Impact of tfime to progression on CDK4/6 inhibitor therapy on progression-free survival in HR+/HER2-/PIK3CA -

mutated advanced breast cancer patients freated with alpelisib plus endocrine therapy:An exploratory
analysis of the METALLICA ftrial

Antonio Llombart-Cussac'2*, José Manuel Pérez-Garcia?3, Manuel Ruiz Borrego?,

Pablo Tolosa®, Adela Fernddez-Ortega®, Salvador Blanch’/, Ander Urruticoecheas,
ESMO BREAST CANCER ” 9 L. 10 9 . 5 ’ r . Hospital Arnau de Vilanova; Universidad Catdlica de Valencia, Valencia, Spain. 2Medica Scientia Innovation Research (MEDSIR), Barcelona, Spain, and Ridgewood, New Jersey, USA. 3International Breast Cancer Center (IBCC), I R
AR Sonaress | Isabel Blancas’, Cristina Saura'®, Eva Ciruelos®, Fernando Gomez-Peralta'’, Silvia Pangaea Oncology, Quirénsalud Group, Barcelona, Spain. 4Virgen del Rocio University Hospital, Seville, Spain. 512 De Octubre University Hospital, Madrid, Spain. ¢Catalan Institute of Oncology, Hospitalet, Spain. 7Instituto
BERLIN GERMANY | AN | Garcia-Vicente?, Juan José Garcia-Mosquera'?, Carlos Jiménez-Cortegana?, Jose Valenciano de Oncologia, Valencia, Spain. 8Gipuzkoa Cancer Unit, OSID-Onkologikoad, San Sebastidn, Spain. Hospital Universitario Clinico San Cecilio, Medicine Department, Faculty of Medicine, University of Granada; Instituto MEDICA SCIENTIA INNOVATION RESEARCH

15-17 MAY 2024 (e 1 . ) C D NA ) ) : 22313 de Investigacion Biosanitaria de Granada, Spain. 1°Vall d'Hebron University Hospital, Vall d'Hebron Institute of Oncology (VHIO), Barcelona, Spain. '"Hospital General de Segovia, Segovia, Spain. 2Dr. Rosell Oncology Institute
. d A ROdngueZ Morato?, Leonardo Mina“, Mlguel SOmpoyo Cordero?, Javier Cortes (IOR), Dexeus University Hospital, Pangaea Oncology, Quirdnsalud Group, Barcelona, Spain. 3Universidad Europea de Madrid, Faculty of Biomedical and Health Sciences, Department of Medicine, Madrid, Spain.

BACKGROUND PATIENTS AND METHODS RESULTS CONCLUSIONS

Alpelisib (ALP) is an a-specific PI3K (PIK3CA) inhibitor that was approved in combination with . Female and male adult patients with HR+/HER2-/PIK3CA- Figure 3. Progression-free survival rate in HR+/HER2-/PIK3CA-mutated ABC « The results suggest that duraftion of prior
fulvestrant for postmenopausal patients with hormone receptor-positive (HR+)/human epidermal mutated ABC who progressed on an aromatase inhibitor- patients treated with ALP+ET by duration of prior CDK4/6i. CDK4/61 exposure may be associated with
growth factor receptor 2-negative (HER2-)/PIK3CA-mutated advanced breast cancer (ABC) who containing regimen and were freated with <2 prior lines of progression-free survival and overall survival in

have progressed following treatment with an endocrine therapy (ET)-based regimen [1]. ET and <1 of prior chemotherapy for ABC were eligible. 100+ i patients with HR+/HER2-/PIK3CA-mutated ABC

treated with ALP plus ET.

