Phase 1 trial of KT-333, a STAT3 degrader, in patients with relapsed
or refractory lymphomas, large granular lymphocytic leukemia and
solid tumors
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Introduction/ Backirou nd Results
Demographics

STAT3 " Survival = Profiforation = EMT « Stemmoce Dose Level 1 Dose Level 2 Dose Level 3 Dose Level 4 Overall
promotes Cytokine Growth  Adrenergic 0.05 mg/kg (n=4) 0.1 mg/kg (n=4) 0.2mg/kg(n=3) 0.4 mg/kg(n=2*) (N=13)

tumor cell-intrinsic Receptor Factor Receptor T Age (years)

expression of genes | ’ Median (min, max) 64.5 (57, 70) 63.5 (59, 74) 52.5 (40, 76) 74.5(72,77) 65.0(40, 77)

Sex (n, (%))

involved with survival,
Male 3 (75) 1(25) 1(33.3) 2 (100) 7 (53.8)

proliferation,

Race (n, (%))
stemness and Black or African American - 2 (50) 1(33.3) 1 (50) 4 (30.8)
metastasis Cytokines White 4 (100) 2 (50) 2 (66.7) - 8 (61.5)
(eg. IL-6 "'_10’ VEGF) Unknown (patient did not disclose) - - - 1 (50) 1 (77)
STAT3 also promotes w ECOG (n, (%))
differentiation and NUalhe 0 il 0 1(25) 0 0 3(23.1)
activity Of KT-333 .:.}:.;:.‘ ’ I\ 1 : : : 2 (100) 10 (769)
MUNOSUDDBressive - T Number of prior systemic therapies
NOSUbP acrppenen MBSCS) ioters || 23 4 (100) 4 (100) 2 (100) 12 (92.3)
cells in the tumor Bl cells
microenvironment. o At DCs Vascularization Solid Tumort 3(75) 2 (50) 3 (100) 2 (100) 10 (76.9)
PTCL® - 1(25) - N/A* 1(7.7)
KT-333 cTCL 1(25) 1(25) : N/A* 2 (15.4)
® Targeted prOtein degraders are a neW thera peutic CIaSS Of COmpOLIndS that ;FZ:Eg;gﬂ?ce?#if;ﬁ;:;ahléa;pancreatic; endometrial; peritoneal; ovarian; head and neck; anal and intrahepatic cholangiocarcinoma

* = DL4, at time of data cut off, two patients were enrolled, and accrual was ongoing. N/A = data not available.

Exposure and Disposition
* As of 01 May 2023, Thirteen patients received a mean of five doses across four dose levels.

utilize the ubiquitin proteasome system to target degradation of specific
proteins.

 KT-333 is a first-in-class, potent, hlghly selective, heterobifunctional small - Five patients remain active, and eight patients discontinued between Cycle 1, Day 1 and C3, Day 22. Primary reasons for discontinuation
| | d d f STAT3 were disease progression (3); withdrawal by subject (2); Pl decision (2); and Adverse event (1; Gr. 2 squamous cell carcinoma of skin in CTCL
moleculie degrader o . patient with prior history of UVB treatment and recurrent SCCs of skin, possibly related to KT-333 per investigator assessment).
* In preclinical studies, proof of concept antitumor activity was seen with KT-333 Overall Safety
monotherapy in mouse xenograft models of STAT3-dependent peripheral T-cell Number of Patients with Adverse Event Occurring in =2 Patients (n, (%))
lymphoma (PTCL) and cutaneous T-cell lymphoma (CTCL) and with KT-333 in Dose I;cle(ve(l 1 ) Dose/Llfvzel 2 ) Dose/Lkev(eI 3 ) Dose/II;e\zeI 4 ) O(verall ;,b
. . . . 1 . Preferred Term 0.05 mg/kg (n=4 0.1 mg/kg (n=4 0.2 mg/kg (n=3 0.4 mg/kg (n=2¢ N=13
combination with anti-PD-1 in syngeneic mouse colorectal cancer model. Al Rolated | Al - Related |~ Al - Related |~ Al Related | Al Relatedd
Fatigue 2 (50) E 1(25) E 1(33.3) E E E 4 (30.8) E
M ethOdS Anemia : : 2 (50) : 1(33.3) : : : 3(23.1) :
Study Design and Objectives Constipation 2 (50) - 1 (25) - - - - - 3(23.1) -
Nausea 1 (25) - 1 (25) 1(33.3) - - - 3(23.1) -
Phase 1a Phase 1b D.ehydration 1(25) - 1(25) - - - - 2 (15.4) -
Dose Escalation & MTD/RP2D Expansion (n=~45) Dose Expansion (n=20 each) Dizziness 1(25) - 1(25) ” ” " - 2(15.4) -
Skin infection 1(25) : 1(25) : : : : 2 (15.4) :

a) All Grade 1 and 2 events except the following: 1 patient with Gr. 3 abdominal pain and 1 patient with Gr. 3 fatigue that were not related to KT-333.

b) No Grade 4 or Grade 5 events.

c) At time of data cut off, DL4 had enrolled two patients and no AEs had been reported.

d) AEs related to KT-333 (n=1 each): Gr. 1: abdominal pain upper, LDH increase, and rash. Gr. 2: diarrhea, hypothyroidism and squamous cell carcinoma of the skin.

