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BBenenue

DyHKYUOHAbHAS 2eHEeMUKA U 2eHOMUKA — 3TO 00JACTh MOJEKYISPHOU
OMOJIOruy, U3y4Yarolllas COBOKYIMTHOCTh T€HOB OpTaHU3Ma U UX (QYHKIIUIO, TO €CTh
UX KCIPECCHUIO U PETYJISIIIUI0O BO BPEMEHU U MPOCTPAHCTBE, CIEI0BATEIbHO Ha
pa3HBIX CTaAUSX Pa3BUTUS OpraHu3Ma OT 3HUTOThl (OIUIOJIOTBOPEHHOMU
SUIEKIJIETKHU) 10 CaMOM CMEPTH, a TaKKE B Pa3HbIX OpraHax, TKaHSAX M KJIETKax
naHHoro opranusma. CpaBHuTeIbHas (QyHKIIMOHAIbHAS T€HETUKA U T€HOMUKA,
COOTBETCTBEHHO, U3y4aeT CXOJCTBA U pa3inuusl B pabOTE U PEryJIsli T€HOMOB
Ha KJIETOYHOM, OPraHU3MEHHOM, MOMYJISIIMOHHOM M BUJOBOM YpPOBHsIX. Takum
oOpazoMm, (QyHKIMOHAIbHAs TEHETHUKAa (OKycupyeTcss Ha JAUHAMUYECKUX
acriektax pabotel reHoma (coBokymHocTu Bcedt JIHK opranusma), Takux kak
TPAHCKPUMIMSA T€HOB, TPAHCISIMUS M MEX OEJIKOBbIE B3aUMOJEHUCTBUS, UTO
OTJIMYAET €€ OT F€HETUKH, KOTOpasi COCPENOTOYEHA HA CTATUYECKUX ACIEKTax,
TAKUX KaK MOCJIEAOBaTEeNbHOCTh wiau CTpykTypel JHK. B omimume or
(YHKIIMOHATBHON F€HETUKHU, KOTOpas u3ydaeT paboTy OTAEIbHBIX TPYIII T'€HOB
U €IMHUYHBIX T€HOB, (YHKIIMOHAIbHAS T€HOMHUKA XapaKTepU3yeT paboTy Bcex
F€HOB B KJIETKE, TKAaHU WJIM OPTaHU3ME U MCIOJIb3YyeT OOJbIINE KOJIMYECTBA
nanubix. OHa Hayajga CBOE CTPEMUTENBHOE Pa3BUTHUE C BO3HUKHOBEHHEM
texHosoruit NGS (next generation sequencing — aHIJl. CCKBEHUPOBaHUE HOBOT'O
MOKOJICHHUS ), MUKPOUUIIOB, UMMYHOTIPEIUIUTALIMN XPOMATUHA U JaIbHEUIIEro
cekBeHUpoBaHus cBs3aHHBIX ¢ xpomatuHoM JIHK (ChIP-seq), TexHomoruii
uccnenoBanusi JIHK-Genok B3auMoaeHCTBUSI U APYrUX, KOTOPbIE MO3BOJIUIU
MOJy4aTh IOJHOTEHOMHBIE U TMOJHOTPAHCKPUIITOMHBIE JaHHBIE, a TaKxke
MHQOpMAIIMI0O O TEHETUYECKOW W HIUTCHETUYECKOW peryysiiiuu TEeHOB U
B3aUMO/JICUCTBUIO TPAHCKPUIIIMOHHBIX (PAKTOPOB U PETYJIATOPHBIX OEIKOB C
JIHK.

PazButne (yHKIMOHATBLHOW TE€HOMUKH TIOMOTaeT pEUIuTh MHOTHE
OMoJIOrMYecKre MPOOJIEMbl, a TAaKXE€ CHOCOOCTBYET yCIleXaM U BHEIPEHUIO
HOBBIX TEXHOJOTMI B MEIUIIMHE, CEIbCKOM XO3SIICTBE, KPUMHUHAIUCTUKE,
(hapMakoJIOruu, MPOMBIIUIEHHOCTH U BO MHOTHX JPYTHX >KMU3HEHHO BayKHBIX
OTpacsx.

B nacrosiieM u3gaHuM Mbl paCCMOTPUM MPEAMET, LETU U BO3ZHUKHOBEHHE
(YHKIIMOHATBHON T€HETUKU U TEHOMUKH, UX CBSI3b C TCHOMUKOMW, MPOTEOMUKOM
u O0nonH(pOpMaTUKOM, METO0JIOTHIO u BBICOKOTEXHOJOTUUHOE
CEKBEHHUPOBAHHE, KOTOPHIE OHU MCIOJIB3YIOT, 3HAUCHUE (PYHKIMOHAIBHOM
F€HETUKHU U TCHOMUKH KaK HayKHU.



1. Uto Takoe reHOM M reHOMHKA

I'enomom HazpiBaeTca coBOKynHocTh Bcerd JIHK knetkm opranmsma,
KOTOpasi KOAUpPYeT HaclencTBeHHYI0 HuH(opMainuio. COOTBETCTBEHHO, MOJ
2eHOMUKOU TIOHUMAIOT pas/iesl MOJICKYJISIPHOW OWUOJOTUM, KOTOPBIA H3ydaeT
CTPYKTYpY, OpraHu3anuio U (PyHKIHUIO T€HOMa, a TaKKe SBOJIOIUI0 T€HOMOB
Pa3IMYHBIX OPTAHU3MOB U CpPaBHEHUE UX MEXKIy co0oil. Ha maHHBIX TeHOMUKH
Oazupyercs u MoyieKyisipHas Quiorenus. TepMuH eceHomuxa BIEpPBbIC
WCMOJIb30BAJI aMepuKaHCKuil reHeTtuk Tomac Popepuk B 1986 romy mmd
0003Ha4YeHUsI COBOKYITHBIX HCCJICIOBAHUHN MO KAPTUPOBAHUIO, CEKBEHUPOBAHUIO
U XApPaKTCPUCTUKH T€HOMOB. DPYHKYUOHANbHAS 2eHOMUKA SIBJISICTCS YacCThbIO
F€HOMUKH, U3ydarolieil padoty v (yHKIIMOHUPOBAHHWE T€HOMOB B Pa3IUYHBIX
KJIETKaX, TKaHAX U OpraHru3Max B TUHAMHUKE, TO €CTh peaTU3alNI0 FTEHETUYECKOM
nH(pOpMaIINK, 3alMcaHHON B TeHOMe. Kak TakoBas reHOMHKa, B COBPEMEHHOM
BUAE, cioxuiaach B 80-x-90-x romax MOpomuioro BeKa ¢ BO3HUKHOBEHUEM
METOJI0B MOJIEKYJIIPHOM OMOJIOTHUH U pealu3alieil MepBbIX FEHOMHBIX TPOEKTOB
W Todyuydiia ObICTpoe pa3BuTHEe B Hadaie 21 Beka ¢ OPUXOJIOM
BBICOKOCKOPOCTHBIX METOJIOB CEKBEHUPOBAHUS HOBOTO IOokojeHuss NGS wu
OmonH(pOPMATUKH, MMO3BOJUBIIEH paboTaTh ¢ OOJBIIMMH MAaCCUBAMH JAHHBIX.
OnHako BO3HMKHOBEHHUIO TE€HOMHKH TMPEAIIECTBOBAN JJIUTEIBHBIA TEPHUO]
HUCTOPUU OMOJIOTUU U €CTECTBEHHBIX HAYK.

1.1. Kpamka}l ucmopust 603HUKHOGBEHUA CEHEMUKU U CCHOMUKU

ITepBbie nomenmume 10 HAC MPEICTABICHUS O HACIEACTBEHHOCTH, TO €CTh
CXOJICTBE POJAMTENCH M MOTOMCTBA PACTECHM, KUBOTHBIX U UeJOBEKa, ObLIM
chopMyIMpoBaHBI elle aHTHYHBIMU (rsiocodamu U yueHbiMu JpeBHel ['penun.
Tak, ['mnmokpar cuurtan, 4To B 3apOABIINIEBBIX OpPraHax MY>KUYMH W KEHIIWH
OTKJIQJBIBAIOTCS. OCOOBbIE BEIIECTBA, KOTOPBIE MPU CIHUSHUHU ONPEACISIOT
pa3BuTHe oToMcTBa. HaMHOro mos:xe, B0 BTopoil monoBuHel9 Beka, B cBoei
TEOpPUHU MaHTEeHEe31Cca aHTJIMHCKUN ecTecTBOUCTIbITaTeNh Yapib3 lapsun (1809—
1882) (puc. 1.1.1), OCHOBBIBAsSICh Ha CBOUX HCCJICAOBAHMUAX U PA3MBIIICHUSIX,
UCIIOIB30BAJl TEPMUH «TeMMysa» JUisi OOO3HAUYEHUS! MHUKPOCKOMUYECKOU
€IUHHUIIBl HaclienoBaHUs. ['eMMyJibl, COrJIacHO yuyeHuto JlapBuHa, nmepenarT B
MOJIOBBIE KJIETKH HACIEeJCTBEHHYIO MH(poOpManuio 00 u3MeHeHusx tena [1].
Teopust nanreHesuca BrepBbie ObLIa mpeacTaBieHa JlapsunbsiM B 1868 rony B
kHure "M3MeHeHHne )KUBOTHBIX M PACTCHUM MpHU OoJOMalIHUBaHUM'"'. OCHOBHaA
npoOJieMa TOro BpeMEHHU, KOTOPYIO OH TaK U HE CMOT PELIUTh M3-3a TOTO, YTO
TOrJa OTCYTCTBOBAJIM HAYYHBIE JAHHBIC, - [IOUEMY HACJIEJICTBEHHBIE MPU3HAKH,
MOJYYEHHBIE OT POAUTENCH, HE «CIUBAKOTCSI» Yy MOTOMCTBA P CMENIMBAHUH.
BnocnenctBun  tTeopus ~ maHreHesa — Obla  OTBEpPrHYTa, XOTA  OHa
MPOCYIIECTBOBAJIa HEKOTOPOE BpEMs, ITOCKOJIBKY OTKpbIThIE B 1865 romy
MoHaxoM - aBryctusiieM ['peropom Morannom Mennenem (1822-1884) (puc.



1.1.2) 3aKkOHBI TEHETHYECKOrO0 HACIEIOBAHUS CTaJIM ILIUPOKO H3BECTHBIMU
HaMHOro mno3xe [2]. Ero OTKpbITHS, CAETaHHBIE HA OCHOBE OIIBITOB,
MPOU3BEICHHBIX HA TOpPOXE, 3aJ0XKWJIM HAyajJ0 HOBOM HAYKE - TEHETHKE.
N310XUB TpU OCHOBHBIX 3aKOHA O IMEpPENAavye HACIEIACTBEHHBIX MPU3HAKOB OT
poauTeneil K mOTOMCTBY: 1) 0 eIMHO00pa3ru MepBOro NOKOJIEHUsI THOPUIOB, 2)
0 pAaCIIEIUICHUH MPU3HAKOB BO BTOPOM IOKOJEHUU U 3) O HE3aBUCUMOM
HACIEJOBAaHUM TMPU3HAKOB, MeHJenp NOpeaiokuil HUae  OWHAPHOIO
KOJIMPOBAHUSI, a Mepearoiue Mpu3Haku MaTephalibHble (PAaKTOpPbl OH Ha3Ball
«Anlagen» (HeM. 3a4aTKH), 4TO ObUIO MPOOOPA3OM OTKPBITHIX MO3KE T'E€HOB.
Menneno yaaloch pemuTh MpoOJieMy CMENIMBAHUS, OJHAKO OTKPBITHE
(bU3UYECKON CTPYKTYPhl 1 XUMUYECKUX CBOMCTB HOCUTEIIECH HACIIEICTBEHHOCTH
obuto eme Bnepean. B 1889 romy romnmanackuii yuenelii Xyro [le ®pwus,
nepecmarpuBasi Teopuro JlapBuHa O TIaHT€HE3Uce, B CBOEH KHUTE
«BHYTpHUKIETOYHBIA TAHT€HE3HUC» BBOAUT TEPMUH IIAHTE€H», MTOJ KOTOPBIM OH
MMOHUMAJ YacTULbI, C IOMOIIBK) KOTOPBIX MPOUCXOAUT HACIEIOBAHUE
NpU3HAKOB opranu3Mamu. [1o3ke «maHreH» ObLT COKpaIIeH IO CIIOBA «I'€H.
Kpome Toro, Xyro Jle @pu3 3aHOBO OTKPBLT 3aKOHBI MeH e, KoTophlie Ooliee
TPUAUATA JIET OCTaBaJUCh HEU3BECTHBIMU JUIsi HAY4YHOTO COOOIIECTBa, H
onybnukoBan ux. B 1910 rony amepukanckuii yuenoii Tomac Xant Mopran ¢
KOJUIETAMHU BBIJIBUHYJ CBOIO XPOMOCOMHYIO TEOpPHIO, OCHOBAaHHYK) Ha
UCCIIEIOBAHUSIX Ha IUIOJIOBBIX MyXax napo3oduiax. B aToit Teopuum Mopran
MPEITOI0KUI, YTO PACIOJIOKEHHBIE B KIIETOYHOM SIJIPE XPOMOCOMBI SBJISFOTCSA
OCHOBOW KJIETOYHOW HACJEJICTBEHHOCTH, @ TE€HBI, ABJISIONIMECS HOCHUTEISIMU
ONPENECICHHBIX CBOWCTB, PACIOJAraloTCsi B XPOMOCOMax B OIPEICICHHBIX
MeCTaxX, KaKJIOMY T€HY COOTBETCTBYET CBOSI JOKamus. MopraH mnpencTaBuil
MIEPBYK0 TEHETUYECKYI0 KapTy, IOKa3bIBAIONIYI0 PACHOJIOKEHUE TE€HOB HA
XpOMOCOMax JIpo30(UJibl, OCHOBAaHHYIO Ha CKpPEIIMBAHUSIX M YacTOTE
BCTPEUYAEMOCTH Kaxaoro rexa. [lox renom Torga Mopran nonuman

Puc. 1.1.1. Yapns3 JapBun Puc. 1.1.2. I'perop Menaenn



ONPEAECICHHBIM NpPU3HAK. bBBUIO BBISBIEHO, YTO XPOMOCOMBI COCTOSIT U3
HYKJICUHOBBIX KHUCIOT W OenkoB. TakuM oOpa3oM, ObLIO MOKAa3aHO, 4YTO
HYKJIEMHOBBIE KACIIOTHI SBJISIOTCA HOCUTEISIMU HACIIEICTBEHHOCTH.

TepMuH cerom OBUT BBEJEH HEMEUKUM OOTaHMKOM XaHcoM BuHKepoMm B
1920 romy, mox S3TUM TEPMHHOM OH I[IOHMMAaJl COBOKYIIHOCTb T€HOB B
raruiouHoM Habope xpomocoM. [lo3xe, B 1945 rony, buiom u Talitymom Oblia
NpeUIoKeHa TEeopus «OAUH TE€H - OJUH (EpPMEHT», COTJIACHO KOTOpOil
ompeieNICHHbIE TeHbl KOAUPYIOT onpenesieHHbie 0enku. B 1953 rony amepuikanen
Jlxermc YorcoH m aHrnmyanuH @peHcuc Kpuk OTKpBUIM ABYXUENOYECUHYIO
cnupaibHyto cTpykTypy JHK (1e30xcupruOoHyKIEHHOBOM KUCIIOTHI), Aajiee UMU
OblIa TpeUIOKEeHAa MOJIEeNb, COTJlacHO KoTtopoit uHdopmanusa unetr ot JHK k
PHK, a ot nmocnenneid k 6enky. OTKpbITUE TPUILIETHOTO T€HETUYECKOTO KOJIa,
corilacHO kotopomy kaxayr amuHokucinory B JIHK m PHK komupyror Tpum
OMPENICNICHHBIX HYKJIEOoTHAa (TpUIUIETa), a TakKe KOAUpYIoleh (reHbl) U
Hekoaupyrome («mycopnasy) yacteit [IHK, nmoapaznenenue reHoB Ha SK30HBI
U UHTPOHBI, KOTOPHIE BBIPE3AIOTCS MPU TPAHCISIUU Ojiarogapsi CIUIalCHUHTY,
MOATOTOBUJIO MOYBY K BOSHUKHOBEHHUIO HOBBIX HAYK, MOJIEKYJIIPHOU OMOJIOTUU
Y MOJIEKYJISIPHOW TE€HETHUKE, KOTOPBIE, B CBOKO OYEPEb, Jajly HA4al0 T€HOMUKE.
[TepBbIM MOJHOCTHIO OTCEKBEHUPOBAHHBIM (paciirppoBaHHBIM) FeHOMOM B 1977
rony Obu1 reHoM Oaktepuodara @-X174, pazmep KOTOPOTO UyTh OOIBIIE 5 THICSY
HyKJIeoTu10B. B 1990 roxy craproBanu MexayHapOIHbIE HAYYHBIE IPOEKTHI 110
CEKBCHUPOBAHUI0O TE€HOMOB 3JYKApHUOT, MPEKJIE BCEro, reHoMa MOAEIBHOIO
pacTeHus apabuorncuca u reHoma denoBeka. O06a mpoeKkTa mpoao/DKaInCh 0ojiee
10 net, B Ux peanu3anuio ObUIM BOBJICUYECHBI THICAUM YUYEHBIX U3 Pa3HbIX CTpaH
MHpPA, U CTOWIM 3TH MPOEKTHl MWUIMOHBI JOJUIapoB. B pesynbprare 3THX
MPOEKTOB OBLIO BBISICHEHO, YTO pa3Mep IeHoma apabujorcuca - mopsiaka 125
MHWJUIMOHOB Tap HYKJIEOTHUJOB, TOrJa KakK TF€HOM YEJIOBE€Ka B TalUIOMIHOM
COCTOSIHMM CcoJep:kan 3,2 MuuInapaa nap HyKJI€OTHUIO0B, IPU 3TOM KOJIUYECTBO
I€HOB B F'€HOME apaluI0TICHCca U YEJI0OBEKa 0Ka3aJI0Ch MPUMEPHO OJJMHAKOBBIM -
22-25 Teicsy. ['eHOMHBIE TPOEKTHI MO3BOJIUIN OOHAPYKUTH TO, YTO TE€HBI YaCTO
MEPEKPBIBAKOTCS, MPU 3TOM OTHAEIBHBIE T€Hbl UMEIOT HECKOJIBKO IMPOJYKTOB.
Taxke OBLIO BBISIBICHO, YTO 3HAYUTENIbHYI0 YacTb T€HOMOB COCTaBJISIOT
HEKOJUPYIOIIHe OeTOK MOBTOPHI HYKJIEOTUIOB, KAK KOPOTKUE, TaK U JIJTMHHBIE.
Hanpumep, koaupytoias OelKd B T€HOME UYeOBEKa 4acTh COCTABIISIET MEHEE
2%. Ilo pesynbTaTamM MEpPBOr0 OTCEKBEHHPOBAHHOIO T'€HOMAa YEJIOBEKAa ObLI
COCTaBJICH TaK HA3bIBAEMbIM CHHTETHUUYECKUU ITAJIOHHBIA WIH «pePEpPEHCHBIN
T€HOM HECYLIECTBYIOIIETO YEJIOBEKA, TOCKOJIBKY KyCKH 3TOr0 TEHOMA COCTOSIIN
n3 JHK passeix mogei. BrnocrmenctBum mnepBass BepcUss MHOTOKPATHO
yIydllagach U KOPPEKTUPOBAIACH, TAKUM 00pa3oM, UTO ceiuac Mbl yxKe UMEEM
38 Bepcuto pedepeHcHoro renoma. C mpuxo10M TEXHOJOT U HOBOT'O MTOKOJIECHUS
CEKBCHUPOBAHMS [I€HA CEKBEHHPBAHMS I€HOMA Hadajla CTPEMHUTENIBHO MaNaTh
roj OT roja, a CKOPOCTb €r0 3HAYMTEIBHO BO3pocia. Eciu cekBeHMpOBaHUE
IIEPBOTO T€HOMA YEJIOBEKAa 3aHsUIO0 mopsaka 12 JeT W CTOWIIO HECKOJBKO



MUWJUTMOHOB ~ JIOJUIApOB, TO C  UCIIOJB30BAHMEM  HOBBIX  TEXHOJOTHM
BBICOKOCKOPOCTHOTO CEKBEHUPOBAHMUS BCS MPOLIEAYPA 3aHUMAET OKOJIO 15 yacoB
u ctouT 4yTh Bbiie 500 moimapoB. TeXHOTOTMYECKUE TOCTUKEHUS, a TaKKe
yCIIeXU B KOMIBIOTEPHOU OMOJIOTHHN U OUOUH(POPMATHKE, KOTOPbIE 00eCIeunin
YYEHBIX HOBBIMHU ITPOTpaMMaMU U aJTOPUTMaMU JUisi COOPKU T€HOMOB U Pa0dOThI
C OOJIBIIMMU MAacCCUBaMH JaHHBIX, 3HAYUTEIHHO YCKOPUIIA COBEPILICHCTBOBAHUE
F€HOMUKHM KaK MPUKIAJIHOW U (PyHAAMEHTaIbHOW HAYKH U OTKPBUIM HOBBIE
TOPU3OHTHI JIJISl €€ MOCTYNaTEIbHOIO PA3BUTHUS.

[{enbto reHOMUKHU SIBISIETCS U3YUYE€HHUE TEHOMOB KHUBBIX OPraHU3MOB B LIETIOM,
a TaKXe OTHAENbHBIX €ro 4YacTel, Kak, Hampumep, OOJIBIINX XPOMOCOMHBIX
CEerMeHTOB ((hparMEeHTOB XPOMOCOM), COJEPKAIIMX CEMENUCTBA T€HOB U JIpyTHE
CcTpykTypbl. McxonHass 3agaya TEHOMHUKHU - OIpEICICHUE MMOTHOTC€HOMHOM
MOCJIEA0BATEIbHOCTH HYKIJIEOTUIOB, @ TAKXKE KapTHUPOBAHUE U YIOPSIOUCHHE
TEHETUYECKUX CTPYKTYp Ha Bce nocienoarenbHocTy JJHK. @yHkimonaneHas
r€HOMUKA HalpaBlieHa Ha MoJiydeHue HuHpopMmanuu O  (YHKIUAX
nocinenoBarenpHocret JIHK. Jlng Havama paccMOTpuM CTpOEHHE TE€HOMa
AYKApHUOT U €ro OTIUYHUE OT MPOKAPHUOTHUUECKOTO FEHOMA.

Bonpocsr:

1) Chopmynupyiite Tpu 3akona I'. Mennens.
2) Kro pa3zpaboTan XpoOMOCOMHYIO TEOPHUIO?
3) Kto u xorga npeasioxKua TEPMUH «TC€HOM»?

1.2. Cmpykmypa cenoma

Kak ObUIO Cka3aHO BBIIIE, TEHOM COCTOMT M3 coBOKymHocTH Bced JIHK
kietku, To ectb JIHK, 3akitodeHHOM B XpoMocoMax, BKJIKOYAs TEHBI,
MEKTE€HHbBIE TOCJIEeI0BAaTEILHOCTH M TOBTOpbl. Kpome Toro, y aykapuom
(OpraHu3mMoB, YbM KIIETKH COJEpKAT SAPO, OKPYKEHHOE MEeMOpaHoil) ObIBaeT
JIBa WM TPU F'€HOMA, SIACPHBIM U MUTOXOHIPUATBHBINA IT'€HOMBI (Y )KUBOTHBIX U
pacTeHUi ) TUTIOC MIACTUIHBIN reHOM (y pacTeHuit). XOTs, KaKk MpaBUiIo, €CIIU HE
YKa3aHO JIOMOJIHUTEIBHO, TEPMHUH «2eHOM» OOBIYHO OTHOCUTCS K SIIEPHOMY
TEHOMY.

JIHK Bcex opranu3MoB COCTOUT U3 YEThIPEX HYKICOTUIOB, APOMATUUECKUX
TETEePOLMKINYECKUX COeIMHEeHUH, anennHa (A), ryanuna (G), nmuto3una (C) u
tumuHa (T), npencrapisomux co6oit MoHO3PUpPBL OPpTOPOChHOPHOI KUCIIOTHI,
coequHeHHbIe (dochoanmdbUpHON CBSI3BIO, TaKXE B COCTaB MOJICKYJIbI
HYKJICOTHAA BXOJUT MOHOcCaxapu dezoxcupubosza (tumunosa) CsHi0O4 (puc.
1.2.1). ITpu 3TOM aJIcHO3UH U T'yaHO3UH SIBIAIOTCA -N-TIUKO3UgaMu ypPUHOB,
a MUTUIUH U TUMUAUH B-N-rIuko3ugaMy NUPUMUINHOB.



Purine nucleotides

NH, 0
H
Phosphate N7 5";\“‘ N7 o _
(ag + 3| =—Nitrogen base </89 14 );\ ~— Guanine (G)
. EN/ (adenine, A) N SN/ s
u.’ e 7 - i 2

OH H
Deoxyadenaosine 5-phosphate (dAMP) Deoxyguanosine 5-phosphate (dGMP)

(o]
CHz > i N/H
l61}k <~— Thymine (T)
N o]

Pyrimidine nucleotides

OH H OH H
Deoxycytidine 5’-phosphate (dCMP) Deoxythymidine 5-phosphate (dTMP)

Pucynoxk 1.2.1. CTpyKTypHBIE 3JIEMEHTBI YETBIPEX HYKIECOTUIOB, U3 KOTOPBIX
coctout JJHK: anenosun (A), ryanosut (G), uutuaut (C) u tumuaud (T).

JHK  (ne30kcupuOOHYKJIEHMHOBAsE KUCJIOTA) TMPEACTaBIsAE€T COOOM
JUHEWHBIA TONuMep, uMmeromuid Gopmy nBoiHOM crupanu (puc. 1.2.2.b).
KommnemenTtapusie nenu JJHK opueHTHpPOBaHBI B MPOTUBOIIOI0KHBIE CTOPOHBI
OTHOCHUTENILHO APYT Apyra (HampaBlieHHE OT 5'-KOHIA K 3'-KOHIly OJHOH lenu
COOTBETCTBYET HAIIPaBJICHUIO OT 3'-KOHIIA K 5'-KOHITY Apyroi uenw, puc. 1.2.2.c),
MPA 3TOM MEXAY HNYyPUHOBBIMM a30THCTHIMHA OCHOBAHUSIMA OJHOW LENU U
MUPUMHUIMHOBBIMU OCHOBAHUSIMU JPYrodl 00pa3yroTcs BOJOPOAHBIE CBS3U IO
MPUHIUIY KOMIUIEMEHTapHOCTH (puc. 1.2.2.a), TO €CTh «JIOMOTHUTEILHOCTIY.
Hyxkneorun A oOpasyet Bojgopoiabie cBs3u ¢ Hykiaeotuaom T, a G ¢ C. lllupuna
neorHoi cnupanu JIHK uyTe meHbiie 2,5 HM (HaHOMETPOB), a JJIMHA MOXET
CUJIBHO BapbHUpPOBATHCS B 3aBUCUMOCTH OT JUJIMHBI XPOMOCOMBI WJIM TIJIa3MU/IBI,
KOTOpBIE OHA COCTAaBIISIET. Y 3YKAPUOT JUIMHA XPOMOCOM OOBIYHO COCTABIISIET
HECKOJIbKO MUKPOH.

SAnepnas JIHK  npokapuor — Jokain3oBaHa B XPOMOCOMAX,
HYKJICONIPOTEUHBIX CTPYKTypax, B KOTOPBIX XPAaHUTCS M peaau3yercs
reHeTuyeckass uH@opmarusi [3]. PaznuuHble SyKapuOTHYECKUE OPTraHU3MBbI
MMEIOT pa3HOE€, HO CTaOWJIbHOE YHUCJIO XPOMOCOM B COCTaBE CBOETO sijpa.
OrnpeneneHHoe KOJUYECTBO XPOMOCOM B KIIETKE SIBISETCA BUAOCTIEHU(DUUHBIM
MPU3HAKOM, TO €CTh MOCTOSIHHBIM [IJIsl KJIETOK JaHHOTO BHUJA, a HAbOp Bcex
XpOMOCOM KJIETKH Ha3bIBaeTcss kapuomunom. Ha puc. 1.2.3. uzobpaxkeH
pactenust u3 poaa Boechera cemeiicTBa kanycTHbIX (Brassicaceae), KOTOpHbIil B
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TUATUIOUTHOM COCTOSIHUM HAaCUUThIBaeT 14 XpoMocoM M 4yesoBeka 2n=46.
XpoMOCOMBI B COMAaTHYECKHX KIETKaX O00pa3yloT 20Mo0cuyHble napul,
COOTBETCTBYIOIINE OunioudHomy (ABOMHOMY) HaOOpy (2n), B KOTOPBIX OJHA
XpOMOCOMa HACIEAyeTCsl OT MATEPUHCKOTO, a Ipyras OT OTIOBCKOTO OpraHu3ma.
B monoBeIx kieTkax (ramerax) COJIEPKUTCA eanioudHoe (OJUHAPHOE) YHUCIIO
xpomocoM (n). [Ipu ormnogoTBOpeHNH, TO €CTh CAUSHUM ABYX TaMeT (AUIEKIETKU
U CIIEpPMATO30M/1a), TPOUCXOJIUT BOCCTAHOBJIICHUE ABOMHOTO Habopa XpoOMOCOM
1 00pazyeTcst JUILTOUAHAS 3uUcomad.

C in phosphate
ester chain

Sugar-phosphate
backbone

(a)

Pucynok 1.2.2. Ctpykrypa asyxuenoueuHoir mosiekyinl JIHK: (a) Bogoponnbie
CBSI3U MEXJy MYPUHOBBIMM a30TUCTHIMU OCHOBAaHMSIMU OJHOM LIENH H
MUPUMHUIMHOBBIMU OCHOBaHusiMu Jpyroi; (b) JIHK - nuneitHwii momumep,
uMmerouuit  popmy aBoitHoit cnupanu; (c) Kommnementapusie unenu JIHK
OpPUEHTUPOBAaHbl B IMPOTHBOIOJIOKHBIE CTOPOHBI OTHOCHUTEIBHO APYr Apyra:
HanpasJeHHUE OT 5'-KOHIA K 3'-KOHIly OJHOM LIEMU COOTBETCTBYET HAIIPABJIEHUIO
OT 3'-KOHIA K 5'-KOHIy APYroM LEenHu.

Mopdonornyecku XpoMOCOMBI Pa3ACISIOTCS Ha pa3Hble THUIBI 1O
MOJIOKEHUIO  YeHmpomepbl  (ydacTKa XPOMOCOMBI, CBS3BIBAIOIIETO  JIBE
CECTPUHCKHUE XPOMATHU/IBI M UTPAIOIIETO OOJBIIYIO POJb MPHU JIEICHUH KIIETOK):
Memayenmpuyeckue - LEHTPOMEpa pacIOiOKeHa B CEPEIUHE XPOMOCOMBI,
menoyenmpuyeckue - IEHTPOMEPA Ha KOHLIE XPOMOCOMBI; aKpoyeHmpuiecKue -
LEHTPOMEpPA PACTOJIOKEHA OJIM3KO K KOHIY XPOMOCOMBI | JIP., P ATOM OYKBOI
«p» 0003HaYAETCSI KOPOTKOE IIJIEYO XPOMOCOMBI, & OYKBOH «q» - ITTUHHOE IJIEUO.
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(a) (b)

Pucynok 1.2.3. J{unnougnsie HAOOpPHI XpOMOCOM: (a) pacTeHus U3 poja
Boechera cemeiicTBa kanyctHbiX (Brassicaceae) 2n=14; (b) yenoBeka 2n=46.

Bomnpocksr:

1) Kakue TuIbl TeHOMOB BaM U3BECTHBI?
2) Yro Takoe IHK u xak ona ycrpoena?

1.2.1. Cmpykmypa 2eno8. 3K30Hbl, UHMPOHBL, NPOMOMOPYbL

B 6uoxumuyeckoMm noHuManuu eer — 310 ydactok JJHK, oTBeTCcTBEHHBIM
3a CHUHTE3 ompejeneHHoro Oenka. bpiBaloT kogupyroume U He KOAUPYIOIINE
OeJIOK  TeHbl, TMOCIEIHHE  Ha3bIBalOTCS  ncegdoceHamu.  CTpPyKTypa
AYKapUOTUYECKUX T€HOB, KOAUPYIONIUX Oeiaku, 0003HAYAETCs CIeBa HAMPABO U
COCTOUT: U3 5’ BEPXHETO PETHOHA, YYACTBYIOIIETO BO B3aWMMOJAECHUCTBUU C
pPEryJIATOPHBIMU CHTHAJIaMH, O0O0JIacCTM TPOMOTOpa C CAlTOM HWHUIMAIUU
TpaHcKkpunuuu  (Hampumep, mnociegoBatenbHocTh  TATA),  KOTOpbIH
pacniozHaetrcsi PHK-nonumepa3zoti, 5S° uerpancnupyemoit obnactu (5° UTR),
caliTa MHHUIMALUM TpaHCISIUU (BKIOYaeT craptoBbli  koaoH ATQ),
MEPEMEHHON MOCIE0BATEILHOCTU SK30HOB (KOAUPYIONIUX O€I0K) U UHTPOHOB
(Hexoaupytolre 0eI0K yYacTKU, KOTOPhIE BBIPE3AI0TCS MPU TPAHCIISIIUN ), CaiiTa
octaHoBKH TpaHcsuuu (cron-koaoHa TAA, TAG unu TGA), HeTpaHcaupyemoit
obnmactu 3 ’UTR, curHama mnonuageHuaupoBaHus (MOiaU-A XBOCT), cailTa
OCTaHOBKHM TpaHcisiiuu (puc. 1.2.1.1).

[Iponecc cunteza PHK (pubonykiienHoBoit kuciotel) Ha Matpuie JJHK
Ha3zbiBaeTca mpanckpunyuet (puc. 1.2.1.1.) [4]. Hauunaetcst oH ¢ TOro, 4to K
npomoTtopy npukperuisiercss PHK-monumepasa, Heodbxoaumas ais cuareza PHK,
U TPAaHCKPUMIIMOHHBIE ()aKTOPHI, KOTOPbIE aKTUBUPYIOT pabOTy IpOMOTOPOB. B
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Structure of a Gene

Exon 1 Exon 2 Exon 3 Exon 4
Pr_m oter [ 1 intront 1 we intren 2 . Intron 3
5 Gene (ONA) 3’

! Transcription

Primary transcript (RNA)

i o

l Sphicing

Mature transcript (MRNA) L a—
! Protein synthes:s

Protein FRFPIITFR)

Pucynok 1.2.1.1. CxemaTuueckoe u300pakeHue CTPYKTYPhI 3YKapUOTHYECKOTO
I€Ha, TPAHCKPUMIUSA U TPAHCIISALIUSL.

pe3yiibTaTte TPAaHCKPUIIUU CUHTE3upyeTcs oaHonieHoueuHass MPHK (maTpuunas
= wuHpopmaunonnas PHK), kommiemenrtapuas onnovi u3 ueneit JIHK, nHa
KOTOpOW oOHa cuHtesupyercsa, npu 3toM B PHK a3orucrteie ocHoBanwus,
coaepxkamue tumuH (T) B JIHK, 3amenenst Ha ocHoBanue ypamuia (U). B
omimmume ot JIHK, monekyna PHK sgBnsieTcss oiMHOYHOM, TO €CTh HE COJIEpIKALLIEH
BTOpPOM KOoMILIeMeHTapHoU nenu. [anee uaer npouecc co3peBanuss MPHK unu
npoyeccune, TPU KOTOPOM K 5’ KOHIy TpaHCKpHUNTA MPUKPEILIAECTCS
M3MEHEHHBIA HYKJICOTH/I K31 (aHTJI. cap - KOJIMAYOK), a K 3 KOHILY - HECKOJIbKO
HYKJICOTUJIOB, COJIEpXKAlIUX OCHOBaHUE aJCHUH, UYTO NOPUBOAUT K
dbopmupoBanuio moiu-(A) xBocta, 3amuiiaromniero MPHK ot pacmennenus B
LUTOIJIA3ME, 3aT€M B PE3yIbTaTe CHIAUCUH2A YAATISIIOTCS UHTPOHBI, ()parMEHThI
reHa, He Hecyllyoo wuHpopMmalui O Oelke, B pe3ysbTaTe Yero SK30HHI,
KoJupyloiue Oenok, cumBatotrcss B oauH ¢parment (puc. 1.2.1.1.). Ha stom
MpoIlecCUHT 3aBepiuaercs, u co3pesmass PHK rorosa k mpanciayuu (cunresy
oenka).

Ecnu Tpanckpunius mpoucXoAWT B KIETOYHOM SJIp€, TO TPaHCISAIUS
npoTrekaer B muToruiazMe. CUHTE3 MNOJUMENTUAHON [eNu U3 aMUHOKUCIOT
MpOUCXOUT ¢ momolibio pudbocom Ha MPHK u ¢ yuactuem TPHK (TpancnopTtHoit
PHK). Pubocomwi, cocrosiiiue y SYKApUOTHUUYECKUX OPraHU3MOB M3 JIBYX
cyobenunull, onbiioi u manoi (60S u 40S), neuxyTes o uenouke MPHK (puc.
1.2.1.1), a wmonekynsl-agantepsl TPHK (tpancnoptaas PHK) pocraBusitoT
AMUHOKHUCJIOTHl K pubOocomMaM MJig CUHTE3a nojunentuaHou nenu. [lpuuem
MPUPO/Ia KOJAUPOBAHUS 3aKIIOUYAETCS B TOM, YTO KAXKIOMY KOOOHY, TO €CTh TPEM
nocieaoBaTeabHbIM HyKIeoTuaaM B PHK (Tpumiery), cooTBeTcTByeT OjHa
amuHoKkucioTta (tabmuna 1.2.1.1.).
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Ta6muna 1.2.1.1. Komonst MPHK u cooTBeTCTBYIOIIIME UM aMUHOKHUCIOTHI [S]

Second base

UAC UGC
UAA Stopcodon | UGA Stop codon [
UAG Stop codon | UGG \Y;Fryptophan

\AS

(9

Uuc.l alanine

UUAT

vue™ Leucine T,

o

GUG GCG._

o | Gag [ Histidine | S20 o
—Leucine 1. — Proline Z — Arginine
2 [l CUA P |CAA T Giutaming. | Son A El
2 |l cuc. CAG | | ce6- GH
7 B Auuq I AAU AGUT 8
2 # : J— 2
i S AuC |-Isoleucine | aac Asparagine | oo [~Serine § Rl &
—Threonine N Cc
e ethionine T 2 Lysine s -—Arginine A
BRIVt codon AAG K (A8 R K
GUU GCU" GAU Aspartic | GGU] U
GUC < GCC 5 GAC_| acid D GGC Glvci c
| - Glycine
Gua [~Valine V GCA Alamnj\ <ol GGA G A
G

GAG] acid | |GGG-

N3 tabmuupst 1.2.1.1 BUAHO, YTO MHOTME aMUHOKHUCIOTHI KOJIUPYIOTCS
HECKOJIbKUMH THUIIAMHU TPUILIETOB, MPEACTABICHHBIX Pa3HbIMH COYETAHUIMU
HYKJICOTUI0B. HykieoTuaHble 3aMEHbl, KOTOpPbIE HE MPUBOASIT K U3MEHEHUIO
AMHHOKHCJIOTHl B TOJIMMNENTHUNE, HA3BIBAKOTCI CUHOHUMUYHBIMU, OHUA YACTO
SABJISIIOTCSL MOJIYAIUMM MyTarusiMu. Eciiu ke 3amMeHa HYKIIeOTU[a SIBJISIETCS
MPUYUHON 3aMEHBI AMUHOKHUCIIOTBI, TO OHA HA3bIBAETCS HECUHOHUMUYHOMU.

I'eHbI CUIBHO pa3MMYaKOTCS MO CBOEMY pa3sMepy M OpraHU3alHuu 3K30HOB
1 UHTPOHOB. HeKoTOophie reHbl COBCEM HE UMEIOT MHTPOHOB, HAIPUMED, TCHBI,
KOJIUPYIOIIUE 2ucmoHvl. ['MCTOHBI SBISIOTCS O€JNKaMH, NPUHUMAIOIIUMU
yuactue B opranmzauuu sgaepHord JHK wu snureHerndeckoil peryisnuu
sKcrpeccuu reHoB. HekoTopble TeHbl HUMEIOT JIOBOJBHO OOJIBIIONW pa3Mmep,
HarpuMep, TeH, KOAMPYIOIIHMN y 4elloBeKa O€NOK oucmpoguH, HapylIICHUE
CTPYKTYpPbl KOTOPOTO SIBJISIETCSI OCHOBHOM MPUYUHON MBIIIEUYHON IUCTpOdUU
Jiomenna. Ero pa3mep coctaBusier 2,3 MuUIMOHA nap HykjaeoTuaoB (Mb), a
TPAHCKPUIIMA 3TOr0 TeHa 3aHUMaeT 16 4acoB, B pe3yJibTaTe 4yero oopasyercs
OCJI0K IJTMHOU MOYTH B 3,7 THICSYM aMHUHOKHCIIOT. BCETro 3TOT re’ coaepxut 79
AK30HOB, Tpu ATOM Oosiee 99% nnuHbl qUCTpOodUHA 3aHUMAIOT MHTPOHBI.
N3BecTHO, YTO TE€HBI C BBICOKOW AKCIpeccueid OOBIYHO HMMEIOT KOPOTKHE
WHTPOHBI. BONBIITMHCTBO SK30HOB - HEOOIBIIOrO pa3Mepa, B cpeaemM 200 1m.H.
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PaSMepI:.I HHTPOHOB BAPbHUPYIOT OT JACCATKOB 10 MWJIJIMOHOB IIap OCHOBAHUIA.

Pucynox 1.2.1.2. Ckynentypa «Tanenm pubGocoM», pacroioXkeHHas Ha
Tepputopur nabopatopuu Konx Crpur Xap6op, B mrate Hero-Hopk. Ha
CKYJBITYpe H300paKeHbl PUOOCOMBI, COCTOSIIME U3 JABYX CYObEIMHMUII,
nerokymmecd no marpuunord PHK. @oto B. bproxuna

[loxoxue reHbl CO CXOXUMU OHOXMMHYECKUMHU (PYHKUUSMH YacTO
OOBENUHAIOTCS B cemelcmeéa 2eHo8, OOpa30BaHHBIE 3a CYET IYIIMKALUU
UCXOJTHOTO OAMHOYHOTOo reHa. I[lpumepom MokeT OBITh CEMEWCTBO TI'€HOB,
KOJUPYIOIIUX TEeMOIVIOOMH 4YeJIOBEKa, COCTOsIee W3 JIECSITH T'EHOB,
JIOKAJIM30BaHHBIX HA Pa3HBIX XPOMOCOMaX, 00pa3yIoluX J1Ba JIOKYCa, 0.-II100MHa
u B-rnobuHa. OTU reHbl Haxonarcs noj obumieil perynsauuei. OOBIYHO T'€HbI
OJIHOTO CEMENCTBA COCTOAT U3 MOXOKUX HYKJICOTHUIHBIX ITOCIEI0BATEIbHOCTEM,
HO TP 3TOM HE3aBUCUMBI JAPYT OT JApyra, KpOME TOro, OHU MOTYT COAEpPkKaTh
oOLIue KOHCEPBAaTUBHBIE JIOKYChI B BUE Momuea Wi domena. Ilpu 3Tom MOTHB
HE sBIIAE€TCS CTAOWJIBHOM €AMHMIEH, TOrga Kak JOMEH - CcTa0WibHas |
KOMITaKTHas CTPYKTypa, OTBeUarolas 3a GyHKIUI0 Koaupyemoro 0enka. MoTuB
MOKET OBITh YacThIO JOMEHA, TOI/a KaK JOMEH HHUKOIZa HE OBbIBAET YaCThIO
MOTHBA.

[lceBorensl — 3T0, Kak IpaBuilo, JAe(EKTHbIE KON OEIKOBBIX I€HOB.
OHu coxepxkar OOJBIIYI0O YacTh IIOCIEJOBATENbHOCTH TI€Ha, HO B HUX
KOJUPYIOIIEH YacTU BCTPEYAIOTCS CTOIM-KOJOHBI, JTUOO HAOMIOAAIOTCS CIBUTH
pPaMKH CUUTBIBAHHUSA, TMOO Y HUX OTCYTCTBYIOT IIPOMOTOPBI, INOO OHU YCEUYEHBI,
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WU SIBJISIIOTCSI TPOCTO (pparMeHTamMu TeHOB. JlyImIMIMpOBaHHBIE MCEBAOTEHBI
MOTYT OBITh PE3YJbTATOM TaHJIEMHOW AYTUIMKAIMK OPUTHHAIBHBIX OJMHOYHBIX
F€HOB WJIA CJIEJCTBUEM IE€pPEMENICHUs] MOOWIBHBIX 3JIeMEHTOB. [oOanbHas
DYTUTMKAILASI TEHOMOB MOKPBITOCEMEHHBIX pacTeHU, KoTtopasd ciayuunach 200-
170 MMIIMOHOB NET Ha3al, NpUBEJAa K TOMY, YTO Y MHOTMX PAaCTEHUN T'€HBI
HaXOJATCS B YJIBOCHHOM, a HWHOIJAa YTPOCHHOM, YYE€TBEPEHHOM H T. [I.
coctostHuu. Korga ¢QyHKIMOHANBHBIA TeH AyOiaupyercs, OJlHa €ro KOIus
CTAHOBUTCS (DYHKIIMOHAIILHO HE HYXHOU. MHOrga Komusi MOXKET MpUuoOpeTaTh
HOBYIO (DYHKIMIO (HarpuMep, reHbl, Koaupytoiue B-rinodun). B npyrux ciyyasx
JOTIOJIHUTEIIbHAS KOTHsI Oy/IeT MHAKTUBUPOBAaHA CIIy4YalHOW MyTallleil U CTaHEeT
IICEBJOTEHOM. IIceBnorenst HE o0nagaroT OYECHb 00JBIIOM
MPOJAOJDKUTEILHOCTRIO JKU3HU: Kak Tojdbko o6Omacte JIHK mepecraer
(YHKIIMOHUPOBATh, OHA OBICTPO YJIABIMBAET HOBHIE MyTallUM U B KOHEUHOM
WUTOre CTAHOBUTCS] HEY3HABAEMOM.

