Preliminary Safety, Pharmacokinetics, Pharmacodynamics and Clinical Activity of KT-333, a Targeted Protein Degrader of #3081
STATS, in Patients with Relapsed or Refractory Lymphomas, Large Granular Lymphocytic Leukemia, and Solid Tumors
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| NTRO DUCT' O N RESU LTS Figure 3: KT-333 leads to Mean Maximum STAT3 Degradation of Up to 84% in Peripheral Blood Mononuclear Cells at Dose Levels 4-5
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Exploratory: STAT3 degradation and STAT3-regulated circulating biomarkers in peripheral blood; S 00 PK 0.05 mg/kg 0.1 mg/kg 0.2 mg/kg 0.4 mg/kg 0.7 mg/kg ; = - 0 v
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@ 1000
- Phase 1a. g 500 CL (L/h/kg) 0.0447 (62-7%) 0.0531 (20-9) 0.0421 (59-3) 0.0532 (39-7) 0.0475 (20-7) A) Representative ROIs from histological sections of tumor biopsies analyzed using multiplex immunofluorescence (mlIF) for STAT3, pSTAT3 and CD3. Images include epidermal region, dermal region and CD3+ tumor infiltrate. DAPI was used as nuclear counterstain. Scale
«  Lymphomas (including Hodgkin, B- and T-cell) or solid tumors relapsed/refractory (R/R) to at least two prior = bars: 2 mm for H&E; 300 um for mIF and 80 um for high magnification ROI showing STAT3/CD3 co-stain. White arrows indicate STAT3+CD3+ cells. B) HALO image analysis platform was used for analysis of mIF data. Intensity-based thresholds were set to derive
tryeatpments o(r with nogavailagble standard therapy g Y g S O t1/2 (h) 6.25 (78-8%) 3.42 (28-5) 5.14 (22-9) 4.09 (30-4) 3.84 (19-0) classifiers for CD3, STAT3, pSTAT3 that delineated biomarker positive versus negative DAPI+ cells in both the screening and C1D9 biopsies. The epidermis was excluded from quantitative analysis. C) Gene expression profiling of FFPE specimen from screening and C1D9
) 0 2 4 6 8 24 . . .
¢ LGL-L/T-PLL: R/R to one prior SyStemiC treatment. Time (h) Mean (%CV) are presented; subject 103-001 (DL2) excluded from calculation of PK parameters due to inconsistency in PK profile crek blopsy Heing RNA Seauencing.
* Phase 1b. 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.
ik - CONCLUSIONS - - e . -
» Adequate liver/kidney and bone marrow function (except for LGL-L). - KT-333 achieved up to 84% mean maximum STAT3 degradation in peripheral blood mononuclear cells at DL4-5 and maximum degradation up to 96%
. o . . with evidence of STAT3 pathway inhibition (decrease in SOCS3) and downregulation of inflammatory biomarkers in peripheral blood. Kymera Therapeutics
Exclusion Criteria: « KT-333 was well tolerated with primarily Grade 1 and 2 adverse events. Two DLTs occurred in LGL-L patients at DL5 and no DLTs observed the patients for their
- . . L in solid tumor/lymphoma patients. Dose escalation is ongoing at DL5 in solid tumor/lymphoma patients and at DL3 in leukemia patients. » Key cytokine involved in anti-tumor immunity, IFNYy, as well as IFNy-stimulated genes were induced in peripheral blood showing functional participation in the
 Radiation, anti-cancer therapy or major surgery within 4 weeks. engagement of the JAK/STAT pathway clinical study and
* Autologous hematopoietic stem cell transplant less than 3 months prior to first dose of study drue. - Partial response (PR) observed in one patient with Hodgkin’s lymphoma at DL4, and among the five CTCL patients treated to date, two PRs their family and
* Allogenic hematopoietic or bone marrow transplant less than 6 months prior to 1< dose. and one stable disease (3 of 5 with clinical benefit) were observed at DLs 2 and 4. Ongoing stable disease observed in four patients with - KT-333 resulted in substantial reduction of STAT3, pSTAT3 and SOCS3 in a CTCL patient tumor with concomitant induction of IFNy-stimulated support of the clinical
- Diagnosis of Chronic Lymphocytic Leukemia or small lymphocytic leukemia. advanced solid tumors; one at DL3 and three at DL4. genes, including chemokines CXCL9 and CXCL10, suggestive of favorable immunomodulatory response in the TME. oHes
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