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HOBBIM EHV C THAKTUBHUPOBAHHBIM UL18 W/HWJIM ULS

IIEPEYEHb ITOCJIEJOBATEJbHOCTEM
[0001] Hacrosimass 3asBKa CONEPKUT TMeEpeYeHb IMOCJIEeIOBATEIbHOCTEN B
coorBercteuu ¢ 37 C.FR. 1.821 - 1.825. [IlepeueHb mnocienoBaTeIbHOCTEMN,
CONPOBOXKIAIOMHNH HACTOSIIIYIO 3asBKY, TAKUM 00Opa3oM MOJHOCTBIO BKJIIOYEH B HEe
NyTEM CCBLIKH.
MMPEAITOCBIJIKM CO3AAHUA U30BPETEHN A

A. OGnacTb TEXHUKHU, K KOTOPOH OTHOCHUTCS U300peTeHUE

Hacrosimee n3obperenne oTHOCUTCS K 001acTh (BEKTOPHBIX) BAKLUH, U, B YaCTHOCTH,
k nHaktuBanuu UL18 w/unu UL8 B EHV. Hacrosee uso0perenne Tak:ke OTHOCUTCS
K nepektHeiM mo perunkanuu EHV, umerommum wmHaktuBanmro UL18 w/mam ULS.
Hacrosimee n3o0peTeHne NOMOJHUTEIBHO OXBATHIBAET POACTBEHHBIE SKCIIPECCUOHHBIE
KAaCCeThl M BEKTOPbI, KOTOPbI€ MPUTOAHBI IJIsl SKCIPECCHH T'€HOB, MPEACTAaBISIOMNX
UHTEpEeC, B YAaCTHOCTH AHTUIEH-KOAUPYIOLIUX I[OcCleAoBaTenbHOCTeNH. BupycHble
BEKTOPbl  COTJJACHO  HACTOSI[EMY H300PETEHHI0 MNPUTOAHBI IJs  MNOJYy4YeHUs

HMMYHOFGHHOﬁ KOMITIO3UMIINHU HJIN BAKIIWMHBI.

b. IIpeanoceuiku U ONMUCaHUE NPEAMECTBYIOIEr0 YPOBHS TEXHUKH

[0002] [Tatoren nomanei anbdarepnecBupyc | Tumna y nomaneit (BUPYCHBIH
abopr koOw1, EHV-1) ortHocurcs k poay Varicellovirus B mnoncemencTse
Alphaherpesvirinae B cemelictBe Herpesviridae B mnopsinke Herpesvirales. OH
npeacrasisier coboil 0oybIIOH, 000JIOYEUHBIH BUPYC C T€HOMOM, MpPEACTaBICHHBIM
neyxuenodeuHoit JIHK mnpubnusutensno 150 Tbhicsu map ocHoBaHui. [lpyrumu
BAXXKHBIMH TpeacTaBuUTe s IMH monpona Varicellovirus siBnsitorcs anbdareprnecBUpycC
yejoBeKa 3 Tuma (BUPYC BETPSAHON ocmbl), BHpyc OonesHu Ayecku 1 (Bupyc
nceBnoOemeHcTBa), anbdareprnecBupyc 1 Tuma KpPymHOrO poOratoro ckora (BUPYC
uHpekunoHHoro Oponxuta), u anbparepmecBupyc nomaneir 4 tuma (Bupyc
puHonHeBMoHUU jomanei, EHV-4) (Virus Taxonomy: 2015 Release EC 47, London,
UK, July 2015; Email ratification 2016 (MSL #30)

[0003] EHV-1 u EHV-4 g4BAs0TCa 3HAEMUYECKMMHU U MOPAXAKT JOLIAAEH BO

BceM wmupe. B 1o Bpemsa kak EHV-4 BbI3bIBa€T NpeuMyIIECTBEHHO YMEPEHHYIO
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UHQEeKIuo BEpPXHUX AbIxaTenbHbIXx myTedl, EHV-1 MoXeT BBI3BIBATH CHCTEMHYIO
MH(QEKIUI0 ¢ pa3sIuYHBIMU 3a00J€BAaHUSMU OT PECIUPATOPHBIX CUMITOMOB 10 aboprta
U JeTajJbHOW  MuUeNodHIedanonaTMM B 3aBUCUMOCTH  OT  LITamMMa M|
MMMYHOJIOTHYECKOI'0 CTaTyca Xo3sMHa. B HacTosuee BpeMs [OCTYIHBI B
JULEH3UpOBaHHble MonuduuupoBaHHble kuBble BakiuHbl (MLV) mporus EHV-1 B
CIIA wu Espome, coorBercTBeHHO, Rhinomune® (Boehringer Ingelheim) wu
Prevaccinol® (MSD). OGe comepskaTt kjaccuuecku arreHyupoBaHHblii EHV-1 RacH
HITaMM, KOTOpBII nepeBuBanu 256 pa3 B ONUTENHAJNbHBIX KJIETKAaX CBUHEH A
arrenyupoBanuss (Ma u gap. 2013). MexaHu3M aTTEHYHPOBAHUS HCCIEAOBAIU Ha
MoJiekyasspHoM ypoBHe. Osterrieder u ap. (1996) nmokasanu, uto B RacH orcyTcTByHOT
nBe reHoMmHble konuu orf67 (IR6) m 4TO BOCCTAHOBJIEHUS] OJHOW KOMHUHU AOCTATOYHO
IUIsl BOCCTAHOBJIEHUsI BUpPyJieHTHOCTU. [omonnutenbHo, RacH Hecer nmeneuuro 1283
no, ynanstomed Oonee dem 90% xonmupyromeid mocnenosatenbnoctu orfl (ULS6),
KOTOpast KOOAUPYeT UMMYHOCYIIPECCHBHBIA BUPYCHBINA Oenok. Jlpyrue MyTaluu Takke
MOTYT OKa3blBaTh BJIMSHHE HAa AaTTEHYHPOBAHHME, HO OO CHX IOpP OHH HE ObuIH
noapoOHO wuccrnenoBaHsl. Bce 310 gemaer RacH upesBrpuaiiHo Oe3omacHBIM
BAKLUMHHBIM  LITAMMOM, IIOCKOJIBKY  BO30OHOBJIEHHME BUPYJIEHTHOCTH IMyTEM
NEepEeBUBAHUS Yy BAKLUHUPOBAHHBIX KMBOTHBIX KpaliHe MaJiOBEPOsITHA, €ClU BOOOIIe
BO3MOXHA.

[0004] H3BecTHO nBa BapuaHTa OaKkTepHAIbHON HCKYCCTBEHHOH XPOMOCOMBI
E.coli (BAC), 3askopuBaroineii TOJHBI T'e€HOM BakUMHHOro mTamMmma RacH
anbarepnecsupyca 1 tuna momaneii (EHV-1): pRacH u pRacH-SE B kauecTBe
mwiatdopmel st pa3paborku BekTopHo#l BakuuHbl. BAC pRacH-SE Obun co3man Ha
ocHoBanuu pRacH, BAC usnavanbHo kjaoHupoBanu B jaboparopuu Klaus Osterrieder,
FU Berlin. pRacH umeer genenuto orf71 (USS), xogupyromyr riaukonporeun Il
(gpll; Wellington u np., 1996). Ha 3Tto mecto unTponyuuposanu BAC-BexkTopHBIE
nocinenosarenbHoctd U GFP-skcnpeccuonHyroo kaccery. [lns BoccTaHOBIEHUS
Hemonuduuuposanaoro  EHV-1 RacH u3 pRacH, ero HEOOXO0AUMO
KOTpaHC(HEKTHPOBATh C MPUMEHEHUEM IJIa3MHUABI, copepkameld monHyw orf71 (USS)
WII0C QIaHKUPYIOLHUE YYACTKH, TAKUM 00pa3oM BO BpeMs PEILUIMKAINU BUPYyCa YaCTH
BAC-BexTopHoil nocnenosarenbHocTu U GFP-3kcnpecCHOHHON KacceThl 3aMEHSA0TCS
Ha orf71 (USS) myreM romMonorndyHodl pexoMOWMHALMH, BCIENCTBHE 3TOro Oyaer

BOCCTaHOBJIeH ucxonHblii reHoM RacH. pRacH Opin mMoamdunupoBaH B HacTOsAIEM
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uzobpereHun TtakuMm obOpaszom, uTto BAC-BekTopHbie mnocienosareabHocTH/GFP-
SKCIIPECCHOHHAs KacceTa CTaHOBATCA caMo-ycekaeMbiMu (SE) mpu Tpanchexnuu B
kinerouHelx Kkyabrypax (Tischer u nap., 2007). Dta ynyumenHas BAC Osbuta
obosnauena kak pRacH-SE. pRacH u pRacH-SE o6a camu MOryT CIOyXuTh
wiatpopmMamMu i pa3pabOTKM BEKTOPHBIX BAaKLUHMH, TOJBKO C €IMHCTBEHHBIM
orauuueM, 4To pRacH-SE cyuiecTBeHHBIM 00pa3om obJierdaer BocctaHoBaeHue orf71
(USS) penmapupoBaHHOT'O BUpPYCA.

[0005] beuio mokazaHo, YTO BEKTOpHble BakluHbl Ha ocHoBaHuu EHV-1 RacH
CIOCOOHBI BBI3BIBAT MUMMYHHUTET Yy MJEKONMUTAIOUINX HEKOTOPBIX BHUIOB, BKJOYAs
CBHHEHN, KPYMHBIA poraTeiii ckoT u cobak (Rosas u ap. 2007, Rosas u gp. 2008, Trapp
u ap. 2005, Said u gp. 2013). 'eHbl, KOAUPYIOLINE AHTHI€HHbIE OEJKHU MATOrEHOB,
MOHO 3KCHpPEeCcCUpPOBaTh C MOMOINb pekomOunantHoro EHV-1 RacH. C EHV-1-
RacH renomom mnpoBogsar wmanunyiasiunu B ero BAC ¢opme B Ecoli u
npUCcIoCcabINMBAIOT MAJsI JKCIPECCUH JOMOJHHUTENbHBIX OEJNKOB OOBIYHO MyTeM
MHCEPTHUPOBAHMUS TPAHCT€HHBIX 3KcmpeccnoHHbIX kacceT (Tischer m np., 2010). Ilpwu
tpancpexkunu JHK pRacH-SE JIHK B KyJbTUBHPOBaHHBIE pa3pellICHHBIE
NepMUCCUBHBIE KJIETKH, perukauuss EHV-1 uHunuupyercss ¢ mOMOIIBIO KIE€TOYHBIX
TPAHCKPHUIIUOHHBIX (pakTopoB. AKTUBHOCTh BUpycHON JIHK-monmmepassl mpuBoauT
K Jejnenuu Bcex CBsa3aHHBIX ¢ BAC-BekTOpoM 1OCIenoOBaTENbHOCTEH W
BoccTaHoBieHuro renoma EHV-1 RacH no ero ucxomnoro cocrosnus. Co3zgaercs
NaTOT€HHBIN BUPYC, KOTOPBbIM HeoTnnyum oT RacH.

[0006] Ecnu ¢ pRacH-SE mpoBoasit manunynsiuuu B E.coli, Hanpumep, mytem
WHCEPLHUHU TPAHCTEHHBIX 3KCIIPECCUOHHBIX KAaCCET, TO BUPYC, BOCCTAHOBJIEHHBIHN MOCe
TpaHCEKUNU B TEPMUCCUBHBIX KJIeTKax, Oyner HecTH Moaudukaumio u Oyner
SKCTIPECCUPOBATh NOMOJHUTENbHBIN TeH. PexomOunantHbii EHV-1 RacH wMoxHO
HCIIOJIb30BaTh B KaU€CTBE BEKTOPHON BaKIMHBI.

[0007] IMItammer EHV-1 gukoro tTuna uMeT TPU OTKPBITbIE PAMKHU CUUTBIBAHMUS
(orf), HazpiBaemsble orfl (UL56), orf 2 u orf3 Ha ogHOM KOHIIE NJIMHHOTO YHUKAJIBHOTO
CEerMeHTa MX reHoMa (KOoOpauHATHI mociaenosarenbHoctu 1298-3614; ¢purypa 1). Orfl
(UL56) u orf3 mocnenoBaTenbHO CKOMIOHOBaHbI Ha onuoil nenu JHK, B To Bpewms
kak orf 2 xommpyeTcsi KOMIUIEMEHTapHOW Lenbio. BakuuaHbii mramMm RacH umeer
nenenuto 1283 mo B 3TOM y4yacTke, BoBiekarommei orf 1 u 2, yka3plBast Ha TO, 4YTO 3THU

TeHbl SBJSIOTCS HECYINECTBEHHBIMU JUISl peniukauuu supyca. I1o 3Toit npuunne, caut
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CIOYXMT KakK CalT MHCEepUUU TpaHCreHa. DTOT calT umHcepuuu HaseiBaroT ORF1/3
(UL56).

[0008] Tem He MeHee, pa3Mep U KOJUUYECTBO TPAHCT'EHOB, KOTOPBIE MOTYT OBIThH
BcTpoeHbl B ORF1/3(ULS56) caliT mHcepuun, oObIYHO orpaHudeH. Takum oOpasowm,
st yBenumdeHuss crnocodOHocteir EHV BekTopa, cymecTByeT HEyAOBJIETBOPEHHAs
NOTPeOHOCTHh B HOBBIX U QJIbTEPHATUBHBIX MYTAX MHCEPLUUU U SKCIPECCHH TPAHCIE€HOB
u3 EHV BekTopa, B ocobennoctu, pekomOunantaoro EHV-1 RacH Bektopa.

[0009] MoxeT ObITh ONaronpusiTHBIM UMeTh AedekTHyr mno permukanuu EHV
BEKTOPHYIO BakUMHY. Takas nepextHas mo perumkanuu EHV BekTopHas BakiuHA HE
MOJKET PelIMLHUPOBATHCA B JKMBOTHOM-XO3SIMHE U HE PACIpPOCTpPaHseTcs OT OAHOIO
KUBOTHOTO K APYTrOMY JKMUBOTHOMY H, CJI€JOBATEJIbHO, SIBJSIETCS OJIATONMPHUSTHOH IO
cooOpakeHUssM 0€30MaCHOCTH B COOTBETCTBUS PETJIAMEHTY.

[0010] Barnard u ap. 1997 (Virology; 237, 97-106) omnucanu, 4TO HEKOTOpPBIE
myTaHTbl UL8 B Bupyce mpocToro repneca, Tul 1, npoaeMOHCTPUPOBAIN HEKOTOPOE
uHruOuposanue pernnukanuu. Kpome toro, Muylaert u ap. 2012 (Journal of
Biological Chemistry; tom 287, Ne 40, cc. 33142-33152) onucanm HEKOTOPBIX
myTtantoB UL8 B Bupyce mpocrtoro repmeca, Tun 1, umermux AedeKTbl B CHUHTE3e
JHK. JlononHuTENbHO, HEKOTOPbIe MyTaunu uaTpoayuuposaimn B EHV u nHabmonanu
CXOnHBIe (PEHOTHUIBI, KOTJa COOTBETCTBYIOIINE MyTaluu HHTpoayuuposanu B EHV-1
ULS.

[0011] B CN 105641692 A omnucana nosaHas aenenus (Hokayt) UL18 B Bupyce
npoctoro repneca, Tun 1 (HSV-1). Tem He menee, B8 CN 105641692 A omnucano, 4To
CKOpPOCTh MHTHOMpOBaHHs OsikoOOpa3oBaHUs yMeHblIeHa s ykazanHoro HSV-1
UL18 nokayT Ha npubnusutenbHo 80%, HO periMKanus HE MOJHOCTBIO OTMEHEHA.
Kpome Ttoro, CN 105535959 rakxke wusyuanu ¢enorun HSV-1 UL18 HOkayT u
OMHUCAJNIM, YTO peIUINKAIUsg W WHQUIUPOBAHNWE CYIIECTBEHHO CHMJKEHbI M 4YTO
npakTUYeCKu He HaOmronaercs mHpuuuposaHus. Takum 00pa3oM, MO OTHOLIEHUIO K
pennukaunu, B CN 105535959 onwucan cxonuseiii ¢penortumn, kak B CN 105641692 A
(yMeHbIIEHUE, HO He MoJHas oTMeHa perumkanuu). Kpome Toro, B CN 105535959
ONMHUCAaHO MpaKTUYeCKH OTcyTcTBUE MHpuumposanus nius HSV-1 UL18 nHokayT, 4uro
ABJISETCS NMPOOJIEMATHUYECKUM JJIsl BEKTOPHON BaKIMHBI (TaKOW KaK PEeKOMOWMHAHTHas
EHV BakumHa), MOCKOJBKY BEKTOpPHBIE BAaKLMUHBI AOJKHbI MHQULUHPOBATH KIETKH-

X03da€Ba OJd obecneueHust AaAC€KBATHOIr0O HMMYHHOI'O OTBETaA. B YaCTHOCTH,
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MHQEKIIMOHHOCTh M 3KCIPECCHUs] TPAHCI€HAa B MHOHUIMPOBAHHBIX KJIETKAX SIBISIOTCS
CYIIECTBEHHO BAXXHBIMU I 3P (HEKTUBHOCTH BEKTOPHBIX BAKIUH, 3KCIPECCUPYIOIUX
qy>KepOJHblE AaHTUTeHbl. TakuM o0O0pa3oM, CyLIECTBYe€T HEYIOBIETBOPEHHAs
norpeOHOCTh B nedekTHrIX nmo perukanuu (HO uHpekuuoHHbx) EHV BexTOpHBIX
CHUCTEMAX.

KPATKOE U3JIOXKEHUWE CYIMHOCTHU U30OBPETEHUA
[0012] Jns yBenuuenust cnocobHnocteir EHV BekTopa, HacTosimee u3zoOpeTeHue
obecneunBaeT NyTH s mnoJydeHuss nedekTHbIx mno perumkanuun EHV u s
MHCEPLUH U 3KCIPECCUU TPaHCreHoB u3 kapkaca EHV BekTopa.
[0013] Hacrosimee wu3zoOperenue obecrneunBaeT Ae(PeKTHBIH MO pPeIIUKAIUU
EHV, conepxxamuii nnaktupanuo UL 18 u/unu UL8 u HOBBIE, aibTepHATHBHBIE CANUTHI
uHcepuunu tpancrena UL18 u/unu ULS, KOTOpBIE MOXKHO HCIIOIB30BATH JII HHCEPLUUHU
TPAHCTEHHBIX IOCJIEAOBATEIPHOCTEH W 3KCIPECCUM TpaHCreHHbIX OenkoB n3 EHV
BEKTOpA.
[0014] WnakrtuBanuss UL8 w/unm ULI8 mnpencrasiaser coOol MOJHYH HIH
YAaCTHUYHYIO JEJELHUI0, MOJHOE WMJIU YaCTUYHOE YCEYEeHUE, MOJHYK HIM YaCTHYHYIO
3aMEHY, MOJHYK WJIM YaCTUYHYIO UHBEPCHUIO, HHCEPLUIO.
[0015] Hacrosiimee n3zoOpeTeHue NOMOJTHUTEIbHO OXBATBHIBAET KJIETKH-XO035€Ba
MJIEKOTIUTAIOLUX, conepkaiue nedexTHol no permukaunun EHV Bektop cormacHo
HACTOSILIEMY U300PETEeHHIO.
[0016] Hactosinee n3obpeTeHne JONMOJTHUTENBHO OXBAThIBAET KJIETOYHBIC JIMHUH,
skcnpeccupyromue UL8 w/unmu UL18 u3z EHV unu ero ¢pyHKUMOHANIbHBIE YAaCTH IJIs
KyJbTHBHpOBaHus nedekTHoro mo permkanuu EHV BekTopa COriacHO HAacTOSLIEMY
U300pETEHHIO.
[0017] Hacrositnee n3o0peTeHue NOMONHUTEIBHO OXBATHIBAET KJIETOUYHbBIE JIMHUM,
BKJIOUAKOUIME IUIa3MHUAY, BKJIIOYAKINYK 3KCIOPECCUOHHYI) KAacCeTy, BKJIIYAKIYIO
UL8 w/unu UL18 u3 EHV unu ero QyHKIMOHAJbHBIE YACTH, TZI€ KIETOYHAS JTUHUS
skcrpeccupyet UL8 u/mnu UL18 unu ero GyHKUHOHAJIBHBIEC YaCTH.
[0018] Hacrosimmee  w3o0peTeHue  AOMOJHUTENBHO  OXBATHIBAET  CIOCOOBI
npoayUHupoBaHUs NedeKTHOTO Mo pernkanuu anbparepnecsupyca gomanei (EHV),
BKJIFOHaromuii nHakTuBupoBaHHbi UL18 w/unum UL8 B COOTBETCTBUH C HACTOSIIUM

n300peTeHneMm.
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[0019] Hacrosimee  w3o0peTeHue  AOMOJHHUTENBHO  OXBATBHIBAET  CIOCOOBI
npoAyLuUupoBaHUs nedeKTHOro Mmo perutnkaunu aibdarepnecsupyca nomanein (EHV),
BKJIIOYAIOLIME CTAAUNU:
a) obecrieuenre EHV nukoro tuna unu ocinabinennoro EHV;
6) nnaktuBupoBanne UL18 w/unu UL8 n3 EHV co cranuu a) u cenexuuro EHV
KJIOHOB, KOTOpPbIe HE HECYT MOJHYK UM PYHKIHOHAJIbHYIO YacTh UL18 w/unu
UL 8;
B) o0ecrneyeHne KOMIJIEMEHTHOW KJIETOYHOW JIMHUM, dKcnpeccupyromen UL18
w/unu ULS unu ero ¢yHKIHOHAIBHBIC YaCTH,
r) obecrnedyeHue neekTHOro MO periMKauuu anbdarepnecBupyca Jomanei
(EHV) nyrem kynpruBupoBanus EHV co cragum 0) ¢ KOMILIEMEHTHOM
KJIETOYHOW JIMHUEH CO CTaauu B).
[0020] Hacrosimee wu3o0OpeTeHue IOMONHUTEIBHO OXBATHIBAET HWMMYHOTEHHBIE
KOMIO3ULIMK, BKJKUYAKIIUMEe OAUH uau Heckoibko EHV  BexkTOpoB cornacHo
HACTOSIIIEMY U300PETEHHIO.
[0021] Hacrosimee  w3o0peTeHue  AOMOJHUTENIBHO  OXBATBHIBAET  CIOCOOBI
UMMYHH3aIlUU CyObeKTa, BKIIOUAIOLINE BBEJEHHE TaKOMY CYOBEKTY MMMYHOTE€HHOH
KOMIIO3UIIMU COTJIACHO HACTOSILIEMY H300PETEHUIO.
[0022] Hacrosimmee n3zoOpereHne MOMOJHUTENIBHO OXBATHIBAET CIMOCOOBI JIEUESHUS
UId TPeAOTBPAalleHUs KJIMHUYECKUX CHMITOMOB, BBI3bIBAEMBIX NATOT€HOM, Y
cyOBeKTa, KOTOPBIH B 3TOM HYXKJIAeTcs, I'le Crnoco0 BKJKOUYAET BBeAeHHUE CYyOBeKTy
TepaneBTU4YeCKu 3P(PEKTUBHOTO KOJIMYECTBA MMMYHOT€HHOW KOMIIO3WLIHMH COTJIACHO
HACTOSIIIEMY U300PETEHHIO.
[0023] CrnenoBaTeNnbHO, pEIICHHWE BBIIIEONMHUCAHHON TEXHUYECKOH MpOoOIeMbl
OCyLIeCTBJsIeTCS C  I[OMOLIbK  OMNHCAHUS M  BAapHUAHTOB  OCYILIECTBJIEHUS,
OXapaKTepU30BAHHBIX B (opMysie H300peTeHHs, U U300peTeHHe B ero pPa3TuYHbBIX
aCIeKTaxX peaju3yeTcs B COOTBETCTBUHU ¢ POpMYJIOH H300peTeHUS .
[0024] OTU CBOWCTBA MPEIOCTABISIOT BO3MOKHOCTh CO3JaHUSI PEeKOMOMHAHTHBIX
BEKTOPHBIX BakUMH Ha ocHoBaHun EHV, kotopsili sABnseTcs nepeKTHBIM IO
pennukaunu, nyreM uHaktuBupoBanus UL18 w/mmm UL8. Kpome TOro, aHTHreHBbI
MOTYT OBITb MHCEpTHpOBaHbl B yka3aHHbii EHV Bektop. Ilo Menmneii mepe onauH
aHTureH us xapyroro cadra mHcepunu ORF1/3 (ULS56) u/umm US4 (ORF70) unm mo

MEHbIIEH Mepe JBa Pa3IMYHbIX aHTHI'€HA MapajlIebHO CO CXONHOH 3()(PEeKTUBHOCTHIO
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moryT skcnpeccupoBarbes u3 ORF1/3 (UL56) w/unu US4 (ORF70). Kpome toro, no
MeHbIIell Mepe OAWMH aHTHUreH u3 Bnepeele onucaHHoro ULI18 wu/unu ULS caiita
WHCEPLUHU WU [0 MEHbIIEH Mepe ABA Pa3IMUYHbIX AaHTUIE€HA Napajle]bHO CO CXOIHOMN
s¢pdexTuBHOCTRIO U3  BmepBble  onucanHoro ULI8  w/mmm  UL8  moryr
JKCIpeccupoBarhesi. bojee Toro, aHTHreHbl M3 oOoux BrepBble omucaHHbix UL18
w/unu UL caiiTa mHCepuuu U yka3aHHOro apyroro caiita uncepuuun ORF1/3 (UL56)
w/umn US4 (ORF70) moryt skcnpeccupoBatbes. Jedextnas nmo pernnukaunu EHV
BEKTOpPHAasl BAaKIMHA SBISETCS ONarompusTHON mo cooOpakeHUsiM Oe30MacHOCTH U
COOTBeTCTBUsA pernaMeHTy. Kpome Toro, ecim BakIMHHAs MUIIEHb COCTOUT U3 JABYX
Wi Oojiee pas3JIMYHbIX MAaTOTCHOB/aHTUTEHOB, TO mMpuMeHeHue HoBoro UL18 w/mim
ULS8 caiiTa uHCEpUUHU MapaJIeIbHO C YCTAHOBJIEHHBIM CAWTOM HWHCEPLMH, TAKUM Kak
ORF1/3 (UL56) u/unu US4 (ORF70), MoxeT 3HAYUTENbHO YMEHBIIHTh CTOUMOCTH
TOBapoOB M oOecrmeuynBaTh OYEBUIHOE MPEHMYINECTBO IO CPABHEHHID C BEKTOPOM,
SKCNPECCUPYIOIIUM TOJIBKO OJUH aHTUT€HHbBIH KOMITIOHEHT.

KPATKOE OIIMCAHUE ®UT'YP
[0025] [Mocnenyromue GUrypbl COCTaBJISIOT YacTh HACTOSAIIErO0 OMHCAHUS U
BKJIIOUEHBl AJs AajibHEHlIed JeMOHCTpPalMU OINpeNeeHHBIX aCleKTOB HacCTOSIIEro
uzobperenusi. H3o0peTeHue MOXKET Jiydlle MOHUMATHCS CO CCBUIKOW Ha OIHY HIJIH
Obonee u3 3TUX GUIryp B KOMOMHAIMM C MOAPOOHBIM ONHCAHUEM CIEeUPUUIECKUX
BapUAHTOB OCYLIECTBJIEHUs], TPEACTABJIEHHBIX B HACTOSIIEH 3aBKE.
[0026] @ur. 1: IlnazmupgHas kapTta s3KcrnpeccuoHHOW mnasmuael, pCEP-
ORF43(CO). 3rotr BekTOp 3KCcHpeccupyetr kogoH-ontumusupoanusii EHV-1 ORF43
reH ¢ nomombio CMV mpomoTropa W HUCHONB3YeTCS AN CO3JaHHUS OOHOW W3
CTaOUJIBHBIX KJIETOYHBIX JIMHUH.
[0027] @ur. 2: IlnasmugHas kapta s3kcrnpeccuoHHoit mnnasmuns;, pCEP-
ORF54(CO). 3ror BekTOp 3KCcHpeccupyer kogoH-ontumusuposanusii EHV-1 ORF54
rei ¢ nomombio CMV mpomoTropa W HUCHONB3yeTCS MO CO3JaHUS OJHOW U3
CTaOUJIBHBIX KJIETOYHBIX JINHUH.
[0028] dur. 3: Cxemarmyeckas WIIOCTpauus  kKjioHupoBanuss mCMV
koHTponupyemoro RFP B ORF 43 calite 8 EHV-1 BAC JHK, ¢ yanuHeHHBIM
ORF42-ORF45 yuacTkoM.

UL = INMHHBINA YHUKAJIbHBIA CETMEHT

Ug = KOPOTKHUH YHUKAJIBHBIA CETMEHT
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IR = BHyTpeHHUI UHBEPTUPOBAHHBIU TOBTOP

TR = KOHLI€BOW UHBEPTUPOBAHHBIN MOBTOP

orf = OTKpbITas paMKa CUUTBIBAHUS

MO = nmap OCHOBAHUU

[0029] @ur. 4: Cxemarudeckass unoctpauus kioHuposanus RFP B ORF 43
caiite B EHV-1 BAC JIHK, ¢ ynnunenasiMm ORF42-ORF45 yuactkowm.
UL = ANTUHHBIA YHUKAJIbHBIA CETMEHT

Ug = KOPOTKUI YHUKAJIBHBIN CETMEHT

IR = BHyTpeHHUI HHBEPTUPOBAHHBIN NOBTOP

TR = KOHLI€BOW UHBEPTUPOBAHHBIN MOBTOP

orf = OTKpbITast paMKa CUYUTBIBAHUS

MO = nap OCHOBaHUM

[0030] @ur. 5: Moaudpunuposannas RED pexomOuHaums ucrnonb3yercs s
kionupoBanusi RFP B8 ORF43 yuactke. Bepxuss nanens: [lnasmunsr 6e3 cobmroaeHus
macmraba. Scel/Kan mmazmmpa pacmeniena ¢ nomombiko [-Ceul pectpukimnoHHON
sHponykiaeasbl. Scel/Kan ¢parment (prankupoBanHbli ¢ mnomombio ORF 43
nocnenoBarenbHocTel) TpaHchopmupyroT B GS183 kmerku, Hecymue EHV-/RacH
BAC JIHK. Cenexkmnuio Ha OCHOBe XJiopaM(pEeHHKOJa U KAHAMHIUHA UCIOJBb3YIOT IJIs
cenexunu EHV-1/RacH xnonsbl, roe ORF43 3amenena na Scel/Kan. IIpomexyTouHbIi
kioH obosznaueH EHV-1/Scel-Kan. Hwxussa nanens: ITnasmuaer 0e3 coOmoneHus
macmtaba. RFP (¢pnankupoBanneiii ¢ momombio ORF 43 mocnenoBaTenbHOCTEH) g-
onox JIHK tpanchopmupoBanu B GS1783 knerku, Hecymme EHV-1/Scel-Kan,
WHKYOHMpOBaNu ¢ apaOWHO30H U CeNeKTHpOBaIu C XJopamMpeHHUKOJIOM/apabuHO30IM.
RFP JIHK 3amenennsniii Scel/Kan ¢parment Ha ORF43 B EHV-1/Sce-Kan co3nasan
kjaoubl EHV-1-43-RFP.

[0031] @ur. 6: CxemaTuueckas uinroctpauus kioHuposanus mCMV-RFP-pA B
EHV-1 ORF 54 caiite 8 EHV-1 BAC IHK, ¢ ynnuaeausim ORF53-ORFS55 yyacTkom.
UL = IIUHHBINA YHUKAJIbHBIA CETMEHT

Us = KOPOTKHH YHUKAJIbHBI CETMEHT

IR = BHyTpeHHUI UHBEPTUPOBAHHBIN TOBTOP

TR = KOHLI€BOW MHBEPTUPOBAHHBIN MOBTOP

orf = OTKpbITasd paMKa CHUTbIBAHUA
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[0 = nap OCHOBAaHUMN

[0032] @ur. 7: ST (Bepxuss nanens), ST-43-CO u (cpengnsas nanens), ST-54-CO
KJieTku, nHpuuuposanubeie ¢ nomoinbio EHV-1/RacH Bupyca, mposBIASIOT CXOIHBIH
CPE. Unduuuposannsie kiaetku skcrnpeccupyror GFP (mpasas manens), Ho He RFP
(naHHBIE HE IPEACTABIICHBI)

[0033] @ur. 8: ST (Bepxuss nanenp) u ST-43-CO u (HmwxkHssa nanens) rEHV-1-
43-RFP Bupyc. UnpunupoBanHubie kieTku skcnpeccupyrot GFP (cpenssis manenb) u
RFP (mpaBasi maHenb), HO BUpyc pacnpoctpansiercs u CPE nabnroganoch TONbKO B
rEHV-1-43-RFP uaduunposanabix BupycoM ST-43-CO knerkax.

[0034] @ur. 9: ST (BepxHuss nanenb) u ST-43-CO u (HwxHsAg nanens) rEHV-1-
43-mCMV-RFP Bupyc. Unpuumuposannusie kierku skcnpeccupyrotr GFP (cpemnss
naHens) u RFP (mpaBast manens), HO BUpyc pacupoctpansercss 1 CPE nabnronanoch
Tonpko B TEHV-1-43-mCMV-RFP nadpuunposannbix supycom ST-43-CO knerTkax.
[0035] @ur. 10: ST (Bepxusisa nanens) u ST-54-CO u (HmxHAg naHens) rEHV-1-
54-mCMV-RFP Bupyc. Uupunuposanusie kiaetku skcnpeccupyror GFP (cpennss
nanens) u RFP (mpaBas manens), HO BUpyc pacnpoctpansercss u CPE nabmronanoch
tonpko B TEHV-1-54-mCMV-RFP nadpuunposannbix supycom ST-54-CO knerkax.
[0036] @ur. 11: [Inasmunnas kapra Tpancheproro Bexkropa pU70-p455-71K71
[0037] @ur. 12: IInazmuaHass kapra TpaHcepHON MIasMHUABI AJSI HWHCEPLUHU
sKcrpeccuoHHoM kacceTsl p455-H3-71 B ORF70 u3s EHV-1 RacH

[0038] @dur. 13: Cxemaruueckas wumoctpauuss resoma rEHV-1 RacH-SE-70-
p455-H3 ¢ ynnunenHbsiMm orf70 ywactkom wuHcepuuu. orf69: oTkpwiTas pamka
CYUTBIBAHUS HOMep 69 mMpOTUB XOAa TPAHCKPUNUIUHU caiTa mHcepuuu B orf70; p45S:
HOBBIII MPOMOTOpP, ONMHUCAHHBIN B HACTOALIEeH 3asiBKe, CM., Hanpumep, npumep 1; H3:
TpaHCTeH TreMarrjJlTHHUHA BUpyca rpunmna;, 71pA: HoOBas MOCIeI0BaTENbHOCTH
nonunanenmnnposanus; Aorf70: ocrarok u3z orf70, cogepxamuii mpomoTop st orf71,
KOTOPBII KOAUPYET CTPYKTYPHBIH BUpyCcHBIH raukonpotenn 11 (gpll).

[0039] @ur. 14: Henpsmoli wunmMmyHOodayopecueHTHbI aHanmu3: Henpsmoii
uMMyHO(payopecueHTHbI aHanu3 VERO-ki1eTok, MHPUIUPOBAHHBIX C TMOMOIIBIO
rEHV-1 RacH-SE-70-p455-H3

[0040] yepe3 24 dyaca T.U. KJIETKH (PUKCHPOBAJIM C TOMOIIBIO 3TAHOJA W
BBICYyIIMBAIU Ha Bo3ayxe. Mcmonb3ys KOMMEPUYECKH AOCTYNHOE MOHOKJIOHAJIbHOE

antuteno k H3 B kadectBe mnepsuuyHoro antutena u FITC-xkoHbpOrupoBaHHBIN
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KpoJauuuil aHTu-MblnHBIA IgG B kauecTBe BTOpU4YHOro anturena, H3 npucyrcrsosan
B KJIeTKaxX, HHQHUIMPOBAHHBIX ¢ MpUMeHeHueM pekomOunanTHoro EHV-1 RacHSE-70-
p455-H3 ¢ nomouipo puyopecueHTHON MUKPOCKOIINH .

[0041] @ur. 15: CpenHerpynnosbie TeMIepaTypsl Teaa 10 U dyepes 1, 2 u 3 gHA
nocJje 3apa)xeHusi. «Ycbl» NOrpelHOCTe!, cTaHaapTHhle OTKJIOHeHus. CieBa HanmpaBo
IS UCCIENyeMOTO [Hs: OTpHLATeJIbHas KOHTpPOJbHAas rpynna (OTp. KOHTP.),
3apa’keHHass KOHTPOJIbHAsi rpynmna (3apaxk. KOHTp.), *KUBOTHbIC, BAKIUHHUPOBAHHBIE
onuH pa3 ¢ npumenenuem RacH-SE-70-p455-H3 (1x EHV-1), BakunHUpOBaHHbIE ABA
paza c¢ mnpumeneHuem RacH-SE-70-p455-H3 (2x EHV-1), wim #gBaxkabl C
NMpUMEHEHUEeM HHAKTUBUPOBAHHOU cBUHOU [AV BakuuHbl (2x yourtas).

[0042] @ur. 16: CpenHue nerouHble MokaszaTenu AJs TPyNnn depes OAUH U TPU
OHS IOCJEe 3apaXeHus. «YCbl» MOTPEIIHOCTEN, CTaHAAPTHbIE OTKJOHEHHS.
OTpuuarenpbHas KOHTpPOJbHas rpynmna (OTpP. KOHTP.), 3apa)k€HHash KOHTPOJbHAs
rpynmna (3apax. KOHTp.), ’KUBOTHBbIE, BaAKLUMHHUPOBAHHbIE OAWH pa3 C NPUMEHEHHEM
RacH-SE-70-p455-H3 (1x EHV-1), BakumHUpOBaHHbIE ABa pasza C NPHUMEHEHUEM
RacH-SE-70-p455-H3 (2x EHV-1), nnn nBaxkasl ¢ NpUMEHEHHEM WHAKTHBHPOBAHHOM
ceuHoi [AV Bakuuusl (2x youras).

[0043] @ur. 17: Tutpsel BupycoB: Ha rpadukax mnpencraBieHbl BHPYCHBIE
3arpy3ku oOpasLoB JIETKUX BAKIUHUPOBAHHBIX WM HEBAKLIMHUPOBAHHBIX CBUHEH
nocje 3apaxkeHus. MHaKT= KOMMEpYeCKM NOCTyNHAas WMHAKTUBUPOBAHHAs BaKIHUHA.
EHV=rEHV-1 RacH-SE-70-p455-H3

[0044] @ur. 18: TuTpbl peUNUIPOKHONW CHIBOPOTOUHOU HeuTpanuzamuu (SN)
CBIBOPOTOK JKHMBOTHBIX K 3apaxkeHHOMy cBHUHbIM [AV H3 mrammy R452-14,
cobpaHHble B JgaeHb 3apaxeHus. 20, mnpenen oOHapyxkenus. OTpuuarenbHas
KOHTpOJbHAsA rpynna (OTp. KOHTp.), 3apakeHHass KOHTPOJbHAs rpymnma (3apax.
KOHTp.), )KHBOTHbBIC, BAKIIHHUPOBAHHBIE OOUH pa3 ¢ npuMeHeHneM RacH-SE-70-p455-
H3 (1x EHV-1), BakuuHupoBaHHbIe ABa paza ¢ npuMeHeHueM RacH-SE-70-p455-H3
(2x EHV-1), nnm nBaxabpl ¢ IpUMEHEHUEM HHAKTUBUPOBAHHOW CBUHOW [AV BakIuHBI
(2x yOuras).

[0045] @ur. 19: UPA anamu3z c¢ wuHpunupoanueiMu rEHV-1-AORF43-HA
BupycoMm ST-43-CO (BepxHssa maHenb) U HeKOMIIeMeHTHbIMU ST kierkamu (HYKHSS

naHenb). UHPuuupoBanHeie kieTku skcnpeccupyror EHV-1 (neBas manenn) m HA
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Oenku (mpaBas maHesb), HO BUpyc pacmpoctpansiercs u CPE Habnromanoch TOMBKO B

rEHV-1-AORF43-HA un¢unuposannsix supycom ST-43-CO knetkax.

[0046] @ur. 20: HI aHanus ¢ CBIBOPOTKON OT KOHTPOJIBHBIX U BAKLIMHUPOBAHHBIX

Bupycom rEHV-1-AORF43-HA cBusneii (5 cBuHell Ha KaXXAYIO CPYIIY).
ITOJAPOBHOE OITMCAHUE M30BPETEHU A

[0047] Hacrosimee wu3oOpereHue pemaer npoOJeMbl, MNPUCYTCTBYIOIIHE B

U3BECTHOM YPOBHE TEXHHUKH, U 00eCTeYynBaeT 3HAYUTEIbHOE YCOBEPLUIEHCTBOBAHUE B

U3BECTHBII YPOBEHb TEXHUKHU.

[0048] Hacrosimee wu3o0peTeHue HOMOJHUTENHHO OXBATBIBAET TePIECBUPYC

nomaneit (EHV), cneumdudecku anwvdareprnecBupyc Jjomaneid, takod kak EHV-1,

EHV-3, EHV-4, EHV-8 u EHV-9, Gonee cneunuduuecku anpdarepnecsupyc 1 tuma

nomaneit (EHV-1) BekTop, Haumbonee cnenuduuecku mramm RacH, comepskamuii

uHaktuBauuo UL18 w/unu ULS.

[0049] B unenom, HacTtosimee wu3o0Operenue obecrneynBaer AedEKTHBIA 1O

perummkanuu anbdarepnecsupyc gomaneii (EHV) BexkTop, mpeamodTUTENFHO TAMM

RacH, conepxamuii nnaktuBanuo UL18 n/mnum ULS.

[0050] bnaronpusitno, EHV BekTOpBI, Kak ONHUCAHO B HACTOALIEH 3asiBKE, UMEIOT

nedexTHbIl mo pernukanuu ¢penorun. Takas nedexktHas no pennukanun EHV

BEKTOPHAs BAKLIMHA HE PEINIMLUPYETCs B JKUBOTHOM-XO3sMHE U HE PACIPOCTPAaHAETCS

OT OJHOTO >KHBOTHOIO K JpPYroMy >KUBOTHOMY U, CJ€JOBaTEIbHO, SBJSIETCS

OnaronpusATHON MO cOOOpakeHUsIM 0€30NaCHOCTH U COOTBETCTBHS PErJIAMEHTY .

[0051] B onHOM acmekTe OCYLIECTBJICHUS BEKTOpa COTJIACHO HACTOSLIEMY

nzobperenuro UL18 siBisieTCS MHAKTUBUPOBAHHBIM.

[0052] B npyrom acmnekTe OCYLIECTBJCHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY

nzooperenuro UL sBIsIETCS MHAKTUBUPOBAHHBIM.

[0053] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY

nzooperennro UL18 u UL8 ABAAIOTCA MHAKTUBUPOBAHHBIMH.

HNuaktuBanusa UL18 u ULS

[0054] B apyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY

nzo0perenuro wuHaktuBanus ULI8 mpencraBnser coOofl MOMHYIO HIM YaCTHYHYIO

AeNel1I0, TOJHOE MM 4YacTUYHOE YCEUEeHUE, MOJHYI HIM YaCTUYHYIO 3aMEHY,

MNOJIHYKO WJIK YaCTUYHYI0 MHBCPCUIO, HHCCPILUIO.
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[00S5] B npyrom acmnekte OCYLIECTBJICHHUS BEKTOpPAa COIJACHO HAaCTOSLIEMY
nzo0Operenuro uHaktuBanus UL8 mnpencraBisier coOOi MOJNHYI HIM YaCTUYHYIO
AEJEeUUI0, IMOJHOE€ MM YaCTUYHOE YCEYEeHHE, IMOJHYIO MJIM YaCTUYHYIO 3aMeEHy,
MOJIHYIO MJIM YaCTUYHYIO UHBEPCHUIO, HHCEPLUIO.

[0056] B npyrom acnekTe OCyIIECTBJIEHHUs BEKTOpPa COIJIACHO HAaCTOSIIEMY
uzobperenuro craproBeiii komoH UL18 (ATG, nmykneotunst 1-3 uz SEQ ID NO:1)
SIBJISIETCS] UHAKTUBUPOBAHHBIM .

[0057] B npyrom acmnekTe OCYLIECTBJICHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
U300peTeHNUI0 yKa3aHHas HWHAaKTHBauus craproBoro komoHa (ATG) ULI1S8
npeacTaBisieT COOOH nesenuio, 3aMeHy, HHBEPCHIO UM HHCEPLIHIO .

[0058] B npyrom acmnekTe OCYLIECTBJACHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
nzooperenuro craproBbli kogoH UL8 (ATG, mykneoruans 1-3 u3z SEQ ID NO:2)
SIBJISIETCS] NHAKTUBUPOBAHHBIM.

[0059] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
N300peTEeHNI0 YKa3aHHas WHakTuBanus craprosoro konona (ATG) ULS npencrasuser
co0oil nenennro, 3aMeHy, UHBEPCHIO HJIH HHCEPILHUIO.

HWNuaktusanus UL18

[0060] B npyrom acmnekte OCYLIECTBJIECHHUS BEKTOpPAa COIJACHO HAaCTOSLIEMY
N300pETEeHNIO 1O MeHblel Mepe 1 HyKJIeOTHUI, IO MeHblIeH Mepe 2 HYKJIeOoTHAA, IO
MeHbIIEH Mepe 3 HyKJIeOTHAA, IO MeHblIeH Mepe 4 HYKJIeOoTHuaa, o MeHbIIeH Mepe 5
HYKJIEOTUAOB, MO MeHbmed wmepe 10 HykaeoTuaoB, 0O MeHblIEH Mepe 25
HYKJ€OTUAOB, N0 MeHbwedl Mepe S50, HykneoTHAoB, o MeHbled wmepe 100
HYKJI€OTUA0B, N0 MeHblied wmepe 200 HykaeoTunos, no MeHbwein wmepe 300
HYKJI€OTUA0B, N0 MeHbiied wmepe 400 HykiaeoTunos, nmo MeHbliedn wmepe 500
HYKJI€OTUAOB, NO MeHblied wmepe 600 HykieoTunos, nmo MeHblwedn wmepe 700
HYKJI€OTUAOB, NOo MeHbuel Mepe 800 HykneoTunos, no Menbiied Mepe 900,
HYKJI€OTUAOB, MO MeHbIIed Mepe 925 HyKJIEOTHAOB, IO MeHblen wmepe 940
HYKJIEOTHIOB OT 5’-koHIa ctaptoBoro komoHa (ATG, mykneotunsr 1-3 uz SEQ ID
NO:1) UL18 peneTupoBaHO, 3aMEHEHO MJIM HHBEPTHPOBAHO.

[0061] B npyrom acmnekTe OCYLIECTBJEHHUsS BEKTOpAa COMJACHO HAaCTOSLIEMY
N300pETEeHNIO 1O MeHbIIel Mepe 1 HYKIEOTHUI, O MEHbIIEeH Mepe 2 HYKJIeOTHAA, IO
MEHbIIEH Mepe 3 HYKJIEOTHa, IO MEHbIIEH Mepe 4 HyKJIeOTHaa, N0 MEeHbIIEeH mepe 5

HYKJI€OTUAOB, IO MeHpwen wmepe 10 HykjIeoTHAOB, IO MeHblIeH wmepe 25
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HYKJI€OTHUAOB, NO MeHpwen Mepe S50, HykneoTunos, o MeHbwed wmepe 100
HYKJI€OTUAOB, N0 MeHbied wmepe 200 HykmeoTunos, nmo MeHpwen wmepe 300
HYKJI€OTUAO0B, n0o MeHbien wmepe 400 HykmeoTunos, nmo MeHpmen wmepe 500
HYKJIEOTUAOB, MO MeHbwed wmepe 600 HykiaeoTunos, mo MeHbiied wmepe 700
HYKJIEOTUAOB, N0 MeHbined wmepe 800 HykineoTumos, mno MeHbwed Mepe 900,
HYKJIEOTUOB, IO MeHblIeH wmepe 925 HYKJIEOTHIOB, IO MeHbllell Mepe 940
HykseotunoB u3 A, T, wnu G craproBoro kogoHa (ATG, nykneoruasr 1-3 uz SEQ ID
NO:1) UL18 peneTupoBaHO, 3aMEHEHO MJIM HHBEPTHUP OBAHO.

[0062] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
U300pEeTEeHHI0 1O MeHbIIeH Mepe 1 HYKJIEOTHUI, O MEeHbIIEeH Mepe 2 HYKJIeOoTHAA, IO
MEHbILIEH Mepe 3 HYKJIEOTHa, IO MEeHbLIEH Mepe 4 HyKJIeOTHaa, N0 MEeHbLIEeH mMepe S
HYKJI€OTUAOB, IO MeHbmed wmepe 10 HykjgeoTHAoB, NO MeHblIed wmepe 25
HYKJI€OTUAOB, NO MeHbwed Mepe S50, HykneoTunaos, o MeHbwed wmepe 100
HYKJI€OTUA0B, no MeHbledn wmepe 200 HykneoTunos, nmo MeHpmen wmepe 300
HYKJI€OTUA0B, no MeHbwed wmepe 400 HykmeoTunos, nmo MeHbmen wmepe 500
HYKJI€OTUAOB, N0 MeHbled wmepe 600 Hykmneotuaos, nmo MeHbwen wmepe 700
HYKJI€OTUAOB, MO MeHbued Mepe 800 Hykneorunos, no Menbmen wmepe 900,
HYKJI€OTUAOB, MO MeHbIIeH Mepe 925 HyKJIeOTHAOB, IO MeHbwen wmepe 940
HYKJIEOTUOB YAAJEHO, 3aMEHEHO WUJIM UHBEPTUPOBAHO B npeaenax UL18.

[0063] B npyrom acnekTe OCyIIECTBJIE€HUS BEKTOpPa COMJIACHO HAaCTOSIIEMY
uzobperenuro JIHK mnocnemoBaTenbHOCTb, MMeEIOINass mo MeHbineid mepe 70%, mo
MeHblneit mepe 75%, no menbuieit mepe 80%, nmo meHbinel mepe 85%, mMo MeHbIuel
mepe 90%, nmo menbeit Mmepe 91%, no meHbiueit mepe 92%, no meHbineld mepe 93%,
no MeHbiiel Mepe 94%, no menpiueit mepe 95%, no MeHbiIel Mepe 96%, Mo MeHbIIeH
Mepe 97%, no meHbine Mmepe 98% unu no meHbiue Mmepe 99% unenruunocts k JJHK
nocjenoBaTeNbHOCTH, Kak ykazaHo B SEQ ID NO:1, ynanena, 3amMeHeHa WU
MHBepTUpOBaHa B npeaenax UL18.

[0064] B napyrom acmnekTe OCYIIECTBJIEHHUsS BEKTOpa COMJACHO HAaCTOSLIEMY
N300pETEeHUIO MO MeHbIIel Mepe 1 HYKIEOTHUI, O MEeHbIIEH Mepe 2 HYKJIeOTHAA, MO
MEHbILIEH Mepe 3 HYKJIEOTHa, IO MEeHbIIEH Mepe 4 HyKJIeOTHaa, N0 MEeHbLIEeH mMepe 5
HYKJI€OTUAOB, IO MeHbwend wmepe 10 HykjIeoTHAOB, NO MeHblIed wmepe 25
HYKJI€OTUAOB, N0 MeHbwen Mepe S50, HykaeoTunaos, o MeHbwed wmepe 100

HYKJI€OTUA0B, no MeHbwed wmepe 300 HykmeoTunos, nmo MeHbmen wmepe 500
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HYKJI€OTUAOB, N0 MeHpwen wmepe 800 HykieoTuaos, no Menbwed wmepe 1000
HYKJIEOTUOB HHCEPTUPOBAHO B npeaenax UL18.

HWNuaktusanus ULS

[0065] B npyrom acnekte OCyIIECTBJIEHHUsS BEKTOpPa COIJIACHO HAaCTOSIIEMY
n300peTeHNI0, IIe 0 MeHbIIel Mepe | HyKJIeoTHA, MO MeHbIIeld Mepe 2 HYKJIeOTHAA,
MO MEeHbIIEN Mepe 3 HYKJIeOTHAa, MO0 MEHbIIEH Mepe 4 HYKJIeOoTHAa, 0 MEHbIIEH Mepe
5 HyKJIeoTHAOB, MO MeHblIell Mepe 10 HyKI€OTHIOB, MO MeHbUIeH Mepe 25
HYKJI€OTUAOB, N0 MeHbwed Mepe S50, HykneoTuaos, o MeHbmed wmepe 100
HYKJI€OTUAO0B, N0 MeHblied wmepe 200 HykneoTunos, nmo MeHbwedn wmepe 300
HYKJI€OTUA0B, no MeHbed wmepe 400 HykneoTunos, nmo MeHbpwedn wmepe 500
HYKJI€OTUAOB, N0 MeHblied wmepe 600 HykmneoTunos, nmo MeHbwendn wmepe 700
HYKJI€OTUAOB, MO MeHbued Mepe 800 HykneoTunos, no Menbed Mepe 900,
HYKJI€OTUAO0B, no MeHbuied wmepe 1000 nykneorunos, mo MeHbmen Mepe 1250
HYKJI€OTUAO0B, o MeHpwen wmepe 1500, HykieoTunos, mo MeHblen mepe 1750
HYKJI€OTUAOB, Nno MeHbuied mepe 2000 HykjaeoTunos, mo MeHbuied Mepe 2225
HYKJIEOTHAOB OT 5’-koHmna ctraproBoro komoHa (ATG, mykieoruas 1-3 uz SEQ ID
NO:2) UL8 neneTupoBaHO, 3aMEHEHO MJIM HHBEPTUPOBAHO.

[0066] B npyrom acmnekte OCYLIECTBJIECHHUS BEKTOpPAa COIJACHO HAaCTOSLIEMY
N300pETEeHNIO 1O MeHblel Mepe 1 HyKJIeOTHUI, IO MeHblIeH Mepe 2 HYKJIeOoTHAA, IO
MeHbIIEH Mepe 3 HyKJIeOTHAA, IO MeHblIeH Mepe 4 HYKJIeOoTHuaa, o MeHbIIeH Mepe 5
HYKJIEOTUAOB, MO MeHbmel wmepe 10 HykiaeoTuaoB, 0O MeHblIEH Mepe 25
HYKJI€OTUAOB, 1O MeHbwedl Mepe S50, HykneoTHuAoB, o MeHbled wmepe 100
HYKJ€OTUAOB, N0 MeHblied wmepe 200 HykaeoTunos, nmo MeHbledn mepe 300
HYKJI€OTUA0B, N0 MeHbiied wmepe 400 HykneoTunos, nmo MeHbliedn mepe 500
HYKJI€OTUAOB, N0 MeHblied wmepe 600 HykieoTunos, nmo MeHblwedn wmepe 700
HYKJI€OTUAOB, NOo MeHbuel Mepe 800 HykineoTunos, no Menbiied Mepe 900,
HYKJI€OTUAO0B, no MeHbuied Mmepe 1000 nykneorunos, nmo MeHbmeid Mepe 1250
HYKJI€OTUAO0B, nOo MeHpwend Mmepe 1500, HykieoTunos, nmo MeHblied wmepe 1750
HYKJI€OTUAOB, NnO MeHbued wmepe 2000 HykjaeoTunos, mo MeHbuied Mepe 2225
HyksneotnnoB u3 A, T, wnu G craproBoro kogoHa (ATG, nykneoruns! 1-3 uz SEQ ID
NO:2) UL8 neneTupoBaHO, 3aMEHEHO HJIM HHBEPTUPOBAHO.

