CTOpiHKa 1

OOOATOR VI

KEPIBHUA JOKYMEHT 3 I/TKOCTPOBAHUMMW NMPUKNAOAMM

Bepcia 1.6

Pedakuis 3ameepoxeHa Komimemom 3i cmaHoapmie BOIB (KCB)
Ha tio2o decamili cecii 25 nucmonada 2022 poky
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BCTYN

Y ubomy CTaHZapTi OAHMM i3 3aBAaHb BM3HA4YeHO: "HaAaTW 3aABHMKAM MOMK/IMBICTb CKNACTM
EANHUNI Nepenik NocNiAOBHOCTEN Y NATEHTHINM 3aABLi, NPUAHATHUIN ANA LiNeh AK MiXXHAapPOOHMX,
Tak i HauioHanbHWX abo perioHanbHUX npoueayp"”. MeTa uboro KepiBHOro AOKyMeHTa -
3abe3neyvyeHHss MOXKNMBOCTI B3aEMOPO3YMIHHS Ta [OOMOBNEHOCTI ANA BCiX 3aABHMKIB Ta
BiazomcTs iHTeneKktyanbHoi BnacHocti (BIB) CTOCOBHO BMMOr LWWOAO BKAOYEHHA Ta
npeAcTaB/IeHHS ONMUCY NOCNiIAOBHOCTEN, TAKUM YMHOM, Wo6 aocartn metn CtaHaapTy.

Lelr KepiBHUI [OOKYMEHT CKAadaeTbca 3i BCTyMy, iHAEKCY NpPUKNAAiB, NpuKkaagis onucy
NOCNiA0BHOCTI, @ TaKOX A0MOBHEHHS, WO MICTUTb Nepenik nocnigosHoctel y ¢opmati XML Ta
nocnigoBHOCTI 3 NpuKNagis. Liei BCTYN NOACHIOE NEBHi NOHATTA Ta TEPMIHONOTiO, BUKOPUCTaHI
B PEeLTi YaCTUHWU UbOro AOKyMmeHTa. MpuKnagm intocTpytoTb BUMOIrM KOHKPETHUX naparpadis
CTAaHOAPTY | KOXEeH MpWKAag no3HadyeHo Hakbinbw BignosigHMM Homepom abs3auy. Oeski
NPMKNagM QAeTanbHO iNOCTPYOTh iHWI naparpadu, a BiANOBIAHI NepexpecHi NocuaaHHA
BKA3YIOTbCA B KiHLi KOXXHOro NpuKknagy. B iHAeKci BKa3aHO HOMepU CTOPIHOK ANA NPUKAA4iB Ta
O6yAb-AKMX 3a3HAYEHUX NepexpecHUx nocunaHb. KoXKHiA NocnigoBHOCTI B MNpuMKNadi, AKa
nosMHHa abo moxe OyTM BKAWOYEHA [0 nNepeniky NoCNiJoBHOCTEN, MNPUCBOEHO
igeHTudiKauinHuin Homep nocnigosHocTi (SEQ ID NO); BoHa BigobpaxkaeTbcs y popmati XML y
[lONOBHEHHI A0 LbOro JOKYMEHTa.

Onsa KoXHOro npuknaay byab-aKka NosCHIOBabHA iHGOpPMaLlia, NpeacTasB/eHa 3 NOCNiA0BHICTIO,
NOBMHHA PO3rnaAaTUCA AK NOBHUIM onuc iHbopMmaLii Woao Uiei nocnigosHocTI. HagaHi Bianosiai
cTocyloTbea Anue iHdopmaluii, 6esnocepeaHbo NpeacTaBAEHOI B NPUKAaJI.

PekomeHpauii, HaBeaeHi B UbOMY [OOKYMEHTI, CMNPAMOBaHI Ha MNigroToBKY nepesiky
NocNigoOBHOCTEM ANA HAfaHHA Ha AaTy NOoAaHHA NATEHTHOI 3aABKW. [liAroToBKa nepeniky
NocNigoBHOCTEM ANA HaZaHHA MicnA AaTW NO4aHHA NaTEeHTHOI 3aABKM MOBMHHA BPaxOBYBATH,
4YM MOXKe HagaHa iHpopmauia 6yTn posrnaHyTa BIB, ans goaaHHA Lboro o6’ekTy 40 NEPBUHHO
nogaHoro onucy. ToOMy LiNKOM MOMAMBO, WO pPeKomeHaauil, HaBeAeHi B LUbOMY AOKYMEHTI,
MOXYTb HE 3aCTOCOBYBATUCA 40 Nepeniky NOCAiA0BHOCTEN, HaZaHWUX NicAs AaTM NOAAHHA
NaTEHTHOI 3aABKM.
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CTOpiHKa 2

Mideomoska nepeniky nocnioosHocmeli
MiarotToBKa nepeniky NocnigoBHOCTEN A0 NAaTEHTHOI 3a8BKM BUMArae po3rnagy HacTynHUX
NUTaHb:

1. Yu Bumarae naparpa¢ 7 craHgapty BOIB ST.26 BKAOYEHHA NEBHOI PO3KPUTOI
nocnigoBHOCTI?

2. Y1 [03BONEHO BKAKOYEHHA NOCAILOBHOCTI cTaHgapTom BOIB ST.26, AKWO BKAKOYEHHA
NneBHOI PO3KPMTOI NOCNiIJOBHOCTI HE BUMAraeTbca?

3. AKMM YMHOM LA MNOCNIAOBHICTb Oyae npeacTaBneHa B Nepesiky NocnifoBHOCTEN,
AKLLO BK/IKOYEHHS NEeBHOI PO3KPUTOI MOCNIAOBHOCTI BMMaraeTbca abo [03BONAETLCA
cTaHgapTom BOIB ST.267?

CTOCOBHO MepLUoro 3anuTaHHsA, naparpad 7 ctaHaapty BOIB ST.26 (3 neBHUMKU obMeKeHHAMMN)
BMMaAra€e BKAOYEHHA MOCANiIAOBHOCTI, ONMCAHOI B NAaTEHTHIl 3aABLi, WAAXOM nepepaxyBaHHA ii
3a/IULLKIB, A€ NOCNiQOBHICTb MICTUTb AecAaTb abo binblie cneundiyHO BU3HAYEHUX HYKNeoTUAiB
a6o yoTnpm um binbwe cneundPiyHO BU3HAYEHNX aMIHOKMUCIOTH.

CTOCOBHO Apyroro 3anuTaHHA, naparpad 8 ctaHgapty BOIB ST.26 3a60poHAE BKAOYEHHA Oyab-
AKUX NOCNIAOBHOCTEN, WO MICTATb MEHLWe AecATU cneundiyHO BU3HAYEHUX HyKaeoTuais abo
4YOTMPbLOX CneundPiYHO BU3HAYEHMUX AMIHOKUCAOT.

Ons Bignosigi Ha Ui ABa 3anMTaHHA HeobXigHe 4YiTKe pPO3yMiHHA MOHATL "NpeacTaBieHHS
3anuuwkis" i "cneundivHo BU3HAUYEHUX".

CTOCOBHO TPEeTbOro 3aNnuTaHHA, LUeA [AOKYMEHT MICTUTb ONMC NOCNiA0BHOCTEN, SKi
OEMOHCTPYIOTb Pi3HOMAHITHI cueHapii pa3om 3 NOBHMUM OBroBOpeHHAM nepeBaxkHWMX 3acobis
NpeAcTaB/IEHHS KOXHOI NocnigoBHOCTi abo, AKWO NOCAIA0BHICTb MICTUTbL AEKifibKa BapiaHTIB -
"Hanbinbw oxonaltoyoi  nocAigoBHOCTI"  BignoBigHO 40 uboro craHgapTy. OCKiNbKK
HEMOX/IMBO BigpearyBaTW Ha BCi MMOBIpHI cueHapii Nocnif0BHOCTI, LE KEPIBHUA OOKYMEHT
HaMara€eTbCA BUKAACTU MNOSICHEHHA Nigxo4y A0 KOXHOro npuknagy Ta crnocoby, A0 siKoro
3aCTOCOBYIOTbCA NOJIOXKEHHA cTaHaapTy BOIB ST.26, Takum 4nmHOM, W06 OAHAKOBI MOSCHEHHS
MOT/I1 3aCTOCOBYBATUCA [0 iHLLMX CLIEHapPiiB NOCNiA0BHOCTEN, AKi HE HAaBeAEHI B NpUKAag,.

MNepepaxyBaHHA 3aJAULLKIB

Y naparpadi 3(c) ctaHaapTty BOIB ST.26 "nepenik 3anuukKis" BU3HaYEHO AK ONKUC NOCAiA0BHOCTI B
NaTeHTHIM 3aABUi WAAXOM nepeniky no MopAAKY KOMKHOro 3anuwky nocnigosHocTi, ae (i)
33/IMWOK NpeAcTaB/eHNI Ha3BOK, CKOPOYEHHAM, CMMBONOM abo CTpyKTypoto; abo (ii) Kinbka
3a/IWWLKIB NpeacTaBneHi cKkopoyeHot ¢opmynoto. MocnifoBHICTb NOBMHHA OYyTWM PO3KpPUTA B
NaTeHTHIN 3aaBLUi WAAXOM "nepesniky 3a/uLLIKIB" 33 AONOMOrol CTaHAAPTHUX CUMMBOAIB, fKI €
CMMBO/IaMU HYKNEOTUAIB, BUKNageHnmu B Tabanui 1 Po3ainy 1 Joaatky | ctanaapTty BOIB ST.26
(HanpuWKnag, CMMBOIM HUXKHBOTO PericTpy abo ix eKBiBaNIeHTU BEPXHbOIO periCpr1 ) Ta cumBoAIN
aMiHOKMCNOT, BUKNageHi B Tabauui 3 Po3giny 3 Odopatky | craHpapty BOIB ST.26 (10670

1 .
MPUMITKA. Xouya oONUC 3asABKM MOXKE NPEACTaBAATM HyKneoTuau abo amMiHOKMCIOTM 3 CMMBOJIaMM

HUXHbOTO pericTpy abo BepXHbOro PericTpy, A1a NOCAiAOBHOCTI, BKAKOYEHOI 40 nepeniky nocnigoBHoCTeM,
NOBMHHI BMKOPWUCTOBYBATMUCb AMLIE CUMBOJAM HUXKHLOIO PEriCTPy A4NA NPeAcTaBleHHA HYKNeoTUAHOI
nocnigoBHocti (guB. naparpad 13 craHgapty BOIB ST.26), a Aana npeacTaB/NeHHA aMiHOKMCIOTHOT
NoC/ig0BHOCTI MOBWHHI BMKOPWUCTOBYBAaTUCb JIMLIE CMMBOJIM BEPXHbOro perictpy (ame. naparpad 26
cTaHgapTy BOIB ST.26)
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CMMBO/IM BEPXHbOTO pericTpy abo ix eKBiBaNeHTU HUMKHbOTO periCprl). CumBoAMn, Kpim TUX, WO
BUKNAAEHI B LMX Tabnugax, € "HecTaHAapTHUMK".

AKWO npeAcTaBNeHHA 3a/MLWKY PO3KPUBAETLCA AK E€KBiBAaNE€HT CTAHAAPTHOro cumBony abo
CKOpoYeHHsA (Hanpuknag,"Z," osHauvae "A"), abo neBHOI NOCNIAOBHOCTI CTaHAAPTHUX CUMBOIB
(Hanpuknag, "Z," o3Hauvae "agga'), TO MOCNIJOBHICTb TAYMauuTbCcA Tak, HibM BOoHa Oyna
PO3KpMTa 32 AOMNOMOrOI0 €KBiBa/JIEHTHOrO CTaHAAPTHOrO (-1x) cumBony( -iB) abo CKOpoYeHHs (-
b), Wo6 BU3HAUMTK, yn naparpad 7 ctaHgapTty BOIB ST.26 BMMarae BKALOYEHHS 40 Nepeniky
nocnigosHocten, unm naparpad 8 3a6OPOHAE BKAOYEHHA. AKWO HeCTaHAAPTHUMA CUMBOA
HYKNeoTUAYy BMKOPUCTOBYETbCA AK OaraTo3HauyHMi cumBoA (Hanpuknag, X1 = iHO3MH abo
nceBAOYPUAMH), afie He € eKBiBaJIEHTOM OAHOrO 3i CTaHAAPTHMX HaraTo3Ha4yHWX CMMBOJIB B
Posgini 1, Tabauui 1 (to610 "m", "r", "W", "s", "y", "k", "v", "h", "d", "b", a6o "n"), To 3anMwWOK
iHTEPNPEeTYETbCA AK 3aAMWOK "n", Wob6 BM3HAYUTK, UM BUMaArae naparpad 7 craHgapTty BOIB
ST.26 BK/IIOYEHHS NOC/IA0BHOCTI A0 Nepeniky nocaigoBHocTen, yn naparpad 8 ctaHaapty ST.26
3a60pOHAE  BKAIOYEHHA. AHANOMYHO, AKWO HECTAaHZAPTHUM  CMMBOA  AMIHOKWUCIOTU
BMKOPUCTOBYETbCA AK Barato3HauyHM cumBon (Hanpuknag, "Z1" osHavae "A", "G", "S" abo "T"),
afie He € eKBiBaNIEHTOM O4HOrO 3i CTaHAAPTHMX Barato3Ha4yHMX cumBoniB B Po3gini 3, Tabauui 3
(TobTo, B, Z, J, abo X), ToAi 3anMLWIOK iHTEPNPETYETbCA AK 3anuUWOK "X" ANnA BU3HAYEHHS, 4uM
BUMarae naparpad® 7 crtaHgapTy BOIB ST.26 BKAOYEHHA NOCAIAOBHOCTI 40 Nepeniky
nocnigosHocTel, un naparpad 8 ctaHgapty BOIB ST.26 3a60poHAE TaKe BKAOYEHHA.

BapTo 3BepHYTU yBary Ha OMNWUC MNOCANIAOBHOCTEN 3 BUKOPUCTAaHHAM CTaHAAPTHWUX CMMBONIB;
npoTe, AKLLO NOCNIA0BHOCTI ONMUCYIOTHCA iHAKLE, MOXKe 3HAaA0bUTUCA 03HAWOM/IEHHSA 3 ONUCOM
ANA BU3HAYEHHA 3HAYeHHA HEeCTaHAAPTHOrO NPeACTaBAEHHs.

AKLLO BUKOPUCTOBYETLCA CTaHAAPTHUIMA CUMBOJI, MOBUHHO BYTU NPUMHATO A0 yBarn NOACHEHHA
NOCNIAOBHOCTI B PO3KPUTTI ANA NiATBEPAMKEHHA, WO CMMBOJI BUKOPUCTOBYETLCA CTAHAAPTHMM
cnocobom. AKLWO CMMBOT BUKOPUCTOBYETHCA HECTAaHAAPTHMUM cnocobom, HeObXiAHO BU3HAYNTH
pO3’ACHEeHHA, YM BUMarae naparpad 7 craHgapty BOIB ST.26 BKAKOYEHHA [0 nNepeniky
nocnigosHocTel, un naparpad 8 3abopoHAE TaKe BKAKOYEHHA.

CneundiyHO BU3HAYEHI

MNaparpad 3(k) craHaapty BOIB ST.26 BM3Havae: "cneyudiyHo BM3HaAYeHUN" - OyaAb-AKWUM
HYKNeoTua, BiAMIHHWIA Bif, TUX, WO NpeacTaBaeHi cumeonom "n" Ta byab-Aka amMiHOKMUCAOTA,
BiAMiHHA Big, TWX, WO npeacTasneHi cumsonom "X", nepenivyeri y Joaatky I, ge "n" 1a "X"
BMKOPUCTOBYIOTbCA CTAHAAPTHUM cnocobom, ik onuncaHo B Po3aini 1, Tabamui 1 (Tob6T0 "a abo ¢
abo g abo t/u; "HeBigommin" abo "iHWKIA") Ta B Po3aini 3, Tabauui 3 (To6to 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 Sabo U abo T
abo W abo Y abo V "HesBigomuin" abo "iHwmin"), BianoBiaHO. 3a3HaYe€HHA BULLE CTOCOBHO
CTaHAAPTHUX CMMBONIB ab0 HeCTaHAAPTHUX CMMBOJIIB ab0 CKOPOYEHHS Ta iX 3aCTOCYBaHHA
CTaHAapPTHUM abo HecTaHAapTHMM cnocobom Byae BpaxoByBaTMCA ANA BU3HAYEHHSA TOrO, UM €
Hykneotna abo amiHokucnoTa "cneundiyHo BM3HaYeHum (-oro)".

Halnbinbll oxonatorya NOCNiA0BHICTb

AKWO noCNifAOBHICTb, AKa BigMNOBiAAaE BMMOram naparpada 7, PO3KPMBAETHCA LWAAXOM
nepepaxyBaHHA il 3a/IMLWKIB B 3aABLi AMLWe OANH pas, asie No-pPi3HOMY OMUCYETLCA B AEKINbKOX
BapiaHTax 34iiCHEHHA, HanpuKnag, B ogHomy BapiaHTi "X" B 0AHil abo AekinbKox noKanisauinax
Mmoxe byTn byab-AKOK aMiHOKMCNOTOW, ane B iHWMX BapiaHTax 34iicHeHHA "X" moxe 6yTu
Nnwe obMeXKeHOo KinbKicTio amiHoKkMcnoT, ctaHgapT BOIB ST.26 Bumarae BKAOYEHHA A0
nepeniky NocnigoBHocTel nnwe oAHIiel NOCNiAOBHOCTI, AKa 6yna nepepaxoBaHa ii 3a1MWKaMm.
BianosiaHo oo naparpadis 15 Ta 27, AKWO TaKa NOCNiA0BHICTb MiCTUTb AeKinbKa 6araTto3HaYHMX
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n_n n.n

cumBonie "n" abo "X", To "n" abo "X" TAaymauuTtbcAa AK OyAb-AKMA  HyKaeotug, abo
aMiHOKMCNOTa, BigMoBiAHO, 3a BIACYTHOCTI [A0AaTKOBOro nosicHeHHA. OTXe, €auHa
NOCNIAOBHICTb, AKYy MOTPIOHO BKAOYMTKM, - Le onucaHa 6inbl oxonattya MNOCAiA0BHICTb.
Halibinbw oxonntotoya NocNifAoBHICTb - Le O4MHUYHA NOCAIA0BHICTb, 3 BapiaHTamMM 3a/IULLKIB,
npeacrtaBneHMmM  binbll  obmerKyBanbHMMM  HaraTo3Ha4YHMMKW  CMMBOMAMM, AKI  MIiCTATb
HaMbinblW onucaHi BapiaHTU 3ailicHeHHA. MoAibHMM YMHOM, AKLWLO NOCANIAOBHICTbL OMMCaHa
WANAXOM MepepaxyBaHHA i 3a/MWKIB AUWe OAMH pas, ane AO0BXWHA NOCAILOBHOCTI MOXKe
3MiHIOBATMCA Yepes Bapiauito KiIbKOCTi KONil, HAaMAOBLWMIA BapiaHT 34iIMCHEHHA NOCANILOBHOCTI
BBAXKAETbCA HalbiNbL OXONAOHYO NOCNifOBHICTIO. HanpuKknaa, NocnigoBHICTb, WO MICTUTb
noBTOptoBaHy 061acTb, AKA MOXKe BapitoBaTMCA Big 2 40 5 Konii, AK nepepaxoBaHo. BapiaHT
34iicHeHHA 3 5 Konismu noBTOpPY € HaMbGinbll OXONAOHYOK MOCAIAOBHICTIO | Mae byTn
BK/JKOYEHUI [0 nepeniky nocnigoBHocTei. [poTe BKAOYEHHA A04aTKOBUX cheundiyHux
NMocNigoOBHOCTEM HACTIMHO PEKOMEHAYETbCA, A€ Ue AOUiNbHO, Hanpuknag, Takux, sKi
npeacTaBnAlTb AOLATKOBI BapiaHTM 3A4iMCHEHHA, WO € K/AKYOBOK YaCTUHOK BMHAXOAY.
BKIOYEHHA A04aTKOBMX MOCAIAOBHOCTEN A03BOAE 3A4IMCHUTU BiNbll peTesibHUIA NOWYK Ta
ny61iYHO NOBIAOMAATM NPO 06’EKT, OO0 AKOro BUTPEOOBYETLCS NATEHT.

BukopucmaHHA 6a2amo3Ha4YHo20 CUMBOY

MpaBuabHe BUKOPUCTaHHA Barato3HavyHoro cumsony "'n" B nepeniky nocnifoBHOCTEN

Cumson "n"

d. Heé NOBUHEH BUKOPUCTOBYBATUCA ON1A NMO3HAYEHHA HiYoro, KpiM OOHOro HykneoTuay,

b. mae Taymaumtuch Ak byab-akuit i3 "a", "c", "g" abo "t/u", 3a BUHATKOM BMNaAKiB, KOIU
BiH BUKOPUCTOBYETLCA 3 MOAANbLIMM ONUCOM;

C. CNlig, BUKOPUCTOBYBATHU A/1A NpeAcTaBAeHHA ByAb-AKOro 3 HACTYMHUX HYKNEeOoTUAiIB pa3om
3 104aTKOBMM OMUCOM:

i. MoAMIKOBAHUIA HYKNEOTUA, HaNpuKNag, nNPUPOAHWUIN, CUHTETUYHMK abo
HENPUPOAHUI, AKUI HEe MOoXKe ByTn NnpeacTaBneHni Byab-AKUM iHLMM CUMBOIOM Y

[opatky | (gme. Po3gain 1, Tabanus 1)

ii. "HeBigOMMIN" HyKneoTna, TOOTO HEBM3HAYEHUN, HEPO3KPUTM abo He
BCTaHOBJ/IEHUA;

iii. anypuHoBwIA caiT; abo
d. moxe OyTM BMKOPUCTAHMW AN NpPeAcTaBAeHHs BapiaHTy nocnigoBHocTi, Tob6To
aNbTepHaTUBU, BUAANEHHA, BCTaBKM abo 3amiHn, ae "n" € Halbinbll obmexKyBaibHUM

6araTo3Ha4YHUM CMUMBOJIOM.

MpaBuabHe BUKOpPUCTaHHA baraTo3HavyHoro cumsoay "X" v nepeniky nocnigosBHocTeN

Cumson "X"

a. He TMNOBMHEH BMKOPUCTOBYBAaTUCb [ANA MNO3HAYEHHA HIYOro I(HWOro, Kpim OAHIEl
aMIHOKUCNOTY;

b. MaE TﬂyMaLIVITVICb HK 6yp|b_HKMl‘4' 3 IIAII’ IIRII’ IINII’ ||D||’ ||Cll' I|Q|I’ |IEI|, I|G|I’ IIHII’ IlIll, IlLll , ”K”,
llMll, IlFll, IIPII’ IIOII’ ||S|I’|IU|I’ llTll’ IIW"’ I|Y|l a60 llVIl, 3a BMHHTKOM BMHaAKiB’ KO}]M BiH
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BUKOPUCTOBYETLCA 3 AETA/ZIbHAUM ONMUCOM,

C. CNif, BUKOPUCTOBYBaTU ANS NPEACTaBAEHHA byAb-AKOI 3 HACTYMHMX aMiHOKMCNOT pPa3om 3
HaCTYMHUM OMMUCOM:

i. MoandikoBaHa aMiHOKMCNOTa, HanpuKAaa, NPUPOAHa, CUHTETUYHa abo WTY4Ha,
WO He moXe byTu iHaKwe npeacTasaeHa byab-AKUM iHWMM cumBOAOM Yy [loaaTky |
(ams. Po3ain 3, Tabnuua 3);

ii. "HeBigoma"  amiHOKMcioTa, TOOTO  HeBM3HayeHa, Hepo3KpuTa  abo
HeBCTaHOB/EHa; abo

d. moxe BMKOpPUCTOBYBATUCA ANA MPeACTaB/NeHHs BapiaHTy nocnigoBHocTi, TobTO
anbTepHaTMB, BUAANEHb, BCTaBOK abo 3amilleHb, ge "X" € Hanbinblw obmexkyBasibHUM
6araTo3Ha4YHUM CMMBOJIOM.

ThymayeHHs moamdiKoBaHMX 3a/IMLLKIB

Lelt cTaHOapT BUMarae, TaymadeHHa "mogmdikoBaHux" 3anmLwKis 3rigHo 3 naparpadom 17 ana
HYKNeoTuAiB Ta 3rigHo 3 naparpadom 30 a4nA amiHOKMCAOT.

Y naparpadi 3(e) Crangapty BOIB ST.26 "moandikoBaHa amiHOKMC/IOTa" BU3HaYeHa AK OyAb-AKa
amMiHOKMcnoTa, onucaHa B naparpadi 3(a), Kpim L-anaHiHy, L-apriHiHy, L-acnapariHy, L-
acnapariHoBoi Kucnotu, L-ymcteiny, L -raytamiHy, L-raytamiHoBoi Kucnotw, L-raigmuy, L-
rictngmny, L-isoneinunny, L-neiumHy, L-nismHy, L-meTioHiHy, L-deHinanaHiHy, L-nponiHy, L-
niponisuHy, L-cepuHy, L-ceneHoumncteiHy, L-TpeoHiHy, L-TpuntodaHy, L-TMpo3nHy abo L-BaniHy.
MopibHMM YMHOM Yy CTaHAApPTi BU3HAYeHO "MoaAMdiKOBaHUN HykneoTua' K Oyab-aKkuii
HyKneotna, fK onucaHo B naparpadi 3(g), Kpim ae3okcnmageHosnH 3'-moHodocdary,
Ne30KcUryaHosmH 3'-moHodocdaty, Ae3oKcnuntnamH 3'-moHodochaTty, Ae30KCUTUMIAMH 3'-
moHodocdaTy, ageHosnH 3'- moHodocdaT, ryaHo3uH 3'-moHodocdaTty, uuTUAMH 3'-
moHogocdaTy abo ypmuamH 3'-moHodocdaty (CtaHgapT BOIB ST.26, naparpad 3(f)).

BuxonAaum 3 HaBeAeHMX BULLE BM3HAYeHb, moaudikaLiii HyKneiHoBMX ocHOB abo KapKacy LyKpo-
docdaty HyKNeiHOBOI KMcnoTn Ta moaudikauii rpyn R amHiokncnor abo nentuaHoro Kapkacy
nentumay npusBodATb [0 oAHOro abo Ginbwe "moaudikoBaHMX HykneoTuais" abo
"MoangikoBaHMX amiHOKMcNOT" BignoBiaHO. TOMY TaKi HYKN€O0TUAMN Ta aMiHOKMUC/IOTU BUMAratoTb
TaymadeHHA. Mpuknagn moamudikalin KapKacy BK/OYAKOTb aHanorM HYKNeoTUAiB, TaKi AK
nenTuaHi HykneiHosi Kucnotu (MHK) i rnikonesi HykneiHoBi Kucnotn (GNA) i D-amiHoKMCNOTH.

BapTo 3a3HaunTH, Wo moandikauia KiHLeBOi aMiHOKMCNOTK nenTuay abo KiHUeBOro Hykneotnay
HYK/NeiHOBOI KMUC/IOTM He 060B’A3KOBO Npu3BOAUTL A0 "MoaudikoBaHOi amiHoKucnotn" abo
"mogmdikoBaHoro Hykneotuay". HeobxigHo nepernaHyTn KiHueBy moamndiKalilo Ta BU3HAUUTW,
4n moamdikauis 3MIHIOE XiMIYHY CTPYKTYPY 3a/IMLIKY TaKMM YMHOM, LLO 3a/IMWOK BUXOAMUTbL 33
MEeXKi BMHATKIB, HaBeaeHux y naparpadax 3(e) ta 3(f). Hanpuknag, nentua, y skomy C-KiHueBui
3a/IMWOK 3B’A3aHUI 3i CTPYKTYpPOIO (HanpuKnad, 4YaCTUHOK PO3rany»KeHoi NocnigoBHOCTI — AMB.
nentug No2 y npuknagi 7(b)-3) uepes cTaHAApPTHUIM amigHWI 3B’A30K, HE BBAXKAETbCA
"MmoaundikoBaHMM 3anMWKOM" | TOMY He BUMAra€e T1ymavyeHHA. AHanoriyHo, nentung, B Akomy N-
KiIHUEBMIA 3a/MWOK € amigHMM 3B’A3KOM 3 6IiOTMHOM, He BBaXKA€ETbCA "MoAWUdIKOBAHMM
3a/MwKom" i TOMy He BUMarae TaymayeHHA. B 06ox cueHapisx CTpyKTypa 3anuLKy, 3a1y4eHoro
A0 C-KiHueBoro abo N-KiHUeBOro 3B’A3Ky, He 3MIHIOETbCA MOPIBHAHO 3i CTAaHAAPTHUMM
aMiHOKMCNOTamM, 3a3HavyeHMMK B naparpacdi 3(e) CtaHaapTy.
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HaBnaku, KiHueBi moaudikauii, AKi 3MiHIOTb XiMiYHY CTPYKTYpPY 3a/INLLIKY, BBa*KaloTbCA
"MoangikoBaHMMM 3anuliKkamn" i NOBMHHI B6yTKM aHoToBaHi. Hanpuknaa, meTtunioBaHHA C-
KiHUA B npuKknagi 3(c)-1 cnpaBai 3MIiHIOE XiMiYHY CTPYKTYpPY KiHLEBOro 3a/MLIKY, OCKIi/IbKK
METU/IbHA rPyna 3aMiHIOE FiAPOKCUA, AKUM 3a3BUYAM MICTUTLCA B a/ibda-KapbOKCUAbHIN rpyni.
TakMM 4YMHOM, UeN MeTUNbOBAHWUW Ni3UH NOBMHEH OYTW MO3HayYeHui K "MoamdikoBaHUM
3a1mwoK".

BapTo 3ayBaXKMTH, WO 3aABHMK NOBUHEH OLIHIOBATU KOXHY MoAMOIKaLiio KiHLEBOro 3anMLWKY
B MeXax nepeniyeHoi MOCNiAOBHOCTI Ta NPUIMMATM pPillEHHA WOA0 TOro, YM 3MIHIETbCA
CTPYKTYpPa KiHUEBOTO 3a/IMWKY. AKWO MoAndiKOBaAHA CTPYKTYpPa 3a/MLLIKIB BiAPI3HAETLCA Bif
3BMYAMHMX aMiHOKMCAOT abo HyKkneoTupais, 3a3HavyeHux y naparpadax 3(e) ta 3(f) CtaHaapTy,
ToAi mogudikaLisa NoBUHHA ByTM aHOTOBaHa.

HapewTi, 3aBXAn peKkomeHAyeTbCs, Wob 3aaBHMKKU BK/OYaAM AaKomora binblie iHpopmauii y
CBOi Mepesniikn nocnigoBHocTel, WOo6 nNpeacTaBUTU CBOI OMUCU SIKOMOTa TOYHilWeE. Takum
YMHOM, HaBiTb AKLWO MoandiKaLia He BUMarae aHoTauji, 6axKaHo ii BKAOUUTH.

BTim, BapTO 3ayBaXKMTK, LLO TAYMAYeHHA BapiaHTIB nepepaxoBaHOi NepBUHHOI NOCNIAOBHOCTI
Ma€e BignosigaTn BuMmoram naparpadis 93-100 CraHgaapty BOIB ST.26. Mogaudikauii, aki
ONUCYIOTbCA AK BapiaHTU MNPOHYMEPOBAHOI NOCANIAOBHOCTI, MOXYTb He BMMaraTuca AnA
BK/IIOYEHHA [0 Nepeniky nocnigoBHocTel. [Na BM3HAUYEHHA TAyMA4YeHHA BapiaHTIiB AuMB.
Crangapt BOIB ST.26, naparpadu 93-95.

MpeactaBneHHA MOAVPIKOBAHMX 3a/INLLKIB

Y CraHpgapTti BOIB ST.26 BKasaHo, WO MoAMPiKOBaHI HYKIEOTUAN Ta aMiHOKMUC/IOTU MOBMUHHI
6yTV npeacTas/ieHi B Nepeniky noc/ifloBHOCTEN AK BiANOBIAHUN HEMOANGDIKOBAHUI 3a/IULLOK,
KON LUe MOKAuBo (auB. naparpadu 16 i 29). BapTo 3ayBakuUTW, WO LA PeKomeHaalin -
"noTpibHO" — "HacTiMHO pekomeHAOBaHMM Nigxia, ane He Bumora" (ams. NyHKT 4(d)). 3asBHUK
BUPILLYE, UM byae moandikoBaHUI 3a/IMLLOK NpeacTaBAeHUI BignoBigHMM HemoandikoBaHUM
3aAnWwKom abo 3amiHHUMM "n" abo "X".

AIK npaBwuno, AKWO 3a/UWOK MOAUDIKOBAHO [A0[ABAHHAM KOMMOHEHTA, HanpuKaag,
METU/IIOBAHHAM ab0 aLeTUNOBaHHAM, i CTPYKTypa HEMOAMGIKOBAHOIO 3a/IMWKY 3arajioM He
3MIHIOETbCA, TOAI PEKOMEHAOBAHO nNpeAcCTaBNeHHA 33 L0MOMOrol HemoauediKoBaHOro
3a/MWKY. Hanpuknag, MeTMNbOBaHWI afeHo3MH 6arkaHo nos3Hadvatm "a" B nepeniky
nocnigosHocteit. OgHaK, AKWO MoaANdIKOBaHMIN 3a/IMLWLOK CTPYKTYPHO BigpisHAETbCA Big, byab-
AKoro HemoaudikoBaHOro 3anulKy, Toai pekomeHayeTbca "n" abo "X". Hanpuknag,
HOp/IEMUMH € i30MepOM NIEMUMHY, @ MOro BIYHWIA NaHLIOr € NiHIMHOK CTPYKTYpOto 3 4 aToMmiB
Byrneuto. JIeMuMH TakoXK mMae 6iYHUI naHutor 3 4 Byr/eLiB, ane BiH po3ranyXeHun Ha gpyromy
Byrneui. Tomy HoOpnelunH € He NPOCTO pesyabTaTom moamndiKaLlii, 4oAaHOT A0 NeluuHy, a
30BCiM iHWOW (Xx04a ¢ CcropigAHEHOW) CTPYKTypoto. TomMy peKOMEeHAYETbCA MOo3HavyaTu
HOp/IEMUMH Y Nepeniky nocnigoBHocTen cumeoaom "X".

