"HEALTH

oncr (N AR First Results of a Phase 1 Study Evaluating Safety, PK, PD and Clinical Activity of STC-15, Aosiract 676
a MET TL3 Inhibitor, in Patients with Advanced Malignancies

Kyriakos P. Papadopoulos’, Justin C Moser?, Jordi Rodon?, Yaara Ofir-Rosenfeld*, Hendrik Weisser?, Melinda Snyder®, Tess Schmalbach®, Tess Barker®, Deepa Deshpande?,

Ben Skead®*, Doug Hester?, Nidhi Sheth?, Pamela Saldana Leon’, Edwin Blanco-Cepeda', Oliver Rausch?, Josefin-Beate Holz*
'START San Antonio, San Antonio, TX, US; *HonorHealth Research Institute, Scottsdale, AZ, US; *Department of Investigational Cancer Therapeutics (Phase 1 Clinical Trials Program), The University of Texas MD Anderson Cancer Center, Houston, TX, US; “Storm Therapeutics Ltd, Cambridge, Cambridgeshire, UK

Background Demographics and Baseline Characteristics Clinical Activity Tumor Biopsy Analysis

Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5 175 4 M 100 mg TIW i i i i i
METTL3 is the RNA methyltransferase responsible for depositing N-6-methyladenosine o e 100 o T W 160 B3 W 200 TS W Toea B Assessment of Tumor Proliferation and Macrophage STC-15 Activates Innate Immunity Pathways in Blood
mg Q mg Q mg Q mg Q mg Q ota g : : : : :
modification (M6A) on mMRNA. m6A is the most abundant modification on mRNA, regulating Characteristics (N=6) (N=3) (N=14) (N=12) (N=7) (N=42) l :130 mgQTE')W Infiltration in Gl Cancer B|0p5|es A Gene Ontology Gene Ontology NanoString 10360
o o . . . mg n n n n n rin
- - Biological Pr Molecular Function Functional Ann ion
MRNA stability, Spl|§:|ng and protleml tll”anslann. STORM Therapgutms developed STC-15, Age (Years) 125 B 50 mg TIW . All biopsies were collected in Week 4 on treatment (C2D1), after 9 doses of STC-15 ological Process olecular Functio ctional Annotatio
a potent and selective MET TL3 inhibitor currently under evaluation for the treatment of n 6 3 14 12 / 42 = 100 . Defense Response _ Double-Stranded _ ngerferon _
advanced malisnancies. Mean (SD) 64.0 (19.3) 6/7.0 (12.2) 59.3 (/.5) 49.5 (15.2) 54.6 (1/7.4) 56.9 (14.5) 4 Pati A : : Pati D Pati E 8 e Recoonee |
& Median 68.5 730 62.5 495 480 59.5 0 atent Patient B Patient C atent atent 2 D oo - RNA Binding - presencaon ™
In solid and hematologic cancers, multiple publications suggest that m6A maodification Min,Max 380, 85.0 53.0, 75.0 43.0, 67.0 24.0,79.0 36.0,77.0 24.0, 85.0 = D Response to Virus — Guany! Ribonucleotide _ Cytotoxicity
. . . . . . . 9 inding
plays a key role in cancer progression, in acquired drug resistance and in the maintenance Sex [n (%)] o 2 Negative Regulation Guanyl Nucleotide Lymphoid _
of leukemic stem cells. Removal of m6A by genetic means or pharmacological inhibition Male 4(66.7%)  1(333%)  7(50.0%) 7 (58.3%) 5(71.4%) 24 (57.1%) s FOR inding Compartment
