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diagnosticados de cancer en el mundo

relacionadas con cancer

diagnosticados de cancer infantil en el mundo

relacionadas con cancer infantil

en Espaifa en nifos de 1-14 afos
(Instituto Nacional de Estadistica)

Organizacién Mundial de la Salud (OMS), IARC
H Sung et al. CA Cancer J Clin. 2021. 71(3):209-249
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19,3 millones de casos diagnosticados de cancer en el mundo All ancers combined (adjusted et
for casemix and age)* 7-09
: : 2 All cancers combined S
10 millones de muertes relacionadas con cancer (i o a0e)"
CNS tumours*
429.000 nuevos casos diagnosticados de cancer infantil en el mundo \ 5
Osteosarcoma : 60'70/)
110.000 de muertes relacionadas con cancer infantil ,
Ewing sarcoma —
Principal causa de muerte en Espafia en nifios de 1-14 afios ARYSS I lon levkaainey) -
(Instituto Nacional de Estadistica) R
Neuroblastoma*
. . - 0
En Europa, la tsup'ervwenua a 5 anos ha aume,njcado hasta el 80%, e 2 e e :
pero la cifra disminuye en casos de tumores sélidos (except Burkitt lymphoma) L
Lymphoid leukaemia*
Burkitt lymphoma | -
Nephroblastoma* —
Hodgkin lymphoma*
Retinoblastoma*
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L Botta et al. Lancet Oncol. 2022 Dec; 23(12):1525-1536
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Adenovirus oncolitico (OAd) ICOVIR-5
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Infeccion viral Infeccidn viral Motivo RGD
(Arg-Gly-Asp) en el Tropismo tumoral
loop-H1 del knob Mayor infectividad
@ de la fibra viral
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promotor inducible
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EMBO Molecular Medicine. 2020
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Ventajas

Administracion sistémica (i.v.)

MSC protege al virus del sistema inmunitario
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Mayor posibilidad de eficacia en metastasis
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Las MSC se administran via intravenosa,
portando el virus oncolitico

Las MSC migran al tumor, donde
liberan el virus oncolitico

El virus se replica en las células
tumorales, lisandolas

La infeccion viral y muerte celular
activan la respuesta inmunitaria
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Hazlos atractivos y comprensibles
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Fig 2. In vivo antitumor efficacy of ISC301 is signi atday3.a) C57BL/6
mice were s.c. inoculated with CMT64 tumors. When tumor volume was measurable, a single dose
of 3x101° viral particles of 1SC301 or ICOVIR-5 was i.v. ini At day 3 post-it

tumor growth of 1SC301 group was decreased compared to both the PBS and ICOVIR-5. At day 3
post-inoculation, tumor growth of ISC301 group was decreased compared to both the PBS and

-»- PBS
-+ ICOVIR-5
-+ 1SC301

Fig 4. In vivo activation of
NF-kB in the tumor. CMT64-
NFkB-Luc tumor cells were
inoculated in C57BL/6 mice,
50 in vivo activation of the
NF-kB pathway is translated

into i NF-kB
activation was monitored
during 6 days (a).

Only 6 hours after virus
administration (b), tumors
treated with 1SC301
presented higher activation
of NF-kB than those treated
with PBS or ICOVIR-5. This
tendency was also observed
at 24 hours (c).

ICOVIR-5 groups. B) At end point, tumors treated with 1SC301 showed inoculated with CMT64
tumors, When tumor volume was measurable, a single dose of 3x10% viral particles of ISC301 or
ICOVIR-5 was i.v. ini At day 3 post-i , tumor growth of 1SC301 group was
decreased compared to both the PBS and ICOVIR-5 groups. B) At end point, tumors treated

CAR T cells were administered one day after virus administration in order to take advantage
of the induced pro-inflammatory immune response. Tumor growth showed as group and
individuals.

tumors. When tumor volume was

o

& ¢ &5

Fig2.In vi:of;:mﬂor efficacy of 1SC301 is Af f atday3.a) f ‘ C578L/6
mice were s.c. inoculated with CMT64 tumors. When tumor volume was measurable, a single
dose of 3x10' viral particles of ISC301 or ICOVIR-5 was i.v. administered. At day 3 post-
inoculation, tumor growth of 1SC301 group was decreased compared to both the PBS and
ICOVIR-5 groups. B) At end point, tumors treated with ISC301 showed increased density of
general T cells and CD8* T cells. Moreover, their CD4°/CD8" ratio is decreased. particles of
1SC301 or ICOVIR-5 was i.v. ini At day 3 post-i , tumor growth of 1SC301

. Fig 2. In vivo antitumor efficacy of group was decreased compared to both the PBS and ICOVIR-5 groups. B) At end point, tumors
1SC301 is significant at day 3. a) treated with ISC301 showed inoculated with CMT64 tumors. When tumor volume was
Immunocompetent C57BL/6 mice measurable, a single dose of 3x101° viral particles of ISC301 or ICOVIR-5 was i.v. administered. At

) 3 %  were sc. inoculated with CMT64 gay 3 post-inoculation, tumor growth of ISC301 group was decreased compared to both the PBS

and ICOVIR-5 groups. B) At end point, tumors treated
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Enhanced antitumor efficacy of CAR T cell therapy
by combination with a new oncolytic adenovirus, ISC301

A Morales-Molina?, MA Rodriguez-Milla?, P Garcia-Rodriguez?,
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1 Cellular Biotechnology Unit. Instituto de Salud Carlos IIl (Madrid, Spain)
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Wildtype ICOVIR-5 1SC301 Fig 1. Wildtype adenovirus
Q 9 presents RGD motifs in the
penton base. Oncolytic
adenovirus  ICOVIR-5  also
includes an RGD motif in the
H1-loop of the fiber knobs. The
new ISC301 presents RGD
motifs in the fiber as well, but
RGD not in the penton base.
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tumor growth of ISC301 group was decreased compared to both the PBS and ICOVIR-5. At day 3 higher antitumor effect in vivo than in combination with ICOVIR-5 /) / A ‘ NKGD  administration in order to take advantage of the
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