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BCTYN

Y uybomy CraHAapTi ogHWUM i3 3aBAaHb BM3HAYeHO: "HagaTV 3aABHMKAM MOMIMBICTb CKAACTU
€ANHNIN Nepenik NOCNiLOBHOCTEN Yy NATEHTHIN 3aaBLi, NPUAHATHUIN ANA Linei AK MiXKHapPO4HMX,
TaK i HauioHanbHMx abo perioHanbHUX npoueayp"”. MeTa uboro KepiBHOro AOKYMeEHTa -
3abe3neyvyeHHss MOXKAMBOCTI B3aEMOPO3YMIHHA Ta [OOMOBNEHOCTI AAA BCiX 3aABHUKIB Ta
BigomcTB iHTenekTyanbHoi BnacHocTi (BIB) cTocoBHO BMMOr WOAO BK/AOYEHHS Ta
npeAcTaB/IEHHS ONUCY NOCNIAOBHICTEN, TAKUM YNHOM, W06 gocart metn CTaHZapTy.

Lleit KepiBHWIA [OOKYMEHT CKAadaeTbca 3i BCTyny, MNpUKNady iHAEKcy, npuKnaais onucy
NOCNiAOBHOCTI, a TaKOX [AOMOBHEHHS, WO MICTUTb nepenik nocnigosHocten y dopmati XML Ta
nocnigosBHOCTI 3 NpuKNaais. Lleit BCTyNn NOSICHIOE NeBHi MOHATTA Ta TEPMIHOMOTiI0, BUKOPUCTaHI B
pewTi 4YaCTUHWM UbOro AOKYMeHTa. [puKnaau inocTpytoTb BMMOMM KOHKPETHUX naparpadis
CTaHAapTy i KOXKEH NPUKAag nosHayeHo Halibinbl BigNOBIAHMM HOMepoMm ab3auy. Jeski npuKkaaam
AEeTanbHO iNOCTPYIOTL iHWI naparpadu, a BiANOBIAHI NepexpecHi NOCMAAHHA BKA3yHTbCA B KiHL
KOXHOro NpuKnagy. B iHAeKci BKa3aHO HOMEpU CTOPIHOK A1 NPUKAAZiB Ta ByAb-AKUX 3a3HaUYEHUX
nepexpecHMx nocuaaHb. KoXKHa NOCNifoBHICTL B MPMKAAAi, AKa NOBMHA abo moxke 6yTU BKIOYEHA
00 nepesiiky NocnifoBHOCTEN, i AKIA NPUCBOEHO iaeHTUIKaLiMHKIA HoMmep nochigosBHocTi (SEQ ID
NO) i BinobparkeHa y popmati XML y JlonoBHEHHi A0 LbOro AOKYMEHTA.

Ona KoxHOro npuknagy byab-aKka NosicHOBabHa iHGOpMaLia, NpeacTaB/eHa 3 NOCNIA0BHICTHO,
NOBWHHA PO3rAa4aTUCA AK NOBHMI onuc iHbopmaLii woao uUiei nocnigoBHocTi. HagaHi Bignosiai
cTocytoTbea Anue iHdopmalii, 6esnocepeaHbo NpeacTaBAEHOI B NPUKAaAI.

PekomeHpauii, HaBegeHi B LbOMY [AOKYMEHTI, CNPAMOBAHI Ha MigroTOBKY nepesiky
nocnigoBHocTel ANA HafdaHHA Ha [ATy NOAAHHA NATEHTHOI 3aABKW. [liaroToBKa nepeniky
nocnigoBHOCTEM ANA HadaHHA NicnA AaTM NOAAHHA NAaTEHTHOI 3aABKWM NOBMHHA BPaxOBYBaTH,
4Yn MoXKe HagaHa iHpopmauia 6yTn posrnaHyTa BIB, ana aogaHHA Lboro 06’eKTy A0 NEePBUHHO
nogaHoro onucy. Tomy LiZIKOM MOX/MBO, WO pekomMeHaauii, HaBedeHi B LbOMY OOKYMEHTI,
MOXYTb HEe 3acTOCOBYBaTUCS A0 Mepesniky NOCNAiA0OBHOCTEN, HagaHMX nNicns AaTU NOAAHHSA
NaTEeHTHOI 3aABKMW.
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MiozomosKa nepeniky nocnidogHocmed

MiaroToBKa nepeniky NocnifA0BHOCTEN A0 NATEHTHOI 3aABKM BMMAra€e po3rnaay HacTynHUX
NUTaHb:

1. Yn Bumarae naparpa¢ 7 ctangapty BOIB ST.26 BKAHOUYEHHA NEBHOI PO3KPUTOI NOCAIZOBHOCTI?

2. Y no03BONEHO BKAKOYEHHA NOCNIA0BHOCTI cTaHaapTom BOIB ST.26, AKWO BKAOYEHHA NeBHOI
PO3KPUTOi MOCNIAOBHOCTI HE BUMAra€eTbCA?

3. AKMM YMHOM UA MOCNIAOBHICTL byae npeacTaBAeHa B Nepeniky nocaifoBHOCTEN, AKLLO
BK/IIOYEHHA NeBHOI PO3KPUTOI NOCNILOBHOCTI BUMaraeTbca abo A03BONAETLCA cTaHAapTom BOIB
ST.267

CTOCOBHO MepLUOro NUTaHHA, naparpad 7 ctaHgapTty BOIB ST.26 (3 neBHMMKU O0BMEXKEHHAMMN)
BMMAra€ BK/IOYEHHS NOCNIA0BHOCTI, ONMCAHOI B NATEHTHIM 3aABL,j, WAAXOM nepepaxyBaHHA ii
3a/MWIKIB, A€ nNOCNigOBHICTb MiCTUTb AecAaTb abo binbwe cneundiyHo BU3HAUYEHUX
HyKneoTnais abo 4oTnpu um Hinble cneundiyHo BUSHAUYEHUX aMiHOKUC/IOT.

CToCcOBHO Apyroro 3anuTaHHA, naparpad 8 craHaapTty BOIB ST.26 3a60poHsE€ BKAOYEHHA byab-
AKMX NOCNIJOBHOCTEN, WO MICTATb MeHWe AecATU cneuudiyHO BM3HAYeHUX HykneoTugis abo
YOTMPbOX cneundiyHO BUSHAYEHUX aMiIHOKUC/IOT.

Ona Bignosigi Ha Ui ABa MNWTaHHA HeobXigHe 4iTKE PO3YMIHHA NOHATb "NpeacTaBAEHHSA
3annwkis" i "cneundivyHo BU3HaYeHUX".

CTOCOBHO TPETbOro NUTAHHA, LEN AOKYMEHT MICTUTb ONMUC NOCAIAOBHOCTEN, AKI AEMOHCTPYHOTb
Pi3HOMAaHITHI cueHapii pa3om 3 NOBHMM OBroBOPEHHSIM NepeBaXKHUX 3acobiB NpeacTaBAeHHA
KOXHOI nocnigoBHoOCTi abo, AKWO NOCNIAOBHICTL MICTUTb AeKifbKa BapiaHTiB - "HaubinbLu
OXOMJIIOIYO0I NocAigoBHOCTI" BignoBiAHO A0 uUboro cTaHAApPTy. OCKIIbBKM  HEMOMKIUBO
BifpearyBaTu Ha BCi MMOBIpHi cueHapii NOCcAiA0BHOCTI, Lel KepiBHUN AOKYMEHT HamMara€eTbCca
BMKNACTW MOACHEHHA NigxoAy A0 KOXHOro NpuKaagy Ta cnocoby, A0 AKOro 3aCTOCOBYHOTLCA
NONOXKeHHs cTaHgapty BOIB ST.26, TakMm 4mHOM, WOO6 OAHAKOBI MNOACHEHHA MOFAM
3aCTOCOBYBATUCA [0 iHLIMX CLEHAPITB NOC/NiAOBHOCTEN, AKi HE HaBeAEHi B MPUKIa.

MepepaxyBaHHS 3a/JULLKIB

Y naparpadi 3(c) ctaHgapty BOIB ST.26 "nepenik 3anvwwKiB" BM3HAYEHO AK PO3KPUTTS
NOCNiAOBHOCTI B MATEHTHIM 3adABLi LWASXOM Nepeniky no nopsiaKy KOMKHOMo 3anuLlKy
nocnigosHocTi, aAe (i) 3anMWOK NpeacTaBAEHUI HA3BOK, CKOPOYEHHAM, CMMBOJOM abo
CTPYKTypotO; abo (ii) KiNbKa 3anuLLKIB npeacTaBneHi ckopoyeHow dopmysoto. MocnigoBHicTb
NOBUHHA OYTM PO3KPUTA B MATEHTHIM 3asBUi WANAXOM '"nepeniky 3anuWwKiB" 3a Aonomorow
CTaHAAPTHUX CUMBOAIB, AKi € CUMBOIAMWN HYKNEOTUAiB, BUKNageHnMmun B Tabauui 1 Posginy 1
HOopatky | ctaHgapTy BOIB ST.26 (Hanpuknag, CUMBOIM HUMKHBOTO PericTpy abo ix eKBiBaneHTn
BEPXHbOTO periCprl) Ta CUMBOJIM aMiHOKUCNOT, BUKNadeHi B Tabauui 3 Po3ainy 3 Joaatky |
cTaHgapTy BOIB ST.26 (TO6TO CMMBO/IM BEPXHbLOrO perictpy abo iX eKBiBaN€HTU HUMKHbLOIO

perictpy ). CUMBON, KPiM THX, LLLO BUKNAAEHI B UMx Tabanusax, € "HecTaHgapTHUMK" .

MocnigoBHICTb iHOAI PO3KPMBAETbCA HebaxKaHMm cnocobom wnaxom "nepepaxyBaHHA
3a/IMWKIB", BUKOPUCTOBYIOYM CTaHAAPTHI CKOpoYeHHA abo noBHi Ha3BuM (Ha BiAMIHY Bif
CTaHAAPTHUX CMMBOJIIB), K 3a3HaA4YeHO HWMKYe B Tabauuyax A Ta B, cTaHOapTHi CMMBOAWU 4K
CKOPOYEHHSA, L0 BMKOPUCTOBYIOTbCA HECTaHAAPTHUM CMOCOH6OM, HeCTaHAAPTHI CMMBOAMU UM
CKOPOYEHHS, XiMmiuHi popmynn/cTpykTypu abo ckopodeHi popmynn. HeobxigHo 3BepHyTH yBary
Ha Te, wWob po3KpUTTA nocnifoBHOCTEN BigbyBanoca y HaxkaHOMy NOPAAKY; OAHAK, AKLLO
NOCNiAOBHOCTI PO3KPUBAOTLCA HebaxkaHMm crnocobom, 3BEpPHEHHA [0 PO3KPUTOI B OMMWUCI
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NoCcNigoBHOCTI MoXe ByTU HeobXiAHMM Ans BU3HAYEeHHS 3HayeHHA HebarkaHoro cumBony abo
CKOPOYEHHS.

AKWO BMKOPUCTOBYETLCA CTAHAAPTHUIN CMMBOA ab0O CKOPOYEHHA, NOBUHHO BYTWM NPUIMHATO A0
yBarm MNOACHEHHA MNOCNIAOBHOCTI B PO3KPUTTI ANA  NiATBEPAKEHHA, WO CUMBOA
BMKOPUCTOBYETbCA  CTAHAAPTHMM  cnocobom. B  iHWOMYy BMMNAAKy, AKWO CUMBON
BMKOPUCTOBYETLCA HECTAHAAPTHMM CNOCOHBOM, HEODXIAHO BU3HAYUTU PO3'ACHEHHSA, Y4 BUMArae
naparpad 7 ctaHgapTy BOIB ST.26 BKAtOYEHHA 4O Nepeniky NocnifoBHOCTEN, Y naparpad 8
3a60pOHAE TaKe BKNOYEHHA.

AKLLO HecTaHAAPTHUIM CMMBON abo CKOPOYEHHS PO3KPMBAETLCA AK E€KBiBaZIEHT CTaHAAPTHOrO
cumBosly abo ckopouyeHHa (Hanpuknag,"Zi1" o3Havae "A"), abo neBHOI NOCANIAOBHOCTI

CTaHAaPTHUX cMmBoiB (Hanpuknag, "Z1" o3Hayae "agga"), To NOCNIAOBHICTb TAYMAYnUTbCA TaK,
Hibn BoHa Byna po3KpMTa 33 AONOMOIOH EKBIBAaNIEHTHOrO CTaHAAPTHOrO (-Mx) cumBony( -iB) abo
CKOPOYEHHS (-b), WOO BU3HAUNTK, UM naparpad 7 ctaHgapTty BOIB ST.26 BMMarae BKAOYEHHSA
[0 nepeniky nocnigosHocTer, Yn naparpad 8 3a6OPOHAE BKAOYEHHA. AKWO HECTaHOAPTHUM
CMMBOJ/1 HYKNEOTUAY BMKOPUCTOBYETLCA AK BaraTo3HauyHUM cMmBOA (Hanpuknag, X1 = iHO3UH
abo nceBAOYpPUAMH), ane He € eKBIBASIEHTOM OAHOrO 3i CTaHAAPTHMX B6araTo3HAYHMX CUMOAIB B
Posgini 1, Tabaunui 1 (to61o "m", "r", "w", "s", "y", "k", "v", "h", "d", "b", abo "n"), To 3annwWOK
iHTEPNPEeTYETbCA AK 3anMWwokK "n", wob BM3HAUYUTKU, YM BMUMaArae naparpad 7 ctaHgapTy BOIB
ST.26 BKAOYEHHSA NOCAIAOBHOCTI 40 Nepeniky NocaigoBHOCTEN, UM Naparpad 8 ctaHaapTy ST.26

3a60pOHF|€ BK/IIOYEHHA.  AHANOTIYHO, AKLWO HeCTaHAapTHMﬁ CMMBON  aMiHOKUCNOTH

BUKOPUCTOBYETLCA AK BaraTto3HayHuii cumeon (Hanpuknag, "Z1" osnavae "A", "G", "S" abo "T"),
afie He € eKBiBaNIEHTOM O4HOrO 3i CTaHAAPTHMX baraTo3Ha4YHMX cumBoAiB B Po3aini 3, Tabauui 3
(TobTo, B, Z, J, abo X), TOoAi 3aNULWIOK iHTEPNPETYETbCA AK 3anMwoK "X" ana BU3HAYEHHA, UM
BUMarae naparpad® 7 craHgapTy BOIB ST.26 BKAWOYEHHA MNOCAILAOBHOCTI A0 nNepeniky
nocnigosHocTtel, un naparpad 8 ctaHgapty BOIB ST.26 3a60poHAE TaKe BKALOYEHHA.

! MPUMITKA. Xo4ya onuc 3asiBKM MOXKe NPeacTaBAAaTM HyKneoTuan abo aMiHOKMC/IOTU 3 CUMBONAMU HUMKHBOTO
perictpy abo BepxHbOro pericTpy, A/1a MOCNIAOBHOCTI, BKAHOYEHOI A0 nepeniky NocnigoBHOCTEN, MOBWHHI
BMKOPWUCTOBYBATUCb /iMWIE Masi NiTepu ANsA NpeacTaBieHHA HYKAeoTUaHoi nocnigosHocTi (guB. naparpa¢ 13
cTaHgapTy BOIB ST.26), a ana npeActaBAeHHA aMiHOKMCIOTHOT NOCNIAOBHOCTI MOBUHHI BUKOPUCTOBYBATUCH nLLIE
BeNMKi niTepu (ame. naparpa¢ 26 ctaHgapTy BOIB ST.26)

CneundiyHO BU3HAYEHI

MNaparpad 3 (k) craHgapty BOIB ST.26 BM3Hauyae: "cneuudiyHO BU3HAUYEHUMN" - Oyab-AKUA
HYKNeoTua, BiAMIHHWIA Bif, TUX, WO NpeacTas/ieHi cumBosiom "n" Ta Byab-sika amiHOKMCNOTa,
BiAMiHHA Big, TUX, WO npeacrasneHi cumsonom "X", nepenivyeri y Jopatky I, ae "n" ta "X"
BUKOPUCTOBYIOTbCA CTaHAAPTHMM crnocobom, Kk onucaHo B Po3aini 1, Tabauui 1 (tobto "a abo ¢
abo g abo t/u; "HeBigomuii" abo "iHwKi") Ta B Po3aini 3, Tabauui 3 (tobTo A abo R abo N abo D
abo C abo Q abo E abo G abo H abo | abo L abo K abo M abo F abo P abo O abo S abo U abo T
abo W abo Y abo V "HeBigomuin" abo "iHwmin"), BignosigHO. 3a3HauyeHHA BMLLE CTOCOBHO
CTaHAAPTHUX cMmBONiB abo HecTaHAAPTHUX CMMBONIB abO CKOpPOYEHHA Ta iX 3acToCyBaHHA
CTaHAAPTHUM abo HecTaHAAPTHMM cnocobom byae BpaxoByBaTUCA ANA BU3HAYEHHSA TOTO, UM €
HyKneotng abo amiHokucnota "cneundiyHo BU3HaYeHUM (-o10)".

Halnbinbll oxonatorya NOCNiA0BHICTb

AKWO noCNifOBHICTb, AKa BigMOBiAAaE BMMOram naparpada 7, PO3KPUBAETLCA LUJAAXOM
nepepaxyBaHHA il 3a/MLWLKIB B 3aABL,i MLIE OAMH pa3, ane No-pisHOMY OMNMUCYETLCA B AEKINbKOX
BapiaHTax 34iiCHEHHA, HanpuKnag, B ogHomy BapiaHTi "X" B 0aHiN abo AekinbKox noKanisauiax
MOXKe byTn Bbyab-AKOI aMiHOKMUCAOTO, afie B iHWKMX BapiaHTax 3aincHeHHA "X" morke bytu
e obmMeXKeHOo KinbKicTio amiHokucnoT, ctaHgapT BOIB ST.26 BMMarae BKAOYEHHA [0
nepeniky NocnigoBHocTel Anwe oAHIiel NOCNiAOBHOCTI, AKa 6y/na nepepaxoBaHa ii 3a1MLWKaMm.
BignosiaHo ao naparpadis 15 Ta 27, AKLWO TaKa NOCNIA0BHICTb MICTUTb AeKi/ibKa 6araTo3HaYHUX
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n_n

cumsonis "n" abo "X", 10 "n" abo "X" TaymaumTtbca AK Oyab-AKMKA  HyKkneoTua abo
aMiHOKMCNOTa, BigMoOBiAHO, 3a BIACYTHOCTI [A0AaTKOBOro nosiCHeEHHA. OTxe, €AuHa
NoCANiAOBHICTb, AKY NOTPIGHO BKAOYUTK, - LLe onmncaHa binbll 0Xonaoo4a NocNiAoBHICTb. binbLu
OXOM/II0KYA NOCAIAOBHICTD - Ue OAWMHWYHA TMOCANIAOBHICTb, 3 BapiaHTaMM 3a/MLLKIB,
npeactaBieHMMn  6inbll  obmMerKyBasibHMMKM  BaraTtosHaYHMMKM  CUMBOIAMM, AKI  MICTATb
HaMbinblW pPO3KPUTI BapiaHTU 34ilCHeHHA. [lpoTe BKAKOYEHHA [A04ATKOBMX chneundivyHmx
NocnigoBHOCTEN HOCMIUHO PEKOMEHAYETLCA, A€ Le AOLINbHO, HAaNPUKNAA, AKi NPeacTaBAAOTb
OOAATKOBI BapiaHTU 34JMCHEHHA, fAKi € K/OYOBOK YacTUHOK BUHAxody. BKAHOYeHHA
A04ATKOBMX MOCAIAOBHOCTEN [03BONAE 3A4IMCHUTM bBinblWw peTenbHUMM MNOWYK Ta nybaivyHO
noBiAOMNATM NPO 06’€EKT, LWOAO0 AKOro BUTPEOOBYETLCA NATEHT.

BukopucmaHHA 6a2amo3Ha4YHo20 CUMBOsY

MpaBuabHe BUKOPUCTaHHA Barato3HavyHoro cumsony "'n" B nepeniky nocnifoBHOCTEN

Cumson "n"

a. He NOBMHEH BMKOPWUCTOBYBATUCA A/1A NO3HAYEHHS HIYOro, KpiMm 04HOro HyK/eoTmay;
b. mae TaymaunTtUch AK byab-akuit i3 "a", "c", "g" abo "t/u", 3a BUHATKOM BMNAAKIB, KOU
BiH BUKOPUCTOBYETLCA 3 NOAA/bLIMM OMUCOM;

C. CI'Ii,CI| BUKOPUCTOBYBATU ANA NpencTtaBieHHA 6y,£|,b-ﬂKOFO 3 HAaCTYNMHUX HYKI'IeOTMAiB pasom
3 A04aTKOBUM ONMNCOM:

i. MogMdiKOBaHUI HYKNeoTUA, HanpwuKknag, MPUPOAHWUIN, CUHTETUYHMKA abo
HENPUPOAHWNI, AKUI HE MOoXKe ByTn NnpeacTaBneHn Byab-AKUM iHLIMM CUMBOIOM Y
Dopatry | (amB. Po3ain 1, Tabnnuga 1)

ii. "HeBigOMMIN" HYKNeoTHa, TOOTO HEBU3HAYEHUM, HEPO3KPUTUI abOo He
BCTAaHOB/EHWI;

iii. anypuHoBWi caiT; abo

d. moxe OyTM BMKOPUCTAHMN ONA NPeAcTaBAeHHA BapiaHTy MoOCNigoBHOCTI, TO6TO
n n

a/1IbTEPHATUBU, BUAANEHHA, BCTABKU abo 3amiHn, ge "'n" € 6inbw O6M€)‘KYBaI'IbHVIM
6araTo3HauYHUM CUMBOJIOM.

MpaBuabHe BUKOpPUCTaHHA barato3HavyHoro cumsoay "X" v nepeniky nocnigosHocTen

Cumson "X"

d. He TMOBMHEH BMKOPUCTOBYBATUCb AAA MO3HAYEHHA HIYOro I(HWOro, Kpim OAHi€El
aMiHOKUCNOTY;

b. Mae iHTepI'IpeTyBaTMCFI aK 6yﬂ|b'ﬂKMl\;] 3 "A", "R", anl, an’ “C", "Q", "E", "G", an’ |||u, e ,
"K", "M", "F“, "P", "O", "S”,"U", ||-|-||, "W", "Y' 360 "V", 33 BUHSATKOM BVII‘Ia,EI,KiB, KON BiH
BUKOPUCTOBYETLCA 3 AETA/ZIbHUM OMUCOM,

C. CNia, BUKOPUCTOBYBATU AN1A NPeACTaBNeHHA ByAb-AKOT 3 HACTYNHUX aMiHOKUCNOT Pa3om 3
HaCTYMHMM OMUCOM:
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i. mogndikoBaHa aMiHOKMCNOTa, HanpuKkaad, NPUPOAHA, CUHTETUYHA abo WTy4Ha,
WO He MoXe ByTu iHaKwe npeacTaBneHa byAb-AKUM iHWKMM cuMmBOAOM y JoaaTky |
(avs. Po3ain 3, Tabnunus 3);

ii. "HeBigoma" amiHOKMCNOTa, TOBTO HEBU3HAYEHa, HEPO3KPUTa abo
HeBCTaHOB/EHa; abo

d. moxe BMKOpPUCTOBYBATUCA ANA MPeACTaB/NeHHA BapiaHTy MoCAigoBHOCTI, TObTO
anbTepHaTMB, BUAANEHb, BCTaBOK abo 3amileHb, ge "X" € Haltbinbw obmerKyBasbHUM
6araTo3Ha4YHUM CUMBOJIOM.

Tabauys A - CmaHOGpmMHi cuM80su HyK1eomuois, CKOPOYeHHA ma Ha38u

Cumson CKOpoYeHHA HasBa HykneoTtnay
a afeHiH
C LUMTO3MH
g ryaHiH
t TMMIH y JHK
ypauun y PHK (t/u)
m aaboc
r aabog
w aabot/u
s cabog
y cabo t/u
k g abo t/u
v aabocabo g; He t/u
h aabocabot/u;Heg
d aabo gabot/u; He C
b c abo g abo t/u; He a
n a abo c abo g abo t/u;
"HeBigomuin" abo "iHWNIK"

Tabauys B— CmaHAapmHi cumeonu amiHOKUC/10m, CKOPOYeHHA ma Ha3eu

Cumson TpubyKBeHe CKOPOUEHHA Hassa amiHOKucnoTH

A Ala anaHiH

R Arg ApriHiH

N Asn acnaparin

D Asp acnapariHoBa KMCAoTa
(acnaprar)

C Cys uncTeiH

E Glu rnytTamiHoBa KucnoTa
(rnytamar)

Q Gln rN0TaMiH

G Gly rNiuMH

H His rictnanH

I lle isonenymH

L Leu NenymH

K Lys Ni3uH

M Met METIOHIH

F Phe deHinanaHix

P Pro nponiH
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0] Pyl nipponisvH

S Ser CepUH

U Sec ceNleHouMCTeIH

T Thr TPEOHiH

W Trp TpuntodaH

Y Tyr TUPO3MUH

Vv Val BaNiH

B Asx acnapariHoBa Kucaorta
abo acnapariH

Z Glx rnytamiH abo rnytamiHosa
KMcnoTa

J Xle NenuymH abo isoneunH

X Xaa A abo R abo N abo D abo

Cabo Qabo E abo G abo
HabolabolLaboKaboM
abo Fabo Pabo O abo S
abo U abo T abo W abo Y

abo V, "HeBigoma" abo
"iHLL'a"
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IHOEKC MPUKNALIB
CropiHKa
Naparpad 3(a) — Bu3HayeHHA "amiHoKucnora"

MPUKNALA 3(2)-1: D-QMIHOKUCIIOTH .cuuereennerennirrennerenneerenserennerenssessnsesssssessnsssssssessnssessassssnsesssnnens 22

Mpuknadu 3 nepexpecHUM NOCUNAHHAM

Mpuknag 29-1: Haibinbw obmerkyBanbHMM baraTo3HayHUM cumBon Ana  "iHwoi
AMIHOKMCIIOTM cuuiiieeeieititiieeeeeeeeettttseseseeeeeeataaa e aaeeeeeeatesuaa e aeeeesnatssaaaseseeeneessnnnasssesesnnsssnnnaseeees 76

Mpuknag 30-1: Kntod GyHKLIT "CARBODHYD" ......ooiiieeee ettt e 78

Naparpad 3(c) — BusHayeHHsA "nepenik 3anuwikKis"
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MPUKNAON

Mapaepagp 3(a) BuszHayeHHA "amiHoKucnoma"
Npuknag 3(a)-1: D-amiHOKKcnOTH
MaTeHTHa 3aABKa ONWUCYE HACTYMHY NOCNIAOBHICTb:
Cyclo (D-Ala-D-Glu-Lys-Nle-Gly-D-Met-D-Nle)
MutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 Bk/AOYEHHA NocnigoBHocTi(ein)?

TAK

Maparpad 3(a) craHgapty BOIB ST.26 BM3Hayae "amiHOKMCNOTY" AK TaKy, WO MicTutb "D-
aMiHOKMCNOTK" Ta aMiHOKMCNOTH, WO MIcTATb MoaMdiKoBaHi abo CUHTETUYHI BiYHi naHutorun.
BuxopgAum 3 UbOro BUM3HAYEHHSA, NepepaxoBaHUit NenTug MIiCTUTb N'ATb aMiHOKUCAOT, AKi €
cneumnoiyHo Bu3HayeHumu (D-Ala, D-Glu, Lys, Gly, D-Met). Tomy, BignosigHo Ao naparpacdy
7(b) ctaHaapTy BOIB ST.26, nocnigoBHicTb mae byTu BKAOYEHA A0 Nepeniky NocnigoBHOCTEN.

MuTaHHAa 3: AK cnig npeacTaBAATUM NOCAIAOBHICTb ( -HOCTI) y nepeniky nocnigoBHocTen?

Maparpad 29 Bumarag, wob D-amiHOoKMcioTM OynM npeactaBneHi Yy MNOCAIAOBHOCTI SK
BiAnoBiAHa HemoaudikoBaHa L-amiHOkucnota. Kpim Toro, 6yab-ska moaundikoBaHa
aMiHOKUCNOTA, fIKa He MoXe byTu npeacTaBaeHa byab-SKUM iHWKMM cumBonom y Tabaumui 3
Po3giny 3 logaTtky |, noBMHHa 6yt npeactaBneHa cumsoaom "X".

Y upbomy nNpuKNagi NOCNIAOBHICTb MIiCTUTb Tpu D-amiHOKMCNOTH, AKI MOXKyTb OyTn
npeacrtassieHi HemoandikoBaHow L-amiHokucnotow B Tabnuui 3 Posainy 3 HdoapaTky |,
oAHieto L-amiHokucnototo (Nle) i oaHieto D-amiHokucnototo (D-Nle), wo nosuHHa 6yTM
npeacrtassneHa cumsosom "X".

Maparpad 25 BKasye Ha Te, WO KON aMiHOKMCNOTHI NOCANiIAOBHOCTI € HACKPISHUMM i Kinbue
CKNAJAETLCA BUKNOYHO 3 aMiHOKMCAOTHUX 3a/MLLKIB, 3'€QHAHMX NEeNnTUAHUMKU 3B’A3KaMMK,
3aABHUK MNOBMHEH 06paTW aMiHOKMCNOTY B MONOXeHHI 3anuMwky Nel. BianosigHo,
NOCNiJOBHICTb MOXKe ByTK NpeacTaBieHa AK:

AEKXGMX (SEQ ID NO: 1)

260 iHWKMM cnocobom, 3 byAb-AKOIO iHLIOK aMiHOKMUC/IOTO Y NOC/iIA0BHOCTI B 1 NONOMXKEHHI
3annwky. Knrou ¢yHKUiT "SITE" Ta kKBanipikatop "NOTE" noBuHHI 6yTn BKasaHi Ana KoxHoi D-
AMIHOKMUCAOTU MOBHOK, HECKOPOYEHHOK Ha3BO D-aMiHOKMCNOTM B AKOCTI 3HAYEHHA
KBanidikaTopa, Hanpuknag, D-anaHiH i D-HopnehuunH. Kpim Toro, kntod ¢yHKuii "SITE" Ta
kBasidikatop "NOTE" nNOBMHHI MaTM CKOPOYEHHA L-HopnelumHy B AKOCTIi 3HaYeHHA
KBasnidikaTopa, T06To "Nle", Ak 3a3HauveHo B Tabauui 4 Po3ainy 4 Nopatky |. HapewrTi, Kntoy
¢dyHKuUji "REGION" Ta kBanidikaTtop "NOTE" matoTb 6yT1 HafaHi AnA NO3HaYeHHA Ki/bLEeBOro
nenTnay.

BianosigHi naparpa¢um 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 3a XiMIUHOIO CTPYKTYpPOIO

eH, CH, P
0 0 0 0 o}
/U\ NH NH NH
CH, NH NH NH/\”/ CH,
0] CH.3 0 \ 0 CH,
=\ cn,
NH -
/ I

( e,
\/ N'—{/ )

MuTtaHHA 1: Y BUMmarae ctaHgapt BOIB ST.26 BKAlOYEeHHA NocnigoBHOCTI (-eit)?

