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Issue 4
at a GlanceAn important understanding that 

has come from many clinical trials in 
breast cancer (BC)—indeed clinical 
trials in a variety of disease settings—
is that therapies often need to be 
targeted to specific subgroups of 
patients. Appropriate selection of 
patients is crucial not only for clinical 
decision making but also to direct drug 
development and testing. 
To streamline the process, the I-SPY 2 
trial, designed by Drs. Laura Esserman 
and Donald Berry, uses an innovative 
adaptive randomization process, 
described yesterday by Dr. Hope 
Rugo. The trial is a phase 2, multi-arm, 
randomized controlled trial with the 
goal of evaluating novel therapeutics 
using a primary endpoint of pathologic 
complete response (pCR). 
Eligibility requirements for I-SPY include 
(1) tumor size ≥2.5 cm, (2) triple-
negative, HER2+, or MammaPrint high-
risk disease, and (3) ability to undergo 
MRI scan of the breast. The innovative 
randomization process uses an algorithm; 
decision pathways are informed by 
MRI results and signatures based on 
BC subtype combinations (HR status, 
HER2 status, and MammaPrint risk level). 
Although 10 signatures are possible, 
those that appear to benefit most from 
the experimental combination (based 

on imaging findings) become selected by 
the algorithm. 
According to Dr. Rugo, the algorithm 
“allows us to learn and adapt as we go 
along and allows each patient to benefit 
from what we learned from the prior 
patient.” Each trial is designed to graduate 
its experimental agent when a threshold 
is reached. That threshold has been 
defined as an 85% chance of success if 
that combination of agents were tested 
against control in a randomized phase 
3 trial of 300 patients, with a primary 
endpoint of pCR.” The phase 3 trial 
can be relatively small, because I-SPY 2 
identifies the subgroup of patients most 
likely to benefit from the trial agents. 
The first agent to be “graduated” by this 
process is the PARP inhibitor veliparib. 
In participants with triple-negative BC, 
the point estimate for pCR was 52% for 
those receiving standard chemotherapy 
plus veliparib/carboplatin, compared to 
26% receiving standard chemotherapy 
alone. Statistical analysis demonstrated 
a 99% probability that the intervention 
arm was superior to the control arm. 
Although the individual effects of veliparib 
and carboplatin cannot be distinguished 
in this study, Dr. Rugo believes that the 
results justify the upcoming phase 3 trial 
that will test that question more directly.
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CALGB 40603: The primary goal of this randomized phase 2 trial, presented by Dr. 
William Sikov, was to examine whether inclusion of either carboplatin or bevacizumab 
is associated with improved pathologic complete response (pCR) rate compared to 
weekly paclitaxel followed by dose-dense adjuvant chemotherapy in triple-negative breast  
cancer (TNBC).
Inclusion of carboplatin (alone or in combination with bevacizumab) resulted in a 
significantly increased rate of pCR (the absolute rate of increase was approximately 10%). 
Bevacizumab therapy also was associated with an increase in pCR rate, but to a lesser 
extent that did not reach statistical significance. The highest point estimate of pCR rate 
(60%) was seen in the combination arm (paclitaxel plus bevacizumab and carboplatin), but 
further analysis detected no statistical evidence of synergy between the two drugs. The 
study was not designed to compare the pCR rates seen with bevacizumab or carboplatin 
alone to those seen with the combination of agents.
Addition of either agent resulted in increased rates of adverse effects, with bevacizumab 
being particularly associated with risk for hypertension and carboplatin with risk for 
thrombocytopenia, neutropenia, and febrile neutropenia. These findings add to the growing 
body of data in support of adding carboplatin to neoadjuvant chemotherapy. In contrast, 
the role of bevacizumab appears to be diminishing. 
ROSE/TRIO-012: This multicenter phase 3 trial was designed to evaluate ramucirumab 
(a recombinant human IgG1 monoclonal antibody that binds the VEGF receptor 2) in the 
setting of HER2-negative, unresectable, locally recurrent or metastatic breast cancer (BC). To 
participate in the trial, patients could not have received chemotherapy or biologic therapy 
for advanced breast cancer. Participants were randomized (1:2) to receive docetaxel plus 
IV placebo, or to the same chemotherapy plus IV ramucirumab.
Neither analysis of progression-free survival nor interim analysis of overall survival found 
any benefit associated with ramucirumab therapy; efficacy results did not differ significantly 
by subgroup. Addition of ramucirumab was associated with increased rates of adverse 
events including fatigue, hypertension, bleeding, febrile neutropenia, and stomatitis. Although 
the study results were negative, Dr. John Mackey, who presented these findings, remains 
cautiously optimistic that the anti-angiogenesis strategy may still be found to benefit a 
subgroup of patients. 
SWOG S0500: Circulating tumor cells (CTCs) are detectable in approximately 75% of 
patients with metastatic breast cancer (MBC) and are elevated in about half of patients 
with MBC. It has been well described that elevated CTC levels at baseline are associated 
with a worse prognosis, and a decline in CTC levels suggests response to therapy. 
SWOG S0500 is a prospective randomized clinical trial that assessed whether a change 
in chemotherapeutic agent would improve survival outcomes in patients with MBC who, 
after one cycle of first-line chemotherapy, had detectable levels of CTCs.
Although the strategy of switching chemotherapeutic agents was not found to improve 
progression-free survival or overall survival, the study results provide additional evidence 
that CTCs are important predictors of negative outcomes. At a press briefing before the 
presentation, Dr. Jeffrey Smerage commented on the fact that new technologies have 
enabled molecular profiling of CTCs, which he hopes “will lead to a better ability to predict 
the appropriate treatment strategies for these patients in a way that simply counting cells 
doesn’t appear to do.”