[0067] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COIJACHO HAaCTOSLIEMY

N300pETEeHNIO 1O MeHbIIel Mepe 1 HyKIeOTHUX, MO MeHbIIeH Mepe 2 HYKJIEOTHAA, IO
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MEHbIIENH Mepe 3 HYKJIEOTHA, IO MEHbIIEH Mepe 4 HYKJIEOTUaa, N0 MEeHbIIEeH mepe 5
HYKJI€OTUAOB, IO MeHbwen wmepe 10 HykjgeoTHAOB, O MeHblIEH wmepe 25
HYKJI€OTUAOB, IO MeHpwen Mepe S50, HykJIeoTHUAoB, MO MeHbwed wmepe 100
HYKJIEOTUAOB, No MeHbwed wmepe 200 HykiaeoTunos, no MeHbiied wmepe 300
HYKJI€OTUAOB, no MeHbwed wmepe 400 HykaeoTunos, no MeHbiied wmepe 500
HYKJIEOTUOB, MO MeHblied wmepe 600 HykJIeoTunoB, 1O MeHblieir Mmepe 700
HYKJI€OTUAOB, MO MeHbued Mepe 800 HykneoTunos, no Menbied Mepe 900,
HYKJI€OTUA0B, no MeHbuied Mepe 1000 Hykneorunos, nmo MeHbmed Mepe 1250
HYKJI€OTUA0B, o MeHpwedn Mepe 1500, HykineoTunos, no MeHblied mepe 1750
HYKJI€OTUAOB, MO MeHbuied wmepe 2000 HykjaeoTunoB, mo MeHbuIed Mepe 2225
HYKJIEOTHUIOB yaJIEeHO, 3aMEHEHO UJIM UHBEPTUPOBAaHO B npenenax ULS.
[0068] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
uzobperenuro JIHK mnocnemoBatenbHOCTh, mMewmas mo MeHbmeid mepe 70%, mo
MeHbleil mepe 75%, no menbuieil Mmepe 80%, nmo meHbuiell Mepe 85%, Mo MeHbIuel
Mepe 90%, no meHbueit Mepe 91%, no Menbiueit Mmepe 92%, no meHbuiel mepe 93%,
no MeHbiield mepe 94%, no menbieii mepe 95%, no MeHbuIel Mepe 96%, MO MeHbIIeH
Mepe 97%, no menbiiei Mmepe 98% unu no menbiue mepe 99% unentuunocts k JJHK
nocjenoBareNbHOCTH, Kak ykazaHo B SEQ ID NO:2 ynanena, 3aMeHeHa WIH
UHBEepTUpOBaHa B npexenax ULS.
[0069] B npyrom acnekTe OCyIIECTBJIEHHUs BEKTOpa COIJIACHO HAaCTOSIIEMY
N300pEeTEeHHI0 10 MEeHbIIeil Mepe 1 HyKJIeOTHH, MO MeHbIIeH Mepe 2 HyKJIeOTHAa, IO
MEHbLIEH Mepe 3 HYKJIEeOTHa, IO MeHblIeH Mepe 4 HyKJIeOTHaa, 0 MeHbLIeH mMepe 5
HYKJI€OTUAOB, IO MeHblwed wmepe 10 HykjgeoTHuaAoB, 1O MeHblIed wmepe 25
HYKJI€OTUAOB, IO MeHbwed Mepe S50, HykneoTunaos, o MeHbmed wmepe 100
HYKJI€OTUA0B, N0 MeHblied wmepe 300 HykneoTunos, nmo MeHbwedn wmepe 500
HYKJI€OTUAO0B, IO MeHbwed wmepe 800 HykyieoTuaoB, no Menbweid wmepe 1000
HYKJIEOTUI0B HHCEPTUPOBaHO B npexnenax ULS.
DKCcHpeccUOHHas KacceTa
[0070] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJAaCHO HAaCTOSLIEMY
uzobperenuro EHV BekTOp COmepKUT SKCIPECCUOHHYIO KAaCCETy, COASPIKAMYIO

() mo wMeHpwmel Mepe OIHY MNPEACTABISAIOINYI0 WHTEPEC 3SK30T€HHYIO

HYKJI€OTHUAHYIO IOCJIEIOBATENIbHOCTb, MNPEANOYTUTENBHO MPEACTABISIOMUI

UHTEpeC TEH, Oonee NPEANnOUYTUTEIbHO AHTUT€HKOAUPYIO IIYIO
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MOCJIEI0BATENbHOCTD, I1€ YKa3aHHas MPEJCTAaBJISAIOAs UHTEPEC HYKIEOTHAHAS
NOCJIEI0BATENBbHOCTD, MPEANOYTUTEIBHO NPEACTABIAIOLINNA HHTEPEC T'eH, Ooee
NPEeANOUYTUTEIBHO AHTUTEHKOAUPYHOILas NOCJIEeA0BATENbHOCTD,
(GYHKIMOHAIBHO CBA3aHA C IPOMOTOPHOH MOCIEA0BATEIbHOCTBIO, U

(II) mo menbmel mepe oamH ULI8 ¢raHkupyroomuil yd4acTok MPOTHUB XOzAa
TPAHCKPUMILMHU, BbIOpaHHBIM U3 rpynmbl, Bkawyammeii: SEQ ID NO:5 u Ha
70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
TOMOJIOTUYHYIO W/MJIM MAEHTUYHYIO K Hel mocienoBarenbHocTh, SEQ ID NO:9
u Ha 70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
TOMOJIOTUYHYIO W/WJIU UIEHTUYHYIO K HEH MOCIeA0BATEIbHOCTD, U

(III) mo wmenbpmeidt mepe omun ULI18 ¢mankupyromuii y4acTok Mo xXony
TPAHCKPHUILUU, BbIOpaHHBIA W3 rpynnel, Bkiarodaromeid: SEQ ID NO.: 6 u Ha
70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
TOMOJIOTHYHYIO W/WUJIM HUICHTHYHYI K HeW mnocienosatenbHOCTh, SEQ ID
NO:10 u Ha 70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,
98%, 99% roMOJIOTHYHYIO WU/HIN UIEHTUYHYIO K HEH MOCIea0BATEIbHOCTD.

B ApyromMm acCrnekTe OCYIIECTBICHUSA BEKTOpa COINIACHO HACTOALIEMY

nzobperenuro EHV BekTop COnepKUT SKCIPECCUOHHYIO KaCcCEeTy, COAEPIKAIYIO

() mo wMeHpwmeld Mepe OIHY MNPEACTABIAIOINYI0 MHTEpPEC 3K30T€HHYIO
HYKJIEOTHUAHYIO IOCJIEJ0BAaTEIbHOCTb, MPEANOUYTUTENbHO NPEACTABIIAI N I
UHTEpeC TeH, Oonee NPEeANOYTUTENIBHO AHTUTCHKOAMPYHOIYIO
NIOCJIEIOBATENBbHOCTD, I/l€e YKa3aHHas NPeACTaBJSIONasi HUHTepeC HyKIEeOTUAHAs
IIOCJIEIOBATEIbHOCTD, MPEANOUYTHTEIbHO MPENCTABIAIOIUNA HHTEpEC TeH, Oonee
NPEANOUYTUTENbHO aHTUT€HKOAUPYIOIIasl MOCIe0BaTEeNbHOCTD, U

(I) mo menpmeit mepe ogun ULI8 ¢uaHKupyoOImUA y4acTOK MPOTHUB XOAa
TPAHCKPHUILUU, BbIOpaHHBIH U3 rpynmbl, BKiaovaromei: SEQ ID NO:5S u Ha
70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
TOMOJIOTUYHYIO W/MJIM UOCHTHYHYIO K Hell mocnenosaTenbHOCcTh, SEQ ID NO.:
9 u Ha 70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%,
99% roMOJOTHYHYIO W/UJIH UAEHTHYHYIO K HEHl MOCIeNOBaTEeNIBHOCTD, H

(III) mo wmenbmeidt mepe oaun ULI18 ¢Qumankupyromuii yd4acTok Mo xony
TPAHCKPHUILUU, BbIOpaHHBIH U3 rpynmbl, BKaodaromei: SEQ ID NO:6 u Ha

70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
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TOMOJIOTHYHYIO W/WJIM HUICHTHYHYIO K HelW mnocienosarenbHocTh, SEQ ID
NO:10 u Ha 70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,

98%, 99% roMOJOrMYHVIO U/UIU UAEHTUUYHYVIO K HEW MOCIEN0BATEIbHOCTD.
, y

[0072] B npyrom acnekTe OCyIIECTBJIEHHUsS BEKTOpPa COIJIACHO HAaCTOSIIEMY

nzo0perenuro EHV BekTOp cOnepKUT H3KCMPECCUOHHYIO KAaCCETy, COAEPIKALIYIO

() mo wMeHblmedl Mepe OIHY MNPEACTABJISAIONIYID HHTEPEC IK3OTEHHYIO
HYKJIEOTHAHYK  IOCJIE€NOBATENbHOCTh,  IMPEANOYTUTENBHO  MPEXCTABIISIO IIHIA

UHTEpec reH Oonee NPEATNOUYTUTEIBbHO AHTUT€HKOAUPYIO YO

IIOCJIEIOBATENIbHOCTD, IJi€ YKa3aHHAas MPEACTaBIsIOINas HHTEPEeC HYKIEOTHAHAs
NOCJIEIOBATENbHOCTD, MPEANOUYTHTEIbHO MPEACTABISIOIMMUI HHTEpeC reH, Oojee
NPEANOYTUTEIPHO AaHTUTCHKOAUPYIOIAsl IOCJIEI0BATENbHOCTh (HYHKIHOHAIBHO
CBsi3aHa C IPOMOTOPHOHN MOCIE0BATEIbHOCTBIO, U

(I) mo wmenbmeit mepe oxuH ULS ¢nankupyromuii ydacTok NpPOTHB XoAa
TPAHCKPHUILUH, BbIOpaHHBIA U3 rpynmbl, Bkiatovaromeii: SEQ ID NO:11 u na 70%,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
TOMOJIOTUYHYIO /WU UASHTUYHYIO K HeH IOCIe0BaTEeNIbHOCTD, U

(III) mo wmenbmeit wmepe oaun UL8 ¢unankupyromuii y4acTOK 1O XOAY
TPaHCKPUNLHUH, BBIOpaHHBIM U3 rpynmsl, Bkaouaromeid: SEQ ID NO.: 12 u Ha
70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%

TOMOJIOTHYHYIO M/WUJIN UIEHTUYHYIO K HeH MOCIe0BaTEeIbHOCTD.

[0073] B npyrom acnekTe OCyIIECTBJIEHHUs BEKTOpPa COIJIACHO HAaCTOSIIEMY

nzobperenuro EHV BekTOp BKIIFOYAET 3KCIPECCHOHHYIO KaCCETY, COAEPIKAIYIO

() mo wMeHbeH Mepe OIHY TNPENCTABJSIIOUIYI0 HHTEpPEC SK30TE€HHYIO
HYKJICOTUAHYK  MOCJENOBATEJbHOCTh, MPEANMOYTUTEIBHO  MPEACTABIISIOLIUN

UHTEepec reH Oosee NPEANOUYTUTEIbHO AHTUT€HKOJAUPYIO LY IO

NOCJIeJ0BAaTENbHOCTb, A€ YyKa3aHHas MNPEeACTaBJAIlas HUHTEPEC HYKJIEOTHAHAs
IIOCJIEIOBATEIbHOCTh, MPEANOUYTHTEIbHO IPENCTABISAIIUNI HHTEepec reH, Oojee
NPEeANOYTUTENbHO aHTUT€HKOAUPYIOIIasl MOCIE0BaTEeNbHOCTD, U

(I) mo wmenbmeit mepe oxuH ULS ¢nankupyromuii ydacTok NpPOTHB XoAa
TPAHCKPHUILUH, BbIOpaHHBIA U3 rpynmbl, Bkiatovaromeii: SEQ ID NO:11 u na 70%,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%

TOMOJIOTUYHYIO u/unu HACHTUYHYIO K Hell noCJICaA0BAaTCIbHOCTD, U
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(III) mo wmenbmeit wmepe oaun ULS8 ¢unankupyromuii y4acTOK 1O XOAy
TPAHCKPHUNLUH, BbIOpaHHBINA U3 rpynmnel, Bkiatovaromeii: SEQ ID NO:12 u na 70%,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
TOMOJIOTHYHYIO M/WUJIY UICHTHYHYIO K Hell MOCIea0BATEIbHOCTD.
[0074] B npyrom acnekTe OCyIIECTBJIEHHUs BEKTOpPa COIJIACHO HAaCTOSIIEMY
U300 pETEHUIO MHCEPIIHS SKCIIPECCUOHHOM KacceThl nHakTuBUpyeT UL 18 w/unu ULS.
Jenenusi nyTeM MHCEPTUPOBAHUS SKCIIpecCuOHHOM kacceTsl B UL18
[0075] B npyrom acmnekTe OCYLIECTBJICHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
U300pEeTEeHUI0 HWHCepIUsl JKcmpeccMoHHON kaccetsl B ULI8 xapaktepusyercs
neneunedl yyactka npubausurenbHo 945 mo B mpemenax UL18 nmus RacH (SEQ ID
NO:1) nnmm Ha 70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%,
99% rOMOJIOTUYHOW W/UU UASHTUYHOW K Hel MOCjeJ0BaTeIbHOCTH.
Jenenus nyTeM MHCEPTUPOBAHUSA SKCIIPECCUOHHOMN kacceTnl B ULS
[0076] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
N300pETEHNUI0 MHCEePLHS 3KCIpecCHOHHON kKacceTsl B UL8 xapakTepusyercs nenenuei
ydacTka npubausurenbHo 2256 no B npenenax UL nus RacH (SEQ ID NO:2) unu Ha
70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
TOMOJIOTHYHON W/UJIM UJCHTUYHOHN K Hel MOCIeI0BaATEIbHOCTH.
Qnankupyromue yqactku s UL18
[0077] B npyrom acnekTe OCyIIECTBJIEHHUs BEKTOpa COIJIACHO HAaCTOSIIEMY
nzobperennro EHV BkimodaeT mo MeHblneidl Mepe oauH (paHKUPYIOLIUH yYacTOK,
BbIOpaHHbINA U3 rpynmbl, BkIo4awmeii: SEQ ID NO:5, SEQ ID NO:6, SEQ ID NO:9,
SEQ ID NO:10, u na 70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,
98%, 99% roMOJIOTHYHYIO W/UJIM UASCHTHYHYIO TOCIEeNOBATEIbHOCTh K JIIOOOW U3 3TUX
MOCJIE0OBATEIbHOCTEN .
[0078] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
uzooperenuro EHV Brmrouaer (I) mo menbmeidn mepe onmH UL18 dnankupyromui
y4aCTOK MPOTHB XOJa TPAHCKPUILUH, BBIOPAHHBIA M3 rpymnmsl, BKiIrodamomeh: SEQ ID
NO:5 u SEQ ID NO:9, u (II) no mensiueiit mepe onuH UL 18 ¢nankupyromui yuacTok
MO XOJy TPAHCKPUIIINH, BEIOpaHHBIN U3 rpynmsl, Bkiarodarmeii: SEQ ID NO:6 u SEQ
ID NO:10.

@nankupyromue ygyactku aiasa UL
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[0079] B npyrom acmnekte OCYLIECTBJICHHUS BEKTOpPAa COIJACHO HAaCTOSLIEMY
nzooperenutro EHV Bkimtoyaer mo MeHblieidl Mepe OAWMH (PIAHKUPYIOIUHI y4YacTOK,
BbIOpaHHBIA U3 rpynnel, Bkiaoyvaromeii: SEQ ID NO:11 u SEQ ID NO:12 u na 70%,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% roMoNOTHYHYIO
W/AIW UIEHTHYHYIO TOCIEeI0BATEIbHOCTD K OO0 U3 3TUX MOCJIEN0BATEIbHOCTEH.
[0080] B npyrom acmnekTe OCYLIECTBJICHUS BEKTOpPAa COTJACHO HACTOSLIEMY
uzobperenuro EHV Bkmrouaer (I) mo menpmein mepe oaun UL8 ¢rnankupyromui
y4aCTOK MPOTHB XOJa TPAHCKPHUIIUH, BBIOPAHHBIN U3 rpymnmsl, BKiIroudaromeh: SEQ ID
NO:11 u (II) mo menbwmeir mepe oxmH UL8 ¢Quankupyrommii y4acToxk mo Xonay
TPAHCKPHILUH, BBIOPAHHBIA U3 rpymnmel, Bkaodamomen: SEQ ID NO:12.

[0081] Hacrosimee wu3o0peTeHue JMOMOJHUTENBHO OXBAaThIBAET  IJIA3MHAY,
BKJIIOYAO MY (IaHKUPYIOLMIUE YYaCTKH AJs TOMOJOTHYHONH pPEeKOMOWHAIMU HIIH

RED-onocpenoBanHoil  pexkomOmHaumu (cM. o0e, Kak ONHCAaHO BBIIE) B

)
ciennpIECKUil IeNIeBOH CalT B NeHOME BHPYCHOTO BEKTOpPA, MPENNOYTHTEIbHO B
UL18 w/umm UL8 caiit EHV BekTopa, cnenupuuecku EHV-1, Gonee cneunduuecku
RacH BexTopa.

PexomOunanTHbii EHV

[0082] B npyrom acmnekte OCYLIECTBJIECHHUS BEKTOpPAa COIJACHO HAaCTOSLIEMY
uzobperenuro ykazanubli EHV Bextop mpencrasisier co0oOl He BCTpeHarOLIHIICS B
npupozae u/uiau pekomOunauTHelii EHV.

@yHKIMOHAIBHOE ONpeaeaeHne Asi Ae(eKTHOIO 1O PeIUINKALHH

[0083] B npyrom acmnekTe OCYLIECTBJICHUS BEKTOpPAa COTJACHO HACTOSLIEMY
n3o0peTeHu0 neeKTHhI MO penuKauuu 0003HAYAeT, UYTO CKOPOCTb PEIUIHKALUU
yMeHbIlIeHa M0 MeHblIel Mepe Ha 90%.

[0084] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
n300peTeHn0 ne(eKTHhI Mo penuKauuu O0003HAYAeT, UYTO CKOPOCTb PEILUIMKAIUU
yMeHbIlIeHa [0 MeHblIel Mepe Ha 95%.

[0085] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpa COMJIACHO HAaCTOSLIEMY
n300peTeHn0 Ae(eKTHhI MO peniuKauuu 0003HAYaeT, UYTO CKOPOCTb PEIUIMKAIUU
yMeHbIlI€Ha [0 MeHblIeH Mepe Ha 99%.

[0086] B npyrom acmnekTe OCYILIECTBJICHHUS BEKTOpPAa COIJACHO HAaCTOSLIEMY
n300peTeHn0 ne(eKTHhI MO peruKauui 0003HA4YaeT, UYTO CKOPOCTh PEIUIMKALUH

yMeHbIlI€Ha [0 MeHblIel Mepe Ha 99,5%.
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[0087] B npyrom acmnekte OCYLIECTBJICHHUS BEKTOpPAa COIJACHO HAaCTOSLIEMY
n300peTeHn0 neeKTHhI Mo penjuKauuu 0003HA4YaeT, UYTO CKOPOCTb PeIUIMKAIUuU
yMeHbIII€Ha 10 MeHbLIel Mepe Ha 99,75%.

[0088] B npyrom acnekTe OCyIIECTBJIEHHUsS BEKTOpPa COIJIACHO HAaCTOSIIEMY
N300peTeHNnI0 AeGeKTHBIH MO penauKanuu 0003HadaeT, 4YTO CKOPOCTb PEIINKAIUN
OTMEHEHA MOJHOCTHIO.

[0089] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
N300pETEHUI0 CKOPOCTD perutnkanuu usmMepsroT ¢ nomouipio TCIDs, ananusa.

[0090] B npyrom acmnekTe OCYLIECTBJEHHUsS BEKTOpa COMJACHO HAaCTOSLIEMY
nzo0perenuro nedekTHbId no perumkanuu EHV BexTop Bce eme 3¢ GpeKTUBHBIIA.

[0091] bnaronpustHo, EHV BekTOp, kak OnMcaHO B HACTOSINEH 3asBKE, UMEET
nedeKTHBII mo pernaukanui GEeHOTHUIl, HO Bce eme nHpekuoHHbli. MHPEKIMOHHOCTD
ABJISIETCS HEOOXOAMMOM, IOCKOJBbKY BHUPYCHAas BaKIMHA [OJDKHA HHPUIHPOBATH
KJIETKH-XO0351€Ba JJIs1 o0ecrnedeHnsl aleKBaTHOTO HIMMYHHOTO oTBeTa. B ocoOeHHOCTH,
MH(EKITMOHHOCTh HEOOXOAUMa BUPYCHBIM BEKTOPHBIM BaKIMHAM, 3KCIPECCHPYIOIIUM
4y X€pPOJHble aHTUTE€HBI.

[0092] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPa COMJIACHO HAaCTOSLIEMY
nzooperenuro EHV  Bce eme oddexTuBHbI, MOXET pelJUIUPOBATHCA B
UHQUIIUPOBAHHBIX 3YKAPUOTHUYECKUX KJIETOUYHBIX JUHUSAX, HO TOJBKO YIIAKOBAHHBIN B
BHUJl€ KOMIIETEHTHOIO MO PEMJIUKALUU BUPYyCa B KOMIJIEMEHTHBIX KJIETOYHBIX JTUHUAX.
bnaronpustao, BupycHas JHK u BupycHblli Oenok Bce eme NpPOAYLHPYIOTCS B
XO035IMHE U, clieqoBaTeNbHO, AedexkTHbi o perukanuu EHV cormacHo HacTosemy
U300pETEeHUI0 BCE elle MHAYLUUPYeT UMMYHHBIH OTBET W/WUJM 3aIMUTHBIH UMMYHHTET.
bnaronmpusiTHO, NaHHbIE COTJIACHO HACTOSIIEMY HW300pETEeHHUI0 MOKa3bIBAKOT, YTO
skcmpeccuss Oenka (dKcmpeccuss MapKepHOro Oejka) BCe ele MNPOUCXOIHUT B
nedextHom mo pernkanuun EHV Bupyce coriacHO HacTOsIeMy H300pEeTEHUIO.
Wncepnusa B ULS56 unu US4

[0093] B npanpHelimem cnenuduueckoM acmekTe OCYIIECTBJIIEHHS BEKTOpa
COMIaCHO HacTosmeMy u3o0pereHuto, ykazanHbii EHV BekTOp IOOMOJHUTENBHO
BKJIOYAET IO MEHbUIEH Mepe OJHY AOMOJHUTENBHYI0 MNPEACTABIAIOIIYI0 HHTEpEC
HYKJIEOTUAHYIO MOCJIE€A0BATENbHOCTh, MNPEANOYTUTENbHO APYroil MNpencTaBJIsIOMUN
UHTEpeC reH, OoJjiee MPENNOYTHTENbHO AHTHUI€HKOAUPYIOIIYIO IOCJIEI0BATENbHOCTD.

B oxHOM acrnekTte moO MeEHbIeH MEpE€ OJHa MAOIOJHUTEIbHAA MNPEACTABIIAROIIANA
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HUHTEpec HYKJICOTHUAHAS MOCJIEN0BATENbHOCTD, MNPEANOUYTUTENBHO Apyrou
NPEACTABIAIOLINN HMHTEpeC TreH, Oojiee NPEeANOYTUTEIbHO AaHTUTE€HKOAUPYIOLIas
MOCJIEIOBATENbHOCTh, UHCEPTUPOBAHA B TOT ke cambiii caiit macepuuu UL18 wu/unu
ULS, nanpumep, ¢ nomouipto IRES /2a nentuna (oB). B npyrom acnekte yka3zaHHBIH
BEKTOP MJM OKCIPECCHOHHAs KacCceTa BKJIIOYAIOT MO MEHbIIeH Mepe OJHY
JNOTMOJIHUTEJNBbHYK NPEACTABISAKINYI) HHTEPEC HYKJICOTHUIHYIO MOCIE€A0BATEIbHOCTD,
NPEeANOYTUTEIBHO JIPYrod MPENCTaBISIIOIUN HHTEpeC T'eH, OoJjiee MPEearnoOYTUTETbHO
AHTUT€HKOAUPYIOUIYIO TNOCJIE€N0BATEIbHOCTh, HWHCEPTUPOBAHHYIO B JpPYyroil CaWTt
uHCcepuuu, npeanouytutenpHo B ULS6 n/unun US4,

[0094] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
uzobperenuro EHV BekTOp BKJIOYaeT MO MeHbIIeHd Mepe ONHY MNPEeICTaBISIIOIYIO
UHTEpEeC HYKJIEOTUIHYIO MOCIE€AOBATEIbHOCTh, MPEANOUYTUTEIBHO NPEACTABISAIINUN
UHTEpEC TreH, Oojiee MPEenNOUYTHTENbHO AHTUI€HKOAUPYIOIIYIO MOCIEIOBATEIbHOCTD,
MHCEPTHUPOBAHHYIO B MHCEPLUUOHHBIN caiiT, mpeanourutenbHo ULS6 u/unu US4.
[0095] B npyrom acmnekTe OCYIIECTBJEHHsS BEKTOpAa COMJACHO HAaCTOSLIEMY
uzobperenuro EHV Bektop Bkaouaer nHaktuBanuio UL18 u/umm ULS u mo MeHbinei
Mepe OAHYy MpPEACTaBIALIYI0 HHTEPEC HYKICOTUAHYK IMOCJIEIOBATEIbHOCTD,

npeanoOYTUTEIIbBHO l'[pe):[CTaBJ'IﬂI-OH_II/Iﬁ HHTEPEC I'€H Oounee NpeaAnOYTUTEIIBHO

>
AHTUT€HKOAMPYIOLIYIO IMOCIEA0BATENbHOCTD, UHCEPTUPOBaHHYIO B ULS56 n/unu US4.
[0096] B npyrom acnekTe OCyIIECTBJIEHHUs BEKTOpa COIJIACHO HAaCTOSIIEMY
nzobperennro EHV Bektop Bkmouaer nHaktuBanuio UL18 u mo meHbuiel mepe OnHY
MPEeNCTABIAIOIIYI0O HHTEPEC HYKJICOTHAHYIO MOCJIENOBAaTEIbHOCTh, MPEANOUYTHTEIbHO
NPEeACTABIAIOMIUNA HHTEepeC TeH, Oojiee MPEenmoOuYTHTENbHO AHTUT'€HKOAHPYIOLIYIO
NOCJIE€IOBATEIbHOCTD, HHCEPTHPOBaHHYI0 B ULS6 (MOHOBaJIEeHTHAs! BaKIIMHA).

[0097] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
nzooperenuro EHV BekTop Bkimrouaer mHakTuBauuio UL18 u mo MeHbmield mepe onHY
NPEACTABISAILIYI0O UHTEpEC HYKJIEOTHUAHYIO MOCHeNOBaTeIbHOCTh, NMPEANOYTUTENbHO
NPEeACTaBISAIOIUNA HHTEpeC TeH, Oojiee MPENNmOuYTHTENbHO AHTUT'€HKOAHPYIOLIYIO
MOCJIeIOBATENIBHOCTh, HHCEPTUPOBaHHYIO B US4 (MOHOBaJIeHTHAsl BaKLIMHA).

[0098] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpa COMJIACHO HAaCTOSLIEMY

nzooperenuro EHV BekTop Bkmouaer mHaktuBanuioo UL8 u mo MeHbLIel mMepe OmHY

NPpEACTABIAKOIYHO HMHTEPCC HYKICOTUAHYH MNMOCICAOBATCIIBHOCTL, NPEANOYTUTECIIBHO
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NPEeACTABIAIOIINN HHTEpeC TIeH, Oojiee MPEenNnoYTHUTENbHO AHTUT'€HKOAHPYIOLIYIO
NOCJIE0BATEIbHOCTD, HHCEPTHPOBaHHYI0 B ULS6 (MOHOBalleHTHAs BaKIMHA).

[0099] B npyrom acmnekte OCYLIECTBJIECHHUS BEKTOpPAa COIJACHO HAaCTOSLIEMY
nzobperennro EHV BekTop Bkiarouyaer mHaktuBauuio UL8 u mo meHbliedi Mepe omHy
NPEACTABIAI Y0 MHTEPEC HYKJICOTHUAHYIO MOCIENOBATEIbHOCTh, NMPEANOYTUTEIBHO
NPEeACTABISIOMUNA HHTEpeC TreH, Oojiee MPEnnoOuYTHUTENbHO AHTUT'€HKOAHPYIOLIYIO
MOCJIEI0OBATEIbHOCTD, HHCEPTUPOBaHHYIO B US4 (MOHOBaJleHTHAsl BAKLIMHA).

[00100] B npyrom acmnekTe OCYLIECTBJICHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
nzooperenuro EHV BekTop Bkimrouaer mHakTuBaunio UL18 u mo MeHbwel Mepe onHY
NPEACTABISAIOIIYI0 MHTEpEC HYKJIEOTHUAHYIO MOCIeNOBaTeIbHOCTh, MPEANOYTUTENbHO
NPEeACTaBISAIOIMUNA HHTEpeC TeH, Oojiee MPEenmOuYTHTENbHO AHTUT'€HKOAHPYIOLIYIO
NOCJIe0BATEIbHOCTD, HHCEpTHpPOBaHHYI B ULS6 n US4 (6uBaneHTHAs BaKIMHA).
[00101] B npyrom acmnekTe OCYILIECTBJCHHUS BEKTOpPa COMJIACHO HAaCTOSLIEMY
nzooperenuro EHV BekTop Bkimouaer mHaktuBanuio UL8 u mo MeHbLIel mMepe OAHY
NPEACTABIAIO Y0 UHTEpPEC HYKJIEOTHUAHYIO IOCIEN0BaTEIbHOCTh, MPEANOUYTUTENbHO
NPEeACTaBISAIOIINNA HHTEpeC TIeH, Oojiee MPENNnOYTHUTENbHO AHTUT'€HKOAHPYIOLIYIO
NOCJIe0BATEIbHOCTD, HHCEpTHpOBaHHYIO B ULS56 n US4 (OuBaneHTHas BakIMHA).
[00102] Hacrosimee wu3o0pereHne AOMOJHUTENBHO OXBATBIBAET TE€PIECBHPYC
nomanet (EHV), cneundpuuecku anbpareprnecBupyc Jjomanei, takoid kak EHV-1,
EHV-3, EHV-4, EHV-8 u EHV-9, Gonee cneuuduuecku anbdarepnecsupyc 1 tuma
agomaneii (EHV-1) Bektop, Hambonee cmeuupuuecku mramm RacH, Birovarommuii
NEepPBYI0 HYKJIEOTUAHYIO MOCIENOBATENbHOCTh WJIM T'€H, NMPEACTABJSIOMUNA HHTEpeC,
NPEANOYTUTEIbHO AHTUIEHKOAUPYIOIIYIO MOCIeN0BATEIbHOCTb, HHCEPTUPOBAHHYIO B
UL18 w/wnu UL8 u mo MeHbimedl Mepe ONHY HNOMOJHHUTEIBHYI HYKJICOTUIHYIO
MOCJIEI0BATENbHOCTD UJIU I'€H, MPEACTABISIOMUN HHTEepeC, NPEANOUYTUTENBHO IPYTIYIO
AHTUTE€HKOAMPYIOLYIO MOCIeN0BaTeIbHOCTh, HHCEPTUPOBAHHYIO B [0 MEHbIIEH Mepe
ONWH Apyroi calt wuHcepuuu, npeanourutensbHo ULS6 (ORF1/3) w/mnm US4
(ORF70). B cneuu¢puueckoM acmekTe OCyLIecTBIeHHs ykazaHHoro EHV Bekrtopa
COTJIACHO HACTOSIEMY H300pPETeHHI0, MO MEHbLIEH Mepe IBa NPEeACTaBISIOMINX
UHTEepeC reHa (PYHKUMOHAJIBbHO CBSI3aHBI C PEryJSITOPHBIMH IOCIEIOBATEIbHOCTIMH,
NPEeANOYTUTEIbHO NPOMOTOPHBIMU MOCIEA0BATEIbHOCTSMHU.

[00103] B npyrom acmnekTe OCYIIECTBJEHHUs BEKTOpAa COMJACHO HAaCTOSLIEMY

nzoo0perenutro EHV BekTop BKkirouaer nBe uinu 0ojee MNPENCTABISIOUUX HHTEPEC
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HYKJICOTUAHbIE MOCIE€NOBATEIbHOCTH, MPEANOYTUTEIBHO MNPEACTABISIOLUX HHTEPEC
reHa, Oojee MNPEANOYTUTENBHO AHTUIEH-KOAUPYIOIHE  IOCIEN0BATENbHOCTH,
MHCEPTHUPOBAHHBIE B 1BA WJIM OoJiee caiiTa MHCEPLIHH.

[00104] B npyrom acnekTe OCyIIECTBJIEHHUsS BEKTOpPa COIJIACHO HAaCTOSIIEMY
uzobperenuro EHV Bektop Bkitovaer unHaktuBanuio UL18 w/unu UL8 nyrem
WHCEPTUPOBAHUSA MO MEHbLIEH Mepe OAHON MPeACTaBJSAIOIEH UHTEPEC HYKICOTUIHON
NOCJIEJOBATEIbHOCTH, MPEANOUYTHTEIbHO MPEACTABIAIOIIEr0 HHTEepeC TreHa, Oosee
NPEANOUYTUTENBHO HMHCEPTUPOBAHHON AHTUIEHKOAUPYIOLIEH MOCIEN0BAaTEIbHOCTH, U
M0 MEHbUIEH Mepe OAHON JOMOJHUTEIbHON NMPEACTABISAKOIICH HHTEPEC HYKICOTUAHON
NOCJIEOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISIIOIIEr0 HHTEpeC TreHa, Oolee
NPEeANOYTUTENHHO AHTUTEHKOAUPYIOIEH MOCIeN0BATENIbHOCTH (TN 3KCIIPECCUOHHON
KacCeThl, COoAep Kallell BbIMIEYKa3aHHBIH KOMIIOHEHT) M IO MEHbIIeH Mepe OIHOM
JNOMOJHUTENBHON MNPEACTABIAKINEH HHTEpEeC HYKJIEOTHUAHON MOCIE€A0BATEIbHOCTH,
NPEANOYTUTENBHO TMPEACTABIAIOLIEr0 WHTEpPeC TeHa, 0ojee NPearnoYTUTENbHO
AHTUT€HKOAMPYIOIIEH MOCIe 0BaATEIbHOCTH, HHCepTUpOoBaHHON B ULS6 n/unu US4,
[00105] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COIJACHO HAaCTOSLIEMY
nzooperenuro EHV Bektop BkiatouaeT nHaktuBanuto UL18 myTeM mHCEpTHPOBAHUS 11O
MEHbLIEHN Mepe OJHON NPEeACTABIAKIEH UHTEpPEC HYKJIEOTUAHOU
NOCJIEIOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISAIOINEr0 HMHTEpeC TreHa, Oonee
NPEANOYTUTEIbHO HHCEPTUPOBAHHONW AHTUIE€HKOAMPYIOLIEH MOCIEeA0BATENbHOCTH, U
10 MEHbIIEH Mepe OAHOW JOMOJHUTEIbHON NPEACTABIAI0 e HHTePEC HYKIEOTUAHON
NOCJIEJOBATEbHOCTH, MPEANOYTHTEIbHO MPEACTABISIOIIEr0 HHTEpPeC reHa, Oosee
NPEeANOYTUTEIbHO aHTUTEHKOAUPYIOIEH MOCIeN0BATEIbHOCTU (MIJIH SKCIPECCUOHHOM
KacCeThl, COAEeprKallel BbIMIEYKA3aHHBIH KOMIIOHEHT) M IO MEHbIIeH Mepe OIHOM
JNOMOJHUTENBHON MNPEACTABIAONIEH HHTEpeC HYKJICOTUAHOW NOCIEN0BATENbHOCTH,
NPEANOYTUTENPHO MPEACTABISIONIEr0 HWHTEpeC TeHa, Oojiee MNpPeAnOYTUTENBHO
AHTUT€HKOAUPYIOLIEH NOCIeA0BATENbHOCTH, HHCEpTUPOBaHHOW B ULS6.

[00106] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
uzooperenuro EHV Bektop BkiatouaeT nHakTupanuio UL18 myTeM mHCEPTHPOBAHMUS 11O
MEHbLIEHN Mepe OJHON NpeACTABIAINEN UHTEpPEC HYKJICOTUAHOU
NOCJIEOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISIOIIEr0 HHTEpPeC TreHa, Oonee
NPEANOUYTUTENIBHO HUHCEPTUPOBAHHOM AHTUIEHKOAUPYHOILIEH MOCIEI0BaTEIbHOCTH, U

10 MEHbUIEN Mepe OAHON MOMOJHUTEIbHON NMPENCTABIALIEH HHTEPEC HYKICOTUAHOU



10

15

20

25

30

24

NOCJIEOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISIOINEr0 HHTEpeC TreHa, Ooiee
NPEANOYTUTENBHO AHTUTCHKOAUPYIOIEH MOCHeI0BaTEeNbHOCTU (MIJIN 3KCIIPECCUOHHON
KacceThl, CoAeprkallel BbIIIEyKa3aHHBIH KOMIIOHEHT) M IO MEHbIIel Mepe OHOMU
JNONOJHUTENbHON MNPEACTABISIOMEN HMHTEpEeC HYKJICOTUAHOW MOCIeN0BATEIbHOCTH,
NPEeANOYTUTENBHO TPEACTABISAIOMIEr0 MHTEpeC TreHa, Oojiee NPeANnOYTHTENBHO
AHTUTEHKOIUPYIOIeH MOCiea0BaTebHOCTH, UHCepTUpoBaHHOU B US4,

[00107] B npyrom acmnekre OCYLIECTBJICHUS BEKTOpPAa COTNJIACHO HACTOSLIEMY
uzooperenuro EHV Bektop BkiatouaeT nHaktuBanuioo UL18 myTeM mHCEpTHPOBAHUS MO
MEHbLIEHN Mepe ONHON NpeaCcTaBIAIEeN UHTEpEC HYKJICOTUAHOU
NOCJIEOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISIOIIEr0 HHTEpPEC TreHa, Oonee
NPEANOUYTUTENIBHO HUHCEPTUPOBAHHON AHTUI€HKOAUPYIOIIEH IMOCIENOBATEIbHOCTH, U
M0 MEHbUIEH Mepe OAHON JOMOJHUTEIbHON NPEACTABISAKIICH HHTEPEC HYKICOTUAHON
NOCJIEOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISIOIIEr0 HHTEpPEC TreHa, Oonee
NPEANOYTUTENHHO AHTUTEHKOAUPYIOIEH MOCIeN0BATENIbHOCTU (MIIN 3KCIPECCHOHHON
KacCeThl, COAEpIKallel BBIMEYKA3aHHBIH KOMIIOHEHT) M IO MEHbIIeH Mepe OJHOM
JNOTMOJHUTEIBHON MNPEACTABIAINEH HHTEPEeC HYKJIEOTHUAHOH MOCIE€A0BATEIbHOCTH,
NPEANOYTUTENBHO MPEACTABISAIOIIEr0 HHTEpeC TIeHa, Oojiee MNpPeAnOYTUTENbHO
AHTUTE€HKOAMPYIOLelH MOCae0BaTeIbHOCTH, HHCepTUpOoBaHHONW B ULS56 u US4.
[00108] B npyrom acmnekte OCYLIECTBJIECHHUS BEKTOpPAa COIJACHO HAaCTOSLIEMY
nzobperenntro EHV BexkTop Bkmouaer nHakTuBanuio UL8 myTeM MHCEPTHPOBAHUS IO
MEHbLIEH Mepe OAHOMU NpEeACTaBIAAK e UHTEpEC HYKJIEOTHUAHOU
NOCJIEJOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISIOIIEr0 HMHTEpec reHa, Oolee
INPEANOUYTUTEBHO HMHCEPTUPOBAHHON AHTUIEHKOAUPYIOLIEH MOCIEN0BaTEIbHOCTH, U
M0 MEHbUIEH Mepe OAHON JOMOJHUTEIbHON NMPEACTABISAKIICH HHTEPEC HYKICOTUAHON
NOCJIEJOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISIOIIEr0 HHTEpPeC TreHa, Oonee
NPEANOYTUTENPHO aHTUTCHKOUPYIOIIEH MOCIeA0OBATEIbHOCTH (MU 3KCIPECCHOHHON
KacCeThl, COAeprKallel BbIMIEYKa3aHHBIH KOMIIOHEHT) M IO MEHbIIeH Mepe OIHOM
NOMOJHUTENBHON MNPEACTABIAKINEH HHTEpeC HYKJIEOTHUAHOH MOCIEeA0BATEIbHOCTH,
NPEANOYTUTENBHO TMPEACTABISAIONIEr0 HHTEpPeC TeHa, Ooyee NPEeanOYTUTENBHO
AHTUT€HKOAUPYIOLIEH NOCIEeA0BATEIbHOCTH, HHCEpTUPOBAaHHOU B ULS6.

[00109] B npyrom acmnekTe OCYILIECTBJICHHUS BEKTOpPAa COIJACHO HAaCTOSLIEMY
nzooperenuro EHV BekrTop BkmodaeT nHaktuBanuio UL8 myTtem mHCepTHpPOBaHUS IO

MEHbLIEH Mepe OJHOH NpeACTaBIAIIEN UHTEpEC HYKJICOTUAHOU
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NOCJIEOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISAIOINEr0 HHTEpeC reHa, Oonee
NPEANOUYTUTEIBHO MHCEPTUPOBAHHOM AHTUIEHKOAUPYHOILIEH MOCIEA0BaTEIbHOCTH, U
10 MEHbUIEN Mepe OAHON NOMOJHUTEIBbHON NPEACTABISAKIIECH HHTEPEC HYKICOTUAHON
NOCJIEIOBATEIbHOCTH, MPEANOYTHTEIbHO INPEACTABISIIONIEr0 HHTEpeC reHa, Oojee
NPEANOYTUTEIbHO aHTUT€HKOIUPYIOLIEH MOCIe0BATeNbHOCTH (MU SKCIPECCUOHHON
KaCCeThl, COIep’Kallel BhIIIEyKa3aHHbIH KOMIIOHEHT) M IO MEHbIIEH Mepe OJHOU
NOTMOJHUTENBHON MNPEACTABIAINEH HHTEPEeC HYKJIEOTHUAHON IMOCIEeA0BATEIbHOCTH,
NPEeANOYTUTENIPHO TPEACTABISAIOMIEr0 HHTEpPeC TIeHa, O0ojee NPearnoYTUTETbHO
AHTUTE€HKOAMPYIOLI el MocaeoBaTeIbHOCTH, HHCepTUpOBaHHON B US4,

[00110] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
nzooperenuro EHV BexTop BkimouaeT nHaktuBanuio ULS myTem mHCEpTUpPOBaHUS IO
MEHbLIEHN Mepe OJHON NpPEeACTABIAKIEN UHTEpPEC HYKJI€OTUAHOU
NOCJIEOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISIOIIEr0 HHTEpPEC TreHa, Oonee
NPEANOUYTUTENIBHO MHCEPTUPOBAHHON AHTUIEHKOAUPYIOLIEH MOCIEA0BATEIbHOCTH, U
[0 MEHbUIEN Mepe OAHON JOMOJHUTEIbHON NPEACTABISAKIICH HHTEPEC HYKICOTUAHOU
NOCJIEIOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISIOINEr0 HHTEpPeC TreHa, Ooiee
NPEANOYTUTENBHO AHTUTEHKOAUPYIOIEH MOCIeN0BaTEeIbHOCTU (MIIN 3KCIIPECCUOHHON
KacCeThl, coAeprkallel BbIIIEyKa3aHHBIH KOMIIOHEHT) M IO MeHbIIeHd Mepe OIHOM
JOMOJHUTENIbHON MPEACTABIAOIMEH HHTEpEeC HYKICOTUAHOU IOCIEN0BATEIbHOCTH,
NPEeANOYTUTENPHO TPEACTABISAIOMIET0 MHTEpeC TreHa, Oojiee NPeAnOYTHTENbHO
AHTUT€HKOAMPYIOIIEeH Mociea0BaTeIbHOCTH, HHCcepTupoBaHHoi B ULS56 u US4.
[00111] B npyrom acmnekTe OCYLIECTBJICHUS BEKTOpPAa COTJACHO HACTOSLIEMY
uzobperenuro EHV Bektop Brkirouaer wunHakTuBamuio UL18 u UL8 mnyrem
MHCEPTUPOBAHHUS IO MEHbLIEH Mepe OJHON MPENCTaBJSIOLIe HHTepEC HYKIECOTUIHOU
NOCJIEJOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISIOIIEr0 HHTEpPeC reHa, Oonee
NPEANOUYTUTENIBHO MHCEPTUPOBAHHON AHTUIEHKOAUPYIOIIEH MOCIEN0BaTEIbHOCTH, U
M0 MEHbUIEH Mepe OAHON NOMOJHUTEIbHON NPEACTABISAKIICH HHTEPEC HYKICOTUAHOU
NOCJIEOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISIOIIEr0 HHTEpPeC TreHa, Oonee
NPEANOYTUTENHHO AHTUTEHKOAUPYIOIEH MOCIeN0BATENbHOCTH (MIIN 3KCIPECCHOHHON
KacCeThl, coaep kallell BbIMIEYKa3aHHBIH KOMIIOHEHT) W 1O MEHbIIEH Mepe OIHOH
JNOMOJHUTENBHON MNPEACTABIAINEH HHTEpEeC HYKJIEOTHUAHOH MOCIE€NOBATEIbHOCTH,
NPEANOYTUTENBHO MPEACTABISAIONIEr0 HHTEpeC TIeHa, Oojiee MNPeAnOYTUTENBHO

AHTUT€HKOAUPYIOLIEH MOCIEeA0BATENbHOCTU, HHCEPTUPOBAaHHOU B ULS6.
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[00112] B npyrom acmnekTe OCYLIECTBJICHHUsS BEKTOpa COMJIACHO HAaCTOSLIEMY
uzobperenuro EHV Bektop Brkirouaer wunHaktuBanmuio UL18 u UL8 mnyrem
UHCEPTUPOBAHHUS 10 MEHbLIEH Mepe OJHON MPEACTaBJSIOLE HHTEPEC HYKICOTUIHOU
IOCJIEIOBATEIbHOCTH, MPEANOYTHTEIbHO IPEACTABISAIOIIET0 HHTEpeC reHa, Ooiee
NPEANOYTUTEIbHO HHCEPTUPOBAHHOW AHTUIE€HKOAMPYIOLIEH MOCIEeA0BATENbHOCTH, U
MO MEHbIIeH Mepe OAHON NOMOJHUTEIbHON NMPEeACTaBISAKIIeH HHTEPEC HYKICOTUAHON
NOCJIEJOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISIOIIEr0 HHTEpPeC reHa, Oosee
NPEeANOYTUTEIPHO aHTUTCHKOAUPYIOIEH MOCIeIOBATEeIbHOCTH (MJIU 3KCIPECCUOHHOM
KacCeThl, COAEp Kallel BbIMIEYKa3aHHBIH KOMIIOHEHT) M IO MeHbIIeH Mepe OIHOM
NOMOJHUTENBHON MNPEACTABIAKINEH HHTEpeC HYKJIEOTHUAHOH MOCIEeA0BATEIbHOCTH,
NPEANOYTUTENBHO MPEACTABISIOMIEr0 HWHTEpeC TeHa, Oojiee MNPeAnOYTUTENBHO
AHTUTE€HKOAMPYIOLel MocaeoBaTeIbHOCTH, UHCepTUpOoBaHHON B US4,

[00113] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
uzobperenuro EHV Bektop Brkirouaer wunHaktuBamuio UL18 u UL8 mnyrem
WHCEPTUPOBAHHUS IO MEHbLIEH Mepe OJHON MPENCTABJSIOLE HHTEPEC HYKIECOTUIHOU
NOCJIEIOBATEIbHOCTH, MPEANOYTHTENbHO INPEACTABIAIOLIEr0 HHTEpeC TIeHa, Oonee
NPEANOUYTUTENIBHO MHCEPTUPOBAHHOM AHTUIEHKOAUPYHOLIEH MOCIEA0BaTEIbHOCTH, U
10 MEHbUIEN Mepe OAHON JOMOJHUTEIbHON NPEACTABIAKIIECH HHTEPEC HYKICOTUAHON
NOCJIEIOBATEIbHOCTH, MPEANOYTHTEIbHO MPEACTABISAIOINEr0 HMHTEpeC TreHa, Oonee
NPEeANOYTUTENbHO aHTUICHKOAUPYIOIEH MOCIeN0BaTEeNIbHOCTU (MM 3KCIPECCUOHHOM
KaCcCeThl, COAEpIKaIeld BbINIEYKa3aHHbII KOMIOHEHT) M IO MEHbIIeH Mepe OJHOH
NOTOJIHUTEJNBHON MNPEACTABIAINEH HHTEpEeC HYKJIEOTHUAHON MOCIEeA0BATEIbHOCTH,
NPEeANOYTUTEIPHO MPEACTABJISIONIEr0 HWHTEpeC TeHa, OoJiee MPEeanouYTHTEIbHO
AHTUTeHKOAMPYIOLel MmocaeoBaTeIbHOCTH, HHCepTHpoBaHHON B ULS6 u US4.

US4 (ORF70)

[00114] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
uzobperenuro mHcepus B US4 xapakTepusyeTcs YaCTUYHOU Aeielueli, yCedeHueM,
3aMeHo#, wmoaudukanmeir wunu nomobHpiM B US4, rme USS ocraercs
(YHKIIMOHAIBHBIM.

[00115] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
uzobperenuro nacepuus B US4 xapakTepusyercs Aejenueil ydacTka npuOIU3UTEIbHO

801 mo B mpenenax US4 nnsa RacH (SEQ ID NO:24) unu wa 70%, 80%, 85%, 90%,
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91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% romMoJOrM4YHON U/UIU UAECHTUUHOU
K HEH MOCJIeNOBATEIbHOCTH.

[00116] B cneuupuueckom acmekTe OCYLIECTBJEHHS BEKTOpa COIJIACHO
HacrosimeMy u3oOperenuto, uHcepuus B US4 (ORF70) xapakrepusyercs 4aCTUYHOH
neneunel, yceueHueM, 3ameHol, moaudukanuei uiau nonoousiMm B US4 (ORF70), mpu
stoMm USS5 (ORF71) ocTaercst QyHKIIMOHATbHBIM.

[00117] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
uzobperenuro EHV BekTOop BKJIHOYaeT MO MeHbIIEH Mepe OAUH (PIAHKUPYIOIIHH
y4acTOK, BbIOpaHHBbIA w3 rpynnbl, Bkirouaromeii: SEQ ID NO:17, SEQ ID NO:18,
SEQ ID NO:19, SEQ ID NO:20, SEQ ID NO:21, u SEQ ID NO:22 u Ha 70%, 80%,
85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% TrOMOJNOTUYHYIO H/HIH
UAECHTHYHYIO TMOCIEA0BATENbHOCTD K JIIOOOH M3 3THX MOCIEN0BATEIbHOCTEH .

[00118] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
uzooperenuro EHV Bexktop Bkmowaer (I) mo menpmeit mepe onun jessiii US4
(bIaHKUPYIOMUN y4acTOK BhIOHparoT U3 rpynmsl, Briawdanmeii: SEQ ID NO:17, SEQ
ID NO:19, u SEQ ID NO:21, u (II) mo wmenbmeii mepe oaun mupasbii US4
(bIaHKUPYIOMUN y4acTOK BeIOHparoT U3 rpynmsl, Bkiardammeii: SEQ ID NO:18, SEQ
ID NO:20, u SEQ ID NO:22.

HyxneotunHbie nocieqoBaTebHOCTU U MaTOTE€HbI

[00119] B npyrom acnekTe OCyIIECTBJIEHHUs BEKTOpa COIJIACHO HAaCTOSIIEMY
N300 pEeTEeHHIO yKa3aHHas MpeACTABIAOIIASA UHTEepec HYKJIEOTUIHAS
NOCJIEJOBATEJIbHOCTD SIBJISIETCSI PEKOMOWHAHTHOW W/WJAW TeTEePOJOTUYHON W/WiH
5K30T€HHOM.

[00120] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
U300pETEeHHUI0 YKa3aHHAs AHTHUTCHKOAHMPYIOIIAas MOCIEN0BATEIbHOCTh OTHOCHTCS K
MaToreHy, WHQUIUPYIOUEMY >XUBOTHOE, BBIPANMBAEMOE B MPOIOBOJBCTBEHHBIX
[eJIsIX, TaKOoe KaK CBUHbHU, KPYMHBIA pPOTATBHIH CKOT WM NTUIBI WK JOMAIIHUE
JKUBOTHBIE, TAKHE KaK KOIIKA, JIOMAAb WU cobaka.

[00121] B napyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
N300pETEHNUI0 AHTHUT€HKOAMPYIOLIas MOCIEA0BATEIbHOCTh UMEET IMPOUCXOXKAEHUE M3
MaToreHa, BBIOPAHHOTO W3 MEPEUYHs, HO HE OTPAHUYMBASICH TOJBKO HMH. BUPYC
[MImannenOepra, BUpyC rpumnma A, BHUPYC PECHUPATOPHOTO U PENPOAYKTHBHOTO

CHUHApPOMA y CBUHEH, UUPKOBUPYC CBUHEH, BUPYC KJIACCUYECKOU YyMbl CBUHEH, BUPYC
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aQpUKaHCKOW JNHXOpanKW CBHHEH, BUpycC remaruta E, Bupyc nmapen KpymHOTo
poraToro cCKoTa, BUpyc O€meHCTBa, KOMaYnuil MOpOMILINBUPYC, CTONOHAYHAS MAJ0UKa,
MukobakTepus TyOepKy€3a, akTHHOOAMIUISIPHAS TIJIEBPOITHEBMOHHUS.

[00122] B crenuPuIecKkom aCIIeKTe OCYLIECTBJIEHUS BEKTOpA 1581078
SKCIPECCUOHHOH  KacCeThl COIJIACHO HACTOAIEeMY H300peTeHHI0, yKa3aHHas
AHTUTE€HKOAMPYIOLIAs MOCIEA0BATEIbHOCTD OTHOCUTCS K NATOTeHY, HHPUIUPYIOLIEMY
cBuHel. B nmanpHelmem creunpUuecKOM acleKTe YKa3aHHbIH MaTOreH MPenCTaBJsIeT
coboii Bupyc cuHoro rpunma A (IAV). B nanpHeiimem cnenuu4ecKkoM acrekTe
yKa3aHHBIH AaHTUTEH MpeacTaBisier coboii remarraroTuHUHOBBIN (HA) aHTHUreH, B
YaCTHOCTH YKAa3aHHBIH TEeMarrIlOTHHUHOBBI AHTUT€H HMMEeT IPOHCXOXKACHUE U3
Bupyca rpunna A. Hampumep, Bupyc rpunmna A npexncrasisier codoil Bupyc rpunmna A
(A/swine/Italy/116114/2010(H1N2)), BUPYC rpumnmna A
(A/swine/Italy/7680/2001(H3N2)), Bupyc rpunma A (A/swine/Gent/132/2005(HIN1)),
w/unmn  Bupyc rpunma A (A/swine/ltaly/4675/2003(HIN2)). B nanpHeiimem
ciennpUIECKOM aCHeKTe YKa3aHHbIH AaHTHI€H BKJIKOYaeT MJIH COCTOUT W3
nocienosarenbHocTH, koaupyemoin SEQ ID NO SEQ ID NO:14. B npyrom
cienn(pUIECKOM aCHeKTe YyKa3aHHbIH AaHTUI€H BKJIOYaeT MJIH COCTOUT W3
MOCJIE0OBATENbHOCTH, KOAMPYEMON aMHHOKHCIOTHONH IOCJIE€AOBATENbHOCTBIO C IIO
Menblieil mepe 70%, no menbuieilt mepe 75%, no menbueln Mepe 80%, Mo MeHbIIEH
mepe 85%, no meHbueit mepe 90%, no meHbiueit mepe 91%, no menbieit mepe 92%,
no MeHbuIel mepe 93%, no menbieit Mepe 94%, no mensiueit Mmepe 95%, Mo MeHbLIEH
Mepe 96%, nmo MeHbieit mepe 97%, nmo MeHbmed Mepe 98% unu Mo MeHblIel Mepe
99% HOEHTUYHOCTHIO K aMUHOKHCJOTHOW MOCJEeA0BAaTENIbHOCTH, Kak ykazaHo B SEQ
ID NO:14.

PerynstopHble mociaen0BaTeNbHOCTU U IPOMOTOPBI

[00123] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
U300pETEHUI0  TPEACTABIAIOMMNA  HMHTEpeC TeH (PYHKIHOHAJIBbHO CBS3aH C
peryiasaTopHoOi MOCJIE0BATENbHOCTBIO, NPEeANOYTUTENbHO IPOMOTOPHOM
MOCJIE0BATENbHOCTEIO.

[00124] B npyrom acmnekTe OCYILIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
u300peTeHurd MmpoMOoTOpHasi (ble) TOCJeNOBaTeNbHOCTh (M), (GYHKUHOHAIBHO
CBSI3aHHYIO (bI€) C MPEACTABISIOINMU HHTEPEC MOCIEN0BATEIbHOCTAMHI UM T€HAMH,

BBIOMPAIOT W3 TPYIIBl, HO HE OrPaHUYUBASCH TOJBKO HMH, BKIOUaromen: SV40
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6onpmoit T, HCMV u MCMV HemenneHHo-paHHuil red 1, mpomotop ¢akropa
sJ0oHrauuu ainbda dYensoBeka, OAKYJOBUPYCHBIH MPOMOTOP MOJU3APUHA, MPOMOTOP
nonumepassl 11, GyHKIIMOHANBbHBIN QparMeHT.
[00125] B npyrom acnekTe OCyIIECTBJIEHHUsS BEKTOpPa COMJIACHO HAaCTOSAIIEMY
N300pETEHNI0 MPOMOTOPHAS MOCIEA0BATENbHOCTh, QYHKIMOHAIBHO CBA3aHHAS C IO
MEHbIIEH Mepe OIHUM TMPENCTABJSIIOIMM HHTEpPEC TeHOM, MpeacTaBisieT coboi
MCMV  wumn  ero (QyHKUUOHANIBHbIA (QparMeHT WJIM WX KOMILUIEMEHTapHbIE
HYKJIEOTUHBIE NTOCIEI0BATEIbHOCTH.
[00126] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COTJACHO HAaCTOSLIEMY
U300pETEHHUI0 MPOMOTOPHAS TOCIEN0BATENbHOCTDh, (PYHKIMOHAIBHO CBS3aHHAs C IO
MEHbIIEH Mepe OIHHUM TMPEICTABISIOIUM HHTEpPEC TEeHOM, MpeacTaBisieT coboil
saaorenHerii npomorop UL8 mnu UL1S.
[00127] B npyrom acmnekTe OCYIIECTBJEHHsS BEKTOpa COMJACHO HAaCTOSLIEMY
nzooperenuro EHV Bektop BeIOMpatoT u3 rpynmsl, Bkiawouvaromeii EHV-1, EHV-3,
EHV-4, EHV-8 u EHV-9.
[00128] B npyrom acmnekTe OCYLIECTBJICHHUS BEKTOpPAa COIJACHO HAaCTOSLIEMY
uzobperenuro EHV Bektop npencrasnser coboit EHV-1, npeanoururensuo RacH.
[00129] Hacrosimee uszobpereHue nomnosHUTENbHO oxBartbiBaeT EHV BekTop B
COOTBETCTBHUU C HACTOSAIIMM U300pETEHNEM, BKIFOYAIO TN ;

a. TEpBYIO IPEACTABJISIO LY O UHTEpEC HYKJIEOTUIHYIO

NOCJIE€N0BATEIbHOCTh, MNPEANOYTUTEIbHO TPEACTABISAIOUIUN HHTEpPEC

I'eH TaKyro KakK AHTUTCHKOAUPYHOIIYIO noCJaea0BaTCIIbHOCTD,

>
uHceptupoBanHyo B UL18 u/unu ULS,

0. YKa3aHHYK TMEepBYI NPEACTABISAIOMIYID HHTEPEC HYKJICOTHUIHYIO
NOCJIEOBATEIBbHOCTh, HE005A3aTeNbHO (YHKIIMOHANBHO CBS3AHHYK C
PEeryJasSTOPHONW HYKJICOTHUIHOH MOCIEeNOBATEIbHOCTHIO / MPOMOTOPHOU
NOCJIE0BATEIbHOCTBIO,

B. YKAa3aHHYK [E€pPBYI MPEACTABIAIYI0 HHTEPEC HYKJICOTHIHYIO
NOCJIEN0BATEIbHOCTh, HE00sA3aTeNbHO (PYHKIIMOHANBHO CBS3AHHYIO C
(IOTIONHUTENBHOM) PEryIsATOPHOW HYKJIEHHOBOW KHCIOTOW, Hampumep,
MOCJIEIOBATENbHOCTBIO MMOJHAAECHUIUPOBAHNSA, IPEANIOYTUTENBHO 71pA

unu BGHpA.