Hykneotna € "cneumdiyHo BU3HaAYEHUM'", KOAU BiH NpeacTaBAeHUA OyAb-IKMUM CUMBOJIOM,
Kpim "n", a amiHoKucnota € "crneumdiyHo BM3HaAYEHOW'", KON npeacTaBneHa byab-aKUM
cumBosiom, Kpim "X" (ame. Cranpapt BOIB ST.26, naparpad 3(k)). Takmm umHom, 2’-O-
MeTUNaAeHO3MH, NpeacTaBAeHUIA cumBoaoM "a" y NOCAiA0BHOCTI, € cneundiyHO BU3HAYEHUM,
TOoAi AK HOpAeWnuuH, npeactasneHunint cumsonom "X" y nocnigoBHocTi, He € cneuudivyHo
BM3HaAYEHMM.
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Tabauysa A - CmaHOapmMHi cumMeosu HyKAeomuoie, CKOPOYEHHSA ma Ha368U

Cumson CKopoueHHA HasBa Hykneotuay
a afeHiH
C UMTO3MH
g ryaHiH
t TumiH y AHK
ypauun y PHK (t/u)
aaboc
aabog
aabo t/u
cabog
cabo t/u
g abo t/u

aabo cabo g; He t/u
aabocabot/u;Heg
aabo gabot/u; He c
c abo g abo t/u; He a
a abo c abo g abo t/u;

"HeBigomuin" abo
"IHWNn"

S |o|a|T|<|=|<]|v|s|~ |3

Tabauys B— CmaHAapmHi cumeosnu amMiHOKUC/0m, CKOPOYeHHA ma Ha3eu

Cums TpubykeeHe HasBa amiHoKucnotu
on CKOpPO4YEeHHA

A Ala anaHiH

R Arg apriHiH

N Asn acnaparin

D Asp acnapariHoBa KMcNoTa
(acnaprar)

C Cys LUCTeiH

E Glu rnyTamiHoBa KMcnoTa
(rnytamar)

Q Gln rNtoTaMiH

G Gly rNiuyH

H His ricTMauvH

[ lle isonenumH

L Leu NenunH

K Lys Ni3nH

M Met METIOHIH

F Phe deHinanaHin

P Pro nponiH

o) Pyl nipposi3nH

S Ser cepuH

U Sec ceneHouucTeiH

T Thr TPEOHiH

w Trp TpunTodaH

yepBeHb 2023



CTOpiHKa 8

Y Tyr TUPO3MH

Vv Val Ba/liH

B Asx acnapariHoBa KMCNOTa
abo acnapariH

Z Glx rnyTamiH abo rnytamiHoBa
KMCnoTa

J Xle NenumH abo isonenumH

X Xaa A abo Rabo N abo D

abo Cabo Qabo E
abo G abo H abo | abo
L abo Kabo M abo F
abo P abo O abo S abo
U abo Tabo W abo Y
aboV, "HeBigoma"
a6o "iHwa"
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Mpuknag 55-1: Komb6iHoBaHa MONEKYNA [JIHK/PHK .....ooviiiiiiiececeeceeeee et ettt 85

Naparpad 57 — EnemenTt "INSDSeq sequence"

Mpuknadu 3 nepexpecHUM NocuAaHHAM
Mpuknag 28-1: Koayova HyKNeoTnaHa NocNif0BHICTb | KOAOBaHA aMiHOKMC/IOTHA NOCAIAOBHICTL ...69

Mpuknag 92-1: AMIHOKMCNOTHA NOCAIA0BHICTb, KOAOBAHA KOAYOYOK NOCAILOBHICTIO 3 iHTPOHamu .90
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Naparpad 65 — leckpunTop NoKani3auii

Mpuknadu 3 nepexpecHUM NOCUNAHHAM
MpuKknag, 3(g)-4: AHANOTU HYKNETHOBUX KMC/IOT ... vreeeeerieeeeeireeeeesuseseessseeessssessesssesessssssssessssssssnnsens 29

Mpuknag, 89-2: JToKanizayia GyHKLIT BUXOANTb 338 MeKi PO3KPUTOI NOCAILOBHOCTI . eveereveeeeerreeeeeareen 88

Maparpad 66 — CUHTaKCMC AeCKpUNTOpa oKaAi3aLii

Mpuknadu 3 nepexpecHUM NOCUNAHHAM
MpuKknag, 3(g)-4: AHANOTU HYKTETHOBUX KMCIIOT . ...eecreeeiereeereeesureessseessseeesseesssessssseesssesessseessessnsseesssenn 29

MNpuknag, 7(b)-4: UUKNiYHWI nenTua, SKUA MiCTUTb po3ranyeHy amiHOKMCAIOTHY NOCAiAOBHICTb.....51
Mpuknag, 29-1: Haibinbw obmeKyBanbHUI 6araTo3Ha4YHMM cMmBOA AAa "iHWoi" amiHokMcnoTv .....71
Mpuknag 30-1: Kntou GYyHKLIT "CARBODHYD" ... ettt ettt e e e e e e eare e e e 75

Mpuknag, 89-2: JloKkanizauia GyHKLiT BUXOAUTb 33 MEXKi PO3KPUTOT MOCAIAOBHOCTI..ecveeeeeeeerirreeeeeeenns 88

Naparpad 67 — Onepatop NoKanisauii

Mpuknadu 3 nepexpecHUm NocuaaHHAM
Mpuknag 92-1: AMIHOKMCNOTHA NOCNIA0BHICTb, KOAOBAHA KOAYOYOK NOCAILOBHICTIO 3 iHTPOHamu .90

Naparpad 70 — JlokanizaTopu GYHKLT

Mpuknadu 3 nepexpecHUM NOCUNAHHAM
Mpuknag, 7(b)-4: LUUKNiYHUI NenTua, SKUiA MiCTUTb po3ranyXeHy amiHOKMCIOTHY NOCAiAOBHICTb.....51

Mpuknag, 29-1: Habinbw obmeKyBanbHUI 6araTo3Ha4YHMM cMmBOA AAA "iHWoi" amiHokMcnoTv .....71
MNpuknag 30-1: Katou GYyHKLIT "CARBODHYD" ...ttt ettt e tee e e et e e e aee e e e 75
Mpuknag, 89-2: JloKkaniszauia GyHKLUiT BUXOAUTb 33 MEXKi PO3KPUTOT MOCAIAOBHOCTI..ceveeeeeeeiviiieeeeeeenns 88

Maparpad 71 — NpeacrasneHHa cumsonis "<" Ta ">" B AecKpunTopi NoKani3auii

Mpuknadu 3 nepexpecHUm NocuAaHHAM
Mpuknag, 29-1: Habinbw obmeKyBanbHUIM 6araTo3Ha4YHMM cMmBOA AAA "iHWoi" amiHokMcnoTv .....71

Mpuknag, 89-2: Jlokanisauia yHKLii BUXOANTb 33 MeKi pO3KpUTOi nocnigoBHocTi 88

Maparpad 83 — NMpuknaa, Wo iNOCTPYE HYKNEOTUAHY NOCAIAOBHICTb HENPUPOAHOrO NOXOAKEHHSA

Mpuknadu 3 nepexpecHUM NOCUNAHHAM
Mpuknag 55-1: Komb6iHoBaHa MONEKYNA [IHK/PHK .....oovviiiiiiicieccteeceeeee ettt 85

Naparpad 89 - Kntou ¢pyHKuii "CDS"
MNpuknag 89-1: Kogytoua HYKNeOTUAHA NOCNIAOBHICTb | KOAOBaHA aMiHOKUCNOTHA NOCAIAOBHICTD............. 86

Mpuknag 89-2: Jlokanizauia GyHKLii BUXOAUTb 32 MeXKi PO3KPUTOI MOC/TIAOBHOCTI . .vvuuuirenirnescranssrenserennsns 88

Mpuknadu 3 nepexpecHUM NocuaaHHAM
Mpuknag 92-1: AMIHOKMCNOTHA NOCAIA0BHICTb, KOAOBAHA KOAYOYOK NOCAILOBHICTIO 3 iHTPOHamu .90

Naparpad 90 — Keanidikatopum "transl _table" Ta "translation"
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lpuknadu 3 nepexpecHuUM NocunAaHHAM
Mpuknag 28-1: Kogytova HYKNeoTUAHa NOCAiIAOBHICTb | KOAOBAaHA aMiHOKMC/IOTHA MNOCNIAOBHICTb...69

Mpuknag 89-1: Koaytova HYKN1eoTUAHA NOCNiIA0BHICTb | KOAOBAaHA aMiHOKMC/IOTHA NOCANIAOBHICTb...86
Mpuknag 92-1: AMIHOKMCNOTHA NOCAIA0BHICTb, KOAOBAHA KOAYHOYOK NOCAILOBHICTIO 3 iHTPOHamu .90

Naparpad 92 - AMiHOKMCNOTHA NOCNIAO0BHICTb, KOAOBaHA KOAYIOYOIO NOCAIAOBHICTIO

Mpuknag 92-1: AMiIHOKMCNOTHA NOCNIAOBHICTb, KOAOBAHA KOAYIOUOIO NOCNIAOBHICTIO 3 IHTPOHAMM ........... 90

Mpuknadu 3 nepexpecHuUmM NocuaaHHAM
Mpuknag, 28-1: Koayova HyKNeoTuaHa NocNif0BHICTb | KOAOBaHA aMiHOKMC/IOTHA NOCANIAO0BHICTb...69

Mpuknag, 89-1: Koayova HyKneoTnaHa NocNif0BHICTb | KOAOBaHA aMiHOKMC/IOTHA NOCAIA0BHICTL...86

Mpuknag, 89-2: JloKkaniszauia GyHKLUiT BUXOAUTb 33 MeXKi PO3KpPUTOI nocaigoBHocTi 88
Naparpad 93 - NMepBMHHA NOCNIAOBHICTD i il BapiaHTU, KOXKHUIA 3 AKMX NepepaxoBaHMii 3a CBOIMM
3a/IMWKamm

MNpuknag 93-1: MpeAacTaBNeHHA NEPEPAXOBAHMUX BAPIAHTIB ..everrrenniienrcrennisinsisrnessresssssasersnssssnssssnsssssnssssnsess 92
Npuknag 93-2: MNpeAacTaBNEeHHA NEPEPAXOBAHMUX BAPIAHTIB .ceeevireeniienrcrennisinsiisnessresssssasersnssssnssssssssssnssssnsess 93
MNpuknag 93-3: MNpeAacTaBNeHHA KOHCEHCYCHOT MOCAIAOBHOCT «.cvveuiieercrennirenserensssrnnsssnessssnssssnssssnssssnssssnnsess 94

Maparpad 94 - BapiaHTHA NOCNIQOBHICTb, PO3KPUTA AK O4HA NOCNIAOBHICTb 3 NepepaxoBaHUMM
aNIbTEPHATUBHUMM 3a/IMLLKAMMU

Mpuknapg 94-1: NpeacTaBieHHA OAHIET NOC/IA0BHOCTI 3 NnepepaxoBaHUMM albTEPHAaTUBHUMU

AMIHOKUCTIOTAMM .cuenrenrnnrenrenrentenrentensasressassassassessassasssssssssssasssssssssssssssssssssssssssssssssssssssssssascssssscssssscansancence 90

Mpuknag 94-2 — MNpepcraBneHHA OJHIEI NOCNIAOBHOCTI 3 NepepaxoBaHUMM a/ibTEPHATUBHUMU
aMiHOKMCNOTaMM, AKI MOXKYTb 6yTU MOANDIKOBAHUMMU AMIHOKUCTIOTAMM.....cccuuereeennnereennnnereennsneseennsnessennnns 97

Mpuknadu 3 nepexpecHUM NocuaaHHAM

MPUKNAA 3(3)-1: D-@MIHOKUCIIOTH ..evvieeiiriieeieiieeeeeiteeeeeitteeeesteeeeeetaeeeesbeeeseebtaaeesseseeessssseeasesseennsens 20
MNpuknag 7(b)-1: Yotnpwm abo binblie cneundivHo BUSHAYEHT aMIHOKUCTIOT  ..eeeeeveeeecciireeeeiiee e e 46
Mpuknag, 27-1: CkopoyeHa dopmyna AAA HYKNEOTUAHOT NOCAILOBHOCTI vevevevreeeerrieeeerireeeeeveeeeenaneens 63

Mpuknag 27-3: CkopoyeHa popmyna - 4oTupm abo binblue cneundiyHo BU3HAYEHI aMiHOKMUCNOTK...67
Mpuknapg 29-1: Halbinblw obmeKyBanbHUIM 6araTo3Ha4YHU cMMBOA AnA "iHWoi" amiHokucnoTy .....71

Naparpa¢ 95(a) — BapiaHTHa NnocnigoBHICTb, AKa PO3KPUBAETLCA INLLE 3a MOCUIAHHAM Ha NePBUHHY
NOCNIJO0BHICTb 3 KilbKOMa He3aNeXXHUMU BapiaHTamMu

MNpuknag 95(a)-1: NpeacraBneHHA BapiaHTHOI NOC/IAOBHOCTI LWAAXOM TAYMAUYeHHA NePBUHHOT

FHOC T BOBHOCT . eeuuteuereeerenerenrennrennrencenscesseessessesssessserssesssssssssssssssssssssssasssssssssssssesnsesssesnssssssssssssssnsesnssenseenses 9O

Maparpag 95(b) - BapiaHTHa NOCNiQ0BHICTb, WO PO3KPUBAETLCA INLLIE 33 4,0MNOMOrOI0 NOCUNAHHA Ha
NepBUHHY NOCNIAOBHICTb 3 KiAbKOMA B3aEMO3a/1e}KHUMM BapiaHTaMM

Mpuknapg 95(b)-1: NpeacTaBneHHA OKPeMUX BapiaHTHUX NOCNIA0BHOCTE 3 Ki/IbKOMA B3aEMO3aNeXKHUMMU

BAPIAHTAMM . ceuiieeniiinniiinesiieeisinescreessrssssiesssssssssrssssrssssrssssrassssssssssnsssssssssansssanssssnssssnssssasssssnssssnssssnssssnssssness 100

Naparpad 96 — Knoui PpyHKUI Ta KBanipikaTopu ANa BapiaHTHOI NocAiA0BHOCTI

Mpuknadu 3 nepexpecHUM NOCUNAHHAM
Mpuknag 29-1: Haibinbw obmexxyBanbHMN BaraTo3HauYHMM cumBo Ana "iHwoi" amiHokucnotu .....71
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Naparpad 97 — TaymayeHHA BapiaHTHOI NOCNiA0BHOCTI

lpuknadu 3 nepexpecHUM NOcUAaHHAM

Mpuknag, 29-1: Haltbinbw obmeKyBanbHUIM 6araTo3Ha4YHUM cMMBOA Ana "iHWOT" amiHOKMCAOTH

..... 71
Mpuknag 93-3: MNpeacTaBneHHA KOHCEHCYCHOT MOCTIAOBHOCTI vuvveerereiiiiieeeeeeeeeiiirrreeeeeesesaiirneeeeeessanas 94
Mpuknag 94-1: NpepcrasneHHA OAHIET NOCNIAOBHOCTI 3 NepepaxoBaHMMM anbTEPHATUBHUMMU
AMIHOKUCTIOTAMM ..eceiieieieiiiiiittteeeeeeestee et eeeeeaannbe e teeeeeseaansbe et e eeeeseaannbe et eeeeeeannsssebeeeeeeesannsbbaneeeessesannnnnes 96
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MNPUKJTAON
Mapazpag 3(a) BuszHaueHHA "amiHoKucaoma"

Npuknag 3(a)-1: D-amiHOKucnotn

MaTeHTHa 3aABKa ONMUCYE HACTYNHY NOCNIAOBHICTb:
Cyclo (D-Ala-D-Glu-Lys-Nle-Gly-D-Met-D-Nle)
MutaHHA 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAOYEHHS nocnigoBHoCTi(ei)?

TAK

Maparpad 3(a) craHgapty BOIB ST.26 BM3Ha4ae "amiHOKMCAOTY" AK TaKy, wWo mictutb "D-
aMiHOKMCAOTU" Ta aMiHOKUCNOTH, WO MICTATb MoAMPiKOBaHI abo CUMHTETUYHI BiYHi NaHLOrN.
Buxogaum 3 LbOro BM3HAYEHHA, NepepaxoBaHWUi NenTug, MiCTUTb N'ATb aMiHOKUCNOT, AKi €
cneundiyHo BM3HadeHumn (D-Ala, D-Glu, Lys, Gly, D-Met). Tomy, BignosiaHo ao naparpada
7(b) ctaHaapTy BOIB ST.26, nocnigoBHicTb Mae 6yTn BKAOYEHA A0 Nepeniky NocnifoBHOCTEN.

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

Maparpad 29 Bumarae, wob D-amiHOKMCNOTM OynM npeacTaBNeHi y MNOCAIAOBHOCTI AK
BiANoBiAHa HemopgudikoBaHa L-amiHokucnota. Kpim Toro, 6yab-aka moaudikoBaHa
aMIHOKNCOTa, AIKa He MOXKe ByTM npeacTaBieHa 6yab-AKMM iHWKUM cumBoaom y Tabauui 3
Po3giny 3 logaTtky |, noBMHHa 6yTn npeactaBneHa cumsoaom "X".

Y ubomy npuKNagi NOCAiAOBHICTb MiCTUTb Tpu D-amiHOKUCAOTKU, AKI MOXKyTb OyTu
npeacrtasneHi HemoaudikoBaHoto L-amiHokucnototo B Tabnuui 3 Posginy 3 AdoagaTka |,
oAHieto L-amiHokucnototo (Nle) i ogHieto D-amiHokucnotow (D-Nle), wo noBuHHaA 6yTH
npeacrtassneHa cumsosom "X".

Maparpad 25 BKasye Ha Te, WO KON aMiHOKUC/IOTHI MOCNIAOBHOCTI € Ki/ibLEBUM i Kinbue
CKNIAa€TbCA BMKAOYHO 3 aMIHOKMCAOTHUX 3a/MULLKIB, 3'€AHAHUX NENTUAHUMM 3B’A3KaMM,
3asBHMK MNOBWMHEH 06paTM amiHOKMCNOTY B MNOJIOXKeHHi 3anumwKky Nel. BignosigHo,
NoCcNigoBHICTb MOXe 6yTU NpeacTaB/eHa sK:

AEKXGMX (SEQ ID NO: 1)

a60 iHWKMM cnocobom, 3 Byab-AKOK iHLWOK aMiHOKUCAOTOK Y NOCAIA0OBHOCTI B 1 NONOMKEHHI
3annuwky. Kntou ¢pyHkuii "SITE" Ta kBanidikatop "note" noBMHHI ByTN BKa3aHi A4na KoxHoi D-
AMIHOKUCAOTU MNOBHOK, HECKOPOYEHHOK Ha3BOK D-aMiHOKUMCNOTU B AKOCTI 3HAYeHHA
KBanidikaTopa, Hanpuknag, D-anaHiH i D-HopaenuymH. Kpim Toro, kntou ¢yHKuji "SITE" Ta
KBanidikatop "note" nNOBMHHI MaTM CKOPOYEHHA L-HOpPAEWUMHY B SKOCTi 3HA4YeHHA
KBanidikaTopa, T06T0 "Nle", Ak 3a3HayeHo B Tabauui 4 Po3ainy 4 AoaaTka |. HapewTi, Kntou
¢yHKuii "REGION" Ta kBanidikatop "note" matoTb 6yTW HagaHi ANA NO3HAYEHHA KiNbLLEBOro
nenTuay.

BignosigHi naparpadwm craHgapty BOIB ST.26: 3(a), 7(b), 25, 26, 29, 30, Ta 31
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Mapaepagp 3(c) — BusHavyeHHA "nepenik 3anuwkis”

MNpuknag 3(c)-1: Nepenik amiHOKMCNOT 3a XiMIYHOIO CTPYKTYpPOIO

0 0
NH
NH CH
/Y ;
0 CH,
T
CH,
CH
2y, o
/[,n,,
NH

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

TAK

MepepaxoBaHMin nentua, 300paxeHU AK CTPYKTYpa, MIiCTUTb NPUHANMHI  4OTUPMU
cneundiyHO BU3HAYEHI aMiHOKMCAOTM. TOMYy MOCAIAOBHICTb MNOBMHHA OyTWM BKAOYEHa [0
nepeniky NocnigoBHOCTEN.

MuTaHHAa 3: AK cnig npeacTaBAATM NOCAIAOBHICTb (-HOCTI) y Nnepeniky nocnigoBHocTe!?
MocnipoBHICTb MOXKe BYTU NpeacTaB/ieHa AK:

VAFXGK (SEQ ID NO: 2)

-NH

NH

ne "X" npeacrasnse "iHwy" moamdikoBaHy amMiHOKMUCNOTY: , AKa BMMAra€ Kaw4 pyHKu,i
"SITE" pasom 3 kBanidikatopom "note". KBanipikatop "note" Hagae NOBHY, HECKOPOYEHY
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Ha3By MmoandikoBaHoOro TpuntodaHy B NONOXKEHHI 4 NnepepaxoBaHOro NenTuay, HaNpuUKNaa,
"6-amiHO-7-(1H-iHaon-3-in)-5-okcorekTaHoBa Kucnota". [ani gopatkosi Kawodi  pyHKUiN
"SITE" Ta KBanidikatop "note" HeobXiAHi AnA no3HayeHHA aueTuntoBaHHA N-KiHUA Ta
meTnntoBaHHA C-KiHUA.

B iHWoOMYy BMNaZKy, NOCNIAOBHICTb MOXKe BYTM NpeacTaBaeHa fK:

VAFW (SEQ.ID NO: 3)

Kntou ¢yHKuii "SITE" Ta KBanidikatop "note" HeobxigHi Ana nosHavyeHHA moamndikauii
TpunTodaHy B MONOXKEHHI 4 nepenideHoro nenTugy i3 3HadeHHAm: "C-kiHeub 3’€aHAHWUM
rnoTapanbgerigium moctom 3 gunentugom GK". Jani gogaTkoBuin Kntod ¢yHKuii "SITE" B
nonoxeHHi 1 ta kBasnidikaTop "note" HeobxigHi A4NA NO3HAYEeHHA aueTuAoBaHHA N-KiHUA.

BianosigHi naparpa¢m ctaHgapty BOIB ST.26): 3(c), 7(b), 29, 30, Ta 31
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Npuknag 3(c)-2: CkopoyeHa popmyna ana amiHOKUCIOTHOI NOCNIAOBHOCTI

(G4Z)n

Oe G= TniumH, z = 6byab-AKa aMiHOKMCNOTa Ta 3MiHHa "n" MOXyTb BYyTU ByAb-AKMM LiAMM
YUCNOM.

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

TAK

n.n

Onuc nokasye, wo "n" moxe Oytn "Oyab-AkuMmM UMM 4Yucaom"; oTxKe, Halbinblu
OXOM/IIOYMIA BapiaHT 34iicHeHHA "n" HeBu3HauyeHU. Ockinbkn "n" HeBU3HaYeHWI, NenTng,
bopmynn He morKe ByTU PO3LIMPEHNI A0 NEBHOI AOBXWHM | TOMY NOBMHHA BYTU PO3rnAHyTa
Hepo3wupeHa popmyna.

MepeniyeHnin nentug, y HeposwupeHin dopmyni ("n" = 1) 3abesneuye yotupu cneundiyHo
BM3HA4YeHi aMiHOKUCNOTKU, KOXHa 3 akux € Gly i cumson "z". 3a3Bmuain "Z" € cumsosom
"rnytamiHy abo rnytamiHOBOi KMCNoTW'; oAHAK, NpuKknag BM3Hayae "z" aKk "Oyab-aky
amiHokucnoty". BignosigHo go ctaHgapty BOIB ST.26 amiHOKMC/IOTa, ika He € cneuudiyHo
BM3HauyeHol, npeactasnderbea "X". Ha nigcrtasi uboro aHanizy nepepaxoBaHWi MenTtua,
To6T0 GGGGX, MICTUTb YOTUPU 3A/ULIKKU TAILUHY, AKI € NepepaxoBaHMMK Ta cneundivyHo
BM3HayeHMMU. Takum umHom, naparpad 7(b) ctaHaapty BOIB ST.26 BMMarae BK/IOYEHHSA

NocnigoBHOCTI A0 Nepeniky NOCNiAOBHOCTEN.

MuTaHHAa 3: K cnig npeacTaBNATU NOCAIA0BHICTb (HOCTI) y nepeniky nocnigoBHoOCTE?

MocnigoBHICTb BUKOPUCTOBYE HECTaHAAPTHUIM CMMBOA "z", BU3SHAYEHHA AKOro NOBMHHO ByTH
HagaHo B onuci (dus. Bectyn oo uboro aoKymeHTa). OckinbKu "z" BM3HaA4YaEeTbCA AK Oyab-AKa
aMiHOKUCNOTA, CTAaHOAPTHUA CMMBOA, WO BUKOPUCTOBYETbCA ANA NpeacTaBAEHHA L€l
amiHokncnotn € "X". OTXe, NOCANigoBHICTb MNOBMHHA 6OyTM npeacTtaBneHa fAK ofHa
NOCNiA0BHICTb:

GGGGX (SEQ ID NO: 4)

nepesBaxHoO aHOTOBaHa Kao4vem ¢yHKUiT "REGION", nokanisauia ¢yHKuii "&gt;5" (Bianosigae
>5), 3 KBanidpikatopom "note" 3i 3HayeHHAM "BcA MOCNIAOBHICTb aMiHOKMCNOT 1-5 morke
noBTOpPIOBATUCA 0AMH abo binblue pasis".

BianosiaHo ao naparpada 27, "X" mae po3srnagatuca Ak byab-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",
OKpPiM BMMNaAKiB, KOAM BiH BUKOPUCTOBYETbCA i3 AOAATKOBMM OnMCOM Yy Tabaunui dyHKUiN.
Tomy, AKwo cumeos "X" MOBMHEH BUKOPUCTOBYBATUCb ANA npeacTaBaeHHA "6yab-akoi
amiHoKucoTn", ToAi BiH Ma€ 6yTn onucaHui 3 BUKOPUCTaHHAM Katoda GyHKuii "VARIANT" Ta
kBasidikatopa "note" 3i 3HauyeHHAM "X MmoxKe 6yTM Oyab-skowo amiHokucnoTtow". [e
AoUuinbHO, KoxeH "X" mae 6yTn onucaHuit okpemo. MpoTe, o6nactb 6e3nepepBHUX 3aNMLLKIB
"X" abo MmHO*KHa 3anuLwkKis "X", po3nogineHa B NOCAiA0BHOCTI, MOXe ByTK cninbHO onucaHa
3a gonomoroto Kaoda ¢yHKuii "VARIANT" 3 BMKOpPUCTaHHAM CUHTakcucy "X..y" B sIKOCTI
AecKpunTopa noKanisauii, ae "x" Ta "y" — nonoxkeHHA NnepLoro Ta OCTaHHbOro 3aauwkis "X";
Ta KBasidikaTopa "note" 3i 3HaueHHAM "X morke ByTn Byab-AKOO amiHOKMcnoTo".
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NONEPEAMEHHA. [lepeBa)kHe npeacTaBAeHHA NOCAIAOBHOCTI, 3a3HayeHOi  BuULle,
CNpAMOBaHe Ha HagaHHA Mepesiiky NoCNiAOBHOCTEN HA AaTy NOAAHHA NATEHTHOI 3aABKM.
Take came NOJAHHA MOXe OyTM HENPUMUHATHUM LWOAO0 Nepeniky NOCNiJOBHOCTEM, AKWUM
HaAA€ETbCA NicnA AaTW NOAAHHS NATEHTHOI 3aABKU, OCKIIbKM HEOOXiAHO BUPILLNTK, YN MOXKe
HagaHa iHbopmauia 6yTn posrnaHyta BIB ans gogaHHA 06'ekTy 4O NEpBMHHO MOAAHOrO
onucy.

BianosigHi naparpa¢um ctangapty BOIB ST.26: 3(c), 7(b) Ta 27
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Mapaepagp 3(g) - BusHavyeHHA "Hykneomuo"
Mpuknagp, 3(g)-1: HykneoTMaHa NocnifoBHICTb, NepepBaHa cneiicepom C3

MNaTeHTHa 3aABKa OMUCYE TaKy I'IOCﬂiAOBHiCTb:

atgcatgcatgcncggceatgcatge

Ae n = cneiicep C3 3 HACTYNHO CTPYKTYPOLO:

‘-bb'g _./-\\-\ i

o f

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

TAK

MNepepaxoBaHa NOCNiIAOBHICTb MICTUTb ABa CEFMEHTM cneundivHO BU3HAYEHUX HYKNEOTUAIB,
BiZloKpemieHnx cnemncepom C3.

Cneicep C3 He € HyKk1eoTUAOM BignosigHo Ao naparpada 3(g); ctaHaapTHMM cumBson "'n"
BMKOPUCTOBYETbCA HECTaHAAPTHMM crnocobom (dus. BcTyn o uboro goKymeHTa). OTKe,
KOXEH CermMeHT € OKPemMOK HYKNeOoTMAHOK NOCAiAOBHICTIO. OCKiNbKM KOMEeH CermeHT
Mmictntb B6inbwe 10 cneundiyHoO BU3HAYEHUX HYKNEOTUAIB, BOHM NMOBUHHI OYTM BKAOYEHI A0
nepeniky NocnigoBHOCTEMN.

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

KoxKeH cermeHT MOBMHEH OyTWU BKAKOYEHUA A0 MNepeniky nocnigoBHOCTEM fAK OKpema
NOCNiAOBHICTb, KOXHa 3 AKMX Ma€E BAacHUM igeHTUIKaLiMHNUIA HOMepP NOCNiA0BHOCTI:

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

LUMTO3MH y KOMHOMY CErmeHTi, AKMN NpUEOHYETbCA A0 cnekcepa C3, cnig A0[ATKOBO
onucaTtu B Tabauui PyHKLiIA BUKOPUCTOBYIOYM KAtod GyHKLIT "misc_feature" i kBanidikaTop
"note". 3HaueHHs KBanidikatopa "note", Ake € "[OBINbHUM TeKcTomM", Ma€e BKa3yBaTW Ha
HafABHICTb cnelicepa, WO 3'€AHaHUIN 3 iHLLIOK HYK/IEIHOBOK KUCNOTO Ta iAeHTUdiKyBaTH
cnelicep abo 3a AONOMOrot NOBHOI HECKOPOYEeHOi XiMiYHOT HasBM, abo 3a AONOMOrow
3aranbHOI Ha3BW, Hanpuknag cnencep C3.

BianosigHi naparpa¢um crangapty BOIB ST.26: 3(g), 7(a) Ta 15
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Npuknagp, 3(g)-2: HykneoTMAHa NOCNiI[OBHICTb 3 aNIbTEPHATUBHUMM 3a/IMLLKAMM, BKAKOYAKOUM cnelicep
C3

MaTeHTHa 3asABKa ONWUCYE TaKy NOCNILOBHICTb:
atgcatgcatgcncggcatgcatgc

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

M S R

MuTtaHHA 1: Yu BUmarae ctaHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eid)?

TAK

Y nepeniky nocnifoBHOCTEN, WO NepepuBaETbCA 3MiHHOW "n" micTuTbca 24 cneundiyHo
BM3Ha4YeHi 3aAnWKKU. MoTpibHO BpaxoByBaTU MOACHEHHA MOCAIAOBHOCTI B ONWUCI 4na Toro,
o6 BM3HAUMTK, UM "n" BUKOPUCTOBYETbCA CTaHAAPTHMM abo HecTaHAaApTHMM cnocobom
(Oue. BcTyn A0 UpbOro AOKYMeEHTa).

Onuc nokasye, wWo n = ¢, a, g abo cneicep C3. "n" - Ue CTaHAAPTHUNA CUMBOJ, AKWUMA
BMKOPUCTOBYETbCA HECTAHAAPTHMM CNOCOBOM, OCKINbKM BiH OMWUCYETbCA AK CMMBOA, WO
Mmictutb cnencep C3, AKUIA He BiANOBIAAE BM3HAYEHHIO HykaeoTuay. Cumson "n" Takoxk
OMUCYETbCA AK TakMi, Wo mictuTb "c", "a" abo "g"; Tomy ctaHgapTt BOIB ST.26 BMmarae
BK/IIOYEHHA 25 HYKNeoTUAHOI NOCNiAOBHOCTI A0 nepeniky nocnigosHoctel. OCKifibKM ABa
CermeHTH, po3sgineHi cneicepom C3, € NOCNiAOBHOCTAMM, BiaAMiHHMMU Bif, 25 HyKN1eoTuaHOI
NocniaoBHOCTI, ABi 12 HYKNEOTUAHI NOCNIA0BHOCTI TAKOXK MOXYTb BYTU BKAIOYEHI.

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

MpuKknag BKasye Ha Te, Wo "n =¢, a, g, abo cnelicep C3". AK 3a3Hayanoca suue, cneicep C3
He € HykneoTugom. BignosigHo g0 naparpada 15, cumBon "n" He nNOBMHEH
BMKOPWUCTOBYBATUCS A/151 MO3HAYEHHA HIYOro iHWOro, OKpPiM HyKAeoTuay; oTXKe, cumeon "n"

He MoKe npeactasnAaTh cnencep C3 B nepeniky NocNigoBHOCTEN.

Y naparpadi 15 Tako)K 3a3Hay4ya€eTbCA, WO, AKWO H6araTo3HaYHWIA CUMBO € AOPEYHUM, TOA|
cnig BMKopucToByBaTtu binblu obmexkyBanbHUit cumeon. Cumeon "v' npeacrtasnse "a abo ¢
abo g" signosigHo ao Tabauui 1 Po3ainy 1 OJoaaTky |, AKMIA € Binblu 0OMeKYBaIbHUM, HiX

n_n

n-.

AKWo 3miHHa "n" B npuKnagi € ¢, a abo g, ToAi oagHa NOCNIAOBHICTb, HaBeAeHa ii 3anMLWKamu,
WO MICTUTb HaMbBiNbl PO3KPUTI BapiaHTU 3A4INCHEHHA, | TOMy € HahbiNblw OXONAOHYO
nocnifoBHicTo (Ous. BcTyn A0 LbOro AOKYMEHTY), ika MNOBUHHA BYTU BKAOYEHA [0 NEPEenikKy
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nocnifoBHOCTeN ABNAE CobOotO:
atgcatgcatgcveggeatgeatge (SEQ ID NO: 7)

HacTiliHO peKomMeHAYETbCA BK/OYEHHS Dyab-AKUX A0AATKOBMX NOCNiA0BHOCTEN, HEOOXigHNX
Ana onucy iHpopmauii abo nyHKTIB popMynn BUHaxoAy, AK 3a3HAYaNocCa y BCTyni 4O LbOro
AOKYMEHTa.

AKwWwo 3miHHa "n" y npuknagi € cneicepom C3, To NOCNIAOBHICTb MOXKe PO3rnsaaTUCa AK ABa
OKpeMi cermeHTH cneundiyHo BU3HAYEHUX HYK/IEOTMAiIB MO 06MABI CTOPOHM Big 3miHHOI "n",
Tob6TO, atgcatgcatge (SEQ ID NO: 8); i cggcatgcatge (SEQ ID NO: 9). fKwo ue BaknmBo Ana
onucy abo dopmynn BuHaxomdy, TO Ui ABi NOCAIAOBHOCTI TaKOX MatOTb OYTU BKIKOYEHI 40
nepeniky NOCNiAOBHOCTEN, KOXHA 3 BAACHUM igeHTUIKaLiAHUM HOMEPOM NOCAIA0BHOCTI.

LUMTO3MH Yy KOMXHOMY CErmeHTi, AKMN npueagHyeTbca A0 cnericepa C3, cnig AoAaTKOBO
onucatu B Tabanui GpyHKLI BUKOPUCTOBYOUM KAtod PyHKLIM "misc_feature" i kBanidikaTop
"note". 3HauyeHHA KBanidikatopa "note", Ake € "HoOBiAbHMUM TekcTom", Ma€ BKasyBaTU Ha
HaABHICTb cnelicepa, AKUI 3'€AHaHMIN 3 iHLLIOK HYK/IETHOBOK KUCAOTOM Ta iAeHTUdIKyBaTH
cnelicep 3a AOMOMOroK MOro NOBHOI HECKOPOYEHOI XiMiYHOI Ha3BM abo 3arasbHOi Ha3Bwy,
Hanpuknag, cnencep C3.

