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Intellectual Property Rights:
Groups Accept CTEP Solution on IP Rights;
NCI Hold on Genentech Drugs Still in Force

AACR 2011:
Varmus Pledges to Keep Grants at 2010 Level,
Urges Scientists to Submit Provocative Questions

By Paul Goldberg
NCI published the final version of rules that govern ownership of 

intellectual property rights stemming from analysis of specimens obtained 
in clinical studies sponsored by the institute.

The institute started work on changing the standard language of 
Cooperative Research and Development Agreement two years ago, and 
its initial attempts precipitated protests from the chairs of clinical trials 
cooperative groups (The Cancer Letter, Oct. 16, 2009).

The change in assignment of IP rights from correlative research was 
requested by Genentech Inc., a unit of Roche. 

By Conor Hale
Financial disaster notwithstanding, NCI will try to award as many 

investigator-initiated research grants as it did last year, institute Director 
Harold Varmus pledged in a speech at the American Association for Cancer 
Research.

“First, we are going to try to award as many grants as possible—that 
is to get as close to the 2010 level, which was about 1,250 grants,” Varmus 
said at the association’s annual meeting in Orlando April 3. “We are going 
to do that by carefully inspecting all the grants we are going to award, based 
on review scores, and on careful programmatic assessment and discussion.”

Though Varmus described his talk as a “fireside chat,” a bonfire may 
have provided a more fitting metaphor. 

As Varmus spoke, the budgetary crisis in Washington continued to 
deepen, and at this writing it is uncertain whether the government—including 
NIH—will be able to keep its doors open past midnight April 8.

Republican House members seek to cut the NIH budget by $1.6 billion, 
of which $300 million would be carved out of NCI.

Varmus said he is conducting “some selective trimming” at the institute.
“That means taking money away from routine administrative expenses, 

from the intramural program, from the centers, and by conducting reviews of 
larger, expensive programs we hope to achieve further reductions, and that 
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In the course of the controversy, last March NCI 
put a hold on studies of three Genentech agents as a 
result of disagreement over CRADA language (The 
Cancer Letter, March 12, 2010). 

The hold remains in place.
It affects Avastin (bevacizumab) and two other 

drug candidates, hedgehog pathway inhibitor GDC-
0449, and Bcl inhibtor ABT-263. All three are sponsored 
by Genentech. ABT-263 is co-developed by Genentech 
and Abbott Laboratories. 

Wrangling over IP rights placed officials from the 
NCI Cancer Therapy Evaluation Program in a difficult 
position.

Under CRADAs, drug-makers provide agents that 
can be worth tens of millions of dollars. The sponsors 
have a lot to lose if findings come up negative or 
result in limiting the use of these agents. If companies 
withdraw from the game, the NCI research system could 
be rendered idle.

However, if scientists and their institutions are 
deprived of the potential to benefit financially from their 
discoveries, correlative science would grind to a halt.

On one side, CTEP faced pressure from Genentech 
to strengthen the sponsors’ IP protection. 

On the other, the institute faced criticism from 
group chairs, who argued that revisions NCI proposed 

in the summer of 2009 unfairly limited the ability of 
academic institutions to benefit from discoveries made 
by their researchers.

Now, group chairs and other critics of the 
original proposal aren’t objecting, but it’s unclear how 
Genentech will react. 

“Genentech was briefed on the new IP option 
by NCI, and they are now discussing it with upper 
management,” an NCI spokesman said to The Cancer 
Letter. “We expect to hear within the next few weeks 
about a final decision as to whether they are now 
prepared to go forward with the new drug development 
agreements that have been on hold.”

Under current IP rules, drug-makers are entitled 
to use inventions in research, but have to obtain 
commercial rights from clinical trials cooperative groups 
and institutions that conduct research that correlates the 
characteristics of tumors obtained through clinical trials 
with the outcomes of treatment.

Under the version of the CRADA language NCI 
proposed two years ago, sponsors could automatically 
receive worldwide commercial rights to patented 
discoveries stemming from correlative research that 
follows clinical trials. 

For example, if researchers working with tumor 
blocks find a biomarker associated with response 
or resistance to a drug, the drug’s sponsor would 
automatically receive non-exclusive commercial rights 
to the invention. 

The latest, final NCI CRADA language apportions 
IP protections differently, depending on how the findings 
are made. 

The institute addresses three scenarios:
• Inventions that use or incorporate the agents and 

that are conceived or first actually reduced to practice 
pursuant to NCI CTEP-funded clinical or non-clinical 
studies utilizing the agents.

• Inventions that do not use or incorporate the 
agents but that are conceived pursuant to NCI CTEP 
clinical or non-clinical studies utilizing the agents.

• Inventions made by institution’s investigators 
or any other employees or agents of institution, which 
are or may be patentable or otherwise protectable, as a 
result of research utilizing the agents outside the scope 
of the NCI CTEP funding agreement.

Richard Schilsky, who first became involved in 
the controversy when he was the chair of Cancer and 
Leukemia Group B, said he was comfortable with the 
final proposal. “I think it’s an excellent compromise, 
considering where this all began,” said Schilsky, chief 
of the Section of Hematology-Oncology and deputy 
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director of the University of Chicago Comprehensive 
Cancer Center.

Excerpted text of the new CRADA language 
follows:

The IP Option will apply to inventions generated 
from clinical studies for which CTEP provided Agent(s) 
and for inventions generated under any other NCI CTEP-
approved studies that use CTEP-provided Agent(s), 
non-publicly released clinical data or Agent(s)-treated 
specimens from those clinical studies.

The previous IP option language was silent as 
to the disposition of intellectual property developed 
from data and Agent-treated samples. As a result, both 
Collaborators and Institutions claimed an ownership 
interest in inventions generated from these data and 
materials. 

This lack of clarity has become a major impediment 
in NCI CTEP’s ability to obtain proprietary Agents from 
collaborators for use in NCI CTEP-sponsored clinical 
studies. This has resulted in delays and threatens the 
continuing ability of CTEP to provide proprietary 
Agents to NCI-funded investigators for important 
clinical studies to advance the treatment of cancer.

The following is the proposed revision to the CTEP 
IP Option that was published in the Federal Register on 
April 6:

The Cancer Therapy Evaluation Program (CTEP) 
of the National Cancer Institute’s (NCI) Division of 
Cancer Treatment and Diagnosis (DCTD) obtains 
“Agents’’ from biotechnology and pharmaceutical 
companies (hereinafter “Collaborators’’) through 
Cooperative Research and Development Agreements 
(CRADAs) and other means, for use in NCI-funded 
research conducted via extramural funding agreements. 

As part of the arrangement with these Collaborators 
to use their Agents and to make the collaborative research 
possible, NCI CTEP would agree not to provide Agents 
to Institutions unless they provide Collaborators with the 
IP Options and Institution Notifications described below.

The specific terms of the IP Options depend on the 
types of inventions that arise out of the NCI CTEP funded 
research (Section A Inventions, Section B Inventions, 
or Unauthorized Inventions). NCI CTEP is requesting 
applicants include assurances of agreement with the 
terms of the IP Options and Institutional Notification 
described below in their funding applications to NCI 
CTEP.

References to Institution mean the funding 
recipient conducting the research described herein. 
The Intellectual Property Options (IP Options) and 
Institution Notification described below will apply to 

inventions arising from research involving the Agent(s) 
under the scope of an NCI CTEP funding agreement.

A. The IP Option described in this Section A 
would apply to inventions that use or incorporate 
the Agent(s) and that are conceived or first actually 
reduced to practice pursuant to NCI CTEP-funded 
clinical or non-clinical studies utilizing the Agent(s) 
(Section A Inventions):

Institution agrees to grant Collaborator(s): 
A royalty-free, worldwide, non-exclusive license 

for commercial purposes; and
A time limited first option to negotiate an exclusive, 

or co-exclusive, if applicable, world-wide, royalty 
bearing license for commercial purposes, including the 
right to grant sub licenses, subject to any rights of the 
Government of the United States of America, on terms 
to be negotiated in good faith by the Collaborator(s) 
and Institution.

If Collaborator accepts the non-exclusive 
commercial license, the Collaborator agrees to pay all 
out of pocket patent prosecution and maintenance costs 
which will be pro-rated and divided equally among all 
licensees.

