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Cyclin-dependent kinase 7 (CDKY7) inhibitor samuraciclib combined with selective estrogen receptor degrader (SERD)
elacestrant in advanced HR+ breast cancer after CDK4/6i: dose escalation data from the Phase 1b/2 SUMIT-ELA study
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. . Figure 2. Phase 1b/2 dose escalation and expansion trial design Table 2. Treatment-related AEs occurring in at least two patients overall
Key fl nd : ngs Samuraciclib 240 mg QD + Samuraciclib 360 mg QD + Samuraciclib 360 mg QD + Total
- The CDK? inhibitor samuraciclib 360 mg QD combined with the SERD elacestrant 400 mg QD was declared Patient population elacestrant 300 mg QD (n=6) _elacestrant 300 mg QD (n=6) elacestrant 400 mg QD (n=5) (n=17)
to be the Recommended Phase 2 Dose based on data from Phase 1b dose-escalation * Histologically confirmed AE, n (%) Grade 1/2 Grade 3 Grade 1/2 Grade 3 Grade 1/2 Grade 3 Grade 1/2 Grade 3
» The safety profile of the combination of samuraciclib and elacestrant was manageable, with the most metastatic or locally advanced Cohort 3 (complete); n=5 Diarrhea 5 (83) 0 5 (83) 1(17) 5 (100) 0 15 (88) 1(6)
fre . o simi - s ER+ and/or PR+ HER2- BC Samuraciclib 360 mg QD + Nausea 4 (67) 0 3 (50) 0 4 (80) 1(20) 11 (65) 1(6)
quent treatment-related AEs being similar to the known safety profiles of samuraciclib and elacestrant . . .
: : Received Al combined with elacestrant 400 mg QD Vomiting 2 (33) 0 3 (50) 0 4 (80) 0 9 (53) 0
from previous studies CDK4/6i as the last therapy Cohort 4 — dose expansion Asthenia 1(17) 0 1(17) 0 3 (60) 0 5 (29) 0
 Co-dosing of samuraciclib and elacestrant had no significant impact on the PK profile of either agent No chemotherapy for advanced Cohort 2 (complete); n=6 (ongoing); n=24-30 Dysgeusia 2 (33) 0 1 47) 0 2 (40) 0 5 (29) 0
» The combination produced preliminary signs of antitumor activity ﬁ;sea?e estrant Samuraciclib 360 mg QD + Samuraciclib 360 mg QD + Abdominal pain 2 (33) 0 0 0 2 (40) 0 4 (24) 0
! . . O prior Tulvestran Decreased appetite 0 0 2 (33) 0 2 (40) 0 4 (24) 0
 The Phase 2 dose expansion cohort is currently ongoing Known TP53 and ESR1 mutation elacestrant 300 mg QD elacestrant 400 mg QD Eon 7 X e X 20, . 218, X
status Thrombocytopenia 0 0 1(17) 0 2 (40) 0 3 (18) 0
! Measurable disease or bone-only Cohort 1 (complete); n=6 Alopecia 1(17) 0 0 0 1 (20) 0 2 (12) 0
Introduction disease per RECIST 1.1 Samuraciclib 240 mg QD + Anemia 0 0 1(17) 0 1 (20) 0 2 (12) 0
elacestrant 300 mg QD Dehydration 1(17) 0 1(17) 0 0 0 2 (12) 0
Figure 1. Role of CDKY in cell cycle regulation and transcription and effects of CDKY7 inhibition Dry skin 2 (33) 0 0 0 0 0 2 (12) 0
Primary objective (Phase 1b): RP2D of samuraciclib + elacestrant Dyspepsia 2 (33) 0 0 0 0 0 2 (12) 0
Oncogenic and Secondary objectives (Phase 1b): Stomatitis 0 0 1(17) 0 1 (20) 0 2 (12) 0
anti-apoptotic mMRNA e Safety and tolerability of samuraciclib + elacestrant Weight decreased 0 0 1(17) 0 1(20) 0 2 (12) 0
/\/\/\ e PK of samuraciclib + elacestrant and explore any potential drug—drug interactions
: Antitumor activity of samuraciclib + elacestrant Efficacy

