Safety, Pharmacokinetics, Pharmacodynamics and Clinical Activity of KT-333, a Targeted Protein Degrader of STATS3, In
Patients with Relapsed or Refractory Hematologic and Solid Tumor Cancers
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INTRODUCTION RESULTS
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*Two Grade 4 events were observed: DL4: CTCL patient with Grade 4 Toxic epidermal necrolysis and an LGL-L patient in DL5 with Grade 4 Neutropenia, both considered not related to KT-333. No Grade 5 events.

Phase 1a
Dose Escalation & MTD/RP2D Expansion

KT-333 IV Weekly in 28-day Cycles

MTD/RP2D
Expansion
Lymphoma/Solid

Dose Expansion Opportunities

Adverse Events Related to KT-333:
* The most common AEs observed in >10% of all patients were stomatitis (38%) and fatigue (17%).
* The only Grade 3 AEs were stomatitis, n=2; arthralgia, n=1; fatigue, n=1; weight decreased, n=1 (there were no >Grade 3 AEs considered related to KT-333).

Serious Adverse Events Related to KT-333:
» Grade 2 pyrexia (n=1) in a patient with NK-Cell lymphoma and Grade 3 stomatitis in a patient with LGL-L (was also a DLT).

Peripheral T-cell Lymphoma (PTCL)

t = 24 (£3) hours post 2nd
dose of KT-333 (C1D9);
CTCL patient treated in
DL4; Maximum STAT3
degradation in PBMCs by
MS: 86% (C1); 91% (C2).

tumor and LGL-
L/T-PLL

Baseline

Cutaneous T-cell Lymphoma (CTCL)

Solid Tumor/ DL3 _|

Lymphoma
m e

L/T-PLL

Large Granular Lymphocytic Leukemia (LGL-L)

Dose Limiting Toxicities:
* Solid tumor/lymphoma patients (n=1): Grade 3 fatigue in a patient treated in DL7.
» Leukemia patients (n=2): Grade 3 stomatitis and Grade 3 arthralgia occurring in two different LGL-L patients treated in DL5.
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Advanced Solid Tumors

MTD=maximum tolerated dose; RP2D=recommended phase 2 dose; [V=intravenous; DL=dose level; T-PLL=T-cell prolymphocytic leukemia

KT-333 Treated
C1D9; 24-hour Post Dose

Exposure, Duration on Treatment and Disposition

« As of 03 June 2024, forty-seven patients received a mean 9.1 doses (range 4.0, 12.3) across the first seven dose levels in patients with solid tumors,
lymphomas and LGL-L/T-PLL.

« Seven patients remain active (DL3, n=2; DL6, n=4; DL7, n=1) and 40 patients discontinued KT-333. Primary reasons for discontinuation were disease
progression, n=21; discretion of the investigator n=7; adverse event, n=3; withdrawal by patient, n=4; physician decision, n=2, clinical progression, n=2,
changes in patient’s condition that render them unacceptable for further treatment per PI, n=1.

Pharmacokinetics

Study Design and Objectives

Primary Obijective:

 Phase 1a. Overall safety profile of escalating doses of KT-333 and determination of the
maximum tolerated dose (MTD)/recommended Phase 2 dose (RP2D).

* Phase 1b. Safety and tolerability of KT-333 at the RP2D in patients with PTCL, LGL-L, CTCL and
solid tumors.

B STAT3 and pSTAT3 % Positive Cells are Reduced Overall by 69% & 87% C
Respectively in the Post Treatment Tumor Biopsy vs. Screening

KT-333 Leads to Induction of IFNy Pathway Response and
Downregulation of SOCS3 in a CTCL Tumor

.. o . o . . . . Overall CD3+ Post KT-333 Treatment (C1D9) IFNYy Response Pathway
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« PTCL, CTCL, LGL-L (T-cell LGL-L or CLPD-NK) or solid tumors R/R to at least one prior systemic treatment or with
no available standard therapy.

ECOG of 0-2.
Adequate liver/kidney (all patients) and bone marrow function (except for LGL-L).

KT-333 exposure increased approximately dose proportionally between the 0.05 mg/kg to 1.5 mg/kg doses, with a half-life of 4-7 hours. Exposure at the 1.5 mg/kg dose was higher than that biopsy using RNA sequencing.

predicted to be efficacious based on preclinical data.

CONCLUSIONS

« KT-333 was well tolerated with primarily Grade 1 and 2 adverse events. Two DLTs occurred in LGL-L patients at DL5 and one DLT
was observed in a lymphoma patient treated at DL7. Dose escalation is ongoing at DL7 in solid tumor/lymphoma patients and
complete at DL4 in leukemia patients.
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« KT-333 achieved up to 95% mean maximum STAT3 degradation in peripheral blood mononuclear cells at DL7.

« KT-333 resulted in substantial reduction of STAT3, pSTAT3 and SOCS3 in a CTCL patient tumor with concomitant induction
of IFNy-stimulated genes, including chemokines CXCL9 and CXCL10, suggestive of a favorable immunomodulatory response
in the TME.

Exclusion Criteria:

« Radiation, anti-cancer therapy or major surgery within 4 weeks.

* Autologous hematopoietic stem cell transplant less than 3 months prior to first dose of study
drug.

» Allogenic hematopoietic or bone marrow transplant less than 6 months prior to 15t dose.

» Diagnosis of Chronic Lymphocytic Leukemia or small lymphocytic leukemia.

» Results overall show robust STAT3 knockdown and favorable immunomodulation in blood and tumor at doses that were
well-tolerated and predicted to be clinically efficacious, with promising antitumor activity in heavily pre-treated cHL, CTCL
and STAT3mut NK-Cell Lymphoma patients.

« Complete response (CR) achieved in 2 of 3 patients with Hodgkin’s lymphoma at DL4 who both received prior brentuximab vedotin
and at least one regimen containing a check point inhibitor, and partial response (PR) was achieved in 4 of 9 evaluable CTCL
patients treated at DL2 and DL4-6. CR observed in NK-Cell Lymphoma patient with STAT3 mutation at DL7.
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