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INTRODUCTION SUMMARY

Molecular surveillance adoption in hormone

eceptorpositive, HER2.negative metastatic e This analysis of a large multimodal RWD cohort from longitudinal molecular surveillance testing in HR+/HER2- mBC pts treated with AI+CDK4/61 sheds light
preast cancer (HRT/HERS: B patients on the continuum of ESRIm emergence and survival outcomes from 1L and beyond outside of clinical trial data.

(pts) treated with aromatase inhibitor (AI)

plus CDIR4/6 Innibitor (CLKA/61 therapy has ¢ ESRIm IS assoclated with reduced survival compared to ESRIwt regardless of line of therapy.

the potential to Inform critical treatment

decisions with detected ESR1 mutations e Molecular surveillance indicates the complexity of ESRIm driven resistance including multiple mutations or co-mutations with PIK3CA and occurrence of
(ESRIm). ESRIm patterns remain poorly

characterized in real-world practice. We rare ESle Variaﬂts,

characterize ESR1Im emergence and clinical
impact in a large RWD cohort of HR+/HER2-

MmBC pts monitored with longitudinal testing. RESULTS

METHODS

Table 1. Characteristics of patients in study Figure 1. ESR1Im status was associated with reduced survival Figure 3. Top point mutation combinations at ESRIm detection
Cohort definition: cohort i —r y e % |
. . 9 ey e ESR1m (n=102) e ESR1m (n=33)
Study cohort included pts in Tempus Al's Characteristic ESR1m (n = 102) ESR1wt (n = 199) :
RWD, r.nultlm.odal. database with HR+/HER2- Median age (range) — yr 64 (35 - 87) 63 (29 - 86) - -
MmBC dlagnOSIS prior to January 2023 who: Female sex — no. (%) 101 (99.0%) 198 (99.5%) . . -

e received AI+CDK4/6i therapy (all lines)
e had an initial Tempus XT (tissue biopsy) or

S

Race — no. (%)
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Patient Count