2. André F, et al. Ann Oncol. 2021; 32:208-17.

EMERALD study identified early progressions (<12 months) on prior CDK4/6i for ABC as a strong
predictor of resistance to subsequent ET-based treatments [7].
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- Survival estimates were analyzed using the Kaplan-Meier mPFS: 2.8 mo (95%Cl: 2.0 to 10.8)

method and 95% confidence intervals (Cls). Cox regression

« Hyperglycemia is an on-target effect of the PI3K inhibi’rior), being the .mos’r freqqen’r .deerse event . ALP (oral, 300 mg QD) was administered together with ET i | o | | |
of grade 3/4 and ’rhe .mos’r common oqlverse event leading to ALP d|scon’r|n.uo’r|on in the SOLAR-1 (fulvestrant, letrozole, or exemestane according to 5 * Progression within the first year of prior QDK4/6|—
study [2,3]. Metformin is a glucose-lowering agent used to prevent or delay diabetes [4]. investigator's criteria) in 28-day cycles. Metformin 500 mg =g focsed tI;leglerGH seems fo be prognostic of less

- The METALLICA trial showed that prophylactic metformin reduced the incidence and severity of was administered on days 1 and 3 (oral, BID) and 1000 mg § SVOrabie oUIcomes.
grade 3-4 ALP-induced hyperglycemia in HR+/HER2-/PIK3CA-mutated ABC treated with ALP+ET [5]. thereatfter. 7 BIBLIOGRAPHY

. . . . ®

- The BYLieve study showed that the benefit and safety of ALP+ET was similar in HR+/HER2-/PIK3CA- * This analysis evaluated progression-free survival and 1-year g = MPFS: 11.1 mo (95%CI: 6.2 to NA)
mutated ABC patients who achieved shorter duration of disease control with prior CDK4/6 inhibitor overall survivalrates according to fime fo progression on the IS . Chang DY, et al. Ther Clin Risk Manag. 2021; 17:193-
(CDK4/6i)-based therapy and those with longer duration of disease control [6]. However, the prior CDK4/6éi-based regimen (<12 vs. 212 months). & 207.
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4. Sdanchez-Rangel E, et al. Diabetologia. 2017; 60:1586—

- Here, we refrospectively examined the impact that time to progression on the prior CDK4/éi-based modgl WOSd?dJUST’(ed t?cy OSTJG,T ETQOO? performorkw)ce SfTOTl.JS' HR: 0.24 (95%Cl: 0.09 to 0.58), p=0.002 93
regimen had on the efficacy of ALP+ET. number and location of metastatic disease, number of prior ) | | | | | | | 5 lombart.C et al. eClinMed. 2024: 71:102520.
ines for ABC, and type of CDK4/éi-based therapy. 0 3 6 9 12 15 18 21 OIMDANTLSAE, &1 & SLANVIe

6. Chia SKL, et al. J Clin Oncol. 2021; 39(15_suppl):1060.

Time (months) /. Bidard FC, et al. J Clin Oncol. 2022; 40(28):3246-56.
RESULTS Patients at risk, n(%)
E acknow

212mo 35 (100) 29 (83) 16 (46) 5 (14) 1(3) 1(3) 1(3) 0(0)

STUDY DESIGN

- METALLICA was a prospective, multicenter, open-label, two-cohort, phase |l frial that evaluated
the effectiveness of prophylactic metformin to prevent ALP-induced hyperglycemia in patients

with HR+/HER2-/PIK3CA-mutated ABC treated with ALP plus ET (Figure 1). - Between 30 August 2020 and 10 March 2022, a total of 68 SR i 29 00 0 0) 00 00 The METALLICA team is grateful to all pafients and their
patients  with  HR+/HER2-/PIK3CA-mutated ABC  were meT{“e,S- T,We ,Tacknocv:’vlzdge i Thfh frial Te?msl Off ;he
: darfcioding Ssires dn ovartis armaceurticdls, tunaer

Figure 1. Study design of the METALLICA frial. enrolled. Median follow-up was 7.8 months (range, 1.4-19.4). gf o EAETAQIJ_LICA ot

Screening C1D1to C1D8 to - A total of 58 patients (85.3%) were previously treated with @