If Collaborator obtains an exclusive commercial 
license, in addition to any other agreed upon licensing 
arrangements such as royalties and due diligence 
requirements, the Collaborator agrees to pay all out 
of pocket patent prosecution and maintenance costs. 
Collaborator(s) will notify Institution, in writing, 
if it is interested in obtaining a commercial license 
to any Section A Invention within three months of 
Collaborator’s receipt of a patent application or six 
months of receipt of an invention report notification of 
such Section A Invention.

In the event Collaborator fails to so notify 
Institution, or elects not to obtain an exclusive license, 
then Collaborator’s option expires with respect to that 
Section A Invention, and Institution will be free to 
dispose of its interests in accordance with its policies. 

If Institution and Collaborator fail to reach 
agreement within 90 days, (or such additional period as 
Collaborator and Institution may agree) on the terms for 
an exclusive license for a particular Section A Invention, 
then for a period of three months thereafter Institution 
agrees not to offer to license the Section A Invention to 
any third party on materially better terms than those last 
offered to Collaborator without first offering such terms 
to Collaborator, in which case Collaborator will have a 
period of 30 days in which to accept or reject the offer.

If Collaborator elects to negotiate an exclusive 
commercial license to a Section A Invention, then 
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Institution agrees to file [[Page 13406]] and prosecute 
patent application(s) diligently and in a timely manner 
and to give Collaborator an opportunity to comment 
on the preparation and filing of any such patent 
application(s).

Notwithstanding the above, Institution is under no 
obligation to file or maintain patent prosecution for any 
Section A Invention.

For all Section A Inventions, regardless of 
Collaborator’s decision to seek a commercial license, 
Institution agrees to grant Collaborator a paid-up, 
nonexclusive, royalty-free, world-wide license for 
research purposes only. Institution retains the right 
to make and use any Section A Invention for all non-
profit research, including for educational purposes and 
to permit other educational and non-profit institutions 
to do so.

B. The IP Option described in this Section 
B would apply to inventions that do not use or 
incorporate the Agent(s) but that are conceived or 
first actually reduced to practice pursuant to NCI 
CTEP clinical or non-clinical studies utilizing the 
Agent(s).

It also applies to inventions that are conceived 
or first actually reduced to practice pursuant to NCI 
CTEP studies utilizing clinical data or specimens from 
patients treated with the Agent (including specimens 
obtained from NCI CTEP-funded tissue banks) (Section 
B Inventions):

Institution agrees to grant to Collaborator(s): 
A paid-up nonexclusive, nontransferable, royalty-

free, world-wide license to all Section B Inventions for 
research purposes only; 

A time-limited first option to negotiate a non-
exclusive, exclusive, or co-exclusive, if applicable, 
world-wide royalty-bearing license for commercial 
purposes, including the right to grant sub-licenses, 
subject to any rights of the Government of the United 
States of America, on terms to be negotiated in good 
faith by the Collaborator(s) and Institution; and 

A nonexclusive, royalty-free, world-wide license 
either to (a) disclose Section B Inventions to a regulatory 
authority when seeking marketing authorization of the 
Agent, or (b) disclose Section B Inventions on a product 
insert or other promotional material regarding the Agent 
after having obtained marketing authorization from a 
regulatory authority. 

Collaborator will notify Institution, in writing, 
of its interest in obtaining an exclusive commercial 
license to any Section B Invention within one year of 
Collaborator’s receipt of a patent application or eighteen 

months of receipt of an invention report notifying 
Collaborator of such Section B Invention(s). 

In the event that Collaborator fails to so notify 
Institution, or elects not to obtain an exclusive license, 
then Collaborator’s option expires with respect to that 
Section B Invention, and Institution will be free to 
dispose of its interests in such Section B Invention in 
accordance with Institution’s policies. 

If Institution and Collaborator fail to reach 
agreement within 90 days, (or such additional period as 
Collaborator and Institution may agree) on the terms for 
an exclusive license for a particular Subject B Invention, 
then for a period of six months thereafter Institution 
agrees not to offer to license the Section B Invention to 
any third party on materially better terms than those last 
offered to Collaborator without first offering such terms 
to Collaborator, in which case Collaborator will have a 
period of 30 days in which to accept or reject the offer. 

Institution retains the right to make and use 
any Section B Inventions for all non-profit research, 
including for educational purposes and to permit other 
educational and non-profit institutions to do so.

If Collaborator elects to negotiate an exclusive 
commercial license to a Section B Invention, 
then Institution agrees to file and prosecute patent 
application(s) diligently and in a timely manner and to 
give Collaborator an opportunity to comment on the 
preparation and filing of any such patent application(s). 

Notwithstanding the above, Institution is under no 
obligation to file or maintain patent prosecution for any 
Section B Invention. 

Inventions arising more than five years after the 
release of data on the primary end point of the NCI 
CTEP clinical trial that generated the clinical data and/
or specimens will not be subject to the Section B (ii) 
IP Option.

C. The IP Option described in this Section C 
would apply to inventions made by Institution’s 
investigator(s) or any other employees or agents 
of Institution, which are or may be patentable or 
otherwise protectable, as a result of research utilizing 
the Agent(s) outside the scope of the NCI CTEP 
funding agreement (Unauthorized Inventions):

Institution agrees, at Collaborator’s request and 
expense, to grant to Collaborator a royalty-free exclusive 
or co-exclusive license to Unauthorized Inventions. 

D. Institution Notification.
Institution agrees to promptly notify NCI CTEP 

(NCICTEPpubs@mail.nih.gov) and Collaborator(s) 
in writing of any Section A Inventions, Section B 
Inventions, and Unauthorized Inventions upon the 

mailto:NCICTEPpubs@mail.nih.gov
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earlier of: (i) Any submission of any invention disclosure 
to Institution of a Section A, Section B, or Unauthorized 
Invention, or (ii) the filing of any patent applications 
of a Section A, Section B, or Unauthorized Invention.

Institution agrees to provide a copy of either the 
invention disclosure or the patent application to the 
Collaborator and to NCI CTEP which will treat it in 
accordance with 37 CFR part 401. These requirements 
do not replace any applicable reporting requirements 
under the Bayh-Dole Act, 35 U.S.C. 200-212, and 
implementing regulations at 37 CFR part 401. 

The entire document is posted  at: http://frwebgate3.
access.gpo.gov/cgi-bin/PDFgate.cgi?WAISdocID=JJjg
ib/0/2/0&WAISaction=retrieve

FDA News:
FDA, Genentech Agree On Framework 
For Avastin Hearing, Set For June 28-29

Genentech Inc. and FDA staff released a joint 
memorandum that constitutes the rules of engagement 
for the upcoming hearing on removal of the accelerated 
approval of the breast cancer indication for the drug 
Avastin (bevacizumab).

The parties will square off June 28-29 at a first-ever 
hearing in which a company challenges the agency’s 
decision to remove an indication. 

Altogether, 49 cancer drugs were approved under 
the accelerated approval program, and five of them 
have failed to demonstrate patient benefit in subsequent 
trials. Though the mechanism for removal of indications 
is contained in the 1992 law that established the FDA 
authority to approve drugs based on surrogate endpoints, 
no sponsor has asked for such a hearing. (The Cancer 
Letter, Dec. 17, 2010).

The FDA-Genentech memorandum, dated April 
7, states:

Despite diligent efforts on the part of both parties 
and their counsel, the parties have been unable to reach 
agreement on how to frame the central questions that 
must be answered to enable the Commissioner to render 
her decision in this case.  

Accordingly, each party intends to submit a 
separate document summarizing its understanding of 
the central questions to be presented and resolved.  

The parties have, however, identified several 
general topics that they agree will need to be addressed 
in connection with resolution of this matter, including 
the following: 

1. The legal and regulatory standards applicable 
to the determinations to be made in this proceeding, 

including the application and interpretation of the 
accelerated approval regulations. 

2. How CDER’s and Genentech’s analyses of 
the efficacy and safety data for Avastin differ as to 
their impact on the overall benefit-risk assessment of 
the product for its approved metastatic breast cancer 
indication.

3. Whether the data from studies conducted in 
patients with metastatic breast cancer outside the first-
line setting that Genentech submitted to BLA 125085 
and CDER considered are relevant to this proceeding. 