Bonpocer:

1) Kak ycTpoeHbl 6€10K KOIUPYIOUIUE TE€HbI?

2) B dem 3akiroyaeTcs TeHeTHIeCKask TPAHCKPHUITITUS?
3) Yrto Takoe KoJa0H?

4) Yem OTAMYAIOTCS TICEBJIOTEHBI OT F€HOB?

1.2.2. I'envl, kooupyrowue PHK

I'ensl, kogupyromue Oenku, Tpanckpuobupyrorcs PHK-monumepasoit 11,
toraa kak reubl PHK tpanckpubupytores ¢ nomonisio PHK-nonumepasser [ u 1.
Hawnbonee u3BeCTHBIMU U3 HUX SIBJISAIOTCA T'€Hbl PUOOCOMHOIN M TPAHCIOPTHOM
PHK (pPHK wu T1PHK coorBerctBenno). Cyobenununst  pPHK
TPAHCKPUOUPYIOTCS C €IMHUI] T€HOMA, BKIIIOUAIOIIUX /10 HECKOJIBKUX JECATKOB
TBICSY KOIHII TEHOB, KOTOPbIE OPTaHU3YIOTCSI B MACCUBBI TAHIEMHBIX IIOBTOPOB.
OTH MacCHBBI XapaKTepU3yIOTCsS OOJIBIIMM CKOIUIEHHEM pubocoM Osaromaps
BBICOKOW aKTHBHOCTH PHUOOCOMAIBHBIX T€HOB U COOpKe pUOOCOM Ha MeECTe.
CxomuieHusi pubOCOM B 3TOM PEruoHe 00pa3yroT A0pbluiKuU, KOTOPbIE WHOTAA
Ha3bIBAIOT O0JIACTSIMU  SIAPBIIIKOBOTO  OpraHM3aTopa W  KOTOpbIE MpHU
OKpallMBaHUM  IIUTOJIOTUYECKUMHU  KPACUTEISIMH  XOPOIIO BHUJHBI MO
Mukpockonom. I'enst TpancnoptHoit PHK paccpenorodyensl mo reHoMy, 0ObIYHO
OHU 00BEAUHSIOTCS B HeOOIbIIUE KiacTepbl. Beero cymectByer 49 cemelicTs
reHoB TPHK.

Karanutuueckue moinexkynsl PHK (puGo3uMbl) SIBISIOTCS KOMIUIEKCOM
manoi saepHoit PHK (MsPHK) u GenkoB, onn yuyactByrot B crutaiicuare PHK
(ynanenuu uatponoB u3 MPHK npu npouieccunre) u Moaudukanu OCHOBaHUM
PHK. Takxe wMsaPHK npuHuMmaroT ydacThe B PEryiasiiud HEKOTOPBIX
TPAHCKPUMIMOHHBIX  (AKTOPOB, MOJJEPKAHUU  IIEJIOCTHOCTA  TEJIOMEp
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(KOHIIEBBIX YUYAaCTKOB XPOMOCOM ), UHAKTUBAIIUU X-XPOMOCOMbBI, UMIPUHTUHTE U
IPYTHX BaXKHBIX MPOLIECCAX.

MukpoPHK (MuPHK) u wmaneie wuntepdepupytomme PHK, Oymayum
antucMmbicioBeiMu PHK, koMmieMenTapHeiMu «cMbicaoBoi» nenu MPHK,
perynupyiot Tpancisiuio cnenuduueckux MPHK nmyTem cBsi3biBaHUSI ¢ HUMHU.
MuPHK wurpaer BaxxHyr0 poOJib B 3MUITCHETUYECKOM PETYJISIIUUA SKCIPECCUU
reHoB. Wcnonb3oBanue wmanbix untepdepupyrommux PHK nexutr B ocHoOBe
IIUPOKO PACIPOCTPAHEHHOIO0 MeToja, Ha3biBaemoro uHtepdepennuerd PHK,
KOTOPBIU MMO3BOJIIET MHAKTUBUPOBATH ONIPEECIICHHBIC T'CHBI.

Bonpocer:

1) B uem ocobeHHOCTh TeHOB, Koaupyrommx PHK?
2) Kaxkosa posib MukpoPHK?

1.2.3. Mobunbubsie cenemuueckue d1emMeHmol U NOBMOPAIOWUECS
nocne008amenbHOCmu

Moobunvuvle snemenmor (M3), nnu mparncnozounst (TE), MOXHO Ha3BaTh
«3TOUMCTUYHBIMU TE€HAMMY, MOCKOJbKY MPU aKTUBAIIMU OHU BCTPAUBAIOT CBOU
Komuu B TeHoM »sykapuoT (puc. 1.2.3.1). OcobGeHHO pacnpocTpaHEHbI
TPacmo30HbI B TEHOMAaX pacTeHud [6]. Ecnu BcTpanBaHue mpoucxXoauT B TEHOMBI
MOJIOBBIX KJIETOK, TOTJIa OOpa3ylollrecsi BCTaBKU MEPEaloTCs CIEAYIOLIEMY
nokoneHuto. TE OblBatoT JByX THUNOB: l-TMHa -peTpOTPaHCIIO30HBI,
nepenaromuecs ¢ nomoupo PHK-uHTEpMEnnaToB, KOTOpBIE BCTPAMBAIOTCA B
T€HOM 3a cueT oOpaTtHoM TpaHckpumiu, 2-tumna - JIHK tpancmnozonsl. TE 1-ro
TUMA Pa3IUYalOTCsl MO CBOEH OpraHu3alvi U KIacCUUIHUPYIOTCS Ha TpU
OCHOBHBIX CEMEWCTBA, COTJIACHO MEXAaHU3MY, C IOMOIIBIO KOTOPOTO OHH
konupytoT cebs: LINEs (Long Interspersed Nuclear Elements, nnuHHBIE
yepeayromuecs sneMenTsl); SINEs (Short Interspersed Nuclear Elements,
KOpOTKHE Yepeayromuecs 3neMenTsl); LTR snementsl (Long terminal repeats,
JUIMHHBIE KOHIIEBBIE MTOBTOPKI), Tpou3BoiHbIE peTpoBUpycoB. LINEs saBastorcs
OJIHUMU U3 CaMBIX PACIpPOCTPAHEHHBIX MOOMIIbHBIX AJIEMEHTOB pa3MepPOM OT 6
710 8 THICSY HYKJICOTHJIOB, B cpeiHeM 3anumMas cBoiiie 20% renoma (puc. 1.2.3.1).
LINEs moryT penamuupoBaTbCsi aBTOHOMHO, B TO BpeMs Kak SINESs He sBisitoTcs
aBTOHOMHBIMH TPAHCIIO30HAMH, UX BOCIIpoUu3BeieHuE 3aBUCHUT OT O0esikoB LINEs.
ITpu sTrom SINES 3aHMMarOT BTOPOE MECTO MO MPEACTABICHHOCTH U B CPEIHEM
coctaBystoT 13% renoma. LTR-peTpoTpaHCniO30HBI MOTYT BOCHPOU3BOAUTHCS
KaK aBTOHOMHO, TaK MU HEAaBTOHOMHO: BOCIIpOM3BOAAIKECS aBTOHOMHO LTR
SIBJISTFOTCSI CAMBIMU OOJIBIITUMH MOOUJIBHBIMU 3JIEMEHTaMHU pazMepoM oT 6 10 11
TBICSIY HYKJIEOTHJIOB, COCTaBIIAS B cpeiHEM 8% reHoma.

B reHomax peTpOTpaHCIIO30HOB COJEPKATCA TPHU OCHOBHBIX TE€HA,
YHAcCIEOBaHHBIX OT peTpoBUpYCcOB: Gag, Pol u Env (puc. 1.2.3.1). Gag (Group
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Antigens (ag)) npenctaBisieT co00M MOMUIPOTEHH, KOTOPBIM MOCTyHaeT B
LIUTOIJIA3MAaTUYECKUIT MaTpPKC U SIBISETCS 4YacThbl0O OCHOBHBIX OEIKOB
petpoBupyca. Pol - konupyeT 0OpaTHYIO TPaHCKPHUINTA3y, a TAKXKE UHTErpasy u
PHKa3y H, xotopass (yHKUIHOHUpPYET BO BpeMsi OOpaTHOW TpPaHCKPHUIIIIUU
reHoma. I'en Env B peTpoBUpYycaxX KOJIUPYET O€JIIOK OO0O0JIOYKH, KOTOPBII
HAXOJUTCS B JUIIUJHOM CIIO€ W ONpeAesser BHUPYCHbIM Tponus3Mm, B LTR
TpaHCIo30HaxX Eny sBisieTcss HePYHKIMOHAIBHBIM JIUOO OTCYTCTBYET [7].

Length Copy Fraction of
number genome
LINEs Autonomous ORF{: Ol AAA 6-8 kb 850,000 21%
SINEs Non-autonomous ﬁ—AAA 100-300 bp 1,500,000 13%
Retrovirus-like Autonomous  EEE- 929 pol V) e  6-11kD
elements } 450,000 8%
Non-autonomous -—(-993)—- 1.5-3 kb
DNA Autonomous p—LaEpenae 2-3kb
}Lasr;igoson } 300,000 3%
Non-autonomous — 14 80-3,000 bp

Pucynok 1.2.3.1. CxemaTudeckoe n300pakeHHe YeThIpeX TUIIOB TPAHCIIO30HOB
(TE): 1-tuna LINEs, SINEs u LTRs u 2-tuna JIHK TpacHmo3oHsI.

JIHK-mpancno3oHbl IepeMEIaloTCs 10 TEHOMY IMOCPEICTBOM MEXaHU3Ma
BBIpE3aHUS-UHCEPLUUH JTUOO 3a cueT peruiukanuu. [lpu 3ToM oHM nenarcs Ha
ABTOHOMHBIC, TPAHCIO3UIUA  KOTOPBIX  MPOUCXOJUT  HE3aBUCUMO, W
HEaBTOHOMHbBIC, KOTOPBIM ISl MEpEeMENICHUsI HYXeH (PEepMEHT mpaucnosasa.
Pa3Mep aBTOHOMHBIX TPAHCIIO30HOB - 2-3 TBHICSYM Map HYKJICOTHAOB, TOT/Ia KaK
JUTMHA HEAaBTOHOMHBIX TpaHCmo30HOB ObiBaeT OoT 80 mo 3 teicsy m.H. JIHK
TPAHCIIO30HBI B CPEHEM COCTAaBIAIOT 3% HyKapHOTHYECKOro TreHoMma (puc.
1.2.3.1). OcoOEHHOCTBIO TPAHCIIO30HOB, KOTOPBIE IEpPEeMEIIaloTCsA 3a CYET
BBIPE3aHUS-BCTPAUBAHUS, SABJSIETCS WX (JIAHKUPOBAHUE WHBEPTUPOBAHHBIMU
noBropamu  (Terminal Inverted Repeats, TIR). B otmnuuue ot
perporpancno3oHoB, [JHK-TpaHcno30HbI 00BIYHO caMU BBIPE3AIOTCS U3 T€HOMA
Y CaMH K€ MOBTOPHO BCTPAUBAIOTCSI B HOBOE MECTO. VICTOUHMKOM TpaHCI03a3bl
misi  HeaBToHOMHBIX  JIHK-TpancmozonoB wmoryt Owith  apyrue JHK
TPAHCIIO30HBI, Hampumep Ac (activator) >JIeMEHTBl KYyKypy3bl, KOTOpbIE
CrocoOCTBYIOT MOOUIM3AaIMU TpaHcno30HOB Ds (dissociator) ¢ mocieayomum
BCTpaMBaHUEM MOCIEIHUX B HOBYIO JIOKAIMIO. BbIIO MOKa3aHO, YTO AJIEMEHTHI
Ac-Ds cuctembl TPaHCIIO30HOB, W3HAYAIBLHO OOHAPYKEHHBIE B KYKypy3e, HpH
OMOMHKEHEPHOM IepeHoce paboTalOT U HA APYTUX PaCTEHUSX, BKIIIOYas Talak,
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apabugoncuc W puc. Takue CHCTEMbl HCIONb3YIOTCA B HAy4YHBIX LEJSAX,
HaIpuMep, Jis FeHepaluy TPaHCIIO3UPOBAHHBIX JTMHUHN pacTeHUI apadbuioncuca
C LIEJIbI0 TOYEYHOr'0 HaKayTa F'€HOB U U3y4YeHUs uX QpyHKuuu [8].

Bonpocer:

1) Yrto Takoe TpaHCIO30HbBI?
2) Kakue TUmbl TpaHCIIO30HOB OBIBAIOT?
3) Kak ycTpoeHbl TpaHCIIO30HbI?

1.2.4. Mumoxouopuanvras u nracmuornas J{THK

ITomumo  apepnont  [AHK, coxmepxameiica B XpoMocoMax, B
sykapuotnuecknx kinetkax JIHK Ttakke COmEpXKUTCS B MUMOXOHOPUSAX
(mm/[HK), KIETOYHBIX OpraHeuIaX, PacloIOKEHHBIX B IUTOIUIaA3ME, KOTOPHIC
mpeoOpa3yoT XUMHYECKYI0 SHEPTHIO MUTATEIBHBIX BEIIECTB B JOCTYITHYIO IS
KI1eToK popmy adenozunmpugpocpama (ATD). CoBokynHocTs 310l JIHK Taxxke
HA3BIBAIOT MUMOXOHOPUATbHLIM 2eHoMoM. llocmeqHuit HaMHOTO MEHBIIE
SIEPHOTO TEHOMA, TaK, HAaPUMepP, MUTOXOHAPHUAILHBIN TEHOM YeJIOBEeKa

Control region
or "d-loop"

Cytochrome b

o WS | /
NADH
P ____Dehydrogenase

16S rRNA O ."‘ subunits

_/.1" " [[1 22 tRNA-encoding genes u

/'/ H P

NADH / B B | | 13 protein-encoding regions il

Dehydrogenase/ || |

subunits S
AN

NADH
—Dehydrogenase
subunits

Cytochrome Oxidase
subunits

ATP S nthase
Cytochrome Oxidase subyunits
subunits

Pucynok 1.2.4.1. CxemaTuueckoe M300pakeHUE MUTOXOHAPHAIBHOTO T'€HOMA
yenoseka. (U3 Bukunennn)
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coctoutT u3 16 569 m.H., no cpaBHEHUIO ¢ 3,2 MWUIMApAAMU M. H. SIAECPHOIO
reHoMa. MUTOXOHAPHUATbHBIA TEHOM YEJIOBEKA COJIEPKUT BCEro 37 reHOB, TOrAa
KakK B SIIEPHOM TeHoMe coaepkuTcs 6osee 21 Thicsaun reroB (puc. 1.2.4.1). 23
reHa MUTOXOHJIPHAIBLHOTO TeHoMa yenoBeka koaupyroT TPHK, a ocransubie 14
F€HOB KOAUPYIOT (PepMeHThI, HeoOXonumbie sl apixanus kiaetku. MT/IHK
MPOUCXOJIUT OT KOJBIEBBIX T€HOMOB OakTepui, MOITOMYy Yy BCexX
AYKapUOTUYECKUX OPraHu3MOB OHAa HUMeeT KoibleByro (opmy. Ilockonbky
Mt/IHK  pacnmomaraercs B OuTOIIasMe  KIETOK, OHA  HACIEAYyeTCs
HCKJIFOUUTEIBHO IO MATEPUHCKOM JIMHUU. [103TOMY €€ MOKHO UCITOIB30BaTh JJIs
UJIECHTU(PUKAIIMU TPOUCXOKJICHUSI MO KEHCKOM JUMHUU. B cBA3M ¢ TeM, 4TO
MT/IHK >KMBOTHBIX SBOJIOIMOHUPYET OBICTpPEE SACPHOTO TEHOMa, OHa
MpeaCTaBiasieT CcoOOM OCHOBY IS HCCIAEIOBAaHUW 1O  (DUIOTCHETHKE,
ABOJIIOIIMOHHON OMOJIOTHH, a TaKXKE aHTPOMOJIOTUN U Ouoreorpaduu, Mo3BOJISIS
UJEHTUPUIHUPOBATH CTEHIEHb POJICTBA MOMYJISIIIUHI.

Ilnacmuowl ABJISTFOTCA BHYTPHUKIIETOYHBIMU OpraHesiaMu,
CBOMCTBEHHBIMM TOJIBKO KJI€TKaM pacTeHud. OHU MOApa3NeNsAIOTCS Ha
HECKOJIbKO THWIIOB, B 3aBUCUMOCTU OT BbINoJIHseMON (yHkuun. Haubonee
W3BECTHBIMH IUIACTUJIAMU SABJISIIOTCA 3€JICHBIE XJI0PONIACHbl, TPUHUMAOIINE
y4yactue B (POTOCUHTE3E; XPOMONIACHbl, HAKATUIUBAIOIINE KPACHBIE, JKEJIThIC U
OpaH)KeBbIe (PEPMEHTHI, OJlarogapsi KOTOPHIM OCEHBIO OKPAIIMBAIOTCS JTUCTHS,
amunioniacmyl, HAKAIUIMBAIOIIKAE TpPaHyJbl Kpaxmajla W BCTpEYarumecs B
3aracarluX opraHax pacteHui. llnacTuapl, Kak © MUTOXOHAPUHU, IEPENAIOTCS
[0 MATEPUHCKOW JIMHUU Yepe3 LUUTOIUIA3MYy SIMUIEKIETKU. XOTS y HEKOTOPBIX
rOJIOCEMEHHBIX, TAKUX KaK CATOBHUKH U TUHKTO, IIEpeaada MIaCTU TPOUCXOAUT
1Mo MyXcKod nuHuU. [ToCKONBbKY MIACTUIBI B MPOIECCE ABOJIIOLMH, MOJI00HO
MUTOXOHJAPHUSIM, BEPOSITHEE BCETO, 00pa30BaIUCh B PE3YyJbTATE IMOTJIOIICHUS
JIpEBHEH IMAHOOAKTEPHUU KIETKON-«XO3AMKOW», IUIACTUAHBIA TEHOM IO
CTPYKTyp€ TMOX0XX Ha TE€HOM IHMAaHOOAKTEPUU U COCTOUT U3 KOJBILEBOU
neyuenouyeyHoit JJHK. Pazmep mnactuanoit JJHK konebaercs ot 75 no 290 Thic.
n. H. [9]. Ha pucynke 1.2.4.2 u3zo0OpakeHa cxema T'€HOMa XJIPOJILIACTOB
pacteHusi U3 poaa Boechera, coOOpaHHOTO COTPYJHUKAMU TPYIIIbl T€HOMHKHU
pactennit MUTMO. Kak u y OOJBIIMHCTBA MOKPBITOCEMEHHBIX, B TI'E€HOME
Boechera npucyTcTByI0T 1Ba MHBEpTUpOBaHHBIX NoBTOpa IRL u IRR, KOTOpPHIE
JeNST TeHOM Ha JIB€ HepaBHble yacTh. Bo ¢parmeHTax MHBEPTUPOBAHHBIX
MOBTOPOB  cojaepxkarca reHsl, komupyromme pPHK. Hekoropeie reHsl
OpPraHu30BaHbl B OMIEPOHBI, TO €CTh B IPYMIbI T'€HOB, SKCIPECCUPYIOLINECS MO
obmmuMm mpomoTopom. XioporactHas JIHK, nzobpaxkennas na puc. 1.2.4.2,
umeet pazmep 149331 n.H. u conepxut 124 rena, KonupyromKUX OEIOK, a TaAKKe
39 renos, konupytomux TPHK (rpynmbl 3TUX T'e€HOB BBIIEJICHBI Ha PUCYHKE
Pa3IMYHBIMHU LIBETAMHU, a UX (PYHKIUS yYKa3aHa BO BKJIAJKE K PUCYHKY).
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[ rbosomal RNAS

Pucynok 1.2.4.2. Cxema reHoma XJIOpOILIACTOB pacTeHus u3 poaa Boechera.
Pa3ubimM 11BeTOoM BhIENEeHBI (PparmMenTsl xioporuiactHol JIHK, conepxaniue
I'€HbI, OTBEYAIOIIUE 32 pa3Hble QYyHKIINH.

®parment xnoporutactHoil JIHK, nassiBaemii trnl /F nokyc (pazmepom 1
TBIC. T1.H.) HOCUT KOHCEPBATUBHBIN XapaKTep, TAKUM 00pa30M, 3TOT PETHOH CTall
OIHUM M3 HamOoJiee HIMPOKO MCHOJIb3YEMBIX MApPKEPOB XJIOPOILIACTOB MJIS
¢unorenetuyeckoro ananuza pactenuit [10]. DTOT permoH BKJIIOYAET TEH
tpancnoptHoit PHK #rn-L, trn-L / F MexXreHHbIH crielicep U nepBble 18 M.H. reHa
tpancnoptHoit PHK #rn-F. [lpumep dunorenernueckoro aepesa sl BUIOB U3
pona Boechera, mOCTpOGHHOrO Ha OCHOBE BapuabenbHOCTH frnl / F nokyca,
MpeJICTaBJIEH Ha puc. 1.2.4.3.
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— [ES517)
Boechera crandallii haplotype DS [DQ013060.1]
Boechera fendleri haplotype DR [DQ013059.1]
Boechera divaricarpa haplotype DQ [DQ013058.1]
Boechera divaricarpa haplotype DP [DQ0130567.1] 3
Boechera selbyi haplotype DO [DQ0130586.1]

Boechera holboellii haplotype DN [DQ013055.1]
Boechera lemmonii haplotype DM [DQ013054.1]

Boechera retrofracta
— % Boechera holboellii haplotype DL [DQ013053.1]

Boechera pygmaea haplotype DK [DQ013052.1] 2
— Boechera stricta haplotype DH [DQ013051.1]

[M48B]
_{E Boechera stricta haplotype DG [DQ013050.1]
—9 Boechera stricta haplotype DF [DQ013049.1]
@ — Boechera stricta haplotype DE [DQ013048.1] 1
— Boechera stricta haplotype DD [DQ013047.1]

Boechera suffrutescens haplotype DB [DQ0130486.1]
—— Boechera divaricarpa haplotype DA [DQ013045.1]

0.005

Polyctenium fremontii [AF183043.1]
Halimolobos paryii [AF307538.1]

Pucynok 1.2.4.3. ®unorenernueckass xapakrepuctuka xyopormactHon JJHK
BUNIOB Boechera Ha ocHoBe trnL /F nokyca. BbiaensitoTcst Tpu KJaJlbl COTJIacHO
T€HETUYECKOW BapHallly 3TOro JoKyca B ruractuanon JJHK.

Bonpocer:

1) Kak BO3HMKIN MUTOXOHAPHUAIBLHBIA U TIACTUIHBIM T€HOMBI, B YEM UX
OTJIMYME OT SIACPHOrO TeHOMAa?

2) Yto Takoe ramiorpynmsl ¥ Kak X UCHOJIb3YIOT YUEHBIE?

3) Kak ucnonb3yercs miacTUAHBIN reHOM st (priioreHuu?

1.2.5. I'enom uenoeseka

CrpykTypa reHoma uejnoBeKa Obula oOlpejaelieHa Onarogapst €ro
CEKBEHUPOBAHHUIO B PAMKax MEXKIYHAPOJAHOrO0 NpoeKTa «l'€HOM YernoBeKay,
KoTopei mpojomkaicss ¢ 1990 mo 2000 ron, pe3yabTarbl MpPOEKTa ObLIU
onmyonukoBanbl B 2001-2003 romax. /[lanpHeimme — TEXHOJIOTMYECKUE
JOCTHKEHUS B OOJAcTU CEKBEHHpoBaHUs cienytouiero mnokosienus (NGS) B
MOCJIETHEE JIECATUIIETUE CIIOCOOCTBOBAIM OBICTPOMY PA3BUTHUIO T€HOMUKHU
YeJIoBeKa, KOTOPO€ HA4yajloCh C pPACIIM(PPOBKU HMHIWBHAYAJIbHBIX T'€HOMOB
n3BecTHbIX YyueHblXx Kpeiira Bentepa wu J[[xeitmca Barcona u pganee
CIOCOOCTBOBAJIO BBIIIOJIHEHHIO I100aIbHBIX UCCIIETOBAHUN OTEIbHBIX TEHOMOB
B CPAaBHUTEJIBHOM acCIEKTE, Jy4llle BCEro MPEICTAaBIECHHBIX B MEXIYHAPOJIHOM
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npoekte «1000 renomoB» [11,12], mepBoM mNpoekTe, KOTOPBIA HCCIAEAOBAI
pa3zHoo0pa3re reHOMOB YEJIOBEKA HA OCHOBE U3yUYeHHUs 26 NOMyIsUui 4eI0BeKa,
MPOKUBAOIINX B Pa3HbIX YACTAX 3€eMHOr0 mapa. OCHOBHBIMU LIEISIMH ITPOEKTA
ObLIO OOHAPYKEHUE TEHETUYECKUX BaPUAHTOB, SIBIISIONIUXCS YHUKAIbHBIMU J1JIS
ONPEAECHEHHBIX ATHUYECKUX M PETHOHAIBHBIX TPYIN HACEJICHUS ILUIAHETHI;
M3y4YEHUE TEHETUYECKUX BAPUAHTOB, BIMSIONIMX HA YAaCTOTy OTHEIbHBIX
3a007€BaHUN B MONYJSIUAX JIIOJACH; HMHTEepHpeTanuss oOHapyXEeHHOMN
BapuaOeNbHOCTH T€HOMOB JIJ1s1 paciIM(POBKU UCTOPUUECKUX MYTEH MUTpALIUU U
OCEIUIOCTEN OTAEIBHBIX NOMyJIsAUMi uenoBeka. [lo3ke BHHMaHHE YYEHBIX,
M3y4arolMX IF€HOM YEJIOBEKAa, MEPEKIIOUMIOCh HAa HAMOHAIBHBIE T€HOMHBIE
MpOeKThl. Takue MpoeKThl ObUIN BBHIMOJHEHBI U MPOJOJIKAIOT PEAIU30BbIBATHCS
B JeCATKax cTpaH mupa B EBpome, A3uu, ABctpaniuu u Amepuke. Bece onu
00€eCleunBaOT CO3/4aHKHE II00aJbHOTO CIPABOYHOIO PECypca, COAEPIKAIIEro
MHQOpMAIIMI0O O TEHETUYECKUX BapHalUsAX YeJIOBeKa, M MPEJOCTaBISIOT
JOPOKHYIO KapTy W BO3MOXKHOCTH U1 OTKPBITUS HOBBIX BAPHAHTOB I'€HOMA,
aCCOIMUPOBAHHBIX C pa3nuuHbiMU 3a0oneBanusimu [13]. Ha puc. 1.2.5.1
MPEJICTABICH OJIUH W3 pEe3yJbTaTOB NpoekTa «POCCHICKME TEHOMBD» IO
HCCIIEIOBAHUIO T€HETUYECKOTO POJCTBA HEKOTOPBIX POCCUMCKUX MOIMYJISALUN U
CPaBHEHHUIO WX TE€HOMHOM CTPYKTYpbl C YK€ HCCIEIOBAaHHBIMM MHPOBBIMU
nonyimsanusmu - sroger  [14]. IIpoekT  peanu3oBBIBAICS ~— HBIHEIIHUMU
corpynaukamu M TMO, panee pabGoraBmumu B lLleHTpe reHOMHOM
ounonnpopmatuku um. @.I". JloOpkaHCKOro MOJ PYKOBOACTBOM mpodeccopa
CruBa O’bpaiieHa.

OnpeneneHuble 3a00JieBaHUSI M HACIEICTBEHHBIE MPU3HAKU B Pa3HBIX
MOMYJISIUAX BCTPEUAIOTCS C Pa3IMYHOM 4acTOTOM Osiarogapsi TeHETHYECKOMY
npeiidy, amantauuu M Murpanuud. Yactora BapuUaHTOB, XapakKTepHas IS
KOHKPETHOM TMOMYJSLNU, MOXET MPUBECTH K PA3IUYUSIM B CUCHAPUM WJIHU
pacrpoOCTPaHEHHOCTH 3a00J€BaHUS B TOMYJALMUSAX, YTO MOXKET IOBJIMITH Ha
WHJMBUAYAJIbHOE KIMHUYECKOE JICUeHHUE, CHenu(UUHOe sl ONpe/leIeHHbIX
rpynn HaceneHus. Ha ceromHsimHuil J€Hb UCCIIEI0BAaHUS TEHOMOB PAa3JIMYHbIX
IPyNI POCCUSH HA HAJIMYKME W YACTOTY KIMHUYECKH 3HAYMMBIX BAPUAHTOB HE
MpOBOIWINCE. TeM He MmeHee, MpoeKT «Poccuiickne reHOMbD), C y4acTHEM
OJIHOTO W3 aBTOPOB HACTOSIIIEr0 MOCOOUs, cleian MepBbIM IIar A CO3JaHus
VHJIMBUIYAJIBHOTO OAX0/1a B TEHOMHOM MEAULMHE JIS1 POCCUMCKUX MOIYJIALUN
[14]. YToOBI TPOMILTIOCTPUPOBATH, KAK Pa3iuyus B UCTOPUH MOMYISIUA MOTYT
BJIMATh HA YACTOTY BaXHBIX (DU3UOJIOTMYECKUX MPU3HAKOB, OBUIA MOAPOOHO
M3Yy4YEeHBI 4eThIpe reHernueckux jokyca: MCM6, VCORCI, SLC454A2 n DHDDS
(puc. 1.2.5.2). I'en LCT- MCM®6, perynupyromuii TOIEPAaHTHOCTh B3POCIBIX K
JJAKTO3€ W MOJIOYHBIM MPOJIYKTaM, SIBJISIETCS XOPOIIO HM3BECTHBIM IMPUMEPOM
muddepeHnman Ha OCHOBE 0TOOpa. MyTanusi, MpUBOASIIas K yCTOMYUBOCTH
JOAEH K MOJIOYHOMY Caxapy JakTo3e, Bo3HHKJIA B reHe LCT 7-10 TbIC. €T TOMY
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Pucynok 1.2.5.1. PonctBo momynisitidii, OCHOBAaHHOE Ha JAHHBIX reHOTHUMA. (A,
B) TI'padbuxu rnaBHbIX KOMIOHEHT 574 poccuiickux reHoMoB. I[Beta
COOTBETCTBYIOT reorpaduueckuM peruoHam cobopa obOpasioB. KpacHbie oBasbl
MOKAa3bIBAIOT PACIOIOkKEHUE 00pa3LoB, cOOpaHHBIX MO Npoekty «Poccuiickue
reHoMbl». (A) EBpasus; (B) 3anmagnas Poccuss u cocemnue crpanbl. (C)
Crpyktypa HaceieHusl 1o BbIOOpKaM u3 178 momyJssiiiuii U3 MATH OCHOBHBIX
reorpaduueckux peruoHoB (k = 5). BeiOopku 00beAMHEHBI B TPU PA3IMUHbBIX
uccleoBanms, oxBaTuBIIuX Tepputoputo Poccuiickoit @enepauun (Mallick et
al., 2016, Pagani et al., 2016, npoekT «Poccuiickue reHombl»). OnTuMaibHOE
3HaueHue k ObUIO BBHIOpAaHO MO 3HAYEHUIO OLIMOKH MEPEKPECTHOU MPOBEPKHU.
Poccuiickue 00pasiibl U3 BCeX UCCIeA0BaHUM (BbIACICHBI TEMHO-CUHUM IIBETOM)
MOKA3bIBAIOT HEOOJBIION TI'paJMeHT, HAMpPABICHHBIM OT CTPYKTYyp Boctounoit
EBponbl  (ykpamHckasi, OellopyccKkasi, TMOJbCKasi) K CEBEPOEBPONEHCKOM
(3cToHCKasi KapelibcKasi, (DMHCKas), YTO OTPAKAET HCTOPHUIO MPOJABUKEHUS
HacelleHUsT Ha ceBep. Skyrckue oO0pasibl (BBLACIECHBI KPacHbIM) Takxke
MOKA3bIBAIOT HEOOJIBIION I'PAJIUEHT OT MOHTOJIOB K CHOUPCKOMY Hapoy, S BEHaM,
KaK U O0XHUAAN0Ch, Ojarojiaps HUX MEpPBOHAYAJIbHOMY CMEIIMBAHUIO C 3TUMHU
MOMYJISIUSAMH U MOCTEIEHHOMY MPOABUXKEHUIO Ha ceBep. OOpasiibl, B3SITHIC U3
npoekta «Poccuiickue TEeHOMbBbD», BBIACICHbI W TIOMEHIEHBI B OTIEIbHBIC
IIPSAMOYTOJIBHUKN BHU3Y PUCYHKA [ 14].
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Pucynok 1.2.5.2. Pa3nauuust B yacToTax ajienieil, BaXXHbIX sl GU3UOJIOTHU U
3I0pOBbSl  YEJOBEKa TIEHOB (pa3auyaromuxcs IO OJIHOHYKICOTUIHOMY
nonumopduszmy (SNPs)), u ux nquddepenuuanus y eBpazuiicKux 3THHUYECKUX
rpynn. Yacrotel amneneit gus espomeiinies  (CEU), ¢unno (FIN),
o0benunéHHOM nonynsiuu xutenei [IckoBckoit u HoBropoackoit obnacrei,
SAxytun u xuteneit FOro-Boctounoit Azum (EAS) mnst yetbipex SNPs stHx
reHoB: (A) rs4988235, pacnonoxenubiii B reHe MCM6. OtoTr SNP cBsizan c
HEMEPEHOCUMOCTBIO JIAKTO3bl y B3pOCibiX. Asuienb G 0003HAYaeT rarjaoTHIl
HenepeHocuMocTH JakTo3bl; (B) 19923231, pacnonoxenusiit B rene VKORCI.
Otor SNP cBs3aH ¢ peakuued Ha AHTHKOAryJsHT HENPSMOIO JEUCTBHUS
sapgapun. Hocurenu amnenu T Hy»)naroTcst B CHIXKEHHOM 103e Bapdapuna; (C)
rs16891982, pacnonoxenubii B rene SLC4542. Annens G cBsizaHa ¢ Oonee
cBetyion nurmenTanueit koxu; (D) rs3816539, pacnonoxenusiit B rene DHDDS.
Aunnenp A cBsizaHa ¢ 3a00JIEBaHMEM MUTMEHTHBIM PETUHUTOM [ 14].
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Ha3aq Ha CeBepe EBpomnbl B CBA3U C pa3BUTUEM MOJIOYHOT'O )KMBOTHOBOJICTBA, B
TO BPEMs KaK Y KOUEBBIX a3MaTCKUX HAPOJIOB TaKasi MyTallus OTCyTcTBOBaJa. Kak
BUJIHO Ha puc. 1.2.5.2, ceBepHble U €BpONEHCKHUE MOMYJSLUN HaMHOTO Oosee
TOJIEPAHTHBI K JIAKTO3€, YeM SIKyTCKHE M azuarckue nomymsuuu [14]. dpyroun
MIPUMED MOIMYJIALUOHHBIX PA3JINYNNA B YACTOTE BCTPEUAEMOCTH aJUIEIEH, BAXKHBIX
JUISL TIPOTHO3UPOBAHUS TO3UPOBKU MEIUIMHCKUX MPENapaToB, — 3TO PEAKIUS
Ha BapdapuH. Bapdapun - monmyssipHbI aHTUKOATYJSIHT, KOTOPBIA HMEET
cepbe3Hble T0O0UHBIE I PEKThI, TAKHUE KaK KPOBOTEUEHHE, IIPH MCIIOTH30BAHUHI
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B HeEMpaBWIbHOW n03upoBke. OTBEeT Ha BappapuH 3aBUCUT OT HECKOJBKUX
(dakTopoB, BKIIOUYas TeHeTuyeckue BapuaHThl reHoB CYP2C9 u VKORCI,
KOTOpbI€ OOBIYHO MCHOJIB3YIOTCSI JJI MPOTHO3UPOBAHMS TOAXOISIIEH O3B
Hocurenu amnenu VKORCI-T, xotopas mnpeoOiiajaer y MpeacTaBUTenei
a3MaTCKUX TMOMYJSUUNA, HYXJAIOTCS B 3HAYUTEIBLHO 00Jiee HU3KUX J03aX
BapdapruHa, 4eM eBpoIleuIbl, rae mnpeodnamaet amnenb VKORCI-C. Kak u
0HJanoch, B nonyauusx FOro-BoctouHoit A3un U sIKyTOB ObUIa BBISIBJIEHA
Oosiee BbIcOKass yactota Bcrpeuaemoctu amtenu VKORCI-T (86% u 88%
COOTBETCTBEHHO) MO CpaBHEHHUIO ¢ eBpomneitamu (43%) u ¢punnamu (31%). B
IBYyX pycckux nomyisiuusax c 3anaaa Poccum (IlckoBckoir m HoBropoackoi
obOnacreif) yactora BcTpeuaemoctu amwienu T (24%) 4yTb HMXKE TakOBOW B
¢dunckor nonynauuu (puc. 1.2.5.2). IlonydeHHble JaHHBIE O3HAYaIOT, YTO,
BEpOSITHO, J03UpoBKa Baphapuna mnsa xkurteneit IIckoBckoit u HoBroponackoit
oOnacteii JoJKHA ObITh aHAJIOTUYHA JO3UPOBKE 1Sl QUHHOB, B TO BpEeMsI KaK JJIst
SAKYyTOB W JJi HaceleHus: Bocrounoit Azun 3pdekTuBHON Oyner Oosiee HU3Kas
no3upoBka [13]. Pe3koe paccioeHue nonyssaiuid TaKKe OYEBUIHO U JJIs1 4aCTOT
amene rena SLC45A42, cg3anHOro ¢ 00Jiee CBETION IMUTMEHTAIMEH KOXKHU, U
reHa, KoJaupytolero muc-npenunrpanchepasy (DHDDS), MyTauuu B KOTOPOM
SBJISIIOTCS TPUYMHON BO3HUKHOBEHHUSI TMHUTMEHTHOM JUCTPOPUU CETUATKH,
nopaxaroniei riasa (puc. 1.2.5.2) [14]. OgHako HESCHO, SABISIOTCS U PA3ITHIHS
B 4aCTOTE HacyenoBaHus amieneidt DHDDS pe3ynbTaToM reHeTUYeCcKoro apeida
WJIM €CTECTBEHHOT0 0TOOpA.

Wtak, sinepHbli TEHOM 4YelOBEKa B TalUIOMJIHOM COCTOSIHUU COJEPKUT
3200 wmwmmmonoB n.H.  JIHK, noMumMo MHMTOXOHIPHUAIBLHOTO T'E€HOMA,
pacrionosxena B 46 xpomocomax (23 mapax roMOJIOTUYHBIX XPOMOCOM ), ITPU 3TOM
22 mapel Ha3bIBAIOTCA AYMOCOMAaMu, a TOCIEIHIO Hapy o0pasyloT nonogvle
xpomocomul X u Y, B AUIUIOUTHOM COCTOSIHUU coueTanre XX oOHapyKUBAETCS
B T€HOMAax y EHIIUH, a XY y MYX4YHUH. beJIOK KOAUPYIOUIUX IT'€HOB B T€HOME
YeJI0BEKa HACUUTHIBAETCS MOpsiaka 21 ThICSYM, IPU 3TOM OHHM 3aHUMAIOT MEHEE
2% oT Bcero reHoma. XoTs OEJIKOB ATH T€HbI MPOU3BOJSIT HAMHOTO OOJIBIIIE,
Onarogapsi anbTepHaTUBHOMY ciutaiicuHry. OctanbHbie Oonee 98% renoma
COCTaBJISIIOT MOBTOPHI (MIOBTOPSAIONIUECS HYKJIEOTUIHBIE TIOCIIEI0BATEIIbHOCTH);
TaHJIEMHBIE TOBTOpPHI, MojJpasaensawonuecs Ha carenutHyro JHK, munu- u
MHUKpPOCATEJIUTHI, OMHUCAaHHbIE Bbille aucneprupoBanHbie moBTOpbl (LINEs u
SINEs); LTR-conepxaiiue peTpoTpaHCIIO30HBI, KOTOPhIE OYEHb ITOXOXKH Ha
peTpoBupychl. PazHuIla 3akito4aeTcs B TOM, 4YTO Y pEeTPOTPAHCIIO30HOB UEJIOBEKa
OTCYTCTBYET T€H env, KOTOpPbIH OTBEUYaeT 3a CHUHTE3 OCIKOBOW OO0OJIOUKH U
MO3BOJISIET BUPYCY NEpEMENIAThCS 3a npeaensl KieTku. LTR perporpancno3oHsl
YyesoBeKa TaKXKe Ha3bIBAIOT 9HO02EHHbIMU DPempOosUPYCHLIMU
nocaedosamenvrhocmamu (ERV). BoapIIMHCTBO Komuii £R J BCTpOMINCH B TEHOM
MPEIKOB YeJIOBE€Ka MHOTO MWUIMOHOB JIET Ha3aJl U B COBPEMEHHOM T'€HOME
ABJSIOTCS A€(EKTHBIMU, TO €CTh C MYTHPOBAaHHBIMH WM OTCYTCTBYIOIIUMU
reHaMu gag u pol. OJHAKO HEKOTOpPbIE TPAHCIIO30HBI MPHU OMNPEICIICHHBIX
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YCJIOBUSX CIIOCOOHBI MEpPEMENIaThCs MO TeHOMY. AKTHUBAIUS U MEpeMelIeHue
TPAHCIIO30HOB B HEKOTOPBIX CIyYasiX SBJSIETCS MNPUUYUHOW BO3HUKHOBEHUS
3a0oyieBaHuii, BKIIOYass OHKojormdyeckue. FERV 3amumaror okxomno 1%
YeJI0BEYECKOr0 T€HOMa, a BCE MOBTOPSIIOLIMECS MOCJIEI0BATEILHOCTH B CyMME
COCTaBJISIIOT MIOYTH JIBE TPETH T€HOMA.

[TorumMopdpu3mM MUTOXOHAPUAIBHOTO TEHOMa YEJIOBEKa, COCTOSIIEro
BCEro U3 MeHee ueMm 16,6 ThICAY T.H., HCHOJB3YETCS I BbIJICICHUS
MUMOXOHOPUATILHLIX  2ANJI02PYNN, TO €CTh CXOXKHUX TallIOTUIIOB, KOTOpPBIE
MPOU30ILUIN OT OOIIEro MpeaKa M0 MAaTePUHCKON JIMHUK, aHAJTOTUYHO TOMY, KaK
MOIUMOPPU3M MYKCKOU Y XPOMOCOMBI HAXOJAUT IPUMEHEHHUE B BbIJCICHUN Y-
eannozpynn, MPOUCXOMSIINX OT OOIIEro MpeaKa Mo MYKCKOW JIMHUHU. AHaJIN3
rariorpyni MUPOKO MPUMEHSETCS B MOMYJISIIUOHHON F'€HETUKE U TE€HETUUECKOMN
reHEeaJoTuu, U3ydarouied UCTOPUIO0 MPOUCXOXKICHHS YEJIOBEKa U POJICTBO €ro
Pa3IUYHbBIX TOMYJISIIHM.

OnHoll M3 OCHOBHBIX 3aJlad COBPEMEHHOM MOJIEKYJIIPHOW OHOJIOTHH,
FEHETUKU M  KOMIBIOTEpHOU Ouosioruu (OMOMHPOpMATHKU)  SIBISETCS
OMpEeNeNICHuEe CTPYKTypbl T€HOMa Ha OCHOBE COOpPKM M aHHOTAlUU
MOJTHOT€HOMHOM TOCJIEI0BATEIbHOCTH HYKJIEOTUIOB, OTKPBITHE HOBBIX T€HOB U
omnpenesieHne MX (QYHKIUU, BBIACHEHUE CETEM peryisiiud TEeHOB, a TaKkKe
ABOJIIOLNH PA3JIUYHBIX 3JIEMEHTOB F'€HOMA.

Bonpocer:

1) KakoB pazmep renoma yeiaoBeka?

2) Jlyist 4ero Hy>KHO MOJTHOTEHOMHOE CEKBEHUPOBAHUE JIIO/ICH?

3) IlpuBenure mpuMep pa3audyuil 4acTOTHl BCTPEYAEMOCTH BAPUAHTOB Y
YeJI0BeKa.

4) Yrto Takoe ayTOCOMBI?

5) PacckaxkuTe 0 MyXKCKHX IJIAIUIOrpynnax, U KaKk OHM MCHOJIb3YIOTCS B
Hayke?

