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aktuBHOCTH PHK KCNT1 B KiteTke nim y CyObeKTa U B HEKOTOPBIX CIydasxX JJIsl CHIDKEHUS KOJIMYeCTBa
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3a0omneBanns. Takue CHMOTOMBI M OTIMYUTEIBHBIC MPU3HAKK BKIIOYAIOT CYIOPOTH, SHIE(aTONaTHIO
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COEJJUHEHUWA U CITIOCOBBI UIsA CHUKEHHA JKCIIPECCHHA KCNT1

Crmncok nocJieoBareapHoOCTE

JlaHHad 3asgBKa MOAACTCS BMECTE C NMEPEUHEM MOCIICA0BATEIFHOCTEH B JICKTPOHHOM (popmarte. [lepeucHs
MOCIICI0BATCIFHOCTEH MpenocTaBIsAeTCA B BUAC (haitma mox HazeanueM BIOL0O358WOSEQ _ST25.txt, cozmannoTo 9
mapra 2020 r., xotopeii mmeer pasmep 716 KB.  HHpopmamms B 37eKTpoHHOM (opMare MEpeyHsS
MOCJICI0BATEILHOCTEH MOTHOCTHIO BKIIFOUCHA B TAHHBIH TOKYMEHT NMOCPEACTBOM CCHUIKH.

ObsacTh TEXHHKHT

[pennoskeHbI COCAMHCHHS, CTIOCOOBI U (papMALICBTUUCCKHE KOMIIO3HIUH I CHIOKCHUA kommdectBa PHK
Karmii-HaTpuif-akTuBUpyeMoro kanama nmoacemeiictea T-umena 1 (KCNT1) B kaeTke Win CYOBEKTE, H B HEKOTOPBIX
cay4asx aai cHwkeHua konuuectBa Oenka KCNT1 B kierke mwiam cyObekre. Takue COeTUHEHMA, CIOCOOBI H
(papManeBTHYCCKUEC KOMIIOZUIMU IOJIC3HBI JUI1 OOJCTYCHHUS IO MEHBINCH Mepe OJHOTO CHMITOMA WM NPH3HAKA
HEBPOJIOTUYECKOTO 3a0o0yicBaHuA. Takue CHMITOMBI H TNIPH3HAKU BKJIIOYAIOT, B YACTHOCTH, 3HIE(ATONATHIO,
aTpo(huro KOPBI FOJOBHOTO MO3TA, KIOHYC, CYAOPOTH (3MHJICIICHIO) H MOBEACHUCCKUEC AHOMAJINH, TAKHE KAK arPeccH,
KaTaToOHHUA, NCHX03 M APYTHEC HApPYIICHHA HHTCJUICKTa. HeorpaHMYMBAIOIIMMM NPHMEPAMH HEBPOJOTHYCCKUX
COCTOSIHHH, KOTOPBIC MO)KHO JCUHTh C IIOMOIIBI COCTHHCHHIH, CIOCO00B H (PapMalECBTHUCCKUX KOMIIO3HIHIA,
OIMCAHHBIX B JAHHOM JOKYMCHTE, SBJLIFOTCS SIHJICICHS MIIAJCHYECTBA C MHIPHPYIOIIMMH (DOKATbHBIMU
npunaakamu (EIMFS), ayrocomHO-moMuHAaHTHAs HOuHas jnoOHas smuiencus (ADNFLE) um snuientuueckue
SHUE(aTONATHH C PAHHUM HAYAJIOM, BKIIOUas CHHAPOM Y3cTa U cHHApoM OXTaxapsl.

IIpeanocsuikn

Onmrencus npeacTaBisieT coboil HEBPOJOTHUeckoe 3a00I€BaHUE, XaPAKTEPH3YIOMEECs NEPHOIUUSCKUMU
OTKJIOHCHHUSMH B MO3TOBOH JCATCIBHOCTH. B KauecTBe HEOTPAHMYHBAOLICIO MPHUMEPA, YCIOBCK, CTPANAIOLIMI
SMHUJICTICHEH, YacTO JACMOHCTPHPYET HECHOPMAJBHOC TOBCACHHE, TAKOC KAK TPHIAJKH (HCKOHTPOIHPYECMBIC
MOJCPTUBAHUS HJTH MOACPTUBAHUS KOHCYHOCTEH), IOTEPS CO3HAHUS, KATaTOHHSA, CITy TAHHOCTh CO3HAHUS U NICHX03. Y
TMFOZCH C dmmiaencueit MOryT HaOMIOIAThC (POKATBHBIC HIIM TCHEPATN30BAaHHbBIC NMPHIAAKH. POKATbHBIC MPHIIAIKA
MIOPAXKAKOT ONPEACICHHYIO 001acTh MO3ra. B OTiIMume OT 3TOr0, TeHEPAaNH30BAHHBIC NMPHIAAKH 3aTPArHBAIOT BCC
obnactu Mo3ra. K coskaseHHIO, SIHIICNICHS MOKET HAYaThCS B TCUCHHE MEPBBIX HECKOJIBKHX MECALCB KHU3HH, KaK 3TO
HaOmoaacTcs y mamueHtoB ¢ EIMFS w panscii merckoi smunentmucckoil sHue(anomarucii (EIEE). EIMFS
MPSACTABIACT CO00H THKSIYIO (PAPMAKOPEIUCTCHTHYIO SMAICTICHEO C BBICOKOH YACTOTOH BHE3AMHON HCOXKHIAHHON
cMmepru npH >mwrencud. Havamo npunaakos y manueHToB ¢ EIMFS yacTo nmpoucXoIuT B EPBbIH MECSI] KH3HH.

KCNT1, Taxke H3BECTHBIN KaK MOCIICI0BATCIFHOCTD, MOJ00HAS AKTHBHPOBAHHOMY KambimeM K + kaHamy
(SLACK), K¢g4.1 u Slo2.2, mpeacrapnsaet co00ii CyObCAMHAIYY YIPABIACMOTO HATPHEM KATHCBOTO KAHANA, KOTOPAst
obpasyeT TerpamepHsii kanan ¢ KCNT2 mia onmocpeoBaHUS HATPHI-UYBCTBHTCIBHOTO KAMHCBOTO TOKA B PAAC
HEHPOHHBIX KICTOK. B oprammsme denomeka 3Kcmpeccupyrorcs ase craiic-uzodopmsr MPHK KCNTI1. 3rtm
n30(hopMBI MOTYT TIPOXYLMPOBATh PA3HbIC OCIKM C PA3HBIMH JICKTPOQH3MUCCKAMH CBOWCTBAMH, AHAJOTHYHBIC
papuanTam n3odopm SLACK, o6Hapy HBacMbIM Y TPBI3YHOB.

Mytannn ¢ ycunerneM ¢QyHKimr B KCNT1 MOryT BBI3BIBATh HECKOJNBKO THIIOB JITHICIICHH, BKIFOUASL
ADNFLE u EIMFS. Ha ceromusimanii AcHb Bce MyTammu KCNT1, oOHapy>KeHHBIC Y MAIMEHTOB C JIMJICTICHCH,
MPSACTABIAIOT COO0H MHCCCHC-MYTALMH, KOTOPBIC MPHBOAAT K yeuiacHnro (pyrkmn 6emka KCNT1. Ot Muccenc-
MYTalM{ TPUBOAAT K TOBBINICHHIO AKTHBHOCTH KAIMECBOTO KAHAJA W YBEIMUYCHHIO NMUKOBOTO KAJHEBOTO TOKA.
[TpumepHo 42-50% ciyqaes EIMFS o6ycnoBieHs! yeuineHneM (QyHKIHOHATGHBIX MyTanmii KCNT1.

CymnuocTts m3odperennst
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B mHacTosmee BpeMs CYINECTBYET HEJOCTATOK IIPHEMJICMBIX BAPHAHTOB JICUYCHUA MIIAJCHYCCKUX
sHnedanonaTuii 1 Snuaencui. Takum 00pazoM, STH COCTOSHHUS MPEACTABILIIOT COO0H BRICOKYO HEYOBJICTBOPCHHY O
nmoTpeOHOCTh.  Kpome  TOro, CymecTByeT MHOXKECTBO  CIIy4acB  OSNHJCICHH, KOTOPBIC  SBILIFOTCS
(bapMaKOPC3UCTCHTHBIMH, B PE3YJIBTATC YCTO Y MANUCHTOB MPAKTHUCCKHA HET TCPANCBTUUCCKHX BO3MOYKHOCTCH.
[To3ToMy LEJIBE0 HACTOSIIETO JOKYMCHTA SBIACTCA OOCCIICUCHHWE COCIMHCHUN, CIOCO00B M (DapMaleBTHUICCKHX
KOMIIO3HIMH [T JICUCHHUS TAKUX 3200 ICBaHHH.

B JAaHHOM JOOKYMCHTC HNPCATTIOKCHBI COCAUHCHUA, CHocoOBI U (l)apMaI_leBTI/I‘IGCKI/Ie KOMIIO3HIIHH I
cHIpKeHU KonmdecTBa im akTuBHOCTH PHK KCNT1 1, B HEKOTOPBIX BapHAHTaX OCYINCCTBICHUS, UL CHIKCHUA
kosmuecTBa wim aktuBHOCTH Oenka KCNT1 B kieTke uim y cyObekTa. B onpeeie HHbIX BApHAHTAX OCY IECTBIICHHS,
CyOBEKTOM ABIACTCA PeOCHOK. B onpeneieHHBIX BAPHAHTAX OCYIIECTBIICHUS Y CYOBEKT HMECTCSA HEBPOJIOTHIECKOS
3aboneBaHue. B onpencneHHBIX BAPHAHTAX OCYINECTBICHHS HEBPOJIOTHMYECKOE 3a00JCBaHHE BKITIOYACT
sHuedanonatuio. B ONpeAeIeHHBIX BApHAHTAX OCYINCCTBICHHS HEBPOJOTHYECKOE 3a00JCBAaHHE BKIIOYACT
SNMWICNCHIO. B ompeneneHHBIX BAPHAHTAX OCYINCCTBICHUS HEBPOJIOTHYECKOE 3a00JICBAHHE IPEICTABIICT COOOH
EIMFS. B omnpeacncHHBIX BapHAHTAX OCYINECTBICHHUS HEBPOJIOTHUYECKOEC 3a00JCBAHHE NPEACTABIACT COOOH
ADNFLE. B onpeneicHHbIX BAPHAHTAX OCYIICCTBICHHA COCIUHCHHSA, IPUTOIHBIC I CHIDKCHUS KOJIMYECCTBA UK
akrupHocTH PHK KCNTI1, mnpenctaBmsroTr co00OH OJHIOMEpPHBIC COCIMHCHHA. B ONPEICICHHBIX BAPHAHTAX
OCYLICCTBJICHUS COCAMHCHHA, nIpuroxseie 11 cHmkeHHA skcnpeccud KCNT1 RNA, mpeacraBmsmor coOoit
MOAU()HIHPOBAHHBIE OJTUTOHY KJICOTHIbL

Taxoke B JAaHHOM JOKYMEHTE IPEUIOKCHBI CIOCOOBI, MPUTOAHBIC A1 OOJICTYCHHUS IO MCHBIICH MEPe 0THOTO
CHMIITOMA WJIH TIPH3HAKA HCBPOJOTHYCCKOTO 3a00cBaHHMA. B ONpeAcHICHHBIX BAPHAHTAX OCYMICCTBICHMA
HeBpoJloruueckoe 3abosiesaHue npeactasiier coboii EIMFS. B ompenencHHBIX BapHaHTaX OCYILICCTBICHHS
HCBPOJIOTHUCCKOE 3a00jcBaHue mpeactaBsieT coooir ADNFLE. B onpencacHHBIX BapHAHTAX OCYIICCTBICHHS IO
MCHBIICH MCPEC OAWH CHMIITOM HJIH IIPH3HAK BI>I6I/IpaIOT U3 TNPHUIIAOKA, MOBPCIKACHUA MO3Td, ACMHCIHHHU3ALNH,
THINOTOHUH, MHKpoUe(atuy, ACTpecCHH, TPECBOTH, KOTHHTHUBHOH (yHKumH. B ompeaenceHHbIX BapHaHTaX
OCYIICCTBIICHUA CHOC06I>I, NPCIIOKCHHBIC B JAHHOM JOKYMCHTC, MPHMCHUMBI IJIA YMCHBIICHHA BO3HHKHOBCHUA
mpunagka. B onpeacieHHBIX BAPHAHTAX OCYINCCTBICHHUS CIIOCOOBI, PACKPBHITBIC B HACTOSINEM JOKYMCHTE,
TMPUMCHUMBI OJ11 YMCHBIICHHUA TAOKCCTH IMPUIIAIKA.

MoapoOHoe onmcanue CYNHOCTH H300PeTeHus

Creayer moHHMATh, YTO W HPEANICCTBYIOIEE OOINEe OMHCAHWE, W MOCIEAYIoImEee MoAPOOHOE OIHCAHUC
ABJIIOTCA TOJIBKO IMPHUMCPHBIMHU W MOSICHUTCIIBHBIMA H HEC SBJIIFOTCA OTPAHUYHTCIIBHBIMH. B xoHTCKCTE JAHHOTO
JOKYMEHTA HCTIOJIB30BAHHE CIHHCTBCHHOTO YHCIIA BKJIFOYAECT MHOKECTBCHHOE YHCIIO, CCIIH CIICIHABHO HE YKA3aHO
wHOe. B JaHHOM KOHTEKCTE HCIONB30BAHHC HIIM» O3HAYACT «W/MIIM», €CIH HE yKa3zaHo mHoe. Kpome ToTO,
HCTIOJIb30BAHHE TEPMHIHA «BKIFOUAM», a TAKKE APYTHX (JOPM, TAKHX KAK «BKIFOYACT» H «BKIFOUCHHBIIN», HE SBIICTCS
OIrPAaHUTHBAIOIIAM. KpOMe TOTO, TAKHC TCPMHUHBI, KaK «3JICMCHT» HJIH KKOMIIOHCHT» OXBATBIBAKOT KAK 3JICMCHTHI,
TaK U KOMIOOHCHTBI, COACPKAIMUE OAHY COUHHIYY, W 3JICMCHTBI H KOMIIOHCHTBI, KOTOPBIC COOCPIKAT Oonee OZ[HOﬁ
CyObEIHHUIIBI, €CITH KOHKPETHO HE YKA3aHO HHOC.

3aroJI0BKH Pa3IeioB, UCIOIb3YEMbIC B JAHHOM ONHCAHUY, MPEAHAZHAYCHBI TOJIBKO /U OPTaHU3AI[HO HHBIX
ueneﬁ U HC JOJDKHBI TOJIKOBATBHCSA KAK OTPAHUYHBANOIINC OIHCAHHBII opeaMcET. Bee JAOKYMCHTBI HJIH YacCTH
JAOKYMCHTOB, MPOLUTHPOBAHHBIC B Z[aHHOﬁ 3a4BKC, BKIIXOYAA, HO HC OTPAHATHBASCH, MMATCHTHI, 3ajBKH HA MATCHTHI,
CTAaThbH, KHUTH U TPAKTATBI, NPIAMO, a TAKIKEC B IOJTHOM 00BEME BKIIFOUCHEI B I[aHHLIfI JAOKYMCHT MOCPEACTBOM CCBLIIKH
B OTHONICHHH YaCTCi JAOKYMCHTA, 06Cy>K£[aeMI>IX B JAHHOM TCKCTC.

Onpeoenenus
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Ecim He nmpeacTaBneHbI KOHKPETHBIC ONPEACIICHIS, HOMCHKIIATYPa, UCIIOIb3yEMAas B CBA3H C OIHCAHHBIMHA
3[€Ch OPOICAYpPaMH M METOAMKAMH AHATHTHYCCKOM XHMHH, CHHTCTHUCCKOM OPraHHYCCKON XUMHUH, A TaKKe
MEIUIMHCKOH U (papManeBTHUCCKOW XUMHH, XOPOIIO M3BECTHA M IMHPOKO HCMOJB3YETCI B JAHHOH oOmactu. Tam,
IJIE 3TO Pa3pEIICHO, BCE MATCHTHI, 3aBKH, OIyOIHKOBAHHbIC 3asBKH U APYTHE Iy OJIMKALUH, a TAKXKE IPYTHE JAHHbIC,
YIIOMHHACMBIC B PACKPBITUH, BKIIOUYCHBI B JAHHBIA JOKYMEHT MOCPEACTBOM CCBUIKH BO BCEH CBOCH MOJIHOTE.

Ecmm He yka3zaHO HHOE, IPHBEICHHBIC HI)KE TEPMHHbBI HMEIOT CIICAYIOINUC 3HAUCHHUS:

ONPEJAEJIEHUA

B KOHTEKCTE JAHHOTO TOKYMCHTA TCPMUH «2'- IC30KCHHYKICO3HI) 03HAYACT HYKJICO3H I, COACP KALIIA 2 -
H(H) nesoxcupuOO3WiIbHBI caxapHbIi  (pparmMeHT. B OmpeacicHHBIX BapHaHTAaX OCYIICCTBICHUA 2’-
JIC30KCHHY KJICO3U/I MPEACTABIACT 0001 2’ -B-D-1e30KCHHYKICO3H U COACPKUT (PparMeHT 2’ -f3-D-1e30KcupruOo3
caxapa, Kotopbri wmmeer P-D-xkoH(urypamumro, Kak OOHApy’»KCHO B  BCTPCUANOINUXCA B  NPHPOAC
Je30KkcHpUOOHYKIeHHOBBIX KucnoTax (JJHK). B ompeaeneHHBIX BapHaHTaX OCYINECTBICHHS 2’ -A¢30KCHHYKICO3UT
WIH HYKJICO3HJ, BKITIOYAOIIMH HEMOAU(DUIMPOBAHHBIN 2’-IC30KCHPHOO3HIBHBIN CaXapHbIH (hparMeHT, MOXKET
BKJTIOYaTh MOAH(DHIHMPOBAHHYIO HyKJICOTHIHOC OCHOBAHHC MJIM MOKET BKIFOUaTh HyKkjIeoTuaHoe ocHoBanue PHK
(Ypauu).

B koHTEKcTe JAaHHOTO JOKyMEHTa TepMuH «2°-MOE» mmn «2’-MOE- caxapHslif ()parMeHT» O3HAa4dacT
rpymny 2°-OCH,CH>OCHs Bmecto 2°-OH rpymmel (pparmMeHTa pHOO3WIbHOrO caxapa. «MOE» ozHausaeT
MCTOKCHITHIL

B xoHTeKcTe maHHOTO AOKyMeHTa TepMuH «2°- MOE Hykieo3um» 03Ha4aeT HyKJICO3HN, COACp KaIuii 2 -
MOE caxapHslii (hparMeHT.

B KoHTEKCTE JAHHOTO JOKYMEHTa TepMHH «2’-OMe» mmn «2°-O-MeTHIcaxapHsIi ()parMeHT» O3HAYaeT 2’°-
OCHj; rpymmmy Bmecto 2°-OH rpymimsl prOO3HIBHOTO CAXapHOTO (PparMeHTa.

B KOHTEKCTC JAHHOTO AOKYMCHTA TCPMHH «2’- OMe HYKICO3HI» 03HAYACT HYKJICO3HA, COACpIKAIIuii 2’-
OMe caxapHBIii (pparMeHT.

Hcnonp3yeMblii B TaHHOM JOKYMCHTE TCPMHH «2'-3aMCINCHHBIH HYKICO3HI» O3HAYACT HYKICO3HI,
coacpkamuii  2'-3aMCINCHHBIA caxapHeld (pparmeHT.  Mcmoms3yeMblii B JaHHOM JOKYMCHTC TCPMHH «2'-
3aMCIICHHBII MO OTHOIICHHIO K CAXapHOMY (PparMeHTY O3HAYACT CaXapHBIH (DparMeHT, CoacprKaIiii Mo MEHbIICH
Mepe OHY 2'-3aMCINAOIIY 0 rpyIny, oTmuHyk0 ot H mm OH.

B konTekcTe JAHHOTO OOKYMCHTA TCPMHH ((S-MGTI/IHI.[I/ITOSI/IH» O3HAYACT IUTO3HH, MOI[I/I(I)I/II.[I/I]Z)OB.’:IHHI)I?I
MCTHJIbHOH IPYNIIOH, MPHCOCIWHEHHOH B OIOKCHAH 5. S-METHIIUTO3HH MIPEACTABIIECT COO0H MOAN(DHIIPOBAHHOE
A30THCTOE OCHOBAHHE.

B KOHTEKCTE TAaHHOTO JOKYMECHTA TEPMHH «BBEACHUE» 03HAYaeT obecneucHue (papManeBTHIESCKOTO arcHTa
CYOBEKTY.

Hcnonpzyemprii B TaHHOM [JOKYMEHTE TCPMHH «AHTHCMBICIIOBAasS AKTHBHOCTBY» O3HAYACT IO00C
0OHApY KUBACMOC H/WIIH H3MEPHMOE H3MEHCHHE, CBI3AHHOE C THOPHAN3AIMEH aHTHCMBICTIOBOTO COCIUHEHHS C €TO
LENCBON HYKJICHHOBOH KHCIOTOH. B ONpeacncHHBIX BAPHAHTAX OCYINECTBICHHS AHTHCMBICIOBAS AKTHBHOCTh
MPSACTABIACT CO00H YMCHBINCHHC KOJIMYCCTBA WM 3KCIPCCCHH ICICBON HYKICHHOBOW KHCJOTHI WM OCIKA,
KOJUPYEMOT0 TaKOH LEICBONH HYKICHHOBOH KUCIOTOM, IO CPABHEHUIO C YPOBHAMU LEJICBON HYKICHHOBOM KHCJIOTHI
HJTH YPOBHAMHE LEJICBOTO OCIIKA B OTCYTCTBUE AHTHCMBICTIOBOTO COCAMHCHUS.

Hcnonpzyemplii B JAHHOM JOKYMCEHTE TEPMHH AHTHCMBICIIOBOC COCIMHCHHC)» O3HAYACT OJIMTOMEPHOC
COCAMHCHHUE, CTIOCOOHOE 00ECTICYHTH 10 MCHBIICH MEPE OTHY AHTHCMBICIIOBYIO AKTHBHOCTb.

Ucmonp3yemblii B TaHHOM JOKYMCHTS TCPMHH «OCTA0JCHHC» NPHMCHUTCIBHO K JICUCHHK) O3HAYACT
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0OJIeTYCHHE TI0 MCHBIICH MEpE OXHOTO CHMIITOMA IO CPABHEHHUIO C TEM KE CHMIITOMOM B OTCYTCTBHE JICUCHUSI. B
OTIPECTICHHBIX BAPHAHTAX OCYINECCTBICHHUA OCIA0JICHUE NMPEACTABIICT COO0H YMEHBIICHNE TSHKECTH HIIH 4aCTOTHI
CHMITTOMA HJTH 33JCP>KKH HACTYIUICHHS HJIH 3aMEJICHHS IPOTPECCHPOBAHMS TSDKSCTH HIIH YACTOTHI CHMIITOMA.

Hcnonpzyemplii B JaHHOM JOKYMCHTE TCPMHH «OMIMKIMYCCKHH Hykiaeo3ua» mimu «BNA» ozHawaer
HYKJICO3HU I, COJCP KAIIHI OMIUKITHUCCKHH CaXapHbIi (PparMeHT.

Hcnonpzyemelii B JAHHOM JOKYMEHTE TEPMHH «OHIUKIHYCCKHH caxap» WM «OHIUKIHYCCKHH CaXapHbIH
(pparMeHTY 03HAYACT MOIU(DUIIMPOBAHHBINA CAXapHBIH ()PArMCHT, COACPKAINHI 1Ba KOJIBLA, MPHYCM BTOPOC KOJIBLIO
00pa30BaHO Yepe3 MOCTHK, COCIMHSIONIMI JBA aTOMa B NEPBOM KOJBLE, TEM CAMbBIM 00pasys OHIHKIMYCCKYIO
CTPYKTYpY. B ompeaencHHbIX BapHAHTAX OCYINECTBICHHU S H300PETCHUS IEPBOE KOJIBLO OHIUKINYECKOTO CaXapHOTO
(pparMeHTA TPEACTABIACT COOOH (PypaHO3WIBHBIH (PparMeHT. B ONpeacncHHBIX BAPHAHTAX OCYIICCTBICHHA
H300peTeHUsI OULHKINYCCKHN CaxapHbIi ()parMeHT HE COACPKUT (DY PaHO3HIIBHBIN ()parMeHT.

B xoHTEKCTE JAaHHOTO JOKYMEHTA TEPMHUH «PACINCIUIIEMBbIH (PparMeHT» 03HAYACT CBA3b HIIH TPYTIITY aTOMOB,
KOTOPBIC PaCHICIUULIIOTCA B (PH3HOJOTHYCCKUX YCIOBHAX, HAPUMED, BHY TPH KJICTKH HJH CyOBCKTA.

B koHTEKCTE JAHHOTO MOKYMCHTA TCPMHH «KOMIUICMEHTAPHBIN» IO OTHOLICHHIO K OJIMTOHYKJICOTHAY
03HAYAET, YTO 0 MeHbIeH Mepe 70% HYKICOTHIHBIX OCHOBAHHWI OJIMTOHYKJICOTHAA MM OJHOH mim Gosee ero
o0JacTeli U Hy KJICOTHIHBIX OCHOBAHUI IPYTOH HYKJICHHOBOM KUCIOTHI WITH OHO HiH 00J1ee ee obmacteii criocoOHbI
00pa3oBbIBATH BOJOPOAHBIC CBA3H C APYT APYIOM, KOIZA IIOCIEAOBATECIBHOCTh HYKJICOTHAHBIX OCHOBAHHI
OJIMTOHYKJICOTHAA U APYTON HyKJICHHOBOMN KHCJIOTHI BBIPOBHCHBI B IPOTUBOIOIOKHBIX HANIPABICHIAX. B KOHTEKCTE
JAHHOTO JOKYMCHTA TCPMHH «KOMIUICMCHTAPHBIC HYKJICOTHAHBIC OCHOBAHID) 03HAYACT HyKICOTUAHBIC OCHOBAHUS,
KOTOPBIE CIIOCOOHBI 00PA30BBIBATh BOJAOPOJHBIC CBA3U APYT C APyroM. KoMIUIeMEHTapHbIC Maphl HYKICOTHIHBIX
OCHOBaHHI BKIOYAROT aneHuH (A) ¢ TumuaoM (T), anenus (A) ¢ ypammiom (U), uutosun (C) ¢ ryaruaoMm (G), u 5-
merwimuro3uH (mC) ¢ ryannsoM (G). KoMmiemMeHTapHbIC OJMTOHYKJICOTHABI W/HIH HYKJICHHOBBIC KHCIOTHI HC
JO/DKHBI MMETh KOMIUICMCHTAPHBIC A30THCTHIC OCHOBAaHHS NPH KAXIOM Hykieosmae. Ckopee, MOMyCKArOTCA
HEKOTOPHIC HECOOTBCTCTBHA. B KOHTEKCTE JAHHOTO JOKYMCHTA TCPMHH «IMOJHOCTBEO KOMILUICMCHTAPHBII» HWIIH
«100% KOMIIEMEHTAPHBI 1O OTHOIICHUIO K OJTHTOHY KICOTHY HJIH €TO YaCTH O3HAYACT, YTO OJUTOHY KICOTH T HITH
€ro 4acTh KOMIUICMEHTAPHBI JPYTOMY OJHIOHYKJICOTHIY HJIH HyKICHHOBOH KHCIOTEC B KAXKIOM HYKJICOTHIHOM
OCHOBAHHH OJHTOHYKICOTHA.

B KOHTEKCTE AAHHOTO MOKYMCHTA TCPMHH «KOHBIOTATHAs TPYNIa» O3HAYACT TPYIITy aTOMOB, KOTOpPasd
HETIOCPEACTBCHHO HMJTH KOCBEHHO IPHCOCAMHCHA K OJIMTOHYKICOTHAY. KOHBIOTaTHBIC TPy Bl BKIIOYAIOT (PParMECHT
KOHBIOTATA M THHKEP KOHBIOTATa, KOTOPBIH MPHCOCIWHACT KOHBIOTATHBIH (DPArMEHT K OJTHTOHYKJICOTHAY.

B kOHTEKCTE TAHHOTO JOKYMCHTA TCPMHH «JIHHKEP KOHBIOTATa » O3HAYACT OJUHAPHYIO CBS3b HJIH TPYIITY
aTOMOB, COJCP)KAIYI0 N0 MCHBINCH MEpe OXHY CBA3b, KOTOpas coeAuWHACT (DparMEHT KOHBIOrata C
OJIUTOHYKJICOTHIOM.

Hcnonpzyemelii B JaHHOM JOKYMEHTE TEPMHH «(parMeHT KOHBIOTaTa» O3HAYACT IPYIITY aTOMOB, KOTOPas
MPHCOCIMHEHA K OJTMTOHYKIICOTHAY Yepe3 THHKEP KOHBIOTara.

Hcnonpzyemerii B JAHHOM TOKYMCHTE TEPMHH «CMCEKHBIH» B KOHTEKCTEC OJHTOHYKJICOTHIA OTHOCHTCS K
HYKJICO3UIAM, a30THCTBIM OCHOBAHHAM, CAXapHBIM (PparMEHTaM WM MEKHYKICO3HAHBIM CBA3AM, KOTOPBIC
HETIOCPEACTBCHHO MPHUMBIKAIOT APYT K ApYyry. Hampumep, «cMeKHBIC a30THCTHIC OCHOBAHW» O3HAYACT a30THCTHIC
OCHOBAHHS, PACTIONIOKEHHbIC HETMTOCPEACTBECHHO PSIOM APYT C IPYTOM.

B KkOHTEKCTe JAaHHOTO MJOKYMEHTA TEPMHH «OTPAHMYCHHBIA OTWD», W «cEt», mmm «cEt-
MOIU(PHIMPOBAHHEIH caxap» 03Ha4aeT (hparMeHT B-D-prOo3nir ONIMKIMYECKOTO CaXapHOTO (PparMeHTa, B KOTOPOM

BTOPOC KOJTBIO OMIMKIMYCCKOTO caxapa oOpasyeTcs uepe3 MOCTHK, coeauHsaromuil 4'-yriepon u 2'-yruepoxa B-D-
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PpUOO3MIEHOTO CaXapHOTO (pparMeHTa, rae MocTHk umeeT (popmyiny 4'-CH(CH3)-O-2', a MeTUIbHAS TPyIIIa MOCTHKA
HAXOAUTCA B S-KOH(pHUTYpaIyy.

B xoHTeKCcTe MAHHOTO NOKYMEHTa TepMHH « CEt HyK/Ico3Wa» O3HAYaeT HYKICO3HI, COICPIKAIMI
MOIU(PHUIMPOBAHHBIH caxapHbIH (parmeHT cEt.

Hcnonp3zyemelit B JAHHOM JOKYMEHTE TEPMUH «XHPAJbHO 000TAIECHHAS MOy JIIIID 03HAYAECT MHOKECTBO
MOJIEKYJI C HACHTUYHOH MOJICKYJIIPHOH (popMyIoif, B KOTOPOM KOJHYECTBO MMM IMPOICHTHOE COACPKAHUE MOJICKY I
B IOTYJISIIIUH, KOTOPBIC HMCIOT KOHKPETHY 0 CTEPEOXHMHYCCKYIO KOH(QHIYPAIHIO B KOHKPETHOM XHPAJIbHOM LICHTPE,
NOPEBBIACT KOJHUCCTBO HJIH TPOLCHT OXHUAACMBIX MOJICKYJI, KOTOPBIC HMCKHT Ty JKE KOHKPCTHYIO
CTEPEOXUMHUYCCKYIO KOH(PHUIYPALHIO B TOM K¢ KOHKPETHOM XHPAJIbHOM IICHTPE B IOIYJIAIHH, €CITH KOHKPETHBIH
XHPAIBHBIA LEHTP OB CTEPEOCIyUaiiHbIM. XHPaTbHO OOOTAINCHHbIC MOMYJIAHH MOJCKYJ, HMEIOIUX HECKOIbKO
XUPAIbHBIX LEHTPOB BHYTPU KAKAOM MOJICKYJIBI, MOTYT COACPXATh OJWUH WM HECKOJBKO CTEPEOCIYYaAMHBIX
XHPAIBHBIX LEHTPOB. B ompenaecncHHBIX BApHAHTAX OCYINECTBICHHS MOJICKYJBl MPEACTABIAIOT COOOMH
MOIU(PUIMPOBAHHBIC OJUTOHYKJICOTHIABL. B OMpencicHHBIX BAPHAHTAX OCYINECTBICHUS MOJICKYJIBI MPEACTABISIOT
co00# COeAUHCHHUS, COACPIKAIUE MO U (PUITHPOBAHHBIC OJTUTOHYKJICOTHIBI.

Hcnonp3yemslii B JAHHOM JOKYMCHTE TEPMHH «T3IIMEP» 03HAYAeT MOAH(DHIIMPOBAHHBIA OJTHTOHYKICOTH,
coAcprKaIuil BHYTPEHHIOK 00JaCTh, HMCIOIIYIO MHOKECTBO HyKJICO3HAOB, KOTOPBIC CMIOCOOCTBYIOT PACIICIIICHUIO
¢ momompio PHKaser H, pacmosioskeHHYy:0 Me)KQy BHCIIHUMH OOJACTAMH, COACPKAIIMMH OJUH WM Ooiee
HYKJICO3UOB, IPHYEM COACPKAIHECS BO BHYTPSHHEH 001aCTH HY KJICO3HABI XHMUUCCKH OTJIMYAOTCS OT HYKJICO3H A
WM HYKJICO3HAOB, KOTOPBIE COACPIKATCA BO BHEIIHHX 00JacTAX. BHYTpeHHAI 001aCTh MOXKET HA3bIBAThCS «TIID», 4
BHEIIHHE 00JACTH MOTYT HA3bIBAaThCHA KPBUIbsIMK». ECIH HE yKa3aHO HHOE, «I3IMEP» OTHOCHTCH K CaXapHOMY
MoTHBY. Ecin He yka3aHO MHOe, caxapHbIi ()parMeHT KKIOTO HyKJICO3Ua pa3phiBa MPEACTaBIIET coboii 2’-f-D-
JIC30KCHPHOO3UIBHBIN caxapHbIid (pparmeHt. Takum 00pazom, TepMuH «MOE-ramMep» 03HAYACT IIMMEP, HMCIOIIHEA
pa3psIB, coaepramii 2’ -3-D-ae30KCHHYKIICO3HIBL, H KPbLTbs, coaepskamue 2’ -MOE Hykiaeo3uabl. Ecu He yka3zaHO
uHoe, ramvep MOE mMoxkeT comep KaTh OHY HIIH HECKOJIBKO MOTU(PHITMPOBAHHBIX MEKHY KJICO3HIHBIX CBA3CH H/UITH
MOTU()HIMPOBAHHBIX HYKJICOTHIHBIX OCHOBAHHIA, W TAKHC MOAH(HKAIHH HEC 0OM3aTCIPHO CICAYIOT IIIMMCPHOMY
o0pasmy MoaupuKaAIUi caxapa.

B KOHTEKCTE AAHHOTO JOKYMCHTA TCPMHH «OOJACTh TOPAYCH TOUKH» MPESACTABIBICT COOOH IHAma3OH
HYKJICOTHIHBIX OCHOBAHHH B HyI(J'IGPIHOBOfI KHCJIOTC MHIICHH, KOTOpLIﬁ moaAdacTCA CHHKCHHIO KOJIHYCCTBA HIIH
AKTHBHOCTH HyKJ'IGHHOBOfI KHCJIOTBI-MHIICHH IO HGfICTBI/IeM OJIMTOMCPHOTO COCOUHCHHAA.

HCHOJ’IBSYGMI)I?I B JAaHHOM JOKYMCHTC TCPMHH «I‘I/I6pI/I,Z[I/[33].II/I$I» O3HAYACT CHAPHBAHHUC HWJIH OTKHT
KOMIUIEMCHTAPHBIX OJTMTOHYKJICOTHAOB H/WITH HY KJICHHOBBIX KHCJIOT. He OTrPaHUYIHUBAACH KOHKPCTHBIM MCXAHU3MOM,
HAuOOICe PACHPOCTPAHCHHBIH MEXAaHW3M THOPHIM3ALMH BKITHOYACT BOJOPOJHYHO CBS3b, KOTOPAs MOYKET OBITH
BOJOPOIHOW CBs3pI0 YoTcoHa — Kpuka, XyrcTuHa Wi OOpaTHOW BOJOPOHOH CB3pI0 XYICTHHA, MEXKAY
KOMIUTEMCHTAPHBIMHA a30THCTBIMU OCHOBAHHUAMH.

B KoHTEKCTE TAHHOTO TOKYMCHTA TSPMHH «MC)KHYKJICO3HIHAS CBA3b)» O3HAYACT KOBAJCHTHYO CBA3b MCIKIY
CMCSKHBIMH Hy KJICO3HIAMH B OJIMTOHY KJIeoTHAC. McTionp3yeMblii B JAHHOM JOKYMEHTE TEPMHH «MOIH(PHITMPOBAHHASL
MCKHYKJICO3HIHAS CBA3b» O3HAYACT JHOOYH MCKHYKICOSHAHYIO CBA3b, OTAHMYHYK OT (pochoampupHoit
MCKHYKICO3UIHOH  cBs3u.  «@ocdopornoarHas  MEKHYKICO3HOHAS ~ CBA3b»  NPEACTABIIET  coOOH
MOIU(PHIMPOBAHHYK) MCKHYKICOSHIHYEK) CBS3b, B KOTOPOH ODMH H3 HEMOCTHKOBBIX ATOMOB KHCIIOPOZA
(ochoam>pupHOH MEKHYKICO3HIHON CBA3H 3aMCINACT aTOM CCPBL.

Hcnonp3yemslii B JaHHOM JOKYMCHTE TEPMHH «JTHHKEP-HY KJICO3HI» O3HAYACT HYKJICO3H, KOTOPBIA MPAMO

WA KOCBCHHO CBA3BIBACT OJIUTOHYKIICOTH C (I)par MCHTOM KOHBIOIaTa. HHHKCp-HyKJICOSHI[BI PacnoJIOKCHBI BHYTPH
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JTHHKEpPA KOHBIOTATa OJIHTOMEPHOTO COCANHEHHA. JIMHKEP-HY KJICO3HIbI HE CUHTAFOTCS YaCTHIO OJHTOHY KICOTHIHOH
YACTH OJIMTOMEPHOTO COCAMHCHHS, JAXKE CCITM OHU SBILFOTCS CMEKHBIMHE C OJTUTOHYKIICOTHIOM.

Hcnonpzyemplii B TaHHOM [JOKYMCHTC TEPMHH «HCOHIUKIMYCCKUH MOIH(PHINPOBAHHBIN CaxapHBIH
(pparMeHT» 03HaYaECT MOAM(UIMPOBAHHBIN CaXapHBIH (PparMeHT, KOTOPBIH CONCPKHUT MOAU(DUKAIMIO, TAKYI0 KaK
3aMECTHUTENb, KOTOPas HE 00pa3yeT MOCTHK MEXIY ABYMSI aTOMaMH caxapa ¢ 00pa30BaHHEM BTOPOTO KOJIBIIA.

B KOHTEKCTe MAaHHOTO JOKYMCHTA TEPMHH «HECOBIAJCHHEC» MWIIH «HECKOMIUICMCHTAPHBIN» O3HAYAcT
HYKJICOTHIHOEC OCHOBAaHHE IICPBOTO OJIMTOHYKJICOTHIA, KOTOPOE HE KOMIUIEMCHTAapHO COOTBECTCTBYIOIIEMY
HYKJICHHOBOMY OCHOBAHHIO BTOPOTO OJIMTOHYKJICOTHIA WIH HYKJICHHOBOHM KHCJIOTHI-MHIICHH, KOTJA NEPBBIH H
BTOPOH OJIUTOHY KJICOTHI, BHIPOBHCHBI.

B KoHTEKkcTE JAHHOTO AOKYMEHTA TEPMHH «MOTHB» O3HA4aeT CTPYKTYPY HEMOAH(HIUPOBAHHBIX H/HIH
MOJU(PUIMPOBAHHBIX CAXapHBIX (PPATMEHTOB, HYKJICOTHIHBIX OCHOBAHHH W/HJIH MEKHYKJICO3HIHBIX CBiI3CH B
OJIMTOHYKJICOTHC.

B KOHTEKCTE HJAaHHOTO JOKYMECHTA TEPMHUH CHEBPOJIOTHYECKOE 3a00JICBAHUE» 03HAYACT 3a00JICBaHUE MO3Ta,
LCHTPAJIbHONH HEPBHOM CHCTEMBI, NepH(pepHueCKOd HEPBHOHM CHCTEMBI WM HX KoMOumHaumumioo. Hesposiorumueckoe
3a007€BaHUE MOJKET OBITH OTMEUCHO IO MEHBIICH MEpe OJHUM M3 HapyHICHHA (DYHKIMH HCHPOHOB, HOBPESKICHHS
HCHpPOHOB W rHOETH HEHpoHOB. Hewpomormueckoe 3a00JCBAaHHE MOKET BKJIIOYATH CHIDKCHHC JBHTATCIBHOMN
(¢yaxuun. HeBponoruueckoe 3a001€BaHIE MOYKET BKIIFOUATh CHIDKCHHE PETYJIILHH MOTOPHKH.

Hcnonp3yemslii B JAHHOM JOKYMEHTE TEPMHUH «a30THCTOC OCHOBAHHE» O3HA4AeT HEMOAM(PHIMPOBAHHOE
A30THCTOC OCHOBAaHHE HJIH MOJU(DHUIMPOBAHHOE Aa30THCTOC OCHOBAHHE. B KOHTEKCTE JaHHOTO JOKYMEHTa
«HEMOAU()UIIMPOBAHHOE HYKJIICHHOBOC OCHOBaHHEY O3HauaeT aacHuH (A), TumuH (T), murosuH (C), ypauun (U) wim
ryaauH (G). B KoHTekcTe JaHHOTO MOKYMEHTAa TEPMHH «MOAU(DHIMPOBAHHOE HYKJICOTHIHOE OCHOBAHHE»
MPEACTABIACT COOO0H rpymmy aTtoMmoB, OTIHYHBIX OT HemomupuuupoBaHHBIX A, T, C, U mwm G, cmocoOHBIX
00pa3oBBIBATE MAPHI MO MCHBINCH MEpPEe C OJHHM HEMOIU(DHIMPOBAHHBIM HYKICOTHIHBIM OCHOBAHHCM. «5-
MCTHJILUTO3HH» MPEACTABIICT CO00H MOIU(PHIMPOBAHHOE Aa30THCTOC OCHOBAHHC. YHHBEPCAJIbHOC OCHOBAHHC
TpeACTaBIIET cO00H MOAU(PUIIMPOBAHHOES a30THCTOC OCHOBAHHE, KOTOPOC MOYKET CIAPHUBATHCS C MOOBIM U3 IATH
HeMOIU(pMIUPOBAHHBIX A30 THCTHIX OCHOBAaHWH. McTIONb3y eMblii B JAHHOM JOKYMCHTE TEPMHUH «IOCJICIOBATCIBHOCTh
A30THCTBIX OCHOBAHHWIT» O3HAYACT TMOPSIAOK CMEXKHBIX A30THCTHIX OCHOBAHHH B HYKICHHOBOH KHCIOTC HIIH
OJIMTOHYKJICOTHIC, HE 3aBHCALIMI OT KAKOW-THOO MOAM(UKAIMU caxapa HJIH MOAH(DHKALHA ME)KHYKICO3UIHON
CBS3H.

Hcnonp3yemslit B JAHHOM IOKYMEHTE TEPMHUH «HYKJICO3HI» O3HAYACT COCAMHCHIE, COACPKAIICE A30 THCTOC
OCHOBAHHC W CaXapHbIi (pparMeHT. A30THCTOEC OCHOBAHWE M CAXapHBIH (PPAarMEHT, KOKIBIH HE3aBHCUMO, SIBIISFOTCS
HEMOMU(UIUPOBAHHBIME ~ HIH  MOAW(UIHMPOBAHHBIMH. B KOHTEKCTE  JAHHOTO  JOKYMCHTA  TCPMHH
«MOIU(DUIIUPOBAHHBIN HYKJICO3HA» O3HAYACT HYKJICO3HI, COACpKAIui MOIH(PHIMPOBAHHOEC HYKJICOTHIHOC
OCHOBaHHC W/WIM MOAMDHIIMPOBAHHBIN CaxXapHbIH (parMeHT. MoauuoupoBaHHEIE HYKJICO3HIBI BKIOYAIOT
HYKJICO3UBI, B KOTOPHIX OTCYTCTBYET A30THCTOC OCHOBaHHE. «CBSA3aHHBIC HYKJICO3HABDY HPEACTABILIFOT COOOH
HYKJICO3HUIbI, KOTOPBIC COCAWHCHBI B HEIPEPHIBHYIO ITOCICIOBATECIBHOCTD (T.€. MEKAY CBSI3AHHBIMH HyKJICO3HIAMHA
HET IOMOJIHUTETbHBIX HYKJICO3HIOB).

B koHTEKCTE AAHHOTO MOKYMECHTA TEPMHH «OJMTOMEPHOE COCAWHCHHC» O3HAYACT OJMIOHYKJICOTHI H,
HEOoOs3aTeIbHO, OMMH MU OOJee TONMOJHHTCIBHBIX 3JICMCHTOB, TAKMX KAK KOHBIOTATHASA I'PYIIA HWIH KOHIECBAasA
rpymma. OIuroMepHOE COCIMHEHHE MOXKET OBITh CIIAPEHO CO BTOPHIM OJHIOMECPHBIM COCAHHCHHEM, KOTOPOC
KOMIDIEMCHTAPHO TICPBOMY OJIMTOMCPHOMY COCAMHCHHIQ Y MOKET OBITh HE cmapeHo. «OmHOLEmoYedHOe

OJIITOMEPHOC COCANHCHHC) MPCACTABIACT COO0H HECHAPCHHOC OJHTOMEPHOS COCANHCHAC. TSPMHUH «OJITHTOMCPHBII
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AYTJICKC» O3HAYACT AYTIJIICKC, 06paSOBaHHBIﬁ ABYMSI OJTMTOMCPHBIMH COCTHHCHUAMHA, HMCIOIIHMHA KOMITJICMCHTAPHBIC
MOCJICIOBATEILHOCTH A30THCTHIX OCHOBAaHMH. Kakaoe oMroMepHOE COSAHHEHUE OJHIOMEPHOTO AYIUICKCA MOXKET
Ha3bIBATHCA «AYy MJICKCHBIM OJTMTOMCPHBIM COCTHHCHHUEM) .

HCHOJ’IBSYGMI)I?I B JAHHOM JOKYMCHTEC TCPMHUH «OJUTOHYKJICOTHA» O3HAYACT LCTb CBA3AHHBIX HY KJIICO3HO0B,
CBA3AHHBIX YEPE3 MEKHYKJICO3HAHBIC CBA3H, TJAC KAKABIH HYKJICO3HI M MEKHYKICO3HIHAT CBA3b MOTYT OBITh
MOIu(PUIIMPOBAHHBIMU HIH HeMOIH(PpHIHPOBAHHEIMA. ECTH HE YKA3aHO WHOC, OJUTOHYKJICOTUABI COCTOAT U3 8-50
CBA3AHHBIX HYKJICO3HI0B. MIcnonb3yemMsblii B JAHHOM JOKYMECHTE TEPMHH «MOAH(D)HIMPOBAHHBIN OJUTOHYKICOTHI
O3Ha4yacT OJHIOHYKICOTHA, TIAC IO MCEHBINCH Mepe OJWH HYKJICO3HA WIH MEKHYKICO3HIHAS CBA3b
Moau(uimpoBansl. Vcnoms3yeMblii B JAaHHOM JOKYMCHTE TCPMHH «HEMOIU(HIHPOBAHHBIN OJUTOHYKICOTHI
03HA4aeT OJHMIOHYKJICOTH, KOTOPBIH HE COACPIKUT KAKHX-THOO MOAH(MKAIMH HYKJICO3HAOB WIH MOIH(UKAImH
MEKHYKJICO3UIHBIX CBA3CH.

B KOHTEKCTE JAHHOTO TOKYMEHTAa TEPMHUH «(papMaleBTHICCKH MPUEMIICMbIH HOCHTEb HIIH Pa30aBUTEIDb)
03Ha4aeT M000E BEIECTBO, MOIXOAIIEE A1 MPUMECHEHHS IPH BBEACHUH KHBOTHOMY. HekOoTOpBIC Takue HOCHTEIH
MO3BOJLIEOT COCTABJIATH (hapMALECBTHUCCKUE KOMIIOZHLMU B BHAC, HANPHMEP, TAOJCTOK, NMUMOJb, APAXKE, KAICyJ,
JKHIKOCTEH, reneH, CHpPONOB, B3BeCCH, CYCHCH3MH H MACTHIKH AT NEPOPAlIbHOTO IpueMa cyObekTtoM. B
OIIPENCNICHHBIX BAPHAHTAX OCYINECTBJICHUA (DAPMALICBTHUCCKH IIPHEMJICMbIH HOCHTENb WM pa30aBHTEIb
npeacTaBiIseT cOO0H CTEPUIbHYIO BOAY, CTCPHIbHBIH (PU3HONIOTHYCCKHI PACTBOP, CTCPUIbHBIN Oy epHbIH pacTBOp
HJIH CTCPIIIbHYF0 HCKY CCTBEHHYIO LEPCOPOCTIHHAIBHY IO KUAKOCTb.

Hcnmonp3yemblii B JaHHOM JOKYMEHTE TEpMHH «(apMaleBTHUYECKH NPHEMIICMbIC COJIM» O3HA4aeT
(u3monormuecky u (papMaLCBTHYSCKH NPHEMIIEMBIC COJHM COCIUHCHUH. (DapMaleBTHUYECKH IPHEMIICMBIC COJIH
COXPAHAIOT JKETACMYI0 OHOJOTHYECKYIO AKTHBHOCTh HCXOJHOTO COCAMHCHHS M HE OKa3bIBAIOT HA HEro
HEKEJIATCTbHOTO TOKCHYECKOTO BO3ACHCTBHSL.

HCHOJ’IBSyeMLH‘/’I B JAHHOM JOKYMCHTC TCPMHH « (])apMaueBanecm KOMITO 3HIHS» O3HAYACT CMECh BCIICCTB,
TIOZXOASAIIHX AT BBEACHHS CyObekTy. Hampumep, (papMarieBTiyecKkast KOMIIO3UIHS MOYKET COACPKATh OJIMTOMEPHOC
COCAMHCHHC W CTCPUJIbHBIN BOJHBIH pacTBOP. B OmpeneiaeHHBIX BApHAHTAX OCYINECCTBICHHS (DPapMalCBTHUCCKAS
KOMIIO3HIUA MPOABJLICT AKTUBHOCTD B AHATTU3C A CB06OLIHOI‘0 TNOTJIOIICHU B ONPEACICHHBIX KIICTOYHBIX JTHHHAX.

B KOHTEKCTE TAaHHOTO JOKYMCHTA TEPMHH ITPOJICKAPCTBO» 03HAYACT TCPANICBTHUCCKUH areHT B (hopME BHE
OpraHm3Ma, KOTOPBIH MPEBpAMacTcs B APYTYIO (opMy BHYTPH CyOBEKTa WK €ro KieTok. OOBIMHO, mpeoOpa3oBaHue
TIPOJICKAPCTBA B OPraHu3Me CyOBEKT obyieryaercs AeHCTBreM (PEPMEHTOB (Hanpumep, SHIOTCHHOTO HIIH BHPYCHOTO
(l)epMeHTa) WM XUMHYCCKHUX BCIICCTB, NMPHCYTCTBYKOIIHUX B KICTKAX HWIH TKAHAX, H/HIH (I)I/ISI/IOJ'IOI‘I/I‘IGCKI/IMI/I
YCIIOBHAMU.

B xoHTCKCTE JAHHOTO JOKYMCHTA TCPMHUH «CHHKCHHUH HITH pn{rn6np03aﬂne KOJHYCCTBA HJIH AKTHBHOCTH)
OTHOCHTCA K CHHOKCHHIO HITH 6J'IOKI/IIZ)OB.':1HI/IIO TpaHCKpI/IIII.[I/IOHHOfI OKCIIPECCHU WM AKTHBHOCTH OTHOCHTCJIBHO
TPAHCKPUIIIHOHHOH SKCTPECCHH WITH aKTUBHOCTH B HCOOPAOOTAHHOM HIIH KOHTPOJILHOM 00pasne u He 0013aTeIbHO
VKa3bIBacT HA MOJTHOC YCTPAHECHHUE TPAHCKPHIIIIHOHHOH SKCIPECCHH HITH AKTHBHOCTH.

B xontekcte manHOro Aokymenra TepMuH «PHK» o3nauaet tpanckpunt PHK, u Bxmouaer npe-MPHK u
spenyro MPHK, eciu He yka3aHo HHOE.

Hcnonp3yeMslii B JaHHOM JOKYMEHTE TePMHEH «coeauHeHre PHKm®» 03HauaeT aHTHCMBICTIOBOE COCAUHCHHE,
KOTOpOC ACHCTBYET, O MCHbIICH Mepe yacThyHO, uepe3 RISC mwmm Ago2 mns Moay manuy UCACBON HyKICHHOBOH
KHCTIOTHI W/HTH O¢jKa, KOAHPYSMOTO IencBOil HykicwHOBON kucmotoi. CoemmneHums PHKwW BKIIIOWAROT, HO HE
orpanuunBarOTca uMmH, Apyxuenodeunyrw MUPHK, ogxomemoueunyro PHK (onPHK) um muxpoPHK, Brimouas

nvutatopsl MEKpOPHK. B onpeaeneHHbIX BapHaHTAX ocymecTBacHuA coeauHeHne PHKu Moy mipyeT KOam4uecTBo,
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AKTHBHOCTb W/MIHM CIUVIAHCHHT HYKJICHHOBOW KHCIOTHI-MHIICHH. TepmuH coeauHennme PHKu wmckmrowaer
AHTHCMBICIIOBBIC COCAMHCHUA, KOTOPBIC AciicTBYIOT yepe3 PHKa3zy H.

Hcnonp3yeMblii B JAHHOM JOKYMCHTE TEPMHH «CAMOKOMIUIEMCHTAPHBIN» MO OTHOLICHHIO K
OJIMTOHYKJICOTHAY O3HAYACT OJHIOHYKICOTHA, KOTOPHIH IO MEHBINCH MEPE YACTHYHO THOPUIUZHPYETCS C CAMHM
co0oii.

Hcnonp3yeMblii B JAHHOM JOKYMEHTE TEPMHH «CTAHJAPTHBIM KJICTOYHBIA AHATH3» O3HAYACT AHAIM3,
onucanHbiii B [Ipumepe 1, u ero noaxoasamume BapuaHThl.

Hicnonp3yeMsblii B JAHHOM AOKYMEHTEC TEPMHH «CTEPEOCIyYaHHBIN» B KOHTCKCTE COBOKYMHOCTH MOJICKYJI
HACHTHYHOH MOJEKYJIPHOH (OpMyJbI O3HAYACT XHPAIBHBIM ICHTP, MMCIOIHH CIy4aHHYI0 CTCPECOXHMHYECCKYIO
KkoH(purypammo. HanpuMep, B MOMyIALHHA MOJICKYJI, COACPKAIMUX CTCPCOCTYUANHBIN XHPATBHBIH IICHTP, YHCTIO
MOJICKYJI, IMCIOIHX (S)-KOH(PUTYPAIMIO CTCPEOCIyYAHHOTO XUPATHHOTO IICHTPA, MOXKET OBITH, HO HE 00A3aTCIBHO,
TakKuM K€, KaK YHCIO MOJCKYJ, HMCHIHUX (R)-KOH(UTYpALUIO CTEPEOCIYUYAHHOTO XHPAJbHOTO IICHTPA.
Crepeoxummieckas KOHQUTYpaImsa XHPAJbHOTO IICHTPA CUHTACTCA CIy4alHOM, €ClIM OHA SBIACTCS PE3yIbTaTOM
METOJIa CHHTE3a, KOTOPBIH HE MPEAHA3ZHAYCH UL KOHTPOJII CTCPCOXUMHYCCKON KOHpHUrypamuu. B ompeaeaeHHbBIX
BAPHAHTAX OCYIUCCTBJICHHUS CTCPECOCIYUYAHHBIH XUpaTbHBI ILIEHTP MPEACTABIACT CO00H CTEpeocIyyalHyo
(poc(hOPOTHOATHYHO MEHKHY KJICO3HIHY IO CBSI3b.

B kOHTEKCTE TaHHOTO JOKYMEHTA TEPMHUH «CYOBEKT» O3HAYACT UCIOBEKA WM )KHBOTHOC, HE SBILIOLICECS
YeIOBECKOM. B HEKOTOPBIX BApPHAHTAX OCYIICCTBICHHA, CYOBEKTOM SBIIACTCS YCIOBCK.

Hcnonp3yemslii B JTaHHOM AOKYMCHTE TCPMHH «CaXapHbIH ()parMeHT» O3HA4aeT HeMOu(DHIUPOBAHHBIH
caxapHbIH (pparMeHT MM MOAM(DHIMPOBAHHBIA cCaxapHbIH (pparMeHT. B KOHTEKCTE JAHHOTO AOKYMEHTA TCPMHH
«HEeMOAU()MIMPOBAHHBIH caxapHblid (pparmeHT» o3HauyaeT 2'-OH(H) puOo3miabHBIA (PParMeHT, BCTPEHAIOIIUICS B
PHK («Hemomu(pumupoBanubiid caxapHbeiii (parmeHT PHK»), wmm 2'-H(H) ne30xkcupuOO3HIBHBIA (DPArMCHT,
pcTpeyaromuiics B JJHK («aemoanpumuposanusiii caxapHsiii (pparment JJHK»). HemoaupummposaHHbIe caxapHbIC
(h)parMCHTHI UMCKOT TI0 OJHOMY BOJOPOIY B KAKIOM W3 MOJOKCHHH 1°, 3” u 4°, KUCIOPOA B MOJOKCHUH 3  H JBA
aToMa BOJOPOAA B MOJIOKCHHH 5°. B KOHTEKCTE JAHHOTO MOKYMEHTAa TEPMHH «MOAHM(DHIMPOBAHHBIN CaXapHBIH
(pparMeHTY HITH «MOIU(PUIMPOBAHHBIN CaXap) 03HAYACT MOIU(PHIMPOBAHHBIH (DY PAHO3HIBHEIN CaXapHbIi ()parMeHT
HJIM 3aMEHHTENb caxapa.

Hcnonp3yeMplii B JAaHHOM JOKYMCHTE TCPMHH «3AMCHHUTENb Caxapa» O3HA4YaeT MOAU(PHIIMPOBAHHBIN
caxapHbIfi (PparMeHT, OTIMYAOIMACA OT (PYpaHO3HIBHOTO (DpParMeHTA, KOTOPBIH MOXKET CBS3BIBATH A30THCTOC
OCHOBAHHE C APYroil Tpynmoi, TakoW Kak MEKHYKJICO3UIAHAS CBA3b, TPYIIA KOHBIOTAaTa WM KOHIECBAs Ipynma B
OJHMTOHYKJIcOoTHAC. MOIu(pHIHPOBAHHbBIC HYKJICO3HIBI, COACPKAIIIE CAXapHBIC CYPPOTaThl, MOTYT OBITh BKITIOUCHBI
B OZHO WITH OOJee MOJI0KeHHH BHYTPH OJHTOHYKJICOTH/IA, ¥ TAKHE OJIATOHY KJICOTHABI CIOCOOHBI THOPHIM30BATHCS C
KOMIDIEMCHTAPHBIMHE OJTHTOMEPHBIMA COCTHHCHISAMH HJIH HY KJICHHOBBIMH KHCIIOTAMH.

B KOHTEKCTe JAHHOTO MOKYMEHTA TECPMHH «CHMITOM WM HPH3HAK» O3HAYACT JHOOYIO (DH3HUCCKYIO
O0COOCHHOCTh WJIH PE3yJIbTAT TECTA, YKA3BIBAOINMN HAa HAJMUYHE WM CTCICHb 3a00JCBAaHWS WM HApyIICHHA B
OTPEACTCHHBIX BAPHAHTAX OCYINECTBICHHA CHMIITOM SBIICTCA OYCBHAHBIM U1 CyOBEKTa WM JUIA
Po()eCCHOHANPHOTO MEAWIUHCKOTO PAaOOTHUKA, OCMATPHBAIOIIETO HIIH TECTHPYIOINETO YKA3aHHOTO cyObekTa. B
OTIPEACTICHHBIX BAPHAHTAX OCYIICCTBICHHS NPHU3HAK SBISACTCS OUCBHAHBIM IPH HHBAZHBHOM IHATHOCTHYECKOM
TCCTHPOBAHUH, BKIIOYAs, HO HE OTPAHHIHUBASICH, IIOCMEPTHBIC TECTHI.

B KOHTEKCTE AAHHOTO JOKYMECHTA TEPMHH «HYKJICHHOBAA KHCIOTa-MHIICHb» U «PHK-Mumens» 03Ha4ar0T
HYKJICHHOBYKO KHCIIOTY, /I BO3ACHCTBHA HA KOTOPYIO CO3JAHO AHTUCMBICIOBOEC COCTUHCHHIE.

B KOHTEKCTE MAHHOTO JAOKYMCHTA TCPMHUH «LECICBAA 00JIaCTh» 03HAYACT YaCTh HyKJ'IGHHOBOfI KHCJIOTEI-
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MULICHH, C KOTOPOH THOPHIM3YETCA OJIMTOMEPHOS COCTHHCHHIE.

Hcnonp3yeMblii B JaHHOM JOKYMEHTE TCPMHUH «KOHLEBASA IPYIIa» O3HAYACT XUMHYCCKYIO IPYINLy HJIH
TPYIIY aTOMOB, KOTOPbIC KOBAJCHTHO CBA3AHBI C KOHLOM OJHTOHYKJICOTH/IA.

B xontekcte JAHHOTO MAOOKYMCHTA TCPMHH «(TCPANCBTHYCCKH 3(1)(I)CKTI/IBHOC KOJHYCCTBO» O3HAYACT
KOTHYCCTBO (PAPMALCBTHYCCKOTO arcHTa, KOTOPOS 00CCIICUHBACT TCpaneBTHUCCKHI d(ekT cyOrekTy. Hanmpumep,
TepaneBTHYCCKA Y(P(PEKTHBHOE KOTHUCCTBO OCIA0IACT CHMITOM HIIH IPH3HAK 3a00ICBaHHAL.

HekoTtopnie BAPHUAHTLI OCVIIIECTBJICHU A

Jlannoe omucanue 06eCceUNBAET CICAYFOINIE HEOTPAHMYUBAONINE POHYMEPOBAHHBIC BAPHAHTHI OCYIIICCTBICHMUA:

Bapmanr ocymecrtBicHua 1. OmuroMepHOE COCOMHCHHE, COACpKAImee MOMU(DUITHPOBAHHBIN
OJIMTOHYKJICOTUA, cocToAmui u3 12-50 CBA3aHHBIX HYKJICO3HIOB, IAC MOCICAOBATCIBHOCTh HYKJICOTHIHBIX
OCHOBaHHI MOAU(PUIUPOBAHHOTO OJIHTOHYKJICOTHIA MO MEHbIICH Mepe Ha 90% KOMILIEMEHTapHA PaBHOH IO JUTHHE
yacTd HyKJIenHOBOH kucinoTel KCNTI, u rae Mo u(puuupoBaHHbIN OJHIOHYKICOTHA COACPKUT MO MCHBIICH Mepe
OIHY MOIUM(PUKALMIO, BBIOPAHHYI0 W3 MOJU(PUIMPOBAHHOTO CaXapHOTO (parMeHTa W MOTU(DHUIMPOBAHHON
MEKHYKJICO3UIHOM CBA3H.

Bapumanr ocymectBieHus 2. OumroMepHoe COCOWHCHHE, coaepkamee  MOAu(DHIMPOBAHHBIH
OJIMTOHYKJICOTHU, COCTOAIMUH 13 12—50 CBA3aHHBIX HYKJICO3HIOB U UMECIOIIHI MOCICA0BATECIBHOCTD HY KJICOTHIHBIX
OCHOBAHMI, COACpAIIyl0 1Mo MeHbmed mepe 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, wm 20 CMEKHBIX
HYKJICOTHAHBIX OcHOBaHHH M000i 13 SEQ ID NO: 21-2939.

Bapumanr ocymectsieHus 3. OumroMepHoe COSOUHEHHE, cojaepkamee  MOAM(DHIMPOBAHHBIH
OJIMTOHYKJICOTHA, COCTOAIUH 13 12-50 CBA3aHHBIX HYKJICO3UIOB H HMCIOIUH MOCICA0BATCIBHOCTD HY KICOTHIHBIX
OCHOBAHMIA, COACPIKAIIYI0 IO MEeHbIIEH Mepe 8, mo MeHbIeH Mepe 9, mo MeHbIeH Mepe 10, mo MeHbmeit mepe 11,
1o MeHbIeH Mepe 12, mo MeHbIeH mepe 13, mo MeHbIIcH Mepe 14, mo MeHbIeH Mepe 15, mo MeHbIeH Mepe 16, o
MeHbIeH Mepe 17, mo Menbmeit Mepe 18, mo MeHpIel Mepe 19 i mo MeHbIIel Mepe 20 CMEKHBIX HY KJICOTHIHBIX
OCHOBAHHI KOMIJICMCHTAPHBIX

HMCIOMICH SKBHBAJICHTHYIO [UTHHY YacTH U3 HyKiIeoocHoBaHui 24523-24561 SEQ ID NO:

>

HMCIOMICH SKBHBAJICHTHYIO [UTHHY YacTH U3 HyKJlIeoocHoBaHui 27568-27603 SEQ ID NO:

HMEIOMICH SKBHBAICHTHYIO [UTHHY YacTH H3 HykieoocHosanuit 30772-30811 SEQ ID NO:

HMCIOMICH SKBHBAICHTHYIO [UTHHY YacTH U3 HyKjiIeoocHoBaHuH 54372-54428 SEQ ID NO:

HMCIOMICH SKBHBAICHTHYIO [UTHHY YacTH U3 HykiIeoocHoBaHuH 55785-55818 SEQ ID NO:

HMEIOMICH SKBHBAICHTHYIO0 [UTHHY YacTH U3 HykieoocHoBaHuH 56048-56073 SEQ ID NO:

HMEIOMICH SKBHBACHTHYIO JUTHHY YacTH U3 HyKiIeoocHoBaHHUH 57683-57710 SEQ ID NO:

HMEIOMICH SKBHBAICHTHYIO JUTHHY YacTH U3 HyKieoocHoBaHui 61117-61153 SEQ ID NO:

HMEIOMICH SKBHBACHTHYIO [UTHHY YacTH U3 HykieoocHosaHui 71033-71060 SEQ ID NO:

HMEIOMICH SKBHBACHTHYIO [UTHHY YacTH U3 HyKjieoocHoBaHuH 87135-87174 SEQ ID NO:

HAMEIOMICH SKBHBACHTHYIO [UTHHY YacTH U3 HyKiIeoocHoBaHHH 92109-92149 SEQ ID NO:

2
2
2
2
2
2
HMCIOIICH SKBHBAICHTHYO JUTHHY YaCTH H3 HYKJICOOCHOBaHMHA 563 19—56349 SEQ ID NO: 2
2
2
2
2
2
2

HMEIOMICH SKBHBACHTHYO [UTHHY YacTH U3 HyKJiIeoocHoBaHUH 94221-94280 SEQ ID NO: 2,
HMCIOIICH SKBUBAICHTHYO JUTHHY YaCTH H3 HYKJICOOCHOBaHMA 94352-94380 SEQ ID NO: 2,

HMCIOIICH SKBUBAICHTHYIO JUTHHY YaCTH U3 HyKJIcoocHOBaHMH 94993-95036 SEQ ID NO: 2, i
HMCIOIICH 3KBUBAIICHTHYFO JUTHHY YAaCTH W3 HYKJICOOCHOBaHMH 95074-95144 SEQ ID NO: 2.

Bapmant ocymectBienns 4. OnmroMepHOE COCOMHCHHWE, COACp)KAIee  MOAU(DHIIMPOBAHHBIH

OJUTOHYKJICOTH, COCTOAMMUN 13 12-50 CBA3aHHBIX HYKICO3HIOB U UMEIOLIHI NOCICA0BATEAbHOCTD HY KIICOTHIHBIX
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OCHOBAHHI, COACPIKAIIYIO O MEHBINEH Mepe 8, Mo MeHbIICH Mepe 9, mo MeHbIIeH Mepe 10, mo MeHbIer Mepe 11,
mo MeHbIIeH Mepe 12, o MeHbmel Mepe 13, mo MeHsIeH Mepe 14, o MeHbmeH Mepe 15, mo MeHbIIeH Mepe 16, mo
MeHbIIeH Mepe 17, mo MeHbIe Mepe 18, mo MeHpmed Mepe 19 nmm mo MeHpIIel Mepe 20 CMEKHBIX HY KIICOTHIHBIX
OCHOBAHHI KOMIITICMECHTAPHBIX:

HMEIONICH SKBHBACHTHYIO JUTHHY YacTH U3 HyKJIeoocHoBaHUH 16586-16649 SEQ ID NO:

>

HMEIOMICH SKBHBAICHTHYIO JUTHHY YacTH U3 HykjiIeoocHoBaHUH 16586—17823 SEQ ID NO:

HMEIONICH SKBHBACHTHYIO JUTHHY YacTH U3 HyKJiIeoocHoBaHuH 16586-18663 SEQ ID NO:

HMEIONICH SKBHBACHTHYIO JUTHHY YacTH U3 HykjiIeoocHoBaHui 19220-20568 SEQ ID NO:

HMEIONICH SKBHBAICHTHYIO JUTHHY YacTH U3 HykjieoocHoBaHui 23003-25391 SEQ ID NO:

HMEIONICH SKBHBAICHTHYIO JUTHHY YacTH U3 HyKJIeoocHoBaHui 27095-29908 SEQ ID NO:

HMEIOMICH SKBHBAICHTHYIO JUTHHY YacTH U3 HykiIeoocHoBaHuit 30452-30891 SEQ ID NO:

HMEIOMICH SKBHBAJICHTHYIO JUTHHY YacTH U3 HykJIeoocHoBaHuit 31773-34427 SEQ ID NO:

HMEIOMICH SKBHBAICHTHYIO JUTHHY YacTH U3 HykjIeoocHoBaHui 38458-47003 SEQ ID NO:

HMEIOMICH SKBHBAICHTHYIO JUTHHY YacTH U3 HykjiIeoocHoBaHui 40432-42873 SEQ ID NO:

HMEIOICH SKBHBAICHTHYIO JUTHHY YacTH U3 HykiIeoocHoBaHuil 44414-45718 SEQ ID NO:

HMCIOIIEH SKBUBAJICHTHYIO AJIMHY YacTH U3 HykieoocHoBaHHH 5209652153 SEQ ID NO:

HMCIOIICH SKBUBAJCHTHYIO AJIMHY YacTH U3 HykieoocHoBaHHH 52096-58525 SEQ ID NO:

HMEIOIICH SKBUBAJCHTHY IO AJIMHY YacTH U3 HykieoocHoBaHHH 59308-61697 SEQ ID NO:

HMEIOIICH SKBUBAJICHTHY IO AJIMHY YacTH U3 HykieoocHoBaHuH 60111-61697 SEQ ID NO:

HMCIOMICH SKBHBAJICHTHYIO [UTHHY YacTH U3 HyKIeoocHoBaHuUi 6527067150 SEQ ID NO:

HMCIOMICH SKBHBAJICHTHYI0 [UTHHY YacTH U3 HyKjIeoocHoBaHui 6702667065 SEQ ID NO:

HMCIOMICH SKBHBAJICHTHYIO [UTHHY YacTH U3 HykjiIeoocHoBaHui 6702667087 SEQ ID NO:

HMCIOMICH SKBHBAJICHTHYIO [UTHHY YacTH U3 HyKJIeoocHoBaHUH 67648-68527 SEQ ID NO:

HMCIOMICH SKBHBAJICHTHYIO [UTHHY YacTH U3 HyKJIeoocHOBaHUH 67955-67998 SEQ ID NO:

HMCIOMICH SKBHBAJICHTHYIO [UTHHY YacTH U3 HyKJIeoocHoBaHHUH 68515-68583 SEQ ID NO:

HMEIOMICH SKBHBAICHTHYIO [UTHHY YacTH U3 HyKiIeoocHoBaHHUH 68538-68592 SEQ ID NO:

HMCIOMICH SKBHBAICHTHYIO [UTHHY YacTH U3 HyKjIeoocHoBaHuH 68571-70874 SEQ ID NO:

HMCIOMICH SKBHBAICHTHYIO [UTHHY YacTH U3 HykieoocHosaHuit 71037-71313 SEQ ID NO:

HMEIOMICH SKBHBAICHTHYIO [UTHHY YacTH U3 HykieoocHosaHui 71037-71184 SEQ ID NO:

HMEIOMICH SKBHBAICHTHYIO [UTHHY YacTH U3 HyKiIeoocHoBaHui 72851-72887 SEQ ID NO:

HMEIOMICH SKBHBAICHTHYIO [UTHHY YacTH U3 HyKiIeoocHoBaHHH 79368-79483 SEQ ID NO:

HMCIOMICH SKBHBAICHTHYIO [UTHHY YacTH U3 HyKiIeoocHoBaHHH 86554-90150 SEQ ID NO:

2
2
2
2
2
2
2
2
2
2
2
2
2
2
2
HMCIOLICH SKBHBAICHTHYO UTHHY YacTH H3 HyKJICOOCHOBaHuHH 65270-67169 SEQ ID NO: 2
2
2
2
2
2
2
2
2
2
2
2
2
2
2

HMEIOMICH SKBHBAICHTHYO [UTHHY YacTH U3 HyKiIeoocHoBaHUH 88332-88448 SEQ ID NO: 2,
HMCIOIICH SKBUBAICHTHYFO JUTHHY YaCTH H3 HYKJICOOCHOBaHMA 91686—95485 SEQ ID NO: 2,
HMCIOIICH SKBUBAICHTHYIO JUTHHY YaCTH U3 HyKJIcoocHOBaHMH 91686—94431 SEQ ID NO: 2, win
HMCIOIICH 3KBUBANICHTHYEO JUTHHY YAaCTH W3 HYKJICOOCHOBaHMI 94219-94275 SEQ ID NO: 2.
Bapmant ocymiectsiaeHns 5. OMMroMepHoOe COSAWHEHHE TI0 JTF0OOMY W3 BAPHAHTOB OCYINECTBICHUS 1-4, rie
MOIU(DHUIMPOBAHHEIN OJMTOHYKJICOTH HMEET IOCICAOBATCIBHOCTh HYKICOTHAHBIX OCHOBAaHHH, KOTOpas IO
MeHbIIeH Mepe Ha 80%, 85%, 90%, 95% um 100% KOMIUICMCHTApHA YaCTH PABHOW JJIHHBEI IOCJICA0BATCIEHOCTH

HYKJICOTHAHBIX OcHOBaHWH, BhIOpaHHOH W3 SEQ ID NO: 1-3 mpum m3MepeHHH N0 BCEi MOCIEIOBATCIBHOCTH

HYKJICOTHIHBIX OCHOBAHHH MOIH(PHIUPOBAHHOTO OJHTOHYKICOTHIA.

10
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Bapmant ocyniectsineHns 6. OIHTOMEPHOE COCIMHCHHE IO JFOOOMY W3 BAPHAHTOB OCYHICCTBICHHA 1-5, r1e
IO MEHBIIEH Mepe 0MH MOAU(DUIMPOBAHHBIN HYKJICO3H, COACPKUT (PparMeHT MOH(hHIIMPOBAHHOTO caxapa.

Bapmant ocymecteicHus 7. ONHTOMEPHOC COCOWHCHHC IO BAPHAHTY OCYIICCTBIACHHA 6, TG
MOIu(PUIIMPOBAHHBIN (PPAarMEHT Caxapa, COACPIKUT (PParMCHT OHUIIMKTHICCKOTO Caxapa.

Bapmant ocymectsiaeHus 8. OmUroMepHOE COSIWHEHHE IO BAPHAHTY OCYLICCTBICHHA 7, TAc (hparMeHT
OMIMKITMYCCKOTO caxapa BKIFOUACT 2°-4° MOCTHK, BeIOpanHsbIii u3 —O-CHs-; u —O-CH(CH3)-.

Bapumant ocymecteicHHS 9. ONHTOMEPHOC COCOWHCHHE IO BAPHAHTY OCYHICCTBIACHHA 6, TIC
MOIU(PUIMPOBAHHBIH (PparMeHT caxapa, COACPKUT (pparMeHT MOIU(PHIIHPOBAHHOTO HEOHIIMKIMIECCKOTO caxapa.

Bapuant ocymectsieHusa 10. OauroMepHoe COSAMHEHHE IO BAPHAHTY OCYINECTBICHHSA 9, rae ()parMeHT
MOIU(PUIMPOBAHHOTO HEOHIMKIHYIECKOTO caxapa, coaepxut 2°-MOE caxapusrii (pparment mwin 2°-OMe caxapHbIi
(pparmeHT.

Bapuant ocymecteiaeHusa 11. OmmuroMepHoe COCIHHCHUE MO TFOOOMY H3 BaPHAHTOB OCYIICCTBICHHA 1-5,
IJIe 0 MEHbIIEH Mepe OAMH MOJU(PUIMPOBAHHBIN HYKJICO3U COACPKHT 3aMECHHTENb Caxapa.

Bapmnant ocymecteiacHus 12. OIuroMepHoe COCIMHECHHUE M0 BAPHAHTY OCYIIECCTBICHMA 11, rae 3aMeHuTe b
caxapa BbIOHparoT u3 Mop(pomuHo 1 PNA.

Bapwuant ocymecteiaeHus 13. OMUroMepHOE COSAMHCHUE TIO JTFOOOMY W3 BAPHAHTOB OCYIICCTBICHUS 1-12,
OTIHYAOLICECS TEM, YTO MOIU(PUIUPOBAHHBIH OJTHTOHY KJICOTH HMEET CAXaPHbIH MOTHB, COCPIKALIHA:

5’-0061aCTh, COCTOANIYIO U3 1—5 CBS3aHHBIX HYKJICO3HAOB 5 -001aCTH;

LCHTPAJbHYI0 0071aCTh, COCTOSINYION3 6-10 CBS3aHHBIX HyKJICO3HI0B LICHTPAIbHOMW 00IACTH; H

3’-0071aCTb, COCTOANIYIO U3 1—5 CBSI3aHHBIX HYKJICO3HAOB 3 -00JaCTH; IPH 3TOM

KOKOBIH W3 HYKICO3WAOB 57-001aCTH W KOXKIBI W3 HYKICO3WAOB 3°-00JaCTH  COACPIKUT
MOIU()HUIMPOBAHHBIA CAXapHBIA (PPAarMCHT, W KAKABIH W3 HYKJICO3HIOB ICHTPATBHOH OONACTH COACPIKUT
HeMOIU(pUIUPOBAHHBIH 2’ -1e30KCHPHOO3HIBHBIA CAXaPHBIHA (PPAaTMCHT.

Bapuant ocymectsicHuA 14. OMTHroMepHOES COCAHHCHHC MO JEFOOOMY H3 BAPHAHTOB OCYIICCTBICHHS 1-13,
rae  MOAW(pMIUPOBAHHBIH ONMTOHYKJICOTHI COACPKHT 1O MCEHBINCH Mepe OHY MOAW(DHIHPOBAHHYIO
MCKHYKICO3HIHY IO CBA3b.

Bapmant ocymectsieHus 15. OnuroMepHOE COCIMHEHAIE TI0 BAPHAHTY OCYIICCTBICHHUS 14, OTIIMUaroImeecs
TEM, YTO KaKAAT MEKHYKJICO3HTHAS CBA3b MOJU(PHIHPOBAHHOTO OJHIOHYKJICOTHIA MPEACTABIHIET COOOM
MOIU(PHIMPOBAHHYFO MCKHY KJICO3HIHYIO CBA3b.

Bapwmant ocymectencHua 16. OMHroMEpHOC COCAWHCHHC MO BapHAHTY OCYMICCTBICHUA 14 wmm 15, rae
MOIu(HIIMPOBAHHAS MCKHYKJICO3HAHASA CBA3B MPEACTABILICT 000 (POCPOPOTHOATHY IO MCIKHY KICOSHAHYEO CBA3b.

Bapmant ocymecteieHns 17. OmmroMepHOe COCAWHCHHEC MO BAPHAHTY OCYyHICCTBICHHSA 14 mmm 16,
OTIWYAKOImeecsT TEM, YTO MOAW(UIMPOBAHHBIN ONHIOHYKICOTHA COACPKHT 10 MCHBIICH Mepe OIHY
(PochoamGpUPHYFO MCIKHYKICOZHIHYIO CBA3b.

Bapmant ocymecTsneHns 18. OmmroMepHoOe COSIMHCHAE TI0 TF0OOMY M3 BAPHAHTOB OCYINECTBICHUA 14, 16
win 17, Tae KaKIYI MCKHYKICO3HAHYIO CBA3b HC3ABHCHMO BRIOMPAROT W3 (poc(hoamdPupHON MEKHYKICO3HIHON
cBa3u WiH (poc(HOPOTHOATHOH MCIKHYKICO3HIHOM CBA3H.

Bapmant ocymecrsienus 19. OnuromepHoe COCIHHEHHE MO TF000OMY U3 BAPHAHTOB OCYIICCTBICHHS 1-18,
OTIHMYArOIeecsT TEM, 4YTO MOIU(HIMPOBAHHBIN ONWIOHYKICOTHA COACPKHT II0 MCHBIICH Mepe OJHO
MOIU(PHUIMPOBAHHOE Hy KJICOOCHOBAHHC.

Bapwmant ocymecTtsicHus 20. OMUTOMEPHOS COCIMHCHHUC O BAPHAHTY OCYIICCTBICHHUSA 19, oTmidaromeecs

TEM, 4TO MOAM(UINPOBAHHOE HYKJICOOCHOBAHHE IPEACTABIIET COO0H S5-METHIIUTO3HH.
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Bapwmant ocymectsicHAA 21. OMUroMepHOS COSAWHCHNE IO JTFOOOMY W3 BAPHAHTOB OCYIICCTBICHHS 1-20,
OTIIMYAIOMICECA TCM, UYTO MOMM(DHIMPOBAHHBIN OJHTOHYKICOTHA cocTouT w3 12-30, 12-22, 12-20, 14-20, 15-25,
16-20, 18-22 umu 18-20 CBA3aHHBIX HYKJICO3H/IOB.

Bapwmant ocymectsicHUA 22. OMTUTOMEPHOS COSAWHCHHE IO JTFOOOMY W3 BAPHAHTOB OCYIICCTBICHHS 1-21,
e MOJH(PHIUPOBAHHBIN OTHTOHYKJICOTHI COCTOUT 13 20 CBA3AaHHBIX HYKJICO3H/IOB.

Bapmant ocymecteicHua 23. OMroMepHOC COCOIUHCHHC II0 BAPHAHTY OCYHICCTBICHUA 22, TAC
MOJU(DUIMPOBAHHBIN OJHIOHYKJICOTHX HMEET MOTHB MCEKHYKJICO3ZHIHOH CBA3H SOO00SSSSSSSSSS00SS, TIE «S»
mpeacTaBIaeT coboi (hocHopOTHOATHYIO MEKHYKICOSHIHYIO CBA3b, a «0» MPEACTABIACT CO00H (PpocdoampupHyO
MEKHYKICO3HIHYIO CBA3b.

Bapuant ocymectsieHuA 24. OMUroMepHOES COSAUHCHHE 0 JTOOOMY H3 BAPHAHTOB OCYINCCTBICHHA 1-23,
COCTOSINEE U3 MOAU(DHIUPOBAHHOTO OJIMTOHY KJICOTH/A.

Bapuant ocymectsiacHus 25. OMUroMepHOS COCIUHCHUE TI0 JIEFOOOMY M3 BAPHAHTOB OCYINECCTBICHUA 1-23,
cojeprkalee KOHbIOTHPOBAHHYIO IPYIITY, COACPKALIYI0 KOHBIOTHPOBAHHBIN (JParMeHT H KOHBIOTALIUOHHBIH THHKED.

Bapmuant ocymectsieHusA 26. OMUroMEpHOE COCTMHCHHE TI0 BAPHAHTY OCYIISCTBICHUS 25, OTIIHYAIOIICECS
TEM, YTO KOHBIOTHPOBAHHAS Ipymma coaepxut knactep GalNAc, cogepskamuii 1-3 muranga GalNAc.

