CcTOpiHKa 1

JIOAATOK VI

KEPIBHUN OOKYMEHT

Pedakuia 1.3

3ameepdxceHa Komimemom 3i cmaHdapmis BOIB (KCB)
Ha tio2o cbomili cecii 5 nunHa 2019 poKy

BCTYN

Y upbomy CTaHpapTi ogHMM i3 3aBAaHb BM3HA4YeHO: "HadaTM 3aABHUKAM MOMK/IMBICTb CKAACTU
E€AVMHNI Nepenik NocNiAOBHOCTEN Y NATEHTHIN 3aABLi, NPUUHATHUI ONA WiNEeN AK MiXXHAPOOHMUX,
Tak | HauioHanbHUX abo perioHanbHMX npoueayp". MeTta uboro KepiBHOro AOKYMeHTa -
3abe3neyeHHA MOXK/JAMBOCTI B3AaEMOPO3YMIHHA Ta AOMOB/IEHOCTI ANA BCiX 3aABHUKIB Ta BigomcTs
iHTeNeKTyanbHoOI BnacHocTi (BIB) CTOCOBHO BMMOT LLOAO BK/AKOYEHHA Ta MPeACTaBAEHHA onucy
NoCNigoBHICTEN, TAKUM YMHOM, WOO gocartn meTn CTaHaapTy.

Uelr KepiBHM [OOKYMEHT CKAadaeTbCcs 3i BCTyny, NpuMKNagy IiHAEKCY, NPUKNagis onucy
NMOCNigOBHOCTI, @ TAaKOX AOMNOBHEHHA, WO MICTUTb nepenik nocnigosHoctei y dopmati XML Ta
NnocnigoBHOCTI 3 NpuKknagis. el BCTyn NOACHIOE NeBHI MOHATTA Ta TEPMIHONOTIO, BUKOPUCTAHI B
PewWwTi YacTMHM UbOro AOKYMeHTa. [puKAaamn inoCcTpyoTb BMMOTM KOHKPETHUX naparpadis
CTaHOAPTYy | KOXEH MpWUKNah Mo3HaAa4YeHO Hanbinbw BignosigHUMM Homepom absauy. [Oeski
npuUKNaguM [AeTanbHO INOCTPYOTb iHWI naparpadu, a BiANOBIAHI NepexpecHi MnocunaHHA
BKA3YKOTbCA B KiHLi KOXHOro npuknagy. B iHoeKci BKa3aHO HOMeEpPW CTOPIHOK ANA NPUKAagiB Ta
6yAb-AKMX 3a3HAYEHUX NEePEXPECHMX NOCUIaHb. KOXKHA NOCAiAOBHICTb B NPUKNAAI, AKA NOBMHA abo
MOXe OyTM BK/IOYEHA A0 Nepeniky NocNifoBHOCTEN, i AKiA MPUCBOEHO iAeHTUdIKALIMHNIN HOMep
nocnigosHocTi (SEQ ID NO) i BinobparkeHa y dopmaTi XML y [loNOBHEHHI A0 LbOro AOKYMEHTa.

Ona KoxHoro npuknagy byab-AKa nosicHioBasbHa iHGOpMaLia, npeacTaBaeHa 3 NOCAiA0BHICTHO,
NOBWHHA PO3MIAAATUCA AK NMOBHUIM onuc iHpopmauii woao uiei nocnigoBHocTi. HagaHi Bianosia
cTocyloTbeA Anlle iHbopmalii, besnocepeHbO NpeAcTaBAEHOT B NPUKAaga,.

PekomeHpgauii, HaBegeHi B LbOMY [AOKYMEHTI, CMNPAMOBaHI Ha NiArOTOBKY Mepeniky
nocnifoBHOCTEM ANA HafaHHA HaA AAaTy NOAAHHA MaTeHTHOI 3asBKWU. [liarotoBKa nepeniky
NocnifOBHOCTEN ANA HagaHHA MichA AAaTU NOAAHHA NAaTeHTHOI 3asBKM MOBWMHHA BPAaxoBYBaTH, Yu
MOXe HadaHa iHpopmauia 6yt posrmaHyTa BIB, ana aosaHHA Uboro o6’eKTy A0 NepBUHHO
nogaHoro onucy. Tomy UIJIKOM MOXAMBO, WO pPeKOMeHAalii, HaBedeHi B LbOMY AOKYMEHTI,
MOYTb He 3acTOoCOBYBaTUCA A0 MNepesiiky MOoCcNigoBHOCTEN, HagaHWUX Micna AaTn NoAaHHA
NATEHTHOI 3aABKMU.

lideomosKa nepeniky nocnidosHocmeli
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MiarotoBKa nepeniky NOCNiAOBHOCTEN A0 NATEHTHOI 3aABKM BMMAra€ po3rnaay HaCTyNnHUX NUTaHb:
1. Yn Bumarae naparpad 7 ctaHgapty BOIB ST.26 BKAtOYEHHA NEBHOT PO3KPUTOI NOCNIAO0BHOCTI?

2. Yn po3BONEHO BK/AOYEHHA NOCAIAOBHOCTI cTaHgapTom BOIB ST.26, AKWO BKAKOYEHHA NEBHOI
PO3KPMTOI NOCNIAOBHOCTI HE BUMAra€eTbCA?

3. AKMM 4YMHOM UA NOCANIAOBHICTb Oyae npeacTaB/ieHa B MNepeniky MNocnigoBHOCTEN, SKLLO
BK/IIOYEHHA MEeBHOI PO3KPUTOI NOCNIAOBHOCTI BMMaraeTbca abo 003BONsAETbCA cTaHAapTom BOIB
ST.267

CTOoCOBHO nepworo nNuUTaHHa, naparpad 7 craHgapty BOIB ST.26 (3 neBHMMM OBMENKEHHAMM)
BMMara€e BK/OYEHHA NOCAIAOBHOCTI, ONMCAHOI B MATEHTHIN 3aABLi, WAAXOM nepepaxyBaHAHA ii
3a/IMLLKIB, Ae NOCNIAOBHICTb MiCTUTb AecATb abo bGinble cneundiyHO BM3HAUYEHUX HYKNEOoTUAIB
a60 4yoTmpu um binbwe cneyndiyHo BUSHAUYEHUX aMiHOKUCAOT.

CTOoCOBHO Apyroro 3anuTaHHA, naparpad 8 craHgapty BOIB ST.26 3ab0poHAE BKAOYEHHA Oyab-
AKUX NOCNILOBHOCTEN, WO MICTATb MEHLWe AeCATU cneumdiyHO BU3HAYEHUX HYKNeoTuais abo
4YOTUPLOX cneundpivyHO BUSHAYEHUX aMIHOKMC/IOT.

Ona Bianosiai Ha Ui ABa NUTAHHA HeobXiaHe YiTKe PO3YMiHHA NOHATL "NpPeacTaBNEHHA 3aAMLWKIB" i
"cneundiyHo BU3HaYeHMX".

CTOCOBHO TPEeTbOro MUTaHHA, LEN AOKYMEHT MICTUTb OMMUC MOCAIAOBHOCTEN, SKI AEMOHCTPYIOTb
Pi3HOMaHITHI cueHapii pa3om 3 MOBHMM OOroBOpeHHAM NepeBa*KHUX 3acobiB npeacTaBAeHHA
KOXHOT nocnigoBHOCTIi abo, AKLWO MOCAIAOBHICTb MICTUTb [AeKifbKa BapiaHTiB - "HalbinbL
oxonawio4voi nocaigoBHocTi' BignosBigHO A0 uboro cTaHAapTy. OCKINbKM  HEMOX/MBO
BiZlpearyBaTm Ha BCi MMOBIpHi cueHapii NOCNigOBHOCTI, Uel KepiBHUA AOKYMEHT Hamara€erbcA
BMKNACTU MNOACHEHHA MiAXOA4y A0 KOXHOrMo npukaagy Ta crnocoby, A0 AKOro 3acTOCOBYHOTbCA
NonoXeHHA cTaHaapty BOIB ST.26, Takmm 4YMHOM, OO OAHAKOBI MOACHEHHA MOIN
3aCTOCOBYBATUCA A0 iHWWNX CLUEHapPIiiB NOCNiAOBHOCTEN, AKi HE HAaBeAEHI B MPUKIAAI.

MepepaxyBaHHS 3a/JULLKIB

Y naparpadi 3(c) craHgapty BOIB ST.26 "nepenik 3anauWKiB" BM3HAYEeHO HAK PO3KPUTTA
NoCNiAOBHOCTI B MaTeHTHIM 3aABUi WAAXOM Mepeniky Mo nopAaKy KOXMHOIo 3a/IULWKY
nocnigosHocTi, Ae (i) 3anuWOK npeacTaBNeHU HA3BOK, CKOPOYEHHAM, CMMBOJIOM abo
CTPYKTypoto; abo (ii) Kinbka 3anuwikiB npeactaBneHi ckopoveHow dopmynoto. lMocaifoBHICTb
NoBMHHa OyTM PO3KPUTa B NATEHTHIA 3aABUi WAAXOM "nepeniky 3anuvWKiB" 3a A40MoOMOroto
CTAaHAAPTHUX CUMBOANIB, AKI € CMMBO/MIAMU HYKNEOTUAiB, BUKNageHumu B Tabauui 1 Posginy 1
HdopaTky | ctaHgapTty BOIB ST.26 (HanpwuKkaaz, CUMBOIM HUMKHBLOTO pericTpy abo ix eksiBaneHTU
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BEPXHbOrO periCprl) Ta CMMBOJIM AaMIHOKMUCNOT, BUKNAZeHi B Tabauui 3 Po3giny 3 JopaTtky |
cTaHgapty BOIB ST.26 (To6TO CMMBOAM BEPXHbLOrO PEriCTPy abo X eKBiBAa/NIEHTU HUMKHBLOTO
pericTpy’). CUMBOAM, KPIM THX, LLO BUKNAZAEHI B LyX TaBANLAX, € "HeCTaHAAPTHUMM" .

MocnifoBHICTb iHOAI PO3KPMBAETLCA HebaxkaHUM cnocobom waaxom "nepepaxyBaHHA 3anuLWKis",
BMKOPUCTOBYIOYM CTAaHOAPTHI CKOpoYeHHA abo noBHi Ha3BWM (Ha BiAMIHY Bif4 CTaHAAPTHUX
CUMBO/IIB), AIK 3a3HAaYEHO HWMKYe B Tabnuuax A Ta B, cTaHZApPTHIi CMMBOJIM UM CKOPOYEHHS, LLO
BMKOPUCTOBYIOTbCA HECTaHAAPTHMM CNocoboM, HEeCTaHAAPTHI CMMBOAM YU CKOPOYEHHA, XiMiyHi
bopmynn/cTpykTypmn abo ckopoyeHi popmynun. HeobxigHo 3BepHYTM yBary Ha Te, W06 pPO3KPUTTA
nocnigosHocTen Bigdbysanoca y 6axkaHoOMy NOpPALKY; OAHAK, AKWO MNOCNIAOBHOCTI PO3KPMBAOTHCA
Heba)KaHUM cnocobom, 3BEPHEHHA A0 PO3KPUTOI B ONMCI NOCNIZOBHOCTI MOXe byTn HeobxiaHUm
ANA BU3HAYEHHA 3HAYeHHA HebarKaHOro cMMBoly abo CKOPOYEHHS.

AKWO BWKOPMUCTOBYETLCA CTAHAAPTHUIN CMMBON abO CKOPOYEHHA, MOBUHHO OYyTU MPUMAHATO A0
yBarm noACHEHHA NOCNIAOBHOCTI B PO3KPUTTI ANA NiATBEPAKEHHSA, WO CMMBON BUKOPUCTOBYETHLCA
CTaHZaApPTHUM cnocobom. B iHWoOMy BMNaAKy, AKWO CMMBOJI BUKOPUCTOBYETLCA HECTAHAAPTHUM
cnocobom, HeobXxigHO BU3HAYMTU PO3’ICHEHHA, YM BUMarae naparpad 7 craHgapty BOIB ST.26
BK/IIOYEHHA A0 Nepeniky NocnifAoBHoOCTEN, Yn naparpad 8 3a60pPOHAE TaKe BKAKOYEHHS.

AKWO HecTaHAAPTHUI CMMBOA abo CKOPOYEHHA PO3KPUBAETLCA SK EKBIiBaJIEHT CTaHAAPTHOrO
cumBosly abo ckopoyeHHA (Hanpuknaa,"Z;" o3Havae "A"), abo neBHOI NOCNIAOBHOCTI CTAaHAAPTHUX
cumBoniB (Hanpuknag, "Z;" o3Hauvae "agga"), TO NOCNIQOBHICTL TAYMAUYMTbCA TaK, HibM BOoHa byna
PO3KpMTa 33 AOMNOMOrO0 eKBiBaJIEHTHOro CTaHAapTHOro (-ux) cumsony( -iB) abo ckopoyeHHA (-b),
wob BM3HauUMTK, uM naparpad 7 craHaapty BOIB ST.26 BMMArae BK/OYEHHS A0 MNEpeniky
nocnigosHocte, uymM naparpad 8 3a6OPOHSE BKAOYEHHA. HAKLIO HECTaHAAPTHUA CUMBON
HYKNeoTuay BUKOPUCTOBYETbCA AK 6araTo3HayHuit cumBon (Hanpuknaa, X1 = iHo3uH abo
nceBAOypUAMH), ane He € eKBiBaJIEHTOM OZIHOIO 3i CTaHAAPTHUX BaraTo3HaYHMX cMMOniB B Po3aini
1, Tabnuui 1 (tobto "m", "r", "w", "s", "y", "k", "v", "h", "d", "b", abo "n"), TO 3anuwok
iHTEpPNpPeTyeTbCA AK 3aAMLOoK "n", wob BM3HaUNTK, UM BMMarae naparpad 7 ctaHagapty BOIB ST.26
BK/IIOYEHHA TMOCNIAOBHOCTI A0 nepeniky nocnigoBHocTer, uu naparpad 8 craHpapty ST.26
3a60pOHAE  BK/HOYEHHA. AHA/IOr4yHO, SAKIO  HECTaHAAPTHUM  CMMBON  aMiHOKUCAOTU
BMKOPUCTOBYETHLCA AIK barato3HauyHMit cumson (Hanpuknag, "Z," osHavae "A", "G", "S" abo "T"), ane
He € eKBiBa/IEHTOM OJHOrO 3i CTaHAAPTHUX BaraTo3Ha4yHUX cumBonis B Posaini 3, Tabauui 3 (TobTo,
B, Z, J, abo X), ToAi 3a/ULLOK iHTEPNPETYETbCA AK 3anunwwoK "X" AnA BU3HAYEHHS, YM BMMaArae
naparpa¢ 7 ctaHaapTy BOIB ST.26 BKAOYEHHA MOCANIAOBHOCTI A0 Mepeniky NocnifoBHOCTEN, um
naparpa¢ 8 ctaHaapTy BOIB ST.26 3a60p0oHAE TaKe BKIOYEHHA.

CneundiyHo BU3HaYEHI

1 .
MPUMITKA. Xouya onuc 3afBKM MOXKe MNpeacTaBAaTM HyKneoTMay abo amiHOKMCNOTM 3 CMMBOJAMMU HUMKHbLOTO

perictpy abo BepxHbOro perictpy, A4 MOCAiA0BHOCTI, BK/YEHOI [0 Mepeniky nocAigoBHOCTEN, MOBUHHI
BMKOPWUCTOBYBATUCb JiMWIE Mani NiTepu ANs NpeAcTaB/eHHs HYKNeoTMAHOi nocnigosHocTi (ame. naparpad 13
cTaHgapTty BOIB ST.26), a ana npeactaBieHHA amMiHOKMCAOTHOI MOCAiAOBHOCTI MOBMHHI BUKOPUCTOBYBATUCL JiMlle
BenuKi nitepu (gue. naparpad 26 ctaHgapty BOIB ST.26)
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MNaparpad 3 (k) craHgapTy BOIB ST.26 BM3Hauae: "cneuyudiuHo BU3HAYEHUN' - Oyab-AKWUM
HYKNeoTua, BiAMiHHWI Big TUX, WO npeactassieHi cumBonom "n" Ta Oyab-fka aMiHOKUCNOTA,
BiAMiHHA Big TMX, WO npeacTaBneHi cumsonom "X", nepeniyeHi y Adogatky I, ge "n" T1a "X"
BMKOPMCTOBYIOTbCA CTaHAAPTHUM cnocobom, Ak onmncaHo B Posgini 1, Tabauui 1 (tobTo "a abo c
abo g abo t/u; "Hesigomuin" abo "iHwwKI") Ta B Po3gini 3, Tabauui 3 (tTobto A abo R abo N abo D
abo Cabo Q abo E abo G abo H abo | abo L abo Kabo M abo F abo P abo O abo S abo U abo T abo
W abo Y abo V "HeBigomuin" abo "iHWK"), BignoBiaHO. 3a3HaY€HHSA BULLE CTOCOBHO CTAaHAAPTHUX
cumBoO/iB abo HecTaHAAPTHUX CMMBOANIB ab0O CKOPOYEHHA Ta iX 3aCTOCYBaHHA CTaHAAPTHMM abo
HecTaHAApTHMM crnocobom Oyae BpaxoByBaTMCA ANA BM3HAYEHHA TOrO, YM € HyKneotug abo

amiHoKucnoTa "cneundivyHo BU3HayYeHUMm (-oto)".

Halbinbll oxonaoo4a NoCAiA0BHICTb

AKWO nocnifoBHiCTb, AKa BiANOBIAAE BMMOram naparpada 7, PO3KPUBAETLCA LUAAXOM
nepepaxyBaHHA ii 3aAULWKIB B 3aABLi AMWe OAMH pa3, ajie No-pPi3HOMY OMUCYETbCA B AEKINbKOX
BapiaHTax 34iMCHEHHA, HaNnpuKaag, B ogHomy BapiaHTi "X" B ogHih abo AekinbKox nokanisauiax
MoxKe 6yTn byab-AKO aMiHOKMCNOTOO, ane B iHWMX BapiaHTax 34iicHeHHA "X" moxKe 6yTu nuwe
0bOMeXKeHO KiNbKIiCTIO amiHOKUcnoT, ctaHgapT BOIB ST.26 BMMarae BKAWOYEHHA A0 Nepeniky
NocnigoBHOCTEN NMLWe OfHIEI NocNiAOBHOCTI, AKa byna nepepaxoBaHa ii 3aAnwWKamun. BignosigHo
0o naparpadis 15 Ta 27, AKWO TaKa NOCAIAOBHICTb MiCTUTb A€eKiNbKa 6arato3HauyHux cumsonis "n"
abo "X", To "n" abo "X" TAymaumTbCa SK byab-AKMIA HyKNeoTua abo amiHOKMcAOTa, BignoBigHo, 3a
BiACYTHOCTI A04AaTKOBOro NOACHeHHA. OTXKe, €ANHA NOCNIAOBHICTb, AKY MOTPIOHO BKAOUUTHU, - LE
onucaHa 6inbl oxonatl4va NOCNif0BHICTL. Binbw oxonaoya NOCAIZOBHICTD - Le OAWMHMYHA
NMOCNiAOBHICTb, 3 BapiaHTaMKM  3aAMLLIKIB, NpPeAcTaBleHMMM  Binbll  0BMEeXyBa/IbHUMMU
6araTo3Ha4YHMMKM CUMMBOJIAMM, AKI MIiCTATb HaMbinbll pPO3KPUTI BapiaHTM 3AilcHeHHA. [lpoTe
BK/IIOYEHHA [A04aTKOBUX CrneundiyHnUX MnocailoBHOCTEN HACMIUHO PEKOMEHAYETbCA, A€ Le
AOUiNbHO, HAaNpPUWKAaA, AKi NpeAcTaBAAlOTb AO0AATKOBI BapiaHTWM 34IMCHEHHA, AKi € KAKOYOBOHO
YaCTMHOK BMHaxoAy. BKAOYEHHA [0A4aTKOBMX MOCNIAOBHOCTEN [03BONAE 34INCHUTM 6inblu
peTenbHUI NOLWYK Ta Ny6AiYHO NOBIAOMAATU NPO 06’€EKT, WOA0 SKOro BUTPEOOBYETHCA MATEHT.

BukopucmaHHsa 6a2amo3Ha4yHo20o cumeony

MpaBuabHe BUKOPUCTAHHA BaraTo3Ha4yHoro cumeony ''n" B nepeniky nocnifoBHOCTEN

Cumson "n"

d. HE NOBUHEH BUKOPUCTOBYBATUCA 0214 MO3HAYEHHA Hivoro, KpiM O4HOIo HyKneoTunay,

b. mae Trymauntuch Ak byab-akuit i3 "a", "c", "g" abo "t/u", 3a BUHATKOM BUNAZKiB, KOAW BiH
BMKOPUCTOBYETLCSA 3 MNOAANbLIMM ONUCOM;

C. CNig BUKOPUCTOBYBATU ANs NpeacTaBneHHA Byab-AKoro 3 HaCTyNMHUX HYKNeoTUAiB pasom 3
000ATKOBUM OMUCOM:

i. mogudikoBaHUI HYKNeoTUA, HanNpuknag, nNPUPOAHWUN, CUHTETUYHWIA abo
HENPUPOAHUN, AKUIA He MOKe OyTM NpeacTaB/eHU Oyab-SKMM iHLWMM CMMBOJIOM Y
Dopatky | (aus. Po3ain 1, Tabnuua 1);
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ii. "HeBigOMMIN" HyKneoTna, T06TO HEBU3HAYEHWUI, HEPO3KPUTUIA AbOHE BCTAaHOBIEHUIA;
iii. anypuHOBMM canT; abo

d. moxe OyTM BUKOPUCTAHMN ANA NpeacTaBAeHHA BapiaHTy NOCAIAOBHOCTI, TobTO
anbTepHaTUBKM, BUAANEHHA, BCTAaBKM abo 3amiHW, ge "n" € 6inblw obmexyBasbHUM
6araTosHaYHMM CUMBOJIOM.

MpaBuabHe BUKOPUCTAHHA baraTo3HayHoro cumsony "X" v nepeniky nocnigosHocTen

Cumson "X"

a. He MOBWHEH BMKOPWUCTOBYBATMCb [ANA MNO3HAYEHHA HIYOro iHWOro, Kpim ogHiel
AMIHOKNCNOTK;

b. mae iHTepI'IpeTyBaTMCﬂ aK 6y,ﬂ|b‘ﬂ|'(l4ﬁ 3 ”A", an' "N", an' "C", "Q", "E", an' "H", "|", e ,
IIKII’ IIMII’ IIFII’ IIPII’ IIOII’ IIS”'"U"’ ||T’|' ”W"’ ||Y" a60 ’|V||’ 3a BMHHTKOM BMnaAKiB’ KO}]M BiH
BUKOPUCTOBYETLCA 3 AETA/IbHUM ONMNCOM;

C. CNig, BUKOPUCTOBYBATM A/1A NPeAcTaBNeHHA Oyab-AKOi 3 HAaCTyMHMX aMiHOKMCNOT pasom 3
HaCTYNHWM OMUCOM:

i. MoandikoBaHa aMiHOKUCNOTa, HanNpuKNad, NPUPoAHa, CMHTETUYHA abo WTyYHa, WO
He MorKe ByTu iHaKle npeAacTaBaeHa byab-AKUMM iHWKMM cumBosiom y [oaaTtky | (ams.
Posain 3, Tabaunua 3);

ii. "HeBigoMa" amiHOKMcNOTa, TOBTO HEBM3HAYeHa, HeEPO3KPUTa abo HEBCTAHOBNEH];
abo

d. moxe BMKOPWUCTOBYBATUCA AONA NPEACTaBAEHHA BapiaHTy MNOCAIAOBHOCTI, To6TO
anbTepHaTUB, BMAaNEHb, BCTaBOK abo 3amiuweHb, Ae "X" € Hanbinbw obmexyBasibHUM
6araTo3Ha4YHUM CUMBOJ/IOM.

Tabnuysa A - CmaHOapmHi cumeonu HyKaeomuoie, CKOPO4YEeHHS ma Ha3eu

Cumson CKOpOYeHHsA HasBa HykneoTnay

a afleHiH

c LUMTO3UH

g ryaHiH

t TMMiH y HK
ypauun y PHK (t/u)

m aaboc

r aabog

w aabot/u

s cabog

y c abo t/u

k g abo t/u
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aabocabo g; He t/u
aabocabot/u;Heg
aabogabot/u; Hec
c abo g abo t/u; He a
a abo c abo g abo t/u;
"HeBigomuin" abo "iHwunin"

S |o|a|o|<

Tabauysa B— CmaHOapmHi cumeosnu amiHOKUC/I0M, CKOPOYEeHHA ma Ha3eu

Cumson TpubykBeHe CKOPOUYEHHA HasBa amiHoKucnoTu

A Ala anaHiH

R Arg apriHiH

N Asn acnaparin

D Asp acnapariHoBa Kucnota
(acnaprar)

C Cys LUCTeiH

E Glu rnyTamiHoBa KMcnota
(rnyTamar)

Q Gln rNOTaMiH

G Gly rniunH

H His rictmgunH

I lle isonenuymH

L Leu NenunH

K Lys Ni3nH

M Met METIOHIH

F Phe ¢deHinanaHin

P Pro NpoAiH

0] Pyl nipposi3nH

S Ser CepuH

U Sec ceneHouucTeiH

T Thr TPEOHIH

w Trp TpuntodaH

Y Tyr TUPO3UH

Vv Val BaniH

B Asx acnapariHosa Kucnora
abo acnaparin

Z Glx rnyTamid abo rnytamiHosa
KucaoTa

J Xle NenunH abo isonenunH

X Xaa A abo R abo N abo D abo
C abo Q abo E abo G abo
H abo | abo L abo Kabo M
abo F abo P abo O abo S
abo U abo T abo W abo Y
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abo V,
"iHLIJa"

"HeBigoma" abo
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MPUKNAON

Mapaepag 3(a) BusHaueHHsA "amiHoKucaoma"

Npuknag 3(a)-1: D-amiHOKucnotn
MaTeHTHa 3aABKa ONMUCYE HAaCTYNHY NOCNIAOBHICTb:
Cyclo (D-Ala-D-Glu-Lys-Nle-Gly-D-Met-D-Nle)

MutaHHA 1: Yn BUmarae ctaHaapt BOIB ST.26 BKAoueHHA NocnifoBHOCTI(eit)?
TAK

Maparpad 3(a) ctaHgapty BOIB ST.26 BM3Hayae "amiHOKMCNOTY" AK TaKy, WO MicTutb "D-
aMiHOKMCAOTU" Ta aMiHOKMCNOTH, WO MIicTATb MoandikoBaHi abo CMHTETMYHI BiuHi naHutoru.
Buxoaaum 3 LbOro BU3HAYEHHA, NepepaxoBaHMM NenTua, MiCTUTb N'ATb aMiHOKMUCAOT, AKi €
cneumndiyHo Bu3HayeHumu (D-Ala, D-Glu, Lys, Gly, D-Met). Tomy, BignosigHo go naparpady
7(b) craHgapty BOIB ST.26, nocnigoBHicTb Mae 6yTM BKAOYEHA [0 Nepeniky
nocnigoBHoOCTEN.

MuTtaHHAa 3: AK cnig npeacTaBAATYM NOCAIAZ0BHICTb ( -HOCTI) y Nnepeniky nocniaoBHocTen?

Maparpad 29 Bumarae, wob D-amiHOKMCAOTM OynM npeacTaBfAeHi y NOCAILOBHOCTI AK
BiAnoBiAHa HemopgudikoBaHa L-amiHOKkucnota. Kpim Toro, 6yap-Aka moaumdikoBaHa
aMIHOKMCOTa, AKa He MOXKe ByTu npeacTtaBaeHa 6yab-AKMM iHWKUM cMMBOIOM Y Tabauui 3
Po3giny 3 logatky |, noBMHHa b6yTn npeactasieHa cumeonom "X".

Y ubomy npuKAagi nocnigoBHICTb MiCTUTb Tpu D-amiHOKMCNOTM, AKi MOXyTb OyTu
npeacrtasseHi HemoaudikoBaHow L-amiHokucnotow B Tabauui 3 Posginy 3 Joaatky |,
oaHieto L-amiHokucnototo (Nle) i ogHieto D-amiHokucnototo (D-Nle), wo nosmHHa 6yTH
npeacrasneHa cumeosom "X".

Maparpad 25 BKasye Ha Te, WO KON aMiHOKUC/IOTHI NOCNIAOBHOCTI € HACKPI3HMMMU i Kinbue
CK/IAZIaETbCA BMK/IHOYHO 3 aMiHOKUC/IOTHUX 3a/IMLLKIB, 3'€HAHUX NenTUAHUMKU 3B’A3Kamu,
3aABHWK MOBMHEH 06paT aMiHOKMCNOTY B NOAOXeHHI 3anvwky Neol. BignosigHo,
NoCNiAOBHICTb MOXKe ByTM NpeacTaB/ieHa AK:

AEKXGMX (SEQ ID NO: 1)

260 iHWKMM cnocobom, 3 Byab-AKOIO iHLIOK aMiHOKMCIOTO Y NOCAIA0BHOCTI B 1 NOJIOMKEHHI
3annuwky. Kntou ¢yHKUii "SITE" Ta kBanipikatop "NOTE" noBuHHI 6yTH BKasaHi A1a KOXKHOT D-
aMiHOKMCNOTM MOBHOK, HECKOPOYEHHOK Ha3BOok D-aMiHOKMCNOTM B AKOCTI 3HAYEHHS
KBasidikaTopa, Hanpuknag, D-anaHiH i D-HopneluuH. Kpim Toro, ka4 ¢yHKuii "SITE" Ta
kBanidikatop "NOTE" nOBMHHI MaTW CKOPOYEHHA L-HOpNENUMHY B AKOCTI 3HAYeHHSN
KBasnidikaTopa, T06TO "Nle", Ak 3a3HauyeHo B Tabauui 4 Po3ainy 4 Noaatky |. HapelTi, Knwoy
¢yHKuji "REGION" Ta KBanidikatop "NOTE" matoTb 6yTK HaaaHi AnA NO3HAYEHHA KinbLeBoOro
nenTuay.
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BianosigHi naparpadum crangapty BOIB ST.26: 3(a), 7(b), 25, 26, 29, 30, Ta 31
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Mapaepag 3(c) — BusHayeHHsA "nepenik 3anuwkis”

Npuknag 3(c)-1: Nepenik amiHOKMCNOT 32 XiMiYHOIO CTPYKTYPOIO

0 o 0
NH 7 /\H/N'{
NH cH
3
0 0 CH
\%\ en.
NH Y
/ CH,
\( e,
~F e

MuTtaHHAa 1: Y41 BuUmarae ctaHgapt BOIB ST.26 BKAlOYeHHA nocnigaoBHOCTI (-ei)?

TAK

MNepepaxoBaHMin nentua, 3006paxKeHU AK CTPYKTypa, MICTUTb MNPUHAWMMHI  4OTUpWU
cneundiyHo BM3HAYEHi aMiHOKMCNOTU. TOMy MOCNIAOBHICTb MOBMHHA OyTWM BK/OYEHA [0
nepeniky NocnigoBHOCTEMN.