\Day-28to ) o/ CXOX CDK4/éi-based therapy for ABC immediately before Figure 4. 1-year overall survival rate in HR+/HER2-/PIK3CA-mutated ABC AUTHOR DISCLOSURES AND
Cohort A I METEORMIN VYT IR T T parficipating in the METALLICA frial. patients treated with ALP+ET by duration of prior CDK4/éi. CONTACT INFO
FPG <110 mg/dL (5.6 500 mg BID orally D1-3, 1000mg 500 mg 1M, 15, 29, and - Out of 58 patients, 35 (60.4%) had a time to progression on
mmol/L) and HbAlc <5.7% 1000 mg BID thereafter BID orally monthly thereafter : : : 100 1
previous CDK4/6l-based regimen =212 months, and 23 Antonio Liombart-Cussac disclosures:
i i i i 1-year OS: 96.7% (95%CI: 78.6 t0 99.5) o , ,
Cohort B * * (39.6%) h‘?d a fime to progression on previous CDK4/6 Research support: Roche, Agendia, Lilly, Pfizer, Novartis,
FPG 110~140 mg/dL FULVESTRANT ALPELISIB based regimen <12 months. . Merck Sharp & Dohme, Gilead, Daichii-Sankyo.
5.6—7.8 mmol/L) and 300 D . . . . ' . . : :
( Tl 5_7_6_;% >00mg IM, D1 Startir:régffon;ec?[)g - Median progression-free survival was 7.3 months (95% Cl, S Advisoryrole: Lilly, Roche, Phizer, Novartis.
5.9-not achieved) for all CDK4/éi-treated patients. T speakers’ bureaus: Lilly, AstraZeneca, Merck Sharp &
BID: Twice a day, CDK4/éi: CDK4/6 inhibitors, CxDx: Cycle X and Day X, FPG: Fasting plasma glucose, E Dohme. |
HbA1c: Glycosylated hemoglobin, IM: inframuscular injection, PD: Progression of disease, QD: once a day. = 90 1-year OS: 59.4% (95%CI: 27.1 to 81.3) Travel support: Roche, Pfizer, AstraZeneca.
Progression-free survival rate (Figure 3): T Stock or other ownership: MEDSIR, Initia-Research.
Among patients with prior exposure to CDK4/61 =212 months, g
. : : : . : : i i ioN- i ) Contact Information: antonio.llombart@maj3.health
« This is an exploratory analysis of the METALLICA ftrial which specifically included patients who ﬁ\qlinﬁ)kl:;sv? gghﬁgﬁfifﬂrgemdscnﬁgﬁ?rvafrskiog ’rfirnewg ?rgr\g;fglgl?efsligr]w 25 '
received a CDK4/éi-based therapy for ABC immediately before participating in the trial (Figure 2). A , | | |
/ Py y PETIEIPEINS IFig ) on previous CDK4/éi therapy <12 months (HR=0.24; 95%ClI: 0.09- HR: 0.1 (95%Cl: 0.01 to 0.90), p=0.040 bean here 1o view a POF verion of 1S
0.58, p=0.002) Response (GR) Code are for peronal SN here fo view the lay
Figure 2. Patient population of the METALLICA exploratory analysis (blue box). o | ' ° 3 6 9 12 15 18 21 Usepon'v clfie] ety Mo 9 repgduced fxnp?grccjﬁsrysgr%m;y o
. . without written permission of the authors. '
METALLICA trial 1-year overall survival rate (Figure 4): Time (months)
(N=68) Among patients with prior exposure to CDK4/61 212 months, Patients at risk, n(%)
\, | ALP plus ET achieved a 1-year OS rate of 26.7% vs. 59.4% from
Cohort A: N=48 No CDK4/6i immediately Cohort A: N=42 po’rien’rs with a time to progression on previous CDK4/6i >12mo 35 (100) 32 (91) 26 (74) 17 (49) 9 (26) 2 (6) 1(3) 0 (0)
Cohort B: N=20  before participation in Cohort B: N=16 therapy <12 months (HR=0.10; 95%Cl: 0.01-0.90, p=0.040).
the trial (N=10) <12mo 23 (100) 18 (78) 14 (61) 5 (22) 5 (22) 0 (0) 0 (0) 0 (0)
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