NONEPEAMEHHA. [lepeBaxHe npeacTaBAeHHA MOCAILOBHOCTI, 3a3HayeHOi BMLUe,
CNpPAMOBAHe Ha HAJAHHA Mepeniky NoCNigO0BHOCTEM Ha AaTy MOAAHHA MATEHTHOI 3aABKM.
Take came NogaHHA MOXe OYyTM HENPUUHATHMM LWOA0 Nepeniky MocnigoBHOCTEN, AKUMU
HaAa€TbCA NiCAA AaTW NOAAHHA MATEHTHOI 3aABKM, OCKiIbKM HEODOXiAHO BUPILLINUTUK, YN MOKe
HagaHa iHbpopmauia 6yt posrnaHyTa BIB gna pgogaHHA 06'ekTy 4O NEpBMHHO MOAAHOro
onucy.

BianosigHi naparpa¢um ctaHgapty BOIB ST.26: 3(g), 7(a) Ta 15
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Npuknag 3(g)-3: AnypuHoBuMii caiiT

MaTeHTHa 3aABKa ONUCYE HACTYMNHY NOCAILOBHICTb:
gagcattgac-AP-taaggct

Aae AP - ue anypuHoBWUIA cauT
MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoueHHA nocnipoBHocTi (-ei)?

TAK

CneundiyHO BM3HAYEHi 3a/UWKM  NepepaxoBaHOi  NOCNIAOBHOCTI  NepepuBatoTbCA
anypuHOBUM calTOM. 5' KiHeub anypuHOBOro camty cKaagaetbca 3 10 Hykneotmais, a 3
KiHeub anypuHOBOro calTy cknagaetbca 3 7 Hykneotuais. Maparpad 3(g)(ii)(2) Bu3Hauae
anypuHOBUIK CalT AK "Hykneotma", AKWO BiH € YACTUHOK HYKAEOTMAHOI MOCAILOBHOCTI.
OTKe, anypUHOBUI CalT B LbOMY NPUKNALI PO3rNAAAETbCA AK "HyKneoTna'" ana BU3HAYEHHA
TOro, Y1 NOCNIAOBHICTb NOBUHHA OYTU BKAKOYEHA Ta AKMM YMHOM MOCAIAOBHICTb MA€E b6yTu
BK/IlOYEHA [0 MNepesiiky nocnigoBHOCTEN. BignoBigHO, 3a/MWKM Ha KOXHOMY KiHU
anypuHOBOIO CalTy € YaCTUHOK EAMHOrO MNepeniky MocniA0BHOCTEN, WO MicTUTbL 18
HyKneoTmais 3aranom, 17 3 Akmx cneundiyHo Bu3HauveHi. Tomy, BignosigHo Ao naparpada
7(a) craHgapty BOIB ST.26, nocnigoBHiCTb MNOBMHHA OyTM BKAOYEHA A0 Nepeniky
NnocnifoBHOCTEN IK OZHA NOCNIA0BHICTb.

MutaHHA 3: 1K noBMHHa 6yTn NpeacTasneHa NOCAIAOBHICTb Y Nepeniky nocniaosHocTen?
MocnipoBHiCTb NOBMHHA BYTM BKAOYEHA 40 NepPeniKy NocNig0BHOCTEN fK:
gagcattgacntaaggct (SEQ ID NO: 10)

AnyprvHOBMI CailtT NoBUHEH ByTn NpeactasneHnii "'n" i noBMHeH 6yTK A,0AaTKOBO ONMCAHU B
Tabnuui OyHKUiN. barkaHMit cnocib6 TaymadeHHs — Kaod PyHKui "modified_base" Ta
obos'askoBuii KBanipikatop "mod_base" 3i 3HayeHHAM"OTHER". HeobxigHO BKAOUYMTH
KBasnidikaTop "note", AKMN onucye moamdikoBaHy OCHOBY K anypPUHOBWIA CalT.

BignosigHi naparpa¢m craHaapty BOIB ST.26: 3(g), 7(a) Ta 17
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Npuknag 3(g)-4: AHanoru HyKNeiHoOBUX KUCNOT

MaTeHTHa 3asBKa OMWUCYE HACTYyMNHY NOCNiIAOBHICTb rNiKoNEeBOi HyKAeiHOBOI KMcnoth (GNA):
PO, - tagttcattgactaaggctcccctgact—OH
Y AKin niBMA KiHelb NocaifAoBHOCTI imiTye 5'-KiHeub nocnigosHocTi AHK.

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

TAK - OKpemi 3anuWKKM, AKi MicTATb nocnigoBHicTb GNA, BBaXKAOTbCA HYKNEOTUAAMMU
BignosigHo ao naparpada 3(g)(i)(2) ctangapty BOIB ST.26. BignosigHoO, NOCNiAOBHICTL Ma€E
binblwe aecaTbox nepeniyeHux i "cneyndiyHo BM3HAYEHUX" HYKNEOTUAIB i MOBMHHA OyTM
BK/IlOYEHA [0 Nepeniky NocnigoBHOCTEN.

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

MNocnigosHocTi GNA He matTb 5'-KiHUA Ta 3'-KiHUA, ane matoTb 3'-KiHeub i 2'-KiHeub. 3'-
KiHeub, AKUIM 3a3BMYa 300paXKyeETbCA SIK TaKUMW, WO MaA€E TepMiHanbHy docdaTHy rpyny,
Bianosiaae 5'-kiHuto JHK abo PHK. (BapTo 3ayBayKUTH, LLLO iHLLi aHA/IOTN HYKNEIHOBUX KUC/IOT
MOXyYTb BignosigatM 5'-kiHuto Ta 3'-kiHuo AHK i PHK, sBignosigHo). BignosigHo Ao
naparpada 11, BOHa NoBMHHA OYTU BKAKOYEHA A0 Nepeniky nocnigoBHocTen "y HanpamKy
3niBa HanpaBo, WO iMITYE HanpAMOK Big, 5'-KiHUA Ao 3'-kKiHus". Tomy BOHa MOBMHHa OyTH
BK/ILOYEHA [0 Nepeniky NocnifLoBHOCTEN AK:

tagttcattgactaaggctccccattgact (SEQ ID NO: 11)

MocnifoBHICTb NOBMHHA OYTN onmncaHa B Tabanui GyHKLIM 3 3aCTOCYBaHHAM Kato4a GyHKUT,
"modified_base" Ta oboB'a3koBoro KBanidikatopa "mod_base" 3i abpesiaTypoto "OTHER".
Keanidikatop "note" noBuMHEH OyTM BKAKYEHUA A0 MNOBHOI HECKOPOYEHOI Ha3BU
MOANPIKOBAHMX HYKNeOTUAiB, Takux AK 'rnikonesi HykneiHosi Kucnotn" abo "2,3-
auvrigpokeunponinHykneosnan"”. OamH enemeHt "INSDFeature” moxe BMKOPMCTOBYBATUCb
ansa onucy Bciei nocnigosHocTi AK GNA, skwo "INSDFeature_location" mae aianason "1..30".

BignosigHi naparpa¢um craHaapty BOIB ST.26: 3(d), 3(g), 7(a), 11, 16, 18, 65 Ta 66
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Mapaepacgp 3 (k) BusHaueHHA "cneyugiyHo susHayeHuUl"
Npuknag 3(k)-1: baraTo3HauyHi CMMBOAIN HYKIEOTUAIB

5'NNG KNG KNG K 3'

N Ta K asnstoTb coboto 6aratosHauHi koau IUPAC-IUB
MutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 BkAoueHHA nocnigosHocTi (-ei)?

HI

baraTto3HauHi Kogn IUPAC-IUB BignosigatoTb nepeniky HyKNeoTUAHUX CUMBONIB, BUSHAYEHUX
y Tabnuui 1 Po3giny 1 Aoaatky |. BignosiaHo go naparpada 3(k), cneymdiyHo BU3HAYEHUM
HYKNeoTnaom € byab-AKMMA HYKNeoTMA, BiAMIHHWUI Big TOTO, WO NpeAcTaBAEeHUI CUMBOJIOM
"n", 3a3HaveHnit y JogaTky |. Tomy "K" Ta "G" € cneundiyHo BU3SHAYEHMMWN HYKNEOTUAAMMU, A
"N" He € cneundiyHO BU3HAYEHMM HYKNEOTULOM.

MNepepaxoBaHa NOCAIAOBHICTb He Ma€ paecatu abo binbwe cneundiyHO BU3HAYEHUX
HyKkneotmais, i Tomy naparpad 7(a) crtaHgapTy BOIB ST.26 He BMMArae BK/OYEHHA A0
nepeniky NocnigoBHOCTEN.

MuTaHHA 2: Yu go3Bonse ctaHaapT BOIB ST.26 BKAOYEHHA NOCNIZ0BHOCTI (-eit)?

HI

BinnosiaHo oo naparpada 8, "lepenik NOCAiAOBHOCTEN HE MOBMHEH BKAOYATU MKOAHUX
NocnigoBHOCTEN, WO MalTb MeHwe AecATM cneuudiyHo BU3HAYEHUX HyKaeoTuais...".
MNepepaxoBaHa MNOC/NIAOBHICTb HE MIiCTUTb aAecaty abo 6inbwe cneundiyHo BU3HAYEHUX
HYK/N1EOTUAIB; OT)KE, BOHA HE NMOBUHHA OYTW BK/IIOYEHA [10 Nepesiky NocnigoBHoCTeN.

BianosigHi naparpa¢um ctaHgapty BOIB ST.26: 3(k), 7(a), 8 Ta 13
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Npuknag 3(k)-2: barato3HauHuit cumBon "n", AKUI BUKOPUCTOBYETLCA AK CTAaHAAPTHUM, TaK i
HecTaHZApPTHUM cnocobom

3anBKa onMUcye WTYy4YHY nocnigoBHicTb: 5'-AATGCCGGAN-3'. Onuc TakoK BCTAHOBJIHOE:

(i) B ogHOMy BapiaHTi 3aiicHeHHs, N aBAA€ cob60t0 Byab-AKNI HYKNEOoTUA;

(ii) B oaHOMY BapiaHTi 34ilicHeHHs, N € He060B A3KOBUM, ane NepeBaxkHo ABASE COHOt0
G;

(iii) B ogHOMY BapiaHTi 3giiicHeHHsA, N aBase coboto K;

(iv) B ogHOMY BapiaHTi 3giiicHeHHA, N aBnse coboto C.

MuTtaHHA 1: Y BUMmarae ctaHgapt BOIB ST.26 BKAIOYEHHA NOCNiA0BHOCTI (-eit)?
HI

Mepenik nocnigoBHoOCTEN MICTUTb 9 cneundivHO BU3HaYeHUX Hykneotmais Ta "N". HeobxigHo
B3ATU A0 YyBarMm MOSACHEHHA MOCNiAOBHOCTI B ONuUCi Ana BU3Ha4yeHHsA, uM cumson "N
BUKOPUCTOBYETLCA CTaHAAPTHUM cnocobom (dus. BcTyn A0 LbOro AOKYMEHTA).

Po3rnag onucaHux BapiaHTiB 3ailicHeHHA (i) - (iv) nepeniky nocnifoBHOCTEN MOKA3ye, WO
HaMbinblw OXoNnatoYMM BapiaHTOM 3aiicHeHHA "N" € "byab-aknit Hykneotna". Y HanbinbLw
OXOMN/OYOMY BapiaHTi 3aiicHeHHA "N" B nepeniky nocnigoBHOCTEN BUKOPUCTOBYETLCA
CTaHAapPTHUM cnocobom.

Y peskux BapiaHTax 3aiicHeHHA "N" onucaHo Ak cneundiyHO BM3HAYeHi 3aamwkm (tobTo "N
aBnse coboto C" y yactuHi (iv)). OgHaK TiNbKM HalbiNbWw OXONIOKYNIA BapiaHT 34iMCHEHHS
(TobTo "N - 6yAb-AKMW HyKneoTua") po3rnNAgaeTbCs MNPU  BU3HAYEHHI, YM MNOBWMHHA
NOCNifoBHICTb BYTM BKAlOYEHA A0 Nepeniky nocnigoBHocTen. TakKMm YMHOM, NepepaxoBaHa
NOCNifoOBHICTb, IKa NOBMHHA ByTH ouiHeHa, € 5'-AATGCCGGAN-3 .

Ha ocHoBi Lpboro aHanisy nepesik nocnigosHocreir, T06To AATGCCGGAN, He MicTUTb AecATb
cneundiyHo BM3HAYeHUX Hykneotuais. OTke, naparpad 7(a) ctaHgapty BOIB ST.26 He
BMMAra€e BK/AOYEHHA NOCNIAOBHOCTI A0 Nepeniky NOCNif0BHOCTENM, He3BaXKaum Ha Te, Wo B
OEeAKUX BapiaHTax 34iMCHEHHA "n" BU3HAYAETbCA TAKOXK AK cneundiyHi HyKneoTnam.

MutaHHAa 2: Yu po3Bonse ctaHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eif)?
HI
MocniposHictb "AATGCCGGAN" He NnoBMHHa OYTU BKAOYEHA A0 Nepeniky nocaifoBHOCTEN.

lMpoTe onucaHa anbTepHaTMBHA MOCAIAOBHICTb MOKe OyTWU BKAKOYEHA [0 MNepeniky
nocnigosHocTel, AKwo "N" 3amiHeHO Ha cneundiyHO BU3HAYEHUI HYKNEOTUA.

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

HactinHO peKkomMeHAYETbCA BK/OYEHHS MOCAIAOBHOCTEN, WO MNPeAcTaBAAlOTb BapiaHTU
3[IMCHEHHA, AKi € KNOYOBOK YaCTUHOW BMHaxoAdy. BKAlouyeHHs uMx nocnigoBHocTel Aae
3MOry 34iMcHIOBaTK GinblW peTenbHUM NOWyK i Nyb6aiyHO nosBigoMnATM Npo 06’eKT, Woa0
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AKOro BMTpe6OBy€TbCﬂ NaTeHT.

OnAa HaBegeHOro BMLLE NPUKNAALY, HACTIMHO PEKOMEHAYETbCA BKAKUUTM A0 MEpPEeniky
NoCNigoBHOCTEM HACTYMHI TPU [043TKOBI MOCAILOBHOCTI, KOMHA 3 AKUX MAE BAACHWUM
ineHTUdIKauiMnHMA HOMep NOCNiAOBHOCTI:

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

aatgccggac (SEQ ID NO: 14)

AKWO BK/AKYEHO MEHLUE, HiXK YyCi TpM BULLE3A3HAYEHI NOCNILOBHOCTI, HYKNEOTUA, AKWUM
3amiHtoe "n", NOBMHEH BYTU PO3TIyMaYyeHUN oA ONUCaHHA aNbTepHaTUB. HanpuKknaa, AKLWo
TiNbKM  BUWE3a3HaYeHa nocnigoBHicte SEQ ID NO: 12 BKAOYeHa [0 nepeniky
nocnigoBHocTen, To Katod yHKUiT "misc_difference" 3 nokanisauieto dyHKUii "10" noBuHeH
BMKOPWUCTOBYBATUCA pPa3om 3 ABOMa KBanipikatopamu "replace"”, ge 3HauyeHHA gna ogHoro
oyae "k", a ana iHworo - "c".

NONEPEAXEHHA. T[lepeBa)kHe npeacTaBfeHHA NOCAILOBHOCTI, 3a3HA4YeHOi  BULE,
CNpAMOBaHe Ha HagaHHA Mepeniky NOCNiAOBHOCTEN Ha AaTy NOAAHHA MATEHTHOI 3aABKMW.
Take came NOJAHHA MOXe OYyTM HenPUUHATHUM LWOoAO0 Nepeniky NOCNiA0BHOCTEM, AKWUM
Ha[A€ETbCA NicnA A4aTW NOAAHHA NATEHTHOI 3aABKM, OCKiINbKM HEOOXiAHO BUPILLNTK, YN MOXKe
HagaHa iHpopmauia 6ytn posrnsHyta BIB ans popaHHA 06'ekTy A0 NepBMHHO MOAAHOrO
onucy.

BianosigHi naparpa¢um ctaHgapty BOIB ST.26: 3(k), 7(a), 8 Ta 13
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Npuknag 3(k)-3: barato3HauHuit cumBon "n", AKUI BUKOPUCTOBYETLCA HECTAHAAPTHUM cnocobom

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

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

BignosiaHo po naparpada 3(k), "cneundiyHo BM3HaueHUN" HyKneoTUa € OyAb-AKUM
HYKNEoTUAOM, BiAMIHHMUM Bif, TUX, WO nNpeacTaB/ieHi cMmBosiom "n", AKMK HaBedeHO B
Tabnuui 1 Po3giny 1 AopaTka l.

Y ubomy npuknagi "n" BUKOPUCTOBYETbCA HECTAHAAPTHMM CMOCOOOM ANs NpeacTaBieHHs
anwe "c". OnMcom He 3a3HayeHo, Wo "'n" BUKOPUCTOBYETLCA CTaHAAPTHUM crniocobom Ans
Nno3Ha4yeHHs "byab-AKOro Hykneotuay". Tomy NOCAiAOBHICTb MOBMHHA TAYMAYUTUCS TaK, Hibn
€KBiBaJIEHTHUI CTaHAAPTHUM cumBon, Tob6To "c", ByB BUKOPUCTAHMI Yy NOCNIZ0OBHOCTI (Ous.
Bctyn Ao uboro AoKymeHTa). BianosiaHo, mepeniyeHol NOCAifOoBHICTIO, iKYy HeobxigHo

PO3rNAHYTU E:
5'-aatgttggac-3'

LA nocnigoBHicTb Mae aecatb cneundiyHO BU3HAYEHUX HYKNeoTUAIB i BignosigHoO Ao naparpada
7(a) ctangapty BOIB ST.26 mae 6yTu BKAOYEHA A0 Nepeniky nocniaoBHOCTEN.

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

MocniaoBHICTb NOBMHHA BYTU BKOYEHA A0 Nepeniky nocnigoBHOCTeN AK: aatgttggac (SEQ ID
NO: 15)

BianosigHi naparpa¢um ctaHgapty BOIB ST.26: 3(k) Ta 7(a)
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Npuknag 3(k)-4: baraTo3HauHi cumsonu, oKpim "n", € "cneundiyHo Bu3HaueHMMmn"

MaTeHTHA 3aABKa ONUCYE TaKy NOCNILOBHICTb:
5'NNG KNG KNG KAG VCR 3'
ne N, K, V1a R — 6aratosHauHi koan IUPAC-IUB

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

TAK

barato3HauyHi Kogn IUPAC-IUB BignosigatoTb nepeniky HyKneoTmaHmx CUMBONIB, BUSHAYEHMX
y Tabnuui 1 Po3giny 1 Joaatka l. BianosigHo go naparpada 3(k), "cneundiyHo BnusHayeHnin"
HyKNneoTung, € 6yab-aKMM HYKNEOoTUAOM, BiAMIHHUM Bif TUX, WO NnpeacTaBaeHi cumsonom "n",
i HaBegeHi y Tabauui 1 Po3giny 1 Joagatky I. Omxke, "K", "V" 1a "R" € "cneupnodivyHo
BM3HAYEHMMUN" HYKNEeOoTMAAMM.

MocnigoBHiCTb Mae ogMHaAUATL nepeniyeHnx Ta "cneundiyHo BUM3HAYEHUX" HYKNeoTUAiB, i
BianoBiaHo ao naparpada 7(a) ctaHaapty BOIB ST.26 noBMHHaA OyTW BK/OYEHA A0 Nepesiky
nocnigoBHocTen.

MuTaHHA 3: K cnig npeacTaBAATM NOCAIA0BHICTb (-HOCTI) y Nnepeniky nocnigosHocTer?

MocnigoBHICTL MOBMHHA BYTW BKAKOYEHA A0 Nepeniky Noc/iigoBHOCTEN fK:

nngkngkngkagvcr (SEQ ID NO: 16)

BianosigHi naparpa¢um ctaHgapty BOIB ST.26: 3(k), 7(a) Ta 15
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Npuknag 3(k)-5: baraTo3HauHe cKopo4yeHHA "Xaa" BUKOPUCTOBYETbCA HECTaHZAPTHUM cnocobom

MaTeHTHa 3aABKa ONUCYE TaKy NOCNIAOBHICTb:
Xaa-Tyr-Glu-Xaa-Xaa-Xaa-Leu

[e Xaa y nonoxeHHi 1 € 6yab-aKoo aMiHOKMCNOTO, Xaa y NOIOXKeHHI 4 aBnae coboro
Lys, Xaa y nonoxeHHi 5 aBnae coboto Gly Ta Xaa y nonoxeHHi 6 aBnsae coboto nemumH
abo isonenumH.

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

TAK

MepeniveHnin y dopmyai nentua MicTUTb Tpu cneumdiyHO BM3HAYEHi aMiHOKMCAOTM Yy
nonoxeHHax 2, 3 i 7. lNMepwa amiHOKMCNOTa NpeacTaBaeHa CTaHAAPTHUM CKOPOYEHHAM,
To6TO Xaa, Wo npeacraBnfe b6yab-aKy amiHokmcnoty. OgHaK 4yeTBepTa, N'ATa Ta LWOCTa
aMiHOKMCNOTM  NpeacTaB/eHi  CTaHAAPTHUM  CKOPOYEHHAM, AKe  BUMKOPMUCTOBYETbCA
HeCcTaHZapTHMM cnocobom (dus. Bctyn [0 uUbOro [OKYMeHTa). TOMy BpaxoBYETbCA
NMOSICHEHHA MOCAIAOBHOCTI B ONWCi ANA HadaHHA BM3HA4YeHHs "Xaa" B UWUX MONOMKEHHSAX.
Ockinbku "Xaa" B nonoxKeHHAxX 4-6 BKa3yeTbCsA siK crneundiyHa amiHOKMCI0Ta, NOCAiA0BHICTb
NOBMHHA TIYMAYMUTUCA TaK, HIbBM B NOCNiAOBHOCTI OynM BUKOPUCTaHI eKBiBaNE€HTHI CTaHAaPTHI
CKOpOYeHHs, TobTo Lys, Gly i (Leu abo lle). OTxKe, nocnifoBHICTb MICTUTL YOTMPK abo Binblue
cneundiyHO  BM3HAYEHUX aAMIHOKMCNOT | MNOBMHHA OyTWM BKAOYEHA 4O nNepeniky
nocnigoBHOCTEMN, K Toro Bumarae naparpad 7(b) ctranaapty BOIB ST.26.

MuTaHHA 3: AK cnig npeacTaBAATM NOCAIAO0BHICTL (-HOCTI) y Nnepeniky nocnigoBHocTed?

MocnigoBHICTb BMKOPUCTOBYE CTAHAAPTHE CKOpo4veHHA '"Xaa" HecTaHAapTHMUM cnocobom.
Tomy, ana Toro, wob patm BM3HavyeHHs "Xaa" y nonoxeHHax 4, 5 Ta 6, HeobXxigHO
BPaxoBYBaTM MOACHEHHS NOCAIAOBHOCTI B onuci. [MoacHeHHA BM3Ha4vae "Xaa" AK NMi3uH vy
NONOXEHHI 4, TNiUMH y NOMOXeHHI 5 Ta neiunH abo i30nelunH Yy MNONOXKEHHI 6.
CTaHOApPTHMMKM CMMBOAMM A1A LMX aMIHOKMCAOT €, BignosigHo, K, G i J. Tomy nocnigoBHicTb
NoBWHHA BYTK NpeacTaB/ieHa B Nepeniky NOCNiA0BHOCTEN sK:

XYEKGIL (SEQ ID NO: 17)

BianosiaHo ao naparpadga 27, "X" mae po3srnagatuca Ak byab-akuit is cumsonis "A", "R", "N",
"p", "c", """, "e", "Gg", "H", "I", "L", "K", "™m", "F", "p", "O", "S", "U", "T", "W", "Y" abo "V",
OKpiM BMMNaAKiB, KON BiH BUKOPUCTOBYETbCA i3 A0AATKOBMM OMUCOM Yy Tabnuui GyHKUiR.
Tomy, akwo cumson "X" NOBMHEH BUKOPMCTOBYBATUCb ANA NpeacTaBaeHHAa "Oyab-akoi
amiHoKkncnotn", Toai BiH Mae 6yTn onmncaHui 3 BUKOPUCTaHHAM Katoda PpyHKuii "VARIANT" Ta
KBasnidikaTopa "note" 3i 3HaueHHAM "X Mmoxke byTn byab-AKO amMiHOKUCAOTOK" .

Oe pouinbHo, KoxeH "X" mae 6ytn onucaHuit okpemo. [poTe, obnactb be3nepepBHUX
sannuwkiB "X" abo mMHOXMHa 3anuwkis "X", posnogineHa B NOCNiAOBHOCTI, MOXKe 6yTu
CninbHO onucaHa 3a Aonomoroto Kaoda ¢yHKuUii "VARIANT" 3 BUKOPUCTAHHAM CUHTaKcUCy
"x..y" B AKOCTI AeckpunTopa noKanisauii, ge "x" Ta "y" — nonoKeHHA NepLworo Ta OCTaHHbOTO
saanuwkiBs "X"; Ta KBanipikatopa '"note" 3i 3HavyeHHAM "X moxke 6yTn 6yab-AKkoto

amiHoKucnoTor".
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BignosigHi naparpa¢m craHaapty BOIB ST.26: 3(k), 7(b), 26 Ta 27
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Mapazpagp 7(a) - HykneomudHi nocniooeHocmi, AKi HeobxiOHO 3a3HaYamu & nepesiky nocnioogHocmeli

Mpuknag 7(a)-1: Po3ranyeHa HyKN1eo0TUAHA NOCNiAOBHICTb

B onuci po3KpMBAETLCA HACTYMHA PO3rasy»KeHa HyKN1eoTUAHA NOCNiA0BHICTb:

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

Y 0)S

VYV VYV VYV VY VYV VYV VY YV VYYOVOVO(0=X.0)dS
VOVVOOVODLOVIOOLOLYODOVIVOVOLO

VYV YV VY YV VYV Y VY VYV VY YV VY VOVOVO(0=X.0)dS
VYV VY VYV VY VYV VYV VY YV VY YOVOVO(0=X 0)dS

C-\
e

u: u: u:
Cerment E
Cerment B Cerment C Cerment D

ne "pnp" € 38'A3KOM ab0 MOHOMEPOM, WO MA€E PYHKLiOHANbHICTL BpoMaLeTUIaMiHy;

3'-CA(pnp)CACACA(pnp)CACACA(pnp)CACACACA-(5')NH—C(=0)CH3 3' € cermeHTOM
A;

SP(O7) (=O)CACACAAAAAAAAAAAAAAAAAAAAAAAAA 3 ' € cermeHTamun B, Ci D; i
SP(O7)(= O)CACATAGGCATCTCCTAGTGCAGGAAGA 3' € cermeHTOM E.

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

TAK - 4oTvpu BepTUKanbHi cermeHTM B-E noBMHHI OyTM BKAKOYEHI [0 nepeniky
nocnigoBHocTemn

HI - ropn30oHTaNbHUI CErMeHT A He NOBMHEH BYTM BKIOYEHUI A0 Nepeniky NocnigoBHOCTEM

HasepneHa oirypa € nNpuKNagom pPo3rany»KeHoi nocAigoBHOCTI HYKAEIHOBOI KWUCNOTU
"KombiHoBaHOro TMny", Wo MiCTUTb N'ATb NiHIMHUX CErMEHTIB: FOPU3OHTANbHUIN CErMeHT A i
4OTMPU BEPTUKANbHI cermeHTn B-E.

BianosigHo [0 naparpada 7(a), AniHiMHI  obnacTi  posranyXKeHux  HYKNeoTUAHUX
NocnigoBHOCTEN, WO MICTATb AecATb abo binbwe cneumdiyHO BU3HAYEHUX HYKNEOTUAIB, B
AKMX CYMIiXKHI HYKNeoTUAW MOEAHYIOTbCA Yy HanpAMKy Big 3'- go 5'-KiHuAa, NOBMHHI 6yTH
BK/IFOYEHI A0 Nepeniky Nocnif0BHOCTEN.

YoTupwn BepTUKaANbHIi cermeHTM B-E mictaTb noHag ApecaTb cneundiyHo BU3HAYEHMUX
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HYKNEOTUAIB, B AAKMX CYMiXKHi HYKNeoTUAM NO'eHYIOTbCS Y HanpAMKY Big, 3'- ao 5'-KiHug, i
TOMY KOXXHa NOC/AiA0BHICTb NOBMHHA ByTM BKAKOYEHA A0 Nepeniky NocnigoBHOCTEN.

Y rOpu30HTaNbHOMY cermeHTi A niHiliHi 0bnacTi HYKNeoTWAHOI MNoCnifoBHOCTI 3B'A3aHi
HEHYKNEeOTUAHMM KOMNOHEeHTOM "pnp" i KOXHa 3 UMX 3B'A3aHUX NiHiIMHUX obnacTen micTUTb
MeHLWe fecAtM cneumdiyHo BU3HAYEHUX HyKNeoTugis. ToMy, OCKiNbKM KoAHa obnactb
cermeHTa A He MicTUTb pecATb abo binbwe cneyndiyHO BU3HAYEHUX HYKNEOTUAIB, A€
CYMiXKHI HYKNeoTMaM NOEAHYIOTbCA Yy Hanpamky Big 3'- go 5'-kiHus, BignosigHoO A0
naparpada 7(a) ctaHgapty BOIB ST.26, BOHM He € 06OOB'A3KOBMMMW [N BKAKOYEHHA 40
nepeniky NocnigoBHOCTEMN.

MutaHHA 2: Yn po3sBonne ctaHaapT BOIB ST.26 BKAOYeHHA nocnigoBHocTi (-ei)?
HI

BianosigHo ao naparpada 8, "lMepenik NOCNIAOBHOCTEM HE MOBMHEH BKAKOYATM KOOHUX
NOCNiAOBHOCTEN 3 MEHL HiXK AecATbMa crneymdiyHO BU3HAYEHUMM HYKNeoTUAAMM... "

’MoaHa obnactb cermeHTa A He MIicTUTb pgecaTb abo bGinbwe cneumdiyHO BM3HAYEHMUX
HYKNEOTUAIB, B AKUX CYMiXKHi HYKNEOTUAN NMOEAHYHOTLCA Y HanpaAmKy Big 3'- Ao 5'-KiHus;
OT)Ke, BOHa He MOBMHHA OYyTM BKAOYEHA [0 nepeniky nocAiAOBHOCTEN SK OKpema
NoCcNiAoBHICTb 3 il BNAaCHMM iaeHTUdiKaLiMHMM HOMEPOM MOCAIA0BHOCTI.

OpHak cermeHTM B, C, D Ta E MoXKyTb OYyTW aHOTOBaHI, W06 BKasaTu, WO BOHW 3B'A3aHi 3
cermeHTom A.

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

CermeHTn B, C Ta D ig€HTMYHI i NOBMHHI BYTW BKAIOYEHI A0 mepeniky NocnigoBHOCTEN fK
O/Ha NOCNiAOBHICTb:

cacacaaaaaaaaaaaaaaaaaaaaaaaaaa (SEQID NO: 18)

Mepwwuin "c" B NOCNiAOBHOCTI Cnig, A0AATKOBO onucaTn AK MoaudiKOBaHUIA HyKieoTua,
BUKOpPUCTOBYIOUM KAy  ¢yHKLUiT "misc_feature" i kBanipikatop "note" 3i 3HauYeHHAM,

Hanpuknaa: "La nocnifoBHICTb € OAHIED 3 YOTUPLOX FiZIOK PO3rasy*KeHoro noniHykneotnay".

CermeHT E nOBMHEH BYTU BKAKOYEHUI A0 Nepeniky NOCAiAOBHOCTEN AK O4HA NOCAIA0OBHICTb:

cacataggcatctcctagtgcaggaaga. (SEQ ID NO: 19)

Mepwuii "c" B nNocnigoBHOCTI chif A0AATKOBO oOnMcaTM ik MoaMGIiKOBAHWIM HYKNeoTua,
BUKOPUCTOBYIOYM KNtod GyHKLIT "misc_feature" i kBanidikaTop "note" 3i 3HaueHHAM, Hanpuknaa;:
"UA nocnigoBHICTb € OAHIEID 3 YOTUPLOX FiJIOK PO3rafyKeHoro noaiHykneotTMay".

BignosigHi naparpa¢dm craHaapty BOIB ST.26: 7(a), 8, 11, 13 1a 17
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Npuknag 7(a)-2: NiHiliHa HyYKNeoTUAHA NOCNIAOBHICTb, WO MAE BTOPUHHY CTPYKTYPY

MaTeHTHa 3aABKa ONMUCYE HAaCTYMNHY NOCNIAOBHICTb:

»
A
c
C
5 A
G=C
C—G
G=—C
G=—U
A—U
U—A
UeA
. W cacac®Va
C™ A HERE G
v ?LIHI:‘I; CUGUG, C
¢ GAGC Cu
GgA G A
c—G G
c—G
A=U
G—C
A—w
- A
U U
G AA

Oe W asnsae coboto nceBgoypuamH.
MuTtaHHA 1: Yu Bumarae craHgapt BOIB ST.26 BKAIOYEHHA NOCNiA0BHOCTI (-eid)?

TAK

HykneotmgHa nNOCNiJOBHICTL MICTUTE 73 nepepaxoBaHMX i cneundiyHO BU3HAYEHUX
HyKneoTngn. TakMm YMHOM, NPUKNag Mae aecAatb abo Ginbwe "cneundiyHo BM3HaAYeHUX"
HyKneotuais, i, AK Toro BMmarae naparpa¢d 7(a) craHpapty BOIB ST.26, noBuHHa byTn
BK/IlOYEHA A0 Nepeniky NocnigoBHOCTEN.

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

3 onucy Bunameae, wo "W" € ekBiBaneHToM nceBaoypuanHy. EAMHUIA CTAaHAAPTHUIN CMMBOJ,
LLLO MOKe BYTM BUKOPMCTAHUI A5 NO3HAUYEHHA NceBAoypuanHy aBase coboto "n"; omke, "W
- e CTAaHZAPTHUA CUMBOJ, AKUIA BUKOPUCTOBYETLCA A/1A NO3HAYEHHA CTaHAAPTHOrO CMMBOY
"n" (Ous. BcTyn oo uboro A4oKymeHTa). BignosigHo, NocnigoBHICTb NOBMHHA TAYMAUYUMTUCA AK
TaKa, Wo Mae ABa cumBoan "'n'" 3amictb Asox cumeonis "W".

Cumeon "u" He NOBMHEH BUKOPUCTOBYBATUCA ANA NO3HAYEHHA ypauuny B mosekyni PHK y
nepeniky nocnigosHoctel. BianosigHo go naparpada 14, cumeon "t" 6yae Taymauntmucs sk
ypauun B PHK. MNocnigoBHicTb NOBMHHA ByTW BKAOYEHA AK:

gcggatttagctcagetgggagagegecagactgaatanctggagtectgtgtnegatccacagaattcgecacca (SEQ ID NO:
20)

3HauyeHHAM o0608B'A3koBOro kKeanidikatopa "mol_type" o0608B'A3koBOro Kawouva yHKLT
"source" € "tRNA". JoaaTkoBa iHpopMaLLia MOXKe HaJaBATMCA 32 AOMOMOrOH0 Katova GyHKL,
"tRNA" Ta 6yab-akmm (-1) BignosigHum (-un) KkBanipikatopom (-amu).
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3annwkun "n" NoBUHHI 6yTM A0[ATKOBO ONMCAHI B Tabaunui GyHKLiN BUKOPUCTOBYIOUM KHOY
n n

¢oyHKuii "modified_base" i 060B'a3koBuit KBanidikatop "mod_base" 3i ckopoueHHam "p" gna
nceBaoyPUAMHY AK 3HAUYEHHSA KBanidikaTopa (ams. Tabauua 2 loaatky ).