Bapuant ocymecteieHus 27. ONUTOMEPHOE COCAWHCHHE MO BAPHAHTAM OCYLICCTBICHUS 25 mmu 26,
OTIMYAOLICECS TEM, YTO KOHBIOTALMOHHBIH JIMHKEP COCTOUT U3 OAMHAPHOH CBA3H.

Bapwuant ocymecticHust 28. OMHrOMEPHOE COCTMHCHHE TI0 BAPHAHTY OCYIICCTBICHHUS 25, OTIHYAOINCECS
TEM, YTO KOHBIOTALIMOHHBIN JTHHKEP SABIACTCS PACIICIUIACMBIM.

BapuanTt ocymectsiaeHus 29. OIUroMepHOE COSTUHEHNE IO BApHAHTY OCYLICCTBICHHA 28, OTIH4YAroIIeecs
TEM, YTO KOHBIOTALIMOHHBIN JTHHKEP COACPKHUT 1-3 MHHKEPHBIX HYKICO3HIA.

Bapuant ocymecteiacHua 30. OMUroMepHOS COCAMHCHHIC TI0 JIEOOOMY H3 BAPHAHTOB OCYIICCTBIICHHUS 2529,
OTIMYAIOIICECS TEM, YTO KOHBIOTHPOBAHHAS TPYTIA MPUCOCIMHECHA K MOIU(HIUPOBAHHOMY OJIMTOHYKJICOTHAY HA
5’-KOHIIE MOTH(PHIMPOBAHHOTO OJUTOHYKJICOTHAA.

Bapmuant ocymectiaeHus 31. OmiroMepHoe COCIMHCHHE O TF0OOMY W3 BAPHAHTOB OCYINECTBICHHS 2529,
OTIHMYAIOIICECS TEM, YTO KOHBIOTHPOBAHHAS TPy MPHUCOCIMHCHA K MOIU(HIUPOBAHHOMY OJIMTOHYKJICOTHAY HA
3’-KOHIIE MOTH(PUIMPOBAHHOTO OJUTOHYKICOTHAA.

Bapuant ocymectsicHAA 32. OTUTOMEPHOS COCAUHCHHC IO TFOOOMY H3 BAPHAHTOB OCYIICCTBICHHUS 1-31,
coZeprKamee KOHICBY IO IPYIIY.

Bapwmant ocymectsicHAA 33. OMUroMEepPHOS COCAUHCHNC IO TFOOOMY W3 BAPHAHTOB OCYIICCTBICHHUA 1-32,
OTIHMYAIOIICECST TEM, YTO OJHTOMEPHOC COCIMHCHHE IPEACTABILICT COOOHW OJHOLCIIOYECYHOE OJIMTOMEPHOC
COCIMHCHHC.

Bapmant ocymectenerus 34. OIHroMepHOE COCTMHEHHE MO JTFOOOMY M3 BAPHAHTOB OCYINECCTBICHHI 1-28
uan 30-31, OTIMYAOIIEECS TEM, YTO OJIMTOMEPHOE COCAUHCHHE HE COACPKUT JIMHKCPHBIX HYKJICO3HIOB.

Bapmant ocymecteierus 35. OMuroMepHOE COSAMHCHAE 1O JTFOOOMY W3 BAPHAHTOB OCYIIECTBICHUS 1-34,
rae MoAu(UIMPOBAHHBIN OJUTOHYKJICOTHI OJIATOMEPHOTO COCAWHCHHS HPEACTABISIET COOOH Colb, M TAC COJb
MIPeACTABIIET COO0H HATPHEBYHO COJIb WITH KAJIHEBYIO COJb.

Bapmant ocymectencHua 36. OMUTOMEPHBIH Ay UICKC, COACPKAIIAE OJIMTOMECPHOS COCINHCHHAC IO JTFOOOMY
W3 BAPHAHTOB OCyIIeCTBICHUA 1- 32, 34, mma 35.

BapmanT ocymecTsieHHS 37. AHTHCMBICTIOBOE COSIHHEHHE, COACPIKAIICE HITH COCTOSINEE H3 OJIHTOMEPHOTO
COCAWHCHHA 10 TMOOOMYy H3 BAapHAHTOB OCYINECTBICHUS 1-35 WM OJMTOMEpPHOTO IyIUIEKCA IO BAPHAHTY

OCYILIECTBICHUA 36.
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Bapuant ocymecteacHus 38. @apManeBTHYECKAs KOMIIO3HLUSA, COACPKAIIAS OJJUTOMEPHOE COCAUHECHHE IO
MOOOMY M3 BAPHAHTOB OCYINECTBICHHA 1-35 WM ONMTOMEpHBIH AYMJIECKC MO BAPHAHTY OCYHICCTBICHHA 36 H
(bapManeBTHYECKU MMPUEMIICMbIH HOCHTEIb HIIH Pa30aBUTETb.

Bapuant ocymectBacHua 39. DapManeBTHUYCCKAsd KOMIO3HIHUA IO BAPHAHTY OCYINCCTBICHHA 38, Iae
(bapManeBTHYECKU MPHEMIIEMBIH Pa30aBHTEIb MPEACTABIICT COO0H HCKYCCTBEHHYIO CIHHHOMO3TOBYIO KHIKOCTD
w ©CB.

Bapuant ocymectBiacHua 40. ®apMancBTHUYCCKas KOMIO3HIMA IO BAapPHAHTY OCYILICCTBICHHA 39,
OTIMYAIOMIAAC TeM, 4TO (PapMANEBTHYCCKAs KOMIIO3ZHIMA COCTOMT NPEHMYINECTBEHHO M3 MOIM(DHUIMPOBAHHOTO
OJIMTOHYKJICOTHIA ¥ HCKYCCTBEHHOM IIEPEOPOCTIHHATEHOH KUIKOCTH.

Bapmuant ocymiectiaeHus 41. Crioco6, BKIIOYAIONIMH BBEACHHE CyOBEKTY (PapMaLECBTHICCKOH KOMIIOZHIMH
mo TF000MY U3 BAPHAHTOB OCYIICCTBICHUA 38—40.

Bapuant ocymecteiacaus 42. Cnoco0 IeUCHUS HEBPOJIOTHUCCKOTO 3a00JCBAHUSA, BKITIOYAOIIUIT BBCICHUC
HHIUBHAYYMY, HUMCIOIIEMY HEBPOJIOTHUCCKOE 3a00JCBAaHHEC WM TOJBCPKCHHOMY PpHCKY €TI0 Pa3BHTHIL,
TEpaneBTUUCCKH YPPEKTUBHOTO KONMHYECTBA (PapMALECBTHYCCKOM KOMIIO3HIMM COIJIACHO OOOMY W3 BapHAHTOB
ocymecTBIcHuA 38-40; H TEM CaMbIM IIPOBOS JICUCHHE HEBPOJIOTHYECCKOTO 3a00ICBAHHSL.

BapuanT ocymectsienus 43. Croco6 cHmwkernsa PHK KCNT1 nmm 6enxa KCNT1 B neHTpatbHON HEPBHOI
CHCTCME HHAMBHIYYMA, HMCIOIICTO HEBPOJOTHYCCKOE 3a00JCBAHHMC WM NOABCP)KCHHOIO PHCKY €r0 Pa3BHTHI,
BKJTIOYAIOINUH BBCICHUE TEPANCBTUYCCKU H(PPEKTUBHOTO KOIHYECTBA (PapMaLECBTHUSCKOH KOMIO3HIHH COTJIACHO
mr00oMy u3 BapuaHTOB ocymiecTiacHus 38-40; Tem cambiM cHmkast PHK KCNT1 wmm 6enoxk KCNT1 B neHTpansHOH
HEPBHOH cHCTEME.

Bapuant ocymecrsienus 44. Cnoco0 mo BapHaHTy OCyIIeCTBICHHA 42 mim 43, rae HeBPOJOTHYECKOE
3a001€BAHHC BKJIFOUACT HYHIC(ATOTATHIO.

Bapuant ocymecteicHus 45. Cmoco® Mo BApHAHTY OCYIICCTBICHHUA 42 wiau 43, TAC HECBPOJOTHYCCKOC
3a00J1CBAHNC BKIIFOUACT HAJICIICHIO.

Bapuant ocymecticHus 46. Cmoco® mo BapHAHTY OCYIICCTBICHHUA 42 wiam 43, TAC HCBPOJOTHUYCCKOC
3a00J1eBAHNC BKIIFOUACT ACTCKYIO SMHJICTICHIO.

Bapmantr ocymecteicHus 47. Crmoco® 1m0 BapHAHTY OCYINCCTBICHHA 46, TAC ACTCKAA JNHJICTICHI
MPSACTABIACT COOOH MIIAACHICCKYIO MIJICTICHIO ¢ MUTPHPYIOIUMHE (pokamsHeIMA npunaakamu (EIMFS).

Bapuant ocymecticHus 48. Crmoco® Mo BApHAHTY OCYIICCTBICHHUA 42 wim 43, TAC HEBPOJOTHUYCCKOC
3200JICBAHHC MPSACTABILICT CO00 ayTOCOMHO-TOMHHAHTHY IO HOYHYEO JTOOHY0 smmjencuio (ADNFLE)

Bapwmant ocymecteicHua 49. Cnocod mo mr000My W3 BAPHAHTOB OCYIICCTBICHHA 42-48, rac BBCACHUC
MPEACTABIIET COOOH MHTPATEKATHHOE BBCACHHC.

Bapwmant ocymecteiacansa 50. Cioco6 mo moOoMy W3 BAPHAHTOB OCYMICCTBICHHS 42-49, raec mo MCHBIICH
MEpe OAWH CHMIITOM HJTH IIPH3HAK HEBPOJIOTHUYCCKOTO 3a001CBAHAS OCIA0IICTCA.

Bapwmant ocymectsieHus 51. Cnoco0 mo BapHaHTY OCYIIECTBICHA S50, TAC CHMIITOM HTH OTIHYNTCITBHBIH
MPHU3HAK BRIOHPAOT W3 MPUIIAIKA, TOBPSKACHAA MO3Ta, ACMACTHHAANH, THIOTOHAH, MAKPOLC(aTHH, ACTIPCCCHH,
TPEBOTH, KOTHUTHBHOW (DYHKITHH.

Bapwmant ocymectencaua 52. Cmocod mo mo0OMYy W3 BapHAHTOB OCymecTBICHHA 42-51, rae cmocod
MPEAOTBPALIACT HITH 3aMEAIISIET PETPECCHIO 3a00JICBAHHS.

Bapmant ocymecteiacHus 53. Cnoco6 camieHnsa PHK KCNT1 B ki1eTke, BKIFOUAIONIHIA MPHBCACHUC KICTKH
B KOHTaKT C OJMTOMEPHBIM COCAMHCHHECM COTJIACHO JIFOOOMY M3 BAPHAHTOB OCYINECTBICHHA 1-35, OIHTOMEpHBIM

AYTMJICKCOM COITTACHO BapHAHTY OCYLICCTBIICHHA 36 WIM AHTHCMBICIOBBIM COCAWHCHHCM COTJIACHO BAPHAHTY
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ocymecTsicHuA 37; cHmkas TeM cambiM PHK KCNT1 B xietke.
Bapwmant ocymectenerus 4. Cmocod cHmkeHA 6emka KCNT 1 B KIICTKE, BKIFOYAKOIIH MPUBCACHHUC KICTKH

B KOHTaKT C OJIMTOMEPHBIM COCAMHCHHECM COTJIACHO JIFOOOMY M3 BAPHAHTOB OCYINECTBICHHA 1-35, OIHrOMEpHBIM
JOYIICKCOM COTJIACHO BAPHAHTY OCYINCCTBJICHHA 36 WM AHTHCMBICIOBBIM COCIHHCHHEM COTJIACHO BapHAHTY
ocymmecTBiIcHHA 37; CHIKasA TeM cambiM Oeok KCNT1 B kieTke.
1. HexoTopbie 0JIMTOHYKJICOTHABI

B HEKOTOpPBHIX BapHAHTAX OCYINECTBICHUS, B JAHHOM JOKYMCHTC IPEICTABJICHBI OJHIOMCPHBIC COCTHHCHH,
COZCPrKAINUE OJUTOHYKICOTHIBL, KOTOPBIC COCTOAT M3 CBA3AHHBIX HYKJICO3HAOB. OIUTOHYKICOTHIBI MOTYT OBITH
Hemomu(prmuposanueiMu  onuroHykineotngamu (PHK wm JHK) wmm moryt ObITh  MOAM(DHUIIMPOBAHHBIMH
OJIMTOHYKJICOTHAAMHU. MoIu(UIPOBaHHBIC OJIMTOHYKJICOTHABI COACPKAT MO0 MEHBIICH MEpE OJHY MOIH(PHKALUIO
oTHocHTenbHO Hemoxupuiupopansoit PHK wmu JTHK. To ects MOAUM(HIUPOBAHHBIC OJIUTOHY KICOTHIBI COACPKAT
M0 MEHBIIEH MEpe OAMH MOIU(PHIUPOBAHHBIN HY KICO3H I (COACp KAIU MO M (PUITHPOBAHHBIN CaxapHbIH (parMeHT
W/umu  MOZU(PHULHUPOBAHHOEC A30THCTOC OCHOBAHHC) W/WIM N0 MCHBIICH MEpe OAHY MOIU(PHIHPOBAHHYIO
ME)KHYKICO3UIHYIO CBA3b.

A. HCKOTOHLIC MOQI/I!]@M!!I/I[!OB&HHLIC HYKJICO3HIbI

MonauduimpoBaHHble  HYKJICO3HIABI COACPKAT MOAH(HIMPOBAHHBIA CaxapHbI (pparMeHT HIH

MOIU(HMIMPOBAHHOE  A30THCTOC OCHOBAHHE, WJIH M MOJW(HIMPOBAHHBIA  CaxapHBIH  ()parMeHT, H
MOIU(PHIMPOBAHHOE A30THCTOC OCHOBAHHCE.
1. HexkoTopsbie caxapHbie (PparMeHThbI

B onpenencHHBIX BapHAHTAX OCYINCCTBICHHUS MOJH(DHIIHPOBAHHBIC CaXapHbIC (PPArMEHTHI MPESACTABILIIOT
c0001f HeONIUKITHIECKHE MOIU(PHITHPOBAHHBIC CaxapHbIe (JparMeHTHL. B onpeneIeHHBIX BApHAHTAX OCYINECTBICHUS
MOIU()HIMPOBAHHBIC CAXAPHBIC (DPPArMCHTHI SBIIOTCA OWIHKIHYCCKHMH HIH TPHIHKIAYCCKHMHA CAXapHBIMHA
(parmMeHTamMu. B ompedencHHBIX BapHAHTaX OCYINECCTBICHHS MOJH(PHIMPOBAHHBIC CaXapHBIC (PparMeHTHI
MPEACTABISIFOT COO0H 3aMEHHTENH caxapa. Takue 3aMEHHUTEIIM Caxapa MOTYT COACPKATh OJHY HJIH OO0Jice 3aMCH,
COOTBETCTBYIOIIMX 3aMCHAM JAPYTHX THIIOB MOIU(DHITMPOBAHHEIX CAXapHBIX (PPAarMECHTOB.

B onpenencHHBIX BApHAHTAX OCYINCCTBICHHUS MOIH(DHITHPOBAHHBIC CaXapHbIC (PPArMEHTHI MPECACTABILIIOT
co00# HEOHIMKIMICCKHE MOAH()HIIHPOBAHHBIC CaXapHbie (PParMEHTHI, coacpikaimue (PypaHO3HUIBHOE KOJBIO C
OI[HOﬁ WM HCCKOJIBKUMH 3aMCINAOIIHMHU I'PYIIIAMH, HH OJHA U3 KOTOPBIX HC CBA3BIBACT ABA aTOMaA q)ypanospmbnoro
KOJIbIIA ¢ 00pa30BaHHEM OHIUKIHYCCKON CTPYKTYPHl. TakHe HEMOCTHKOBBIC 3aMECTHTECIH MOTYT HAXOJHTHCS B
TFOO0M TOJIOKCHIH (DYpaHO3HIA, BKIFOUAS, HO HC OTPAHIIHBAACH STHM, 3aMCCTUTCITH B MOJIOKCHUAX 2', 4' w/wmm 5'.
B ompeaencHHBIX BAPHAHTAX OCYLICCTBICHHS OJUH WM 0O0JICC HEMOCTHKOBBIX 3aMECTHTC/ICH HECOHIMKIMYCCKUX
MOIU(HUIMPOBAHHEIX CAXAPHBIX (PPATMCHTOB SIBISTFOTCS PA3BETBICHHBIMH. [IpmMeps! 2’°-3aMENIAIOIMAX TPYIIL,
TMOAXOMAIUX Ui HEOWIOUKIIMYCCKUX MOTU(HIMPOBAHHBIX CAXapHBIX (DPAarMEHTOB, BKIIOYAIOT, HO HE
orpanmumBatotcsa umu: 2°-F, 2°-OCH3 ("OMe” uwmu “O-metun’), u 2'-O(CH,),OCH; (*“MOE”). B omnpeacncHHBIX
BAPHAHTAX OCYINCCTRICHHS 2'-3aMCINAOIIKE TPY bl BHIOUPAIOT U3 CJCAYIOIICTO: rAIOTCH, aJLTHIT, aMHHO, a3ua0, SH,
CN, OCN, CF3, OCF;, O-C;-Cy¢ ankokcu, O-C;-Cjo 3amemennsrii ankokcu, O-C;-Cyo agkmuia, O-C;-Cyo 3aMeIICHHBII
amkun, S-aaxua, N(Ry)-amkun, O-ankenwn, S-amkerun, N(Rp)-ankerun, O-amkuann, S-aakaHmL, N(Rp)-aakaHmT,
O-amxuneHnn-O-amkun, amkaHm, aakapwr, apamkmn, O-amkapun, O-apamkun, O(CH2),SCHs, O(CH2),ON(Rm)(Ry)
mwm OCH:C(=0)-N(Rm)(Ry), rae kaxaeni Ry 1 Ry, He3aBucHMO mpeacTaBiseT co0oit H, aMHHO 3aIUTHYIO TPyIITy
WJIH 3aMCIICHHBIT win HesamemeHHBIH C1-Cio ankmn, u rpynms! 2'-3aMeImaromue rpynmsl, onucanHsie B Cook et al.,
U.S. 6531584; Cook et al., U.S. 5859221; u Cook et al., U.S. 6005087. OmnpeacncHHBIC BAPHAHTHI OCYIICCTBICHHA

3THX 2'-3aMecTHTENCH MOTYT OBITh JOTOJHHTEIBHO 3aMCINCHBI OJHOH Wim Oojee TpyNmaMH 3aMECTHTCICH,
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HC3aBHCHMO BBIOPAHHBIMH W3 THAPOKCHIIA, AMUHO, ATKOKCH, KapOokcw, OcH3mna, (permma, mutpo (NO,), THOMA,
THOAQJKOKCH, THOAJTKHJA, TAaJIOTCHA, AJKWIA, apuia, alKCHWIA W ankuHmia. [Ipumeps! 4'-3aMemaromux TIpyIo,
MOAXOMIMUX Uil HEOWIOUKINYCCKUX MOJH(HIMPOBAHHBIX CAXapHBIX (PPArMEHTOB, BKIIOYAIOT, HO HE
OTPAHHYHMBAIOTCSA WMH, ATKOKCH (HAMPHMEP, MCTOKCH), aJIKWJI W TPYNIBL, OommcaHHbIC B Manoharan et al., WO
2015/106128. TlpuMepsl 5’-3aMCmAFOMMX TPYIIL, MOAXOTIMAX AT HCOWIUKIHYCCKUX MOAH(DHIIUPOBAHHBIX
caxapHbIX (JParMCHTOB, BKIIFOYAKOT, HO HC OTPAHHYHBAKOTCA HMH: S-meTwi (R wmm S), 5-urmn u 5°-merokcu. B
OTIPEACICHHBIX BAPHAHTAX OCYINCCTBJICHHA HCOMIHMKIMYCCKHE MOAU(DHUIMPOBAHHBIC CaXapHbe (parMeHThI
BKITIOYAOT 00JIcE OJHOTO HEMOCTHKOBOTO CaXapHOTO 3aMECTHTE, HampuMep, 2'-F-5'-MCTHIBHBIC CaxapHBIC
(pparMeHTHL, a TakkKe MOJH(PUIHPOBAHHbIC CaXapHbIC ()parMEeHTH M MOAU(PHIUPOBAHHBIC Hy KJICO3UIBI, OTIMCAHHBIC
B Migawa et al., WO 2008/101157, u Rajeev et al., US2013/0203836.).

B ompenencHHBIX BapHAHTAX OCYINCCTBICHUA 2 -3aMCINCHHBIN HCOUIIMKTHICCKAN MO (PUIIHPO BAHHBIH
HYKJICO3U BKJIIO4AeT (PparMeHT caxapa, CoACp KA HEMOCTHKOBYIO 2’ -3aMEINAIOINYI0 TPy IITy, BBIOpaHHYIO u3: F,
NH,, N;, OCF;, OCHs;, O(CH;):NH,, CH,CH=CH,, OCH,CH=CH,, OCH>CH,OCH;3;, O(CH),SCHs3,
O(CH2)2ONRm)(Ry), O(CH2)20(CH2)2N(CH3)2, 1 N-3amemennsriii anetamua (OCH2C(=0)-N(Rm)(Ry)), TAC KaXKABIH
Ru 1 Ry, mpeacrapiter coboif, He3aBucumo, H, aMHHO3AIMUTHYO TPYIIY MM 3aMCINCHHBIN WITH He3aMemeHHbIH C-
Cio anxun

B ompenencHHBIX BApHAHTAX OCYINCCTBICHHS 2’ -3aMCINCHHBIH HYKJICO3HT HCOWLIMKIHICCKUI
MOIU(PHIMPOBAHHBIN HYKJICO3H BKIIOYACT CAXaPHbIH (PPArMEHT, COACPIKAINHMI HEMOCTHKOBYIO 2’ -3aMEIIAFOIIY FO
rpymmy, BeiOpamHyro m3: F, OCF;, OCHs, OCH;CH,OCHi;, O(CH):SCHi, O(CH);ON(CHs),,
O(CH»),0O(CH2)2N(CH3); 1 OCH,C(=0)-N(H)CHs (NMA).

B onpeneneHHBIX BApHAHTaX OCYIIECCTBICHHA 2’-3aMEIICHHbBIH HEOHIUKIITICCKIH MOIM (DPHUIPOBAHHBIIH
HYKJICO3HU I BKJIFOUACT (PparMEHT caxapa, CoACp KAl HEMOCTHKOBYIO 2’ -3aMEINArOINY0 TPy TNy, BEIOPaHHYIO U3 F,
OCH3; n OCH,CH,OCHs.

HexoTopsie Moau(pMIHPOBAHHBIC CaXapHBIC (PParMEHTHI COACPKAT 3AMECTHTEIIb, KOTOPBIH CBA3BIBACT BA
aroMa ()ypaHOZHJIBHOTO KOJBIA C 0OPA30BAHHCM BTOPOTO KOJIBIA, YTO MPHBOAUT K 0OPA30BAHHIO OHITHKITHUICCKOTO
caxapHoro (pparMcHTa. B ONPEIcICHHBIX TAKMX BAPHAHTAX OCYINCCTBICHHS OWIIMKITHYCCKAN CaXapHbIH (PParMCHT
COACPKUT MOCTHK Mexay 4’ w 2' atomaMu (D)ypaHO3HOTO KONbLA. [IpHMEpHI TAKHX MOCTHKOBBIX 3aMECTHTCICH
caxapa oT 4’ A0 2’ BKIXOYAKOT, HO HE orpaHmumBaroTCA wmu. 4'-CH,-2', 4'-(CHy),-2', 4'-(CH,);-2', 4'-CH,-0-2'
(“LNA”), 4'-CH»-S-2', 4'-(CH,),-O-2' (“ENA”), 4'-CH(CH3)-O-2' (Ha3piBacMBIi "OTPAaHHYICHHBIM STHIOM" WIH
"cEt"), 4’-CH,-0-CH,-2’, 4’-CH»>-N(R)-2’, 4'-CH(CH,OCHj3)-0O-2' (“0o MOE” b “cMOE”) u ux aHanoru (cm., Hanp.,
Sethetal., U.S. 7,399,845, Bhatetal., U.S. 7,569,686, Swayze etal., U.S. 7,741,457, u Swayze et al., U.S. 8,022,193),
4'-C(CH3)(CH3)-O-2' w ux anamoru (cum., Hanp.,Seth et al., U.S. 8,278,283), 4'-CH,-N(OCH3)-2' u ux ananoru (cu,
nanp., Prakash et al., U.S. 8,278,425), 4'-CH,-O-N(CH3)-2' (em., ranp., Allerson et al., U.S. 7,696,345 u Allerson ct
al., U.S. 8,124,745), 4'-CH,-C(H)(CH3)-2' (¢m., Hanp., Zhou, et al., J. Org. Chem.,2009, 74, 118-134), 4’-CH,-
C(=CH»)-2’ u ux ananoru (cu, Hanpumep, Seth et al., U.S. 8,278.426), 4’-C(RaRp)-N(R)-0-2’, 4’-C(R4Rp)-O-N(R)-
2’, 4'-CH,-0-N(R)-2’ u 4'-CH2-N(R)-O-2',, rae xaxmprii R, R,, 1 Ry mpeactaBmsaroT co0oif, He3aBucHMo, H, 3amuTHY 0
rpymy win Ci-Cis ankun ey, nanpumep, Imanishi et al., U.S. 7,427,672).

B onpenencHHBIX BAPHAHTAX OCYIICCTBICHHA TaKue OT 4 10 2° MOCTHKH HE3aBHCHMO coAepskart ot 1 1o 4
CBA3aHHBIX Tpymm, HE3aBHCHMO BBRIOPAaHHBIX H3: -[C(Ra)(Rp)ln-, -[CR2)Rp)]a-0-, -C(R)=C(Rsp)-, -C(R,)=N-
. “C(=NRy)-, -C(=0)-, -C(=8)-, -O-, -Si(Ra)-, -S(=0)x- 1 -N(Ra)-;

rae:

x paseH 0, 1 wm 2;
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npaseH 1, 2, 3 uu 4,

Kaxkapiii R, u Ry, HezaBucuMo mpeactasmsaetr codoit H, 3amurnyro rpymmy, ruapokcui, Ci-Cio amkwmi,
samerneHnbiii Ci-Cyy amxui, Cp-Cip ankenm, 3amemeHHbIH Cp-Cio ankenmn, Cr-Ciy anmkuamn, 3aMmemcHHbI Cr-Ca
amxHuI, Cs-Coo apmt, 3amemeHHBIH Cs-Coo apuIL, TETCPOMMKITHICCKHI PATHKAIL, 3AMCIICHHBIN TCTCPOIHKITHICCKAN
pamukan, rerepoapwi, 3amemeHHbIH rerepoapmy, Cs-C; ammmmkiamdeckuii pagmkan, 3amemeHHbli  Cs-Cs
ammuukImdgeckuit pamukan, rajoreH, OJi, NJiuJa, SJi, Ni, COOJi, amun (C(=0)-H), 3amemennsii ammm, CN,
cymsporua (S(=0),-J1), umu cympoxcun (S(=0)-J1); u

Kakapnid w3 J1 u J» HezaBucumo npencrasiaet codoit H, Ci-Ci, amxun, 3amemennsiit Ci-Cio amxun, Cr-Cra
amkeHm, 3aMerneHHbIN Co-Cio amxernn, C,-Cro amkuam, 3amemeHssiid Cr-Cry amkurm, Cs-Cao apuin, 3aMeIICHHBIN
Cs-Cyo apun, atmn (C(=0)-H), 3aMCIICHHBIN aluJI, TSTCPOLHKINUCCKHN PaIUKAIL, 3aMCIICHHBIH TCTCPOIUKIMICCKII
panukan, Ci-Cy avuHOAKI, 3aMeeHHbIH Ci-Ci) aMHHOAKII, WM 3aIIUTHYIO TPYIIIY.

JomomHuTEIbHBIC OHIMKIHYCCKHE CaXapHBIC (JParMEHTH U3BECTHBI B JAHHOH 00NACTH, CM., HAIPUMED:
Freier et al., Nucleic Acids Research, 1997, 25(22), 4429-4443, Alback et al., J. Org. Chem., 2006, 71, 7731-7740,
Singh et al., Chem. Commun., 1998, 4, 455-456; Koshkin et al., Tetrahedron, 1998, 54, 3607-3630; Kumar et al.,
Bioorg. Med. Chem. Lett., 1998, 8, 2219-2222; Singh et al., J. Org. Chem., 1998, 63, 10035-10039; Srivastava et al.,
J. Am. Chem. Soc., 2007, 129, 8362-8379;Wengel et a., U.S. 7,053,207; Imanishi et al., U.S. 6,268,490; Imanishi et
al. U.S. 6,770,748; Imanishi et al., U.S. RE44,779; Wengel et al., U.S. 6,794,499; Wengel et al., U.S. 6,670,461,
Wengel et al., U.S. 7,034,133; Wengel et al., U.S. 8,080,644, Wengel et al., U.S. 8,034,909, Wengel et al., U.S.
8,153,365; Wengeletal., U.S. 7,572,582; u Ramasamy etal., U.S. 6,525,191; Torsten et al., WO 2004/106356; Wengel
et al., WO 1999/014226; Seth et al., WO 2007/134181; Seth et al., U.S. 7,547,684; Seth et al., U.S. 7,666,854; Seth
etal., U.S. 8,088,746; Scth et al., U.S. 7,750,131; Seth et al., U.S. 8,030,467; Seth et al., U.S. 8,268,980; Seth et al.,
U.S. 8,546,556; Seth et al., U.S. 8,530,640; Migawa et al., U.S. 9,012,421; Seth et al., U.S. 8,501,805; u U.S. Patent
Publication Nos. Allerson et al., US2008/0039618 u Migawa et al., US2015/0191727.

B ompeacicHHBIX BApHAHTAX OCYINCCTBICHHA H300PCTCHHA OWIMKIHYCCKHC CAXapHBIC (PparMcHTH U
HYKJICO3HIBI, BKJIFOYAMOLIHC TAKHC OWLMKIHYCCKHC CAXapHBIC (PPATMCHTHI, JOTMOJHHUTCIBHO ONPEICIAIOT IO
m3oMepHO# koHpurypanucii. Hampumep, LNA Hykico3ua (ONHCAHHBIA B JAHHOM JOKYMCHTC) MOKST HAXOJIHTHC B

o-L koH(puryparmu win B f-D koH(pHUTYpanmm.

B Bx
z K‘RO v —}(\G Hfﬁx
s kSF
wl,
LNA (B-1- xondurypauun) o-L-LNA (o-L-voHgurypayma}
moctuk = 4'-CH»-0-2' mocTuk = 4.CHs-0.2'

Bummkmmueckue Hykiaeo3uasl o-L-metuneHokcH (4'-CH,>-0-2") i o-L-LNA ObLti BHCAPCHEI B OJTUTOHY KJICOTHIBI,
KOTOPBIC ACMOHCTPHPOBATH AHTHCMBICTOBYHO akTHBHOCTD (Frieden et al., Nucleic Acids Research, 2003, 21, 6365-
6372). B pmaHHOM MOKYMCHTC OOINNC ONMHCAHHWA OWIHKIMYCCKUX HYKICO3HAOB BKIFOUAIOT 00C H30MCPHBIC
koH(purypanmu. Korma monoxkeHus crenu(puyecKuX OWIMKIMYCCKAX HyKIeo3uaoB (Hanpumep, LNA wmmm cEt)
HACHTH(IUIMPOBAHEI B IPHBEACHHBIX B TAHHOM JOKYMCHTE MPUMEPAx, OHH HAXOAATCS B KoH(purypaumu B-D, ecim
HE YKA3aHO HHOC.

B ompeneneHHBIX BAPHAHTAX OCYHICCTBICHHA MOAH(HIIMPOBAHHBIC CAaXapHbIC (DPArMEHTHI COACPKAT OHH
nin Ooee HEMOCTHKOBBIX CAXAPHBIX 3aMECTHTENICH W OAWH WM O0Jiee MOCTHKOBBIX CAXapHBIX 3aMECTHTCICH

(nanpumep, 5’-3aMeIneHHBIC 1 4°-2°-MOCTHKOBBIC Caxapa).
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B ompeacncHHBIX BAPHAHTAX OCYHICCTBJICHUSA MOAH(DHIIHPOBAHHBIC CaXapHBIC (DPArMCHTHI MPEACTABIAIOT
coboH 3aMEHHTENH caxapa. B onpeneneHHBIX TAKMX BApPHAHTAX OCYINECTBICHHS aTOM KHCIIOPOJA CaXapHOTO
(hparMCHTA 3aMCHCH, Hanpumep, aTOMOM CCpbI, YIJICPOAA WIH a30Ta. DB ONPEACICHHBIX TAKHX BAPHAHTAX
OCYIICCTBIICHAA TAaKHe MOAW(HIUPOBAHHBIC CaxapHBIC (DPAarMCHTHI TAKKE COACPKAT MOCTHKOBBIC H/HIIH
HEMOCTHUKOBBIC 3aMECTHTCIH, KAK OMHCAHO B JAHHOM JOKyMEHTe. Hampumep, OmpeacIcHHbIC 3aMCHHTEIH Caxapa
cozeprkat 4'-aToM Cephl ¥ 3aMCIICHUC B MOJIOKEeHUH 2-(cM., Hanpumep, Bhat et al., marent CIIIA Ne 7 875 733 u Bhat
et al., marent CIITA Ne 7 939 677) u/wium monosxeHnn S5'.

B onpeneneHHBIX BAPHAHTAX OCYIIECCTBICHHA 3aMCHHTEIIH CaXapa COACPIKAT KOIbLA, HMEIOIHUE KOJINYECTBO
aToOMOB OTIH4HOE OT 5. Hampumep, B ONPeacICHHBIX BAPHAHTAX OCYIICCTBICHUA 3aMCHHTEIb Caxapa COACPIKUT
mecTHYWICHHBIN  TeTparuaponupan  («TITI»). Takue TeTparugpOMHPaHbBl MOTYT OBITh JOHOTHHUTCIBHO
MOIU(PUIMPOBAHBI WIH 3aMCHICHBL. HyKICO3uAbl, COACPIKAIIE TaKHe MOAH(DUIMPOBAHHBIC TCTPArHIPOIHPAHEI,
BKITIOYAFOT, HO HC OTPAHMYUBAOTCA 3TUM, TCKCHTOIHY KJICHHOBYIO KHCTOTY («HNAY), aHHTOTHY KICHHOBY O KUCJIOTY
(«ANA»), MAaHHHUTOJTHY KICHHOBYIO KHCTOTY («MNAY) (cm., Hanmpumep, Leumann, CJ. Bioorg. & Med. Chem. 2002,
10, 841-854), fluoro HNA:

F-HNA
(«F-HNA», cu., nanpumep Swayze et al., U.S. 8088904; Swayze et al., U.S. 8440803; Swayze et al., U.S. 8796437,

u Swayze et al., U.S. 9005906, F-HNA moxeT Takoxe ynomuHatbes kak F-THP wmu 3'-(roprerparuaponupan), u

HYKJICO3HIBI, COACP/KALITHC OO THUTE THHBIC MOAH(pHIHpOBaHHbIC coeauacHuA THP, mveronmme (hopmyy:

a4 d5
-0 q
T3 0 3
a5 Ay
dg Bx
o q
/ R/ R,
T 1 R2

a
IIC He3aBUCHMO I KAYKIOTO YKA3AHHOTO MOU(DHITMPOBAHHOTO HyKiIco3uaa THP:

Bx npeacrasiget co6oi (pparMCHT HyKICOOCHOBAHUS,

Ts; m Ti KaKOpli, HE3aBHCHMO, INPEIACTABIIIIOT COOOW MEKHYKICO3HIHYIO CBS3BIBAOINYIO TPYIILY,
CBA3BIBAKOINYED MOIU(pHIMPOBAaHHBIN Hykiacosua THP ¢ ocTaTkoM ONMTOHYKICOTHIA, WM OXuH w3 T3 u Ty
TIPEACTABIIET COOOH MEKHYKJICOZHIHYEO CBI3BIBAOINYIO TPYIIIY, CBA3BIBAIOINYI0 MOAH(HUIHPOBAHHBIA HYKICO3HT
THP ¢ octaTkoM 0THTOHYKJICOTHAA, a ApyToii u3 T3 u T4 mpeacTasmsaet coboii H, ruapoKCHIIBHYIO 3aIHTHYIO TPYTIILY,
CBA3AHHYIO KOHBIOTUPOBAHHYO I'PYIITY HIH 5' Witk 3'-KOHIEBYIO TPYIIIY;

Kbl U3 1, q2, 43, 44, qs, s ¥ ¢7 He3aBucHMo npeactasisieT coboit H, C-Cs anxmn, 3amemenusiii C,-Cs amk, C;-
Cs ankenm, 3amerncHubIH Cr-Co ankeumn, Cr-Co ankuumi, wid 3aMeInecHHbIH C)-Co aTKHHIT, H

Kakapnid w3 Ri Ry, HE3aBHCHMO BRIOMPAIOT W3. BOJOPO/A, TAOTCHA, 3AMCIICHHOTO WJIH HC3AMCIICHHOTO
amkokcn, NJ1Jo, SJi, N3, OC(=X)]1, OC(=X)NJ1J2, NJsC(=X)NJ1J2, w CN, rae X mpeacrasaser codoit O, S wmm NJy,
" Kakasii Ji, Jo, u Js mpeacrasmaet codoit, Hesapucumo, H wmn Ci-Cs amkm.

B ompenencHHBIX BapHAHTAX OCYHICCTBICHHSA MPCACTABICHB MOAH(HIIMPOBAHHBIC HyKiIco3uabl THP, rae
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q1 92, 93, Q4» 5, Q6 U (7, KOKIBIH, TPEACTABIAROT c000it H. B ompeacieHHBIX BapHaHTaX OCYIICCTBICHHS, IO MCHBIICH
Mepe OMH U3 1, 2, 3, 4, 45, (6 ¥ 7 OTIH4EH OT H. B onpeaencHHbIX BAPHAHTAX OCYIIECTBICHUS, IO MEHBIICH Mepe
OJH U3 (1, 42, (3, 44, (s, Q6 ¥ 7 MPEACTABIAET COOOH METHII. B onmpeaeneHHBIX BAPHAHTAX PEANTH3AINH IPEICTABICHBI
Momu(pumpoBanHsie Hykineo3uasl THP, B xotopeix omme w3 Ri u Ronpeacrasmser coboii F. B ompeaencHHBIX
BapuaHTaxX peammsamun R; mpeactaemser coboit F, a Rompeacrasmser coboit H, B ompeneneHHBIX BapHaHTaxX
peammzannn Rimpeacrasager coboit meTokcH, a Rompeacrasmser co6oit H, w B ompencncHHBIX BapHaHTAaX
peamzannn R mpeacrasieT co0oif METOKCHITOKCH, a Ry mpeacrasmsaer coboit H.

B ompeneneHHBIX BapHAHTaX OCYINCCTBICHHS H300pPETCHHA 3aMEHHTCIH Caxapa COJACPXAr KOJIBIIA,
uMeronme 0oilee 5 aToMOB W 0ojiee OJHOTO rerepoaroma. Hampumep, OmHMCaHbI HYKJICO3HIBI, COACPIKALIHC
Mop(oIHHOCaxXapHble (ParMEHTHI, M HX IPHMCHCHHE B OJIMTOHYKJICOTHIAX (cwm., Hanpumep: Braasch et al.,
Biochemistry, 2002, 4/, 4503-4510 u Summerton et al., U.S. 5,698,685, Summerton et al., U.S. 5,166,315;
Summerton et al., U.S. 5,185,444 ; and Summerton et al., U.S. 5,034,506). B xoHTEKCTE JAHHOTO JOKYMCHTA TCPMHH

«MOP(OHHO» 03HAYACT 3AMCHHTEIh CAXapa, HMCIOIIHH CICAYIOILYIO CTPYKTYPY:

E—O 0 Bx

N

A
B omnpeneneHHBIX BapHaHTAX OCYMICCTBICHHA H300peTeHHA MOP(OIMHO MOIYT OBITH MOIU(UIMPOBAHHBIMH,
HampuMep, 100aBICHHEM HIH H3MEHEHHEM Pa3IHYHBIX IPYIII 3aMECTHTEICH OTHOCHTEILHO NPEICTABICHHOH BBIIIE
CTPYKTYpsI Mop(omuHo. Takue 3aMEHHUTEIHN caxapa yIOMHHAOTCS B JAHHOM JOKYMEHTE KaK «MOJH(DHIIHPOBAHHBIC
MOP(OTHHOY.

B onpenencHHBIX BapHAHTAX OCYINCCTBICHHUS H300PCTCHHS 3aMCHHTCIH Caxapa COACPIKAT AUKINYCCKHC
(pparmenThI [TpuMeps! HYKJICO3HI0B U OJTHTOHYKJICOTH/IOB, COACPKAINMX TAKHE ALMKIHICCKHE 3aMCHHUTCIH Caxapa,
BKIIOYAKOT, HO HE OrPAaHHYHWBAIOTCA WMH. NCOTHAO-HYKICHHOBYIO KHCIOTY («PNAY), amukImyecKkyro
OYTWJIHYKIICHHOBYIO KHCIOTY (cm., Hanpumep, Kumar et al., Org Biomol. Chem., 2013, 11, 5853-5865), u
HYKJICO3HIBI ¥ OJTHTOHYKJICOTHABI, OMHCaHHbIc B Manoharan et al., WO 2011/133876.

B nanHON 007aCTH TEXHHKH H3BECTHO MHOTO JAPYTHX OHIMKIMYCCKHX W TPHIHMKIHUYCCKHX CAXapPHBIX
KOJIBIICBBIX CHCTEM W KOJBIEBBIX CHCTEM C 3aMCHHTEIEM Caxapa, KOTOpbIC MOXHO WCIOJb30BaTh B
MOIU(PHIMPOBAHHBIX HYKICO3HAAX.

2. HexoTopble MOIH(GIMIIUPOBAHHLIE A30THCTHIE 0CHOBAHNST

B ompexnereHHBIX BapHAHTAX OCYINECCTBICHHS MOIU(PHIMPOBAHHBIC OJHTOHYKJICOTHIBI COACPKAT OJHH
nn OoJiee HyKJICO3HI0B, COACPKAIMX HEMOJU(UIUPOBAHHOE A30THCTOE OCHOBAHME. B OIpeeIe HHbIX BAPHAHTAX
OCYINCCTBICHH MOIU(PHIMPOBAHHBIC OJHTOHYKJICOTHIAB! COACPKAT OJMH WIH O0Jiee HyKICO3HIOB, COACPKAIIIX
MOIU(PHIMPOBAHHOE A30THCTOC OCHOBAHWE. B ONpeIeneHHBIX BAPHAHTAX OCYINECTBICHHSA MOAU(UIIMPOBAHHBIC
OJIMTOHYKJICOTHIBI COACPKAT OAWH HWIH OOJice HYKJICO3HWIOB, KOTOPBIC HE COACPKAT a30THCTOC OCHOBAHIC,
HA3BIBAEMBIC HYKJICO3HAOM C yAAJICHHBIM Q30THCTHIM OCHOBAHHEM.

B ompenencHHBIX BapHAHTaX OCYINECTBICHUS MOAH(DUIMPOBAHHBIC HYKJICOTHAHBIC OCHOBAHHUS BBIOMPAIOT
3. 5-3aMCHICHHBIX NHPHMHINHOB, 6-a3aNHPHMHANHOB, AQJKANT- HWIH AQIKHHHI3AMCIICHHBIX MHPHMHIUHOB,
aJKHI3aMCIICHHBIX IypuHOB 1 N-2, N-6 11 O-6 3aMCIICHHBIX ITypPHHOB. B ompeeieHHBIX BAPHAHTAX OCYIICCTBICHUS
MOIU(HIPOBAHHbIC HYKJICOTHIHBIC OCHOBAHHA BBIOHPAIOT H3: 2-aMHHONIPONUIAACHUHA, 5-
THAPOKCUMETHILUTO3HHA, KCAHTHHA, TUNIOKCAHTHHA, 2-aMHHOAACHHHA, 6-N-METUITYaHHHA, 6-N-METUIaICHUHA, 2-

MPONHIAACHAHA, 2-THOYpaIi, 2-THOTHMHHA U 2-tHonmrosmHa, S-mpommamma (-C=C-CHs) ypamuwma, 5-
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TMPONMHAIIMTO3HHA, 6-a30ypanuia, 6-a30IUTO3WHA, 6-a30THMHHA, S-puOosmiaypanmia (TceBaoypaumna), 4-
THOYpanunia, 8-ranoreHa, 8-aMuHO, 8-THOJIA, 8-THOAIKIIIA, 8-THAPOKCHIA, 8-23a U APYTUX 8-3aMCIICHHBIX Ty PHHOB,
5-ramoreHa, B 4acTHOCTH 5-Opoma, S-rpupropMeTmia, S-ranoypanmia ¥ S-TaJoIHTO3WHA, 7-MECTHITYaHUHA, 7 -
METUNaAcHuHA, 2-F-aaeHuHa, 2-aMHHOAQACHHWHA, 7-Aca3aryaHWuHa, 7-Aca3aaJcHUHA, 3-Aca3aryaHuHa, 3-
neazaancHuHa, 6-N-OcH30mancHuHa, 2-N-m300yrtupmiaryanuHa, 4-N-OcH3zomwmuurto3nHa, 4-N-OcH3omnypanum, 5-
MeTHn  4-N-OeH30mnuuTO3HHa, S-MeTHI 4-N-OCH30WIypalmia, YHHBCPCAIBHBIX OCHOBAaHHH, TIHAPO(OOHBIX
OCHOBAaHHI{, CMCIIIAHHBIX OCHOBAHHUH, YBEIMUCHHBIX B pa3Mepe OCHOBAHMIT U (PTOpCOACp AKX OCHOBAaHUH. Jlpyrue
MOIU(UIMPOBAHHBIC A30THUCTHIC OCHOBAHWA BKJFOYAIOT TPHLIMKIMYCCKUC NHPHMUAWHBI, Takue Kak 1,3-
mua3zapeHokCasuH-2-0H, 1,3-mmazaeHOTHA3WH-2-0H ®W  9-(2-ammHO3TOKCH)-1,3-mmazadeHokcasuH-2-0H (G-
(uxcupyromee OCHOBaHME). IIypHHOBBIC HIH NHPHMHAWHOBBIC OCHOBAaHHSI MOIH(HUIMPOBAHHBIX A30TUCTBIX
OCHOBAHHI MOTYT OBITh 3AMCHCHBI APYTUMHU ICTCPOIMKIAMHE, HAPUMEDP 7-A¢3a3aaICHUHOM, 7-1¢3a3aTyaHO3uHOM, 2-
AMHHONIMPUAWHOM H 2-TIHPHAOHOM.  JIONONHUTCIBHBIC HYKJICOTHIHBIC OCHOBAHHA BKTIOYAIOT OCHOBAHMJ,
packpsIThic B Merigan et al., Merigan et al., U.S. 3,687,808, Te, koTOpble packphIThl B 7he Concise Encyclopedia Of
Polymer Science And Engineering, Kroschwitz, J.1., Ed., John Wiley & Sons, 1990, 858-859; Englisch et al,
Angewandte Chemie, International Edition, 1991, 30, 613; Sanghvi, Y.S., Chapter 15, Antisense Research and
Applications, Crooke, S.T. and Lebleu, B., Eds., CRC Press, 1993, 273-288; u Te, KOTOpbIC PACKpPHITHI B ITIABaX 6 U
15, Antisense Drug Technology, Crooke S.T., Ed., CRC Press, 2008, 163-166 u 442-443.

IlyOnukarmy, B KOTOPBHIX OIMCAHO INOJYYCHHE HEKOTOPBIX M3 YKA3aHHBIX BBINIEC MOJH(DHIHPOBAHHBIX
HYKJICOTHIHBIX OCHOBAHMH, a TaloKe APYTHX MOJH(DHMIUPOBAHHBIX HYKICOTHIHBIX OCHOBAHHH, BKIIOYAIOT, O€3
orparmiucHus Manoharan et al., US2003/0158403; Manohara et al., US2003/0175906; Dinh et al., U.S. 4845205;
Spielvogel et al., U.S. 5130302; Rogers et al., U.S. 5134066; Bischofberger et al., U.S. 5175273; Urdea et al., U.S.
5367066; Benner et al., U.S. 5432272; Matteucci et al., U.S. 5434257, Gmeiner et al., U.S. 5457187; Cook et al., U.S.
5459255; Froehler et al., U.S. 5484908; Matteucci et al., U.S. 5502177; Hawkins et al., U.S. 5525711; Haralambidis
et al., U.S. 5552540; Cook et al., U.S. 5587469; Froehler et al., U.S. 5594121; Switzer et al., U.S. 5596091; Cook et
al., U.S. 5614617; Froehler et al., U.S. 5645985; Cook et al., U.S. 5681941; Cook et al., U.S. 5811534; Cook et al.,
U.S. 5750692; Cook ct al., U.S. 5948903; Cook et al., U.S. 5587470; Cook et al., U.S. 5457191; Matteucciet al., U.S.
5763588; Froehler et al., U.S. 5830653; Cook et al., U.S. 5808027; Cook et al., 6166199; u Matteucci et al., U.S.
6005096.

3. HexoTopbie MO (DUIHPOBAHHBIC MEKHYKJICO3IIHbIC CBSA3N

B onpeneneHHBIX BapHAaHTAX OCYINECTBICHUS HYKJICO3HIB! MOIW(DMIHPOBAHHBIX OJIMTOHYKICOTHAOB
MOTYT OBITh CBS3aHBI BMECTC C HCIOJB30BAHHEM IFOOOH MEKHYKICO3HIHOH CBs3HM. JIBa OCHOBHBIX Kiacca
MEKHYKJICO3HIHBIX CBI3BIBAIOINNX IPYIII ONMPEACILIIOT MO HAIMYHIO HITH OTCYTCTBHIO aroMa (ocopa. Tumuansie
(pochopcomepkamue MEKHYKICOZUIHBIC CBS3H BKIIOUYAKOT, HO HE OTPaHWYHBAIOTCI mMH, (ochaThl, KOTOpBIC
comepkat pochommpupryro CB3b («P=0») (Tarke HA3BIBACMBIC HEMOTU(PUIIMPOBAHHBIMH T BCTPCHAIOTITIMUCS
B mpupoae cemamu), (Qochorpmddupsr, mermadochoHatsl, (pochopamumarel u pocdopormoatsl («P=S») m
(ocopoaurroats! («HS-P=S»). TunmdHBIC MEKHYKICO3HIHbBIC CBA3BIBAIOINNC TPYIIIBI, HE coaepskamue (ocdop,
BKITIOYAKOT, HO HC OrpaHuumBaroTcad wvu, MeTwicHMCTHAMUHO (-CH,-N(CH3)-O-CH»-), TtHOIHI (U,
tronokapdamar (-O-C(=0)(NH)-S-); cunokcan (-O-SiH,-O-); u N.N'-mumermnruapasus (-CH,-N(CH3)-N(CHs)-).
MomuumupoBaHHbIC MEXHYKICO3HAHBIC CBA3H IO CPABHCHHIO C BCTPEHAIOIIUMECS B mpupoae (ocharHbMH
CBA3IMH MOKHO HCIIOJIB30BaTh UL M3MCHCHHS, KAK NMPABHJO, MOBBINICHHSA YCTOWYHBOCTH OJHTOHYKJICOTHIA K
HyKJIca3aM. B ompenencHHBIX BapHAHTAX OCYINCCTBICHHS MEHYKICO3HIHBIC CBA3H, HMCIOINC XHPAIBHBIH aToM,

MOTYT OBITh TIOJIYHUCHBI B BHAC PALICMHYICCKON CMECH HIIH B BHZIC OTJACIBHBIX SHAHTHOMEPOB. CrocoObI moyueHHs
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(pochopcomepxamux u He(PochopcoACPKAMIMX MEKHYKICO3HIHBIX CBA3CH XOPOINO HW3BCCTHBI CIICIHAACTAM B
JAHHOH 00IACTH TEXHUKH.

TunmaabIC MCIKHYKJICOZUAHBIC CBA3H, HMCHOIIHEC XHpaJTLHBIﬁ LOCHTP, BKIIIOYAKOT, HO HC OTPAHUIHMBANOTCA
nvu, ankuiadoconarsr um  pocdopoTHoaTs Mo quuipoBaHHbIE  OJIMTOHYKJICOTHABI,  COACPIKAIIHC
MCKHYKJICO3UIHBIC CBS3H, HMCIONIMEC XHPATbHBIH IICGHTP, MOTYT OBITh NOJYYCHBI B BHAC IOINYJIALMH
MOJU(PUIMPOBAHHBIX OJIMTOHYKJICOTHAOB, COACPKAIUX CTEPEOCIyYaHHbIC MCEKHYKICO3HIHbIC CBS3H, WIH B
KayecTBe MONYJLIMHH MOIU(PHIMPOBAHHBIX OJHIOHYKJICOTHIOB, COACpKamuX (OCPOpPOTHOATHBIC CBI3H B
ONPECACIICHHBIX CTCPCOXUMHUICCKUX KOH(I)I/II‘ypaIII/I}IX. B ONPCACIICHHBIX BAPHAHTAX OCYLIICCTBJICHUS MNOITYJIILUH
MOIU(PUIMPOBAHHBIX OJMIOHYKJICOTHIOB conxepar (pocopoTHOATHBIE MEKHYKICO3HIHBIC CBA3M, NMPUYEM, BCE
(ochopoTHOATHBIE MEKHYKJICO3HAHBIC CBA3M SBISIFOTCA CTepeociaydalHbMH.  Takue MOAu(UIMPOBAHHBIC
OJIMTOHYKJICOTHABI MOTIYT OBITH TOJYUCHBI C HUCHOJIB30BAHUCM CHHTCTHUCCKHUX CHOCO6OB, KOTOPBIC NPUBOIAT K
CIy4alHOW CCNICKUUHU CTCPCOXHUMUICCKOH KOH(puUTypanun kaxaon (ocopornoatHoii ca3u. Tem HE MEHEe, Kak
XOpOIIO M3BECTHO CICHHATIHCTaM B JAaHHOH OOJACTH TEXHMKH, KK OTACHbHBIN (hochopoTHOAT KAKIOH
OTACTBHOM MOJCEKYJIBl OJHIOHYKICOTHAA HMECT ONPEACICHHYIO CTEpeoKoH(purypammoo. B onpencneHHBIX
BapHAHTAX OCYILCCTBICHHA MOy JIALHH MOAH(PHIPOBAHHBIX OJIMTOHYKJICOTHIOB 000TaICHBI
MOAU(DHIUPOBAHHBIMY OJIUTOHY KJICOTHIAMH, COACPKALIMMHE OTHY WIH HECKOJIBKO KOHKPETHBIX (POCOPOTHOATHBIX
MEKHYKJICO3HAHBIX CBA3CH B KOHKPETHOH, HE3aBHCHMO BBIODAHHOH CTEPEOXHMHYECKOH KoH(pHrypauuu. B
OIIPE/IC/ICHHBIX BAPHAHTAX OCYIUECTBJICHHUS KOHKPETHAS KOH(HUrypamusa KOHKpeTHOH (ochopoTrnoarHoil cBA3U
NPHUCYTCTBYET B IO MEHbIIECH Mepe 65 % MOIEKyl B NONMyJHIMU. B ompeneneHHBIX BapHAHTAX OCYILECTBICHUA
KOHKpETHAs KOH(pHTypanus KOHKpeTHOH (ocopoTHOaTHOH CBA3H MPUCYTCTBYET B IO MEHbIIEH Mepe 70% MOJIeKy 1T
B IONyJUIMH. B ompeneneHHBIX BapHaHTAX OCYMIECTBICHHA KOHKPETHasd KOH(HIypauus KOHKPETHOMH
(poc(hopoTHOATHOH CBAZM MPUCYTCTBYCT B MO MEHbIICH mepe 80% MOJCKYT B MONY IOUH. B OmpeacacHHBIX
BApPHAHTAX OCYIUECCTBICHUS KOHKPETHAS KOH(HUTYpanus KOHKPETHOH (POC(HOPOTHOATHOH CBS3H MPHUCYTCTBYET B IO
MeHbIICH Mepe 90% MONCKYT B NONMYJUHH. B ONPEOCICHHBIX BapHAHTAX OCYIICCTBICHUA KOHKPCTHAS
KOH(purypanus KOHKPETHOH (POC()OPOTHOATHOH CBA3W MPHUCYTCTBYET B MO MEHBIICH Mepe 99% MOIekysn B
oMy IsIU. Takue XUpasbHO OOOTAMICHHBIC MOMYJLINHH MOTU(DHIMPOBAHHBIX OJMTOHYKICOTHAOB MOIYT OBITh
TIOJIYUCHBI C HCHOJIB30BAHIEM CIIOCOO0B CHHTE3a, H3BECTHBIX B TAHHOH 00JaCTH, Hanpumep, CTIOCOO0B, OMMUCAHHBIX
B Oka et al., JACS 125, 8307 (2003), Wan et al. Nuc. Acid. Res. 42, 13456 (2014) w WO 2017/015555. B
OTIPEACTCHHBIX BAPHAHTAX OCYHICCTBICHHUS IONYJLIHIO MOJH(PHIHPOBAHHBIX OJHIOHYKJICOTHIOB OOOTamarT
MOIU()AIMPOBAHHBIMU OJTHTOHYKJICOTHIAMH, HMCIOIIHMH IO MCHBIICH MEpE OAWH YVKa3aHHBIHA (pocPopoTHoaT B
KoH(purypamun  (Sp). B omnpencacHHBIX BapHAHTAX OCYIICCTBIACHHA TONMYIANMI0 MOJH(DHIUPOBAHHBIX
OJIMTOHYKJICOTHAOB 000TamaroT MOAH(pUIHPOBAHHBIME OJIATOHY KJICOTHAAMH, HMCIOIMMH IO MEHBIICH Mepe OAWH
(docopotnoar B koH(purypaumun (Rp). B ompeacncHHBIX BapHAHTAX OCYIICCTBICHHSA MOIH(PHIHPOBAHHEIC
OJIMTOHYKJICOTUIBI, coacpxamue (Rp) wwumn (Sp) (GpochopoTHoaTs, COACPKAT OTHY WIH O0JCC W3 CICAYHOIINX

(hOpMYT, COOTBCTCTBCHHO, TI¢ «B» 0003HAYACT a30THCTOC OCHOBAHHC!
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Ecmm He yka3aHO HHOE, XMPaJIbHbIC MEKHYKJICO3HIHBIC CBI3H MOU(PUIMPOBAHHBIX OJMTOHYKJICOTH/IOB, OITHCAHHBIC
B JAHHOM JOKYMCHTE, MOTYT OBITH CTCPCOCIy4YaHHBIMH HJIM MOTYT OBITh B ONPEACICHHOH CTCPEOXHMMHYCCKOH
KOH(purypauuu.

HeiitpadbHble  MEKHYKJICO3ZHIHBIC  CBA3H  BKIIOYWAOT, ©Oe3  orpaHuucHusa,  (ochoTpudpupsl,
metundpocpounarer, MMI (3'-CH,-N(CH3)-0-5"), amun-3 (3'-CH,-C(=0)-N(H)-5"), amun-4 (3'-CH,-NH)-C(=0)-5"),
¢popmanerans (3'-O-CH»-O-5"), wmerokcunponun, uw Ttuopopmanerams (3'-S-CH»-O-5"). JlonmoTHUTE THHBIC
HEeHTpaabHbIC MEKHYKIICO3HIHBIC CBS3H BKIIOYAIOT HCHOHHBIC CBA3H, COACPKAINUE CHIOKCAH (IHANKHICUIOKCAH),
CJIOKHBIH 3(hup KapOokcuaaTa, kKapOokcaMu, Cyab(ua, CIOKHBIH H(PHP CYTb(POKUCIOTH H AMHIBI (CM., HAPHMED:
Carbohydrate Modifications in Antisense Research; Y.S. Sanghvi and P.D. Cook, Eds., ACS Symposium Series 580;
Chapters 3 and 4, 40-65). [Ipyrue HeHTpaIbHbIC MEKHYKJICO3UIHBIC CBSI3H BKIFOUAIOT HCHOHHBIC CBA3H, COACPIKAIIHC
cvemmansbie N, O, S u CH; cocraBiromue.

B. OnpejaeneHHbIe MOTHBBI

B onpeneneHHBIX BAPHAHTAX OCYIICCTBICHHS MOTA(PDHIMPOBAHHbIC OJHTOHYKJICOTH/IBI COACPIKAT OHH UITH
Oonce MOAM(PUIMPOBAHHBIX HYKJICO3HIOB, COACpKAIIHX MOAW(UIMPOBAHHBIN caxapHbIii (parmMeHt. B
OTIPEACICHHBIX BAPHAHTAX OCYINCCTBICHHA MOJU(PHIMPOBAHHBIC OJHTOHYKJICOTHIBI COIACP)KAT OAWH HWiIH Oojee
MOIU(PHIMPOBAHHBIX HYKJICO3HIOB, COACPKAIMX MOTU(DHIMPOBAHHOE a30THCTOC OCHOBAHHC. B OmpeaeiIeHHbBIX
BAPHAHTAX  OCYLICCTBICHHA  MOIW(DHIMPOBAHHBIC  OJHIOHYKICOTHABI  COJXCPXKAT OHY HWIH  Oojee
MOIU(PHIMPOBAHHBIX MCKHYKJICOSHIHBIX CBs3eH. B Takux BapHaHTAaX OCYLICCTBICHHS MOIH(DHIMPOBAHHEIC,
HCMOIU(PHIUPOBAHHBIC W MO-PA3HOMY MOAM(PHIHPOBAHHBIC CAXaPHBIC (DPPArMCHTHI, A30THCTHIC OCHOBAHHA H/IIIH
MCKHYKJICO3UIHBIC CBSI3H MOTU(HIMPOBAHHOTO OJHMIOHYKJICOTHAA ONPEACILIIOT MOTHB. B  OmpeacIeHHBIX
BaPHAHTAX OCYIICCTBICHU KAXKAast CTPYKTYPa CaXapHBIX (DparMEHTOB, a30 THCTHIX OCHOBAHUH H MEKHY KJICO3HIHbBIX
CBA3CH HC 3aBUCHT APYT OT Apyra. Takum 00pa3oM, MOAH(DHIIHPOBAHHBINA OTHTOHYKJICOTH MOKET OBITh OTHCAH CTO
CaxXapHBIM MOTHBOM, MOTHBOM A30THCTBIX OCHOBAHHH H/HIH MOTHBOM MCKHYKJICOSHIHOH CBS3H (B KOHTCKCTS
JAHHOTO JOKYMCHTA MOTHB Q30THCTBIX OCHOBAHHI OMACHIBACT MOJH(DHKAIIMA A30 THCTBIX OCHOBAHHH HE3aBUCHMO OT
MOCIICI0BATCIBHOCTH A30THCTHIX OCHOBAHH).

1. HexoTopble cCaxXapHble MOTHBBI

B ompeneneHHBIX BapHAHTaX OCYIIECTBICHHA H300PETCHUS OJMIOHYKICOTHIBI COACPKAT OUH HIH 00Jee
THNOB MOAU()HIIMPOBAHHBIX CAXapHBIX (DPAaTMEHTOB W/HWIM HEMOJU(HIMPOBAHHBIX CAXapHBIX (PParMeHTOB,
PacTONI0KEHHBIX BAOTb OJIATOHYKICOTH/A HITH €T0 0OJaCTH ONpPEACICHHBIM 00pa30M WM B BHC CAXapHOTO MOTHBA.
B onpeneneHHBIX clydasx, TAaKHE MOTHBBI MOTYT COACPKATh, HO HEC OTPAHHYMBAIOTCA HMH, JIOOBIC CaxapHBIC
MOIU(PHKALIMH, PACCMOTPCHHBIC B JAHHOM JOKYMCHTC H/WITH APYTHC H3BECTHBIC MOAH(DHKALIHH Caxapa.

B onpeneneHHBIX BapHAaHTAX OCYHICCTBICHUS MOAH(HIMPOBAHHBIC OJMIOHYKICOTHIBI COACPKAT HIIH

COCTOAT W3 00JACTH, HMCIONICH I'3IMEPHBIH MOTHB, KOTOPBIH OIPECIIETCS C MOMOINBIO ABYX BHEIIHHX 0OJNacTel
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WA «KPBLIA» M IICHTPATBHOH MIH BHYTPCHHEH 00JIACTHIO, HIIH «T3IOM». JTH TPH 00JaCTH I3MMEPHOTO MOoTHBA (5'-
KpBUTO, I3 W 3'-KPBUIO) 00pa3ylOT HENPEPHIBHYIO IOCIICIOBATEIBHOCTh A30THUCTHIX OCHOBAHWE, B KOTOPOH IO
MCHBIICH MEpEe HEKOTOPBIC U3 CAXapHBIX (PPATMEHTOB HYKJICO3HA0B B KAKIOM KPBIJIC OTIHYAIOTCS 10 MEHBIIECH Mepe
OT HEKOTOPBIX CaXapHBIX (PParMEHTOB HYKJICO3HAOB B I3NC. B 4YaCTHOCTH, MO MCHBINCH MEpEe TE CaxapHbIC
()parMCHTHl HYKJICO3HIOB KAKIOTO KPBLIA, KOTOPHIC PACHOJIOKCHBI OMIDKC BCETO K TNy (KpaiiHmid 3'-KOHIIECBOI
HYKJICO3H 5'-KpbIJIa B KpaWHUI 5'-KOHICBOH HYKJIC03u ] 3'-KPBUIa), OTIHYAOTCA OT CAXapHOTO (PparMeHTa COCEIHIX
HYKJICO3UIOB B I3II€, ONPEACIIIA TAKUM 00pa30M IPaHHIy MEKAY KPBUIBAMH H ISIOM (T.€. COSIHHCHHUE KPbLIO/TII).
B ompeneneHHbIX BapHAHTaX OCYINCCTBIICHHUS H300PETCHHA CaXxapHbIC (DPATMEHTHI B TIIIE SABJLIOTCA OJHHAKOBBIMHU
IO OTHOIICHHUIO IPYT K Apyry. B OmpeacIcHHBIX BAPHAHTAX OCYIICCTBICHHUA H300PESTCHHUS 31T COACP>KUT OHUH HITH
0oJee HYKICO3HAOB, HMCIOIUX CaXapHBIH (DparMEHT, KOTOPBIH OTIHYACTCA OT CaXapHOTO (PparMeHTa OJHOTO HIIH
fonee ApPYrMX HYKJICO3HAOB B TIdNe. B onpeneieHHbIX BApHAHTAX OCYLICCTBJICHHSA CAXapHBIC MOTHBBI,
MPHHAAJICIKAINE ABYM KPBUIbAM, SBJIIOTCA OJHHAKOBBIMH IO OTHOLICHHIO APYT K APYTY (CHMMETPHYHBIH I3MMED).
B ompeneicHHBIX BapHAHTAX OCYIICCTBJICHHS CAXapHBIC MOTUBBI 5'-KpbLIa OTIHYAIOTCA OT CAXapHOTO MOTHBA 3'-
KpbLIa (ACHMMETPHYHBIH CAXapHBIH IIIMED).

B ompenencHHBIX BapuHaHTAX OCYHICCTBICHHA KPBUIbSA IdNMMepa coiepxar 1-5 Hywieosuzo. B
ONPEACICHHBIX BAPHAHTAX OCYIICCTBICHHSA KOKABIH HYKICO3HJ KaKIOTO KpbUIA TIMMEpa MPEACTAaBIET COOOH
MOAu(pHIMPOBAHHBINA HYKICO3HA. B ompeneieHHbIX BaApHAHTAX OCYIIECCTBICHI IO MEHbIICH MePe OMUH HYKJICO3H
K@KAOTO KpbLIa I3IMepa MPeACTaBIeT coOOH MOMM(HIMPOBAHHBIH HYKICO3HA. B ONpeIeneHHBIX BapHAHTAX
peayu3anuy Mo MeHbIIeH Mepe Ba HyKJIe03Haa KaKI0r0 KpbUIa I3IMEPa MPEACTABIACT cO00H MOAH(PHIMPOBAHHbIC
HYKJICO3UABl. B ONIpeacacHHBIX BapHAHTAX OCYLICCTBICHHA MO MCHBIICH MEpe TPH HYKJICO3HAA KAKIOTO KpbLIA
I3IMepa NpeIcTaBIoT co00i MOAU(PHIHPOBAHHbBIC HYKJICO3HIbL. B onpeneneHHbIX BAPHAHTAX OCYIECTBJICHU II0
MCHBIICH MeEpe YETHIPE HYKJICO3HIA KAKIOTO KpbLIa TI3MMEPAa NPEACTABISIOT CcO000# MOIU(PUIIMPOBAHHBIC
HYKJICO3HUIBL.

B onpeneneHHBIX BapHAHTAX OCYHICCTBIICHHS H300pPETCHHSA I3N I3MMEPa COACPKHT 7-12 CBA3aHHBIX
HYKJICO3UIOB. B ompeae/icHHBIX BAPHAHTAX OCY INECTBICHUS KaKIBIH HY KJICO3H/ T31Ia IITMEpa MPEACTaBIsIeT COO0H
2’- Ne30KCHHYKICO3UA. B HEKOTOPHIX BAPHAHTAX OCYLICCTBJICHHS IO MCHBINCH Mepe OH Hy KJIICO3H I I311a TINMEPa
MPEACTABIACT COO0H MOTH(PHUIIHPOBAHHBII HYKJICO3HI.

B ompeneneHHBIX BApHAHTAX OCYIIECTBICHHS H300PETCHUS T3NMEP MPEACTABIICT CO00M Ae30Kkeuranmmep. B
OTIPEACTICHHBIX BAPHAHTAX OCYINCCTBICHUS HYKICO3ZHIBI CO CTOPOHBI I3NA KAKIOTO COCAWHCHHS KPBLUIO/T3I
TIPEACTABILIIOT COO0H HEMOIU(PHIHPOBAHHBIC 2’ - TE30KCHHY KICO3HIBI, a HYKJICO3HIBI CO CTOPOHBI KPBLIHEB KAXKIOTO
COCAMHCHHUA KPBUIO/TAN MPEACTABILEOT CO00H MOIM(HIUPOBAHHBIC HYKJICO3HABL. B OIpeneicHHBIX BapHAHTAX
OCYINCCTBICHHS KAXKABIH HYKJICO3HI I'3Ia MPEACTABIHICT co00H HeMOAU(PHUITMPOBAHHBIN 2’- Ae30KCHHYKIeo3ua. B
OTIPEACTICHHBIX BAPHAHTAX OCYIICCTBICHHS KAKABIH HYKJICO3WZ KAXKAOTO KPhUIA T3MMEpa MPEACTaBIseT coOOH
MOIU(PHIMPOBAHHBIH HYKJICO3H.

B onpeneneHHBIX BapHAHTAX OCYHICCTBICHUS MOAH(HIHPOBAHHBIC OJMIOHYKICOTHIBI COACPKAT HIIH
COCTOAT W3 00IacTH, WMCIONICH IOJHOCTHIO MOTM(DHIMPOBAHHBIA CAXapHBIH MOTHB. B Takmx BapmaHTax
OCYINECCTBICHHMS KOKIABIH HYKICO3WA MOJNHOCTREO MOMM(HIMPOBAHHOH oOjacTm  MOAM(HUIMPOBAHHOTO
OJINTOHYKJICOTHAA COACPKUT MOAM(HIMPOBAHHBIH CaxXapHbBIH (hparMeHT. B ompeacncHHBIX BapHAHTAX
OCYIIECTBICHIS KaXKIbIH HYKJICO3HU T BCETO MOAU(HIMPOBAHHOTO OJHTOHY KJICOTHIA COACPKUT MOJH(PHITMPOBAHHBIH
caxapuberii ()parmMcHT. B ONpeACICHHBIX BAapPHAHTAX OCYHICCTBICHHS MOMH(DHIMPOBAHHBIC OUTOHYKJICOTHIBI
COZICPKAT HJIH COCTOSIT M3 0OIACTH, MMCIOIICH IMOJHOCTHIO MOTH(DHIMPOBAHHBIH CAXapHBIH MOTHB, IIC KaXKIbIH

HYKJICO3U{ B TIOTHOCTHIO MOAH(DHIIMPOBAHHON 00IACTH COACP)KUT OJUH M TOT K€ MOTH(DHITMPOBAHHBIN CAXapHBIH
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MOTHB, HA3BIBACMEIH B JAHHOM JOKYMCHTEC O JHOPOIHO MO/I[I/I(I)I/II.[I/IPOBHHHBIM CaXapHbIM MOTHBOM. B ONpEaACICHHBIX
BAPHAHTAX OCYIICCTBICHHUS NMOJHOCTHEO MOAU(DHIMPOBAHHBIH OJUTOHYKJICOTH IPEICTABIICT COO0H PAaBHOMEPHO
MOJU(UIMPOBAHHBIH OJUIOHYKJICOTHJ. B ONpENCICHHBIX BAPHAHTAX OCYINCCTBICHUS KAKIABIH HYKICO3HL
OTHOPOTHO MOTH(PHIIHPOBAHHOTO OJTHTOHYKICOTHIA COACPIKUT OJHY H Ty K¢ 2’ -MO AU (PHKALIUIO.

B naHHOM MOKYMEHTE MIHHBI (YHCIIO HYKJICO3HIOB) TPEX OOJACTEH I3mMepa MOTYT OBITh YKa3aHbI C
HCTIOJIBb30BAaHUCM OOO3HAYCHHA [YHCII0O HYKJICO3HIOB B S'-Kppule] — [4MCIO HyKICO3WAOB B Iame| — [umcio
HyKJI€03u10B B 3'-kpbiie]. Taxkum 00paszom, 5-10-5 ramMep cOCTOHT U3 5 CBA3AHHBIX HYKJICO3HIOB B KAKIOM KpBLIC
u 10 CBA3aHHBIX HYKJICO3HIOB B rame. ECiM 32 TakoW HOMCHKIATYPOH CIICAYCT KOHKPCTHASA MOTU(DHKAIHA, 3Ta
MOIu(pUKAIINA TPESACTABIACT C000# MOAM(UKAIMIO B KAKAOM CaXapHOM (DparMCHTC KaKIOTO KpbLia, a TI3M
HYKJICO3HIBI COACPKAT HEMOIU(DHIIMPOBAHHBIC AC30KCHHYKICO3HIHBIC caxapa. Takum oOpasoMm, 5-10-5 MOE
refimMep cocToMT u3 5 cBa3aHHBIX MoaupuuuposaHHbIX MOE Hykieo3nmoB B 5°-kppute, 10 CBA3aHHBIX
JC30KCHHY KJICO3HA0B B Ia1e U 5 cea3aHHbIX MOE Hykieo3u10B B 3'-KphLie.

B ompeneneHHBIX BapHAHTaX OCYINCCTBICHUS MOAU(DHUIMPOBAHHBIC OJHIOHYKICOTHABI IPEACTABIIIIOT
coboit 5-10-5 MOE rammepsl. B onpeaeIeHHBIX BAPHAHTAX OCYINECTBICHU MOAU(PHIHPOBAHHbIC OJTUTOHY KICOTHABI
npencTaBisroT coboit 3-10-3 BNA ramvepsl. B ompeneneHHBIX BapHaHTaX OCYLICCTBICHHSA MOJH()HIMPOBAHHBIC
OJIMTOHYKJICOTHABI MPEACTaBLOT coOoif 3-10-3 cEt rammepsl. B onpenencHHBIX BapHaHTaX OCYILCCTBICHHS
MOIU(PHIHPOBAHHBIC OJTUTOHY KJICOTH/IBI IPESACTABIBIIOT Co00# 3-10-3 LNA ramvepsr.

2. HexoTopble MOTHBBI 230THCTBIX OCHOBAHMIT

B ompedcncHHBIX — BApHMAHTAX  OCYIICCTBICHHA  H300PCTCHHA  OJNHMTOHYKJICOTHABI  COACpPXKAT
MOAM(HIUPOBAHHBIE W/HIM  HEeMOJH(MIMPOBAHHBIC  A30THUCTHIC OCHOBAHHA, PACIOJOXKCHHBIC  BIOJb
OJIMIOHYKJICOTHA HJIH €ro OOJIACTH ONPEACICHHBIM 00pa3oM IJIH B BHJIC MOTHBA. B OIpeneneHHBIX BapHAHTAX
OCYINECCTBICHHUS KAKAOC a30THCTOC OCHOBAHHC SIBISICTCS MOJH(DHIMPOBAHHBIM. B ONpEICeICHHBIX BapHAHTAX
OCYIICCTBJICHUA HA OOHO M3 Q30THCTHIX OCHOBAHHMH HC ABIACTCA MOI[I/I(l)I/[I.[I/IpOBaHHbIM. B ONPCACIICHHBIX BAPHAHTAX
OCYINCCTBICHUS KAKABIH IypPUH WM KAOKABIH THPUMHAMH SBISICTCS MOAM(HIMPOBAHHBIM. B ompeacaeHHbBIX
BapHaHTaX OCYIICCTBJIICHUA Kﬁ}KHLIfI AACHHH SBJLICTCA MOI[I/I(I)I/[I.[I/[[_)OB&]HHHM. B ONPCACICHHBIX BApPHAHTAX
OCYIICCTBIICHUA K&)I(L[BIﬁ TYAHUH ABJIACTCA MOHI/I(I)I/II.[I/IPOB&HHLIM. B ONPCACICHHBIX BAPHAHTAX OCYIICCTBICHUA
KKIBI TUMHH SBIICTCS MOTU(HIIMPOBAHHBIM. B ONPCACICHHBIX BAPHAHTAX OCYIICCTBICHHUSA KAXKIBIA YpaIHI
SABJLICTCS MOZ[I/I(I)I/II.[I/I]Z)OB.’:IHHBIM. B ONPCACIICHHBIX BAPHAHTAX OCYIICCTBICHUA Ka}KZ[bII\;I IOHTO3HH ABJLICTCA
MOZ[I/I(I)I/II.[I/I]Z)OB.’:IHHI)IM. B ONPCACTICHHBIX BAPHAHTAX OCYLICCTBIICHUA HCKOTOPBIC WK BCC LUATO3HHOBBIC A30THCTHIC
OCHOBAHHA B MOJU(PHIHPOBAHHOM OJHTOHYKJICOTHIC MPCACTABILIOT COOOH 5-MCTHINUTO3HHEL. B ompeacacHHBIX
BAPHAHTAX OCYINCCTBICHHS BCC UTO3HHOBBIC HYKJICOTHIHBIC OCHOBAHUS MPEACTABILIFOT COOOH S-METHUIIIUTO3HHBI,
a BCC JAPYrHE HYKICOTHAHBIC OCHOBAaHHMA MOJH(HIMPOBAHHOTO OJHTOHYKICOTHIA NPEACTABISIOT COOOH
HeMOU(pUIUPOBAHHBIC HYKICOTHIHBIC OCHOBAHUSL.

B ompenencHHBIX BapuaHTaX OCYHICCTBICHHS MOJH(DHIIMPOBAHHBIC OJIMTOHYKICOTHABI COACPKAT OJIOK
MOIU(PHIMPOBAHHBIX a30THCTHIX OCHOBAHHH. B ompeneieHHBIX BAPHAHTAX OCYLICCTBICHHA OJOK HAXOAWTCS HA 3'-
KOHIIC OJTUTOHYKJICOTHAA. B onpeneeHHBIX BAPHAHTAX OCY IECTBICHHUS OJIOK HAXOIUTCS B IIPEAeIax 3 HyKJICO3HA0B
3'-KOHIIA OJMTOHYKJICOTHAA. DB ONpeAcnecHHBIX BAPHAHTAX OCYINCCTBICHHA ONOK HAXOAWTCA Ha S'-KOHIE
OJIMTOHYKJICOTHAA. B ONPEACICHHBIX BAPHAHTAX OCYIICCTBJICHHA OJOK HAXOOWTCA B MPEACTAX 3 HYKICOTHAOB 5'-
KOHIA OJINTOHYKJICOTH/A.

B onpeneneHHBIX BapHAHTAX OCYINECTBICHUS OJIATOHYKJICOTHABI, HMCIOIIHUE TIIIMEPHBIH MOTHB, COEPKaT
HYKJICO3U, COACpKAaIuii MOJM(HIMPOBAHHOE Aa30THCTOC OCHOBAHMC. B ONpeAcICHHBIX TAKUX BapHAHTAX

OCYLICCTBICHASA OAWH HYKICO3HI, COACPKAIMA MOIM(PHIMPOBAHHOC A30THCTOC OCHOBAHWE, HAXOOUTCH B
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LECHTPAIbHOM [31IC OJTMTOHYKJICOTHIA, HMCIOLICTO M3MMEPHBIH MOTHB. B ONMpecICHHBIX BAPHAHTAX OCY LICCTBIICHHUS
caxapHbIfi (PparMCHT YKA3aHHOTO HYKJICO3HZA NPCACTABIACT COOOH 2’-IC30KCHpHOO3WIBbHBIT (pparmcHT. B
ONPEICIICHHBIX BAPHAHTAX OCYLICCTBICHHA MOTM(PHIMPOBAHHOS Aa30THCTOC OCHOBAaHHEC BBIOPAaHO W3 2-
THONMHPHMHUAHHA U 5-MPONUHCTTHPHMHUAWHA.

3. HexoTopble MOTHBBLI MEKHYKJICO3HIHBIX CBsI3€il

B ompeacicHHBIX BApPHAHTAX OCYIICCTBICHHA OJHUTOHYKICOTHIBI COACPKAT MOTU(DPHUIIMPOBAHHBIC H/IIIH
HEMOU(DPMIUPOBAHHBIC MCKHYKJICO3HIHBIC CBA3HM, PACIOJIOKCHHBIC BIOIb OJMIOHYKJICOTHAA HJIH €ro 00JacTu
OTIPEACICHHBIM 00pa3oM MM B BHIC MOTHBA MOJU(PHIUPOBAHHON MEXHYKJICO3MIHOH CBA3H. B ompencieHHBIX
BAPHAHTAX OCYIUCCTBJICHUA KKAAA MOKHYKJICO3HIHASA CBA3BIBAIOINAS TIPyNma MOpPeacTaBisieT  coOoi
(pochommpupHyr0 MEKHYKICO3HIHYI0 CcBa3b (P = O). B onpeacncHHBIX BapHAaHTaX OCYINCCTBICHHA Kaskaas
MEKHYKICO3HAHASA CBA3BIBAIOINASA TIpyHma MOAH(HIMPOBAHHOTO OJHMIOHYKICOTHIA HPEACTaBIACT CcoOOM
(ochopoTHOaTHYI0O MCEKHYKICO3HIHYIO CBa3b (P=S). B ompenencHHBIX BapHaHTAX OCYIICCTBJICHHS KakKaasd
MEKHYKJICO3UIHASA CBA3b MOJAH(DHIUPOBAHHOTO OJIMTOHYKJICOTHIA HE3aBHCHMO BbIOpaHa u3 (pochopoTHoaTHOH
MEKHYKJICO3UIHOW CBa3H U (ochoaudpupHOH MEKHYKICO3HIHOH CBA3H. B ONpeencHHBIX BapHAHTAX
ocymiecTBICHUA Kakaas (ocPopoTHoaTHAs MEKHYKICO3HAHAA CBA3b HE3ABHCHMO BBHIOpAaHA H3 CTEPEOCIYyYaifHOTO
(pocopoTuoara, (Sp) (ocdoporuoara u (Rp) Qochoporroara. B ompeacacHHBIX BapHAHTAX OCYILCCTBICHHSI
CaxapHbIH MOTHB MOAM(PHIIHPOBAHHOTO OJUTOHYKJICOTHAA IIPSACTABICT COOOH IamMep, H BCE MEKHYKICO3HIHBIC
CBA3M BHYTPH ISIa SABAIOTCA MOJU(HIUPOBAHHBIMH. B ONpeneneHHBIX TAKHX BAPHAHTAX OCYINECCTBJICHUA
HEKOTOphIE MM BCE MEKHYKICO3HIHBIC CBA3H B KPBUIbAX IPEACTaBILIOT COOOH HEeMOIU(UIMPOBAHHBIC
(ochoaudpupHbIC MESKHYKICO3HIHbIC CBSI3H. B ONpeaeICHHBIX BAPHAHTAX OCYINCCTBICHHUS TCPMHHATBHBIC
MC)KHYKJICO3HIHBIC CBS3H SIBIIIOTCA MOAW(DHIMPOBAHHBIMH. B ONPEACICHHBIX BAPHAHTAX OCYIICCTBICHHS
CaxapHeli MOTHB MOIH(DHIMPOBAHHOTO OJUTOHYKJICOTHAA TPCACTABILICT COOOH TImMep, H  MOTHB
MCKHYKJICO3HIHBIX CBA3CH COACPKHT MO MCHBIICH Mepe omHY (HochoaudPHPHYI0 MCKHYKICOZHIHYE) CBA3b B IO
MCHBIICH MEPE OOHOM KPBUIC, TAC MO MCHBIICH Mepe ogHa (ocomudpupHAs CBA3h HE MPCACTABIACT COOOM
KOHIICBYIO MCKHYKJICOZHIHYK) CBSI3b, 4 OCTAJBHBIC MCKHYKJICO3ZHOHBIC CBS3H MPCACTABILIOT  COOOM
(pochopoTHOATHEIC MEKHYKICO3HIHBIC CBS3H. B ONPSICICHHBIX TAKHX BAPHAHTAX OCYLICCTBJICHHSA BCC
(pochopoTHOATHBIC CBSA3H ABISIOTCS CTCPCOCIYYAWHBIMH. B ONPEIACICHHBIX BAaPHAHTAX OCYILCCTBICHHS BCC
(hoc(hopOoTHOATHBIC CBA3H B KPBLIBAX MPEACTABILIIOT COO00H (Sp) (hoc(HopOTHOATEL, H IIM COACPIKUT MO MCHBIICH MEPE
omma Sp, Sp, Rp MotruB. B ompeaeneHHBIX BApHAHTAX OCYINCCTBICHUS TONMYJLINHH MOJH(HIHPOBAHHBIX
OJMTOHYKJICOTHIOB OOOTAAKT MOJH(PHLHAPOBAHHBIMH OJUTOHYKJICOTHIAMH, COACPIKAIIMMH TAKHE MOTHBBI
MEKHYKJICO3UIHBIX CBA3CH.