KT-333 IV Weekly in 28-day Cycles ]

Peripheral T-cell lymphoma (PTCL)
Cut Tcell | R (CTCL) Safety Summary: At the time of the data cut off, KT-333 was well tolerated, with no dose limiting toxicity observed
utancous 1-cell ymphoma and no serious adverse events considered related to KT-333.

Large granular lymphocytic leukemia (LGL-L)
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Pharmacodynamics and Pharmacokinetics

Cycle 1, Day 1 Pharmacokinetic Profile and Parameters

Advanced Solid Tumors

\g’ o DL1 Dose Level

= o DL? PK Parameter 0.05 mg/kg 0.1 mg/kg
DL=dose level; MTD=maximum tolerated dose; RP2D=recommended phase 2 dose; ST=solid tumor -% B = DL3 (n=4) (n=2)
Primary Objective: Safety, tolerability and determine the maximum tolerated dose ) o (/L) 307 (30.5%) 382 (405, 359 1020 (1130, 902)

i AUClast (ng.h/mL) 1550 (65.7%) 1820 (2120, 1520) 3150 (3050, 3250
(MTD)/recommended Phase 2 dose (RP2D) (Phase 1a). S§. = pp— 0315 0295039 385 0374070
Secondary: PK, prelimina ry efﬁca Cy. g CL (L/h/kg) 0.0447 (62.7%) 0.0565 (0.047, 0.0659) 0.0636 (0.0656, 0.0616)
Exploratory: STAT3 mutational status; STAT3 pathway gene expression including 2 —~ e i Pman ey menes

£ 00000 Time (h) } Mean (%CV) shown for DL1; Mean (individual values) shown for DL2 and DL3

PSTAT3 expression at baseline, immune TME profiling & correlations with anti-tumor

Proof-of-mechanism for KT-333 demonstrated with up to 88% mean max degradation of STATS3 in peripheral blood mononuclear cells

aCtIVIty. T o ens X . § Method: Targeted Mass Spectrometry SYEEE SEbe
Key Ellg Iblllty Crlterla §_ ’ Dose Level Patient ID hﬁ:;:*ng(\WZZilEd;:i%n ASTEIELEE Nrfé(;:l*tlf?wz(:il;sd;g%n AT

o o o - S -20- -~ DL1 105-001 -79.8 % (-75.6 %, -84.1 %) N/A
InCIUSIOn Crlterla ggl:'él 404 : gti &gi)mg/kg 105-002 ::;.2 jzzjj j Zi:;; :jﬁ
* Phase 1a: 55 ... v T

» Lymphomas (including Hodgkin's, B- and T-cell) or solid tumors relapsed/ 5= - R i —

refractory (R/R) to at least two prior treatments or no available standard O ofopeesisz o, Gerwosisz oo EeGa b e

° 12345678 9101112 2930313233 3435363738 0.2 mg/ke Eaa0- SOt coTTe e

(n=2) 180-002 -85.4 % (-80.3 %, -90.4 %) -80.0 % (-72.7 %, -87.2 %)

therapy. KT-333 A Diays — A
» LGL-L R/R to one prior systemic treatment.

** post doses 1 & 2; # = BLOQ ** post doses 5 & 6; # = BLOQ

KT-333 achieved STAT3 pathway inhibition and downregulation of inflammatory biomarkers in peripheral blood

* Phase 1b: PTCL, CTCL, LGL-L (T-cell LGL-L or CLPD-NK) or solid tumors R/R to at SOCS3 . ol = saA < CrP
least one prior systemic treatment or with no available standard therapy. 2 _ 200 ~o2 |- oD ' 8o l IRl | e [ |
. . . ag o -~ DL3 P S £ -207 S £ -20- o
« ECOG of 0-2, adequate liver/kidney and bone marrow function (except for LGL-L). 5% o W M S $2 . $2 L L3
° ° ° E ¢ ; o S ® oo °\°I °
Exclusion Criteria 2§~ | : ES o0 : EX w0l L,
. . . . . . %H_TS' Ec 80 ° E® .80 ° ° .
» Radiation, anti-cancer therapy or major surgery within 4 weeks. 5 ? 35 )
N R R R ©c  TrTYrTm—rrrOrrrr T T T T T 1T s T ] T ‘o -100 T T a -100 T T
» Autologous hematopoietic stem cell transplant less than 3 months prior to first R gk TRl Qs T e £ Clweek1 C1week2 2 Clweek1 C1week?
dose of study drug. pays tn stucy | - |
. . . . * Dose-dependent reduction in SOCS3 mRNA during Cycles 1 and 2 * Reductions in plasma SAA and CRP during Cycle 1
* Prior allogenic hematopoietic or bone marrow transplant. - Correlation between changes in STAT3 protein and SOC3 mRNA

Conclusions

« KT-333 achieved up to 88% mean maximum STAT3 degradation in peripheral blood mononuclear cells with evidence of STAT3 pathway inhibition (decrease in SOCS3) and
downregulation of inflammatory biomarkers in peripheral blood.

* Most common treatment-emergent adverse events were Grade 1-2 fatigue, anemia and gastrointestinal symptoms, with no DLTs or drug-related SAEs.

* Phase 1a dose escalation ongoing, with continued enrollment onto Dose Level 4.
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