Precision Health in IBD:
Cell & gene therapy is on the horizon
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Cell and gene therapy is transtforming medicine

.« Early Approvals Pave The Way For New Market Entrants
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Poised for broad utility

There are currently >1,000 clinical trials for cell and gene therapies registered with ClinicalTrials.gov



The key cell & gene therapy success in cancer

Emily Whitehead, first child to receive CAR-T cell therapy
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CAR-T cells: potential for transformative impact in autoimmunity

CD19-Targeted CAR T Cells in Refractory Systemic e i s
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Is there a rationale to use CD19 CAR T cells in IBD?
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- Patient profile?
- Conditioning?
- Concomitant therapy

- Risk of life-long B cell
aplasia



BioCanR,

Canada's Immunotherapy Network

- ‘*’ Thec:'al?el.gics adre 100%
made-in-Canaaa
Decentralized =
Lower costs: all processes

° 9 f:om_pie_ted within the same

M anu fa ctu rin g institution
-} Decreased timelines and

(C L | C Poi nt .../ faster patient delivery
-
o Treatment at the point of

“__d care; standarized protocols

of-Care Platform)

CD19-CAR T cells in Canada
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Unmodified Treg therapy is already happening in [BD
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Phase |, open-label, fast-track Treg dose-escalation in UC
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Rationale for genetically-modified Treg therapy in IBD
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CAR-Treg therapy is on the horizon for IBD
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GentiBio and Bristol Myers Squibb to
develop engineered Treg therapies for
inflammatory bowel diseases

BY JIM CORNALL Y in =
AUGUST 10, 2022 - 2 MINUTES




The future of Treg engineering

Engineer alternative/synthetic cytokines Confer uniform antigen-specificity
- Orthogonal IL-2 - Chimeric antigen receptors (CARSs)

- Chimeric cytokine receptors - T cell receptors (TCRs)
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- Make resistant to immunosuppression
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endogenous MHC or TCR
- MHC: reduce immunogenicity of allogeneic Tregs
- TCR: reduce risk of graft versus host and mispairing
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Advantages

» Possibility of curing disease

» Antigen-specific therapy

» Harnessing natural propensity
of gut to induce tolerance

* Regenerative potential of
intestine once inflammation

is controlled

Open questions

» Efficacy in an ongoing

inflammatory disease?

» Correct trafficking of infused

cells?

» Requirement for

pre-conditioning?

* Risk of Treg conversion into

effector cells and disease
exacerbation?

» Risk of systemic suppression?
¢ Need for concurrent microbiota

manipulation?

Discussion Points

e Rationale to use CD19 CAR-T cell

therapy

* |nterestin pursuing unmodified Treg

therapy in Canada

 Pathway to genetically-modified Tregs

- Patient population (biomarker stratified?)
- Adjunct therapies
- Markers of efficacy?

- Cost/benefit
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