1.2.6. Ocobernnocmu 2eHOM08 pacmeHul

3eneHble pacTeHUs, HHA4Ye TMO-JIaTblHU Ha3biBaemble Viridiplantae,
HAaCUMTHIBAIOT Ha 3eMJIe MOYTH TMOJMHJIIMOHA BHA0B. WX »BOJIIOIMOHHAS
UCTOPUS IPOJIOJHKACTCS yKe MOYTH MUJLIHAp JieT. PazMep pacTenuit Bappupyer
OT MEJIbYAUIINX OJTHOKJICTOYHBIX (POTOCHHTE3UPYIOIIUX OPTaHU3MOB, TAKUX KaK
XJIAMUJOMOHA/ia, 0 OTPOMHBIX KaK B BBICOTY, TaK U MO Macce JAEPEBbEB - KaK,
HalpuMep, TUTaHTCKasi cekBoust (yar. Sequoidendron giganteum). 1'eHOMBI
PACTEHUH SBJISIOTCS KJIIFOUOM K IOHUMAHHWIO ABOJIIOIIMOHHON UCTOPHUM PaCTCHUN,
KOTOPOW 3aHUMAETCA HayKa MOJIeKVIApHAs @uiocenus, OCHOBHBIM O0BEKTOM
M3YUYCHHUS €€ SIBISIOTCS TEHOMBI, TPAHCKPUIITOMBI M TPOTEOMBI PA3JIMYHBIX BUIOB
B CpPaBHEHMHM MEXJay coOoH. JlaHHBIE MO aHAU3y TE€HOMOB OJIHOBPEMEHHO
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PACKpbIBAIOT 3arajiku O MPONUIONW MXWU3HU PACTEHUN U SIBISIOTCS MOIIHBIM
MHCTPYMEHTOM MPOTHO3UPOBaHUS KaK i (yHIaMEHTaIbHOM, Tak W JUIs
MPUKIIAIHOW HAyKU O pacTeHusX. Pe3ynbTaThl UCCIIEIOBAHUI MO F€HOMUKE U
MOJEKYJISIpHON (QUIOT€HUM HANpaBISIIOT HAIIM YCUJIUA Ha YJIy4dIlIeHUE
CEIbCKOXO3SIICTBEHHBIX ~ KYJIBTYpP, OTKPBITUE HOBBIX JIEKApCTB, IOUCK
MEPCIEKTUBHBIX HCTOYHUKOB ISl CO3JaHUs OWUOTOIUIMBA, PACTUTEIIbHBIX
BOJIOKOH, MPOAYKTOB TMHUTaHUS U pa3pa0d0TKy A(OPEKTUBHBIX CTpaTeruit
COXpaHEHHUS BHJOB. [€HOMBI pacTEHUU JIEMOHCTPUPYIOT YIUBUTEIHHOE
pazHooOpa3ue CBOMX pa3MepoB, COCTaBA U CIOKHOCTU. BeposaTHO, 3TO CBSI3aHO C
pazHooOpa3zuem GopMm U (YHKIUNA pacTEeHUM, YUUTHIBASl, YTO, B OTJIMYHE OT
KUBOTHBIX, OOJIBIIMHCTBO PACTEHUHN BEAYT MPUKPEIUICHHBIM 00pa3 >KU3HU, HE
CIIOCOOHBI MOAICPKUBATH CAMOCTOSITEILHO CBOIO TEMIIEPATYPY U IPOU3PACTAIOT
B CaMbIX Pa3HBIX SKOJOIMYECKUX HUIIAX OT MOJISIPHBIX TYHAP 0 TPOMHUKOB, OT
BBICOKOTOPH 10 MOPCKUX r1yOuH. OIHAKO CBSI3b MEXKY OCOOCHHOCTHIO TEHOMOB
u paszHooOpazueMm (opM U (YHKIMM pacTEeHHWH BCE €IIe€ OCTAeTCS IUIOXO
M3y4YeHHOU. ['€HOMBI, KaK JpEeBHUE KHUTH, HECyT B cebe uHdopmanui 00
ABOJIIOIIMOHHON HCTOPUH, MOJHOT€HOMHBIX IYIUIMKAIMIX, MpoIeccax ObUIbIX
ajanTaluii, MOMYJISIIIUOHHBIX MPOIECCOB U JPYTHX COOBITUM B @hunocenese
(uctopuueckoM pa3BUTHM) pacTeHHil. [10CKOJIbKY MOCTreHOMHAsI 3pa TOJBKO
HAYMHAETCS, Mbl MOKA YTO JIMIIb TOJBKO YYHUMCSI YUTaTh 3Ty HUCTOPUYECKYIO
MH(QOpMAIIMIO, HUCMOJB3ysl COOTBETCTBYIOIIME T'€HETUYECKHE MapKEpHI.
Hackonbko  Bheuatssionie  (EHOTUIIMYECKOE  pa3HOOOpasue  pacTeHuw,
HACTOJBKO IIMPOKUM SIBIIETCS pa3HOOOpa3ue UX TEHOMOB, TO €CTh UX Pa3MEpOB,
coaepKaHusi U CTPYKTypbl. CaMblii MaJ€HbKHN TE€HOM 3YKapHOTHUYECKOIO
pacTeHust ObLT OOHAPYKEH Y OJHOKJIETOUHON 3€JIEHON BOJOPOCIIH, SIBISIONICIHCS
YaCThI0 OKEAHUYECKOT0 MIIAaHKTOHA, Ostreococcus tauri, U COCTaBIISII BCEro ~ 12
MUWITHOHOB I1.H. (Mb). PazMep 310t Bomopociu menbiiie 1 MukpoHa (MKM), oHa
COJIEPKUT BCEro OJHY MUTOXOHJIPUIO U OJIUH XJIOPOILIACT.

VY NOKPBITOCEMEHHBIX PACTEHUN pa3Mepbl T€HOMa Pa3IUYalOTCs MEXKIY
coboii moutu B 2000 pa3: oT camMOro MaJIeHBKOrO T'€HOMa pa3MepoM B ~ 82
MWInoHOB 1.H. (Mb) (2n = 28) y mny3eipuatku Utricularia gibba, pona
IJIOTOSITHBIX pacTeHui (cemeiictBo Lentibulariaceae) (puc. 1.2.6.1 A), no 149
Mutuapaa i.H. (Gb) (2n=40) xpoMocoM y OJHOIOTBLHOIO PACTEHUS, SITOHCKOTO
BOpOHBEro rinasa Paris japonica (cemeiictBo Melanthiaceae) (puc. 1.2.6.1 B)
Taxke  KpymHbBIMH  TE€HOMAaMH  XapaKTEpPHU3YIOTCS  MANOPOTHUKUU U
rojioceMeHHbie pacteHus. CpeaHuil pasmep reHoma narnopoTHUKA COCTABISET ~
12-14 Gb (mmamoszon ot 260 Mb n0l146.5 Gb). Cpenuuii pazmep reHoma
TrOJIOCEMEHHEBIX cocTaBideT ~ 18 Gb, ocoOeHHO 0oJIbIINEe TEHOMBI HAOJIIOJAJINCH
y XBOWHBIX pacTeHuil. OIuH U3 Haubosiee CI0XHBIX TEHOMOB HAOII0AETCS Y
COCHBI JaganHou (Pinus taeda), pazmep reHoma 22 Gbp.
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Pucynok 1.2.6.1. Pactenust ¢ 3KCTpeMaIbHBIM pa3MEpPOM I'€HOMa Cpeau
MOKPBITOCEMEHHBIX = IIBETKOBBIX pacTeHuil (Angiospermae). A) Ily3bipuarka,
Utricularia gibba, pona mnorosaubix pacteHuit (Lentibulariaceae), umeromiee
OJIMH U3 CaMbIX MAJICHBKUX TeHOMOB ~ 82 Mb; B) fnoHckuii Boponuii rinas, Paris
japonica (Melanthiaceae), umeroiiee cambiii 60ab110# TeHOM ~149 Gb.

MHorne pacTeHHs MUMEIOT OYCHb OOJBINOW M CIOXHU TE€HOM, a TaKXKe
00BIYHO TOpa3ao 0oJiee BHICOKYIO IUIOMIHOCThH, 0OJee BBICOKHE ITOKA3aTeIH
TeTEPO3UTOTHOCTH U TIOBTOPSIOIIUXCS DJIEMEHTOB, YeM TPECTABUTEIN JAPYTHUX
rapcTB. COOpKa BBICOKO TE€TEPO3UTOTHRIX TEHOMOB de NOVO, TO €CTh U3 KOPOTKHUX
¢parmentoB  (~ 100 1.H.), TOJYYEHHbIX NyTeM MOJHOT€HOMHOIO
cekBeHUpoBaHmWsl ~ MeTogamMu  NGS, 0e3  HCHOIB30BaHHS  AITATOHHOTO
(pedepeHcHoOro) reHoma, Ha KOTOpPbIA 3TH (GparMeHThl (pUabl) MOTYT OBIThH
BBEIPOBHEHBI, MPEJCTABISAET COOOW HETPUBHAIBHYIO U CJIOXKHYIO 3ajady,
TpeOYIOIIyIO WCITOJI30BAHUS CTHIEIUATBHBIX aNTOPUTMOB u
omonHpopmMaTuyeckux mporpamMm. B Hame# rpymnme ['eHomuku pacTeHUit
Xumbno kmactepa UTMO Mbl cobupaemM 10 XpOMOCOMHOTO ypoBHsA de novo
TCHOM BBICOKO TETEPO3UTOTHBIX pacTeHWid w3 poja Boechera, KoTopbie
Pa3MHOXAIOTCS C TOMOINBIO  anomuxcucda, TO €CTh OCCTHOJbIM ITyTeM
MOCPEACTBOM CEMsIH, TpoOJIeMbl Takol cOopku 00cyxk1aroTcst B 0030pe Brukhin
et al. 2019 [15]. MBI paccMOTpUM HEKOTOPBIE U3 METOJ0B COOPKU T€HOMOB de
Nnovo Mo3ke B pazaene buondopmaTudeckne METOABI UCCIECIOBAHUS TEHOMA.
IIpoGaeMpbl co COOPKOM TEHOMOB PACTEHUM CBSI3aHbI B TOM YHCJIE U C UX OOIBIITON
dbparmMeHTanueit, KoTopas BO3HUKAaeT Ojarojgapsi OTPOMHOMY KOJHUYECTBY
nmoBTOopoB. OcoOy0 TPYAHOCTh MpH COOpKE TEHOMOB TIIPEACTABISIOT
BBICOKOTIOBTOPSIIOIIHAECS MTOCIICIOBATEIFHOCTH, 9acTO pasMepoM > 10 ThIC. T1.H.
Takke CII0OKHOCTh pPACTUTEIBHBIX TEHOMOB CBs3aHA W C AKTHBHOCTHIO
MOOMJIBHBIX TEHETHYECKUX AJIEMEHTOB, OCOOCHHO MNpPeoOJajaloT Yy pPacTEeHU
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PETPOTPAHCIO30HBl C JUIMHHBIMU KOHIEBbIMH ToBTOpamu (LTR), xortopsie
cocTaBysOT OT 15% 10 90% renoma. Y kykypy3ssl 49-78 % renoma cOCTOUT U3
pPETPOTPAHCHO30HOB, a y MmeHUuIbl OKoJo 90 % reHoma MpeacTaBICHbI
MOBTOPSAIOIIMMH TOCIEIOBATEILHOCTIMU, W3 HUX 68 % — TIOJBUKHBIMHU
F€HETUYECKUMHU BJEMEHTaMHU. Y MIICKOMUTAIONIUX MPAKTUYECKU TMOJIOBUHA
reHoMa (45-48 %) COCTOUT W3 TPAHCIIO30HOB HWJM OCTATKOB TPAHCIIO30HOB.
[Tpumepno 42 % reHoMa 4eaoBeKa COCTOUT U3 PETPOTPAHCIIO30HOB, U OKOJIO 2-
3 % — u3 IHK-tpancno3onos. [lonumnounus sBisieTcs eie 0HOU mpoodieMoit
npu cOOpke TeHOMOB pacTeHuil, ~ 80% HCCIEOBaHHBIX PACTEHUM SBIISIOTCS
MOJIUIUIOUIAMH.

Kak yxe ymoMuHanoch BbIIIE, TEHOM PACTEHUU, TOMUMO SIAECPHOTO U
MUTOXOHJAPUAIIBHOTO, BKJIIOYaeT B cebs Takxke W miactuanyro JHK, uto
SABJISIETCS BaXXHBIM OTJIMYHMEM LAPCTBA PACTEHUU OT JPYTHX LAPCTB MKUBBIX
opranu3mMoB. JIHK-mapkepsl miacTuaHOTO reHOMa YCIENTHO UCTIOJIb3YIOTCS IS
n3yudeHus (GUIOreHUU pacTeHuil yxxe cBbliiie 35 snet. Oounue mnactuanon JJHK
B KJIETKAaX paCTEeHHIl, €€ KOHCepBaTUBHAS CTPYKTypa U TUIIMYHOE HACIIEIOBAHUE
IJIACTUHOTO T€HOMAa MO MATEPUHCKOW JMHUU OOECIEYMBAIOT aHAJTUTUYECKUE
MPEUMYIIECTBA JJIsI €ro HMCHOJIb30BAHUS B MOJICKYJISIPHO-(PUIOTEHETHUYECKUX
uccinenoBanusx. UIOreHeTHYeCKoe IPeBO, OCHOBAHHOE Ha IMJIACTUHBIX T€HaX,
OOBIYHO TMPEJCTABISIET MampuiuHeluHvle OMHOUleHUs, B OTIUYHUE OT
reHeaJoruuecKoro JIepeBa, MOCTPOEHHOI0 HA OCHOBE BKJIaJa 000UX pOJUTENCH,
TO €cCThb sifiepHOro reHoma. Ilomumo omnucanHoro panee trnl /F Jokyca
xnopomactHot JIHK, nns 6aprxoouposanus /{HK, TO ecTb MOJEKYISPHOU
UJICHTU(PUKAIIUY PACTCHU, UCTIONB3YIOT €lIe OJUH I'eH rbcL, KOTOPBIN KOIUPYET
00JIbIIYI0 CYOBEIMHUILy CaMOT0 paclpocTpaHEHHOro ¢epMeHTa Ha 3eMie,
pubynoszo-1,5-oucgocghpamrxapbokcunazvl/ OKcueceHaszvli, TaKKE HA3BIBAEMOIO
RuBisCO (puc. 1.2.6.2).

Pucynok 1.2.6.2. Moaens MoJiekyibl pulyno3o-1,5-6ucdocdarkapbokcunassl /
okcureHasel (RuBisCO), camoro pacmpocTpaHeHHOTO Oenka Ha 3emiie,
COCTOSIIIIETO W3 JBYX OOJBIIMX (BBIAEICHO CEPhIM U OCNbIM) M JBYX MAJIbIX
(BBIICIICHO CUHUM U KpacHbIM) cyObeaunull. (u3 Wikipedia)
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CoBpemeHHbIE BBIBOJIBI O (PHIIOTEHUH PACTEHHI, BO MHOTOM OCHOBAHbI Ha
aHanuize reHoma mactun. l[lomydeHHbIE TakuM o00pa3oM 3HAaHHS CIyKaT
OPUEHTUPOM JJIsSI IIUPOKOMACIITAOHOTO MOHUMAaHUS AUBEPCUPUKALINU PACTCHUI
U JUIS TIepecMoTpa KiaccuPpuKaluu MOKPHITOCEMEHHbIX pacTeHuid. [loutm 35-
JETHUW TEepUOJA HUCCIEIOBAaHUM B 00JacTH MOJEKYISIPHON (PUIOTreHEeTUKU
MJIACTHU/I TIO3BOJIMII IPUNTH K 3aKJIFOYEHUIO, YTO MHOT'O€ U3 TOTO, YTO paHee ObLIO0
M3BECTHO O (PUIIOTEHUM PACTEHUM, OKa3aJ0Ch HEBEPHBIM [16].

Jlo nawana 90-x romoB 20 Beka y4YeHbIE B OCHOBHOM paboTaaud C
OT/ICJIbHBIMY F€HAMHU U TPYIIIaMU T€HOB, MOJE3HYI0 HHPOPMAIIUIO TAKXKE JlaBaia
KapuoJorus (Hayka, u3ydaromias MOP(QOJIOTHI0O U TOBEJAECHHUE XPOMOCOM BO
BpeMsl KJIETOYHBIX JeJIeHUM U uHTep(das3bl), HO, TEM HE MEHee, IEJIOCTHOTO
MMOHMMAHUS YCTPOICTBA, (YHKIIMOHUPOBAHUS U HBOJIIOLMU T€HOMOB HE OBLIO.
st ATOTO HEO0OXO0IUMO OBLIO MOJIyYUTh MOJIHOTEHEOMHYIO
nocieaoBaTenbHOCcTh, WGS (Whole Genome Sequencing) ajis MakCUMalIbHOTO
KonnuecTBa pactenuil. Ho pacmmdpoBka Bcero renoma 30 jet Hazan Oblia
0€3yMHO JIOPOTUM MEPONPUSITUEM, TPeOOBABIINM, KpoMe (PMHAHCOB, OOJIBIIOTO
KOJIMYECTBA BHICOKOKBATM(UIIMPOBAHHBIX CIIEIUAIIMUCTOB U3 Pa3HbIX 001acTel u
CIIOKHOU COBPEMEHHOMU TEXHUKHU. ITepBbIit MHOT'OHAIITMOHAJIbHBIN
KOOPJAVMHUPOBAHHBIA MPOEKT MO paciupoBKke TeHOMA MOMYJISIPHOTO
MoJieNIbHOTO pactenust Arabidopsis thaliana (Brassicaceae) (puc. 1.2.6.3)
Havascs B 1990 rony u npomuiics 6onee 10 ner. IlepBbie pe3ynbTaThl 3TOTO
npoekTa Opun onyosnKoBanbl B xkypHaiie Nature B 2000 roay [17]. OcHOBHBIMEU
U3 KOTOPBIX sIBUJIach cOOpka W mpenBaputenbHas anHotarus JJHK Bcex 5
xpoMmocoM (2n=10) apabuporncuca, BBISICHIOCh, YTO pa3Mep €ro TreHoMa
coctaBisier 125 miH. n.H. (Mb), cekBeHupoBaHHbIE 001acTH oxBaTbiBasn 115,4
MJIH. M.H. ¥ NPOCTUPATUCH 10 LIEHTPOMEpHbIX oOnactei. CooOIIanoch TaKxe,
YTO HBOJIOLMS apabujorncuca BKJIIOYalia AYIUIMKAIMI0 BCETO TE€HOMa C
nocieAymniel  morepe  psga  TEHOB M OOMIMPHBIMU  JIOKQJIbHBIMHU
F€HETUYECKUMHU  AYIUIMKALMUSIMU, 4YTO  TPUBEIO K  BO3HUKHOBEHUIO
JUHAMHYECKOTO U CI0KHOT0 reHOMa. Pe3ynbTaThl MPOEKTa BHISIBUIIN, YTO TEHOM
apabupgorncuca conepxut 25 498 renos, komupyrommx Oenku u3z 11 000
CEMEUCTB, UTO OBLIO aHAJOTUYHBIM (DYHKIIMOHATEHOMY Pa3HO00Pa31I0 TEHOMOB
JIPYTUX OTCEKBEHUPOBAHHBIX K TOMY BPEMEHHM MHOTOKJIETOYHBIX 3YKapHUOT,
KUBOTHBIX MOJIEIBHBIX OOBEKTOB, MyXHU Apo30¢uisl (Drosophila) n kpyrioro
yepBsi Caenorhabditis elegans. bbuio BbISICHEHO, 4TO Arabidopsis umeer
MHOECTBO CEMEMCTB HOBBIX OEJIKOB MO CpaBHEHHUIO C Ipo3oduiioi u C. elegans,
HO TMIPU 3TOM B €r0 F€HOME OTCYTCTBOBAJIM T'€HbI, KOJUPYIOIIHUE Psii CEMEUCTB
0€JIKOB, HAXOMSIIMKCS B UX T'€HOMAax, 4YTO YKa3bIBaeT HA TO, YTO HEKOTOPHIC
ceMeiicTBa OOImMMX OEIKOB B TEHOMaxX TPEX MHOTOKJIETOYHBIX JYKAPUOT
nperepnenu  auddepeHimaibHoe  pacliMpeHrue W cokpamieHue  [17].
PacmmdpoBka nosHoro renoma apabumgoricuca odecrnednsia OCHOBY JiJisi Oosiee
MOJTHOTO  CPaBHEHUSI KOHCEPBATHUBHBIX IMPOIECCOB Yy BCEX AYKapHUOT,
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OMpeIeNICHHs] UPOKOT0o CIEKTpa (GYHKIUN T€HOB, CIIEM(UYHBIX ISl PACTCHUH,
U 11 pa3pabOTKU OBICTPBIX CUCTEMATUYECKUX CITIOCOOOB UJIEHTU(UKAIIUY T€HOB
JUTSL YITYUIIEHUST CeNTbCKOX035IMCTBEHHBIX KYJIBTYP.

Pucynok 1.2.6.3. MoaenbHoe pactenue Arabidopsis thaliana (Brassicaceae) u
€T0 COIIBETHE

Bcenen 3a  pacmiudpoBkoi MepBOro reHOMa MOJEIBHOTO PacTEHUS
apabujorncuca MOCJIEeIOBAIM JIPYTHE MPOEKTHI, 3a7adyeil KOTOPBIX OBLUIO YKe
pacuindpoBaTh U MPOAHATU3UPOBATH TEHOMBI OOJIBIIOTO KOJWYECTBA PACTECHUHN.
BoT HecKOnbKO HENaBHO HWHUIMUPOBAHHBIX MEXKIYHAPOJHBIX IPOCKTOB B
obnmactu reHoma pactenuil: npoekT «1001 renom Arabidopsis thalianay
(uccnenoBaHue pa3auyui U CXOJCTB MHOXECTBA SKOTUIOB apadbuporcuca); 1K
Plant Transcriptomes Initiative (3aaua - uccieoBaHu€ TPAHCKPUIITOMA, TO €CTh
AKCIPECCUU BCEX TE€HOB THICAYM PACTCHUH; TMPOEKT HWHUIMUPOBAH
yuupepcutetoM ®nopunbl, CIIA); NMHUIIMaTHBA OTKPBHITOTO 3€JIEHOTO T€HOMA
(3amada - pacmidpoBka U cOOpKa FT€HOMOB PACTCHUM, MPUTOJIHBIX B KaUECTBE
CBIPbSI JIJISI 9KOJIOTUYECKUX BHUJOB OHOTOILIMBA; MPOEKT, BBHIMOJHIEMBINA TOA
srufoi OObEIMHEHHOTO HWHCTUTYTAa HCCIEIOBaHUS TeHomMa MuHHCTEpCTBa
suepretuku CIIA); 10K reHomoB pacTteHuil (MPOEKT, WHUIIMUPOBAHHBIN
KUTallCKUM TeHOMHbIM uHcTUTyTOM BGI), 1ens mnpoekra CcOCTOUT B
CEeKBEHUPOBaHUM 10 ThICSIY TEHOMOB PA3JIUYHBIX PACTEHUN C 1IETBI0 0ObSICHEHUS
T€HOMHOTO Pa3HO00pa3us U CPABHUTEIHbHOW T€HOMHUKH OOJIHIIIOT0 MHOXKECTBA
BHUJIOB PACTCHUH W3 Pa3JIMYHbIX YaCTEH MUPA.

[TonmHOreHOMHOE CEKBEHUpOBaHUWE W (DUIOTCHETUYECKUN aHalau3 Ha
OCHOBE SIZIEPHOTO T€HOMA PACTEHUM, BBHIMOJIHEHBIN, B TOM YHUCIE, U B Mpoliecce
peanu3aiu yIOMSIHYTBIX BBIIIE MEXIYHAPOJIHBIX MPOEKTOB, MOKa3ad, 4YTO
MHOTHE TE€HOMBbI BO3HMKJIM Oyiarojaps TMOpUIHU3ALUU U / WIH UHMPOSpecCuu
Ie€HOB WJIU (pparMeHTa reHoMa OJIHOTO BUJa pacTeHU B qpyroil. Pacuiupenus u
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COKpAIlleHUsI CEMENUCTB T€HOB MOTYT CIOCOOCTBOBaTh M3MEHEHMIO pa3Mepa
reHOMa, KOJMYECTBA I'eHOB U X PyHKuuH. Takoe pacmimpeHue-coKpauieHue B
MPOIIECCE IBOJIOIMU CTAJO0 IPAMATHUYECKUM JIJIsl 3€JICHBIX PACTEHUM, MOCKOJIBKY
CUJIBHO TIOBJIHMSJIO Ha aJamnTallfio, BRBIMHPAHHE BHJAOB W Ha OMOpa3zHOOoOpasue
pacteHuidi Ha TtuiaHete. Kpome Toro, OBLIO TOKa3aHO, YTO MOOWIbHBIC
F€HETUYECKUE DJIEMEHTBI MOTYT 3aIllyCKaTh U3MEHEHUSI B SKCIPECCHUU T'€HOB, a
TaK)Ke OOBSICHSIOT pa3InyMs B pazMepe TeHoMa, 0COOCHHO OOJBIINX T€HOMOB
XBOMHBIX Topoj. Jymnukanusi reHomoB pactenuit (WGD — whole genome
duplication) MOkeT oka3aThbCsl MOJIE3HOM, MOCKOJIbKY OOECIEUUBACT OPraHU3M
JOTIOJIHUTEIIbHOW KOMMEN KaXKJ0T0 TeHa, XOTS BIOCIEICTBUU AYIUIUKATHI MOTYT
CUJIBHO OTJIMYAThCS, YACTO BOSHUKIIAS KOTIUSI CTAHOBUTCSI ICEBOT€HOM, TO €CTh
CISIIIMUM, HETpaHCKpuOupyemMbIM reHoM. Kpome TOro, Aymivkanuu
CrocoOCTBOBAN BO3HUKHOBEHUIO 2eHemuyecKoul u366IMoyHOCMU
(penyHaaHTHOCTH, OT aHII. redundancy), TO €CTh HAJIMYKIO B TECHOME MHOXECTBA
T€HOB, BBITIOJIHSIONIUX OJHY U Ty ke QyHkuuto. [lonumnonnus Takxe npuBOIUT
K T€HETHYECKON N30BITOYHOCTH, OHA BO3HUKAET B PE3YJIbTAaTE OLIMOOK BO BpEeMsI
Meiio3a Ui MUTO03a, TM00 MyTalllii, KOTOPbIE OKA3bIBAIOT BIUSHHE Ha JICJICHHUE
KJIETOK. XOTS OONBITMHCTBO COOBITUM TMOJHMIUIONAU3AIMA B MPUPOJIE OBICTPO
orceuBaercs cenekuueil. IlpuponHoe sBieHue amnomukcuca (Oecronoro
Pa3MHOXXEHUSI CEMEHaMH, IpPU KOTOPOM OTCYTCTBYET MEHO03, a 3aJl0pbIIil
F€HETUYECKH HWJICHTUUYEH MATEPUHCKOMY PACTEHUIO) IIOMOraeT u30erarhb
TPUIIOUAHOTO OJloKa Tpu Meho3e U Oo0ecneuuBaeT COXpaHEHHE U
BOCHPOU3BEACHUE NMONUILIONA0B B momysiuusax [15,18]. B nacrosmee Bpems
YABOEHHE TOJIHOTO XPOMOCOMHOIO0 Habopa opraHu3mMa oOHapyxkeHO y 15%
MOKPBITOCEMEHHBIX U 31% ManmopoTHUKOB, HO HUGPPHI MOTYT OBITH HAMHOTO
BBIIIIE, KOTJA MOSBSTCA JAHHBIE MO MHOTUM JPYTUM, €Ile HEU3yUYECHHBIM U
HEOTCEKBEHUPOBAHHBIM  BHUJaAM. CoObITust  yABOEHUST  T€HOMA U
MOJUIUIOUIU3ALUHA HE BOZHUKAIOT CIIy4YaHbIM 00pa3oM BO BPEMEHU: MHOTHE U3
HUX CBSI3aHBI C IPAMATHYECKUMU NIEPUOTAMU T'€OJIOTHMYECKUX U KIUMATUUECKUX
M3MEHEHUM, TAKUMU KaK MaCCOBOE BRIMUPAHUE, KOTOPOE MPOU3OILIO0 Ha TPAHUIIE
MEJIOBOTO ¥ NAJIEOr€HOBOr0 NEPUOAO0B, Topsiaka 70-60 MitH JIeT Ha3a, a TAKXKE B
pe3yibTare JEJHUKOBBIX 30X, BO3HUKABIIIUX HECKOJIBKO pa3 B I'€OJIOrMYECKON
ucropuu 3emiu. Ilpu »ToM B mnepuon TrI00aTbHBIX HM3MEHEHUN KiIMMaTa
MOJUIUIOUIUS UTpaJia BaXKHYIO POJIb B PEAKIIMU Ha CTpecC, OBICTPON ajanTaiuu
Y BBDKMBAHUM, B TO K€ BPEMs MOJHUILIOU NS MOTJIa CIIOCOOCTBOBATh YCUJICHUIO
pEeaKIuu Ha CTPECC U MPUBOJUTH K BEIMUPAHUIO TAKCOHOB.

HUcxonass w3 Bcero CKa3aHHOTO B 3TOM pasliefie, T€HOMbl MOXHO
paccMaTpuBaTh KakK JpaliBephbl 3BOJIONHOHHBIX M3MEHEHWU. OIHAKO Ba)kHas
uHpopMaIus s TOHUMAHUS SBOJIOIMOHHON MCTOPUU PACTCHUH, NBHXKYILUX
CUJ AUBEepCUPUKAIIMU PACTCHUM U CBSI3M MEXIY T€HOTUIIOM U (PEHOTHUIIOM J0
cux mop oTcyrcTByeT. Kpome TOro, miaHka TOTO, 4YTO CJIEAYET CUUTATh
«T€HOMOMY, TMPOJOKAET PACTU C TMOSBICHHEM HOBBIX 3HAHMI M HOBBIX
TEXHOJIOTUN HCCIEIOBaHUsI TEHOMOB. TeM He MeEHee, T'€HOMbl pPACTECHUM
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OCTAIOTCA KJIOYOM K PEIIEHUI0 MHOTHX BOIIPOCOB, UMEIOIIUX BAXKHOE 3HAYCHHE
JUIsl OOIIeCTBA: MOHMMAHUE U MPOTHO3UPOBAHUE PEAKIIUM BUJIOB PACTEHUU Ha
M3MEHEHHE KIMMara, OOeCleueHUE MPOJAOBOJbCTBEHHOM O€30MacHOCTH ISt
OBICTPO pACTyLIEr0 HACENEHUsI IIJIAHEThl, OTKPHITUE HOBBIX HCTOYHUKOB
JEeKapCTB U cojeicTBUE Y(PPEKTUBHBIM CTPATETUSIM COXPAHECHHUS BUJIOB.

Bonpocer:

1) Yrto oTnrMyaet reHOMbI paCTEHUM OT TEHOMOB KUBOTHBIX?

2) VY KaKkoro pacTeHus caMblil O0JbIION TeHOM?

3) HazoBuTe camblii pacipoCcTpaHEeHHBIN O€I0K Ha TuiaHeTe. e
pacroiararoTcs reHbl, KOTOpbI€ €ro KOAUPYIOT?

4) Camoe nomymsipHoe MOAeNIbHOE pacTeHue. [louemy oHO UPOKO
UCIIOJB3YETCS B UCCIEOBAHUSIX?

1.2.7. Omauuus eenoma 3yKapuom u npoxapuom

CnoxHble TeHOMBI 3yKapuom (OpraHu3Mbl, B KJIETKaX KOTOPBIX €CTh PO,
OKpY>KEHHOE siIepHO MeMOpaHol) coaepkat B AecsaTku pa3 Oonbiie JJHK, uem
TpedyeTcst sl KoAupoBaHusi Bcex HeoOxoaumbix opranuzMmy PHK u Genkos.
[Ipu stom Hekomupyromas JIHK Bkitouaer B cebsi copepskamimecss B reHax
UHTPOHBI; PETYISTOPHBIE 3JIEMEHThl T'€HOB, MHO>XECTBEHHBIC KOMUU T'€HOB,
BKJIIOYasi TICEBJOTEHBI; MEXIEHHBbIE TMOCIEI0BAaTEeIbHOCTH  (cneticepyl),
paccesiHHbIE MOBTOPHI U JIPYTHE CTPYKTYPHBIE AJIEMEHTHI. ['€HOMBI 3yKapuoT
COCTOST U3 ABOMHOTO (COMaTHYECKHE KJIETKH ) MUK OJMHAPHOTO (raMeThl) Habopa
JUHEUHBIX XPOMOCOM, OIPAHUYEHHBIX SJIPOM, TOTAa KaK TEHOMBI nPOKApuom B
OCHOBHOM  MPEJCTaBJISIIOT COOOM  OJUMHOYHBIE KOJBIEBBIE XPOMOCOMBI,
cocroser u3 apowHou crimpanu JIHK, 3anumaromei wyxkieououyio obaracme
KIETKM U TNPUKPEIUIEHHOM K IUIa3MaTudyecko wmemOpane. Pasmepsr
MIPOKAPUOTUYECKUX T€HOMOB OOBIYHO HAMHOTO MEHbIIIE T€HOMOB 3yKapuot. B
AYKAPUOTUYECKUX KJIETKaX OOJBIIMHCTBO I'€HOB BKJIOYAET B CEOsl KaK SK30HBI,
TaK U UHTPOHBI, TOTJA KaK MIPOKAPUOTUYECKHUE T€Hbl MHTPOHOB HE UMEIOT (pHC.
1.2.7.1).

XOoTs  JBOJIIOIIMOHHOE  MPOUCXOXKJICHUE  HUHTPOHOB  OCTaeTcs
MaJIONMOHSITHBIM, TEM HE MEHEE, UX HAJIIMYKME B T€HaX JyKapuOT 0O0eCreunBaeT
albTEPHATUBHBIM CIUIAMCUHT, TpPU MOMOIIM KOTOPOTO OJMH TE€H MOXET
o0pa30oBbIBaTh HECKOJbKO OenkoB. CylecTByeT JBE€ OCHOBHBIE TEOPUUHU
BO3HUKHOBEHUS UHTPOHOB: 1) TEOPUS panHe20 nossieHus UHMpPOHO8, COTIIACHO
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Pucynok 1.2.7.1. CtpykTrypHOE€ H300pa)k€HHE T€HOB MIPOKApUOT (BBEpPXY) U
AYKapuoOT (BHU3Y).

KOTOPOM HHTPOHBI B COBPEMEHHBIX OpraHM3Max YyHacleIOBaHbl OT OOILEro
JIPEBHETO TIpeAKa U 2) TEOpUs HO30He20 NOAGIeHUs UHMPOHO8, KOTOpas
YTBEPK/IAeT, YTO MHTPOHBI MOSBHINCH MTyTEM BCTaBOK IOCIIC BOSHUKHOBEHUS
MpOKapuoToB. Jl0 cuUX MOp HET €IWHOr0 MHEHUs, Kakas U3 OTUX TUIOTE3
HauOosee BepHa. B HacTosiee BpeMst 6oJiee MUPOKO pacpoCTPaHEHO MHEHHUE,
YTO WHTPOHBI BO3HUKIIA B T€HAX 3YKAPUOT KAK «ITOUCTUYHBIC DJIEMEHTHI», TO
€CTh T'€HETHYECKHE DJIEMEHTBI, KOTOPbIE MOTYT YCWJIMBATh CBOIO MEpeaady B
reHOMax, HECMOTPS Ha TO, UMEET JIM ATO TOJIOKUTEIIbHBIN WU OTPUIIATESITbHBIN
apdext mIs mpucnocobseHHOCTH opraHu3dMa. OaHOM W3 OCHOBHBIX CHJI B
ABOJIIOLNH TIPOKAPHUOT SIBISETCS] TOPU3OHTANIBHBINA MEPEeHOC reHoB. OTCYyTCTBUE
e MOSBJICHUSI THTPOHOB B MPOKAPUOTAaX MOKHO OOBSICHUTH U TEM, UTO Iepeaya
CILIAaliCOCOM, CIIOXHBIX YAaCTHUII, COCTOSIIUX U3 HeckoJibkux OenkoB u PHK u
HEOOXOJIUMBIX JUIsl CIUIalicMHTa (yJajeHus) WHTPOHOB, HE MPEACTaBIACTCS
BO3MOKHOM MOCPEJACTBOM TOPU3OHTAIBHOTO MepeHoca. Eme oqHuM CBOWCTBOM
OpraHu3alid T€HOMOB MPOKApPUOT SBISAETCS Hanuuue oneponos. llocnennue
MPEeACTaBIAIOT co00il pyHkmoHanbuble enuauilpl JJHK, B KOTOpBIX HECKOJIBKO
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TeHOB (yucmpoHsl) pabOTAIOT MOJ OJHUM MPOMOTOPOM U TPAHCKPUOUPYIOTCS
OJTHOBPEMEHHO JIN0O MOCIIEA0BATEIHHO.

Y mpoKapuoT TeHBl YacTO PACTOJIOKEHBI TaHAEMHO C HEOOJBITUMHU IO
pasMepy pa3laeluTeIbHBIMU TIOCIEA0BATEIIBHOCTAMA (CIielicepaMu) MEXIy
HUMU WK 0€3 CTeCcepoB, B TO BpeMsl KaK Y dYKapHOT MEXy T€HAMU UMEETCS
3HauuTeNbHAsA 1o pasMmepy cnercepnas [IHK. Hekoropele n3 HHMX — 3TO
noBTopsirorasics  JIHK,  waeHTwdHble WM MOYTH  WIACHTUYHBIC,
JTUCTIEPTUPOBAHHBIC M TAH/IEMHBIE TTIOBTOPHI. MHOTHE U3 CIIEHCEPOB MTPOU3OIILITU
OT MOOWJIBHBIX TEHETUYECKHUX DJIIEMEHTOB.

Bonpocer:

1) B yeM oTiinurie reHOMOB NPOKAPUOT U SYKAPHUOT?
2) Yto Takoe UHTPOHBI U KaK OHU MTPOU3OILIH?

3) Yto Takoe HUCTPOHBI?

4) 3adeM HY>KEH CIUIACUHT?

1.2.8. BupycHvie cenomul

Bupycol npencrasisitor coOoii  BHeKsIeTOuHYIO Gopmy xKu3HU. OHH
SBJISIIOTCSI HE MPOCTO Pa3pyLIAIONIMMU areHTaMH, HO BaXXHBIMU KOMIIOHEHTaMU
I00AJIbHBIX JKOCHCTEM. BuUpychl — 3TO 0OJHMraTHble BHYTPUKIETOUYHBIE
Mapa3uThl, HE UMEIOIINE MOJEKYJISIPHOIO MEXaHU3Ma IS CBOCH peruIuKaliu.
OHM cocTOST U3 0eNKOBOM 00O0JOYKH, Kancuoda, U TeHOMa, IPEJACTaBICHHOTO
JHK mu6o PHK. Cpennuit nuametrp chepuueckoro Bupyca ~ 30 am. [lamouka
BHUpyca TabauHoil Mo3anku umeet pazmep 300 HM u guametp 18 HM, COaEPKUT
PHK-renom, cocrosimmii u3 npumepHo 6400 HYKIE€OTHIOB, OKPYKEHHBIN
o0omnoukoil, coctosimeit u3 2130 xomnuii Oenka (puc. 1.2.8.1). HexoTtopeie u3
HUTYATBIX BUPYCOB AOCTUTaroT IUHbBI noutu 2000 HM = 2 MmkMm. PaznuuHoe
MIPOUCXOKICHUE BUPYCHBIX TPYII MO3BOJSET MPOU3BECTH UX KJIaCCU(UKAIUIO B
npezenax onpeaeIeHHbIX TUMOB, TAKMX KaK BUPYChI, KOTOPHIE UMEIOT T€HOMBI C
noJioxkuTenbHor wian orpunarenbHoi PHK- nenesro, asynenodeunonn PHK, a
TaKke oJiHolLenoueyHblie u Apynenodeunsie JJHK renomsi.

Jlnst mpumepa pacnpoCTPaHEHHOCTH BUPYCOB C Pa3IMYHBIMU T€HOMaMHU
75% BUPYCOB PAaCTEHUN MMEIOT T€HOMBI, cOoCcTOsIKE n3 oaHou 1enoukn PHK
(ssRNA), 65% u3 Hux umerot nosoxurenbnyto nenb PHK, To ects ¢ TOi ke
opueHTanuen, yto u MeccenkepHas PHK, a 10% umerot orpuniatenpHyro uenb
PHK, To ecTh OHa AOJIKHBI OBITH MpeoOpa3oBaHa B MoioxkuTeNbHyto 1enb PHK,
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Pucynoxk 1.2.8.1. PHK-conepsxamuii Bupyc tabaunoit mo3auku [19]

Opexae 4YeM €€ MOXKHO Oyaer TpaHcaupoBaTb. 5% BHUPYCOB cCOJepxkaT
neyuenoyeynyto PHK (dsRNA), ona MoxkeT ObITh HalpsIMy(O TPaHCIMPOBAHA,
Kak U y BUPYCOB ¢ nosioxurenbHol nensio PHK. 17% pacturenbHbix BUpycoB
coaepkatr renoM u3 ogHorenoueunor JJHK (ssDNA), u ouenb HEeMHOrue - u3
neyuenoyeyHoit JIHK (dsDNA). V 3kUBOTHBIX BHUPYCOB YETBEpPTh, a ¥y
O0aktepuodaros (BUpPYCOB, MOpa)xarolnX OaKTepUU) TPU YETBEPTU BUPYCOB
cozepKaT reHoM, cocrodamuii u3 apouHou nenu J(HK. Bupycel ucnons3yror
puOOCOMBI KIIETKU-XO35IMHA JUIsl MPOU3BOACTBA O0ObIYHO OT 4 10 10 Oenkos,
KOJIUPYEMBbIX HUX TeHOMOM. [loCKOJIIbKY BHUpPYCHBIE TE€HOMBI, Kak U
OakTepualbHble, HE COJEpP’KAT HMHTPOHOB, a TE€HBbI TPAHCIUPYIOTCA MOIPSI,
MHOTHE U3 3THX OEJIKOB KOAUPYIOTCS B OJHOM LENHU (noauyucmporHule TEHBI), TO
€CTh pubocoMa IPOYLIUPYET TOJBKO OJIUH O€NIOK, a TPAHCISALIMS MTPEKPaLaeTCs
Ha IIEPBOM CTOII-KOJIOHE, PAacHOJIOKEHHOM B KOHIIE mocieaHero oenka. [lorom
MPOMCXOUT MPOLIECCUHT (Hape3Ka) MOJTUIIPOTEHHA.

st tpancisiiiuu sykapuotudeckod MPHK tpeGyercss nanuume 5" Cap-
cmpyxkmypul (TMeGpppN, rae Me — metunbHas rpymnmna, N -aJIecHUH UIU TyaHuH).
Bupycbel  koaupyroT  0eloK, OOBIYHO  peIiiKa3dy C  aKTHUBHOCTBIO
MeTuiITpancdepasbl, I OCYHIECTBICHUS TpaHCisiuu. HekoTopbie BHpPYCHI
aBisitorest noxuturenamu 5' Cap-ctpykrypsl. [lpu atom 7MeG-capped MPHK
XO03fMHA MCIOJIb3YETCS BUPYCHBIM  TPAHCKPUNTA3HBIM  KOMIUJIEKCOM U
OTILEIUISIETCSl SHIOHYKJIEa30i, koaupyemoi Bupycom. llomydennas nunepHas
PHK cnyxuT 1is NepBUYHOW TPAHCKPUIILMK BUPYCHOTO reHoMa. OmHako
HEKOTOpbIE BUPYChl HE UCHONb3yIOT Cap, a 3(DPEeKTUBHO TPAHCIUPYIOTCS
Oyiarogapsi He3aBUCUMBIM OT Cap yCUIUTENSAM TPAHCISIUU, TPUCYTCTBYIOIIUM B
5 'u 3' HeTpaHcaUpyeMbIx oOnacTsax BupycHoit MPHK.
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B 3akimroueHMH MOXHO OTMETUTh, YTO T€HOMBI BHUPYCOB OBIBAIOT KakK
JMHEWHBIMM, TaK U KOJIbLEBBIMU. KpoMe TOro, OHM KpaliHe KOMITAKTHEI C OYEHb
HEOOJBIIMMU CrielicepaMu MEX1y TeHAMM.

Bonpocer:

1) Pacckaxure 06 0COOEHHOCTSAX CTPOCHUSI BUPYCOB?
2) Kakue Tumbl BUPYCOB BaM U3BECTHBI?
3) Yto Takoe MOAUIUCTPOHHBIE TeHBI?

1.3. Pa3zmepol 2eHOM06 u Xpomocomol

JInst Ka)0T0 BUJAa DYKApUOT XapaKTepeH OMpPEACIICHHBIN pa3Mep reHoMa u
CTaHJAPTHBIN XpoMOCcOMHBINA Habop (Tabnuna 1.3.1). Hanpumep, kak yxe ObLI10
CKa3aHO, TaIUIOMJHBIA TE€HOM YEJIOBE€Ka COCTOMT M3 3,2 MWUIMApAOB mMap

ocHoBaHuii (Gb), a A/1pa TUIIIOUTHBIX KJIETOK YEJIOBEKA coiepkat 46 XpoMocoMm.

