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(54) Terapii imuno-oncolitice

(57) Rezumat:
1

Prezenta inventie se referda la virusuri
oncolitice de vaccin variolic, modificate pentru a
stimula imunitatea antitumorald si/sau a diminua
imunitatea gazdei si/sau raspunsul anticorpilor
gazdei Impotriva virusului. Aceasta se bazeaza,
cel putin in parte, pe descoperirea cd virusul
oncolitic de vaccin variolic (1), purtand o deletie
genomicd a genel, reduce imunitatea celulelor
T (proteina de legare a mterleucinei-18); (i1)
tratat cu enzima sialidaza, se considera ca reduce
activarea TLR2 si, astfel, raspunsul anticorpilor;
(iii) purtand gena care amplifica inducerea
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limfocitelor T citotoxice (de exemplu, TRIF)
si/sau (iv) reduce numarul de celule tumorale
supresoare de origine mieloidd prin reducerea
cantitatii de prostaglandind E2, ce duce la
reducerea cresterii tumorii. Astfel, prezenta
inventie se referd la virusuri imunooncolitice de
vaccin variolic si la metode de utilizare a
acestora in tratamentul tumorilor maligne.
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(54) Immuno-oncolytic therapies

(57) Abstract:
1

The present invention relates to oncolytic
vaccinia viruses which have been modified to
promote anti-tumor immunity and/or reduce
host immunity and/or antibody response
against the virus. It is based, at least in part, on
the discovery that oncolytic vaccinia virus (i)
bearing a genome deletion of a gene that
reduces T cell immunity (interleukin-18
binding protein); (ii) treated with a sialidase
enzyme which is believed to reduce TLR2
activation and therefore the antibody response;
(i11) carrying a gene that enhances cytotoxic T

(54) UMMYHOOHKOJIUTHYECKHE TePaNIul

(57) Pegepar:
1

Hacrosmee u300peTeHHe OTHOCHTCH K
OHKOJINTHYECKHM  BHPYCaM  OCIIOBAKITHHBI,
MOTH(DUITHPOBAHHBIM JULS TTOBBIITICHUS
IIPOTHBOOIYXOJIEBOTO ~ HMMYHHTETa  W/HIH
IIOHIKAaTh MMMYHHTET XO3fHHA W/HIH OTBET
aHTHTE] XO3fHHA IpOTHB BHpyca. OnHo
OCHOBAHO, II0 MCHBINEH Mepe YacTHIHO, Ha
OOHAPY)KEHHH TOTO YTO OHKOIHTHIECCKHH
BHPYC OCIOBaKIMHEI (1), HECYIIHMH T€HOMHYIO
JICTICIIHI0O  T€Ha, YMEHBINIACT T-KICTOUHBIN

HMMYHUTET (6enxa, CBS3BIBAIOIIETO
uHTepICHKIH-18); (i1) 00pa0OTAHHBIH
(epMeHTOM  CHATHIA30H, YMEHBIIIAET

axTuBarmro TLR2 u Takum oOpa3om, OTBET
apTuTer;, (1) HECYMIME TeH, YCHIHBAOIII

F-01-BI-060-1-02-0341

2

lymphocyte induction (e.g., TRIF) and/or (iv)
reduces tumor myeloid-derived suppressor
cells by reducing prostaglandin E2 reduces
tumor growth. Accordingly, the present
mvention provides for immunooncolytic
vaccinia viruses and methods of using them in
the treatment of cancers.
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HHIYKIHIO ITHTOTOKCHYECKHX T-THMM(pOIHTOB
(manpumep TRIF) wam (iv) ymeHbIIaer
KOIHYECTBO  OIYXOJIEBBIX  CYIPECCOPHBIX
KJIIETOK MHEJIOH/THOTO IIPOUCX OJKACHHL
IIOCPE/ICTBOM ~ YMCHBINCHUA  KOJIMYECTBA
mpocTariiagauHa E2, 49ro IOpHUBOAMT K
YMEHBIIICHHIO pocTta OITYXOIIH.
COOTBETCTBEHHO, HACTOAIIEE  H300pETCHUE
OTHOCHTCS K HMMYHOOHKOITHTHYCCKHM BHPYCaM
OCIIOBAKITHHBI H K CIOCO0aM HX IPHMCHECHHUS B
JICUCHUH 37I0KAYECTBEHHBIX OIyXOJeH.
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