. . . . . o 0 o o o 0 o egulation of | inding “Akt —
activates innate immunity. In the absence of méA, a subset of transcripts adopt dsRNA SEImAlE 2 (83:5%) 2 (e %) 7 (e S (l02) Z(Z8kte) VS (L) g - Viral Process ©1F Binding oAl
formation that leads to the activation of Pattern Recognition Receptors such as retinoic acid- Cancer Type CRC (2) CRC Bone Breast Breast ° o2 4 6 8 00 05 10 15 20 03 6 9
inducible gene | (RIG-I) and melanoma differentiation associated protein 5 (MDA-5), which =sophagus Lung STreest -ung ) statistical Significance (~10g:,(p.q))
, , , H&N Skin CRC (5)  Neuroblastoma H&N
in turn induce the type-l| interferon (IFN) and nuclear factor kappa B (NF-kB) pathways. The Hepatic Kidney Do creas Kidney B co.Bp COMF O0360.FA
activation of type-| IFN signaling in cancer cells by MET TL3i leads to enhanced expression Sarcoma Pancreas (2)  Sarcoma (6)  Sarcoma (2) Defense Response to Virus Double-Stranded RNA Binding Interferon Signaling
of interferon-stimulated genes and secretion of cytokines and chemokines in tissue culture. sarcoma (2) Skin 15 10 i
These processes may remodulate the tumour microenvironment (TME) to support a shift el
- - - - Number of Lines of Prior Thera 2001 —— 60 mg QD S0 10 i i
from an immunosuppressive to an immunostimulatory state. . PY ; y - , . 60 mg TIW Durstion of & O 05. * l
n Treatment 6
—@— 100 mg TIW <4 Cycles o S 03] . .
, , Mean (SD) 40 (3.5) 5.0 (2.6) 41 (2.4) 42 (2.3) 3.9 (1.3) 41 (2.3) . 0 e T a0 3 . H* | %* *é | ﬁ hL
Mechanisms of Action Median 3 i i 1 { 4 o 20me T 32 ot .4 N H AFkdN i
Min,Max 1.0, 10.0 30,80 00, 9.0 20,110 20, 60 00, 11.0 _ - ' y R - \ a
@) [Prees Tresrize v 10 - 8-Week Scan’ 8-Week Scan’ 8-Week Scan’ 8-Week Scan 8-Week Scan 05 :
. TNIRTCISRNAY ” - - ] O PD +24% SD +19% SD +11% SD +5% SD +15% :
METTL3 inhibition interrupts the deposition of méA on mRNA, leading to the formation Yes 3(500%)  1(333%)  3(214%)  2(167%) 3 (429%) 12 (28.6%) L 16-Week Scan 16-Week Scan g Y o o e o
of dsRNA No 3(500%)  2(667%) 10 (714%)  8(667%) 4 (571%) 27 (643%) S oD 979 oD 4937 B e R
+ Pattern Recognition Receptors activate a type-1 IFN innate immune response :;'O Redspcj’“se 0 (0.0%) 0 (0.0%) 1(7.1%) D (16.7%) 0 (0.0%) 3 (7.1%) 2  Cort i IFk T T, (T, IRF, © e e s o1 O B4 1198, IRE, VX1, OAST, OAS2
ecorde s 'Discontinued treatment prior to 16-week scan. IRF7, 1SG15, MX1, OAS1, OAS2, OAS3, OASL, OAS3, OASL, RSAD2, SOCS1, STAT1,
e STC-15 enhances the secretion of Cytokineg and chemokines such as IFNB and CXCL10, 6 PanCK: Tumor cells; Ki67: Proliferation marker; CD68+CD163-: M1 macrophages; CD68+CD163+: M2 macrophages. PARP9, RSAD2, STAT1, STAT2, TRIM21 STAT2, TRIM21, UBA7
