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Results of the phase 2 SUMIT-BC study, a randomized controlled phase Il trial of the cyclin-dependent kinase 7 inhibitor (CDK7i) samuraciclib
with fulvestrant in advanced hormone receptor positive (HR+)/HER2-negative breast cancer after a CDK4/6 inhibitor (CDK4/6i)
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Summary Key findings Patient and disease characteristics
» Once-daily samuraciclib combined with fulvestrant demonstrated promising efficacy in TN T -
ER+/HER2- locally advanced or metastatic breast cancer previously treated with an aromatase Samuraciclib 360 mg + fulvestrant Samuraciclib 240 mg + fulvestrant Control: fulvestrant (N=20) (N=19) (N=20)
inhibitor + CDK4/6 inhibitor Age, median (range) 61.5 (29-70) 56.0 (40-72) 59.0 (36-76)
- Enhanced effici\cy was observed for patients with no tumor TP53 mutation detected in baseline 30 - 80 - 30 - Age =65 years, n (%) 5 (25.0) 4 (21.1) 7 (35.0)
ctDNA (ORR 55%, median PFS 14.5 months) Weight, median (range) 75.5 (52-121) 70.0 (44-93) 68.1 (47-99)
» This TP53-based selection prospectively replicates findings in other samuraciclib + SERD datasets' IS 60 - IS 60 - ¢ 60 - ECOG performance status 1, n (%) 8 (40.0) 9 (47.4) 5 (25.0)
» The tolerability profile of the new tablet formulation permitted long-term once-daily dosing, avoiding g "g 10 g 10 ICP5I§’ mutation not detiC/te)d, n (%) 12 gg-g; 1; Ef;z-g; :; g:g-gz
neutropenia, rash, stomatitis, and hyperglycemia £ = = 0 liver metastases, n (%) - - -
» These data indicate that a phase 3 trial of samuraciclib with fulvestrant in the 70% of post-CDK4/6 GE) GE) 20 - qE> 20 + 'F\,A::tsrl:s:gei:TS: (a; ;) aseline, n (%) 12 2?2'8; 12 gg;; 13 gg'g;
inhibitor patients with no TP53 mutation is warranted = 2 2 Duration Ofpprior éDK4"/6 S | | |
V] Q] ®
é é 0- é 0- >12 months, n (%) 12 (60.0) 15  (78.9) 17  (85.0)
2 = 2 o Type of prior CDK4/6 Abemaciclib 1 (5.0) 1 (5.3) 3 (15.0)
= S S inhibitor for advanced Palbociclib 9 (45.0) 10 (52.6) 8 (40.0)
Background é § 40 § 40 disease, n (%) Ribociclib 11 (55.0) 8  (421) 12 (60.0)
e CDK?7 regulates cell division, transcription, and Figure 1. Role of CDK?7 in cell cycle regulation and transcription B 17 D e e e o o rociely 240 mo s Tuvestant. The erorues fecognized immeciately and e patientwilhdraum having never
nuclear receptor function (Figure 1). Its inhibition 0 0 —60 - 0 ~60 - | |
is a novel anticancer strategy? Q— . .
e Samuraciclib (CT7001) is a small molecule, Wa 0 Ia e anti-apoptotic mRNA _80 - _80 - ~80 - Safety
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that potently inhibits key biological effects of
CDKY7 in cancer cells?

o B Progressive disease [ Stable disease B Partial response Participants, n (%) SAzl\r\IlI=32600)+F SAZ“'\’II=2149(;+F
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e Samuraciclib selectively targets transcription

