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Background

6genT-797 is a native allogeneic “off-the-shelf” iNKﬁ
cell therapy product which is in clinical trials for heme
malignancies, solid tumors, and viral acute respiratory
distress syndrome (ARDS) (Poster 647 and Poster
649). This poster aims to interrogate the mechanisms
by which agenT-797 modulate the immune cells in
Qumor microenvironment in preclinical settings. /

INKT Cells Target Tumor Cells and Reshape the
Tumor Microenvironment

iINKT cells directly target tumor cells through:

* The invariant T cell receptor (iTCR), which detects
glycolipids presented by CD1d

* NKG2D and DNAM-1, which detects ligands
expressed on tumor cells

iINKT cells indirectly target tumors by:

* Recruiting and trans-activating Natural Killer (NK)
cellsand T cells

* Targeting myeloid cells in the tumor to repolarize
the immunosuppressive Tumor Microenvironment
(TME)
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Lagenus Inc. or subsidiary thereof (current or former employee), Lexington, MA

Conventional NY-ESO TCR* T Cells Become Dysfunctional After Continuous Antigen Exposure
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Hours in co-culture

A. Cytotoxicity of T cells against A375-GFP cells were assessed using Incucyte Live Imaging (Representative image after 48 hours of co-culture shown on left). B. Proliferation of T cells in
response to antigenic stimulation was calculated as fold change by dividing the number of live T cells present at the end of each round to the number of live T cells added in the beginning of
each round. C. Supernatants from co-culture after each round of antigen exposure to T cells were analyzed for cytokines by Luminex. D. Phenotypic changes in T cells with every round of
exposure was determined. Expression of TIGIT in CD8*T cells was evaluated as a marker of exhaustion. Data shown is representative from one donor (N=3). (**p-value <0.01, ***p-value

<0.001)

agenT-797 Improves Cytotoxic Capacity, Activation and Cytokine Production of Partially Exhausted T Cells

A exhaza:;:teizl'llycells B NY-ESO TCR* T cells from different rounds of antigen exposure were co-cultured with A375-CD1d-GFP in presence or absence agenT-797 cells at

Céﬁ. the ratio of 1:1:1 as shown in A. Cytotoxicity of T cells against A375-CD1d-GFP cells between groups were calculated using area under the
%%ﬂ\ + S, +/- cytotoxicity curve over 5 days using Incucyte Live Imaging. Data shown is representative from one donor (N=3).
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6000 = Activation levels from each round
of T cells cultured with A375-
CD1d-GFP in presence of agenT-
=0 2000 797 are indicated. E.
Supernatants from T cells
cultured with A375-CD1d-GFP in
presence of agenT-797 were

analyzed for cytokines. (****
agenT-797 Acts via soluble Factors to Functionally Rescue Partially Exhausted T Cells value <0.0001 )
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Hours in co-culture

A. Supernatant from agenT-797- A375-CD1d-GFP co-culture was collected after 24 hours and added to partially exhausted T cells as shown in A. B, C, D. Cytotoxicity of Round 2 antigen
exposed T cells against A375-CD1d-GFP cells and activation of T cells measured by CD25*CD69* cells after 24 hours of co-culture were compared between the groups. Supernatant from
activated agenT-797 significantly improved the cytotoxicity of partially exhausted T cells. . (**p-value <0.01, ***p-value <0.001 and ****p-value <0.0001 )

agenT-797 Enables Activation of DCs CcDh14* monocytes were
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agenT-797 Selectively Kills M2 Macrophages Over M1 Macrophages
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A. CD14* monocytes isolated from healthy donor PBMCs were polarized to M1 macrophages
by culturing with M-CSF, IFNy and LPS (50, 50 and 100 ng/ml) and M2 macrophages in the

P

resence of M-CSF, IL-10 and TGF-B (all 50 ng/ml). M1 and M2 macrophages were co-

cultured with agenT-797 at 1:2 ratio and macrophage killing and iNKT activation was
measured 48 hours post co-culture. Data shown is representative from one donor (N=2). B
iINKT activation from macrophage co-cultures were evaluated by expression of CD25 and

C

D69. C. Frequency of viable macrophages were measured from co-cultures.

Conclusions

In addition to their natural anti-tumor responses, agenT-797 can significantly improve the function of
partially exhausted T cells through the secretion of soluble factors.

agenT-797 can activate the DCs and preferentially killing tumor-promoting M2 macrophages over M1
macrophages, making it a hostile environment for the tumor cells.

iNKTs can also be engineered to express different CAR molecules, and in preclinical studies can enhance
tumor killing (Poster 322- Eleni Chantzoura) as well as to target stroma, reduce TME immunosuppression
and infiltration of tumor specific CD8* T cells (Poster 358- Xavier Michelet).

agenT-797, MiNK’s allogeneic native iNKT cell therapy, continues to advance in Phase 1/2 clinical trials
along and in combination (with anti-PD-1) in solid tumors (NCT05108623), viral ARDS (NCT04582201) and
Multiple Myeloma (NCT04754100).
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