NuTaHHA 3: K cnig npeacTaBNAATU NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigosHocTeid?
MocnifAoBHICTL MOXe ByTM NpeacTaB/ieHa Ak:

VAFXGK (SEQ ID NO: 2)

-NH

NH
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ae "X" npepcrtasnse "iHwy" moandikoBaHy amMiHOKMCAOTY: , KA BMMArae Kawd OyHKu,i
"SITE" pa3om 3 kBanipikatopom "NOTE". Keanidikatop "NOTE" Hagae NOBHY, HECKOPOYEHY
Ha3By MmoandikoBaHOro TpunTodaHy B NONOXKEHHI 4 NnepepaxoBaHOro NenTuay, Hanpuknaa,
"6-amiHO-7-(1H-iHaon-3-in)-5-okcorektaHoBa Kucnota". [ani 40AaTKOBI KAodi  GYHKLIM
"SITE" Ta kBanidikatop "NOTE" HeobxigHi AnA no3HayeHHA auetTuatoBaHHA N-KiHUA Ta
meTuntoBaHHA C-KiHUA.

B iHWoOMy BMNagKy, NOCNig0BHICTL MOXKe ByTM NpeacTaBieHa AK:

VAFW (SEQ.ID NO: 3)

Kntou ¢yHKuii "SITE" Ta kBanipikatop "NOTE" HeobxigHi onA nosHayeHHA mogudikauii
TpunTodaHy B NOJIOXKEHHI 4 nepeniyeHoro nentTuay i3 3HadeHHAM: "C-KiHeupb 3’€AHaHWUI
rnoTapanbaerigHum moctom 3 aunentugom GK". Oani gogatkosuin kKarod ¢yHKuii "SITE" B
nonoxeHHi 1 Ta kBanidikatop "NOTE"HeobxigHi onAa Nno3HaYeHHs aueTuatoBaHHA N-KiHLA.

BianosigHi naparpadum crangapty BOIB ST.26): 3(c), 7(b), 29, 30, Ta 31
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Npuknag 3(c)-2: CKkopoueHa popmyna ana amiHOKUCNAOTHOI NOCNIAOBHOCTI
(G4Z)n

Oe G= [niumH, z = 6yab-AKa aMiHOKMCNOTa Ta 3MiHHA "n" MOXyTb ByTM Byab-AKMM Linnum
YUC/IOM.

MutaHHA 1: Yn Bumarae ctaHaapt BOIB ST.26 BKAoueHHA NocnifoBHOCTI (-ei)?

TAK

Onuc nokasye, wo "n" moxe 6ytnm "OGyapb-AKMM UMM uMcaoM"; OTKe, HaMbinbL
OXOM/IIOYMIA BapiaHT 34iMcHeHHA "n" HeBM3HaveHM. OcKinbKK "n" HEBM3HAYeHUN, NeNTUL
bopmynn He MmoxKe BYTU PO3LIMPEHNIN A0 NEBHOT AOBXKMHMN | TOMY NOBUHHA BYTM PO3rAaHyTa
Hepo3wupeHa popmyna.

MepeniyeHnn nentua y HeposwmpeHin dopmyni ("n" = 1) 3abesneuye Yotnpu cneymdiyHo
BM3HA4YeHi aMiHOKUCNOTKU, KOXHa 3 Aakux € Gly i cumeon "z". 3assuuain "Z" € cumsonom
"rnytamiHy abo rnytamiHOBOi KMCNOTW"; OAHaK, NpuKknag Bu3Hayae "z" Ak "6yab-aky
amiHokucnoty". BignosigHo go ctaHgapty BOIB ST.26 amiHOKMCNOTA, AKa He € cneundivyHo
BM3HayeHot, npeactasnaetbca "X". Ha nmiactaBi ubOoro aHanisy nepepaxoBaHuit nentug,
To6T0 GGGGX, MICTUTb YOTUPU 3A/ULIKK TAILMHY, AKI € NepepaxoBaHMMKU Ta cneumdiyHo
BM3HaYeHMMU. Takum 4mHom, naparpad 7(b) craHgapTy BOIB ST.26 BMMarae BKAOYEHHSA

NoCcNigoBHOCTI 40 Nepeniky NocAiA0BHOCTEN.
MuTtaHHAa 3: AK cnig npeacTaBAATYM NOCAIA0BHICTb (HOCTI) y nepeniky nochigoBHoOCTe?

MocnifoBHICTb BUKOPUCTOBYE HECTAaHAAPTHUI cMmBoA "z", BUBHAUYEHHA SSIKOro NOBUHHO BYTH
HagaHo B onuci (Ous. Bectyn A0 uboro gokymeHTa). OckinbKM "z" BU3HaYaeTbcA K Oyab-sika
aMiHOKUCNOTA, CTaHAAPTHUMA CMMBOJA, WO BWKOPUCTOBYETbCA ANA MNPEeACTaBAEHHA Uj€i
amiHokmncnotm € "X". OTXe, NOCNiAOBHICTb MOBMHHA OyTM npeacTtaBneHa fAK OfHa
NOCNiA0BHICTb:

GGGGX (SEQ ID NO: 4)

nepesBaxHoO aHOTOBaHa Kodem ¢yHKUii "REGION", noKkaniszaujia ¢yHKuji "&gt;5" (Bignosinae
>5), 3 kBanidpikatopom "NOTE" 3i 3HauyeHHAM "Bca nocnifoBHicTb amiHOKMCAOT 1-5 moxke
noBTOpPIOBATUCA 0AMH abo binblue pasis".

BianosiaHo go naparpagdy 27, "X" mae posrnagatucs Ak byab-akui is cumsonis "A", "R", "N",
"D", "C“, "Q", ”E", "G", "H", ”|", "L", "K", "M", an' "P", ”O", ”S”, "U", "T", "W”, nYn 360 an’
OKpPiM BUNAaAKiB, KONM BiH BUKOPMUCTOBYETLCA i3 A0AaTKOBMM OMUCOM Y Tabauui yHKLIiN.
Tomy, AKWo cumsos "X" MOBMHEH BUKOPUCTOBYBATUCb ANA NpeAcTaBneHHA "6yab-aKoi
aMmiHoKkncnotn", Toai BiH mae byT onMcaHMin 3 BUKOPUCTAHHAM Kitoda ¢yHKUiT "VARIANT" Ta
kBasidikaTopa "NOTE" 3i 3HaueHHAM "X moxKe 6yTn 6yab-aKo amiHOKUCIOTOW".
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Oe pouinbHo, KoxeH "X" mae 6yt onucaHuii okpemo. MpoTte, obnactb 6e3nepepBHUX
3annuwkis "X" abo mMHoXMHa 3aauwkis "X", posnogineHa B NOCNiAOBHOCTI, mMoxe 6yTu
CNiNbHO onMcaHa 3a gonomoroto Katoya ¢yHKuii "VARIANT" 3 BUKOPUCTAHHAM CUMHTAKCUCy
"x..y" B AKOCTi geckpunTtopa nokanisauiji, ge "x" 1a "y" — N0/IOKEHHA NEPLIOro Ta 0CTaHHbLOrO
3anmwkis "X"; Ta Keanidikatopa "NOTE" 3i 3HauyeHHAM "X Moxke O6yTn Oyab-AKow
amiHoKucnototro".

NONEPEAMEHHA. T[lepeBarkHe npeacTaBNeHHA NOCAIAOBHOCTI, 3a3HAYeHOI BULLE,
CNpAMOBaAHe Ha HagaHHA Mepeniky NoCNifOBHOCTEM HA [aTy NOAAHHA MATEHTHOI 3afABKWU.
Take came NoAaHHA MoXKe OyTM HEenpUMUHATHUM LWOAO0 MNepesiKy NocNifLoBHOCTEN, AKUMU
HaAa€TbCA NicNA AaTU NOAAHHA NAaTEHTHOI 3aABKM, OCKiIbKM HEODXiAHO BMPILLUTU, YN MOXKe

HagaHa iHbopmauia 6yTn posrnaHyta BIB ans fofaHHA 06'eKTy A0 MEepBMHHO MOAAHOrO
onucy.

BianosigHi naparpa¢um cranaapty BOIB ST.26: 3(c), 7(b) Ta 27
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Mapazpag 3(g) - BusHavyeHHA "Hykneomuo"

Mpuknagp, 3(g)-1: HykneotTnaHa NocnifoBHICTb, NepepBaHa cneicepom C3
MaTeHTHa 3aABKa ONUCYE TaKy NOCAIL0BHICTb:

atgcatgcatgcncggcatgceatge

fie n =cneicep C3 3 HAaCTYNHO CTPYKTYPOIO:

Mgt DS N
.
D) = P e [

l.

Uy

1

o

MNuTtaHHA 1: Y41 Bumarae ctaHgapt BOIB ST.26 BKAoueHHA nocnigosHocTi (-ei)?
TAK

MNepepaxoBaHa NOCNIAOBHICTb MICTUTb ABa CErMEHTU cneundiyHO BU3HAYEHUX HYKIEOTUAIB,
BiAOKpemneHnx cnencepom C3.

Cneiicep C3 He € HyKneoTMaom BignosiaHo Ao naparpady 3(g); cTaHAapTHUI cumeon "n"
BMKOPUCTOBYETbCA HECTaHAAPTHMM crnocobom (Ous. Bctyn Ao uboro AoKymeHTa). OTxke,
KOXEH CEermMeHT € OKPemOl HYKNeOTUAHOK NOCNIA0BHICTIO. OCKiIbKM KOXEH CermeHT
MmictnTb b6inbwe 10 cneundiyHO BU3HAYEHMX HYKIEOTUAiIB, BOHM NOBUHHI OYyTM BKAKOYEHI 40
nepeniky NocnigoBHOCTEN.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIAZ0BHICTb (-HOCTI) y nepeniky nocnigoBHocTei?

KoxKeH cermeHT noBMHEH OYyTW BKAOYEHWI [0 Mepesiiky MNOoCNig0BHOCTEN fK OKpema
NOCNiAOBHICTb, KOXKHA 3 AKMX MA€E BAaCHWUM ineHTUdIKaLiMHMN HoOMep NOCNiIAOBHOCTI:

atgcatgcatge (SEQ ID NO: 5)
cggcatgcatge (SEQ ID NO: 6)

LMTO3MH Yy KOXHOMY CEermeHTi, AKUA NPUEAHYETbCA A0 cnelcepa C3, cnig A04aTKOBO
onucatu B Tabnuui ¢yHKUiM BUKOpUCTOBYOUM Katod dyHKLUIT "misc_feature" i kBanidikaTop
"note". 3HaueHHs KBanidikaTopa "note", ske € "AOBINbHMM TeKCTOM", Ma€ BKalyBaTWU Ha
HaABHICTb cnelicepa, WO 3'€4HAHMM 3 iHWO HYKNEIHOBOK KWUCAOTOW Ta igeHTMdiKyBaTH
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cnelicep abo 3a A0OMOMOrol MOBHOI HECKOPO4YeHOoi XimiyHOi Ha3BKW, abo 3a Aonomoroto
3aranbHOI HAa3BW, Hanpuknag cnencep C3.

BianosigHi naparpa¢um crangapty BOIB ST.26: 3(g), 7(a) Ta 15
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Npuknag 3(g)-2: HykneotugHa NOCNiAOBHICTb 3 aNbTEPHATUBHUMM 3a/IMLLKAMM, BK/OYAOUU
cneicep C3

MaTeHTHa 3aABKa ONWUCYE TaKy NOCAILOBHICTb:
atgcatgcatgecncggcatgceatgce

ae n=c,a, gabo cneincep C3 3 HACTYNHOIO CTPYKTYpPOIO:

., '/ -\\\/’/ \

MuTtaHHAa 1: Y1 BUmarae ctaHgapt BOIB ST.26 BkatoueHHA nocniaoBHocTi (-ei)?
TAK

Y nepeniky nocnifoBHOCTEN, WO NepepuBaETbCca 3MiHHOK "n" mictutbca 24 cneundivyHo
BM3HaYeHi 3anuwWwKu. MoTpibHO BpaxoByBaTM MOACHEHHA MOCAILAOBHOCTI B ONUCI ANA TOro,
Wwob BM3HAUMTK, YM "n" BUKOPUCTOBYETbCA CTaHAAPTHUM abo HecTaHAaApTHMM cnocobom
(Ous. BcTyn o0 LbOro AOKYMEHTA).

Onuc nokasye, wWo n = ¢, a, g abo cnencep C3. "n" - ue cTaHAAPTHUIN CUMMBOA, AKUMN
BMKOPUCTOBYETbCA HECTaHAAPTHMM CNOCObOM, OCKINbKM BiH OMUCYETbCA AK CUMMBOA, LLO
mictutb cnencep C3, AKUIM He BIiANOBIAAE BM3HAYEHHIO HyKaeotuay. Cumson "n" TaKox
OMUCYETbCA AK TakMM, Wwo mictutb "c", "a" abo "g"; Tomy ctaHgapT BOIB ST.26 BMMmarae
BK/IIOYEHHA 25 HYKNeoTUaHOI nocnigoBHOCTI A0 nepeniky nocnigoBHocTen. Ockinbku aBa
CermeHTH, po3sgineHi cneicepom C3, € NOCNIAOBHOCTAMM, BiAMIHHUMMK Big, 25 HYKNeOTUAHOT

NnocnigoBHOCTI, ABi 12 HYKNIEOTUAHI NOCNiAOBHOCTI TAKOMX MOMYTb OYTU BK/OYEHI.
MutaHHA 3: AK chig npeacTaBAATU NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTeid?

MpuKknan BKasye Ha Te, Wo "n =¢, a, g, abo cnencep C3". Ak 3a3Havyanoca suile, cnencep C3
He € HykneoTmgom. BianosigHo po naparpagy 15, cumeon "n" He nNoOBMHEH
BMKOPUCTOBYBATUCA A/1A MO3HAYEHHA HiYOro iHLIOro, OKPiM HYKNeoTuay; omke, cumeon "n"

He MoxKe npeactasnsaTy cnencep C3 B nepeniky nocniaoBHOCTEN.

Y naparpa¢i 15 TaKoX 3a3Havya€eTbCA, WO, AKWO 6araTo3HaYHUIA CUMBON € AOPEYHUM, TOA
cnig BMKopucToBYBaTK 6inbll 0bmexkyBanbHUt cumsos. Cumson "v' npeacrasnse "a abo ¢
abo g" BignosigHo Ao Tabauui 1 Po3ainy 1 JoaaTky |, sknii € 6inbll 0O6MeXKyBaNbHUM, HiX

llnll
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AKWo 3miHHA "n" B npuKknagi € ¢, a abo g, ToAi OAMHMYHA MOCAIAOBHICTb, HaBedeHa il
3a/IMWKAMK, WO MICTUTb HAMBiNbW PO3KPWUTI BapiaHTU 3A4iNCHEHHSA, | TOMY € HanbinbL
OXOM/IIOKYO00 MOCAiAoBHICTIO (Ous. BCTyn A0 UbOro AOKYMEHTY), AKa MOBMHHA OyTH
BK/IHOYEHA [0 Nepeniky NocnifoBHOCTeN ABAAE coboto:

atgcatgcatgcvceggcatgcatge (SEQ ID NO: 7)

HacTiltHO peKomeHAYETbCA BKAOYEHHA Oy Ab-AKNX A0A4aTKOBUX NOCAiA0BHOCTEN, HEOOXiAHNX
Ana onucy iHpopmauii abo nyHKTIB dopmynn BMHaxoA4y, AK 3a3Ha4Yanoca y BCTyni 4O LbOro
AOKYMEHTa.

AKWo 3miHHa "n" y npuknagi € cnencepom C3, TO NOCAIAOBHICTb MOXe pO3riaaaTUCA SK ABa
OKpeMmi cermeHTH cneundivHo BU3HAYEHUX HYKNeoTMAiB N0 06MABi CTOPOHM Big, 3MiHHOI "n",
TOob6TO, atgcatgcatge (SEQ ID NO: 8); i cggcatgcatge (SEQ ID NO: 9). AKwo ue BaXKAMBO ANA
onucy iHbopmauii abo npeTeHsii, To Ui ABi NOCNIAOBHOCTI TaKOX MatoTb BYTU BKAKOYEHi A0
nepeniky NOCNiL4OBHOCTEMN, KOXKHA 3 BAACHUM iAeHTUIKaLiMHUM HOMEPOM NOCAIA0BHOCTI.

LUMTO3MH Yy KOXKHOMY CErmeHTi, AKMA NpUEAHYETbCA A0 cnencepa C3, cnig AoAaTKOBO
onucatu B Tabanui GyHKUIM BUKOpUCTOBYIOUM Katod dyHKLUIM "misc_feature" i kKBanidikaTtop
"note". 3HauyeHHA KBanidikatopa "note", ake € "goBiNbHMUM TeKkcTom", Ma€e BKasyBaTh Ha
HaABHICTb cnelicepa, AKUIN 3'€AHAHUIM 3 iHWOK HYKNEIHOBOK KMCAOTOW Ta igeHTUIKyBaTH
cneicep 3a AONOMOroK MOro NOBHOI HECKOPOYeHOi XiMiyHOI Ha3BM abo 3arasnbHOI Ha3BW,
HanpuKknag, cnencep C3.

NONEPEAXEHHA. TlepeBaxkHe npeacTaBAeHHA MNOCNIAOBHOCTI, 3a3HAYeHOI BULE,
CNpAMOBaHe Ha HaJaHHA MepesiiKky NOCNiJOBHOCTEM HA AaTy NOAAHHA MAaTEHTHOI 3asBKWU.
Take came NOJaHHA MOME OyTM HENPUUHATHUM LWOAO MNEPEesiky NOCNiOBHOCTEN, AKWUM
Ha4A€ETbCA NicnsA AaTW NOAaHHSA NaTEeHTHOT 3a8BKU, OCKIZIbKM HEOOXiAHO BMPILLUTUY, YN MOXKE
HagaHa iHpopmalia byTn posrnaHyta BIB ana aosaHHA 06'eKTy A0 NEPBUHHO MOAAHOro
onwucy.

BianosigHi naparpa¢um crangapty BOIB ST.26: 3(g), 7(a) Ta 15
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Npuknag 3(g)-3: AnypuHOBMiA canT
MaTeHTHa 3aABKa ONMUCYE HAaCTYNHY NOCNIAOBHICTb:

gagcattgac-AP-taaggct
Aae AP - ue anypuHoOBWUIA cauT

MutaHHAa 1: Yn BUmarae ctaHaapT BOIB ST.26 BKkAoYeHHA NocnifoBHOCTI (-ei)?
TAK

CneumdiyHO BM3HAYEHi 3a/MWKM  NepepaxoBaHOi  MOCAILAOBHOCTI  NepepuBaloTbCA
anypuHOBMM caliTom. 5' KiHeub anypuHOBOro camMTty cKiagaetbca 3 10 Hykneotugis, a 3'
KiHeub anypuHOBOro cCaMTy CKnadaetbcs 3 7 Hykneotmais. Maparpad 3(g)(ii)(2) Bu3Hauae
anypuHOBUI CaUT AK "HyKkneotTua', AKWO BiH € YAaCTMHOK HYKNEOTUAHOI MOCAiLAOBHOCTI.
OTKe, anypuUHOBMN CaNT B LiIbOMY NPUKAAAI po3rnagacTbea Ak "Hykneotna" ona BU3HAUYEHHA
TOrO, Y/ MNOCANIAOBHICTb MOBMHHA OYTWU BK/IIOYEHA Ta AKMM YMHOM MOCAIAOBHICTL MaE bytu
BK/lOYEHA [0 nNepeniky noc/igoBHOCTEN. BianoBiAHO, 3a/MWIKM Ha KOXKHOMY KiHLUi
anypuHOBOrO CalTy € YaCTUHOW EAMHOrO nepeniky Mnoc/iA0OBHOCTEN, WO MicTUTL 18
HyKneoTuais 3arasiom, 17 3 aAkMx cneundiyHo BM3Ha4veHi. Tomy, BiANOBIAHO A0 naparpady
7(a) craHpgapty BOIB ST.26, noCnifoBHICTb NOBMHHA OYyTWM BKAKOYEHA A0 nepeniky
nocnifoBHOCTEN SIK OAUHUYHA NOCNIA0BHICTb.

MutaHHA 3: Ik noBUHHA 6yTK NpeAacTaBneHa NOCAIAOBHICTb y Nepesniky NocniaoBHOCTEN?
MocnigoBHiCTb NOBMHHA ByTW BKAOYEHA A0 Nepeniky NocnigoBHOCTEN fAK:
gagcattgacntaaggct (SEQ ID NO: 10)

AnyprvHOBMI cCailT noBUHeH B6yTn npeactasneHunii 'n" i noBuHeH 6yTn A,O4ATKOBO ONMCAHWUI B
Tabnuui OyHKUiN. BaxkaHnit cnocib6 TaymadeHHs — Kawu ¢yHKUiM "modified _base" Ta
obos'askoBuii KeBanipikatop "mod _base" 3i 3HayeHHAM"OTHER". HeobxigHo BKAOUNTK
KBanidikaTop "note", AKMIA onmucye moandikoBaHy OCHOBY AK aNypPUHOBWI CalT.

BianosigHi naparpadwm cranaapty BOIB ST.26: 3(g), 7(a) Ta 17
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Mpuknagp, 3(g)-4: AHanoOrn HyKNeiHOBUX KUCNOT
MaTeHTHa 3asBKa OMWUCYE HACTYMHY NOCNiIAOBHICTb FNiKONEBOI HYKNeiHOBOI Kucnotn (GNA):
PO, - tagttcattgactaaggctcccctgact—OH
Y akilt niBuit KiHeub nocnigoBHOCTI imiTye 5'-KiHeub nocnigosHocTi AHK.

MutaHHAa 1: Y BUmarae ctaHaapt BOIB ST.26 BkAoueHHA nocnifoBHOCTI (-ei)?

TAK - OKpemi 3anuWKKW, AKi MICTATb NocCnigoBHICTb GNA, BBaXKaloTbCA HyKAeoTUAAMMU
BignosigHo ao naparpady 3(g)(i)(2) ctanaapTty BOIB ST.26. BignosigHo, NocnigoBHICTb Ma€
6inbwe aecATbox nepenivyeHux i "cneundiyHo BM3HAYEHMX" HYKNEOTUAiIB i MOBMHHA OyTH
BK/IlOYEHA [0 Nepeniky NocaigoBHOCTEN.

MuTtaHHA 3: AK cnig npeacTaBNAATUM NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

MocnipoBHocTi GNA He matoTb 5'-KiHus Ta 3'-KiHus, ane mawTb 3'-KiHeub i 2'-KiHeub. 3'-
KiHeub, AKMIN 3a3BMYal 306parKyeTbCA AK TaKUM, WO Ma€E TepmiHanbHy docdaTHy rpyny,
Bianosigaae 5'-kiHuto AHK abo PHK. (3ayBaxTe, WO iHWi aHanorM HyKNeiHOBUX KUC/IOT
MOXyYTb BignosigatM 5'-kiHuio Ta 3'-kiHuto AHK i PHK, BignosigHo). BignosigHo a0
naparpady 11, BoHa NoBMHHA GYyTK BK/AKOYEHA A0 Nepeniky nocnigoBHocTel "y HanpsamKy
3niBa HanpaBo, WO iMITYE HanpsmoK Bia 5'-kiHus o 3'-kiHuAa". Tomy BOHa NOBWHHA 6yTK
BK/IlOYEHA A0 Nepeniky NocnigoBHOCTEN fAK:

tagttcattgactaaggctccccattgact (SEQ ID NO: 11)

MocnipoBHiCTb NOBUHHA ByTK onmncaHa B Tabaumui GYHKLIA 3 3acTOCYBaHHAM Katoda QYHKUI ,
"modified_base" Ta o06o0B'azkoBoro kBasnidikatopa "mod_base" 3i abpesiatypoto "OTHER".
Keanidikatop "note" nosuHeH OyTM BKAOYEHWIA [0 MNOBHOI HECKOPOYEHOI Ha3BU
Moan(dIiKoBaHUX HYKNeOoTMAiB, Takux fAK "rnikonesi HyKkneiHosi kucnotu" abo "2,3-
auvrigpokennponinHykneosmgun". OguH enemeHT "INSDFeature" morke BMKOpPUCTOBYBATUCb
ansa onucy Bciel nocnigosHocTi Ak GNA, akwo "INSDFeature_location" mae gianasoHn "1..30".

BianosigHi naparpadu cranaaprty BOIB ST.26: 3(d), 3(g), 7(a), 11, 16, 18, 65 Ta 66
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Mapazpagp 3 (k) BuzHayeHHs "cneyugiyHo susHavyeHuUl"
Npuknag 3(k)-1: baraTo3HauHi CMMBOIN HYKNEOTUAiIB

5'NNG KNG KNG K 3'

N Ta K asnsatoTb coboto 6aratosHa4Hi koau IUPAC-IUB
MutaHHAa 1: Y BUmarae ctaHaapT BOIB ST.26 BKAOYeHHA nocnifoBHOCTI (-ei)?

HI

barato3sHa4yHi kogn IUPAC-IUB BignosigatoTb nepeniky HyKNeoTUAHUX CUMBOIB, BU3HAYEHUX
y Tabnuui 1 Po3giny 1 Jogatky |. BignosiaHo ao naparpady 3(k), cneundiyHo BM3HauYeHUM
HYKNeoTnaom € byab-aKNi HYKNeoTua, BigMiHHMIA Big TOro, WO NpeacTaBNeHN CUMBOAOM
"n", 3a3HaveHnit y JogaTky |. Tomy "K" Ta "G" € cneundiyHo BU3SHAYEHMMWN HYKNEOTUAAMMU, A
"N" He € cneundiyHO BU3HAYEHMM HYKNEOTULOM.

MepepaxoBaHa MNOCAIAOBHICTb He Ma€e JaecATM abo bGinbwe cneymdpiyHO BU3HAYEHUX
HyKneotuais, i Tomy naparpad 7(a) craHgapty BOIB ST.26 He BMMAra€e BKAKOYEHHS A0
nepeniky NocnigoBHOCTEN.

MuTtaHHA 2: Yu pgo3Bonse ctaHaapT BOIB ST.26 BKAOYEHHA NOCNifOBHOCTI (-eit)?
HI

BipnosiaHoO oo naparpagy 8, "Mepenik nNocnigoBHOCTEM HE MOBUHEH BKJIOYATU MKOAHUX
NOCNiAOBHOCTEN, WO MalOTb MeHLWe AecATn cneumdiyHo BM3HAYEHMX HyKneoTuais...".
MNepepaxoBaHa MOCNIAOBHICTb HE MICTUTb AecATn abo bGinblue cneumndiyHo BU3HAYEHUX
HYKNeoTWAiB; OT)Ke, BOHa He NOBMHHA ByTW BKAOYEHA 4,0 Nepesiky NocnigoBHOCTEN.

BianosigHi naparpadum craHgapty BOIB ST.26: 3(k), 7(a), 8 Ta 13
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Npuknag 3(k)-2: barato3HauHuii cumeon "n", AKMA BUKOPUCTOBYETHCA AK CTAaHAAPTHUM, TaK i
HecTaHAAPTHUM cnocobom

3anABKa onucye WTy4YHy nocnigosHicTb: 5'-AATGCCGGAN-3'. Onunc TakoX BCTAHOB/IIOE:

(i) B omHOMy BapiaHTi 3giiicHeHHA, N ABAAE cObOtO ByaAb-AKNI HYKNEOTUA,;

(ii) B ogHomy BapiaHTi 3gilicHeHHA, N € HeobOB’A3KOBMM, afe NepeBaKHO ABASE
coboto G;

(iii) B ogHOMYy BapiaHTi 34ilicHeHHsA, N aBnfae coboto K;

(iv) B ogHOMYy BapiaHTi 3giicHeHHsA, N saBnse coboto C.

MuTtaHHA 1: Y41 Bumarae ctaHgapT BOIB ST.26 BKAloueHHA nocnigosHocTi (-ei)?

HI

Mepenik nocnigoBHocTel micTuTb 9 cneundiyHo BU3HaUYeHMX Hykneotuais 1a "N". HeobxigHo
B3ATU A0 YyBarn MNOSACHEHHA MNOCNIAOBHOCTI B OMWUCIi ANA BMU3HAyeHHA, um cumson "N
BUKOPUCTOBYETLCA CTaHAAPTHUM cnocobom (dus. BcTyn A0 LbOro AOKYMEHTA).

Po3rnag onucaHux BapiaHTiB 3ailicHeHHA (i) - (iv) nepeniky nocnigoBHOCTEN NOKA3ye, WO
HaMbinbw oxonator4YnMmM BapiaHTOM 3aincHeHHs "N" € "byab-Akui Hykneotna". Y Hanbinbw
OXOM/II0YOMY BapiaHTi 3aiicHeHHs "N" B nepesniky noc/ifoBHOCTEN BUKOPMUCTOBYETHLCA
CTaHAapPTHUM cnocobom.

Y peskux BapiaHTax 3aiicHeHHA "N" onucaHo Ak cneymdiyHO BU3HAYeHI 3anmwkm (Tob6To "N
ABnAe cobot C" y yactuHi (iv)). OgHaK TinbKK HabiNbLl OXON/IOKYMIA BapiaHT 34iNCHEHHA
(TobTo "N - Oyab-AKMA HykneoTua') po3riAfacTbCsl MNPU  BU3HAYEHHI, 4YM MOBMHHA
NOCNiAOBHICTb ByTM BKAOYEHA A0 nepeniky NocaifoBHOCTEN. TaKMM YMHOM, NepepaxoBaHa
NocCNiaoBHICTb, AKa NOBMHHA byTH oLiHeHa, € 5'-AATGCCGGAN-3 .

Ha ocHoBi uboro aHanisy nepenik nocnigosHocteit, To6To AATGCCGGAN, He micTUTb AecsaTb
cneundiyHo BM3HaYeHUX Hykneotuais. OTKe, naparpad 7(a) ctaHgapty BOIB ST.26 He
BMMara€ BK/JKYEHHA NOCNIAOBHOCTI 40 nepeniky nocnigoBHOCTEN, HE3BAXKAKOUM Ha Te, WO B
OEeAKUX BapiaHTax 34iMCHEHHA "n" BU3HAYAETbCA TaKOXK AK cneundiyHi HyKneoTngm.

MutaHHA 2: Yn po3Bonse ctaHgapt BOIB ST.26 BkAtOUEeHHA NocnigoBHOCTI (-eid)?
HI
MocniposHicTb "AATGCCGGAN" He noBMHHa BYyTN BKAKOYEHA B Nepesik NocaiA0BHOCTEN.

lMpoTe onucaHa anbTepHaTMBHA MOCAIAOBHICTb MOXe OyTM BKAOYEHA [0 nepeniky
nocnigosHocTel, AKWOo "N" 3amiHeHO Ha cneundiYHO BU3HAYEHUI HYKNEOTUA.

MutaHHAa 3: K chip NnpeAcTaBAATM NOCNIAOBHICTL (-HOCTI) y Nnepeniky nocnigoBHocTEN?
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HactinlHO peKkomeHAOYyeETbCA BK/IOYEHHA MOCAIA0BHOCTEN, WO NPeAcTaB/AlTb BapiaHTM
3[iMCHEHHA, AKi € KAOYOBO YaCTUHOK BMHaxoAy. BK/OYEHHs uUMX NOCnigoBHOCTEM Aa€E
3MOry 34iMCcHIOBATK Ginbll peTenbHUIA NOWyK i Ny6aidHO nosigomnaTM npo o06’eKT, Wono
AKOro BUTPEDOOBYETHCA NATEHT.