C. HexoTophie TIHHBI

CyIiecTByeT BO3MOKHOCTb YBCJIMYHBATH HJIA YMCHBINATH JJIHHY OJIMTOHYKICOTHAA O€3 YCTpaHCHHA
akrusHOCTH. Hampumep, B Woolfetal. (Proc. Natl. Acad. Sci. USA 89:7305-7309, 1992), psa 0THTOHY KJICOTHIOB
JIHHOM 13-25 HYKICOTHIHBIX OCHOBAHUI TCCTHPOBAIH HA WX CIMOCOOHOCTH HHAYIMPOBATh PACIICIUICHHUC ICIICBOM
PHK B Mogenu nabeKImy B 000uT. OIIMTOHYKICOTHABI JUTHHON 25 HYKI€OOCHOBaHM ¢ 8 mim 11 HecoBmaaaromuMu
OCHOBAHUAMH BOIH3H KOHLIOB OJMTOHYKICOTHIOB OKA3AIHCh CHOCOOHBI HAMPABIAT CICIH(PHUICCKOS PACILCIIIICHHE
neneBodl PHK, xoT4 u B McHBIICH CTENCHHW, Y€M OJHIOHYKJICOTHABI, KOTOPBIC HE COACPKATH HECOBIAACHHM.
AHANOTHYHO, HENeBOC CHENU(PHYCCKOE pacIICIUICHHE OBII0 JOCTUTHYTO NPH IIOMOINH OJHTOHYKJICOTHIOB H3 13
A30TUCTBIX OCHOBAHH, BKIIOYAA TE€, KOTOPbIC CoACp amu 1 Wiu 3 HECOBNAACHUSL.

B ompenencHHBIX BapHAaHTaX OCYIICCTBICHHSA OJIMTOHYKICOTHABI (BKIFOUAT MOTU(PHUIIMPOBAHHBIC

OJ'[I/II‘OHyI(J'IGOTI/II[BI) MOIYT HMCTH J'IIO6yIO JUTHHY W3 MHOKCCTBA AHANIA30HOB. B ONPCACTICHHBIX BAPHAHTAX
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OCYIIECTBICHHUA OJUTOHYKICOTHABI COCTOAT M3 X-Y CBA3AHHBIX HYKJICO3UAOB, TA¢ X MPEACTABILICT HAMMCHBINCE
KOJIMYECTBO HYKJICO3HAOB B IHANA30HE, a Y HPEACTABICT HAnOOIbIIEEe KOTHIECTBO HyKICO3HI0B B AHana3oHe. B
OTPCACICHHBIX TAKWX BAPHAHTAX OCYIICCTBICHIA KKIpId X 1 Y HE3aBHCHMO BeIOMparoT u3 8, 9, 10, 11, 12, 13, 14,
15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45,
46, 47, 48, 49 u 50; mpu ycnoBuu, uro X<Y. Hanpumep, B ONPEACACHHBIX BAPHAHTAX OCYIICCTBICHUSA
OJIMTOHYKJICOTUABI CocToAT U3 12-13, 12-14, 12-15, 12-16, 12-17, 12-18, 12-19, 12-20, 12-21, 12-22, 12-23, 12—
24, 12-25, 12-26, 12-27, 12-28, 12-29, 12-30, 13-14, 13-15, 13-16, 13-17, 13-18, 13-19, 13-20, 13-21, 13-22,
13-23, 13-24, 13-25, 13-26, 13-27, 13-28, 13-29, 13-30, 14-15, 14-16, 14-17, 14-18, 14-19, 14-20, 14-21, 14—
22, 14-23, 14-24, 14-25, 14-26, 14-27, 14-28, 14-29, 14-30, 15-16, 15-17, 15-18, 15-19, 15-20, 15-21, 15-22,
15-23, 15-24, 15-25, 15-26, 15-27, 15-28, 15-29, 15-30, 16-17, 16-18, 16-19, 16-20, 16-21, 16-22, 16-23, 16—
24, 16-25, 16-26, 16-27, 16-28, 16-29, 16-30, 17-18, 17-19, 17-20, 17-21, 17-22, 17-23, 17-24, 17-25, 17-26,
17-27, 17-28, 17-29, 17-30, 18-19, 18-20, 18-21, 18-22, 18-23, 18-24, 18-25, 18-26, 18-27, 18-28, 18-29, 18—
30, 19-20, 19-21, 19-22, 19-23, 19-24, 19-25, 19-26, 19-29, 19-28, 19-29, 19-30, 20-21, 20-22, 20-23, 20-24,
20-25, 20-26, 20-27, 20-28, 20-29, 20-30, 21-22, 21-23, 21-24, 21-25, 21-26, 21-27, 21-28, 21-29, 21-30, 22—
23, 22-24, 22-25, 22-26, 22-27, 22-28, 22-29, 22-30, 23-24, 23-25, 23-26, 23-27, 23-28, 23-29, 23-30, 24-25,
24-26, 24-27, 24-28, 24-29, 24-30, 25-26, 25-27, 25-28, 25-29, 25-30, 26-27, 26-28, 26-29, 26-30, 27-28, 27—
29, 27-30, 28-29, 28-30 a60 29-30 CBSI3aHHBIX HYKJICO3HIOB.
D. Omnpejesentbie MO OUIIPOBAHHBIE OJIHTOHYKJICOT HIbI
B ompenencHHBIX BapHAHTaX OCYLICCTBJICHHA BBINIEYKAa3aHHbIC MoAu(HKanmy (caxap, a30THCTOE
OCHOBAHHUE, MEKHYKJICO3HAHAS CBA3b) BKIFOYCHBI B MOJU()HIMPOBAHHBIA OJUTOHYKICOTHA. B OIpeaeacHHBIX
BAPHAHTAX OCYINCCTBICHUS MOIU(DPHIMPOBAHHBIC OJIMTOHYKJICOTHABI XapaKTCPU3YKOTCS MO HX MOTHBAM
Momu(puKaui 1 o0meH JmHe. B ompeacICHHBIX BAPHAHTAX OCYINCCTBICHHA H300PCTCHHA TAKUC MAPAMCTPHI HE
3aBHCAT APYT OT Apyra. Takum 006pa3om, €ciim He YKAa3aHO HHOE, KaKAast ME)KHY KJICO3HIHAS CBS3b OJIMTOHYKJICOTHA,
HMCIOIICTO TANMEPHBIIH CAXapHbI MOTHB, MOYKET OBITh MOAH(DHIIMPOBAHA HIIH HEMOAH(DUIIMPOBAHA W MOYKET HIIH HE
MOJKET CJIE0BATh MATTCPHY CaXapHBIX Moau(puKaumi ranMepa. Hampumep, MEeXHYKJICO3HIHBIC CBI3H B 00IACTIX
KPBLJIA CAXapHOTO I3MMEpa MOTYT OBITh OJMHAKOBBIMH HJIH OTJIMYATHCS APYT OT APYTa, H MOTYT OBITh TAKHMH K,
HWIH OTJIHYAThCA OT MCKHYKJICO3HIHBIX CBf3cH B OOJACTH I3Ma CAaXapHOTO MOTHBA.  AHAJIOTHYHO, TAaKHC
OJIMTOHYKJICOTHIBI C CAXaPHBIMH T3TIMEPAMH MOTYT BKIIFOUATh OJHO YU O0Jsiee MOAu(DHIIHPOBAHHOE aHy KJICOTHIHOC
OCHOBAHHC HE3aBUCUMO OT I'3IIMEPHOH CTPYKTYpBI Moau(pukamii caxapa. Ecim He ykazaHO HHOE, Bce MO (pHKALIHA
HE 3aBHCAT OT NOCICAOBATEIbHOCTH a30THCTHIX OCHOBAHHM.
E. Hexoropble nony s Mo u(UIIMPOBAHHLIX 0JIUTOHYKJICOTIIOB
[Mony mstimy MOIH(HIMPOBAHHBIX OJUTOHYKICOTHAOB, B KOTOPBIX BCE MOAH(DHIIMPOBAHHBIC OJHTOHY KICOTHIBI
TOMYJSIMUA HMCIOT OJMHAKOBYIO MOJICKYJUIPHYIO (OpMyiTy, MOTYT OBITH CTEPEOCTyYaHHBIMH HIH XHPAITHHO
00OTamICHHBIMY IOy JBINHAMHA. Bce XupanbHbIE IIEHTPBI BCEX MOIU(DHIIMPOBAHHBIX OJIMTOHYKICOTHAOB SBIIFOTCS
CTCPCOCTYHAHHBIMHA B CTCPCOCTYYAHHOM MOy IAnHA. B XupanrsHO 060TameHHOH Oy IAHH IO MCHBIICH MCPS OTHH
KOHKPCTHBIN XHPAJIbHBI LECHTP HE SBISICTCA CTEPEOCIyYAHHBIM B MOJU(DHIMPOBAHHBIX OJHTOHYKJICOTHIAX
TOMYJSINUA. B OmpeAeneHHBIX BApHAHTAX PEANM3ALNMH MOJU(PHIUPOBAHHBIC OJIMTOHYKJICOTHABI XHPAIHHO
oborameHHON momyssimu  oOorameHsl  (parmeHTamu  [-D-pmbGosmincaxapa, ®W Bce  (ocopoTHOATHBIC
MEKHYKJICO3HIHBIC CBS3H SABIAIOTCA CTEPEOCAy4YaHHBIMH. B ONpelencHHBIX BapHAHTAX OCYHICCTBICHHA
MOIu(HUIIMPOBAHHBIC OJMTOHYKJICOTHABI XAPATHHO 0OOTAIMCHHONW MOMYJIAIMHA 000TAAOT KAK B OTHOMICHNH [-D-
puOO3MIT caxapHbIX (PPAarMEHTOB, TAK M MO MECHBIICH MEpe B OTHOIICHHH OJHOH KOHKPETHOH (ocdopoTnoarHOH

MEKHYKIICO3UTHOH CBA3H B KOHKPETHOH CTEPEOXUMIIECCKOH KOH(UTYpanuy.
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F. HociaeaoBareJLHOCTh a30THCTLIX 0CHOBAHHIA

B ompenencHHBIX BapHAHTaX OCYINECTBICHHSA OJIMTOHYKJICOTHAB! (HEMOIU(HIMPOBAHHBIC WA
MOIU(PHUIPOBAHHBIC OJMTOHYKJICOTHABI) JONMOTHATEIHHO OMMCHIBAIOTCS HX MOCICI0BATCIBHOCTAMHY HY KIICOTHIHBIX
OCHOBaHHH. B OIpeAcICHHBIX BapHAHTAX OCYLICCTBICHHA OJIMIOHYKICOTHABI HMEIOT IOCICIOBATEILHOCTD
A30THCTBIX OCHOBAHMH, KOTOpass KOMIUICMEHTAPHA BTOPOMY OJIMTOHYKJICOTHAY WJIH HACHTH()UIMPOBAHHON
STAJIOHHOM HYKJICHHOBOH KHCJOTE, TAKOH KAaK LEJICBasd HyKICHHOBAA KHCIOTA. B ONpeaeIeHHBIX TAKHX BAPHAHTAX
OCYLICCTBICHUA O0IacTh OJIMTOHYKJICOTHAA HMEET MOCICAOBATCIBHOCTh A30THUCTBIX OCHOBAHHH, KOTOpas
KOMIDIEMCHTApHA BTOPOMY OJIMTOHYKJICOTHAY HJIH HICHTU(HIMPOBAHHOH 3TAJJOHHOH HyKJICHHOBOH KHCIIOTE, TAKOH
Kak LieJieBasd HyKJICHHOBAA KHCIOTa. B ONpeneIcHHBIX BAPHAHTAX OCY IECTBICHUSA MOCICA0BATEIbHOCTD Q30 THCTHIX
OCHOBaHHIf 00JIACTH HJIU BCETO OJMIOHYKJICOTHIA HA O MeHbIeH Mepe 50 %, mo MeHbme Mepe 60 %, o MeHbIIeH
Mmepe 70 %, mo meHp1Iel Mepe 80 %, mo MeHbLIeH Mepe 85 %, mo MeHbLIeH Mepe 90 %, mo MeHbIIeH Mepe 95 % nu
100 % KOMIUIEMEHTapHBI BTOPOMY OJHMTOHYKJICOTHIY HJIH HyKICHHOBOH KHCIOTE, TAKOH Kak LEJICBast Hy KICHHOBASA
KHCJIOTA.

I. HexoTophbie 0JMIOMEPHbLIE COCANHECHHS

B ompenacncHHBIX BApHAHTAX OCYINCCTBICHHA B JAHHOM JOKYMCHTC MPEAJIOKCHBI OJUTOMEPHBIC
COCIMHCHHUA, KOTOPBIC COCTOAT M3 OJIMIOHYKJICOTHAA (MOAU(DHIMPOBAHHOIO HIH HEMOAU(DHIMPOBAHHOTO) U
HE0O0A3aTeIbHO OXHOI MK 60JIee IPYIINT KOHBIOTaTa W/ MITH KOHLEBBIX TPYIIL. ['pyIIIbl KOHBIOraTa COCTOSAT U3 OJHOTO
wm Oojee (pparMEHTOB KOHBIOTaTa H JIMHKEpAa KOHBIOTaTa, KOTOPBIH CBA3BIBACT (PPAarMEHT KOHBIOTATa C
OJIMTOHYKJICOTHAOM.  I'pynmmbl KOHBIOTaTa MOTYT OBITh NPHCOCAMHCHBI K OJHOMY MWJIH OOOMM KOHLIAM
OJMIOHYKJICOTHAA H/WIM B TOOOM BHYTPCHHEM IIOJIOKCHHH. B ONpeeNeHHBIX BAPHAHTAX OCYILECCTBICHUA
KOHBIOTHPOBAHHBIC I'PYIIIBI IPHCOCAHHEHBI K 2'-IOJIOKCHHIO HYKJICO3HAA MO (PHIMPOBAHHOTO OJIMTOHYKJICOTHAA.
B ompeneneHHBIX BAPHAHTAX OCYIIECCTBICHUS KOHBIOTHPOBAHHBIC TPYIIIIBI, KOTOPBIC TPHCOCTHHCHBI K OXHOMY HJIH
000MM KOHIIAM OJHMTOHYKJICOTHIA, SBIIOTCS KOHIEBBIMH TpPyIIIaMH. B HEKOTOPBIX TaKHX BapHAHTAX
OCYINCCTBJICHHUS TPyNIBl KOHBIOraTa WJIM KOHICBBIC TPYNIBl TNPHCOCAWHCHB Ha 3'- wwim 5'-koHIE
OJINTOHYKJICOTHIAOB. B ONPEACICHHBIX TAKHX BAPHAHTAX OCYIICCTBICHHSA KOHBIOTHPOBAHHBIC TPYNIbI (WITH
KOHICBBIC TPYTITBI) MPUCOCAWHCHBI HA 3’ -KOHIIEC OJIMTOHYKJICOTHIOB. B ONpeIeicHHBIX BAPHAHTAX OCYIICCTBICHUS
KOHBIOTHPOBAHHBIC TPYNIBI NMPHCOCAWHCHBI OKOJIO 3’°-KOHIA OJIMTOHYKJICOTHIOB. B OIpeaeicHHBIX BapHAHTAX
OCYINCCTBICHHUS KOHBIOTHPOBAHHBIC TIPyNObl (WM KOHLCBBIC TPYNIBI) NPHCOCAWMHCHBI HA 5 -KOHIE
OJINTOHYKJICOTHIAOB. B ONpee/ICHHBIX BAPHAHTAX OCYINCCTBICHHSI KOHBIOTHPOBAHHBIC TPYIIBI MPHCOCIUHCHBI
OKOJIO 5°-KOHLIA OJIUTOHYKJICOTHIOB.

[Tpumepsl KOHOEBBIX TPYII BKIKOYAKOT, HO HE OTPAHHYHBAIOTCA HMH, KOHBIOTHPOBAHHBIC TIPYIIIEL
KNmupyomme  rpynmsl,  (ocdarHeie  (parMeHTH,  3alIMTHBIC  TPYNIBL,  MOJU(HIMPOBAHHBIC  HIIH
HeMOIU(pMIUPOBAHHBIC HYKJICO3HABI U ABA WK 00Jiee HyKICO3HI0B, KOTOPBIC HE3aBHCHMO MOJH(HIMPOBAHBI HITH
HEMOIU(pUIUPOBAHBI.

A. HekoTopble rpyninbl KOHLIOTaTa

B ompeaeicHHBIX BAPHAHTAX OCYILECCTBICHHUS OJHTOHYKICOTHIBI KOBAJICHTHO CBA3AHBI C OTHOM WiH Oonice
rpynnaMu KOHBOTaTa. B OMPECACICHHBIX BAPHAHTAX OCYIICCTBIICHUA I'PYIIITBI KOHBIOraTa MOI[I/I(I)I/II.[I/IpyIOT OOHO HJIH
0oJyice CBOMCTB MPHCOCIUHCHHOTO ONMTOHYKJICOTHIA, BKIFOYASA, HO HC OTPAHHYUBAACH 3THM, (PapMaKOIHHAMUKY,
(hapMaKOKHHCTUKY, CTAOMITIBHOCTD, CBA3BIBAHHC, A0COPOIIMIO, KICTOYHOC PACTIPCACIICHIC B TKAHAX, PACTIPCICIICHIC
B KICTKAX, KJICTOYHOC TOIJIONICHWE, 3apfAl W KIAPCHC. DB ONPEeOeiCHHBIX BAPHAHTAX OCYILCCTBICHHSA
KOHBIOTHPOBAHHBIC TPYIIBI IPHAAIOT HOBOC CBOHCTBO NPUCOCOAUHCHHOMY OJIMTOHYKJIICOTHRY, Hanpumep

(ryopodopbl WM PEHIOPTECPHBIC TPYIIBL, KOTOPHIC MO3BOJBIIOT OOHAPYKHBATH OJMTOHYKICOTHA., HEKOTOpBIC
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KOHBIOTHPOBAHHBIC TPYIIHI U (PPAarMEHTHI KOHBIOTATAa OBUIM ONMCAHBI PaHEE, HaMpUMeEp, (PParMeHT XOJECTCPHHA
(Letsinger et al., Proc. Natl. Acad. Sci. USA, 1989, 86, 6553-6556), xomnesyro kuciaoty (Manoharan et al., Bioorg.
Med. Chem. Lett., 1994, 4, 1053-1060), tHo3(up, HampuMep, TekcwI-S-tputmwrrnon (Manoharan et al., Ann. N.Y.
Acad. Sci., 1992, 660, 306-309; Manoharan et al., Bioorg. Med. Chem. Let., 1993, 3, 2765-2770), THOXOJICCTCPHH
(Oberhauser et al., Nucl. Acids Res., 1992, 20, 533-538), amm(paTuieckad Lemb, HANPUMEP, TOACKAHIUON HIIH
YHACUHIBHEIC ocTaTku (Saison-Behmoaras et al., EMBO J., 1991, 10, 1111-1118; Kabanov et al., FEBS Lett., 1990,
259, 327-330; Svinarchuk et al., Biochimie, 1993, 75, 49-54), pocomumua, HanpuMep JUTCKCAACIII-PAL-TIIHLICPHH
wm 1,2-nu-O-rexcanemi-pan-riumnepo-3-H-poconar Tpustumammonus (Manoharan et al., Tetrahedron Lett.,
1995, 36, 3651-3654; Shea et al., Nucl. Acids Res., 1990, 18, 3777-3783), moTHAMHHOBAS HITH IO THITHJICHT THKOJIC BAs
menb (Manoharan et al., Nucleosides & Nucleotides, 1995, 14, 969-973), unu agaMaHTaHyKCYCHAs KHCIOTA -
maTbMUTHWIOBBIH (pparmenT (Mishra et al., Biochim. Biophys. Acta, 1995, 1264, 229-237) unu OKTaaeUHIAMHHOBBIH
HJIH TeKCHJIAMHHO-KapOOHUI-OKcuxoaecTepuHoBbIil ¢pparment (Crooke et al., J. Pharmacol. Exp. Ther., 1996, 277,
923-937), ToxodepomsHas rpynmna (Nishina et al., Molecular Therapy Nucleic Acids, 2015, 4, €220; and Nishina et
al., Molecular Therapy, 2008, 16, 734-740) wu xnactep GalNAc (e.g., W0O2014/179620).

1. ®parMeHTBI KOHBHIaTa

OparMeHTHI KOHBIOTaTa BKIFOYAIOT, 0€3 OTPAaHHYCHHA, HHTEPKAIATOPHI, PETNOPTEPHBIC MOJICKYJIBL,
NOJTHAMUHBI, NONTHAMHUIBI, ICNTHABI, YIJICBOJBI, BHTAMHHHBIC (DParMEHTHI, IOIMSTHJICHIIUKONH, THO3(HPBL
NPOCThIC HOJMH(HPBL, XOJCCTCPHHBI, THOXOJICCTCPHHBI, (DParMEHTHI XOJICBOH KHCIOTHL, (DOJNAT, JIHIUIBL
(ocomumunsr, OnoTHH, (peHA3HH, ()CHAHTPUIAMH, AHTPAXHHOH, AJAMAHTAH, aKPUIUH, (DIyOPESCLECHHBI, POAAMUHBIL,
KyMapuHsl, (payopo)ophl U KPaCHTEIIH.

B onpeneneHHBIX BapHAHTAX OCYINECCTBJICHHS (PParMEHT KOHBIOTATa BKIIFOUACT AKTHBHOC JICKAPCTBCHHOC
BCIICCTBO, HATIPUMEP, acmupuH, Bap(papuH, peHuI0yTa30H, HoynpodeH, cynpodeH, GpenoydpeH, keronmpodeH, (S)-
(+)-mparompo (peH, Kapmpo(eH, TaHCHICAPKO3HH, 2,3,5-TPpHiio AOCH30HHY 0 KHCIOTY, (PHHro MO, (hi1y (PeHAMOBYIO
KHCIOTY, (DOJHCBYHO KHCIOTY, OCH30THAAWA3HA, XJITOPOTHA3HI, JHA3CIHH, WHIOMCTULMH, OapOuTypar,
e (hanoCcopuH, CyJIb(haMHIHBIN MPEIAPAT, MPOTHBOIHAOCTHUCCKOC, AHTHOAKTCPHATHHOC HTH AHTHOHOTHK.

2. JIuHKepbI KOHBIOraTa

q)paI‘MCHTI)I KOHBHOrarta MNPHCOCAUHAIOTCA K OJIMTOHYKJICOTHOAM 4YCPE3 KOHBIOTATHBIC JIMHKCPBIL B
ONPEICIICHHBIX OJHTOMCPHBIX COCAWHCHUAX JIHHKCP KOHBIOraTa MPEIACTABIACT COOOW OJWHAPHYH) XHMHUCCKYIO
CBA3b (T.C. KOHBIOTATHBIA (PPArMCHT MPUCOCIWHACTCSA HCTOCPCACTBCHHO K OJIMTOHYKJICOTHAY YCpPe3 OTMHAPHYEO
CB3b). B ompeacicHHBIX BAPHAHTAX OCYLICCTBICHHS THHKEP KOHBIOTATA COACPIKUT LCMIOUCHHYK) CTPYKTYPY, TAKYEO
KakK rn;[poxap6mn>1{a;1 ncnb, WJIH OJTUTOMCP H3 MOBTOPAOIIUXCA CAUHHUL], TAKHX KAK 3THJICHIIAKOJIb, HY KICO3HIABI
HWIH AMHUHOKHUCIIOTHBIC CAUHHUIIBI.

B onpenencHHBIX BAPHAHTAX OCYINECTBICHHSA THHKEP KOHBIOTaTa COACPIKHT OJHY HJIM HECKOJIBKO IPYIIIL,
BBIOPAHHBIX W3 ANKHIA, AMHHO, OKCO, aMHIA, JUCYJb(HAA, TOTHITHUICHTIMKOIA, MPOCTOro 3(Hpa, MPOCTOTO
TI/IOS(I)I/Ipa U THAPOKCHIIAMHHO. B ONMPCACIICHHBIX TAKUX BAPHAHTAX OCYHICCTBJICHUA JTUHKCP KOHBIOTATA COACPIKUAT
TPYIIIBI, BHIOPAHHBIC M3 AJKHIIBHBIX, AMHHO, OKCO, AMHIHBIX M NPOCTHIX 3(HUPHBIX TPymi. B ompeaeneHHBIX
BaPHAHTAX OCYINECTBICHNU JJHHKEP KOHBIOTATA COACP)KUT I'PYIIIIbI, BHIOPAHHbIC U3 ANKHJIbHBIX H AMHIHBIX Tpymi. B
ONPCACIICHHBIX BAPHAHTAX OCYLICCTBICHHA JTHHKCD KOHBIOTATA COACPIKUT I'PYIIIBI, BI>I6paHHI>IC H3 AJKHJIBHBIX H
MPOCTHIX (PUPHBIX TPYNI. B OmpeacieHHBIX BAPHAHTAX OCYIICCTBICHUA THHKSP KOHBIOTAaTa COACPKAT MO MCHBIICH
Mepe oauH (PocopHbIil (pparMeHT. B onmpeacncHHBIX BAPHAHTAX OCYMICCTBIICHAS THHKSP KOHBIOTATA COACPKUT TI0
MCHBIICH Mepe oaHy (ocdaTHyr Tpymmy. B ompeaeicHHBIX BapHAHTAX OCYIUCCTBICHHUS JIMHKSP KOHBEOTAaTa

BKJTFOUACT 110 MCHBIICH MEPE OHY HCHTPATBHYIO CBSI3BIBAFOLIYIO TPYIIMY.
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B omnpenencHHBIX BapHaHTaX OCYIICCTBICHHS JIMHKEPH! KOHBIOTAaTa, BKIFOUYAs JTHHKEPHI KOHBIOTATA,
OTIMCAHHBIC BHIIIE, MPEACTABIIOT COO0H ONM(YHKIIHOHATBHBIC CBIA3BIBAIOINNC (DPATMEHTSI, Hanpumep, 1€, KOTOPbIC
H3BECTHBI B JAHHOH 00JaCcTH KaK MPUMEHHMBIC UL MPHCOCTHHCHHS TPYII KOHBIOTaTa K HCXOXHBIM COCTHHCHISM,
TaKUM KaK OJTHTOHYKJICOTH/IBI, IIPECTABICHHBIC B JAHHOM TOoKyMeHTe. OObrdHO On()Y HKITHOHATBHBIH CBI3bIBAFOIIIH
(pparMeHT COAEPKHT O MEHbINCH Mepe aBe (pyHKImMOHANBHBIC Ipynmbl. OnxHy H3 (YHKIHOHAJBHBIX TPYII
BBIOMPAIOT [UI1 CBS3BIBAHHA C KOHKPETHBIM CAWTOM POAMTEIBCKOTO COCIUMHCHHS, a APYTYIO BBIOMPAIOT IS
CBA3BIBAHHA C TPYNIOH KOHBIOTaTa. I[IpuMepsl (DYHKIHOHAJBHBIX TPYIII, HCIOIb3YEMBIX B OH(YHKIHOHATLHOM
CBA3BIBAIOINEM (DparMeHTe, BKIFOYAIOT, HO HE OTPAHHYHBAIOTCA HMH, JJICKTPO(QIIIBI I B3aUMOJCHCTBHS C
HYKJICOQUIBHBIMU TPYNIIAMH ¥ HYKICOQHIBI AI1 B3AHMOJCHCTBHA C 3JICKTPOQUIBHBIMH TIpynmamMu. B
OTIPEACICHHBIX BAPHAHTAX OCYINCCTBICHUA OH(YHKIHOHANBHBIC CBI3BIBAIOIINC (PPATMECHTBI COACPIKAT OJHY HIIH
6oJee rpy I, BEIOPAHHBIX U3 AMUHO, THAPOKCHIIA, KAPOOHOBOH KHUCIOTHI, THOJNA, ATKHJIA, AJIKCHUIA U ATKUHUJIA.

IIpumepsl TMHKEPOB KOHBIOIATAa BKIKOYAOT, HO HE OTPAHMYMBAIOTCA HMH, MUPPOJUAMH, 8-aMHUHO-3,6-
JUOKCAOKTaHOBYIO KUCIOTY (ADO), cykimHuMuaui-4-(N-MaTeuMHIOMETHIT) HUKIOTeKcaH- 1 -kapookcunat (SMCC)
u 6-amuHOTeKCcaHOBYHO Kkucioty (AHEX wmmm AHA).  Jlpyrue JMHKEpHI KOHBIOTATOB BIJIIOYAIOT, HO HE
OTPaHHYHBAIOTCA MMH, 3aMCIICHHBIH min HezamemeHHbIH Ci-Cio anku, 3aMemeHHbIH nmm HezamemeHHbIH Cy-Cio
QNKCHHUJT WM 3aMCINCHHbIH miam HezaMmemeHHbIH C;-Cio aNKWHWI, TIJe HEOTPAHHYMBANOIUKA CIHCOK
NPEUIOYTHTEIbHBIX IPYIIT 3aMECTUTEJICH BKIFOYACT THIAPOKCHII, aMUHO, aJIKOKCH, KapOOKCH, OCH3MI, (DCHILIT, HUTPO,
THOJI, THOATKOKCH, TAJIOTCH, aJIKIJI, APUJL, aJKCHUII H AIKHHHIL.

B onpenencHHBIX BapHAHTAX OCYINECCTBIICHHS JTHHKEPHI KOHBIOTATa coaepkar 1-10 IuHKep-HyKICO3UI0B.
B ompencncHHBIX BapHAHTAX OCYMICCTBIACHHA JHHKCPHI KOHBIOTATa COACPXKAT 2-5 JIMHKEP-HYKICO3HIOB. B
ONPECICHHBIX BAPHAHTAX OCYINCCTBICHUA JTHHKEPHI KOHBIOTATa COACP)KAT POBHO 3 JMHKEp-HykJIco3uda. B
OTPCACICHHBIX BAPHAHTAX OCYINCCTBIICHHSA JIHHKCPHI KOHBIOTaTa comepkar MotuB TCA. B ompeacncHHBIX
BaPHAHTAX OCYLICCTBICHHUS TAKUC JTHHKCP-HY KICO3HABI MPEACTABIIOT COO0H MOAU(PHIMPOBAHHEIC HYKICO3H b B
OTIPEACICHHBIX BAPHAHTAX OCYINCCTBICHHUS TAKUC JHHKCP-HYKJICO3HABI COACPKAT MOJH(PHIIMPOBAHHBIA CaXapHBIH
(pparmeHT. B ompeaencHHBIX BAPHAHTAX OCYINECCTBICHUS JTHHKCP-HYKJICO3H/IBI SIBIBIFOTCS HEMO TU(PHIHPOBAHHBIMH.
B onpencncHHBIX BApHAaHTAX OCYINCCTBICHHUS JIMHKECP-HYKICO3HIBI COACPKAT HEOOS3aTCIBPHO 3AIMUINCHHOC
TETCPOLMKINYCCKOS OCHOBAHHE, BHIOPAHHOC M3 IMYPHHA, 3aMCIICHHOTO NMypPHHA, MAPHMUIWHA WA 3aMCIICHHOTO
MUPAMUANHA. B omnpeneieHHBIX BApHAHTAX OCYINECCTBICHHUS pacCHICIUBICMbIH (PparMeHT NpeAcTaBisieT coOOH
HYKJICO3H, BEIOPAHHBINA W3 Ypalia, TAMAHA, MATO3HHA, 4-N-OCH30WIIUTO3HHA, S-MCTHIIINTO3HHA, 4-N-OCH30MI-
5-MCTHIIMTO3WHA, ANCHUHA, 6-N-OCH30MIAACHWHA, TyaHWHA W 2-N-m300yTupwiryanuHa. OOBIMHO KCIATCIBHO,
YTOOBI JTHHKEP-HY KJICO3HIBI OTIIECIULUIHCE OT OJMTOMEPHOTO COCAWHCHHUS MOCKE €r0 MOMAJAHNSI B TKAHb-MHUIICHb.
CoOOTBETCTBEHHO, JTHHKEP-HYKJICO3UIBI OOBIHO CBSI3aHBI APYT C APYIOM H C OCTAJBHOH YACTBE) OJIMTOMEPHOTO
COCAMHCHHSA TOCPEACTBOM pACHICIUDIEMBIX CBsA3cH. B onpeneneHHBIX BapHaHTaX OCYINECTBICHHS TaKHE
PACIICITACMBIC CBA3H MPSACTABILIIOT c0001 (pochoamdpupHEIC CBA3M.

B maHHOM JOKYMEHTE JTHHKEP-HYKJICO3HABI HE CUHTAIOTCS YACTHIO OMHTOHYKICOTHIa. COOTBETCTBEHHO, B
BAPHAHTAX OCYINECTBICHHS, B KOTOPBIX OJMTOMEPHOE COCAWHCHHC BKIFOYACT OJMTOHYKICOTHA, COCTOSAIIMH H3
OTPEACTICHHOTO KOJWYCCTBA HIH JHWATIA30HA CBA3aHHBIX HYKJICO3WIOB H/MIHM OIPEACICHHOTO IPOLCHTA
KOMIDIEMCHTAPHOCTH C 3TAJOHHOH HYKICHHOBOH KHCIIOTOH, W OJIATOMEPHOE COCAWHCHHE TAKXKE CONCPKHT TPYIITY
KOHBIOTATa, COJCPIKAINYI0 JHHKED KOHBIOTATa, COJACP)KAINNH JIMHKEP-HYKICO3HBI, 3TH JHHKCP-HYKJICO3HIBI HE
VUATHIBAIOTCA B JJHHE OJHTOHYKJICOTHIA W HE HCIOJB3YIOTCS IPH ONPEICICHHN IPOICHTa KOMIUIEMEHTAPHOCTH
OJIMTOHYKJICOTHAA TS STAJIOHHOH HYKJICHHOBOH KUCIOTH. Hampumep, 0JHroMEpHOE COCAMHCHAE MOXKET COACPKATh

(1) MomM(pUOUPOBAHHBI OMMIOHYKJICOTHA, cocTosamuii w3 8-30 Hykaco3maoB, W (2) rpymmy KOHBIOTATA,
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comepamyro 1-10 THHKEP-HYKICO3HIOB, CMCKHBIX C HYKICO3HAAMH MOAM(DHIHPOBAHHOTO OJTHTOHYKICOTHA.
Of1ee KOTHYSCTBO CMEHKHBIX THHKEP-HYKJICO3HIOB B TAKOM OJIMTOMCPHOM COCAWHCHHHU cOCTaBiieT Oomee 30.
AJTbTCPHATHBHO, OJTATOMEPHOC COCTMHCHAC MOKET COCPKATh MOAU(PHIMPOBAHHEIN OJTHTOHYKICOTHI, COCTOAMIAI
u3 8-30 HYKICO3HIOB M HE COACPKATh TPpymIy KOHBIOrata. OOmiee KOJHYSCTBO CMEKHBIX JTHHKEP-HYKICO3HIOB B
TaKOM OJIMTOMEPHOM COe¢IMHEHUHW He mpesbimacT 30. Ecnu He yka3aHO WHOE, THHKEPHI KOHBIOTAaTa COACPKAT HE
oosee 10 THHKEP-HYKICO3HAOB. B ONpeacicHHBIX BAPHAHTAX OCYIUCCTBIICHHS JTHHKEPHI KOHBIOTATA COACPKAT HE
ooyiee 5 MHHKEP-HYKJICO3HAOB. B ONpeaeIeHHBIX BapHAHTAX OCYLICCTBICHHA JTHHKEPHI KOHBIOTAaTa COACPIKAT HE
Oosice 3 NHHKEP-HYKJICO3HAOB. B ONpeaeiIeHHBIX BapHAHTAX OCYLICCTBICHHA JTHHKEPHI KOHBIOTaTa COACPIKAT HE
Ooyice 2 THHKEP-HYKJICO3HIOB. B ONpeaeieHHBIX BapHAHTAX OCYLICCTBICHHA JTHHKEPHI KOHBIOTAaTa COACPIKAT HE
Oomee 1 TUHKEP-HYKJICO3HIA.

B ompeneneHHBIX BapHaHTaX OCYINECTBICHHA SKEIATCIbHO, YTOOBI IPyNIa KOHBIOTaTa OTIICIULIACH OT
OIMIOHYKICOTHAA. Hampumep, B ONPEACICHHBIX OOCTOATEIBCTBAX OJHUTOMEPHBIC COCTUHCHHSA, COJCPIKALIUC
KOHKPETHBIN (DparMCHT KOHBIOTATA, JIYYIIC IOTJIOIAOTCA KOHKPETHBIM THIOM KJICTOK, HO IOCJC IOTJIOMICHMA
OJMIOMCPHOTO COCOHHCHHSA JKeIATeIbHO, YTOOBI TIpymma KOHBIOTaTa PacINCIUILIach I BBICBOOOKICHHUA
HEKOHBIOTHPOBAHHOTO HJIHM POAMTEIBCKOTO OJHIOHYKICOTHIA. TakuMm 00pa3oM, HEKOTOPHIC JHHKEPHI KOHBIOTAaTa
MOIYT COACPKaTh OAMH U OOjiee pacHICIUIIEMBIX (pparMeHTOB. B ONpeneneHHBIX BapHAHTAX OCYINECTBICHHS
paciiemieMelii  (pparMeHT mpencTaBieT Cco0OH  pacIICIUIAEMYIO CBA3b. B omnpenencHHBIX BapHaHTAX
OCYILECTBICHHS PACHICIUBICMBIH (PparMEeHT MPEACTABISIET COOOH TPYIITy aTOMOB, COACPIKALIYIO O MCHBIICH Mepe
OJHY PaCINCIIICMYIO CBA3b. B OIpEeNeNneHHBIX BapHAHTAX OCYLICCTBICHHA PACHICIULIEMBIH (PParMEHT BKIIOUYACT
TPYIIy aTOMOB, HMCIOINHUX OJHY, BE, TPH, YETHIpE HIH 00Jiee YETHIPEX paclieIULIEMbIX CBs3el. B ompeneeHHbIX
BAPHAHTAX OCYINCCTBICHHUS pPACIICIUICMBIH (DparMeHT W30MPATeIPHO PACHICIUBICTCS BHYTPH KJICTKH HWIIH
CYOKJICTOYHOTO KOMIIAPTMEHTA, TAKOTO KAK TH30COMA. B ONpPeIeICHHBIX BAPHAHTAX OCY ICCTBIICHHS PACIICTUISICMBI
(pparMCHT H3O0HPATCIBHO PACIICILIACTCS YHIOTCHHBIME (DCPMCHTAMH, TAKHMH KaK HYKJICA3BL.

B onpencneHHBIX BAPHAHTAX OCYILECCTBIICHHS PACIICILIACMYH) CBS3b BBIOMPAIOT W3. aMHAA, CI0KHOTO
3(upa, mpocToro 3(pupa, OJHOTO HIH 000UX CJIOKHBIX 3(upoB (ochommddpupa, PocdaTHOro CIOKHOTO (pHpa,
Kapbamara, wid Aucyib(uia. B ompeaeicHHBIX BapHAHTAX OCYILCCTBIICHHS PACLICIUIACMAS CBA3b MPCACTABIACT
c000i1 onuH uiH 00a CIOKHBIX d(upa Gpochommdpupa. B onpeacIcHHBIX BAPHAHTAX OCYIICCTBICHHS PACIICIIICMBIH
(parmeHT BROHACT (pocdar wim pochommdpup. B ompeacIcHHBIX BapHAHTAX OCYIICCTBICHHA PACIICILIACMBII
(pparMCHT TPEACTABIACT cOO0H (PochaTHYHO CBA3p MCKIY OJHTOHYKICOTHAOM H (PPAarMCHTOM KOHBIOTATA WITH
TPyIIOil KOHBIOTATA.

B onpenencHHBIX BAPHAHTAX OCYIICCTBICHHS PACILCILIICMBIHA (JPArMESHT COACP/KUT HITH COCTOHT H3 OJTHOTO
WM 60Jee THHKESP-HYKJICO3HA0B. B ONPEICICHHBIX TAKMX BAPHAHTAX OCYLICCTBIICHHS OMH HJTH HCCKOIBKO JTHHKEP-
HYKJICO3HIOB CBA3aHBI APYT C IPYTOM H/WIH C OCTATKOM OJIATOMCPHOTO COCAWHCHHS MOCPSICTBOM PACILCILTACMBIX
CBA3cH. B onpencncHHBIX BAPHAHTAX OCYINCCTBICHHA TAKHE PACHICIULICMBIC CBA3H NPSACTABIAIOT COOOM
HeMoau(pumupoBaHHble (pochoau>pUpPHBIC CBA3H. B ONMPCACICHHBIX BAPHAHTAX OCYIICCTBICHHA PACINCIUIACMBIN
(pparMCHT MPESACTABIACT CO00H 2 - IC30KCHHY KIICO3HA, KOTOPHI MPUCOCIMHCH K 3 - WK 5’ -KOHICBOMY HYKJICO3HIY
ONMTOHYKICOTHAA TOCPESACTBOM (POC(haTHOH MEKHYKICOSHIAHON CBA3H H KOBAJICHTHO MPHUCOCAMHCH K OCTATKY
JWHKEpa KOHBIOTaTa WM (pparMeHTa KOHBIOTaTa C MOMOmbI0 (ocdarHoit mmm (ocopornoarHoit cesasu. B
OTMPCACIACHHBIX TAKHX BAPHAHTAX OCYHICCTBJICHHSA PACINCIUIACMBIN (PPAarMCHT NPEACTaBIICT Co0oi 2°-
JC30KCHACHO3HH.

B. HekoTopble KOHIEBbIE IPYIIIbI
B ompeacncHHBIX BapHAHTAX OCYIICCTBICHHS OJHTOMCPHBIC COCAWHCHHA COACPKAT OAHY WIH Oo0jce
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KOHICBBIX TPYyNI. B ompeneneHHBIX TaKWX BApPHAHTAX OCYIICCTBIICHHS OJIMTOMEPHBIC COCIHMHCHHA COJACpPKAaT
crabumm3upoBaHHBIH 5’-pocdar. CradmmsupoBaHHBIC 5 -(hoc(aThl BKIFOYAIOT, HO HC OTPAHHYUBAKOTCA UMH, 5 -
(ochanaTsl, BKIMIOYAA, HO HE OTpaHHYmMBAsACh uMmH, S5 -BuHIIPochoHATH. B oOmpenencHHBIX BapHaHTAX
OCYIINECTBJICHH KOHIEBBIC TPYIIBI COACPKAT OJWH MM OOJICE OCHOBHBIX HYKJICO3HIOB H/HIH HHBEPTHPOBAHHBIX
HYKJICO3HIOB. B OMpeacICHHBIX BapHAHTAX OCYIICCTBICHUSA KOHICBBIC TPYNIBI COACPKAT OAWH WiIH Ooiee 2°-
CBA3AHHBIX HYKJICO3HMIOB. DB ONpENeNCHHBIX TAKWX BAPHAHTAX OCYINCCTBICHHSA 2°-CBA3AHHBIH HYyKJICO3HI
MPeACTaBIIET COO0H OCHOBHOH HYKJIICO3H.

II1. OymromepHbIe AVIIEKCHI

B onpeneneHHBIX BAPHAHTAX OCYINECTBICHUS OJTUTOMEPHBIC COCMHCHIS, ONMMCAHHBIC B JAHHOM IOKYMEHTE,
COACP)KAT OJHIOHYKJICOTH, HMCIOINMI IOCICAOBATCIBHOCTh HYKJICOTHAHBIX OCHOBAHHHM KOMILIEMCHTAPHYIO
MOCJICIOBATEILHOCTH HY KICHHOBOH KHCJIOTHI-MHUIICHU. B ONpeIeICHHBIX BAPHAHTAX OCY IICCTBICHUS OJTHTOMEPHOS
COCAMHECHUE OOBETUHEHO CO BTOPHIM OJIMTOMEPHBIM COCIMHEHHEM C 00pa30BaHHEM OJTUIOMEPHOTO AyIUiekca. Takue
OJIMTOMEPHBIC AYIUICKCH BKIIOYANOT MEPBOC OJUTOMEPHOE COCAMHECHHE, UMEIOIEEe 00JAacTh, KOMIUICMCHTapHYIO
HYKJICHHOBOM KHCIIOTC-MHIICHH, W BTOPOC OJIMTOMEPHOC COCIHHCHHE, HMCIOIEE O0JACTh, KOMILICMECHTAPHYIO
MEPBOMY OJMIOMEPHOMY COCAMHCHHIO. B ONpeIeIcHHBIX BAPHAHTAX OCYINCCTBICHHA IEPBOC OJHTOMEPHOC
COCIMHCHHE OJHIOMEPHOIO JyIUIeKca BKIOYaeT Wi coctout w3 (1) MOOu(UIMPOBAHHOTO WU
HEMOJM(DMIMPOBAHHOIO  OJIMTOHYKJICOTHAA M HEOOA3aTeNbHO TIPYymmbl KOHBIOrata u  (2)  BTOPOro
MOAU(DHIMPOBAHHOTO HJIHM HEMOU(DHIMPOBAHHOIO OJUIOHYKJICOTHIA H HEOOA3aTEILHO TPy b KOHbrorara. OqHO
mwm o0a OJUIOMEPHBIX COCAMHCHHSA OJUTOMEPHOIO JAyIUIeKCa MOTYT COJACp)KaTh TIPYNIy KOHBIOTaTa.
OJHMIOHYKICOTHABl KAKIOTO  OJUTOMEPHOTO COCJUHECHUS OJIMTOMEPHOTO JIYIUIEKCa MOIYT — BKJIFOYAThH
HEKOMILICMEHTApPHbIE TTOBECHbIC HYKJICO3HIBL
IV. AHTHCMBICIOBASI AKTHBHOCTH

B ompexeneHHBIX BapHAHTAX OCYINECCTBICHHS OJMTOMCEPHBIC COCAWHCHHUS W OJHTOMCPHBIC IYIUICKCHI
CHOCOOHBI THOPHIM30BATECS C HYKICHHOBOH KHCJIOTOH-MHINCHBIO, YTO NMPHBOAUT K IO MCHBINCH MEpe OMHOU
AQHTHCMBICTIOBON AKTHBHOCTH, TAKHE OJHTOMCPHBIC COCIHHCHHS H OJUTOMEPHBIC AYIICKCH MPEACTABISIOT COOOH
AQHTHCMBICTIOBBIC COCIAWHCHHSA. B ONpeJeIeHHBIX BAapHAHTAX OCYLICCTBICHHSA AHTHCMBICIOBBIC COCIMHCHHUS
00J1a1ar0T AHTHCMBICIIOBOH AKTHBHOCTBIO, KOTJA OHH CHH)KAIOT HJIH WHTHOHPYIOT KOJHYECTBO WM AKTUBHOCTH
HYKJICHHOBOH KHCIOTHI-MHUIICHH Ha 25% wmm Oojee B CTAaHTAPTHOM KICTOYHOM aHANH3e. B OmpeaciIcHHbBIX
BAPHAHTAX OCYINCCTBICHHS AHTHCMBICIOBBIC COCOWHCHHS H30HPATCIbHO BIWSAIOT HA OJHY HJIH HECKOJIBKO
HYKJICHHOBBIX KHCJIOT-MHIICHEH. Takne aHTHCMBICTIOBBIC COCAMHCHUS COACPKAT MOCIICIOBATCIBHOCTh a30THCTHIX
OCHOBAaHHIA, CITOCOOHBIX THOPHIN30BATECS C OHOH WK O0JIee NEICBHIMH Hy KJICHHOBBIMH KHCJIOTAMH, YTO MPUBOIUT
K OJTHO WTH 6071¢¢ HYKHBIM AHTHCMBICITOBBIM AKTHBHOCTSAM W HE CTIOCOOHBIX THOPHAW30BATHCA C OTHOH WiH 00jice
HEIICJICBBIMH HYKJICHHOBBIMH KHCIIOTAMH, HJIH HE CTIOCOOHBIX THOPHIN30BATHCS C OJHON mim Oosiee HEIEICBBIMA
HYKJICHHOBBIMH KHCJIOTAMH TAaKHM 00pa3oM, YTO NPHUBOAWT K 3HAYHTCIBHOW HEKEIATCIHHOH AHTHCMBICIOBOH
AKTHBHOCTH.

[Ipu omnpenciEHHBIX AHTHCMBICIOBBIX AKTHBHOCTSAX THOPHAM3AIMS AHTHCMBICIOBOTO COCAWHCHUS C
HYKJICHHOBOH KHCITOTOW-MHUIICHBIO MPHBOAUT K PHUBJICUYCHHUIO OCIIKA, KOTOPBIH PACIICIUIICT HY KICHHOBYEO KHCIIOTY -
MHIICHb. HampuMep, HEKOTOPBIC AHTHCMBICIOBBIC COCAHHCHHA NPHBOAAT K omocpeaosBanHoMy PHasoim H
pacIICIUICHAUIO HYKJICHHOBOH kucnoTel-MuineHr. PHa3za H npeacTasisier co0oi KIETOUHYEO SHIOHYKJIeasy, KOTopas
karamusupyeTr pacuemicaue nenu PHK B cocrase aymiekca PHK:JJHK. JHK B takom aymnexkce PHK:JIHK
HeoOs3aTenbHO 10JDKHA OBITh HeMoqu(rmuposansoii JIHK. B onpenencHHBIX BApHAHTAX OCYIECTBIICHHS, B JAHHOM

JAOKYMCHTC ONMMCAHBI AHTUCMBICJIOBBIC COCAUHCHHA, KOTOPBIC ABJLIFOTCA JOCTATOTHO ((IH‘IK-HOI[O6HI>IMI/I)), YTOOBI
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BBI3BIBATh AKTUBHOCTh PHa3el H. B onpeaeneHHBIX BAPHAHTAX OCYIIECTBICHHSA Oy CKACTCA HATHYIHE OJHOTO HIIH
6omnee He JJHK-mo100HBIX HYKIICO3HIOB B I31IC TINIMEPA.

B onpenencHHBIX aHTHCMBICIIOBBIX AKTHBHOCTSAX AHTHCMBICIIOBOE COCTMHEHHUE HITH YaCTh AHTHCMBICIOBOTO
coemuHcHUA 3arpykacrca B PHK-mraynmposamubni xommeke cainercwHra (RISC), UTO B KOHCYHOM HTOTC
MPUBOANT K PACIICIJICHHIO HYKJICHHOBOH KHCIOTBHI-MHIICHH.  Hampumep, OIpeJeIcHHBIC AHTHCMBICIOBBIC
COCIAMHCHUSA, OIHCAHHbIC B JAHHOM JOKYMCHTE, NPUBOAAT K PACHICIUICHHIO HYKJICHHOBOH KHCIOTHI-MHIICHH C
mOMOTIBI0 Argonaute. AHTHCMBICTIOBBIC COCAMHCHUA, 3arpyskacmbic B RISC, mpeacraBaaror co00# COCOMHCHHA
PHKu. Coeaunerus PHKu moryT 65116 Ay xuenoucunsivu (kiPHK) nimm ogronenoueunsivu (oriPHK).

B onpenencHHBIX BApHAHTAX OCYINCCTBICHUS THOPHAM3ALUA AHTHCMBICJIOBOTO COCAMHCHHSA C
HYKJICHHOBOH KHCJIOTOH-MHIICHBIO HE MPUBOAUT K IMPUBICUYCHUIO OCJIKA, KOTOPBIH PACIICIUIACT 3Ty HYKJICHHOBYIO
KHCJIOTY-MHIICHb. B ONpeeNncHHBIX BapHAHTAX OCYINECCTBICHHS I'MOPHAM3AIMA AHTHCMBICIOBOTO COCIHHCHUA C
HYKJICHHOBON KUCIOTOH-MHUIICHBE) IPHBOAUT K HM3MCHCHUIO CIUIAMCHUHTA HYKJICHHOBOH KHCIOTHI-MUINCHH. B
OTIPEACTICHHBIX BAPHAHTAX OCYINCCTBICHUS THOPUIU3ALMA AHTHCMBICTIOBOTO COCAUMHEHUS C HYKJICHHOBOM KHCTOTOM-
MHUIICHBIO MPUBOAUT K HHTHOMPOBAHUIO CBA3BIBAIOLICTO B3aUMOACHCTBHUSA MEKIY HYKJICHHOBOH KHCIOTOH-MHIICHBIO
u OCNKOM WM APYrodl HYKJICHHOBOHW KUCIOTOH. B ONpeacncHHBIX BapHAHTAX OCYINCCTBICHHSA THOPHIU3AIUSL
AQHTHCMBICIIOBOTO COCAMHCHUA C HYKJICHHOBOH KHCJIOTOW-MHIICHBIO TNPHBOAUT K H3MCHCHHIO TPAHCILILMH
HYKJICHHOBOH KUCTIOTBI-MHUIICHH.

AHTHCMBICTIOBAsA AKTHBHOCTb MOKET HAOIMIOJAThCA NMPAMO WIM KOCBCHHO. B ompeneneHHBIX BapHaHTaX
OCYLICCTBJICHUS HAOJFOOCHUE HIM OOHAPY)KCHHE AHTHCMBICIOBOH AKTUBHOCTH BKIIOYACT HAOMIOACHHE WU
OOHapy>KeHHE H3MEHCHHA KOJHUYESCTBA LEICBOH HYKJICHHOBOH KHCIOTHI MM O€NKa, KOJHPYEMOIO TAaKOH IeieBOi
HYKJICHHOBO KHCJTOTOH, H3MCHCHHE COOTHOIICHHS BAPHAHTOB CILIAHCHHTA HY KICHHOBOH KHCJIOTHI HTH OCITKA, H/UITH
(PCHOTHIIHIECCKOE H3MCHCHHE B KIICTKE HIH Y CyOBEKTA.

V. HexoTopble I1eJIeBbIE¢ HYKJIEHHOBLIE KHCJIOThI

B ompexeneHHBIX BapHAHTAX OCYINECCTBICHHS OJIMTOMCPHBIC COCAWHCHHS COACPKAT HIIH COCTOAT H3
OJIMTOHYKJICOTHIA, COACPKAIIETO 00JaCTh, KOMILICMCHTAPHYIO HYKJICHHOBOH KHCIOTC-MHIICHH. B ompeaeneHHbBIX
BAPHAHTAX OCYIICCTBICHIA ICJICBAS HYKICHHOBAA KACIOTA MPSACTABIACT cO00i SHAOTCHHYH Moekyay PHK. B
OTIPEICTICHHBIX BAPHAHTAX OCYLICCTBICHHUS HYKJICHHOBAS KHCIIOTA-MHUIICHb KOAUPYET OCIOK. B HEKOTOPBIX Takux
BAPHAHTAX OCYINECCTBICHHS IICCBas HyKJICHHOBAsA KucioTa BeiOpana m3: 3penoit PHK wm mpe-mPHK, Brmrouas
HHTPOHHBIC, 3K30HHBIC W HCTPAHCIHPYCMBIC 00macTH. B HEKOTOPBIX BapHAHTAaX OCymecTBiIcHHA nenesas PHK
mpeacTasaeT codoit 3penyro MPHK. B ompeaencHHBIX BapHaHTAX OCYIICCTBICHHUS IICICBAs HYKJICHHOBAA KHCIOTA
mpeacTaBaaeT codoit mpe-MPHK. B ompeacncHHBIX BapHAHTAX OCYIICCTBICHHA IEICBAsA OONACTh MOJHOCTHEQ
HAXOJWTCS BHYTPH HHTPOHA. B OIpenelIeHHBIX BapHAHTAX OCYMICCTBICHHSA LEleBas 00JACTh OXBAaTHIBACT
COCAMHCHHC MHTPOH/5K30H. B OIpeeileHHbIX BAPHAHTAX OCY INECTBICHHS IEIeBast 00JaCTh COCTABIIET 10 MCHBIICH
mepe 50% BHYTpH HWHTpPOHA. B ompenencHHBIX BApHAHTAX OCYIICCTBICHHS IIEJCBas HyKICHHOBAS KHCJIOTA
mpeacTaBmaeT coboii mpoxaykr Tpanckpumumu PHK perporecHa. B HEKOTOPHIX BapHAaHTaX OCYIICCTBICHUS
HYKJICHHOBAas KHCJIOTAa-MUINCHb TNpPEACTaBisieT coboif Hekommpyromyro PHK. B HEkoTOphIX Takumx BapHaHTaX
OCYIICCTBICHHA HCKOAUPYIOIy 0 PHK-MUNICHE BRIOMPAFOT W3 MOJICKY JIbI THHHO U Hekoaupytomei PHK, kopoTkoit
Hekoaupyromed PHK, watponnoit PHK.

A. KoMILIeMEHTAPHOCTL/0MN{0YHOoE CIAPHBAHNE ¢ HYKJIEHHOBOIi KHCJI0TOH-MHIEHbIO

MoskHO BBEeCTH 0a3bl HCCOOTBETCTBHA OC3 yCTpaHCHHA akTuBHOCTH. Hampmwmep, Gautschi et al (J. Natl
Cancer Inst. 93: 463-471, March 2001) mpoacMOHCTPHPOBAN CIOCOOHOCTH OMTOHYKJICOTHAA, MMeromero 100%

kommmemeHTapHOCTh CPHK bel-2 M u mveroriero 3 mecoemaaeHus ¢ MPHK bel-xL, cHmkare sxcnpeccuro kak bel-2,
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Tak W bel-xL in vitro. mw in vivo. KpomMe TOTO, 3TOT OJMIOHYKICOTHI NPOJCMOHCTPHPOBAT MOINHYIO
MPOTHBOOIY XOJICBYFO akTUBHOCTH in vivo. Maher and Dolnick (Nuc. Acid. Res. 16:3341-3358, 1988) uccnemosamm
CEPHIO TAHACMHBIX OJINTOHYKJICOTUAOB U3 14 HYKJICOOCHOBAHUY U OTHTOHY KJICOTHIOB U3 28 1 42 HYKJICOOCHOBAHHUH,
COCTOSIIUX 3 MOCIICI0BATEIBHOCTH ABY X HJIH TPEX TAHACMHBIX OJIMTOHYKJICOTHIOB, COOTBETCTBCHHO, B OTHOIICHUH
HX CTIOCOOHOCTH HMPEKPaINaTh TpaHCIIuo yenoseueckoro DHFR B aHanu3e perukyIomuToB Kpomka. Kaskmprid u3
TPEX OJHIOHYKJICOTHIOB M3 14 HYKICOTHIHBIX OCHOBAHHH IO OTJACIBHOCTH OBLI CHOCOOCH HHIHOHPOBATH
TPAHCTIALMIO, XOTA U HAa 00JIcC YMCPCHHOM YPOBHE, YEM OJIMTOHYKICOTHIBI 13 28 mim 42 HYKJICOTHIHBIX OCHOBAHMUIA

B ompenencHHBIX BAPHAHTAX OCYHIECCTBICHUS OJIMTOHYKJICOTHIBI KOMIIEMEHTAPHBI IICJICBOH Hy KICHHOBOH
KHCJIOTE IO BCCH JTHHE OTMTOHYKJICOTHAA. B ONpeaeICHHBIX BAPHAHTAX OCYIICCTBIICHHUS OJIMTOHYKICOTHIBI HA 99%,
95%, 90%, 85% wmnmu 80% KOMIIEMCHTapHBI HYKJICHHOBOH KHCIOTC-MHIICHH. B ONpeaciIeHHBIX BapHAaHTax
OCYIICCTBIICHHUS OJTMTOHYKJICOTHIB! KOMILICMCHTAPHBI Hy KJICHHOBOH KHCJIOTC-MUIICHH IO MEHbIIICH Mepe Ha 80% mo
BCCH JATMHE OJIMTOHYKICOTHIA U coAcpkar o0macth, kotopas Ha 100% WM MONHOCTRIO KOMIUICMCHTApHA
HYKJICHHOBOH KHCIOTC-MHIICHH. B ONpeneiecHHBIX BAapHAHTAX OCYIICCTBICHMA JJIMHA OOJNAacTH IOJHOH
KOMIDIEMEHTApHOCTH cocTaBseT oT 6 1o 20, ot 10 no 18 wmi ot 18 10 20 HyKJICOTHIHBIX OCHOBAHUIL.

B ompenencHHBIX BapHAHTAX OCYIICCTBICHHS OJIMTOHYKJICOTHABI COACPKAT OJHO HIH O0Jice OMMMOOYHO
CHAPCHHBIX HYKJICOTHUIHBIX OCHOBAHHH OTHOCHTCIPHO HYKJICHHOBOH KHCIOTBI-MHIICHH. B ompeacicHHbIX
BAPHAHTAX OCYIUCCTBICHHS AHTHCMBICIOBAs AKTHBHOCTb IPOTHB MHIICHH CHIDKACTCA M3-3a TAKOTO OIMHOOYHOTO
CHAPHBAHHA, HO AaKTUBHOCTh INPOTHB HEMHINCHH CHIDKACTCS HAa OOJBIIYIO BCIMYMHY. TakuM o0OpasoMm, B
ONPEACICHHBIX BAPHAHTAX OCYIICCTBICHHA CEICKTHBHOCTh OJHMIOHYKJICOTHIA YJIYYIIACTCA. B ompeaeacHHBIX
BAPUAHTAX OCYLICCTBJICHUA OINHOOYHOE CIAPHBAHHE CHCUU(PHYECKH PACIOJIOKCHO BHYTPH OJMIOHYKJICOTHAA,
HMCIOIIETO TINMEPHBIH MOTHB. B Onpe eI HHBIX BAPHAHTAX OCYIICCTBIICHH, OITHOOYHOE CIIAPHBAHUE HAXOIUTCS B
momoxeHun 1, 2, 3, 4, 5, 6, 7 unmu 8 OoT 5’-KOHOA 00JAaCTH r3ma. B ONMpeacicHHBIX BapHAHTAX OCYINCCTBICHHUA
H300PCTCHUS, OIMHOOTHOC CIIAPUBAHKC HAXOUTCSA B MOJIOKCHHH 9, 8, 7, 6, 5, 4, 3, 2, 1 oT 3°-koH1A 00nacTu rama. B
OTPCCICHHBIX BAPHAHTAX OCYINCCTBICHHSA, OIMHOOYHOC CIIAPHBAHUC HAXOIUTCA B MOJOKCHHH 1, 2, 3 wiu 4 oT 5°-
KOHIA O0JacTH KpbU1a. B ompenesicHHBIX BapHaHTaX OCYINCCTBICHHS, OIMHOOYHOC CHAPHBAHHC HAXOJUTCS B
mooxeHun 4, 3, 2 w1 oT 3°-KOHIA 001aCTH KPhLIA.

B. KCNT1

B ompexeneHHBIX BapHAHTAX OCYINCCTBICHHS OJIMTOMEPHBIC COCAWHCHHS COACPKAT HIIH COCTOAT H3
OJIMTOHYKJICOTHA, COACPIKAMICTO 00JacTh, KOMILICMCHTAPHYK HykjicuHOBOH kuciore KCNT1. B ompeacncHHBIX
BapPHAHTAX OCYIICCTBICHUA HyKi1eHHOBaA kuciota KCNT1 nMeeT mocie 10BaTeIbHOCTD, MPESACTaBICHHY 10 B SEQ ID
NO: 1 (Ne gocryna 8 GENBANK: NM 020822.2). B onpeaencHHBIX BapHAHTaX OCYIICCTBICHHSA HyKJICHHOBAS
kucaota KCNT1 mMeeT mocienoBaTebHOCTD, mpeacTtapncHHyr0 B SEQ ID NO: 2 (Ne moctyma B GENBANK:
NC 000009.12 yceuenHblii Cc HykreoTHZOB 135698001 mo 135796000). B ompenencHHBIX BapHAHTAX
OCYIICCTBICHHA HyKIenHOBad kucaota KCNT1 uMmeeT nocieoBaTe IbHOCTS, mpeactaBicHHY0 B SEQ ID NO: 3 (Ne
mocryna 8 GENBANK: NM 020822.3), koTopsIii npeacrasisieT coboii BapuanT craticuara SEQ ID NO: 1.

B ompeneneHHBIX BApHAHTAX OCYIICCTBICHHA OTHTOMCPHOE coeauHeHne, kommiemenTapaoe SEQ ID NO:
1, SEQ ID NO: 2 wm SEQ ID NO: 3, cnocodno camxare PHK KCNT1 B xietke. B ompeneneHHbIX BapHaHTax
OCYIICCTBIICHHSA OJMTOMEpHOe coeauHeHue, kommieMeHTapHoe SEQ ID NO: 1, SEQ ID NO: 2 wmu SEQ ID NO: 3,
cnocobro cHikath 0emok KCNT1 B kierke. B ompeaencHHBIX BapHAHTAX OCYINECTBICHHS KIETKA HAXOIUTCS i1
vitro. B oIIpeaeTeHHBIX BAPHAHTAX OCYINECCTBICHHUS KICTKA HAXOAWTCS B CyOBEKTE. B OmpenencHHBIX BapHAHTAX
OCYIIECTBICHHS OJIATOMEPHOE COSAMHCHAE COCTOHUT W3 MOJH(PHIIMPOBAHHOTO OJIMTOHYKJICOTHIA. B onpeneneHHBIX

BapPHAHTAX OCYIICCTBICHUA OTHTOMEpHOE coeauacHue, kommemeHTapaoe SEQ ID NO: 1, SEQ ID NO: 2 wm SEQ
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ID NO:3, ciocobHo 0cnabuTh 0JuH HiIH O0Jee CHMIITOMOB HIJIH NPH3HAKOB HEBPOJOTHYECKOTO 3a00JCBaHHA TIPH
BBCICHHHM B KICTKY CyOBckTa. B OIpeneieHHBIX BapHaHTaX OCYIIECTBICHHS HEBPOJOTHUCCKOE 3a00NCBaHHC
MPSACTABIACT COOOM MUICTICHIO. B OmpeaeicHHBIX BapHAHTAX OCYIICCTBICHHA OJWH WM 00J¢C CHMIITOMOB HJTH
TPU3HAKOB BI)I6I/IpaIOT U3 TPpUIIAAKA, NOBPOKACHHA MO3ra, ACMHCIIHHHU3AlHH, THIIOTOHHWH, MHKpOL[e(I)aJ'[I/II/I,
JICTIPECCHH, TPEBOTH W KOTHUTHBHON TUC(YHKIUH, H HX KOMOHHALUH.

B ompeneieHHBIX BapHAHTAX OCYINCCTBICHHA OJTHTOMEPHOE coeauHeHne, kommiemenTapaoe SEQ ID NO:
1, SEQ ID NO: 2 wm SEQ ID NO: 3, cnocobHo cHImKath oOHapyskusaemoe koamdectso PHK KCNT1 B LICX
cyOBeKTa, Koraa omguromepHoe coeaumHeHme BBoauTca B LICXK cyOnekra. OOHapyskmBaemoe koymuectBo PHK
KCNT1 moxer OBITh CHIDKCHO 10 MEHbIICH Mepe Ha 10%, mo menpmei Mepe Ha 20%, mo meHbInei mepe Ha 30%,
no MeHblIeH Mepe Ha 40%, o meHbIel Mepe Ha 50%, mo MeHbIel Mepe Ha 60%, mo MeHbHIeH Mepe Ha 70%, 10
MeHbeH Mepe Ha 80%, win no MeHbIeH Mepe Ha 90%. B onpeaeIeHHBIX BAPHAHTAX OCY IECTBIICHHUA OJTUTOMEPHOC
coequucHue, komiemenrapHoe SEQ ID NO: 1, SEQ ID NO: 2 wm SEQ ID NO: 3 cnoco0HO CHHXKATh
obHapy-xuBacMoe komuecTBo Oemka KCNT1 B LICK cyObekra, korma omuroMmeproe coequaeHue seoautcsa B LICK
cyobekta. OOHapyxuBaeMoe komuiecTBo Oemka KCNT1 moxxeT OBITh CHHKECHO MO MeHbIeH mepe Ha 10%, mo
MeHbInel Mepe Ha 20%, mo MeHbimel mepe Ha 30%, mo MeHbmIel Mepe Ha 40%, mo MeHpmieii Mepe Ha 50%, 1O
MeHbIIeH Mepe Ha 60%, no MeHbpmIei Mepe Ha 70%, mo MeHbIneH Mepe Ha 80%, wim no MeHbInel Mepe Ha 90%.

C. OmnpenejeHHbie HYKJEHHOBbIEC KNCJI0ThI-MHIIEHN B ONPE/IEJICHHBIX TKAHIX

B ompeneneHHBIX BapHAHTAX OCYINCCTBICHHSA OJHMTOMEPHBIC COCAMHCHHS COACP/KAT MM COCTOAT H3
OJIMTOHYKJICOTHA, COACPIKAINETO 001acTh, KOMILIEMEHTAPHYI0 HYKJICHHOBOH KHCJIOTS-MHIICHH, IIC HY KICHHOBAS
KHCIIOTAa-MHUINCHb SKCIPECCHPYETCA B (PapMaKOJIOTHUCCKH PEICBAHTHOH TKaHH. B ompeneneHHBIX BapHAHTAX
OCYINECTBICHHS (DApMAKOJIOTHYCCKH PEICBAHTHBIMH TKAHSIMH SIBJIIFOTCS KJICTKH W TKAHH, KOTOPBIC COCTABILIIOT
HCHTpaTbHY0 HepBHYO cucteMy (LJTHC). Takue TKaHH BKIFOYAIOT TKAHH TOJIOBHOTO MO3Ta, TAKUC KAaK KOPA, UCPHAS
cyOcTaHIu, MOJI0CATOC TS0, CPSIHUH MO3T, a TAKKE CTBOJI MO3Ta H CIHHHOH MO3T.
VL HexoTopbie GapManeBTHUECKHE KOMIIO3H T

B ONPCACIICHHBIX BAPHAHTAX OCYLICCTBICHHA B JAaHHOM JOKYMCHTC OIIHMCAHBI (l)apMaHGBTI/I'-IeCKI/IC
KOMIO3ULMK, COACPKAINMC OXHO WM OO0JCC OJMTOMCPHBIX COCOWHCHUH. DB  ONpeAciCHHBIX BapHAHTAX
OCYINCCTBICHHUS OJHO WM OO0JcC OJIMIOMEPHBIX COCIAWHCHUH Ka)KAOC COCTOHT W3 MOIU(PHIMPOBAHHOTO
OJIMTOHYKJICOTHAA. B ompeaenecHHBIX BAapHAHTAX OCYHICCTBICHUS (DAPMAICBTHUCCKAS KOMITO3HLUS CONCPIKHUT
(hapMALCBTHYCCKH MPHCMICMBIA pPa30aBUTChF WIH HOCHTCITh. B ONPCACICHHBIX BAPHAHTAX OCYIICCTBICHHA
(papManeBTHYECKAs KOMITO3UIMS CONCPKHUT HJIH COCTOHT M3 CTCPHIBHOTO (DPH3HOJOTHUYESCKOTO PACTBOPA H OTHOTO
nn O0JIee OJTATOMEPHBIX COSAMHCHUH. B onpeieneHHBIX BApHAHTaX OCYIIECTBICHHS CTEPHIbHBIH (PH3HOIOT HUCCKUH
PacTBOp TPCACTABIACT COOOH (PH3HONOTHUCCKHI PacTBOP (PapMAaKOIOTHUCCKOH YHCTOTHL. B OmpeacncHHBIX
BAPHAHTAX OCYHICCTBICHUA (papMarieBTHUYECKasd KOMIIOZWLMS CONCPKHT MIH COCTOHT W3 OHOTO Win 0Oolee
OJIMTOMEPHBIX COCAMHCHUI H CTEPHILHOH BOABL. B ONpeneIcHHBIX BAPHAHTAX OCYINECCTBICHHA CTEPHIbHASL BOJA
MPSACTABIACT CcOo00H BOAY (DApPMAKOJNOTHUCCKOW YHCTOTH. B ONpPEACICHHBIX BAPHAHTAX OCYHICCTBICHHSA
(hapMaIcBTHUCCKAS KOMIO3HLHAA COACPKAT HIH COCTOHT W3 OJHOTO HIH 0O0Jice OJTHTOMEPHBIX COCOWHCHHH H
(pocparHO-coneBoro Oy(pepHOTo pacteopa (PCH). B onpeneieHHBIX BapHAHTAX OCYIICCTBICHIA cTepuibHb OCh
npeactasmsier coboii @CB  (apmakonormueckodl 4UMCTOTEL. B OmpeneneHHBIX BapHAHTAX OCYINECTBICHHS
(hapMareBTHUCCKAS KOMIO3HIHA COCTONT COACP/KAT WITH COCTOUT H3 OJHOTO K 00JIee OJIMTOMEPHBIX COCIUHCHUI
M UCKYCCTBCHHONW CHUHHOMO3TOBOH XHAKOCTH. B ONpeacIcHHBIX BAPHAHTAX OCYILECTBICHUS HCKYCCTBCHHAS
CIIMHHOMO3BTOBAA JKUAKOCTD SABIACTCA KUAKOCTHEO (JAPMALICBTHUCCKOTO KAaueCTBA.

B ompemencHHBIX — BApHAHTAX ~ OCYHICCTBICHHA  (DAPMAICBTHYUCCKAS  KOMIIO3HMIHA  COJICPIKHUT

33



10

15

20

25

30

35

40

MOIU(DAIIMPOBAHHBIN OIMTOHYKJICOTHI H HCKYCCTBCHHYIO CIIMHHOMO3TOBYFO KHIKOCTh. B ONPeCICHHBIX BAPHAHTAX
OCYIICCTBICHUA (PapMALICBTHUCCKAS KOMIIO3HIIUA COCTOHT W3 MOAH()HIMPOBAHHOTO OJIMTOHYKICOTHAA H
HCKYCCTBCHHOH CIIWHHOMO3TOBOH JKHAKOCTH. B ONMpeAC/ICHHBIX BApHAHTAX OCYIICCTBJICHHUA (DapManeBTHUCCKAST
KOMTO3HINA COCTOUT TI0 CYIICCTBY W3 MOIU(PHIHPOBAHHOTO OJMTOHYKJICOTHAA W HCKYCCTBCHHON CTHHHOMO3TOBOH
JKAAKOCTH. B OmpeaencHHBIX BapHAaHTAX OCYINCCTBICHHSA HCKYCCTBCHHAS CIHHHHOMOBTOBASA JKUAKOCTH SABIACTCA
SKHAKOCTBEO (PApMALICBTHICCKOTO KAYCCTBA.

B ompeaeieHHBIX BapHAHTAX OCYIICCTBICHHUS (DApMALCBTHUICCKAC KOMIIO3HIIMH COICPKAT OJHO HITH O0jiee
OJIMTOMCPHBIX COCAWHCHHA W OJHO WM OO0Jicc BCIIOMOTATCIBHBIX BCINCCTB. DB ONpPEACICHHBIX BapHAHTAX
OCYIICCTBJIICHHS  BCIIOMOTATCIIPHBIC ~ BCINCCTBA  BHIOMPAOT W3  BOJBL  COJICBBIX  PAcTBOPOB,  CIHPTA,
TOJTUATUICHTTUKOJICH, JKCIaTHHA, JTAKTO3BI, AMHJIA3bI, CTCapaTa MAarHUS, TalbKa, KPEMHHCBOH KHCIOTHI, BA3KOTO
nmapauHa, THAPOKCUMCETUIILCLTIONO 3B U IO THBHHILTITHPPOTHIOHA.

B ompenencHHBIX BapHaHTAX OCYINCCTBICHHS OJHIOMCPHBIC COCAMHCHHS MOIYT OBITH CMCIIAHBI C
(papMaUCBTUYCCKH  NMPHEMJICMBIMH ~ AKTUBHBIMH ~ W/HJIM HHCPTHBIMH  BCHICCTBAMHU JI1  NPHTOTOBJICHHUS
(papManCBTHYCCKIX KOMIO3HIMH MM COCTaBOB. KOMIO3HIMH U CIOCOOBI NMPHTOTOBJICHUA (DapMAIICBTUUCCKUX
KOMIO3HIUH 3aBHCAT OT psAAa KPUTCPHEB, BKIIOUAs, HO HC OTPAHUYHBAAICH, CIOCOO BBEACHUS, CTCIICHD 3a00I¢BaHUS
WIH 103y, KOTOPYIO HEOOXOIUMO BBOIHUTb.

B ompeaeaeHHBIX BAPHAHTAX OCYIIECCTBICHHUS (DAPMALICBTHICCKHUEC KOMITO3HIHH, COACPKAIIHC OJTUTOMEPHOC
COCAMHCHHUE, BKJIFOUAIOT JTFOOBIC (hapMaIleBTHYECKH MMPHEMJICMbIC COJTH OJTHTOMEPHOTO COCAMHCHUS, CII0KHBIC H(PHPbI
OJIMTOMEPHOTO COCOMHCHHS WJIH COJH TAKHX CJIOXKHBIX 3(HpPOB. B OmpeaeacHHBIX BapHAHTAX OCYIICCTBICHHS
(papMALICBTHYCCKUEC KOMIIO3HIMY, COACPKAINUC OJHIOMCPHBIC COCAMHCHHS, COJACp)KAINWE OAWH HIH Oosee
OJIMTOHYKJICOTHIOB, TPH BBEACHHH CYOBCKTY, BKIIOUAS YEJIOBEKA, CIIOCOOHBI 00SCICUNBATH (MPSIMO HJIH KOCBEHHO)
OHOJIOTHICCKH AKTHBHBIN MCTA0O0UT WM €T0 0CTaTOK. COOTBCTCTBCHHO, HATIPHUMED, H300PCTCHUE TAKXKE OTHOCHTCS
K (papMALCBTHUCCKH NPHCMIICMBIM COJIIM OJMTOMCPHBIX COCAMHCHHMA, MPOJICKAPCTBAM, (DapMALCBTHUCCKH
MPUCMJICMBIM  COJIAM TAKHX MPOJCKAPCTB W JAPYTHM OHOPKBHBAJICHTaM.  [loaxomsmue (PapManCBTHUCCKH
TMPUEMJIEMBbIC COJHM BKIIOYAIOT, MOMHMO MPOYETO, COJMH HATpPHSA W Kamusi. B ONpeaeieHHbIX BapHAHTaX
OCYILECTBICHHS MPOJICKAPCTBA COACPKAT OHY HTH OOJiee TPy I KOHBIOTaTa, MPHCOCIHHCHHBIX K OJTHTOHY KICOTHAY,
TPH TOM T'PyIIa KOHBIOTATA PACHICIUIICTCS B OPTAHA3ME SHAOTCHHBIMHA HYKJICA3aMH.

JlumugHbie (PPArMCHTHI WCTIONB3YIOTCA B TCPANIHH HYKJICHHOBBIX KHCIIOT PasAHYHBIMH crocoOamu. B
HCKOTOPBIX TAKUX CHOCO0AX HYKICHHOBAS KHCJIOTA, Takasd KaK OJUTOMCPHOC COCAMHCHHC, BBOJHTCS B
MPSIBAPUTCIFHO C(POPMHUPOBAHHBIC JTHIOCOMBI WIIH JTHITOIUICKCHL, COCTOAIINC W3 CMCCCH KATHOHHBIX JUIHIOB U
HCHTpANBHBIX TUMHAOB. B HEKOTOpBIX cmocobax kommmiekehl JIHK ¢ MOHO- WM MOIHKATHOHHBIMHU JTHITHIAMHA
00pa3yrTcsa 0¢3 MPHCYTCTBHA HCHTPATHHOTO JTHNHIA. B OMPCICICHHBIX BAPHAHTAX OCYMICCTBICHUS JIMIHIHBIN
(hpparMCHT BEIOHPAIOT T YBSIHUCHUS PACIPSACICHIS (DAPMAICBTHUCCKOTO ar¢HTA B KOHKPCTHOM KJICTKS WJIH TKAHH.
B onpeacncHHBIX BAPUAHTAX OCYIICCTBICHHUA JHMUAHBIA ()PATMCHT BBHIOHPAFOT T VBCIHUCHHSA PACTPCICICHHA
(papManIEBTHYECKOTO arcHTa B KUPOBOH TKaHU. B ompenencHHBIX BapHAHTaX OCYINCCTBICHHS JTHITHAHBIN (parMeHT
BBIOHMPAIOT I YBCAWUCHHA pacpeaAcICHA (PapMANCBTHUCCKOTO arcHTA B MBITIICYHOH TKAHU.

B ompencncHHBIX BAapHAHTAX OCYIICCTBIACHHA (DAPMALCBTHUCCKHC KOMIIO3HIHWH COACPKAT CHCTCMY
JOCTaBKH. [IpHMCpPBI CHCTCM [JOCTABKH BKIFOUAKOT, HO HC OTPAHHYMBAKOTCA WMH, JIAMIOCOMBI W 3MYJIbCHH.
OnpeacICHHBIC CHCTCMBI TOCTABKH NPHMCHHMBI i1 TPHTOTOBICHHA OMPCACICHHBIX (DapMALCBTHUICCKIX
KOMTO3HIUH, BKTOYAsA KOMIO3HIHH, COACpKAmHUC ruApo(pOOHBIC COCOWHCHHA. B HCKOTOPBIX BapHAHTAX
OCYIIECTBICHHS HCTIOIb3YIOTCS ONPEICICHHBIC OPTAHUYCCKUE PACTBOPHTEIIH, TAKHE KAK TUMETHIICY Tb(DOKCHI.

B ompeaencHHBIX BApHAHTAX OCYINECTBICHHA (JapMAICBTHUYCCKHE KOMIIO3HIHE COICPIKAT OJHY WiIH Oonce
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TKaHECHECIH(DIIHBIX MOJEKYJI JOCTABKH, MMPEAHA3HAYCHHBIX U IOCTABKH OJHOTO wiH Ooiice (hapMaleBTHICCKUX
arcHTOB II0 HACTOSINEMY H300pPCTEHHIO K KOHKPETHBIM TKAHSIM WM THUNAM KJIETOK. Hampumep, B ompemeieHHBIX
BAPHAHTAX  OCYINCCTBJICHHUA  (papMareBTHUCCKHE  KOMIIO3HIWH  BKIIOYAIOT  JIHIIOCOMBI,  IOKPBITHIC
TKaHECHECIH(PIICCKUM aHTHTCIIOM.

