-AS AMO03229-SS AD03074 AMO03885-AS AMO03882-SS
ADO01737 AMO02784-AS AMO02803-SS AD02301 AMO03267-AS AMO03230-SS ADO03075 AMO03129-AS AMO03546-SS
ADO01738 AMO02785-AS AMO02804-SS AD02302 AMO03267-AS AMO03231-SS ADO03114 AMO03929-AS AMO03651-SS
ADO01739 AMO02786-AS AMO02805-SS AD02303 AMO03267-AS AMO03232-SS ADO03115 AMO03930-AS AMO03651-SS
AD01740 AMO02787-AS AMO02806-SS AD02304 AMO03267-AS AMO03233-SS ADO3116 AMO03129-AS AMO03928-SS
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ADO01741 AMO02788-AS AMO02807-SS AD02305 AMO03267-AS AMO03234-SS ADO03117 AMO03929-AS AMO03928-SS
ADO01742 AMO02789-AS AMO02808-SS AD02306 AMO03267-AS AMO03235-55 AD03118 AMO03930-AS AMO03928-SS
ADO01743 AMO02790-AS AMO02809-SS AD02307 AMO03267-AS AMO03236-SS AD03119 AMO03932-AS AMO03650-SS
ADO01744 AMO02791-AS AMO02810-SS AD02308 AMO03267-AS AMO03237-SS AD03120 AMO03933-AS AMO03650-SS
ADO01745 AMO02792-AS AMO02811-SS AD02309 AMO03268-AS AMO03220-SS AD03121 AMO03377-AS AMO03931-SS
ADO01746 AMO02774-AS AMO02812-SS AD02310 AMO03268-AS AMO03221-SS AD03122 AMO03932-AS AMO03931-SS
ADO01747 AMO02775-AS AMO02813-SS AD02311 AMO03268-AS AMO03222-SS AD03123 AMO03933-AS AMO03931-SS
ADO01748 AMO02776-AS AMO02814-SS AD02312 AMO03268-AS AMO03223-SS ADO03156 AMO03969-AS AMO03968-SS
ADO01749 AMO02777-AS AMO02815-SS AD02313 AMO03268-AS AMO03224-SS ADO03157 AMO03971-AS AMO03970-SS
ADO01750 AMO02778-AS AMO02816-SS AD02314 AMO03268-AS AMO03225-SS ADO03158 AMO03972-AS AMO03970-SS
ADO01751 AMO02779-AS AMO02817-SS AD02315 AMO03268-AS AMO03226-SS ADO03159 AMO03973-AS AMO03970-SS
AD01752 AMO02780-AS AMO02818-SS AD02316 AMO03268-AS AMO03227-SS AD03170 AMO03823-AS AMO03651-SS
AD01753 AMO02781-AS AMO02819-SS AD02317 AMO3268-AS AMO03228-SS AD03171 AMO03824-AS AMO03651-SS
AD01754 AMO02782-AS AMO02820-SS AD02318 AMO03268-AS AMO03229-SS AD03172 AMO03825-AS AMO03651-SS
AD01755 AMO02783-AS AMO02821-SS AD02319 AMO03268-AS AMO03230-SS AD03173 AMO03826-AS AMO03651-SS
ADO01756 AMO02784-AS AMO02822-SS AD02320 AMO03268-AS AMO03231-SS ADO03174 AMO03827-AS AMO03650-SS
ADO01757 AMO02785-AS AMO02823-SS AD02321 AMO03268-AS AMO03232-SS ADO03175 AMO03828-AS AMO03650-SS
ADO01758 AMO02786-AS AMO02824-SS AD02322 AMO03268-AS AMO03233-SS AD03272 AMO02860-AS AMO04138-SS
ADO01759 AMO02787-AS AMO02825-SS AD02323 AMO03268-AS AMO03234-SS AD03273 AMO03377-AS AMO04138-SS
ADO01760 AMO02788-AS AMO02826-SS AD02324 AMO03268-AS AMO03235-SS AD03274 AMO04132-AS AMO04138-SS
ADO01761 AMO02789-AS AMO02827-SS AD02325 AMO03268-AS AMO03236-SS ADO03275 AMO04133-AS AMO04138-SS
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ADO01762 AMO02790-AS AMO02828-SS AD02326 AMO03268-AS AMO03237-SS AD03276 AMO04134-AS AMO04138-SS
ADO01763 AMO02791-AS AMO02829-SS AD02327 AMO03269-AS AMO03220-SS AD03277 AMO04135-AS AMO04138-SS
ADO01764 AMO02792-AS AMO02830-SS AD02328 AMO03269-AS AMO03221-SS AD03278 AMO04136-AS AMO04138-SS
ADO01765 AMO02857-AS AMO02540-SS AD02329 AMO03269-AS AMO03222-SS AD03279 AMO04137-AS AMO04138-SS
ADO01766 AMO02858-AS AMO02540-SS AD02330 AMO03269-AS AMO03223-SS AD03291 AMO04150-AS AMO04152-SS
ADO01767 AMO02859-AS AMO02540-SS AD02331 AMO03269-AS AMO03224-SS AD03327 AMO04150-AS AMO04214-SS
ADO01768 AMO02860-AS AMO02540-SS AD02332 AMO03269-AS AMO03225-SS ADO03341 AMO04133-AS AMO04233-SS
ADO01769 AMO02859-AS AMO02861-SS AD02333 AMO03269-AS AMO03226-SS ADO03351 AMO04250-AS AMO03742-SS
ADO01770 AMO02860-AS AMO02861-SS AD02334 AMO03269-AS AMO03227-SS ADO03352 AMO04251-AS AMO03742-SS
ADO01772 AMO02863-AS AMO02541-SS AD02335 AMO03269-AS AMO03228-SS ADO03353 AMO04252-AS AMO03742-SS
ADO01773 AMO02864-AS AMO02541-SS AD02336 AMO03269-AS AMO03229-SS ADO03354 AMO04253-AS AMO03747-SS
AD01774 AMO02865-AS AMO02541-SS AD02337 AMO03269-AS AMO03230-SS AD03355 AMO04254-AS AMO03747-SS
AD01780 AMO02866-AS AMO02541-SS AD02338 AMO03269-AS AMO03231-SS AD03356 AMO04255-AS AMO03747-SS
AD01803 AMO02534-AS AMO02941-SS AD02339 AMO03269-AS AMO03232-SS AD03357 AMO04256-AS AMO03752-SS
AD01804 AMO02534-AS AMO02942-SS AD02340 AMO03269-AS AMO03233-SS AD03358 AMO04257-AS AMO03752-SS
ADO01805 AMO02943-AS AMO02540-SS AD02341 AMO03269-AS AMO03234-SS ADO03359 AMO04258-AS AMO03752-SS
AD01806 AMO02943-AS AMO02941-SS AD02342 AMO03269-AS AMO03235-SS ADO03360 AMO04259-AS AMO0O3758-SS
AD01807 AMO02943-AS AMO02942-SS AD02343 AMO03269-AS AMO03236-SS ADO03361 AMO04260-AS AMO0O3758-SS
AD01808 AMO02944-AS AMO02540-SS AD02344 AMO03269-AS AMO03237-SS ADO03362 AMO04261-AS AMO0O3758-SS
ADO01809 AMO02944-AS AMO02941-SS AD02345 AMO03270-AS AMO03220-SS AD03421 AMO04133-AS AMO04372-SS
ADO01810 AMO02944-AS AMO02942-SS AD02346 AMO03270-AS AMO03221-SS AD03424 AMO04215-AS AMO03546-SS

67




ADO01811 AMO02945-AS AMO02540-SS AD02347 AMO03270-AS AMO03222-S5 AD03425 AMO04216-AS AMO03546-SS
ADO01812 AMO02945-AS AMO02941-SS AD02348 AMO03270-AS AMO03223-SS AD03426 AMO04217-AS AMO0O3546-SS
ADO01813 AMO02945-AS AMO02942-SS AD02349 AMO03270-AS AMO03224-SS AD03427 AMO04218-AS AMO03546-SS
ADO01814 AMO02535-AS AMO02946-SS AD02350 AMO03270-AS AMO03225-5S5 AD03428 AMO04219-AS AMO03546-SS
ADO01815 AMO02535-AS AMO02947-SS AD02351 AMO03270-AS AMO03226-SS ADO03430 AMO04377-AS AMO04381-SS
ADO01816 AMO02535-AS AMO02948-SS AD02352 AMO03270-AS AMO03227-SS AD03431 AMO04378-AS AMO04382-SS
ADO01817 AMO02535-AS AMO02949-SS AD02353 AMO03270-AS AMO03228-SS AD03432 AMO04379-AS AMO04381-SS
ADO01818 AMO02950-AS AMO02541-SS AD02354 AMO03270-AS AMO03229-SS ADO03433 AMO4380-AS AMO04382-SS
ADO01819 AMO02950-AS AMO02946-SS AD02355 AMO03270-AS AMO03230-SS ADO03434 AMO0O4383-AS AMO04391-SS
ADO01820 AMO02950-AS AMO02947-SS AD02356 AMO03270-AS AMO03231-SS ADO03435 AMO0O4384-AS AMO04392-SS
AD01821 AMO02950-AS AMO02948-SS AD02357 AMO03270-AS AMO03232-SS ADO03436 AMO0O4385-AS AMO04391-SS
AD01822 AMO02950-AS AMO02949-SS AD02358 AMO03270-AS AMO03233-SS AD03437 AMO04386-AS AMO04392-SS
AD01823 AMO02951-AS AMO02541-SS AD02359 AMO03270-AS AMO03234-SS AD03438 AMO04387-AS AMO04391-SS
AD01824 AMO02951-AS AMO02946-SS AD02360 AMO03270-AS AMO03235-SS AD03439 AMO04388-AS AMO04392-SS
AD01825 AMO02951-AS AMO02947-SS AD02361 AMO03270-AS AMO03236-SS AD03440 AMO04389-AS AMO04391-SS
AD01826 AMO02951-AS AMO02948-SS AD02362 AMO03270-AS AMO03237-SS AD03441 AMO0O4390-AS AMO04392-SS
AD01827 AMO02951-AS AMO02949-SS AD02363 AMO03271-AS AMO03220-SS AD03460 AMO3300-AS AMO04412-SS
AD01828 AMO02952-AS AMO02541-SS AD02364 AMO03271-AS AMO03221-SS ADO03461 AMO04413-AS AMO04414-SS
AD01829 AMO02952-AS AMO02946-SS AD02365 AMO03271-AS AMO03222-SS AD03462 AMO04415-AS AMO04416-SS
ADO01830 AMO02952-AS AMO02947-SS AD02366 AMO03271-AS AMO03223-SS ADO03463 AMO04417-AS AMO04412-SS
ADO01831 AMO02952-AS AMO02948-SS AD02367 AMO03271-AS AMO03224-SS AD03494 AMO04437-AS AMO03742-SS
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ADO01832 AMO02952-AS AMO02949-SS AD02368 AMO03271-AS AMO03225-55 ADO03495 AMO04438-AS AMO03747-SS
ADO01895 AMO02863-AS AMO03030-SS AD02369 AMO03271-AS AMO03226-S5 AD03496 AMO04439-AS AMO03752-SS
ADO01896 AMO02865-AS AMO03036-SS AD02370 AMO03271-AS AMO03227-SS AD03497 AMO04440-AS AMO0O3758-SS
ADO01897 AMO02865-AS AMO03037-SS AD02371 AMO03271-AS AMO03228-S5 ADO03536 AMO03972-AS AMO04496-SS
AD01898 AMO02865-AS AMO03038-SS AD02372 AMO03271-AS AMO03229-SS ADO03537 AMO02860-AS AMO04497-SS
ADO01899 AMO03040-AS AMO03039-SS AD02373 AMO03271-AS AMO03230-SS ADO03538 AMO03972-AS AMO04499-SS
ADO01900 AMO03041-AS AMO03039-SS AD02374 AMO03271-AS AMO03231-SS ADO3539 AMO04415-AS AMO04498-SS
ADO01901 AMO03041-AS AMO03042-SS AD02375 AMO03271-AS AMO03232-SS ADO03540 AMO03972-AS AMO04500-SS
ADO01902 AMO02863-AS AMO03042-SS AD02376 AMO03271-AS AMO03233-SS ADO03541 AMO04501-AS AMO03970-SS
ADO01903 AMO03043-AS AMO03042-SS AD02377 AMO03271-AS AMO03234-SS ADO03542 AMO02860-AS AMO04502-SS
ADO01912 AMO03065-AS AMO03060-SS AD02378 AMO03271-AS AMO03235-SS ADO03547 AMO0O4507-AS AMO04498-SS
AD01913 AMO03066-AS AMO03060-SS AD02379 AMO03271-AS AMO03236-SS AD03548 AMO02860-AS AMO04498-SS
AD01914 AMO03067-AS AMO03060-SS AD02380 AMO03271-AS AMO03237-SS AD03549 AMO04507-AS AMO04502-SS
AD01915 AMO3068-AS AMO03060-SS AD02381 AMO03272-AS AMO03220-SS AD03573 AMO04539-AS AMO04535-SS
AD01916 AMO3069-AS AMO03060-SS AD02382 AMO03272-AS AMO03221-SS AD03574 AMO04540-AS AMO04536-SS
ADO01917 AMO03070-AS AMO3060-SS AD02383 AMO03272-AS AMO03222-SS ADO3575 AMO04541-AS AMO04537-SS
AD01918 AMO03065-AS AMO03061-SS AD02384 AMO03272-AS AMO03223-SS ADO03576 AMO04542-AS AMO04538-SS
AD01919 AMO03066-AS AMO03061-SS AD02385 AMO03272-AS AMO03224-SS ADO03577 AMO04544-AS AMO04543-SS
AD01920 AMO03067-AS AMO03061-SS AD02386 AMO03272-AS AMO03225-SS ADO03578 AMO04545-AS AMO04500-SS
AD01921 AMO03068-AS AMO03061-SS AD02387 AMO03272-AS AMO03226-SS ADO03579 AMO04546-AS AMO0O4500-SS
AD01922 AMO03069-AS AMO03061-SS AD02388 AMO03272-AS AMO03227-SS ADO03603 AMO04582-AS AMO04578-SS
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ADO01923 AMO03070-AS AMO03061-SS AD02389 AMO03272-AS AMO03228-55 AD03604 AMO0O4583-AS AMO0O4578-SS
ADO01924 AMO03065-AS AMO03062-SS AD02390 AMO03272-AS AMO03229-S5 ADO03605 AMO04584-AS AMO0O4578-SS
ADO01925 AMO03066-AS AMO03062-SS AD02391 AMO03272-AS AMO03230-SS AD03606 AMO0O4585-AS AMO04578-SS
ADO01926 AMO03067-AS AMO03062-SS AD02392 AMO03272-AS AMO03231-SS ADO03607 AMO0O4586-AS AMO04578-SS
ADO01927 AMO03068-AS AMO03062-SS AD02393 AMO03272-AS AMO03232-SS AD03608 AMO04587-AS AMO04578-SS
AD01928 AMO03069-AS AMO03062-SS AD02394 AMO03272-AS AMO03233-SS AD03609 AMO0O4584-AS AMO0O4588-SS
ADO01929 AMO03070-AS AMO03062-SS AD02395 AMO03272-AS AMO03234-SS AD03610 AMO0O4584-AS AMO0O4579-SS
ADO01930 AMO03065-AS AMO03037-SS AD02396 AMO03272-AS AMO03235-SS AD03611 AMO0O4584-AS AMO0O4580-SS
ADO01931 AMO03066-AS AMO03037-SS AD02397 AMO03272-AS AMO03236-SS AD03612 AMO0O4584-AS AMO04581-SS
ADO01932 AMO03067-AS AMO03037-SS AD02398 AMO03272-AS AMO03237-SS AD03627 AMO0O4609-AS AMO0O3970-SS
ADO01933 AMO03068-AS AMO03037-SS AD02399 AMO03273-AS AMO03220-SS AD03628 AMO04610-AS AMO03970-SS
AD01934 AMO03069-AS AMO03037-SS AD02400 AMO03273-AS AMO03221-SS AD03629 AMO03972-AS AMO04611-SS
AD01935 AMO03070-AS AMO03037-SS AD02401 AMO03273-AS AMO03222-SS AD03630 AMO03972-AS AMO04612-SS
AD01936 AMO3065-AS AMO03064-SS AD02402 AMO03273-AS AMO03223-SS AD03668 AMO04501-AS AMO0O4500-SS
AD01937 AMO03066-AS AMO03064-SS AD02403 AMO03273-AS AMO03224-SS AD03671 AMO04677-AS AMO0O4669-SS
ADO01938 AMO03067-AS AMO03064-SS AD02404 AMO03273-AS AMO03225-SS ADO03672 AMO04678-AS AMO0O4670-SS
ADO01939 AMO03068-AS AMO03064-SS AD02405 AMO03273-AS AMO03226-SS ADO03673 AMO04679-AS AMO04671-SS
AD01940 AMO03069-AS AMO03064-SS AD02406 AMO03273-AS AMO03227-SS ADO03674 AMO0O4680-AS AMO0O4672-SS
AD01941 AMO03070-AS AMO03064-SS AD02407 AMO03273-AS AMO03228-SS ADO03675 AMO0O4681-AS AMO04673-SS
AD01976 AMO03119-AS AMO02540-SS AD02408 AMO03273-AS AMO03229-SS ADO03676 AMO02860-AS AMO04674-SS
ADO01977 AMO03120-AS AMO02540-SS AD02409 AMO03273-AS AMO03230-SS ADO03677 AMO02860-AS AMO0O4675-SS
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AD01978 AMO03121-AS AMO02540-SS AD02410 AMO03273-AS AMO03231-SS AD03678 AMO02860-AS AMO04676-SS
ADO01979 AMO02857-AS AMO03122-SS AD02411 AMO03273-AS AMO03232-SS ADO03705 AMO0O4501-AS AMO04726-SS
ADO01980 AMO02857-AS AMO03123-SS AD02412 AMO03273-AS AMO03233-SS ADO03706 AMO04501-AS AMO04727-SS
ADO01981 AMO03119-AS AMO03122-SS AD02413 AMO03273-AS AMO03234-SS ADO03707 AMO4501-AS AMO04728-SS
AD01982 AMO02857-AS AMO03124-SS AD02414 AMO03273-AS AMO03235-SS ADO03708 AMO04544-AS AMO04729-SS
ADO01983 AMO03107-AS AMO02537-SS AD02415 AMO03273-AS AMO03236-SS ADO03713 AMO04733-AS AMO04138-SS
ADO01984 AMO03108-AS AMO02537-SS AD02416 AMO03273-AS AMO03237-SS AD03714 AMO04734-AS AMO04138-SS
ADO01985 AMO03107-AS AMO03125-SS AD02417 AMO03274-AS AMO03220-SS ADO03715 AMO04735-AS AMO04138-SS
ADO01986 AMO03107-AS AMO03126-SS AD02418 AMO03274-AS AMO03221-SS ADO03716 AMO04736-AS AMO04138-SS
ADO01987 AMO03127-AS AMO02537-SS AD02419 AMO03274-AS AMO03222-SS ADO03717 AMO02860-AS AMO04737-SS
AD01988 AMO03129-AS AMO03128-SS AD02420 AMO03274-AS AMO03223-SS ADO03720 AMO03884-AS AMO04741-SS
AD01989 AMO03130-AS AMO02540-SS AD02421 AMO03274-AS AMO03224-SS AD03721 AMO03972-AS AMO04742-SS
AD01990 AMO03131-AS AMO02540-SS AD02422 AMO03274-AS AMO03225-SS AD03722 AMO03972-AS AMO04743-SS
AD02001 AMO02860-AS AMO02942-SS AD02423 AMO03274-AS AMO03226-SS AD03723 AMO03972-AS AMO04744-SS
AD02002 AMO02857-AS AMO03144-SS AD02424 AMO03274-AS AMO03227-SS AD03760 AMO04805-AS AMO04803-SS
AD02003 AMO03149-AS AMO02540-SS AD02425 AMO03274-AS AMO03228-SS ADO03761 AMO0O4501-AS AMO0O4804-SS
AD02004 AMO03149-AS AMO02941-SS AD02426 AMO03274-AS AMO03229-SS AD03762 AMO04805-AS AMO0O4807-SS
AD02005 AMO03149-AS AMO02942-SS AD02427 AMO03274-AS AMO03230-SS ADO03763 AMO03884-AS AMO04729-SS
AD02006 AMO3150-AS AMO02540-SS AD02428 AMO03274-AS AMO03231-SS ADO03764 AMO03884-AS AMO0O4806-SS
AD02007 AMO3150-AS AMO02941-SS AD02429 AMO03274-AS AMO03232-SS ADO03765 AMO04501-AS AMO04611-SS
AD02008 AMO03150-AS AMO02942-SS AD02430 AMO03274-AS AMO03233-SS ADO03766 AMO04501-AS AMO0O4808-SS

71




AD02009 AMO03151-AS AMO02540-SS AD02431 AMO03274-AS AMO03234-SS ADO03767 AMO0O4501-AS AMO0O4809-SS
AD02010 AMO03151-AS AMO02941-SS AD02432 AMO03274-AS AMO03235-55 AD03768 AMO04501-AS AMO04810-SS
AD02011 AMO03151-AS AMO02942-SS AD02433 AMO03274-AS AMO03236-SS AD03769 AMO04501-AS AMO04811-SS
AD02075 AMO03255-AS AMO03220-SS AD02434 AMO03274-AS AMO03237-SS ADO03770 AMO4501-AS AMO04812-SS
AD02076 AMO03255-AS AMO03221-SS AD02435 AMO03255-AS AMO03238-SS ADO03771 AMO02860-AS AMO04813-SS
AD02077 AMO03255-AS AMO03222-SS AD02436 AMO03256-AS AMO03238-SS AD03801 AMO04821-AS AMO04816-SS
AD02078 AMO03255-AS AMO03223-SS AD02437 AMO03255-AS AMO03240-SS AD03802 AMO04822-AS AMO04817-SS
AD02079 AMO03255-AS AMO03224-SS AD02438 AMO03256-AS AMO03240-SS ADO03803 AMO04823-AS AMO04816-SS
AD02080 AMO03255-AS AMO03225-SS AD02439 AMO03255-AS AMO02942-SS AD03804 AMO04821-AS AMO04835-SS
AD02081 AMO03255-AS AMO03226-SS AD02440 AMO03256-AS AMO02942-SS ADO3805 AMO04824-AS AMO04819-SS
AD02082 AMO03255-AS AMO03227-SS AD02462 AMO02857-AS AMO03330-SS ADO03806 AMO04824-AS AMO0O4820-SS
AD02083 AMO03255-AS AMO03228-SS AD02463 AMO3331-AS AMO01223-SS AD03841 AMO04871-AS AMO04862-SS
AD02084 AMO03255-AS AMO03229-SS AD02464 AMO03107-AS AMO03291-SS AD03842 AMO02860-AS AMO04863-SS
AD02085 AMO03255-AS AMO03230-SS AD02465 AMO03279-AS AMO03291-SS AD03843 AMO04872-AS AMO04138-SS
AD02086 AMO03255-AS AMO03231-SS AD02466 AMO03280-AS AMO03291-SS AD03844 AMO04539-AS AMO04864-SS
AD02087 AMO03255-AS AMO03232-SS AD02467 AMO03281-AS AMO03291-SS ADO03845 AMO3300-AS AMO0O4865-SS
AD02088 AMO03255-AS AMO03233-SS AD02468 AMO03282-AS AMO03291-SS ADO03846 AMO04873-AS AMO04412-SS
AD02089 AMO03255-AS AMO03234-SS AD02469 AMO03283-AS AMO03291-SS AD03847 AMO04874-AS AMO0O4866-SS
AD02090 AMO03255-AS AMO03235-SS AD02470 AMO03284-AS AMO03291-SS AD03848 AMO04874-AS AMO0O4867-SS
AD02091 AMO03255-AS AMO03236-SS AD02471 AMO3300-AS AMO03291-SS AD03849 AMO04875-AS AMO0O4867-SS
AD02092 AMO03255-AS AMO03237-SS AD02472 AMO03301-AS AMO03291-SS ADO03850 AMO04876-AS AMO0O4866-SS
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AD02093 AMO03256-AS AMO03220-SS AD02473 AMO03107-AS AMO03292-S5 ADO03851 AMO04877-AS AMO0O4866-SS
AD02094 AMO03256-AS AMO03221-SS AD02474 AMO03279-AS AMO03292-SS ADO03852 AMO04877-AS AMO04867-SS
AD02095 AMO03256-AS AMO03222-SS AD02475 AMO03280-AS AMO03292-SS ADO03853 AMO04874-AS AMO0O4868-SS
AD02096 AMO03256-AS AMO03223-SS AD02476 AMO03281-AS AMO03292-SS ADO03854 AMO04874-AS AMO0O4869-SS
AD02097 AMO03256-AS AMO03224-SS AD02477 AMO03282-AS AMO03292-SS ADO03855 AMO04875-AS AMO04869-SS
AD02098 AMO03256-AS AMO03225-SS AD02478 AMO03283-AS AMO03292-SS ADO03856 AMO04874-AS AMO0O4870-SS
AD02099 AMO03256-AS AMO03226-SS AD02479 AMO03284-AS AMO03292-SS ADO03857 AMO03972-AS AMO0O4808-SS
AD02100 AMO03256-AS AMO03227-SS AD02480 AMO3300-AS AMO03292-SS ADO03858 AMO03972-AS AMO04811-SS
AD02101 AMO03256-AS AMO03228-SS AD02481 AMO03301-AS AMO03292-SS ADO03859 AMO04822-AS AMO04819-SS
AD02102 AMO03256-AS AMO03229-SS AD02482 AMO03107-AS AMO03293-SS ADO03860 AMO04878-AS AMO04819-SS
AD02103 AMO03256-AS AMO03230-SS AD02483 AMO03279-AS AMO03293-SS ADO03861 AMO0O4878-AS AMO04820-SS
AD02104 AMO03256-AS AMO03231-SS AD02484 AMO03280-AS AMO03293-SS AD03862 AMO04879-AS AMO04138-SS
AD02105 AMO03256-AS AMO03232-SS AD02485 AMO03281-AS AMO03293-SS AD03863 AMO04879-AS AMO04863-SS
AD02106 AMO03256-AS AMO03233-SS AD02486 AMO03282-AS AMO03293-SS AD03864 AMO04880-AS AMO04138-SS
AD02107 AMO03256-AS AMO03234-SS AD02487 AMO03283-AS AMO03293-SS AD03920 AMO04969-AS AMO04138-SS
AD02108 AMO03256-AS AMO03235-SS AD02488 AMO03284-AS AMO03293-SS AD03921 AMO04970-AS AMO04412-SS
AD02109 AMO03256-AS AMO03236-SS AD02489 AMO03300-AS AMO03293-SS AD03922 AMO04971-AS AMO04867-SS
AD02110 AMO03256-AS AMO03237-SS AD02490 AMO03301-AS AMO03293-SS AD03923 AMO04971-AS AMO0O4869-SS
AD02111 AMO03257-AS AMO03220-SS AD02491 AMO03107-AS AMO03294-SS AD03924 AMO04972-AS AMO04820-SS
AD02112 AMO03257-AS AMO03221-SS AD02492 AMO03279-AS AMO03294-SS AD03925 AMO04972-AS AMO04819-SS
AD02113 AMO03257-AS AMO03222-SS AD02493 AMO03280-AS AMO03294-SS ADO03931 AMO04979-AS AMO04978-SS
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AD02114 AMO03257-AS AMO03223-SS AD02494 AMO03281-AS AMO03294-SS AD03932 AMO04979-AS AMO04811-SS
AD02115 AMO03257-AS AMO03224-SS AD02495 AMO03282-AS AMO03294-SS ADO03933 AMO04979-AS AMO04869-SS
AD02116 AMO03257-AS AMO03225-SS AD02496 AMO03283-AS AMO03294-SS AD04017 AMO3300-AS AMO5070-SS
AD02117 AMO03257-AS AMO03226-SS AD02497 AMO03284-AS AMO03294-SS AD04018 AMO03972-AS AMO5072-SS
AD02118 AMO03257-AS AMO03227-SS AD02498 AMO03300-AS AMO03294-SS AD04017 AMO3300-AS AMO5070-SS
AD02119 AMO03257-AS AMO03228-SS AD02499 AMO03301-AS AMO03294-SS AD04018 AMO03972-AS AMO5072-SS
ADO04170 AMO03972-AS AMO05341-SS AD04171 AMO04877-AS AMO05342-SS AD04110 AMO0O4875-AS AMO0O4866-SS
AD04263 AMO04879-AS AMO05489-SS AD04272 AMO04979-AS AMO05499-SS AD04281 AMO5496-AS AMO04412-SS
AD04264 AMO05490-AS AMO04416-SS AD04273 AMO03972-AS AMO05494-SS AD04282 AMO04874-AS AMO5503-SS
AD04265 AMO05490-AS AMO05491-SS AD04274 AMO05498-AS AMO05494-SS AD04283 AMO04874-AS AMO5502-SS
AD04266 AMO05492-AS AMO04496-SS AD04275 AMO04979-AS AMO05494-SS AD04284 AMO04874-AS AMO5506-SS
AD04267 AMO05493-AS AMO04496-SS AD04276 AMO03972-AS AMO5501-SS AD04285 AMO04877-AS AMO5503-SS
AD04268 AMO05498-AS AMO04496-SS AD04277 AMO05498-AS AMO05501-SS AD04286 AMO05497-AS AMO05502-SS
AD04269 AMO0O4979-AS AMO04496-SS AD04278 AMO04979-AS AMO05501-SS AD04287 AMO05497-AS AMO5506-SS
AD04270 AMO03972-AS AMO05499-SS AD04279 AMO3300-AS AMO05500-SS AD04288 AMO04874-AS AMO05504-SS
AD04271 AMO05498-AS AMO05499-SS AD04280 AMO05495-AS AMO04412-SS AD04289 AMO04874-AS AMO5505-SS
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Tabmuna 3B. ymiekcer areatoB PHKu JITIA ¢ Homepamu ID nymiekcos.