TAK

MepepaxoBaHmMin nentua, 306paxeHUM AK CTPYKTYpa, MICTUTb MNPUHAWMMHI  4YOTUPMU
cneundiyHO BM3HAYEHI aMiHOKMCAOTU. TOMYy MOCAIAOBHICTb MOBMHHA OyTWM BKAOYEHA A0
nepeniky NocnigoBHOCTEN.

MuTaHHAa 3: AK cnig npeacTaBAATM NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTein?
MocnipoBHICTb MOXKe BYTU NpeacTaB/ieHa AK:

VAFXGK (SEQ ID NO: 2)

-NH

NH

ne "X" npeacrasnse "iHwy" moandikoBaHy amiHOKUCNOTY: , AKa BMMAarae Kaw4 OyHKU;ji
"SITE" pa3om 3 kBanipikatopom "NOTE". Keanipikatop "NOTE" Hapae noBHY, HECKOPOYEHY
Ha3By MmoandikoBaHoro TpunTodaHy B NONOXKEHHI 4 nepepaxoBaHOro NenTuay, HaNpPuUKNaa,
"6-amiHo-7-(1H-iHaon-3-in)-5-0KkcorektaHoBa Kucnota". [ani A04aTKOBI KAwoudi  QYHKLIN
"SITE" Ta kBanidikatop "NOTE" HeobxigHi AnA nNo3HayeHHs aueTuntoBaHHA N-KiHUA Ta
meTuntoBaHHA C-KiHUA.

B iHWIOMY BMNaAKy, NOCNiAOBHICTb MOXKe ByTU NpeacTaB/eHa fK:
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VAFW (SEQ ID NO: 3)

Kntou o¢yHKuii "SITE" Ta kBanipikatop "NOTE" HeobxigHi AnA nosHavyeHHA moaudikaLii
TpunTodaHy B MONONKEHHI 4 nepeniyeHoro nenTuay i3 3HaYeHHAM: "C-KiHeub 3’€AHAHWIM
rnoTapanbaerigium moctom 3 gunentungom GK". Jani gogaTtkoBuit Katod ¢yHKuii "SITE" B
nonoxeHHi 1 Ta kBanidikatop "NOTE"HeobxigHi Ana no3HaYeHHA aueTuatoBaHHA N-KiHUA.

BianosigHi naparpa¢m craHgapty BOIB ST.26): 3(c), 7(b), 29, 30, Ta 31
Mpuknag 3(c)-2: CkopoueHa ¢popmyna ANA aMiHOKUCIOTHOI NOCNiAOBHOCTI
(G42)n

Oe G= [niymH, z = 6yab-AKa aMiHOKMCAOTa Ta 3MiHHA "n" MOXyTb ByTM Byab-AKMM LinUm
YUCIOM.

MuTtaHHA 1: Y BUMmarae craHgapt BOIB ST.26 BKAOYEHHA nocniaoBHoOCTi (-eid)?

TAK

n.n

Onuc nokasye, wo "n" moxe 6ytn "Oyab-akum UinMm yucaom"; oTKe, Halnbinb
OXOM/II0YMI BapiaHT 3aiiMcHeHHs "n" HeBu3HaveHuM. OckifbKK "n" HEBM3HAYEHUN, NenTua,
bopmynn He moxke ByTU PO3WMPEHNIN 40 NEBHOI AOBXKMHWN | TOMY NOBMHHA ByTW PO3rnAHyTa
Hepo3wupeHa ¢opmyna.

MepeniyeHnn nentug y Hepo3swupeHin dopmyni ("n" = 1) 3abesneuyye 4otTnpm cneundivyHo

n,n

BM3HA4YeHi aMiHOKUCNOTK, KOXHa 3 skux € Gly i cumson "z". 3asBmuan "Z" € cumBosiom
"rnytaminy abo raytamiHOBOI KMcnoTM"; oAHAK, NpuKNag BuM3Hadvae "z" ak "Oyab-aky
amiHokucnoty". BignosigHo ao ctaHaapty BOIB ST.26 amiHOKMCNOTaA, AKa He € cneundivyHo
BM3HauyeHot, npeactasnderbca "X". Ha migcrtaBi uboro aHanisy nepepaxoBaHwiA nentua,
To6T0 GGGGX, MICTUTD YOTUPM 3ANULLKK TNILUHY, AKI € NepepaxoBaHMMM Ta cneuymdiyHo
BM3HaYeHMMU. Takum umHom, naparpad 7(b) craHgapTy BOIB ST.26 BMMarae BKAOYEHHA

NocniaoBHOCTI A0 nepeniky NocNiJA0BHOCTEN.

MuTaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (HOCTI) y nepeniky nocnigoBHOCTE?

MocnigoBHICTb BUKOPUCTOBYE HECTAHAAPTHUIA cumBOA "z", BU3SHAYEHHA AKOro NOBMHHO ByTH
HafgaHo B onuci (Ous. Bctyn oo uboro AokymeHTa). Ockinbkuy "z" BU3HA4YaeTbcA AK bOyab-sAKa
aMiHOKUCNOTA, CTaHAAPTHUMA CMMBOA, WO BWKOPWUCTOBYETbCA ANA NPeACTaBNeHHA Uj€i
amiHokmncnotm € "X". OTXe, NOCNiAOBHICTb MOBMHHA OyTM npeacTaBreHa AK OJHa
NOCNiA0BHICTb:

GGGGX (SEQ ID NO: 4)

nepesBaxHoO aHoTOBaHa Kao4vem PpyHKuii "REGION", nokanizauis pyHKuii "&gt;5" (Bianosinae
>5), 3 KBanidikatopom "NOTE" 3i 3HaueHHAM "BcA MOCNiAOBHICTb aMiHOKMCNOT 1-5 moxke
noBTOptOBaTUCA 0AMH abo binbLue pasis".

BignosiaHo ao naparpady 27, "X" mae po3srnagatucs sk 6yap-akuit is cumsonis "A", "R", "N",
“p", "c", "Q", "e", "Gg", "H", "1", "L, "k", "m", "g", "p", "0", "s", "U", "1, "W", "¥Y" abo "V",
OKpiM BMMNaAKiB, KONU BiH BUKOPWUCTOBYETLCA i3 A0AATKOBUM ONMMCOM Yy Tabauui GyHKUin.
Tomy, Akwo cumson "X" NOBMHEH BWKOPWUCTOBYBATUCb AAA NpeacTaBneHHA "Oyab-AKoi
MIHORWC/IOTA , TOA] BIH M YTV ONNCaAVA 3 BUROPWCTAaHAAM RAto9a QyHRL T
kBanipikatopa "NOTE" 3i 3HaueHHAM "X moxe OyTm Oyab-aKkoto amiHoKucnotorw". [e
AouinbHO, KoxeH "X" mae 6yTn onmcaHuit okpemo. MpoTe, obnacTb 6e3nepepBHUX 3aNULLKIB
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"X" abo MmHO»KKHa 3aauwwkis "X", po3nogineHa B NOCNiA0BHOCTI, MOXe 6yTU CniNbHO onucaHa
3a gonomoroto Knoda PpyHKUii "VARIANT" 3 BMKOPUCTAHHAM CUHTaKcucy "X..y" B AKOCTI

nyn ne,n

fleckpunTopa NioKanisauii, ae "x" Ta "y" — NON0OKEHHA NepLIoro Ta 0OCTaHHbLOro 3anuwkis "X";
Ta KBanidikaTopa "NOTE" 3i 3HayeHHAM "X MoKe 6yTh Byab-AKO aMiHOKMCNOTO".

NONEPEAMEHHA. [lepesarkHe npeAacTaB/feHHA NOCAIAOBHOCTI, 3a3HayeHOl BuLle,
CNpAMOBaHe Ha HagaHHA Mepesiiky NOCNAiA0BHOCTEN Ha AaTy MOAAHHA MAaTEHTHOI 3aABKM.
Take came NOAAHHA MOXKe OyTU HenpUMHATHUM WOAO0 Nepeniky MNocnigoBHOCTEN, AKUMK
HaAA€ETbCA NicnA AaTW NOAAHHS NATEHTHOI 3aABKU, OCKIIbKM HEODXiAHO BUPILLINTK, YN MOXKe
HagaHa iHpopmauia 6yt posrnaHyTa BIB ana popaHHA o6'ekTy 40 NMepBMHHO NOAAHOrO
onucy.

BianosigHi naparpa¢m ctaHgapty BOIB ST.26: 3(c), 7(b) Ta 27

Mapaepagp 3(g) - BusHauyeHHA "HyKkneomuo"

Npuknag 3(g)-1: HykneotTuaHa nocniaoBHicTb, NepepBaHa cneiicepom C3
MaTeHTHa 3aABKa OMWUCYE TaKy NOCNIQOBHICTb:

atgcatgcatgcncggceatgcatge

Aae n = cneicep C3 3 HaCTYNHOK CTPYKTYpPOIO:

T o W ™

o f

MuTtaHHA 1: Y BUMmarae craHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eid)?
TAK

MNepepaxoBaHa NOCNiIAOBHICTb MICTUTb ABa CErMEHTM cneumndpiyHO BUIHAYEHUX HYKNEOTUAIB,
BiAOKpemneHux cnencepom C3.

Cneicep C3 He € HyKkneoTuaoM BignosiaHo Ao naparpady 3(g); ctaHaapTHUIA cumson "n'
BMKOPUCTOBYETbCA HECTaHAApPTHMM cnocobom (dus. Bctyn go uboro goKymeHTa). OTXe,
KOXXEH CErMeHT € OKPEeMO HYKNeOoTUAHOK nocnifaoBHICTIO. OCKINbKM KOXKEH CermeHT
MicTUTb Binbwe 10 cneundiyHO BU3HAYEHUX HYKNEOTUAIB, BOHWU MOBUHHI BYyTW BKKOYEHI A0
nepesniky nocnigoBHOCTEN.

MutaHHA 3: K caig npepcTaBAATM NOCNIAO0BHICTL (-HOCTI) y nepeniky nocnigoBHocTeid?

KoXeH cermeHT MOBMHEH OyTW BKAKOYEHWI [0 Nepeniky nocAifoBHOCTEM fAK OKpema
NOCANiAOBHICTb, KOXKHA 3 AKMX MA€ BAAaCHUM ineHTUdIKaLiMHMA HoOMep NOCNiAOBHOCTI:

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

LUMTO3NH y KOXHOMY CermeHTi, AKMM NpUEAHYEeTbCA Ao cnencepa C3, cnig Ao[aTKOBO
onucatn B Tabanui PyHKUiM BUKOpUCTOBYIOUM KAtod dyHKLiT "misc_feature" i kBanidikaTop
"note". 3HaueHHA KBanidikaTopa "note", Ake € "[OBINBHMM TeKCTOM", MA€E BKa3yBaTM Ha
HaABHICTb cnercepa, WO 3'€AHaHUI 3 iHLWOK HYKAEIHOBOK KUCAOTOW Ta igeHTUdiKyBaTh
cneicep abo 3a AONOMOro NOBHOI HECKOPOYEeHOi XimiyHOi Haseu, abo 3a gonomoroto
3aranbHOI HAa3BW, Hanpuknag cneicep C3.

BianosigHi naparpa¢m ctaHgapty BOIB ST.26: 3(g), 7(a) Ta 15

Mpuknag, 3(g)-2: HykneoTnaHa NOCNifOBHICTb 3 aIbTEPHATUBHUMM 3a/IULLKAMM, BKAIOUAIOUU
cneucep C3

MaTeHTHa 3asABKa ONUCYE TaKy NOCNIAOBHICTb:
atgcatgcatgcncggcatgcatgc

fen=c, a, gabo cneicep C3 3 HAaCTYNHO CTPYKTYPOIO:

-~

‘14‘,‘ '/_\\~v//"‘ \’

|

v‘v_r |:-

]

|

W

1
-

MuTtaHHA 1: Yu Bumarae craHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eid)?

TAK

Y nepeniky nocnifoBHOCTEN, WO MNepepuBaETbCA 3MiHHOW "n" mictutbea 24 cneuudiyHo
BM3Ha4yeHi 3anMWwkKK. MoTpibHO BpaxoByBaTW MOACHEHHA MOCAIAOBHOCTI B ONUCi AnAa Toro,
o6 BM3HAUMTK, YM "n" BUKOPUCTOBYETbCA CTaHAAPTHMM abo HecTaHZAPTHMM crocobom
(Qus. BcTyn o0 LbOro AOKYMEHTa).

Onuc nokasye, wWo n = ¢, a, g abo cnencep C3. "n" - Ue CTaHOAPTHUIA CUMBOJI, AKUM
BMKOPUCTOBYETbCA HECTAHAAPTHMM Cnocobom, OCKiNbKM BiH OMWUCYETbCA AK CMMBOJ, WO
MicTuTb cneiicep C3, AKMI He BIAMNOBIAAE BM3HAYeHHIO HyKaeotuay. Cumson "n" TaKox
OMUCYETLCA AK TakMi, wo mictutb "c", "a" abo "g"; Tomy ctaHgapTt BOIB ST.26 BMMmarae
BKAOYEHHA 25 HYKNeoTMAHOI NOoCcNiAoBHOCTI A0 nepeniky nocnigoBHocten. OCKiNbKM ABa
cermeHTH, po3aineHi cnecepom C3, € NocnigoBHOCTAMM, BiAMIHHUMM Big 25 HYKNeoTUAHOI
nocnigoBHOCTI, ABi 12 HYKNEOTUAHI NOCNIA0BHOCTI TAKOXK MOKYTb BYTN BKAKOYEHI.

MutaHHA 3: K caig npeacTaBAATM NOCNIAO0BHICTL (-HOCTI) y nepeniky nocnigoBHocTeid?

MpuKknag BKasye Ha Te, Wo "n =¢, a, g, abo cnelicep C3". AK 3a3Hayanoca suue, cneicep C3
He € HykneotTuaom. BianosigHo g0 naparpagy 15, cumsBon "n" He nNOBUHEH
BMKOPUCTOBYBATUCA ANA NMO3HAYEHHS HIYOro iHLWOro, OKpiM HyKneotuay; oTxe, cmmeon "n

He MoXe npeacTaBnaTu cnericep C3 B nepeniky NocnifLoBHOCTEN.

Y naparpa¢i 15 TaKoXK 3a3HAYaETbCA, WO, AKWO 6araTo3HaYHUIA CUMBON € AOPEYHUM, TOAj
cnif, BukopucToysatu binbw obmekyBanbHu cumson. Cumeson "v"' npepctasnne "a abo c
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abo g" BignosigHo Ao Tabauui 1 Po3ainy 1 JoaatKy |, AKMIA € Binblu 0OMeXKyBalbHUM, HiX
e

AKWo 3miHHA "n" B npuKknagi € ¢, a abo g, ToAi OAMHMYHA MOCANIAOBHICTb, HaBeaeHa il
3a/IMWKAMK, WO MICTUTb HaMbinbll PO3KPWUTI BapiaHTM 3AINCHEHHS, | TOMY € Hanbinblu
OXOM/OKYO0 nocaigoBHicTio (Ous. BcTyn 40 UbOro AOKYMEHTY), sfika MNOBWHHA 6yTu
BK/ILOYEHA [0 Nepeniky NocnifoBHOCTEN ABAAE coboto:

atgcatgcatgcveggeatgeatge (SEQ ID NO: 7)

HacTimHO peKoMeHAYETbCA BKAOYEHHA BYAb-AKMX A0AATKOBMX NOCAIAOBHOCTEN, HEOOXiAHNX
Ana onucy iHpopmauii abo nyHKTiIB opmMynn BUHaAxXoAy, AK 3a3HAYaN0CA Y BCTyNi A0 LbOro
AOKYMEHTa.

AKWo 3miHHa "n" y npuknagai € cneicepom C3, TO NOCNIAOBHICTb MOXKe PO3rn1aaaTmca SK 4Ba
OKpeMi cermeHTn cneundivHo BU3HAYEHUX HYKNEoTMAiB NO 06MABi CTOPOHM Big, 3MiHHOI "n",
To6TO, atgcatgcatge (SEQ ID NO: 8); i cggcatgcatge (SEQ ID NO: 9). AKuwo ue BaXknMBo Ans
onucy iHpopmauii abo npeTeHsii, To Ui ABi NOCNIAOBHOCTI TaKOXK MatoTb ByTM BKAIOYEHI [0
nepeniky NOCNiLA0BHOCTEN, KOXKHA 3 BAACHUM iaeHTUdIKALiIMHMM HOMEPOM NOCAIA0BHOCTI.

LMTO3MH Yy KOMKHOMY CErmeHTi, AKMA NpPUEAHYETbCA A0 cneicepa C3, cnig AoAaTKoBo
onucatn B Tabanui GyHKLIA BUKOpUCTOBYHOUM Katod dyHKLiM "misc_feature" i kBanidikaTop
"note". 3HauyeHHA KBanidikatopa "note", Ake € "OOBINbHMM TeKcTOM", MaE BKa3yBaTU Ha
HaABHICTb cnelicepa, AKUM 3'€AHAHMI 3 iHLWOK HYKNEIHOBO KUCNOTOW Ta iaeHTUdikyBaTH
cnericep 3a AOMOMOroK MOro NOBHOI HECKOPOYEHOI XiMiYHOI Ha3BM abo 3aranbHOi Has3Bw,
Hanpuknag, cnencep C3.

NONEPEAMEHHA. [lepeBaxHe npeacTaBAeHHA NOCAILOBHOCTI, 3a3Ha4eHOi BMLUe,
CNpPAMOBAHEe Ha HAJAHHA Mepeniky NocNigO0BHOCTEN Ha AATy NOAAHHA MATEHTHOI 3aABKMW.
Take came NoAaHHA MOXe OYyTM HENPUUHATHMM LWOA0 Nepeniky MocAigoBHOCTEN, AKUI
HaAa€TbCA NiCNA A4aTW NOAAHHA MATEHTHOI 3aABKWU, OCKIIbKM HEOBXiAHO BUPILLNTKY, YN MOXKe
HagaHa iHpopmauia 6yt po3rnaHyta BIB gna gogaHHAa 06'eKTy A0 NEPBMHHO MOAAHOrO
onucy.

BianosigHi naparpa¢m craHgapty BOIB ST.26: 3(g), 7(a) Ta 15

Mpuknag 3(g)-3: AnypuHoBwMii canT
MaTeHTHa 3asBKa OMWUCYE HACTYMNHY NOCAiIA0BHICTb:

gagcattgac-AP-taaggct
ae AP - ue anypuMHOBMI canT

MutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 BkaAoueHHA nocaigosHocTi (-ei)?

TAK

CneundiyHO BM3HAYEHi 3a/UWKU  NEepepaxoBaHOi  MNOCAIAOBHOCTI  MepepuBaloTbCA
anypuHOBMM caMToM. 5' KiHeub anypuMHOBOro canTy cknagaetbcAa 3 10 Hykneotugis, a 3'
KiHeub anypmHOBOro CamTy cKnadaetbcs 3 7 Hykneotuais. Maparpad 3(g)(ii)(2) BusHauae
anypuHOBUI CcalT AK "HykneoTua", AKWO BiH € YaCTUHOK HYKNEOTUAHOI MOCANiA0BHOCTI.
OT)Ke, anypuUHOBUI CANT B LibOMY NPUKNAAI PO3rNAAAETLCA AK "HYKNeoTuA" Ana BU3HAYEHHSA
TOro, YM NOCNIAOBHICTb NOBUHHA OYTU BKAKOYEHA Ta AKMM YMHOM MNOCAIAOBHICTb Ma€e 6yTu
BK/IOYEHA A0 nepeniky nocnigoBHocTel. BianoBigHO, 3a/UWIKM HA KOMXHOMY KiHLU
anypuHOBOrO CaWTy € YACTMHOK €AMHOrO nepeniky MnocnifoBHOCTEN, WO MicTUTb 18
HyKneoTuais 3arasiom, 17 3 akmx cneundiyHo BM3Ha4veHi. Tomy, BiANOBIAHO A0 naparpady
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7(a) craHgapty BOIB ST.26, nocnigoBHICTb MNOBMHHA OyTM BKAOYEHA [0 Mepeniky
nocnigoBHOCTEM AK OAMHMYHA NOCAIA0BHICTb.

MuTaHHA 3: IK noBMHHA 6yTM NpeacTaBAeHa NOCNI[OBHICTb Y Nepeniky NocnigoBHOCTEN?
MocnifoBHICTb NOBMHHA BYTU BKAOYEHA A0 Nepeniky NocnifoBHOCTEN AK:

gagcattgacntaaggct (SEQ ID NO: 10)

~onn

AnypuHOBUMI CaT NOBUHEH BYTN NpeacTaBaeHni "'n" i noBUHeH 6yTU AOAATKOBO ONUCAHUM B
Tabnuui OyHKUiN. BaxkaHuit cnocib6 TaymadeHHs — Kawd oyHKuin "modified_base" Ta
obos'askosuit KBanipikatop "mod_base" 3i 3HaueHHAM"OTHER". HeobxigHo BKAHOYUTK
KBanidikaTop "note", AKnit onncye moandikoBaHy OCHOBY AK aNypPUHOBWNIA CalAT.

BignosigHi naparpa¢m craHaapty BOIB ST.26: 3(g), 7(a) Ta 17

Mpuknag, 3(g)-4: AHanorn HyKNeiHOBUX KUCNOT
MaTeHTHa 3asBKa OMWUCYE HACTYMNHY NOCAIAOBHICTb riKoaeBoi HyKNeiHoBOi Knucnotn (GNA):
POy - tagttcattgactaaggctcccctgact—OH
Y AKiM niBMA KiHeLb NOCAiAOBHOCTI imiTye 5'-KiHeub nocnigosHocTi AHK.

MuTtaHHA 1: Yu Bumarae craHgapt BOIB ST.26 BKAOYEeHHA nocnigoBHocTi (-eid)?

TAK - OKpemi 3anuwWwkmn, AKi mictatb nocnigosHictb GNA, BBa*KalOTbCA HyKAeoTUAAMMU
BignosigHo ao naparpady 3(g)(i)(2) ctaHaapty BOIB ST.26. BianoBigHo, NocAifoBHICTb Ma€e
Ginbwe aecaTbox nepenideHux i "cneundiyHo BM3HAYeHUX" HYKNeOTMAiB i MOBUHHA ByTu
BK/ILOYEHA [0 Nepeniky NocnifLoBHOCTEN.

MuTaHHA 3: AK cnig npeacTaBAATM NOCAIAOBHICTL (-HOCTI) y Nnepeniky nocnigoBHocTen?

MNocnigosHocTi GNA He matoTb 5'-KiHUs Ta 3'-KiHUA, ane matoTb 3'-KiHeup i 2'-KiHeub. 3'-
KiHeub, AKMIA 3a3BMYal 3006paXKyETbCA AK TaKUM, WO MA€E TepMiHanbHy docdaTtHy rpyny,
Bignosigae 5'-kiHuto AHK abo PHK. (3ayBakTe, WO iHWIi aHanorM HyKNeiHOBUX KUCIOT
MOXyYTb BianosigatM 5'-kiHulo Ta 3'-kiHuo AHK i PHK, BignosigHo). BianosigHo Ao
naparpady 11, BoHa NoBMHHa GYTW BKAOYEHA A0 Nepeniky nocaigoBHocTen "y HanpamKy
3n1iBa HanpaBo, WO iMiTye HanNpAMOK BiA, 5'-KiHus go 3'-kiHua". Tomy BOHa NOBWHHA OyTU
BK/IIOYEHA A0 Nepeniky NocnigosHocTel fAK:

tagttcattgactaaggctccccattgact (SEQ ID NO: 11)

MocnigoBHiCTb NOBUHHA ByTK onmncaHa B Tabaumui GyHKLIN 3 3aCTOCYBaHHAM Katoua PyHKLUIT,
"modified_base" Ta o060B'a3koBoro kBanidikatopa "mod_base" 3i abpesiaTtypoto "OTHER".
Keanidikatop "note" noBuMHeH OyTM BKAKOYEHUIA [0 MNOBHOI HECKOPOYEHOI HasBuU
MoANGDIKOBaHMX HYKNEOTMAiIB, Takux AK "rnikonesi HykneiHosi kKucnotu" abo "2,3-
auvrigpokeunponinHykneosmngm". OauH enemeHT "INSDFeature” moxke BMKOPUCTOBYBATUCH
ana onucy Bciel nocnigosHocTi Ak GNA, akwo "INSDFeature_location" mae gianasoH "1..30".

BignosigHi naparpadum crangapty BOIB ST.26: 3(d), 3(g), 7(a), 11, 16, 18, 65 Ta 66

Mapaepag 3 (k) BusHaueHHA "cneyugiyHo susHayeHul"

Mpuknag 3(k)-1: baraTo3HauHi CMMBOIN HYKNeoTUAIB
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5'NNG KNG KNG K 3'

N Ta K asnstoTb coboto 6aratosHauHi kKoau IUPAC-IUB
MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoYeHHA NocniaoBHOCTI (-ei)?

HI

barato3sHauHi kogn IUPAC-IUB BignoBigatoTb nepeniky HyKneoTUuaHUX CUMBOIB, BUSHAYEHUX
y Tabnuui 1 Po3ainy 1 OoaaTtky |. BignosiaHo go naparpady 3(k), cneundiyHo BU3HaYeHUM
HYKNeoTUAO0M € byab-AKMIA HYKNEOTUA, BIAMIHHWUIA Big, TOro, WO npeacTaBaeHnn CMMBOIOM
"n", 3a3HaveHuni y Jogatky I. Tomy "K" Ta "G" € cneundiyHo BUSHAYEHUMUN HYKIEOTUAAMM, A
"N" He € cneuMdidyHO BU3HAYEHUM HYKIEOTUAOM.

MNepepaxoBaHa MOCAIAOBHICTb He Ma€ paecatu abo binbwe cneundiyHo BU3HAYEHUX
HyKneotuais, i Tomy naparpad 7(a) ctaHgapty BOIB ST.26 He BMMara€ BKJIOYEHHS A0
nepeniky NocnigoBHOCTEN.

MuTaHHA 2: Yu go3sonse ctaHaapT BOIB ST.26 BKOYEHHA NOCNIJ0BHOCTI (-eit)?

HI

BignosiaHo oo naparpady 8, "lMepenik nocnigoBHoOCTel HE MOBUMHEH BKAKOYATU XKOAHMX
NnocnigoBHOCTEN, WO MalTb MeHWe AecaAtM crneundiyHo BU3HAYEHUX HyKaeoTuais...".
MNepepaxoBaHa MOCAIAOBHICTb He MICTUTb aecAtTM abo 6inbwe cneundiyHO BU3HAYEHUX
HYKNeoTWAiB; OT)Ke, BOHA He NOBUHHA ByTK BKAOYEHA 40 Nepesniky NoCNif0BHOCTEMN.

BianosigHi naparpa¢m ctaHgapty BOIB ST.26: 3(k), 7(a), 8 Ta 13

Mpuknag 3(k)-2: barato3HauHUIA cMMmBOA "n", AKNIA BUKOPUCTOBYETLCA AAIK CTAaHAAPTHUM, TaK i
HecTaHAAPTHUM cnocobom

3anABKa onMUcye WTYy4YHY nocnigoBHicTb: 5'-AATGCCGGAN-3'. Onuc TaKoXK BCTAHOB/IHOE:

(i) B oOaHOMY BapiaHTi 3giicHeHHsA, N ABNsie cOOOLO ByAb-AKNIA HYKNEOoTUA;

(ii) B ogHOMY BapiaHTi 3aiicHeHHs, N € Heo60B A3KOBMM, asie NepeBa*kHO ABASAE CO60O
G;

(iii) B ogHOMY BapiaHTi 3ailicHeHHA, N aBnsae coboto K;

(iv) B ogHOMy BapiaHTi 3aicHeHHs, N sBnse coboto C.

MutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 BkaAouyeHHA nocnigosHocTi (-ei)?
Hi

Mepenik nocnigoBHocTel MicTUTb 9 cneumdivyHo BU3HaYeHUX Hykneotuais Ta "N". HeobxigHo
B3ATU A0 YyBarMm MNOACHEHHA MNOCNIAOBHOCTI B onuci Ana BW3HavyeHHA, unM cumson "N
BMKOPUCTOBYETLCA CTaHAAPTHUM cnocobom (Ous. BcTyn A0 LbOro 4OKYMeHTa).

Po3rnag onucaHux BapiaHTiB 3ailicHeHHA (i) - (iv) nepeniky nocnigoBHOCTEM MOKasye, WO
HaMbinbLW oxon/ioYUM BapiaHToM 3aincHeHHA "N" € "byab-aknit Hykneotna". Y HanbinbLw
OXOMN/II0YOMY BapiaHTi 3aiicHeHHsas "N" B nepesiky nocnifoBHOCTEN BUKOPUCTOBYETHLCA
CTaHAApPTHUM cnocobom.

Y peaknx BapiaHTax 3aiicHeHHA "N" onucaHo sk cneundiyHo BU3Ha4veHi 3aauwwku (TobTo "N
ABnAe coboto C" y yactuHi (iv)). OgHaK TiNbKM HaMbBiNbL OXONJIOKYUIA BapiaHT 34iMCHEHHA
(TobTo "N - 6yab-AKMiA HyKneoTua'") poO3rNAAaETbCA MPU  BU3HAYEHHI, YU MNOBWUHHA
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NocNigoBHICTb BYTM BKAKOYEHA A0 Nepeniky nocnigoBHocte. TakMM YMHOM, NepepaxoBaHa
NoCNiaoBHICTb, IKa NOBMHHA ByTH ouiHeHa, € 5'-AATGCCGGAN-3 .

Ha ocHoBi uboro aHanisy nepenik nocnigosHocten, T06To AATGCCGGAN, He micTUTb gecaTb
cneumdiyHo BM3HAYEHUX HyKneotuais. OTKe, naparpa¢ 7(a) ctaHaapTy BOIB ST.26 He
BMMara€ BK/KOYEHHA NOCMIA0BHOCTI A0 nepeniky NocnigoBHOCTEM, HE3BaXKaouKM Ha Te, WO B
AEeAKMX BapiaHTax 34iiCHEHHA "n" BM3HAYa€ETbCA TAKOXK AK cneundivyHi HyKneotTnau.

MutaHHA 2: Yn po3soase ctaHaapT BOIB ST.26 BkAOYeHHA nocnigoBHocTi (-ei)?
HI

MNocniposHicTb "AATGCCGGAN" He noBMHHa ByTK BKAOYEHA B Nepesik NocNiA0BHOCTEN.

MpoTe onucaHa anbTepHaTMBHA MOCNILOBHICTb MOXKe OyTW BKAOYEHA [0 nepeniky
nocnigosHocTen, AKWO "N" 3amiHeHO Ha cneundiyHO BU3HAYEHUIN HYKNEOTUA,

MuTaHHA 3: AK cnig npeAacTaBAATUM NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTen?