Correlations between tumor ESR7 and TP53 mutations and efficacy/safety findings

Dose escalation results Pharmacokinetics

Phosphorylation-driven e Samuraclicib exposure appeared more variable than observed previously for monotherapy; therefore, average exposure was similar,

e A 53-year-old woman with TP53wt, ESR7wt mBC with liver metastases who received samuraciclib 240 mg QD + elacestrant 300 mg QD
experienced a confirmed PR, with a 37% reduction in the size of target lesions (Figure 3)

e Longer-term efficacy data, including data for the expansion cohort, will be presented at a future meeting

Super enhancer

ligand-independent activity Patient and disease characteristics but the range of individual exposures was greater (Figure 4A)
1 e From October 9, 2023 to April 29, 2024, 17 women with advanced HR+, HER2- BC were recruited and treated with samuraciclib  After single and repeated doses, elacestrant observed concentrations and PK parameters when co-dosed with samuraciclib are within
Tumor growth Normal cell + elacestrant the range of the population PK model-predicted concentrations for elacestrant administered as a single agent (Figure 4B)
proliferation * Baseline patient and disease characteristics are shown in Table 1 e Elacestrant is a sensitive substrate of CYP3A4 (>5-fold increase with itraconazole); therefore, the data indicate that samuraciclib is not
P ERa ERa [ a clinical inhibitor of CYP3A4 at the RP2D
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Table 1. Baseline patient and disease characteristics
MED1 Polll

0 The cell cycle through phosphorylation of other CDKs -mediated transcription

Samuraciclib 240 mg QD + Samuraciclib 360 mg QD + Samuraciclib 360 mg QD +

Figure 3. Imaging results for a woman with Figure 4. Plasma concentrations of A) samuraciclib and B) elacestrant

9 Transcription of oncogenic and anti-apoptotic genes

elacestrant 300 mg QD elacestrant 300 mg QD elacestrant 400 mg QD Total TP53wt, ESR1wt mBC with liver metastasis at cycle 2, day 1 when administered in combination and compared with
e Signaling by and activation of hormone receptors (ER and AR) Characteristic (n=6) (n=6) (n=5) (n=17) who had a confirmed PR historical monotherapy data
N _ _ _ . _ Median age, years (range) 52 (43—-75) 60 (41-66) 94 (44-59) 55 (41-75) A 5
o ET_+ CDK4/6i is the malnst_ay of first-line therapy for thel management of ER+/HER2- mBC.' However,3most patients with mBC develop Female, n (%) 6 (100) 6 (100) 5 (100) 17 (100) N
resistance to ET + CDK4/6i, a challenge that can potentially be overcome by a new class of oral SERDs ECOG PS 0/1, n (%) 5 (83)/1 (17) 4 (67)/2 (33) 3 (60)/2 (40) 12 (71)/5 (29) Screening Week 16 ':5: . E
e Due to the heterogeneous nature of the disease, resistance mechanisms include intrinsic alterations, e.g. in the PISK/AKT/mTOR HR status, n (%) H $
or cell cycle pathways, and acquired alterations such as ESR7 mutations, which emerge in 30—40% of patients after initial ET in the ER+ 6 (100) 6 (100) 5 (100) 17 (100) g :
metastatic setting’ PR+ 4 (67) 6 (100) 3 (60) 13 (76) = | I e —
e In the Phase 3 EMERALD trial, single-agent elacestrant significantly prolonged median PFS with a manageable safety profile vs SOC ET Location of metastases, n (%)* 5 “ \//\—\
in women with ER+/HER2- advanced BC previously treated with a CDK4/6i, particularly those with ESR7-mutant tumors* Lung 1(17) 1(17) 1 (20) 3 (18) g - E
— Patients with ESR7-mutated tumors had a 45% reduction in risk of progression or death with elacestrant vs SOC ET (HR=0.55; 95% Liver 2 (33) 3 (50) 2 (40) 7 (41) § E N
Cl: 0.39-0.77; p=0.0005)* Bone only 1(17) 1(17) 0 2 (12) B g
— Among these patients, those who had received 212 months of prior ET + CDK4/6i had median PFS with elacestrant of 8.6 vs 1.9 Prior CDK4/6i therapy for mBC, n (%) 6 (100) 6 (100) 5 (100) 17 (100) a | L L : 4L é I
monthS W|th SOC (H R=041, 950/0 Cl 026—063)5 Duration of prior ET + CDK4/6|, n (%) Time post-dose (hours) Time post-dose (hours)
e Samuraciclib (CT7001) is a small molecule, ATP-competitive, selective oral inhibitor of CDK7 that potently inhibits all key biological effects =12 months 2 (33) 1(17) 1(20) 4 (24) T s s s 00 et o e sl e sRome
of CDKY in cancer cells (Figure 1),* and has demonstrated a favorable safety profile and clinical activity in combination with fulvestrant in >12 months 4 (67) 5 (83) 4 (30) 13 (77)
patients with HR+/HER2- advanced BC previously treated with a CDK4/6i" Best response to prior ET + CDK4/6, n (%)
— Benefit appeared to be greater in patients without TP53 mutations detectable in ctDNA at baseline CR 1(17) 2 (33) 0 3 (18) References
* The rationale for combining elacestrant with samuraciclib is to overcome different resistance mechanisms zg ; (050) f E??; 2 Egg; ‘71 Eiji 1. Rugo HS, et al. J Clin Oncol 2016;34:3069-3103 5. Bardia A, et al. Clin Cancer Res 2024;30;4299-4309
* The open-label Phase 1b dose-escalation and Phase 2 dose-expansion SUMIT-ELA trial (NCT05963997) is evaluating the safety, PK, and PD/NE 2 (33) 1(17) 0 3 (18) g: ﬁiii."ff;:f ?;'5’2223 28;;;21051;2’021951634_1657 3: Eierﬁe?tSé“ﬁf IeﬂC?\lnaCtleJ:;- Eirrfﬁlgz’égli?ﬂlf(a
antitumor activity of samuraciclib combined with elacestrant in patients with advanced HR+/HER2- BC. Here, we report dose-escalation , 4. Bidard F-C, et al. J Clin Oncol 2022;40:3246-3256 8. Skolnik JM, et al. J Clin Oncol 2008;26:190—195
results from Phase 1b TP53 mutation detected, n (%) 3 (50) 2 (33) 1 (20) 6 (35)
PIK3CA mutation detected, n (%) 2 (33) 3 (50) 3 (60) 8 (47) Abbreviations
ESR1 mutation detected, n (%) 2 (33) 2 (33) 2 (40) 6 (35) AE, adverse event; Al, aromatase inhibitor; AR, androgen receptor; ATP, adenosine triphosphate; BC, breast cancer; CDK, cyclin-dependent kinase; CDK4/6i, CDK4/6 inhibitor; Cl, confidence interval;