BianosigHi naparpadu craHgapty BOIB ST.26: 7(a), 11, 13, 14, 17, 62, 84 Ta Kntou ¢yHKUii 5.43
Posginis 2ta5 [Adopatka l
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Npuknag 7(a)-3: baraTo3HauyHi CUMBON HYKNEOTUAIB, L0 BUKOPUCTOBYIOTbCA HECTaHAAPTHUM
cnocobom

NaTeHTHa 3aABKa ONUCYE Taky I'IOCI'Ii,CI,OBHiCTbI

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

MNMoAcHeHHA nocnigoBHOCTI B onuci gani BKasye Ha Te, wo "DR Element" cknagaetbea 3
nocnigosHocti 5' ATCAGCCAT 3'. MyTtaHTHUIA DR Element, abo MDR, € enemeHTom DR, B
AKoMy cepegHi 5 Hykneotuais, CAGCC, mytoBaHi go TTTTT".

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

TAK

MNepepaxoBaHa nNOCNiAOBHICTb BMKOpuUcToBye cumBos "MDR". AKWo He3posymino, um
CMMBOJI, LLO BMKOPMUCTOBYETLCA B MOCAIAOBHOCTI, NPU3HAYEHUIM AK CTAHAAPTHWUI CMMBOAN,
TOo6TO cMmBoOA, 3a3HauyeHnit y Tabauui 3 Posainy 3 Joaatky |, Un AK HeCTaHAAPTHMUIA CUMBON,
ONA HaflaHHA BM3HAuYeHHA HeobXiZAHO BpaxoByBaTW MOSACHEHHA MOCANiAOBHOCTI B onuci (dus.
Bctyn Ao uboro gokymeHta). 3rigHo 3 Tabauuyero 3, "MDR" moXHa TaymauuTu fK Tpu
cTaHaapTHI cumBonn (m=aaboc,d=aabogabot/u, r=gabo a)abo Ak abpesiaTypy, AKa
€ CKOPOYEHUM MO3HAYEHHAM iHLIOT CTPYKTYPU.

3 onucy BuNAuMBaE, Wo enemeHT MDR eksiBaneHTHuin 5' ATTTTTTAT 3'. Jlitepu "MDR"
BBAXKAlOTbCA CTAHAAPTHUMM CUMBOIAMU, LLLO BUKOPUCTOBYIOTbCA HECTAHAAPTHUM cnocobom;
OT)Ke, NOCNIA0BHICTb MOBMHHA TNYMAYMUTUCL TaK, HiIbKM BOHa Byna onucaHa 3a AOMNOMOroH
€KBiBaNIEHTHMX CTaHZApPHUX cuMmBOAiB. BignosigHoO, nepepaxoBaHa MNOCAIOBHICTb, AKa
PO3rNALAETLCA ANA BKAOYEHHS 40 Nepeniky NocnigoBHOCTEN, ABNSE COOOLO:

5'GATC ATTTTTTAT ATTTTTTAT ATTTTTTAT ATTTTTTAT GTAC 3'

MNepepaxoBaHa NOCAIAOBHICTb Ma€E 44 cneundiyHO BU3HAUEHUX HYKIEOTUAM i, BigNOBIAHO A0
naparpada 7(a) craHpapty BOIB ST.26, noBuHHa OyTM BK/IOYEHA [0 MeEpPENiky
nocnigoBHOCTEMN.

MutaHHa 3: K cnia npeAcTaBAATU NOCNIAOBHICTL (-HOCTI) y Nnepeniky nocnigoBHOCTEN?
MocnifoBHICTb NOBMHHA BYTU BKIOYEHA A0 Nepeniky NocnifoBHOCTEN fAK:

gatcattttttatattttatattattttatattttttatgtac (SEQ ID NO: 21)

BignosigHi naparpa¢um craHaapty BOIB 26: 7(a) Ta 13
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Npuknag 7(a)-4: baraTo3HauYHi CUMBOIN HYKNIEOTUAIB, LLLO BUKOPUCTOBYIOTbCA HECTaHAAPTHUM
cnocobom

MaTeHTHa 3aABKa OMWUCYE TaKy NOC/iAOBHICTb:
5' ATTC-N-N-N-N-GTAC 3'

MoAcHeHHA nocnigoBHOCTI B onuci BKasye Ha Te, wo "N" cknagaetbca 3 nocnigosHocTi 5'
ATACGCACT 3".

MutaHHAa 1: Yu Bumarae ctaHaapt BOIB ST.26 BKAoueHHA NOCNiA0BHOCTI (-ei)?

TAK

MNepepaxoBaHa nocnigoBHicTb BMKopuctoBye cumBon "N". T[loTpibHO BpaxoByBaTH
NOACHEHHA NOCAIAOBHOCTI B onuci gna Toro, wob Bm3HaunTtn, Yn "N" BMKOPMUCTOBYETLCA
CTaHZApPTHUM abo HecTaHZAPTHUM cnocobom (Aus. BcTyn 40 LbOro 4OKYMEHTa).

3 onucy sunamBeae, wo "N" eksiBasneHTHa 5' ATACGCACT 3'. Takum umHom, "N" € cTaHgapTHUM
CMMBOJIOM, LLO BMKOPMUCTOBYETbCA HECTAaHZAPTHMM crnocobom. BignosiaHO, MocnigoBHICTb
NMOBMHHA TAYMauyMTUCA SAK HiIBM BoHa 6yna  onucaHa 3a AOMNOMOrOK EKBiBaZl€HTHUX
CTaHZaPTHUX CUMBOIB:

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

MNepepaxoBaHa NocAiA0OBHICTb Ma€ 44 cneundiyHO BU3SHAYEHUX HYKNEOTUAM i, BignoBigHO 40
naparpada 7(a) craHgapty BOIB ST.26, noBuHHa 6yTM BKAWOYEHA A0 Nepeniky
NnocnigoBHOCTEN.

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

MocnigoBHICTL MOBMHHA BYTW BKAKOYEHA A0 Nepeniky Noc/iigoBHOCTEN fK:

attcatacgcactatacgcactatacgcactatacgcactgtac (SEQ ID NO: 22)

BignosigHi naparpa¢m craHaapty BOIB ST.26: 7(a) Ta 13
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Npuknag 7(a)-5: HecTaHAAPTHi CUMBOIM HYKNEOTUAiB

MaTeHTHa 3aABKa ONUNCYE HACTYNHY I'IOCI'Ii,CI,OBHiCTbI
5' GATC-B-B-B-B-GTAC 3'

MoAcHeHHA NOCNiAOBHOCTI B onuci gani BKa3ye Ha Te, Wo "B" cknagaetbea 3 nocaAigoBHOCTI 5'
ATACGCACT 3.

MutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 BkAoueHHA nocnigosHocTi (-ei)?
TAK
MNepepaxoBaHa MOCAIAOBHICTb BUKOPWUCTOBYE HecTaHZapTHWi cumson "B". [MoTpibHO
BPaxoBYyBaTM MOSCHEHHSA MOCNiA0BHOCTI B onuci Ana Toro, wob aatu susHaveHHsa "B" (dus.

BcTyn A0 UbOro AOKYMEHTA).

3 onucy Bunaueae, wo "B" € eksiBaneHTtHowo 5' ATACGCACT 3'. Takmm umHom, "B" €
HecTaHAAPTHUM CMMBOJIOM, SIKMA BUKOPUCTOBYETHCA AA MO3HAYEHHA MNOCANILOBHOCTI, WO
CKNafaeTbcs 3 AeB'ATUM crneundiyHo BM3HAYEHMX CTaHAAPTHUX CMMBOJIB. BianosigHo,
NOCNigoOBHICTb MOBMHHA TAyMauMTMCA TaK, Hibn BoHa 6yna onucaHa 3a AOMNOMOrOHo
€KBiBaZIEHTHUX CTaHAAPTHUX CUMBOJIIB:

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

MNepepaxoBaHa NoOcAiA0OBHICTb Ma€ 44 cneundiyHO BU3SHAYEHUX HYKNEOTUAM i, BignoBigHO 40
naparpada 7(a) cranHpgapty BOIB ST.26, noBuHHa OyTM BK/AOYMEHA [0 MNeEpPeNiky
nocnigoBHOCTEN.

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

MocnipoBHiCTb NOBMHHA OYTM BKAOYEHA 40 NepPeniKy NoCcNig0BHOCTEN fK:

gatcatacgcactatacgcactatacgcactatacgcactgtac (SEQ ID NO: 23)

BignosigHi naparpa¢dm craHaapty BOIB ST.26: 7(a) Ta 13
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Npuknag 7(a)-6: HectTaHAAPTHi CUMBOIM HYKNEOTUA,iB

MaTeHTHa 3aABKa ONUCYE Taky I'IOCI'Ii,EI,OBHiCTbI
5' GATC-B-B-B-B-GTAC 3'

MosicHeHHA NOCNiIQOBHOCTI B onNuci Aani BKasye Ha Te, wo "B" AOPiBHIOE afeHiHY, iHO3UHY
abo ncesgoypuaMHy.

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

HI

MNepepaxoBaHa MOCAIAOBHICTb BUMKOPWUCTOBYE HecTaHAapTHuii cumson "B". [loTpibHO
BPaxoBYyBaTM MOACHEHHS MOCNIA0BHOCTI B onuci ana Toro, wob aaty BusHadeHHs "B" (dus.
BcTyn 40 UbOro 4OKYMeHTa).

3 onucy BunamnBae, wo "B" ekBiBaneHTHO afeHiHy, iHO3WHY abo nceBAoYypUAUHY. EANHUN
CTAaHOAPTHUIN CMMBOJ, AKMMA MOXKE BWMKOPUCTOBYBATUCb ANS MPeACTaBAeHHA "afeHiHy,
iHO3MHY abo ncesaoypuauHy" — ue "n"; omke, "B" € HecTaHZAPTHUM CMMBOJIOM, LLO
BMKOPUCTOBYETLCA A/1A NO3HAYEHHA CTaHAAPTHOro cumeony "n". BianosigHo, NocnifoBHICTb

NOBMHHA TAYMAYUTUCb AK TaKa, WO Ma€E 4YOoTpn CMMBOIN "n" 3amicTtb YOTUPbLOX CMMBONIB

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

MNepepaxoBaHa NOCNIAOBHICTb MICTUTb AnLIE BiciM cneundiyHO BM3HAUYEHUX HYKNEOTUAIB i,
BignosigHO Ao naparpada 7(a) craHgapTy BOIB ST.26, He noBMHHaA 6yTW BK/AKOYEHA A0
nepeniky NocnigoBHOCTEMN.

MuTtaHHA 2: Yu po3Bonse ctaHaapT BOIB ST.26 BKAOYEHHA NOCNIZ0BHOCTI (-eit)?

HI

MepepaxoBaHa nocnigosHicTb, 5' GATC-N-N-N-N-GTAC 3' He noBUHHa 6yTK BK/toYEHa A0
nepesniky nocnigoBHOCTEN.

lMpoTe, onucaHa anbTePHATMBHA MOCAIAOBHICTb MOXe OyTM BKAKOYEHa A0 Mepeniky
NnocnigoBHOCTEN, AKWO NPUHANMHI 2 3 "n" CMMBO/IB 3aMiHIOIOTbCA aZlEeHIHOM, B pe3yabTari
YOro YTBOPHETbCA MNOCAIAOBHICTL NpuHalimHi 3 10 abo 6inbwe cneundiyHO BU3HAYEHUX
HYK/ieoTuaiB.

MutaHHA 3: K caig npepcTaBAATM NOCNIAO0BHICTL (-HOCTI) y nepeniky nocnigoBHocTeid?
OpaHe 3 MOXKANBUX 403BONEHNX NPeaCTaBAEHb:

gatcaaaagtac (SEQ ID NO: 24)

Y HaBeAeHOMY BMLLE NPUKNALI YOTUPU ALEHIHOBI HYKNEOTUAN, AKi 3aMiHIOTb B-CMMBOAM,
MaloTb BYTU onucaHi ANs 3a3HaYeHHA, WO Li NONOXKEHHA MOXYTb BYyTK 3amMiHeHi iHO3MHOM
abo nceBgoypUAMHOM.
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Kntou ¢yHKUiih "misc_difference" mae BuKopucTtoByBaTMUCA 3 NIoKanisauieto GyHKUii 5-8 Ta
KBanipikatopom "note" 3i 3HaueHHAM, Hanpuknag: "Hykneotns y 6yab-AaKoMy NONOXKEHH 5-
8 Moxke 6yTh 3amilweHunin iHosnHom abo ncesaoypuanHom". OCKiNbKKU Ui anbTepHaTUBU €
MoandiKoBaHUMM HYKNEOTMAAMM, TO BUMAraeTbca Kaod ¢yHKuii "modified_base" pasom 3
KBasidikaTopom "mod_base". 3HaueHHAa pgna kBanidikatopa "mod _base" moxke 6ytn
"OTHER" 3 kBanidpikatopom "note" Ta 3HaueHHAM "i abo p".

Mo»KnuBi iHWIi NnepecTaHOBKM.

NONEPEAMEHHA. T[lepeBarkHe npeacTaBfeHHA NOCAIAOBHOCTI, 3a3HayeHoOi BuLle,
CNpAMOBaHe Ha HagaHHS Mepesiiky NocAiA0BHOCTEN Ha AaTy NOoAaHHA MAaTEeHTHOI 3anaBKMW.
Take came NOJAHHA MOXe OyTM HEeNPUUHATHMM LWOAO0 Nepeniky NOCNiAOBHOCTEM, AKWUM
Ha4A€eTbCA NicnA AaTW NOAAHHA NATEHTHOI 3aABKM, OCKi/IbKM HEOOXiAHO BUPILLNTK, YN MOXKe
HafgaHa iHpopmauia 6yt posrnaHyTa BIB ana gogaHHA 06'eKTy A0 NMEPBMHHO NOAAHOrO
onwucy.

BianosigHi naparpa¢um ctaHgapty BOIB ST.26: 7(a), 8, 13 1a 17
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Mapaepacgp 7(b) - AMiHOKUCA0MHI nocaidoeHocmi, AKi He0bxiOHO 3a3Ha4Yamu 8 rnepesniky
nocnidogHocmeli

Npuknag 7(b)-1: Yotupu abo 6invwe cneundiuyHo BU3HaUYEHi amiHOKUCNOTH

) 9,9.9,0.9.0,0.(0) 9,9.9.9,0,0.0.0 0.(2,0,0.0.0.0,0.0.9.0,0.0.0.0,0.9.0.9.9.9,0.0.0.0,¢.9,9.9,.0.9.0,0.0.0.0,¢,0.9.9.9.9,0,0.0.0,$,$9.(CP ¢ ¢
XX

[Je X = byab-aKa amiHOKUCIOTA

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

TAK

MepeniyeHMn nenTnA MIiCTUTb YOTUPU cneumdiyHO BM3HAYeHi amiHokmcnotn. Cumeon "X
3BMYAlMHO BMKOPMUCTOBYETbCA A5 MO3HAYEHHA aMiHOKMCAOT, AKI ANWKMAUCA, AK Oyab-AKOi
aMiHOKMCNOTK (Ous. BcTyn g0 UubOro AOKYMEHTA).

OcCKiNbKM icHYE YoTMpu cneymdiyHo BU3HAYEHI amiHOKUcnoTH, TobTo Asp, Phe, Ala Ta Gly,
naparpad 7(b) craHgapty BOIB ST.26 BMMmarae, Wob ua NocnifoBHiCTb 6yna BKAOYEHa A0
nepeniky NocnigoBHOCTEN.

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

MocnifAoBHICTL NOBUMHHA BYTU NpeacTaBAeHa AK:

XXXXXXXXDXXXXXXXKXXFXXXKXXXXKKXXXKKXXKKIXXKKEXXXKAXKXXXKKXXKKXXXKKXXXGXXX
XX (SEQ ID NO: 25)

BignosiaHo o naparpada 27, "X" mae posrnagatuca ak byab-akuit i3 cumsonis "A", "R", "N",
“p", "¢, "Q", "E", "Gg", "H", "I", "L", "K", "M", "F", "P", "O", "s", "uU", "T", "W", "Y" abo "V",
OKpPiM BMMNAaAKiB, KO/MM BiH BUKOPUCTOBYETbCA i3 AOAATKOBMM OMUCOM Yy Tabauui GyHKUiR.
Tomy, saKkwo cumson "X" MOBMHEH BUKOPMCTOBYBATUCbL ANA MpeacTaBieHHA "Oyab-akoi
amiHoKucnotu", Toai BiH Mae 6yT1 onNUCaHUIM 3 BUKOPUCTAaHHAM Katova ¢yHKuii "VARIANT" Ta
KBasidikaTopa "note" 3i 3HaueHHAM "X Mmoxke 6yTn byab-AKo0 amiHOKMcAoTOoK" .

Oe pouinbHo, KoxeH "X" mae 6yTM onucaHuit okpemo. [poTe, obnactb GesnepepBHUX
sannuwkiB "X" abo mMHOXMHa 3anuwkis "X", posnogineHa B NOCNIAOBHOCTI, MOXe O6yTu
CninbHO onucaHa 3a gonomoroto Kaoda GyHKUii "VARIANT" 3 BUKOPUCTAHHAM CUHTaKCUCY
"x..y" B AKOCTi geckpunTtopa nokaniszauii, ae "x" ta "y" — NoNoXeHHA NepLuoro Ta 0CTaHHbLOro
saanuwkiBs "X"; Ta KBanipikatopa '"note" 3i 3HavyeHHAM "X moxe 6yt 6yab-AKkoto

amiHoKucnoTor".

BignosigHi naparpadum crangapty BOIB ST.26: 7(b), 8 Ta 27
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Npuknag 7(b)-2: Po3rany»eHa amiHOKUC/NIOTHA NOC/iAO0BHICTb

3aABKa OMMUCYE PO3rany»KeHy NOCAiILOBHICTb, B AKIN 3a/IMWKMN Ni3UHY BUKOPUCTOBYHOTLCA AK
OCHOBa KapKacy A/a YTBOPEHHA BOCbMW TiJIOK, A0 SKUX MPUKPINAEHO KinbKa AiHIMHUX
nenTUAHUX naHutoris. J1isMH € ABOOCHOBHOK aMiHOKMCAOTO, Wo 3abe3neyye ii gBOMa
canTamm onsa nenTUAHMX 38°aA3KiB. MenTng iNtoCTPYETLCA TAKUM YUNHOM:

.y

LYS

/ \
NH,—— LEU—LEU

LYS
NH2— TYR—— PHE—ALA
~

NH,— ARG I LE SER LEU

LYS
NH,—— LEU—LEU Lys —Ala-CH
NH, I LE PRO ALA cvs THR—— ALA
LYS
T s
NH,—— PHE —— ARG—— ALA—GLY —GLY
NH,—— HI S—— GLN—— TYR—— PHE — ALA /
LYS

/

NH,—— ALA—— THR—— PHE——GLY

Y BULE3a3HAYEHOMY PO3ranyKEHOMY NenTUai 38'A3KN MiXK N1i3MHOM Ta iHLWO
aMiIHOKNCNOTOO, 300parKeHi , NPeACTaB/ATb aMiAHNN 3B'A30K MiXK KiHLLEEBMM aMiHOM
Ni3MHY Ta KAPOOKCUNBHUM KiHLLEM 3B'A3aHOT aMiHOKUCNOTU. 3B’I3KM, MO3HAYEHI "MW,
npeacTaBAATb aMigHUM 3B'A30K MiXK BIYHMM NAHLIOTOM amiHy Ni3NHY Ta KapbOKCUAbHUM
KiHLEeM 3B’A3aHOT aMiHOKUCNOTH.

MutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 BKAOYEHHA NocnigoBHOCT (-ei)?

TAK

MpuKknag onucye posrany>KeHy NOCAILOBHICTb, B AKIN 3a/ULWKKN Ni3UHY BUKOPUCTOBYHOTLCA B
AKOCTi KapkKacy. Maparpad 7(b) Bumarae, wob HeposranyxeHa abo niHiltHa obnacTb
NocNigOBHOCTI, WO MICTUTb YOoTMpPKU abo bBinblue cneumndiyHO BU3HAYEHUX AMIHOKUCAOTH,
6yna BK/AOYEHa A0 Nepeniky nocnifoBHOCTEN. Y HaBeAeHOMY BULIE NPUKNAAi NiHiNHI
obnacti posranyKeHoro nentTuay, WO MatkoTb YOTUpKU abo bGinbwe cneumdiyHO BU3HAYEHI
aMiHOKMCNOTU 0bBeaeHi NiHiIAMMU:
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l > H,;N—Arg—Ille—Ser—Leu

“,

1

H,N—Tyr—Phe—Ala "l%

Lys
H,N—Leu—Leu

3 . H,N—lle—Pro—Ala—Cys—Thr—Ala

4 — H,N

Lys—Ala—OH

o

Phe ——Arg——Ala——Gly——Gly

5 — \ H,N—His—Gin—Tyr—Phe—Ala

#

H,;N—Ala—Thr—Phe—Gly

6 —

Maparpad 7(b) ctangapty BOIB ST.26 BMMarae BKAOYEHHA nentuais 1-6 o nepeniky
NnocnigoBHOCTEN.
Mentnam, aki He NOTPi6bHO BKAOYATU A0 Nepeniky NocNiA0BHOCTEMN:

YFA

LLK

MuTtaHHA 2: Y BUMmarae ctaHgapt BOIB ST.26 BKAIOYEHHA NOCNifoBHOCTI (-eid)?

HI

BignoBsiaHo ao naparpada 8 nepenik NocnigoBHOCTe He NOBUHEH BK/OYATU Byab-AKi
NOCNiAOBHOCTI 3 MEHL HiXX YoTUpMa cneundiyHo BUSHAYEHUMM aMiHOKUCNOTAMMU.

KoxkeH 3 nentmais YFA 1a LLK micTntb nvwe Tpu cneymdpiyHo BM3HAYEHi aMiHOKMUCNOTH, | TOMY
BOHM He MOBWHHI OYTM BK/OYEHI A0 nepesniky NocnigoBHOCTEM fAK OKpPemi MocnigoBHOCTI 3
B/IAaCHMMM iAeHTUIKaALIMHUMM HOMEPaMM NOCNiAOBHOCTEN.

MutaHHA 3: K caig npepcTaBAATM NOCNIAO0BHICTL (-HOCTI) y nepeniky nocnigoBHocTeid?
Mentnam 1-6 NoBUHHI BYTM NpeacTaBAeHi OKpeMumu igeHTUdikaTtopamm NOCNiLOBHOCTI:

RISL (SEQ ID NO: 26)

LLKK (SEQ ID NO: 27)

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

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

Po3sranyeHa CTpyKTypa moxe 6yTn po3TaymayeHa, BUKOPUCTOBYHOUYM Katod dyHKL,ii "SITE" Ta
ob6oB'A3koBUI KBanipikaTop "note" 3i 3HaYeHHAM, Hanpuknaa: "Lia nocnifoBHICTb € OAHi€EtO
YaCTMHOK po3rany»KeHoi aMiHOKMCNOTHOI nocnigosHocTi". BignosigHo ao naparpada 29
CraHgapTty BOIB ST.26, nocnigosHocti SEQ ID NO 27, 29 1a 31 NOBWHHI BKAKOYATU
TNYMaYeHHs O/ KOMKHOro Mi3vHy AN 3a3HayeHHs, Wo BiH € mMoaudiKoBaHOM
aMiHOKUCNOTOK 3 BMKOPUCTAHHAM Katoda ¢yHKuii "SITE" pasom 3 Keanidikatopom "note",
AKUI onucye BIYHUIM naHutor Ni3nHy, 3’€gHaHMIA amigHUM 3B’A3KOM 3 iHLWO MOCAIAOBHICTIO.
PekomeHaoBaHO, WO6 KoxHa 3 nocnigosHoctelt SEQ ID NO 26, 28 Tta 30 BKAwo4yana
TNIYMa4YeHHsA A5 3a3Ha4YeHHs, Wwo C-KiHUueBa amiHOKMC/I0Ta, 3B°A3aHa 3 iHLIOK NOCNIA0BHICTIO
3a gonomoroto Katouva ¢yHKLiT "SITE" pazom 3 KBanidikatopom "note".

BianosigHi naparpa¢um ctaHgapty BOIB ST.26: 7(b), 8, 26, 29, 30 Ta 31
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Npuknag 7(b)-3: Po3rany»eHa amiHOKUCNOTHA NOC/iZ0BHICTb

MenTna HacTynHOI NOCNIA0BHOCTI:

NH;ASP—GLY—SER—ALA—-LYS-LYS—LYS-LYS—CO

2 oM

NH,-ALA—ALA—SER—HIS—GLY

2
3B'A30K MiK KiHLLEBMM 3a/IULLKOM TNiLUMHY B HUMKHIM NOCNiIAOBHOCTI Ta Ni3MHOM Yy BEPXHili NOCNif0BHOCTI
NPOXOAUTb Yepes aMigHUM 3B'A30K MiK KapOOKCUNbHUM KiHLLEM FNiLMHY Ta aMiHOKIHLEBUM BiYHMM
NAHLIOrOM Ni3uHY.

MuTtaHHA 1: Y BUMmarae ctaHgapt BOIB ST.26 BKAIOYEHHA NOCNiA0BHOCTI (-eit)?

TAK

Heposrany)eHa 4u niHiiHa o6nacTb NOCNIQOBHOCTI, AKa MICTUTb 4YoTuMpu abo 6inblie
cneumdiyHo  BM3HAYEHUX aAMIHOKUCNOTWM, MNOBMHHA OyTWM BK/AOYEHA [0 Nepeniky
nocnigosHoctelt. Y HaBegeHOMY BULLE MPUKIALI NiHiMHI 0bnacTi posrany)KeHoro nentuay
MatoTb Hinblie HOTUPbOX AMIHOKMCAOT:

1. % | NHEFISP—GLV—SER—RLR—FL}?S—LVS-—L?S—L?S—-CU H

2
7
2> [NH,yALA—ALA_—SER—HIS—GLY

Maparpad 7(b) craHgapTty BOIB ST.26 BMMarae BKAOYEHHA nocnigoBHoctelr 1 Ta 2 Ao
nepeniky NocnigoBHOCTEN.

MuTaHHA 3: K cnig npeacTaBAATM NOCAIA0BHICTL (-HOCTI) y nepeniky nocnigosHocTen?

MocnigoBHoctTi 1 i 2 noBWHHI OyTM npeacTaBfieHi OKpeMumM igeHTUdiKaTopamm
NocNigoBHOCTI:

DGSAKKKK (SEQ.ID NO: 32)

AASHG (SEQ ID NO: 33)

MocnipoBHicTb DGSAKKKK noBMHHA MICTUTU TAymMayeHHA, AKEe BKA3yE Ha Te, WO Ni3MH B
NONOXEHHI 5 € MoANGIKOBAHO aMiHOKUCNOTOK, BUKOPUCTOBYHOUM Katod ¢yHKLii "SITE"
pasom i3 KBanidikatopom "note", AKMA onucye, WO 6iYHMIK NaHUOr Ni3MHY 3’€AHaHMM
aMigHMM 3B’A3KOM 3 iHWOW nocnifgoBHicTio. baxkaHo, wo6 nocnigosHictb AASHG mana
TNYMa4YeHHs, AKe BKa3ye Ha Te, Lo MilUMH B NOJIOXKEHHI 5 3B'A3aHUI 3 iHLWIOM NOCAIA0BHICTIO,
3a gonomoroto Knto4va ¢yHKLiT "SITE" pasom 3 KBanidikatopom "note".

BignosigHi naparpadum crangapty BOIB ST.26: 7(b), 26, 29, 30 Ta 31
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Npuknag 7(b)-4: UukniyHnii nentna, AKNiA MiCTUTb po3raslyXKeHy aMiHOKMC/IOTHY NOCAi4O0BHICTb

MaTeHTHa 3aABKa OMWUCYE HACTYNHY CTPYKTYpY:

o) o)
H~\r/u\ H
N N
H N OH
H
o)

VH

0 N
o)
o H
N
NH
0
S
1

AY

OW
HO

HN
(0]

%m

CH,

HN
H
(0] N”
HN NH .
w_r' (o]
(0]

LlMcTeiH Ta NeiuUmH B UMKNIYHIN CTPYKTYpi 38’A3aHi BiYHUM naHutorom Cys Ta KapboHiNbHUM
KiHuem Leu.

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

lMoKa3aHa CTPYKTypa MaA€ PO3ranyKeHy UMKAIYHY aMiHOKUC/IOTHY NOCAIA0BHICTb, AKA MICTUTb
HACTYMNHi aMiHOKUCNOTK:
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Leu

o [
H H
N N
 : N OH
Ala H
== 0 Glu
o NH
o
o
[ N
NH
Lys-6
v o
B o/ Asp-5 Leu-7
) o
2HN
»_ NH Arg-4 S
HN HN Cy CH.
ys-1 2
Leu-3 :
a2 H
o Ala-2 N*
H
HN NH

OckinbKkM 6i4HMI naHutor Cys Ta KapbOKCMHOBUI KiHeub Leu 6epyTb yyacTb y UMKAi3auii, N-
KiHeLUb UMKAIYHOro nenTuay po3TawosaHnii Ha Cys-1.

TAK - yukniyHa obnactb nentuay

BignosiaHo po naparpada 7(b) Crangapty BOIB niHiMHa AinAaHKa po3rany»keHoi

NOCNifOBHOCTI, AKA MICTUTb YOTUPU abo bGinbwe cneundiyHO BM3HAYEHI aMiHOKMUCAOTH, ae

aMIHOKMUCAOTH YTBOPHOKOTb OAMH NENTUAHUIA KapKac, NOBUHHA OyTU BKIOYEHHA A0 Nepeniky

nocnigosHocTell. B HaBegeHOMY BULLE NPUKIALI LMKAIYHA 061acTb po3ranyeHoro nentnay

Ma€E binblie, Hi*K YOTUPU aAMIHOKUCAOTKU, i TOMYy Ma€E OyTM BKAKOYEHA [0 Nepeniky

nocnigoBHocTen.

HI — TpunenTuaHa rinka nentnay

TpunentnaHa rinka Ala-Leu-Glu He 060B’A3K0BO Ma€ byTK B nepeniky NocniaoBHOCTEN.
MutaHHA 2: Yn Bumarae ctaHgapt BOIB ST.26 BkaoyeHHA nocnigosHocTi (-ei)?

HI

BignosigHO go naparpada 8, nepenik nocnigoBHoOcTel He MOBMHEH BKAKOYATUM Oyab-siKy
NOCANiAOBHICTb 3 MEHLLUE, Hi*K YOTUPMA crneundiyHO BU3SHAYEHMMM aMiIHOKMCNOTaMM.

TpunenTuaHa rinka MIiCTUTb nuwe Tpu cneumdiyHo BM3HAYEHi aMiHOKMCNOTM i TOMy He
NoBWHHA ByTK BKAOYEHA A0 Nepeniky NocnigoBHOCTEN AK OKPeMa NOCAiA0BHICTb 3 BlaCHUM
ineHTndiKauinHMMm Homepom.

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

OCKinbKKM Uen NpUKNag, iNtoCTPYE KiNbLLEBMIA NENTUA, TO KifibLle HE CKNAOAETbCA BUKAOYHO 3
AMiHOKMCNOTHMX 3a/ULWKIB B NeNTUAHUX 3B’A3KaX, AK 3a3HayeHo B naparpadi 25. Tak Ak
LMKANi3yBaHHA aMiHOKMCAOTHOI NOCANiAOBHOCTI BiabyBaeTbca 3a gonomoroto 6iYyHoro naHutora
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umncteiHy (Cys) Ta KapbOKCMHOBOro KiHUA neiunHy (Leu), uucteiHy mae 6yTM NpPUCBOEHO
HOMeEp NOJIOXKEHHA 1 B MeXKax UMKAiYHoT obnacTti nentuay. BianoBigHo, nocnigoBHiCTb Mae
O6yTM NpeacraBieHa fk:

CALRDKL (SEQ ID NO: 90).

AK nokasaHo Ha ¢irypi BULE, aMIHOKMCAOTHA MOCAILOBHICTb LMKNI3YETbCA LUAAXOM
TioecTepHoi KoH’torauii mix 6i4HMM naHUlOrom UMCTEIHY Ta KapbOOKCMIbHMM  KiHUEem
nenumny. Knou ¢yHKuii "SITE" noBMHEH BMKOPUCTOBYBATUCL AAA onncy moauediKoBaHOro
UMCTEIHY, AKUIA YTBOPIOE MIiXKNAHUIOrOBMI 3B'A30K 3 nenumHom. Onepatop soKanisauii
e/leMeHTY Lie 3a/IMLLKOBI YMCNa NepexpecTHUX amiHokMcnoT y ¢opmarti "x..y", Hanpuknag,
"1..7". O6os’askoBuit KBanipikatop '"note" noBMHEH nNO3Ha4YaTM npupoay 3B'A3KY,
Hanpuknag, "Tioectep uucteiH nenumnHy (Cys-Leu)", wo6 BctaHosutH, wo Cys-1 Ta Leu-7
3B’s13aHi TioecTepHMM 3B’A3KOM. Kpim TOro, /li3MH B MON0XKEHHi 6 MOBMHEH MATK TAYMaY€EHHS
ONA 3a3HAYeHHS, WO BiH MOAMGDIKOBAHMM LINAXOM BUKOPUCTAHHA Kawoda yHKuii "SITE"
pa3om 3 obos’A3koBMM KBanidpikaTopom "note", ae 3HauyeHHA KBanidikaTopa OMUCYe, WO
GiYHNI naHutor Ni3MHY 3'€AHYETLCA 3 TPUNenTMaom ALE.

BianosigHi naparpa¢m ctaHgapty BOIB ST.26: 7(b), 8, 25, 26, 29, 30, 31, 66(c) Ta 70
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Npuknag 7(b)-5: UukniuHnit nentna, AKNiA MiCTUTb po3raslyXKeHy aMiHOKMC/IOTHY NOCAi40BHICTb

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’S3KOM MiK KapOOKCUMNbHUM KiHLUEM CEepUHY Ta aMiHOM Y
6iuHOMY naHuto3si Lys.

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

TAK

Maparpad 7(b) BMMmarae BKAOYEHHSA MOCAIAOBHOCTI, WO MICTUTb MPUHANMHI 4YOTUpWU
cneundiyHo BU3HAYEHI aMiHOKMCNOTH, Ta AKi MOXKYTb OYTU NpeacTaBaeHi NiHinHow obnacTio
pO3rasyXeHoi Noc/iloBHOCTI B MepesiiKky NocnigoBHOCTEN. B HaBegeHOMY BuLle NpUKAagi
nentTua MIiCTUTb UMKAIYHY o06nacTb, B AKiK aMIiHOKMCNOTM 3’€QHYIOTbCA NENTUAHUMMU
3B’A3KaMM, Ta po3rany*KeHa obnacTb, 3’eA4HaHa 3 BIYHMM NaHLOrOM Ni3nHy (Lys) B LMKAIYHIN
obnacTi. O6nacTi LbOro po3rany>KeEHOro NenTMay, AKi MOXKyTb BYyTU NpeacTaBAeHi NiHilHO Ta
AKi MicTATb YoTUpKM abo Binbwe cneymdiyHO BU3HAYEHI aMIHOKUCNOTH:

l.—> | Leu—Arg—Asp—GIn—Ser

—Ala—Leu—Phe—Lys—Asn—Gly

CraHgapTt BOIB ST.26 BMMmarae BK/AOYEHHs MocnigoBHocTelr 1 Ta 2 gaHOro UMKAIYHOro
po3rany>eHoro nentTuay B nepenik MOoCNiAOBHOCTEN, KOXHA 3 AKUX MAE BIACHUMU
ineHTUdIKauinHMn Homep.