HacTililHO pekomeHAyeTbCA BKAOYEHHA MOCNIA0BHOCTEN, WO NpeAcTaBAAOTb BapiaHTU
34iMCHEeHHA, AKI € KNOYOBOK YaCTMHOK BMHaxoady. BKAOUEHHs UMX NocnigoBHOCTelM Aae
3MOry 34ilcHI0BaTK Ginbll peTesbHMI NowyK i nybniyHo nosigomnATM Npo 06’ekT, Wwoao
AKOTro BUTPEOOBYETLCA NATEHT.

Ons HaBepeHoro BuWe MPUKNAAy, HACTiMHO PEeKOMEHAYETbCA BKAYUTU A0 Nepeniky
NoCNigoOBHOCTEM HACTYMHI TPU A[043TKOBI MOCAILOBHOCTI, KOMHA 3 AKUX MAE BAACHWUI
ineHTUdiKauiMHMA HOMep NOCNiAOBHOCTI:

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

aatgccggac (SEQ ID NO: 14)

AKWO BKAKOYEHO MEHLLUE, HiX YyCi TpM BULLLE3a3HAYEHi MOCANIAOBHOCTI, HYKNEOTUA, AKUMN
3aMiHIOE "n", NOBMHEH OYTM PO3T/IyMayeHuin AN1A ONUCaHHA anbTepHaTuB. Hanpuknag, aKkuio
TiNbKM  BUWeE3a3HavyeHa nocnigosHicte SEQ ID NO: 12 BkawyeHa [0 nepeniky
nocnigosHocTel, To Koy GyHKLUii "misc_difference" 3 nokanisauiero ¢yHKUii "10" noBuHeH
BMKOPUCTOBYBATUCA pa3om 3 ABoMa KBanidikaTtopamu "replace"”, ae 3HauyeHHA Ana OAHOrO

n_n n_n

6yae "g", a ana apyroro "c".

NMONEPEAXEHHA. [lepeBarkHe npeacTaBAeHHA MOCAIAOBHOCTI, 3a3HaA4YeHOl  BULLUE,
CNpAMOBaHe Ha HagaHHA Mepesiiky NOCNiAOBHOCTEM HA AaTy NOAAHHA NATEHTHOI 3aABKW.
Take came NoAaHHA MoOXKe OyTU HEenpUUHATHUM WOAO0 Nepeniky MNocnigoBHOCTEN, AKUMK
Ha4A€ETbCA NicNA AaTU NOAaHHS NAaTEHTHOT 3aABKM, OCKi/IbKM HEODXiAHO BUPILLUTK, YN MOXKe
HagaHa iHpopmalia byTn posrnaHyTa BIB ans gopaHHA 06'ekTy A0 NEpBUMHHO MOAAHOrO
onucy.

BignosigHi naparpa¢um crangapty BOIB ST.26: 3(k), 7(a), 8 Ta 13

Npuknag 3(k)-3: barato3HauHWii cumBon "n", AKNIA BUKOPUCTOBYETbCA HECTAHAAPTHUM
cnocobom

B 3aaBLi onucaHa nocnigoBHicTb: 5'-aatgttggan-3'

e n aBnse coboto ¢
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MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoueHHA nocniaoBHOCTI (-ei)?

TAK

BignosiaHo po naparpady 3(k), "cneumdiyHo BM3HaAYeHMI" HykneotTua, € Oyab-AKMM
HYKNeoTUAOM, BiAMIHHMM Bif, TWUX, WO nNpeacTasBseHi cMmBosiom "n", AKUIA HaBedeHO B
Tabnuui 1 Posginy 1 Jopatky .

Y ubomMy npuknagi "n" BMKOPUCTOBYETbCA HECTAHAAPTHUM crnocobom Ana npeacTaBAeHHA
n_n

anwe "c". OnMcom He 3a3HayeHo, Wo "n" BMKOPUCTOBYETbCA CTaHAAPTHMM cnocobom Ans
no3HayeHHA "Oyab-AKOro Hykneotnay". TOMy NOCNIAOBHICTb NOBUHHA TAYMAUYMTUCA TaK, HIbK
€KBiBaJIEHTHUI CTaHAAPTHUIA cumBon, TobTo "c", ByB BUKOpPUCTaHWUI y nocaigosBHOCTI (dus.
Bctyn oo uboro AoKymeHTa). BignosigHo, nepeniyeHow MOCNiAOBHICTIO, AKY HeobxiaHo
PO3rNAHYTU E:

5'-aatgttggac-3'

LA nocnigoBHicTb Mae aecatb cneumdiyHO BU3HAYEHUX HYKNEOTMAiB | BiANOBIAHO 40
naparpady 7(a) ctraHaapty BOIB ST.26 mae 6yTn BKAKOYEHA A0 Nepeniky NocaigoBHOCTEN.

MuTaHHA 3: AK cnig npeacTaBAATUM NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTen?

MocnifoBHICTb NOBMHHA BYTKN BKAOYEHA A0 Nepeniky NocnigoBHOCTel AK: aatgttggac (SEQ ID
NO: 15)

BianosigHi naparpa¢um ctaHgapty BOIB ST.26: 3(k) Ta 7(a)

Mpuknag 3(k)-4: barato3HauHi cumBoan, okpim "n", € "cneyndiyHo BU3HaUeHUMMn"
MaTeHTHa 3aABKa ONWUCYE TaKy NOCNILOBHICTb:
5' NNG KNG KNG KAG VCR 3'
ae N, K, V ta R — 6arato3HauHi kogm IUPAC-IUB

MuTtaHHA 1: Y BUMmarae craHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eid)?

TAK

barato3HauyHi Kogn IUPAC-IUB BignoBigatoTb Nepeniky HYKNeoTMaHNX CUMBONIB, BU3HAYEHMX

y Tabnuui 1 Po3ainy 1 AopaTky |. BianosigHo go naparpady 3(k), "cneundiyHo BusHaveHnin"
HYKNeoTna, € 6yAb-AKUM HYKEOTUAOM, BiAMiIHHUM Bif, TUX, WO NpeAcTaB/eHi cumBosom "'n",
i HaBepgeHi y Tabauui 1 Po3giny 1 Oogatky |. Omxke, "K', "V" ta "R" € "cneuundiyHo
BU3HAYEHMMN" HYKNeoTMAaMM.

MocnigoBHICTb Ma€e ogMHaAUATbL nepeniyeHnx Ta "cneundiyHo BU3HAYEHUX" HYKNEOTUAIB, i
BignosigHo Ao naparpady 7(a) ctaHaapTty BOIB ST.26 noBMHHA 6YyTN BKAKOYEHA A0 Nepeniky
nocnigoBHOCTEMN.

MutaHHA 3: K chig npepcTaBAATU NOCNIAZ0BHICTb (-HOCTI) y nepeniky nocnigoBHocTei?

MocnigoBHICTb NOBMHHA BYTM BKAOYEHA A0 Nepeniky Nocnif0BHOCTEN AK:

nngkngkngkagvcr (SEQ ID NO: 16)
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BignosigHi naparpa¢m craHaapty BOIB ST.26: 3(k), 7(a) Ta 15

Npuknag 3(k)-5: barato3HauHe cKOpoueHHA "Xaa" BUKOPUCTOBYETLCA HECTAaHZAPTHUM crnocobom
MaTeHTHa 3asBKa OMNWUCYE TaKy NOCNIAOBHICTb:
Xaa-Tyr-Glu-Xaa-Xaa-Xaa-Leu

[e Xaa y nonoxeHHi 1 € 6yab-aKoo aMiHOKMCNOTOW, Xaa y NoNoXKeHHi 4 asnae coboto Lys,
Xaa y nonoxeHHi 5 aBnse coboto Gly Ta Xaa y nonoxkeHHi 6 ABnsae coboto nenumH abo
isonenumnH.

MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoYeHHA NocniaoBHOCTI (-ei)?

TAK

MepeniveHnn y dopmyni nentng MictTuTb Tpu cneundiyHo BU3HAYEHI aMiHOKMCNOTU Y
nonoxeHHax 2, 3 i 7. MNepwa amiHOKUCAOTa npeacTaBaeHa CTaHAAPTHUM CKOPOYEHHAM,
To6TO Xaa, WO npeacTaBase OyAb-AKY amiHokucaoTy. OgHak 4yeTBepTa, N'ATa Ta LIOCTA
aMiHOKMCNOTM  NpeAcTaBieHi  CTAaHAAPTHUM  CKOPOYEHHAM, fAKe  BUKOPUCTOBYETHLCA
HecTaHgapTHMM cnocobom (dus. Bctyn [0 uboro AokymeHTa). ToMy BPaxOBYETbCA
NMOSICHEHHA MOCAIAOBHOCTI B ONUCI ANA HaAaHHA BU3HayeHHA "Xaa" B UMX MONOXKEHHSX.
Ockinbku "Xaa" B nonoKeHHsAX 4-6 BKA3yeTbCA AK cneymdiyHa amiHOKUCNOTa, NOCNiIAOBHICTb
NOBMHHA TIYMAYMUTUCA TaK, HIOM B NOCNiIAO0BHOCTI 6yNM BUKOPUCTaHI €KBiIBAaNEHTHI CTaHA4APTHI
CKOpOYeHHs, TobTo Lys, Gly i (Leu abo lle). OTxKe, NocniA0BHICTb MiCTUTb YOoTUpPK abo binble
cneundiyHO  BU3HAYEHMX aAMIHOKMCNOT | MOBMHHA OyTM BKAKOYEHA [0 nNepeniky
nocnigoBHOCTEMN, K Toro Bumarae naparpad 7(b) ctranaapty BOIB ST.26.

MuTaHHAa 3: AK cnig npeacTaBAATM NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTein?

MocnigoBHICTb BMKOPUCTOBYE CTaHAAPTHE CKOpo4YeHHA "Xaa" HecTaHaapTHMUM cnocobom.
Tomy, ana TOro, wob Aatv BUHaYeHHA '"Xaa" y nonoxeHwHsx 4, 5 T1a 6, HeobxigHo
BPaxoBYyBaTW MOSICHEHHS MOC/iIAOBHOCTI B onuci. lMoscHeHHA BM3Ha4vae "Xaa" fAK Ni3uH y
NMONOXEHHI 4, TNiUMH Yy NONOXEeHHI 5 Ta nelunH abo i30nelunH y NONOXKEeHHi 6.
CraHgapTHMMM CUMBOMAMM  ANA UMX aMiHOKMcnoT €, BignosigHo, K, G i J. Tomy
NocnigoBHICTb NOBUHHA BYTM NpeAcTaB/ieHa B Nepesliky NocnigoBHOCTeN AK:

XYEKGIL (SEQ ID NO: 17)

BianosigHo ao naparpady 27, "X" mae posrnagatuca ak byap-akuit i3 cumsonis "A", "R", "N",
"p", "c", "Q", "E", "Gg", "H", "I", "L", "K", "™m", "F", "P", "O", "s", "U", "T", "W", "Y" abo "V",
OKpiM BMNaAKiB, KON BiH BUKOPUCTOBYETHCA i3 AOAATKOBMM OMUCOM Y Tabnuui QyHKLUINA.
Tomy, saKkwo cumson "X" MOBMHEH BUKOPUCTOBYBATUCb AN NpeAcTaBAeHHsA "byab-sikoi
amiHoKkuncnotn", Toai BiH Mmae 6yTn onncaHuit 3 BUKOpUCTaHHAM Katoda dyHKuii "VARIANT" Ta
kBasidikaTopa "NOTE" 3i 3HaueHHAM "X MOrKe ByTH ByAb-sIKOK aMiHOKMC/IOTOD".

Jde pouinbHo, KoxeH "X" mae b6yTm onucaHuit okpemo. MpoTe, obnactb H6e3nepepBHUX
3annuwkiB "X" abo mMHOXMHa 3anuwkis "X", posnogineHa B MNOCNiAOBHOCTI, MOXe 6yTu
cninbHO onucaHa 3a gonomoroto Kntoda GyHKuii "VARIANT" 3 BUKOPUCTAaHHAM CUHTaKCUCy

nyn nen

"x..y" B AKOCTi AeckpunTopa Nokanisauii, ge "x" 1a "y" — N0N0XKEHHN NepLoro Ta 0CTaHHbLOTO
sannuwkiBs "X"; Ta KBanidpikatopa "NOTE" 3i 3HaueHHAM "X moxke 6yTn 6yab-aKoiwo
amiHoKucnoTor".

BignosigHi naparpa¢m cranaapty BOIB ST.26: 3(k), 7(b), 26 Ta 27
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Mapaepag 7(a) - HykneomuodHi nocnidosHocmi, AKi He0bXxiOHO 3a3Ha4Yamu 8
nepeniky nocnioogHocmeli

Mpuknag 7(a)-1: Po3rany»XeHa HYK1eoTUAHA NOCNiAOBHICTb

B onuci po3KpMBAETLCA HACTYNHA PO3rasy»KeHa HyYK1eoTUaAHa NoCcNiA0BHICTb:

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

oo

S

)

X.0)dS

VYV VYV VYV YV YVYVYVYVYVYVYOVOVO(0==) O)d
VY VY YYYVYVYVYVYVYVYVYVYVYOVONI(0=) 0
“VOVVOOVIOLOVIOOLOLYODOVIVOVIHO=X.0M

¢

4
¢
"

£ VVYYV VY VY YV Y VYV VYV YV VY YYYOYOVO(0

o o
Cerment E
Cerment B Cerment C Cerment D

ae "pnp" € 38'A3KOM ab0 MOHOMEpPOM, WO Ma€E PyHKLiOHaNbHICTb BpomaueTUNaMiHY;

3'-CA(pnp)CACACA(pnp)CACACA(pnp)CACACACA-(5')NH—C(=0)CH> 3' € cermeHTOM
A; SP(O_)(=O)CACACAAAAAAAAAAAAAAAAAAAAAAAAA 3'ecermeHtamn B, CiD; i
SP(O )(= O)CACATAGGCATCTCCTAGTGCAGGAAGA 3' € cermeHToMm E.

MuTtaHHA 1: Y BUMmarae ctraHgapt BOIB ST.26 BKAlOYEeHHA nocnigoBHOCTI (-eid)?

TAK - 4oTupu BepTMKanbHi cermeHTM B-E noBMHHI OyTWM BKAKOYEHI A0 nNepeniky
nocnifoBHocTen

HI - ropn3oHTanbHUIA cerMeHT A He NMOBUHEH OYTU BKIOYEHMI A0 Nepeniky nocaigoBHOCTEN

HaBegeHa oirypa € npuKNagom po3ranyKeHoi nocnigoBHOCTI HYKAEIHOBOI KMCAOTU
"KombiHoBaHOro TMNy", WO MICTUTb N'ATb MiHIMHNUX CEFMEHTIB: FOPU3OHTANbHUIN CErMeHT A i
4OTMPU BEPTUKANbHI cermeHTn B-E.

BignosiaHo 4o naparpady 7(a), ANiHiHI  obnacTi  poO3ranyKeHux HYKNeOoTUAHUX
NocNigoBHOCTEN, WO MICTATb AecATb abo binblie cneundiyHo BU3HAYEHUX HYKIEOTUAiB, B
AKMX CYMIXKHI HYKNeoTUAM NOEAHYIOTbCA Y HanpsamKy Big 3'- Ao 5'-KiHUA, NOBUHHI 6yTU
BK/IKOYEHI A0 Nepeniky NocnigoBHOCTEN.

YotTupu BepTUKanbHi cermeHT B-E mictaTb noHag pecAtb cneuyudiyHO BU3HAYEHMUX
HYKNEOTUAIB, B AKMX CYMIXKHI HYKNeoTuamM no'€aHyoTbCA y HanpAamKy Big 3'- ao 5'-KiHug, i
TOMY KOXXHa MOCAiA0BHICTb NOBUHHA ByTK BKAKOYEHA A0 Nepeniky NocNig0BHOCTEN.

rpyaeHs 2020



CTOpiHKa 33

Y ropu3oHTasIbHOMY cermeHTi A JNiHiMHI 06nacTi HyKNeoTMAHOI NOCNiIJOBHOCTI 3B'A3aHi
HEHYKNEOTUAHNUM KOMMNOHEHTOM "pnp" i KOXHa 3 UMX 3B'A3aHUX NiHIMHUX obnacTelt MicTUTb
MeHLWe Aecatu cneumdiyHo BM3HAYEHMX HyKneoTuaiB. Tomy, OCKiNbKM KogHa obnacTb
cermeHTa A He MicTUTb fgecaTb abo binbwe cneundiyHO BM3HAYEHMX HYKNEOTUAIB, Ae
CYMiXHi HYKNeotTuau MOEAHYOTbCA Yy HanpsmKy Big 3'- go 5'-kiHuA, BignosigHo A0
naparpady 7(a) craHaapty BOIB ST.26, BOHM He € 0OOB'A3KOBMMM AR BKAKOYEHHS A0
nepeniky NocnigoBHOCTEN.

MutaHHA 2: Yn po3soase ctaHaapT BOIB ST.26 BkAOYeHHA nocnigoBHocTi (-ei)?

HI

BignosiaHo oo naparpady 8, "lMepenik nocnigoBHoOcTe He MOBMHEH BKAKYATU XKOOHMUX
NMOCNiA0BHOCTEM 3 MEHLL HiXK AecATbMa cneumdiyHo BUSHAYEHUMM HYKNeoTUaAaMM ... "

MoaHa obnactb cermeHTa A He MicTUTb gecatb abo bGinble cneundiyHo BU3HAYEHUX
HYKNEOTUAIB, B AKUX CYMiXHi HYKNEeOTUAN NOEAHYIOTbCA Y HanpsamKy Big 3'- go 5'-KiHusA;
OT)Ke, BOHa He MNOBMHHa OYyTM BKAOYEHA [0 nepeniky MoCcAiAOBHOCTEN SK OKpema
NMoCANiAOBHICTb 3 il BNaCHMM igeHTUdiKaLinHMM HOMEepPOoM NOCiAOBHOCTI.

OpHak cermeHTn B, C, D Ta E MmoXyTb OyTM aHOTOBAHI, WO6 BKas3aTW, WO BOHW 3B'A3aHi 3
cermeHTom A.

MuTaHHA 3: K cnig npeacTaBAATM NOCNIAOBHICTb (-HOCTI) y Nnepeniky nocnigosHocTen?

CermeHTn B, C Ta D iAeHTMYHI | NOBMHHI BYTU BKAKOYEHI A0 mepeniky nocnigoBHoOCTEN AK
O4Ha NOCNiAOBHICTb:

cacacaaaaaaaaaaaaaaaaaaaaaaaaaa (SEQID NO: 18)

Mepwwnin "c" B NOCAIAOBHOCTI Cflif, 40AATKOBO OMMUCATM AK MOAMGDIKOBAHMA HYKNeoTuA,
BUKOpUCTOBYtoUM Koy  PyHKuii "Misc_feature" i kBanipikatop "note" 3i 3HauyeHHAM,
Hanpuknag: "UAa nocnigoBHiCTb € OAHIEID 3  YOTUMPLOX T[iNIOK  PO3rajly’KeHoro
noniHykneotnay".

CermeHT E NOBMHEH BYTN BKAKOYEHUI 0 Nepeniky NOCNiAOBHOCTEN AK OAHA NOCAIAOBHICTb:

cacataggcatctcctagtgcaggaaga. (SEQ ID NO: 19)

n_n

Mepwwnin "c" B nocnigoBHOCTI cnig AOAATKOBO onMCATM SIK MOAMGDIKOBAHMN HYKNeoTua,
BUKOPUCTOBYIOUYM Katod GyHKLIT "misc_feature" i kBanidikaTop "note" 3i 3HaueHHAM,

Hanpuknaa: "LAa nocnifoBHICTb € OAHIEID 3 YOTUPBLOX FiIOK PO3raNy»KEHOro
noniHykneotnay".

BignosigHi naparpadum crangapty BOIB ST.26: 7(a), 8, 11, 13 1a 17

Mpuknag 7(a)-2: NiniliHa HyKNeoTUAHa NOCNIA0BHICTb, LLO Ma€E BTOPUHHY CTPYKTYPY
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MaTeHTHa 3aABKa ONMUCYE HAaCTYMHY NOCNIAOBHICTb:

.
A
c
c
5 A
G=C
C—G
G—C
G=—U
A—U
U—A
Ue—A
o u aacac®Va
cuccA 111l e
CUGUG, C
P R P v
GAGC v
GgA G A
c—G G
c—G
A=U
G—C
A—w
c A
U U
G AA

e W asnnae coboto nceBaoypuanH.
MuTtaHHA 1: Y BUMmarae ctaHgapt BOIB ST.26 BKAIOYEHHA NOCNiAOBHOCTI (-eit)?

TAK

HykneoTmgHa nOCNIAOBHICTE MIiCTUTb 73 nepepaxoBaHux i cneumdiyHo BU3HAYEHUX
HyKneoTngn. TakMm YMHOM, NpUKNag mae aecatb abo b6inbwe "cneundiyHo BU3HAYEHUX"
HyKneotuais, i, AK Toro Bumarae naparpad¢ 7(a) ctaHgapty BOIB ST.26, noBuHHa 6yTu
BK/ILOYEHA [0 Nepeniky NocnifLoBHOCTEN.

MuTaHHA 3: K cnig npeacTaBAATM NOCAIAOBHICTL (-HOCTI) y nepeniky nocnigosHocTen?

3 onucy Bunameae, Wwo "W" € ekBiBaneHTOM ncesaoypuanHY. EAVHNI CTaHAAPTHUNA CUMBOJI,
O MOXKe ByTM BUKOPUCTAaHMI A5 NO3HAYEHHA NCEBAOYPUANHY ABAsE coboto "n"; oTxke, "W"
- e CTaHAAPTHUI CMMBO, AKUN BUKOPUCTOBYETLCA AN MO3HAYEHHA CTaHAAPTHOrO CUMBOJY
"n" (Ous. Bctyn Ao uboro AOKymeHTa). BignosiaHo, NOCNiAOBHICTb MOBMHHA TAYMAYnTUCA AK

TaKa, Wo Mae€ ABa cumeoan "'n' 3amictb ABox cumeonis "W".

n.n

Cumson "u" He NOBMHEH BMKOPWUCTOBYBATUCA ANA MO3HAYEHHA ypauuay B monekyni PHK y
nepeniky nocnigosHoctel. BianosigHo go naparpady 14, cumson "t" 6yae Taymaumtuca ak

ypauun B PHK. MocnifgoBHICTb NOBMHHA oyTH BKOYEHA AK:
gcggatttagctcagetgggagagegecagactgaatanctggagtectgtgtnegatccacagaattcgcacca (SEQ ID NO:
20)

3HayeHHAM o06o0B'A3KkoBoro Keasidikatopa "mol_type" o6oB'A3koBoro Kawoda GyHKU;i
"source" € "tRNA". lonatkoBa iHpopMaLlia MoXKe HaJaBaTUCA 3a A0MNOMOTOI0 Katoda PyHKLT
"tRNA" Ta 6yab-akum (-1) BignosigHum (-u) KBanipikatopom (-amu).

n.n

3annwKku "'n" NoBUHHI ByTM A0AaTKOBO onucaHi B Tabauui PpyHKLUiM BUKOPUCTOBYIOYN K/THOY
n n

¢oyHKuii "modified_base" i 060B'askoBuit kBanidikatop "mod_base" 3i ckopoueHHAm "p" gna
nceBAOYPUAMHY K 3HAYEHHA KBanidikaTopa (ame. Tabaunua 2 oaatky |).

BignosigHi naparpa¢m craHaapty BOIB ST.26: 7(a), 11, 13, 14, 17, 62, 84 Ta Po3ginn 21a 5
HopaaTtky |, Kntoy oyHKL,ii 5.43
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Npuknag 7(a)-3: baraTo3Ha4yHi CUMBOIM HYKNEOTUAIB, L0 BUKOPUCTOBYIOTbCA HECTAH4APTHUM
cnocobom

MaTeHTHa 3aABKa ONMUCYE TaKy NOCAILOBHICTb:

5' GATC-MDR-MDR-MDR-MDR-GTAC 3'

MNMoAcHeHHA MNocnigoBHOCTI B onuci gani BKasye Ha Te, wo "DR Element" cknapgaertbca 3
nocnigosHocTi 5' ATCAGCCAT 3'. MyTtaHTHUIA DR Element, abo MDR, € enemeHTom DR, B
AKoMy cepegHi 5 Hykneotnais, CAGCC, mytoBaHi go TTTTT".

MutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 BkAoueHHA nocnigosHocTi (-ei)?

TAK

MNepepaxoBaHa nNOCNiAOBHICTb BUMKOopuUcToBye cumBos "MDR". AKWo He3posymino, um
CMMBO/I, LLO BWMKOPMUCTOBYETbCA B NOCAIAOBHOCTI, MPU3HAYEHUIA AIK CTaHOAPTHUMA CMMBOAN,
TO6TO CMMBOJI, 3a3HaYyeHUn y Tabaumui 3 Po3ainy 3 [loaatky |, UM sK HeCTaHAAPTHUIA CUMBOA,
ONA HaZlaHHA BUM3HAYeHHA HeobXiZHO BpaxoByBaTW MOSACHEHHA MOCAiIA0BHOCTI B onuci (ous.
Bctyn #o uporo AoKymeHTa). 3rigHo 3 Tabauueto 3, "MDR" MOXKHa TAyMauuTu AK Tpu
CTaHAApTHI cumBonn (m=aaboc,d=aabogabot/ u, r=gabo a)abo K abpesiaTypy, AKa
€ CKOPOYEHUM MO3HAYEHHAM iHLIOT CTPYKTYPMU.

3 onucy sunaueaeg, wo enemeHt MDR eksiBaneHTHuM 5' ATTTTTTAT 3'. Nlitepn "MDR"
BBaKalOTbCA CTaHAAPTHUMM CUMBOJIAMM, LLLO BUKOPUCTOBYHOTLCA HECTAaHAAPTHUM crocobom;
OTXKe, MOCNiIAOBHICTb MOBUHHA T/IYMaunTUCL Tak, HibW BoHa byna onucaHa 3a A0MNOMOrow
€KBiBaJIEHTHUX CTAaHZAPHMX CMMBOAIB. BignoBigHO, nepepaxoBaHa MNOCANIAOBHICTb, fAKa
PO3rnAfaEeTbCA ANA BKAOYEHHA A0 Nepeniky NnocnigoBHOCTEN, ABNsAE coboto:

5'GATC ATTTTTTAT ATTTTTTAT ATTTTTTAT ATTTTTTAT GTAC 3'

MNepepaxoBaHa NocAiA0BHICTb Ma€ 44 cneundiyHO BU3SHAYEHUX HYKNEOTUAM i, BignoBiaHO A0
naparpady 7(a) craHpapty BOIB ST.26, noBMHHa OyTM BKAOYEHA [0 nepeniky
NnocnigoBHOCTEN.

MuTaHHAa 3: AK cnig npeacTaBAATM NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTein?
MocnipoBHiCTb NOBMHHA BYTM BKAOYEHA 40 NepPeniKy NocNig0BHOCTEN AK:

gatcattttttatattttatattattttatattttttatgtac (SEQ ID NO: 21)

BignosigHi naparpa¢gm craHaapty BOIB 26: 7(a) Ta 13

MNpuknag 7(a)-4: baraTo3HauyHi CUMBO/IN HYKJIEOTUAIB, LW,0 BUKOPUCTOBYIOTbCA HECTAaHO4APTHUM
cnocobom

MaTeHTHa 3aABKa OMUCYE TaKy NOCIA0BHICTb:
5' ATTC-N-N-N-N-GTAC 3'

MNMoAcHeHHA NocnigoBHOCTI B onuci BKa3sye Ha Te, wo "N" cknagaeTbca 3 NOCAiA0BHOCTI 5'
ATACGCACT 3".

MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoueHHA NocniaoBHOCTI (-ei)?
TAK
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MepepaxoBaHa nocnigoBHicTb BuKopuctoBye cumeon "N". TMoTpibHO BpaxosyBaTH
NOSAICHEHHA MOC/AIA0BHOCTI B onuci ana Toro, wob Bu3Haunth, um "N" BUKOPUCTOBYETLCA
CTaHAapPTHUM abo HecTaHAapPTHUM cnocobom (Ous. BcTyn A0 LbOro AOKyMeHTa).

3 onucy BunamBae, wo "N" eKkBiBaneHTHa 5' cTaHAapPTHUM CMMBOAOM, O BUKOPUCTOBYETLCA
NOCNIAOBHICTb MOBMHHA TAYMAYUTUCSA K HIOM eKBiBaI@eHTHUX CTaHAAPTHUX CUMBOIB:
ATACGCACT 3'. Takum umHom, "N" € HecTaHgapTHUM cnocobom. BignosigHo, BoHa 6yna
onucaHa 3a A0NOMOroH

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

MNepepaxoBaHa NOCAIAOBHICTb Ma€ 44 cneundiyHO BUSHAYEHUX HYKNEOTUAM i, BigNoBigHO A0
naparpady 7(a) craHpapty BOIB ST.26, noBuMHHa 6yTM BKAOYEHA [0 nepeniky
nocnigoBHocTen.

MuTaHHA 3: AK cnig npeacTaBAATUM NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTen?
MocnigoBHICTb NOBMHHA OYTW BK/IIOYEHA A0 NEPENiKY NOCNiIA0BHOCTEN SK:

attcatacgcactatacgcactatacgcactatacgcactgtac (SEQ ID NO: 22)

BianosigHi naparpa¢um ctaHgapty BOIB ST.26: 7(a) Ta 13

MNpuknag 7(a)-5: HectaHgapTHi CUMBOAU HYKNIEOTUAB
MaTeHTHA 3aABKa ONUCYE HAaCTYMHY NOCNIAOBHICTb:
5' GATC-B-B-B-B-GTAC 3'

MoAcHeHHA NOCNigOBHOCTI B ONUCI Aani BKasye Ha Te, wo "B" cknagaerbes 3 nocnigosHocTi 5'
ATACGCACT 3.

MuTtaHHA 1: Y BUMmarae craHgapT BOIB ST.26 BKAlOYeHHA nocnigaoBHOCTI (-eid)?

TAK

MNepepaxoBaHa MOCNIAOBHICTb BUMKOPUCTOBYE HecTaHAapTHui cumson "B". MoTpibHo
BPaxoBYyBaTW MOSACHEHHA MOCNiA0BHOCTI B onuci Ana Toro, Wwob aaty BusHaveHHs "B" (dus.
BcTyn 40 UbOro 4OKYMEHTa).

3 onucy Bunameae, wo "B" € eksiBaneHTHoto 5' ATACGCACT 3'. Takum uymHom, "B" €
HeCTaHAAPTHUM CMMBOJIOM, KM BUKOPUCTOBYETbCA AN MO3HAYEHHS MOCAiAOBHOCTI, WO
CKNagaetTbca 3 AeB'aTM crneundiyHo BM3HAYEHUX CTAHAAPTHMUX CUMMBOAIB. BignosigHo,
NOCNIAOBHICTb MOBWMHHA TAYMAuYMTUCA TaK, Hibn BoHa 6yna onucaHa 3a A0OMNOMOroH
€KBiBaJIEHTHUX CTAHAAPTHUX CUMBOIB:

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

MNepepaxoBaHa NOCAIAOBHICTbL Ma€e 44 cneundiyHo BU3HAYEHUX HYKNEOTUAM i, BiANOBIAHO A0
naparpady 7(a) craHpgapty BOIB ST.26, noBuMHHa OyTM BK/AOYEHA [0 MNepesiky
nocnigoBHocTen.

