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BACKGROUND

In women with breast cancer receiving neoadjuvant chemotherapy, residual

LOCAL THERAPY RESULTS RESULTS
_ Table 3. Factors associated with locoregional recurrence (LRR) Kaplan-Meier local recurrence free survival estimates Table 2. Cox proportional hazards model for LRR

cancer burden (RCB) predicts distant recurrence and survival. In those with LRR rate > including local therapy, tumor subtype, clinical
high risk and locally advanced tumors, locoregional recurrence (LRR) remains <40 years 40 (30.5%) 91 (69.5%) __ ﬁ% stage, age, tumor grade, RCB status.
a concern, and has been associated with type of local therapy received. >40 years 243 (48.7%) 256 (51.3%) <0.001 o | — 1 |
We evaluated the impact of local therapy on LRR in the ISPY-2 TRIAL. - ' ' ORVEETRY 131 (20.8%) 12.2 0.052 1 — On multivariate analysis, only RCB status and tumor
— ORI 499 (79.2%) 7.0 2 subtype were associated with LRR. The effect of |
TRIAL ELIGIBILITY & STUDY METHODS Ciinical stage " | Figure 3. Time to LRR by RCB status and surgical therapy T oeb/pe appeares prerominantly in fnose wih
4 (66.7%) 2 (33.3%) J 240 (47.5%) 70 o Time to LRR was significantly shorter in those with RCB 2/3 RCB 2/3 status (See Figure 4)'
» Clinical Eligibility Criteria: Stage Il or Ill, or T4, any N, MO, including clinical =0 (L) 16 (588 et 185 (36.6%) 9.7 0.598 > ] status compared to fhose with RCB 0/L status, regardiess of
or pathologic inflammatory cancer or Regional Stage IV, where 139 (46.8%) 158 (53.2%) 80 (15.8%) 75 | surgicaltherapy (p=0.0099) -
supraclavicular lymph nodes are the only sites of metastasis R . .
« Molecular Eligibility Criteria: Triple Negative, or HER2+, or MammaPrint Tumor subtype Tumor subtype ° 1000 Days 2000 000
High risk HR+HER2- SEESINVN 94 (39.7%) 143 (60.3%) Ealiy 237 (37.7%) 2e2 0.033 ROB 0/1 & breast conservation RCB 0/1 & mastectomy RCB 0/1 [0kE! 0.12-0.89  0.029
» Data were analyzed in Stata 14.2, using Chi2 test, log rank test, and a Cox Her2+ 85 (48.3%) 91 (51.7%) 0.113 Tiiple negHaetri\Z/:: %zg gig;‘g 16230 ' RCB 2/3 & breast conservation RCB 2/3 & mastectomy
proportional hazards model. Primary endpoint was LRR. Triple negative 104 (48.2%) 112 (51.9%) ' _
« RCB was considered a Categorical variable (O/l versus 2/3) Tumor Grade ! Kaplan-Meier local recurrence free survival estimates HR+ HER2- JssCllls
 Breast surgery categories were lumpectomy or mastectomy Clinical stage 1360((13;3({;())/0) Z'g 0.215 = - . Trinle n;iﬁi; 3?;163 g'ii'ﬁ'ig 8'82;
132 (55%) 108 (45%) 297 (68:6%) 9.1 o ﬁ%:;% | | | |
ADVOCATE’'S PERSPECTIVE SLU3SH  104(62%) <0001 TR °
: oy : . : . (23.8%) (=) Lumpectomy _alqne 24 (3.8%) 12.5 § E Figure 4. Time to LRR by RCB status and tumor
This study highlights the importance of neoadjuvant trials to discover R CIMVERCOIEUE 259 (41.1%) 8.1 0.511 subtype
important findings, including, in this case, safely undergoing less extensive VESCEOIWA 144 (22.9%) 5.6 ' T
surgery. Despite many trials showing no difference in distant recurrence and 150 (51.2%) 143 (48.8%) e VESERINMR R ETIEE 203 (32.2%) 9.4 ] Figure 4 (see legend). Tumors of the HER2+ or triple negative (TN) subtype
long term survival, with breast conservation vs mastectomy, this study now 113 (38.7%) 179 (61.3%) ' s 4 | | | had significantly shorter time to LRR than tumors of the
allows even women with high risk tumors who have a good response to 0 1000 2000 3000 HR+HERZ2- subtype, particularly among those with
therapy, to feel confident about choosing lumpectomy in terms of LRR. RCB _ _ _ g 293 (50'12/0) el 0.001 bays RCB2/3 status (p=0.0001). Surgical therapy
as one of two key determinants of LRR underscores that low RCB is a Table 1. Factors associated with breast conserving surgery (BCS) gad 292 (49:9%) 16 NRcazs mrcson (lumpectomy versus mastectomy) was not associated
reliable biomarker for long term outcomes. We need to continue to work to versus mastectomy _ _ HER2+ RCB 2/3 HER2+ RCB 0/1 with LRR regardless of tumor subtype or RCB.
get all women to an RCB of 0/1. Young age, higher clinical stage, and more residual disease (RCB 2/3)

Kaplan-Meier local recurrence free survival estimates

were significantly associated with higher rates of mastectomy. 5
-)
e CONCLUSIONS
e
-SPY2's ADAPTIVE TRIAL DESIGN — —— . . _
_ L — « Extent of surgical therapy was not associated with local tumor control, regardless of advanced tumor
I-SPY 2 is a multicenter, phase 2 trial using response-adaptive randomization within biomarker BEH T o o0 (2 3 — stage at presentation.
subtypes to evaluate a series of novel agents when added to standard neoadjuvant therapy for women ” | « Response to therapy (RCB) was the best predictor of LRR. Within those with RCB 2/3 status,
with high-risk stage /1l breast (FIG.1). Within each patient subtype, participants are assigned to one of et — o P - HER2+ and triple negative tumor subtype had shorter time to LRR.
Eevcre]ral |n\I/3esbt!?at|ofnal rt]hergples or the _CI:_””OI rig'm:” (4 fl)' RanhdomlzatloTj pl‘dObabIhtleS ar:e welghedf . ’ ........... - .... [ ] e Figure 2. Time to LRR by local therapy received - For those with residual disease, BCS particularly in those who will need adjuvant radiation regardless
Y1 € probanl |_ty orachieving a PCR wit n each su type Tor each agent an ' apt§ over t_ ecourse ot L e ; et gen 1Pt Aacyin 40 I There was no difference in time to LRR among patients who of surgical therapy, can minimize complications without impacting LRR.
the trial. The primary endpoint is pathologic complete response (PCR, no residual disease in breast or _ *““““““ - . = underwent breast conservation versus mastectomy (p=0.44) N . L L . .
nodes) at surgery. ” EREE  These _data hlghllght the opportunity to minimize the morbidity of extensive surgical therapy
e 5 1 for patients with excellent response to systemic therapy.
The goal is to identify/graduate regimens that have 285% Bayesian predictive probability of success o . | st s g 3 1 | | |
(statistical significance) in a 300-patient phase 3 neoadjuvant trial, defined by HR & HER2 status & - - .... : 0 1000 2000 3000 ACKNOWLEDGEMENTS:
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