Ons HaBepeHoro BuWEe NPUKAAAy, HACTIMHO PEKOMEHAYETbCA BKAKYUTU A0 Nepeniky
NoCNigOBHOCTEM HACTYMHI TPU AO0AATKOBI MOCAIAOBHOCTI, KOXHa 3 AKMX MA€E BAACHWUM
ineHTUdIKaLiMHMA HOMep NOCNILOBHOCTI:

aatgccggag (SEQ ID NO: 12)
aatgccggak (SEQ ID NO: 13)
aatgccggac (SEQ ID NO: 14)

AKWO BKAKOYEHO MEHLIEe, HiXK yCi TpM BULLE3a3HAYeHi MOCNiIQOBHOCTI, HYKNeoTUa, AKWMM
3aMiHIo€ "n", NOBMHEH OYTM PO3TIyMayYeHU ANA ONMUCAHHA anbTepHaTuB. Hanpuknaga, aKwo
TINbKM  BUWE3a3HAYeHa nocnigosHicte SEQ ID NO: 12 BKA4EeHa [0 nNepeniky
nocnigoBHocTen, To KoYy dyHKLUiT "misc_difference" 3 nokanizauieto ¢yHKuii "10" noBuHeH
BMKOPWUCTOBYBATUCA pa3om 3 gBoma KBasidikatopamu "replace"”, ge 3HauyeHHA gna ogHoro

byne "g", a ana gpyroro "c".

NONEPEAXEHHA. TlepeBaxkHe nNpeacTaBAeHHA NOCNIAOBHOCTI, 3a3HAYeHOI BULE,
CNpAMOBaHe Ha HagaHHA nepesniky NoCNigoBHOCTEM HA AaTy NOAAHHA MAaTEHTHOI 3asABKWU.
Take came NogaHHA MOKe OyTM HENPUMHATHUM LWOAO Nepesniky NoCNiA0BHOCTEN, AKWUIA
Ha[a€eTbCA Nicns A4aTW NOAAHHA NAaTEHTHOI 3aABKMU, OCKIZIbKM HEOOXiIAHO BMPILLUTU, YN MOXKE
HafaHa iHpopmauia 6yt posrnaHyTa BIB gna goaaHHA 06'eKTy 4O NepBMHHO NOAAHOro
onucy.

BianosigHi naparpadum ctraHgapty BOIB ST.26: 3(k), 7(a), 8 Ta 13
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Npuknag 3(k)-3: Barato3HauHuii cumson "n", AKMA BUKOPUCTOBYETbCA HECTAaHAAPTHUM

cnocobom
B 3aaBLi onncaHa nocnigoBHicTb: 5'-aatgttggan-3'
[Je n aBnse coboto ¢

MutaHHAa 1: Yn BUmarae craHaapT BOIB ST.26 BkAoueHHA nocnifoBHOCTI (-ei)?

TAK

AL

BignosiaHo po naparpady 3(k), "cneumdiyHo BM3HAYEHUI" HyKneotTMa € OyAb-AKMM
HYKNeoTMAOM, BigMiHHMM Bifg TWX, WO nNpeactaBneHi cumeosiom "n", AKWMIA HaBedeHO B
Tabnwuui 1 Po3giny 1 JdogaTky .

Y ubomy npuknagi "n" BUKOPUCTOBYETbCA HECTAHAAPTHUM CNOCOBOM ANA NpPeACcTaBNEHHA
nvwe "c". Onucom He 3a3HayeHo, WO "n" BUKOPUCTOBYETbLCA CTaHAAPTHMM crnocobom ans
No3HayYeHHA "byab-AKoro Hykneotngy". Tomy NOCAIAOBHICTb MOBUHHA TAIYMAUYUTUCA TaK, HibK
€KBiBaJIEHTHUI CTaHAAPTHUI cumBon, TobTo "c", ByB BUKOPUCTaHWUI y nocnigoBHOCTI (dus.
Bctyn o uboro AoKymeHTa). BignoBiaHo, nepeniyeHow NOCNiIAOBHICTIO, fKYy HeobXxigHo

PO3rNAHYTU E:
5'-aatgttggac-3'

Ua nocnigoBHicTb Ma€e gecAtb cneuudiyHO BM3HAYEHUX HYKAeoTMAiB i BiAnoBigHO A0
naparpady 7(a) craHaapty BOIB ST.26 mae 6yTv BKAtOUYEHA 40 Nepeniky NocnigoBHOCTEN.

MuTtaHHAa 3: K cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

MocnifoBHICTb NOBMHHA ByTM BKAOYEHA A0 Nepeniky nocnigoBHoOCTeN fAK: aatgttggac (SEQ ID
NO: 15)

BianosigHi naparpadum ctrangapty BOIB ST.26: 3(k) Ta 7(a)
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Mpuknagp, 3(k)-4: barato3HauHi cumBoaun, OKpim "n", € "cneundiuHo BU3HaUeHUMMmn"
MaTeHTHa 3aABKa ONMUCYE TaKy NOCAILOBHICTb:
5'NNG KNG KNG KAG VCR 3'
ae N, K, V ta R — baratosHauHi koan IUPAC-IUB

MutaHHAa 1: Yn BUmarae craHaapT BOIB ST.26 BkAoueHHA nocnifoBHOCTI (-ei)?

TAK

barato3sHa4yHi Kogm IUPAC-IUB BignoBigatoTb nepeniky HyKNeoTUAHMX CUMBOAIB, BUSHAYEHNX
y Tabnuui 1 Po3giny 1 Joaatky |. BianosigHo ao naparpady 3(k), "cneymdiyHo BusHavyeHnn"
HYKNneoTung, € byab-aKMM HYKNeOTUAOM, BiAMIHHMM BiZ TUX, WO NpeacTaBieHi cumeosom "n",
i HaBepgeHi y Tabauui 1 Posginy 1 Oopatky | Omke, "K", "V" 1a "R" € "cneuymudiyHo
BM3HAYEHMMUN" HYKNEeOoTMAAMM.

MocnigoBHICTb Ma€ ogMHAAUATb NepenidyeHnx Ta "cneumndiyHo BU3HAYEHUX" HYKNeoTUAiB, i
BignosigHo oo naparpady 7(a) ctaHgapty BOIB ST.26 noBMHHa ByTM BKAOYEHA A0 Nepeniky
NocnifoBHOCTEN.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?
MocnipoBHICTb NOBMHHA BYTM BKAOYEHA 40 Nepeniky NocnigoBHOCTEN fAK:

nngkngkngkagvcr (SEQ ID NO: 16)

BianosigHi naparpa¢um crangapty BOIB ST.26: 3(k), 7(a) Ta 15
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Mpuknagp, 3(k)-5: barato3HauyHe CKOPOUYEHHA "Xaa" BUKOPUCTOBYETLCA HECTaHAAPTHUM cnocobom
MaTeHTHa 3aABKa ONMUCYE TaKy NOCNIAOBHICTb:
Xaa-Tyr-Glu-Xaa-Xaa-Xaa-Leu

[Je Xaa y nonoxeHHi 1 € byab-AKO0 aMiHOKMCNOTOO, Xaa y NonoKeHHi 4 asnae coboto Lys,
Xaa y nonoxeHHi 5 aBnse coboto Gly Ta Xaa y nonokeHHi 6 aABnAae cobow nenymH abo
i301eMUMH.

MutaHHA 1: Yn Bumarae crangapt BOIB ST.26 BKAOYEHHA NocnigaoBHOcTi (-ei)?
TAK

MepeniveHnn y dopmyni nNenTng MIiCTUTb TpU cneumdpiyHO BU3HAYEHI aMIHOKMCNOTU Y
NoNoXeHHax 2, 3 i 7. Mepwa amiHOKMCNOTA npeacTaBieHa CTAaHAAPTHUM CKOPOYEHHAM,
To6TO Xaa, wWo npeacrasnae byapb-aky amiHokucnoty. OgHak 4eTBepTa, N'ATa Ta LWOCTA
aMiHOKMCNOTM  MpeACTaB/ieHi  CTAaHAAPTHUM  CKOPOYEHHAM, AKe  BUKOPMUCTOBYETHCA
HecTaHgapTHUM crnocobom (Ous. BcTym Ao uUboro AOKymeHTa). TomMy BpPaxoOBYETbCA
NOACHEHHA NOCNIAOBHOCTI B ONWUCI ANA HaAaHHA BM3HAyeHHA "Xaa" B LMX MONOXKEHHAX.
Ockinbku "Xaa" B nonoxeHHAX 4-6 BKasyeTbCA AK cneumdiyHa aMiHOKMCNOTA, NOCNIAOBHICTb
NOBMHHA TAYMaYMTUCA TaK, HIBW B NOCNifOBHOCTI 6y BUKOPUCTAHI €KBiBAaNIEHTHI CTaHAAPTHI
CKOpOoYeHHs, TobTo Lys, Gly i (Leu abo lle). OTKe, nocnigoBHICTb MICTUTb YOTUPK abo Binblue
cneundiyHO BM3HAYEHMX aAMIHOKMCNOT i NOBMHHA 6OyTM BKAOYEHA [0 Mepeniky
nocnifAoBHOCTEN, AK TOro Bumarae naparpad 7(b) crangapty BOIB ST.26.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIAZ0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

MocnipoBHICTb BMKOPMUCTOBYE CTaHAAPTHE CKOpouyeHHA '"Xaa" HecTaHZapTHMM crnocobom.
Tomy, gnsa Toro, wob paTu BMHAyeHHA "Xaa" y nonoxeHHsx 4, 5 Ta 6, HeobxigHo
BPaxoBYBaTM MOACHEHHS NOCNIAOBHOCTI B onuci. [oAcHeHHA BM3Ha4vae "Xaa" AK NisuH y
NONOXEHHI 4, TNiUMH Yy NONOXKEeHHI 5 Ta nedumH abo i30N1eNUMH Yy MOJNIOXKEHHI 6.
CTaHOQPTHMMKM CUMMBOJIAMM  ANA UMX aMiHOKMcnoT €, BignosigHo, K, G i J. Tomy
NOCNigoBHICTb NOBUHHA BYTM NpeAcTaBaAeHa B Nepeniky NOCNiA0BHOCTEN fAK:

XYEKGIL (SEQ ID NO: 17)

BignosiaHo go naparpady 27, "X" mae posrnagatucs Ak 6yab-skui is cumsonis "A", "R", "N",
"D", llcll, "Q", llElI’ |IGII, "H", |||||’ "L", "K", "M", "F", IIPlI’ lloll’ "S", "U", ||-|-||, "W”, ||Y|| 360 "V",
OKpiM BUNAAKiB, KONM BiH BMKOPMCTOBYETHLCA i3 AOAATKOBMM OMMCOM Yy Tabauui yHKUiR.
Tomy, AKwWo cumsos "X" NOBMHEH BUKOPUCTOBYBATUCb ANA NpeacTaBAeHHsA '"6yab-aKoi
aMiHoKncnotn", Toai BiH mae byTM onNMcaHMn 3 BUKOPUCTAHHAM Kitoda ¢yHKUiT "VARIANT" Ta
kBasidikaTopa "NOTE" 3i 3HaueHHAM "X moxKe 6yTn byab-aKo amiHOKUCAOTOW".

Je pouinbHo, KoxeH "X" mae 6yTM onucaHui okpemo. [poTte, obnacTb 6e3nepepBHUX
sannuwkiB "X" abo mMHOXMHa 3anuwkis "X", posnogineHa B NOCNiAOBHOCTI, mMoxe 6yTu
CNinbHO onucaHa 3a Aonomorot Katoda OyHKUii "VARIANT" 3 BUKOPUCTAHHAM CUHTAKCUCY
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n,n n,n

"x..y" B AKOCTi geckpunTtopa nokanisauiji, ae "x" ta "y" — N0/IOKEHHA NEPLIOro Ta OCTaHHbLOrO
3anmwkis "X"; Ta Keanidikatopa "NOTE" 3i 3HaueHHAM "X Moxke O6yTn Oyab-AKow
amiHoKucnoTotro".

BignosigHi naparpadum craHpgapty BOIB ST.26: 3(k), 7(b), 26 Ta 27
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Mapazpagp 7(a) - HykneomuodHi nocnioogHocmi, AKi HE0bXiOHO 3a3Ha4amu 8 repesniky
nocnidosHocmeli

Mpuknap 7(a)-1: Po3rany:keHa HYKNeoTUAHa NOCNiAOBHICTb
B onuci po3KpMBAETLCA HAaCTYMHA PO3ranyKeHa HYKNeoTUAHA NOCNIA0BHICTb:

3'-CA(pnp)CACACA(pp)CACACA(pnp)CACACACA-(5') NH—C(==0)CH, 3’ = Cervert A

X.0)dS
( 0)dS

=) 0)dS

£ VOVVDOVIDLOVIOOLOLVIOOVLIYOVIO

Y YVYYYY YV VYV VYV VYV VY VY YYVOVOYO(0

¢
4

YV YV YV VY VY VYWY VYV YYVYOVOVO(0==) 0)dS
EVYVYVYVYVYVYVVYYYYYVYVYVYOYOYOl0==) 0

CermentB  CermenrC  CermenrD CermenT E

ae "pnp" € 38'A3KOM ab0 MOHOMEPOM, O Ma€E PyHKLiIOHaNbHICTL bBpomaueTunamiHy;
3"-CA(pnp)CACACA(pnp)CACACA(pnp)CACACACA-(5')NH—C(=0)CH, 3' € cermeHTOM A;
SP(O’)(=0O)CACACAAAAAAAAAAAAAAAAAAAAAAAAA 3 '€ cermeHTamun B, Ci D; i
SP(O’)(= O)CACATAGGCATCTCCTAGTGCAGGAAGA 3' € cermeHTOM E.

MutaHHA 1: Yn Bumarae crangapt BOIB ST.26 BKAOYEHHA nocnigoBHocTi (-ei)?

TAK - 4oTupu BepTMKaNbHi cermeHTM B-E nNOBUHHI OyTM BKAOYEHI [0 nepeniky
nocnigosHocTen

HI - ropn3oHTaNbHUIA CErMEHT A He NOBMHEH BYTM BKAOYEHWUI A0 NepeniKy Noc/igoBHOCTEN

HasepneHa ¢irypa € npuKNagom po3rasyKeHoi MOoCNiA0BHOCTI HYK/IEIHOBOI KMCAOTU
"KombiHoBaHOro TMny", Wo MiCTUTb N'ATb NiHIMHUX CErMeHTIB: TOPU30HTaNIbHUIA cermeHT A i
4OTMPU BEPTUKANbHI cermeHTn B-E.

BipnosianHo A0 naparpady 7(a), AiHiMHI  0obnacTi  po3rany)KeHuUx  HYKNeoTUAHUX
NoCNiAOBHOCTEN, WO MICTATb AecATb abo binblue cneumdiyHO BU3HAYEHUX HYKIEOTUAiB, B
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AKMX CYMIXKHI HYKNEOTUAW MOEAHYIOTbCA Yy HanpAmKy Big 3'- go 5'-KiHUA, NOBUHHI ByTn
BK/IFOYEHI A0 Nepeniky NocniA0BHOCTEN.

YoTupu BepTMKanbHi cermeHT B-E mictaTb noHag pgecatb cneumdiyHo BM3HAYEHUX
HYKNEOoTUAIB, B AKMX CYMiXKHi HYK/NIeoTMAM NO'€AHYIOTbCA Y HanpamKy Big 3'- ao 5'-KiHugA, i
TOMY KOXXHa MOC/NiA0BHICTb NOBUHHA ByTM BKAKOYEHA 40 Nepeniky NocNig0BHOCTEN.

Y ropusoHTanbHOMY cermeHTi A NiHiMHI 0bnacTi HyKN1eoTMAHOI MOCNiAOBHOCTI 3B'A3aHi
HEHYKNEeOoTUAHMM KOMNOHEeHTOM "pnp" i KOXHA 3 LMX 3B'A3aHUX NiHIMHKMX obnacTen MicTUTb
MeHWe pfecATM cneumdiyHo BU3HAYEHUX HYKNeoTuais. TOMy, OCKiNbKM oAHa obnactb
cermeHTa A He MiCTUTb AecaTb abo 6inbwe cneumdiyHO BU3HAYEHUX HYKNEOTUAIB, A€
CYMiXHi HYKNeotTuau nOeAHYOTbCA Yy HanpamKy Big 3'- go 5'-KiHuf, BignosigHo 4o
naparpady 7(a) craHaapty BOIB ST.26, BOHM He € OOOB'ASKOBMMW ANA BKAKOYEHHA A0
nepeniky NocnigoBHOCTEN.

MuTtaHHA 2: Yu pgo3Bonse ctaHaapT BOIB ST.26 BKAOYEHHA NOCNifOBHOCTI (-eit)?
HI

BianosigHo ao naparpady 8, "Mepenik NOCNiAOBHOCTEN HE MOBWHEH BKAKOYATU MKOAHUX
NOCNiAOBHOCTEN 3 MEHL HiXK AecATbMa cneumdiyHo BUSHAYEHUMU HYKNeoTUAAMM ... "

’ogHa obnactb cermeHTa A He MICTUTb AecATb abo binbwe cneundiyHO BU3HAYEHUX
HYKNEOTMAIB, B AKUX CYMiIXKHI HYKNEOTUAWN NOEAHYIOTbCA Yy HanpAMKY Big 3'- go 5'-KiHus;
OT)Ke, BOHA He MNOBWHHA OyTWM BKAKOYEHA A0 nepeniky MNOCNIAOBHOCTEN AK OKpema
NOCANifOBHICTb 3 il BNACHMM iaeHTUdiKaLiMHMM HOMePOM NOCAIA0BHOCTI.

OpHak cermeHTn B, C, D Ta E MOXyTb OyTM aHOTOBaHI, W06 BKasaTu, WO BOHM 3B'A3aHi 3
cermeHTom A.

NuTaHHA 3: K cnig npeacTaBNATU NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigosHocTelr?

CermeHTn B, C Ta D iA€HTMYHI | NOBMHHI BYTK BKAKOYEHi A0 nepeniky NocnifoBHOCTEN AK
O/4Ha NOCNiAOBHICTb:

cacacaaaaaaaaaaaaaaaaaaaaaaaaaa (SEQID NO: 18)

Mepwwuin "c" B NOCNIZOBHOCTI Cnia 40AATKOBO ONMcaTM AK MOAUGDIKOBAHWIN HYyKNeoTua,
BUKOpUcTOoBYtouM K4 yHKUii "Misc_feature" i KBanipikatop "note" 3i 3HaueHHsM,
Hanpuknaga: "Us nocnigoBHiCTb € OAHiElD 3 YOTMPbLOX TiIOK  PO3rasly»KeHoro
noniHykneotnay".

CermeHT E nOoBMHEH BYTW BKAKOYEHUI A0 Nepeniky NOC/ilOBHOCTEN AK OHA NOCAIA0BHICTb:

cacataggcatctcctagtgcaggaaga. (SEQ ID NO: 19)

Mepwwuin "c" B NOCNigOBHOCTI CNif [40AATKOBO ONMCATM AK MOAUGIKOBAHWIN HyKNeoTua,
BUKOPUCTOBYOYM Kaod  PyHKUiT "misc_feature" i ksanidikaTop "note" 3i 3HauYeHHAM,
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Hanpuknag: "Ua nocnigoBHICTb € OAHIED 3  YOTUPLOX TiZIOK  PO3rajy*KeHoro
noniHykneotnay".

BignosigHi naparpaédum craHpaprty BOIB ST.26: 7(a), 8, 11, 13 1a 17
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Npuknag 7(a)-2: NiHiliHa HYKNEOTUAHA NOCNIAO0BHICTb, WO MAE BTOPUHHY CTPYKTYpY

MNaTeHTHa 3aABKa ONUCYE HACTYMNHY NOCNIA0BHICTb:

»
A
C
C
5 A
G—C
C—G
G—C
G=—U
A—U
U—A
UeA
3 U GACACCUA
U cuce” (!J(!,Jcl; o
a 1111 vy ©
GG AGAGCG AlJ
c—6"6
C—G
A=U
G—C
A—~W
c A
U U
G AA

e W asnnae coboto nceBaoypuamnH.
MuTtaHHAa 1: Y1 BUmarae ctaHgapt BOIB ST.26 BKAloueHHA nocnigaoBHoCTi (-ei)?
TAK

HykneotngHa noCnigoBHICTb MIiCTUTb 73 nepepaxoBaHMX i cneumdiyHo BU3HAYEHUX
HyKneoTngn. TakMm YMHOM, NPUKNAL MaE aecatb abo binbwe "cneundiyHo BM3HAYEHMX"
HyKneoTuais, i, AK Toro BuMmarae naparpa¢ 7(a) crangapty BOIB ST.26, noBuHHaA O6yTU
BK/ILOYEHA [0 Nepeniky NocnifLoBHOCTEN.

NuTaHHA 3: K cnig npeacTaBNATU NOCAIA0BHICTb (-HOCTI) y Nnepeniky nocnigosHocTe?

3 onucy Bunauneae, wo "W" € eksiBasieHTOM NceBAOYPUANHY. EAUHUIA CTaHAAPTHUI CUMBON,

IO MOKe OYTU BMKOPUCTAHMN ANA NO3HAYEeHHs NCeBAoYypPUAUHY ABAsE coboto "n"; oTxe,

"W" - ue cTaHAapPTHUI CUMBOA, AKUA BUKOPUCTOBYETHLCA ANA NO3HAYEHHA CTaHAAPTHOro
n

cumBony "'n" (Ous. BcTym A0 ubOro AoKymeHTa). BignosigHo, nocnigoBHICTb MOBUHHA
TNYMauynTUCA AK TaKa, LLLO0 Ma€E ABa cMmBoan "'n" 3amicTb ABox cumsonis "W,

Cumson "u" He NOBMHEH BMKOPUCTOBYBATUCA ANA NO3HAYEHHA ypauuny B monekyni PHK y
nepeniky nocnigosHoctel. BianosiaHo Ao naparpady 14, cumson "t" byae Taymaumtuca Ak
ypauun 8 PHK. NocnigoBHicTb NOBMHHA BYTW BK/IOYEHA AK:
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gcggatttagctcagetgggagagegecagactgaatanctggagtectgtgtnegatccacagaattcgcacca (SEQ ID NO:
20)

3HauyeHHAM o060B'A3K0BOro Keasidikatopa "mol_type" o060B'A3K0BOro Katoya GyHKLUIT
"source" € "tRNA". joaatkoBa iHbopmaLiia MoXKe HagaBaTUCA 32 AONOMOro Katoua QyHKLUi
"tRNA" Ta 6yab-akum (-u) BignosigHum (-n) KBanidikatopom (-amm).

3annwKkn "n" NoBUHHI ByTM A0AATKOBO onucaHi B Tabaunui GYyHKLiIN BUKOPUCTOBYHOUM KoY
oyHKUii "modified_base" i 060B'askoBuit KBanidikatop "mod_base" 3i ckopoueHHam "p" gna
nceBAOYPUAMHY K 3HAYEHHA KBanidikaTopa (gue. Tabanuya 2 JoaaTky |).

BianosigHi naparpadu craHpgapry BOIB ST.26: 7(a), 11, 13, 14, 17, 62, 84 T1a Po3ginn 2 1a 5
Ldopatky |, kKntou PyHKu,i 5.43
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Npuknag 7(a)-3: baraTo3HauyHi CMMBOIM HYKNEOTUAIB, WO BUKOPUCTOBYIOTbCA HECTAaHAAPTHUM
cnocobom

MaTeHTHa 3aABKa ONWUCYE TaKy NOCAILOBHICTb:
5' GATC-MDR-MDR-MDR-MDR-GTAC 3'

MoAcHeHHA MNocnigoBHOCTI B onuci gani BKasye Ha Te, wo "DR Element" cknagaertbca 3
nocnigosHocti 5' ATCAGCCAT 3'. MyTtanTHui4 DR Element, abo MDR, € enemeHTom DR, B
AKoMy cepegHi 5 Hykneotmais, CAGCC, mytoBaHi ao TTTTT".

MuTtaHHAa 1: Y1 BUmarae ctaHgapt BOIB ST.26 BKAloueHHA nocnigoBHocTi (-ei)?

TAK

MNepepaxoBaHa MOCNIQOBHICTE BUKopucToBye cumeon "MDR". AKwWwo He3posymino, um
CMMBO/I, WO BUKOPUCTOBYETbCA B MOCANIAOBHOCTI, MPU3HAYEHUIN AK CTaHOAPTHWUIA CUMBOA,
TO6TO CMMBO/, 3a3HavyeHUn y Tabauui 3 Po3ainy 3 JoaaTky |, Yn AK HEeCTaHAAPTHUIA CUMBOA,
ANA HaAaHHA BU3HAYeHHA HeobxigHO BpaxoBYyBaTW MOACHEHHSA NOCANIAOBHOCTI B onuci (Ous.
Bctyn Ao uboro AoKymeHTa). 3rigHo 3 Tabauueto 3, "MDR" MOMHa TAYMauuTU AK TpuU
CTaHAApPTHI cumBonn (m=a aboc,d=aabo gabot/ u, r=gabo a)abo ak abpesiaTypy, AKa
€ CKOPOYEHUM MO3HAYEHHAM iHLWOT CTPYKTYPU.

3 onucy Bunaueae, wo enemeHt MDR ekBiBaneHTHWiA 5' ATTTTTTAT 3'. Jlitepn "MDR"
BBAXKAOTbCA CTaHAAPTHUMM CUMBOJIAMMU, O BUKOPUCTOBYHOTbCA HECTAaHAAPTHUM cnocobom;
OTXKe, NOCNIA0BHICTb MOBMHHA TAYMAYUTUCb TaK, Hibn BoHa Gyna onucaHa 3a 4ONOMOIOHO
€KBiBaZIEHTHMX CTaHOAPHWUX CUMMBOAIB. BignoBigHO, nepepaxoBaHa MOCNIAOBHICTb, fAKa
PO3rNALAETLCA ANA BKAOYEHHSA 40 Nepeniky NocnigoBHOCTEN, ABNAE coboto:

5' GATC ATTTTTTAT ATTTTTTAT ATTTTTTAT ATTTTTTAT GTAC 3'
MNepepaxoBaHa NOCAIAOBHICTb Ma€ 44 cneundiyHO BU3HAYEHUX HYKNEOTMAM i, BiANOBIAHO A0
naparpady 7(a) craHgapty BOIB ST.26, noBuMHHA OyTM BK/AKOYEHA A0 Nepeniky
NnocnigoBHOCTEN.

MutaHHA 3: AK chig npeacTaBAATU NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTeid?
MocnifoBHICTb NOBMHHA OYTWU BKAOYEHA A0 Nepeniky NocnifoBHOCTEN fAK:

gatcattttttatattttatattattttatattttttatgtac (SEQ ID NO: 21)

BignosigHi naparpadu craHgapty BOIB 26: 7(a) Ta 13
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MNpuknag 7(a)-4: barato3HauyHi CMMBOIM HYKNEOTUAIB, O BUKOPUCTOBYIOTbCA HECTAaHAAPTHUM
cnocobom

MaTeHTHa 3aABKa ONWUCYE TaKy NOCAILOBHICTb:
5" ATTC-N-N-N-N-GTAC 3'

MNMoAcHeHHA NocnigoBHOCTI B onuci BKasye Ha Te, wo "N" cknapaetbcs 3 nocnigosHocTi 5
ATACGCACT 3".

MutaHHA 1: Yn Bumarae crangapt BOIB ST.26 BKAOYEHHA NocnigaoBHOcTi (-ei)?
TAK

MepepaxoBaHa NocNiAoBHICTb BUKopucToBye cmBo "N". MoTpibHO BpaxoByBaTU MNOACHEHHSA
NocNigoBHOCTI B onuci Ana Toro, Wwob BusHaumti, un "N" BUKOPMCTOBYETLCA CTaHAAPTHUM
abo HecTaHAAPTHMM cnocobom (Ous. BcTyn A0 UbOro AOKyMeHTa).

3 onucy sunameae, wo "N" eksiBaneHTHa 5' ATACGCACT 3'. Takum umHom, "N" €
CTaHAAPTHUM CMMBOJIOM, LLO BMKOPUCTOBYETLCA HecCTaHZapTHMM crnocobom. BignosigHo,
NOCNIAOBHICTb MOBMHHA TAYMauuTUCA AK HibM BoHa 6Oyna onucaHa 3a AOMNOMOroH
€KBiBa/IEHTHUX CTaHAAPTHUX CUMBOIB:

5' ATTC-ATACGCACT-ATACGCACT-ATACGCACT-ATACGCACT-GTAC 3'

MNepepaxoBaHa NocAifAoBHICTL Ma€ 44 cneundiyHO BU3HAYEHMX HYKNEOTUAM i, BignoBigHO 4o
naparpady 7(a) craHmapty BOIB ST.26, noBuMHHa OyTM BKAOYEHA [0 nepeniky
nocnigoBHocTen.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?
MocnifoBHICTb NOBMHHA BYTU BKAOYEHA A0 Nepeniky NocniA0BHOCTEN AK:
attcatacgcactatacgcactatacgcactatacgcactgtac (SEQ ID NO: 22)

BignosigHi naparpadum craHgapTty BOIB ST.26: 7(a) Ta 13
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Npuknag 7(a)-5: HectaHgapTHi cCMMBOAM HYKNeoTUAiB
MNaTeHTHa 3aABKa ONUCYE HACTYMNHY MNOCNIAOBHICTb:
5' GATC-B-B-B-B-GTAC 3'

MoAcHeHHA NocnigoBHOCTI B oNuUCi Aani BKasye Ha Te, wo "B" cknagaetbca 3 nocnigosHocTi 5'
ATACGCACT 3".

MutaHHAa 1: Y BUmarae ctaHaapt BOIB ST.26 BkAoueHHA nocnifoBHOCTI (-ei)?

TAK

MepepaxoBaHa MOCAIAOBHICTb BMKOPUCTOBYE HecTaHAapTHui cumson "B". MoTpibHO
BPaxoByBaTU NOACHEHHA NOCANIAOBHOCTI B onuci Ana Toro, wob gatv Bu3HayeHHs "B" (dus.
BcTyn 40 UbOro 4OKYMeHTa).

3 onucy sunaueae, wo "B" e eksiBaneHTHoto 5' ATACGCACT 3'. Takum uumHom, "B" €
HEeCTaH4APTHUM CMMBOJIOM, AKUN BUKOPWUCTOBYETLCA A/1A MO3HAYEHHA NOCNIAOBHOCTI, WO
CKNAfJaETbCA 3 AeB'ATU cneumdiyHO BM3HAYEHUX CTaHAAPTHMX CMMBOAIB. BignosigHo,
NOCNiJOBHICTb MOBMHHA TAYMAuYMTUCA TaK, HibBM BOHa Oyna onucaHa 3a [0ONOMOrOH
€KBiBa/IEHTHUX CTAaHAAPTHUX CUMBOIB:

5' GATC-ATACGCACT-ATACGCACT-ATACGCACT-ATACGCACT-GTAC 3!