Ta6muma 1.3.1. XpoMocoMHbIN HA0OP KIETOK pa3IUYHbIX OPraHu3MOB

mm

UunHrepus (3nak) Pbibka JaHuo

Opo3oduna 8 Nowagab 64
AbpuKoc, nyk 16 Cobaka 78
Jlucuua, NoaCONHEYHUK, 38 lony6b 80
KOLUKa

ficeHb, Yenosek 46 Kapn 100
LLnumnaH3se 48 Kpab kamyaTtckuum 208

Eme ¢ tex mop, Korma JaHHbIE MO pasMepaM IF€HOMa M KOJWYECTBY
XpPOMOCOM Yy pa3JIMYHBIX T'PYII OPraHU3MOB HE ObUIM JTOCTYHHBIMH, YUYEHBIX
OECIOKOMJI BOMPOC: KAaK COOTHOCUTCS pa3Mep I'€HOMa U COAEP)KaHHE B HEM
KOJUPYIOIIHUX OEJIOK I'€HOB C KOJIMYECTBOM XPOMOCOM B KJIETKaX, a TaKkKe C
ABOJIOIIMOHHOM MPOABUHYTOCThIO opranu3MoB? Kazamock Obl, YelOBEK,
CTOSIIIMKA Ha BEpPUIMHE 3BOJIIOIMOHHOW JIECTHUIIBI, JAOJDKEH HUMETh HauoOojee
CJIOXHBIM T'€HOM, OOJbIlIee KOJIUYECTBO T'€HOB M XPOMOCOM IO CPAaBHEHHIO C
APYTrUMU BUJAMU KUBOTHBIX U pacTeHnid. OHaKo, KaK BUAHO U3 Tabmuuel 1.3.1
n pucynka 1.3.1, aTo coBceM He Tak. YenoBeK 3aHMMAET caMoO€ CpeaHee
IIOJIOKEHUE CpPEau JKMBBIX OPraHW3MOB, NPUHAICKAIIMX K Pa3IUYHBIM
CUCTEMATUYECKUM TpPYyIIaM, Kak IO pa3Mepy INeHOMa, TaK M IO KOJIMYECTBY
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xpomocoM. Kak BusHo u3 puc. 1.3.1, Haubonbinii pa3max reHoMa HaOJII01aeTCst
y TBETKOBBIX pACTEHUU (3€JIeHasi TOoJIocCa BBEPXY), OT JECATKOB WU COTEH
MIJJTMOHOB Tlap ocHoBaHui (Mb) 1o coteH mumuapaoB map ocHoBanui (Gb).
Pa3mep renomoB OonbimHcTBa amuOuii (1oyioca caJaTHOTO IBETA) U psifa phio
(rory6ast oyioca) 3HAYNTEIHHO TPEBBINIAET Pa3Mep TeHOMA YEJIOBEKa U IPYTUX
MJICKOTTUTAIOIIHX.

@ Flowering Plants
@ Mammals

© Birds

Reptiles
Amphibians

@ Fish

@ Crustaceans

o Insects ! d

Molluscs
Worms [—

© Molds (-

@ Algae —

® Fungi —
@ Bacteria ——
® Viruses Wl

103 104 109 108 107 108

Genome size (kilobases)

Pucynoxk 1.3.1. BapuaGenbHOCTh TeHOMA B PA3JIMUHBIX TPYIIax OpraHu3MoB (B
ThICSYAX Map HYKIeOoTUA0B) [20]

Kaxk u oxuganoch, HaUMEHBITUM T€HOMOM 00J1a/1al0T BUPYCHI U OAKTEPUH.
PazMep BUPYCHBIX T'€HOMOB COCTaBJISIET BCErO0 HECKOJbKO ThICAY Map
OCHOBAHUM, a OaAKTEpUATILHBIX - OT HECKOJIBKUX JAECATKOB THICSY JJO HECKOJIBKHUX
MUJJTMOHOB AP OCHOBAHUM.

OtcyTcTBHE CBSI3U MEXAY (PEHOTUIMUYECKOW CIIOKHOCTBIO JYKApHOT U
bu3UYECKUM pa3MepoM HX siepHOTO TeHoMma Ha3Baiu C-napaodokcom. C — 310
coaepxkanne [IHK B ramnonaHoM reHomMe, KOTOPOE SBISETCA MOCTOSIHHBIM ISt
KaXJ0ro BUAa. [ €eHOMBI y Ha3eMHBIX pacTeHul BappupyroT noutu B 2000 pa3s, a
y KUBOTHBIX Ooiiee, ueM B 3000 pa3. Kpome Toro, 661710 00HApy»KEHO OTCYTCTBUE
KOPPEJSIIUM MEXKJy KOJUYECTBOM KOJMUPYIOMIUX OEJI0K TE€HOB, pPa3MepoM
reHOMa W CII0KHOCTBIO (heHOoTHIa opraHu3MoB. Hampumep, oOmiuii pasmep
reHOMa 4eJIOBeKa OJIM30K K T€HOMY SIIEPHUIIbI, a KOJIUYECTBO KOAUPYIOIIUX
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OeIOK TEHOB B T€HOME YEJOBEKa MPUMEPHO PABHSIETCS KOJIMYECTBY T'C€HOB B
T€HOMAaX MOJICTBHBIX OOBEKTOB, PACTEHHUS apaOUIONCHCa W KPYIJIOTO YepBs
Caenorhabditis elegans n coorBeTcTBYET 20-25 ThicsTuaM. DEeHOMEH OTCYTCTBHS
CBSI3U M@Ky KOJHMYECTBOM T€HOB B T€HOME WM CIIOXKHOCTBIO (peHOTHIa OBLT
Ha3BaH G-napadokcom. PaznuuaeTcst y BUAOB U COOTHOUICHHE KOJUPYIOUICH
oenku JIHK k pazmepy Bcero reHoma.

Bonpocer:

1) CkoJIbKO XpOMOCOM Y uesioBeKa?

2) YV opraHu3MOB KakOro ILapcTBa caMblii OOJbIION pa30poc Mo pazmepy
resoma?

3) VY Kkakoro pacTeHusi F€HOM COACPKUT 2 XPOMOCOMBI?

4) Yto Takoe C-napagokc?

1.4. Moougukayua xpomamuna u memuauposanue /[HK

JIHK B xpoMocoMax 3yKapruOTHYECKUX OPraHW3MOB BBICOKO yIOpsiioueHa. B
MpoLEecce €€ KOMIIAKTU3AalMd HMEET MECTO pa3Has CTENEeHb YIaKOBKHU.
ITepBonauanbao HUTH JJHK «HamaThIiBaeTCs» Ha BRICOKO KOHCEPBATUBHBIE OCIIKH
2UCMOHbL, TIPEJCTABIAIONIUME CO00M OKTaMmephl, OOpa3loNIue HYKIeoCoOMbl,
«OycuHkm» nuamerpom 11 HM. OTH «OycHMHKW» pa3JeseHbl ClelcepHon
MOCIEI0BAaTENBbHOCTRI0 MMHOM S50 map HykimeoTtuaoB. CylIecTByeT 4YeTbIpe
ocHOBHBIX Thna ructonoB H2A, H2B, H3, H4. Bokpyr ka»a0ro ruCTOHOBOTO
OKTamepa oOopadyuBaroTcs Okoyso 165 HykiaeoTunoB. Jlamee THCTOHOBBIE
okTamepbl ¢ oOepHyToil Bokpyr Hux [IHK cBopaunBaroTcsi BO BTOPUUHYIO
CTPYKTYPY, Ha3bIBAEMYIO coleHoud, BOJIOKHA aAuamerpom 30 uM. B nanbpHelinem
COJICHOU/IbI YIIAaKOBBIBAIOTCSI B BOJIOKHA €I1le 00Jiee BHICOKOT'O MOPSIIKA, B UTOTE
00pa3zyroTcs XpOMOCOMBI C ydyacTKaMu pa3Hoil crenenu kommaktuzanuu JHK.
Habop xpoMocoM OJHOM KJIETKHU 4YeJIOBEKa COCTaBJISIET MpuUMepHO 1,8 merpa
JIHK, koTopas B KOMIAKTHOM COCTOSIHUM 3aHUMaeT Bcero 8-20 MHKpPOH.
Kaxnprii ructon umeer N-koHIeBod XxBocT W C-koHer. O0a ATHX Ba)XHBIX
KoMrnoHeHTa KoHTakTupyioT ¢ JHK mocpeactBoM cinaObix B3auMOJECHCTBUM,
TaKUX KaK BOJIOPOJIHBIE CBSI3M M COJieBble MOCTUKH. Bzaumopeiicteus IHK u
TUCTOHOB MOTYT MEHSThCS, BiMsAa Ha komnaktuzauuio JIHK u mocrynmHocTh
TpaHCKpUNIMOHHBIX (akTopoB W PHK nns Genox Koaupyromux T'€HOB,
peryJyupysi TakuM 00pa3om, UX TPAHCKPUIIIIHUIO.

CoBokynHocTh cBsa3aHHbIX ¢ JIHK 0enkoB, B OCHOBHOM T'HMCTOHOBBIX,
HAa3bIBAIOT Xpomamunom. 1I10THOynaKoOBaHHBIN XPOMATHH, KOTOPBIM XOPOIIO
OKpalllMBAa€TCs  SANECPHBIMU  KPACUTEISIMA  TPAJAULIHUOHHO HAa3bIBAOT
eemepoxpomamurnom. JIHK B 3TUX yyacTkax COCTOMT U3 IIOBTOPOB WM
HeTpaHCKkpuOupyromuxcs: renoB. (Cnabo koHjaeHcupoBaHHble yyacTku JHK,
TJI0XO MIPOKPAIINBAEMBIE AICPHBIMU KPAaCUTEISIMHU, HAa3bIBAKOTCS
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IYXPOMAMUHOM, B KOTOPOM PACIIOJIATalOTCsl TPAHCKPUMIIITUOHHO AKTUBHBIEC TE€HBI.
Bnustomasi Ha TPaHCKPUIIMOHHYIO aKTUBHOCTh I'€HOB IJIOTHOCTH YIAKOBKHU
JIHK Bo mMHOroMm ompenensercss MeTUIUpoBaHUEM, (pocPopuiupoBaHHEM U
aleTUIMpoBaHeM N-KOHIIEBBIX XBOCTOB TMCTOHOB, UTO SIBJIIETCS OJHOU W3
PA3HOBUIHOCTEHN dnucenHemuyeckol pe2ynsayuu dKcrnpeccun reHoB. CyliecTByeT
TaK Ha3bIBAEMbBIM OTKPBITHIM (PBIXJbIM) W 3aKpBITHIA (MJIOTHBIA) XPOMATHUH.
[lepBblii COOTBETCTBYET JYXPOMATHHOBBIM, a BTOPOH T€TEPOXPOMATHHOBBIM
yuyactkam. B Ttabnume 1.4.1 ykazaHbl HEKOTOpbIE THCTOHOBBIE MapKephl C
M3BECTHOM  (PyHKUMEW [ ONpeAeNieHUsT  ATAJOHHOTO  JMUTeHOMA.
AKTUBUPYIOIIUE U PEIPECCUBHBIE TUCTOHOBBIE METKH OOBIYHO PACIIOIOKEHBI B
HayaJbHOM dYacTW TeHOB. Hanuuume Takux METOK B TEHOME OTpa)aeT
AIUTEHETUYECKYIO0 TE€TEPOreHHOCTh KJIETOK. balaHc Mexay HUMH OIpeensieT
COCTOSIHUE PKCIPECCUU TCHOB.

Ta6nuna 1.4.1. Monudukaiust TriCTOHOB, onpeeNsaronas GyHKIUIO STUTeHOMa.
H3, H4 0603Haual0T TMCTOH, KOTOPBIA alleTUJIMPOBAH (ac) WM METUIMPOBAH
(me) B nonoxxkenusix N (B nanHoM ciyyae N=9, 16, 4, 27) nuzuna (K), koTopsiii
pacronoxxeH B N-XBOCTOBOM 4aCTH THCTOHA.

Moauwaumerona | owan

H3K9ac, H4K16ac, H3K4me CocrosHue TpaHcKpunuun "BratoyeHo"

H3K9me, H3K27me CocroaHuMe TpaHcKpunuuu "BbikntoyeHo"

Hpyrum (daxtopoMm, ONpEACNSIONIUM SIUTCHETHYECKYI0 PETYJISIIUIO
aKTUBHOCTM TE€HOB, MoOXeT ObiTh MerenupoBanue JHK, a wumenuno
MPUCOEAUHEHUE METWIHHON TPyNIbl K a30TUCTOMY OCHOBAaHMIO IUTO3UHY B
nonoxkennun 5 rerepouukna (puc. 1.4.1). MerunupoBanue B 001acTu
F€HETUYECKOr0 MPOMOTOPA UJIU NIEPBOI0 SK30HA YACTO MEHSIET aKTUBHOCTh I'€HA
WJIU TPYIIIbI TEHOB, OOBIYHO NPUBOAS K MOJABICHHUIO UX TPAHCKPHUIILINH.

cytosine 5methyl-cytosine

Pucynoxk 1.4.1. Hykneotua UMTO3MH U METWIIMPOBAHHBIN [IUTO3UH
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N3ydennem 3nUreHeTHYECKON Perysiiui SKCIPECCUU T€HOB U (PEHOTHIIA,
BbI3BAHHBIX MEXaHHU3MaMHM, OTIUYHBIMU OT U3MEHEHUN B MOCJIEIOBATEIHLHOCTH
JHK, 3anumaercsa Hayka onucenemuxa. Kpome TOro, oHa u3yyaeT Kakum
0o0pa3oM maTTepHbI SKCIPECCUU T€HOB MEPENAIOTCs OT KJIETKH K €€ MOTOMKAM,
KaK U3MEHSETCS KCIPECCHs TeHOB Mpu JudPepeHIIupOBKE OJTHOTO TUTIA KIETOK
B JIpyrod, Kakum oOpa3oMm (aKTOpbl OKpY:Kalollel cpellbl MOTYT HU3MEHHUTh
cnioco0 skcnpeccun reHoB. biarogaps snurenerndeckum moaudukanuam JTHK
Y TUCTOHOB OJIMH T€HOM MOXET F'€HEPUPOBATh MHOKECTBO «3MUTeHOMOBY. [Ipu
Pa3BUTUU KUBBIX OPraHU3MOB SMHUTCHETUYECKUE MEXAaHU3Mbl IOCTEIIEHHO
OTPAaHUYUBAIOT MOMUNOMEHMHOCMb KIETOK (CIOCOOHOCTh 00pPa30BHIBATH
TM00bIe TUIBI KJIETOK), o0ecreurBas UX ClelHaln3alnio U, B KOHEYHOM HTOTE,
(dbopmMupoBaHUE TKAaHEW U OPTAaHOB OpraHU3MA.

Spkuil mpumep poiM SMUTCHETUYECKOW PEryJifaly Ha NEPEeKIIOUueHUE
AKTUBHOCTU TIOBEJCHUS MOXET OBbITh MpPEACTaBlIeH (PYyHKIHMOHAIBHOM
muddepennuanueil muen B yibe. Kak U3BecTHO, B ylibe UMEETCS OJHA MAaTKa,
KOTOpasi MOKET MPOU3BOIUTH IOTOMCTBO, a TAKIKE THICSIYM PAOOUYUX Y€, HIHEK,
cOOpIIUIl HEKTapa, KOPMIWIHI] U JIPYTHX HECIMOCOOHBIX K PENpPOAYKIHUU IMUel.
Korma B ynbe ymupaer crapas MaTka, MUelbl «BBIOMPAIOT» HOBYIO W3
HOBOPOJKJICHHBIX MYEJl U KOPMST €€ TaK Ha3bIBAEMbIM «MATOYHBIM MOJIOYKOM),
MPOU3BOJIUMBI MUENAMU-KOPMUJIUIIAMA B CBOEM BEpPXHEUEITIOCTHOU JKelese.
Mato4yHO€ MOJIOYKO COJIEPKUT, B TOM unciie, u Tuamud (B1), pubodnasun (B2),
HUKOTHH, (DOJTMEBYIO KUCJIOTY M MHOroe Apyroe. Takoe muTaHue opraHuzma
nepernporpaMMUpyeT €ro TI'e€HOM, B YaCTHOCTH, M 32 CYET COKpAILCHHS
aktuBHocTH  (pepmenta JIHK-metuntpanchepaszsr (DNTM3), koropsiii
KaTaJu3upyeT nepeHoc MetTuinbHou rpynmnsl Ha JJHK. B utore Heckonbko coTeH
F€HOB MATKW OTJIMYAIOTCS MO MaTTEpHAM METHJIMPOBAHUS OT 3TUX K€ FEHOB Y
pabounx myen. B pesynprare, mIOMUMO CIOCOOHOCTH K Pa3MHOKEHHUIO, MAaTKa
MOXET XKUTh 0 6 JIeT, TOr/Aa Kak padodue muensl - He OoJiee 6 Henenb. Mexay
Pa3IMYHBIMU TUIIAMH pab0OUMX MUYEN TAKKE HAOII0JaeTCs pa3inyus B MaTTepHax
METWJIUPOBAHUS B HECKOJIBKUX JECATKAX T'€HOB.

Jlpyroit H”HTEpPECHBIN MPUMEP — ITO AMUTEHETUYECKAsT PETYJISLUS 1oAYy
TPOMUYECKUX PbIO cunecon1068bix manraccom. B ctae OOJMBIIMHCTBO PbIO — 3TO
caMmku. Ecnu u3 crau mpomagaer camel, TO OJHA U3 CAMOK MEHSIET OKPAacKy C
KEITOM Ha Troiiy0yro, a TaKXe IMOJ: SUYHUKHA 3aMEHSIOTCS CEMEHHUKaMHU.
UccnenoBanus mokasaiu, 4YTO 3aMEHA JKEHCKUX FOHAJ HA MYKCKHE TPOUCXOIUT
Onarogapsi M3MEHEHHMIO B  HUX  TPAHCKPUIIMU TEHOB, BBI3BAHHOU
MmetunupoBanueM JIHK. B pesynbraTte cCMEHBI TOHaJL UMEET MECTO AKTHUBALIMUS
2eHos Polycomb, »snUreHeTMYECKUX PerynsaTopoB nenuddepeHnnpoBKH,
MPEBPAIIAIONINX KIETKH B ITIOPUIIOTEHTHBIE, TO €CTh CIIOCOOHBIE K Pa3IUYHBIM
TUMaM MOp(OTreHe3a, HalOMHUHAIOIIUE CTBOJIOBBIC KIIETKHU.

[ToMumoO perynsuuu pa3BUTHUS OPraHU3MOB M CHEIUATU3AIUU KIETOK,
snureHernueckue Mogudpukanun JHK aBustoress npuanHON umnpunmunea, To
€CTh MOHOQUICIBHOM 3KCIPECCMA TE€HOB, IMPU KOTOPOW MPOUCXOIUT
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TPAHCKPUMIMSA TOJIbKO OTIOBCKOW WM MaTEepUHCKOM asuienu reHa. bwiBaer
MOJHBIM M YAaCTHUYHBIM HMMOPUHTUHT, OPH TMOCIEIHEM HUMIIPUHTUPOBAHHAS
ajieNib TOJAAaBJIE€HA HE TMOJHOCThbIO, a JUIIb YMEHBIIAET YPOBEHb CBOEH
sKkcnpeccud. VIMOPUHTUHT BO3HUKAET B TMOJOBBIX KIETKax Osarogaps
MetuiupoBanuio ructonoB aubo JIHK u coxpansiercss kakoe-TO Bpemsi B
HECKOJIbKUX TMOKOJICHUSIX COMAaTHYECKHX KJIETOK, OOpa30BaBIIMXCS IOCIE
CIUSIHUSL  SIULEKJIeTKH ¢ chepMmaro3ouja. ['eHeTHueckud  HMMIOPUHTUHT
oOHapy»XeH B KJETKaxX YelloBeKa, >XUBOTHBIX M I[BETKOBBIX pacTeHui. B
HACTOSAIIEE BpPEMsl y YEJIOBEKa M3BECTHO OKOJIO TPEXCOT MMIPUHTHUPOBAHHBIX
reHoB. IHTepecHbI uMNpuHTHPOBaHHBIN reH Medea (MEA) Obl1 oOHapyXeH y
MOJIEIBHOTO pacTeHust apabupomncuca [21]. T[amerodutHslii MyTaHT 1O
MAaTEpUHCKON ajielid 3TOr0 I'eHa JIEMOHCTPUPYET aOEppaHTHYIO PETYJISIUIO
pocta BO BpeMmsi sMmOpuoreHesa y Arabidopsis thaliana. 3aponbliiy,
oOpa3oBaBiIdecs] W3 SIUIEKIETOK MYTAHTOB med, PACcTyT C Uepe3BbIYAiHO
OOJIBIIION CKOPOCTHIO M MOTHOAIOT BO BpPEMsl BBICHIXaHUsI CeMsH. JIeTallbHOCTh
3apOo/IbIIia HE 3aBUCUT OT OTIIOBCKOI'O BKJIa/Ia U I03UPOBKU 3TOr0 reHa. denorun
mea COTJACyeTCi C TEOpUEH «POIUTEIBCKOTO KOH(MIMKTA» B HSBOJIOLUHU
BIIMSIHUS, 3aBUCAIIETO OT MPOUCXOXKIEHHUS MO MATEPUHCKON WIIM OTIIOBCKOM
nunuu. MEA xonupyet Oenok nomena SET, unena rpynmnel 6enkoB Polycomb
[21]. ¥V xuBoTHBIX Oenku rpymmbl Polycomb obGecneunBator craOuiibHOE
HaclleJJOBaHUE MATTEPHOB AKCIPECCUU B JIENAIIUXCA KIETKAX U PETyIUPYIOT
KOHTPOJIb IIpoJiueparuu KIeToK.

Hapymienne HopmanbHOoro metunupoBanusa JHK wnm ructoHOB MoOXeT
MPUBOJIUTHh K BOBHMKHOBEHUIO psijia 3a00eBaHuil y yenoBeka. Tak, Hampumep,
cuapom PerTa, nprUuMHON KOTOPOTO SBJISIETCS AMIUTEHETUYECKAs: MyTallisl B TEHE
MeCP2, pacniofioxKE€HHOM B JIOKyce X(28 Ha MOJIOBOM XpOMOCcOME X, BOZHUKAET
y ZleTeli JKEHCKOro nomna ¢ yacTotoi 1-1,5x1073, CumnToMel 5T0Or0 3a60/1€BaHKs -
ayTU3M, PErpeccusi pa3BUTHS, CTEPEOTUITHBIE JBMKEHUS pyK. [[pyroit cunapom
yenoBeka, HaszbiBaeMbli ICF  (Immunodeficiency, Centromere instability
and Facial anomalies), Bo3biBaeTcs myTauueit B rene JJHK-metunrpancdepasbi-
3b (DNMT3b), xoTopsiii pacrnonaraercs Ha xpomocome 20ql1.2. 3aboneBanue
nepeaeTcs Mo ayTOCOMHO-PEHECCUBHOMY THUIY. CHUMIITOMBI 3TOTO PEIKOTrO
F€HETUYECKOro 3a00JieBaHUs BKJIIOYAIOT JIETKUM JUIEBOM AUCMOPOU3M,
3a/Iep>KKy pOCTa M Pa3BUTUSI U MCUXOMOTOPHYIO OTcTaliocTh. Hy u, HakoHel,
HapylIeHue METHUJIMPOBAHUS TPOMOTOPA UMIPUHTUPOBAHHOTO HA MATEPUHCKOMN
xpomocoMe TeHa [GF2 (uncynuHomogoOHoro aktopa pocta II) mpu
BHYTPUYTPOOHOM PA3BUTHUU IUIOJA SIBISETCS OJHOU U3 MPUUYUH BO3HUKHOBEHHUS
caxapHoro auabeTra, OXUPEHUS U TOSBICHUSA  CEPIACYHO-COCYIUCTHIX
3a0oneBanuil. [logoOHbIe 3a00neBaHUs HAOIIONANUCH Yy JAETEH, POKIACHHBIX
rosiogHoit 3umoit 1944 rona B Hunepnangax (Hunmepia. hongerwinter), matepu
KOTOPBIX HCHOBITBIBAIIA CWIBHBIA TONOoA. MetunupoBanue reHa I[GF2
obecrieunBaeT pocT U auddepeHIManuio  KIETOK IUIojJa BO  BpeMs
BHYTPUYTPOOHOT'O Pa3BUTHUSI U B HOPME OCTAETCS CTAOMJIBHBIM B T€UEHHUE BCEHl
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KW3HU, WMIPUHTHHT  TOAJAEpKMBaeTcs  Omaromaps  aud@epeHInaIbHO
MeTuinpoBaHHoOMY pariony (DMR).

Onumymayuu  4acTO  SIBISIIOTCS NPEAIIECTBEHHHUKAMH COOCTBEHHO
MyTalllii, B UX BO3HMKHOBEHHE BOBJICUCHBI TAKUE DMUTCHETUUYECKUE COOBITHS,
KaKk Cympeccuss M KO-Cylpeccusi T€HOB, WHAKTHUBAIMsi TPAHCIO30HOB,
F€HETUYECKUN HWMIPUHTUHT, TOJIaBJICHUE TPAHCITEHOB U [Ip., BbI3BaHHBIC
merenupoBannem JIHK, pemopenupoBanmeM XpomaTWHAa M CalJICHCUHTOM C
nomonisio PHK-unTepdpepenuun. brnaromapst ObicTpoMy nporpeccy B 00iacTu
TEXHOJIOTUNA CEKBEHUPOBAHUS CIEIYIONIETO TOKOJEHUS, BBIYUCIUTEIbHOU
OMOJIOTMM M METOJOB MAIIMHHOIO OOYYEHHS HM3Yy4YEHUE SIUT€HOMOB CTallo
BO3MOXHBIM HE TOJIbKO Ha YPOBHE II€JIOT0 OpraHM3Ma, HO ¥ Ha YPOBHE IIEJIBIX
COOOIIECTB U MOMyJsiiuil. Bece 3T TOCTUKEHUS OCTABISIOT HAJIEKy HA HOBBIC
KPYIIHbIE OTKPBITHS B OOJACTHU AMUTCHOMHUKH, KOTOpbIE OYyIyT MPOUCXOAUTH
HaMHOT0 ObICTpEe, YeM ATO ObLIO B IPEABIIYIINE ACCATUICTHUS.

Bonpocer:

1) Yto Takoe 3yXpoOMaTUH U T€TPOXPOMATUH?

2) Yro Takoe metenupoBanue JJHK u ero ¢pynkius B kietkax?
3) Yrto Takoe ruCTOHbBI?

4) Kaxkue Buabl MOJ(UKAIIMY THCTOHOB ObIBAIOT?

5) IlpuBegute mpuMepsl SNUMYTAIUH.

1.5. Ilonnozenommuoe CeKéeHupoearnue

[TosiBienue Bo3MOkHOCTU cekBeHupoBaHus JIHK nmpousseno peBostonuio
B Ouosornu M CrnocoOCTBOBAJIO MHOYKECTBY JAJbHEMIINX OTKPBITUH B
MOJIEKYJISIDHOM TEHETUKe, Mpexkae Bcero Omarojgapss TOYHOM pacmudpoBKe
HYKJICOTUIHBIX MOCJIEA0BATEIBHOCTE W OMNPEAECICHUID CTPYKTYpPbl TE€HOB.
CeKxBEeHUPOBAHUE CUUTACTCS «30JI0THIM CTAaHAAPTOMY ISl UACHTU(DUKAIIMY KaK
W3BECTHBIX, TaK M HOBbIX BapuaHToB reHoMHOW JIHK. IlepBbiM mmpoko
UCIIOJB3YyeMbIM MeTOoJIoM cekBeHupoBanus JIHK ObuUio cexBeHuUpoBaHUE IO
CoHrepy, W3BECTHBIM Kak MeToJ «TepmuHupoBanus» nenu JHK [22],
pa3pabotanHblii B cepenauHe 70-X rojax, 3TUM METOJOM OB CEKBEHHPOBAH
TePBBIN TeHOM Oaxmepuoghaca X174 (6bakTepuodar, mpeacTaBIISIONINN cO00M
onnouenoueunyio JIHK (on/IHK Bupyc) (Puc. 1.5.1.)). HecmoTpst Ha BBICOKYIO
TOYHOCTh, HEJOCTATKOM 3TOTO METOJIa OBLIO BO3MOKHOCTh PacIIu(PPOBKHU JUIIb
kopoTkux ¢parmentoB JHK, pasmepom MakcuMyM HECKOJIBKO COTEH
HYKJIEOTUOB.

44



Al4(-) Al2d(-)

Go A GG CATRTesC

o
B

2010ATTY @
T¢ s

40007 G

100C y

39900

.7 GG 3400
ACTG

-1 6CA
¢ AA 3390

(a) (b)
Pucynok 1.5.1. (a) Mogens kamncuaa ¢dara ®X174; (b) Onpenenenue
HyKJIeoTuaHOM mnocnenoBarenbHoct JIHK B ncxXomHoi Marpune MeroaoMm

aBTopaauorpaduu [22].

PazButne meronios cekBenupoBanusi JJHK mpuBeno kK yCKOpEeHUIO TEXHUKHU

pacmdpoBkn JHK B 1990-x romax, 9To NO3BONMIO B JajdbHEHUIIEM
OCYILECTBJISITh ~ CEKBEHUPOBAaHME BCEH TE€HOMHOW MOCIEI0BATEIbHOCTH
opranuszma (whole genome sequencing - WGS) [23]. C 1984 no 1986 rox B xone
JUCKYCCUI Ha Hay4HBIX BCTpeYaX, OPraHU30BaHHbIX MUHHCTEPCTBOM
suepretuku CIIIA u npyrumu opranuzaiusiMu, BIiepBbie ObLTa IPeAJIOKEHA UIes
CEeKBEHUpOBaHMS Bcero reHoma. KomuteT, Ha3HaueHHbI HanuoHanbHBIM
uccnenoBarenbckuM  copetom  CIHIA, ogo0pusni 3Ty  KOHIENIHUIO, HO
PEKOMEHAOBal PACHIMPUTH MpPOrpaMMmy, 4YTOOBI OHA BKIIOYAJa CO3JaHUE
F€HETUYECKUX M (PU3UYECKUX KapT I'eHOMa YEJIOBEKa; a TakKe MPOBEICHUE
MapajuieNIbHbIX SKCIEPUMEHTOB C KIIOYEBBIMH MOJCIBHBIMU OPTraHU3MaMH,
TaKUMU Kak OaKTepuu, NPOXOKH, pacCTEHHE apaOUAONCHUC, MyXHU APO30(UIIbI,
KpyIJible YepPBU U MbIIHU (pUCyHOK 1.5.2).
Onnako paHHUE METOAbl MOJHOTEHOMHOro cekBenupoBanusi (WGS) Obuin
MEJIJIEHHBIMU, TPYJIOEMKUMU U JOPOTMMHU, OCOOCHHO B 3MOXY AKCTEHCUBHOTO
pocTa reHOMHBIX JaHHbIX [25]. [losiBIIeHME 1 IMPOKOE UCITOIB30BAHUE METOIOB
BBICOKOIIPOU3BOJAUTEILHOTO CEKBEHUPOBAHUSI WU C1e0yIouiec0 HnOKO1eHUs
(next generation sequencing — NGS) B 3HaYUTENbHON CTENEHU OOJIETUWUIIO,
YCKOPUJIO U YBEIUYHUIO BO3MOXXHOCTH [IJIsi BBIMOJNHEHUS 3((PEKTUBHBIX U
Henoporux npoueayp WGS [26]. Ha pucynke 1.5.3. mpencraBineHa cxema
MOJTHOT€HOMHOT'O CEKBEHUPOBAHUSI.
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Pucynok 1.5.2. [I'paduk kpynHOMacmITaOHBIX T€HOMHBIX aHAIU30B.
[Toka3anbl paOOThl C HECKOJIBKMMHU MOJICIBHBIMUA OpraHU3MaMU OaKTEepUIMHU,
IpOXKKaMH, PpACTEHUSIMU U OECMO3BOHOYHBIMU KHUBOTHBIMHU (KpacHBIN),
MbIIIaMu (CUHHI) 1 yenoBeKkoM (3eseHblil) ¢ 1990 roaa [24]

Konuenmus metonoB cekBeHpoBanus no Canriepy u NGS cxoxa. Bo Bpems
MOJIMMEPA3HOU NEMHON PEaKIUH, KOTOpask COCTOMT M3 HECKOJIbKUX IMKIJIOB
nocinenoBarenpsHor  permmkanuu  JJHK, JIHK-nommmepasa katanusupyer
JOTIOJIHUTEIIBHOE BKJIIOUEHUE (bayopeciieHTHO MEUEHBIX
nezokcupuodonykineo3ua-S’-rpudocdaror (dNTP) B marpurry JHK. [dns
KaXJ0ro mnukiaa 1Ber mnoMmeueHnHoro ¢parmenta JHK peructpupyercs
JETEKTOPOM, TaKUM 00pa3oM Ompenelisis HYKJICOTH] B IMOCIEAOBATEIbHOCTH.
OCHOBHOE pa3IM4ue MEXIy TpaguUMOHHOM TexHonoruerd Canrepa m NGS
3aKJII0YaeTCsl B TOM, YTO MOCIHEIHSSI HE OrPaHUYUBACTCS OJIHUM (PparMeHTOM
JIHK, a aHanu3upyer MWIIHOHBI (PParMeHTOB C TOMOIIBIO TEXHOJOTHUH
MAacCOBOI0 MapajulebHOr0 CeKBeHupoBaHus [28,29]. Cuumraercs, 4TO B
HEOOJIBIIOM  MpOEeKTe OoJjiee  1eaecoo0pa3HO  HUCIMOJIb30BaTh  CUCTEMY
cekBeHupoBanusi CoHrepa wu3-3a €€ TOYyHOCTH. C JApyrod CTOPOHBI, B
KpPYIMHOMACIITAOHBIX ~ MPOEKTax  ATOT  METOA  MccieAoBaHus  Oyner
JIOPOTOCTOSIIIINUM U TPEOYET MHOTO BPEMEHH, IMOATOMY HEOOXOIUMO MPUMEHSITh
NGS [30,31].

Jlecathb neT Ha3zaa HaumOoJsiee MIMPOKO HUCIOIb3yEeMbIMH TIaThopMaMu
ot Roche 454 Life Science[32], Applied Biosystems SOLiD (Sequencing by
Oligonucleotide Ligation and Detection)[33] u Illumina Genome Analyzer[34],
Ion Torrent [35].
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Framework 1 Framework 2 Framework 3 Framework 4
Data preparation Alignment and assembly Variant calling Annotation and analysis

1.1 Sample extration and 2.1 Map the sequence reads 3.1 Single nucleotide 4.1 Filtering and annotation of
purification to reference genome variants calling matching segments

Steps

2.2 Reconstruct the onginal
sequences

4.2 Detection of crucial vanants

1.2 Libaray construction related to disease

3.2 Indels calling

1.3 Whole Sequencing
implementation

3.3 Structural and copy 4 3 Vanant analysis to the
number variants calling development of pathogen

| ‘ | |
Algnment: ZOOM, Bowtie, BWA, SNVs/Indels: SAMTools,
Preprocessing: SBS, SMRT, Swift SOAPsnp, Dindel, GATK, etc Annotation: ANNOVAR, VAT, VASST,

etc
ShortRead, FQC, etc Assembly. Velvet, SOAPdenovo, SVS/CNVs: Parliament, Delly2, snpEEF, VanBench, PolyPhen2, etc
MAQ, ELAND, SPAdes, Ray, etc elc

LONI GATK Genestack fon Torrent Triana

2.3 Quaiity control

Tools

Platforms of Mumina Galaxy Pacific Oxford
WGS workflow o o Biosciences Nanopore

Pucynox 1.5.3. CxemMa mOCIEIOBATENBHOCTH JTAlOB IMOJIHOINEHOMHOI'O
CEKBEHUPOBAHMUS JJIsI pa3IUUHbBIX T1aTdopm [27]

Crenyromuym maroM B pa3BUTUN CEKBEHUPOBAHHUS cTana TeXHOJIOrusI NGS
(cexBeHUpOBAHUE JUIMHHBIMU pUsiaMu) mpemobe2o nokonenus (NNGS), koTopas
Jana BO3MOXXHOCTb OOOWTHM HENOCTAaTKM METOJIOB BTOPOTO IMOKOJEHUS:
HEOOXOIMMOCTh YCUJICHUSI CUTHAJIA OT KaXKJI0T'0 U3 aHATU3UPYEMbIX (PparMeHTOB
JIHK nyTtem ux ammiudukanuu, TpyJI0eMKYI0 MPOOOMNOArOTOBKY, HEOOJBIIIYIO
JUIMHY €IUHUYHBIX PUAOB (= NpOYTEHUM, TO ecTh PparmenToB renomuom JJHK,
KOTOpBIE TIOJIy4aloTCs B pe3yJsibTaTe cekBeHupoBanusi) u 1.4. [36]. B 2011 rony
komnanus Pacific Biosystems mnpencraBuia KOHUEHIMIO CEKBEHUPOBAHUS
OJIMHOYHBIX MOJIeKyJn B peanbHOM BpeMenu (SMRT) na cexBenatope PacBio
RSII [37]. Kpome Toro, 3Ta TEXHOJIOTUSI TO3BOJISIET MOIYYaTh JUIMHHBIE PUJBI (CO
cpeaauM pazmepoM 10 30 Teic. m.H. (Kb)), obecnieunBaer coopky de novo u
npsiMoe OOHapy>KeHUE TaIlJIOTUIIOB; BBICOKYIO COIJIaCOBAHHYIO TOYHOCTh U
BO3MOXXHOCTh JMHUTCHETUYECKOM XapaKTEPUCTUKHU (MpsSMOe OOHaApYKEHHUE
Mmoaudukanuii ocHoBanuii JIHK ¢ paspemennem B ogHo ocHoBanue) [38,39].

Eme omuH moaxoa K CEKBEHUPOBAHHMIO OJIMHOYHBIX MOJIEKYH ObLI
npemioxken Oxford Nanopore Technologies (HekOTOpble aBTOPbI HA3BIBAIOT €T0
yemeepmuim noxoyenuem) noja HazpanueM MinlON [40]. [Ipunuun necTBus
OCHOBAH Ha M3MEHEHHMH TOKa MpH MpoxoxkjaeHuu HykieotunoB (A, C, T u Q)
yepe3 HaHomopy [41]. B mae 2017 roma Oxford Nanopore Technologies
Boiyctuna GridlON  Mkl, mnopTaTuBHOE HACTOIBHOE YCTPOMCTBO ISt
CEKBEHUPOBAHMS U aHAJIU3a, KOTOPOE MpeiaraeT B peaibHOM BPEMEHU TOYHOE
cekBenupoBanre JIHK u PHK. Ilpubop mno3BosisieT NOpoBOAUTH [0 MATH
AKCIEPUMEHTOB OJJHOBPEMEHHO UJIU MO OTAEIBHOCTH, C MPOCTON MOATOTOBKOM
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Ta6nuna 1.5.1. IlonynspHbie TEXHOJIOTUU CEKBEHUPOBAHUS

Tpaz[mmomme CCKBCHHUPOBaAHME

CexBeHHpOBaHHE E;.u. )
no Caurepy — AL O
i $3 v
R B Ty (g i — o
T
A
E :
e 4
—_ %
=3 £,
ﬁ 1 “Epgee
233337
s e ’\‘?‘i"" 4 C
anod um
) ¢ ? 9 \P? ? © THE SANGER METHOD: Single-stranded DNA is
q mixed with a primer m‘d split into ﬂmr aliquots, each
\ % g DNA p four deaxyrib leatide triphos
phates and a replication termi na or. Each reaction pwrecds unnla replication-terminating
nucleotide is added. The mixtures are loaded into separate lanes of a gel and electrophoresis s used to
separate the DNA fragments. The sequence of the ariginal strand is inferred from the results. (See p. 40
Jor an ilustration of a high-speed DNA sequencer,)
e [lo-npexHEMY IIMPOKO MCIIOIB3YETCS ISl CEKBEHUPOBAHUS
kopotkux ¢parmentoB JJHK (mo 1000 m.H.) u3-3a IPOCTOTHI U
TOYHOCTH CCKBCHUPOBAHU.
e [loaHOreHOMHOE CEKBEHHpOBaHHE TpeOyeT OONBLIMX 3aTpaT
TpyJa, BPEMEHU U CPEACTB.
CexBeHnpoBanme @parmenTauus amuHHbIX Henei JIHK Ha MHOroumcienusie 6onee
«Shotgun» MEJIKHE CETMEHTHI [l CEeKBEHHpoBaHUs 1o CaHrepy

CeKBeHHPOBaHHe 6MOP0O20 NOKOJIEHUA

Pyrosequencing
(Roche 454)

JlerekTupyeT BbICBOOOKACHUE nUpodocdaTa npu 100aBICHUN
KOMILIEMEHTAPHOTO HYKJICOTHIA K CEKBEHHPYEMOM
MOCTIeI0BATEIbHOCTH

Bonee Hu3kas mpomyckHas CHOCOOHOCTh M, Kak CJEICTBHE,
6oJ1ee BHICOKAsi CTOMMOCTb CEKBEHHMPOBAHUS HA OJIHO OCHOBAHUE
B nanHoe BpeMs METOJ ycTapen

Template | i TN

New Sequence &"@ = !’ ATP
) L >l | »
1. Polymerase 2. Sulfurylase 3.Luciferase | Light Peak
-
o Ll |
A

Enzyme Pyrase
Catalyst
Label

SOLID sequencing
(Life Technologies)

CexBenupoBanne SOLiD ucnonb3yer moaxo/, OCHOBaHHbIM Ha
JUTUPOBAHUU

Menee nonymsipHa, yem apyras miatdopma Life Technologies,
Ion Torrent.
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¥ Npaimep (n) 30HA

Npainvep P1  CexBeHupyeman NOCNESOSATENLHOCTE

2. »
OH
3- p.5
3.
3-
HEH TR HHH T
4.

y Npaamep (n-1)

Ion semiconductor
sequencing  (Life
Technologies Ion
Torrent)

Meron  CEKBEHMPOBAaHMsS OCHOBAH HAa  JIETEKTUPOBAHUU
n3MeHeHnus pH mu3-3a BBICBOOOXKIEHHMS HMOHOB BOJOPOJAa BO
BpeMs IIOJIUMEPU3ALIAH.

TpeOyercs OT/IeNbHas amruuKaIms OoubImoTeKku
smyabcuoHHoi [IIP nepen cekBeHupoBaHuEM (MEIJIEHHAs U
CJIOXKHAS).

Bonee BbICOKMI ypOBEHb OIIMOOK JMJii TOMOIIOJIMMEPOB,
KOPOTKasl UTHHA YUTaeMOTo ()parMeHTa.

Hydrogen and pyrophosphate are released.

49




,( dutp Polymerase ,(

Template Stran:

The nucleotide does not compliment the template - no release of hydrogen. .

~ < o

Illumina
sequencing

1. DNA folds over
into a bridge-like
DNA shape.

Primer
3.
Flow cell
6.
4.
Complementary (Reve
strand is made.
Clonal copies of both
forward and reverse strand
in a cluster.
5.
Reverse Strand Forward Strand

CeKBeHHPOBaHI/Ie mpemsbe2co NOKOJ1eHUA

Single molecule
real-time
sequencing (Pacific
Biosciences)
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Phospholinked hexaphosphate nudeatides

Limit of detection zone

Fluerescence pulse

Epifiuorescence detection TiMe iy

CeKBeHHPOBaHHe uemeepmaozco NOKOJ1eHUA

Nanopore
sequencing (Oxford
Nanopore)

CeKkBEHMpPOBAaHUE HAHOIIOP — 3TO TEXHOJIOTHs, KOTOpask MI03BOJISIET
IIPOBOAMTH MPSAMON aHaJIW3 B PEAJIBHOM BPEMEHM JJIMHHBIX
¢parmentoB JIHK wmm PHK. Ono pabotaer, orcnexuBas
U3MEHEHUS MIEKTPUUECKOr0 TOKA IPU IIPOXOKIECHUH HYKIIEUHOBBIX
KHUCJIOT uYepe3 HaHomopsl Oenka. Pesynbrupyrommii curxan
JEKOIUPYETCs Ul MOJIy4eHUSI KOHKPETHOM IIOCIIEOBATEIbHOCTH
JHK wiu PHK.

Hanonopa
OTCYTCTBYET

anb(a-reMoliu3uHa B

MCM6paHe, HAIIPs’)KCHUC
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[Ipu mpoxokaeHuu OOJIBIION MOJEKYNIbl 4epe3 mopy (mokazaHa
KpPacHBIM) TOK HOHOB YMEHBIIIACTCS

OMOIMOTEKH, YTO MO3BOJISIET reHepupoBaTh 10 150 I'0 TaHHBIX CEKBEHUPOBAHMSL.
B 2019 roay 6sina 3anymena cuctema PromethlON 48, koTopast npeacrasiser
48 TPOTOYHBIX S4YEEK, KaKAas MPOTOYHAS SAYEHWKa MO3BOJSAET OJHOBPEMEHHO
oOpabateiBath A0 3000 HaHOMOpP, 4TO MOXKET oOecrneuuTh Bbixoa A0 7,6 Th
JAHHBIX C pe3yJbTaTaMHd CEKBEHHpPOBaHHUS 3a 72 4aca. XOTS TOYHOCTh
CEKBEHUPOBAHMSI HAHOTIOP €Il€ HE COMOCTaBUMa C TOYHOCTHIO CEKBEHUPOBAHUS
C KOPOTKHM pujiaMu (Hanpumep, Ha maatdopmsl [llumina 3asgBast0T 0 TOUHOCTH
cekBeHUpoBaHUS B 99,9%), XOTA pEryisipHO HPOUCXOAIT OOHOBJIEHHS, a
MIOCTOSIHHBIE Pa3paOOTKHU HaIpaBJ€Hbl HA PACUIMPEHHE JUana3oHa T€HOMOB U
JabHeIlIee NOBBIIIEHNE TOYHOCTU TexHosnoruu [42]. Haubonee nomynsipHbie
TEXHOJIOTMH CEKBEHHUPOBaHUs NepednciieHbl B Tadbauue 1.5.1.
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B 2016 rony komnanust 10X Genomics BeinycTiia npudop Chromium, B
KOTOpOM OblLjIa peain30BaHa TEXHOJIOTUS CO3/1aHuUsl OMOIMOTEK CEKBEHUPOBAHMUS
C WHAWBUIYAJIbHBIMU IITPUX-KOJAMHU, KOTOpPHIE MOMENIATU B COTHU ThICSIY
Karejiab Macia B Buje reneBbix mapukoB (GEM) nanonutpoBoro oobema. Takas
TEXHOJIOTHUS MEUEHHBIX OMOJMOTEK TO3BOJSET TMOMYUYUTh [JIUHHBIE PHJIbI
BBICOKOTO KayecTBa C IMOCJIEAYIOEH BO3MOXKHOCTbIO COOpPKM T€HOMa C
MuHumMymMoMm omu0ok [43]. Texnonorus 10X Genomics OTKpHIBA€T HOBBIE
o0JlacTh MPUMEHEHHUsI, OHA OCOOCHHO TOJIe3HA JI Pa3pad0TKU HOBBIX METOJ/IOB
B snurenetuke [44], coopku renoma de novo [45] 1 nonydeHus JJIMHHBIX PUIOB
[46].

