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Breaking News

Avastin Loses Indication for Breast Cancer:
The First FDA Withdrawl of Accelerated Approval
By Paul Goldberg
FDA Commissioner Margaret Hamburg Nov. 18 announced her decision
to revoke the breast cancer indication of the Genentech drug Avastin, making
it the first agent to lose an accelerated approval.
Avastin (bevacizumab) has not been shown to be safe and effective in
that indication, Hamburg said in a statement, backing an earlier decision of
the agency’s Center for Drug Evaluation and Research and the Oncologic
Drugs Advisory Committee.
Hamburg described her decision in detail in a 69-page opinion. It can
be downloaded at: http://1.usa.gov/v3KYnY.
An in-depth analysis of the controversy appears in the May 27 issue of
The Cancer Letter, and is available for free at: http://www.cancerletter.com/
articles/20110526.
Genentech sought to keep the indication while conducting another
confirmatory trial of Avastin in combination with paclitaxel.
The agency will now remove the breast cancer indication, which
allowed the anti-angiogenesis drug to be used in combination with paclitaxel
in patients who have not been treated with chemotherapy for HER2 negative
metastatic breast cancer.
Avastin will remain on the market for its other indications—colon,
lung, and kidney cancers, as well as glioblastoma multiforme—and will be
available for being prescribed off-label.
(Continued to page 2)

Protesters outside the FDA White Oak campus, June 28, before the Avastin hearing.

The Avastin Story
In a Nutshell
May 2005

At the annual meeting of the
American Society of Clinical
Oncology, investigators present the
results of a trial of a combination
of Avastin (bevacizumab) and a
weekly regimen of paclitaxel.
The trial, E2100, isn’t designed
to support registration, and
Avastin’s sponsor, Genentech, was
initially reluctant to cooperate with
the Eastern Cooperative Oncology
Group to conduct it.
However, the trial finds
that Avastin roughly doubles
progression-free survival in
metastatic breast cancer, but
doesn’t affect overall survival.
FDA’s challenge would be to
decide whether this study could
support approval (The Cancer
Letter, May 27, 2005).

May 2007

FDA publishes a guidance
to industry, titled “Clinical Trial
Endpoints for the Approval of
Cancer Drugs and Biologics,” in
which it describes a new approval
standard:
“Whether an improvement in
PFS represents a direct clinical
benefit or a surrogate for clinical
benefit depends on the magnitude
of the effect and the risk-benefit
of the new treatment compared to
available therapies.”

(Continued to page 3)

FDA Commissioner Hamburg
Hopes For Further Studies

(Continued from page 1)
The Centers for Medicare and Medicaid Services
said they would not take any moves to stop paying for
the drug, pending FDA determination. CMS uses a
separate process, called the National Coverage Analysis,
to determine payment policy.
“This was a difficult decision,” Hamburg said
in a statement. “FDA recognizes how hard it is for
patients and their families to cope with metastatic breast
cancer and how great a need there is for more effective
treatments. But patients must have confidence that the
drugs they take are both safe and effective for their
intended use.
“After reviewing the available studies, it is clear
that women who take Avastin for metastatic breast
cancer risk potentially life-threatening side effects
without proof that the use of Avastin will provide a
benefit—in terms of delay in tumor growth—that would
justify those risks.
“Nor is there evidence that use of Avastin will
either help them live longer or improve their quality of
life,” Hamburg said.
The agency said Hamburg’s decision was based on
an extensive record, which includes thousands of pages
submitted to a public docket, data from several clinical
trials and the record from a two-day hearing held in June
(The Cancer Letter, July 1, 2011; available for free at:
http://www.cancerletter.com/articles/20110701).
Genentech said the company was disappointed
with the outcome and pledged to continue to study the
drug in the breast cancer indication.
“We remain committed to the many women with
this incurable disease and will continue to provide help
through our patient support programs to those who may
be facing obstacles to receiving their treatment,” the
company said.
“Despite today’s action, we will start a new phase
III study of Avastin in combination with paclitaxel in
previously untreated metastatic breast cancer and will
evaluate a potential biomarker that may help identify
which people might derive a more substantial benefit
from Avastin.”
Avastin was approved for metastatic breast cancer
in February 2008 under the FDA’s accelerated approval
program. The drug was approved based on data that
demonstrated its ability to delay progression. There was
no impact on survival.
Genentech’s confirmatory trials showed a smaller
impact on time to progression than the initial trial, and

