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Activating signals: TNFRSF members CD137 and OX40
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Activating signals: TNFRSF members CD137 and OX40
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Inhibitory signals
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Combo3

(anti—CD13? Transgenic mouse model of
anti-OX40 spontaneous hepatocarcinoma
_anti-B7-H1 (c-myc-OVA tg+)

Inducible generation of HCC: Tet-off system
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Targets for anti-CD137, anti-OX40 and anti-B7-H1
are expressed on TILs

TILS In
3-week old
c-myc OVA tg+
mice

100-

80-
601
401
20-

%PD-1" cells

| e

% CD137" cells

cDg*

cD4*

cDs*

cD4*

100
ﬂ o
§ 80' .o
~ 60] e _ el
-l ' °*
a 40]
S 20-
0 : :
cbD8* cD4"
25' °
v
320' 0,
(3] e
+ 15- Y
o
> 10-
o _
X 97
0!.0
0 PR At
cD8* CD4



IMMUNOTHERAPY with mAbs + ACT
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Increased T cell infiltrates
upon Combo3 treatment
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Percentage survival

Combo3 efficacy is dependent on CD8* T cells
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Combo3
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Effector machinery is enhanced upon Combo3 Tx

Gated on CD8 TILs
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C-myc OVA tg+ mice are tolerized against SIINFEKL

JMJ cell line HCC tumor fragments
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SIINFEKL does not drive Ag-specific T cell response

d-21

do

C-myc OVAtg+ mice | = = |- - -

Rat 1gG

Combo3

52.3

|

|

47.7

BVAL

51.8 A 148.2

_JUN

Activated OT-1 Activated OT-1
+ Rat IgG

+ Combo3

51.2

ﬂ

|

148.8

% Max

U\

CFSE -

1 917 ﬂ 8.3

DI

[
»

Birth

% Specific lysis

d21 d25 d28 d29

I : — IVK

ACT  mAbs CFSE-labeled
mAbs splenocytes
Tumor fragment

**x %

100' .Q‘
—_—
75+
*
50+
25+
0 - . VY C—

RatlgG Combo3 OT1+ OT1+
Rat1gG Combo3



TILs recognize specific unknown peptides presented by
JMJ cell line and secrete IFN ¥y
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CONCLUSIONS

-Combo3 prolongs the survival of c-myc OVA tg+ mice and sinergizes
with adoptive T cell therapy of activated OT-1 and OT-2 T cells, in a
CD8* T lymphocyte dependent fashion

-Combo3 increases CD3* lymphocyte infiltrates in tumor nodules, but
not healthy liver tissue

-CD8* TILs are more blastic and show higher expression of Combo3
targets, allowing the readministration of Combo3

-Combo3 prevents the tolerization of transferred activated OT-1 T cells
against SIINFEKL

-TILs from Combo3 treated mice recognize unknown epitopes on HCC-
derived cell lines, but not SIINFEKL



AKNOWLEDGEMENTS

cima

CENTRO DE INVESTIGACION MEDICA APLICADA

URIVERSIDAD DE MAVARRS

Nacho Melero

Ines Gutgemann
Miguel F. Sanmamed

Inma Rodriguez

Asis Palazén

lvan Martinez-Forero

José Medina

Sara Labiano

LOOKING FOR POST-DOC!!

?f 76t
Cc Red Tematica de

Investigacion Cooperativa

en Cancer
i r ? G.Easqmrgo MIMISTERIO ;
f UG DE ESPANA DE ECONOMIA ¢
' Y COMPETITIVIDAD é’;s‘g;‘iﬁg
Carloslili

Union Europea

Fondo Europeo de
Desarrollo Regional

"Una manera de hacer Europa”

Thanks for your attention
Questions?

amoralesc@unav.es