[00130] B cnennduueckom acnekre EHV BeKTOp HOTOTHUTENBHO BKJIKOYAET
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a. BTOPYIO NPEeACTABIAIOIY IO UHTEpEC HYKJICOTUAHYIO
NOCJIEA0BATEIbHOCTh, MNPEANOYTUTEIBHO BTOPOW MNPEACTABJISIOUN
UHTEpEC I'eH, TAKYI0 KaK aHTUIMeHKOAUPYHOIlas MOCIeI0BaTEIbHOCTh, BO
BTOPOM caliTe nHcepiuu, npennoyrutenbno ULS6 u/umn US4,

0. yKa3aHHYI BTOPYK MpPEACTABJSIIOLIYI0 HHTEPEC HYKJIEOTHIHYIO
IIOCJIEIOBATENBbHOCTh, HEOOs3aTeNbHO (YHKIIMOHAIBHO CBSI3aHHYIO C
PEryJasTOPHONW HYKJICOTUIHONH MOCIEeNOBATEIbHOCTHIO / MPOMOTOPHOM
NOCJIE0BATENbHOCTBIO,

B. YKAa3aHHYIO BTOPYI IMPEACTABIAKIIYI) HHTEPEC HYKJIEOTHAHYIO
NOCJIEOBATEIbHOCTh, HE005A3aTeNbHO (PYHKIIMOHANBHO CBS3AHHYK C
pPeryJsiTOpHOU HYKJIEHHOBOH KUCJIOTOH, HaIlpuMmep,
MOCJIeIOBATENbHOCTBIO MOJHAJEHUINPOBAHUsS, NPEANOUYTUTENbHO 71pA
unu BGHpA.

[00131] Hacrosimee wu3zoOpereHue nOMONHUTEIbHO oxBaTbiBaeT EHV BekTop B
COOTBETCTBHUU C HACTOSIIIUM H300pETEHUEM, BKIIOYAO NN

a. nHaktuBupoBaHHbIA UL18 n/mnm ULS;

6. mepByro MPEACTABJIIAK Y0 UHTEpEC HYKJIEOTUIHYIO
NOCJIEA0BATEIbHOCTDb, MNPEANOYTUTENBHO NPEACTABISAIOIUNA HHTEPEC
réH, Takyl  Kak  AaHTUTCeHKOJAUPYIOUIYIO  IMOCJIEAO0BATEIbHOCTD,
uHcepTupoBaHuyo B ULS56 u/unu US4,

B. YKa3aHHYI [MEPBYI MPEACTABISIINYK HMHTEpPEC HYKJICOTUIHYIO
NOCJIEOBATEIbHOCTh, HE00sA3aTeNbHO (PYHKIIMOHANBHO CBS3AHHYIO C
PEeryJasaTOPHONW HYKJICOTUIHONH MOCIEeNOBATEIbHOCTHIO / MPOMOTOPHOM
NOCJIE0OBATENbHOCTBIO,

I. YKa3aHHYK [E€PBYK MPEACTABISAIOIYIO HHTEPEC HYKJIEOTHUIHYIO
NOCJIEN0OBATEIbHOCTh, HE005A3aTeNbHO (PYHKIIMOHANBHO CBS3AHHYIO C
(IOTIONHUTENBHOW) PEryJIsSTOPHOW HYKJIEHHOBOHW KHCIOTOWH, Hampumep,
MOCJIeIOBATENbHOCTBIO MOJHAAECHUIUPOBAHUSA, IPEANIOYTUTENbHO 71pA
unu BGHpA.

Knerka-xo3suH
[00132] Kpome toro, Hacrtosimee wu3oOpeTeHHe oOecCrnednBaeT KJETKY-XO3sIMHA
MJIEKOTHUTAIOLIEr0, OTJIMYAKINYIOCA TEeM, YTO OHa BKJIHOYaeT AePEeKTHBIH IO

pennukauuu EHV BekTOp, Kak ONMMCAHO B HACTOSILIEHN 3asABKE.
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[00133] Hacrosimee  u3zoOpereHme  Takxke  obOecmeuymBaeT  KJETKY-XO3sIMHA
MJIEKOMIUTAKIIEr0, OTJIUYAKINYKCSA TEM, YTO OHA BKJIIOYAE€T BEKTOP B COOTBETCTBUH C
HACTOSIIHM H300pETeHUEM.
[00134] HacTtosimee u3obpeTeHrne AOMOJTHUTENBHO OXBAThIBAET CIOCOO MONyUeHUs
KJIETKU-XO0351HAa, KOTOPbIN XapaKTePU3yeTCsl CAEAYOIUMH CTAAUIMU:

a. MHQUUHUPOBAHUE KJIETKHU-XO35MHA MJIEKOMUTAIIEr0 B COOTBETCTBUH C

HACTOSIIIMM HM300pEeTeHHEeM C MOMOLIbI0 BEKTOPAa B COOTBETCTBUH C
HACTOSIIINM U300 peTeHNEM,

0. KyJIbTUBUPOBAHNE MHPHUIMPOBAHHBIX KJIETOK B MOAXOIAIIHNX YCIOBUSX,

B. Heo0s3aTeNbHO cOOp YKa3aHHOUW KJIETKH-XO35HHA.
[00135] HN300peTeHne MOMONHUTEIBHO OXBAThIBAET MPUMEHEHHE BEKTOpa B
COOTBETCTBHUHU C HACTOSIIUM H300PETEHHUEM HJIM KJIETKHU-XO35MHA MJIEKOTHUTAOIIEro B
COOTBETCTBHU C HACTOSIIIUM H300pETEHHUEM [UIsl TPUTOTOBJIEHUS HWMMYHOTEHHOH
KOMITO3ULIMU WJIN BAKLIUHBI.
KoMnneMmeHTHas KJeTOYHAs IUHUS
[00136] Kpome Toro, Hacrosimee n3o0peTeHne oOecneuynBaeT KJIETOUYHYIO JUHHUIO,
skcrapeccupyromyo UL8 w/unu UL18 u3s EHV unu ero ¢yHKIMOHANbHBIE YaCTH IJIs
KyJbTHBHpPOBaHUs JnedekTtHoro mno pernukannu EHV BexkTopa, kak omnmucaHo B
HACTOsSILIEN 3asiBKE.
[00137] bonee Toro, HacTtosimiee u3oOpereHue oOeCmeYnBaeT KJIETOYHYHO JUHHUIO,
BKJIOYAKOWIYIO MJIa3MUAY, BKIOYAKIIYK 3KCIPECCHOHHYIO KacCCEeTy, BKIIOYAK Iy
UL8 w/unu UL18 u3 EHV unu ero GyHKUMOHAJbHBIE YACTH, TJI€ KJIETOYHAS JTUHUS
skcnpeccupyetr UL8 u/unu UL18 unu ero GpyHKIHMOHATbHBIE YACTHU.
[00138] B gpyrom acnekre OCYyLIECTBJIEHHUS KJIETOYHOW JIMHUU COIJIACHO
HACTOsIIeMy H300pPETeHHUI0, KJIETOYHYIO JUHHUIK BBIOMPAIOT, HO HE OrPAaHUYHBASIChH
TOJIbKO MMU, U3 TPyImbl, BkIo4ammei: Vero kinerku, RK-13 (mouku kponuka), ST
(cBunble simuku), MDCK (knetku Manun-/lapOu nouek cobak), MDBK (xnerku
Manus-/lapbu nmouek kpynHoro poraroro ckora) u Knerku xoxu nomaneit (NBL-6).
[00139] B gpyrom acnekre OCYLIECTBJIEHHUS KJIETOYHOW JIMHUM COTJIACHO
HACTOsIIeMy H300peTeHUI0, KJIETOUHas JUHHS mnpencrasiser coboit ST kieTodHyro
JUHUIO.

Cnoco0 nonyueHnus
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Kpome Toro, HacTosimee n3oOpereHne obOecrednBaeT Crnocod MOJydeHHs

nedpexTHoro mo pemnukauuu anbparepnecsupyca somaneit (EHV), Bkmouarommii

nHaktuBupoBaHHbId UL18 u/unm ULS, xkak onucaHo B HacTOsLIEH 3asBKe.

[00141]

bonee Toro, Hacrosmee n3obpereHne oOecrneuynBaeT CIOCOO MOJNyUEHHS

nedpexTHOrOo WO pernyukauuu anbdareprnecsupyca sowmaneii (EHV), Bxmouaromme

cTaauu:

[00142]

a) obecnieuenue EHV nukoro tuna win ocnabnennoro EHV;

6) nnaxktuBuposanre UL18 u/munmm UL8 u3s EHV co cTtannu a) u cenexuuro
EHV kJ0HOB, KOTOpble HE HECYT MOJHYK HIH (YHKIHOHAJBHYIO YacCThb
UL18 u/unu UL 8;

B) oOecrneueHne KOMILIEMEHTHOHN KJETOYHOW JIMHHUU, JKCIPECCHPYIOIei
UL18 u/unu UL8 unu ero pyHKIIMOHAJIbHBIE YaCTH,

r) ofecnedyeHne nepeKTHOTO MO perjuKkanuu ajibdarepmnecBupyca
nomaneit (EHV) nyrem kynpruBupoBanus EHV co cragum 6) c
KOMIUJIEMEHTHOW KJIETOYHOU JUHUEH CO CTaAuU B).

Hacrosinee I/1306peTeHI/Ie JOIMOJIHUTEIIBHO OXBATbhIBACT crmocob MOJIyUYCHUA

BC€KTOpa B COOTBETCTBUU C HACTOALIUM I/1306peTeHI/IeM, BK.]'II-OLIaI-OH_[I/II\/'IZ

[00143]

a. MHcepuuro  mepBOM  NPEACTABJAIOLIEN  HUHTEPEC  HYKICOTUIHOMU
MOCJE€N0BATEIbHOCTH, MNPEANOYTUTENbHO MPEACTABISIOMIEr0 HHTEpPEC
reéHa, TaKOW KaK aHTUIMeHKOAUpYIoIas mnocienosaTtenbHOCTh, B UL18
u/unu ULS,

6. HeoOs3aTenbHO (YHKIMOHANBHOE CBS3bIBAHWE YKA3aHHOW MepBOi
NpEeNCTaBIALIEeN MHTEepeC HYKJIEOTHAHONW TMOCIEA0BATENbHOCTH C
PEeryJasSsTOPHONW HYKJICOTUIHONH MOCIEeNOBATEIbHOCTHIO / MPOMOTOPHOM
NOCJIeI0BATEIbHOCTBIO,

B. HeoOs3arenbHO (YyHKUHMOHAIBPHOE CBS3BIBAHHE YKA3aHHOW MEpBOI
NpeACTaBIALIEeN MHTepeC HYKJIEOTHUAHONW IMOCJIEA0BATENbHOCTU C
(IOTIONHUTENBHOW) PEryJIsSATOPHOW HYKJIEHHOBOW KHCIOTOH, Hampumep,
MOCJIeIOBATENbHOCTBIO MOJHAJEHUINPOBAHUS, NPEANOUYTUTENbHO 71pA
unu BGHpA.

B cnennguvyeckom acnekTe crnocod MOMOJTHUTEIbHO BKIOYAET
a. MHcepuuro  BTOpOW  MNPEACTABIAKIIEH  HUHTEPEC  HYKJIECOTUIHOMU

MNOoCJIeA0BATCIbHOCTH, MNPEANOYTUTCIBHO BTOPOTrO MNPEACTABIAIICTO
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UHTEpEeC IeHa, TAKOW KaK aHTUIeHKOAUPYHO1as MOCIeA0BaTEIbHOCTD, BO
BTOPOM caiiTe nHcepuunu, npeanourutenbio ULS6 u/unu US4,
HeoOs3aTenbHO (QyHKLMOHANIBHOE CBS3BIBAHME YKAa3aHHOW BTOPOH
NPEACTABIAILE MHTEepeC HYKJICOTUAHON TMOCIeNOBATEIbHOCTH C
pPeryJsiTOpHOH HYKJIEOTHUIHOW MOCIEI0BATEIbHOCTBIO / MPOMOTOPHOM
MOCJIE€N0BATEIbHOCTBIO,

HeoOs3aTenbHO (QyHKLUMOHAJIBHOE CBSI3bIBAHME YKAa3aHHOW BTOPOH
NPEACTABIAKINEN WHTEPEC HYKICOTUAHOW TMOCIEAOBATEIBHOCTU C
peryJisiTOpHOU HYKJIEHHOBON KUCJIOTOM, HaIlpumep,
MOCJIeIOBATENbHOCTBIO MOJHAJEHUINPOBAHUS, NPEANOUYTUTENbHO 71pA

unu BGHpA.

Hacrosimee I/1306peTeHI/Ie JOIIOJIHUTEIJIBHO OXBAThIBACT crmocob MOJIYyUCHUA

BCKTOpa B COOTBCTCTBUU C HACTOALIUM I/1306peTeHI/IeM, BKJIIO‘{aIOLHHfII

a.
0.

[00145]

nHaktusupoBanue UL18 u/unu UL8 u3 EHV;

HNHcepuuro  nmepBOMl  NPEACTABISIOINEN  MHTEPEC  HYKJIEOTUIHOU
NOCJIEA0BATEIbHOCTH, NPEANOYTUTEIBHO MNPEACTABISIOWEr0 HHTEPEC
réHa, TaKOM KakKk aHTUTE€HKOAMPYIIas nocjeaoBaTtenbHOCTb, B ULS6
u/unu US4,

HeoOs3aTenbHO (QyHKIMOHAIBbHOE CBA3bIBAHWE YKA3aHHON MepBOil
NPEACTaBIAILEN MHTEpeC HYKJIEOTHAHON MOCIENOBAaTEIbHOCTH C
pPeryJsiTOpHOH HYKJEOTHUIHOW MOCIEI0BATEIbHOCTBIO / MPOMOTOPHOM
NOCJIE0OBATEIbHOCTBIO,

HeoOsi3aTenbHO (YHKLUHMOHAJIBHOE CBS3bIBAHHE YKA3aHHOW MEpBOM
NPEACTABIAKOINEN HHTEPEC HYKJICOTUAHOW TMOCIEAOBATEIbHOCTU C
(HOTONHUTENBHON) PEeryasTOPHON HYKJIEHMHOBOW KHUCIOTOH, HampuMmep,
MOCJIeIOBATENbHOCTBIO MOJHAJEHUINPOBAHUsS, NPEANOUYTUTEIbHO 71pA

unu BGHpA.

H300peTeHne OMOJHUTEIBHO OXBAaTbIBAET CMOCOO MPUTOTOBICHUS

HMMYHOFGHHOﬁ KOMIIO3UIUU WKW BAKOUHbI JJIA YMCHbBIICHUA HaCTOThI UJIU TAXECTHU

OOHOI0 HUJIH HECKOJBKHX KIWHHUYCCKHUX CHMIITOMOB, CBA3aHHBIX C HWJIHW BbI3BIBACMBIX

nH(peKknuen, BKIOYAMUNA CIeAYINUe CTaIHu:
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a. HMupuumpoBaHne KOMILUIEMEHTHON KJIETOYHOW JIMHUU B COOTBETCTBHUHU C
HACTOSIIIMM H300pEeTeHHEM C IOMOIIbI0 BEKTOPa B COOTBETCTBUU C
HACTOSIINM H300peTEeHNEM,
0. KyJIbTUBUPOBAHHE MHPULHMPOBAHHBIX KJIETOK B MOAXOIAIIUX yCIOBUSX,
B. cOOp MHPUIMPOBAHHBIX KJIETOYHBIX KYJIbTYP,
r. HeoOs3aTeNIbHO OYHCTKY COOpaHHBbIX HWHQPHUIUPOBAHHBIX KJIETOYHBIX
KYJbTYp CO CTAIUH B)
A. HeoOs3aTeNbHO CMENIMBAHUE YKAa3aHHBIX COOpPAaHHBIX MH(PULIHPOBAHHBIX
KJIETOYHBIX KYJBTYp € (papMareBTUUECKH TPUEMIIEMbIM HOCHTEIIEM.
Bakuuna
[00146] Kpome Ttoro, Hacrtosimee uzobOpereHne o0ecrnedrnBaeT HMMYHOTEHHYIO
KOMIIO3ULMIO, BKJIKYAKIIYK OAWH WiUM Heckoabko EHV BekTOpOB, Kak OmHCAaHO B
HACTOsILEN 3as1BKeE.
[00147] B ngpyrom acnekre OCyIIECTBJIEHHS HMMMYHOT€HHOW KOMIIO3ULUHU
COTJIACHO HACTOSAIEMY H300pEeTEeHHI0, YyKa3aHHas HMMYHOT€HHas KOMIIO3ULIHS
TOTIOJTHUTENIBHO BKJIIOYAEeT (papMameBTHIECKH MPUEMIIEMbIIl HOCHUTEb.
[00148] B ngpyrom acnekre OCyLIECTBJIEHHST HMMMYHOT€HHOW KOMIIO3ULHUU
COTJIACHO HACTOSIEMY U300peTEeHMI0, YyKa3aHHas WMMYHOT€HHas KOMIIO3ULIMS
NpeaCTaBseT COOON BaKIUHY.
[00149] CrnenoBaTenbHO, uzobpeTeHmne JNOTIOJTHUTEJBHO OXBaTbIBAET
UMMYHOT€HHYIO KOMIIO3ULHIO, BKJIOYAIOIIYH0
a. BEKTOp B COOTBETCTBHMH C HACTOSIIUM H300peTeHUEM, /WU
0. moJaumenTHn, SKCIPECCHPYeMblii BEKTOPOM B  COOTBETCTBHH C
HACTOSIIIUM H300peTeHUueM, TaKOW Kak BHUPYC, MOAUGHUIIUPOBAHHBINA
’KUBOW BUpYC, BUpycononoOHas yactuua (VLP) unu nonoOueie,
B. HeoOs3aTenpbHO (apMaleBTUUYECKH WJIHW BETEPUHAPHO NPUEMIIEMbIH
HOCUTENb WIJIM HAINOJHUTENb, MPEANOUYTUTENbHO YKa3aHHBIM HOCHUTENb
SBIISETCS MPUTOHBIM s NepopaIbHOTO, BHYTPHUKOKHOTO,
BHYTPUMBIIIEYHOrO UJIM UHTPAHA3aJIbHOT'O BBEAEHMUS,
I. MPEeANOYTUTENbHO yKa3aHHasi HMMYHOT€HHas KOMIIO3MIUSI BKJIOYAET
Bupyc. B cmenuduueckoMm acmexTe yKa3aHHBIH BUPYC NpPEACTAaBISET

c000i1 maToreHHbIH BUPYC.
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[00150] H3o0perenne JONOJHUTENBHO OXBaTBHIBAET BaKIUHY 150105t
bapManeBTHUECKYI0 KOMIO3HIIUIO, BKJIOYAOIIYIO
a. BEKTOp B COOTBETCTBHUH C HACTOSIIUM H300peTeHUEM, U/UU
0. mosumenTHA, OKCIPECCUPYEMBI BEKTOPOM B  COOTBETCTBUU C
HACTOSIIUM H300peTeHneM, TakoH Kak MOAM(PULHUPOBAHHBIA >KHBOM
BUpYC, BUpycononobHas yactuna (VLP) unu nonoOHbIe, U
B. (hapMaLeBTUYECKH WM BETEPUHAPHO TMPUEMJIEMbIH HOCHUTENb WIH
HAMOJHUTEb, MPENNOUYTUTENbHO YKA3aHHBIH HOCUTENb  SIBJISETCS
NPUTOIHBIM IJisi TEPOPANBHOTO, BHYTPHUKOXKHOTO, BHYTPHUMBIIIEYHOTO
VT UHTPAHA3aJbHOTO BBEJEHUS,
r. HeoOs3aTeNpbHO  YKa3aHHAs  BAKUWHA  JOMOJHUTEJBHO  BKJIOYAET
anBIOBAHT.
Cnoco0 nedyeHust U MpUMEHEHUs
[00151] Kpome Toro, Hacrosimee u3oOpereHume  obecmeumBaeT  Crocod
UMMYHHU3AIUN CyOBbEeKTa, BKJIOYAIOIUNA BBEJCHUE TAKOMY CYOBEKTY UMMYHOTCHHOMU
KOMIIO3MIINHU, KaK ONMHCAHO B HACTOSILIEH 3asBKE.
[00152] bonee Toro, Hacrosiuee n3obpereHne odbecnedynBaeT Crnocod JeYESHUsT HITH
MPEeNOTBPAIEHUs] KIMHUYECKNX CHMIITOMOB, BbI3BIBA€MBIX NAaTOTEHOM, Yy CyOBeKTa,
KOTOpPbIE B 3TOM HYXJAeTcs, TrAe Ccnocod BKIOYAET BBEAEHHE CYOBEKTY
TepaneBTUYECKH 3((PEKTUBHOrO KOJMYECTBA HMMYHOTE€HHOW KOMITO3ULIMH, Kak
OMNUCAHO B HACTOsILIEH 3asBKE.
[00153] Hacrosimee uzobperenune obecriedyuBaeT MMMYHOT€HHYK KOMITO3HUIIHIO,
KaK OINMHCAHO B HACTOsIIEH 3asiBKe, AJS MPUMEHEHHs B Cnocode HMMYHHU3ALHH
cyObeKkTa, BKJIOYAKIIEMY BBEIEHHE TAaKOMY CYOBEKTY YKa3aHHOW HMMYHOT€HHOH
KOMITO3UIIUH.
[00154] Hacrosimee u3zobpereHne obecriedynBaeT MMMYHOTEHHYH KOMIIO3ULIHIO,
KaK ONHCAHO B HACTOAIEH 3asBKe, MJIsI MPUMEHEHHs B crocobe JedeHHs WU
MPEeNOTBPAIleHUs] KINHUYECKUX CHUMIITOMOB, BBI3BIBAEMBIX MAaTOTEHOM, yV CyOBeKTa,
KOTOPbIE B 3TOM HYXJAeTcs, TrAe Ccrmocod BKIOYAET BBEACHHE CYOBEKTY
TepaneBTU4YeCKU 3P (HEKTHBHOTO KOJINYECTBA YKa3aHHOH MMMYHOT€HHON KOMITO3UIIHH.
[00155] B npyrom acmekTe OCYIIECTBJIEHHS CIOCO0a MJIM MPUMEHEHUsI COTJIACHO
HAcTOseMy H300pETEeHHMIO, VYKa3aHHOro CcyObeKkTa BbIOMPAOT U3 MEpeuHs,

BKJIIOYAIOLIEr0 CBUHEH, KPYMHBIM pOTaThlil CKOT, NTHUL, KOLIEK, Jolaaeld u codax.
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[00156] B npyrom acmekTe OCyIIecTBIEHHS Croco0a MM NPUMEHEHHUs COTrJIaCHO
HACTOsIIEMYy U300PETEHHIO, HMMYHOT€HHYI0 KOMIIO3UIIMIO BBOAST OJUH Pa3.
[00157] B npyrom acmekTe OCYIIECTBJIEHHs Croco0a MJIM MPUMEHEHHUs] COTJIACHO
HACTOSIIEMY H300pPETeHHIO, HMMYHOI'€HHYI0 KOMITO3MLIMIO BBOASIT B BHJE IBYX HIIU
Gonee no3.
[00158] HN3o0petenue takke obecreunBaeT HAOOP AT UMMYHH3ALMH KUBOTHOTO,
NPEeANOYTUTEHHO JKHBOTHOTO, BbIPAIIMBAEMOTr0 B MPOAOBOJbCTBEHHBIX LEJISX, TAKOTO
KaK CBHUHbHM MJIM KPYIHBIH pOraThli CKOT WJIM JOMAIIHErOo >KHBOTHOTO, TAaKOTO KakK
KOINKA, JIomaab uiu cobaka, OT 3a00jeBaHUs, CBSI3AHHOTO C W/UJIHW yMEHBbIIEHHUS
YaCTOTHI HJIH TSKECTH OJHOTO MJIM HECKOJBKHMX KJIMHUYECKUX CUMIITOMOB, CBSI3AHHBIX
C WJIY BBI3BIBAEMBIX IMATOTE€HOM Y JKUBOTHOI'O, BKJIFOYAIOIIHI

a) 103aTop, CIIOCOOHBIA BBOJHUTH BAKIMHY YKA3aHHOMY JKHBOTHOMY; U

0) MMMYHOT€HHYIO KOMIIO3ULIMK WJIH BaKUUHY B COOTBETCTBHH C

HaCTOSIIIUM H300peTeHUuEM, U

B) HEOOsA3aTeNbHO JIMCTOK-BKJIAJbIII C UHCTPYKIIHEHN.
[00139] Hacrosiimee n3o0pereHne NOMOTHUTEIbHO OXBAThIBAET HAOOP, COCTOSIIIUM
U3 BEKTOpPa B COOTBETCTBUM C HACTOSIUM H300peTEeHHEM, HEeOOs3aTEeNbHO peareHTa

(0oB) nuist TpaHC KUY, U JIMCTKA-BKJIAAbIINA ¢ HHCTPYKIUEH.

Onpenenenus

[00160] Ecnu He yka3aHO HHOE, TO BCE TEXHUYECKHME U HAy4dHble TEPMHHBI,
HCIIOJIB3YEMBIC B I[aHHOI\/JI 3asj1BKE€, HMECKT TO XK€ 3Ha4UYCHHE, Kak OOBIYHO 3TO
IIOHUMAETCs CIeUuaJINCTOM B ):[&HHOfI obnacrtu TEXHUKH, K KOTOpOﬁ OTHOCHUTCA 35TO
nzo0peTeHrne, Ha MOMEHT mojadu 3asiBKU. CMBICT U 00beM TEPMHUHOB JOJIKEH OBITh
SCEH;, OJHAKO, B CJlydae KaKOW-TuOO CKPBITOW ABYCMBICJIEHHOCTH, OIpENeNICHUs,
NpEeACTaBJICHHBIE B JAaHHON 3asiBKe, TIJIABEHCTBYIOT HaJa JIOOBIM CJIOBapeM HIIH
BHEIIHUM omnpeneiaeHneM. Kpome Toro, eciim HHOE HE MPEAyCMOTPEHO KOHTEKCTOM, TO
oco0ObIe YCJIOBUA AOJIKHBI BKJIFOUAaTh MHOXKECTBA, 4 MHOXCCTBCHHbBIC TEPMUHDI 6YHYT
BKJIIOYAaTh €AUHCTBEHHOE uucio. IIpu 3TOM ucnonb3oBaHue coro3a "UNIHU" O3Hadaer
"w/unu", ecnau He yKazaHo wHoe. KpomMe TOro, HCHOJb30BaHHE TEPMHUHA

"BKIIIOUAKOIUI", a TakKe Apyrux (Gopm, TaKux Kak "BKIrO4YaeT" M "BKIIOYEHHBIN" He

2

ABJIACTCA OTPAHUYHUBAIOLIIHUM. Bce nmarenTh 1 ny6n1/11<au1/11/1, YIOOMSAHYTBIE B HACTOSALCM

AOKYMEHTE, ABJIAKOTCA BBEACHHBIMU B JAHHYIO 3as4BKY B Ka4€CTBE CChIJIKH.
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[00161] IIpu ocymecTBICHUU HACTOSLIEro M300pereHus: OyAyT HCIOJIb30BATHCS,
€CJIM He YyKa3aHO HWHOe, TPaJHLHOHHbIE METOAUKHU BHUPYCOJIOTHH, MOJIEKYJSPHOM
Oouonorun, mukpooOuosoruu, pekomOunantaoit JJHK, xumun Oenka u MMMyHOJIOTHH,
KOTOpBIE SIBJSIOTCS U3BECTHBIMH CIIEIMATUCTAM B AAaHHOH oOiacTu TexHHKH. Takue
METOAMKH SIBISIOTCS NMOAPOOHO ONMUCAaHHBIMH B Jjutepatype. CMoTpu, Hampumep,
Sambrook, Fritsch & Maniatis, Molecular Cloning: A Laboratory Manual, toma I, IT u
I, 2-oe u3n. (1989); DNA Cloning, Toma I u II (D. N. Glover pen. 1985);
Oligonucleotide Synthesis (M. J. Gait pen. 1984); Nucleic Acid Hybridization (B. D.
Hames & S. J. Higgins pen. 1984); Animal Cell Culture (R. K. pen., 1986);
Immobilized Cells and Enzymes (IRL uzg., 1986); Perbal, B., A Practical Guide to
Molecular Cloning (1984); cepun, Methods In Enzymology (S. Colowick u N. Kaplan
pen., Academic Press, Inc.); Protein purification methods — a practical approach
(E.L.V. Harris u S. Angal pen., IRL Press at Oxford University Press); u Handbook of
Experimental Immunology, Toma I-IV (D. M. Weir u C. C. Blackwell pexn., 1986,
Blackwell Scientific Publications).

[00162] ITepen ommcanuem HacTosIlero u3odOpereHus Oosiee MONPoOOHO cienyer
NOHMMATh, YTO JAaHHOEe u300peTeHHe He orpaHuyuBaercss KoHkpeTtHor JIHK,
NOJIUMENTUAOM HJIH MOCJIEI0BATEIbHOCTAME WIH IapaMeTpaMU MPOLECCOB, KOTOpbIE,
KOHEYHO, MOTYT BapbHpoBaTh. Takke CjleAyeT NOHMMATh, YTO HCIOJb3yeMmas B
JaHHON 3asiBK€ TEPMHHOJIOTHS TMpeJHAa3HAYe€Ha TOJNbKO U ILeJd OIHCAHHUS
KOHKPETHBIX BapUAHTOB OCYIIECTBJICHHS H300peTeHHus W He INpeAHa3Ha4YeHa s
orpanuuenusi. CienyeT OTMETHTb, YTO, KaK MCIIOJb3YyETCs B JAHHOM ONMHCAHUU H
npuiaraemMoit ¢opmyie uzobpereHus, GOpMbl €IMHCTBEHHOTO 4ucia "mroboi" uiu
"3TOT" BKJIIOYAIOT CCHUJIKM HAa MHOXXECTBEHHOE YHCJIO, €CJU U3 COAEpKaHHs SIBHO HE
cnenyetr uHoe. Tak, HampuMep, CChUIKa Ha "1r000N aHTUreH" BKJIOYaeT B ceds cMech
IBYX Wi OoJiee aHTUTEHOB, CChUTKA Ha "TH000U HAMONHUTENL" BKIOYAET CMECU JIBYX
unu OoJiee HAMOJHUTENEH U TOMY TOIO0HOeE.

MOJ'IGKVJ'Iﬂl)HO-6I/IOJ'IOFI/I"IGCKI/IG OonpeaAcICHUA

[00163] TepmuH “BexkTOp”, Kak OH HW3BECTEH B JaHHOW O0O0JacTU TEXHUKH,
OTHOCUTCSI K TOJUHYKJCOTUAHOW  KOHCTPYKLUHH, TUOUYHO I[UIA3MHAE  HJIHU
OakTepualbHOH HCKYCCTBEHHOHW XpPOMOCOME, HCIIOJNB3YeMOUW JUisi  Tepeaadyu
TeHeTHYEeCKOTO MaTepHajia B KJIETKY-XO3SHMH. BEKTOpbl MOTYT MpPeACTaBJsiTh COOOM,

HarmpuMep, OakTepuu, BUPYCHI, ¢aru, OakTepHalbHble UCKYCCTBEHHBIE XPOMOCOMBI,
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KOCMHUIbl MJIM TJIa3MUABL. BEKTOp, Kak HCIOJNB3YeTCs B HACTOSLIEH 3asBKE, MOXKET
cocroath u3 mium coxepxarb nubo JHK wunum PHK. B HekoTOphIX BapuaHTax
ocyuecTsyeHus, BeKTop coctouT u3 JAHK. B HEKOTOpBIX BapuaHTax OCYLIE€CTBJICHHUS
BEKTOp NMpeACTaBisieT co00# maToreHHbl BUpycC. Takoi BUPYCHBIH BEKTOP COAEPIKUT
BUPYCHBIH T€HOM, KOTOpBIH 00pabaThiBalOT TakuM o0Opa3oM, YTO OH HeCeT
Yy>KepOMHBIH T€H, KOTOPBIH HE MPUHHUMAET Y4acTUE HU B PEIJUKALUH BHUPYCHOTO
BEKTOpa, HU B KJIETOYHOHW KyJbType, HU B JKUBOTHOM-XO3silMHE. B COOTBETCTBHHU CO
criennu(pMIECKUMHU aCMEeKTaMU HACTOSAIETrO PACKPBITHS, BEKTOP MOXHO HCIOJIb30BATH B
pa3IMYHBIX ACTMEeKTaX, TAKUX KaK TOJbKO IMepegadya TeHEeTUYEeCKOro MaTrepuana, IJis
TpaHCPEKUNH KJIETOK-XO035€B WJIM OPTaHU3MOB, JUIsI TPHUMEHEHUS B KayecTBe
BakuuHbl, Hanpumep, JAHK BakuuH unm 1nist 3KCOpecCHUU TEHOB. DKCIPECCHUs TeHa
npeacTasisieT coOOW TEpMHUH, OMUCHIBAOINNN OMOCHHTE3 Oellka B KIETKE, KOTopas
yIpaBisieTcs crienuduyeckoi MOJUHYKJIEOTUIHON MOCJIEIOBATEIbHOCTBIO,
Ha3bIBAEMYI0 reHOM. B crnenuduyeckom acmekTe BEKTOP MOXKET MPEACTABJISTbh COOOH
"SKCIPECCUOHHBIN BEKTOP", KOTOPBIA TpencraBiseT coOOil BEKTOp, CHOCOOHBIH
yOpaBJIsATh 3KCIpeccuel Oenka, KOAMPYEMOTO OIHHUM MJIM HECKOJbKUMH T€HaMH,
KOTOpPbIE HECET BEKTOP, €CJIM OH HAaXOAUTCS B MOAXOISIIEH OKpysKaroIel cpene.

[00164] BekTopbl U cocoObl MOJy4YEeHUs W/WJINM HUCIOJb30BAHHUS BEKTOPOB (WJIU
pPEeKOMOMHAHTOB) IJIsi JKCIPECCHU MOTYT NPEACTaBIATb COOOH WM SBISIOTCS
AHAJOTMYHBIMHU CIIOCOOaM, OMNMCAaHHBIM, B YacTHOCTH, B. maTeHThl CIIIA NeNe
4,603,112, 4,769,330, 5,174,993, 5,505,941, 5,338,683, 5,494,807, 4,722,848,
5,942,235, 5,364,773, 5,762,938, 5,770,212, 5,942,235, 382,425, PCT nyOnukanuu
WO 94/16716, WO 96/39491, WO 95/30018; Paoletti, "Applications of pox virus
vectors to vaccination: An update, "PNAS USA 93: 11349-11353, okTsa6pp 1996 r.;
Moss, "Genetically engineered poxviruses for recombinant gene expression,
vaccination, and safety," PNAS USA 93: 11341-11348, okTsi6pb 1996 r.; Smith u ap.,
nateHT CIIIA Ne 4,745,051(pexombunanTHbill Oakynosupyc); Richardson, C. D.
(pexn.), Methods in Molecular Biology 39, "Baculovirus Expression Protocols" (1995
Humana Press Inc.); Smith u ap., "Production of Human Beta Interferon in Insect
Cells Infected with a Baculovirus Expression Vector ", Molecular and Cellular
Biology, December, 1983, Tom 3, Ne 12, cc. 2156-2165; Pennock u np., "Strong and
Regulated Expression of Escherichia coli B-Galactosidase in Infect Cells with a

Baculovirus Vector, "Molecular and Cellular Biology mapt 1984 r., Tom 4, Ne 3, c.
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406, EPAO 370 573; onybnukoBaHHas 3asiBka Ha nateHT CIIIA Ne 920,197, nonanHas
16 oxTsa0psa 1986 r.; onyOnukoBaHHasA 3asaBka Ha nateHT EP Ne 265785; marent CIIIA
Ne 4,769,331 (pexomOuHaHTHBIN reprnecBupyc); Roizman, "The function of herpes
simplex virus genes: A primer for genetic engineering of novel vectors," PNAS USA
93:11307-11312, oxTtsabpp 1996 r.; Andreansky u np., "The application of genetically
engineered herpes simplex viruses to the treatment of experimental brain tumors,"
PNAS USA 93: 11313-11318, oktsi0pp 1996 r.; Robertson u ap., "Epstein-Barr virus
vectors for gene delivery to B lymphocytes", PNAS USA 93: 11334-11340, October
1996; Frolov u pp., "Alphavirus-based Expression Vectors: Strategies and
applications," PNAS USA 93: 11371-11377, okts6pb 1996 r.; Kitson u np., J. Virol.
65, 3068-3075, 1991; matentsr CHIA NeNe 5,591,439, 5,552,143; WO 98/00166;
NpUHATBIE K paccMoTpeHuio 3asBku Ha nateHT CIIIA cep. NeNe 08/675,556, wu
08/675,566 obe monanusie 3 uros 1996 r. (pekomOuHaHTHBIN ageHoBupyc); Grunhaus
u ap., 1992, "Adenovirus as cloning vectors," Seminars in Virology (tom 3) cc. 237-
52, 1993; Ballay u np. EMBO Journal, Tom 4, cc. 3861-65, Graham, Tibtech 8, 85-87,
arnpenb 1990 r.; Prevec u ap., J. Gen Virol. 70, 42434; PCT WO 91/11525; Felgner u
ap. (1994), J. Biol. Chem. 269, 2550-2561, Science, 259: 1745-49, 1993; u
McClements u ap., "Immunization with DNA vaccines encoding glycoprotein D or
glycoprotein B, alone or in combination, induces protective immunity in animal
models of herpes simplex virus-2 disease", PNAS USA 93: 11414-11420, oktsa0pb
1996; u marentsr CIIA NeNe 5,591,639, 5,589,466, u 5,580,859, a Takxkxe WO
90/11092, WO93/19183, W094/21797, WO0O95/11307, WQ095/20660; Tang wu nap.,
Nature, u Furth u np., Analytical Biochemistry, relating to DNA Expression Vectors.
Cwm. taxxxe WO 98/33510; Ju u np., Diabetologia, 41: 736-739, 1998 (neHTuBHpyCcHas
skcnpeccuonHas cuctema); Sanford u ap., marent CIIIA Ne 4,945 ,050; Fischbachet u
ap. (Intracel); WO 90/01543; Robinson u ap., Seminars in Immunology tom 9, cc.
271-283 (1997), (AHK BekTopHbIie cucTembl); Szoka u np., matent CIIIA Ne 4,394,448
(cmoco6 wmnHcepuuu JIHK B xuBbie kietku), McCormick u gp., marent CIITA Ne
5,677,178 (npuMeHeHHe LUTONMAaTH4YeCKUX BHUpycoB); n mateHt CIIIA Ne 5,928,913
(BEKTOpPBI AJISl NOCTAaBKU T€HOB);, a TAaKXKE APYrue AOKYMEHTHI, MPOLUTHPOBAHHBIE B
HACTOsILIEN 3asiBKE.

[00165] Tepmun “BUpPYCHBIN BEKTOD” ONUCHIBAET F€HEeTUYECKHU

MOAU(DUIIMPOBAHHBIH BHPYC, C KOTOPbIM MOXHO MAHHUIYJIUPOBATH C IOMOIIBIO
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metonuk pexkomOmHaHTHON JIHK Takum oOpa3om, 4TO e€ro BXOJ B KJETKY-XO35UH
OPUBOIUT K creuudpuyueckod OMOJIOTMYECKONW AKTUBHOCTH, HamlpHUMeEp, 3KCIPECCHHU
TPAaHCTeHa, KOTOPBIM MEPEHOCHUTCs BEKTOpOM. B cmenuduueckoM acmekre, TpaHCIeH
npeacTaBisier Cco0OW aHTHreH. BupycHblii BeKTOp MOXKeT OBITb CIOCOOHBIM
PEeIUIMIIMPOBATHCS UM HECTIOCOOHBIM PEININIUPOBATHCS B LIEJIEBOI KJIETKE, TKAHH WU
OpraHusMe.

[00166] Co3naHue BUPYCHOT'O BEKTOPA MOYKHO OCYLIECTBJISITh, UCIOJb3Yys JIIOOBIE
NOAXONSINNE METOIbl I'€HETHYECKOH HWHKEHEPUH, W3BECTHBIE B JaHHOW 00JacTH
TEXHHKH, BKJIOYas, HO HE OTPAaHUYUBASCH TOJBKO HMH, CTAaHAAPTHBIE METOJbI
pacuierieHuss PEeCTPUKUIMOHHOW SHIAOHYKJIEea3ol, JHTHpPOBaHUA, TpaHCHOpPMAIUH,
OUHCTKH mna3Mun, cekBeHupoBanus JHK, Tpanchexuuu B KIETOUHBIX KYJIbTypax,
HampuMep, kak omucaHo B Sambrook um np. (Molecular Cloning: A Laboratory
Manual. Cold Spring Harbor Laboratory Press, N.Y. (1989)) unu K. Maramorosch u
H. Koprowski (Methods in Virology Tom VIII, Academic Press Inc. London, UK
(2014)).

[00167] BupycHBII BEKTOpP MOXKET BKJIKYATh MOCIEAOBATEIbHOCTH W3 TIE€HOMA
ar000ro u3BeCTHOrO opraHusma. IlocinenoBaTeaIbHOCTH MOTYT OBITh MHCEPTUPOBAHBI B
UX HaTUBHOH ¢Qopme unam MoryT ObITh MoAudUUUpPOBaHBl JHOOBIM 00pa3zoM s
NOJIyYeHHUsl JKeJaTelbHON akTUBHOCTH. Hampumep, mocinenoBaTeNbHOCTH MOTYT
coAepKaTh UHCEPLHH, NeJEeLUN HIN 3aMeL]eHus.

[00168] BupycHbIll BEKTOp MOXKET BKJIIOYATh KOAUPYIOIIHE YUACTKH Ul IBYX HJIU
Oosiee OenkoB, MPEACTABIAIIINX HHTepec. Hampumep, BUPYCHBIH BEKTOP MOXKET
BKJIIOYATh KOAMPYIOIIUN Y4aCTOK JJIs MEPBOTO MPENCTABISIOIEro MHTepec Oenka u
KOIUPVIOIHUH y4acTOK JIsi BTOPOTrO MpEeNCTaBISIIOIEro uHrepec Oenka. Ilepsbrit
NPEeACTaBIAIOIIUNA HHTEepeC OeIOK U BTOPOH MPEeACTaBIAIOIUN HHTEepeC OEIOK MOTYT
OBITh OAMHAKOBBIMH HWJIH pa3HbIMH. B HEKOTOpBIX BapuUaHTaX OCYIIECTBJIEHHS,
BUPYCHBIA BEKTOP MOJKET BKJIOYATh KOOUPYIOIUHN (€) y4acTok (W) Il TPEThero Uiu
YEeTBEPTOTO  MPEACTABISIOMEro wuHTepec Oenka. TpeTudh uau  YeTBEPTHIH
NPEeACTABISAIO NN HHTEpeC OeOK MOTyT ObITh OJMHAKOBBIMHU WU pa3HbIMU. OOmas
IJTMHA JBYX HMJIM OOJiee MPEACTABISAIINNX HHTEepec OENKOB, KOOUPYEMBIX BHPYCHBIM
BEKTOPOM, MOXET H3MeHAThcs. Hampumep, obmas nnuHa nByx wim Oonee OenKoB
MOXET COCTAaBJISITh IO MeHbInell Mepe npubausurenbHo 200 amuHOKMCcHoT. Ilo

MeHbIel Mepe npuOamu3dureapbHo 250 aMHUHOKHCIOT, IO MeHbUIeH Mepe
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npubnauzutenbao 300 aMHUHOKHCIOT, MO MeHbLIed wMepe mnpubiausutenbHo 350
AMHUHOKHCJIOT, IO MeHblIeHd Mepe nmpuOiauzutenbHo 400 aMHHOKHCIOT, MO MEHbIIeH
Mepe npudbiauzuTenbHo 450 aMUHOKMCIOT, MO MeHblIel Mepe nmpubnusurensHo 500
AMHUHOKHCJIOT, 110 MEHbIIeHl Mepe mpubau3uTeapHOo 550 aMUHOKHCIOT, MO MEHbLIEH
Mepe npubnusurenbHo 600 aMHHOKHCIOT, 1O MeHblueill Mepe mpubansutenabHo 650
AMUHOKHCJIOT, 10 MeHbIel Mepe npubnuzuteabHo 700 aMHUHOKHUCIIOT, MO MEHbIIEH
Mepe mpudbiau3uTenbHo 750 aMUHOKHMCIOT, MO MeHbled Mepe npubausurensHo 800
AMUHOKHUCJIOT, UK OOJIbIIIE.

[00169] IIpennodyTuTenbHbIe BUPYCHBIE BEKTOPBHI BKJIFOYAIOT BEKTOPBI
repnecBUPyCOB, Takue Kak umermue npoucxoxaeHue u3 EHV-1 unu EHV-4 unu
apyrux Varicellovirus, Takux kak PrV (Bupyc mnceBnoOemencrsa) unu BHV-1
(repmecBUpyC KPYIMHOT'O poraroro ckora | tuma).

[00170] B coorBercTBUM €O cnenu(UYECKUMH  aCTHEKTaMH  HACTOSIIETO
pacKpbITUs, TEPMHUH “BUPYCHBIII BEKTOp~ HWJIM albTEpPHATHUBHO “BUpYyCHAas
KOHCTPYKLHSI® OTHOCHTCA K PEKOMOMHAHTHOH BHPYCHOH KOHCTPYKLIHUH, HUMEIOINEH
NPOMCXOXKAEHUE U3 BUPYCA, KOTOPBIM BbIOpaH U3 cemMelcTB Herpesviridae, Takue Kak
EHV-1, EHV-4. IlpeanodrturenbHble BUPYCHBIE BEKTOPBl BKJIKYAT BEKTOPHI
repnecBUpPyCcoOB, Takue Kak umermue npoucxoxaenue u3 EHV-1 unu EHV-4

[00171] TepmuHbl “BUPYCHBIM BeKTOpP~ M “BHpPyCHass KOHCTPYKLHUSI  MOTYT
HCIIOJb30BAThCs B3aUMO3aMEHAEMO.

[00172] TepMun "KOHCTpPyKIHA", Kak MHCHONb3YeTCAd B HAacTOsLled 3asBKe,
OTHOCUTCSI K PEKOMOWHAHTHOW HYKJEMHOBOW KHCJIOTe, TakoW kak miasmuna, BAC
WU PEKOMOUHAHTHBIA BUPYC, KOTOPBIE OBLIN CO3/1aHbI HCKYCCTBEHHO.

[00173] Tepmun “mnasmuna” orHocutTcs k uuroruasmatudeckod JIHK, xotopas
pemIMUHUpPYeTCs HE3aBUCHUMO OT OaKTepHaJlbHOH XPOMOCOMBI B OaKTepUaNIbHOH
KJIeTKe-X03simHe. B cmenuduyeckoM acmekre HACTOAIIEro H300peTeHHs TEepMHH
“mmasmupa’ w/ unu “tpaHcdepHas ruiasMuna’ OTHOCUTCS K 3JEMEHTY TEXHOJIOTHH
pexkomOunantHot JIHK, wucmonb3yemoii 1O KOHCTPYUPOBAHHS, HAINpUMeEp,
SKCIPECCUOHHOM KacCeThl A MHCEepUUM B BUPYCHBIM BekTOp. B gpyrom
crienupUUIecKOM acmeKkTe TePMUH “TiaazMuaa’ MOKET UCIOJb30BATHCS IJIs YKa3aHUS

nnasmuasl, npurognon ana JHK BakuuHanuu.
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[00174] Kak wucnone3yercss B HacTosllell 3asBKe, TEPMHHBI "HYKJIEHMHOBas
KucioTa" U "MONUHYKJIEOTUR" ABJIAIOTCA B3aUMO3aMEHSEMbIMU M OTHOCSTCS K JIIO0OH

HYKJIEHHOBOM KUCJIOTE.

[00175] TepMuH “HykJenHOBas KHCJIOTA , “HYKJIEOTHUAHAs MOCIEIOBATEIbHOCTD ,
“HYKJICOTUJHAas T[OCJIEeA0BATEJbHOCTh , “MOJUHYKJIEOTUA , “MOJUHYKJICOTHUIHAS
MOCJIeAOBATEILHOCTD “PHK MOCJIEOBATEIbHOCTD UITH “JTHK

MOCJIEIOBATENbHOCTD , KaK HCIOJb3yeTCs B HACTOsLIeH 3asiBKe, OTHOCHUTCI K
OJINTOHYKJIEOTHUIY, HYKJICOTHAY HJIU MOJUHYKJICOTHAY U UX pparMeHTaM M 4acTsM H K
JHK unnu PHK reHOMHOro HMJIM CHUHTETHYECKOrO MPOUCXOXKIEHHS, KOTOpPbl€ MOTYT
OBITh OTHOLIENTOYEYHBIMH FJIM JBYXIEMOYEYHBIMU U MPEACTABJISITh COOOH CMBICIOBYIO
WIN aHTHUCMBICIOBYIO Lemnb. llocnenoBaTenbHOCTh MOXKET NPEACTAaBIATh COOOM
HEKOJUPYIOLIYI0 IOCIEeA0BaTeNbHOCTh, KOJAUPYIOUIYIO MOCJIEN0BATEIbHOCTh HIIHU
cMech oboux. HykieoTunHble NOCIENOBATEIBHOCTH  COTJACHO  HACTOAIIEMY
N300pETEHUI0 MOTYT OBITh MOJYYEHBI, HUCIOJNb3Ysl CTAHAAPTHBIE TEXHHKH, XOPOIIO
M3BECTHBIE KBAIHN(PUIUPOBAHHOMY CIIEIIHAINUCTY B TaHHON OOJACTH TEXHHUKH.

[00176] Tepmunbl  "HykjgewHoBas  KucJoTa' W "TOJMHYKIEOTUA"  Takxke
crienn(pUIECKN OXBATBIBAIOT HYKJIEUHOBbIE KHUCIOTBI, COCTOSI[HE U3 OCHOBAHMHIA,
OTJIMYAIOIUXCS OT MATH OMOJOTHYECKH BCTPEUAIOLINXCA OCHOBAHUM (aleHHUH, T'yaHUH,
TUMUH, UUTO3UH U ypaLuI).

[00177] TepMunsl “peryisTopHass HYKJEMHOBas KUCJIOTA , "pEryJaATOpPHBIH
sneMeHT" U "3JIeMEHT KOHTPOJS JKCIpPecCHu" HCMOJb3YIOTCA B3aUMO3aMEHSIEMO U
OTHOCSATCSI K MOJIEKYJIaM HYKJEHMHOBBIX KHCJOT, KOTOpPble MOTYT OKa3bIBaThb BJIUSHUE
Ha JKCIpPeccur (PYHKIMOHAIBHO CBSI3aHHOHW KOAMPYIOLIEH MOCIEIOBATEIBHOCTH B
KOHKPETHOM OpPTaHU3MEe-XO3sMHEe. DTH TEPMHUHBI HUCTIOJB3YIOTCS B Oojee IMHUPOKOM
3HaUY€HUU U OXBAThIBAIOT BCE 3JIEMEHTHI, KOTOpPble MPOMOTUPYIOT WUIH PETYJIUPYIOT
TPaHCKPUIMLUIO, BKJIOYasi MPOMOTOPHI, IPOMOTOPHbIE NOCIEA0BATEIbHOCTH, SIAEPHbBIE
3JIEMEHTBI, HEeOOXOoAauMble i1 OCHOBHOro B3ammopedctBus PHK-monumepasa wu
TPAHCKPHUMNLUOHHBIE  (AKTOPBI, 3JEMEHTBI, pPACIOJIOKECHHbIE IMPOTHB  XOJa
TPAHCKPUIMLUK, SJHXAHCEPHl U 3JIEMEHTHbI OTBeTa. TUNHUHbIE Peryjs TOPHbIE 3JE€MEHTHI
y NPOKapHOT BKJIKOUYAKT MPOMOTOPBI, ONEPAaTOpPHBIE MOCIEA0BATENbHOCTH U CAMNTHI
CBsI3bIBaHHUS puOOCOM. PerynsaTopHble 3J€MEHTBI, KOTOPbIE HCIOJIb3YIOTCS B
SYKapUOTHUUYECKUX KJI€TKaX, MOTyT BKJIOYaTb, HE OrPAHUYUBASICH TOJBKO WMH,

NnocCjaea0BaTCIbHOCTHU, KOHTPOJUPYIOIINUE TPAHCKPUIILIHUK KW TPAHCISALHUIO, TAKHEC Kak
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NPOMOTOpPBI, 3HXAHCEPBI, CUTHAJbl CIUIAUCHHIA, CUTHAJbl NOJHAJCHUIUPOBAHUS,
TEpMHUHATOPBI, CUTHAJbl pacnajna Oejka, BHYTPEHHUH ydacTOK NOCaIKu pUOOCOMBI
(IRES), nuxopHaBupycHble 2A mOCJIEAOBATEIbHOCTH, U JAPYrue, KOTOpBIE
o0ecrneqnBaoTCs i u/unn PEryJupyroT JKCIPECCHUIO KOJAUPYIOLI e

nocjaeaoBaTCJIbHOCTHU u/uau NPpOAYKIUID KOAUPYEMOI'O IMOJUIIENTHAA B KIIETKE-

XO3s5IMHE.
[00178] “BuyTpeHHui yuacTtok mnocanku pubocombr’ wiu “IRES” onuceiBaer
NOCJEOBATEIbHOCTh,  KOTOpas  (PYHKIUOHAJIBHO  CNOCOOCTBYeT  WHUIHALHUH

TpaHcusuuy, He3aBucumoil ot reHa 5° IRES wu mnpenocraBiaseT BO3MOXHOCTH
TPAHCISIUMU JBYX LHUCTPOHOB (OTKPBITHE pPaMKH CUHUTBIBAHUS) M3 EIUHUYHOTO
TpaHckpunTa B kuBOTHOU kiieTke. IRES obecneynBaeT He3aBUCUMBIN CAWT MOCAJKH
puOOCOMBI JUIsl TPAHCISIUMA OTKPBITOH PaMKH CUHMTBIBAHUS, PACIIOJIOKEHHBIA 1O XOAY
TPAHCKPHUNLUKU cpa3y mocie Hee. B oriamume ot OakrepmanpHoit MPHK, kortopas
MOXET OBITh TOJULUHCTPOHHOH, TO €CTh KOJUPOBATH HECKOJBKO Pa3JIUYHBIX
MOJMNENTUAOB, KOTOpPbIE MOTYT TpPaHCJAUPOBAThCA mnociaenosarenbHo u3 MPHK,
6onpmnHCTBO MPHK KIIETOK JKMBOTHBIX SIBISIOTCS MOHOLUHMCTPOHHBIMH U KOAHPYIOT
CUHTE3 TOJbKO onaHoro mnonunentuaa. C MNOMMLUUCTPOHHBIM TPAHCKPUIITOM B
9YKapUOTHUUYECKON KJIETKE, TPaHCHALUsA OyneT MHULMUPOBATHCI ¢ 5 KpalHero caiira
WHULHALUU TPAHCIALMU, TEPMHUHUPYSICh HAa MEPBOM CTOIN-KOAOHE, U TPAHCKPUIIT
Oyner BbICBOOOXIAThCS ¢ puOOCOMBI, YTO OyneT MPUBOAUTH K TPAHCISIUU TOJBKO
nepsoro koaupyemoro mnonunentuga B MPHK. B »sykapuoTuueckoil kierke,
NOJIMIUCTPOHHBIN TpaHckpunt, umenmuid IRES, (GyHKUHMOHaNbHO CBsA3aHHBIN CO
BTOPONH MM TMOCHEAYIOINENH OTKPBITOH paMKONl CUUTBHIBAHUSA B TPAHCKPUITE,
NPEAOCTABISAET BO3MOXKHOCTh IIOCJIENOBATENbHON TPAHCIALUM OTKPBITON pPaMKHU
CUMTBIBAHUs, KOTOPas PACHOJIO)KEHA MO XOAY TPAHCKPUIILUM, AJS IMOJYYEHHUs IABYX
win 0oJiee MOJUIENTUIOB, KOJUPYEMBIX TeM ke cambiM TpaHckpuntoMm. IRES moxer
OBITH pPAa3NUYHOW [JUIMHBI W U3 PA3JIUYHbIX MCTOYHHUKOB, HampuUMep, BHUpyca
sHuedanomuokapautra (EMCV), nukopHaBupycoB (Hanmpumep, Bupyca simmypa, FMDV
unu nonuosupyca (PV), unu Bupyca renarura C (HCV). Beutn onucaHbl pa3indHbie
IRES nocnenoBaTenbHOCTH U MX NPUMEHEHHE B BEKTOPHBIX KOHCTPYKLUSX U OHH
XOpOIIO HM3BECTHBI B NaHHOW oOnactu TexHHkH. Konupyroomas mociaenoBaTeIbHOCTh
0 XOAY TpaHCKpHUNIUU (PYyHKUHOHAIBbHO cBsizaHa ¢ 3 'koHuoM IRES nHa mrobom

pacCTOAHNUH, KOTOPOE€ HE OKAa3bIBACT OTPULATCIBHOTO BJIIUAHHUA Ha OJKCIPECCHIO
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pPacIONIOKEHHOTO MO XOXy TpaHCKpunuuu reHa. ONTUMalbHOE HIM JOIMYCTUMOE
pacctosHue mexay IRES u Hauanom pacrnosio)k€HHOTO MO XOAY TPAHCKPUIILMU T'eHa
JErKko MOXET OBbITh ONpeAeseHO IyTeM M3MEHEHHS pacCTOSHUS U HU3MEpPEeHHs
SKCIIPECCUHU B 3aBUCUMOCTH OT PACCTOSHUS.

