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Methods
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ChIP-seq

Flow cytometry

MRI-based neuroimaging

gene expression and base clinical variables in GEO under accession number XXX.

I-SPY2 is adaptively randomized, so number of participants in arm is not fixed. While accrual is ongoing, a statistical engine assesses the
accumulating pathologic and MRI responses at weeks 3 and 12 and continuously reestimates the probabilities of an experimental arm being
superior to the control in each HR/HER2/MP defined biomarker signature. The efficacy engine uses data from all control arm patients enrolled
since the beginning of the trial. Experimental regimens have various sample sizes; and may exit the trial due to futility (predictive probably of
phase 3 success < 10% for all signature), graduation (predictive probability of phase 3 success >= 85%), reaching maximal accrual (n=75) if
predictive probability of phase 3 success between 10% and 85%, or as recommended by the I-SPY 2 DSMB (for safety).

No data exclusions

No replication / Not applicable (Data generated from patient samples from clinical trial). Each patient can only be assigned to receive therapy
on one experimental arm, and they either respond to treatment or not. Replicating microarray measurement is possible; but pre-treatment
patient tumor sample is limited and precious; and therefore we have a single pre-treatment array for each patient.

Biomarker assessments at screening are used to assess eligibility and classify patients into one of eight subtypes based on hormone receptor

(HR), HER2-receptor and Mammaprint (high vs. ultra-high) status. The adaptive randomization engine preferentially assigns patients to agents

based on continually updated Bayesian probabilities of pCR rates within predefined biomarker signatures; 20% of patients are randomized to

the control arm.

Investigators are not blinded to randomization results, but are blinded to efficacy data until announcement that experimental regimens have

exited the trial. I SPY-2 is not a double-blind trial. Physicians and patients are aware of the allocated arm. Each agent has very specific safety
and management considerations, so for safety and feasibility, the arm allocation is not blinded to the physician. However, no investigator is
aware of how many patients are accrued to each arm, nor are they privy to any of the aggregate results until every patient on study has
completed therapy and gone to surgery. Over the course of the trial, 16-20 sites were open to enrollment and up to 5 arms were being
enrolled simultaneously. Investigators do not have any information about the status of the ongoing arms in the trial. Only the stats team and
DSMB have access to the data and see the results of the adaptive randomization.