4. Whether CDER’s decisions on the approval of 
other products for the treatment of metastatic breast 
cancer or withdrawal of other oncology drug products 
are relevant to this proceeding. 

5. Whether the actions or opinions of other 
regulatory and scientific bodies on Avastin for the 
treatment of metastatic breast cancer are relevant to 
this proceeding. 

The memorandum is posted at http://www.gene.
com/gene/news/news-events/avastin/documents/
JointStatementFactsAndIssues20110407.pdf 

Untested Mechanism
Genentech is asking FDA to extend its accelerated 

approval for Avastin while the company conducts a 
new confirmatory trial in which the agent would be 
administered with weekly paclitaxel (The Cancer Letter, 
Jan. 21).

In 2008, the agency approved the use of Avastin 
in combination with weekly paclitaxel, based on the 
Eastern Cooperative Oncology Group’s trial E2100. 
However, confirmatory trials, led by Genentech’s parent 
company Roche, sought to expand the indication to other 
combinations.

In one of these trials—AVADO—the drug was 
used with Taxotere (docetaxel) every three weeks. In 
another trial—RIBBON 1—it was used with a taxane/
anthracycline combination in one cohort and with 
capecitabine in another. RIBBON 1 had no weekly 
taxane arm.

This difference between regimens used with 
Avastin could, at least theoretically, affect the outcome 
of studies. Breast cancer experts point to a puzzling 
finding: data show that weekly paclitaxel appears to 
produce greater efficacy than once-every-three-week 
docetaxel.

The Roche confirmatory trials produced 
improvements in progression-free survival, but not of 
the magnitude FDA regarded as sufficient to warrant 
approval (The Cancer Letter, July 23, Sept. 3, 2010).

http://frwebgate3.access.gpo.gov/cgi-bin/PDFgate.cgi?WAISdocID=JJjgib/0/2/0&WAISaction=retrieve
http://frwebgate3.access.gpo.gov/cgi-bin/PDFgate.cgi?WAISdocID=JJjgib/0/2/0&WAISaction=retrieve
http://frwebgate3.access.gpo.gov/cgi-bin/PDFgate.cgi?WAISdocID=JJjgib/0/2/0&WAISaction=retrieve
http://www.gene.com/gene/news/news-events/avastin/documents/JointStatementFactsAndIssues20110407.pdf
http://www.gene.com/gene/news/news-events/avastin/documents/JointStatementFactsAndIssues20110407.pdf
http://www.gene.com/gene/news/news-events/avastin/documents/JointStatementFactsAndIssues20110407.pdf
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There is no way to predict how the agency’s 
mechanism for withdrawing accelerated approval will 
function and how persuasive Genentech can be. FDA 
is tightening its requirements for confirmatory studies 
and the speed with which they should be conducted.

Also, the agency has developed a technique for 
thinning the herd of accelerated approvals: public 
meetings where companies present updates on their 
confirmatory trials.

In addition to requiring sponsors to appear at these 
events, the agency has started to use these meetings—
there have been three since 2003—to ask the Oncologic 
Drugs Advisory Committee for input on the criteria that 
should be used for future accelerated approvals and 
confirmatory trials. At the two previous meetings, the 
committee wasn’t asked to address approval criteria. 

Cancer indications for two accelerated approval 
drugs were withdrawn before the Feb. 8 meeting of 
ODAC (The Cancer Letter, Feb. 11).

The latest drugs pulled off the market included 
AstraZeneca’s Iressa (gefitinib) for third-line non-small 
cell lung cancer. Iressa was approved in 2003 and placed 
in restricted distribution two years later. 

Also, Pfizer Inc. pulled the plug on the Celebrex 
(celecoxib) familial adenomatous polyposis indication 
of its drug, the agency said. The indication was approved 
in 1999.

The list of withdrawn NDAs also includes 
Mylotarg (gemtuzumab ozogamicin), pulled by Pfizer 
last year because three studies failed to demonstrate 
efficacy in acute myeloid leukemia.

In 2005, the drug Ethyol (amifostine), marketed 
by MedImmune, lost one of its indications: reducing the 
cumulative renal toxicity from cisplatin in non-small 
cell lung cancer. The drug is still marketed for its other 
indications.

FDA Approves AstraZeneca's 
Vandetanib For Thyroid Cancer

FDA approved vandetanib tablets, a kinase 
inhibitor, for the treatment of symptomatic or progressive 
medullary thyroid cancer in patients with unresectable, 
locally advanced or metatstatic disease.

The agency warns about the use in patients with 
indolent, asymptomatic or slowly progressing disease 
because of treatment-related risks. The drug is sponsored 
by AstraZeneca Pharmaceuticals LP.

The approval was based on an international, 
multicenter, randomized, double-blind trial conducted in 
patients with unresectable locally advanced or metastatic 

medullary thyroid carcinoma. Patients were randomized 
(2:1) to receive either vandetanib, 300 mg/day orally, 
(n=231) or placebo (n=100). The primary objective 
was demonstration of improvement in progression-free 
survival with vandetanib compared to placebo.

An improvement in PFS was observed for 
vandetanib patients (HR=0.35; 95% CI: 0.24, 0.53; 
p<0.0001). Analyses in the subgroups who were either 
symptomatic or who had disease progression within 6 
months prior to enrollment showed similar PFS results: 
hazard ratios of 0.31 (95% CI: 0.19, 0.53) and 0.41 (95% 
CI: 0.25, 0.66), respectively. 

At the primary PFS analysis, 15 percent of 
the patients had died; no significant overall survival 
difference was noted. 

The objective response rate was 44 percent versus 
1 percent for patients randomized to receive vandetanib 
or placebo, respectively. All objective responses were 
partial responses.

The most common (greater than or equal to 20 
percent) grade 1-4 adverse reactions included: diarrhea/
colitis, rash, dermatitis acneiform, nausea, hypertension, 
headache, fatigue, decreased appetite, and abdominal 
pain. 

Laboratory abnormalities in greater than 20 percent 
of patients included: decreased calcium, increased ALT, 
and decreased glucose. The most common (greater than 
or equal to 5 percent) grade 3-4 adverse reactions were: 
diarrhea/colitis, hypertension and hypertensive crisis, 
QT prolongation, fatigue, and rash. 

Adverse reactions resulting in death in patients 
receiving vandetanib (n=5) were respiratory failure, 
respiratory arrest, aspiration pneumonia, cardiac failure 
with arrhythmia, and sepsis. In addition, two deaths in 
patients receiving vandetanib (one sudden death and 
one death from cardiopulmonary arrest) were noted 
after data cut-off.

The recommended oral daily dose of vandetanib 
is 300 mg orally. The starting dose should be reduced to 
200 mg in patients with moderate (creatinine clearance 
≥30 to < 50 mL/min) and severe (creatinine clearance 
<30 mL/min) renal impairment. Only prescribers and 
pharmacies certified through the Vandetanib Risk 
Evaluation Mitigation Strategy Program, a restricted 
distribution program, are able to prescribe and dispense 
vandetanib.
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allow everyone in your organization to read 

The Cancer Letter and The Clinical Cancer Letter
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FDA, BMS Announce REMS
For Melanoma Drug Yervoy 

FDA and Bristol-Myers Squibb announced a risk 
mitigation strategy for the recently approved melanoma 
drug Yervoy (ipilimumab).

The drug increases overall survival in metastatic 
melanoma, but carries the risks of severe and fatal 
immune-mediated adverse reactions due to T-cell 
activation and proliferation.

These immune-mediated reactions may involve 
any organ system; however, the most common severe 
immune-mediated adverse reactions are enterocolitis, 
hepatitis, dermatitis (including toxic epidermal 
necrolysis), neuropathy, and endocrinopathy. 

The majority of these immune-mediated reactions 
initially manifested during treatment; however, a 
minority occurred weeks to months after discontinuation 
of Yervoy.

The Yervoy REMS consists of a “communication 
plan” to inform healthcare professionals of the serious 
risks of Yervoy, to facilitate early identification of 
risks, and an overview of recommended management 
of patients with moderate or more severe immune-
mediated adverse reactions.

