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Introduction

e ET (most commonly an Al) plus CDK4/6i is the current
standard-of-care first-line treatment for HR-positive/
HER2-negative mBC'*

— Clinical outcomes with subsequent therapies tend to

|
Real-world second-line treatment
- - . - worsen following progression on first-line Al+CDK4/6i° .
u Se a n d CI I n Ica I O Utco m eS I n at I e nts ) E85’7m 25 ORISR SL e ey 0 - - - e Multivariable Cox proportional hazards regression was used to adjust for * Received first-line treatment with Al+CDK4/6i
activation of estrogen receptor alpha and are rare (<5%) genomic data curated via a technology-enabled abstraction method )

o - | | prespecified confounders, including age at second-line start, ECOG PS, metastatic Positive ESRTm test on or before initiation of second-line therapy
atinitial diagnosis of mBC — The Tempus real-world multimodal database encompasses patient

-th H R -t- /H E R2 t- At ol S MUV . o o ” T dat site, and first-line treatment duration
o -
WI - pOSI Ive - n eg a Ive pEess PHDIIESSION IDIOWINY fist-ie Teatmert W SMOYFAPRICS, TEAMENT AISIONES, antt OUICOMES, a5 Wl as mOIsctiar daia e Hazard ratios of rwPFS and rwOS for each second-line therapy regimen were

e This retrospective cohort study used data from two US de-identified electronic e The primary objectives were to estimate rwPFS and rwOS following treatment with
health record-derived data sets: primary analyses were conducted using data from second-line therapies

the Flatiron Health database (Figure 1). A confirmatory analysis was performed e rwPFS was defined as time from second-line start to disease progression, start of

using data derived from the Tempus database and is presented in the third-line therapy, death, or censoring at last known activity; rwOS was defined as
supplementary appendix time from second-line start to death or censoring
— The US Flatiron Health Electronic Data Mart database comprises de-identified, e The index date comprised the start of second-line therapy

structured and unstructured, longitudinal patient-level demographic, clinical, and

Figure 1. Study design
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- : . G th
an AI+CDK4/6|, ESR1m are detectgble in the tumors of e |nclusion criteria included a confirmed diagnosis of HR-positive/HER2-negative calculated relative to fulvestrant, which was chosen as the reference due to it being o eatment i rstine uvestan / 7
- ~40% of patients®>" and are recognized as the most mBC, first-line treatment with Al+CDK4/6i (initiated before December 31, 2024), a the historical standard of care in this setting l
metastatic breast cancer (imB and common meshanism of acired resistance 1o Al ositive ESR1m test before niiation of second-line therapy, and a second-line , [hehstoneal sndard of are n i seftng B dlagnosis — = = = = = = = = = — = = mm — = — = = L sudyew
treatment therapy regimen adherent to NCCN Breast Cancer Guidelines v4.2025 (Figure 2) —r]?on survivaira fes Were 'nctlj = ’I given the potential Tor snort 10llow-up times T A N L o J
. - | e Pationt llowed until 30, 2025 to affect estimation of median real-world outcomes seere Deeaiber &, 20 Follow-up
* Current guidelines recommend ES7Tm testing at the Sl CE R e L e Sensitivity analyses were conducted by duration of first-line Al+CDK4/6i Treatment patterns and clinical outcomes
a n m u a IO n time of first-line treatment progression for informing * Descriptive statistics were used to summarize demographics, baseline clinical orS was defined ac . . . - - . . . |
rw was defined as time from second-line start to disease progression, start of third-line therapy, death, or censoring; rwOS was defined as time from second-line start to death or censoring.
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optimal and targeted treatment decisions'? characteristics, and treatment patterns

Results

Baseline characteristics
e A total of 226 eligible patients were identified in the Flatiron Health database (Figure 2)

e The median age at diagnosis was 63 years (range: 57.0-71.0), most patients were White (74.1%) with ECOG PS <1 (71.2%)).
Liver metastases were common (51.8%), and 25.2% of patients had bone-only metastasis (Table 1)

Characteristic

Flatiron cohort
(n=226)