Bonpocsr:

1) OnumuTte NpuHUMN CEKBEHUpOBaHUs o CHHTIIEpy.

2) Ilepeuucnute Tanbl pa3BUTHS METOJOB CEKBEHUPOBAHMS.

3) B yeMm 3akmiouaroTCs MPUHLMIBI METOJIOB CEKBEHHPOBAHUSI BTOPOTO,
TPETHETO M YETBEPTOrO MOKOJICHUM?
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2. BnonH(])opMaanecmle METOJAbI UCCJICA0OBAHUA 'CHOMA

[lonrHOreHOMHOE CeKBEeHHMpOBaHUE C MOMOIIBI0 NGS Ha BBIXO/IE€ BBIAACT
MUWILTHOHBI KOpOoTKUX (100-150 m.H.) i ATUHHBIX (70 25 THIC. M.H. U BHIIIE)
pUIOB B 3aBUCUMOCTH OT IUIaTQOPMBbI, Ha KOTOPOW MPOU3BOJUIOCH
CEKBEHHUPOBAHMUE.

( Raw read quality control

Data preprocessing

Alignment

Variant calling

Genome assembly

[ Genome annotation

Other advanced
analyses

Pucynoxk 2.1. Pabouwmii OumomHpopmaThueckuil mporecc s CcOOpKu U
AHHOTAIIMY T'€HOMa Ha OCHOBE JaHHBIX MOJHOICHOMHOTO CEKBEHUPOBAHUS.

OTH pUABl MOXXHO CPaBHUTh C MEIKHMMHU KyCOYKaMH TOPBAHHBIX KHUT W3
OMOJIMOTEKH, COoepKallled ThICAYU TOMOB. 3aJjadyy BOCCTAHOBJICHUS 3TUX KHUT
13 OOpPBIBKOB JI0 YUTAEMOT'0 COCTOSIHUS M Pa3MENIeHUE UX MO0 NepPBOHAYATbHBIM
MOJIKaM, COTJIACHO TeMAaTHKE, MOXXHO CPaBHUTH C 3ajadeil cOOpKM reHoma u3
MHOECTBa PUAOB JI0 YPOBHS XpPOMOCOM M aHHOTAIIUIO CTPYKTYPhI 3TOrO T€HOMA.
[TosTomMy cyiiecTByeT mOTpeOHOCTh B TNIyOOKOM M TOYHOM aHAallu3e PUAOB C
WCIIOJB30BAaHUEM CIIOXKHBIX aJITOPUTMOB, YTOOBI KaX bl KycodeK (puia) BCTal
Ha CBOE MECTO M He ObUI mepemyTaH ¢ ApyrumMu pujgamu. OcyliecTBICHHEM
JAHHOM 3aJjauu 3aHUMaeTcsi Hayka OuomHpopmaruka. Eciu ecTh 3TallOHHBIN
reHoM (pedepeHc) OIU3KOPOACTBEHHOI'O OpPraHuM3Ma, Ha KOTOPBIM MOXKHO
BBIPOBHSATH MOJTYUYEHHBIE PUJIBI, TOT/1a 3TO HECKOJBKO 00JIeryaeT 3aauy, €CJIu Ke
pedepeHca HeT, TO MPUXOAUTCS neNaTh cOOpky de novo, UCMONB3Ys ApYyrue
MIPOTPAMMBI ¥ aJITOPUTMBI, OTJIUYHBIC OT BhIpaBHUBaHUS. [locie Toro kak coopka
r€HOMa 3aBepIlieHa, OOBIYHO JIeNAl0T €€ AaHHOTAIMI0, TO €CTh BBIICIAIOT
CTPYKTYpPHBIE KOMITOHCHTHI TeHOMA JIH00 (yHKIIMOHATHHBIE KOMITOHEHTHI. J[71s1
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ATOTO TMOCIEAO0BATEILHOCTH MOXKHO CKaHHUPOBATh, UTOOBI HAWTH 3HAYUMBIE
COBIAJICHUS] MEXAY KOMIIOHEHTAMHU W CUTHATIOPbI, KOTOphIE paHee ObUIH
ONMCAHBI U SABJSAIOTCS MapKEpaMu F€HOMHBIX CTPYKTYp [47,48]. st cpaBHEHHS
JAHHBIX HEOOXOUM MOUCK UH(POPMAIIUU B PA3IUYHBIX OMOMEAUIIMHCKUX 0a3ax
naHHbIX. OTHUM U3 KPYMHEHIIUX MUCTOYHUKOB OMOMEIUIIMHCKON U T€HOMHOMN
uHpopmanuu ssigercss NCBI (National Center for Biotechnology Information),
KOTOpBIN o0ecreynBaeT AOCTyN K APyruM Oa3am JTaHHBIX, TakUM kak PubMed,
Entrez Gene, OMIM, Variation Viewer, dbSNP u npyrum [49].

buoundopmaTuueckuii mpoiiecc A MOJTHOT€HOMHOTO CEKBEHUPOBAHMS
coctout wu3 ciuenywomux d3tanoB (Puc 2.1): (1) koHTposib KauyecTBa
HeoOpaboTaHHOTO AaHHBIX (PUAOB); (2) OTGUILTPOBBIBAHME HEKAYECTBEHHBIX
punoB; (3) BblpaBHHMBaHUE; (4) mouck BapuaHTOB; (5) cOopka reHoma; (6)
aHHoTauus reHoma; (7) JOpyrodl pacHIMpEeHHBI  aHaIu3, HampUMED
(buUoreHeTUYECKU aHaIu3.

2.1. Konmponv kauecmea puoos u npeosapumeibnas oopadbomka

Kak yxe Obu10 cka3aHO, BRICOKOIIPOU3BOJUTEILHOE CEKBEHUPOBAHUE HA
pasHbix minatdopmax He pacmudpossiBaeT Bco JIHK opranusma kak oaun
JUIMHHBI OTpPE30K, a BMECTO H3TOr0 CO3/aeT OOJbIIOW HAbOp KOPOTKUX
(parMeHTOB, KaXAblid U3 KOTOPHIX CONECPKUT JUIIH MATYIO YaCTh T€HETUYECKOM
uHpopmaru. ITH pparMeHThl HA3bIBAIOTCS «IOCIEI0BATEIbHBIM UTCHUEM» U
XpaHATCA B Tak Ha3biBaeMbIX ¢ainax « FASTQ».

Punpl, nosyyeHHbIE B pe3yJIbTaTe CEKBEHUPOBAHUS, MOTYT ObITh COOpaHBI
de novo B MOJIHBIA T€HOM WJIM COMOCTAaBIEHBI C YK€ COOpPaHHBIM ATaJOHHBIM
FEHOMOM  pOJCTBEHHOro opranu3ma. OJgHAakO HU OJHA TEXHOJOTUS
CEKBEHUPOBAHMUS HE SIBJISIETCS UICATIbHOM, U ChIPbIe PUJIbI HEU30EKHO COJEpKaT
OIK1OKU CEeKBEHUPOBaHUS. BeposSTHOCTD OMMOKHU AJIsl KAX0T0 HYKJIECOTHAA MpH
Ka)kJIOM UTeHUH Bceria 3anucbiBaetcs B paitn FASTQ. [ToaTomy caMbIM nepBbIM
maroMm (pparMeHTapHOrO aHallU3a SIBISETCS KOHTPOJb KauecTBa U (UIbTpalusl.
DTOT WIAar HapaBJICH Ha yAaJIE€HNE HEKAYECTBEHHBIX PUIOB.

@aiinet FASTQ Bcerna coaepskar 4 cTpoku Ha nocieaoBaTeabHOCTh (Puc.
2.1.1). B mepBoii cTpoke oToOpakaeTcs UACHTU(PUKATOP MOCIEA0BATEIBHOCTH 1
onucanue. Bropas cTpoka COIEpPKUT NOCIEAOBATEIBHOCTh HYKICOTHIOB.
TpeTbsi cTpoka OOBIYHO COAEPKHUT TOIBKO CHUMBOJ «+» M HHOTAA TOT XK€
UJIEHTUPUKATOP U OMUCAHUE MOCIEA0BATEIBHOCTH, YTO U MepBas cTpoka. B
YETBEPTOM CTPOKE OTOOpa)xaeTcs OIEHKAa KauyecTBa KaXKJIO0TO HYKIEOTHIA,
MOKa3aHHOT'O0 BO BTOPOM CTPOKE.

55



@SEQ ID
GATTTGGGGTTCAAAGCAGTATCGATCARATAGTAAATCCATTTGTTCAACTCACAGTTT
+

PYYx ((((***4) ) $%%F++) ($%5%%) .1*¥**—4*1"7) ) **55CCF>>>>>>CCCCCCCE5

Pucynok 2.1.1. Ctpykrypa ¢aitna FASTQ

IToka3zaTenu kadyecTBa B YETBEPTOU CTPOKE MPEIACTABISIOT BEPOATHOCTH
OMMOKN CEKBEHHUPOBAHMS B KaXKJIOM IMOJOKEHUM Hykieotuaa. Ecnu Ham
M3BECTHA BEPOATHOCTh TAKOW OMIMOKH, TO JIETKO MOJYYUTh OIIEHKY KauecTBa,
HCIIOJIb3Ysl CIENYIOIIEE YPAaBHEHUE:!

Qsanger = —10 loglﬂp

Hanpumep, eciam BepoarHocth omubku (p) pasHa 0,01, ToO
COOTBETCTBYIOIIMI MOKa3aresb KauecTBa OyaeT paBeH 20; ecinu p = 0,001, To
Q=30. Ho, xak Mbl BUIUM B 4Y€TBEPTOM cTpoke mpumepa, daitn FASTQ He
COAEPKUT JBY3HAUHBIX YHCEII, @ BMECTO 3TOT0 COAEPKUT TOJIBKO CUMBOJIBL. ITO
crienuanbabie cuMBOJIBI ASCII, koTOpbIE HCHONB3YIOTCS ISl KOJAMPOBAHHS
3HAYEHUH KauecTBa C MOMOIIbIO CUMBOJIOB, a HE ABYX- WX TPEX3HAYHOU HUP.
Takast KOAMPOBKAa OJHOTO HEOOXOAMMA JJIA TOTO, YTOOBI UMETh OJIHO3HAYHOE
COOTBETCTBHE MEXK]Iy KaXkIbIM HYKJICOTUIOM B CTPOKE 2 U OLIEHKOW B CTPOKE 4.

Dec Hex Oct Chr Dec Hex Oct HTML Chr Dec Hex Oct HTML Chr Dec Hex Oct HTML Chr
00 000 NULL 3220 040 &#032; Space | 64 40 100 &#064;, @ 96 60 140 &#096;
11 001 StartofHeader 3321 041 &#033; ! 65 41 101 &#065; A 97 61 141 &#097; a
22 002 Startof Text 34 22 042 &#034; " 66 42 102 &#066; B 98 62 142 &#098; b
33 003 End of Text 3523 043 &#035; # 67 43 103 &#067; C 99 63 143 &#099; ¢
44 004 End of Transmission 3624 044 &#036; $ 68 44 104 &#068; D 100 64 144 &#100; d
55 005 Enquiry 3725 045 &#037;, % 69 45 105 &#069; E 101 65 145 &#101; e
66 006 Acknowledgment 3826 046 &#038 & 70 46 106 &#070; F 102 66 146 &#102; f
77 007 Bell 3927 047 &#039; ° 7147 107 &#071; G | 10367 147 &#103; g
88 010 Backspace 40 28 050 &#040; ( 72 48 110 &#072; H | 10468 150 &#104; h
99 011 Horizontal Tab 4129 051 &#041; ) 7349 111 &#073; | 105 69 151 &#105; i
10 A 012 Line feed 42 2A 052 &#042; * 74 4A 112 &#074; ) 106 6A 152 &#106; |
11 B 013 Vertical Tab 43 28 053 &#043; + 7548 113 &#075; K 107 6B 153 &#107;, k
12C 014 Form feed 44 2C 054 &w#044; , 76 4C 114 &#076; L 108 6C 154 &#108; |
13 D 015 Carriagereturn 45 2D 0SS &#04S; - 77 4D 115 &#077; M | 109 6D 155 &#109; m
14E 016 Shift Out 46 2E 056 &#046; . 78 46 116 &#078;, N | 110 6E 156 &#110; n
1SF 017 Shiftin 47 2F 057 &#047;, / 79 4F 117 &#079; O | 1116F 157 &#11l1;, o
16 10 020 Data Link Escape 48 30 060 &#048; 0 80 50 120 &#080;, P 11270 160 &#112; p
17 11 021 Device Control 1 49 31 061 &#049; 1 81 51 121 &#081; Q | 11371 161 &#113; q
18 12 022 Device Control 2 5032 062 &#050; 2 82 52 122 &i#082; R 11472 162 &#114; r
1913 023 Device Control 3 5133 063 &#051; 3 83 53 123 &#083; S 11573 163 &#115; s
20 14 024 Device Control4 5234 064 &#052; 4 84 54 124 &#084;, T 116 74 164 &#1l16; t
2115 025 Negative Ack. 5335 065 &#053; 5 8555 125 &#085 U | 11775 165 &#117;, u
22 16 026 Synchronous idle 54 36 066 &#054; 6 86 56 126 &#086; V | 118 76 166 &#118; v
2317 027 End of Trans. Block 5537 067 &#055; 7 87 57 127 &#087;, W | 11977 167 &#119;, w
24 18 030 Cancel 56 38 070 &#056; 8 88 58 130 &i#088;, X 12078 170 &#120; x
2519 031 End of Medium 57 38 071 &#057; 9 89 59 131 &#089; Y 12179 171 &#121; y
26 1A 032 Substitute 58 3A 072 &#058; : 90 SA 132 &#090; Z 122 7A 172 &#122; =
27 1B 033 Escape 59 38 073 &#059; ; 91 5B 133 &#091; [ 123 7B 173 &i#123; {
28 1C 034 File Separator 60 3C 074 &#060; < 92 5C 134 &#092; \ 124 7C 174 &#124; |
29 1D 035 Group Separator 613D 075 &#061;, = 93 5D 135 &#093; | 125 7D 175 &#125; }
30 1IE 036 Record Separator 62 3E 076 &#062; > 94 SE 136 &#094, ~ 126 7E 176 &#126; ~
31 1F 037 Unit Separator 63 3F 077 &#063; ? 95 SF 137 &#095; _ 127 7F 177 &i#127; Del

asciicharstable.com

Pucynok 2.1.2. Ctpykrypa ¢aitna FASTQ
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ITepBbie 32 snementa B Tabmwuie (puc. 2.1.2) ASCII - neneuataembie
cuMBoJibl. CrieoBaTeNbHO, YTOOBI MPUCBOUTHL CHUMBOJIY II€YaTH 3HAYCHUE
Ka4eCTBa, Mbl JOJDKHBI HadaTh ¢ 33-ro IyHKTa. JTO O3HAYAET, YTO 3HAYCHHE
KauecTBa 1 OyJeT COOTBETCTBOBATH CUMBOJY «!», 3HaueHHe kadectBa 10 - «*» u
TaK jajiee. DTOT TUIl KOJUPOBaHHUS KadyecTBa Ha3biBaeTcsa Phred33 u sBusercs
HauOoJiee pacupoCTpaHEHHBIM CIOCOOOM XpaHEHUs MH(OpMAlUU O KayecTBE
nocieaoBatenbHocTu. Hampumep, Phred33 ucnonb3yercs B BHIXOAHBIX (haiiiax
matdopMm cekBenrpoBanus [llumina.

JInst KOHTpOJST KayecTBa CHIPBIX PHUAOB Yalle BCEr0 MCHOJb3YIOT
unctpyMeHt FastQC (http://www.bioinformatics.babraham.ac.uk/projects/fastq),
KOTOPBIM FEHEPUPYET PE3yIbTAThl CTATUCTUYECKUX JAHHBIX, BKIIOUYas 0a30BYIO
CTaTUCTUKY, KAueCTBO  IMOCJIEAOBATEIbHOCTH,  IOKAa3aTeili  KauecTBa,
COJIEP’)KUMOE TOCIIEIOBATEIBHOCTH, pAaCHpe/ieNieHue WX JJIUH, H30BITOYHO
MPECTABICHHbBIE TMOCIEI0BATENbHOCTH, TpaUKU YPOBHS HUX TyOJIMpPOBAHUS,
coAep KUMoOe aganTepa U coaepxkumoe k-mep. s oOpe3ku UTeHUS MOXKHO
UCIIOJIB30BaTh TaKHE€ HHCTPYMEHThI, Kak Fastx trimmer m cutadapt. Bomee
MOJPOOHO C ITUM ATAIOM MOXKHO 03HAKOMHUTHCS 37ech [50,51].

2.2. Bvipasnueanue puooes

BripaBHUBaHME — 3T0 c11oco0 ynopsaouenus nocinenoBarensuocreit JJHK,
PHK unu Oenka nns BbIABICHUS 00JIacTe CXOACTBA, KOTOPbIE MOTYT OBITh
cieacTBUEeM (PYHKIIMOHATBHBIX, CTPYKTYPHBIX WUIIU 3BOJIIOIMOHHBIX OTHOIICHUI
MEXAYy TMochenoBaTenpHoCTIMUA [52]. [Insg mpoueaypsl  BbIpaBHUBAHUS
UCIIOJIB3YIOTCS ATAJTOHHBIE TEHOMBI, TAKUM 00pa3oM, aJrOPUTM COIMOCTABIICHUS
OyJleT MBITaThCSI HAWTH MECTO B JTAJOHHOM MOCIEAOBATEIHLHOCTH, KOTOPOE
COOTBETCTBYET pHIY, JIOMYyCKas OMpPEICICHHOE KOJMYECTBO HECOBMAJCHUH,
9TOOBI O0ECNeunTh 0OHAPYKEHHE M3MEHEHHUM MOANOCIIEeIOBATENIbHOCTH. bbiIo
pa3zpaboTtano Ooznee 60 MHCTPYMEHTOB [Jisi KApTUPOBAHHS T'€HOMA, U MO Mepe
oOHoBieHust mnargopm NGS Oyner mNOABIATHCA Bce OoJibllle U OOJIbIIE
MHCTPYMEHTOB, KOTOpBI€ TIOCTOSHHO pa3BuBaiOTCA (Oosiee mMOAPOOHO CM.
[53,54]). Cpenu yacTo HCIIOJIB3YEMBIX METOJIOB /7151 BEIIIOJIHEHUSI BRIPABHUBAHUS
KOpOTKHX uTeHuil BbIeisaoT Burrows-Wheeler Alignment (BWA) [55] u
Bowtie2 [56].

PesynbraTom pabotst BWA u Bowtie2 sBisieTcsi ctangapTHbi popmar
(aitma comocTaBi€HUS TMOCIEAOBATEIBHOCTEH, M3BECTHBIM kak BAM (aiin,
KOTOPBIM  yIpoIaeT BBINOJHEHHE Ccleaylomux 1maroB. B kauectBe
albTEPHATUBBl JJISI JIOKAJIbHOTO BBIPABHUBAHMS IIUPOKO HUCIIOIb3YyETCS
anroput™ BLAST (http://blast.ncbi.nlm.nih.gov/Blast.cgi).
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Tabmuuma 2.2.1.

BbIpaBHHBAHUA PUIOB.

P ACIIPOCTPAHCHHBIC BBIYMCIUTCIIBHBIC IIPOIPaMMBbI

I

IIporpamma Source type Website
Bowtie2 Open source | http://bowtie-
bio.sourceforge.net/bowtie2/index.shtml
SEAL Open source | http://compbio.case.edu/seal/
SOAP3 Open source | http://www.cs.hku.hk/2bwt-tools/soap3/;

http://soap.genomics.org.cn/soap3.html

BWA, BWA-SW

Open source

http://bio-bwa.sourceforge.net/

Novoalign Commercially | http://www.novocra.com/

available
SHRiMP/SHRiMP2 | Open source | http://compbio.cs.toronto.edu/shrimp/
MAQ Open source | http://maq.sourceforget.net/
Stampy Open source | http://www.well.ox.ac.uk/project-stampy/
ELAND Commercially | http://www.illumina.com/

available
SARUMAN Open source | http://www.cebitec.uni-

bielefeld.de/brf/saruman/saruman.html

2.3. Onpeodenenue sapuanmos

[Tocne mpoxoxkAeHUST «TEXHUYECKOTO KOHTPOJIS» MOTYT OBITh MOTYy4YEHBI
HOBBIE JJAHHBIE TyTEM CPAaBHEHUS MOJYYEHHOTO F€HOMA C 3TaJIOHHBIM T€HOMOM.
Takue naHHbIE MOTYT OBITh CBSI3aHBI C 3a00JIEBAHUEM WM MPOCTO OBIThH
He(pYHKIIMOHAIbHBIM T€HOMHBIM IITyMoM. Ha 3ToM atane dopmupytrores ¢aiiib
dbopmara VCF (variant calling file) - 3T0 B OCHOBHOM TEKCTOBBIN (aiin,
coAepKaliii CTPOKH MeTauH(pOpMallMi, CTPOKY 3arojioBKa, 3a KOTOpOH
CIEAYIOT CTPOKHM JIaHHBIX, Ka)XJas U3 KOTOPBIX COACPKUT HHPOPMAIUIO O
MOJIO)KEHUU Ha XPOMOCOME,
anbTEpHATUBHYIO 0a3zy wuiu Oa3wl (pucyHok 2.3.1). dopMmar Takxke COAEPKUT
nH(pOpMAINIO 0 TEHOTHUIIE 00Pa3IOB IS KaXK10M mo3unuu [57].

cripaBouyHyio 0asy,
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##fileformat=VCFv4.3

##fileDate=20090805

##source=myImputationProgramv3.1l
##reference=file:///seq/references/1000GenomesPilot-NCBI36.fasta
##contig=<ID=20,length=62435964,assembly=B36,md5=f126cdf8abelc7£379d618ff66beb2da,species="Homo sapiens”,taxonomy=x>
##phasing=partial

##INFO=<ID=NS,Number=1,Type=Integer,Description="Number of Samples With Data">
##INFO=<ID=DP,Number=1,Type=Integer,Description="Total Depth">
##INFO=<ID=AF,Number=A, Type=Float,Description="Allele Frequency">
##INFO=<ID=AA,Number=1, Type=String,Description="Ancestral Allele">
##INPO=<ID=DB,Number=0,Type=Flag,Description="dbSNP membership, build 129">
##INFO=<ID=H2,Number=0,Type=Flag,Description="HapMap2 membership">
##FILTER=<ID=ql0,Description="Quality below 10">
##FILTER=<ID=s50,Description="Less than 50% of samples have data">
##FORMAT=<ID=GT,Number=1, Type=String,Description="Genotype">
##FORMAT=<ID=GQ,Number=1,Type=Integer,Description="Genotype Quality">
##FORMAT=<ID=DP,Number=1,Type=Integer,Description="Read Depth">
##FORMAT=<ID=HQ, Number=2, Type=Integer,Description="Haplotype Quality">

#CHROM POS iDp REF ALT QUAL FILTER INFO FORMAT NAOOOOL KA00002

20 14370 rs6054257 G A 29 PASS NS=3;DP=14;AF=0.5;DB;H2 GT:GQ:DP:HQ 0[0:48:1:51,51 1|0:48:8:51,51
1/1:43:53.,.

20 17330 . T A 3 qlo NS=3;DP=11;AF=0.017 GT:GQ:DP:HQ 0|0:49:3:58,50 0|1:3:5:65,3
0/0:41:3

20 1110696 rs6040355 A G,T 67 PASS NS=2;DP=10;AF=0.333,0.667;AA=T;DB GT:GQ:DP:HQ 1|2:21:6:23,27 2|1:2:0:18,2
2/2:35:4

20 1230237 . T . 47 PASS NS=3;DP=13; AA=T GT:GQ:DP:HQ 0]0:54:7:56,60 0|0:48:4:51,51
0/0:61:2

20 1234567 microsatl GTC G,GTCT 50 PASS NS=3;DP=9; AA=G GT:GQ:DP 0/1:35:4 0/2:17:2
1/1:40:3

Pucynok 2.3.1. Ilpumep daiina VCF

Otan onpeneneHusl BAPUAHTOB MOXKET OBITh 3aTPYJHEH U3-32 OOJIBIIOTO
KOJIMYECTBA JIOKHOMOJIOKUTEIBHBIX M JIOKHOOTPUIIATEIHHBIX OMPEACICHUIN
ONHOHYKJIeoTUHOr0 Tnonumopdusma (SNV), dro KOHTpOJUpYETCSs Ha
npeasiayneM stamne. [lakeTsl mporpaMMHOro o0ecredeHus AJisi TaHHOTO 3Tamna
npuBegeHbpl B Tabmuie 2.3.1 OcHOBHBIMU (aKTOpaMu TMPH BHIOOpE MaKeTa
SIBJISIIOTCS: BO3MOXHOCTH (DOPMUPOBAThH KaK CIIUCOK OMPEACTUBIINXCS OTIUYUN
OT OCHOBHOM BEpPCUU F'€HOMA OpTraHu3Ma, TaK U BBIJIETSATh MeCcTa moiuMopusma,
KOTOPBIE HAXOSTCS B 3apaHee CPOPMUPOBAHHOM CIIUCKE; KOPPEKTHOCTH OIEHKHU
KauyecTBa MPOYTEHUS HYKJICOTHAa B TOUKE, C y4€TOM OCOOCHHOCTEW KOHKPETHOTO
puOOopa; BEIYUCIUTEIBHOE OBICTPOICICTBHUE.

Ta6numa 2.3.1. IIporpaMmMHbIe TTaKeThI AJIs ONPEEICHUS BApUaHTOB

IIporpammsl Descriptions Website
GATK Multiple-sequence http://software.broadinstitute.org/gatk/
realignment
Quality score recalibration
SNP genotyping
Indel discovery and
genotyping
SOAPsnp Consensus calling and SNP | http://soap.genomics.org.cn/
detection
Calculation of the
likelihood of each genotype
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VarScan/VarScan2 | Detects variants at 1% | http://genome.wustl.edu/tools/cancer-
frequency genomics

Normalizes sequence depth
at each position

ALTAS 2 Variant calling of aligned | http://www.genboree.org/
data from diverse NGS
platforms

2.4. Coopka zenoma

COopka reHoMa npecTaBisieT coO0M MPOIECC PEKOHCTPYKIIMU BCEUl ero
ITOCJICAOBATEILHOCTH U3 MHOXKECTBA 00JIee KOPOTKHUX II0CIICIOBATCIIBHOCTEH

Genome assemblers

String-based assemblers: Greedy Graph-based assemblers
SS/:KP ()L( De Bruikj;\ graph
SI lA;{ (( iS A.r'u:l;ﬁc Vcl\‘.l
\(AKI I’F‘;\l’ lulu
(‘“;1’73 A B)SS
Asi::;i& ; AllPiutl:l-LG
PC:\P SOAI;;lLillov‘L\

Pucynoxk 2.4.1. De novo aceM0iepsl

WM pUA0B. BOTBIIMHCTBO anropuTMoB cOOpKH de NOVO OCHOBAHBI HA CTPATETUH
KOHCEHCYyca MepeKphITUs-KOMIOHOBKU (overlap-layout-consensus, OLC), npu
KOTOpPOH BCE€ pHUABI TOMApHO BBIPABHHUBAIOTCSA, 3aT€M  MPOUCXOIUT
UACHTU(DUKAINS TIEPEKPHITHI MEKTy BCEMH MapaMu PUIOB, U CTPOSATCS Tpadbl
MEPEKPBITUH. Coopka de novo TpeanoyTUTENbHA JUIS  JUITMHHBIX
MOCIIEIOBATENBLHOCTEM.

AccemOnepsl de novo B OOJIBIIMHCTBE CIy4aeB OCHOBAaHbI HAa TEOPUHU
rpadoB U MOTYT OBITh pa3J/ieJIeHbl HAa TPU OCHOBHBIE Tpynibl (Pucynok 2.4.1.)
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2.4.1. Ancopummot konceuncyca nepekpvimusa-komnanoeku (OLC)
Hlar 1: mouck nepecekaronuxcs (overlaping) ¢pparmeHToB

- Haittu maper ¢gparmenToB, umeromux oOume k-mepbl (cTpoku UiHHBL K,
00b1yHO k~24).

- YBenuuuTh 00JaCTh MEPECCUCHUs ITyTEM BBIPAaBHUBAHUS CTPOK B 00€ CTPOHBI.
[IpekpaTuTh MpoIece eciiv CXOCTBO CTPOK MAJaeT HUXKE OMPEICICHHOT0 Opora
(<95% cxonctBa).

TACA TAGATTACACAGATTACT GA
11 PTEErrerererrrrrrer 1 =—

TAGT TAGATTACACAGATTACTAGA

IIar 2: moctpoenue rpada, MOUCK KOHTUTOB - MOCJIENOBATEIBHBIX y9aCTKOB
reHomMa, 00pa30BaHHBIX MEPECEKAIONUMHUCS pUAAMU O€3 MPOMYCKOB.

V316l - pparmenTsl reHoMa (puibl). PeOpa - nepeceuenust GpparmMeHTOB.

ATTCACGTAG

- Hanbonpiuii mpocToii myTh - MPOCTOM MyTh, KOTOPBIM HEBO3MOMXKHO MPOJIUTh.
- 'aMUIBTOHOB My Th - MPOCTON MyTh NPOXOAAIIUI Yepe3 BCE BEPIIMHBI Ipada.
- ITouck ramuiibToHOBA IyTH - NP-I10J1HAs 3aiaya.
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ATTCACCTAG

Iar 3: onpeneneHne KOHCEHCYCHOM NTOCIIEN0BATENBHOCTH.

- [TocTpoenne MHOXECTBEHHOT'O BEIPABHUBAHHUS 110 MOTIAPHBIM BHIPABHUBAHUSIM
(parmMeHToB.
- KoppektupoBka ommook.

TAGATTACACAGATTACTGA TTGATGGCGTAA CTA
TAGATTACACAGATTACTGACTTGATGGCGTAAACTA
TAG TTACACAGATTATTGACTTCATGGCGTAA CTA
TAGATTACACAGATTACTGACTTGATGGCGTAA CTA
TAGATTACACAGATTACTGACTTGATGGGGTAA CTA

TAGATTACACAGATTACTGACTTGATGGCGTAA CTA

2.4.2. Memoowt, ucnoavsyrwujue zpag oe bprouna (DBG, maxsice uzgecmmuwlii
kak Eurelian)

- [lyts Diinepa - myTh, MPOXOASIIHNI OJIUH pa3 Mo KaxaoMy pedpy rpada.

- CymecTByeT JUHEHHBIN 110 BPEMEHHU AITOPUTM HAaXO0XKACHUS DWIepoBa MyTH
st rpada.

- ®parmenTs (puasl) pa3OUBaOTCS Ha MepeceKaromuecs k-mMmepsbl.
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Mpumep:
¢parmeHT 10bp: ATTCGACTCC
pasbuerue Ha k=5-mepbi: ATTCG
TTCGA
TCGAC
CGACT
GACTC

ACTCC

- ITocTpoenue rpada.

- V3abl - (k-1)- mepsbi

- Pebpa - ceasbiBatowme ux k-mepoi.

S = {ATG,TGC, GTG, GGC, GCA, GCG, CGT }

GT CG
AT TG GC CA
@ :\ . - @
/; G Pa
ATGGCGTGCA

2.4.3. «Kaonwie» anzopummot

1. Haittu nepeceuenue GpparMeHTOB.

2. BeiOpatsb nBa ¢parmeHTa ¢ HauOOIBIIUM MEPECEUCHUEM.

3. O0ObeIUHUTH BEIOpAHHBIE (PPArMEHTHI.

4. TloBTOpUTh MYHKTHI 2 U 3 10 O0BEAUHEHHS BCeX (DParMEeHTOB.
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UcxopHble hparMeHTsl (pyuabl)
e e T s [l

[Mouck nepeceyeHum
Buibop Hanbonblero
nepeceyeHus
Fp—  p—

ObbveguHeHue
(hparMeHTOB

2.4.4. Annomayus zenoma

[Tocne 3aBepiieHuss 3Tama COOPKM T€HOMA M OMNPEACIHUS BapUAHTOB
CJEAYIOIIUM Ba)KHBIM IIaroM SIBJISIETCS aHHOTALMSI T€HOMA JUIsl BBISIBIICHUSI €T0
cTpykTypsl (Pucynok 2.4.4.1). AHHOTalMsl TeHOMA BKJIIOYAET UJICHTU(DUKAIUIO
CErMEHTOB I'€HOMa, HEKOJUPYIOUIUX OCIKU, HAPUMEDP MOBTOPHI, IICEBIOTECHBI U
Ip., TpelCcKa3aHue KOJAUPYIOIIUX OeJOK TEHOB U COIMOCTaBJICHUE
UJIECHTUPUIMPOBAHHBIX AJIEMEHTOB C OOHAPYKEHHBIMU paHEE TC€HETUYECKUMU
MOCJIEA0BATEIbHOCTSIMH, Pa3MEIICHHBIMU B CYIIECTBYIOMMX 0a3ax JaHHbIX. C
MOMOIIBI0O  AHHOTAIIMM TE€HOMa, K TMPUMEPY, MOXKHO OCYIICCTBUTH
PEKOHCTPYKITUIO METa0OJIMYECKUX IMyTEeH B OPraHu3Me, BBIIBUTH PETYJISITOPHbBIC
CETU U CMOJICIUPOBATh UX B3aUMOJCHCTBHE U PA3BUTHE, a TaKXKe MPECKa3aTh
auHaMuKy (eHoTuna opraHu3dmMa. B cBoo ouepear € MOMOIIBIO
(YHKIIMOHATBHON aHHOTAllMU TE€HOB U OEJKOB MOXHO YCTAaHOBUTH HX
OMOJIOrM4YeCKyI0 (DYHKIIUIO U OCOOEHHOCTHU PETYJISIIIUU, TO €CTh BBIACHUTH - KaK
U B KaKMX YCJIOBHUSIX OHM padOTaroT. 3alnojHEHUE Karajiora (PyHKIHOHAIbHBIX
obOnacteil TeHOMa MOXKET OOJIETYUTh €ro JajbHEeWIINM aHamu3, Hampumep,
olleHKY 3(ddekTa MyTarui, BbI3BaHHBIX OJHOHYKJICOTUIHBIMU BapUaHTaMU, y
WHJIMBUAYYMOB HJIH MOIMYJISIIAM.

AHHOTAIUSI COCTOUT U3 JIBYX HTAIOB.

(1) Buiuucnumenvnas ¢haza. Bxitoyaetr B ce0s MacCKUpPOBKY IMOBTOPOB,
npeAcKa3aHue KOAUPYIOUUMX TeHbl  mnociegoBatenbHocTer  (CDS) wu
MPEJICKa3aHUE TEHHBIX MOJEIEH.
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MODEL SEQUENCE
ATGAGTC ~ CTACTATAGATGAGT "M ADDING

BUILDING TCCAGAAACCTACTATAGATGAGTCCT
ACGAGAC CTAGGCTAGTTAACCAAGT
GAAACCTACTAT
SEQUENCE EVIDENCES

AYGAGNN
- SIMILARITY

p;ESTéﬁSN ALIGNMENT
CTACTATAGATGAGT

QuERY TCCAGAAACCTACTATASATBAGTCCT

SEQUENCE ™  friiiiiiiiiiiiaiiiiiiiiii
GGATCGGAGATGAGTCCAGAAACCTACTATAGATGAGTCCTGTGAACAAAA
1234567890 (¢ 4G PP812 4351886383 13§49891¢338838841

ENCODED FUNCTION

ANNOTATED FEATURES:
#iD Sequence Start End Strand
SIGNAL QUERY SEQ 10 16 FORWARD
FUNCTION QUERY SEQ 15 31 FORWARD

Pucynox 2.4.4.1. ]Jlns aHHOTHpPOBaHWS HEU3BECTHOM MOCIEAOBATEIBHOCTU
CYILECTBYET JIBa OCHOBHBIX noaxoza. IlepBrlil moaxoa, n300pa’keHHbIN CleBa,
3aKJII0YAeTCsl B IOCTPOEHUU MOJIENEi, KOTOpble HAa OCHOBE HW3BECTHBIX
MOCJIEIOBATEIBHOCTEH CYMMHUPYIOT HEKOTOPBIE CBOMCTBA MJIM XapaKTEPUCTUKHU
CMEIIEHUS] aHHOTUPYEMBIX (DYHKIIMOHAJIBHBIX 3JIEMEHTOB, a 3aT€M MPUMEHSIIOT
QITOPUTM JUISL OLIEHKH 3THX 3JIEMEHTOB IO MOCJIEI0BAaTEIbHOCTH, IMPHUHUMAs
ONTHUMAJIbHOE TMpeJCKa3aHWe B KadyecTBE aHHOTalUMU. BrTopoi moaxon
UCIIOJIb3YyET BBIPABHUBAHUE 1o 3a1pocy Habopa U3BECTHBIX
MIOCJIEIOBATEIbHOCTEH, MOTYYEHHBIX JIUOO Y TOTO e (IIOMCK CXOJCTBA), TU00 y
APYruX BUJOB (ITOMCK ToMOJIOruM). OnsTh K€, 32 ONTUMAJIbHOE BhIPAaBHUBAHUE
NPUHUMAETCS TO, KOTOPOE€ AaHHOTUPYET (PYHKUMOHAIbHBIA  3JIEMEHT.
KoopnrHatel OTHOCUTENBHO MCXOAHOW TOCIEJOBATENBHOCTA OINPEIEISIIOT
MECTOMOJIOKEHUE KAKIOT0 U3 (PYHKIIMOHAIBHBIX 3JIEMEHTOB, OOHAPYKEHHBIX B
aHOHMMHOM I'€HOME, TaKK€ U3BECTHOM KakK HaOop aHHoTaiui [58].

MackupoBka MHOBTOPOB: MOCKOJBKY TMOBTOPHI IJIOXO COOUparoTCs B
F€HOMAax Yy pa3HbIX BHJOB, PEKOMEHIYETCS CO3/IaHHE BUAOCHEIU(DUUHBIX
OMOJIMOTEK MOBTOPOB C MOMOIIBIO TAKMX MHCTPYMEHTOB, kak RepeatModeler,
RepeatExplorer.

s MpeJCKa3aHus KOJUPYIOLIUX Oenku T€HETHYECKUX
nocaeaoBatenbHocTed (CDS) Hcnonb3yroTes alropuTMsel ab initio (moapoodHee
00 anropuTMax mpeacKa3aHus s TPOKApUOT U FYKAPUOT, a TaKkKe 00 OICHKE
TOYHOCTH MpeACKa3aHus U mporpaMmmax B [58].)

IIpenckasanne TeHHBIX MOJEIEH.

CexBenupoBanue skcrpeccupyromuxcs ¢parmentoB EST (expressed
sequence tag) unu noiaHopasMmepubix MPHK u OenkoB BHAOB, TEHOM KOTOPBIX
AHHOTHUPYETCS, ObLIIO OCHOBHBIM MOJIX0/I0M K MOBBIIIEHUIO TOYHOCTH aHHOTAIIUU
reHoB ab initio. BMecTo TOro, 4ro0nl mojaraTbCs Ha CTaTUCTHYCCKHUE CBOMCTBA
CDS wu ompegensiromiue  MX ~ CHUTHANBL,  OPsIMOE  BbIPABHUBAHUE
TPAHCKPUOUPYEMBIX WM TPAHCIUPYEMBIX MOCJIEAOBATEILHOCTEH TeHOMA
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o0ecrnieunBaeT HAKCHEPUMEHTAIbHOE TMOATBEPKACHUE CTPYKTYypbl T€HAa.
BripaBHHBaHNE TaKUX MOCIEAOBATEIIBHOCTEN C «TOJIBIM» T'€HOMOM HCIIOJIb3YET
ANTOPUTM JUHAMHYECKOTO NPOTPAMMHUPOBAHUS, KOTOPBIA YUYUTHIBAET CAUTHI
CIUIAICUHTa U CTPYKTYPY SK30H-MHTPOHHOM OpraHMU3allu 3YKapUOTUUYECKUX
reHoB. B wactHocTn, EST nnm mosiHOpasMepHbIE TPAaHCKPUIITBI MOTYT TOYHO
COTJIACOBBIBATHCS C TEHOMOM ¢ Hcrnonb3oBanueM nporpamMmmbel EST GENOME.
JIist OBICTPOTHI MOKHO HCMOJB30BaTh 3BpucTrueckuit anroputm BLAST s
MOJYyYEHUs] HAYAIBHBIX BBIPABHUBAHUN KOJUPYIOIIMX SK30HOB B TE€HOME,
KOTOpBIE TI03KE€ PEKYPCUBHO OOBEIMUHSIOTCS B LEMOYKY ISl TOJTYyYCHHS
HaWJTy4dIlIed CTPYKTYpbl reHa. bonee HOBBIM MHCTPYMEHTOM JIj1sl BBIpDABHUBAHUS
TPAaHCKPUNTOB HA TEHOMHYKO IOCIEIOBATEIBHOCTh SBISIETCS MIpPOTrpamMma
EXONERATE, kotopas obecrnieunBaet (00aee MeJIeHHBIN) MOTHBIN uinu (0onee
OBICTPBIN) SBPUCTHUUECKUN NOAXO (HE SIBISIOIIMIICS rapaHTUPOBAHO TOYHBIM U
ONTUMAaJbHBIM, HO JIOCTATOYHBIM JUIsl PEIICHUS MOCTABJICHHOW 3ajauu) AJis
BBIPABHUBAHUS TPAHCKPUIITOB C HCHOJIB30BAHUEM PA3JIMYHBIX AJITOPUTMOB
JTUHAMUYECKOT0 MPOTrPaMMUPOBAHUS.

(2) ®aza annomayuu. Bce nanHble, MonaydeHHbIE BbIlie (ab initio
npejcka3aHue, a Takxke BbolpaBHuUBaHuEe OenkoB, EST- u PHK), 3arem
CYMMUPYIOTCS 1St KOHEYHOU aHHOTALlUH reHa. CymecTByroT
aBTOMATU3MPOBAaHHBIE MHCTPYMEHTHI aHHOTauuu, Takne kak MAKER u PASA.
JInsi penakTUpOBaHUS AHHOTAIIMU Yepe3 BUYAIbHBIM HHTEpPENHC MOXKHO
rcnosp3zoBaTth WebApollo.

[Tocrne OLleHKM KOHEYHON aHHOTAllMd HOBOT'O T€HOMA ITYyTEM BH3YyaJIbHOT'O
OCMOTpa  aBTOPbl ~ OOBIYHO  MYOJHMKYIOT M  UYEPHOBYIO  aHHOTAIUIO
MOCJIEA0BaTEILHOCTH T'€HOMA JIJIsl TOTO, YTOOBI y APYTUX HCCclieloBaTeiei Oblia
BO3MOXHOCTh JIJIsl YJIYUIIIEHUs COOPKU U aHHOTaluK reHoma. JloctyrnHbie 6a3bl
JAHHBIX JJIS 3arpy3Ku reHOMOB pa3menieHbl Ha nopraiax ENSEMBL u NCBI.

Bonpocer:

1) Ilepeuncnute 3Tanbl OMUOMHPOPMATUIECKOTO aHAIN3A JJAHHBIX,
MOJIYYEHHBIX B X0OJI€ IOJIHOT€HOMHOI'O CEKBEHUPOBAHUS.

2) Kakwue cyniecTByOT METO/bl COOPKH reHoma?

3) W3 kakux maroB COCTOUT MPOLIECC AHHOTAI[MU FreHoMa?

3. (I)YHKIII/IOHa.]ILHaH Ir¢HOMHKaA

Ecnu mocmMoTpeTh BOKpYT, TO MOKHO YBUJETh, HACKOJIBKO CHJIBHO JIFOJIH
OTJIMYAIOTCS APYT OT JIpyra Mo BHEIIHEMY BHUAY, IO POCTY, IIBETY KOXH U TJias,
nponopuusiM GUTypbl, BECY, a TAKXKE [0 XapaKTepy, CIOCOOHOCTSIM, CKITIOHHOCTH
K pa3JIMYHbIM 3a00JIEBaHUSIM U MHOTUM JPYTUM Ipu3HaKam. 1 31o mpu Tom, 4To
99,9% JHK B renome y Bcex mtoneid oaumHakoBo. Eie Oosiee MHTEpeCHBIE
HaOII0JICHUST MOKHO CJlieNIaTh, Pa3TiisA/ibiBasi 4acTH COOCTBEHHOI'O Tella: HOTH,
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pYKHU, JHIO, TJIa3a abCOJMIOTHO HE MOXO0XHU Apyr Ha apyra. [louemy ke Tak
MPOUCXOJIUT, 3Has, 4YTO KaxJas KIeTKa OJHOI0 OpraHu3Ma CoJepxkaT
unentnunyro JIHK? Bee neno B TOM, 4TO B pa3HbIX KJIETKaX, TKAHAX U OpraHax
OpraHu3Ma pa3jiuyHble TEHbI SKCIPECCUPYIOTCsS Mo-pa3HoMy. Kpome Toro,
HaJu4yue TeHa B FTEHOME BOBCE HE 03HAYAET, YTO OH OyJeT TPAaHCKPUOUPOBAH U
TPAHCIUPOBAH.

