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Hyperactive DCs: A unique activation state.
Hyperactive Dendritic cells (DCs) have the ability to release
interleukin-1β (IL-1β) from the cytosol while maintaining
their viability. When DCs are exposed to TLR and damage
molecules (DAMPS) released from dying cells, DCs unleash
their inflammasome machinery and achieve a long-lived
state of hyperactivation. Hyperactive DCs display the
features of activated DCs (e.g. TNFα secretion), but they
also gain the ability to hypermigrate to dLN and
simultaneously provide T cells with IL-1β over the course of
several days (Figure 1).

Background

IL-1β must be produced by DCs to generate T cell memory

DC hyperactivators protect mice from PD-1 resistant tumors

CTX42.9 is superior at inducing antigen-specific T cells against 
two immunizing antigens

Figure 1: Dendritic cells achieve distinct activation states.

The mechanism of IL-1β secretion by 
hyperactive DCs.
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Traditional
immunostimulants that
target dendritic cells do 
not provide all of the
necessary signals for
generating
long-lived protective
immunity.

Corner’s proprietary stimuli
induce a hyperactive state in 
dendritic cells, conferring
durable protective immunity
through the production of
diverse, polyclonal populations 
of long-lived memory T cells.

Hyperactivation induces tumor-specific T cells in survivor 
mice  

U
ni

nj
ec

te
d

K
P

40
7

R
84

8

R
84

8+
C

TX
42

.8

R
84

8+
C

TX
42

.1
4

R
84

8+
C

TX
42

.0

R
84
8+
C
TX
42
.9

R
84

8+
C

TX
42

.2
3

R
84

8+
C

TX
42

.2
4

0

10000

20000

30000

40000

A
bs

ol
ut

e 
nu

m
be

r 
of

 C
D

11
c+  

C
FS

E
+

(a
m

on
g 

Li
ve

 c
el

ls
)

✱✱✱✱

41uM

Ag uptake and presentation Co-stimulation
Polarization cytokines

Migration

Memory Signal 
IL-1β

0 10 20 30 40
0

100

200

300

Days post LLC1

Tu
m

or
 s

iz
e 

Lx
W

 (m
m

2 )

PBS
WTL+R848+CTX42.9

8/10

Figure 7: Mice were injected with LLC1 cells. 7 days later, mice were injected with PBS or immunized
with whole tumor lysate (WTL) in combination with hyperactive stimuli. Mice then received 4 boost
injections every 3-4 days. 49 days after tumor inoculation, splenic T cells from survivor mice were isolated
and co-cultured with naïve DC loaded or not with WTL. IFNy secretion was measured by ELISA. n=5 mice
per group.

Figure 5. Mice were immunized s.c. with Ovalbumin and SARS-CoV2 Spike glycoprotein with or without
hyperactivating stimuli. Mice received two boost injections 7 days apart and T cell recall response was assessed in
draining lymph nodes (dLNs) via IFNy ELISPOT. Briefly, total dLN cells were plated at 2e5 cells/well and were left
unstimulated or stimulated with OVA and SARS CoV2 peptivator mixes (Miltenyi). Data is representative of 2
experiments with n=4 mice per group. Significance determined by Two way ANOVA with multiple comparisons.

Figure 4. Hyperactive DCs are injected subcutaneously (s.c.) in CD45.1 mice. 24 hours later, the skin draining lymph
nodes are isolated, and the absolute number of CFSE+CD11c+ cells is assessed by flow cytometry. Data shown are
a cumulative of at least 5 independent experiments.
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Figure 3: FLT3L-DCs were stimulated for 48 hours with indicated stimuli. Cell viability was measured using the cell-
titer Glo assay. IL-1β release was measured by ELISA (left panel) and cleaved IL-1β secretion was measured by
lumit assay (right panel) . Means and SD of triplicates are shown, and data are representative of three independent
experiments.

Figure 6: Mice were injected with LLC1 cells. 7 days later, mice were injected with PBS or immunized
with whole tumor lysate (WTL) in combination with hyperactive stimuli. Mice then received 4 boost
injections every 3-4 days. n=10 mice per group.

Figure 2: Corner Therapeutics induces strong T cell responses via IL-1β
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Figure 2: DC Hyperactivators induce multi-antigen anti-tumor T cell responses via inflammasomes.