MNepepaxoBaHa NocAifAoBHICTL Ma€ 44 cneundiyHO BU3SHAYEHMX HYKNEOTUAM i, BignosigHO 4o
naparpady 7(a) craHmapty BOIB ST.26, noBuMHHa OyTM BKAOYEHA A0 nNepeniky
nocnigoBHocTen.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCNIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?
MocnifoBHICTb NOBMHHA OYTW BKAOYEHA A0 Nepeniky NocnigoBHOCTEN fAK:
gatcatacgcactatacgcactatacgcactatacgcactgtac (SEQ ID NO: 23)

BianosigHHi naparpadu craHgapty BOIB ST.26: 7(a) Ta 13
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MNpuknag 7(a)-6: HectaHgapTHi CUMBOAM HYKNEOTUAiB
MNaTeHTHa 3aABKa ONUCYE TaKy NOCNIAOBHICTb:
5' GATC-B-B-B-B-GTAC 3'

MoAcHeHHA NOCNiAOBHOCTI B ONWCI Aani BKasye Ha Te, Wo "B" AopiBHIOE afeHiHY, iHO3UHY abo
ncesgoypuanHy.

MutaHHAa 1: Y BUmarae ctaHaapt BOIB ST.26 BkAoueHHA nocnifoBHOCTI (-ei)?
HI

MepepaxoBaHa NOCAIAOBHICTb BMKOPUCTOBYE HecTaHAapTHUi cumson "B". MoTpibHO
BPaxoByBaTW NOACHEHHA NOCANIAOBHOCTI B onuci Ana Toro, wob gatv Bu3HayeHHs "B" (dus.
BcTyn 40 UbOro 4OKYMeHTa).

3 onucy Bunameae, wo "B" ekBiBaneHTHO afeHiHy, iHO3MHY abo nceBaoypuANHY. EQMHUI
CTAaHOAPTHUIN CUMMBOJ, AKUI MOXKE BMKOPWUCTOBYBATUCH ANA NpeacTaBAeHHA "afeHiHy,
iHO3MHY abo ncesaoypuaunHy" — ue "n"; omke, "B" € HecTaHAAPTHMM CMMBOIOM, LWO
BMKOPUCTOBYETLCA A/1A NMO3HAYEHHA CTaHAApPTHOro cumeoay "n". BignosigHo, nocnifoBHicTb

NOBMHHA TAYMAYUTUCb AK TaKa, WO MaAE YOTUPU CMMBOIU "n" 3amicTb YOTUPbOX cMmBONIB

"BII:
5' GATC-N-N-N-N-GTAC 3'

MNepepaxoBaHa NOCNIQOBHICTb MICTUTb AnWe BiCiMm cneumndpiyHO BU3HAYEHUX HYKNEOTUAIB i,
BignosigHO Ao naparpady 7(a) ctaHaapty BOIB ST.26, He noBWMHHA OyTW BKAKOYEHa A0
nepeniky NocnigoBHOCTEN.

MuTtaHHA 2: Yu pgo3sonse ctaHgapT BOIB ST.26 BKAOUYEHHA NOCNifoBHOCTI (-eit)?
Hi

MNepepaxoBaHa nocnigosHictb, 5' GATC-N-N-N-N-GTAC 3' He noBuHHa OyTWM BK/AKOYEHA A0
nepesniky nocnigoBHOCTEN.

MpoTe, onucaHa anbTepHaTMBHA MOCAIAOBHICTb MOXKe OyTW BKAOYEHA [0 nepeniky
NnocnigoBHOCTEN, AKWO NPUHANMHI 2 3 "'n" cMMBONIB 3aMiHIOIOTbCA afleHIHOM, B pe3y/ibTaTi
YOro YTBOPIOETLCA MOCAIAOBHICTL NMpuHalimHi 3 10 abo bGinblue cneundiyHo BU3HAYEHMUX
HYK/ieoTuaiB.

MutaHHA 3: AK chig npeacTaBAATU NOCAIZ0BHICTb (-HOCTI) y nepeniky nocnigoBHocTeid?
OpaHe 3 MOXKINBUX 4,03BONIEHUX NPEACTaBNEHb:

gatcaaaagtac (SEQ ID NO: 24)
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Y HaBeZeHOMY BULLE NPUKAAAI YOTUPU afeHIHOBI HYKeoTMAM, AKi 3aMiHIOTb B-cumBon,
MatoTb ByTM onMcaHi oA 3a3HAYEHHS, WO Wi NONOXKEHHA MOXYTb BYTU 3aMiHeHi iIHO3MHOM
abo ncesgoypugmHOM.

Kntou ¢yHKLiin "misc_difference" mae BMKopucToByBaTUCA 3 NOKanisauieto GyHKUii 5-8 Ta
KBanipikatopom "note" 3i 3HaueHHAM, Hanpuknag: "Hykneotns y 6yab-aKomMy NoaoMKeHHi 5-
8 Moxke 6yTh 3amileHuit iHo3nHom abo ncesaoypuanHom". OCKiIbKM L anbTepHATUBU €
MOANPIKOBAaHMMM HYKNEOTUAAMU, TO BUMAraeTbca Katod ¢yHKuii "modified_base" pasom 3
KBanipikatopom "mod_base". 3HaueHHA ana keanidikatopa "mod_base" moxke 6yTu
"OTHER" 3 kBanidpikaTopom "note" Ta 3HauyeHHAM "i abo p".

Mo»KnuBsi iHWi NnepecTaHOBKM.

NONEPEAXEHHA. TllepeBarkHe npeacTaBAeHHA MNOCAIAOBHOCTI, 3a3HayeHOi BMLUe,
CNpAMOBAHe Ha HagaHHA nepeniky NoCNigoBHOCTEM HA [aTy NOAAHHA MATEHTHOI 3asABKWU.
Take came NogaHHA MOe OyTM HEenPUUHATHUM LWOAO0 Mepeniky NoCNnigoBHOCTEN, AKMMN
Ha[A€eTbCA NicnsA 4aTW NOA4aHHA NAaTEHTHOI 3aABKMU, OCKIZIbKM HEOOXiAHO BMPILUTU, YN MOXKE
HagaHa iHbopmauia 6yt posrnaHyTa BIB gna goaaHHA 06'eKTy 4O NepBMHHO NOAAHOro
onucy.

BianosigHi naparpa¢um craHgapty BOIB ST.26: 7(a), 8, 13 1a 17
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Mapazpagp 7(b) - AMiHOKUcnomHi nocnioogHocmi, AKi He0bXxiOHO 3a3HaYamu 8 nepesiky
nocnidosHocmeli

Mpuknapg, 7(b)-1: Yotnpwm abo 6inble cneundiuHo BU3HAYEHi amiHOKUCNOTH

) 9,9.9.9.9.0.0.00) 9.9,9.9.0.0.0.0 0.(2.0,.0.9.9.0.0.0.0.0,:0.9.0.0.0.9.0.9.9.0.0.0.0.0,¢.9.9.9.9.9.9,0.0.0.0.¢,0.0.9.9.9.0.0.0.0 .0, 9.(C) ¢ ¢
XX

[Je X = byab-AKa amiHOKUCOTA
MutaHHA 1: Yn Bumarae crangapt BOIB ST.26 BKAOYEHHA NocnigaoBHOcTi (-ei)?

TAK

MepeniyeHMn nenTna MiCTUTb YOTUPK cneundiyHO BM3HA4YeHi amiHOKucnotu. Cumeson "X"
3BMYalHO BMKOPUCTOBYETbCA A/ NO3HAYEHHA aMiHOKMCAOT, AKi Anwunaunca, Ak 6yab-akoi
amiHOKMCNOTKU (Ous. BcTyn o0 UbOro AOKYMEHTa).

OCKiNbKM icCHYE YoTMpK cneymdiyHo BU3HAYEHi amiHOKUcnoTH, TobTo Asp, Phe, Ala Ta Gly,
naparpad 7(b) ctaHaapty BOIB ST.26 BMmarae, wob ua nocnigoBHiCTb 6yna BKAOYEHA A0
nepeniky NocNigoBHOCTEN.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?
MocnipoBHiCTb NOBMHHA ByTW NpeacTaBNAeHa fAK:

XXXXXXXXDXXXXXXXKXXFXXXKXXXKKXXXKKXXKKEXXKKXXXKKAXXXXKKXXKKXXXKKXXXKGXXX
XX (SEQ ID NO: 25)

BignoBsiaHo go naparpady 27, "X" mae posrnagatucs Ak 6yab-akui is cumsonis "A", "R", "N",
"D", llcll’ IIQII' "EII' "G", "H", "|", "L", "K", "M", an' IIPII' lloll’ "S", "U", "T", "W", nYu a60 "V",
OKpiM BUNAaAKiB, KONWU BiH BMKOPMCTOBYETHCA i3 A0AATKOBMM ONMMCOM Yy Tabauui yHKLIiN.
Tomy, AKwo cumson "X" NOBMHEH BUKOPUCTOBYBATUCb ANA NpeAcTaBAeHHsA '"byab-aKoi
amiHoKucnoTtun", Toai BiH mae 6yTM onncaHM 3 BUKOPUCTAHHAM Katoda GyHKLii "VARIANT" Ta
kBasidikaTopa "NOTE" 3i 3HaueHHAM "X moxKe 6yTn 6yab-aKo amiHOKUCA0TOK".

Jde pouinbHo, KoxeH "X" mae 6yTM onucaHui okpemo. [MpoTte, obnacTb 6esnepepBHUX
3annuwkis "X" abo mMHOXMHa 3anuwkis "X", posnogineHa B NOCNiAOBHOCTI, mMoxe 6yTu
CninbHO onucaHa 3a Aonomoroto Katoda ¢yHKLii "VARIANT" 3 BUKOPUCTAHHAM CUHTAKCUCY
"x..y" B AKOCTi geckpunTtopa nokanisauji, ae "x" ta "y" — N0/NOKEHHA NepLIOro Ta 0CTaHHbLOro
sannuwkiBs "X"; Ta KBanipikatopa "NOTE" 3i 3HaueHHam "X moxke 6OyTM 6yab-AKolO

amiHoKucnoToto".

BignosigHi naparpadu ctaHgapty BOIB ST.26: 7(b), 8 Ta 27
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Mpuknap, 7(b)-2: Po3ranyKeHa amiHOKMCNOTHA NOCAIAOBHICTb

3anABKa OMMUCYE pPO3rajny*KeHy MOoCAiA0BHICTb, B AKIA 3a/IMLWLKKU Nli3UHY BUKOPUCTOBYIOTLCA fAK
OCHOBa KapKacy A4/1a YTBOPEHHSA BOCbMW TiJIOK, A0 SKUX MNPUKPINAEHO Kinbka NiHiMHUX
nenTMaHWX naHutoris. J1isMH € ABOOCHOBHOK aMiHOKUCNOTOW, WO 3abe3neuyye ii gBOMa
canTamm gnsa nenTuAHUX 3B’a3KiB. MNenTna intCcTPyETbCA TAKUM YUNHOM:

NH,—™ ARG ILE SER LEU \LLLILL
I

LYS

NH; LEU— LEU \
LYS
NH; TYR PHE — ALA Pr,_,r"’
LYS
NH; LEU— LEU Lys — Ala-OH
NH; TLE PRO ALA cys THR ALA

¢
\

NH; PHE ARG ALA— GLY GLY
NH; HIS GLN TYR PHE— ALA

NH; ALA THR PHE GLY

Y BMWE3a3HAYEHOMY pO3rany:KeHomy nenTuai 3B'A3KM  MiX NiSMHOM Ta  iHLWO
aMiHOKMNCNOTOO, 306parkeHi , IPeacTaBNATb aMigHNIM 3B'A30K MiXK KiHLEBUM amMiHOM
Ni3MHY Ta KapboOKCUAbHUM KiHUEM 3B'f3aHOi aMiHOKMCNOTU. 3B’A3KM, NO3HAYEHi NAAAA,
npeacTaB/ATb aMigHUI 3B'S30K MiXK BIYHMM NlaHUIOrOM amiHy Ni3MHY Ta KapboKCUAbHUM
KiHLeM 3B’A3aHOi aMiHOKUCNOTH.

MutaHHAa 1: Y BUmarae ctanaapt BOIB ST.26 BkAOUYeHHA nocnipoBHOCTi (-ei)?

TAK

MpuKNag onucye posranyxeHy NocAiAoBHICTb, B AKiA 3aNULWKN Ni3MHY BUKOPUCTOBYIOTHCA B
AKOCTi Kapkacy. Maparpad 7(b) Bumarae, wob HeposranyxkeHa abo niHiliHa ob6nactb
NOCNiAOBHOCTI, WO MICTUTb YOTUpPKM abo Ginbwe cneundiyHO BU3HAYEHUX AMIHOKUCNOTH,
Oyna BKAOYEHA A0 Nepeniky nocnigoBHocTel. Y HaBeAeHOMY BWLLE MPUKAAAi NiHiMHI
obnacTi posranyXeHoro nenTuay, WO MatoTb YoTUPKU abo Binbwe cneundiyHO BM3HAYEHI
aMiHOKMCNOTU ob6BeAeHi NiHiaMmu:

BepeceHb 2019



CTOpiHKa 53

: » H,N—Arg—Ille—Ser—Leu

H,N—Tyr—Phe—Ala Vl’\q,

Lys

H,N—Leu—Leu
Lys—Ala—OH

H,N—lle—Pro—Ala—Cys—Thr—Ala

Py

4 — H,N

Phe —— Arg——Ala——Gly——Gly

5 — \ H,N—His—GIn—Tyr—Phe—Ala

/

H,N— Ala—Thr—Phe—Gly

6 ———

Maparpad 7(b) craHgapty BOIB ST.26 BMmarae BKAOYEHHA nenTuais 1-6 Ao nepeniky
nocnigoBHocTen.

MenTnamn, aki He NOTPIGHO BKAOYATM A0 Nepeniky NOCNi4OBHOCTEN:
YFA
LLK

MuTaHHA 2: Y41 BUMmarae ctaHgapt BOIB ST.26 BKAloueHHA nocnigaoBHoCTi (-ei)?

HI

BignosiaHO A0 naparpady 8 nepenik NOCAIAOBHOCTENM He MOBMHEH BKAOYATU Oyab-fKi
NOCANiA0BHOCTI 3 MEHLU HiXK YoTUpMa crneundiyHO BUSHAYEHMMU aMiIHOKMCNOTaMN.

KoxkeH 3 nentunais YFA Ta LLK mictutb nnwe 1pn cneumdiyHo BU3HAYEHI aMiHOKMUCAOTH, i
TOMY BOHM He MNOBWHHI OYTM BKAOYEHI A0 nepeniky noCNiAOBHOCTEN AK OKpeMmi
NOCAiAOBHOCTI 3 BAaCHUMM igeHTUdIKaLIMHMMKM HOMepaMM NOCNiIA0BHOCTEN.

MutaHHA 3: AK chig npeacTaBAATU NOCAIAZ0BHICTb (-HOCTI) y nepeniky nocnigoBHocTeid?
MentTnam 1-6 NnoBUHHI BYTM NpeacTaBAeHi OKpeMnUMK ineHTUdiIKaTopamm NOCNiJOBHOCTI:
RISL (SEQ ID NO: 26)

LLKK (SEQ.ID NO: 27)
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IPACTA (SEQ ID NO: 28)
FRAGGK (SEQ ID NO: 29)
HQYFA (SEQ ID NO: 30)
ATFGKKKA (SEQ ID NO: 31)

MepexpecHnn 3B’A30K 6a)KaHO 3a3HAYMTU, BUKOPUCTOBYHOUM Katod ¢yHKuii "SITE" Ta
obos'askoBuit kBanidikaTtop "NOTE" 3i 3HaueHHAM, Hanpuknag: "Lis nocnigoBHicTb € ogHieto
YaCTUHOK po3ranyKeHoi aMiHOKMCNOTHOI nocnigoBHocTi". BignosigHo po naparpady 29
CraHpgapTty BOIB ST.26, nocnigosHocTi SEQ ID NO 27, 29 T1a 31 nNOBWHHI BKAKOYATH
TAYMAYeHHA [ANA  KOXHOro NisMHYy [ANA  3a3HayYeHHA, Wwo BiH € MoaMdiKoBaHO
aMIHOKMNCAOTOK 3 BUKOPUCTAHHAM Katoda pyHKuii "SITE" pasom 3 kBanidikatopom "NOTE",
AKUIM onucye BiYHUI naHutor Ni3nHy, 3’€QHaHNI aMigHMM 3B’A3KOM 3 iHLLIOK NOCANIAOBHICTIO.
PekomeHaoBaHO, Wo6 KoyKHa 3 nocnigosHocTert SEQ ID NO 26, 28 T1a 30 BK/AOYana
TAYMAYeHHs pAaa  3a3HavyeHHs, wo C-KiHueBa aMIHOKMCAOTA, 3B'A3aHa 3 iHWOW
NoCANigoBHICTIO 33 AONOMOroto Katoda PyHKuii "SITE" paszom 3 kBanidikatopom "NOTE".

BianosigHi naparpa¢dum crangapty BOIB ST.26: 7(b), 8, 26, 29, 30 Ta 31
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Npuknag 7(b)-3: Po3rany»xeHa amiHOKMCNOTHA NOCNiAOBHICTb

MenTng HacTynHOI NOCNiAOBHOCTI:

HHEFISP—GL'I'—SEH—FILFlfL'u'S—L'I'S—L'I'S—L'I'S—EDEH
HH,-ALA—ALA—SER—HIS—GLY

2

3B'A30K MiX KiHLUEBMM 3a/IMLIKOM TAiLMHY B HWMKHIA NOCNiIQOBHOCTI Ta Ni3UHOM Yy BEpXHilt
NOCNiAOBHOCTI NPOXOAUTb Yepe3 aMifHUM 3B'A30K MiXK KapOOKCUIbHUM KiHLEM TNiuuHy Ta
AMIHOKIHLLEBMM BIYHMM NAHLIOTOM Ni3NHY.

MuTtaHHAa 1: Y1 BUmarae ctaHgapt BOIB ST.26 BkAtoueHHA nocniaoBHocTi (-ei)?
TAK

Hepo3srany»keHa 4u niHiMHa ob6nacTb NOCAIAOBHOCTI, AKa MICTUTb 4YoTUpU abo 6Ginblie
cneundiyHo BU3HAYEHUX aMIHOKMCIOTM, MNOBMHHA OYyTUM BK/AKOYEHA [0 Mepeniky
nocnigosHoctel. Y HaBeAeHOMY BMLLE NPUKNaAi NiHiMHI obnacTi po3ranyeHoro nentuay
MatoTb Binblue YOTUPbOX aMiIHOKMUCNOT:

2
2> [ NH,ALA—ALA—~SER—HIS—GLY

Maparpad 7(b) craHgmapty BOIB ST.26 BMmarae BKAOYEHHA nocnigoBHocter 1 Ta 2 Ao
nepeniky NocnigoBHOCTEN.

 JE— |H|-|—F|SP—GL'r'—SEH—FILFI—~L':'S—L':'S—L':'S—L':'S—[2I]2H
/

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

MocnigoBHoctTi 1 i 2 nOBWHHI 6yTM npeacTaBfeHi OKpeMuMMK  igeHTUdIKaTopamu
NocNigoBHOCTI:

DGSAKKKK (SEQ.ID NO: 32)
AASHG (SEQ ID NO: 33)

MocnigosHictb DGSAKKKK MOBWMHHA MICTUTM TAyMadeHHA, fIKe BKA3y€ Ha Te, WO Ji3WH B
NonoXeHHi 5 € moandikoBaHOK aMiHOKMC/IOTOK, BUMKOPUCTOBYOYM Katou ¢yHKuii "SITE"
pasom i3 kBanidikatopom "NOTE", akmit onucye, wo 6iYHMI naHuUtOr NisMHY 3’€gHaHUM
aMigHMM 3B’I3KOM 3 iHWOW nocnigoBHicTio. baxaHo, wob nocnigosHictb AASHG mana
TNYMaUYeHHs, AKe BKA3YE Ha Te, WO MMiUyH B NONOXKEHHI 5 3B'A3aHNIA 3 iHLWOK NOCAIA0BHICTIO,
3a gonomoroto Knto4da ¢yHKLUii "SITE" pasom 3 kKBanidikatopom "NOTE".
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BianosigHi naparpa¢um crangapty BOIB ST.26: 7(b), 26, 29, 30 Ta 31
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Npuknag 7(b)-4: UukniuHnii nentna, AKMA MiCTUTb po3rany>KeHy amMiHOKUC/IOTHY NOCNIA0BHICTb

MaTeHTHa 3asABKa OMWUCYE HACTYMNHY CTPYKTYpY:

(0] 0
H H
N N
N OH
H
(0]

vH

o N
0
o H
) NH
o
S
]

o
A

HN
o}
2HN
>_ NH
HN HX CH,

H
(0] N7
HN NH H
\"_r' 8]
(0]

LincTeiH Ta NeiumH B UMKAIYHIM CTPYKTYpi 3B’A3aHi BiYHMM naHutorom Cys Ta KapboHiNbHUM
KiHuem Leu.

MNuTtaHHA 1: Y1 Bumarae ctaHgapt BOIB ST.26 BKAOUEeHHA nocnigoBHocTi (-ei)?

lMoKa3aHa CTPYKTypa MA€E PO3ranyXeHy UMKAIYHY aMiHOKUCIOTHY NOCAIA0BHICTb, KA MICTUTb
HACTYNHi aMiHOKUCOTH:
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Leu
o o
H H
N N
H” W)‘\ N OH
Ala o Glu
-7

Lys-6

HO Leu

BN Asp-5

0
2HN

}_ NH Arg-4

HN HN (H
Leu-3 Cys-1
Ala-2 L H

N”
H
HN NH
o i

OckinbKkM 6i4HKI naHutor Cys Ta KapbOoHiNbHUI KiHeub Leu 6epyTb yy4acTb y UMKAizauii, N-
KiHeLUb UMKAIYHOro nenTuay po3TtawoBaHui Ha Cys-1.

TAK — uMKAiYHa YyacTMHa nenTuay

BignosiaHo po naparpady 7(b) CraHgapTy BOIB niHiltHa pginAaHka posranyeHoi
NOCANigOBHOCTI, AKA MICTUTb YOTUPK abo bGinbwe cneumndiyHO BUM3HAYEHI aMiHOKMCAOTH, Ae
AMIHOKMNCAOTU YyTBOPIOOTb OAUHUYHWUI MENTUAHWUIN KapKac, MOBMHHA OYTWM BKAKYEHHA A0
nepeniky nocnigoBHocteil. B HaBegeHoOMy BuULWEe NPUKAagi  UMKAiYHa obnacTb

po3ranyXeHoro nenTnay Mae 6inblle, HiXK HOTUPU aMiIHOKUCAOTH, | TOMY Ma€E ByTU BKAOYEHA
00 nepeniky NocniAoBHOCTEN.

HI — TpunenTuaHa rinka nentnay

TpunentnaHa rinka Ala-Leu-Glu He 0608B’A3K0BO Mae ByTn B Nnepeniky NOCNigoBHOCTEN.
MutaHHA 2: Yn BUMmarae ctaHaapT BOIB ST.26 BkaoueHHA nocnipoBHocTi (-en)?

HI

BipnosiaHO oo naparpady 8, nmepesnik Noc/ifOBHOCTEN He MOBWHEH BKAOYATU bOyab-AKy
NOCNiAOBHICTb 3 MEHLLE, HiXX YoTUpPMa crneundiyHo BUSHAYEHMMIN aMiHOKUC/IOTaMK.

TpunenTuaHa rinka MicTUTb Auvwe Tpu cneumdiyHo BU3HAYEHI aMiHOKUCAOTU i TOMYy He
NoBMHHa ByTM BKOYEHA A0 Nepeniky NocnigoBHOCTEN AK OKpema MoC/iL0BHICTb 3 BAACHUM
ineHTndiKauinHUMMm Homepom.

MutaHHA 3: AK chig npeacTaBAATU NOCAIAZ0BHICTbL (-HOCTI) y nepeniky nocnigosHocTeid?
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OcCKinbKkK Uel NnpuKknag, iNtoCcTPye KibLeBUIA NenTUA, TO KifibLe He CKIaAaETbCA BUK/IKOYHO 3
AMiHOKMCNOTHUX 3a/ULWKIB B NeNTUAHUX 3B’A3KAX, AK 3a3HayeHo B nmaparpadi 25. Tak Ak
LMKNi3yBaHHA aMiHOKMCNIOTHOT NOCANIA0BHOCTI BigbyBaETbCA 33 AONOMOrot GiYHOro naHutora
umncteiHy (Cys) Ta KapbOKCUAbHOrO KiHUA nelunHy (Leu), umcteiHy mae 6yTM NPUCBOEHO
HOMEp NOJIOXKEHHA 1 B MerKax LUMKAiYHOi obnacTti nentnay. BignosigHo, nocnigoBHicTb mae
O6yTM NnpeacraBieHa fak:

CALRDKL (SEQ ID NO: 89).

AK nokasaHo Ha oirypi BMLWeE, AMIHOKMC/AOTHA MNOCAIAOBHICTD LMKAIBYETbCA LUAAXOM
TioecTepHoi KoH'torauii MiK OiYHMM NaHUOromM UUCTEIHY Ta KapbOKCUAbHMM KiHUEM
nenumHy. Kntou ¢oyHKuii "SITE" noBMHEH BMKOPUCTOBYBATUCb A onucy moaudikoBaHoro
LUMUCTETHY, AKWIA YTBOPHOE MiXKNaHLIOrOBUI 3B’A30K 3 neiumHom. Onepatop noKanisauii "join"
Ma€E BWKOPWUCTOBYBATUCA 3 AECKPUNTOPAMWM JIOKaNi3auii Ana BWU3HAYEHHA 3anULWKIB, AKi
b6epyTb yyacTb B 3B’A3Ky, Hanpuknag, "join(1,7)". O6os’askoBuit Keanidikatop "NOTE"
NOBMHEH MO3HaYyaTU Npupoay 3B'A3Ky, Hanpuknag, "TioecTep uucteiH nenuymHy (Cys-Leu)",
wob BctaHoBMTH, Wo Cys-1 Ta Leu-7 3B’A3aHi TioectepHum 3B8’A3Kkom. Kpim Toro, nisvH B
NONOXEHHI 6 NOBMHEH MAaTW TIyMavyeHHA ANA 3a3HAYEHHA, WO BiH MOANGIKOBAHWUI LLAAXOM
BMKOPUCTAHHA Katova ¢yHKuii "SITE" pasom 3 obos’askoBum KBanidikatopom "NOTE", pe
3HaYeHHA KBasidikaTopa OnNUCye, WO BIYHUI NaHUIOr Ni3UHY 3'€AHYETbCA 3 TPUNENTULOM
ALE.

BianosigHi naparpa¢um crangapty BOIB ST.26: 7(b), 8, 25, 26, 29, 30, 31, 67 Ta 68
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Npuknag 7(b)-5: UukniuHunii nentna, AKM MiCTUTb po3rany>KeHy amiHOKUC/IOTHY NOCNIA0BHICTb

MaTeHTHa 3as8BKa ONWUCYE HACTYMHUIA PO3TraNyKeHUN UMKAIYHUI nenTua;

Leu—Arg—Asp—GIn—Ser

Ala—lLeu—Phe—Lys—Asn—Gly

Ser Ta Lys 3B’A3aHi amigHMM 3B’S3KOM MiXK KapOOKCUMNbHUM KiHLUEM CEepUHY Ta aMiHOM Y
6iuHOMY naHuUto3i Lys.

MuTtaHHAa 1: Y1 BUmarae ctaHgapt BOIB ST.26 BKAlOYeHHA nocnigaoBHOCTI (-ei)?

TAK

Maparpad 7(b) BMMArae BKAOYEHHA MOCNIAOBHOCTI, WO MICTUTb NPUHAWNMHI YOTUpPKU
cneundiyHo BU3HAYEHi aMiHOKMCNOTK, Ta AKI MOXKYTb ByTWM npeacTaBaeHi NiHiliHOW obnacTio
po3ranyXeHoi NocnigoBHOCTI B Nepeniky nocnigoBHocTen. B HaBegeHOMY BULLE NPUKNAAI
nenTng, MIiCTUTb UMKNIYHY o006nactb, B AKiK aMiHOKMCAOTU 3'€QHYHOTbCA NEnTUAHUMM
3B’A3KamM, Ta po3ranyxeHa ob6nacTb, 3'egHaHa 3 6iIYHMM NaHLOrom Ni3unHy (Lys) B LMKAIYHIN
obnacTi. ObnacTi LbOro po3rany»eHoro NenTuAy, AKi MOXXyTb ByTn NpeacTaBAeHi AiHIMHO Ta
AKi MicTaTb YoTMpKM abo Binblie cneundiyHo BU3HAUYEHI aMiIHOKMCNOTH:

l.-——> | Leu—Arg—Asp—GIn—Ser

—WAla—Leu—Phe—Lys—Asn—Gly

CraHgapTt BOIB ST.26 BMMarae BKAOYEHHA MocAigoBHOcTeM 1 Ta 2 AAHOro UMKAIYHOrO
po3ranyXeHoro nenTuay B MNepenik MoCNigOBHOCTEN, KOXHa 3 AKUX Ma€ BAACHUMN
ineHTUdIKauinHMn Homep.

MutaHHAa 3: K chip NnpeAcTaBAATUM NOCNIAOBHICTL (-HOCTI) y Nnepeniky nocnigoBHoCTENA?
MocnipoBHicTb 1 NOBUHHA BYTM NpeacTaBAeHa fAK:

LRDQS (SEQ ID NO: 90)
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MepeBarKHO, MOCNIAOBHICTL T/IYyMauyMUTbCA 3a AO0MOMOrol Katouva ¢yHKuii "SITE" pasom 3
kBasnidikatopom "NOTE", wob onucatu, WO CEepUH y NOJIOXKeHHI 5 3B'A3aHuMit 3 iHWOLO
NoCNiAOBHICTIO amMigHMM 3B'A3KOM MiXK Ser i 6iYHMM naHutorom Lys B iHLWIN NOCcNig0BHOCTI.

MocnifoBHICTb 2 - UMKAIYHWI nenTug,. B naparpadi 25 BKasaHO, WO KOAM MOCAIAOBHICTb
aMIHOKUCNOT € HACKPi3HOK KOHirypauieo i He Ma€e aMiHO- Ta KapbOKCU-KiHLIB, 3aaBHUK
NoBMHEH 0bpaTM aMiHOKMCNOTHUI 3aMLWOK Yy nosioxeHHi Ne 1. BignosigHo, nocnigoBHicTb
MoKe byTu npeacTaBieHa sK:

ALFKNG (SEQ ID NO: 91)

B iHWoOMy BMNaaKy byab-AKa iHWa aMiHOKMCNOTa B NOCNiIAOBHOCTI MOXe OyTK No3Ha4YeHa faK
nonoxkeHHs 3aamwky Ne 1. MocnigosHicte ALFKNG noBuHHa 6yTM 404aTKOBO OMMcaHa 3a
aonomoroto Kawouda ¢yHKuii "SITE" pasom 3 kBanidikatopom "NOTE", wob onwucatu, wWwo
6i4HMI naHutor Lys B MOMOXKeHHi 3anuMwky Ned 3B'A3aHMi amigHMM 3B'A3KOM 3 iHWOM
nocnigosHicTio. Lleit 6iuHMn naHutor mogudikye Lys, i 3rigHo 3 naparpadom 30 CtaHmapTy
BOIB ST.26, mogudikoBaHy aMiHOKMCAOTY HeobxigHO [0AaTKOBO onucatm B Tabauui
dyHKUin. Kpim Toro, cnig Hagatn kawod ¢yHKuii "REGION" ta kBanidikatop "NOTE", gna
3a3Ha4yeHHs, wo nentna ALFKNG € Kinbuesum.

