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The tumor-activated IL-12 prodrug WTX-330 expanded and activated tumor infiltrating
lymphocytes and caused tumor regression in patients with refractory solid tumors:
Interim data from an ongoing Phase 1 study
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THERAPEUTICS

INTRODUCTION

WTX-330 is an engineered prodrug that harnesses the potent, proinflammatory activities of IL-12 to treat challenging cancers

RELATED TREATMENT-EMERGENT ADVERSE EVENTS (TEAES)

Related TEAEs were primarily mild to moderate at clinically active doses

TIMELINE OF RESPONSE IN MELANOMA PATIENT WITH A CONFIRMED PR (RECIST 1.1)

Patient responded to WTX-330 after progressing on adjuvant pembrolizumab

MULTIPLEXED IMMUNOFLUORESCENCE ANALYSIS OF PAIRED TUMOR BIOPSIES
WTX-330 increased T and NK cell expansion and activation in MSS CRC

) *  Cytokine release syndrome - O
'"Clr_fase" tA:‘_t'ge" Unfortunately, systemic administration of recombinant human IL-12 Plot shows the frequency of related Pyrexia; Pretreatment n-treatment
esentation ¢ oy . . . ils A
esen oo (rhIL-12) caused severe toxicities (including death) that precluded its TEAES occurring in more than Fatigue March 2024 (pretreatment; a, d) May 2024 (on-treatment; b, e) Sept. 2024 (post-treatment; c, f) 102-101 CD8+ Cell GrzB+CD8+ Cell GrzB+ NK Cell
. . . : . i Aspartate aminotransf - q- . . . o - Density Density Density
Activated (Q Increased Cytolytic clinical deVemeent- To improve the therapeutic index for IL-12, one batient e e Patient was progressing at melanoma After three doses of WTX-330 (0.024 Twelve weeks after discontinuing o . s
APC / Activity Werewolf engineered an INDUKINE™ molecule (WTX-330) to be P — Nausoa- e  the rioht | /e V) dules had flattened WTX.330 , MSS CRC - 1.75X :
@ systemically administered but preferentially activated by dysregulated £ H\e/;)crgg;g IN-transit metastases or the right lower— mMg/Kkg 1V), many nhoduies had tiattene , al ONEOINg response was Retroperitoneal ' T 6 v
IFNg & ( o proteases in the tumor microenvironment, releasing a fully potent, wild The data reflect all 25 patients 9 Blood bilirubin increased - extremity and had a melanomatous and/or regressed. Target lesion (cluster noted at a subset of lesions (i.e., with lymph node NE 100- § £ 1.0-
ctivate . . . . ) . . . . © Anaemia - . o) e . ) = O 4-
CD8 type cytokine at the desired site of action. WTX-330 is comprised of: treated with at least one dose of Z Thrombocytopeh;a_ ulcer. Initiated WTX-330 >2 months of skin nodules) decreased by 47%. no additional therapy). The patient’s Overall response: 5 . e 4 Z i
C . Cytokine domain - wildtype  « Half-life extension domain - WTX-330 at three dose levels (0.016, u;-'j Neutrophil count s after discontinuing pembrolizumab Punch biopsies showed no tumor melanomatous ulcer had healed Stable disease ' ° E,;: 2- &
CD4TC9.. IL- 12 IL-12 heterodimer with native extends the dosing interval and 0.024, and 0.032 mg/kg IV Q2W) in S White blood col Coun'xpe‘ltferigg L ! vight | . (24 weeks) 0- 0- ool
potency and established maximizes tumor prodrug the dose escalation and at 0.024 £ Sinus tachycardia ateral rignt lower extremity ) SCRN C1D22 SCRN C1D22 SCRN C1D22
Treg . . . . O Platelet count decreased - 2 | .
req Fragilty ‘ biology (not a mutein) exposure mg/kg IV Q2W in the dose expansion > Mucosal inflammation- - o CcD8+ Cell GrzB+CD8+ Cell GrzB+ NK Cell
* |nactivation domain - blocks « Cleavable linkers - novel protease y S Hypzka'aem'a' Grade " S 106-104 Density Density Density
L I tite - - [ -
— IL-12 receptor activation when substrates optimized for tumor *Cytokine release syndrome (CRS) was graded 2 serease ag‘;i; g Grade 1 8 } 200 . 0
Macrophage 5 ; NK Cell the prodrug is intact to reduce selectivity; WTX-330 cleavage in by ASTCT scale (Lee DW, et al. Biol Blood 2 Oropharyngeal pain - Grade 2 2 2 [ MSS CRC X o 8X -
ecrease . . . . edema peripheral ¥ O N i i 150
Immunosuppressive Function systemic IL-12 toxicity tumors releases active [L-12 Marrow Transplant 2019;25(4):625-38) < Lymphocyte count decreased 1 2:3:: ;‘ﬁ:, 5 Liver metastasis o % . E N
#Leonard JP, et al. Blood 1997;90(7): 2541-2548 Hypertension 1 - % 100- x %
As shown above, the antitumor effects of interleukin-12 (IL-12) result Half-life extension domain Cvtokine d : CO?]Z,EEZEETQ‘ Overall response: % © 4 + 20-
from stimulation of both innate and adaptive immune cells. 1L-12 — ytoxine domain o Bone pain Progressive © s0- g . S 10~
and/or IFNy, a key effector cytokine induced by IL-12, are known to d : Key safety findings: Back pain - disease
oA e ® 0-

drive the following activities:

T
SCRN C1D22 SCRN C1D22 SCRN C1D22

GRZB IFNY NK Abbreviations: MSS - microsatellite stable, CRC - colorectal cancer,

scrn - screening/baseline, C1D22 - cycle 1 day 22 (i.e., after two doses),
GrzB - granzyme B, IFNy - interferon gamma, NK - natural killer

* Most frequent related TEAEs were CRS*, pyrexia, chills,

 Induction of T helper type 1 (Th1) cell differentiation Number of subjects

fatigue and elevated liver function test abnormalities

- Activation of cytotoxic natural killer (NK) and T cells - CRS and related toxicities improved after the first dose

: : : : * Notable related TEAEs occurring in only one subject
* Reprogramming of immunosuppressive tumor-associated

RECIST luation
macrophages (TAMs) and regulatory T cells (Tregs) CIST evaluatio

8 weeks: unconfirmed
PR based on decreased

TL and no increase in
size of NTLs

16 weeks: Confirmed
PR based on ongoing
TL response, complete

« Toxicities were typical for systemic IL-12 therapy but less
severe (even at 0.032 mg/kg) than rhlL-12 given at its MTD
(i.e., in phase 2 study when no test dose was administered)#

(i.e., not shown) included a G4 lymphopenia, a G3 gastritis,

« Increased antigen presentation by APCs and by tumor cells a G3 febrile neutropenia, a G3 drug-induced liver injury, a

PRELIMINARY WTX-330 PHARMACOKINETIC PROFILE
PK data account for the improved therapeutic index of WTX-330 compared to recombinant human IL-12 (rhIL-12)

The pleiotropic effects of IL-12 may therefore be particularly useful for G3 acute kidney injury, and a G3 activated partial

treating tumors with acquired resistance to standard of -care
immunotherapies, or for stimulating immune responses in tumors that
have not naturally generated antitumor immunity.

thromboplastin time prolonged * Expansions opened at 0.024 mg/kg because two DLTs were
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« Gr3 and Gr4 related TEAEs were all manageable and/or

: : . . PK profiles for WTX-330 and free IL-12 compared to
reversible with holding/delaying WTX-330 therapy :

rhiL-12 C,,,, when dosed at its MTD (mean = SEM)
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