5-year outcomes in the NBRST trial: preoperative MammaPrint and BluePrint breast cancer subtype is associated with neoadjuvant
treatment response and survival
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B A C K G R O U ND RE S U LT S Table 1. Reclassification of IHC/FISH subtype by BluePrint and Figure 1 [] non-pCR C O N C L U S | O N S
MammaPrint A B I rCR
. . . . ER+ HER2- TN HR- HER2+ HR+ HER2+
MammaPrint ('V”?) identifies breast cancer (BC) patients who can « 22% of tumors were reclassified to a different BluePrint/MammaPrint 100{' ) 100 ; ' e MammaPrint remained prognostic in BC patients undergoing
safely .forego adjuvant chemothergpyl. MP combl.ned ‘_’V_'th the molecular subgroup compared with clinical subtype Luminal Luminal Total neoadjuvant therapy.
BluePrint  (BP) molecular subtyping signature identifies BC (Table 1). 93 (13%) IHC defined ER+ tumors reclassified IHC/FISH B R 75 « Patients with BP Luminal A tumors had very low risk of
subtypes with distinct therapeutic response rates and survival as Basal by BluePrint (ER+/ BP Basal). 132 (44%) HR+HER2- 66%| | 63% progressive disease while on NET alone prior to surgery
outcomes. In the Neoadjuvant Breast Symphony Trial (NBRST), i £ 3 = '
IHC/FISH defined HER2+ tumors reclassified as non HR+HER2+ e 97%!| 94% o , _ ,
MP and BP reclassified 22% of tumors into a different molecular HER2 by BluePrint. 650 * A majority of patients with Luminal A tumors who only
Subtype Compared to clinical |HC/F|SH methods. Furthermore’ HR-HER2+ d‘: received NET were C“nica”y h|gh riSk, and still had excellent 5-
MP and BP accurately predicted rates of pathologic complete * Molecular subtyping with MP and BP accurately TN o5 year DMFS, concordant with the findings in MINDACT!
response (pCR) to neoadjuvant chemotherapy (NCT) and partial predicted response to neoadjuvant treatment with Total . — .
report 5-year overall survival (OS) and distant metastasis-free Basal tumors (Figure 1). * Green cell = reclassified subtype Luminal A Luminal B Basal  Bagal HER2  Batal Luminal A LuminalB HER2  Bacal subtypes and identified the subtypes most responsive to NCT.
survival (DMFS) in patients from the NBRST registry according to . MammaPrint remained  prognostic in  the Figure 2 Figure 3 Figure 4 * Five-year OS and DMFS were distinct for each MP and BP
MP and BP molecular classification. : : : e o A. MammaPrint Risk Groups A. Patients with BluePrint Basal tumors A. Clinically HER2+ patients treated with T +/- P molecular subtype; Patients with BP Basal tumors had the
neoadjuvant setting (Figure 2A). MP classified 16% of o o o . . .
tumors as Low Risk and 84% as High Risk. The 5-year — = - — — -1 - ————— worst outcomes, followed by patients with Luminal B, HER2,
. . . ¥ B 7)) — : .
S(t:Jhbr::Iy‘/:SL lell;gryrrl’r;t DMFS and OS probabilities were significantly lower in @ o _ \ E o | N | and Luminal A tumors.
patients with HR compared to LR tumors. = © n° 8 o e Patients with BP Basal tumors had the highest frequency of
I Luminal A _ . o % © © . S © events within the first 3 years, which highlights the critical
(n=172) * BluePrint a'ccurately predicted 5-year clinical .B'd- £0° = S need to identify these patients who may benefit from a
HR+HER2- outcomes (Figure 2B). The 5-year DMFS and OS = < 8, ® < secondary therapeutic immediately post-surgery.
(n=526) probabilities were lowest in patients with Basal and § S - 20+ % at 5-vr (95% CI r-R=h % at 5-yr (95% Cl)
Luminal B Luminal B tumors compared to those with Luminal A ¢ a Basal o N —— LuminalA 100 BluePrint identified clinical ER+ and/or HER2+ tumors that
> (n=355) and HER2 tumors. Most DMFS events occurred within & 5 % at 5-yr (95% ClI S p < 0.001 PCR 93.7(86.3-97.1) o1 p=0.001 Luminal B 94.0 (82.3 - 98.0) were molecularly Basal and exhibited different treatment
e the first three years in patients with BP Basal tumors. p <0.001 Low Risk 91.6 (84.8 - 95.4) Basal ] HER2 93.3 (86.9 - 96.6) responses and significantly worse outcomes compared to
HR+HER2+ B8 o High Risk 75.7 (72.1 - 78.9) o 58.2 (50.6 - 63.1) o —— Basal 69.5 (49.5-81.2) _ 7 _ IR
(n=189) R . DCR in patients with BP Basal tumors predicted o 9 ' ' ' o1, . Inon-pCRl . . o1 : : , : , tumors with concordant clinical/genomic classification. These
n= , : 1 2 3 4 5 0 1 2 3 4 5 0 1 2 3 4 S patients may need optimized CT options, such as those
improved 5-year DMFS (Figure 3A). . Ti Time (years)
HR-HER2+ | q 'lee (years) h ime (3I(ears) | a ’ , 4 with emerging for triple negative breast tumors.
. : : T3 B. BluePrint Subtypes B. Patients with ER+ BluePrint Basal tumors B. Clinically HER2+ patients treated with T + P . e :
(n=111) Patients with ER+ tumors that reclassified as BP Basal o, — L Sl pe— o y P Clinical HER2+ tumors that reclassified as BP Basal did not
TNBC : T Basal and had residual disease following NCT had poor 5- T — T "'“'—::"‘*’Er___ e T — : appear to benefit from dual HER2-targeted therapy, a similar
=94 (n=371) year survival (Figure 3B). High Risk tumors that were ¢ o | © | RS - | 9| finding in the recent APHINITY study (PD3-01).
(n=245) ER+ by IHC were further stratified by BluePrint into E © 8 © ""L""n S_’O N
— Luminal B or Basal subtype. There was a larger E © %o - . g@ I
us. patients that had residual disease in the BP Basal 2 < 2] peooot 8 e
METH O D S group (23.7%) compared to the BP Luminal B group EO_ %o at 5-yr (85% CI) g° %atsyr (95%Cl| - 9 @ % at 5.vr (95% CI
A N Luminal A 915647958 | & ch Basal por 21 669929 & L atsyreswc) FUTURE DIRECTIONS
: : O ~- Luminal B 75.4 (69.3-80.4 ] == ER+ Basal non-pCR 58.4 (41.7-71.9) > 1 p=0. - ; .
Th? NBRST trial (NCT01479101) prospectlvely enrolled 1972 | p<o.001 HER2 87 4 E80-1-92-1; © ER+ Luminal B pCR 94.4 (66.6-99.2) <1 p=005 hléglznalB gg:? gg:g_g?‘% * These data illustrate the genomic diversity within ER+ and
pat.lents from 20;]'1 to 2014, YVhO received MP and. BP testing. * Patients with clinical HER2+ tumors who were treated =3 Basal 70.6 (64.8-75.7) o f-—---- ER+ Luminal B non-pCR  83.3 (77.4-87.8) g il — Basal 64.0 (29.1 - 85.1) HER2+ breast cancer and highlight the clinical utility of
T T B o eg e 1 o IE ] aceore e to N with trastuzumab (T) with or without pertuzumab P) - 0 i 2 3 4 5 C 0 1 2 3 4 5 0 1 2 3 4 5 genomic profiling with MammaPrint and BluePrint.

