A clinical study of samuraciclib (CT7001), a first-in-class, oral, selective inhibitor of CDKY7, in patients with advanced triple
hegative breast cancer (TNBC)
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Summary Study design and Objectives Efficacy Effec.t o.flsamuracic(ib c?n TK ac.tif/ity over time . . | |
: : : : : A T _ _ . Figure 3. Time on study* * A significant reduction in TK activity, as measured by the DiviTum® TK activity assay, is seen with
* This poster reports the first dosing experience with the CDK7 inhibitor samuraciclib in Figure 2. Design of the TNBC module of the phase 1/2A modular study of samuraciclib samuraciclib therapy, indicating inhibition of cell cycle progression™ (Figure 5)
patients with locally advanced/metastatic TNBC who had received one to three lines of prior (NCT033638939) Number of ines

chemotherapy S | | ' ' Figure 5. TK activity over time
 Samuraciclib showed promising activity in this heavily pretreated population and Module 18 — TNBC | p=0.031
acceptable safety and tolerability consistent with previous reports in other populations oauie 18- p=0.0038 . p=0.3" ) p=0.014

.- . . . . . i ;  Female, aged 218 years
— Long-term administration was achieved in women with advanced TNBC: of five patients + Histologically confirmed, metastatic or locally advanced breast cancer

who received treatment for at least 24 weeks, three received treatment for >1 year not expressing estrogen receptor, progesterone receptor, or HER2 receptor

 Measurable disease by RECIST version 1.1 Samuraciclib 360 mg
: : : : o : :
— A patient with a confirmed partial response (61% RECIST reduction) remained on . ECOG performance status 0 or 1 once daily

treatment for 72 weeks, with a disease control duration of 60 weeks » One to three prior lines of cytotoxic therapy for metastatic or locally (n=23)
advanced disease
« No prior samuraciclib
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— Treatment was generally well tolerated, with 22 of 23 patients staying on treatment until
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disease progression; adverse events were predominantly gastrointestinal and of low . No advanced symptomatic visceral metastases or known symptomatic CNS i S— | 1004
: NTT : : . @ Compassionate use post-progession J
grade metastases, carcinomatous meningitis, or leptomeningeal disease | ( 0
. . g . - . - - . g ; ; . | ' ; ; i i i l l l . Baseline First sample after treatment initiation Prior to progession Post-progession
— A significant reduction in TK activity is seen with samuraciclib therapy, indicating target 0 8 16 24 32 40 48 56 64 72 80 88 96 104 | | | o .
TTP/time on treatment (weeks) Values are mean + SEM for n=9 patients; p values are Wilcoxon signed rank. Progression defined by RECIST version 1.1.
engagement Obiectives Post-progression samples were taken an average of 6 days (range 1-15) after progression was observed, with six of nine patients on treatment with samuraciclib at
J *Graph shows TTP for patients who have confirmed RECIST progression or time to last confirmed samuraciclib dose. blood draw of post-progression sample.
- « To further characterize the safety and tolerability of samuraciclib and determine the most appropriate dosing regimen ] Evidence of lona-term patient response and tolerabilit
IntrOd UCtlon for subsequent phase 2 testing (definitive RP2D) Flgure 4. Best RECIST response g P _ P _ y _
_ _ _ _ o - To evaluate the activity of samuraciclib as monotherapy in patients with metastatic or locally advanced TNBC o * A 49-year-old woman, with two target axillary lymph node lesions and one non-target lateral lymph
* TNBC is a heterogeneous form of breast cancer with a particularly poor prognosis: the incidence Analysis populations o o Gonfirmed parl recponce node lesion, who had received prior chemotherapy in the neo-adjuvant (paclitaxel + carboplatin),
of distant metastasis, recUrrence, and survwg! are worse for pa1t13ents with TNBC than those with - Safety analysis population: all patients who received at least one dose of study treatment 50%- Stable disease locally advanced (capecitabine), and metastatic (gemcitabine + carboplatin) settings was on study
hormone receptor-positive and/or HER2-positive breast cancer . Response Evaluable population: all patients who received at least one dose of samuraciclib and at least one 40% - v 3% . B Progressive disease for 72 weeks (Figure 6)
 Chemotherapy remains the mainstay of treatment for TNBC, although PARP inhibitors and other post-baseline assessment 30%- D o aw _ Disease control duration was 60 weeks

targeted agents have a role in some patients.* However, effective new therapies are needed 20% -

because median PFS is 1.7 months for patients with TNBC who are treated third line or later? _