ODAC recommended against granting it a full approval.
In fact, the committee determined that an accelerated
approval was no longer justified.
CDER, the FDA center responsible for the approval
of this drug, ultimately concluded that the results of these
additional studies did not justify continued approval
and notified Genentech it was proposing to withdraw
approval of the indication.
Genentech did not agree with the center’s
evaluation of the data and, following the procedures
set out in FDA regulations, requested a hearing on the
center’s withdrawal proposal, with a decision to be made
by the commissioner.
That two-day hearing, on June 28-29, included
recommendations from ODAC, voting 6-0 in favor
of withdrawing approval of Avastin’s breast cancer
indication.
During a telephone press conference, Hamburg
acknowledged that there may be some women who
benefit from Avastin, but said that it would be impossible
to leave the indication in place for that subpopulation.
“I considered that question,” she said. “However,
because there isn’t an identified subset of women for
which that benefit can be demonstrated, it is very
difficult to provide an indication for appropriate use.
“When you look at the overall body of evidence
and data, the early findings upon which the accelerated
approval was based were not confirmed in terms of the
delay in tumor progression.
“None of these studies demonstrate an increase
in overall survival or improvement in quality of life,
but all of the studies confirm the very serious adverse
events associated with the use of Avastin—ranging from
high blood pressure, to heart attack and heart failure, to
bleeding and hemorrhage and perforation of tissues and
body parts, and, in some instances, death.
“In light of the fact that we couldn’t confirm
the initial benefits demonstrated when the accelerate
approval was granted and the serious, even lifethreatening adverse events associated with its use, I
didn’t feel that I could really advocate for maintaining
the indication for Avastin for metastatic breast cancer.
“However, we do very much hope that Genentech
will continue to pursue studies that might shed further
light on whether we can identify a subset of responders
to Avastin, and we hope that the science will advance.”
Hamburg said women receiving Avastin should
discuss their treatment options with their physicians.
Now that the administrative remedies have been
exhausted, Genentech has the option to pursue the matter
in court or in Congress.
Responding to Hamburg’s decision, Genentech
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offered the following information for doctors and
patients:
• Genentech will issue a letter to healthcare
providers and will also provide them with a letter to
distribute to their patients. Both letters will be made
available on Genentech’s website.
• Patients with questions or concerns about
insurance coverage or doctors with questions about
reimbursement can call Genentech’s Access Solutions
Group at (866) 4-ACCESS.
• Doctors with questions about Avastin can call
Genentech’s Medical Communications group at (800)
821-8590.
• The FDA’s action does not impact ongoing trials
with Avastin in breast cancer. For more information, call
Genentech’s Trial Information Support Line at (888)
662-6728 or visit clinicaltrials.gov.

Follow us on Twitter: @TheCancerLetter

The Avastin Story In a Nutshell
(Continued from page 1)
Dec. 5, 2007

In a 5-4 decision, the FDA Oncologic Drugs Advisory
Committee votes against approval of the breast cancer
indication for Avastin (The Cancer Letter, Dec. 14, 2007).
Approval would be unprecedented. It would mark the
first approval of a non-hormonal agent in which evidence of
a treatment effect on PFS alone was viewed not as a surrogate
endpoint, but rather as a clinical benefit because of the
magnitude of the improvement in progression-free survival.