MutaHHa 3: K cnia npeAcTaBAATUM NOCNIAOBHICTb (-HOCTI) y nepeniky nocnigoBHOCTEN?
MocnigoBHicTb 1 NOBMHHA 6yTW NpeacTaBaeHa AK:
LRDQS (SEQ ID NO: 91)
MepeBarKHO, MOCNIQOBHICTL TIYMaunUTbCA 3a A0MNOMOrot Kawoua ¢yHKuii "SITE" pasom 3

KBasidikaTopom "note", Wo6 onucaTu, WO CEPUH Yy MONOXKEHHI 5 3B'A3aHUI 3 iHLWWOW
NOCANiAOBHICTIO aMiIHMM 3B'A3KOM MiK Ser i 6iYHMM NaHLUorom Lys B iHLWI NOCAiIA0BHOCTI.
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MocnipoBHiCTb 2 - UMKNiYHWMI nentua. B naparpadi 25 BKasaHO, WO KOAM MOCNiIAOBHICTb
aMiHOKUCNOT € KinbLeBOK KOHirypauieto i He Mae amiHO- Ta KapOOKCU-KiHLIB, 3aABHUK
NnoBMHeH obpaTM amMiHOKMCNOTHMI 3a/UWIOK Y NoaoxeHHi Ne 1. BignosigHo, NocnigoBHICTb
MoXKe byTu npeacTaBieHa akK:

ALFKNG (SEQ ID NO: 92)

B iHWomy BMNaaKy byab-AKa iHWa aMiHOKMCNOTa B NOCNIA0BHOCTI MOKe ByTK No3HavyeHa AK
nonoxkeHHs 3annmwky Ne 1. MNocnigosHictb ALFKNG noBuHHa 6yTM 404aTKOBO OonucaHa 3a
A0NoMoroto Kntoda ¢yHKuii "SITE" pasom 3 KBanidikatopom "note", wo6 onmcatu, Wwo GiYHNU
NaHytor Lys B nonoKeHHi 3anvwky No4 3B'A3aHMM  aMigHMM  3B'A3KOM 3 iHWOM
nocnigosHictio. LUen 6iyHnit naHutor mogudikye Lys, i 3rigHo 3 naparpadom 30 CraHpapTy
BOIB ST.26, moaudikoBaHy amMiHOKMUCAOTY HeobXigHO [0AaTKOBO onucatn B Tabauui
dyHKuin. Kpim Toro, cnig, Hagatn kntod ¢yHKuii "REGION" Ta kBanidikatop "note", gna
3a3Ha4veHHs, wo nentng ALFKNG € Kinbuesum.

BianosigHi naparpa¢um ctaHgapty BOIB ST.26: 7(b), 25, 26, 30 Ta 31
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Mapaepagp 11(a) - leonaHU0208a HYKAEOMUOHA MOCAIO08HICMb - MOBHICMIO KOMIIAEeMeHMAapHa
MNpuknag 11(a)-1: ABonaHuOroBa HyKN€OTUAHA NOCNIAO0BHICTb - 0AHAKOBI A0BXWUHU

MaTeHTHA 3aABKa ONUCYE TaKy gBonaHutorosy AHK-nocnigoBHICTb:
3'-CCGGTTAACGCTA-5'
5'-GGCCAATTGCGAT-3'

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

TAK

KorKHa nepesiiyeHa HyK/ieoTuaHa NocaifoBHICTb MiCTUTb binblie 10 cneundiyHo BU3HAYEHUX
Hykneotuais. [puHaMHI OAMH JlAHUIOT MOBMHEH OyTWU BKAOYEHUN [0 Mepesiky
NocnigoBHOCTEN, TOMY LLO ABa NAHLIOMM L€l ABONAHLUIOIOBOI HYKNEOTUAHOI NOCAIA0BHOCTI €
NOBHICTIO KOMMNJIEMEHTAPHUMU OANH OAHOMY.

MuTaHHA 2: Yu go3sonse ctaHaapT BOIB ST.26 BKAOYEHHA NOCNIZ0BHOCTI (-eit)?

TAK

Xo4ya NOCAifOBHICTb 3 /AMWE OAHOro NaHutora NOBMHHA OyTW BKAKOYEHA A0 nNepeniky
NocNigoBHOCTEN, NOCAIAOBHOCTI 3 ABOX IAHLIOTIB MOXKYTb OYTW BKAKOYEHI, KOXKHA i3 BIaCHUM
ineHTndiKaLinHMM HOMepPOM NOCAI40BHOCTI.

MuTaHHA 3: K cnig npeacTaBAATUM NOCAIAO0BHICTL (-HOCTI) y Nnepeniky nocnigosHocTen?

MocnigpoBHicTb pBonaHutrosoi [AHK nosuHHa 6yt npeacrtaBneHa abo fAK  ofHa
nocnigoBHicTb, abo AK ABi OKpemi nocnigoBHOCTI. KoXHa MOCAiAOBHICTb, BK/OYEHa A0
nepeniky NocnigaoBHOCTEN, NOBMHHA ByTW NpeacTaBAeHa Y HanpPsaMKY Big 5'-KiHua Ao 3'-KiHuA
Ta i NOBMHEH BYTU NPUCBOEHWNI BAAaCHWUI ineHTUIKALiIMHMA HOMepP NOCNiA0BHOCTI.
atcgcaattggcc (BepxHint naHutor) (SEQ ID NO: 34)

i/abo

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

BignosigHi naparpa¢um cranaapty BOIB ST.26: 7(a), 11(a) Ta 13
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Mapaepagp 11(b) - leonaHU0208a HYKAEOMUOHA NMOCAIO08HICMb - HE MOBHICMIO KOMITAEeMeHMapHa
MNpuknag 11(b)-1: ABonaHutOroBa HyKN1€0TUAHA NOCNI[OBHICTb - Pi3HI AOBXUHU

MaTeHTHa 3aABKa MicTUTb Taky Pirypy i Take NOACHEHHA:

5’ -tagttcattgactaaggctccccattgactaaggcgactagcattgactaaggcaagc-37

PETETETEEr i
gggtaactgantccgc

Obnactb npomoTopa Atoacbkoro reHa ABC1 (BepxHih naHutor), 3B'A3aHa [MHK-30HA0OM
(HWxHIM nanutor). e "n" B NMHK-30HAi € yHiBepcanbHow ocHoBoto MHK, BubpaHoto 3 rpynu,
LLLO CKNAAAETbLCA 3 5-HITPOiHAOANY Ta 3-HiTpoiHZONY.

MuTtaHHA 1: Yu Bumarae craHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eid)?
TAK - npomoTtopHa obnactb ABC1 (BepxHiit naHLtor)

BepxHi naHutor mictutb bGinble aecatTn nepepaxoBaHMx Ta 'cneumdiyHoO BM3HAYeHMX"
HYKN1eoTUAiB, Ta NOBMHEH BYTM BKAOYEHMI 40 NepPeniky NOCNiAOBHOCTEN.

TAK — MHK-30HA, (HWXKHiM nanHutor)

HuKilh naHUtor TakoX MOBUHEH BYyTW BKJIOYEHWUI A0 nepeniky nocnigoBHOCTEN 3 BAACHUM
ineHTudikauinHMM HOMEpPOM MOC/IAOBHOCTI, TOMYy WO JBa ANaHUOIMM HEe TMOBHICTIO
KoOMnaemeHTapHi oaAuH oaHomy. Okpemi 3anuwku, aki mictate MHK abo "nentugo-
HYKNeiHOBY KMCNOTY" BBAXKAKOTbCA HyKNeoTUAAMM BianoBigHO A0 naparpada 3(g) ctaHaapTy
BOIB ST.26. Tomy HWKHiM naHutor mictutb binbwe 10 nepepaxosaHux Ta '‘cneumndivyHo
BM3HAYeHMX" HYKNEeOTUAIB i NOBUHEH OYTU BKAKOYEHWNI A0 Nepesliky NocNioBHOCTEN.

NuTtaHHAa 3: AK chig npeacTaBNATU NOCNIZOBHICTb (-HOCTI) y nepeniky nocnigoBHocTen?
BepxHilt naHUtOr NOBUHEH BYTM BKAOYEHWI A0 Nepeniky NocnigoBHOCTEN sK:

tagttcattgactaaggctccccattgactaaggcegactagcattgactaaggcaage (SEQ ID NO: 36)

HWKHIN naHutor € NenTuao-HYKNEIHOBOK KUCNOTOM, i TOMy He Mae 3'-KiHuAa Ta 5'-KiHuA.
BignosiaHo Ao ab63auy 11, BiH NOBMHEH OYTWM BKAOYEHMN A0 Nepeniky nocnigosHocten "y
HaNPAMKY 3/iBa HanpaBo, AKUW iMIiTYE HanpamoK Big 5'-kiHua po 3'-KiHus". Tomy BiH
NOBWHEH BYTM BK/IKOYEHUI 40 Nepeniky NOCNiA40BHOCTEN sK:

cgcctnagtcaatggg (SEQ ID NO: 37)

Keanidikatop "organism" Knawua ¢yHKUji "source" noBuHeH maTu 3HadeHHs "synthetic
construct" Ta oboB'a3koBuiA KBanidikatop "mol_type" 3i 3HaueHHAM "other DNA". HuxHil
NIAHLIOT MOBUHEH 6YyTM onucaHMM B Tabauui PYHKLUiM, BUKOPUCTOBYIOUYM KoY YHKLi
"modified_base" Ta 0608'a3koBMi1 KBanidikaTop "mod_base" 3 abpesiatypoto "OTHER".

Ksanidikatop "note" noBuHeH 6yTM BKAOYEHWUIA Pa3OM i3 MOBHOK HECKOPOYEHOK HA3BOM
moaundikoBaHUX HYKNeoTUaiB, Takoto AK "N-(2-amiHoeTnn) rniumH Hykneosnan".

3anmwok "n" noBuHeH 6yTVM Aani onucaHu B Tabauui GYHKLIN 3 BUKOPUCTAHHSAM Kato4ya
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¢oyHKuii "modified_base" Ta obos'azkoBoro kBanidpikatopa "mod_base" 3 abpesiaTypoto
"OTHER". KBanidikaTop "note" noBMHEH OYTN BKAOYEHMI 3 MOBHOK HECKOPOYEHOI HA3BO
moandikosaHoro Hykneotmay: "N-(2-amiHoeTun) rniumnH 5-HitpoiHgon abo N-(2-amiHoeTun)
rNiLMH 3-HiTpoiHaon".

BignosigHi naparpadm craHpapty BOIB ST.26: 3(g), 7(a), 11(b), 17 1a 18
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Npuknag 11(b)-2: ABoNaHLIOroBa HyKN1€0TUAHA NOCNIAOBHICTb — BiAACYTHiA CErMeHT cnaploBaHHA
OCHOB

MaTeHTHa 3aABKA ONMCYE TaKy 4BONAHLIOrOBY NocnigosHicto JHK:

3’ -CCGGTTAGCTTATACGCTAGGGCTA-5'

LEETET PPl
5’ -GGCCAATATGGCTTGCGATCCCGAT-3’

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

TAK

KoKHWIA NaHUor nepepaxoBaHoi ABOJIAHLIOrOBOI HYKAEOTUAHOT NOC/iA0OBHOCTI Mae Ginblue
10 cneuymdiyHO BM3HAYEHUX HyKneoTuais. ObuaBa NaHUIOMM NOBWUHHI ByTM BKAKOYEHI A0
nepeniky nOCAIAOBHOCTEN, KOMEH 3 SAKWUX Ma€E BAACHWUI igeHTUdIKaUiiHUI  Homep
NOCNifOBHOCTI, TOMY LLO [1Ba JIAHLIOMM HE MOBHICTIO KOMMNJEMEHTAPHI OAUH O4HOMY.

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

MocnigoBHICTL KOXKHOIO NaHLUIOra NoBMHHA OYyTU NpeacTassieHa y HaNPsAMKY Big 5'-KiHua oo
3'-KiHUA | MaTW BNACHUM iaeHTUdIKaLiAHWIA HOMepP NOCAIA0BHOCTI:

atcgggatcgcatattcgattggec (BepxHin naHytor) (SEQ ID NO: 38) i
ggccaatatggcttgegatceecgat (HMKHIM nanutor) (SEQ ID NO: 39)

BianosigHi naparpa¢um crangapty BOIB ST.26: 7(a), 11(b) Ta 13
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Mapaepag 12 — Kinvuesa nocnidosHicme HyKneomuodis
MNpuknag 12-1: KinbuesBa NocnigoBHICTb HYKNEOTUAB

3anABKa HA NAaTEHT MICTUTb HAaCTYNHUIN MaNtOHOK, AKUI PO3KpMBaE NocnifoBHicTb AHK nnasmign
pCIRCL:

!

atggataatgaagaagttaacgaagaatgtatgagattatttttcaagaacgctcgtgcgecatctggataaacatctaacatcaaggttgacatgcgatg

pCIRC1

caatg

(834

rooelbaeleRRRbERORRRED]AY1DRIDDRDERDD1D132DbelDRIDARPRRDDDYBDRIREDDIRDD1DD3 30D ebED I AbORD BRI BIRDDIRRER

MuTtaHHA 1: Y Bumarae ctaHgapt BOIB ST.26 BKAlOUEeHHA NocnigoBHoOCTI (-ei)?
TAK

MNepepaxoBaHa HyKAeoTMAHA MOCNIQOBHICTE MicTUTb 6Ginbwe 10 cneundiyHO BU3HAYEHUX
HyKneoTnais. TaKUM YMHOM, MNOCNIAOBHICTb MA€E BYTK BKAKOYEHA [0 nepeniky NocnifoBHOCTEN,
AK Toro Bumarae naparpad (7)(a) crangapty BOIB ST.26.

MuTtaHHAa 3: AK cnig npeacTaBAATUM NOCAIAZO0BHICTb (-HOCTI) y nepeniky nocnigoBHocTeit?

3rigHo 3 naparpadom 12 ctaHgapty BOIB ST.26, KoAu HyKneoTugHi NoCNigoBHOCTI MatloTb
KinbLeBY KOHirypauito, 3aABHUK MOBMHEH 0OpaTM HYKAEOTUZ, Yy MNONOXKEHHI 3anMWKy nig,
Homepom 1. [ins uinen uboro NpMKNagy 3aaMWokK "a", no3HauyeHU CTPINKOK Ha MasoHKY, byae
BUKOPUCTAHO 5IK NONOXKeHHA 1. OaHaK 6yAb-aKUI 3aNMLWLOK MOoXKe 6yTM 06paHMit AK NONOXKEHHA
1. I3 3a3Ha4YEHNM 3a/IULLIKOM 3a CTPI/IKOKO AK MNOMIOXKEHHA 1, NOCnifoBHICTL Mae byTK BKAKOYEHA

0,0 nepeniky nocnifoBHOCTEN AK:

atggataatgaagaagttaacgaagaatgtatgagattatttttcaagaacgctcgtgegeatctggataaacatctaacatcaaggttga
catgcgatgaaaatgaaaatgcatatatcacgttcagatgcttcctggatggaatacatcgcaaatctactaggtttctcgaagagctactt
ttgaaacaagaaaatatgtaccaccaatg (SEQ ID NO: 98)

MocninoBHiCTb Mae 6yTM A04aTKOBO OMMCaHa 3a AONOMOroko Kiawda ¢yHKuii "misc_feature" i3
JNIoKanisauieo "21271", AKa BKasye, WO OCTaHHIA 3a/IMLWIOK Yy MNOCANIAOBHOCTI, NMONOXKEHHS 212,
nos’s3aHMn i3 3anMwKkom 1. Keanidikatop "note". noBuMHEH OyTM BKAOYEHWI pa3om i3
3HaYeHHAM, IKe BKa3ye Ha Te, L0 MOIEKYNa € Ki/ibL,eBOoto.

BignosigHi naparpadu craHgapTty BOIB ST.26: 7(a), 12 i kntou pyHKuii 5.15 Po3giny 5 JoaaTtka |
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Mapaepag 14 — Cumeon "t" nosHayae ypayun e PHK

MNpuknag 14-1: Cumson "t" npepcraBnse ypaumun y PHK

Y NaTeHTHIl 3asBLi ONMUCYETLCA TaKa CNOJyKa:

O
H

CermeHT A ccuguegt-3'—P—0 N

cermeHT B uaguuguagaggccugucct-s' —-Il’—U

OH _

n
[e cermeHT A i cermeHT B € nocnigosHoctamm PHK.

MuTtaHHA 1: Y BUMmarae ctaHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eit)?
TAK - cermeHT B

HI - cermeHT A

NiK nocni Ten MiCcTUT rMeHTHU cn i neotuais,
Mepenik Nocnif0BHOCTEN MICTUTL ABA CErMEHTU cneundivHO BU3SHAYEHNX HYKNeoTuAiB
pPO3A4i/IeHNX HAaCTYMHOK CTPYKTYpPOIO "NiHKep":

{

0 N
N O

CTpyKTypa NniHKepa He € HyKneoTMaom BignosigHO A0 naparpada 3(g); OTKe, KOMKHWUM
CEerMeHT MOBMHEH PO3rAAAaTUCA SIK OKpema MocnifoBHicTb. CermeHT B mictuTb 6inbwe 10
cneundiyHo BM3HAYEHUX HYKNeoTuAiB i, BignosigHo Ao naparpada 7(a) ctangapty BOIB
ST.26, mae 6yTK BKAOYEHMN A0 Nepeniky nocnigosHoctei. CermeHT A micTuTb nuie 8

cneundiyHo BM3HAYEHUX HYKNEOTUAIB i TOMYy He Mae OyTU BKAOYEHUA A0 nepeniky
nocnigoBHOCTEMN.

MutaHHAa 2: Yu po3Bonse ctaHgapt BOIB ST.26 BKAIOYEHHA NOCNif0BHOCTI (-eif)?
HI

CermeHT A mictutb meHwe 10 cneumdpiyHO BU3HAYEHUX HYKNeoTuAisB, i BiANOBIAHO A0
naparpada 8 CraHgapty BOIB ST.26, He nNOBMHEH OYTM BKAKYEHUMM A0 Mepeniky
nocnigoBHOCTEN.
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MutaHHA 3: K chig npepcTaBAATM NOCNIAO0BHICTbL (-HOCTI) y nepeniky nocnigoBHocTe?

CermeHT B - ue monekyna PHK; omke, enemeHT "INSDSeq_moltype" nosuHeH 6yt "PHK".
Cumson "u" He NOBMHEH BMKOPWUCTOBYBATUCHL ANA MO3HAYEHHA ypauuay B monekyni PHK y
nepeniky nocnigosHocteit. BignosigHo Ao naparpada 14, cumson "t" cnig Taymauntu Ak
ypaumn y PHK. BignosigHo, cermeHT B noBWHEH OyTM BKAOYEHUI [0 nepeniky
NOCNiAOBHOCTEN AK:

tcctgtccggagatgttgat (SEQ ID NO: 40)

TumiH y PHK BBaxaeTbca mogndikoBaHUM HYKNeoTUA0M, TO6TO MoandIKOBaHUM ypaLMIOMm,
i NOBMHEH ByTW NpeacTaBneHUI B nocaigoBHoCTI AK "t" i goaaTKoBO onucaHuit B Tabauui
dYHKUiN. BignosigHo, TUMIH y nonoXKeHHi 1 noBMHeH ByTn A0AaTKOBO ONMCaHWIA 33
aonomoroto Kntoua ¢yHKLUiT "modified_base", kBanidikaTopa "mod_base" 3i 3HaueHHAM
kBanidikaTopa "OTHER" i kBanidikaTopa "note" 3i 3HayeHHAM KBanidikaTtopa "thymine".

TuMmiH, T06TO MoaudikoBaHWUI ypauma, B NOJOXKEHHI 1 TaKOXX NOBUHEH OYTM A404aTKOBO
onucaHui y Tabauui JyHKUIM 3 BUKOPUCTAHHAM Kaoda dyHKUii "misc_feature" Ta
KBanidikaTopa "note" 3i 3HaueHHAM, Hanpuknag, "5&apos- KUCEHb TUMIANHY NPUELHYETLCA
3a gonomorot niHKkepa (4-(3-riapokcnbeHsamino)bytnn) ¢docdiHoBOI KUCAOTM A0 iHWOT
HyKneoTugHoi nocnigosHocTi". [e AouinbHO, iHWAa MNOCAIAOBHICTb MoOXe  6yTu
b6e3snocepeAHbO BKa3aHa fK 3Ha4YeHHA B KBanidikatopi "note".

BignosigHi naparpa¢um crangapty BOIB ST.26: 3(g), 7(a), 8, 13, 14, 19 Tta 54
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Mapaepag 27 — Mae sukopucmosgysamucs Halibinbw obmexcysasnbHUll 6a2amo3Ha4yHuli cumeosn
amiHoKucnomu

Mpuknag 27-1: CKopoueHa popmyna gasa HYKNeoTUAHOI NOCNiAOBHOCTI

(GGGz),
[e z anse coboto byab-AKy aMmiHOKMUCNOTY.

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

TAK

MocnipoBHicTb po3KpuBaeTbca AK dopmyna. (GGGz)2 - uUe NPOCTO CKOpo4veHuir cnocib
npeactaBsieHHs  nocnigoBHoctTi GGGzGGGz.  3a3Buuald, CnoyaTKy  MOCAIAOBHICTb

n_n

PO3KPUBAETbLCA, @ BU3HAYEHHS ByAb-AKOi 3MiHHOI, Hanpuknag, "z" gaeTbea nicnsa uboro.
MocnigoBHICTb BUKOPUCTOBYE HECTAaHAAPTHUI cumBos "z". HeobxigHO AaTn BU3HA4YeHHa "z"
IPYHTYIOYNCb Ha MOACHEHHI NOCAIAOBHOCTI B OMWCI, AKE BU3HAYaE LLeN CMMBOA AK Byab-siky
amiHoKkucnoty (Qus. Bctynm Ao uboro AoKymeHTta). lpuknag He nepeabdayvae KoAHMX
obmerkeHb ana "z", HanpuKkaagd, Wo BOHM € OAHAKOBUMM B KOXKHOMY BUMNAAKY.

Tomy "z" € ekBiBaneHTOM cTaHaapTtHomy cumsony "X", i menTug y npuKknagi mae Bicim
nepepaxoBaHMX aAMIHOKUCAOT, WICTb 3 AKUX € cneundiyHO BU3HAYEHMMM 3aNULLKAMMU
rniumMHy. BianosigHo ao naparpada 7(b) ctaHpgapTty BOIB ST.26, nocnifoBHiCTb Mae 6yTu
BK/IlOYEHA A0 Nepeniky NocnigoBHOCTeN AK oA4Ha NOCAIAO0BHICTb 3 0AHUM iAeHTUDIKALLIMHUM
HOMEpPOM NMOCAiAOBHOCTI.

Cnif, 3BepHYTHM yBary, WO LA NOCNILOBHICTb OXONAETLCA Naparpadom 7(b), He3BaxKatoumn Ha
Te, WO NepepaxoBaHi Ta cneundivHO BU3HAUEHI 3a/IMLLKN HE € CYMIXKHUMM.

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

Y nocnifoBHOCTI BUKOPUCTOBYETbCS HECTaHAAPTHUIA cumBon "z", AKWIA BignNoBiAHO A0 onucy
€ byab-akoto amiHokucnotor. CTaHOApTHUA CUMBOA, AKMMA  BUKOPMUCTOBYETbCA ANS
nosHayeHHs "Oyab-akoi amiHokucnotn", € "X". Tomy nOCNigOBHICTb MNOBWHHa 6yTH
npeacTaB/ieHa AK 04Ha PO3LWMpPEHa NOCAILOBHICTb:

GGGXGGGX (SEQ ID NO: 41)

BignosiaHo ao naparpada 27, "X" mae po3srnagatuca ak bygb-akuit is cumsonis "A", "R", "N",
"p","c","Q", "e", "G", "H", "I, "L", "K", "™m", "F", "P", "O", "S", "u", "T", "W", "Y" abo "V",
OKpiM BMNaAKiB, KON BiH BUKOPUCTOBYETbCA i3 A0AATKOBMM OMUCOM Yy Tabnuui GyHKUiR.
Tomy, akwo cumson "X" MOBMHEH BUKOPMUCTOBYBATMUCb AN1A npeacTaBneHHAa "byab-akoi
amiHoKucnotn", Toaji BiH Mae 6yTM onNnUCaHNI 3 BUKOPUCTAHHAM Katova ¢yHKuii "VARIANT" Ta
kBanidpikatopa "NOTE" 3i 3HaueHHAM "X morKe H6yTn Byab-AKOK amiHOKUCAOTO".

Oe pouinbHo, KoxeH "X" mae 6yt onucaHui okpemo. lNpoTe, obnactb 6e3nepepBHUX
3anmwkie "X" abo MHOXWMHA 3anuwkis "X", po3nogineHa B NOCAIAOBHOCTI, MOXe OyTn
CNiNbHO onMcaHa 3a gonomorot Kawuva GyHKuUii "VARIANT" 3 BUKOPUCTAHHAM CUHTaKCUCy

nyn nen

"X..y" B AKOCTI AeckpuntTopa noKanizauii, ae "x" Ta "y" — nonoeHHA Nepworo Ta OCTaHHbOTO
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3anmwkis "X"; Ta Keanidikatopa "NOTE" 3i 3HaueHHAM "X moxke 6yt 6yab-aKoto
amiHoKucnoTotr".

Kpim TOro, npuknag, He po3kpuBae, Wwo "z" - ogHaKoBa aMiHOKMCNOTa B 060X NONOXKEHHAX B
po3LWMpeHiit nocnigoBHocTi. OAHaK, AKLWO "z" PO3KPMBAETLCA AK OAHA | Ta X aMiHOKUCAOTa B
0b6ox nonoxeHHax, TO Kaod  ¢OyHKUii  "VARIANT" Ta kBanipikatop "NOTE" mae
CYNnpoBO/KYBATUCA KOMEHTapeM, B AKOMY 3a3Ha4a€eTbCA, Wo "X" y nonoxKeHHAX 4 Ta 8 MoxKe
6yt ByAb-AKOK aMiHOKMCNOTOLO, AKLLO BOHM OZ4HAKOBI B 060X MOIOMKEHHAX.

BignosigHi naparpadum craHpapty BOIB ST.26: 3(c), 7(b) Ta 27
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Mpuknag 27-2: CKopoueHa popmyna - MeHLWe YOTUPbOX cneundpiyHO BUSHAYEHUX aMiHOKMUCNOT

NenTtng popmynu (Gly-Gly-Gly-z)n
PO3KpUTTA Aani BKA3yeE, WO z € OyAb-AKO aMiHOKMCNOTO Ta

(i) 3miHHa n aBNAE coboto byab-AKy A0BXKMHY; abo
(i) 3miHHa n cTaHoBUTL 2-100, NnepeBakHO 3
MutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 BkAoueHHA nocnigosHocTi (-ei)?

HI

Po3rnag o6ox po3KkpuTUX BapiaHTiB 3ailcHeHHs (i) Ta (ii) nepeniyeHoro nentnay dopmynm
NnokKasye, Wwo "n" moxke 6ytTn "6yab-aKoi AOBXMHKU"; OTXKe, HalbiNbll OXONAOYMIA BapiaHT
34iMcHeHHA "n" € HeBM3HavyeHUM. OckinbKn "n" € HeBM3HaYeHUM, nenTng GOPMyan He MOXKe
6yTN PO3WMPEHNI A0 NEBHOI AOBXWUHM, @ OTXKE, MA€E PO3rNA4aTUCA HePO3LWMpPeHa dopmyna.
MepeniyeHnn nentua y HeposwupeHin dopmyni ("n" = 1) 3abesnedye Tpu cneumndivyHo
BM3HA4YeHi aMiHOKUCAOTK, KOXHa 3 aKnx € Gly i cumeonom "z". 3assuuain "Z" € cumsonom
"rnytamiHy abo rnytamiHOBOi KMCnoTW'; oAHAK, NpuKnag Bu3Hayae "z" aKk "Oyab-aky
amiHokucnoty" (Ous. Bctyn 4o uboro AoKkymeHTa). BianosigHo Ao craHgapTy BOIB ST.26 -
aMiHOKMCNOTa, AKa He € crneundiyHo BM3HaAYeHolo, nosHayvaebTca "X". Ha nigcrasi uboro
aHani3y nepepaxoBaHMi nentung, 106170 GGGX, HE MICTUTb YOTMPU cneundiyHO BU3HAYEHI
amiHokucnotu. Tomy naparpad 7(b) craHaapty BOIB ST.26 He BMMara€e BK/IOYEHHS,
'

He3BaXalun Ha Te, WO B AEAKMX BapiaHTax 3A4iCHeHHA "n" TakoX BU3HA4YaETbCA fAK
KOHKPETHI YNCNOBIi 3HAYEHHA.

MuTaHHA 2: Yu go3sonse ctaHaapT BOIB ST.26 BKOYEHHA NOCNIA0BHOCTI (-eit)?

TAK

MpWKnag Hafa€ KOHKPETHE YMCesibHE 3HAYEHHA ANA 3MiHHOI "n", TOBTO HUXKHA mMexa - 2,
BepxHA mexa - 100, Ta TouHe 3HayeHHA 3. byab-AKa NOCNiIAOBHICTb, AKA MICTUTb NPUHANMHI
yoTUpPK cneumdiyHo BM3HAYEHi aMIHOKMCNOTM, MOXKe OyTM BKAOYEHA [0 Nepeniky
nocnigoBHOCTEMN.

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

MepeBara Haga€eTbCA NOCNIAOBHOCTI, WO micTuTb 100 Konit GGGX (SEQ ID NO: 42). HactynHe
TNIYMa4yeHHs NOBUHHE BKa3yBaTW, WO WoHanbinbwe 98 konit GGGX MoXKyTb 6yTM BUAANEHI.
HacTinHO peKoMeHAYETbCA BKAOYUTM A0AATKOBI KOHKPETHI BapiaHTU 34iMCHEHHA, AKi €
KNOUYOBOH YAaCTMHOK BUHAXOAY.

BianosiaHo ao naparpadga 27, "X" mae po3srnagatuca Ak byab-akuit is cumsonis "A", "R", "N",
I|Dl|' IICII’ IlQll' IlEII, IIGH’ "H", IIIII’ |IL|I’ |IKII’ |IMII’ |IF|I’ lIPll' IIOII' "S", I|Ul|' IITIl' IIWH' IlYll a60 llVlI’
OKpiM BMMNaZKiB, KON BiH BUKOPUCTOBYETLCA i3 AOAATKOBMM ONUCOM Y Tabnumui GyHKLUiR.

Tomy, Akwo cumson "X" NOBMHEH BMKOPUCTOBYBATUCL ANA NpeAcTaBneHHA "Oyab-AKoi
amMmiHoKkncnotn", Toai BiH Mae 6yTU onncaHnii 3 BUKOPUCTaHHAM Katoda GyHKLUiT "VARIANT" Ta
KBasnidikaTopa "NOTE" 3i 3HaueHHAM "X morKe byTn Byab-1KOH aMiHOKMUC/IOTOD".
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Oe pouinbHo, KoxeH "X" mae 6yt onucaHui okpemo. lMpoTe, obnactb H6e3nepepBHUX
3anmwkie "X" abo MHOXWMHA 3anuuwkis "X", po3nogineHa B NOCAIAOBHOCTI, MOXe OyTn
CninbHO onucaHa 3a gonomoroto Kada ¢yHKuii "VARIANT" 3 BUKOPUCTaHHSAM CUHTAKCUCY
"x..y" B AKOCTi geckpunTtopa nokanisauii, ge "x" 1a "y" — NoN0¥KeHHA NepLoro Ta 0OCTaHHbLOIo
3anmwkis "X"; Ta Keanidikatopa "NOTE" 3i 3HaueHHAM "X moxke Oyt 6yab-aKoto
amiHoKucnotor".

NONEPEAMXEHHA. T[lepeBa)kHe npeacTaBaAeHHA NOCAILOBHOCTI, 3a3HA4YeHOI BULLE,
CNpAMOBaAHe Ha HafaHHA Mepeniky NoCNiLOBHOCTEM HA AaTy NOAAHHA NATEHTHOI 3aABKM.
Take came NOJAHHA MOXe OyTM HenpUUHATHMM LWOAO Mepeniky NocnifoBHOCTEN, AKWUN
HaAa€ETbCA NiCNA AAaTU NOAAHHA NATEHTHOI 3aABKU, OCKIZIbKM HEOOXiAHO BUPILLINUTUY, UM MOXKe

HagaHa iHbopmauia byTn posrnaHyta BIB ana aoaaHHA 06'eKTy A0 NepBMHHO NOJAHOrO
onucy.

BignosigHi naparpa¢um crangapty BOIB ST.26: 3 (c), 7(b), 26 Ta 27
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Npuknag 27-3: CKkopoueHa popmyna - YoTupu abo 6inbwe cneymndiuHo BU3HaAUYEHi aMiHOKUCIOTH

NenTtng popmynu (Gly-Gly-Gly-z)n
e z - byab-aka amiHOKMC/I0Ta | 3MiHHA n cTaHOBUTL 2-100, nepeBaxHo 3.
MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoYeHHA NocniaoBHOCTI (-ei)?

TAK

MepeniveHnn nentug, Gopmyan mMicTUTb TpK cneumdivHO BU3HAYEHI aMiHOKMCNOTHU, KOXKHa 3

AKUX ABnae coboto Gly, i cumeon "z". 3aszsuyan , "Z" € cumsonom "rnytamiHy abo
rNyTamMiHOBOI KMCNOTWU"; OAHAK OMMC B LbOMY MPWUKNAAi BM3Havae "z" Ak "Oyab-aky
amiHokucnoty" (Ous. Bctyn Ao uboro goKymeHTa). BianosigHo ao craHaapty BOIB ST.26
aMIHOKMCAOTa, fIKa He € cneundiyHo BU3HaYeHot, no3HavyeHa "X". Ha nigctasi uboro aHanisy
nepepaxoBaHWi MNOBTOPIOBAHUIM NENTUA He MICTUTb YOTUPKM cneundiyHO BU3HAYEHI
aMiHOKMCNOTU. MpoTe ONUC MICTUTb KOHKPETHE YMC/IOBE 3HAYEHHs Aas 3MiHHOT "n", TO6TO
HMXHA MeXa - 2 i BepxHA mexa - 100. Takmm YMHOM, Y NPUKIaLi PO3KPMBAETLCA NenTUa, WO
Ma€E NPUHaMMHI WicTb cneundiyHO BU3HAYEHUX aMiHOKMCAOT Y nochigoBHocTi GGGzGGGz, i
BignosigHO A0 cTaHgapTy BOIB ST.26, noBMHEH O6yTWM BKAWOYEHUMA A0 Nepeniky
nocnigoBHocTen.

MuTaHHAa 3: AK cnig npeAacTaBAATU NOCAIAZ0BHICTb (-HOCTI) y nepeniky nocnigoBHocTein?
Ockinbkn "z" nosHayae Oyab-AKY aMiHOKMC/IOTY, TO CTaHAApPTHUM CMMBOJ, WO
BUKOPWUCTOBYETLCA /151 NO3HAYEHHA YETBEPTOI Ta BOCbMOI amiHOKucaoT - "X".