MutaHHA 3: K chig npepcTaBAATM NOCNIAO0BHICTL (-HOCTI) y nepeniky nocnigoBHocTeid?

MocnigoBHICTb NOBUHHA BYTM BKAOYEHA A0 Nepeniky Nocnif0BHOCTEN AK:

gatcatacgcactatacgcactatacgcactatacgcactgtac (SEQ ID NO: 23)
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BianosigHi naparpa¢um crangapty BOIB ST.26: 7(a) Ta 13

MNpuknag 7(a)-6: HectaHAAPTHI CUMBOIN HYKNEOTUAIB
MaTeHTHa 3asBKa OMNWUCYE TaKy NOC/iA0BHICTb:
5' GATC-B-B-B-B-GTAC 3'

MosicHeHHA NOCNiIAOBHOCTI B onuci Aani BKasye Ha Te, wo "B" QOpiBHIOE afeHiHy, iHO3MHY
abo ncesgoypuamnHy.

MutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 BkAoueHHA nocnigosHocTi (-ei)?

HI

MNepepaxoBaHa MOCNIAOBHICTb BUKOPWUCTOBYE HecTaHAapTHui cumson "B". MoTpibHo
BPaxoBYyBaTW MOSACHEHHA MOCNiA0BHOCTI B onuci Ana Toro, Wwob aaty BusHavyeHHs "B" (dus.
BcTyn 40 UbOro 4OKYyMeHTa).

3 onucy BunamBeae, wo "B" ekBiBasIEHTHO afeHiHy, iHO3UMHY abo nceBaoypuAMHY. EANHUN
CTaHZAPTHUIMA CUMBOJI, AKMN MOXKE BUKOPMUCTOBYBATUCb ANA NPEACTaBAEHHA "afeHiHy,
iHO3MHY abo nceBaoypuauHy" — ue "n"; omke, "B" € HecTaHAAPTHMM CMMBOJIOM, LWO
BUKOPWUCTOBYETbCA A/1A NO3HAYEHHA CTaHAapTHOro cmmeosy "n". BignosigHo, nocnigoBHiCcTb

NMOBWHHA T/IYMAuYUTUCD AK TaKa, L0 MAE YOTUPU CUMBOAM "'n" 3aMiCTb YOTUPBLOX CUMBOJIIB

I|BII:
5' GATC-N-N-N-N-GTAC 3'

MNepepaxoBaHa MNOCAIAOBHICTb MICTUTb JiKLIE BiciMm cneundiyHO BM3HAYEHUX HYKNEOTUAIB i,
BiAnoBiaHO Ao naparpady 7(a) ctaHgapty BOIB ST.26, He noBuHHA OyTM BKAOYEHA A0
nepeniky NocnigoBHOCTEN.

MuTaHHA 2: Yu po3Bonse ctaHaapT BOIB ST.26 BKAOYEHHA NOCNI[0BHOCTI (-eit)?

HI

MNepepaxoBaHa nocnigosBHictb, 5' GATC-N-N-N-N-GTAC 3' He noBMHHaA 6yTW BKAlOYEHA A0
nepeniky NocnigoBHOCTEMN.

MpoTe, onucaHa anbTepHAaTUMBHA MOCNIAOBHICTb MOXKe OyTM BK/AOYEHA [0 Nepeniky
NocnigoBHOCTEN, AKWO NPUHANMHI 2 3 "n" cMMBONIB 3aMiHIOOTLCA afeHIHOM, B pe3y/bTaTi
YOro YTBOPHETbCA MNOCAIAOBHICTL MpuHalmHiI 3 10 abo Ginbwe cneundiyHO BU3HAYEHUX
HYK/ieoTuaiB.

MutaHHa 3: K cnia npeAcTaBAATUM NOCNIAOBHICTb (-HOCTI) y nepeniky nocnigoBHOCTEN?
OpHe 3 MOXAMBUX [,03BOJIEHUX NPEACTaBAEHD:

gatcaaaagtac (SEQ ID NO: 24)

Y HaBeZleHOMY BULIE NPUKNAALI YOTUPU aAEeHIHOBI HYKNeoTUAM, AKi 3aMiHIOITb B-cMmBOAK,
MatoTb ByTM onuncaHi ANA 3a3HAYEHHSA, WO Ui NONOXKEHHA MOXYTb BYTU 3aMiHEeHi iIHO3MHOM
abo ncesgoypugmHOM.

Kntou ¢yHKLiin "misc_difference" mae BukopuctoByBatmcA 3 noKanisauieto PyHKuii 5-8 Ta
KBanipikatopom "note" 3i 3HaueHHAM, HanpuKknag: "Hykneotna y 6yap-AKoMy NONOXKEHHI 5-
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8 MoXe byTu 3amiueHnin iHo3nHom abo ncesaoypuanHom". OCKiNbKKU Ui aNbTepHATUBU €
MOANGDIKOBAaHUMU HYKNEOTUAAMM, TO BUMAraeTbea Katod ¢yHKuUii "modified _base" pasom 3
KBanidikaTopom "mod_base". 3HaueHHA AnA KBanidikatopa "mod_base" moxke 6yTn
"OTHER" 3 kBanidpikaTopom "note" Ta 3HauyeHHAM "i abo p".

Mo»KnuBi iHWIi NnepecTaHOBKM.

NONEPEAMEHHA. T[lepeBarkHe npeacTaBNeHHA NOCAIAOBHOCTI, 3a3HayeHOi BuLle,
CNpAMOBaHEe Ha HagaHHA Mepeniky NOCNiAOBHOCTEM HA AaTy NOAAHHA NATEHTHOI 3aABKM.
Take came NOJAHHA MoOXe OYyTM HenpUHUHATHMM LWOoAO nepeniky NocnifoBHOCTEN, AKWUM
Ha4a€ETbCA NiCNA AAaTU NOAAHHA NAaTEHTHOI 3a8BKM, OCKIZIbKM HEOBXigHO BUPILLMTKN, YN MOXKe
HafgaHa iHbpopmauia 6ytn posrnaHyTa BIB ana popaHHs o6'ekTy A0 NepBMHHO MOAAHOrO
onucy.

BianosigHi naparpa¢m ctaHgapty BOIB ST.26: 7(a), 8, 13 1a 17

Mapazpagp 7(b) - AMiHOKUcAomHi nocnidosHocmi, AKki HeobxiOHoO 3a3HaYamu 8
nepeniky nocnioogHocmeli

Mpuknag 7(b)-1: Yotnpm abo bGinblue cneundiyHo BU3HaYEHi aMiIHOKUCIOTH

) 9,9.0.9.9.0.0.00) 9.9:9.0.0.0.0.0 0.(2.0.0.9.9.0.0.9.0.0.0.9.0.0.0.9.0.9.0..0.0.00¢.0.9.0.9.9.9:0.0.0.0.0,0.0.9.9.9.9.0.00 0 9.(C) 004
XX

[e X = byab-aKka amiHOKKCNOTa

MuTtaHHA 1: Yu Bumarae craHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eid)?

TAK

MepeniyeHnn nenTna MiCTUTb YOTUPK cneundiyHO BM3HAYeEHi amiHOKucnotu. Cumeon "X"
3BMYaHO BUKOPUCTOBYETbCA A5 MO3HAYEHHA aMiHOKUCAOT, AKI Anwmnanca, Ak 6yab-akoi
amiHokncnotn (dus. Bctyn A0 LbOro AOKYMEHTA).

OcCKinbku icHye 4oTMpu crneumndiyHo BM3HAYeHi amiHoKucnoTtn, Tobto Asp, Phe, Ala Ta Gly,
naparpad 7(b) ctaHaapTy BOIB ST.26 BMmarae, wob ua nocnigoBHiCTb byna BKAOYEHA A0
nepeniky NocnigoBHOCTEN.

MuTaHHA 3: K cnig npeacTaBAATM NOCNIA0BHICTL (-HOCTI) y Nnepeniky nocnigoBHocTen?

MocnigoBHICTb NOBUHHA BYTM NpeacTaBAeHa fAK:

XXXXXXXXDXXXXXXXKXXFXXXKXXXKKXXXKKXXXKKXXKKKXXKKAXKXXXKKXXKKXXXKKXXXGXXX
XX (SEQ ID NO: 25)

BignosiaHo ao naparpady 27, "X" mae posrnagatucs sk 6yap-akuit is cumsonis "A", "R", "N",
"p", "c","Q", "g", "Gg", "H", "I", "L", "K", "M", "F", "P", "O", "s", "U", "T", "W", "Y" abo "V",
OKpiM BMMNaAKiB, KON BiH BUKOPUCTOBYETbCA i3 AOAATKOBMM OMUCOM Yy Tabauui QyHKUii.
Tomy, akwo cumeon "X" NOBMHEH BUKOPUCTOBYBATUCb AN NpeacTaBAeHHA "byab-skoi
amiHoKkncnotn", Toai BiH Mae 6yTn onmncaHui 3 BUKOpUCTaHHAM Katoda dyHKuii "VARIANT" Ta
kBasnidikatopa "NOTE" 3i 3HaueHHAM "X morKe byTM Byab-SKOHO aMiHOKMCAOTOK".

Je pouinbHo, KoxeH "X" mae 6yt onucaHui okpemo. Mpote, obnactb He3nepepBHUX
3anmwkie "X" abo MHOXMHa 3anuwkis "X", po3noagineHa B NOCAIAOBHOCTI, moxe 6yTu
CNiNbHO onMcaHa 3a gonomorot Katouva ¢yHKUii "VARIANT" 3 BUKOPUCTAHHAM CUHTAKCUCY

nyn ne,n

"X..y" B AKOCTi Aeckpuntopa nokanizay,ii, ae "x" 1a "y" — N0ON0OKEHHA NepLwOoro Ta 0OCTaHHLOro
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saanuwkiB "X"; Ta KBanidpikatopa "NOTE" 3i 3HaueHHAM "X moxke 6yt 6yab-AKowo
amiHoKucnoTor".

BianosigHi naparpa¢um ctaHgapty BOIB ST.26: 7(b), 8 Ta 27

Mpuknag 7(b)-2: Posrany>KeHa aMiHOKUCNOTHA NOCNiAOBHICTb
3anABKa OMMCYE PO3rajy»KeHy NOCAiIA0BHICTb, B AKiM 3aNULWKN Ni3UHY BUKOPUCTOBYHOTLCA AK
OCHOBa KapKacy 4/1A YTBOPEHHA BOCbMW TFiIOK, A0 AKUX MNPUKPINAEHO KinbKa NiHIMHUX

nenTMAHUX NaHutorie. J1isMH € ABOOCHOBHOK aMiHOKMCNOTOW, Wo 3abesneuye ii ABoma
cavTamu gns NnenTuaHUX 38'A3KiB. [enTna iNtoCTPyeETbCA TAaKUM YNHOM:

NH,=™ ARG ILE SER LEU \LLLLLL

LYS
NH, TYR PHE— ALA
LYS
NH; LEU— LEU Lys Ala-OH
NH; ILE PRO ALA CYS THR ALA
2 W,
LYS
ST LYS
NH; PHE ARG ALA— GLY GLY
NH; HIS GLN TYR PHE— ALA
LYS
NH, ALA THR PHE GLY

Y BulE3a3HAYEHOMY PO3ranyeHomy NenTuAi 3B'S3KM MiXK Ni3MHOM Ta iHLLO
aMiHOKNCNOTOO, 300parKeHi , NPeACTaBAOTb aMiAHMNIN 3B'A30K MiXK KiHLLEEBUM aMiHOM
Ni3MHY Ta KapbOOKCMAbHMM KiHUEeM 3B'A3aHOI aMiHOKMCAOTU. 3B’A3KKU, MO3HAYEHi NAAMWA,

npeacTaB/ATb aMigHUI 3B'A30K MiX BiYHMM NaHUOrom amiHy Ni3MHY Ta KapbOKCUIbHUM
KiHL,eM 3B’3aHOi aMiHOKUCNOTU.

MutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 BkAouyeHHA nocaigosHocTi (-ei)?

TAK

MpuKknag onncye posranyeHy NOCAIGOBHICTb, B AKIN 3a/ULWKN Ni3UHY BUKOPUCTOBYHOTLCA B
AKOCTI KapkKacy. [Maparpad 7(b) BuMmarae, wob HeposranyxeHa abo niHiMHaA ob6nacTb
NOCNiAOBHOCTI, WO MICTUTb YOTUPKU abo binblue cneymdPiyHo BU3HAYEHUX AMIHOKMUC/IOTH,
6yna BK/AOYEHa A0 nepeniky nocaifoBHOCTEN. Y HaBeAeHOMY BMLIE NPUKNAAi NiHINHI
obnacti posrany:KeHoro nentTuay, WO MatoTb YOTUPKU abo bGinbwe cneumdiyHO BU3HAYEHI
aMiHOKNCNOTU 06BeaeHi NiHiaMM:
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L — H,N—Arg—lle—Ser—Leu

"

!

Ho;N—Tyr—Phe—Ala %

Lys

H,N—Leu—Leu

3 a H,N—lle—Pro—Ala—Cys—Thr—Ala

4 —»

Lys—Ala—OH

i

H N

Phe ——Arg——Ala——Gly——Gly

5 — \ H,N—His—GIn—Tyr—Phe—Ala

4

H,N— Ala— Thr—Phe—Gly

6 ——

Maparpad 7(b) crangapty BOIB ST.26 BMMarae BKAKOYEHHA nNenTuais 1-6 o nepeniky
nocnigoBHOCTEN.

MenTnam, aki He NOTPIOHO BKAOYATM A0 Nepeniky NocnigoBHOCTEN!:
YFA
LLK

MuTaHHA 2: Yu BUMmarae ctaHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eid)?

HI

BignosiaHO A0 naparpady 8 nepenik NOCNiAOBHOCTEM He MOBMHEH BKAOYATW Oyab-AKi
NOCNiAOBHOCTI 3 MEHL HiXX YoTUpMa cneumndiyHo BU3HAYEHUMM aMiHOKUCNOTAMMU.

KoxkeH 3 nentuais YFA Ta LLK mictuTb nmwe Tpu cneumdiyHo BM3HAYEHi aMiHOKMCNOTH, i
TOMY BOHW HE MNOBUHHI OYyTWM BKAOYEHI A0 nepeniky nocnigoBHOCTEN fAK OKpemi
NocNigoBHOCTI 3 BAACHUMU iaeHTUdIKaLiMHMMN HOMepaMK NOCNiAOBHOCTEN.

MutaHHA 3: K caig npepcTaBAATM NOCNIAO0BHICTbL (-HOCTI) y nepeniky nocnigoBHocTeid?
MentTnam 1-6 NnoBUHHI BYTM NpeacTaBaeHi OKpeMUMM ineHTUdiIKaTopamm NOCNiAOBHOCTI:

RISL (SEQ ID NO: 26)

LLKK (SEQ.ID NO: 27)

IPACTA (SEQ ID NO: 28)
FRAGGK (SEQ ID NO: 29)

HQYFA (SEQ ID NO: 30)
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ATFGKKKA (SEQ ID NO: 31)

MepexpecHn 3B°A30K 6aKaHO 3a3HAYMTM, BUKOPUCTOBYHOUM Katod oyHKuii "SITE" Ta
o60B'askoBuit kBanidikatop "NOTE" 3i 3HaueHHAM, Hanpuknaa: "Lia nocnigoBHicTb € ogHi€E
YaCTMHOK pOo3rany»KeHoi aMiHOKMCNOTHOI nocnigoBHocTi". BignosiaHo oo naparpady 29
CraHpgapty BOIB ST.26, nocnigosHocTi SEQ ID NO 27, 29 T1a 31 nNOBWHHI BKAKYATH
TNIYMaYeHHsA AONA KOMHOro JisMHy A4s  3a3HayeHHs, Wo BiH € moandikoBaHO
AMiHOKMCNOTO 3 BUKOPUCTAHHAM Katouda yHKuii "SITE" paszom 3 kBanipikatopom "NOTE",
AKWIM onucye BiYHUI naHutor NisnHy, 3’€gHaHUIA amigHMM 3B’A3KOM 3 iHLWOK NOCAIAOBHICTIO.
PekomeHaoBaHO, WoO6 KoskHa 3 nocnigosHocTert SEQ ID NO 26, 28 Tta 30 BK/AO4Yana
TAYMaQYeHHA pJAAa  3a3HavyeHHA, wo C-KiHueBa aMiHOKMCNOTa, 3B’A3aHa 3 iHWOMW
NOCNIAOBHICTIO 32 AONOMOro Katoda ¢yHKuii "SITE" pasom 3 kBanipikatopom "NOTE".

BianosigHi naparpa¢m craHgapty BOIB ST.26: 7(b), 8, 26, 29, 30 1a 31

Mpuknag 7(b)-3: Po3ranyeHa amiHOKMCNOTHA NOCNIAOBHICTb

MenTng HacTynHOI NOCNIAOBHOCTI:

NHEHSP—GLV—SER—RLR——L?S-L?S—LVS-LYS—CﬂzH

NH2-HLR—RLR~—SER——H IS—GLY

3B'A30K MiX KiHLEBMM 3a/UWKOM TAiLUHY B HUXKHIA NOCNIAOBHOCTI Ta Ni3UHOM Yy BEPXHIN
NOCNiAOBHOCTI NPOXOAUTb YEPE3 aMigHUM 3B'A30K MiK KapPOOKCUIbHUM KiHUEM TNiUMHY Ta
AMIHOKIHLLEBMM BiYHMM NAHLIOTOM Ni3NHY.

MuTtaHHA 1: Y BUMmarae craHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eit)?

TAK

Hepo3srany»keHa u4uM niHiMHaA o6nacTb NOCNIAOBHOCTI, AKa MICTUTb 4YoTUpU abo bGinbwe
cneundiyHO  BM3HAYEHWX AMIHOKMCNOTM, NOBMHHA OyTM BKAOYEHA [0 nNepeniky
nocnigoBHocTel. Y HaBegeHOMY BULLE MPUKAALI NiHiMHI 06/1acTi po3rany»KeHoro nentunay
MatTb Binblue YHOTMPbOX aMiHOKMCNOT:

| NHEHSP—GL?—SER—HLH—FLVS—LVS—L?S—L?S—CU H
rd

73
2> [ MNH, ALA—ALA——SER—HIS—GLY |

2

Maparpad 7(b) cranpmapty BOIB ST.26 BMmarae BKAOYEHHA nocnigoBHoctel 1 Ta 2 g0
nepesniky nocnigoBHOCTEN.

MutaHHa 3: K cnia npeAcTaBAATUM NOCNIAOBHICTb (-HOCTI) y nepeniky nocnigoBHOCTEN?

MocnipoBHocTi 1 i 2 nNOBWHHI OyTM npeacTaBNeHi OKpPeMUMM ifeHTUdiIKaTopamm
NoCNigoBHOCTI:

DGSAKKKK (SEQ.ID NO: 32)

AASHG (SEQ ID NO: 33)
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MocnipoBHicTb DGSAKKKK noBMHHA MICTUTU TAymMayeHHA, AKEe BKA3y€E Ha Te, WO Ni3MH B
NONOXEHHI 5 € MoANPIKOBAHOO aMiIHOKMUC/IOTO, BUKOPUCTOBYIOUM Katod yHKLUiT "SITE"
pa3om i3 kBanidpikatopom "NOTE", akuir onucye, wo OGiYHWI naHUOr NisuHy 3’€aAHaHUN
aMigHMM 3B’A3KOM 3 iHLWOWK NocnigoBHicT0. BbaxaHo, wob nocnigosHictb AASHG mana
TNYMAYEHHS, IKe BKA3YE Ha Te, WO MilMH B NONOXKEHHI 5 3B'A3aHWI 3 iHWO NOCNiIAOBHICTHO,

3a gonomoroto Kntoua ¢yHKuii "SITE" pasom 3 kBanidpikatopom "NOTE".

BianosigHi naparpa¢m ctaHgapty BOIB ST.26: 7(b), 26, 29, 30 Ta 31

Npuknag 7(b)-4: UnKniuHnii nentng, AKNiA MicTUTb po3rany>KeHy amMiHOKUC/IOTHY NOCNiIQ0BHICTb

MaTeHTHa 3aABKA OMUCYE HAaCTYMHY CTPYKTYpY:

(0] o
H H
N N
H® \HLX \§OH
H
0]
(0] NH
o
Y H
N
NH
S
]

OW
HO

HN

(0]

(0]
2HN

%m

CH,

HN
(0] N~
HN NH =
\Il—r . (o]
(0]

LucTein Ta NeMUMH B UMKANIYHIN CTPYKTYpPi 3B’A3aHi 6iuHMM naHutorom Cys Ta

KapOOHi/IbHMM KiHuem Leu.

MutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 BkAoYeHHA nocniaosHocTi (-ei)?

MokasaHa CTPYKTYpa MA€E po3ranyeHy UMKAIYHY aMiHOKMCNOTHY NOCAIA0BHICTb, AKa MiCTUTb

HACTYMHi aMiHOKUC/IOTH:

rpyaeHs 2020



CTOpiHKa 43

Leu

o o
H H
N N
H N OH
Ala H
- o Glu
o NH
o
o
o N
NH
Lys-6
i o
HO i Asp-5 Leu-7
i o
2HN
>_ NH Arg-4 s
1
HN HN Cyv CH
ys-1
Leu-3 .
a2 H
o Ala-2 N*
H
HN NH

OckKinbku 6iyHNI nanutor Cys Ta KapboKCMHOBUI KiHelpb Leu 6epyTb yyacTb y UMKAi3aL,i, N-
KiHeub UMKAIYHOro nenTuay po3TawwoBaHnii Ha Cys-1.

TAK — ymkniuHa obnactb nentuay

BignosiaHo po naparpady 7(b) CraHgapty BOIB niHiiHa A4inAHKaA po3rany»KeHoi
NOCANiAOBHOCTI, AKA MICTUTb YOTUPK abo bGinbwe cneundiyHO BUM3HAYEHI aMiHOKMUCAOTH, ae
AMiHOKUCNOTU YTBOPIOKOTb OAMHUYHUMA NENTUAHWUIM KapKac, NOBWMHHA OyTW BKAKOYEHHA [0
nepeniky nocnigoBHocTel. B HaBegeHOMY BULLE NPUKNAAI UMKAIMHA 061aCTb pO3ranyKeHoro
nenTnay Mae binblie, HiXX YOTUPU aMIHOKMCNOTK, | TOMY Ma€e ByTW BKIOYEHA A0 NeEpeniky
nocnigoBHocTen.

HI — TpunenTuaHa rinka nentTuay
TpunentnaHa rinka Ala-Leu-Glu He 060B’AA3K0BO Ma€ byTK B nepeniky NocniaoBHOCTEN.
MutaHHA 2: Yn Bumarae ctaHgapt BOIB ST.26 BkaouyeHHA nocaigosHocTi (-ei)?

HI

BignosiaHO o naparpady 8, nepenik NOCAiAOBHOCTEN HE MOBUHEH BKAOYATU OyAb-AKY
NOCNiAOBHICTb 3 MEHLLE, HiXK YoTUPMa crneundiyHo BUSHAYEHMMWN aMiHOKUC/IOTaMK.

TpunenTuaHa rinka MIiCTUTb nuwe Tpu cneuymdiyHo BM3HAYEHi aMiHOKMCNOTM i TOMy He
NoBWHHA BYyTW BKAOYEHA A0 Nepeniky NocnigoBHOCTEN AK OKPeMa NOCAiA0BHICTb 3 BIaCHUM
ineHTndIKauinHMMm Homepom.

MutaHHa 3: K cnig npeAcTaBAATUM NOCNIAOBHICTb (-HOCTI) y nepeniky nocnigoBHOCTEN?

OCKinbKKM Uer NpUKNag, iNtoCTPYE KiNbLEBUIA NENTUA, TO KifibLLe HE CKNAAAETbCA BUKAOYHO 3
aMiHOKUCNOTHUX 3a/ULWKIB B NEeNTUAHUX 3B’A3KaX, AK 3a3HayeHo B naparpadi 25. Tak sk
LMKANiI3yBaHHA aMiHOKMCAOTHOI NOCANi40BHOCTI BiabyBa€eTbCA 3a IONOMOroto 6iYHOro naHuora
umcteiHy (Cys) Ta KapbOKCMHOBOTo KiHUA nenuuHy (Leu), umcrteiny mae 6yt NpPUCBOEHO
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HOMep NOJIOXKeHHA 1 B Merkax LMKAIYHOT obnacTti nentuay. BignosigHo, nocnigoBHicTb mae
6yTn NnpeacTaBneHa fAk:

CALRDKL (SEQ ID NO: 89).

AK nokasaHo Ha oirypi BMLLE, aAMIHOKUCAOTHA MOCAIAOBHICTb LMKAI3YETbCA LWAAXOM
TioecTepHoi KOH'torauii MK Oi4HMM NaHUOrOM UMCTEIHY Ta KAPOOKCUNBbHUM KiHLEM
nenumny. Knou ¢yHKuii "SITE" noBMHEH BMKOPUCTOBYBATUCb ANA onucy mMoauediKoBaHOro
UMCTEIHY, AKUA YTBOPIOE MIiKNAHLIOTOBUIA 3B’A30K 3 NelumHom. OnepaTtop /NoKanisauii
e/leMeHTY Lie 3a/IMLLKOBI YMCNa NepexpecTHUX amiHokMcnoT y dopmati "x..y", Hanpuknag,
"1..7". 0O6os’askoBuit Keanidikatop "NOTE" noBuHEeH no3HayaTM npupondy 3B’A3KY,
Hanpuknag, "Tioectep uucteiH nenuymHy (Cys-Leu)", wo6b BctaHoBUTH, wo Cys-1 Ta Leu-7
3B8’A3aHi TioecTepHUM 3B’A3KOM. Kpim TOro, Ni3uH B NONIOXKEHHI 6 NOBMHEH MaTW TIYMAY€eHHSA
ANA 3a3HAYEHHA, WO BiH MOAMMIKOBAHUIM LWAAXOM BUKOPUCTAHHA Katova ¢yHKuii "SITE"
pasom 3 oboB’askoBMM KBanipikatopom "NOTE", ge 3HaueHHa KBasidikaTopa OnNucye, WO
GiYHNI naHutor Ni3nHY 3'€AHYETLCA 3 TPUNenTuaom ALE.

BianosigHi naparpa¢um ctaHgapty BOIB ST.26: 7(b), 8, 25, 26, 29, 30, 31, 67 Ta 68

Mpuknag 7(b)-5: UnKniuHmii nentng, AKNiA MicTUTb po3rany>KeHy amiHOKUCNIOTHY NOCAIAO0BHICTb

MaTeHTHa 3aABKa ONUCYE HACTYMHUIA PO3TaNyKeHUM UMKAIYHUI NenTua;:

Leu—Arg—Asp—GIn—Ser

Ala—Leu—Phe—Lys—Asn—Gly —

Ser Ta Lys 3B’A3aHi amigHMM 3B’A3KOM MiXK KapOOKCUMNbHUM KiHUEM CepuHY Ta aMiHOM Y
6iyHOMy naHuto3si Lys.

MuTtaHHA 1: Yu Bumarae craHgapt BOIB ST.26 BKAlOUEHHA NOCNigaoBHOCTI (-eid)?

TAK

Maparpad 7(b) BMMmarae BKAOYEHHA MNOCNILOBHOCTI, WO MICTUTb NPUHANMHI YOoTUpMU
cneundiyHo BU3HAYEHi aMiHOKMCNOTK, Ta AKI MOXKYTb OYTU NpeacTaBAeHi NiHiHOW 06aacTio
po3rasyXeHoi NoCNiA0BHOCTI B nepeniky nocnigoBHocTen. B HaBegeHoMy BuUlLEe NPUKAaai
nenTng MIiCTUTb UMKAIYHY o0b6nacTb, B AKiM amiHOKMCNOTM 3’€AHYIOTbCA NEenTUAHMMU
3B’s1I3KaMu, Ta po3rany»eHa obaacTtb, 3’eaHaHa 3 6iYHMM laHLOrom Ni3nHy (Lys) B LMKAIYHIN
obnacTi. ObnacTi LbOro po3rany»eHoro NenTuay, AKi MOXyTb BYTU NpeacTaBAeHi NiHilHO Ta
AKi MicTaTb YoTUpPKM abo Binblie cneundiyHo BU3HAYEHi aMiHOKMCNOTHU:
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l.---> | Leu—Arg— Asp—GIn—Ser

—Ala—Leu—Phe—Lys—Asn—Gly

CraHgapTt BOIB ST.26 BMMmarae BK/OYEHHS nocnigoBHocTer 1 Ta 2 A4aHOro UMKAIYHOro
po3ranyeHoro nentTuay B Mepeniik NOCNIAOBHOCTEM, KOXHA 3 AKUX MaE BJIACHUMN
ineHTUdIKaLinHMA HoMep.

MuTaHHA 3: K cnig npeacTaBAATM NOCNIAOBHICTb (-HOCTI) y Nnepeniky nocnigosHocTen?
MocnigosHicTb 1 NnoBUMHHA ByTK NpeacTaBaeHa fK:

LRDQS (SEQ ID NO: 90)

MepeBaxkHO, MOCANIQOBHICTb TAYMayuMTbCA 33 AONOMOrot Katoda ¢yHKuii "SITE" pasom 3
kBasnidikatopom "NOTE", wob onucatv, WO CEPUH Yy MONOXKEHHI 5 3B'A3aHMI 3 iHWOIO
NOCNiAOBHICTIO amMiZiHMM 3B'A3KOM MiK Ser i 6iuHMM naHutorom Lys B iHLWIM NOCAiA0BHOCTI.

MocnigoBHiCTb 2 - UMKAIYHMI nentua. B naparpadi 25 BKasaHO, WO KOAM MOCAIAOBHICTb
AMIHOKMUCAOT € HACKPi3HOK KOHQirypauieto i He Ma€e aMiHO- Ta KapbOOKCM-KiHLiB, 3a8BHUK
NoBMHEH 0bpaTM aMiHOKMCNOTHMM 3a/IMLLOK Yy nosioxeHHi Ne 1. BianoBigHo, nocnigoBHicTb
Mmoxke byTu npeacTaBaeHa akK:

ALFKNG (SEQ ID NO: 91)

B iHWoOMy BMMNaaKy 6yab-AKa iHWa aMiHOKMCNOTa B NOCNIA0BHOCTI MOXKe ByTM No3HayeHa fAK
nonoxkeHHs 3anamwky Ne 1. MocnigosHictb ALFKNG nosuHHa 6yTM 4OAAaTKOBO OnMcaHa 3a
aornomoroto Kaw4da ¢yHKuii "SITE" pasom 3 keanidikatopom "NOTE", wob onucatu, wo
6iyHni naHutor Lys B nonoxeHHi 3annwky Ned 3B'A3aHMit amigHMM 3B'A3KOM 3 iHLWWOO
nocnigosHicTio. Llei 6iuHmMin nanutor moamdikye Lys, i 3rigHo 3 naparpadom 30 CraHaapTy
BOIB ST.26, mogudikoBaHy amiHOKMCAOTY HeobxigHO [0AaTKOBO onucatm B Tabauui
dYHKUin. Kpim Toro, cnig Hagatu kntod ¢yHKUii "REGION" Ta kBanigpikatop "NOTE", ana
3a3Ha4veHHs, wo nentna ALFKNG € Kinbuesum.