Dec. 27, 2007

The New England Journal of Medicine publishes a paper
stemming from the E2100 trial. The paper shows that Avastin
significantly prolongs progression-free survival as compared
with paclitaxel alone (median, 11.8 vs. 5.9 months; hazard
ratio for disease progression, 0.60; P<0.001).
The paper is posted at http://www.nejm.org/doi/
full/10.1056/NEJMoa072113

Feb. 22, 2008

CDER approves the supplemental biological license
application for Avastin for use in combination with the
chemotherapy drug paclitaxel for the treatment of patients
who have not received chemotherapy for metastatic HER2negative breast cancer (The Cancer Letter, Feb. 29, 2008)
The approval is subject to requirement that the product be
studied further to verify and describe clinical benefit.
The two clinical trials identified to verify and describe
clinical benefit are: Trial BO17708 (AVADO; NCT 00333775)

and Trial AVF 3694g (RIBBON1; NCT 00262067). Both
trials are in progress at the time ODAC makes the decision
on accelerated approval.
These trials point to a risky strategy on the part of Roche,
Genentech’s parent company. The confirmatory trials evaluate
Avastin in combinations other than weekly paclitaxel, the
combination used in E2100.
AVADO tests Avastin in combination with docetaxel.
RIBBON1 tests it with taxane-anthracycline combination
and, in another arm, with capecitabine.
If the strategy produces a success, the company secures
a broad label. If it fails, it fails completely.

Nov. 16, 2009

Genentech submits the results of the AVADO and
RIBBON1 trials to CDER.
AVADO and RIBBON1 meet their primary efficacy
endpoints, but show a lower PFS benefit than E2100.
AVADO shows a 0.9-month median PFS increase and
a 38 percent risk reduction (HR 0.62, 95% CI 0.48, 0.79)
(p=0.0003).
In a later updated analysis of the AVADO trial performed
at the time of the definitive analysis for overall survival, there
is a 1.9-month median PFS increase and a 33 percent risk
reduction (HR 0.67, 95% CI 0.54, 0.83)
In RIBBON1, the taxane/anthracycline comparison shows
a 1.2-month increase in median PFS and a 36 percent risk
reduction (HR 0.64, 95% CI 0.52, 0.80) (p<0.0001).
RIBBON1’s capecitabine comparison shows a 2.9-month
increase in median PFS with a 31 percent risk reduction (HR
0.69, 95% CI 0.56, 0.84) (p=0.0002).
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July 20, 2010

ODAC votes unanimously against converting the drug
from accelerated approval to full approval (The Cancer Letter,
July 23, Sept. 3, 2010).
Federal law precludes FDA from considering the cost of
the therapies it regulates.
The agency has to act before Sept. 17, 2010.
The issue of Avastin’s approval becomes political.
Some conservative groups describe ODAC’s unanimous
vote to recommend against approval as an act of rationing of
health care. The words “death panels” and “Obamacare” are
used (The Cancer Letter, Sept. 3).

September 2010

FDA delays the approval decision on Avastin, announcing
that it needs another 90 days to review new data submitted
by the company.
There are no new phase III data on the drug at that time,
experts say. The decision date is pushed to Dec. 17, beyond
the election (The Cancer Letter, Sept. 24, 2010).

Nov. 7, 2010

Midterm elections.

Dec. 16, 2010

CDER issues a notice of opportunity for hearing (NOOH)
on a proposal to withdraw approval of the MBC indication
for Avastin.
The NOOH states CDER’s conclusions that AVADO
and RIBBON1 failed to verify clinical benefit in the MBC
indication, and that the risk/benefit assessment that supported
the initial approval of the MBC indication had changed
significantly and Avastin no longer met the safety and
effectiveness requirements for continued marketing for that
indication (The Cancer Letter, Dec. 17, Dec. 24, 2010; Jan.
20, 2011). Centers for Medicare and Medicaid Services says
it will continue to pay for therapy while the FDA proceedings
run their course.