that attract T-cells and other immune cell populations into the tumour 3%
PP Safety , , L » Peripheral blood samples were collected from all 36 patients treated with TIVV dosing at
» STC-15 activates and primes dendritic cells and macrophages, indirectly aiding the activation Tumor Cell Proliferation and M1/M2 Ratio in Tumor each study visit, from baseline to C2D8
of cytotoxic T-cells ‘ ‘
4 ':‘1EE y §°h°"; 1b. ;°h°': Zb. ;°h°"; 3b. ;°h°': 4b. ;°h°"; 5b. . T°ta; . BIOPSIeS - Gene expression was analyzed using the Nanostring IO360 platform
« STC-15 induces immunogenic cell death in vitro ven . ub] ub) ubj ubj ubj ubj -100 - _
2 Cohort  Severity Events (%) Events (%) Events (%) Events (%) Events (%) Events (%) : : A s 0 A 0 X 0 e 0 e Kl67+PanCK+ M1/M2 Ratio » Samples were divided into two groups split by total duration of treatment, of greater than
ROI level ROI level :
METTL3 Determines RNA Biology METTL3 Inhibition Activates Innate Immunity -cr;t':;:)\;- (%13/3) > (2 (12837))) 220 3 3@ 7o) 8 oUl) 38 18 (3) Duration on Treatment in Weeks (000 (RO evel) e (ROl level) or less than 84 days (C4D1):
mmmmmmm et (METS TGS, dNaschstosmiA | ENinducos oo e o | : —-DOT > C4D1 was enriched with patients with disease control (PR and SD) (n=14)
é\k w p Ieading o typ y activates celrs Diarrhea G1/2 0 0 0 0 0 0 2 2 (17) 5 1(14) / 3(7) O " R A . 50 DOT < C4D1 was enriched with patients with brosressive disease (ﬂ_22>
D EEE : ® - . - W i Wi | Wi ive di -
— QO N&V G112 0 0 0 0 1 1@ 7 542 2 2(28 10 8(19) vera esponse Assessment "E 4000 — ° ~ ; ’ oe
m— - , . . 15 - : i i ' "o d -
S . CR: 0/33 = 0% . ORR (CR+PR) = 3/33=9% + 1 confirmed PR ongoing for E = . Unb|as§d pathyvay enmclhmlent analysis was performed, comparing differential gene
Gn V) oadn 0 0 0 0 3 1® 1 1 6 409 11 monthe ] . = 10— expression against baseline in each group (A)
Metabol G1/2 3(25) FPR 353 =0 PDER R+ PR+5D) = w 07 ) | : B ot ted for the highest ing t in (A) ing the fold ch
etabolic _ 270 . . . 1 » Box plots were generated for the highest scoring terms in (A), comparing the fold changes
TTTTTT 0 0 1 1(33) 2 17 8Q 1 114 15 9() | _ 22/33 = 6/% confirmed PR ongoing for 0.5 | > | |
— G (634) 2 {17) * SD19/33 = 58% ° 4 months SO o : in each visit against the pre-treatment baseline of the relevant genes (B)
. _ 0 T 0 ' | - | S
Rash S (/R SO O /A S s AL B & o A S L * PD11/33 = 33% . . .o ' o0 e~ - Upregulation of genes related to IFN signaling, response to virus and dsRNA binding in the
, * 1 confirmed PR duration 4 months A B C D E A B C D E , , , - ,
Deng et al, Nt Rev Ciin Oncol, 2023 Pruritus G172 1)t 1E3) 4 3@ 70 43 2 29 1 112 Patient Patient first weeks of treatment correlated with patients remaining on trial >4 cycles