Clinicians were advised to:
• Permanently discontinue Yervoy and initiate 

systemic high dose corticosteroid therapy for indentified 
severe immune-mediated reactions.

• Assess patients for signs and symptoms of 
enterocolitis, dermatitis, neuropathy and endocrinopathy 
and evaluate clinical chemistries including liver function 
tests and thyroid function tests at baseline and before 
each dose.

Biomarkers:
ASCO Issues Provisional Opinion
On EGFR Testing In Lung Cancer

The American Society of Clinical Oncology 
issued a provisional clinical opinion on the clinical use 
of epidermal growth factor receptor mutation testing to 
identify patients with advanced lung cancer who may 
benefit from targeted agents known as EGFR tyrosine 
kinase inhibitors. 

These treatments include gefitinib (Iressa) and 
erlotinib (Tarceva). 

Iressa has been taken off the market in the U.S. 
The PCO, which is based on the results of five 

recent randomized clinical trials, recommends that 
patients with advanced non-small cell lung cancer 

who are being considered for first-line therapy with 
an EGFR tyrosine kinase inhibitor (meaning the patient 
has not previously been treated with chemotherapy or 
other anti-cancer drugs) should first have their tumor 
tested for EGFR mutations. 

Such testing is currently available, both at 
academic medical centers and at some community 
medical centers.

A PCO panel, convened by ASCO, examined 
evidence compiled through a review of the medical 
research literature—in addition to suggestions by panel 
members—to develop its recommendation. The PCO 
will be published online today in the Journal of Clinical 
Oncology. 

“EGFR testing helps us move toward the goal of 
tailoring cancer treatments for each patient,” panel co-
chair Vicki Keedy, assistant professor of medicine at 
Vanderbilt-Ingram Cancer Center, said in a statement. 
“We’ve learned over the years that non-small cell lung 
cancer is really a collection of genetically distinct 
diseases. 

“We want to treat patients with drugs that target the 
molecular drivers of their specific tumors, rather than 
using a one-size-fits-all approach. But how this approach 
affects the patients’ overall outcome remains uncertain.”

Approximately 220,500 new cases of lung cancer 
occurred in the United States in 2010, with non-small-
cell lung cancer making up about 80 percent of cases. 

Approximately 15 percent of U.S. patients 
with adenocarcinoma of the lung carry mutations in 
the EGFR gene. EGFR affects cell growth and division, 
and mutations in the gene can lead to uncontrolled cell 
division and cancer. 

Clinical trials have shown that patients 
with EGFR mutations who are treated with first-line 
gefitinib and erlotinib benefit from the drugs in terms 
of tumor response and progression-free survival, but 
not overall survival. 

Neither drug has been approved as first-line 
therapy for lung cancer by FDA.

The PCO panel examined the use of EGFR mutation 
testing in first-line therapy for non-small cell lung cancer 
in trials comparing an EGFR tyrosine kinase inhibitor to 
the standard chemotherapy combination of carboplatin 
and paclitaxel. 

The major impetus for the PCO was the Iressa 
Pan-Asian Study (IPASS), a phase III multicenter 
trial comparing gefitinib with standard carboplatin 
and paclitaxel chemotherapy as first-line treatment 
in patients in East Asia who had advanced non-small 
cell lung cancer and were either non-smokers or light 
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smokers. 
ASCO asked the NCI Physician Data Query adult 

cancer editorial board to assess the trial, and it reported 
that the study showed that patients given gefitinib 
as initial therapy had better PFS overall than those 
receiving chemotherapy.

The IPASS trial found that among patients with 
negative tests for EGFR mutation, PFS and response 
rates were greater in patients treated with chemotherapy, 
while patients with mutated EGFR had better PFS and 
higher response rates when treated with gefitinib. 

Although this trial was conducted among Asian 
patients, outcomes of treatment in patients with 
mutated EGFR appear to be similar across populations. 

Four smaller studies examining the use of gefitinib 
(and in some cases, erlotinib) as first-line treatment 
reported similar results. None of the studies showed 
differences in overall survival between those who tested 
negative for EGFR mutations and those with mutations.

The panel, in its review, acknowledged that 
erlotinib, which is approved in the United States as 
second-line therapy, is very similar to gefitinib, which 
has limited U.S. approval for second-line therapy and 
is not readily available. 

For patients with EGFR mutations, drugs such as 
gefitinib and erlotinib target the mutations that fuel their 
cancer more specifically than chemotherapy. 

“Only a minority of patients with EGFR mutations 
responds to standard chemotherapy, and while there is 
some survival benefit, it’s not as much as we’d like. 
We’re finding that newer, molecularly targeted drugs 
like gefitinib and erlotinib are superior options for 
patients withEGFR mutations,” panel co-chair Giuseppe 
Giaccone, chief of the medical oncology branch at the 
NCI, said in a statement. “On the other hand, for patients 
who do not have the mutation, giving erlotinib up front 
is not the right thing to do. 

“It’s not as efficacious for those patients, and we 
may be losing the opportunity to give chemotherapy, 
which clinical trials have demonstrated to be more 
effective.”

Keedy said it would be important to design 
clinical trials to determine whether first treating a 
patient who tested negative for an EGFR mutation with 
a tyrosine kinase inhibitor—which is very likely to be 
ineffective—delays chemotherapy and affects outcome. 

Researchers say they would also like to know 
whether outcome is affected for those patients with 
an EGFR mutation who are given potentially ineffective 
chemotherapy, and don’t immediately receive treatment 
with an EGFR tyrosine kinase inhibitor. 

The PCO pointed to several other research 
priorities, such as whether there are clinically significant 
differences between erlotinib and gefitinib among 
patients with EGFR mutations, since gefitinib is no 
longer approved by FDA.

NCI Bypass Budget Purpose To 
"Make A Case For What We Do"
(Continued from page 1)
will allow us to achieve the grant levels and to protect 
certain imperatives,” he said. 

Though he didn’t enumerate the “expensive 
programs” he planned to trim, the list surely begins 
with caBIG, the bioinformatics venture that developed 
without rigorous peer review, costing the taxpayer 
at least $350 million, and failing to produce the 
“bioinformatics grid” envisioned by its creator, former 
director Andrew von Eschenbach (The Cancer Letter, 
Feb. 25, March 4, March 11).  

Varmus said his priorities would be to conduct an 
overhaul of the cooperative groups, protect genomic 
research and launch several new initiatives, including 
some that may be spurred by his exploration of 
“provocative questions” in cancer research.

“We need to remember that although we are 
suffering budget cuts, we do have $5 billion dollars to 
spend each year, and we need to think creatively about 
how we use that money,” he said. 

Varmus urged scientists to contact their elected 
representatives about the significance of their work and 
the consequences of large budget cuts.

“I can’t tell you what to do about the situation, 
but I can tell you a little more about it,” he said. “It’s 
important to everyone in this audience who lives in the 
United States to be sure their representative in Congress 
understands this situation by the end of the week,” he 
said. “And I urge you to figure out ways that I can’t tell 
you—in my current role—to make that message clear.”

In times past, NCI directors have responded to 
financial hardship by promising the cure, or at least 
dramatic gains in the “War on Cancer.” 

Varmus did nothing of the sort. 
He opened his remarks with an overview of the 

report on cancer statistics released a week earlier (The 
Cancer Letter, April 1). 

The report showed that age-adjusted incidence and 
mortality rates continued to fall at about one percent a 
year, for the past decade—and the number of cancer 
survivors has grown to over 12 million people. 

Lung cancer rates are now declining in women as 
well as men. However, a closer look reveals complexity, 
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Varmus said. 
“The incidence of pediatric cancers is rising, 

although mortality rates continue to fall. There is an 
increased incidence and mortality rate for pancreatic 
and for liver and biliary cancers for both sexes,” he 
said. There is also “an increased incidence and a 
reduced mortality rate for kidney cancers for both 
sexes, an increased incidence for esophageal cancer in 
men without a change in death rate, and an increased 
incidence of melanoma in both sexes.”

The current Bypass Budget reflects this pattern 
of complexity.

The document focuses on six cancers—acute 
myeloid leukemia, neuroblastoma, glioblastoma 
multiforme, melanoma, lung cancer and ovarian 
cancer—and the overarching theme of cancer genetics. 