[00179] Tepmun “2a” wnu “2a nentun’ oOO3HAYaeT KOPOTKHUE OJIMTOMENTHIHbBIE
IIOCJIEIOBATEIbPHOCTH, ONHMCAaHHBIE Kak 2a U ‘2a-nmojoOHbIe’, KOTOpbIE CIYXKAaT B
Ka4yeCTBE JIMHKEPOB, CHOCOOHBIE OMOCPEAOBATH KOTPAHCIHSIIMOHHOE pacIlereHHe
Mexay OenkaMH ¢ TOMOULIBIO TpOIecca, ONMPENeNIeHHOTO KaK yXOoa C pPHUOOCOMBI.
Takme 2a u ‘2a-nmonoOnbie’ mocnenoBatenpHocTH (U3 Picornaviridae u apyrux
BUPYCOB WJH KJIETOYHBIX IIOCJIEAOBATEIBHOCTEH) MOXKHO HCIOJB30BATH IS
COEMHEHHUsI B IIeMNb MOCIEN0BATEIPHOCTEH MHOKECTBEHHBIX I'€HOB B €IMHCTBEHHBIH
red, obecreunBasi UX KO-3KCIPECCUI0 B OJHOW M ToW e kieTke (cM. Luke m Ryan,

2013).

[00180] Kak wucnmonp3yercss B HacTosiel 3asiBKe, TEPMHH "'TpPOMOTOpP" HIHU
“npomMoTopHas MOCJIe0BATENbHOCTD obo3Havaer HYKJIEOTUAHYIO
MOCJIENOBATEIBHOCTh, KOTOpas pa3peluiaer CBsA3bIBAHUE PHK-nonumepassl u

yIpaBiseT TpaHCKpUnuued reHa. TUNWYHO, NPOMOTOpP pacHojiokeH Ha 5' He-
KOJAMPYIOLEM Y4acTKe I'eHa, NPOKCUMAJNbHO K CAWTy MHULMALMU TPAHCKPUINILUU TeHa.
DJeMeHTbI NOCIEe10BAaTENbHOCTEN B npenenaax IPOMOTOPOB, KOTOpPBIE
GYHKUMOHUPYIOT AN HMHULOUALMH  TPAHCKPUIMLIHMH, YacTO  XapaKTEPU3YIOTCS
KOHCEHCYCHBIMU HYKJECOTHUIHBIMU NOCJIEAOBAaTENbHOCTAMU. Ilpumepsl mpoOMOTOpOB
BKJIIOYAIOT, HO HE OrPAHMYMBASICh TOJBKO MMH, IPOMOTOPHI U3 OaKTEpUH, APOKIKEH,
pacTeHul, BUPYCOB M JKMBOTHBIX, TAKMX KaK MJEKOMUTAarOIue (BKJIOYAs JOmane,
CBHHEW, KPYMHBIA POraThld CKOT M JIFOAEH), NTULl HJIM HaCeKOMBIX. [IpoMOTOp MOXKET
OBITh MHAYLUOCNBHBIM, PENPECCUPYEMBIM /MM KOHCTUTYTUBHBIM. MHnynubeabHbIe
IPOMOTOpPBEl MHUIUMUPYIOT MOBbIIIEHHble ypoBHU TpaHckpunuuu ¢ JHK mox ux
KOHTpPOJIEM B OTBET Ha OIpeJeJeHHOe H3MEHEHHE B YCIOBHUSIX KyJIbTHBHUPOBAHMS,
Takoe Kak usMeHeHue temmneparypsl (Ptashne, 2014). Ilpumepamu mnpoOMOTOpOB,
XOpPOIIO U3BECTHBIX KBATU(PUIUPOBAHHOMY CIENHAINUCTY B JaHHOH 0OJNaCTH TEXHUKH,
seissroTcss Hanpumep, SV40 Gonpmoit T, HCMV u MCMYV HeMealeHHO-paHHUN T'€H

1, mpomorop ¢dakropa sjoHTanuu anbda UYeaoBeka, OaKyJOBUPYCHBIH MPOMOTOP

2

MOJIU3 APUHA, TPOMOTOpP nonumepassl II.
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[00181] Tepmun “sHxaHcep” obo3Haudaer MOJUHYKJIEOTUIHY IO
NOCJIEA0OBATENbHOCTD, KOTOpPass B yuC JOKAJW3alMM OKa3blBaeT BJHUsHUE Ha
AKTUBHOCTb NPOMOTOpa M, CIENOBATEJIbHO, CTUMYJUPYET TPAHCKPUIMLUIO Ie€Ha HUIHU
KOIAUPYIOIIel MOCaen0BaTeNbHOCTH, (PYHKIIMOHAIBHO CBA3AHHON C 3TUM IPOMOTOPOM.
B orauune OT NOpPOMOTOPOB, BIUSHUE 3HXAHCEPOB SBISIETCA HE3aBUCHUMBIM OT
MOJIOKEHUsST W OPHEHTAIlUU U, CJIeAOBATEJIbHO, OHU MOTYT OBITh PAaCIOJOXKEHBI
BIEpeaN WJIM 3a TPAHCKPUIMIUOHHOW eIMHMIEeH, B Mpeaerax MUHTPOHA WU JaXe B
npenenax KOAHMPYIOIIEro ydacTKa. OJHXaHCEpP MOXKeT OBITh pAaCHOJIOKEH Kak B
HEMOCPEACTBEHHON OJIM30CTH K TPAHCKPHUIIIIUOHHOW €UHUIE, TAaK U HAa 3HAYUTEIbHOM
pPacCTOSIHUM OT MpoMoTopa. Takke MpeaCcTaBIsAeTCs BO3MOKHBIM UMETh PU3UUECKOE U
(YHKIIUOHAIBHOE TEPEKPBITHE ¢ MPOMOTOpOoM. KBannpuuupoBaHHBIN CIENUANHCT B
TAaHHOW 00JIaCTH TEXHUKHU BiazeeT MH(YOpPMAaIUell OTHOCHUTENbHO Pa3HBIX YHXAHCEPOB
U3 Pa3IMYHBIX HUCTOYHUKOB (M 3aJeMOHUPOBAaHHbIe B OaHKax JaHHBIX, TaKUX Kak
GenBank, nampumep, SV40 suxancepp, CMV sHXaHCepbl, 3HXaHCEPHl MOJHUOMBI,
SHXAHCEPbI aAEHOBUPYCOB), KOTOPBIE TOCTYIHBI B KAaUYECTBE HE3aBUCHMBIX 3JIEMEHTOB
unu 3JIEMEHTOB, KJIOHUPOBAHHBIX B npeaenax MOJIUHYKJI€OTUIHBIX
nocienoBarenbHOCTe  (Hampumep, 3agenoHupoBaHHbiXx B ATCC wim w3
KOMMEPUYECKUX M HHIUBUAYAJbHBIX WCTOYHUKOB). Pa3nudHble MPOMOTOPHBIE
MOCJIEOBATEIbHOCTH TaKXKe COAEPk AT HIHXAHCEPHbIE NMOCIEeA0BATEIbHOCTH, TAKHUE KaK
gacto wucnoasdyeMslii CMV mpomorop. CMV »3HxaHcep uenoBeKa NpeACTaBIsieT
coboit oamH w3 Haubojee CHIBHBIX 9JHXAHCEPOB, UIACHTUPULUHMPOBAHHBIX IO
HacTosimero BpeMeHdu. OOHUM M3 NMPUMEPOB MHAYLUHOEIBHOTO HXAHCEpa SIBJISETCS
MEeTaJJIOTUOHEUHOBBIN SHXAaHCep, KOTOpBIE MOXET CTUMYJIUPOBATHCS
IJIFOKOKOPTUKOUAAMH WU TSKEJIbIMU METaJlJIaMU.

[00182] TepMuH  “KOMIUIEMEHTapHble HYKJEOTHIHbIE IOCIEN0BATEIbHOCTUH
OMMUCHIBAET OJHY LENb U3 IBYX CMAPEHHBIX LeNell MOJUHYKIeOTUa0B, Takux kak JJHK
unn PHK. HyxkneoTuaHas mociaeaoBaTeNbHOCTh KOMIUIEMEHTAPHON LENU SIBJIAETCS
3epKaJIbHBIM OTOOpPaKEHUEM HYKJIEOTHIHOHN MOCIENOBATEIbHOCTH €€ CIIapEeHHON Lenn
TaKUM 00pa3oM, 4TO IS KaKJOr0 aJIeHO3MHA OHA CONEPIKUT TUMHUH (MJIH ypaLMI AJs
PHK), nns xkaxpgoro TryaHWHAa - LUTO3WH, U Haobopor. KommiemenTapHas
HYKJICOTHIHAS MOCenoBaTeNbHOCTh, HanmpuMep, S’ -GCATAC-3 npencrasisieT codoi

3’-CGTATG-5" nnmu nnsg PHK 3°-CGUAUG-5".
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[00183] Tepmunbl “ren”, “npeAcTaBiAIINN UHTEPEC I'eH , KaK HCIOJIb3yeTCs B
HACTOsILEN 3asBKE, UMEKT OAWHAKOBbBIE 3HAYEHUSI U OTHOCATCA K MOJUHYKJICOTUIHOU
NOCJIEJOBATEIbHOCTH JIIOOON AJNHMHBI, KOTOpas KOAUPYET MNPEACTABJSIOUUN HHTEpec
MPOIYKT. I'en MOXKET JOMOJTHUTEIbHO COJEepIKaTh PEryJIsiTOPHbIE
IOCJIEIOBATEIbHOCTH,  pacrojokeHHele  mepex (5 HEKOAUPYIOINUE  HIIH
HETpPaHCIUPYEeMble MOCJIEAOBATENbHOCTH) U mocie (3° HEeKOAWpYKINHEe WIH
HETPAHCIUPYEMble  TMOCJIEAOBATEIbHOCTH)  KOAUPYIOLIEH  MOCIEI0BATEIbHOCTH.
BriOpanHast mocyie1oBaTeIbHOCTh MOKET UMETh MOJHYIO AJHUHY HJIH OBITh YCEYEHHOM,
CIUTOW WJIM MEYEHOW I'eHOM, U MoXeT mpeactarisiTb coboi k/IHK, renomuyro JTHK
win JJHK ¢parment. B obmux ueprax mnoxpasymeBaercsi, 4yto renomHas JIHK,
kopupyromas nogunentua, uan PHK MmoryTt BkiIro4aTh He-KOAMPYIOLINE YYAaCTKHU (TO
€CThb HMHTPOHBI), KOTOpbIe crulalicupoBaHbl OT 3penoi matpuunoir PHK (MPHK) n,
cliefoBaTeNbHO, He MPUCYTCTBYIOT B KJIHK, xogupyromei TOT k€ caMblii MOJUNENTUN
win PHK. Ona MoskeT mpeactaBisaTh cOO0ON HATHUBHYIO MOCIEI0OBATEIbHOCTD, TO €CTh
BCTpeuaromytocs (uecs) B npupone Gopmy (bl), HIM MOXKET ObITh MyTHPOBAHA, HIJIH
BKJIOYAaTh IOCJIENOBATEIbHOCTH, HMEKIIHE MPOUCXOXKACHHE U3  PA3JIUYHBIX
UCTOYHUKOB, WIM MOAUPUUHPOBAHA APYruM o0Opa3oM, €Clih 3TO SBJSIETCS
KeJaTeNbHbIM. OJTH MOAU(PUKAIUM  BKJIOYAIOT ONTHUMHU3ALHUU  KOJOHOB  IJis
ONTUMM3AIMH YAaCTOThHl HCIIOJIb30BAHUSA KOJOHOB B BBIOPDAHHOH KJIETKE-XO3SHMHE WU
medeHuss. Kpome TOro, OHM MOTYT BKJIOUYATh YIAJEHHs WIH AO0ABJICHUS Yuc-
AEHCTBYIOIINX CANTOB, TAKUX KaK (KPUNTHYECKUIl) JOHOP CIUIAfiCUHTa, aKLENTOPHbIe
CaWThl U TOYKHU BETBJIEHUS, CUTHAJBI nonuaneHunuposanus, TATA -O60kcsl, chi-caiiThl,
YYaCTKU MOCAAKH PUOOCOM, MOCIENOBATENBHOCTH MOBTOPA, BTOPHUYHBIE CTPYKTYPbI
(Hampumep, «meTaH-Ha-cTeOJe»), CBSI3BIBAOLINE CANTBI IS TPAHCKPHIIIHMOHHBIX
(aKTOPOB WU APYTUX PETYISATOPHBIX (PAKTOPOB, CAWTHI PECTPUKIHMOHHBIX (PEPMEHTOB
U T.A., IJIsl IPEACTABJICHUs TOJbKO HEKOTOPBIX, HO HE€ OrPAHUYUBAKINUX NPUMEPOB.
BriOpanHas MOCJI€N0BATEIbHOCTD MOXET KOAUPOBATH CEKpPEeTHPYEMBIH,
LUTOIJIA3MATUYECKUH,  SANEPHBIH, MEeMOPAHHO-CBSI3aHHBIH  MOJUNENTHA  WIH
MOJIUNENTHU] KJIETOYHOU MOBEPXHOCTH.

[00184] TepmuH “mpeacTaBsOIas UHTEpEC HYKJIEOTUAHAS
MOCJIEIOBATEIbHOCTD , KaK HCIIOJNb3yeTCs] B HACTOSILIEH 3asiBKe, MpPencTaBisieT coOoi
Oonee oOmuUN TEepMHH, YeM MPEACTABISIOIINNA HHTEPEC TIeH, MOCKOJbKY OHAa HE

00s13aTENILHO COOACPKUT I'€H, HO MOKET COACPNKATb 3JCMEHTHI MU HaCTH I'€Ha HIJIU
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APYTYyI0 TeHEeTHYeCKyl HH(POpMaInuoo, Hampumep, ori (HA4ajlo pPenIuKalUH).
IIpencraBnstomas UHTEPEC HYKIEOTUHAS MOCIEJ0BATEIbHOCTh MOXET MPEACTABIATD
coboit mobyro JIHK unu PHK nocnenoBarenbHOCTH, HE3aBUCUMO OT TOTrO, OyaeT Ju
OHA BKJIIOYAaTh KOAUPYIOUIYI MOCIEA0BATEIbHOCTD UJIU HET.

[00185] "OrkpeiTags pamka cuuTbiBaHusas" wunu “ORF” oTrHOCHTCS K OTpe3Ky
HYKJIEOTUAHOU mnocaenoBareabHocT, jubo JHK wuau PHK, koropblii BkjIO4YaeT
CUTHAJ Havajla TPAHCSALUU WU MHUIUUPYO U konoH, Takoi kak ATG unn AUG, u
TEPMUHUPYIOIIUNH  KOJAOH M  TOTEHUHMAJbHO  MOXET  TpPAHCIHUPOBAaTbCA B
MOJUMENTHAHYIO NMOCIE0BATEIbHOCTD.

[00186] Tepmun “UL (yHUKaNBHO JIJIMHHBIN)” TIpencTaBiseT coOOi COkpaleHue
JUIsl ONMMCAHUsl YHUKAJIbHO JuIMHHOTO cerMeHTa EHV renoma, npeanourutrensHo EHV -
1 renoma.

[00187] Tepmun “US (yHUKaJIbHO KOPOTKHMN)” TMpeAcTaBiiseT coOOi COKpalleHue
JUIsT OMMUCAHUs YHUKAJbHO KOpoTkoro cermeHta EHV-1 renoma, mpeanmouyTUTENbHO
EHV-1 renoma.

[00188] Tepmun “Tpanckpunius’ onucsiBaeT Onocunre3 MPHK B kieTke.

[00189] Tepmun “skcnpeccusi”, Kak HCIOJb3yeTCs B HACTOsIIENH 3asiBKe,
OTHOCHUTCSI K TPAHCKPHUIIUN W/UIU TPAHCIALUU HYKJIEOTUAHONW MOCIEN0BATEIbHOCTH
B KJIETKe-XO03sMHE. B cooTBeTCTBUM CO cHeuu(pUUEeCKMMHU AacleKTaMU HaCTOSILIEro
N300peTeHNs] TEPMHUH “HKCHPECCHUss” OTHOCHUTCS K TPAHCKPUNLUM W/ WM TPAHCISLUN
reTepOJIOTHYHON W/MJIM 3K30T€HHOH HYKJIEOTHUAHOHM IOCIENOBATENbHOCTH B KJETKE-
X035iMHe. YPOBEHb 3KCIPECCHUM JKEJaTeJbHOrO MPOAYKTAa B KJIETKE-XO35UHE MOXKET
ONMpenessiThbCs Ha OCHOBaHHWU JHOO koaumvectBa coorBercTByromeit PHK wiu MPHK,
KOTOpasi MPHUCYTCTBYET B KJETKe, HJIHU KOJHUYECTBA >KENaTeNbHOrO MOJUMENTHAA,
KOOUPYEMOTO BBIOpAaHHOM MOCJNENOBATENbHOCTBIO. Hanpuwmep, MPHK,
TpaHCKpuOUpyemasi ¢ BBIOpAHHOHN MOCIEOBATEIBHOCTH, MOXKET OBITh KOJHMYECTBEHHO
ompenesieHa C MOMOIbI HO3epH-OsoT rubpunusanuu, 3amutel PHK puboHykneassi,
in situ tubpunusaumu ¢ kierouno PHK wnu ¢ momompio RTqPCR (obpatHas
TpaHCKpUNus ¢ nmocienywmei konuuectsenHoi I1P). benku, skcnpeccupyemsoie ¢
BBIODAHHOW TOCJIENOBATEIBPHOCTH, MOTYT OBITh KOJHYECTBEHHO OIPENENEeHbl C
NOMOIIBI0 PAa3JIUYHBIX MeTOAOB, Hampumep, nytem ELISA, BectepH-OnoTuHra,

PaaiuOMMMYHOAHAIN30B, nyTeM HUMMYHOIIpEUHUNUTALUHA, nyTem HCCII€ JOBAHUA
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OMOJOTrHUeCKON aKTUBHOCTU Oejka WM TyTeM HWMMYHOOKpallWBaHUs Oeika ¢
nociaeayromuM FACS ananuszom.

[00190] TepMuH “3KCIpecCHOHHAs KacceTta’ WU “TPaHCKPUIILIMOHHAS €JUHULA’
WM “3KCIPECCUOHHAsl €IMHULA~ OINpeneNsieTcss Kak y4acTOK B BEKTOpPE, KOHCTPYKIUH
WUTH TTOJTMHYKJIEOTUAHON TOCIEOBATEIbHOCTH, KOTOPBIH COAEPKUT OJUH WU OOJbIIe
TPAaHCKPUOMPYEMBIX TI'€HOB, I'Zl€ HYKJIEOTHUIHBbIE IOCIEAOBATENbHOCTH, KOJUPYEMBbIE
TpaHCKpuOUpyembiii (e) reH (bl), a TakXKe MOJUHYKJICOTHIAHbIE MOCIEI0BATEIbHOCTH,
BKJIIOYAIOIIHE PEryJssTOPHbIE 3JIEMEHTHI, COAepIKallnecss B 3KCIIPECCUOHHONW KaccerTe,
(YHKIIMOHAIBHO CBsI3aHBI ¢ APYT ¢ ApyroM. OHU TPaHCKPUOHUPYIOTCS U3 TPOMOTOpA H
TPAHCKPHUILUS TEPMHHUPYETCS HAa IO MeHbIIedl Mepe OJHOM CHUTHale
NOJIMAACHIINPOBaHNS. B OHOM crnenuduyeckoM acrnekTe, OHH TPAHCKPUOHPYIOTCS
U3 OJHOTO €IMHUYHOIO MpoMoTopa. B pesynbTare 3TOro, pa3jauyHble T'€HbI SIBISIOTCS
0 MEHbLIEH Mepe TPAHCKPUILMOHHO CBSA3aHHBIMU. MOXET OBITh TPAHCKPUOUPOBAHO
bonee onHoro Oenka WM NOPOAYKTa M OSKCIPECCHPOBAHO M3  KaXAOH
TPAHCKPHUILUOHHON €OUHHULBI (MYyJbTHLUHCTPOHHAS TPAHCKPHUILMOHHAS ENUHHIA).
Kaxxnast TpaHCKpHNLMOHHAs €QUHHMIA OyIeT COAep)kKaThb PEryJsITOPHbIE 3JIEMEHTHI,
HEOOXOAMMBIE I TPAHCKPUNLIUKU W TPaHCHSIUUM JIO00H W3  BBIOpPAHHBIX
MOCJEeA0BATENbHOCTEN, KOTOpble coaepkarcs B OdToM enunune. M kaxpas
TPAHCKPUILMOHHAS €IUHHIIA MOXET COJep)KaTh OJMHAKOBBIE WJIM Pa3JUYHbIE
perynsTopHble 3jeMeHThl. Hampumep, kakjgas TpaHCKPUIIMOHHAs €JUHHULA MOXET
Takoi sxe tepmuHatop, IRES s1eMeHT unM HHTPOHBI MOTYT MCIOJb30BATBHCS s
(YHKIIMOHAJIBPHOT'O CBSI3bIBAHUSI T€HOB B TPAHCKPUMLHOHHOW enuHuue. BekTop mim
NOJIMHYKJICOTUAHAST ~ TMOCJENOBATEIbHOCTh  MOTYT  COHIep)kaTb Oojblie  OXHOH
TPAHCKPHUILMOHHON €JHHUIbI.

[00191] TepmMuH  “mOBBILIEHHAsT 3KCOpeccHs’, "MOBBIMEHHBIW TUTP WU
NPOAYKTHBHOCTB" HJIM “yIyYIIEHHAs 3KCHPECCHs HJIM MPOIYKTUBHOCTH OOO3Ha4daeT
NOBBILIIEHHE YKCIPECCUU, CHHTE3a WM CEKPEIHH IreTePOJIOTHYHONW W/MJIM 3K30TE€HHO U
NOCJIEOBATEIbHOCTH, HHTPOIYLUHPOBAHHON B KJIETKY-XO35IMH, HAlpUMep, TeHa,
KOAUPVIOIIEro TepameBTUYECKH OeNok, TMyTeM CpPaBHEHHS C TMOAXOISIINM
KOHTpoJieM, Hampumep, Oenok, xkoaupyemsii kJIHK oTHocuTtenpHO Oenka,
KOAUPYEMOrO HMHTPOH-COAEPIKAIUM TeHOM. IIpUCYTCTBYeT NOBBIIIEHHBIH TUTP HIH
NPOAYKTHUBHOCTh, €CIH KIJIETKY COrJAaCHO H300pPETeHHI0 KYJIbTUBHUPYIOT COTJIACHO

crocoly 1Mo u300peTeHnI0, OMMCAHHOM B HACTOSINEH 3asBKe, U €CJIM KJIeTKa UMEET IO
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MEHbIIEN Mepe 1,2-kpaTHoOe€, 1,5-kpatHoe, IBYKpaTHOE, TPEeXKpaTHoOeE,
YeThIPEXKPAaTHOE WU ISITUKPATHOE IMOBBIMIEHHE cHenupuueckoil NpOIyKTUBHOCTHU
win tutpa. Takke NPHUCYTCTBYET IOBBIMIEHHBII TUTP WM NPOAYKTUBHOCTb €CIH
KJIETKY COTJIACHO M300pPETeHHI0 KYJIbTUBHUPYIOT COTJIACHO CHOCO0y MO M300peTeHHIo,
ONHMCAaHHOM B HACTOsILIEH 3asiBKe, U €CJM KJIeTKa HMeeT MO MeHbuiel wmepe 1,2-
KpaTHOE WJIU MO MeHbluel mMepe 1,5-kpaTHOE WM MO MEHbIIEH Mepe ABYKPAaTHOE WU
O MEHbIIEH Mepe TPEXKPATHOE IMOBBIMIEHHE CNeUH(PUUeCKOW MPOIYKTUBHOCTH WJIU
TuTpa. Takke MPUCYTCTBYET, B YaCTHOCTHU, MOBBILIEHHBI TUTP HJIM MPOAYKTHBHOCTH
€CIIU  KJETKY COIJIACHO H300PEeTeHUI0 KYJbTUBUPYIOT COTJIACHO CHOco0y 1o
N300pETEeHNI0, OMMMCAHHOM B HACTOSILIEH 3asBKE, U €CJIU KJIeTKa MMEET IO MEHbIIeH
Mepe 1,2-xpaTHOe - MNATUKPATHOE, NPEANOYTUTENBHO 1,5-KpaTHO€ - MATUKPATHOE,
foJyiee MPEANOYTUTENBHO - ABYKPATHOE - MSATUKPATHOE, OCOOEHHO MPEANOYTUTEIbHO
TPEXKpPaTHOE - IMSITUKPATHOE NOBBIMIEHHE CHenupuueckod NPOAYKTUBHOCTH WIIH
tutpa. “IloBbIIIEHHAast BJKCIpeccus’ TakXe MOXeT 0003HadaTh, 4YTO OojblIee
KOJINYECTBO KJIETOK AEHCTBUTEIBHO 3KCIPECCUPYIOT NMPENCTABJISIOIMHUI HHTEpEC reH/
NOCJIeN0BaTeNbHOCTh. Hamnpumep, MOBBIIEHHAs 3KCIPECCHs MOXKET 0003Ha4aTh, UTO
HOBbI€ IPOMOTOPBI COTJIACHO HACTOSIIEMY H300PETEHHIO SIBISIOTCA AKTUBHBIMH B
TeueHue Oosiee MPOAOJDKUTENBHOTO MEPUOAA BPEMEHH B T€UEHHE IMKJA PEIIMKauu
BHUpYCa MO CPABHEHUIO C APYTUMHU MPOMOTOPAMH.

[00192] [ToBbllIeHHAss 3KCIOpPECCUsi, THTP HWIM HPOAYKTUBHOCTb MOTYT OBITh
MOJIy4Y€HBbl MyTE€M MHCIOJb30BAHUS Te€TEePOJOTMYHOTO BEKTOPa B COOTBETCTBUU C
uzo0pereHueM. IDTO MOXKHO KOMOWHHPOBATb € APYTMMH MOAXONAMHU, TAKUMH Kak
FACS-BcnomorarenbHast CeNeKUHsT PEKOMOMHAHTHBIX KJETOK-XO035€B, KOTOpPBIE
colepkaT, B KauecTBE [OINOJHUTEJIbHOIO CEJIEKTHPYEMOTIO0 Mapkepa, OAUH HWIH
HECKOJBKO ¢uyopecueHTHbIXx OenkoB (Hampumep, GFP) wumnm mapkep KJIeTOUHOM
NOBEPXHOCTH. Takke MOXHO HUCIOJb30BaTh APYTHMe METOJbI NMOJy4YEHUs MOBbILIEHHON
SKCIPECCUU, W KOMOHMHALMIO pa3JUYHBIX METONOB, Ha OCHOBAHUHU, HaIpHUMeEp,
NPUMEHEHHs] LUC-aKTUBHBIX JJIEMEHTOB JUISI MAHHUNYJISLUHSIMH CO CTPYKTYpOH
xpomatuna (Hanpumep, LCR, UCOE, EASE, usonsropsl, S/MAR, STAR snemeHThI),
npuMeHeHUus! (MCKYCCTBEHHBIX) TPAHCKPHUIIIMOHHBIX (PAKTOPOB, OOpabOTKH KIETOK
NPUPOAHBIM HJIM CHHTETHYECKHUMH areHTaMHU JJIsl aKTUBAIIUU 3K CIIPECCUH YHIOT€HHBIX
WIN TE€TEPOJOTUYHBIX W/WJIM 3K30T€HHBIX T'€HOB, yiydluas CTaOMJIBHOCTH (MEpUOX

nonyxkusun) MPHK wunum  Oenka, ynyumas wHunmanuio TtpaHcasouun MPHK,
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yBEJHMYNBAs 03y I'€Ha NMyTeM NMPUMEHEHHS 3MHCOMAJbHBIX IMIa3MUA (HA OCHOBAHUU
NPUMEHEHHUS] BUPYCHBIX MOCJIEJ0BATEIbHOCTEN B Ka4€CTBE TOUEK Haydaja penjuKalui,
Hanpumep, SV40, mnonuoma, aneHosupyc, EBV wumu BPV), npumenenus
NOCJIEA0OBATEIbHOCTEH, cocoOCTBYIOLIUX aMIrinukanuy, U CHUCTEM
ammiugukanuu in vitro Ha ocHosannu JJHK koHkaTeMepoB.

[00193] TepMuH “mONy4eHHBIH  MOXKET BKJIOYATh CTAJUI0 BBIACICHUS W/ WU
OYHMCTKH, H3BECTHYK KBaJU(PUUUPOBAHHOMY CHELUUANHCTYy B JOaHHOW oOyacTu
TEXHUKHU, MPEANOYTUTEIbHO UCIIONb3Ysl OCaXAEeHUE, KOJOHKH U JIp.

[00194] UccnenoBanue niisi u3MEpeHUs “MOBBIMIEHHOM SKCTIPECCUN MPENCTABISET
coboit ompenenenuss Oenka Ha ocHoBaHun KX-MC /MC, Ttakume Kak MOHUTOPHHT
MHOXeCTBeHHbIX peakuuii (MRM); meronsl oOHapykeHHUs] Ha OCHOBAaHHH AHTHUTE,
TakWe KaK BEeCTepH-OJIOTUHT, NOT-OJOTTUHT, WM UMMyHOOuddy3us, u mpoTOUYHAS
LUTOMETPHUS, W H3MEPEeHUs OUOJOTHYECKON aKTUBHOCTH NYyTEM HCCIEIOBAHUS
reMarriroTHHALUH.

[00195] “AKTUBHOCTbD npomoropa’” U3MEPSIOT OMOCPENOBAHHO NyTeM
kosmdecTBeHHOro omnpenenenuss MPHK, Tpanckpubupyemoro mox KOHTpOJEM
cootBercTByromero npomoropa. MPHK koindecTBEeHHO ONpenessitoT ¢ MOMOIIBIO
RTqPCR oTHOCHTENBHO 3HAOTEHHOIO CTaHAAPTA.

[00196] Tepmun "Tutrp BuUpyca" sBiseTcs moka3areileM HH(PEKIHOHHBIX €IUHHUII
Ha 00BeM BHPYCHOTO mpemapata. TuUTp BUpPycCa SBISIETCS KOHEYHOW TOUYKOM
OMOMOrMYecKOd MpoLenypbl U ONpemeNsieTcss Kak pa3BeieHue, INpPU KOTOPOM
ompeneseHHas MOPLHUsS TECTOB, OCYIIECTBJSIEMBIX MapaiieIbHO, MPOsBIsieT 3P dekT
(Reed u Muench, 1938). Cneunduuecku, moJyuHPUUUPYOMAs 1032 KYJIbTYPbl TKAHH
Ha mmwumaTp (TCIDS0/mi) obecneunBaeTr pa3BeneHHUE BHUPYCHOIO Mpenapara, MmpH
koTopoM 50% KonM4ecTBa KJIETOUHBIX KYJbTYpP, UHOKYJIUPYEMble NapajieIbHO TaKUM
pasBeneHueM, SBISIOTCS HHOUIUPOBAHHBIMH.

[00197] "DneMeHThl, peryjupyloliue TPaHCKPUILHUI" HOPMaJbHO COAEpKaT
IPOMOTOp, PAacCHOJOXEHHbIH NPOTUB XOJa TPAHCKPUILMHU MOCIENI0BATEIbHOCTH
SKCIPECCUPYEMOTO I'eHa, CalTOB MHULIUMAIIMY U TEPMUHALIMU TPAHCKPUIILIUU U CUTHaJa
NOJuaJe€HUINPOBAHUS.

[00198] TepmuH "caliT MHMLMALUMU TPAHCKPUIMIUU' OTHOCHUTCS K HYKJIEHHOBOMH
KUCJIOT€ B KOHCTPYKLHH, COOTBETCTBYIOILIEH NE€PBOM HYKJIEHMHOBOW KHCJOTHI,

UHKOPIOPUPOBAHHOW B NMEPBUYHBIA TPAHCKPUIT, TO €CThb npenmectseHHuKy MPHK.
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CaiiT wWHUUMAUMHM TPAHCKPHUILUH MOXKET TMEpPEeKPbIBATHCA C MPOMOTOPHBIMH
NOCJIE0OBATEIbHOCTIMHU.

[00199] “TepMuUHUpPYIOIIUA  KOAOH  ~ MJIU  “TepMHHATOpP’ HJIM  “CHUrHal
NOJINAICHININPOBAaHUs® uan “polyA” wmiam CcalWT TEepMHUHAIIMU TPAHCKPHUILHU" HIH
“3JIEMEHT TEePMHHAIUU  TPAHCKPUNLMKM  TPEncTaBiseT Cco0OW  CHTHAJbHYIO
IIOCJIEIOBATEIbHOCTD, KOTOPAasi BBI3BIBAET paclleryieHne B cnenuduieckoM caiire Ha 3'
koHLe Jsykapuoruueckoi MPHK u mnocT-TpaHCKPUNLMOHHYIO HHKOPIOPALMIO
nocjieoBaTeNbHOCTH U3 mnpubnuzutensHo 100 - 200 ameHWHOBBIX HYKJIEOTHIIOB
(polyA XBOCT) Ha OTINEIJIEHHOM 3' KOHIIE, U, CJIeNOBATEIbHO, BbI3bIBAET TEPMUHALIUIO
TpaHckpunuuu, ocymectsisemoin PHK-monumepazoii. Curnan monmaneHUIUPOBAHUS
BKiIOUaeT mnociuenoBarenbHOCTh AATAAA mnpubnusurensHo 10-30 HykiIeoTHIOB
OpPOTHUB  XOZa TPAHCKPUIIMU  Ccaita PECTPUKLUUM H  TOCJIEIOBATEIbHOCTD,
pPaCIONIOKEHHYI0 IO XOAy TpPaHCKpUNuuu. M3BECTHBI pa3IU4YHbIE 3JIEMEHTHI
nonuaneHmInposanus, Takue tk polyA, SV40 nozpgauii u pannuii polyA, BGH polyA
(omucannble, Hanpumep, B mareHT CIIA Ne 5)122,458) unm polyA ropmona pocra
xomsuka (W02010010107).

[00200] "PerynsTopHble 3JIEMEHTbl TpPaHCHSLUHU" COAepXkKAT CaWT HMHULHUALUU
tpanciasiuun (AUG), cton-komoH u polyA curHan ajs KaXAaoro HHAMNBUAYAJIbHOTO
SKIPECCUPYEMOro MoJunentuaa. B HEKOTOpble KOHCTPYKLHUH MOXET OBbITh BKIIOYEH
BHYTpeHHUH yuacTok mocanku pudocombl (IRES). [lns onTuMm3auuu 3KCHpECCHUH
MOXKET OBITh JKeJaTeJIbHbIM YIAlATh, N00AaBIATH MJIM HU3MEHATh 5'- w/mnm 3'-
HETPAHCIUPYEMbIE YUYaCTKU SKIPECCHUPYEMON HYKJIEOTUAHOH MOCIEI0BATEIbHOCTH
IS 3JIUMHHALMHM  JIFOOBIX  TMOTEHUHUAJNbHBIX  JOMOJHUTENIbHBIX  HEMOIXOASIIUX
aJbTePHATHUBHBIX KOJIOHOB WHUIUALTT TPaHCJSALNH, WITH apyrue
NOCJIEJOBATEIbHOCTH, KOTOPBIE MOTYT MPEMSITCTBOBATh MJIM YMEHBINATh SKCIPECCHIO,
au00 Ha YPOBHE TPAHCKPUIIIUU WU TpaHCAAUNU. KOHCEHCYCHBbIE CAalThbI CBSI3BIBAHMS
pubocom (mocnenosatenbHOCTh Ko03ak) MOryT OBITh BCTPOEHBI Cpa3y MPOTHB XOAa
TPAHCKPHUILUH CTAPT-KOJAOHA [UJI YCUJICHUS TPAHCISILUM U, CIENOBATEIbHO,
skcripeccuu. IloBbimeHHoe coxpepskanue A/U BOKPYr 3TOro calta CBSI3bIBAHHS
puOOCOMBI JOMOJTHUTENBHO BIHsET Ha OoJee 3PP eKTUBHOE CBSA3bIBAHIE PUOOCOMBI.
[00201] CornacnHo OMpENENEHUIO, Kaxjaas MOJIMHYKJI€OTUAHAS

nocCJea0BaTCIbHOCTD HUJIN Ka>KI[bII>'I I'€H BCTpOGHHbeI B KJIETKY -XO03541UH u

2

coorBercTByromui 6enok minun PHK, konupyemas takum obpaszom, oO03Ha4aeTcs: Kak
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“sK30TeHHasi’, “2K30TeHHAas MOCJIeNOBATENbHOCTh , “IK30TE€HHBIN T'eH , “IK30Te€HHas
KOAMPYIOLIasi IOCJIEeN0BAaTENbHOCTh , MO OTHOWIEHUIO K KJETKE-XO35IUHYy, KOTOopas
UMeeT MPOUCXOXKJIEHUE U3 OTIUYAKINNXCA (BUPYCHBIX) BUIOOB. Takum oOpasowm,
npomoTop Ha ocHoBe EHV-4 mpomoTop sBasieTCs 3K30TM€HHBIM IO OTHOLICHUKO K
EHV-1 BupycHomy BekTopy. Kak ucnonb3yercsa B HacTOsLEH 3asBKe, IO OTHOLIEHUIO
K TpeacTaBisiollel (eMy) HHTEpEC MOCIEN0BATEIbHOCTH MM IeHy, Takol (My) Kak
AQHTUT'EH, TEPMHUH “IK30TeHHBbIN 0003HA4YaET, 4YTO yKa3aHHas (bli) MpeACTaBIISIONast
(ui) wHTEpec MOCIENOBATEIbHOCTh HJIM TeH, Cnenu(uYecKu YKa3aHHBbI aHTUTEH,
SKCIPECCUPYETCS 3a MpeaesiaMi OKPYKeHHUs ero MpUpOAHBIX BHAOB. Takum obOpaszowm,
HA anTuren u3 ceunoro IAV sBaseTcss oqHUM U3 MPUMEPOB 3K30TE€HHOTO aHTUTEHA
no otHomeHurw kK EHV-1 Bektopy. CrnemoBartenbHo, drodas MOCIeIOBATENbHOCTD,
UMeKIIass NPOUCXOXKAEHUE HUX JAPYyroro mnatore”a, oriaudaromerocs ot EHV-1,
NpeacTaBisieT cOOONW 3K30T€HHYIO IMOCIENOBATEIbHOCTh WM T'€H, MPENCTaBISIOMIUN
UHTEpPEC, WM AHTHI€H B COOTBETCTBUHM CO CIEHU(PUUECKUM aCHEKTOM HACTOSIIETO
nzo0peTeHus.

[00202] CornacuHo ONpEeNeNIEHUIO, Kaxkaas MOJIMHYKJI€OTUAHAS
NOCJIIEA0OBATENbHOCT MJIM  KaXABIII T€H, BCTPOEHHBIH B  KJIETKY-XO35IUH U
coorBercTByromui 6enok i PHK, konupyemas takum obpaszom, o603HadaeTcs: Kak
“reTeposIOruuHbIN, "reTepoJIOrHUHasl MOCIEeN0BATENbHOCTD", "TeTep OJOruYHbIN reH",
“reTeposioruuHas KOAUPYOIIast MOCJIe0BATENIbHOCTD “TpaHcren” 170051
“reTeposIOru4YHbINA 00K’ MO OTHOIIEHUIO K KJIETKE-XO35IMHY. DTO MPUMEHSETCS NaxKe
B TOM  cjydae, €CJId  HUHTPOAYLUHPOBAHHAs  IOCJIEAOBATEJbHOCTbD  HIJIH
UHTPOAYLMPOBAHHBIN TI'eH SABIAETCS HAEHTUYHBIM SHIAOTEHHON IOCJIeA0BaTElbHOCTHU
WU DHAOTEHHOMY TeHy KkieTku-xo3zsimHa. Hanpumep, EHV-4 npomortopnas
NOCJIE0BATENbHOCTh, MHTpOAyuupoBaHHas B EHV-4 BupycHbelii BekTOp B Apyrow
calT unu B MmonuduuupoBanHoi popme, uem B Bupyce EHV -4 nukoro tumna, siBisercs
COIJIaCHO ONpeJeJIeHUI0 FeTepOoJIOTHYHON mocienoBaTenbHOCThI0. Kak ucnonesyercs
B HACTOsIIEH 3asBKe, IO OTHOIIEHHID K MpEeACTaBJsitomed (eMy) UHTEpec
MOCJIEI0BATENbHOCTH WJIM Te€Hy, TaKOMYy KaK aHTUT€H, TePMHUH “TeTepOoJIOTHYHBIN’
obo3HaUaeT, 4TO yKa3zaHHas (brit) MpeACTaBIAOIIASA (mif) UHTEpEC
NOCJIEOBATEIbHOCTD UJIU I'eH, CeUn(PpUUECKH YKAa3aHHBII aHTHI€H, SKCIPECCUPYETCS
3a TpenejaMu OKPYKEHHUsI ero MPUPOAHBIX MONBUIOB. Takum oOpasom, mrobast (o)

He-EHV-1 cnenuduueckas (uit) npencrasisromas (1if) HHTEpEC MOCIEI0BATEIbHOCTD
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WU FeH, TAKOW KaK aHTUTeH, HalpUMep, aHTUTEeH U3 JI000ro aibdareprnecBupyca, 3a
uckiarouenueM EHV-1, nanpumep, EHV-3, EHV-8, saBasercs, cienoBaTenbHO,
reTepOoJIOTHYHON (BIM) MPEACTABISIOMENH (M) HHTEPEC MOCIeNOBATEIbHOCTHIO WU
Ir€HOM HJIM AHTHUI'€HOM B COOTBETCTBUM CO CHEUU(PUUECKUM aCHEeKTOM HACTOSLIETO
U300peTeHus.

[00203] Tepmun “He BCTpevawluiics B mnpupoae” obOo3HadaeT nw0Oyw (oif)
NPEeACTABIAIO MY (Ui) MHTEPEC MOCIeAOBATEIbHOCTh HJIN I'€H, TAKOW KaK aHTUTEH,
KoTopast (blif) HE BCTPEYAeTCs] B 3TOM OKPYXKEHUHM MPUPOAHO, TaKas Kak THOpUAHAs
NOCJIEJOBATEIbHOCTD MJIM MPEACTABIAOMAs (M) UHTEPEC MOCIeA0BATEIbHOCTh WU
reH, TAKOH KaK aHTUTeH U3 PAa3JUYHBIX BHAOB, WIH MpeAcCTaBistomas (Mil) mHTEepec
NOCJIEOBATEIbHOCTD HJIM I'€H, TAKOW KaK aHTUTE€H, KOTOPBIA HE SIBJISIETCS MPHUPOIHBIM
NPOAYKTOM BCIEICTBHE HWCKYCCTBEHHON MyTaluM, HWHCEPLUUHU, JEJNECHUH WIJIH
NOoAO0HBIX.

[00204] Tepmur  "pekoMOMHAHTHBIH"  HCHOJB3YEeTCS  B3aMMO3aMEHSIEMO  C
TEpMUHAMH “He BCTpeuaroluiics B Npupoae”, "reTeposOrHUHbIN" U “3K30T€HHBbIN B
onmucaHWU Hacrtosmero m3o0perenus. Takum oOpa3om, "pekoMOWHaHTHBIA " OejoK
npencrapisier coboil 0esiok, 3Kcmpeccupyembiii gubO U3 TeTepOoJOTHYHON WU
9K30T€HHOH NOJHMHYKJEOTHAHONH NOCIeA0BaTENbHOCTH. TepMUH pPEeKOMOMHAHTHBIH,
KaK HCIOJIb3YETCs MO OTHOLIEHHIO K BHUpPYCY, O0OO3Ha4uaeT BUPYC, MPOAYLUPYEMBIH
IyT€éM MCKYCCTBEHHON MaHMNYJIALUM BUPYCHOrO TreHOMa. Bupyc, BkIOUarmun
reTepOJIOTUYHYIO HJIHM 3K30T€HHYIO MOCIEJ0BAaTEeNbHOCTb, TaKyl KaK 3K30TeHHas
AHTUTE€H-KOIHMPYIOIIasl MOCIeA0BATEIbHOCTD, MPEACTABIsIET cOO0H peKOMOMHAHTHBIH
Bupyc. TepMHH PEeKOMOWHAHTHBIH BHPYC M TEPMHUH HE BCTPEHAIOLIUNICS B MPHUPOJE
BUPYC UCIOJb3YIOTCSI B3aUMO3aMEHSAEMO.

[00205] Takum o0pa3om, TEPMHUH “TeTepOJIOTUYHBIH BeKTOp~  00O3HA4YaeT BEKTOp,
KOTOpPBIM  BKJIOYAET TeTEePOJIOTUYHYI0 UM HK30T€HHYK MOJUHYKJIEOTUAHYIO

(13

MOCJIEIOBATENIBHOCTh.  TepMUH “peKOMOMHAHTHBIN BeKTOp~  00O03HadaeT BEKTOp,
KOTOPBIM BKJIFDYAET TETEPOJIOTHYHYIO WU PEKOMOMHAHTHYIO TMOJUHYKJICOTUIHYIO
MOCJIE0BATEIbHOCTD.

[00206] Kak wcnonp3yercss B HacTosimed 3asiBke, TepMHH "(YHKIHUOHAIBHO
CBSI3aHHBIN" HCMONB3YETCS MUl OMUCAHUS CBSI3U MEXAY PEryJsTOPHBIMHU 3JIEMEHTAMU

U T€HOM HJIK €TI0 KOAUPYIOIHUM YIACTKOM. TI/IHI/ILIHO, FCHHadA 3KCIPECCUA NMOMECIIACTCs

oA KOHTPOJIb OAHOTO HJIN HECKOJIBKHUX PETYJIATOPHBIX 3JEMCHTOB, HAalpUMEDP, HE
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OTPAHUYHUBASCH TOJBKO HMMH, KOHCTUTYTHBHBIE WIN HHAYIUOENbHBIE NPOMOTOPBI,
TKaHecnenupuueckue peryisaTOpHble 3JeMEHThl U 3HxaHcepbl. Korma ykas3aHo, 4TO
reH WId KOAUPYIOUIUH y4acTOK sIBIAETCA "(QPYHKIMOHAJIBHO CBS3aHHBIM C" WIH
"onmepaTUBHO CBsizaH C¢" miM "(QYHKIUOHAJIBbHO ACCOLUHUPOBAH C" PEryJIsSITOPHBIMH
3JE€MEHTaMH, TO 3TO 00O3HayaeT, UYTO WJM KOJUPYIOLIMH y4acTOK yHpPaBJseTCS WU
HAaXOAUTCS TIOJ BO3JAEHCTBUEM pEryJsaTOpHOro sjeMeHTa. Hampumep, mnpomoTop
(YHKIIMOHAIBHO CBSI3aH C KOJUPVYIOIIEH MOCIEeNOBATEIbHOCTBIO, €CIU MPOMOTOP
OKa3blBa€T BJHUSHHE HAa  TPAHCKPUILMID MM  OKCIPECCUI0  KOAHUpPYIOIIel
NOCJI€J0BATEIbHOCTH.

Kpome Toro, B o00OBeMe HACTOSINEr0 ONHCAHUS TEPMHUHBI "(YHKIHOHAIBHOE
cBs3biBaHue", "(QYHKUMOHAIBHO CBsA3aH' WM “(PYHKIUOHAJIBHO CBSI3AHHBIA
0003Ha4arT, 4YTO JABE WJIH 0Oojiee HYKJICOTHAHBIX MOCIEIOBATEIbHOCTEH WU
3JIEMEHTOB TOCJIEA0BATENbHOCTEH PACIONOKEHBl TAKUM 00pa3oM, UTO pa3pelarT UM
(GYHKIUOHUPOBATh UX HAAJEKAaIMUM oOpaszoMm. Hampumep, mpomoTop/3HXaHCEp WU
TEPMHUHATOP (PYHKIMOHAJIBHO CBS3aH C KOAUPYIOIEH M€HHOW MOCIENOBAaTEIbHOCTHIO,
€CNIM OH CIOCOOEH KOHTPOJHMPOBATH MM MOIYJIHUPOBATH TPAHCKPHUIIIHUIO CBS3AHHOM
TeHHON MOCJIEeN0BATEIbHOCTH B #C MOJOKEHUU. B o0mux yeprax, HO He 00A3aTEIbHO
HeoOxonumo, JIHK mnocnenoBarenpHOCTH, KOTOpble (QYHKIMOHAIBbHO CBS3aHBI,
ABJISAIOTCA CMEXKHBIMU M, €CJIIM HEOOXOAUMO NSl COeNMHEHMs JBYX MOJHIENTHAHBIX
KOJAMPYIOIIUX YYaCTKOB UJHU B CIy4ae CEKPELUU CUTHAJbHOIO MENTHAA, CMEXHBIMU U
B paMKe CUMUTBIBaHUA. TeM He MeHee, HEeCMOTpsl Ha TO, 4YTO (PYHKLHOHAJIBHO
CBSI3aHHBIH MPOMOTOP OOBIYHO pPACHOJIOKEH NPOTUB XOAa TPAHCKPUIIUU WU
(YHKIMOHAIBPHO  CBSI3AHHBI  TEPMHUHATOP OOBIYHO  PACMOJIOKEH 1O  XOAy
TPaHCKPUMLUHU KOAUPYIOIIEH MOCIea0BaTeIbHOCTH, OH HE BCEra SIBJSETCS CMEXHBIM
C HUMHU. DHXAHCEpPbl HE JOJKHBI OBITb CMEXHBIMH, IMOCKOJbKY OHHU MOBBIIIAIOT
TPAHCKPHUILUIO KOAUPYIOIIEH IOCIeNOBaTENbHOCTH. JlJIsi 3TOTO OHU MOTYT OBITh
PacIOJIOXKEHBI MPOTHB X012 TPAHCKPHUIILUH HJIU 1O XOAY TPAHCKPUILUH KOIHPYIOIIEeH
MOCJIEIOBATENbHOCTH U J1aXke Ha HEKOTOPOM paccTosHuM. CallT moauaaeHuaupoBaHus
(YHKIIMOHAIBHO CBSI3aH C KOAMPYIOMIEH MOCIE0BATEIbHOCTBIO, €CIU OH PACIIOJIOKEH
Ha 3 KOHIle KOAMPYIOLIEH MOCIeN0BATEIbHOCTH TaKUM OOpa3OM, YTO TPAHCKPHUIILHS
OCYILECTBJISIETCST ~ 4epe3  KOAUPYIINYI  MOCIEeAOBAaTeIbHOCTb  HAa  CHUTHAI
nonuageHmINpoBanusi. CBsI3bIBAHHE OCYINECTBISAETCS C MOMOIIBI0 PEKOMOMHAHTHBIX

METOZ OB, XOpOLIO H3BECTHBIX B MAaHHOM o0OJNAacTH TEXHHUKH, HANpHUMEp, MyTeM
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JUTUPOBAHUSA B IMOAXOSALIUX PECTPUKIUOHHBIX CalTaX HIN «TYMBIX» KOHLOB WU
nyteM ucnonb3oBanus meroguku IIIIP ¢ nepexpriBaromumucsa npanmepamu. MoxHO
UCIIOJIb30BaTh CHUHTETHYECKHE OJIMTOHYKJIEOTHAHBbIE JHUHKEPbl UM aJanTepbl B
COOTBETCTBUU C OOLIENPUHATOW MNPAKTHKOW, €CIM HE MPUCYTCTBYIOT MOAXOASLINE
PECTPUKLUOHHBIE CAUTBHI.

[00207] Takum  oOpasom, TepMuUH “PyHKUHOHANBHBIH  (parMeHT’ WU
“pyHKUMOHANBPHOE MPOU3BOMHOE  MPOMOTOPHOHN MOCIENOBATENBHOCTH O0O3HAYAET,
4TO (parMeHT MJIH TPOU3BOJHOE BCE €Ile HMEEeT AaKTUBHOCTh MPOMOTOpA.
QOYHKIMOHAJIbHBIE HCCJIEAOBAHHUS JJISI OLEHKH AKTUBHOCTH MPOMOTOpA XOPOIIO
U3BECTHBI KBAIHM(PUUUPOBAHHOMY CIELUAIHCTY B AaHHOW oOnactu TexHuku (Bustin
2000, Nolan wu ngp. 2006). IlpuMepHBI BapHAHT OCYIIECTBJICHUS TaKOTO
(YHKIIMOHAIBPHOTO HCCIENOBAHUS BKJIIOUYAET, HAMPUMEpP, OSKCIEPHUMEHT KHHETHKH
npomoTtopa. Knerku, wuHPUIUpPOBaHHBIE BEKTOPHBIMH BHPYCAMH, HECYI[UMH
SKCIPECCHOHHBIE KAaCCEeThl, TIJ€ MPOMOTOP MJIH ero (parMeHT HampaBJISIOT
TPAHCKPHUIILUIO PEMOPTEPHOrO0 TPAHCIE€HA, HHKYOMPYIOT B TEUEHHE DPa3JIMYHBIX
npomexyTkoB BpemeHn. OO0myro PHK, nonyuennyrwo u3 oOpasnos, coOupamT B
paziIuYHBIE TPOMEKYTKH BpeMeHH mnocie uHpuuuposanus. Ilocne paspyuieHus

sarpsisasitomet JIHK ¢ momompro  pacmennenuss JIHKazoir I,  oOparnHo

>
tpanckpubupyror PHK. Opun pennuuupoBaHHBIH o0oOpasen mNpOLECCUPYIOT IpHU
nobasnenun obOpatHoii TpaHckpunrtasbl (RT), BTOpoOii pemnukatr mnpoueccupyrT 0Oe3
nobasnenuss RT pnsg nemoHcTpaumu ycmemHoro ynanenus sarpssHswoomeid JTHK us
npenapara PHK. [Tonyuennyrwo k/IHK ounmarT u uCnonp3yrOT B KaUeCTBE MaTPULbI B
obmenpunsaroir IIL[P. Tonpko oOpasmel, mporeccupoBaHHble ¢ aodOaBimenueM RT,
Oynyt mnponyumposats IIIIP mnpoxnykr. 3arem ostu kJHK wucnonesyroT s
konudecTBeHHOU I[P ¢ mpaiimepamMu st penopTEPHOro TPAHCTEHA U MapaJIeIbHO C
npaliMepaMu Ui OCHOBHOTO I€Ha BHPYCHOI'O BEKTOpa (BHYTPEHHUH CTaHIapPTHBIN
reH), TPAaHCKPUNLHS KOTOpOoro oOecrmeumBaeT BHYTPEHHUH  CTaHOapT  AJI
spdexTuBHOCTH WHPUIUPOBAHUS W perIUKANUU. 3HadyeHHWs KoqudecTBeHHOW I[IL[P
pernoprepa HOPMANU3YIOT MeXIy Pa3JUYHBIMU KOHCTPYKLUSIMHU U BPEMEHEM IocCie
UHQUIMPOBAHUSA, HCHONB3Yys 3HadueHus KoamdecTtBeHHoW III[P BHyTpeHHeEro
CTaHAAPTHOrO TIeHa. OJTO IpeNoCTaBiseT BO3MOXKHOCTb HMHTEPHPETHUPOBATH

AKTUBHOCTHU PA3JIMYHBIX IPOMOTOPOB U UX (I)paFMeHTOB.
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[00208] “I'omonorusi mocjaenoBaTENbHOCTEN , KaK HCMOJb3YEeTCs B HACTOSLIEH
3asiBK€, OTHOCUTCS K CIOCO0y ompeneseHus: pOACTBA ABYX MOCHenOoBaTeIbHOCTEH. [l
onpeaeseHus rOMOJIOTUHU MOCJIe10BATEIbHOCTEN, nBE unu Oonbiie
MOCJIEIOBATEIBHOCTEN ONTUMAJIbHO BBIPABHUBAIOT, U UHTPOAYLUHUPYIOT I3IbI, €CJIU 3TO
HeoOxonumo. Tem He MeHee, B OTJIHUYMU OT “HIEHTHYHOCTH IMOCJIEN0BATEILHOCTEH
KOHCEPBATUBHbIE AMUHOKHCJIOTHBIE 3aMEHbl CYHUTAIOT KakK COBMNAJEHHE IpHU
OTpeAesIeHUH TOMOJIOTHHU TOCIEI0BATEIbHOCTEH.

