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Increase therapeutic response of cancer immunotherapy
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cGAS-STING pathway: orchestrator of innate and adaptive immunity
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Improve drug-like properties of STING agonist
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« Limited therapeutic effect after systemic administration
* Low serum stability, short half life (<20 mins)

« Low cellular permeability

Fast clearance in the tumor after IT injection
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Only pre-dimerized MSA-2 binds STING
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Preview: Novel delivery system for STING agonist
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Systemic injection, durable immune response
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Mn2*and Co%* amplify CDNs induced STING activation
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Type-l Interferon response in BMDCs
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Mn2* amplifies Type-1 IFN Activation of STING agonists
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How dose Mn?* synergize with STING agonist?

Jiagian Li

Immunity Dr. Yu Leo Lei
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Thus, Mn2*approach may address the dysregulated STING pathway
observed in some cancer patients.

GOAL: A pharmaceutical formulation for systemic immunotherapy with STING agonist and Mn?*




CDN-Mn Particle (CMP) for effective codelivery of CDA and Mn
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CMP |V therapy In established B16F10 melanoma model
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diABZI: the first-in-class non-CDN STING agonist in clinical trials, IV injection

HN— N W £ N
? = rﬂ"Ph‘“G N7 A
N ;_:u 0 — NHE
N X N
wiOH o =N
0 =
- OH

S

Aduro Biotech’s ADU-S100

Compound 3 ( j}
N

o) )
HZN//<< ; i NH,
o o

AN N SN NH

1 1o

GSK’s diABZI STING agonist
currently in a Phase | trial.
Ramanjulu et al., Nature 2018



CMP treat ICB-resistant NOOC1 head and neck cancer model f\ ‘%

Jiagian Li
Dr. Yu Leo Lei

NOOC1 tumors are resistant to 6

cycles of 200 ug ICB therapy. 4 cycles of IV therapy eliminates NOOC1 tumor
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CMP elicits strong iImmune activation in tumor
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Further optimization-- scalable synthesis of CMP

Xingwu Zhou
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Summary
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M) Check for updates

Amplifying STING activation by cyclic
dinucleotide-manganese particles for local and
systemic cancer metalloimmunotherapy

Xiaoqi Sun™?, Yu Zhang’, Jiaqian L%, Kyung Soo Park®*, Kai Han'?, Xingwu Zhou®'?, Yao Xu"?,
Jutaek Nam©'25, Jin Xu'?, Xiaoyue Shi*?, Lei Wei®?, Yu Leo Lei ®%7® and James J. Moon (924852
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 LNP-based coordination
nanomedicine

 Potent STING activation across
human STING variants

« Strong efficacy in multiple murine
tumor models

* Ongoing studies: testing in large
animals (rabbits, dogs)
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Video Message from Xiaoqi (Kevin) Sun