CraHgapTt BOIB ST.26 BMMarae BKAOYEHHA 4O nepeniky MoCcAigoBHOCTEN nuwe oAHiel
nocnigoBHocTi, fAKa Oyna nepepaxoBaHa i 3anuMwkamu. Tomy, NpUHAMMHI opHa
NOCNifoBHICTb, WO MicTUTb Byab-akKi 2, 3 abo 100 konih GGGX, NOBMHHa OYTU BKAOYEHA A0
nepeniky NOCNiAOBHOCTEM; OAHAK MepeBara HaAA€TbCA  HaMbinbW  OXON/OKOYIM
nocnigosHocTi, wo mictutb 100 Konin GGGX (SEQID No: 42) (0dus. Bctyn Ao uboro
AOKYMeHTa). B ocTaHHbOMY BUMNAAKY A0AATKOBE TYMadeHHs, o A0 98 Konih GGGX MOXKyTb
6yTM BMAaneHi. HacTiMHO peKoMeHAYETbCA BKAKUMTM ABi A0AATKOBI NOCAIAOBHOCTI, WO
micTatb 2 Ta 3 Konii GGGX, BignosiaHo (SEQ ID NO: 44-45).

BianosiaHo ao naparpada 27, "X" mae po3srnagatuca Ak byab-akuit is cumsonis "A", "R", "N",
"D", "C", "Q", "E", “G", "H", "|", “L", "K", “M", an’ "P"' "O", "S", "U", "T", "W", nYu a60 "V“,
OKpiM BMNaAKiB, KON BiH BUKOPUCTOBYETLCA i3 A0AATKOBUM OMUCOM Yy Tabnuui GyHKLUIA.
Tomy, saKkwo cumson "X" NMOBMHEH BUKOPMCTOBYBATUCb ANA NpeAcTaBiaeHHA "Oyab-AKoi
amiHoKkncnotn", Toai BiH Mae 6yTu onncaHnii 3 BUKOPUCTaHHAM Katoda GyHKLUiT "VARIANT" Ta
kBasidikaTopa "NOTE" 3i 3HaueHHAM "X MOrKe 6yTH ByAb-sIKOK aMiHOKMC/IOTOD".

Oe pouinbHo, KoxeH "X" mae 6yTM onucaHuit okpemo. [poTe, obnactb GesnepepBHUX
3annuwkiB "X" abo mMHOXMHa 3anuwkis "X", posnogineHa B NOCNiIAOBHOCTI, MOXKe O6yTu
cninbHO onucaHa 3a gonomoroto Katoda GyHKuii "VARIANT" 3 BUKOPUCTAaHHAM CUHTaKCUcy

"x..y" B AKOCTi geckpunTtopa nokaniszauii, ae "x" ta "y" — NoNoXeHHA NepLuworo Ta 0CTaHHbOro
saanuwkiBs "X"; Ta KBanidpikatopa "NOTE" 3i 3HayeHHAM "X Moxe 0Oyt 6Oyab-AKoto

amMiHOKucnoToto".

non

Kpim Toro, npuKknag, He onucye, WO 3MiHHA "z" oAHaKoBa B KOXHOMY 3 ABOX BMMAAKiB Y
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n_n

pO3LWMpeHii nocnigoBHOCTI. MpoTe, AKWO "z" PO3KPMBAETLCA AK O4HAKOBA aMiHOKMCAOTA Y
BCiX NOKanizayiax, To kaou ¢yHKuii VARIANT i kBanipikatop NOTE mae Bkasysatu, wo "X"y
BCiX MOJIOXKEHHAX MOKe 6yTn Byab-AKOK aMiHOKMCNOTOD, AKLLO BOHA € OAHAKOBOK B YCiX
NoKanisauifax.

NONEPEAMEHHA. [lepeBa)kHe npeacTaBAeHHA NOCAIAOBHOCTI, 3a3HayeHOi  BuLle,
CNpPAMOBaHe Ha HagaHHA Mepesiiky NoCNiAOBHOCTEN HA AaTy NOAAHHA NMATEHTHOI 3aABKM.
Take came NOJaHHA MoXe OyTM HenpUMUHATHMM LWOAO Mepeniky NocNifoBHOCTEN, AKWUM
HaAA€ETbCA NicnA AaTW NOAAHHA NATEHTHOI 3aABKM, OCKIIbKM HEOOXiAHO BUPILLNTH, YN MOXKe
HagaHa iHbopmauia 6yTn posriaHyTa BIB ans gogaHHA 06'eKTy 40 NepBUHHO MOAAHOro
onucy.

BianosigHi naparpa¢m ctaHgapty BOIB ST.26: 3(c), 7(b), 26 Ta 27
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Mapaepag 28 - AMiHOKUCAOMHI NocnidosHOCMI, po30ineHi BHymMpPIiWHIMU mepmMiHamopamu

Mpuknag 28-1: Kogyloua HyKNeoTUAHA NOCNIAO0BHICTb i KOAOBaHA aMiHOKUCNOTHA NOCAIJO0BHICTb

MaTeHTHA 3aABKa ONUCYE 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 ttga 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

£ b= =

Binok A
gaa agc ggg cag tga atg acc atg att acg gat tca ctg gcc gtc gtt
Glu Ser Gly Gln Met Thr Met Ile Thr Asp Ser Leu Ala Val Val
>
tta caa cgt cagt gac tgg gaa aac cct ggc gtt acc caa ctt aat cac
Leu Gln Arg Arg Asp Trp Glu Asn Pro Gly Val Thr Gln Leu Asn Arg
binok B
ctt gca gca cat tgg tgt caa aaa taa taataaccgg atgtactatt
Leu Ala Ala His Trp Cys Gln Lys
>

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

Binok C
tcaggatgcgg cgcgacgctt atccgaccaa catatcataa

MuTtaHHA 1: Y BUMmarae craHgapt BOIB ST.26 BKAlOYEHHA NOoCNiaoBHOCTI (-eid)?

TAK

3anABKa ONUCYE HYKNEOTUAHY NOCNIAOBHICTb, WO MICTUTb TEPMiHALIMHI KOAOHW, SKI KOAYIOTb
TPW Pi3Hi aMiIHOKUC/IOTHI MOCNiA0BHOCTI.

Mepenik HYKNeoTUAHMX nocnigoBHocTer MmictuTb 6Ginbwe 10 cneundiyHo BU3HAYEHUX
HyKNneoTuais i NOBMHEH OyTM BKAOYEHWIM [0 nepeniky nocnifoBHOCTEM AK ofgHa
NOCNiA0BHICTb.

LLlo cTocyeTbca KogoBaHMX aMiHOKMCNIOTHUX NOCNIAOBHOCTEN, TO Naparpad 28 Bumarae, wob
AMiHOKMCAOTHI NOCNiAOBHOCTI, pO34ineHi CMMBOIOM BHYTPILWWHbOrO TEPMIHATOpPa, TaKMM AK
ren, NOBWHHI OYTM BKAKOYEHI AK OKpemi nocnigoBHOCTI. OCKiIbKM KOMKHA MOCAIA0BHICTb:
"Binok A", "Binok B" Ta "Binok C" mictuTb YoTMpu abo binblwe cneumndiyHo BU3HAYEHUX
amiHokucnoT, naparpad 7(b) ctaHgapTy BOIB ST.26 BMMarae BKIOYEHHA KOXKHOI 40 Nepeniky
NoCcNiAOBHOCTEN | NPU3HAYEHHA BAACHOIO iAeHTUdiKaLIMHOroO HOMepPY NOCAIAO0BHOCTI.

MutaHHa 3: K cnia npeAcTaBAATYM NOCNIAOBHICTb (-HOCTI) y nepeniky nocnigoBHOCTEN?
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HykneoTugHa NnocnifoBHICTb NOBMHHA BYTK BKAKOYEHA A0 Nepeniky NocNiA0BHOCTEN fAK:

caattcagggtggtgaatatggcgcccaatacgcaaaccgectctccecgegegttggecgattcattaatggaaagegggca
gtgaatgaccatgattacggattcactggccgtcgttttacaacgtcgtgactgggaaaaccctggegttacccaacttaatege
cttgcagcacattggtgtcaaaaataataataaccggatgtactatttatccctgatgetgegtegtcaggtgaatgaagteget
taagcaatcaatgtcggatgcggcgegacgcttatccgaccaacatatcataa (SEQ ID NO:46)

HykneoTngHa nocnigoBHICTb Mae 6yTM A0AATKOBO ONMCAHA, BUKOPUCTOBYHOUM KAtOY dYyHKL,
"CDS" pna KoxHoro 3 Tpbox 6inkiB Ta enemeHT INSDFeature_location cnig Bu3HauvaTh
NIOKanNi3auito KOXHOI KoAyto4voi NOCAif0BHOCTI, BKAOYAOYM CTOM-KOA4OH. Kpim TOro, ana
KOXHOro Kntoda ¢yHKuii "CDS" nosumHeH 6yTn BKAOYeHMIM KBanidikatop "translation" sk
3HayeHHA KBasidikaTtopa "amino acid sequence of the protein". 3aABka He po3KpuBae
Tabanyto reHeTUYHUX KOAIB, AKa 3aCTOCOBYETbCA ANA TpaHcAaUil (aus. Tabauuto 5 Po3giny 9
Jopatky 1). AKWO 3acTtocoByeTbcA Tabnvusa CTaHAAPTHUX KopgiB, To KBanidikatop
"transl|_table" He noTpibeH; ogHaK, AKWO 3aCTOCOBYETLCA iHWA TabaAnUA reHeTUYHUX KOAiB,
Toai Ana KeBanipikatopa "transl table" mae 6yTM 3a3HayeHo BigMNOBiAHE 3HaYeHHA
KBanidikaTopa 3 Tabauui 5. HapewTi, KBanipikatop "protein_id" noBuHeH 6yTn BKAKOUYEHWIA 3i
3HaYeHHAM KBanidikaTopa, WO BKA3YE iAeHTUOIKALIMHWMIA HOMeEP MNOCANILOBHOCTI KOXHOI
TPaHCAbOBAHOI aMiHOKMCNOTHOI NOCNiAOBHOCTI.

AMIHOKMCNOTHI NOCAIAOBHOCTI NOBMHHI BYTM BKAOYEHI AK OKPeMmMi NOCNiAOBHOCTI, KOXHa 3
AKMX MAE BNIACHUN iaeHTUIKaLIMHNIA HOMepP NOCAIA0BHOCTI:

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

MLRRQVNEVA (SEQ ID NO: 49)

NMPUMITKA: Aus. "Mpuknag 90-1 AMIHOKMCAOTHA NOCAIAOBHICTb, KOZOBaHa KOAYHYOMO
NoCNigoBHICTIO 3 iIHTPOHamK" Ana intocTpauii TpaHCIbOBaHOI aMiHOKMCAOTHOT NOCNiA0BHOCTI,
npeacTaB/eHOI AK O4HA NOCAIAOBHICTb.

BignosigHi naparpadum craHgapty BOIB ST.26: 7, 26, 28, 57, 89-92
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Mapaepacgp 29 - lpedcmasnaeHHA "iHWoi" amiHokucaomu

MNpuknag 29-1: Haibinbw obmerkyBanbHU 6araTo3HauHU cumBeon aasa "iHWOI" amiHOKKMcAOoTH

MaTeHTHa 3aABKa ONWUCYE TaKy NOCNIAOBHICTb:
Ala-Hse-X1-X2-X3-X4-Tyr-Leu-Gly-Ser
[Oe X1 = Ala abo Gly,

X2 = Ala a6o Gly,

X3 = Ala abo Gly,

X4 = Ala abo Gly, i

Hse = lomocepuH

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

TAK

MepeniyeHnn nentTua, MICTUTb N'ATb cneundiyHO BU3HAYEHMX aMiHOKucnoT. Cumson "X"
3a3BMYaAl BMKOPMUCTOBYETHCA ANA MO3HAYEHHA ABOX aMIHOKMCNOT AK anbTepHaTus (Ous.
BcTyn 40 LbOro AOKYMEHTA).

OcKinbKu icHye n'aTb cneyMdivHO BU3HAYEHMX aMiHOKMCAOT, Hanpuknag Ala, Tyr, Leu, Gly Ta
Ser, naparpad 7(b) crangapty BOIB ST.26, BUMarae BK/IOYEHHA NOCNIAOBHOCTI A0 Nepeniky
nocnigoBHocTeN.

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

Maparpad 29 sBumarae, wWob b6yap-aKka "iHwWa" amiHOKMCNOTa NOBMHHA OyTW NpeacTaBieHa
cumBosiom "X". TocniaoBHICTb Y NpUKAadi MICTUTb aMiHOKUCNOTY Hse B MOMOXeEHHi 2, AKoi
Hema B Tabnuui 3 Po3ainy 3 Aopatky |. BianosigHo, Hse € "iHwow" amiHOKucnoToto i
NnoBWHHa byTu npeacTassieHa cumaoaom X",

X1-X4 € BapiaHTamM MNONOXKEHb, KOXEH 3 AKUX MoxKe bytm A abo G. Halbinblu
obmerKyBanbHMM 6araTo3Ha4YHUM CMMBOJIOM ANna anbTepHatue A abo G € "X". Tomy
NocNigoBHICTb MOXKe 6YyTU NpeacTaB/eHa sK:

AXXXXXYLGS (SEQ ID NO: 50)

BKntouyeHHsA Oyab-AKOI KOHKPEeTHOI nocnigoBHOCTI, HeobxigHoi ana onucy abo ¢opmynm
BMHAXOAy, HACTIMHO PEKOMEHAYETbCA, AK Le byno 3a3Ha4YeHo y BCTYMi 40 LUbOro AOKYMEHTA.

Ockinbku amiHokucnoTta Hse BiacytHs B Tabauui 4 Po3ainy 4 Oopatky |, To Katou byHKUIT
"SITE" Ta kBanipikatop "note" NoBMHEH HadaBaTW MOBHY, HECKOPOYEHY Ha3BY FOMOCEPWUH,
BianoBsiaHo Ao naparpada 30 CtaHaapTy BOIB ST.26.

BignosiaHo Ao naparpada 27, OCKinbKM X1-X4 NpeacTaBAAloTb afibTepHATMBY nuvwe 2
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aMiHOKUCANOT, ToAi HeobxigHMN aopaTkoBM onuc. Maparpad 96 BKasye Ha Te, WO KoY
¢oyHKuii "VARIANT" mae BMKOpUCTOBYBATMCA 3 KBanipikaTtopom '"note" Ta 3HaYeHHAM
kBanidikaTopa "A abo G". BignosigHo no naparpada 34 ctaHgapTty BOIB ST.26, OCKiNbKM Ui
NONIOXKEHHA € CYMIXKHMMM Ta MalOTb OA4HAKOBUI ONUC, BOHM MOXKYTb BYyTM OnuMcaHi cninbHo,
BUKOPUCTOBYIOYM  CUHTakcuc  "3..6"  AK  [OeckpunTop  /ioKanisauii B enemeHTi
INSDFeature_location.

BianosigHi naparpadm ctaHgapty BOIB ST.26: 3(a), 7(b), 25-27, 29, 30, 34, 66, 70, 71 i 96-97
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Mpuknag 29-2: BuUKopuctaHHA BignoBigHOi HemoaudikoBaHOi aMiHOKUCIOTH
MaTeHTHa 3asBKa ONWUCYE NOCNIAOBHICTb:
Ala-Hyl-Tyr-Leu-Gly-Ser-Nle-Val-Ser-5ALA

[Oe Hyl = rigpokcunnisnH (noctrpaHcnauinHa moandikauia nisuny), Nle = HopneumH i 5ALA =
damiHoneByniHOBa KMCNOTa
3anuTtaHHA 1: yn Bumarae ST.26 BK/IIOYEHHA NOCNiA0BHOCTI(i1)?

TAK

MepepaxoBaHuUii NeNTUA, MICTUTb BiNble YHOTUPbOX KOHKPETHO BM3HAYEHUX AMIHOKMUCIOT; TOMY,
NOCNiAOBHICTb MOBMHHA OYTU BKAOYEHA 40 Nepeniky NocnigoBHOCTEN.

3anutaHHA 3: K nocnigoBHicTb (NOcNiAO0BHOCTI) Mae 6yTu npeacTaBneHa B Nepeniky
nocnigoBHocTe?

FAPOKCUANI3NUH Y MOMOMKEHHI 2, HOPNENUMH Yy MONOXEeHHi 7 i 6-amiHoneByniHoBa KucnoTa B
nonoxeHHi 10 — yci € «moandikoBaHMMMUI amiHOKMCAOTaMu». MNo-nepLue, HEOHXiAHO PO3rNAHYTH
KOXHY MoAMPIKOBAaHY aMIHOKMCNOTY Ta BM3HAYMTM, 4YM Ma€E BOHa OyTM npeacTaBneHa
Bi4MNOBIgHO HEeMOANPIKOBAHOK aMHIOKMCNOTO YK 3miHHOW "X" y nocnigoBHOCTI. Y naparpadi
29 3a3HayeHo, Wo moaudikoBaHa aMiHOKMCNOTa «MaE ByTU npeacTaBsieHa B NOCAIAOBHOCTI fK
BiANoOBiAHA HemoaMdpiKoBaHa aMiHOKMC/IOTA, KONMU LLe MOXKAUBOY.

3aABHUK BUpillye, u4nm byae moaudikoBaHa aMiHOKMC/NOTAa nNpeAcTaB/ieHa BiaNoBiAHUM
HeMoANDIKOBaHMM 3aaulIKom abo 3miHHMMK cumBonom "X". OgHak HeobxigHO BpaxoByBaTH
HaCTyMHe: AKWO aMiHOKMCNOTa MOAMGIKOBaHA LWAAXOM A0A4aBaHHA ¢dparmeHTa, HanpuKknag,
METUOBAHHA abo aueTuNoBaHHA, | OCHOBHa CTPYKTypa BiAnoBiAHOI HemoandikoBaHOI
AMIHOKMCNOTU 3araJloM He 3MIHIOETbCA, TOAI PEKOMEHAYETbCA MNOAaBaTM HeMoANIKOBAHY
aMiHoKMcnoTy. AKWO MoaudikoBaHa aMiHOKMCIOTA CTPYKTYPHO CWUIbHO BIiAPI3HAETLCA Bif
BiANOBIAHOI HeMOANGDIKOBAHOI aMiHOKMCAOTKU, TOAI PEKOMEHAYETLCA BUKOPUCTOBYBAM CUMBO/
"X".

CTpYKTypa rigpoKCUNI3UHY MalXKe iAeHTUYHA Nli3NHY, 338 BUHATKOM TOrO, LLO TpeTi Byraeupb y R-
rpyni moamndikoBaHMN rigpoKcunbHow rpynoto. OCKiNbKM OCHOBHA CTPYKTypa BignoBigHoOro
HeMoANDIKOBAHOIO 3a/IMLWLKY Ni3UHY € IHTAKTHOLO, M APOKCUNI3UH NOBUHEH BYTU NpeacTaBAeHN Yy
NocNifAoBHOCTI Ni3nHOM («K»), a He «X».

HopneiumH € isomepom nenumHy. R-rpyna nenumHy asnse coboto 4-ByrieuesuMin faHULoT,
pO3rany>KeHuUn Ha Apyromy ByraeLi.

HopnelumH Takox mae R-rpyny 3 4 Byrneusmu, ane BOHA ANiHiMHa i He po3ranyxKeHa. Takum
YNHOM, HOPNENLMH € HE NPOCTO pe3yabTaTom moandiKauii, 4oAaHOT A0 NelLUNHY, @ 30BCIM iHLLO
(xoua 1 cnopiagHeHo) CTPYKTYpOto. TOMYy PpEKOMEHAYETLCS, WOo6 HOp/eUNH ByB NpeacTaBieHni
cumBosiom "X" y nepeniky nocnigoBHOCTEN.

6-amiHoNeBYyNiHOBA KMC/I0TA He € CTPYKTYPHO NOAIOHOO A0 KOAHOT 3 aMiHOKUCAOT, NepeniyeHnx y
DOopatky |, Tabaunusa 3. Tomy pekomeHayeTbca, wWob ©&-amiHoneByniHoBa Kucnota 6Oyna
npeacrasneHa cumeosom "X" y nepeniky nocnigosHocTen.

BianoBiaHoO, NocnigoBHiCTb Mae 6yTN BKAOYEHA A0 Nepeniky NocniaoBHOCTEN fAK:

AKYLGSXVSX (SEQ ID NO: 51)
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Maparpa¢ 30 BMMarae noAanbllOro T1IyMayeHHA KOXKHOT MoandiKkoBaHOI aMiHOKMCAOTH.

MAPOKCUMANI3MH € nocTTpaHcnAuinHO moaudiKauieto nisuHy. Tomy Moro noTpibHo onucaty 3a
Aonomoroto  Knaoda ¢yHKuii "MOD_RES" pasom i3 Keanidikatopom "note", Akui onucye
moaundikauito. 3BepHiTb yBary, Wwo "rigpokcnniamH" HaBeaeHo B [loaatky 1, Po3ain 4, Tabnnus 4,
"Cnncok mogudikoBaHux amiHokucnot". OTXKe, 3HauyeHHA KBanidikaTopa "note" moxxe mictutn
abpesiaTtypy "Hyl" 3amicTb NOBHOT HECKOPOUYEHOT Ha3BM «TiAPOKCUNI3UHY.

HopneiumH He € NOCTTPAHCAALIMHO MOANDIKOBAHUM 3a/IMLLKOM, TOMY MOro HeobXiAHO onucaTtu
32 ponomoroto Kawouda o¢yHKuii "SITE" pasom i3 Keanidikatopom "note", Akui onucye
moaundikauito. BapTo 3BepHyTH yBary, Wo "HopaenuuH" TakoX BKasaHO B Tabauui 4 posainy 4
DOopatky 1. Tomy 3HauyeHHA KBanidikaTopa "note"moxke mictutn abpesiatypy "Nle" 3amicTb
NMOBHOI, HECKOPOY€EHOI Ha3Bu "Hopnenunn".

6-amiHONEeBYyNiHOBA KUCNOTA TaKOX He € MOCTTPAHCAAUIMHO MOoAMPIKOBAHMM 3a/ULLIKOM, TOMY
BOHa MOBWHHa OyTM onucaHa 3a AONOMOro Kitoda ¢yHKLUii «SITE» pasom i3 KBanidikatopom
"note", Akui onncye moandikauito. 6-amiHoneByNiHOBA KMCNOTa He BKasaHa B Tabauui 4 posginy
4 NlopaTky 1, Tomy 3HayeHHA KBanidikatopa "note" NOBMHHO MICTUTU NOBHY HECKOPOYEHY Ha3BY
moaundikoBaHOro 3asunLLKy, "6-amiHoneByiHOBY KMcnoTy".

BignosigHi naparpadum craHgapTty BOIB ST.26: 3(a), 3(e), 7(b), 29i 30

yepseHb 2023



CTOpiHKa 75

Mapaepagp 30 - TnymayeHHA MOOUGDIKOBAHUX AMiIHOKUCAOM

Npuknag 30-1: Knou pyHKuii "CARBODHYD"

MaTeHTHa 3anaBKa onucye nosinentua 3i cneundiyHo moaMdiKoBaHOK aMiHOKMCNOTOLO, WO
MIiCTUTb TNIKO3UNBbOBAHMUM BIYHWI NaHUIOr, AKUIMA XapaKTepusyeTbcs TUM, Wo Cys, AKUA
BignoBigae nonoxeHHam 4 i 15 noninentuay, yTeoptoe ancynbdigHnin 38'a30K, BignosigHoO
0,0 HaCTYMNHOI NOCNI4O0BHOCTI:

Leu-Glu-Tyr-Cys-Ley-Lys-Arg-Trp-Asn(asianinonirocaxapua))-Glu-Thr-lle-Ser-His-Cys-Ala-Trp
MutaHHA 1: Y Bumarae ctaHaapT BOIB ST.26 BKAOYEHHA NOCNig0BHOCTI (-en)?

TAK

MepeniyeHnn nentng Mmictute 17 cneundiyHO BU3HAYEHMX aMIHOKMUCAOT. IcHye 16
NPUPOAHUX aAMIHOKMCNOT, cepes AKMX pAes’ATa (acnapariH) raiko3unboBaHa. Tomy,
NMOCNiAOBHICTb MOBWMHHA OYyTM BKAOYEHA A0 nepeniky MNocnigoBHOCTEN, AK BMMAara€TbcA
naparpadom 7(b) craHgapty BOIB ST.26.

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

BiagnosiaHo ao naparpada 29 ctaHaapTy BOIB ST.26, moandikoBaHa amiHOKMCAOTa Ma€E byTu
npeacTaB/ieHa y NOCNIAOBHOCTI AK BignoBigHa HemoaudiKoBaHa aMiHOKMCAOTA, AKWO Ue
MOMBO.

Tomy NOCNiA0BHICTb NOBMHHA BYTK BKIOYEHA A0 Nepeniky NocnigoBHOCTEN AK:

LEYCLKRWNETISHCAW (SEQ ID NO: 52)

HeobxiaHui gogaTtkoBuii onuc moandikoBaHoi amiHoKnucnoTu. Kntou ¢yHkuii "CARBODHYD"
pasom 3 (obos'AaskoBMM) KBasidikaTopom "note" NOBMHEH BUKOPWUCTOBYBATUCA AJA
Mo3HaYeHHs BUNAAKIB NpPUEAHAHHA LYKpoBoro naHutora (asialyloligosaccharide) pgo
acnapariHy B nosioxkeHHi 9. Keanigikatop "note" onucye Tmn 38'A3yBaHHA, Hanpuknag, N-
3B’s3aHMN. [JecKpunTop NoKanisalji B eflemMmeHTi nokanisauisa GyHKuUji ABnae coboo Homep
NONIOXKEHHA 3aNULWKY MogMdiKoBaHOro acnapariny.

Kpim TOro, icHye amcynbdiaHnii 3B'a30k Mixk ABoma 3anvwiKkamu Cys. Tomy ana onucy
MiXKN1aHLIOrOBOrO MOMEPeYHOro 3B'A3KY BUKOPUCTOBYETbCA KAatod  dyHKuii "DISULFID".
EnemeHT nokanisauii ¢yHKLUii Binobparkae HOMeEpPW MOJIOKEHHA 3a/ULWIKIB 3B'A3aHUX i3
3annwkammn Cys y dopmaTti "x.y", Hanpuknaa, “4..15”. Ksanidpikatop "note" He €
o60B'A3K0BUM.

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

yepseHb 2023



CTOpiHKa 76

Npuknag 30-2 — NMocTTpaHcaauinHo moaudikosaHi amiHOKUcNOTH
MaTeHTHa 3asABKa Ha ONWUCYE HACTYMNHUI noninenTuA,;

Leu-Glu-Tyr-Cys-Leu-Lys-Arg-Trp-Glu-Thr-lle-Ser-His
Ae Arg y NonoXeHHi 7 moxKe 6yTh NOCTTPAHCAALIMHO AeiMIHOBAHWUI 40 LUTPYIHY.

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

MNepepaxoBaHuii nentTua MicTuTb 13 cneundiyHo BU3SHAYEHMUX aMiIHOKMCNOT. TOMY NOCAiIAOBHICTb
NoBMHHa OyTWM BKAKOYEHA A0 Nepeniky nocnifoBHOCTEN, fK Toro Bumarae naparpad (7)(b)
cTtaHpapTty BOIB ST.26

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

BignosiaHo o naparpada 29 craHgapty BOIB ST.26, moandikoBaHa aMiHOKMCNOTa NMOBWMHHA
6yTM npeacTasBsieHa B NOCAIAOBHOCTI AK BignoBiaHa HemoandiKoBaHa aMiHOKUCAOTA, KoK Le
MOKMBO.

TakMM YMHOM, NOCNIAOBHICTb MOBMHHA BYTU BKAOYEHA A0 Nepeniky NocnifoBHOCTEN AK:
LEYCLKRWETISH (SEQ ID NO: 97)
Ae cumBon "R" BUKOPUCTOBYETLCA AN1A NO3HAYEHHA apriHiHy B no3uu,ii 7.

HeobxiaHWi [oAaTKOBUIA ONKUC, KM BKA3YE Ha Te, WO apriHiH Yy NONOXEHHI 7 moxe byTu
MmoandikoBaHMM A0 uMTpyniHy. Moaudikauia apriHiHy B UMTPYAiH € NOCTTPAHCAALUIAHOW
moaudikauieto. Tomy knwou ¢yHKuji "MOD_RES" cnig, BUKopMcTOBYBaTM pasom 3 060B’A3KOBUM
KBanipikatopom "note", wob BKasaTh, WO apriHiH Mmoxe 6yTn AeimiHOBaHMM [0 ¢dopmu
UMTPYAiH. lecKpunTop N0oKanis3auii B efieMeHTi IoKanisauii GpyHKLUii € Homepom No3uLii 3aAULWKY
MOANDIKOBAHOIO apriHiHy.

BignosigHi naparpad¢u craHgapty BOIB ST.26: 3(a), 7(b), 30 i knou ¢yHKUiAn 7.18 Posainy 7
JdopaTka l.
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Mapaepagp 36 - [NocnidosHocmi, Wo micmams 06acmi MOYHOI KinlbKocmi cymixcHUX 3anuwikie "n" abo
Hnyn
X

Npuknag 36-1: MocnigoBHicTb 3 0621acTiO BiAOMOI KinbKocTi 3anmwkie "X", npeacrasneHa y surnagi
OAHi€l nocniaoBHOCTI

LL-100-KYMR

Oe "-100-" mixk amiHOKMCNOTaMKU NEeALMHOM Ta Ni3MHOM MO3HaYa€ aMiHOKMCNOTHY obnacTb
NoCNiA0BHOCTI, WO MmicTUTb 100 amiHOKKCAOT.

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

TAK

Maparpad 36 craHgapTty BOIB ST.26 BMMarae BK/AKOYEHHA MOCAIAOBHOCTI, WO MICTUTb
NPUHANMHI YOTUPK cneundiyHO BM3HAYEHI aMiHOKMCNOTK, po3aineHi ofHieo abo Kinbkoma
obnactamm 3 BU3HAYEHOLO KinbKicTio 3anmwkis "X".

Po3KpuTa NoCNigoBHICTb BUKOPUCTOBYE HECTAaHAAPTHUIN cumBoJl, To6To "-100-." BM3HaUYeHHA
"-100-" mae BMNAMBATU 3 MNOACHEHHA NOCAIAOBHOCTI B OMNWUCI, AKA BM3HA4Ya€E LE CUMBOA AK
100 amMiHOKUCAOT MiXK nernumMHOM Ta NisanHoMm (Aus. Bctyn Ao uboro aokymeHTa). Tomy "-100"
ue BM3HavyeHa obnactb "X" 3annwkis. OcKiNbKM WicTb 3i 106 aMiHOKMCAOT Yy NOCAIAOBHOCTI €
cneundiyHo BM3HaveHMmM, naparpad 7(b) cranHgapty BOIB ST.26 BMMarae BK/IOYEHHSA
NoCcNigoBHOCTI 40 Nepeniky NocAiA0BHOCTEN.

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

HectaHpapTtHuii cumeon "-100-" nosHavae 100 3anmwkiB "X" (OCKiIbKN ByAb-AKMI CUMBON,
AKMIA BUKOPWUCTOBYETHCSA ANA MO3HAYE€HHA aMiHOKMUC/IOTU € EKBiBaJIEHTOM Jivlie OAHOMY
3annuwky). Tomy oaHa MNOCNiAOBHICTb, AO0BXMHOW 106 amiHOKMCAOT, wWo Mmictutb 100
3anmuwkiB "X" mix LL i KYMR, noBuMHHa 6yTn BKAOYEHa 40 nepeniky nocnigosHoctel (SEQ ID
NO: 53).

Ua nocnigoBHictb mictute 100 3miHHMX "X" mixk LL i KYMR. 3HayeHHa ST.26 3a
3aMoBYYyBaHHAM anda "X" 6e3 Ao04aTKOBUX NPUMITOK € byab-akum i3 "A", "R", "N", "D", "C",
"Q", "E", "G", "H", "I", "L", "K", "M", "F", "P", "O", "S", "U", "T", "W", "Y" a6o "V" (naparpad
27). Akwo ui 100 3miHHMX "X" BU3HAUYEHi K WOCh iHLIE, HiXK Lie 3Ha4YeHHS 32 3aMOBYYBaHHSAM,
TO A5 KOXKHOT 3MiHHOT "X" HeoOXigHO HaAaTV NPaBU/IbHE TIYMAUYEHHS.

BignosigHi naparpadum crangapty BOIB ST.26: 7(b), 26, 27 1a 36
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Npuknag 36-2: MocnigoBHICTb 3 KiZIbKOMa 06aacTAMM BigoMOI KilbKOCTi abo gianasoHom 3aiULWLKIB
"X", npeacrasneHa AK ogHa NOCNIAOBHICTb

Lys-z2-Lys-zm-Lys-z3-Lys-zn-Lys-z2-Lys

[Oe z ansae coboto 6yab-aKy amiHokncnoty, m = 20, n = 19-20, z2 03HaYaE, WO Napu Ni3nHiB

po3gineHi byab-SKMMM ABOMA aMiHOKMC/IOTaMM, @ z3 O3HAuYaE, WO Napu Ni3nHIB po3aineHi
OyAb-AKMMU TPbOMA aMiHOKUCIOTaMMU.

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

TAK

non

Po3KpuTa MNOCAiAOBHICTb BUKOPUCTOBYE HECTAHAAPTHUM cumBos, TobTo "z". Tomy, cnig
BPaxoBYyBaTK, WO ONUC MAE MICTUTM BM3HaUYeHHA "z" ; "z" B onuci BU3HAYaeTbcA AK byab-AKa
amiHokucnota (Ous. BcTynm A0 UbOro p[OKymeHTa). CTaHZApPTHMM  CMMBOJIOM, AKWUIA
BMKOPUCTOBYETLCA A1A NO3HAYeHHA Byab-AKOT amiHOKMcnoTH, € "X". BpaxoBytoun HasABHICTb
3MiHHMX "X", nenTua, MiCTUTb WICTb NepepaxoBaHMX Ta cneundiyHO BM3HAYEHUX 3a/ULLKIB

Ni3MHy, AKi MatoTb BYTU BKAOYEHI 40 Nepeniky nocnigoBHOCTEN.

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

MocnigoBHICTb BUKOPMUCTOBYE HECTaHAAPTHUI cumBon "z", BU3HAUEHHA AKOrO0 MOBUHHO
nn

BMNAMBATK 3 onucy. OCKinbku "z" BM3HAYaETbCA AK OyAb-fiKa aMiHOKMCNOTA, CTaHAAPTHUM
cumsosiom € "X."

Halikpawmm i HainowwupeHiwnMm cnocobom npeactaBneHHA € (O0us. Bctyn Ao uboro
AOKYMeHTa):

KXXIKXXOXXXKXXXXXXXKXXXK XXX KXXXXXXXXXXXXXXXXXXXXKXXK (SEQ ID NO: 54)

e zn popiBHoe 20 "X-am", 3 noganbwmm onucom, wWwo 3miHHa "X", Aka Bignosigae
nonoxeHHto 30, moxKe byTM BUAANEHA.

B iHWoMmy BMnaaKy, abo Ha A04aTOK A0 BULLLE3a3HAYEHOro, NOCNIA0BHICTb MOXKe ByTH
npeacTaB/eHa fK:

KXXKXXXXXXXXXXXXXXXKXXKXKXXXKXXXXXXXXXXXXXXXXXXXKXXK (SEQ ID NO: 55)

Je zn popisHioe 19 "X-am", 3 noganbIMM ONMCOM, WO 3MiHHA "X" moxKe 6yTu BCTaBieHa MiXK
NONIOXEHHAMM 3 Homepamun 29 i 30.

