Genomic Profiles of Early Progressors vs Exceptional Responders on CDK4/6i in ER+ HER2- Advanced Breast Cancer
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CDEAM inhibitors (CONA/6) paired with endocrine
therapy (ET) are comman first-line { 1L} therapy for
patiants (pts) with harmana receptor pasitive [HR+)
HERZ negative (HERZ-) advanced breast cancer (aBC),
A subset of pts will demonstrate primary resistance o
CDK4M, as charscterized by early progressian, whils
athar patients will remasin on COK4/6 for an excterded
duration prior to prograssion

Thea undartying ganomic landscapes madiating
reaponss is sl unclaar

Guandantdfa COx (blood ctDNA) end Tempus (xT: iwmor
with normal maiched sample; xF: blood ciDMA) sre
panel-pased platforms getecting genomic alterations
and copy number vanation of commonby-mutated
EEnes,

Toinvestigate clinical and genomic diffarencas
petwasn cohorts of eary progressors and excaptional
reaponders (late progressors),

= Clinicel information, including treatment start and stop
dates, was colleciad from the elactronic madical
racord. Progresslon-fiae survival [PFS) was estimaled by
the treaiment duratson on 8 spacified treatment
ragiman. Owvarall gurvival (05} wae defined &a time to
death from the intiation of COK4/6
NGS testing was periormed using the Guardant360 Cox
(sample: peripheral blood) or Termpus (sample; tissue in
43/45 pta) platiorms per standand-of-cane at tme points
per the treating physician's discretion in the
retrospeciive COK4/8 study patients and Whols Exome
Sequencing (WES) of circulatiang tumor DK was
peifarmed on the palbo alt dosing trial (NCT3007979)
patients al basaling and progréssion.

- Fof sarly progressors, only patients whe discontinued
therapy dus ta progression were Includad.
GuardantdE0 cohor: Eary progression (EP)an CDKASI
was defined as PFS < & maonths; late progression (LP)
was defined as PFS = 18 months. Patiants who racaied
1* or 2 line therspy with §uandant3s0 COx parformed
priar ta orwithin 60 davs of starting therapy, wers
ncludad
Termpas cofort: Early progression (EF) on CDK4/G was
dafined as PFS < 12 maonths; late progression |LP) was
deflined as PFS = 12 months for Tempus testing. Patianls
who recaivad COR48 as 1% Ling and Tempus testing
pee-trestmant wers included

= Tumor samplas Mrom TCGA BACA cohorlwas enalyzed
1o evaluate the consequance of AR-alterations in the
traatment-nalva satting.

Guardant360 CDx clinical/patient demographics

Ape o, EDY CETL o002y
Racn Whiln AN ITIOE] 1 154
Bl 10 27 5AL ADGAT A%
bt 128 & )
Ling ol therapy Fim 23 R0 & i38.1%)
Facand 7RI T B
Erntoram favagy Al 18 (47,55 TOAT A
i
Fulvmyrany Sl A ELREEL ] LN R
5o of dsoass Wisceral ALTE Lo T2(5T.1%
Mo sk 32 {8800 5 (L pe
Beww el 0 250 ARk

Guardant360 CDx ctDNA profiling
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TE53 enrichment in early progressors {12/21) compared to late progreasors (6/19).

+ AR and AKT? enrichment in early progressors (3727) compared to late progressors (1/13).

 FGFRT enrichmant in earty progressors (4/21) compared to Lete progressors (2/19).

Tempus xT/xF profiling

AR alterations in TCGA BRCA
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Median PFS of early progressors was 4 months and 085 was 13 months,
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TP53 enrfchment in early progressars (5'18) compared to late prograssors (3/26).
FGFRT enrichmant in early progressors (8/18) compered to late progressors (2026).

Lack of E5R1 or AR alterations detacted.
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= Potential cell cycle and oncogenic pathway enrichmeant in AR-alttared ER+/HER-

bBiradst CAancers,

Early progressors in the Alt Dosing Trial

Median FFS of early progressors was 3.0 monthe and 05 was 13.0
muanths,

Median of 2.83 months betweean beseline and progression WES.
Mo significant differences in mutational profiles a1 baseling varsus
PIOETEESIoN.

Conclusions

Enriched alteration incidenca in TP53 and FGFRT consistant with
the literature.

Increased AR alteration incidence in early progressors should be
validated in larger cohorts.

Gain-ol-function alterations in AR associated with enhanced cell
cycle and ather oncogenic pathways

Varying degreas of mutation datection sansitivity in periphersl blood
ctDMNA and tizsue jundetectad ESR T and AR in our cohort by tissue
Biopsy),