BianosigHi naparpadum crangapty BOIB ST.26: 7(b), 25, 26, 30 Ta 31
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Mapazpagp 11(a) - AsonaHyt0208a HYKAeoMUOHA Mocai008HICMb - MOBHICMIO KOMMAeMeHMApHa
MNpuknag 11(a)-1: ABonaHuUOroBa HYKN€OTUAHA NOCNIA0BHICTb - 0AHAKOBI A0BXUHU

MaTeHTHa 3aABKa onucye Taky AsonaHutorosy AHK-nocnigoBHICTb:

3'-CCGGTTAACGCTA-5'

5'-GGCCAATTGCGAT-3'
MutaHHAa 1: Y BUmarae ctaHaapT BOIB ST.26 BKAOYEHHA NnocnifoBHOCTI (-ei)?

TAK

KorKHa nepeniyeHa HyKneoTMAHa NOCAIAOBHICTb MicTUTb Ginbwe 10 cneymdiyHO BU3HAUYEHUX
Hykneotugis. [lpuHalMHI oAMH NaHUlOr NOBMHEH OYyTWM BKAOYEHUMA [0 nepeniky
NoCcNigoBHOCTEN, TOMY LLO ABa NAaHUIOMM L€l 4BONAHLIOrOBOI HYKNEOTUAHOT NOCNIAOBHOCTI €
NOBHICTIO KOMMNAEMEHTAPHUMU OUH OQHOMY.

MuTtaHHA 2: Yu pgo3Bonse ctaHaapT BOIB ST.26 BKAOYEHHA NOCNifOBHOCTI (-eit)?

TAK

Xo4ya nocnigoBHICTb 3 /MWE OAHOrO AaHUtora MOBMHHA OyTM BKAKOMEHA A0 Mepeniky
NocnigoBHOCTEN, NOCAIAOBHOCTI 3 ABOX NAHLIOTB MOXYTb OYTU BKAKOYEHI, KOXHA i3 BAACHUM
ineHTndiKaLinHMM HOMepPOM NOCAIA0BHOCTI.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

MocnipoBHicTb ABonaHutorosoi [OHK noBuMHHa 6yt npepctaBneHa abo AK  ogHa
NnocnigoBHiCTb, abo AK ABi oKpemi nocnigoBHOCTI. KoxKHa MocnigoBHICTb, BKAOYEHa A0
nepeniky NocnigoBHOCTEN, NOBMHHA OyTWM npeacTaBfieHa Yy HanpaAmMKy Big, 5'-kiHua go 3'-
KiHUA Ta il NTOBMHEH BYTU NPUCBOEHUI BAAaCHUI ineHTUdIKaLiMHMA HOMEep NOCNiA0BHOCTI.

atcgcaattggcc (BepxHin naHutor) (SEQ ID NO: 34)
i/abo
ggccaattgegat (HUXHIM nanutor) (SEQ ID NO: 35)

BignosigHi naparpadu craHgapTty BOIB ST.26: 7(a), 11(a) Ta 13
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Mapazpagp 11(b) - AsonaHyto208a HyKAeomuoOHa rnocai008HicMb - He MosHicMio
KommnaemeHmapHa

Npuknag 11(b)-1: AiBonaHutOorosa HyK1€0TUAHA NOCNIAOBHICTb - Pi3Hi AOBXUHMU

MaTeHTHa 3aABKa MicTUTb Taky Pirypy i Take NOACHEHHA:

5’ -tagttcattgactaaggctccccattgactaaggcgactagcattgactaaggcaagc-37

LI R
gggtaactgantccgc

O6nactb npomoTopa Atoacbkoro reHa ABC1 (BepxHin naHutor), 3B'asaHa MHK-3oHg0M
(HWHIM nanytor). e "n" B8 MHK-30HAi € yHiBepcanbHO ocHoBoto MHK, BubpaHoto 3 rpynu,
LLLO CKNAAAETbLCA 3 5-HITPOiHAO0ANY Ta 3-HiTpoiHZONY.

MuTtaHHA 1: Y41 Bumarae ctaHgapt BOIB ST.26 BKAlOUEeHHA nocnigoBHOCTi (-ei)?
TAK - npomoTopHa obnactb ABC1 (BepxHii naHugor)

BepxHili naHulor mictutb 6inblle aecAT nepepaxoBaHMx Ta 'cneundiyHo BU3HAYEHUX"
HYKN1eoTMAiB, Ta MNOBMHEH OYTU BKAKOYEHWUI A0 Nepeniky noc/igoBHOCTEN.

TAK — MHK-30HA, (HWXKHiM nanHutor)

HuKin naHutor Takox NoBUHEH ByTM BKAKOYEHUIM A0 nepeniky NocnifoBHOCTEN 3 BIACHUM
ineHTudikauinHMM HOMEpPOM MNOC/AIJOBHOCTI, TOMY WO JABa JIaHUOIM He MOBHICTIO
KoMnaemeHTapHi oaAuH oaHomy. Okpemi 3anuwku, aki mictate MHK abo "nentmnpgo-
HyKNeiHoBY KMCNOTY" BBaXKalOTbCA HYKNEeOTMAAMM BignoBigHO Ao naparpady 3(g) ctaHaapTy
BOIB ST.26. ToMmy HWKHIi nNaHutor mictutb b6inbwe 10 nepepaxoBaHux Ta '“cneundivyHo
BM3HAYeHMX" HYKNEeOTUAIB i NOBUHEH OYTU BKAKOYEHWNI A0 Nepesliky NocniJoBHOCTEN.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTei?
BepxHilt naHuUor NOBUHEH BYTW BKAKOYEHWI 40 Nepeniky NocnigoBHOCTEM AK:
tagttcattgactaaggctccccattgactaaggcgactagcattgactaaggcaage (SEQ ID NO: 36)

HUKHIN naHutor € NenTuao-HYKNEIHOBOK KUCNOTOM, i TOMy He Mae 3'-KiHua Ta 5'-KiHuA.
BignosiaHo Ao a63auy 11, BiH NOBMHEH OYTU BKAKOYEHWUI A0 Nepeniky nocnigosBHocTten "y
HanpPAMKY 3/iBa HanpaBo, AKWUI iMiTye HanpAMoOK Big, 5'-KiHua go 3'-kiHua". Tomy BiH
NOBWHEH BYTK BKIOYEHWI A0 Nepeniky NocnigoBHOCTEN fAK:

cgcctnagtcaatggg (SEQ ID NO: 37)

Keanidikatop "organism" kntoua o¢yHKLUiT "source” noBMHEH maTu 3HadeHHA "synthetic
construct" Ta oboB'a3koBuiA KBanidikatop "mol_type" 3i 3HauyeHHsm "other DNA". HuKHiR
NIAHUIOr MOBMHEH O6YTM onucaHuMM B Tabnuui ¢yHKUiM, BUMKOPUCTOBYLOUM KAtod OYHKLUIT
"modified_base" Ta o6os'askosuir KBanidpikatop "mod_base" 3 abpesiaTypoto "OTHER".
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KBanidikatop "note" noBmHeH ByTV BKAOYEHMI PA30OM i3 MOBHOK HECKOPOYEHOK HA3BOH
MoaMbIKOBAHUX HYKNEOTUAiB, Takoto AK "N-(2-amiHoeTun) rniumH Hykneosungm".

3annwok "n" noBuHeH 6yTM Aani onucaHui B Tabauui GyHKUIA 3 BUKOPUCTAHHAM KAtoya
¢dyHKUji "modified_base" Ta o6os'askoBoro KBasidikatopa "mod_base" 3 abpesiaTypoto
"OTHER". KsanidikaTtop "note" nosmHeH ByTM BKIOYEHWUI 3 MOBHOK HECKOPOYEHOK HA3BOK
MmogmudikoBaHoro Hykneotuay: "N-(2-amiHoeTnn) raiumH 5-HitpoiHaon abo N-(2-amiHoeTun)
rNiLMH 3-HiTpoiHaon".

BianosigHi naparpadum craHaapty BOIB ST.26: 3(g), 7(a), 11(b), 17 Ta 18
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Npuknag 11(b)-2: [AsonaHuloroBa HYKNAEOTUAHA MNOCAIAOBHICTb — BIiACYTHI cermeHT
CNaploBaHHA OCHOB

MaTeHTHa 3aABKa ONMUCYE TaKy A4BOAHLIOroOBY nocnigosHictse AHK:

3'-CCGGTTAGCTTATACGCTAGGGTTA-5'

5'-GGCCAATATGGCTTGCGATCCCGAT-3"
MutaHHA 1: Yn Bumarae crangapt BOIB ST.26 BKAOYEHHA NOcNigaoBHOCTI (-ei)?
TAK

KoXKHWIA naHuUtor nepepaxoBaHoOi A4BOAHLIIOIOBOI HYKAEOTUAHOI NOCNifOBHOCTI Ma€ binblue
10 cneumndiyHO BM3HauYeHUX Hykneotuais. ObuaBa NaHUIOMM MOBUHHI BYTM BKAKOYEHi A0
nepeniky nOCAiAOBHOCTEN, KOXEH 3 AKUX MA€E BAACHMN igeHTUIKALIMHMA Homep
NOCNiAO0BHOCTI, TOMY LLO ABa NIAHLIOTN HE NOBHICTIO KOMMNEMEHTAPHI 0gMH O4HOMY.

MuTtaHHAa 3: K chig npeAcTaBAATU NOCNIAOBHICTb (-HOCTI) y nepeniky nocniaoBHocTen?

MocniAoBHICTb KOXHOIO NaHLUora NOBUHHA ByTW NpeacTaBieHa Y HaNPAMKY Big 5'-KiHua ao
3'-KiHUA | MaTW BNACHUM iaeHTUGIKaLiAHWIA HOMepP NOCAIA0BHOCTI:

atcgggatcgcatattcgattggece (BepxHs HuTKa) (SEQ ID NO: 38)
i
ggccaatatggcttgecgatccecgat (HMKHIM pagok) (SEQ ID NO: 39)

BianosigHi naparpadum crangapty BOIB ST.26: 7(a), 11(b) Ta 13
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Mapaepag 14 — Cumeon "t" nosHauae ypayun 8 PHK
MNpuknag 14-1: Cumeon "t" npepcrasnse ypaumun y PHK

Y naTeHTHI 3aABLi ONUCYETLCA Taka CNOJyKa:

0
cermeHT A ccugucgt—?:’—!!—ovf\i .
(IJII o
0
cermeHT B uaguuguagaggccugucct—5J —II!—U
OH

[e cermeHT A i cermeHT B € nocnigosHocTamn PHK.

MNuTtaHHAa 1: Y1 Bumarae ctaHgapt BOIB ST.26 BKAlOUEeHHA nocnigoBHoCTi (-ei)?
TAK - cermeHT B
HIl - cermeHT A

NiK nocni TeN MiCTUT rMeHT n i neotuais,
Mepenik NOCNifOBHOCTEN MICTUTL ABa CErMeHTU cneumdpiyHO BM3HAYEHUX HYKNeoTuAaiB
PO3A4i/IeHNX HAaCTYMHOK CTPYKTYpPOIo "NiHKep":

0 N
N’ O

O
|
—PpP

OH

O

n=3

CTpyKTypa niHKepa He € HyKneoTMaom BignosiagHo Ao naparpady 3(g); OTKe, KOMKHWUM
CEerMeHT MOBMHEH PO3rNsAaTMca AK OKpema NnocnigoBHicTb. CermeHT B mictuth binbwe 10
cneundiyHO BU3HAYEHUX HyKneoTuais i, BignosigHo Ao naparpady 7(a) craHgapty BOIB
ST.26, mae 6yTU BKAKOYEHUM A0 nepeniky nocnigosHocteit. CermeHT A MicTUTb nuvwe 8
cneumndiyHo BMU3HAYEHUX HYKNEOTUAIB i TOMYy He Ma€e OyTM BKAOYEHWN [0 nepeniky
nocnigoBHOCTEMN.

MutaHHA 2: Yn po3sonne ctaHgapT BOIB ST.26 BkAOUYeHHA nNocnigosHocTi (-ei)?
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HI

CermeHT A mictuTb MeHwe 10 cneumdiyHO BU3HAYEHUX HYKIeOTMAiB, i BignosigHO A0
naparpady 8 CraHgapty BOIB ST.26, He noBWHEH OYyTU BK/OYEHUM [0 Nepeniky
nocnigoBHocTen.

MutaHHAa 3: K cnip NnpeAcTaBAATUM NOCNIAOBHICTL (-HOCTI) y Nnepeniky nocnigoBHocTEN?

CermeHT B - ue monekyna PHK; omke, enemeHT "INSDSeq_moltype" nosuHeH 6yt "PHK".
Cumson "u" He NOBMHEH BMKOPWUCTOBYBATUCb A5 MO3HAYEHHA ypauuny B monekyni PHK y
nepeniky nocnigosHoctelt. BignosigHo Ao naparpady 14, cumeon "t" cnig Taymaumtn sk
ypauun y PHK. BignosigHo, cermeHT B noBuHeH OyTM BKAKYEHUMA [0 NeEpPeniky
NOCNiAOBHOCTEN AK:

tcctgtccggagatgttgat (SEQ ID NO: 40)

TumiH y PHK BBaxaeTbcA mogMPiKoBaHUM HYKNEOTUAOM, TOOTO MOANDIKOBAHMM YPaLLUAOM,
i NOBUHEH BYyTW NpeacTaBneHU B NocnifgoBHOCTI AK "t" i 4oaaTKoBO onucaHwuit B Tabauui
dYHKUiN. BignosigHoO, TMMIH Yy NONOXKeHHI 1 noBMHEeH 6yTM [0A4aTKOBO OMNMCaHMN 3a
ponomoroto Knatoda PyHKuii "modified_base", keanidikatopa "mod_base" 3i 3HaueHHAM
kBanidikaTopa "OTHER" i KkBanidikaTopa "note" 3i 3HaueHHAM KBanidpikaTopa "thymine".

TumiH, T06TO MoaundiKoBaHUI ypauua, B MNOMONKEHHI 1 TakoX NOBUHeH OyTM 40AATKOBO
onucaHuin y Tabnauui OYHKUIA 3 BUKOPUCTaHHAM Katova OyHKUii "misc_feature" Ta
KBanidikaTopa "note" 3i 3HaueHHAM, HanpuKknag, "5&apos- KNCEHb TUMIAWHY NPUEAHYETbCA
3a gonomoroto niHkepa (4-(3-rigpokcnbeHsamigo)bytnn) ¢ocdiHoBOI KMCNOTU A0 iHWOI
HyKneoTMaHoi nocnigosHocti". [e AOUifbHO, iHWA NOCNIAOBHICTL MOXe byTu
6e3nocepeHbO BKa3aHa AK 3HaA4YeHHs B KBanidpikaTopi "note".

BignosigHi naparpadu craHgapTty BOIB ST.26: 3(g), 7(a), 8, 13, 14,19 1a 54
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Mapazpag 27 — Mae sukopucmogysamuck Halibinbw obmexcysansvHuUl 6a2amo3Ha4YHuUl cumeon
amiHokuciomu

Mpuknag 27-1: CKopoueHa popmyna ana HYKNeOTU[HOI NOCNiAOBHOCTI
(GGGz),
[Je z asnae coboro 6yab-AKYy amiHOKMCNOTY.

MutaHHAa 1: Y Bumarae ctaHaapT BOIB ST.26 BKkAoYeHHA NocnifoBHOCTI (-ei)?
TAK

MocnifoBHICTb po3KpMBaETbca AK ¢dopmyna. (GGGz), - Ue NPOCTO CKOpOYEHWI cnocib
npeactaBneHHa  nocnigosHocti  GGGzGGGz.  3asBuYald, Ccno4vyaTKy  NOCAIAOBHICTb

PO3KPMBAETLCA, @ BU3HAYEHHSA Byab-AKOT 3MiHHOI, HanpuKnag, "z" paeTbea nicns wboro.

nn

MocnigoBHICTb BUKOPUCTOBYE HECTaHAAPTHMI cumeon "z". HeobxigHO 4aTv BM3HaAYeHHA "z
FPYHTYHOUYMUCb HA MOACHEHHI NOCNIAOBHOCTI B OMUCI, AKE BM3HAYa€E Len CUMMBOA AK Oyab-aKy
amiHoKkucnoty (Ous. Bctyn Ao uboro AokKymeHTa). lMpuknag He nepenbdayvae KoAHMX
obmerkeHb ana "z", HanpuKnag, Wo BOHM € O4HAKOBUMM B KOXXHOMY BUMNAKY.

Tomy "z" € ekBiBasieHTOM cTaHgapTHomy cumsoay "X", i nmentua y npuknagi mae Bicim
nepepaxoBaHMX aAMIHOKUCAOT, WICTb 3 AKUX € cneuynediyHO BU3HAYEHMMM 3a/IULIKAMM
rniumHy. BignosigHo o naparpady 7(b) ctaHgapty BOIB ST.26, nocnifoBHicTb mae 6yTu
BK/IIOYEHA [0 Nepeniky Nocnig0BHOCTEN AK 04HA NOCANIAOBHICTb 3 0A4HUM igeHTUdIKaLIMHMM
HOMEPOM MOCAIAO0BHOCTI.

Cnipg, 3BepHYTM yBary, WO LA NOCNIA0BHICTb OXON/OETbCA Nnaparpadom 7(b), He3Baxkatoum Ha
Te, WO NepepaxoBaHi Ta cneumndpiyHo BU3HAUYEHI 3a/IULLKU HE € CYMINKHUMM.

NuTaHHA 3: K cnig npeacTaBNATU NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigosHocTeir?

Y nocnifgoBHOCTI BUKOPUCTOBYETLCA HECTAHAAPTHUI cumBon "z", AKMi BiANoBigHO A0 onucy
€ O6yab-aKkol amiHokucnoTtow. CTaHAAPTHUN CUMBOJ, SIKMA BUKOPUCTOBYETbCA AA
nosHayeHHs "6yab-akoi amiHokucnotn", € "X". Tomy nOCAiAOBHICTb MNOBUHHA OYyTU
npeacTaB/eHa AK OA4MHUYHA PO3LLMpPEHA NOCNIA0BHICTb:

GGGXGGGX (SEQ ID NO: 41)

BianosiaHo go naparpagdy 27, "X" mae posrnagatucs Ak byab-akui is cumsonis "A", "R", "N",
"D", "C“, "Q", "E", "G", “H", |||||’ "L", "K", "M", "F", "P", "O", "S", "U", "T", "W“, uYu 360 "V”,
OKpPiM BUNAaAKiB, KONWU BiH BMKOPMCTOBYETHCA i3 A0AATKOBMM OMMUCOM Yy Tabauui yHKLIiN.
Tomy, AKwWo cumsos "X" NOBMHEH BUKOPUCTOBYBATUCb ANA NpeacTaBAeHHsa '"6yab-aKoi
aMiHoKncnotn", Toai BiH mae byT onucaHui 3 BUKOPUCTaHHAM Kiatoda ¢yHKLiT "VARIANT" Ta
kBasidikaTopa "NOTE" 3i 3HaueHHAM "X moxKe 6yTn 6yab-aKo amiHOKUCIOTOW".
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Oe pouinbHo, KoxeH "X" mae 6yt onucaHuii okpemo. Mpote, obnactb 6e3nepepBHUX
3annuwkis "X" abo mMHOXMHa 3anuwkis "X", posnogineHa B MOCNiAOBHOCTI, mMoxe 6yTn
CNiNbHO onMcaHa 3a gonomoroto Katoya ¢yHKuii "VARIANT" 3 BUKOPUCTAHHAM CUMHTAKCUCy
"x..y" B AKOCTi geckpunTtopa nokanisauji, ae "x" 1a "y" — N0/IOKEHHA NEPLIOro Ta 0CTaHHbLOro
3anmwkis "X"; Ta Keanidikatopa "NOTE" 3i 3HaueHHAM "X MoxKe OyTn Oyab-AKowO

amiHoKucnoTor".

Kpim Toro, npuknag, He po3KpuBae, Wwo "z" - ogHaKoBa aMiHOKMCNOTa B 060X MOJIOMKEHHAX B
poO3LWMpeHiit nocnigoBHocTi. OAHaK, AKLWO "z" PO3KPUBAETLCA AK OAHA i TA *K aMiHOKMCNOTa B
060X noNoXKeHHAX, To Katod  o¢yHKuii  "VARIANT" Ta KBanidikatop "NOTE" mae
CyNnpoBO/KYBAaTUCA KOMEHTApeEM, B AKOMY 3a3HavaeTbeA, Wwo "X" y NoNoXKeHHAX 4 Ta 8 MoxKe

6yTM 6y,£||b-ﬂKOIO AMiHOKMCNIOTOIO, AKLWO BOHHU OAHaKOBi B 060X NONOKEHHSAX.

BianosigHi naparpa¢um crangapty BOIB ST.26: 3(c), 7(b) Ta 27
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Mpuknag 27-2: CKopoueHa popmyna - MeHLe YOTUPbOX cneundiyHO BUSHAYEHMUX aMiHOKUCNOT
Nentua dopmynu (Gly-Gly-Gly-z),
Po3KpuTTa Aani BKasye, WO z € Oyab-KOK amMiHOKMC/IOTOO Ta
(i) 3miHHa n aBNAE coboto Byab-AKY AOBXKUHY; abo
(i) 3miHHa n cTaHoBUTL 2-100, NepeBakHO 3
MutaHHAa 1: Y BUmarae ctaHaapT BOIB ST.26 BKAOYEHHA nocnipoBHOCTI (-ei)?
HI

Po3rnag 060x po3KpUTMX BapiaHTiB 3ailicHeHHA (i) Ta (ii) nepeniyeHoro nentuay dopmynu
nokasye, Wwo "n" moxe 6yTn "6yab-AKOi AOBXKUHKU"; OTXKE, HAaMbINbLL OXOMNNOYMIA BapiaHT
34icHeHHA "n" € HeBM3HauyeHUM. OckinbKn "n" € HeBM3HaYeHUM, NenTnL GopMynm He Moxe
6yTV PO3LWMPEHNI A0 NEBHOT AOBXUHU, @ OTXKE, MAE PO3rNAAATUCA Hepo3wnpeHa popmyna.

MepeniyeHnit nentng y HeposwwupeHin dopmyni ("'n" = 1) 3abesneyye Tpu cneumndivyHo
BM3HA4YeHi aMiHOKMCAOTH, KOXHa 3 AKMX € Gly i cumBonom "z". 3asBuuait "Z" € cumsonom
"rnytamiHy abo raytamiHOBOI KMcnoTu"; opHaK, NpuKnag Bu3Hayae "z" ak "Obyab-Aky
amiHokucnoty" (Ous. BcTyn Ao uboro AokymeHTa). BignosigHo ao craHgapTy BOIB ST.26 -
aMiHOKMCAOTa, AKa He € cneundiyHo BM3HadeHolo, nosHadaebtca "X". Ha nigcrasi uboro
aHani3y nepepaxoBaHui nentng, 10670 GGGX, HE MICTUTb YOTUPU cneumdiyHO BM3HAYEHI
amiHokucnotu. Tomy naparpad 7(b) craHgapTy BOIB ST.26 He BMMArae BK/IHOYEHHS,
He3Ba*kaloum Ha Te, WO B AEAKUX BapiaHTax 34iMCHEHHA "n" TaKoOX BWM3HAYaAETbCA AK

KOHKPETHI YMC/I0Bi 3HAUYEHHA.

MuTtaHHA 2: Yu pgo3sonse ctaHpapT BOIB ST.26 BKAOUYEHHA NOCNigoBHOCTI (-eit)?

TAK

n

MpuKNan HaJaE KOHKPETHE YMCesibHE 3HAYEHHA ANA 3MIHHOI "n", TOBTO HUXKHA MeXa - 2,
BepPXHA MexKa - 100, Ta TouHe 3Ha4YeHHs 3. byab-AKa NOCNIAOBHICTb, IKAa MICTUTb NPUHANMHI
4yotTMpu cneundiyHO BM3HAYEHI AMIHOKMCNOTWU, MOXKe OyTM BKAOYEHA [0 nepeniky
nocnigoBHOCTEN.

MutaHHA 3: AK chig npeacTaBAATU NOCNIAZ0BHICTb (-HOCTI) y nepeniky nocnigosHocTeid?

MNMepeBara Haga€eTbcA NOCAIAOBHOCTI, WO MicTuTb 100 Konit GGGX (SEQ ID NO: 42). HactynHe
TAYMayeHHA NOBUHHE BKa3yBaTu, WO WoHalbinblue 98 Konin GGGX MoXyTb 6yTU BMAANEHI.
HacTinHO pekoMeHAYETbCA BKAOYUTU A0AATKOBI KOHKPETHI BapiaHTU 3AiACHEHHSs, AKi €
KNOUYOBOH YaCTMHOK BUHAxXo4Y.

BianosiaHo go naparpagdy 27, "X" mae posrnagatucs Ak byab-akui is cumsonis "A", "R", "N",
llDll’ IICII, IIQII’ IIEII’ IIGII’ IIHII’ "|"’ "L"’ "K"’ llMll’ IIFII’ IIPII’ IIOII’ IISII’ IIulI’ |ITII’ llwll’ IIYll a60 Ilvll’
OKpPiM BMUNAaAKiB, KONWU BiH BMKOPMCTOBYETHCA i3 A0AaTKOBUMM OMUCOM Y Tabauui GyHKLIN.
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Tomy, Aakwo cumeon "X" NOBMHEH BUKOPUCTOBYBATUCL ANA nNpeacTaBneHHA "6yab-aKoi
amiHoKkucnoTtun", Toai BiH mae ByTM onncaHMn 3 BUKOPUCTAHHAM Katoda GyHKUii "VARIANT" Ta
kBanidpikatopa "NOTE" 3i 3HaueHHAM "X moxke 6yTn Byab-AKO aMiHOKMCAOTO".

Je pouinbHo, KoxeH "X" mae 6yt onucaHuii okpemo. MpoTte, obnactb 6e3nepepBHUX
3annuwkis "X" abo mHoXMHa 3aauwkis "X", posnogineHa B NOCNiAOBHOCTI, mMoxe 6yTu
CNiNbHO onMcaHa 3a gonomoroto Katoya ¢yHKuii "VARIANT" 3 BUKOPUCTAHHAM CUMHTAKCUCy
"X..y" B AKOCTi AeckpunTopa noKanisauii, ge "x" 1a "y" — nonoxKeHHs NepLoro Ta 0CTaHHbOro
3anmwkie "X"; Ta Keanidikatopa "NOTE" 3i 3HayeHHAM "X MoxKe OyTH Oyab-AKow

amiHoKkucnoToto".

NONEPEAMXEHHA. T[lepeBarkHe npeacTaBNeHHA NOCAIAOBHOCTI, 3a3HAYeHOi BULLE,
CNpAMOBAHEe Ha HagaHHA nepeniky NocnigoBHOCTEM HA [aTy NOAAHHA MATEHTHOI 3anABKWU.
Take came MNogaHHA MOKe OyTM HENPUUHATHUM LWWOAO Nepeniky NOCNigo0BHOCTEN, AKMMN
Ha[a€EeTbCA NicnsA 4aTW NOA4aHHA NAaTEHTHOI 3aABKMU, OCKIZIbKM HEOOXiAHO BMPILUTUY, YN MOXKE
HafgaHa iHbopmauia 6yt posrnaHyTa BIB gna goaaHHA 06'eKTy 4O NepBMHHO NOAAHOro
onucy.

BianosigHi naparpadum cranaapty BOIB ST.26: 3 (c), 7(b), 26 Ta 27
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MNpuknag 27-3: CkopoyeHa d¢opmyna - uyotupu abo bGinbwe cneuyndiyHo BU3HAUEHI
aMiHOKUCNIOTU

NenTtng popmynu (Gly-Gly-Gly-z),
e z - byab-ska amiHOKMC/I0Ta | 3MiHHA n cTaHOBUTL 2-100, nepeBaxkHo 3.
MutaHHAa 1: Y BUmarae craHaapT BOIB ST.26 BKkAOYeHHA NOCNif0BHOCTI (-ei)?

TAK

MepeniveHnn nentug, Gopmynm MicTUTb TpU cneundiyHO BU3HAUYEHI aMIHOKMUCIOTH, KOXKHA 3

AKMX ABnAe coboto Gly, i cumBon "z". 3assuyaikt , "Z" € cumBonom 'rnytamiHy abo
rnyTamiHOBOI KMcnoTu"; ogHaK onuc B ULbOMY NpPUKNagi BuM3Hayae "z" ak "Oyab-aky
amiHokucnoty" (Odus. BcTyn oo upboro AoKymeHTa). BignosigHo go craHgapty BOIB ST.26
aMiIHOKMCAOTAa, fiIKa He € cneumdivyHO BM3HaYeHoto, No3HaveHa "X". Ha nigcTasi uboro aHanisy
nepepaxoBaHMi MNOBTOPIOBAHHUIMA NenTua, He MICTUTb 4YoTupKU cneumdiyHO BM3HAYEHI
amiHOKMcnoTu. MpoTe oNUC MICTUTb KOHKPETHE YMCNOBE 3HAYeHHA AnA 3MiHHOI "n", To6TO
HUXKHA MeXa - 2 | BepxHA mexKa - 100. TaKnm YMHOM, Y NpUKNagi PO3KPMBAETLCA NENTUA, WO
MA€E NPUHaMMHI WicTb cneundiyHO BU3HAYEHMX aMiIHOKMCNOT y nocnigosHocTi GGGzGGGz, i
BiAnoBigHO A0 cTaHaapty BOIB ST.26, noBMHEH OyTM BKAKOYEHWUI A0 nNepeniky

nocnigoBHocTen.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

Ockinbkn  "z" no3Hayae Oyab-AKY aMiHOKMCAOTY, TO CTaHAAPTHUMA CUMMBOA, LWO
BUKOPWUCTOBYETLCA A1 NO3HAYEHHA YeTBEPTOI Ta BOCbMOI amiHOKucnoT - "X".

CtaHgapTt BOIB ST.26 BMMAarae BK/KOYEHHA A0 Mepesiky NoCNigoBHOCTEN /vLLe OAHIEl
NoCNifOBHOCTI, AKa ©Oyna nepepaxoBaHa i 3anvwKamu. Tomy, nNPWUHANMHI oOfgHa
NMOCANiAOBHICTb, WO MiCcTUTb Byab-AKi 2, 3 abo 100 koniit GGGX, noBMHHA ByTK BK/IOYEHA A0
nepeniky MNoOCNiAOBHOCTEM; OAHAK nepeBara HaJAA€ETbCA  HaWbinbll  OXOMNKOOYIM
nocnigosHocTi, wo mictutb 100 konin GGGX (SEQID Ne: 42) (due. Bctyn Ao uboro
AOKYMeHTa). B ocTaHHbOMY BMMAZIKYy A0AaTKOBE T/lyMadeHHs, wo A0 98 konii GGGX MoXKyTb
6yt BuaaneHi. HacTinHO peKOMeHAYETbCA BKAKYUYUTU ABi A04aTKOBI NOCAIAOBHOCTI, WO
micTatb 2 Ta 3 Konii GGGX, BignosiaHo (SEQ ID NO: 44-45).