Patients with residual disease after neoadjuvant chemotherapy (NACT) are considered 
to have chemoresistant breast cancer (BC). Adjuvant treatment with bisphosphonates is 
considered to reduce the risk for relapse, predominantly in estrogen-deprived patients. 
The NATAN study, presented by Dr. Gunter von Minckwitz, sought to determine whether 
postneoadjuvant treatment with IV zoledronic acid would improve survival in women with 
invasive tumor residuals (ypT1-4 or ypN+) after a minimum of 4 cycles of anthracycline/
taxane-containing NACT.
Results of the study were largely negative. Eighty percent of patients had HR+ BC, 17% 
had HER2+ BC; event rates were 50% of the expected rate. No significant differences with 
adjuvant bisphosphates were seen in disease-free survival or in overall survival, but subgroup 
analysis did reveal a non-significant trend favoring zoledronate therapy in patients greater 
than 55 years of age. 
This finding is consistent with those of the meta-analysis presented by Dr. Robert Coleman on 
Thursday. Using 15 years of adjuvant bisphosphonate trial data, Dr. Coleman and colleagues 
concluded that adjuvant bisphosphonate therapy reduces risk for bone metastases by 34% 
and improves survival in postmenopausal women. In contrast, no such benefits were seen in 
premenopausal women. Even in postmenopausal women, no significant reduction was seen 
in first distant recurrence in tissues other than bone. Interestingly, risk reductions were similar 
irrespective of ER status, node status, and use versus non-use of chemotherapy. 
Commenting on these findings, Dr. Peter Ravdin, co-director of the SABCS, noted that the 
17% survival advantage seen with adjuvant bisphosphonate therapy in postmenopausal 
women is comparable to the increases in survival rates seen with some widely used adjuvant 
chemotherapeutic agents. Dr. Ravdin remarked that “bisphosphonates already are used by 
many postmenopausal women to prevent osteoporosis. They are relatively low in cost and 
have good safety profiles. That they can reduce the risk for breast cancer recurrence is  
very exciting.”
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SABCS offers resources online for all Symposium registrants to access. 
All resources are online during the Symposium and available for three years to access. 

Past Symposium Resources can be access on the SABCS website: www.sabcs.org/pastsymposia

SABCS 
iPosters™ 

SABCS iPosters is an online 
library that includes posters 
presented at the 2013 San 
Antonio Breast Cancer 
Symposium. See cutting-edge 
research while you’re in San 
Antonio and long after the 
meeting is over.

Features include:

• View full posters online with 
the abstract text

• Search posters by session  
or keyword

• Post and view comments on 
any poster

• Download and print PDF’s

SABCS 
on Demand 

SABCS on Demand is a 
comprehensive digital library 
with approximately 60 hours 
of education from the 2013 
Symposium.  SABCS on Demand 
is free for all meeting attendees!

Features include:

• Webcasts, PDFs and MP3s all 
conveniently available in  
one location

• Webcasts with presenter’s 
slides and fully synchronized 
audio and MP3s

• Downloadable PDFs of slides 
available 2 hours after  
each session

• Advanced Search: Find any 
word in the presentation 
slides and immediately jump 
to that part of  
the presentation

• Streaming content on most 
mobile devices

SABCS 
Abstracts2View™ 

Abstracts2View™ is your 
opportunity to review the 
abstract presentations from 
the San Antonio Breast Cancer 
Symposium given around the 
world. With Abstracts2View™ you 
can review Abstracts covering 
hundreds of different topics.

Features include:

• Search abstracts by Session, 
Author, Title and Category

• Create your itinerary for the 
meeting online and download 
to your mobile device

• Search for Any word, All 
words, Exact phrase, or 
Sounds-like, from the drop 
down Menu
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