TexHOIOrn4ecKUMH MPENOChUIKAMH BOSHUKHOBEHUS (DYHKIIMOHATBLHOU
T€HOMUKHU ObUIM YCIEXU MOJEKYJISIPHON OMOJOTHM, B YACTHOCTH, TE€XHOJOTHS
pexomOunanTHor JIHK, ITIP-ammnmudukanms, MeToapl THOPUIU3AIINH, 4 TAKKE
MOSIBIICHHE METOJI0B BBICOKOCKOpPOCTHOTO cekBeHupoBanus JIHK u pazsurtue
METOJIOB KOMIBIOTEPHOU Ouogoruu mjisi oOpabOTKU U aHaidu3a OOJbIINX
00bEMOB T€HEPUPYEMBIX JTaHHBIX. DYHKIIMOHATbHAS T€HOMHKA, YTO CIEAYET U3
CaMOro Ha3BaHMS, U3y4YaeT HE MPOCTO CTPYKTYPYy r'€eHOMa, a UMEHHO (DYHKIIHIO
F€HOB, COCPEIOTAaYMBasiCh Ha JUHAMHYECKUX AacCleKTaX, TaKuX Kak
TPAHCKPUMIMSA T€HOB, TPAHCISALUS U MEXOEIKOBbIE B3auMojiehcTBusA. Takxke
UCCIIEyeTCS. TOMOJIOTHSl TOCIIE€IOBATEIbHOCTEHM, OCYILECTBIISIETCS TOUCK B
OMOJIMOTEeKaX aHAJOTHYHBIX MOCIEAOBATEILHOCTEN, YKE OMUCAHHBIX B APYTUX
OeJsikax ¢ M3BECTHOU (PYyHKIIMEH, B TOM YUCIE U Y Apyrux BuaoB. [IpousBoaurcs
MOMCK U CPaBHEHHE KOHCEPBATHUBHBIX YUYaCTKOB OEJIKOB, HAMpPUMEDP aHaJuU3
JIOMEHOB / MOTHUBOB, TOCKOJIbKY U3BECTHO, UTO HEKOTOPBIE MOCIEA0BATEILHOCTH
MMEIOT OMPENICNICHHYIO CTPYKTYPY («MOTHUBY), HAlPUMEpP, «CHUPAIb-IIOBOPOT-
CIUpaiby») Wik PyHKIHUIO («TOMEH»), HAaIPUMEP, MOCIEI0BATEIbHOCTh HOHHOTO
kaHana, oonacts cBa3piBanus JIHK u np. Llenpio ¢pyHKIIMOHATBHON T€HOMUKHU
SABJISIETCS TOHMMAHUE B3aUMOCBS3M MEXJIy TE€HOMOM OpraHu3Ma U €ro
¢denotunom. TepmuH QyHKIMOHANIbHAS TEHOMHMKAa YacTO HCIOJIb3YeTCs B
IIUPOKOM CMbICTE I 00O3HAYEHUS] MHOXKECTBA BO3MOKHBIX MOAXOJOB K
MOHMMAHUIO CBOMCTB U (DYHKIMUA T€HOB U T€HHBIX MPOAYKTOB OpraHu3ma B
uenom. IlpenMer wuccnenoBanus (QYHKIMOHATBLHOM TEHOMHMKUA BKIIOYAET
M3yUEHHE €CTECTBEHHbIX u3MeHeHuil reHoB, PHK u 0OenkoB BO BpemeHU
(HampuMmep, MpU Pa3BUTHU OpPraHU3Ma) WM B MPOCTPAHCTBE (HAmpumep, B
pPa3IMYHBIX YacTAX €ro Teja), a TakKe MCCIEeJ0BaHUs ECTECTBEHHBIX WU
AKCIEPUMEHTANbHBIX (YHKIIMOHATBHBIX HAPYLICHUM, BIMSIONMIUX HA TEHBI,
xpomocombl, PHK wnm 6enku.

3.1. Hoenmugukayus pynkyuu 2ena

Kaxk 0b1710 cka3aHo BbIIIIE, OCHOBHOM 3a7aueil PYyHKIIMOHATBHOW TEHOMUKH
SABJISIETCS ONpe/iesieHNe (PYHKIIMU I'€HOB U OEJIKOB BO BPEMEHU U MPOCTPAHCTBE
M, B KOHEYHOM HUTOre BCEX KOMIIOHEHTOB reHoMa. B 3aBucuMocTd OT moaxoja
(yHKIIMOHANbHASA TEHETHKA TMOJpa3leNaeTcsl Ha npsamylo cenemuky (aHIIL.
forward genetics, TO ecThb NpPsIMON TEHETUYECKUI CKPUHUHT) U 0OpAmMHYIO
eeHemuxy (aHrJ. reverse genetics, TO €CTb 0OpaTHBIA T€HETUYECKUM CKPUHUHT).
[Ipsimast reHeTHKa UAET OT (PEHOTUIA K T€HOTUILY, TO €CTh UJICHTHU(PULIUPYET
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I€HbI, OTBETCTBEHHBIC 32 ONMpPEACICHHBIN (eHoTun opraHusma. B 1o xe Bpems
oOpaTHasi TeHEeTUKA aHAIU3UPYET (PEHOTHUIl OPraHMU3Ma, BBISBIISAS MOCIEACTBUS
HapylieHus: paboThl U3BECTHOIO I'eHA.

3.1.1. Memoowr nomepu ¢pynkyuu. Mymazenes

OnuuM M3 HampaBlieHUH (YHKIIMOHAIBHOW TEHETHKU SBISIETCS METO]
aHalln3a MYTaHTOB, MOJIYYCHHBIX IIyTEM «HOKAyTa» HCCIEAYEMBIX TI'€HOB.
['eHeTHyecke HOKAYThl OCYIIECTBISIOTCS MOCPEICTBOM JAENEIUU IeHa, 0o
MyTeM HapylIeHUsi ero (PyHKIHUH, Hampumep, ¢ MOMOIIbI0 HWHCEPLHOHHOTO
MyTareHesa, jajiee u3ydaeTcs (PEHOTUIN TMOJIYYEHHBIX MYTHPOBAHHBIX
OpraHU3MOB, YTO JIa€T KJIIOY K pas3rajike (yHKIMU HAPYIIEHHOTO T'eHa.

Pucynoxk 3.1.1.1 Ilarrepnsl skcnipeccuun reHa penoprepa GUS, BCTpOEHHOTO B
Ds-TpaHCNO30H, COOTBETCTBYIOIIME JIOKAIU3allMM SKCIPECUU MpPEepBaHHBIX
TPAHCIIO30HOM I'€HOB Y pacTeHUs apaOuJIoNcuca.

B »Tom maparpade MBI paccMOTpUM METOJ| aHajlu3a MYTaHTOB,
MOJTY4YEeHHBIX HaMHU c MTOMOIIIBIO MHCEPLUHUOHHOTO MyTareHesa
pPacpOCTPaHEHHOTO MOJCIBHOTO pacTteHus Arabidopsis, KOTOpPBI OYEHBb
XOpOIIO U3YUYEH C TOUKU 3PECHUSI MOJICKYJISIPHOM M'€HETUKU U (YHKIIMOHATHHOMN
aHHoTanuu reHoB. Kosekius MyTaHTOB Oblila MPOU3BE/ICHA C UCTIOIb30BaHUEM
CUCTEMbl TPAHCIIO30HOB-JIOBYIIEK (QHIJ. gene trap), CKOHCTPYUPOBAHHBIX
METOJOM OHOMH)XEHEPUU Ha OCHOBE MPHUPOJHBIX TPAHCIIO30HOB KYKYPY3bI.
Cuctema cocTosiia U3 IByX HE3aBUCUMbBIX MOOMIIBHBIX 3JIEMEHTOB, COJIEPAKAITUX
reHbl akTuBaluu W auccormanuu (Ac/Ds). Ilpu ckpenuBaHuu pacTeHUM,
COJIep>KalllUX B CBOEM T€HOME BCTPOCHHBIM TPaHCMO30H DS, C PaCTECHUSMH,
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COJZIEpKAIMMU MCTOYHUK TPACMo3a3bl Ac, Ds 3IEMEHT IPUXOINI B ABUKEHHUE C
JaJTbHEUIINM BCTpPAaWBaHUEM B HOBYIO JOKanuio. [Ipu ycinoBuu nckmouenns Ac
3JIEMEHTa U3 T€HOMa B MOCJIEAYIOIIEM MOKOJEHUHU B pe3yJIbTaTe pEKOMOMHALUN
Ds 311eMEHT CTaHOBWJICS MMMOOWIM30BaHHBIM. [lockoiibKy Ds-31€MeHT ObLI
CKOHCTPYHUPOBAH TakWM OOpa3oM, YTO B €ro COCTaB BXOJMJIM CEJIEKTUBHBIN
Mapkep - IéH YCTOMYMBOCTH K aHTHOMOTUKY kaHamuuubHy NPTII u reH —
penoptep GUS (reH, xomupyrouui - rIOKypoHHIa3y), BcTpauBaHue Ds B
paMKy CUMTBIBaHUSA KaKOro-JIn0O TIeHa pacTeHUs MPUBOJIMIO K TOSBICHHIO
YCTONYMBOCTH PACTEHUsI K KAHAMULIMHY W BO3MOYXHOCTH BBISIBIICHUS

Mendelian inheritance Zygotic lethality: Female gametophytic lethal:
SR [l ||k 8

sensitive sensitive |8

resastant sensitive  n

I

resistant resistant

3:1

d

resistant )

2:1

|

resistant

1:1

(a)

(b)

Pucynok 3.1.1.2. Crtpareruss ABYXA3TamHOTO CKPUHHWHTA JJIsi UIACHTU(DUKALIIU
raMmeTo(UuTHBIX MyTaHTOB B GT-IMHUSAX MOJIENBHOTO pacTeHUsl apabuaoICcuca.
(a) Ha mepBom »sTame OLICHUBAIM CTPYYKH Ha MPEIMET CEMUCTEPUIBLHOCTH
(yMeHbIIIEHUS 3aBsI3bIBAEMOCTH CeMsiH). B cilyyae reTepo3uroTHOCTH IO
JeTaJbHOM TraMeTOPUTHONM MyTallMM OKOJO TIOJOBUHBI  CEMsI3a4aTKOB
OCTaHABIIMBAIOT CBOE pa3BUTHE M HE O0O0pa3yloT ceMsi. Y pacTeHHid,
TE€TEPO3UTOTHBIX MO JIETAIbHOW 3UTOTUYECKO-9MOPUOHAIBHOW MYTallMH, OKOJIO
25% ceMsiH TIpepBIBAIOT CBOE Pa3BUTHUE, TOT/Ia KaK MyTalluud ¢ raMeTO(PUTHBIM
MAaTepUHCKUM THUIIOM HaclieloBaHUsl OOHapykuBarOT okoyio 50% aboOpTUBHBIX
ceMsH. DEHOTHUIT ONIPEACIISIICS MyTEM BCKPBITHS 3€JE€HBIX UM CyXHUX CTPYUYKOB
MyTaHTHBIX pacTeHuil. CTpenku yka3blBalOT Ha abopTuBHBIE ceMeHa. (0) Ha
BTOPOM 3Tane KO3(P(UIMEHT paclICIUICHUs] B CETPErupyroNIeiics MOmyJIsaiuu
BCTPOEHHOT0 Ds-TpaHCII030HA ONpeesics Oarofaaps coaepxkamiemMycsi B HeMm
JTOMUHAHTHOMY MapKepy, IeHy YCTOMYMBOCTH K AHTUOMOTHUKY KaHAMHUIUHY
NPTII. Eciin uHceunss Ds-TpaHCIIO30HA HE BIIMSET HAa Iepenady reHa yepes
raMeTo(UT, COOTHOIIECHHWE YCTOMYMBBIX K KaHAMUIIMHY MPOPOCTKOB K
HEYCTOMYMBBIM OyJeT HaOJI0aThCsl B MEHJENEBCKOM mponopuuu 3: 1, eciau
MHCEPLHS BbI3BIBAET SMOPHUOHATIBHYIO JIETAIBLHOCTh, TO pacuieryieHue OyJeT B
COOTHOIIEHHH 2: 1, a ecliu OHa BBI3BIBACT JKEHCKYID TamMeTOQUTHYIO
JETaIbHOCTh, TO COOTHOIIEHHWE YCTOMYMBBIX U HEYCTOWUYMBBIX K KAHAUMUIIUHY
npopoctkoB Oyner 1: 1 [59,60].
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JIOKaM3aluy JKCIPECUH ATOTO TeHa 3a CYET OKpAacKU [- TIIIOKYpPOHUIA3bI,
npousBoguMon reHom GUS, cnemuduueckumm kpacutensmu (puc. 3.1.1.1).
dusnueckas JoKalu3alus HOKAyTUPOBAHHOTO MPU MOMOIIU Ds 3JIeMEeHTa TeHa
B T'€HOME OCYIIECTBIISIACh C MoMmoIlnbio amruiuduimu merogom TAIL- TILP
(thermal asymmetric interlaced PCR), xoTopslii momoran oONpeneauThb
XPOMOCOMHBIE TOCIIEIOBATEIBHOCTH, (DJIAHKUPYIOIIUE BCTAaBKU s 3JIEMEHTA.
brnarogapst onucanHo# BbIle cUCTEME HaMU ObLTa co37aHa KOJUIEKIHS U3 0osee
yeM 2,5 ThIC. HOBBIX BCTaBOK DS, paclpelelIeHHbIX CIy4ailHbIM 00pa3oMm IO
Bcemy reHomy Arabidopsis [8]. llonyueHHble TpPaHCHO3ULMOHHBIC JIMHUU
MyTaHTOB (GT-nunum ot anri. GT-lines) uccnenoBanu sl BBISBICHUS! TEHOB,
BIIMSIIONIMX Ha pa3BUTHE U (DYHKIHUIO KEHCKUX ramMeTo(UTOB (3apObIIIEBBIX
MEIIIKOB), a TaKKe aHAIM3UPOBAIUCH (PEHOTUNBI 3TUX JUHHUU. Y CEMEHHBIX
PaCTEHUN KU3HEHHBIM LHKI YEPEAYETCS MEXYy JOMUHUPYIOLIECH NUIIOUIHON
($azoil (ciopouT) U CUIBLHO PEaYyIIUPOBAHHOMN rarmionIHON (azoii (rameTopuT).
VY  NOKpBITOCEMEHHBIX TaIUIOUJIHBIA >KEHCKUIl raMeTopuT (3apoJbIlieBbIil
MEIIOK) oOpa3yeTcsi U3 (YHKIMOHATIBLHOM MEracmnopbl, €IMHCTBEHHOMU
BBDKUBIIIEH KJIETKH, BOZHUKILIEH Ojlarogapst MeHo3y, MyTeM TPeX MUTOTHUUYECKUX
neneHuit. XKeHckuil raMmeTo(uT OOBIYHO COCTOMUT BCETO M3 CEMHU KJIETOK, JIBYX
AKEHCKUX TaMeT (SUIEKIETKU U LHEHTPATbHOU KJIETKH) U MATH JAOMOJHUTEIbHBIX
KieTok. OH TPyAHOIOCTYIEH, MOCKOJbKY pPa3BUBAETCS BHYTPHU CEMsI3ayaTka,
BHEJPEHHOr0 TIJIyOOKO B THHelNed 1BeTka. Myrtainuu, BIMSIONIUE Ha
raMmeTopuTHyo ¢dazy IKU3ZHEHHOrOo IHKJIA, ObUIM HUACHTU(DUIIMPOBAHBI
JIBYXA3TallHBIM CKPUHUHIOM, HalpaBJeHHbIM Ha mouck: (1) CcHKeHus
dbepTunbHOCTH (a0OPTHBHBIE CEMEHA WJIM HEpa3BUThIE cemsi3adyaTku) U (2)
HapylIIeHUsI COOTHOIICHUSI CEeTperaluu JOMUHUPYIOIIET0 Mapkepa (B JaHHOM
Cllyyae YCTOMYMBOCTH K aHTHOMOTHKY KaHAMUIIMHY), MPUCYTCTBYIOIIETO Ha
Tpancmno3one Ds (puc. 3.1.1.2).

OTkIOHEHHE OT MEHAEIEBCKOro pacuemieHus 3: | cooTHomeHus
ycroiuuBbix K kaHamunuHy (Kan") otHocutenbHo wyBcTBUTENBHBIX (Kan®)
MPOPOCTKOB B CTOPOHY COOTHOIIEHHSI MeHee 2: 1 sBIIsIeTCS XapaKTePUCTUKOU
MyTalllid, 3aTparuBalOINX OJUH WU 00a ramerodura (MYy>KCKOU U KEHCKUM).
Ouenka Bced mnonynsuuu, cocrodmern un3 2511 GT-nuHuii, OTHOCUTENIBHO
pacuieryieHrs reHa YCTOMYMBOCTH K aHTUOMOTUKY Kan', mpucyTcTByIOIIEro Ha
Ds »nemente, mokasano, 4yto y 9,5% GT-nunuii coornomenue Kan® /Kan'
npopocTKoB Ob110 OT 2: 1 1o 0,14: 1. B pe3ynbrare AByX3TalHOIO CKPUHHUHIA
HaM yJaJoCh BBIAEAUTh 12 JuHUANA raMeToQUTHBIX MYTAaHTOB H 12
AMOPHUOJIETAIbHBIX JTUHUH.

Huwxe naercs omnucaHwe 1I€CTM MYTAaHTOB, (DEHOTHIBI KOTOPBIX,
MPEUMYIIECTBEHHO 3aTParvBaloT pa3BUTHE WM (PYHKIHUIO ramMmeTouToB, a
TaKKe OJHOTO MYTaHTa, B KOTOPOM TOMO3MIOTHOE COCTOSIHHE HAPYIIEHHOTO
reHa MPUBOJUT K JIETAIbHOCTH 3apopsbimia (tadiuua 3.1.1.1). 'ametodurHbIe
MYTaHTbI ObUIM HAa3BaHbI B YECTh OOTOB WJIM OOTUHb U3 PA3JIMYHBIX MAHTECOHOB,
KOTOpBIE, COIJIaCHO JIETEHJIe, OKAa3bIBallld BIUSHUE Ha IUJIOJAOPOAUE U
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pa3MHOXeHWE. bbUTM  TOMyYeHBl  TEeHETUYECKHEe W IUTOJOTHYCCKUE
XapaKTepUCTUKU 3TUX MYyTaHTOB. CorjlacHO (PEHOTHUITY U CIICHApPHUIO apecTa
3apOJIBIIIEBBIX MEIIKOB MYTAHThI ObUTH KJIACCU(PUIUPOBAHBI HA MUMOMUYECKUL
(0OHAPY)KUBAIOT OTKJIOHECHHS B OJJHOM WJIM HECKOIBKUX U3 TPEX MUTOTHICCKUX
neneHud npu  (POPMHUPOBAHUU  3aPOJBIINIEBOTO  MEIKA), KAPUOLAMHbIL
(3aTparuBarOT  CAUSHWE  TOJSIPHBIX  Si7Ep  3apOJBIIIEBOTO  MEIIKA),
eamemogpumusiii.  mamepunckuti (aHri. gametophytic maternal; ¢enotun
MPOSIBISIETCS. TOJBKO TIOCIE OIUIOJOTBOPECHUS, a0OpPTUBHOCTh CEMSH 3aBUCHUT
TOJIBKO OT TEHOTHIA XEHCKOTO TamMeTo(uTa, MOJTyYEeHHOTO MO MaTePUHCKOU
JUHUM, HE3aBUCUMO OT OTLOBCKOTO  BKJIAAa) M  OeceHepamueHblil
(IeMOHCTpHUPYET CIMIOHTAHHYIO aHOMAJIBHYIO JIETEHEPAIUIO sep MPHU Pa3BUTHU
3apOJIBIIIEBOTO MEIIIKA) KIACCHI.

Tabmuna 3.1.1.1. deHotun, reHeTUYecKas Cerperanus U TPAaHCMUCCHOHHBIN
aHaiau3 TaMeTOQUTHBIX U  SMOPHOJICTAIBHBIX  MYTAHTOB, a  TaKXe
(dbyHKIIMOHATbHAS UJICHTU(UKAIMS HAPYIICHHBIX T€HOB.

MYTaHT deHoTun Kanr : Kans 3HauyeWne P TEF TEM reH uHcepumm Ds DYHKUMA HAPYLWEHHOrO reHa
kupalo 58% N+42% UO 1.04:1 0.81 40% 68% At2g01070 PTM1-noao6Hbiit 6enok
astlik 49%N+51%U0 1.66:1 0.23 61% 98% [eneuun 8 cemeicreo 6enkos F-box;

At3g03030 cemeicreo 6enkos F-box;
At3g03040 LLeNN0N033CMHTa3a-NoA06HbIN
At3g03050 6enok; cemeincTso 6enkos ATdasbl
At3g03060 AAA-Tuna; cemencrso benkos
Ds3’At1g75990 AT®a3zbl AAA-TMNa; RPN3b
cybeanHMUa NpoTeocombl 26S;

amon 59%N+36%U0+5%A 1.13:1  0.39 56% 24% At4g02700
apis 61%N+31%U0+8%A 0.32:1 NA 5% 8% At5g44520
Ds 5’ At2g34680 AIR9 MHAYLWPOBAHHBIN ayKCUHOM

yarilo 68%N+29%U0+3%A 0.30:1 NA 15% 9% B KOPHEBOW KyNbType
TATC-nopo6Hbiii 6enok,
HEONNIOA0TBOPEHHbIN

didilia  70%N+5%UO+25%A  1.05:1  0.71 34% 59%  At2g01110  3APOABILEBbIA MELIOK-3
RPN1la cybeauHnua npoteocombi

rpnla 76%N+24%A 195:1 047 98% NA At2g20580 26S

_wt 93%N+6%UO+1%A 3.0:1 100% 100%

N - HopmasibHBIE ceMeHa; A- abopTupoBaHHbie cemeHa; UO - Hepa3BUBIIMECS
ceMmsizauaTtku. Wt — pacrenus aukoro tuna. 3Hauenwe P >0,05 ocHoBaHO Ha
OXXuJaeMoM cooTHomeHuu cerperanuu Kan' / Kan® 1: 1 ngna jerambpHOM
rameropuTHOo MyTanuu win  2:1  anda 3MOpHOJeTaTbHOM — MYyTalluu.
D¢ dexkTUBHOCTH TpaHCMHUCCHUU paccunThiBajgach coriacHo: TE = Kan' / Kan® x
100%; Kan' - mpopocTku, ycToWuMBBIE K KaHamulIuHY; Kan®, mpopocTkw,
qyBCTBUTENbHBIC K KaHAaMULIMHY; TEF - 3pekTUBHOCTD %KEHCKOM TpaHCMUCCHUH,
TEM - a¢dhexTuBHOCTh MYy>KCKOU TpaHcMuccuu [8,60].
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Ouenka (epTUIBHOCTH IUIOAOB IMOKa3aja, YTO y LIECTH HCCIEAYEMbBIX
MyTaHTOB, OTHECEHHBIX K THUIy TIaMeTO(UTHBIX, HEPa3BUBLIMECS CEMEHa
coctaisiin mpuMepHo oT 30% 10 50% oT Bcex ceMsH, UTO ABISAETCS TUITHYHBIM
JUIsL TaMETO(PUTHBIX MYTHTOB, Torga kKak B MyTaHTHoW GT-nunum rpnla
a0OpPTUBHOCTh CeMsAH cocTaBiisia 24%, 4TO XapakTEpHO Il 3UTOTHYECKUX
AMOpHOTIETAIIEH.

Pucynok 3.1.1.3. ®eHOTUIIBI MYTaHTOB MUTOTUYECKOTO Kiacca kupalo v astlik.
(A-C) kupalo, (D) nuxuit tun, (E-H) astlik. (A) Crtpydok, copepkamiuii
HOpMaJbHbIE C€MeHa M OecruiojHble cemsizadatku (ctpenku). (B) dedexrnas
kietka cuneprubl. (C) AHoManbHast HEJUTIONSIpU3alusl 3apOIBIIIIEBOI0 MEIIIKA C
orcyTcTBytomuMH  sjapamMu  cuHeprul. (D) Cemukierounsiii, 8-saepHbIii
3apOJBILIEBBI MENIOK JUKOIO THIIA, COAEPKAIIMNMN SIMIEKIIETKY, IBE€ CUHEPTHUIBI,
JIBa MOJIAPHBIX si/ipa U Tpu aHTUnoAanbHeie KieTku. (E) Ctpyuok, conepxamiuii
HOpMaJbHbIE cemMeHa U OecmiofgHble cemsizadyatku (ctpenku). (F) Apect
¢yHkunoHanpHOM  Meracnopbl. ((G) ApecToBaHHBIM  cems3ayaToK  0Oe3
3apOJBIINIEBOTO MEIIKA, HO C MPOJOJDKAIIIUMCS pOocTOM HMHTEryMeHTOB. (H)
YeTplpexsaIepHbIN 3apOABIIIEBBIN MEMIOK, OCTaHOBUBIIMMN pazBuTtue. ECN, sapo
sitiiexksietku; FM - gynkunonanbHas meracnopa; PN - monsipubie simpa; Ant,
anTunonel; Sy, cuHeprunbl. Macmrtabnas nunedika 10 mxm. (B-D u F-H)
[IpocBeTyieHHBIE XJIOPAITMAPATOM CeMs3adyaTKu noJ U depeHnnanbHon
UHTEpPEepeHIIMOHHO-KOHTpacTHOU onTuko# (DIC) [8].

Takum oOpazom, MyTaHTbl kupalo W astlik ObUIM OTHECEHBI K
MUTOTHYECKOMY KJIAcCy, TOCKOJIbKY TpPH WX Pa3BUTHH HAOIIOMANCS apecT
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TEeSAIINXCS Aaep 3aposinieBoro Memka (puc. 3.1.1.3). amon u apis, B KOTOPBIX
OOHapy»EHbl HApPYIICHUs CIUSHUS TMOJAPHBIX SAEpP UEHTPAIbHOU KIETKU
3apOJIBIIIEBOTO MEIIIKA, ObLIN BBIIEJICHBI B KAPUOTaMHBIN Kilacc. AOOPTUBHOCTD
CeMs3a4aTKOB B MyTaHTax yarilo Oblia BbI3BaHA JEreHEpaluei eHTpaIbHOU
KJIETKH 3apOJIBIIIEBOr0 MEIIIKA, SUIIEKJIETKU U CUHEPIU, TO3TOMY 3TOT MyTaHT
ObLT OTHECEH K JiIereHpaTUBHOMY Kiaccy. Mytaut didilia nemoHCTpupoBal
raMmeTo()UTHBIM MaTepUHCKUN Ae(EKT, KOTOPBIN MPOSBIISIETCS HA CTAAUH MOCTE
OIUIOJJOTBOPEHUSI U 3aBUCUT TOJIBKO OT T'€HOTHIA JKEHCKOro ramerodura, 4To
NpuBOAUT K aboptuBHOCTH cemsaH (tabmuma 3.1.1.1.) [8]. Tlocme
CErperaiioHHOr0, TPAHCMUCCHUOHHOTO M IIMTO3MOPHUOJOTMYECKOTO aHalu3a
myTantoB (tabmuma 3.1.1.1., puc. 3.1.1.3.) BaxHO OBUIO ONPEACIUTH
F€HETUYECKYI0 OCHOBY (DEHOTHUIIA, TO €CTh BBISICHUTh (DYHKIUIO TE€HOB,
HapylieHue paboThl KOTOPBIX MPUBOJIUT K HAOIIOAaEMbIM (DEHOTHUIIAM.

Jlnst uaeHTudUKAIUKM MOCIE0BATENbHOCTEH, (DIIAHKUPYIOIIUX BCTABKU
Ds-TpaHCIIO30HOB B MPEPBAHHBIX UM reHax, XPOMOCOMHBIE
MOCJIEA0BaTENbHOCTH, (iaHKupyomue Ds, aMIIuQUIUPOBaId C MOMOIIBIO
TAIL-PCR (thermal asymmetric interlaced IIIIP) cormacuo Liu et al. [61] ¢
MoaudukanusaMu, onucanHbiMu Grossniklaus et al. [21], ¢ ucmonab30BaHHEM
BJIOKEHHBIX ITpaiiMepoB Ha rpaHuiax Ds-351eMeHTOB. Takke MPUMEHSIIN METOJ]
oopatnoit IIIIP (iPCR) c¢ paspesannem JIHK pectpuxrazoit BstYl nms
uaeHTuguKanmu 5 'koHua u pecrpukrazoit Ncol nins 3’-konna [8]. Hapymienusie
reHbl ObUIM  (U3UYECKH KApTHUPOBAHBI M COIMOCTABICHBl C T'€HOMHOMN
MOCJIeA0BaTENbHOCTEIO Arabidopsis ¢ momoibto anroputma noucka BLAST
(www.Arabidopsis.org).  @yHKuMs  OOHapy>KEHHBIX  I€HOB M  HUX
UIeHTUPUKAIIMOHHBIN mudp ykazanbl B Tabnuie 3.1.1.1, a cTpykTypa 3THUX
I€HOB IOKa3aHa Ha puc. 3.1.1.4. [8].

AHaJN3 MOJYyYEHHBIX MyTaHTOB CBUJETEILCTBYET O HICUOMpOonuUMe Ipu
apecte ramMmero(uToB. XOTs KEHCKUN raMmeTouT umMeer HeOObIION pa3Mep U
COCTOMT M3 MAJIOTO0 KOJIMYECTBA TaIUIOMIHBIX KIETOK (BOCEMb SJIep, CEMb
KJIETOK), B €r0 Pa3BUTUU U (DYHKIMOHUPOBAHUM MPUHUMAIOT Y4aCTHE MHOTHE
KJIETOUYHBIE Mponecchl. HecmoTpst Ha mpeoOiaaroilyto CTaauto apecta, peHoTHmn
raMmeTo()UTHBIX MYTaHTOB 3aTPAaruBaeT TAKXKe U Ipyrue ctaauu. To ecTh mpoliiecc
Pa3BUTHUS PEAKO OCTAHABIMBAETCS HA OJHON KOHKPETHOW CTaJuH, MOCKOJBbKY B
rameTo(uTe dKCIpeccupyercsi 0oJblIoe KoaudecTBo reHoB. deHorunuyeckas
M3MEHYMBOCTh TAKXKE MOXET ObITh BbI3BaHA U PA3IMYHON CTENEHBIO MEpPEeHOCca
MPHK, o0pa3oBaBmieiics B pesyabTare Oojice paHHEH HSKCIPECCHH TeHa B
MAaTEpUHCKON KJIETKE MEracmopbl, U / WIM T€HETUYECKON H30BITOYHOCTHIO B
reHome Arabidopsis. Kpome TOro, MHOrM€ MYTaHTbl OOHApyKUBAIOT
rameTo(uTHble MaTepuHCKHE 3(P(EKThI, KOTOPbIE BBI3BIBAIOT aO0OPTUBHOCTH
ceMsH Ha OoJjiee MO3AHUX CTaaAusIX. Tak, HanpuMmep mMaTepuHckuil ¢henorun did
MOXET OBbITh BbI3BaH HapyllleHHeM »JKchpeccun reHa At2g01110 (tabauna
3.1.1.1.), yrto mpuBOAUT K (POPMHUPOBAHUIO NEPEKTHBIX IIACTHA U / WIH
MUTOXOHAPUM, HACIETYEMbIX IO MATEPUHCKOUN JIMHUMU.
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500 bp

I ;

KUPALO (At2g01070)

-—-—-—-—-—l ) L—-—.»
(At3g03030 ~ At3g03060 )
ASTLIK

(At1g75990)

AMON (At4g02700)

| >

APIS (At5g44520)

1000 bp |

YARILO (At2g34680)

e

DIDILIA (At2g01110)

Pucynok 3.1.1.4. CxemaTtuueckoe n300pakeHUuEe reHOB apaduaoncuca u
caiiToB uHcepuuu Ds-3neMeHToB. [lokasaHa HWHTPOH-IK30HHAS CTPYKTypa
HapyIIEHHBIX TE€HOB. 3’- M 5’ -KOHIbI MHCEPIUU Ds-3]IEeMEHTOB 0003HAYEHBI
BEPTUKAJIIbHBIMM JIMHUSIMU, OTMEYECHHBIMHU CJIEBA U CIIpaBa COOTBETCTBEHHO [8&].

[To3nuuit maTtepuHckuit 3¢ (PeKT, KOTOPHIM BIMSET HA 3pEble CEMEHA, MOXKET
OOBSICHSITh HECOOTBETCTBUE MEXAY HU3ZKOM 3(P(HEKTUBHOCTHIO TPAHCMUCCUU U
MSATKUM CEMHUCTEPHIbHBIM (PEHOTUIIOM, HAONIOJAaeMbIM y yar U aps (Tadnuna
3.1.1.1.). ¥ 3TUX MyTaHTOB CEMEHA MUMEIU HOPMaJbHbI BHEIIHUI BHJ, HO HE
npopactayiu, MO0 MPOPOCTKHU MOrudanu BCKOpe mociie nmpopactanus. Muorue
AKEHCKHUE TaMeTO(PUTHBIC MyTallUU TAKKe 3aTparuBaivu ((OPMUPOBAHUE MBLIBIIBI.
OTkiIOHEeHHUsT HAOMIOAAINCH HE TOJIBKO BO BpPEMsl Pa3BUTHUsS MbUIbIBI, HO U B
nporamMHoil ¢aze, TO €CTh BO BpeMsl MPOpAcCTaHUs MbUIBLEBON TPYOKH WU
pacrio3HaBaHHUH €10 3apOJIbIIIEBOTO MEIIKA U SIUIIEKIETKH.

NudopmaTuBHbId METOA M1 MOHUMAHUSI OpraHU3allUU, PETYJSIUU U
(yHKIIUU TEHOB — 3TO MeToJ rudpuausanuu in situ. OH HCHOJB3yeTCS IS
BBISIBJICHUSI MECTOIOJIOKEHUSI KOHKPETHBIX TPAHCKPUNTOB B TKAHAX JHOO
U3BECTHBIX (PAarMEHTOB HYKIEMHOBBIX KHUCJIOT Ha xpomocomax. Jlis
nokanuzanuu onpeaeneHHoil MPHK B kieTkax wiu Tkansx (in situ) IpUMEHSIOT
Meuenyto komrieMenTtapuyto uens JHK unu PHK (mpo0Gy). Meton ocobenHo
3 PeKTUBEH s NETEKIIUU T€HETUYECKUX TPAHCKPUIITOB B OT/ICIIBHBIX KIETKaX
WM  HEOONBIIMX TKAHSIX TaKUX CTPYKTYp, Kak 3apOoJbIIIEBBIA MENIOK,
ceMs3a4aTok M ceMs. [ mOpuau3aius in situ co CMBICJIOBOM M aHTHUCMBICIIOBOM
nmpobaMM Mokazajia, 4ro npoduim 3kcnpeccuu reHoB RPNla m RPNIb nipu
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sMOpuorenese ObuM oueHb moxoxu (puc. 3.1.1.7). U RPNla, u RPNIb
TPAHCKPUNTHl ObUIM OOHApY’>KEHbI B CEMEHAX, MPU 3TOM HamOoJiee CHIIbHbIE
CUTHAJIBI TMOpHUIM3aUMU HAOMI0AJUuCh B Xala3aJlbHOM 4YacTU SHAOCIEpPMA U
3apojbllIax BIUIOTh J0 NO3AHEH TrIoOyJIsIpHOM CTaauu. 3aTeM Ha CTaauaX
CEpIEYKOBHUJIHOTO,  TOPMENOBUIHOTO U  3pEJIOr0  3apojblllla  YPOBHHU
ruOpUaN3alii 3HAYUTEIbHO CHUKAJIUCH, JIMIIb HEMHOTO IpEBbIIas (OHOBBIN
YPOBEHb AHTHCMBICIOBOM MpoObI [60].

Pucynok 3.1.1.5 Pa3Butue cemsH M 3apOoIpllIedl pacTEHUM MYTaHTHOU
nunuu rpnla-1 / RPNla. (A) u (B) IIpocBeTiieHHBIE XJIOpaNTUAPATOM CEMEHA,
MOJIYYEHHBIE U3 OAHOTO U TOT'O K€ CTPYUKa: CTausl TOPIEJOBUIAHOTO 3apObIila
B ceMeHU aukoro tuna. CemeHa HaOJ0Iany ¢ MOMOIIBI0 MUKpockoma Leica
DMR (Leica Microsystems) mon auddepeHnanbHOl HHTEPPEPEHIIUMOHHO-
koHtpactHoil ontukoi (DIC) (A), aGopTupoBaHHBIE CEMEHa C 3aJCPKKOMN
pa3BuTUs 3apojbllia Ha riaoOyisipHoil ctaguu (B). OOpature BHUMaHHe Ha
HeperyJsipablii - ciioil  npotonepmel  (ctpenku). (C) - (F) okpaimieHHbie
TOJIYUJUHOBBIM CUHUM CPE3bI 3apObllIa JUKOIO TUIIA HA PAHHEH TI00yIsIpHON
ctaguu (C) U1 MyTaHTHBIX 3apOJIbIIei TUHUM rpnla Ha TTOOYISIPHON CTaAuu C
anomamusmu  ([D] - [F]). h, npousBomnbie kieTku runodusa; pc -
npokamMOMasibHbIE KIETKM; pd, mporoaepma; s, cycmneH3op. MacmrtabHas
nuHelika = 25 mxum B (A) u 50 mxm B (B) - (F) [60].

Eme oaHO HcciieoBaHUE C UCIOJIb30BAHUEM MHCEPLIMOHHBIX MYTaHTOB
apaOujoricuca I0O3BOJUJIO HaM OOHapykuThb, 4To cyObeaununa RPN1
poTeacoMsbl 26S apabujorcuca BaxHa JjIsl HOpMalbHOro sMOpuorenesa [21]. YV
DYKapUOTUYECKUX OPTraHU3MOB IIpoTeacoma 26S UrpaeT HEHTPAIbHYIO POJb B
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Pucynok 3.1.1.6.  Oxkcnpeccust yuxauna Bl B ceMeHax MyTaHTa rpnla.
CeMeHa NpOCBETISIIN XJIOPAITHUAPATOM U HAOMIOJAIH C IOMOLIBI0 MUKPOCKONA
Leica DMR (Leica Microsystems) oJI nuddepeHnnanbHoM
unrepdepenimonHo-konTpactHoit ontukoit (DIC). (A) 3apoapli, HeCylUuid 1o
KpaliHeld Mepe oaHy amienb RPNla nukoro tuma. PekoMOMHaHTHBIN Oenok
cyclinB1; 1-GUS pacuierisieTcsi U NpakKTUYECKU HE 0OHAPYKUBAETCA B KJIETKaX
3apoablmia (ctpenka). (B) rpnla TOMO3UTIOTHBII MYTAaHTHBIA  3apOJIbl
HaKarIuBaeT peKOMOMHAHTHBIN Oenok cyclinB1; 1-GUS (ctpenka) [60].

Pucynoxk 3.1.1.7. Jerexuus MPHK RPNIa in situ B pa3BHBarOIIUXCS
IBETKax, ceMeHax u cTpyukax. (A) - (D) IlpomonbHble Ccpe3bl IIBETOYHOM
Mepuctembl U OyToHOB Ha pa3ubix ctamusax. (E) u (F) 3aponbim Ha craguu
oktanta. (G) u (H) 3aponpim Ha r00yNIspHON cTanuu. AS, aHTUCMBICIOBAS
npo6a; S, cMbicioBas 1poda; ch, xanaza; ov, cem3auatku. MacitaOHas TuHelKa
=25 mxm Ha (A), (B), (E) - (H) u 50 mxm Ha (C), (D) [60].
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JErpajialiiil PETyJISITOPHBIX OENKOB, YY4aCTBYIOIIUX BO MHOKECTBE IPOIIECCOB
npu pa3BuTuM opranu3Mma. [Iporeocoma COCTOMT U3 MYJIbTUOEIKOBBIX
KOMIUJIEKCOB: MPOTEOJIUTHYECKOW KOPOBOU MPOTEA3bl U PETYISATOPHON YACTULIBI
(RP), kotopyto o00pa3ytor Heckoybko cyObenunuil. Cyobeaununa RPNly
Arabidopsis thaliana xonupyeTcsi IByMs napajorudyeckuMu renamu, RPNla u
RPNIb. Hokayt RPNIa BbI3bIBal JICTAIBHOCTH 3apOjblllla, B TO BpPEMs Kak
MYTaHTHI 110 reny RPN1b He 1eMOHCTPpUPOBAIIH IBHOTO aHOMAJIBHOTO (peHOTHA.
Myranuss rpnla pacumienisieTcss Kak PELEeCCUBHBI MOHOT€HHBIA MPU3HAK C
cootHomenuem Kan":Kan® ~ 2:1 (tabmuma 3.1.1.1). DOmOpuoHangbHas
JETaJbHOCTh, BbI3BaHHAs HapylieHueM reHa RPNla, Obula mOATBEpXKIACHA
peBepcueil MyTaHTHOrO (DEHOTUIA TOCPEACTBOM YJAJI€HUS TPAHCIO30HA,
CKpellluBaHUEM rpnla MyTaHTa C PACTCHUEM, COAEpXKAIIUMU AcC-3JEMEHT U
peMoOunmu3anueit Ds-31eMeHTa, a TaKXKe aHaJu30M JIBYX JOMOJHUTEIbHBIX
MYTaHTHBIX —aiiened rpnla, OOHAPYKUBIIMX AHAJOTHMYHBIM  (eHOTHI.
3apoJIbIli, TOMO3UTOTHBIE MO rpnla, OCTaHABIWMBAJIM CBOE pa3BUTHE Ha
JIOOYJISIPHOM ~ CTaJiM, YTO COMPOBOXKAAIOCH Jedekramu  (HOpMUPOBAHUS
3apOJIBIIIEBOTO KOPHS, MpoToaepMbl U mipokamOust (puc. 3.1.1.5). Ilpu sTom B
3penbIX Tioax Ha0moaanock 24% abopTupoBaHHBIX ceMsH. bblio 0OHapyxkeHO,
YTO B KJI€TKaX 3apojbllliel aOOpPTUPOBAHHBIX CEMSIH HE pacLICIUIsICA OeNoK -
pEeryJaTop KJIETOYHOTO [HKIA, yukiuv BI, KOTOpbIM Kak HU3BECTHO,
AKCIPECCUPYETCS TOIBKO BO BpeMs Mepexofa SYKAPUOTUUYECKUX KIETOK OT
craguu G2 KJIIETOYHOTO IUKJIa K M, BO3MOKHO, YTO M30BITOK IMKIMHA B1 cran
MPUYUHON HECTIOCOOHOCTU KJIETOK 3apOjblllia K AaJbHEHIIEMY NENCHUI0 U UX
apecta Ha 3ToM ctamuu (puc. 3.1.1.6). [lomydenHsle MeTOAOM TpaHChOpPMALT
JIBOMHBIC MYTaHTHBIE C HOKayTOM 00oux reHoB rpnla (rpnla / RPNla) v rpnlb
(rpnlb / rpnlb) 00pa30BBIBATN 3apOJBIINNA C (HEHOTUIIOM, HEOTIMYUMBIM OT
(dbeHotuna oquHOYHOTO MyTaHTa rpnla. Takum oOpa3oM, HECMOTPS Ha TO, YTO
OHM B 3HAUUTEJILHOW CTENEHU MEPEKPHIBAIOT MAaTTEPHBI CBOEH SKCIPECCUU B
[BETKAaX M Pa3BUBAIOIIMXCS CEMEHAaX, ATU JIB€ M30(OPMBI HE HUMEIOT OOLIUX
M30BITOYHBIX (YHKIMI BO BpeMsi rameToreHe3a u smoOpuoreHesa. OIHAKO
KOMIUIEMEHTalUsl ~ MyTaluu rpnla xomupytoumeid obnacteto  RPNIb,
AKCIIPECCUPYEMOM 101 KOHTpoJeM mpoMmoTopa RPN a, yka3pIBaeT Ha TO, UTO JIBE
m3opopmbl RPN1 ¢dyHKIIMOHATBHO 5SKBHBAJEHTHBI. B 1€0M MOJIy4EeHHBIE
pe3yJIbTaThl yKa3bIBAalOT HA TO, YTO AKTUBHOCTh yacTtullbl RPN sgBusercs
HEOOXOIMMOW BO BpeMs SMOpHOTEHe3a, TJl€ OHAa BO3MOXKHO Y4YacTBYET B
JIerpaialiii OMPEeIeICHHBIX OCIKOBBIX CyOCTpPaTOB.

Bonpocer:

1) Yto Takoe mpsimast 1 oOpaTHasi TeHETHKA?

2) Kak pabotaet MeTo1 MHCEPIIMOHHOTO MyTareHe3a v Jijisi 4ero oH
UCIIOIBb3YeTCs?

3) Yto Takoe cerperaiioOHHbIN aHATN3?
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4) Kak CKpUHUPYIOTCS raMeTO(DUTHBIN U 3UTOTUYECKUE MYTaIuu?
5) B yem ocobeHHOCTH MeTOAa THOpUIU3AIUK 1n Situ?

3.1.2. 'enemuueckas 2comonocus. Cxo0cmeo 2eHo6 U 6eaKoes

CpaBHUTENBHBIM aHaANMU3 TocliegoBareabHOoCTe HykineotuaoB JIHK B
reHax ¥ aMUHOKHCJIOT B OellKaX y OpraHu3MOB U3 PA3HBIX CUCTEMAaTHUUYECKUX
IPYIII MTO3BOJISIET BBISIBUTH OMPEACICHHBIE CXOACTBA, KOTOPHIEC MO aHAJIOTUHU CO
CXOJICTBOM B CTPOCHHH YacCTEN 1 OPTraHOB Tejla y Pa3HbIX OPTraHU3MOB, UMEIOIINX
o0lllee MPOUCXOXKJICHHUE, HA3BAIHU 2coMonocuynbimy. 1Ipru 3TOM TOMOJIOTUYHBIE
MOCJIEA0BATEILHOCTU MOTYT OBITh OpPMOLIOCUYHBIMU, KOTOPbIE BOSHUKIIM 32 CUET
MYTallUOHHBIX U3MEHEHUH MpU 00pa30BaHUU HOBBIX BUJIOB, U NAPANOCUYHBIMU,
KOTOPBIE BOBHUKJIY 32 CUET YBEJIMUCHUS KOMUM r'eHa B TEHOME OJTHOI'O OpraHu3Ma
Y TIOSIBJICHUS] B HUX MYTallUi.