CR, complete response; ctDNA, circulating tumor DNA; DLT, dose-limiting toxicity; ECOG PS, Eastern Cooperative Oncology Group performance status; ER, estrogen receptor; ERS1, estrogen receptor
alpha encoding gene; ET, endocrine therapy; HER2, human epidermal growth factor receptor 2; HR, hormone receptor or hazard ratio; mBC, metastatic breast cancer; NE, not evaluable; PD, disease
progression; PK, pharmacokinetics; PFS, progression-free survival; PR, progesterone receptor or partial response; QD, once daily; RECIST, Response Evaluation Criteria In Solid Tumors;

RP2D, Recommended Phase 2 Dose; SD, stable disease; SERD, selective estrogen receptor degrader; SOC, standard of care; wt, wild type
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*Only those sites of metastasis most associated with patient prognosis are included; no patients had brain metastases at baseline.

Study design and methods

e Patients with histologically confirmed metastatic or locally advanced ER+ and/or PR+, HER2- BC not amenable to resection or radiation
therapy with curative intent who have received an Al combined with a CDK4/6i as the last therapy are eligible®

— Tumor ESR1 and TP5&3 status are determined before enrollment utilizing the Guardant360 ctDNA profile
e The Phase 1b part follows a rolling 6-dose escalation design (Figure 2).2 The Phase 2 part is a dose-expansion study
e Protocol-defined DLTs are evaluated during the first cycle (28 days) of treatment
e Tumors are evaluated at baseline, every 8 weeks until week 48, and every 12 weeks thereafter; response is evaluated using RECIST v1.1

Safety
e 12 patients remained on treatment until PD

e The most frequent all-grade treatment-related AEs were diarrhea, nausea, vomiting, asthenia, and dysgeusia (Table 2)

— Grade 3 treatment-related AEs were infrequent: one grade 3 diarrhea (leading to treatment discontinuation) and one grade 3 nausea.
No grade 4 treatment-related AEs were reported

* One DLT was observed: diarrhea (n=1, samuraciclib 360 mg QD + elacestrant 300 mg QD)
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