ID _ ID cmbicnoBoM ID " ID cmbicnoBoM ID " ID cmbicnosoM
aHTUCMBbICNO aHTUCMBbIC/IOB aHTUCMBbIC/IOB
Aynnekca . uenu Aynnekca . uenu Aynnekca . uenwm
BOM Lenu oi uenu ol uenu
SD0001  1533-AS00  1533-SS00 SD0240 1533-AS08 1533-5512 SD0479 1532-AS01 1532-5S09
SD0002  1533-AS01  1533-SS00 SD0241 1533-AS09 1533-5512 SD0480 1532-AS02 1532-5S09
SD0003  1533-AS02  1533-SS00 SD0242 1533-AS10 1533-5512 SD0481 1532-AS03 1532-5S09
SD0004  1533-AS03  1533-SS00 SD0243 1533-AS11 1533-5512 SD0482 1532-AS04 1532-5S09
SD0005  1533-AS04  1533-SS00 SD0244 1533-AS12 1533-5512 SD0483 1532-AS05 1532-5S09
SD0006  1533-AS05  1533-SS00 SD0245 1533-AS13 1533-5512 SD0484 1532-AS06 1532-5S09
SD0007  1533-AS06  1533-SS00 SD0246 1533-AS14 1533-5512 SD0485 1532-AS07 1532-5S09
SD0008  1533-AS07  1533-SS00 SD0247 1533-AS00 1533-5513 SD0486 1532-AS08 1532-SS09
SDO009  1533-AS08  1533-SS00 SD0248 1533-AS01 1533-5513 SD0487 1532-AS09 1532-5S09
SD0010  1533-AS09  1533-SS00 SD0249 1533-AS02 1533-5513 SD0488 1532-AS10 1532-SS09
SD0011  1533-AS10  1533-SS00 SD0250 1533-AS03 1533-5513 SD0489 1532-AS11 1532-5509
SD0012  1533-AS11  1533-SS00 SD0251 1533-AS04 1533-5513 SD0490 1532-AS12 1532-5509
SD0013  1533-AS12  1533-SS00 SD0252 1533-AS05 1533-5513 SD0491 1532-AS13 1532-5509
SD0014  1533-AS13  1533-SS00 SD0253 1533-AS06 1533-5513 SD0492 1532-AS00 1532-SS10
SD0015  1533-AS14  1533-SS00 SD0254 1533-AS07 1533-5513 SD0493 1532-AS01 1532-SS10
SD0016  1533-AS00  1533-SS01 SD0255 1533-AS08 1533-5513 SD0494 1532-AS02 1532-SS10
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SD0017  1533-AS01 1533-5501 SD0256 1533-AS09 1533-5513 SD0495 1532-AS03 1532-5510
SD0018  1533-AS02 1533-5501 SD0257 1533-AS10 1533-5513 SD0496 1532-AS04 1532-5510
SD0019  1533-AS03 1533-5501 SD0258 1533-AS11 1533-5513 SD0497 1532-AS05 1532-5510
SD0020  1533-AS04 1533-5501 SD0259 1533-AS12 1533-5513 SD0498 1532-AS06 1532-5510
SD0021  1533-AS05 1533-5501 SD0260 1533-AS13 1533-5513 SD0499 1532-AS07 1532-5510
SD0022  1533-AS06 1533-5501 SD0261 1533-AS14 1533-5513 SD0500 1532-AS08 1532-5510
SD0023  1533-AS07 1533-5501 SD0262 1533-AS00 1533-5514 SD0501 1532-AS09 1532-5510
SD0024  1533-AS08 1533-5501 SD0263 1533-AS01 1533-5514 SD0502 1532-AS10 1532-5510
SD0025  1533-AS09 1533-5501 SD0264 1533-AS02 1533-5514 SD0503 1532-AS11 1532-5510
SD0026  1533-AS10 1533-5501 SD0265 1533-AS03 1533-5514 SD0504 1532-AS12 1532-5510
SD0027  1533-AS11 1533-5501 SD0266 1533-AS04 1533-5514 SD0505 1532-AS13 1532-5510
SD0028  1533-AS12 1533-5501 SD0267 1533-AS05 1533-5514 SD0506 1532-AS00 1532-5511
SD0029  1533-AS13 1533-5501 SD0268 1533-AS06 1533-5514 SD0507 1532-AS01 1532-85811
SD0O030  1533-AS14 1533-5501 SD0269 1533-AS07 1533-5514 SD0508 1532-AS02 1532-85811
SD0031  1533-AS00 1533-5502 SD0270 1533-AS08 1533-5514 SD0509 1532-AS03 1532-85811
SD0032  1533-AS01 1533-5502 SD0271 1533-AS09 1533-5514 SD0510 1532-AS04 1532-S511
SD0033  1533-AS02 1533-5502 SD0272 1533-AS10 1533-5514 SD0511 1532-AS05 1532-S511
SD0034  1533-AS03 1533-5502 SD0273 1533-AS11 1533-5514 SD0512 1532-AS06 1532-5511
SD0035  1533-AS04 1533-5502 SD0274 1533-AS12 1533-5514 SD0513 1532-AS07 1532-S511
SD0036  1533-AS05 1533-5502 SD0275 1533-AS13 1533-5514 SD0514 1532-AS08 1532-5511
SD0037  1533-AS06 1533-5502 SD0276 1533-AS14 1533-5514 SD0515 1532-AS09 1532-S511
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SD0038  1533-AS07 1533-5502 SD0277 1533-AS00 1533-5515 SD0516 1532-AS10 1532-5511
SD0039  1533-AS08 1533-5502 SD0278 1533-AS01 1533-5515 SD0517 1532-AS11 1532-5511
SD0040  1533-AS09 1533-5502 SD0279 1533-AS02 1533-5515 SD0518 1532-AS12 1532-5511
SD0041  1533-AS10 1533-5502 SD0280 1533-AS03 1533-5515 SD0519 1532-AS13 1532-5511
SD0042  1533-AS11 1533-5502 SD0281 1533-AS04 1533-5515 SD0520 1532-AS00 1532-5512
SD0043  1533-AS12 1533-5502 SD0282 1533-AS05 1533-5515 SD0521 1532-AS01 1532-5512
SD0044  1533-AS13 1533-5502 SD0283 1533-AS06 1533-5515 SD0522 1532-AS02 1532-5512
SD0045  1533-AS14 1533-5502 SD0284 1533-AS07 1533-5515 SD0523 1532-AS03 1532-5512
SD0046  1533-AS00 1533-5S03 SD0285 1533-AS08 1533-5515 SD0524 1532-AS04 1532-5512
SD0047  1533-AS01 1533-5S03 SD0286 1533-AS09 1533-5515 SD0525 1532-AS05 1532-5512
SD0048  1533-AS02 1533-5S03 SD0287 1533-AS10 1533-5515 SD0526 1532-AS06 1532-5512
SD0049  1533-AS03 1533-5503 SD0288 1533-AS11 1533-5515 SD0527 1532-AS07 1532-5512
SDO050  1533-AS04 1533-5503 SD0289 1533-AS12 1533-55815 SD0528 1532-AS08 1532-5512
SD0051  1533-AS05 1533-5503 SD0290 1533-AS13 1533-55815 SD0529 1532-AS09 1532-5512
SD0052  1533-AS06 1533-5503 SD0291 1533-AS14 1533-55815 SD0530 1532-AS10 1532-5512
SD0053  1533-AS07 1533-SS03 SD0292 1533-AS00 1533-5516 SD0531 1532-AS11 1532-5512
SD0054  1533-AS08 1533-5S03 SD0293 1533-AS01 1533-5516 SD0532 1532-AS12 1532-5512
SD0O055  1533-AS09 1533-5S03 SD029%4 1533-AS02 1533-5516 SD0533 1532-AS13 1532-5512
SD0056  1533-AS10 1533-5S03 SD0295 1533-AS03 1533-5516 SD0534 1532-AS00 1532-5513
SD0057  1533-AS11 1533-5S03 SD0296 1533-AS04 1533-5516 SD0535 1532-AS01 1532-5513
SD0058  1533-AS12 1533-5S03 SD0297 1533-AS05 1533-5516 SD0536 1532-AS02 1532-5513
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SD0059  1533-AS13 1533-5S03 SD0298 1533-AS06 1533-5516 SD0537 1532-AS03 1532-5513
SD0060  1533-AS14 1533-5503 SD0299 1533-AS07 1533-5516 SD0538 1532-AS04 1532-5513
SD0061  1533-AS00 1533-5504 SD0300 1533-AS08 1533-5516 SD0539 1532-AS05 1532-5513
SD0062  1533-AS01 1533-5504 SD0301 1533-AS09 1533-5516 SD0540 1532-AS06 1532-5513
SD0063  1533-AS02 1533-5504 SD0302 1533-AS10 1533-5516 SD0541 1532-AS07 1532-5513
SD0064  1533-AS03 1533-5504 SD0303 1533-AS11 1533-5516 SD0542 1532-AS08 1532-5513
SD0065  1533-AS04 1533-5504 SD0304 1533-AS12 1533-5516 SD0543 1532-AS09 1532-5513
SD0066  1533-AS05 1533-5504 SD0305 1533-AS13 1533-5516 SD0544 1532-AS10 1532-5513
SD0067  1533-AS06 1533-5504 SD0306 1533-AS14 1533-5516 SD0545 1532-AS11 1532-5513
SD0068  1533-AS07 1533-5504 SD0307 1533-AS00 1533-5517 SD0546 1532-AS12 1532-5513
SD006S  1533-AS08 1533-5504 SD0308 1533-AS01 1533-5517 SD0547 1532-AS13 1532-5513
SD0070  1533-AS09 1533-5504 SD0309 1533-AS02 1533-5517 SD0548 1532-AS00 1532-5514
SD0071  1533-AS10 1533-5504 SD0310 1533-AS03 1533-85817 SD0549 1532-AS01 1532-5514
SD0072  1533-AS11 1533-5504 SD0311 1533-AS04 1533-8517 SD0550 1532-AS02 1532-5514
SD0073  1533-AS12 1533-5504 SD0312 1533-AS05 1533-85817 SD0551 1532-AS03 1532-5514
SD0074  1533-AS13 1533-5504 SD0313 1533-AS06 1533-5517 SD0552 1532-AS04 1532-5514
SD0075  1533-AS14 1533-5504 SD0314 1533-AS07 1533-5517 SD0553 1532-AS05 1532-5514
SD0076  1533-AS00 1533-SS05 SD0315 1533-AS08 1533-5517 SD0554 1532-AS06 1532-5514
SD0077  1533-AS01 1533-5S05 SD0316 1533-AS09 1533-5517 SD0555 1532-AS07 1532-5514
SD0078  1533-AS02 1533-SS05 SD0317 1533-AS10 1533-5517 SDO0556 1532-AS08 1532-5514
SD0079  1533-AS03 1533-5S05 SD0318 1533-AS11 1533-5517 SD0557 1532-AS09 1532-5514
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SD0080  1533-AS04 1533-5S05 SD0319 1533-A512 1533-5517 SD0558 1532-AS10 1532-5514
SD0081  1533-AS05 1533-5S05 SD0320 1533-AS13 1533-5517 SD0559 1532-AS11 1532-5514
SD0082  1533-AS06 1533-5S05 SD0321 1533-AS14 1533-5517 SD0560 1532-AS12 1532-5514
SD0083  1533-AS07 1533-SS05 SD0322 1533-AS00 1533-5518 SD0561 1532-AS13 1532-5514
SD0084  1533-AS08 1533-SS05 SD0323 1533-AS01 1533-5518 SD0562 1532-AS00 1532-5515
SD0085  1533-AS09 1533-SS05 SD0324 1533-AS02 1533-5518 SD0563 1532-AS01 1532-5515
SD0086  1533-AS10 1533-SS05 SD0325 1533-AS03 1533-5518 SD0564 1532-AS02 1532-5515
SD0087  1533-AS11 1533-5S05 SD0326 1533-AS04 1533-5518 SD0565 1532-AS03 1532-5515
SD0088  1533-AS12 1533-SS05 SD0327 1533-AS05 1533-5518 SD0566 1532-AS04 1532-5515
SD0089  1533-AS13 1533-SS05 SD0328 1533-AS06 1533-5518 SD0567 1532-AS05 1532-5515
SD00S0  1533-AS14 1533-SS05 SD0329 1533-AS07 1533-5518 SD0568 1532-AS06 1532-5515
SD0091  1533-AS00 1533-5506 SD0330 1533-AS08 1533-5518 SD0569 1532-AS07 1532-5515
SD0092  1533-ASO1 1533-5506 SD0331 1533-AS09 1533-5518 SD0570 1532-AS08 1532-55815
SD0093  1533-AS02 1533-5506 SD0332 1533-AS10 1533-5518 SD0571 1532-AS09 1532-55815
SD0094  1533-AS03 1533-5506 SD0333 1533-AS11 1533-5518 SD0572 1532-AS10 1532-55815
SD0O095  1533-AS04 1533-5506 SD0334 1533-AS12 1533-5518 SD0573 1532-AS11 1532-5515
SD0096  1533-AS05 1533-5506 SD0335 1533-AS13 1533-5518 SD0574 1532-AS12 1532-5515
SD0097  1533-AS06 1533-5506 SD0336 1533-AS14 1533-5518 SD0575 1532-AS13 1532-5515
SD0098  1533-AS07 1533-5506 SD0337 1533-AS00 1533-5519 SD0576 1532-AS00 1532-5516
SD0099  1533-AS08 1533-5506 SD0338 1533-AS01 1533-5519 SD0577 1532-AS01 1532-5516
SD0100  1533-AS09 1533-5506 SD0339 1533-AS02 1533-5519 SD0578 1532-AS02 1532-5516
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SD0101  1533-AS10 1533-5506 SD0340 1533-AS03 1533-5519 SD0579 1532-AS03 1532-5516
SD0102  1533-AS11 1533-5506 SD0341 1533-AS04 1533-5519 SD0580 1532-AS04 1532-5516
SD0103  1533-AS12 1533-5506 SD0342 1533-AS05 1533-5519 SD0581 1532-AS05 1532-5516
SD0104  1533-AS13 1533-5506 SD0343 1533-AS06 1533-5519 SD0582 1532-AS06 1532-5516
SD0105  1533-AS14 1533-5506 SD0344 1533-AS07 1533-5519 SD0583 1532-AS07 1532-5516
SD0106  1533-AS00 1533-5507 SD0345 1533-AS08 1533-5519 SD0584 1532-AS08 1532-5516
SD0107  1533-AS01 1533-5507 SD0346 1533-AS09 1533-5519 SD0585 1532-AS09 1532-5516
SD0108  1533-AS02 1533-5507 SD0347 1533-AS10 1533-5519 SD0586 1532-AS10 1532-5516
SD010S  1533-AS03 1533-5507 SD0348 1533-AS11 1533-5519 SD0587 1532-AS11 1532-5516
SD0110  1533-AS04 1533-5507 SD0349 1533-AS12 1533-5519 SD0588 1532-AS12 1532-5516
SD0111  1533-AS05 1533-5507 SD0350 1533-AS13 1533-5519 SD0589 1532-AS13 1532-5516
SD0112  1533-AS06 1533-5507 SD0351 1533-AS14 1533-5519 SD0590 1532-AS00 1532-5517
SD0113  1533-AS07 1533-5507 SD0352 1532-AS00 1532-5500 SD0591 1532-AS01 1532-8817
SD0114  1533-AS08 1533-5507 SD0353 1532-AS01 1532-5500 SD0592 1532-AS02 1532-85817
SD0115  1533-AS09 1533-5507 SD0354 1532-AS02 1532-5500 SD0593 1532-AS03 1532-8817
SD0116  1533-AS10 1533-5S07 SD0355 1532-AS03 1532-5500 SD059%4 1532-AS04 1532-5517
SD0117  1533-AS11 1533-5S07 SD0356 1532-AS04 1532-5500 SD0595 1532-AS05 1532-5517
SD0118  1533-AS12 1533-5S07 SD0357 1532-AS05 1532-5500 SD0596 1532-AS06 1532-5517
SD0119  1533-AS13 1533-5S07 SD0358 1532-AS06 1532-5500 SD0597 1532-AS07 1532-5517
SD0120  1533-AS14 1533-5507 SD0359 1532-AS07 1532-5500 SD0598 1532-AS08 1532-5517
SD0121  1533-AS00 1533-5508 SD0360 1532-AS08 1532-5500 SD0599 1532-AS09 1532-5517
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SD0122  1533-AS01 1533-5508 SD0361 1532-AS09 1532-5500 SD0600 1532-AS10 1532-5517
SD0123  1533-AS02 1533-5508 SD0362 1532-AS10 1532-5500 SD0601 1532-AS11 1532-5517
SD0124  1533-AS03 1533-5508 SD0363 1532-AS11 1532-5500 SD0602 1532-AS12 1532-5517
SD0125  1533-AS04 1533-5508 SD0364 1532-AS12 1532-5500 SD0603 1532-AS13 1532-5517
SD0126  1533-AS05 1533-5508 SD0365 1532-AS13 1532-5500 SD0604 1532-AS00 1532-5518
SD0127  1533-AS06 1533-5508 SD0366 1532-AS00 1532-5501 SD0605 1532-AS01 1532-5518
SD0128  1533-AS07 1533-5508 SD0367 1532-AS01 1532-5501 SD0606 1532-AS02 1532-5518
SD0129  1533-AS08 1533-5508 SD0368 1532-AS02 1532-5501 SD0607 1532-AS03 1532-5518
SD0130  1533-AS09 1533-5508 SD0369 1532-AS03 1532-5501 SD0608 1532-AS04 1532-5518
SD0131  1533-AS10 1533-5508 SD0370 1532-AS04 1532-5501 SD0609 1532-AS05 1532-5518
SD0132  1533-AS11 1533-5508 SD0371 1532-AS05 1532-5501 SD0610 1532-AS06 1532-5518
SD0133  1533-AS12 1533-5508 SD0372 1532-AS06 1532-5501 SD0611 1532-AS07 1532-5518
SD0134  1533-AS13 1533-5508 SD0373 1532-AS07 1532-5501 SD0612 1532-AS08 1532-5518
SD0135  1533-AS14 1533-5508 SD0374 1532-AS08 1532-5501 SD0613 1532-AS09 1532-5518
SD0136  1533-AS00 1533-S509 SD0375 1532-AS09 1532-5501 SD0614 1532-AS10 1532-5518
SD0137  1533-AS01 1533-5S09 SD0376 1532-AS10 1532-5501 SD0615 1532-AS11 1532-5518
SD0138  1533-AS02 1533-5S09 SD0377 1532-AS11 1532-5501 SD0616 1532-AS12 1532-5518
SD0139  1533-AS03 1533-5S09 SD0378 1532-AS12 1532-5501 SD0617 1532-AS13 1532-5518
SD0140  1533-AS04 1533-5S09 SD0379 1532-AS13 1532-5501 SD0618 1532-AS00 1532-5519
SD0141  1533-AS05 1533-5S09 SD0380 1532-AS00 1532-5502 SD0619 1532-AS01 1532-5519
SD0142  1533-AS06 1533-5509 SD0381 1532-AS01 1532-5502 SD0620 1532-AS02 1532-5519
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SD0143  1533-AS07 1533-5509 SD0382 1532-AS02 1532-5502 SD0621 1532-AS03 1532-5519
SD0144  1533-AS08 1533-5509 SD0383 1532-AS03 1532-5502 SD0622 1532-AS04 1532-5519
SD0145  1533-AS09 1533-5509 SD0384 1532-AS04 1532-5502 SD0623 1532-AS05 1532-5519
SD0146  1533-AS10 1533-5509 SD0385 1532-AS05 1532-5502 SD0624 1532-AS06 1532-5519
SD0147  1533-AS11 1533-5509 SD0386 1532-AS06 1532-5502 SD0625 1532-AS07 1532-5519
SD0148  1533-AS12 1533-5509 SD0387 1532-AS07 1532-5502 SD0626 1532-AS08 1532-5519
SD0149  1533-AS13 1533-5509 SD0388 1532-AS08 1532-5502 SD0627 1532-AS09 1532-5519
SD0150  1533-AS14 1533-5509 SD0389 1532-AS09 1532-5502 SD0628 1532-AS10 1532-5519
SD0151  1533-AS00 1533-5501 SD0390 1532-AS10 1532-5502 SD0629 1532-AS11 1532-5519
SD0152  1533-AS01 1533-5501 SD0391 1532-AS11 1532-5502 SD0630 1532-AS12 1532-5519
SD0153  1533-AS02 1533-5501 SD0392 1532-AS12 1532-5502 SD0631 1532-AS13 1532-5519
SD0154  1533-AS03 1533-5501 SD0393 1532-AS13 1532-5502 SD0632 1532-AS00 1532-5520
SD0155  1533-AS04 1533-5501 SD0394 1532-AS00 1532-5503 SD0633 1532-AS01 1532-5520
SD0156  1533-AS05 1533-5501 SD0395 1532-AS01 1532-5503 SD0634 1532-AS02 1532-5520
SD0157  1533-AS06 1533-5501 SD0396 1532-AS02 1532-5503 SD0635 1532-AS03 1532-5520
SD0158  1533-AS07 1533-5S01 SD0397 1532-AS03 1532-5503 SD0636 1532-AS04 1532-5520
SD0159  1533-AS08 1533-5S01 SD0398 1532-AS04 1532-5S03 SD0637 1532-AS05 1532-5520
SD0160  1533-AS09 1533-5501 SD0399 1532-AS05 1532-5503 SD0638 1532-AS06 1532-5520
SD0161  1533-AS10 1533-5501 SD0400 1532-AS06 1532-5503 SD0639 1532-AS07 1532-5520
SD0162  1533-AS11 1533-5501 SD0401 1532-AS07 1532-5503 SD0640 1532-AS08 1532-5520
SD0163  1533-AS12 1533-5501 SD0402 1532-AS08 1532-5503 SD0641 1532-AS09 1532-5520
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SD0164  1533-AS13 1533-5501 SD0403 1532-AS09 1532-5503 SD0642 1532-AS10 1532-5520
SD0O165  1533-AS14 1533-5501 SD0404 1532-AS10 1532-5503 SD0643 1532-AS11 1532-5520
SD0166  1533-AS00 1533-5501 SD0405 1532-AS11 1532-5503 SD0644 1532-AS12 1532-5520
SD0167  1533-AS01 1533-5501 SD0406 1532-AS12 1532-5503 SD0645 1532-AS13 1532-5520
SD0168  1533-AS02 1533-5501 SD0407 1532-AS13 1532-5503 SD0646 1532-AS00 1532-5521
SD016S  1533-AS03 1533-5501 SD0408 1532-AS00 1532-5504 SD0647 1532-AS01 1532-5521
SD0170  1533-AS04 1533-5501 SD0409 1532-AS01 1532-5504 SD0648 1532-AS02 1532-5521
SD0171  1533-AS05 1533-5501 SD0410 1532-AS02 1532-5504 SD0649 1532-AS03 1532-5521
SD0172  1533-AS06 1533-5501 SD0411 1532-AS03 1532-5504 SD0650 1532-AS04 1532-5521
SD0173  1533-AS07 1533-5501 SD0412 1532-AS04 1532-5504 SD0651 1532-AS05 1532-5521
SD0174  1533-AS08 1533-5501 SD0413 1532-AS05 1532-5504 SD0652 1532-AS06 1532-5521
SD0175  1533-AS09 1533-5501 SD0414 1532-AS06 1532-5504 SD0653 1532-AS07 1532-5521
SD0176  1533-AS10 1533-5501 SD0415 1532-AS07 1532-5504 SD0654 1532-AS08 1532-8521
SD0177  1533-AS11 1533-5501 SD0416 1532-AS08 1532-5504 SD0655 1532-AS09 1532-8521
SD0178  1533-AS12 1533-5501 SD0417 1532-AS09 1532-5504 SD0656 1532-AS10 1532-8521
SD0179  1533-AS13 1533-5S01 SD0418 1532-AS10 1532-5504 SD0657 1532-AS11 1532-5521
SD0180  1533-AS14 1533-5S01 SD0419 1532-AS11 1532-5504 SD0658 1532-AS12 1532-5521
SD0181  1533-AS00 1533-5502 SD0420 1532-AS12 1532-5504 SD0659 1532-AS13 1532-5521
SD0182  1533-AS01 1533-5502 SD0421 1532-AS13 1532-5504 SD0660 1532-AS00 1532-5522
SD0183  1533-AS02 1533-5502 SD0422 1532-AS00 1532-5505 SD0661 1532-AS01 1532-5522
SD0184  1533-AS03 1533-5502 SD0423 1532-AS01 1532-5505 SD0662 1532-AS02 1532-5522
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SD0185  1533-AS04 1533-5502 SD0424 1532-AS02 1532-5505 SD0663 1532-AS03 1532-5522
SD0186  1533-AS05 1533-5502 SD0425 1532-AS03 1532-5S05 SD0664 1532-AS04 1532-5522
SD0187  1533-AS06 1533-5502 SD0426 1532-AS04 1532-5S05 SD0665 1532-AS05 1532-5522
SD0188  1533-AS07 1533-5502 SD0427 1532-AS05 1532-5505 SD0666 1532-AS06 1532-5522
SD0189  1533-AS08 1533-5502 SD0428 1532-AS06 1532-5S05 SD0667 1532-AS07 1532-5522
SD0190  1533-AS09 1533-5502 SD0429 1532-AS07 1532-5S05 SD0668 1532-AS08 1532-5522
SD0191  1533-AS10 1533-5502 SD0430 1532-AS08 1532-5S05 SD0669 1532-AS09 1532-5522
SD0192  1533-AS11 1533-5502 SD0431 1532-AS09 1532-5S05 SD0670 1532-AS10 1532-5522
SD0193  1533-AS12 1533-5502 SD0432 1532-AS10 1532-5505 SD0671 1532-AS11 1532-5522
SD0194  1533-AS13 1533-5502 SD0433 1532-AS11 1532-5S05 SD0672 1532-AS12 1532-5522
SD0195  1533-AS14 1533-5502 SD0434 1532-AS12 1532-55S05 SD0673 1532-AS13 1532-5522
SD0196  1533-AS00  1533-CfinSS SD0435 1532-AS13 1532-5S05 SD0674 1532-AS00 1532-5523
SD0197  1533-AS01  1533-CfinSS SD0436 1532-AS00 1532-5506 SD0675 1532-AS01 1532-55823
SD0198  1533-AS02  1533-CfinSS SD0437 1532-AS01 1532-5506 SD0676 1532-AS02 1532-5523
SD0199  1533-AS03  1533-CfinSS SD0438 1532-AS02 1532-5506 SD0677 1532-AS03 1532-55823
SD0200  1533-AS04  1533-CfinSS SD0439 1532-AS03 1532-5506 SD0678 1532-AS04 1532-5523
SD0201  1533-ASO5  1533-CfinSS SD0440 1532-AS04 1532-5506 SD0679 1532-AS05 1532-5523
SD0202  1533-AS06  1533-CfinSS SD0441 1532-AS05 1532-5506 SD0680 1532-AS06 1532-5523
SD0203  1533-AS07  1533-CfinSS SD0442 1532-AS06 1532-5506 SD0681 1532-AS07 1532-5523
SD0204  1533-AS08  1533-CfinSS SD0443 1532-AS07 1532-5506 SD0682 1532-AS08 1532-5523
SD0205  1533-AS09  1533-CfinSS SD0444 1532-AS08 1532-5506 SD0683 1532-AS09 1532-5523
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SD0206  1533-AS10  1533-CfinSS SD0445 1532-AS09 1532-5506 SD0684 1532-AS10 1532-5523
SD0207  1533-AS11  1533-CfinSS SD0446 1532-AS10 1532-5506 SD0685 1532-AS11 1532-5523
SD0208  1533-AS12  1533-CfinSS SD0447 1532-AS11 1532-5506 SD0686 1532-AS12 1532-5523
SD0209  1533-AS13  1533-CfinSS SD0448 1532-AS12 1532-5506 SD0687 1532-AS13 1532-5523
SD0210  1533-AS14  1533-CfinSS SD0449 1532-AS13 1532-5506 SD0688 1532-AS00 1532-5524
SD0211 1533-CfinAS  1533-SS00 SD0450 1532-AS00 1532-5507 SD0689 1532-AS01 1532-5524
SD0212 1533-CfinAS  1533-SS01 SD0451 1532-AS01 1532-5507 SD0690 1532-AS02 1532-5524
SD0213  1533-CfinAS  1533-5502 SD0452 1532-AS02 1532-5507 SD0691 1532-AS03 1532-5524
SD0214  1533-CfinAS  1533-SS03 SD0453 1532-AS03 1532-5507 SD0692 1532-AS04 1532-5524
SD0215 1533-CfinAS  1533-S504 SD0454 1532-AS04 1532-5507 SD0693 1532-AS05 1532-5524
SD0216 1533-CfinAS  1533-SS05 SD0455 1532-AS05 1532-5507 SD0694 1532-AS06 1532-5524
SD0217 1533-CfinAS  1533-5S506 SD0456 1532-AS06 1532-5507 SD0695 1532-AS07 1532-5524
SD0218 1533-CfinAS  1533-SS07 SD0457 1532-AS07 1532-5507 SD0696 1532-AS08 1532-5524
SD0219 1533-CfinAS  1533-SS08 SD0458 1532-AS08 1532-5507 SD0697 1532-AS09 1532-5524
SD0220  1533-CfinAS  1533-SS09 SD0459 1532-AS09 1532-5507 SD0698 1532-AS10 1532-5524
SD0221 1533-CfinAS  1533-SS10 SD0460 1532-AS10 1532-5507 SD0699 1532-AS11 1532-5524
SD0222  1533-CfinAS  1533-SS11 SD0461 1532-AS11 1532-5507 SD0700 1532-AS12 1532-5524
SD0223  1533-CfinAS  1533-SS12 SD0462 1532-AS12 1532-5507 SD0701 1532-AS13 1532-5524
SD0224  1533-CfinAS  1533-S513 SD0463 1532-AS13 1532-5507 SD0702 1532-AS14 1532-5500
SD0225 1533-CfinAS  1533-S514 SD0464 1532-AS00 1532-5508 SD0703 1532-AS15 1532-5500
SD0226 1533-CfinAS  1533-S515 SD0465 1532-AS01 1532-5508 SD0704 1532-AS16 1532-5500
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SD0227 1533-CfinAS  1533-SS16 SD0466 1532-AS02 1532-5508 SD0705 1532-AS17 1532-5500
SD0228 1533-CfinAS  1533-SS17 SD0467 1532-AS03 1532-5508 SD0706 1532-AS18 1532-5500
SD0229 1533-CfinAS  1533-5518 SD0468 1532-AS04 1532-5508 SD0707 1532-AS19 1532-5500
SD0230 1533-CfinAS  1533-S519 SD0469 1532-AS05 1532-5508 SD0708 1532-AS20 1532-5500
SD0231  1533-CfinAS  1533-5S520 SD0470 1532-AS06 1532-5508 SD0709 1532-AS21 1532-5500
SD0232  1533-AS00 1533-5512 SD0471 1532-AS07 1532-5508 SD0710 1532-AS22 1532-5500
SD0233  1533-AS01 1533-5512 SD0472 1532-AS08 1532-5508 SD0711 1532-AS23 1532-5500
SD0234  1533-AS02 1533-5512 SD0473 1532-AS09 1532-5508 SD0712 1532-AS24 1532-5500
SD0235  1533-AS03 1533-5512 SD0474 1532-AS10 1532-5508 SD0713 1532-AS25 1532-5500
SD0236  1533-AS04 1533-5512 SD0475 1532-AS11 1532-5508 SD0714 1532-AS26 1532-5500
SD0237  1533-AS05 1533-5512 SD0476 1532-AS12 1532-5508 SD0715 1532-AS27 1532-5500
SD0238  1533-AS06 1533-8512 SD0477 1532-AS13 1532-5508

SD0239  1533-AS07 1533-5512 SD0478 1532-AS00 1532-5509
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B Hekoropeix BapmaHtax peanuszauuu u3zodOperenust areHt PHKwu JIITA  conmepxut
AHTHUCMBICJIOBYIO LIETIb, COAEPIKALIYI0 HYKJIEOTUAHYIO mocienoBaTenbHOCTh SEQ ID NO:1242
(TCGUAUAACAAUAAGGGGC). B HekOoTOpBIX BapHaHTax peajH3aluyd H300pPETEeHHUs] areHT
PHKu  JIIIA  comepXUT  AHTUCMBICIOBYIO  II€Mb,  COAEPIKAIMYID  HYKJICOTHAHYIO
nocienosarenbHoct SEQ ID NO:1244 (UCGUAUAACAAUAAGGGG). B Hekoropbix
BapuaHTax peanuzaunu n3oOperenuss areHT PHKwu JIITA comepKUT aHTHUCMBICIOBYIO L€TIb,
COZAEPIKALLYIO HYKJICOTUIHYIO MOCJIEA0BATENBbHOCTD SEQ ID NO:1246
(UCGUAUAACAAUAAGGQG). B HexkoTopbIx BapuaHTax peannzaunu nzodperenus arent PHKu
JIITA conep>kKUT aHTUCMBICIIOBYIO LIETb, COAEPKALLYIO HYKJIEOTUAHYIO TocaenoBaTebHOCTb SEQ
ID NO:1248 (TGAGAAUGAGCCUCGAUAA). B HeKOTOpBIX BapHaHTaX pealn3aliu
n300perenus areHT PHKu JITIA conep Ut aHTUCMBICIOBYIO LIEIlb, COEPIKAIIYI0 HYKJICOTUIHYIO
nocaenosarenbHocT SEQ 1D NO:1250 (UGAGAAUGAGCCUCGAUA). B HekoTOpbIX
BapuaHTax peanuzanuu uzoOperenusi areHT PHKu JIITA comep:KUT aHTHCMBICIOBYIO IIETb,
cozepKallyro HYKJICOTHUJIHYIO MOCJIEIOBATEIBbHOCTD SEQ ID NO:1252
(UGAGAAUGAGCCUCGAU). B HekoTopbIX BapuaHTax peanusanuu nzodperenus areHT PHKu
JIITA comep>kUT aHTHCMBICIIOBYIO LIEMb, COAEPKALLYI0 HYKJIEOTHIHYIO OCIe0BaTeIbHOCTh SEQ
ID NO:1254 (UGUAUAACAAUAAGGGG). B HEKOTOpBIX BapHaHTaX pean3alii H300peTeHHsI
areir PHKwu JIITA comepXUT aHTUCMBICIOBYIO L€Mb, COAEPKALIYK) HYKJICOTUIHYIO
nocienosarenbHoctb SEQ 1D NO:1280 (CGUAUAACAAUAAGGGGC). B HekotopbIx
BapuaHTax peanuszauuu u3ooOperenuss areHT PHKwu JIITA comepKUT aHTHUCMBICIOBYIO LI€TIb,
COZAEPIKALIYIO HYKJICOTHIIHYIO MOCJIEA0BATEIbHOCTD SEQ ID NO:1281
(GAGAAUGAGCCUCGAUAA). B HEeKoTOpbIX BapHaHTAaX pealu3alud H300pETEHHs] areHT
PHKu JIITA  comepXUT  AHTUCMBICIOBYIO  I€Mb,  COAEPIKAIMYK  HYKJICOTHAHYIO
nocienosarenbHoctb SEQ ID NO:1282 (UCGUAUAACAAUAAGGGGC). B HekoTopbIX
BapuaHTax peanuszaunu u3ooperenuss areHT PHKwu JIITA comepKUT aHTHUCMBICIOBYIO LI€TIb,
COZAEPIKALIYIO HYKJICOTHIHYIO MOCJEA0BATEIbHOCTD SEQ ID NO:1283
(UGAGAAUGAGCCUCGAUAA). B HEeKOTOpBIX BapUaHTaX peajn3alud U300peTeHHs] OAMH

i OoJee HyKIEOTHIOB MOAH(DULIUPOBAHBI.

B Hekoropeix BapuaHTax peanmzanuu nzodperenus: areHT PHKu JIITA comep:kuT CMBICIOBYIO
Lenb, COAEPKAIMYK  HYKJIeOTUAHYK  mocnemoBatenbHOcTh  SEQ  ID NO:1243
(GCCCCUUAUUGUUAUACGA). B HekOoTOpbIX BapHaHTax peajH3aluyd H300pPETEeHHs] areHT
PHKu JIITA comepXUT CMBICIOBYIO LE€Mb, COASPIKALIYI0 HYKJICOTUIHYIO TMOCIEI0BATEIbHOCTD

SEQ ID NO:1245 (CCCCUUAUUGUUAUACGA). B HEKOTOpBIX BapHaHTax pealn3aluu
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u3o0perenust areHT PHKu JIITA comep:XUT CMBICIOBYIO II€Tlb, COAEPIKAIIYI HYKJICOTHIHYIO
nocaenosarenbHocts  SEQ ID NO:1247 (CCCUUAUUGUUAUACGA). B HekoTOpbIX
BapuaHTax peanusanun uszodperenusi areHtT PHKwu JIITA comepskUT CMBICIOBYIO II€Tb,
COZAEPIKALLYIO HYKJICOTUIHYIO MOCJIEA0BATENBbHOCTD SEQ ID NO:1249
(UUAUCGAGGCUCAUUCUCA). B HekoTOpbIX BapHaHTaX peau3alud U300peTEeHUsl areHt
PHKu JIITA conmepKUT CMBICIOBYIO LI€Tb, COAEPKALIYI0 HYKJICOTUIHYIO MOCJIEI0BATEIbHOCTD
SEQ ID NO:1251 (UAUCGAGGCUCAUUCUCA). B HEKOTOpBIX BapuUaHTax pealn3aluu
n3o0perenust areHT PHKu JIITA comep:XUT CMBICIOBYIO II€Tb, COAEPIKAIIYI0 HYKJICOTHIHYIO
nocaenosarenbHocth  SEQ ID NO:1253 (AUCGAGGCUCAUUCUCA). B HekoTOpbIX
BapuaHtax peanusanun uszodpereHusi areHt PHKwu JIITA comepXUT CMBICIOBYIO IElb,
COZAEPIKALLYIO HYKJICOTUIHYIO MOCJIEA0BATENBbHOCTD SEQ ID NO:1255
(CCCCUUAUUGUUAUACA). B HekoTOpbIX BapuaHTax peananzauuu n3ooperenus areHT PHKu
JIITA conmepkUT CMBICIOBYIO LIeTlb, COAEPIKAIYIO HYKJIEOTUAHYIO nocienoBarenbHocTh SEQ ID
NO:1284 (GCCCCUUAUUGUUAUACG). B HekoTOpBIX BapHaHTax peayn3aliil U300peTeHus
areir PHKu JIIIA  comepXuUT CMBICJIOBYIO  L€Mb, COAEPXKAINYK  HYKJICOTHIHYIO
nocnenoarenbHocTs SEQ 1D NO:1285 (UUAUCGAGGCUCAUUCUC). B HekoTopbIX

BApUAHTAX peayn3aluy H300peTeHNs OHH MU 0oJiee HyKJICOTHI0B MOAU(PHLINPOBAHBL

B Hekoropeix BapuaHTax peanuszauuu uszodOperenuss arent PHKwu JIITA  conmepkut
AHTHUCMBICJIOBYIO II€TIb, COJIEPKAIYI0 HYKJICOTUIHYIO nocienoBaTteabHOCTh SEQ ID NO:1242, u
CMBICJIOBYIO 1I€TIb, COIEPKAIIYI HYKJIEOTHAHYIO mnocienosarenbHocTh SEQ ID NO:1243. B
HEKOTOPBIX BapuaHTax peanusaunu nzooperenus areHT PHKu JITTA conepKUT aHTUCMBICIOBYIO
LIeTb, COAEPIKAINYI0 HYKJIeOTUAHYIO nocaenoBareabHOCTh SEQ ID NO: 1244, u CMBICTIOBYO LIETIb,
conepKalyo HykieoTuanyr nociaenosarenbHocTh SEQ ID NO:1245. B HEKOTOpBIX BapraHTax
peammsanu n3o0perenus areHT PHKu JIITA conmepXUT aHTUCMBICIOBYIO LIEMb, COAEPIKALIYIO
HykJ1eoTuaHy0 mnocienosareabHOCTe SEQ ID NO:1246, u CMBICIOBYIO II€Mb, COAEPIKAIIYIO
HykJeoTHIHy10 nocnenosatenbHocTh SEQ ID NO:1247. B HekOTOpBIX BapuaHTax peain3aluu
u3o0perenus arenT PHKu JITTA conepXuT aHTHCMBICTIOBYIO LIETTb, COAEPIKAIIYI0 HYKJICOTHIHYIO
nocnenosarenbHocTs SEQ ID NO:1248, u cMBICIOBYIO LieMb, COAEpXKAILYI HYKJIEOTHIHYIO
nociaenosarenbHocTb SEQ ID NO:1249. B HEKOTOpBIX BapHaHTax peaf3alid H300peTeHUs
areir PHKu JIITA comepXUT aHTUCMBICIOBYIO L€Mb, COAEPKALIYI) HYKJICOTUIHYIO
nocnenosatenbHocTs SEQ ID NO:1250, u cMBICIOBYIO Lielb, COAEpXKAILYI HYKJICOTHIHYIO
nociaenosarenbHocTb SEQ ID NO:1251. B HeKOTOpBIX BapHaHTax peaju3alid H300peTeHUs

areir PHKu JIITA comepXUT aHTUCMBICIOBYIO LI€Mb, COAEPKALIYI) HYKJICOTUIHYIO
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nocnenosatenbHocTs SEQ ID NO:1252, u cMBICIOBYIO Li€Mb, COAEpXKAILYH HYKJIEOTHIHYIO
nocaenosarenbHocTh SEQ ID NO:1253. B HEKOTOpBIX BapHaHTax pean3alid H300peTeHUs
arenr PHKu JIITA comepXUT aHTUCMBICIOBYIO L€Mb, COAEPKALIYI) HYKJICOTUIHYIO
nocnenosaTenbHocTs SEQ ID NO:1254, u cMBICIOBYIO Lielb, COAEPKAILYI) HYKJIEOTHIHYIO
nocaenosarenbHocTb SEQ ID NO:1255. B HeKOTOpBIX BapHaHTax peaju3aliyd M300peTeHus
arenr PHKu JIITIA comepXUT aHTUCMBICIOBYIO LI€Mb, COAEPKALIYI) HYKJICOTUIHYIO
nocnenosatenbHocTs SEQ ID NO:1280, u cMBICIOBYIO Li€lb, COAEPXKAILYK) HYKJIECOTHIHYIO
nocaenosarenbHocTh SEQ ID NO:1284. B HeKOTOpBIX BapHaHTax peaju3alid M300peTeHus
arenr PHKu JIITIA comepXUT aHTUCMBICIOBYIO L€Mb, COAEPKALIYI) HYKJICOTUIHYIO
nocnenoBatenbHocTs SEQ ID NO:1281, u cMBICIOBYIO Lienb, COAEpXKAILYH HYKJIECOTHIHYIO
nociaenosarenbHocTh SEQ ID NO: 1285. B HekOTOpBIX BapHaHTax pealu3aliy U300peTeHus
arenr PHKu JIIIA comepXUT aHTUCMBICIOBYIO Li€Mb, COAEPKALIYI) HYKJICOTUIHYIO
nocaenosarenbHocTb SEQ ID NO:1282, u cMBICIOBYIO Lienb, COAEPKALIYI0 HYKJIECOTHAHYIO
nocnenosarenbHocTh SEQ ID NO:1259. B HeKoTOpBIX BapHaHTaX peann3alud H300peTeHus
areir PHKu JIIIA comepXUT aHTHUCMBICIOBYIO L€Mb, COAEPKAIIYID HYKJICOTHIHYIO
nociaenosarenbHocT SEQ ID NO:1283, u cMBICIOBYIO Lienb, COAEPKALIYI0 HYKJICOTHUAHYIO
nocienosarenbHOcTh SEQ ID NO: 1249. B HeKOTOpBIX BapHaHTaxX peau3alid M300peTeHUs

OIIVH WK 0oJiee HYKJICOTUAOB MOAH(DHULIUPOBAHBL

B Hekoropeix BapmaHTax peanuszauumu u3zoOperenuss arent PHKwu JIITA  conmepkut
AHTHUCMBICJIOBYIO II€TTh, COEPIKAIIYI0 HYKJIeOTHIHY O nmocienoatenbHOCTh SEQ ID NO. 156, 164
win 188. B HekoTopwix BapuwaHTax peanusauuu uzobperenuss arentr PHKu JIITA comep:xut
CMBICJIOBYIO 1€, COAEPIKAIIYI0 HYKJIEOTUIHY IO nochenoarenbHocTh SEQ ID NO. 310, 357, 384
wii 376. B HekoTophIX BapwaHTax peanuszauuu uszobperenus arentr PHKu JIITA comep:kut
AHTHUCMBICJIOBYIO LIETIb U CMBICJIOBYIO LI€Tlb, COAEPKAILNE HYKJIECOTUAHBIE MOCIEA0BATENIBHOCTU
SEQ ID NO:156/310, SEQ ID NO:164/357, SEQ ID NO:188/384, SEQ ID NO:164/376 unu SEQ
ID NO:164/384. B HEKOTOpBIX BapUaHTaX peAJTH3ALMH H300pEeTEeHHs OOUH WM Oolee

HYKJIEOTHIOB MOJIU()UIIUPOBAHBIL.