B omnpenencHHBIX BapHAHTaX OCYINECTBICHUS (DapMAIEBTHUCCKHE KOMIOZHIMH COACP)KAT CHCTEMY
copacteopuTelsl. HekoTopble M3 TaKHX CHCTEM COPACTBOPHUTENCH BKIOYAIOT, HAPUMEDP, OCH3WJIOBBIH CITHPT,
HEMOJAPHOE MOBEPXHOCTHO-AKTHBHOE BEIIECCTBO, CMCIIMBAIOIIMICA C BOAOH OPraHMYCCKHH MOTMMEP H BOJHYIO
(¢azy. B ompencicHHBIX BapUAHTAX OCYINCCTBICHUSA TAKHE CHCTEMBI COPAaCTBOPUTEICH HCHOJB3YIOT JUIL
ruapooOHBIX coeauHeHUH. HeorpaHmiuBaromuM MpHMEPOM TaKOH CHCTEMBI COPACTBOPUTEICH SIBISCTCS CHCTEMA
copactopurencii VPD, kotopas mpeactaBiaeT co0oif pacTBOp aOGCOIOTHOTO 3TaHOMA, coaepskamuit 3% mac/o6
OcH3IWI0BOTO crupra, 8% Mac/06 HEMOIAPHOTO IMOBCPXHOCTHO-aKTHBHOTO Bemectsa Polysorbate 80 ™ u 65 %
Mac/00. momuaTHiIeHrIHKo 300. [Iponopuum TakuxX CHCTEM COPACTBOPHTENICH MOKHO 3HAYUTCIBHO BAPHHPOBATH
6€3 CYIIECTBCHHOTO H3MCHCHHUSA HX XapaKTCPHUCTHK PACTBOPHMOCTH M TOKCHYHOCTH. KpoMme TOro, HACHTHYHOCTH
KOMIIOHCHTOB COPACTBOPHTEIICH MOXKET BapbUPOBAThCA: HaNmpuMep, BMecTo Polysorbate 80 ™ M0)kHO HCTIOIB30BATh
JPYTHE IOBEPXHOCTHO-AKTHUBHBIC BEMICCTBA; Pa3Mep (PpaKIMH MOTHITHICHITTHKOII MOXKET OBITh PA3IHIHBIM; APYTHE
OHOCOBMECTHMBIC NMOJTUMEPHI MOTYT 3aMEHATH ITOJUITHICHIIMKOIb, HAIIPHMED, MOJHBHHIIHPPOIHIOH;, H JPYTHE
caxapa WM NOJIHCaXapHAbl MOTYT 3aMCHATH JACKCTPO3Y.

B ompenencHHBIX BapHaHTaX OCYINECTBICHHA (papMaLCBTHUCCKHE KOMIIO3HIMH TOTOBAT JJI IEPOPATbHOTO
BBEJCHUA. B onpeeneHHbIX BApHAHTAX OCY INECTBICHHA (PapMaLCBTHYECCKIE KOMIIO3UIMH TOTOBAT I OYKKAJIbHOTO
BBEeJCHHUA. B OnpenereHHbIX BAPHAHTAX OCYIIECTBICHUS (hPapMaleBTHYCCKY0 KOMIIO3HIUIO TOTOBAT U1 BBEACHUA
MyTeM HUHBCKUUU (Hanpumep, BHYTPUBCHHOM, NOJKOKHOM, BHYTpPHMBIIECUHOH, wuHTparekampbHoit (IT),
uaTpanepeOposeHTpukysipHoii (ICV) w t1.a). B  onpeneneHHBIX TakWX BapUHAHTAX OCYLICCTBICHHSA
(papMaLICBTHYCCKAS KOMITO3UIAS CONCPKUT HOCHTEIbh W MPUTOTOBJICHA B BOJHOM PAcTBOPE, TAKOM Kak BOJA, WITH
(pM3HOTOTHYIECKH COBMECTHMBIX Oy (pepax, Takux Kak pacTBOp X3HKCA, pacTBOp PuHrepa mwmi (pu3HOIOTHYCCKHI
coneBoii Oydep. B ompencncHHBIX BapHAHTAX OCYINECTBICHHSA BKJIIOYCHBI IPYTHE HHIPSIUCHTHI (Hanpumep,
HHIPEIUCHTHI, KOTOPBIC CHOCOOCTBYFOT PACTBOPHMOCTH HIIH CIIY’KaT B KaUeCTBE KOHCEPBAHTOB). B onmpeneie HHbIX
BAPHAHTAX OCYIUECCTBICHUS CYCIICH3UH IS HHBCKIUH TOTOBST C HCMOJIb30BAHHCM ITOIXOIAMINX SKUIKHX HOCHTCIICH,
CYCICHAMPYIOIMX arcHTOB W T.I. Hekotopsie (papManeBTHUCCKHE KOMITO3HIMH JI WHBCKIHH NPEICTABICHBI B
CAWHUYHON JO3WpOBAHHOH (opme, Hanpumep, B ammyjaX WIM B MHOTOJO30BBIX KOHTeiHepaX. Hekotopsie
(papManieBTHYCCKHEC KOMIIO3HIWMH U1 WHBCKIHMH NPEACTABILIIOT COOOH CYCIICH3HH, PACTBOPHI HIH 3MYJIBCHH B
MAaC/SIHBIX FUIM BOJHBIX HECYIMX CpPelaX M MOTYT COACPKaTth (POPMyNTHpPYIOIWE arcHTHI, TaKHEe Kak
CYCHCHANPYIOIIHE, CTAOMITM3UPYIONIHE /YT AUCTICPTHPYIOIHE arcHTH. HEeKOTOphIe pacTBOPHTEINH, MOAXOAIINC
JUT HCTIOJIb30BAHUS B (DapManeBTHUCCKUX KOMITO3HIUSX 11 HHBEKIHH, BKIFOUAIOT, HO HE OTPAHHYHBAOTCSA HMH,
mumo(UITPHBIC PACTBOPUTEIH H SKUPHBIC MAcia, TaKMe KaK KyH)KYTHOEC MAaci0, CHHTCTHUCCKHE CIOXKHBIC 3(HpPbI
SKHPHBIX KHCJIOT, TAKHE KAaK THIIONCAT HIIH TPUTIHLCPH/IBI, H JINTIOCOMBI.

[Tpu ompeAeIeHHBIX YCIOBUAX HEKOTOPBIC COCTHHCHHUS, ONHCAHHbBIC B JAHHOM JOKYMEHTE, ICHCTBYIOT KaK
KHCITOTEL. XOTS TaKWe COCAMHCHHS MOTYT OBITh IPEACTABICHBI HJIHM ONMHCAHBI B MPOTOHHPOBAHHOH (CBOOOIHASA
KHCT0Ta) (POpPME WM WOHH3HPOBAHHOW W B ACCOIMALNH C KATHOHOM (COIBb) (POpPME, BOJHBIC PACTBOPHI TAKHX
COCAMHCHUH CYIIECTBYIOT B PaBHOBECHH MEXy Takumu (popmamu. Hanpmmep, pocdaTaas cBA3p OMHIOHYKICOTHIA
B BOJHOM PacTBOPE HAXOJUTCS B PABHOBECHH MEKIY CBOOOJHON KHCIIOTOW, aHHOHHOH M cojeBod (opmamu. Ecim
HE YKA3aHO MHOE, IOJPa3yMEBACTCS, YTO COCIMHCHUS, ONHCAHHBIC B JAHHOM JOKYMCHTE, BKIFOUAOT BCE TAKHC

(opmbl. Bonee TOTO, HEKOTOPBIC OTMTOHYKJICOTH/IBI HMCIOT HECKOJIBKO TAKHX CBA3CH, KA H3 KOTOPBIX HAXOTUTCS
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B paBHOBecHH. TakuM 00pa30M, OJHTOHYKJICOTHIB B PACTBOPE CYIICCTBYIOT B BHAC aHCAMOIA (OPM B HECKOTBKHIX
TOJOKCHUAX, HAXOOAIMMUXCI B PABHOBCCHH. TepMI/IH COJMIOHYKJICOTHA» BKIHOYACT BCC TAKHC (I)OPMI)I.
Hapucosanuble CTpYKTYpBI 00513aTEIBHO H300pakaroT omHy (opmy. TeMm HE MEHee, ecH HE YKAa3aHO HHOE, TAKHE
YEPTEKM TAKOKE IMPEIHA3HAYCHBI IS BKIFOUCHHSA COOTBETCTBYIOIMX (opMm. B maHHOM HOKYMEHTE CTPYKTYpa,
A300paKaroINas CBOOOTHY ) KHCTOTY COCTUHCHHUA, 32 KOTOPBIM CJICAYCT TSPMUH «HITH €T0 COJIb», IBHO BKIIFOYACT BCC
Takue (POPMBI, KOTOPBIC MOTYT OBITh MOJHOCTHIO HJTH YACTUYHO MPOTOHHPOBAHBY/ ICTTPOTOHHPOBAHBI/B ACCOITHALINH C
KaTHOHOM. B HCKOTOPBIX CIyvadax I/IZ[GHTI/I(I)I/IIII/IpyeTC}I OJWH WA HCCKOJIBKO KOHKPETHBIX KATHOHOB.

B OMNPECACICHHBIX BAPHAHTAX OCYLICCTBICHUA MO,HH(I)HI[P[pOBaHHbIe OJIMI'OHYKJICOTUABI HJTH OJTUTOMCPHBIC
COCOAUHCHUA HAXOOATCA B BOAHOM PACTBOPE C HATPHCM. B ONPCACICHHBIX BAPHAHTAX OCYIICCTBICHUA
MOAU(PHIHPOBAHHBIC OJUTOHY KJICOTHIBI HIIH OJHTOMEPHBIC COCIHHECHIS HAXOAATCSA B BOXHOM PacTBOPE C KamieM. B
OIIPEICICHHBIX BAPHAHTAX OCY IECTBICHHA MOAH(DHIHPOBAHHBIC OJTUTOHY KJICOTHABI HIIH OJTUTOMEPHBIC COCTHHCHHS
Haxomiarcs B ®CB. B omnpenencHHBIX BapHAHTAX OCYMICCTBICHHA MOJU(DHUIMPOBAHHBIC OJHTOHYKJICOTHIBI HIH
OJIMTOMEPHBIC COCIMHCHHA HAXOMATCA B BOAC. B HEKOTOPBIX TAaKMX BapHAHTAX OCyIIEeCTBIcHHA PH pactBopa
perymupytoT ¢ nomomsro NaOH w/umu HC i noctmwkenus sxemaemoro pH.

B maHHOM JOKYMEHTEC OIHCAHBI ONPEICIICHHBIC KOHKPETHBIC 103bL J[03a MOKeT OBITh B (DOPME CIUHHULIBI
JosupoBaHus. Jd ACHOCTH, A03a (WIH CAWHHIA JO3ZHPOBKH) MOAW(HIMPOBAHHOIO OJHIOHYKICOTHIA HIH
OIMIOMEPHOTO COCOHHCHHI B MHJUIATPAMMaxX yKa3blBaeT Maccy CBOOOJHOH  KHCIOTHOH  (hopMbI
MOAH(DHIHPOBAHHOTO OJMIOHYKJICOTH/IA HIH OJIUTOMEPHOTO COeqUHECHUA. Kak onmucaHo BhIIE, B BOAHOM PacTBOpE
CBOOOJHAS KUCJIOTA HAXOAMUTCS B PABHOBCCHU C AHHOHHOH W COJIeBOH (popmamu. OmHAKO I LEICH pacdeTa 0351
IPeIoIaraeTcs, YTo0 MOAU(HIIHPOBAHHBIN OJHIOHYKJICOTHI WM OJHTOMEPHOE COCIHHCHHE CYILECTBYET B BHIC
0e3BOAHON CBOOOMHOHM KHCIIOTBI, HE COACpXKAINCH pacTBOpHTENs M amnerara Hatpusi. — Hampmmep, ecmu
MOAU(PHIHPOBAHHBIH OJTMTOHY KJICOTHI HITH OJTATOMCPHOE COCTHHCHUC HAXOJUTCS B PACTBOPE, COACPIKAIIECM HATPUI
(manpuvep, (PU3HOJOTHYESCKHI PAcTBOP), MOAU(HIMPOBAHHBIA OJIMTOHYKJICOTHI HJIH OJHTOMECPHOC COCIWHCHHC
MOKET OBITh YACTHYHO WM TOJHOCTHEO JCHPOTOHHPOBAHO H ACCOLMHPOBaHO ¢ HOHamu Na+t. OgHako macca
MPOTOHOB BCE KE YUHTHIBACTCSA B BECE O3B, 2 MACCA HOHOB Na+ He YYHTBIBACTCSA B BECE O3B Tak, HAMPHUMED, 1034,
WM equHuna nosuposaHud, 80 mr coemumHeHHA Ne 1080855 paBHA KOMHYECTBY MOJTHOCTBIO NMPOTOHUPOBAHHBIX
MOJIeKy 1 BecoM 80 Mr. 310 OBIII0 OBI 3KBHBAJICHTHO 85 MT 6€3BOJHOTO KATHOHHPOBAHHOTO coequHeHM Ne 1080855,
HE COACPIKALICTO PACTBOPHUTEICH 1 aneTaTa HaTpHA. Koraa 0HroMepHOS COSAMHCHHE COACPIKUT TPYIITY KOHBIOTATa,
MAacca TPYIITB KOHBIOTATA BKTIOUACTCS B PACUCT J03BI TAKOTO OJUTOMEPHOTO COCAMHCHUS. Eciu rpynma KoHBrorata
TAKOKS CONCPIKAT KHUCIOTY, UM LEJiel pacdera A03bI MPEAIOJIAracTcs, YTO TIPYNNa KOHBIOraTa NOJHOCTHIO
MPOTOHHPOBAHA.

Heorpanuumnaromiee packphITHE W BKITFOYCHHE OCPSACTBOM CChLIKH

Kaxpas w3 nurepaTypHbIX W MATCHTHBIX MyOIHKALHI, IEPEYHCICHHBIX B JAHHOM JOKYMCHTE, BKITIOUCHA B
JAHHBII JOKYMEHT IOCPEACTBOM CCBUIKH BO BCEH CBOCH MOJTHOTE.

HecmoTtpst Ha TO, YTO ONpEACICHHBIC COCAWHCHUS, KOMIIO3HIMH H CIOCOOBI, ONHCAHHBIC B JAHHOM
JOKYMEHTE, OBLIH TOXPOOHO ONHMCAHBI B COOTBCTCTBHH C OINPCACICHHBIMH BAPHAHTAMH OCYIICCTBICHHA
H300pETCHNS, CICAYIOIIE HPUMEPB! CIy’KaT JHMINb U1 H/UTOCTPALMH COCAMHCHHH, ONMCAHHBIX B JAHHOM
JOKYMEHTE, W HE NPETHA3ZHAYCHBI U1 OTPAaHMUCHH JAHHOTO H3o0pereHus. Kaskmas u3 CChIIOK, HOMEPOB JOCTYIA
GenBank u T.11., IPHBEACHHBIX B HACTOAMICH 3asgBKC, BKIFOUCHA B HACTOSAMIMH JOKYMCHT MOCPCACTBOM CCBHUTKH BO
BCCH CBOCH MOJIHOTE.

XoT4 B MEpevHe NOCICAOBATEIBHOCTEH, NPUIAracMOM K HACTOAIICH 3a4BKE, KKAAA MOCICA0BATCILHOCTD

naeHTH(umpyercs kak "PHK" wmm K", xak 310 TpeOyercs, B ACHCTBHTEIPHOCTH 3TH ITOCICIOBATCIHHOCTH
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MOTYT OBITh MOAH(UIMPOBAHBI JEFOOOH KOMOMHAIMEH XuMIUYeCKHX Moau(ukammii. Crienuamict B JaHHOH obmacth
JIerko moiiMer, uyro Takoe oOo3HaueHme kak «PHK» mmm «JIHK» nma ommcamms MomudumupoBaHHBIX
OJIMTOHYKJICOTHIOB B HEKOTOPBIX CIy4YasxX SBJSICTCS IMPOM3BOJBHBIM. Hampumep, ONMToHYKICOTHI, COACpKaImi
HYKJICO3H, COAcp Kamuii caxapHeiii (pparmeHt 2°-OH W THMHHOBOC OCHOBaHHC, MOXKET ObITh omucaH kak JJHK,
mMmeromas  Moampunupoanesid  caxap (2°-OH smecto omworo 2°-H JHK) wmmm xak PHK, wumeromas
MOIU(PUIMPOBAHHOES OCHOBAHHE (TUMHH (METHJIMPOBaHHBIA ypaimi) BMmecto ypammna PHK). CoorsercTBEeHHO,
MOCJICI0BATEILHOCTH HYKJICHHOBBIX KHCJIOT, IPEACTABICHHBIC B JAHHOM JOKYMEHTE, BKIIOYAs, HO HE OTPAHHYHBASICh
HMH, TOCJICI0BATECILHOCTU B MEPEUHE MOCIICAOBATEIbHOCTEH, MPEAHAZHAYUCHBI U1 0XBAaTa HYKJICHHOBBIX KHCJIOT,
coacpkamux JEoOyI0 KoMOMHAnmi0 mpupoaHslx win Momupumuposanseix PHK w/mmm JIHK, BKmouas, HO HE
OTPAaHHYHBASCH UMH, TAKHE HYKJICHHOBBIC KHCIIOTHI, HMCIOIHE MOAU(DUIHPOBAHHBIC HYKJICOTHIHbIC OCHOBaHUA. B
KayecTBE JOMOJHHUTCIBHOTO TpuMepa H  O€3 OrPaHMUYCHHA  OJUMIOMEPHOE COCIUHCHHE, HMCIOMICE
MOCICA0BATCILHOCTh HYKJICOTHAHBIX OCHOBaHUH «ATCGATCG», BKIOYACT OOBIC OJHIOMCPHBIC COCIMHCHUS,
HMCIOIME  TaKyl0  IIOCICIOBATCILHOCTh  HYKJICOTHIHBIX ~ OCHOBAHHH,  MOAM(QHLIHPOBAHHBIC  HIJIH
HEMOAU(HIUPOBAHHBIC, BKIIOYAs, HO HC OIPAHUYUBAACH HMH, TAKHE COCAUMHCHU, coaeprkanme ocHoBaHus PHK,
Takue Kak coeaumHeHusd, umeromme nociaenopareJbHOCTh «KAUCGAUCG» H COSOUHCHHUS, HMCIOIIHE HEKOTOPBIC
ocHoeauusg JJHK u nekotopsie ocHoBanus PHK, Takue kak «t AUCGATCG», 1 0JTMTOMEPHBIC COCTUHCHH S, HMCEOIIIC
Jpyrue Moau(pHUHMpOBaHHBIC HYKJICOTHAHBIC OCHOBaHMA, Takue Kak «AT"CGAUCG», rae ™C o6o3Hauaer
IUTO3HHOBOE OCHOBAHHE, COACP/KAMICE MECTHIIBHYIO TPYIIITY B S-TIOJIOKCHHH.

Hexotopble COCOUHCHMA, ONMCAHHBIC B JAHHOM JOKYMEHTE (Hanpumep, MOTHU(DHIHPOBAHHBIC
OJIMTOHYKJICOTH/IBI), HMEIOT OJHH WM 60JIe€ aCHMMETPHIHBIX LIEHTPOB U, TAKUM 00pa3oM, 00pa3yroT JHAHTHOMEPHI,
JHACTEPEOMEPHI U JPYTHE CTEPEOH30MEPHbIE KOH(PUTYpALHy, KOTOPbIE MOTYT OBITh ONPENCICHBI C TOUKH 3PEHHL
a0COFOTHOM CTCPCOXUMHH KAk (R) wm (S), Kak o WiIH 5, HAampuMep, A1 aHOMEPOB caxapos, W Kak (D) wmu (L),
HaNpHUMEp, 11 AaMHHOKUCIIOT | T.4. [IpeaIoskeHHBIC B JAHHOM JOKYMEHTE COCIHHCHHS, KOTOPBIC H300Pa’KeHBI WITH
ONHCAHBI KAK MMCIOIINC OIPEACICHHBIC CTCPCOM3OMEPHBIC KOH(PHIypalWu, BKIIOYAIOT TOJBKO YKA3AHHBIC
coeauHCHUA. [IpUBEOCHHBIC B JAHHOM JOKYMCHTC COCIOWHCHHS, KOTOPBIC H300paKCHBI WJIM OIHCAHBI C
HCONPEACICHHOH CTCPEOXUMHUCH, BKIIFOUAIOT BCC TAKHE BO3MOIKHBIC H30MEPBI, BKIFOYAS X CTCPEOCIYyUAHHBIC H
ONTHYCCKH YUCTHIC (POPMBI, ecim HE yKa3aHo WHOE. [lomoOHBIM 00pa3oM, TayTOMEpHBIC (POPMBI COCAMHCHHUIT B
JAHHOM JOKYMCHTE TAKKC BKIFOUCHBI, CCIIM HE YKAa3aHO HHOC. Ecim He yKa3aHO HHOE, NMOJPa3yMEBACTCS, UTO
OTIHCAHHBIC B JAHHOM JOKYMCHTC COCHHCHHS BKIFOYAIOT COOTBETCTBYOIIME COJICBBIC (DOPMBL.

OnucanHble B JAHHOM JOKYMCHTE COCIMHCHHS BKIFOUAOT BAPHAHTHI, B KOTOPHIX OJMH WK 0OJiee aTOMOB
3aMCHCHBI HEPAIMOAKTHBHBIM H30TONOM HJIHM PAAHOAKTUBHBIM HM30TOIIOM YKA3aHHOTO 3JeMeHTa. Hampmmep,
COCAMHCHHUS B TAHHOM JOKYMEHTE, KOTOPBIC COACP)KAT aTOMBI BOJOPOAA, OXBATHIBAOT BCE BO3MO>KHBIC 3aMCIICHHUS
JEWTEPHEM JUTA KAKIOTO U3 aTOMOB BoAopoaa 'H. M30TONHEIE 3aMEHBI, OXBATHIBAEMbIE IPHBEACHHBIMA B JAHHOM
JOKYMEHTE COE/TMHEHHAMH, BKJTFOUAIOT, HO He orpannumBarorcs uvu: “H wmm *H smecto 'H, BC mwm 1 C mecto?C,
N Bmecto 1N, 70 min 180 BmecTo 10, 1 23S, 348, 35S, mmm *°S BMecTo 32S. B HEKOTOPBIX BAPHAHTAX OCY INECTBICHUS
HEPATNOAKTHBHBIC H30TOITHBIC 3aMCHBI MOTYT IPHIABATH OJHTOMECPHOMY COCIMHCHHIO HOBBIC CBOMCTBA, KOTOPBIC
TIOJIC3HBI A1 HCTIOJIb30BAHMS B KAUECTBE TEPANICBTHUCCKOTO HIIH HCCIICA0BATEILCKOTO HHCTPYMEHTA. B HEKOTOPBIX
BAPHAHTAX OCYIICCTBJICHHSA PAaAHOAKTHBHBIC H30TOITHBIC 3aMCHBI MOTYT CAEIATh COCIUHCHHE MOIXOIIHM IS
HCCIICA0BATEIBCKAUX WU JUATHOCTHYCCKUX [EJICH, TAKUX KAK CUUTHIBAHHUE H300PaKEHUSL.

MNPUMEPHI
Crenyrompe HIKE NPHMEPHl HIUIOCTPHPYIOT OIPEACICHHBIC BAPHAHTHI OCYINECTBICHHS HACTOSINCTO

PACKpBITHA U HE ABIAIOTCA OTPAHHUYIHMBAFOIIHMHA. Bonee TOro, TaMm, rac NpPCACTABICHBI KOHKPCTHBIC BAPHAHTHI
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OCYILECTBICHIS, H300PETaTeNn MPEAYCMOTPETH BO3MOKHOCTh OOINETO NMPHMEHEHHS 3THX KOHKPETHBIX BAPHAHTOB
OCyINECTBICHMI. Hanpumep, pacKpbITHE OJHTOHYKICOTHIA, HMCIOINETO KOHKPETHBIH MOTHB, OOCCIICUHBACT
Pa3yMHYE0 TOAACPKKY AOMOTHHTCIBHBIX OJIHTOHYKICOTHIOB, MMCIOIIMX TAKOW K¢ WIH TMOJOOHBIH MOTHB. U,
HAIIPUMEP, €CIM KOHKPETHAs BhICOKOA((QHHHAS MOIH(PHUKAIMA NMOABIACTCS B ONPEACICHHOM IOJOKCHHH, APYTHE
BbICOKOA(PHHHBIE MOAU(DUKALMH B TOM KE NOJOKCHUH CYHTAFOTCS TTOIXOJAIIUMHE, ECIIH HE YKA3aHO HHOE.
Hpumep 1: Bimsinne raynMep-Moau@UIAPOBAHHBIX OJHTOHYK/JIeOTHAOB S5-10-5 MOE ma PHK KCNT1
4eJI0BEKA in vitro, OMHOKPATHAS 1034

Moau(puirpoBaHHBIC OTUTOHYKICOTHABI, KOMIJIGMCHTApHBIC HykiaeuHOBOH kucimore KCNT1 wenmoseka,
TECTUPOBAIH Ha uX BiustHue Ha yposeHb PHK KCNT1 in vitro.

Mo au(puirpoBaHHBIC OJIMTOHYKJICOTH/IBI B TAOIHIE HIDKE MPEACTABIIOT c000it 5-10-5 MOE rammeps! co
CMCIIAHHBIMH MEKHYKJICO3HAHBIMH CBA3AMH. ['3mMepsl HMEHOT JMHHY 20 HYKJICO3HIOB, MPH 3TOM LECHTPAIbHBIN
I'3M-CETMCHT COCTOUT U3 ACCATH 2 -B-D-1e30KCHHYKICO3UA0B, a 3 'u 5’ KpbUIbA KaKA0C cocTosAT u3 mitu 2’ -MOE
HYKJICO3HI0B. MoTuB 171 ranMepoB (0T 5° k 37 )mpeactasiaer codoii: eeceddddddddddeceeee; rae «d» mpeacrasisaet
c000it 2°- B-D-ae30kcupubO3HbIi caxapHbIi (PparMeHT, a «e» mpeacrasiieT cobolt 2°-MOE- caxapHsiii (pparmMeHT.
MoTuB MEXKHYKICO3UTHOH CBA3H I ramMepoB (OT 5 "0 37): S0000SSSSSSSSSS00SS; IIe «S» MPEACTaBIACT COOOH
(poc(hOPOTHOATHYHO) MEKHYKJICOZHIHYIO CBSI3b, 4 «0» MPESACTABISCT CO00H (hpochoaudPUPHYIO MEHKHY KICO3HTHY FO
CBA3b. BCe OCTAaTKU IMTO3MHA MPEACTABIIAIOT COOOH 5-METUIIUTO3HHEIL.

«CrapToBpIif CalT» YyKa3blBaeT HAa HAHOOJBIMI 5’-HYKICO3HI, K KOTOPOMY MOIM(PHIMPOBAHHBIH
OJIMTOHYKJICOTHA KOMIUIEMEHTApPEH B IIOCICAOBATCIBHOCTH IeHA uelioBeka. «CTapToBBIM caliT» YKa3bIBacT Ha
HamOonmpmuii  3’°-HyKJICO3HA, K KOTOPOMY MOAHM(HUIMPOBAHHBIA OJMIOHYKJICOTHX KOMIUIEMCHTApPEH B
MOCJICIOBATCIFHOCTH TCHA UeToBeKa. Kaykaprii MOIU(PHIMPOBAHHBIH OJTHIOHY KJICOTH, TICPECHHCIICHHBINH B TAOIHIIAX
Hwke, Ha 100% xommiemenTapeH SEQ ID NO: 1 (Ne goctyma B GENBANK: NM 020822.2) wm SEQ ID NO: 2 (Ne
mocryna B GENBANK: NC 000009.12 yceuennstii ¢ Hykaeotuaos 135698001 mo 135796000). «H/J]» ykazeiBaer,
YyT0 MOAU(HIMPOBAHHBIN OTUTOHYKIeoTHA HE 100% KOMITIEMEHTApEeH 3TOH KOHKPETHOH NMOC/ICI0BATEILHOCTH ICHA.

Kymsrusupyemsie kiaetkn SH-SYSY (knerounas muaus Heiipobmactomsr) npu mioTHoctH 20 000 xieTok Ha
ayHKy oOpabaremanmun 4000 HM MOIU(UIMPOBAHHBIM OJIMTOHYKICOTHAOM METOJOM Jiekrpomopanuu. Ilocme
nepuoaa 00padoTKH MPOAODKUATCIIEHOCTHIO MPHOH3ATCIIFHO 24 Haca U3 KICTOK BeiaeiuH 00y PHK u mMepsim
yposau PHK KCNT1 ¢ momompro kommuectseHHOH OT-TILP B peansHOM BpeMenn. Habop mpaiiMepoB-30HIOB
RTS39508 amst KCNT1 uemoseka (mpsmast mocaeaosarenbHOCTh GTCAACGTGCAGACCATGT, obo3HaueHHAS B
manHoM nmokymeHTe kak SEQ ID NO: 11; obparHas mocnemosareabHocTh TCGCTCCCTCTTTTCTAGTTTG,
o0o3HauCHHAas B JaHHOM JokymeHte kak SEQ ID  NO: 12; mocmeaoBaTteIbHOCTH — 30HIA
AGCTCACCCACCCTTCCAACATG, o6o3HaucHHAS B JaHHOM AoKyMeHTE Kak SEQ ID NO: 13) ucnoas3oBamm ais
mmepeHns yposHeir PHK, npeactaBneHHBIX B Tabmumax 1-6, a Habop mpaiimepos-30H10B RTS39496 s KCNT1
yenoseka (mpsvag nocieaoBaTeIbHOCTE CAGGTGGAGTTCTACGTCAA, 0603HauCHHAS B JAHHOM TOKYMCHTC KaK
SEQ ID NO: 14; o6patnas mocneaoarenbHOCTh GAGAAGTTGAACAGCCGGAT, o0o3HaucHHAS B JaHHOM
mokymente kak SEQ ID NO: 15; mocnemosatenbHOCTh 30HAA TGATGAAGAACAGCTTGAGCCGCT,
oOo3HauyeHHass B JaHHOM aokyMmMeHTe kak SEQ ID NO 16) mcmoms3oBamm ans m3Mmepenmst yposeii PHK,
nmpeacTaBiacHHBIX B Tabmmmax 7-38.  Yposum PHK KCNT1 mopmammsoBamm k obmemy coaepkanmo PHK,
mmepeHHoMy ¢ moMonipl0 RIBOGREEN®. Crmxenne PHK KCNT1 npencrasiacHo B Tabmumax 1-6 HIDKS B BHAC
mpoucHTos yposHei PHK KCNT1 mo otHomeHnio k HeoOpadoTanubeM KOHTpoasHBIM (UTC) knetkam. B xaxmoi
TabNHIE MPEACTABICHB! PE3YIbTATHI, MOJYYCHHbBIC HA OTACIBHOM aHANMHTHYCCKOM IuaHmere. <HO» o3Hauaer, uto

% UTC =e ompeneneH IS 3TOT0 KOHKPSTHOTO MOAH(DHIIMPOBAHHOTO OJIMTOHYKICOTHAA B 3TOM KOHKPCTHOM
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IKCTICPHMCHTE

Hu3-3a

OIIHOKH

JKCTIICPUMCHTA.

OnHako AaKTHBHOCTH BBIOPAHHBIX  MOAU(DHUIMPOBAHHBIX

ONMTOHYKICOTHIOB, BKIOYAA TC, KOTOPBIC HEe ompeacicHbl B [lpuvepe 1, yCmemHO NpOACMOHCTPHPOBAHBI B

ITpmvepe 2.

Ta6mmma 1. Camxenne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE rammepoB co CMEIIAHHOH OCHOBOH,

H3MCPCHHOE C MOMOMIBI0 HAadopa mpaiimepoB-30Ha10B RTS39508 mmt uenoseueckoro KCNT1

SEQ ID SrQ SEQ ID SEQ
Homep NO: 1 1D NO: 2 1D KCNT1 | SEQ
cocxmmenns | Crapr NO: 1 Crapr NO: 2 | HocaexoratesbHOCTH (0T S'K 3') | (%0 ID
. Cron . Cron UTC) NO
caiir caiir caiir cair
1080685 17 36 4201 4220 AGTGGGAGCCGCCACCTTCT | 107 21
1080691 50 69 4234 4253 CTGGCAGCTCGGACCCGACC | 114 22
1080697 123 142 4307 4326 GTGTAGCCCCCGCCGCGCGC | 83 23
1080703 194 213 16586 16605 | GGAGCGCGCCGTCCCCCGCG | 43 24
1080709 226 245 16618 16637 | CAGGTCGCTCATCTTGAAGC | 40 25
1080715 329 348 52098 52117 | CGTAGAACTCCACCTGGACC | 25 26
1080721 458 477 52991 53010 | GGACGCGCACAATGTAGAGC | 28 27
1080727 590 609 57145 57164 | TCGCCCACAGTGTCATCTTT | 33 28
1080733 613 632 58871 58890 | TATTATGGCCACGATGACCT | 64 29
1080739 709 728 59190 59209 | GTTGATCATCTCCAGGACGA | 57 30
1080745 953 972 61703 61722 | ACAGGTTCTCGCCCGCCCGC | 78 31
1080751 1069 1088 61819 61838 | GGCCACGCAGATCATGATGA | 54 32
1080757 1125 1144 67046 67065 | TGCCGCTCCATCCAGAGGTA | 37 33
1080763 1229 1248 67150 67169 | CGTTCAGGAAGTCCATGAGA | 36 34
1080768 1498 1517 70851 70870 | GAAGTCCTTCACGGCCCAGG | 34 35
1080774 1852 1871 72865 72884 | CTTCAGCCCGATGAGGCACA | 54 36
1080780 1956 1975 72969 72988 | GCCGAGTTCTCCTCCTTGGT | 34 37
1080786 2197 2216 74829 74848 | CAGGACGGGCGCGATGCTGG | 57 38
1080792 2262 2281 74894 74913 | ACCTCATCCTCCGACTGGTC | 58 39
1080798 2460 2479 79374 79393 | AGCTTGTTCTTGAACCCGTA | 61 40
1080804 2478 2497 79392 79411 | TCTGCCGAGACGATGATCAG | 39 41
1080810 2503 2522 79417 79436 | GTTGTACAGCCCATTGCCGG | 66 42
1080816 2530 2549 79444 79463 | GTAGTAGGCCCGCAGTGGCA | 42 43
1080822 2971 2990 86079 86098 | GATGCTGAAGACGCGGCCGG | 50 44
1080828 3078 3097 86595 86614 | CAGAGGTACCCCGAGCCCGG | 50 45
1080834 3387 3406 88332 88351 | TGCAGGCTCTTGCGCCGTAG | 53 46
1080840 3462 3481 88407 88426 | TGCTGGCTGATCCACTCCGC | 44 47
1080846 3525 3544 88470 88489 | ATGCGGTTCTTCACCAGCTC | 14 48
1080852 3842 3861 94221 94240 | CCACCGTGTCCTCACACGCT | 23 49
1080858 3875 3894 94254 94273 | GTAGAGTGTGCCATCCCCAG | 23 50
1080864 4046 4065 94425 94444 | AGCCCTGGTCACGAGTTGCG | 61 51
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1080870 4478 4497 94857 94876 | TGCCCCCTAGATGCAGTGGC | 44 52
1080876 4493 4512 94872 94891 | CCATCTTCCGCCCAATGCCC | 35 53
1080882 4502 4521 94381 94900 | GGAAATGCACCATCITCCGC | 27 54
1080888 4698 4717 95077 95096 | CCGTACAAACCAGTAAGGAA | 23 55
1080894 4705 4724 95084 95103 | GCGCTGACCGTACAAACCAG | 16 56
1080900 H/IIT H/I 90128 90147 | GGTTTACCCGATTCATGACA | 26 57
1080906 H/IT H/TI 3591 3610 ACACAGCACCTTTAGACGGG | 153 58
1080912 H/IT H/I 6781 6800 ACTGCTCCCTAATATGGGCC | 88 59
8833 8852
1080918 H/IT H/I AAATGACCAACTCACTGGCG | 77 60
37277 37296
1080924 H/IIT H/TI 14472 14491 | CCTGGCATAGCCAGACACGG | 92 61
1080930 H/IIT H/I 17507 17526 | TGCCGTACCCTACACGCTGG | 30 62
1080936 H/IIT H/TI 18221 18240 | ACTTCCTGCCCAATATCGGA | 58 63
1080942 H/IIT H/I 20077 20096 | GGAGGGTCCTCCAAGCGGCT | 38 64
1080948 H/II H/II 23023 23042 | TTCACGGCCCCTAAACCACC | 74 65
1080954 H/II H/II 24946 24965 | GGAGGATTTCCCACGACATC | 47 66
1080960 H/II H/I 27095 27114 | GGCCATTGAGCCACCAAGGG | 30 67
1080966 H/II H/II 29977 29996 | CATTTTAACCCTCTTTGCCG 90 68
1080972 H/II H/II 30914 30933 | TCAATCCCGAACACCATGTC | 61 69
1080978 H/II H/II 32653 32672 | GGTCCGAAATCCCAAGCCTG | 23 70
1080984 H/II H/II 34972 34991 | GTGCCGGAATCCTCACCCTT | 51 71
1080990 H/I H/TI 38017 38036 | ACCGGGCACAGATCCCACCT | 53 72
1080996 H/I H/TI 40434 40453 | TCCGTGAGATCCACACTCCA | 24 73
1081002 H/I H/TI 45589 45608 | GGCTTCTATCTCACACCCGT | 34 74
1081008 H/I H/TI 47517 47536 | CCGTCTGCTCAAACCATCAG | 60 75
1081014 H/I H/TI 49388 49407 | GGCGGTACCCAGGGACCACC | 58 76
1081020 H/II H/TI 52241 52260 | CCAGCCTTCGCCATCGCCAG | 33 77
56009 56028
1081026 H/II H/II GCGCCTGGCTATTGGGAGCT | 25 78
56073 56092
60111 60130
1081032 H/II H/I 60153 60172 | ACCTGTGTCTCGGCTGAGGC | 26 79
60245 60264
60194 60213
1081038 H/IIT H/II CGTCTCGGCTGAGGCCCACG | 36 80
60286 60305
1081044 H/IT H/II 64878 64897 | CACCATGGCCATACCCATCG | 61 81
1081050 H/IIT H/TI 66061 66080 | GCATTGCACTTATCCAGCGC | 27 82
67948 67967
1081056 H/IT H/II GTCCACCCCAGACGATCCAC | 29 83
68544 68563
67979 67998
1081062 H/IT H/I ATGGTCCATCCCAGAAGGTC | 34 84
68118 68137
1081068 H/IT H/TI 68507 68526 | AGAGGGTCCACCATGGATGG | 50 85
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68563 68582

68517 68536
1081074 H/IIT H/I GGTCCACCCAAGAGGGTCCA | 34 86
68573 68592

69967 69986
1081080 H/IIT H/TI TGTGCAGGCTGACAGCGGQGT | 13 87
70025 70044

71040 71059
1081086 H/IIT H/I TCCTGCCCCAGACGCACCGT | 33 88
71080 71099

71173 71192

1081092 H/II H/II GTGTGCACACGCGCCCTGCC | 18 89
71293 71312
1081098 H/IIT H/I 72815 72834 | TCAGGTACCGCCGCTCACCC | 89 90
1081104 H/IIT H/II 75842 75861 | GGGCTCTTACCCACATACTIT | 25 91
1081110 H/IIT H/II 77408 77427 | CGCCAGCCTTACCTTGTCCA | 156 92
1081116 H/IIT H/TI 79137 79156 | AGCTGTACCCACAGGCGGCA | 69 93
1081122 H/IIT H/IT 82606 82625 | CCGAGCATCCCCCTACGCCT | 53 94
1081128 H/II H/II 84928 84947 | GTTCGCCCTTACTCATCAGT | 63 95
1081134 H/II H/II 86431 86450 | CACAGGTCCATACCCCACCG | 51 96
1081140 H/II H/II1 91100 91119 | TCCGAGCACCACAGTGCCCG | 76 97
1081146 H/II H/II 92063 92082 | TGCCCGGACCACACGCTTCT | 48 98

Ta6mmma 2. Camxenne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE r3mvmepoB CO CMCIIAHHOW OCHOBOH,

H3MEPEHHOE ¢ IIOMOIIBI0 Habopa mpaiiMepo-30H10B RTS39508 mrt yenoseueckoro KCNT1

SEQ SEQ
SEQ ID SEQ ID

ID ID KCNT1 | SEQ
Homep NO: 1 NO: 2

NO: 1 NO: 2 | IIocexoaresbHOCTH (0T S'K 3') | (% ID
coequnenns | Crapr Crapr

. Cron . Cron UTC) NO
caiir caiit

caiit caiir
1080686 19 38 4203 4222 CGAGTGGGAGCCGCCACCTT | 113 99
1080692 77 96 4261 4280 GCGCCCCGTCAGGGAGTGGC | 84 100
1080698 125 144 4309 4328 TGGTGTAGCCCCCGCCGCGC | 59 101
1080704 199 218 16591 16610 | GTCCAGGAGCGCGCCGTCCC | 30 102
1080710 234 253 16626 16645 | TCGGAGTCCAGGTCGCTCAT | 31 103
1080716 357 376 52126 52145 | AGCCGCTCCTTGAAGGTGTT | 36 104
1080722 464 483 52997 53016 | CGAGCAGGACGCGCACAATG | 21 105
1080728 591 610 57146 57165 | ATCGCCCACAGTGTCATCTT | 32 106
1080734 686 705 59167 59186 | ACACGCGGAAGATCTGCTCC | 41 107
1080740 760 779 59308 59327 | GAACAGGTTCCGCAGCGGCG | 20 108
1080746 955 974 61705 61724 | GGACAGGTTCTCGCCCGCCC | 53 109
1080752 1075 1094 61825 61844 | CACGAGGGCCACGCAGATCA | 83 110
1080758 1147 1166 67068 67087 | GCTGTAGTTGCCCCCTGACT | 48 111
1080764 1299 1318 67648 67667 | TGGACATCCATCTCCGTGGG | 28 112
1080769 1502 1521 70855 70874 | GGGCGAAGTCCTTCACGGCC | 26 113
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1080775 1854 1873 72867 72886 | CGCTTCAGCCCGATGAGGCA |52 114
1080781 1957 1976 72970 72989 | GGCCGAGTTCTCCTCCTTGG | 28 115
1080787 2207 2226 74839 74858 | CGGCCAGTTCCAGGACGGGC | 55 116
1080793 2266 2285 74898 74917 | CGTCACCTCATCCTCCGACT | 43 117
1080799 2473 2492 79387 79406 | CGAGACGATGATCAGCTTGT | 39 118
1080805 2479 2498 79393 79412 | CTCTGCCGAGACGATGATCA | 40 119
1080811 2504 2523 79418 79437 | AGTTGTACAGCCCATTGCCG | 42 120
1080817 2542 2561 79456 79475 | CTTGCGGGATCTGTAGTAGG | 60 121
1080823 3016 3035 86533 86552 | GTAGTCCTTCACGAAGGACT | 72 122
1080829 3079 3098 86596 86615 | ACAGAGGTACCCCGAGCCCG | 43 123
1080835 3411 3430 88356 88375 | TTGCGGCTCAGCCTCCGGGC | 32 124
1080841 3463 3482 88408 88427 | CTGCTGGCTGATCCACTCCG | 42 125
1080847 3526 3545 88471 88490 [ CATGCGGTTCTTCACCAGCT | 18 126
1080853 3847 3866 94226 94245 | TAGTGCCACCGTGTCCTCAC | 26 127
1080859 3877 3896 94256 94275 | GAGTAGAGTGTGCCATCCCC | 15 128
1080865 4369 4388 94748 94767 | GACGCACCCCTCTCACATGC |21 129
1080871 4480 4499 94859 94878 | AATGCCCCCTAGATGCAGTG | 28 130
1080877 4495 4514 94874 94893 | CACCATCTTCCGCCCAATGC | 24 131
1080883 4583 4602 94962 94981 | CCGGAGGCTGAATTGTGCTT | 27 132
1080889 4699 4718 95078 95097 | ACCGTACAAACCAGTAAGGA | 15 133
1080895 H/II HII 90121 90140 | CCGATTCATGACATCACTGG | 20 134
1080901 H/I H/II 90129 90148 [ AGGTTTACCCGATTCATGAC | 28 135
1080907 H/I H/II 4599 4618 CCCAGCTTCTTACCAGGTCG | 121 136
1080913 H/I H/II 7382 7401 GGGTACACGATACCCGTTCA | 56 137
1080919 H/I H/II 9148 9167 GCACCGGGCCTTATCTGATC | 135 138
1080925 H/I H/II 14834 14853 | GCACACGGCCATAAGCAGGT | 86 139
1080931 H/II H/II 17508 17527 | CTGCCGTACCCTACACGCTG | 37 140
1080937 H/II H/II 18644 18663 | GCACAGCACGCCAAGACCGC | 29 141
1080943 H/II H/II 20549 20568 | CGGCACTTCCACCTTACCCA |27 142
1080949 H/II H/II 23033 23052 | TCCTCGAACCTTCACGGCCC | 42 143
1080955 H/II H/II 25141 25160 | TCGGAGAGCCACGCCCGTCA | 43 144
1080961 H/II H/II 27253 27272 | ACAGGAATCTTTCGAAGGCC | 43 145
1080967 H/II H/II 30331 30350 [ CCCTCCAAACAATTATGCGA | 67 146
1080973 H/IT H/II 30919 30938 [ ACAGTTCAATCCCGAACACC | 47 147
1080979 H/IT H/II 33660 33679 | CTAGGACTATTATACCCAGC | 31 148
1080985 H/IIT H/IT 36054 36073 | TCGCTTTGCCTACCGCGAGC | 88 149
1080991 H/IT H/IT 38455 38474 | CCGGCTCAAACCACCGCCAG | 46 150
1080997 H/IT H/II 42272 42291 | CGGCAGGTTCCCACACGCAA | 30 151
1081003 H/IT H/IT 45594 45613 | GGCACGGCTTCTATCTCACA | 41 152
1081009 H/IIT H/IT 48647 48666 | CCCTTTACCTCCCCGTGGAC | 59 153
1081015 H/IT H/IT 49818 49837 | GCTTGTCACCCCACCGGGCA | 50 154
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1081021 H/IT H/IT 52720 52739 | GCCCCACCTTACAGGTGCCT | 39 155
H/IT H/IIT 56052 56071
1081027 GAGTGGAGACTCATCCCACC | 33 156
H/I1 H/IT 56116 56135

60112 60131

1081033 H/IIT H/IT 60154 60173 | CACCTGTGTCTCGGCTGAGG | 44 157
60246 60265

1081039 H/IT H/IIT 60978 60997 | AGTGGTGACCAGGCCTCGCT | 27 158

1081045 H/IT H/IIT 65270 65289 | GCCCACCCTTACCATCGCCA |35 159

1081051 H/IIT H/IIT 66638 66657 | GTCAGGAGCCTATGTCTGGG | 29 160
67950 67969

1081057 H/IIT H/IIT TGGTCCACCCCAGACGATCC | 23 161

68546 68565
68042 68061
1081063 H/IIT H/IIT CACCCTGGATGGTCCACCCT | 37 162
68363 68382

68508 68527

1081069 H/II H/II AAGAGGGTCCACCATGGATG | 43 163
68564 68583

1081075 HII H/II 68538 68557 | CCCAGACGATCCACCCCAGA | 64 164

1081081 HII H/TI 70254 70273 | CACCGGTATCCCAGTGCCCC | 58 165
71072 71091

1081087 HII H/MI CAGACGCACCGTCACCCACG | 29 166

71152 71171
71174 71193

1081093 H/II H/II CGTGTGCACACGCGCCCTGC | 21 167
71294 71313
1081099 H/I H/II 72851 72870 | GGCACACGCCATACCTGGGC | 43 168
1081105 H/I H/II 75990 76009 | CCCCCATGCCCTACTCGGTC | 49 169
1081111 H/I H/II 77628 77647 | GGTGCCTCTAACATAGACAC | 49 170
1081117 H/I H/II 79139 79158 | ACAGCTGTACCCACAGGCGG | 52 171
1081123 H/I H/II 83317 83336 | CGTCTCTGTATATGCCTGGC | 50 172
1081129 H/II H/II 84931 84950 [ CGGGTTCGCCCTTACTCATC | 42 173
1081135 H/II H/II 87153 87172 | GCTGCCCGTATTCTTCCTGA 18 174
1081141 H/II H/II 91137 91156 | CGCAGGCATCCCACTCATGA | 89 175
1081147 H/II H/II 93676 93695 | TCCGGCCTTCCTGACCATTC 23 176

Ta6mmma 3. Crmxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ramvepoB cO CMEIIAHHONW OCHOBOH,

H3MCPCHHOC ¢ MOMOMIBI0 HAabopa mpaiimepoB-30Ha0B RTS39508 mmt uenoseueckoro KCNT1

SEQ SEQ
SEQ ID SEQ ID
ID ID KCNT1 | SEQ
Homep NO: 1 NO: 2
NO: 1 NO: 2 | HocaexoraresHOCTH (0T S' K 3") | (% ID
coequnenns | Crapr Crapr
. Cron . Cron UTO) NO
caiir caiit
caiir caiir
854697 1354 1373 67703 67722 | CTGGAGGTAGATGACCCGCT | 48 177
1080687 41 60 4225 4244 CGGACCCGACCCGAGGGAGA | 65 178
1080693 79 98 4263 4282 CCGCGCCCCGTCAGGGAGTG | 68 179
1080699 127 146 4311 4330 GTTGGTGTAGCCCCCGCCGC | 85 180
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1080705 208 227 16600 16619 | GCCGGCGGTGTCCAGGAGCG | 36 181
1080711 237 256 16629 16648 | ACCTCGGAGTCCAGGTCGCT | 43 182
1080717 358 377 52127 52146 | GAGCCGCTCCTTGAAGGTGT | 36 183
1080723 517 536 55945 55964 | GGAGTAGTTCTGCTTTGGGC | ND 184
1080729 594 613 57149 57168 | TGGATCGCCCACAGTGTCAT | 41 185
1080735 692 711 59173 59192 | CGAAGGACACGCGGAAGATC | 34 186
1080741 761 780 59309 59328 | TGAACAGGTTCCGCAGCGGC | 12 187
1080747 1012 1031 61762 61781 | GTCACCGTAGCCCACGGTGG | 59 188
1080753 1105 1124 67026 67045 | GACGAGCTCCTCGAACTGCA | 23 189
1080759 1174 1193 67095 67114 | GTGCTTCTCCGTCTGCGCAC | 43 190
1080770 1710 1729 72314 72333 | ATGCGCTGCCACTGCTCCGG | 44 191
1080776 1855 1874 72868 72887 | CCGCTTCAGCCCGATGAGGC | 40 192
1080782 2163 2182 74795 74814 | GAGCCGTTCTCCGTGGGCAG | 73 193
1080788 2208 2227 74840 74859 | TCGGCCAGTTCCAGGACGGG | 60 194
1080794 2318 2337 77310 77329 | GAGGGTAGCCCTTCACATAC | 24 195
1080800 2474 2493 79388 79407 | CCGAGACGATGATCAGCTTG | 30 196
1080806 2484 2503 79398 79417 | GCCGTCTCTGCCGAGACGAT | ND 197
1080812 2505 2524 79419 79438 | AAGTTGTACAGCCCATTGCC | 50 198
1080818 2550 2569 79464 79483 | TTCAGCTCCTTGCGGGATCT 22 199
1080824 3017 3036 86534 86553 | TGTAGTCCTTCACGAAGGAC | 56 200
1080830 3107 3126 86766 86785 | ACAGGTCGCCCTCGGTGATT | 48 201
1080836 3433 3452 88378 88397 | CCGGCCTGCCTGCTTGGGCG | 45 202
1080842 3484 3503 88429 88448 | GCGCCGGTACAGGCTGAGGC | 41 203
1080848 3536 3555 88481 88500 | CCAGGTGCTTCATGCGGTTC | 30 204
1080854 3850 3869 94229 94248 | CGCTAGTGCCACCGTGTCCT | 22 205
1080860 3933 3952 94312 94331 [ GGCCCTCCCCCCGCATGAGG | 28 206
1080866 4370 4389 94749 94768 | GGACGCACCCCTCTCACATG | 31 207
1080872 4484 4503 94363 94882 | GCCCAATGCCCCCTAGATGC | 27 208
1080878 4496 4515 94875 94894 | GCACCATCTTCCGCCCAATG | 22 209
1080884 4631 4650 95010 95029 | CGGGATCTCGCCTTGCTGAG | 37 210
1080890 4700 4719 95079 95098 | GACCGTACAAACCAGTAAGG | 16 211
1080896 H/II H/II 90124 90143 | TACCCGATTCATGACATCAC | 19 212
1080902 H/II H/II 90130 90149 | CAGGTTTACCCGATTCATGA | 21 213
1080908 H/IT H/II 5393 5412 CCCTTAAAGACCATCCGCCC | 41 214
1080914 H/IT H/II 7489 7508 CTGGCGGGCCCCACACATCC | 63 215
1080920 H/IIT H/IT 11384 11403 [ ATGGATTTTCATCACGGCCT | 72 216
1080926 H/IT H/IT 16248 16267 | GCGCACCACTCCTCCCTGAT | 88 217
1080932 H/IT H/II 17509 17528 | CCTGCCGTACCCTACACGCT | 38 218
1080938 H/IT H/IT 18670 18689 | CGGCACACAACCCATGTGCC | 93 219
1080944 H/IIT H/IT 20551 20570 | AGCGGCACTTCCACCTTACC | ND 220
1080950 H/IT H/IT 23042 23061 | CCCGACTCCTCCTCGAACCT | 48 221
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1080956 H/IT H/IT 25372 25391 | GTGGCATTCCATGTTGACCC | 38 222
1080962 H/IT H/IIT 27294 27313 | ACCGTGTTTCTACATAAGCC | ND 223
1080968 H/IIT H/IT 30452 30471 | GCTGTTACATCCGCAGTGAG | 36 224
1080974 H/IT H/IT 31098 31117 | CCGTGTATACCTGTCTCCCC 59 225
1080980 H/IIT H/IT 34408 34427 | ACAACAAGATCCAGGCACCG | 41 226
1080986 H/IIT H/IIT 36386 36405 | GGAAGGACAATACCTTCGGC | 29 227
1080992 H/IT H/IIT 38458 38477 | TGCCCGGCTCAAACCACCGC | 23 228
1080998 H/IT H/IIT 42854 42873 | CGCAGCATCCAAACCCACGG | 39 229
1081004 H/IIT H/IIT 45699 45718 | CGGCACACACTATAGCCTCG | 36 230
1081010 H/IIT H/IIT 48773 48792 | TCCGCCCTGACCATCGCCCC | 38 231
1081016 H/IIT H/IIT 50478 50497 | GGCTCCTATCAATCGAATCT | ND 232
1081022 H/IIT H/IIT 53235 53254 | GGACCCTTCTCCCTACGCTG | 34 233
57238 57257
1081028 H/IIT H/II TGGGTTCCCTACTTACTGAG | 23 234
58128 58147
60113 60132
1081034 H/II H/II 60155 60174 | ACACCTGTGTCTCGGCTGAG | 48 235
60247 60266
1081040 H/II H/II 61142 61161 | GCCAGGTCCCAGATGCTATC | 23 236
1081046 H/II H/II 65273 65292 | GCAGCCCACCCTTACCATCG | 45 237
1081052 H/II HII 66668 66687 | CCGGTCTTCCAGGCACTCGC | 19 238
67951 67970
1081058 H/I H/II ATGGTCCACCCCAGACGATC | 24 239
68547 68566
1081064 H/I H/II 68062 68081 | ATGGTCCACCCCAGATGGTC | ND 240
68509 68528
1081070 H/I H/II CAAGAGGGTCCACCATGGAT | 86 241
68565 68584
1081076 H/I H/II 68649 68668 | CCGGACAGTCTACCCCAGAC |22 242
1081082 H/II H/II 70255 70274 | CCACCGGTATCCCAGTGCCC | 42 243
71073 71092
1081088 H/II HII CCAGACGCACCGTCACCCAC | 48 244
71153 71172
1081094 H/II H/II 71350 71369 | ACACAGCTCGCCTAACTGCG | 99 245
1081100 H/II H/II 74164 74183 | GGGCAGAGTGCCTACTGCGC | 23 246
1081106 H/II H/II 76774 76793 | CCTCGGCATAACACATGGCC | 82 247
1081112 H/II H/II 77773 77792 | GATCAGACACCCATGCCGGG | 37 248
1081118 H/IT H/II 80495 80514 | TCGGCCGGCCACGCCTTACT | 30 249
1081124 H/IT H/II 834304 84323 | GACTCCTCTCACACACCGGG | 53 250
1081130 H/IIT H/IT 84933 84952 | TCCGGGTTCGCCCITACTCA |73 251
1081136 H/IT H/IT 87371 87390 | GTGAAGCTGCGATGTTCTGG | 22 252
1081142 H/IT H/II 91673 91692 | ACCCGCTTCCTAACCCTGCA | 38 253
1081148 H/IT H/IT 95466 95485 | GAGTTCTGTGCCACTGCGGG | 9 254

Ta6mmma 4. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ramvepoB co CMEIIAHHONW OCHOBOH,

H3MCPCHHOC ¢ MOMOMIBI0 HAadopa mpaiimepoB-30Ha10B RTS39508 mmt uenoseueckoro KCNT1
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SEQ ID SEQ SEQID SEQ

Homep NO: 1 D NO: 2 1D KCNTL | 5EQ
cocnmmenms | Crapr NO: 1 Crapr NO: 2 | Hocaenorareasnoctsh (0T S'k 3") | (% ID

. Cron . Cron UTO) NO

caiir cair caiir cair

1080688 42 61 4226 4245 TCGGACCCGACCCGAGGGAG | 125 255
1080694 80 99 4264 4283 TCCGCGCCCCGTCAGGGAGT | 56 256
1080700 143 162 4327 4346 CAAACTCGAAGGTCCGGTTG | 93 257
1080706 222 241 16614 16633 | TCGCTCATCTTGAAGCCGGC | 19 258
1080712 238 257 16630 16649 | CACCTCGGAGTCCAGGTCGC | 42 259
1080718 365 384 52134 52153 | ACAGCTTGAGCCGCTCCTTG | 38 260
1080724 531 550 55959 55978 | GACGAGTCATTGAAGGAGTA | 40 261
1080730 595 614 57150 57169 | CTGGATCGCCCACAGTGTCA | 27 262
1080736 698 717 59179 59198 | CCAGGACGAAGGACACGCGG | 47 263
1080742 910 929 60490 60509 | CCCCGTGAAAACGAGGCACA | 46 264
1080748 1036 1055 61786 61805 | CGATGGCCAGATCTTGGGCG | 43 265
1080754 1106 1125 67027 67046 | AGACGAGCTCCTCGAACTGC | 46 266
1080760 1175 1194 67096 67115 | CGTGCTTCTCCGTCTGCGCA | 27 267
1080765 1491 1510 70844 70863 | TTCACGGCCCAGGCGCGCAG | 71 268
1080771 1764 1783 72368 72387 | TTGCTGTCACCCATGCGGAT | 39 269
1080777 1888 1907 72901 72920 | CCCCGGGTTCAGCAGGATGC | 48 270
1080783 2164 2183 74796 74815 | CGAGCCGTTCTCCGTGGGCA | 30 271
1080789 2210 2229 74842 74861 | TGTCGGCCAGTTCCAGGACG | 85 272
1080795 2319 2338 77311 77330 | GGAGGGTAGCCCTTCACATA | 28 273
1080801 2475 2494 79389 79408 | GCCGAGACGATGATCAGCTT | 36 274
1080807 2486 2505 79400 79419 | CGGCCGTCTCTGCCGAGACG | 44 275
1080813 2512 2531 79426 79445 | CACGATGAAGTTGTACAGCC | 28 276
1080819 2689 2708 80708 80727 | GTCCGCATAGATGATGCCAC | 15 277
1080825 3018 3037 86535 86554 | ATGTAGTCCTTCACGAAGGA | 38 278
1080831 3114 3133 86773 86792 | CGGATCCACAGGTCGCCCTC |25 279
1080837 3458 3477 88403 88422 | GGCTGATCCACTCCGCGGCC | 53 280
1080843 3522 3541 88467 88486 | CGGTTCTTCACCAGCTCGGA | 45 281
1080849 3663 3682 94042 94061 | GGGTCGGAGCGGATGAGATA | 29 282
1080855 3854 3873 94233 94252 | GTCACGCTAGTGCCACCGTG | 22 283
1080861 3934 3953 94313 94332 | TGGCCCTCCCCCCGCATGAG | 43 284
1080867 4371 4390 94750 94769 | GGGACGCACCCCTCTCACAT | 32 285
1080873 4486 4505 94865 94884 | CCGCCCAATGCCCCCTAGAT | 53 286
1080879 4497 4516 94876 94895 | TGCACCATCTTCCGCCCAAT | 34 287
1080885 4632 4651 95011 95030 | CCGGGATCTCGCCTTGCTGA | 46 288
1080891 4702 4721 95081 95100 | CTGACCGTACAAACCAGTAA | 25 289
1080897 H/IT H/IIT 90125 90144 | TTACCCGATTCATGACATCA | 38 290
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1080903 H/MT 90131 90150 | CCAGGTTTACCCGATTCATG | 26 291
1080909 H/I 6181 6200 GGTTCTGACCACGCTGTTGC | 79 292
1080915 H/IT 7601 7620 AAGATGCCCATTTAACCGGG | 84 293
1080921 H/II 11439 11458 | AACTTGGAACCTCTACCTGG | 71 294
1080927 H/I 16963 16982 | CCTCCGCGCCCCAAGTCGGG | 33 295
1080933 H/I 17641 17660 | CCTGACCATTTTCAACCTCG 33 296
1080939 H/I 19044 19063 | TGTCCTATAGACACCAACAC |61 297
1080945 H/IT 21696 21715 | ACGAAGCTTCCTCTTGCCTG | 51 298
1080951 H/I 24071 24090 | GACACCGTTCACATGTGATG | 30 299
1080957 H/I 25510 25529 | CCTTCGGGAGCCACACGCTC | 6l 300
1080963 H/I 28340 28359 | GGGTACGGCCTCATCCAGGT | 45 301
1080969 H/I 30456 30475 | GGTGGCTGTTACATCCGCAG | 38 302
1080975 H/I 31586 31605 | GTAACGAACCACCACCAGCC | 68 303
1080981 H/I 34524 34543 | AGCCCACACGCCATACAGTT | 74 304
1080987 H/II 36895 36914 | CTGCAGGGCCCTTCACCGCG | 45 305
1080993 H/IIT 38783 38802 | CCCGCGCGCCCCTACCTCTG | 39 306
1080999 H/II 43235 43254 | CCCGATATAGCCCTAGCTGA | 55 307
1081005 H/II 46620 46639 | GCCCCGTCCCTACACGGCTG | 55 308
1081011 H/II 48803 48822 | GGCCACTCCTCCTAGGCGGG | 47 309
1081017 H/II 50894 50913 | AGTCGGCTGCCTTAGCCCTC | 38 310
1081023 H/IIT 55659 55678 | AGGGTACATCCCACATCTGC | 17 311
1081029 H/MI 58506 58525 | ACCTGGTTTTCCCCCACGGA | 48 312
60114 60133
1081035 H/MI 60156 60175 | CACACCTGTGTCTCGGCTGA | 45 313
60248 60267
1081041 H/MI 61207 61226 | CGGCACAGCCAGACAAGCGC | 43 314
1081047 H/MI 65470 65489 | CGGAGGATACATATCTGCTG | 33 315
67263 67282
1081053 H/M GGGACTTGCCAAGCAGTCCT | 72 316
67384 67403
67955 67974
1081059 H/MI CTGAATGGTCCACCCCAGAC | 52 317
68094 68113
68143 68162
1081065 H/MI ATCCACCCTGGATGGTCCAC | 34 318
68366 68385
68513 68532
1081071 H/MI CACCCAAGAGGGTCCACCAT | 85 319
68569 68588
1081077 H/MI 68940 68959 | GGAACTCTACCTTCAGCCCG | 55 320
1081083 H/MI 70954 70973 | CAGATACACCATCACCCACG | 87 321
71076 71095
1081089 H/IT GCCCCAGACGCACCGTCACC | 26 322
71156 71175
1081095 H/MI 71738 71757 | GGTGGACCTTCCATCGCTCC | 30 323
1081101 H/MI 74408 74427 | GGTTGGCTGATTCTGGGCTC | 38 324
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1081107 H/TI H/MT 76923 76942 | GGACTTAGCCCCATCAGGGC | 19 325
1081113 H/II H/I 78059 78078 | GTGACCTGACAATTGACCCC | 67 326
1081119 H/II H/IT 81776 81795 | GACCAACTGACCATGCCAGG | 53 327
1081125 H/II H/II 84520 84539 | CGGATGAGCCCTTCCTGAGC | 60 328
1081131 H/II H/I 85101 85120 | GGGTCATTCTTCAGCGGAGG | 50 329
1081137 H/TI H/I 88514 88533 | GTGTGCCCTITACCGTAGCCG | 34 330
1081143 H/TI H/I 91674 91693 | AACCCGCTTCCTAACCCTGC | 76 331
1081149 H/IIT H/IT 96183 96202 | TGCGACTCCCCCATGGTGCC | 72 332

Ta6mmma 5. Camwkenne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranmmepoB co CMEIIAHHOH OCHOBOH,

H3MEPECHHOE C MOMOIMIBI0 Habopa mpaiimepoB-30H10B RTS39508 mma uenoseueckoro KCNT1

SEQ ID SEQ SEQID SrQ

Homep NO: 1 1D NO: 2 1D KENTL | SEQ
cocnmmenns | Crapr NO: 1 Crapr NO: 2 | HocaenoBareibHOCTH (0T S'K 3") | (% 1D

. Cron . Cron UTC) NO

caiir . caiir .
caiir caiir

1080689 45 64 4229 4248 AGCTCGGACCCGACCCGAGG | 97 333
1080695 81 100 4265 4284 GTCCGCGCCCCGTCAGGGAG | 76 334
1080701 146 165 4330 4349 CGTCAAACTCGAAGGTCCGG | 102 335
1080707 223 242 16615 16634 | GTCGCTCATCTTGAAGCCGG | 25 336
1080713 327 346 52096 52115 | TAGAACTCCACCTGGACCCT | 36 337
1080719 417 436 52950 52969 | GAGAAGTTGAACAGCCGGAT | 48 338
1080725 535 554 55963 55982 | GGAGGACGAGTCATTGAAGG | 45 339
1080731 597 616 57152 57171 | ACCTGGATCGCCCACAGTGT | 31 340
1080737 706 725 59187 59206 | GATCATCTCCAGGACGAAGG | 43 341
1080743 928 947 61678 61697 | GTGCTGGATGCCGCAGGTCC | 33 342
1080749 1066 1085 61816 61835 | CACGCAGATCATGATGACCA | 55 343
1080755 1114 1133 67035 67054 | CCAGAGGTAGACGAGCTCCT | 33 344
1080761 1210 1229 67131 67150 | AAGGTCGATCTTGAGGGAGC | 36 345
1080766 1493 1512 70846 70865 | CCTTCACGGCCCAGGCGCGC | 43 346
1080772 1776 1795 72380 72399 | TCGCGGAAGAACTTGCTGTC | 50 347
1080778 1954 1973 72967 72986 | CGAGTTCTCCTCCTTGGTGA | 39 348
1080784 2175 2194 74807 74826 | CGCCGGCTGCCCGAGCCGTT | 54 349
1080790 2213 2232 74845 74864 | AGCTGTCGGCCAGTTCCAGG | 56 350
1080796 2454 2473 79368 79387 | TTCTTGAACCCGTAGGCCTT | 44 351
1080802 2476 2495 79390 79409 | TGCCGAGACGATGATCAGCT | 31 352
1080808 2490 2509 79404 79423 | TTGCCGGCCGTCTCTGCCGA | 46 353
1080814 2518 2537 79432 79451 | CAGTGGCACGATGAAGTTGT | 44 354
1080820 2696 2715 80715 80734 | CCAGGTTGTCCGCATAGATG | 33 355
1080826 3020 3039 86537 86556 | TCATGTAGTCCTTCACGAAG | 67 356
1080832 3117 3136 86776 86795 | GTGCGGATCCACAGGTCGCC | 41 357
1080838 3459 3478 88404 88423 | TGGCTGATCCACTCCGCGGC | 37 358
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1080844 3523 3542 38468 88487 | GCGGTTCTTCACCAGCTCGG | 18 359
1080850 3732 3751 94111 94130 | TTGCAGGACGACAGCTTGTG | 50 360
1080856 3859 3878 94238 94257 | CCAGGGTCACGCTAGTGCCA | 25 361
1080862 4032 4051 94411 94430 | GTTGCGGTACATCTGTGTAA | 8 362
1080868 4414 4433 94793 94812 | CCTTCAGAAAGGTCCTCGGC | 29 363
1080874 4491 4510 94870 94889 | ATCTTCCGCCCAATGCCCCC 42 364
1080880 4498 4517 94877 94896 | ATGCACCATCTTCCGCCCAA | 27 365
1080886 4634 4653 95013 95032 | GCCCGGGATCTCGCCTTGCT | 28 366
1080892 4703 4722 95082 95101 | GCTGACCGTACAAACCAGTA | 14 367
1080898 H/II H/I 90126 90145 | TTTACCCGATTCATGACATC 46 368
1080904 H/II H/I 2853 2872 CCCCAGATCGCCAGCCCGTC | 76 369
1080910 H/II H/I 6210 6229 GCACCAAGACCTATGGACTC | 87 370
1080916 H/II H/I 8477 8496 GGCGACGGTGCCAAGGAGGA | o4 371
1080922 H/II H/I 12789 12808 | GAGCGCATCACTATTTTCTC 88 372
1080928 H/II H/II 17266 17285 | TGGGCTCATCCTGTTGGTCC 35 373
1080934 H/II H/IIT 17803 17822 | TAGAATATTCCATTCCCCGC 35 374
1080940 H/II H/II 19220 1923 CTCATCCTATAGACACCAAC | 37 375
19266 19285
1080946 H/II H/II 22380 22399 | ACTTCCCCGACCAGCTGAGA | 68 376
1080952 H/II H/II 24243 24262 | GCGGGATTCGCCCTCTCAGG | 18 377
1080958 H/TI H/IIT 26459 26478 | CCCTCGCCGACCACTGGCCT | 24 378
1080964 H/TI H/MI 28499 28518 | CAGGTTCTACCTACCAAGGG | 28 379
1080970 H/TI H/MI 30784 30803 | ATCACCATAACCAGACCCGG | 35 380
1080976 H/II H/MI 31773 31792 | TGCAACATTTTCAAGCCTCG | 24 381
1080982 H/II H/MI 34618 34637 | GCAATGGAAGCCACACTCGA | 44 382
1080988 H/TI H/MI 37260 37279 | GCGCTCCCGATACCTGCCCT | 39 383
1080994 H/II H/MI 39863 39882 | TTGACCTTAGCCTCAACCGC | 65 384
1081000 H/TI H/MI 43695 43714 | TCGGCCTACGCCAGGCTCTC | 57 385
1081006 H/TI H/MI 46984 47003 | GGGCGCAGCCACACACTCGC | 28 386
1081012 H/II H/MI 49047 49066 | GGGTGACTTCCCAACTGGCT | 41 387
1081018 H/II H/MI 51273 51292 | TGGCTCACCTACCGTGGCCA | 77 388
1081024 H/II H/MI 55801 55820 | GGGCTAACCCCCACATCAGA | 38 389
1081030 H/II H/MI 58944 58963 | CTGTGAGGTGCCATCCCGGG | 68 390
60146 60165
1081036 H/II H/II 60192 60211 | TCTCGGCTGAGGCCCACGGG | 38 391
60284 60303
1081042 H/II H/MI 63494 63513 | GGTGAGATTTACGGATTGGG | 29 392
1081048 H/II H/MI 65546 65565 | ACAATCTCCCCCAAAGCGGC | 23 393
1081054 H/II H/MI 67914 67933 | CCCGGACGATCCACCCTGGA | 45 394
67956 67975
1081060 H/II H/MI CCTGAATGGTCCACCCCAGA | 52 395
68095 68114
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1081066 H/TI H/MT 68154 68173 | CACCCTAGACAATCCACCCT | 53 396
68515 68534

1081072 H/II H/IT TCCACCCAAGAGGGTCCACC | 29 397
68571 68590

1081078 H/II H/II 69277 69296 | ATGGCCTACGCCCTTGCCCT 48 398
71037 71056

1081084 H/TI H/I 71077 71096 | TGCCCCAGACGCACCGTCAC | 32 399

71157 71176
71165 71184

1081090 H/II H/IT ACGCGCCCTGCCCCAGACGC | 34 400
71285 71304
1081096 H/II H/IT 71768 71787 | GACCTCAACCCCCTACTTGG | 82 401
1081102 H/II H/IT 74644 74663 | CGGCGAGTTCCCAGAGCTCA | 43 402
1081108 H/II H/IT 77143 77162 | CCGTTCTTCCCTTAACCACC 38 403
1081114 H/II H/IT 78693 78712 | CCGGCCACAGATTATAACCC | 60 404
1081120 H/II H/I 81784 81803 | GGAGTTCTGACCAACTGACC | 63 405
1081126 H/II H/II 84783 84802 | GCATCCAGAATTCCAGCCGT | 32 406
1081132 H/II H/II 86404 86423 | GCTCGCCACCCCTCATGCAT | 42 407
1081138 H/II H/I 88517 88536 | GCCGTGTGCCCTTACCGTAG | 40 408
1081144 H/II H/II 91686 91705 | TGCTCGCCCCCCAACCCGCT | 48 409
1081150 H/II H/II 96608 96627 | GGGAGGATTCACAGGCCGCT | 41 410

Ta6mma 6. Camwxenne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE r3mvmepoB CO CMCIIAHHOW OCHOBOH,

H3MEPEHHOE ¢ IIOMOIIBI0 Habopa mpaiiMepo-30H10B RTS39508 mrt yenoseueckoro KCNT1

SEQ SEQ
SEQ ID SEQID

ID ID KCNT1 | SEQ
Homep NO: 1 NO: 2

NO: 1 NO: 2 | HocaexoBareasHocTh (0T S'k 3") | (% ID
coequnennsn | Crapr Crapr

. Cron . Cron UTC) NO
caiit caiir

caiir caiir
1080690 46 65 4230 4249 CAGCTCGGACCCGACCCGAG | 74 411
1080696 121 140 4305 4324 GTAGCCCCCGCCGCGCGCCT | 53 412
1080702 191 210 16583 16602 | GCGCGCCGTCCCCCGCGCAG | 76 413
1080708 225 244 16617 16636 | AGGTCGCTCATCTTGAAGCC | 47 414
1080714 328 347 52097 52116 | GTAGAACTCCACCTGGACCC | 46 415
1080720 457 476 52990 53009 | GACGCGCACAATGTAGAGCA | 40 416
1080726 547 566 55975 55994 | CCAGTTGATCTCGGAGGACG | 50 417
1080732 611 630 58869 58888 | TTATGGCCACGATGACCTGG | 52 418
1080738 708 727 59189 59208 | TTGATCATCTCCAGGACGAA | 71 419
1080744 948 967 61698 61717 | TTCTCGCCCGCCCGCTCCAG | 66 420
1080750 1067 1086 61817 61836 | CCACGCAGATCATGATGACC | 57 421
1080756 1123 1142 67044 67063 | CCGCTCCATCCAGAGGTAGA | 52 422
1080762 1214 1233 67135 67154 | TGAGAAGGTCGATCTTGAGG | 75 423
1080767 1494 1513 70847 70866 | TCCTTCACGGCCCAGGCGCG | 49 424
1080773 1778 1797 72382 72401 | ACTCGCGGAAGAACTTGCTG | 45 425
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1080779 1955 1974 72968 72987 | CCGAGTTCTCCTCCTTGGTG 26 426
1080785 2176 2195 74808 74827 | CCGCCGGCTGCCCGAGCCGT | 40 427
1080791 2261 2280 74893 74912 | CCTCATCCTCCGACTGGTCG | 38 428
1080797 2455 2474 79369 79388 | GTTCTTGAACCCGTAGGCCT | 35 429
1080803 2477 2496 79391 79410 | CTGCCGAGACGATGATCAGC | 34 430
1080809 2502 2521 79416 79435 | TTGTACAGCCCATTGCCGGC | 46 431
1080815 2519 2538 79433 79452 | GCAGTGGCACGATGAAGTTG | 61 432
1080821 2954 2973 86062 86081 | CGGCGGCGAACGGCAGGCGG | 27 433
1080827 3037 3056 86554 86573 | CAGCCGGGTGATGGTGATCA | 52 434
1080833 3118 3137 86777 86796 | CGTGCGGATCCACAGGTCGC | 44 435
1080839 3461 3480 88406 88425 | GCTGGCTGATCCACTCCGCG | 53 436
1080845 3524 3543 88469 88488 | TGCGGTTCTTCACCAGCTCG | 48 437
1080851 3840 3859 94219 94238 | ACCGTGTCCTCACACGCTCC 19 438
1080857 3861 3880 94240 94259 | CCCCAGGGTCACGCTAGTGC | 25 439
1080863 4033 4052 94412 94431 | AGTTGCGGTACATCTGTGTA | 23 440
1080869 4456 4475 94835 94854 | GGACAGTTCAGTGTGAAGTA | 47 441
1080875 4492 4511 94871 94890 | CATCTTCCGCCCAATGCCCC | 42 442
1080881 4501 4520 94830 94899 | GAAATGCACCATCTTCCGCC | 39 443
1080887 4641 4660 95020 95039 | AGCCGCCGCCCGGGATCTCG | 55 444
1080893 4704 4723 95083 95102 | CGCTGACCGTACAAACCAGT | 39 445
1080899 H/II H/IIT 90127 90146 | GTTTACCCGATTCATGACAT 38 446
1080905 H/TI H/MI 3435 3454 GGAGAACTGCGATTTCTGTC | 88 447
1080911 H/TI H/MI 6282 6301 CCCCTCTGAACCATAGCACC |91 4438
8832 8851
1080917 H/TI H/MI AATGACCAACTCACTGGCGC | 40 449
37276 37295
1080923 H/TI H/MI 12935 12954 | CGCGGGAGCCCCAAACCCAC | 63 450
1080929 H/II H/MI 17285 17304 | AGCGGATGAATTATTCCCAT | 30 451
1080935 H/TI H/MI 17804 17823 | GTAGAATATTCCATTCCCCG | 32 452
1080941 H/TI H/MI 19315 19334 | TGTCCCATCCTATAGACACC | 47 453
1080947 H/II H/MI 22762 22781 | CACTCACGCCTTCACGCAGA | 52 454
1080953 H/II H/MI 24432 24451 | TGGTGGCTITCCTGACGCGGA | 48 455
1080959 H/II H/MI 26473 26492 | CAGACTGGCCACGCCCCTCG | 56 456
1080965 H/II H/MI 29889 29908 | CACTCGCCTTTTTAGAGCCC 44 457
1080971 H/II H/MI 30872 30891 | TCTCAGATTCACAATCCCGG | 30 458
1080977 H/II H/II 32351 32370 | CCCCCTCGCCACGCATGGTT | 28 459
1080983 H/II H/MI 34970 34989 | GCCGGAATCCTCACCCTITAG | 38 460
1080989 H/II H/MI 37589 37608 | CCGGCCCGCCCCAAACTCAC | 54 461
1080995 H/II H/MI 40432 40451 | CGTGAGATCCACACTCCAGA | 36 462
1081001 H/II H/MI 44414 44433 | GGTGACAACCACACTCGAGG | 32 463
1081007 H/II H/MI 47083 47102 | GGGAACATCGCCATTCCCAG | 78 464
1081013 H/II H/MI 49373 49392 | CCACCGGGCCCTAAAAGCAT | 83 465
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1081019 H/TI H/MT 52235 52254 | TTCGCCATCGCCAGGCTTGC | 40 466
56008 56027

1081025 H/II H/IT CGCCTGGCTATTGGGAGCTG | 40 467
56072 56091

1081031 H/II H/II 59374 59393 | GCCCCGGCTTACAATCATGT | 63 468
60147 60166

1081037 H/TI H/I 60193 60212 | GTCTCGGCTGAGGCCCACGG | 30 469
60285 60304

1081043 H/IIT H/IT 64874 64893 | ATGGCCATACCCATCGATGC | 22 470

1081049 H/IIT H/I 65596 65615 | AAGCAGCCCCAGGGATTGCG | 28 471

1081055 H/II H/I 67917 67936 | CACCCCGGACGATCCACCCT | 52 472
67958 67977

1081061 H/II H/IT ACCCTGAATGGTCCACCCCA | 49 473
68097 68116

1081067 H/II H/I 68342 68361 | GAGATCCATCCCAGATGGTT | 58 474
68516 68535

1081073 H/II H/IT GTCCACCCAAGAGGGTCCAC | 29 475
68572 68591

1081079 H/II H/IIT 69658 69677 | GGTGGAGACCCCACCTAGGT | 46 476
71038 71057

1081085 H/II H/II 71078 71097 | CTGCCCCAGACGCACCGTCA |21 477

71158 71177
71166 71185

1081091 H/II H/IIT CACGCGCCCTGCCCCAGACG |73 478
71286 71305
1081097 H/TI H/MI 72438 72457 | CCGGCCTTACTTCTTGTGGG 66 479
1081103 H/TI H/MI 74938 74957 | GCACTCACTCTACCACGGAG | 79 480
1081109 H/II H/MI 77306 77325 | GTAGCCCTTCACATACCTGG | 64 481
1081115 H/II H/MI 78899 78918 | GTGGTTCATTCCAGACTGGA | 42 482
1081121 H/TI H/MI 81950 81969 | GTCCCTTGTCAATACAAGGA | 59 433
1081127 H/II H/MI 84926 84945 | TCGCCCTTACTCATCAGTGG 50 484
1081133 H/TI H/MI 836428 86447 | AGGTCCATACCCCACCGGCC | 39 485
1081139 H/TI H/MI 89027 89046 | GGTCCCCACCAGTCTTGTTC 49 486
1081145 H/II H/MI 91719 91738 | TCCGACCTTTACTCCAGGCC 21 487
1081151 H/II H/MI 96762 96781 | CGGGTGCTCCCTAAACCTGG | 71 488

Tabmmma 7. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ramvmepoB cO CMEIIAHHONW OCHOBOH,

H3MCPCHHOC C MOMOIMIBI0 HAadopa mpaiimepoB-30Ha0B RTS39496 mmt uenoseueckoro KCNT1

