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Abstract - \We present here a novel therapeutic agent, XMT-2056, that results in robust
anti-tumor activity mediated by an immune response through targeted delivery of a STING
agonist to the tumor microenvironment. By leveraging an antibody-drug conjugate (ADC)
strategy, systemic administration of a STING agonist with tumor-targeted delivery can be
achieved, potentially overcoming limitations of either intratumoral or intravenous
administrations of unconjugated, small molecule STING agonists. XMT-2056 was
generated through conjugation of Immunosynthen, a platform that employs a novel STING
agonist payload specifically designed for ADCs, to HT-19, a HER2-targeting antibody
which binds to a novel epitope and does not compete for binding with either trastuzumab
or pertuzumab. Initial results showed XMT-2056 has target-dependent anti-tumor activity
in vivo and is well tolerated in non-human primates at significantly higher exposure levels
than those required for anti-tumor activity.

To evaluate the impact of HER2 expression level on the activity of XMT-2056, in vivo
studies in gastric and breast cancer models with varying HER2 expression levels were
conducted, and XMT-2056 showed potent anti-tumor activity in a dose dependent and
target dependent manner including in models with very low expression of HER2. Because
the antibody employed in XMT-2056 does not compete for binding with trastuzumab or
pertuzumab, we hypothesized that there could be benefit in combining with such approved
HERZ2-targeted therapies. This advantage was demonstrated in vivo as the combination
of XMT-2056 and trastuzumab, pertuzumab, or trastuzumab deruxtecan showed greater
anti-tumor activity compared to the administration of either agent alone. The improved
activity could be attributed to increased internalization due to binding to non-overlapping
epitopes or Fc receptor clustering. Given the innate immune activation by XMT-2056,
there is also a strong rationale for combination with immune checkpoint inhibitors. To this
end, administration of an XMT-2056 surrogate ADC in combination with an anti-PD1 agent
improved anti-tumor activity and improved immunological memory in a ratHER2-
engineered EMT-6 syngeneic mouse model. Together these data support the potential of
XMT-2056 both as a monotherapy and in combination with other HER2 targeted agents
as well as checkpoint inhibitors.
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