B Hekoropeix BapuwaHTax peanuszanmu  u3obperenuss areHnt PHKwu JIITA  comepxut
AHTHUCMBICJIOBYIO 1I€Tb, COMEPIKAIIYI0 HYKJIEOTHAHYIK mocienoBarenbHocTh SEQ ID NO. 637,
709, 790, 787 unu 788. B HexoTOpbIX BapuaHTax peanusanuu uzodperenus arenr PHKu JIITA
COZIEP’KUT CMBICIIOBYIO Li€b, COJEPKAIlYK HYKIEOTUIHYI0 nocienosatenbHocTs SEQ ID

NO:1132, 1135, 1189, 1191 unu 1186. B HEKOTOPBIX BapHaHTaX peajH3alnuy H300PETEHHs areHT
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PHKwu JITTA comep:kUT aHTUCMBICJIOBYIO LIETIh U CMBICJIOBYIO II€Mb, COEPIKAIINE HYKJICOTUIHbIE
nocnenoBateapbHocTd SEQ ID NO:637/1132, SEQ ID NO:709/1135, SEQ ID NO:790/1189, SEQ
ID NO:787/1191 unmu SEQ ID NO:788/1186.

B nHekoropsix BapuaHtax peanusanuu modperenus arear PHKu JIITA conepxut SEQ ID NO.
637, 709, 790, 787 wunu 788. B HEKOTOpBIX BapHaHTax peanusanuu u3odperenus areHT PHKu
JITIA comepxxutr SEQ ID NO:1132, 1135, 1189, 1191 unu 1186. B HekoTOphIX BapuaHTax
peanuzaunn uzobperenus: arent PHKu JIITIA comepxxutr SEQ ID NO:637/1132, SEQ ID
NO:709/1135, SEQ ID NO:790/1189, SEQ ID NO:787/1191 unu SEQ ID NO:788/1186.

B Hexoropbix BapuanTax peanusanuu uzodperenus areHtr PHKu JIITA cocrout n3 SEQ ID NO.
637, 709, 790, 787 nunu 788. B HeKOTOpbIX BapuaHTax peanusaimu usodperenus: areHT PHKu
JIITA cocrour u3 SEQ ID NO:1132, 1135, 1189, 1191 unmu 1186. B HekoTOphIX BapuaHTax
peammzaruu uzobpetenus: arent PHKu JIITA cocroutr uz SEQ ID NO:637/1132, SEQ ID
NO:709/1135, SEQ ID NO:790/1189, SEQ ID NO:787/1191 umu SEQ ID NO:788/1186.

B HekoTopeix BapuaHTax peanuszauuu uszoOperenusi arent PHKwu JIITA  conmepkut
AHTUCMBICJIOBYKO LEIMb W CMBICJIOBYIO LECIb, MMECHOIIUEC HYKJIICOTUAHBIC IOCICAOBATCIBHOCTHU

JFOO0r0 U3 AYIJIEKCOB aHTHCMBICJIOBAS LIEMb/CMBICIOBas Lierb u3 Tabnuie 3A umu 3B.

B Hekoropeix BapmaHTax peanuszauuu u3zodOperenuss arent PHKwu JIITA  conmepkut
AHTHUCMBICJIOBYIO LIEMb M CMBICJIOBYIO IIeMb, WMEIOLHE HYKJIEOTHIHbIE IOCIEI0BATEIbHOCTU
JFO0ro M3 IYIJIEKCOB aHTHCMBICJIOBAs IEMb/CMBICIOBas Lenb u3 Tabmuuel 3A wim 3B, u

JOTIOJTHUTEIPHO COMEPKUT HALleNIMBAIOLIYIO TPYIINY JIMTaHa PeLenTopa aCuallorIMKONPOTEUHA.

B Hekoropeix BapuwaHTax peanusanmu  u3obperenuss areHt PHKwu JIITA  comep:xkut
AHTHUCMBICJIOBYIO IIE€Tb W CMBICJIOBYIO LI€Tb, MUMEIOIINE HYKJICOTHUIHBIE MOCIEA0BATEIILHOCTH
JFOOOr0 W3 JYIJIEKCOB AHTHCMBICIOBAs IENb/CMBICTOBas Lenb u3 Tabmuuel 3A wim 3B, u
JOTIOJTHUTEIPHO COAEPIKUT HAIENUBAIOINYI0 TPYIIY, BBIOPAHHYIO W3 TPYIIBI, COCTOSIIEH W3
(C11-PEG3—NAG3), (Cl11-PEG3-NAG3), (C6-PEG4-NAG3), (NAG 3), (NAGY),
(NAG3—AA2), (NAG3-Palm), (NAG13), (NAGI18), (NAG24), (NAG2S5), (NAG25)s, (NAG26),
(NAG27), (NAG28), (NAG29), (NAG30), (NAG30)s, (NAG31), (NAGI13), (NAG31s),
(NAG32), (NAG33), (NAG34), (NAG35), (NAG36) u (NAG37).
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B Hekoropeix BapmaHtax peanuszauuu u3zodOperenust areHt PHKwu JIITA  conmepxut
AHTHCMBICJIOBYIO LIETIb M CMBICJIOBYIO IL€Tb, UMEIIIHe MOAM(DHINPOBAHHBIE HYKJICOTHIHBIE
MIOCJIEI0BATENIBHOCTH JIF0O0T0 U3 IyMJIEKCOB AHTUCMBICIIOBAS LIET/CMBICIIOBAs LeTb U3 TabmuLbl

3A unu 3B.

B Hekoropeix BapmaHtax peanuszauuu uszobOperenuss arent PHKwu JIITA  conmepxut
AHTUCMBICJIOBYIO LI€TIb M CMBICJIOBYIO II€Mb, UMENINNe MOAM(DHULUHMPOBAHHBIE HYKJICOTHIHBIE
NOCJIEIOBATEIBHOCTH JIFOOOTO U3 AYIIJIEKCOB aHTUCMBICIIOBAS LIENb/CMBICIIOBAsI Lenb u3 Tabnuiiel
3A wm 3B, U JOONOJHUTENBHO COAEPKUT HALENUBAKOLIYIO TPYIIY JHUraHga pelentopa

ACHUAJIOTJIUKOIIPOTEHHA.

B HekoTopeix BapuaHTax peanuszauuud uszoOperenusi arent PHKwu JIITIA  conmepkut
AHTHCMBICJIOBYIO LI€TIb U CMBICJIOBYIO ILI€Mb, UMEKINHe MOAM(DHULMPOBAHHBIE HYKJICOTHIHBIE
HIOCJIEIOBATEIbHOCTH JIFO00T0 13 TYTMJIEKCOB AHTUCMBICIIOBAS LIETh/CMBICIIOBAst LeTb U3 TabmuibI
3A umu 3B, ¥ IOMONHUTENBHO CONEPKUT HALEIUBAOLIYIO TPYIIY, BHIOPAHHYIO W3 TPYIIIIHL,
cocrosiieit u3 (C11-PEG3-NAG3), (C11-PEG3-NAG3), (C6-PEG4-NAG3), (NAG 3), (NAG4),
(NAG3-AA2), (NAG3-Palm), (NAG13), (NAG18), (NAG24), (NAG25), (NAG25)s, (NAG26),
(NAG27), (NAG28), (NAG29), (NAG30), (NAG30)s, (NAG31), (NAGI13), (NAG31s),
(NAG32), (NAG33), (NAG34), (NAG35), (NAG36) u (NAG37).

B Hekoropeix BapuaHTax peanuszauuu usodOperenus arenr PHKu JIITA comepskut mroboit w3

nyrnekcoB u3 Tabmuist 3A wmu 3B.

B HekoTtopeix BapuaHTax peanuzaunu uzodperenust arenr PHKu JIITA coctouT u3 moboro u3

nyrmekcoB u3 Tadmuist 3A wmu 3B.

B Hekoropeix BapuwaHTax peanuszanmu  u3obperenuss areHt PHKwu JIITA  comep:xut
AHTHCMBICJIOBYIO LI€TIb U CMBICJIOBYIO LE€Mb, UMEIIINE HYKJIECOTHUIHBIE MOCIEA0BATEIbHOCTH

ADO03460, AD03536, AD03851, AD03853, AD3847 unu AD04110.

B Hekoropeix BapuwaHTax peanuszanmu  u3zobperenuss areHnt PHKwu JIITA  comepxut
AHTHCMBICJIOBYIO LIETIb U CMBICJIOBYIO LE€Mb, UMEIIINE HYKJIECOTHUIHBIE MOCIECA0BATEIbHOCTH
ADO03460, AD03536, AD03851, AD03853, AD3847 unu AD04110, u 1OTIOTHUTENBHO COAEPIKUT

HalCJIMBAOIIYIO I'PYIIY JIMTaHAa PEUENTOpA aCHAJIOTTIMKOIIPOTCHUHA.
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B Hekoropeix BapmanTax peanuszanmu  u3zobperenuss areHt PHKwu JIITA  comepxwut
AHTUCMBICJIOBYIO IIeTIb M CMBICJIOBYIO IIeTb, MMEIOIINE HYKJICOTHIHBIE IMOCIEIOBATEIbHOCTH
ADO03460, AD03536, AD03851, AD03853, AD3847 unu AD04110, u 1OTIOTHUTENBHO COAEPIKUT
HAIEJIUBAIOINYIO Tpymnmy, BeiOpaHHyro u3 rpymmbl, coctosmeii uz (C11-PEG3-NAG3), (C11-
PEG3-NAGS3), (C6-PEG4-NAG3), (NAG 3), (NAG4), (NAG3-AA2), (NAG3-Palm), (NAG13),
(NAG18), (NAG24), (NAG2S), (NAG2S5)s, (NAG26), (NAG27), (NAG28), (NAG29), (NAG30),
(NAG30)s, (NAG31), (NAG13), (NAG31s), (NAG32), (NAG33), (NAG34), (NAG3S), (NAG36)
u (NAG37).

B Hexkoropeix BapmaHtax peanuszauuu uszooOperenuss arent PHKwu JIITA  conmepxut
AHTHUCMBICIIOBYIO LIeTb M CMBICJIOBYIO IIeNlb, MMEIIHe MOAH(HLUPOBAHHBIE HYKJIEOTHIHBIE

nocnenosatenbHoctu AD03460, AD03536, AD03851, AD03853, AD3847 unu AD04110.

B HekoTopeix BapuaHTax peanuszaumu uszoOperenusi arent PHKwu JIITA  conmepkut
AHTHCMBICJIOBYIO LIETIb M CMBICJIOBYIO €T, UMEIIHe MOAH(DHULMPOBAHHBIE HYKJICOTHIHBIE
nocnenoBareapHocTH AD03460, AD03536, AD03851, ADO03853, AD3847 unu ADO04110, u

JOTIOJTHUTEIPHO COMEPKUT HALeIMBAIOLIYIO TPYIIY JIMTaHa PEeLenTopa aCuaIOTJIUKONPOTEUHA.

B HekoTophix BapuwaHTax peanusanmu  u3obperenuss areHt PHKwu JIITA  comepxkut
AHTUCMBICJIOBYIO IIE€Nb U CMBICJIOBYIO LI€Tb, UMEIOIIHEe MOAU(PHUIIMPOBAHHBIE HYKJIEOTUIHBIE
nocaenoBarenbHocT AD03460, AD03536, ADO03851, ADO03853, AD3847 unmu ADO04110, u
JOTOTHUTEIPHO COAEPIKUT HAIENUBAIOINYI0 TPYIIY, BHIOPAHHYIO W3 TPYIIbI, COCTOSIIEH H3
(C11-PEG3-NAG3), (C11-PEG3-NAGS3), (C6-PEG4-NAG3), (NAG3), (NAG4), (NAG3-AA2),
(NAG3-Palm), (NAGI13), (NAGI18), (NAG24), (NAG25), (NAG2S)s, (NAG26), (NAG27),
(NAG28), (NAG29), (NAG30), (NAG30)s, (NAG31), (NAGI13), (NAG31s), (NAG32),
(NAG33), (NAG34), (NAG35), (NAG36) u (NAG37).

B HekoTophix BapuwanTax peanusauuu uzodperenus: arentr PHKu JIITA comepsxut ADO03460,

ADO03536, AD03851, AD03853, AD3847 unu AD04110.

B HekoTopeix BapuaHTax peanusaiuu uzodbperenus areHT PHKwu JIITA cocrout uz AD03460,

ADO03536, AD03851, AD03853, AD3847 nunu AD04110.
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Henyxneotuanas rpynmna
B Hekoropeix BapuaHTax peanmmsaumu uzodperenuss areHtr PHKwu JIITA comepxur wuim
KOHBIOTUPOBAH C ONHOW WM Oojiee HEHYKJICOTHIHBIMH TIPYIIAMH, BKIIOYas, HO He
OrPaHUYMBAsACh 3TUM, HALEJIUBAIOILYIO IPYIIITY, CBSA3YIOLYIO Py, IOJUMED s AOCTABKU HIIN
CpencTBO AOCTaBKHU. HeHykneoTunHas rpynmna MOXET yJydllaTb HAUEeJIuBAaHHUE, NOCTABKY WIIU
npucoenunenre arenta PHKwu. Ilpumepsl HauenuBarOmMX TIpynn W CBA3YIOIIMX [Py
npuenensl B Tabnue 4. HenykieotuaHas rpynmna MOkeT ObITh KOBAJIEHTHO CBsi3aHa ¢ 3' w/unu
5' KOHIIOM CMBICJIOBOH LIENH H/¥JIM aHTUCMBICIIOBOH 1enH. B HEKOTOPBIX BapHaHTaX peanu3aluu
n300perenus areHT PHKu JIITA conep>kuT HEHYKJIEOTUAHYIO IPYIITy, CBA3aHHYIO ¢ 3' w/mmu 5’
KOHIIOM CMBICJIOBOH LieH. B HEKOTOPBIX BapHaHTax peanu3alii U300peTeHNs HEHYKIJIEOTHIHAS
rpynmna cBsizaHa ¢ 5’ koHuom cmbicioBoi nenu arenta PHKu JIITA. Henykneorunnas rpynmna
MOXKeT ObITh MPSIMO WJIM HETIPsIMO cBsi3aHa ¢ areHTroM PHKu nocpenctBoM nuHkepa/cBs3yroIeit
rpynnsl. B HEKOTOPBIX BapuaHTaxX peaan3aluy U300peTeHHs HEHYKJICOTUIHASI TPYIINa CBS3aHa C

arentoM PHKu nocpeactBom nabuiIbHOTO, OTLISTUISIEMOTO JIMHKEPA UIH O0OpaTUMOM CBSI3H.

B HekoTOpBIX BapHaHTaX peaau3alud HM300peTeHHs HEHYKJIEOTHIHAsl TPYIMIa YCHJINBAET
(bapMakOKMHETHYECKHEe CBOIMCTBA WM CBOHCTBa Ouopacnpenenenusi arenta PHKu wnmm
KOHBIOI'aTa, K KOTOpOMY OHa MpUCOCANHEHA, JJIA YIy4dlICHUA KJIECTOYHO- NN
TKaHeCHeLII/I(I)I/ILIeCKOFO pacnpeacicHus u KHGTO‘IHO-CHGL{I/I(bI/I'—IeCKOFO MOIJIOIECHUsA KOHBIOIaTa.
B HEKOTOPBIX BapHaHTax peain3alun 1/1306peTeH1/151 HEHYKJICOTHUAHAA TIpyIlna YyCHIINBACT

sgnouuTo3 areira PHKu.

Hauenusaromas rpynna
HauenuBarormast rpymnmna MoOKeT ObITb MOHOBAJICHTHOH, JIBYXBAJIEHTHOH, TpPEXBaJICHTHOM,
YeThIPEXBAJICHTHON WM UMETh O0Jiee BBICOKYIO BaJICHTHOCTD. THITOBbIE HALISTMBAIOIIINE TPYIIIIbI
BKJIIOYAIOT, 0€3 OrpaHu4YeHui, coequHeHus ¢ ah(GUHHOCTHIO B OTHOLIEHUH MOJIEKYJT KJIETOYHOU
MOBEPXHOCTH, JIUTAHAbI KJIETOUHBIX PELENTOPOB, FANTEH, aHTUTENIA, MOHOKJIOHAJIbHBIE aHTUTENA,
(bparMeHThbI aHTUTET U MUMETHKHU aHTHTEN ¢ aQ(OUHHOCTHIO B OTHOIIEHUU MOJIEKYJTBI KJIETOYHOU
MOBEPXHOCTH. B HEKOTOPBIX BapHWaHTaX pealn3aluu H300peTeHHsl HaleTUBAIOIIasl TPYIa
cesi3aHa ¢ arentoM PHKu mocpenctBom nuHkepa, Takoro kak PEG (IIOI' wmm
MOJIUATUJICHTJIUKOJb )-TMHKED WM OXHA, JBE WJIM TPU TPYIIbI ¢ YAAJEHHBIMUA a30THCTHIMU
OCHOBAHUSIMU W/WJIM PUOUTOBBIE TPYMIbL B HEKOTOPBIX BapUaHTAX peau3aluu M300peTeHus

HalC/JMBaromas rpyrnra COACPKUT KJIIACTEP raJIaKTO3bI.
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Omnwucannele B nanHOM nokyMeHTe areHTel PHKu JIITA MOXHO CHHTE3HpOBaTh TakK, 4TOOBI OHU
COJIEp’KaJIM PEaKTUBHYIO TPYIIy, TaKyl Kak aMUHOrpymnmna, B 5' koHILe. PeakTHBHyIO rpynmy
MOKHO HCIIOJIb30BaTh I MOCIEAYIOLIErO IMPUCOSIUHEHUs] HALEIMBAOLIET0 KOMIIOHEHTA,

HCIOJIb3Yysl TUTINYHBIC B I[aHHOfI 00JIACTH TEXHUKH CIIOCOOBL.

B HEKOTOpBIX BapuaHTax peajn3aly M300PETEHUs HALEeIUBAIOINAsl IPYIIa CONEPKUT JINTAHM
peLenTopa acHaJOrIMKONIPOTENHA. B HEKOTOPBIX BapuUaHTax peajnu3alyuy H300pEeTeHUs JIUTaH
peuenTopa acUaJOrIMKONPOTENHA BKJKOYAaeT B ce0s WM COCTOMT W3 OJHOTO WM Ooiee
MIPOU3BOAHBIX TaJaKTO3bl UM KJIACTEPOB TajakTO3bl. B KOHTEKCTE AJAHHOTO TOKyMEHTa TEPMUH
MIPOU3BOJAHOE TajJlaKTO3bl BKJIOUAET KaK TajlakTO3y, TaK M MPOU3BOAHbBIE IaaKTO3bl, UMEIOIINE
ap(UHHOCTb B OTHOIIEHHH PELENTOpPa aCHAJOTIUKONPOTEHHA, KOTOpasi paBHa WJIM IPEBbILIAET
appuHHOCTD ramakTo3bl. IIpon3BOIHBIE TranakToO3bl BKIKOYAKOT, HO HE OrPAHUYHMBAIOTCS 3THUM!
rajakTosy, rajJjakTO3aMUH, N-¢popMuirasakTo3amuH, N-aueTunranakTo3aMyH,
N-nponuonmnranakro3amus, N-n-OyraHomnranakro3amMuH #  N-H300yTaHOMITaJaKTO3aMHH
(cmotpute, Hampumep: lobst, S.T. and Drickamer, K. JB.C. 1996, 271, 6686). IIpon3BonHbie
rajJakTo3bl M KJIACTEPHI FAJIAKTO3bI, TPUMEHUMBIE JUIS 1N ViVO HalleJIMBAHHSI OJMTOHYKJIEOTHOB U
APYTHX MOJIEKYJI Ha NE4YeHb, W3BECTHbI B JAHHOW OOJACTH TEXHUKH (CMOTPUTE, HaIlpuUMep,
Baenziger and Fiete, 1980, Cell, 22, 611-620; Connolly et al., 1982, J. Biol. Chem ., 257, 939-945).
IIpousBonHbBIE TajlaKTO3bl HCIOIB30BAIM JUJIS HALEIMBAHUS MOJIEKYJl Ha TeNaTOLUTHI in VIvo
MOCPEICTBOM UX CBSI3bIBAHHS C perentopom acuanoriukonporenHa (ASGPr), skcnpeccupyembim
Ha MOBepXHOCTH renatounToB. CeszbiBanue jurannoB ASGPr ¢ ASGPr obnerdyaer xjaeTouHO-
cneun(UIecKoe HalleJIMBAHUE HA TeMAaTOLUTHI U SHIOLMTO3 MOJIEKYJIbI B renaronurax. Kiacrep
rajlakTo3bl MOXKET ObITh MpucoenrHeH K 3’ win 5’ koHuy nonunykiaeoruna PHKu ¢ momomsio

HU3BCCTHBIX B HaHHOﬁ 00JIaCTH TEXHHUKH CITIOCOOOB.

B xoHTekcTe NaHHOrO AOKYMEHTa KJIACTEp rajakTO3bl BKJIKOYAET MOJEKYIY, COAEPIKAIIYK OT
IBYX JIO YEeThIPEX KOHLIEBBIX MPOM3BOIHBIX rajakTo3bl. KOHIIEBOE MPOM3BOJHOE TaJIAKTO3BI
MPUCOEIMHEHO K MOJIeKyjie nocpeacTsoMm yriepoaa C-1. B HekoToOpbIX BapuaHTax pean3anuu
U300peTeHNs KJIacTep rajgakTo3bl MPeaCTaBisieT COO0H TPUMEPHOE MPOU3BOIHOE TaTaKTO3bI, 3-
AHTCHHApPHOE MPOM3BOJHOE TajlaKTO3bl WM TPEXBAJICHTHOE IPOM3BOJHOE TaliakTo3bl. B
HEKOTOPBIX BapUAHTAX peaju3alid HM300peTeHUsT KJacTep TajaKTO3bl COHEPKUT N-
aneruranakto3amunbl (GalNAc). B HEKOTOpBIX BapHaHTax peasn3alud U300pPETeHUsl KiacTep
rajaKkTO3bl COAEPKUT TPEXBAJICHTHBbIM N-alleTurajiakro3aMuH. B HEKOTOpbhIX BapHaHTax

peanu3aiuy U300peTeHus KJIacTep rajakTo3bl MPEACTaBIsieT cOOOH TeTpaMepHOe MPOU3BOIHOE
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raJJakTO3BblI, 4-aHTeHHapHOG MPOU3BOAHOEC TaJIaKTO3bl HWJIM YETBIPEXBAJICHTHOC MPOU3BOAHOC
rajlakto3sl. B HEKOTOPBIX BapUaHTaX peain3dallvun I/I306peTeHI/I$I KIIACTEP TaJIaKTO3bI COACPIKUT

YEeTBIPEXBAJEHTHBIN N-alleTUraJakTO3aMyH.

B KOHTEKCTEe MAaHHOTO JTOKYMEHTa TPUMEp rajlaKTO3bl COAEPIKUT TPU MPOU3BOAHBIX IAJIAKTO3BI,
KQKJ0€ CBSI3aHHOE C LIEHTPAJbHOM TOYKOW BETBJICHUs. B KOHTEKCTe NaHHOIO IOKYMEHTa
TeTpaMep TaJlaKTO3bl COMEPXKUT YeThIpe MPOU3BOIHBIX TaJaKTO3bl, KaXKAOE€ CBSI3aHHOE C
LIEHTPAJIbHONW TOYKOH BeTBIeHMsA. [IpOM3BOAHBIE TajaKTO3bl MOTYT OBbITh NPUCOEIUHEHBI K
LIEHTPAJbHON TOUYKEe BETBJIEHUsA mnocpencTtsoMm yriuepogos C-1 caxapunos. B HekoTopbIx
BapUAHTAX pean3aly U300peTeHHs POU3BOAHbIE TAIAKTO3bI CBSI3aHBI C LIEHTPAIbHON TOUKON
BETBJICHUS] ITOCPENCTBOM JIMHKEPOB WJIHM creiicepoB. B HEKOTOphIX BapHaHTax peaju3aluu
n300peTeHus INHKEP WU Ceicep MpeacTaBiser co0oit ruOkuii rTuapOopUIIbHBIN CIeicep, TaKOou
kak PEG-rpynna (cmotpute, Hanpumep, nateHT CIITA Ne 5885968; Biessen et al. J. Med. Chem.
1995 Vol. 39 p. 1538-1546). B HekoTOpbIX BapuaHTax peanuzauuu nsodperenus PEG-cneficep
npencrasisier codoit PEGs-cneticep. Touka BeTBIEHHS MOXKET NPENCTABIATH COOOW JIFOOYIO
HeOOJIBIIYIO MOJIEKYJTy, KOTOpasi 00ecreunBaeT MPUCOeINHEHNE TPEX MPOU3BOAHBIX raJIaKTO3bI 1
TONOJHUTENBHO O0ecreuynBaeT NpucoenHeHne Touku BeTBieHns k arentry PHKu. Ilpumepom
TPYIIBI TOUYKU BETBJICHHUS SIBJISIETCS TUIM3HH WM TUriyTamar. [IprcoennHeHre TOYKU BETBIICHUS
k arenty PHKu MoOxeT nmpoucxoauTh ¢ NOMOLIBK JIMHKEpa WU crelicepa. B HekoTophIx
BAPHAHTAX peau3alui U300pEeTEeHHsI JIMHKEP WM Crelcep BKIIIOYaeT TMOKUN THIpOQUIbHbINA
creiicep, Takoi kak, 0e3 orpanuuenuii, PEG-cneiicep. B HEKOTOpBIX BapwaHTax peau3aliu
u3obperenus PEG-crnieficep mpencrasnsier cobori PEGs-cnieficep (Tpu enuHuMubl >THiIeHA). B
APYrux BapuaHTax peannsauuu n3odperenns PEG-cneticep conepskut ot 1 10 20 equHML STHIIEHA
(ot PEG1 10 PEG20). B HEKOTOpBIX BapHaHTax peaan3alii U300pETeHUs TPONU3BOIHOE raJIakTO3bI
BrirouaeT N-anermnraiakrozaMud (GalNAc nimn NAG). B HEKOTOPBIX BapHaHTax peaf3aluu
n300peTeHNsT KIacTep rajakTo3bl COCTOUT U3 TETPAMEPHOTO MPOU3BOAHOTO TaIaKTO3bI, KOTOPOE

MOJKET MPEACTABIATH COOOH, Hanmpumep, TeTpamep N-aleTHIraJaKTO3aMUHa.

B HekoTOpBIX BapHaHTax peaju3aluy W300peTeHUs] OMUCaHbl (papMaleBTHYECKUE KOMITO3ULHH
mis noctaBku arenta PHKu JIITA B kietky mnedenu in vivo. Takue ¢apmaneBTHUECKUe
KOMIIO3ULIMK MOT'YT copepxkarb, Hanpumep, areHT PHKu JIITA, kOHBIOTHPOBaHHBIN K Ki1acTepy
rajlakTo3bl. B HEKOTOPBIX BapHaHTaX peajH3alyy H300pETeHHs KJIAcTep rajlakTo3bl COCTOHUT U3
TPUMEPHOTO MPOU3BOIHOTO TAJTAKTO3bI, KOTOPOE MOXKET MPECTABISATH COOOMH, HATPUMED, TPHIMED

N-aLIeTI/IJ'IFaJ'IaKTOSaMI/IHa, UM TETPAMECPHOrO TMNPOU3BOAHOI0 TaJIaKTO3bl, KOTOPOEC MOXKET
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IPEeACTaBIATh COOOM, HanpuMep, TeTpamep N-aleTHIralakTO3aMUHa.

Hanenuparomume rpynmsl BKIFO4a0T, HO He orpaHuunBatotcst 3TuM, (Chol-TEG), (TEG-Chol),
(C11-PEG3-NAG3), (Ci-PEGu-NAG3), (Cx-PEG,-NAG3), (NAG 3), (NAG4), (NAG3-AA2),
(NAG3-Palm), (NAGI13), (NAGI8), (NAG24), (NAG2S5), (NAG25)s, (NAG26), (NAG27),
(NAG28), (NAG29), (NAG30), (NAG30)s, (NAG31), (NAGI13), (NAG31s), (NAG32),
(NAG33), (NAG34), (NAG3S), (NAG36) u (NAG37).

Cassyroinas rpynna
B HexoTopbIx BapuaHTax peanusauuu n3odperenus k areHty PHKu konbprornposana cBasyroiast
rpynmna. Cpssyromasi rpymnmna objierdaer KOBAJEHTHOE CBSI3bIBAHME areHTa C HalleJuBarolnei
IPYNION UIX MOJUMEPOM JUIsl AOCTABKH, WJIM CPEACTBOM NOCTaBKU. CBA3yrOLIasi rpynna MOKeT
ObITb cBsI3aHA ¢ 3' WK 5' KOHIIOM CMBICJIOBOM LIeTIH MJIM aHTUCMBICTIOBOM Lenu arenra PHKu. B
HEKOTOPBIX BAapUAHTaX pealn3ald H300peTeHus CBs3yIOINas TIPyNna KOHBIOTMPOBaHA K
cMbicioBol nenu arenta PHKu. B HeKOTOpBIX BapuaHTax peanu3aliy H300peTeHus! CBA3YIOIast
rpymnmna KoHblorupoBaHa k 5' wnn 3' xoHuy cmbicnoBod nenu areHta PHKu. B Hexotopbix
BAPUAHTAX pPean3aLiy H300peTeHHs CBA3YIOLIast IPyIIa KOHBIOTHPOBAHA K 5’ KOHIY CMBICIIOBOM
uernu areHra PHKu. I[TpuMepb! CBA3YIOIMX MPYII BKIKOYAKOT, HO HE OrPaHUYHMBAIOTCS STUM: Alk-
SMPT-C6, Alk-SS-C6, DBCO-TEG, Me-Alk-SS-C6, u C6-SS-Alk-Me, peakTUBHBIE TPYIIIbI,
TAaKHe KaK MEePBUYHbIE AMUHBI U QJIKHHBI, aJKWIbHBIE IPYIIbL, pHOO3Y € yIAJICHHBIM a30THBIM

ocHoBaHueM, puduTosbie u/nmu PEG-rpynmsr.

JluHKep WM CBS3YIOLIAasl TPYINa MPEACTABIsIET COOOH COETUHEHHE MEXIY JABYMS aTOMaMH,
KOTOpPOE CBSI3bIBAET OJHY XMMHUYECKYIO rpymny (Takyro kak areHT PHKw) nnm npencrapnsrormmii
UHTEpPEC CerMeHT C JAPYrod XMMHUYECKOH Tpymnmoi (Takoi Kak HaLEeNWBAIOLIas TPYIIa N
MOJIUIMEP ISl TOCTABKH) WJIHM TPENCTABJISIOLINM HHTEPEC CETMEHTOM MOCPEACTBOM OIHOW WIIH
Oonee KOBaJNEHTHBIX CcBsA3el. JlaOmbHOE coennHeHne BKIIIOUaeT JaOMIbHYIO CBsi3b. CoenuHeHne
MOJKET, HeOOsI3aTeIbHO, CONEPKATh CIeHcep, KOTOPBIH YBEIHYMBAET PACCTOSTHUE MEXKIY JBYMS
COeMHEHHbIMU aToMaMu. Crieficep MOXKET IOTOJHUTENBHO NOOABISTh COENUHEHHIO TMOKOCTD
w/wm anuHy. Crelicepbl MOTYT BKIJIFOYAaTh, HO HE OIPAHUYMBAIOTCS 3TUM, AJKWJIbHBIE TPYIIIIEL,
AJKEHWJIbHbIE TPYIIbL, AJKWHWIbHBIE TPYIIbI, APUJIbHBIE TPYMNIBL, APaJKWIbHBIE TIPYMIIHL,
apaJIKEHWIbHBIE TPYMIIbl U APAJIKUHUJIBHBIE TPYIIBL, KaKAasl U3 KOTOPBIX MOXKET COAEPKATh OJUH

unu  Oonee rerepoaToMoOB, TECTCPOLUKIIOB, AMHWHOKHUCIIOT, HYKJICOTHUAOB U CaxapUuAaOB.
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CreticepHble TPYMITBI XOPOIIO U3BECTHBI B JAHHOW OOJACTU TEXHHKU W TPUBEICHHBINA BBIIIE

nepeyYeHb He MOAPa3yMeBaeT OorpaHuYeHne 00beMa OMUCAHUSI.

Casizyromue rpynmnsl BKIKOYAKOT, HO He orpaHnuuBaroTcs 3tuM, ankui, PEG, (C6-PEGy-Alk), (Co-

SMPT-AIK) 11 (Cn-SS-Alk-Me).