BianosiaHo go naparpagdy 27, "X" mae posrnagatucs Ak byab-akui is cumsonis "A", "R", "N",
"D", "C“, "Q", "E", "G", “H", |||||’ "L", "K", "M", “F", "P", "O", "S", “U“, ||-|—||' "W", nYn a60 "V",
OKpiM BUNAaAKiB, KOMWU BiH BMKOPMCTOBYETHCA i3 A0AATKOBMM OMMUCOM Yy Tabauui yHKLIiN.
Tomy, AKwWo cumsos "X" NOBMHEH BUKOPUCTOBYBATUCb ANA NpeacTaBAeHHsA '"6yab-aKoi
aMiHoKncnotn", Toai BiH mae byT onNMCcaHM 3 BUKOPUCTAHHAM Kitoda ¢yHKUiT "VARIANT" Ta
kBasidikaTopa "NOTE" 3i 3HaueHHAM "X moxKe 6yTn 6yab-aKo amiHOKUCIOTOW".

e pouinbHo, KoxeH "X" mae 6yTM onucaHuin okpemo. [lpote, obnactb 6e3nepepBHUX
3annuwkis "X" abo mMHOXMHa 3anumwkis "X", posnogineHa B NOCNiAOBHOCTI, moxKe 6yTu
CninbHO onucaHa 3a gonomoroto Katoda ¢yHKUii "VARIANT" 3 BUKOPUCTAHHAM CUMHTAKCUCY
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n,n n,n

"x..y" B AKOCTi geckpunTtopa nokanisauiji, ae "x" ta "y" — N0/IOKEHHA NEPLIOro Ta OCTaHHbLOrO
3anmwkis "X"; Ta Keanidikatopa "NOTE" 3i 3HaueHHAM "X Moxe O6yTn Oyab-AKow
amiHoKucnoTotro".

Kpim TOro, npuknag He onucye, Wwo 3miHHA "z" ogHaKoBa B KOXHOMY 3 ABOX BUNAAKIB y
PO3LWWMpPEHi nocnigoBHOCTI. MpoTe, AKWO "z" PO3KPMBAETLCA AK OAHAKOBA aMiHOKMUC/IOTA Y
BCiX NOKanizauyisax, To ka4 ¢yHkuii VARIANT i kBanipikatop NOTE mae Bkasysatu, wo "X"y
BCiX NONOMKEHHAX MOXe byTn Byab-AKO aMiHOKMCNOTOM, AKLWO BOHA € OAHAKOBOI B YCiX

NoKanisauifax.

NONEPEAMEHHA. T[lepeBarkHe npeacTaBNeHHA NOCAIAOBHOCTI, 3a3HAYeHOI BULLE,
CNpAMOBAHE Ha HagaHHA Nepeniky NoCNiAOBHOCTEM HA AaTy NOAAHHA NATEHTHOI 3asABKW.
Take came NogaHHA MOe OyTM HEenPUUHATHUM LWOAO0 Mepeniky NoCNigoBHOCTEN, AKMMN
Ha[a€ETbCA Nicns 4aTu NOA4AHHA NAaTEHTHOI 3aABKMU, OCKIZIbKM HEOOXiIAHO BMPILUTU, YN MOXKE
HafgaHa iHbopmauia 6yt posrnaHyTa BIB gna goaaHHA 06'eKTy A0 NEepBMHHO NOAAHOro
onucy.

BianosigHi naparpa¢dum crangapty BOIB ST.26: 3(c), 7(b), 26 Ta 27
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Mapaepacg 28 - AMiHOKUCAomMHiI nocnidosHocmi, po30ineHi BHymMpiwWHiMU mepmiHamopamu

Mpuknapg 28-1: Kogytoua HyKNeoTuAHa NOCAiJOBHICTb | KOAOBAHA aMiHOKUC/IOTHA NOCAIAO0BHICTb

MaTeHTHa 3aABKA ONMWUCYE HACTYMNHI NOCNILOBHOCTI:

caattcaggg tggtgaat

Ala

ttag
Leu

acd

Ala

gat
Asp

tca
Ser

atg
Met

gcd
Ala

ccc aat acg
Pro Asn Thr

caa
Gln

acc
Thr

gcc
Ala

tct
Ser

ccc cgc
Pro Arg

tta
Leu

atg
Met

cag ctg gca
Gln Leu Ala

cga
Arg

cag
Gln

gtt
Val

tcc
Ser

cga ctg
Arg Leu

gaa
Glu

agac
Ser

tta
Leu

caa
Gln

gac

atg
Met

acc
Thr

binok A

atg att aca
Met Ile Thr

gat
Asp

tca
Ser

ctg
Leu

gcc
Ala

gtc gtt
Val Val

gaa
Glu

aac cct ggc
Asn Pro Gly

gtt
Val

acc
Thr

caa
Gln

ctt
Leu

aat cac
Asn Arg

ctt
Leu

gca
Ala

gca
Ala

N Q
Q

-3 it
o

caa
Gln

binok B

aaa taa taataaccgg atgtactatt

Lys

>

tatccctg atg cta cgt cgt cag gtg aat gaa gtc gct taa gcaatcaatg

Met Leu Arg Arg Gln Val Asn Glu Val Ala

Binok C
tcggatgcgg cgcgacgctt atccgaccaa catatcataa

>

MNuTtaHHA 1: Y1 Bumarae ctaHgapt BOIB ST.26 BKAlOUeHHA nocnigosHocTi (-ei)?

TAK

3anaBKa ONUCYE HYKIEOTUAHY NOCAIAOBHICTb, WO MICTUTb TEPMIHALiIMHI KOAOHW, AKi KOAYIOTb
TPU Pi3Hi aMiHOKMCNIOTHI NOCNiAOBHOCTI.

Mepenik HYKNEOoTUAHMX nocnigoBHOCTEM MiCTUTb bGinbwe 10 crneundiyHo BU3HAYEHUX
HyKNneoTuais i MNOBMHEH OyTWM BKAOYEHUMA A0 nepeniky NocnigoBHOCTENM SK OAHA
NOC/NiAOBHICTb.

LLlo cTocyeTbcA KOAOBAHUX aMiIHOKUCIOTHUX NOCNiIA0BHOCTEN, TO Naparpad 28 Bumarae, w,o6b
AMiHOKMCAOTHI NOCNiAOBHOCTI, PO34ineHi CMMBOIOM BHYTPILLHLOrO TEPMIHATOPA, TAKUM fK
ren, NOBWHHI BYTM BK/IOYEHI AK OKpemi nocnifoBHOCTI. OCKiNbKM KOXHa MNOC/iJ0BHICTb:
"binok A", "binok B" Ta "binok C" mictuTb YoTMpK abo Ginblwe cneymdPiyHO BU3HAYEHMX
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amiHokucnot, naparpad 7(b) ctangapTy BOIB ST.26 BMMarae BKAOYEHHA KOXKHOT A0 Nepeniky
nocnigoBHOCTEM | NPU3HAYeHHs BAACHOrO igeHTUdIKaLiMHOro Homepy NOCAiIA40BHOCTI.

MutaHHAa 3: K cnip NnpeAcTaBAATYM NOCNI[OBHICTL (-HOCTI) y Nnepeniky nocnigoBHocTEN?
HykneoTngHa nocnifoBHICTb MOBMHHA OYTW BKAOYEHA A0 Nepeniky Nocnif0BHOCTEN fAK:

caattcagggtggtgaatatggcgcccaatacgcaaaccgectcteccegegegttggecgattcattaatggaaagegggeagtga
atgaccatgattacggattcactggcecgtcgttttacaacgtcgtgactgggaaaaccctggegttacccaacttaatcgecttgeage
acattggtgtcaaaaataataataaccggatgtactatttatccctgatgetgegtegtcaggtgaatgaagtcgettaageaatcaa
tgtcggatgeggegegacgcttatccgaccaacatatcataa. (SEQ ID NO:46)

HykneoTugHa nocnigoBHICTb Mae ByTM AOAATKOBO ONMCAHa, BUKOPUCTOBYHOUM KAKOY PYHKL,T
"CDS" pna koxHoro 3 Tpbox 6inkiB Ta enemeHT INSDFeature_location cnig Bu3Hauatm
JIOKani3auito KOXHOI KOAYHYOi NOCNiA0BHOCTI, BKAKOYAOUYM CcTON-KOoA4oH. Kpim Toro, gnAa
KOXKHOro Kntoda ¢yHKuii "CDS" noBuHeH 6yTn BKAOYeHMN KBanidikatop "translation" ak
3HauYeHHA KBanidikatopa "amino acid sequence of the protein". 3aaBka He po3KpuBae
Tabanuto reHeTUYHUX KOAIB, fIKa 3aCTOCOBYETLCA Ana TpaHcnauii (ams. Tabanuto 5 Po3giny 9
Jopatky 1). AKwo 3actocoByeTbcs Tabanua CTaHOAPTHUX KOAIB, TO KBanidikatop
"transl|_table" He noTpibeH; oAHaK, AKLLO 3aCTOCOBYETLCA iHWA TabAMLA reHETUUYHUX KOAIB,
Toni pna Keanidikatopa '"transl_table" mae 6yt 3a3HayeHo BiANOBiAHE 3HAYEHHSA
KBanidikaTopa 3 Tabauui 5. HapewrTi, kBanidpikatop "protein_id" noBMHEH BYTU BKAOYEHWI 3i
3HaYeHHAM KBanidikaTopa, WO BKa3lye iaeHTUPiKAUiMHMA HOMep MNOCNiAOBHOCTI KOXKHOI
TpaHCNbOBAHOI aMiHOKMCNIOTHOT NOCNiAO0BHOCTI.

AMIHOKMCNOTHI NOCANIAOBHOCTI MOBMHHI BYTU BK/IIOYEHI SIK OKPEMi MOCNiA0BHOCTI, KOXKHa 3
AKMX MAE BIaCHUN iaeHTUIKaLIMHWIA HOMEpP NOCNiIAOBHOCTI:

MAPNTQTASPRALADSLMQLARQVSRLESGQ (SEQ ID NO: 47)
MTMITDSLAVVLQRRDWENPGVTQLNRLAAHWCQK (SEQ ID NO: 48)
MLRRQVNEVA (SEQ ID NO: 49)

MPUMITKA: AOwms. "Mpuknag 90-1 AMIHOKMCNOTHA NOCNIAOBHICTb, KOAOBaHa KOAyHUYOH
NOCANiAOBHICTIO 3 iHTPOHaMMK" ANA iNtOCTPaLLii TPaHC/IbOBAaHOI aMiHOKMC/IOTHOI NOC/i0BHOCTI,
npeacTaB/eHOI AK O4HA NOCNiIAOBHICTb.

BignosigHi naparpa¢u ctaHgapty BOIB ST.26: 7, 26, 28, 57, 87-90
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Mapazpag 29 - MMpedcmasneHHA "iHwoi" amiHOKucnomu
Mpuknag 29-1: Haitbinbw o6merKyBanbHUA 6araTo3HAUHMA cCUMBOA A "iHLWOI" aMiIHOKMUCIOTH
MaTeHTHa 3aABKa ONWUCYE TaKy NOCAILOBHICTb:
Ala-Hse-X1-X,-X3-X4-Tyr-Leu-Gly-Ser
Oe X, = Ala a6o Gly,
X, = Ala abo Gly,
X3 = Ala abo Gly,
X4 = Ala abo Gly, i
Hse = TomocepuH
MuTtaHHAa 1: Y1 BUmarae ctaHgapt BOIB ST.26 BKAloUeHHA nocnigoBHoOCTi (-ei)?
TAK

MepeniyeHnn nenTna MiCTUTb N'ATb cneumdpiyHO BU3HAYEHUX amiHOKMcaoT. Cumeon "X"
3a3BMYal BMKOPMUCTOBYETbCA ANA MO3HAYEHHA [ABOX aMiHOKMCAOT fK anbTepHatus (dus.
BcTyn 40 LbOro AOKYMEHTA).

OcKinbKku icHYe n'aTb cneymdiyHO BM3HAYEHMX aMiHOKMCAOT, Hanpuknag Ala, Tyr, Leu, Gly Ta
Ser, naparpad 7(b) ctaHgapty BOIB ST.26, BMMarae BKAOYEHHA NOCNIAOBHOCTI A0 Nepeniky
nocnigoBHoOCTEN.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCNIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

Maparpad 29 sBumarae, wob 6yapb-aka "iHwWa" amiHOKMCNOTa NOBUHHA OYyTW nNpeacTas/eHa
cumBosiom "X". MocnigoBHICTb Y NpUKNagi MiCTUTb aMiHOKMCNOTY Hse B NOMIOXKEHHI 2, sKoi
Hema B Tabnuui 3 Posginy 3 Odogatky |. BianosigHo, Hse € "iHwotw" amiHoKkucnoTowo i
NoBMHHa 6yTK NpeacTasneHa cumeosom "X".

X1-X4 € BapiaHTamMu TOJIOKEHb, KOXEH 3 AKMX Moxe bytm A abo G. Hanbinbuw
obmerkyBasibHMM 6HaraTo3Ha4YHUM CMMBOJIOM ANs anbTepHatue A abo G € "X". Tomy
NoCNiAOBHICTb MOXKe ByTM NpeacTaB/ieHa AK:

AXXXXXYLGS (SEQ ID NO: 50)

BKioyeHHsA 6yab-AKOT KOHKPEeTHOI MocnigoBHOCTI, HeobxiaHoi ans onucy abo dopmynum
BMHaXoA4y, HaCTiMHO peKOMeHAYETbCA, AK Le 6yn0 3a3HayYeHo y BCTYNi 40 LbOro AOKYMEHTa.
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OckinbKkM amiHoKMcnoTa Hse BiacytHa B Tabauui 4 Po3giny 4 JopaTtky |, To Kntou dyHKL,i
"SITE" Ta KBanipikatop "NOTE" noBMHEH HagaBaTM MOBHY, HECKOPOYEHY HAa3BY FOMOCEPUH,
BignosigHo ao naparpady 30 CtaHaapTy BOIB ST.26.

BignosiaHo a0 naparpady 27, OCKiNbKM Xi3-X4 NPeACTaBAAOTb aNbTepHATMBY nuvwe 2
aMiHOKUCANOT, ToAi HeobxiaHMN poaaTkoBui onuc. MNaparpad 94 BKasye Ha Te, WO KoM
¢oyHkuii "VARIANT" mae BukopuctoByBatucAa 3 KBanipikatopom "NOTE" Ta 3HaYeHHAM
KBanidikaTopa "A abo G". BignosiaHo go naparpady 34 craHaapTy BOIB ST.26, ocKinbku i
NOJIOXKEHHA € CYMiIXXKHUMM Ta MatOTb OZAHAKOBUI OMUC, BOHN MOXYTb BYTU onucaHi cnifbHo,
BMKOPUCTOBYIOUM  CUHTaKcuc  "3..6" AK  peckpuntop  Nokanisauii B enemeHTi
INSDFeature_location.

BianosigHi naparpadum crangapty BOIB ST.26: 3(a), 7(b), 25-27, 29, 30, 34, 66, 70, 71 i 94-95
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Mapaepacgp 30 - TnymayeHH MOOUIKOBAHUX AMIHOKUCAOM
MNpuknag 30-1: Kntou ¢pyHKuii "CARBODHYD"

MaTeHTHa 3anaBKa onucye noainentug 3i cneundiyHo moandiKoBaHOK aMiHOKUCAOTO, WO
MiCTUTb TNiKO3UNbOBaHMM BiYHWI NaHUOr, AKUMMA XapaKTepusyeTbcA TUM, Wo Cys, AKWUR
BiANoBiAae nonoxeHHsm 4 i 15 noninentuay, yTBOpoeE AncynbdigHnit 38'a30K, BignosigHO
0,0 HACTYNHOI NOCNif0BHOCTI:

Leu-Glu-Tyr-Cys-Ley-Lys-Arg-Trp-Asn(asianinonirocaxapua))-Glu-Thr-lle-Ser-His-Cys-Ala-Trp

MuTtaHHAa 1: Y1 BUmarae ctaHgapt BOIB ST.26 BKAoueHHA nocnigoBHoOCTi (-ei)?
TAK

MepeniveHnin nentng mictute 17 cneundiyHoO BU3HAYEHUX aMIHOKMCNOT. IcHye 16
NPUPOAHUX aAMIHOKMCNOT, cepes AKMX pges’Aata (acnapariH) rAiko3unaboBaHa. Tomy,
NOCNiJOBHICTb MOBMHHA OYyTW BKAKOYEHA A0 Mepeniky NOCAifOBHOCTEW, AK BMMAraeTbCA
naparpadom 7(b) craHgapTy BOIB ST.26.

MuTtaHHA 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

BignosiaHo go naparpady 29 ctaHgapty BOIB ST.26, mogndikoBaHa aMiHOKMCIOTa Mae byTu
npeactaB/ieHa Yy NOCNIAOBHOCTI AK BignoBiagHa HemoaudikoBaHa aMiHOKMCNOTA, AKLWO Le
MOX/NBO.

Tomy NocnigoBHICTb NOBUHHA BYyTU BKAKOYEHA A0 Nepeniky NOCniA0BHOCTEN fAK:
LEYCLKRWNETISHCAW (SEQ ID NO: 51)

HeobxiaHuin goaatkosuin onuc moaudikoaHoi amiHoknucnotun. Knoy ¢yHkuii "CARBODHYD"
pasom 3 (ob6bos'szkoBuM) KBanipikatopom "NOTE" noBumHeH BUKOpUCTOBYBaTMCA A/A
NMo3Ha4yeHHs BWUNAAKIB NpUEAHaAHHS UyKpoBoro nadutora (asialyloligosaccharide) po
acnaparidy B nonokeHHi 9. Keanidikatop "NOTE" onucye tmn 3B'A3yBaHHA, Hanpuknaa, N-
3B’s13aHMN. [ecKpunTop /NoKani3alii B eneMeHTi NoKanizauia ¢yHKLUii sBase coboo Homep
NONIOXKEHHA 3aNMLWKY MoAM}IKOBAHOro acnapariny.

Kpim TOro, icHye aucynbdigHunin 3B'A30K Mixk aBoma 3anunwkamm Cys. Tomy ana onucy
MiXNaHLIOroOBOro MonepeyHoro 3B'A3KY BUKOPUCTOBYETbCA Kiod  ¢yHKUii "DISULFID".
JeckpunTtopu NoKanisauii B enemeHTi NoKanisauii GpyHKLiT € HOMEPOM NONOXKEHHSA 3aNULLKY
3B'A3aHMX 3anuwKkamm Cys chinbHO 3 onepatopom Aokanisauii "join", "join (4,15)".
Keanidikatop "NOTE" He € 060B'A3KOBMM.

BignosigHi naparpadu craHgapty BOIB ST.26: 3(a), 7(b), 26, 29, 30 Ta kntou PpyHKUii 7.4 Po3ainy 7
JopaTka |
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Mapaepacgp 36 - [NocnidosHocmi, wWo micmame 06s1acmMi MOYHOI KislbKOCMi CyMincHUX 3anuwikie "n"
abo "X"

Npuknag 36-1: NocnigoBHicTb 3 obnacTio BigoOMOI KinbKocTi 3anuwkis "X", npepcrasneHa y
BUINAAi OAHiEI nocnigoBHOCTI

LL-100-KYMR

Oe "-100-" mix amiHOKMCOTaMU NeAUMHOM Ta Jli3MHOM MO3Ha4ya€ aMiHOKUCNOTHY 06s1acTb
NocNigoBHOCTI, Wo MicTuTb 100 amiHOKKCAOT.

MuTtaHHAa 1: Y1 Bumarae ctaHgapt BOIB ST.26 BKAoueHHA nocnigoBHoCTi (-ei)?

TAK

Maparpad 36 craHgapTty BOIB ST.26 BMMarae BKAOYEHHA MNOCNILOBHOCTI, WO MICTUTb
NPUHaMMHI YoTUpPK cneundiyHO BM3HAYEHI aMIHOKUCAOTH, po3aifeHi ogHielo abo KinbKoma
obnactamum 3 BU3HAYEHOLO KiNbKicTio 3anmwkis "X".

Po3KpuTa NocnigoBHICTb BUKOPUCTOBYE HECTAaHAAPTHMI cumBon, To6To "-100-." Bu3HauyeHHsA
"-100-" mae BunamBaTM 3 NOACHEHHA MOCNIAOBHOCTI B ONMUCI, AKA BU3HAYAE LUE CUMBON AK
100 amMiHOKUCNOT MiXK nernumMHOM Ta nisuHom (dus. Bectyn oo uboro gokymeHTa). Tomy "-100"
- e BM3Ha4deHa obnactb "X" 3anmwkiB. OcKinbKM Wictb 3i 106 amiHOKMCAOT ¥y NOCNiA0BHOCTI €
cneundiyHo BU3HaveHMmM, naparpad 7(b) craHgapty BOIB ST.26 BMMarae BK/OYEHHS
NoCcNigoBHOCTI 40 Nepeniky NoCcNiA0BHOCTEN.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

HectaHgaptHuit cumeon "-100-" nosHauvae 100 3anuwkis "X" (oCKinbKM Byab-aKMA CMMBON,
AKMIA BUKOPWUCTOBYETHCA ANA MNO3HAYEHHA aMiHOKMUCNOTU € EKBiBaNeHTOM JiMle OZHOMY
3anuuwky). Tomy ogHa NOCNiAOBHICTb, AOBXMHOW 106 amiHOKMCNOT, wWo Mmictutb 100
sanmuwkiB "X" mix LL i KYMR, noBnHHa 6yTn BKAtOYeHa A0 nepeniky nocnigosHocten (SEQ ID
NO: 52).

BignosigHi naparpadu craHgapTty BOIB ST.26: 7(b), 26, 27 1a 36
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MNpuknag 36-2: MocnipoBHiCTb 3 KinbKoma obnactamu Bigomoi KinbKocti abo aianasoHom
3anmwkis "X", npeacraBneHa AK ogHA NOCNIAO0BHICTb

Lys-z5-Lys-zm-Lys-z3-Lys-z,-Lys-z5-Lys

[e z asnse coboto byab-aky amiHoKkucnoty, m = 20, n = 19-20, z, 03Ha4ae, WO napu NisnHiB
po3aifnieHi byab-SKMMM ABOMA aMiHOKMC/IOTaMM, a Z3 O3HAYaE, WO Nnapu Ni3UHIB po3aineHi
OyAb-AKMMU TPbOMA aMiHOKUCIOTaMMU.

MutaHHA 1: Yn Bumarae crangapt BOIB ST.26 BKAOUYEHHA NocniaoBHOCTI (-ei)?
TAK

Po3KpuTa nocnigoBHICTb BUKOPUCTOBYE HeCcTaHAAPTHWUIM cumBon, TobTo "z". Tomy, cnig
BPaxOBYBATK, WO ONUC MA€E MICTUTM BU3HAYeHHA "z" ; "z" B onuci BU3HavaeTbca AK byab-sKa
amiHokucnota (dus. Bctyn po upboro AokymeHTa). CTaHOAPTHUM  CMMBOJIOM, KU
BMKOPUCTOBYETLCA A/1A NO3HAYEHHA ByaAb-AKOI amiHOKMCAOTH, € "X". BpaxoByroUM HaABHICTb
3MiHHMX "X", nenTua, MicTUTb WiCTb NepepaxoBaHUX Ta cneumdiyHO BU3HAYEHUX 3aNMULLKIB

Ni3nHy, AKi MatoTb BYTM BKAOYEHI 40 Nepeniky NocniA0BHOCTEN.

MuTtaHHA 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

nn

HOCﬂi,ﬂ,OBHiCTb BMKOPUCTOBYE HeCTaHAapTHMVI cnmBon 'z, BMU3HAYEHHA AKOro nNOBUHHO
n,n

BMNAMBATK 3 onucy. OcKinbkn "z" BM3HA4YaeTbcA AK Byab-AKa aMiHOKMCAOTA, CTaHAAPTHUM
cumsosiom € "X."

Halikpawymm i HannowwupeHiwunm cnocobom npeactaBneHHs € (0us. Bctyn go uboro
AOKYMeHTa):

KXXKXXXXXXXXXKXXXXXKXXXX XXX KXXXXXXXXXXXXXXXXXXXXKXXK (SEQ ID NO: 53)

e z, popiBHioe 20 "X-am", 3 noganbliMm onucom, wWo 3mMiHHa "X", AKa Bignosigae
nonoxeHHo 30, moke byTV BMAaNeHa.

B iHwomy Bunaaky, abo Ha A0AaTOK A0 BMLLE33a3HAYEHOro, MOCNIAOBHICTL MOXKe 6yTu
npeacTaBeHa fAK:

KXXKXXXXXXXXXXXXXXXKXXXK XXX KXXXXXXXXXXXXXXXXXXXKXXK (SEQ ID NO: 54)

Je z,, popiBHioe 19 "X-am", 3 noganblMm ONUCOM, Lo 3MiHHA "X" MmoXKe ByTK BCTaBaeHa MixK
NoA0XKeHHAMU 3 Homepamm 29 i 30.

BianosiaHo go naparpagdy 27, "X" mae posrnagatucs Ak byab-akui is cumsonis "A", "R", "N",
"D", "C“, "Q", "E", "G", “H", |||||’ "L", "K", "M", “F", "P", "O", "S", “U“, ||-|—||' "W", nYn a60 "V",
OKpPiM BUNAaAKiB, KONWU BiH BMKOPWUCTOBYETHCA i3 AOAATKOBMM OMUCOM Y Tabauui GyHKUIN.
Tomy, AKwo cumsos "X" NOBMHEH BUKOPUCTOBYBATUCb ANA NpeacTaBAeHHsA '"6yab-aKoi
aMiHoKncnotn", Toai BiH mae byT onNMCcaHM 3 BUKOPUCTAHHAM Kitoda ¢yHKUiT "VARIANT" Ta
kBasidikaTopa "NOTE" 3i 3HaueHHAM "X moxKe 6yTn 6yab-aKo amiHOKUCAOTOW".
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Oe pouinbHo, KoxeH "X" mae 6yt onucaHuii okpemo. Mpote, obnactb 6e3nepepBHUX
3annuwkis "X" abo mMHoXMHa 3aauwkis "X", posnogineHa B NOCNiAOBHOCTI, mMoxe 6yTu
CNiNbHO onmMcaHa 3a gonomoroto Katoya ¢yHKuii "VARIANT" 3 BUKOPUCTAHHAM CUHTAKCUCY
"x..y" B AKOCTi geckpunTtopa nokanisauji, ae "x" 1a "y" — N0/IOKEHHA NEPLIOro Ta 0CTaHHbLOro
3anmwkis "X"; Ta Keanidikatopa "NOTE" 3i 3HaueHHAM "X MoxKe OyTn Oyab-AKowO
amiHoKucnototro".

BignosigHi naparpa¢du craHgapty BOIB ST.26: 26, 27 1a 36

BepeceHb 2019



CTOpiHKa 82

MNpuknag 36-3: MocnipgoBHICTb 3 KinbKoma obnactamu Bigomoi KinbKocti abo aianasoHom
3anmwkis "X", npeacraBneHa AK ogHA NOCNIAO0BHICTb

K-z5-K-z-K-z3-K-z,,-K-z,-K

[e z asnae coboto Oyab-AKy amiHOKMcnoTy, ge m = 15-25, nepeBaxHo 20-22, n = 15-25,
nepesaxHo 19-20, z, O3Hayae, WO nNapu Ai3MHIB po3aifeHi Obyab-AaKMMKW  ABOMA
aMiHOKMCNIOTaMM, a Z3 O3Haya€E, WO napu Ni3WHIB po3aineHi 6yab-skKMMK Tpboma
aMiHOKMCNOTaMMm.

MutaHHA 1: Yn Bumarae crangapt BOIB ST.26 BKAOYEHHA NocnigaoBHOcTi (-ei)?
TAK

MocnifaoBHICTb Y NPUKNAAi BUKOPUCTOBYE HecCTaHAapTHWI cumson, Tobto "z". Tomy ans
BM3HayeHHA "z" BpaxoByeTbca onuc (dus. Bctyn oo uboro AokymeHTa). Onuc BU3Ha4ae uen
CUMBOAN AK Byab-AKY aMiHOKMCNOTY. CTaHAAPTHUM CMMBOJIOM, IKMA BUKOPUCTOBYETbCA ANA
no3HayeHHs uiei amiHoKkucnotn, € "X". Micna posrnagy HaaBHoOCTI 3miHHMX "X", mentug
MICTUTb 6 NiI3MHOBMX 3aNMLLKIB, AKI NepepaxoBaHi Ta cneundiYHO BU3HAYEHI, AK BUMAra€eTbCA
B Nepeniky NocnigoBHOCTEN.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

MocnigoBHICTb BUKOPUCTOBYE HECTAHAAPTHUI cmBoA "z", BUBHAUYEHHA SKOro NOBUHHO BYTH

n,n

HagaHe 3 onucy. Ockinbkn "z" BM3HaYaeTbcA AK OyAb-AKA aMiHOKWUCIOTA, CTAHAAPTHUM
cumBosiom € "X". Kpawmit i Habinbl oxonatotoumin cnocib npeacTaBneHHs:

KXXKXXXXXXXXXXKKXXKKEXXKKXXXKKXXXKXXXKKXXXKXXXXKXXXXKXXXXXXKXXK (SEQ 1D NO:
55)

(e m = 25 i n = 25), 3 noganbwmm onmncom, Wwo 10 abo meHlle 3aauwikis "X" B KOMKHIiN
obnacTi "z,," abo "z," MoXyTb OyTV BUAANEHI.

HacTillHO pekomMeHAYyeETbCA BKAOUYEHHA OyAb-AKOi KOHKPETHOI MOoc/ifA0BHOCTI, HeobxigHoi
ana onucy abo dopmynm BuHaxoay, AK Le 6yno 3a3Ha4yeHo y BCTyNi A0 LbOro A0KyMeHTa.

B iHWOMY BMNaAKy, NOCNiA0BHICTb MOXKe ByTM NpeAcTaB/ieHa fAK:
KXX KOO XXX KXXXXXXXXXXXXXXXK (SEQ ID NO: 56)

(e m =15 i n = 15), 3 noganbwmm onncom, Wwo 10 abo meHwe 3anuuwkis "X" B KOXKHIl
obnacTi "z,," abo "z," MoXyTb OyTM BCTaBAEHI.

AK 000aTKOBI aNbTEPHATMBM, MOXKYTb OYTU BKAtOYEHI Byab-sKi abo BCi MOXAMBI BapiaHTML.
BianosiaHo go naparpagdy 27, "X" mae posrnagatucs Ak byab-akui is cumsonis "A", "R", "N",

IlDll’ IICII, IIQII’ "E"’ IIGII’ IIHII’ Illll’ llLll’ "K"’ "M", "F", "P", IIOII’ IISII’ llull’ IITll’ Ilwll’ llYll a6o llvll,
OKpPiM BMUNAaAKiB, KONWU BiH BMKOPMCTOBYETHCA i3 A0AaTKOBUMM OMUCOM Y Tabauui GyHKLIN.
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Tomy, akwo cumson "X" NOBMHEH BUKOPUCTOBYBATUCb ANA MNpeacTaBAeHHs '"Oyab-aKoi
amiHoKkucnotun", Toai BiH mae ByTM onncaHMin 3 BUKOPUCTAHHAM Katoda GyHKuii "VARIANT" Ta
kBanidpikatopa "NOTE" 3i 3HaueHHAM "X moxke 6yTn Byab-AKO aMiHOKMCAOTO".