In the cut-the-budget climate, the purpose of the 
bypass report is not its funding requests, but the larger 
message it presents to those outside the scientific 
community, he said.

“The important thing is the way in which we try 
to make a case for what we do,” said Varmus. “We try 
to make that case in simple, clear, highly accessible 
language of the kind that is used for many of the annual 
reports and fundraising exercises that all of us carry out. 
This year’s report is called Changing the Conversation.”

Like the director whose views it reflects, the 
Bypass Budget avoids the pitfalls of the war metaphor. 

“We try to show in the narrative accompaniment 
to the Bypass Budget that cancer is not a single enemy 
that calls for a single war or a single solution,” he 
said. “It’s a set of complex puzzles, requiring many 
approaches for solution. The approaches many of you in 
this audience carry out. The basic sciences are performed 
by multiple disciplines, work on prevention —ranging 
from behavioral change, searches for better methods 
for early detection and diagnoses, and development 
of new therapies, and development of new means to 
monitor disease.”

By focusing on six cancers, the bypass document 
can present examples of that work. 

“In subsequent years, we’ll illustrate progress with 
other cancers and we’ll emphasize other themes,” he 
said. “But in all cases we’ve stressed the long course: 
the decades of time and the multiplicity of methods and 
the many investigators required for clinical advances 
that happened to have occurred this year.”

The longest segment of Varmus’s speech focused 
on the Provocative Questions initiative. 

The NCI project would not focus on the big 
questions all cancer researchers seek to answer, but 

the smaller, nuanced problems—problems that could 
provide large returns.

Varmus provided several sample questions: “Do 
drugs that are commonly and chronically used for 
other indications, such as prevention of cardiovascular 
disease, actually prevent cancers or cancer death, and 
if so, how?”

He cited data that showed how patients taking 
aspirin for cardiovascular disease had 20-30 percent 
lower rates of a wide range of cancers. 

“So is this true for other non-steroidal anti-
inflammatory drugs? Do the anti-inflammatory 
drugs actually work to prevent cancer death through 
inflammation? Or is it another mechanism?” he said. 
“The implications of understanding that are pretty 
obvious.”

The director invited everyone in the audience to 
visit the institute’s Provocative Questions website, click 
around, and add to the list of questions. 

“I want you all to all to enjoy this exercise,” he 
said. “I don’t want you to feel beleaguered every day 
because of the fiscal situation, but I do want you do 
worry about it and take action. And I also want you to 
enjoy and participate actively in this meeting.”

The text of Varmus’ talk follows:
It’s been nearly nine months that I’ve been at the 

helm of the NCI, and I very much appreciate the help 
I’ve gotten from the AACR, its members, its officers, 
its staff—for some early meetings with the leadership, 
for organizing congressional gatherings for me, for 
giving me general support, and for the invitation to 
speak here today. 

My talk will be without slides, no teleprompter, 
just talking to you, kind of a fireside chat, to tell you 
what’s on my mind and hopefully what’s on yours as 
well.

 There are several significant events occurring just 
within a couple of weeks. One, of course, is this large 
and exciting meeting. 

The second was the Report to the Nation on the 
status of cancer—a report that’s issued every year by the 
NCI, CDC, the American Cancer Society, and the North 
American Association of Central Cancer Registries. 

Overall, this report shows that age-adjusted 
incidence and mortality rates continue to fall in the U.S. 
by about one percent a year, as they have for nearly a 
decade. 

One important point about this is this helps to 
explain—along with earlier detection of cancer—the 
increased survivorship of cancer, now over 12 million 
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in the US, as reported earlier in March by the CDC and 
the NCI. 

Of special note in the Report to the Nation is the 
falling mortality rate for lung cancer in women. This 
is the first time this has happened. It’s a decade later 
than when the decline began for men, it’s an important 
observation. 

If we dig below the surface of all this good news 
and aggregated overall improvement, you can see that 
not all the news is good. 

The incidence of pediatric cancers is rising, 
although mortality rates continue to fall. There is an 
increased incidence and mortality rate for pancreatic 
and for liver and biliary cancers for both sexes. 

An increased incidence and a reduced mortality 
rate for kidney cancers for both sexes. An increased 
incidence for esophageal cancer in men without a change 
in death rate. And an increased incidence of melanoma 
in both sexes. 

This is complex pattern of changes defines some 
of the clinical challenges. 

It offers hints about the underlying biology and 
about causation of cancer, and it reinforces an underlying 
theme of this year’s Bypass Budget narrative, namely 
the heterogeneity of the problems we studied. Indeed 
the release of the Bypass Budget and the narrative that 
accompanies it this week, is the third event to which I 
want to draw your attention.

Some copies will be available to you soon, and 
the report can be seen online. Just go to cancer.gov and 
you’ll see it. 

Fiscal Realities and Bypass Budget
Now, given the fiscal realities that I’m going to 

outline in just a moment, the important thing about the 
Bypass Budget this year is not the budget itself —which 
of course has very little chance of being enacted. The 
important thing is the way in which we try to make a 
case for what we do.

We try to make that case in simple, clear, highly 
accessible language of the kind that is used for many 
of the annual reports and fundraising exercises that all 
of us carry out. This year’s report is called Changing 
the Conversation. 

And as is documented in the picture that emerges 
from the Report to the Nation, we try to show in the 
narrative accompaniment to the Bypass Budget that 
cancer is not a single enemy that calls for a single war 
or a single solution. 

It’s a set of complex puzzles, requiring many 
approaches for solution. The approaches many of you 

in this audience carry out.
 The basic sciences are performed by multiple 

disciplines, work on prevention—ranging from 
behavioral change, searches for better methods for 
early detection and diagnoses, and development of new 
therapies, and development of new means to monitor 
disease. 

It’s not a simple matter of winning and losing. 
Cancer research is about making progress. 

Making progress in different ways and at different 
rates on the many different disorders of growth affecting 
many tissues in the bodies of people that have different 
genetic constitutions, practice different behaviors, and 
have different socio-economic status. 

So in this Bypass Budget report—to illustrate the 
kinds of differences and to highlight the various different 
kinds of progress that we’ve made—we’ve used six 
kinds of cancers. They are: acute myeloid leukemia, 
neuroblastoma, glioblastoma multiforme, melanoma, 
lung cancer and ovarian cancer. We give brief profiles 
of all six diseases. 

We focused mainly this year on cancer genetics, 
and the changes in diagnosis, classification and treatment 
that has emerged from these observations. 

In subsequent years, we’ll illustrate progress 
with other cancers and we’ll emphasize other themes. 
But in all cases we’ve stressed the long course: the 
decades of time and the multiplicity of methods and the 
many investigators required for clinical advances that 
happened to have occurred this year. 

One goal of my tenure at the NCI so far has been 
to pay attention to the kind of science described in the 
Bypass narrative, and that will be illustrated here at your 
meeting, and to do that despite the budgetary threats in 
which we live. 

I know that many of you are distressed by the 
unprecedented depth of the current fiscal crisis, and I 
reassure you that those of us responsible for managing 
the NCI under such difficult circumstances share those 
concerns. 

For those of you who are not following this closely, 
let me tell you a little bit about what everyone should 
know about the NCI and NIH budget situation, and see 
why everyone is concerned. 

Following the doubling of the NCI and NIH 
budgets from 1998 to 2003—and a substantial growth 
of the grants portfolio and our scientific communities—
we’ve had nearly a decade of sub- inflationary growth.

There was a superimposed spurt of funds, under 
the Recovery Act for mostly short-term spending, 
to stimulate the economy in 2009 and 2010. This 
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was useful of course, but those funds have not been 
intermingled with funds appropriated in the normal 
way, and those funds have not been built into our base 
budget from which subsequent budgets are developed. 

Selective Trimming
Right now, we are likely to have no more and very 

possibly less appropriated funds in 2011 and 2012 than 
we had in 2010. Many members of Congress have made 
their intent clear in a bill called H.R. 1—a bill to extend 
the budget through the rest of the fiscal year, in which 
we’re halfway through. 

In that bill—it passed the House but didn’t 
proceed any further—the NIH was going to be cut by 
$1.6 billion; roughly a fifth of that money was to be 
designated for the NCI. So that’s a very substantial cut.