JIro6oit n3 arenroB PHKu JIITA, nepeuncnennsix B Tabmuuax 2A u 2B, kotopslii copepxut 3’
WK 5’ HaLleMMBAIOIIYIO TPYIITY HJIM CBSI3YIOLIYIO TPYIINY, MOXKET, B aJIbTEPHATUBHOM BapUaHTE,
He copeprkaTh 3' WK 5' HalleMMBAIOLIYIO TPYIITY WX CBA3YIOLIYIO MPYIITY, HJIK MOXKET COAEepKaTh
apyryro 3' unam 5’ HaLEeNUBAIOINYI0 TPYIIY WM CBS3YIOLIYIO TPYIIYy, BKJIIOYas, HO He
OrpaHMYMBASCH OTHM, mpuBeAeHHble B Tabmuue 4. JlooGas W3 HYKJICOTHUIHBIX
nocienosarenbhocredi arenta PHKu JIITA, nepeuncnennbix B Tabmumax 1, 2A u 2B,
MOoAM(UILIPOBAHHAS WM HEMOAU(DUIMPOBAHHAS, MOXKET COIEpPKaTh 3' WM 5' HaLleIMBAIOIIYIO
IPYIITY HJTU CBSI3YIOIIYIO TPYIIITY, BKIIFOYAsi, HO HE OTPAHUYMBAsICh STHM, pUBeeHHbIe B Tabnuie
4. Jlroboit u3 nymnekcoB arenta PHKu JIITA, nepeuncrnennsix B Tabmmmax 3A u 3B,
MOAM(UILIPOBAHHBIA WM HEMOIU(PHULIMPOBAHHBIA, MOXKET JONOJHUTENBHO COHEpKaTh
HALIEJIMBAIOINYI0 TPYIIY WM CBSI3YIOLIYIO TPYIIY, BKJIIOYAs, HO HE OIPAaHUYMBASACH OITHUM,
npuBeneHHble B Tabnuue 4, a HaueaWBarOIIasl TPyNra WM CBS3YIOLIAs TPYIMNa MOXKET ObITb

npucoeanHeHa K 3' win 5’ KOHIy CMBICJIOBOM LIETIM WJIM AHTUCMBICIIOBOM LIeNU AyIIJIeKCa areHTa

PHKwu JITTA.

Tabmuuna 4. CTpyKTyphl, MNPEACTABISIONME pa3JIUYHbIE MOAU(DUIIMPOBAHHBIE HYKJIEOTHUIBI,

HalCJIMBAOIIUE I'PYIIILI U CBA3YHOIIUE I'PYIIIIBL

(0]
=z o}
$—o N NH
ﬁ ’ \ﬂ/ (ID CH</ | )\
oM/ s 3 NTTNSNTT SN,
é‘ (@]
o)
N
P
"1,{ \ -
(e} MW F
vpdT SMe-Gf

97



cPrpT™M

(CPI‘p)u

epTM

98



(PAZ)

(Alk-PEGq-C6) nnu (C6-PEGyp-Alk), roe n = 1=12

B HexoTOpBIX BapuaHTax peanusanuu uzodperenus n = 5 (Hanpumep, (Alk-PEGS-C6)).

(Co-SMPT-AIk) mu (Alk-SMPT-C,), roe n = 1-10,

B HekoTOpBIX BapuaHTax peanusanuu u3odperenus n = 4 (Hanpumep, (C6-SMPT-AIk)).

o]

g_

I
I

(Cn-SS-Alk-Me) wn (Me-Alk-SS-Cy), rme n = 1-10

B HekoTopbIX BapuaHTax peanusanuu uzodperenus n = 4 (manpumep, (C6-SS-Alk-Me)).
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(Chol-TEG), rne n = 1-10

B HekoTOpBIX BapuaHTax peasu3anuy u300peTeHus n = 2.

(TEG-Chol), rne n = 1-10

B HEKOTOpPBIX BapHaHTaxX pean3aliuu H300peTeHus n = 3.
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(NAG3-PEGy-Cim) umnt (Cn-PEGr-NAG3), rre n =1-6 um = 1-12
B HekoTOpBIX BapuaHTax peanuszaunu u3odpererns n =3 u m = 9 (sanpumep, (C11-PEG3-

NAG3))
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(Cx-PEG,-NAG3), rnex =1-10,y=1-10uz=1-10

B HexoTopsIx BapuaHTax peanusanuu u3odperenus x =3,y =3, uz =4 (C6-PEG4-NAG3)
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B xaxxnoii u3 BeitenpuseneHHbIX CTPYKTYp NAG conepsxut N-aLeTuiraiakTo3aMuH WIN IPyron
murann ASGPR. Kaxnerit (NAGx) moskeT ObITh ipucoennneH k arenty PHKu JITTA nmocpenctsom
docdarnoii rpynmel (kak B (NAG25), (NAG30) u (NAG31)) unu tuodocdaTaoi rpynmsl (Kak B
(NAG25)s, (NAG30)s u (NAG31)s), win npyroil cBsi3yrouied rpymmbsl. B ansTepHaTHUBHOM

BaPHUAHTEC MOXKHO HUCIIOJB30BATH APYIruc U3BECTHLIC B HaHHOﬁ 00JIACTH TEXHHUKHU CBA3YHOIIUEC

TPYIIIIBL
OH\(O
(IDI (IDI HO NH
el el oy
O S OH
®docdarHas rpymmna tuodocharnas rpymnmna N-anerunraaakTo3aMmuH
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CpencTBa nocraBku
B HekoTOpBIX BapwaHTax peanu3aniu n3o0pereHus mis nocraBku arenta PHKu B kieTky wimm
TKaHb MOJKHO HCIOJb30BaTh CPEACTBO AOCTaBKH. CpencTBO JOCTAaBKU MPEACTABISIET COOOM
COeNMHEHUE, KOoTopoe yayumaeT noctaBky arenta PHKu B kietky unu Tkanb. CpeacTBo J0CTaBKU
MOJKET BKJIOYaTh WM COCTOSATh W3, HO HE OrPAaHUYMBAETCS STHUM: NOJUMEP, TAKOH Kak
ampunaTuyeckuii ToONMUMEp, MEMOpPAaHOAKTHBHBIM MOJUMEp, MNENTHJ, MEeNTHJ MEeJIUTTHHA,
MenuTTHH-Iogo0HbI nentua (MIII), numua, obpatuMo MOAM(PUIMPOBAHHBIA MOJUMEP WU

NEeNTH UIH 00paTUMO MOAU(UIIPOBAHHBIA MEMOPaHOAKTHBHBIN ITOJIUMED.

B nHexoropeix BapuaHTax peanuzaunu uzoOpereHus areHtsl PHKu MokHO KOMOMHHpPOBATH €
JUMUAAMHU, HAaHOYACTHLIAMH, TojuMmepamu, junocomamu, muuemiamu, AIIK unu apyrumu
CHUCTEMaMH TOCTAaBKM, JOCTYIHBIMU B JaHHOH oOnactu TexHuku. Arentsl PHKu Takke moryt
OBITh XUMHYECKH KOHBIOTHPOBAHBI C HALCNUBAIOLIMMHU TPYIIIIAMHU, JUIUAAMHU (BKIJIIOYAsi, HO HE
OTPaHUYHUBASICH TUM, XOJIECTEPHH U IPOU3BOJHBIE XOJIECTEPHHA), HAHOYACTULIAMH, TTOJIUMEPAMH,
munocomamu, munemiamu, JITK (cmotpute, Hanpumep WO 2000/053722, WO 2008/0022309,
WO 2011/104169 u WO 2012/083185, WO 2013/032829, WO 2013/158141, kaxkaast U3 KOTOPBIX
BKJIFOUEHA B JIAHHBIM JIOKYMEHT MOCPEICTBOM CCBUIKM), WM APYTUMH CHUCTEMAaMH JOCTaBKH,

AOCTYIIHBIMH B HaHHOﬁ 00JIaCTH TEXHUKHU.

PapMaLeBTUYECKHE KOMITO3ULINU
B nanHOM nokymeHTe ommcaHbl criocoObl moctaBku areHToB PHKu JIITA B kjeTku mnedyeHH
MJIGKONTUTAIOIIETO 777 Vivo. B HEKOTOpBIX BapHaHTaX peaju3alud H300pPETEHUS MOXKET
NPUMEHSTBCA CPENCTBO nOcTaBKH. CpencTBO JOCTaBKH TMPEACTaBIsIET COOOW COeNUHEHHE,
KoTopoe yaydinaer nocraBky arenra PHKu B knetky. CpeacTBo 10CTaBKH MOKET MPEACTABIISTh
co0ol, HO HE OrpaHMYHBAETCS STHUM:. TNOJHMEP, TaKOH Kak aM(HUIaATHYECKUH TMOIUMED,
MeMOpPaHOAKTUBHBIN MOJUMEP, MENTH, TAKOW KaK MEJUTTHH WM MEJIUTTUH-TIOAO0HBINA MENTH]I,
obpatuMo MONM(PUIMPOBAHHBINA MOJMMEP WJIA MENTHA WK JUNHI. B HEKOTOPBIX BapHaHTaxX
peanuzannu n3o0perenusi areHT PHKwu JIITA cBsi3aH ¢ HalEIMBAOIINM JIMTAHIOM, KOTOPBIN
COIEP KHUT JINTaHA aCHAJIOTJIMKONPOTENHA. B HEKOTOPBIX BapuaHTaX peajn3aluyd H300peTeHUs
arear PHKu JIITA cBsi3aH ¢ HalLeaWBaIOIINM JIMTAHAOM, KOTOPBIA CONEPIKUT HJIM COCTOUT U3

KJIaCTEpa rajlakTo3bl.

Arentr PHKu JIITA MOXHO MpUMEHSATH IJIs1 TOro, 4TOOBI MHrHOMpoBaTh 3kcnpeccuto JIITA B

KJIETKE, TPYIIIEe KJIETOK WM TKaHU, HalpUMep, B OpraHu3Me CyObekTa. B HEKOTOPBIX BapHaHTax
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peanusaunu n3odperenus: areHT PHKu JIITA npuMeHSIOT 1Uisi COCTaBJICHHUsST KOMITO3ULIUH, T. €.
dapmareBTHUECKOW KOMIIO3ULMHM WJIM MEIUKAMEeHTa, JJsl BBENeHHs CyOBekTy. B KoHTekcre
JaHHOTO JOKYMEHTa (apmaueBTHUECKass KOMITO3ULMA FJIM ~ MEIMKAMEHT  COJEpPIKUT
bapmakonorndecku 3¢pHEKTUBHOE KOJTUIECTBO 110 MEHbINEH Mepe OTHOTO M3 OIIMCAHHBIX areHTOB
PHKwu JIITA u omHO mnu Oonee ¢papMaLeBTHUECKH MPUEMIIEMBIX BCIIOMOTaTENbHBIX BEIIECTB.
dapmaneBTUYECKU TPUEMIIEMbIE BCIIOMOTATENIbHbIE BEIECTBAa (BCIIOMOTraTeNbHbIE BELECTBA)
NPEACTABISIIOT COOOH BeINecTBa, OTJIMYHBIE OT AKTUBHOTO (PapMaleBTUYECKOr0 MHIPEIUEHTa
(A®U, TepaneBTHuecKuii npoaykT, Harpumep, areHT PHKwu JIITA), koTopsle OpUIH HaIeKaIUM
00pa3oM OLleHEHb! B OTHOLIEHUH O€30MaCHOCTH M HAMEPEHHO BKJIIOYEHBI B CHCTEMY JOCTaBKU
JIEKapCTBEHHOIO Ipernapata. BcmomorarenpHble BEINECTBA HE OKA3bIBAIOT WU HE JOJDKHBI
OKa3blBaTh TEpamleBTHYECKOE MAEWCTBHE B  MPEAYCMOTPEHHOW no3upoBke. /[lelicTBue
BCIIOMOTATEJIbHbIX BELIECTB MOXKET COCTOSITh B TOM, YTOOBI a) MOMOraTh B 00pabOTKe CHCTEMBI
JOCTABKH JIEKAPCTBEHHOT'O TperapaTa BO BpeMsi MPOM3BOACTBA, b) COXPaHATh, MOJAEPKUBATD WIIN
NOBBIIATE CTAOMJIBHOCTb, OHOMOCTYITHOCTh HIJIM NEPEHOCUMOCTh mauueHToM A®HU, c¢)
CHOCOOCTBOBATh WACHTHU(UKAIMU MPOAyKTa W/wiu d) MOBBIIATH JEOOBIE IPYrHe MOKA3aTeH
obweit GesonacHocty, sddexruBHocTH HocTaBku ADPH BO BpeMsi XpaHEHHs WIN MPUMEHEHUS.
dapmaneBTHYECKHE NPUEMIIEMOE BCIIOMOTATebHO BEINECTBO MOXET OBITh WM HE OBITh

HHEPTHBIM BECIICCTBOM.

BcnomorarenpHble BEIECTBA BKJIIOYAIOT, HO HE OTPAaHUYUBAIOTCS TUM: YCHJIUTEIH MTOTJIOLIEH NS,
aHTHAJTe3MBbI, MMPOTHBOBCIEHUBAIOIINE Ar€HTHI, AHTHOKCHIAHTBI, CBS3BIBAIOLIUE IpEenapaThl,
OydepHble areHTbl, HOCUTENN, TOKPBHIBAIOLINE AreHTDI, KPACUTEIH, COSOUHEHUS, YIyUIIAOIINe
IOCTaBKYy, NOJHMEpbl IJIsi JOCTaBKH, NEKCTPaH, IEKCTPO3y, pa30aBHUTENH, pPa3pBIXJIUTEINH,
SMYJbCU(HUKATOPDI, YIJIUHUTENIH, HAMOJHUTENH, apOMaTH3aTOPhl, CKOJB3SINHE BEIIECTBA,
YBIIQKHHUTEIH, JTyOPUKAHTBI, MacCia, NOJMMEPbl, KOHCEPBAHTHI, (PU3PACTBOP, COJIH, PCTBOPUTEIH,
caxapa, CyCNEeHIUPYIOIIHE areHThbl, MATPHULIbl 3aMEIJICHHOTO BBICBOOOIKICHMSI, MMOCIACTUTEIIH,
3aryCTUTEIH, ar€HThl, MPUIAIOIIHE TOHUYHOCTD, HECYIIHE CPE/IbL, BOIOOTTAJIKUBAIOLINE TOOABKH

U CMAaYHMBarOIMHUE arCHThI.

q)apMaLIeBTI/ILIeCKaﬂ KOMIIO3UIIHUA MOXKET COACPKATbhb APYTrUe€ AOMOJHUTECIIbHBIC KOMIIOHCHTHI,
00BIYHO BXOOAIIME B COCTAB (I)apMaLIeBTI/ILIeCKI/IX KOMHOSI/II_II/II\/'I. Takue JOINOJIHUTCJIbHBIC
KOMIIOHCHTbI BKJIOYAKOT, HO HE OrPpaHUYUBANOTCA STUM. CPCACTBAa NPOTHUB 3ydad, BXKYIIUC
BE€LICCTBA, MCCTHBIC AHCECTCTUKHU UM T[POTHUBOBOCHAJIUTEIIBHBIC  AIr'CHTHI (Haan/IMep,

AHTUTHCTAMUH, TU(EHTuApaMuH U T. 1.). Takke Moapa3ymMeBaeTcs, UTO KJETKH, TKAHU WU
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BBIJICJICHHBIE OpraHbl, KOTOpPbIE SKCIpecCUpPYrOT uim coxepkar areHTel PHKu cormacHo
ONPENENeHNI0 B JAHHOM JOKYMEHTE MOXKHO NPUMEHATb B KayecTBe «(papMaleBTHUECKUX
KOMIO3uIMi». B  KkOHTekcTe naHHOro JgokyMeHTa «(apmakojorudecku 3¢ ¢eKTHBHOE
KOJINYECTBOY», «TEPareBTUIECKH 3(P(PEKTUBHOE KOJUUECTBO» MIH «3(PPEKTHBHOE KOIMUYECTBO»
oTHOcATCS K KoimuectBy areHta PHKwm, nocrarouHoMmy miisi mosydeHusl MpenarnoyiaraeMoro

Q)apMaKOHOFI/ILIeCKOFO, TEPANCBTUYCCKOrO UK MPEBECHTUBHOI'O PE3YyJibTAaTa.

B HexkoToprIx BapuaHTax peanusauuu nzodperenus onvucanubiii areHT PHKu JITTA koMOuHUpPYIOT
C OHUM WJM OOJee TepaneBTUUYeCKUMU MpenapaTaMy UM BApUAHTAMU JISUEHUS, BKIIIOYasl, HO HE
orpanuuuBasich 3TUM: Bropoii arenT PHKwu JIITA unu apyroit arenr PHKu, Hu3komonexkynspHbii
JIEKapCTBEHHbIN TMpemapar, aHTUTeNo, (parMeHT aHTuUTeNna Wwiu BakuuHy. [Ipumepsl
JOTMOJHUTEIbHBIX TEPAaNeBTUYECKUX IPENapaToB BKIKYAIOT, HO HE OTPaHUYUBAIOTCS STHUM,
unruduropel HMg Co-A peaykrassl (craTusbl), 33eTuMu0, naruoutopsl PCSK-9, nHrnburopsr
CTEP, Bapuantsl Tepanuu, HaueneHHble Ha ANGPTL3, BapuaHThl Tepanuu, HaleJeHHbIE Ha

APOC3, u HHaLMH.

Onucannble B paHHOM JokymeHte areHTel PHKu u  (¢apmaneBruueckne KOMITO3UIINY,
conep:xauue areHTsl PHKu JITTA, MOTyT HAXOOUTBCS WM COAEPKATHCS B HAOOpE, KOHTEHHEpE,
ynakoBke wiu aucneHcepe. Arentsl PHKu JIITA wu ¢dapmaueBTHYeCKHe KOMIO3MLIUH,
conepskamue areHTbl PHK1 JIITA, MOryT HaXOIUTHCS B ITPEBAPUTENLHO 3aIIOTHEHHBIX IIMTPHULAX

Wi (pakoHax.

B HekoTOphIX BapuaHTax peajn3aluyd H300peTeHHs NPEAYCMOTPEHbI (hapMalleBTHYECKHE
KOMIIO3ULIMH, COZep Kaliue MO MeHbllell Mepe oauH u3 omnucaHHbix areHToB PHKu JIITA.
dapmaneBTHYECKHE KOMIO3HLUN TPUMEHHMbl B HHTHOMpPOBaHUM 3Kcrpeccuu reHa JIITA B
KJIETKE, TKAaHH WA OpraHu3Me. B HEKOTOpBIX BapHaHTaxX peain3alii U300pPETeHUs] ONMCAHHBIC
(apmareBTHUECKHE KOMIIO3UIIUN PUMEHSIFOT JJIs JISUEHHsI CyObeKTa, UMeroInero 3adoneBanue,
NAaTOJIOTUYECKOE COCTOSTHHE WJIM HapylLIeHWe, Ha NPOTEKaHHE KOTOPOro CHHJKEHHE WU
uHruouposanue skcnpeccuu JIITA okaseiBano Obl OnmarompusitHoe nedcTBHe. B HEKOTOpPBIX
BapUAHTAX pean3alii N300peTeHUs] ONMCaHHbIE (PapMaLEBTHYECKUE KOMITO3UIIMH TIPUMEHSIOT
IUIs JIeUeHnst CyOBeKTa, UMEIOIIEero PUCK Pa3BUTHs 3a00JI€BAHUS, MATOJOTHIYECKOTO COCTOSHHS
WIM HAPYIICHHUS, HA MPOTEKaHHE KOTOPOro CHIDKEHHWE WM WHruOmposaHue skcrpeccun JIITA
OKa3bIBaji0 Obl OjarompusTHOEe neiicTBUe. 3a0oyieBaHMs, TMATOJOTHYECKHE COCTOSHUS WU

HApYLIEHWs, Ha TNPOTEKaHHWE KOTOPBIX CHIDKEHHE WM WHruoOmpoBaHue skcrpeccuu JIITA
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OKa3bIBAJIO 6bI 6HaFOHpI/I$ITHOe I[eI\/'ICTBI/Ie, BKJIFOYAKOT, HO HE OrpaHUYHBAIOTCA 3THUM! 6OJ'Ie3Hb
beprepa, 3aboneBanue mnepudepudeckux —apTepuil, HINEMUYECKYr0 OOJe3Hb Ccepala,
MeTa0OJMUECKUH CUHAPOM, OCTPbIH KOPOHAPHBIA CHHAPOM, CTEHO3 aOpTajbHOIO KIalaHa,
perypruTalml aopTalbHOrO KJanaHa, PacClOCHHE aopThl, OKKIIO3HMI0 apTEPUH CETYaTKH,
LepeOpoBacKyIsipHble  3a00JeBaHMs, ME3CHTepUANbHbI TPOMOO3, OKIIIO3UI0  BEepXHEH
OpbIKeeuHOH apTepuH, CTEHO3 MOYEYHOW apTepuH, CTAOWIbHYIO/HECTAOMIIBHYIO CTEHOKAPIUIO,
OCTPbI  KOPOHApHBIA  CHHIAPOM, TE€TEPO3UTOTHYK) WM  TOMO3HUIOTHYI)  CEMEHHYIO
TUIIEPXOJIECTEPUHEMHUIO, TUIEepanoOeTaIunoNnpOTeHHEMHIO, 1epeOpOBACKYISIPHBIN
aTepocKiiepo3, 1epeOpoBacKyJsipHble 3a0oyeBaHus U TPOoMOO3 BeH. B HEKOTOpBIX BapHaHTax
peanu3zannu U300peTeHus: CyObeKT SIBJISIETCS MIIEKOITUTAIOIINM, BKJIIOUasi, HO HE OTPAaHUYUBASICh

OTHUM, YCJIOBCKA.

IIpenycMOTpeHB! KJIETKH, TKAHU U OTJIUYHBbIE OT 4Y€IOBEKAa OPTaHU3MbI, KOTOpPBIE COAEpKaT IO
MEHbIIEH Mepe OAMH U3 ONUCAaHHBIX B NaHHOM AokyMeHTe areHToB PHKu JIITA. Knerky, TkaHb
WM OTJIMYHBIN OT Y€JOBEeKa OpraHu3M MOJy4YaroT myTeM aoctaBku areHta PHKu B kneTky, TkaHb
WIN OTJIMYHBI OT YeJlOBeKa OpPraHW3M JIOOBIMH AOCTYIIHBIMH B IaHHOW OOJIACTH TEXHUKH
cpencrBaMu. B HEKOTOpBIX BapuaHTaX pealnu3ali HW300pETeHUs! KJIeTKa SIBIAETCS KIETKOMH
MIJICKOIIUTAOUICTO, BKJIKOYasA, HO HEC OIrpaHUYHBasACb 5TUM, KJICTKY YCJIOBECKA. KJIeTKy, TKaHb WJIN
OTJIMYHBIA OT 4YeJIOBEKa OpraHu3dM MOXXHO IPHUMECHATH OJIisA I/ICC.IIeI[OBaHI/II\/JI NI B KaydeCTBE
UHCTPYMEHTA HCCIENOBAHUN (HAmpUMep, WCIBbITAHUSA JIEKAPCTBEHHBIX MPENapaToB HWIIH

OUArHOCTHKA).
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Crniocob neuenus
B HeKOTOpBIX BapuaHTax pear3alud U300pETeHUs! OMUCAHHbIE B JAHHOM JOKYMEHTE areHThI
PHKu JIITA npuMeHSIOT Il JIedeHHsT CyObeKTa, MMERoInero 3aboyieBaHUE, MaTOJIOTHYECKOe
COCTOSIHME WJM HapylleHHe WJIN pPUCK 3a00JieBaHUs, MATOJOTHYECKOrO COCTOSHHS HJIH
HapyIIEHHs, Ha TMPOTEKaHWE KOTOPOrO CHIKEHWE WM HHruOupoBanue skcnpeccun JIITA
okasbIBaJio Obl OnarompusiTHoe aeiicTBue. JledeHne cyObekTa, Ha KOTOPOrO CHHYKEHHE W/HIIH
uHrnouposanue skcnpeccun rera JIIIA okaseiBano Obl OmaronpusiTHOE AEHWCTBUE, BKIIOYAET
TepaneBTUUeCKoe 1/uiK npodunakrudeckoe jederue. [Ipumepsl 3a00neBaHmii, MATOIOTHIECKUX
COCTOSIHMM MJIM HapyIIEHWH BKJIIOYAIOT, HO HE OrPAaHUYMBAIOTCA 3TUM. OonesHb beprepa,
3aboseBanne mnepudepuyecKkux apTepuil, HIIEMHYEeCKYyI0 OOJIe3Hb Cepila, MeTaObOIMYeCKHil
CHHIPOM, OCTPBIi KOPOHApHBIH CHHAPOM, CTEHO3 aOPTaJbHOIO KJAlaHA, PErypruTaLiHio
AOPTaJIbHOTO KJIANaHa, PAacCIOSHNE a0PThI, OKKIIFO3UIO apTEPUU CETUYATKH, LepeOpOBaCKYJISIPHbIE
3a00JIeBaHMsI, ME3EHTEPUANIbHBII TPOMOO3, OKIIIO3MI0 BepXHEH OpbDKEeYHOH apTepuu, CTEHO3
NIOYEYHOH apTepun, CTaOMIbHYIO/HECTAOMIBHYIO CTEHOKAPAHIO, OCTPBI KOPOHAPHBIH CHHAPOM,
reTePO3UIOTHYIO W TOMO3UTOTHYIO CeMeHHYI0 TUINIEPXOJIECTEPUHEMHIO,
runepanodeTasnInonpOTeNHEMHUIO, [epeOpOBACKYIIIPHBIA aTepOCKIepO3, LepeOpOBaCKyISIPHbIE
3aboneBaHust U TPOMOO3 BeH. B HEKOTOpBIX BapHaHTaX peajr3aluy H300PETeHHs YKa3aHHBIH
croco0 BKJIIOYAET BBEAEHHE KOMITO3HMLIMH, TaKOH Kak (hapMalleBTHYECKass KOMITO3HIIHS,
cozaepskaiasi onucaHHbii B gaHHOM jaokymeHTe areHT PHKwu JIITA, noanexaiiemy JedeHUro

MIJICKOIIUTAOIEMY .

B HekoTOpBIX BapHaHTax pealu3alui H300peTeHuss CyOBEKTY BBOIST TEPANEBTUYECCKU
3¢ (}eKTUBHOE KOJMYECTBO OTHOTO MK O0JIee U3 OMMCAHHBIX B JAHHOM TOKyMeHTe areHToB PHKH
JITTA, wunrubupys, Takum obpasom, skcmpeccuto JIITA y cyObekrta (Hampumep, KOJIHYECTBO,
s¢dextuBHOe Ui uHrHOMpoBanus >kcnpeccun JIIIA y cyObekra). B HEKOTOpBIX BapuaHTax
peanu3anyu U300peTeHNs OAUH WiIH OoJiee U3 OMMMCAHHBIX B TaHHOM JOKyMeHTe areHToB PHKu
JIITA npuMeHSIOT U JieueHHs] CyObeKTa, MUMerero 3adojeBaHHWE WM HapylleHUe, Ha
NPOTEKaHWE KOTOPOTO CHIDKEHHE WiIM HHruOupoBanue skcnpeccnn JIITA okaseiBano Obl
OnmaronpusiTHoe neiictBue. B HEKOTOPBIX BapuaHTaX pealn3alui HW300pPETEHUs] OIMHCAHHBIC
arenTsl PHKu JIITA npuMeHSIOT 1715 JieueHusl UK NIPelOTBPalleHus 10 MEHbIIIEeH Mepe OHOro
CHUMIITOMa y CyOBEKTa, MMEILIEero 3a00JeBaHNe WM HapyLICHHE, Ha TMPOTEKaHHE KOTOPOTO
CHIDKeHHE WM uHruoOuposanue skcnpeccun JIITA okaspiBano Obl OnarompusTHOE NEHCTBHE.
CyObekty BBOAST TepamneBTHUECKH 3()(eKkTHBHOE KOMUYEeCTBO JIOOOro ONHOrO wiu Ooee U3

onucanHbix areHToB PHKwH, ocymecTsisiss, Takum o0pas3oM, JiedeHHe CHMIITOMa. B HEKOTOpbIX
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BApUAHTAX pealn3aluu H300peTeHns cyObekTy BBOIAT mnpodunakTuuecku 3¢¢GeKTuBHOE
KOJIMUECTBO JIFOOOro omHOro wiu Oojee u3 onucanHbix areHToB PHKwW, ocymiecTBisis, Takum

00pa3oM, MpenoTBpaIleHHe [0 MEHbIIEH Mepe OTHOTO CUMIITOMA.

B Hexotopsix BapuaHTax peanuzanuu u3o0perenus areHT PHKu JIITA npuMeHSIOT 1uist JIeYeHHsT
WO BEAEHUS KIMHWYECKOrO TMPOSBJICHMs, IPU OSTOM HYXKIAKOIIEMyCs B JICUYCHHH,
NPEAOTBPALICHUN WM BENEHHUH CYOBEKTY BBOIAT TEPANEBTUYECKH WIM NPOPHIAKTUYECKU
s¢exTuBHOE KONMMUecTBO onmHOro wiu Oosiee w3 areHToB PHKwm JIITA wam koMmo3uiui,
conepsxamux areHtel PHKu JIITA, onucaHHbIX B JAHHOM JOKYMEHTe. B HEKOTOpBIX BapuaHTax
peanusanuy U300peTeHNsl YKa3aHHBIA CIIOCO0 BKIIIOUAET BBEACHHE KOMIO3MLIMH, COAepKalleit
onMcaHHbII B fgaHHOM nokymente areHT PHKu JIIIA, noanexameMy Je4eHHIO

MIJICKOIMUTAIOIEMY .

B HekoTOpBRIX BapuaHTaxX peanu3aluu H300pEeTeHMs YKa3aHHBIH CIOCOO OMOJHHUTEBHO
BKJIOYAET 3Tall MPUMEHEHHUs] BTOPOTrO TEPareBTUUECKOro Mpenapara Wid BapuaHTa jedeHus. B
HEKOTOPBIX BapHAHTAaX peaIM3alud H300peTeHHs BTOPOHW TepaneBTHYECKUH IpenapaT
npexcrasisier codoit apyroit arenr PHKu JIITA (nanpumep, arenr PHKu J///A4, HaueneHHbIH Ha
OPYTYIO TIOCIEAOBATENbHOCTh B mnpeaenax J///A-vwmimmenu) B apyrux BapuaHTax peau3aiuu
n300peTeHus BTOPO TepareBTUUECKUH MpenapaT MOKeT ObITh BRIOPAH U3 TPYIIIIbI, CONEPIKALICH:

HU3KOMOJICKYJISIPHBIN JIEKAPCTBEHHBIN Mpenapar, aHTUTENO, (PParMeHT aHTUTENA U BaKLMHY.

[yt BBenmeHHWs! MpeAcTaBisieT CoOOH MmyTh, ¢ MOMOINBI Kotoporo areHT PHKwu mpuBomsT B
KOHTaKT C TeJoM. B 1enom cnocoObl BBEIEHHsI JIEKAPCTBEHHBIX MPENAapaToOB M HYKJIEHHOBBIX
KHUCJIOT U JIeYeHHs] CyOBEeKTa XOpOIIO HW3BECTHBI B NaHHOH OOJIACTU TEXHUKH M MOTYT
NIPUMEHATbCSA I BBEJEHHUS OINHCAHHBIX B JIAHHOM JOKYMEHTe KoMmno3uiuil. OmnucaHHble B
JaHHOM JIOKYMEHTE COEIWHEHHs MOYXHO BBOAUTDH JIFOOBIM MOAXOIAIIMM IMyTEM B Mpemnapare,
HaJJIeKamuM o0pa3oM MoJoOpaHHOM JJIsi KOHKPETHOro myTH. TakuM o0pa3oMm, OMUCAaHHBIE B
JAHHOM JTOKYMEHTE€ COCMHEHHsI MOXXHO BBOAUTH MYTE€M WHBEKLUH, HAIIPUMEDP, BHYTPUBEHHO,

BHYTPUMBILICYHO, BHYTPUKOKHO, MOAKOKHO U BHYTpI/I6pIOIJ.II/IHHO.

B HEKOTOpBIX BapHaHTax peann3aluil W300pETEHUs] ONMHUCAHHBIE B JAHHOM JIOKYMEHTE areHThI
PHKwu JIITA 1 KOMIO3ULIUK MOXHO JIOCTaBJIATh B KJIETKY, TPYMIY KJIETOK, TKaHb WJIH OPTaHU3M
CyObeKTa, HCIIONB3ysl M3BECTHbIE B HAHHOM OOJACTH TEXHHKH TEXHOJIOTUH JIOCTaBKU

OJIUMT'OHYKJICOTUIOB. B LEJIOM IJid MPUMEHEHN B OTHOLICHWHU ONMMMCAHHOIO B JTaHHOM JOKYMCHTEC
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arenta PHKu JIITA MoxHO ajmanTtupoBaTh JHOOOH MOAXOASINUN CrOCOO AOCTABKH MOJIEKYJI
HYKJIEMHOBBIX KUCJIOT (1n Vitro WM in vivo), U3BECTHBIN B JaHHOH obnactu TexHuku. Hampumep,
JOCTaBKa MOJKET TPENCTaBIATh COOOM MeCTHOe BBeACHHE (HAampuMep, NPSIMYI0 HHBEKIHIO,
UMIUIAaHTALMI WM MECTHOE NPUMEHEHHE), CHCTEMHOE BBEICHHE WJIM ITOIKOXKHBIMH,
BHYTPUBEHHBIH, MEPOPAIbHbIN, BHYTPUOPIOIIMHHBIA WM TMAPEHTEPAJbHBI IyTH, BKJIIOUas
BHYTpUYEPEIHOE (marmpumep, WUHTPaBEHTPUKYJISIPHOE, MHTpAaNapeHXUMaTO3HOe u
UHTPATEKAJIbHOE), BHYTPUMBILIEYHOE, TPAHCAEPMAIbHOE, WHIASILHOHHOE (a3pO30JbHOE),
Ha3aJbHOE, PEKTAJIbHOE WM MECTHOE (BKIIOYas OYyKKaJbHOE M IOABS3bIYHOE) BBeleHHE. B
HEKOTOPBIX BapPUAHTAX peaJH3alMU U300pETeHUs] KOMIIO3ULIUK BBOIAT MyTEM MOAKOKHOW WU

BHYTPUBEHHOW MH(PY3UU WIN HHBEKLIUH.

B HexoToppIx BapuaHTax peanusanmu usodOperenus: arentel PHKu mMoxHO KOMOMHHMpOBaTh €
JUNNMJAMH, HAHOYACTHLIAMHM, NONMMepamy, junocomamy, munemnamu, AIIK wnm apyrumu
CHCTEeMaMH JTOCTaBKH, JOCTYIHBIMU B MaHHOW oOmactu TexHukH. AreHtsl PHKu Taxke moryr
OBbITb XUMHUUYECKH KOHBIOTUPOBAHBI C HALEIMBAIOLIMMU TPYNIIAMH, JIMOHIAMHU (BKIIFOYAs, HO HE
OrpaHUYUBASCH 3TUM, XOJIECTEPUH U IPOU3BOIHBIE XOJIECTEPHHA), HAHOYACTULIAMHU, ITOJIUMEPaMH,
aunocoMamu, munemtamu, JITK (cmotpute, Hanmpumep WO 2000/053722, WO 2008/0022309,
WO 2011/104169 u WO 2012/083185, xaskaasi U3 KOTOPBIX BKJIOUEHA B JAHHBIH JTOKYMEHT
MOCPECTBOM CCBUIKM), WJIM JPYTUMHU CUCTEMaMHU JOCTABKH, HOCTYIHBIMH B JaHHOH o0jacTu
TEXHUKU.

Arent PHKwu JIITA moxeT ObITh KOHBIOTUPOBAH K TOJHMEPY Ui JOCTaBKH. B HEKOTOPBIX
BAPUAHTAX peaM3alui U300peTeHUs] MOJIUMep Ui TOCTABKH MPEACTABIsieT COOOW 00paTumo

MaCKHPOBAHHBIN/ MOIU(DULIUPOBAHHBIN aM(pUMIATUIECKHI MEMOPAHOAKTUBHBIH ITOJIMAMHUH.