Median (95% CI),

12-month rate

- - . Median (IQR) age at diagnosis, years 63.0 (57.0-71.0) oni> 220 ) e
Objective Second-line treatment patterns rwPFS Al patients (n=226) 4.8 (4.0-5.6) 22.9 (17.5-29.9)
_ _ o e Second-line treatments included ET+CDK4/6i, elacestrant monotherapy, ET+PI3KI/AKTI/mTORI, chemotherapy/ADC, fulvestrant White 152 (74.1) Fulvestrant (n=25) (reference) 3.0 (2.8-6.3) L 2 24.1 (13.6-42.7)
* Jo characterize real-world second-line treatment use and clinical outcomes monotherapy, or other (Table 2) Slack or Affican American 32 156 T ODKY6 (175 2 6.6 o ’76 (15413
. . . . - . . : + | (N= : .0—-0. I : .9-41.
(rwPFS and rwOS) in patients with mBC with a positive ESR7Tm test after first-line Race, n (%)
_t t _t th AI CDK4/6 . d _t f | _t . h |th d t b Asian 5(2.4) Elacestrant monotherapy (n=51) 5.3 (4.4-7.5) ; L 21.4 (4.2-100.0)
reatment wi + 1 Using data from €lectronic hea atabases Other 16 (7.8) ET+PI3Ki/AKTi/mTORi (n=43) 5.7 (4.0-10.2) | L 29.1 (17.3-49.2)
- [ Patients with mBC (n=42,636) ] Chemotherapy/ADC (n=27) 4.8 (2.8-6.7) % ¢ 13.4 (4.7-37.9)
CO“CIUSlOnS ’ P ero Other (n=7)* 2.5 (0.9-NE) | ¢ NA (NE-NE)
: : - 1 76 (33.6
e |n patients with ESR7Tm HR-positive mBC, the most common real-world [ Patients >18 years of age (n=42,458) ] (33.6) rwOS All patients (n=226) 24.9 (18.8-30.9) 72.3 (66.1-79.1)
second-line treatments were ET+CDK4/6i, elacestrant monotherapy, and ECOG PS at start of second-line, 2 22(9. Fulvestrant (n=25) (reference) 17.4 (11.8-30.9) * 63.7 (43.8-92.6)
ET+PISKI/AKTiI/ MmMTORI [ Patients with a metastatic diagnosis on or after February 3, 2015 (n=31,664) ] n (%) 3 6 (2.7) ET+CDK4/6i (n=73) 39.1 (19.8-NE) | L 73.2 (63.0-85.1)
- yrT : - : : Elacestrant th =51 17.8 (16.2-NE | 72.9 (60.4-88.1
e ESR1m defines a difficult-to-treat subgroup, with rwPFS outcomes highlighting : - acestrant monofherapy (n=>1 (16:2-NE) ¢ | )
" : : " Receiving first-line treatment (n=27,535 ET+PI3Ki/AKTi/mTORI (n=43 26.7 (15.12-NE) = X 2 80.6 (68.6-94.7)
the need for more effective strategies that address resistance to Al+CDK4/6i [ 9 ( ) ] Missing 37 (16,4 - G=4 .
. . Chemotherapy/ADC (n=27) 17.6 (13.8-NE) | 71.2 (55.2-91.8)
and improve patient outcomes Bone 197 (87.2)
Confirmed HR-positive/HER2-negative tumors (n=18,945) Other (n=7)* 7.1 (0.9-NE) > | 42.9 (18.2-100.0)
— Across treatments, rwPFS estimates were consistent among patients who Liver 117 (51.8) 0.1 1.0 10.0
- : : : Hazard ratio (95% CI
received >6 months or >12 months of first-line Al+CDK4/6i [ First-line started >6 months prior to data release (n=18,481) ] Lung 74 (32.7) azard ratio | )
Metastases, n (%) *Other treatments included olaparib (n=5), abemaciclib (h=1), and talazoparib (n=1).
e Heterogeneity in second-line treatment use and the poor median rwOS support T _ _ Pleural 45 (19.9)
: : : : First-line treatment with CDK4/6i (n=9,331) |
the need for novel treatment options in this setting Brain 26 (11.5)
e Results were broadly consistent across two independent US electronic health [ First-line treatment with Al+CDK4/6i (n=6,471) ] Eemeeiy e
' : rwPFS rwOS