Patients may have muttiple events. » Disease Control Rate (DCR) and Overall Response Rate (ORR)

Phase 1 StUdy End POl ntS » 60 mg to 200 mg TIVV (3x per week) dosing tolerated without DLITs; no MTD established + Of 42 patients enrolled, 33 had at least one (1) on-treatment scan STC_1 5 Phase 1 COﬂCl USiOnS

» One DLT observed at 60 mg QD (pneumonitis) resulted in modification of dose schedule _
Prlmary Secondary to TIVV dosing due to drug accumulation Target E ngagement
- | g - | | | | Safety Target Engagement
» Assess safety of STC-15 * Assess preliminary anti-cancer activity of STC-15 » Majority of Aks are MET TL3-related: hematologic (thrombocytopenia) and immune-related mé6A Target Engagement Assay — Cycle 1 | S | | | | -
. Determine maximum tolerated dose  P&M RECIST 1. (diarrhea, rash, pruritis) _  COmgQD  (OmgMWF  100mgMWF 160 mgMWE 200 mg MWF » MTD not established : r:66A8dsta mdg:azes I;alp|d MEITTLBIthadulatlon with maximum inhibition observed
. . . . | | | i i at 6-3 hours, but not increasing with dose
. « Determine recommended Phase 2 dose of STC-15 » STC-15 related TEAEs were mostly mild to moderate, manageable, transient, and did not 300 b l _ T c TEAEs were mia|ln|y .m'ld’. trangent and well managed with supportive care and g
* Determine PK parameters _— SN 150 L T 9 treatment modifications if indicated : :
result in discontinuation of study treatment Q150 - 5 Tumour BIOPS)’ AnaIyS|s
| | | 2 k=  TE immune-related AEs (e.g. platelet reductions, rash, pruritis, Gl toxicity) were not
T D : * Atotal of 28 subjects (6/7%) experienced 33 SAEs 3 125- o treatment limiting - Cancer proliferation markers and M1/M2 macrophages observed in on-treatment
reatment Duration £ 2 cmor biobsies
STC-15 Effect on Platelet Formation o |nh|b|t|0n Of platelets forma-tion’ resulting o\i 100 =--- - B B o] -.- .......... R R U ST ST ‘|V ........... o Platelet SUPPF@SSKDH INncreases W|th STC_'] 5 exposure N the serum p
Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5 o (indirect response model) in platelet count reduction, S CQHSU?F@d 8 75 + [ 1 ] I | , = - TIVV dosing effectively manages platelet inhibition, with safety events limited to Gr1/2 Gene EXPI’ESSiOﬂ Changes in Blood
60mgQD 60mgQ3W 100mg Q3 W 160 mg Q3 W 200 mg Q3 W  Total a MET TL3 on-target event, in line with S . % I = . - . Path ated to IEN <ionall e 4 d<RNA bind
Characteristics (N=6) (N=3) (N=14) (N=12) (N=7) (N=42) 0907 preclinical toxicity studies and with the E 07 ; -L | T L = Clinical ACtIVIty d .Vgaés.re at? tO >lgha I'”g’| respon[S)e TO V'rg_sl_é”1 . E ) ': ing were
- = , , , enriched in patients experiencing longer DoT on -15 treatmen
Treatment Duration’ g iterature (Sturgess 2023) 25- Ik \ \ J J = 1 » Tumor regressions were achieved at all dose levels, 60 mg - 200 mg TIVV, with P P 5 1016
) ( ; 14 - ; 4 8 o7 + The graph depicts a model correlating 0 T T T T T j I three (3) sustained Partial Responses (PRs) at 60 mg, 100 mg, and 200 mg TIW
00 060 — - - . e Clini i - -
Mean (SD) 510 (3861) 3237 (24999) 771 (9403) 793 (7543) 724 (49.96) 908 (110.84) £ the percentage of Platelet formaulon with Time (hours) Clinical activity was observed in multiple tumor types
g 050~ STC-15 concentration measured in blood o .
Median 345 46,7 44 57 58 55 g . » Reduction in the PD biomarker m6A demonstrates target engagement at all dose levels
Min, M 25, 124 469 12 4, 291 19, 14 4, 469 L + Ihe Emax S approximately /2%, and Cohort 5 di trend t d st d | inhibiti
in, Max >, 35, 46 , 375 , , 145 , 46 030 no further inhibition is expected with onor ISplays a trend toward stronger and longer INNIdItiIonN Vendors: Acumen Medical Communications, Almac Clinical Services, Clinical Research Strategies, Contact: Yaara Ofir-Rosenfeld Clinicaltrials.gov ID# NCT05584111 R el Scan QR code to
"Treatment duration is calculated as (Last Dose Date - First Dose Date) + 1. 020 S increased dose/exposure * m6A level tends to normalize back to pre-dose levels at 48 hours post dose, but the veramed, Universal Regulatory Inc, MVG Consulting services, Medpace Bioanalytical and Email: yaara.ofir-rosenfeld@stormtherapeutics.com gagEs  View poster

0 50 100 150 200 250 300 350 400

. d | ' el 100% Reference Labs, NeoGenomics, Projections Research, Evotec.
STC Concentration (ug/L) « STC-15 concentration at |C50 is 95 pg/L medlan value stays below o