- . : . Treatment-related
to limit sy_ntheS|_S o_f r.n_RNAs qulv_ed in tumor Phosphorylation-driven TP53 p—— —— AEs occurring in 220% of raA(IjleS Grgde raACIlIeS Grgde raAcIjIes Grgde
growth W|th.out inhibiting transcription of ligand-independent activity Mutation not mutation not mutation not patients in any arm g g g
hOusekeeplng geneS3 Tumor growth Nor.mal c.e" detected detected detected Diarrhea 16 (800) 2 (100) 10 (526) 2 (105) O O
e Clinical data indicate that samuraciclib combined Requiation of. proffferation Prri19|;'fDK4/6 !:rri:?l;'fDKm !Drri‘qll;_::DKMG Nausea 15(75.0) 3(15.0) 8 (42.1) 0 3 (15.0) 0
W|tth fUlveStra.rt].t .[:I'OVI.?heS Ff;llr“CalllD}I/ me?n;nngIfll o The cell cycle through phosphorylation of other CDKs Izr!] 2I n::;ths IZITIZI ITII:I‘:thS I2r3|2I nll(?r:ths Vomltlng 13 (65 O) 1 (5 O) 6 (31 6) 0 1 (5 O) 0
anticancer activity with a favorable safety profile o o ‘mediate : : _ . . : .
in patients with HR+/HER2- advanced breast © iristton of 53 actvatir iranscription No liver No liver No liver Anemia 5 (25.0) 0 2(10.5) 1(3.3) 3 (15.0) 0
. . . _ 4 e Transcription of oncogenic and anti-apoptotic genes metastases metastases metastases
cancer previously treated with CDK4/6 inhibitors © Sionsin oy an sctvation of hormanereceptors ER snd AR Aspartate aminotransferase 5(25.0) 1 (5.0) 1(5.3) 0 0 0
* The international, multicenter, randomized, increased | | '
open-label, phase 2 SUMIT-BC (NCT05963984) 100 - 100 - 100 - Alanine aminotransferase
tud d iclib bined with fulvestrant with fulvestrant al ' tastati locally ad d HR+/HER2- b t ' d 4 (20.0) 1(5.0) 1(5.3) 0 0 0
study compared samuraciclib combined with fulvestrant with fulvestrant alone in metastatic or locally advance reast cancer Bl mia EeEhEe DoR: 11.5 months DoR: not reached increase
after prior aromatase inhibitor and CDK4/6 inhibitor therapy Leukopenia 4 (20.0) 0 1(5.3) 0 0 0
2 Neutopenia 4 (20.0) 0 0 0 0 0
Tl'ia| deSi n 50 - Asthenia 3 (15.0) 0 5 (26.3) 0 1(5.0) 0
g Decreased appetite 2 (10.0) 0 4(21.1) 0 1(5.0) 0
e Patients were randomized 1:1:1 to one of three arms as shown | e =gl Sfm - - === =-=-=-=-=-- 2 | = _J__ ________fJo____. g S m == === === == == = Discontinuations due to AEs 0 0 1(5.3) 0 0 0

— FEvaluation of two doses of samuraciclib is consistent with the principles of the FDA Oncology Center of Excellence Project OPTIMUS
initiative®

* The most common were dose-related Gl AEs managed with standard prophylaxis

* Only 1 of 39 patients treated with samuraciclib discontinued treatment due to AEs

e Baseline Guardant360 ctDNA evaluation of TP53 mutational status was performed in all patients to permit prospective evaluation of its
potential as a predictive biomarker

- Pharmacokinetics

e Samuraciclib single-tablet exposure was consistent with that observed after dosing with the

e Tumors were evaluated using RECIST v1.1 at baseline, every 8 weeks until week 48, then every 12 weeks

Percentage change in tumor size
Percentage change in tumor size
Percentage change in tumor size

* Adverse events were monitored until 228 days after final study drug administration

The pharmacokinetics of the novel single-dose tablet formulation of samuraciclib and fulvestrant were assessed multiple capsules used in early development
Figure 2. Study design ~100 - 100 ~100 - * The low rate of samuraciclib discontinuation supports the use of the tablet formulation in
| | | | | | | | | | phase 3 trials
I I I I I
Arm A (n=20) 0 4 8 12 16 0 4 8 12 16 0 L 8 12 16
Samuraciclib 240 mg QD
gQ Months Months Months References
Fulvestrant 500 mg IM on day 1 every 1. Oliveira M, et al. ESMO Breast Cancer 2025: Poster 326P 4. Coombes RC, et al. Nat Commun 2023;14:4444
4 weeks, with an additional dose of day 15 of Cycle 1 2. Patel H, et al. Mol Cancer Ther 2018;17:1156—1166 5. Clinicaltrials.gov. https:/clinicaltrials.gov/study/NCT05963984. Accessed October 29, 2025

ORR, % (n/N) CBR, % (n/N) Median PFS (months)