I can’t tell you what to do about the situation, 
but I can tell you a little more about it. Namely, we are 
currently not just poor, but we are living in a band of 
uncertainty. 

The current continuing resolution is going to run 
out this week, on the 8th of April, and it’s unclear what’s 
going to happen then. This year it’s particularly difficult 
because we have more grant applications than usual, and 
a larger-than-usual commitment base. 

It’s important to everyone in this audience who 
lives in the United States to be sure their representative 
in Congress understands this situation by the end of the 
week. And I urge you to figure out ways that I can’t tell 
you—in my current role—to make that message clear.

But let’s talk about what NCI will do in this 
difficult situation. What are our strategies for coping—
before I return to talk about the science we hope to do. 

First, we are going to try to award as many grants 
as possible—that is to get as close to the 2010 level, 
which was about 1,250 grants. 

And we are going to do that by carefully inspecting 
all the grants we are going to award, based on review 
scores, and on careful programmatic assessment and 
discussion. 

Second, we are going to be doing some selective 
trimming across NCI’s commitment base, to attempt to 
generate enough funds to get close to the grant levels we 
achieved last year. That means taking money away from 
routine administrative expenses, from the intramural 
program, from the centers, and by conducting reviews 
of larger, expensive programs we hope to achieve further 
reductions, and that will allow us to achieve the grant 
levels and to protect certain imperatives. 

What are those imperatives? 
One is to pay for the realignment of the clinical 

trial cooperative groups. You are all probably aware of 
the report from the IOM that discussed many aspects 
of the clinical trial program at the NCI. And, under the 
direction of Jim Doroshow, we have achieved many 
steps toward reorganization of the cooperative groups, 
including forming nearly all of the existing adult 
clinical trials groups into what will probably be four 
large groups.

We are building new systems for oversight, tumor 
banks; we have already increased the efficiency in 
which trials are initiated. These changes are going to 
cost money. 

The second imperative is maintaining the pace 
of work on cancer genomes. You are going to hear in 
a moment about some of the accomplishments of the 
cancer genome atlas and other genome efforts as well, 
and these are all proceeding in an extremely productive 
fashion, but funds are limiting the rate of discovery, and 
we are going to try to protect that sector. 

And we want to find some funds to do some new 
things. We need to remember that although we are 
suffering budget cuts, we do have $5 billion dollars to 
spend each year, and we need to think creatively about 
how we use that money. 

We illustrate some of the new things I’m thinking 
about—some cost very little, some cost nothing, and 
some cost a little more. I’ve been talking for some 
months now about creating at the NCI a Center for 
Cancer Genomics, which is intended not to spend money 
itself, but to oversee the diverse efforts being made in 
cancer genomics, and to guide the useful application of 
genetic information in prevention, and diagnosis, and 
treatment, working with regulatory agencies and others 
to be sure that the fruits of our labors get into clinical 
practice. Not just by identifying new therapeutic targets 
and drugs, but by insuring that we appropriately use 
genetic testing in coordination with the use of those 
new, targeted therapies. 

The second area—a new area of emphasis—is 
a Center for Global Health, intended to lead the 
burgeoning efforts to put advances in cancer science 
and control to work in developing countries. 

Those of you who have seen last week’s issues 
of Nature and Science will have seen a very useful 
discussion of some of the efforts that are ongoing in this 
arena. Cancer has traditionally been left out of global 
health programs, because of concerns about cost and 
applicability of sophisticated science in those countries.

But consider some of the things that can be done 
quite cheaply in prevention: think HPV and HBV 
vaccines. 
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Tobacco control: think treatments with drugs that 
are no longer under patent, some simple surgeries. Drugs 
that can be used for symptom management and cancer 
prevention and for some therapies. 

The new center for global health will work with 
many partners in academia, scientific societies like 
this one, and advocacy groups here and abroad to help 
systems adopt such measures, to reduce this awful 
burden of cancer that is increasing incredibly rapidly 
over the next decade. 

We are also interested in training scientists to do 
cancer research abroad, and to help reorganize health 
systems to adopt these changes. 

 In additional themes, one is to stress prevention. 
Some of you may have heard that we are seeking a new 
director for the Division of Cancer Prevention. And in 
accord with some of the precepts that are in Nature this 
week on prevention, we are strongly supportive of many 
of these initiatives. 

 I would also point out the increasingly intense 
degree of collaboration that NCI is carrying out with 
other agencies. 

I would particularly draw your attention to current 
discussion with the Center for Medicare and Medicaid 
Services, headed by Don Berwick, to try to anticipate 
major changes in oncology—either the usage of genetic 
testing in conjunction with the selection of drugs, or the 
use of lung cancer screening methods that you all heard 
about last fall—in a way that expedites the coverage of 
those entities and gets them into cancer practice in an 
appropriate way. 

Now, these and other changes are things that I’m 
trying to do despite our limited budget, but I don’t want 
all the changes to come from the top down.

Provocative Questions 
I want to see us making shifts from the bottom up, 

capturing the strengths of the imagination of the entire 
community assembled here and existing elsewhere. And 
to do that we started an initiative called Provocative 
Questions. 

This is based on a couple of presumptions. 
First, my longstanding belief that good science 

begins by asking good questions. And second, because 
of my concern that—in our rush to do the things that are 
really obvious to do—we are forgetting to pay attention 
to many unexplained phenomena, many issues deemed 
too difficult to approach in the past, using new methods 
of attack.

 I remind you that Provocative Questions is not 
about the things that are really obvious to all of us. It’s 

different from answering those questions that we know 
are important and are already driving major efforts, 
such as what is the full catalog of important genetic and 
epigenetic changes in cancer cells and what do those 
changes do to a cell—how can they be exploited to 
detect, prevent and treat cancers—these are the obvious 
things. 

So how are we conducting the Provocative 
Questions initiative?

First, this is work being done not by me alone, but 
by a small executive group that includes my trusted and 
beloved deputy Doug Lowie; and Ed Harlow, who’s on 
leave from Harvard and working as a special assistant 
with me; and your distinguished past president Tyler 
Jacks. 

We’ve held four workshops thus far—one in 
the fall, three in February—all intended to bring in 
representatives of all the major disciplines. 

 We’ve created a website for Provocative Questions 
that you can visit very easily by going to www.cancer.
gov and clicking on the banner. We are welcoming 
participation from everyone. We’re also proposing to 
conduct additional meetings around the U.S. to try to 
gather up important provocative questions. 

 Let me give you a sense of the provocative 
questions we’ve come up with so far, as a way of talking 
about the prospects I see for enlarging and diversifying 
the kinds of scientific questions that we’re asking. These 
are questions, I should point out, come not from me, but 
from workshops and, in several cases, from the website. 

 I like to introduce this discussion frequently by 
talking about one very simple provocative question. It 
seems to help people understand what we have in mind 
with this initiative. 

 So the first question I’ll pose to you is: why are 
some disseminated cancers cured by chemotherapy 
alone? Think about Lance Armstrong and testicular 
cancer. Think about the treatment we give with 
conventional chemotherapy for some leukemias and 
lymphomas—using agents, like cisplatin, that have 
much less utility in other settings. What is special about 
those cancers that we cure? 

 The second question is one that addresses my 
increasing concern about a greater investment and 
greater attention to prevention, and that question is as 
follows: Do drugs that are commonly and chronically 
used for other indications, such as prevention of 
cardiovascular disease, actually prevent cancers or 
cancer death, and if so, how? 

 I draw your attention to a large set of data that 
were published in Lancet on Jan. 1. The combination 

http://www.cancer.gov
http://www.cancer.gov
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cancer rates. 
 An important issue to try to understand is what 

protects some people against cancers. We know that not 
everybody who displays risky behaviors or has a risky 
set of genetic determinates develops cancer. 

 One intriguing observation has been brought 
to our attention is that patients with certain neuro-
degenerative diseases—Parkinson’s, Huntington’s, 
Alzheimer’s, Fragile X—seem to be at lower risk of 
most cancers. There are exceptions to this. There is more 
melanoma in Parkinson’s patients. These data need to be 
confirmed and attempts need to be made to understand 
what the risk is all about. 

 There are, in addition, a lot of questions that are 
aimed at integrating new cancer biology into clinical 
care by focusing on certain standard conundrums that 
people see in clinical practice—and many of us are 
aware of, but sometimes don’t think about quite as 
carefully as we should. 

