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OUR MISSION: Unlock the full potential of GPCRs to target immunoresistance in the TME.

PROVEN 
PLATFORM

Multiple candidates 
for development and 

partnerships.

Anti-CTLA-4 Anti-TIGIT Anti-LAG3

PIPELINE

Drugs for targeted 
cancer patients with 

high unmet need.

EP4R DT-9081

CCR8 DT-7012

TEAM

Experienced team 
with established track 

record.

Non confidential. Not for Distribution

FOCUS

GPCR modulated 
immunology (cancer 
and inflammation)



Immuno-suppressor mediators:

• Adenosine

• PGE2

• CCL1
• H+ / Lactate

• …
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https://vimeo.com/649442780
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• H+ / Lactate
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GPCR-based therapies

• M-1069
• DT-9081

• DT-7012
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https://vimeo.com/649442780
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DOUBLE ANTAGONISM OF IMMUNOSUPPRESSIVE ADENOSINE PATHWAY

M1069

Schiemann K et al, Mol Cancer Ther 2024

Non confidential. Not for Distribution
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M1069: A DUAL A2A/A2B ANTAGONIST

1 M1069 inhibits adenosine-mediated immuno-suppression

In vivo, M1069 shows antitumor efficacy in monotherapy and potentiates the activity of both chemotherapy and immunotherapy2

Non confidential. Not for Distribution

1µM NECA 10µM NECA 10µM NECA

A2A-R

10µM NECA 10µM NECA

A2A-R A2A-R A2B-R A2B-R

Schiemann K et al, Mol Cancer Ther 2024

Schiemann K et al, Mol Cancer Ther 2024

4T1 CD73Hi EMT6
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COX2 PRODUCES PGE2 INDUCING EP4R MEDIATED IMMUNE RESISTANCE 
IN THE TUMOR MICROENVIRONMENT

Immunosupressive cells Immunocompetent cells

PGE2

T regs M2 macrophages MDSC Neutrophils CD8+ T cells M1 macrophages NK cells Dendritic cellsmyofibroblasts Proinflammatory 
fibroblasts

Cancer cells

Bayerl et al, Immunity 2023
Cuenca-Escalona et al, Front in Immunol 2024
Ke et al, Tumor Biol. 2016
Lacher SB et al, Nature 2024
Luan et al, PNAS 2015
Morotti M et al, Nature 2024
Patterson et al, Eur. J. Immunol. 2024
Wang J et al, Oncol Letters 2018
Wang et al, Oncoimmunology 2021

PGE2 promotes immunosuppressive cells (including cancer cells) and inhibits immunocompetent cells

EP4 receptor

Non confidential  -  not for distribution
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EP4R ANTAGONIST: STRONG IMPROVEMENT OF ANTI-PD1 RESPONSE IN SARCOMA TUMOR MODEL

1 Experimental design

MCA205 tumor 
inoculation

Randomization

DT-9081, po, BID, 21 days

15 mice per group

Anti-PD1, ip

DT-9081 30 mg/Kg

Anti-PD1 + DT-9081 10 mg/Kg

Anti-PD1 + DT-9081 30 mg/Kg

Response distribution

2 Results: response rate

Anti-PD1 + DT-9081 3 mg/Kg

Anti-PD1

Results: Rechallenge with MCA205 cells3

Dose-dependent massive potentiation of anti-PD1 effects

Immune memory response conferred with anti-PD1 + DT-9081

Non confidential. Not for Distribution



DT-9081 in the CONDOR consortium
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Pr Antoine Italiano
Institut Bergonié, Bordeaux, France
Member of Domain’s SAB

▸Domain joins the CONDOR consortium focused on
revolutionizing soft-tissue sarcoma (STS) therapeutic
management

https://condorprogram.com

▸CONDOR consortium secured a French RHU grant of
10M€ and is led by Pr Antoine Italiano, Institut Bergonié

▸A Phase II of DT-9081 in STS will be conducted as part of
the CONDOR consortium. Principal Investigator will be
Pr Antoine Italiano who previously tested
immunotherapy in STS.

Non confidential  -  not for distribution



CCR8 SPOTLIGHTED AS A “HOT” TARGET IN ONCOLOGY

https://www.oncologypipeline.com/apexonco/ccr8-expectations

Treg depletion via CCR8 expressed on tumor infiltrating 
T-regulatory (TITR) cells is a promising new strategy for countering 

immunoresistance in the TME and improving outcomes for patients 

11Non confidential  -  not for distribution
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CR: 3/10

Anti-PD1 antibody 
12.5 mg/Kg monotherapy

CR: 10/10

Anti-CCR8 depleting antibody 
7.5 mg/Kg monotherapy

ANTI-CCR8: 100% COMPLETE RESPONSE WITH MONOTHERAPY IN CT26 TUMOR MODEL

Massive anti-tumor efficacy of anti-CCR8 in monotherapy

Immune memory response conferred with anti-CCR8
Non confidential. Not for Distribution
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DISCOVERY OF A HIGHLY DIFFERENTIATED ANTI-CCR8 MAB

• CCR8 is a chemokine receptor known to be
post-translationally (PTM) sulfated by
tyrosylprotein sulfotransferase TPST-1 and 
-2(1-2) .

• This can lead to multiple forms of CCR8
and the exact PTM pattern in different
cancer types or patient subpopulation is
unknown.

✓ The more ubiquitous pattern of CCR8
recognition is therefore preferable.

• CCL1 is the major ligand of CCR8

• CCL1 is involved in CCR8-mediated Treg migration.

• In tumor, CCL1 is secreted by cancer cells, CAF and
TAM (3) .

• CCL1 potentiates immunosuppressive activity of
Tregs by inducing up-regulation of CCR8, FOXp3,
CD39, IL-10, and granzyme B, resulting in enhanced
suppressive activity of these cells (4).

• CCL1 concentration can reach single digit nM
concentration in the TME(5).

✓ Anti-CCR8 mAbs must be antagonist able to
do the job in presence of high CCL1
concentrations.

(3) Korbecki 2020
(4) Barsheshet et al, PNAS 2017

(5) Shuna Liua, 2023

CCR8 receptor

S

S S

(1) Danan LM, 2006
(2) Gutiérrez J, 2004

CCL1 ligand



DT-7012 in the SPRINT consortium
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Pr Adèle de Masson
APHP, Paris

▸Domain joins the SPRINT consortium focused
on accelerating therapeutic innovation for CTCL

▸SPRINT consortium secured a French RHU grant
of approx. 10M€ and is led by Pr Adèle de
Masson, APHP Paris

▸A Phase I of DT-7012 in CTCL will be conducted
as part of the SPRINT consortium. Principal
Investigator will be Pr Adèle de Masson.

Non confidential  -  not for distribution



PROPRIETARY PIPELINE OF HIGHLY DIFFERENTIATED ASSETS
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DISCOVERY CANDIDATE PRECLINICAL PHASE Ia PHASE II

Pipeline Programs                Indications

DT-7012

A2A-A2B antagonist M1069

DT-9081EP4R antagonist

Anti-CCR8

Oncology

Oncology

Oncology

Non confidential. Not for Distribution



Stephan Schann
CSO
sschann@domaintherapeutics.com
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