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TammarepniecBupyc-68 Mpiu (murine gammaherpesvirus 68, MHV68) naTeHTHO MHGULIMPYET TIaBHBIM
00pa3oM B-KiIeTKM ¥ BBI3BIBACT Y JJa0OOPATOPHBIX MBIIIEH TUMOOMY, HAITOMIHAOIIYIO ITI0 CUMIITOMATH-
K€ raMMarepIieCBUpyCHBIC 3a00IeBaHMS dejioBeKa. 1T m3ydeHrs] MOJIEKYISIPHOTO MEeXaHW3Ma BUPYCHOM
MHOEKINHT ¥ TOTO, KaK BUPYCHBIEC IE€TEPMUHAHTBI KOHTPOJIMPYIOT KJIETKY U B UTOTE BHI3BIBAIOT OHKOTEHE3,
HEOOXOIUMBI JIETKOTOCTYITHBIC JJaTCHTHO MH(MUIIMPOBAaHHBIC KJIETOYHBIC TMHUM. IS in vitro ucciemoBa-
Huii nateHTHOCTM MHV6S8, Kak 1 1pyrux raMMareprecBUpPyCOB, JOCTYIIHbI TOJBKO JIBE CUCTEMBI KYJIb-
TUBMPOBaHUs: co3peBaroiive B-kieTku u Mmakpodaru. B cBg3u ¢ 3TUM akTyajibHa 3aaya pacllUpeHUsI
penepTyapa KJIETOYHBIX JIMHWM, JJaTeHTHO MHUIMpoBaHHEIX MHV6S8. B npoBeneHHOM McClIemOBaHUT
MOJYYEHO HECKOJIbKO KJIOHOB JIMHUI He3pesblx B-KieTok 1 Makpoharonomno0HbIX KJIETOK C JaTEHTHBIM
(beHoTUMOM. YCTOMYMBBIA K TUTPOMUIIMHY peKOMOUHAHTHBINM Bupyc MHV68 Gbl1 BhiaeaeH U3 gabopa-
TOPHOU JIMHWUM JTaTeHTHO MHMUIIMpoBaHHBIX KieToK HE2.1 u pasMHOXeH mof ceeKIIneil TMrpOMUII -
Ha JIJIST TIOJTyYeHUsI CTaOMIIBHBIX KJIETOUHBIX JIMHUI, HECYIIIUX BUPYCHBIN TeHOM. B cyOKJIOHaX 3THX KJie-
TOUYHBIX JIMHUI aHaIU3UpoBaIn sKkcnpeccuio BUpycHbix MUKpOPHK ¢ moMoiibsio konnuecrBeHHoi TTIHP
TagMan 1 olleHMBaIM 3KCIIPECCHUIO JTUTUUESCKOTO BUPYCHOTO TpaHcKpunTa M3. KieTouHble IMHUT CO-
XpaHsUTM BUPYCHBIN TeHOM B BUIE SIHMCOMEI, YTO ITOKa3aHo ¢ nmomoinbio 11 P-ananu3a ¢ pacmernieHn-
eM-1MpKyJsipuzanyeii. HecMoTpst Ha TO 4TO MOJTyYeHHBIE IATEHTHO MHOUIIMPOBAHHbBIE KJIETOYHBIC IMHUN
aKcrpeccrupoBaiy BupycHeie MUKpoPHK Ha ypoBHsIX, He TIpeBHIIIAIOIINX TAKOBBIE B POAUTEIBCKON Kile-
TOYHOM JIMHUM, X MOXHO paccCMaTpUBaTh KaK ajJbTepPHATUBHBIA MHCTPYMEHT IJISI M3YYEHUS MEXaHM3MOB
JIaTeHIUU U UAeHTUGUKauuu muineHeir MukpoPHK.

Kimouesbie ciioBa: MHV6S, MBIIIMHEI raMMarepiiecBUpyc 68, JaTeHTHas cTaaus, KJIeTOYHas JTUHWS, BU-
pycHbie MukpoPHK, TTIP ¢ paciuemnieHueM-upKyasipusanueit
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Murine gammaherpesvirus 68 (MHV68) establishes latency mainly in B cells and causes lymphomas remi-
niscent of human gammaherpesvirus diseases in laboratory mice. To study the molecular mechanism of virus
infection and how the viral determinants control cell and eventually cause tumorigenesis, readily available
latently infected cell lines are essential. For in vitro MHV68 latency studies, only two cell culture systems
have been available. Gammaherpesviruses are known to infect developing B cells and macrophages, therefore
we aimed to expand the MHV68 latently infected cell line repertoire. Here, several latently infected immature
B cell and macrophage-like cell line clones were generated. Hygromycin-resistant recombinant MHV68 was
isolated from a laboratory-made latent cell line, HE2.1, and propagated to develop stable cell lines that carry
the viral genome under hygromycin selection. Subclones of these cells lines were analyzed for viral miRNA
expression by TagMan qPCR and assessed for expression of a lytic viral transcript M3. The cell lines maintain
the viral genome as an episome shown by the digestion-circularization PCR assay. Latently infected cell lines
generated here do not express viral miRNAs higher than the parental cell line. However, these cell lines may
provide an alternative tool to study latency mechanisms and miRNA target identification studies.

Keywords: MHV68, gammaherpesvirus latency, latent cell line, murine gammaherpesvirus miRNA, diges-
tion-circularization PCR
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