 For example, what properties of nonmalignant 
lesions—for example in situ carcinomas of the prostate 
and breast—actually predict the likelihood of invasive 
disease? And an increasing problem as early detection 
methods improve has to do with how we avoid excessive 
treatment without placing patients at risk. 

 So understanding which factors actually affect 
the likelihood of invasive disease would be incredibly 
useful. Conversely, we sometimes identify cancer cells 
at distant sites from the primary tumor and react with 
quite aggressive treatment.

But what is the clinical significance of finding 
cells from a primary tumor at a distant site? Not all of 
those cells are life-threatening. And is there a way to 
understand what the determinants of aggression are?  

 Let me give you another question from the 
website: Why are different tissues so dramatically 
different in their tendency to develop cancers? In other 
words, there is no clear correlation with size. The 
number of cells in a tissue is not a good predictor of the 
likelihood of cancer in that organ. 

 And this question, taken from the website, is 
related to questions from workshops that are addressed 
to differences in cancer rates in animals with different 
life spans, or to differences in age-related incidence of 
different cancers. 

 Or, what are the effects of gender? For example, 
why are incidence rates for some cancers, like 
esophageal cancer, as an extreme case, higher in men 
than in women? There is also an outgrowth in interest 
in tangential issues in the scientific community, for 
example characterization of the micro biome, and 

of nine large-scale studies of people taking aspirin to 
prevent cardiovascular disease, and having an effect of 
20-30 percent on death rates for a wide range of cancers. 
Not just colorectal cancers, but cancers of the pancreas, 
esophagus, lung and others—not on all cancers, but on 
many. 

 So is this true for other non-steroidal anti-
inflammatory drugs? Is it true for other drugs that are 
commonly used? There’s some data that suggest that 
metformin, an anti-diabetes drug, and the statins that are 
commonly used to prevent cardiovascular disease also 
may have such beneficial effects on certain cancers. How 
do they work? Do the anti-inflammatory drugs actually 
work to prevent cancer death through inflammation? 
Or is it another mechanism? The implications of 
understanding that are pretty obvious.

 Another question that’s bothered me for many 
years: what are the environmental factors that change 
the risk of various cancers when people move from one 
geographical region to another? And why have those 
patterns changed over the past decade or two? 

To cite one specific situation that was raised in 
a closely related question I found on the Provocative 
Question website: why does Epstein-Barr virus cause 
different types of cancers in different populations? 
Burkitts lymphoma, mainly in parts of Africa. 
Nasopharyngeal carcinoma in parts of southeast Asia. 
Or gastric cancer and some lymphomas in different 
regions of the world. 

 One question that’s come up in almost every one 
of our workshops is a very simple one. How does obesity 
contribute to cancer risk? We’ve all known for several 
years that obesity predisposes quite profoundly to many 
cancers, and accounts for roughly 20 percent of cancer 
mortality in the U.S. 

 There’s some evidence that weight loss, for 
example weight loss achieved through bariatric surgery, 
probably lowers risk. So what is the mechanism by 
which obesity affects cancer rates? And if we understood 
that, we might have new means to lower that risk. And 
of course the data itself is a provocative means to try to 
incentivize people to lose weight.  

 Another rather important question is: why don’t 
more people alter their behaviors when those behaviors 
are known to increase risk of cancers? Does that imply 
a need for some kind of cognitive training to make 
brains more receptive to the message? Does it mean 
we need to redesign the messages? Or do we need to 
deliver the messages in better ways? Here’s a place 
where behavioral science can take the next step toward 
improving the message we are trying to deliver to reduce 
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another question found on the website is what digestive 
tract microbes confer risk of GI neoplasms and how 
do they do it? And this of course can have profound 
implications for efforts to undertake risk assessment and 
try to prevent cancers through elimination of microbes 
in the normal flora that predispose to cancer.

 One last question, one that I personally find 
particularly interesting not yet on the website, but 
discussed in some workshops, is the following: What are 
they biological mechanisms that explain the oncogenic 
effects of mutant genes in one cell type, but without 
oncogenic effects in others.

 And I draw your attention for example to a recent 
paper by Charles Sawyers and his colleagues showing 
the effect of mutant KIT in interstitial cells of Cajal is 
dependent upon the transcription factor ETV1 and the 
pathogenesis of GIST. And there will be many other 
examples that you’re familiar with that are not being 
sufficiently vigorously pursued. 

 So what’s the next step of this initiative? 
The NCI is going to promote work on these 

questions and help direct the investigational community 
to pursing them. The actual mechanism by which we 
promote work on these questions and the mechanisms 
of support are still being discussed. 

 We’ll be looking at the website for responses 
to the questions that already exist there—either as a 
result of the workshops we’ve held, or as a result of 
the individuals like you posting good questions—and 
we will consider which ones to pursue most actively, 
dependent in some degree on what kind of activity we 
see around those questions on the website. 

 We encourage all of you to go through www.
cancer.gov, post your own questions, and look at the 
questions of others. 

So through Provocative Questions we hope to 
exert some change in the way in which we pursue our 
science. Even in times of fiscal stringency we hope to 
win large on the activities we undertake, and we hope 
to have a beneficial effect on the kinds of cancer rates 
that I discussed at the outset. 

I want you all to all to enjoy this exercise. 
I don’t want you to feel beleaguered every day 

because of the fiscal situation, but I do want you do 
worry about it and take action. And I also want you to 
enjoy and participate actively in this meeting. 

Thank you very much for the chance to talk to you. 

Follow The Cancer Letter On Twitter:
@TheCancerLetter

AACR 2011: 
SU2C Awards $9.74 Million
To 13 Young Scientists

Stand Up To Cancer announced the second round 
of awards for its Innovative Research Grants Program, 
and named the 13 young scientists who will receive a 
total of $9.74 million over the grants’ three-year term 
to conduct high-risk/high-reward translational cancer 
research.

Over three years, each of the 13 recipients will 
receive a total of up to $750,000. 

The grants were announced during an event at 
the American Association for Cancer Research 102nd 
Annual Meeting. 

The Innovative Research Grants Program is one 
of two initial funding models created by SU2C. In 
2009, SU2C awarded a total of $73.6 million to five 
interdisciplinary, multi-institutional Dream Teams, 
which are comprised of more than 200 researchers from 
more than 50 institutions. 

Since its launch in May 2008, more than $180 
million has been pledged to Stand Up To Cancer from 
a philanthropic, corporate, and organizational donors, 
as well as the general public, much of it in connection 
with two live “roadblock” telecasts, on Sept. 5, 2008 
and Sept. 10, 2010. 

AACR assembled the expert SU2C Scientific 
Advisory Committee as well as the Innovative Research 
Grants Committee. These committees administered the 
scientific review process and will provide scientific 
oversight of the grants.  

The 13 Stand Up To Cancer Innovative Research 
Grant recipients for 2011 are:

• Yali Dou, University of Michigan: Targeting 
MLL in Acute Myeloid Leukemia;

• Adolfo Ferrando, Columbia University Medical 
Center: Targeting Genetic and Metabolic Networks in 
T-ALL;

• Estela Jacinto, University of Medicine & 
Dentistry of New Jersey - Robert Wood Johnson Medical 
School: Targeting Protein Quality Control for Cancer 
Therapy;

• Mei Kong, Beckman Research Institute of the 
City of Hope: Targeting PP2A and the Glutamine-
Sensing Pathway as Cancer Treatment;

• Hui Li, University of Virginia: Chimeric RNAs 
Generated by Trans-splicing and Their Implications in 
Cancer;

• Roger Lo, UCLA’s Jonsson Comprehensive 
Cancer Center: Exome Sequencing of Melanomas with 

http://www.cancer.gov
http://www.cancer.gov
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Acquired Resistance to BRAF Inhibitors;
• Charles Mullighan, St. Jude Children’s 

Research Hospital: Identification and Targeting of Novel 
Rearrangements in High-risk ALL;

• Dana Pe’er, Columbia University: A Systems 
Approach to Understanding Tumor Specific Drug 
Response;

• Sridhar Ramaswamy, Massachusetts General 
Hospital: Targeting Sleeping Cancer Cells;

• Eric Alejandro Sweet-Cordero, Stanford 
University: Inhibiting Innate Resistance to Chemotherapy 
in Lung Cancer Stem Cells;

• Amy Wagers, Joslin Diabetes Center: Developing 
New Therapeutic Strategies for Soft-tissue Sarcoma;

• Angelique W. Whitehurst, The University of 
North Carolina at Chapel Hill: Framing Therapeutic 
Opportunities in Tumor-activated Gametogenic 
Programs;

• Catherine Wu, Dana-Farber Cancer Institute: 
Coupled Genetic and Functional Dissection of Chronic 
Lymphocytic Leukemia.

