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Better Outcomes Due To More Screening and More Medical Therapy

Berry, et al. N Engl J Med 353:1784 2005



Goals For Medical Adjuvant Therapy

• Identify patients with highest likelihood of dissemination of 
micrometastatic disease to distant organs

• Exploit known targets in breast cancer
– Estrogen receptor-α – “hormone” therapy

– DNA synthesis - chemotherapy

– HER2 oncogene – trastuzumab

• Identify individual risk for each patient to provide appropriate 
therapy
– De-escalate therapy for low risk patients

– Precision therapy for high risk patients



 

RS  = + 0.47 x HER2 Group Score  
-  0.34 x ER Group Score  
+ 1.04 x Proliferation Group Score  
+ 0.10 x Invasion Group Score  
+ 0.05 x CD68 
-  0.08 x GSTM1 
-  0.07 x BAG1 
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16 Cancer and 5 Reference Genes From 3 Studies

Category RS (0 – 100)

Low risk RS < 18

Int risk RS ≥ 18 and < 31

High risk RS ≥ 31

Paik, et al. N Engl J Med 351:2817 2004
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85% -no chemo
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I-SPY 2 TRIAL Study Design
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HR+/HER2- patients with low-risk 70- gene (MammaPrint) Scores are not enrolled in I-SPY2
Agilent 44K IDE

RCB=0 vs RCB 1-3



EFS Dataset

Updated I-SPY 2 EFS/DRFS data

• 950 patients

• 3.8 years median follow-up

pCR rates differ by subtype

• HR+ rates have lowest pCR

pCR distribution by subtype

Yee, SABCS 2017
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Yee, et al. submitted



pCR is a highly significant predictor of EFS and DRFS

EFS DRFS

I -SPY |   The right drug. The right patient. The right time. Now.

Refining Endpoints

Findings from updated EFS data with >200 additional patients and longer follow-up is 
extremely consistent with what was previously presented

I -SPY |   The right drug. The right patient. The right time. Now.

Refining Endpoints

Findings from updated DRFS data with >200 additional patients and longer follow-up is 
extremely consistent with what was previously presented

Yee, et al. submitted



I -SPY |   The right drug. The right patient. The right time. Now.

I-SPY 2+ Draft Design: Maximizing the chance of achieving pCR

Block A Block CBlock B

Program Project 2017-2022

ARC (Adaptive Rapid Cycle) Learning Arm

REG (Regulatory Evidence Generation) Arm



https://statecancerprofiles.cancer.gov/map/map.withimage.php?27&county&001&055&00&2&02&0&1&5&0#results
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Special Populations

• Largest urban population of Hmong in 

the world (~90,000) is in the Twin Cities

• Largest Somali-American population in 

the country (~40,000)

• 11 Federally recognized American Indian 

tribes (~68,000)

• 26% rural – rural/mix

Potential Cancer Disparities In Minnesota
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• Supported through MNDrive - $4M year

• Engaged

• Mayo Clinic Cancer Center

• Metro MN NCORP

• Sanford Health NCORP

• Essentia Health CCRP

• Mille Lacs Band Ojibwe

• Hormel Institute

• Fairview Health Services

• Enrolled 317 patients to date

• 12% rural

• 43% town/rural

• 45% urban/town/rural

Minnesota Cancer Clinical Trials Network



What’s Next For Breast Cancer?

• Better individualized markers of:

– Risk to aid mammographic screening

• WISDOM trial

– Predictive factors to select “right sized” treatment

• New and novel drugs

• Innovation in clinical trial design

• Inclusion of “ignored” populations 