record databases (Flatiron Health and Tempus) Median (IQR) follow-up, months 12.6 (6.1-20.4 puration of TWRFS - wos oo
[ Initiation of second-line therapy included in current NCCN guideline (n=3,168) ] R:ig:;nlf4/6i n= (?r?o/:ltﬁg, (9§°F/oscr:?)t,e°/o (gmsoﬁtﬁQ, (959’2 gi%o
All patients 194 4.6 (3.7-5.6) 20.9 (15.4-28.4) 23.5 (17.8-30.9) 72.2 (65.6-79.6)
[ Patients without prior fulvestrant use and not enrolled in a clinical trial (n=2,834) ] i - Fulvestrant 21 2.8 (1.6-NE) NA (NE-NE) 19.1 (11.8-NE) 63.9 (42.5-96.3)
h e atiron conor
Characteristic (n=226) Chemotherapy/ADC 24 3.5 (2.8-7.6) 14.5 (5.2-40.9) 17.6 (13.8-NE) 68.4 (51.5-91.0)
[ ESR1m results anytime on or before second-line initiation (n=995) ] Prior adjuvant Al 65 (28.8) >6 months ET+CDK4/6i 52 4.6 (2.7-5.9) 21.0 (12.2-36.4) 39.1 (19.8-NE) 72.3 (60.4-86.4)
<6 months 32 (14.2) ET+PI3Ki/AKTi/mTORi 42 5.4 (4.0-10.2) 27.0 (15.4-47.4) 26.7 (15.1-NE) 80.0 (67.7-94.6)
[ Patients with a positive ESRTm result (n=226) ]
>6 months 194 (85.8) Elacestrant monotherapy 49 5.7 (4.5-7.5) 25.2 (14.3-44.3) 17.8 (16.2-NE) 73.8 (61.0-89.3)
ARORIRGIL, I (4 19 months 163 (72.1) Other* 6 4.3 (2.07-NE) 25.0 (5.0-100) 19.2 (3.5-NE) 50.0 (22.5-100.0)
Effectiveness: rwPFS and rwOS _ All pati
patients 163 5.3 (4.4-5.9) 23.6 (17.2-32.2) 26.7 (23.5-47.1) 78.5 (71.8-85.9)
* |n a multivariate adjusted model, rwPFS and rwOS estimates in patients with ESR7m that were treated with second-line 218 months 133 (58.8) "
therapies are shown in Figure 3 S 59 Fulvestrant 17 3.0 (1.1-NE) NA (NE-NE) 19.3 (12.7-NE) 74.6 (52.8-100.0)
< monins .
e median rwPFS remained <6 months across all guideline-recommended second-line treatments for patients with ESR7m Chemotherapy/ADC 17 5.6 (3.0-NE) 21.2 (7.8-57.1) NA (NE-NE) 80.7 (63.2-100.0)
e Apart from second-line ET+CDK4/6i, the 95% CI for rwPFS and rwOS hazard ratios for the other treatments crossed 1, Treatment-free interval, n (%) >12 months 65 (28.8) >12 months ET+CDKA4/6i 49 4.6 (2.7-6.1) 21.3 (11.6-39.2) 39.1 (24.9-NE) 78.8 (66.7-93.1)
suggesting that real-world outcomes were not largely improved compared with fulvestrant | | | |
e A sensitivity analysis of rwPFS and rwOS in patients by duration of first-line Al+CDK4/6i is shown in Table 3 o prior 125559 ETPISK/AKTY/mTOR: 37 58 (42-12.2 300 (17.3-62.2) 267 (151-NB) 83.7 (71.5-98.0)
e r'WPFS and rwOS were consistent between patients who received >6 months or >12 months of first-line Al+CDK4/6i Time from ESA1m detection 0-28 days 96 (42.5) Elacestrant monotherapy 47 5.7 (4.5-7.9) 25.7 (14.6-45.3) 17.8 (16.2-NE) 73.1(60.1-89.0)
| I
e Qutcomes differed in patients who received other treatments by duration of first-line Al+CDK4/6i, but due to the small sample to second-line therapy, n (%) ) o Other* 3 31.3 (2.5-NE) 66.7 (30.0-100.0) 31.30 (NE-NE) 100 (100.0-100.0)
sizes (=6 months, n=6; >12 months, n=3), results should be interpreted with caution 9+ days 9= | | - N d T
Hazard ratios were adjusted for the a priori confounders age, E PS at second-line initiation, duration of first-line Al+ i, and site of metastasis.