[00209] JpyrumMu ciaoBamu, IJisi HOJYy4YE€HHs COMNOCTABUMOIO NOJHUIENTHAA WU
NOJUHYKJIeoTHAa, uMewomero  95%  roMosiorui0  MOCJIENOBAaTEIbHOCTEH  C
MOCJIEIOBATENIBHOCTHIO CpaBHEHUs, 85%, mpennouturenbHo 90%, 91%, 92%, 93%,
94%, naxe Oonee mpenmoututeabHO 95%, 96%, 97%, 98%, 99%, 99,9%
AMUHOKHCJIOTHBIX OCTATKOB WJIM HYKJIEOTHIOB B TMOCJIENOBAaTEIbHOCTH CPaBHEHHUS
NOJDKHBI  COBIMAAATh WIJIM  COJAEPKaTh KOHCEPBATHUBHYIO 3aMEHy Ha JPYTYIO
AMUHOKHUCJIOTY WU HYKJEOTUA. AJBTEPHATUBHO, KOJUYECTBO AMUHOKHUCIOT WJIHU
HYKJIEOTUOB BIJIOTh A0 15%, npeanouturenbHo BIiaoTh 10 10%, 9%, 8%, 7%, 6%,
naxke Oojee mMpenmodTUTEIbHO BIUIOTH 10 5%, 4%, 3%, 2%, 1%, 0,1% obmux
AMUHOKHUCJIOTHBIX OCTATKOB WJIM HYKJEOTHU/IOB, HE BKJIIOUasi KOHCEPBATHUBHbBIE 3aAMEHBI,
c MOCJIEI0BATEIbHOCTH CpaBHEHUS MOTYT OBITH UHCEPTUPOBAHBI B
MOCJIE0BATEIbHOCTD CpaBHEHHUS. [IpennoyTuTE ILHO rOMOJIOTHYHAs
MOCJIEJOBATEJbHOCTh BKJIIOUAET MO MeHbIlell mMepe mpoTskeHHOCTh 50, eme Oonee
npeanoututenbHo 100, eme Oomee mpeamouturenbHo 250, eme  Oonee
npeanouTutesbHo 500 HYyKJI€OTUOB.

[00210] “UneHTHYHOCTh IMOCJENOBAaTEIbHOCTEN , KaK OH HM3BECTEH B JaHHOU
00NacTH TEXHUKH, OTHOCUTCS K B3aMMOCBSI3M JABYX WJIH OoJiee TMOJUNENTUIHBIX
MOCJIeI0BATENbHOCTEH WIH IBYX 158071 bonee MOJIMHYKJIEOTHAHBIX
MOCJIEIOBATENIPHOCTEH, a HMEHHO IMOCJAeNOBATEIbHOCTPI0 CpPAaBHEHHUSI U JTaHHOU
MOCJIEIOBATENIPHOCTHIO, KOTOPYK) CPaBHHUBAIOT C TMOCJEIOBATEIbHOCTBIO CPAaBHEHUS.
NneHTUYHOCTE MOCHENOBATEJbHOCTEN ONpeAeasiloT MNyTeM CpPaBHEHUs JaHHOU
MOCJIEIOBATEIPHOCTH C TMOCJEA0BATEIbHOCTBI) CPAaBHEHUSI TOCJIE ONTHUMAJbHOTO
BBIPABHUBAHHUS MMOCJIEIOBATEILHOCTEH IJIs MOJyYEeHUs HANOONbIIEeH CTEeHU CXOACTBA
MOCJIEOBATENIPHOCTEN, KaK OMNpEAEeNseTcs NyTeM COBMAAEHUs MEXAY IMOJIOCKaMU
TaKUX TOCJEI0BATEIbHOCTEMN. IIpy TakoM BBIpAaBHUBAHUHM, HJIEHTUYHOCTH

MMOCJIeIOBATEIbHOCTEM YCTaHABJIUBAKOT HAa OCHOBAHWUU CPABHCHUSA IIO ITOJIOXCHHAM,
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HanmpuMep, IMOCJIE€AOBATENbHOCTH SABJIAKTCA  “‘UAEHTUYHBIMU B  KOHKPETHOM
MOJIOXKEHUHU, €CJIM B 3TOM MOJOKEHHH, HYKJIEOTHUIbl UM aMUHOKHCJIOTHBIE OCTATKH
SABJISIIOTCS. UACHTHYHBIMH. [locie 3Toro odiee YUCI0 TaAKUX UAEHTHYHBIX MOJIOKEHHH
pa3nensoT Ha o0uiee KOJUYECTBO HYKJIEOTHIOB MM OCTATKOB B MOCJIEN0OBATEIbHOCTH
CpaBHEHHMs, Mojydas % HAEHTUYHOCTH NOCjienaoBaTelnbHOCTEeH.  MOeHTHYHOCTH
NOCJIEJOBATEJIbHOCTEH JIETKO MOJKET OBITh pacCuMTaHa C MOMOINBK H3BECTHBIX
METOJOB, BKJIIOYasi, HO HE OrPAHMYHMBASACH TOJbKO HMHU, T€, KOTOpPbIE OMHCAHBbI B
Computational Molecular Biology, Lesk, A. N., pen., Oxford University Press, New
York (1988), Biocomputing: Informatics and Genome Projects, Smith, D.W., ed.,
Academic Press, New York (1993); Computer Analysis of Sequence Data, Part I,
Griffin, A.M., u Griffin, H. G., pen.,, Humana Press, New Jersey (1994); Sequence
Analysis in Molecular Biology, von Heinge, G., Academic Press (1987);, Sequence
Analysis Primer, Gribskov, M. u Devereux, J., pen., M. Stockton Press, New York
(1991); u Carillo, H., u Lipman, D., SIAM J. Applied Math., 48: 1073 (1988),
CBEIEHHS] M3 KOTOPBIX BKJIOUYEHBI B HACTOAILIYIO 3asBKY myTeM ccbuiku. Co3maroTrcs
NPEeANOYTUTENIbHBIE CIIOCOOBI ONMpeeeHUs HASHTHYHOCTH MOCAe0BATEIbHOCTEN IS
HOJTy YeHUS HauOOoNbIIETO COBIAJEHHUS MEKIY TECTUPYEMBIMH
HOCJIEIOBATEIbHOCTAMHU. Crnoco6wr OTIpeneseHHs UIEHTHYHOCTH
IOCJIEIOBATEIbPHOCTEH CHUCTEMAaTH3UPOBAHbI B OOIIEAOCTYNHBIX KOMIIBIOTEPHBIX
IporpaMMax, KOTOpbIE ONPEeNeSsIOT HAEHTUYHOCTb IOCIEIOBATENIbHOCTEH MEXAY
JAHHBIMH MOCJIEI0BATENIBbHOCTIIMU. [IpUMephl TAKUX BKJIIOYAIOT, HO HE OTPAaHUYUBASCH
tosbko umu, maketr nporpamMmm GCG (Devereux, J., u np., Nucleic Acids Research,
12(1):387 (1984)), BLASTP, BLASTN u FASTA (Altschul, S. F. u np., J. Molec.
Biol., 215:403-410 (1990). BLASTX nporpamma siBisiercst odmenoctynHoi n3 NCBI
u npyrux uctouHukoB (BLAST Manual, Altschul, S. u np., NCVI NLM NIH
Bethesda, MD 20894, Altschul, S. F. u ap., J. Molec. Biol., 215:403-410 (1990),
CBENEHHS M3 KOTOPbIX BKJIKYEHbI B HACTOSLIYIO 3asBKY MYTEM CCBUIKH). OTH
NpOrpaMMbl ONTHMAJbHO BBIPABHUBAIOT MOCAEI0BATEIbHOCTH, HCIONB3Ys mTpadsl 3a
OTKPBITHE T3Ma MO YMOJYAHHUIO IJIs MOJYyYEHHUS HAUBBICIIErO YPOBHS UIAEHTUYHOCTH
MOCJIeIOBATEIbHOCTEH MEXAYy NaHHOW M CPaBHUTEJbHOW MOCJIEAOBATEIbHOCTAMH. B
KauecTBe WJUIIOCTPALMM, TMOJ MOJHHYKICOTHAOM, HMMEKIHUM HYKJICOTHIHYIO
MOCJIEOBATENIbHOCTh, HMMEIOINYKD 1O  MeHblned  wmepe, Hamnpumep, 85%,

npenmnodTuteabHo 90%, 91%, 92%, 93%, 94%, naxe Oonee mpeamouTuTebHO 95%,
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96%, 97%, 98%, 99%, 99,9% “UAEHTUYHOCTH IIOCJEIOBATEIbHOCTEH K
CPaBHUBAEMOUN HYKJIECOTUAHOWU IMOCJIEA0BATEIbHOCTU, MOHUMAKT, YTO HYKJEOTHAHAS
MOCJeA0BaTEeIbHOCTh JTAHHOTO MOJIMHYKJIEOTHAA SIBJISIETCSI UJIEHTUYHOM
MOCJEOBATEIbHOCTH  CPAaBHEHUS  3a  HCKJIOYEHHEM  TOro, 4YTO  JlaHHas
MOJUHYKJEOTUAHASL IMOCJIENOBATEIbHOCTD MOJKET BKJKUYATh BIUIOTH 10 15,
NPEeano4YTUTEIbHO BIJIOTh 10 10, maxke Oojiee MNPEANOYTHTENBHO BIUIOTH OO0 S
TOYEYHBIX MyTalun Ha KaXKable 100 HYKJIEOTUAOB HYKJICOTUAHOU
MOCJIEIOBATENIbHOCTH CpaBHEHUs. JlpyrumMu ClOBaMHu, B MOJUHYKJIEOTUE, UMEIOIIEM
HYKJICOTUIHYIO  TIOCJENOBATEIbHOCTh, UMEIOINYH 10 MeHblielr wMepe 85%,
npennodTuteabHo 90%, 91%, 92%, 93%, 94%, naxe Oonee mpeamouTuTebHO 95%,
96%, 97%, 98%, 99%, 99,9% UAEHTUYHOCTH MO OTHOWIEHHUIO K HYKJIECOTHUIHOU
MOCJIEIOBATENIPHOCTH CpaBHEHUs, BIUIOTh 10 15%, mpeanoururensHo 10%, 9%, 8%,
7%, 6%, naxe 6onee mpenmoututenbHo 5%, 4%, 3%, 2%, 1%, 0,1% HyKI€OTHAOB B
MOCJIEIOBATENIBHOCTH CPAaBHEHHST MOTYT OBbITh JEJIETUPOBAHBI WM 3aMEHEHBI Ha
OPYroM HYKJIEOTH, WU KOJHUYECTBO HYKJIEOTUOB BIJIOTh 10 15%, nmpeanodTuTebHO
10%, 9%, 8%, 7%, 6%, naxe Gonee mpenmouyrureibuo 5%, 4%, 3%, 2%, 1%, 0,1%
0o0mMMUX HYKJEOTHAOB B MOCJIEA0BATEIHbHOCTH CPABHEHUSI MOTYT OBITh HHCEPTHPOBAHBI
B MOCJIEOBATEIbHOCTb CPAaBHEHHUs. OJTHU MYTalUU NOCJIEIOBATEIbHOCTU CPAaBHEHMUS
MOTYyT TMPOUCXOAUTh Ha S5' wuau 3' KOHLUEBBIX IMOJIOXKEHUAX HYKJCOTHUIHOMN
MOCJEOBATEIbHOCTH CpPAaBHEHUs WM B JIIOOOM JPYyroM MeCcTe MeXAY O3TUMH
KOHIIEBBIMH TOJIOKEHHUSIMH, PACCESTHHBIE JTUOO MHAUBUAYATBHO MEXKAY HYKJICOTHIAMHU
B TOCJIEIOBATEJILHOCTH CPAaBHEHUS MJIM B OJHON WJHM HECKOJBKHX CMEXHBIX T'PYII B
MOCJIEIOBATEIPHOCTH CPaBHEHUS. AHAJIOTUYHO 3TOMY, MO TMOJHUIENTUIOM,
UMEIIUM JaHHYK aMHUHOKUCJOTHYI TMOCJIEI0BATEIbHOCTh, UMEIOIIYIO MO MEHbIIEH
Mepe, Hampumep, 85%, mpenmourureabo 90%, 91%, 92%, 93%, 94%, naxke Ooiee
npeanouTuTenbHo 95%, 96%, 97%, 98%, 99% UIEHTUUHOCTh MOCIEA0BATEIbHOCTEHN K
AMUHOKHUCJIOTHON TMOCJE€N0OBATEIbHOCTH CPaBHEHHs, MOAPA3yMEBAETCs, UTO AaHHAas
AMUHOKHCJIOTHAs  TMOCJENOBATENIbHOCTh  IMOJHUIENTHAA  SBISIETCS  HUJIEHTHYHOU
MOCJIEIOBATEIbHOCTH CPABHEHUs, 384 UCKJIIOYEHUEM TOTO, YTO JaHHAsA MOJUNENTHAHAS
MOCJIEIOBATENIPHOCTh MOXKET BKJIKOYATh BIUIOTh A0 15, MpeamoOYTHUTENbHO BIJIOTH JIO
10, 9, 8, 7, 6, naxke OoJiee MPEANMOUYTUTEIHHO BILUIOTh A0 5, 4, 3, 2, 1 aMUHOKHUCIOTHBIX
u3MeHeHu Ha kKaxjable 100 aMUHOKHUCIOT aMHUHOKHUCJIOTHON MOCIENOBATEIbHOCTH

cpaBHeHus. [pyrumu cioBamu, AJi  [OJYYE€HUs JAAHHOW  MNOJHUIIENTUAHON
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NOCJIEI0OBATENbHOCTH, HUMewIell no MeHbeid Mepe 85%, mpeamoututenbHo 90%,
91%, 92%, 93%, 94%, naxe Oonee mpenmouTuteabHo 95%, 96%, 97%, 98%, 99%
UJIEHTUYHOCTh TMOCJEeI0BATEIbHOCTEH C AMHUHOKUCJIOTHOW MMOCJEeA0BaTEIbHOCTBIO
CpaBHEHUs, BILIOTh A0 15%, mpeanmoytutenbHo BIIOTH 10 10%, 9%, 8%, 7%, nmaxe
OoJiee MpeaMnoOYTHTENbHO BILIOTh A0 5%, 4%, 3%, 2%, 1% aMHUHOKHCIOTHBIX OCTATKOB
B MOCJENOBATEIbHOCTH CPaBHEHUS MOTYT OBITh IeJEeTHPOBAHO WJIM 3aMEHEHO Ha
APYTYO aMHHOKHCJIOTY, WJIH KOJHUYECTBO AaMHHOKHCJIOT BIJIOTh a0 15%,
npeano4YTuTeIbHo BILIOTH 10 10%, 9%, 8%, 7%, nmaxe Oojiee MPENNMOYTUTEIBHO
BIJIOTE 10 5%, 4%, 3%, 2%, 1% oO0mero 4ucia aMHHOKUCJIOTHBIX OCTATKOB B
MOCJIEIOBATEIbHOCTH CPABHEHUSI MOTYT OBITh HHCEPTHPOBAHBI B MOCIEIOBATEIBHOCTD
CpaBHEHUs. DTU U3MEHEHUs MOCJeNOBATEIbHOCTH CPAaBHEHHS MOTYT MPOUCXOAUTH HA
aMHUHO- UIH KapOOKCHU-KOHLIEBBIX MOJIOKEHHUSIX AMHUHOKHUCJIIOTHOM
MOCJIEIOBATEIbHOCTH CPaBHEHUsS WJIM B JIOOOM JPYroM MeCTe MEXKIy OJTHMHU
KOHI[EBBIMH IOJIOKEHUSIMH, PacCesiHHbIe JTUOO WHANBUAYAJbHO MEXKIY OCTATKAMH B
MOCJIEIOBATEJIbHOCTH CPABHEHHS WJIU B OJHOW MJIHM HECKOJBKUX CMEXKHBIX TpPyImnax B
MOCJIEIOBATEJIBHOCTH CpaBHEHUsA. [IpenmoYTHTENbHO, OJ0KEHUS OCTATKOB, KOTOPbIE
HE SBJISIIOTCS HMASHTUYHBIMHU, OTJHUYAKOTCS KOHCEPBATUBHBIMH aMUHOKHUCJIOTHBIMU
3amMeHamMu. TeM He MeHee, KOHCEPBATUBHbBIE 3aMEHbl HE BKJIOYAIOTCS KaK COBIAJICHUE
MPU ONMpPeNeIeHUH UIEHTUYHOCTH MOCIeJOBATEIbHOCTEH.

[00211] TepMmuHbl "HAEHTHYHOCTb MOCJHENOBaTeIbHOCTEH" uIu  "HPOLEHT
UICHTUYHOCTH" HCIOJB3YIOTCS B3aUMO3aMEHsSEeMO B HAcTosmeM onucaHuu. s
1ejseil HacTosmero u300peTeHUs, B HACTOSIIEH 3asBKE OMNpPeAeNsieTcsl, 4YTO IJis
OmnpeneNieHHs] MPOLEHTa HASHTUYHOCTU IBYX aMUHOKHCJOTHBIX MOCJIEN0BATEIbHOCTEH
WU JIBYX HYKJEOTHIHBIX MOCJIEIOBATEILHOCTEH, MOCIE0BATEIbHOCTU BBIPABHUBAIOT
IJis. ONTUMAJBHOTO CpaBHEHWs (HAmpuUMep, MOTYT ObITh MHTPOAYIUPOBAHBI I'3IMBI B
MOCJIEIOBATEIbHOCTh MEPBON aMHUHOKHUCIOTHI UM HYKJIEWHOBOW KHCJOTHI IS
ONTUMAJIPHOTO BBIPABHUBAHUS CO BTOPOW AMHHOKHUCJIOTHOW WJIM HYKJICOTHIHOU
MOCJIeIOBATENIbHOCTHIO).  Ilocie  3TOro  CpaBHUBAIOT  AMHHOKHUCJIOTHBIE  WIIU
HYKJICOTHJHbIE OCTaTKH B COOTBETCTBYIOINUX TOJOXKEHUAX aMUHOKHCIOT WU
HYKJIEOTHAOB. ECiu mojoXKeHHe B MEepBOW MOCIENOBATEIbHOCTH 3aHSITO TAKHM 3K
AMUHOKHUCJIOTHBIM HWJIM HYKJIEOTUIHBIM OCTaTKOM, KaKk U B COOTBETCTBYIOIIEM
MOJIOKEHUW BO BTOPOH TOCJHENOBATENBbHOCTH, TO OTH MOJIEKYJbl SIBJISIOTCS

HUACHTHYHBIMH B 3TOM IIOJIOKCHHH. HpOL[eHT UACHTUYHOCTH MCEXKAY ABYMHA
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NOCJIEOBATEIbHOCTSIMH SIBJsIeTCS (YHKLHEH KOJHMYEeCTBAa HIAEHTHYHBIX ITOJIOXKEHHH,
obmux 1S mocienoBaTelbHOCTEe (TO ecTh, % WAGHTUYHOCTH = KOJHUYECTBO
UIEHTUYHBIX  MOJOXKeHuH / of0mee  KOJMYECTBO  MOJOXKEHUH  (TO  ecThb
MEPEKPHIBAO LIIUX CS TIOJIOKEHU ) X 100). IIpeanouTtuTenpHO, IBE
MOCJIEA0BATEIbHOCTH UMEIOT OJMHAKOBYIO JJIUHY.

[00212] CpaBHeHHE TOCIENOBATENIBHOCTEH MOXKHO OCYINECTBJSITh AJIS IOJHBIX
IJIUH JIBYX CpPaBHUBAEMBIX IIOCIENOBATENbHOCTEH WM 1y (ParMeHTOB M3 JABYX
nocienoBarenbHOCTeN. TUNMNYHO, CpaBHEHNE OCYIIECTBISAIOT AJS MOJHONW AJUHBI ABYX
CPaBHUBAaEMbIX IOCJefOoBaTelbHOCTEel. OIHAKO MOXHO ONpeAeNsTb HUIEHTUYHOCTH
MOCJIeIOBATENbHOCTEN sl y4yacTKa, HalpuMep, U3 ABaALaTH, NATUAECATH, CTa HIU
OoJiee HEMPEePHIBHBIX AMHHOKHCIOTHBIX OCTATKOB.

[00213] KBanupuunpoBaHHBIN CIIEUATUCT B JAHHOW O0NACTH TEXHHUKH 3HAET, YTO
JOCTYITHO HECKOJIbKO pPa3JUYHBIX KOMIBIOTEPHBIX NpPOrpaMMm i OIpelNeseHUs
rOMOJIOTHM  MEXJAy JAByMs MHocjenoBaTelbHOCTsIMHU. Hampumep, cpaBHeHue
MOCJIEIOBATENbHOCTEN U OIpeAesieHHue IMpPOLEHTa HAEHTUYHOCTH MEXAY ABYyMs
MOCJIEI0BATENbHOCTSIMU MOXHO OCYLIECTBJIATh C NPUMEHEHUEM MaTeMaTH4YEeCKOTO
anroputMma. B npeanodTuTeNbHOM BapHaHTE OCYLIECTBJIEHUs, IPOLEHT UAEHTUYHOCTH
MEXJYy JABYMS aMUHOKHCJIOTHBIMHU MU HYKJEOTHUIHBIMU MOCJIEI0BATEIbHOCTIMHU
ompenessitoT, ucnonbiys anroputm Needleman u Wunsch (J. Mol. Biol. (48): 444-453
(1970)), xoropsiii Obl1 Bkio4YeH B mnporpammy GAP B makere mnporpaMMHOIO
obecnieuenuss Accelrys GCG, ucnonbzys naubo marpuny Blosum 62 wim marpuny
PAM250, u mtpad 3a orkpbiTHe rana 16, 14, 12, 10, 8, 6 unu 4 u nnuny wrpada 1, 2,
3,4, 5 unu 6. J{nsg xBaau(UIMPOBAHHOTO CHENUANNCTa B JAHHOH O0JAaCTH TEXHUKHU
OyneTr MOHATHO, YTO BCE 3THU PA3JUUYHbBIC MapaMeTpbl OyAyT MPUBOAUTDH K MOJYUYEHHIO
HE3HAYUTEJbHO pAa3JIMYAIMUXCS pPe3yJbTaTOB, HO OOIMMH NPOIEHT HIAEHTUYHOCTH
IBYX IOCJIENOBATEIbHOCTEH HE OyAEeT CYLIECTBEHHO U3MEHSThCS MPU MCIOJIb30BAHUHU
Pa3JIUYHBIX aJrOPUTMOB.

[00214] benkoBbie MOCHAENOBATENBPHOCTH UM HYKJEOTUIHBIE MOCIEI0BATEIBbHOCTHU
COTJIACHO HACTOSIIEMY H300PETEHUIO JOIMOJHHUTEIbHO MOTYT HCIOJb30BATHCSA B
KayecTBe "MCKOMOM IOCIeAOBAaTENbHOCTH" AJid  OCYIIECTBJIEHHUsT IIOUCKAa B
obmenocTynmHbIx 0a3ax JaHHBIX, HampuMep, A UIACHTU(PUKAUU  JOPYTHX
MPEACTABUTENENH CEMENCTB WJIM POACTBEHHBIX IMOCAEA0OBATENbHOCTENH. Takue MOUCKHU

MOXHO OCYIIECTBIATh, ucnonub3ys nporpammsel BLASTN u BLASTP (Bepcus 2.0) ot
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Altschul, u gp. (1990) J. Mol. Biol. 215:403-10. BLAST noucku 6e1KOB MOXKHO
OCYLIECTBJISAITh ¢ oMok nporpammbl BLASTP, onenka = 50, nnuna cioBa = 3 s
MOJIy4YeHUsT aMUHOKMUCJIOTHBIX IOCIENOBATENIbHOCTEH, MOMOJOTHYHBIX K MOJEKYJaM
OenkoB corjgacHo u3oOpereHuto. Jlns monydeHuss BbIpaBHUBAHUN ¢ Opembro s
cpaBHeHHI, MOxHO ucnosnb3oBath Gapped BLAST, kakx omucano B Altschul u ap.
(1997) Nucleic Acids Res. 25(17): 3389-3402. IIpu npumenenuu nporpamm BLAST u
Gapped BLAST, MOXHO UCIOJB30BAaTh MapaMeTPhbl MO YMOJYAHHIO COOTBETCTBYIOIUX
nporpamm (Hampumep, BLASTP wu BLASTN). CMm. JOMamHIOK0 CTPaHULY
HanumonanbHOTO neHTpa OMOTEXHOJOTHYECKOH HH(POPMALITHH .

Onpenenenus EHV-1 u EHV-4/ pexoMOUHaHTHON BEKTOPHOU TEXHOJIOTUHA

[00215] TepmuH “nomaguHblii” HUAM “KOHCKMH® WJIM “HENapHOKOMNBITHBIN
0003HaYaOT WIN OTHOCATCA K ceMmelicTBy nomanuHbix (Equidae), koTopoe BkIrouaeT
KOHEel, ocjoB u 3e0p, NPenmo4YTUTENbHO KOHeH. JIOMONHUTEIBbHO, TEePMUH
“momanuHbIi’  WUAM  “KOHCKMH~® MIM “HENapHOKONBITHBIN® OXBAaThIBA€T TaKxke
rubpunoB npeacrasuteneii cemeiictea Equidae (Hanpumep, MyJioB, JIOMAKOB, U T.1.).
[00216] “Bupyc repmneca’ uiu “BEeKTOp BUpyca reprneca’ OTHOCUTCA K BHUJAM B
cemetictee Herpesviridae B mopsinke Herpesvirales.

[00217] Tepmun “BexTOop BHpyca Trepneca Jjomaneii” uIu “BUPYC repreca
nomane” wunu “EHV” oOo3nawaer mnpencraButenss cemeiictBa Herpesviridae,
nopaxkarmmux Jomazaei. /1o HacTosAmEero BpeMeHn ObLIO MASHTH(GULHUPOBAHO BOCEMb
Pa3NUYHBbIX BUJOB T'e€PHECBHPYCOB JOMANEH, AT U3 HUX OTHOCATCS K MOJACEMENHCTBY
Alphaherpesvirinae (EHV-1, EHV-3, EHV-4, EHV-8 u EHV-9), a Tpu K
Gammaherpesvirinae. (Virus Taxonomy: 2015 Release EC 47, London, UK, wurwmb
2015 r.; Email ratification 2016 (MSL #30)).

[00218] Tepmun “EHV-1” o6o3navaeT anbdarepnecsupyc | Tuma jomaneii tumna,
npencraButesb moxpona Varicellovirus B pome Alphaherpesvirinae B cemeiicTse
Herpesviridae. HeorpanuuuBamineil mocienoBaTeIbHOCTbIO cpaBHeHus 1yt EHV-1
MoxkeT ObiTh, Hanpumep, EHV-1 mramm ab4 nukoro tuma (Homep moctyma Genbank
AY665713.1) unu RacH (Hibert 1996).

[00219] Tepmun EHV-4 o6o3Havaer anb(arepnecBupyc Jjomaneii 4 Tuma,
npencraButenab mnoxpona Varicellovirus B pome Alphaherpesvirinae B cemeiicTe

Herpesviridae.
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[00220] Tepmun “unceptuposannbiii B UL18” unm “unceptuposannbiii B ORF43”
oboznauaer, uro JIHK ¢parmenr Obin uHceprupoBan B reHomHyn JIHK B
JOKAJTU3ALUI0, KOOUPYIOLIYID  OTKPBITYHO  pamky cumteiBanuss 43  (UL18)
anbdarepnecsupyca | Tuma somaneit. B cmenmduueckoM acmekTe COTJIACHO
HACTOsIIEeMy W300pEeTEeHHMIO yKa3aHHasi MHCEPLHs MPUBOAUT K MOJHOHN neneuuu (945
no) B8 ORF43 (UL18).

[00221] Tepmun “uncepruposanubiii B UL8” unu “uncepruposanusiii B ORF54”
oboznauaer, uro JIHK ¢parmenr Obun uHceprupoBan B reHomHyr JIHK B
JOKAJIHM3AIMUI0,  KOAUPYIOIIYIO  OTKPBITYRO  paMmky  cuutbiBaHus 54  (ULS)
anp(parepnecsupyca | Tuma gomazneli. B cmenuduueckoM acmekTe COTJACHO
HACTOsIIIeMy H300PETEHUIO0 yKa3aHHAs WHCEPLHUs NMPUBOAHUT K nenmenuu (2256 mo) B
ORF 54 (ULS).

[00222] Tepmun “unceptuposansHbiii B ORF70” unu “unncepruposanHbliii B US4”
oboznauaer, uro JIHK ¢parmenr Obun uHceprupoBan B reHomHyo JIHK B
JOKANM3AIMUI0, KOIUPYIOIIYIO  OTKPBITYK0  paMmKky cuutbiBanus 70  (US4)
anpparepnecsupyca | Tunma nomaznei. B cmenuduueckoM acmekTe COTJIACHO
HACTOsIIEeMy H300peTeHUI0 YKa3aHHas WHcepuus npuBoauT k nenenuu 801 map
ocHoBaHuW Ha 5’-xkoHue ans ORF70 (US4), yTo npuBOAUT K TOMY, YTO OCTaBLIHUECS
423 no Ha 3’-KOHII€ OCTAIOTCsI UHTAKTHBIMH, HO OTMEHEHA 3KCIPEeCCUsl MPOAYKTa reHa
orf70 (US4) raukonporenna G. bbuio moka3aHo, 4uTo riukonporenH G HECKOIbKHX
anb(darepnecBupycos, Bkiarouas EHV-1, cekperupyercs u3 uHGUUHUPOBAHHBIX KJIETOK
U JelCTByeT B KayecTBE HMMYHOMOAYJHpYIOIEero Oeilka NyTeM CBsI3bIBAaHHS
NPOBOCHAJUTENbHBIMU UTOKMHAMHU. OTMEHa ero 3KCIpeccuyd B BHPYCHOM BEKTOpE
IOJDKHA YBEJTUYUBATh HMMYHOT€HHOCTh BUPYCHOM MH(peknuu no cpaBHeHuto ¢ EHV-1
AWUKOIr0 TUIA C AKCIpeccueil HHTAKTHOTO raukonporenta G.

[00223] Tepmun “mrceptuposanubiii B ORF1/3” unu “uncepruposannsiii B ULS56”
obo3znauaet, uro JJHK ¢parmeHT MHCEpTHPOBAH B BHPYCHBII I'€HOM B TOJIOKECHHH,
rae, MOyTeM ciydallHOM Jejeuuu IpH NAaCCUBUPOBAHUU BO BpeMs IMpPOLEAYpHI
aTTeHyHpoBaHHs BakuumHHOro mramma EHV-1 RacH ¢parmenr 1283 mo,
Brovaromuii 90% ORF1 u Bcro ORF2, Obln morepssH. DTOT CaliT MHCEPUUU ObLIT
BBIOpaH B CBSI3HM C TE€M, YTO, KaK MPEANOJIAralT, OYeHb HIU3Kasi BEPOSATHOCTh TOTO, YTO

SKCIIpeccusi TPAaHCTeHA U3 3TOU JIOKAJU3auuu OyAeT MemaTh penjauKalud BUpyca.
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[00224] Tepmun "unaktuBanus’ oTHOcUTCS K Mytauuu B npenenax UL8 (ORF54)
w/unmun UL18 (ORF43). Tepmun myrtanus BkiaoudaeT Mogudukanuii B BupycHoi JTHK,
KOJIUpPYIOIel yka3aHHble O€JKH, YTO MPUBOAUT K U3MEHEHHMIO KOAUpPYyeMOoro Oenka.
TepMuH MyTalus OTHOCHTCS, HO HE OrpaHMYMUBAsICh TOJBKO UMH, K 3aMEHaM (3aMeHe
OJIHOTO WJIM HECKOJBKHX HYKJICOTHAOB/IAp OCHOBAHMWIi), paenenusM (yIalleHHIO
OJIHOT'O, HECKOJIbKMX HJIM BCEeX HYKJIEOTHUAOB/Iap OCHOBAHMH), W/ MIN HHCEPUUSAM
(nobaBneHHI0O  OJHOrO  HJIM  HECKOJBKHX  HYKJIEOTHIOB/ap  OCHOBAaHUIA).
CnenoBaTeNbHO, TEPMHUH MYyTalus BKJIKOYAeT MYyTallUW, BKJIKOYas, HO He

OorpaHu4uBasiCb TOJIBKO HMHU TOYCYHBIEC MYyTalluu (MYTaLII/II/I €AUHCTBE€HHOI'O

>
HyKJIeOTHAa) Ui Oojiee KpPYMHBIE MYyTalUWH, TA€ HampUMep, YyAaJeHbl YacTH
KOOUPVIOMHUX (W/UIW HEKOAUPYIOLUIUX) HYKJIEOTHAOB/Tap OCHOBAHUN (YacTHUYHAs
Aenenns) UiIn yAajJeHbl Bce KOAUPYIomue (/M HEKOAUPYIOLINE) HYKICOTU b/ TIapbl
OCHOBaHUH (TONHAs Aejenus), HHCEPTUPOBAHBI 3AMEHEHHBIE W/UIN OMOJHUTEIbHbBIC
koaupyromue (W/Wiu HEKOAUPYIOIIWE) HYKJIeoTuabl/mapbl ocHoBaHuii. Crenyer
NPUHATP BO BHUMAaHHE, YTO TEPMHUH MYTalUs BKJOYAET MYTALHUH B Mpenesiax
KOJUPVIOIUX HYKJEOTHAOB/Iap OCHOBAaHHWI, MyTalMH B Tpeaerax HEKOAUPYIOLIUX
HYKJICOTHAOB/TIap OCHOBaHMUH, Harpumep, B npenenax PeryJisiTOpHBIX
HYKJICOTHAOB/Iap OCHOBAHMH M MyTalluu B Ipefenax Kak KOJUPYIOI[HUX
HYKJICOTHAOB/TIap OCHOBAHHUH, TaKk U HEKOAUPYIOUIMX HYKJIEOTHUAOB/Iap OCHOBAaHUU.
Kpome TOro, TepMuH MyTalus TakXXe BKJIIOYAeT HWHBEPCUI0 HYKJIEOTUIAOB/Hap
OCHOBaHUH (KOIMPYIOIIUX W/MJIM HEKOAUPYIOIIMX ), TAKYK KaK MHBEPCUS YaCTH HJIH
BCEX KOAMPYIOLIUX HYKJECOTHAOB/MAp OCHOBAHWUN HJIM WHBEPCUS YaCTH HJIH BCEX
HEKOJMPYIOUIUX HYKJEOTHAOB/Map OCHOBAaHUN MM UX KoMmOwHauus. bomee Toro,
TEPMHH MYyTalUs TakXe BKJIIOYAET TNEPECTAHOBKY HYKJIEOTHUIOB/ap OCHOBAHHUH
(KomUpYyIKUX W/HJIM HEKOAUPYIOUINX ), TAKYK KaK IMEepecTaHOBKA YaCTH HJIH BCEX
KOIUPVIOIHUX HYKJEOTHAOB/MAap OCHOBAaHMHI WJM TNEpPeCTaHOBKA YacTH HIH BCEX
HEKOJHMPYIO LTUX HYKJICOTUIOB/Iap OCHOBaHMH wmiM ux koMmOuHanusa. Kak
UCIIONb3yEeTCs] B HACTOSIIIEH 3asBKE, MYTalUs MOXKET NPEACTaBIATb €IUHCTBEHHYIO
MYTalMI HMJIH HECKOJbKO MYTalMH, CIeNOBATENbHO, YacTO TepMHUH "myTtanus (u)"
UCIIONb3yeTCs] M OTHOCHUTCS KakK K €IMHCTBEHHON MyTalMH, TaK U K HECKOJbKUM
MyTaUHsiM. YKa3aHHble MYTalMH MOTYT TMPHUBOAUTH K MOAU(PHUIIUPOBAHHOMY
3KCIPECCUPYEMOMY Oenky BCJIEZICTBHUE U3MEHEHUS B KOIMPYOIIeH

noCJICAO0OBATCIbHOCTH. Tem He MCHEEC, TCPpMHH MyTalusd XOpOIIO H3BECTCH
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KBaNTU(QUIUPOBAHHOMY  CHEUAJUCTy B  JAHHOW  0O0JacTH  TEXHUKH |
KBaJU(QUIUPOBAHHBIA CIEIUAJUCT B JaHHOW 00NacTH TEXHUKH MOXKET CO3/4aTh
MyTauuu 0e3 JanbHEeHIuX npodeM.

[00225] Kpome Toro, TepMuH "HHaKTUBALUMs OXBATbIBAET YMEHbIIEHHYIO (WUIU
sauMuHHpoBaHHYW0) skcnpeccuro PHK w/mnmm Oenka UL18 w/unu ULS. Crnenyer
OPUHATH BO BHHMMaHHE, YTO YMEHbIIEHHAas OKCIPECcCHs OXBaTbIBaeT Kak
yMeHbUIeHHYI0 TpaHckpunuuio PHK, Tak M yMeHbIIEHHYIO SKCHpeccHro Oeska.
[Mpennoutrurenvuo, skcnpeccus PHK u/unu 6enxka UL18 u/unu UL8 ymeHbimeHa Ha S-
10%, 10-20%, 20-30%, 30-40%, 40-50%, 50-60%, 60-70%, 70-80%, 80-90%, 90-
95%, 95-99% wnu OGonbme nus PHK w/unau Oenka mo CpaBHEHHUIO C 3KCHpeccUei
Bupyca EHV pukoro tuna wim EHV Bupyca cormacHo Hacrosimemy H300peTEHHIO,
KYJbTUBUPOBAHHON B KOMILIEMEHTHOW KJIETOYHOW JNUHUU. bojee mpeanodYTUTeNbHO,
skcrpeccuss PHK wn/unu 6enka UL18 w/unu UL8 ymenbmena Ha 50-100%, 60-100%,
70-100% 80-100% wunu 90-100% nns PHK w/unu Genka mo cpaBHEHHIO C SKCTpecCUe
Bupyca EHV nuxoro tuma wnim EHV Bupyca coriacHo HacTosimemMy H300pETEeHHIO,
KYJbTHBHUPOBAHHOW B  KOMIUIEMEHTHOW  kjeToyHoW suHuM. Eme  Oonee
npennoututeabno, skcnpeccuss PHK w/mwnun OGenka UL18 w/mwnmm UL8 ymenpmieHa B
EHV cornacHo Hacrosimemy u3zobperenuto 80%, 81%, 82%, 83%, 84%, 85%, 86%,
87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% unu 100%
st PHK w/unu Genka mo cpaBHeHHIO ¢ skcnpeccueit Bupyca EHV nuxoro tuma wnu
EHV Bupyca cormacHO HactosimeMy H300peTeHHI0, KyJbTUBHPOBAHHON B
KOMIIJIEMEHTHOM KJIETOUYHOU JINHUM.

[00226] TepMuH  “HOJHOCTBIO WM YaCTUYHO  yAAJEHO, 3aMEHEHO WU
UHBEPTHUPOBAHO" OXBATHIBAET MOJHYK WM YAaCTHYHYIO JEJELHI0, MOJHYI HIH
YAaCTUYHYIO 3aME€Hy M TMOJHYK WIM 4YacTUYHYK UWHBepcuro. TepMuH “nomHas’”
obo3nauaet, uro Bcsi ORF (UL) nmoBpexaeHa OT CTapTOBOTO KOJOHA O CTOIM KOJOHA
ORF (UL). IIpennouturenpuo, UL18 u/unu UL8 mosHOCTBRIO yAalleHO, 3aMEHEHO WITU
UHBEPTHUPOBAaHO. TeM He MeHee, TePMHUH “HacTH4YHas 0003HAYaeT, YTO TOJHKO YaCTh
uenoi (UL) mopexaeno. IlpennoururenbHo, UL18 w/unau UL8 dacTu4HO ypajieHo,
3aMEHEHO WJIK HHBEPTHUPOBAHO.

[00227] TepmuH “0oT 5’-KOHLIA CTapPTOBOrO KOJAOHA~ OTHOCHUTCA K JA€NELUHU, 3aMEHE
win uaBepcuun ORF (UL) na 5’-koHue. TepmMuH, Kak HCHOJNB3YyeTCs B HACTOsIIEH

3a5BKCE, 0603HaqaeT, YTO YKa3aHHasaA ACJCUUsdA, 3aM€Ha MWW HWHBEPCHUA IOpPaAKacT
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(oxBatbiBaeT) craproBbii komoH ORF. Takum oOpasom, uactu 3’-konma ORF
OCTaloTCs, B TO BpeMs Kak dacTu ydacTtka 5’-xkoHua ORF neneruposanbl. Tem He
MEHee, yKa3aHHas Jejelus, 3aMeHa MJIM MHBEPCHUs OT 5’-KOHLA MOXKET MPUBOAUTH K
AeNenuu OOHOM niu 0oJblle aMMHOKHUCIIOT B Mpeaenax COOTBETCTBYIOIIETO Oelika HiIH
k casure pamku B ORF, 4TOo npuBOAUT K KOAUPYIOLIEMY YYacTKy, KOTOPBIH
oTIM4aeTcst OT Oelka AUKOro Tuma. Tem He MeHee, yKa3aHHas Aelelus, 3aMeHa WU
WHBEPCHUsS Ha 5’-KOHLIE MOXKET MPUBOAUTH K MOJHOMY OTCYTCTBHUIO SKCIpeccHu Oenka,
TaK KaK CTapTOBbIM KOAOH yCE€YEH.

[00228] Tepmun “or A, T unu G cTapTOBOro KOIOHA~, KaK HCIOJb3YETCA B
HacTosimed 3asBKe, O0O3HA4YaeT, YTO YKa3aHHas [eJelus, 3aMeHa WIJIH HHBEPCHUs
MoxkeT HauuHaThesa ¢ A unu T unu G. B cnyuae, ecnu nejeuus HauuHaeTcs ¢ A, To A
ynaneHo. Tem He MeHee, €ClU Aejelus OT A BKJIIOUYAET AEJNELUI0 IBYX WUIU OoJsblie
HYKJIEOTUOB, TO Takxe ynaneHo T. Kpome Toro, eciu oT A BKJIKOYAET AENELUI0 TPex
wiu Oonpire HykJaeoTuaoB, To yaaiensl A, T u G. Tem He MeHee, cieayeT NPUHSATH BO
BHHUMaHUE, 4TO eciu aeneunus HauuHaercs ¢ T, To T ynaneHo, B To Bpems kak A u3
ATG eme ocratorcs. Kpome Toro, ecnu nenenust Hauunaercs ¢ G, To G ynaneHo, B TO
Bpems kak A u T u3 ATG Bce eme ocTaroTcs.

[00229] Tepmun “sB npenenax UL18” unu “B npenenax UL8”, kak ucnonb3yercs B

>
HacTosmed 3asBKe, O0O3HA4YaeT, UTO YyKa3zaHHas JAelelus, 3aMeHa WIIM HHBEpCHus
HYKJEOTHUAOB MOKET IPOUCXOAUTD B IIOOOM MecTe B npenenax ykazanHoit ORF (UL).
Taxum oOpa3om, yka3aHHas Aeienus, 3aMeHa WJIM HHBEPCUS HYKIECOTHAOB MOXET
3agericTBoBaTh ToJbKO 5’ -koHel u3 UL8 (ORF54) u/unu UL18 (ORF43), Tonbko 3’-
koneny u3 UL8 (ORF54) w/unu UL18 (ORF43) mam ocTaibHble HYKJIEOTHABI M3
ykazanHoi ORF (UL) unu mobble nX KOMOUHALHH.

[00230] TepMun “nedexTHBI MO peIUIMKAIUKM  TAaKKe XOpOIIO H3BECTEH
KBaJU(UIUPOBAHHOMY CIEIUAJHNCTY B NaHHOH o0OJiacTH TeXHHKH. B 1enoMm, TepMuH
0003HavaeT, 4TO BUPYC HMMEET YMEHBIIEHHYIO PETUIMKAILUI0 B XO3sgMHE (TaKOM Kak
KJIETKa WJIM KJIETOYHas JMHUS MiIeKomuTarmuero). [IpeanodTuTenbHo, perinKanus
yMeHbllleHa Ha Mo MeHbluell Mepe 90%, mpeamodTtuteiabHO 95%, MpeanouYTUTENBHO
97,5%, eme Oonee mpenmodyTutresbHO 99,5%, eme Gonee mpeanoututenbHo 99,75% u
HauOonee mpeanoututedabHo Ha 100%. B cnydae, ecnm pennukanus yMeHbIIEHAa Ha

100%, TO penaukauus TMOJHOCTHIO OTMEHEHa. IlIpeAnouTUTENbHO, PEIIMKALUIO

CpaBHUBAKOT C He)le(beKTHbIM no pemiaukauuu BHUPYCOM AaHAJIOTHYHbLIX BHOOB.
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[IpennouTuTEeNbHO, pEIJIMKALHMI CPaBHUBAIOT C peIUIMKanued 1aepeKkTHOro 1o
peruKanuu BUPYCa, KyJIbTUBUPYEMOTO B KOMIIJIEMEHTHBIX KJIETKAaX WU KJIETOUYHBIX
muHusx. [IpeanoururensHo, nedextHbiil no pennukaunn EHV cornacHo HacTosmemy
n3obpereHn0 Bce eme 3(QPEeKTHUBHBIA M PENIULUPYETCs, HO TOJBKO MOXKET OBbITh
yIIaKOBaH B BUAE€ KOMIIETEHTHOIO MO PEMJIMKALUU BUPYCAa B KOMIJIEMEHTHBIX KJIETKax
WM KJIeTO4YHBIX JuHusax. [IpenmnoururensHo, BupycHas JJHK u BupycHbIil Oenok Bce
ele MPOAYLUPYIOTCS B XO35IMHE U, CleN0OBaTeNIbHO, e ekTHbIN no perunkaunu EHV
COTJIACHO HACTOSIIEMY HM300PETeHHIO BCE ellle MHAYLUPYET MMMYHHBIH OTBET W/HIIH
3aLUTHBIH UMMYHUTET.

[00231] TepMuH “KOMIUIEMEHTHAsi KJETOYHAs JUHHUA  WJIUW “KOMILIEMEHTHas
KJIETKa  TaKXe XOpOIIO H3BECTEH KBAIM(PUUHPOBAHHOMY CIEHHAIHUCTY B AAHHOM
obyiacTu TEXHUKHU. B KOHTEKCTE HACTOSAIETO N300pEeTeHNsI KOMILIEMEHTHAs KJIETOUHAs
JUHUS TPENCTAaBIsAeT COOON KIETOYHYIO JIMHUIO, B KOTOPOH KJIETKH 3KCIPECCUPYIOT
UL8 w/unmu UL18 (unam ero ¢yHkumoHaimbHble yacTH) U3 EHV (mpeanmodTuTtensHO
EHV-1). Tak kak nedextHslid o perunkanuu EHV BekTop BKIIOYaeT WHAKTHUBAIUIO
UL8 w/unu UL18, To nedektrbiii no pennukanuu EHV He pennunupyercs B KiIeTKe-
X035iMHEe (TakOoW Kak KJeTKa WM KJIeTOYHAas JHMHUS MJEKONUTALIero), HO B
COOTBETCTBYIOINENH KOMIUIEMEHTHON KJIETOYHOM JMHHUH, dKcnpeccupyroomen ULS
u/unu UL18.

[00232] Tepmun “TCIDsy” Takke XOpOIIO H3BECTEH KBAIU(PUIUPOBAHHOMY
CHELHANCTy B JaHHOH OOJacTH TeXHUKH. B 11€710M, 3TO HCCIea0BaHNe TUTPOBAHUS B
KOHEYHOH TOYKe OmnpenessieT KOJUYEeCTBO BHPYCa, HEOOXOAUMOE ISl YHHYTOKEHUS
50% uHGUUUPOBAHHBIX XO351€B UJIHM JJISI TOJy4YeHUs HuTonatTudeckoro spdexra y 50%
WHOKYJHUPOBAHHBIX KJIETOK KyibTyp TkaHel. Uccinenosanus ansa usmepenus TCIDsg
XOpOIIO M3BECTHBI KBAIH(PUIIMPOBAHHOMY CHENHATUCTY B JAHHOW O0JACTH TEXHHKH,
takue kak Mmeton Cnupmana-Kapbepa unu Puna u Menua (Reed u Muench, 1938).
[00233] TepmuH “uHpekunoHHBIN~ 0003HAUAET BHEIPEHUE BUPYCA B XO35IMHA UJIH
B KJIETKY-XO35IHH.

OmnpeneneHus BaKIIUHEI

[00234] “UMMyHOTreHHass WIM HMMYHOJOTMYecKas KOMIO3ULMSA~  OTHOCUTCHA K
KOMIIO3UILIMU BEIEeCTBa, KOTOpasl COAEPKHUT, [0 MEHblIell Mepe, OAUH aHTUIEH WU
€ro MMMYHOTE€HHYIO 4acTbh, KOTOpPasl BBI3bIBAET Y XO35IMHA ONOCPENOBAaHHbINH KIE€TKAMU

HJIN aHTUTECJIaMU HMMYHHbIﬁ OTBET HA KOMITIO3HUIIHIO.



10

15

20

25

30

67

[00235] Tepmun "anTUreH", KOTOpBINH UCHONB3YETCS B HACTOSALLEH 3asiBKE, XOPOLIO
U3BECTEH B JAHHON 00JacTH TEXHUKH M BKJIOYAET BEILIECTBA, KOTOPbIE SBISIOTCS
UMMYHOT€HHBIMH, TO €CThb MMMYHOTIEHBI, a TaKXe BeIleCTBA, KOTOPblE MHAYLUPYIOT
UMMYHOJIOTUYECKYI) HEOTBEYaeMOCTb WJIM AHEPTHUI0, TO €CTb OTCYTCTBUE pPEaKL Ui
NOCPEACTBOM 3aIIUTHBIX peakLUUd OpraHu3Ma Ha 4YyxkepoiaHble BemecTsa. Kak
UCIIOJb3yEeTCsl B HACTOSIIIEH 3asiBKe, TepMUH "aHTUTreH" 0003HAa4YaeT MOJHOPa3MEpPHbIE
OesKH, a TaK)Ke UX NeNTUAHbIE PparMeHThl, COAEPKALINE HIIH BKIOYAKOLIHAE STTUTOI.

[00236] TepMuH ‘“KMBOTHOE, UCHOJb3yeMOE€ JJjisi TPOU3BOJACTBA MHIIEBBIX
npoaAykToB” 00O03HAYaeT JKUBOTHBIX, KOTOPbIE HCIOJNB3YIOTCA I TOTpedIeHus
JIOObMHU, TaKHe€ KaK CBUHBH, KPYIHBIA pOraTblii CKOT, NTHULBI, PbIOBI U ApPYTHE,
NPEeANOYTUTENBbHO KHUBOTHOE, UCIOJIb3yeMOe AJIsl IPOU3BOACTBA MUIIEBbIX NPOAYKTOB,
o003HaYaeT CBUHEW U KPYMHBIHA pOTaThiii CKOT, HauOOoJiee MPEeANOYTHUTEIbHO CBUHBH,

[00237] “UMMyHOTEHHas KOMIO3UIUS , KaK HCMOJb3yEeTCsl B HACTOSIIEH 3asBKe,
MOXET OTHOCHUTBCS K MOJHMIENTHAY WUIU OeNKy, TAaKOMYy Kak, HalmpuUMep, BHUPYCHBIH
NOBEPXHOCTHBII O€JIOK, KOTOPBIM BBI3bIBAET HMMMYHHBIH OTBET, KakK OIHCAHO B
HacTosimed 3asBke. TepMuH "MMMyHOreHHBIH (parMeHT" HIM “UMMYHOT€HHAas
4acTh OTHOCHTCA K (parMeHTy WUJIM YCEYEeHHON W/Uiu 3aMelleHHONH ¢popme Oenka uiau
MOJUINENTHAA, KOTOPbIH BKJIKYAaeT OAUH UJIM HECKOJBbKO 3MUTOMNOB U, CIEA0BATENbHO,
BBI3bIBAIOT MMMYHHBIA OTBET, ONMCAHHBIM B HAcCTOsLlEH 3asiBKe. B nemnom, takue
yCedeHHble W/WiIM 3aMenieHHble (GopMbl HMiM (PparMeHTs OyAyT COAEpPKATH IO
MeHbILIEH Mepe LIeCTh MOCIeA0BATENbHBIX AMUHOKUCIIOT U3 MOJHOpPAa3MepHOro Oenka.
Takue ¢parMeHTH MOTYT OBITH UAECHTHU(HUIMPOBAHBI MPU HCIOJb30OBAHUM JIFOOOH U3
psAla METOOUK, KOTOpbIE€ HCIOJBb3YVIOTCS [JIsI KapTHUPOBAHUS SIUTONOB, KOTOpbIE
XOpOIIO M3BECTHBI B AaHHOW obOmactu TexHuku. Cwm., Hampumep, Epitope Mapping
Protocols in Methods in Molecular Biology, Tom 66 (Glenn E. Morris, pen., 1996)
Humana Press, Totowa, New Jersey. Hanpumep, nuHeliHbIe 3MUTONBI MOTYT OBIThH
OmpeaeseHbl ¢ MOMOIIBI0 OAHOBPEMEHHOTO CHHTE3a OOJBIIOr0 KOJUYECTBA MENTHIOB
Ha TBEPABIX TMOAJOXKKAX, OMNPENEJeHNUs TMEeNTUIOB, COOTBETCTBYIOIIUX YacCTIM
OeIKOBOIl MOJIEKYJBl U B3aUMOJEHCTBUS MENTHUIOB C aHTHUTEJIAMH, B TO BPEMs Kak
NENTHABl BCE €lle OCTATCA MPHCOSAWHEHHBIMH K IOMJIOKKaM. Takue MEeTOAUKH
U3BECTHBI U ONMUCAHBI B TAaHHOW OOJIAaCTH TEXHHUKH, CMOTpH, Hanmpumep, natreHT CIITA
Ne 4708871; Geysen u ap. (1984) Proc. Natl. Acad. Sci. USA 81:3998-4002; u

Geysen u np. (1986) Molec. Immunol. 23:709-715. Ananorudso, KOHGOPMALTMOHHBIE
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SMUTONBI JIETKO HUACHTUQHUIUPYIOTCS C MOMOINBIO ONpPEAeIeHUs] MPOCTPAHCTBEHHOHN
KOH(pOpMaLMN aMHUHOKHCIOT, HalpuMep, MyTeM PEHTIe€HOBCKOHW Kpucramiorpadguu u
IBYMEPHOTO siiepHOro MarHutHoro pesonanca. Cmorpu, Epitope Mapping Protocols,
Kak onucaHo Bble. CHHTETUYECKHE AHTUTE€HBI TaKXe SABJISAIOTCA BKIIOUYEHHBIMU B
ONpeneNeHne, HanpuMep, MNOJIMINMUTONGL, (IAHKUPYIOLINE OSIHUTONBl W APYyrue
peKOMOMHAHTHBIE WJIM CHHTETHYECKHM IOJIyYeHHble aHTHIreHbl. CMOTpH, Hampumep,
Bergmann u ap. (1993) Eur. J. Immunol. 23:2777-2781;, Bergmann u np. (1996), J.
Immunol. 157:3242-3249; Suhrbier, A. (1997), Immunol. u Cell Biol. 75:402-408; u
Gardner u ap., (1998) 12-as BcemupHas koH¢pepeHumss no CIIM/ly, >Kenesna,
[Iseiinapus, 28 wmronsa 1998 roma. (PackpeiTHe M COAEpKaHHE KOTOPBIX SIBJISIFOTCS
BKJIIOUCHHBIMHU B JJAHHYIO 3aBKY B Ka4€CTBE CCBLIKH.)

[00238] TepMuH "uMMyHU3UpOBaHHE" OTHOCUTCS K AaKTHUBHOM MMMYyHH3aLUU
NyTeM BBEJEHHS HMMMYHOI€HHOH KOMIIO3MLMH >KHBOTHOMY, BBIPALINBAEMOMY B
NPOJOBOJIbCTBEHHBIX LEJAX, MOMJIEKAIEMY HMMYHH3aIUN, TAKUM 00pa3oM BBI3BIBAs
UMMYHOJIOTUYECKUI OTBET Ha AHTHIE€H, BKJIIOUYEHHbIH B TaKyld HMMYHOTCHHYIO
KOMITO3ULIHIO.

[00239] Tepmun “Hyxpamowuiics’ HUIM “KOTOPBIH B 3TOM HYyXJaeTcs , Kak
UCIIONb3yeTCs] B HAaCTOSIEH 3asiBKe, 00O3HA4YaeT, YTO BBEJEHHE /lIeUeHHEe CBSI3aHO C
OycTupoBaHHMEM WJIM YJIYYILIEHUEM COCTOSHHUA 3J0POBbS WU  KJIMHUYECKHX
CUMIITOMOB MJIM JIIOOOr0 JPyroro MOJIOKUTEJIbHOTO MEAUIMHCKOI'O BIIMSHUS Ha
COCTOSIHHE 370POBbsl )KUBOTHBIX, KOTOPbIE MOJYYal0T UMMYHOT€HHYIO KOMIO3HUIUIO B
COOTBETCTBHUU C HACTOSIIUM H300pETEHUEM.