Wurubunposanue 3KCripeccun
B xoHTekcTe [aHHOTO [AOKyMEHTa TEPMHUHBI «OCYIIECTBIISATh CANJIEHCHUHI», «CHUXKATBbY,
KMHTHOWPOBATHY, KIIOHIKATh PETYJIILHUIO» UM «OCYIIECTBIIATh HOKIAYH F€HHOH HKCIPECCHMY,
npuMeHsieMble B oTHoweHuu reHa JIIIA, o3HauaroT, 4TO 3KCOpeccusi T'eHa, onpenensemMas Mo
ypoBHio PHK, TpaHckpubupyemoli ¢ reHa, Wid YpOBHIO MOJUNENTHIA, Oefika Wiu OeKOBOM
cyObenuHuLbl, TpaHcaupyembix ¢ MPHK B kierke, rpymme KJI€TOK WM TKaHH, B KOTOPBIX
Tpanckpubupyercs reH JIIIA, cHuwkaercs, Korma KIJIETKy, TpPyOIy KIETOK WM TKaHb
oOpabarsBaroT onncanabiMH areHTaMu PHKu JITTA, o cpaBHEHUIO CO BTOPOI KIETKOH, TPYIION
KJIETOK UJIM TKaHBIO, KOTOPYI0 00pabaTsiBaiv UM He 00padaThiBasiv MOJOOHBIM 00pa3oM, HITH IO

CPABHEHUIO TOU K€ CaMOH KJIETKOMW, IPyIION KJIETOK WM TKAaHbIO 10 npumeHeHus arenta PHKu
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JIIA.

B HeKOTOpPBIX BapHaHTax peann3alyy U300pEeTEeHUs YPOBEHb MeHHOMN SKCIIPECCUH W/ HITH YPOBEHb
MPHK JITTA y cyObekTa, koTopomy BBOAsAT onucanHblil areHT PHKu JITTA, cHIDKEH MO MeHbLIeH
Mmepe Ha 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%,
80%, 85%, 90%, 95% wmnu 98% 1o cpaBHEeHHIO ¢ CyOBekTOM 10 BBeaeHus arenta PHKu JITTA umu
¢ cyopekToMm, He nonyuaromum areHT PHKu JITTA. YpoBeHb reHHOH 3KCpeccuy W/ N YpOBEHb
MPHK y cyOpekTa MOkeT OBITh CHH)KEH B KJIETKE, TPYIe KJIETOK W/WIN TKaHU cyObekTa. B
HEKOTOPBIX BapHaHTax peaiu3aluu u3odpereHus yposeHb Oenka JIITA y cyOwpekra, KoTOpomMy
BBOJAT onncaHHbli areHT PHKwu JIITA, cHmken no menbiuei Mepe Ha 5%, 10%, 15%, 20%, 25%,
30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% wumu 98% mno
cpaBHeHUIO ¢ cyObekToM o BBeneHust arenta PHKu JITTA unu ¢ cyObekToM, He MOJy4aroIum
areat PHKu JITTA. Yposens Oenka y cyObekTa MOXKET ObITb CHU)KEH B KJIETKE, TPYIIe KJIETOK,
TKAaHU, KPOBH W/WIM APYrof *UAKOCTH cyObekTa. CHM)KEHHE YPOBHEH TI'€HHOH SKCIPECcCHUH,
MPHK wnnu Oenka MOXHO OLEHHMBaTh JIOOBIMH H3BECTHBIMU B IAHHOW OOJACTH TEXHUKH
ciocobamu. CHmkxenne win nosbimenne ypoHs MPHK JIITA wunm ypoBHs Oenka BMecTe
Ha3bIBAIOTCS B JAHHOM JOKYMEHTE CHIDKEHHEM WM nosbimenueM B JIITA wnn nHrubupoBannem

WM cHUKeHueM skcripeccun JITTA.

Brecenne B kneTky, koraa peub unet od arenre PHKu, o3Hauaer QyHKIIMOHANIBHYIO JOCTaBKY
arenta PHKu B knetky. [Ton ¢pyHKIMOHANBHON NOCTAaBKOU monmpasymenaercs, 4to areHT PHKu
IOCTABJIIETCSI B KIETKY M HMEET OXKHAAeMYK OHOJIOTMYEeCKYK) aKTUBHOCTH (Hampumep,

crierupuIeckoe B OTHOIIEHUH TIOCIENOBATEIbBHOCTH HHTUOUPOBAHUE T€HHOM SKCIIPECCHH).

KneTku u TkaHM OTJIMYHBIX OT Y€JIOBEKA OPraHU3MOB
IIpenycMOTpeHb! KJIETKH, TKAHU U OTJIMYHBIE OT YeJIOBEKA OPraHU3Mbl, KOTOpBIE COAEPKAT IO
MeHbIlIe Mepe OANH U3 OMUCAaHHBIX B JaHHOM AokyMmeHTe areHToB PHKu JIITA. Knerky, TkaHb
WJIM OTJIMYHBIN OT YEJIOBEKAa OPraHu3M MONy4aroT nmyTtem noctasku arenta PHKu B knetky, TkaHb

WJTH OTJIMYIHBIA OT YeJIOBEKa OpraHU3M.

BelmmenpuBeneHHble  BapUaHTBl peaNU3alMd  HM300pETeHHs NPOUJUTIOCTPUPOBAHBI HUXKE C

NMOMOIIbIO CICAYIOINUX HEOTPAHNYUBAIOLHUX IIPUMEPOB.
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ITPUIMEPLI

Ipumep 1. Cunmes acenma PHKu.

A) Cunre3. Arentet PHKu JIITA cuHTE3upOoBaSM B COOTBETCTBUH C (hocopamMuauTHOIM
TEXHOJIOTMEH Ha TBEPAOM HOCHUTENE, NPUMEHSAEMON B CHHTE3€ OJIMIOHYKJICOTHIOB. B
3aBHCUMOCTH OT MacmTaba ucnonb3oBann MerMade96E (Bioautomation) nmm MerMadel2
(Bioautomation). CuHTe3 NpOBOAMIM Ha TBEPAOM HOCHUTEJE, BBIIOJHEHHOM H3 CTeKJIa C
3agaHHBIM pasmepoM nop (CPG, 500 A umi 600A, nonyuen ot Prime Synthesis, Aston, PA, USA).
Bce dpochopamunuter IHK, 2'-monudurnuposannoit PHK n OHK npuobperanu y Thermo Fisher
Scientific (Milwaukee, WI, USA). B wactHocTn, ucnosp3oBaiu cienyoomue 2'-O-MeTu
dochopaMuanTsI: (5'-O-mumerokcutputun-N°-(6enzomn)-2'-O-meTunaneno3un-3'-0-(2-
unanosTua-N,N-qunsonponunamuto)pochopamuaut, 5'-O-numeroxcurpurui-N*-(anetun)-2'-
O-mernnuutiaus-3'-0O-(2-1ranostii-N,N-auu3onponuiaMuHo )G ocopamuaur, (5'-O-
JUMETOKCUTPUTUI-N2-(1300yTHpII)-2'-O-MeTUI-ryaHo3uH-3'-0-(2-1nanosun-N, N-
auunsonponmiamMuHo)pochopamunur U 5'-O-gumerokcurputui-2'-O-mermnypunus-3'-O-(2-
a3 TUI-N, N-IUH30MponuiIaMiuHO )GochOopaMHUIUT. 2'-ne3okcu-2'-prop-pochopaMuanuThI
HECJIU TaKue e 3alUTHbIe rpynmsl, 4to U 2'-O-metun PHK-amunel. B yactHOCTH, HCnOnb30Bau
CEAYIOLIHe OHK-¢dochopamuauTst: 5'-(4,4'-numeTokcutputui)-N-6enzomn-2',3'-cexo-
aJIeHO3WH, 2'-6enzoun-3'-[(2-umanosTin)-(N, N-nuuzonpomnui) |-hochopaMuaur,
5'-(4,4'-numeroxcutputui )-N-aetun-2' 3 '-ceko-uuto3uH, 2'-6enzoun-3'-[(2-uuanostimn)-(N,N-
aumonpon) |-pochopaMunut, 5'-(4,4'-numeTokcutputii)-N-u300ytupmi-2',3'-cexo-
ryaHo3uH, 2'-Oenzomn-3'-[(2-umanosTin)-(N,N-gumsonponwn)]-pochopamuaur  u  5'-(4,4'-
OUMETOKCUTPUTIIN)-2' 3'-cexo-ypunuH, 2'-0enzomn-3'-[(2-manosTin)-(N,N-  guusonpomnun)]-
dochopamuanr. Bce amunutsl pacTBopsiiv B Oe3BogHOM aneTonutpuiie (50 MM) u nobasisuiu
monekynspabie cuta (3A). Jlna srecenms TEG-xXonmecTepuHa B 5'-KOHELl OJHIOMEPOB
HCIIOTB30BAJTH 1-mumeTokcutpuTiokcu-3-0-(N-xonecTepuH-3 -aMUHOTIPOTIHLT )-
TPUATHIICHTTUKONIb-rnLepuii-2-O-(2-umanos T )-(N, N, -nuusonpormn )-pochopamunut ot Glen
Research (Sterling, VA, USA). S'-moaudukauun BHOCUIN 0e3 KaKUX-THOO M3MEHEHH IUKJIa
cunTe3a. S-0ensmnrno- IH-terpason (BTT, 250 MM B anieToHUTpHIIE) HCTIONB30BAIA B KAYECTBE
aKTUBHPYIOIIEro pacTBopa. Bpems conpsikernus cocrasinsiio 10 mun (PHK), 180 ¢ (xonecrepun),
90 ¢ (2'0OMe u OHK) u 60 ¢ (2'F u IHK). Jlns BHeceHus TrodocdaTHbIX cesizeli mpumeHsiiu 100
MM pactBop 3-penun 1,2,4-nutnazomun-5-ona (POS, momydyen ot PolyOrg, Inc., Leominster,
MA, USA) B Oe3pomHoMm auneroHutrpwie. Cmorpute Tabmuuer 1, 2A u 2B B OTHOLIeHHUH

KOHKPETHBIX MOCIEA0BATENIBHOCTEN.
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B. Pacwennenue u cuamue 3augumul C6A3aHNH020 ¢ nocumenem onueomepa. Ilocne 3aBeprieHus
TBEepAO(]A3HOrO CHHTE3a BBICYIIEHHBIH TBEPABI HOcUTeNnb oOpabarbiBasu 1:1 mo oObemy
pactBopoMm 40 macc. % mernnamuHa B Boae U 28% pactBopoM runpokcuaa ammonus (Aldrich) B
TedeHue AByx yacos npu 30°C. PacTBop BbrInapuBaiy, a TBEPAbIH OCTATOK N1€PEBOCCTAHABINBAIN

B BOJZIE (CMOTPUTE HIKE).

C. Ouucmxa HeouuleHHbIE XOJECTEPUH-COAEPIKAIINE OJUIOMEpPhl OYHUINATH METOJOM
oOpamenHo-(ha3osoii BOXKX, ncnons3ys npemnaparusHyto kojgoHky Waters XBridge BEH300 C4
5u u cucremy Shimadzu LC-8. Bydep A npencrasisn coboit 100 MM TOAA, pH 7,5, u cogeprxan
5% aneronuTpu, a Oydep B mpencrasisin coboii 100 MM TOAA u conepixan 95% aneroHuTpuI.
Henanmn VY®-3anmuce Ha 260 HM. 3aTeM sl COOTBETCTBYIOUIMX (pakiuil MPOBOAUIH
sKkckmo3noHHy0 BOXKX, ucnonssys kononky GE Healthcare XK 16/40, ynakoBaHHy®O cpenoi
Sephadex G-25, ¢ nmoxBmxHbIM Oydepom u3 100 MM Oukapbonara ammonusi, pH 6,7, u 20%
arieroHuTpuia. J[pyrue HeOYHIEHHbIE OJIMTOMEPI OYHIIATNA METOAOM aHHOHOOOMeHHON BDXKX,
ucnonb3ys konoHKy TKSgel SuperQ-5PW 13u u cucremy Shimadzu LC-8. Bydep A npencrassin
coboit 20 MM Tpuc, 5 MM D/ITA, pH 9,0, u conepkan 20% aueronurpui, a 6ydep B 6bu1 Takum
xe kak Oydep A c¢ moGasnenuem 1,5 M xnopuna Hatpusi. [enamu Y®-3ammch Ha 260 HM.
CootBercTByrore (Gppakiuud OOBEIUHSIIH, 3aTEM MPOBOIMIN KCKIHO3HMOHHYI0 BOXKX| kak

OIMUCAHO AJIA XOJECCTCPHUH-COACPKALNE OJIUTOMEPOB.

D. I'ubpuousayus. KoMmrieMeHTapHbIe LIEMH CMEIIUBAIH, KOMOMHUPYS SKBUMOJIIPHBIE PACTBOPBI
(cmbicnoBble 1 aHTHCMBICIOBBIE) B 0,2% @CB (pocharHo-coneroit Oydep, 1%, Corning, Cellgro)
st obpazosanust arenToB PHKH. DTOT pacTBop nomernanu B repmomukcep npu 70°C, Harpesaau
no 95°C, seigepskuBanu npu 95°C B TedyeHHE 5 MHUH U MEIJIEHHO OCTY)KaJiW JO KOMHATHOM
temneparypsl. Hexoropeie areatsi PHKu nodunusupoBany u X paHuim npu Temreparype ot -15
no -25°C. KoHueHTpauuo AYMIEKCOB OMPENENsii, U3Mepsisi MOTJIOmEeHne pactBopa Ha Y @-
BuaumoM crnekrpomerpe B 0,2x ®CB. Ilornomenue pactsopa Ha 260 HM 3aTeM yYMHOXalld Ha
KO3 PUIIUEHT KOHBEpCUU U KOI(P(HUIMEHT pa3BeleHHs, YTOObI ONPENeUTh KOHIEHTPAIUIO
nyrmiekcoB. Ecnmu He yka3zaHo wHoe, ko3¢ dunmeHT koaBepcuu coctasisit 0,037 mr/(mrem). s
HEKOTOPBIX 3KCIIEPHUMEHTOB KO3()(PHULIMEHT KOHBEPCHUH PACCUUTHIBAIN M3 SKCIIEPHUMEHTAIBHO

onpeaeneHHOro ko3 GuineHTa SKCTHHKIUH,

Ipumep 2. Ilepsuunviii in vitro ananuz acenmos PHKu JIIIA. TlpoBogwnu wuccienoBaHUe

KaHAMJATHBIX IIOCIIEIOBATEIbHOCTEH, KOTOpBIE COMNIaCHO JaHHBIM 1n  silico aHanm3a
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XapaKTEePU30BAINCH IEPEKPECTHON PEAKTHBHOCTBIO MEXKY YEJIOBEKOM U OTIMYHBIM OT YeJIOBEKa
npumMaroM. Cunresuposanu 108 in silico mneHTHOUIIMPOBAHHBIX MOTEHUHANBHBIX areHToB PHKH
JIITA v nmpoBOAWIIM MCCIIENOBAHNE B OTHOIIEHUH MX 3(PQPEKTUBHOCTH In Vitro B Tpex rpymmnax. B
nensx ucciaenosaHus nocnenosarenbHOcTh  KJAHK  uenoseueckoro JIITA  (moctym  Ne
NM 005577.1) cyOkJOHHMpOBaNIM W3 KOMMEPYECKH IOCTYIHOIO 3KCIPECCHOHHOIO BEKTOpa
miekormraromux (Origene, Rockville, MD) B koMMepuecku IOCTYIHYIO TUIA3MHIY IS
CKpuHUHTa ¢ npuMeHeHneM penoprepa, psiCHECK?2 (Promega, Madison, WI), uto npusoamio k
coznanmto ciauroir MPHK Renilla luciferase/JITIA. [lnst uccnenoBanus 3pQexkTHBHOCTH areHTa
PHKwu JITITA Ha yenoBedeckoM ¢one, kiaetkn Hep3B, nuHus renaTouenmoispHON KapLIHHOMBI
YeJIOBEKA, BBICEBANIU C TNIOTHOCTHIO ~10 000 ki1eToK Ha MyHKY B 96-nmyHOUHOM (popmare. Kaxabiit
u3 108 arenros PHKu JIITA xotpanchunmposanu B AByX uiH Tpex koHueHTpauusx (1 HM u 0,1
HM niu 0,02, 0,2 u 2 HM) ¢ 50-100 ar mnazmuaso# JIHK JITTA-psiCHECK?2 na nyuky u 0,2 MK
munoexramuna 2000 Ha ayHKY. ['eHHBId HOKZAyH ompenensuid, usMmepsisi ypoHH Renilla
luciferase, HOpManM30BaHHbIE OTHOCHUTEIBHO YPOBHEH KOHCTHTYTHUBHO 3KCIPECCUPYEMOH
mrorrdepassl CBETIIAKOB, Takske mpucyTcTByromei B masmuae psiCHECK?2, ucnonb3ys ABOMHOM

aHaJM3 pernopTepHoro rexa mouudepassl (Promega, Madison, WI) (Tabnuwer SA u 5B).

Tabmuua SA. In vitro ananu3 arenroB PHKu JITTA, unrubuposanue sxcnpeccun JIITA.

OrHocuTenbHas skcrpecchst Ruon- OtHocuTenbHast Skcnpeccust Ruon-
Ne ID JIITA Ne ID JITA
OyTLUIeKCa 1 uaM 0,1 aM IyIUIeKca 1 uM 0,1 tM
Cpennee| CO |Cpennmee| CO Cpennee| CO |Cpemnee| CO

ADOO571| 1,012 0,146 | 1,107 0,174 | ADOO60O5| 1,006 0,193 | 1,006 0,146

ADO0572| 0,776 0,062 | 1,075 0,089 | ADOO606| 0,509 0,039 | 0,570 0,054

ADO0O573| 0,708 0,054 | 0,708 0,134 | ADOO60O7| 0,816 0,091 | 0,906 0,068

ADO0O574| 0,441 0,028 | 0,525 0,056 [ ADOO60O8| 0,883 0,111 | 1,158 0,054

ADOO575| 0,242 0,038 | 0,365 0,035 [ ADOO60OS | 0,515 0,079 | 0,691 0,137

ADOO576| 0,166 0,047 | 0,341 0,073 | ADOO610| 0,628 0,057 | 0,748 0,090

ADO0O577| 0,702 0,115| 0,934 0,036 | ADOO611| 1,320 0,066 | 1,116 0,046

ADO0O578| 0,272 0,008 | 0,599 0,200 | ADOO612| 1,103 0,193 | 1,100 0,052

ADO0579| 0,290 0,031 | 0,447 0,066 | ADOO613| 0,910 0,094 | 0,878 0,040

ADO0O580| 0,825 0,145| 0,991 0,123 | ADOO614| 1,101 0,111 | 1,097 0,043

ADO0581| 0,654 0,095 | 0,986 0,127 | ADOO615| 1,051 0,140 | 0,898 0,161
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ADO0O0582| 0,610 0,178 | 0,791 0,244 | ADOO616| 0,898 (0,101 | 1,029 0,042

ADO0583| 0,824 0,208 | 0,845 0,240 | ADOO617| 0,715 0,023 | 0,802 0,150

ADO0O584| 0,800 0,150 | 0,683 0,077 | ADOO618| 0,434 0,073 | 0,441 0,199

ADO0O585| 0,387 0,059 | 0,488 0,151 | ADOO619| 0,758 0,003 | 0,820 0,165

ADO0O586| 0,754 0,116 | 0,927 0,103 | AD0O0620| 0,984 0,124 | 0,926 0,080

ADO0587| 0,921 0,074 | 0,923 0,052 | ADO0O621| 0,308 0,033 | 0,267 0,044

ADO0O588| 0,763 0,203 | 0,954 0,169 | ADO0622| 0,493 0,072 | 0,790 0,009

ADO0O589| 0,838 0,115| 1,026 0,216 | ADO0O623 | 0,641 0,081 | 0,599 0,014

ADO0O580| 0,959 0,091 | 0,991 0,285 | ADO0O624| 0,795 0,019 | 0,985 0,123

ADO0591| 0,970 0,172 | 0,984 0,244 | ADO0625| 0,768 0,121 | 0,944 0,117

ADO0592| 0,600 0,060 | 0,886 0,069 | ADOO626| 0,981 0,081 | 1,036 0,036

ADO0593 | 0,555 0,097 | 0,883 0,130 | ADOO627| 0,943 0,163 | 0,936 0,038

ADO0O0594 | 0,645 0,056 | 0,567 0,008 | ADO0O628 | 0,765 0,069 | 0,995 0,090

ADOO595| 0,812 0,132 | 1,076 0,285 | ADO0O629| 1,001 0,184 | 1,199 0,064

ADOO596| 0,658 0,116 | 0,787 0,153 [ ADO0630| 0,963 0,149 | 1,154 0,141

ADO0597| 0,999 0,120 | 1,083 0,143 [ ADOO631| 0,979 0,084 | 1,038 0,088

ADO0O598| 0,501 0,067 | 0,631 0,036 | ADOO632| 0,781 0,048 | 0,858 0,101

ADO0599| 0,890 0,098 | 0,871 0,143 | ADOO633| 0,817 0,072 | 1,027 0,143

ADOO60O| 0,393 0,018 | 0,729 0,172 | ADOO634| 0,807 0,087 | 0,978 0,256

ADO0O601| 0,896 0,180 | 1,142 0,140 | ADOO635| 0,496 0,073 | 0,377 0,023

ADO0O0602| 0,653 0,134 | 0,955 0,062 | ADOO636| 0,615 0,102 | 0,748 0,072

ADO0O603| 0,730 0,118 | 0,799 0,187 | ADO0O637| 0,792 0,056 | 1,070 0,048

ADOO604 | 0,892 0,058 | 0,956 0,107

Tabnuna 5B. In vitro ananus arearoB PHKu JITTA, uarubuposanue skcnpeccun JITTA.

OTtHocutenbHast skcnpecchst Ruon-JIITA

2 5M 0,2 M 0,02 uM

Ne ID

NyIuieKca
Cpennee | CO | Cpemnee | CO | Cpemnee | CO

AD01068 0,780 0,110 0,792 0,326 0,861 0,138

AD01069 0,483 0,345 1,062 0,181 0,869 0,112

AD01070 0,747 0,441 1,010 0,015 1,015 0,319

AD01071 1,014 0,254 0,850 0,251 0,857 0,284
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AD01072 | 0,919 0,107 | 1,137 0,345 | 0,727 0,124
AD01073 | 0,539 0,224 | 1,066 0,195| 1,180 0,356
AD01074 | 0,713 0545| 0,953 0,419 | 0,841 0,077
AD01075 | 0,703 0,379 | 0,913 0,204 | 0965 0,216
AD01076 | 1,145 0,485| 1,027 0,287 | 0647 0,154
AD01077 | 0,672 0074| 1,166 0,384 | 0,703 0,106
AD01078 | 0,575 0,192 | 0,847 0,237 | 0908 0,071
AD01079 | 0,863 0673 | 1,093 0,187 | 1,004 0,086
ADO1328 | 0,623 0089 | 1,205 0,367 | 1,238 0,089
ADO1329 | 0,467 0068| 1,161 0,159 | 1,115 0,102
ADO1330 | 1,158 0,124 | 0,920 0,143 | 1,156 0,107
ADO1331 | 1,476 0225| 1,092 0,269 | 1,304 0,320
ADO1332 | 1,145 0,109 | 1,100 0,454 | 0,941 0,510
ADO1333 | 0,829 0011 | 1,382 0,252 | 1,338 0,303
ADO1334 | 0,653 0,122 | 1,323 0,183 | 1,095 0,109
ADO1335 | 0,858 0,089 | 1,632 0,318 | 1,201 0,159
ADO1336 | 1,019 0,081| 1,724 0,353 | 1,008 0,072
ADO1337 | 0,834 0,143 | 1,494 0,657 | 1,130 0,309
ADO1338 | 1,276 0340| 0,719 0,118 | 0,896 0,118
ADO1339 | 1,240 0,298 | 1,114 0,287 | 0,960 0,104
ADO1340 | 1,055 0423 | 1,272 0,136 | 1,338 0,299
ADO1341 | 1,206 0438| 1,510 0,315| 1,046 0,143
ADO1342 | 1,243 0324| 1,137 0,298 | 1,159 0,047
ADO1343 | 1,113 0,140 | 1,045 0,151 | 1,108 0,094
ADO1344 | 0,931 0,182 | 1,317 0,244 | 1,328 0,037
ADO1345 | 0,795 0,233 | 0,799 0,032 1,418 0,184
ADO1346 | 1,095 0,224 | 1,045 0,073 | 1,465 0,109
ADO1347 | 1,122 0021| 1,209 0,161| 1,153 0,159
ADO1348 | 1,022 0068 | 1,228 0,244 | 1,097 0,049
ADO1349 | 0,934 0,151| 1,217 0,080 | 1,068 0,149
ADO1350 | 0,871 0,295 | 1,318 0,225| 0,942 0,395
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ADO01351 1,414 0,065 1,121 0,180 1,029 0,049

AD01352 0,868 0,088 1,024 0,385 1,049 0,176

ADO01353 1,150 0,478 1,164 0,276 0,898 0,175

ADO01354 0,999 0,119 1,378 0,292 1,507 0,289

ADO01355 0,943 0,092 1,066 0,268 1,411 0,113

ADO01356 1,116 0,351 1,072 0,196 1,000 0,145

Tabmuua 5C. In vitro ananus 10 MM arentoB PHKwu JITTA, unruOuposanue sxcnpeccuu JIITA.

Neo Neo Neo
YposHu MA YposHu /TNA YposHu J/IMA
aynnekca aynnekca aynsekca

ADO01803 0,77+ 0,06 | AD01827 1,23+ 0,07 | ADO01921 0,59 £ 0,06

ADO1805 0,77+ 0,02 | ADO1828 1,02+ 0,09 | AD01922 0,50+ 0,04

ADO1806 1,01+ 0,02 | ADO1829 1,05+ 0,07 | AD01923 0,59+ 0,04

AD01807 0,97+ 0,09 | ADO1830 1,00+ 0,35 | AD01924 0,50+ 0,02

AD01808 0,78+ 0,12 | AD01831 1,02+ 0,07 | ADO01925 0,54 £ 0,05

AD01809 1,06 + 0,13 AD01832 1,04 + 0,06 | ADO01926 0,52+ 0,05

ADO01810 1,06 £+ 0,05 AD01896 0,71+ 0,14 | ADO01927 0,57t 0,04

AD01811 0,86 + 0,05 AD01897 0,87 + 0,10 | AD01928 0,50 £ 0,06

AD01812 1,08+ 0,04 | ADO0O1898 1,16 + 0,03 | ADO01929 0,55 0,04

AD01813 0,99+ 0,13 AD01899 0,79+ 0,11 | AD0O1930 0,54+ 0,06

ADO01814 0,57+ 0,05 AD01900 0,82+ 0,06 | ADO1931 0,54 £ 0,07

ADO01815 0,65+ 0,00 | AD0O1901 0,54+ 0,04 | AD0O1932 0,51+ 0,01

ADO01816 0,84 + 0,08 | AD01902 0,62+ 0,00 | AD0O1933 0,56 £ 0,06

AD01817 0,75+ 0,10 | AD01S03 0,66 + 0,08 | AD0O1934 0,52+ 0,08

AD01818 0,94 + 0,07 | ADO1912 0,59+ 0,01 | ADO1935 0,58 £ 0,03

ADO01819 1,21+ 0,08 | AD01913 0,60+ 0,04 | ADO1S36 0,53+ 0,02

ADO01820 1,22+ 0,12 | ADO1914 0,50+ 0,03 | ADO1S37 0,57 £ 0,04

AD01821 1,16 £+ 0,01 | ADO1915 0,58 + 0,08 | AD01938 0,58 £ 0,03

AD01822 1,22+ 0,04 | ADO1916 0,49+ 0,04 | ADO1S3S 0,65+ 0,05

AD01823 0,91+ 0,05 AD01917 0,53+ 0,04 | ADO1940 0,49z 0,03

AD01824 1,22+ 0,13 AD01918 0,47 + 0,04 | ADO1941 0,57 £ 0,02
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AD01825

1,25+ 0,05

AD01919

0,60 £ 0,02

AD01826

1,18 + 0,15

AD01920

0,60+ 0,03

Tabmuua 5D. /n vitro anamu3 1 MM arenroB PHKwu JITTA, uarubuposanue sxcnpeccuu JIITA.

Neo Neo Ne
YposHu /1MA YposHu /IMA YposHu /IMNA

Aynnekca Aynnekca Aynnekca

AD01760 0,10+0,01 AD02330 0,37+0,01 ADO02090 0,68 + 0,04
AD01722 0,14+0,01 AD02243 0,37 £ 0,02 ADO02161 0,68 + 0,04
ADO01757 0,15+0,00 AD02255 0,38+ 0,02 ADO02324 0,68 + 0,02
ADO1719 0,15+0,00 AD02257 0,38+ 0,00 AD02177 0,69 + 0,07
AD01738 0,18+0,01 AD02169 0,38+ 0,02 AD02179 0,69+ 0,07
ADO01755 0,19+0,01 AD02081 0,38 £ 0,00 AD02527 0,69+ 0,03
ADO01741 0,20+0,00 AD02186 0,38+ 0,02 ADO02305 0,69 + 0,06
ADO01759 0,23+0,02 ADO01744 0,38+ 0,03 AD02092 0,70+ 0,02
AD01747  0,23+0,03 AD02075 0,38+ 0,01 ADO02535 0,70+ 0,10
AD01752 0,24 +0,03 AD02135 0,38+ 0,03 AD02376 0,71+0,04
AD01736 0,24 +0,02 AD02114 0,38+ 0,04 ADO01743 0,71+0,02
AD02311 0,25+0,05 AD02188 0,38+ 0,04 AD02289 0,71+0,04
AD02201 0,25+0,03 AD02318 0,38+ 0,02 ADO02530 0,71+ 0,06
AD01750 0,25+0,00 AD02388 0,38+ 0,02 ADO01709 0,71+0,12
AD01756 0,25+0,01 AD02115 0,38+ 0,04 AD02249 0,71+ 0,06
AD02291 0,25+0,03 AD02133 0,38+ 0,00 AD02534 0,71+0,03
AD02292 0,26+0,01 AD02183 0,38+ 0,04 AD02213 0,71+0,02
AD02266 0,26 £ 0,02 AD02116 0,38+ 0,02 AD02529 0,71+0,03
AD01763 0,26+0,01 AD02132 0,39+0,03 ADO01711 0,71+ 0,06
AD02259 0,26+0,03 AD02400 0,39+ 0,02 AD02341 0,72+ 0,06
AD02327 0,26+0,02 AD02338 0,39+ 0,04 AD02233 0,72+ 0,06
AD02274 0,27 +0,03 AD02112 0,39+0,01 AD02342 0,73+ 0,04
AD02297 0,27 +£0,02 AD02354 0,39+ 0,05 ADO02395 0,73+ 0,06
AD02147 0,27 +0,03 AD01749 0,40+ 0,06 ADO02306 0,73+0,09
AD02365 0,27 +£0,04 AD02312 0,40+ 0,02 AD02344 0,73 +0,04
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AD02260 0,27 +0,03 AD02240 0,40+ 0,00 AD02145 0,74 + 0,09
AD02368 0,27 +£0,01 AD02313 0,40+0,03 AD02326 0,74 + 0,06
AD02265 0,28%0,03 AD01710 0,40+0,05 AD02414 0,74+ 0,04
AD02293 0,28+0,04 AD02301 0,40+0,05 AD02379 0,74 + 0,06
AD02350 0,28 £0,02 AD02425 0,40+ 0,04 AD02532 0,75+0,04
AD02202 0,28%0,03 AD02099 0,41 +0,04 AD02178 0,75+0,11
AD02203 0,28%0,03 AD01723 0,41 +0,04 AD02195 0,75+ 0,05
AD02258 0,28 £0,05 AD02391 0,41+0,03 AD02123 0,76 + 0,07
AD02295 0,28+0,03 AD02392 0,41 +0,05 AD02164 0,77 £ 0,09
ADO02363 0,28+0,04 AD02083 0,41+0,01 ADO01726 0,77 +0,01
AD02273 0,28 £0,02 AD02155 0,41+0,02 AD02231 0,77 £ 0,05
AD02386 0,28 +0,02 AD02082 0,41+0,01 AD02180 0,77 £ 0,04
AD02309 0,28+0,03 ADO02336 0,41+0,01 AD02412 0,77 £ 0,05
AD02382 0,29+0,01 ADO2101 0,41+0,02 AD02251 0,77 £ 0,02
AD02256 0,29+0,02 AD01728 0,42+0,01 AD02396 0,78+0,13
AD02367 0,29%0,03 AD02424 0,42 + 0,04 AD02160 0,78+ 0,04
AD02275 0,29+0,04 AD02175 0,42+ 0,02 ADO02533 0,78 £ 0,05
AD02206 0,29+0,01 AD02225 0,42+ 0,05 AD02290 0,78+ 0,03
AD02332 0,29+0,02 AD02086 0,43+0,02 AD02378 0,78 + 0,07
ADO01717 0,29%0,03 AD01725 0,43 +0,06 AD02394 0,79+0,04
AD02296 0,29+0,01 AD02374 0,43+0,03 AD02415 0,79+ 0,05
AD02264 0,29%0,03 AD02390 0,43+0,04 AD02181 0,79+ 0,08
AD02278 0,29%0,03 AD02227 0,43+0,02 AD02492 0,79+ 0,06
AD02385 0,29+0,00 AD02137 0,43 +0,06 AD02397 0,79+ 0,05
AD02205 0,29+0,04 AD02085 0,43+0,01 AD02398 0,79+ 0,09
AD02149 0,29+0,02 AD02407 0,43+0,03 AD02416 0,79+0,04
AD02239 0,30x0,05 AD02100 0,44 + 0,04 AD02144 0,79+ 0,09
AD01748 0,30+0,02 AD02406 0,44 + 0,04 ADO02531 0,79+ 0,06
AD02404 0,30+0,01 AD02136 0,44 +0,02 AD02489 0,80+ 0,04
ADO01721 0,30x0,03 AD02209 0,44 +0,03 AD02307 0,80+0,10
AD02277 0,30x0,05 AD02154 0,44 +0,02 AD02308 0,80+0,11
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AD02152 0,30+0,01 AD02171 0,44 +0,01 AD02182 0,80+ 0,08
AD02237 0,30+0,02 AD02261 0,45+0,02 AD02198 0,80+0,11
AD02098 0,30x0,03 AD02271 0,45+ 0,00 AD02199 0,80+0,10
AD02381 0,30+0,02 AD02371 0,45+0,03 AD02200 0,80+ 0,06
ADO02315 0,30+0,02 AD02173 0,45+ 0,07 AD02125 0,81+ 0,06
ADO02366 0,30+0,01 AD02319 0,45+0,01 AD02141 0,81+0,01
AD02242 0,31+0,03 AD02176 0,46 +0,01 ADO02516 0,81+ 0,06
AD0225%4 0,31+0,02 AD02428 0,46 £ 0,02 AD02127 0,81+ 0,06
ADO02346 0,31+0,04 AD02410 0,46 +0,01 AD02380 0,81+0,03
AD02329 0,31+0,02 ADO01746 0,46 + 0,05 AD02124 0,81+0,05
AD02348 0,31+0,01 AD01732 0,46 + 0,02 AD02197 0,81 +0,02
ADO1714 0,31+0,05 AD02157 0,47 £ 0,02 AD02159 0,81 +0,09
ADO1724 0,31+0,01 ADO02372 0,47 £ 0,03 AD02485 0,82+ 0,04
AD02170 0,31+0,02 AD02427 0,47 £ 0,02 AD02142 0,82 +0,08
AD02352 0,31+0,02 AD02370 0,47+0,01 AD02126 0,82+ 0,08
AD02093 0,31+0,01 AD02172 0,47 + 0,04 AD02254 0,82+0,10
AD02383 0,31+0,02 AD02158 0,47 +0,02 AD02232 0,82+ 0,04
AD02284 0,31+0,04 AD02270 0,48 + 0,04 AD02146 0,82+0,04
AD02219 0,31+0,04 AD02426 0,48 + 0,04 AD02490 0,82+ 0,03
AD02279 0,31+0,03 AD02361 0,48 + 0,04 ADO01745 0,82+ 0,09
AD02299 0,31%0,05 AD02245 0,48 +0,02 AD02162 0,83+0,04
AD01740 0,31+0,02 AD02373 0,48+0,01 AD02471 0,83+0,11
AD02417 0,32+0,01 AD02084 0,48 + 0,05 AD02487 0,83+ 0,09
ADO02364 0,32+0,02 AD02194 0,48 +0,03 AD02523 0,83+0,10
AD02262 0,32:0,03 ADO01753 0,48 + 0,06 AD02483 0,83+0,03
AD02369 0,32+0,01 AD02320 0,48 +0,03 AD02128 0,84 + 0,09
ADO01731 0,32+0,02 AD02268 0,48 + 0,05 AD02143 0,84 + 0,05
AD02349 0,32+0,01 AD02226 0,49+0,01 AD02214 0,84+0,13
AD020S5 0,32 +0,02 AD02156 0,49+0,01 AD02217 0,84 + 0,07
AD02281 0,32+0,01 AD02409 0,49+0,03 AD02250 0,84 + 0,08
AD02224 0,32 +0,06 AD02244 0,49+0,02 ADO2163 0,85+ 0,04
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AD02148 0,32+0,04 AD02189 0,49+ 0,06 AD02525 0,85+ 0,06
ADO01718 0,33+0,01 ADO01764 0,50+ 0,02 AD02481 0,85+ 0,03
ADO02333 0,33+0,01 AD02174 0,50+ 0,04 AD02235 0,85+ 0,03
AD02403 0,33+0,01 AD02117 0,50+0,01 ADO02539 0,86 + 0,05
AD02317 0,33x0,03 AD02208 0,50+ 0,05 AD02470 0,86 + 0,07
ADO02399 0,33+0,02 AD02104 0,51+0,03 AD02469 0,86 + 0,04
AD02222 0,33+0,01 AD02408 0,51+0,06 AD02480 0,86 + 0,07
AD02310 0,33+0,02 AD02272 0,51+0,04 AD02488 0,87+ 0,05
ADO01733 0,33+0,01 AD02122 0,51+0,06 ADO02511 0,87+ 0,05
ADO02131 0,33+0,01 AD02140 0,51+0,04 AD02482 0,87+0,04
ADO02353 0,33+0,03 AD02362 0,51+0,04 AD02519 0,87+ 0,08
AD02263 0,33+0,03 AD01739 0,52+0,04 AD02491 0,88 £ 0,05
AD02204 0,33+0,01 AD02121 0,52 £ 0,06 AD02216 0,88 +£ 0,00
AD02080 0,33+0,00 AD02138 0,52+0,04 AD02215 0,88 +£0,03
AD02298 0,33+0,03 AD02358 0,52+0,02 AD02468 0,88 + 0,06
ADO01737 0,33+0,01 AD01734 0,53+0,06 AD02526 0,88 + 0,06
AD02220 0,33+0,04 AD01713 0,53+0,04 AD02234 0,88+0,14
AD02302 0,33+0,00 AD02285 0,53+0,03 AD02518 0,89+ 0,05
AD02097 0,33+0,00 AD02102 0,53+0,07 AD02218 0,89+0,04
AD02328 0,33+0,02 AD02303 0,53+0,03 AD02515 0,89+ 0,03
AD02221 0,33+0,01 AD02212 0,53+0,01 ADO02536 0,89+0,11
AD02421 0,33+0,02 AD02139 0,53+0,03 ADO02537 0,89+0,04
AD02420 0,330,03 AD02230 0,54 + 0,08 AD02465 0,89+ 0,07
AD02347 0,33+0,04 AD02103 0,54 + 0,04 AD02196 0,90+ 0,03
AD02134 0,34+0,01 AD02191 0,54 +0,03 AD02253 0,90+ 0,05
AD02078 0,34+0,03 AD02429 0,54 +0,02 AD02484 0,90+ 0,09
AD02151 0,34 +0,02 ADO01716 0,54 +0,09 ADO02467 0,91+ 0,00
AD02238 0,34+0,03 AD02360 0,54 +0,02 ADO02538 0,91+0,10
AD02168 0,34 +0,00 AD01762 0,54+0,01 AD02478 0,91+0,01
AD02096 0,34 +0,03 ADO01735 0,55+0,07 AD02479 0,92+ 0,05
ADO01758 0,34 +0,05 AD02248 0,55+0,05 AD02540 0,92+ 0,08
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AD02077 0,34 +£0,02 AD02193 0,55+0,01 AD02524 0,92+ 0,03
AD02345 0,34 +0,02 AD02119 0,55+0,01 AD02466 0,92+ 0,05
AD02384 0,34 +£0,02 AD02287 0,55+0,02 AD02520 0,92 + 0,06
AD020%4 0,34+0,01 AD02357 0,56 +0,01 AD02498 0,92 + 0,06
AD02419 0,34+0,04 AD01708 0,57 £ 0,06 AD02472 0,92+ 0,05
AD02401 0,34+0,02 AD02247 0,57 +0,06 AD02106 0,93 +0,08
AD02402 0,34+0,03 AD02430 0,58 +0,07 AD02486 0,93+ 0,02
ADO01712 0,34+0,04 AD02339 0,58+0,03 AD02236 0,93+0,04
AD02276 0,34 +£0,01 AD02321 0,59+0,03 AD02543 0,93+0,12
AD02150 0,34 +£0,02 AD02269 0,59+0,02 ADO02517 0,94 + 0,05
ADO2166 0,34 +0,03 AD02210 0,59 +0,04 ADO02505 0,94+0,10
AD02351 0,34+0,02 AD02211 0,60 £ 0,02 AD02464 0,94 + 0,06
AD02241 0,35+0,04 AD02091 0,60+ 0,03 AD02499 0,94 £ 0,16
AD02282 0,35+0,01 AD02120 0,60 £ 0,07 AD02500 0,94 £ 0,05
AD02130 0,35+0,04 AD02229 0,60+ 0,03 AD02544 0,95+ 0,07
ADO01751 0,35%0,03 AD01727 0,60+ 0,02 AD02541 0,95+ 0,15
ADO02356 0,35%0,03 AD01730 0,60+ 0,02 AD02509 0,95+ 0,09
AD02405 0,35+0,04 AD02190 0,60+ 0,07 AD02508 0,95+0,10
AD02129 0,35%0,01 AD02411 0,60 + 0,06 AD02510 0,95+ 0,03
ADO02355 0,35+0,01 AD02322 0,61+0,03 AD02521 0,96 + 0,16
AD02423 0,35%0,06 AD02433 0,61+0,02 AD02507 0,96 + 0,03
ADO02316 0,35%0,02 ADO1761 0,62 + 0,05 AD02105 0,96 + 0,09
ADO02331 0,35%0,02 AD01720 0,62+ 0,02 AD02495 0,96 + 0,05
ADO02335 0,35+0,01 AD02228 0,62 + 0,06 AD02504 0,97 £ 0,04
AD02187 0,35%0,03 AD02393 0,62 +0,03 AD02493 0,97 + 0,06
AD02314 0,36+0,04 AD02359 0,62 +0,03 AD02542 0,97 + 0,06
AD02300 0,36x0,03 AD02323 0,62 + 0,05 AD02503 0,98 + 0,05
AD02387 0,36+0,06 AD02118 0,63 +0,05 AD02107 0,98 + 0,05
ADO02337 0,36+0,04 AD02286 0,63 +0,04 ADO02477 0,98 + 0,06
AD01729 0,36+0,01 AD02087 0,63 +0,04 AD02501 0,98 + 0,07
AD02283 0,36 +0,02 AD01715 0,63+ 0,06 AD02497 0,98 + 0,05
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AD02185 0,36+0,01 AD02192 0,63+0,02 AD02494 0,98+0,13