Jan. 16, 2011

Genentech requests a hearing and submits the data and
information on which it intends to rely at the hearing.
The case is precedent-setting. It marks the first time
the agency would use—and, to some extent, invent—the
withdrawal provision of its accelerated approval regulations.
Ultimately, the agency decides to appoint a presiding
officer, who would conduct the hearing impartially. This is
not specifically required in the regulation.

April 7, 2011

In response to direction from the presiding officer to
consult with each other and submit an agreed statement of the

issues in dispute in this hearing. Counsel for Genentech and
CDER report that they are unable to reach agreement on how
to frame the issues to be resolved. The issues for decision will
thus be stated in accordance with the statute and regulations.

May 11, 2011

FDA publishes a Notice of Hearing.

May 13, 2011

Genentech and FDA submit summaries of arguments they
would make at the hearing.

May 27, 2011

Genentech and the FDA’s Center for Drug Evaluation and
Research separately submit their lists of witnesses who will
present at the hearing. They also submit will be summaries
of the issues each witness would address.

June 3, 2011

Genentech and CDER submit their lists of hearing
representatives (those who may question the presenters).

June 28-29, 2011

ODAC votes 6-0 to recommend removing Avastin's
accelerated approval.
Protestors line up in the early morning outside FDA's
White Oak campus before breast cancer patients testify before
the committee for two hours about their quality of life while
taking Avastin.
Two hours of public testimony represents a significant
bureaucratic change from the committee's past procedures.
Following the vote, several breast cancer patients begin
to shout at the committee members as they explain their
decisions.
“What would you like us to take, for those of us who are
triple-negative and have nothing but Avastin?” said patient
Christi Turnage.
Committee member Wyndham Wilson said, “I voted no.
I feel the confirmatory trials were extremely well done. They
used the same class agents and did not show any clinically
meaningful improvement in progression-free survival or in
overall survival.
“I would encourage the company—if they are, in fact,
convinced that there is a clinical benefit here—to do this
follow-up trial as complete as plausible,” he said.
Members of the Abigail Alliance for Better Access to
Developmental Drugs say they've requested a meeting with
FDA Commissioner Margaret Hamburg and will work to
overturn ODAC's recommendation.
The full story appeared in the July 1, 2011 issue of The
Cancer Letter. It is available for free here:
http://www.cancerletter.com/articles/20110701
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- ADVERTISEMENT -

A note from Paul Goldberg, editor and publisher of The Cancer Letter
Dear Reader,
Over the past 37 years, The Cancer Letter has broken many a story on cancer research
and drug development. We have won many an award for investigative journalism. No one
has covered the Genentech story more closely.
We give you information you need, coverage you can’t get anyplace else. And
we promise a page-turner, week after week. Because the truth is a good read.
Here are some of the other big stories we are tracking:
• The NCI Budgetary Disaster. Congress is determined to cut spending, and
biomedical research will not be spared. The cuts may affect you. We will warn you.
• Rethinking caBIG. NCI spent $350 million on this venture in bioinformatics.
The Cancer Letter takes a deep dive to examine it. Recently, we published a
three-part series on this expensive, controversial project.
• The Duke Scandal. We broke it, and now we lead the way in examining the
pitfalls and abuses in genomics and personalized medicine. We reported on
a falsely claimed Rhodes Scholarship, ultimately causing a cascade of retractions
in the world’s premier medical journals, most recently in The New England Journal of Medicine.
• The I-ELCAP Story. The Cancer Letter has been following the controversy
surrounding the International Early Lung Cancer Action Program for over five years.
This panoramic story touches on the foundations of clinical trials methodology, the foundations of cancer prevention and patient protection in research.
Give The Cancer Letter a try.
You will benefit from our experience and expertise.
To order a subscription, go to http://www.cancerletter.com/ and click on Join Now.

Yours,

- Paul Goldberg
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