BignosigHi naparpadum crangapty BOIB ST.26: 7(b), 25, 26, 30 Ta 31

Mapaepagp 11(a) - AsonaHyto208a HyKNeomuoHa rnocaioo08HiCMb - MOBHICMIO KOMIAeMeHmMapHa
MNpuknag 11(a)-1: ABonaHuoroBa HyKNeoTUAHA NOCNIA0BHICTb - 0AHAKOBI A0BXWUHU

MaTeHTHa 3aABKa ONUCYE TaKy gBosiaHutorosy AHK-nocnigoBHICTb:

3'-CCGGTTAACGCTA-5'

5'-GGCCAATTGCGAT-3'
MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoueHHA nocniaoBHOCTI (-ei)?

TAK
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KorKHa nepeniyeHa HyKi1eoTMAHa NOCAIA0BHICTb MiCTUTL binblue 10 cneundiyHo BU3HAYEHUX
Hykneotugis. [puUHAMMHI OAMH NaHUIOr MNOBMHEH OyTM BKAOYEHUMW [0 nepeniky
NnocnigoBHOCTEM, TOMY LLO ABa NaHLIOMM L€l ABOIAHLIOrOBOI HYKN€0TUAHOT NOC/iA0BHOCTI €
MOBHICTIO KOMNAEMEHTAPHUMM OANH O4HOMY.

MutaHHAa 2: Yu po3Bonse ctaHgapt BOIB ST.26 BKAOYEHHA NocnigoBHOCTI (-eif)?

TAK

Xo4ya NOCAiAOBHICTb 3 /JMWE OAHOrO NaHUtOra NOBWMHHA OyTW BKAKOYEHA [0 nNepeniky
NocNiAOBHOCTEN, NOCAIAOBHOCTI 3 4BOX NAHLLIONB MOXKYTb OYTU BKAKOYEHI, KOXKHA i3 BNACHUM
ineHTUdIiKaLinHMM HOMEpPOM NOCAIL0BHOCTI.

MutaHHA 3: AK caig npeacTaBAATM NOCNIAO0BHICTb (-HOCTI) y nepeniky nocnigoBHocTei?

MocnipoBHicTb AaBonaHutorosoi [AHK noBuHHa 6OyTM npeactasneHa abo AK  ofHa
NnocnigoBHiCTb, abo fAK ABi OKpemi MNocnigoBHOCTI. KOXKHa NOCNigoBHICTb, BKAKOYEHA A0
nepeniky NOcnifoBHOCTEN, NOBMHHA ByTN NpeacTaBaeHa y HANPAMKY Big 5'-KiHua oo 3'-KiHuA
Ta i NOBMHEH BYTU NPUCBOEHWNI BAAaCHWUI ifeHTUIKALIMHMA HOMeP NOCNiA0BHOCTI.
atcgcaattggcc (BepxHiit naHutor) (SEQ ID NO: 34)

i/abo

ggccaattgegat (HUXKHIM nanutor) (SEQ ID NO: 35)

BianosigHi naparpa¢um crangapty BOIB ST.26: 7(a), 11(a) Ta 13

Mapaepagp 11(b) - AsonaHyto208a HyKneomuoHa rnocaioo8HicMs - He
MOBHICMIO KOMIMIeMeHMapHa

Npuknag 11(b)-1: ABonaHutOroBa HyKN1€0TUAHA NOCNIAOBHICTb - Pi3HI AOBXUHU

MaTeHTHa 3as8BKa MICTUTb TaKy Pirypy i Take NOACHEHHSA:

5’ -tagttcattgactaaggctccccattgactaaggcgactagcattgactaaggcaagc-37

LT EEr el
gggtaactgantccgc

O6nactb npomoTopa aoacbkoro reHa ABC1 (BepxHih naHutor), 3B's3aHa [MHK-3oHg0m
(HVvkHIM naHuor). Oe "n" B NMHK-30HAj € yHiBepcanbHo ocHoBoto MHK, BubpaHoto 3 rpynu,
LLLO CKNAAQETLCA 3 5-HITPOiHAOANY Ta 3-HiTpoiHZONY.

MutaHHa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoueHHA NocniaoBHOCTI (-ei)?

TAK - npomoTtopHa obnactb ABC1 (BepxHii naHutor)

BepxHili naHutor mictuTb Ginblwe AecaTU nepepaxoBaHMx Ta "cneyudiyHo BU3HaveHUX"
HYKNeoTuais, Ta NOBMHEH BYTM BKAOYEHMI A0 Nepeniky NocnifoBHOCTEN.

TAK — MHK-30HA, (HUXKHIK naHutor)

HuKin naHuUtor TakoX NOBUHEH ByTM BKAOYEHUI A0 nepeniky NocnifoBHOCTEN 3 BIACHUM
ineHTndIKauinHMMm HOMEepoOM MNOCANiAOBHOCTI, TOMY WO ABa JaHUOIMM He MNOBHICTIO
KOMMJIEMEHTapPHi oAuH oaHomy. OKpemi 3anuwku, fAki mictate MHK abo "nentupo-
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HyKNeiHoBY KMCNOTY" BBaXKalOTbCA HyKNeoTUgamu BianosigHo no naparpady 3(g) ctaHaapTy
BOIB ST.26. Tomy HWKHIM naHutor mictutb binblwe 10 nepepaxoBaHux Ta "cneumdiyHo
BM3HaYeHMUX" HyKNeoTnaiB i NOBMHEH BYTU BKAOYEHUI 40 Nepeniky NocnifLoBHOCTEN.

NuTtaHHA 3: AK chig npeacTaBNATU NOCNIJOBHICTb (-HOCTI) Y nepeniky nocnigoBHocTen?
BepxHii naHutor NnoBUHEH 6YyTW BKAKOYEHWUI 40 Nepeniky NoCnigoBHOCTEN AK:

tagttcattgactaaggctccccattgactaaggcgactagcattgactaaggcaage (SEQ ID NO: 36)

HUKHIN naHutor € nenTuao-HYKNeiHOBOK KUCAOTO, i ToMy He mae 3'-KiHuAa Ta 5'-KiHuA.
BignosiaHo ao ab3auy 11, BiH NoBMHEH OYTU BKAKOYEHWUIN 4O Nepeniky nocnigosHocten "y
HanpAMKY 3/iBa HanpaBo, AKUK iMiTye HanpsamoK Bia 5'-kiHua po 3'-kiHuya". Tomy BiH
NoBWHEH BYTM BK/IIOYEHUI A0 Nepesiky NoCNiA0BHOCTEN SK:

cgcctnagtcaatggg (SEQ ID NO: 37)

KeanidikaTop "organism" knwoua ¢yHKUii "source" noBuMHEH maTu 3HauyeHHs "synthetic
construct" Ta obos'azkoBuit KBanidikatop "mol_type" 3i 3HaueHHam "other DNA". HuxHi
NaHUloOr noBUHEH OyTWM oOnucaHui B Tabauui GyHKUiIN, BMKOPUCTOBYIOUM KoY YHKLT
"modified_base" Ta 060B'a3koBuMit KBasnidikaTop "Mmod_base" 3 abpesiatypoto "OTHER".

KBanidikatop "note" noBuHeH 6yTM BKAOYEHWUI Pa3OM i3 MOBHOK HECKOPOYEHOHK HAa3BOM
MoaNdiKoBaHMX HYKNeOTUAIB, Takot AK "N-(2-amiHoeTun) raiumH Hykneosngm'".

3annwok "n" nosuHeH 6yTM pani onucaHui B Tabanui GyHKUIA 3 BUKOPUCTAHHAM KAOYA
oyHKuii "modified_base" Ta obos'askoBoro Keanidikatopa "mod_base" 3 abpesiaTypoto
"OTHER". KBanidikatop "note" noBnHeH ByTn BKAKOYEHUI 3 NOBHOK HECKOPOYEHOH HA3BOKD
moandikoBaHoro Hykneotuay: "N-(2-amiHoeTnn) raiunH 5-HitpoiHgon abo N-(2-amiHoeTnn)
rNiLMH 3-HiTpoiHaon".

BianosigHi naparpa¢m craHgapty BOIB ST.26: 3(g), 7(a), 11(b), 17 Ta 18

Npuknag 11(b)-2: ABonaHutOorosa HyK1€0TUAHA NOCNIAOBHICTb — BiACYTHilA CErMEHT cnapoBaHHA
OCHOB

MaTeHTHa 3aABKa ONMCYE TaKy 4BONAHLIOroBY nocnigosHicto JHK:

3'-CCGGTTAGCTTATACGCTAGGGTTA-5"

5'-GGCCAATATGGCTTGCGATCCCGAT-3"
MutaHHa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKkAOYeHHA NOCNiA0BHOCTI (-ei)?

TAK

KoXXHWIA naHLuor nepepaxoBaHoi ABO/IaHLIIOrOBOI HYKNEOTUAHOT NOCNiA0BHOCTI Mae binblie
10 cneundiyHo BM3HAYEHUX HyKneotuais. Obuasa NaHUOMM NOBUHHI BYTM BK/OYEHI A0
nepeniky nocAifOBHOCTEN, KOMEH 3 AKUX MA€E BAACHUIN iaeHTUdiKauiiHWIE HoMmep
NoCcNiAO0BHOCTI, TOMY LLO ABa NAHLIOIM HE NOBHICTIO KOMMNAEMEHTAPHI OAUH O4HOMY.

MutaHHa 3: K cnia npeAcTaBAATYM NOCNIAOBHICTb (-HOCTI) y nepeniky nocnigoBHOCTEN?

MocnigoBHICTb KOXKHOIO NaHLUtora NoBMHHA byTM npeacTaBneHa y HanpamKy Big 5'-kiHua ao
3'-KiHUA | MaTW BNaCHUM iAeHTUGIKaLiIAHWI HOMEpP NOCAiIA0BHOCTI:
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atcgggatcgcatattcgattggece (BepxHa HuTKa) (SEQ ID NO: 38)
i
ggccaatatggcttgegatcccgat (HMKHIN pagok) (SEQ ID NO: 39)

BianosigHi naparpa¢um crangapty BOIB ST.26: 7(a), 11(b) Ta 13

Mapaepag 14 — Cumeon "t" nosHa4vae ypayun e PHK
Mpuknag 14-1: Cumson "t" npepcrasnne ypauun y PHK

Y NaTeHTHIl 3asBLi ONMUCYETLCA TaKa CNOJyKa:

cermeHT A

O
I

cermeHT B uaguuguagaggccugucct-s'—II‘—U

OH 4

n

[e cermeHT A i cermeHT B € nocnigosHoctamn PHK.

MuTtaHHA 1: Y BUMmarae craHgapt BOIB ST.26 BKAOYEHHA nocniaoBHocTi (-eid)?
TAK - cermeHT B

HI - cermeHT A

Mepenik nocnigoBHOCTEM MICTUTb ABa CErMeHTU cheundiyHO BM3HAYEHUX HYKAEOTUAIB,
pPO3A4i/IeHNX HAaCTYMHOK CTPYKTypoto "niHKkep":

{

0 N
N O

Q)

I
—P—o0

I

OH o

CTpyKTypa /NiHKepa He € HYKNeoTUAOoM BiAnoBiAHO Ao naparpady 3(g); oTKe, KOKHWUI
CEerMeHT MOBUHEH POo3rNaAaTUCA SIK OKpema noc/ifoBHicTb. CermeHT B mictutb 6inbwe 10
cneundiyHo BM3HAYEHUX HYKNeoTuais i, BignosigHo Ao naparpady 7(a) craHgapty BOIB
ST.26, mae 6yTK BKAOYEHMA A0 nepeniky nocnigosHoctei. CermeHT A mictutb nuie 8
cneundiyHO BU3HAYEHUX HYKNEOTUAIB i TOMYy He Ma€E OyTuU BKAOYEHUM [0 nepeniky
nocnigoBHocTen.

MutaHHA 2: Yn po3soase ctaHaapT BOIB ST.26 BkAoYeHHA nocnigoBHocTi (-ei)?
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HI

CermeHT A MictuTb MeHwe 10 cneumdiyHo BM3HAYEHUX HYKAEOTWUAiB, i BignosigHO A0
naparpady 8 CraHgapty BOIB ST.26, He nNOBMHEH OYyTU BKAKYEHUM [0 Nepeniky
nocnigoBHocTeN.

MutaHHa 3: K cnig npeAcTaBAATYM NOCNIAOBHICTb (-HOCTI) y nepeniky nocnigoBHoCTEN?

CermeHT B - ue monekyna PHK; omxke, enemeHTt "INSDSeq_moltype" nosuHeH 6yt "PHK".
Cumson "u" He NOBMHEH BMKOPUCTOBYBATUCL ANA NMO3HAYEHHA ypauuny B monekyni PHK y
nepeniky nocnigosHoctel. BianosigHo o naparpady 14, cumson "t" cnig Taymaumtn Ak
ypaumn y PHK. BignosigHo, cermeHT B noBuMHeH O6yTWM BKAOYEHUN [0 nNepeniky
NnocnifoBHOCTEN AK:

tcctgtccggagatgttgat (SEQ ID NO: 40)

TumiH y PHK BBaka€eTbca MoANPIKOBAHUM HYKNEOTUAOM, TOBTO MOAMGDIKOBAHMM YPaLUIOM,

i NOBUHEH bByTK NpeacTaBneHU B nocnigoBHocTi AK "t" i gogaTkoBO onucaHWit B Tabauui
byHKUiM. BignosigHO, TMMIH y nonoxeHHi 1 noBMHeH 6yTWM A04aTKOBO OMNWCAHWI 3a
aonomoroto Kawouva ¢yHkuii "modified_base", kBanipikatopa "mod_base" 3i 3HaueHHAM
kBasnidikaTopa "OTHER" i kBanidikaTopa "note" 3i 3HauyeHHAM KBanidpikatopa "thymine".

TumiH, T06TO MoguMdiKoBaHUIM ypaunn, B NONOMKEHHI 1 TaKoX MOBUHEH OyTM [40AATKOBO
onucaHui y Tabnuui OJYyHKUIA 3 BMKOPUCTAaHHAM Katoua O yHKUii "misc_feature" Ta
KBasidikaTopa "note" 3i 3HaYeHHAM, Hanpuknag, "5&apos- KUCeHb TUMIANHY NPUEAHYETLCA
32 gonomoroto niHKkepa (4-(3-riapokcnbeHsamigo)oytun) ¢ocdiHoBOI KMCAOTU A0 iHLWIOI
HyKAeoTugHoi  nocnigoBHocTi". [le AouinbHo, iHWA MOCAIAOBHICTE  MOXe  byTu
6e3nocepeaHbO BKa3aHa AK 3Ha4YeHHSA B KBanidikaTopi "note".

BianosigHi naparpa¢m craHgapty BOIB ST.26: 3(g), 7(a), 8, 13, 14, 19 1a 54

Mapaepag 27 — Mae sukopucmosysamuce Halibinow obmexcysanoHuUli 6a2amo3HaYHuli
CUMB0s1 aMiHOKUC/1I0Mu

Mpuknapg 27-1: CKopo4veHa popmyna Ana HYKAeoTUAHOI NOCAiAOBHOCTI
(GGGz);
e z aBnae coboto byab-AKy aMiHOKMUCNOTY.

MutaHHa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoueHHA NocniaoBHOCTI (-ei)?
TAK

MocnifoBHICTb pPO3KpMBAETbCA AK dopmyna. (GGGz); - uUe NPOCTO CKOPOYEHMI crocib
npeactasneHHa  nocnigosHocti  GGGzGGGz.  3a3BuMyald, Ccno4vaTKy  MOCAIAOBHICTb

PO3KPUBAETbLCA, @ BU3HAYEHHS ByAb-AKOi 3MiHHOI, HaNpuKnag, "z" AaeTbcs nicns uboro.

MocnigoBHICTb BUKOPUCTOBYE HECTaHAAPTHUI cumBon "z". HeobxigHO aaTn BM3HA4YeHHa "z"
IPYHTYIOUYUCb HAa MOACHEHHI NOCAIAO0BHOCTI B OMNWUCI, AKE BU3HAYa€ LLEeN CUMBOA AK OyAb-AKy
amiHoKkucnoty (Ous. BcTyn Ao uboro AoKymeHTa). lMpuknag He nepeabadvae KogHUX
obmerkeHb ana "z", HanpuKnag, Wo BOHM € OJHAKOBUMM B KOXKHOMY BUNAAKY.

Tomy "z" € ekBiBaneHTOM cTaHgapTHomy cumsoay "X", i mentug y npuknagi mae Bicim
nepepaxoBaHMX amiHOKMCNOT, WICTb 3 SAKUX € cneundiyHoO BMU3HAYEHMMU 3a/IULLIKAMU
rniumHy. BignosigHo go naparpady 7(b) ctaHgapty BOIB ST.26, nocnifoBHicTb mae 6yTn
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BK/IlOYEHA A0 nepeniky NocnigoBHOCTeM AK 04Ha NOCNIAO0BHICTb 3 OAHUM iAeHTUdIKaLiNMHMM
HOMEpPOM NOCNIAOBHOCTI.

Cnip, 3BepHyYTM yBary, Wo LA NocNiA0BHICTb OXONAOETLCA Naparpadom 7(b), HesBarxkaroum Ha
Te, Lo NepepaxoBaHi Ta cneundiyHo BU3HAUEHI 3a/IMLLKN HE € CYMIXKHUMMN.

MutaHHa 3: K cnig NnpeAcTaBAATUM NOCNIAOBHICTL (-HOCTI) y nepeniky nocnigoBHOCTEN?

Y NocnifoBHOCTI BUKOPUCTOBYETLCA HECTaHAAPTHUI cumBon "z", AKMin BigNoBIiAHO A0 onucy
€ 0Oyab-AKoo amiHoKucnoTot. CTaHAAPTHUA CMMBOJ, SIKMA  BUKOPUCTOBYETbCA A8
nosHayeHHa "Oyab-akoi amiHokucnotn", € "X". Tomy noOCnifoOBHICTb MNOBWMHHA 6yTK
npeAcTaB/ieHa AK OAMHWYHA PO3LIMPEHA NOCNIA0BHICTb:

GGGXGGGX (SEQ ID NO: 41)

BignosiaHo oo naparpady 27, "X" mae posrnsgatucs sk byab-akmi i3 cumsonis "A", "R", "N",
"D, e, Qe "GN, tHY T, LY, K, M, TR, P, Mo, S, U, T, "W, Y abo VY,
OKpiM BMMNAaAKiB, KON BiH BUKOPUCTOBYETbCA i3 AOAATKOBMM OMUCOM Yy Tabauui yHKUiN.
Tomy, akwo cumson "X" MOBMHEH BUKOPUCTOBYBATUCbL A1 NpeAcTaBAeHHsa "byab-skoi
amiHoKkucnotn", Toai BiH Mae 6yTn onncaHnin 3 BUKOpUCTaHHAM Katoda ¢yHKuii "VARIANT" Ta
kBasidikaTopa "NOTE" 3i 3HaueHHAM "X morKe 6yTH Byab-IKOK aMiHOKMC/IOTOD".

Oe pouinbHo, KoxeH "X" mae 6yt onucaHuii okpemo. MpoTe, obnactb 6esnepepBHUX
3anmwkiB "X" abo MHOMMHa 3anuwkis "X", po3snogineHa B MOCAIAOBHOCTI, MOXe OyTu
CninbHO onucaHa 3a gonomorot Katoda ¢yHKuii "VARIANT" 3 BUKOPUCTAHHAM CUMHTaKCUCy
"x..y" B AKOCTi geckpunTtopa noKanisauiji, ae "x" 1a "y" — N0N0KEHHA NEPLWOro Ta OCTaHHbOTO
3annwkis "X"; Ta Keanidikatopa "NOTE" 3i 3HaueHHAm "X moxe 6OyTn 0Oyab-aKowo

amiHOKucnoToto".

Kpim TOro, npuknag He po3KpMUBaE, Wo "z" - ogHaKoBa aMiHOKMCNOTa B 060X NONOMKEHHSAX B

pO3LWMpeHiit nocnigoBHocTi. OAHaK, AKLWO "z" PO3KPMBAETLCA AK OAHA i Ta XK aMiHOKMC/OTa B
060x nonoxeHHax, To Kaod o¢yHKuUii  "VARIANT" Ta kBanidpikatop "NOTE" mae
CyNnpoBO/KYBATUCA KOMEHTapeM, B AKOMY 3a3Ha4aeTbes, Wo "X" y NoNoXKeHHsAX 4 Ta 8 moxke
6yTM 6Yyab-AKOK aMiHOKUCNOTO, AKLLO0 BOHM OA4HAKOBI B 060X NMONOMKEHHSX.

BianosigHi naparpa¢m craHgapty BOIB ST.26: 3(c), 7(b) Ta 27

Mpuknapg 27-2: CKopoueHa popmyna - MeHLUE YOTUPbOX cneundiyHO BUSHAUYEHUX aMiHOKUCNOT
MNentng dopmynu (Gly-Gly-Gly-z),
Po3KpuTTA Aani BKasye, WO z € 6yab-AKOK aMiHOKMCNOTOO Ta
(i) 3miHHa n ABNAE cobolo BYyAb-AKY A0BXKUHY; abo
(ii) 3miHHa n ctaHoBUTL 2-100, NnepeBarkHO 3
MutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 BKAOUYEHHA NocnigaoBHOCT (-ei)?

HI

Po3rnan ob6ox po3KpuTux BapiaHTiB 3ailicHeHHs (i) Ta (ii) nepeniyeHoro nentuay popmynm
nokasye, wo "n" moxke 6ytn "Oyab-AKOi AOBXKUHK"; OTXKe, Halbinbw OXONAKOKYUIA BapiaHT
3A4icHeHHA "n" € HeBU3HAYeHUM. OCKinbKK "n" € HeBM3HaYeHMM, NnenTna GopmMmyan He Mmoxe
6yTV PO3LWMpPEHNI A0 NEBHOT AOBXKMHM, @ OTXKE, MAE PO3rNA4aTUCA Hepo3wnpeHa Gopmyna.
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MepeniyeHni nentua y HeposwwupeHin dopmyni ("n" = 1) 3abesnedye Tpu cneumdiyHo
BM3HAYeHi aMiHOKMCNOTU, KOXKHA 3 AKux € Gly i cumsonom "z". 3assuyait "Z" € cumsonom
"rnytamiHy abo rnytamiHOBOi KMCNOTW"; OAHaK, NpuKNag BM3Hayae "z" ak "Oyab-aky
amiHokucnoty" (Ous. Bctyn oo uporo gokymeHTa). BignosigHo o crtaHgapty BOIB ST.26 -
aMiHOKMCANOTa, AKa He € crneundiyHo BM3HaAYyeHolo, no3Hadvaebtca "X". Ha migcrasi yboro
aHanisy nepepaxoBaHuih nentmng, To6To GGGX, HE MICTUTL YOTUPK cneundiyHO BU3HAYEHI
amiHokucnotu. Tomy naparpad 7(b) craHmapty BOIB ST.26 He BMMAara€e BK/OYEHHS,
He3BaKalouM Ha Te, WO B AeAKUX BapiaHTax 34iACHEHHA "n" TaKoXX BW3HAYAETbCA AK

KOHKPETHI YNCNOBI 3HAYEHHA.
MutaHHA 2: Yn po3soase ctaHaapT BOIB ST.26 BkAoYeHHA nocnigoBHocTi (-ei)?

TAK

MpuWKnag Hafa€ KOHKPETHE YncesibHe 3HAYEHHA ANA 3MIHHOI "n", TOBTO HUXKHA MeXxa - 2,
BepxHa mexa - 100, Ta TouHe 3Ha4YeHHA 3. byab-AKa NOCNifOBHICTb, AKA MICTUTb NPUHANMHI
4OoTUPKU cneumndiyHO BU3HAYEHI AMIHOKMCAOTM, MOXKe OyTM BKAOYEHA A0 Nepeniky
nocnigoBHocTen.

MuTaHHA 3: K cnig npeacTaBAATM NOCAIAOBHICTb (-HOCTI) y Nnepeniky nocnigosHocTen?

MepeBara Haga€ETbCA NOCNIAOBHOCTI, WO MictTuTb 100 Konin GGGX (SEQ ID NO: 42). HactynHe
TAYMaAYeHHs NOBMHHE BKa3yBaTW, WO LWOHaNbinbwe 98 Konii GGGX MOXKyTb 6yTV BUAANEHI.
HacTilHO pekoMeHAYETbCA BK/OYMTM A04aTKOBI KOHKPETHI BapiaHTU 3AiMCHEHHSA, AKi €
K/IFO4OBOHO YAaCTUHOK BUHaxo4y.

BignosiaHo o naparpady 27, "X" mae posrnsgatucs sk 6yab-akmi i3 cumsonis "A", "R", "N",
IIDH' IICII' IIQII, IIEII' IIGII' lIHII, IIIII, IlLII, IIKII' IIMII' IIFII’ IIPH' IIOlI, ”S”, IIUII' IITII’ IIWII' IIYII a6o IlVII,
OKpiM BMMNaAKiB, KON BiH BUKOPUCTOBYETHCA i3 4OAATKOBUM ONUCOM Y Tabnunui GyHKL,iM.

Tomy, sakwo cumson "X" MOBUHEH BUKOPUCTOBYBATUCb ANA NpeacTaBieHHA '"'Oyab-skoi
amiHoKucnotn", Toai BiH Mae 6yT1 OoNUCaHUI 3 BUKOPUCTAHHAM Katova dyHKuii "VARIANT" Ta
kBanidikaTopa "NOTE" 3i 3HaueHHAM "X MoOrKe 6yTH Byab-AKOK aMiHOKMCOTOD".

e pouinbHo, KoxeH "X" mae 6yTn onucaHuit okpemo. [poTe, obnactb 6e3nepepBHUX
3annuwkis "X" abo mHoXMHa 3anuwkis "X", posnogineHa B MNOCNiQOBHOCTI, MOXKe 6yTU
CninbHO onuncaHa 3a gonomorot Katoda ¢yHKuii "VARIANT" 3 BUKOPUCTAHHAM CUMHTAKCUCY
"X..y" B AKOCTI gecKkpunTopa nokKanisauii, ge "x" 1a "y" — NONOKEHHA NepLIOro Ta OCTaHHbOrO
3annwkis "X"; Ta Keanidikatopa "NOTE" 3i 3HaueHHAMm "X moxe Oyt 0Oyab-aKowo

amMiHOKucnoToto".

NONEPEAXEHHA. [lepeBarkHe npeacTaBAeHHA MOCMIAOBHOCTI, 3a3HA4YeHOi BULLe,
cnpsiMoBaHe Ha HagaHHA nepesniky NocnifoBHOCTEN Ha AaTy NOAaHHA MaTeHTHOI 3aABKW.
Take came NOAAHHA MOMKe OyTU HEenpUUHATHUM LWOAO0 Nepeniky NocnigoBHOCTEN, AKUN
Ha4A€ETbCA NicNA AaTU NOAAHHA NATEHTHOI 3aABKU, OCKIZIbKM HEODXiAHO BUPILLNTU, YN MOXKe
HagaHa iHpopmalia byTn posrnaHyTa BIB ans gopaHHA 06'ekTy A0 NEpBUMHHO MOAAHOrO
onucy.

BianosigHi naparpa¢um crangapty BOIB ST.26: 3 (c), 7(b), 26 Ta 27

MNpuknag 27-3: CKopoueHa popmyna - YoTupu abo binblie cneundiyHO BU3HAYEHI
aMiHOKHUCNIO0THU

rpyaeHs 2020



CTOpiHKa 52

MNentng dopmynu (Gly-Gly-Gly-z),
e z - byab-aKa amiHOKMCOTa | 3MiHHA n cTaHOBUTL 2-100, nepeBaxHo 3.
MutaHHAa 1: Yu Bumarae ctaHaapt BOIB ST.26 BKAoYeHHA NOCNiA0BHOCTI (-ei)?

TAK

MepeniveHnn nentng Gopmyan MictuTb TpU cneumPiyHO BU3HAYEHI aMiHOKMCNOTU, KOXKHA 3

AKMX ABnAe coboto Gly, i cumBon "z". 3assBuyan , "Z" € cumBonom 'raytamiHy abo
rNyTamiHOBOI KMCNOTM", OAHAK onNuc B LbOMY MpPWKNagi Bu3Hayvae "z" Ak "Oypb-Aky
amiHokucnoty" (Ous. BcTyn Ao uboro gokymeHTa). BignosigHo ao ctaHgapty BOIB ST.26
aMiHOKMCNOTa, fiIKa He € cneundiyHo BM3HaAUYeHOoto, No3HaveHa "X". Ha nigcrasi upboro aHanisy
nepepaxoBaHWUi MNOBTOPIOBAHUIM NENTUA He MICTUTb 4YOTMPU cneundiyHo BU3HAYEH
amiHOKMcnoTu. MpoTe onuUC MICTUTb KOHKPETHE YMCNOBE 3HAYEeHHA ANA 3MiHHOI "n", T06TO
HMXHA MeXa - 2 i BepxHA meKa - 100. Takum YnHOM, y NpUKIaLi pO3KPMBAETLCA NenTug, Wo
Ma€E NPUHaMMHI WicTb cneundiyHo BU3HAYEHUX aMiHOKMCAIOT Y nocaifaoBHocTi GGGzGGGz, i
BignosigHO A0 cTaHgapTy BOIB ST.26, noBuHEeH OyTW BKAOYEHUN [0 nepeniky
nocnigoBHocTen.

MuTaHHAa 3: K cnig npeacTaBAATM NOCAIA0BHICTb (-HOCTI) y Nnepeniky nocnigosHocTen?
Ockinbkn "z" nosHayae 6yab-AKY aMiHOKMCNOTY, TO CTaHAApPTHMA CUMBOJ, L0
BMKOPWUCTOBYETbCA AN1A NO3HAYEHHA YeTBEPTOI Ta BOCbMOI amiHOKKcnoT - "X".

CtraHgapt BOIB ST.26 BMMAarae BKAKOYEHHA A0 Nepeniky NOCAILOBHOCTEN AuwWe OAHiIel
NoCNifOBHOCTI, AKa ©Oyna nepepaxoBaHa i 3anuvwKamu. Tomy, NPUHANMHI OfgHa
NOCANifOBHICTb, WO MicTUTb Byab-akKi 2, 3 abo 100 konit GGGX, NoBMHHa bByTK BKAtOYEHa 40
nepeniky NOCNIAOBHOCTEM; OAHAaK MepeBara HAZa€eTbCA  HaMbinbll  OXONAtOKOYIN
nocnigoBHOCT, wWo Mmictutb 100 konin GGGX (SEQID Neo: 42) (dus. Bctyn Ao uboro
NOKYMeHTa). B ocTaHHbOMY BMNaAKy AOATKOBE T/IyMayeHHs, 1o A0 98 Konin GGGX MoXyTb
6yt BMAaaneHi. HacTinHo peKomeHAOYETbCA BKAOYUTU ABi A0AATKOBI MOCNiIAOBHOCTI, WO
mictaTtb 2 Ta 3 Konii GGGX, BianosigHo (SEQ ID NO: 44-45).