AD02167 0,36+0,01 AD02431 0,64 + 0,06 AD02475 1,00 £ 0,07

AD02076 0,36+ 0,04 AD02340 0,64 +0,03 AD02514 1,00+ 0,00

AD02418 0,36 +0,01 AD02432 0,64 + 0,02 AD02474 1,00+ 0,03

AD02422 0,36x0,03 AD02089 0,65+ 0,07 AD02502 1,01+0,01

AD02111 0,36 +£0,02 AD02267 0,65+0,11 AD02522 1,01+0,04

AD02079 0,37 +£0,02 AD02246 0,65+ 0,07 AD02476 1,01+0,09

ADO01754 0,37 +0,04 AD02325 0,65+0,03 ADO02513 1,02 +0,03

ADO02334 0,37 +£0,02 AD02343 0,66 + 0,05 AD02109 1,02 £ 0,06

AD02280 0,37 0,05 AD02375 0,66 + 0,04 AD02252 1,02 £ 0,08

ADO02113 0,37x0,03 AD02288 0,66 + 0,06 AD02496 1,04 £ 0,05

AD02389  0,37+0,03 AD02088 0,66 + 0,01 ADO02473 1,05+0,04

AD02223 0,37+0,04 AD02413 0,66 + 0,03 ADO02506 1,05 +0,05

AD02184  0,37+0,02 AD02377 0,67 £ 0,05 ADO01742 1,07+£0,24

AD02153 0,37 +0,02 AD02528 0,67 + 0,04 AD02110 1,08 £ 0,07

AD02165 0,37 +0,02 AD02434 0,67 + 0,05 AD02512 1,09+0,17

AD02207 0,3710,01 AD02304 0,67 + 0,02 AD02108 1,11+ 0,04

Mpumep 3. Onpeoenenue ECso acenma PHKu JIIIA. Kpusbie ECso mo necstu TOYKam
TeHEPUPOBAJIH, UCIIONB3Ysl T€ K€ KIETKH M YCJIOBUS TPAaHCPEKIUH, C KOHLEHTpalMel areHTa
PHKu JIITA B aumamasone 150 ¢M - 3 HM. ECso ompenessuid, HCIONB3Ys MPOTPaMMHOE

obecnieuenne GraphPad Prism (Tabnuua 6).

Tabmuua 6. 3nauenuss ECso (HM), onpeneneHHble in Vifro Al yKa3aHHBIX areHTOB

PHKwu JITTA.

Ne ID pymnekca ECso (HM) Ne ID pymekca ECso (HM)
ADO00575 0,073 ADO00635 0,577
ADO00576 0,038 ADO01070 0,6388
ADO00578 0,112 ADO01072 0,1068
ADO00579 0,083 ADO01073 0,1154
ADO00621 0,100 ADO01074 0,2903
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Ipumep 4. In vitro amanuz esaumocessu medcoy cmpykmypoii u axkmuenocmsio (BCA),
ckoncmpyuposannvix acenmose PHKu JIIIA. Cunresuposanu BCA-nHabops! arearos PHKu JIITA
(364 nocnenoBarenbHOCTel Ha ocHOBaHUU ADO01532 u 351 nmocnenoBaTebHOCT HA OCHOBAHHU
ADO01533) u uccnenoanu B oTHOImeHn! 3 PekTuBHOCTH 1n vitro. B nensx uccienosanus 2756
n. o. nociaenosarenbHocTh kJIHK uenoseueckoro JIITA w3z KIV-3 — KIV-9 (moctym Ne
NM 005577.1) cunre3uposanu u knonuposanu (GeneWiz, South Plainfield, NJ) B kommepuecku
IOCTYIIHYIO IJIa3MHUAY IJIsl CKpUHUHra ¢ npumeHeHueMm penoprepa, psiCHECK?2 (Promega,
Madison, WI), uro mpuBomuno k co3manuio ciutoii MPHK Renilla luciferase/JIITA. s
uccnenosanus d3pdexruBnoctu arenta PHKu JIITA Ha uenoseueckom ¢oune, kinerkun HuH7, nunus
renaToOLEeUIFOJIIPHON KapLUHOMBI Y€JI0BEKA, BHICEBANIN C IUNIOTHOCTBIO ~7500 KJIETOK HA JIYHKY B
96-nynounom ¢opmare. Kaxnmeii u3 arenroB PHKu JIITA xorpaHchuumpoBanu B IBYX
koHneHTpauusax (1 HM u 0,1 ’M nmm 10 HM u 1 1M) ¢ 25 vr nnasmuanoit JIHK JITTA-psiCHECK?2
Ha JqyHKY 1 0,2 Mks nunogexramuHa 2000 Ha nyHKY. ['€HHBIH HOKIAyH OMpEneNsii, U3Mepsist
ypoBan Renilla luciferase, HopmanM30BaHHbIE OTHOCUTEIBHO YPOBHEH KOHCTHTYTHBHO
JKCIIpeccupyeMoil monudepassl CBETISIKOB, Takke npucyTcTByroieii B masmune psiCHECK?2,
UCTIONB3Ysl JIBOMHOW aHajau3 penoprepHoro reHa Jjonudepassr (Promega, Madison, WI)

(Tabnuubt 7A u 7B).

Tabnuua 7A. Pesynbprarsl uccnenosanus s¢dexrusHoct ans arearoB PHKu JITTA in vitro

COTJIACHO ONpPEAEJICHHIO B JBOHHOM aHAJIN3€ PEOPTEPHOro reHa Jorudepassl.

OTtHocuTenbHast OtHocuTENbHAS
- skcmpeccusi Rpor-JITTA - skcmpeccust Ror-JITTA
ID nynnekca ID pnynnekca
1 sM 0,1 aM 1 eM 0,1 tM
SD0001 0,570 0,907 SDO0117 0,946 1,021
SD0002 0,873 1,061 SDO118 0,879 0,977
SD0003 0,955 1,020 SDO0119 0,963 1,016
SD0004 0,845 1,007 SDO0120 0,967 0,948
SD0005 0,603 0,891 SDO0121 0,651 0,897
SD0006 0,551 0,780 SDO0122 1,085 1,111
SD0007 0,510 0,797 SD0123 1,153 1,052
SD0008 0,544 0,892 SDO0124 0,955 0,936
SD0009 0,564 0,878 SDO0125 0,928 0,928
SD0010 0,542 1,051 SDO0126 1,033 0,933
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SDO0011 0,513 0,873 SD0127 0,637 0,717
SD0012 0,533 0,963 SD0128 0,630 0,653
SDO0013 0,541 0,979 SD0129 1,052 1,192
SD0014 0,551 0,987 SDO0130 1,025 1,107
SD0015 0,488 0,951 SDO0131 1,280 1,059
SD0016 0,588 0,868 SDO0132 1,094 1,024
SD0017 1,023 1,005 SDO0133 1,113 1,031
SD0018 0,866 0,965 SD0134 0,928 0,991
SD0019 0,792 1,005 SDO0135 0,804 1,023
SD0020 0,633 0,860 SDO0136 1,028 1,104
SD0021 0,572 0,797 SDO0137 0,902 1,149
SD0022 0,610 0,874 SDO0138 0,942 1,015
SD0023 0,550 0,836 SD0139 0,984 1,068
SD0024 0,597 0,859 SD0140 0,953 1,091
SD0025 0,587 0,899 SD0141 0,925 1,022
SD0026 0,570 0,898 SD0142 0,906 0,994
SD0027 0,580 0,825 SD0143 0,898 0,990
SD0028 0,612 0,885 SDO0144 0,858 0,972
SD0029 0,528 0,866 SDO0145 0,917 0,947
SD0030 0,657 0,825 SDO0146 0,850 0,906
SD0031 0,560 0,914 SD0147 0,933 0,995
SD0032 0,664 0,976 SD0148 0,856 0,994
SD0033 0,787 1,035 SD0149 0,882 0,985
SD0034 0,739 1,002 SDO0150 0,810 1,002
SD0035 0,658 0,949 SDO151 0,813 0,909
SD0036 0,554 0,896 SDO0152 0,963 1,031
SD0037 0,557 0,873 SDO0153 1,058 0,936
SD0038 0,528 0,854 SDO0154 0,968 0,944
SD0039 0,511 0,847 SDO155 0,969 0,940
SD0040 0,554 0,976 SDO0156 0,933 0,807
SD0041 0,559 0,823 SDO0157 0,906 0,913
SD0042 0,496 0,825 SD0158 0,926 0,964
SD0043 0,563 0,851 SDO0159 0,805 0,850
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SD0044 0,476 0,861 SD0160 0,895 0,965
SD0045 0,542 0,841 SDO161 0,865 1,006
SD0046 0,651 0,980 SD0162 0,935 1,029
SD0047 0,967 0,995 SDO0163 0,928 0,985
SD0048 0,694 0,936 SD0164 0,920 0,957
SD0049 0,960 0,946 SDO0165 1,039 1,110
SD0050 0,692 0,971 SD0166 1,061 1,023
SD0051 0,611 0,905 SD0167 1,020 0,982
SD0052 0,657 0,849 SD0168 1,053 0,989
SDO0053 0,642 0,848 SD0169 1,002 1,018
SD0054 0,598 0,852 SD0170 1,078 0,982
SD0055 0,494 0,828 SD0171 0,838 0,923
SD0056 0,524 0,885 SD0172 1,025 0,934
SD0057 0,582 0,816 SD0173 0,864 0,963
SD0058 0,597 0,866 SD0174 1,020 1,043
SD0059 0,560 0,905 SDO0175 1,128 1,046
SD0060 0,594 0,849 SDO0176 1,009 1,110
SD0061 0,571 1,058 SDO0177 0,735 0,975
SD0062 0,871 1,157 SDO0178 0,824 1,074
SD0063 0,969 1,138 SD0179 0,690 0,895
SD0064 0,555 1,019 SDO0180 0,572 0,914
SD0065 0,671 0,953 SDO0181 0,904 1,028
SD0066 0,561 0,951 SD0182 1,176 1,093
SD0067 0,612 0,904 SDO0183 1,247 1,090
SD0068 0,573 0,938 SD0184 1,097 0,974
SD0069 0,574 0,975 SDO0185 1,045 0,985
SD0070 0,606 1,030 SD0186 0,940 0,943
SD0071 0,494 0,959 SD0187 0,883 0,994
SD0072 0,557 0,892 SD0188 H/ H/
SDO0073 0,593 0,984 SD0189 0,872 0,977
SD0074 0,544 0,894 SD0190 0,861 1,166
SDO075 0,552 0,937 SDO0191 0,779 1,044
SD0076 0,513 1,058 SD0192 0,796 1,116
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SD0077 0,930 1,071 SDO0193 0,975 1,112
SDO0078 0,984 1,006 SD019%4 0,876 1,058
SD0079 0,853 1,031 SDO0195 0,747 0,970
SD0080 0,577 0,942 SD0196 0,787 1,086
SD0081 0,595 1,044 SD0197 1,276 1,127
SD0082 0,652 0,962 SD0198 1,144 1,140
SDO0083 0,583 0,928 SD0199 1,136 1,101
SD0084 0,540 1,049 SD0200 0,814 0,911
SD0085 0,523 0,961 SD0201 0,733 0,915
SD0086 0,536 0,956 SD0202 0,576 0,933
SD0087 0,586 0,987 SD0203 0,593 0,824
SD0088 0,563 0,892 SD0204 0,882 1,038
SD0089 0,555 0,947 SD0205 0,681 1,012
SD0090 0,599 0,928 SD0206 0,600 0,927
SD0091 0,665 0,854 SD0207 0,738 0,974
SD0092 1,002 0,917 SD0208 0,638 0,883
SD0093 1,047 0,880 SD0209 0,641 0,878
SD0094 0,867 0,911 SD0210 0,544 0,886
SD0095 0,919 0,868 SDO0211 0,702 0,920
SD0096 0,666 0,887 SD0212 0,704 0,854
SD0097 0,673 0,737 SD0213 0,655 0,887
SD0098 0,567 0,809 SD0214 0,629 0,860
SD0099 0,604 0,909 SDO0215 0,598 0,850
SD0100 0,557 0,880 SDO0216 0,611 0,782
SDO0101 0,545 0,806 SD0217 0,710 0,806
SD0102 0,728 0,900 SDO0218 0,738 0,758
SD0103 0,719 0,928 SD0219 0,664 0,809
SD0104 0,766 0,955 SD0220 1,133 0,891
SDO105 0,965 0,927 SD0221 0,940 0,914
SD0106 1,161 1,006 SD0222 0,853 0,882
SD0107 1,048 0,966 SD0223 0,691 0,889
SDO0108 1,066 0,985 SD0224 0,997 1,033
SD0109 1,111 0,917 SD0225 0,954 0,998
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SDO110 1,152 0,954 SD0226 1,202 0,997
SDO111 1,045 0,944 SD0227 0,948 1,017
SDO112 1,089 1,019 SD0228 0,786 0,947
SDO113 0,949 0,935 SD0229 0,620 0,830
SDO114 0,875 1,033 SD0230 0,840 0,972
SDO115 1,022 1,077 SD0231 0,904 0,890
SDO116 0,947 1,028

Tabnuua 7B. PesynbraTel nccnenosanus s¢dexruBHoctu 151 arenros PHKu JITIA in vifro

COTJIACHO OTIPEAEIICHHIO B IBOITHOM aHAJIN3€ PENOPTEPHOrO IeHa JIFOLH(epassl.

OTtHocurenb OTtHocurenp
Ne Has Ne Hast

ID nynnekca  skcmpeccus ID nynnekca  sxcmpeccus

Rigon-JITTA Ron-JITTA
10 eM 1 ’M 10 ’M 1 ’M
SD0232 0,659 0,699 SD0474 0,621 0,598
SD0233 0,942 1,252 SD0475 0,564 0,472
SD0234 0,967 1,358 SD0476 0,769 0,631
SD0235 0,910 0,890 SD0477 0,734 0,613
SD0236 0,742 0,822 SD0478 0,460 0,411
SD0237 0,758 0,831 SD0479 0,713 0,802
SD0238 0,700 0,737 SD0480 0,883 0,892
SD0239 0,645 0,765 SD0481 0,926 0,899
SD0240 0,701 0,773 SD0482 1,180 0,937
SD0241 0,770 0,821 SD0483 0,805 0,986
SD0242 0,626 0,719 SD0484 0,920 1,104
SD0243 0,759 0,848 SD0485 0,510 0,524
SD0244 0,798 0,953 SD0486 0,626 0,598
SD0245 0,764 0,821 SD0487 0,628 0,640
SD0246 0,812 0,690 SD0488 0,597 0,637
SD0247 0,786 0,844 SD0489 0,482 0,486
SD0248 1,011 1,167 SD0490 0,685 0,664
SD0249 1,118 1,189 SD0491 0,650 0,662
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SD0250 1,021 1,239 SD0492 0,454 0,490
SD0251 1,041 1,151 SD0493 1,006 1,040
SD0252 1,070 1,124 SD049%4 0,933 1,024
SD0253 1,044 1,131 SD0495 0,927 1,016
SD0254 0,861 0,948 SD0496 0,921 1,004
SD0255 0,751 0,829 SD0497 0,690 0,846
SD0256 0,931 1,037 SD0498 0,970 0,913
SD0257 1,024 1,037 SD0499 0,448 0,399
SD0258 0,935 1,030 SD0500 0,014 0,485
SD0259 1,089 1,081 SDO0501 0,609 0,521
SD0260 0,955 1,008 SD0502 0,626 0,526
SD0261 0,923 0,980 SD0503 0,493 0,410
SD0262 0,908 1,107 SD0504 0,727 0,551
SD0263 1,060 1,449 SD0505 0,688 0,541
SD0264 1,041 1,419 SD0506 0,319 0,338
SD0265 1,065 1,373 SDO0507 0,927 0,897
SD0266 0,950 1,376 SDO0508 0,929 0,972
SD0267 0,963 1,214 SD0509 0,853 0,925
SD0268 1,023 1,299 SDO0510 0,755 0,935
SD0269 0,908 1,066 SDOS11 0,480 0,559
SD0270 0,963 1,081 SDO0512 0,834 0,854
SD0271 1,088 1,189 SDO0513 0,440 0,323
SD0272 0,966 1,135 SDO0514 0,415 0,414
SD0273 0,953 1,192 SDOS15 0,442 0,343
SD0274 1,049 1,217 SDO516 0,422 0,341
SD0275 1,006 1,206 SDO0517 0,346 0,320
SD0276 0,969 1,064 SDO518 0,488 0,420
SD0277 0,686 0,796 SDO0519 0,435 0,390
SD0278 0,985 1,305 SD0520 0,819 0,737
SD0279 0,985 1,301 SD0521 1,058 0,903
SD0280 0,978 1,237 SD0522 1,088 0,933
SD0281 1,038 1,230 SD0523 1,075 0,948
SD0282 0,933 1,191 SD0524 1,067 0,900
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SD0283 0,930 1,152 SDO0525 0,917 0,858
SD0284 0,907 1,117 SD0526 1,126 1,055
SD0285 0,625 0,870 SDO0527 0,832 0,776
SD0286 0,984 1,056 SD0528 0,980 0,886
SD0287 0,906 0,965 SD0529 1,059 0,821
SD0288 1,052 1,123 SDO0530 0,934 0,844
SD0289 0,997 1,215 SDO0531 0,832 0,883
SD0290 0,892 1,197 SD0532 0,936 0,368
SD0291 0,907 1,065 SDO0533 0,900 0,946
SD0292 0,689 0,862 SD0534 1,012 0,984
SD0293 0,955 1,190 SDO0535 1,041 1,095
SD0294 1,095 1,157 SD0536 1,113 1,097
SD0295 0,851 1,004 SD0537 1,125 0,957
SD0296 1,018 1,106 SD0538 1,059 1,162
SD0297 0,737 0,760 SD0539 0,901 0,963
SD0298 0,790 0,828 SD0540 0,900 0,924
SD0299 0,721 0,713 SDO0541 1,033 0,911
SD0300 0,796 0,869 SD0542 0,958 0,906
SD0301 0,781 0,841 SD0543 0,870 0,816
SD0302 0,621 0,720 SDO0544 1,100 0,853
SD0303 0,684 0,852 SDO0545 0,881 0,794
SD0304 0,774 0,842 SDO0546 0,897 0,813
SD0305 0,778 0,799 SD0547 1,005 0,785
SD0306 0,718 0,793 SD0548 0,972 0,866
SD0307 0,982 0,883 SD0549 1,019 1,121
SD0308 1,297 1,193 SDO0550 0,986 1,015
SD0309 1,123 1,208 SDO0551 0,966 1,033
SDO0310 0,961 1,073 SDO0552 0,893 1,028
SDO0311 1,168 1,019 SDO0553 0,976 0,998
SD0312 0,923 0,824 SDO0554 0,938 0,935
SDO0313 0,883 0,871 SDO0555 0,886 0,875
SDO0314 0,670 0,650 SDO0556 1,181 1,142
SD0315 0,988 0,958 SDO0557 1,016 0,999
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SDO0316 0,908 0,880 SDO0558 1,026 0,968
SDO0317 0,754 0,850 SDO0559 0,928 0,844
SD0318 0,963 0,944 SD0560 0,990 0,805
SDO0319 0,945 0,862 SDO0561 0,836 0,791
SD0320 0,961 0,875 SD0562 1,021 0,772
SD0321 0,841 0,797 SD0563 0,886 0,946
SD0322 0,546 0,521 SD0564 1,194 1,254
SD0323 0,581 0,895 SDO0565 1,010 1,033
SD0324 0,692 0,900 SD0566 1,110 0,993
SD0325 0,506 0,796 SD0567 0,995 0,895
SD0326 0,634 0,709 SD0568 0,964 0,901
SD0327 0,522 0,592 SD0569 0,853 0,876
SD0328 0,602 0,632 SD0570 0,832 0,860
SD0329 0,504 0,615 SD0571 1,036 0,959
SD0330 0,445 0,601 SD0572 1,013 0,902
SD0331 0,457 0,579 SDO0573 0,948 0,793
SD0332 0,500 0,601 SDO0574 0,868 0,812
SD0333 0,447 0,618 SDO0575 0,946 0,712
SD0334 0,490 0,528 SD0576 0,922 0,774
SD0335 0,421 0,555 SDO0577 0,824 0,800
SD0336 0,488 0,533 SDO0578 0,997 0,950
SD0337 1,714 0,978 SDO0579 1,048 1,143
SD0338 1,262 1,350 SD0580 1,071 0,935
SD0339 1,259 1,357 SDO0581 0,987 0,869
SD0340 0,996 1,277 SDO0582 0,946 0,816
SD0341 1,190 1,183 SDO0583 0,932 0,789
SD0342 0,818 0,923 SD0584 1,062 0,866
SD0343 0,803 0,855 SDO0585 1,155 0,891
SD0344 0,708 0,883 SDO0586 0,960 0,819
SD0345 1,132 0,901 SDO0587 0,934 0,832
SD0346 0,847 0,890 SD0588 1,033 0,781
SD0347 0,659 0,780 SD0589 0,972 0,798
SD0348 0,730 0,945 SD0590 0,925 0,704
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SD0349 0,825 0,886 SDO0591 1,061 0,915
SD0350 0,826 0,897 SD0592 1,129 0,996
SD0351 0,730 0,842 SD0593 0,856 0,895
SD0352 0,297 0,276 SD05%4 0,840 0,956
SD0353 0,773 0,746 SDO0595 0,882 0,857
SD0354 0,663 0,722 SDO0596 0,856 0,896
SD0355 0,620 0,626 SD0597 0,869 0,697
SD0356 0,546 0,599 SD0598 0,878 0,700
SD0357 0,298 0,411 SD0599 0,808 0,857
SD0358 0,313 0,318 SD0600 0,856 0,823
SD0359 0,273 0,282 SD0601 0,742 0,713
SD0360 0,256 0,257 SD0602 0,740 0,846
SD0361 0,269 0,276 SD0603 0,808 0,816
SD0362 0,270 0,276 SD0604 0,561 0,527
SD0363 0,350 0,272 SD0605 0,711 0,880
SD0364 0,227 0,243 SD0606 0,852 0,922
SD0365 0,228 0,233 SD0607 0,695 0,887
SD0366 0,264 0,241 SD0608 0,635 0,917
SD0367 0,262 0,252 SD0609 0,655 0,874
SD0368 0,571 0,597 SD0610 0,596 0,765
SD0369 0,539 0,531 SDO0611 0,482 0,508
SD0370 0,521 0,545 SD0612 0,629 0,578
SD0371 0,302 0,319 SD0613 0,616 0,503
SD0372 0,353 0,335 SD0614 0,716 0,682
SD0373 0,279 0,255 SDO0615 0,570 0,491
SDO0374 0,266 0,194 SDO0616 0,671 0,668
SDO0375 0,246 0,238 SD0617 0,713 0,721
SD0376 0,258 0,238 SD0618 0,819 0,862
SDO0377 0,246 0,226 SD0619 0,925 0,968
SD0378 0,237 0,226 SD0620 0,859 0,978
SDO0379 0,262 0,226 SD0621 0,923 1,075
SD0380 0,247 0,240 SD0622 0,900 0,988
SD0381 0,639 0,657 SD0623 0,908 0,969
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SD0382 0,267 0,517 SD0624 0,775 0,889
SD0383 0,473 0,547 SD0625 0,827 0,850
SD0384 0,456 0,563 SD0626 0,832 0,796
SD0385 0,264 0,393 SD0627 0,916 0,796
SD0386 0,329 0,325 SD0628 0,863 0,898
SDO0387 0,186 0,231 SD0629 0,915 0,869
SD0388 0,217 0,248 SD0630 0,893 0,856
SD0389 0,230 0,275 SD0631 0,940 0,848
SD0390 0,210 0,270 SD0632 0,878 0,911
SD0391 0,247 0,224 SD0633 0,934 1,074
SD0392 0,257 0,236 SD0634 0,915 1,019
SD0393 0,252 0,253 SD0635 0,911 0,912
SD0394 0,267 0,251 SD0636 0,852 0,911
SD0395 0,594 0,675 SD0637 0,997 0,965
SD0396 0,511 0,678 SD0638 0,983 0,935
SD0397 0,457 0,618 SD0639 0,806 0,823
SD0398 0,516 0,601 SD0640 0,838 0,846
SD0399 0,261 0,389 SD0641 0,906 0,861
SD0400 0,327 0,300 SD0642 0,740 0,836
SD0401 0,230 0,250 SD0643 0,739 0,725
SD0402 0,231 0,260 SD0644 0,780 0,762
SD0403 0,237 0,221 SD0645 0,739 0,819
SD0404 0,258 0,243 SD0646 0,734 0,798
SD0405 0,253 0,246 SD0647 0,789 0,913
SD0406 0,228 0,230 SD0648 0,707 0,946
SD0407 0,228 0,215 SD0649 0,943 1,077
SD0408 0,247 0,255 SD0650 0,729 0,872
SD0409 0,565 0,667 SD0651 0,666 0,879
SD0410 0,796 0,863 SD0652 0,704 0,882
SD0411 0,633 0,646 SD0653 0,661 0,726
SD0412 0,613 0,699 SD0654 0,751 0,881
SD0413 0,294 0,439 SD0655 0,727 0,822
SD0414 0,416 0,310 SD0656 0,746 0,839
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SD0415 0,275 0,238 SD0657 0,849 0,842
SD0416 0,241 0,290 SD0658 0,835 0,796
SD0417 0,257 0,284 SD0659 0,972 0,830
SD0418 0,267 0,306 SD0660 0,772 0,672
SD0419 0,249 0,229 SD0661 0,883 0,918
SD0420 0,243 0,240 SD0662 0,934 0,952
SD0421 0,250 0,241 SD0663 0,974 0,891
SD0422 0,230 0,237 SD0664 0,939 0,936
SD0423 0,555 0,684 SD0665 1,116 0,919
SD0424 0,014 0,682 SD0666 0,924 0,954
SD0425 0,592 0,733 SD0667 0,780 0,744
SD0426 0,604 0,699 SD0668 0,795 0,726
SD0427 0,281 0,449 SD0669 0,819 0,754
SD0428 0,301 0,330 SD0670 0,856 0,830
SD0429 0,230 0,261 SD0671 0,844 0,758
SD0430 0,241 0,273 SD0672 0,978 0,952
SD0431 0,232 0,255 SD0673 0,860 0,845
SD0432 0,247 0,288 SD0674 0,526 0,566
SD0433 0,238 0,280 SDO0675 0,661 0,961
SD0434 0,224 0,293 SD0676 0,690 0,916
SD0435 0,249 0,240 SD0677 0,672 0,939
SD0436 0,428 0,445 SD0678 0,821 0,973
SD0437 0,542 0,829 SD0679 0,943 0,952
SD0438 1,106 1,048 SD0680 1,018 0,991
SD0439 0,930 1,096 SD0681 0,561 0,580
SD0440 1,033 1,023 SD0682 0,777 0,688
SD0441 0,630 0,657 SD0683 0,654 0,639
SD0442 0,912 0,913 SD0684 0,691 0,622
SD0443 0,392 0,375 SD0685 0,518 0,555
SD0444 0,552 0,441 SD0686 0,661 0,738
SD0445 0,561 0,514 SD0687 0,722 0,644
SD0446 0,550 0,442 SD0688 0,416 0,385
SD0447 0,415 0,362 SD0689 0,571 0,870
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SD0448 0,566 0,503 SD0690 0,697 0,946
SD0449 0,579 0,475 SD0691 0,616 0,840
SD0450 0,463 0,424 SD0692 0,644 0,850
SD0451 0,925 0,929 SD0693 0,781 0,733
SD0452 0,963 0,939 SD0694 1,022 0,902
SD0453 0,967 0,952 SD0695 0,458 0,448
SD0454 0,948 0,883 SD0696 0,500 0,455
SD0455 0,746 0,645 SD0697 0,454 0,444
SD0456 0,840 0,860 SD0698 0,497 0,467
SD0457 0,473 0,402 SD0699 0,369 0,416
SD0458 0,555 0,514 SD0700 0,622 0,552
SD0459 0,566 0,472 SD0701 0,542 0,528
SD0460 0,609 0,478 SD0702 0,301 0,423
SD0461 0,408 0,355 SD0703 0,376 0,367
SD0462 0,630 0,532 SD0704 0,373 0,334
SD0463 0,631 0,497 SD0705 0,315 0,347
SD0464 0,549 0,510 SD0706 0,339 0,351
SD0465 0,966 0,809 SD0707 0,245 0,263
SD0466 0,910 0,841 SD0708 0,572 0,703
SD0467 0,904 0,878 SD0709 0,313 0,484
SD0468 0,999 1,009 SD0710 0,297 0,431
SD0469 0,734 0,760 SD0711 0,284 0,397
SD0470 0,925 0,806 SD0712 0,300 0,471
SD0471 0,559 0,482 SD0713 0,297 0,417
SD0472 0,572 0,543 SD0714 0,300 0,438
SD0473 0,652 0,594 SD0715 0,280 0,430

Ipumep 5. In vivo ananuz s¢pexmusnocmu acenma PHKu y epemenno mpanceennvix u
MPAHCCEHHBIX MbIULET. .