guidelines and consented to 5 years post-surgery follow-up (FU).
Tumors classified by MP as High Risk (HR) or Low Risk (LR) were
further stratified into four molecular subtypes by BP: Luminal-A,
Luminal-B, HER2, and Basal3®4. Clinical outcomes were available
for 918 patients from 67 US institutions. Median FU for OS and

and reclassified as BP Basal (HER2+/BP Basal) had
significantly worse 5-year OS compared to patients
with HER2+ tumors that classified as HER2 or Luminal
by BluePrint (Figure 4A).

Time (years) Time (years)

Time (years) * Ongoing predictive biomarker studies using MP and BP are

exploring therapy response in ER+ Basal and genomic subtypes
of HER2+ breast cancer, in the FLEX study (OT12-01) as well as
external cohorts.

Table 2. Patients with BluePrint Luminal A tumors who received NET (n=44)

Clinical Response DMFS

* A majority of patients with BP Luminal A tumors who received NET,
were clinically high risk. 83% of BP Luminal patients had a clinical

DMES was 5.2 and 5.0 vears. respectivelv. Differences in OS and « Of patients with clinical HER2+ tumors who received benefit (partial response and stable disease) from receiving NET i
- Ly , resp Y. ) Partial Stable ) % at 5-year
DMFS at 5 years were assessed by Kaplan Meier analysis and log- trastuzumab and pertuzumab (T + P), those with BP (Table 2). Response — Progressive | Unknown (95% Cl) References
N . . i i 0 1. Cardoso et al. 2016, NEJM
rank test. Clinicopathological risk assessment was performed Elisfl tu.mcirs r:jagPWI—CI)ErSReZ ?S compla:l.red to4gat|ents with  The 5-year DMFS was excellent in patients with LR Luminal A tumors 94.2% 2. Whitworth et al. 2014, Ann Surg Oncol
using MINDACT criteria for clinical guidelines to classify NET uminalan umors (Figure 4B). (Table 2). Five-year DMFS in patients with Luminal A tumors treated 44% 39% 5% 12% (78 7'—98 5) 3' i ¢ al '2012 ’B fC Res Treat
patients as either clinical low risk or clinical high risk?. with NCT or NET was not significantly different (p = 0.62). : : ' r!Jgsman et al. , OTEAst Lancerhes 1rea
Please see poster PS4-04 for more results 4. Mittempergher et al. 2020, Transl Oncol.
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