BianosiaHo ao naparpagy 27, "X" mae posrnagatucs sk byap-akuit i3 cumsonis "A", "R", "N",
"D", "C", "Q", "E", “G", "H", "|", “L", "K", “M", an’ "P"' "O", "S", "U", "T", "W", nYu a60 "V“,
OKpPiM BMNAaAKiB, KON BiH BUKOPUCTOBYETHLCA i3 AOAATKOBMM OMUCOM Y Tabauui GyHKUiR.
Tomy, saKkwo cumson "X" NMOBMHEH BUKOPMCTOBYBATUCb ANA NpeAcTaBiaeHHA "Oyab-AKoi
amiHoKkncnotn", Toai BiH Mae 6yTU onncaHnii 3 BUKOPUCTaHHAM Katoda GyHKLUiT "VARIANT" Ta
KBasnidikaTopa "note" 3i 3HaueHHAM "X Mmoxke 6yTn byab-AKo0 amiHOKMcoToK" .

Jde pouinbHo, KoxeH "X" mae 6ytM onucaHuit okpemo. MpoTe, obnactb 6e3nepepBHUX
sannuwkiB "X" abo MHOXMHa 3aauwkis "X", posnogineHa B NOCAIAOBHOCTI, MoxKe 6yTh
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CNiNbHO onMcaHa 3a gonomorot Kawuva GyHKuii "VARIANT" 3 BUKOPUCTAHHAM CUMHTaKCcUCy
"x..y" B AKOCTi AeckpunTopa NokKanisauii, ge "x" 1a "y" — nonoKeHHA Nepworo Ta 0OCTaHHbOrO
3anmwkiBs "X"; Ta KBanidikatopa "note" 3i 3HaueHHAM "X MoxKe OyTM Oyab-sKo

amiHoKucnoTor".

BignosigHi naparpa¢um ctangapty BOIB ST.26: 26, 27 1a 36
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Npuknag 36-3: MocnigoBHICTb 3 KiZIbKOMa 06aacTAMM BigoMOI KilbKOCTi abo gianasoHom 3aiULWLKIB
"X", npeacrasneHa AK ogHa NOCNIAOBHICTb

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

[Je z asnae coboto Oyab-aKy amiHOKucnoty, ge m = 15-25, nepeBarkHo 20-22, n = 15-25,
nepesaxHo 19-20, z, oO3Hauvae, WO Mapu Ai3WHIB po3gineHi byab-AkMMKM ABOMA
aMiHOKMCNOTaMK, a 2z, O3HaAyae€, WO MNapu ANi3uHIB po3aineHi 6yab-AKMMM  TpbOMA
aMiIHOKUCNOTaMMU.

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

TAK

MocnigoBHICTb Y MPUKAAAI BUKOPUCTOBYE HECTaHAApPTHUIM cumson, TobTto "z". Tomy ana
BM3HauyeHHA "z" BpaxoByeTbca onuc (Ous. Bctyn Ao uboro AokymeHTta). Onuc BU3Ha4YaE LEen
CMMBO/ AK Byab-AKy amiHOKMcoTy. CTaHAAPTHUM CMMBOJIOM, SIKMIA BUKOPUCTOBYETLCA A5
Nno3HayeHHs ujiei amiHokucnotu, € "X". Micna po3rnagy HasBHOCTI 3MiHHMX "X", nenTtug
MiCTUTb 6 NiI3MHOBMX 3aNULLKIB, AKI NepepaxoBaHi Ta cneundiyHoO BM3HAYEHI, AK BUMAra€eTbCA
B Nepeniky nocnigoBHOCTEN.

MuTaHHAa 3: AK cnig npeAacTaBAATU NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTe?

MocnigoBHICTb BUKOPUCTOBYE HECTaHAAPTHUI cMMBOA "z", BUSHAYEHHA AKOro NOBMHHO ByTH

HagaHe 3 onucy. Ockinbkm "z" BU3HaYyaeTbcA fAK OyAb-fIKa aMIHOKMCAOTA, CTaHAAPTHUM
cumBosiom € "X". Kpawmit i Hanbinbll oxonatotoumnii cnocib npeacraBaeHHA:

KXXKXXXXXXXXXXXXXKXKXXXXXKXK XXX XXX XXXKXXKXXXXXXXXXXXXXXKXXK (SEQ ID NO:
56)

(pe m=25in=25), 3 noganbwmnm onmcom, wo 10 abo meHwe 3annuwkis "X" B KOXKHiN obnacTi
"zm" 260 "zn" MOXKyTb OYTU BUAANEHI.

HacTiliHO pekomeHAyEeTbCA BKAOYEHHSA OYAb-1KOT KOHKPETHOI NOCNiA0BHOCTI, HeobXiaHOI
Ansa onucy abo popmynn BUHaxoay, AK Le 6y/10 3a3HaYEHO Y BCTYNi 10 LbOro AOKYMEHTa.

B iHWOMY BMNaAKy, NOCAIAOBHICTb MOXKe ByTM NpeacTaBieHa fAK:
KXXKXXXXXXXXXXXXXXXKXXXKXXXXXXXXXXXXXXXXXK (SEQ ID NO: 57)

(e m = 15 i n = 15), 3 noganbwmm onucom, wo 10 abo meHwe 3anMwKiB "X" B KOMKHIiN
obnacTi "zm" abo "zn" MOXKyTb OYTU BCTaBAEHI.

AK 000aTKOBI aNbTEPHATMBM, MOXKYTb OYTU BKAtOYEHI By ab-sKi abo BCi MOXAMBI BapiaHTML.

BignosiaHo o naparpada 27, "X" mae posrnagatuca ak byab-akuit i3 cumsonis "A", "R", "N",
I|Dl|, IICII’ IlQll, IlEII, IIGH’ IIHIl, IIIII’ |IL|I’ IIKII’ |IMII’ |IF|I’ lIPll, IIOII, "S", I|Ul|, IlTll, IIWH, IlYll a60 llVlI’
OKpiM BMMNaZKiB, KON BiH BUKOPUCTOBYETHCA i3 AO4ATKOBMM ONUCOM Y TabaumLi GyHKL,iN.

Tomy, Akwo cumson "X" NOBMHEH BMKOPUCTOBYBATUCL ANA NpeAcTaBAeHHA "Oyab-AKoi
amiHoKkncnotn", Toai BiH Mae 6yTU onncaHnii 3 BUKOPUCTaHHAM Katoda GyHKLUiT "VARIANT" Ta
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KBanidikaTopa "note" 3i 3HaYeHHAM "X moxke byTn Byab-AKOO aMiHOKMCNOTO".

Oe pouinbHo, KoxeH "X" mae 6yt onucaHui okpemo. lNpoTe, obnactb 6e3nepepBHUX
3anmwkie "X" abo MHOMXWMHA 3anuuwkis "X", po3nogineHa B MNOCNIAOBHOCTI, MoxKe 6yTu
CninbHO onucaHa 3a gonomorot Kaoda ¢yHKuii "VARIANT" 3 BUKOPMUCTAHHAM CUHTaKcUcy
"x..y" B AKOCTi geckpunTtopa nokanisauii, ge "x" Ta "y" — Nono¥KeHHA NepLoro Ta 0CTaHHbLOro
3anmwkisa  "X"; Ta Keanidikatopa "note" 3i 3HaueHHAM "X moxe 6yTn Oyab-AKoto

amiHOKucnoToto".

NONEPEAMEHHA. T[lepeBa)kHe npeacTaBAeHHA NOCAILOBHOCTI, 3a3HA4YeHOi  BuULUe,
CNpAMOBAHe HA HagaHHA Mepesiky NOCNiAOBHOCTEM Ha AaTy MNOAAHHA MATEHTHOI 3afABKMWU.
Take came NOJAHHA MOXe OyTM HenpUUHATHMUM LWOoAO0 nepeniky NoCNig0BHOCTEM, AKWUM
Ha[A€ETbCA NicNA A4aTW NOAAHHA NATEHTHOI 3aABKM, OCKIIbKM HEOOXIAHO BUPILNTU, YN MOXKeE
HafgaHa iHbopmauia 6yt posrnaHyTa BIB ana aopaHHA 06'ekTy A0 NepBMHHO MOAAHOrO
onucy.

BignosigHi naparpa¢um ctaHgapty BOIB ST.26: 27 i 36
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", n

Mapaepacgp 37 - MNocnidosHocmi, wo micmams 0baacmi HegidoMOoi KinbKocmi CyMixCHUX 3aauUWKie "n
a6o IIXH

MNpuknag 37-1: MocnipgoBHicTb 3 061acTAMM HEBIAOMOI KinbKOCTi 3anuLKiB "X" He NnoBMHHA 6yTH
npepcTaB/ieHa AK 0AHA NOCNi[O0BHICTb

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

ae cumson----- € HEBM3HAYEHMM renom y NocnigoBHOCTI, Ae Xaa Asnae coboto byab-aKy

aMiHOKMCNOTY, a MIiuMH i 3aAMWKM Xaa 3'€eQHYOTbCA OAWMH 3 OAHMM 33 [A0MNOMOroH
nenTUaHUX 3B'A3KiB.

MuTtaHHA 1: Y BUMmarae ctaHgapt BOIB ST.26 BKAlOYEeHHA NocnigaoBHOCTI (-eid)?

HI

Maparpad 37 craHgapTty BOIB ST.26 3a60pOHAE BKAOYEHHA OyAb-AKOi MOCAIAOBHOCTI, WO
MICTUTb HEBU3HAYEHWUIA ren; OT)Ke, BKAKYEHHS BCi€i NOCNiA0BHOCTI HE BUMaraeTbCa.

Maparpad 37 ctaHaapTy BOIB ST.26 BMMarae BkAOUYEHHA ByAb-AKOT YaCTUHM NOCNIAOBHOCTI,
CYMiXKHOI 3 HEBM3HAYEHUM renom, Lo MiCTUTb YoTupwn abo binble cneundiyHo BU3HAYEHUX
aMiHOKMUCNOTU. Y HaBegeHOMY BMLLE NPUKNAAi BKAOYEHHSA OyAb-fKOi YacTUHW, WO €
CYMIiXKHOIO 3 HEBM3HAYEHMM rernomMm He BMMAra€TbCA, OCKIIbKM KOXHa YaCTMHA MICTUTb AuLwe
ABi cneymdpiyHO BU3HaYeHi aMiHOKMCNOTH.

MuTaHHA 2: Yu po3Bonse ctaHaapT BOIB ST.26 BKAOYEHHA NOCNIZ0BHOCTI (-eit)?
HI - He Bci€i nocnigoBHOCTI
HI - He 6yAb-AKOI YaCTUHM NOCAIAOBHOCTI

Maparpad 37 ctanaapty BOIB ST.26 He 003BONAE BKAOYEHHA BCi€i NOCAIA0BHOCTI.

Maparpa¢d 8 craHaapTty BOIB ST.26 He [,03BONSAE BK/OYEHHS OYAb-AKOi YaCTUHU, CYMIXKHOI 3
HEBM3HAYEHMM TE€NOM, OCKIIbKM KOMHA YaCTUHA MICTUTb Anwe ABi cneundiyHo BM3HAYEHI
aMiHOKMCNOTH.

BignosigHi naparpa¢um craHgapty BOIB ST.26: 7(b), 8, 26 Ta 37
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Npuknag 37-2: MocnigoBHicTb 3 06/1acTAMM HEBIAOMOI KinbKOCTi 3annwKis "X" He noBMHHa 6yTn
npeacraB/ieHa K 04Ha NOCAIAO0BHICTb

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

e CMMBOA ---- € HEBM3HAYEHMM Tenom Yy MocaigoBHOCTI, Ae Xaa € 6yab-aKkoto
aMiIHOKMUCNOTOO, @ 3a/INLLKKM MNiuMHY Ta Xaa 3'egHaHi oAMH 3 0A4HUM NENTUAHMMM 3B'AI3KaMMU.

MutaHHAa 1: Yu Bumarae craHgapt BOIB ST.26 BKAtoueHHA NocniaoBHOCTI (-ei)?
HI - He Bci€i nocnigoBHOCTI

TAK - o6nacTb nocnigoBHOCTI

Maparpad 37 craHgapty BOIB ST.26 3a60poHAE BKAKOYEHHA OyAb-AKOI MOCNIAOBHOCTI, AKa
MIiCTUTb HEBWM3HAYEHWI Ten, ane BMMArae BKAOYEHHA Oyab-AKkoi obnacTi NocnigoBHOCTI,
CYMi}KHOI 3 HEBU3HAYEHUM renom, KU MiCTUTb YoTUpK abo Ginble cneundiyHO BU3HAYEHI
AMIHOKMCNOTH.

Y HaBegeHoMy BuLLe NpuKknagi ctaHaapT BOIB ST.26 He Bumarae (Ta 3ab60pOHSE) BKAOYEHHA
AK BCi€l NOCNIAOBHOCTI, WO MICTUTb HEBM3HaAYeHUM ren, TaKk i obnacti Gly-Gly cymixHoi 3
HEBM3HAYEHMM FEMOM, WO MICTUTb AnWe ABi cneumdiyHO BM3HAYeHi amiHOKucnoTu. MporTe,
cTaHgapT BOIB ST.26 BuMmarae BkawouveHHAa obnacti Gly-Gly-Ala-Gly-Xaa-Xaa, cymixHoi 3
HEBU3HAYEHMM TEMNOM, OCKI/IbKM BiH MICTUTb MPWHAMMHI YoTUpK chneundiyHO BM3HAYEHI
AMiHOKMCNOTH.

MuTaHHA 2: Yu go3sonse ctaHaapT BOIB ST.26 BKOYEHHA NOCNIA0BHOCTI (-eit)?
HI - He Bci€ei nocnipoBHOCTI | He obnacTi Gly-Gly
MuTaHHAa 3: AK cnig npeacTaBAATUM NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTen?

O6nacTb NOCNIAOBHOCTI, CYMiXKHOT 3 HEBU3HAYEHUM renom, fika MiCTUTb YOTUPU cneundivyHo
BM3HAYeHi aMiHOKMCNOTH, NOBUHHA ByTK NpeacTaBieHa AK:

GGAGXX (SEQ ID NO: 58)

MepeBarkHO, NOCAIAOBHICTb MOBMHHA OYTU pPO3TNyMayeHa, wob BKasaTu, WO npeacTaBieHa
NOCNiAOBHICTb € YacTUHOW 6inbloi MOCAIAOBHOCTI, AKa MICTUTb HEBM3HAYeHW ren,
BUKOPUCTOBYIOUYM Ktod dyHKLji "SITE", nokanisauito dyHKuii "1" Ta kBanidikatop "NOTE" 3i
3HaYeHHAM, Hanpuknaa: "Llen 3anmwok 38'a3aHMit N-KiHUemM 3 nentTuaom, wo mae Gly-Gly Ha
N-KiHUi Ta ren HeBM3Ha4YeHOT A0BMKUHK".

BianosiaHo ao naparpadga 27, "X" mae po3srnagatuca axk byab-akuit is cumsonis "A", "R", "N",
"p","c","Q","e", "Gg", "H", "I", "L", "k", "™m", "", "p", "0", "s", "u", ", "W", "Y" abo "V",
OKpPiM BMNAaAKiB, KON BiH BUKOPUCTOBYETHLCA i3 AOAATKOBMM OMUCOM Y Tabauui GyHKUiR.
Ockinbkn"X" npepncrtaBnae B SEQ ID NO: 58 "byab-aky amiHOKucaoTy", To BiH mae bytu
OMUCaHWI 3 BUKOPMUCTAHHAM Kawouda o¢yHKUii "VARIANT" Ta KBanidikatopa "note" 3i
3HaYeHHAM "X moxke byTn 6yab-AKO aMiHOKMCNOTO".

Jde pouinbHo, KoxeH "X" mae 6ytM onucaHuit okpemo. poTe, obnactb H6e3nepepBHUX

yepBeHb 2023



CTOpiHKa 84

3anmwkie "X" abo MHOXMHaA 3anmwkis "X", po3nogineHa B MNOCNIAOBHOCTI, MoXKe 6yTu
CNiNbHO onMcaHa 3a gonomorot Kawuva ¢yHKuUii "VARIANT" 3 BUKOPUCTAHHAM CUHTaKCUCy
"X..y" B AKOCTi AeckpunTopa noKanisauii, ge "x" 1a "y" — NON0OXKEHHA NepLoro Ta OCTaHHbOTO

3anmwkis "X"; Ta kKBanidikatopa "note"  3i 3HayeHHsm "X moxe 6yTu Oyab-sKot
amiHokucnoTor".

BignosigHi naparpa¢m craHaapty BOIB ST.26: 7(b), 8, 26, 27 T1a 37
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Mapaepag 55 — HykneomuodHa nocnidosHicms, aka micmume cezameHdmu [JHK ma PHK
Mpuknapg, 55-1: KombiHoBaHa monekyna AHK/PHK

MNaTeHTHa 3aABKa PO3KPUBAE HACTYMHY OAIrOHYKNEOTUAHY NOCAIA0BHICTb:
AGACCTTcggagucuccuguugaacagauagucaaaguagauC
[e Benuki nitepu npeacrasnaoTb 3anmwku AHK, a mani nitepm npeacrtasnaoTb 3anmwKku PHK.
MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoueHHA NocniaoBHOCTI (-ei)?
TAK

Po3KpuTta nocnifoBHiCTb Mae binblue, HiX [ecATb nNepepaxoBaHUX Ta crneundivyHo
BM3HAYEHMX HYKNEOTUAIB; TOMY ii NOTPIOGHO BKAKOYMUTM 40 Nepeniky NocnigoBHOCTEN.

MuTaHHAa 3: K cnig npeacTaBAATU NOCNIAOBHICTL (-HOCTI) y Nnepeniky nocnigosHocTen?
HykneoTugHa nocnifAoBHICTb NOBMHHA BYTU BKAKOYEHA A0 Nepeniky NOCNiAOBHOCTEN AK:
agaccttcggagtctcctgttgaacagatagtcaaagtagatc (SEQ ID NO: 93)

BapTo 3a3HaYMTH, WO HYKNEOTUAN ypaLmMay NOBUHHI ByTn npeactasneHi cumeonom "t"y
nepeniky NocnigoBHOCTEMN.

Maparpad 55 CraHgapty BOIB ST.26 nepepbavae, WO HyKAeoTMaHa NOCAIAOBHICTb, AKa
MicTuUTb AK cermeHTn OHK, Tak i PHK, noBMHHa 6yTn 3a3HayeHa sik monekyna tuny "OHK " i
JOAATKOBO OMWcaHa 3a JOoMNoMorol Kawuda ¢yHKUii  "source" Ta 060B'A3K0BOro
KBasidikaTopa "organism" 3i 3HaYeHHAM "CUHTETUYHUI KOHCTPYKT' Ta 060B'A3KOBOro
kBasidikatopa "mol type" 3i 3HaueHHsm" iHwa [AHK". Kpim TOro, KoxeH cermeHT
NocnigoBHOCTI MOBMHEH OyTM [A0AATKOBO OMNUCAHMA 33 AO0MNOMOrol  Kiaw4a OYHKUi
"misc_feature", AKMN BKAlOYAE nNOKani3auito cermeHTa, Ta KBanidikatopa "note", akui
BKasye, um cermeHT € AHK abo PHK. Po3KpuTa nocnigosHicte mictutb aga cermeHtn AHK
(nonoxkeHHA Hykneotmais 1-7 Ta 43) Ta ogmH cermeHT PHK (nonoeHHA Hykneotuais 8-42).

BignosigHi naparpa¢u ctaHgapty BOIB ST.26: 7, 14, 55-56 1a 83
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Mapaepacgp 89 - Knroy pyHKyiT "CDS"
Mpuknapg 89-1: Kogyloua HyKneoTuaHa NocNifoBHICTb | KOAOBaHA aMIHOKUC/IOTHA NOCNIAOBHICTb

MaTeHTHa 3aABKa ONUCYE TaKy HYKNeOTUAHY NOCNILOBHICTb Ta ii TpaHcAAL;to:

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

MNepepaxoBaHa HyK/AeOTMAHA NOCAIAOBHICTb Mae bGinblwe aecatTn cneundiyHo BU3HAUYEHUX
HYKneoTunais.

MNepepaxoBaHa amiHOKMCNOTHA MOCAIAOBHICTb Ma€ binble 4YOTUPbOX cneundivyHo
BM3HAYEHMX aMiHOKMUCAOT.

MuTaHHAa 3: AK cnig npeAacTaBAATUM NOCAIAOBHICTb (-HOCTI) y nepeniky nocnigoBHocTen?
HykneoTtmaHa NOCNiAOBHICTb NOBWMHHA 6yTH npeacraB/eHa AK:

atgaccggaaataaacctgaaaccgatgtttacgaaattttatga (SEQ ID NO: 59)

HykneotnaHa nocnigoBHiCTb Mae 6yTM A04aTKOBO OMNUCaHa, BUKOPUCTOBYHOUM KoY PYHKLT
"CDS", a enemeHT INSDFeature_location nosuHeH igeHTUIKyBaTU BCHO MNOCAIAOBHICTb,
BK/IHOYAOYM CTOM-KOAOH (Hanpuknag, nososkeHHa Big 1 go 45). Kpim Toro, kBanigikatop
"translation" mae 6yt BKNOYEHWU 3i 3HaYeHHAM KBanidikatopa "MTGNKPETDVYEIL". 3asBKa
He PO3KPMBAE TabAMLIO TEHEeTUYHUX KOoAiB, AKa 3aCTOCOBYETbCA ANAA TpaHcnaujii (ams.
Tabnuua 7 Posginy 9 Oopatky ). AKWo 3actocoByeTbca Tabanus CTaHOAAPTHUX KOAiB, TO
kBasidikaTop "transl_table" € Heo60B’sI3KOBUM; OZIHAK, AKLLO 3aCTOCOBYETLCA iHWA Tabanua
reHeTUYHUX KodiB, To Ana Keanipikatopa "transl_table"noTpibHo BKasaTu BignosigHe
3HayeHHA KBanidikatopa 3 Tabauui 7. Hapewri, KBanipikatop "protein_id" nosuHeH 6yTn
BK/JKOYEHUI 3i 3HayeHHAM KBanidikaTopa, WO BKA3yeE Ha igeHTUdiKaUiMHUIA Homep
TPaHCNbOBAHOT aMiHOKMCNOTHOI NOC/iAOBHOCTI.

AMIHOKMCNOTHA MNOCNIQOBHICTb  MNOBWMHHA OYyTM  OKpPemMo npeacTaBNeHa  BAACHUM
ineHTudiKauinHMM  HOMEepOM  MOCANiAOBHOCTI, BWKOPUCTOBYHOMM OAHOOYKBEHI  Koau
HaCTYMHMUM YNHOM:

MTGNKPETDVYEIL (SEQ ID NO: 60)

STOP nicna npeactaBneHOlI aMiHOKMCNOTHOI MOCAIAOBHOCTI He MOBWMHEH BKAKYATMCA A0
AMiHOKMCNOTHOI NOCNIAOBHOCTI B Nepeniky NocniLoBHOCTEN.

NMONEPEAXEHHA. [lepeBarkHe npeacTtaBAeHHA NOCAIAOBHOCTI, 3a3HA4YeHOl BULLUE,
CNpAMOBaHe Ha HaZaHHA Mepesiky NOCNiAOBHOCTEM Ha AaTy NOAAHHA MATEHTHOI 3aABKM.
Take came NOJaHHA MoOXe OyTM HenPUUHATHMUM LWOoAO0 Nepeniky NOCNiA0BHOCTEM, AKWUM
HaAa€ETbCA NiCNA AATU NOAAHHA NATEHTHOI 3aABKWU, OCKINbKM HEOOXiAHO BUPILLIUTU, UM MOXKe
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HafgaHa iHGopmauia 6yt posrnaHyTta BIB anAa popaHHA 06'ekTy [0 NMepBMHHO MOJAHOrO
onucy.

BignosigHi naparpadum crangapty BOIB ST.26: 7(a), 7(b), 26, 28, 89, 90 T1a 92
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Mpuknag 89-2: Jlokanisauia yHKUii BUXOAUTb 32 MeKi PO3KPUTOI NOCNiAOBHOCTI

MaTeHTHa 3aABKa MiCTUTb HacTynHy irypy, O ONUCYE YaCTKOBY KOAyHUY NOCNIA0BHICTb Ta ii
TPaHC/IbOBAHY aMiHOKMCAOTHY NOCNIA0BHICTb:

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
I, 5 10 15
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 25 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
gga gaa ggc aag gaa gga ggc ggt gac aga cgg gct gaa gcg agc cct 192
Gly Glu Gly Lys Glu Gly Gly Gly Asp Arg Arg Ala Glu Ala Ser Pro
50 55 60
cag gag ttt tgg gaa tgc act tgg 216
Gln Glu Phe Trp Glu Cys Thr Trp
65 70

®irypa 1 —4acTKoBa Koayto4va NocnigoBHiCTb reHy Homo sapiens ITCHI, aka koaye
amiHokucnotn 20 - 91 3 6inKka ITCH1 goB»KuHoto 442 aMiHOKMUCIOTH.

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

TAK

3aABKa OMWUCYE HYKNEOTUAHY MOCNIAOBHICTb Ta il TPaAHCAbOBAHY aMiHOKUCNOTHY
nocnigoBHicTb. [lepeniyeHa HyKkNeoTUaHa NOCAIAOBHICTb MicTUTb binblue, HixK 10
cneundiyHO BU3HAYEHUX HYKNEOTUAIB Ta MNOBMHHA OyTM BKAOYEHA A0 nepeniky
Noc/i0BHOCTI.

AMIHOKMCNOTHA NOCAIAOBHICTb MiCTUTb Ginblie, Hix 4 cneundiyHO BU3HAYEHI aMiHOKMCIOTH
a TAKOXK NOBMHHA ByTM BK/IOYEHA 40 NepesiiKy NoCNiA0BHOCTI AK OKpemMa NoCAiA0BHICTb 3
B/TaCHMM iaeHTUdiKaLinHMM HoMepom.

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

HykneoTugHa nocnifAoBHICTb NOBMHHA BYTK BKAKOYEHA A0 Nepeniky NocNiAoBHOCTEN fAK:

catcacgcagcagaatgtggattttgtcctcaacaatggcaagttctacgtgggagtctgtgcatttgtgagggtccagetgaaggatggt
tcatatcaagatgttggttatggtgtgggcctcaagtccaaggctttatctttggagaaggcaaggaaggaggeggtgacagacgggctg
aagcgagccctcaggagttttgggaatgeacttgg (SEQ ID NO: 94)

HykneoTngHa nocnigoBHiCTb gani mae 6yTm onmucaHa 3a AONOMOrow Katoda ¢yHKuii "CDS".
EnemeHT INSDFeature_location nosuHeH igeHTMiKyBaTM noOKanisauito ¢yHKuii "CDS" vy
NOCNiAOBHOCTI Ta MOBMHEH BKAKOYATU CTOMN-KOZOH.
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Ha ¢irypi onncaHa YacTkoBa Kogylo4va MOCANiILOBHICTb, AKA HEe BK/KOYAE iHiLitOBAaIbHUI KOAOH
abo cron-kogoH. OgHaK onuMc MNOCNiAOBHOCTI BKa3sye Ha Te, WO iHiLilOBa/bHUIA KOAOH
3HAaX04MTbCA BULLLE 33 HYKNEOTUAOM Y MOJIOXKEHHI 1, a CTON-KO4OH 3HAaXoAUTbCA HUXKYe Big,
OCTaHHbOr0 HYKNeoTnAY B NOAOXKEHHI 216.

CraHpapTt BOIB ST.26 BKasye, WO AECKPUNTOP /IOKaNi3auii He NMOBMHEH BKAKYATU HymepaLlito
3a/IMWKIB 332 MeXKamMWu NocnigoBHOCTI, B enemeHTi INSDSeq_sequence. OTKe, y HaBegeHOMY
BULLLE MPUKNaAi AECKPUNTOP AoKanisauii knaw4da ¢yHKUiil CDS He moxKe BKAOYATU HOMeEpWU
MosIOXeHb No3a pgdianazoHom Biga 1 po 216. Jlokanisauia CTOM-KOAOHA B €/IEMEHTI

nn

INSDFeature_location noBuHHa 6yTM npeactasneHa cumsosiom ">", wob BKasatu, WO cTon-
KOLOH pO3TallOBaHUIM HUXKYe MoMoXKeHHA 216. AHanoriyHo, cumson "<" moxe 6yTn
BMKOPUCTAaHMI ANA 3a3HAYEHHA, WO PO3TallyBaHHA iHIiLiOBaIbHOTO KOA4OHA 3HAXOAMUTbCA BULLLE
NonoKeHHs 1. TakMm YMHOM, AECKPUNTOP NOKanisauji Katoda pyHKuii CDS noBuHeH BUrnagatu

AK:

<1..>216

BapTo 3a3HaumTy, Wwo cumeonm "<" 1a ">" € 3apesepBoOBaHMMUM CUMBOJIAMU, AKi OyaAyTb 3aMiHEHi
BignosigHo Ha "&It;" Ta "&gt;" B eksemnaapi XML y nepeniky nocnigosHocTe.

KeanigpikaTtop "translation" noBuMHeH 6yTM BKAOYEHMIN A0 aMiHOKMCAOTHOI NOCNigOBHOCTI binKka
AK 3HayeHHA KBanidikatopa. Ha oirypi He onucaHo TabAWUUIO TrEHETMYHOro Koay, fKa
3aCTOCOBYETbCA AN1A TpaHcmoBaHHA (ams. [Jopatok 1, Po3gin 9, Tabauuro 7). AKwo
3acTOCOBYETbCA Tabnuua CraHAapTHOro Koay, To KBanidikatop "transl_table" He noTpiben;
OfHAK, AKWO 3acTOCOBYETbCA iHWA Tabnuus reHeTUMYHOro Koay, TO Ana KeajidikaTopa
"transl_table" mae 6yt BKasaHo BignosigHe 3HauYeHHA KBasidikaTopa 3 Tabauui 7 gogatka | go
CraHpapTty BOIB ST.26. HapewrTi, KBanidikatop "protein _id" noBuHeH O6yTn BKAOYEHUN Yy
¢yHKuito CDS 3i 3HayeHHAM KBanidikaTopa, WO 3a3HA4Ya€e iaeHTUOIKALiIMHMIA Homep
TPaHC/bOBAHOT aMiHOKMCNOTHOI NOCNiAOBHOCTI.

TpaHcnbOBaHa aMIHOKUCAOTHA MOCAIAOBHICTb MNOBMHHA OyTWM  BKAOYEHA fAK OKpema
NOCNiAO0BHICTb 3 BNACHUM iaeHTUdiKaLiNHMUM HOMEPOM:

HHAAECGFCPQQWQVLRGSLCICEGPAEGWFISRCWLWCGPQVQGFIFGEGKEGGGDRRAEASPQEF
WECTW (SEQ ID NO: 95)

MONEPEAXKEHHA. MNepeBaxHe npeacTaBAeHHA NOCNAIAOBHOCTI, 3a3HAa4Y€HOI BULLE, CNPAMOBaAHe
Ha HagaHHA nepeniky NOCNiA0OBHOCTEN Ha AaTy NOAAHHA NaTEHTHOI 3aABKM. Take came NoAaHHA
MOXe OYyTU HEenpUMNHATHUM WOoAO0 Nepeniky NocNifAoBHOCTEN, AKMW Hada€eTbcs Nicns aaTtu
NoAlaHHA NaTEeHTHOT 3asiBKW, OCKi/IbKM HEOOXiIHO BMPILLUTU, UM MOKe HadaHa iHbopmaliia byTn
po3rnaHyTa BIB ana goaaHHA 06'ekTy A0 NepBUHHO NOAaHOroO OMNucy.

BignosigHi naparpadu ctangapty BOIB ST.26: 7, 41, 65, 66, 70, 71, 89 ta 92
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Mapaepag 92 - AMiIHOKUCAOMHA M0CAI008HICMb, KOOOBAHA KOOYHOYOHO M0CAI008HICMIO
Mpuknag 92-1: AMIHOKMCNIOTHA NOCNiIAOBHICTb, KOAOBaHa KOAYIOHOK NOCAIAOBHICTIO 3 iHTPOHaAMMU

MaTeHTHa 3aABKa MiCTUTb TaKy Pirypy, WO PO3KPMUBAE KOAYHOUY NOCAILOBHICTb Ta ii TpaHCAALHO:

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

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

ccg ggt tgg acg gdc 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 adgc tca gtgagcgact ttcaatccgt cgtcattgct cctcatgtat
Ser Leu Ser Ser

tgacgattgg ccttcatag tca tac tct caa tgc 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 Gly Pro Ala Pro

acg gac gga acg tdc tcg gec 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 - HyKNeoTUAM, BUAINEHI HANIBXUPHUM LWPUPTOM, € iIHTPOHHMMM 0bBNACTAMM.
MuTtaHHA 1: Yu Bumarae craHgapt BOIB ST.26 BKAOUeHHA NocniaoBHOCTi (-eid)?

TAK

3aABKa PO3KPMBAE HYKNEOTMAHY MOCAIAOBHICTb Ta il aMiHOKMCNOTHY TpaHcaAuito. Mepenik
HYKNEOoTUAHUX NOCNiA0OBHOCTEN MicTUTb Binbwe 10 cneundiyHO BU3HAYEHUX HYKNEOTUAIB i
NOBWHEH BYTM BKIIOYEHUI 40 Nepesiky NOCNiA40BHOCTEN SIK 04Ha NOC/iAOBHICTb.

HykneotTnagHa noCNigoOBHICTb MICTUTb  KOAYOYY MOCAIAOBHICTb  (€K30HM), po3aineHy
HEeKoAyl4Oo nocnigoBHicTio (iHTpoHM). Pirypa Bigobparkae TpaHCAALUID HYKIEOTUAHOI
NOCNiAOBHOCTI AK TPbOX HECYMIiKHUX aMiHOKMCNOTHUX NOCAiAOBHOCTEN. 3rigHO 3 NiaAnMcom
no ®irypu, BuagineHi HaniBXUpHUM WPUOTOM 006nacTi HYKNeoTUAIB € iHTPOHHUMM
nocnigoBHOCTAMM, AKi ByayTb 3'eaHaHi 3 TpaHcKpuntom PHK nepep TpaHcasauieo y 6inok.
BignosigHO, TpM aAMIHOKUCAOTHI MNOCAILOBHOCTI HAacNpaBAi € OAHIEID, CYMIXKHOLO,
nepepaxoBaHOK MOCAIAOBHICTIO, AKA MICTUTb bBinbwe YOTUPLOX cneundiyHO BU3HAYEHMUX
aMIiHOKUCAOT, Ta MNOBMHHa OyTWM BKAWOYEHa [0 Mepeniky MocNigoBHOCTEM AK OAHa
NOCNiA0BHICTb.
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MutaHHa 3: K cnig npeAcTaBAATYM NOCNIAOBHICTb (-HOCTI) y nepeniky nocnigoBHoCTEN?