Anl e e White 56 (54.9% 114 (57.3%
XF (liquid biopsy) test within 24 months of | ( °) ( °) § 08 E ° o
: : Asian 4 (3.9%) 8 (4.0%) 5 3 04
starting AI+CDK4/6i therapy (study entry) ; ) 04 " 9
e Had >1 on-treatment xF tests (longitudinal Black 7(6.9%) 13 (6.5%) 03 ”
. . o o
monltorlng) Other 13 (128 /O) 21 (105 A)) 0 0.2 5 4 3 : : ' 3 : :
Pts were stratiied by ESRIm and Unknown 22 (21.6%) 43 (21.6%) 0 O S S = o —
E S R:l_-W||_dtype (ESR:I_Wt) Status durlng EthﬂlClty — NO. (0/0) | [Log-rank p-value: 0.02] 00 [Log-rank p-value: 0.007] an)q;C’ 405’3«% 4@40 ~(003\\* égc*\ \3;&3‘ @%«0 %&33 .\%”3\% %@(’J«Q @%QO x@,‘;’é ,*65@ x@nﬁ xﬁ)«c’ XG%QO ;@,,;\cJ xﬁ;@ &{ﬂa@\ x%hg? X@%«C’ X@,,;\‘k x@,& ;{SJ«Q ;@b«e ;\é\e
ATI+CDK4 / 61. Hispanic 12 (11.8%) 16 (8.0%) E T S S e R 2'7Time | r?'([)mmhsés % 3 4 4 48 51 5 5 6 o 3 6 9 1= 15 1B 21 24 2'7Time | :bmomhjs % 3 4 4 48 5 % 5 6 chb%o & & Q@%%O Q@%O G%i" ﬁa‘i 65@2* V(,;si &rbi ”(Ofbé:é&%éj x (O,b@i A%«i; &
OUtcomes analySiS: Non-HISpanIC 61 (598%) 118 (59306) EStht E:]ST<10225) 46 53 57 62 65 68 75 75 63 51 41 33 27 23 18 12 10 8 5 5 ESRiltmrigl](:siz 17 19 19 20 21 21 23 22 21 16 13 9 8 7 6 4 3 2 0 0 Q(o’b 0@% Qéb QQ;) 065 C;b%@ Q@ZQX\S?%O ((:b%
e Follow-up Was measured from Unknown 29 (28.4%) 65 (32.7%) “Rems 0 o0 2 2 3 3 s 6 s w3 ® » 2 % 2 ®» » % W B B Eemws 0 0 2 2 3 3 5 5 § & 9 s w ® 2 B @ B 1w 1w 1 EeNE e o o ¥ &
. « e, . . ESR1wt (n=199) ESR1wt (n=65)
AI+CDK4/6 therapy initiation to death or Practice type Comred O '3 8 & ® @ 7 % % & © 7 ® 0 w6 G5 ©1 B W W W  Cowewd 0 1 5 6 8 o B B H 2 2 ® % ® I § B L 8 £ & Figure 3. The most frequent ESR1 point mutation combinations identified in the
last known activity Non-academic 63 (61.8%) 111 (55.8%) cohort at the time of ESRIm detection. Frequencies for each combination are
e Kaplan-Meier estimates of rwQOS are Academic 25 (24.5%) 65 (32.7%) shown
reported. Risk set adjustment was used to Academic & Figure 1. Kaplan Meier curves showing survival between ESRIm and ESRIwt groups. Left: Across lines of therapy (median rwOS 44.0 mo vs. not reached for ESRIwt;
_ 14 (13.7%) 23 (11.5%) log-rank test p=0.02). Right: 2L+ (median rwOS 40.1 mo vs not reached for ESRIwt; log-rank test p=0.007). )
fi(r:gf LIIcr)]ito fzr dseelat/,li?wcisr:um:)cec:r:rrr&i/,rw OILIaef’cteor rlon-academic Table 2. Top ESR1 mutations were comparable to those
therapy iEitXi/ati or? & & r'?(')K?;;)A co-mutations — 43 (42.2%) 65 (32.7%) Figure 2. Therapy switch patterns after ESRIm detection reported in SERENA-06
. o
e Pts were censored at 60 mos after L . .
L Al+CDK4/6i Line of Figure 2. Sankey Top ESR1 mutations at ESR7m detection — SERENA-6
AI+CDK4/6I In ItlatIOn Or a.t l.a.St kﬂOWﬂ Bl etrozole + ribociclib (n=1) elacestrant (n=8) e . .
ol ot 3 tched to el frant Treatment GEEED LS () e @ diagram showing no.(%) (n=158)
EOS&N“F;' Sth thW' ched 1O elates r‘;‘”t' 1 (n=203) 69 (34.0%) 134 (66.0%) therapy switch 538G 58 (64.4%) 52 (51.9%)
m r r W r n r abemaciclib + letrozole (n=3) . .
-orlm targeted therapy, were censored a oL+ (n=98) 33 (33.7%) 65 (66.3%) patterns after ESRIm ° i
1tS Initiation Median nurmber of xF SRR detection. Left: 1L Y537S 22 (24.4%) 60 (38.0%)
e Survival differences between ESR1m and t et an nd " © to X 2(1-7) 2 (1-16) | o e ereime reensme eI AT+CDK4/6i (n=29, YE37N 19 (21.1% 25 (15.87
wt groups were assessed with a log-rank esis pet patieh (r_ar_“_;e? — 42% of 1L). Right: (21.1%) (15.8%)
test. Median time ffom initiation sl s el i) capectanne o2 [ 2L+ AI+CDKA4/6i Y537C 9 (10.0%) —
Of AI+CDK4/6| to ESR1m 191 (020 _ 721) _ fulvestrant + letrozole + palbociclib (n=1) [l f ant + alpelisib (n=2) (n=7, 21% Of 2|_+) E380Q 5 5 6(y
S detection (range) — mo R — %) -
(= Initial test W 1 91 O O 39 79 1 - tl S ‘*1 = -
Tembis  patonts (ndement 10 bt r ESR1 gen _‘ 199 pte 0(0.99-72.1) - I — See——— R Death rates among patients with most common single point mutations,
R A ‘ _ 2L+ 12.3 (0.20 - 36.4) - - and among those with single vs. triple mutations:
(HR+/HER?2- + ;OleCUlarlte:}tri?"pgg '&@ Esgfl‘sl?lgl;;?nt ES,L(?I:;S-;/?VIIIV?/B/pe fulvestrant + abemaciclib (n=5) .
B e D538G:41.2% (14/34) ~ Single: 49.2% (31/63)
efd!'ng on Aa+CDpK4/6i while OthAI"'prDKM& Il anastrozole + ribociclib (n=1) anastrozole + olaparib (n=1) PR ] o Y53 78: 38.5% (5/13) TI‘I pl.e: 75.0% (6/8)
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