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(54) Terapii imunooncolitice

(57) Rezumat:
1

Prezenta inventic se refera 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.
Accasta s¢ bazeazd, cel putin partial, pe
descoperirea cd virusul oncolitic de vaccin
variolic (1) purtind o deletic genomica a genei,
care reduce imunitatea celulelor T (proteina de
legare a interleukinei-18); (i1) tratat cu enzima
sialidazi, care se crede ca reduce activarea
TLR2 si, astfel, rdspunsul anticorpilor; (iii)

Examinator:

2

care poartd gena care amplificd inducerea
limfocitelor T citotoxice (de exemplu TRIF)
si/fsau (iv) care reduce numirul de celule
supresoare de origine mieloida in tumoare prin
reducerea cantitafii de prostaglandind E2,
reduce cresterea tumorii. Astfel, prezenta
inventie se referd la virusuri imunooncolitice
de vaccin variolic si la metode de utilizare a
acestora in tratamentul tumorilor maligne.

Revendicari: 38

Figuri: 30
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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); (i) treated with a sialidase
enzyme which is believed to reduce TLR2
activation and therefore the antibody response;

(54) IMMYHOOHKOJIUTHYECKHE TEPANUH

(57) Pedepar:
1

JamHoe  H300peTCHHME — OTHOCHUTCI K
OHKOIUTHYECKUM  BHpPYCAM  OCHOBAKITHHEI,
MOTU(PHITHPOBAHHBIM YTOOBI CTUMYITHPOBATH
IIPOTUBOOITYXICBEIH UMMYHHUTET W/ WIu
YMCHBITIUTh UMYHHUTCT XO3MHHA H/WIH OTBET
AHTHUTEN XO034MHAa MpoTuB BHpyca. OHO
OCHOBAaHO, TI0 MCHBINCH MEpe UYACTHYHO, Ha
OOHAPYKEHHH TOTO, YTO OHKOIHTHUECKUI
BUPYC OCHOBAKITHHEI (1) HECYITHH T'€HOMHYIO
JICIICTIHIO T€HA, YMEHBINAIONIETO T-KIETOUHBIM
HMMYHHUTET (benka, CBA3BIBAIOILIETO
HHTepICHKUH-18); (i1) 00paboTaHHBIN
(epMEHTOM CHATHAA30H, YTO, KaK CUHTAIOT,
yMmeHbIaeT aktuBanuio  TLR2  wu, Takum

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

2

(111) carrying a gene that enhances cytotoxic T
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.

Claims: 38

Fig.: 30
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00pa3zoM, OTBET aHTHTEN; (iil) HEeCYNIHH TeH,
YCHIMBAIOIHH HHTYKIIHIO ITHTOTOKCHYECKIX
T-mumoruros (manpuvep TRIF) w/mmu (iv)
YMEHBIIAIONTHH KONMMYECTBO CYIIPECCOPHBIX
KJIIETOK B OITYyX OITH MHETIOHTHOTO
IIPOUCXOKJICHNUS TIOCPEICTBOM YMCHBITICHHSA
KOIIHYeCTBa HpocTaraagguaa E2, ymeHbITaeT
poct omyxonu. COOTBETCTBEHHO, HACTOAINEE
n300peTeHUE OTHOCUTCS K
HMMYHOOHKOJIUTHIECCKHM BUpYCaM
OCIIOBAaKITHHBI U K CIIOCO0aM HX IPHMEHCHHS B
JICUCHUH 37TOKAYECTBEHHBIX OIyXOJeH.
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