[00240] TepmuH “BakuuHa”, KaK UCIOJb3YETCS B HACTOAIIEH 3asBKe, OTHOCUTCS K

)
dbapmMalneBTUUECKOH KOMIIO3WULIMHK, BKJIOYAKOIIEH MO MEHbIIeH Mepe OnWH
MMMYHOJIOTUYE€CKU aKTHUBHBI KOMIOHEHT, KOTOPbIM MHAYLUUPYET UMMYHHBIN OTBET Y
JKUBOTHOTO M BO3MOJKHO, HO He 00s3aTeNIbHO, OJUH WM HECKOJBKO JTOMOITHUTEIbHBIX
KOMIIOHEHTOB, KOTOpPbI€ YCHJHMBAKT HMMYHOJOTHYECKYK) AKTUBHOCTb aKTHUBHOIO
KOMIIOHEHTa. BakuuHa MOXeT OOMOJHUTEJNBbHO COAEPKAThb APYrue€ KOMIOHEHTHI,
KOTOpBIE SIBJISIFOTCS THIWYHBIMU UL (hapMaleBTUUYECKUX KOMMOo3uiuii. B kadectse
OTJINYHSI, WUMMYHOJOTMYECKH AaKTHUBHBIH KOMIIOHEHT BaKLMHBI MOXET COAEpPKaTh
MOJHBIE BUPYCHBIE dYacTUOBI JuOO B WX HCXOAHON ¢dopMe HuIH B KadecTBe

ATTCHYUPOBAHHBIX YaCTHUL B Tak Ha3bIBaEMOH MOI[PI(I)PILIPIpOBZlHHOfI JKUBOH BaKIIMHE

(MLV) unu 9acTuipl, HHAKTUBUPOBAHHBIE C MOMOIIBIO MOAXOIAIIUX METOJOB B TakK
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HazpiBaeMoll youtoit Bakuuue (KV). B npyroit ¢opme, UMMyHOIOTHYECKH aKTHUBHBIH
KOMIIOHEHT BAKLMHBl MOXET COJAEepXkKaTb MOAXOASLINE 3JIEMEHTbl OpPraHU3MOB
(cyObenuHUYHBIE BAKIUHBI), T€ 3TH 3JEMEHTHI CO3JA0TCs JUOO0 MyTeM pa3pylueHus
LEJbHOW YaCTHULbl WM BBIPAIIUBAHUSA KYJIbTYpP, COAEpKALIUX TaKue 4YacTULBL, HU
HeoOs3aTeIbHO MOCHEAYIOIUX CTaAMN OYHMCTKH, NPHUBOASIINX K IOJYYEHHIO
KenaTeabHOH (bIX) CTPYKTYpbl (CTPYKTYp), HIM C IOMOLIBI0 CHHTETHYECKUX
MPOLECCOB, BKJIIOYAs MOAXOSIIYI0 MAaHHUINYJSILUI MyTeM NPUMEHEHUs MpUeMJIeMOn
CUCTEMbl HAa OCHOBAaHUM, Hampumep, OakTepui, BUPYCOB, MIICKOMHTAKINNX WU
APYTUX BHUIOB IUIIOC HEOOsA3aTeNbHO MPOLENYPbl TMOCIEAYIOMIEro BBbIAEIEHHUS M|
OYMCTKH, WJIM NyT€M MHAYKLUHU NMPOLECCOB CHHTE3a B JKMBOTHOM, HYXAAMOLIEMCs B
BaKIMHE, IyTeM IMpsIMONW HMHKOPIOpAIUU T€HETUUECKOTO0 MaTepualia, HCIONb3ys
noaxonsmue QgapManeBTHYECKHE KOMMNO3HIUU (MOJUHYKICOTHAHAsT BAKIUHALUA).
BakimHa MOXXeT comepaTh OJMH HJIM OJHOBPEMEHHO 0o0jiee OAHOIO M3 3JIEMEHTOB,
onmucaHHbIX Bblme. Kak wucmonb3yercss B cHeUU(PUUYECKHX AacCMeKTaxXx COTJIACHO
HaCcTOSIEeMY H300peTeHHI0, “BaKIMHA OTHOCHUTCSA K KUBOW BAaKIUHE WJIH XUBOMY
BUPYCY, TaK)Xe Ha3bIBaeTCS PEKOMOMHAHTHOH BakUUHOW. B apyrom cmeumgpudeckom
acmeKkTe  COrJacHO  HacrosimeMmy  u300peTeHH0  “BakuWHAa OTHOCUTCA K
MHAKTUBUPOBAHHOMY HJIM YOUTOMY BHPYCY, BKJIIOYasg BUPYCONOAOOHBIE YaCTHULIBI
(VLP). Takum o0pa3om, BakIMHa MOXET MpPENCTaBIATbh COOOH CyOBeAMHUUYHYIO
BakuHy unu youtyo (KV) nnu nHaKTHBUPOBAHHYIO BaKILUHY.

[00241] Tepmun “MHuoxecTBeHHOCTh 3apaxkeHus (M.0O.1.)” omuceiBaeT, CKOJBKO
uHpeknuoHHbIX enuHuL, Hanpumep, TCIDS50, BupycHOTO npenapara UCMOIb3yEeTCs Ha
KJETKY JUis WHQUUUPOBAHHMS KJIETOYHBIX KyibTyp. Hampumep, M.O.I. 0,01
obo3HauaeT, uYro Ha Kaxaele 100 KJIEeTOK B cOCyne s KYyJbTHUBHUPOBAHUSA
UHOKYJIHPYIOT OOHY MHPEKLIHOHHYIO €TUHHUILY.

[00242] Tepmun “JIHK Bakuunauums” wuIu “HNOJUHYKJICOTHUIHAS BaKLUUHALHS
o003HauaeT HENMOCPEACTBEHHOE WHOKYJIMPOBAHHWE TE€HETHYECKOTO MaTepHala,
UCIIONB3YS MoaxoaAmue GapMaueBTHIECKIE KOMITO3ULIHH.

[00243] B nanHOll o00MacTH TEXHUKHM W3BECTHBI pa3juuHble (PUIHYECKUE W
XUMHUYECKHE MeTOAbl HMHaKTHBaUMU. TepMHH "MHAKTUBUPOBAHHBIH' OTHOCHUTCS K
paHee BHUPYJIEHTHOMY HJIU HEBUPYJIEHTHOMY BHPYCY MJIH OaKTE€pPUU, KOTOPBIH OBLI
obnyuen (ynprpaduonerom (YD), peHTT€HOBCKUMH JIy4aMH, SJIEKTPOHHBIM MYYKOM

WIN raMma-jyd4aMu), Harper, WM XHUMHU4YeckH oOpaboTaH 1js WHAKTUBALMHM WU
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yOuBaHUS Takoro BHUpyca WJIM OakTepwu, HO TMPU OSTOM COXpaHssd €ro
UMMYHOT€HHOCTb. [loaxondimue WHAKTHUBUPYIOIIME AareHThl BKJIKOYAKOT Oera-
NPOMHUOJAKTOH, OWHApHBIH WM OeTa- WM aleTUN-3THIEHUMHUH, IJIyTapalbJeTHn,
030H u popMmanuH (popManbaerun).

[00244] Jns uwHakTHBAUMU C ToMOWb (opmaiuna wuin Qopmanbaeruna,
dopmanpaerua TUMUYHO CMEIINBAIOT C BOAOW M METHJIOBBIM CHHUPTOM IJISl CO3JAHUS
dopmanuna. JlobaBieHHe METHJIOBOTO CHUPTA MPEAOTBPAINAET Pa3IOKEHUE HIIH
NEePEeKPECTHYID pEeakUW BO BpeMs Ipolecca akTHUBaUMH. B ogHOM BapuaHTe
OCYINECTBJIEHUs HUCHONB3yIOT mnpudbmmsurenvo 0,1 - 1% 37% pacrtBopa
dbopmanbaernaa o MHAKTHBALIMU BUPYycCa WM OakTepuu. SBIsETCS O4eHb BaKHBIM
KOPPUTHUPOBATh KOJUYECTBO (OpMainHa Uit oOecrnedeHns] NHAKTUBALMM MaTepuaa,
HO HE HACTOJIbKO MHOTO, YTOOBI MPOSIBISIINCH MOOOUYHBIE 3P (HEKTH OT BBICOKOW JTO3BI.
[00245] bonee mpeamnouTUTENbHO, TEPMUH "HHAKTUBUPOBAHHBIN" MO OTHOIIEHUIO
K BUPYCy 00O3HadaeT, 4YTO BUPYC HECNOCOOHBIH K PEIUIMKAIIMU B YCIOBUSIX 1N VIVO
WIN in Vitro ¥, COOTBETCTBEHHO, TEPMHUH "MHAKTUBHPOBAHHAsA" 1O OTHOLIEHHUIO K
OakTepuu obo3HAUYaeT, YTO OakTepusi HeCOocoOHA K PENPOAYKIUH B YCIOBUSAX in VIivo
Wiy in vitro. Hanpumep, TepMuH "MHAKTUBUPOBAHHBIN" MOXKET OTHOCUTHCS K BUPYCY,
KOTOpPBIH OBIT pa3MHOXEH 1n Vitro, u 3aTeM OblI MHAKTUBUPOBAH C HCIIOJb30BAHHUEM
XUMHMYECKUX MU PU3NUECKUX CPEACTB TAKUM CIOCOOOM, YTO OH OoJblIe He criocoOeH
K pernnukanuu. B npyrom npumepe, TepMUH "HHAKTUBUPOBAHHASA" MOXET OTHOCHUTBCS
Kk OakTepuu, KoTopast OblIa pa3MHOXEHA, M 3aT€éM HHAKTUBUPOBAHA C UCIIOIb30BAHUEM
XUMHYECKUX WIH (PHU3UUECKUX CPEACTB, YTO MPHUBEJIO K TMOJYUYEHHIO CYCHEH3UH
OakTepuii, (parMeHTOB HUJIU KOMIIOHEHTOB OaKTepHH, HampuMep, K TMOJYyYEHHUIO
OakTepuHa, KOTOPBIH MOJKET UCIOJB30BATHCS B KAYECTBE KOMIIOHEHTA BAKLIMHBI.
[00246] Kak ucnone3yercs B HacTosllel 3asBKe, TEPMHUHBI "HHAKTUBUPOBAHHBIN",
"youreii" min "KV" HCTONB3yIOTCS B3aMO3aMEHSIEMO.

[00247] Tepmun "»xuBasi BakiMHA" OTHOCHUTCS K BaKUWHE, BKJIKOYAKOIeH 1ud0
JKUBOUM OPTaHU3M MJIM KOMIIETEHTHBIN MO PETUIMKALMHA BUPYC MM BUPYCHBIN BEKTOP.
[00248] "MapmaneBTUYECKAs KOMIO3ULIHUA" MO CYIECTBY COCTOUT U3 OJHOTO WU
HECKOJIbKUX HHTPEIUEHTOB, CHOCOOHBIX MOAU(UUUPOBATh (HU3UOJOTUUECKUE,
HarpuMmep, UMMYHOJOTHYECKUE (PYHKIMHU, OpPTaHU3Ma, B KOTOPBIH €€ BBOMST, HJIH
OpPraHU3MOB, JKUBYIIMX B HEHW WIM Ha Oprasusme. TepMHH BKIIOYAeT, HO HE

orpaHn4vuBasiCb TOJIBKO HMHU, AHTUOMOTHKH HJIH NpoTUBOMNAapa3uTapHbIC CPEACTBA, a
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TaK)Xe IPyrue COCTABISAIOIINE, KOTOpPbIe OOBIYHO HMCHOJB3YIOTCS AJIsI JOCTHXKEHHE
ONpeAeseHHBIX APYTUX 3ajxad, TakKUX Kak, HO He OrpaHUYHMBAIOCh TOJBKO HMH,
crocobHOCTH K 00paboTKe, CTePUIBHOCTh, CTaOMIBHOCTH, BO3MOXKHOCTb BBEICHUS
KOMIIO3UIIMU IOCPEACTBOM JHTEPAJbHOTO HJIM NApPEHTEPaJbHOrO NMyTeH, TaKUX Kak
epopaJbHOr0, HHTPAHA3aJbHOTO, BHYTPUBEHHOI'0, BHYTPUMBIIIEYHOTO, MMOJAKOXHOTO,
BHYTPUKOXXHOTO, HJIU IPYroro MoAXOMSLIero NyTH, IePpeHOCUMOCTH IOCJe BBEASHHUS,
WU CBOWMCTB KOHTPOJUPYEMOro BbICBOOOXKAEeHUsA. ONMH HEOrpaHUYHMBAKOUINNA TPUMED
TakoW (apMaLeBTUUYECKOW KOMIIO3ULIHMH, NPEACTABJICHHBIH TOJBKO ISl IeJel
OEMOHCTpALUH, MOXKET OBITh MNPHUIOTOBJIEH CIEAYIIINM 00pa3oM: CymepHaTaHT
KJIETOUHOW KYJbTYpbl HHQHUIUPOBAHHOH KJIETOYHOH KYJIbTYPBl CMEIIHBAKT CO
crabunuzaropoMm (Hampumep, CHEPMUAUHOM U/UIU  OBIYBHUM  CBIBOPOTOYHBIM
anbOymunom (BSA) u 3atem cMech TUOPUIHZUPYIOT UIH JETHAPATHPYIOT C TOMOIIBIO
apyrux mertonos. llepexn BakumHaummed, CMeCh 3aT€M BOCCTAHABIHMBAKOT B BOJHBIX
(mampumep, ¢usnonoruueckui pactBop, (ocharno-OydepHsiii conmeBol pacTBOp
(PBS) umnu HeBOAHBIX pacTBOpax (HampuMep, MacisHas S5MYJbCHs, AABIOBAHT Ha
OCHOBE aJTIOMHHUSA).

[00249] Kak ucnomp3yercs B HaHHOHM 3asiBKe, TepMHH "(dapMaleBTHUYECKH HIH
BETEPUHAPHO TPUEMJIEMbIi HOCHUTEJb"' BKJIOYAeT JIOOOW U BCE pPACTBOPUTEIH,
AUCIIEPCUOHHBIE CpeIbl, IOKPBITUSA, AaABIOBAHTBl, CTAOMIM3UPYIOIINE AareHTHI,
pa30aBuTeNN, KOHCEPBAHTbI, AaHTHOAKTEpHAJIbHBIE W MPOTUBOIPHUOKOBBIE AareHTHI,
M30TOHUYECKHE areHThl, areHThbl, 3aMemAInne aacopOuuio, U nmoaoOHble uM. B
HEKOTOPBIX MPEANOYTUTENbHBIX BAPHAHTAX peaU3alMH, U OCOOCHHO B T€X, KOTOpPHIE
BKJIIOYAIOT JHUOQUIN3UPOBAHHBIE WMMYHOT€HHBIE KOMIO3UIUH, CTAOMJIM3HPYIOIINE
areHThl IJIs MCTOJIb30BAHHS B HACTOSAIIEM H300pETEHHH, BKJIIOUAIT CTaAOUIHU3ATOPBI
1St THOQMITU3ALUH WU CYLIKH BBIMOPaKUBAHUEM.

[00250] B HeKOTOpPBIX BOMJOIIEHUSIX UMMYHOT€HHAsl KOMIO3ULUSI B COOTBETCTBUM
C HACTOSIIUM H300pETEeHUEM CONEPKUT aAbIOBAHT. "AJBIOBAHTHI", KaK HCIOJb3YETCS
B JAaHHOW 3asBKE, MOTYT BKJIIOYAaThb THAPOKCUA aJIOMHHUA U ¢ocdaT ajroMHUHUS,
canmonuHbl, Hanpumep, Quil A, QS-21 (Cambridge Biotech Inc., Cambridge MA),
GPI-0100 (Galenica Pharmaceuticals, Inc., Birmingham, AL), smynbcuto BOna-B-
Maclie, MacJio-B-BOJI€, BOJa-B-MacJje-B-BOAE. ODMYJbCUS MOXKET OCHOBBIBATHCS, B
YaCTHOCTH, Ha JIETKOM BAa3€JMHOBOM Macie (B COOTBETCTBHH C €BpPOINEHCKON

dapmakomneeii);, U30NMPEHOUTHOM Macie, TaKOM, KaK CKBajJaH WIJM CKBAaJIeH, Macle,
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MOJIYYEHHOM B pe3yJbTaTe OJMIOMEPU3aLMHU AJKEHOB, B YAaCTHOCTH, M300yTeHA WU
JeLeHa; CIOXKHBIX 3pUpax KUCIOT MU CIIUPTOB, COAEPKALIUX JUHEHHYIO aJKUJIbHYIO
rpyInmny, B 4YaCTHOCTH, pPACTUTEIbHOE MAacJo0, 3TWJIOJEAT, MNPOMUJIEHITIUKOIb IU-
(kampunat/kampar), TIHLEepUN TpU-(KampuiaT/Kampar) WIX HPOMUJIEHIJIHKOJb
ANOJIeaT, CIOXHBIX 3(Upax pPa3BETBICHHBIX JKUPHBIX KHCJIOT WIJIHU CIHPTOB, B
YaCTHOCTH, CJIOXHBIX 3(pUpaX H30CTEAPUHOBOH KHCIOTBHL. Maciao HCHONB3YIOT B
KOMOMHALMU € JMyJbratopamu ¢ 0Opa3oBaHUEM OMYJbCUU. IMYJIbraTOPbI
NPEeANOYTUTENBHO MPEACTABISIOT COOOH HEHOHHBIE TOBEPXHOCTHO-aKTHUBHBIE
BEIECTBA, B YACTHOCTH, CJOXHbIe >(QHUpbl copOMTaHa, MaHHUTa (HampUMep, OJieaT
AHTUIPOMAHHUTA), TJIMKOJS, TOJUINIMIEPUHA, TPOMUICHIJIMKOIA M OJEHHOBO,
U30CTE€apUHOBOMN, PULMHOJIEUHOBOU WU THAPOKCHUCTEAPUHOBOW KHCIOTBHI, KOTOpPBIE
Heo0s3aTeTbHO SIBISIFOTCSA 3TOKCUJIUPOBAHHBIMH, 151 Onok-cononumepa
NOJIMOKCUIIPOIUIICHA-TTIOJUOKCUATHIIEHAa, B  YaCTHOCTH, mnpoAaykTel Pluronic, B
gactHocTH, L121. Cmotrpu Hunter u np., The Theory and Practical Application of
Adjuvants (Ed.Stewart-Tull, D. E. S.), JohnWiley and Sons, NY, ctp. 51-94 (1995) u
Todd u np., Vaccine 15:564-570 (1997). Tunu4Hble aabOBaHTBI IPEACTABISAIOT COOOM
SPT smynbcuro, onucanHyio Ha cTp. 147 “Vaccine Design, The Subunit and Adjuvant
Approach” mox pen. M. Powell u M. Newman, Plenum Press, 1995, u smynbcuro
MF59, onucanHyro Ha ¢Tp. 183 3TOro e UCTOYHUKA.

[00251] Eure oqHUM mpuUMepoM aablOBaHTA SIBJISETCS COEIMHEHHE, BHIOpAaHHOE U3
NOJMMEPOB AKPHJIOBOM WM METAaKpPUIOBON KHUCJIOTBI U COMNOJIUMEPOB MaJE€UHOBOTO
AHTUAPUIA W AaJKEHWIbHBIX TMpPOU3BOAHBIX. IIpenmoururenpHble anbIOBAHTHBIE
COEIUHEHUs TMPENCTABJSIOT COOOW TMOJUMEpPhl aKPUJIOBOW HWJM METaKPUJIOBOM
KHCJIOTBI, KOTOpbl€ SBISIOTCS IEPEeKPEeCTHO CBA3aHHBIMH, B YaCTHOCTH, C
MOJUAJKEHUJIOBBIMU 3T€PAMH CaXapoB UJIM MHOTOATOMHBIX CIIUPTOB. DTH COEIUHEHUS
SABJISIIOTCA W3BECTHBIMH NOA TepMHHOM kKapOomep (Papmakomes Tom 8, Ne 2. HIOHB
1996 r.). Crneumanuctel B JaHHOH OOJNACTH TEXHHKH MOTYT TaKXKe COCIATbCs Ha
natreHT CIOA Ne 2909462, koTOpblli ONUCHIBAET TaKHe€ AaKPHUJIOBBbIE IOJUMEPHI,
MEPEKPECTHO CUIUTBIE C MNOJUTHAPOKCUIUPOBAHHBIM COEAUHEHHEM, HMEKIIUM IO
KpaiiHel Mepe, 3 TMAPOKCHUIJIbHBIE TPYNIBI, IPEANOYTUTENbHO He Oosiee 8, mpu 3TOM
aTOMBl BOJOpOJa, IO KpaiiHell Mepe, Tpex THAPOKCUIbHBIX TPyNN 3aMEHSITCA
HEHACHIIEHHbIMU aTu(aTHUECKUMHU paNKalaMy, COAEPIKALIUMH, 110 KpaiiHel mepe, 2

atoma yriepona. IlpenmoururenpHble paauKaidbl MPENCTABIAIOT CcO0ON Takue,
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KOTOpbIE cozaepkaT OoT 2 10 4 aTOMOB YIJIepojAa, HANpUMEp, BUHUJIBL, AJJIUIbI U
Apyrue 3TUJIEH-HEHAChIIeHHble Ipynnbl. HeHachlmeHHbIE paguKalibl caMH 1O cebe
MOTYT COJEep’KaThb Jpyrue 3aMeCTUTENHU Takue, kak MeTuid. I[IponykTbl, KOTOpBIE
nponatorcsi nmox HazBaHuemM CARBOPOL®; (BF Goodrich, mrar Oraiio, CIIA)
ABJISIIOTCST  OCOOGHHO mpuemyeMbiMH. OHHU SBJISIIOTCS NEPEKPECTHO CIIUTBIMU C
AJUIMIICaXapo30H MM MeHTadpurpurojgoM. Cpeam HHUX MOTYT OBITh YIOMSIHYTBI
Carbopol 974P, 934P wu 971P. Haubonee mnpeanoYTUTENbHBIM  SIBJISIETCS
ucnons3oBanue CABOPOL® 971P. Cpenu comoiuMepoB MajJeMHOBOIO aHTHUAPUIA U
MPOU3BOJHOIO aJIKEHWJIAa ClieAyeT yHnoMsHyTb comonumepsl EMA (Monsanto),
KOTOpbIE TMPEACTABISIOT COOOW COMOJMMEPhl MaJEMHOBOTO AHTHUIAPUIAA U 3THUJICHA.
PacTBopeHHe 3TUX MOJIUMEPOB B BOJAE MPHUBOIUT K MOJYYEHHUIO KHCIOTHOTO PacTBOpa,
KOTOpPBIH OyneT HEWTpanu30BaH, MPEANOUYTHTENbHO N0 (HU3MOJOTHYECKOr0 3HAUYECHUS
pH, ans Toro, uroOBl BBECTHM pPacTBOP aABIOBAHTA, B KOTOPBIM OymeT BKIOUYEHA
UMMYHOTE€HHAsI UJI1 UMMYHOJIOTHYECKast BAKLIMHA.

[00252] Jpyrue moaxonsinue BCIIOMOTATeNIbHbIE BEIIEeCTBA MPEACTABISIIOT COOOM,
HO HE OTrPaHUYMBAIOTCA TAaKOBBIMH, anbioBaHTHYI cuctemy RIBI (Ribi Inc.), 6mox
cononmumep (CytRx, Atlanta GA), SAF-M (Chiron, Emeryville CA), monodocdopun
ounun A, anbooBaHT Avridine Ha OCHOBE JIMNUA-aMUHA, TEPMOJIAOUIbHBIN
sHTepoToKCcHH U3 E.coli (pexoMOMHAHTHBIN UM MHOMN), XonepHbId TokcuH, IMS 1314
WIN MYPaMIULAUNIENTH A, Tu00 NMpupoaHble, TUO0 peKOMOMHAHTHBIE LIUTOKUHUHBI WU
UX aHAJIOTU, WUJIU CTHMYJATOPbI BBICBOOOKIEHHUS SHIAOTCHHBIX LHUTOKHHOB, CpEIH
MPOYHX.

[00253] Oskupmaercsi, 4TO aabIOBAHT MOXKET ObITh n00aBJieH B KOJUYECTBE OT
npuMepHo 100 Mkr o npumepHo 10 mr Ha 703y, OPEANOYTUTENBHO B KOJIUYECTBE OT
npumepro 100 mkr go mpumepro 10 Mr Ha 7103y, Oojee MNPENNOYTHUTENbHO B
KOJIMYeCTBE OT mpuMepHO 750 MKr mo mpumMepHO 2,5 Mr Ha 103y, a OOJIBIIHHCTBO
NPEeANnOYTUTENBHO B KoJM4ecTBe mnpubmusutenbHo | mr Ha po3y. Kpome Toro,
aIbIOBAHT MOYET HAaXOAUTHCA B KOHIEeHTpamuu npudnmsurenbHo ot 0,01 mo 50%,
NPEeANOYTUTENBHO B KOHIEHTpanuu npudnmsurenpsHo ot 2% no 30%, Oonee
NPEANOYTUTENBHO B KOHLEHTpauuu mnpudbimsurenpbHo oT 5% mno 25%, eme Oonee
NPEANOYTUTENBHO B KOHLEHTPALUUHU NpUOIu3uTeNnpHO OT 7% mo 22% wu Hambonee

NpEeANnOYTUTENBHO B KOHIeHTpaun oT 10% 1o 20% ot oObemMa KOHEUHOTO MPOAYKTA.
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[00254] "PazbaBuTenu" MOryT BKJIOYATh BONY, COJIEBOW pPacTBOpP, AEKCTPO3Y,
3TAHOJI, TJIULEPHUH U TOMYy mnomoOHoe. M30TOHHUECKHE areHThl MOTYT BKJIKOYaTh, B
JaCTHOCTH, XJIOPUJ HATpHs, AEKCTPO3y, MAHHUT, copOuT u nakro3y. CtabunuszaTtopsl
BKJIIOYAIOT aJbOYMHUH U LIEJIOYHbIE COJH 3TUJIEHIUAMHHTETPAYKCYCHOW KHUCIOTHI,
Cpeau NpPOYHUX.

[00255] "U3onupoBaHHbII" O3HauaeT "U3MEHEHHbIH pyKOW d4ejgoBeka" 1O
CPaBHEHUIO C €ro eCTECTBEHHBIM COCTOSIHUEM, TO €CTb, €CJIHU 3TO MPOUCXOIUT B
npupoje, TO OH OBl U3MEHEH WJIM yAaJIeH M3 CBOEH MepBOHAYAIBHOW OKPYIKAKOIIeH
cpenbl UMM U TO, U Apyroe. Hanpumep, MONMHYKIEOTUA HIU MOJUIENTHU], KOTOPbIN
€CTeCTBEHHBIM 00pa3oM TMPHUCYTCTBYIOT B JKMBOM OpPTaHU3ME HE SIBJISIETCS
"U30JUPOBAHHBIM", HO TOT XK€ MOJUHYKJIEOTH] WJIU MOJUMENTHHA, OTAENEeHHBbIH OT
COCYLIECTBYIOIIUX C HHUM MaTepHajoB B €ro €CTeCTBEHHOM COCTOSHHUH, SBISETCS

"MU30JUPOBAaHHBIM" B TOM 3HA4€HUHU, KaK 3TOT TEPMHUH MHCIOJb3YeTCs B JAAHHOM

JOKYMEHTE.

[00256] “AtTeHyupoBaHue”’ 0003HaYaeT yMEHbIIEHHE BUPYJEHTHOCTH IMAaTOrEHA.
B HaCTOSIIIEM n300peTeHun “aTTeHyupoBaHue” SIBJISIETCS CUHOHUMOM
“aBUPYJIEHTHOCTH . B HacTtosimeMm u300peTeHMHM, ATTEHYUPOBAHHBIH BUPYC

IpeacTaBisieT co00N BUPYC, B KOTOPOM BUPYJIEHTHOCTD Obljla YMEHbIIEHA TaK, YTO OH
HE BBI3BIBAET KIMHHUYECKMX IPU3HAKOB HHPEKLUHH, HO CnocoOeH HHAYLUHPOBATH
UMMYHHBIII OTBET Yy L€JeBOr0 XHUBOTHOTO, HO TakKXe MOXeT O003HadaTh, 4YTO
KJIMHUYECKHE TPU3HAKU CHUJKAKOTCA B OTHOLIEHUM 4YacCTOTBl MU TSIKECTH Y
JKUBOTHBIX, MHPUIHPOBAHHBIX ATTEHYUPOBAHHBIM BHpPYycOM, B ocobeHHoctn EHV-1
RacH BupycHBIM BEKTOPOM, Kak 3asBJISE€TCS, IO CPaBHEHUIO C “KOHTPOJBHOMU
Ipynmoi” KUBOTHBIX, HMH(QHUIUPOBAHHBIX HE-aTTEHYUPOBAHHBIM BUPYCOM  WJIHU
NaTOT€HOM U He MOJy4YaBIIUX aTTeHYHPOBAHHOIO BUpyca. B 3ToM kKOoHTekcTe, TepMUH
“CHIKEHHE/CHIKEHHBIH  0003Ha4aeT yMeHbIIeHHe NOo MeHbleid Mepe Ha 10%,
npeanoytutenbHo  25%, npaxke Oonee mpeanoutrutenbHo S50%, eme Oonee
npeanoytutenbHo  60%, naxke Oonee mnpeanourutenbHo 70%, eme Oonee
npeanoytutenbHo  80%, maxe Oonmee mnpeanmourutensHo 90% wu  Hambonee
npeanoututebHO Ha 100% Mo CpaBHEHHUIO ¢ KOHTPOJBHON TPyMIION, KaK ONPEaesieHO
Bbime. Takum o0pa3oM, aTTeHYUPOBAHHBINH, ABUPYJEHTHBIH MAaTOTEH, TAKOH Kak,
HarpuMmep, 3asBIsE€MbId aTTEHYUPOBAHHBIH BHPYCHBII BEKTOP, B OCOOEHHOCTH,

sasBiasiembli EHV-1 (mpeamoururensHo RacH) BupycHslii BekTOp, sABIsETCA
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HNOAXONAINUM JUIsl CO3JaHUs MOAUPUUHUPOBAHHOW >kuBOW BakuumHbl (MLV) wnm
MOAUGDUIIMPOBAHHON JKMBOW HMMYHOT€HHON KOMITO3UIUU.

[00257] TepmMun “nedenue u/mwnu npouiIakTUKA” OTHOCHUTCA K OCIAbJIEHUIO
4acTOThl HMHQUIUPOBAHUS B CTaA€ WM YMEHBLICHUS TSIKECTH KJIMHHYECKUX
CUMIITOMOB,  BBbI3BIBAEMBIX  MJIM  CBSI3aHHBIX C  KOHKpeTHOH  uHpexuwmeil.
CrnenoBaTeNbHO, TEPMHUH “JedeHue u/unu npoduIakTUKa’ TakkKe OTHOCUTCI K
YMEHBUIEHHID  KOJUYECTBA  JKMBOTHBIX B  CTajge, KOTOPblE  CTAHOBATCS
UHQUIUPOBAHHBIMU MATOT€HOM, MJIM K YMEHBUIEHUIO TSKECTH KJIMHUYECKUX
CUMIITOMOB, B HOPME CBSI3aHHBIX C WJIM BbI3bIBAEMBIX HH(peknueir B rpymnmne
JKUBOTHBIX, TJI€ JKUBOTHBIE MOJY4alT 3(P(PEeKTUBHOE KOIUYECTBO HMMMYHOTEHHOM
KOMIIO3MIINHU, KaK OOeCHeYnBaeTCsl B HACTOsLIEH 3asiBKe, MO CPABHEHHIO C T'PYMIIOH
KUBOTHBIX, T/I€ JKUBOTHBIE HE MOJIYYAOT TAKOWH HMMYHOT€HHON KOMIO3HIIUH.

[00258] “Jleuenne w/unu  nOpoduiIakTHUKa® B LEJOM BKJIIOYAET BBEICHHUE
5 peKTUBHOrO KOJNMYECTBA HMMMYHOI€HHON KOMIIO3UIUHM COTJIACHO HACTOSIIEMY
N300pETEHNI0, KUBOTHOMY MJIH CTaAy *XUBOTHBIX, KOTOPBIE B 3TOM HYXAAIOTCS, HIH
KOTOpble OyIyT MMETh MPEUMYINECTBO OT TAKOTO JedeHus/mpodunaktuku. Tepmun
“nmeyeHne” OTHOCUTCS K BBEAEHHIO 3(P(PEKTHBHOrO KOJUYECTBA HMMMYHOTE€HHOM
KOMIIO3UIIMK OAHMH pa3 XUBOTHOMY MJIM IO MEHbLIEH Mepe HEeKOTOPBIM >KMBOTHBIM
cTaga, koropoe (bie) yxke Obu1o (b)) MHGUIIMPOBAHO (bI) TAKUM NMATOMEHOM U T'Zl€ TaKue
JKUBOTHBIE YK€ TMPOSIBIAIT HEKOTOpPble KJIMHUYECKHE CHMITOMBI, BbI3bIBA€MblEe HJIU
CBA3aHHBIE C WHQULUHUPOBAHMEM TAKUM MaroreHoM. TepmuH “npoduiakTuxa’
OTHOCUTCS K BBEIEHHIO JKMBOTHOMY Iepel KakKuM-JIu00 MHPUUHPOBAHHEM TaKOTO
’KUBOTHOTO MATOM€HOM HWJIM MO MEHbIIEH Mepe IIe TaKoe JKUBOTHOE HJIM HH OJHO U3
JKUBOTHBIX B TPYIINE )XUBOTHBIX HE MPOSIBIAIOT KAKUX -TUOO KIMHUYECKHX CHMITOMOB,
BBI3BIBAEMBIX FJIM CBSI3aHHBIX € HMHPUOUPOBAHHEM TaKUM NATOTCHOM. TepMHUHBI
“npodunaktuka’ W “mpenoTBpalieHue’  HCMOJb3YIOTCS  B3aMMO3aMEHsIEMO B
HaCTOSINEN 3asiBKE.

[00259] TepmMuH “KIMHUYECKHUE CHUMIITOMBI , KaK HCIOJb3YETCS B HACTOSIIEH
3asfBKE€, OTHOCUTCS K CHUMITOMaM HWHQUUUPOBAHHUS JKUBOTHOTO IATOTEHOM.
Knunuueckne cUMOTOMBI HMHOUIUPOBAHHUS 3aBUCAT OT BBIOPAHHOTO TATOrEHA.
[IpuMepsl TaKUX KIMHUYECKHX CHMIITOMOB BKJIIOYAIOT, HO HE OTPAHUYUBASICH TOJBKO
UMM, HapyLI€HHE ABIXaTeNbHBIX (YHKLUHH, OTUT, OrpybeHHe MepCTHOro MOKPOBa,

HeOONbIIYIO TeMIepaTypy, AENPEeCCHI0 M CHIKEHHE amlmeTuTa. 1eM He MeHee,
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KJIMHUYECKHUE CHMITOMBI TaKXe BKJIOYAIOT, HO HE OrPAaHUYMUBASICh TOJBKO HMH,
KJIMHUYECKHE CHMITOMBI, KOTOpPbI€ HEMOCPEACTBEHHO HAONIONAIOTCA OT >KHUBOTO
KUBOTHOTO. Ilpumepbl KIMHUYECKHUX CHMITOMOB, KOTOpble HENOCPEACTBEHHO
HaOJNIOMAIOTCST OT JKUBOTO JKMBOTHOIO, BKJIOYAKOT BBIACJEHUS M3 HOCAa U TJIas3,
JeTapruio, Kallejab, XpUIeHue, NyJIbCUPOBAaHNE, MOBBIIIEHHYIO TEMIIEPATypPy, NOTEPIO
Beca, 00€3BOKMBAHME, MPUXPAMbIBAHHE, UCTOLIEHHE, OJEJHOCTh KOKHBIX MOKPOBOB,
XUJIOCTb U PYyTHE.

[00260] B nanHoii 3asBke "3¢pdexTuBHAs 103a" O3HAYAET, HO HE OTPAHUYMBAETCS
TaKOBBIMH, KaK KOJHUYECTBO AHTUIE€HA, KOTOPOE BBI3BIBAET HJIM CIIOCOOHO BBI3BIBATH
UMMYHHBIH OTBET, KOTOpPBIH oOecriedynBaeT YMEHbIIEHHE KIUHUYECKUX CHUMITOMOB Y
YKUBOTHOTO, KOTOPOMY BBOJSIT AHTUTEH.

[00261] Kak ucnonp3yercs B JaHHOU 3asiBKe, TepMUH "3 PeKTHBHOE KONMMYeCcTBO"
O3HA4YaeT B KOHTEKCTE KOMIIO3UIUU KOJHUYECTBO HMMYHOTE€HHOW KOMIIO3ULIHH,
crocobHOe HMHAYIUPOBATH HUMMYHHBIH OTBET, KOTOPBIH yMEHBIIAET YacCTOTy WJIH
TSOKECTh MH(QEKIWH, HJIH 4YacTOTY BO3HHUKHOBEHMs 3a00JieBaHUS y JKHUBOTHOTO. B
4acTHOCTH, 3} (PEeKTHBHOE KOJHYECTBO OTHOCHUTCS K KOJIOHHMEOOPa3yo UM eIHHULIAM
(KOE) nHa no3y. Kpome Toro, B KOHTEKCTe Tepamuu TepMUH "3pdeKkTuBHOE
KOJINYeCTBO" OTHOCUTCS K KOJUUYECTBY TEPANHUHU, KOTOPOE SBJISETCS JOCTATOYHBIM LIS
TOro, YTOOBI CHU3UTh WM OCJIAOHUTh TSXKECTh HJIHM NMPOAOJKUTEIbHOCTh 3a00J€BaHM
WIN PacCTPOMCTBA, MIJIM UX OJHOrO WU 0ojiee CUMITOMOB, IPEAOTBPATUTh PA3BUTHE
3a00JIeBaHUs HJIM PACCTPOMCTBA, BBI3BATH PErPECCUIO 3a00IeBaHMS WU PACCTPOICTBA,
NpeqOTBPATUTh pPELUIUB, Pa3BUTHE, HA4YAJN0 HMJIM NPOTPECCHPOBAHUE OIHOTO HIIH
0oJiee CHUMIITOMOB, CBSI3aHHBIX C 3a00JIEBAHUEM MJIM PACCTPONCTBOM, MJIM YCHUJIUBATD,
WU YIYYIIATh TPOPUIAKTUKY MU JIEUEHUs] OPYrod Tepamuu WU TeparneBTUYECKOTO
areHTa.

[00262] "UMMyHHBIH OTBeT" WM "HMMYHOJIOTUYECKHIl OTBET" O3HaudaeT, HO He
OTPAHUYHUBAETCS TAKOBBIMH, PAa3BUTHE KJIETOYHOIO W/WJIM  OIMOCPEIOBAHHOTO
AHTUTEJIAMH HMMYHHOTO OTBe€Ta Ha (MMMYHOTEHHBbIE€) KOMIIO3WIIUHM WU BaKIUHBI,
npeacTaBisomue naTepec. Kak mpaBmio, MMMYHHBIH UM UMMYHOJIOTHYECKUH OTBET
BKJIIOYAaeT B ce0s, HO HE OrPAaHHWYMBAETCS TAKOBbIMU, Kak OAMH WJIH Oojee u3
ciaenyromux 3¢p¢GeKToB: MPOAYKLUS UM aKTUBAaLUs aHTHTEeN, B-knerok, T-xennepos,
CYIpEeCCOpPHBIX T-KJIETOK W/UIM LHUTOTOKCUYECKUX T-KJIETOK, HENOCPEACTBEHHO

HallpaBJICHHbIX Ha QAQHTUICH WJIHW AaHTUICHBI, BKJIIIOUYCHHBIC B KOMIIO3ULHHU HWIIHU
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BAKLMHBI, TNpeACTaBisAomue  uHTepec. IlpeamodTtuTenbHO,  XO03fMH  OynmeT
OEeMOHCTPUPOBATh JIHOO TepameBTUYECKUM, JHOO 3aIMUTHBIA HMMYHOJOTHYECKUU
(MMMyHOJIOTHY€CKasl TaMsTh) OTBET TaK, YTO CONPOTUBJIEHNE HOBOHN MHpeKuuu Oynaer
YCUJIMBATBHCA W/MIM KJIWHUYECKas TSKeCTh 3aboneBaHus Oyner CHuKatbes. Takas
3amura OyaeT MpOSIBIATBHCS JUOO COKpPAIlEHHEM KOJUYeCTBA CUMIITOMOB, TSKECTH
CUMIITOMOB, JHOO OTCYTCTBHEM OAHOTrO UM OoJiee CHMITOMOB, CBS3AaHHBIX C
uH(pekuel maToreHoM, 3aJepKKON HACTYIJIEHHUS BUPYCEMHHU, CHUKEHUEM BHUPYCHOM
NEePCUCTEHLUUH, CHWKEHHEM oO0meil BUPYCHOW HArpy3kd W/ HJIH yMEHbLIIEHHEM
SKCKpPELUH BHPYCA.

[00263] “3amuTta oT OoNe3HU”, “IIPOTEKTUBHbIH UMMYHHTET , “(PYHKIUOHAIbHBIN
UMMYHUTET , “yMEHbIICHUWE KIHMHUYECKUX CUMIOTOMOB”’, “UHAYKIUS/TPOAYKIIUS
HEUTPANM3UPYIOIIUX AHTUTEN W/UIN CEPOJIOTHYECKHX MpPEeBpPAIEHUN , U MOJOOHbIE
¢pa3pl, O3HAYAOT YACTUYHBIH WJM TOJHBIH OTBET, HANpPaBJIEHHBIH MPOTHUB
3a00eBaHUs MJIM COCTOSIHHS, KOTOPBIA BBI3BIBAETCS NMyTE€M BBEAEHUS] ONHOM WIIH
Ooyiee TepameBTUYECKUX KOMIIO3ULHUH B COOTBETCTBUM C H300pETEHHEM, HIU HX
KOMOWHALUMH, YTO MPUBOAUT K Oojiee CHM)KEHHBIM BpeAHBIM 3¢ (eKkTaM, ueM MOXKHO
Op10 OBl 0XHUAATH Y HEMMMYHHM3MPOBAHHOTO CYOBEKTa, KOTOPBIH MOABEPrCs
3aboneBanuto uiau uHPekuuu. To ecTh, TAXKECTb BpenHbIX 3¢dexkToB uHpexuU
YMEHBIUIAETCS Y BaKLUHMHUPOBAHHOIO cyObekTa. 3apakeHHe MOXET OBITh CHHUXEHO,
3aMeIUJIEHO MJIM, BO3MOXHO, IIOJHOCTBIO MpPEJOTBPAINEHO, Y BaKIUHHUPOBAHHOTO
cyorekTa. Ilpu 3TOM, KOrga moapa3yMeBaeTCs IMOJHOE NpeaoTBpalleHne HH(EKIUH,
TO 3TO CHEUHaJbHO yKa3biBaercsa. Eciu moyiHOe mpeaoTBpalleHue He YKa3aHOo, TO
TEPMHH BKJIIOYAET B ce0sl YaCTHYHOE NMPEIOTBPALIESHHE.

[00264] B naHHOl 3asBKe "CHM)KEHHE 4YacCTOTbl BO3HHMKHOBEHHUsI 3a00jeBaHMUS
W/UNM  KJIMHUYECKUX TMPU3HAKOB" WM "CHH)KEHUE KIMHUYECKUX CHMIOTOMOB"
O3Ha4aeT, HO HE OrPaHUYHBAETCS  TAKOBBIMH, YMEHbIIEHHE  KOJHYECTBA
UHQUIIUPOBAHHBIX CYOBEKTOB B TPYIIE, YMEHBbUIEHHE HJIM YCTPAHEHHWE KOJHUYECTBA
CyOBEKTOB, KOTOpbIE MPOSBISIOT KIMHUYECKHE TNPH3HAKHM HMHPEKUHH, HIH
YMEHBbUIEHHE  TSDKECTH  KAKUX-TUOO  KIMHHUYECKUX  CHMIITOMOB,  KOTOpBIE
NPUCYTCTBYIOT Y OJHOTO UIIM Oojiee CyOBEKTOB, MO CPABHEHHUIO ¢ MHPEKIUEH THKOro
tuna. Hanpumep, cnenyer ynoMsiHyTh J00Oe CHHXKEHHE HArpy3kd I[aTOreHa,
BbIJICJIEHHUsS] TaTOT€HAa, CHMI)KEHHE Iepeaayd IaToreHa WM yMEHbLIeHHe JI00ro

KJIMHHUYECCKOI'o NMpru3Haka CUMIOTOMAaTHYECKOM I/IH(I)GKLII/II/I MaJIApUuH. HpeI[HOLITI/ITeJ'IbHO,
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KOrJa 3TH KIMHUYECKHE NPU3HAKU CHIDKAIOTCA y OJHOTO MM Oojee CyOBEKTOB,
NOJy4YaloUIUX TEepaneBTUYECKYI0 KOMIO3ULMI B COOTBETCTBUM C HACTOSILIUM
uzobpereHueM, mo KpaitHeir wmepe, Ha 10% mo cpaBHeHUIO C CyObeKTamu, He
NOJIYYAIO UMK KOMIIO3HIIMI0 M KOTOpbIEe SBJSIIOTCS WHQUIUpoBaHHBIMU. boinee
NPEANOYTUTENbHO, KOIAAa KJIMHHYECKHEe NPU3HAKH YMEHBLIAITCS Yy CYOBEKTOB,
MOJIyYaK0 LIIUX KOMITO3ULIMIO B COOTBETCTBUM C HACTOSIIUM H300pEeTEeHHEM, MO KpaiiHel
mepe, Ha 20%, nOpenmo4YTUTEbHO, MO KpaiiHeli wmepe, Ha 30%, OoJee
NpeAnoYTUTENBHO, MO KpaiHeld mepe, Ha 40%, u gaxke Ooyiee MPENNOUYTHTEIbHO, O
Kpaiineii mepe, Ha 50%.

[00265] TepmuH "moBbIIEHHAs 3amuTa" B JaHHOM JOKYMEHTE O3HA4YaeT, HO He
OrpaHUYMBAETCS TAKOBBIMH, KaK CTaTUCTUYECKU JOCTOBEPHOE CHU)KEHHE OJIHOTO WU
OoJyiee KIMHUYECKUX CHMIITOMOB, KOTOPBIE CBSI3aHbI ¢ HHPULIHUPOBAHHEM C MOMOIIBIO
WHQEKIIMOHHOrO areHTa, B TIPyNIe BaKUMHUPOBAHHBIX CyYOBEKTOB TMPOTHUB
HEBAKLIMHUPOBAHHONW KOHTPOJBHOHN TpYyNNbl UCHBITYeMbIX. TepMHH "CTAaTUCTUYECKHU
IOCTOBEPHOE CHHJKEHHE KIMHHUYECKHX CHUMNTOMOB" O3HaudaeT, HO 0€3 OrpaHHYeHUs
TaKOBbIM, 4YaCTOTY BO3HUKHOBEHMS, IO KpaliHel Mepe, OJHOr0 KJIHMHHUYECKOIO
CUMIITOMAa B TIPyINI€ BAaKIUHUPOBAHHBIX CYOBEKTOB, KOTOpas ABIAETCSA, MO KpaliHen
mepe, Ha 10%, npenmoururenbHo Ha 20%, Oonee npeamouturenbHo Ha 30%, erme
bonee mpenmourutenbHo Ha 50%, u naxke OoJjiee mpeanoyTuTeNbHO Ha 70% HIXKE, YeM
B HEBAKIMHUPOBAHHOW KOHTPOJIbHOW TpyIIe INocjie 3apakeHus HH(PEKIHMOHHBIM
areHTOM.

[00266] «JlnuTenpHas 3amMTa» OTHOCHUTCS K «YJy4dIIeHHI0 3()PEeKTHBHOCTHY,
KOTOpasi COXPaHseTCsl B TCUEHUE HE MeHee 3 Henesb, HO 0oJiee MPeAnOYTUTENIBHO, IO
KpaiiHel Mepe, 3 MecsIa, eme 0oyiee MPEaNOUYTHTENbHO, IO KpaiiHel mepe, 6 MecsIeB.
Y KpymHOTO poraToro ckora HauboJjiee MPeAnOYTUTENBHO, KOTAa JJIUTEIbHAs 3aIUTa
Oyner COXpaHSTbCS 1O NOCTH)KEHUS] CPENHEro BO3pacra, NMPH KOTOPOM >KHUBOTHBIE
NPOJAIOTCS HAa MsICO.

[00267] Tepmun  “yMeHbIIEHUE  BUPYCEMUHW ,  HUHAYLUUPYEMOW  BUPYCOM,
o003HauaeT, HO He OrPaHUYHMBASICh TOJBKO UMHU, YMEHbBIIEHUE BUPYCA, MPOHHUKAIOLIETO
B CHCTEMY KpOBOOOpalIeHHs >KUBOTHOIO, TIA€ YPOBEHb BHUPYCEMHH, TO €CTh
konuuectBo konui BupycHou JHK wnnum PHK Ha Ma CbBIBOPOTKM KpPOBU WU
KOJIMYECTBO OJSmMKOOOpa3yrUUX KOJOHUM Ha JEUMJIUTP CBIBOPOTKH KPOBH,

YMCHBIIACTCA B ChIBOPOTKE KPOBH KHBOTHBIX, MOJYYAKIIHUX KOMIIO3ULHIO COTJIAaCHO
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HacTosmeMy M300peTeHHIO 10 MeHbIne Mepe Ha 50% mo CpaBHEHHIO C KUBOTHBIMH,
KOTOpble HE NOJydaJlu KOMIO3HMIMIO W MOryT wuHbuuuposarbcs. bomee
NPEANOYTUTEIbHO, YPOBEHb BUPYCEMHUU YMEHBINAETCS Yy >KHUBOTHBIX, MOJYYarOLIUX
KOMIIO3MIMI0 COTJIACHO HACTOsAIeMy H300peTeHHi0 N0 MeHbliel Mepe Ha 90%,
NPEANOYTUTENBHO IO MeHbIIelH Mepe Ha 99,9%, Gosee MpeATOUTHTENBHO IO MEHbIIEH
Mepe Ha 99,99%, u naxe OoJyiee MPEeANOYTUTEILHO IO MEHbIIEH Mepe Ha 99,999%.
[00268] TepmuH “matoreH” TakKe XOpOIIO H3BECTEH KBaJIU(PUIUPOBAHHOMY
CIEeUNaJUCTy B JaHHOW o00JacTH TeXHUKU. TeM He MeHee, TEePMHH “TaTOreH”
BKJIFOYaeT OaKkTepuu W BHUPYCHI. TepMUH “maToOreH” BKJIKOYAET MATOTEHBI, TaKUE Kak
Bupyc llImannenGepra, Bupyc rpunmna A, BUPYC PECIHPATOPHOTO U PENPOAYKTHBHOTO
CHUHJpPOMA y CBUHEH, HUPKOBUPYC CBUHEH, BUPYC KJIACCUYECKOW YyMbl CBUHEHN, BUPYC
apuUKaHCKOW JNHXOpanKu CBUHEH, Bupyc remaruta E, Bupyc nmapen KpymHOTO
poraToro CKoTa, BUpPyC O€IEeHCTBA, KOMAaYnil MOPOMIIMBUPYC, CTONOHAYHAS MAJ0UKa,
MukobakTepus TyOepKyn€3a, aKTHHOOAMIUISIPHAS TIJIEBPOITHEBMOHHS.

[00269] TepMuH “XUBOTHOE, BbIpAIlMBAEMOE€ B MPOJOBOJBCTBEHHBIX LEIAX ,
0003Ha4aeT KUBOTHBIX, KOTOPbIE UCIOJIb3YIOTCS YEJIOBEKOM ISl MOTPEONCHUs, TaKHe
KaK CBMHBU, KPYIHBIE pOraTble CKOT, NTULbI, PbIOBI U ApPYrue, MNPENNOYTHTEIbHO
CBUHbU.

[00270] TepMuH “nomMamiHee *KUBOTHOE” BKJIIOYAET TAKUX KUBOTHBIX, KaK KOIIKA,
Jomanb WiIn cobaka.

[00271] Kak wucnonp3dyercs B HacToslled 3asiBKe, TEpPMHUH “BUpyceMusi’ B
OCOOEHHOCTH TIOHUMAETCSl KaK COCTOSHHE, MpPH KOTOPOM BHUPYCHBIE YaCTHULBI
pPEenpoOAyLUPYIOTCS W/WUIU LHUPKYJIUPYIOT B CUCTEME KPOBOOOpAlIEeHHs] XUBOTHOTO, B
YaCTHOCTH, MJIEKOIMUTAOLIEro, NTULIBI U1 HACEKOMOTO.

[00272] "Be3onmacHOCTh" OTHOCHUTCS K OTCYTCTBHIO MOOOYHBIX 3(PPEeKToB ¥y
BaKIIMHUPOBAHHBIX JKMBOTHBIX IIOCJ€ BakLWHALUM, B TOM 4YHC]IEe, HO He
OrpaHUYMBAsACh TAKOBBIMU. MOTEHLHAJIbHOE IMpeBpalleHHe BaKIUHbl Ha OCHOBAHUHU
BUpYCa B BHPYJEHTHYIO, KIMHHYECKH 3HAYHUMbIe MOOO4YHBIE 3(PPEKTH Takue, Kak
CTOHKHE, CHUCTEMHbIE OOJI€3HHW WMJIM HENpHUEeMJIEMOE BOCIMAJeHHE B MECTe BBEICHUS
BaKIMHBI.

[00273] Tepmunbl "BakumHanus" uin "BaKIUHUPYIOIIUNH" UIM UX BaApUAHTHI, Kak
OHU UCIIOJIB3YIOTCS B JaHHOH 3asiBKe, 03HA4alOT, HO HE OrPAaHUYMBAETCs TaKUMHU, KakK

MpOoLeCC, KOTOPBIM BKJIOYaeT B ce0s BBEeINEHHE HMMYHOT€HHOW KOMIIO3UIIUU B
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COOTBETCTBUU C H300peTEeHHEeM, KOTOpas NpPH BBEAEHUH B OPraHU3M >KUBOTHOTO,
BbI3BIBAET MJIM MOJKET BbI3bIBATb - HEMOCPEJCTBEHHO MJIM ONOCPEAOBAHO - UMMYHHBIN
OTBET y YKa3aHHOT'O )KUBOTHOTO.

[00274] "CMepTHOCTH" B KOHTEKCTE HACTOSIIEro H300peTEeHHs OTHOCHTCA K
CMEpPTH, BbI3BAHHON MH(pEKIHel, U BKJIIYAeT CHUTYalUI0, KOraa MHPEKLUUs sSBISeTCS
HACTOJIbKO TSIKEJION, YTO JKUBOTHOE MOABEPral0T 3BTAHA3UU, YTOOBI MPEIOTBPATHTH
cTpaZaHusl U 00ECMEeUUTh 'YMAaHHOE OKOHYaHUE ero JKU3HU.

IIpenapatsl

[00275] CyOBeKkT, KOTOPOMY  BBOJIUTCS  KOMIIO3WULHS,  MNPEANOYTHTEIbHO
npeacTaBisieT cOOOH JKUBOTHBIX, B TOM YHCJIE, HO HE OTPAHUYUBASCH TAKOBBIMH, KakK
KOPOBBI, JIOWIAAH, OBLBI, CBUHBHU, JOMALIHS NTHLA (HAIpUMeEpP, Kypbl) KO3bI, KOLIKH,
cobaky, XOMSKH, MBIIIM H KpPBICHI, HauOojee MNPEANOUYTHTEIbHO, MIIEKOMUTAI0INEEe
NpeacTaBisieT CO00H CBUHBIO.

[00276] Komno3uuu B COOTBETCTBUU € H3oOpeTeHHeM conep:kaT 3(h¢exkTuBHOE
UMMYHH3HUPYIOLIee KOJMYECTBO OAHOW HJM 0ojiee MMMYHOT€HHBIX KOMIO3UIUH H
$U3MOTOrNYeCKH TpPUEMIIEMBI HOCHTeNb. Bakumael comepxat 3¢pdeKkTuBHOE
UMMYHH3HUPYIOLIee KOJMYECTBO OAHOW WM 0ojiee MMMYHOT€HHBIX KOMIIO3ULHMH H
dusnonornyecku npuemiemMblii Hocutenb. Kommo3umus nomkHa OBITH ImpUEeMIIEMOHN
171 croco0a BBEAEHHUS.