[IpuMepoM romMoJIOTHYHBIX T€HOB (FOMOJIOTOB) MOKET ObITh OMUCAHHBIN
Boillie reH apabuponcuca KUPALO (At2g01070), xomupytouuit PTMI-
MoAOOHBIA TpaHCMEMOpaHHBIM OeNoK, u TeH Lung seven TpaHCMEMOPAHHOTO
oenka puca, PTM1-nogoOHoro tpancmeMOpaHHOTrO Oenka OpoxoKed U psiaa
I€HOB Yy JPYTUX OPraHU3MOB, MOCKOJIbKY 3TH I'€Hbl UMEIOT OOIIETO MpeaKa u
BBITIOTHSIOT CXOJHYIO (PYHKIIUIO.

TunuuHell MpUMep NapaloTUYHbBIX T€HOB (MPaJIOTOB) — 3TO OMUCAHHBIE
Bbillie TeHbl RPNIa nu RPNIb. OGa 3>Tux TreHa U uX OCIKU UMEIU BBICOKOE
CXOJICTBO Ha YPOBHE HYKJICOTUAOB U aMHHOKHCIJIOT COOTBETCTBEHHO. OTHAKO 3TH
IeHbl HE SIBISUINCh M30BITOYHBIMH, MOCKOJIbKY RPNIb He KOMIIEHCHpPOBaJ
GyHKIIMIO TOBpekJIeHHOro mnapaiora RPNla, kpomMe TOro, 3TH TEHBI
pacrojiarajiuch Ha pa3HbIX XpOMOcOoMax, a OHOMH(POPMATHYECCKUN aHAIIN3
MOKa3aJl, 4YTO OHM Pa30LUIACh 3a CYET JYIUIMKAallMM TE€HOMa pPacTEeHUH,
MPOU30LIE/IIETO0 MWUIMOHBI JIeT Ha3al. Tem He MeHee, 00a ATUX TeHa
KonupoBanu Oenok cyOwenuuuibl RPN1 mpoteacombl 26S u  SBISUIUCH
(YHKIIMOHATBHO 3KBUBAJICHTHBIMU, MOCKOJIBKY TpaHcisauus reHa RPNIb non
0oJiee CUIILHBIM IPOMOTOPOM BBI3bIBAJa KOMILJIEMEHTAIIUIO HAPYIIEHHOTO T'eHa
rpnla. Tlo-Bupumomy, RPNID sBnsercs «CHSIIMM» TF€HOM M UMEET OYEHb
c1a0blii TPOMOTOP, TaK KaK €r0 DKCIPECCHs Y PACTEHUN JAUKOIrO TUIa HAMHOTO
HIKE dKcnpeccuu ero napanora RPNla [60].

brnarogapst mosiBneHn0 KOMIbIOTEPHOU Onoaoruu (OMOUH(POPMATUKH) U
HaJUYUI0 CHENHAIbHO pa3pabOTaHHBIX aJrOPUTMOB, CTajJ0 BO3MOXKHBIM
OCYILIECTBJICHUE BbIpaBHHMBAHUS OEIKOB JpPYyr Ha Jpyra ¢ IeJbl0 MOUCKa
Y4aCTKOB TOMOJIOTUM MYTEM OMpEIeSICHUs] KOHCEPBAaTUBHBIX aMUHOKHUCIOTHBIX
MOCJIEA0BaTEILHOCTENH, TO €CTh IOCIIEIOBATEILHOCTEH, KOTOpble Haubosee
PEIKO TOJBEPKEHbl HM3MEHEHUSIM Y pa3IMYHbIX BHJIOB OpPraHu3MoB. Jlms
OMpEeIeNICHUs] TOMOJIOTMYHBIX MOCIE0BATEIbHOCTE B T€HOMHBIX U OEJIKOBBIX
0a3ax JaHHBIX MPOU3BOJUTCS MOUCK aHAJOTUYHBIX MOCIEIOBATEILHOCTEH, yKe
OMHUCAHHBIX B JAPYrux Oelikax ¢ U3BECTHOM (yHKIMEH y Apyrux BUAoB. Takxke
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OCYILIECTBIISIETCA aHali3 MOTHBAa W/WIM JIOMEHA, MOCKOJbKY, Kak yxke ObLIO
CKa3aHO BBIIIE, HEKOTOPhIE AMHHOKHCIOTHBIE MOCIEAOBATEILHOCTH HMEIOT
0011y 0 CTPYKTYPY B BUJI€ «KMOTUBOBY» WJIU «JOMEHOBY». Ha puc. 28 npencrasiena
KpyroBasi JauarpaMma aHaliu3a BceX ~25 ThICS4 T€HOB apalujoncuca, is
KOTOpBIX OOHapykeHa OTKpbiTass pamka cuutbiBaHus (ORF), cormacHo ux
(YHKIIMOHATBHOM TOMOJIOTUM U MOPOMOPIUOHATBLHOMY  paclpeeeHUI0
OTHOCHUTEJILHO OOIIEro KojlnyecTBa reHoB. M3 puarpaMmbl BUAHO, YTO OKOJIO
MOJOBUHBI TEHOB JO CHX IMOp HE KiaccupuuupoBano. Cpead TEHOB,
(GyHKIIMOHATBHAS PUHAJICKHOCTh KOTOPBIX OMpEesieHa WK MpeAcKa3aHa 1o
rOMOJIOTMH, OoJyblias  JI0JS MOPUXOJUTCA HA  TEHbl, KOAUPYIOIIUE
TPAHCKPUMNIMOHHBIE PaKkTOphl, peryasatopsl cunte3a JJHK u nenenus kierok, a
TaKK€ Ha T€HbI, OTBETCTBEHHBIE 3a 3alUTy KIETKU OT CTpecca, CTapEeHHE U
rubenb KIETOK M 3a CUTHAIbHYIO TPaHCAYKIHIO. DYHKIUS MEXKIECTOYHOTO
TPAHCIIOPTa U JOCTaBKU OEJKOB TaKX € 3aHUMAET 3HAYUTEIBHYIO JOJII0 Cpelu
BceX O€NOK KOAUPYIOIIUMX TEeHOB. MeHbIlle BCETrO MPUXOAUTCS Ha TEHBI,
OTBETCTBEHHBIE 3a HMOHHBIM TOMEOCTa3, CHUHTE3 CTPYKTYPHBIX OCJIKOB H
BBIpaOOTKY 3Hepruu (puc. 3.1.2.1).

(a) (b)

Transcription

Metabolism [ Cell growth, cell division,
\ /' DNA synthesis

_Cell rescue, defense,
-~ cell death, aging

_- Cellular
communication/
signal transduction

Protein destination

Unclassified
~Intracellular transport

“Cellular biogenesis
Transport facilitation
‘Energy

Genome size: \ Protein synthesis
125 Mb. ORFs: ~25,000 lonic homeostasis

© 2010 Pearson Education, Inc.

Pucynok 3.1.2.1. MogenbHOe pacTeHue apabuaoICcuc (a) U Kpyronas
auarpaMma, IpeICcTaBIISIoIIas MPOMOPIIMOHATIFHOE pacpeie/ieHne TeHOB
apabujorcuca coriacHo ux GyHKIIMOHAIbHOM romonorui (b).

B nameit pabore mo cOopke de novo W aHHOTAIIMH T€HOMA PACTECHHS
Boechera retofracta u3 cemeiicta xamycTHbIX (Brassicaceae) juist npenckazaHus
TCHOB, KOIUPYIOMHUX OEJIOK, MBI HCIIOIH30BaTd KOMOWHHPOBAHHBINA TOIXO/,
OCHOBAaHHBIY Ha MPEJACKA3aHNH Ha OCHOBE TOMOJIOTHH U TIpeAcKa3anuu de novo,
MOCJICTHAN MUCITOJIH30BAJICS TOJIBKO TSI 3aMIOJTHEHHSI POOEIOB B COOpKE TeHOMa
U Uil pacUIMpEHHs NpeACKa3aHuld Ha OCHOBE romoJioruu [62]. [ns
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JI0Ka3aTehCTBA HATMYKS TEHOB Ha OCHOBE TOMOJIOTHH HCIIOIB30BAIA OCIKU U
TPAHCKPUIITHI YETHIPEX OJIM3KOPOJICTBEHHBIX BUOB U3 ceMeiicTBa Brassicaceae:
Arabidopsis thaliana (assembly TAIR10), Brassica rapa (Brapa_1.0), Capsella
rubella (Caprubl 0), Eutrema salsugineum (Eutsalgl 0), xoTopbie ObLIH
BBIDOBHEHBI Ha COOpKY B. retrofracta ¢ momoibio mporpamMmmbl Exonerate c
HCITOJIb30BAaHUEM MOJIENH protein2genome, MPH 3TOM JeJaid MaKCUMyM TPHU
BbIOOpKHU Ha Oenok. B utore B reHome B. retrofracta Ovuio npeackazano 27048
reHoB u 28269 TpaHCKpUNTOB, pa3HUlla HaOIIOJanach 3a CUET TEHOB,
konupytomux TPHK wu pPHK. B mnpomecce pacnpenenenus O€IKOB IO
OpPTOJIOTHYECKUM  TpPYyIIaM  BBIOMpPAINCH  CaMble  JUTMHHBIE  OCIKH,
COOTBETCTBYIOIINE KaXJOMY MpEJICKa3aHHOMY TeHY y B. retrofracta n 1iectu
IpYTUX BUJIOB U3 ceMeiicTBa Brassicaceae: B. stricta (coopka v1.2), Arabidopsis
thaliana (TAIR10), Arabidopsis lyrata (v.1.0), Capsella rubella (Caprubl 0),
Cardamine hirsuta (v1.0), Eutrema salsugineum (Eutsalgl 0). benku Obuin
BbIpoBHEHHI 110 npodmintro HMM (anrn. Hidden Markov Model) nonmuoxkectBa
braNOG wu3 6a3el ganubix eggNOG c¢ ucnons3oBanuem HMMER. Haubonee
OJM3KME COBIIA/ICHUS W3 BRIPABHUBAHWM OBUTH M3BIICYCHBI M MCTIONB30BAHBI JIJIS
COTIOCTABJICHUS C COOTBETCTBYIOIIUMHU OPTOJOTUYCCKUMH TPyHmaMu OEITKOB C
MOCIIEIYIOIIUM BBIICJIEHUEM OPTOJIOTOB C OJHOM KOTIUEH.

—— Boechera retrofracta

-

Boechera stricta

Capsella rubella

Arabidopsis lyrata

Arabidopsis thaliana

Cardamine hirsuta

Eutrema salsugineum

Pucynok 3.1.2.2. ®unoreHetuyeckoe AepeBO cemMu BUAOB Brassicaceae.
JlepeBo ObLIO YKOpPEHEHO ¢ MOMOIbl0 E. salsugineum B KayecTBE BHEIIHEH
rpymmnbl. Yucla B y31ax COOTBETCTBYIOT MOJAEPKKE OyTCTpamnoB [62].

OnHOKOMUMHBIE OPTOJOTHYHBIE OEIKH CEMH BHJOB, BKJIIOUECHHBIX B
aHaJIN3, CPABHUBAJIUCHh IyTEM MHOXECTBEHHOTO BBIPABHHBAHUS MPU MOMOIIU
osictporo mnpeoOpazoBanusi dypre (MAFFT) u nporpammber Exonerate c
ucnons3oBanueM Mojenu cDNA2Genome. [Ipeackaszanue NpPOBOAUIOCH €
nomoIsio mporpammuoro nakera AUGUSTUS. benku Obut TpaHCIUPOBAHBI U3
MpeACKa3aHHbIX T'€HOB U comocTaBieHbl ¢ nmomombio HMMER 3.1 u BLAST
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anropuTMoB ¢ 0Oazamm nmaHHbIX Pfam u Swiss-Prot coorBeTcTBeHHO. I'€HBI
tpancnoptHoit PHK (TPHK) u pu6ocomnoit PHK (pPHK) Gbutn peckaszaHnsl ¢
nomomibto nporpamm tRNAscan-SE v1.3.1 u Barrnap v0.6 coOTBETCTBEHHO.
Bcero y cemu wuccieloBaHHBIX BHUJOB ObUIO HJEHTHGUUIHUPOBAHO 8959
OJHOKOINHIHBIX OpTOoJIoroB. Ha mx ocHoBe ¢ momomipio nporpammsel RAXML
1000 pa3 6bLTO PEKOHCTPYHUPOBAHO M MPOTECTUPOBAHO JEPEBO MAKCHMATbHOTO
MPpaBI0NoA00UsI, KOTOPOE OBLIO YKOPEHEHO C MOMOIIbI0 Eutrema salsugineum B
KadyecTBe BHeIIHEeH rpynisl (puc. 3.1.2.2) [62].

Kpome Toro, Mbl ncciie1oBaliv JOKYC TUCTUAUHOBOM AK30HYKJI€a3hl
APOLLO, xOTOpPBIif aCCOLIMUPOBAH C allOMUKCUCOM y Boechera, u npeioXuIn
MOJIEJIb €T0 3BOJIIOLUN Yepe3 ceputo ayrukannii. APOLLO nacnenyercs
OMaIeNIbHO, YEPE3 «aIoaIeNIn» U «CEKC-AIITIEIN, PAa3IMYAIOIIUECcs 10 CBOEMY
noauMoppu3My U Koaupyrome GakTopsl TpaHCKpuniuu. Bee
anOMUKTUYECKUE JIMHUU Boechera spp. reTepo3uroTHsl no amiensim APOLLO
(TO ecTh UMEIOT MO KpailHel Mepe OJHY anoaliedb U OJIHY MOJOBYIO ajljielb), B
TO BpeMsI KaK BCE MOJIOBBIE T€HOTHUITIBI ObLIM TOMO3UTOTHBIMU IO CEKC-aJIEIISIM
[62]. OBomonimonHas uctopus rena APOLLO Oblna IpoBepeHa ¢ MOMOIIBIO
METOJIa MAaKCUMAJIbHOTO MpaBaono10ous. [leppoHauanbHOe BHIpaBHUBAHUE
COOTBETCTBYIOIIMX  KOAWMpyOmMX mnociegoBatenbHocter  (CDS)  Obw10
BBITIOJTHEHO C TNOMOIIbI0 mporpammbl prank v.140110 ¢ ydyeTomM KOJOHOB.
Pe3ynbTaT BhIpaBHUBaHUS B JajbHEWIIeM ObUI MCIOJIB30BaH JJIsl TOCTPOCHHUS
(dunoreHeTHYECKOro JpeBa Ha ocHoBe monaenu Tamypa-Hes. bouio BbIOpaHO
JIepeBO ¢ HauOoibIMM Jorapudmuyeckum mpasaonogoduem (-12 153,79).
Ucxonnoe pgepeBo (a) s IBPUCTHYECKOTO TIOMCKA OBLIO  IMOJYYEHO
aBTOMATHYECKU NyTeM mnpumeHeHust anroputMmoB Neighbor-Join u BioNJ k
MaTpulle TOMapHBIX PACCTOSIHUM, OILEHEHHBIX C HCIOJIb30BaHUEM MOAXO0Ja
MaKCHUMAJIbHOTO clioxkHOTro npaBaonogooust (MCL), a 3aTem BpIOOpa TOMOIOTUH
C TPEBOCXOJHBIM 3HAaYCHHEM JorapupMuueckoro mnpapaomnogoous. Bce
TO3HUIIUM, COAEpKallie MPoOeabl U HEJOCTAIOIIMEe JaHHbIe, ObLIN yaaneHbl. B
OKOHYATEJIFHOM Habope MaHHBIX ObUTO Bcero 1158 mo3ummii. DBOMOIIMOHHBIN
aHanu3 npoBoauiics nporpammord MEGAT7 [62].

BeTrBu Ha nepeBe ObLIM CrpynNmUpOBaHBI MO I'€HAM, a HE MO BUJIAM,
Mpejnoaras, 4To COObITHE TPUILUIMKALIMK UMEJI0 MECTO J0 pa3iesieHUs] BUIOB
Brassicaceae. BeTBb, Beqyias K ano-ajuiensaMm, HAXOAUTCS MO MOJ0KUTEIbHBIM
otoopom (Ka / Ks = 1.4646), 49T0 TUNUYHO [JIs IapajioroB, KOTOpPBIC
HEOOXOJMMBI JUIsl BbINOJNHEHUsT HOBOW (yHkuuu. KospduimeHt orHoueHus
Ka/Ks ncnons3yercs i OLeHKH Oalanca MeXIy HEUTpaJbHbIMU MYyTalUsIMHU,
OUMILAIOIIUM OTOOPOM M TMOJE3HBIMU MYyTallUsIMH, KOTOPbIE BO3JIEUCTBYIOT Ha
TOMOJIOTUYHbBIE KOJupytoiue 0enok reubl. Koagduiment paccuntsiBaeTcs KaKk
OTHOIIIEHHE  KOJMYECTBA 3aMEH  HECMHOHUMHYHBIX  aMUHOKHUCJIOT B
HecuHOHMMUYHOM caiTe (Ka) 3a naHHbI Tepuoj; BPEMEHH K KOJIUYECTBY
CHHOHMMHUYHBIX 3aM€H B CHHOHUMHYHOM caiiTe (Ks) 3a ToT ke mepuoa (cm.
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24 Boechera sp. 111A2513 AGZ19441.1
Boechera sp. 1A2 57 AGZ19466.1
Boechera retrofracta BOERETT00009967
Boecherasp. 33A2 56 AGZ19434.1
Boecherasp. 11A2 S8 AGZ19465.1
Boechera stricta Bostr.3288s0084.1.p
Boechera divaricarpa ES517 Bdiva_06665.t1
Boechera sp. 33A2 AAGZ19452.1 NEN3 exonuclease (APOLLO)
Boechera sp. 111A2 ABAGZ 19456.1 Apo-alleles
& | Boecherasp. 142 A1 AGZ19464.1
5l Boechera sp-1A2 A3 AGZ19454.1
Capsella rubella XP 006301722.1
Arabidopsis thaliana NP 001319380.1
Arabidopsis lyrata XP 020890836.1
Cardamine hirsuta CARHR0567650.1
Eutrema salsugineum XP 006390432.1 -
Cardamine hirsuta CARHR205440.1
100 Eutrema salsugineum XP 006399252.1
Capsella rubella XP 006287677.1
oo 1 Boechera divaricarpa Bdiva_33944.t1
Boechera stricta Bostr.13129s0195.1.p

78 L— Boechera retrofracta BOERETT00023613
200 Arabidopsis thaliana NP 196388.1

91 Arabidopsis lyrata XP 020878892.1
—— Eutrema salsugineum XP 006394513.1
Cardamine hirsuta CARHR275150.1
Capsella rubella XP 006280383.1
Boechera divaricarpa ES517 Bdiva_12828.t1
Boechera stricta Bostr.26833s0101.1.p
Boechera retrofracta BOERETT00035979
Arabidopsis thaliana NP 200947.3
5 Arabidopsis lyrata XP 020871240.1
100 — Glycine max GLYMA17G11030.1

{il L—— Giycine max GLYMAO5G00890.1

NENT exonuclease

NENZ exonuclease

9z

Vitus vinifera VIT 17s0000g06510.t01

54 Populus trichocarpa XP 006374452.1

—

0.050

Puc. 3.1.2.3. ®unorenernueckoe aepeBo 3Boonuu n3ohopm nokyca APOLLO
(ox3onykineaza NEN) y cemu BuaoB u amieneid Jnokyca APOLLO
aOMUKTUYECKUX BUAOB Boechera. IlocnenoBarensHoctu Populus trichocarpa,
Vitus vinifera n Glycine max WCNOJIb30Balldi B KAay€CTBE BHEIIHEW TPYIMIIBI.
Knana, otHocamasicas k nokycy APOLLO, BblaeneHa roiayObIM LBETOM, a
anoajuieNd - KpacHbIM. UHcIiia BO3J€ y3JI0B MPEACTABISAIOT COOTBETCTBYIOIIYIO
MoAAePKKY OyTcTpamnos [62].

naparpad 1.2.1). CHHOHUMHYHBIE 3aMEHBI CUYUTAIOTCS HEHUTPaIbHBIMH, TaK YTO
COOTHOIIIEHUE YKa3bIBAE€T HA YHUCTHIM OanaHC MEX]Yy BPEIHBIMHU U TMOJIE3HBIMU
myTanusimu. 3Hadenus Ka/Ks, 3HaunTenbHO MpeBblIatoue 1, MaloBepOsSTHBI U
MOTYT HaOJIOJAThCS, €CJIM MO KpailHell Mepe HEKOTOpble U3 MyTaluil OyayT
nojie3HbIMU. Eciu JomycTUTh, YTO TMOJIE3HbIE MYTAIlUd BHOCST HEOOJBIION
BKJaJ, TO KS OlleHHBaeT CTENEHb 3BOTIOIMOHHBIX OTPAHUYECHHUI.

MyTalnmoHHbBIA aHATU3, CPABHEHUE T€HETUYECKUX TOMOJIOTOB U U3yUYECHUE
UX (UIoOreHuu OmpenensaioT HE3aMEHUMYIO0 CTPAaTerHi0 MCCIEeIOBaHUN B
byHKkIMOHANBHON TeHeTuke. OIHAKO nisd HW3ydyeHHs (QYHKIUMU TE€HOB Ha
MMOJJHOTEHOMHOM YpPOBHE OCHOBHBIMM METOJAMHU HCCIIEIOBAHUS SIBIISIIOTCS
aHaJIN3 TPAHCKPUIITOMOB U MPOTEOMOB.
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Bonpocer:

1) Yrto Takoe roMoJIOTHsi, OPTOJIOTUS U MAPOJIOTUs?

2) Kak ucnonas3yroTcs OpTOJIOTH A1 PUIOTeHUH?

3) Yto Takoe CHHOHUMUYHbIE 1 HECUHOHUMHUYHbIE aMUHOKUCIOTHI?

4) Kak onpeaensitoTcs reHbl MO MOJ0KUTEIbHBIM YBOTIOIIMOHHBIM
oTO0pOM?
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4. (I)yHK]_lI/IOHa.]ILHaﬂ IFC¢CHOMHKAa 1 COBPCMECHHBIC METOAbI aHAJJIN3A

4.1. ®ynKkyuonanbHBLl AHATUI MPAHCKPURMOMA

Korna renom denoBeka ObUT MOJTHOCTHIO CEKBEHUPOBaH, (POKYC BHUMAHUS
CMECTWIICS Ha HJACHTHU(PUKAIUIO W aHHOTHPOBAHUE €ro (PYHKIHMOHATBHBIX
AJIEMEHTOB, BKJIIOYas TE€, KOTOpPbIe PETYIUPYIOT JKCIPECCHUI0 TE€HOB.
Nnentudukanus TakuxX 3JIEMEHTOB, B TOM YHCJE BBIABICHUE TE€HOMHBIX
BAPUAHTOB, CBSI3aHHBIX C YCTOMUYMBOCTBHIO U BOCIIPUUMYHMBOCTHIO K PAa3TUYHBIM
3a007€BaHUSM, SBISETCS BaXXHBIM IIArOM K Pa3BUTHUIO MEPCOHATU3UPOBAHHOMN
npeuu3uoHHoil meaunuubl  (Ilpoekt «OHuuknonenuss saeMmentoB JIHK»
(ENCODE) [63].

Bce nponeccrl Ha ypoae PHK, BkITtO4ast akTUBAIUIO WJIM MHTUOUPOBAHUE
TpaHckpunuuu, npoueccunr MPHK wu ee Ttpancmoprt, peryaupyrorcs
pa3nuuHbIMUA (YHKIIMOHATBHBIMU 35ieMeHTamMu reHomHoit JIHK. Tem He meHee,
HauOoynee BaKHAsl PEryisilus MPOUCXOAUT HA yPOBHE  HWHUIUALMHU
TPAHCKPUIIUU C MOMOIIBIO PETYIATOPHBIX AJEMEHTOB, KOTOPhIE HA3bIBAIOTCS
YUC-peryJIATOPHBIMU  DJIEMEHTaMK/  TOCIEJOBATEIBHOCTAMH  (Y4acTKH
Hekoaupytomeit JJTHK, koTopsie peryiupyroT TPaHCKPHUIILUIO COCEIHUX T€HOB:
IRES, TATA-Gokc u [p.) W mMPaHC-PETYIATOPHBIMU  3JEMEHTaMu/
MOCJEA0BATEIBHOCTSMH - TMPEJCTaBISIIOT coboi mocnenoBatenbHocTH JIHK,
KOJIUPYIOIIKE BBIIECTOAIINE PETYIATOPHI, T. €. mpaHc-AeUCTBYIONINE (GaKTOPHI,
KOTOPBIE MOTYT U3MEHSTh WJIH PETyJIUPOBaTh SKCIPECCUIO OTAAJICHHBIX T'€HOB
[64].

Daxmopvl mpauckpunyuu (TF), Takue KaK aKTHBATOPHI U PEMPECCOPHI
(BKJTIOUAasT ~ KOAKTUBATOPHI M KOPEMPECCOPhI), B3aUMOJCUCTBYIOT  CO
cneuuduyeckumu  ydyactkamu JHK, To ecTts ¢ yuc-nedcTByromumMu
PETryJATOPHBIMU TMOCIIEIOBATEIIbHOCTSIMU/2JIEMEHTaAMHU, KOTOPBIE BKJIOYAIOT
ocHoBHOM mpomotop (¢ TATA-OGokcoM © JpyrUMH  CBSI3BIBAIOIIUMH
AJIEMEHTaMM), MPOKCUMAIbHBIN MPOMOTOP, SHXAHCEP, CalIeHCep, UHCYIISITOP U
obmacte  koHTpons Jokyca (LCR). HcchmemoBanue — IepedmMCICHHBIX
PETrYyJATOPHBIX SJEMEHTOB SIBISICTCS CIIOXKHOM 3amayedl JUisl YYEHBIX BBUIY
TPYAHOCTEN B MACHTU(DUKALINY TTOJIOKEHUS PETrHoHa cTapTa TpaHckpuniuu (TSS
- transcription start sites) U peruoHa CBS3bIBaHHS (HDAKTOPOB TPAHCKPHUIILINU
(TFBS - transcription factor binding site) B kopoBoM mpomortope. OnHaKo Ha
JAHHBIA MOMEHT CYIIECTBYET HECKOJIBKO SKCIEPUMEHTANBbHBIX (PUCYHOK 4.1.1.)
1 OMoUHGOPMATHYECKUX TTOAX0JIOB JIJIS PEIICHHUS 3TOU 3a1aun [64].

4.1.1. @yHKyuoHabHLIE AHATU3LL, KOMOPbLE USMEPSIOM AKMUBHOCHb
Dpe2yImopHO20 dNleMeHma mpaHCKpunyuu

OI[I/IH 3 HauoOoJjee YHUBCPCAJIIbHBIX MCETOAOB OIPCACIICHUSA WM aHaJIMU3a
AKTUBHOCTH PCTYJIATOPHOI'O 3JICMCHTA TPAHCKPUIIIUN OCHOBAH Ha
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a Core promoter E

LTATA T | L |

Reporter gene

b Proximal promoter

—Qﬂ_

(TATA 17 J

Reporter construct

C Enhancer /,_._\
I — =_

Reporter construct

d Silencer /'\/
I — =‘£-

L_(strong} |
Reporter construct

€ Insulator

g /{ “ /—’\
blocking

activity \ 1
Reporter construct

Heterochromatin- I] /\
| SR

activity L J

Reporter construct

f Locus control region
Spatial/temporal
expression?

| |
Reporter construct

Pucynok 4.1.1. IlpuHuunel (GyHKIIMOHAIBHOTO aHAlu3a AaKTUBHOCTH
PETrYJATOPHBIX AJIEMEHTOB TPAHCKPUIIMH. TpaaullMOHHBIE METOJbl aHalnu3a
aKTUBHOCTH  DJIEMEHTAa  PEryJISIIUM  TPAHCKPUILUMUM  Oa3upyloTcs  Ha
WCIIOJB30BaHUM AHAJIM30B HA OCHOBE IUIa3MUJ (YepHasi OCHOBHAsl JIMHUS Ha
CXeMax) WIH TPAHCTEHHBIX PENOPTEPHBIX reHOB. (a) [ aHann3a aKTUBHOCTH
KOPOBOT'O MPOMOTOpPAa TECTHUPYEMbIH T'€HOMHBIN CcerMeHT (Toiy0oil IBET)
KJIOHUPYIOT B IUIQ3MHUAY HEMOCPEICTBEHHO IEepe]] PEHOPTEPHBIM TE€HOM, B
KOTOPOM OTCYTCTBYEeT SHIoreHHbli mnpomotop. (b — d) IIpoxcumanbHbie
MPOMOTOPBI, JHXAHCEPbl W CaWJIEHCEPbl MOTYT OBITh MNPOAHAIU3UPOBAHBI
AHAJIOTUYHBIMU METOJaMU, KOTrJa TEHOMHBIA CErMEHT KIOHUPYETCS BBIIIIE
pPEMOPTEPHOTO TE€HA, YIPABISIEMOTO COOTBETCTBYIOIIUM MPOMOTOPOM. (€)
AKTUBHOCTH 1O OJIOKMPOBAHUIO IHXAHCEPA UHCYJATOPA MOXKET OBITh U3MEPEHA
C MOMOIIBIO aHAJIN3a HAa OCHOBE IJIa3MUJ, KOTOPBIM OTCIEKUBAET CIOCOOHOCTD
KJIIOHUPOBAHHOTO HWHCYJSTOpPa BMEIIMBATHCS B KOMMYHHUKAIIMIO HSHXaHCEP-
MpOMOTOp, TOrJa KakK  METOJbl, KOTOpbIE HU3MEPSIOT  AKTUBHOCTH
reTEPOXpPOMATUHOBOIO Oapbepa, TpeOyIOT aHaIM3a TPAHCTEHHOTO pernopTepa st
OMpENENICHUs] CIOCOOHOCTU MHCYJATOpPA, YTOOBI 3alllUTUTh TPAHCTEH OT
penpeccuBHbIX 3¢ dekToB rerepoxpomatuHa. (f) CmocoOHoOcTh 00macTu
KOHTpOJSL JIOKyca TpeoaosieBaTh A(PQGEKThl TMOJOXKEHUS U 00ecreyruBaTh
MPOCTPAHCTBEHHYIO W/WJIM BPEMEHHYIO SKCIPECCHUI0 U3MEPSIOT C MOMOUIBIO
aHaJIM3a TPAHCTE€HHOTO penopTepa [64].
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WCIIOJB30BaHUU aHaIN3a PENOpPTEPHOro TeHa. Bplllie Mbl YK€ YHNOMHUHAIU
ucnoias3oBanue penoprepHoro resa GUS. Jlnsg momoOHOro aHaamsa y4acTOK
JIHK, xoropsiii Oylaer TecTUpOBaThCA Ha PETrYJATOPHYIO aKTUBHOCTD,
KJIOHUPYIOT B IJIa3MUJY, PACHOJOKEHHYIO BBIIIE JETKO aHaJU3UPYyeMOro
pPENoOpPTEPHOro TeHa, TaKoro kak xiopamdpenukonaneruntpanchepasza (CAT), B-
rajakrosuaasa, 3eineHoro QuyopecuentHoro Oenoka (GFP) wunu rena
monudepassbl. s neneit KpynmHoMaciTabHOro CKPUHUHTA TEHOMHBIE CErMEHThI
MOTYT TE€HEPHUPOBATHCS CIy4alHbIM, (PEpPMEHTATUBHBIM JUOO0 (UZUYECKUM
criocobamu. [lonydenHast KOHCTpYKIUA 3aTeM TpaHchUIpyeTcs (BpEMEHHO WU
CTa0MIBHO) B KYJIbTUBUPYEMBbIE KJIETKH, M HU3MEPSETCS aKTUBHOCTD
MEePEHOCYUKa, YTOObI OMNPEACIUTh, COACPXKHUT JU TECTUPYEMbIH CETMEHT
AJIEMEHTBI, KOTOPBIE H3MEHSIOT JKCIpecCHio permoprepreHa (pucyHok 4.1.1).
Tounass  KOHQUrypauusi  PENOPTEPHOM  KOHCTPYKIMH  3aBUCHUT  OT
UJIECHTUPUIHUPYEMOTO PETYIUPYIOLIETO JIEMEHTA.

4.1.2. 'eHOMHBIH aHAJIN3 CAUTOB CBA3bIBAHUSA TPAHCKPUIIIIMOHHBIX
(¢axkrTopos

bbino pa3paboTaHO HECKOIBKO METOJOB ISl UIACHTU(PUKAIIMU CAUTOB
CBSI3bIBaHMS TpaHCKpUNIHOHHBIX (hakTopoB TFBS (transcription factor binding
site) B MacmTabe Bcero TreHoMa. Hampumep, KapTHUpoBaHHE CaWTOB
TUNIEPUYYBCTBUTEIIBHOCTH K J€30KcupuOoHykieaze | - MeTon OCHOBaH Ha
oOHapyxeHun ydacTkoB reHomHoM J[HK, B KOTOpBIX cOCTOsTHME XpOMaThHA
HapyleHo. ['unepuyBcTBuTENbHOE KaptupoBanue catoB k JHKaze I Takxe
UCIIOJIB30BaANIOCh AJisi OOHapyxeHus caiieHcepoB, uncynsatopoB u LCR [65].
Taxke B 2004 r Obuta pa3zpaboTaHa METOJAMKA BBICOKOIPOU3BOIUTEIHLHOTO
oOHapyxeHuUs runepuyBCcTBUTEIbHbIX caiiToB K JIHKaze I B monHoreHoOMHOM
MacmTade [66]. Takoi moaxon sIBASETCS ACHCTBEHHBIM IO CBOEH CIIOCOOHOCTH
OOHapyXUBaTh JIIOOOM PEryJIATOPHBINA 3JIEMEHT, CBSI3aHHBIN C HapyUICHUEM
XPOMOTHHA,; OJIHAKO OH OTPaHUYEH, MTOCKOJIBKY HaJln4ne
runepuyBctButenbHocT K JIHKaze I B kakom nubo caiite noapazymeBaeT, HO HE
JIOKa3bIBAET, HAJUYHUE JIEXKAIIEro B OCHOBE (PYHKIMOHAIBHOTO 3JIEMEHTA
pEryJs iU TPAHCKPUIILIIH.

CnenyromuMm  maroMm B MeToJax aHajgu3a  CBSI3bIBAaHUS
TpaHCKpUNIMOHHBIX  ¢dakTopoB Obul  Meron ChiP-chiP - TexHonorus,
coueraromags uMMmyHonpeuunutanuio xpomatuHa (ChIP - Chromatin

immunoprecipitation) ¢ JIHK-mukpouunom («aunomy») (pucynok 4.1.2.1) [67].
ChIP-on-chip wucnonp3yercss s HCCIEIOBaHUS B3aUMOJCUCTBHI MEXKIY
oenkamu 1 JIHK in vivo. B 3aBucumocTH OT 6€ika, KOTOPBIA CITY>KUT MHUILIEHBIO
JUISI AUMMYHOTIPEIUITUTALIMKY, METOJT MOKET OOHAPY>KUBATh YHXAHCEPHI, a TAKKE
SJIEpPHBIE TPOMOTOPHI.
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Pucynok 4.1.2.1. Pa6ounii npouecc meroga ChiP-chiP. POI - the protein of
interest (MHTEpeCYIONINI OENOK).

ChIP-cexBenupoBanme, Takxke wu3BecTHoe KkKak ChIP-seq mmpoko
MPUMEHSETCS JIJISI TOYHOTO KapTUPOBAHUS TJI00ATHHBIX CAWTOB CBSI3BIBAHUS TS
mo0oro uHTepecytoiero oenka [68] pucynok 4.1.2.2. [Ipex e Bcero 3STOT METOT
HE3aMCHUM I HWIACHTU(QUKAIIMN OSIHUTCHETUYECKOW PETYJSIIUA  TEHOB,
ACCOIMMPOBAHHBIX C 3aKPBITHIM HJIH OTKPBITHIM XPOMAaTHHOM, TO €CTh METO]]
JaeT BO3MOXKHOCTh TJIOOAHO OIICGHUTh, KAaKUE W3 TEHOB, PETYIHPYEMBIX
SIUTEHETUYECKU 3a CUET PEMOJICJIMHra XpOMaTHHA, HaXoIsaTca B pabouem
cocTossHMH, a Kakue B mnoaaBileHHoMm. ChIP-seq codetaer B cebe
ummyHonpeuunutanuio xpomatuHa (ChIP) ¢ cexkBenupoBanuem JIHK s
uneHTUGUKaIu caiitoB cBsa3biBanns JIHK-acconmmnpoBaHHBIX OEITKOB.

DNA . Reads
fragments Sequencing (single-end)

— 0 0 @ —>  GGTATGCC
Nucleosome Open % ACATTGGC

chromatin TTCAGTGC

Read

Histone modification  cpp
§ mapping

,—1

Pucynok 4.1.2.2. Pabounii npouecc ananuza ChlP-seq. [logroroska npo6
Y CEKBEHUpOBaHHUE [69]
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MHorue THUNbl KIETOK, BKJIIOYass WMMYHHBIE KIETKH, MOTYT WIpaTh
BCIIOMOTAaTENbHYI0 (DYHKIMIO KaK B HOPMaJIbHBIX TKaHAX, Tak U omyxousix [70].
Hns stux knetok scChlP-seq (Single-cell ChIP-seq) mo3BosisieT mpoBOAUTH
OLICHKY MOJU(DUKAINI THCTOHOB U JPYTUX XPOMATHH-CBSA3BIBAIOMINX OEIKOB B
MaciiTabe BCEro IeHOMa Ha YPOBHE OTACIBHBIX KIIETOK, MOJYYEHHBIX U3
00pa3IoB ¢ HU3KUM cojiep:kanueM kieTok. HemaBHo Obuin pa3paboTaHbl METOIBI
noaroroBku 6ubnuoreku ChlP-seq (Tabnuia 4.1.2.1) ¢ oTACIBHBIMU MEYEHBIMU
KJIIETKAMH, KOTOpPbIE HUCIONB3YIOT MHUKPOQIIOUIHBIE CUCTEMBI, METKY
Tpancmo3a3zoi Tnd u crparerun 6e3 ucnonb3oBanus ChIP. IlepBreiii Meton
scChlIP-seq, scDrop-ChIP [104], ucnonb3yeT MUKPOQIIOUIHBIE CUCTEMBbI IS
METKH KJIETOK B cOueTaHuM ¢ kKaHoHn4deckumu merogamu ChlP nns reneparuu ~
800 HenyOMMpyeMbIX CUMTHIBAHUN Ha KJIETKY. KanmeabHblii MUKPOKUIKOCTHBIM
Meton [105] oGecmeuymBaeT Oosice BBICOKOE pa3pellieHHe, MPOU3BOJS OKOJIO
10000 HEnmoBTOPAKOIIMXCA CYUTBIBAHMM Ha KIeTKy. OrpaHud4eHueM JTHUX
METOJIUK SIBJSICTCS TO, YTO CIIEHHAIM3UPOBAHHBIE MUKPO(IIOUIHBIE YCTPOUCTBA
0OBIYHO HEJAOCTYIHBI B OOJIBITUHCTBE JIA0OPATOPHUA.

Ta6nuna 4.1.2.1. scChIP-seq (Single-cell ChIP-seq) meTos

MeToabl [TpyuHIMI Ccpuiku
scDrop-ChIP ChIP u|[71]
MUKPOQIIOUTHAS
cucrema
sc-1tChIP-seq ChIP u|[72]
TarMeHTaIus
scChIC-seq ChIP-free [73]
(pacmiernieHne ¢
MTOMOIIIBIO
MOHOKOKKOBOM
HYKJI€a3bl)
CUT&Tag ChIP-free [74]
(TarmeHTaLINS)
ACT-seq ChIP-free [75]
(TarmeHTaINS)
CoBATCH ChIP-free [76]
(TarmeHTaLINS)

B tabnuue 4.1.2.2. nepednciieHbl TEXHOIOTUH, UCTIONb3YEeMbIE IS
TPaHCKPUITOMUKHU.
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Tabnuna 4.1.2.2. TexHOIOTuU TPAaHCKPUITOMUKH

TexHosorus Ipunuun

Northern Blot | MeTon uccnenoBanus S3KCIIPECCUU T€HOB IIyTEM TECTUPOBAHUSA MOJIEKYJI
PHK (MPHK) u ux ¢parmenToB B oOpa3max
@)\ - Knetka
(- ]

l Boiaenenue AHK unu PHK

=7 ;
/\l\w ’\1\ S PectpuKkuma ~ PHK-
' ’ l AeHatypupylouwue
‘I' Arapos3Hblii renb-anekTpogpopes ycnosus
o * AHK—HaTtusHble
ar—— 2 ycnoBus

—_ «banab» AHK uau PHK

NepeHoc Ha memb6paHy
,L M'bpuausaumsa co cneynuPuuHbIMK 30H4aAMU

Papwoastorpadmna unmu gerekumua
¢noopecueHyum

SAGE/CAGE : DNA gene in genome

Transcription

Pre-mRNA

In vivo

{f

Intron splicing
Mature mRNA
Reverse transcription
ds-cDNA
Digestion
X X+11

‘Tag’ fragments

Ligation
X X X X X X X X X X X X X X

In vitro

Concatenated tags

342314224212412242124123114
Sanger sequencing

Concatenated tag sequences AT AT T AT AL T T AT GANO AT G AT AT G AN T A A (AN AN ANEECE000

Tag deconvolution

In silico

Tag counting
Tag 1234
Cepuiinblii ananus sxcrpeccuu reHoB (SAGE) [77] — meTon, ocHOBaHHBIM Ha

cekBeHHpoBaHUU 10 CaHrepy COEOUHEHHBIX (PArMEHTOB CIy4ailHBIX
TPAHCKPUIITOB.




Meton wom-ananmusa 3kcnpeccun reHoB (CAGE) mpexacraBnser coboit
BapuaHT SAGE, KoTOpBIii ycTaHaBIMBAET OCIEA0BATENBHOCTD TEFOB TOJIBKO
c 5'-xonna tpanckpunra MPHK [78].

qPCR

beICTpBIN, TOYHBIM, YYBCTBUTEIBHBIM M  BOCIPOU3BOJUMBIA  METOJ
konuuecTBeHHoro onpenenenus MPHK B pexume peanbHoro Bpemenu

cDNA
microarray

DNA gene in genome

Transcription

Pre-mRNA

In vivo

Intron splicing
Mature mRNA
Reverse transcription
ds-cDNA
Fragmentation
ds-cDNA fragments
Fluorescent labelling

Labelled fragments

In vitro

=l

Array binding

Ordered microarray

Array fluorescence intensity

In silico

Gene 1234

MHUKpPOYHUIIBI COCTOAT U3 KOPOTKUX HYKJICOTHUIHBIX OJUTOMEPOB, U3BECTHBIX
KaK «30HJIbI», KOTOPBIE PACHOJIOXKEHbI HAa TBEPAOW MOJUIOKKE (Hampumep,
crekse). TpaHCKkpunThl M3 NpPoOBl THOPUAM3YIOTCA C  (PIYyOpPECcHeHTHO
MEYEHHBIMU TPAHCKpUNTAMU MUKpouuna [77].
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RNA-Seq DNA gene in genome |

g Transcription
=
Pre-mRNA
= m
e .
Intron splicing
Mature mRNA —
Fragmentation
o rnafragments [HNNESN E DN DN B -
E Reverse transcription
>
s ds-cDNA fragments [N [ [ [N [ #
—
High-throughput sequencing
Seq uences TATGAGACGCATGITA ACCCoGor GUGATATATATA COCGACGATGACT ATATAGC TCGACT GOCAT
Sequence processing
Alignment ——— — _ e e —
Q
.E GAT AGGT GTGACTACCGOCCCAT GAAGCGGCACT GACTAT GAGACGCAT GCT AACCCOGCCGUGATAT AT AT ACGCGALH GACTATATAGCT CGACT GCCAT GACAMAGTGAAGCCGTATATCTGCTGGGTA
E Genome sequence
<
-—

spiceraronts N N —
siewionts N —

RNA-Seq oTtHOCHTCSI K KOMOMHAIIMM METOJOB BBICOKOIPOU3BOIUTEIHHOTO
CEKBEHHPOBAHUS C BBIYUCIUTEIBHBIMH METOAAMHU JUISI MACHTU(PHUKAIMUA U
KOJINYECTBEHHON OLIEHKU TPAaHCKPHIITOB, NMPHUCYTCTBYIOMUX B o0meit PHK,
BBIJICJICHHOW W3 OIpPEICICHHbIX TKaHe WKW KIETOK. ['eHepupyemsblie
HYKJICOTUIHbIE MTOCIEA0BATENLHOCTH 0OBIYHO UMEIOT JAIHHY okoso 100 m.H.,
HO MOTyT BapbupoBathcs oT 30 m.H. 10 6or1ee yem 10 000 m.H., B 3aBUCUMOCTH
OT HCIIOJIb3yeMOro MmeTtoja cekBeHupoBaHusa. RNA-Seq wucnonbsyer
ri1y0OKYI0 BBIOOPKY TPAHCKPUIITOMA CO MHOKECTBOM KOPOTKHX (hparMeHToB,
4TOObl  O0ECNEYUTh  BBIYMCIUTENBHYI0  PEKOHCTPYKLIHIO  HMCXOIHOTO
tpa"ckpunrta PHK nmyrem BelpaBHUBaHUS pUAOB Ha STAJIOHHBIA T€HOMOM WJIN
Apyr Ha apyra (c6opka de novo) [77].