HykneoTngHa nocnifoBHICTb NOBUMHHA OByTW BKAOYEHA 4,0 Nepesiky NOCNif0BHOCTEMN, AK:

atgaagactttcgcagccttgcetttccgetgtcactctegegetcteggtgegegeccaggeggetgtctggagtcaatgtaagtgecg

ctgcttttcattgatacgagactctacgccgagctgacgtgcetaccgtataggtggeggtacaccgggttggacgggegagaccactt
gegttgetggtteggtttgtacctecttgagctcagtgagegactttcaatcegtegtcattgetectcatgtattgacgattggectteat
agtcatactctcaatgcgttccgggetccgcaacgtccagegceteeggeggecccctcagegacaacttcaggecccgcacctacgg

acggaacgtgctcggecageggggcatggecgecattgacctga (SEQ ID NO: 75)

HykneoTngHa nocnigoBHiCTb Mae 6yTM 404aTKOBO ONMCaHa, BUKOPUCTOBYHOUM KAtoY PyHKLT
"CDS", a enemeHT INSDFeature_location noBuMHeH BM3HAYUTU JIOKaNi3aLUilD KoAyr4Oi
NMocNigoBHOCTI, Y TOMY UYMCANi CTOMN-KOAOHY, No3HadyeHoro cumeonom "Ter". Kpim Toro, cnig,
BKAKOUMTK  KBanipikatop "translation”, 3 amiHOKMCNOTHOK MOCANIAOBHICTIO 6inka AK
3HaYeHHAM KBanidikaTopa. (3BepHiTb yBary, WO CMMBOA TepmiHaTopa "Ter" B ocTaHHbOMY
NOIOXKEHHI NOCNiIAOBHOCTI HE MOBMHEH BYTU BKAKOYEHWUI A0 aMiHOKMCAOTHOI NOCNIA0BHOCTI).
3anABKa He PO3KPMBAE TabAULIIO TEHETUUYHMX KO/iB, ika 3aCTOCOBYETbCA ANA TpaHCAAUiT (amB.
Tabnuuto 5 Posginy 9 Adopatky 1). AKwo 3actocoByeTbes Tabnmua "CraHgapTHUi Kog", To
KBanidikaTop "transl_table" He € 060B’A3KOBUM; NPOTE, AKLLO 3aCTOCOBYETLCA iHLWA Tabanua
reHeTUYHUX Koais, TO BiAnoBigHe 3HauyeHHA KBanidikaTopa 3 Tabauui 5 mae 6yTn BKasaHe
ana keanidikatopa "transl_table". HapewrTi, kBanipikatop "protein_id" noBuHEH OyTU
BK/IIOYEHUIM 3i 3HaAyeHHAM KBasidikaTopa, WO BKA3YeE iAeHTUIKaLIMHUIN  HOmep
nocnigoBHOCTI TpaHCAbOBaAHOI aMiHOKMCNOTHOI NOCNiA0BHOCTI. AMIHOKMCNOTHA
NoCNigoBHICTb NOBUHHA BYTM BKAOYEHA AIK O4HA NOCANiIA0BHICTb:

MKTFAALLSAVTLALSVRAQAAVWSQCGGTPGWTGETTCVAGSVCTSLSSSYSQCVPGSATSSAPAAPS
ATTSGPAPTDGTCSASGAWPPLT (SEQ ID NO: 76)

BignosigHi naparpadu ctangapty BOIB ST.26: 7, 26, 28, 57, 67, 89-92
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Mapaepacgp 93 - lNepsuHHa NocnidosHicMeb i ii apiaHmMu, KoxHUU 3 AKUX NepepaxoeaHuli 3a ceoimu
3a1UWKamu

Mpuknag 93-1: NMpepcTtaBneHHA NnepepaxoBaHUX BapiaHTIB

Onunc BKAOYAE HACTyMHe BUPIiBHIOBAHHA NOCNIA0BHOCTI.

D. melanogaster ACATTGAATCTCATACCACTTT
D. virilis cee=e .G Cli—.GLL L
D. simulans GT..G.CG..GT..SGT.G...

MuTtaHHA 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAOYUEHHA NOCNiAOBHOCTI (-eid)?

TAK

3arabHOMPUINHATO BK/IIOYEHHA "KpanokK" A0 BMPIBHIOBAHHA NOCAIAOBHOCTI A5 NMO3HAYEHHS
"ue noNoXKeHHA Take XK, AK i Te, WO "posTawoBaHe Hag Hum". Tomy "Kpanku" y
nocnigosHoctax D. virilis i D. simulans po3rnapatoTbCa AK nepepaxoBaHi Ta cneundivyHo
BM3HAYEHi HYKNeOTUAMN, OCKi/IbKM BOHM € MPOCTO KOPOTKMM CNOCOBOM 3a3HAYEHHS, WO AaHe
NONOXKEHHA - TaKUM e Hykneotua, AK i D. melanogaster. Kpim TOro, BMpiBHIOBAHHSA
nocnigoBHOCTEM YacTo Bigobpakae cumaon "-" Ans No3HayYeHHA BiACYTHOCTI 3a/IMLLKY, LO6
MaKCUMIi3yBaTU BUPIBHIOBAHHA.

BignoBiaHo, HyKNeoTUAHI nocnigoBHocTi D. melanogaster Ta D. simulans mictaTb ABagUATb
OBa nepepaxoBaHi Ta cneyuMdiyHO BU3HAYEHI HYKNeOTUAM, TOAi AK HYKNEeOoTUAHA
nocnifoBHicTb D. virilis micTaTb geB'ATHaAUATb. TAKMM YMHOM, BignoBigHO Ao naparpada 7(a)
CcTaHgapTy BOIB ST.26 KOXHa MNOCAIAOBHICTb Ma€e OyTWM BKAOYEHA [0 Nepeniky
NOCNifOBHOCTEN 3 OKPEMUMM iAEHTUDIKALIAHUMM HOMEPaMM NOCNIAOBHOCTI.

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

MocniposHictb Drosophila melanogaster noBuHHa OyTWM BK/AKOYEHA A0 Nepeniky
NnocnifoBHOCTEN fAK:

acattgaatctcataccattt (SEQ ID NO: 61)
MocniposHicTb Drosophila virilis noBUHHa 6yTW BKAOYEHA A0 Nepeniky NocAigoBHOCTEN fAK:

acatggatcccacgacttt (SEQ ID NO: 62)

MocniposHicTb Drosophila simulans noBuHHa 6yTK BKlOYEHA A0 NepeniKy NocaifoBHOCTEN
AK:

gtatggcgtcgtatsgtagttt (SEQ ID NO: 63)

BignosigHi naparpa¢m craHaapty BOIB ST.26: 7 (a), 13 1a 93
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Mpuknag 93-2: NpepgcraBneHHA NepepaxoBaHUX BapiaHTiB

Onuc BKAKOYAE HAcTynHy Tabanuto nenTuay Ta Moro GyHKUioHanbHi BapiaHTh. Mpobin B Tabaunui
HUXKYe BKas3ye, WO aMiHOKMCNOTA Yy BapiaHTi Taka K, AK i BiANOBIAHA aMiHOKUCNOTa B pPALKY
"MocnigosHicTb", a "-" 03Ha4Yae BUAganeHHA BignoBigHoT amiHokucnoTtu B "MocnigoBHocTi".

MNono*eHHA 1( 2| 3| 4] 5| 6 7 8] 9
MocnipoBHiCcTb Al V] L| T] Y| L| R| G| E
BapiaHT 1 A
BapiaHT 2 P P

BapiaHT 3 Al 1] G| Y

BapiaHT 4 -

MuTtaHHA 1: Y BUMmarae ctaHgapt BOIB ST.26 BKAlOYEeHHA NocnigaoBHOCTI (-eid)?

TAK

AIK 3a3Ha4eHo, Npobin y uin TabauLi BKa3ye Ha Te, WO aMiHOKMCNOTa B BapiaHTi Taka X, AK i
BiANOBiAHA aMiHoKMcAoTa B pAaaky "MocnigoBHicTb". ToMy aMiHOKMCNOTM BapiaHTHUX

NnocnigoBHOCTEN € NepepaxoBaHUMK Ta cneumdiyHo BUSHAYEHUMMU.

OCKiNlbKM 4OTMPW BapiaHTHi MOCAILOBHOCTI MiCTATb Oinblue 4YOTUPLOX nepenideHnx Ta
cneundiyHO BM3HAYEHMX aMIHOKMCANOT, BignosigHO Ao naparpada 7(b) craHgapty BOIB
ST.26, KOXHa NOCNiAOBHICTb MaE ByTM BKAKOYEHA A0 MEpPesiiky NoCNig0BHOCTEN 3 OKpeMUM
iaeHTMdiKaLiMHMM HOMEepPOM NOCAIAOBHICTI.

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

AVLTYLRGE (SEQ ID NO: 77)
AVLTYLRGA (SEQ ID NO: 78)
AVPTYPRGE (SEQ ID NO: 79)
AVAIGYRGE (SEQ ID NO: 80)

AVLTYLGE (SEQ.ID NO: 81)

BignosigHi naparpa¢um craHgapty BOIB ST.26: 7(b), 26 Ta 93
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MNpuknag 93-3: NpeacraBneHHA KOHCEHCYCHOI NOCANiA0BHOCTI

MaTeHTHa 3aABKa BKAtoYae Dirypy 1 3 HaCTYMHUM BMPIBHIOBAHHAM AEKI/IbKOX
nocnigoBHocTen.

Consensus LEGnEQFINAakIIRHPkYnrkT1nNDImLIK
Homo sapiens LEGNEQFINAAKTI IRHPQYDRKTLNNDIMLIK
Pongo abelii LEGNEQFINAAKT TRHPQYDRKTVNNDIMLIK
Papio Anubis LEGTEQFINAAKTI TRHPDYDRKTLNNDILLIK
Rhinopithecus roxellana LEGTEQFINAAKT IRHPNYNRITLDNDILLIK
Pan paniscus LEGNEQFINAAKT TRHPKYNRITLNNDIMLIK
Rhinopithecus bieti LEGNEQFINATKI IRHPKYNGNTLNNDIMLIK
Rhinopithecus roxellana LEGNEQFINATQTI IRHPKYNGNTLNNDIMLIK

KOHCeHCyCHa NOCNiAOBHICTb BK/IKOYAE BEAUKI AiTepuM ANA MNO3HAYEHHA KOHCEePBATMBHMX
n n

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

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

TAK

KoXHa mMmana nitTepa B KOHCEHCYCHIM NOCNIAOBHOCTI npeacTasnse coboto  oAuH
AMIHOKUCNOTHUI 3a/nLLOK. OTXKe, KOHCEHCYCHa NOC/iIA0BHICTb, @ TAKOM KOXKHA iHLIa 3 cemu
nocnigosHocTel, HasegeHux y Qirypi 1, BKAOYAE NPUHANMHI YOTUPK cneundiYHO BU3HAYEHI
amiHokucnotu. Maparpad 7(b) crtaHgapty BOIB ST.26 BMMArae BKIKOYEHHS BCiX BOCbMU
nocnigoBHOCTEM A0 Nepeniky NocNig0BHOCTEN.

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

Mani niTepu B KOHCEHCYCHIiA NOCNif0BHOCTI BUMKOPUCTOBYIOTbCA AIK 6araTo3HayHi cCMMBOU
ON1A NO3HAYEHHA NPeaoOMiHAHTHOI aMiHOKMCAOTK cepes, MOXKAMBUX BapiaHTIB KOHKPETHOro
nonoxeHHs. Tomy mani nitepn "n", "a", "k", "r", "I' Ta "m" asnsoTb cobol cTaHAapTHI
CMMBOJIN, WO BUKOPUCTOBYOTbCA HECTaHAAPTHMM CNOCOHOM, @ KOHCEHCYCHA NOCNiIA0BHICTb
noBMHHa OyTM npeacTaBieHa 3a [OMNOMOrow 6araTo3HAa4YHOro CMMBOJIY 3aMiCTb KOMHOI
Manoi nitepu.

Mae 6yTn 3acTocoBaHMI Hanbinbll 0bmexyBanbHUIA baratosHayHMin cumeoA. [ns 6inblocTi
NMONOXEHb Y KOHCEHCYCHi nocnigoBHocTi "X" € Halbinbl 06meKyBanbHUM BaraTo3Ha4YHUM
CMMBOJIOM; OAHaK, Halbinbl obmerKyBanbHUM BaraTo3Ha4YHUM cumBoaom anda "D" abo "N"
y nonoxeHHnax 20 Ta 25 € "B". KoHceHcycHa NocnigoBHiCTb NOBUMHHA ByTK BKAOYEHa A0
nepeniky NocnifoBHOCTEN fAK:

LEGXEQFINAXXIIRHPXYBXXTXBNDIXLIK (SEQ ID NO: 81)

BiagnosiaHo oo naparpada 27, cumeon "X" byae Taymaumtuca ak byab-akmin 3 "A", "R", "N",
I|DI|' |ICII’ IlQll' IlEII, IIGH’ n H II’IIIII’ |IL|I’ IIKll’ |IM|I’ llFlI’ I|Pl|' IIOII' I|Sl|' llUIl' |ITI|' IIWH' IIYII a60 n V II'

33 BWMHATKOM BMMAAKiB, KOAM BiH BMKOPWUCTOBYETbCA 3 MOAANbLWIMM ONUCOM Yy Tabawuui
dYHKUiN. Tomy KoxKeH "X" y KOHCEHCYCHIilM NocnifoBHOCTI Mae byTn 404aTKOBO OMNUCaHUNA Y
Tabnuui PyHKUiM, BUKopUcToByoun Kaod ¢yHKLIT "VARIANT" Ta KBanidikatop "note", wob
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BKA3aTW MOK/IMBI BapiaHTM A1 KOXHOIO MNONOXEHHA.

IHWi cim nocnigoBHOCTEM NOBUHHI ByTM BKAKOYEHI [0 Nepeniky NOCNig0BHOCTEN AK:
LEGNEQFINAAKIIRHPQYDRKTLNNDIMLIK (SEQID NO: 83)
LEGNEQFINAAKIIRHPQYDRKTVNNDIMLIK (SEQID NO: 84)
LEGTEQFINAAKIIRHPDYDRKTLNNDILLIK (SEQID NO: 85)
LEGTEQFINAAKIIRHPNYNRITLDNDILLIK (SEQID NO: 86)

LEGNEQFINAAKIIRHPKYNRITLNNDIMLIK (SEQID NO: 87)

LEGNEQFINATKIIRHPKYNGNTLNNDIMLIK (SEQID NO: 88)

LEGNEQFINATQITIRHPKYNGNTLNNDIMLIK (SEQID NO: 89)

NONEPEAMXEHHA. T[lepeBarkHe npeacTaB/leHHA NOCAILOBHOCTI, 3a3HayYeHOi  BuLUe,
CNpAMOBaHe Ha HaZaHHA Mepesiiky Noc/iA0BHOCTEN Ha AaTy MOAaHHA MaTEHTHOI 3asBKWU.
Take came NOAaHHS MOXKe OYyTU HEeNnpPUNHATHUM LWOAO0 Nepeniky MoCNiA0BHOCTEN, AKUMN
Ha4A€eTbCA NicnA AaTW NOAAHHA NATEHTHOI 3aABKM, OCKi/IbKM HEOOXiAHO BUPILLNTK, YN MOXKe
HafgaHa iHopmauia 6yt posrnaHyTa BIB ana nopaHHA o6'ekTy [0 MepBMHHO MOZAHOrO
onwucy.

BignosigHi naparpadum craHgapTty BOIB ST.26: 7(b), 26, 27,93 1a 97
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Mapaepac 94 - BapiaHmHa nocaioosHicms, po3Kpuma AK 00HA MOCAi008HICMb 3 nepepaxo8aHuMu
an6MepHAMUBHUMU 3aAUWKAMU

Mpuknag 94-1: NpepcTaBneHHA OAHIEI NOCNIAO0BHOCTI 3 NepepaxoBaHUMM aIbTEPHATUBHUMMU
amiHOKucnotamm

B naTeHTHI 3asBLi 3aAB/IEHUI NenTUA, 3 NOCAiA0BHICTIO:
(i) Gly-Gly-Gly-[Leu ab6o lle]-Ala-Thr-[Ser a6o Thr]
MutaHHA 1: Yn Bumarae ctaHgapt BOIB ST.26 BkAoueHHA nocnigosHocTi (-ei)?

TAK

Y nocnigoBHOCTI nepeabayeHo 4oTUpK cneumdiyHO BM3HAUYEHI aMiHOKMCNOTKU, a naparpad
7(b) ctaHpapTy BOIB ST.26 BMMarae BK/IlOYEHHS NOCNiIA0BHOCTI 40 Nepeniky Noc/ifoBHOCTEN.

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

Tabnunua 3 Posainy 3 OopaTky | BM3Havae 6arato3HayHuii cumson "J" K isonenuymH abo
nenuyH. Tomy, 6axkaHo npeacTaBiATU NOCNIAOBHICTb AK:

GGGJATX (SEQ ID NO: 64),

WO BMMAra€ nNoOAanbLOro onucy B Tabauui ¢yHKUiA, BMKOPUCTOBYIOUM KAOY  PYHKLT
"VARIANT" Ta KBanipikatop "note" ans 3a3HadeHHsa, wo "X" aBnse cobot cepuH abo
TPEOHiH.

B iHwWomy BMNaaKy, NOCAifOBHICTb MoXe OyTM npeacrasneHa, Hanpuknag, Ak: GGGLATS
(SEQ ID NO: 65),110 BMMarae noganblloro onucy B Tabnuui yHKLiM, BUKOPUCTOBYIOYM KoY
¢oyHKuii "VARIANT" Ta kBanidikaTop "note" gns 3a3HaveHHA , Wo L MOXKHa 3amiHUTM Ha |, a S
MO’KHa 3aMiHUTU Ha T.

NONEPEAXEHHA. T[lepeBarkHe npeacTaB/leHHA NOCAILOBHOCTI, 3a3Ha4YeHOi  BuLUe,
CnpAMOBaHe Ha HagaHHA Mepeniky NOCNiAOBHOCTEM Ha AaTy NOAAHHA MATEHTHOI 3aABKMU.
Take came NoAaHHA MOXKe OyTU HEeNPUINHATHUM LWOAO Nepeniky MNOoCAiA0BHOCTEN, AKUI
HaAa€eTbCA NicnA A4aTW NOAAHHSA NATEHTHOI 3aABKM, OCKiIbKM HEOOXiAHO BUPILLNTK, YN MOXKe
HagaHa iHbopmauia 6yTn posrnaHyta BIB ans popaHHA 06'ekTy A0 NepBMHHO MOAAHOro
onucy.

BignosigHi naparpa¢m craHaapty BOIB ST.26: 7(b), 8, 26, 27, 94
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Mpuknag 94-2 — NpeAacTtaBieHHA OAHIET NOCNIAOBHOCTI 3 NepepaxoBaHUMM aZIbTEPHATUBHUMMU
aMiHOKUCNIOTaMMU, AKi MOXKYTb 6yTM moanpiKoBaHMMKU aMiHOKMCAOTamu

MNaTeHTHa 3aABKa onucye noainenTua;
Leu-Glu-Tyr-Cys-Leu-Lys-Arg-Trp-Xaa-Glu-Thr-lle-Ser-His-Cys-Ala-Trp
ae Xaa moxke bytu lle, Ala, Phe, Tyr, alle, Melle a6o Nle.

MutaHHAa 1: Yu Bumarae ctaHgapt BOIB ST.26 BKAtoYeHHA NocniaoBHOCTI (-ei)?
TAK
MNepepaxoBaHuii nenTua MicTuTb 16 chneuianbHO BU3HAYEHUX aAMIHOKMCNOT. TaKMM UYMHOM,
NOCNIAOBHICTb Ma€e OyTM BKAKOYEHA A0 nNepeniky NocnigoBHOCTeM, BigMNOBIAHO A0 BUMOT
naparpada (7)(b) craHaapty BOIB ST.26.

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

Halibinbw obmerKkyBanbHMM BaraTtosHa4yHMM CMMBO, AKUIA MoXKe oxonatosaTtu "lle, Ala, Phe, Tyr,
alle, Melle abo Nle", — ue "X". TaKMM YMHOM, NOCAIAOBHICTb MA€E OYTU BKAOYEHA A0 NEpeniky
nocnigoBHoOCTEN AK:

LEYCLKRWXETISHCAW (SEQ ID NO: 96)

Maparpad 30 craHpapty BOIB ST.26 Bumarae, wob «moamdikoBaHa amiHoKucnota 6yna
00AaTKOBO onncaHa B Tabanui GyHKLin».

OpHak naparpa¢ 30 He BMMarae BMKOPUCTAHHA OyAb-KOro KOHKPETHOro K/w4a ¢yHKLUIT ans
onucy moanediKkoBaHUX aMiHOKMCNOT. Xoya naparpad 30 onucye BUKOPUCTAHHSA KAKOYiB GYHKL,iN
"CARBOHYD", "LIPID", "MOD_RES" i "SITE", ui kno4i ¢yHKUiA 6inbWw nigxoAaTb Ana cueHapiis,
KON moamdpikoBaHa aMiHOKMCNOTA He BXOAUTb A0 CIUCKY anbTEPHATUB A1 NEBHOI IoKanisauii. Y
uboMy npuknagi knwod ¢yHkKuUii "VARIANT" 3apoBonbHAE BMMO3i naparpada 30, OCKiNbKM BiH
[03BO/ISIE BK/IOYATM BCi a/IbTEPHATMBM ANA BapiaHTHOro camty. OTxe, katod ¢yHKujii "VARIANT" i3
KBasidikaTopom "note" Ta 3HayeHHsm KBanidikaTopa "lle, Ala, Phe, Tyr, alle, Melle abo Nle" sak
CNia, BUKOPUCTOBYBATU ANA ONWUCY CAlTy BapiaHTy B MONOXEHHi 9. BUKOPUCTAHHA Apyrnin Kntou
dyHKUji, Takni ak "SITE" i3 KBanipikaTtopom "note", morxke 6YyTM BUKOPUCTaHWUI ANA NoAaNblLUOi
ineHTUdiIKauii MoandiKoBaHMX aMiHOKUCAOT, 3HAMAEHUX Y MOJIOXKEHHI 9.

BianosigHi naparpa¢m craHgapty BOIB ST.26: 3(a), 7(b), 27, 30, 94, 96 i JogaTok |, Po3ain 4,
Tabnunus 4
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Mapazpag 95(a) — BapiaHMHa nocnioo8HicMb, AKA PO3KPUBAEMbLCA AUUWE 3 MOCUMAAHHAM HA ep8uHHy
1ocnidosHIiCMb 3 KiflbKOMa He3anex HUMU sapiaHmamu

MNpuknag 95(a)-1: NpepgcraBneHHA BapiaHTHOI NOCNIA0BHOCTI LWIAXOM TlyMayeHHA NepBUHHOI
nocnigaoBHOCTI

3aABKa MiCTUTb TaKMIA ONUC:

"MentTnaHnin dparmeHT 1 asnne coboto Gly-Leu-Pro-Xaa-Arg-lle-Cys, ae Xaa moxe 6ytn 6yab-
KO aMiHOKMUCNOTOIO ....

B iHWOMYy BapiaHTi 34iMCHEHHA NnenTuAHUI dparmeHT 1 aBnse coboto Gly-Leu-Pro-Xaa-Arg-
Ile-Cys, oe Xaa moxe 6ytn Val, Thr abo Asp ...

B iHWOMYy BapiaHTi 34iMCHEHHA NnenTuAHUM dparmeHT 1 ABnsAe coboto Gly-Leu-Pro-Xaa-Arg-
Ile-Cys, oe Xaa moxe 6ytn Val ".

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

TAK

"MentTnaHunin pparmeHT 1" y KOXKHOMY 3 TPbOX OMMCAHUX BAPiaHTIB 34iCHEHHA Nepeabayae
NPUHANMHI WicTb cneundivHO BU3HAYEHUX AMIHOKUCAOT; OTXKe, NOCNiIA0BHICTb NOBUHHA ByTH
BK/ILOYEHA A0 nepeniky NocnigoBHOCTEN, AK TOro BMmarae naparpad 7(b) craHgapty BOIB
ST.26.

MuTaHHA 3: K cnig npeacTaBAATM NOCAIAO0BHICTL (-HOCTI) y Nnepeniky nocnigoBHocTen?

Y ubomMmy NpuKNagi nepepaxoBaHa NocnigoBHicTb "MenTuanuii dparmeHT 1" onucyeTbea
TPWUi, Y TPbOX Pi3HUX BapiaHTaX 34iMCHEHHSA, KOXKEH 3 AIKMX MA€E aNibTePHATMBHUI onuc Xaa. Y
ubomy npuknagi "X" € Hanbinblw obmexkyBasibHMM 6araTo3HaYHMM CMMBOJIOM MOJIOKEHHSA
Xaa.

CraHpgapt BOIB ST.26 BMMAarae BKAKOYEHHA OMWCAHOI MepepaxoBaHOi NOCNIAOBHOCTI /nwe
OAVH pa3. Y Hanbinbll oxonto4YomMy 3 TPbOX BapiaHTIB 34iiCHEHHA, Xaa € byab-AKolo
amiHoKkucnototo (Ous. Bctyn Ao uboro gokymeHTta). Tomy nocnifgoBHICTb, iKa NOBMHHA ByTK
BK/IIOYEHA A0 Nepeniky NocnigoBHOCTEN, ABNAE coboto:

GLPXRIC (SEQ ID NO: 66)

BianosiaHo ao naparpada 27, "X" mae po3srnagatuca Ak byab-akuit is cumsonis "A", "R", "N",
"D"’ IICII, IIQII’ "E", IIGH’ "H", "|"’ “L"’ "K"’ “M"’ "F“’ "P"' IIOII’ IISII' llUll’ IlTll’ "W"’ IIYII a60 "V“’
OKpiM BMMNaAKiB, KON BiH BUKOPUCTOBYETHCA i3 404aTKOBUM ONUCOM Y Tabanui yHKUiA.
Tomy, akwo cumeon "X" MOBMHEH BUKOPMUCTOBYBATUCb ANA NpeacTaBaeHHA "Oyab-akoi
amiHokncnotn", Toai BiH mae 6yTU onmncaHnii 3 BUKOPUCTAHHAM Katoda PyHKUiT "VARIANT" Ta
KBanidikaTopa "note" 3i 3HaYeHHAM "X moxke byTn Byab-AKOO aMiHOKMCNOTO".

Oe pouinbHo, KoxeH "X" mae 6yt onucaHui okpemo. lMpoTe, obnactb HesnepepBHUX
3anmwkie "X" abo MHOMXWMHaA 3anuwkis "X", po3nogineHa B MOCNIAOBHOCTI, MoXKe 6yTu
CNiNbHO onMcaHa 3a gonomorot Kato4va ¢yHKuUii "VARIANT" 3 BUKOPUCTAHHAM CUHTaKCUCy
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nyn n,n

"X..y" B AKOCTi AeckpunTopa noKanisauii, ge "x" T1a "y" — noNo0KeHHA NepLworo Ta OCTaHHbOTO
3anmwkiBs  "X"; Ta KBanidikatopa "note" 3i 3HayeHHAM "X Moxe 6yTM Oyab-AKoto
amiHokucnoTor".

BKAtoueHHs byab-SKMX 404aTKOBMX NOCAIA0BHOCTEN, HEObXiAHMX AnA onucy iHpopmalii abo
dbopmynn BMHaxoAy, HACTIMHO PEKOMEHAYETbCA, AK Oyno 3a3HayeHO y BCTyMi 4O UbOro
AOKYMEHTa.

OnAa HaBegeHoOro BULWE NPUKNALY HACTIMHO PEKOMEHAOYETbCA BKAKOYUTM HACTYMHI Tpu
AOAATKOBI MOCNiAOBHOCTI A0 nepeniky MoCNigOBHOCTEN, KOXHAa 3 SAKUX Ma€E BAACHWUMI
ineHTUdiKauiMnHMN HOMep NOCNiAOBHOCTI:

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

GLPDRIC (SEQ ID NO: 69)

NONEPEAXEHHA. [lepeBa)kHe npeacTtaBieHHA MOCAIAOBHOCTI, 3a3Ha4YeHOl BuLE,
CNpAMOBaHe Ha HagaHHA Mepesiky NOoCNiAOBHOCTEM Ha AaTy NOAAHHA MATEHTHOI 3aABKMWU.
Take came NOJAHHA MoOXe OYyTUM HenpUUHATHMM LWOoAO Mepeniky NocnigoBHOCTEN, AKWUM
Ha[A€ETbCA NicNA A4aTW NOAAHHA NATEHTHOI 3aABKM, OCKINbKM HEOOXIAHO BUPILINTU, YN MOXKeE
HagaHa iHbopmauia 6yTn posrnaHyTa BIB ana gopaHHs o6'ekTy A0 MepBUMHHO MOAAHOro
onucy.

BianosigHi naparpa¢m ctaHgapty BOIB ST.26: 7(b), 26, 27 Ta 95(a)
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Mapaepagp 95(b) - BapiaHmHa nocnidosHicms, Wo pO3KpUBAEMbCA AUWE 3d OOMOMO200 MOCUAGHHSA HA
nepsuHHY Mocni008HICMb 3 KislbKOMA 830EMO3AEHHUMU 8APIAHMAMU

Mpuknap 95(b)-1: NMpeacTtaBNneHHA OKPeMUX BapiaHTHUX NOCNIA0BHOCTEN 3 KilbKOMA
B3aEMO3a/Ie}KHUMU BapiaHTaMu

MaTeHTHa 3asABKa ONUCYE HACTYMHY KOHCEHCYCHY MNOCNIA0BHICTb:

cgaatgn,cccactacgaatgn,cacgaatgn,cccaca

Ae n,, n, Ta Ny MOXyTb 6yTn 3, t, g abo c.
Kinbka BapiaHTHMX NOCNIL4OBHOCTEN PO3KPMBAOTLCA HACTYMHUM YNHOM:
AKWO N, €a,TonyTanzet, gaboc;
AKWoO N, et,Ton; Tanz €a, gaboc;
AKWO N, €g,TonTans et, aaboc;
AKWO N, €Ec,TOoN; Tanz et, gabo a.
MuTtaHHA 1: Y BUMmarae ctaHgapt BOIB ST.26 BKAIOYEHHA NOCNiA0BHOCTI (-eit)?

TAK

MocnigoBHicTb Mae bGinble AecATM nepepaxoBaHMx Ta "cneundiyHo BM3HAYEHMX"
HyKneoTuais i BianosigHo Ao naparpada 7(a) ctaHaapTty BOIB ST.26 mae 6yTu BKAKOYEHA A0
nepeniky NocnigoBHOCTEMN.

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

MNepepaxoBaHa NOCNIAOBHICTb MICTUTb binblue aecaty cneundiyHO BU3HAYEHMX HYKNEOTUAIB
Ta Tpbox "n" 3anunwkis. CtaHaapT BOIB ST.26 BMMarae BK/IOYEHHA PO3KPUTOI NepepaxoBaHoi
NocNigoBHOCTI i, AKWO 6araTo3Ha4YHUI CUMBON € [AOPEYHMM, CAiJ BUKOPUCTOBYBATU
HanbinbLw obmexyBanbHUA CUMBOA. Y LbOMY MPUKAAAI Ny, N, Ta Ny MOXYTb ByTK a, t, g abo ¢,
Tomy "n" € Halbinblw obmexxyBanbHMUM HaraTo3Ha4yHUM cumBosom. OTXKe, NOCAIAOBHICTD,
AKa NOBMHHa 6YTU BKAOYEHA A0 Nepeniky nocnigoBHOCTEN:

cgaatgncccactacgaatgncacgaatgncccaca (SEQID NO: 70)

B naparpadi 15 craHaapty BOIB ST.26 3a3HaueHo, wo "cumeon "n" 6yae Taymaumtmca ak

6yab-akuin i3 "a", "c", "g" abo "t/u", 3a BUHATKOM BMMaAKiB, KONM BiH BUKOPUCTOBYETHCA 3

O0AATKOBMM OMUCOM Y Tabnuui ¢yHKUIN. OCKiNbKM 3HAYEHHA KOXHOMo 3aAuwWKky "n" y Uil
nn n_n n_._n

NMoCNigoOBHOCTI € eKBiBa/IEHTOM 3HAYeHHIO 3a 3aMoBYaHHAM "a", "c", "g" abo "t", nopaTKoBE
TNYMa4yeHHsA He NoTpibHo.

MNepepaxoBaHa NOCAIAOBHICTb MICTUTb BapiaHTU B TPbOX Pi3HMX NOKaNi3aLiaX i BUHUKHEHHA
Bapiauiin € B3aemo3anexXHMm. fAK 3a3HayeHO y BCTYMNi A0 LbOro AOKYMEHTa, HacTiliHO
PEKOMEHAYETLCA BKAKOYEHHA A0AATKOBUX MOCAIAOBHOCTEN, WO NPEeACTaBAAIOTb A0AATKOBI
BAPiaHTWU 34iNCHEHHA, AKI € KNOYOBOK YaCTUHO BMHAxody. Tomy, 3rigHO 3 nmaparpadom
95(b) ctaHgapTy BOIB ST.26, A04ATKOBI BapiaHTW 34iCHEHHS MOBWMHHI BYTW BKAKOYEHI 40
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nepeniky NocnigoBHOCTEN AK YOTUPM OKPEMi NOCNIAOBHOCTI, KOXHA 3 AKMUX MAE BAACHUM
ineHTUdIKaLiMnHMM HOMep NOCNILOBHOCTI:

cgaatgacccactacgaatgbcacgaatgbcccaca (SEQID NO: 71)
cgaatgtcccactacgaatgvcacgaatgvcccaca (SEQID NO: 72)
cgaatggcccactacgaatghcacgaatghcccaca (SEQID NO: 73)
cgaatgccccactacgaatgdcacgaatgdcccaca (SEQID NO: 74)

(BapTo 3a3Haumth, wo b =t, g, aboc;v=a,gaboc;h=t aaboc;id=t, gabo a; gus.
Tabnvua 1 Po3giny 1 logatky 1)

BignosiaHo o naparpada 15 craHgapTy BOIB ST.26, Hanbinblw obmexkyBanbHUI CUMMBOA
NOBUHEH BUKOPMCTOBYBATUCH AJ/1A NO3HAYEHHA 3MiHHMX NOAOXKeHb. OTXKe, N2 i N3 He NOBUHHI

n_n

6yTM no3HayveHi AK "'n" y nocnigoBHOCTI.

NONEPEAXEHHA. [lepeBa)kHe npeacTaB/leHHA MNOCAIAOBHOCTI, 3a3Ha4yeHoOi Buue,
CNpAMOBaAHEe Ha HaZaHHS Nepesiiky MocNifoBHOCTEN Ha AaTy NOAAHHS MaTEHTHOI 3asBKW.
Take came NOAaHHS MOXKe OYyTU HEenpPUUHATHUM LWOAO0 NEepenikKy MNocNigoBHOCTEN, AKUMA
HaA4A€eTbCA NicnA AaTW NOAAHHA NATEHTHOI 3aABKM, OCKi/IbKM HEOOXiAHO BUPILLNTK, YU MOXKE
HafaHa iHpopmauia 6yTn posrnaHyta BIB ans gogaHHA 06'eKTy 4O NEPBMHHO NOAAHOrO
onucy.

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

[AonoBHeHHA go AopaTky VI ctaHgapTy ST.26 HaBegeHo ganil
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AOMNOBHEHHA

KEPIBHWUIM OOKYMEHT LWOA0 NPEACTABNEHHA NOCNIAOBHOCTEN Y ®OPMATI XML

[loNOBHEHHA AOCTyMNHE 33 aApecolo:
https://www.wipo.int/standards/en/docs/st26-annex-vi-appendix-guidance-document-
sequences.xmi

[AopaTok VIl HaBegeHo aani]
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