Please scan this quick response (QR) code with your smartphone Confirmatory analysis in the Tempus database ET+CDK4/6i 73 (32.3) “Other treatments included olaparib, abemaciclib, and talazoparib.
Poster glaegseéaugreatﬁg ﬁgkogé?(l)r\]/vé copy of these materials. Alternatively, * Atotal of 135 eligible patients were identified in the Tempus database (Figure $1). Baseline demographics and disease Elacestrant monotherapy 51 (22.6) o
| | characteristics were similar to those of patients in the Flatiron database (Table S1) Abbreviations References Acknowledgments and
Supplementary materials https://bit.ly/43GpSa0 e Second-line treatment patter_ns were broadly simillar betvveen the Flatiron Health database and the Tempus database (Table S2), | ET+PI3KI/AKTI/mTORI 43 (19.0) ADC, antibody-drug conjugate; Al, aromatase inhibitor; AKTi, 1. NCCN Clinical Practice Guidelines in Oncology (NCON Guidelines?) disclosures
Copies of this poster obtained through this QR code are for although use of ET+CDK4/6i was more common in the Flatiron Health database (32.3% vs 13.3%) Second-line therapy, n (%) Chemotheraou/ADG 27 (1.9 D oo ciont Kita 478 Do £o0G S, Eastor Cancer Network Ino. 2026, Allrighte ressred. o « Massimo Gristofanili reports grants to Weill Cormell Medicine
@ Narrated overview personal use@only and may not be reproduced without permission ¢ |n patients with ESRTm treated in the Tempus database, median rwPFS was 4.1 (95% CIl 3.4-5.4) months (Table S3) by ' %ﬁ?gﬂegigviﬁ %202'30,3? gerggp&eg%giﬂgg fﬁiﬁiﬁ% m 2. NOON Clinical Practios Guidelines in Onoology (grggrghceaﬁis?ve;ine@) jgp aé\:g’;‘f:,ﬂgﬁgbgﬁfgggrfgfngfn ?Cg?lr\‘/lsgr'}:%fgirnoon
from SABCS® and the authors of this poster. e Median rwPFS varied by treatment, and estimates were comparable to those made from data in the Flatiron Health database Fulvestrant 25 (11.1) human epidermal growth factor receptor 2; MR, hormone Cancer Network, Inc. 2024. All rights reserved. Biosystams, Merck, Okri, and Pepare Therepauics, and
receptor; IQR, interquartile range; mBC, metastatic breast Herrscher H, et al. Breast Cancer Res Treat 2020;179(2):371-376. PErsonaltecs as a speaxer and consuttant for Fizer
¢ |n patients with ESR7m treated in the Tempus database, median rwOS was 25.2 (95% Cl 20.1-36.6) months (Table S3) cancer;_lmgqﬂbrgﬁhsn'?’t'c target of rapamyon inhiibitor; NA, Kimura T, et al. Breast Cancer Res Treat 2025;211(1):233-244. e The study is sponsored by AstraZeneca
Other* 7(3.1) not available; , National Comprehensive Cancer Bidard F-C, et al. J Clin Oncol 2022;40(28):3246-56.

This presentation is the intellectual property of the author/presenter.
Corresponding author email address: spencer.james@astrazeneca.com

¢ Trends in median rwOS should be interpreted with caution due to the short follow-up in both datasets and the differences in the
duration of follow-up (Table 1 and S$1)

*Other treatments included olaparib (n=5), abemaciclib (n=1), and talazoparib (n=1).

Network; NE, non-evaluable; PI3Ki, phosphoinositide 3-kinase
inhibitor; (rw)OS, (real-world) overall survival; (rw)PFES, (real-
world) progression-free survival; SD, standard deviation.
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