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Background —m_ ESRZIFIrst _ PIskiFist
» Individualized cancer treatments have revolutionized Performed a retrospective chart review of patients who received both ; I S o R S
oncologic care ESR1i and PI3ki and reviewed Tempus data for breast oncologists at | -
« Next generation sequencing (NGS) can identify mutations Henry Ford. The goal was to identify pgtients with concurrent ESR1 T
that impact prognosis, disease recurrence, and treatment for and PI3k pathway mutations who received both ESR1i and PI3ki. |
breast cancer atients, ’ « Collected variables included source of NGS testing, age, date of 3 oo 3 o
. . P : . , diagnosis, date of mutation detection, treatment start and stop dates, % E
’ Mutatlc_)ns in the E$R1 gene confer resistance to _er}docrlne reason for treatment discontinuation, prior therapies, and sites of G 5 o
ftheraples by enabling estrogen receptor (ER) activity metastatic disease ) T |
independent of estrogen binding « PFS was calculated from the date the first treatment was initiated to |
« PIK3CA mutations activate the PISK/AKT/mTOR signaling the date of first progression or last follow-up; OS was calculated from
pathway promoting cellular proliferation, signaling, and the date of first treatment to the date of death or last follow-up -
metabolism « Median PFS, OS, and 95% CI were reported. When median OS was PrS-TRIMTHS | |  BFSTRTNTHS | |
+ The EMERALD trial demonstrated that elacestrant not reached, 1-year and 18-months survival probability were reported E'a%;rfa; r&z;?gnzsvzrzhgc eiag;Tjs"t"rg:fﬁgﬁgﬁgfdsg o ISk Figure 3: Median PFS when patients with concurrent ESR1 and P13k

pathway mutations were given PI3ki (capivasertib or alpelisib) first

significantly prolonged PFS in patients with advanced Followed by ESR1i

hormone positive breast cancer and ESR1 mutations

* SOLAR-1 and CAPlielo-291 showed alpelisib anc  Resits m e T e
Eal?p-ll\:)/?)zﬁi:t/g IHm IIEDI;O2V—?1CeI§I;aI:§/emag?/g$12teS dV\IlaltgaF;ltKCBa(r:\ﬁeTvl:/fczed, « Patients with concurrent mutations who were treated with alpelistib . | .
’ : : . had a median PFS of 8.08 mo (95% CI: 0.00-25.83) and median OS | - i |
h_ad p_rogressed on prior endocrine therapy, r_espectl_vely of 17.12 mo (95% Cl: 6.93-27.31) -
» Little is known about the management of patients with - Capivasertib had median PFS of 4.67 mo (95% Cl: 0.70-8.64) and all P
concurrent mutations patients remained alive at time of data collection 5, -
 Median PFS for elacestrant was 8.08 mo (95% CI: 3.66-12.51) and
median OS was not reached (NR). 1 year survival probability was
100% and 18 months was 58.3%

, . « Patients who received both elacestrant and a PIK3CA inhibitor had .
ObjECtlves median PFS of 5.62 mo (95% CI: 4.40-6.84), median OS of 49.81 OS_TRT_MTHS . o o o o o P

mo (95% CI: NR- NR) OS_TRT_MTHS

* Identify patients at Henry Ford with concurrent ESR1 and P13k : , : Figure 2: Median OS when patients with concurrent ESR1 and P13k Figure 4. Median OS when patients with concurrent ESR1 and P13k
- - « When patients received elacestrant first, followed by a PIK3CA . . . . . . A . e
pathway mutations who received elacestrant and a P13k C e . o _ pathway mutations were given elacestrant first followed by PI3ki pathway mutations were given PI3ki (capivasertib or alpelisib) first
inhibitor, median PFS was 4.67 mo (95% CI: 2.70-6.65), 1 year followed by ESR1i

inhibitor (alpelisib or capivasertib) survival probability was 100% and 2 year was 75%

* Estimate pr(?gression .fr.ee survival (_PFS) a”fj overall Suwival « If a PIK3CA inhibitor was given first followed by elacestrant, median .
(OS) for patients receiving sequential ESR1i -> PIK3CAI PFS was 8.08 mo (95% Cl: 1.77-14.39), median OS was 50.79 (95%

versus PIK3CAi - ESR1i _ | CI:NR-NR) « Our data uniquely demonstrates outcomes of patients with concurrent ESR1 and PIK3CA mutations
« Compare outcomes between the two sequencing strategies « Patients with only bone metastases had a PFS of 14.69 mo (95% CI: . Treatment sequencing that consisted of PIK3CAi = ESR1i resulted in longer PFS and OS
and evaluate the impact of treatment chronology on breast 0.00-32.86), OS of 50.79 mo (95% Cl: NR-NR)  This sequencing may offer improved outcomes, as P13k mutations may confer a worse prognosis than ESR1 mutations. This was seen in prior
cancer patients * Those with visceral metastases had PFS of 5.62 mo (95% ClI: 3.86- studies (EMERALD and EMBER-3) when patients treated with oral SERDs and P13k mutations had shorter PFS compared to patients without P13k
7.38), OS was not reached. 1-year prob was 100% and 18 months pathway alterations.
was 66.7%
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