SEQ SEQ SEQ SEQ
Howmep ID ID ID ID KCNT
coeqmaenn | NO: 1 | NO: 1| NO: 2| NO: 2 | HocrenoBareqsHOCcTh (0T 'k 3") (1 (% SEQID
st Crapr | Cron Crapr | Cron UTC) NO:
caiir caiir caiir caiir
1080855 3854 3873 94233 | 94252 | GTCACGCTAGTGCCACCGTG | 24 283
1337234 H/TI H/IT 18642 | 18661 | ACAGCACGCCAAGACCGCTA | 28 489
1337247 H/II H/IT 22973 | 22992 | CGTGCCCCACCCTCACCTTT 33 490
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1337271 H/II H/IT 25733 | 25752 | ACTGGCAGAATCATCAGTAA | 49 491
1337272 H/II H/IT 31118 | 31137 | AGCGAACTTAATTATATCTC 31 492
1337277 H/II H/IT 67945 | 67964 | CACCCCAGACGATCCACCCT | 51 493
1337307 H/II H/IT 48755 | 48774 | CCACACTCCACTCCAAGGCA | 31 494
1337319 H/TI H/IT 19177 | 19196 | CTCCCATCCTATACACACCA 41 495
1337323 H/I H/IT 47075 | 47094 | CGCCATTCCCAGAGTCCACA | 31 496
1337325 H/TI H/IIT 66012 [ 66031 | GCCTTGCCACACAAAACAGT | 43 497
1337327 H/TI H/IT 87839 [ 87858 | AGCACATCCTGGCCTTGCCC 12 498
1337332 H/II H/IT 54378 | 54397 | GGTTCTGCCCTCTTCTGACC 9 499
1337337 H/II H/IT 19881 19900 | GACTCACCCAACCCTACCAT | 58 500
1337378 H/TI H/IIT 42262 | 42281 | CCACACGCAACAAAGGCACC | 40 501
1337473 H/I H/IT 33706 | 33725 | GATGACGGTCCCATGCTGAT | 30 502
1337479 H/I H/IIT 44857 | 44876 | CTCTCACACCTCTAAGAGCC | 68 503
1337515 H/I H/IT 40232 | 40251 | GCGAGGCCACCCATGTGAAA | 48 504
1337557 H/II H/II 31679 | 31698 | AGCTGAACCACCCACAGAGA | 61 505
1337565 H/II H/II 73927 | 73946 | CACCGTGTAACAACACCCCA | 36 506
1337570 H/II H/II 22293 | 22312 | ACCGCAACCCCTTCTGCTTG 32 507
1337582 H/II H/II 18187 | 18206 | CTGCCGTTTTCAAGAATTAA 28 508
1337624 H/II H/II 34958 | 34977 | ACCCTTAGCCCTCATCAGGA | 45 509
1337658 H/II H/II 17714 | 17733 | GACTCTAGTTACAAACATGA | 30 510
1337674 H/TI H/II 48074 | 48093 | ACGATCCATTTTCCCCTGCA 28 511
1337696 H/TI H/I 86209 | 86228 | AGAGGGAGTCCTATCATTCA | 32 512
1337729 H/TI H/I 29630 | 29649 | CCTGGTGCCACACCTCCCTT 31 513
1337790 H/TI H/I 37484 | 37503 | CCTCCATGCACCCGTGCCAC 31 514
1337831 H/TI H/II 62061 [ 62080 | TCACGGGACTCCATCATTAC 37 515
1337853 H/TI H/II 76382 | 76401 | CGGACACACAACATACGCAA | 61 516
1337856 H/TI H/II 32675 | 32694 | GTTTTAAGCACACCATCCCG 57 517
1337871 H/TI H/II 93318 | 93337 | CTTCATAGCAACCCATGCCT 36 518
1337874 H/TI H/II 68280 | 68299 | CACCCTGGACAGTCTACCCT |43 519
1337896 H/TI H/II 62937 | 62956 | GAAAGCCACACACAACTGGC | 27 520
1337952 H/TI H/II 81978 | 81997 | GGCAGGCCCCTTCCCTCTCA 36 521
1337988 H/TI H/II 55656 | 55675 | GTACATCCCACATCTGCGGG |21 522
1337990 H/TI H/IT 24539 | 24558 | GGCATAAACACACTTACACC | 35 523
1338022 H/TI H/IT 21423 | 21442 | CCCCCGACATACACAGCATC | 40 524
1338028 H/TI H/IT 39245 | 39264 | ACCAGCCCAAGCATACCCCA |43 525
1338062 H/TI H/IT 27209 | 27228 | GGAGTACTCTCCACAGACCC | 23 526
1338153 H/TI H/IT 78619 | 78638 | GGAGGTCCCCTCCGTGGCCG | 53 527
1338221 H/I H/IT 89346 | 89365 | GCCCATGGCTTCATCAACGG | 24 528
1338284 H/TI H/IT 82786 | 82805 | GAACACAGAATCCTGTGAAC | 51 529
1338312 H/TI H/IT 53236 | 53255 | GGGACCCTTCTCCCTACGCT 14 530
1338327 H/II H/IT 71160 | 71179 | CCCTGCCCCAGACGCACCGT | 26 531
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1338371 H/II H/IT 75708 | 75727 | TTGACCCCACCCCAGAGGCA | 56 532
1338380 H/II H/IT 58395 | 58414 | ACCCAGTCATGAACTAGGTC | 25 533
1338411 H/II H/IT 68885 | 68904 | GCCCCTGTTCTATTTTGAGC 64 534
1338472 H/II H/IT 43184 | 43203 | TCTACTCTGCCCAAGGCCCT 52 535
1338475 3837 3856 94216 | 94235 | GTGTCCTCACACGCTCCTCC 15 536
1338539 H/I H/IT 77536 | 77555 | CCTTGCAGAATTCTTGCAGC 41 537
1338584 H/TI H/IIT 87032 | 87051 | TAGCAAAGCTGATCTAGCCC | 16 538
1338668 H/TI H/IT 45674 | 45693 | AGACGCATCCATTTCCTCCA 28 539
1338714 H/II H/IT 50484 | 50503 | GGCACTGGCTCCTATCAATC |21 540
1338732 H/II H/IT 30479 | 30498 | GGGCTTTTCCCAGGCAGGCC | 30 541
1338757 H/TI H/IIT 40855 | 40874 | TAATCAGCTCCCAATCCCTC 59 542
1338790 H/I H/IT 92433 | 92452 | CTGTGTCCACACCTGCGGGA | 30 543
1338877 4746 4765 95125 | 95144 | CTTCATGCCTCCAGAATGCA | 28 544
1338944 H/I H/IT 51865 | 51884 | TGAAGATTCCTCCCCGCAGC | 59 545
1338988 H/II H/II 49201 | 49220 | ACCAGACCCCAGAATCTCCT | 42 546
1339065 H/II H/II 84233 | 84252 | ACCAGCAGCATCCTTAATAA | 48 547
1339137 H/II H/II 72442 | 72461 | CAGCCCGGCCTTACTTCTTG 38 548
1339151 H/II H/II 27805 | 27824 | CCCAGGCAAACCGCCCAGCA |20 549
1339156 H/II H/II 91716 | 91735 | GACCTTTACTCCAGGCCTCA 13 550
1339160 H/II H/II 90703 | 90722 | ACGAAGGTCACCATCCACCT | 19 551
1339168 H/II H/II 23662 | 23681 | TTGGACACCATCCCGGGCCT 16 552
1339180 4265 4284 94644 | 94663 | CAGAGTGCAGAACAGCAGCC | 41 553
1339217 H/TI H/I 69820 | 69839 | GCCCTGTTCTCTGAAGCAAC |26 554
1339277 H/TI H/I 65182 [ 65201 | ATCACTGTCCCAATCACCCC 58 555
1339289 4507 4526 94886 | 94905 | TCCATGGAAATGCACCATCT | 23 556
1339330 H/TI H/II 60779 | 60798 | GGGCCAGTCCCCTTCTCTAC 21 557
1339365 H/TI H/II 36572 | 36591 | CAAGAGAACATCTGTGCCGT | 32 558
1339417 H/TI H/II 57078 | 57097 | CAGTAGGGCACCACAGCCAC | 67 559
1339423 H/TI H/II 58942 | 58961 | GTGAGGTGCCATCCCGGGCA | 29 560
1339454 H/TI H/II 85145 | 85164 | GGCGGTACATCCACGGGCTC | 39 561
1339481 H/TI H/II 56447 | 56466 | GGTGCCTTCCTTTGCCGTAA 13 562
1339523 H/TI H/II 20544 | 20563 | CTTCCACCTTACCCAGACCT 37 563
1339569 H/TI H/IT 32356 | 32375 | GTGGTCCCCCTCGCCACGCA | 26 564
1339621 H/TI H/IT 79249 | 79268 | AGACCCCTCACCAAACATCC |51 565

Ta6mmma 8. Crmxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ramvepoB co CMEIIAHHOW OCHOBOH,

H3MCPCHHOC ¢ MOMOMIBI0 HAa0opa mpaiimepoB-30Ha0B RTS39496 mmst uenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ
ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:
1 2 HocenoBaTesHOCTE (0T 5' K 3") | (% 1D
COCIMTHEHH S 1 Crom 2 Cron
Crapr . Crapr . UTC) NO:
caiit caiit
caiir caiir
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1080855 3854 3873 94233 94252 | GTCACGCTAGTGCCACCGTG | 30 283
1337226 H/II H/IT 37418 | 37437 | CGGCAGGTCCCTGACAGGCA | 12 566
1337228 H/I H/IT 93317 | 93336 | TTCATAGCAACCCATGCCTA | 59 567
1337243 H/TI H/IT 57076 | 57095 | GTAGGGCACCACAGCCACTA | 56 568
1337267 H/TI H/IT 56391 56410 | GAGACGGGCTTCCTTGCATC | 27 569
1337329 H/TI H/IT 60574 | 60593 GCATCTGTATCCCCTCGCCC 12 570
1337365 H/TI H/IT 82776 | 82795 | TCCTGTGAACTTCCTCCCCT 55 571
1337400 H/TI H/IIT 50482 | 50501 CACTGGCTCCTATCAATCGA 50 572
1337409 H/I H/IIT 68260 | 68279 | AGATGGTCCACCCCACATGA | 44 573
1337462 H/TI H/IT 34887 | 34906 | CCAGGGCTGACCCTTGGACT | 47 574
1337506 H/TI H/IIT 76381 | 76400 | GGACACACAACATACGCAAC | 69 575
1337528 H/TI H/IIT 73718 | 73737 | CCATGGGCCTCCACCTGCTC 62 576
1337575 H/TI H/IIT 90700 | 90719 | AAGGTCACCATCCACCTGGC | 18 577
1337595 H/TI H/IIT 49164 | 49183 CAGCACGGCCTCCCCGAGCT | 35 578
1337598 H/II H/II 51825 | 51844 | AGTCTGGGCCCTCCAGGCCG | 55 579
1337622 H/II H/II oL D10 ACACACCAACACCACAGGGC | 22 580
19165 19184
1337673 H/II H/II 68884 | 68903 CCCCTGTTCTATTTTGAGCC 42 581
1337677 H/II H/II 67941 67960 | CCAGACGATCCACCCTAAAT |51 582
1337684 H/II H/II 22968 | 22987 | CCCACCCTCACCTTTGGGTC 50 583
1337708 H/II H/II 91714 | 91733 CCTTTACTCCAGGCCTCAGT 76 584
1337816 H/TI H/I 27208 | 27227 | GAGTACTCTCCACAGACCCC | 35 585
1337925 H/TI H/I 29628 | 29647 | TGGTGCCACACCTCCCTTCA 46 586
1337956 H/TI H/I 78566 | 78585 | ACTGGAAACCATCCACAGAT | 56 587
1337975 H/TI H/I 54376 | 54395 | TTCTGCCCTCTTCTGACCTA 23 588
1338018 H/TI H/II 93878 | 93897 | CACAGGTGCTACTCACACAA | 53 589
1338027 4745 4764 95124 | 95143 | TTCATGCCTCCAGAATGCAT 31 590
1338042 H/TI H/II 18184 18203 CCGTTTTCAAGAATTAACCA 19 591
1338060 H/TI H/II 43150 | 43169 | GAGGAAGCCACCACCTGTCA | 49 592
1338124 H/TI H/II 17646 17665 | TGTGTCCTGACCATTTTCAA 26 593
1338160 H/I H/II 42252 | 42271 CAAAGGCACCCCCTTATCTC | 66 594
1338161 H/TI H/IT 22247 | 22266 | GAGAGAAGCCTCTCTCTGTT | 44 595
1338269 H/TI H/IT 75543 | 75562 | ACTTGGCCCCAAACCTAGGC | 39 596
1338324 H/TI H/IT 62935 | 62954 | AAGCCACACACAACTGGCTT | 66 597
1338369 H/TI H/IT 58383 58402 | ACTAGGTCACCCACCCAGGA |52 598
1338422 H/TI H/IT 55655 | 55674 | TACATCCCACATCTGCGGGA | 23 599
1338464 H/TI H/IT 87027 | 87046 | AAGCTGATCTAGCCCAGGTC | 28 600
1338477 H/TI H/IT 66011 | 66030 | CCTTGCCACACAAAACAGTT | 53 601
1338483 H/TI H/IT 85116 | 85135 | CCGTGGCCAACTCTCGGGTC | 50 602
1338523 H/TI H/IT 47069 | 47088 | TCCCAGAGTCCACACCCGGC | 38 603
1338533 H/II H/IT 53183 53202 | TGGCTTTTTCCATCCTGGGA 8 604
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1338553 H/TI H/IT 71083 | 71102 | GCATCCTGCCCCAGACGCAC | 32 605
1338579 H/II H/IT 40139 | 40158 | GCTACAGCTCCCATGCTGCA | 41 606
1338676 H/I H/IT 31675 | 31694 | GAACCACCCACAGAGAGGCC | 43 607
1338677 H/TI H/IT 92432 | 92451 | TGTGTCCACACCTGCGGGAT | 29 608
1338698 4503 4522 94882 | 94901 | TGGAAATGCACCATCTTCCG | 22 609
1338706 H/TI H/IT 39169 | 39188 | GGCTTCGGCCTCACTCACCT 32 610
1338721 H/TI H/IT 58927 | 58946 | GGGCAGGCACTCACTTTGTA | 67 611
1338726 H/TI H/IIT 23651 | 23670 | CCCGGGCCTTTCCTGCTCCA 31 612
1338753 H/I H/IIT 21375 | 21394 | GAAGCCGCACCTCCACTGCC | 46 613
1338771 H/TI H/IT 32673 32692 | TTTAAGCACACCATCCCGGA | 65 614
1338793 H/TI H/IIT 48754 | 48773 CACACTCCACTCCAAGGCAA | 74 615
1338825 H/TI H/IIT 27739 | 27758 | GCTGAGGGTCCCAAACCCAG | 35 616
1338845 H/TI H/IIT 72437 | 72456 | CGGCCTTACTTCTITGTGGGC 50 617
1338852 H/TI H/IIT 45673 | 45692 | GACGCATCCATTTCCTCCAC 31 618
1338905 H/II H/II 36489 | 36508 | AGGATCTTCGCAACTTGCTG | 38 619
1338915 H/II H/II 79245 | 79264 | CCCTCACCAAACATCCCCCG | 84 620
1338943 H/II H/II 32279 | 32298 | ATTTGGCCCACCACACACGG | 66 621
1338969 H/II H/II 87774 | 87793 | AGCCCTGATCCCTCTTGCAA 19 622
1338983 4264 4283 94643 94662 | AGAGTGCAGAACAGCAGCCC | 24 623
1339093 H/II H/II 65181 | 65200 | TCACTGTCCCAATCACCCCC 69 624
1339109 H/TI H/II 40854 | 40873 | AATCAGCTCCCAATCCCTCC 82 625
1339133 H/TI H/I 33704 | 33723 | TGACGGTCCCATGCTGATCA | 37 626
1339167 H/TI H/I 48034 | 48053 GCGATCTGTCTTCACGAGTC 33 627
1339170 H/TI H/I 25732 | 25751 CTGGCAGAATCATCAGTAAC | 74 628
1339194 H/TI H/I 31117 | 31136 | GCGAACTTAATTATATCTCC 16 629
1339212 H/TI H/II 89345 | 89364 | CCCATGGCTTCATCAACGGA | 46 630
1339228 H/TI H/II 81929 | 81948 | GCAGTGGTTATACTGAACCT | 42 631
1339262 H/TI H/II 44846 | 44865 | CTAAGAGCCCTTGTCTGCCA | 63 632
1339388 H/TI H/II 20528 | 20547 | ACCTGAGACACCCCCATGGC | 70 633
1339451 H/TI H/II 30453 30472 | GGCTGTTACATCCGCAGTGA | 16 634
1339467 H/I H/II 69811 | 69830 | TCTGAAGCAACCCCCCAGCT | 63 635
1339471 H/TI H/IT 19854 19873 GAAGCAAGCCCCTTTGGGCA | 30 636
1339491 H/TI H/IT 62059 | 62078 | ACGGGACTCCATCATTACCC 15 637
1339558 H/TI H/IT 18574 18593 GGAGTGAGTCCCAGTGGTTA | 56 638
1339564 H/TI H/IT 86207 | 86226 | AGGGAGTCCTATCATTCAGA | 33 639
1339578 H/TI H/IT 77410 | 77429 | GCCGCCAGCCTTACCTTGTC 80 640
1339626 H/TI H/IT 24534 | 24553 | AAACACACTTACACCCATTC | 33 641
1339630 H/TI H/IT 834232 | 84251 CCAGCAGCATCCTTAATAAT | 61 642

Ta6mmma 9. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE rammepoB co CMEIIAHHONW OCHOBOH,

H3MCPCHHOC C MOMOMIBI0 HAa0opa mpaiimepoB-30Ha0B RTS39496 mmst uenoseueckoro KCNT1
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SEQ SEQ
SEQ SEQ

Homep ID NO: D NO: ID NO: ID NO: KCNT1 | SEQ

1 2 HocaenoBaremuoCTh (0T S' K 3") | (% 1D
coeIMHEHNs Crapr 1 ?TOH Crapr 2 (ETOH UTO) NO:

caiir caiir caiir caiir
1080855 3854 3873 94233 | 94252 | GTCACGCTAGTGCCACCGTG | 21 283
1337246 H/I1 H/II 65180 | 65199 | CACTGTCCCAATCACCCCCA |51 643
1337258 H/II H/II 19136 | 19155 | TCCCTCCTGTCCTATACACA 56 644
1337259 623 642 58881 | 58900 | CCAGGAAGCTTATTATGGCC | 19 645
1337266 H/II H/II 55630 | 55649 | GGTAGCCCCAACCCAACAGC |17 646
1337417 H/II H/II 92410 | 92429 | GACGGCCTGACACCTGCCCC | 25 647
1337494 H/II HII 30386 | 30405 | CCGCTGGCTCTTTTCTGCCC 34 648
1337654 H/II HII 81925 | 81944 | TGGTTATACTGAACCTGTTT 28 649
1337688 4500 4519 94879 | 94898 | AAATGCACCATCTTCCGCCC | 33 650
1337702 4744 4763 95123 | 95142 | TCATGCCTCCAGAATGCATC | 20 651
1337728 HII HII 54372 | 54391 | GCCCTCTTCTGACCTAGACA |23 652
1337760 HII H/II 67938 | 67957 | GACGATCCACCCTAAATGGT | 33 653
1337775 HII H/II 27199 | 27218 | CCACAGACCCCTCCTTCTGA | 44 654
1337794 HII HII 53182 | 53201 | GGCTTTTTCCATCCTGGGAC 14 655
1337801 HII HII 68883 | 68902 | CCCTGTTCTATTTTGAGCCT 52 656
1337808 HII HII 69810 | 69829 | CTGAAGCAACCCCCCAGCTT | 65 657
1337819 H/II H/II 22967 | 22986 | CCACCCTCACCTTTGGGTCA | 54 658
1337833 H/II H/II 46983 | 47002 | GGCGCAGCCACACACTCGCC | 47 659
1338021 H/II H/II 29627 | 29646 | GGTGCCACACCTCCCTTCAA | 44 660
1338053 H/II H/II 86206 | 86225 | GGGAGTCCTATCATTCAGAA |38 661
1338129 H/II H/II 24533 | 24552 | AACACACTTACACCCATTCC | 28 662
1338163 H/II H/II 83786 | 83805 | TGGCAGAGCATCTCACTGAC | 58 663
1338193 H/II HII 49144 | 49163 | CTGTTGTTCTCCCCTCCGCT 42 664
1338266 H/I H/II 40138 | 40157 | CTACAGCTCCCATGCTGCAC |51 665
1338292 H/II HII 78190 | 78209 | GTGGTTTGCTTTCCTGATCT 24 666
1338314 HAII H/I1 58348 | 58367 | GGCCTGTGCACTCTCCACCC | 48 667
1338316 HI HII 40739 | 40758 | TGCAGCACCCATAAGTGGGC | 54 668
1338339 H/1 H/II 21372 | 21391 | GCCGCACCTCCACTGCCACA | 44 669
1338487 H/I1 HIT 90682 | 90701 | GCCTGGGCAGCCATAAAGCC | 39 670
1338514 H/IT HII1 85115 | 85134 | CGTGGCCAACTCTCGGGTCA | 76 671
1338561 H/1 HAI1 45672 | 45691 | ACGCATCCATTTCCTCCACA | 49 672
1338607 HAIT H1 79244 | 79263 | CCTCACCAAACATCCCCCGT | 72 673
1338672 H/1 HII1 48753 | 48772 | ACACTCCACTCCAAGGCAAC | 66 674
1338679 HA1 HII1 32658 | 32677 | CCGGAGGTCCGAAATCCCAA |22 675
1338699 HA1 HI1 77409 | 77428 | CCGCCAGCCTTACCTTGTCC 95 676
1338709 H/I HII 18069 | 18088 | GAGAGCCTCCCAGCCACGCA | 37 677
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1338764 H/IT H/IT 60573 | 60592 | CATCTGTATCCCCTCGCCCG 25 678
1338775 H/IT H/IT 89299 | 89318 | GATGAGCTTCTCTCCACGCC 36 679
1338803 H/IT H/IT 34864 | 34883 GTGAGACCTCTTGATTGCCC 53 680
1338822 H/IT H/IT 91688 | 91707 | TCTGCTCGCCCCCCAACCCG 58 681
1338867 H/IT H/IT 44823 | 44842 | AGACAGTTCCTCCCTTGCAA | 47 682
1338903 H/IIT H/IT 82775 | 82794 | CCTGTGAACTTCCTCCCCTT 47 683
1338942 H/IT H/IT 56380 | 56399 | CCTTGCATCTCTCACTGGGC 26 684
1338964 H/IT H/IT 50481 50500 | ACTGGCTCCTATCAATCGAA | 25 685
1338992 H/IT H/IT 31674 | 31693 AACCACCCACAGAGAGGCCA | 45 686
1339024 H/IIT H/IT 71081 | 71100 | ATCCTGCCCCAGACGCACCG | 28 687
1339033 H/IIT H/IT 23650 | 23669 | CCGGGCCTTTCCTGCTCCAA 38 688
1339046 H/IIT H/IT 68257 | 68276 | TGGTCCACCCCACATGATCT 28 689
1339115 H/II H/IIT 93316 | 93335 | TCATAGCAACCCATGCCTAT | 53 690
1339128 H/IIT H/IT 33699 | 33718 | GTCCCATGCTGATCAAGTTC 19 691
1339131 H/II H/II 25730 | 25749 | GGCAGAATCATCAGTAACAA | 36 692
1339173 H/II H/II 62926 | 62945 | ACAACTGGCTTCTTCTAGAA | 43 693
1339177 H/I H/II 76187 | 76206 | ACACAATACCACTCAGACAC | 100 694
1339222 H/II H/II 93877 | 93896 | ACAGGTGCTACTCACACAAT | 48 695
1339249 H/II H/II 75542 | 75561 CTTGGCCCCAAACCTAGGCC | 81 696
1339298 H/II H/II 20527 | 20546 | CCTGAGACACCCCCATGGCC | 46 697
86927 | 86946
1339323 H/I H/I TGTGGGTCACACAGGACAGG | 26 698
86984 | 87003
1339355 H/I H/I 31116 | 31135 CGAACTTAATTATATCTCCC 26 699
1339358 H/I H/I 73621 | 73640 | GCCACTGCGACCTCATTCCG | 49 700
1339372 H/I H/II 18554 18573 AGGAGATTCCTTCTAGGGTA | 17 701
1339396 H/II H/II 22119 | 22138 | CTTCTGCACCCATTCCTGCT 47 702
1339426 1719 1738 72323 | 72342 | CGCCCATACATGCGCTGCCA | 28 703
1339465 H/II H/II 57072 | 57091 GGCACCACAGCCACTAGTGT | 56 704
1339469 H/II H/II 42250 | 42269 | AAGGCACCCCCTTATCTCGG | 52 705
1339470 H/II H/II 17644 17663 | TGTCCTGACCATTTTCAACC 25 706
1339478 H/II H/II 51692 | 51711 | TCAGGACACCGCAAGTGCTC | 44 707
1339479 H/II H/IT 62058 | 62077 | CGGGACTCCATCATTACCCA | 14 708
1339530 H/II H/IT 65998 | 66017 | AACAGTTTCCACAGCTGGGA | 35 709
1339571 H/IT H/IT 39124 | 39143 CCTGTCTCCCCCAAAGTGGC | 55 710
1339574 H/IT H/IT 27738 | 27757 | CTGAGGGTCCCAAACCCAGC | 41 711
1339595 H/IIT H/IT 43135 | 43154 | TGTCAGATGTCCCACAGCCT | 57 712
1339606 H/IT H/IT 32277 | 32296 | TTGGCCCACCACACACGGCA | 44 713
1339617 H/IT H/IT 36426 | 36445 | ATGTTTGTCACAGAAAGTCC | 39 714
1339619 H/II H/IT 48033 | 48052 | CGATCTGTCTTCACGAGTCA 29 715
1339628 H/IIT H/IT 87773 87792 | GCCCTGATCCCTCTTGCAAA 31 716

1339635

4263

4282

94642

94661

GAGTGCAGAACAGCAGCCCT

34

717

58




1339642 H/IT H/IT 19853 19872 | AAGCAAGCCCCTTTGGGCAA | 72 718
1339647 H/IT H/IT 37384 | 37403 TTCTTCAGCACCCATGCTGA 60 719

Ta6mmma 10. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE rammMepoB co CMENIaHHOH OCHOBOW,

H3MCEPCHHOE C MOMOMIBI0 HAabopa mpaiimepoB-30Ha0B RTS39496 mmt uenoseueckoro KCNT1

SEQ SEQ SEQ SEQ
Homep ID NO: ID NO: ID NO: | ID KCNT1 | SEQ

1 2 NO: 2 | HocaenoBateasHOCTH (0T 'K 3') | (% ID
COCHTHEHT Crapt ! ?TOH Crapr | Cron UTO) NO:

cair cant cair cair
1080855 3854 3873 94233 | 94252 | GTCACGCTAGTGCCACCGTG | 24 283
1337233 H/II H/II 83763 | 83782 | CGTGTATGCCATCTCCACCT 37 720
1337268 H/II H/II 31114 | 31133 | AACTTAATTATATCTCCCGT 39 721
1337297 H/II H/II 30385 | 30404 | CGCTGGCTCTTTTCTGCCCC 47 722
1337301 H/II H/II 65976 | 65995 | TGCTCAAGACTCCAGGGCGA | 36 723
1337316 H/II H/II 36385 | 36404 | GAAGGACAATACCTTCGGCA | 47 724
1337392 H/II H/II 29508 | 29527 | CCTTGACTAATCACTGTGGA | 46 725
1337420 H/II H/I 43061 | 43080 | GTAGAGGATCCACCCAGGGA | 63 726
1337483 622 641 58880 | 58899 | CAGGAAGCTTATTATGGCCA | 18 727
1337510 H/II H/II 48748 | 48767 | CCACTCCAAGGCAACACCCA | 47 728
1337516 H/II H/I 77309 | 77328 | AGGGTAGCCCTTCACATACC |31 729
1337632 H/TI H/TI 34717 | 34736 | GCAGACAAAGAACCCGGCCA | 48 730
1337665 H/TI H/TI 73620 | 73639 | CCACTGCGACCTCATTCCGC | 47 731
1337681 H/TI H/TI 27059 | 27078 | GTCATGTGTCCACCACACGC | 30 732
1337694 H/TI H/TI 78189 | 78208 | TGGTTTGCTTTCCTGATCTC 38 733
1337698 H/TI H/TI 22118 | 22137 | TTCTGCACCCATTCCTGCTC 90 734
1337704 H/TI H/TI 93874 | 93893 | GGTGCTACTCACACAATGTC | 39 735
1337709 H/TI H/TI 44808 | 44827 | TGCAAAGCACTTACTGAGAC | 62 736
1337758 H/TI H/TI 45595 | 45614 | GGGCACGGCTTCTATCTCAC | 44 737
1337779 H/TI H/TI 58199 | 58218 | GTCCTCAGCACTCACTGAAC | 32 738
1337803 H/TI H/TI 53181 | 53200 | GCTTTTTCCATCCTGGGACA 18 739
1337916 H/TI H/TI 87772 | 87791 | CCCTGATCCCTCTTGCAAAC 29 740
1337946 H/TI H/TI 50480 | 50499 | CTGGCTCCTATCAATCGAAT | 37 741
1338050 H/TI H/II 51681 | 51700 | CAAGTGCTCAGAACATGCCG | 39 742
1338056 H/TI H/II 69806 | 69825 | AGCAACCCCCCAGCTTGTCC | 40 743
1338059 H/TI H/TI 23641 | 23660 | TCCTGCTCCAATAAACCAGA | 54 744
1338079 H/TI H/TI 57070 | 57089 | CACCACAGCCACTAGTGTCC | 65 745
1338089 H/TI H/II 62057 | 62076 | GGGACTCCATCATTACCCAC | 31 746
1338132 H/TI H/TI 75541 | 75560 | TTGGCCCCAAACCTAGGCCA | 84 747
1338165 H/TI H/II 47908 | 47927 | GGCCCAAGCCTCCTTGCTGC | 81 748
1338185 H/IIT H/TI 71075 | 71094 | CCCCAGACGCACCGTCACCC | 15 749
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71155 71174
1338192 H/II H/I 25701 25720 | GACACGGCACTTCCCGGGAC | 36 750
1338206 H/TI H/II 90676 90695 | GCAGCCATAAAGCCTGCCTA | 38 751
1338229 H/II H/TI 65034 65053 | GCTTGTCCCACTCAGGGCCT 16 752
1338243 H/I H/TI 20525 20544 | TGAGACACCCCCATGGCCAA | ol 753
1338291 4743 4762 95122 95141 | CATGCCTCCAGAATGCATCC |31 754
1338334 H/I H/TI 18410 18429 | TCATTGTGAAATCCCATGCC 51 755
1338374 H/TI H/TI 46982 47001 | GCGCAGCCACACACTCGCCA | 49 756
1338401 H/II H/I 32255 32274 | TCCACGGAACTCCATGGGTC | 32 757
1338424 H/TI H/TI 81840 81859 | GTACTAAGAGCTACTGGCCA | 52 758
1338559 4499 4518 94878 94897 | AATGCACCATCTTCCGCCCA | 43 759
1338566 H/TI H/TI 37300 37319 | GCTGAGCCGCCATCATGCTC | 38 760
1338573 H/TI H/TI 91687 91706 | CTGCTCGCCCCCCAACCCGC 50 761
1338577 H/TI H/I 92409 92428 | ACGGCCTGACACCTGCCCCT | 29 762
1338582 H/II H/II 24532 24551 | ACACACTTACACCCATTCCA | 39 763
1338589 H/II H/II 85104 85123 | CTCGGGTCATTCTTCAGCGG 64 764
1338615 H/II1 H/I 54305 54324 | ATGCCAGGCCCCCTTGTGAC | 32 765
1338643 H/II H/II 18006 18025 | AGGGAGATAAACTAAACTCT | 69 766
1338651 H/II H/II 40738 40757 | GCAGCACCCATAAGTGGGCA | 60 767
1338658 H/II H/II 62925 62944 | CAACTGGCTTCTTCTAGAAC 68 768
1338762 H/II H/II 22942 22961 | GGCCACACCCTTCCTCCTGA 74 769
1338855 H/TI H/TI 33690 33709 | TGATCAAGTTCTAATGGGAA | 57 770
1338864 H/TI H/TI 72184 72203 | TGGCATGGATCCCCTCCCTA 36 771
1338911 H/TI H/TI 93301 93320 | CCTATGGTATCCACAGACCC |27 772
1338948 H/TI H/TI 17643 17662 | GTCCTGACCATTTTCAACCT 34 773
1338950 H/TI H/TI 55629 55648 | GTAGCCCCAACCCAACAGCA |32 774
1339010 H/TI H/TI 42248 42267 | GGCACCCCCTTATCTCGGGC 38 775
1339028 H/TI H/TI 19821 19840 | GAAGAGAAACCCTTCAGGCC | 36 776
1339045 H/TI H/I 27736 27755 | GAGGGTCCCAAACCCAGCAA | 41 777
1339055 H/TI H/TI 86959 86978 | CCACAGTCCCAGCCCCCGGA | 24 778
1339107 H/I H/TI 89298 89317 | ATGAGCTTCTCTCCACGCCA 47 779
1339108 H/TI H/I 76135 76154 | CCAGACACACATCACATATC | 96 780
1339162 H/TI H/II 19092 19111 | TCCCTCCCGTCCTATAGACA 59 781
1339182 H/TI H/II 21370 21389 | CGCACCTCCACTGCCACAGA | 39 782
1339250 H/TI H/I 39106 39125 | GCGCTGGCACCAACAAGATC | 54 783
1339266 H/TI H/I 82774 82793 | CTGTGAACTTCCTCCCCTTC 59 784
1339292 H/TI H/I 31638 31657 | GGTGGAAACTTCTGCAGGAC | 49 785
1339305 H/I H/I 60572 60591 | ATCTGTATCCCCTCGCCCGG 55 786
1339320 H/TI H/I 40137 40156 | TACAGCTCCCATGCTGCACT 53 787
1339378 4062 4081 94441 94460 | CGTTGCCCTCCCAGCCAGCC 35 788
1339420 H/TI H/II 79242 79261 | TCACCAAACATCCCCCGTGA | 75 789
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1339453 H/II H/II 68874 68893 | ATTTTGAGCCTCCCTAGAAC 87 790
1339476 H/II H/I 67937 67956 | ACGATCCACCCTAAATGGTC | 47 791
1339525 H/TI H/II 56379 56398 | CTTGCATCTCTCACTGGGCT 21 792
1339538 H/II H/TI 49143 49162 | TGTTGTTCTCCCCTCCGCTC 44 793
1339567 H/I H/TI 32655 32674 | GAGGTCCGAAATCCCAAGCC | 39 794
1339573 H/TI H/TI 68256 68275 | GGTCCACCCCACATGATCTA | 23 795
1339593 H/I H/TI 86205 86224 | GGAGTCCTATCATTCAGAAC |61 796

Ta6mmma 11. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranmMepoB co cCMENIaHHOH OCHOBOW,

H3MEPECHHOE C MOMOIIBI0 Habopa mpaiimepoB-30H10B RTS39496 mma uenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ

ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:

1 2 HocaenorareabHOCTh (0T S'K 3') | (% 1D
COeNMHEHHS 1 Cron 2 Cron

Craprt . Crapr . UTO) NO:

caiit caiitr

caiir caiir
1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG | 19 283
1080862 4032 4051 94411 94430 GTTGCGGTACATCTGTGTAA | 14 362
1080878 4496 4515 94875 94894 GCACCATCTTCCGCCCAATG | 13 209
1337245 H/TI H/I 30373 30392 TCTGCCCCACATAGAAACCA | 31 797
1337250 H/TI H/I 86199 86218 CTATCATTCAGAACAGGGAC | 32 798
1337269 H/I HII 44807 44826 GCAAAGCACTTACTGAGACA | 46 799
1337276 H/II HII 45593 45612 GCACGGCTTCTATCTCACAC | 27 800
1337279 H/TI HAI 62055 62074 GACTCCATCATTACCCACCA | 14 801
1337388 H/II HAT 72183 72202 GGCATGGATCCCCTCCCTAT | 26 802
1337425 H/II HAI 79229 79248 CCCGTGAACACCCAGCCGTT | 54 803
1337434 H/II HAT 23640 23659 CCTGCTCCAATAAACCAGAC | 27 804
1337472 H/TI HAT 62924 62943 AACTGGCTTCTTCTAGAACA | 30 805
1337487 H/II HAT 86884 86903 GGCTGCCCCAGAACCTCCGA | 22 806
1337488 H/II HAT 56330 56349 GGCTGGGAACTCACAATTCT | 13 807
1337493 H/TI H/I 18409 18428 CATTGTGAAATCCCATGCCA | 54 808
1337513 H/TI H/TT 28635 28654 ACAGAATTAATTAGCTAATC | 109 809
1337522 H/II HAT 89294 89313 GCTTCTCTCCACGCCAGGCA | 31 810
1337534 H/TI HAT 57058 57077 TAGTGTCCCCCAGCCACCCT | 49 811
1337578 H/TI HAI 65912 65931 CTGTCAGACACCCCAGGGCT | 22 812
1337583 H/TI HAT 85103 85122 TCGGGTCATTCTTCAGCGGA | 40 813
1337584 H/TI HII 40682 40701 AGCAAGTGCCCTCCCCCGAC | 52 814

GAGGGACCCCACTGTGGAC
1337603 H/TI H/I 64957 64976 A 16 815
1337644 621 640 58879 58898 AGGAAGCTTATTATGGCCAC | 25 816
AGAGGATCCACCCAGGGAC

1337667 H/TI H/I 43059 43078 - 40 817
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1337686 H/II H/MI 87767 87786 ATCCCTCTTGCAAACACACC | 16 818
1337732 H/II H/II 78185 78204 | TTGCTTTCCTGATCTCAACA | 35 819
1337740 H/TI H/MIT 33664 33683 AGGTCTAGGACTATTATACC | 27 820
1337752 H/II H/MI 76083 76102 | TTGACACACAACACACATTA | 78 821
1337770 H/I H/IIT 77308 77327 GGGTAGCCCTTCACATACCT | 18 822
1337798 H/TI H/I 49142 49161 GTTGTTCTCCCCTCCGCTCC 70 823
1337815 H/I H/IT 91677 91696 CCCAACCCGCTITCCTAACCC | 72 824
1337837 H/TI H/IT 17574 17593 CGGATTTGCTAGCTGAGCCC | 13 825
1337967 H/II H/I 22926 22945 CTGACTGTCCCCCTCTGTTT 61 826
1337991 H/TI H/II 38852 38871 iCGCAGGTGCAGCCCAGCC 39 827
1338041 H/TI H/I 75528 75547 ZAGGCCAGGACAACAACTC 49 828
1338066 H/I H/IT 50453 50472 TTTGATGTCACTGCCTGGCC | 59 829
1338072 H/II H/II 55618 55637 CCAACAGCAACACACTGGTT | 29 830
1338118 H/II H/II 32654 32673 AGGTCCGAAATCCCAAGCCT | 26 831
1338212 H/II H/II 31556 31575 CAGCAGCACCCACTTATCAC | 39 832
1338222 4739 4758 95118 95137 CCTCCAGAATGCATCCATTT | 18 833
1338237 H/II H/IIT 47905 47924 CCAAGCCTCCTTGCTGCGGC | 15 834
1338256 H/II H/II 27058 27077 | TCATGTGTCCACCACACGCC | 33 835
1338268 H/II H/II 67936 67955 CGATCCACCCTAAATGGTCC | 28 836
1338313 H/TI H/MI 58147 58166 CTTCAGCATTCACTGAGCCT | 7 837
1338375 H/TI H/MI 60571 60590 | TCTGTATCCCCTCGCCCGGC | 22 838
1338459 H/TI H/MI 18005 18024 GGGAGATAAACTAAACTCIT | 44 839
1338525 H/TI H/MI 42216 42235 CCCCAGGCTAACATGCTGAA | 53 840
1338560 H/TI H/MI 21309 21328 CCGTCAGGACCCAAGCCCTC | 48 841
1338619 H/TI H/MI 48744 48763 TCCAAGGCAACACCCAGCCA | 63 842
1338700 H/TI H/MI 31113 31132 ACTTAATTATATCTCCCGTG | 25 843
1338766 H/TI H/MI 19692 19711 TAGGGCACCCTCTCTTACAT | 70 844
1338797 H/TI H/MI 73619 73638 CACTGCGACCTCATTCCGCC | 51 845
1338819 H/I H/MI 92408 92427 CGGCCTGACACCTGCCCCTC | 19 846
8841 8860
1338833 H/I H/MI TGCTCAGAAAATGACCAACT | 36 847
37285 37304
1338907 H/TI H/MI 93873 93892 GTGCTACTCACACAATGTCA | 54 848
1338917 H/TI H/MI 82773 82792 | TGTGAACTTCCTCCCCTTCC | 62 849
1339030 H/TI H/MI 54205 54224 CAGGCCTTCTCTCCAGGGAA | 10 850
1339044 H/TI H/MI 27697 27716 | TGGGAACCTCCTTAGTGGCC | 49 851
1339048 H/I H/MI 36362 36381 ngCAGCAGTCCCAGAAGCC 17 852
1339070 H/TI H/MI 51582 51601 GCTATGGGCCACTGCAGCCT | 33 853
1339082 H/TI H/MI 71041 71060 GTCCTGCCCCAGACGCACCG | 21 854
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1339118 H/II H/MI 24530 24549 ACACTTACACCCATTCCATT | 37 855
1339121 H/II H/II 69795 69814 AGCTTGTCCCTAAGTTGGCC | 20 856
1339163 H/TI H/MIT 25671 25690 GCTCCGGACACCCACCAGGA | 27 857
1339283 H/II H/MI 90645 90664 | TTGGAGTCCCCACCCCTGCA | 36 858
1339300 H/I H/IIT 46981 47000 CGCAGCCACACACTCGCCAC | 50 859
1339331 H/TI H/I 81829 81848 | TACTGGCCAACCTATGTGGA | 37 860
1339332 H/I H/IT 32254 32273 CCACGGAACTCCATGGGTCC | 31 861
1339336 H/TI H/IT 68853 68872 | TGACAAAGATTTCCCTAGAC | 59 862
1339342 H/II H/I 20449 20468 CACACCAGCCCTTCCGTCCA | 47 863
1339356 H/TI H/I 53032 53051 CGTGGCCCACCATCCGATGC | 46 864
1339427 H/TI H/I 83762 83781 GTGTATGCCATCTCCACCTC | 32 865
1339477 H/TI H/I 22117 22136 | TCTGCACCCATTCCTGCTCC | 44 866
1339480 H/TI H/I 34648 34667 GGCACTGTGTCAACTTGATA | 20 867
1339582 H/TI H/I 40095 40114 CTGGGCAGAACCTGCTATCC | 46 368
1339585 H/II H/II 93286 93305 GACCCCTGCACACTCACTCA | 37 869
1339586 H/II H/II 68252 68271 CACCCCACATGATCTACACT | 70 870
1339648 H/II1 H/II 19051 19070 CCCCTCCTGTCCTATAGACA | 53 871

Taoimna 12. Camwxenne PHK KCNT1 ¢ momomero 4000 HM 5-10-5 MOE ranMepoB cO CMEIIaHHOH OCHOBOH,

H3MEPEHHOE C IIOMOIIBI0 Habopa mpaiiMepo-30H10B RTS39496 mrt yenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ

ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:

1 2 MocaenoBaresmmHOCTh (0T S'K 3") | (% 1D
COeITHEHH S 1 Cron 2 Cron

Crapr . Crapr . UTO) NO:

caiit caiit

caiir caiir
1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG | 14 283
1337217 H/TI H/TI 31554 31573 GCAGCACCCACTTATCACTT | 34 872
1337220 H/TI H/TI 93871 93890 GCTACTCACACAATGTCACT | 49 873
1337264 H/TI H/TI 46951 46970 GCCCGTCTCACCTCTGCCAG | 43 874
1337298 H/TI H/TT 78154 78173 GAGAAGCTGCTAACTCCAGA | 43 875
1337304 H/TT H/TT 60560 60579 | TCGCCCGGCCCTGCTTGCCT | 14 876
1337383 H/I H/TT 77305 77324 | TAGCCCTTCACATACCTGGG | 33 877
1337393 H/TT H/TT 18979 18998 GGGCCAGGTCCACTCCCATC | 16 878
1337439 H/TT H/TT 38781 38800 CGCGCGCCCCTACCTCTGGC | 38 879
1337463 H/T H/TT 33662 33681 GTCTAGGACTATTATACCCA | 40 880
1337618 H/TT H/TT 56329 56348 GCTGGGAACTCACAATTCTC | 14 881
1337640 H/TT H/TT 65841 65860 GCACGGCAACCCTCCAGGGC | 13 882
1337641 H/T H/TT 56972 56991 AAAGGAGCCTACCTTGCCTT | 23 883
1337648 4031 4050 94410 94429 | TTGCGGTACATCTGTGTAAA | 12 884

71039 71058
1337726 H/TT H/TT CCTGCCCCAGACGCACCGTC | 19 885
71079 71098

63




71159 71178
1337727 H/IT H/IT 93284 93303 CCCCTGCACACTCACTCATA | 56 886
1337750 H/IT H/IT 64896 64915 GGGCTGTCGGTCACTTGTCA | 20 887
8838 8857
1337787 H/IIT H/IT TCAGAAAATGACCAACTCAC | 45 888
37282 37301
1337842 H/T H/IT 82772 82791 GTGAACTTCCTCCCCTTCCG | 46 889
1337851 H/IT H/IT 86881 86900 | TGCCCCAGAACCTCCGAGGT | 49 890
1337860 H/IIT H/IT 87764 87783 CCTCTTGCAAACACACCCTT | 29 891
1337864 1598 1617 71960 71979 | CGTACTTGCACTCCTCCTCA | 23 892
1337905 H/IT H/IT 25667 25686 EGGACACCCACCAGGAGAG 42 893
1338005 H/IIT H/IT 62923 62942 ACTGGCTTCTTCTAGAACAC | 11 894
1338020 H/IIT H/IIT 62051 62070 | CCATCATTACCCACCATGCT | 38 895
1338075 H/IIT H/IIT 20425 20444 | CCAGGACCCCATCCCAGTGT | 63 896
1338077 H/II H/II 17526 17545 ACAGTGACAACCCCGACCCT | 59 897
1338107 H/II H/II 67935 67954 | GATCCACCCTAAATGGTCCA | 13 898
1338130 H/II H/II 24525 24544 | TACACCCATTCCATTTCAGC | 32 899
1338131 H/II H/II 55617 55636 | CAACAGCAACACACTGGTTC | 19 900
1338150 H/II H/II 27696 27715 GGGAACCTCCTTAGTGGCCC | 37 901
1338169 H/II H/II 73618 73637 | ACTGCGACCTCATTCCGCCA | 34 902
1338178 H/II H/II 40087 40106 | AACCTGCTATCCCTATGGGC | 29 903
1338181 H/I H/I 42157 42176 | AGACGAGGCCTTTAAAGCGG | 34 904
1338211 H/I H/I 47853 47872 | TCCGCTAGCTCCTCAGAGTC | 52 905
1338213 H/I H/I 76082 76101 TGACACACAACACACATTAC | 66 906
1338232 H/I H/ 32243 32262 | CATGGGTCCACACCTGATGC | 20 907
1338271 H/II H/II 53031 53050 | GTGGCCCACCATCCGATGCC | 28 908
1338294 H/II H/II 50430 50449 | GGCTGGTGACCCCAACATCT | 28 909
57240 57259
1338333 H/II H/II CCTGGGTTCCCTACTTACTG | 10 910
58130 58149
1338340 H/II H/II 45592 45611 CACGGCTTCTATCTCACACC | 36 911
1338341 H/II H/II 83760 83779 GTATGCCATCTCCACCTCCT | 28 912
1338352 H/II H/IT 34588 34607 | AGCCTGTTCATCTCAGCAGC | 48 913
1338355 H/II H/IT 58739 58758 GCCTTGACCCTCACTCCCAT | 35 914
1338399 H/IT H/IT 91676 91695 CCAACCCGCTTCCTAACCCT | o4 915
1338420 H/II H/IT 48742 48761 EAAGGCAACACCCAGCCAG 36 916
1338427 H/IT H/IT 54145 54164 GCAGGGTTCACCCCGATGGC | 12 917
1338488 H/IT H/IT 28627 28646 | AATTAGCTAATCATCAGGTT | 65 918
1338519 4494 4513 94873 94892 | ACCATCTTCCGCCCAATGCC | 46 919
1338535 H/IT H/IT 18004 18023 GGAGATAAACTAAACTCTTC | 37 920
1338575 H/IIT H/IT 75525 75544 GCCAGGACAACAACTCAGG |29 921
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A
1338581 H/IT H/IT 18405 18424 GTGAAATCCCATGCCAGCIT | 31 922
1338663 H/IT H/IT 69794 69813 GCTTGTCCCTAAGTTGGCCA | 21 923
1338686 H/IIT H/IT 21215 21234 | AGTCTGTGTCCTCCAAGGGC | 14 924
1338781 H/IIT H/IT 40681 40700 | GCAAGTGCCCTCCCCCGACA | 52 925
1338812 H/T H/IT 68249 68268 | CCCACATGATCTACACTGGA | 49 926
1338839 H/IT H/IT 81828 81847 | ACTGGCCAACCTATGTGGAA | 42 927
1338846 H/IIT H/IT 85971 85990 | GCCGAGGTCCCTCCAGTGGC | 53 928
1338952 H/IIT H/IT 23639 23658 | CTGCTCCAATAAACCAGACC | 43 929
1338996 H/IIT H/IT 21991 22010 | TTGTGGTCCACTTCTCAGCT | 27 930
1339076 H/IIT H/IT 85025 85044 | CACGGAGGCCACACTTCCCC | 80 931
1339125 H/IIT H/IT 36189 36208 | AGAGGCTCGACCCTATGGCT | 37 932
1339155 H/IIT H/IIT 44774 44793 GCTGAAATCTTCTACAGGAA | 49 933
1339181 H/IIT H/IT 27056 27075 ATGTGTCCACCACACGCCCC | 23 934
1339223 H/II H/II 31092 31111 ATACCTGTCTCCCCATTCCT 29 935
1339225 H/II H/II 90619 90638 | CCAGGCTTCACCGAGCTCCT | 31 936
1339227 H/II H/II 92377 92396 | GCTCTTTTCCCAAAACCCAT | 16 937
1339235 H/II H/II 42961 42980 | AGCTCTGTGCAAACAAGGTC | 39 938
1339288 H/I H/II 79224 79243 GAACACCCAGCCGTTAGCCT | 32 939
1339395 H/II H/II 30341 30360 | CCGATGTTCTCCCTCCAAAC | 47 940
1339455 4736 4755 95115 95134 | CCAGAATGCATCCATTTAAT | 17 941
1339457 H/I H/I 51532 51551 GAAGTGGTCATCCCTGCACC | 33 942
1339502 H/I H/I 68852 68871 GACAAAGATTTCCCTAGACT | 43 943
1339518 H/I H/I 32564 32583 CGGTGACCACCACCCTCCCC | 48 944
1339521 H/I H/ 49141 49160 | TTGTTCTCCCCTCCGCTCCG 65 945
1339549 H/II H/II 19689 19708 | GGCACCCTCTCTTACATCCA | 69 946
1339557 H/II H/II 22925 22944 | TGACTGTCCCCCTCTGTTTC 60 947
1339602 H/II H/II 89256 89275 AGCCCAAGCACACTTCCCAC | 39 948

Ta6mmma 13. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE rammMepoB co CMEIIAaHHOH OCHOBOW,

H3MCPCHHOC C MOMOIMIBI0 HAabopa mpaiiMepoB-30H10B RTS39496 mmst uenoseueckoro KCNT1

SEQ
SEQID | SEQID | SEQID
ID NO: KCNT1 | SEQ
Homep NO: 1|(NO: 2| NO: 2
1 HocaenoraresHOCTE (0T S'K 3') | (% 1D
COC/THHCHIS Cron Crapr | Cron
Crapr . . . UTO) NO:
caiiT caiit caiir
caiir
1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG | 33 283
71038 71057
1081085 H/IT H/II 71078 71097 CTGCCCCAGACGCACCGTCA | 17 477
71158 71177
1337229 H/T H/II 24524 24543 ACACCCATTCCATTTCAGCT | 27 949
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57239

57258

1337280 H/II H/II CTGGGTTCCCTACTTACTGA | 35 950
58129 58148
1337291 H/II H/II 90413 90432 GGGCAGTCGCCACTCTGCCT | 57 951
1337347 H/II H/I 62049 62068 ATCATTACCCACCATGCTGA | 44 952
1337468 H/II H/I 36188 36207 GAGGCTCGACCCTATGGCTA | 65 953
1337507 H/II H/I 86756 86775 CTCGGTGATTTTCATCTGCA | 45 954
1337526 H/II H/TI 81783 81802 GAGTTCTGACCAACTGACCA | 44 955
1337536 H/II H/TI 19687 19706 CACCCTCTCTTACATCCAGT | 60 956
1337577 H/II H/TI 82738 82757 GAGCACACCCCTCTGCCGGC | 38 957
1337607 H/II H/TI 31091 31110 TACCTGTCTCCCCATTCCTC 50 958
1337615 H/II H/TI 77208 77227 TCGAGGGCACCCACTCCACC | 54 959
1337646 H/II H/TI 45591 45610 ACGGCTTCTATCTCACACCC | 31 960
1337653 H/II H/TI 50429 50448 GCTGGTGACCCCAACATCTC | 35 961
1337662 H/I H/I 73616 73635 TGCGACCTCATTCCGCCAAC | 38 962
1337670 H/II H/II 32526 32545 ATCGCTCCAGTCCTTGCTTC 45 963
1337714 H/IIT H/II 60551 60570 CCTGCTTGCCTCTCGGGCCC | 24 964
1337806 H/IIT H/II 64886 64905 TCACTTGTCACCATGGCCAT | 38 965
1337850 H/II1 H/II 32242 32261 ATGGGTCCACACCTGATGCT | 45 966
1337886 H/II H/II 46950 46969 CCCGTCTCACCTCTGCCAGT | 73 967
1337937 H/II H/II 83743 83762 CCTCCCTTTTTCCTTCCGGA 45 968
1337942 H/II H/II 33661 33680 TCTAGGACTATTATACCCAG | 39 969
1337951 H/MI H/TI 31551 31570 GCACCCACTTATCACTTCTC | 39 970
1338004 H/MI H/TI 79217 79236 CAGCCGTTAGCCTCTCGGCC | 59 971
1338082 H/I H/TI 78150 78169 AGCTGCTAACTCCAGAAGGA | 38 972
1338087 H/MI H/TI 54123 54142 GATGGTGACAACCACACCAC | 23 973
1338099 1597 1616 71959 71978 GTACTTGCACTCCTCCTCAC 59 974
1338103 H/MI H/TI 17505 17524 CCGTACCCTACACGCTGGAA | 28 975
1338139 H/MI H/TI 85970 85989 CCGAGGTCCCTCCAGTGGCA | 65 976
1338158 H/MI H/TI 38452 38471 GCTCAAACCACCGCCAGGAC | 37 977
1338188 H/MI H/TI 42156 42175 GACGAGGCCTTTAAAGCGGT | 25 978
1338228 H/MI H/I 51530 51549 AGTGGTCATCCCTGCACCCA | 51 979
1338231 H/MI H/I 30329 30348 CTCCAAACAATTATGCGATT | 50 980
1338270 H/II H/I 40629 40648 TGGAGACCTCTCCTCTGCIT | 56 981
1338276 H/MI H/I 55511 55530 GAGCTGCCTTGAACAAGGCT | 32 982
1338304 H/MI H/I 68234 68253 CTGGATGGTCCACCCTGAAC | 40 983
1338343 H/MI H/II 92374 92393 CTTTTCCCAAAACCCATGGT | 52 984
1338348 H/MI H/II 67927 67946 CTAAATGGTCCACCCCGGAC | 61 985
1338367 H/MI H/II 35024 85043 ACGGAGGCCACACTTCCCCC | 49 986
8836 8855
1338398 H/MI H/I AGAAAATGACCAACTCACTG | 59 987
37280 37299
1338440 H/II H/I 18978 18997 GGCCAGGTCCACTCCCATCC | 47 988
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1338462 H/II H/TI 44771 44790 GAAATCTTCTACAGGAAGCC | 49 989
1338479 H/II H/I 47745 47764 CCGGCTGTTCCCCTCCACCT 36 990
1338492 H/II H/II 21990 22009 TGTGGTCCACTTCTCAGCTT 30 991
1338521 H/II H/I 69721 69740 CTGGATTTGTCCATACTCCC 57 992
1338537 3982 4001 94361 94380 TAGGTTAAAAAACTCTCCTC | 27 993
1338555 H/II H/I 68851 68870 ACAAAGATTTCCCTAGACTT | 70 994
1338556 H/II H/TI 42940 42959 GTCGGCTGCACAAACCCTGC | 30 995
1338574 H/II H/TI 93255 93274 GCATGCCGTCCTCCACATCC | 27 996
1338604 H/II H/TI 87666 87685 CTGGGTGGCACCTTCAGAAA | 33 997
1338641 4490 4509 94869 943888 TCTTCCGCCCAATGCCCCCT 39 998
1338649 H/II H/TI 23637 23656 GCTCCAATAAACCAGACCTT | 35 999
1338656 H/II H/TI 27589 27608 AACTGAGTGCCCAAAACTAC | 45 1000
1338660 H/II H/TI 56327 56346 TGGGAACTCACAATTCTCAA | 19 1001
1338684 H/I H/I 18003 18022 GAGATAAACTAAACTCTTCA | 62 1002
1338687 H/II H/II 20424 20443 CAGGACCCCATCCCAGTGTC | 42 1003
1338746 H/IIT H/II 91670 91689 CGCTTCCTAACCCTGCAGGC | 42 1004
1338758 4735 4754 95114 95133 CAGAATGCATCCATTTAATA | 30 1005
1338798 H/II1 H/II 93688 93707 GAGCTGAGTCTTTCCGGCCT | 44 1006
1338849 H/II H/II 89251 89270 AAGCACACTTCCCACCACAA | 35 1007
1338863 H/II H/II 25665 25684 GACACCCACCAGGAGAGCCA | 68 1008
1338887 H/II H/II 53029 53048 GGCCCACCATCCGATGCCCA | 25 1009
1338977 H/MI H/TI 18400 18419 ATCCCATGCCAGCTTCTCCT 52 1010
1338990 H/MI H/TI 28549 28568 GTCCGTAGCAGAACTTGGCT | 25 1011
1339023 H/I H/TI 62903 62922 AGAGACTCGCTCATCAGCGA | 38 1012
1339057 H/MI H/TI 56971 56990 AAGGAGCCTACCTTGCCTTT | 32 1013
1339080 H/MI H/TI 75342 75361 CCCAGCTCCATCCTGATTCA | 65 1014
1339172 H/MI H/TI 22918 22937 CCCCCTCTGTTTCAAAGCTC | 54 1015
1339209 H/MI H/TI 48740 48759 AGGCAACACCCAGCCAGCTC | 55 1016
1339265 H/MI H/TI 40086 40105 ACCTGCTATCCCTATGGGCC | 45 1017
1339285 H/MI H/TI 58736 58755 TTGACCCTCACTCCCATGTC | 62 1018
1339385 H/MI H/I 49046 49065 GGTGACTTCCCAACTGGCTC | 48 1019
1339443 H/MI H/I 76013 76032 GACACACCCCCCTTGCACAC | 56 1020
1339450 H/II H/I 27055 27074 TGTGTCCACCACACGCCCCC | 38 1021
1339516 H/MI H/I 21032 21051 ATGCTGCTCCATGGGAGCAC | 63 1022
1339607 H/MI H/I 65839 65858 ACGGCAACCCTCCAGGGCCG | 50 1023
1339653 H/MI H/II 34555 34574 GGAGACCACAGAACTCCAGA | 41 1024

Ta6mmma 14. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ramMepoB co CMEIIaHHOH OCHOBOW,

H3MCPCHHOC ¢ MOMOMIBI0 HAa0opa mpaiimepoB-30Ha0B RTS39496 mmt uenoseueckoro KCNT1
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SEQ SEQ
SEQ SEQ

Homep ID NO: D NO: ID NO: ID NO: KCNT1 | SEQ

1 2 HocaenoBaremuOCTL (0T S'K 3') | (% 1D
coeIMHEHNs Crapr 1 ?TOH Crapr 2 ?TOH UTO) NO:

cair caiir cair caiir
1080855 3854 3873 94233 | 94252 | GTCACGCTAGTGCCACCGTG | 34 283
1337227 H/II H/II 78102 | 78121 | CTACTGACCCCAGCTTGCCA | 79 1025
1337248 H/II H/II 75247 | 75266 | GCCTGACAGCCCCTGTGCCA | 34 1026
1337290 H/II H/II 87662 | 87681 | GTGGCACCTTCAGAAAGGCC | 22 1027
1337326 H/II H/II 93679 | 93698 | CTTTCCGGCCTTCCTGACCA | 34 1028
1337331 H/II H/II 68815 | 68834 | GAGCTCGCAAAAGGCTGCCC | 55 1029
1337338 H/II H/II 36129 | 36148 | AACTGCCCTTTTAGAGAGCA | 50 1030
1337342 H/IT H/II 40628 | 40647 | GGAGACCTCTCCTCTGCTTC | 39 1031
1337346 H/IT H/II 21952 | 21971 | TGGTGTTGCTCAACTCCAGA | 27 1032
1337351 H/II H/II 85019 | 85038 | GGCCACACTTCCCCCCGGAA | 54 1033
1337358 H/II H/MI 21014 | 21033 | ACCCGAGACACCATCTGGTA | 63 1034
1337359 H/II H/TI 25529 | 25548 | CGCACAGGCACAAAATGCCC | 41 1035
1337363 H/II H/TI 93254 | 93273 | CATGCCGTCCTCCACATCCA | 24 1036
1337386 H/II H/MI 44738 | 44757 | GGGCATCAACCAGAATGCGG | 50 1037
1337427 H/II H/II 68232 | 68251 | GGATGGTCCACCCTGAACAG | 47 1038
1337428 H/II H/II 23623 | 23642 | GACCTTGACTCAATCATGCA | 22 1039
1337500 H/II H/II 18368 18387 | GGCATGGTTCTCTCTAGGCG | 12 1040
1337587 H/II HII 82605 | 82624 | CGAGCATCCCCCTACGCCTC | 47 1041
1337626 H/II HII 81774 | 81793 | CCAACTGACCATGCCAGGAC | 19 1042
1337647 H/II HII 89248 | 89267 | CACACTTCCCACCACAAGGC | 33 1043
1337741 H/II HII 47744 | 47763 | CGGCTGTTCCCCTCCACCTG | 47 1044
1337768 H/II HII 34551 | 34570 | ACCACAGAACTCCAGAAGCA | 43 1045
1337796 H/II H/II 48694 | 48713 | CCCCCAACCCTCCATCGGTC | 63 1046
1337804 H/II HII 27588 | 27607 | ACTGAGTGCCCAAAACTACA | 53 1047
1337813 4733 4752 95112 | 95131 | GAATGCATCCATTTAATAGA | 30 1048
1337823 H/II HII 71036 | 71055 | GCCCCAGACGCACCGTCACA | 26 1049
1337877 H/II H/I1 92299 | 92318 | AGGGAGACACACCCTCCCCA | 69 1050
1337955 H/II HI1 83740 | 83759 | CCCTTTTTCCTTCCGGAGTC 37 1051
1337989 H/II HII 27048 | 27067 | ACCACACGCCCCCCCACGCA | 60 1052
1338104 H/II HII 45590 | 45609 | CGGCTTCTATCTCACACCCG | 42 1053
1338145 H/II HII 62900 | 62919 | GACTCGCTCATCAGCGAGAA | 65 1054
1338148 H/II HI1 20423 | 20442 | AGGACCCCATCCCAGTGTCC | 76 1055
1338168 H/II HI1 38123 | 38142 | TTGCCTGTCCTCACCAGGGT | 26 1056
1338171 H/II H/II 50428 | 50447 | CTGGTGACCCCAACATCTCC | 24 1057
1338183 H/IT HI1 69720 | 69739 | TGGATTTGTCCATACTCCCA | 49 1058
1338287 H/IT HI1 31550 | 31569 | CACCCACTTATCACTTCTCA | 44 1059
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1338298 H/II H/IT 56324 56343 GAACTCACAATTCTCAAACT | 44 1060
1338315 H/II H/IT 58108 58127 CCTGTCTGTCTTCAGCATTC 17 1061
1338323 H/I H/IT 75989 76008 CCCCATGCCCTACTCGGTCT | 55 1062
1338383 H/II H/IIT 85840 85859 CATGTGTGCATACACCGGCA | 39 1063
1338388 H/TI H/IT 24523 24542 CACCCATTCCATTTCAGCTG | 26 1064
1338396 H/TI H/IIT 58735 58754 | TGACCCTCACTCCCATGTCA | 25 1065
1338430 H/TI H/IIT 73607 73626 ATTCCGCCAACTCCTGGCCC | 42 1066
1338432 H/TI H/IIT 19684 19703 CCTCTCTTACATCCAGTCGA | 52 1067
1338433 H/TI H/IT 17441 17460 CGTGAGTCCTCAGAGCACTT | 23 1068
1338435 1596 1615 71958 71977 | TACTTGCACTCCTCCTCACA | 47 1069
1338508 H/TI H/IIT 31082 31101 CCCCATTCCTCCTTTGTATA 45 1070
1338546 H/TI H/IIT 18001 18020 GATAAACTAAACTCTTCACC | 53 1071
1338626 4489 4508 94868 94887 CTTCCGCCCAATGCCCCCTA | 25 1072
1338629 H/TI H/II 51520 51539 CCTGCACCCACCTCGCAGGC | 104 1073
1338634 H/II H/II 42938 42957 CGGCTGCACAAACCCTGCCA | 47 1074
1338638 H/II H/II 86755 86774 | TCGGTGATTTTCATCTGCAG | 77 1075
1338675 H/II H/II 65787 65806 CCGTAGTGACCCTAAAAGTC | 49 1076
1338716 H/II H/II 49045 49064 GTGACTTCCCAACTGGCTCT | 60 1077
1338755 H/II HII 28519 28538 GCCTCGCTTTACCCTCCCAA | 41 1078
1338789 H/II H/II 33659 33678 | TAGGACTATTATACCCAGCC | 18 1079
1338800 H/TI HII 54120 54139 GGTGACAACCACACCACACA | 13 1080
1338828 H/TI H/II 40085 40104 CCTGCTATCCCTATGGGCCC | 28 1081
1338869 H/TI H/II 62036 62055 ATGCTGAGCACCACCGGACC | 31 1082
1338881 H/TI H/II 42155 42174 ACGAGGCCTTTAAAGCGGTC | 37 1083
1338882 H/TI H/II 32210 32229 | TCCAGGGAACCCCTTTCCTT | 35 1084
1338923 H/TI H/II 90397 90416 GCCTGGCGGCCAACAGCACC | 22 1085
1338961 H/TI H/II 18974 18993 AGGTCCACTCCCATCCTTCA | 28 1086
1339007 H/TI H/II 22916 22935 CCCTCTGTTTCAAAGCTCCA | 27 1087
1339060 H/TI H/II 64877 64896 ACCATGGCCATACCCATCGA | 48 1088
1339063 H/TI H/II 56924 56943 GAAGGTTCCCCAAGAGAGGA | 29 1089
1339067 H/I H/II 79215 79234 GCCGTTAGCCTCTCGGCCCA | 39 1090
1339073 H/TI H/II 91669 91688 GCTTCCTAACCCTGCAGGCC | 14 1091
1339099 H/TI H/II 30187 30206 GCTACGCTTCCTTGGAGGCC | 27 1092
1339280 H/I H/IT 37259 37278 CGCTCCCGATACCTGCCCTA | 48 1093
1339340 H/TI H/II 32517 32536 GTCCTTGCTTCCCCTGCTCA 42 1094
1339380* H/TI H/IT 52941 52960 AACAGCCGGATCCTCAGGCC | 13 1095
1339431 H/TI H/IT 55469 55488 AGAGGAAGCTCCTATCCCCA | 10 1096
1339437 3981 4000 94360 94379 AGGTTAAAAAACTCTCCTCA | 17 1097
1339482 H/II H/IT 67913 67932 CCGGACGATCCACCCTGGAC | 53 1098
1339529 H/TI H/IT 60517 60536 GGTGCTCACACTGACGGCCG | 16 1099
1339601 H/TI H/IT 46847 46866 CCGGTGAGACTCATGGGCAT | 36 1100
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1339616

H/IT

| H/TI

|77206 |77225 |GAGGGCACCCACTCCACCCA 80

1101

H3MCPECHHOC C MOMOMIBI0 HAa0opa mpaiimepoB-30Ha10B RTS39496 mmt uenoseueckoro KCNT1

Ta6mmma 15. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ramMepoB co CMENIaHHOH OCHOBOY,

SEQ SEQ SEQ SEQ
Hontep ID ID ID ID KCNT | SEQ
cocxmHents NO: 1| NO: 1| NO: 2| NO: 2 | HocaenopareabHOCTH (0T 5' Kk 3') 1 (% | ID

Crapr | Cron | Crapr | Cron UTC) | NO:

caiir caiir caiir caiir
1080855 3854 3873 94233 | 94252 | GTCACGCTAGTGCCACCGTG 12 283
1337219 H/II H/II 67912 | 67931 | CGGACGATCCACCCTGGACA 38 1102
1337242 H/II H/II 58099 | 58118 | CTTCAGCATTCACTAAAGTC 20 1103
1337315 H/II H/II 71035 | 71054 | CCCCAGACGCACCGTCACAC 17 1104
1337373 H/II H/II 75172 | 75191 | TAGCCCAGCACACCCCATCT 67 1105
1337410 H/II H/II 85018 | 85037 | GCCACACTTCCCCCCGGAAC 40 1106
1337430 H/II H/II 64873 | 64892 | TGGCCATACCCATCGATGCA 23 1107
1337436 H/II H/II 61928 | 61947 | TGCCACAGCCTCAGTGGCAC 54 1108
1337530 H/II H/II 55425 | 55444 | CCTAAGCTGCTTCTGAGGAC 20 1109
1337546 H/IIT H/I 46782 | 46801 | TCAGACAGTCCCTTGTGTAC 56 1110
1337558 H/II H/II 73504 | 73523 | GTTGAGCTGCCAACCGGTCC 55 1111
1337573 H/II H/II 49017 | 49036 | CCGTCCAGCCCCACTCTACC 49 1112
1337594 H/IT H/I 82586 | 82605 | CAGGCTGGCATCTCTAAGGC 39 1113
1337600 H/I H/TI 47687 | 47706 | GGACAGGGACCAACTCCCGG 29 1114
1337617 H/II H/TI 32500 | 32519 | TCATCTCCTTCTCCAGCGAC 33 1115
1337671 H/IT H/TI 56819 | 56838 | CCTGCAGCCCATGACACTAC 38 1116
1337682 H/I H/TI 24465 | 24484 | GCATTGGGAATTACAACCTG 27 1117
1337683 H/IT H/TI 71775 | 71794 | GTCTGTGGACCTCAACCCCC 10 1118
1337685 H/IT H/TI 93628 | 93647 | AGCCAGGGCCCATCCCTGAC 36 1119
1337722 H/IT H/TI 42154 | 42173 | CGAGGCCTTTAAAGCGGTCA 10 1120
1337737 H/IT H/TI 75979 | 75998 | TACTCGGTCTTTCTCCTCCC 33 1121
1337814 H/IT H/TI 92217 | 92236 | GAGGGCAGCTCTAGTAGGTT 13 1122
1337866 H/IT H/TI 68228 | 68247 | GGTCCACCCTGAACAGTCCA 20 1123
1337878 H/IT H/TI 51436 | 51455 | ACTGGTTCCCAGACACCCCT 35 1124
1337882 H/IT H/TI 85836 | 85855 | TGTGCATACACCGGCAGGCC 20 1125
1337931 H/T H/II 18973 | 18992 | GGTCCACTCCCATCCTTCAC 22 1126
1337977 H/T H/II 69657 | 69676 | GTGGAGACCCCACCTAGGTG 28 1127
1338039 H/IT H/TI 65786 | 65805 | CGTAGTGACCCTAAAAGTCC 28 1128
1338121 H/IT H/II 89247 | 89266 | ACACTTCCCACCACAAGGCG 50 1129
1338138 H/IT H/II 93253 | 93272 | ATGCCGTCCTCCACATCCAC 35 1130
1338152 H/T H/TI 26994 | 27013 | CGCTGCTTCCACCAAGATTA 27 1131
1338167 H/IT H/II 48686 | 48705 | CCTCCATCGGTCATAGGCCT 35 1132
1338175* H/T H/TI 52795 | 52814 | ACGCAGAGCTCTGTGTGCCC 20 1133
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1338210 H/II H/I 31547 | 31566 | CCACTTATCACTTCTCAGTT 32 1134
1338223 H/II H/I 60406 | 60425 | GTGGAAGTCATTCTGTGGAA 58 1135
1338230 H/II H/I 30076 | 30095 | TCACACGGCCATCTCCTTCT 55 1136
1338253 H/II H/TI 27586 | 27605 | TGAGTGCCCAAAACTACAGC 36 1137
1338259 H/II H/TI 68747 | 68766 | GGCTGCTCCACAGTGGGTAT 22 1138
1338275 H/II H/I 40002 | 40021 | GATCACTGCCCTCCCCCTTC 37 1139
1338356 H/II H/I 33658 | 33677 | AGGACTATTATACCCAGCCA 13 1140
1338359 H/II H/TI 77205 | 77224 | AGGGCACCCACTCCACCCAC 66 1141
1338397 H/II H/TI 58731 | 58750 | CCTCACTCCCATGTCAGGAC 52 1142
1338442 H/II H/TI 54119 | 54138 | GTGACAACCACACCACACAC 17 1143
1338450 H/II H/TI 22912 | 22931 | CTGTTTCAAAGCTCCAGCTA 22 1144
1338453 H/II H/TI 17996 | 18015 | ACTAAACTCTTCACCTGGGC 10 1145
1338500 H/I H/TI 37255 | 37274 | CCCGATACCTGCCCTAGCGC 26 1146
1338512 H/I H/I 36128 | 36147 | ACTGCCCTTTTAGAGAGCAC 23 1147
1338530 H/II H/II 38112 | 38131 | CACCAGGGTCCTCACCCCCC 45 1148
1338543 H/II H/II 79200 | 79219 | GCCCACAGCCCTTTCACGGC 35 1149
1338578 H/II H/II 19680 | 19699 | TCTTACATCCAGTCGAGGCA 66 1150
1338635 H/II H/II 78101 | 78120 | TACTGACCCCAGCTTGCCAT 31 1151
1338744 H/II H/II 91627 | 91646 | GCTCTTGGCATCCACGGTCA 20 1152
1338759 H/II H/II 21013 | 21032 | CCCGAGACACCATCTGGTAA 23 1153
1338784 H/II H/II 90386 | 90405 | AACAGCACCTTGACTAGCAC 16 1154
1338802 4483 4502 94862 | 94881 | CCCAATGCCCCCTAGATGCA 22 1155
1338823 H/I H/TI 62812 | 62831 | GGCCGACAACCAGATGGAAA 13 1156
1338830 H/MI H/TI 25528 | 25547 | GCACAGGCACAAAATGCCCC 15 1157
1338844 H/MI H/TI 42937 | 42956 | GGCTGCACAAACCCTGCCAA 41 1158
1338866 H/MI H/TI 20392 | 20411 | CCTAAGGGCTTTCTCACCCA 47 1159
1338868 H/MI H/TI 86752 | 86771 | GTGATTTTCATCTGCAGGGT 50 1160
1338872 H/MI H/TI 32209 | 32228 | CCAGGGAACCCCTTTCCTTG 19 1161
1338970 4730 4749 95109 | 95128 | TGCATCCATTTAATAGAAGT 18 1162
1338972 H/MI H/TI 45588 | 45607 | GCTTCTATCTCACACCCGTC 40 1163
1338989 H/MI H/TI 31081 | 31100 | CCCATTCCTCCTTTGTATAA 53 1164
1339003 H/MI H/I 50406 | 50425 | AAGTGATTAAAACATTCGAT 63 1165
1339043 H/MI H/I 17424 | 17443 | CTTGCCTTCACTTGCAGGCA 36 1166
1339083 H/MI H/I 81748 | 81767 | CCTTGGCCTCCAGATACGGC 57 1167
1339202 H/II H/I 40627 | 40646 | GAGACCTCTCCTCTGCTTCA 36 1168
1339239 H/MI H/I 23620 | 23639 | CTTGACTCAATCATGCAGGT 21 1169
1339312 H/MI H/I 56322 | 56341 | ACTCACAATTCTCAAACTGC 10 1170
1339444 H/II H/II 28518 | 28537 | CCTCGCTTTACCCTCCCAAC 33 1171
1339463 H/II H/II 18367 | 18386 | GCATGGTTCTCTCTAGGCGG 29 1172
1339487 H/MI H/I 83705 | 83724 | TCTTTATCCTTCCACTGGGC 52 1173
1339489 H/II H/I 34550 | 34569 | CCACAGAACTCCAGAAGCAA 57 1174
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1339492 H/II H/I 44413 | 44432 | GTGACAACCACACTCGAGGA 44 1175

1339511 H/II H/I 87564 | 87583 | CACCTGGTGTCCAAACTCAC 40 1176
1339614 3980 3999 94359 | 94378 | GGTTAAAAAACTCTCCTCAC 22 1177
1339658 H/II H/TI 21950 | 21969 | GTGTTGCTCAACTCCAGAGA 32 1178

Ta6mmma 16. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranMepoB co CMENIaHHOH OCHOBOW,

H3MCEPCHHOE C MOMOMIBI0 HAabopa mpaiimepoB-30Ha10B RTS39496 mms uenoseueckoro KCNT1

SEQ |SEQ | SEQ SEQ

ID ID ID ID KCNT1
Homep SEQ ID

NO: 1 | NO: 1| NO: 2 | NO: 2 | HocaenopareasHOCTH (0T 'k 3") | (%0
COCHTHEHTE Crapr | Cron | Crapt | Cron UTC) NO:

caiir caiitr | caiir caiir
1080855 3854 3873 | 94233 | 94252 | GTCACGCTAGTGCCACCGTG | 20 283
1337237 H/II H/II 73460 | 73479 | CACTTGGACACAGTGAGCAA | 33 1179
1337310 H/II H/II 56320 | 56339 | TCACAATTCTCAAACTGCTC | 22 1180
1337334 H/II H/II 25484 | 25503 | TGCACAAGAACTTCCTGCCA | 18 1181
1337387 H/I H/II 61916 | 61935 | AGTGGCACCCTCCCTCTACT | 26 1182
1337418 H/II H/II 27584 | 27603 | AGTGCCCAAAACTACAGCGG | 30 1183
1337437 H/II H/II 26993 | 27012 | GCTGCTTCCACCAAGATTAC | 48 1184
1337484 H/II H/II 48648 | 48667 | TCCCTTTACCTCCCCGTGGA | 63 1185
1337492 H/II H/IIT 20386 | 20405 | GGCTTTCTCACCCAGAGCCG | 39 1186
1337495 H/II H/II 85820 | 85839 | GGCCTGAACCAGCTCTATCT | 47 1187
1337542 4729 | 4748 | 95108 | 95127 | GCATCCATTTAATAGAAGTT |6 1188
1337551 H/T H/I 86668 | 86687 | GGCAGGTGCCCATCCACCCA | 37 1189
1337620 H/T H/IT 71774 | 71793 | TCTGTGGACCTCAACCCCCT | 31 1190
1337687 H/IT H/IT 62789 | 62808 | GCGCACGGCCCCATCTGAAC | 21 1191
1337703 H/T H/IT 81747 | 81766 | CTTGGCCTCCAGATACGGCC | 72 1192
1337723 3979 3998 | 94358 | 94377 | GTTAAAAAACTCTCCTCACT | 26 1193
1337738 H/IT H/I 68218 | 68237 | GAACAGTCCATCCCAGATGA | 38 1194
1337743 H/IT H/IT 79199 | 79218 | CCCACAGCCCTTTCACGGCC | 54 1195
1337827 H/IT H/I 40471 | 40490 | CCACACCTGCCTCTCGGCTC | 17 1196
1337838 H/T H/IT 31056 | 31075 | GGCCTTAGTCCTATTGAATT | 32 1197
1337844 H/IT H/IT 32176 | 32195 | AGGCTGCAATTCAACACTGC | 25 1198
1337900 H/T H/IT 37222 | 37241 | GCTGAGTAAGGAAAATCCCC | 23 1199
1337908 H/IT H/IT 58027 | 58046 | GGTCCCCTGTTTACTGATCC |21 1200
1337909 H/T H/IT 77145 | 77164 | GCCCGTTCTTCCCTTAACCA | 33 1201
1337919 H/IT H/IIT 50392 | 50411 | TTCGATGTTTCCCAAAGCTC | 13 1202
1337957 H/IT H/IT 23529 | 23548 | ATGGCCGGCACCCTCCCCCG | 30 1203
1337976 H/IT H/IT 69583 | 69602 | GAGACATTCACCCAGGGCTG | 11 1204
1338002 H/IT H/IT 55408 | 55427 | GACAAGCGGCCCCCAAGCCA | 21 1205
1338003 H/IT H/IT 67911 | 67930 | GGACGATCCACCCTGGACAG | 28 1206
1338010 H/IT H/IT 87563 | 87582 | ACCTGGTGTCCAAACTCACA | 15 1207
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1338046 H/IIT H/MT 56790 | 56809 | CAAAGCTTCTCCTCTCTGGA | 24 1208
1338051 H/IT H/I 58720 | 58739 | TGTCAGGACAGTCTTAGCCA | 22 1209
1338094 H/IT H/IT 24460 | 24479 | GGGAATTACAACCTGAAGCC | 18 1210
1338135 H/IT H/II 34530 | 34549 | GCGGAGAGCCCACACGCCAT | 41 1211
1338176 H/IT H/I 17368 | 17387 | GCTGGGTGTTTACCCAAGAC | 26 1212
1338195 H/IT H/I 75978 | 75997 | ACTCGGTCTTTCTCCTCCCA 32 1213
1338199 H/IT H/I 64871 | 64890 | GCCATACCCATCGATGCAAT | 16 1214
1338202 H/IT H/IT 51420 | 51439 | CCCTCAACCCCCATGCACGC | 50 1215
1338215 H/IT H/I 92164 | 92183 | GTGACGAGCACCCAGTGGGA | 10 1216
1338225 H/IIT H/I 89246 | 89265 | CACTTCCCACCACAAGGCGC | 36 1217
1338226 H/IIT H/I 84998 | 85017 | CAGAACTCGATTCACAGGTA | 20 1218
1338303 H/II H/I 54079 | 54098 | CGCCTGAGCACTCTTACGCA | 20 1219
1338328 H/IIT H/I 18924 | 18943 | TCTGAGGCCATCTTGAGGGA | 49 1220
1338387 H/IIT H/I 44396 | 44415 | GGAGAGGGCCACCCTTCAGC | 41 1221
1338392 H/II H/II 68641 | 68660 | TCTACCCCAGACAATCCACC | 56 1222
1338460 H/II H/IIT 21949 | 21968 | TGTTGCTCAACTCCAGAGAA | 43 1223
1338627 H/I H/II 41902 | 41921 | GCAAACACCCCTGAAAGACA | 41 1224
1338724 H/II H/II 18354 | 18373 | TAGGCGGACAGCAAAAGCCT | 36 1225
1338760* H/II H/II 52750 | 52769 | TGGGTCAGCCTCCAAGAGGC | 21 1226
1338786 H/II H/II 17995 | 18014 | CTAAACTCTTCACCTGGGCA | 28 1227
1338854 H/I H/IIT 82585 | 82604 | AGGCTGGCATCTCTAAGGCA | 22 1228
1338861 H/I H/MI 42857 | 42876 | ATCCGCAGCATCCAAACCCA | 41 1229
1338934 H/I H/MI 65777 | 65796 | CCTAAAAGTCCTATCTGCCC | 28 1230
1338939 H/I H/MI 46672 | 46691 | CCATGGCGAACAACTTGTCC | 29 1231
1338941 H/I H/MI 19669 | 19688 | GTCGAGGCAATTTCTCAGGA | 26 1232
1338960 H/I H/MI 93626 | 93645 | CCAGGGCCCATCCCTGACCG | 65 1233
1339027 H/II H/MI 33551 | 33570 | GTTGGGAGAAAAACAACCAC | 24 1234
1339031 H/II H/MI 35848 | 35867 | TTATGACACCCATTCTGGAC | 67 1235
1339040 H/II H/MI 31546 | 31565 | CACTTATCACTTCTCAGTTC 38 1236
1339072 H/II H/MI 90380 | 90399 | ACCTTGACTAGCACAAGCCC | 15 1237
1339085 H/II H/MI 75168 | 75187 | CCAGCACACCCCATCTCAGT | 50 1238
1339111 H/IT H/MI 47625 | 47644 | GCTGAGATAGAAACAATGGC | 31 1239
1339135 H/II H/MI 22909 | 22928 | TTTCAAAGCTCCAGCTACAC | 45 1240
1339165 H/II H/MI 60122 | 60141 | CCCACGGCCACACCTGTGTC | 49 1241
1339189 H/IT H/II 49015 | 49034 | GTCCAGCCCCACTCTACCCT | 65 1242
1339190 H/IT H/MI 91618 | 91637 | ATCCACGGTCACTCCCGCCT | 32 1243
1339216 4431 4500 | 94860 | 94879 | CAATGCCCCCTAGATGCAGT | 20 1244
1339221 H/IT H/MI 78078 | 78097 | ATCCAAGTAAACATCGCCAG | 43 1245
1339297 H/IT H/MI 71033 | 71052 | CCAGACGCACCGTCACACAT | 29 1246
1339346 H/IIT H/MI 20985 | 21004 | GAGGGTCCACCATCAGGTCC | 31 1247
1339392 H/IIT H/MI 38104 | 38123 | TCCTCACCCCCCAATTCCTA | 44 1248
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1339447 H/IIT H/MT 39987 | 40006 | CCTTCCCCCCACGCCAGCAT |51 1249
1339468 H/IT H/I 32491 | 32510 | TCTCCAGCGACTCTGAACCT | 24 1250
1339552 H/IT H/IT 83704 | 83723 | CTTTATCCTTCCACTGGGCC 47 1251
1339566 H/IT H/II 28517 | 28536 | CTCGCTTTACCCTCCCAACA | 35 1252
1339579 H/IT H/I 30068 | 30087 | CCATCTCCTTCTGCCTGTTA 42 1253
1339588 H/IT H/I 93252 | 93271 | TGCCGTCCTCCACATCCACA | 24 1254
1339644 H/IT H/I 45587 | 45606 | CTTCTATCTCACACCCGTCA 34 1255

Ta6mmma 17. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranmMepoB co CMENIaHHOH OCHOBOW,

H3MEPECHHOE C MOMOIMIBI0 Habopa mpaiimepoB-30H10B RTS39496 mma uenoseueckoro KCNT1

SEQ SEQ SEQ SEQ
Homep ID ID ID ID KCNT1 | SEQ
coexments NO: 1| NO: 1| NO: 2| NO: 2| HocaenoBaressbHOCTH (0T S'k 3") | (% 1D