 CDKY is a key kinase that regulates cell division, transcription, and nuclear receptor function Patient and disease characteristics

(0% — Best response was a confirmed partial response: 61% reduction by RECIST

0% — No samuraciclib dose reductions or delays were required

Best RECIST response

(Figure 1) | | | o R A TN « The maximum gastrointestinal toxicity experienced was CTCAE grade 2 nausea
 From January 29, 2019, to April 12, 2021, 23 women with advanced TNBC were recruited and —20%- T ie% g . . . .
_ | | o o treated with samuraciclib 360 mg QD (Table 1) 130% |- s TR - » Gastrointestinal adverse events were managed using metoclopromide (day 1), ondansetron
Figure 1. Role of CDKY in cell cycle regulation and transcription and effects of CDKY7 inhibition 409 4 (days 2-5), and a single dose of loperamide (day 6)
Table 1. Baseline patient and disease characteristics ::zj — The patient discontinued samuraciclib due to disease progression, with development of a new
Oncogenic and Characteristic N=23 s 619 lesion on the chest wall

a“tl'aPOPtOtlc mRNA Median age’ years (range) 54 (32_75) *Increase in lesion size from 12 to 15 mm was below the threshold for classification as progressive disease (minimum increase of 5 mm). Figure 6 Long-term response in patient on StUdy for 72 Weeks: RECIST evaluations
Female, n (%) 23 (100)
. . 0/ \x * Twenty-one patients were evaluable for efficacy at the data cut-off date of July 8, 2021 o
Location of lesions, n (%) >
Lymph node 15 (65) * Five patients received treatment for 224 weeks, of whom three received treatment for >1 year S
| | (Figure 3) £
. -
Super enhancer Lung 11 (48) » One patient had a best RECIST response of partial response and 11 had stable disease =
Chest wall 4 (17) (Figure 4) .
Phosphorylation-driven Liver 4 (17) — Eight patients had a best RECIST response of progressive disease *
ligand-independent activity Other 4 (17) — One patient was found T[O have developed new braiq metastases at assessment after 3 weeks of 0% — s ” = e = o - 2
A _ | | _ treatment; no target lesion measurements were available Time on study (weeks)
Tumor growth Normal cell Median lines of prior chemotherapy in advanced/metastatic setting, n (range) 2 (1-3) . . - . . |
proliferation Sott P " n o\ * Two patients continued samuraciclib therapy post-progression based on compassionate use: Subgroup analyses
etting of prior chemotherapy, n (%) — One developed a new lesion (lung) at week 60 scan, while target lesions (axilla and lung) * No statistically significant association was observed between tumor TP53 mutational status and best
A Locally advanced/metastatic setting 23 (100) remained controlled. Treatment was stopped at week 105 due to a new brain lesion and RECIST response or TTP
P MED1‘ Ecl;llﬁ MED1-mediated transcription Adjuvant 10 (43.5) progression of target lesions Eut directi
Neo-adjuvant 10 (43.5) — The other had a new lesion (lung) at week 16 scan, which subsequently resolved on therapy uture Irec_ |<_)ns _
' by week 42. Treatment was stopped at week 64 due to significant progression of target (axilla) * The samuraciclib monotherapy dose currently recommended for further study is 360 mg QD
Other prior therapies, n (%) lesions * Exploration of the activity and tolerability of samuraciclib in combination with
Surgery 23 (100) o - | chemotherapy in earlier lines of treatment for locally advanced/metastatic TNBC is planned
reaulation of- | Table 2. Samuraciclib-related adverse events occurring in at least two patients - Approaches to further understand potential biomarkers of response to samuraciclib are
egulation of: Radiotherapy 21 (91.3) Adverse event All grades, n (%) Grade 23, n (%) being explored