BianosigHo ao naparpady 27, "X" mae posrnagatuca ak byap-akui i3 cumsonis "A", "R", "N",
"p", "c", "Q", "E", "Gg", "H", "I, "L", "K", "™m", "F", "pP", "O", "S", "U", "1, "W", "Y" abo "V",
OKpPiM BMMNAaAKiB, KO/MM BiH BUKOPUCTOBYETHLCA i3 AOAATKOBMM OMUCOM Yy Tabauui yHKUiN.
Tomy, saKkwo cumson "X" MOBUHEH BUKOPUCTOBYBATUCb AN NpeAcTaBAeHHsA "byab-skoi
aMmiHoKkuncnotn", Toai BiH Mae 6yTn onmncaHuit 3 BUKOpUCTaHHAM Katoda dyHKuii "VARIANT" Ta
KBasidikaTopa "NOTE" 3i 3HaueHHAM "X MOrKe ByTH ByAb-IKOK aMiHOKMUC/IOTOD".

Jde pouinbHo, KoxeH "X" mae b6yTm onucaHuit okpemo. MpoTe, obnactb H6e3nepepBHUX
3annuwkis "X" abo mMHoXMHa 3anuwkis "X", posnogineHa B MNOCNiQOBHOCTI, MOXKe 6yTU
cninbHO onucaHa 3a gonomoroto Kntoda GyHKuii "VARIANT" 3 BUKOPUCTAaHHAM CUHTaKCUCy

"x..y" B AKOCTi geckpunTtopa noKanisauji, ae "x" 1a "y" — N0SIOKEHHA NepLIOro Ta OCTaHHbLOTO
saanuwkiBs "X"; Ta KBanipikatopa "NOTE" 3i 3HaueHHAMm "X moxke 6yt 6yab-aKoio

amiHoKucnoTor".

Kpim TOro, npuknag He Onucye, WO 3MiHHA "z" OoAgHaKoBa B KOXHOMY 3 ABOX BMMAaAKiB Y
po3wunpeHit nocnigosHocTi. MpoTe, AKWO "z" PO3KPMBAETLCA AK OAHAKOBA aMiHOKUCAOTA Y
BCiX JIOKanisauiax, To ka4 ¢yHKLUii VARIANT i kBanipikatop NOTE mae BkasysaTtu, wo "X" vy
BCiX MONIOXKEHHAX MOXKe OyTU 6yab-AKOK aMiHOKMCAOTO, AKWO BOHA € OAHAKOBOK B YCiX

NoKanisauifax.
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MONEPEOXEHHA. [lepeBa)kHe npeAcTaB/leHHA MOCAIAOBHOCTI, 3a3HAa4eHOi BULE,
CNpAMOBaHe Ha HagaHHA Mepesiiky NOCAiA0BHOCTEN Ha AaTy NOAAHHA MATEHTHOI 3aABKM.
Take came NoJaHHA MoXe OyTM HenpUUHATHMM LWOoAO Mepeniky NocnifoBHOCTEN, AKWUM
Ha4a€ETbCA NiCNA AAaTU NOAAHHA NAaTEHTHOI 3a8BKM, OCKIZIbKM HEOBXigHO BUPILLMTKN, YN MOXKe
HafgaHa iHbpopmauia 6yt posrnaHyTa BIB ana popaHHA 06'eKTy 40 NEpPBMHHO MOAAHOro
onucy.

BignosigHi naparpa¢m craHaapty BOIB ST.26: 3(c), 7(b), 26 Ta 27

Mapazpag 28 - AMIHOKUCAOMHI NocanidosHOCMI, po30ineHi BHympiwHiMmu mepmiHamopamu
Mpuknag 28-1: Kogyoua HyKneoTuaHaA NOCNIAOBHICTb i KOAOBAHA aMiHOKUCNOTHA NOCNIAOBHICTb

MaTeHTHA 3aABKa ONMUCYE HACTYMNHI NOCNIA0BHOCTI:

caattcaggg tggtgaat atg gcg ccc aat acg caa acc gcc tct ccc cgce
Met Ala Pro Asn Thr Gln Thr Ala Ser Pro Arg

gcg ttg gcd gat tca tta atg cag ctg gca cga cag gtt tcc cga ctg
Ala Leu Ala Asp Ser Leu Met Gln Leu Ala Arg Gln Val Ser Arg Leu

£

Binok A

cag tga atg acc atg att acg gat tca ctg gcc gtc gtt

gaa agc g
Thr Met Ile Thr Asp Ser Leu Ala Val Val

Glu Ser

Q) Q
= QO
< Q
Q)
Pt
-
=
M
ct

tta caa cgt cgt gac

t acc caa ctt aat cgac
Leu Gln Arg Arxrg Asp T

Val Thr Gln Leu Asn Arg

gg gaa aac cct
rp Glu Asn Pro

=~ Q
O
Q
T
t

o Q
<

binok B
gt caa aaa taa taataaccgg atgtactatt
Cys Gln Lys
>

ctt gca gca cat
Leu Ala Ala His

-3 it
N Q
T Q
t
Q
t

tatccctg atg ctg cgt cgt cag gtg aat gaa gtc gct taa gcaatcaatg
Met Leu Arg Arxg Gln Val Asn Glu Val Ala
>

Binok C
tcaggatgcgg cgcgacgctt atccgaccaa catatcataa

MutaHHa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoueHHA NocniaoBHOCTI (-ei)?

TAK

3anaBKa OMNUCYE HYKNEOTUAHY NOCAIAOBHICTb, WO MIiCTUTb TePMiHaLIMHI KOAOHMU, SKi KOayoTb
TPU Pi3HIi aMiHOKMCNIOTHI NOCNiAOBHOCTI.

Mepenik HyKNeoTMAHUX nocnigoBHOcTeN MicTuTb Ginbwe 10 cneuymdiyHO BU3HAUYEHUX
HyKneoTuais i noBuMHeH OyTW BKAKOYEHUIM [0 nNepeniky nocnifoBHOCTEM fAK OAHA
NOCNiA0BHICTb.

LLlo cTocyeTbcA KOAOBAHUX aMiHOKMCAOTHUX NOCAiAOBHOCTEN, TO naparpad 28 BMmarae, wob
AMIHOKMCNOTHI NOCNIAOBHOCTI, PO3AiNeHi CUMBOJIOM BHYTPIWHbOIO TepmiHaTopa, Takum AK
ren, NMOBWHHI OYTM BKAIOYEHI AK OKpemi NocnigoBHOCTI. OCKiNbKM KOXHa NOCAiIAOBHICTb:
"Binok A", "Binok B" 1a "Binok C" micTuTb 4oTMpM abo binblue cneundiyHo BU3HAYEHUNX
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amiHokucnoT, naparpad 7(b) craHgapTty BOIB ST.26 BMMArae BKAHOYEHHSA KOXKHOT A0 nepeniky
NoCNiAOBHOCTEN | NPU3HAYEHHA BAACHOIO iAeHTMdiKaLIMHOro HOMepPY NOCAIAO0BHOCTI.

MutaHHa 3: K cnig npeAcTaBAATYM NOCNIAOBHICTb (-HOCTI) y nepeniky nocnigoBHoCTEN?

HykneoTngHa nocnifoBHICTb NOBUMHHA ByTW BKAOYEHA 4,0 Nepesiky NOCNifOBHOCTEN AK:

caattcagggtggtgaatatggcgcccaatacgcaaaccgcectctccecgegegttggecgattcattaatggaaagegggceagtga
atgaccatgattacggattcactggccgtcgttttacaacgtcgtgactgggaaaaccctggegttacccaacttaatcgecttgeage
acattggtgtcaaaaataataataaccggatgtactatttatccctgatgetgegtegtcaggtgaatgaagtcgcttaagcaatcaa
tgtcggatgeggegegacgcttatccgaccaacatatcataa. (SEQ ID NO:46)

HykneoTngHa nocnigoBHiICTb Mae 6yTM A0AATKOBO ONMcaHa, BUKOPUCTOBYHOUM KAtoY dyHKLi
"CDS" ana KoxkHoro 3 Tpbox 6inkiB Ta enemeHT INSDFeature_location cnig Bu3Hauath
NIOKanisauito KOXHOI KoAayro4oi NocnifgoBHOCTI, BK/AKOYAKOUYM CTON-KOA4OH. Kpim TOoro, anA
KOXHOro Kntoda ¢yHKuji "CDS" nosmHeH 6yTn BKAtoYeHMIM KBanidikatop "translation" sk
3HayeHHA KBasidikaTtopa "amino acid sequence of the protein". 3asBKka He poO3KpMBaE
TabMLIO TeHETUYHUX KOAiB, KA 3aCTOCOBYETLCA ANs TpaHcaAuii (avs. Tabauuto 5 Posainy 9
dopatky 1). AKwo 3actocoByeTbca Tabnvusa cTaHAAPTHUX KogiB, TO KBanidikatop
"transl_table" He noTpibeH; oaHaK, AKLLO 3aCTOCOBYETLCA iHWA TabAMLA reHETUYHUX KOAiB,
Toai Ana Keanipikatopa "transl table" mae 6yTM 3a3HayeHo BignoBigHe 3HaYeHHSA
KBanidikaTopa 3 Tabauui 5. HapewTi, kBanidpikaTop "protein_id" noBMHeH 6yTU BKAOYEHWU 3i
3HaYeHHAM KBanidikaTtopa, WO BKasye iAeHTUOIKALIMHWMIA HOMEP MNOCNIAOBHOCTI KOXHOI
TPAHC/NbOBAHOI AMiIHOKMCAOTHOI NOCNiIA4OBHOCTI.

AMIHOKMCNOTHI MOCNIAOBHOCTI NOBUHHI OYTM BK/OYEHI AK OKpemi MOCNigoBHOCTI, KOXHa 3
AKMX MAE BNIACHUN iaeHTUIKaLIMHNIA HOMepP NOCAIA0BHOCTI:

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

MLRRQVNEVA (SEQ ID NO: 49)

MPUMITKA: Oume. "Mpuknag 90-1 AMIHOKMCNAOTHA NOCAIAOBHICTb, KOAOBaHa KoOAyHYOLO
NOCNifOBHICTIO 3 iIHTPOHaMK" AnA iNtoCTpaLii TPAHCNIbOBAHOI aMIHOKMCNOTHOT NOCNiA0BHOCTI,
npeacTaB/eHol AK O4HA NOCNIAOBHICTb.

BignosigHi naparpa¢um crangapty BOIB ST.26: 7, 26, 28, 57, 87-90

Mapaepagh 29 - lpedcmasneHHsa "iHWoi" amiHokucaomu
Mpuknag 29-1: Haibinbw o6merKyBanbHUiA 6aratosHauHMit cumeon gna "iHwWoi" amiHOKucnoTn
MaTeHTHa 3aABKa ONMUCYE TaKy NOCNILOBHICTb:
Ala-Hse-X1-X2-X3-X4-Tyr-Leu-Gly-Ser
Je X1 = Ala abo Gly,
X = Ala abo Gly,
X3 = Ala abo Gly,

X4 = Ala abo Gly, i
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Hse = lomocepuH
MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoueHHA NnocniaoBHOCTI (-ei)?

TAK

MepeniyeHnn nentTua, MicTUTb N'ATb cneumdiyHo BU3HAYEHUX amiHOKMcaoT. Cumeon "X"
3a3BMYall BMKOPUCTOBYETbCA ANA MO3HAYEHHs ABOX aMiHOKUCAOT AK anbTepHaTus (Ous.
BcTyn 40 LbOro 4OKYMeEHTa).

OcCKiNbKM iCHYE N'ATb cneundiyHO BU3HAYEHUX aMiHOKMCNOT, Hanpuknag Ala, Tyr, Leu, Gly Ta
Ser, naparpad 7(b) crangapty BOIB ST.26, BUMarae BKAOYEHHA NOCNIAOBHOCTI 40 Nepeniky
nocnigoBHocTen.

MutaHHa 3: K cnig npeAcTaBAATYM NOCNIAOBHICTb (-HOCTI) y nepeniky nocnigoBHoCTEN?

Maparpad 29 Bumarae, Wob byap-aka "iHWa" amiHOKMC/IOTA NOBMHHA ByTW NpeacTasieHa
cumBosiom "X". TocnigoBHICTb Y NpUKAaLi MICTUTb aMiHOKMCNOTY Hse B MOIOXKEHHi 2, AKOi
Hema B Tabnuui 3 Posginy 3 Oogatky |. BignosigHo, Hse € "iHwot" amiHokucnoTtoto i
NoBMHHa byTU NpeacTaBneHa cumeonom "X".

X1-X4 € BapiaHTaMM MONOMKEHb, KOXEH 3 fAKUX Moxe 6ytm A abo G. Haibinbw
obmerKyBanbHMM 6araTo3Ha4YHUM CMMBOJIOM ANna anbTepHatue A abo G € "X". Tomy
NOCNiJOBHICTb MOXKe ByTU NpeacTaBNeHa fK:

AXXXXXYLGS (SEQ ID NO: 50)

BkioueHHs 6yab-AKOI KOHKPETHOI MocnigoBHOCTI, HeobxiaHoi ans onucy abo ¢opmynam
BMHAxXo4y, HAaCTINHO PEKOMEHAYETbCA, AK Le 6y10 3a3HaYEHO Y BCTYNi A0 LUbOro 4OKYMEHTa.

OckinbKkM amiHoKMcnoTa Hse BiacytHA B Tabawuui 4 Po3giny 4 Jopatky |, To Kaod dyHKU,i
"SITE" Ta KBanidpikatop "NOTE" noBnHeH HazaaBaT NOBHY, HECKOPOYEHY HAa3BY FOMOCEPUH,
BianoBiaHo Ao naparpagdy 30 CtaHgapTty BOIB ST.26.

BianosigHO A0 naparpady 27, OCKiNbkM X1-Xg4 NpeactaBasa0Tb anbTepHaTMBY Auvwe 2
aMiHOKUCAOT, Toai HeobxiaHMM popaTkoBui onuc. MNaparpad 96 BKasye Ha Te, WO KAOY
¢yHKuii "VARIANT" mae BukopuctoByBatucAa 3 KBanipikatopom "NOTE" Ta 3HayeHHAM
KBasnidikaTopa "A abo G". BignosiaHo Ao naparpady 34 ctaHgaapTty BOIB ST.26, ocKinbKM L
NONIOMKEHHSA € CYMIXKHUMM Ta MalOTb O4HAKOBWUI OMUC, BOHM MOXKYTb BYTM onucaHi cniibHoO,
BUKOPUCTOBYIOUYM  CUHTakcuc  "3..6" AK  4eckpuntop  JioKanizauii B enemeHTi
INSDFeature_location.

BianosigHi naparpa¢m ctaHgapty BOIB ST.26: 3(a), 7(b), 25-27, 29, 30, 34, 66, 70, 71 i 94-95

Mapaepag 30 - TaymayeHHA MOOUGDIKOBAHUX AMIHOKUC/AOM

Npuknag 30-1: Knou pyHKuii "CARBODHYD"

MaTeHTHa 3anaBKa onucye nosinentua 3i cneumdiyHo moaMdiKoBaHOK aMiHOKMCNOTOLO, WO
MIiCTUTb T/liIKO3MNbOBAHMUM BiYHWI NaHUIOr, AKWUIKA XapaKTepusyeTbca Tum, wo Cys, AKUMK
BiANoBiaae nonoxkeHHsam 4 i 15 noninentnay, yreoptoe aucynbdifHuin 38'A30K, BiANOBIAHO
[0 HACTYNHOI NOCNiAOBHOCTI:

Leu-Glu-Tyr-Cys-Ley-Lys-Arg-Trp-Asn(asianinonirocaxapua))-Glu-Thr-lle-Ser-His-Cys-Ala-Trp
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MNutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 BkAoueHHA nocnigosHocTi (-ei)?

TAK

MepeniveHnin nentng mictute 17 cneundiyHo BM3HAYEHUX aMiHOKMCAOT. IcHye 16
NPUPOAHUX aMIHOKMCNOT, cepen AKUX aes’ata (acnapariH) rnikosunboBaHa. Tomy,
NOCNiAOBHICTb NOBWMHHa OyTWM BKAOYEHa A0 nepeniky MNOoCNigoBHOCTEM, AIK BMMAraeTbca
naparpadom 7(b) craHaapTy BOIB ST.26.

MutaHHA 3: AK chaig npepcTaBAATU NOCAIAOBHICTb (-HOCTi) y nepeniKy nocnigoBHocTen?

BignosiaHo go naparpady 29 ctaHaapty BOIB ST.26, moandikoBaHa aMiHOKMCI0Ta Ma€ byTu
npeacrtassieHa y NOCNiAOBHOCTI AK BignoBigHa HemoandiKoBaHA aMiHOKMCIOTA, AKLWO Ue
MOXK/INBO.

Tomy NocNifAOBHICTb NOBUHHA BYTK BKAOYEHA 4,0 Nepeniky NocnigoBHOCTEN AK:

LEYCLKRWNETISHCAW (SEQ ID NO: 51)

HeobxiaHuit gogaTtkosuii onmuc moandikoBaHoi amiHokmcaotn. Knou ¢yHkuii "CARBODHYD"
pasom 3 (ob6boB'askoBMMm) KBanipikatopom "NOTE" noBMHEH BMKOPUCTOBYBATUCA ANA
NMO3HaYeHHA BMMAAKiB MPUEAHAHHA LUyKpoBoro naduytora (asialyloligosaccharide) pgo
acnapariHy B nonorkeHHi 9. Keanidikatop "NOTE" onucye tmn 38'a3yBaHHA, Hanpuknag, N-
38’A3aHMN. [leckpunTop NOKanisauii B eneMeHTi noKanisauis ¢yHKUii aBnse coboto Homep
NONOXKEHHA 3aAMLWKY MogMdIKOBAHOro acnapariHy.

Kpim TOro, icHye amcynbdigHuii 3B'A30k MixK ABoma 3anuwikamu Cys. Tomy Ansa onucy
MiXNaHUIOIrOBOro MOMNepeyYyHoro 3B'A3KY BUKOPUCTOBYETbCA K4  ¢yHKuii "DISULFID".
EnemeHT nokanizauii yHKUii Bigobpaxae HOMepW MONOMKEHHA 3aNMLLIKIB 3B'A3aHMX i3
3annwkammn Cys y dopmati “x.y”, Hanpuknag, “4..15”. Ksanidikatop "NOTE" He €
060B'A3KOBUM.

BignosigHi naparpadum crangapty BOIB ST.26: 3(a), 7(b), 26, 29, 30 Ta kntou PyHKUii 7.4 Po3ainy 7
JopaTka |

Mapaepagh 36 - MNocnidosHocmi, wo micmame 061acmi MOYHOI KinbKOCmMi cymixHuUX 3aauwkie "n"
abo "X"

MNpuknag 36-1: NocnigoBHicTb 3 06n1acTIO BiAOMOI KinbKocTi 3anuwkis "X", npegcrasneHa y
BUrNAAi ogHiei nocnigoBHOCTI

LL-100-KYMR

He "-100-" mix amiHOKMCnOTaMKU NeNULMHOM Ta NiI3MHOM NO3HAYa€E aMiHOKMCNOTHY obnacTb
nocniaoBHOCTI, Wo mictutb 100 amiHOKKCNOT.

MutaHHa 1: Yu Bumarae ctaHaapt BOIB ST.26 BKkAloueHHA NocnifoBHOCTI (-ei)?

TAK

MNaparpad 36 crtaHgapty BOIB ST.26 BMMarae BKAOYEHHA MOCANIAOBHOCTI, WO MICTUTb
NPUHaMMHI YoTUpK cneundiyHO BUM3HAYEHI aMiHOKUCNOTK, PO3AiieHi oaHieo abo Kinbkoma
obnactammM 3 BU3HAYEHOLO KinbKicTio 3anmwkis "X".
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Po3kpuTa NOCNiAOBHICTb BUKOPUCTOBYE HECTAHAAPTHMIA cumBoA, To6TO "-100-." BU3HaueHHA
"-100-" mae BUNAMBATU 3 NOSACHEHHS MOC/iA0BHOCTI B OMNUCI, AKa BU3HAYAE LLel CUMBOA AK
100 aMiHOKMCNOT MiXK IeLMHOM Ta Ni3uHOM (Ous. BcTyn Ao uboro gokymenTa). Tomy "-100"
- e BU3HayeHa obnactb "X" 3anmwkiB. OcKiNbKKM WicTb 3i 106 aMiHOKMCAOT y NOCNIAOBHOCTI €
cneundiyHo BM3HauyeHMMM, naparpad 7(b) craHmapty BOIB ST.26 BMMarae BK/IOYEHHS
NnocnigoBHOCTI A0 nepeniky Noc/iA0BHOCTEN.

MutaHHa 3: K cnig npeAcTaBAATM NOCNIAOBHICTb (-HOCTI) y nepeniky nocnigoBHoCTEN?

HectaHgapTHui cumeon "-100-" nosHayae 100 3anumwkis "X" (OCKinbKu Byab-aKuii cMMBON,
AKMIA BUKOPUCTOBYETHCA ANA MO3HAYEHHA aMIHOKMCNOTU € EKBiBaIEHTOM JiMwWwe OZHOMY
3a/MwKy). Tomy opgHa NOCNiQOBHICTb, AOBXMHOKW 106 amiHOKMcnoT, wo Mmictutb 100
3anmuwkiB "X" mix LL i KYMR, noBuHHa 6yTn BKAtOYeHa 40 nepeniky nocnigosHocTter (SEQ ID
NO: 52).

BianosigHi naparpa¢m ctaHgapty BOIB ST.26: 7(b), 26, 27 Ta 36

MNpuknag 36-2: NocnigoBHICTb 3 KiZIbKOMa o6aacTaAmMM BigoMOiT KilbKOCTi abo gianasoHom
3anuwKie "X", npeacraBneHa AK 04HA NOCNIAOBHICTb

Lys-z2-Lys-zm-Lys-z3-Lys-z-Lys-zo-Lys

He z asnsie coboo byab-aKky amiHoKncnoTy, m = 20, n = 19-20, zp 03HayYaE, WO Napu NisnHis

po3AinieHi byab-SKMMM ABOMA aMiHOKMC/IOTaMK, @ Z3 O3HAYaE, WO Napu NisMHIB po3gineHi
OyAb-AKMMU TPbOMA aMiHOKMCIOTaMM.

MuTtaHHA 1: Yu Bumarae craHgapt BOIB ST.26 BKAIOYEHHA NOCNiA0BHOCTI (-eid)?

TAK

Po3kpuTa NOCNiAOBHICTb BMKOPUCTOBYE HECTaHZApTHWI cumson, Tobto "z". Tomy, cnig,
BPaxoBYyBaTW, WO OMUC MAE MICTUTU BU3Ha4YeHHs "z" ; "z" B onuci BU3HAYaeTbCA K byab-AKa
amiHokucnota (dus. Bctyn [0 uboro p[oKymeHTa). CTaHAAPTHUM  CMMBOJIOM, AKUMA
BUKOPWUCTOBYETLCA A1 NMO3HAYEeHHS 6yab-aKoi amiHoKMcioTH, € "X". BpaxoBytoumn HasaBHICTb
3MiHHKMX "X", nenTua, MicTUTb WICTb NepepaxoBaHMX Ta cneundiyHO BM3HAYEHMX 3a/IULLKIB

Ni3MHY, AKi MaloTb OYTU BKAOUYEHi A0 Nepeniky noc/iloBHOCTEN.

MuTaHHAa 3: AK cnig npeacTaBAATUM NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTein?

n,n

MocnigoBHICTb BUKOPUCTOBYE HECTAHAAPTHUI cMmBOA "z", BU3HAYEHHA SKOrO MNOBWMHHO
BuNAnBaTtK 3 onucy. OckinbKn "z" BU3HAYaETbCA AK Oyab-AKa aMiHOKMUCNOTa, CTaHAAPTHUM
cumsonom € "X."

Halikpawmm i HalinowwupeHiwumm cnocobom npeactaBneHHs € (0us. Bctyn go uboro
NOKYMEHTA):

KXXKXXXXXXXXXXXXXXXXXXKKKXXXKXXXXXXXXXXXXXXXXXXXXKXXK (SEQ ID NO: 53)

e zn popisHioe 20 "X-am", 3 noganbwum onucom, wWo 3miHHa "X", Aka Bignosigae
nonoxeHHo 30, moke byTu BUAANEHa.

B iHwomy BMnNagKy, abo Ha 40AaTOK A0 BUL,E3a3HAYEHOTro, MOCNIA0BHICTb MOXKe ByTH
npeAcTaB/eHa fK:

KXXKXXXXXXXXXXXXXXXKXXXK XXX KXXXXXXXXXXXXXXXXXXXKXXK (SEQ ID NO: 54)
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Je z, popisHioe 19 "X-am", 3 noganbwMm onncom, o 3miHHa "X" moxe 6yTu BcTaBieHa MixK
NonoXeHHAMN 3 Homepamun 29 i 30.

BignosiaHo oo naparpady 27, "X" mae posrnsaatucs sk byab-akui is cumsonis "A", "R", "N",
"D", "C", "Q", "E", "G", "H", "|", "L", "K", "M", "F", "P", "O", "S", "U", "T", an' nYu a60 "V”,
OKpimM BMMNaAKiB, KOMM BiH BMKOPWUCTOBYETHLCA i3 40AATKOBMM OMUCOM Yy Tabauui GpyHKUiN.
Tomy, sKwo cumson "X" NOBMHEH BUKOPWUCTOBYBATUCb ANA NpeacTaBaeHHA "Oyab-akoi
amiHoKucnoTtn", Toaji BiH Mae 6yT1 onncaHUn 3 BUKOPUCTAHHAM Katova dyHKLii "VARIANT" Ta
kBanidpikatopa "NOTE" 3i 3HaueHHAM "X morKe 6yTH Byab-AKO aMiHOKMCAOTO".

Oe pouinbHo, KoxeH "X" mae 6yt onucaHuii okpemo. MpoTe, obnactb 6e3nepepBHUX
3anmwkiB "X" abo MHOMMHa 3anuwkis "X", po3nogineHa B MOCNIAOBHOCTI, MOXe OyTu
CNiNbHO onMcaHa 3a gonomorot Katouva ¢yHKUiT "VARIANT" 3 BUKOPUCTAHHAM CUHTaKCUCY
"X..y" B AKOCTI AeckpunTopa noKanisauii, ae "x" 1a "y" — NONOKEHHS NEpLIOro Ta OCTaHHbOIo
3anmwkie "X"; Ta Keanidikatopa "NOTE" 3i 3HauyeHHam "X moxe 6yTn 6Oyab-aKoto

amiHOKuchoTotro".

BignosigHi naparpadum craHgapty BOIB ST.26: 26, 27 1a 36

Mpuknag 36-3: NMocnigoBHICTb 3 KiAbKOMa 061acTaAMM BiAOMOIT KinbKocTi abo aAianasoHom
3anuwkie "X", npeacraBneHa AK 04HA NOCNIAOBHICTb

K-z2-K-zm-K-z3-K-z-K-z2-K

He z aBnae cobo byab-aky amiHoKucaoTy, ae m = 15-25, nepesarkHo 20-22, n = 15-25,
nepesakHo 19-20, zp 03Hayae, WO Napu ANi3MHIB po3aineHi 6yab-aKMMKM aABOMaA

aMiHOKUCNIOTaMM, @ Zz3 O3HAyaE, WO napu Ni3uHIB po3Ai/ieHi Oyab-AKMMKW TpboMa
aMiHOKMCNOTaMM.

MuTtaHHA 1: Yu Bumarae craHgapt BOIB ST.26 BKAOUEHHA NocnigoBHOCTI (-eid)?

TAK

MocnigoBHICTb Y MPUKAAAI BUMKOPUCTOBYE HECTaHAApPTHMA cumBon, Tobto "z". Tomy ans
BM3HauyeHHA "z" BpaxoByeTbca onuc (Ous. BcTyn Ao uboro AoKymeHTta). Onuc Bu3Ha4vae Len
CUMBOA AK ByAb-AKY aMiHOKMCNOTY. CTaHAAPTHUM CMMBONOM, KM BUKOPUCTOBYETLCA ANA
no3HayeHHA Luiei amiHokucnotn, € "X". Micna po3rnagy HasBHOCTI 3miHHMX "X", nentug
MICTUTb 6 NiI3MHOBUX 3a/ULLKIB, AKI NepepaxoBaHi Ta cneundiyHO BU3HAUYEHi, AK BUMAraeTbCcA
B Nepeniky NocnigoBHOCTEN.

MutaHHa 3: K cnig npeAcTaBAATUM NOCNI[OBHICTL (-HOCTI) y nepeniky nocnigoBHOCTEN?

MocnigoBHICTb BUKOPUCTOBYE HECTAaHAAPTHUI cumBOA "z", BUSHAUYEHHSA SIKOro NOBUHHO 6yTH
n,n

HagaHe 3 onucy. Ockinbkn "z" BU3HAYaeTbCcA AK ByAb-IKa amMiHOKMCAOTA, CTaHAAPTHUM
cumBosiom € "X". Kpawmit i HanbinbLl oxon/itooumnii cnocib npeacTaBaeHHA:

KXXKXXXXXXXXXXKXXXKKXXXKXXXXKKXXKKXXXKEXXXKXXXXKXXXXXXXXXXXKXXK (SEQ 1D NO:
55)

(e m =25 i n = 25), 3 noganbwum onucom, Wwo 10 abo meHLwwe 3anmwkis "X" B KOMKHIN
obnacTi "zm" ab0o "zp" MOXKYTb BYTU BUAANEHI.

HacTililHO pekomeHAyeTbCcA BKAKOYEHHA Oyab-AKOI KOHKPETHOI MOoCNigoBHOCTI, HeobxigHoi
Ana onucy abo dopmynm BUHaxoay, AK Lie 6yno 3a3Ha4eHo y BCTYNi 40 LbOro A4OKYMEHTa.
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B iHWoOMy BMNagKy, NOCNifOBHICTL MOXKe ByTK NpeacTaBieHa AK:
KXXKXXXXXXXXXXXXXKXXXKXXXXXXXXXXXXXXXXXK (SEQ ID NO: 56)

(ne m =15 i n = 15), 3 noganbwum onucom, wo 10 abo meHwe 3anmwkiB "X" B KOXKHIN
obnacti "zm" abo "zp" MoXKyTb 6YTM BCTaBAEHI.

AK 40aTKOBI aNibTEPHATMBM, MOXKYTb OYTU BKAKOYEHI Byab-aKi abo BCi MOXAMBI BapiaHTML.

BignosiaHo oo naparpady 27, "X" mae posrnagatuca ak 6yab-akmi i3 cumsonis "A", "R", "N",
"D"' Ilcll’ IIQII’ "E"' IIGII’ IIHII’ lllll’ IILII’ IIKII’ IIMII’ IIFII’ "P"' IIOlI’ "S", Ilull' "T"' Ilwll’ IIYII a6o llvll,
OKpiM BMMNaZKiB, KON BiH BUKOPUCTOBYETLCA i3 404AaTKOBMM ONUCOM Yy Tabnumui GyHKL,iN.

