Hot is Not Enough:
using in situ vaccine to
make cold tumors hot and cross-priming
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“Hot” tumors correlate with response checkpoint blockade
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A Stable disease

Ayers M et al., J Clin Invest.
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IF you want anti-tumor CD8 T cells

THEN cross-presentation is crucial.
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IF you want anti-tumor CD8 T cells
THEN cross-presentation is crucial.
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What intratumoral therapy requires
to cross-prime T cells and be effective in situ vaccines:

1) Recruit DC
2) Load DC (with tumor antigen)
3) Activate DC
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FIt3L-primed in situ vaccine: NCT01976585
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FIt3L mobilizes cross-presenting DC subsets
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FIt3L recruits DC to the tumor

pre-rx post-FIt3L

II .II.I IJ;E_ I
LI III..I-:
I. I -.

?

_—:I
.—

e
" ———

=

e

v
<
—
()
®

|

CD1c R
04
Tom Marron MD,PhD ////~



FIt3L->Poly-ICLC activates myeloid TME
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FIt3L-primed in situ vaccine
Reproducible abscopal tumor regressions
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Hammerich,L, et al., Nat Med. 2019



FIt3L-primed in situ vaccine
Regression of Bulky Tumors
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FIt3L-primed in situ vaccine
Regression of Bulky Tumors
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FIt3L-primed in situ vaccine
Regression of Bulky Tumors
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FIt3L-primed in situ vaccine
Regression of Leukemic-phase Lymphoma

) light chain
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FIt3L-primed in situ vaccine
T cell recruitment to abscopal sites

Hammerich,L, et al., Nat Med. 2019



FIt3L-primed in situ vaccine
T cell recruitment to abscopal sites

Hammerich,L, et al., Nat Med



FIt3L-primed in situ vaccine
T cell recruitment to abscopal sites
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Improving FIt3L in situ vaccine:
In situ vaccine induces PD-L1 and synergizes with anti-PD1
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Bringing FIt3L in situ vaccine + PD1/PDL1 blockade to patients

m) U.S. National Library of Medicine

ClinicalTrials.gov

Find Studies « About Studies ¥ Submit Studies v Resources |

Home >  Search Results >  Study Record Detail

In Situ Vaccine for Low-Grade Lymphoma: Combination of Intratumoral FIt3L and Poly-ICLC With Low-Dose Radiotherapy

W} U.S. National Library of Medicine

ClinicalTrials.gov

Find Studies About Studies = Submit Studies ~ Resources v

Home >  Search Results >  Study Record Detail

Vaccination With FIt3L, Radiation, and Poly-ICLC

ClinicalTrials.gov |dentifier: NCT03789097

Study Details | Tabular View | No Results Posted Disclaimer How to Read a Study Record

Study Description Goto ~

Condition or disease @ Intervention/treatment @ Phase @

Non-Hodgkin's Lymphoma < Drug: Pembrolizumab) Phase 1

Metastatic Breast Cancer Drug: FIt3L Phase 2

Head and Neck Squamous Cell Carcinoma Radiation: Radiation

Drug: Poly ICLC




ion

t

ine
imina

tu vacc

I
Hammerich,L, et al., Nat Med. 2019

ns

imed

pr

FIt3L-

o
)
2
7]
U]
L &
(@)
)
7))
£
()]
Q
7]
p
@)
&
-
)
7]
7))
o
@
- -
=







GFP-specific
T cell pressure

NGS and debarcoding for relative frequencies
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bystander
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bystander

lymphoma lymphoma + CAR-T

on-target
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bystander
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Fas expression predicts outcomes in CAR-T patients.

I'he NEW ENGLAND JOURNAL of MEDICINE

Axicabtagene Ciloleucel CAR T-Cell Therapy
in Refractory Large B-Cell Lymphoma
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