4.2. Buongopmamuueckuii aHaaiu3 mpaHcKpunmoma

Metoapl  TPAHCKPUIITOMUKH  TPEOYIOT  OOJBIIMX  KOMIIBIOTEPHBIX
BBIYUCIICHUNA Kak sl oOpaOOTKM [MaHHBIX, IMOJYYEHHBIX HA MHUKpPOYHUIIAX
(microarrays), Tak u Jyisi 00padboTku pe3ysbratoB RNA-seq. Cxembl mporieccoB
OnonH(pOPMATUUECKOTO aHAIN3a JAHHBIX, MOJYYEHHBIX HA MUKpouumnax cDNA
u RNA-seq, npencrasnens! Ha pucyHkax 4.2.1 u 4.2.2 cOOTBETCTBEHHO.
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i 1
Microarray hybridization

[

Image analysis
and
normalization

Identification of Cluster analysis Classification Other analyses
differentially (e.g. Pathway
expressed genes analysis,

transcription
factor analysis)

Pucynok 4.2.1. Cxema aHaim3a NaHHBIX, MOJYYEHHBIX TexHoioruen cDNA
microarray [79]. Co cnuckoM mnporpaMMm Juisi pabOTbl C JTaHHBIMH MOKHO
O03HAKOMUTBCS TaM XKe€.

spliced alignment Unspliced alignment

— —
=

Transeriptome reconstruction

Reference-independent |
| Rafersuco:pulded (De nove assembly) | ‘
\

[ Genedevel Isoform-Jevel ]

Pucynoxk 4.2.2. Cxema aHanu3a JaHHBIX, NOJIy4eHHBIX TexHonorueii RNA-Seq
[80]. Co cnrckoM mporpaMm Jijisi paboThl C JAHHBIMU MOKHO O3HAKOMUTHCSI TaM
xke. KpacubiMm 0003HAaUe€HBI HCXOJHBIE JlaHHbIC, pe(PEepPeHCHBII T'eHOM,
anHoTanus. Opamkesbiv (00padoTKa TTOIYUCHHBIX CHLIPBIX PUIOB) - KOHTPOJIb
KauecTBa pPHUJOB, YyaJeHUE HWHJIEKCOB. 3CICHBLIM (BLIDABHUBAHUE PUJIOB) -
BBIPAaBHMBAHUE TOCIIE€ CIUIANCUHTa, BHIpaBHUBAHUE N0 CIUIacHUHra. | 0i1yOniv
(cOopka TpaHCKpUNITOMA) - BbIpaBHMBaHUE Ha pedepeHc, BbIpaBHUBaHHE Oe€3
pedepenca (coopka de novo). Cunum (KOIMUECTBEHHAS] OI[EHKA SKCIIPECCUN) -
KOJIMYECTBEHHAs! aHAJIN3 HAa YPOBHE I'€HOB, KOJMYECTBEHHBIN aHaIn3a HAa YPOBHE
nzodopm. OuoneroBbiM (AudPepeHnanbHbIi aHan3 SKCIPECCUN) - HA YPOBHE
reHHa, Ha YPOBHE U30MOP(DM.
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Read distribution Chromatin state Chromatin state

Mapfile Normalization et annotation clustering
visualization 2

= 3 1
= S= % == 5 2
= s ™ s, £ F
:‘; 7]

< mEmmetm

#  gEEs

388552

2T2802

rx
Peak calling Motif analysis GO analysis

% Regulation of cell proliferation s
i Rogulation of coll growth s
= 1
¢ T Regulation of growth s
- <Yy LSCLYIG

Cell-substrate adhesion —

Pucynok 4.2.3. Komnerotepusiit ananu3 aanasix ChlP-seq [69]. [Iporpammuoe
obecnieuenue st OuouHdpopmatuyeckoro ananuza JaHHbix  ChIP-seq
npexacrtasieHo B [80].

Bonpocsr:

1) Ilepeuncnure MeTOAbl (PYHKIIMOHAIBHOTO aHAIN3a TPAHCKPUIITOMA.

2) B ueM 3akmrouaercsd NPUHLMI METOJOB, HM3MEPSIOIIUX AKTHUBHOCTb
PETYISATOPHOTO JIEMEHTA TPAHCKPUIILUN?

3) Kakue MeToapl HCHOJB3YIOTCS i1 TEHOMHOIO aHajliu3a CalToB
CBA3BIBaHUS TPAHCKPUIIIMOHHBIX (PAKTOPOB?

4) Ilepeuucnure dTanbl OWOMHPOPMATHUYECKOTO  aHAIM3a  JTAHHBIX,
nonydeHHbIX Ha Mukpounmnax cDNA n RNA-Seq.

5) Kak ocymectBusiercs ananu3 qanHeix ChlP-seq?

4.3. I[Ipomeomuka

4.3.1. yuxyuonanrbHovll aHaIU3 NPOMeoMa

IIpomeomuxoil Ha3pIBAIOT HAYKY, U3YYAIOMNIYIO BCE OCTKM KICTKH, TKAHH
WIM  OpraHm3Ma, TO  €CTh  OCYIICCTBISIIONIYID  CHCTEMAaTHYCCKUI
KpynmHOMAacIITaOHbIM aHanmm3 OenkoB. [log mpoTeoMOM TOHMMAIOT TOJIHBIN
HaOoOp OENKOB, MPOIYIIUPYEMBIX JaHHOW KJIETKOW WJIM OPTaHW3MOM IPHU
OTIPEICTICHHBIX YCIOBUSAX. BENKHU SBISIIOTCS TPOIYKTOM (PYHKITMOHUPYIOIIAX
TCHOB M HEMOCPEJACTBEHHO YYACTBYIOT TOYTH B KaXKIOM OHOJIOTHYECKOM
mporiecce, MO3TOMY MX BCECTOPOHHUN aHAIN3 B KIETKE JAeT MOHUMAHHE TOTO,
KaK JTH MOJICKYJbl B3aWMOJEHCTBYIOT [UISI CO3JaHUS W TOJICPKAHUS
paboTaroieid OMOJIOrHYecKO cucTemMbl. TakuM o0pa3oMm, QYHKIHS KaxJI0TO

93



reHa ONpeEesAeTCs TEM, KaKoi O€JI0K OH KOJUPYET U KaKuM 00pa3oM 3TOT OEI0K
BIIMSIET Ha OMOXUMHUYECKHUE PEaKINU B KJIeTKe U opranusme. Kierka pearupyer
Ha BHYTPEHHUE U BHEIIHUE U3MEHEHHUS, PETYJIUPYS YPOBEHb U AaKTUBHOCTH CBOUX
0€JIKOB, TO3TOMY Kau€CTBEHHBIE M KOJIMUECTBEHHbBIE U3MEHEHUS B TPOTEOME KaK
cucTeMe 00€ecIIeYrBaOT MOMEHTAJLHBIM CHUMOK JTOH CUCTEMBI B JIE€HCTBUU.
benku BBIMONHSIOT MMUPOKUN CHEKTp (GYHKIUNA BHYTPU OpPraHu3MOB, a
aHoMaJbHasl dKCIIpeccust OeNiKa BhI3bIBAET OTKJIOHEHHS TOCTTPAHCKPUIIIIHOHHOM
MoaudUKaUK WIM B3aUMOJEHUCTBUSL Oenka C  JApyruM O€lKoM Wi
HYKJICMHOBBIMM KHCIIOTaMU U TakKUM 00pa3oM MOXKET Hapylmath (QYHKIHUIO
KJIETKH.

OcHOBHBIE METOJIbI TPOTEOMHKHU TepeuuciaeHbl B Tabmune 4.3.1.1.
HemHOro ocCTaHoBHMCS Ha HEKOTOPBIX M3 HHUX. B 3aBUCMMOCTH OT LENU
WCCIIEIOBAHUS CYUIECTBYIOT JIBE€ CTPATETHMM KOJWYECTBEHHOTO OIPEICICHUS
oenka: ummynoananus (C aHTUTEJIAMH) M METOJBI OIpeNeNieHus OelKkoB 0e3
antuten. VMMyHOaHAIN3 WIH ummyHogepmenmusiii anaiuz (MPA) (aHrim.
ELISA) sBnsercs LIHUPOKO HCIOJIB3YEMBIM METOJOM U3-32 €0 BBICOKOH
YyBCTBUTEJIHHOCTH U crielupuyHOCTH. OAHAKO MHOT/Ia UCCIEI0BATEIN MOTYT
CTOJIKHYThCA C MPOOJIEMOM, €ClIh HE CYIIECTBYET aHTUTEN K MHTEPECYIOIIEMY
Oenky. B Takux ciiyyasix peieHueM sIBISIOTCS METO/bl, KOTOPble OCHOBAHBI Ha
nerekiuu Oenka Oe3 antuten. Hanbonee pacnpocTpaHEHHBIM aHATUTUYECKUM
MHCTPYMEHTOM JIJIs1 OOHAPYKEHUS, UICHTUPUKAIIUU U KOJIMYECTBEHHON OIEHKHU
OenKoB sABIsETCS Mmacc-cnekmpomempus (MC), ¥KoTopas OCHOBaHa Ha
3aBUCUMOCTH CKOPOCTH IMEpeMEIleHUsI OEIKOB WM UX YacTed OT MacChl U
3apsiia, METOJ H3MeEpsieT OTHOIIEHHE Macc-3apsiga (m/z) umoHoB. PazButue
Metoga MC nano BO3MOXXHOCTh I0OUTHCS OOJIbIIEH MPOMYCKHOM CIOCOOHOCTH
aHajgu3za 0O0pa3loB, COJAEPIKAIIUX THICAUYU OEIKOB U MOJUIIETHIOB B CBOEM
cocTaBe, ¢ MHAECTU(UKAIMENH KaXJI0ro M3 HUX C BBICOKOM TOYHOCTHIO. Kpome
TOro, cuuTaercs, 4rto meromonorus MC sBisercs ObICTPON W HAACKHOW s
KpynHeix uccienopanuii [81,82]. ITloatomy MC oueHp 4dacTto coyeraercs B
HCCIIEIOBAHUSX C APYTUMU METOJIAMMU.

BakHpIM 11arom Ha MyTH K XapakTepUCTHKE (PYHKIUMU Oenka sIBIsSETCS
uIeHTUPUKAIUS TyTed B3aUMOJEUCTBUSL OEIKOB C JPYTUMH MajbiMU U
MOJMMEPHBIMU MOJIEKYJIaMHU, HaIPUMeEp, ¢ HYKJIEMHOBbIMU kuciotamu, [JHK u
PHK. Ilpu ¢byHKIIMOHAIBPHO T€HETHYECKUX HCCICAOBAHMUAX HanMOOJIee BaKHBIM
MPEJICTABISICTCS BBISBICHUE B3aMMOJACHCTBUN, KOTOPBIE MPOUCXOAAT MEKIY
JIHK u dakTOpamu TpaHCKPUIILIMK WIIM PETYJISITOPHBIMU 3JIeMeHTamMu. B ciydae
PHK oueBugHa HEOOXOAUMOCTh MPOBEPKHU CTEIEHU B3aUMOJCUCTBUS MEXKIY
HYKJICMHOBOM KuciaoTo u pudocomoit unu apyrumu PHK-cBsizpiBarommmu
oenkamu. Ananmm3 B3anmoaerncTBus kak JIHK, Tak u PHK ¢ 6enkamu ocHoBaH Ha
aHAJIOTMYHBIX MeTonax [83,84]. Panee ynmoMsHyTass BBICOKONPOU3BOAUTEIbHAS
MMMYHOIIPEUUIUTAIMS HYKICMHOBON KHUCIOTHI M OEJIKOBOTO KOMILUIEKCa BCE
Yanie CTAaHOBUTCS  MPEANOYTUTEIBHBIM  METOAOM  JJii  OOHapy>KEeHHs
TPAHCKPUNIMOHHBIX (akTopoB M Moaudukanuii ructoHoB. [lociemayronuii
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NGS-a"Hanmu3 wim aHajaIu3

MHUKPOYHUIIOB ITIO3BOJIAIOT I/II[eHTI/I(I)I/IL[I/II)OBaTB

KOHKPETHBIH JIOKYC, TO €CTh 00J1aCTh, KOTOpasi CIeU(PUICCKA B3aNMOICHCTBYET
C UHTEPECYIOIIUM OEITKOM.

Ta6numa 4.3.1.1. TexHoIOruu MPOTEOMUKH

TexHoJorus IpuHnun

ELISA (enzyme-

linked immuno- N bl  Subsirate

sorbent assay) = | ofo e o o s 22| 5| %33

HMMyHOdepMeH- A AAA YYYY YYY )

THBIIi aHAIN3 &

(MUDA) & | O g

> N ‘ 0 —— Antigen level
fﬁ'ﬂé"t?réﬁf'g?é?eﬂr? o evels YYYY - YYY "“n‘t - YYY YrH
‘T’Amlbody Target protein 1, Enzyme-labeled antigen Enzyme reaction

AnTHTENO, cnenuduyHOe K IeJIeBoMy OelKy, MMMOOWIM3YIOT Ha
MOBEPXHOCTH JYHOK MUKPOIUIAHIIETa W WHKYOUPYIOT ¢ 0Opasimamu,
COJIEp>KAlIMMHK IIeTIEBO OEJOK M M3BECTHOE KOJIUYECTBO MEUYECHHOTO
dbepmeHTOM IIeneBoro Oenka B KadecTBe KoHTpois. I[locrme peakiuu
U3MEPSIOT aKTUBHOCTH CBSI3aHHOTO (hepMeHTa, HAaXOMSAIIErocs Ha
MUKpoOIUIaHiiere. Ecnu ypoBeHb OETKOBOTO aHTUTEHA B UCCIIEyeMOM
oOpa3iie BBICOKHMH, TO M KOJUYECTBO CBSI3AHHOTO C aHTUTEIOM
aHTHIeHa, MEUYeHHOro (epMeHTOM, HIKE U OKpacka cBeriee. U
HA00O0POT, €CiHM KOMUYeCTBO Oelka HU3KOE, TO YPOBEHH CBSI3aHHOTO C
AHTHUTEJIOM aHTUTCHA, MEYCHHOTO (DEPMEHTOM, BHIIIE, a IIBET TEMHEE.
I'padbuk BBepXy © copaBa WUIIOCTPUPYET KOPPEIAIUIO MEKIY
abcopbuueii 1 ypOBHIIMH UCCIIEAYEMOr0 aHTUTeHa B oOpasuax [85].

2-DE Equilibration

’ g o

1] m—_l:-:- 9% 1]
= ® e
¢ e,0
s o t .
| . i ‘e ® ®
= L3
= c ¢ S
g =
<] 1 @ [ }
r g T P ¢ ® ®
2 g ®
3 g o
= g ] L X ®
L L
4
Protein @ ¥ 2;
extract IEF SDS-PAGE

JIByMepHBbIii renb-anektpodope3 (2-DE) - ymnoOHbBI HHCTpyMEHT
npoTeoMUKU. OH UCTIONB3YETCs AT pa3AeieHus U (PpaKIMOHUPOBAHUS
CIIO)KHBIX OEJIKOBBIX cMecel u3 Ouonormueckux oOpasnos. 2-DE
paszzgensier OeNKH B JiBa ATala: MEPBbIi Ha3bIBACTCSI N303JIEKTPUIECKOE
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doxycupoBanue (IEF), ¢ momomipio KOTOpOro O€nku IensTcs B
COOTBETCTBUH C M303JIEKTPUUECKUMHU TOUYKamu (pl- Takoil mokasarenb
pH, npu koTopom obumii 3apsn Oenka HeWTpangeH. COOTBETCTBEHHO,
BBIILIE TaKOM TOYKH, TO €CTh IpH Oojee BbicokoM pH obuwmii 3apsin
OeJKa SBJISIETCS OTPULIATENILHBIM, a HHXKE — OJIOXKHUTEIbHBIM). BTopoii
aTan - 3NEeKTpodope3 B MOJMAKPUIAMHIHOM Teje B IPUCYTCTBUH
noneicynbdara Hatpus (SDS-PAGE), koTopsiii pa3nenseT Oenku Ha
OCHOBE MOJIEKYJIIPHBIX MacC (OTHOCHUTENIbHAs MOJEKYJspHas Mmacca,
Mr). Takum 00pa3oM, MOXKHO Pa3JeIUTh THICSIYU OEIKOB U MOTYYHUTh

Y2H (east two
hybrids)

unpopmanuio o0 ux IEF u Mmonekynspabix Maccax. [86]

reporter gene

no transcription

RNA Polymerase |l

T

transcription

JIByruOpuIHBIN aHAIU3 MO3BOJISET JIETEKTHUPOBATH OEIOK-OEIKOBBIC U
JIHK-6enkoBble B3aUMOJICHCTBUS, UCIONB3Ys KICTKU Apoxokeil. Ha
cxeme: (A) Hurepecyrommii 6emok X cmut ¢ JIHK-cBsi3piBaronmm
nomeHoM  (DBD), koHcTpykuuei, Ha3blBa€MOMl  NPUMaHKOM.
[ToreHnanbHO B3aWMOJEHCTBYIOIMKA O€OK Y CIUT C JIOMEHOM
aktuBanmu (AD) wu HaseiBaeTcs «moObua». O0a KOHCTPyKTa
NEPEHOCATCS B KIETKH JApOXoked MeTtofoM TpaHchekiuu. (B)
[Tpumanka, To ecTh cinuThbiil 6emok DBD-X, cBs3bIBaeT BHIMIECTOSIIYIO
akTUBaTOpHYy10 mnocienoBarenbHocTh (UAS) mpomoropa. B ciyuae
B3aMMOJICHCTBUS MMPUMAHKHU C JTOOBIYEH, TO €CTh CIUThIM OenkoM AD-
Y, BoccraHaBNIMBaeT (PyHKIMOHAIBHBIN (DAKTOpP TPAHCKPHIIIUU, YTO
IPUBOIUT K pAanpHeiimeMmy mnpusieuenuto PHK-nomumepasst 11 n
MOCJIENYIOEH TPAHCKPUIIMKU PEHOPTEPHOr0O Te€HA U OKpacke
JPOXOKEBBIX KJIETOK OOBIYHO B CHHUH 1IBET. Eciu B3auMOICHCTBUS HET,
TO KJIETKH OCTal0TCs OecuBeTHbIMH [87].
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MS = Macec-
CIIEKTPOMETPHUS

i proteins \

‘7 Bottom-up Top-down

Protein separation / (Shotgun approach) Protein

digestion fractionation
separation

Single protein or less .
| complex protein mixture | Peptide mlxture Single protein or less

dlgest»on complex protein mixture
pepndes On-line
On line multidimensional

LC MS separation
(nD)LC-MS
| Off-line staticMS | | On-line LC-MS |
Pephde mass Pepude precursor
measuirement mass measurement l
1
v ’ Protein precursor mass measurement ‘
I Data dependent MS/MS l
‘ Target precursor
v ion selection
(PMF) ‘ Peptide identification l I Ms" l Data dependent MS/MS
Protein ID Protein ID and characterization Protein ID and characterization
from MS from peptide MS/MS from intact protein MS"

benku, w3BIcUeHHBIE U3 OHMOJOTMYECKHX  OOpaslloB, MOXKHO
aHAJTM3UPOBATh BOCXOJAIIMMHU WIM HUCXOASAIUMH Metoaamu. [lpu
BOCXO/JISIIIIEM TIOIX0/1€ OEJIKH B CIOXKHBIX CMECAX Pa3AeiaIoTCs U 3aTeM
pacuernsoTess (pepMEHTATUBHBIM (WM XMMHUYECKHM) CIIOCOOOM C
MOCTeyIOIUM cOOpOM MENTUIHBIX MAcC-«OTIEYATKOB MANbLIEB» WUIIH
pasziesieHueM MEeNTHIO0B B PeKUME OHJIAIH B COYETaHUH C TaHIEMHOM
Macc-CIHEeKTpoMeTpreld. B kauecTBe ajbTepHATUBBI OEJNKOBas CMEChH
MOJKET OBITh HEMOCPEACTBEHHO IpeoOpa3oBaHa B HAOOp MENTHIOB
(moxxon «apoOOBHKa»), KOTOPBIE 3aTEM Pa3JENsAIOTC MHOIOMEpPHOU
xpomarorpadueil B pexxuMe OHJIAiH B COYETAHUU C TaHJAEMHBIM Macc-
CIIEKTPOMETpUYECKHM aHanu3oM. [Ipu HucxoxsmeM nojaxonae Oenku B
CJIO’KHBIX CMECSIX (PPaKIIMOHUPYIOT U PA3AEISIOT Ha YUCTHIE OTCIIbHBIC
OemKM WJIM MEHEee CJOXKHBIE OENKOBBIE CMECH C TMOCIeAyIoIeh
cTaTu4eckoil nHgysuei o0pasia B Macc-CleKTPOMETpe ISl U3MEPEHHUS
Macchl HETMOBPEXKICHHOTO Oenka wuiaum ero ¢parmeHToB [87].
JleTeKTUpOBaHHbIE IO Macce, 3apsily M CKOPOCTH IepeMelCHHs
MOJIUIENTHAB UACHTUPHUIMPYIOTCS CpaBHEHHEM ¢ 0a3aMu JTaHHBIX
0enIKOB, YTOOBI OMNpPENENUTh IOCIEA0BATENFHOCTh, KOTOpas Jydylle
BCETr'0 COOTBETCTBYET IIAOJIOHY.

4.3.2. bBuounghopmamuuecxkuii ananus OaGHHbIX NPOMeoMa

N3meHenus pazaudHbiX GU3N0IOTUUECKUX COCTOSHUSN B OMOJIOTHYECKOM
CUCTEME SIBJISIIOTCSL OYEHBb CJIOKHBIMH IO CBOE€M MHOTO(AKTOPHOW MHpHUpOeE.
[ToaTOMy HMX TOYHAs KOJMYECTBEHHAs OLICHKA SIBISIETCS KpalHE CI0XHOHW. 3a
MOCJICTHUE HECKOJIBKO JIET B COYETAHUM C KIACCUYECKUMH METOJIAMU
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UCCIIEIOBAHUs, OCHOBAHHBIE Ha MAacCC-CIIEKTPOMETPUH, CTAIH HE3aMEHHUMBIM
MHCTPYMEHTOM ISl ONPEIECTICHUS TOYHOTO Ka4€CTBEHHOTO U KOJIUYECTBEHHOTO
cojiep>KaHusi OEIKOB B CJIOXHBIX CMecsix. B HacTosiiee BpeMsi 3TOT METOJ
XOpOIIO 3apeKOMEHJ0Ba ce0sl, MCHOJIb3YeT CTPaTeruu KOJIUYECTBEHHOTO
OMpeNeNiecHHs] KaKk Ha OCHOBE METOK, Tak W 0€3 HHUX M SBISETCS CaMbIM
MOMYJISIPHBIM METOJOM Ha CErOJHSIIHUN JeHb. MeTOIbl KOJIMYECTBEHHOTO
ompenesieHus: OENIKOB OCHOBAHBbI Ha WCIOJb30BAHUU CTAOUIIBHBIX MEUYEHBIX
M30TOIOB, BKJIIOUEHHBIX B MEMNTHUJIBI, YTO MPUBOAUT K MOSIBICHUIO 0XXHAAEMOM
paznune macc. HampoTtus, nmporeoMrika 0€3 MCIOIb30BaHUS METOK MO3BOJISET
OMpEeNeNaTh KaK OTHOCHUTEIIbHOE, Tak U aOCOJIOTHOE KOJIUYECTBO Oelka,
UCIIOJIb3YSI MHTEHCUBHOCTh CUTHAJIA U CIIEKTPaIbHBIN MOJICYET MeNTUI0B (00111ee
KOJIMYECTBO CIIEKTPOB, UACHTU(PUIIMPOBAHHBIX JJIs O€Ka).

B oTnnuune ot Bcero reHomMa, CTpyKTypa MpoTeoMa MOKET HapyIIaThCs Kak
CO BPEMEHEM, TaK U MOJ1 BO3JICHCTBUEM YCIOBUM BHYTpH KieTKU. [Ipupoaa Takux
HapylIeHUW  CJI0KHA W 3aBUCUT OT  SIHUICHETHYECKOro  CTaTyca,
MOCTTPAHCKPUMIIUOHHBIX,  MOCTTPAHCISIIIUOHHBIX M (PU3HOJOTHUUECKUX
nporieccoB.  CnenoBarenbHo,  (PyHKIHMOHalNbHAsT M KOJUMYECTBEHHAs
XapaKTEepUCTHUKA KaXJ0To Oelika Ha OCHOBE €r0 U30(hOopM, TOCTTPAHCISIIUOHHBIX
MoaupUKauii, CyOKIETOUYHON JIOKaIu3aluu, TKaHEBOW SKCIPECCUU U OENKOB-
MAPTHEPOB IO B3aUMOJACHCTBUIO SIBJISIETCS CIIOKHOM 3a1a4eil.

KonnuecTBeHHYI0O MPOTEOMHKY, OCHOBAHHYIO Ha MAacC-CHEKTPOMETPHUH,
MOXHO pa3/leluTh Ha JBE IIMPOKHE KATErOpUU - METOJbl, OCHOBAHHBIC Ha
METKax, U MeToAbl 0e3 MeTOK. MeTopl MPOTEOMUKH HAa OCHOBE METOK CTalu
noctynHsl Onarogaps BBeaeHuto Metok ICAT rpynmoit D6epconbaa [88]. Tlo
CyTH, KOJIMYECTBEHHBIH aHadu3 OEJIKOB OCHOBAaH Ha COOTHOILICHUU
MHTEHCUBHOCTH JIETKUX/TSXKEIBIX NENTUI0B. B MeTO1aX, HCTIOIB3YIONIUX METKH,
oOpa3ipl  cHauana Audp@depeHinanbH0 MAapKUPYIOTCA, OOBEAUHSIOTCS U
MOABEPraroTCsl aHAIN3y U KOJWYECTBEHHOMY OIPENIEICHUIO C TOMOIIBIO Macc-
cnekTpoMmerpur. Haunbonee mMUPOKO HCHOJIB3yEMbIE METOAbl MAPKUPOBKHU
BKJIIOYAIOT METa0OJIUYECKHUE, MPOTEOJUTHUYECKUE U XUMHUYECKUE cTpaTeruu. B
nocjaeAHee BpeMsl 3HAYUTENbHBIA MHTEPEC K BbI3BIBAET O€3METOYHAs
KOJIMYECTBEHHAs TPOTEOMUKA, YTO CBS3aHO C MOSBJICHUEM MaCC-CIIEKTPOMETPOB
C BBICOKHM Pa3pelIeHHEM U TOYHOCTBIO, a TAK)KE MPOCTOTON MCIOJIb30BAHUS U
BOCIIPOU3BOJANMOCTBIO ATUX METOJI0B. B 3TOM cityyae oOpa3iibl 00padbaThiBatoTCst
U aHAIM3UPYIOTCS  HE3aBUCUMO C  TOMOIIBIO  MacC-CIIEKTPOMETPUHU.
[Tocnenyromass KONMMYECTBEHHAS] OIEHKA BBIMOJHACTCS IyTEM H3MEPEHHUS
IJIOIAaM MUKa W/WIM aHanu3a komudectBa crnektpoB MC/MC  (nBoitHOM
KBaJpYMoJb) oT Kaxjaoro nentuaa [89]. Hns 3¢pdexTuBHOrO KOIMYECTBEHHOTO
aHajgu3a NPUMEHSIOTCA pPa3JIMUHbIE MPOTPAMMbl CHOCOOHBIE 00padaTHIBATH
0O0JIbIIIOE KOJUYECTBO JAHHBIX, MOJYYEHHBIX C MCIOJI30BAHUEM KaK METOOB,
OCHOBAaHHBIX Ha MeTKaxX, Tak 0e3 Hux (Tabmuma 4.3.2.1). bomee neranbHO
O03HAKOMUTBLCSI CO CTpaTerusiMu, 0azaMu JaHHBIX 11 OMOUH(POPMATUYECKOTO
aHaJM3a MpoTeoMa MOXKHO B 0030pe [89].
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Ta6numa 4.3.2.1. JlocTynHbl 00111e TPOrpaMMHbBIE MAKETHI JJISI aHAIN3a
JAHHBIX KOJIMYECTBEHHOU MPOTEOMUKHU

Ha ocHoBe MeTOK

SILAC

BioWorks, Census, Mascot Distiller,
Elucidator, MaxQuant, MaXIC-Q, OpenMS,
PeakQuant, MFPaQ, PEAKS Q, ProteinPilot,
ProteolQ, TPP-ASAPRatio, WARP-LC,
MSQuant

ISN, 180

180: Mascot Distiller, MSQuant, PEAKS Q,
ProteolQ, QUIL, STEM, VIPER,
ZoomQuant, ProRata

I>N: MSQuant, Census, PeakQuant, ProRata,
ProteolQ, Qupe, TPP-XPRESS, X-TRacker

ICAT,
TMT

ITRAQ,

ICAT: BioWorks , Elucidator, MaxQuant,
MaXIC-Q, MFPaQ, PEAKS Q, ProteinPilot,
ProteolQ, TPP-ASAPRatio, MSQuant,
QUIL, TPP-XPRESS, VIPER, ProRata

ITRAQ: BioWorks, Census, ITracker,
OPenMS, PeakQuant, PEAKS Q, Pro Quant,
ProteinPilot, Proteios, ProteolQ, Protcome
Discoverer, TPP-Libra, X-Tracker

TMT:  Proteios,
Discover, PEAKS Q

ProteolQ, Proteome

«be3 MeToK»

OcHOBaHHBIE Ha

SpecArray, MSight, PEPPeR, MSInspect,

HHTEHCUBHOCTH MSQuant, Census, Corra, Serac, SuerHIrn,

Ka MzMine, BioWorks, Elucidator, Mascot
Distiller, OpenMS, ProteolQ, SIEVE,
Skyline

OcnoBannbie Ha | SEQUEST, MASCOT, X!Tandem,

CHEKTPaIbHOM ProteolQ, Census, PepC, emPAI Calc,

cyere Elucidator, MFPaQ

Bomnpocsr:

1) Kakue nBe OCHOBHBIE CTpATETHH aHAIN3a MPOTeOMa CYIIECTBYIOT?

2) IlepeuncnuTe METOBI aHATM3A IIPOTEOMA.

3) Kakwue MeTo1bl KOIMYECTBEHHOTO ONpEeeICHUs OelIKa UCTI0Ih3YIOTCS B
HacTosIIee BpeMsi?
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4.4. Mooenvnwvie cucmemul

[upoko pa3BUTHIE TEXHOJIOTUU BBICOKOIIPOU3BOAUTEIHHOTO
CEKBEHUPOBAHMS MO3BOJSIOT CO3/aTh MOJPOOHBIM KaTalor WHIAUBUIYaTbHBIX
F€HETUYECKUX BapUaHTOB CBOMCTBEHHBIX OJCIBHOMY WHAWBUIA WU
nonyysiui. OJHAKO TJIABHBIA BOMPOC KacaeTcs B3aUMOCBSI3U TE€HOTUINA U
¢denoruna. YToObl MOIYYUTh OTBET HA 3TOT BOMPOC, HEOOXOUMO OCYIIECTBUTD
(YHKIIMOHATBHOE HCCICAOBAHNE KOHKPETHBIX OHMOJIOTHYECKHX OO0BEeKTOB. B
cilyuae JIIoJel TaKue UCCIIeIOBAHUS YACTO HE MPEICTABISIOTCS BO3MOKHBIMU U3-
3a HEKOTOPBIX BO3HUKAIOIIUX OnodTHYECKHX mpobiem. [lorTomy Ha momonib
MPUXOJST HKCIEPUMEHTAIbHBIC UCCIIE0BAaHUS HA MOJIEIbHBIX CUCTEMAX, TAKUX
KaK KyJbTypa KJIETOK In Vitro MWW >KUBOTHBIE MOJEIH, KOTOPbIE MO3BOJISIOT
OCYILIECTBUTh  HCCIENOBaHHS MO  (YHKIMOHAJIBHONM  WHTEpIpETaAlUU
MHTEPECYIONINX BapHaHTOB MocieaoBaTeibHOCTH TeHoMa (Tabnumna 4.4.1).

«KUBOTHBIE» MOJEIU YK€ JIaBHO HCIOJB3YIOTCA B  Pa3IUYHBIX
UCCIEIOBAHUSX Il M3Y4YeHUs] OWOJOTUYECKUX U  IMATOT€HETHUYECKUX
MEXaHHU3MOB, a Takxke i pa3padoTKu SPQPEKTUBHBIX METOJIOB JICUCHHS
pas3nuuHbIX 3a001eBanuil. Yaille BCero ajis UCCieN0BaHUM M0 PYHKIIMOHATBLHON
T€HOMUKH HCMOJB3YIOTCI MOJENbHBIE XUBOTHbIC: MbIM (Mus musculus),
monoBbie mymiku (Drosophila melanogaster) u priObka [lanuo (Danio rerio).
YHoMsHyTble MOJIENIbHBIE CHCTEMBI UMEIOT psij mnpeumyliectB. Hampumep,
MyTalldsi MOKET OBbITh BbI3BaHA UCKYCCTBEHHO, @ MYTAHTHBIM (PEHOTHUIl JIETKO
pacro3HaH, KpOME€ TOrO, BO3MOXKHO OCYUIECTBUTH KJIOHHUPOBAHUE TE€HOB C
MCIIOJIb30BaHUEM CTAaHJAPTHBIX IPOLIEAYP, U ociieiHee. JKUBOTHOE MPOU3BOIUT
00JIbIIIOE KOJIMYECTBO MOTOMCTBA 32 OTHOCUTEIIBHO KOPOTKUM MEPUO] BPEMEHH,
YTO MO3BOJISIET MCIOJIb30BATh JIOCTATOYHOE KOJMYECTBO SKCIEPUMEHTAIBHOTO
Marepuaina, Heo0XoIuMoe st JocToBepHOi Ornoctatuctuku [90]. CyiecTByroT
JIB€ OCHOBHBIE CTPATErM MCIOJIb30BAHUS )KUBOTHBIX MOJIEEH: YIOMSHYTHIN B
raBe 3.1.1 Merox TeHETHYEeCKOro «Hokayma», TO €CTh TOAABICHUS
MHTEPECYIOIIEr0 MCCIEeA0BATEIC IeHa, WM BKJIIOYEHHE TOW K€ MYTAIlWH,
KoTopasi HaOmrojmaercss y uenoBeka. Hampumep, ObUT  TpoBeIeH  psif
UCCIIEIOBAHUM TIO CO3JaHUI0 KUBOTHBIX MOjeieil 3a00JeBaHUN 4YeloBEKa C
MOMOIIBI0O XUMHUUYECKOTO MyTareHeza (Hampumep, C TMOMOILIbI0 METHUI
HutpomoueBuHbl; ENU), BbI3BIBAIONIETO Ciy4YailHbIe aJlICbHBIE TOUYEUYHBIE
MyTalluu y Mbled. OJHAKO OCHOBHBIM OTPAaHUYECHHEM HCIOJIb30BAHUS
KUBOTHBIX MOJEJIEH SBISAIOTCA 0COOCHHOCTU MX (DEHOTHUIIA, KOTOPHIE YacCTO HE
oTpaxkaet GpeHoTurn yenoneka [91].

B mnacrosmuii BpeMs 3G(PEKTUBHON TEXHOJOTHEH IS TOJYyYEHUS
CO3/IaHUsI HAIMPABJICHHOTO MYyTareHe3a M pPeJaKTUPOBAHUS T'€HOMOB SIBISIETCS
cuctreMa CRISPRCas9 (Clustered Regularly Interspaced Short Polindromic
Repeats/CRISPR  associated), koTtopas mpencraBiaser coOOM 3JIEMEHTHI
MPOKAPUOTUYECKON HMMYHHOUM CHCTEMBI TPOTUB BUPYCOB. ITa CUCTEMA COCTOUT
13 HEOOJIBIIIOTO KJIacTepa I'eHOB cas (KOAUPYIOMMNX OEJIKU, aCCOUUPOBAHHBIE C
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CRISPR) u cnennduueckoit nocnenoparenbHocTy [JHK, Ha3piBaeMoii 1okycom
CRISPR, koTOpas BKIOYAET KOPOTKHUE MOBTOPBI, PAa3JACICHHbIC YHUKAIbHBIMU
cunevicepamu  [92]. Ilpu BupycHOMl wuH(MEKIHMH €ro YHHUKAIbHBIA creicep
unterpupyercs B 6akrepuanbHbiii Jokyc CRISPR. BrniocneacTBuu 3TOT N0KYC
tpanckpuobupyercss B mnpeamectseHHuk PHK CRISPR. Ilocne mpoieccunra
3penas crisprPHK mosxer pacno3HaBath U pa3pymiaTh HyKIE€MHOBYIO KHCIIOTY-
MULIEHb, B3auMozeicTBys ¢ Oenkamu Cas. Takum oOpazom, jmokyc CRISPR
COIEP)KUT HMHPOPMAIMIO O MPEAbIAYIIUX BUPYCHBIX HH(OEKUUSIX, YTO AAET
OaKTepusiM BO3MOXHOCTh paclo3HaBaTh MU WHAKTUBUPOBATh BUPYC B Ciyyae
IIOBTOPHOTO 3apakeHus. B Hacrosiee BpeMs MHOTHME HAYYHBIE HMCCIICTOBAHMS
ITOKA3bIBAIOT, YTO MOYKHO MCNIONIb30BaTh cucteMy CRISPR s pacnosnaBanus u
paspeszanusa [IHK B xenaemom iokyce [93]. bmarogapss 3TuM CBOMCTBaM
MOSIBIJIACH BO3MOKHOCThb MPUMEHEHUSI ATOM CHCTEMBI in Vitro B KJIETOYHBIX
JUHUSX, B TOM YUCJE U ISl U3yUYCHUS] TeHETUYECKUX 3a00JIeBaHUM YeloBeKa, a
TaKXe pelaKTUPOBaHUS TeHOMa (TO €CTh UCIIPABJICHUS TEHETUYECKUX JE(DEKTOB)
0e3 KakMX-I1u00 HETaTUBHBIX MOCIEICTBUMN JJIsI KJIETOK.

Tabmauua 4.4.1. MoaenpHbIE CUCTEMBL

Xumuueckuii | Myrtanusi MOXKeT ObITh BbI3BaHa MCKYCCTBEHHO, U MYTAHTHBIA (DEHOTHI
MyTareHs3 MO>KHO JIETKO paclo3HaTh. ['€Hbl MOYKHO KJIOHUPOBaTb C IIOMOLIBIO
CTaHJAPTHBIX MIPOLEYP.

@DeHOTUN HE BCEra OTPAXKAET YeIOBEKa

CRISPR- Bo3moxkHocTh  KOHCTpyHnpoBaTh  OenkoBble u  PHK-xoMmoHeHTHI
Cas9 6akrepuanbHoit cuctembl CRISPR m1st pacmo3naBanust u paspe3aHus u
cummBanus JIHK B sxemaemom sokyce.

Bonpocsr:
1) Kakue cymniecTBytOT MOJI€JIbHbIE CUCTEMBI I (PYHKIIMOHAIBHOU

T€HOMUKHU?
2) Kakue cymecTByOT CIOCOOBI peaKTUPOBaHUS T€HOMA?
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3aKJIo4YeHue

[losiBnieHNE «OMHMKCHBIX» TE€XHOJOTUM, T€HOMHUKH, TPAHKCKPUITOMUKH,
MPOTEOMUKH, SMUTCHOMHUKH, a TaKK€ BBICOKOIPOU3BOJIUTEIBHBIX METO0B
CEeKBEeHUpOBaHMs ciuenyomero mnokoieHus (NGS) wu OuoundpopmaTuku
3HAYUTENHLHO YCKOPUIIM Pa3BUTUE HAYK O JKU3HU 3a MOCIETHUE JIBA JECATUIICTHS
U NpUOTU3WIN TaK HA3bIBAEMYIO «IIOCTICHOMHYIO 3py». OJHAKO HACTYIUICHUE
ATOM 3pbI ObLIO OBl HEBO3MOXKHBIM 0€3 TOCTUKEHHUI (PYHKIIMOHAIBHOU T€HETUKHU
U reHoMUKH. DYyHKIMOHANIbHAS T€HETUKAa - Ba)KHas OTPaCiIb MOJEKYJSPHOMI
OMOJIOrMH, MOCKOJIbKY OHA U3Y4aeT HE TOJBKO CTPYKTYpPY U YCTPOICTBO I'€HOB,
HO U KOHEYHBIN pe3ynbTaT uX paboThl, TO €CTh (QYHKIIMIO, KOTOpasl CBsI3aHa C
BIIMSIHUEM KOHKpETHOTO reHa Ha ¢enortun. Kpome Ttoro, QyHKIMOHANbHAS
Tre€HETHKA UCCIIeAyeT MeTab0INYECKHE U PETYJIATOPHBIE IEMU KaXKI0T0 TeHa BO
B3aUMOJICUCTBUU C JPYTMMH T'€HAMU U, TEM CaMbIM, SIBJISIETCS HEOTHEMIIEMOM
YacThI0 CHUCTEMHOM M CETEBOM OWOJOTHMU, KOTOpPhIE B COBOKYHMHOCTH C
KOMIBIOTEpHOU Ouonorueil (O0MonH(pOpPMATUKON) MOTYT Mpe/ICKa3bIBaTh
(eHOTUIBl U UX W3MEHEHHS B pe3yJbTaTe B3aUMOJCHCTBUSI C OKpYKaloIleH
Cpeloi 3a CYET MEPEKIIOUEHUSI PErYJIATOPHBIX CUTHAJIOB U MX TPAHCIYKIIUH.
Hanpumep, ¢ nomoiibio (yHKIIMOHATBHON TEHETHUKU MOXHO TPEJICKa3bIBaTh
(dbopMyJibl HOBBIX JieKapcTB U 3P (HEKT UxX Bo3AeHCTBUS Ha opraHusMm. [Ipuuem, B
Cllydyae HaJIM4uMhsl OTCEKBEHHPOBAHHOIO TE€HOMa TMalMeHTa W  3HAHUS
WHJIMBUAYAJILHOTO COCTaBa €ro ajjiejedl MOXKHO BBISICHUTh WHAUBUYaTbHBIN
a¢dexT mekapcTBa Ha OpPraHU3M KaXKJIOr0 OTASIBHOrO IMamueHTa. Takum
oOpazoMm, GyHKIMOHAIbHAs TEHETHKA ABJISETCAS 0a30il sl  co3JaHud
MEePCOHATU3UPOBAHHON MenulHbl. HekoTopbie mpuMephl 3TOTO PACCMOTPEHBI
Hamu B mnaparpade «l'eHoMm dyenoBeka». Takxke (yHKIMOHAIbHAs TE€HETHUKA
KpaifHe Ba)kHa It MTHTEHCU(PUKAIIUU U «IKOJOTU3ALUNY CEIHCKOr0 X034MCTBa.
Nmes undopmaiuio o B3aUMOJEHCTBUU METAO0OIMYECKUX MyTEH KIHOYEBBIX
OCNKOB W PEryIsiliuM  KOAUPYIOIIMX HX TEHOB, MOXHO TMpeACKa3aTh
OMOXMMHUYECKHE CBOWCTBA M KadyeCTBO YpOXKas, HAJUYMWE WIU OTCYTCTBHE
TOKCUYHOCTH PACTUTEIIbHOM OMOMACChl, BIMSHUE pPACTEHUS HAa TIOYBY U
BO3JeiicTBUEe yaoOpeHuid Ha pacrenue. OpaHako miuga  0Oojiee  TOYHOTO
MPOTHO3UPOBAHUS B3aWMOJICUCTBUS META0OIMYECKUX MyTed opraHu3Ma u
croco0ax WX peryysiiuu HeoOxoauma MoyiHash UHQpOpMalus O COBOKYIMHOCTH
paboThl BCEX TE€HOB T'€HOMa KIJIETKU, TKaHHM W OpraHu3Ma BO BPEMEHH U
MPOCTPAHCTBE, TO €CTh HA Pa3HBIX CTAAMSIX OHTOreHe3a (MHIWBUAYAJIBHOTO
Pa3BUTHUS OPTaHU3Ma) U B Pa3IMYHBIX TKaHAX U opraHax. Paboroi u perynsiuei
BCEX T'€HOB KJIETKM 3aHUMaeTcsi (yHKIMOHalbHas reHomuka. OHa MmoMoraer
BBIICHUTh KAUECTBEHHbIE U KOJWMYECTBEHHBIE U OTJIMYMUS B HAKOIUICHUU
TPAHKCPUNTOB U OCJIKOB B pa3NUyHbIX KjieTKkax. CyMMUpYsl BCIO HH(POPMAIUIO O
GYHKIIMM W pEeryjisiliiM  KaXJIO0ro  OTACIBHOTO T€HA, IMOJYYEHHYIO
UCCIEIOBaHUSIMU  (PYHKIIMOHAIBHOM TE€HETHUKH, (PYyHKIIMOHAJIbHAsI TE€HOMHUKA
(baKTUYECKH TMO3BOJISIET C BBICOKOW TOYHOCTBIO MPOTHO3UPOBATH U CTaBUTh
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AKCHEPUMEHTHI in silico, TO ecTh Ha KOMIIbIOTEpPE, a HE B J1aOOpaTOpHUH, TEM
CaMbIM yCKOpsiA M YACHIEBIsAs pa3BUTHE MEAUIMHBI, (apMaKoJIOTHuH,
MUKPOOUOJIOTUH, CEIHCKOTO XO3SIMCTBA U APYTUX OMOJIOTMYECKUX TUCIUIUINH.
OYHKIMOHAIBHYIO0 TEHOMUKY BMECTE ¢ OMOMH(OPMATUKON U OMOTEXHOIOTHUEH
MOXHO Ha3BaTh HAyKaMu OYJIyIIEro, OT KOTOPHIX B OJIMKaiilliee BpemMsi MOKHO
OXXKHMJIaTh KPyMHEUIINE OTKPBITUS, KOTOPhIE MOMOTYT 3HAYUTENILHO YIYUIIUTh
Ka4eCTBO HAIIEH KU3HH.
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