Tomy, sKwo cumson "X" NOBMHEH BMKOPWUCTOBYBATUCb ANA NpeacTaBneHHs "Oyab-akoi
amiHoKucnotn", Toaj BiH Mae ByTK onNUCaHWUI 3 BUKOPUCTAHHAM Katova dyHKLii "VARIANT" Ta
kBanidpikatopa "NOTE" 3i 3HaueHHAM "X morKe 6yTH Byab-AKO amiHOKMCAOTO".

Oe pouinbHo, KoxeH "X" mae 6yt onucaHuii okpemo. lpoTe, obnactb HesnepepBHUX
3anmwkiB "X" abo MHOMMHa 3anuwkis "X", po3snogineHa B MNOCAILOBHOCTI, moXKe 6yTu
CninbHO onucaHa 3a gonomorot Katoda ¢yHKuii "VARIANT" 3 BUKOPUCTAHHAM CUMHTaKCUCy
"x..y" B AKOCTi geckpunTtopa noKanisauiji, ae "x" 1a "y" — N0N0KEHHA NepPWOro Ta OCTaHHbOTO
3anmwkie "X"; Ta Keanidikatopa "NOTE" 3i 3HayeHHam "X moxe 6yTn 6yab-aKoto

amiHOKuchoToto".

NONEPEAMEHHA. [lepeBarkHe npeacTaB/leHHA MNOCAIAOBHOCTI, 3a3Ha4YeHOi BMLLUe,
CNpAMOBAHe Ha HAJAHHA Nepeniky NOoCNiAOBHOCTEM Ha AaTy NOAAHHA NATEHTHOI 3aABKW.
Take came NoAaHHA MOXKe OyTU HEeNnPUUHATHUM WOAO0 NEepeniky MNocNigoBHOCTEN, AKUMK
HaAaA€ETbCA NiCNA AATU NOLAHHA NATEHTHOI 3aABKM, OCKIZIbKM HEOBXiAHO BUPILLNTU, YN MOXKeE
HagaHa iHpopmauia byTn posrnaHyta BIB ans gogaHHA 06'ekTy 4O NEpBUMHHO MOAAHOrO
onucy.

BignosigHi naparpa¢u ctangapty BOIB ST.26: 27 i 36

Mapazpag 37 - MNocnidosHocmi, wo micmame 06aacmi HE8IOOMOI KinnbKOCMi CyMiXHUX 3aAUWKI8
n n LIAV4 1)
n" abo "X

Mpuknag 37-1: NMocnipoBHICTb 3 06nacTAMM HeBiAOMOI KinbKocTi 3anuwKis "X" He NnoBMHHA 6yTH
npeacraBsieHa K 04Ha NOCAIAOBHICTb

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

[le CUMBO/ ---- € HEBM3HAYEHUM rernom y NocNifoBHOCTI, Ae Xaa ABAAe coboto byab-AKy

aMiHOKUCNOTY, a [AiuMH i 3aAMWKKM Xaa 3'€AHYHTbCA OAMH 3 OAHWM 3a A0MOMOroH
nenTUAHUX 3B'A3KIB.

MutaHHA 1: Yn Bumarae craHgapT BOIB ST.26 BK/lOYEHHA nocnigaoBHocTi (-ei)?

HI

Maparpad 37 craHaapTy BOIB ST.26 3a60poHAE BKAOYEHHSA ByAb-AKOI NOCAIAOBHOCTI, LU0
MICTUTb HEBU3HAYEHMWI ren; OTXHe, BKAOYEHHA BCIiEl MOCNiA0BHOCTI HE BUMAraerbCes.

Maparpa¢d 37 ctangapty BOIB ST.26 BUMarae BKAOYEHHS 6yAb-AKOT YaCTUHU NOCAiIA0BHOCTI,
CYMi>KHOI 3 HEBM3HAYEHUM TenoMm, Lo MIiCTUTb YoTMpK abo Ginblie cneundiyHO BU3HAYEHUX
aMiHOKMUCNOTU. Y HaBegeHOMY BULLE MNPUKAAAi BKAOYEHHS OyAb-AKOi YaCTUHWU, WO €
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CYMIXKHOIO 3 HEBM3HAYEHUM renom He BMMAra€eTbCA, OCKIJIbKM KOXKHa YaCTUHA MICTUTb AuLe
ABi cneundiyHO BM3HAYEHI aMiHOKUCNOTW.

MutaHHAa 2: Yu po3Bonse ctaHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eif)?
HI - He BCi€i nocnigoBHOCTI
HI - He 6yAb-AKOi YaCTUHM NOCAIA0BHOCTI

Maparpad 37 ctaHaapTy BOIB ST.26 He £03BONAE BKNOYEHHA BCi€i NOCNiA0BHOCTI.

Maparpad 8 ctaHgapTy BOIB ST.26 He 003BONAE BKAOYEHHA ByAb-AKOT YaCTUHU, CYMIXKHOI 3
HEBU3HAYEHMM TeNOM, OCKi/IbKM KOXKHA YacTMHa MICTUTb Aunlle ABi cneundiyHo BM3HAYEHI
aMiHOKMCNOTH.

BianosigHi naparpa¢m ctaHgapty BOIB ST.26: 7(b), 8, 26 Ta 37

MNpuknag 37-2: NocnigoBHicTb 3 061acTAMM HEBIAOMOI KinbKoCTi 3anuwKie "X" He noBMHHa 6yTn
npeAacTaBneHa K 04Ha NOCNIA0BHICTb

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

A€ CUMBON ---- € HEeBM3HAYEeHMM Ternom Yy NOCNiAOBHOCTI, Ae Xaa € 6yab-Akowo
aMiHOKUCNIOTOO, @ 3a/INLLKM TNiuMHY Ta Xaa 3'egHaHi oAMH 3 0AHUM NENTUAHMMM 3B'I3KaMMU.

MuTtaHHA 1: Yu Bumarae craHgapt BOIB ST.26 BKAIOYEHHA NOCNifoBHOCTI (-eid)?
HI - He Bci€i nocnigoBHOCTI

TAK - obnacTb nocnigoBHOCTI

Maparpad 37 ctaHaapty BOIB ST.26 3ab60poHA€E BKAOYEHHA Byab-AKOI NMOCNiAOBHOCTI, AKa
MICTUTb HEBW3HAYEHWUI Ten, ane BUMAra€ BKAKOYEHHA Oyab-aKoi obnacti nocnigoBHOCTI,
CYMiXHOi 3 HEBM3HAYEHUM Frenom, AKUN MICTUTb YoTUpK abo Binblie cneundiyHO BU3HAYEHI
AMIHOKMCAOTH.

Y HaBegeHoMy BuLLe NpuKnagi ctaHaapT BOIB ST.26 He BumMarae (Ta 3a60pOHSE) BK/IIOYEHHS
AK BCi€i MOCNiAOBHOCTI, WO MIiCTUTb HEBU3HAYEHWUI ren, Tak i obnacti Gly-Gly cymixHoi 3
HEBM3HAYEHUM TEeNnoM, LLLO MICTUTb AuLle ABi cneundiyHo BU3HAUYeHi amiHOKucaoTu. lMNpoTe,
cTaHgapT BOIB ST.26 Bumarae BkAoudeHHA obnacti Gly-Gly-Ala-Gly-Xaa-Xaa, cymixKHOi 3
HEBM3HAYEHUM TenoM, OCKIbKM BiH MICTUTb NPUHAMMHI 4YOTUPU cheuudiyHO BMU3HAYEHI
aMiHOKMCNOTK.

MutaHHAa 2: Yu po3Bonse ctaHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eif)?
HI - He Bciei nocnigoBHOCTI | He obnacTi Gly-Gly
MutaHHA 3: K caig npeacTaBAATM NOCNIAO0BHICTbL (-HOCTI) y nepeniky nocnigoBHocTei?

O6nacTb NOCNIAOBHOCTI, CYMi3KHOT 3 HEBU3HAYEHUM TEMOM, IKa MICTUTb YOTUPW crneundivyHo
BM3HAYeHi aMiHOKMCNOTH, NOBUHHA ByTW NpeacTaBieHa AK:

GGAGXX (SEQ.ID NO: 57)

MepeBa*kHO, NOCNIAOBHICTb MOBMHHA BYTU po3TNiymayveHa, wob BKasaTh, WO npeacTaBieHa
NOCNiAOBHICTb € YacTUHO b6iNblUOi NOCAIAOBHOCTI, fAKa MICTUTb HEBU3HA4YeHUn ren,
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BMKOPUCTOBYOUM KAtod dyHKuii "SITE", nokanisauito ¢yHKuii "1" Ta KBanidikatop "NOTE" 3i
3HaYeHHAM, Hanpuknaa: "Llen 3anmwok 38'a3aHmit N-KiHUem 3 nentuaom, wo mae Gly-Gly Ha
N-KiHLi Ta ren HEBU3HAYEHOI A0BXKUHK".

BiagnosigHo Ao naparpady 27, "X" mae posrnagatuca ak byap-akuin i3 cumsonis "A", "R", "N",
“p", "c", """, "e", "G", "H", "I", "L", "K", "™m", "f", "p", "O", "S", "U", "T", "W", "Y" abo "V",
OKpimM BMMNaAKiB, KOMM BiH BMKOPUCTOBYETHLCA i3 40AATKOBMM OMUCOM Yy Tabauui GpyHKUiN.
Tomy, akwo cumson "X" MOBMHEH BUKOPUCTOBYBATUCb A1 MpeAcTaBAeHHA "byab-skoi
amiHoKucnoTtn", Toaji BiH Mae 6yTn onucaHnin 3 BUKOPUCTAHHAM Katoda ¢yHKuii "VARIANT" Ta
kBanidpikatopa "NOTE" 3i 3HaueHHAM "X morKe 6yTH Byab-AKO aMiHOKMCAOTO".

Oe pouinbHo, KoxeH "X" mae 6yt onucaHuii okpemo. MpoTte, obnactb 6esnepepBHUX
3anmwkiB "X" abo MHOMMHa 3anuwkis "X", po3snogineHa B NOCAIAOBHOCTI, MoXe 6yTu
CNiNbHO onMcaHa 3a gonomorot Kato4va ¢yHKUiT "VARIANT" 3 BUKOPUCTAHHAM CUHTaKCUCY
"x..y" B AKOCTi geckpunTtopa noKanisauiji, ae "x" 1a "y" — N0N0KEHHA NEPLWOro Ta OCTaHHbOTO
3anmwkie "X"; Ta Keanidikatopa "NOTE" 3i 3HayeHHam "X moxe 6yTn 6yab-aKoto

amiHOKuchoTotro".

BianosigHi naparpa¢m ctaHgapty BOIB ST.26: 7(b), 8, 26, 27 Ta 37

Mapaepag 55 — HykneomuodHa nocaidosHicme, aka micmume cezameHdmu [JHK ma PHK

Mpuknapg, 55-1: KombiHoBaHa monekyna AHK/PHK

MNaTeHTHa 3aABKa PO3KPUBAE HACTYMHY ONIrOHYKNEOTUAHY NOCNIA0BHICTb:
AGACCTTcggagucuccuguugaacagauagucaaaguagauC

[e Benuki nitepn npeacrasnaoTb 3anmwkm OHK, a mani nitepn npeacraBnaoTb 3aJULLKK
PHK.

MuTtaHHA 1: Y BUMmarae craHgapt BOIB ST.26 BKAIOYEHHA NOCNifoBHOCTI (-eid)?

TAK

Po3KkpuTta nocnifoBHicTb Ma€e Oinblle, HiXK AecATb MnepepaxoBaHUX Ta cneumdivyHo
BM3HAYEHMX HYKNEOTUAIB; TOMY ii NOTPIGHO BKAOYMTM 4,0 Nepeniky NocnigoBHOCTEMN.

MutaHHa 3: K cnia npeAcTaBAATUM NOCNIAOBHICTb (-HOCTI) y nepeniky nocnigoBHOCTEN?
HykneoTngHa nocnigoBHiCTb NOBMHHA OyTW BKAOYEHA 40 NepesiKy NoCNiA0BHOCTEN AK:

agaccttcggagtctcctgttgaacagatagtcaaagtagatc (SEQ ID NO: 92)

BapTo 3a3HaunTW, WO HYKNEOTMAM ypauwuny NOBMHHI ByTM npeactasneHi cumeonom "t" vy
nepesniky nocnigoBHOCTEN.

Maparpad 55 CraHgapTty BOIB ST.26 nepeabayae, WO HyKAeoTUAHA MNOCAIAOBHICTb, fAKa
MicTuTb AK cermeHTn OHK, Tak i PHK, noBMHHa 6yTn 3a3HayeHa AK monekyna tuny "OHK " i
NONATKOBO OMucaHa 3a JOMNOMOrol Kaw4ya o¢yHKUii  "source" Ta o06o0B'A3Kk0BOro
KBanidikaTopa "organism" 3i 3HaYeHHAM "CUHTETUYHWUI KOHCTPYKT' Ta 060B'A3KOBOro
KBanipikatopa "mol_type" 3i 3HaveHHAm" iHwa [AHK". Kpim TOro, Ko)eH cermeHt
NocnigoBHOCTI NOBMHEH OyTM [A0AATKOBO OMNMCaHMI 3a AOMNOMOrol Kawouya PyHKuii
"misc_feature", AKMI BKAKOYAE JIOKani3alilo cermeHTa, Ta KBanidikatopa "note", Axkui
BKasye, un cermeHT € JJHK abo PHK. Po3KpuTa nocnigosHicTb mictutb Asa cermentn OHK
(nonorkeHHa Hykneotnais 1-7 Ta 43) Ta oanH cermeHT PHK (nonoXeHHA HykneoTuais 8-42).
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BignosigHi naparpadu ctangapty BOIB ST.26: 7, 14, 55-56 1a 83

Mapazpag 89 - Knrou ¢pyHKUiT "CDS"
Mpuknapg 89-1: Kogytoua HyKneoTnaHa NoCaifoBHICTb | KOAOBaHA aMiIHOKUC/IOTHA NOCNIA0BHICTb
MaTeHTHa 3aABKa ONWUCYE TaKy HYKNEOTUAHY NOCNIAOBHICTb Ta il TpaHCcAAL,itO:

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 ctaHgapt BOIB ST.26 BKAOYeHHA nocnigoBHocTi (-ei)?

TAK

MNepepaxoBaHa HyKNeOTUAHa MOCNIAOBHICTb Mae binbwe gecatn cneuymdiyHO BU3HAYEHUX
HYKNeoTuaiB.

MNepepaxoBaHa aMiHOKMCNOTHA MOCAIAOBHICTE Ma€ binbwe 4YOTUPLOX cneumdivHo
BM3HAYE€HMX aMiHOKMUCAOT.

MuTaHHAa 3: AK cnig npeAacTaBAATUM NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTen?
HykneoTngHa nocnigoBHicTb NOBUMHHA ByTW NpeacTaBieHa sK:

atgaccggaaataaacctgaaaccgatgtttacgaaattttatga (SEQ ID NO: 58)

HykneoTnaHa nocnigoBHICTb Ma€ 6yTW A0AaTKOBO ONMUCaHa, BUKOPUCTOBYHOUMN KoY PyHKLT
"CDS", a enemeHT INSDFeature_location nosuHeH igeHTUIKyBaTU BCHO MOCAIAOBHICTb,
BK/IIOHMAIOYM CTON-KOAOH (HanpuKknag, nonoxeHHa Big 1 go 45). Kpim Toro, kBanidikatop
"translation" mae 6yTn BKAOYEHMI 3i 3HaYeHHAM KBanidikatopa "MTGNKPETDVYEIL". 3asBKa
He PO3KPMBAE TabAMLIID TEHEeTUYHUX KOpAiB, AKA 3aCTOCOBYETbCA ANA TpaHcaauii (gus.
Tabnnua 7 Po3giny 9 Jdoaatky ). AKWwo 3actocoByeTbca Tabnuusa cTaHAApPTHUX KOAiB, TO
KBanidikaTop "transl_table" € Heo60B’sI3KOBUM; OAHAK, AKLLO 3aCTOCOBYETLCA iHWA Tabanua
reHeTUYHUX KoaiB, To AnAa Keanidikatopa "transl_table"noTpibHo BKasaTu BignosigHe
3HayeHHA KBanidikatopa 3 Tabauui 7. HapewTi, kKBanipikatop "protein_id" nosuHeH 6yTn
BK/IIOYEHUIM 3i 3HaAyeHHAM KBanipikaTopa, WO BKa3ye Ha igeHTMOIKaLiMHMA Homep
TPaHCNbOBAHOT aMiHOKMCNOTHOT NOC/iAOBHOCTI.

AMIHOKMCNOTHA MNOCNIQOBHICTb MNOBWMHHA OYyTM  OKpPemMo MpeacTaBfeHa  BAACHUM
ineHTUdiKauinHMM  HOMEepOM  MOCANiAOBHOCTI, BWKOPUCTOBYHOMM OAHOOYKBEHI Koam
HaCTYMHUM YNHOM:

MTGNKPETDVYEIL (SEQ ID NO: 59)

STOP nicnAa npeactaBneHOi aMiHOKMCNOTHOI NOCAIAOBHOCTI He MOBWHEH BKAKOYATUCA 4O
aMiHOKMCNOTHOI NOCAIAOBHOCTI B Nepeniky Noc/igoBHOCTEN.

NONEPEAXEHHA. [lepeBarkHe npeacTaBNeHHA MOCAILOBHOCTI, 3a3HayeHOl BuLUe,
CNpAMOBAHe Ha HAaZAHHA Nepeniky NOoCNiAOBHOCTEM Ha AaTy NOAAHHA NATEHTHOI 3aABKW.
Take came NOJAHHA MoXe OyTM HenpPUIUHATHMM LWOAO Mepeniky NocNiA0BHOCTEN, AKWUM
HaAA€eTbCA NicnA AaTW NOAAHHS NATEHTHOI 3aABKM, OCKiIIbKM HEODXiAHO BUPIWNTU, YN MOXKe
HagaHa iHbopmauia byTn posrnaHyta BIB ans gogaHHA 06'ekTy 4O NEpBUMHHO MOAAHOrO
onucy.
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BignosigHi naparpadum crangapty BOIB ST.26: 7(a), 7(b), 26, 28, 89, 90 Ta 92

Mpuknag 89-2: Jlokanisauia PyHKLii BUXOAUTb 32 MeXKi PO3KPUTOI NOCNiIAOBHOCTI

MaTeHTHa 3aABKa MiCTUTb HAacTynHy Qirypy, WO ONUCYE YaCTKOBY KOAYHUY NOCNiIAOBHICTb Ta ii
TPaHC/IbOBAHY aMiHOKMCNOTHY NOCAIA0BHICTb:

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 1

cgt ggg agt ctg tgc att tgt gag ggt cca gct gaa gga tgg ttc ata 96
Arg Gly Ser Leu Cys Ile Cys Glu Gly Pro Ala Glu Gly Trp Phe Ile
20 5 30

tca aga tgt tgg tta tgg tgt ggg cct caa gtc caa ggc ttt atc ttt 144
Ser Arg Cys Trp Leu Trp Cys Gly Pro Gln Val Gln Gly Phe Ile Phe
35 40 45

gc ggt gac aga cgg gct gaa gcg agc cct 192
ly Gly Asp Arg Arg Ala Glu Ala Ser Pro
5 60

gga gaa ggc aag gaa gga g
Gly Glu Gly Lys Glu Gly G

50 5
cag gag ttt tgg gaa tgc act tgg 216

Gln Glu Phe Trp Glu Cys Thr Trp
65 70

dirypa 1 - yacTkOBa KOIyklua NOCJHimoBHiCcTe TeHy Homo sapiens
ITCH1, saxa xonmye aMminoxmciyoru 20 - 91 3 6imxa ITCH1 pmorxuHOK 442
aM1HOKMCJIIOTHU .

MuTtaHHA 1: Y BUMmarae craHgapt BOIB ST.26 BKAOYEeHHA nocnigoBHOCTI (-eid)?

TAK

3anABKa OMUCYE HYKNEOTUAHY MOCNIAOBHICTb Ta il TPAHCNbOBAHY aMiHOKUC/IOTHY MOCANI4OBHICTb.
MepeniyeHa HyKNeoTMAHA MNOCANIAOBHICTb MIiCTUTL 6inblie, HiX 10 cneundiyHO BU3HAYEHUX
HYK/leoT1AiB Ta MOBMHHA OYyTM BKAKOYEHA A0 Nepeniky nocaifAoBHOCTI.

AMIHOKMCNOTHA NOCANIAOBHICTb MiCTUTb Binblie, Hix 4 cneumdiyHO BU3HAYEHi aMiHOKMC/IOTH

a TaKOX NOBMHHA ByTU BKAOYEHA A0 Nepeniky NOCNiAOBHOCTI AK OKpPema NoCAif0BHICTb 3
B/TaCHMM iaeHTUdiKaLinHMM HoMepoMm.

MutaHHA 3: K caig npepcTaBAATM NOCNIAO0BHICTL (-HOCTI) y nepeniky nocnigoBHocTeid?

HykneoTuaHa nocnifAoBHICTb NOBMHHA BYTW BKAKOYEHA A0 Nepeniky NocNiA0BHOCTEN fAK:

catcacgcagcagaatgtggattttgtcctcaacaatggcaagttctacgtgggagtctgtgeatttgtgagggtccagetgaaggat
ggttcatatcaagatgttggttatggtgtgggcctcaagtccaaggcetttatctttggagaaggcaaggaaggaggcggtgacagac
gggctgaagcgagecctcaggagttttgggaatgeacttgg (SEQ ID NO: 93)
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HykneotngHa nocnigoBHiCTb gani mae 6yt onmcaHa 3a AONOMOrow Katoda oyHKuii "CDS".
EnemenTt INSDFeature location nosuHeH igeHTUOIKYBaTU JOKanisauito ¢yHKuUii "CDS" vy
NOCNiAOBHOCTI Ta MOBMHEH BKAKOYATU CTON-KOZOH.

Ha o¢irypi onncaHa 4acTkoBa KoAylo4ya MOCNiIAOBHICTb, KA He BK/KOYAE iHiLil0Ba/IbHUA KOAOH
abo cron-koaoH. OgHak oOnNMC NOCNIAOBHOCTI BKa3ye Ha Te, WO iHiUilOBaNbHUIA KOAOH
3HAaXO4AUTbCA BULLE 33 HYKAEOTUMAOM Yy NOMOXKEHHI 1, a CTON-KOA4OH 3HAaXOAMTbCA HUXKYe Bif,
OCTaHHbOro HYKNeoTnAY B NOAOXKEHH 216.

Cranpapt BOIB ST.26 BKasye, WO AECKPUNTOP NOKanNi3auii He NOBMHEH BKAKOYATU HymepaLito
3a/IMWKIB 32 MeXKamn nocnigosHocTi, B enemeHnTi INSDSeq_sequence. OTKe, y HaBeAeHOMY
BULLE MNPUKNAAi AECKPUMNTOP JAoKanisauii Kawda ¢yHKuii CDS He moXKe BKAKOYMATM HOMEpPU
MoJIOXeHb MNo3a AianasoHom Big 1 pgo 216. JloKani3auia CcTon-kogoHa B E€NEeMEHTI
INSDFeature_location noBuHHa 6yTn npeacrtaBneHa cumsosom ">", W06 BKasaTh, WO CTOM-
KOLOH pO3TallOBaHUIM HMKYe MNOoNoXKeHHA 216. AHanoriyHo, cumson "<" moxe 6yTu
BUKOPUCTAHWNIM ANA 3a3HAYEHHSA, LLO PO3TallyBaHHA iHiLilOBAaIbHOrO KOAOHA 3HAX04UTbCA BULLE
NonoeHHs 1. TakMm YMHOM, AECKPUNTOP NoKanisaulii Kntoya ¢yHKuii CDS noBMHEH BUrNaAaTH
AK:

<1..>216

BapTo 3a3HaunTH, Wwo cumeonm "<" Ta ">" € 3ape3epBoBaHMMM CUMBONAMMU, AKi BYAYTb 3aMiHEHI
BignosigHo Ha "&lt;" Ta "&gt;" B eksemnnsapi XML y nepeniky nocnigosHocTei.

KeanigikaTtop "translation" noBmMHeH ByTW BKAOYEHMIT A0 aMiHOKMCNOTHOI NOCNifOBHOCTI binka
AK 3HayeHHA KBanidikaTtopa. Ha o¢irypi He onucaHo Tabaunulo reHeTUYHOro Kogy, fKa
3aCTOCOBYETbCA A/1A TpaHcaoBaHHA (amsB. [opatok 1, Posgin 9, Tabauuio 7). Axwo
3acTOCOBYETbCA Tabnmua CraHaapTHOro Koay, To KBajidikatop "transl_table" He noTtpibe;
OfHaK, AKWO 3aCTOCOBYETbCA iHWA TabanuAa reHeTMYHOro Koay, TO ANA KBanidikatopa
"transl_table" mae 6yt BKasaHo BianoBigHe 3HayeHHA KBasnidikaTopa 3 Tabauui 7 aoaaTka | ao
CtanpapTty BOIB ST.26. HapewrTi, kBanidikatop "protein _id" noBuHeH OyTM BKAOYEHUA VY
¢yHKuUito CDS 3i 3HayeHHAM KBanidikaTopa, WO 3a3HA4Ya€ iAeHTUGIKAUIAHUIA HOoMep
TPaHC/bOBAHOT aMiHOKMCNOTHOI NOCNiAOBHOCTI.

TpaHcnboBaHa aMiHOKMC/IOTHA NOCNIAOBHICTb NOBMHA BYTM BKIOYEHA AK OKPeMa NoCNig0BHICTb
3 BNACHUM ifAeHTUIKALiIMHUM HOMEPOM:

HHAAECGFCPQQWQVLRGSLCICEGPAEGWFISRCWLWCGPQVQGFIFGEGKEGGGDRRAEASPQEF
WECTW (SEQ ID NO: 94)

MONEPEAXKEHHA. MNepeBaxHe npeacTtaBAeHHA NOCNIAOBHOCTI, 3a3Ha4Y€HOI BULLE, CNPAMOBAHe
Ha HaJAHHA Nepeniky NocNiAOBHOCTEN HA AaTy NOAAHHA NATEHTHOI 3aABKK. Take came NOAAHHA
MO}Ke OyTW HEenpUMUHATHUM LWOAO Nepeniky NOCNiAO0BHOCTEN, AKUA HAJAETbCA Micna AaTu
NoAaHHA NaTEHTHOI 3aABKM, OCKiIIbKM HEOOXiAHO BMPILLMTU, YN MOXKe HagaHa iHpopmaLia 6yTu
po3rnaHyTa BIB gna goaaHHs 06'ekTy A0 NnepBUHHO NOAAHOrO Onucy.

BignosigHi naparpadu ctaHgapty BOIB ST.26: 7, 41, 65, 66, 70, 71, 89 Ta 92

Mapaepag 92 - AMIHOKUCAOMHA M0C/1I008HICMb, KOOOBAHA KOOYHOYOHO 0C/AI008HICMIO

Mpuknag 92-1: AMIHOKMCNOTHA NOCANIAO0BHICTb, KOAOBaHA KOAYHOUYOIO NOCAIAOBHICTIO 3
iHTpOHaMM

MaTeHTHa 3asBKa MicTMTb Taky @irypy, WO pPO3KPMBAE KoAylo4dy MOCNIAOBHICTb Ta i
TpaHcaay,ito:
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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 Ser

gtg cgc dgdcc cag gcg gact gtc tgg aat caa t gtaagtgccg ctgcttttca
Val Arg Ala Gln Ala Ala Val Trp Ser Gln

ttgatacgag actctacgcc gagctgacgt gctaccgtat ag gt ggc gat aca

Cys Gly Gly Thr
ccg ggt tgg acg ggc 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

tce ttg agce tca gtgagcgact ttcaatccgt cgtcattgct cctcatgtat
Ser Leu Ser Ser

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

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

acg gac gga acg tdc tcg gcc agc gdg gca tag 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 HANIBXUPHUM LWPUPTOM, € iIHTPOHHMMM 0BNACTAMM.
MuTtaHHA 1: Yu Bumarae craHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eid)?

TAK

3aABKa PO3KPMBAE HYKIEOTMAHY NOCAILOBHICTb Ta il aMiHOKMCNOTHY TpaHcaAuito. Mepenik
HYKNEOTUAHNX NOCNigoBHOCTEN MicTUTb Binbwe 10 cneundiyHO BU3HAYEHUX HYKNEOTUAIB i
NOBWHEH BYTM BKAOYEHWI A0 Nepeniky NOCNifOBHOCTEN K OAMHUYHA NOCAIA0BHICTb.

HykneoTngHa nNOCAIAOBHICTb MICTUTb KOAytO4Yy MOCNIAOBHICTL (EK30HM), po3aineny
HeKoAyl4o nocnigoBHicTio (iHTpoHK). Pirypa Bigobparkae TpaHCAALIKD HYKNeoTUAHOI
NOCNiAOBHOCTI AK TPbOX HECYMiIXKHUX aMiHOKUMCNOTHUX NOCNiAOBHOCTEN. 3rigHO 3 mignucom
0o ®Pirypun, BuaineHi HaniBXXMpHUM WpmUPTom 061acTi HYKNEOTUAIB € IHTPOHHMMU

nocnigoBHOCTAMM, AKi ByayTb 3'eaHaHi 3 TpaHckpunTtom PHK nepep TpaHcnauieo y 6inok.
BianosigHO, TpPW aMIHOKMCNOTHI MNOCNIAOBHOCTI HacnpaBhi € OAHIEID, CYMIXKHOLO,
nepepaxoBaHO MNOCMIAOBHICTIO, AKA MICTUTb bifblue 4YOTMPLOX cneundiyHO BU3HAYEHMUX
aMiHOKMCNOT, Ta NOBMHHA OyTM BKAOYEHA [0 nepeniky nocnigoBHOCTEM AK OpHa
NOC/NiAOBHICTb.

