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Background

Methods

Conclusions• Immune checkpoint inhibitors provide limited benefit in patients with 
immunologically cold tumors. 

• TILT-123 (Ad5/3-E2F-D24-hTNFa-IRES-hIL2) is an oncolytic adenovirus armed 
with TNFa and IL-2 cytokines, able to make cold tumors hot. 

• TILT-123 capsid modification, and double selectivity devices for virus 
replication in cancer cells only, allow intravenous use of TILT-123. 
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Results

• Tumor transduction studied on day 8 was 
observed in 75% of patients following a single 
intravenous administration of TILT-123. 

• TILT-123 detection in tumors on day 8 
correlated with overall survival.

• TILT-123 could be developed as an 
intravenous therapy. 

• Further increases in virus delivery to tumors 
might be achievable by using multiple 
intravenous injections of TILT-123. 

Results

3x109 3x1010 3x1011 1x1012 2x1012 4x1012
0

2

4

6

8

Patients with detectable
 TILT-123 in peripheral blood by qPCR

TILT-123 dose (VP/ml) per cohort detected by qPCR

N
um

be
r o

f p
at

ie
nt

s 
pe

r c
oh

or
t d

os
ag

e

1h 16h 192h
Timepoints

0 2 4 6 8 10

Melanoma 

Ovarian 

Sarcoma 

Other 

TILT-123 in blood 16h post-intravenous
 administration per tumor type

Positive
Negative

Number of patients postive for
 TILT-123 in peripheral blood 0 300 600 900 1200 1500

0

20

40

60

80

100

TILT-123 detection in tumors on day 8 and
 Overall survival

Days relative to enrollment

Pr
ob

ab
ilit

y 
of

 S
ur

vi
va

l TILT123 Detected

TILT123 Not Detected
✱

80%

Out of 10 patients

TILT-T115
TUNIMO

63.64%

Out of 11 patients

TILT-T215
TUNINTIL

Out of 3 patients

100%

TILT-T563
PROTA

Signs of tumor transduction after a single
TILT-123 intravenous administration

Out of 24 patients

75%

Cross-trial
tumor transductionTumor transduction per trial

TILT-T115 TUNIMO

TILT-T215 TUNINTIL

TILT-T563 PROTA

Baseline Day 8

Baseline Day 8

Baseline Day 8

Detection of TILT-123 proteins in 
biopsies on day 8                                                                

Baseline Day 8

10-1
100
101
102
103
104
105
106
107
108

Cross-trial TILT-123 blood levels
 1h post-injection

TILT-123 dose (VP/ml)Po
st

-in
je

ct
io

n 
TI

LT
-1

23
 c

on
ce

nt
ra

tio
n

in
 p

er
ip

he
ra

l b
lo

od
 (V

P/
m

L) 3x109 3x1010 3x1011 1x1012 2x1012 4x1012

0

20

40

60 CD8 T cells

%
 o

f C
D

8+
, C

D
45

+,
 E

pi
+,

of
 E

pi
+ 

ce
lls

 in
 tu

m
or

0

5

10

15

20

%
 o

f C
D

4+
, C

D
45

+,
 E

pi
+ 

ce
lls

 in
 tu

m
or

CD4 T cells

0

20

40

60
NK cells

%
 o

f C
D

56
+,

 C
D

45
+,

 E
pi

+,
ou

t o
f E

pi
+ 

ce
lls

 in
 tu

m
or

0

5

10

15

20

%
 o

f P
D

-L
1+

, C
D

45
-,

E
pi

+ 
ce

lls
 in

 tu
m

or

PD-L1 expression
in tumor cells

0

1

2

3

4

5 CD8 T cells

Day

%
 C

D
8+

ce
lls

 in
 tu

m
or

0

10

20

30

40 CD4 T cells

%
 o

f C
D

4+
Fo

xp
3-

 c
el

ls
in

 tu
m

or

0

1

2

3
T Regulatory cells

 %
 o

f C
D

4+
Fo

xp
3+

 c
el

ls
in

 tu
m

or

0

10

20

30

40

50

PD-L1 expression
in tumor cells

%
 o

f P
D

-L
1+

 C
D

45
- c

el
ls

 in
 tu

m
or

0

20

40

60

80

100 CD8 T cells

%
of

 C
D

45
+C

D
8+

 o
ut

 o
f

al
l D

A
PI

+ 
ce

lls
 in

 tu
m

or

0

10

20

30

40

50

60 CD4 T cells

%
of

 C
D

45
+C

D
4+

 o
ut

 o
f

al
l D

A
PI

+ 
ce

lls
 in

 tu
m

or

0

10

20

30

40

50

60 NK cells

%
of

 C
D

45
+C

D
56

+ 
ou

t o
f

al
l D

A
PI

+ 
ce

lls
 in

 tu
m

or

0

20

40

60

80

100 B cells

%
of

 C
D

45
+C

D
20

+ 
ou

t o
f

al
l D

A
PI

+ 
ce

lls
 in

 tu
m

or

Figure A. Patients with detectable TILT-123 nucleic acid by qPCR in peripheral blood at 0h, 1h and 16h post TILT-123 intravenous injections in the virus treatment doses
assessed. Figure B. TILT-123 concentration in peripheral blood by qPCR 1h post TILT-123 intravenous injection across the virus treatment doses assessed. Figure C. Patients
per tumor type positive for TILT-123 detection in peripheral blood after 16h of virus systemic administration.

Figure D. Fold change of cytokines and chemokines released into serum of patients at 16h after TILT-123 intravenous injection versus 1h timepoint.
The colored dots represent statistically significant downregulated (red) or upregulated proteins (pink, green and purple). Figure E. TILT-123 virus
protein E1a detection (pink areas) in tumor biopsy of a patient treated systemically with TILT-123.
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Figure I. Percentage of patients with signs of tumor transduction (qPCR or virus protein staining) per trial (blue bars), and
cross-trial values (purple). Figure J. Cross-trial TILT-123 detection in tumors versus overall survival.

Cytokine and chemokine changes in serums post TILT-123 
systemic injection

Figure F-H. Quantification of immune cells by immuno-fluorescence in tumor biopsies on baseline and on day 8 of patients treated
with a single intravenous injection of TILT-123. CD8 T cells in red, NK cells in green, and tumor cells (DAPI) in grey.
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