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Multi-omics characteristics of ER+/HER2- breast cancer switching to metastatic non-luminal subtype: findings from the AURORA study (BIG14-01)
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Background SCHITLCE 1. Clinical characteristics 2. Mutational frequency of switchers in P and M 4. Pre-existent mutational determinants of LH tumors

We included 131 pt with ER+/HER2- primary tumors and available ° LH tumors showed a higher frequency of TP53 mutations in both primary and LH primary tumors displayed more frequent alterations in PISK/AKT and p53 pathways in primary samples

ER+/HER2- breast cancer with luminal primary tum(?rs RNA-seq in both primary and metastatic samples (Table 1). metastatic samples compared to LL (p<0.001) (Figure 2A) compared to LL that acquired ESR1 mutation in metastasis (Figure 4).
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subtypes. subtype, mainly HER2-enriched (LH, 14%, n=18), while 84% (p=0.07). | | | Biopsy timing
(n=110) remained luminal (LL)  No ESR7 mutations (ctDNA or M) were detected in LH, while 18% of LL Adjuvant treatment
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: : : o \Withi ' ' ' ' ' ' A B : : : PI3K AKT
aggressive behavior and poorer therapeut|c responses. Within those V\./Ith LH swﬂghmg, IHC Subtype SW.It.ChIng occurr_ed IN Frequency of mutation in primary and metastatic samples ESR1 mutation flrequen::ghllr;‘metastatlc Ohromatin Femodeling/Epigenato roqulation
_ , L L 55% of LH, with 33% losing ER and 22% acquiring HERZ2 (Figure - aon OO ot 63 oathway
e We mvestlggteo! the moleculgr characterlstlcs of intrinsic 1A). v o g
subtype switching from luminal primary tumors to non- Not ONA damage responss
. . . o P I h LH h d h h f f I hI p < 0.001 TP53 p <0.001 M BRCA/Homologous recombination repair
luminal metastases among patients (pts) with ER+/ ts wit tumors had a higher frequency ot relapse whnile on 0g | " Mutated sousrecombinatn <9
HER2- breast cancer. adjuvant endocrine therapy (ET) or within 1 year of ET completion el o gt
(p<0.001) compared to pts with LL tumors. e Gene regulation
- Pts with LH tumors had worse OS than pts with LL tumors, even P=0.32 PIKSCA =043 3 WNT signaiing
Ihe AURORA study (NGT02102165) colleted mul ) after excluding pts with de novo disease (p<0.001, HR=2.7, 95% =04 rareiion Fecuto
* The study collected multi-omics data Cl: 1.5-4.9) (Fi RnRRTIPTon TEgHEEn
] ] ] . J T T, Igure 1B) LL NOTCH signaling
from paired primary, metastatic, and plasma samples from 1,148 (n=110) H 02 - Other RTK signaling
: =0.28 * =0.07 - -
patients (pts). Inclusion in AURORA before first line 67 (61%) |14 (78%) p e : Hotsbol repogranmi
° ' — signaling
Targeted Gene_ sequencing (TGS, n=411 cancer genes), Copy General Inclusion in AURORA after first line 40 (36%) 4 (22%) | | , | | , , | , | | | 0.0 =70 LH n LK JAK STAT [
Number Alterations by OncoScan (CNA), RNA-seq, and analysis . _ _ _ N . . .
| . 3 9 Median age (|QR) 55 (47-65) 60 (53-67) 10 08 06 04 02 00 00 02 04 06 08 1.0 (n=107) (n=18) (n=85) (n=18) Other kinase/Metabolic reprogramming .
\C/)Jefgguelra{cg?riggmor DNA (ctDNA) by hotspot panel on 21 genes ET alone 14 (13%) 3 (17%) Frequency in primary Frequency in metastasis Al De novo 1L excluded P/\L“Lflfg;‘:'itzhllism meta ;HERM/HERZ Bi:pfy t1ianing AdFi{UVé.mtd';)l( iTE;eSiftj:CG E"‘:t NA : p all <= 0.05
- _ 0 0 Figure 2. A) Bar plots showing the frequency of mutation of TP53, PIK3CA and MAPK signaling genes for non-switching anm : . iore §§§:§§ am rir::,“/e oo _o
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