A) Beeoenue u coop obpazyos. Yrobsl ouennts 3pdexrusHocts arentos PHKu JIITA in vivo,
WCIOJIb30BaJd BPEMEHHO TPAaHCTeHHBbIX Mblllel. [1o MeHbieinn mepe 3a 30 nHeill 10 BBEAEHUs
KOHBIOTMpPOBaHHOTO ¢ xosnectepuHoM areHta PHKu JIITA Mblmeli AMKOro Tua WHbELUPOBAIU
MyTeM THAPOAMHAMUYECKON MHBEKLMH B XBOCTOBYIO BEHY IJIa3MUIOM, conepkaieil reH SEAP

MOJT YIIPaBJICHUEM MPOMOTOPa MBIITUHOTO ajnbbymuHa. LleneBbie mocnenosarenbHoCTH reHa L.PA
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kioHupoBau B 3' HTO mmasmumbl. Otux wmbimedt HazBaiu Meimamu SEAP-LPA HTV.
KonsroruposanHsie ¢ xonectepunom arenTel PHKu JITTA BBOgMIM MBIIIaM, UCIIONbB3Ys OJUMED
mis nocrapku MIIL, wa 1 cyrku (WO 2012/083185, BKJFOYEHHAass B JAHHBIA JTOKYMEHT
MOCPEACTBOM CCHUIKH; MEJTUTTHH CHHTE3UpOBaIU U Momuduuuposain ¢ nomombso CDM-NAG
1T TOJTydeHust nonmumepa 1t nocrasku MIIIL kak onucano B 3asBke). Kaxknas Mplnb momydana
BHYTpUBeHHYIO (B/B) nabexmmo B xBocToByI0 BeHy 200-250 MK pacTBOpa, COAEPIKAILEro 03y
arenra PHKwu JITTA + monumep st nocrasku MITIT (1:1 mace./macc. arent PHKu: nonumep miist
noctasku MIIIT B OonprinHCcTBE ciiydaeB). B HekoTopeix skcnepumenTax arentsl PHKu JIITA
ObUTH HANPSIMYIO KOHBIOTMPOBAHBI K MOJUMEPY IS 1ocTaBKU. KOHBIOrMPOBaHHBIE C IOJTMMEPOM
arentsl PHKu JITTA ananornyHbeiM 00pa3oM HHBbELMPOBAJIN B XBOCTOBYIO BEHY. Y Ka3aHHBIHN areHT
PHKwu JIITA (Tabnuna 8B) koHbIOrHpoBaiy K noauakpuiatHomy noiaumepy, ARF1164-106A-5,
comepxkaiiemMy 54,4% aMHUHHBIX MOHOMEPOB 3TOKCHAITHIaMHMHOakpuiata (DDAA) u 45,6%
IPONMWIBHBIX MOHOMepOB nponmiakpuiata (MM 41962 r/monb, monumep CUHTE3HPOBANH, KaK
omucaHo B WO 2013/158141) u wmackupoBaimu 3x ACit-NAG, 6x ACit-PEG (monumep
MackupoBanu, kak omucaHo B WO 2012/092373 u PCT/US16/34512). KonTponbHble 00pa3iibl
CBIBOPOTKH (10 oOpaboTku) Opanm y Mblmied mepen uHbekuueil Ha -4 wmm -1 cytku. Ilocne
UHBEKLUN 00pa3lbl ChIBOPOTKH Opanu y wmbimed Ha 4, 8, 15, 22, 29, 36 u 43 cyrku. s

HEKOTOPBIX MbIIIeH 00pa3Lbl COOMpai Ha 3 CYTKHU HIIH 5 CYyTKH BMECTO 4 CyTOK.

B nononnutenbHbix skcnepumentax areHTbl PHKu JIITA ouenuBanu in vivo, HUCHOJB3Ys
BPEMEHHO TPAHCTE€HHBIX MBILIEH, SKCIPECCUPYIOIUX MoHOpa3mMepHbid LPA. Tlo MeHbLiei mepe
3a 30 nHei 1o BBeAeHUS HalleleHHOTo Ha XonecTepuH areHta PHKu JITTA mbieii ¢ ocnabieHHbIM
ummyHHTeToM (Nod.scid) HHbEUpPOBAIN MyTEM TUAPOANHAMHYECKOW MHBEKIIMH B XBOCTOBYIO
BEeHy MHHHKOJbLOM, conepxkamum k/JIHK LPA mon ympaBieHHEM NPOMOTOpPA MBIIIHHOTO
anbOyMuHa. DTHux Mbiei Ha3Bau Meimamu LPA mc HTV. Kak HaueneHHbIe Ha XOJECTEPHH, TaK
u NAG (Takke HazbiBaeMmble GalNAc)-korbroruposannblie arenTsl PHKu JIITA BBOgMIM MBIIIaM
Ha | cytku. B cnydyae nauenennesix Ha xonectepuH areHToB PHKu kakpgas mbiup nosydana
BHyTpUBEHHYIO (B/B) nHbEeKIIIO B XBOCTOBYIO BeHY 200-250 MK pacTBOpa, COAEPIKaIIero 103y
arenta PHKu + momumep nmnst mocrasku MIIIT (1:1 macc./macc. arear PHKu:nonmumep nns
noctasku MIIIT). B cnyuae NAG-korbrorupoBansbix areHToB PHKu JIITA mbimu nomyuanu
nonkoxkHyro (IT/K) mabeknmo B ApsOmyr0 KoKy Mexnay Jsomatkamu 300 MK pactBopa,
conepkamiero no3y arenta PHKu B 3a0ydepennom ¢puspactsope. B ciyyae HekoTOphIX 00pa3nos
areir PHKu JIITA BBommnu ¢ wunu Oe3 mentuma s goctaBku MIIIT. Arentsr PHKw,

JOCTaBJIIEMbIE € TOMOIIBIO renTuaa ans gocrasku MIII, BBonunmm nyrem BHyTpHBeHHOH (B/B)
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UHBEKIIUM B XBOCTOBYHO BeHy 200-250 mxn pactsopa, copepskawmero nosy areHra PHKu +
nonumep aist gocraBku MITIT (1:2 macc./macc. arear PHKu: monumep mist noctasku MIIII B
OonburnHCTBE citydaeB). KoHTponbpHBIE 00pa3ubl CHIBOPOTKH (10 0OpaboTku) Opanu y Mbliei
nepen uHbekuuei Ha -4 nim -1 cytku. Ilocie nabekuny 0OpasLbl CEIBOPOTKH Opajy y MbIIIeH Ha
4,8, 15, 22, 29, 36 u 43 cytku. st HEKOTOPBIX MbIlIei 00pa3ibl coOupaniu Ha 3 CyTKH WK 5

CYTKH BMECTO 4 CYTOK.

B nononanTenpHbx sxcniepumentax areHTsl PHKu JIITA BBOmmmum apo(a) u Lp(a) TpaHcreHHbIM
mbimam (Frazer KA et al 1995, Nature Genetics 9:424-431). Dta MbIb 3KCIpPECCHPYET
yenoBeueckuit apo(a) u3 YAC, conepxxameii nonusiil red LPA (kogupyromuii 0enok apo(a)) ¢
JOMOJNIHUTENBHBIMY  TTOCTeoBaTeNbHOCTAMU 5" u 3. Mpmmeit Lp(a) mnomywanu mytem
ckpemuBanusa apo(a) YAC-comepkamux MbIIed ¢ SKCIPECCHPYIOIINMH YeJIOBeUeCKii apoB-
100 mprmamu (Callow MJ et al 1994, PNAS 91:2130-2134). HaueneHHble Ha XOJIECTEPHUH areHTbI
PHKu u NAG-konbstorupoBansbsle areHTbl PHKu BBOAMIN, Kak onucaHo Bbine. KoHTposbHbBIE
00pasibl ChIBOPOTKH (0 00paboTku) Opanu y mbimied nepen uHbekimed Ha -1 cytku. ITocne

UHBEKLHUN 00pa3Libl CEIBOPOTKHU Opanu y mbliueii Ha 4, 8, 15, 22, 29, 36, 43, 50, 57 u 64 cyTku.

B) Ananus Hoknayna skcripeccuu JITTA. B ciyuae mbimeit SEAP-LPA HTV yposuu 6enka SEAP
B CBIBOPOTKE OTCJICXKHBAJIH, TIPOBOAS aHAJTN3 CHIBOPOTKH OT MbILIeH, ucnoib3yst Phospha-Light™,
AHATUTHYECKYIO CUCTEMY C XeMUJIOMHHECHEHTHbIM pernioprepHbiM reHoM (Life Technologies).
Jns Hopmanuzauuu yposeHb SEAP 11st ka:1oro >KMBOTHOT'O B TAHHBIH MOMEHT BPEMEHH JIEJTHITH
HAa YPOBEHb 3KCIPECCHU Y 3TOTO KHBOTHOTO O 00pabOTKH, YTOOBI OMpPENesIUTh COOTHOLICHHE
9KCIPECCUH, «HOPMAIM30BAHHOE OTHOCHUTENIBHO YPOBHS A0 00paboTkm». 3aTeM ycpemHsin

OKCIIPECCULIO B KOHerTHbeI MOMCHT BPE€MEHU 11O OTACJIbHBIM IPEACTABUTEIIAM B paMKax I'PYIIIIbI.

B cnyuae mbimeit LPA mc HTV wmbliueld 1 TpaHCTEHHBIX MBIIIEH YPOBHU O€JIKa YeIOBEUECKOro
apo(a) B CbIBOPOTKE OTCJIEKUBAJH, TIPOBOJISI aHAIM3 CHIBOPOTKU OT MbImei, ucnojn3yst ELISA
s apo(a) (Abcam). J{nst HopMau3amu ypoBeHb apo(a) At KaKAOTO XKUBOTHOTO B HEKOTOPBIN
MOMEHT BPEMEHH JEIUJI Ha YPOBEHb 3KCIPECCHUU Y 3TOTO *KUBOTHOTO 1O 00paboTKU (B 3TOM
ciydyae Ha 1 CyTKH), 4YTOOBI OINpPENENUTh COOTHOLIEHHWE SKCIPECCHUH, «HOPMATU30BAHHOE
OTHOCHUTENBHO 1 CyTOK». 3aTeM 3KCIPECCHIO B KOHKPETHBbIH MOMEHT BPEMEHH HOpMaIU30Basu
OTHOCHUTEJIbHO KOHTPOJBHOH TPYIIIBL, IOJNy4YaBLIed (QU3pacTBOp, AENs KHOPMAJH30BAHHOE
OTHOCUTENBHO | CyTOK» COOTHOLIEHHME /s OTAENbHOIO JKMBOTHOIO Ha CpelHee

«HOPMAJIM30BAHHOE OTHOCUTEIIbHO 1 CYTOK» COOTHOLICHUE IIO BCEM MbILIaM B KOHTpOJ’IbHOfI
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rpynmrne, nony4asineil puspactsop. B pesynpraTe momydmiin SKCIPeCcCHIo A KaXKI0r0 MOMEHTA

BPEMCHH, HOPMAJIM30BAHHYI0 OTHOCHUTEJIIBHO KOHTpOJ'IbHOﬁ T'pyIIIbL

Yposuu JIII(a) onpenensin Ha Cobas Integra 400 (Roche Diagnostics) B cOOTBETCTBHH C
peKoOMeHauusIMH Npon3BoauTeNs. [ HopManu3aun ypoBeHb apo(a) Tt KasKI0ro JKUBOTHOTO
B HEKOTOPBII MOMEHT BPEMEHHU ACNWIN Ha YPOBEHb 3KCIPECCUU y OTOrO KUBOTHOIO IO
obpaboTku (B 3TOM ciay4ae Ha 1 CyTku), 9TOOBI ONpPENeINTh COOTHOLICHHE SKCIPECCHH,
KHOPMAJIM30BAHHOE OTHOCHUTEJIBHO 1 CYyTOK». 3aTeM SKCIIPECCHIO B KOHKPETHBIN MOMEHT BPEMEHH
HOPMAaJIM30BaJIl OTHOCHUTENIbHO KOHTPOJIbHOW TIpyMNIbl, Mosy4aBineld ¢uspactBop, nens
«HOPMAJIM30BAHHOEC OTHOCHUTCJIBHO 1 CyTOK» COOTHOLICHUE JId OTACIIbHOTO KMBOTHOI'O Ha
CpefHee «HOPMAJIM30BAHHOE OTHOCHTENBHO | CYTOK» COOTHOIIEHHE MO BCEM MbIIIAM B
KOHTPOJIBHOH rpymme, mony4aBiueil ¢uspactBop. B pesynbrare mONydmiIy SKCIPECCHIO IS

KaXXa0ro MOMeEHTa BpEMCHH, HOPpMAJIU30BaHHYIO OTHOCUTEIIbHO KOHTpOJ’[bHOI\/'I I'PyNIIbL

Tabmuna 8A. OtHocutensHble ypoBHH JIITA y wMblmeil mocie BHYTPUBEHHOI'O BBEACHUS

KOHBIOTMPOBaHHBIX ¢ XonectepuHoM areHToB PHKu JIITA + nonumep ansa nocrtasku MIIIL

ID Arent PHKu MITIT OtHOCHUTENbHBIH
AyIIeKca JITTA (mr/kr) (mr/kr) yposens JIITA
ADO1184 2 2 0,20
ADO1187 2 2 0,18
ADO1190 2 2 0,17
ADO01193 2 2 0,22
ADO01196 2 2 0,02
ADO1197 2 2 0,065
ADO01198 2 2 0,051
ADO01199 2 2 0,070
ADO01200 2 2 0,094
ADO01201 2 2 0,029
ADO01202 8 8 0,14
ADO01205 2 2 0,21
ADO01206 2 2 0,37
ADO01207 2 2 0,19
ADO01208 2 2 0,35
ADO01209 2 2 0,16
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ADO1210 2 2 0,18
ADO1211 2 2 0,38
ADO1212 2 2 0,26
ADO1213 2 2 0,30
ADO02662 2 2 0,0010
ADO02663 2 2 0,010
ADO02664 2 2 0,0010

Tabnuua 8B. OtHocurensuble ypoBHU JIIIA y MbliIei mocie BHyTPUBEHHOT'O BBEICHUS

KOHBIOTMPOBAHHBIX C ONMMepOoM A goctaBku areHToB PHKu JITTA.

ID Arent PHKu OTHOCUTENBHBIN
AyIuieKca JITTA (mr/kr) yposens JIITA
ADO01462 0,5 0,38
ADO01463 0,5 0,41
ADO01466 0,5 0,33
ADO01467 0,5 0,46

Tabmuna 8C. OtHocurenbHble ypoBHH JITTA y Mbimeii mocse moakoskHoro BeeaeHuss NAG-

KOHbIOTHpoBaHHbIX areHToB PHKu JITTA.

OrtHOCUTENBbHBI OTHOCUTEBHBI
ID Arent PHKu . ID Arentr PHKu .
nyriekca  JITA (mr/kr) " YPOREHE nymiekca  JIITA (mr/kr) " YPOBEHE
JIITA JIITA
ADO01529 10 0,068 ADO02920 10 0,050
ADO01530 10 0,43 ADO02921 10 0,040
ADO1531 10 0,62 ADO02922 10 0,080
ADO01532 10 0,18 ADO02923 10 0,040
ADO01533 10 0,30 ADO02924 10 0,050
ADO01534 10 0,44 ADO02925 10 0,030
ADO1765 10 0,14 ADO02926 10 0,17
ADO01766 10 0,52 ADO02927 10 0,31
ADO01767 10 0,51 ADO02928 10 0,081
ADO01768 10 0,15 ADO02929 10 0,065
ADO01769 10 0,56 ADO02930 10 0,15
ADO01770 10 0,29 ADO02931 10 0,13
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ADO01772 10 0,25 ADO02932 10 0,11
ADO1773 10 0,28 ADO03049 3 0,20
ADO1774 10 0,24 ADO03050 3 0,087
ADO01780 10 0,34 ADO03051 3 0,070
ADO01804 10 0,68 ADO03052 3 0,080
ADO01976 10 0,27 ADO03053 3 0,23
ADO01977 10 0,27 ADO03054 3 0,050
ADO01978 10 0,53 ADO03058 3 0,27
ADO01979 10 0,044 ADO03059 3 0,22
ADO01980 10 0,087 ADO03060 3 0,31
ADO01981 10 0,074 ADO03061 3 0,16
ADO01982 10 0,066 ADO03062 3 0,20
ADO01983 10 0,078 ADO03063 3 0,13
ADO01984 10 0,036 ADO03064 3 0,21
ADO01985 10 0,0070 ADO03065 3 0,085
ADO01986 10 0,019 ADO03066 3 0,10
ADO01987 10 0,019 ADO03067 3 0,094
ADO01988 10 0,042 ADO03068 3 0,17
ADO01989 10 0,053 ADO03069 3 0,077
ADO01990 10 0,017 ADO03070 3 0,36
ADO02001 10 0,021 ADO03071 3 0,043
ADO02003 10 0,050 ADO03072 3 0,031
ADO02004 10 0,050 ADO03073 3 0,019
ADO02005 10 0,040 ADO03074 3 0,016
ADO02006 10 0,11 ADO03075 3 0,062
ADO02007 10 0,21 ADO03114 1 0,33
ADO02008 10 0,080 ADO3115 1 0,30
ADO02009 10 0,090 ADO3116 1 0,21
ADO02010 10 0,16 ADO03117 1 0,14
ADO02011 10 0,070 ADO3118 1 0,30
ADO02435 10 0,038 ADO3119 1 0,10
ADO02436 10 0,027 ADO03120 1 0,080
ADO02437 10 0,052 ADO03121 1 0,14
ADO02438 10 0,063 ADO03122 1 0,14
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ADO02439 10 0,073 ADO03123 1 0,34
ADO02440 10 0,13 ADO03156 1 0,084
ADO02545 10 0,079 ADO03157 1 0,016
ADO02546 10 0,045 ADO3158 1 0,037
ADO02547 10 0,055 ADO03159 1 0,63
ADO02548 10 0,13 ADO03272 1 0,13
ADO02549 10 0,071 ADO03273 1 0,20
ADO02550 10 0,039 ADO03274 1 0,21
ADO02551 10 0,057 ADO03275 1 0,15
ADO02552 10 0,033 ADO03276 1 0,11
ADO02553 10 0,14 ADO03277 1 0,13
ADO02554 10 0,14 ADO03278 1 0,13
ADO02555 10 0,18 ADO03279 1 0,21
ADO02556 10 0,10 ADO03341 1 0,13
ADO02557 10 0,10 ADO03421 1 0,29
ADO02558 10 0,071 ADO03430 1 0,12
ADO02559 10 0,039 ADO03432 1 0,16
ADO02560 10 0,058 ADO03434 1 0,11
ADO02561 10 0,12 ADO03436 1 0,21
ADO02609 3 0,59 ADO03438 1 0,25
ADO02610 3 0,36 ADO03440 1 0,21
ADO02611 3 0,35 ADO03460 1 0,090
ADO02612 3 0,37 ADO03462 1 0,40
ADO02613 3 0,24 ADO03495 1 0,28
ADO02614 3 0,24 ADO03536 1 0,14
ADO02615 3 0,14 ADO03538 0,5 0,26
ADO02616 3 0,25 ADO03539 0,5 0,21
ADO02617 3 0,090 ADO03540 1 0,15
ADO02618 3 0,11 ADO03541 0,5 0,10
ADO02619 3 0,020 ADO03542 1 0,94
ADO02620 3 0,11 ADO03547 1 0,19
ADO02682 10 0,11 ADO03548 1 0,73
ADO02683 10 0,14 ADO03549 1 0,29
ADO02684 10 0,79 ADO03573 1 0,15
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ADO02685 10 0,78 ADO03574 1 0,15
ADO02686 10 0,19 ADO03575 1 0,13
ADO02687 10 0,27 ADO03576 1 0,18
ADO02696 3 0,050 ADO03577 0,5 0,18
ADO02710 3 0,040 ADO03578 0,5 0,38
ADO02711 3 0,040 ADO03579 0,5 0,53
ADO02712 3 0,49 ADO03603 1 0,083
ADO02713 3 0,040 ADO03604 1 0,091
ADO02714 3 0,040 ADO03605 1 0,19
ADO02715 3 0,070 ADO03608 1 0,18
ADO02716 3 0,080 ADO03609 1 0,16
ADO02717 3 0,12 ADO03610 1 0,23
ADO02745 3 0,25 ADO03611 1 0,40
ADO02746 3 0,22 ADO03612 1 0,21
ADO02747 3 0,081 ADO03629 1 0,11
ADO02748 3 0,17 ADO03668 1 0,070
ADO02749 3 0,17 ADO03705 0,5 0,11
ADO02750 3 0,066 ADO03707 0,5 0,11
ADO02751 3 0,070 ADO03720 0,5 0,14
ADO02752 3 0,044 ADO03721 0,5 0,094
ADO02753 3 0,071 ADO03722 0,5 0,19
ADO02819 1 0,022 ADO03723 0,5 0,10
ADO02820 1 0,042 ADO03765 1 0,080
ADO02821 1 0,038 ADO03771 1 0,10
ADO02825 3 0,050 ADO03801 1 0,15
ADO02826 3 0,050 ADO03802 1 0,18
ADO02827 3 0,050 ADO03844 1 0,17
ADO02828 3 0,050 ADO03845 1 0,25
ADO02829 3 0,040 ADO03848 1 0,10
ADO02830 3 0,040 ADO03850 1 0,052
ADO02831 3 0,030 ADO03851 1 0,076
ADO02832 3 0,030 ADO03852 1 0,13
ADO02841 3 0,061 ADO03853 1 0,081
ADO02842 3 0,16 ADO03854 1 0,21
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AD02843 3 0,10 ADO03856 1 0,32
AD02844 3 0,11 ADO03859 1 0,15
AD02845 3 0,22 ADO03862 1 0,12
AD02846 3 0,16 ADO03863 1 0,12
AD02847 3 0,066 ADO03921 1 0,17
AD02848 3 0,055 AD03922 1 0,057
AD02849 3 0,083 AD03923 1 0,066
AD02850 3 0,042 AD03924 1 0,14
ADO02851 3 0,063 ADO03931 1 0,34
AD02852 3 0,11 AD03932 1 0,15
AD02907 10 0,10 ADO03933 1 0,34
AD02908 10 0,11 ADO03424 1 0,15
AD02909 10 0,049 ADO03425 1 0,21
AD02910 10 0,23 ADO03426 1 0,21
AD02911 10 0,20 ADO03427 1 0,19
AD02912 10 0,10 ADO03428 1 0,18
AD02913 10 0,070 ADO03760 0,5 0,21
AD02914 10 0,050 ADO03762 0,5 0,17
AD02915 10 0,10 ADO03763 0,5 0,21
AD02916 10 0,090 ADO03764 0,5 0,28
AD02917 10 0,060 ADO03766 0,5 0,065
AD02918 10 0,020 ADO03847 1 0,15
AD02919 10 0,030 ADO04110 1 0,070

Ipumep 6. In vivo ckpunune acenmos PHKu JIIIA u epemennasn ounamurxa noxoayna SEAP.
Konsroruposannsie ¢ xonecrepuHoM areHTel PHKu JIITA BBOIMIM BPEMEHHO TPaHCTE€HHBIM
MBbIIIAM, KaK OMucaHo Bbilne. Kaskaas MbIb mosydajia oqHy BHyTpuBeHHYIO (B/B) nosy 8 mr/kr
arenta PHKwu JITTA ¢ 8 mr/kr nonmumepa muist nocrasku MIIIT. Yposuu Genka SEAP B cbiBOpoTKe
oTCheXuBalu 10 36 CyTOK. YPOBHM HOKJAayHa U NPOAOJDKUTENBHOCTb OTBETAa MPUBEIEHBI B
Tabnuue 9. CHIKeHHEe CBIBOPOTOYHOTO ypoBHs Oenka SEAP Gonee uem na 85% nonyyanu nmocne
BBeZIeHUs] Bcex uccienoBaHHblx areHToB PHKwu JIITA; mpu 3TOM fABa HMCCIENOBaHHBIX areHTa
PHKu JITA npomemoHcTpupoBain HOKHayH Oonee 99,4%. ADO1196 u ADO1199

IIPOAEMOHCTPUPOBAIU >95% HOKayHa Ha 36 CYTKU.
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Ipumep 7. In vivo ckpunune acenmos PHKu JIIIA u epemennan ounamuxa noxoayna LPA npu
oonee nuskux oozax acenmos PHKu JII1A. KonprorupoBannele ¢ xonecrepuHoM areHTel PHKu
JIITA BBOAMJIM BPEMEHHO TPAHCT'€HHBIM MbIIIAM, KaK ONMUCAHO BbIme. Kaknas MbIb moiydana
onny BHyTpuBeHHYIO (B/B) no3y 2 mr/kr areara PHKu JITTA ¢ 2 mr/kr nonuMepa AJist JOCTaBKU

MIIIL. Yposuu 6enka SEAP B ceiBOpoTKe oTcnexuBanu A0 43 cytok (Tabmmma 10).

IIpumep 8. In vivo uccrneooeanue acenmose PHKu JIIIA na apo(a)-mpanceennvix (1g) moruax.
ADO1196 BBOAMIN MbIlIaM, Kak ONMUCaHO Bbiie. Kaxcaas Mpllib MOJydaina OAHY BHYTPUBEHHYIO
(B/B) no3y 2 mr/kr areata PHKu JITTA ¢ 2 mr/kr nonumepa uist nocrasku MIIIT unu ¢puspactsop.
YpoBHHu denoBeueckoro apo(a) (apo(a)) B CeiBOpoTKe orciexuBanu 10 64 cyrok (Tabmuma 11).
Ha 15 cytku xuBOTHBIE B rpyrre, oOpabotaHHOl (puspacTBopoM, nonayudaiu ogHy B/B nosy 2
mr/kr koHTpodbHoro arenra PHKwu, mpinuunoro ¢akropa VII (F7), ¢ 2 mr/kr momumepa ajst
noctaBku MIIIT. Ha 22 cyTku y Bcex >KMBOTHbIX u3Mmepsuin ypoBHu F7. Habmomanu HOknayH
aktuBHocTH F7 Ha 99% wuepe3 7 CyTOK IOC€ MO3UPOBAHUS C OTCYTCTBHEM JEHCTBHA Ha
CBIBOPOTOYHBIE ypoBHH apo(a). AD01196 mpomemonctpupoBan >3 loglO0 HOkmayH ypoBHeit
apo(a) mpu caMOM HHM3KOM ypOBHE, NMPH 3TOM uepe3 3 Henmenu Habmomamu >80% HOKIayHa

(Tabnuma 11).
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Tabmuna 9. CeiBopotounsie ypoBHU Oenka SEAP y mbimeit SEAP-LPA HTV nocne Beenenus 8 mr/kr arentos xon-PHKwu ¢ 8 Mr/kr nonumepa st

noctasku MIIIT. Yposau SEAP 6butn HOpMamM30BaHbI OTHOCHTENBHO -1 CYTOK M KOHTPOJIBHOTO (hPHU3pacTBOpa.

-1 cyTku 4 cyTkun 8 cyTkH 15 cyTkn 22 cyTkH 29 cyTkn 36 cyTku
Henenue Cpenn. | CO | Cpenn. | CO | Cpenn. | CO | Cpenn. | CO | Cpenn. | CO | Cpenn. | CO | Cpenn. | CO
®uspacteop | 1,00 (0,24 | 1,00 [0,34| 1,00 |0,13| 1,00 |0,33| 1,00 [0,09| 1,00 |0,18| 1,00 | 0,44
ADO01184 1,00 10,39 | 0,27 |0,10| 0,15 |0,06| 0,01 [0,00| 0,07 |0,04| 043 |0,39| 0,98 |0,73
ADO1187 1,00 {0,53| 0,24 |0,15| 0,13 |0,10| 0,00 |0,00| 0,01 [0,01| 0,08 |0,06| 0,56 |0,47
ADO1190 1,00 (0,77 0,26 |0,20| 0,14 |0,11| 0,00 |0,00| 0,00 |0,00| 0,00 |0,00| 0,02 |0,01
ADO1193 1,0 (0,99 | 0,25 |026| 0,15 |0,17| 0,01 |0,01| 0,00 |[0,00| 0,01 |0,01| 0,02 |0,01
ADO11%96 1,00 [ 0,59 0,24 |0,13| 0,14 |0,08| 0,00 |0,00| 0,00 [0,00| 0,01 |0,01| 0,04 |0,03
ADO1199 1,00 (0,52 0,23 |0,15| 0,13 |0,10| 0,00 |0,00| 0,00 [0,00| 0,01 |0,00]| 0,04 |0,02
ADO01202 1,00 {0,93 | 0,25 |0,24| 0,17 |0,16| 0,14 |0,12| 0,56 |[0,55| 0,78 |0,66| 2,09 |2,00

Tabmuua 10. CeiBopoTtounbie ypoBau Oenka SEAP y mbimeit SEAP-LPA HTV nocne BBenenus 2 mr/kr areHToB xon-PHKwu ¢ 2 Mr/kr nojumepa st

noctaBku MITIT. Yposuu SEAP Opiiu HOpMann3oBaHbl OTHOCHTENBHO -1 CYTOK M KOHTPOJIBHOTO (pruszpacTopa.

-4 cyTkun 4 cyTkH 9 cyTku 15 cytkun 22 cyTkH 29 cyTku 36 cyTkH 43 cyTku
Jleuenue Cpen Cpen Cpen Cpen Cpen Cpen Cpen Cpen
P CO P CO P CO P CO P CO P CO P CO P CO
H. H. H. H. H. H. H. H.
0,0 0,7 0,7 0,7 0,4 0,7 0,4 0,5
®uspacteop | 1,00 1,00 1,00 1,00 1,00 1,00 1,00 1,00
0 2 2 1 3 9 8 4
0,0 0,0 0,0 0,0 0,0 0,1 0,0 0,9
ADO1196 1,00 0,22 0,05 0,02 0,13 0,36 0,69 1,39
0 8 5 1 4 2 8 1
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0,0 0,2 0,0 0,1 0,5 0,7 0,8 0,5
ADO1199 1,00 0,27 0,07 0,17 0,59 0,74 0,83 1,01
0 8 6 7 1 4 2 8
0,0 0,1 0,2 0,2 0,6 0,8 1,3 1,0
ADO01205 1,00 0,21 0,31 0,45 1,33 1,11 1,55 1,79
0 3 3 1 8 2 0 9
0,0 0,2 0,1 0,1 0,4 0,2 0,5 0,1
ADO01208 1,00 0,43 0,35 0,68 1,45 1,32 1,39 0,99
0 0 5 9 4 6 2 2
0,0 0,1 0,2 03 0,9 0,2 0,3 0,2
ADO1211 1,00 0,38 0,53 0,94 1,96 1,05 1,44 0,93
0 4 0 8 3 7 8 8
0,0 0,0 0,0 0,1 0,1 0,5 0,8
ADO1184 1,00 0,26 0,20 0,61 1,28 1,21 1,39 /1 | B/
0 7 5 7 4 1 0
0,0 0,1 0,0 0,1 0,8 0,3 0,3
ADO01187 1,00 0,37 0,09 0,18 0,86 0,77 1,80 H/ | I/
0 8 7 7 4 3 6
0,0 0,0 0,0 0,1 0,3 0,6 1,6
ADO01190 1,00 0,26 0,17 0,36 1,16 1,39 1,96 H/ | B/
0 8 7 3 7 9 4
0,0 0,2 0,3 0,3 0,5 0,4 0,2
ADO01193 1,00 0,39 0,22 0,32 0,67 0,84 1,27 H/T | H/D
0 7 3 7 8 6 3
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Tabmmua 11. CeiBopoTouHble ypoBHHU Oenka apo(a) y apo(a) Tg-melmeli mocie BBeneHust 2 Mr/Kr
xoJiecTepruH-KoHbtoTUpoBanHoro arenta PHKu JITTA ¢ 2 mr/kr monmmepa st nocrasku MITIT

YposHH apo(a) ObUTH HOPMAJIM30BaHBI OTHOCHUTENBHO -1 CYTOK M KOHTPOJIBHOTO (PU3PaCTBOpA.

-1 cyTkn 4 cyTkn 8 CyTKH 15 cyTkn 22 cyTkH
Jleuenne
Cpenn. | CO |Cpenn.| CO |Cpenn.| CO |Cpenn.| CO |Cpenn.| CO
duspacTts
1,00 (0,00 | 1,00 |0,06 | 1,00 |0,27| 1,00 [0,06 | 1,00 |O0,17
op

ADO11% | 1,00 |0,00| 0,00 [0,00| 0,00 [0,00| 0,01 |0,00]| 0,15 |0,08

2 2 2 2 2 2 2

29 cyTku 36 cyTku 43 cyTku 50 cyTku
Cpenn. | CO |Cpenn.| CO |Cpenn.| CO |Cpenn.| CO

duspacts

op
ADO11% | 0,40 |0,23| 0,74 |0,61 | 0,75 |0,67 | 0,77 |0,52

2 2

1,00 |0,12| 1,00 | 0,04 | 1,00 |026| 1,00 |0,24

2

Ipumep 9. Hokoayn anonunonpomeuna (a) (apo(a)) y omauunsix om 4e106exa npumamos nocie
oocmasku azenma PHKu JIIIA ¢ nomougsro nonumepa ons oocmaexu MIIII. Tlonyuanu nonmumep
s nocrtaBku MITT u arenr PHKu JIITA u cmemmBanu B (papManeBTUYECKH MPUEMIIEMOM
Oydepe, kak ormucano Beie. Ha 1 cyTku 1Byx mpuMaToB siBAHCKHX MakakoB (Macaca fascicularis)
(oba camier, 5, 0 xr u 8,15 kr cooTBeTCTBEHHO) MHBenHpoBaan 2 Mr/kr ADO1196 + 2 mr/kr
nojumepa 1711 foctaku MIIIL B cnyuae kaxxnoit uabekiun areHT PHKu JITTA + nonumep ast
noctasku MIIIT (2 Mr/kr) ”HbELMPOBAIU B TOAKOXKHYIO BEHY, UCIIOJIb3YysI BHYTPUBEHHBIN KaTeTep
kanuOpa 22-25. B yka3anHble MOMEHTHI BpeMeHH (yka3aHbl B Tabmure 12) Opanu oOpasibl KpoBU
Y aHAJIM3MPOBAJIM B OTHOLICHUH YPOBHEH apo(a), TUIUAHBIX YPOBHEH U MapKEPOB TOKCUYHOCTH.
Kposb Opanu u3 6epeHHOM BeHBI, a epea BCeMH 3a00paMu KPOBH MPUMATOB JI€P KAy 0e3 IHIIH
B TeueHue Houu. [IpoBoamyin aHaimu3 KpOBU B OTHOLIEHMM a30Ta Mo4yeBHHBI KpoHu (BUN),
anaHuHOBOM TpancamuHasbl (ALT), acmapraramunorpancepassl (AST), kpeaTurnna, odmero
xonectepuna (TC) u tpurmuuepuno (TG) Ha aBTOMAaTUYECKOM XUMUYECKOM aHAJNU3aTOpE B
naboparopusix Meriter. AHamu3 KpoBM B OTHomeHHHn JunonporenHa (a) (JIII(a)) u
auronpoTenHoB Hu3kod miotHoctu (JIITH) mpoBopmim Ha aBTOMAaTHYECKOM XHUMHYECKOM
anHamuszarope. CbhIBOpOTOUYHBIE YpOBHH apo(a) ompenensuii meronoM ELISA. Habmonanu
CYILIECTBEHHBIH HOKIAyH apo(a), mpu 3TOM Ha 22 CYTKHU HAOJIOAAN CPENHHA MaKCUMATbHBIN
HOKJayH, cocTasiistrouuii 94,5%. Cpennuit MakcumanbHbIi HoknayH JI1(a), HaOmromaemerii Ha 15
cytku, coctaBist 91,5% (OUI. 3). ¥V oOpaboTaHHBIX KUBOTHBIX HEe HAOJIOIAIH CBSI3AHHOW C

AO3UPOBAHUEM TOKCUYHOCTH.
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Tabmmua 12. CeiBOpoTOUHBIE YPOBHHU Oenka apo(a) , TUmonpoTenHa (a) (Mr/K), JTUIMONPOTEHHOB
HI3Koi muotHoctu (JIITH), obmero xomectepuHa M TPUTIIMLEPUAOB y NMPUMATOB SIBAHCKOTO
makaka (Macaca fascicularis) mocne BBemenuss 2 mr/kr AD01196 ¢ 2 wmr/kr mojumepa IJis

nocrasku MIIIT. YposHu apo(a) ObutH HOpMaTH30BaHBI OTHOCUTENILHO YPOBHS 0 JO3UPOBAHUSI.