Biological/immunological/other therapy 8 (34.8) Nausea 22 (96) 0 (0) References
The cell cycle through phosphorylation of other CDKs : . Ha et al. J Clin Oncol 2006;24:5652— 6. Patel H, et al. Mol Cancer Ther 2018;17:1156—66
Y 1 PROSPROLY Hormonal therapy* 7 (30.4) Diarrhea 21.(91) 2 (9) ) gaELyaBEC,;A, " aII.JC(a:LceCr)20(;72;?88:22—536252 ’ 7 We;[ng Y otal. Col 2015;163:174-86
“Patients m v ons in multi ons: TPatients m y - Aoy in mult Nas: Vomltlng 12 (52) 1 (4) 3. Bauer KR, et al. Cancer 2007:109:1721-28 8. Krebs MG, et al. ESMO 2021: Abstract 230MO
Patients may have had lesions ultiple locations; TPatients may have had chemotherapy ultiple settings; e oombes ot al. . Abstrac
Transcription of oncogenic and anti-apoptotic genes *All patients had confirmed TNBC status prior to study entry. Fatigue 9 (39) 1 (4) ;1: \I;vau.r g?é,(z\t,zlf ;agcéel\;lso 233;61: ?,;; Sgtgrzct Can ?bfarss :n A-T/I(?,ettal.l Ssc,ia\gecpszzoozzgﬂgz ;84 t 1041
' i Abbreviati
Safety o _ _ o _ Abdomlnal pam 4 (1 8) O (O) AR, al;led\r,cl)gelnorggeptor; AU, arbitrary unit; CDK, cyclin-dependent kinase; CNS, central nervous system; CT, computed tomography; CTCAE, Common Terminology
Signaling by and activation of hormone receptors (ER and AR) o Samuraciclib was generally well tolerated, with 22 of 23 patients remaining on treatment until St titi 2 (9 1 (4 Criteria for Adverse Events; ECOG, Eastern Cooperative Oncology Group; ER, estrogen receptor; HER2, human epidermal growth factor receptor 2;
disease progression omaltits ( ) ( ) MRNA, messenger ribongcleic acid; PARP,_pon-adgnosi_ne diphosphate ribose polymerase; PFS, progression-free survival; QD, once daily; REQIST, Response
| | | o Abdominal pain upper 2 (9) O (O) Evaluatrlr?in igglteigzs[g.Solld Tur:i]ores_;nl'\e’N:ivrleborneuacSIeg:a?](élgr;. RP2D,ir:]eecoornrrr10enrcéeS<;|i22ase 2 dose; SEM, standard error of the mean; TF, transcription factor;
» CDKY inhibition is a promising anticancer strategy, with preclinical data suggesting that TNBC cells — One patient discontinued samuraciclib therapy due to treatment-related grade 1 nausea and Alopecia 2 (9) 0(0) ;ﬁ;r;yovjled;emérrtiso,t ple-negative breast . TTP, time to prog
ShOW CDK? dependence and undergo apoptosis |f CDK7 iS |nh|b|ted7 diarrhea Consti ation 2 (9) O (O) Thg fautgo;sbwogld I_ikke_lt% thank tthe patients who participated in this trial and their families. Medical writing assistance was provided by Bioscript, Macclesfield, UK,
] . . ana tunde y Larric erapeutics
» Samuraciclib (CT7001) is a once-daily, oral, small molecule, ATP-competitive, selective inhibitor  The most common adverse events were gastrointestinal and of grade 1/2 severity (Table 2) P _ Disclosures | | |
of CDK7 (Figure 1), with phase | data demonstrating activity in solid tumors, including hormone ot - o F - T HJecreased appetite 29) 0(0) This study was funded by Carrick Therapeutics A i
) ) — Samuraciclib dose reductions to 300 mg occurred in five patients, primarily due to grade 2 . Sacha Howell has received speaker fees from through Quick Response (QR)
receptor-positive, HER2-negative breast cancer?? gastrointestinal events Flushing 2 (9) 0 (0) Eisai and Pizer and has participated n advisory code are for personal use only an
: : oards for Eli Lilly and Pfizer Y o
« We report data for an expansion cohort of patients with TNBC from a modular phase 1/2A trial of + In addition to the grade =3 events shown in Table 2, one patient had grade 3 anemia and another Mucosal inflammation 2 (9) 0 (0) Contact: sacha.howell@manchester.ac.uk pefimssiar f“’arﬂtﬁfo?tshi:gg;[‘;
samuraciclib (Figure 2) had grade 4 thrombocytopenia Platelet count decreased 2 (9) 0 (0)