Crapr | Cron Crapr | Cron UTC) NO:

cair cair cair cair
1080855 3854 3873 94233 | 94252 | GTCACGCTAGTGCCACCGTG | 29 283
1337254 H/II H/II 19579 | 19598 | GGCAGAAGCCCCCAACTCAC | 48 1256
1337263 H/II H/II 56789 | 56808 | AAAGCTTCTCCTCTCTGGAC |45 1257
1337275 H/II H/II 51275 | 51294 | CGTGGCTCACCTACCGTGGC | 68 1258
1337285 H/II H/II 93251 | 93270 | GCCGTCCTCCACATCCACAC | 19 1259
1337317 H/II H/II 67897 | 67916 | GGACAGTCCACCTAGATGGT | 34 1260
1337344 H/II H/II 39980 | 39999 | CCCACGCCAGCATCCAGGAA | 55 1261
1337372 H/TI HAI 18345 18364 AGCAAAAGCCTCTGCTGTCC | 57 1262
1337398 H/TI HAT 48585 48604 CTGGCAAGACCACGAAGCCA | 71 1263
1337447 H/TI HAT 64826 64845 GTTCCGTGAATTTCCCTGAA 18 1264
1337485 H/TI HAI 34528 34547 GGAGAGCCCACACGCCATAC | 50 1265
1337540 H/TI HAI 86667 86686 GCAGGTGCCCATCCACCCAC | 68 1266
1337560 H/TI HAI 79198 79217 CCACAGCCCTTTCACGGCCT | 77 1267
1337589 H/TI HAT 65776 65795 CTAAAAGTCCTATCTGCCCA | 26 1268
1337602 H/TI HAT 47623 47642 | TGAGATAGAAACAATGGCCT | 34 1269
1337625 3976 3995 94355 94374 AAAAAACTCTCCTCACTAGC | 33 1270
1337693 H/TT HAT 17993 18012 AAACTCTTCACCTGGGCATT | 28 1271
1337712 H/TT HAT 32489 32508 | TCCAGCGACTCTGAACCTCT | 37 1272
1337753 H/TT HAT 32175 32194 GGCTGCAATTCAACACTGCC | 40 1273
1337791 H/TT HAT 40470 40489 CACACCTGCCTCTCGGCTCT 54 1274
1337845 H/IT H/IT 93625 | 93644 | CAGGGCCCATCCCTGACCGA | 38 1275
1337880 H/TT HAT 85812 85831 CCAGCTCTATCTTCCCAGAC 35 1276
1337899 H/TT HAT 54078 54097 GCCTGAGCACTCTTACGCAT |9 1277
1337910 H/TT HAT 68217 68236 AACAGTCCATCCCAGATGAC | 51 1278
1337934 H/TT HAIT 26990 27009 GCTTCCACCAAGATTACCCT | 29 1279
1337959 H/TT HAI 46331 46350 | TCATGGTGCCCACCCCCACA |71 1280
1337965 H/IT H/T 41854 | 41873 | ACACAGCCCCACCCCTGCGG | 54 1281
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1337998 H/IT H/MI 90301 90320 | GAGGCCTTGCCCAACAGGGC | 72 1282
1338030 H/IT H/I 49008 | 49027 | CCCACTCTACCCTCTGGCAT | 77 1283
1338063* H/IT H/MI 52674 | 52693 | AGGCCACTCCACTTCTTGGA | 47 1284
1338064 H/IT H/I 71771 | 71790 | GTGGACCTCAACCCCCTACT | 38 1285
1338101 H/IT H/II 28514 | 28533 | GCTTTACCCTCCCAACAGGT | 44 1286
1338134 H/IIT H/I 82506 | 82525 | AACTGACTCCAGGATCCCTA |33 1287
1338143 H/IT H/I 22908 | 22927 | TTCAAAGCTCCAGCTACACC | 44 1288
1338196 4721 4740 95100 [ 95119 | TTAATAGAAGTTTCCAGCGC | 31 1289
1338318 H/IT H/I 69374 | 69393 | GCAGGGAACCCCACCACATC | 72 1290
1338350 H/IIT H/I 92130 | 92149 | GGCCACCAGCTCATTTCACT | 33 1291
1338463 H/IIT H/I 75166 | 75185 | AGCACACCCCATCTCAGTGA | 45 1292
1338468 H/IIT H/I 77142 | 77161 | CGTTCTTCCCTTAACCACCT 31 1293
1338481 H/II H/I 42856 | 42875 | TCCGCAGCATCCAAACCCAC | 34 1294
1338489 H/IIT H/IT 31055 | 31074 | GCCTTAGTCCTATTGAATTA | o4 1295
1338499 H/II H/II 50391 50410 | TCGATGTTTCCCAAAGCTCA | 47 1296
1338504 H/II H/II 55398 | 55417 | CCCCAAGCCACCTGGAACCA | 12 1297
1338548 H/I H/II 23466 | 23485 | GGCCATTTCTCAGGCTGGCC | 66 1298
1338592 H/II H/II 91605 | 91624 | CCCGCCTGAATCCCCCACGC | 41 1299
1338674 H/II H/II 68632 | 68651 GACAATCCACCCCAGAGGGT | 49 1300
1338705 H/II H/II 37184 | 37203 | GGTCTGAGCACACGCTCCTA | 29 1301
1338730 H/I H/II 75977 | 75996 | CTCGGTCTTTCTCCTCCCAC 33 1302
1338748 H/I H/I 89245 | 89264 | ACTTCCCACCACAAGGCGCA | 43 1303
1338897 H/I H/MI 78077 | 78096 | TCCAAGTAAACATCGCCAGT | 59 1304
1339016 H/I H/MI 58716 | 58735 | AGGACAGTCTTAGCCACCAA | 28 1305
1339039 H/I H/MI 25349 | 25368 | GATGGACGATATCTCCTGGA | 22 1306
1339053 H/II H/MI 35847 | 35866 | TATGACACCCATTCTGGACA | 63 1307
1339059 H/II H/MI 81746 | 81765 | TTGGCCTCCAGATACGGCCA | 120 1308
1339088 H/II H/MI 44395 | 44414 | GAGAGGGCCACCCTTCAGCC | 54 1309
1339158 H/II H/M 33536 | 33555 | ACCACAGCCACCTCAAAGAT | 106 1310
1339198 H/II H/MI 45586 | 45605 | TTCTATCTCACACCCGTCAC 66 1311
1339200 H/II H/MI 38102 | 38121 | CTCACCCCCCAATTCCTACC |70 1312
1339205 H/II H/M 70733 | 70752 | AGGTCTCTTCCCTCAGGGAC | 70 1313
1339244 H/II H/MI 29998 | 30017 | TGTGCATAACACAAATATTG | 58 1314
1339275 H/IT H/MI 20957 | 20976 | AGTGAGCTCCCAACTCTGTC | 41 1315
1339318 H/IT H/MI 87559 | 87578 | GGTGTCCAAACTCACAGGCT | 13 1316
1339325 H/IIT H/MI 84987 | 85006 | TCACAGGTAAAAGACACGAC |71 1317
1339393 H/IT H/MI 73446 | 73465 | GAGCAATGCCCACAAAGGTG | 39 1318
1339404 4425 4444 94804 [ 94823 | GTCTTCTGCTTCCTTCAGAA 28 1319
1339405 H/II H/MI 83567 | 83586 | TAAATTGGCATTAATGTCTIT | 90 1320
1339414 H/IIT H/MI 62788 | 62807 | CGCACGGCCCCATCTGAACT | 28 1321
1339430 H/IT H/MI 20350 | 20369 | GGGCTCAGCCCTTTCAGACC | 50 1322
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1339434 H/IT H/MI 61913 61932 | GGCACCCTCCCTCTACTGGC | 33 1323
1339436 H/IT H/I 27583 27602 | GTGCCCAAAACTACAGCGGT | 20 1324
1339456 H/IT H/MI 60121 60140 | CCACGGCCACACCTGTGTCT | 23 1325
1339488 H/IT H/I 24451 24470 | AACCTGAAGCCCAAACGGTT | 70 1326
1339533 H/IT H/II 57933 57952 | GTCACCTGTTTTACTGAGCC | 34 1327
1339609 H/IIT H/I 17365 17384 | GGGTGTTTACCCAAGACAGC | 22 1328
1339624 H/IT H/I 31514 | 31533 GTCTGCGCACAGCTGAGCTT | 34 1329
1339639 H/IT H/IT 56319 | 56338 | CACAATTCTCAAACTGCTCC | 14 1330
1339649 H/IT H/I 18869 18888 | CCGAAGCTCTAATCCCTGGC | 32 1331
1339660 H/IIT H/I 21948 | 21967 | GTTGCTCAACTCCAGAGAAC | 44 1332

Ta6mmma 18. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranMepoB co cMENIaHHOH OCHOBOM,

H3MEPECHHOE C MOMOIMIBI0 Habopa mpaiimepoB-30Ha0B RTS39496 mia uenoseueckoro KCNT1

SEQ SEQ SEQ SEQ
Howep ID NO: | ID ID NO: | ID KCNT1 | SEQ

1 NO: 1|2 NO: 2 | HocaexoBaressuocTh (0T 5' K 3') | (% 1))
coCumentnt Crapr | Cron Crapr | Cron UTC) NO:

caiir cair caiit caiir
1080855 3854 3873 94233 | 94252 | GTCACGCTAGTGCCACCGTG | 15 283
1080891 4702 4721 95081 | 95100 | CTGACCGTACAAACCAGTAA | 18 289
1337256 H/II H/II 48584 | 48603 | TGGCAAGACCACGAAGCCAA | 99 1333
1337339 H/T H/II 50382 | 50401 | CCCAAAGCTCACAACACTCA | 66 1334
1337353 H/II H/TI 51274 51293 GTGGCTCACCTACCGTGGCC 95 1335
1337366 H/I H/TI 78024 78043 GGCTGGCCCCACATGCAGGC | 58 1336
1337404 H/II H/TI 83424 83443 CCCTGGTGCCTTCTACAGGC 52 1337
1337537 H/II H/TI 32487 32506 CAGCGACTCTGAACCTCTGC 30 1338
1337547 H/II H/TI 28513 28532 CTTTACCCTCCCAACAGGTT 62 1339
1337554 H/II H/TI 82500 82519 CTCCAGGATCCCTATGGGCT 31 1340
1337588 H/II H/TI 79156 79175 AGGCACCACCAGATGCCACA | 78 1341
1337604 H/II H/TI 75975 75994 CGGTCTTTCTCCTCCCACCA 36 1342
1337619 3975 3994 94354 94373 AAAAACTCTCCTCACTAGCC 28 1343
1337669 H/II H/TT 20349 20368 GGCTCAGCCCTTTCAGACCT 56 1344
1337742 H/II H/TT 55336 55355 TGTCCCAGACCATCATCGAT 23 1345
1337748 4368 4387 94747 94766 ACGCACCCCTCTCACATGCC 24 1346
1337793* H/II H/TI 52607 52626 GGGAAACCCCCCAAGTCCTC | 39 1347
1337824 H/TI H/TT 38101 38120 | TCACCCCCCAATTCCTACCT 67 1348
1337881 H/TI H/TT 71770 71789 | TGGACCTCAACCCCCTACTT 52 1349
1337888 H/T H/II 91604 | 91623 | CCGCCTGAATCCCCCACGCC | 59 1350
1337903 H/TI H/TT 87558 87577 GTGTCCAAACTCACAGGCTA | 19 1351
1337950 H/TI H/TT 29997 30016 GTGCATAACACAAATATTGC 18 1352
1337958 H/TI H/TI 26984 27003 ACCAAGATTACCCTCAGGAT | 27 1353
1338007 H/TI H/TT 75165 75184 GCACACCCCATCTCAGTGAC | 28 1354
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1338009 H/TI H/IT 35846 | 35865 | ATGACACCCATTCTGGACAT | 50 1355
1338029 H/II H/IT 61912 | 61931 | GCACCCTCCCTCTACTGGCA | 21 1356
1338098 H/I H/IT 18335 18354 | TCTGCTGTCCACTCCTGAAC 99 1357
1338142 H/TI H/IT 32174 | 32193 | GCTGCAATTCAACACTGCCT | 54 1358
1338154 H/TI H/IT 39904 | 39923 | CGGAGGCTGCCCATTAGCTG | 99 1359
1338220 H/TI H/IT 41785 | 41804 | AAACAGGTGCATTCTAGGGT | 41 1360
1338250 H/I H/IIT 64779 | 64798 | ACCTGGTGCACCTGGAGTCA | 25 1361
1338265 H/TI H/IT 44338 | 44357 | GCCCTGCTCAGCACGAAGCC | 53 1362
1338325 H/I H/IT 93154 | 93173 | TGGACAGGCCATTCCCACTC | 34 1363
1338357 H/TI H/IT 34523 34542 | GCCCACACGCCATACAGTTA | 61 1364
1338393 H/TI H/IT 56290 | 56309 | GGACATTCCCAGCATTGACC | 22 1365
1338415 H/I H/IIT 18868 18887 | CGAAGCTCTAATCCCTGGCC | 43 1366
1338507 H/TI H/IT 84986 | 85005 | CACAGGTAAAAGACACGACA | 61 1367
1338513 H/TI H/IIT 23450 | 23469 | GGCCGTGTCCTCCCAAGCCT | 27 1368
1338516 H/II H/II 58711 58730 | AGTCTTAGCCACCAAGGCCT | 56 1369
1338528 H/II H/II 59994 | 60013 | GGACGGGTCCCCATCTTGCC | 70 1370
1338557 H/II H/II 17363 17382 | GTGTTTACCCAAGACAGCTA | 34 1371
1338680 H/II H/II 69373 69392 | CAGGGAACCCCACCACATCA | 41 1372
1338710 H/II H/II 45577 | 45596 | ACACCCGTCACCCTCTGCAC | 64 1373
1338727 H/II H/II 47599 | 47618 | GTCCCAGGCTTCTCTTGGGA 61 1374
1338731 H/TI H/II 24384 | 24403 | GTGTTCTGTTTTACACTAAT 10 1375
1338756 H/TI H/I 40431 40450 | GTGAGATCCACACTCCAGAA | 36 1376
1338761 H/TI H/I 27582 | 27601 | TGCCCAAAACTACAGCGGTC | 25 1377
1338769 H/TI H/II 90160 | 90179 | CGCCAGGGCAGAATTACCTT | 29 1378
1338811 H/TI H/II 73444 | 73463 | GCAATGCCCACAAAGGTGGC | 65 1379
1338815 H/TI H/II 19578 19597 | GCAGAAGCCCCCAACTCACT | 46 1380
1338899 H/TI H/II 22907 | 22926 | TCAAAGCTCCAGCTACACCT | 49 1381
1338900 H/TI H/II 21947 | 21966 | TTGCTCAACTCCAGAGAACC | 53 1382
1338908 H/TI H/II 31009 | 31028 | CCTTAATTACCTCTAAAGAA | 55 1383
1338938 H/TI H/II 81680 | 81699 | TCCCAGTGCCTCACACGCGG | 49 1384
1338959 H/I H/II 85811 85830 | CAGCTCTATCTTCCCAGACA 51 1385
1338982 H/TI H/II 56788 | 56807 | AAGCTTCTCCTCTCTGGACA 33 1386
1339005 H/TI H/IT 57932 | 57951 | TCACCTGTTTTACTGAGCCT 6 1387
1339029 H/TI H/IT 92129 | 92148 | GCCACCAGCTCATTTCACTC 24 1388
1339052 H/TI H/IT 49007 | 49026 | CCACTCTACCCTCTGGCATC 58 1389
1339120 H/TI H/IT 17965 17984 | GGTGGGCTCATTATTAGAGC | 32 1390
1339150 H/TI H/IT 42853 42872 | GCAGCATCCAAACCCACGGT | 39 1391
1339161 H/I H/IT 46246 | 46265 | CAACAGTTCTCCCTGCTGAC 63 1392
1339187 H/TI H/IT 86662 | 86681 | TGCCCATCCACCCACTTGGA | 70 1393
1339208 H/TI H/IT 68619 | 68638 | AGAGGGTCCACCCCAGACAG | 28 1394
1339215 1415 1434 70613 70632 | AGCAGGCCTCCCCATTGTCC | 29 1395
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1339251 H/TI H/IT 65765 65784 | ATCTGCCCAGAACCTCGCCA | 19 1396
1339267 H/II H/IT 31486 31505 | GCAGAGGGTCCCATGAGGCT | 26 1397
1339343 H/I H/IT 54077 54096 | CCTGAGCACTCTTACGCATA |20 1398
1339368 H/TI H/IT 89082 89101 [ CCCCAAAGTCTCCCCCCTAC 50 1399
1339375 H/TI H/IT 33534 33553 | CACAGCCACCTCAAAGATGA | 72 1400
1339403 H/TI H/IT 25322 | 25341 | GCAGGACAATTTCTAGGTAC | 29 1401
1339498 H/I H/IIT 77137 | 77156 | TTCCCTTAACCACCTGTGCA 79 1402
1339507 H/TI H/IT 67895 67914 | ACAGTCCACCTAGATGGTCC | 21 1403
1339527 H/I H/IT 93614 93633 | CCTGACCGACACCTGTCCCA | 32 1404
1339537 H/TI H/IT 62787 | 62806 | GCACGGCCCCATCTGAACTC | 18 1405
1339541 H/TI H/IT 68214 | 68233 | AGTCCATCCCAGATGACCCA | 44 1406
1339659 H/I H/IIT 20956 | 20975 | GTGAGCTCCCAACTCTGTCC 30 1407
1339664 H/TI H/IT 37179 37198 | GAGCACACGCTCCTATGCAT | 63 1408

Tabémmma 19. Camwxerune PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranMepoB co CMEHIaHHOH OCHOBOM,

H3MEPEHHOE C MOMOIIBI0 Habopa npaiimepoB-30H10B RTS39496 ma uenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ ID

ID NO: ID KCNT1 | SEQ
Homep IDNO: | NO: 2

1 NO: 2 | HocaexoareabHOCTH (0T S'K 3") | (% ID
COC/NIHECHH S 1 Cron | Crapr

Crapr . . Cron UTC) | NO:

caiit caiir

caiit caiir
1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG | 31 283
1080888 4698 4717 95077 95096 CCGTACAAACCAGTAAGGAA | 31 55
1337224 HII HAT 73379 73398 CAGAGAGACTCCACCTGTCC |72 1409
1337241 HII H/II 44316 44335 CCCAGGCCCCATGTGTGGTC | 33 1410
1337261 H/II HII 75959 75978 ACCACAGCCTAGACCAGGCT | 35 1411
1337278 HII H/AI 68178 68197 CTGGACAGTTCACCCCAGAT | 23 1412
1337320 HII HII 64141 64160 GTCTTACTTCTTAATGGAGA 10 1413
1337361 HII HII 65622 65641 GGCTGAGGTTTCTACAGCCA | 59 1414
1337362 HII HII 50378 50397 AAGCTCACAACACTCAGGGT | 36 1415
1337368 HII HII 29984 30003 ATATTGCCATTTTAACCCTC 36 1416
1337370 HII HAI 78006 78025 GCAGAGTCCCACCACCAAGA | 63 1417
1337397 HII HII 93149 93168 AGGCCATTCCCACTCGCTGT 32 1418
1337443 HII HII 86660 86679 CCCATCCACCCACTTGGACA | 88 1419
1337454 HII HII 20945 20964 ACTCTGTCCACTTCCTCCAC 39 1420
1337466 HII HAI 19542 19561 GAAAGTTGCCCACTCCTGTA | 63 1421
1337469 H/II HII 84930 84949 GGGTTCGCCCTTACTCATCA 33 1422
1337478 HII HII 24379 24398 CTGTTTTACACTAATGCGGG 68 1423
1337548 4366 4385 94745 94764 GCACCCCTCTCACATGCCCG | 46 1424
1337574 3973 3992 94352 94371 AAACTCTCCTCACTAGCCTG | 28 1425
1337597 HII HAT 75151 75170 AGTGACACTCAAAAGTGCTC | 43 1426
1337610 HII HAI 55302 55321 CCAAGGAGACCTCACTGCTC | 29 1427
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1337639 H/IT H/IT 58690 58709 | TGGCTGACCCCCGCCAGGGC | 34 1428
1337724 H/IT H/IT 51141 51160 | GATGCGGGCCAGGCTAGGCC | 21 1429
1337746 H/IT H/IT 18351 18870 | GCCACTCTCCCTCCAATAGA | 43 1430
1337747 H/IT H/IT 68605 68624 | AGACAGTCCACCCTGGATGA | 45 1431
1337756 H/IT H/IT 85807 85826 | TCTATCTTCCCAGACACACT | 66 1432
1337759 H/IIT H/IT 46174 46193 | TAGTCATACACAGATGGCCA | 73 1433
1337788 H/IT H/IT 59991 60010 | CGGGTCCCCATCTTGCCTAC | 57 1434
1337836 H/IT H/IT 38019 38038 | GCACCGGGCACAGATCCCAC | 35 1435
1337857 H/IT H/IT 56703 56722 | CCGGGCTCCCATGAATGTCC | 33 1436
1337902 H/IIT H/IT 30947 30966 | GGGCTTTGATATATAAATCT | 42 1437
1337935 H/IIT H/IT 41399 41418 | GCCAAGGAACATCAGGGCGA | 55 1438
1337943 H/IIT H/IT 82467 82486 | TGGCCGGAACACACTTTCAC | 59 1439
1338037 1413 1432 70611 70630 | CAGGCCTCCCCATTGTCCAT | 45 1440
1338119 H/IIT H/IT 22825 22844 | GCCCTAGCTTCCCCAGAGCA | 27 1441
1338123 H/II H/II 26982 27001 | CAAGATTACCCTCAGGATCA | 52 1442
1338238 H/II H/II 35744 35763 | GTCTGAGACCCATCTGGGTC | 74 1443
1338267 H/I H/II 42771 42790 | TCTCTGCCAGCCCTAACTTA | 58 1444
1338272 H/II H/II 37095 37114 | AGCACGAGTACCCTCTGCCA | 36 1445
1338307 H/II H/II 33509 33528 | AGCTGCTAAAAGAAATGCCA | 26 1446
1338311 H/II H/II 71765 71784 | CTCAACCCCCTACTTGGTCT 57 1447
1338372 H/I H/II 45575 45594 | ACCCGTCACCCTCTGCACCA | 40 1448
1338412 H/I H/I 87549 87568 | CTCACAGGCTACTCCCCCCA | 35 1449
1338485 H/I H/I 62452 62471 | GGTCCCCTCCTTCTCCCATC 22 1450
1338495 H/I H/I 77110 77129 | ACGCTCCTCCAGCTGAGCCT | 53 1451
1338538 H/I H/II 32172 32191 | TGCAATTCAACACTGCCTTA | 29 1452
1338564 H/II H/II 54043 54062 | TTTGAGGAAATCTACGGGTA | 28 1453
1338583 H/II H/II 91599 91618 | TGAATCCCCCACGCCAGGCC | 34 1454
1338609 H/II H/II 79136 79155 | GCTGTACCCACAGGCGGCAC | 68 1455
1338632 H/II H/II 47565 47584 | ACAGGCTCCATTGAGAGGCT | 52 1456
1338637 H/II H/II 23309 23328 | ATGTTAAATATAACCACCCC | 70 1457
1338645 H/II H/II 93542 93561 | CCCGCACCCACCTCTGGTGC | 75 1458
HAIT H/IT 56054 56073
1338719 TGGAGTGGAGACTCATCCCA | 18 1459
H/I1 H/IT 56118 56137
1338813 H/IT H/IT 17945 17964 | ACTGAGTTCAACAAGATGAA | 28 1460
1338860* H/IT H/IT 52340 52359 | GCCCCACTCACCATGCAGAC | 47 1461
1338362 H/IIT H/IT 27568 27587 | GCGGTCTCTTCTCTCTGTTC 23 1462
1338913 H/IT H/IT 17281 17300 | GATGAATTATTCCCATGGGC | 31 1463
1338924 H/IT H/IT 57904 57923 | CCTTGGCATTCACTGAGCCT 19 1464
1338984 H/II H/IT 25293 25312 | TCCTGACACCCCACCAACGC | 85 1465
1339015 H/IIT H/IT 18333 18352 | TGCTGTCCACTCCTGAACAC | 83 1466
1339021 H/IT H/IT 89016 89035 | GTCTTGTTCTCTGCGAGAAC 13 1467
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1339066 1068 1087 61818 61837 | GCCACGCAGATCATGATGAC | 54 1468
1339087 H/IT H/IT 39852 39871 | CTCAACCGCCTCTTCTGCAA | 86 1469
1339095 H/IT H/IT 20260 20279 | CACACGGCTCCTGTGAGTCA | 31 1470
1339169 H/IT H/IT 31410 31429 | CCCAGGCTCATTCCCGCCAT | 50 1471
1339179 H/IT H/IT 48970 48989 | CGAGGCAGAATTCTCCATTC | 34 1472
1339206 H/IIT H/IT 83413 83432 | TCTACAGGCTCCTTGCATGC | 47 1473
1339271 H/IT H/IT 69371 69390 | GGGAACCCCACCACATCACT | 56 1474
1339413 H/IT H/IT 21945 21964 | GCTCAACTCCAGAGAACCAA | 49 1475
1339432 H/IT H/IT 92126 92145 | ACCAGCTCATTTCACTCCGG | 21 1476
1339500 H/IIT H/IT 28502 28521 | CAACAGGTTCTACCTACCAA | 93 1477
1339509 H/IIT H/IT 32484 32503 | CGACTCTGAACCTCTGCCTC | 70 1478
1339553 H/IIT H/IT 90156 90175 | AGGGCAGAATTACCTTGCAA | 33 1479
1339560 H/II H/IIT 40425 40444 | TCCACACTCCAGAAGAACAA | 49 1480
1339565 H/IIT H/IT 67852 67871 | TCTCATGGCTCTCATTGGCC 41 1481
1339575 H/II H/II 34509 34528 | CAGTTATGACTCAATGAGCC | 48 1482
1339618 H/II H/II 81636 81655 | TCCTGGTTCCACCATCAAGA | 63 1483
1339622 H/I H/II 48514 48533 | GCAACCCTGCCCATTGCCAG | 70 1484

Taoimna 20. Camwxenue PHK KCNT1 ¢ momomero 4000 HM 5-10-5 MOE ranMepoB co CMEIIaHHOH OCHOBOH,

H3MEPEHHOE C IIOMOIIBI0 Habopa mpaiiMepo-30H10B RTS39496 mrt yenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ

ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:

1 2 MocaenoBaresmsHOCTH (0T S' K 3") | (% 1D
COeIITHEHH S 1 Cron 2 Cron

Crapr . Crapr . UTC) NO:

caiir caiit

caiir caiir
1080855 3854 3873 94233 94252 | GTCACGCTAGTGCCACCGTG | 18 283
1337222 H/II H/TI 19455 19474 | GGGCTGGACACCAGCCGACC | 65 1485
1337239 H/II H/TI 48943 48962 | CACCAGGCCAACCATCCCCC | 57 1486
1337318 H/II H/TI 85691 85710 | CTTGCCATCCCGAAATTCCA | 33 1487
1337348 H/TI H/T 29976 | 29995 | ATTTTAACCCTCTTTGCCGC 58 1488
1337452 H/II H/TT 64019 | 64038 | TGCACATCCCGATTTGGCCC | 36 1489
1337457 H/II H/TT 84790 | 84809 | GTGATTTGCATCCAGAATTC | 47 1490
1337517 H/TI H/TI 71575 | 71594 | TGGTCCCTGCCCATAGAGGT | 36 1491
1337538 H/TI H/TT 18845 18864 | CTCCCTCCAATAGAACCTCA | 36 1492
1337649 H/TI H/TT 90107 | 90126 | CACTGGCTGTTAAATTTGCT 18 1493
1337668 H/TI H/TT 20940 | 20959 | GTCCACTTCCTCCACCGGGC | 23 1494
1337680 H/TI H/TT 83316 | 83335 GTCTCTGTATATGCCTGGCC 65 1495
1337690 H/TI H/TT 32086 | 32105 GCACAGCTCCCATGGATGAA | 19 1496

56025 56044
1337697 H/TI H/TT 56089 | 56108 | GGTCCCAGGCCTCTGAGCGC | 10 1497
56153 56172
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1337700 H/I H/IT 76996 | 77015 | GGTGCCGAACCTTAAGGACC | 41 1498
1337725 H/II H/IT 27518 | 27537 | GCAGGTCCACCCTCCCCCGC | 25 1499
1337771 H/I H/IT 37927 | 37946 | TAACCGTTCCCTTCCATGTC 41 1500
1337777 H/TI H/IT 55294 | 55313 | ACCTCACTGCTCACAAGGCC | 18 1501
1337784* H/TI H/IT 52238 | 52257 | GCCTTCGCCATCGCCAGGCT | 14 1502
1337795 H/TI H/IT 86406 | 86425 | GGGCTCGCCACCCCTCATGC | 43 1503
1337855 H/II H/IT 21896 | 21915 | GCTAATGAAACAGCCTGGTC | 43 1504
1337978 H/TI H/IT 78952 | 78971 | CTTGGTTTCCAATCATCATT 36 1505
1337981 H/TI H/IT 32439 | 32458 | TTGGCTCACCCAGATCATCC | 31 1506
1337992 H/TI H/IT 58649 | 58668 | AACCATGGTCCTCCTGGGCC | 38 1507
1337997 H/TI H/IT 17841 17860 | CTCTTGGTTCACACAACCAA | 17 1508
1338015 H/TI H/IIT 67431 | 67450 | GGGCTGCCACCCTCACTGAA | 51 1509
1338071 H/TI H/IIT 62366 | 62385 | GCCCAAGCACTTCACACCCT | 26 1510
1338078 H/TI H/IIT 68133 | 68152 | GATGGTCCACACTAAATGGT | 48 1511
1338085 H/II H/II 69098 | 69117 | CACTATGCCACTAAGGACAC | 60 1512
1338088 H/II H/II 33378 | 33397 | AGGTAAGCATTTAAACCTTG | 34 1513
1338109 H/II H/II 37048 | 37067 | ATGGAAGCCCCCTTCAACCC | 324 1514
1338189 H/II H/II 24230 | 24249 | TCTCAGGGTCTCCCTGGATA | 50 1515
1338200 H/II H/II 28397 | 28416 | AGCTCAGGCCACCCAAGACT | 43 1516
1338204 H/II H/II 31389 | 31408 | TGCGGAATCCCCTCCTGCAC | 47 1517
1338283 H/II H/II 93415 | 93434 | TCTGTTCACCTCACATGCAT 45 1518
1338301 H/TI H/I 20129 | 20148 | GGGATGGCTTCTAATGGCAG | 24 1519
1338308 H/TI H/I 26886 | 26905 | CAGGGTCATCCTCGAAGCCA | 25 1520
1338332 H/TI H/I 77995 | 78014 | CCACCAAGAAACATCGCAGA | 52 1521
1338351 H/TI H/II 91344 | 91363 | GCTCCGCTTGAATCTAAACA | 15 1522
1338402 H/TI H/II 73267 | 73286 | GTCTCCCGCCCTGCCTGGTC | 21 1523
1338467 H/TI H/II 17257 17276 | CCTGTTGGTCCTTAACTGAA | 30 1524
1338474 H/TI H/II 34425 | 34444 | ACCAGCACAGCAAAGGCACA | 36 1525
1338520 H/TI H/II 832454 | 82473 CTTTCACTCTCCATCGGGTT 31 1526
1338536 H/TI H/II 88950 | 88969 | GCTGGCCCAACTCTAGCTGA | 26 1527
1338562 H/TI H/II 23101 | 23120 | CACCCTTCCCAAACTCAGCT | 45 1528
1338631 H/TI H/IT 30920 | 30939 | CACAGTTCAATCCCGAACAC | 23 1529
1338639 H/TI H/IT 75847 | 75866 | GCCTTGGGCTCTTACCCACA | 31 1530
1338683 H/TI H/IT 47511 | 47530 | GCTCAAACCATCAGGACCCA | 20 1531
1338690 H/TI H/IT 92120 | 92139 | TCATTTCACTCCGGCAGGCA | 15 1532
1338725 H/TI H/IT 42691 | 42710 | CTCGCTGTCAACACACGAAC | 38 1533
1338773 H/TI H/IT 35706 | 35725 | TCTGAAGCCCCAAACTAGCT | 63 1534
1338776 H/I H/IT 93094 | 93113 GCATCAGCCCAGAGCACCCC | 22 1535
1338779 H/TI H/IT 44272 | 44291 | TGAGCTCCACCTCATGCCGA | 22 1536
1338795 H/TI H/IT 56670 | 56689 | GGTCGGGCTATCTAACCCAC | 12 1537
1338806 H/TI H/IT 59651 59670 | GGGTTTGTCACACCCTTCAC | 22 1538
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1338817 H/I H/IT 65553 | 65572 | GCATGGGACAATCTCCCCCA | 19 1539
1338835 H/II H/IT 74943 | 74962 | AGGCAGCACTCACTCTACCA | 62 1540
1338840 H/I H/IT 50285 | 50304 | TAGAGTCCCAGCACCTGCCT | 32 1541
1338865 H/TI H/IT 18306 18325 | TACAGCATTACAATTTGATC | 23 1542
1338871 4363 4382 94742 | 94761 CCCCTCTCACATGCCCGGCT | 28 1543
1338895 H/TI H/IT 68551 | 68570 | ATGGATGGTCCACCCCAGAC | 17 1544
1338914 H/II H/IT 51100 | 51119 | AGGAAAACTCCAATGCTGCC | 56 1545
1338918 H/TI H/IT 61485 | 61504 | TCTGTCCCCAAGCTCTGCCG | 21 1546
1338949 3938 3957 94317 | 94336 | GAGCTGGCCCTCCCCCCGCA | 32 1547
1339004 H/TI H/IT 57690 | 57709 | GGCCTGGTTTCCCTATTTAC 26 1548
1339013 H/TI H/IT 39660 | 39679 | CCTGATGAAACTTCAGCCCT | 41 1549
1339037 H/TI H/IIT 40417 | 40436 | CCAGAAGAACAAACCTACCA | 58 1550
1339129 H/TI H/IIT 45288 | 45307 | CAAAGCCTCTTCCATTTGAC | 68 1551
1339149 4695 4714 95074 | 95093 | TACAAACCAGTAAGGAACCA | 19 1552
1339246 H/II HII HIOT | 41186 TGAGCTCCTCAGCATGGGCC | 25 1553
50778 | 50797
1339278 H/II H/II 53948 | 53967 | CTGGAGACACCATCTTCGGA | 13 1554
1339367 H/II H/II 25089 | 25108 | TCAGCCTTCACTCACACAGT | 40 1555
1339373 H/II H/II 70358 | 70377 | AGTGGGCATCCCCATACTGC | 62 1556
1339397 H/II H/II 22735 | 22754 | GGCTCAGTGCCCTTCAGGGA | 26 1557
1339535 H/II H/II 81460 | 81479 | GCTGCTCACCTTTTCTAGTT 66 1558
1339544 H/TI H/I 87544 | 87563 | AGGCTACTCCCCCCAGGCCT | 41 1559
1339594 H/TI H/I 46150 | 46169 | GGGAAGCTCCACACCAGCTC | 42 1560
1339665 H/TI H/I 48469 | 48488 | AGTTCCTCCCCAGACACCGT | 34 1561

Ta6mmma 21. Camkenne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranMepoB co CMEHIAHHOH OCHOBOW,

H3MCPECHHOC C MOMOMIBI0 HAabopa mpaiiMepoB-30Ha0B RTS39496 m uenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ
ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:
1 2 MocaenoareasHOCTh (0T S' K 3") | (% 1D
COeITHEHH S 1 Cron 2 Cron
Crapr . Crapr . UTC) NO:
caiit caiit
caiir caiir
1080855 3854 3873 94233 94252 | GTCACGCTAGTGCCACCGTG | 23 283
1337253 2743 2762 80762 80781 CATGTAGTCCTCCTCGGCGC | 28 1562
1337270 H/II H/TI 22602 | 22621 GCAAAGCTCCCTCTGGAGGA | 53 1563
1337295 H/TI H/TI 32420 32439 | CACGATAATTTCCCATCTTC 27 1564
1337305 H/II H/TI 71519 | 71538 | TGACCCTGCCTTCACTGACC 66 1565
1337384 H/TI H/TI 20104 | 20123 GGCATCAGACCCCACCCCAA | 30 1566
1337489 H/TI H/TI 63575 63594 | AAAGCAGGTCCCCCTGCACC | 43 1567
1337511 H/TI H/TI 39659 39678 | CTGATGAAACTTCAGCCCTC | 54 1568
1337533 2002 2021 73015 73034 | CGAGAAGGCCCTCTTCTTCC | 49 1569
1337545 H/TI H/TI 86405 86424 | GGCTCGCCACCCCTCATGCA | 37 1570
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1337586 H/TI H/II 69090 | 69109 | CACTAAGGACACATTCAGGC | 34 1571
1337591 H/II H/I 90106 | 90125 | ACTGGCTGTTAAATTTGCTA 18 1572
1337611 H/TI H/TI 37926 | 37945 | AACCGTTCCCTTCCATGTCA 43 1573
1337638 H/TI H/TI 87543 87562 | GGCTACTCCCCCCAGGCCTC | 25 1574
1337676 H/I H/TI 25085 | 25104 | CCTTCACTCACACAGTGGCC | 36 1575
1337707 H/TI H/II 83281 83300 | GGCATCTGTCCCACATGGAC | 45 1576
1337776 H/TI H/I 28339 | 28358 | GGTACGGCCTCATCCAGGTC | 38 1577
1337846 H/TI H/TI 59649 | 59668 | GTTTGTCACACCCTTCACTT 38 1578
1337917 H/TI H/TI 18840 18859 | TCCAATAGAACCTCACTGTA | 51 1579
1337984 H/TI H/TI 31388 | 31407 | GCGGAATCCCCTCCTGCACA | 48 1580
H/II H/TI 56053 56072
1338036 GGAGTGGAGACTCATCCCAC | 17 1581
H/II H/I 56117 | 56136
1338073 H/TI H/TI 27516 | 27535 | AGGTCCACCCTCCCCCGCAA | 41 1582
1338105 H/TI H/TI 33373 33392 | AGCATTTAAACCTTGGTGGA | 26 1583
1338108 H/II H/II 17839 17858 | CTTGGTTCACACAACCAAAT | 41 1584
1338147 H/II H/II 56669 | 56688 | GTCGGGCTATCTAACCCACA | 12 1585
1338205 H/II H/II 21895 | 21914 | CTAATGAAACAGCCTGGTCA | 78 1586
1338236 H/II H/I 17256 17275 | CTGTTGGTCCTTAACTGAAA | 26 1587
1338242 H/II H/II 62364 | 62383 CCAAGCACTTCACACCCTGA | 32 1588
1338254 H/II H/II 45287 | 45306 | AAAGCCTCTTCCATTTGACC 59 1589
1338274 H/II H/II 92110 | 92129 | CCGGCAGGCACAGACTGGCC | 26 1590
1338290 H/TI H/TI 77994 | 78013 CACCAAGAAACATCGCAGAC | 70 1591
1338296 H/TI H/TI 37047 | 37066 | TGGAAGCCCCCTTCAACCCT | 48 1592
1338331 H/TI H/TI 51004 | 51023 GCACATGTCCCCCTAAACGG | 55 1593
1338426 H/TI H/TI 18305 18324 | ACAGCATTACAATTTGATCA | 37 1594
1338443 H/TI H/TI 34417 | 34436 | AGCAAAGGCACAACAAGATC | 83 1595
1338449 H/TI H/TI 35705 35724 | CTGAAGCCCCAAACTAGCTG | 49 1596
1338451 4362 4381 94741 94760 | CCCTCTCACATGCCCGGCTT 27 1597
1338456 H/TI H/I 23098 | 23117 | CCTTCCCAAACTCAGCTCCA | 67 1598
1338497 H/TI H/I 42690 | 42709 | TCGCTGTCAACACACGAACA | 36 1599
1338506 H/I H/I 40416 | 40435 | CAGAAGAACAAACCTACCAA | 69 1600
H/II H/I 67276 | 67295
1338540 CTGAGAGGACTCAGGGACTT | 31 1601
H/IIT H/I 67397 | 67416
1338544 H/TI H/II 85690 | 85709 | TTGCCATCCCGAAATTCCAA | 59 1602
1338608 3937 3956 94316 | 94335 | AGCTGGCCCTCCCCCCGCAT | 32 1603
1338622 H/TI H/I 48400 | 48419 | CTTTGAGGCCCCTTGACCTC 65 1604
1338702 H/TI H/I 58560 | 58579 | GAGCGGCTATCCCGCTGCCC | 110 1605
1338735 H/I H/II 44244 | 44263 | AGGCTGTCCCCTTGTCTCCA 40 1606
1338747 H/TI H/I 49819 | 49838 | GGCTTGTCACCCCACCGGGC | 55 1607
1338751 H/TI H/I 68549 | 68568 | GGATGGTCCACCCCAGACGA | 15 1608
1338792 H/II H/TI 46107 | 46126 | GGGCCCACCATAGCCCTGCA | 62 1609




1338816 H/TI H/II 76995 | 77014 | GTGCCGAACCTTAAGGACCC | 47 1610
1338843 H/II H/I 57689 | 57708 | GCCTGGTTTCCCTATTTACT 13 1611
1338847 H/TI H/TI 84781 84800 | ATCCAGAATTCCAGCCGTAC | 44 1612
1338896 H/TI H/TI 70357 | 70376 | GTGGGCATCCCCATACTGCC | 6l 1613
1338936 H/I H/TI 55266 | 55285 | TGGCCAGCTCCTCTTGTCTT 10 1614
1338955 H/TI H/II 53947 | 53966 | TGGAGACACCATCTTCGGAA | 28 1615
1338956 H/TI H/I 24175 | 24194 | CGCTTGAGTCATAAAGACGC | 39 1616
1338971* H/TI H/TI 52174 | 52193 CAGGCACCCCACTCACTCGA | 58 1617
1338973 H/TI H/TI 74942 | 74961 GGCAGCACTCACTCTACCAC | 52 1618
1338987 H/TI H/TI 47465 | 47484 | CTTCGACTCACCGTGGCTCC 34 1619
H/II H/TI 41165 | 41184
1338998 AGCTCCTCAGCATGGGCCCC | 50 1620
H/II H/I 50776 | 50795
1339006 H/TI H/TI 75846 | 75865 | CCTTGGGCTCTTACCCACAT 46 1621
1339019 H/TI H/TI 29975 | 29994 | TTTTAACCCTCTTTGCCGCC 71 1622
1339038 H/II H/II 65552 | 65571 CATGGGACAATCTCCCCCAA | 34 1623
1339058 H/II H/II 93398 | 93417 | CATGCATGCCTTCATCTACA |22 1624
1339077 H/II H/II 48942 | 48961 ACCAGGCCAACCATCCCCCA | 59 1625
1339166 H/II H/I 26816 | 26835 | GAGGAAGCTCCAATCCAGGT | 43 1626
1339211 4681 4700 95060 | 95079 | GAACCAGCAGCAAAGGACGC | 42 1627
1339226 H/II H/II 78951 78970 | TTGGTTTCCAATCATCATTT 31 1628
1339339 H/II H/II 30913 30932 | CAATCCCGAACACCATGTCA | 61 1629
1339347 H/TI H/TI 88946 | 88965 | GCCCAACTCTAGCTGATGCC | 23 1630
1339351 H/TI H/TI 91317 | 91336 | GCAGCTCCCCAGCCCCAGAA | 15 1631
1339472 H/TI H/TI 68132 | 68151 | ATGGTCCACACTAAATGGTC | 40 1632
1339496 H/TI H/TI 61469 | 61488 | GCCGGAGCCACCTCCTGCCT | 16 1633
1339501 H/TI H/TI 93068 | 93087 | GCAGCTCATCCCTCCGAGAA | 26 1634
1339526 H/TI H/TI 31908 | 31927 | CCACAGGCCACCTTGAGGTG | 56 1635
1339577 H/TI H/TI 19431 19450 | GCCCCCCACCTTCCAGATCT | 40 1636
1339605 H/TI H/I 82338 | 82357 | CCACGGTGTCACAATCCTGC | 38 1637
1339655 H/TI H/I 20846 | 20865 | GCCGAGCTCTTCTCTGTCCA 25 1638

Ta6mmma 22. Camxenne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ramMepoB co CMEHIaHHOH OCHOBOW,

H3MCPCHHOC C MOMOMIBI0 HAabopa mpaiimepoB-30Ha0B RTS39496 mmst uenoseueckoro KCNT1

SEQ SEQ SEQ
SEQ
ID ID ID KCNT1 | SEQ
Homep ID NO:
NO: 1| NO: 1| NO: 2 MocaenoBareasHOCTH (0T S'K 3") | (% ID
COCIMTHEHH S 2 Cron
Crapr | Cron Crapr . UTC) NO:
caiir
cair caiir caiir
1080855 3854 3873 94233 | 94252 | GTCACGCTAGTGCCACCGTG | 26 283
1337255 H/TI H/T 56666 | 56685 | GGGCTATCTAACCCACAGCC | 28 1639
1337274 H/TI H/T 74939 | 74958 | AGCACTCACTCTACCACGGA | 68 1640
1337314 H/TI H/T 62360 | 62379 | GCACTTCACACCCTGAGGCA | 18 1641
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1337324 H/TI H/IT 85684 | 85703 | TCCCGAAATTCCAAATCCTC | 51 1642
1337349% H/II H/IT 52173 | 52192 | AGGCACCCCACTCACTCGAT | 52 1643
1337385 H/TI H/IT 24174 | 24193 GCTTGAGTCATAAAGACGCA | 32 1644
1337403 H/TI H/IT 31837 | 31856 | CCATCAGGCCATCTTTGACA | 55 1645
1337421 H/I H/IT 27358 | 27377 | GATCTGAGCCCCTCGGTCCA | 22 1646
1337445 H/TI H/IT 23051 | 23070 | GCATGGTTCCCCGACTCCTC | 23 1647
56051 | 56070
1337470 H/TI H/IIT AGTGGAGACTCATCCCACCC | 29 1648
56115 | 56134
1337512 H/TI H/IIT 76922 | 76941 GACTTAGCCCCATCAGGGCC | 83 1649
1337520 H/TI H/IT 57688 | 57707 | CCTGGTTTCCCTATTTACTG 26 1650
1337543 H/TI H/IIT 39612 | 39631 GCCCATCTCCCCATGCTTGT 52 1651
1337581 H/I H/IIT 48392 | 48411 CCCCTTGACCTCCTCCTGGC 41 1652
1337593 H/TI H/IIT 51003 | 51022 | CACATGTCCCCCTAAACGGC | 85 1653
1337661 H/TI H/IIT 47384 | 47403 | TCTCCGCTTCCTGTCAGGGC 53 1654
1337695 H/II H/II 53932 | 53951 CGGAAGGACATTCAGAGAAA | 33 1655
1337705 H/II H/II 37924 | 37943 CCGTTCCCTTCCATGTCACA 42 1656
1337713 H/II H/II 84746 | 84765 | GTGAAATTCCAGAACAACTT | 77 1657
1337719 H/II H/II 80638 | 80657 | GGATGCGGCCCACTCCCCAC | 66 1658
1337745 H/II H/II 20841 | 20860 | GCTCTTCTCTGTCCAAGGCC 34 1659
1337757 H/II H/II 34411 | 34430 | GGCACAACAAGATCCAGGCA | 15 1660
1337762 H/TI H/II 86403 | 86422 | CTCGCCACCCCTCATGCATA |41 1661
1337797 H/TI H/I 40414 | 40433 GAAGAACAAACCTACCAAGT | 59 1662
1337811 H/TI H/I 28083 | 28102 | TTGCCGGCCCTTCTGTGGAT 38 1663
1337812 H/TI H/I 93067 | 93086 | CAGCTCATCCCTCCGAGAAC | 20 1664
1337865 H/TI H/I 42685 | 42704 | GTCAACACACGAACAGAACC | 47 1665
67268 | 67287
1337913 H/TI H/II ACTCAGGGACTTGCCAAGCA | 55 1666
67389 | 67408
1337921 H/TI H/II 29966 | 29985 | TCTTTGCCGCCCTCTTTTAA 46 1667
1337985 H/TI H/II 58505 | 58524 | CCTGGTTTTCCCCCACGGAA | 35 1668
1338033 H/TI H/II 59648 | 59667 | TTTGTCACACCCTTCACTTT 65 1669
1338035 H/I H/II 37046 | 37065 | GGAAGCCCCCTTCAACCCTC | 47 1670
1338054 H/I H/IT 83280 | 83299 | GCATCTGTCCCACATGGACC | 69 1671
1338068 H/TI H/IT 26739 | 26758 | GCTAGGGATCCCAATGAAAT | 25 1672
1338084 H/TI H/IT 63574 | 63593 | AAGCAGGTCCCCCTGCACCT | 29 1673
1338116 4638 4657 95017 | 95036 | CGCCGCCCGGGATCTCGCCT | 21 1674
1338122 H/TI H/IT 68131 [ 68150 | TGGTCCACACTAAATGGTCC | 43 1675
1338172 H/TI H/IT 20079 | 20098 | CAGGAGGGTCCTCCAAGCGG | 37 1676
1338235 H/I H/IT 17145 | 17164 | GGACAAGCTCCCTCATTGAA | 42 1677
1338239 H/TI H/IT 49817 | 49836 | CTTGTCACCCCACCGGGCAT | 51 1678
1338353 H/TI H/IT 90105 | 90124 | CTGGCTGTTAAATTTGCTAC 38 1679
1338358 H/II H/IT 44119 | 44138 | GACCTGGACACACCACCCTIC | 75 1680
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1338378 H/TI H/IT 22469 | 22488 | GAGGAGGGCACTTATGCAAT | 23 1681
1338461 H/II H/IT 45952 | 45971 GCTTCAGGCCCACTGCCAAC | 69 1682
1338491 H/TI H/IT 55251 | 55270 | GTCTTTTCTTTCAACTGATC 8 1683
1338563 3935 3954 94314 | 94333 CTGGCCCTCCCCCCGCATGA | 35 1684
1338593 H/I H/IT 78949 [ 78968 | GGTTTCCAATCATCATTTTC 59 1685
1338603 H/TI H/IT 25084 | 25103 CTTCACTCACACAGTGGCCG | 39 1686
1338711 H/TI H/IT 88516 | 88535 | CCGTGTGCCCTTACCGTAGC | 29 1687
1338722 H/TI H/IIT 45286 | 45305 | AAGCCTCTTCCATTTGACCT 41 1688
1338742 H/TI H/IIT 87522 | 87541 GCTTCCCCACCACCAGTGCA | 18 1689
1338750 H/TI H/IT 75845 | 75864 | CTTGGGCTCTTACCCACATA | 64 1690
1338774 H/TI H/IIT 70354 | 70373 GGCATCCCCATACTGCCCCC | 36 1691
1338827 H/I H/IIT 21813 | 21832 | AAGGCGGCCACTCCCTTCCC | 35 1692
1338876 H/TI H/IIT 18297 | 18316 | ACAATTTGATCAACCACAGC | 56 1693
1338909 H/TI H/IIT 18838 | 18857 | CAATAGAACCTCACTGTATA | 70 1694
1338966 2000 2019 73013 | 73032 | AGAAGGCCCTCTTCTTCCGC | 30 1695
1339036 H/II H/II 65547 | 65566 | GACAATCTCCCCCAAAGCGG | 27 1696
1339051 H/II H/II 82337 | 82356 | CACGGTGTCACAATCCTGCA |71 1697
1339096 H/II H/II 69087 | 69106 | TAAGGACACATTCAGGCTCC | 53 1698
1339134 H/II H/II 77983 | 78002 | ATCGCAGACCCACCTGCCAC | 55 1699
1339138 H/II H/II 32419 | 32438 | ACGATAATTTCCCATCTTCA | 42 1700
1339191 H/II H/II 71499 | 71518 | CCAGGATCCCAGCATAAGAC | 25 1701
1339263 H/TI H/I 33359 | 33378 | GGTGGAGTAAAAACAATGAT | 52 1702
1339309 H/TI H/I 35667 | 35686 | GGTACAGCCTGAAACTGGCC | 26 1703
1339322 H/TI H/I 61467 | 61486 | CGGAGCCACCTCCTGCCTGA | 27 1704
1339329 H/TI H/I 68548 | 68567 | GATGGTCCACCCCAGACGAT | 23 1705
1339357 H/TI H/II 19331 19350 | AGCTAAGTCCCCTCCCTGTC | 85 1706
1339377 H/TI H/II 48941 | 48960 | CCAGGCCAACCATCCCCCAC | 53 1707
1339445 H/TI H/II 17835 | 17854 | GTTCACACAACCAAATGTTA | 46 1708
1339508 H/TI H/II 93396 | 93415 | TGCATGCCTTCATCTACACC |29 1709
1339531 H/TI H/II 30873 | 30892 | GTCTCAGATTCACAATCCCG | 24 1710
1339580 H/I H/II 92109 | 92128 | CGGCAGGCACAGACTGGCCC | 32 1711
1339583 H/I H/IT 40974 | 40993 GCTCAGGGCCTCCTGATGCA | 59 1712
1339603 4353 4372 94732 | 94751 | ATGCCCGGCTTCCCCGGGCC | 75 1713
1339615 H/TI H/IT 31360 | 31379 | GAGGACCCCCTTTCTITGCTG | 52 1714
1339663 H/TI H/IT 91291 | 91310 | CACCGTCACCCTCCCGGGCA | 30 1715

Ta6mmma 23. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ramMepoB co CMEIIaHHOH OCHOBOY,

H3MCPCHHOC ¢ MOMOIMIBI0 HAa0opa mpaiiMepoB-30Ha0B RTS39496 mmst uenoseueckoro KCNT1

SEQ SEQ SEQ SEQ
KCNT1 | SEQ
Homep ID NO: | IDNO: | IDNO: | ID NO:
MocaenopareasaoOCcTh (0T 'K 3") | (%0 1D
coeannennst | 1 1 Crom | 2 2 Cron
UTC) NO:
Crapr | caiit Crapr | caiir
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caiir

caiir

1080855 3854 3873 94233 94252 | GTCACGCTAGTGCCACCGTG | 33 283
1337281 H/II H/II 23050 | 23069 | CATGGTTCCCCGACTCCTCC 29 1716
1337287 H/II H/I 37916 | 37935 | TTCCATGTCACAGACGCGGC | 29 1717
1337288 H/II H/I 21812 | 21831 | AGGCGGCCACTCCCTTCCCA | 46 1718
1337299 H/II H/I 65509 | 65528 | GCCAACCCCTCCACTTCCGA |21 1719
1337442 3882 3901 94261 94280 | ATGGTGAGTAGAGTGTGCCA | 23 1720
1337465 H/II H/TI 20063 20082 | GCGGCTGATCCCCTCCTCCA | 49 1721
1337482 H/II H/TI 93395 93414 | GCATGCCTTCATCTACACCT 16 1722
1337539 H/II H/TI 74626 | 74645 | CAGGTGAACACAGTCAGCTC | 31 1723
1337580 H/II H/TI 76921 76940 | ACTTAGCCCCATCAGGGCCT | 59 1724
1337592 H/I H/I 62326 | 62345 | GCCTCCACCTTTCCCACTGA 39 1725
1337636 H/I H/I 57687 | 57706 | CTGGTTTCCCTATTTACTGA 29 1726
1337730 H/II H/II 28040 | 28059 | GTCTCTTGCCCTGACAGGCC | 40 1727
1337751 H/II H/II 24117 | 24136 | TCACGGACCCTCCTCCATGC |73 1728
1337772 H/II H/II 26736 | 26755 | AGGGATCCCAATGAAATACA | 72 1729
1337778 H/II H/II 49771 49790 | GGGACAAGCCTCCCACAGAC | 88 1730
1337789 H/IIT H/II 71498 | 71517 | CAGGATCCCAGCATAAGACT | 36 1731
1337818 H/II H/II 85683 85702 | CCCGAAATTCCAAATCCTCC | 41 1732
1337825 H/I H/II 24945 | 24964 | GAGGATTTCCCACGACATCT |2 1733
1337843 H/I H/TI 50908 | 50927 | CGTCTGCTCCTATCAGTCGG 32 1734
1337849 H/I H/TI 61400 | 61419 | CGGCGAATTCCCCGGAGCCT | 35 1735
1337852 H/I H/TI 86402 | 86421 | TCGCCACCCCTCATGCATAC | 60 1736
1337854 H/MI H/TI 48940 | 48959 | CAGGCCAACCATCCCCCACC | 99 1737
1337859 H/MI H/TI 45285 | 45304 | AGCCTCTTCCATTTGACCTA 45 1738
56049 | 56068
1337890 H/MI H/TI TGGAGACTCATCCCACCCCA | 28 1739
56113 56132
1337907 H/MI H/I 40936 | 40955 | GCCCTGTCCCCCCATTGGGC | 77 1740
1337924 H/MI H/I 47241 47260 | GGGCTAGGAAGAACCTGCCT | 70 1741
1337971 H/MI H/I 33311 33330 | ACACTGTGATCCAAAATGAA | 70 1742
1338019 H/MI H/I 30792 | 30811 GTTTGTGAATCACCATAACC | 35 1743
1338031 H/MI H/TI 59645 59664 | GTCACACCCTTCACTTTGTC 29 1744
1338044 H/II H/I 40410 | 40429 | AACAAACCTACCAAGTCCTC | 51 1745
1338049 H/II H/I 31836 | 31855 | CATCAGGCCATCTTTGACAC |61 1746
67980 | 67999
1338110 H/II H/I AATGGTCCATCCCAGAAGGT | 41 1747
68119 | 68138
1338141 H/MI H/TI 87487 | 87506 | CAACAGCCTTCTCTGAGCCG | 35 1748
1338162 H/MI H/I 82335 82354 | CGGTGTCACAATCCTGCAGC | 44 1749
1338197 H/II H/II 91775 91794 | GGCAGGGCCACCTCGCCCCT | 52 1750
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1338295 H/II H/I 44115 | 44134 | TGGACACACCACCCTCCACC | 49 1751
1338310 H/II H/I 89952 | 89971 GAGTCGGTCACCAGAAAGGC | 31 1752
1338317 4352 4371 94731 94750 | TGCCCGGCTTCCCCGGGCCC | 79 1753
1338326 H/II H/TI 75844 | 75863 | TTGGGCTCTTACCCACATAC 34 1754
1338382 1999 2018 73012 | 73031 GAAGGCCCTCTTCTTCCGCT 25 1755
1338418 H/II H/TI 22461 22480 | CACTTATGCAATCCCAGGCT | 30 1756
1338439 H/II H/I 17144 17163 GACAAGCTCCCTCATTGAAT | 45 1757
1338454 H/II H/I 93066 | 93085 | AGCTCATCCCTCCGAGAACA | 26 1758
1338502* H/II H/TI 52172 | 52191 GGCACCCCACTCACTCGATC | 57 1759
1338549 H/II H/TI 35666 | 35685 | GTACAGCCTGAAACTGGCCA | 53 1760
1338572 H/II H/TI 19330 19349 | GCTAAGTCCCCTCCCTGTCC 75 1761
1338621 H/II H/I 80490 | 80509 | CGGCCACGCCTTACTTGTCC |47 1762
1338625 H/I H/TI 18827 18846 | CACTGTATACTTCATTTCCA 86 1763
1338650 H/I H/I 53772 53791 GGGCTGGTCCCCAAAGACAT | 12 1764
1338681 H/II H/II 91290 | 91309 | ACCGTCACCCTCCCGGGCAT |27 1765
1338708 H/II H/II 42680 | 42699 | CACACGAACAGAACCTGCAC | 88 1766
1338799 H/II H/II 39502 39521 GACATGTGCCCACACCAGGC | 44 1767
1338814 H/II H/II 56665 56684 | GGCTATCTAACCCACAGCCC | 69 1768
1338831 H/II H/II 32415 32434 | TAATTTCCCATCTTCAAGGC 73 1769
1338920 H/II H/II 67265 | 07284 CAGGGACTTGCCAAGCAGTC | 58 1770
67386 | 67405
1338993 H/I H/TI 58504 | 58523 CTGGTTTTCCCCCACGGAAC | 65 1771
1338997 H/I H/TI 34376 | 34395 | GGACACTTCCACTGGAGGAT | 50 1772
1339018 H/MI H/TI 88515 88534 | CGTGTGCCCTTACCGTAGCC | 40 1773
1339110 H/MI H/TI 27350 | 27369 | CCCCTCGGTCCAGAATGGCC | 16 1774
1339112 H/MI H/TI 31255 31274 | GTTCAGTTCCCTGCTGCCTC 26 1775
1339124 H/MI H/TI 29960 | 29979 | CCGCCCTCTTTTAAGGACTT 27 1776
1339130 4619 4638 94998 | 95017 | TTGCTGAGAAGATCCTCTCT 27 1777
1339157 H/MI H/TI 48391 48410 | CCCTTGACCTCCTCCTGGCA 58 1778
1339213 H/MI H/TI 17834 17853 | TTCACACAACCAAATGTTAT | 54 1779
1339268 H/MI H/I 77982 | 78001 | TCGCAGACCCACCTGCCACC |51 1780
1339308 H/MI H/I 63553 63572 | AGGATGAGTCCTCATTTGCA | 11 1781
1339338 H/MI H/I 18295 18314 | AATTTGATCAACCACAGCCA |29 1782
1339360 H/MI H/II 55240 | 55259 | CAACTGATCCACTTTCCCCT 16 1783
1339381 H/II H/I 83279 | 83298 | CATCTGTCCCACATGGACCC | 60 1784
1339399 H/MI H/I 45950 | 45969 | TTCAGGCCCACTGCCAACCC | 60 1785
1339406 H/MI H/I 84689 | 84708 | CAGGAAACAAGAACCACGAC | 35 1786
1339410 H/II H/II 69034 | 69053 GGAGTGTCCCAGAAAGTGCA | 47 1787
1339448 H/II H/I 70328 | 70347 | CCCAACCCACATCACAGTGT | 49 1788
1339461 H/MI H/II 37045 37064 | GAAGCCCCCTTCAACCCTCC | 54 1789
1339576 H/II H/TI 20808 | 20827 | GCTGTGGTGACTCACTGCCA | 35 1790
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67947 | 67966

1339589 H/II H/II TCCACCCCAGACGATCCACC | 27 1791
68543 68562

1339597 H/II H/I 78897 | 78916 | GGTTCATTCCAGACTGGAGC | 33 1792

Ta6mmma 24. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE rammMepoB co CMENIaHHOH OCHOBOW,

H3MCPCHHOE C MOMOMIBI0 HAa0opa mpaiimepoB-30Ha0B RTS39496 mm uenoseueckoro KCNT1

SEQ SEQ SEQ SEQ
Homep ID NO: D NO: ID NO: ID NO: KCNT1 | SEQ

1 2 HocaenoBareasHOCTH (0T S'K 3") | (% 1D
COCNMHEHH S Crapr 1 (ETOH Crapr 2 ?TOH UTO) NO:

cair cant cair e
1080855 3854 3873 94233 | 94252 | GTCACGCTAGTGCCACCGTG | 15 283
1080859 3877 3896 94256 | 94275 | GAGTAGAGTGTGCCATCCCC | 13 128
1337244 H/TI H/TI 40935 | 40954 | CCCTGTCCCCCCATTGGGCA | 47 1793
1337262 H/TI H/I 24944 | 24963 | AGGATTTCCCACGACATCTT | 20 1794
1337313 H/II H/II 58502 | 58521 GGTTTTCCCCCACGGAACCC |51 1795
1337356 H/II H/II 50896 | 50915 | TCAGTCGGCTGCCTTAGCCC 8 1796
1337367 H/II H/I 48939 | 48958 | AGGCCAACCATCCCCCACCA | 54 1797
1337474 H/II H/I 62166 | 62185 | GCCGGCTGTCCACCTTGACC | 46 1798
1337505 H/II H/II 55206 | 55225 | TTGTTGCAAACTAAGTGCCC |6 1799
1337521 H/II H/II 68080 | 68099 | CCAGACAGTCCATCCTAGAT |22 1800
1337523 H/TI H/II 45278 | 45297 | TCCATTTGACCTACATCTTA 38 1801
1337555 H/TI H/TI 53762 | 53781 CCAAAGACATGACTCAGGAC | 23 1802
1337568* H/TI H/TI 52171 | 52190 | GCACCCCACTCACTCGATCT 36 1803
1337621 H/TI H/TI 19319 19338 | TCCCTGTCCCATCCTATAGA 52 1804
1337655 H/TI H/TI 31823 | 31842 | TTGACACGGGCAACCAGGAC | 27 1805
1337678 H/TI H/TI 74568 | 74587 | GAGGAGCTTCAATCTATGCC | 40 1806
1337701 H/TI H/TI 61271 | 61290 | GGTCTGGCCCTCTACCCCCA 14 1807
1337720 H/TI H/TI 40384 | 40403 | GGAGCCTGCCCTACTCATCT | 23 1808
1337754 H/TI H/TI 30789 | 30808 | TGTGAATCACCATAACCAGA | 15 1809
1337781 H/TI H/TI 37705 | 37724 | CAGGGATCTGTCTCTATTTC 30 1810
1337986 H/TI H/I 78861 | 78880 [ GTGGCTGGAACATCTCCGGT | 31 1811
1338008 H/TI H/I 89951 | 89970 | AGTCGGTCACCAGAAAGGCA | 11 1812
1338026 H/TI H/I 49770 | 49789 | GGACAAGCCTCCCACAGACC | 58 1813
1338048 H/TI H/I 82334 | 82353 | GGTGTCACAATCCTGCAGCC | 33 1814
1338055 H/TI H/I 31244 | 31263 | TGCTGCCTCCAGTCACTTCA 27 1815
1338076 H/TI H/II 92954 | 92973 | ACAGCCCCCCCATCATCTCA | 28 1816
1338091 H/TI H/I 18294 18313 | ATTTGATCAACCACAGCCAC | 39 1817
1338146 H/I H/II 23046 | 23065 | GTTCCCCGACTCCTCCTCGA 30 1818
1338151 H/TI H/II 17808 17827 | TCTGGTAGAATATTCCATTC 8 1819
1338209 H/TI H/I 56664 | 56683 | GCTATCTAACCCACAGCCCC |23 1820
1338233 H/TI H/I 76874 | 76893 | GGTAGGGCCCTCACTGCTGC | 13 1821
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1338281 H/TI H/II 22460 | 22479 | ACTTATGCAATCCCAGGCTC | 23 1822
1338289 H/II H/I 87461 87480 | GGCCGACACATCCGTGGGAC | 28 1823
1338299 H/TI H/TI 35154 | 35173 GGCTGCACTAACCCAGGACA | 26 1824
1338322 H/TI H/TI 68541 68560 | CACCCCAGACGATCCACCCC | 48 1825
1338376 1998 2017 73011 73030 | AAGGCCCTCTTCTTCCGCTT 19 1826
1338413 H/TI H/II 48390 | 48409 | CCTTGACCTCCTCCTGGCAC 59 1827
1338437 4617 4636 94996 | 95015 GCTGAGAAGATCCTCTCTCT 13 1828
1338446 H/TI H/TI 86379 | 86398 | CACACAGAACCACCAGGTCC |31 1829
1338470 H/TI H/TI 91739 | 91758 | TGACTCCTCCACCCAGACCC | 49 1830
1338480 H/TI H/TI 45928 | 45947 | GGGCCAGCTATTCTGAGCCT | 55 1831
1338624 3275 3294 88220 | 88239 | CCCGTGTGTCCTCACAGTCC 10 1832
1338648 H/I H/I 27349 | 27368 | CCCTCGGTCCAGAATGGCCT | 28 1833
1338701 H/TI H/TI 33280 | 33299 | CGACTGAGATTCTAACGCGA | 30 1834
1338723 H/TI H/TI 29931 29950 | GTTTTGGGCCAGGATGGCCT | 26 1835
1338739 4350 4369 94729 | 94748 | CCCGGCTTCCCCGGGCCCTT 21 1836
1338752 H/II H/II 84684 | 84703 AACAAGAACCACGACAGGGC | 45 1837
1338810 H/II H/II 26731 26750 | TCCCAATGAAATACATGACA | 42 1838
1338834 H/II H/I 37039 | 37058 | CCCTTCAACCCTCCTGTGGA 50 1839
1338912 H/II H/II 91266 | 91285 GCCGAGCCCAGGAAATGCCT | 12 1840
1339008 H/II H/II 69033 69052 GAGTGTCCCAGAAAGTGCAC | 27 1841
1339042 H/II H/II 44039 | 44058 | CAGTTGTCCCAGACTGGCCA | 27 1842
1339049 H/TI H/TI 19951 19970 | GTCAGCATCCTGATTTCCCT 12 1843
1339050 H/TI H/TI 17143 17162 | ACAAGCTCCCTCATTGAATA | 37 1844
67264 | 67283
1339069 H/TI H/TI AGGGACTTGCCAAGCAGTCC | 59 1845
67385 | 67404
1339074 H/TI H/TI 75843 75862 | TGGGCTCTTACCCACATACT 15 1846
1339100 H/TI H/TI 71469 | 71488 | GAGTTTGGACCCCCTAGGTC 18 1847
1339127 H/TI H/TI 55985 56004 | TGTGGACTCACCAGTTGATC 15 1848
1339143 H/TI H/I 77981 78000 | CGCAGACCCACCTGCCACCA |28 1849
1339174 H/TI H/I 20792 | 20811 GCCAGAGGCTCTACTCCCGG | 45 1850
1339218 H/I H/I 70327 | 70346 | CCAACCCACATCACAGTGTC | 53 1851
1339248 H/I H/I 85682 | 85701 CCGAAATTCCAAATCCTCCT 30 1852
1339260 H/TI H/I 21809 | 21828 | CGGCCACTCCCITCCCAGGT 33 1853
1339307 H/TI H/II 47184 | 47203 GCAGAAGAATCTACTTCCTG | 24 1854
1339326 H/TI H/I 42671 42690 | AGAACCTGCACCCGAAGCCG | 39 1855
1339348 H/TI H/I 32414 | 32433 AATTTCCCATCTTCAAGGCC 54 1856
1339349 H/TI H/I 34341 34360 | GTAGAAGCCTCAACTAGTTT | 53 1857
1339379 H/I H/II 59644 | 59663 | TCACACCCTTCACTTTGTCC 28 1858
1339416 H/TI H/I 65508 | 65527 | CCAACCCCTCCACTTCCGAT 10 1859
1339418 H/TI H/I 18825 18844 | CTGTATACTTCATTTCCAAC 14 1860
1339439 H/II H/TI 63552 | 63571 GGATGAGTCCTCATTTGCAA 19 1861
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1339475 H/TI H/II 24115 24134 | ACGGACCCTCCTCCATGCCC 17 1862
1339528 H/II H/I 83278 83297 | ATCTGTCCCACATGGACCCC 26 1863
1339591 H/TI H/TI 27994 | 28013 CGAGCCCCCACAGCCATGGC | 23 1864
1339600 2643 2662 80470 80489 | ACAGAGCCCTCCATGTAGTA | 42 1865
1339625 H/I H/TI 39479 39498 GTCTGATTCATCCTCATTTC 22 1866
1339641 H/TI H/II 57684 57703 GTTTCCCTATTTACTGAGCC 15 1867
1339668 H/TI H/I 93391 93410 GCCTTCATCTACACCTGCAC 22 1868

Ta6mmma 25. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranmMepoB co CMENIaHHOH OCHOBOW,

H3MEPECHHOE C MOMOIMIBI0 Habopa mpaiimepoB-30H10B RTS39496 mma uenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ

ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:

1 2 ocaenoBareasHOCT (0T S'K 3') | (% 1D
COeNMHEHHS 1 Cron 2 Cron

Crapr . Crapr . UTCO) NO:

caiit caiit

caiir cair
1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG | 18 283
1337294 3274 3293 88219 88238 CCGTGTGTCCTCACAGTCCT 12 1869
1337303 H/TI H/TI 93390 93409 CCTTCATCTACACCTGCACA 27 1870
1337343 H/TI H/TI 31240 31259 GCCTCCAGTCACTTCACCTC 25 1871
1337350 H/TI H/TI 18293 18312 | TTTGATCAACCACAGCCACA | 52 1872
1337357 4616 4635 94995 95014 CTGAGAAGATCCTCTCTCTC 21 1873
1337401 H/I H/I 80378 80397 CCCACCCTGCTTCAAGGCCT 42 1874
1337416 H/II H/TI 55175 55194 | TGGACATCCATCTATCATCC 18 1875

67277 | 67296
1337424 H/II H/TI GCTGAGAGGACTCAGGGACT | 36 1876
67398 | 67417

1337491 H/II H/I 63399 | 63418 CCTCACTCCCGCCCTTGCCT 25 1877
1337496 H/II H/TI 37702 37721 GGATCTGTCTCTATTTCTTC 30 1878
1337527 H/II H/I 83270 83289 CACATGGACCCCAGCACCAT | 98 1879
1337552 H/II H/I 26730 | 26749 CCCAATGAAATACATGACAC | 59 1880
1337563 H/II H/TI 92953 92972 CAGCCCCCCCATCATCTCAC 33 1881
1337590 H/II H/TI 89933 89952 CAGTTGCTCCTTCCTTGCCA 20 1882
1337633 H/II H/TI 35153 35172 GCTGCACTAACCCAGGACAA | 30 1883
1337691 H/II H/TI 18770 18789 | TGCCCTGTACCCCATGGGCC 93 1884
1337717 H/TI H/TI 45876 | 45895 AAAGGGCACACACATGTCTC | 38 1885
1337734 H/II H/TI 68022 | 68041 TGACAGTTCACTCCAGATGA | 49 1886
1337761 H/TI H/TI 61134 | 61153 CCAGATGCTATCCTCATGGA 15 1887
1337826 H/II H/TI 19945 19964 | ATCCTGATTTCCCTCATTGT 27 1888
1337863 H/TI H/TI 37024 37043 GTGGAGTGCCCCAGAACGGC | 31 1889
1337895 H/TI H/TI 58494 58513 CCCACGGAACCCCTCTCAGC | 53 1890
1337911 H/TI H/TI 57683 57702 | TTTCCCTATTTACTGAGCCT 22 1891
1337930 H/TI H/TI 78860 | 78879 | TGGCTGGAACATCTCCGGTT 42 1892
1338025 H/TI H/TI 21808 | 21827 GGCCACTCCCTTCCCAGGTG | 47 1893
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1338070 H/TI H/II 32413 32432 | ATTTCCCATCTTCAAGGCCC 41 1894
1338083 1868 1887 72881 72900 | TCTTGTTGTCCTCCCGCTTC 31 1895
1338113 H/TI H/TI 85672 | 85691 AAATCCTCCTGATAATCCTC 59 1896
1338117 H/TI H/TI 24087 | 24106 | AGGTGATGCCCCACAAGACA | 38 1897
1338173 H/I H/TI 68537 | 68556 | CCAGACGATCCACCCCAGAT | 54 1898
1338260 H/TI H/II 17802 17821 AGAATATTCCATTCCCCGCA | 23 1899
1338329 H/TI H/I 29910 | 29929 | CCCACTGCAACATCTTTCCC 47 1900
1338344 H/TI H/TI 30788 | 30807 | GTGAATCACCATAACCAGAC | 19 1901
41166 | 41185
1338361 H/TI H/TI GAGCTCCTCAGCATGGGCCC | 66 1902
50777 | 50796
1338363 H/TI H/TI 91738 | 91757 | GACTCCTCCACCCAGACCCT 54 1903
1338416 H/I H/I 47179 | 47198 | AGAATCTACTTCCTGTGTCC 20 1904
1338458 3872 3891 94251 94270 | GAGTGTGCCATCCCCAGGGT | 12 1905
1338511 H/TI H/TI 70316 | 70335 CACAGTGTCCCCCACGGGCA | 28 1906
1338587 H/II H/II 34077 | 34096 | GTGAGCTGAAATATCATGCC | 51 1907
1338590 H/II H/II 56663 56682 CTATCTAACCCACAGCCCCC 52 1908
1338595 H/II H/II 91139 | 91158 | GACGCAGGCATCCCACTCAT | 34 1909
1338644 H/II H/I 55890 | 55909 | CCCTGGCCCCTCTAGCACCA |24 1910
1338737 H/II H/II 17140 17159 | AGCTCCCTCATTGAATAATT 43 1911
1338754 H/II H/II 62165 | 62184 | CCGGCTGTCCACCTTGACCC 30 1912
1338767 H/II H/II 24939 | 24958 | TTCCCACGACATCTTTTGCA 43 1913
1338796 H/TI H/TI 40925 | 40944 | CCATTGGGCACTTTTACTCA 50 1914
1338801 H/TI H/TI 48375 | 48394 | GGCACCCCAGAAACAAGAGC | 38 1915
1338809 H/TI H/TI 69019 | 69038 | GTGCACCGACACATTCTGGA | 18 1916
1338837 4344 4363 94723 94742 | TTCCCCGGGCCCTTTGCTGC 26 1917
1338848 H/TI H/TI 82333 82352 | GTGTCACAATCCTGCAGCCA | 39 1918
1338857 H/TI H/TI 49769 | 49788 | GACAAGCCTCCCACAGACCA | 50 1919
1338892 H/TI H/TI 23044 | 23063 | TCCCCGACTCCTCCTCGAAC 64 1920
1338929 H/TI H/I 77301 77820 | CCTCGGCCCAATCTGAACTT 58 1921
1338932* 360 379 52129 | 52148 | TTGAGCCGCTCCTTGAAGGT 3 1922
1338980 H/I H/I 40380 | 40399 | CCTGCCCTACTCATCTCAGC 33 1923
1339014 H/I H/I 84626 | 84645 | TCAGGACCTTCCAGAGATTT | 48 1924
1339144 H/TI H/I 19317 19336 | CCTGTCCCATCCTATAGACA 47 1925
1339219 H/TI H/II 74567 | 74586 | AGGAGCTTCAATCTATGCCT | 25 1926
1339220 H/TI H/I 22432 | 22451 AGGGATGATTCTAGAAGGCC | 48 1927
1339243 H/TI H/I 59608 | 59627 | CCATTTCATTTCCAGGCTTA 24 1928
1339272 H/TI H/I 39473 39492 | TTCATCCTCATTTCCCCCGC 42 1929
1339290 H/I H/II 42660 | 42679 | CCGAAGCCGTCACCTCCCTC | 39 1930
1339334 H/TI H/I 76820 | 76839 | GGGCTCACCCCTCACCTGGT | 46 1931
1339341 H/TI H/I 48938 | 48957 | GGCCAACCATCCCCCACCAA | 83 1932
1339353 H/II H/TI 86362 | 86381 | TCCCCAAGCACCACATGACC | 47 1933




1339362 H/TI H/II 27337 | 27356 | AATGGCCTCACCTTGAGATC | 25 1934
1339371 H/II H/I 20738 | 20757 | TGCTCGCTCACAGCCTGCCA | 23 1935
1339391 H/TI H/TI 27910 | 27929 CCAGGTGGTTCCTCCTGCCA 35 1936
1339408 H/TI H/TI 87383 87402 | AGGCTTCTCCATGTGAAGCT 39 1937
1339419 H/I H/TI 45275 45294 | ATTTGACCTACATCTTAGCT 77 1938
1339424 H/TI H/II 75841 75860 GGCTCTTACCCACATACTTG 34 1939
1339486 H/TI H/I 65507 | 65526 CAACCCCTCCACTTCCGATT 32 1940
1339517 H/TI H/TI 53757 53776 GACATGACTCAGGACAGGCC | 8 1941
1339554 H/TI H/TI 71468 | 71487 | AGTTTGGACCCCCTAGGTCC 36 1942
1339598 H/TI H/TI 33277 33296 CTGAGATTCTAACGCGAGCC | 32 1943
1339632 H/TI H/TI 31804 31823 CCTGAGGCCACACGCAGACA |51 1944
1339662 H/I H/I 44003 44022 AAGGTGGTTGCAACCTGCAC | 46 1945

Ta6mmma 26. Camxerune PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranmMepoB co CMEHIaHHOH OCHOBOM,

H3MEPECHHOE C MOMOIIBI0 Habopa npaiiMepoB-30H10B RTS39496 mia uenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ

ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:

1 2 MocaenoBaresHOCTH (0T S'K 3") | (% ID
COeNITHEHH ST 1 Cron 2 Cron

Crapr . Crapr . UTC) NO:

caiir caiir

caiir caiit
1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG | 26 283
1337240 H/TI H/TI 53715 53734 | TGCTGATGTCCCCTGGGACC 29 1946
1337309 H/TI H/TI 83188 83207 GTCCCTGTCACACAACTGCC 36 1947
1337312 H/II H/TI 27908 | 27927 | AGGTGGTTCCTCCTGCCAGA | 34 1948
1337336 H/II H/TI 57563 57582 GAGTTTGTCCCCAGTGCTCA 31 1949
1337374 H/II H/TI 55823 55842 GGGCCTCCTACTCACCCACC 24 1950
1337382 H/II H/TI 37628 37647 GCCTAGGACCCCCTGACAGC | 68 1951
1337402 H/TI H/TI 89929 89948 | TGCTCCTTCCTTGCCAAGCT 31 1952
1337407 H/II H/TI 40378 | 40397 | TGCCCTACTCATCTCAGCGC 41 1953
1337458 H/II H/TI 27328 | 27347 | ACCTTGAGATCCTCAACTAA | 51 1954
1337459 H/II H/TI 63383 63402 GCCTGGTTATGAAATGCGCA | 19 1955
1337503 H/II H/II 33276 33295 | TGAGATTCTAACGCGAGCCG | 60 1956
1337508 H/II H/II 93368 93387 CCTGCAGATTCACCTCTGTA 43 1957
1337585 H/TI H/II 29904 | 29923 GCAACATCTTTCCCTCACTC 52 1958
1337601 H/II H/TI 45839 | 45858 | TGTTTTGACACCCTTGGGCC 43 1959
1337609 H/II H/TI 48919 | 48938 | ACCTCAGGCTCCTGTACCCT 39 1960
1337692 H/II H/TI 61133 61152 CAGATGCTATCCTCATGGAT 36 1961
1337774 H/II H/TI 18746 18765 CTGGAGAGGACCCACAGCCA | 40 1962
1337832 H/II H/II 24050 | 24069 GCCCTGGTCACCGACAGCCT |21 1963
1337834 H/II H/TI 82315 82334 CACGCAGGTCCCAGCAGCTC | 45 1964
1337841 H/II H/TI 68018 | 68037 | AGTTCACTCCAGATGATCCA |24 1965
1337869 H/II H/TI 41154 | 41173 ATGGGCCCCCTGCCCAGTGC | 27 1966
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50765 50784
1337885 H/II H/I 33884 | 33903 ACGGAGTCCCAGGAAAACAA | 52 1967
1337906 H/TI H/TI 69018 | 69037 | TGCACCGACACATTCTGGAA | 38 1968
1337920 H/TI H/TI 58493 58512 | CCACGGAACCCCTCTCAGCA | 48 1969
1337960 H/I H/TI 68532 | 68551 CGATCCACCCCAGATGGTCC | 28 1970
1337973 H/TI H/II 17130 17149 | TTGAATAATTAATCAAGGAC |61 1971
1338047 H/TI H/I 56621 56640 | CCTCATCCATAAACAGGCAG | 35 1972
1338096 H/TI H/TI 36883 36902 | TCACCGCGCCATGACTGCAC | 13 1973
1338106 H/TI H/TI 79652 | 79671 AAGGAGAGTCCCCCTTTTTA 100 1974
1338203 H/TI H/TI 91136 | 91155 GCAGGCATCCCACTCATGAA | 42 1975
1338219 H/TI H/TI 92949 | 92968 | CCCCCCATCATCTCACAGTC 55 1976
1338255 H/I H/I 49707 | 49726 | AGAGTGCCCCATCATGCCCT | 32 1977
1338337 H/TI H/TI 35150 | 35169 | GCACTAACCCAGGACAACAA | 25 1978
1338354 H/TI H/TI 86360 | 86379 | CCCAAGCACCACATGACCCA | o4 1979
1338370 H/II H/II 19942 19961 CTGATTTCCCTCATTGTTGC 39 1980
1338373 H/II H/II 74566 | 74585 GGAGCTTCAATCTATGCCTC 30 1981
1338389 H/II H/II 59489 | 59508 | TTCCCGGTCCTCTACAGGTC 28 1982
1338408 H/II H/I 30787 | 30806 | TGAATCACCATAACCAGACC |29 1983
1338417 H/II H/II 23043 23062 CCCCGACTCCTCCTCGAACC 39 1984
1338448 H/II H/II 45274 | 45293 | TTTGACCTACATCTTAGCTG 47 1985
1338534 H/II H/II 91731 91750 | CCACCCAGACCCTCCGACCT | 57 1986
1338545 H/TI H/TI 84618 | 84637 | TTCCAGAGATTTCCTCCTGC 56 1987
1338558 H/TI H/TI 42658 | 42677 | GAAGCCGTCACCTCCCTCCC | 46 1988
1338565 H/TI H/TI 70315 | 70334 | ACAGTGTCCCCCACGGGCAT | 41 1989
1338614 H/TI H/TI 22422 | 22441 CTAGAAGGCCCTCAGCACAC | 45 1990
1338665 H/TI H/TI 31794 | 31813 CACGCAGACACCAAGGGCAC | 27 1991
1338778 H/TI H/TI 62164 | 62183 CGGCTGTCCACCTTGACCCT 24 1992
1338783 H/TI H/TI 19316 19335 CTGTCCCATCCTATAGACAC 34 1993
1338791 H/TI H/I 47167 | 47186 | CTGTGTCCATTCTCATCCAC 67 1994
1338794 H/TI H/I 43884 | 43903 CCTTCACTGACTATGTGCCT 45 1995
1338807 H/I H/I 18267 18286 | ATCGAGTCATCTGGGAGCCC | 26 1996
1338841 H/I H/I 87216 | 87235 GCACGGAACATGCTTAGGGC |7 1997