MutaHHa 3: K cnia npeAcTaBAATYM NOCNIAOBHICTb (-HOCTI) y nepeniky nocnigoBHOCTEN?
HykneoTugHa nocnifoBHiICTb NOBMHHA BYTN BKAKOYEHA A0 Nepeniky NoCNiA0BHOCTEN, AK:

atgaagactttcgcagccttgctttccgetgtcactctegegcetcteggtgegegeccaggeggetgtctggagtcaatgtaagtgecg
ctgcttttcattgatacgagactctacgccgagctgacgtgctaccgtataggtggeggtacaccgggttggacgggcgagaccactt
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gegttgetggttcggtttgtacctecttgagcetcagtgagegactttcaatccgtcgtcattgetectcatgtattgacgattggecttcat
agtcatactctcaatgegttccgggctccgcaacgtccagegeteccggeggecccctcagegacaacttcaggecccgceacctacgg
acggaacgtgctcggecageggggcatggecgecattgacctga (SEQ ID NO: 74)

HykneoTngHa nocnigoBHiICTb Mae 6yTM A0AATKOBO ONMCaHa, BUKOPUCTOBYHOUM KNtoY GYHKLIT
"CDS", a enemeHT INSDFeature_location noBWMHEH BW3HAYMTW NOKaNi3aLilo KoAyHUOi
NOCNiAOBHOCTI, Y TOMY YMCNi CTON-KOAOHY, No3HayYeHoro cumBosom "Ter". Kpim Toro, cnig,
BKAOYMTK KBanidikatop "translation", 3 amiHOKMCNOTHOIWO MocCnigoBHICTIO 6inKa AK
3HaYeHHAM KBanidikatopa. (3BepHiTb yBary, WO cMMBOA TepMmiHaTopa "Ter" B OCTaHHbOMY
NONIOXKEHHI NOCNiIAOBHOCTI HE MOBUHEH BYTU BKAOYEHMIN 4,0 aMiIHOKUCNIOTHOT NOCAiAOBHOCTI).
3asBKa He pOo3KpMBaE TabMLIO reHETUYHMX KOAIB, KA 3aCTOCOBYETbCA ANA TpaHCcAAUil (auns.
Tabnuuto 5 Posainy 9 OoaaTky 1). AKwWo 3acTocoByeTbea Tabauua "CraHaapTHUA Koa", To
kBanidikaTop "transl_table" He € 060B’A3KOBMM; NpPOTE, AKLLO 3aCTOCOBYETLCA iHWA Tabanya
reHeTUYHUX KOAiB, TO BignoBigHe 3Ha4YyeHHA KBasnidikaTopa 3 Tabauui 5 mae 6yTn BKasaHe
ana keanidikatopa "transl_table". HapewrTi, kBanidpikatop "protein_id" nosBuHeH 6yTK
BK/IIOYEHUIM 3i 3HayeHHAM KBanidikaTopa, WO BKA3ye iaeHTUIKaLIMHUIN  HOmep
NOCNiAO0BHOCTI TPAHC/IbOBAHOI aMiHOKUC/IOTHOI NOCNiAOBHOCTI.

AMIHOKMCNOTHA NOCAIAOBHICTb MOBUHHA BYTU BKAOYEHA AK OAHA NOCAIA0BHICTb:

MKTFAALLSAVTLALSVRAQAAVWSQCGGTPGWTGETTCVAGSVCTSLSSSYSQCVPGSATSSAPAAPS
ATTSGPAPTDGTCSASGAWPPLT (SEQ ID NO: 75)

BignosigHi naparpadum craHgapty BOIB ST.26: 7, 26, 28, 57, 67, 89-92

Mapazpagh 93 - [MepsuHHA nocnidosHicme i ii apiaHmMu, KOXHuUU 3 AKUX NepepaxosaHuli 3a
€80iMU 3aauwKamu

Mpuknag 93-1: NpepcrasneHHA NepepaxoBaHUX BapiaHTiB

Onuc BKNOYAE HACTYMNHE BMPIBHIOBAHHA NOCAIAO0BHOCTI.

D. mel anogaster ACATTGAATCTCATACCACTTT
D. virilis eee-..G...C..--.G.....
D. simulans GT..G.CG..GT..SGT.G...
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MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoueHHA nocniaoBHOCTI (-ei)?

TAK

3aranbHOMNPUINHATO BKAOYEHHA "KpanokK" A0 BUPIBHIOBAHHA MNOCAIA0BHOCTI 414 NO3HAYeHHA
"ue nonoXKeHHA Take K, AK i Te, WO "posTawoBaHe Hag Hum". Tomy "Kpanku" y
nocnigosHoctax D. virilis i D. simulans po3rnagatoTbca AK nepepaxoBaHi Ta cneumdivyHo
BM3HAY€Hi HYKNIeOTUAMN, OCKi/IbKM BOHM € NPOCTO KOPOTKMM CNOCOOOM 3a3HAYEHHS, WO AaHe
NONOXKEHHA - TaKUI e Hykneotua, AK i D. melanogaster. Kpim TOro, BMpiBHIOBAHHA
nocnigoBHoCTel YacTo Bigobparkae cmmaon "-" Ana nosHavyeHHsA BiACYTHOCTI 3anMLWKY, Wo6
MaKCUMIi3yBaTU BUPIBHIOBAHHA.

BignoBsiaHO, HyKNeoTUAHI nocnigoBHocTi D. melanogaster Ta D. simulans micTaTb ABagUATb
ABa nepepaxoBaHi Ta cneunodiyHO BU3HAYEHI HYKNEOTUAMW, Toai AK HYKNeoTUAHa
nocnigoBHicTb D. virilis mictaTb AeB'ATHaAUATL. TaKMM YMHOM, BignoBiaHo Ao naparpady 7(a)
cTaHgapTy BOIB ST.26 KOXHa MNOCAIAOBHICTb Mae OyTM BKAOMEHA 40 Nepeniky
NOCNigoBHOCTEN 3 OKPEMUMM iAEHTUDIKALIAHUMM HOMEPAMM NOCNIAOBHOCTI.

MuTaHHAa 3: AK cnig npeacTaBAATUM NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTein?

MocniposHicTb  Drosophila  melanogaster noBuHHaA 6yTWM BKAOYEHA [0 Nepeniky
NocNifOBHOCTEN AK:

acattgaatctcataccattt (SEQ ID NO: 60)
MocniposHicTb Drosophila virilis noBUHHa 6yTK BKAOYEHA A0 nepeniky Noc/igoBHOCTEN fAK:

acatggatcccacgacttt (SEQ ID NO: 61)

MocniposHicTtb Drosophila simulans noBMHHA 6yTM BKAKOYEHaA A0 Nepesiky NocnifgoBHOCTEN
AK:

gtatggcgtcgtatsgtagttt (SEQ ID NO: 62)

BignosigHi naparpa¢um craHgapty BOIB ST.26: 7 (a), 13 1a 93
Mpuknapg 93-2: NpepcTaBneHHA NepepaxoBaHUX BapiaHTIB

Onuc BKAOYAE HACTyMHy Tabnuuio nentuay Ta Moro ¢dyHKLUioHanbHi BapiaHTu. Mpobin B
Tab/MLj HUXKYe BKa3YE, O aMiHOKMCNOTA Y BapiaHTi TaKa X, K i BignosigHa amiHOKMCNOTa B
pagky "MocniposHicTb", a "-" o03Hayae BWAANEHHA BIANOBIAHOI aMIHOKUCNOTU B
"MocniposHocTi".

Mono*eHHsA 1 (2 |3 |4 |5 1|6 (7 |8 |9
MocniposHictb [A |V L [T [Y (L [R |G |E
BapiaHT 1 A
BapiaHT 2 P P

BapiaHT 3 A |l G |Y

BapiaHT 4 -

MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoueHHA NocniaoBHOCTI (-ei)?

TAK
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AIK 3a3Ha4eHOo, Npobin y uin TabauLi BKa3ye Ha Te, LLO aMiHOKMCOTA B BapiaHTi Taka X, AK i
BiANoBiAHa amiHoKucioTa B pAaky "MocnigoBHicT". TomMy amiHOKMCNOTU BapiaHTHUX
NocnigoBHOCTEN € NepepaxoBaHMMM Ta cneumPiYHO BUSHAYEHNMM.

OCKiNlbKM 4OTMPW BapiaHTHIi MNOCAIAOBHOCTI MicTATb Oinblue YOTUPLOX nNepenidyeHnx Ta
cneundiyHO BM3HAYEHWX aMiHOKMCNOT, BignosigHO po naparpady 7(b) craHmapty BOIB
ST.26, KOXHA MOCAIAOBHICTb MAE BYTU BKAOYEHA [0 Nepeniky NocNiA0BHOCTEN 3 OKPEMUM
ineHTUdIiKaLimHMM HOMEPOM NOCANIAOBHICTI.

MutaHHA 3: K chaig npepcTaBAATU NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTen?
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¢u crangapty BOIB ST.26: 7(b), 26 Ta 93

Mpuknapg 93-3: NpepcraBneHHA KOHCEHCYCHOI NOCNiA0BHOCTI

MaTeHTHa 3asaBKa BKAtoYae Pirypy 1 3 HACTYNHUM BUPiIBHIOBAHHAM AEKiNbKOX
nocnigoBHocTeN.

Consensus LEGNEQFINAaAKIIRHPKYNrKTINNDIMLIK
Homo sapiens LEGNEQFINAAKITIRHPQYDRKTLNNDIMLIK
Pongo abelii LEGNEQFINAAKIIRHPQYDRKTVNNDIMLIK
Papio Anubis LEGTEQFINAAKIIRHPDYDRKTLNNDILLIK
Rhinopithecus roxellana LEGTEQFINAAKIIRHPNYNRITLDNDILLIK
Pan paniscus LEGNEQFINAAKIIRHPKYNRITLNNDIMLIK
Rhinopithecus bieti LEGNEQFINATKITIRHPKYNGNTLNNDIMLIK
Rhinopithecus roxellana LEGNEQFINATQIIRHPKYNGNTLNNDIMLIK
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KOHCeHCycHa NOCNIAO0BHICTb BKAKOYAE BEUKI NiTepu ANA NO3HAYEeHHA KOHCepBaTUBHUX
n_n

aMiHOKUCNOTHUX 3anuLWKiB, a mani nitepu "n", "a", "k", "r", "I' i "m" asnawTb coboto
nepeBaXKaroyi aMiHOKMCNOTHI 3a/IMLWLKKN cepea BUPIBHAHOI NOCNiA0BHOCTI.

MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoueHHA nocnipoBHocTi (-ei)?

TAK

Ko¥Ha mana nitepa B KOHCEHCYCHiIA MOCNigoOBHOCTI npeactaBnse cobow oOAMH
AMIHOKUCAOTHWUI 3annWOK. OTXKe, KOHCEHCYCHA NOCANIAOBHICTb, @ TAKOXK KOXKHA iHWA 3 cemu
nocnifoBHoOCTeN, HaBegeHux y Dirypi 1, BKAOYAE NPUHANMHI YOTUPU cneumdiyHO BU3HAYEHI
amiHokucnotu. Maparpad 7(b) ctaHgapty BOIB ST.26 BMMAarae BKHOYEHHS BCiX BOCbMU
NnocnigoBHOCTEN A0 Nepeniky NocNig0BHOCTEN.

MuTaHHAa 3: K cnig npeacTaBAATM NOCAIAOBHICTb (-HOCTI) y Nnepeniky nocnigosHocTen?

Mani nitepn B KOHCEHCYCHi1 NOCAIAOBHOCTI BMKOPMCTOBYOTbCA AK Oarato3HauHi cMMBOAM
ANA NO3HAYeHHA NPefOMIHAHTHOI aMiHOKMUCNIOTU cepes, MOXKINBUX BaPiaHTIB KOHKPETHOrO
nonoxeHHa. Tomy mani nitepn "n", "a", "k", "r", "I'" Ta "m" aBnATb coboto cTaHAAPTHI
CMMBO/IN, WO BMKOPMUCTOBYIOTbLCA HECTaHAAPTHMM CNOCOHBOM, @ KOHCEHCYCHA NOCAIAOBHICTb
noBWMHHA 6yTM npeacTaBneHa 3a Aonomorotd 6araTo3HaYHOro CUMMBOJY 3aMiCTb KOMHOI
Manoi nitepu.

Mae 6yTn 3acTocoBaHM HaMbinbl 0bMeKyBaIbHUN BaraTo3HauyHUM cumeo. na 6inbwocTi
NMONOXEHb Y KOHCEHCYCHIN nocnigosHocTi "X" € Hanbinbw obmexKyBanbHUM HaraTo3HaYHUM
CMMBOJIOM; OHaK, Halbinbll 0bMeXKyBanbHUM BaraTo3Ha4yHUM cumBonom anda "D" abo "N"

y nonoxkeHHsx 20 Ta 25 € "B". KoHceHcycHa nocnifgoBHICTb MOBMHHA ByTW BKAKOYEHA A0
nepeniky NocNiJoBHOCTEN fAK:

LEGXEQFINAXXIIRHPXYBXXTXBNDIXLIK (SEQ ID NO: 81)

BignosiaHo oo naparpady 27, cumon "X" byae taymaumtuca ak éyap-akmin 3 "A", "R", "N",
"D"' IICII, IIQII’ "E”, IIGII' n H II'IIIII' "L"' "K"' "M"' "F"' IIPII’ IIOII’ IISII’ "U"' "T"' IIWII' IIYII a60 n V II’
33 BWMHATKOM BMMAAKiB, KON BiH BUMKOPWUCTOBYETbCA 3 MOAANbLIMM onucom y Tabauu,i
byHKLUiN. Tomy KoxkeH "X" y KOHCEHCYCHilM NocnigoBHOCTI Mae 6yTM A0AATKOBO OMUCAHUMI Y
Tabaumui dyHKUiN, BUKOpUcTOoBYtouM Katod pyHKuii "VARIANT" Ta kBanidikatop "NOTE", wob
BKa3aTW MOXAMBI BapiaHTU 419 KOXKHOIO NONOKEHHS.

IHWi cim nocnigoBHOCTEN NOBUHHI BYTU BKAOYEHI A0 Nepeniky Noc/iA0BHOCTEN fAK:
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)
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LEGNEQFINATKIIRHPKYNGNTLNNDIMLIK (SEQ ID NO: 87)

LEGNEQFINATQIIRHPKYNGNTLNNDIMLIK (SEQ ID NO: 88)

NONEPEAMEHHA. T[lepeBarkHe npeacTaBfeHHA NOCAIAOBHOCTI, 3a3HayeHoOi BuLle,
CNpAMOBaHe Ha HagaHHA Mepesiiky NOCNAiA0BHOCTEN Ha AaTy MOAaHHA MAaTeHTHOI 3aABKM.
Take came NOJAHHA MoOXe OyTM HenpUMUHATHMM LWOAO Mepeniky NocnifoBHOCTEN, AKWUNM
HaAA€ETbCA NicnA AaTW NOAAHHS NATEHTHOI 3aABKU, OCKIIbKM HEODXiAHO BUPILLNTK, YN MOXKe
HafgaHa iHpopmauia 6yt posrnaHyTa BIB ana popaHHA o6'ekTy 40 NMepBMHHO NOAAHOrO
onucy.

BianosigHi naparpa¢m ctaHgapty BOIB ST.26: 7(b), 26, 27, 93 ta 97

Mapazpag 94 - BapiaHmHa nocnidosHicmes, po3Kpuma AK 00UHUYHA NOCAI008HICMb 3
rnepepaxo8aHUMU GAbMEPHAMUBHUMU 30AUWKAMU

Mpuknapg 94-1: NpepcTtaBneHHA OAUHUYHOI NOCNIAOBHOCTI 3 NepepaxoBaHUMMU
aNnbTEPHATUBHUMMU aMiHOKUCNOTaMU

B naTeHTHI 3asBLi 3aABNEHUI NeNTUA, 3 NOCNIA0BHICTIO:
(i) Gly-Gly-Gly-[Leu ab6o lle]-Ala-Thr-[Ser a6o Thr]
MuTtaHHA 1: Yu Bumarae craHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eid)?

TAK

Y nocnigoBHOCTI nepeabayeHo 4YoTupu cneumdiyHo BM3HAYEHI aMiHOKMCIOTM, a naparpad
7(b) craHgapty BOIB ST.26 BMMarae BK/OYEHHSA MOCNIAOBHOCTI A0 nepeniky
nocnigoBHocTen.

MuTaHHA 3: K cnig npeacTaBAATM NOCAIA0BHICTL (-HOCTI) y Nnepeniky nocnigoBHocTen?

Tabnvua 3 Posginy 3 Joaatky | BU3Ha4yae 6aratosHayHuMin cumson "J" sk isoneniumH abo
nenuuH. Tomy, 6arkaHo NpeacTaBAATU MOCNIAOBHICTb AK:

GGGJATX (SEQ ID NO: 63),

IO BMMAra€ noAanblioro onucy B Tabauui yHKLUiIN, BUKOPUCTOBYIOYM KoY  PYHKLT
"VARIANT" Ta KBanipikatop "NOTE" ans 3asHauveHHs, wo "X" aBnse cobow cepuH abo
TPEOHiH.

B iHWoOMy BMNaAKy, NOCNiA0BHICTL MOXe ByTU NpeAcTaB/ieHa, HanpuKkaaa, aK:

GGGLATS (SEQ ID NO: 64),

O BMMAra€e noganbworo onucy B Tabauui OyHKUiIN, BUKOPUCTOBYKOUM Kakod yHKLT
"VARIANT" Ta kBanipikatop "NOTE" ana 3a3HayeHHA , o L moxHa 3amiHUTU Ha |, a S MoXHa
3aMiHMTU Ha T.

rpyaeHs 2020



CTOpiHKa 71

NMONEPEAXEHHA. [lepeBarkHe npeacTaBAeHHA MOCAIAOBHOCTI, 3a3HA4YeHOl BULLUE,
CNpAMOBAHe Ha HafaHHA Mepeniky NOCNiL4OBHOCTEM HA AaTy NOAAHHA NATEHTHOI 3aABKMW.
Take came NOJAHHA MOXe OyTUM HenpUMHATHUM LWOAO0 MNepeniky NoCNigoBHOCTEM, AKWUMA
HaAa€ETbCA NiCNA AAaTU NOAAHHA NAaTEHTHOI 3a8BKM, OCKIZIbKM HEOBXigHO BUPILLMTU, YN MOXKe
HafgaHa iHbpopmauia 6yTn posrnaHyTa BIB ana popaHHs o6'ekTy A0 NepBMHHO MOAAHOrO
onucy.

BianosigHi naparpadm craHgapty BOIB ST.26: 7(b), 8, 26, 27, 94 Ta 97

Mapaepag 95(a) — BapiaHmHa nocnioo8HicmMs, AKA PO3KPUBAEMbLCA AUWE 30 MOCUAAHHAM
Ha nep8uHHY NMOCMAI008HICM®b 3 KiZlbKOMA He3aaAeHHUMU 8apiaHmMamu

MNpuknag 95(a)-1: NMpepcraBneHHA BapiaHTHOT NOCNIA0BHOCTI LWIAXOM TAYMayeHHA NepBUHHOI

mouJnmngauonRulit

3aABKa MiCTUTb TaKMI ONUC:

"MentTnaHnin dparmeHT 1 ABnae coboto Gly-Leu-Pro-Xaa-Arg-lle-Cys, ae Xaa moxxe 6ytn 6yab-
KO aMiHOKMCNOTOIO ....

B iHWoOMY BapiaHTi 3ailicHeHHA nenTnaHUn pparmenT 1 asnse coboro Gly-Leu-Pro-Xaa-Arg-
Ile-Cys, ne Xaa moxe 6yt Val, Thr abo Asp ...

B iHWoOMY BapiaHTi 3ailicHeHHA nenTnaHUn pparmenT 1 asnse coboro Gly-Leu-Pro-Xaa-Arg-
Ile-Cys, oe Xaa moxe 6ytn Val ".

MuTtaHHA 1: Y BUMmarae craHgapt BOIB ST.26 BKAIOYEHHA NOCNifoBHOCTI (-eid)?

TAK

"MentTnaHunit pparmeHT 1" y KOXKHOMY 3 TPbOX OMMCAHUX BapiaHTIB 34iicCHEHHA nepeabayae
NPUHANMHI WiCTb cneundiyHO BU3HAYEHNX aMiHOKMCNOT; OTKe, NOCNiAO0BHICTb MOBMHHA OyTH
BK/IlOYEHA A0 Nnepeniky nocnigoBHOCTEN, AK Toro Bumarae naparpad 7(b) craHaapty BOIB
ST.26.

MuTaHHAa 3: AK cnig npeacTaBAATUM NOCAIA0BHICTb (-HOCTI) y nepeniky nocnigoBHocTein?

Y ubomy npuKnagi nepepaxoBaHa nocnifoBHicTb "MenTngHuii ¢parmeHt 1" onwucyeTbes
TPWI, Y TPbOX Pi3HUX BapiaHTaX 34iNCHEHHA, KOXKEH 3 AKX MAE aNbTePHATMBHUI onuc Xaa. Y
uboMy npuknagi "X" € Hanbinbw obmexkyBasbHMM GAraTo3HaYHMM CUMBOJIOM MOIOXKEHHA
Xaa.

CraHpgapt BOIB ST.26 BMMAarae BKAKOYEHHA OMNMCAHOI NepepaxoBaHOi MOCAILOBHOCTI AuLe
OAVH pa3. Y Hambinblw oxonnr4yomy 3 TPbOX BapiaHTIB 34ilicHeHHs, Xaa € byab-sKoto
amiHokucnoTotl (dus. Bctyn Ao Lboro AoKymeHTa). ToMy NOCANIAOBHICTb, AKA NOBUHHA ByTK
BK/IIOYEHA [0 Nepeniky NocnifoBHoCTel, ABNAE coboto:

GLPXRIC (SEQ ID NO: 65)

BignosiaHo o naparpady 27, "X" mae posrnagatuca sk byab-akmi i3 cumsonis "A", "R", "N",
I|Dl|, "C", "Q”, IIEII' |IG|I’ lIHll’ l||ll’ IILII’ IIKH, IIMll’ lIFll’ I|Pl|, IIO|I’ IIS|I’ IIUII' llTIl’ IIWH, IIYII a60 llVll’
OKpiM BMMNaAKiB, KOMM BiH BMKOPWUCTOBYETLCA i3 A0AATKOBMM OMUCOM Yy Tabauui GyHKUiN.
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Tomy, akwo cumson "X" MOBMHEH BUKOPUCTOBYBATUCb AN NpeAcTaBAeHHsA "byab-skoi
amiHoKucnoTtun", Toaji BiH Mae 6yT1 onNUCcaHWUM 3 BUKOPUCTAHHAM Katoda GyHKuii "VARIANT" Ta
kBanidpikatopa "NOTE" 3i 3HaueHHAM "X morKe 6yTH Byab-AKO aMmiHOKUCAOTO".

Oe pouinbHo, KoxeH "X" mae 6yt onucaHui okpemo. lpote, obnactb 6e3nepepBHUX
3anmwkie "X" abo MHOMMHa 3anuwkis "X", po3snogineHa B NOCAIAOBHOCTI, moxe 6yTu
CninbHO onuncaHa 3a gonomorot Katoda ¢yHKuii "VARIANT" 3 BUKOPUCTAHHAM CUHTAKCUCY
"x..y" B AKOCTi geckpunTtopa noKanisauiji, ae "x" 1a "y" — N0NIO¥KEHHA NEPLIOro Ta OCTaHHbLOTO
3anmwkis "X"; Ta Keanipikatopa "NOTE" 3i 3HauyeHHAm "X moxe 6ytn 6yab-akoto

amiHOKucnoToto".

BKAtoueHHs Oyab-SKUX 404aTKOBMX NOCAIAO0BHOCTEN, HEObXiaHMX Ansa onucy iHpopmauii abo
dbopmynn BMHAxXoAy, HACTIMHO PEKOMEHAYETbCA, AK Oyno 3a3HayeHO y BCTyMi 4O UbOro
AOKYMEHTa.

[Ons HaBepeHoro BuWe MPUKNAAYy HACTIMHO PEKOMEHAYETbCA BKAYUTU HACTYMNHI Tpwu
OO0AATKOBI MOCNiIQOBHOCTI [0 nepeniky NOCNiAOBHOCTEN, KOMHA 3 AKUX Ma€E BNACHWUI
ineHTUdIKaLiMnHMA HOMep NOCNILOBHOCTI:

GLPVRIC (SEQ ID NO: 66)

GLPTRIC (SEQ ID NO: 67)

GLPDRIC (SEQ ID NO: 68)

NONEPEAMEHHA. [lepeBarkHe npeacTaB/leHHA MNOCMAIAOBHOCTI, 3a3Ha4YeHOi BMLLUE,
CNpAMOBAHEe Ha HaZaHHA Nepesiky NOCAiLOBHOCTEM HA AATy NOAAHHA MATEHTHOI 3aABKW.
Take came NoOJaHHA MoXe OyTM HenpUHUHATHMM LWOAO Mepeniky NocnifOBHOCTEN, AKWUN
HaAaA€ETbCA NiCNA AATU NOAAHHA NATEHTHOI 3aABKM, OCKIZIbKM HEOBXiAHO BUPILLNTU, YN MOXKeE
HagaHa iHpopmauia 6yTn posrnaHyta BIB ans popaHHA 06'ekTy 4O NEpBUMHHO MOAAHOro
onwucy.

BianosigHi naparpa¢m craHgapty BOIB ST.26: 7(b), 26, 27 Ta 95(a)

Mapazpacg 95(b) - BapiaHmHa nocnidosHicme, Wo po3KPUBAEMbCA AULIE 30 O0MTOMO20I0
MOCUAHHA HA Nep8uHHY NMoCi008HICMb 3 KiflbKOMA 83AEMO3AAEHHUMU 8ApiaHMaMu

Npuknag 95(b)-1: NpeacraBneHHA OKpeMUx BapiaHTHUX NOCNiAOBHOCTEN 3 KinbKOMa
B3aEMO3a/IeXXHMMMU BapiaHTaMu

MaTeHTHa 3aABKa OMUCYE HACTYMNMHY KOHCEHCYCHY NOCANILOBHICTb:
cgaatgnjcccactacgaatgnycacgaatgnscccaca

Ae n1, N2 Ta N3 MOXKyTb byTn a, t, g abo c.

Kinbka BapiaHTHMX NOCNiAOBHOCTEN PO3KPMBAOTLCA HACTYMHUM YMHOM:
AKWo N1 €a,Ton2Tan3et, gaboc;

AKkwo n1 et,Ton2Ttan3 ea, gaboc;
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AKWwo npeg,Tton2tan3et,aaboc;
AKWo np ec,Ton2tan3et, gabo a.
MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoueHHA NocniaoBHOCTI (-ei)?

TAK

MocnipoBHiCTb Mmae binbwe agecATM nepepaxoBaHuMx Ta ‘'cneuymdiyHo BM3HAYEHMX"
HyKneoTuais i BianosigHo go naparpady 7(a) ctaHgapty BOIB ST.26 mae 6yTn BKAtOYEHa A0
nepeniky NocnigoBHOCTEN.

MuTaHHAa 3: K cnig npeacTaBAATM NOCAIA0BHICTb (-HOCTI) y Nnepeniky nocnigosHocTen?

MepepaxoBaHa NOCNIAOBHICTb MICTUTb Binble aecatn cneymdiyHO BU3SHAYEHUX HYKNEOTUAIB
Ta Tpbox "n" 3annwkis. CtaHgapT BOIB ST.26 BMMarae BKAOYEHHA PO3KPUTOI NepepaxoBaHoi
NOCNigoBHOCTI i, AKWO 6araTo3Ha4yHUA CUMBOA € [OPEYHMM, CAif, BMKOPUCTOBYBATU

Hanbinblw obmexKyBaNbHUIA CUMBOA. Y LLbOMY MPUKAAAI N1, N2 Ta N3 MOXYTb byTH a, t, g abo

¢, Tomy "n" € Halbinblw obmexyBanbHUM BaraTtosHayHMM cumBosIoM. OTXKe, NOCNiAOBHICTb,
AKa NOBMHHA ByTK BKAOYEHA 4,0 Nepeniky NOCNiJOBHOCTEN:

cgaatgncccactacgaatgncacgaatgncccaca (SEQ ID NO: 69)

MNepepaxoBaHa NOCAIAOBHICTb MICTUTb BapiaHTU B TPbOX Pi3HMX NOKani3auiax i BUHUKHEHHA
Bapiauiin € B3aemo3anexkHUMm. FAK 3a3HayYeHO Yy BCTYyNi A0 UbOro AOKYMEHTA, HacCTilMHO
PEKOMEHAYETLCA BKAKOYEHHA 00AATKOBUX MOCAIAOBHOCTEN, WO NPEACTaBNAIOTb A0AATKOBI
BapiaHTW 3AiMCHEHHS, AKi € K/JIOYOBOK 4YaCTUHOW BMHaxoay. Tomy, 3rigHo 3 naparpadom
95(b) craHgapTty BOIB ST.26, Ao[aTKOBI BapiaHTM 3A4iACHEHHA MOBMHHI ByTW BKAKOYEHi [0
nepeniky NocnifoBHOCTEN AK YOTUPU OKPEMi MOCNILOBHOCTI, KOXHA 3 SKMX Ma€ BNACHWUI
ineHTUdIKauwiMmHMA HOMep NOCNiAOBHOCTI:

cgaatgacccactacgaatgbcacgaatgbcccaca (SEQ ID NO: 70)
cgaatgtcccactacgaatgvcacgaatgveccaca (SEQ ID NO: 71)
cgaatggcccactacgaatghcacgaatghcccaca (SEQ ID NO: 72)

cgaatgccccactacgaatgdcacgaatgdcccaca (SEQ ID NO: 73)

(3ayBaxkTe, Wo b =t, g, aboc;v=a,gaboc;h=t,aaboc;id=t, gabo a; aus. Tabnmua 1
Posginy 1 Noaatky I)

BignosiaHo po naparpady 15 crtaHgapty BOIB ST.26, Hanbinbw obmexKyBanbHUIA CMMBON
NOBMHEH BUMKOPWUCTOBYBATUCb A1 MO3HAYEHHA 3MiHHMX MONOXKeHb. OTXKe, N2 i n3 He
NOBWHHI ByTK No3HayeHi AK "n" y nocnigoBHOCTI.

NONEPEAXEHHA. [lepeBarkHe npeacTaBAeHHA MOCMIAOBHOCTI, 3a3HA4YeHOi BULLe,
CNpAMOBaHe Ha HafaHHA Mepeniky NOCNiAOBHOCTEM HA AaTy NOAAHHA MATEHTHOI 3aABKM.
Take came NOJaHHA MoOXe OyTM HenpUHUHATHMM LWOAO Mepeniky NocnifoBHOCTEN, AKWUM
HaJa€ETbCA NicNA AaTU NOAAHHA NATEHTHOI 3aABKU, OCKIIbKM HEODXiAHO BUPILLNTU, YN MOXKe
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HagaHa iHpopmauia 6yTn posrnaHyTa BIB gna gopaHHAa 06'eKTy A0 NEPBUHHO NOAAHONO
onucy.

BianosigHi naparpa¢um ctaHgapty BOIB ST.26: 7(a), 15 Ta 95(b)

[AonoBHeHHA ao OoaaTky VI ctaHgapTy ST.26 HaBeaeHo Aani)
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AOMNOBHEHHA

KEPIBHWUIM OOKYMEHT WOA0 NPEACTABNEHHA NOCAIAOBHOCTEN Y ®OPMATI XML

OMOBHEHHA AOCTYMNHE 3a afpecoto: ‘ . ‘
ttps://www.wipo.int/standards/en/docs/st26-annex-vi-appendix-guidance-document-

sequences.xml

[AoaaTok VIl HaBegeHo agani]

rpyaeHs 2020


https://www.wipo.int/standards/en/docs/st26-annex-vi-appendix-guidance-document-sequences.xml
https://www.wipo.int/standards/en/docs/st26-annex-vi-appendix-guidance-document-sequences.xml