Paccunrannele
YPOBHU
CbIBOPOTOYHBI Yposan OO6umit
JIMTIONPOTENHO Tpurnuuepunbl
€ YPOBHH | IMIIONIPOTEHHA . XOJIECTEPUH
CYTK B HU3KOMU (mr/pmn)
Oenka apo(a) (a) (mr/mn) (mr/m)
u TUIOTHOCTH
(mr/mn)

JKHUBOT | JKHMBOT | JKHMBOT | JKUBOT | JKMBOT | JKMBOT | JKUBOT | 2KHUBOT | JKMBOT | JKUBOT

Hoe ]l | Hoe2 | Hoe ]l | HOe2 | HOe ]l | Hoe 2 | Hoe 1 | Hoe 2 | Hoe 1 | Hoe 2

pgo | 1,00 | 1,00 | 77,1 | 126,7 | 48,4 | 84,7 95 149 41 36

3 0,47 | 0,55 | 46,0 | 65,0 | 53,6 | 83,5 93 143 33 28

8 0,12 | 0,15 9,3 16,5 | 53,4 | 75,9 | 101 147 36 30

15 | 0,10 | 0,10 5,0 7,3 49,8 | 60,9 | 106 136 79 34

22 | 005 | 006 | 79 | 103 | 475 | 639 | 97 | 136 | 34 36

29 | 0,08 | 0,11 | 13,4 | 27,0 | 55,7 | 47,5 101 116 20 36

36 | 0,15 | 0,25 | 22,2 | 50,6 | 56,8 | 73,1 - - - -

43 | 0,19 | 0,23 | 31,4 | 45,5 | 53,8 | 55,7 103 138 29 39

50 | 0,27 | 0,29 | 46,1 | 67,3 | 52,3 | 70,9 - - - -

57 | 0,27 0,3 52,7 | 69,7 | 52,1 | 78,6 104 157 34 39

64 | 0,33 | 0,31 | 68,4 | 73,7 | 52,4 | 75,8 - - - -

71 | 0,50 0,4 76,8 | 78,6 | 62,4 | 75,0 104 149 43 47

85 | 0,31 | 0,34 | 63,1 | 754 | 50,3 | 68,8 102 145 41 49

99 | 0,27 | 0,29 | 67,9 | 78,8 | 58,7 | 72,5 102 150 42 52

120 | 0,36 | 0,37 | 91,7 | 1194 | 53,4 | 79,8 100 154 43 51
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Tabmuua 13. YpoBHM a30Ta MOYEBHHBI, KPEATHHHHA, AJAHMHOBOW TPAaHCAMHHA3bl U
acrapraTaMHHOTpaHc(epassl y MpUMaTOB sSIBAHCKOTo Makaka (Macaca fascicularis) mocne

BBegeHus 2 mr/kr AD01196 ¢ 2 mr/kr nonmumepa st noctasku MITIT

AnanuHoBas | AcmapraTaMHHO
Azor moueBuHbl |  KpeatnHun
TpaHCaMHuHa3a | TpaHcdepasza

KPOBH (MI/11) (mr/mn) ) )
’KMBOTH | JKHBOTH | 5KHBOTH | JKUBOTH | )KIBOTH | JKHUBOTH | JKHBOTH | JKUBOTH
CYTKH oe oe oe oe oe oe oe oe
1 2 1 2 1 2 1 2
b1 (o)
IO3UPO 16 16 0,79 0,70 37 32 32 33
BaHUS
3 11 14 0,70 0,01 40 42 33 35
8 14 13 0,78 0,58 33 38 25 31

15 15 15 0,67 0,59 51 35 47 32
22 15 15 0,8 0,55 47 35 29 30

29 12 12 | 061 | 059 | 30 31 23 36
36 - ; ; ; - - - -

43 12 15 | 064 | 058 | 29 29 25 30
50 - - - - - - - -

57 14 15 | 072 | 0,64 | 32 35 28 31
64 - - - - - - - -

71 14 15 | 073 | 0,69 | 36 35 29 33
85 14 15 | 060 | 0,70 | 126 | 41 51 40
99 15 18 | 066 | 0,68 | 151 40 44 37
120 14 19 | 072 | 0,60 | 37 51 28 47

IIpumep 10. In vivo ckpunune NAG-konvioeuposeannsix acenmos PHKu JIIIA u epemennas
ounamuxa nokoayna. NAG-xonbrorupoBanHble areHTel PHKu JIITA BBOAMIM BpEeMEHHO
TPAHCT€HHBIM MBIIIAaM, KaK OMHCaHO Bhile. Kakaast MpIlb rosty4ana OHy BHyTpHBeHHYO (B/B)
no3y 2 mr/kr arenta PHKwu JIITA ¢ 1 mr/kr nomumepa auist nocraBku MII nnn oHY MOAKOXKHYEO
(IVK) mosy 10 mr/kr NAG-kxonbstorupoanHoro arenta PHKu JIITA. Yposau Genka SEAP B
CBIBOPOTKE OTCIECKUBAIM 10 22 CYTOK. YPOBHM HOKAAyHa M MNPOAOJLKUTENBHOCTb OTBETA
npuseneHbl B Tabmmuax 14-15. AD01529, AD01532 u AD01533 nmpoaemoncTpupoBamu >85%

HoknayHa ypoBHeli SEAP mocne B/B Beenenust ¢ momumepom mist goctaBku MIIT u >60%

154



MakcuMaigbHOro HokmayHa ypoHeh SEAP mocne II/K BBemenust omHoro NAG-

KoHbtorupoanHoro arenta PHKu JITTA.

Tabmuua 14. CeBoporounsie ypoHu Oenka SEAP y wmbimeli SEAP-LPA HTV mnocne II/K
BegeHus 10 mr/kr NAG-konbtorupoBanHbix arenroB PHKu JIITA. Yposau SEAP Obutn

HOPMaJIM30BaHbI OTHOCHUTEJBHO -1 CYTOK M KOHTPOJILHOTO (hPHU3pacTBopa.

P— -1 cyTkn 4 cyTkun 8 cyTkH 15 cyTkn 22 cyTkH
Cpenn. | CO |Cpenn. | CO [Cpenn.| CO |Cpenn.| CO |Cpenn.| CO
®uspacrsop| 1,00 0,00 1,00 [0,14| 1,00 |0,14| 1,00 | 0,66 | 1,00 |0,27
ADO01529 1,00 0,00 0,45 [0,07| 0,36 |[0,03 | 0,60 |0,08| 0,90 |0,37
ADO01530 1,00 [ 0,00 0,46 |[0,15| 0,43 |[0,10| 0,79 |0,26 | 0,79 | 0,32
ADO1531 1,00 0,00 0,64 [0,13| 0,62 |[0,06 | 099 |0,28| 1,17 | 0,29
ADO01532 1,00 0,00 0,41 |0,12| 0,37 (0,11 0,99 |[034| 133 |0,11
ADO1533 1,00 { 0,00 0,40 [0,03 | 0,22 0,08 0,37 |0,15| 0,63 |0,13
ADO1534 1,00 0,00 0,65 (0,19 0,44 [0,19| 0,74 |0,30| 1,17 | 0,55

Tabmuua 15. CeiBoporounbie ypoBHu Oenka SEAP y wmbmmeit SEAP-LPA HTV mnocne B/B
BBeZeHus1 1 Mr/kr NAG-koubrorupoBaHHbix areHtoB PHKu JIITA + 2 wmr/kr mojgumepa s

noctasku MIIIT. Ypoau SEAP Obuti HOpMau30BaHbl OTHOCUTENBHO -1 CYTOK M KOHTPOJIBHOTO

¢duspacTBoOpa.
-1 cyTkn 4 cyTkn 8 cyTku 15 cyTtku 22 cyTKH

Jleuenue

Cpenn. | CO | Cpenn. | CO | Cpemn. | CO | Cpenn. | CO | Cpenn. | CO
®uspacteop | 1,00 | 0,00 | 1,00 | 0,33 1,00 | 0,46 | 1,00 | 0,21 1,00 | 0,39
Kontpons F7| 1,00 | 0,00 | 0,61 | 0,05 0,71 | 0,45 | 1,25 | 0,44 | 1,05 | 0,49
ADO01529 1,00 | 0,00 | 0,25 | 0,04 | 0,15 | 0,08 | 047 | 024 | 081 |0,40
ADO01530 1,00 | 0,00 | 0,26 | 0,06 | 0,28 | 0,19 | 0,78 | 0,60 | 1,06 | 0,63
ADO01531 1,00 | 0,00 | 0,22 | 0,07 | 026 |0,06 | 0,72 | 0,21 | 1,04 |0,12
ADO01532 1,00 | 0,00 | 0,18 |0,05| 0,06 |003 | 0,13 | 0,08 | 0,29 |0,18
ADO01533 1,00 | 0,00 | 0,21 | 0,04 | 0,13 | 006 | 032 |0,15| 0,67 | 0,28
ADO01534 1,00 | 0,00 | 0,17 | 0,04 | 0,22 | 0,06 | 0,66 | 0,24 | 094 | 0,24

pumep 11. In vivo ckpunune mooupuyuposannsix NAG-konviocuposannvix acenmos PHKu J111A4
u epemennas ounamuxa Hokoayua. Yxazanable NAG-konbrorupoBansaslie arenTel PHKu JIITA

Beoaunu Mmeimam SEAP-LPA HTV, kak onucano Bbimie. Kakpas Mplllb nojdydana OIHY
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noakoxkHyko (I/K) nosy 10 mr/kr NAG-konstoruposanHoro arenta PHKu JIITA. Yposuu Oenka
SEAP B CbIBOPOTKE OTCJIEKUBAIH 10 22 CYTOK. Y pOBHU HOKJayHa U MIPOJOJIKUTEIBHOCTb OTBETA
npuBeneHbl B Tabmuuax 16-17. AD01765 u AD01768 nponemoHcTpupoBainu 89% akTUBHOCTH

HOK/IayHa.

Tabmuua 16. CeBoporounsie yposHH Oenka SEAP y mbimeit SEAP-LPA HTV nocne I[T/K

BBegeHus 10 mr/kr NAG-konbtoruposannoro arenta PHKu JITTA. Yposau SEAP Obutn

HOPMAaJIM30BaHbl OTHOCHTEJIBHO -1 CYTOK U KOHTPOJIBHOTO (pU3PaCTBOPA.

P -1 cytku 3 cyTkH 8 cyTku 15 cytkn 22 cyTkH
Cpenn. | CO | Cpenn. | CO |Cpenn. | CO | Cpenn. | CO | Cpenn. | CO
®uspacrsop| 1,00 | 0,00 | 1,00 | 0,16 ( 1,00 | 0,16 | 1,00 | 0,28 | 1,00 | 0,24
ADO1533 1,00 | 0,00 | 0,41 |0,08| 0,22 |0,02| 047 |0,20| 0,66 | 0,29
ADO1772 1,00 | 0,00 | 046 |0,13| 0,18 |0,00| 034 |0,09| 0,61 | 0,14
ADO1773 1,00 | 0,00 | 0,47 |0,08| 0,20 |0,08| 045 |0,15| 0,83 | 0,12
ADO1774 1,00 | 0,00 | 0,49 |0,09| 0,18 |0,03 | 0,44 | 0,13 | 0,68 | 0,08
ADO01780 1,00 | 0,00 { 0,52 |0,13 | 0,25 |0,09| 044 |0,26 | 0,65 | 0,37

Tabmuua 17. CeiBopoTounbie ypoHH Oenika SEAP y mbimeit SEAP-LPA HTV nocne ITVK

BBerieHus 10 mr/kr NAG-konbrorupoanHoro arenta PHKu JITTA. Yposau SEAP Obutu

HOPMAaJIM30BaHbl OTHOCHUTEJIBHO -1 CYTOK U KOHTPOJILHOTO (pU3PaACTBOPA.

-1 cyTkn 3 cyTkH 8 cyTkH 15 cytku 22 cyTkH

Jleuenne

Cpemn. | CO | Cpenn. | CO | Cpenn. | CO | Cpenn. | CO | Cpenn. | CO
®uspacteop | 1,00 | 0,00 | 1,00 | 0,27 | 1,00 |[0,73| 1,00 |0,87 | 1,00 (0,80
ADO01532 1,00 | 0,00 | 042 |[0,19]| 035 |[021| 085 | 0,25 | 1,27 |0,57
ADO01765 1,00 | 0,00 | 035 |[002]| 0,11 [0,08| 025 | 0,14 | 047 |0,19
ADO01766 1,00 | 0,00 | 0,52 (0,10 | 036 |[009| 1,05 |0,13 | 1,15 |0,08
ADO01767 1,00 | 0,00 | 0,49 (003 | 044 |[005| 143 |0,23 | 133 |0,71
ADO01768 1,00 | 0,00 | 0,34 |0,15| 0,11 |[0,07| 039 |0,13| 0,76 |0,19
ADO01769 1,00 | 0,00 | 0,54 |0,17| 046 |0,14| 132 |0,12| 138 |0,37
ADO01770 1,00 | 0,00 | 0,41 |007]| 0,20 (0,10 | 0,80 | 0,52 | 1,04 |0,67

IIpumep 12. In vivo uccrneoosanue NAG-konviocuposannvix acenmos PHKu JIIIA na apo(a)-1g
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morutax. NAG-konbrorupoBanubie areHTel PHKu JITTA BBOAMIHN apo(a) Tg-MbImam, Kak OMHCAHO
Beire. Kaxxnas mpiub nonyyana ogHy noakoxkHyro (I/K) nosy 10 mr/kr areata PHKu JITTA wmu
¢duspacTBop. YpoBHHU denoBeueckoro apo(a) (apo(a)) B CHIBOPOTKE OTCIEKHBAINA A0 CYTOK
(Tabmuma 18). AD01765 npogeMoHCTpHpOBa HANOOIBIINI HOK/IAyH YpOBHEH apo(a) Ha 8 cyTku

B 96% HOKZAayHa, a yepe3 3 HeAeIu Mocie N03UpoBaHus Habmoaamu >74% HOKIayHa.

Tabmuua 18. CeiBopoTounble ypoBHH Oenka apo(a) y apo(a) Tg-menueii nocne [I/K BBenenus 10
mr/kr NAG-konbtoruposanHoro arenra PHKu JIITA. Yposau apo(a) Obutn HOpMaln30BaHbI

OTHOCHUTEINIBHO -1 CYyTOK M KOHTPOJBHOTO (PU3pacTBOpA.

-1 cyTkn 4 cyTkn 8 cyTkH 15 cytkn 22 cyTkH
Jleuenne
Cpenn. | CO |Cpenn. | CO |[Cpenn.| CO |Cpenn. | CO |Cpenn. | CO
®duspactso
1,00 (0,00 1,00 [0,10| 1,00 |0O,16 | 1,00 |0,42| 1,00 |0,21
p

ADO01532 | 1,00 |[0,00 | 0,12 [0,05| 0,22 [0,08 | 0,76 |0,30 | 0,56 |0,28
ADO1765 1,00 | 0,00 0,09 [0,03| 0,04 [0,02( 0,14 [0,02| 0,26 | 0,04
ADO1768 | 1,00 | 0,00 0,11 |0,05| 0,09 [0,05| 0,26 |0,12| 0,38 | 0,08

Ipumep 13. In vivo uccreoosanue NAG-konwiocuposannvix acenmos PHKu JIIIA na meiuax
LPA mc HTV. Yxazanubsie NAG-konbroruposannbie arentsl PHKu JITTA BBogmmm meimam LPA
mc HTV, xak onncano Boire. Kaxnas mbitb nonyyana ogHy noakoxkuHyro (IT/K) nosy 10 mr/kr
arenta PHKu JITTA wnu ¢uspactsop. YpoBHH uenoBeueckoro apo(a) (apo(a)) B CbIBOPOTKE

anamsupoBanu Ha 4 cytku (Tabmuua 19). AD02001, AD01765 u AD01768

npoaeMoHcTpupoBanu >90% HoknayHa Ha 4 CyTKH.

Tabmuna 19. CeiBopoTouHbie ypoBHH Oenka apo(a) y mbimeii LPA mc HTV nmocne IT/K
BBegeHus 10 mr/kr NAG-konbrorupoannoro arenta PHKu JITTA. Yposau apo(a) Obutu

HOPMAaJTM30BaHbl OTHOCHTEJILHO -1 CYTOK U KOHTPOJIBHOTO (pU3PacTBOpA.

IMpenotbop 4 cyTkH

Jleuenue

Cpenn. CO Cpenn. CO
®u3pacTBop 1,00 0,00 1,00 0,12
ADO01765 1,00 0,00 0,05 0,02
ADO01768 1,00 0,00 0,07 0,01
ADO01804 1,00 0,00 0,68 0,16
ADO02001 1,00 0,00 0,06 0,03
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[Ipumep 14. Hoxoayn anonunonpomeuna (a) (apo(a)) y omauynsix om yenoeexa npumMamos nocie
oocmasku acenma PHKu JIITA ¢ nomouysio nonumepa ons oocmaexu MIIII. Tlonyuanu nonmumep
s pocraBku MIIT u arenr PHKu JIITA u cmemmBanu B (papmManeBTUYECKH MPUEMIIEMOM
Oydepe. Ha 1 cytkm m 71 cyTku AByX mpuUMaToB siIBAHCKMX MakakoB (Macaca fascicularis)
unbenupoBasu 4 mr/kr AD01196 + 4 mr/kr monumepa st noctaku MIIIT umn 6 mr/kr AD01196
+ 6 mr/kr nomumepa muist noctaBku MIIIL B cnyuae kaxmoit unabekuuu areHtr PHKwu JIITA +
noyumep anst goctaBku MIIIT mHBEIPOBAaNN B MOIKOXXHYIO BEHY, UCIOJb3Yys BHYTPHUBEHHBIN
katerep kKanmuOpa 22-25. B yka3zanHble MoMeHThl Bpemenu (OUI. 4) Opanu oOpasibl KpoBU U
aHAJM3UPOBAJIM B OTHOLIEHWU YPOBHEH apo(a), TUMUAHBIX YPOBHEH M MapKepOB TOKCUYHOCTH,
Kak Opw1O omrcaHo paHee. HaOmromanu cymecTBeHHbIH HOKIAYH apo(a) mocie mepBoil 103kl CO
CPeAHUM MaKCHUMAaJIbHbIM HOKAayHOM 96% B ciyuae 103bl 4 Mr/kr Ha 15 cytku u 96% B ciyuae
no3bl 6 Mr/kr, HabmonaeMbiM Ha 15 cytku. Cpennuilt MakcumanbHblii HokaayH JIII(a) mocne
nepBoi 10361 cocTaBisul 98,5% B ciaydae 10361 4 MI/kr Ha 29 cyTtku u 98,5% B ciyyae 1036l 6
Mr/Kr Ha 22 cyTku. Y oOpaOOTaHHBIX JKUBOTHBIX HE HAOIONANM CBA3aHHOH C JO3MPOBAHUEM

TOKCHYHOCTH.

Ipumep 15. In vivo uccreoosanue NAG-konviocuposannsix acenmos PHKu JIIIA na Jlll(a)-1g
motuiax — oosa-omeem. NAG-xonbrorupoBannbie areHTsl PHKu JIITA BBogmnu JIII(a) Tg-
MBIIIIAM, KaK omucaHo Bbine. Kaxmas Meimb mojy4vana ogHy noakoxuy (IVK) nosy arenra
PHKwu JIITA npu ypoBHsix mo3bl 0,5 mr/kr wiu 2 mr/kr win ¢uspactsop. Yposuu JIII(a) B

CBIBOPOTKE oOTchnexxkuBain 10 43 cyrok (®UI. 1, ®UI. 2). Bce arentst PHKu JIIIA

2

ACMOHCTPUPOBATIU 3aBUCUMOCTL OT A03bI, KOrJa 0oJiee BBICOKHE J03bI IMOKa3bIBaJIN OOobIIHIT

HOKJJayH C MUHMMAaJIbHBIM YPOBHEM MexXy 15 u 22 cyTkamu.

pumep 16. Hoxkoayn anonunonpomeuna (a) (apo(a)) y omauynsix om yenosexa npumamos nocie
docmaeku monexynvt (apo(a))-cneyughuvecxkoeo acemma PHKu JIIIA. Arent PHKu JIITA
TOTOBWJIM B (hapMalleBTHUECKH MpHeMIeMOM Oydepe, Kak OMUCAaHO B JAHHOM JOKYMEHTE IS
noakoskHor (IT/K) mabexkunn. Ha 1, 7 u 15 cyTku ABYX mpuMaToB sIBAHCKMX MakakoB (Macaca
fascicularis) monkoxHo unabenuposanu 3 mr/kr AD02713, AD02819, AD02820 umun AD02821.
Kpome Toro, obesnsiH, obpaboranubix AD02819, cHoBa nosuposanu 3 mr/kr AD02819 wa 57
cytku u 85 cyTku. bpanu obpasubl KpOBH M aHAJIM3UPOBAJIN B OTHOIIEHWU YPOBHEH apo(a),
JUIMUAAHBIX YPOBHEH M MapKepOB TOKCHYHOCTH, Kak Obuto ommcaHo panee. HabOmomamu
cyuiectBeHHbIN HOKnayH JII1(a) co cpenHrM MakCUMaTbHBIM HOKIayHOM 89%, HaOIF01aeMbIM Ha
43 cytku B ciaydae ADO02713, 87%, nabmonaembeiM Ha 36 cyTtku B ciydae AD02819, 79%,

HaOmomaembIM Ha 36 cyTku B ciydae AD02820, u 95%, HaOmonaembpiM Ha 29 CyTKH B Cilydae

158



ADO02821 (@UI'. 5). B TeueHune skcrnepruMeHTa y 0OpaOOTaHHBIX JKMBOTHBIX HE HAOIONAIH

CBSI3aHHO C AO3UPOBAHUEM TOKCUYHOCTH.

Ipumep 17. Hoxkoayn anonunonpomeuna (a) (apo(a)) y omauynvix om yenoeexa npumMamos nocie
oocmasku acenma PHKu JIITA. Arear PHKu JITTA roroBunu B papMalieBTHUECKH TPUEMIIEMOM
Oydepe, kak onrcaHo B 1aHHOM nokymeHTe s nonkoxxHoi (IT/K) uabekunn. Ha 1 cyTku nByx
NPUMAaTOB IBAaHCKUX MakakoB (Macaca fascicularis) mogkosxHo uabenuposanu 3 Mr/kr AD03272,
ADO03462, AD03549, AD03547, AD03668, AD03460 mnmu ADO03536. Kpome Toro, obe3bsH,
obpaborannbex AD03460 nu AD03536, cHOBa n03upoBaiy | MI/KI' COOTBETCTBYIOLIETO areHTa
PHKwu JITTIA Ha 48 cytku. bpanu oOpa3ibl KpOBH U aHAJTH3UPOBAJIM B OTHOLIEHUH YPOBHEH apo(a),
JUIMUAHBIX YPOBHEH M MapKepoB TOKCHYHOCTH, Kak Obuto ommcaHo panee. HaOmonanu
cyuiectBeHHbINH HOKAayH JI[1(a) co cpenHrM MakcuManbHBIM HOKIAayHOM 62% B cimydae AD03272
Ha 15 cyTtky, 28% B cinyyae AD03462 Ha 15 cyTku, 47% B ciyqae AD03549 Ha 29 cytku, 44% B
cnyuae AD03547 Ha 15 cytky, 53% B cinydae AD03668 Ha 22 cytku, 79% B ciiyuae AD03460 Ha
29 cytku u 71% B cinygae ADO03536 nHa 22 cytku (®UI. 6). B Teuenue skcrepumeHTra y

00paboTaHHBIX KMBOTHBIX HE HAOIOANN CBSI3aHHOH C JO3UPOBAHUEM TOKCHYHOCTH.

pumep 18. Hokoayn anonunonpomeuna (a) (apo(a)) y npumamos nocie 0OCmaeKu MONeKybl
(apo(a))-cneyuguuecxoeo acenma PHKu JIIIA. Arenr PHKu JIITA roToBUIM U CMEIIMBAJIU B
(apmareBTHYecku npuemsieMoM Oydepe, Kak OMUCAHO B JAHHOM AOKYMEHTE JUIsl MOIKOXKHOHN
(IVK) uabexkumnu. Ha 1 cyTku nmpumaroB siBaHCKuMX MakakoB (Macaca fascicularis) momgkoskHO
uHberupoBanu ¢uspactsopom i 2 Mr/kr AD03460, AD03536, AD03851, ADO03853 wiu
ADO04110. bpanu o0pa3ubl KpOBU M aHAJIM3UPOBAIM B OTHOLICHHH YPOBHEH apo(a), JIUMUIHBIX
YPOBHEH M MapKepOB TOKCHUYHOCTH Ha 8 U 15 cyTku, kak Obuto onmcaHo paHee. Yposuu JII1(a)

HOpPMAJIN30BaJil OTHOCUTEIJIbHO CPEAHETO YPOBHA 11O TPEM 3HAYCHUAM 4O JO3UPOBAHUA.
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Tabmmua 20. YpoBHM JumonporenHa (a) y NPUMATOB SBAHCKUX MAKaKOB IOCIIE BBEIEHUS

¢duspactopa wiu 2 mr/kr AD03460, AD03536, AD03851, AD03853 unmu AD04110.

HopmanusosaHHoe | HopmanusosaHHoe
3HauyeHwue JMN(a) 3HauyeHwue /N(a)
8 cyTKM 8 cyTKM
duspacrteop 1,01 + 0,06 1,15 £ 0,07
AD03460 0,68 £ 0,12 0,40 £0,13
ADO03536 0,54 £ 0,07 0,21 £ 0,06
AD03851 0,41 +0,08 0,18 £ 0,08
AD03853 0,50 £ 0,23 0,27 £0,17
AD04110 0,59 +0,13 0,43+0,10
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N3MEHEHHAA ®OPMYJIA U3OBPETEHUA

Arent PHK-unTeppepenunn (PHKn) JIITA, coneprxammuii CMBICTIOBYIO LIETIb,
AHTHCMBICJIOBYIO LIEMb U HALIETUBAIOLIYIO IPYIIy, IPUYEM yKa3aHHasl aHTUCMBICIIOBAs
uens coaepkut nocienosarenbHocts SEQ ID NO:188 u cmbiciioBas Lienb COAEPKUT
nocaegoarenbHoCcTh SEQ ID NO:384.

Arentr PHKwu JIITA no 1. 1, oTnuyaromuiicst Tem, 9To AJIUHA KaXXI0W U3 CMBICIIOBOM LIeTTH
Y AHTUCMBICJIOBOM LIENU COCTABJISIET 21 HyKJIEOTHU .

Arent PHKwu JIITA no . 1 unu 2, otnuyaromuiicst TeM, 4to ykasansbiii areHT PHKu JITTA

COAEPKUT ABA TYNbIX KOHLA.

Arent PHKwu JIITA no mo6omy u3 nm. 1-3, OTIMYarOLIUICs TeM, YTO CMBICIIOBAS LI,
AHTHCMBICJIOBAS LIeTIb WJIM CMBICJIOBAsS LIETh U aHTHCMBICJIOBAs 1IeTlb 00€ CoepkaT OANH

win OoJiee MOAN(UIIMPOBAHHBIX HYKJICOTHIIOB.

Arent PHKu JITTA no 1. 4, OTIMYAOIIMICS TEM, YTO OAUH HIH OoJiee
MOIU(HUIIMPOBAHHBIX HYKJIEOTHOB HE3aBUCUMO BBIOPAHBI U3: 2'-MOIU(PUILIIPOBAHHOTO
HYKJIEOTH[I, 3aKPBITOTO HYKJIEOTHU A, HYKJIEOTHU 1A C YIAJI€HHBIM a30TUCTHIM OCHOBAHUEM,
WHBEPTHUPOBAHHOTO JIE30KCHHYKJICOTH A, MOP(OIUHO-HYKIeOTH I, 2',3'-CeKO
HYKJICOTUAHOTO MUMETHKA UJIKU HYKJICOTHAA, COACPKALIECTO HENIPUPOAHOEC OCHOBAHUEC

HYKJIEOTHU/IA.

Arent PHKwu JITTA no 1. 5, otnnyarouiicst tem, 4to 2'-MoauduupOBaHHBIA HYKJIEOTH
npeacrasisier codon 2'-O-MeTI-HyKJIeoTus, 2'-ne30kcu-2'-gprop-uykineorun, 2'-
N€30KCUHYKJIEOTH L, 2'-METOKCUITUII-HYKJIEOTU I, 2'-aMUHO-HYKJICOTU]] WIH 2'-aJIKUJI-

HYKJICOTH.

Arent PHKu JITTA, copep kaiuii CMBICIOBYIO LieTlb, aHTUCMBICJIOBYIO LI€Tb U
HaLEIUBAOLIYI0 FPYIIY, IPUYEM YKa3aHHAsl aHTUCMBICIIOBAs LIETb COCTOUT U3
TMOCJIEIOBATENBHOCTH MOIU(PUIIUPOBAHHBIX HyKJIeoTHI0B corniacHo SEQ ID NO: 790 wu

CMBICJIOBAs LECIb COCTOUT M3 MOCICAOBATCIIBHOCTU MOAULIUPOBAHHBIX HYKJICOTUAOB

cornacio SEQ ID NO: 1189.

Arent PHKwu JIITA no mobomy u3 nm. 1-7, OTIHYarOIUNACS TeM, YTO YKa3aHHBIN areHT

PHKuwu JITTA conepskut onHy muiau Oosiee THOGOCHATHBIX MEKHYKJICO3UIHBIX CBS3EH.

Arent PHKwu JITTA mo 1. 8, OTIHYarOIuics TeM, 9TO CMBICIIOBAsS IIETTb K aHTUCMBICTIOBAS

1enb 00e HezaBUCHMO conepkat 1, 2, 3 min 4 TnoocdaTHbIX MEKHYKIEO3HIHBIX CBA3CH.



10.  Arent PHKu JIITA 1o m. 9, OTAN4aroImuiics: TeM, 4TO CMBICJIOBAs LIETb COAEPIKUT 2-
trodochaTHble MEKHYKJICO3HIHbBIE CBSI3U H AHTUCMBICIIOBASI LIETIb CONEPIKUT 4-

THo(ochaTHbIE MEKHYKICO3UAHBIE CBS3H.

11.  Arent PHKu JIITA no mo6omy u3 nim. 1-10, oTaMyaromuics: TeM, 4TO YKa3aHHas

HalCJIMBaromias rpyrma COACPKUT JIMTaHa pELCITOPa aCHAJIOTJIMKONIPOTCUHA.

12.  Arent PHKu JIITA no n. 11, oTnuyaroimuiicst TeM, 4TO JIUTaH peLenTopa
acHaJIOTJIMKONPOTENHA COAEPKUT ralakTo3y, rajlakTo3aMuH, N-alleTUI-rajJakTO3aMUH WU

MPOU3BOAHOC raJIaKTO3bI.

13.  Arent PHKu JIITA no mobomy u3 nim. 1-12, oTiauyaromuics TeM, 4TO HaleIHBaOIas

IPyIIIa COREPIKUT:

H
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o :
7
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npudeMm NAG npencrasinsier codoit N-aneTui-rajjakTo3aMuH B X BbIOpaH U3 TPYIIIIbL,

cocrosimei u3 O u S.
14.  Arenr PHKu JITTA no . 13, otninyaromuiicst TeM, 4To X nmpeacrasisier codoii S.

15.  Arent PHKu JITTA no mobomy u3 mm. 1-14, oTIMYarOImunAcs TeM, 4TO YKa3aHHAs

HaLEJIMBAIOIAs TPYIINAa KOHBIOTHPOBAHA C 5’ KOHILIOM CMBICIIOBOH IIETH.

16. dapmarieBTHYECKast KOMITO3HLIUS st UHTHOUpoBaHus skcnpeccun reHa JITTA, conepkammas
arent PHKwu JIITA no mo0omy u3 mm. 1-15 1 papManeBTHIeCKH pHeMIIeMOe

BCIIOMOI'aTCJIbHOC BCIICCTBO.

17. TIpenBapuTeTbHO 3aMOTHEHHBIHN ITIPHII, COMEPKAITUi (papMaleBTUYECKYI0 KOMITO3HIIUIO 110

o 16.

18. Crioco6 narnduposanus sxcnpeccun resa JIITA y cyObekTa, BKIIFOUAOIIUY BBEICHNE

ykazaHHoMy cyobekty arenta PHKu JIITA no mo6omy w3 mm. 1-15.



19.

20.

21.

22.

23.

24.

Crioco0 yeyeHust cepaeuHO-COCYAUCTOro 3a00NIeBaHus Y CyObeKTa, HYKAAIIIErocs B 3TOM,
BKJIFOYAIOLIHNI BBeZieHHE CyObekTy 3¢ dexTBHOro kommuectsa arenra PHKu JIITA no

nrobomy m3 mm. 1-15.

Crioco0 neuenst 3a0oneBaHNs, aCCOLMUPOBAHHOTO ¢ sKcnpeccueit JIIIA, y cyObekra,
HY>KIAIOIIEeroCsl B TOM, BKIIFOUAIOIIUI BBeACHHE CYOBeKTY 3(P(HEeKTBHOTO KOJUYECTBA

arenra PHKu JIITA no mo6omy u3 mm. 1-15.

Criocob o 1. 20, OTNINYAIOIUINACS TeM, YTO 3a00JIeBaHUE TIPEACTABIISIET COOOH CTeHO3
AOpTaJbHOIO KJanaHa, 3a0ojieBaHue nepudepruueckux apTepuii, HimemMudeckasi 00Je3Hb
CepLa, reTePO3UrOTHYIO0 CEMEMHYIO TUIEPXOJIECTEPUHEMHIO MITH TOMO3UTOTHYIO CEMEIHY IO

THNCPXOJICCTCPUHEMMUIO.

ITpumenenne arenra PHKu JIITA no mobGomy u3 nm. 1-15 auist monmy4eHust iekapCTBEHHOTO
CpencTBa AJIs JIEUEHUsI CePIeUHO-COCYAUCTOro 3a00eBaHNs Y CyObEKTa, Hy KAAIOIIEToCs B

OTOM.

ITpumenenne arenra PHKu JIITA no moGomy u3 nm. 1-15 auist monmy4eHust iekapCTBEHHOTO
cpencraa aus JeueHus 3ab0seBaHus, aCCOLMUPOBAHHOTO ¢ dKcnpeccueit JIITA, y

cyObeKTa, Hy KIAIOIIErocs B 3TOM.

[TpumeHnenwue 1o 1. 23, OTIMYArOIIeecs TeM, YTO 3a00JIeBaHUE MPEICTABIIsIET COOOH CTEHO3
aOpTaJIbHOTO KJIaNaHa, 3a00j1eBaHne neprudepudeckux apTepuil, nimeMudeckast 0oJae3Hb
CepALa, NFeTePO3UTOTHYIO CEMEHHYIO THIIEPXOJIECTEPUHEMHIO UJTH TOMO3UTOTHYIO

CEMEIHYI0 THIepX0JIeCTEPUHEMHUIO
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