A First-in-Class STAT3 Degrader KT-333 in Development for Treatment of Hematologic Cancers
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INTRODUCTION
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Figure 1: KT-333 is a Potent and Selective Degrader of STAT3 that
Induces Growth Inhibition and Apoptosis of Lymphoma Cells

Signal Transducer and Activator of Transcription 3 (STATS3) plays important roles in
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Figure 3: KT-333 Modulates STAT3-dependent Pathways

STAT3-dependent transcriptional changes increase over time
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class, potent and selective STAT3 degrader KT-333 that is being developed for the

treatment of hematologic malignancies and solid tumors.

Tumor Cell Intrinsic and Extrinsic Functions of STAT3
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Mechanism for Targeted Protein Degradation
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In vivo Experiments

METHODS

In vitro Assays

All  cell lines were cultured according to
recommended procedures unless otherwise noted.
For degradation assays, cells were treated with
compounds for 24 h, and total STAT3 protein

Subcutaneous tumors established in

were
immunocompromised host strain mice using SU-
DHL-1 or SUP-M2 human ALK+ ALCL cell lines.
CT-26 syngeneic tumors were established as
subcutaneous xenografts in C57BL/6 mice. STAT3
degraders were formulated in buffered PBS and
administered IV on either a QW or BiW schedule.

assessed by western blotting. Viability was assessed
using cells treated with degraders for 4 days and
assayed by CTG assay. To block proteasome-
mediated degradation, A549 cells were treated with
the proteasome inhibitor (MG-132, 1 uM) for 1 hr
prior to addition of KT-333 (DC,,) and incubated
for an additional 4 h. Apoptosis was measured
using the Caspase 3/7 Glo assay.

Kymera Therapeutics

Tumor volumes were measured by caliper and body
weight was taken twice a week. For PK-PD
assessment, SU-DHL-1 tumor bearing animals were
administered a single dose of KT-333, and plasma
and tumor were harvested at O, 6, 24, 48, 96, 168
and 240 hours. KT-333 drug levels was measured
by LC-MS and tumors evaluated STATS3 protein by
a targeted MS assay.
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STATS3 degradation significantly modulates proteins that are involved in
pathways downstream of STAT3 including immune response and response to
stimuli /cytokine stimulus.

STAT3 shows strong decrease at protein
but small changes in transcript levels.

Figure 2: KT-333 Induces Growth Arrest and Cell Death After Transient

STATS3 Degradation in vitro and with Intermittent Dosing in vivo
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Transcriptomic Analysis

RNAseq was performed on SU-DHL-1 and SUP-M2
cells treated with KT-333 for 8, 24 or 48 h.
Pathway analysis was performed by Gene Set
Enrichment Analysis (GSEA). RT-PCR assays were
used to confirm response to KT-333 for a set of
genes that showed significant changes.

Proteomic Analysis

Tandem Mass Tag discovery proteomics was
performed on SU-DHL-1 and human Peripheral
Blood Mononuclear Cells treated with KT-333 at
300 nM (equivalent to 10X DC,; in SU-DHL-1) to a
depth of >8,000 proteins. Statistical analysis was
carried out using the Limma statistical package. A
weighted cutoff between statistical significance and
fold-change was applied.
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Figure 4: Integrated PK-PD-Efficacy Modeling
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CONCLUSIONS

KT-333 is a first-in-class clinical candidate that potently and selectively degrades STATS3, a previously undrugged transcription factor, in
both tumor cells and immune cells

STAT3 degradation results in decreased STAT3 gene signatures and induces growth arrest and cell death through cell autonomous
mechanisms in models of hematologic malignancies

ALK+ ALCL tumors could be eradicated by intermittent dosing schedules that achieve 90% or greater STAT3 degradation for approximately
48 hours during the dosing interval

Degradation of STAT3 in cells of the tumor microenvironment could positively modulate anti-tumor immunity and suggest opportunities for
combining with immuno-oncology therapies

KT-333 exhibits PK properties suitable for intermittent, iv dosing regimens in the clinic

KT-333 first-in-human study in patients with lymphomas will be initiated in 4Q21

Contact: Phillip Liu / pliu@kymeratx.com

Figure 5: STAT3-degradation Positively Modulates Anti-tumor Immunity
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Figure 6: PK and in vitro Safety Pharmacology of KT-333 Support
Clinical Development

KT-333 is predicted to be low clearance, low volume of distribution in humans
with good solubility to enable intravenous administration

63rd Annual Meeting of the American Society of Hematology (ASH)

Physical and DMPK properties KT-333

LogD -14

Solubility at pH 7.4 (mg/mL) 303

Solubility in PBS pH 7.4 (mg/mL) 103

HLM (uL/min/mg) 1.3

H-PPB (Fu) 11%

CYP3A4 / 2C9 / 2C19 / 2D6 inhibition (IC) 35/ >50/>50/>50 uM
Mouse/Rat/Dog/Monkey Cl (mL/min/kg) 84/24/3.6/2.5
Mouse/Rat/Dog/Monkey Vdss (L/kg) 04/11/0.3/0.2
hERG (uM) > 10
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