67275 | 67294
1338842 H/TI H/I TGAGAGGACTCAGGGACTTG | 38 1998

67396 | 67415
1338859 H/TI H/I 48252 | 48271 CCCACCTGCACAGATGGCAC | 53 1999
1338891 3870 3889 94249 | 94268 | GTGTGCCATCCCCAGGGTCA | 25 2000
1338902 H/TI H/I 65501 65520 | CTCCACTTCCGATTCTGTCC 38 2001
1338904 4614 4633 94993 95012 | GAGAAGATCCTCTCTCTCCA | 23 2002
1338926 H/TI H/I 26729 | 26748 | CCAATGAAATACATGACACA | 62 2003
1338975 H/TI H/I 32404 | 32423 CTTCAAGGCCCTCCACTTAA 46 2004
1338979 H/II H/TI 72850 | 72869 | GCACACGCCATACCTGGGCA | 42 2005
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1338981 H/TI H/II 76819 | 76838 | GGCTCACCCCTCACCTGGTC 60 2006
1339101 H/II H/I 71458 | 71477 | CCCTAGGTCCCTTCTCGGAT 38 2007
1339153 H/TI H/TI 31239 | 31258 | CCTCCAGTCACTTCACCTCT 57 2008
1339231 H/TI H/TI 40922 | 40941 | TTGGGCACTTTTACTCAAAA 35 2009
1339238 H/I H/TI 39472 | 39491 | TCATCCTCATTTCCCCCGCA 32 2010
1339287 H/TI H/II 52004 | 52023 CCTGACTGACTTCTTCCAAC 58 2011
1339310 H/TI H/I 75840 | 75859 | GCTCTTACCCACATACTTGT 34 2012
1339316 H/TI H/TI 24938 | 24957 | TCCCACGACATCTTTTGCAG 37 2013
1339327 H/TI H/TI 78802 | 78821 | TCAGAAGCACCCAGAAGCCG | 82 2014
1339382 H/TI H/TI 17773 17792 | GTTTTAAGACCCCCTTTTTA 70 2015
1339389 H/TI H/TI 77775 | 77794 | TGGATCAGACACCCATGCCG | 77 2016
1339483 H/I H/I 21698 | 21717 | GGACGAAGCTTCCTCTTGCC | 49 2017
1339513 H/TI H/TI 55174 | 55193 GGACATCCATCTATCATCCA | 23 2018
1339581 3271 3290 88216 | 88235 | TGTGTCCTCACAGTCCTCCA 19 2019
1339596 H/II H/II 85663 85682 | TGATAATCCTCTCCTCCCCC 54 2020
1339646 4343 4362 94722 94741 TCCCCGGGCCCTTTGCTGCT 40 2021
1339650 H/II H/II 20703 20722 | ACCCGCTTCCCTCACAGAGC | 55 2022

Taoimna 27. Camwxenue PHK KCNT1 ¢ momomero 4000 HM 5-10-5 MOE ranMepoB co CMEIIaHHOH OCHOBOH,

H3MEPEHHOE ¢ MOMOIIBIO Habopa mpaiimepos-30H10B RTS39496 mmst uenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ

ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:

1 2 ocaenoBaresHOCTH (0T S'K 3") | (% 1D
COeIITHEHH ST 1 Cron 2 Cron

Crapr . Crapr . UTC) NO:

caiir caiir

caiir caiir

1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG | 16 283
67267 | 67286
1337216 HAT H/TI CTCAGGGACTTGCCAAGCAG | 57 2023
67388 | 67407

1337218 HAT H/I 18722 18741 CTAGCTAGCACACACAGCCA | 61 2024
1337231 HAT H/TI 91728 91747 CCCAGACCCTCCGACCTTTA | 50 2025
1337235 HAT H/TI 87155 87174 GGGCTGCCCGTATTCTTCCT 23 2026
1337236 HAT H/TI 27907 | 27926 GGTGGTTCCTCCTGCCAGAC | 37 2027
1337238 HAT H/TI 67994 | 68013 GTATGGTCCACCTAAATGGT | 40 2028
1337249 4581 4600 94960 94979 GGAGGCTGAATTGTGCTTCA | 38 2029
1337308 HAT H/TI 35144 35163 ACCCAGGACAACAAACAAGC | 41 2030
1337321 HAT H/TI 74565 74584 GAGCTTCAATCTATGCCTCA | 54 2031
1337352 HAT H/TI 49632 | 49651 ACGCCTCTCCTCTGTGTGCC 45 2032
1337369 HAT H/TI 40377 | 40396 GCCCTACTCATCTCAGCGCG | 43 2033
1337379 HAIT H/TI 88001 88020 CCTCTGGAAAGAATGTGCCT | 23 2034
1337490 HAT H/TI 78747 | 78766 GGTCCGAGCATCAGAATCAA | 42 2035
1337566 HAT H/TI 61131 61150 GATGCTATCCTCATGGATGC | 13 2036
1337579 HAT H/TI 22415 22434 GCCCTCAGCACACCGAGTCA | 46 2037
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1337666 H/II H/II 89853 89872 | GGCGGGATCATCCTCTGCCA | 57 2038
1337716 H/II H/I 53654 | 53673 AGAGTAGGTCCCAGCAGCCG | 36 2039
1337755 H/II H/TI 47166 | 47185 | TGTGTCCATTCTCATCCACT 37 2040
1337765 3857 3876 94236 | 94255 | AGGGTCACGCTAGTGCCACC | 27 2041
1337868 H/II H/TI 18251 18270 | GCCCCAGGCACCATTAGGCG | 34 2042
1337872 H/II H/II 69017 | 69036 | GCACCGACACATTCTGGAAA | 34 2043
1337876 H/II H/I 45273 45292 | TTGACCTACATCTTAGCTGA | 48 2044
1337912 H/II H/TI 48167 | 48186 | GCCAGAGACATTAATGAAGC | 38 2045
1337948 H/II H/TI 48887 | 48906 | ACCAGAGCCATCAGCAGGTC | 46 2046
1337949 4342 4361 94721 94740 | CCCCGGGCCCTTTGCTGCTT 36 2047
1337983 H/II H/TI 33252 | 33271 GAAAGACCCATCCCCAGAGA | 79 2048
1337995 H/II H/I 43860 | 43879 | TGGACCAGCTCCTCCTCAAA | 43 2049
1338011 H/I H/TI 82160 | 82179 | GTGCTGTCCCAGCTTGAGCA | 56 2050
1338013 H/I H/TI 65493 65512 CCGATTCTGTCCTCCAGGGC | 10 2051
1338052 H/II H/II 16942 16961 TCTGGAAGACTCCGCAGCTC | 27 2052
1338081 H/II H/II 23040 | 23059 | CGACTCCTCCTCGAACCTTC | 31 2053
1338093 H/II H/II 71422 | 71441 TCTGCCGTCCCCTCCAGCAC | 27 2054
1338128 H/II H/I 83187 | 83206 | TCCCTGTCACACAACTGCCA | 37 2055
1338170 H/II H/II 19314 19333 GTCCCATCCTATAGACACCA | 20 2056
1338184 H/II H/II 24937 | 24956 | CCCACGACATCTTTTGCAGC | 21 2057
1338187 H/II H/II 92948 | 92967 | CCCCCATCATCTCACAGTCT | 30 2058
1338191 H/I H/TI 40884 | 40903 CCTGACCCCACCACTGAAGC | 61 2059
1338194 H/I H/TI 76797 | 76816 | CCCAGGACCCCCCCATGGTC | 65 2060
1338214 H/MI H/TI 50742 | 50761 GCGAGGGCCACAACACAGTA | 59 2061
1338216 H/MI H/TI 45838 | 45857 | GTTTTGACACCCTTGGGCCT 55 2062
1338244 H/MI H/TI 57534 | 57553 GGTCCCCTACTTACTAAGCC | 59 2063
1338277 H/MI H/TI 33859 | 33878 | AGGATGCATTCCATCCAGAT | 33 2064
1338330 H/MI H/TI 93366 | 93385 | TGCAGATTCACCTCTGTATT 31 2065
1338406 H/MI H/I 24041 24060 | ACCGACAGCCTCTGTGGCCC | 34 2066
1338423 H/MI H/I 26721 26740 | ATACATGACACACCTGGTGA | 50 2067
1338469 H/MI H/I 17767 17786 | AGACCCCCTTTTTACAAATC | 58 2068
1338482 H/MI H/I 52001 52020 | GACTGACTTCTTCCAACTTT 90 2069
1338484 H/MI H/I 91133 91152 | GGCATCCCACTCATGAAGGC | 21 2070
1338529 H/MI H/II 72827 | 72846 | GCACCGGCAACTTCAGGTAC | 73 2071
1338596 H/II H/I 42630 | 42649 | GTCTCAGCCCTGCTTAGGGC | 26 2072
1338720 H/MI H/I 63303 63322 | ACCCCACCCCACATGGTGGT | 69 2073
1338768 H/MI H/I 37580 | 37599 | CCCAAACTCACACCAGAAGC | 64 2074
1338829 H/II H/II 56516 | 56535 | ACAGGTCTTAATCTCTGGAC | 25 2075
1338880 H/II H/I 32401 32420 | CAAGGCCCTCCACTTAATCA | 55 2076
1338930 H/MI H/I 77774 | 77793 GGATCAGACACCCATGCCGG | 34 2077
1338933 H/II H/TI 75839 | 75858 | CTCTTACCCACATACTTGTC 50 2078
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1338991 H/II H/II 36776 | 36795 GCGGCTCGCTCACATTCCCT 16 2079
1338995 H/II H/I 21697 | 21716 | GACGAAGCTTCCTCTTGCCT | 29 2080
1339025 H/II H/TI 30782 | 30801 CACCATAACCAGACCCGGCA | 28 2081
1339032 H/II H/TI 85537 | 85556 | GCAATGGACCCACTGAGTTT | 55 2082
1339116 H/II H/TI 68493 68512 | GGATGGCCCACCCCAGACAA | 28 2083
1339146 H/II H/II 84616 | 84635 CCAGAGATTTCCTCCTGCTT 41 2084
1339254 H/II H/I 59438 | 59457 | GCACAGTGTCTTCCAGGGCC | 19 2085
1339259 H/II H/TI 29902 | 29921 AACATCTTTCCCTCACTCGC 38 2086
1339276 H/II H/TI 31238 | 31257 | CTCCAGTCACTTCACCTCTIT 66 2087
1339313 H/II H/TI 31775 31794 | CGTGCAACATTTTCAAGCCT | 27 2088
1339315 H/II H/TI 55799 | 55818 | GCTAACCCCCACATCAGAGC | 13 2089
1339337 H/II H/I 20702 | 20721 CCCGCTTCCCTCACAGAGCC | 34 2090
1339384 H/I H/TI 79649 | 79668 | GAGAGTCCCCCTTTTTAGGA | 54 2091
1339435 H/I H/TI 86354 | 86373 CACCACATGACCCACAGGCA | 35 2092
1339438 H/II H/II 70303 70322 | ACGGGCATCCTTGTGTGCCC | 75 2093
1339441 H/II H/II 58492 58511 CACGGAACCCCTCTCAGCAC | 55 2094
1339442 H/II H/II 27326 | 27345 CTTGAGATCCTCAACTAATC | 65 2095
1339493 H/II H/I 62162 | 62181 GCTGTCCACCTTGACCCTTC 17 2096
1339536 H/II H/II 19931 19950 | CATTGTTGCCCACCCATTCC 64 2097
1339539 H/II H/II 54967 | 54986 | ACCATCTGCTCATCATCCAT 37 2098
1339631 H/II H/II 39470 | 39489 | ATCCTCATTTCCCCCGCAGC | 61 2099

Ta6mmma 28. Camxenne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranMepoB cO CMEHIAHHOH OCHOBOW,

H3MCPCHHOC C MOMOMIBI0 Habopa mpaiiMepoB-30H10B RTS39496 mt uenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ

ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:

1 2 MocaenoBaTeasHOCTH (0T 5'K 3") | (% 1D
COeIMTHEHH S 1 Cron 2 Cron

Crapr . Crapr . UTO) NO:

caiit caiit

cair caiir
1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG | 19 283
1337230 H/II H/TI 54962 54981 CTGCTCATCATCCATCCACT 20 2100
1337282 3855 3874 94234 94253 GGTCACGCTAGTGCCACCGT | 16 2101
1337399 4575 4594 94954 94973 TGAATTGTGCTTCACAAGTC 16 2102
1337419 H/TI H/TI 83141 83160 CCAGGACTGTTCACTGCTCT 53 2103
1337435 H/II H/TI 31774 31793 GTGCAACATTTTCAAGCCTC 31 2104
1337450 H/TI H/TI 17765 17784 | ACCCCCTTTTTACAAATCTT 67 2105
1337456 H/II H/TI 78743 78762 CGAGCATCAGAATCAATAAC | 32 2106
1337477 H/TI H/TI 23912 | 23931 CGGGAGCCACAGTCTCCACA | 32 2107
1337498 H/TI H/TI 48849 | 48868 GATGTTTCTTCCCTCTGACC 62 2108
1337525 H/TI H/TI 58491 58510 | ACGGAACCCCTCTCAGCACA | 43 2109
1337532 H/TI H/TI 79502 | 79521 AGGAGCCTCACTTGTTGTCC 48 2110
1337569 H/TI H/TI 33858 33877 GGATGCATTCCATCCAGATA | 55 2111
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1337623 H/TI H/II 23035 | 23054 | CCTCCTCGAACCTTCACGGC 35 2112
1337628 H/II H/I 27855 | 27874 | TTTTCCGGCATTTCTGCTTT 41 2113
1337637 H/TI H/TI 86322 | 86341 GCCTTTTCTAAGAAAACTCC 13 2114
1337645 H/TI H/TI 62155 | 62174 | ACCTTGACCCTTCCCTGCAC 49 2115
1337656 H/I H/TI 27323 27342 | GAGATCCTCAACTAATCACA | 42 2116
1337660 H/TI H/II 18250 18269 | CCCCAGGCACCATTAGGCGG | 17 2117
1337672 H/TI H/I 75838 | 75857 | TCTTACCCACATACTTGTCC 59 2118
1337675 H/TI H/TI 21695 | 21714 | CGAAGCTTCCTCTTGCCTGC 48 2119
1337736 H/TI H/TI 91724 | 91743 GACCCTCCGACCTTTACTCC 38 2120
1337782 H/TI H/TI 22319 | 22338 | GCAGGGCTGTTCCTAGAGAC | 49 2121
1337799 H/TI H/TI 70294 | 70313 CTTGTGTGCCCTCCACCAGC 61 2122
1337810 H/I H/I 35080 | 35099 | GGCAGGTCAGCATCACAGAC | 47 2123
1337822 H/TI H/TI 32400 | 32419 | AAGGCCCTCCACTTAATCAT | 43 2124
1337828 H/TI H/TI 84414 | 84433 GAGGAGAGATCACACAGGCT | 19 2125
1337847 H/II H/II 24885 | 24904 | CTGAATTGCACCCCCAGATT 34 2126
1337870 H/II H/II 63256 | 63275 GAGGCGAGCTTTACACTTTTI 7 2127
1337883 H/II H/II 61120 | 61139 | CATGGATGCCCCAATCTGCC |21 2128
1337901 H/II H/I 40883 40902 CTGACCCCACCACTGAAGCC | 50 2129
1337926 H/II H/II 89852 89871 GCGGGATCATCCTCTGCCAG | 33 2130
1337939 H/II H/II 42514 | 42533 GGGCCATCCCCACTTGACTT 49 2131
1337941 H/II H/II 82116 | 82135 GTCAGCCAGATATCAAGGCA | 35 2132
1337944 H/TI H/TI 51997 | 52016 | GACTTCTTCCAACTTTCCAA 38 2133
1337987 H/TI H/TI 20637 | 20656 | GCTGAGCCCCCACATTGCAC | 47 2134
1338032 H/TI H/TI 48166 | 48185 CCAGAGACATTAATGAAGCC | 52 2135
1338126 H/TI H/TI 71273 71292 | CCAGACGCACCATCACCCAA | 36 2136
1338166 4341 4360 94720 | 94739 | CCCGGGCCCTTTGCTGCTTC 30 2137
1338174 H/TI H/TI 26605 | 26624 | TCTGACAGTCATATTTAACC 42 2138
1338227 H/TI H/TI 40376 | 40395 CCCTACTCATCTCAGCGCGA | 40 2139
1338247 H/TI H/I 29901 29920 | ACATCTTTCCCTCACTCGCC 35 2140
1338262 H/TI H/I 53642 | 53661 AGCAGCCGCCACTTCTCGAA | 35 2141
1338404 H/I H/I 33203 33222 | GAGTGTGGAAAATCTAGTTT | 34 2142
1338405 H/I H/I 76773 76792 | CTCGGCATAACACATGGCCC | 39 2143
1338441 H/TI H/I 74546 | 74565 | AGTTTCCCCCTCCATACAAC 38 2144
1338457 H/TI H/II 49556 | 49575 CCGCCGTCTTTCTCTCTGAA 56 2145
1338509 H/TI H/I 50599 | 50618 | TAAGCACCAGCCTAACCCCT | 43 2146
1338531 H/TI H/I 19930 19949 | ATTGTTGCCCACCCATTCCA 60 2147
1338594 H/TI H/I 91102 | 91121 GGTCCGAGCACCACAGTGCC | 43 2148
1338598 H/I H/II 36772 | 36791 CTCGCTCACATTCCCTGGGA 33 2149
1338600 H/TI H/I 92916 | 92935 CAGGGTAGCCCTGCCAAGCA | 35 2150
1338605 H/TI H/I 16882 16901 AGATGCTTCCCCCTGCCCGC 31 2151
1338617 H/II H/TI 56498 | 56517 | ACCAGGCACCCCAGTTGCCC | 35 2152
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1338630 H/TI H/II 65410 | 65429 | GGATACTTCCAGGAGACCCA |9 2153
1338633 H/II H/I 59373 59392 | CCCCGGCTTACAATCATGTT 70 2154
1338785 H/TI H/TI 55798 | 55817 | CTAACCCCCACATCAGAGCT | 19 2155
1338919 H/TI H/TI 43834 | 43853 CAGAGGGACCTCTCTCTTTT 53 2156
1339000 H/I H/TI 68995 | 69014 | TCCAGGTAATAATATACTCT 13 2157
1339041 H/TI H/II 87983 88002 | CTGGTTTCCTCCTGAGCACA 11 2158
1339062 H/TI H/I 68444 | 68463 CCCTGATGATCTACCCCAGA |61 2159
1339064 H/TI H/TI 31171 31190 | AGACGCAGCCCACTCGGATA | 48 2160
1339092 1126 1145 67047 | 67066 | CTGCCGCTCCATCCAGAGGT 15 2161
1339123 H/TI H/TI 30774 | 30793 CCAGACCCGGCAAAACACTC | 32 2162
19239 19258
1339152 H/II H/II GAGCCAGGTCCCCTTCCCTC 8 2163
19285 19304
1339185 H/TI H/TI 37579 | 37598 | CCAAACTCACACCAGAAGCC | 53 2164
1339247 H/TI H/TI 67992 | 68011 ATGGTCCACCTAAATGGTCC 15 2165
1339261 H/II H/II 72769 | 72788 | TCCTGCAAATCACCAGAGTC | 36 2166
1339286 H/II H/II 39468 | 39487 | CCTCATTTCCCCCGCAGCAT 18 2167
1339304 H/II H/II 85511 85530 | GCTCCCGTAACAAATGACCG | 39 2168
1339344 H/II H/I 45813 45832 GCCCCCCCATAGCTTGGCCA | 53 2169
1339401 H/II H/II 57485 57504 | GGGTCCCTGTTTACTGATCC 8 2170
1339402 H/II H/II 77771 77790 | TCAGACACCCATGCCGGGCC | 38 2171
1339409 H/II H/II 87154 | 87173 GGCTGCCCGTATTCTTCCTG 9 2172
1339512 H/TI H/TI 45197 | 45216 | CCGAGAGCGCATCCCAGCTC | 37 2173
1339514 H/TI H/TI 93365 93384 | GCAGATTCACCTCTGTATTC 20 2174
1339520 H/TI H/TI 18696 18715 | TCCAGCGGTCCACCTCCTAA | 28 2175
1339532 H/TI H/TI 47165 | 47184 | GTGTCCATTCTCATCCACTC 14 2176

Tabmmma 29. Camxenne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranMepoB co CMEHIaHHOH OCHOBOW,

H3MCPECHHOC C MOMOMIBI0 Habopa mpaiimepoB-30Ha0B RTS39496 mmt uenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ
ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:
1 2 MocaenoBareasHOCTH (0T 5'K 3") | (% 1D
COCITHEHH S 1 Cron 2 Cron
Crapr . Crapr . UTCO) NO:
caiit caiit
cair caiir
1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG |21 283
1081135 H/II H/TI 87153 87172 GCTGCCCGTATTCTTCCTGA 11 174
1337221 H/TI H/TI 74540 | 74559 CCCCTCCATACAACAGGGAC | 20 2177
1337286 H/II H/TI 43832 | 43851 GAGGGACCTCTCTCTTTTAA 31 2178
1337375 H/TI H/TI 26604 | 26623 CTGACAGTCATATTTAACCA 18 2179
1337380 H/TI H/TI 49350 | 49369 GCTTAGGAACCCACCCTCCC | 42 2180
1337432 H/TI H/TI 82115 82134 | TCAGCCAGATATCAAGGCAA | 22 2181
1337433 H/TI H/TI 50597 50616 | AGCACCAGCCTAACCCCTGT | 33 2182
1337481 H/TI H/TI 87975 87994 CTCCTGAGCACAGATCGCCG | 18 2183
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1337541 H/TI H/II 84309 | 84328 | GGAGAGACTCCTCTCACACA |29 2184
1337599 H/II H/I 45703 45722 | ACGGCGGCACACACTATAGC | 57 2185
1337664 H/TI H/TI 40882 | 40901 | TGACCCCACCACTGAAGCCA |40 2186
1337706 H/TI H/TI 27835 | 27854 | CCAGCATATATTCAATCAAC 15 2187
1337715 H/I H/TI 27322 | 27341 AGATCCTCAACTAATCACAT 14 2188
1337721 H/TI H/II 48848 | 48867 | ATGTTTCTTCCCTCTGACCT 39 2189
1337783 H/TI H/I 47164 | 47183 | TGTCCATTCTCATCCACTCA 10 2190
1337802 H/TI H/TI 76772 | 76791 | TCGGCATAACACATGGCCCC | 43 2191
1337892 H/TI H/TI 37541 37560 | TGTTCCCCCACCCTGAATCC 52 2192
1337918 H/TI H/TI 91723 91742 | ACCCTCCGACCTTTACTCCA 28 2193
1337940 3851 3870 94230 | 94249 | ACGCTAGTGCCACCGTGTCC | 8 2194
1337954 H/I H/I 17764 17783 CCCCCTTTTTACAAATCTITC 20 2195
1337968 H/TI H/TI 75837 | 75856 | CTTACCCACATACTTGTCCA 59 2196
1337972 H/TI H/TI 68982 | 69001 ATACTCTTGTTACCTTGTCA 9 2197
1338045 H/II H/II 36771 36790 | TCGCTCACATTCCCTGGGAA | 8 2198
1338058 H/II H/II 42499 | 42518 | GACTTGTGCCCATAAGGAGC | 38 2199
1338111 H/II H/II 33073 33092 GACAATGATTCAAACATGGC | 20 2200
1338157 H/II H/II T4 T GGTCAGTAAATGCTGGGTTT | 46 2201
57977 | 57996
1338190 H/II H/II 63255 | 63274 | AGGCGAGCTTTACACTTTTA 5 2202
1338234 H/TI H/II 18233 18252 CGGATGGACACCACTTCCTG | 34 2203
1338286 H/TI H/TI 70290 | 70309 | TGTGCCCTCCACCAGCAGGC | 19 2204
1338306 H/TI H/TI 72768 | 72787 | CCTGCAAATCACCAGAGTCC | 16 2205
1338309 H/TI H/TI 22308 | 22327 | CCTAGAGACATCCCCACCGC | 41 2206
1338345 H/TI H/TI 71272 | 71291 CAGACGCACCATCACCCAAC |25 2207
1338346 H/TI H/TI 21649 | 21668 | CTTCCTGGCACCTCTCATGT 58 2208
1338385 H/TI H/TI 78741 78760 | AGCATCAGAATCAATAACGA |29 2209
1338386 H/TI H/TI 45196 | 45215 CGAGAGCGCATCCCAGCTCC | 28 2210
1338510 H/TI H/TI 53583 53602 | AGCAAGTTCCCACCCACCCT 11 2211
1338526 H/TI H/I 86315 86334 | CTAAGAAAACTCCCTTGCCA | 41 2212
19226 19245
1338570 H/TI H/I TTCCCTCTCATCCTATAGAC 27 2213
19272 19291
1338597 H/TI H/I 66872 | 66891 GGGCCTTTCCCACATGGAAA |20 2214
1338620 H/TI H/I 19929 19948 | TTGTTGCCCACCCATTCCAG 26 2215
1338652 H/TI H/I 55797 | 55816 | TAACCCCCACATCAGAGCTC | 12 2216
1338669 4574 4593 94953 94972 | GAATTGTGCTTCACAAGTCA 17 2217
1338693 4334 4353 94713 94732 | CCTTTGCTGCTTCTAACTTC 12 2218
1338715 H/TI H/II 93364 | 93383 CAGATTCACCTCTGTATTCC 16 2219
1338770 H/TI H/II 39360 | 39379 | TGCTGTGTCCCACCCTGAGC 23 2220
1338821 H/II H/TI 51951 51970 | AGCAGGACCACTCCCTCCAC | 49 2221
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1338850 H/TI H/II 89851 89870 | CGGGATCATCCTCTGCCAGC 12 2222
1338875 H/II H/I 92886 | 92905 GAGGCCACCATCCCAGCAGT | 46 2223
1338925 H/TI H/TI 58477 | 58496 | AGCACAGGCATCTACTGACC |11 2224
1338947 H/TI H/TI 33857 | 33876 | GATGCATTCCATCCAGATAT |23 2225
1338994 H/I H/TI 54492 | 54511 GGGATGTGAAACCAGAAGCC |5 2226
1339068 H/TI H/II 62100 | 62119 | ACTGGAGACCCACCATCTCC | 14 2227
1339071 H/TI H/I 35078 | 35097 | CAGGTCAGCATCACAGACCT | 47 2228
1339122 H/TI H/TI 20636 | 20655 CTGAGCCCCCACATTGCACC | 42 2229
1339132 H/TI H/TI 65402 | 65421 CCAGGAGACCCAGCCGGCGC | 29 2230
1339176 H/TI H/TI 30772 | 30791 AGACCCGGCAAAACACTCCT | 27 2231
1339183 H/TI H/TI 91101 91120 | GTCCGAGCACCACAGTGCCC | 24 2232
1339188 246 265 16638 16657 | AAGGGCAGCACCTCGGAGTC | 9 2233
1339255 H/TI H/TI 61118 | 61137 | TGGATGCCCCAATCTGCCCA 10 2234
1339279 H/TI H/TI 68440 | 68459 | GATGATCTACCCCAGAGGAC | 35 2235
1339293 H/II H/II 56480 | 56499 | CCCGCAGTCACCTCCCACTG |21 2236
1339333 H/II H/II o783 08002 CTAAATGGTCCATCCCAGAA | 49 2237
68122 | 68141
1339359 H/II H/I 77748 | 77767 | GTCCCTGTCCTAATGAGCTG 15 2238
1339428 H/II H/II 18695 18714 | CCAGCGGTCCACCTCCTAAT 20 2239
1339433 H/II H/II 23034 | 23053 CTCCTCGAACCTTCACGGCC 18 2240
1339462 H/TI H/II 85508 | 85527 | CCCGTAACAAATGACCGCAA | 18 2241
1339534 H/TI H/TI 29900 | 29919 | CATCTTTCCCTCACTCGCCT 21 2242
1339542 H/TI H/TI 31764 | 31783 | TTCAAGCCTCGATCAAGTAA | 39 2243
1339547 H/TI H/TI 48121 48140 | CTGTGGCCGCCCACTTCTCC 20 2244
1339561 H/TI H/TI 24881 24900 | ATTGCACCCCCAGATTCCCT 26 2245
1339584 H/TI H/TI 31170 | 31189 | GACGCAGCCCACTCGGATAA | 43 2246
1339590 H/TI H/TI 59372 | 59391 CCCGGCTTACAATCATGTTT 49 2247
1339612 2552 2571 79466 | 79485 GGTTCAGCTCCTTGCGGGAT 5 2248
1339637 H/TI H/I 82970 | 82989 | GCTTGCTGACCCAAACTTCA |26 2249
1339640 H/TI H/I 32399 | 32418 | AGGCCCTCCACTTAATCATA | 43 2250
1339651 H/I H/I 40308 | 40327 | GGCAGCAGCTCCATTACCTC | 36 2251
1339657 H/I H/I 23907 | 23926 | GCCACAGTCTCCACAGCAGA | 50 2252

Taoauna 30. CHmkeHuE

PHK KCNT1 ¢ momomsto 4000 HM 5-10-5 MOE r3mMepoB O CMCIIAHHOW OCHOBO,

H3MCPCHHOC C MOMOMIBI0 Habopa mpaiiMepoB-30H10B RTS

39496 mmt yenmoseueckoro KCNT1

SEQ SEQ
SEQ SEQ
ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:
1 2 MocaenoBareasHOCTL (0T S'K 3") | (% 1D
COeIMTHEHH S 1 Crom 2 Cron
Crapr . Craprt . uTC) NO:
caiit caiit
cair caiir
1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG | 22 283
1337225 H/TI H/TI 23025 23044 CCTTCACGGCCCCTAAACCA |71 2253
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1337252 H/TI H/II 91074 | 91093 CGAGGGTCTTCCATGAGCGC | 21 2254
1337257 H/II H/I 29891 29910 | CTCACTCGCCTTTTTAGAGC 56 2255
1337260 H/TI H/TI 22307 | 22326 | CTAGAGACATCCCCACCGCA | 80 2256
1337265 2551 2570 79465 | 79484 | GTTCAGCTCCTTGCGGGATC 18 2257
1337296 H/I H/TI 37528 | 37547 | TGAATCCCCCCACCCTTGGC 70 2258
1337389 H/TI H/II 45047 | 45066 | GCTGCGGACCACCCACCTICT |81 2259
1337415 H/TI H/I 27295 | 27314 | GACCGTGTTTCTACATAAGC | 40 2260
1337497 H/TI H/TI 74473 74492 | CCAGTGCCCCATCGGTGCCA | 43 2261
1337572 H/TI H/TI 57286 | 57305 | TTCTTAGCATTTACTGAGAC 52 2262
1337613 H/TI H/TI 48115 | 48134 | CCGCCCACTTCTCCGAGCAC 54 2263
1337627 3849 3868 94228 | 94247 | GCTAGTGCCACCGTGTCCTC 17 2264
1337650 H/I H/I 54491 54510 | GGATGTGAAACCAGAAGCCC | 31 2265
1337830 H/TI H/TI 20635 | 20654 | TGAGCCCCCACATTGCACCT |27 2266
1337858 H/TI H/TI 75833 75852 CCCACATACTTGTCCAGCCA | 37 2267
1337861 H/II H/II 61117 | 61136 | GGATGCCCCAATCTGCCCAC | 28 2268
1337867 762 781 59310 | 59329 | ATGAACAGGTTCCGCAGCGG | 18 2269
1337889 H/II H/II 32397 | 32416 | GCCCTCCACTTAATCATATC 59 2270
1337891 H/II H/II 14709 14728 CTGTTGTGTTGGCTGAGGGC 91 2271
14747 14766
1337904 H/II H/II 27834 | 27853 CAGCATATATTCAATCAACT 39 2272
1337963 H/II H/II 62099 | 62118 | CTGGAGACCCACCATCTCCC | 37 2273
1337970 H/TI H/TI 63252 | 63271 CGAGCTTTACACTTTTAGAA 12 2274
1338001 H/TI H/TI 24860 | 24879 | GTTGAAGCCCCCACCGCTGA | 79 2275
1338006 H/TI H/TI 86311 86330 | GAAAACTCCCTTGCCAGGCA | 38 2276
1338016 H/TI H/TI 40866 | 40885 GCCACGCTGTCTAATCAGCT | 25 2277
1338034 H/TI H/TI 77665 | 77684 | GTGGCTCCAACCTGTTCTCA 41 2278
1338102 H/TI H/TI 55796 | 55815 | AACCCCCACATCAGAGCTCT | 40 2279
67982 | 68001
1338156 H/TI H/TI TAAATGGTCCATCCCAGAAG | 79 2280
68121 68140
1338186 H/TI H/I 76764 | 76783 ACACATGGCCCCATACAGGC | 51 2281
1338258 H/I H/I 51950 | 51969 | GCAGGACCACTCCCTCCACC |62 2282
1338273 H/I H/I 72767 | 72786 | CTGCAAATCACCAGAGTCCC | 51 2283
1338319 4333 4352 94712 | 94731 CTTTGCTGCTTCTAACTTCC 16 2284
1338394 H/TI H/II 17763 17782 | CCCCTTTTTACAAATCTTCA 23 2285
1338436 H/TI H/I 18694 18713 CAGCGGTCCACCTCCTAATA | 65 2286
19225 19244
1338494 H/TI H/I TCCCTCTCATCCTATAGACA 42 2287
19271 19290
1338501 H/I H/II 82966 | 82985 GCTGACCCAAACTTCAAGCC | 35 2288
1338524 H/TI H/I 33854 | 33873 GCATTCCATCCAGATATGGC 17 2289
1338532 H/TI H/I 92794 | 92813 CTGGATTCCTGTTCCAGGAC 74 2290
1338547 H/II H/TI 30767 | 30786 | CGGCAAAACACTCCTGGATT | 70 2291
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1338569 H/TI H/II 18230 18249 | ATGGACACCACTTCCTGCCC 50 2292
1338585 H/II H/I 39359 | 39378 | GCTGTGTCCCACCCTGAGCT 41 2293
1338602 H/TI H/TI 43830 | 43849 | GGGACCTCTCTCTTTTAATC 58 2294
1338628 H/TI H/TI 21648 | 21667 | TTCCTGGCACCTCTCATGTC 89 2295
1338661 H/I H/TI 84308 | 84327 | GAGAGACTCCTCTCACACAC | 41 2296
1338712 H/TI H/II 42485 | 42504 | AGGAGCAGTCTCAGCTGCCA | 76 2297
1338738 H/TI H/I 23768 | 23787 | GGCAACACAGGCAAACCGAC | 37 2298
1338782 H/TI H/TI 26547 | 26566 | CAGCAGACACTCAACTTGAC | 66 2299
1338820 H/TI H/TI 36770 | 36789 | CGCTCACATTCCCTGGGAAC | 41 2300
1338888 4553 4572 94932 | 94951 GGGTTTAGAAAATGAGGCTT | 24 2301
1338894 H/TI H/TI 87152 | 87171 CTGCCCGTATTCTTCCTGAA 19 2302
1338921 H/I H/I 40307 | 40326 | GCAGCAGCTCCATTACCTCT 51 2303
1338928 H/TI H/TI 82102 | 82121 AAGGCAACAGCAACAGTGCC | 41 2304
1338958 H/TI H/TI 31747 | 31766 | TAAGCTCTGTCCAGCAGGCC | 27 2305
1338962 H/II H/II 19927 19946 | GTTGCCCACCCATTCCAGCA | 27 2306
1338974 H/II H/II 65338 | 65357 | ATCACTCTGCTTCAAGGGCT 23 2307
1338985 H/II H/II 58476 | 58495 GCACAGGCATCTACTGACCC | 26 2308
1339002 H/II H/I 93354 | 93373 | TCTGTATTCCACACACATTT 29 2309
1339020 H/II H/II 91722 91741 CCCTCCGACCTTTACTCCAG 30 2310
1339113 H/II H/II 48805 | 48824 | CTGGCCACTCCTCCTAGGCG | 46 2311
1339140 H/II H/II 70224 | 70243 CCCGCAGGCATCCTGGGCCT | 55 2312
1339148 H/TI H/TI 50595 50614 | CACCAGCCTAACCCCTGTTC 65 2313
1339154 H/TI H/TI 49317 | 49336 | CTGTCCCGCCCTCCATGGCA 41 2314
1339175 H/TI H/TI 71271 71290 | AGACGCACCATCACCCAACA | 48 2315
1339195 H/TI H/TI 68966 | 68985 | GTCACTCTGTCAATTTGTCT 5 2316
1339241 H/TI H/TI 89763 89782 | CGTGAAGTCCCTCCCGGGAC | 25 2317
1339256 H/TI H/TI 33038 | 33057 | TGCTGTGGTTACAAATGACC |61 2318
1339282 H/TI H/TI 53582 | 53601 GCAAGTTCCCACCCACCCTC | 32 2319
1339299 H/TI H/I 56479 | 56498 | CCGCAGTCACCTCCCACTGC 32 2320
1339302 H/TI H/I 68439 | 68458 | ATGATCTACCCCAGAGGACC | 51 2321
1339303 H/I H/I 85496 | 85515 GACCGCAAACTTAGCAGCTA |55 2322
1339335 H/I H/I 87908 | 87927 | GAGGGCAGCTCCCTTCGCCT 16 2323
1339350 H/TI H/I 35077 | 35096 | AGGTCAGCATCACAGACCTC | 70 2324
1339550 H/TI H/II 45702 | 45721 CGGCGGCACACACTATAGCC | 60 2325
1339570 H/TI H/I 78737 | 78756 | TCAGAATCAATAACGATCTG | 43 2326
1339643 H/TI H/I 66663 66682 | CTTCCAGGCACTCGCAGGCC |6 2327
1339654 H/TI H/I 47163 47182 | GTCCATTCTCATCCACTCAT 48 2328
1339667 H/I H/II 31156 | 31175 GGATAATCGCCCTTTGATTA 40 2329

Ta6mmma 31. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ramMepoB co CMEHIaHHOH OCHOBOY,

H3MCPCHHOC C MOMOMIBI0 HAa0opa mpaiimepoB-30Ha0B RTS39496 mmst uenoseueckoro KCNT1
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SEQ SEQ
SEQ SEQ

Homep ID NO: D NO: ID NO: ID NO: KCNT1 | SEQ

1 2 MocaenoBareasHOCTL (0TS K 3') | (% 1D
coeIMHEHNs Crapr 1 ?TOH Crapr 2 ?TOH UTO) NO:

caiir caiir caiir caiir
1080740 760 779 59308 | 59327 | GAACAGGTTCCGCAGCGGCG | 16 108
1080818 2550 2569 79464 | 79483 | TTCAGCTCCTTGCGGGATCT | 15 199
1080855 3854 3873 94233 | 94252 | GTCACGCTAGTGCCACCGTG | 24 283
1337292 H/II H/II 27293 | 27312 | CCGTGTTTCTACATAAGCCA | 30 2330
1337355 H/II H/II 85488 | 85507 | ACTTAGCAGCTAAAACGACA | 39 2331
1337395 H/II H/II 18228 18247 | GGACACCACTTCCTGCCCAA | 24 2332
1337396 H/II H/II 22306 | 22325 | TAGAGACATCCCCACCGCAA | 72 2333
1337405 H/IT H/II 55795 | 55814 | ACCCCCACATCAGAGCTCTA | 30 2334
1337448 H/II H/II 77630 | 77649 | CAGGTGCCTCTAACATAGAC | 66 2335
1337460 H/II H/II 87862 | 87881 | GGCCTGGGACCCATCTGGAC | 17 2336
1337471 H/II H/II 27833 | 27852 | AGCATATATTCAATCAACTT | 71 2337
1337475 H/II H/I1 35075 | 35094 | GTCAGCATCACAGACCTCCT | 59 2338
1337514 H/II H/II 6781 | 68000 AAATGGTCCATCCCAGAAGG | 41 2339

68120 | 68139

1337518 H/II H/II 57207 | 57226 | CCTCAGTGCTTACTGAGCAC | 17 2340
1337571 H/II HII 92789 | 92808 | TTCCTGTTCCAGGACTCCAA | 30 2341
1337657 4540 4559 94919 | 94938 | GAGGCTTTGCTTTAAAAGGT | 16 2342
1337769 H/II H/II 40865 | 40884 | CCACGCTGTCTAATCAGCTC | 36 2343
1337773 H/II H/II 43829 | 43848 | GGACCTCTCTCTTTTAATCC | 55 2344
1337792 H/II H/II 29888 | 29907 | ACTCGCCTTTTTAGAGCCCT | 19 2345
1337835 H/II H/II 42403 | 42422 | GTGGAGTGTCCCTCTGCACC | 36 2346
1337879 H/II H/II 66524 | 66543 iAGATCCAAAACAGAGGCG 48 2347
1337887 H/II H/II 90968 | 90987 | GGCATTGTGGCAAACAGGTC | 21 2348
1337894 H/II H/II 31729 | 31748 | CCTGCAGACCCAACTTCCAC | 43 2349
1337938 H/II H/II 53575 | 53594 | CCCACCCACCCTCATCGCGG | 46 2350
1337982 H/II H/II 65337 | 65356 | TCACTCTGCTTCAAGGGCTT | 15 2351
1338074 H/II H/II 84307 | 84326 | AGAGACTCCTCTCACACACC | 38 2352
1338080 H/II H/II 82964 | 82983 | TGACCCAAACTTCAAGCCAC | 61 2353
1338112 H/II H/II 23024 | 23043 | CTTCACGGCCCCTAAACCAC | 73 2354
1338114 H/II H/II 68946 | 68965 | TTAAAAGGAACTCTACCTTC | 64 2355
1338127 H/II H/II 26546 | 26565 | AGCAGACACTCAACTTGACC | 47 2356
1338140 H/II H/II 76763 | 76782 | CACATGGCCCCATACAGGCA | 42 2357
1338155 H/IT H/II 72765 | 72784 | GCAAATCACCAGAGTCCCCA | 37 2358
1338217 H/II H/II 58468 | 58487 | ATCTACTGACCCCTCTGGAA | 73 2359
1338241 H/IT H/II 18693 18712 | AGCGGTCCACCTCCTAATAC | 28 2360
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1338297 H/II H/II 56478 56497 CGCAGTCACCTCCCACTGCC | 69 2361
1338302 H/II H/I 93327 93346 | TGCACAGATCTTCATAGCAA | 23 2362
1338338 H/TI H/II 49280 49299 GGTCTGCTCACCTCACTTGC | 32 2363
1338360 H/II H/TI 68424 68443 GGACCAACCCCAGATGGTCC | 82 2364
1338366 H/I H/TI 40305 40324 AGCAGCTCCATTACCTCTGC | 20 2365
1338368 H/TI H/TI 17758 17777 | TTTTACAAATCTTCATGGTC | 36 2366
1338410 H/I H/TI 30710 30729 GGGAGATGTCTCTCCAAGCT | 53 2367
1338419 H/TI H/TI 74436 74455 GGCCTCAGCACCAGATGCCT | 66 2368
1338444 H/II H/I 48804 48823 TGGCCACTCCTCCTAGGCGG | 59 2369
1338496 H/TI H/TI 51910 51929 GGGTCCGTCACACCCAGCAG | 29 2370
19223 19242 2371
1338527 H/TI H/TI CCTCTCATCCTATAGACACC | 44
19269 19288
1338610 H/TI H/TI 21647 21666 | TCCTGGCACCTCTCATGTCC | 38 2372
1338692 H/TI H/I 63249 63268 GCTTTACACTTTTAGAAGAA | 18 2373
1338740 3843 3862 94222 94241 GCCACCGTGTCCTCACACGC | 18 2374
1338805 H/II H/II 36757 36776 ZGGGAACGAACCCACAGCC 66 2375
1338851 H/II H/I 82076 82095 CCTGGGTTCCACACCTGACC | 33 2376
1338858 H/II H/II 39315 39334 GCGCTGCTCCACCTGCCCAA | 30 2377
1338873 H/II H/II 48113 48132 GCCCACTTCTCCGAGCACCA | 38 2378
1338883 H/TI H/II 23720 23739 ATGACATGCATTTCACTCAC |33 2379
1338890 H/TI H/TI 78706 78725 GCTACTGCAATGACCGGCCA | 30 2380
1338978 H/TI H/TI 31138 31157 | TAATTCAAATTCAACTGCTC | 59 2381
1339012 H/TI H/TI 89662 89681 GGAAAGGTCTTCACAGGCCA | 22 2382
1339098 H/TI H/TI 47161 47180 CCATTCTCATCCACTCATCA | 41 2383
1339114 H/TI H/TI 50594 50613 ACCAGCCTAACCCCTGTTCC | 68 2384
1339141 H/TI H/TI 87150 87169 GCCCGTATTCTTCCTGAAGA | 27 2385
1339147 H/TI H/TI 32396 32415 CCCTCCACTTAATCATATCT | 43 2386
1339199 H/TI H/TI 19890 19909 GCCATGCCAGACTCACCCAA | 36 2387
1339236 H/TI H/TI 54409 54428 GCCCAGTTCTCCTTCTCAAA | 22 2388
3844 3863
1339284 H/TI H/I TCATGCTCAGAAAATGACCA | 34 2389
37288 37307
1339345 H/TI H/II 33853 33872 CATTCCATCCAGATATGGCT | 44 2390
1339352 H/TI H/I 71268 71287 CGCACCATCACCCAACAGCA | 37 2391
1339354 H/TI H/I 70215 70234 ATCCTGGGCCTCTCCAGACT | 74 2392
1339364 H/TI H/TI 20603 20622 | TGGTTGGGTCTCCCTGCCCC | 30 2393
1339374 H/TI H/II 75812 75831 GCTGTTGTCCCCAGCAGGCC | 41 2394
1339440 4330 4349 94709 94728 | TGCTGCTTCTAACTTCCAGA | 24 2395
1339460 H/TI H/I 45026 45045 GGGAGCCCATTTCCCAAGTT | 43 2396
1339494 H/TI H/II 86301 86320 | TTGCCAGGCACCCATAGGTC | 26 2397
1339497 H/TI H/I 60946 60965 AGAGCAGCAACATGGAGCC | 40 2398
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C
1339499 H/II H/I 62098 62117 TGGAGACCCACCATCTCCCC | 46 2399
1339522 H/TI H/II 33022 33041 GACCACAAATTCAATTGCTA | 43 2400
1339551 H/II H/TI 37527 37546 GAATCCCCCCACCCTTGGCT | 75 2401
1339572 H/I H/TI 91721 91740 CCTCCGACCTTTACTCCAGG | 17 2402
1339604 H/TI H/TI 45701 45720 GGCGGCACACACTATAGCCT | 43 2403
1339610 H/I H/TI 24678 24697 GAGATGCTCTCACCAGGAGC | 33 2404

Ta6mmma 32. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranmMepoB co CMENIaHHOH OCHOBOW,

H3MEPECHHOE C MOMOIMIBI0 Habopa mpaiimepoB-30H10B RTS39496 mma uenoseueckoro KCNT1

SEQ SEQ SEQ SEQ
ID NO: | ID ID NO: KCNT1 | SEQ
Homep ID NO:
1 NO: 1|2 HocaenoBareasHocTh (0T S'K 3") | (% ID
COeNMHEHHS 2 Cron
Crapr | Cron Crapr . UTC) NO:
caiir
caiir caiir caiir
1080855 3854 3873 94233 94252 | GTCACGCTAGTGCCACCGTG | 31 283
1337251 H/I H/I 20547 | 20566 | GCACTTCCACCTTACCCAGA 72 2405
1337284 H/I H/TI 31720 | 31739 | CCAACTTCCACTTTGCAAAA 63 2406
8834 8853
1337289 H/I H/TI AAAATGACCAACTCACTGGC | 66 2407
37278 | 37297
1337328 H/I H/TI 36573 36592 | ACAAGAGAACATCTGTGCCG | 94 2408
1337330 H/II H/TT 89589 | 89608 | AGCCCAGTCACCCGTGAGCA |28 2409
1337335 H/II H/TT 65183 65202 | CATCACTGTCCCAATCACCC 96 2410
1337341 H/II H/TT 27810 | 27829 | ACACGCCCAGGCAAACCGCC | 60 2411
1337476 H/I H/TT 37491 37510 | CACTAGGCCTCCATGCACCC 66 2412
1337531 H/T H/TT 91717 | 91736 | CGACCTTTACTCCAGGCCTC 35 2413
1337550 H/T H/TT 45675 | 45694 | CAGACGCATCCATTTCCTCC 48 2414
1337562 H/I H/TT 58399 | 58418 | TGGGACCCAGTCATGAACTA | 59 2415
1337635 H/T H/TT 54379 | 54398 | GGGTTCTGCCCTCTTCTGAC 18 2416
1337643 H/I H/TT 42263 42282 | CCCACACGCAACAAAGGCAC |70 2417
1337718 H/T H/TT 86290 | 86309 | CCATAGGTCAAAAAGGGCCC | 38 2418
1337735 H/T H/TT 40233 40252 | AGCGAGGCCACCCATGTGAA | 89 2419
1337821 H/I H/TT 93320 | 93339 | ATCTTCATAGCAACCCATGC 49 2420
1337875 H/T H/TT 32682 | 32701 | CACAAGTGTTTTAAGCACAC |42 2421
1337929 H/T H/TT 73956 | 73975 | TGCACTGAACCACCTGGTGC | 80 2422
67949 | 67968
1337932 H/T H/TT GGTCCACCCCAGACGATCCA |21 2423
68545 | 68564
1337961 H/T H/TT 90921 90940 | CAGGAGGCCCTTCAAGCTCC | 36 2424
1337962 H/I H/TI 32357 | 32376 | TGTGGTCCCCCTCGCCACGC 33 2425
1337980 H/I H/TT 68900 | 68919 | GCAGCTGACTCTCCCGCCCC 79 2426
1338245 H/T H/TT 27211 27230 | CTGGAGTACTCTCCACAGAC | 69 2427
1338251 H/I H/TT 82003 82022 | CCACTTGCTCCACTGTGCGA 58 2428
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1338252 H/IT H/IT 24541 24560 | GAGGCATAAACACACTTACA | 36 2429
1338279 H/IT H/IT 92435 92454 | TCCTGTGTCCACACCTGCGG 41 2430
1338347 H/IT H/IT 62062 | 62081 | CTCACGGGACTCCATCATTA 41 2431
1338379 H/IIT H/IIT 19882 19901 | AGACTCACCCAACCCTACCA |77 2432
1338384 H/IIT H/IIT 25808 | 25827 | GCCGGACACCAGGCCTGCAA | 49 2433
1338395 H/T H/IIT 23663 23682 | TTTGGACACCATCCCGGGCC 54 2434
1338407 H/IT H/IIT 22295 | 22314 | CCACCGCAACCCCTTCTGCT 84 2435
1338428 569 588 57124 | 57143 | TCTCCACCCACAGAATAGGA | 24 2436
71121 71140
1338452 H/II H/II GCCCTGCCCCAGACGCACCG | 30 2437
71161 71180
1338466 H/IIT H/IIT 47079 | 47098 | ACATCGCCATTCCCAGAGTC 55 2438
1338490 H/IIT H/IIT 78689 | 78708 | CCACAGATTATAACCCACAG | 49 2439
1338505 H/IIT H/IIT 87843 87862 | CCCCAGCACATCCTGGCCIT 43 2440
1338541 H/IIT H/IIT 49202 | 49221 GACCAGACCCCAGAATCTCC |75 2441
1338551 H/II H/II 48079 | 48098 | TGAAAACGATCCATTTTCCC 79 2442
1338554 H/II H/II 69862 | 69881 CCATGGTGCTTCCTAGGGCA 29 2443
1338567 H/II H/II 85146 | 85165 | AGGCGGTACATCCACGGGCT | 48 2444
1338599 H/II H/II 17735 17754 | ATGGATACAGTCCCTAGGAC | 19 2445
1338654 H/I H/II 51867 | 51886 | TCTGAAGATTCCTCCCCGCA 80 2446
1338655 H/II H/II 48763 48782 | CCATCGCCCCACACTCCACT 76 2447
1338670 H/I H/II 77545 | 77564 | GTGGCTCTCCCTTGCAGAAT 37 2448
1338678 3838 3857 94217 | 94236 | CGTGTCCTCACACGCTCCTC 40 2449
1338685 H/I H/II 62940 | 62959 | CGGGAAAGCCACACACAACT | 70 2450
1338689 H/I H/II 50512 | 50531 | GCTGTGAGCCTCACCTCCCC 65 2451
1338704 H/I H/II 55657 | 55676 | GGTACATCCCACATCTGCGG | 26 2452
1338718 H/II H/II 72558 | 72577 | CCTGATGCCCTCCCCCGAGC 74 2453
1338734 H/II H/II 21424 | 21443 | TCCCCCGACATACACAGCAT | 44 2454
1338743 H/II H/II 18668 18687 | GCACACAACCCATGTGCCCA | 55 2455
1338780 H/II H/II 43240 | 43259 | CATCTCCCGATATAGCCCTA 74 2456
1338788 H/II H/II 29733 29752 | CTGTCCGGAGAATCCAGGCC | 41 2457
1338836 H/II H/II 23014 | 23033 | CCTAAACCACCACTGCCCCT 103 2458
1338838 H/II H/II 82825 82844 | CGGAGAGTCCTCCCAGCCCT | 47 2459
1338893 H/II H/II 66014 | 66033 | CTGCCTTGCCACACAAAACA |53 2460
1338898 H/IIT H/II 76608 | 76627 | TCGACACACAACATACACAA | 135 2461
1338927 H/IT H/IT 79252 | 79271 | CCCAGACCCCTCACCAAACA | 92 2462
1338968 H/IIT H/IT 39252 | 39271 | ACCAGACACCAGCCCAAGCA |77 2463
1339022 H/IT H/IT 18188 18207 | GCTGCCGTTTTCAAGAATTA 45 2464
1339091 4266 42385 94645 94664 | CCAGAGTGCAGAACAGCAGC | 65 2465
1339145 H/IT H/IT 34966 | 34985 | GAATCCTCACCCTTAGCCCT 67 2466
1339159 H/IIT H/IT 60802 | 60821 | CCAAGAGACCCCACCTGGCC | 76 2467
1339178 H/IT H/IT 33778 | 33797 | AACCAGTGAGTCACTACGAA | 37 2468
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1339207 H/IT H/IT 44865 44884 | AACAAGGGCTCTCACACCTC 103 2469
1339232 H/IT H/IT 30493 30512 | GCCTCCTGAAATCTGGGCTT 80 2470
1339281 H/IT H/IT 84242 84261 | TGTCACCCCACCAGCAGCAT 82 2471
1339291 H/IIT H/IIT 56449 56468 | CAGGTGCCTTCCTTTGCCGT 23 2472
1339295 H/IIT H/IIT 53292 53311 | TCCGTGGACCTTCTGGGTCC 31 2473
1339311 H/T H/IIT 31120 31139 | TCAGCGAACTTAATTATATC 54 2474
1339361 H/IT H/IIT 75709 | 75728 | GTTGACCCCACCCCAGAGGC | 56 2475
19222 19241
1339376 H/IIT H/IIT CTCTCATCCTATAGACACCA 23 2476
19268 19287
1339504 4524 4543 94903 94922 | AGGTAAGTGTAAAATGGTCC | 24 2477
1339506 711 730 59192 59211 GTGTTGATCATCTCCAGGAC 33 2478
1339543 H/IIT H/IIT 40856 | 40875 | CTAATCAGCTCCCAATCCCT 72 2479
1339613 H/IIT H/IIT 87046 87065 | GGAGCTGCCAGCAATAGCAA | 31 2480
1339656 H/IIT H/IIT 68289 | 68308 | CAGATGGTCCACCCTGGACA | 48 2481

Tabémma 33. Camwxenue PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranMepoB co CMEHIaHHOH OCHOBOM,

H3MEPEHHOE ¢ IOMOIIBIO Habopa mpaiimepos-30H10B RTS39496 mmst yenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ

ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:

1 2 MocaenoBaresHOCTH (0T S'K 3") | (% 1D
COeITHEHH S 1 Cron 2 Cron

Crapr . Crapr . UTC) NO:

caiir caiit

caiir caiir
855082 H/TI H/TI 90144 90163 CCTTGCAAATATCCCAGGTT 19 2482
1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG | 30 283
1337283 H/II H/TI 50286 50305 GTAGAGTCCCAGCACCTGCC | 62 2483
1337340 H/II H/TI 58657 58676 | AGTCTTGAAACCATGGTCCT 31 2484
1337345 H/II H/TI 93464 93483 CACCAGCGCACACCTGCCAC | 56 2485
1337390 H/TI H/TI 32087 32106 | TGCACAGCTCCCATGGATGA | 35 2486
1337423 H/II H/TI 62367 | 62386 GGCCCAAGCACTTCACACCC | 28 2487
1337426 H/II H/TI 57691 57710 GGGCCTGGTTTCCCTATTTA 24 2488
1337431 H/II H/TI 83348 83367 GTCCACGGCACCCTCTCCTC 54 2489
1337464 H/II H/II 25093 25112 GGCCTCAGCCTTCACTCACA 38 2490
1337529 H/II H/II 17851 17870 CCACTCCTGACTCTTGGTTC 30 2491
1337544 H/TI H/II 39661 39680 CCCTGATGAAACTTCAGCCC | 57 2492
1337596 H/II H/TI 91525 91544 GTGCCTCCCCCCACGGCAGC | 17 2493
1337612 H/II H/TI 74945 74964 CAAGGCAGCACTCACTCTAC | 56 2494
1337630 H/II H/TI 29978 | 29997 CCATTTTAACCCTCTTTGCC 46 2495
1337659 H/II H/TI 35707 35726 | ATCTGAAGCCCCAAACTAGC | 99 2496
1337764 H/II H/II 76997 | 77016 | AGGTGCCGAACCTTAAGGAC | 39 2497
1337766 H/II H/TI 69099 | 69118 | ACACTATGCCACTAAGGACA | 47 2498
1337800 H/II H/TI 42693 42712 GGCTCGCTGTCAACACACGA | 46 2499
1337807 H/II H/TI 28486 | 28505 CCAAGGGACCCACTGAGGCT | 52 2500
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1337809 H/TI H/II 32441 32460 | TCTTGGCTCACCCAGATCAT 43 2501
1337820 H/II H/I 45449 | 45468 | CCCTGGATGCTCAACAGCCG | 42 2502
1337829 H/TI H/TI 82463 82482 | CGGAACACACTTTCACTCTC 25 2503
1337848* H/TI H/TI 52249 | 52268 | TCACAGCCCCAGCCTTCGCC | 28 2504
1337922 H/I H/TI 84923 84942 | CCCTTACTCATCAGTGGCCG 64 2505
1337933 H/TI H/II 85800 | 85819 | TCCCAGACACACTCAGGGCC | 44 2506
1337936 H/TI H/I 22750 | 22769 | CACGCAGAAACTCTGGGCTC | 30 2507
1338065 H/TI H/TI 18312 18331 CAGGAATACAGCATTACAAT | 41 2508
1338067 H/TI H/TI 33379 | 33398 | CAGGTAAGCATTTAAACCTT | 43 2509
1338133 H/TI H/TI 53949 | 53968 | ACTGGAGACACCATCITCGG | 25 2510
1338149 H/TI H/TI 73377 | 73396 | GAGAGACTCCACCTGTCCAA | 40 2511
1338249 H/I H/I 19540 19559 | AAGTTGCCCACTCCTGTACT 49 2512
1338261 H/TI H/TI 17278 17297 | GAATTATTCCCATGGGCTCA | 28 2513
1338285 H/TI H/TI 31390 | 31409 | CTGCGGAATCCCCTCCTGCA | 27 2514
1338293 H/II H/II 48489 | 48508 | CACTGGCTTCCGGACAGCCA | 66 2515
1338381 H/II H/II 40418 | 40437 | TCCAGAAGAACAAACCTACC | 62 2516
1338390 H/II H/II 37960 | 37979 | TGGGCCCGCACATCTCACAT | 65 2517
1338421 H/II H/I 68591 68610 | GGATGATCCACCCCAGACGG | 45 2518
1338486 H/II H/II 93131 93150 | GTGCTCAGCCCTTTGCTTCA 28 2519
1338493 H/II H/II 47513 47532 CTGCTCAAACCATCAGGACC | 36 2520
1338552 H/II H/II 78953 78972 | TCTTGGTTTCCAATCATCAT 26 2521
1338568 H/TI H/TI 64020 | 64039 | CTGCACATCCCGATTTGGCC 30 2522
1338580 H/TI H/TI 20942 | 20961 CTGTCCACTTCCTCCACCGG 47 2523
1338586 H/TI H/TI 41277 | 41296 | ACCACGCTAGACCTCAGGCT | 16 2524
1338591 H/TI H/TI 70371 70390 | ACAGTGCCCCCTCAGTGGGC | 62 2525
1338613 H/TI H/TI 30923 30942 | GGACACAGTTCAATCCCGAA | 33 2526
1338646 H/TI H/TI 71737 | 71756 | GTGGACCTTCCATCGCTCCT 13 2527
1338647 H/TI H/TI 48965 | 48984 | CAGAATTCTCCATTCCTGAT 61 2528
1338653 H/TI H/I 18846 18865 | TCTCCCTCCAATAGAACCTC 49 2529
1338666 H/TI H/I 34506 | 34525 | TTATGACTCAATGAGCCCAA | 44 2530
56048 | 56067
1338691 H/TI H/I GGAGACTCATCCCACCCCAC | 15 2531
56112 | 56131
1338695 H/TI H/I 21900 | 21919 | AGGAGCTAATGAAACAGCCT | 29 2532
1338696 H/TI H/II 77997 | 78016 | CACCACCAAGAAACATCGCA |51 2533
1338697 H/TI H/I 68150 | 68169 | CTAGACAATCCACCCTGGAT | 57 2534
1338717 H/TI H/I 26887 | 26906 | TCAGGGTCATCCTCGAAGCC | 38 2535
1338728 H/TI H/I 51101 51120 | GAGGAAAACTCCAATGCTGC | 46 2536
1338853 H/I H/II 55300 | 55319 | AAGGAGACCTCACTGCTCAC | 25 2537
1338856 4696 4715 95075 95094 | GTACAAACCAGTAAGGAACC | 30 2538
1338874 H/TI H/I 75902 | 75921 CCGCCATGCCTCCCTGACAT 70 2539
1338922 H/II H/TI 24240 | 24259 | GGATTCGCCCTCTCAGGGTC | 20 2540
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1338931 H/TI H/II 27520 | 27539 | TGGCAGGTCCACCCTCCCCC | 23 2541
1338940 H/II H/I 23103 23122 | GCCACCCTTCCCAAACTCAG | 73 2542
1338945 H/TI H/TI 61550 | 61569 | GTGCATCACCAGGCGAGCCC | 17 2543
1338953 H/TI H/TI 20130 | 20149 | TGGGATGGCTTCTAATGGCA | 11 2544
1338954 4364 4383 94743 94762 | ACCCCTCTCACATGCCCGGC | 41 2545
1339097 H/TI H/II 67530 | 67549 | TGTTTGTGCCCACCACCTCT 51 2546
1339104 3939 3958 94318 | 94337 | TGAGCTGGCCCTCCCCCCGC 51 2547
1339142 H/TI H/TI 46151 46170 | CGGGAAGCTCCACACCAGCT | 71 2548
1339210 H/TI H/TI 59818 | 59837 | ACTGCTGCCATTCACATGAC 31 2549
1339224 H/TI H/TI 88951 88970 | GGCTGGCCCAACTCTAGCTG | 42 2550
1339252 H/TI H/TI 44273 44292 GTGAGCTCCACCTCATGCCG | 33 2551
1339319 H/I H/I 37049 | 37068 | GATGGAAGCCCCCTTCAACC | 68 2552
1339369 H/TI H/TI 92124 | 92143 CAGCTCATTTCACTCCGGCA 13 2553
1339370 H/TI H/TI 65554 | 65573 GGCATGGGACAATCTCCCCC | 8 2554
1339411 H/II H/II 86432 86451 ACACAGGTCCATACCCCACC | 82 2555
1339449 H/II H/II 56671 56690 | AGGTCGGGCTATCTAACCCA | 38 2556
1339519 H/II H/II 87545 87564 | CAGGCTACTCCCCCCAGGCC | 41 2557
1339652 H/II H/I 81593 81612 CCACGCCATCTCCTGAGTTC 88 2558

Taoimna 34. Camwxenue PHK KCNT1 ¢ momomero 4000 HM 5-10-5 MOE ranMepoB cO CMEIIaHHOH OCHOBOH,

H3MEPEHHOE ¢ IIOMOIIBI0 Habopa mpaiiMepo-30H10B RTS39496 mmt yenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ

ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:

1 2 MocaenoBareasHOCTH (0T 5'K 3") | (% 1D
COeIITHEHH S 1 Cron 2 Cron

Crapr . Crapr . UTO) NO:

caiir caiit

caiir caiir
1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG | 74 283
1081145 H/II H/I 91719 91738 | TCCGACCTTTACTCCAGGCC 29 487
1337232 H/II H/I 19885 19904 GCCAGACTCACCCAACCCTA | 66 2559
1337354 H/II H/TI 74252 | 74271 GGGTTGTGGACCTCTAGGTA | 48 2560
1337377 H/II H/TI 29759 | 29778 CCTTTGCTCCCCTGTGGGCC 54 2561
1337391 H/II H/TI 30627 30646 GCGGCCCTCACTCTCCGGCC 72 2562
1337406 H/II H/TI 55750 55769 CCCCTCCCCACCTACTGCGG 39 2563
1337429 H/TI H/TI 58432 58451 GTGAAAGACCCTCTCTGGTC | 54 2564
1337444 H/II H/TI 68924 | 68943 CCCGTTCTCCCACCTTGACT 115 2565
1337467 H/TI H/TI 43243 43262 CTGCATCTCCCGATATAGCC 39 2566
1337499 H/II H/TI 18675 18694 | ACCATCGGCACACAACCCAT | 69 2567
1337504 H/TI H/TI 87148 87167 CCGTATTCTTCCTGAAGACT 18 2568
1337561 4306 4325 94685 94704 GCTTGGGACAGCAAACAGCC | 39 2569
1337629 H/TI H/TI 82864 82883 ATCCCTGTCCACACAGGGTC 110 2570
1337663 H/TI H/TI 51903 51922 | TCACACCCAGCAGACAGCCG | 100 2571
1337710 H/TI H/TI 56475 56494 | AGTCACCTCCCACTGCCTGC 47 2572
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1337731 H/TI H/II 69899 | 69918 | CTGACAGCTTCTCCTGGCCA 51 2573
1337739 H/II H/I 27829 | 27848 | TATATTCAATCAACTTAGGA | 57 2574
1337780 H/TI H/TI 90945 90964 | CCCGAGCTAACACCCGTCCT | 35 2575
1337897 H/TI H/TI 87845 87864 | GACCCCAGCACATCCTGGCC | 27 2576
1337923 H/I H/TI 53304 | 53323 | TGCTCCAGCCTTTCCGTGGA 39 2577
1337928 H/TI H/II 93325 93344 | CACAGATCTTCATAGCAACC | 52 2578
1337996 H/TI H/I 85469 | 85488 | ACCTGTCTCCTCTCTCCCGT 44 2579
1338014 H/TI H/TI 48101 48120 | GAGCACCACCACAAAAAGGA |61 2580
1338024 H/TI H/TI 20550 | 20569 | GCGGCACTTCCACCTTACCC 57 2581
1338120 H/TI H/TI 18220 18239 | CTTCCTGCCCAATATCGGAA | 80 2582
1338164 H/TI H/TI 84246 | 84265 | TGCATGTCACCCCACCAGCA | 69 2583
1338177 H/I H/I 60854 | 60873 CCCCCACCTTTACCCTGGCT 53 2584
1338246 H/TI H/TI 27291 27310 | GTGTTTCTACATAAGCCACA | 25 2585
1338248 H/TI H/TI 47129 | 47148 | GTTTATCTGGCAAACAGCAA | 56 2586
1338257 H/II H/II 37501 37520 | TTTCTGACCTCACTAGGCCT 76 2587
1338280 H/II H/II 65245 | 65264 | AGGCTCAGTCTTTCCAGTCA 63 2588
1338342 H/II H/II 79263 79282 | ACTGGAGCCCTCCCAGACCC | 92 2589
1338364 H/II H/I 23016 | 23035 CCCCTAAACCACCACTGCCC |91 2590
1338409 H/II H/II 31723 31742 GACCCAACTTCCACTTTGCA 88 2591
1338414 H/II H/II 1227 19246 CTTCCCTCTCATCCTATAGA 91 2592
19273 19292
1338455 H/TI H/TI 77627 | 77646 | GTGCCTCTAACATAGACACT | 50 2593
1338465 H/TI H/TI 23713 23732 | GCATTTCACTCACTCAGGAC 34 2594
1338503 758 777 59306 | 59325 | ACAGGTTCCGCAGCGGCGGC | 35 2595
1338522 H/TI H/TI 45024 | 45043 GAGCCCATTTCCCAAGTTCA | 50 2596
1338542 H/TI H/TI 54395 54414 | CTCAAACTCTCCTAGTGGGT 35 2597
1338616 H/TI H/TI 75801 75820 | CAGCAGGCCACCACCCCGTC | 80 2598
1338664 H/TI H/TI 21434 | 21453 AAAGCATGCATCCCCCGACA | 51 2599
1338667 H/TI H/I 48765 | 48784 | GACCATCGCCCCACACTCCA | 59 2600
1338703 H/TI H/I 22304 | 22323 GAGACATCCCCACCGCAACC | 105 2601
1338713 H/I H/I 92580 | 92599 | TTGGAGTTCCCACAGTGTGA | 43 2602
1338749 H/I H/I 40863 40882 | ACGCTGTCTAATCAGCTCCC 44 2603
1338765 3841 3860 94220 | 94239 | CACCGTGTCCTCACACGCTC 44 2604
1338772 H/TI H/II 40303 40322 | CAGCTCCATTACCTCTGCTC 67 2605
1338777 H/TI H/I 68397 | 68416 | ATGGTCCACCTTGAATGGTC 36 2606
1338804 H/TI H/I 32378 | 32397 | CTGCTAATCCCCCTCACCAC 61 2607
1338885 H/TI H/I 39300 | 39319 | CCCAACCATCCCCAGAGGAC |99 2608
1338901 H/I H/II 31122 | 31141 GCTCAGCGAACTTAATTATA | 61 2609
1338916 H/TI H/I 89652 | 89671 | TCACAGGCCACCTGTTCCCC 81 2610
1338951 H/TI H/I 49228 | 49247 | GGGAGCCTCACCATGCCCTT | 82 2611
1338963 H/II H/TI 71266 | 71285 CACCATCACCCAACAGCATG |70 2612
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1338965 H/TI H/II 17748 17767 | CTTCATGGTCCTCATGGATA 22 2613
1339061 H/II H/I 36681 36700 | CGGCTGCTCCATGATGCAGT | 78 2614
8837 8856
1339084 H/II H/II CAGAAAATGACCAACTCACT | 52 2615
37281 37300
1339094 H/I H/TI 63151 63170 | GATTGGTGAATCAAAGCCAA | 47 2616
1339103 H/TI H/II 72697 | 72716 | TGGCTGAGCCCTCCCGTCCC 120 2617
1339105 H/TI H/I 45677 | 45696 | TGCAGACGCATCCATTTCCT 63 2618
1339171 H/TI H/TI 33842 | 33861 GATATGGCTCCTACTCCACC 70 2619
1339186 H/TI H/TI 26466 | 26485 GCCACGCCCCTCGCCGACCA | 31 2620
1339214 H/TI H/TI 76739 | 76758 | GAAATGGACACACCCGGACA | 120 2621
1339234 H/TI H/TI 66023 66042 GAGGCTCCACTGCCTTGCCA | 49 2622
1339264 4538 4557 94917 | 94936 | GGCTTTGCTTTAAAAGGTAA | 87 2623
1339269 H/TI H/TI 50557 | 50576 | TGTCACTGTCCACCAGGGCA | 45 2624
1339274 H/TI H/TI 67952 | 67971 AATGGTCCACCCCAGACGAT | 54 2625
1339429 H/II H/II 42388 | 42407 | GCACCCCACAACCCCAAGTC |73 2626
1339446 H/II H/II 62095 | 62114 | AGACCCACCATCTCCCCAGA | 100 2627
1339464 H/II H/II 33011 33030 | CAATTGCTAAACCACACTTT 63 2628
1339474 H/II H/I 78691 78710 | GGCCACAGATTATAACCCAC | 73 2629
1339490 H/II H/II 57163 57182 GTAGGGCACTCACCTGGATC | 93 2630
1339515 H/II H/II 34973 34992 | AGTGCCGGAATCCTCACCCT | 37 2631
1339546 H/II H/II 24575 | 24594 | GGTGCTTTTCCATAGCAGCT 31 2632
1339620 H/TI H/TI 86299 | 86318 | GCCAGGCACCCATAGGTCAA | 30 2633
1339666 H/TI H/TI 82025 82044 | CAGAAAGCCAATTCCAGCTC | 67 2634

Ta6mmma 35. Camxenne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranMepoB co CMEMIAHHOH OCHOBOW,

H3MCPCHHOC C MOMOMIBI0 Habopa mpaiimepoB-30H10B RTS39496 ma uenoseueckoro KCNT1

SEQ SEQ SEQ SEQ
Homep ID NO: | ID IDNO: | ID KCNT1 | SEQ
coexHents 1 NO: 1|2 NO: 2 | HocaemorarepHOCTH (0T S'K 3") | (% ID

Crapr | Cron Crapt | Cron UTC) NO:

caifr caiir caiir caiir
1080855 3854 3873 94233 | 94252 | GTCACGCTAGTGCCACCGTG 20 283
1080889 4699 4718 95078 | 95097 | ACCGTACAAACCAGTAAGGA |21 133
1337293 H/IT H/IT 48995 | 49014 | CTGGCATCCACCGGCTCCCC 32 2635
1337302 H/T H/IT 83422 | 83441 | CTGGTGCCTTCTACAGGCTC 50 2636
1337333 H/T H/IT 90157 | 90176 | CAGGGCAGAATTACCTTGCA 28 2637
1337360 H/IT H/IT 20273 | 20292 | CGTCCTCCCACCTCACACGG 39 2638
1337411 H/IT H/IT 17299 | 17318 | CTGCCAGCCCCCTCAGCGGA 33 2639
1337501 H/IT H/IT 54076 | 54095 | CTGAGCACTCTTACGCATAA 22 2640
1337549 H/T H/IT 93600 | 93619 | GTCCCATCTCCACACAGGGC 34 2641
1337567 H/IT H/IT 71769 | 71788 | GGACCTCAACCCCCTACTTG 44 2642
1337576 H/T H/IT 75974 | 75993 | GGTCTTTCTCCTCCCACCAC 46 2643
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1337606 H/II H/IT 38100 | 38119 | CACCCCCCAATTCCTACCTC 81 2644
1337608 H/II H/IT 58710 | 58729 | GTCTTAGCCACCAAGGCCTT 47 2645
1337614 H/II H/IT 79138 | 79157 | CAGCTGTACCCACAGGCGGC 64 2646
1337616 H/II H/IT 62591 | 62610 | CAGAGGCTCCCTAGGAGCAC 81 2647
1337711 H/II H/IIT 67861 | 67880 | CTATAATGCTCTCATGGCTC 49 2648
1337763 H/II H/IT 40427 | 40446 | GATCCACACTCCAGAAGAAC 39 2649
1337805 H/II H/IT 87555 | 87574 | TCCAAACTCACAGGCTACTC 18 2650
1337817 H/II H/IT 93151 93170 | ACAGGCCATTCCCACTCGCT 26 2651
1337840 H/II H/IT 31008 | 31027 | CTTAATTACCTCTAAAGAAC 64 2652
1337862 H/II H/IT 56769 | 56788 | ACGACAGGCAACAGCAGCCT | 23 2633
1337884 H/II H/IT 51263 51282 | ACCGTGGCCACCTGCATGAC 61 2654
1337915 H/II H/IT 46179 | 46198 | GCAGGTAGTCATACACAGAT 48 2655
1337947 H/I H/IIT 17963 17982 | TGGGCTCATTATTAGAGCAC 40 2656
1337964 H/I H/IT 73399 | 73418 | GACAGATTCAAAAACAGGCC 18 2657
1337966 1414 1433 70612 | 70631 GCAGGCCTCCCCATTGTCCA 28 2658
1337969 H/II H/II 85810 | 85829 | AGCTCTATCTTCCCAGACAC 50 2659
1337993 H/II H/II 35834 | 35853 CTGGACATTCTCAAAGTGCC 53 2660
1338000 H/II H/II 61853 | 61872 | CCAGAGGACCCACCTGCAGT 33 2661
1338012 H/II H/II 82499 | 82518 | TCCAGGATCCCTATGGGCTC 38 2662
1338038 H/II H/II 81677 | 81696 | CAGTGCCTCACACGCGGTCA 46 2663
1338040 H/II H/II 27581 | 27600 | GCCCAAAACTACAGCGGTCT 26 2664
1338043 H/I H/I 64148 | 64167 | TGGCCTTGTCTTACTTCTTA 36 2665
1338061 H/I H/I 86661 86680 | GCCCATCCACCCACTTGGAC 77 2666
1338144 H/MI H/I 39870 | 39889 | CAGGTGCTTGACCTTAGCCT 42 2667
1338159 H/MI H/I 21946 | 21965 | TGCTCAACTCCAGAGAACCA 47 2668
1338180 H/MI H/II 42852 | 42871 CAGCATCCAAACCCACGGTG 33 2669
1338198 H/MI H/II 18867 18886 | GAAGCTCTAATCCCTGGCCA 29 2670
1338201 H/MI H/II 75153 | 75172 | TCAGTGACACTCAAAAGTGC 57 2671
1338218 H/MI H/II 32485 | 32504 | GCGACTCTGAACCTCTGCCT 24 2672
1338282 H/MI H/II 25303 | 25322 | CAGCTGGAACTCCTGACACC 45 2673
1338300 H/MI H/IT 48515 | 48534 | TGCAACCCTGCCCATTGCCA 37 2674
1338365 H/MI H/IT 69372 | 69391 | AGGGAACCCCACCACATCAC 37 2675
1338391 4367 4386 94746 | 94765 | CGCACCCCTCTCACATGCCC 38 2676
1338429 H/MI H/IT 31446 | 31465 | GCTGGGCCCGCATCTGGAGC 72 2677
1338445 H/II H/IT 26983 | 27002 | CCAAGATTACCCTCAGGATC 29 2678
1338447 H/MI H/IT 77135 | 77154 | CCCTTAACCACCTGTGCATC 73 2679
1338478 H/MI H/IT 41675 | 41694 | TGACGGGACCATACTCAGGA 50 2680
1338498 H/II H/IIT 22835 | 22854 | GCGCAGCCCAGCCCTAGCTT 27 2681
68088 | 68107
1338571 H/MI HII GGTCCACCCCAGACAGTCCA 14 2682
68615 | 68634
1338611 H/II H/IT 59992 | 60011 | ACGGGTCCCCATCTTGCCTA 42 2683

113




1338671 H/II H/IT 91603 91622 | CGCCTGAATCCCCCACGCCA 33 2684
1338707 H/II H/IT 50381 50400 | CCAAAGCTCACAACACTCAG 50 2685
1338879 H/II H/IT 24380 | 24399 | TCTGTTTTACACTAATGCGG 24 2686
1338884 H/II H/IT 68191 | 68210 | TGGATGGTCCCCCCTGGACA 72 2687
1338889 H/II H/IIT 89080 | 89099 | CCAAAGTCTCCCCCCTACCC 59 2688
1338906 H/II H/IT 78023 | 78042 | GCTGGCCCCACATGCAGGCA 39 2689
1338937 3974 3993 94353 94372 | AAAACTCTCCTCACTAGCCT 32 2690
1338957 H/II H/IT 34522 | 34541 CCCACACGCCATACAGTTAT 51 2691
1339011* H/II H/IT 52596 | 52615 | CAAGTCCTCACCTGCAATCC 45 2692
1339086 H/II H/IT 28503 | 28522 | CCAACAGGTTCTACCTACCA 53 2693
1339090 H/II H/IT 19574 19593 | AAGCCCCCAACTCACTTGCC 48 2694
1339126 H/II H/IT 45576 | 45595 | CACCCGTCACCCTCTGCACC 41 2695
1339136 H/I H/IIT 44337 | 44356 | CCCTGCTCAGCACGAAGCCA 56 2696
1339196 H/I H/IT 20955 20974 | TGAGCTCCCAACTCTGTCCA 27 2697
1339230 H/II H/II 29995 | 30014 | GCATAACACAAATATTGCCA 16 2698
1339258 H/II H/II 57906 | 57925 | GTCCTTGGCATTCACTGAGC 20 2699
1339301 H/II H/II 56215 | 56234 | AGGCTGGGCATTATCCCTCA 18 2700
1339321 H/II H/II 23380 | 23399 | GACTGGGATCCCACCTGGCC 75 2701
1339363 H/II H/II 47598 | 47617 | TCCCAGGCTTCTCTTGGGAC 80 2702
1339398 H/II H/II 84932 | 84951 CCGGGTTCGCCCTTACTCAT 56 2703
1339415 H/II H/II 32173 32192 | CTGCAATTCAACACTGCCTT 30 2704
1339421 H/I H/I 55333 55352 | CCCAGACCATCATCGATGCC 18 2705
1339422 H/I H/I 18334 18353 CTGCTGTCCACTCCTGAACA 70 2706
1339466 H/MI H/I 33510 | 33529 | AAGCTGCTAAAAGAAATGCC 38 2707
1339484 H/MI H/I 37163 37182 | GCATGTCGCCCTGGCTGCCT 15 2708
1339629 H/MI H/II 65742 | 65761 GATCTGATTGGAAATAGGTC 10 2709
1339645 H/MI H/II 92127 | 92146 | CACCAGCTCATTTCACTCCG 24 2710

Ta6mmma 36. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ranMepoB co CMEHIaHHOH OCHOBOY,