Je pouinbHo, KoxeH "X" mae 6yt onucaHuii okpemo. Mpote, obnactb 6e3nepepBHUX
3anmwkiB "X" abo MHOXWHA 3anuwkis "X", posnogineHa B NOCNIAOBHOCTI, MoxKe 6yTu
CNiNbHO onMcaHa 3a gonomoroto Katoya ¢yHKuii "VARIANT" 3 BUKOPUCTAHHAM CUMHTAKCUCy
"x..y" B AKOCTi AeckpunTopa noKanisauii, ge "x" 1a "y" — nonoKeHHs NepLoro Ta 0OCTaHHLOIo
3anmwkie "X"; Ta Keanidikatopa "NOTE" 3i 3HayeHHAM "X MoxKe O6yTH Oyab-AKow

amiHoKkucnoToto".

NONEPEAMXEHHA. T[lepeBarkHe npeacTaBNeHHA NOCAIAOBHOCTI, 3a3HAYeHOi BULLE,
CNpAMOBAHEe Ha HagaHHA nepeniky NocnigoBHOCTEM HA [aTy NOAAHHA MATEHTHOI 3anABKWU.
Take came NogaHHA MOXe O6yTM HENPUUHATHUM LWOAO0 Mepeniky NoCNnigoBHOCTEN, AKMMN
Ha[a€eTbCA NicnsA 4aTu NOAAHHA NAaTEHTHOI 3aABKMU, OCKIZIbKM HEOOXiIAHO BMPILUTU, YN MOXKE
HafgaHa iHbopmauia 6yt posrnaHyTa BIB gna goaaHHA 06'eKTy 4O NepBMHHO NOAAHOro
onucy.

BignosigHi naparpadu ctaHpapty BOIB ST.26: 27 i 36
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Mapaepacgp 37 - MNocnidosHocmi, wo micmsame 0baacmi He8idoOMOI KinbKoOCMi CyMiXCHUX 3aAUWIKI8
mn,n Iy n
n" abo "X

MNpuknag 37-1: MNocniaoBHicTb 3 06n1acTAMM HEBIAOMOI KiNibKOCTi 3aauwwKis "X" He NoBMHHA 6yTn
npeacraB/ieHa AK 04Ha NOCAiAOBHICTb

Gly-Gly ---- Gly-Gly-Xaa-Xaa

A€ CUMBOA ---- € HEBU3HAYEHUM Tenom y MocnigoBHOCTI, Ae Xaa ABnAe cobow byab-siky
aMiHOKUCANOTY, a TNiuMH i 3a/UWKKM Xaa 3'eQHYHTbCA OAMH 3 OAHMM 33 A0NOMOrOoH
nenTUAHUX 3B'A3KIB.

MuTtaHHAa 1: Y1 BUmarae ctaHgapt BOIB ST.26 BKAoueHHA nocnigoBHocTi (-ei)?
HI

Maparpad 37 craHgapTy BOIB ST.26 3a60poHAE BKAOYEHHA Byab-AKOI MOCAIAOBHOCTI, LLO
MiCTUTb HEBM3HAYEHUM ren; OTXKe, BK/IKOYEHHSA BCi€l NOCNIA0OBHOCTI HE BUMAra€eTbCA.

Maparpad 37 craHgapTy BOIB ST.26 BMMarae BKAOYEHHA 6yAb-SKOi YacTMHM NOCNIA0BHOCTI,
CYMiXKHOI 3 HEBM3HAYEHMM FENOM, WO MiCTUTb YOTUPK abo Binble cneundiyHO BU3HAYEHUX
aMIHOKMCNOTU. Y HaBeAeHOMY BWLLE NPUKNAAI BKAOYEHHA Oyab-AKOI YACTUHKM, WO €
CYMiXHOIO 3 HEBM3HAYEHUM renomM He BUMAra€eTbCA, OCKIZIbKM KOXKHA YaCTUHA MICTUTb Anlle
ABi cneundpivHO BU3HAYEHI aMiHOKUCNOTH.

MuTtaHHA 2: Yu pgo3sBonse ctaHaapT BOIB ST.26 BKAKOYEHHA NOCNif0BHOCTI (-eit)?
HI - He Bci€i nocnigoBHOCTI
HI - He ByAb-AKOI YaCTUHM NOCAIAOBHOCTI
Maparpad 37 ctanaapTy BOIB ST.26 He A403BOAAE BK/IKOYEHHA BCi€i MOCNiIA40BHOCTI.

Maparpa¢d 8 ctaHaapTy BOIB ST.26 He [,03BO/SAE BK/IOYEHHS OYAb-AKOI YaCTUHU, CYMiXKHOI 3
HEBU3HAYEHUM FenoM, OCKiZIbKM KOXHa YaCTMHA MICTUTb anlle ABi cneundiyHO BU3HAYEHI
AMIHOKMCAOTH.

BignosigHi naparpadu craHgapty BOIB ST.26: 7(b), 8, 26 Ta 37
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MNpuknag 37-2: NMocniaoBHiCTb 3 061acTAMM HEBIAOMOI KiNibKOCTi 3aauwwKis "X" He NoBMHHA 6yTn
npeacraB/ieHa AK 04Ha NOCAiAOBHICTb

Gly-Gly ---- Gly-Gly-Ala-Gly-Xaa-Xaa

e CUMBOA ---- € HEBM3HAYEeHMM Tenom Yy TMOCAiAOBHOCTI, Ae Xaa € 6yab-akow
aMiIHOKMUCNOTOO, @ 3a/INLLKM MNiuMHY Ta Xaa 3'egHaHi oAMH 3 0A4HUM NENTUAHMMM 3B'A3KaMMU.

MutaHHA 1: Yn Bumarae ctaHaapT BOIB ST.26 BKAOYEHHA NnocnipoBHOCTI (-ei)?
HI - He Bci€i nocnigoBHOCTI
TAK - o6nacTb nocnigoBHOCTI

Maparpad 37 craHgapTty BOIB ST.26 3ab60poHAE BKAOYEHHA ByAb-AKOI NOCNiAO0BHOCTI, AKa
MIiCTUTb HEBW3HAYEeHWN ren, ane BMMArae BKAOYEHHA Oyab-AKOi obnacti NocNifOBHOCTI,
CYMiXKHOI 3 HEBU3HAYEHUM renom, KNI MICTUTb YOTUPK abo Binblie cneyndiyHO BU3HAYEHI
aMiIHOKUCNOTW.

Y HaBeaeHoMy BuLLe NpUKnaai ctaHgapT BOIB ST.26 He BuMarae (Ta 3a60pOHAE) BKAHOYEHHS
AK BCi€l NOCNiAOBHOCTI, WO MICTUTb HEBM3HAYeHWUI ren, TaK i obnacTi Gly-Gly cymixkHOi 3
HEBM3HAYEHMM FEMOM, WO MICTUTb nwWwe ABi cneundiyHo BU3HAUYEHi amiHOKucnoTu. MpoTe,
cTaHgapT BOIB ST.26 Bumarae BkAtodeHHA obnacti Gly-Gly-Ala-Gly-Xaa-Xaa, cymixKHOi 3
HEBM3HAYEHMM TEMOM, OCKIi/IbKM BiH MICTUTb MPUHANMHI 4YoTUPU chneundiyHO BU3HAYEHI
AMiHOKMCNOTH.

MuTtaHHA 2: Yu pgo3Bonse ctaHaapT BOIB ST.26 BKAOYEHHA NOCNifOBHOCTI (-eit)?
HI - He Bciei nocnigoBHOCTI | He obnacTi Gly-Gly
NuTaHHA 3: K cnig npeacTaBNATU NOCNIA0BHICTb (-HOCTI) y nepeniky nocnigosHocTeir?

O6nacTb NOCNIAOBHOCTI, CYMiXKHOi 3 HEBU3HAYEHUM renom, fka MiCTUTb YOTUPK cneundivyHo
BM3HA4YeHi aMiHOKMCNOTH, MOBUHHA ByTW NnpeacTaBieHa fK:

GGAGXX (SEQ ID NO: 57)

MepeBarkHO, MNOC/IA0BHICTb MOBMHHA BYTM PO3TAymMayeHa, LWob BKas3aTu, Lo npeactaBiaeHa
NOCNiAOBHICTb € 4YacTUHOW b6iNblWOi NOCAIAOBHOCTI, AKA MICTUTb HeBM3HAYeHUN ren,
BUKOPUCTOBYIOUYM Katod dyHKLii "SITE", nokanizauito ¢yHKuii "1" Ta KBanidpikatop "NOTE" 3i
3HaYeHHAM, Hanpuknaa: "Llen 3anmwok 38'a3aHuin N-KiHuem 3 nentnaom, wo mae Gly-Gly Ha
N-KiHUi Ta ren HeBM3Ha4YeHOi AOBXUHN".

BianosiaHo go naparpady 27, "X" mae posrnagatucs Ak byab-akui is cumsonis "A", "R", "N",
IlDll’ IICII, IIQII’ IIEII’ IIGII’ IIHII’ IIIlI’ llLll’ llKll’ llMll’ IIFII’ IIPII’ IIOII’ IISII’ IIUII’ |ITII’ llWII’ lIYIl a60 IIVII’
OKpiM BUNAaAKiB, KOMWU BiH BMKOPMCTOBYETHCA i3 A0AATKOBMM OMUCOM Yy Tabauui yHKLIiN.
Tomy, AKwo cumsos "X" NOBMHEH BUKOPUCTOBYBATUCb ANA NpeacTaBAeHHsA '"6yab-aKoi
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amiHoKkucnotun", Toai BiH mae ByTM onncaHMn 3 BUKOPUCTAHHAM Katoda GyHKuii "VARIANT" Ta
kBanidpikatopa "NOTE" 3i 3HaueHHAM "X moxke 6yTn Hyab-AKO aMiHOKMCAOTO".

Je pouinbHo, KoxeH "X" mae 6yt onucaHuii okpemo. Mpote, obnactb 6e3nepepBHUX
3annuwkis "X" abo mMHoOXMHa 3aauwkis "X", posnogineHa B NOCNiAOBHOCTI, moxe 6yTu
CNiNbHO onMcaHa 3a gonomoroto Katoya ¢yHKuii "VARIANT" 3 BUKOPUCTAHHAM CUMHTAKCUCy
"x..y" B AKOCTi geckpunTtopa nokanisauiji, ge "x" 1a "y" — N0/IOKEHHA NEPLIOro Ta 0CTaHHbLOro
3anmwkie "X"; Ta Keanidikatopa "NOTE" 3i 3HayeHHAM "X MoxKe O6yTM Oyab-AKow

amiHoKucnoToto".

BianosigHi naparpadum crangapty BOIB ST.26: 7(b), 8, 26, 27 1a 37
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Mapaepach 55 — HykneomudHa nocnidosHicme, aka micmume ceameHmu AHK ma PHK

Mpuknapg, 55-1: KombiHoBaHa monekyna AHK/PHK

MaTeHTHa 3aABKa PO3KPUBAE HACTYMHY ONIrOHYKAEOTUAHY NOCNIA0BHICTb:
AGACCTTcggagucuccuguugaacagauagucaaaguagauC

[e Benuki nitepn npeacrtasaaoTb 3aauwkm HK, a mani nitepn npeacrasnatoTb 3a/NWKU
PHK.

MutaHHA 1: Yn Bumarae ctangapt BOIB ST.26 BK/lOYEHHA NocnigoBHoOcTi (-ei)?
TAK

Po3kpuTa noOCNigoBHICTb Ma€e binblie, HiXX AecaTb nepepaxoBaHMX Ta cneundivyHo
BM3HAYEHMX HYKNEOTUAIB; TOMY ii NOTPIBHO BKAOYMTM A0 Nepeniky NoCnigoBHOCTEN.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIAZ0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?
HykneoTngHa nocnifoBHICTb NOBMHHA O6YyTW BKAOYEHA 40 Nepeniky Nocnig0BHOCTEN fAK:
agaccttcggagtctcctgttgaacagatagtcaaagtagatc (SEQ ID NO: 92)

BapTo 3a3HaunTW, WO HYKAEOTMAM Ypauuny NOBUHHI OyTM npepctaBneHi cumsosom "t" vy
nepeniky NocnigoBHOCTEN.

Maparpadp 55 CraHgapTy BOIB ST.26 nepepbayae, W0 HyKneoTugHa MNOCAIAOBHICTb, AKa
mictntb aKk cermeHTn OHK, Tak i PHK, noBnHHa 6yt 3a3HayeHa Ak monekyna tuny "OHK " i
OOAATKOBO OMMcaHa 3a [AOMOMOrol Kawuva  @yHKUil "source" Ta o060B's3koBOro
KBanidikaTtopa "organism" 3i 3HauYeHHAM "CMHTETMYHMM KOHCTPYKT' Ta 060B'A3KOBOrO
KBanidikaTtopa "mol_type"3i 3HaueHHam" iHwa [AHK". Kpim TOro, KoXeH cermeHT
NocnigoBHOCTI MNMOBUMHEH OyTWM [O0AATKOBO OMWUCAHUIA 33 AOMOMOTO  K/toda  OYHKLT
"misc_feature", AKMi BKNOYAE JsOKani3auilo cermeHTa, Ta KBajidikaTtopa "note", Akuin
BKasye, un cermeHT € JJHK abo PHK. Po3skputa nocnigosHicTb mictutb aBa cermeHtn AHK
(nonoxeHHa Hykneotuais 1-7 Ta 43) Ta oanH cermeHT PHK (nonoeHHs HykneoTuais 8-42).

BignosigHi naparpa¢u ctaHgapty BOIB ST.26: 7, 14, 55-56 1a 83
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Mapaepacp 87 - Knroy ¢pyHKYii "CDS"
Mpuknapg 87-1: Kogytoua HyKNeoTuaHa NOCAiJOBHICTb | KOAOBAaHA aMiHOKUCIOTHA NOCAIAO0BHICTb
MaTeHTHa 3aABKa OMUCYE TaKy HYKNeOTUAHY NOCNIAOBHICTb Ta il TPAHCAALUIO:
atg acc gga aat aaa cct gaa acc gat gtt tac gaa att tta tga
Met Thr Gly Asn Lys Pro Glu Thr Asp Val Tyr Glu Ile Leu STOP
MutaHHA 1: Yn Bumarae crangapt BOIB ST.26 BKAOYEHHA NocnigaoBHOcTi (-ei)?
TAK

MepepaxoBaHa HYKAEOTUAHA MOCNIJOBHICTb Mae binbwe aecATM cneundiyHO BU3HAYEHMUX
HYKNneoTunais.

MepepaxoBaHa aMIiHOKMCAOTHA MOCAIAOBHICTb Ma€e binbwe 4YoTMpbOX creundiyHo
BM3HAYEHMX aMiHOKUCNOT.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?
HykneoTngHa nocnifoBHICTb NOBUMHHA B6yTW NpeacTaBieHa fAkK:
atgaccggaaataaacctgaaaccgatgtttacgaaattttatga (SEQ ID NO: 58)

HykneoTnaHa nocnigoBHICTb Mae 6yTK A0AATKOBO ONMcaHa, BUKOPUCTOBYIOUYM KoY GYHKLLT
"CDS", a enemeHT INSDFeature_location noBuHeH igeHTUIKyBaTU BCHO MOC/IAOBHICTD,
BK/ILOYAIOYM CTON-KOAOH (HanpuKnag, nonoxkeHHa Big 1 o 45). Kpim Toro, keanidikatop
"translation" mae 6yTn BKAOYEHWI 3i 3HAYeHHAM KBajnidikatopa "MTGNKPETDVYEIL".
3anBKa He pO3KpMBaAE TabAnLIO reHETUYHUX KOAIB, fIKa 3aCTOCOBYETbCA ANA TpaHcAALii (amB.
Tabnnua 5 Posginy 9 Aoaatky |). AKwo 3actocoByeTbcss Tabnmus CTaHAapTHUX KOAiB, TO
kBasidikaTop "transl_table" € Heo60B’I3KOBUM; OZIHAK, AKLLO 3aCTOCOBYETLCS iHWA Tabamus
reHeTUYHUX Kopais, To AnA Keajnidikatopa "transl table"noTpibHo BKasatm BignosigHe
3HayeHHA KBanidikatopa 3 Tabauui 5. HapewTi, kKBanidikatop "protein_id" nosuHeH 6yTn
BK/OYEHUI 3i 3HAYeHHAM KBanipikaTopa, WO BKA3ye Ha igeHTUdIKaALIMHMIN HOoMmep
TPAHC/NbOBAHOI aMiHOKMCAOTHOI NOCNiIA0BHOCTI.

AMIHOKMCNOTHA MNOC/NIAOBHICTb MNOBWMHHA 6YyTM  OKpemo npeacTaB/leHa  BAACHUM
ineHTudikaluinHMmM HOMepOoM  MOCAIAOBHOCTI, BUKOPUCTOBYIOYM OAHOOYKBEHI KOAM
HACTYNMHUM YNHOM:

MTGNKPETDVYEIL (SEQ ID NO: 59)

STOP nicnAa npepctaBneHOi aMiHOKMCNOTHOI NOCAILOBHOCTI HE MOBWHEH BKAKOYATUCA 4O
aMiIHOKMCNOTHOI NOCNIA0BHOCTI B Mepesiiky Nocnig0BHOCTEN.
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NONEPEAMEHHA. T[epeBaxkHe npeacTaBNeHHA MNOCNIAOBHOCTI, 3a3HavyeHoOi BuLe,
CNpAMOBaHe Ha HagaHHA Mepesiiky NoCNiAOBHOCTEM HA AaTy NOAAHHA MAaTEeHTHOI 3asBKWU.
Take came MNoAaHHA MoxKe OyTM HENPUUHATHUM LWOAO Nepeniky MOoCNifO0BHOCTEN, AKUMU
HaAA€ETbCA NicnsA A4aTW NOAaHHA NMAaTEHTHOI 3aABKKU, OCKIZIbKM HEODXiAHO BUPILLNTK, YN MOKe
HagaHa iHbopmalia byTn posrnaHyta BIB ana goaaHHA 06'eKTy A0 MEPBMHHO MOAAHOro
onucy.

BianosigHi naparpadum cranaapty BOIB ST.26: 7(a), 7(b), 26, 28, 87, 88 Ta 90
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Mpuknapg 87-2: Jlokanisauia PyHKLUii BUXOAUTb 32 MeKi PO3KPUTOI NOCNiJOBHOCTI

lMaTeHTHa 3asBKa MICTUTb HacTynHy oirypy, WO OMMUCYE YACTKOBY KOAykudy MOCAiIAOBHICTb Ta i
TPAHC/NbOBAHY aMiHOKMCNOTHY NOCAIAOBHICTb:

cat cac gca gca gaa tgt gga ttt tgt cct caa caa tgg caa gtt cta 48
His His Ala Ala Glu Cys Gly Phe Cys Pro Gln Gln Trp Gln Val Leu
1 5 10 15

cgt ggg agt ctg tge att togt gag ggt cca gect gaa gga tgg ttce ata 96
Arg Gly Ser Leu Cys Ile Cys Glu Gly Pro Ala Glu Gly Trp Phe Ile
20 25 30

tca aga tgt tgg tta tgg tgt ggg cct caa gtc caa ggce ttt atc ttt 144
Ser Arg Cys Trp Leu Trp Cys Gly Pro Gln Val Gln Gly Phe Tle Phe
35 40 a5

gga gaa Jggc aag gaa dgga ggc ggt gac aga cgg gct gaa gcg age cct 192
Gly Glu Gly Lys Glu Gly Gly Gly Asp Arg Arg Ala Glu Ala Ser Pro
50 55 60

cag gag ttt tgg gaa tgc act tgg 216
Gln Glu Phe Trp Glu Cys Thr Trp
65 70

dirypa 1 - yacTkoBa KOIOyKluUa MNOCJHimoBHicTb TeHYy Homo sapiens ITCHI,
aka konmye amMinHokmciyiorm 20 - 91 3 6imkxa ITCH1 pmoBxmHOKL 442
aM1HOKMCJIOTHU .

MuTtaHHAa 1: Y1 BuUmarae ctaHgapt BOIB ST.26 BKAlOUeHHA nocniaoBHoOCTI (-ei)?

TAK

3aABKa OMUCYE HYKNeOTMAHY MOCAIAOBHICTb Ta ii  TPaHCAbOBAaHY aAMIHOKUC/IOTHY
nocnigoBHicTb. MNepeniyeHa HYKNeoTUAHa NOCAIA0BHICTbL MICTUTL Binblie, Hix 10 cneymdiyHo
BM3HAUYEHMX HYK/IEOTUAIB Ta NOBUHHA BYTM BK/IOYEHA A0 NepeniKy Noc/iAoBHOCTI.

AMIHOKMCNOTHA NOC/IA0BHICTb MiCTUTb Binblue, Hix 4 cneundiyHo BU3HAYEHI aMiHOKUCIOTH
a TaKOXK NOBWHHA OyTW BKAOYEHA A0 Mepesiiky NocnigoBHOCTI AK OKpema Noc/ifloBHICTb 3
B/IAaCHUM iaeHTUIKaLiMHUM HOMEPOM.

MutaHHA 3: AK chig npeacTaBAATU NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTeid?

HykneoTugHa nocnifoBHICTb NOBUMHHA BYTW BK/KOYEHa 40 Nepeniky NOCNiL0BHOCTEN fAK:
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catcacgcagcagaatgtggattttgtcctcaacaatggcaagttctacgtgggagtcigtgcatttgtgagggtccagetgaaggat
ggttcatatcaagatgttggttatggtgtgggcctcaagtccaaggctttatctttggagaaggcaaggaaggaggeggtgacagac
gggctgaagcgagecctcaggagttttgggaatgeacttgg (SEQ ID NO: 93)

HykneotngHa nocnifoBHicTb gani mae byTn onucaHa 3a AONOMOroto Katoda ¢yHKuii "CDS".
EnemeHT INSDFeature_location nosuHeH igaeHTUOiIKYBaTUM noKanisauito ¢yHKuii "CDS" vy
NOCNiAOBHOCTI Ta NOBUHEH BKAKOYATM CTOMN-KOA0H.

Ha ¢irypi onncaHa 4acTkoBa KoAyro4a NOCAig0BHICTb, AKA HE BK/HOYAE iHILilOBAaNbHUIA KO4OH
abo crton-kogoH. OgHaK OnNMC NOCNIAOBHOCTI BKA3ye Ha Te, WO iHiLilOBa/IbHWUI KOAOH
3HaxXoAMUTbCA BULLE 33 HYKNEOTUAOM Y NMONOXKEHHI 1, a CTON-KOAOH 3HAXOANTLCA HUMKYE Bif
OCTQHHbOTO HYKNEOTUAY B MNOMOXKEHHI 216.

CraHgapt BOIB ST.26 BKa3ye, WO AeCKPUNTOP N0OKaANI3aLii HE MOBMHEH BK/IOYATM HYMepaL,ito
3a/IMLLKIB 32 MeXxXamMu nocnigosHocTi, B enemeHTi INSDSeq_sequence. OTXKe, y HaBegeHOMY
BULLE NPUKNAALi AECKPUNTOP NoKanisauii Knoda ¢yHKUii CDS He moxKe BKAKOYATM HOMeEpWU
NoMoXeHb no3a AianasoHom Big 1 go 216. JloKanisauia cTon-KogoHa B e€NeMeHTI
INSDFeature_location nosuHHa 6yTh npeactaBneHa cmumeosom ">", w06 BKasaTu, WO cTon-
KOLOH pPO3TallOBaHMMA HUMKYE MOJIOXKeHHA 216. AHanoriyHo, cumson "<" moxke 6yTu
BMKOPUCTAHMUM ONA 3a3HAYEHHA, WO PO3TALlYBAHHA iHILiIOBAaNbHOINO KOAOHA 3HAXO4MTbCA
BULLE NONOXKeHHA 1. TakMM YMHOM, AECKPUNTOP NoKani3auii Kaova ¢yHKLUii CDS noBuHeH
BUINAAATU AK:

<1..>216

n_n nn

BapTo 3a3Hauuth, Wwo cumeoam "<" ta ">" € 3ape3epBOBaHMMM CMMBONAMM, AKi ByayTb
3amiHeHi BignosigHo Ha "&It;" Ta "&gt;" B eksemnaapi XML y nepeniky nocnigosHocTeM.

KeanidikaTop "translation" noBuHeH 6yTM BKAWOYEHWUI A0 aMiHOKUCAOTHOI MOC/iA0BHOCTI
6inKa AK 3HayeHHs KBasidikaTopa. Ha ¢irypi He onuMcaHo TabaMLO TEHETUUYHOrO Koay, AKa
3aCTOCOBYETbCA AN TpaHcmoBaHHA (aus. Hopatok 1, Posain 9, Tabnuuio 5). AKwo
3acTocoByeTbcA Tabnamua CTaHAapTHOro Koy, To KeBanidikatop "transl table" He noTtpibeH;
OflHaK, fAKLLO 3aCTOCOBYETbCA iHWA TabauMus reHeTUYHOro Koay, TO ANA Keanidikatopa
"transl_table" mae 6yTu BKa3aHo BignoBigHe 3HaYeHHA KBanidikaTtopa 3 Tabaumui 5 goaaTtka |
no CraHgapty BOIB ST.26. HapewTi, kBanipikatop "protein _id" noBMHEH ByTW BKAOYEHUN Y
dyHKUito CDS 3i 3HauyeHHAm KBanidikaTopa, WO 3a3HaYa€e iAeHTUPIKALiINHNI Homep
TPAHC/NbOBAHOI aMiHOKMCAOTHOIT NOCNiIA4O0BHOCTI.

TpaHCc/bOBaHa aMiHOKUCNOTHA MOCAIAOBHICTb NOBMHA OYyTM BK/AOYEHA fAK OKpema
NOCNiAOBHICTb 3 BNACHUM iAeHTUPIKaLiMHMM HOMEPOM:

HHAAECGFCPQQWQVLRGSLCICEGPAEGWFISRCWLWCGPQVQGFIFGEGKEGGGDRRAEASPQEF
WECTW (SEQ ID NO: 94)

NONEPEAXEHHA. TlepeBaxkHe npeacTaBAeHHA MNOCNIAOBHOCTI, 3a3HAYeHOI BULIE,
CNpPAMOBAHEe Ha HAZAHHA Nepeniky NOCNifO0BHOCTEM Ha AaTy NOAAHHA MATEHTHOI 3aABKM.
Take came NoAaHHA MoxKe OyTM HENPUMHATHMM LWOAO Nepeniky NocnifoBHOCTEN, AKUMK
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HaAa€eTbCA NicnsA AaTW NOAaHHA NMAaTeHTHOI 3aABKU, OCKIZIbKM HEOOXiIAHO BMPILLUTK, YN MOXKE
HagaHa iHbopmauia byTn posrnaHyta BIB ana goaaHHA 06'eKTy A0 MEPBMHHO MOAAHOro
onucy.

BignosigHi naparpa¢u ctangapty BOIB ST.26: 7, 41, 65, 66, 70, 71, 87 Ta 90
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Mapazpag 90 - AMIHOKUCAOMHA 10CMi008HICMb, KOOOBAHA KOOYHOYOH MOCMAIO08HICMIO

Mpuknag 90-1: AMIHOKMCNOTHA NOCAIAOBHICTb, KOAOBaHA KOAYIOUYOK NOCAIAOBHICTIO 3

iHTpO

Hamu

MaTeHTHa 3asBKa MICTUTb Taky ®irypy, WO pO3KPMBAE KoAyk4dy MOCNIAOBHICTb Ta i
TpaHcAAay,ito:

atg aag act ttc gca gcc ttg ctt tcc gct gtc act ctc gcg ctc tecg
Met Lys Thr Phe Ala Ala Leu Leu Ser Ala Val Thr Leu Ala Leu Se

gtg cgc dgcc cag gcg gct gtc tgg agt caa t gtaagtgccg ctgcttttca
Val Arg Ala Gln Ala Ala Val Trp Ser Gln

ccg ggt tgg acg dgddc gag acc act tgc gtt gct ggt tcg gtt tat acc
Pro Gly Trp Thr Gly Glu Thr Thr Cys Val Ala Gly Ser Val Cys Thr

Ser Leu Ser Ser

tgacgattgg ccttcatag tca tac tct caa tac gtt ccg gac tcc gca acg

tcc agc gct ccg gcg gec ccc tca gcg aca act tca ggc ccc gca cct
Ser Ser Ala Pro Ala Ala Pro Ser Ala Thr Thr Ser Gly Pro Ala Pro

acg gac gdga acg tdac tcg gcc adc gddg gca tgg ccg cca ttg acc tga

Thr Asp Gly Thr Cys Ser Ala Ser Gly Ala Trp Pro Pro Leu Thr Ter

®irypa 1 - HyKNeoTUAMN, BUAINEHI HANIBKUPHUM WPUPTOM, € IHTPOHHUMKM 0BNACTAMM.

MutaHHAa 1: Y BUmarae ctaHaapt BOIB ST.26 BkAloueHHA NnocnifoBHOCTI (-ei)?

TAK

3anaBKa PO3KPUBAE HYKNEOTUAHY MOCAIAOBHICTE Ta ii aMiHOKMCNOTHY TpaHcaauito. Mepenik
HYKNEoTUAHUX NocnigoBHOCTEN MicTUTb Binbwe 10 cneundiyHO BM3HAUYEHUX HYKIEOTUAIB i
NOBWHEH BYTM BK/IIOYEHUI A0 Nepesliky NOCNi4OBHOCTEN SIK OA4MHMYHA NOCAIA0BHICTb.

HykneoTmgHa nNOCNIAOBHICTb MICTUTb KOAykt4y MNOCANIAOBHICTb (€K30HM), po3aineHy
HEeKoAyl4YOo NoCNigoBHicTiO (iHTpoHK). dirypa Bigobparkae TpaHCAALIIO HYKNEeoTUAHOT
NOCNiAOBHOCTI AK TPbOX HECYMIXXHMX aMiHOKMC/IOTHUX MOCAiA0BHOCTEN. 3rigHO 3 nignMcom
no ®irypn, BuAineHi HaniBXUpHUM WpUPTOM 061acTi HYKNEOTUAIB € IHTPOHHMMM
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nocnigoBHocTAMM, AKi byayTb 3'eaHaHi 3 TpaHckpunTom PHK nepep TpaHcnauieto y 6inok.
BignosigHO, TpM aMIHOKMCNOTHI MOCAILOBHOCTI HAcnpasAi € OAHIEID, CYMIXKHOIO,
nepepaxoBaHO MOCAIAOBHICTIO, AKA MIiCTUTb binblue YOTUPBLOX cneumdiyHO BU3HAUYEHUX
aMIiHOKMUCAOT, Ta MOBWMHHA OyTW BK/AOYEHA A0 nepeniky nocnigoBHocTelt sSK ofHa
NOCNiA0BHICTb.