ORR, % (n/N) CBR, % (n/N) Median PFS (months)
Clinical benefit rate (CR, TP53 mutation not detected 55 (6/11) 69 (9/13) 14.5 TP53 mutation not detected 25 (3/12) 65 (11/17) 9.6 TP53 mutation not detected 29 (2/7) 46 (5/11) 6.8 Abbreviations

ORR. % (nIN) CBR. % (nIN) Median PFS (months) 3. Diab S, et al. J Med Chem 2020;63:7458-7474 6. FDA. https://www.fda.gov/about-fda/oncology-center-excellence/project-optimus.
’ ’ Accessed October 29, 2025

Primary endpoint:

e Advanced/metastatic RANDOMIZATION
HR+/HER2- breast 1:1:1 Arm B (n=20)

AE, adverse event; AR, androgen receptor; ATP, adenosine triphosphate; CDK, cyclin-dependent kinase; CDK4/6i, CDK4/6 inhibitor; CR, complete response;

cancer Stratification by TP53 Samuraciclib360 mg QD PR’ or SD at 24 WeekS) TP53 mutation not detected TP53 mutation not detected TP53 mutation not detected ctDNA, circulatir.19 turpor DNA:; DoR, duratiqn of response; ECOG, Eastern Cooperative Oncology Group; ER, estrogen receptor; ERS1, estrogen rec.;eptc?r alpha encoding
. . .y = . and prior CDK4/6 inhibitor 71 (5/7) 78 (7/9) 14.5 and prior CDK4/6 inhibitor 33 (3/9) 69 (9/13) 11.7 and prior CDK4/6 inhibitor 33 (2/6) 50 (5/10) 6.8 gene; GI, gastrointestinal; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IM, intramuscular; mRNA, messenger ribonucleic acid; ORR, overall
° Pnor CDK4/6 |nh|b|tor mutahon status and Fulvestrant 500 mg |M on day 1 every Seconda end oints_ >12 months >12 months >12 months response rat'e; PFS, progressmn-free survival; PK, pharmacokinetic; PR, partial response; QD, once daily; RECIST, Response Evaluation Criteria In Solid Tumors;
d Al f 4 weeks. with an additional dose of dav 15 of Cvcle 1 ry p ! SD, stable disease; SERD, selective estrogen receptor degrader.
aRr:E IST evaluabl _ Presence o ’ : : PFS, ORR, DoR, safety, Prior CDK4/6 inhibitor 212 50 (5/10) 67 (8/12) 3.9 Prior CDK4/6 inhibitor 212 27 (3/11) 67 (10/15) 9.6 Prior CDK4/6 inhibitor 212 18 (2/11) 47 (8117) 6.0 Acknowledgements
= CIST evaluable liver metastases PK months ' months ' months ' The authors would like to thank the patients participating in this trial and their families. Medical writing services . - —
\ . . . i i i , ield, UK, i ic. opies of this poster obtaine cery
Arm C (n=20) No liver metastases 39 (5/13) 73 (11/15) 8.9 No liver metastases 30 (3/10) 67 (10/15) 9.6 No liver metastases 10 (1/10) 38 (6/16) 5.6 “IVJIS‘;IO‘;:Z‘S"W roble of Bloscrpt Group, Macclestield, TG and funded by Gariek Therapeutc rough ik Rosponse O (0
ode are for persona e .
., Fulvestrant 500 mg IM Unselected 33 (6/18) 60 (12/20) 7.8 Unselected 21 (3/14) 63 (12/19) 8.5 Unselected 14 (2/14) 40 (8/20) 5.6 This study is co-funded by Carrick Therapeutics and Berlin-Chemie AG Menarini Group. use only and may not be ;,u-!- §
. . reproduced without permission - Ll-
S day 1 DAL 4 weeks, Subgroups shown are those including meaningful numbers of patients. ORR: overall response rate in RECIST v1.1 measurable disease population, CBR: clinical benefit rate RECISTv1.1 (CR, PR or SD = 24 weeks in intent to treat population); PFS: progression-free survival in intent to treat population. Further mformatlon from SABCS® and the author El 11."

with an additional dose of day 15 of Cycle 1 hello@carricktherapeutics.com; https://clinicaltrials.gov/study/NCT05963997 of this poster