H3MCPCHHOC C MOMOMIBI0 Habopa mpaiimepoB-30H10B RTS39496 ms uenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ
ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:
1 2 HocenoraremsHOCTh (0T S' K 3") | (% 1D
COCIMTHEHH S 1 Crom 2 Cron
Craprt . Crapr . UTC) NO:
caiit caiit
caiir caiit
1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG | 31 283
56050 56069
1337223 H/TI H/TI GTGGAGACTCATCCCACCCC 13 2711
56114 56133
1337322 H/TI H/TI 17280 17299 ATGAATTATTCCCATGGGCT 26 2712
1337364 H/TI H/TI 39845 39864 GCCTCTTCTGCAAATGGGAC 35 2713
1337371 H/TI H/TI 41284 41303 GAACTGGACCACGCTAGACC |51 2714
1337376 H/TI H/TI 23302 23321 ATATAACCACCCCCTACCCC 97 2715
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1337422 H/II H/II 93147 93166 GCCATTCCCACTCGCTGTGC 41 2716
1337441 H/II H/I 50377 50396 AGCTCACAACACTCAGGGTA |50 2717
1337446 H/TI H/II 77078 77097 | TCATAGGGCCTGCCTAGCCT 37 2718
1337449 H/II H/TI 29979 29998 GCCATTTTAACCCTCTTTGC 13 2719
1337451 H/I H/TI 75041 75060 GAAGCTGCAATTCAGAGCAT | 52 2720
1337461 H/TI H/TI 48501 48520 | TTGCCAGGACCTCACTGGCT 69 2721
1337509 H/I H/TI 92125 92144 CCAGCTCATTTCACTCCGGC 19 2722
1337519 H/TI H/TI 17895 17914 CGCTCACTCCCTGATTCTGA 26 2723
1337535 H/II H/I 68593 68612 CTGGATGATCCACCCCAGAC | 59 2724
1337631 4365 4384 94744 94763 CACCCCTCTCACATGCCCGG 30 2725
1337679 H/TI H/TI 91527 91546 | TAGTGCCTCCCCCCACGGCA 56 2726
1337786 3941 3960 94320 94339 GGTGAGCTGGCCCTCCCCCC 22 2727
1337873 H/TI H/TI 64025 64044 GCCTGCTGCACATCCCGATT 46 2728
1337893 H/TI H/I 45489 45508 | TTTGGGATAATAATAGGTCC 59 2729
1337898 H/II H/II 61584 61603 CCCACGGGACCCTCACTGCC | 58 2730
1337927 H/II H/II 42768 42787 CTGCCAGCCCTAACTTAGCT 37 2731
1337945 H/II1 H/I 70397 70416 CCCCTACTCTCTGCTGGTCA 42 2732
1337953* H/II H/II 52279 52298 | TGGCTCCCACCCCATGGACT 59 2733
1337974 H/II H/II 88953 88972 CTGGCTGGCCCAACTCTAGC 45 2734
1338017 H/II H/II 22781 22800 CCCTAGGTCCTGCCCAGGCC 37 2735
1338057 H/TI H/II 58658 58677 GAGTCTTGAAACCATGGTCC 36 2736
1338090 H/TI H/TI 85806 85825 CTATCTTCCCAGACACACTC 63 2737
1338095 H/TI H/TI 82466 82485 GGCCGGAACACACTTTCACT | 44 2738
1338207 H/TI H/TI 81634 81653 CTGGTTCCACCATCAAGAGC | 34 2739
1338240 H/TI H/TI 78003 78022 GAGTCCCACCACCAAGAAAC |75 2740
1338278 H/TI H/TI 56694 56713 CATGAATGTCCCTAAGAGCA | 56 2741
1338349 H/TI H/TI 34508 34527 AGTTATGACTCAATGAGCCC 84 2742
1338377 H/TI H/TI 18850 18869 CCACTCTCCCTCCAATAGAA 36 2743
1338431 H/TI H/I 75920 75939 CCACAGGGCTCTGCCCGCCC | 27 2744
1338473 H/TI H/TI 59959 59978 GAGGCTTAAGTCTCAGGTCA | 14 2745
1338550 H/I H/TI 27521 27540 | TTGGCAGGTCCACCCTCCCC 55 2746
1338601 H/TI H/I 24347 24366 | TTGTGTCACACACATGAGTC 32 2747
1338606 H/TI H/II 78954 78973 GTCTTGGTTTCCAATCATCA 29 2748
1338618 H/TI H/II 26888 26907 | TTCAGGGTCATCCTCGAAGC 45 2749
1338642 H/TI H/I 71740 71759 | TCGGTGGACCTTCCATCGCT 33 2750
1338659 H/TI H/I 38011 38030 CACAGATCCCACCTGTGTGT 58 2751
1338662 H/TI H/I 83387 83406 GGCGGATCCCAGCCTCTGCA | 44 2752
1338673 H/I H/I 47519 47538 ACCCGTCTGCTCAAACCATC 50 2753
1338682 H/TI H/I 57749 57768 | TGCTCACTGACCCTGAGTCA 22 2754
1338688 H/TI H/II 62436 62455 CATCTCCCCAATAGCAGGGT |23 2755
1338729 H/TI H/II 51123 51142 CCAGGGTTTAATGATCCCCT 77 2756
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1338733 H/II H/II 21901 21920 GAGGAGCTAATGAAACAGCC | 72 2757
1338741 H/II H/I 18326 18345 CACTCCTGAACACTCAGGAA | 58 2758
1338763 H/TI H/II 32443 32462 GATCTTGGCTCACCCAGATC 64 2759
1338935 H/II H/TI 90145 90164 ACCTTGCAAATATCCCAGGT 24 2760
1338946 H/I H/TI 55301 55320 CAAGGAGACCTCACTGCTCA | 18 2761
1338986 H/TI H/TI 28498 28517 AGGTTCTACCTACCAAGGGA | 39 2762
1339001 4697 4716 95076 95095 CGTACAAACCAGTAAGGAAC | 19 2763
1339017 H/TI H/TI 20943 20962 | TCTGTCCACTTCCTCCACCG 43 2764
1339035 H/II H/I 31403 31422 | TCATTCCCGCCATCTGCGGA 54 2765
1339047 H/TI H/TI 86433 86452 GACACAGGTCCATACCCCAC | 66 2766
1339054 H/TI H/TI 73378 73397 AGAGAGACTCCACCTGTCCA | 59 2767
1339056 H/TI H/TI 46152 46171 CCGGGAAGCTCCACACCAGC | 88 2768
1339106 H/TI H/TI 67589 67608 AGGGTCAGACCCTCTGAGCC | 136 2769
1339119 H/TI H/I 65618 65637 GAGGTTTCTACAGCCACCGT 38 2770
1339253 H/II H/II 54032 54051 CTACGGGTATGAAAAAGTCA | 43 2771
1339294 H/II H/II 30945 30964 GCTTTGATATATAAATCTTG 31 2772
1339306 H/II1 H/I 25240 25259 GTCACGGGACAGCTCACCCA | 40 2773
1339324 H/II H/II 32165 32184 CAACACTGCCTTACTGTGAA 46 2774
1339383 H/II H/II 48966 48985 GCAGAATTCTCCATTCCTGA 30 2775
1339390 H/II H/II 20207 20226 AGGCAGACGACCCCTGGTCT | 44 2776
1339394 H/II H/II 19541 19560 AAAGTTGCCCACTCCTGTAC 126 2777
1339407 H/TI H/TI 35743 35762 TCTGAGACCCATCTGGGTCT 102 2778
1339458 H/TI H/TI 68151 68170 CCTAGACAATCCACCCTGGA | 78 2779
1339505 H/TI H/TI 33412 33431 CGTTAGAGAATTACACAAAA |35 2780
1339524 H/TI H/TI 93465 93484 ACACCAGCGCACACCTGCCA | 38 2781
1339545 H/TI H/TI 87546 87565 ACAGGCTACTCCCCCCAGGC | 49 2782
1339563 H/TI H/TI 84924 84943 GCCCTTACTCATCAGTGGCC 57 2783
1339568 H/TI H/TI 44274 44293 GGTGAGCTCCACCTCATGCC 47 2784
1339587 H/TI H/I 37093 37112 CACGAGTACCCTCTGCCAGC | 38 2785
1339592 H/TI H/TI 40421 40440 CACTCCAGAAGAACAAACCT | 83 2786
1339599 H/I H/TI 69368 69387 AACCCCACCACATCACTGGC | 64 2787

Ta6mmma 37. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE ramMepoB co CMEIIaHHOH OCHOBOY,

H3MCPCHHOC C MOMOIMIBI0 HAadopa mpaiimepoB-30Ha0B RTS39496 mmt uenoseueckoro KCNT1

SEQ SEQ
SEQ SEQ
ID NO: ID NO: KCNT1 | SEQ
Homep ID NO: ID NO:
1 2 HocaenoBareasHOCTH (0T S' K 3") | (% 1D
COCIMTHEHH S 1 Crom 2 Cron
Crapr . Crapr . UTC) NO:
caiit caiit
caiir caiir
1080852 3842 3861 94221 94240 CCACCGTGTCCTCACACGCT 18 49
1080855 3854 3873 94233 94252 GTCACGCTAGTGCCACCGTG 19 283
1337273 H/TI HAI 72758 72777 ACCAGAGTCCCCACCGGAGC | 45 2788
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1337300 H/II H/MI 42401 42420 GGAGTGTCCCTCTGCACCCC 43 2789
1337306 759 778 59307 59326 AACAGGTTCCGCAGCGGCGG | 18 2790
1337311 H/I H/MIT 56477 56496 GCAGTCACCTCCCACTGCCT 58 2791
1337394 H/II H/MI 40304 40323 GCAGCTCCATTACCTCTGCT 35 2792
1337412 H/TI H/IIT 27292 27311 CGTGTTTCTACATAAGCCAC 28 2793
1337414 H/TI H/I 20553 20572 CAAGCGGCACTTCCACCTTA 62 2794
1337453 H/TI H/IT 53574 53593 CCACCCACCCTCATCGCGGC 50 2795
1337480 H/TI H/IT 21634 21653 CATGTCCTGCTTAATGCCTG 33 2796
1337486 H/TI H/I 23714 23733 TGCATTTCACTCACTCAGGA 27 2797
1337502 H/II H/I 62097 62116 GGAGACCCACCATCTCCCCA | 54 2798
1337556 H/TI H/I 34992 35011 CTTCTGAGTCCAAACTGGGA | 66 2799
1337559 H/TI H/I 26544 26563 CAGACACTCAACTTGACCTC 48 2800
1337605 H/I H/I 48770 48789 GCCCTGACCATCGCCCCACA | 259 2801
1337689 H/TI H/I 43462 43481 GGCTCAGCTTCCCTCTCGCT 61 2802
1337699 H/II H/II 77629 77648 AGGTGCCTCTAACATAGACA | 46 2803
1337733 H/II H/II 85486 85505 TTAGCAGCTAAAACGACACC | 85 2804
1337744 H/II H/II 93326 93345 GCACAGATCTTCATAGCAAC | 25 2805
1337749 H/II H/II 33852 33871 ATTCCATCCAGATATGGCTC 49 2806
1337767 H/II H/II 18692 18711 GCGGTCCACCTCCTAATACC 37 2807
1337785 H/II H/II 57198 57217 TTACTGAGCACCACTGCAGT 71 2808
1337839 H/TI H/IIT 36753 36772 AACGAACCCACAGCCCACCG | 48 2809
1337914 H/TI H/MI 40864 40883 CACGCTGTCTAATCAGCTCC 44 2810
1337979 H/TI H/MI 33014 33033 ATTCAATTGCTAAACCACAC 71 2811
1338023 H/TI H/MI 47136 47155 CTCATTTGTTTATCTGGCAA 29 2812
1338097 H/TI H/MI 58467 58486 TCTACTGACCCCTCTGGAAC 71 2813
1338125 H/TI H/MI 45025 45044 GGAGCCCATTTCCCAAGTTC 50 2814
1338224 H/TI H/MI 63220 63239 CCAGGTTTATGATCGAGGGA | 18 2815
1338263 H/TI H/MI 89659 89678 AAGGTCTTCACAGGCCACCT 29 2816
19228 19247
1338305 H/TI H/MI CCTTCCCTCTCATCCTATAG 77 2817
19274 19293
1338320 H/I H/MI 32379 32398 TCTGCTAATCCCCCTCACCA 54 2818
1338362 H/TI H/MI 17757 17776 TTTACAAATCTTCATGGTCC 37 2819
1338588 4539 4558 94918 94937 AGGCTTTGCTTTAAAAGGTA 18 2820
1338612 2540 2559 79454 79473 TGCGGGATCTGTAGTAGGCC | 51 2821
1338623 H/TI H/MI 74292 74311 AGACTCTGCCACTCCTGCAC 52 2822
1338640 H/TI H/MI 31727 31746 TGCAGACCCAACTTCCACTT 36 2823
1338736 H/TI H/MI 66027 66046 TGACGAGGCTCCACTGCCTT 51 2824
1338745 H/I H/MI 71267 71286 GCACCATCACCCAACAGCAT | 47 2825
1338787 H/II H/MI 78692 78711 CGGCCACAGATTATAACCCA | 46 2826
1338808 H/TI H/MI 67953 67972 GAATGGTCCACCCCAGACGA | 26 2827
1338832 H/TI H/MI 84247 84266 ATGCATGTCACCCCACCAGC | 47 2828
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1338870 H/II H/MI 31129 31148 TTCAACTGCTCAGCGAACTT 45 2829
1338878 H/II H/II 22305 22324 AGAGACATCCCCACCGCAAC | 64 2830
1338910 H/I H/MIT 76762 76781 ACATGGCCCCATACAGGCAC | 56 2831
1338976 H/II H/MI 23017 23036 GCCCCTAAACCACCACTGCC 41 2832
1339009 H/TI H/IIT 90957 90976 AAACAGGTCCCTCCCGAGCT | 39 2833
1339026 H/TI H/I 18222 18241 CACTTCCTGCCCAATATCGG 42 2834
1339034 H/TI H/IT 45700 45719 GCGGCACACACTATAGCCTC | 406 2835
1339075 H/TI H/IT 69900 69919 GCTGACAGCTTCTCCTGGCC 39 2836
1339078 H/TI H/I 29823 29842 AGGATGGTCATCCTTCGGCT 24 2837
1339079 H/II H/I 82053 82072 GGTGGTGCCCTTCATGGAGC | 40 2838
1339089 H/TI H/I 49279 49298 GTCTGCTCACCTCACTTGCT 47 2839
1339139 H/TI H/I 48106 48125 TCTCCGAGCACCACCACAAA | 69 2840
1339164 H/I H/I 55785 55804 CAGAGCTCTAACACCTGGGA | 11 2841
1339193 4329 4348 94708 94727 GCTGCTTCTAACTTCCAGAA 26 2842
1339197 H/II H/II 50558 50577 TTGTCACTGTCCACCAGGGC 31 2843
1339203 H/II H/II 51907 51926 TCCGTCACACCCAGCAGACA | 48 2844
1339204 H/II H/II 19887 19906 ATGCCAGACTCACCCAACCC | 50 2845
1339233 H/II H/II 39301 39320 GCCCAACCATCCCCAGAGGA | 63 2846
1339237 H/II H/II 60880 60899 GCTGGAGGCCCTCGCAGCTC | 39 2847
1339240 H/II H/II 5840 5859 GCTCAGAAAATGACCAACTC | 40 2848
37284 37303
1339245 H/TI H/MI 87149 87168 CCCGTATTCTTCCTGAAGAC 28 2849
1339257 H/TI H/MI 75811 75830 CTGTTGTCCCCAGCAGGCCA 179 2850
1339273 H/TI H/MI 68939 68958 GAACTCTACCTTCAGCCCGT 48 2851
1339317 H/TI H/MI 92695 92714 TCTGCCCGTCCTCTCCCCTT 40 2852
1339366 H/TI H/MI 24676 24695 GATGCTCTCACCAGGAGCCT 45 2853
1339387 H/TI H/MI 30630 30649 GCTGCGGCCCTCACTCTCCG 51 2854
1339400 H/TI H/MI 91720 91739 CTCCGACCTTTACTCCAGGC 24 2855
1339452 H/TI H/MI 82963 32982 GACCCAAACTTCAAGCCACC |61 2856
1339485 H/TI H/MI 54406 54425 CAGTTCTCCTTCTCAAACTC 21 2857
1339495 H/I H/MI 87859 87878 CTGGGACCCATCTGGACCCC 32 2858
1339510 H/TI H/MI 86300 836319 TGCCAGGCACCCATAGGTCA |21 2859
1339540 H/TI H/MI 68401 68420 CTAGATGGTCCACCTTGAAT 75 2860
1339555 H/I H/MI 65327 65346 TCAAGGGCTTTTACTGGTGC 22 2861
1339562 H/TI H/MI 27832 27851 GCATATATTCAATCAACTTA 38 2862
1339627 H/TI H/MI 37502 37521 GTTTCTGACCTCACTAGGCC 30 2863

Ta6mmma 38. Camxerne PHK KCNT1 ¢ momompro 4000 HM 5-10-5 MOE rammMepoB co CMENIaHHOH OCHOBOW,

H3MCPCHHOC ¢ MOMOMIBI0 HAa0opa mpaiimepoB-30Ha0B RTS39496 mmst uenoseueckoro KCNT1
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SEQ SEQ SEQ SEQ
Homep ID NO: | ID ID NO: ID NO: KCNT1 | SEQ
1 NO: 2 HocienoBaTemHOCTE (0T 5'K 3") | (% ID
COCHTHEHT Crapr | Cronm Crapr 2 (ETOH UTCO) NO:
cair caiir caiir cant
1080855 3854 3873 94233 | 94252 | GTCACGCTAGTGCCACCGTG | 20 283
67950 | 67969
1081057 H/I1 H/II TGGTCCACCCCAGACGATCC | 13 161
68546 | 68565
1337381 H/II H/II 17747 | 17766 | TTCATGGTCCTCATGGATAC | 24 2864
1337408 H/II H/II 18201 18220 | AGGATCTCCCAGGGCTGCCG | 20 2865
1337413 4525 4544 94904 | 94923 | AAGGTAAGTGTAAAATGGTC | 51 2866
1337438 H/II H/II 39255 | 39274 | AGCACCAGACACCAGCCCAA | 51 2867
8835 8854
1337440 H/II H/II GAAAATGACCAACTCACTGG | 81 2868
37279 | 37298
1337455 H/II H/II 27237 | 27256 | GGCCCTGTTCAAACACTATA | 54 2869
1337524 H/II H/II 90922 | 90941 | TCAGGAGGCCCTTCAAGCTC | 42 2870
1337553 H/II H/II 47080 | 47099 | AACATCGCCATTCCCAGAGT | 101 2871
1337564 3839 3858 94218 | 94237 | CCGTGTCCTCACACGCTCCT 15 2872
1337634 H/II H/II 85147 | 85166 | GAGGCGGTACATCCACGGGC | 50 2873
1337642 H/II H/II 45676 | 45695 | GCAGACGCATCCATTTCCTC | 47 2874
1337651 4299 4318 94678 | 94697 | ACAGCAAACAGCCCAGGGTC | 46 2875
1337652 H/IT H/TT 57161 | 57180 | AGGGCACTCACCTGGATCGC | 92 2876
1337994 H/TT H/TI 31721 | 31740 | CCCAACTTCCACTTTGCAAA | 69 2877
1337999 H/IT H/TI 32359 | 32378 | CGTGTGGTCCCCCTCGCCAC | 52 2878
1338069 H/IT H/TI 82863 | 82882 | TCCCTGTCCACACAGGGTCA | 80 2879
1338086 H/IT H/TI 33841 | 33860 | ATATGGCTCCTACTCCACCT | 47 2880
1338092 H/IT H/TI 86291 | 86310 | CCCATAGGTCAAAAAGGGCC | 39 2881
1338100 H/IT H/TI 24542 | 24561 | CGAGGCATAAACACACTTAC | 31 2882
1338179 H/IT H/TI 60826 | 60845 | ACCCTGCTTTCAGCTGGGCC | 57 2883
1338182 H/IT H/TI 37492 | 37511 | TCACTAGGCCTCCATGCACC | 60 2884
1338208 H/IT H/TI 23015 | 23034 | CCCTAAACCACCACTGCCCC | 85 2885
1338264 H/IT H/TI 26411 | 26430 | TCTCTGGCCACCACAAGGCT | 66 2886
1338288 H/IT H/TI 78690 | 78709 | GCCACAGATTATAACCCACA | 66 2887
1338321 H/IT H/TI 36574 | 36593 | GACAAGAGAACATCTGTGCC | 38 2888
1338335 H/IT H/TI 31121 | 31140 | CTCAGCGAACTTAATTATAT | 39 2889
1338336 H/IT H/TI 55749 | 55768 | CCCTCCCCACCTACTGCGGA | 44 2890
1338400 H/IT H/II 54394 | 54413 | TCAAACTCTCCTAGTGGGTT |21 2891
1338403 H/IT H/TI 93323 | 93342 | CAGATCTTCATAGCAACCCA |35 2892
1338425 H/IT H/TI 20548 | 20567 | GGCACTTCCACCTTACCCAG | 24 2893
1338434 H/IT H/II 18669 | 18688 | GGCACACAACCCATGTGCCC | 83 2894
1338438 H/IT H/TI 42376 | 42395 | CCCAAGTCCCATAAGATGCT | 41 2895
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1338471 H/II 34971 34990 | TGCCGGAATCCTCACCCTTA | 40 2896
1338476 H/I 51894 51913 GCAGACAGCCGACCCAGCCT | 50 2897
1338515 H/II 75728 | 75747 | TGGGCTGTCATTACAGTGTG | 36 2898
1338517 H/TI 50534 50553 GGCTGTGACACCCAGTGGGT | 45 2899
1338518 H/TI 44948 | 44967 | CCCAGAGGCACCAGCGGGTA | 75 2900
1338576 H/TI 76709 | 76728 | ACATGCGCACAGAAATGAAC | 80 2901
1338636 H/TI 74163 74182 | GGCAGAGTGCCTACTGCGCA | 41 2902
1338657 H/TI 66019 [ 66038 | CTCCACTGCCTTGCCACACA |24 2903
1338694 H/I 63147 | 63166 | GGTGAATCAAAGCCAAGCCG | 14 2904
1338818 H/TI 82024 82043 | AGAAAGCCAATTCCAGCTCA | 66 2905
71123 71142
1338824 H/TI 71163 71182 GCGCCCTGCCCCAGACGCAC | 16 2906
71283 71302
1338826 H/I 89623 89642 | CCTCTGAGTCTCCTTCGGGC 38 2907
1338886 H/II 59222 59241 GGCTCACCCACCGTGATGAT | 65 2908
1338967 H/II 19884 19903 CCAGACTCACCCAACCCTAC | 52 2909
1338999 H/I 77546 | 77565 | TGTGGCTCTCCCTTGCAGAA | 49 2910
1339081 H/II 62094 | 62113 GACCCACCATCTCCCCAGAA |6l 2911
1339102 H/II 43242 43261 | TGCATCTCCCGATATAGCCC | 32 2912
1339117 H/II 65191 65210 | GTCAGCGGCATCACTGTCCC | 61 2913
1339184 H/TI 56450 56469 | GCAGGTGCCTTCCTTTGCCG 9 2914
1339192 H/TI 91718 91737 | CCGACCTTTACTCCAGGCCT 12 2915
1339201 H/TI 68299 | 68318 | CAGCCCACCCCAGATGGTCC | 42 2916
1339229 H/TI 29746 | 29765 | GTGGGCCCCACCTCTGTCCG | 41 2917
1339242 H/TI 21430 | 21449 | CATGCATCCCCCGACATACA | 52 2918
1339270 H/TI 87844 87863 | ACCCCAGCACATCCTGGCCT | 41 2919
1339296 H/TI 79253 79272 | TCCCAGACCCCTCACCAAAC | 103 2920
1339314 H/TI 48099 | 48118 | GCACCACCACAAAAAGGAGA | 64 2921
1339328 H/I 30557 30576 | GGGAGATGCCTCCCACTTCC | 69 2922
1339386 H/TI 69863 69882 | CCCATGGTGCTTCCTAGGGC | 16 2923
1339412 H/TI 92479 92498 | GCTTCAGGCCTTTCGCACAC 17 2924
1339425 H/I 68901 68920 | AGCAGCTGACTCTCCCGCCC | 37 2925
1339459 H/II 33010 33029 | AATTGCTAAACCACACTTTT | 43 2926
1339473 H/II 48764 | 48783 | ACCATCGCCCCACACTCCAC | 69 2927
19224 19243
1339503 H/I CCCTCTCATCCTATAGACAC 54 2928
19270 19289
1339548 H/I 40302 | 40321 | AGCTCCATTACCTCTGCTCT 29 2929
1339556 H/I 49203 49222 | TGACCAGACCCCAGAATCTC | 66 2930
1339559 H/I 22303 22322 | AGACATCCCCACCGCAACCC | 69 2931
1339608 H/II 53303 53322 | GCTCCAGCCTTTCCGTGGAC |9 2932
1339611 H/II 40862 | 40881 CGCTGTCTAATCAGCTCCCA | 40 2933

120




10

15

20

25

1339623 H/TI H/II 27828 27847 | ATATTCAATCAACTTAGGAC |61 2934
1339633 H/II H/I 58431 58450 | TGAAAGACCCTCTCTGGTCT | 80 2935
1339634 H/II H/II 84245 84264 | GCATGTCACCCCACCAGCAG | 61 2936
1339636 H/II H/TI 23675 23694 | CCTGCCAGAACTTTTGGACA | 41 2937
1339638 H/II H/TI 72652 72671 GGGTCAGCCCACAAGCCTCA | 48 2938
1339661 H/TI H/TI 87135 87154 | GAAGACTCCCCTGAGCCTCT | 12 2939

Opumep 2: Bmusanme mogudumupoBanasix o/mronykjaeotuior Ha PHK KCNT1 wenoseka in vitro,
MHOTI'OKPATHBIC 103b1

Moau(umupoBaHHbIC OHTOHYKJICOTH/bI, BEIOPAHHBIC H3 IPHBEACHHBIX BBIIIC MPUMEPOB, TECTUPOBATIH B
pasnuuHbIX Ao3ax B kiaeTkax SH-SYS5Y. Kymstusupyemsie kietku SH-SYSY mpu mrotHoctn 20 000 xireTok Ha
JyHKY 00pabaTsiBaId MOAU(DUIMPOBAHHBIM OJIMTOHYKICOTHAOM B PA3IHYHBIX J03aX METOAOM JICKTPOIOPAINH, KaK
yKka3aHo B Tabmuuax Hmke. [Tocne meproaa 06paboTKH MPOI0LKUTSIFHOCTRIO IPUOTH3UTCIBHO 24 yaca U3 KICTOK
poiiesuma o0y PHK u mmepsamu yposan PHK KCNT1 ¢ momomnpro kommuectseHHOl OT-IILP B peamsHOM
ppemeHd.  HaGop mpaiimepos-30HmoB RTS39508 mma KCNT1 uemoBeka (mpsMas ITOCJICAOBATCIBHOCTD
GTCAACGTGCAGACCATGT, ob6o3HaucHHas B JaHHOM JokyMmeHre kak SEQ ID NO: 11; obpatnas
nocienosarebHOCTh TCGCTCCCTCTTTTCTAGTTTG, o6o3HaucHHas B naHHOM gokyMenTe kak SEQ ID NO: 12;

nocienosarebHOCTh 30HAa AGCTCACCCACCCTTCCAACATG, o603HaueHHAs! B JAHHOM JOKyMEHTE kKak SEQ
ID NO: 13) ucnonms3osam gt m3Meperus yposaein PHK, npeacrasneHsbix B Tabmumax 39-42, a Habop mpaiiMepos-
30HA0B RTS39496 mma KCNT1 uwenoseka (mpsimas mocnemosatebHOCTE  CAGGTGGAGTTCTACGTCAA,
oOO3HaueHHAsT B JaHHOM JokymeHte kak SEQ ID  NO: 14; oOpatHast TOCICIOBAaTCIHLHOCTh
GAGAAGTTGAACAGCCGGAT, o6o3HaueHHas B jaHHOM AokyMeHTte kak SEQ ID NO: 15; nocneqoBaTeIbHOCT
30Hma TGATGAAGAACAGCTTGAGCCGCT, o6o3HaucHHas B JaHHOM 1okyMcHTe kak SEQ ID NO 16)
HCTIOIb30BaTH 1 m3MepeHus yposHe# PHK, npeactaBneHHBIX B TabHnax 43-60. B ka0 TabIUIE TPSACTABICHBI
Pe3yAbTATHL, MOJYYCHHBIC HAa OTACTbHOM aHamuTHIeckoM mianmeTe. Yposad PHK KCNT1 66111 CKOpPEKTHPOBAHBI
oTHOCHTENBHO obmero coaepxanmsa PHK, m3meperroro ¢ nomompro RIBOGREEN®. Pe3ynsraTsl NpenCcTaBICHBI B
tabmumax Hwke B Buae nponeHta PHK KCNT1 |, mo cpaBHCHHIO ¢ HEOOpaOOTAHHBIM KOHTpOJEeM. Taxxe
MPCACTABICHA MOJOBHHA MaKCHMATbHOH WHruOmpyromei koHneHTpamud (ICsp) Kakaoro MOau(pHIHPOBAHHOTO
omronykiaeotuaa. 1Cso pacCUHTHIBANIN C UCTIOIB30BAHUEM JTHHCHHOH PErpeccCHy HA JIOTapu(pMHICCKOM/ THHEHHOM
rpa¢uke naHHBIX B Excel. B HEKOTOPBIX Cllyyasx, KOT1a HEBO3MOKHO HAIEKHO paccuntarh [Cso, OHa 0003HAUACTCS
kxak H.P. (He paccuurano).

Tabmmma 39. J[lozozasucumoe mnponentHoe cHmkeHne PHK KCNT1 uyemoseka MOZU(HIMPOBAHHBIMHU

OJIMTOHYKJICOTUAAMH, H3MCPCHHOC ¢ MOMOTIBIO Ha0opa mpaiimMepos-30HA0B RTS39508 ama KCNT1 uemoseka

Coenmaenne Ne uTe IC50 (MxM)
94 uM 375uM | 1500 uM | 6000 uM
1080715 38 79 46 25 1.4
1080740 76 54 46 14 0,6
1080846 98 106 32 17 1,3
1080847 84 63 36 23 0.8
1080852 76 62 33 17 0,6
1080858 101 83 57 25 1.8
1080859 79 51 30 19 0.5
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1080865 117 85 50 24 1,7
1080888 65 53 26 15 0,3
1080889 72 46 23 16 0,3
1080894 30 74 36 16 0,8
1080895 85 74 39 15 0,9
1080978 85 67 49 26 1,2
1080996 91 85 72 17 2,0
1081080 96 92 43 21 1,4
1081092 66 56 54 15 0,6
1081093 104 55 20 12 0,7
1081135 33 57 28 13 0,6
1081148 97 73 42 32 1.5

Taommma 40. J[lozozaBucumoce mponeHtHoe cHmkeHune PHK KCNT1

YeJIOBEKAa MOIH(PUIIMPOBAHHBIMHU

OJIMTOHYKJICOTUAAMH, H3MEPEHHOE C MOMOIIBI0 Habopa mpaiiMepoB-30HA0B RTS39508 ama KCNT1 yenoseka

Coenunenne Ne veuTe IC50 (MxM)
94 uM 375aM | 1500 uM | 6000 uM

1080722 106 109 48 36 2,6
1080723 90 54 28 13 0,6
1080741 98 111 61 35 3,5
1080753 135 108 62 26 2,6
1080818 76 53 41 19 0,6
1080854 100 74 44 16 1,1
1080878 71 53 31 15 0.4
1080890 86 77 44 25 1,3
1080896 83 88 49 22 1.4
1080902 112 92 46 18 1.5
1080992 75 84 72 42 H.P.
1081040 88 88 40 14 1,1
1081052 76 68 32 20 0,7
1081057 72 61 24 16 0,5
1081076 76 77 55 26 1,5
1081100 81 75 31 12 0,7
1081136 94 72 46 16 1,1
1081147 79 74 34 13 0,8
1081148 105 89 56 25 2,0

Ta6mmma 41. Jlozo3asucumoe mnponentHoe cHmkeHne PHK KCNT1 uyemoseka MOZu(HIMPOBAHHBIMHU

OJIMTOHYKJICOTUAAMH, H3MCPCHHOC ¢ MOMOTIIBI0 Ha0opa mpaiitmMepoB-30HA0B RTS39508 ama KCNT1 uemoseka

%UTC

Coemunenne Ne IC50 (MxM)
94 uM 375uM | 1500 uM | 6000 uM

1080706 97 59 58 29 1.5

1080806 131 138 126 71 H.P.
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1080819 69 67 59 29 1,5
1080831 115 71 37 37 1,6
1080855 33 39 33 16 0,1
1080862 77 41 15 9 0,3
1080891 76 52 29 16 0,5
1080892 140 66 33 9 1,1
1080903 97 55 31 19 0,8
1080944 120 123 103 85 H.P.
1080952 132 76 53 23 1,7
1080962 80 122 76 43 H.P.
1081016 98 95 77 59 H.P.
1081023 80 91 38 31 1.5
1081028 104 112 72 29 3.4
1081064 107 97 55 33 2,5
1081089 88 66 28 15 0,7
1081107 84 82 52 36 2,2
1081148 88 79 66 23 1,9

Taomna 42. [o3o3asucumoe mpoueHTHoe cHmkeHme PHK KCNT1 uyenoseka MOAH(UIMPOBAHHBIMH

OJIMTOHYKJICOTHIAMH, U3MEPCHHOE C TIOMOINBI0 HAabopa mpaiimepos-30Ha0B RTS39508 mmst KCNT1 uenoseka

Coemmnenne Ne 7euTe ICS50 (MxM)
94 uM 375uM | 1500 sM | 6000 €M
1080707 101 96 74 29 3,2
1080720 99 57 26 15 0,7
1080779 74 87 46 21 1,2
1080821 92 91 63 18 1,8
1080844 107 111 47 40 2,9
1080851 95 50 23 9 0,6
1080856 103 52 40 24 1,0
1080857 97 61 32 16 0,8
1080863 99 56 33 16 0.8
1080958 96 95 62 41 3.8
1080976 91 100 66 33 3.3
1080977 163 92 60 18 2,0
1081043 81 67 41 16 0.8
1081048 124 120 67 33 34
1081072 105 89 69 47 54
1081084 111 75 28 21 1,1
1081085 67 56 29 8 0.4
1081145 77 44 24 11 0.4
1081148 114 89 50 34 22

Taommma 43. Jlozo3asucumoe mnponentHoe cHmkeHHe PHK KCNT1 uyemoseka MOZu(HIMPOBAHHBIMHU
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OJIMTOHYKJICOTUIAAMH, H3MCPCHHOC ¢ MOMOTIBI0 Ha0opa mpaiimMepoB-30HA0B RTS39496 ama KCNT1 uemoseka

KCNT1 (% UTC)

e et T 313 M | 1250 5 | 5000 M 1CsonaxeM
1080855 110 |52 35 36 1.0
1337226 65 49 35 23 03
1337327 58 38 19 23 0.1
1337329 62 47 25 15 0.2
1337332 75 36 24 7 03
1337575 84 65 30 13 0.6
1338042 99 56 28 6 0.6
1338312 90 62 22 11 05
1338475 78 37 31 9 03
1338533 44 48 37 16 <0,1
1338584 109 | 58 29 24 0.8
1339151 97 88 47 26 14
1339156 93 70 19 24 0.7
1339160 89 87 39 26 1.1
1339168 91 83 47 33 15
1339194 89 59 28 16 0.6
1339451 95 77 41 21 1.0
1339481 77 47 16 8 0.3
1339491 85 60 48 14 07

Taommma 44. Jlozo3asucumoe mnponentHoe cHmkeHne PHK KCNT1 uyemoseka MOIU(DHIMPOBAHHBIMHU

OJIMTOHYKJICOTUIAMH, H3MCPCHHOC ¢ MOMOTIBIO Habopa mpaiitMepoB-30H10B RTS39496 nma KCNT1 uemoseka

KCNT1 (% UTC)
Homep coequnenus ICso MM

78 uM | 312 aM | 1250 M | 5000 aM
1080855 32 49 22 19 0.4
1337259 76 67 41 12 0,6
1337266 38 63 34 14 0,6
1337483 67 56 36 26 0.4
1337702 78 65 36 22 0,6
1337728 69 63 29 16 0.4
1337794 84 32 12 3 0,2
1337803 81 46 23 7 0,3
1338185 66 60 34 22 0.4
1338229 64 44 20 13 0,2
1338679 103 90 52 36 2.0
1338911 87 68 35 17 0,7
1338969 78 50 32 10 0.4
1339055 92 58 29 16 0.6
1339128 95 38 56 26 1.6
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1339372 86 50 23 9 0.4
1339479 33 56 27 22 0,5
1339525 65 46 14 14 0,2
1339573 91 72 35 29 1,0

Ta6mmma 45. J[lozo3asucumoe mnponentHoe cHmkeHHe PHK KCNT1 uyemoseka MOZU(DHIMPOBAHHBIMHU

OJIMTOHYKJICOTUIAMH, H3MCPESHHOS C MOMOTIIBI0 Ha0opa mpaiimMepoB-30H10B RTS39496 ama KCNT1 uemoseka

KCNT1 (% UTC)
e O T 317 M | 1250 5 | 5000 M 1CsonuxeM
1080855 110 | 49 22 23 0.7
1080862 73 42 23 17 03
1080878 84 68 36 22 0.7
1337279 98 81 52 20 12
1337488 83 82 35 15 0.8
1337603 98 73 24 15 0.7
1337640 102 |77 48 25 1.2
1337648 59 32 25 14 0.1
1337681 73 69 43 10 0.6
1337837 77 81 35 14 0.7
1337916 91 72 46 17 0.9
1338005 94 70 30 21 0.8
1338107 97 71 35 21 0.9
1338237 84 65 33 18 0.6
1338313 79 52 32 12 04
1338333 81 62 33 16 0.6
1338427 100 | 85 31 19 0.9
1338577 111 |52 31 25 0.8
1339030 105 |75 32 23 1.0

Taommma 46. Jlozo3asucumoe mnponentHoe cHmkeHne PHK KCNT1 uyemoseka MOZU(HIIMPOBAHHBIMHU

OJIMTOHYKJICOTUIAMH, H3MCPCHHOC ¢ MOMOTIBIO Habopa mpaitmMepoB-30HA0B RTS39496 ama KCNT1 uemoseka

KCNT1 (% UTC)
Homep coequnenns ICso MM

78 uM | 313 M | 1250 M | 5000 aM
1080855 85 48 22 14 0.4
1081085 73 31 13 7 0,2
1337229 112 91 64 28 2.1
1337304 72 38 15 6 0,2
1337393 125 72 20 11 0.8
1337500 96 49 28 16 0,5
1337618 57 35 10 9 0,1
1337714 106 63 39 14 0.8
1338087 83 71 32 11 0.6
1338188 84 75 50 30 1,3
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1338537 77 46 36 20 0.4
1338574 75 56 43 15 0,5
1338660 88 70 24 6 0,5
1338686 87 57 26 8 0,5
1338800 60 35 10 4 0,1
1338887 107 86 54 27 1,6
1338990 97 72 39 27 1,0
1339227 76 42 22 7 0,3
1339431 101 40 18 12 0,4
Ta6mmma 47. J[lozo3asucumoe mnpoucHtHoe cHmkeHHe PHK KCNT1 uyenoseka MOIU(DUIMPOBAHHBIMHU
OJIMTOHYKJICOTUIAAMH, H3MEPESHHOC ¢ MOMOIIBI0 Habopa mpaiiMepoB-30HA0B RTS39496 ama KCNT1 yenoseka
KCNT1 (% UTC)
Homep coemnenust ICso MM
78 uM | 313 uM | 1250 uM | 5000 1M
1080855 73 46 19 21 0,3
1337542 51 40 17 7 0,1
1337683 75 42 14 5 0,2
1337722 78 49 27 11 0,4
1337814 52 37 26 12 0,1
1337976 105 57 25 18 0,7
1338215 76 48 29 13 0.4
1338315 71 46 26 7 0,3
1338356 78 50 23 11 0.4
1338442 64 49 18 12 0,2
1338453 69 73 24 8 04
1338784 76 54 24 17 04
1338789 90 64 25 10 0,5
1338823 87 70 37 29 0,9
1338830 101 76 42 28 1,2
1339073 78 38 18 15 0.3
1339312 73 50 22 17 0.3
1339437 60 41 26 19 0,2
1339529 61 53 20 14 0,2

Taommma 48. Jlozo3asucumoe mnponentHoe cHmikeHne PHK KCNT1 uyemoseka MOIu(HIMPOBAHHBIMHU

OJIMTOHYKJICOTUAAMH, H3MCPCHHOC ¢ MOMOTIIBI0 Ha0opa mpaitmMepoB-30HA0B RTS39496 ama KCNT1 uemoseka

KCNT1 (% UTC)
Homep coeqnnenns ICso MM
78 uM | 313 M | 1250 M | 5000 aM
1080855 106 58 64 39 2.1
1337285 79 70 39 32 0,9
1337334 98 80 59 40 2.5
1337447 103 99 65 32 2.5
1337827 91 86 49 20 1,2

126



1337899 77 57 18 15 0.4
1337919 92 33 64 35 2.5
1338010 79 57 35 37 0,7
1338094 93 85 68 26 1,9
1338199 93 65 48 18 0,9
1338226 113 94 73 33 2.8
1338504 76 54 28 9 0.4
1339039 99 107 62 38 3.1
1339072 87 77 53 33 1,6
1339318 78 50 50 20 0,6
1339436 38 82 48 37 1,7
1339456 106 88 51 31 1,7
1339609 123 113 59 38 2.8
1339639 93 72 45 29 1,2

Ta6mmma 49. J[lozo3asucumoe mnpoucutHoe cHmkeHne PHK KCNTI1

YeIoBeka MOIH(PHIMPOBAHHBIMH

OJIMTOHYKJICOTHIAMH, U3MECPCHHOE C TIOMOINBIO HAabopa mpaiimepos-30Ha0B RTS39496 mus KCNT1 uenoseka

Homep coennHenust KCNT1 (% UTC) ICso MM
78 uM | 313 1M | 1250 uM | 5000 uM
1080855 102 51 33 15 0,6
1080889 65 48 28 8 0.3
1337223 93 49 23 6 0.4
1337278 91 92 59 33 2,2
1337320 78 40 21 3 0.3
1337449 140 63 29 26 1.1
1337501 83 47 19 8 0,3
1337724 89 69 41 15 08
1338119 90 86 64 25 1.8
1338307 105 97 45 18 1.3
1338473 94 50 31 11 0,5
1338485 80 60 24 15 0,5
1338564 113 96 45 14 1,2
1338719 71 42 21 7 0,2
1338862 95 62 25 11 0,6
1338924 80 49 19 17 0,4
1339021 84 52 19 13 0,4
1339258 94 59 11 6 0,4
1339432 79 35 15 11 0,2

Tabmmma S50. [lozo3asucumoe mnponentHoe cHmkeHHe PHK KCNT1 uyemoseka MOIu(HIMPOBAHHBIMHU

OJIMTOHYKJICOTUAAMH, H3MCPCHHOC ¢ MOMOTIBI0 Ha0opa mpaitmMepoB-30HA0B RTS39496 ama KCNT1 uemoseka

Homep coenunennst

KCNT1 (% UTC)

78 ’M

313 sM

1250 sM

5000 sM

ICs0 MM
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855082 79 51 30 15 0.4
1080855 109 74 30 23 1,0
1337509 60 37 19 15 0,1
1337596 96 33 36 14 0,6
1337786 76 62 32 22 0,5
1338586 97 30 44 18 1,0
1338646 71 62 31 18 0,5
1338682 95 33 33 14 0.8
1338688 97 73 25 12 0,7
1338691 76 56 21 16 0.4
1338922 113 77 46 17 1,1
1338931 118 76 34 30 1,2
1338935 83 60 25 14 0,5
1338945 78 43 27 10 0,3
1338946 86 76 32 11 0,7
1338953 88 62 21 8 0,5
1339001 67 40 25 17 0,2
1339369 59 42 18 9 0,1
1339370 83 50 18 6 0.4

Taomna 51, [o3o3aBucumoe mpoueHtHoe cHmkeHne PHK KCNT1

YeJIoBeka MOIH(PUIMPOBAHHBIMH

OJIMTOHYKJICOTHIAMH, U3MEPCHHOE C TIOMOINBI0 Habopa mpaiiMepos-30Ha0B RTS39496 mus KCNT1 uenoseka

KCNT1 (% UTC)
Homep coequHenus ICso MM
78 uM | 313 uM | 1250 uM | 5000 uM

1080855 103 51 38 14 0,7
1337426 84 64 38 14 0,6
1337591 109 57 28 16 0,7
1337697 47 29 19 11 <0,1
1337777 63 44 27 18 0,2
1337784 83 63 41 25 0,8
1337997 102 81 53 37 1,9
1338036 77 40 22 10 0,3
1338147 95 69 30 17 0,7
1338351 85 51 39 26 0,6
1338690 78 49 28 18 0.4
1338751 65 47 27 17 0,2
1338795 65 35 16 26 0,1
1338843 75 64 35 12 0,5
1338895 85 75 47 22 1.0
1338936 60 39 17 15 0,1
1339278 81 51 30 9 0.4
1339351 77 59 33 12 0,5
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1339496 79 | 50 ‘ 30 | 4 0.4
Ta6mmma S2. Jlozo3asucumoe mnponentHoe cHmkeHne PHK KCNT1 uyemoseka MOZu(HIMPOBAHHBIMHU
OJIMTOHYKJICOTUAAMH, H3MCPCHHOC ¢ MOMOTIBI0 Ha0opa mpaiitmMepoB-30HA0B RTS39496 ama KCNT1 uemoseka

KCNT1 (% UTC)
Homep coenunennst ICso MM
78 uM | 313 1M | 1250 uM | 5000 =EM

1080855 99 44 27 14 0,5

1337314 107 75 26 7 0,7

1337421 108 75 54 22 1,3

1337445 87 438 19 10 0,4

1337482 111 52 31 17 0,7

1337757 121 76 29 12 0,9

1337812 107 97 37 16 1,1

1337825 75 50 29 6 0,3

1338068 119 95 64 30 2,2

1338116 88 78 35 8 0,7

1338378 87 72 32 9 0,6

1338491 78 28 12 2 0,2

1338650 84 51 26 8 0,4

1338742 112 66 25 10 0,7

1339058 95 61 36 18 0,7

1339191 113 90 62 28 1.9

1339308 87 45 19 7 0.4

1339329 84 51 27 13 0.4

1339531 96 69 32 13 0,7

Taomma S3. Jlozo3asucumoe mnponentHoe cHmkeHne PHK KCNT1 uyemoseka MOZU(DHIMPOBAHHBIMHU
OJIMTOHYKJICOTUIAMH, H3MCPCHHOC ¢ MOMOTIBIO Habopa mpaitmMepoB-30HA0B RTS39496 nma KCNT1 uemoseka

KCNT1 (% UTC)

Homep coequnenus ICso MM
78 uM | 313 uM | 1250 M | 5000 aM
1080855 101 57 32 21 0,7
1080859 91 62 39 25 0.8
1337299 113 75 29 16 0,9
1337356 101 104 73 34 3.3
1337442 86 53 31 17 0,5
1337505 78 54 23 7 0.4
1338008 99 79 60 27 1.6
1338151 67 54 22 16 0,3
1338382 120 70 52 26 14
1338437 89 72 59 33 1,7
1338454 97 53 41 18 0,7
1338624 97 87 60 28 1.8
1338681 92 63 37 9 0.6
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1338912 112 72 38 37 1,4
1339049 85 52 27 15 0,5
1339110 91 65 43 13 0,7
1339112 113 71 29 14 0,8
1339360 86 72 33 14 0,7
1339416 94 93 53 27 1,6

Ta6mmma 54. Jlozo3asucumoe mnponeHtHoe cHmkeHHe PHK KCNT1 uyenoseka MOZU(DUIMPOBAHHBIMHU

OJIMTOHYKJICOTUIAAMH, H3MCPESHHOS C MOMOIIIBI0 Habopa mpaiimMepoB-30HA0B RTS39496 nma KCNT1 yemoseka

KCNT1 (% UTC)

oD ot T 313 M | 1250 5D | 5000 M 1CsonuxeM
1080855 113 | 59 29 20 0.8
1337294 77 55 24 22 04
1337416 75 50 22 8 03
1337459 55 32 17 13 0.1
1337761 90 73 35 16 0.8
1337832 91 63 18 21 0.6
1338096 91 53 30 12 0,5
1338233 76 57 23 21 0.4
1338344 88 78 44 16 0.9
1338416 82 67 38 15 0.6
1338458 86 47 31 17 0.5
1338778 82 47 27 17 04
1338809 78 63 41 17 0.6
1338841 35 23 12 7 <0.1
1338904 105 | 80 42 18 1.1
1339418 75 88 53 25 1.4
1339513 74 46 17 16 03
1339517 50 30 17 7 <0.1
1339581 86 49 24 21 05

Ta6mmma SS. Jlozo3asucumoe mnponentHoe cHmikeHHe PHK KCNT1 uyemoseka MOZU(DHIMPOBAHHBIMHU

OJIMTOHYKJICOTUAAMH, H3MCPCHHOC ¢ MOMOTIBI0 Habopa mpaitmMepoB-30HA0B RTS39496 ama KCNT1 uenmoseka

KCNT1 (% UTC)
Homep coequnenns ICso MM

78 uM | 313 uM | 1250 M | 5000 aM
1080855 84 49 35 14 0,5
1337235 70 44 30 22 0,3
1337374 103 81 44 23 1,2
1337379 83 63 46 25 0,9
1337566 54 46 19 11 0,1
1337841 77 66 44 19 0,7
1337870 73 47 23 6 0,3
1338013 62 33 14 6 0,1
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1338170 77 66 32 18 0,6
1338184 104 98 52 26 1,7
1338337 89 38 73 37 3,6
1338484 34 77 50 24 1,1
1338891 67 45 25 14 0,2
1338991 82 73 47 24 1,0
1339152 33 44 27 20 0.4
1339254 68 55 27 15 0,3
1339315 71 52 23 11 0,3
1339401 38 42 36 16 0,5
1339493 72 62 33 10 0.4

Taommma 56. J[lozozaBucumoce mponeHtHoe cHmkeHne PHK KCNT1

OJIMTOHYKJICOTUIAAMH, H3MEPEHHOC C MOMOIIBI0 Habopa mpaiimMepoB-30HA0B RTS39496 ama KCNT1 yenoseka

YeJIOBeKa MOH(DUIMPOBAHHBIMU

Homep coequnenus KCNTI (% UTO) ICso MM
78 uM | 313 uM | 1250 1M | 5000 1M

1080855 117 37 14 10 0,5
1337282 80 64 28 14 0,5
1337399 47 54 29 10 0,1
1337637 88 52 34 14 0,5
1337940 64 36 20 13 0,2
1337972 96 49 21 7 0,5
1338045 85 56 42 14 0,6
1338190 78 54 23 6 04
1338630 78 50 12 4 0.3
1338994 73 64 24 12 04
1339000 67 37 17 4 0,2
1339041 63 39 11 7 0,2
1339092 85 56 24 5 04
1339188 145 99 43 12 1,3
1339247 81 58 17 10 0,4
1339255 83 51 17 8 04
1339409 72 40 21 9 0,2
1339532 66 65 17 3 0.3
1339612 50 25 19 7 <0,1

Ta6mmma S7. J[lozozasucumoe mnponentHoe cHmkeHHe PHK KCNT1 uyemoseka MOIU(HIMPOBAHHBIMHU

OJIMTOHYKJICOTUAAMH, H3MCPCHHOC ¢ MOMOTIBI0 Ha0opa mpaiimMepoB-30HA0B RTS39496 ama KCNT1 uemoseka

KCNT1 (% UTC)

Homep coeqnnenns ICso MM
78 M | 313 M | 1250 M | 5000 aM

1080855 77 42 29 19 0,3

1081135 93 38 35 11 0,5

1337627 69 39 25 11 0.2
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1337706 77 102 39 20 1,1
1337715 72 74 48 27 1,0
1337783 98 71 41 18 0,9
1337867 30 70 43 22 0,8
1337970 86 41 6 9 0,3
1338319 69 47 33 17 0,3
1338510 103 32 56 24 1,5
1338524 90 73 43 27 1,0
1338652 72 64 36 10 0,5
1338693 74 65 36 21 0,6
1338850 96 76 30 24 0,9
1338925 100 98 60 14 1,5
1339068 94 86 49 25 1.4
1339195 88 52 22 12 0.4
1339335 69 42 18 11 0,2
1339643 72 47 25 16 0,3

Taommna 58. [lo3zo3aBucumoe mpoueHTHOoe cHmkeHme PHK KCNT1 uyenoseka MOAH(HIMPOBAHHBIMH

OJIMTOHYKJICOTHIAMH, U3MEPCHHOE C TIOMOINBI0 Habopa mpaiiMepos-30Ha0B RTS39496 mnss KCNT1 uenoseka

Howmep coeannennst KCNT1 (% UTC) ICso MM
78 uM | 313 uM | 1250 uM | 5000 uM

1080740 120 67 34 13 0,9
1080818 104 76 31 14 0,8
1080855 66 58 25 29 0.4
1337252 90 75 52 20 1,1
1337265 72 62 33 28 0,6
1337460 99 90 64 49 47
1337518 96 62 56 15 0,9
1337657 76 56 21 23 0.4
1337792 112 91 44 51 2.7
1337887 73 53 33 12 0.4
1337982 101 90 36 16 1,0
1338366 94 112 51 23 1,7
1338394 117 104 85 46 >35,0
1338692 83 59 27 19 0,5
1338740 90 64 45 23 0.9
1338894 81 67 51 23 0.9
1339012 116 73 28 20 0.9
1339236 105 43 21 8 0,5
1339572 105 71 35 43 14

Ta6mmma 59. J[lozozasucumoe mnponentHoe cHmkeHne PHK KCNT1 uyemoseka MOZu(HIMPOBAHHBIMHU

OJIMTOHYKJICOTUAAMH, H3MCPCHHOC ¢ MOMOTIBI0 Ha0opa mpaitmMepoB-30HA0B RTS39496 ama KCNT1 uemoseka
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KCNT1 (% UTC)
e et T 313 M | 1250 5 | 5000 M 1CsonumeM
1080852 117 |69 40 55 23
1080855 109 |69 45 31 13
1081145 84 63 48 19 0.8
1337306 99 80 44 26 1.2
1337504 82 52 41 13 05
1337897 115 | 84 53 29 1.6
1338224 95 64 34 20 0.7
1338246 95 95 63 38 2.9
1338588 69 58 36 23 05
1338965 95 97 43 19 12
1339078 81 56 50 28 0.9
1339164 78 40 21 12 03
1339184 79 53 22 22 0.4
1339400 89 69 33 23 0.8
1339485 113 |70 31 14 0.8
1339510 121 |79 51 28 15
1339555 139 |87 37 23 13
1339608 92 38 17 12 0.4
1339620 115 |72 52 22 13

Taommma 60. J[lozozaBucumoc mponcHTHOS cHIkeHne PHK KCNT1

YEJIOBEKa MOIH(PUIIMPOBAHHBIMHU

OJIMTOHYKJICOTUIAMH, H3MCPCHHOC ¢ MOMOIIBIO Habopa mpaiitmMepoB-30HI0B RTS39496 nma KCNT1 yemoseka

KCNT1 (% UTC)
Homep coequHenus ICso MM

78 uM | 313 uM | 1250 uM | 5000 aM
1080855 165 60 35 16 1,1
1081057 69 49 20 14 0,3
1337330 106 78 33 24 1,0
1337408 86 55 20 18 0,5
1337564 61 48 32 18 0,2
1337635 51 28 7 13 <0,1
1337932 53 40 23 11 0,1
1338428 110 83 51 39 2,0
1338599 92 73 35 22 0.8
1338694 85 51 26 20 0,5
1338704 103 53 25 8 0,5
1338824 94 47 24 9 0.4
1339192 69 51 58 19 0.6
1339291 69 43 24 25 0,3
1339376 86 90 51 21 1,3
1339386 96 43 25 7 0.4
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1339412 30 50 35 13 0.4
1339504 79 66 57 25 1,1
1339661 63 22 26 29 <0,1
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DOPMYJIA H3OBPETEHHUA

1. OnuromMepHOE COCIUHCHHUE, COACPKANICEe MOAN(DHIMPOBAHHBIA OTHTOHYKJICOTH I, CocTosmuit u3 12-50
CBA3AHHBIX HYKJICO3HAOB, TIAC IIOCJICIOBATCIBHOCTh HYKJICOTHIHBIX OCHOBAHHH  MOAHM(HIMPOBAHHOTO
OJIMTOHYKJICOTHAA MO MEHbIIEeH Mepe Ha 90% KOMIIEMEHTapHA PABHOH MO JUIMHE YACTH HYKJICHHOBOH KHCIIOTHI
KCNT1, u rae Moau(puUIUpOBAaHHBIH OJMTOHYKJICOTHI COACPKHT IO MCEHBINCH Mepe OJHY MOIU(HKALMIO,
BBIOPAHHYIO W3 MOJU(DHIUPOBAHHOTO CAXapHOTO (pparMeHTa U MOIH(PHUIMPOBAHHON MEKHYKJICO3HTHON CBSI3H.

2. OmMroMepHOe COCIWHCHHUE, COACprKaIIee MO (DPHIIHPOBAHHBIIN OJIMTOHYKICOTHL, cocToAmmii u3 12—50
CBA3AHHBIX HYKJICO3UIOB H UMCIOINUI MOCIEA0BATEIFHOCTh HYKICOTHIHBIX OCHOBAHHMH, CONCPIKALIYIO IO MCHbIICH
Mepe 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, mwmm 20 CMSKHBIX HYKICOTHIHBIX OCHOBaHUI m000it u3 SEQ ID NO:
21-2939.

3. OmuroMepHOC COCAUHCHHE, COACPIKAIee MOAU(DUITHPOBAHHBIN OJUTOHYKICOTHL, COCTOAmu u3 12-50
CBA3aHHBIX HYKJICO3UIOB H UMCIOIIUI MOCIEA0BATEIPHOCTh HYKICOTHAHBIX OCHOBAHHMH, COACPKALIYIO IO MCHbIICH
Mepe 8, o MeHbIIeH Mepe 9, o MeHbnei Mepe 10, mo MeHpIIer Mepe 11, mo MeHbIIeH Mepe 12, Mo MeHbIIEH Mepe
13, mo meHsbIeH Mepe 14, mo MeHbIICH Mepe 15, mo MeHbIICH Mepe 16, mo MeHbIIeH Mepe 17, mo MeHbIel Mepe 18,
1o MeHbIei Mepe 19 wm no MeHpmeH Mepe 20 CMEKHBIX Hy KJICOTHIHBIX OCHOBAHUH KOMITIEMCHTAPHBIX:

HMCIOIICH SKBUBAJICHTHYIO JJIHHY YacTH U3 HyKIeoocHOBaHMMH 24523-24561 SEQ ID NO: 2,

HMCIOIICH SKBUBAJICHTHYIO AJIHHY YacTH U3 HykiIeoocHoBaHHH 27568-27603 SEQ ID NO:

>

HMEIOIICH SKBUBATICHTHYIO AJIHHY YacTH U3 HykieoocHoBaHui 30772-30811 SEQ ID NO:

>

HMEIOIICH SKBUBATICHTHYIO AJIHHY YacTH U3 HyKJIeoocHOBaHHH 54372-54428 SEQ ID NO:

HMEIOIICH SKBUBATICHTHYIO AJIHHY YacTH U3 HykieoocHoBaHHH 55785-55818 SEQ ID NO:

HMCIOICH SKBHBAJICHTHYIO [UTHHY YacTH W3 HykiIeoocHoBaHui 56048-56073 SEQ ID NO:

HMCIOMICH SKBHBAJICHTHYO [UTHHY YacTH W3 HyKJIeoocHoBaHHUH 56319-56349 SEQ ID NO:

HMCIOMICH SKBHBAJICHTHYO [UTHHY YacTH U3 HykieoocHosaHui 61117-61153 SEQ ID NO:

HMCIOMICH SKBHBAJICHTHYO [UTHHY YacTH U3 HykieoocHosaHuit 71033-71060 SEQ ID NO:

HMCIOMICH SKBHBAJICHTHYO [UTHHY YacTH U3 HykieoocHosaHui 87135-87174 SEQ ID NO:

HMCIOMICH SKBHBAJICHTHYO [UTHHY YacTH W3 HyKiIeoocHoBaHUH 92109-92149 SEQ ID NO:

2
2
2
2
2
2
HMCIOIICH SKBHBAJICHTHYIO [UTHHY YacTH W3 HyKIeoocHoBaHui 57683-57710 SEQ ID NO: 2
2
2
2
2
2

HMCIOIICH SKBUBAJICHTHYIO JUTHHY YAaCTH H3 HYKJICOOCHOBaHMA 94221-94280 SEQ ID NO: 2,

HMCIOMICH SKBHBAJICHTHYIO [UTHHY YacTH W3 HyKiIeoocHoBaHHUH 94352-94380 SEQ ID NO: 2,

HMCIOIICH SKBHBAJICHTHYIO JUTHHY YAaCTH H3 HyKJIcooCHOBaHMA 94993-95036 SEQ ID NO: 2, win

HMCIOIICH 3KBHBAJICHTHYIO JUTHHY YAaCTH W3 HYKJICOOCHOBaHMI 95074-95144 SEQ ID NO: 2.

4. OMUTOMECPHOC COCAMHCHHUE, COACPIKANICEe MOIH(DHIIHPOBAHHBIH ONHTOHYKICOTH, cocTosmmit u3 12-50
CBA3AHHBIX HYKJICO3UIOB H MMCIOIIHH MOCIEA0BATEIFHOCTD HYKICOTHIHBIX OCHOBAHHM, CONCPKALIYIO IO MCHbIICH
Mepe 8, o MeHbIIeH Mepe 9, o MeHsnei Mepe 10, mo MeHpmIeH Mepe 11, mo MeHbIel Mepe 12, Mo MeHbIIEH Mepe
13, mo MeHbIIeH Mepe 14, mo MeHbIIEH Mepe 15, mo MeHbIIEH Mepe 16, mo MeHbIIeH Mepe 17, mo MeHbIeh Mepe 18,
mo MeHbIIeH Mepe 19 wm mo MeHsImed Mepe 20 CMEKHBIX HYKJICOTHIHBIX OCHOBAHHI KOMIUICMECHTAPHBIX:

HMEIOMICH SKBHBAJICHTHYIO UTHHY YacTH W3 HyKJiIeoocHoBaHHH 16586-16649 SEQ ID NO: 2,

HMEIOMICH SKBHBAICHTHYIO UTHHY YacTH W3 HyKiIeoocHoBaHHUH 16586—17823 SEQ ID NO: 2,

HMEIOMICH SKBHBAJICHTHYIO [UTHHY YacTH W3 HyKiIeoocHoBaHHH 16586-18663 SEQ ID NO: 2,

HMEIOMICH SKBHBAICHTHYO JUTHHY YacTH W3 HykjieoocHoBaHHuH 19220-20568 SEQ ID NO: 2,

HMEIOMICH SKBHBAJICHTHYIO JUTHHY YacTH W3 HykieoocHoBaHui 23003-25391 SEQ ID NO: 2,

HMEIOMICH SKBHBAJICHTHYIO UTHHY YacTH W3 HyKJIeoocHoBaHHUi 27095-29908 SEQ ID NO: 2,
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HMEIOMICH SKBHBAJICHTHYIO UTHHY YacTH W3 HyKkiIeoocHoBaHui 30452-30891 SEQ ID NO:

>

HMCIONICH SKBHBAJICHTHYIO UTHHY YacTH W3 HyKJiIeoocHoBaHui 31773-34427 SEQ ID NO:

HMEIOMICH SKBHBAJICHTHYO JUTHHY YacTH W3 HyKJiIeoocHoBaHHUH 38458-47003 SEQ ID NO:

HMEIONICH SKBHBAJICHTHYIO [UTHHY YacTH U3 HykjieoocHoBaHui 40432-42873 SEQ ID NO:

HMEIONICH SKBHBAJICHTHYIO JUTHHY YacTH U3 HykicoocHoBaHui 44414-45718 SEQ ID NO:

HMEIONICH SKBHBAJICHTHYO JUTMHY YacTH W3 HyKJIeoocHoBaHHUH 52096-52153 SEQ ID NO:

HMEIONICH SKBHBAJICHTHYIO JUTMHY YacTH U3 HyKJIeoocHoBaHHUH 52096-58525 SEQ ID NO:

HMEIONICH SKBUBAJICHTHYIO JUIMHY YacTH U3 HyKJIeoocHoBaHuH 59308-61697 SEQ ID NO:

HMEIONICH SKBHBAJICHTHYIO JUTMHY YacTH U3 HykjiIeoocHoBaHui 60111-61697 SEQ ID NO:

HMEIONICH SKBHBAJICHTHYIO JUIMHY YacTH U3 HyKJIeoocHoBaHui 6527067169 SEQ ID NO:

HMEIOMICH SKBHBAJICHTHYIO JUTMHY YacTH U3 HyKJIeoocHoBaHui 6527067150 SEQ ID NO:

HMEIONICH SKBHBAJICHTHYIO JUIMHY YacTH U3 HyKJIeoocHoBaHui 67026—-67087 SEQ ID NO:

HMEIOIICH SKBHBAJICHTHYIO JUIMHY YacTH M3 HyKJIeoocHOBaHuUi 67648—68527 SEQ ID NO:

HMEIOICH SKBHBAJICHTHYIO JUIMHY YacTH M3 HyKJIeoOoCHOBaHuUi 67955-67998 SEQ ID NO:

HMCIOIIEH SKBUBATICHTHYIO AJIHHY YacTH M3 HykieoocHoBaHHH 68515-68583 SEQ ID NO:

HMCIOIICH SKBUBAJICHTHYIO AJIHHY YacTH U3 HykiIeoocHOoBaHHH 68538-68592 SEQ ID NO:

HMEIOIICH SKBUBATICHTHYIO AJIHHY YacTH U3 HykiIeoocHoBaHHH 68571-70874 SEQ ID NO:

HMEIOIICH SKBUBATICHTHYIO AJIHHY YacTH U3 HykieoocHoBaHui 71037-71313 SEQ ID NO:

HMEIOIICH SKBUBATICHTHYIO AJIHHY YacTH U3 HykieoocHoBaHui 71037-71184 SEQ ID NO:

HMCIOICH SKBHBAJICHTHYO [UTHHY YacTH W3 HykiIeoocHoBaHui 72851-72887 SEQ ID NO:

HMCIOMICH SKBHBAJICHTHYO [UTHHY YacTH W3 HyKjiIeoocHoBaHUH 79368-79483 SEQ ID NO:

>

2
2
2
2
2
2
2
2
2
2
2
HMCIOIICH 3KBHBAJICHTHYIO JUIMHY YaCTH U3 HYKJICOOCHOBaHUiT 67026—67065 SEQ ID NO: 2
2
2
2
2
2
2
2
2
2
2
HMCIOIICH 3KBHBAJICHTHYO JUTHHY YaCTH H3 HYKJICOOCHOBaHHI 86554-90150 SEQ ID NO: 2
2

HMCIOMICH SKBHBAJICHTHYIO [UTHHY YacTH W3 HyKiIeoocHoBaHui 88332-88448 SEQ ID NO: 2,

HMCIOMICH SKBHBAJICHTHYIO [UTHHY YacTH W3 HykiIeoocHoBaHUH 91686-95485 SEQ ID NO: 2,

HMCIOIICH 3KBHBAJICHTHYIO JUTHHY YAaCTH H3 HyKJIcoocHOBaHHA 91686—94431 SEQ ID NO: 2, win

HMCIOIICH 3KBHBAJICHTHYIO JUIHHY YACTH W3 HYKJICOOCHOBaHMIT 94219-94275 SEQ ID NO: 2.

5. OnuroMepHOE COCAWHCHHE MO THOOOMY H3 ML 1-4, OTIHYArOmeecs TEM, YTO MOAH(HIMPOBAHHBIH
OJIMTOHYKJICOTH HMCCT MOCIICIOBATCIPHOCTD HY KJICOTHIHBIX OCHOBAHHIA, KOTOPas MO McHbIICH Mepe Ha 80%, 85%,
90%, 95% wmm 100% KOMIJICMCHTApHA PABHOM MO JIWHC YACTH MOCIICIOBATCIPHOCTH HYKICOTHIHBIX OCHOBAHUH,
eiOpansoi w3 SEQ ID NO: 1-3 mpm u3MepeHHH IO BCEH IOCICIOBATEIBHOCTH HYKJICOTHIHBIX OCHOBAHHH
MOIU(PHUIMPOBAHHOTO OJHUTOHY KICOTH/A.

6. OMMroMepHOE COCIWHCHUE MO JF0O0OMY W3 mm. 1-5, oTiHHMaromeecs TeM, YTO MO MCHBIICH MEpPe OTUH
MOIU(DUIIMPOBAHHBIN HYKJICO3HI COACPKUT MOTH(PHIIMPOBAHHEI (DparMeHT caxapa.

7. OIMTrOMEpPHOE COCAWHCHHC MO I. 6, OTIWYAIOIICSCA TCM, YTO MOTU(PHIIMPOBAHHEIN (DparMCHT caxapa,
COACPKUT (PparMEHT OHUIUKIMYECKOTO Caxapa.

8. OuroMepHOC COCOMHCHHC MO M. 7, OTIHYAKOIICCCS TEM, UTO (PparMCeHT OMIHMKIMYCCKOTO caxapa
BKIIOUACT 2°-4° MocTHK, BeIOpaHHEIi u3 —O-CHa-; u —O-CH(CH3)-.

9. OaUTOMCpPHOS COCOMHCHUC MO M. 6, OTAMYAKIICCCS TCM, YTO MOAH(DHIUPOBAHHEIA (DparMCcHT caxapa,
COICPKHUT (PPArMCHT MOIH(PHUIHPOBAHHOTO HCOMIMKITMUCCKOTO Caxapa.

10. OnuroMepHOS COCOWHCHHC MO M. 9, OT/IMUArOmeecs TeM, YTO (PParMCHT MOIH(PHIHPOBAHHOTO

HEOUIIMKIIMIECKOTO caxapa, coaepxur 2°-MOE caxaphsiii pparmenT mum 2°-OMe caxapHslii pparMeHT.
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11. OnuroMepHoOe COCAMHCHUE MO TFOOOMY W3 . 1-5, OTAMYArOIIEESCS TEM, YTO IO MCHBINCH MCPe OTUH
MOIU(PHIUPOBAHHBIA HYKICO3HA COACP/KAT 3aMCHHUTETb CaXapa.

12. OmuromepHoe coenuHEHHE MO M. 11, oTim4Yaromeecs TEM, YTO 3aMCHHTEIb Caxapa BBHIOHPAIOT H3
MopgomuHo 1 PNA.

13. OmuromMepHOE COCOMHEHHE MO JMEOOOMY H3 mm. 1-12, ornmuaromeecs TeM, YTO MOAH(DHIMPOBAHHBIH
OJMIOHYKJICOTUA UMEET CAXapHBIH MOTHB, COACP KA

5’-0671aCTh, COCTOAIIYIO U3 1—5 CBA3AHHBIX HYKICO3HAOB 5’ -00IacTH;

LCHTPAIBHYI0 001aCTh, COCTOSAIMYOH3 6-10 CBA3AHHBIX HYKJICO3HI0B ICHTPAIGHOH 00IaCTH; U

3’-0671aCTh, COCTOAIIYIO U3 1—5 CBA3AHHBIX HYKICO3HAOB 3 -00JaCTH; PH 3TOM

KOKIBIH W3 HYKICO3HIOB 5°-00/acTH W KaKIBIH W3 HYKJICO3HIOB 3°-00JIACTH  COJCPKUT
MOIU()UIMPOBAHHBIH CaXapHbI (PparMeHT, W KAKABIH U3 HYKICO3HIOB ILCHTPAIbHON OO0NACTH COACPKUT
HEMOIU(HIUPOBAHHbIN 2 -1e30KCUPUOO3HIbHBIN CaXapHbIH ()parMeHT.

14. OmiromepHOE COeOUHCHHE MO MEOOOMY M3 mm. 1-13, ornmuaromeecs TeM, YTO MOAU(HIUPOBAHHBIH
OJIMTOHYKJICOTH COACPKUT IO MECHBIICH Mepe OHY MOJH(PHIHPOBAHHYIO MEKHY KICO3HIHY IO CBA3b.

15. OmuroMepHOoe COSOUHCHHE MO M. 14, OTIHYAIOINEECH TEM, YTO KaKAAs MEKHYKICO3HIHAS CB3b
MOAM(PHIMPOBAHHOTO OJMIOHYKICOTHAA MPEACTABIACT COO0H MOAH(PHIMPOBAHHYIO MEKHY KJICO3HAHYIO CBA3b.

16. OmmromepHoe coeauHeHHe mo 1. 14 mmm 15, oTamyaromeecs TeM, YTO MOJH(DHIHPOBAHHAS
MEKHYKJICO3HAHAS CBS3b MPEACTABILICT CO00H (POC(HOPOTHOATHYIO MEKHYKICO3HAHY IO CBA3b.

17. OmuromepHoe coeauHeHHe mo 1. 14 wm n. 16, omimuaromeecs TeM, YTO MOJU(DHIMPOBAHHbIH
OJIMTOHYKJICOTH COACPKUT MO MEHBINCH Mepe 0HYy (Pochoam3PUpHYIO MEKHY KICO3HIAHYIO CBSI3b.

18. OmuromepHoe coeauHCHHE MO MoOOMY W3 mm. 14, 16 wmm 17, OTIMUArOmEeecs TeM, YTO KaKAYEO
MC)KHYKJICO3HIHYIO CBA3b HE3aBHCHMO BBIOMPAOT U3  (pocPoamdPUpPHOH MEKHYKICO3HAHOW CBS3H HIIH
(poc(hopoTHOATHOH MEIKHY KIICO3HIHOMN CBA3H.

19. OmiromepHOE coeaUHCHHE MO JI0OOMY H3 mm. 1-18, oTnmuaromeecs TeM, YTO MOAH(DHIMPOBAHHBIH
OJIMTOHYKJICOTH COACPIKHUT MO MCHBIICH MEPE OHO MOIH(PHLIHPOBAHHOE HYKJICOOCHOBAHHC.

20. OIuroMepHOE COCAMHCHHE 10 M. 19, OTIHYAromeecs TeM, YTO MOAU(DHITHPOBAHHOS HYKJICOOCHOBAHHUC
MPSACTABIACT COOOH 5-MCTHIILUTOSHH.

21. OimmromMepHOE COeIMHCHHE MO Mr00oMy 3 mm. 1-20, oTiHdaromeecst TeM, YT0 MOAM(DHUIHPOBAHHBIN
OJUTOHYKJIeOTHA cocTouT u3 12-30, 12-22, 12-20, 14-20, 15-25, 1620, 18-22 unu 1820 CBA3aHHBIX HYKJICO3UIOB.

22. OmroMepHOE COeIMHCHHE MO Tr00oMy 3 mim. 1-21, oTimuaromeecst TeM, YTO MOAM(DHUIHPOBAHHBIN
OJIMTOHYKJICOTH COCTOUT M3 20 CBA3AHHBIX HYKJICO3HAOB.

23. OnuroMepHOE COCAMHECHHE 10 M. 22, OTIMYAOMICECS TEM, YTO MOIU(DHIMPOBAHHBIN OMTOHYKJICOTH
HMEET MOTHUB MCKHYKJICO3HIHOH CBSI3H SOOQOSSSSSSSSSS00SS, IZIE «S» MpeAcTaBIseT coboii (ochopoTHoaTHyIO
MCKHYKJICO3HIHYEO CBA3b, 4 «O» MPEACTABILICT co00i (pochoam PpupHYI0 MCIKHY KICO3HIHYEO CBA3b.

24. OmuroMepHOC COCAWHCHHC MO JrodoMy w3 mm. 1-23, cocrosmee W3 MOIU(PHIUPOBAHHOTO
OJIMTOHYKJICOTH/IA.

25. OmmroMepHOS COCAMHCHHUE MO JF00OMY U3 min. 1-23, comepskamee rpymnmy KOHBIOTaTa, BKIIFOYAIIYEO
()parMCHT KOHBIOTATA W THHKCP KOHBIOTATA.

26. OnuroMepHOE COCAMHECHHE MO M. 25, OTJIHYAIOIIEEC TEM, YTO KOHBIOTHPOBAHHASA I'PYIIA COJICPIKHT
kmactep GalNAc, conepsxammii 1-3 murarga GalNAc.

27. OMHTOMEpPHOS COCOMHCHUC MO . 25 wimw m. 26, OTIHYAROIICECA TCM, YTO KOHBIOTAITHOHHBIN JTHHKCSP

COCTOMT U3 OAHHAPHOH CBA3H.
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28. OmMroMepHOE COCAWHEHHE MO II. 25, OTIMYAOMICECs] TEM, YTO KOHBIOTAIMOHHBIN JHHKEP SBISCTCS
PaCIICTIIICMBIM.

29. OIMroMepHOE COSANHEHNE 110 T1. 28, OTIIMYAIOINCECS TEM, YTO KOHBIOTAMOHHBIN JTHHKEP COACPKUT 1—
3 IMHKEPHBIX HYKJICO3HAA.

30. OmmroMepHOE COCOIUHCHHE IO JEOOOMY W3 mmn. 25-29, oTamJaromeecs TeM, YTO KOHBIOTHPOBAHHAA
IpylIa TPHCOSAMHCHA K MOJU(DHIMPOBAHHOMY OJHIOHYKICOTHAY B 5°-KOHIE MOAM(DHIMPOBAHHOTO
OJIMTOHYKJICOTH/IA.

31. OmroMepHOE COCOUHCHHE MO JEOOOMY W3 mmm. 25-29, oTiamJaromeecs TeM, YTO KOHBIOTHPOBAHHAA
IpylIia MPHCOSAMHCHA K MOJU(DHIMPOBAHHOMY OJHIOHYKICOTHAY B 3 -KOHLIE MOAM(DHUIMPOBAHHOTO
OJIMTOHYKJICOTH/IA.

32. OmmromMepHOE COSAUHEHHUE 1O To0oMy 3 min. 1-31, conepkaniee KOHIEBYIO TPYIIIIY.

33. OnMUroMepHOE COCIUHCHHUE MO JF00OMY U3 I, 1-32, OTIHYAOMIECECs TEM, UTO OJUTOMEPHOE COCAHHCHIC
MPEACTABIIIET COOOH OHOLEIIOYECHHOE OJTMTOMEPHOE COCTUHCHHE.

34. OnuroMepHoe CoOeIUHCHUE M0 00oMy u3 I 1-28 wim 30-31, oTamJaromeecs TeM, YTO OJMTOMEPHOE
COCAMHCHUC HE COACPKUT THHKCPHBIX HYKJICO3HI0B.

35. OmuromMepHOe COCOUHECHHE IO JIEOOOMY W3 mml. 1-34, oTiHuaromeecs TeM, 4TO MOAU(DHIMPOBAHHBIN
OJIMTOHYKJICOTH OJHMIOMEPHOTO COCIMHCHHA INPEACTABIICT COOOH COJIb, M NPHYECM COJIb MPEACTABICT COOOH
HATPHEBYIO COJb HIH KAJTHEBYIO COJb.

36. OnuroMepHsBIi Oy IIICKC, COACPIKAIUI OJIMTOMEPHOE COCTMHCHHE TI0 JIE0O0oMY u3 mi. 1-32 wim mm. 34—
35.

37. AHTHCMBICTIOBOE COSAUHCHHUE, COACPIKALIEE WU COCTOALIEE U3 OJMIOMEPHOTO COCIHHECHU 10 TF000MY
u3 nn. 1-35 wm oMMroMepHoOro AyIuiekca mo 1. 36.

38. ®apManeBTHICCKAS KOMITOZHIIHA, COACPIKAIIAS OJTATOMCPHOC COCAHHCHHC TI0 JE0OOMY W3 . 1-35 wmn
OJIMTOMEPHBII AYIUICKC 1O 1. 36 U (papMareBTHYCCKH MPHUEMIICMBIH HOCUTETb HIIH Pa30aBHTECITb.

39. ®apmareBriyeckas KOMIOHIWS 10 . 38, OTIHYArOMIEeCs TEM, YTO (PapMALEBTHYCCKH MPHEMIICMBIH
pa3taBUTE b MPSACTABIACT COOOH HCKYCCTBCHHYIO CITHHHOMO3TOBYHO JKUAKOCTh win ©CB.

40. dapmaneBTHUCCKas KOMIIO3HIMSA 10 . 39, OTIIHYAOIIAACS TEM, 4TO (PapManeBTHYCCKAS KOMITO3HIIUS
COCTOUT NPEHMYIUECCTBCHHO M3 MOAH(DHIHPOBAHHOTO OJHTOHYKJICOTHIA W HCKYCCTBCHHOW IEpeOpOCTMHAIBHON
SKHIKOCTH.

41. Cnoco0, BKIIIOYAKOINUI BBCACHHC CYOBCKTY (DApMANCBTHUCCKONW KOMITO3HIHH 1O TF000oMy u3 i 38—40.

42. Cnocob neueHUs HEBPOIOTHUECKOTO 3a00ICBaHAS, BKIFOUAOIHH BBEICHAC HHANBHAYYMY, HMCIOIICMY
HEBPOJIOTHYCCKOE 3a00NeBAHME WM TOABEPKCHHOMY PHCKY €r0 Ppa3BUTHS, TepaneBTHYCCKH 3((eKkTHBHOTO
KoJIm4ecTBa (papMareBTHUECKOH KOMIIOZUIHHU COTJIACHO TH00oMy u3 mm 38-40; W TeM cambIM NPOBOAA JICUCHHC
HEBPOJIOTHYECKOTO 3200 ICBAHMUS.

43. Cnoco6 camkernst PHK KCNT1 mm 6enka KCNT1 B nieHTpansHO# HEPBHOH CHCTEME HHIMBHIYYMA,
HMCIOIIETO HEBPOJIOTHYECKOE 3a00JCBAaHNE WM TMOJBEPKCHHOTO PHCKY €r0 PasBHTHSA, BKIIOYAIONINH BBCICHHC
TCPANICBTHYCCKH 3(PPESKTHBHOTO KOIMUICCTBA (DAPMALCBTHUCCKOW KOMIIO3HIMH COTJIACHO JE0OOMy w3 mm. 38-40; u
cHmxkasg TeM cambiM PHK KCNT1 nnn 6enox KCNT1 B neHTpanbHO# HEPBHOH CHCTEME.

44. Crmoco6 mo m. 42 wim 43, OTIMYAIONIMHCSA TCM, YTO HCBPOJIOTHYCCKOC 3a00JICBAHWC BKIFOYACT
SHIC(ATONMATHIO.

45. Crmoco6 mo m. 42 wimm 43, OTIMYAIOIIMHCSA TEM, YTO HCBPOJIOTHYCCKOC 3a00JICBAHWC BKJIFOYACT

OIMHJICTICHEO.
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46. Cnoco0 mo 1. 42 wm 43, OTAMYARIIHIC TEM, YTO HCBPOJIOTHICCKOC 3a00/ICBAHIC BKIIFOYACT JCTCKYEO
SMHJICIICHIO.

47. Cnoco0 mo 1. 46, OTIMYAIOIMHCA TEM, YTO JCTCKAS SIMIJICTICHS MPEACTABILIET COO0H MIIAJCHUECCKY IO
SMHUJICIICHIO C MUTPUPYOMUMH (pokampHbMu npunaakamu (EIMFS).

48. Cioco6 mo 1. 42 win 43, OTIHYIAINUICA TEM, YTO HEBPOJOTHUYCCKOS 3a00JICBAHIC MPSACTABIIACT CO00T
ayTOCOMHO-IOMHHAHTHYF0 HOUHYIO JTOOHYT0 3mmiencuio (ADNFLE).

49. Cmoco6 mo mobomy u3 mm. 41-48, oTamyarOmuiics TEM, YTO BBCACHHC NPEACTABIACT COOOI
HHTPATEKAILHOE BBEACHHC.

50. Cmoco6 no mobomy u3 mir. 42-49, OTIHMYAONMHCS TEM, YTO MO MEHBINCH Mepe OJUH CHMIITOM HJIH
MPU3HAK HEBPOJOTHYCCKOTO 3a00ICBaHI OCTabIIeTC.

51. Cnoco6 mo m. 50, oTimdyaronmmiics TeM, YTO CHMITOM MM OTJIHYHTC/IBHBIN NMPU3HAK BBIOMPAIOT M3
npunaaka, noBpCKACHUA MO3ra, ACMUCIIMHU3AIUH, THIIOTOHUH, MnKpoue(bannn, ACIPECCUH, TPCBOTH, KOTHUTHBHOM
(pyHKIHH.

52. Cnoco6 no mobomy u3 mim. 42-51, OTIHYAOIMUACS TEM, YTO CMOCO0 MPEAOTBPAINACT HTH 3aMEIIIACT
perpeccuto 3a00ICBaHuU.

53. Cnoco6 cawxenus PHK KCNT1 B kieTke, BKIIOYAOIMI NPHBCICHHE KICTKH B KOHTAKT C
OJIMTOMCPHBIM COCAMHCHUEM COIJIACHO JIOOOMY W3 mI. 1-35, OJIMTOMEpPHBIM AYIUICKCOM COTJIACHO M. 36 WiH
AHTHCMBICIIOBBIM COCTUHCHHCM cOTIacHO 1. 37; cHmwkas TeM cambiM PHK KCNT1 B kieTke.

54. Cmoco6 cHwxenus Oeaxa KCNT1 B KkiieTke, BKIIOYAOMMN NPUBEACHHE KICTKH B KOHTAKT C
OJIMTOMEPHBIM COCAMHEHHEM COIJAacHO JoOOMYy M3 M. 1-35, OJHMIOMEpHBIM AYIUICKCOM COTIJIACHO I 36 Hiu

AHTHCMBICIIOBBIM COCTHHCHHCM COTJIACHO 1. 37; cHIvKas TeM caMbiM 6ok KCNT1 B kiIeTke.
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