MuTtaHHAa 3: AK cnig npeacTaBAATYM NOCAIAO0BHICTb (-HOCTI) y nepeniky nocnigoBHocTein?
HykneoTngHa nocnifoBHICTb NOBMHHA OyTW BKAOYEHA 40 Nepeniky NoCNig0BHOCTEN, AK:

atgaagactttcgcagcecttgctttccgetgtcactctegegetcteggtgegegeccaggeggcetgtctggagtcaatgtaagtgecg
ctgcttttcattgatacgagactctacgccgagetgacgtgetaccgtataggtggeggtacaccgggttggacgggcgagaccactt
gegttgetggtteggtttgtacctecttgagetcagtgagegactttcaatecgtegtcattgetectcatgtattgacgattggectteat
agtcatactctcaatgegttccgggetccgeaacgtccagegcetecggeggecccctcagegacaacttcaggecccgeacctacgg
acggaacgtgctcggecageggggcatggecgecattgacctga (SEQ ID NO: 74)

HykneotngHa nocnigoBHICTb Mae 6yTK A0AATKOBO ONMcaHa, BUKOPUCTOBYIOUYM KoY GYHKLT
"CDS", a enemeHT INSDFeature location nOBMHEH BM3HAUUTK JIOKaNi3aUilD Koayruoi
NMOCNigOBHOCTI, Y TOMY YMUCAi CTOMN-KOAOHY, No3HavyeHoro cumeosiom "Ter". Kpim Toro, cnig,
BKAKOUYMTK KBanipikatop "translation”, 3 amiHOKMCNOTHOW nOCAIAOBHICTIO 6inKa AK
3HayeHHAM KBanidikatopa. (3BepHiTb yBary, WO cMmBOA TepmiHaTopa "Ter" B oCTaHHbOMY
NMONOKEHHI MNOC/iA0BHOCTI HE NOBMHEH BYTN BKAOYEHMIA A0 aMiHOKUCAOTHOI NOCAiA0BHOCTI).
3anABKa He Po3KpMBaE TabANLIO TEHETUYHMX KOAiB, KA 3aCTOCOBYETbLCA A1A TpaHcaALji (anBs.
Tabnuuio 5 Posainy 9 Adoaatky 1). Akuwo 3actocoByeTbea Tabanua "CrtaHgapTHMA Koa", TO
kBasidikaTop "transl_table" He € 060B’A3KOBUM; NPOTE, AKLLO 3aCTOCOBYETHCA iHLIA Tabanua
reHeTUYHUX KOoAiB, TO BiAnoBigHe 3HauYeHHA KBanidikatopa 3 Tabauui 5 mae 6yTK BKasaHe
ana  keBanigikatopa "transl_table". Hapewri, kBanidikatop "protein_id" nosuHeH 6yTn
BK/IIOYEHUI 3i 3HAYeHHAM KBanipikaTtopa, WO BKa3lye iAeHTUOIKALIMHUI HOmep
NoCNiAO0BHOCTI TPAHCNbOBAHOI AMIHOKMC/IOTHOT NOC/iA0BHOCTI.

AMIHOKMCNOTHA NOCANIAOBHICTb MOBUHHA OYTU BKAOYEHA AK OAHA NOCAIA0BHICTb:

MKTFAALLSAVTLALSVRAQAAVWSQCGGTPGWTGETTCVAGSVCTSLSSSYSQCVPGSATSSAPAAPS
ATTSGPAPTDGTCSASGAWPPLT (SEQ ID NO: 75)

BignosigHi naparpa¢u craHpgapty BOIB ST.26: 7, 26, 28, 57, 87-90
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Mapazpagp 91 - MepsuHHA nocnidosHicme i if apiaHmMu, KoxHUU 3 AKUX NepepaxosaHuli 3a c8oimu
3aauwKamu

Mpuknag 91-1: MpepcraBneHHA NepepaxoBaHUX BapiaHTIB

Onuc BKAOYAE HACTYMNHE BMPIBHIOBAHHA NOCAIAOBHOCTI.

D. melanogaster ACATTGAATCTCATACCACTTT
D. virilis B C I A LC P
D. simulans GT..G.CG..GT..SGT.G...

MuTtaHHA 1: Y4 Bumarae ctaHgapt BOIB ST.26 BKAlOUeHHA nocnigosHocTi (-ei)?
TAK

3aranbHONPUMUHATO BKAKOYEHHA "KpanokK" A0 BMPIBHIOBAHHA NOCNIAOBHOCTI ANA NO3HAYEHHA
"Ue nonoXKeHHA Take X, AK i Te, wWo "po3TawoBaHe Hag Hum". Tomy "Kpanku" vy
nocnigosHoctax D. virilis i D. simulans po3rnagatoTbca AK NepepaxoBaHi Ta cneundiyHo
BM3HAYeHi HYKNeOoTUAMN, OCKi/IbKM BOHM € NPOCTO KOPOTKMM CNOCOBOM 3a3HaYeHHs, WO AaHe
NONOXKEHHA - TaKWW Ke Hykneotua, AK i D. melanogaster. Kpim TOro, BMpiBHIOBAHHA
NocNifAoBHOCTEN YacTo Bigobparkae cumaon "-" Ana NosHayeHHs BiACYTHOCTI 3anMLWKY, Wo6
MaKCUMi3yBaTN BUPIBHIOBAHHA.

BignoBiaHO, HyKNeoTUaHi nocninoBHocTi D. melanogaster Ta D. simulans mictaTb ABaAUATb
ABa nepepaxoBaHi Ta chneundiyHO BU3HAYEHI HyKNeoTMaW, TOAi SK HYKNeoTMAHa
nocnigoBHicTb D. virilis mictaTb AeB'aTHagUATb. TaKMM YMHOM, BiANOBIAHO A0 Naparpady
7(a) craHgapTy BOIB ST.26 KOXHa NOCNIAOBHICTb Ma€e OyTWM BK/AKOYEHA A0 nNepeniky
NocNigoBHOCTEN 3 OKPEMUMM iAeHTUDIKALIMHUMM HOMEPaMM NOCAIA0BHOCTI.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

MocniposHictb Drosophila melanogaster noBuHHa 6yTM BKAOMEHA [0 Nepeniky
NocnifoBHOCTEN AK:

acattgaatctcataccattt (SEQ ID NO: 60)
MocniposHicTb Drosophila virilis noBUHHa 6yTK BKAOYEHA A0 Nepeniky Noc/ifloBHOCTEN fAK:
acatggatcccacgacttt (SEQ ID NO: 61)

MocnipoBHicTb Drosophila simulans noBMHHA 6yTK BKAOYEHA A0 Nepesiky NocnigoBHocCTeln
fAK:

gtatggcgtcgtatsgtagttt (SEQ ID NO: 62)

BignosigHi naparpadum craHgapTty BOIB ST.26: 7 (a), 13 1a 91
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Mpuknag 91-2: NMpepcTaBneHHA NnepepaxoBaHUX BapiaHTIB

Onuc BKAOYAE HAcTynHy Tabauuto nentuay Ta Moro ¢yHKUioHanbHi BapiaHTW. Mpobin B
TabmMLUj HUXKYE BKA3YE, WO aMiHOKMCNOTA Yy BapiaHTi TaKa X, AK i BianoBigHa amiHOKMCNOTa B
pagky "MocnigposHicTb", a "-" o03Hayae BWAaNEHHA BignNoOBiAHOI amiHOKMC/IOTM B
"MocnigosHocTi".

MonoxeHHsA 112 1|3 |4 |5]|6 |7 8|9
MocnigosHictb |A |V |L |T |Y |L |R |G |E
BapiaHnT 1 A
BapiaHT 2 P P

BapiaHT 3 Al G |Y

BapiaHT 4 -

MNuTtaHHA 1: Y4 Bumarae ctaHgapt BOIB ST.26 BKAlOUeHHA nocnigosHocTi (-ei)?

TAK

AK 3a3HayeHo, Npobin y uilh Tabaunui BKa3ye Ha Te, LLO aMiHOKUC/AOTa B BapiaHTi TaKka X, fK i
BignoBigHa amiHoKMcnoTa B pAgKy "MocnigosHicTb". Tomy amiHOKMCNOTM BapiaHTHUX
NoCNiAOBHOCTEN € NepepaxoBaHUMM Ta cneundiyHO BUSHAYEHUMM.

OCKiNnbKM 4OTUPU BapiaHTHI MOCAIAOBHOCTI MICTATb Oinblle YOTUPLOX MNepeniyeHux Ta
cneundiyHO BU3HAYEHUX aMiHOKMCAOT, BignosiagHo Ao naparpady 7(b) craHgapty BOIB
ST.26, KOXHa NOCNiAOBHICTb MA€E BYTM BKAKOYEHA A0 NepPeniky NocaifoBHOCTEN 3 OKPEMUM
ineHTUdIKaLiMHMM HOMEPOM NOCAIAOBHICTI.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?
AVLTYLRGE (SEQ ID NO: 76)
AVLTYLRGA (SEQ ID NO: 77)
AVPTYPRGE (SEQ ID NO: 78)
AVAIGYRGE (SEQ ID NO: 79)
AVLTYLGE (SEQ ID NO: 80)

BignosigHi naparpa¢dum craHpapty BOIB ST.26: 7(b), 26 Ta 91
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Mpuknag 91-3: NpepcraBneHHA KOHCEHCYCHOI NOCNiA0BHOCTI

MaTteHTHa 3aABKa BKA4Yae @Pirypy 1 3 HACTyNHMM  BUPIBHIOBAHHAM  AEKiNIbKOX
nocnigoBHOCTEN.

Consensus LEGNEQFINAaAKIIRHPKYNrKTINNDIMLIK
Homo sapiens LEGNEQFINAAKIIRHPQYDRKTLNNDIMLIK
Pongo abelii LEGNEQFINAAKIIRHPQYDRKTVNNDIMLIK
Papio Anubis LEGTEQFINAAKITIRHPDYDRKTLNNDILLIK
Rhinopithecus roxellana LEGTEQFINAAKIIRHPNYNRITLDNDILLIK
Pan paniscus LEGNEQFINAAKIIRHPKYNRITLNNDIMLIK
Rhinopithecus bieti LEGNEQFINATKIIRHPKYNGNTLNNDIMLIK
Rhinopithecus roxellana LEGNEQFINATQIIRHPKYNGNTLNNDIMLIK

KOHCeHCyCcHa NOCNiAOBHICTb BK/AKOYAE BeAMKI NiTepu ANA NO3HAYEHHA KOHCEePBATUBHUX
aMIHOKUCNOTHUX 3anuwWKis, a mani aitepu "n", "a", "k", "r", "I" i "m" asnawTb coboto

nepesa*karoyi aMiHOKUC/IOTHI 3aMLWKK cepen BUPIBHAHOT NOCAIAO0BHOCTI.

MNuTtaHHA 1: Y1 Bumarae ctaHgapt BOIB ST.26 BKAloUeHHA nocnigosHocTi (-ei)?
TAK

KoXHa mMmana nitTepa B KOHCEHCYCHi MNOCAIAOBHOCTI NpeactaBase cobow  oauH
AMiHOKMCNOTHMI 3anMWOK. OTXKe, KOHCeHCYCHA NOCNIA0BHICTb, @ TAKOX KOXKHA iHLWa 3 cemu
nocnigosHocTel, HaBegeHnx y Qirypi 1, BKAOYAE NPUHANMHI YOTUPU cneundiyHO BU3HAYEHI
amiHokucnotu. Maparpad 7(b) craHgapty BOIB ST.26 BMMarae BK/IHOYEHHA BCiX BOCbMMU
nocnigoBHOCTEM A0 Nepeniky NocnigoBHOCTEN.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTei?

Mani nitepu B KOHCEHCYCHIN NOCNifOBHOCTI BUKOPUCTOBYIOTbCA AK 6araTtosHayHi cumBoau
ANA NO3HAYeHHA NPeAOMIHAHTHOI aMiHOKMCNOTU cepen, MOXKIMBUX BapiaHTIB KOHKPETHOro
nonoxkeHHs. Tomy mani nitepmn "n", "a", "k", "r", "I" Ta "m" agnatoTb cobow cTaHOAPTHI
CMMBO/IN, O BMKOPUCTOBYOTLCA HECTAaHAAPTHMUM CnocoboMm, a KOHCEHCYCHa NOCANiA0BHICTb
noBuMHHa 6yTM npepacTasneHa 3a Aonomorotd 6araTo3HAa4YHOro CUMMBOJY 3aMICTb KOXKHOI
Manoi nitepu.

Mae 6yTh 3acTocoBaHMN HaMbinbl 0bMeXKyBaibHUN BaraTo3HauYHMM cumBOA. A GinbwocTi
NMONOXEHb Y KOHCEHCYCHIN nocnifaoBHocTi "X" € Hanbinbw obmexkyBanbHUM BaraTtosHaYHUM
CMMBOJIOM; OfIHAK, Halbinblw obmerKyBanbHUM BaraTo3Ha4YHUM cMmBosiom ana "D" abo "N"
y nonoxeHHsx 20 Tta 25 € "B". KoHceHcycHa MOCANiAOBHICTb NOBMHHA 6YyTU BK/OYEHa A0
nepeniky NocnifoBHOCTEN AK:

LEGXEQFINAXXIIRHPXYBXXTXBNDIXLIK (SEQ ID NO: 81)

BianosiaHo Ao naparpady 27, cumson "X" byae Taymauntuca ak byap-akmim 3 "A", "R", "N",
IlDII’ IICII’ IIQII’ IIEII’ IIGII’ n H ll'lllll' IILlI’ IlKII’ IIMII’ IIFII’ IIPlI’ IIOII' |IS|I’ IIUII' IlTll’ llWll’ IlYII a60 n V II’
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33 BMHATKOM BMMNaAKiB, KOAW BiH BUKOPUCTOBYETbCA 3 MOAANbLUMM OMUCOM Yy Tabauui
dyHKUiN. Tomy KoxKeH "X" y KOHCEHCYCHIN nocnigoBHOCTI Mae 6yTM A0AATKOBO OMUCAHUI Y
Tabanuyi GyHKLUiN, BUKOpUCcTOBYOUM Katod GyHKuii "VARIANT" Ta Kkeanidikatop "NOTE", wob
BKa3aTW MOXAMBI BapiaHTU 1A KOXKHOIO NOAOXKEHHA.

IHWi cim nocnigoBHOCTEM NOBUHHI ByTM BKAKOYEHI 4,0 Nepeniky NOCNig0BHOCTEN AK:
LEGNEQFINAAKIIRHPQYDRKTLNNDIMLIK (SEQ ID NO: 82)
LEGNEQFINAAKIIRHPQYDRKTVNNDIMLIK (SEQ ID NO: 83)
LEGTEQFINAAKIIRHPDYDRKTLNNDILLIK (SEQ ID NO: 84)
LEGTEQFINAAKIIRHPNYNRITLDNDILLIK (SEQ ID NO: 85)
LEGNEQFINAAKIIRHPKYNRITLNNDIMLIK (SEQ ID NO: 86)
LEGNEQFINATKIIRHPKYNGNTLNNDIMLIK (SEQ ID NO: 87)
LEGNEQFINATQIIRHPKYNGNTLNNDIMLIK (SEQ ID NO: 88)

NONEPEAXEHHA. TlepeBaxkHe nNpeacTaBAeHHA NOCNIAOBHOCTI, 3a3HAYeHOI BULE,
CNpPAMOBAHEe Ha HAaJAHHA Nepeniky MOoCNiAOBHOCTEM Ha AaTy NOAAHHA MATEHTHOI 3aABKMW.
Take came NogaHHA MOe OyTM HENPUUHATHUM LWOAO0 Mepeniky NocnigoBHOCTEN, AKMMN
HaAa€TbCA NiCNA AaTU NOAAHHA NATEHTHOI 3aABKM, OCKI/IbKM HEODXiAHO BMPILLNTU, YN MOXKe
HagaHa iHpopmauia byTn posrnaHyta BIB ana goaaHHA 06'eKTy A0 MEPBMHHO NOAAHOro
onucy.

BianosigHi naparpa¢u cranaapty BOIB ST.26: 7(b), 26, 27,91 1a 95
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Mapazpag 92 - BapiaHmHa nocanidosHicms, po3kpuma AK 00UHUYHA NOCAi008HICMb 3
nepepaxo8aHUMU aabMePHAMUBHUMU 3aAUWKAMU

Mpuknag 92-1: [MpeactaBNeHHA  OAMHMYHOI  MNOCAIQOBHOCTI 3  nepepaxoBaHUMM
aNbTepHAaTUBHUMM aMiHOKUC/I0TaMMU

B naTeHTHI 3asBLi 3aAB/IEHUI NenTUA, 3 NOCAiA0BHICTIO:
(i) Gly-Gly-Gly-[Leu ab6o lle]-Ala-Thr-[Ser a6o Thr]

MutaHHA 1: Yn Bumarae crangapt BOIB ST.26 BKAOYEHHA NocnigaoBHOcTi (-ei)?
TAK

Y nocnigoBHOCTI nepeabayeHo 4oTMpPKU cneumdiyHO BU3HAYEHI aMiHOKMCAOTK, a naparpad
7(b) craHgapty BOIB ST.26 BMMarae BKAKYEHHS MNOCNIAOBHOCTI 40 nepeniky
nocnigoBHocTen.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

Tabnunua 3 Po3giny 3 JoaaTky | BU3Havyae b6arato3HayHui cumon "J" Ak i3oneiumnH abo
nenumH. Tomy, 6axkaHo NPeaCcTaBAATM NOCNIAOBHICTb AK:

GGGIJATX (SEQ ID NO: 63),

O BMMArae noganbworo onucy B Tabauui OyHKUiIN, BMKOPUCTOBYHOYM KAtod YHKLi
"VARIANT" Ta KBanipikatop "NOTE" ans 3asHauveHHa, wo "X" asnse coboio cepuH abo
TPEOHiH.

B iHWOMY BMNaaKy, NOCAIAOBHICTb MOXKe ByTW NpeacTaBaeHa, HaNnpUKIag, aK:

GGGLATS (SEQ ID NO: 64),

WO BMMAra€ noAanbllOro Onucy B Tabauui ¢yHKUiA, BMKOPUCTOBYIOUM KM  YHKLIT
"WVARIANT" Ta kBanidpikatop "NOTE" anda 3a3HayeHHs , o L MOXKHa 3amiHUTK Ha |, @ S MOXKHa
3amMiHUTM Ha T.

NONEPEAXEHHA. [lepeBaxkHe npeactaBAeHHA MNOCNIAOBHOCTI, 3a3Ha4yeHOi Buule,
cnpsiMoBaHe Ha HagaHHA nepesiky NoCnifAoBHOCTEM Ha AaTy NOAAHHA NATEHTHOI 3aABKMW.
Take came NOJaHHA MOe OyTM HENPUUHATHUM LWOAO Nepesiky NoCNigoBHOCTEN, AKWUMA
Ha4a€ETbCA NicNA AaTU NOAaHHA NaTEHTHOT 3a8BKU, OCKIZIbKM HEOOXiAHO BUPILLUTUY, YN MOXKE
HagaHa iHpopmalia byTn posrnaHyta BIB ana paofaHHA 06'eKTy A0 NEPBUHHO NOAAHOro
onucy.

BignosigHi naparpadu craHgapTty BOIB ST.26: 7(b), 8, 26, 27,92 1a 95
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Mapazpag 93(a) — BapiaHmHa nocnioo8Hicmsb, KA PO3KPUBAEMbLCA AUUWE 30 MOCUAAHHAM HA
nepsuHHY MOCi008HICMb 3 KiZlbKOMA HE3aAEHHUMU 8apiaHMamu

Npuknag 93(a)-1: MNpeacrasneHHA BapiaHTHOI NOCNIAOBHOCTI WAAXOM TIYyMAuyeHHA NEePBUHHOI
nocnigaoBHOCTI

3aABKa MiCTUTb TaKMUI ONUC:

"MentTnaHnin pparmeHT 1 asnse coboto Gly-Leu-Pro-Xaa-Arg-lle-Cys, ae Xaa moxke 6ytn 6yab-
KO aMiHOKMUCNOTOIO ....

B iHWoOMY BapiaHTi 3a4ilicHeHHA nenTUAHUI dparmeHT 1 aBnse coboto Gly-Leu-Pro-Xaa-Arg-
lle-Cys, ne Xaa moxe 6ytn Val, Thr abo Asp ...

B iHWOMY BapiaHTi 3a4ilicCHeHHA nenTUAHUI dparmeHT 1 aBnse coboto Gly-Leu-Pro-Xaa-Arg-
lle-Cys, ne Xaa moxe 6ytu Val ".

MuTtaHHAa 1: Y1 Bumarae ctaHgapt BOIB ST.26 BKAlOueHHA nocnigoBHOCTI (-ei)?

TAK

"MentTnaHnit pparmeHT 1" y KOXKHOMY 3 TPbOX ONUCAHWX BapiaHTIB 34iMCHEHHA nepenbavae
NPUHaMMHI WicTb cneundiyHO BU3SHAYEHNX aMiHOKMCNOT; OTXKe, MOCAIA0BHICTb MOBMHHA ByTH
BK/IlOYEHA A0 Nepeniky nocnigoBHOCTEM, AK Toro Bumarae naparpad 7(b) craHaapty BOIB
ST.26.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

Y uyboMy npuKknagi nepepaxoBaHa nocnigosHictb "MentugHuin dparmeHT 1" onucyeTbea
TPWYi, Y TPbOX Pi3HMX BapiaHTax 34iMCHEHHSA, KOXKEH 3 AKMX MAE asibTepHaTUBHUIN onuc Xaa. Y
ubomMy npuknagi "X" € Hanbinbw obmexkyBasibHUM HGaraTo3HaYHMUM CMMBOJIOM MOJIOMKEHHS
Xaa.

CraHgapT BOIB ST.26 BMMarae BKAKOYEHHA OMUCAHOI NepepaxoBaHOI MOCAIAOBHOCTI anwe
oAuH pa3. Y Hanbinbll OXON/O4YOMYy 3 TPbOX BapiaHTIB 34iMCHeHHA, Xaa € byab-AKolo
amiHoKucnoToto (Ous. Bctyn Ao Lboro AoKymeHTa). TOMy NOCNiA0BHICTb, IKa NOBMHHA OyTH
BK/ILOYEHA [0 Nepeniky nocnifoBHOCTeN, ABNAE coboto:

GLPXRIC (SEQ ID NO: 65)

BianosiaHo go naparpagdy 27, "X" mae posrnagatucs Ak byab-akui is cumsonis "A", "R", "N",
"D", "C“, "Q", "E", "G", “H", |||||’ "L", "K", "M", “F", "P", "O", "S", “U“, ||-|—||' "W", nYn a60 "V",
OKpPiM BUNAaAKiB, KOMM BiH BMKOPWUCTOBYETHCA i3 A0AATKOBUMM OMUCOM Y Tabauui GyHKLIN.
Tomy, AKwWo cumsos "X" NOBMHEH BUKOPUCTOBYBATUCb ANA NpeacTaBAeHHA '"6yab-aKoi
aMiHoKncnotn", Toai BiH mae byT onNMcaHMn 3 BUKOPUCTAHHAM Kitoda ¢yHKUiT "VARIANT" Ta
kBasidikaTopa "NOTE" 3i 3HaueHHAM "X moxKe 6yTn 6yab-aKO amiHOKUCAOTOK".

BepeceHb 2019



cTopiHKa 101

Oe pouinbHo, KoxeH "X" mae 6yt onucaHuii okpemo. Mpote, obnactb 6e3nepepBHUX
3annuwkis "X" abo mMHoXMHa 3aauwkis "X", posnogineHa B NOCNiAOBHOCTI, mMoxe 6yTu
CNiNbHO onMcaHa 3a gonomoroto Katoya ¢yHKuii "VARIANT" 3 BUKOPUCTAHHAM CUHTAKCUCy
"x..y" B AKOCTi geckpunTtopa nokanisauji, ae "x" 1a "y" — N0/IOKEHHA NEPLIOro Ta 0CTaHHbLOro
3anmwkis "X"; Ta Keanidikatopa "NOTE" 3i 3HaueHHAM "X MoxKe OyTn Oyab-AKowO

amiHoKucnoTor".

BKNtoYeHHs byab-AKMX 404aTKOBUX NOCNIA0BHOCTEN, HEOBXiAHUX ANa onucy iHpopmauii abo
dbopmMynn BUHAxoAy, HACTINHO PEKOMEHAYETbCA, AK OyN0 3a3HayeHo Yy BCTyni A0 LbOro
[OKYMEHTa.

OnAa HaBegeHoOro BMLWE MPUKAALY HACTIMHO PEKOMEHAYETbCA BKAKOUYUTU HACTyMHi Tpwu
OOAATKOBI MOCNIQOBHOCTI A0 nepeniky NOCNiAOBHOCTEM, KOXHA 3 AKMX MAE BJIAaCHUM
ineHTUdIKaLiMnHMA HOMep NOCNILOBHOCTI:

GLPVRIC (SEQ ID NO: 66)
GLPTRIC (SEQ ID NO: 67)
GLPDRIC (SEQ ID NO: 68)

NONEPEAMEHHA. T[lepeBarkHe npeacTaBNeHHA NOCAIAOBHOCTI, 3a3HAYeHOi BULLE,
CNpPAMOBAHEe Ha HAJAHHA Nepeniky MOoCNiAOBHOCTEM Ha AaTy NOAAHHA NATEHTHOI 3aABKMW.
Take came NogaHHA MOe OyTM HENPUUHATHUM LWOAO0 Mepesiky NocnigoBHOCTEN, AKMMN
HaAa€TbCA NiCNA AaTU NOAAHHA NATEHTHOI 3aABKM, OCKI/IbKM HEODXiAHO BMPILNTU, YN MOXKe
HagaHa iHpopmauia byTn posrnaHyta BIB ana goaaHHA 06'eKTy A0 NMEPBMHHO NOAAHOrO
onucy.

BianosigHi naparpadum crangapty BOIB ST.26: 7(b), 26, 27 Ta 93(a)
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Mapaepag 93(b) - BapiaHmHa nocaidosHicms, W0 PO3KPUBAEMbCA AUUWE 30 00TOMO20H
MOCU/IGHHA HA NMNep8uUHHY MOCMAIO0B8HICMb 3 KiTbKOMA 830EMO3AAEHHUMU 8apiaHMamMu

MNpuknap 93(b)-1: MpeacTaBneHHA OKpeMMUX BapiaHTHUX NOCNIJOBHOCTEN 3 KilbKoma
B3aEMO3a/Ie}KHUMU BapiaHTaMu

MaTeHTHa 3aABKa ONMUCYE HACTYNHY KOHCEHCYCHY NOCNIA0BHICTb:
cgaatgnicccactacgaatgn,cacgaatgnscccaca
Ae nj, Ny Ta N3 MOXYTb byTH a, t, g abo c.
KinbKa BapiaHTHMX NOCNiAOBHOCTEN PO3KPMBAOTLCA HACTYMHUM YNHOM:
AKWo n; €a, Ton2Tan3et, gabog;
AKWo n; et,Ton2tan3 ea, gabog;
AKWo n; eg, Ton2tan3 et, aabo;
AKWo n; ec,Ton2Tan3 et, gabo a.

MuTtaHHAa 1: Y1 BUmarae ctaHgapt BOIB ST.26 BKAoueHHA nocnigoBHOCTi (-ei)?
TAK

MocnipoBHiCTb Mae bGinbwe fgecatM nepepaxoBaHux Ta 'cneuudiyHo BU3HaAYeHUX"
HyKneoTuais i BignosigHo Ao naparpady 7(a) ctaHaapTty BOIB ST.26 mae 6yTu BKAOYEHa A0
nepeniky NocnigoBHOCTEN.

MuTtaHHAa 3: K cnig npeacTaBAATUM NOCAIAZ0BHICTb (-HOCTI) y nepeniky nocnigoBHoCTe!?

MNepepaxoBaHa NOCAIAOBHICTb MICTUTb Ginblle aecaTn cneumdivHO BU3IHAYEHUX HYKNEOTUAIB
Ta Tpbox "n" 3aanwkis. CtaHgapT BOIB ST.26 BUMarae BKAKYEHHA PO3KPUTOI NepepaxoBaHoi
NOCNiJOBHOCTI i, AKWO 6araTo3HayHU CUMBOJI € [AOPEYHMM, CNif BUKOPUCTOBYBATU
HaMbinbW 0bMeXKyBa/IbHUN CMMBOJI. Y LbOMY NPUKAAAI N1, N Ta N3 MOXKYTb byTH a, t, g abo
¢, Tomy "n" € HanbinbWw obmexKyBanbHUM BaratosHauyHMUM cumBosom. OTXHe, NOCANIAOBHICTb,
AKa NOBMHHA ByTK BKAOYEHA A0 Nepeniky NoCNig0BHOCTEMN:

cgaatgncccactacgaatgncacgaatgncccaca (SEQ ID NO: 69)

MepepaxoBaHa NOCAIAOBHICTb MICTUTb BapiaHTU B TPbOX Pi3HUX SIOKANi3aLifAX i BAHWKHEHHA
Bapiauin € B3aemo3aneXHMM. AK 3a3HaA4YeHO y BCTYMi A0 LbOro AOKYMEHTA, HACTIMHO
PEKOMEHAYETbCA BKAKOYEHHA [04ATKOBMX MOCANIAOBHOCTEN, WO NPEACTaBAATb A0AATKOBI
BapiaHTW 3A4iMCHEHHSA, AKI € KAIOYOBOK YaCTUHOW BMHaxody. Tomy, 3rigHO 3 naparpadom
93(b) cTranpapTy BOIB ST.26, A0AaTKOBI BapiaHTU 34iCHEHHA MOBWHHI OYTWM BKJIOYEHI A0
nepesniky nocnigoBHOCTEM fIK YOTUPU OKPEMi MOCNIAOBHOCTI, KOXHa 3 SIKMUX MA€E BAACHUMN
ineHTndiKauinH1iM Homep NocNiA0BHOCTI:
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cgaatgacccactacgaatgbcacgaatgbcccaca (SEQ ID NO: 70)
cgaatgtcccactacgaatgvcacgaatgveccaca (SEQ ID NO: 71)
cgaatggcccactacgaatghcacgaatghcccaca (SEQ ID NO: 72)
cgaatgccccactacgaatgdcacgaatgdcccaca (SEQ ID NO: 73)

(3ayBarkTe, Wo b =1, g, aboc;v=a,gaboc;h=t,aaboc;id=t, gabo a; aus. Tabnmusa 1
Posginy 1 foaaTtky |)

BignosiaHo go naparpady 15 craHgapty BOIB ST.26, Halibinbw obmerKyBasbHUIA CUMBON
NOBMHEH BWKOPWUCTOBYBATUCb ANA MNO3HAYEHHA 3MIHHMX NonoXeHb. OTXe, n2 i n3 He

NOBWHHI BYTM NOo3Ha4yeHi AK "'n" y nocnigoBHOCTI.

NONEPEAMXEHHA. T[lepeBarkHe npeacTaBNeHHA NOCAIAOBHOCTI, 3a3HAYeHOi BULLE,
CNpAMOBAHEe Ha HagaHHA nepeniky NocnigoBHOCTEM HA [aTy NOAAHHA MATEHTHOI 3anABKWU.
Take came MNogaHHA MOXKe O6yTM HENPUMHATHUM LWOAO Nepeniky NoCNiA0BHOCTEN, AKWUIMA
Ha[a€EeTbCA NicnsA 4aTW NOA4aHHA NAaTEHTHOI 3aABKMU, OCKIZIbKM HEOOXiAHO BMPILUTUY, YN MOXKE
HafgaHa iHbopmauia 6yt posrnaHyTa BIB gna goaaHHA 06'eKTy 4O NepBMHHO NOAAHOro
onucy.

BianosigHi naparpa¢um crangapty BOIB ST.26: 7(a), 15 Ta 93(b)

[AonosHeHHA go AoaaTky VI HaBegeHo gani]
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