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Backg round Table 2. Treatment-related AEs (TRAEs) by grade Figure 4. STX-478 efficacy and dose-response relationship Figure 7. PIK3CA mutant variant allele frequency and correlation
with clinical response
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STX-478 Key Endpoints « STX-478 was well-tolerated with no Grade > 3 PI3Ka wildtype toxicities Figure 5. Waterfall plot in all tumors, including HR+ breast cancer STX 4.78 IS a po’.cen.tlelil best-in-class oral, allosteric mutant
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Data as of June 21, 2024; monotherapy dose ‘:: D?R' PFt&:St  ORTC OLO.C30 « 2 DLTs (Grade 3 myalgia and paresthesia) observed at 160mg and 52 Ll B Other a high-risk patient population, including those with diabetes
escalation/expansion are reported Patient reported outcomes via - were transient, resolving rapidly after brief dose interruption .f_: % - and/or intolerant to other PI3Ka inhibitors

« AST/ALT elevations were asymptomatic, transient and reversible, ‘oW 20 - . . )
Results with no Hy's Law criteria met % % II e STX-478 dosing e_lch_le_ves target coverage several fold higher
. . R . . . . . i . 2 PD SD SD PD SD PD SD SD SD SD PD SD SD SD SD SD SD SD PD SD SD uPR uPR cPR uPR uPR cPR cPR uPR PD cPR
u + Minimal dose modifications seen, with no discontinuations due to AEs a3 O B DI Y | II than other PI3Ka inhibitors
£ g : .. :
Table 1. Patient demographics S . SE ] « STX-478 is active in breast cancer, with a monotherapy ORR
All Tumors HR+/HER2-BC . ~ STX-478 dose Alpelisib label management 00 di that of d PI3K th inhibit
(n=61) (n=29) Flgure 2. STX-478 % 25041 ‘218 rr:g ------------------------- Grade 3 (250-500 mg/dL) E g exceeding that ot approve pathway INnIbItors
Age, median (range), yr 64 (32 - 82) 64 (37 - 81) induces minimal £ o * oo Qa ™  Efficacy is observed in patients with either PIK3CA kinase or
Female, n (%) 50 (82) 29 (100) changestofasting § ., | = 10mo R helical domain mutations, with multiple responses deepening
Male, n (%) 11(18) 0(0) glucose at any e e = — 3 | over time
ECOG 0, n (%) 25 (41) 13 (45) dose level =B Mean and standard error s I ENgE B B B B m o mE. Tem Em : : : : st :
' g is shown S mm i B . 1 m B B * Enrollment is ongoing, including STX-478 combinations with
ECOG1 36 (59) 16 (55) L L ] : )
o fulvestrant +/- CDK4/6 inhibitors in patients with HR+/HER2-
Pre-diabetic', n (%) 23 (38) 11(38) Time on Therapy . : : : :
Type 2 Diabetic! 10 (16) 4 (14) . Resp_)onse_s seenin I?qth PIK_3CA kinase and r.\eh_ce.ll domain mutations breast cancer
PI3Ka-mutation, n (%) Figure 3. PK data and relative PI3K pathway coverage and |.n patients re.celvmg prior PI3K pathwaY inhibitors _
Kinase domain 33 (54) 17 (59) _ « Multiple responding patients deepened their responses over time on Ref
Helical domain 22 (36) 8 (28) STX-478 Exposure Relative Pathway Coverage of . . . e erences
_ o o therapy, with patient longest in PR on treatment > 12 months
Double mutant / Not available 5(8)/1(2) 3(10)/1(3) 10000 Cycle 1Day 15 4 STX-478, Alpelisib and Inavolisib
Vi i %) 46 (75) 25 (86) ~ 20 mg Inavolisib 8 mg 1. Mayer and Arteaga. Annu Rev Med 2016; 2. Fruman et al. Cell 2017; 3.
scera’ cisease { fo £ e S o + Alpelisib 300 mg . . . . H1047R L3 Buckbinder et al. Cancer Discov 2023; 4. Baneriji et al. JCO 2018; 5. Juric et al.
Median prior metastatic therapies (range) 3(1-7) 3(1-7) 2 s SEE o n’?g c STX-478 20mg Figure 6. Durable response in a patient with PI3K« kinase JCO 2018
Prior CDK inhibitor, n (%) 28 (46) 28 (97) g oo fr A =3 oot STYAT8 . STX-478 40mg domain mutant HR+/HER2- breast cancer intolerant to alpelisib
o = o o - STX-47860 mg
Prior fulvestrant or oral SERD 21(34) 21(72) © exposure forin 3 A L STX.478100 50 @ 9% Change|
. N vivo mouse T 10 - mo . 81year-old female with metastatic 5 I o nanoe
Prior chemotherapy/ADC 56 (92) 26 (90) z ‘ efficacy’ e | /“Hq\_' PI3KoH%47R mutant HR+/HER2- BC S - Doseescajated gy £ g t::i:gzsms ACknOWIedgementS
. A (AN _ | 2,3 _ g rom 040mg s
Prior PI3Ka- or mTOR or AKT-inhibitor, n (%) 13 (21) 12 (41) T —— s ——— * Pre-diabetic (HbA1c 6.7%) 25 g PO The authors thank the participants, families, investigators and study
0 4 8 12 16 20 24 0 4 8 12 1B 20 24 N £ £ 20 2 - TP53 ) ! !
Definition based on HbA1c/fasting glucose levels, medical history and diabetic medication use. Hours Hours * 3 prior lines of therapy Best g a » 5 p.R248W personnel involved
BC: breast cancer * Neoadjuvant letrozole . EE S -+ ESR1 . . .
1Based on mouse efficacious exposure 100mg/kg in 3 CDX models, 2Based on in vitro T47D (H1047R) cell pAKT Palbocjiclib + fulvestrant IrDeDsponse. 23 20 3 p.Y537S This work was su pported and funded by SCOI’pIOI’] Therapeutlcs, Inc.
. . . . . 3 ioni -to- in vi . 85 5 . . . .
A heawly pre—treated, hlgh—rISk populatlon is enrolled: assay, > Matched unbound pAKT suppression in head-to-head benchmarked T47D in vitro assays - . . g% % cDNAon Coples of this poster obtained through Quick Response (QR)
. - . * Alpelisib (discontinued due SD 5 - < freatment data
* >50% are pre-diabetic or have Type 2 diabetes « Exposure is dose proportional and linear, with a T,,, of ~60 hours to hyperglycemia and diarrhea) £ through C4D1 Code are for personal use only and may not be reproduced
. = . . . . . . . - ° - i : T T T 0 . . .
« >40% of breast cancer patients receiving prior PI3K pathway inhibitors « At doses = 40mg QD, STX-478 achieved target coverage significantly Started STX-478 at 20mg, increased to 0 20 40 60100 200 300 400 without permission from SABCS® and the authors.

; . : e 40mg with PR at C7, on th 12
previously discontinued due to toxicity higher than other PI3K inhibitors at their RP2D maw o fonherapy > iemo pays on Treatment For requests email mchao@scorpiontx.com