[00277] NMMyHOreHHass KOMOO3ULUsSI, €CJIU 3TO SIBIAETCS JKE€JIATENbHbIM, MOXET
TAaK)Ke COAEp>KaThb HE3HAYUTENIbHBIE KOJMYECTBA CMAYUBAIOLUIUX MJIM 3MYJbIUPYIOIIUX
arenToB unu pH Oydepupyromux areHToB. MMMyHOreHHass KOMIIO3UIIUS MOJXKET
NPEeACTaBIATh COOOH JKUAKHI PacTBOpP, CYCHEH3UIO, SMYJbCHIO, TaOJNETKU, MHUIIOJIH,
KamcCyJIbl, KOMIIO3UIIMIO 3aMEJJIEHHOTO BBICBOOOXKAEHUS MIU MOpoInok. [lepopanbHbie
npenaparbl MOTYT BKJIKOYaTh CTAHAAPTHbIE HOCUTENU TakKhe, KaKk MaHHUT, JaKTO3a,
Kpaxmaj, CTeapaT MarHus, CaXxapuH HaTPHs, LEJI0103a, KapOOHAT MarHus | T.II.
Cnoco0b1 neyeHust

[00278] [IpennodTuTenbHbBIE MYTH BBEAEHUs BKJIKOYAKOT, HO HE OrPAHUYUBASCH
TOJBKO WMH, HHTpaHa3ajbHOE, NepOopajibHOE, BHYTPUKOXXHO€ MU BHYTPUMBILIEYHOE.
XKenarenbHbIM SIBISETCS BBEAEHUE B NMUTHEBOHW BOAE, Hamboyiee MPEANOYTUTENHHO B
eOIMHUYHON no3e. KBannpuuupoBaHHOMY CHELHMANNCTY B JaHHOH OONACTH TEXHHUKH
Oyner MOHATHBIM, YTO KOMIIO3UIIUU COTJACHO M300PETEHHUIO0 TaK)Ke MOKHO BBOJIHTH B

OJHOM, NBYX uiu OoJyiee 03aX, a TaK)KE MPU UCMOJb30BAHUM JPYTUX NMyTel BBEIEHUS.
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Hanpumep, Takue gapyrue nOyTH  BKJIIOYAKOT MOAKOXHOE, BHYTPUKOXKHOE,
BHYTPUOPIOIIMHHOE, BHYTPUKOXHO€, U B 3aBUCUMOCTH OT JK€JaTeJIbHOH
IPOJOJIKUTEIBHOCTH U 3(PQPEKTUBHOCTH JIEYEHUs,, KOMIO3UIMU B COOTBETCTBUH C
n3obpeTeHneM MOTyT OBITh BBEAEHbl OJUH WJM HECKOJBKO pas, a Takxke
NEepUOAUYECKH, HalpUMep, Ha €XEJHEBHON OCHOBE B TEYEHUE HECKOJbKUX [HEH,
HeIeNlb WM MECSILIeB W B PA3IMYHBIX NO3HMPOBKAX, TAKHX KK OT MpHOIM3HTeNbHO 107
no 10°TCID50 (cM. Tutp BHpyca Bhime). B cremmpuueckoM acHeKTe HACTOSLIEro
u300peTeHusi, TO3UPOBKA COCTABJSAET MPUONTHU3UTENTHHO OT 10° no 10° TCIDSO0, B
0COOEHHOCTH JJIsl JKUBOTO BUPYCa / JKUBOH BaKIUHBI.

[00279] Kommo3umuu, eciaum 3TO  SBISIETCS  JKEJATeIbHBIM, MOTYT OBITb
NpeICTaBJIEHbl B YIaKOBKE MJIU JO3UPYIOLIEM YCTPONHCTBE, KOTOPOE MOXET COAepKaTh
omHy wuiam OoJiee CTAaHOAPTHBIX JIEKAPCTBEHHBIX (opM, comepiKaliux aKTHBHBIH
UHIpEeAUEHT. YMakoBKa MOXET, HalpuMmep, COAepKaTb MeETANIMYECKYI0 HJHU
IUTACTUKOBYIO VIIAKOBKY, TaKyK Kak OJucTepHas yHakoBKa. YNAaKOBKa MM
yCTPOMCTBO [103aTOpa MOXET CONPOBOXAATHCA HHCTPYKLUMUSAMH B OTHOIIEHUHU
BBEJI€HUsI, NPEANOYTUTENbHO /ISl BBEIEHUS MJIEKOMUTAKOINEMY, B YACTHOCTH, CBUHbE.
Tako#t (me) xoHTeiiHep (BI) MOTYT COINPOBOXKAATHCSA CBEAEHUSMH B (QopMe,
YCTAaHOBJIEHHONW TOCYyJapCTBEHHBIM OpPraHOM, pEeTryJHUPYIOLUM IPOU3BOACTBO,
NpUMEHEHHE MJIM MPOoAaxy (papMaieBTUUECKUX UIU OMOJOTMYECKHX NMPOAYKTOB, I'Je
CBEIIEHHS] OTOOpaXkalT paspelleHHe BEJOMCTBA Ha NMPOMU3BOJCTBO, NMPUMEHEHUE WU
NPOAAXY ISl BBEACHUS JIOASIM.

OnpenejieHnst AHTUTeHA

[00280] Tepmun "BUpyC CBHHOro rpunmna" H3BECTEH KBATUOULIHPOBAHHOMY
CMEeUHNAJTUCTY B JAHHOH 00JNacTu TeXHUKU. Te€pMUH BUPYC CBUHOTO I'PHIINA OTHOCHUTCS
K Bupycy rpunna tuna A unu tuna C u3 ceMmelicTBa OPTOMUKCOBHUPYCOB, KOTOpPBIE
BBI3BIBAIOT CBHHOW rpumnn. B To BpeMs kak OpTOMUKCOBUPYC UMEET TPHU IPYMIIbI: THUI
A, Tun B u tun C, tonpko Bupychl rpunna tuna A u tuna C mHQUIUPYIOT CBUHEH.
[IpenmouTuTEeNbHO, BUPYC CBHUHOTO TPHUIIA MPEACTaBIseT COOOH BHPYC CBHUHOIO
rpunna A. ITogtunsl Bupyca cBuHoro rpunmna skiwoudaror HINI, HIN2, H3N2, u
H3N1. HON2 u H5N1 Ttakxe MoryT ObITh 0OHapy»keHbl y cBUHEH. [IpeanodTuTensHo,
BUPYC CBUHOTO TPUIIIA MPEACTABISAET COOOH BUPYC rpyImIa, KOTOPBIH ObLI BbIAETIEH U3

CBUHEMH.
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[00281] Tepmunsr “HA” umun “H”, “NA” umm N7 u “NP” wu3BeCTHBI
KBaJU(UIUPOBAHHOMY CIEIHAJNUCTY B JaHHOH OOJacTH TeXHUKH. TeM He MeHee, B
1[eJIoM, BHpPyChl rpunma tuna A paspenensl Ha 17 H (remarrmotuHuH) u 10 N
(HelipaMuHMa3a) NOATUIIOB, KOTOPbIE MOTYT MPUBECTH K TIOSBJIEHUIO MHOIHUX
paznuuHbix KoMOuHaumii (o6o3Havaembix kak HINI1, HIN2... H2N1, H2N2... H5N1,
H5N2.... u tak nanee). H (remarritorunun) u N (HelipaMuHHIa3a) MPEACTABISIOT
co00il TOBEPXHOCTHBIE TJIUKONMPOTEUHBI B BHpycax rpunma A, Takue kak SIAV.
Kpome Toro, N sBiseTrcs OCHOBHOW aHTUI€HHON MHUINEHBIO HEUTPAIU3YIOLIUX
antuten. bonee Toro, NP (HykyieonpoTenH) oOpa3yeT HyKJICOKATICHI.

O030p moCIenOBaATENLHOCTEN:

[0278] Crnenymomue mOCIENOBATEIbHOCTH MOAPOOHO H3JIOKEHBI W TaKUM

00pa3oM pacKpBIBAIOTCS B HACTOSIEM U300PETEHHH

SEQ ID NO:1 EHV-1 ORF43 (UL18) nocinenoBaTeabHOCTb r'eHA

SEQ ID NO:2 EHV-1 ORF54 (UL8) nmocnenoBaTenbHOCTb T€HA

SEQ ID NO:3 KonoH-onTumusupoBaHHas ORF43 (UL18)
MOCJIE€IOBATENbHOCTD I'eHA

SEQ ID NO:4 Konon-ontumusuposannass ORF54 (UL8) mocnenoBaTenbHOCTH
reHa

SEQ ID NO:5 171 ocHoBanuii npotus xona tpanckpunuuu nias ORF43 (UL18)
reHa

SEQ ID NO:6 265 ocHoBaHuii mo xoxay tpaHckpunuuu aias ORF43 (UL18)
reHa

SEQ ID NO:7 mCMYV npomorop xoHTponupyembiii RFP ren ¢ BGH nmonu A,
¢narkupoBanHbli ¢ nomombio SEQ ID NO:5Su 6

SEQ ID NO:8 KanamMuumHOBBIH TreH, (QuaHkupoBaHHbIH ¢ momoimbio SEQ ID
NO:5u6

SEQ ID NO:9 161 ocHoBanue npotuB xona Tpanckpunuuu 1ius ORF43 (UL18)
reHa

SEQ ID NO:10 120 ocuHoBanmii mo xoay tpaHckpunuuu mis ORF43 (UL18)
reHa

SEQ ID NO:11 200 HykneoTunoB npoTuB xoaa TpaHckpunuuu aas ORF54

(UL8) rena
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SEQ ID NO:13

SEQ ID NO:14

SEQ ID NO:15

SEQ ID NO:16

SEQ ID NO:17

SEQ ID NO:18
SEQ ID NO: 19

SEQ ID NO:20

SEQ ID NO:21

SEQ ID NO:22

SEQ ID NO:23

SEQ ID NO: 24
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200 mykneotunoB mo xony Ttpanckpunuuum ans ORF54 (ULS)
reHa

mCMV npomortop xoHTponupyemeiii RFP ren ¢ BGH nonu A,
¢dnankupoBaHubiii ¢ momompbo SEQ ID NO:5S u 6

HA mnocnenoBatenbHOCTh, kiaoHupoBaHHas B ORF1/3 (ULS56)
calite

HykneoTunHass moOCIenoOBaTeNbHOCTh TPaHCHEPHOrO BEKTOpA
pU70-p455-71K71

HykneoTunnass moclienoBaTeNbHOCTh TpaHCPEepHOH NIa3MUIbI
pU70-p455-H3-71K71

nessiit (Up70) ¢pnankupyrouuii yuactok (417 no)

nessiit (Up71) ¢pnankupyromuii yuactok (431 no)
dbnankupyromuil ygactok Jjeswbidi (Brmiote no orf70) B8 EHV-1
mramMmme ab4 gukoro Ttuna (HomMep goctyma Genbank
AY665713.1), pacmnoyio)keHHbIi Ha HykjaeoTuaax 127264 -
127680

¢bnankupyromuii ygactok npassiid (BmiaoTh o orf71) B8 EHV-1
mrTamme ab4 pukoro Tumna (Homep noctyma Genbank
AY665713.1), pacrnonoxeHHBIH Ha HykjieoTugax 128484 -
128913

yceueHHbIH ¢uankupyomui ydactok B RED cucreme: nesbiii
(Up70) dnaukupyroumuii yuactok (283 mo) = umeHTHYHBbIH K 3’
283 mo «kyaccuyeckoro” GuaHkupyromero ydactka u3 417 mo
ycedeHHbIN (raHkupyromuii yaactok B RED cucreme: mpabiii
(Up71) dnaukupyromuii yuactok (144 mo) = uneHTHYHBbIA K 5’
144 o «xnaccudeckoro” ¢GpaaHKuUpyromero ydyactka us 431 mo
HenetupoBaHHass 4acTh B ab4 ngukoro tuma (HOMEp HaOCTyMma
Genbank AY665713.1) reHoMmHas MOCJIENOBATEIbHOCTb, HT
127681 — 128482

JenetupoBanHas 4yacth B RacH reHomMHOl nociaeaoBaTelbHOCTH
(HeT MOCTYNHBIX HOMEPOB HT, MOCKOJIbKY TIOJIHAas T'€HOMHas

nocCea0BaTCIIbHOCTD HeI/I3BeCTHa)
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SEQ ID NO: 25 HA mnocnenosarenbHOCTh, KiJoHUpoBaHHas B ORF1/3 (ULS5S6)
camnte
ITYHKTBI
[0279] Cnenyroomue nNyHKTB (OpMYJbl H300peTEHHMs] ONUCAHBI B HACTOSINEH

3asBKC:

H3o0peTenne obecneynBaeT ClIeAyrOUUe MyHKTHI:

1.

JedexTHbIl MO peruuKaluu BeKTOop anbdarepnecsupyca somaneit (EHV),
conepskamuii nHaktupanuo UL18 u/umu ULS.

HedextHorii mo pernnukannu EHV BekTop mo nynkty 1, rme UL18 sBasercs
WHAKTUBHUPOBAHHBIM.

HedextHorii no pennukauuun EHV Bektop mo myHkty | wmnm 2, rme ULS
SIBJIIETCS] UHAKTUBUPOBAHHBIM.

HedextHprii no perummkanuu EHV BekTop mo omHomy u3 myHKTOB 1 - 3, rme
UL18 u UL8 sBAAOTCA HHAKTUBUPOBAHHBIMH.

HedextHprii no perummkanuu EHV BekTop mo omHomy u3 myHKTOB 1 - 4, rae
uHaktuBaunss UL18 mpencrasisier co00l MOJHYIO WM YaCTUYHYIO IEJIELHUI0,
MIOJIHOE MJIM YaCTUYHOE yCEYEHHUE, MOJHYK HIM YaCTUYHYK 3aMEHy, MOJHYIO
UJIA YaCTUYHYIO UHBEPCUIO, HHCEPLIUIO.

HedexTHbiit mo pennukanuu EHV Bextop mo ogHomy u3 myHKTOB 1 - 5, rme
nHaktuBauuss UL8 mpencrasisier co0oil MOJNHYI WM YaCTUYHYIO AENELUIO,
MOJIHOE WJIM YaCTUYHOE yCE€YEHHUE, MOJHYH WINM YaCTUYHYK 3aMEHY, MOJHYIO
UM YaCTUYHYIO UHBEPCUIO, UHCEPLIUIO.

HedextHprii o perumkanuu EHV BekTop mo omHOMy M3 mMyHKTOB 1 - 6, rae
craptoBbiii konoH UL18 (ATG, nykneoruasr 1-3 uz SEQ ID NO:1) sBusiercs
WHAKTUBHUPOBAHHBIM.

HedextHoiii nmo perukaunn EHV BexkTop mo nyHKTY 7, rae yKa3aHHas
nHakTuBauus craprosoro kopona (ATG) UL18 npencrasnser coboil nenenuto,
3aMEHY, HHBEPCUIO UM UHCEPLHUIO.

HedextHprii no perummkanuu EHV Bektop mo omHomy u3 nmyHkToB 1 - 8, rme
craproBeiii kogoH UL8 (ATG, nmykneoruns 1-3 u3z SEQ ID NO:2) spusiercs

WHAKTHUBUPOBAHHBIM.
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HedextHorii nmo perukaunn EHV Bexktop mo nyHkTy 9, rae ykasaHHas
nHakTuBauus craproBoro kogoHa (ATG) UL8 mpencrasiser coboil nenenuio,
3aMEHY, HHBEPCUIO UM UHCEPLUIO.

HedexTHbrit mo pennukanuu EHV Bextop mo ogHomy u3 nmyHkTtoB 1 - 10, rme
o MeHbIIeHd Mmepe 1 HykIeoTHna, MO MeHbUIEeH Mepe 2 HyKJIeOTHAa, N0
MEHbLIEH Mepe 3 HYKJIeOoTHAa, MO0 MEeHbIIel Mepe 4 HYKJIeOoTHAa, O MEHbIIEH
Mepe 5 HYKJIEOTHUJOB, MO MeHblield Mepe 10 HykJIeOoTHAOB, IO MEHbLIEH Mepe
25 HyKJI€OTUJ0B, MO MeHblIel Mepe 50, HyKJI€OTUIOB, MO MeHblel mepe 100
HYKJI€OTUOB, O MeHblell Mepe 200 HykiaeoTHnO0B, mo MeHbuiel Mmepe 300
HYKJI€OTUAO0B, 0 MeHblell Mepe 400 HykiaeoTunoB, mo MeHbuiel Mmepe 500
HYKJIEOTUAOB, O MeHblell Mepe 600 HykiaeoTunoB, mo MeHbuiell Mepe 700
HYKJIEOTUAOB, MO MeHblield Mepe 800 HykneoTHnoB, nmo MeHblied Mepe 900,
HYKJIEOTUIOB, O MeHbIIel Mepe 925 HyKIE€OTHIOB, MO MeHbUIel Mepe 940
HYKJIEOTHAOB OT 5’-koHHa craproBoro kogoHa (ATG, nykneorunst 1-3 u3 SEQ
ID NO:1) UL18 meneTupoBaHO, 3aMEHEHO MJI HHBEPTUPOBAHO.

Hedexteii no perunkanuun EHV BekTop mo ognomy u3 nyHktoB 1 - 11, rae
0 MeHbIIeld Mepe | HykJIeoTua, N0 MEHbIIeHd Mepe 2 HyKJIeoTunaa, IO
MEHbIIEH Mepe 3 HYKJIEOTHAA, IO MEHbIIEH Mepe 4 HYKJIEeOTHAA, 1O MEHbIIEH
Mepe 5 HYKJIEOTHUIOB, MO MeHbluerd Mepe 10 HykJIeOoTHUAOB, IO MEHbLIEH Mepe
25 HyKJI€OTHAO0B, IO MeHblIell Mepe 50, HyKIe€OTUAOB, O MeHbLIeH Mepe 100
HYKJIEOTUAOB, MO MeHbuield Mmepe 200 HykneoTuaos, no MeHbuied mepe 300
HYKJI€OTUOB, O MeHblieil Mepe 400 HykIeoTHIOB, MO MeHbuiel Mepe 500
HYKJI€OTUOB, O MeHbliell Mepe 600 HykiIeoTHIOB, MO MeHbuiel Mepe 700
HYKJI€OTUO0B, MO MeHblield Mepe 800 HykneoTHaoB, Mo MeHblield Mepe 900,
HYKJI€OTUOB, IO MeHblIell Mepe 925 HYKJIE€OTHIOB, MO MeHbUIel Mepe 940
HykseotnnoB u3 A, T, wnu G craprosoro konoHa (ATG, Hykneoruasl 1-3 u3
SEQ ID NO:1) UL18 nenetupoBaHoO, 3aMEHEHO WJIH WHBEPTHPOBAHO.
HedextHprii mo perumnkanuun EHV BekTop mo omromy u3 nyHkToB 1 - 12) rme
0 MeHbIIeH Mepe | HykJIeoTHA, N0 MEHbIIeHd Mepe 2 HyKJIeoTuaa, IO
MEHbIIEH Mepe 3 HYKJIEOTHAA, IO MEHbIIEH Mepe 4 HYKJIEeOTHAA, IO MEHbIIEeH
Mepe 5 HYKJIEOTHUIOB, MO MeHblIeld Mepe 10 HykIeoTHuAOB, IO MEHbLIEH Mepe
25 HyKkJI€OTHUa0B, MO MeHblIel Mepe 50, HyKJIeOTUIOB, MO MeHben mepe 100

HYKJIEOTUAOB, O MeHblen Mepe 200 HykiaeoTunos, mo MeHbuie mepe 300
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HYKJIEOTUAOB, 0 MeHbwen Mepe 400 HykiaeoTunos, mo MeHbuien mepe 500
HYKJI€OTUAOB, O MeHbwen Mepe 600 HykiaeoTunos, mo MeHbuied mepe 700
HYKJIEOTUAOB, MO MeHblerd Mepe 800 HykineoTunos, nmo MeHbliend Mepe 900,
HYKJIEOTUAOB, MO MeHbLIEH Mepe 925 HykiIeoTHAOB, MO MeHbuIeH Mmepe 940
HYKJIEOTUIOB YIAJIE€HO, 3aMEHEHO WJIN UHBEPTUPOBaHO B npenenax UL18.
Hedextreiii mo pernkaunu EHV BekTop mo omHoMy u3 myHkToB 1 - 13, rme
JJHK nocnemoBaTenbHOCTb, MMeroIas 1no MeHbmed mepe 70%, mo MeHbInel
mepe 75%, no meHbuieit mepe 80%, no meHbuiel Mepe 85%, Mo MeHbIeH Mepe
90%, o menbiiei mepe 91%, mo merbiue mepe 92%, no MeHben mepe 93%,
no meHblie mMepe 94%, no meHbinell Mepe 95%, mo MeHbiueil mepe 96%, mo
MeHblieil Mepe 97%, mo meHbuiel Mepe 98% wunu no MeHbineil Mepe 99%
unentuynocth Kk JIHK mocnenmoBarenpHocTH, kak ykazaHo B SEQ ID NO:1,
yaajleHa, 3aMeHEeHa UJIM HHBepTUpOoBaHa B npenenax UL18.

Hedextnerii no perumnkanuun EHV BekTop mo ogromy u3 nyHkToB 1 - 14, rme
0 MeHbIIeH Mepe | HykJIeoTHA, N0 MEHbIIeHd Mepe 2 HyKJIeoTHuaa, IO
MEHbIIEH Mepe 3 HYKJIEOTHAA, IO MEHbIIEH Mepe 4 HYKJIEeOTHAA, MO MEHbIIEH
Mepe 5 HYKJIEOTHUIOB, MO MeHblied Mepe 10 HykIeoTHuAOB, IO MEHbLIEH Mepe
25 HyKJIEOTHUIOB, O MeHblIel Mepe 50, HyKJIEOTUIOB, MO MeHbwen mepe 100
HYKJI€OTUAOB, O MeHblen Mepe 300 HykiaeoTunoB, Mo MeHbuied mepe 500
HYKJIEOTUAOB, N0 MeHbluell Mepe 800 HykyieoTunos, nmo mMeneweil mepe 1000
HYKJIEOTUAOB HHCEPTUPOBaHO B npeaenax UL18.

HedextHpiii mo perutnkanuu EHV BekTop mo onmHomy u3 nmyHkToB 1 - 15, rme
0 MeHbIIed Mepe | HykJIeoTHA, N0 MeHblIeHd Mepe 2 HyKJIeoTunaa, IO
MEHbIIEN Mepe 3 HYKJIEOTHAa, IO MEHbIIEH Mepe 4 HYKJIeOTHAa, MO MEHbIIEH
Mepe 5 HYKJIEOTHUIOB, MO MeHblield Mepe 10 HykIeoTHuAoB, IO MEHbLIEH Mepe
25 HyKJI€OTHUa0B, MO MeHblIel Mepe 50, HyKJIeOTUIOB, MO MeHblel mepe 100
HYKJIEOTUAOB, O MeHblell Mepe 200 HykiaeoTunosB, mo MeHbuiel mepe 300
HYKJI€OTUAO0B, O MeHblenl Mepe 400 HykiaeoTunosB, mo MeHbuiell mepe 500
HYKJI€OTUAOB, O MeHben Mepe 600 HykiaeoTunosB, mo MeHbuieln mepe 700
HYKJI€OTUAOB, MO MeHbleld Mepe 800 HykneoTunos, mo MeHblied Mmepe 900,
HYKJI€OTUAO0B, MO MeHbweld Mepe 1000 nHykimeoTunos, no menowen mepe 1250
HYKJIEOTUAOB, O MeHbied mMepe 1500, HykneoTunos, no MeHben mepe 1750

HYKJI€OTUAOB, MO MeHblerd Mepe 2000 HykJI€eOTHNOB, MO MeHblIeld Mepe 2225
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HYKJIEOTHAOB OT 5’-koHna craproBoro kogoHa (ATG, nykneoruas! 1-3 u3 SEQ
ID NO:2) UL8 geneTupoBaHO, 3aMEHEHO UJIK HHBEPTHUPOBAHO.

HedextHoii no pernkanuu EHV BekTop mo ogHomy u3 nyHktoB 1 - 16, rae
no MeHbIIeld Mepe 1 HykIeoTHnA, MO MeHbLIeH Mepe 2 HyKJIeOTHAA, IO
MEeHbIIEN Mepe 3 HyKJIeOTHAa, IO MeHbIIeH Mepe 4 HyKIeOTHAa, IO MEHbIIEH
Mepe 5 HYKJIEeOTHIOB, MO MeHbIlner mepe 10 HYKJI€OTHUIOB, MO MEHbIIEH Mepe
25 HyKJIEOTUIOB, MO MeHblIel Mepe 50, HyKJIeOTUIO0B, MO MeHbled mepe 100
HYKJI€OTUOB, O MeHblell Mepe 200 HykiaeoTunOB, mo MeHbuiel Mepe 300
HYKJI€OTUO0B, O MeHbliell Mepe 400 HykiaeoTun0B, mOo MeHbuiel MmMepe 500
HYKJIEOTUOB, O MeHblell Mepe 600 HykjaeoTunoB, mo MeHbuiell mMepe 700
HYKJI€OTUAOB, MO MeHbleld Mepe 800 HykneoTuaoB, mo MeHblield Mepe 900,
HYKJI€OTUAO0B, MO MeHblied Mepe 1000 HykimeoTunos, no menoweid mepe 1250
HYKJIEOTUOB, MO MeHbiied Mepe 1500, HykneoTunos, no MeHblenn mepe 1750
HYKJIEOTUAOB, MO MeHblield Mepe 2000 HykJIeoTHNOB, IO MeHblIed Mepe 2225
HyksneotnnoB u3 A, T, unu G craproBoro xonoHa (ATG, mykieorunst 1-3 us
SEQ ID NO:2) UL8 neneTupoBaHO, 3aMEHEHO WJIM HHBEPTUPOBAHO.
Hedextupii no perunkanuun EHV BekTop mo ogHomy u3 nyHkToB 1 - 17, roe
0 MeHbIIeld Mepe | HykJIeoTua, MO MeEHblIeH Mepe 2 HyKJIeoTunaa, IO
MEHbIIEH Mepe 3 HYKJIEOTHAA, IO MEHbIIEH Mepe 4 HYKJIEeOTHAA, 10 MEHbIIEH
Mepe 5 HYKJIEOTHAOB, MO MeHbllell Mepe 10 HyKI€OTHAOB, MO MEHbIIEH Mepe
25 HyKJI€OTHAO0B, IO MeHblIel Mepe 50, HyKIeOTUAOB, O MeHbuIed Mepe 100
HYKJI€OTUOB, O MeHbliell Mepe 200 HykaeoTHIOB, MO MeHbuiel Mepe 300
HYKJI€OTUAOB, O MeHbliell Mepe 400 HykiaeoTHIOB, mO MeHbuied Mepe 500
HYKJI€OTUOB, O MeHblell Mepe 600 HykiIeoTHIOB, MO MeHbuIel Mepe 700
HYKJI€OTUAOB, MO MeHbleld Mepe 800 HykneoTunoB, mo MeHblied Mepe 900,
HYKJI€OTUAO0B, MO0 MeHblied Mepe 1000 HykimeoTunos, no meHolieid mepe 1250
HYKJI€OTUOB, O MeHbiied Mepe 1500, HykneoTunos, no MeHblenn mepe 1750
HYKJI€OTUAO0B, MO MeHblield Mepe 2000 HykJIeOTHNOB, O MeHblIed Mepe 2225
HYKJIEOTUJIOB YJaJI€HO, 3aMEHEHO UJIM UHBEPTUPOBAaHO B npenesax ULS.
Hedextrerii mo perumnkanuun EHV BekTop mo onromy u3 nyHkToB 1 - 18, rme
JJHK nocnenoBaTenbHOCTb, UMerOIasi 1no MeHbweid mepe 70%, mo MeHbluen
mepe 75%, no meHblieil mepe 80%, no meHbuiel Mepe 85%, Mo MeHbleH Mepe

90%, no menbieilt mepe 91%, no menbiieil Mepe 92%, no menbiueit mepe 93%,
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no mMeHbuied mepe 94%, no meHbiiell Mepe 95%, no MeHbiueil mepe 96%, no
MeHbliell Mepe 97%, nmo meHbueil Mepe 98% wunu no MeHbiein Mepe 99%
unentuyHocth k JHK nocnenosarenpHocTH, Kak ykazaHo B SEQ ID NO:2
yaalieHa, 3aMeHeHa UM UHBepTUupoBaHa B npeaenax ULS.

HedexTHbiit mo pennukanuu EHV Bexktop mo ogHomy u3 nyHkToB 1 - 19, roe
no MeHblied wmepe | HykjaeoTwn, MO MeHbIIel Mepe 2 HyKJIeOoTHaa, IO
MEHbIIEH Mepe 3 HYKJIEOTHAa, IO MEHbIIEH Mepe 4 HYKJIeOTHAA, MO MEHbIIEH
Mepe 5 HYKJIEOTHUIOB, MO MeHblield Mepe 10 HykneoTHuAoB, IO MEHbLIEH Mepe
25 HyKkJIeOTHua0B, MO MeHbluel Mepe 50, HyKJI€OTUAOB, MO MeHblel mepe 100
HYKJI€OTUAOB, O MeHblell Mepe 300 HykjaeoTunoB, mo MeHbuiel Mmepe 500
HYKJI€OTUAO0B, MO0 MeHbuied Mepe 800 HykieoTuaos, mo MeHbwenn mepe 1000
HYKJIEOTUIOB HHCEPTUPOBaHO B npexnenax ULS.

HedextHeiii no perunkanuun EHV BexkTop mo omHomy u3 nmyHkToB 1 - 20, rme
EHYV BkJrO4aeT 3KCOPECCUOHHYIO KAaCCETy, COAEPKALIYIO !

() mo wMeHpwmeld Mepe OIHY MNPEACTABISAIOINYI0 WHTEPEC 3K30T€HHYIO
HYKJC€OTHUAHYIO IOCJIENOBATENbHOCTb, MNPEANOYTUTENBbHO MPEACTABIISIOMUN

UHTEpeC reH Oonee NPEANOUYTUTEIbHO AHTUT€HKOJAUPYIO YO

MOCJIEI0BATENbHOCTD, 1€ YKa3aHHas MPEACTaBIA0IAsl UHTEPEC HYKIE€OTUHAS
NOCJIEIOBATEIbHOCTD, MPEANOYTUTEIBHO NPEACTABIAILINN HHTEpEC I'eH, Ooee
HNPEeANOYTHTENBHO AHTUTC€HKOAUPYIOLIAas MOCIEA0BATEIbHOCTh (PYHKIIMOHAIBHO
CBsI3aHAa C IPOMOTOPHOM MOCIEI0BATEIbHOCTBIO, U

(IT) mo menbmeit mepe onua ULI8 ¢Qmankupyroumuii yuacTok MPOTHUB XOAa
TPAHCKPHUILUK, BbIOpaHHBIH U3 rpynmbl, BKaovaromeir: SEQ ID NO:S u Ha
70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
TOMOJIOTHUYHYI W/MJIM MIEHTUYHYIO K Hel mocienosBarenbHocTh, SEQ ID NO:9
u Ha 70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
TOMOJIOTUYHYIO W/WJIU UIEHTUYHYIO K HEH MOCIeA0BATEIbHOCTD, U

(III) mo wmenbmeit mepe omun ULI8 ¢Qmankupyromuii y4acTok Mo xony
TPAHCKPHUILUH, BbIOpaHHBIH U3 rpynmbl, BKaodarmei: SEQ ID NO:6 u Ha
70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
TOMOJIOTHYHYIO W/WJIM HUICHTHYHYIO K HelW mnocienosartenpHOocTh, SEQ ID
NO:10 u Ha 70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%,

98%, 99% roOMOJOrMYHVIO U/UJIU UAEHTUUYHVIO K HEH MMOCIEeN0BATEIbHOCTD.
) y
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HedextHspril mo pernnukanuu EHV Bektop mo onHomy u3 nyHktos 1 - 21, rne EHV
BKJIOYAET 3KCIPECCUOHHYIO KAaCCETYy, COAEPIKAILYIO
() nmo wmeHbmel Mepe OIHY NPEACTABJSIOLIYI0 HHTEpPEC OSK30T€HHYIO
HYKJIEOTHUAHYIO  IOCJIE€AOBATENbHOCTb, MNPEANOYTUTENBHO  MNPEACTABISIOIINN
HUHTEpeC TeH, bonee NPEANOYTUTEIBHO AHTUTCHKOAMPYHOIIYIO
IOCJIEAOBATENbHOCTD, A€ YKa3aHHAs MNPEACTABJAOINAs] HMHTEPEC HYKJICOTHAHAsS
NOCJIEIOBATENbHOCTD, MPEANOYTHTEIbHO MNPEACTABISAIOIUI MHTEpeC reH, Oojee
NPEANOYTUTEIbHO AaHTUTCHKOAUPYIOIAsl IOCJIEI0BATENbHOCTh (HYHKIHOHAJIBHO
CBsI3aHA C IPOMOTOPHOMN MOCIEN0BATEIbHOCTBIO, U
(I) mo wmenbmeir mepe oxuH ULS ¢nankupyromuidi ydacTok NpPOTHB XOAa
TPaHCKPHUNLUH, BbIOpaHHBIA U3 rpynmel, Briaovaromeit: SEQ ID NO:11 u na 70%,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
TOMOJIOTUYHYIO W/WJIU UICHTUYHYIO K HEH MOCIeA0BaTEIbHOCTD, U
(III) mo wmenpmeit wmepe oaun ULS ¢uankupyromuid y4acTOK N0 XOAY
TPAHCKPHUILUH, BbIOpaHHBIA U3 rpynmel, Bkiatovaromeii: SEQ ID NO:12 u na 70%,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
TOMOJIOTUYHYIO W/WJIU UIEHTUYHYIO K HEH MOCIeA0BATEIbHOCTD .
HedextHpiit no pennukaunn EHV Bextop mo nyHkry 21 unm 22, rae uHCEpLUHS
9KCIpecCuOHHON KacceTsl nHakTuBupyetr UL18 n/mnm ULS.
HedexTHbiit mo pennukanuu EHV Bextop mo onqHomy u3 nyHkTtoB 21 - 23, rae
uHcepuus skcnpeccuoHHo kaccetel B UL18 xapakrepusyercs neneuumei
ydacTka npubnausurensHo 945 no B npenenax UL18 ans RacH (SEQ ID NO:1)
unu Ha 70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%,
99% roMOJOTHYHON W/UJIN UIEHTUYHON K HEH MOCJIeI0BATEIbHOCTH.
HedextHbiil no pernkanuu EHV BekTop mo oxHomy u3 myHKTOB 21 - 24, roe
MHCEpLUUs DJKcnpeccuoHHON kacceTrsl B UL8 xapakTepusyercsa pAenenuei
ydacTka npudnusurensHo 2256 o B npenenax UL8 nms RacH (SEQ ID NO:2)
unu Ha 70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%,
99% roMOJOTHYHON W/UIN UICHTUYHON K HEH MOCIeT0BaTEIbHOCTH.
HedextHerii mo perunkanuun EHV BekTop mo omromy u3 nmyHkToB 1 - 25, roe
EHV BexTop BKJOYaeT MO MeHbIneld Mepe OAWH (IAHKUPYIOUIUN yYaCTOK,
BBIOpaHHbIA U3 rpynnel, BkIovammeii: SEQ ID NO:5, SEQ ID NO:6, SEQ ID
NO:9, SEQ ID NO:10, u Ha 70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%,
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96%, 97%, 98%, 99% TOMOJIOTUYHY IO u/unu UJIEHTUYHYIO
MOCJIEI0OBATENBHOCTD K KOOI U3 3TUX MOCIEeA0BaTeIbHOCTEH.

HedextHpiii no perunkanuu EHV BekTop mo ogHomy u3 nyHkToB 1 - 26, rae
EHV Bexrtop Bximouaer (I) mo mensimeit mepe ongun UL18 duankupyrommuii
y4aCTOK HNPOTHUB XOAA TPAHCKPUILHH, BRIOPAHHBIA M3 TPYNIIbI, BKJIOYAIOIIEH:
SEQ ID NO:5 u SEQ ID NO:9, u (II) nmo menpmeir mepe oaun ULI1S8
(bIaHKUPYIOIMHUI y4aCTOK MO XOAY TPAHCKPHUILMH, BHIOPAHHBIA M3 TPYIIIHL,
praouaromiei: SEQ ID NO:6 u SEQ ID NO:10.

HedextHoiit mo permukanun EHV BekTop mo onHomy u3 nmyHkToB 1 - 27, roe
EHV BexTop BKJIIOYAET MO MEHbIIEH Mepe OAMH (PIAaHKUPYIOLIUH Yy4YacTOK,
BbIOpaHHBIA U3 rpynnsl, Briaodaromeit: SEQ ID NO:11 u SEQ ID NO:12 u Ha
70%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%
TOMOJIOTHUYHYI0 W/WUIW HASHTHYHYIO IOCJIENOBATENbHOCTh K JIOOOH W3 3THUX
NOCJIEN0BATEIbHOCTEN.

Hedextrerii no perunkanuun EHV BekTop mo omromy u3 nyHkToB 1 - 28, rme
EHV Bektop Bkmouaer (I) mo menpmeir mepe oaun ULS8 ¢ranxupyrommuii
Yy4aCTOK MPOTHB XOJa TPAHCKPHUIILHMHU, BHIOPAHHBIH U3 TPYIIIBI, BKIIOYAKOMEH:
SEQ ID NO:11 u (II) mo menbmeii mepe onqud UL8 draHkupyromuii yuacTok
0 XOAY TPAHCKPUMIMU, BBIOPAHHBIM U3 rpynnsl, Bkiaoouarwieii: SEQ ID
NO:12.

HedexTHbiit mo pennukanuun EHV Bextop mo ogHomMy u3 nyHkToB 1 - 29, rne
ykaszaHHbli EHV BexTOp mpencraBiser co0Oil He BCTPEUAOLIMIICS B MPUPOLIE
u/unu pekomOuHanTHbIH EHV.

HedextHpiii mo perutnkanuu EHV BekTop mo onromy u3 nyHktoB 1 - 30, rae
nedexTHbII 1Mo perukanuu 0003HA4aeT, YTO CKOPOCTb pPEIJIUKALHH
yMeHbIlI€Ha M0 MeHblIel Mepe Ha 90%.

HedextHerii mo perunkanuun EHV BekTop mo ogromy u3 nyHktoB 1 - 31, rme
nedexTHbII 1Mo perIukanguu 0003Ha4aeT, dYTO CKOPOCTb pPEIIMKALHH
yMeHbIlI€Ha [0 MeHblIel Mepe Ha 95%.

HedextHprii mo perumnkanuun EHV BekTop mo omromy u3 nyHkToB 1 - 32, rae
neexTHpII 1O perukanguu 0003Ha4aeT, dYTO CKOPOCTb pEIUTUKAINU

yMEHbIII€Ha [0 MeHblIeH Mepe Ha 99%.
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Hedextneii no perumnkanuun EHV BekTop mo ogHomy u3 nyHkToB 1 - 33, rme
nedexTHBII Mo perIukauuu 0003HAa4aeT, YTO CKOPOCTh PEIUIMKAIMU OTMEHEHa
MOJIHOCTBIO.

HedexTHbrit mo pennukanuu EHV Bexktop mo ogHomMy u3 nyHkToB 1 - 34, rne
CKOpPOCTb perumnkanuu usmepsrot ¢ nomoupo TCIDsy ananu3za.

Hedextrpiii mo pernkaunu EHV BekTop mo omHoMy u3 myHKTOoB 1 - 35, rme
nedextHbIi o perinkanuu EHV BekTop Bce eme 3¢ eKkTUBHBII.

HedextHorii mo perumnkanuu EHV BekTop mo omHomy u3 nmyHkToB 1 - 36, roe
EHV Bektop BCce eme 5(PQPeKTUBHBIA, MOXKET pPEIIHIUPOBATHCS B
UHQUIIUPOBAHHBIX  3YKAPUOTHYECKUX  KJIETOYHBIX JIMHUAX, HO TOJbKO
yINaKOBaHHBIH B BHJAE KOMIETEHTHOro IO peIlJMKaluu BHUpyca B
KOMITJIEMEHTHBIX KJI€TOUYHbIX JUHUSX.

HedextHpril mo perumnkanuu EHV BekTop mo onromy u3 nyHkToB 1 - 37, roe
EHV BekTOp BKJIOYaeT MO MEHbLIEH Mepe OAHY MNPENCTAaBISIOIIYI) HHTEpPEC
HYKJC€OTUAHYIO TNOCJIEJ0BATEIbHOCTh, NPEANOUYTUTEIBHO MPEACTABIISAI0IUN

UHTEpeC reH bonee NPEANOUYTUTEIBHO AHTUT€HKOJAUPYIO YO

>
MOCJI€A0BATENbHOCTD, UHCEPTUPOBAHHYIO B UHCEPLUHUOHHBIN CamrT,
npennoututeabHo ULS6 u/unu US4,

HedextHpiit no perunkanuu EHV BekTop mo ognomy u3 nyHktos 1 - 38, rae
EHV Bektop BkJIOHYaeT JABe uaM OoJiee MPENCTABISIOMMX HHTEPEC
HYKJI€OTUAHbIE TOCJIENOBATEIbHOCTH, MPEANOYTUTEIBHO NPEACTABIAI0IUX
HUHTEpec reHa, Oonee NPEeANOYTUTENbHO AHTUTEH-KOAUPYIOIINE
NOCJIEIOBATEIbHOCTH, HHCEPTHPOBAHHbBIC B IBA UJIK OOJiee caiiTa MHCEPLIUH.
EHV Bextop mo nyHkty 38 unu 39, roe uncepuus B US4 xapaktepusyercs
YAaCTUYHOW HeNielueli, ycedueHneM, 3aMeHou, Monupukanued uiu nogqoOHbIM B
US4, rne USS ocraercss QyHKIIUOHAIBHBIM.

EHV Bextop no oxHomy wu3 nyHktoB 38 - 40, rme wuHcepuus B US4
XapakTepusyercs aeneuneil yuactka npudausurensHo 801 mo B mpenenax US4
nnst RacH (SEQ ID NO:24) unu Ha 70%, 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98%, 99% roMoOJOTHYHON W/UIK HUIEHTHYHOU K HEH
MOCJIEN0BATEIbHOCTH.

EHV Bextop no ogHomy u3 nyHkToB 38 - 41, rne EHV BexkTop BKItOUaeTr mo

MeHbIel Mepe OAuH (IAHKUPYIOIIUNH Y4YacTOK, BBIOPAHHBI W3 TPYIIIHI,
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prurovaromeit: SEQ ID NO:17, SEQ ID NO:18, SEQ ID NO:19, SEQ ID
NO:20, SEQ ID NO:21, u SEQ ID NO:22 u na 70%, 80%, 85%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% TrOMOJIOTUYHYIO W/ HJIH
UICHTUYHYIO MTOCIEI0BATENbHOCTD K JIIOOOH M3 3TUX MOCIE0BATEIbHOCTEH .
EHYV Bextop no ogHoMy u3 nyHkToB 38 - 42, rne EHV BexTop Bkmtouaer (I) mo
MeHbIell Mepe onuH JeBblii US4 QnaHkupyrmuil y4acTOK BBIOMPAKOT W3
rpynnbl, Bkaovawmed: SEQ ID NO:17, SEQ ID NO:19, u SEQ ID NO:21, u
(IT) mo menpmeit mepe oauH npaBbiii US4 GpnaHKUPYIOMHUN y4acTOK BBIOUPAIOT
u3 rpynnsl, Bkarodaromei: SEQ ID NO: 18, SEQ ID NO:20, u SEQ ID NO:22.
HedextHbril no pernkanuun EHV BekTop mo onHoMmy u3 myHKTOB 21 - 43, roe
yKa3zaHHas MpPEJACTaBJSOLIAs HHTEpeC HYKJIEOTHUAHAs IMOCJIEeA0BATEIbHOCTD
SABJISIETCS pEKOMOMHAHTHOMN W/MJIU reTepOIOrNYHON H/MJIH 3K30T€HHOM .
HedextHbril no pernkanuu EHV BekTop nmo oxHoMmy u3 nmyHKTOB 21 - 44, roe
yKa3aHHas aHTUIMeHKOAMPYIOLIAsi MOCIEN0BATEIbHOCTh OTHOCHUTCS K MAaTOrEHY,
UHQUIUPYIOIEMY JKHBOTHOE, BBIPAIIMBAEMOE B IMPOAOBOJBCTBEHHBIX IEJIAX,
TaKO€ KaK CBHUHbH, KPYMNHBIA pOTaTblii CKOT WJM NTULBl HJIH JOMAaIIHHE
JKUBOTHBIE, TAKHE KaK KOIIKA, JOMAaaAb UJIN cobaka.

HedextHpiil no pernkanuun EHV BekTop nmo oxHomy u3 nyHktoB 21 - 45, roe
AHTUTEHKOAUPYIOLIasi  IOCJAENOBATEIbHOCTh HMMEET IMPOUCXOXKIEHUE U3
naToreHa, BBIOPAHHOTO U3 MEPedHs, HO He OTPAHUYMBASACH TOJBKO UMHU. BHPYC
IIImannenOepra, BUpyC rpumnmna A, BUPYC PECHUPATOPHOTO M PENPOAYKTUBHOTO
CUHIpPOMA y CBUHEH, HUPKOBUPYC CBUHEH, BUPYC KIACCUYECKON YyMBbl CBUHEH,
BUPYC apUKAHCKOW JIMXOpaaKu CBUHEH, BUpyC rematuta E, BuUpyc nuapewu
KPYIHOTO pOraToro CKoTa, BHUpPYC O€IIeHCTBAa, KOWMA4Yuid MOPOUIITUBUPYC,
CTONOHSAYHAS Majodka, MHKOoOakTepusi TyOepkyné3a, aKTHHOOAIMJUISpHAs
NJIEBPONTHEBMOHUSL.

HedextHorii mo permukanuu EHV BekTop mo omHomy u3 nmyHKTOB 21 - 46,
KOTOPbIA  JONOJHUTEJIbHO  BKJIKYAET  JAONOJHUTENbHBIE  PEryJIsATOpPHBIE
MOCJNEOBATENIBHOCTH, TaKHe KaK CTOMN-KOJOH WM IOCJIEI0BATEIbHOCTD
NOJIMAJ€HUITUPOBAHUS.

HedextHbril no pernkanuun EHV BekTop nmo oxHoMmy u3 nmyHkToB 21 - 47, roe

NPENCTABSIOMUI HWHTEpeC TeH (PYHKIUOHAJIBHO CBSI3aH C PEryjasTOPHOU
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MOCJIE0BATEIbHOCTBIO, NPEeANOYTUTENbHO POMOTOPHOMU
MOCJIE0BATEIbHOCTBIO.

HedextHpiil no pernukanuun EHV BekTop no onHomy u3 nyHktoB 21 - 48, roe
npoMOTOpHas (bl€) MOCIEeNOBATENbHOCTH (M), GYHKLIMOHAJIBHO CBSI3aHHYIO (bI€)
C IPEACTABJISIFOLIMMHU UHTEPEC MOCIeI0BATEIbHOCTAMH UJIN I'€HAMH, BBIOUPAIOT
U3 T'PYIMIbI, HO HE OTPAHUYUBASICh TOJBKO UMH, BKIOUaromeii: SV40 0onbioii
T, HCMV u MCMV HemenneHHo-paHHuii reH 1, mpomotop ¢akTopa
SJIOHTAUMU anb(a dYeJoBeKa, OaKyJOBUPYCHBIH NPOMOTOP MOJUBIPUHA,
npoMoTop nmojumMepassl 1I, pyHKIHOHANBHBIA QparMeHT.

HedextHbril no pernkanuun EHV BekTop mo oxHoMmy u3 myHKTOB 21 - 49, roe
NPOMOTOpPHAs MOCIENOBATEIbHOCTD, (PYHKIHOHAJIBHO CBSI3aHHAS C IO MEHbIIEH
Mepe OJHUM MPENCTaBISIONIMM HHTEpPeC T'e€HOM, mpencTtasiser coboii MCMV
Wi ero  (QYHKUMOHANBHBIH  (QparMeHT WIM WX  KOMIUIEMEHTapHbBIE
HYKJICOTUAHBIE NTOCIEIOBATEIbHOCTH .

HedextHpril no peruukauun EHV BekTop mo ogHomy m3 nyHkToB 21 - 50, roe
IPOMOTOpPHAs MOCIENOBATENbHOCTD, (YHKIMOHAJIBHO CBA3aHHAsA C IO MEHbIIEH
Mepe OJHUM TMPENCTABISIOIUM HHTEpeC TeHOM, TIpeAcCTaBisier CcoOoM
saaorenHelt npomorop UL8 unu UL1S.

Hedextueiit no perumnkanuu EHV BekTop mo ognomy u3 nyHktos 1 - 51, rme
EHV BexTop BBIOMparoT u3 rpynnsl, Bkiawouaromeit EHV-1, EHV-3, EHV-4,
EHV-8 u EHV-9.

HedextHoiii mo perutnkanuu EHV BekTop mo omHomy u3 myHKTOB 1 - 52, rme
EHYV Bexrtop npencrasisier coboit EHV-1, npennouturensno RacH.
Knerka-xo3siuH MIJIEKONUTAIOIIEro, OTAMYAIOIIYIOCS TE€M, YTO OHA BKJKYAET
nedexTHbIi mo perinkanuu EHV BekTop mo ogHOMYy U3 myHKTOB 1 - 53.
Knerounas nunus, skcupeccupyromas UL8 w/unu UL18 w3 EHV wunu ero
(yHKIIMOHANIBHBIE YAaCTH IJIsl KYJIbTHBUPOBAHMS NEPEKTHOrO MO PEeIIMKAINU
EHV BekTopa no oqHOMY U3 NyHKTOB 1 - 53.

KneroyHnas nuHUs, BKJIKOYAKOMAS IJIA3MHUAY, BKJIKYAMY 3KCIPECCUOHHYIO
kaccery, Bkiaroyaromyo ULS8 w/unu UL18 u3 EHV unu ero ¢pyHKUMOHATIBHBIE
qacTH, rae kieroyHas JuHus skcnpeccupyer UL8 w/mmm UL18 wunm ero

($yHKIIMOHAIBHbBIE YACTH.
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Knerounas nuHus 1o myHKTY 55 unu 56, rae KJIeTKy BBIOMpPAIOT, HO He
OTPAaHUYHUBASCH TOJNBKO HMH, u3 rpynnsl: Vero kietkd, RK-13 (moukum
kponuka), ST (cunble suuku), MDCK (knerku Manun-lapbu nouex cobak),
MDBK (kxnetku Manun-/lapOu mouek KPyHmHOI'O POTaToro CKOTa) M KJIETKH
kosxu jgomaneit (NBL-6).

KnerouHnas nuHuUsS 1O OAHOMY M3 MYHKTOB 55 - 57, rae KJeTo4dHasl JUHUSA
npeacrtasisier co0oit ST KJIETOUHYIO JTMHUIO.

Cnoco0 nmonydeHust 1epeKTHOrO MO periuKanuu ajibdarepnecBupyca jomanei
(EHV), Bxmrouaromuii mHaktuBupoBanHbili UL18 w/mnmm UL8 mo ogHOMy wu3
nyHKTOB 1 - 53.

Cnoco0 nmonydeHust 1epeKTHOro Mo perinKanuu ajibparepnecBupyca jomanei
(EHV), Brirouarmomue CTaauu:

a) obecnieuenne EHV nukoro tuna unu ocnabnennoro EHV;

6) nnaktuBuposanue UL18 w/unu UL8 u3 EHV co craguu a) u cenexunro EHV
KJIOHOB, KOTOPBIE HE HECYT IMOJHYIO WU PyHKUHOHAIbHYIO yacTh UL18 u/mnm
UL 8;

B) oOecrnedeHne KOMIJIEMEHTHON KJIETOYHOW NUHUH, dKkcnpeccupyromeid UL18
w/unu UL8 unu ero ¢pyHKIMOHAIBHBIE YaCTH,

r) obecrnedyeHue nedekTHOro Mo perjaukKauuu aiabdarepnecBupyca Joraaei
(EHV) nyrem xynbruBupoBanus EHV co cragum 0) ¢ KOMIUIeMEHTHOH
KJIETOYHOH JTMHUEH CO CTaauH B).

HNMMyHOreHHass KOMIO3MLUs, BKJKOUAKOLass OAMH wWin Heckoabko EHV
BEKTOPOB IO OJJHOMY U3 NYHKTOB | - 53.

WUMMyHOTreHHasT KOMIO3HMIUS MO NYHKTY 61, rae yka3aHHas MMMYHOT€HHas
KOMIIO3MIIMSI JOMOJHUTENbHO BKJOUaeT (apManeBTUYECKH MPUEMIIEMBbIi
HOCUTEIb.

HNMMyHOreHHasi KOMNO3uLMs MO OAHOMY U3 NYHKTOB 61 unu 62, roe ykasaHHas
UMMYHOTE€HHAasi KOMIO3HUIUS NPEACTABIsAET COOOH BaKIIUHY .

Cnoco® mMMmyHH3auuu CyOBEKTa, BKIIOYAKIUI BBEIEHHUE TAKOMY CYOBEKTY
MMMYHOT€HHOW KOMIO3HUIUU IO ONHOMY U3 IMYHKTOB 61 - 63.

Cnoco®  neyeHWss WM  NPENOTBPAINEHHUS  KIMHHUYECKHUX  CHUMIITOMOB,

BBI3BIBAEMBIX MATOI€HOM, Y CYOBbeKTa, KOTOPBIH B 3TOM HYXKAAETCs, IIe Crocod
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BKJIIOYAET BBEIECHUE CYOBEKTy TepamneBTHYeCKH 3(P(PEeKTHBHOrO KOJIUYECTBA
UMMYHOT€HHOM KOMIO3ULUU MO OJHOMY U3 MYHKTOB 61 - 63.

66. HNMMmyHOreHHasi KOMIO3ULUS IO OJHOMY M3 NYHKTOB 61 - 63 1iisi npuMeHeHus
B cnocobe HMMMYHH3aluu CyObeKTa, BKJIOUYAIIIEMY BBEICHHE TaKOMYy
CyOBeKTy YKa3aHHOW MMMYHOT€HHOH KOMITO3UIUH .

67. HNMMyHOreHHass KOMIIO3ULIUS MO OJHOMY M3 MYyHKTOB 61 - 63 nyisi npuMeHeHus
B crmoco0e JeYeHHWsT UM TNPEeJOTBPAINEHUS KIUHHUYECKHUX CHUMIITOMOB,
BBI3BIBAEMBIX MATOM€HOM, Yy CYObeKTa, KOTOPBII B ’TOM HYKIAeTCs, IIe Crocod
BKJIIOYAET BBEICHUE CYOBEKTY TepameBTHYeCKH 3(P(PEKTUBHOTO KOJUYECTBA
YKa3aHHOW MMMYHOT€HHON KOMIIO3ULUU.

68. Cnoco0® unu mpuMeHeHHe 1O OAHOMY M3 MyHKTOB 64 - 67, rae yKa3aHHOIO
cyObekTa BBIOMPAIOT W3 MEPEUHs, BKIIOYAIOLIEr0 CBHHEW, KPYMHBIH POTaThIi
CKOT, IITHII, KOIIEK, Jomazaei u codak.

69. Cnocol unu nmpUMeHeHHe MO OJHOMY M3 MyHKTOB 64 - 68, rae HMMYHOTEHHYIO
KOMITO3ULIMIO BBOAST OJUH Pas.

70. Cnoco® mo oxHOMY M3 NMYyHKTOB 64 - 69, rie MMMYHOT€HHYI) KOMIIO3HIIUIO

BBOJSIT B BUJI€ IBYX WJIK OoJjiee 103,

IMTPUMEPBI
[00280] Cnengyromue  HMXKE  NPUMEpbl  BKJIOUEHbl  JJIsI  JIE€MOHCTpaLUH
NPEeANOYTUTENbHBIX BAapPUAHTOB OCYIIECTBJIeHUs wu3zo0pereHus. Crnenuanucram B
JAHHOW 00JacTHM TEXHUKH JOJKHO OBITh MOHSTHO, 4YTO CHOCOOBI, pPAacKpbIThIe B
npuMepax, TMPEeACTaBISIOT Cco0OM MEeTOAbl, pacKpbIThie H300peTaTeNsiMu s
HOPMAJbHOTO OCYLIECTBJICHUS HACTOSAIIEr0 HM300peTeHUs, U, TAKUM 00pa3oM, MOTYT
paccMaTpUBATHCS KaK MPEANOYTUTENbHbIE CIIOCOOBI €ro MPaKTHYECKOro MPUMEHEHHS.
Tem He MeHee, crieMaIUCTaM B JaHHOW O0JACTH TEXHUKHU JOJKHO OBITH OUEBHIHBIM
B CBETE HACTOSINEro OMHCAHWS, YTO MHOTHE H3MEHEHHUS MOTYT OBbITh CIENaHbl B
KOHKPETHBIX BapHAHTaX, KOTOPbIE PACKPBITHI, U MPHU 3TOM TAKKE YIAETCS MOJYyYUTH
NOXOKHH HWIM aHAJOTHYHBbIN pe3ynbTaT 0e3 OTCTYIJIEHHS OT CYIHOCTH U o0bema
HACTOSIIIEro U300pEeTEeHNUs..

ITPUMEP 1:
Co3nanue cTabuiapHOW KJIE€TOUHOM JauHUM, 3kcnpeccupyromeid EHV-1 ORF 43 (UL18)

unu ORF 54 (ULS8) ressl
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[0281] Cunretnueckuii, konoH-ontumusupoBanubeii ORF 43 (ORF 43(co)) reH,
SEQ ID NO:3, (Ha ocHoBaHuu HykjeoTuaHoH mnocnenosarenbHoctu EHV-1 RacH
mramMmma ORF 43 rena, SEQ ID NO:1) pacmennsanu ¢ nomoupo Xhol/BamHI u
muruposanu B pCEP Bektop (Invitrogen, Ne mo xaranory V044-50), paciuenyieHHbli ¢
MOMOIIBIO TAKUX K€ PECTPUKLMOHHBIX dHAOHYKJea3. [lonyuennyro nnasmuny, pCEP-
ORF43 (co) (Dur. 1), nuHeapusupoBalu U TPaHCPEKTHUPOBANU B KJIETKH SHUYEK
ceuerr (ST). Ilocne nByXHEAENbHOH CEJEKIUU C TUTPOMULIMHOM, CTaOUJIbHBIC
kietku, skcrpeccupyromue ORF43 (co) renst (ST-43-CO kiaeTku), NCMOABb30BAIH IS
BbIBeieHUs AedekTHOoro no permukaunn EHV-1 Bupyca.

