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Cyelin dependent kinase (CDK) 4% inhibition in addition walh endocrine therapy (ET) is first line therapy for patients witl bornsone receptor-positive |HE+), HER 2 nom-amplified.
melastatic breast cancer (mBC). Recognizing whach patbents are goimg 10 bemefit from reatment and idenifying which patients scquire resistance sre sull poody understood. The advent
of circulating wanoes DNA (ctDNA) of fers a unigue nonipvasive method o caplure mBC beterogeneity. Studies have used ctDMA w0 moaitor for emergence of mutaiions such as kss of
function mutations o RB1, In this progect, we test the hypothesis that ctDM A can be utilized as & hiomarker to predict response o CIE 4% inhibator therapy by identify ing mtations
and further charscicrizing the heterogencily of these gene alicrations.

Im this smady, we apalyzmed a sahset of panents from the Dalkss Metastarle Bregst Cancer Study comprised af patients with HR+
HER2 mon-amplified, mBC who underwes mresment with & CDE 45 ishibaor and ET bn sdditios 1 ol A tesing (e=102),
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Tabde 1. Patient characteristics including: pender. age at breasi
cancer diagmasis, American Joint Commitiee on Cancer staging
at timee of il A collection, mmd type of CTXK 46 imhibd o
remment received. Specified minations ore CCNEL MYC, and
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Tabde I, Medwn progressisn [ree susvival of pabscats willi
designabed mutations @ osted with ctDNA, Cenes of imfonest
wore CCNEL MYC, and REL. Among pationts wha did nist have
these gene alterations present. modion progresson-free survival
AmPFE) was 135 months. Two putients had CCNEL alterulions
mPFS was 5.5 months, three patients hid MYC allentions mPFS
was 19 months, and mine patients had RB1 alisations mPFS T
momiths. Sides of metasiois within ihe three specified groups.

Figare 1 illustrates periphemnl blood

wim  nhimined from o breast camoer paticnt mmd
mmdlyyed wsing the Termpaos. xF panel o
detect ciroulming wmor DMNA.
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Tabde X, Shows madividual Siarsctenstics of Towr patients thal
acywiied a1 RB1 gene mutation asd e palieod (hal scquined 2
MY metation. Temgms 2F or FousdationUne Ligusd Oy liguid
bhiopsy sequencing pancls were utilized before CIHEK 4% inhibsior
therapy wis imdtsated and <id mot detect mutations im BB or
MYC. Subsequent ligaid biopsaes after having progression on
CIHK At inhibitor herapy did reveal newly scquired mutaiions
s specified above. Patient | hod Frameshift mutarioes and
Fasents 2.4 had loss off funcison point mutations in RE| . Patent
5 had 0 copy mamber variant mutaton keading (o copy nmber
gain

Reseurchers are actively secking hiomarkers that may predict favarable response and real time changes in twmor biokogy. This analysis further suggests patients undengoing treatment with
CDE 4% inhibitor therapy may benell from ciDNA snalvsis 10 evaluate for mbverdble gene alterations. The RB1 pene altertion cocurmed in approwimaedy 9% ol 12 <avienr 3 splstion
Cwr study was limived by the small semple size and dming of oA collection, Further studies sre needed 1o provide insight om using ctDMA as a bomarker o rack scquire inmer

mulstions that may indicule poor reotmen oulcomes.




