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data. This creates an environment each year where published results from a plethora of ongoing clinical trials lead to the emergence 
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of the rapidly evolving data sets in breast cancer. To bridge the gap between research and patient care, this CME activity will deliver a 
serial review of the most important emerging data sets from the latest SABCS meeting, including expert perspectives on how these new 
evidence-based concepts can be applied to routine clinical care. This activity will assist medical oncologists and other cancer clinicians in 
the formulation of optimal clinical management strategies for breast cancer.

LEARNING OBJECTIVE

• Identify the clinical efficacy and adverse events associated with combining a loading dose schedule of fulvestrant with anastrozole, 
versus anastrozole alone, when treating postmenopausal patients with hormone receptor-positive breast cancer at first relapse.
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IN THIS ISSUE:

• Double-dose fulvestrant results in a treatment advantage in two randomized 
trials

• No benefit to adding fulvestrant to an AI

• Neoadjuvant research platform predicts the above results

Every year, either at San Antonio or ASCO, I try to meet up for an interview with UK 
investigator and world-class storyteller Dr John Robertson. When you’re in the mood to 
hear about hormones, you can’t do much better than dialing up John, and we again met 
in San Antonio last month, where he was presenting more from a longstanding series of 
neoadjuvant endocrine studies. 

Unfortunately, and in contrast to the other major biologic target in breast cancer 
(HER2), there haven’t been a whole lot of cool new endocrine therapy developments 
in recent years. When you consider that approximately two thirds of patients have 
ER-positive tumors, this troubling dynamic makes you scratch your head at the absence 
of major Phase III trials looking at up-front endocrine treatment when we can find 
8,000 patients already for the ALTTO HER2 trial. Is this drought some kind of industry 
thing, is it another failure of our “public” programs or have we taken endocrine therapy 
as far as it can go? 

On the enclosed commentary, John pretty much rules out the latter and makes a rather 
compelling argument that serious consideration should be given to an adjuvant trial 
that includes double-dose fulvestrant (DDF) — specifically a BIG 1-98-like study that 
would include different sequences of DDF and an AI. The rationale for this approach is 
essentially found in the four papers profiled in this issue of 5MJC, and John’s hypothesis 
is that DDF is somehow blocking the emergence of delayed endocrine resistance. When 
I queried another one of my favorite endocrine mavens about the new data on higher-
dose fulvestrant, Rowan Chlebowski told me simply: “This is practice changing.” When I 
asked him if his own practice had changed in that regard, he said, “Yes, since I saw the 
FIRST trial data in San Antonio last year.” 

Meanwhile most oncologists use fulvestrant only in very advanced disease and yawn at 
the topic, maybe because they haven’t heard investigators excited about the drug since 
it was first introduced more than 15 years ago as a new class of hormonal therapy — a 
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so-called estrogen receptor downregulator. And perhaps there isn’t much to be excited 
about — except that my friend John Robertson is excited, and when that happens, I 
have learned to pay very close attention. 

Next up on 5MJC: The RIBBON 2 trial confirms what oncologists are already doing 
(using bevacizumab in not only the first-line but also in the second-line metastatic 
setting).
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Loading Dose Schedule of Fulvestrant Combined with 
Anastrozole for the Treatment of Patients with Breast Cancer 
at First Relapse
Presentation discussed in this issue

Bergh J et al. First results from FACT — An open-label, randomized Phase III 
study investigating loading dose of fulvestrant combined with anastrozole 
versus anastrozole at first relapse in hormone receptor positive breast cancer. 
SABCS 2009;Abstract 23.

Slides from a presentation at SABCS 2009 and transcribed comments 
from a recent interview with Rowan T Chlebowski, MD, PhD 
(12/30/09)
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ROWAN T CHLEBOWSKI, MD, PhD: The FACT study is interesting. On the basis of 
strong preclinical data, a Phase III study was undertaken comparing anastrozole in 
combination with a loading dose of fulvestrant — 500 milligrams on day one, then 250 
milligrams on days 14 and 28 followed by 250 milligrams monthly — to anastrozole 
alone. The patient population was postmenopausal women with relapsed metastatic 
breast cancer who had received one prior hormone therapy. Interestingly, with 
hundreds of patients, the study turned out to be basically negative. No evidence was 
seen of a difference in time to disease progression or overall survival between the 
study arms. It’s back again to the Aman Buzdar principle with hormone therapy, in 
which one plus one equals one.

It was a disappointing result. Depending on how one interprets the CONFIRM trial 
results in terms of high-dose fulvestrant (see presentation 1 of this 5MJC issue), it 
may be that an inferior dose of fulvestrant was used in the FACT study. The authors 
conclude that you should not use this regimen, which is easy to agree with. 

Dr Chlebowski is Professor of Medicine at the David Geffen School of Medicine at UCLA and 
Chief of the Division of Medical Oncology and Hematology at Harbor-UCLA Medical Center in 
Torrance, California.
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