[0282] Cunretnueckuii, konoH-ontumusupoBanubii ORF 54 (ORF 54(co)) reH,
SEQ ID NO:4 (Ha ocHOBaHMHM HYKJeOTUIHOU mnocnenosatenpbHocTu EHV-1 RacH
mramMmma ORF 54 rena, SEQ ID NO:2) pacmenmusanu ¢ nomompo Xhol/BamHI u
murupoBanu B pCEP BekTop (Invitrogen, Ne mo karanory V044-50), pacuienieHHbIi C
MOMOIIBI0 TAKUX )K€ PECTPUKLHMOHHBIX 3HAOHYKJIea3. [lonyueHnnyto nnasmuny, pCEP-
ORF54 (co) (Qur. 2), nuHeapusupoBaJu H TPaHCPEKTHPOBANIM B KIETKH SHYEK
ceuneit (ST). Ilocne nAByXHemENbHOW CEJIEKUUH C TUTPOMHIHHOM, CTaOUIIbHBIE
knerky, skcrpeccupyromue ORF54 (co) renst (ST-54-CO kieTkun), HCMOAB30BAIH IS

BbIBeieHUs AedekTHoro no pernnukaunn EHV-1 Bupyca.

ITPUMEP 2:

BriBenieHne BEKTOPHON KOHCTPYKIMU U nedekTHoro no pernukaimu EHV Bupyca

EHV-1AORF43 Bupvc, ¢ mCMYV npomoTtop-koHTpOoaupyemulii RFP. 3aMeHsgmunii
ORF 43

[0283] CozpmaBanu  cunreruueckyro JIHK ¢ caiiToMm  MHOXECTBEHHOIrO
kinonuposanust (MCS), ¢nankupoBanHyto ¢ npumMeHeHueM 171 HYKJIEOTHAOB NMPOTHUB
xona tpaHckpunuuu (SEQ ID NO:5) u 265 HykJI€0THIOB MO XOAY TPAHCKPHUILIHH
(SEQ ID NO:6) uz3 ORF 43 ren. mCMV (mpimumebii CMV  mpomotop)
koHTponupyemblii Red ¢nyopecuentHoiii 6enok (RFP/mCherry) (Shaner u nop., 2004)
UCIIOJb30BAIM B Ka4yeCTBE PENMOPTEPHOro reHa. B kadecTBe CUrHaNa TEPMUHALNHU
TpaHCKpUNUuK U ctadbunuzanuu ¢ynkuun MPHK, ncnonp3oBanu mocinenoBaTeabHOCTD
MOJIMaIEHHJIUPOBAHHSI TOPMOHA pocta KpymHoro poraroro ckora (BGHpA, Goodwin
& Rottman, 1992) HemocpeaCTBEHHO IO XOAY TPAHCKPUILUHM Ha 3 -KOHIE

penoprepHoro (RFP) rema. RFP ren, pacmemnensuwiii ¢ mnomombro Mlul/Sall
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PECTPUKLMOHHBIX JHIAOHYKJea3, kioHupoBanmun B MCS nns co3gaHus TmIa3Mubl
pUC43-mCMV-RFP. U3 stoii mnazmuzael, JJHK ¢parmenr ¢ mCMV-RFP-BGH poly-
A, ¢nankupoBanHblii ¢ nmomombio ORF 43 ¢rnankupyromux mnocienoBaTelbHOCTEN
(SEQ ID NO 7), pacuennsiiu u knonuposanu B EHV-1 RacH BAC JIHK, ucnonb3ys
cucremy RED pexomOunamuu, pans co3ganuss EHV-1-43-mCMV  RFP. Red
pexomOuHanus BoikirouaeT ORF43 u 3amensier ee Ha mCMV-RFP-BGH poly-A (®ur.
3). Ilocne cenexuuu ¢ mpuMeHeHuem kaHamunuaa, EHV-1-43-mCMV RFP BAC JJHK
no3xe TpaHchekTupoaiu B ST-43-CO kjeTku nyisi BbIBEAEeHUsS PEKOMOWHAHTHBIN

Bupyc- rEHV-1-43-mCMV-RFP.

ITPUMEP 3:

EHV-1AORF43 Bupyc, ¢ 3anoresasiM EHV-1 npoMmoTop-koHTpOIupyeMbiM RFP.

saMmerasromin ORF 43

[0284] B npyro#i Bepcuu 3amensl aedexkrHoro mo pernkanuu EHV-1 Bupyca,
ORF 43 3amensnu Ha RFP reH B paMmke CUUTBIBAHWUS, HUCIOJb3Ys MPOTOKOJI
mopupunuposanHoii RED  pexomOunanum (Pur. 5). ChHawana co3naBanu
cunrteruueckyo JHK Scel/Kanmamuumn JHK, ¢rankupoBanHyro ¢ momompio 171
HyKJIeoTHaA0B npotuB xona tpaHckpunuuu (SEQ ID NO:5) u 265 HykieoTHaos mno
xony tpanckpunuuu (SEQ ID NO:6) uz ORF 43 rena. Oror [IJHK ¢parment (SEQ ID
NO:8) TpancpopmupoBanu B E.coli K12 GS1783, necymyro EHV-1 BAC JIHK.
Cenexuus ¢ mMpUMEHEHHEM KaHAMULMHA NMPHUBOJUINIA K MOJYYEHHUIO NMPOMENXYTOUHBIX
EHV-1 knounos, rne ORF 43 3amensinu Ha ¢pparment Scel/Kanamuuun. 3atem, RFP
reH, (pJIaHKUPOBAHHBIA C MOMOIBK 161 HYKJIEOTHIOB MPOTHB XOAa TPAHCKPUIIUU
(SEQ ID NO 9) wu 120 nykiaeorunos no xoay tpanckpunuuu (SEQ ID NO:10) wus
ORF 43 rena, TpanchopMupoOBalu B BbIIIEyKa3aHHbIE KJIOHBI Jis cejekiuun EHV-1
BAC JIHK knonoB, rne ORF43 ren Oputa 3ameHeH Ha RFP B pamke cuuThIBaHUS
(EHV-1-43-RFP) (®ur. 4). EHV-1-43 RFP BAC JHK tpanchexruposanu B ST-43-
CO knerku nnst BeiBeneHHUs pekomMOMHaHTHBIH Bupyc- rEHV-1-43-RFP. ITockonbky
MBI HE BKJIIOYAJIUM KOHCTUTYTUBHBIN npoMoTop, To RFP skcnpeccuss B 3TOM cueHapuu
3aBUCUT OT cBolcTBeHHOM »skcnpeccuu EHV-1 rena ¢ momompio sugoresHoro ORF
43 mpomoropa.

ITPUMEP 4:
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EHV-1AORF 54 supyc, c mCMV npomorop-kouTpoaupyemeiM RFP. 3amMeHsiro mui
ORF 54

[0285] CozpgaBanmun  cunTeTnueckyro JHK ¢  MCS, ¢nankupoBannywo ¢
npuMeHenueM 200 HykieoTun0B npotus xoxaa TpaHckpunuuu (SEQ ID NO:11) u 200
HykJaeoTunoB no xoay tpaHckpunuuu (SEQ ID NO:12) uz3 ORF 54 rena. mCMV
koHTposupyembiii RFP reH, pacimennednsiii ¢ momoubio Mlul/Sall pecTpukimOHHBIX
SHAOHYKJea3, kioHupoBaiau B MCS nns cozpanus nnazmuasl pUCS4-mCMV-RFP. U3
sror mnasmunasl, JJTHK ¢parmentr ¢ mCMV-RFP-BGH poly-A, ¢aankupoBaHHBIH C
nomompbo ORF 54 ¢nankupyromux nocienosarenbrocTedt (SEQ ID NO:13),
pacmemisiiu ¢ nomombro [-Ceul u knonmposanmum B EHV-1 RacH BAC JIHK,
ucnonb3ys cucremy RED pexombunauuu nist coznanus EHV-1-54-mCMV RFP. Red
pexombunamnus BeikiaodaeT ORF54 u BctpanBaer mCMV-RFP-BGH poly-A B TOT ke
cambiii yaactok (®@ur. 6). Ilocne cenekuun ¢ npuMeHeHneM kaHamunuHa EHV-1-54-
mCMV RFP BAC JHK mnosxe tpaHcektupoBamn B ST-54-CO xnerkm 1
BbIBEIeHUs] peKoMOMHaHTHBIN BUpyc- TEHV-1-54-mCMV-RFP.

ITPUMEP 5:
Jedextuniii no permmkauun EHV-1 Bupyce ¢ tpancredamu B ORF43 uau ORF54
[0286] OOpunbie ST knerkn, ST-43-CO  «knerku u ST-54-CO  kneTku

MHQULUHUPOBAIH C PA3JUYHBIMU MHOXECTBeHHOCTsAMH 3apaxeHus (MOI) Bupycamu
EHV-1/RacH, rEHV-1-43-mCMV-RFP, rEHV-1-43-RFP u rEHV-1-54-mCMV-RFP.
UndpuuunpoBaHHbie KISTKH HAOMIOOANN Kakable 24 yaca JJisi ONpeaeseHus: SKCIpecCuu
reHa u oOpa3oBaHusi OJsimieK ¢ TOMOINBI (PIAYyOpPECHEHTHOW MHKPOCKOIHUH.
Huronatuueckuii 3¢dexr (CPE) nHabmromanu ¢ mOMOIIBIO CBETOBOH MHUKPOCKOIHH;
Bupyc codupanu npu 70% CPE u Tutrposanu ¢ momoiso TCIDSO0.

[0287] Kak mokazano ma ®@ur. 7, EHV-1/RacH Bupyc BhI3bIBa€T CyIIECTBEHHOE
CPE BO Bcex Tpex KJIETOYHBIX JIMHUAX. XapaKTepHble OJAMKHA HaOMOJaIl BO BCEX
kJieTkax, uHpuuuposaHHbIx ¢ nomombio EHV-1/RacH Bupyca, moaTBepsknmasi, 4To
cTabunpHbIe KIETKH, co3naHHble B IIpumepe 1 u Ilpumepe 2, mognepsxkusatror EHV-1
penIuKaLunio, Takke Kak 1 00bruHble ST KIeTKH.

[0288] OG6bryuble ST kmetku u  ST-43-CO  knerkum wHPUUHPOBAIH €
npumenenuem rEHV-1-43 -RFP Bupyca (®@ur. 8). HecmoTps Ha TO, uTO 0bOa THHA

kieTok uHpuuposann c¢ npumeHenunem rEHV-1-43 -RFP Bupyca (kakx BHUIHO Ha
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ocHoBanuu GFP skcnpeccun), CPE u npoaykmus Bupyca HaGmonanuch Tonbpko B ST-
43-CO  knerkax. Okcmpeccusi TpaHcreHa (RFP) wnaOmiomanmace BO  Bcex
UHQUIUPOBaHHBIX KieTkax, HO BuauMmble CPE unu Ondmku TONBKO HAOIIOIANHNCH
ucknrounutenpHo B ST-43-CO knerkax.

[0289] 3arem, oObiyHbie ST kietku u ST-43-CO kjaeTku UHPUUUPOBAIU C
npumenenueM rEHV-1-43-mCMV-RFP Bupyca (®@ur. 9). HecmoTps Ha TO, 4uTo 00a
TUMa KJIeToK uHpuuupoBanu ¢ npumeHeHuem rEHV-1-43-mCMV-RFP Bupyca (kak
BunHO Ha ocHoBaHuu GFP skcnpeccun), CPE u nponykuuss Bupyca HaONHOIATUCH
tonbko B ST-43-CO knetrkax. Dkcmopeccus tpancrena (RFP) naGmromanace BO Bcex
UHQUIMPOBaHHBIX KieTkax, HO BuauMble CPE uiam OasfmKku TONBKO HAOIIOIANHCH
uckmnouuTenbHo B ST-43-CO kneTkax.

[0290] JlanHble, IpeACTaBJEHHbIE Bbille, NOATBEpPkAar0T, yTo EHV-1 Bupychl, B
koTopbix oTcyTcTByeT ORF43 ren, Moryr pemnuuupoBaTbCs TOJbKO B KJETKax,
skcrapeccupyromux ORF 43 Genok (kak B ST-43-CO knerkax), HO He B OOBIYHBIX
KJIETKax. ODTH JaHHbIE TaKXe CBHUAETENbCTBYIOT O TOM, 4To ORF43 moxeT ObIThH
3aMeHeHa Ha Jpyrodl TpaHCreH, KOTOpbIi MOXKET JOKCIPECCUPOBAThHCS B
MHQUIIMPOBAHHBIX KJETKAaX C IMOMOINBI BHEIIHETO npomoropa (takoro kak mCMYV)
win B kadectBe yactu EHV-1 renHos (0e3 BHemHero mpomMoTopa, € SHAOTEHHBIM
MIPOMOTOPOM).

[0291] B 3aBepuienne, oobiunbie ST knetku u ST-54-CO kneTku UHPUIUPOBATH
c npumenenueM rEHV-1-54-mCMV-RFP Bupyca (®ur. 10). Hecmorps Ha TO, uTo 00a
TUNA KJIeTOK uHpuuupoBanu ¢ npumeHeHuem rEHV-1-54-mCMV-RFP Bupyca (kak
BunHO Ha ocHoBauuu GFP skcnpeccun), CPE u nmponykuus Bupyca HaOI0OIAIUCh
tosibko B ST-54-CO knetrkax. Dkcmopeccus tpancreHa (RFP) naGmromanace BO Bcex
UHQUIMPOBAaHHBIX KieTkax, HO BuauMble CPE wam OasmKu TONBKO HAOIIOIANHCH
ucknrounteabHo B ST-54-CO  kjerkax. OTU JaHHBIE, NPENCTABJIEHHBIE BBILIE,
noaTsepxkaarT, uto EHV-1 Bupycel, B kotopbix orcyrctByer ORF54 ren, moryr
pPenIuUUpPOBATHCS TOJNBKO B KieTKax, skcrnpeccupyromux ORF 54 Gemnox (kak B ST-
54-CO kyerkax), HO He OOBIYHBIX KJETKaxX. DTHU JAaHHBIE TaK)Xe CBUIETEIbCTBYIOT O
ToM, uro ORF54 moxer ObITh 3aMEHEHa Ha JAPYrod TPAHCIeH, KOTOPBIH MOXKET
SKCIPECCUPOBATHCS B MHPUIUPOBAHHBIX KJIETKAX C MOMOINBI0 BHEUIHErO MPOMOTOPA

(Takoro kak mCMYV).
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[0292] Mbl CcpaBHHMBaJI TUTPBl  PA3JMYHBIX PEKOMOMHAHTHBIX BHPYCOB,
OPOAYLUHPYEMBIX PAa3JUYHBIMH KJETOUYHBIMU JHUHUIMU (B TpeX IOBTOpax). OITH
JaHHbIE HArJAAHO JEMOHCTPUPYIOT, YTO BUPYCHI, B KOTOPBbIX OTCYTCTBYIOT ORF 43
wnn ORF 54, He moryT perinuupoBaTbes B 00buHbIX KieTkax (Tabmuna 1).

[0293] Tabauua 1

Ne Bupyc Hpoayuupyembliii Turp
o0pa3ua B KJIeTKaX (TCIDso/mu1)

1 rEHV-1-43 -RFP ST 0

2 rEHV-1-43 -RFP ST-43-CO 6,49E+06
3 rEHV-1-43-mCMV-RFP ST 0

4 rEHV-1-43-mCMV-RFP ST-43-CO 5,99E+06
5 rEHV-1-54-mCMV-RFP ST 0

6 rEHV-1-54-mCMV-RFP ST-54-CO 1,24E+06

I[TPUMEPBI 6:

JedbextHolli 1o peruinkanuu EHV-1 BUpyYC ¢ TpaHCreHaMu B APYIUX cailTax

HHCEPIUN

[0294] Co3naBanu CUHTETUYECKYIO JHK c braHKHUPYOIMHUMHU
MOCJIeIOBATENbHOCTSIMU K MHakTuBUpoBaHOW ORF 43 monHocThio 3a aBa 3Tama red
pexkombuHanuu u tpaHcpopmupoBanu B GS1783 knerku, necymue EHV-1/HA BAC
JHK (HA mnocnenosarenpuocts, SEQ ID NO:14). Ilocne aByx ostamoB red
pexkomOunanmu, ORF 43 Opa wuHakTUBUpOBaHa  (MOATBEPXKIEHO  IMyTEM
cekBeHupoBaHus no CeHrepy, NaHHble HE TpPEACTaBIeHbI) s co3ganuss EHV-1-
AORF43-HA. EHV-1-AORF43-HA BAC JJHK (¢ mCMYV koutponupyembim HA
reiom B ORF 1/3 caiite u orcyrctBuem ORF 43) tpancdextuposanu B ST-43-CO
KJIETKH JJIsI BeIBeZeHUs1 pekoMOuHaHTHBIN Bupyc: TEHV-1-AORF43-HA.

[0295] Co3naBanu CUHTETUYECKYIO JHK c (bIaHKUPYIOIMHUMHU
MOCJIeIOBATENbHOCTSIMU K mHakTuBHpoBaHOW ORF 54 monHocThio 3a nBa 3Tama red
pexkomOuHanuu u Tpanchopmuposaiu B GS1783 knerku, Hecymue EHV-1/HA BAC
JHK (HA mnocnenoBatensHocth, SEQ ID NO:14). Ilocnme nByx osrtamo red
pekombunamuu, ORF 54 Opma wHakTUBHpPOBaHAa  (NOATBEPXKIEHO  MyTEM
cekBeHupoBaHusi mo CeHrepy, NaHHbIe He TpPEACTaBJeHbI) s co3maHuss EHV-1-
AORF54-HA. EHV-1-AORF54-HA BAC JJHK (¢ mCMYV xontponupyemsim HA
resoMm B ORF 1/3 caiite u orcyrctBuem ORF 54) tpancdexktuposanum B ST-43-CO

KJIETKH JJIsI BeIBeZeHHsl pekoMOuHaHTHBIN Bupyc: TEHV-1-AORF54-HA.
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[0296] Ecnmu oObrynbie ST m ST-43-CO knerku WHGUIUPOBAIHU C TMOMOIIBIO
rEHV-1-AORF43-HA npu pasnuuaeix MOI, To CPE/mpoaykuus Bupyca
HaOmoganuch ToJNbko B uHbpurupoBaHHbix ST-43-CO knerkax. HA skcmpeccust B
MHQULHMPOBAHHBIX KJETKaX MOXET OBITh MNOATBEpXkIeHa ¢ mnomombo MDA
(MmMyHO(IyOpeCcLeHTHBIH aHalu3), UCIOIb3ys aHTuTeN 0 K HA.

[0297] Ecnu oObrunabie ST u ST-54-CO kjeTku WHPUIUPOBAIU C IMOMOIIBIO
rEHV-1-AORF54-HA npu pasnuuaeix MOI, To CPE/mpoaykuust BHpyca
HaOMoganuch TOJNbKO B uHuIupoBaHHbix ST-54-CO knerkax. HA skcmpeccust B
UHQUIUPOBAHHBIX KJETKaX MOXeT OBITh TNOATBEpPKAEHAa ¢ mnomomblo HMOA
(MUmMmyHO(]IyOpeCeHTHBIN aHAaIN3), UCTIONb3Ys aHTUTeN0 K HA.

IMTPUMEP 7:

Tectuposanue nedextHodl mno pemnnkauuu EHV-1 BekTOPHOU BaKLKUHBL

skcopeccupvome HA B apyrux cafitax MHCEPLIMHU 1n vivo Y CBUHEH

[0298] Co3naBanu CUHTETUYECKYIO JHK c braHKHUPYOIMHUMHU
MoCJieIOBaTENbHOCTSIMU K mHakTuBHpoBaHOW ORF 43 monHocThiO 3a nBa 3Tama red
pexkomOuHanuu u tpanchopmupoBanu B GS1783 knerkm, Hecymue EHV-1/HA BAC
JHK (HA mnocnenosatensHocth, SEQ ID NO:25). Ilocne aByx ostamoB red
pexkombunanuu, ORF 43 Opma uHakTUBHpOBaHAa  (IOATBEPXKIEHO  IyTEM
cekBeHupoBaHus no CeHrepy, NaHHble HE NpeACTaBieHbl) 1iaa co3ganus EHV-1-
AORF43-HA. EHV-1-AORF43-HA BAC JJHK (¢ mCMV kontpoaupyemeim HA
resom B ORF 1/3 caiite u orcyrctBuem ORF 43) Tpancdexktuposanu B ST-43-CO
KJIETKH JJIsI BhIBeZeHusl pekoMOuHaHTHBIN Bupyc: TEHV-1-AORF43-HA.

[0299] Ecnu HexommuemenTHoie ST knetku u ST-43-CO kneTku WHOULIHPOBAIH
¢ nmomoubio TEHV-1-AORF43-HA, to CPE/npoaykuus Bupyca HaOMOIAINCh TOJIBKO
B uHpuuuposanueix ST-43-CO xnerkax. HA (SEQ ID NO: 25) skcmpeccuss B
UHQUIUPOBAHHBIX KJIETKaX MOXET OBITh TOATBEpKAEHAa ¢ mnomomblo HMOA
(MUmmyHO(DIyOpeCeHTHBIN aHaIN3), UCTIONb3ys aHTuTesno kK HA (®ur. 19).

[0300] Jlns TecTUpOBAaHUS BO3MOKHOCTEeH nedekTHbhIX mo perumukanuu EHV-1
BUPYCOB B KayecTBE BaKIWH, 5 CBHHEH B BO3pacTe OAMHHAALATbL HEOEIb
BaknuHupoBaiau aBa pa3a (Hdenr-0 u Jlenp-14) ¢ momompio rEHV-1-AORF43-HA
Bupyca. KOHTPONBHYIO TIpynmy >KMUBOTHBIX BAKIMHHUPOBAJIW C MOMOLIBI TUIanedo.
UccnenoBanue unrubuposanus remarrmoruHanuu (HI) ocymecTsnsinu ans Bcex

o6pa3u03 CBIBOPOTKH IJid TCCTUPOBAHUA, 6YI[YT JIU BAKIUUHUPOBAHHBIC CBUHbU HECTHU
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aHTUTEJa K AHTHIeHYy, NMPUCYTCTByHOLIeMy B nepekTHoM mno pennukaunu EHV-1
BHUpYCE.

[0301] Bce 5 BakLUMHUPOBAHHBIX XMBOTHBIX HUMeNH cyuiecTBeHHble HI TUTpEI
nocjie onHOM BakuuHauuu. HI TUTpBl AONOJHUTENBHO TMOBBIINAIUCH Y BCEX
BAKLIMHMPOBAHHBIX CBMHEHW MOC€ BTOpON BakuuHanuu. Hu OOHO M3 KOHTPOJIBHBIX
KUBOTHBIX He uMejo cyuiecTBeHHbIX HI TuTtpoB B cxonHble TecTupyemble nHU (Dur.
20).

ITPUMEP 8:

IIlpumenenune ORF70 (US4) carita wuHCcepuuu ¢ p455 OpOMOTOPOM B

pekomMOuHanTHBIX EHV-1 BEKTODHBIX  BAaKIMHAX W KOHCTPYUDPOBAHUE

pPEeKOMOWHAHTHOTO BUpPYCa
[0302] IemarrmroTunud rpunmna noatun H3 (A/swine/Italy/7680/2001(H3N2), Ne
noctyna GenBank: ABS50302.2) knonuposanu B pU70-p455-71K71 (®ur. 11, SEQ

ID NO. 15) nns co3ganus tpaHchepHoi mmazmunsl pU70-p455-H3-71K71, nomemas
H3 non xoHTponp p455 mpomoropa U HOBbIH 71pA curHan nojauageHUINPOBAHUSA U
bIaHKUPYsT KacCeTy ¢ peKOMOMHAHTHBIMHU y4dacTkamu st uHcepuuun B ORF70 (®uwur.
12, SEQ ID NO:16). UcnonszoBanu cucremy RED pexomOunanmu (Tischer u mp.
2006 Biotechnol. Tech. 40, 191-197) nna KJIOHUPOBAHUS 3KCIPECCHOHHONH KaCCETBI
p455-H3-71 8 ORF70 u3 pRacH-SE nnsa coznanus pRacH-SE70-p455-H3 (Pur. 13).

PK/WRL «knerku TtpanchextupoBanu ¢ mnomombio pRacH-SE70-p455-H3, nns
BbIBeeHus1 pekomOuHanTHOro rEHV-1 RacH-SE70-p455-H3 Bupyca. HHcepuwmro
SKCIPECCUOHHON KacCeThl MOATBEPIKAAIN MyTeM CEKBEHHPOBAHUS BBICOKOTOYHOTO
I[TJIP mpoaykTa ydYacTKa HHCEPUHU. ODKCIPECCHUI0 TPaHCreHa B HHOHUIIMPOBAHHBIX
KJIETKaX AaHAJU3UPOBAIM C TMOMOMBID M HENPAMOro HMMYHO(IYyOpPECHEHTHOrO

ananuza (MPA, @ur. 14).

ITPUMEP 9

TecTupoBaHHE in ViVO MOHOBAJEHTHOM BAaKIIMHBI BHPYCA T'PUINA HA OCHOBAHHHU

sektopa EHV-1 (H3 BakumHa) 1Jisi CBUHEN

[0303] Hnst tectuposanus s¢pdextuBHoctu rEHV-1 RacH-SE-70-p455-H3 B

Ka4yeCcTBE MOTEHIHAJbHON BaKLMHBI, MOPOCAT O0€3 MAaTEPUHCKOTO UMMYyHHUTETa K AV
cBuHel (0e3 MaTepuHCKHX AaHTUTEN) BAaKLMHUPOBAJIM JABAa pa3a C NPUMEHEHUEM

REHV-1 RacH-SE-70-p455-H3 B poze 1x1077 TCIDS50/mMn BHYTPUMBIIIEYHO B
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BO3pACTe ABYX W IISITH HEAEIb COOTBETCTBEHHO, WUJIM TOJBKO B BO3PACTE IATH HEAEIb
(omHOKpaTHass BakuuHauus). HeBakUMHUpPOBAaHHAs TpylNIa IOPOCIAT CIYXKHJIA B
Ka4yeCTBE OTPHULATEJBbHOTO KOHTPOJsA, & IPYINa *KUBOTHBIX, KOTOPbIX BaKLUHUPOBAIU
B BO3pacTe JABYX M MATH HeAedb C IOMOINBI KOMMEpPUYECKU JOCTYNHOMU
WHAKTUBUPOBAHHON BakuuHbl [AV CcBUHEHl B COOTBETCTBUHM C HHCTPYKLUUSIMHU
npousBoauTens (HO B MOMEHTBHl BpPEMEHHM BaKIUHAMHU), CIyXWIa B KauecTBe
MOJIOKUTEJBHOTO KOHTposisi (yOurtasi). B Bo3pacte 8 Hemenb, BCEX KHUBOTHBIX, 3a
HUCKJIIOUEHUEM OTpPHULATENbHON KOHTPOJBHOW TPYIMBI, 3apa)kajld HHTPaTpaxeaabHO
npumensiemoit no3oit 1x1077 TCIDS50/mn H3N2 mramma [AV cBuHel ajis 3apaskeHus
(mzonsar  EBpomeilickoro  monesoro  Bupyca R452-14, u4eit H3  sBusercs
rerepoyiorndyHbIM K H3 aHTHreHy BakuuHbl, ucnoigb3yemomy B RacH-SE-70-p455-H3).
HeBakuMHUpPOBaHHBIE W  HE3aPa’XCHHBbIE  JKUBOTHBIE CIYXWUJIU B  KadeCTBe
OTPHULATEIIBHOTO KOHTPOJIsi, B TO BpPe€Ms KaK HEBAKLMHHPOBAHHBIC, HO 3apa’K€HHbIE
JKUBOTHBIE CIIY>KUJIM B KA4€CTBE KOHTPOJIS 3apakeHus. M3mepsanu temneparypy tena u
orbupanu oOpa3nbl KPOBU B OINpENEJIeHHbIE MOMEHTHl BpeMeHu. Yepe3 OoguH AeHb
Nocje 3apaKeHHs, IOJIOBUHY J>KMBOTHBIX B KaXAOW rpynme yOuWBalu M JIErKHE
OLIEHUBAJIU IS ONpEeNeNIeHUs] HAJW4us MOPaXEeHHWH, TUMUYHBIX 1 uHpexunu [AV
CBHHEN, Tpu oOpasua JEerkux JEeBOr0 W MpPaBOro JIETKOro OTOMpalu y KakIoro
JKUBOTHOTO, COOTBETCTBEHHO, AJIs OnpeneneHus MHQEeKUnOHHbIX TUTPOB IAV cBuHeil
B rOMOTeHaTaxX JerkKux, a Takxke orOupanu oOpasipl OPpOHXOANbBEOISIPHBIX CMBIBOB
(BALF). AHanoruyHyio npoueaypy NpOBOAUIN C OCTABLIEHCS MOJOBUHOM JKUBOTHBIX
Ha IpyINy 4epe3 TPU AHs MOCJE 3apa’KeHUs.

[0304] IIpyn uccnenoBaHUM MOBBILIEHUS TEMIEPATyphl Tejla MOCJIE NPUMEHEHUS
Bupyca AV cBuHel Ans 3apax€Husi, B OTJIMYHE OT MOPOCAT, BAKLMHUPOBAHHBIX IBa
pasza ¢ npumenenueM rEHV-1 RacH-SE-70-p455-H3, HeBakIIuHUPOBaHHbBIE )KUBOTHbIE
IPOJEMOHCTPHPOBAJIM NMOBBILIEHHE TEMITEPATYPbl Tejaa npudbiausurenpHo Ha 1°C gepes
OJVH AeHb mocie 3apaxkeHus (Pur. 15).

[0305] OueHnBaNM MOKA3aTENU JErKUX Yy KUBOTHBIX, YOUTBHIX uepe3 | wnum 3 nHA
nocje 3apakeHus. TUMHYHBIE MOPaKEHUs B JIETKUX, CBS3aHHBIE ¢ MHPULUHPOBAHUEM
IAV cBuHell, OTCYTCTBOBAJM y MOPOCAT B OTpPULIATENbHOIN KOHTpoJbHOU rpynmne. Ho,
HaOJII0anuCh OPaKEHUs B JETKUX (B CpenHeM B nuamnazoHe 6 - 7%) y 3apaXeHHOM

KOHTPOJbHOW rpynmbl. B 3aBepiieHne, cpeaHHE 3HAYEHUS MOPAKEHUS JIETKUX ObLTH
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CYIIECTBEHHO HMXe (MeHee 4eM 4%) y MOpoCAT, BAKIMHUPOBAHHBIX JBa pas3a C
npumenenuem rEHV1-RacH-SE-70-p455-H3 Bakuunsl (Pur. 16).

[0306] OuenuBanu cpenHue 3HaueHuss TUTPOB IAV cBuHell B Jerkux vy
JKUBOTHBIX, yOUThIX uepe3 | mnm 3 gHsA mocie 3apaxkeHus. B 1o Bpems kak [AV
CBHHEH OTCYTCTBOBal B o0pasmax JEerkux OT MOPOCST OTPULATENbHOH KOHTPOJbHOM
IPYMIbI, 3apa)K€HHasi KOHTPOJIbHAS IPyINIa NPOAEMOHCTPUPOBAJa TUTPBI BUPYCOB HA T
JErOYHON TKaHU B Auamna3oHe oT Oosbiie 5 (meHs 3) mo Oonbime 7 log (menn 1). Ipwu
KapaAUHAJIbHOM OTJWUYUH, CPEIHHE 3HAYEHUS IJI TPYNIbl ObUIH CHJIBHO CHHKEHBI J10
npuOIU3UTENBHO ABYX l0g MJIM MeHbINE AJs T'PYIMIbI, BAKIIMHUPOBAHHON OJIHMH pa3 C
npumenenueM rEHV1 RacH-SE-70-p455-H3 BakuuHbl, ¥ yMEHbIIEHbl [0
HEOOHapy»KMBAae€MbIX YPOBHEH [Js TpPyNIbl, BaKIUHUPOBAHHOW JaBa pasa cC
npumenenuem rEHV-1 RacH-SE-70-p455-H3 Bakuunsl (Pur. 17).

[0307] IIpu TecTupoBaHMM MHAYKIUU HEHTpanu3yroIIux aHTuten k IAV cBunei
1ocjie BaKLUMHALIMKU, CBIBOPOTKM OT >KUBOTHBIX, BaKLUMHUPOBAHHBIX OJUH pa3 C
npumenenueM rEHV-1 RacH-SE-70-p455-H3 BakuuHbI, NIPOJEMOHCTPUPOBAIHN TUTPBI
pPeLUNPOKHONW HEWTpaNIU3aluy B AHAINa3oHe NpubausuTenpHo 160, yepe3 Tpu Hexenu
1ocJie MepBO BAaKLMHALMU, & CBIBOPOTKHU OT JKMBOTHBIX, BAKLIIMHUPOBAHHBIX JBa pasa
¢ npumeHeHneM rEHV-1 RacH-SE-70-p455-H3 BakuuHbl, OpOAEeMOHCTPUPOBAIU
HETpPAJNU3yIOIIHe TUTPBl npubnuszutrenpbHo 2560 wyepe3 Tpu Hexenu mnociue 20i
BaKLMHALMU, B TO BpeMs KaK ChIBOPOTKA OT HEBAKLUMHUPOBAHHBIX I'PYII HE HUMesa
oOHapyKMBaeMbIX YpOBHEH HelTpanusywmue antuten Kk IAV csuneit (Qur. 18).
[0308] B3zsaTeie B COBOKYIHOCTH, JaHHBIE u3 3THUX MIPUMEPOB
NPOAEMOHCTPUPOBANU, 4YTO TpaHcreHel, uHcepTtupoBaHHble B ORF70 B EHV-1
BEKTOPHOM Kapkace, MOTYT 3KCIPECCUPOBATHCS, UCIOJb3Ysl HAPYKHBIM NPOMOTOpP, U
nonyuyeHHble pekoMOuHaHTHbie EHV-1 BekTOpBl MOTYT HCIOJB30BAaThCS I Vivo B

KayeCTBE NOTEHIUAJIbHON KaHIUIATHON BaKI[UHBI.
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OOPMVYIJIA U30BPETEHM A

1. HedexTHblll MmO pernuKanuu BEeKTOp alibdareprnecBupyca Jomangei

(EHV), conepxamuit unakrusanuio UL18 u/unu ULS.

2. HedextHoiii no permnukauuu EHV  BekTtop mno mnyHkty 1, rxe
uHaktuBauuss UL18 w/mnu UL8 mnpencraBnsier coOOW MOJHYK WX YaCTHYHYIO
OeNEeUHI0, TOJHOE MJIM YaCTUYHOE YCEeYeHHE, MOJHYK MJIM YaCTHUYHYK 3aMEHY,

MOJIHYKO WK YaCTUYHYIO UHBCPCUIO, HHCCPIUIO.

3. HedextHbrii o perummkanun EHV Bektop mo mysHkty 1 wnm 2, roe mo
MEHbIIEH Mepe 1 HykIeOoTua, MO MeHbLIEH Mepe 2 HyKjIeoTuaa, Mo MeHblIel mepe 3
HYKJIEOTUA, 10 MEHbIIEH Mepe 4 HyKJIeOTHuaa, 1O MEHbIIEH Mepe 5 HYKJIE€OTUAOB, MO
MeHbiell Mepe 10 HykJI€eOoTHAOB, MO MEHbIIEH Mepe 25 HYKJIEeOTHAOB, MO MEHbIIEH
mepe 50, HykieoTuaoB, o MeHpwend mepe 100 HykimeoTnnos, no MeHpmenn mepe 200
HYKJI€OTUA0B, no MeHbmed wmepe 300 HykmeoTunos, nmo MeHbwen wmepe 400
HYKJI€OTUAOB, N0 MeHblen wmepe 500 HykneoTunos, nmo MeHbpwen wmepe 600
HYKJI€OTUAOB, N0 MeHbien wmepe 700 HykmeoTunos, mo MeHbpwen wmepe 800
HYKJIEOTUAOB, MO MeHbumen Mepe 900, HyKIe€OTUROB, MO MeHblIeH Mepe 925
HYKJIEOTUAOB, MO MeHbued Mepe 940 HYKIE€OTHUAOB YyAaJleHO, 3aMEHEHO WU

UHBEpPTUPOBAHO B npegenax UL18.

4. HedextHblit no perutukauun EHV BekTop mo ogHOMY U3 MyHKTOB 1 - 3,
rae Mo MeHbUIeW Mepe 1 HyKJIeOTHA, IO MEHbIIEH Mepe 2 HyKJIeOTHUAa, IO MEHbIIEH
Mepe 3 HyKJeOTHAAa, MO MeHblled Mepe 4 HyKJIeOoTHAa, N0 MeHbIIed Mepe 5
HYKJI€OTUAOB, IO MeHbwed wmepe 10 HykjgeoTHaoB, O MeHblied wmepe 25
HYKJI€OTUAOB, NO MeHbwed Mepe S50, HykneoTuaos, o MeHbwed wmepe 100
HYKJI€OTUAO0B, N0 MeHblied wmepe 200 HykneoTunos, no MeHpmen wmepe 300
HYKJI€OTUA0B, no MeHbled wmepe 400 HykneoTunos, nmo MeHpmen wmepe 500
HYKJI€OTUAOB, N0 MeHblied wmepe 600 HykneoTunos, nmo MeHpmen wmepe 700
HYKJI€OTUAOB, NnOo MeHbmed Mepe 800 Hykneorunos, no Menbmen Mepe 900,
HYKJI€OTUAOB, no MeHbuied Mmepe 1000 nykneorunos, mo Menbmed Mmepe 1250

HYKJI€OTUA0B, o MeHbwen wmepe 1500, HykyieoTunos, mo MeHblien mepe 1750
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HYKJI€OTUAOB, o MeHbuied wmepe 2000 HykiaeoTunos, mo MeHbuied Mepe 2225

HYKJIEOTHUIOB yaJI€eHO, 3aMEHEHO UJIM HHBEPTUPOBAHO B npexnenax ULS.

5. HedextHbiit o pennukanun EHV BexTop mo ogHOMy M3 NyHKTOB 1 - 4,
rne JIHK mocnenoBaTenbHOCTh, UMeOLIasi 1o MeHbinei mepe 70%, mo MeHbLIel Mepe
75%, no menbmein mepe 80%, mo meHbinel mepe 85%, mo meHbuieit mepe 90%, mo
MeHblneit mepe 91%, no menbuieit mepe 92%, no meHbuIel mepe 93%, Mo MeHbIueH
Mepe 94%, no menpueit Mepe 95%, no MeHbiueit Mmepe 96%, no meHbiield mepe 97%,
no MeHbliein Mmepe 98% wunum no MeHbmeidn mepe 99% wunentuunoctes k JHK
nocienoBaTeNbHOCTH, Kak ykazaHo B SEQ ID NO:1, ynanena, 3amMeHeHa WU

UHBepTUpOBaHa B npeaenax UL1S8.

6. HedextHblil o perutukauun EHV BekTop mo ogHOMY M3 MyHKTOB 1 - 5,
rae JAHK mocnemoBaTenbHOCTh, UMEIOIIAast MO MeHbInel mepe 70%, mo MeHblIel Mepe
75%, no menpweit mepe 80%, mo meHbinel mepe 85%, nmo meHbiieit mepe 90%, mo
MeHbleil mepe 91%, no menbuieit mepe 92%, no meHbuiell Mepe 93%, Mo MeHbIuel
Mepe 94%, no meHpuieit Mepe 95%, no MeHbiell Mepe 96%, no meHbuiel Mepe 97%,
no MeHbuiell mepe 98% unu no wmenbmeid Mepe 99% wunentuunocte k JHK
nocjenoBareNbHOCTH, Kak ykazaHo B SEQ ID NO:2 ynanena, 3amMeHeHa WU

uHBepTUpOBaHa B npenenax ULS.

7. HedextHbiii no perutukauun EHV BekTop mo ogHOMY M3 MyHKTOB 1 - 6,
rae EHV BekTOp conepKUT 3KCHPECCUOHHYIO KAaCCETy, COAePKAIYIO

() mo wMeHbmeH Mepe OAHY TMPENCTABJSIOMYI0 HWHTEPEC HK3O0TCHHYIO
HYKJIEOTUAHYIO TOCJIEeA0BATENbHOCTD, MPEANOUTUTENIbHO MPEACTABISAIOMINN HHTEpec
red, Oojiee NPEANOYTUTENPHO AHTUIEHKOAUPYIOIYIO IMOCJIENIOBATEIbHOCTb, T/
yKa3aHHas  IpeJCTaBJAOLIasl  HHTEpeC  HYKJIEOTHAHAs  IMOCJIeN0BaTEIbHOCTD,
NPEANOYTUTENBHO TMPEACTABISIOIMMUN HHTEpeC TeH, OoJyiee MNPEennouYTHTEIbHO
AHTUTEHKOAMPYIOIIasl MOCIeA0BATENbHOCTh (PYHKIIMOHAIBHO CBSI3aHAa C MPOMOTOPHOM
MOCJIEI0BATENbHOCTBIO, U

(I) mo wmenpmedr mepe omuH ULI18 ¢rankupyromuii ydyacTok HpOTHB XO1a
TPAHCKPUIMLUH, BBIOpaHHBIA U3 rpynmel, Bkaouaromeid: SEQ ID NO:5 u va 70%, 80%,

85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% roMOJIOTUYHYIO H/HIU
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UIEHTUYHYI0 K Hell mocnenosatenbHOCTh, SEQ ID NO:9 u Ha 70%, 80%, 85%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% roMOJOTHYHYIO W/HIU
UAEHTHYHYIO K Hell OCIeoBaTebHOCTD,

(III) mo wmenpmeit mepe onuH ULI8 ¢rankupyromuii y4acTok IO XOAy
TPaHCKpUNLUHU, BEIOpaHHBIA U3 rpynimel, Bkaodaromeii: SEQ ID NO:6 u va 70%, 80%,
85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% TroOMOJOTUYHYIO H/HIH
UIEHTUYHYIO K Hell mocnenoBarenbHOCTh, SEQ ID NO:10 u Ha 70%, 80%, 85%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% rOMOJOTUYHYIO W/WIU

HICHTUYHYIO K Hel nociaea0BaTeJIbHOCTD.

8. HedextHblil no perukauun EHV BekTop mo ogHOMYy M3 MyHKTOB 1 - 7,
rae EHV BekTOp comepKUT 3KCOPECCUOHHYIO KAaCCETY, COAEPKAIYIO !

() mo wMeHbmeH Mepe OAHY TMPENCTABISIOMYI0 HWHTEPEC HK3OTCHHYIO
HYKJIEOTUAHYIO TOCJIE€A0BAaTENbHOCTh, NPEANOUYTUTEIbHO NPENCTaBIAIOLINI HHTEpec

I'cH Oouee NpeAnNOUYTUTECIIPHO AHTUTCHKOAUPYIOIYHO MTOCI€A0OBATCIBbHOCTb, TAC

2

YKa3aHHas npeacTaBsgrOmas HHTEPEC HYKJIC€OTHUAHAsA NoCJICA0OBATCIbHOCTD,

OPEANOYTUTENBHO MPEACTABISAIOIIMN HUHTEpeC TeH, Ooyiee MNPEenrnouYTHTEIbHO

AHTUT€HKOAMPYIOIIas MOCIeA0BATENbHOCTh (PYHKIIMOHAIBHO CBSI3aHA C MPOMOTOPHOM
NOCJIe0BATEIbHOCTBIO, U

(I) mo menpmeit mepe omamH UL8 ¢naHKupyoOIUi y4acTOK MPOTHUB XOIa
TPAaHCKpUNLMHU, BbIOpaHHBIH u3 rpynnel, Bkiarodaromed: SEQ ID NO:11 u na 70%,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% roMOJIOTHYHYIO
W/UJIM UAEHTHYHYIO K Hell MOCIeI0oBaTEeNIbHOCTD, U

(II) mo wmenpmeir wmepe oxmH UL8 QuaHkupyromuil ydacTok MO XOAay
TPAHCKPHUMIUK, BBIOpaHHBIM W3 rpynmnsl, Bkiarovaromeid: SEQ ID NO:12 u Ha 70%,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% roMOIOTHYHYIO

W/WNTM UASHTHYHYIO K HEell MOCIeNoBaTEeIbHOCTD.

9. HedextHbrii o pernkanuu EHV BexTop mo myHKTY 7, rae WHCepLIUs
skcnpeccuoHHon  kaccerel B UL18  xapakrtepusyercs  npenmeuued  y4acTka
npubmauzurensao 945 mo B mpenenax UL18 mns RacH (SEQ ID NO:1) unu na 70%,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% romonoruuHou

W/ WU UOEHTUYHON K Hell MOCJAEeL0BATEILHOCTH.
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10. HedextHbiii o pernkanuu EHV Bextop mo myHkty 8, roe mHcepius
SKCIpecCMOHHOM  kaccerel B UL8  xapakrtepusyercs  aeleuued  y4acTka
npudnusurenbHo 2256 nmo B npepenax UL8 ans RacH (SEQ ID NO:2) unu na 70%,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% romonaoruuHOH

/WM UOEHTUYHOU K HEH MMOCJIeNOBATEIbHOCTH.

11. HedextHbiii no permukanuu EHV BexkTop mo ogHoMy u3 myHkToB 1 - 10,
rne EHV Bektop Bkimrouaer (I) mo menpmed mepe oamH ULI8 ¢nankupyromuit
y4aCTOK MPOTHB XOJa TPAHCKPUILUH, BBIOPAHHBIA U3 rpymnmsl, BKiIrodanomeh: SEQ ID
NO:5 u SEQ ID NO:9, u (II) no mensiieiit mepe onuH UL 18 ¢nankupyromuii yuacTok
10 XOAY TPAHCKPHUMILUH, BEIOpaHHBIN U3 rpynmel, Bkiawovawmeii: SEQ ID NO:6 u SEQ

ID NO:10.

12. HedextHbiil no pennukaunn EHV Bexktop mo myHkram 1 - 11, rne EHV
BekTOp BKItoUaeT (I) mo menpieln mepe ogun UL8 ¢pnaHKkupyrOmuil y4acTOK MPOTHB
X0Ja TPAHCKPUITIUK, BEIOpaHHBIN U3 rpynmbl, Bkaovaomei: SEQ ID NO:11 u (II) no
meHbineli Mepe onuH ULS8 ¢unankupyromuil y4acTOK IO XOAY TPAHCKPUIILUH,

BbIOpaHHBIN U3 rpynmnel, Bkiovanmeid: SEQ ID NO:12.

13. Hedextubiii mo perumkaunun EHV Bekrop mo nmynkram 1 - 12, rhe
nedexTHbI Mo perIukauuu 0003HAYAET, YTO CKOPOCTh PEIIMKAIUU YMEHbIIEeHa IO

MeHblIeit mepe Ha 90%.

14. HedextHbiii no perumnkanuu EHV BexkTop mo ogHOMy U3 myHKTOB 1 - 13,

rae nedextHei no perumkanuu EHV BekTop Bce eme 3¢ GekTuBHBIN.

15. HedextHblil no permukanuu EHV BekTop mo ogHOMy U3 myHKTOB 1 - 14,
rae EHV BekTop BKJIOUAaeT MO MEHbUIEH Mepe OAHY IMPEACTaBIAILIYIO HHTEPEC
HYKJICOTUAHYIO MOCJIE€A0BATEIbHOCTb, MPEANOYTUTEIBHO MNPEACTABIAKINNN HHTEpPEC
red, Ooyiee  TPEANOYTUTENBPHO  AHTHUIE€HKOAUPYIOUIYIO  MOCJIEIOBATEIbHOCTD,

MHCEPTHUPOBAHHYIO B MHCEPLUUOHHBIN caiT, mpeanourutenbHo ULS6 u/unu US4.
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16. HedextHblil no permukanuu EHV BexkTop mo ogHOMYy U3 myHKTOB 7 - 15,
ri€ yKa3aHHas aHTUTEHKOAUPYIOI[As IOCJIEeAOBATEIbHOCTh OTHOCHUTCS K IATOrEHY,
UHQUIUPYIOIIEMY >XHBOTHOE, BBIPAI[UBAEMOE B IPOJOBOJILCTBEHHBIX LENSIX, TaKOe
KaK CBUHBHU, KPYMHBIH pOraTbhiii CKOT WJU NTHULBI UIU JOMAIIHUE >KUBOTHBIE, TaKHE
KaK KOINKa, Jiomaab WiIM cobaka, MPEeaNnoOYTUTENbHO, AHTHTCHKOAUPYIOINast
IIOCJIEIOBATEIPHOCTh UMEET MPOMCXOXKIAEHHUE U3 MAaTOreHa, BBIOPAHHOI'O U3 MEpPEeyHs,
HO HE OTPAaHUYHUBAsCH TOJNBKO uMU: Bupyc llImannenOepra, Bupyc rpumnma A, BHpPYC
pecnupaTopHOTO W PENPOAYKTUBHOTO CHHJAPOMA y CBUHEH, IUPKOBHUPYC CBHUHEH,
BUPYC KJIACCHYECKOW YyMbl CBHHEH, BUPYC aQpUKAHCKOHN JIMXOpPAaIKU CBUHEH, BHpPYC
renatuta E, BUpPYC Ouapeu KPYMHOTO POraToro CKoTa, BHpPyC OeIIeHCTBa, KOLIAYUH
MOPOUJLTHBHPYC, CTONIOHSIUHAS najouka, MUKOOaKTEpUs TyOepkynésa,

AKTHHOO aluJIIApHada JICBPOIMHCBMOHUSA .

17. HedextHblil no permukanuu EHV BexkTop mo ogHOMy u3 myHKTOB 1 - 16,
rne EHV Bektop BRIOMparoT u3 rpynmnsl, Bkmodatomeit EHV-1, EHV-3, EHV-4, EHV-
8 u EHV-9.

18. Knerounas nunus, skcrpeccupyromas UL8 w/munum UL18 u3z EHV unu
ero pyHKUHOHANIbHBIE YaCTH JJIsl KYJIbTUBUPOBaHUS nedekTHoro no permkannn EHV

BEKTOpA MO0 OAHOMY M3 NYHKTOB 1 - 17.

19. Knerounas JUHUS, BKJIFOUAIO I[AsT iasMuay, BKJIFO YA LT FO
JKCTIpPECCUOHHY KacceTy, Bkmodvaromyw UL8 w/wnu ULI8 usz EHV wiau ero
(yHKIMOHAIbHBIE YaCTH, rAe KierouHas jJuHus skcnpeccupyer UL8 w/unum UL18 mnn

ero QyHKIMOHAJbHbIE YaCTH.

20. NMMyHOreHHasi KOMINO3ULMSA, BKJIOYAKOIIas OAUH UiIU Heckonbko EHV

BEKTOPOB IO OJJHOMY U3 NYHKTOB | - 17.

21. Cnocob6 wumMmyHu3anuu cyObeKkTa, BKIIOUAKOINNNA BBEIEHHUE TaKOMY

cyOBbeKTY HMMYHOT€HHON KOMITIO3ULIMU 1O MYyHKTY 20.



®ur. 1: pCEP-ORF 43(co)

pCEP ORF43(co)

11.148 von.




dur. 2: pCEP-ORF 54(co)

pCEP ORF54(co)

12459 T.nu.




dur. 3: KnonuposaHue mCMV-RFP-pA B EHV-1 ORF 43 caiite

EHV-1-RacH
eHOM
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dur. 4: KnonuposaHue RFP B EHV-1 ORF 43 caitte
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dur. 5: MoguduuuposaHHaa RED pekombuHauua:

Seelian

4EBA TR

i?@i*’
R v wmm o

EHV-1Scel-Kan

AT BT vas

RFP g-0mox

EHV-1/Ract

T4T.E73 v,

EHV-1-43-FFF
V4T BT R vrew,




dur. 6: KnonuposaHne mCMV-RFP-pA B EHV-1 ORF 54 caiite

EHV-1-RacH
FeHom

prmmnmnanes - QIAHKMPYIOLYNE NOCNEAOBATENLHOCTH,

i

¢ i wcronb3yemble anst Red pekomGuHayum

Mpeanonaraemsle PEryNATOPHbIE
SR nocneosarentioor




®ur. 7: ST Knetku, niduuymnposarHblie EHV-1/RacH supycom

o
.
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dwur. 8: rEHV-1-43-RFP Bupyc Ha ST 1 ST-43-CO KneTKax




dwur. 9: rEHV-1-43-mCMV-RFP Bupyc Ha ST u ST-43-CO KnetKax




®wur. 10: EHV-1-54-mCMV-RFP Bupyc Ha ST 1 ST-54-CO KneTtkax
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®wur. 11: pU70-pa55-71K71

Notl (5181}

Kpnl (1)

T1pA (2-126)

A ﬂBamHI(mS}

I-Bcel

_npomorop @ph {151-273)
Kana (274-1089)

HindIII {824)

BamHI (5165)’
p455 (4715-5168)
HindI11(4818) .
Sall{4711)
3' KoHe ORF69 (4283-4585)
Xbal({q428)
Eco RI (4288)

TipA {(1080-1214)
BamHl {1216}

" Xbal (1360)

3 ronen ORFTO {1221-1650)
T HindUI {(1653)

pU70-p455-71K71
5191no

/’
AP(R) (3691-2834)
ORI (2072)
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®ur. 12: pU70-pa55-H3-71K71
Kpmi(1)

71pA (2-126)

MM_;BamHI {128)

- l-Scel

_npomotop aph {151-273)
Kana (274-1089)
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HindII(4818) . \"'andm (1653)
Sall(gri) ™ ORI (2072)
3' KoHeLORF69 (4293-4585)

Xbal(4428)"

Ero RI(4288)
AP(R) (3691-2834)
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dur. 13: KnoHnposaHue H3 akcnpeccnoHHoM Kaccetbl HA ORF70 us EHV-1

BupycHas reHomHas JHK

orf 113 cant uncepuum orf 70 calfT nHcepummn
ey = e
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dwur. 14: Ikcnpeccna H3 reHa B rEHV-1 RacH-SE70-455-H3 nH$uumpoBaHHbIX BUpycom VERO
KneTKax

rEHV-1 RacH-SE70-455-H3

MoHoOKnoHanbHoe aHTuTeno K H3
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odwur. 15

CpeaHerpynnoBble TeMnepaTypbl Tena

41,50
41,00
40,50 # oTp. KOHTP.
40,00 B 3apask. KOHTP.
39,50 mix EHV-1
W 2x EHV-1
39,00 2xE
i 2x ybutole

38,50

38,00 - ‘ .
nepeg 3apax. 3apax. +1 3apax. +2 3apax. +3
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owur. 16

JlerouHble nokasarenu gna rpynn

12,00%
10,00%
8,00% |
5,00%
4,00%
2,00%
0,00%

o mm

OTP. KOHTP. OTP. KOHTP. 3ap. KOHTP. 3ap. kouTp. 1x EHV-1 1x EHV-1 2x EHV-1 2x EHV-1 2x y6utbie 2x y6utbie
oenib1 aeHb 3 ageHb1 AaeHb3 AeHb1 AaeHb 3 geHb1 OeHb 3 OeHb1 AOeHb 3
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bur. 17 A

Cpenuuit THTP BUPYCA B NETKHK Y KHBOTHBIX
1.0E+08
1.0E+07
1,0E+06
s
*§ 1.0E+05
0 10404
=

1,0E+03

1.0E+02
10E+01

otp. sapax. EHV EHV Mkakr otp. zapax. EHV EHV Wuakr
KOMTPR.KOHTP. 11X 2x 2% KOWTD.KOMTD. 1x 2% 2%

1 AeHB NOCNE 3apaxeHnn 3 pHs nocne 3apaxeHns

obur. 17B

CpeHuit TUTP BMpYCa B IeTKMX ANA rpynn
1,0E+08
1,0E+07

« 1LOE+06
. 1,0E+05
D 1,0E+04
1,0E+03
1,0E+02
1.0E+01

M

TCIDS0

0 i -

OTp. 3apaw. EHMV EHV WHaxr orp. 3apax. EHV EHV Muaxr
HOHTD. WOHTD.  1Ix ¥ 2% CHOHTR. EOWID. 1x 2n ¥

1 geHb nocne zapamenma 3 pHA nocae 3apaMeHus
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obwur. 18

PeuunpokHbie TUTPbl SN y XKMBOTHbIX

5120

2560

1280

640

320

160

80

40

20

oTp

koHTp. 3apax. kontp. 1X EHV-1 2x EHV-1

2x youtble
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dur. 19: rEHV-1-AORF43-HA supyc Ha ST-43-CO 1 HeKoMmnaeMeHTHbIX ST KneTKax
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®wur. 20: Hl aHanu3 Ha cbIBOPOTKE OT KOHTPO/IbHbIX U rEHV-1-AORF43-HA BaKuMHUPOBaHHbIX
CBUHEN

PeumnpokHbie TuTpbl Hi
1024 -
512- =

256 "jE"
128 AL

Tutp HI
w
N
[

20



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