 
Government Shutdown:

NIH Would Halt Accrual to 640 Trials, 
Including 285 Cancer Studies

By Conor Hale
As the budget debate approached deadline—

Friday, April 8, at Midnight—over 800,000 federal 
employees across the country began worrying about 
their immediate employment.

According to NIH officials, approximately 640 
clinical trials will stop accepting new patients. Of those, 
285 trials focus on adult and 60 focus on pediatric 
cancers. 

Congressional leaders held a series of negotiations 
at the White House to hammer out a deal to keep the 
government running. 

But the meetings produced no compromise. As of 
this writing, the federal government stands on the brink 
of shutting down. 

All “non-essential” federal employees will be 
furloughed until Congress can pass a budget resolution 
appropriating funding. The Office of Management and 
Budget defines an essential employee as one whose 
work is directly involved with the protection of life or 
property. At NIH, this would include positions from 
medical caregivers to building security guards and IT 
and support staff to keep critical systems running. 

At last count, Republicans and Democrats currently 
disagree on a figure of $5 billion, approximately one half 

of one percent of the annual federal budget. Republicans 
want $39 billion in cuts, Democrats say 34.

Senate Majority Leader Harry Reid (D-Nev.) said 
that the budget negotiators agreed on an amount with 
House Republicans, and the only obstacle holding up 
negotiations was the conservative social policy riders 
attached to the budget resolution. 

House Speaker John Boehner (R-Ohio) said that 
there was no agreement on funding levels, and that 
cutting federal spending was the only issue on the table. 

In an attempt to buy more time, House Republicans 
passed a one-week continuing resolution Thursday. It 
would fund the military for the rest of the year and cut 
discretionary spending by $12 billion. 

But the Republican bill also contains the riders 
Democrats oppose, namely ones that ban funding for 
certain women’s health services, abortion services 
within the District of Columbia, and EPA regulations 
based on climate change. It passed 247 to 181. It is 
already illegal to use federal funding to cover abortions. 

Reid previously said the one-week resolution was 
a “non-starter” in the Senate. President Obama said he 
would veto the bill if it came to his office. Democrats 
had proposed a “clean” continuing resolution that would 
keep the government open for another week without 
any spending cuts.

On Friday, almost 12 hours before the deadline, 
Reid said on the floor of the Senate that he would not 
sacrifice women’s health to simply to pass this budget.

In February, House Republicans passed H.R. 1, 
which would fund the government for the rest of the 
fiscal year while making cuts, but the measure failed 
to clear the Senate. That bill would have cut funding to 
all provisions of the health care reform law as well as 
shrink the NIH budget to 2008 levels. 

Obituary
Discoverer of Hepatitus B Virus 
Baruch Blumberg, of Fox Chase, Dies

Baruch Blumberg, a Nobel laureate whose work 
focused on pathogenesis and prevention of hepatitis B 
infection, died of an apparent heart attack April 5 while 
participating in a meeting at NASA Ames Research 
Center in Moffett Field, Calif.

He was 85.
In 1967, Blumberg discovered the hepatitis B virus. 

He was awarded the 1976 Nobel Prize in Physiology or 
Medicine for “discoveries concerning new mechanisms 
for the origin and dissemination of infectious diseases.”

He was also a founder of the discipline of 
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astrobiology and was the first director of the NASA 
Astrobiology Institute at Ames. 

Blumberg was a member Fox Chase Cancer 
Center’s staff since 1964 and was named the first Fox 
Chase Distinguished Scientist and senior adviser to the 
center president in 1989. 

From October 1989 until 1994, Blumberg was also 
master of Balliol College at Oxford University, where 
he received his doctorate in biochemistry in 1957.

Initially, Blumberg was interested in inherited 
variations in individual susceptibility to disease. His 
studies of blood samples from various countries turned 
up a mysterious protein that later proved to be the outer 
coat of the long-sought hepatitis B virus.

Blumberg and colleagues at Fox Chase developed 
blood tests that allow blood banks to screen for hepatitis 
B and prevent transfusion-related cases. 

Also, they also devised a new way to make a 
vaccine against the virus, harvesting its outer protein 
from the blood of chronic carriers. This approach was 
critical to the development of a hepatitis B vaccine at 
that time, since the virus itself could not be grown in 
tissue cultures until Fox Chase researchers invented a 
new technique in the 1980s.

Meanwhile, in field trips to Africa and elsewhere, 
Blumberg and others were amassing evidence of the 
link between primary liver cancer and hepatitis B. The 
virus is now thought to cause at least 80 percent of liver 
cancers as well as many cases of cirrhosis.

Clinical development of the vaccine proceeded and 
by 1980 it had successfully passed a series of rigorous 
animal and human trials.

By the time it received FDA approval in 1981, 
it was clear that this was the first vaccine capable of 
preventing a human cancer.

Since then, a number of nations where hepatitis B 
is a major public health hazard—from Mediterranean 
countries to the People’s Republic of China—have 
launched vaccination programs in consultation with 
Blumberg and his colleagues. Targeted to infants, 
these prevention programs may reduce the incidence of 
primary liver cancer by as much as 80 percent or more 
in future generations, as well as preventing millions of 
cases of acute and chronic hepatitis.

To address the needs of the estimated 350 million 
adults who are hepatitis B carriers (largely the result of 
infection as infants), the Fox Chase team also developed 
a model liver-cancer prevention program at Fox Chase. 

This program screens those at high risk for 
infection, vaccinates children of carriers and monitors 
the carriers to detect any liver cancer that develops early 

enough for surgery to be curative.
Ongoing research includes efforts to develop a 

drug active against chronic hepatitis B and genetic 
studies to further refine risk factors for the development 
of liver cancer following chronic hepatitis infection. 
Currently focused on genetic susceptibility among 
Native American populations in Alaska, these population 
studies bring the research full circle to Blumberg’s goals 
when he initially discovered the hepatitis B virus.

Born in Brooklyn in 1925, Blumberg earned a BS 
in physics at Union College in Schenectady in 1946 and 
for a year did graduate work in mathematics at Columbia 
University. He received his MD degree from Columbia’s 
College of Physicians and Surgeons in 1951.

As a medical student, he spent one summer at a 
mining company hospital in Suriname, South America, 
where he got his first taste of clinical research. 

Later, as an intern and assistant resident at New 
York City’s Bellevue Hospital, he experienced all 
the demands of patient care under crowded urban 
conditions. After a clinical fellowship at Columbia 
Presbyterian Medical Center, he went to England to 
earn his doctoral degree at Oxford.

In 1957, he returned to the U.S. to join the NIH 
and headed its Geographic Medicine and Genetics 
Section until 1964, when he became associate director 
for clinical research at Fox Chase and a senior member 
of its scientific staff.

From 1986 to 1989 he was center vice president for 
population oncology. Before becoming head of Balliol, 
he held numerous other academic positions over the 
years, including University Professor of Medicine and 
Anthropology at the University of Pennsylvania from 
1977 to the present.

Blumberg shared the 1976 prize with D. Carleton 
Gajdusek of NIH. 

Blumberg’s autobiography appears at http://
nobelprize.org/nobel_prizes/medicine/laureates/1976/
blumberg-autobio.html

Keith Cowing, editor and webmaster of NASA 
Watch, an online publication covering space policy, 
wrote: 

“I learned with profound sadness that Baruch 
Blumberg died suddenly. He was in a small meeting 
focused upon how to move humanity off this world onto 
others. His passing was swift – and true to form he was 
enthused and learning up until his last breath.

“Barry was one of those people you only meet 
once in a lifetime. He was truly a transcendent person 
– as humble as he was accomplished. Barry was a true 
Renaissance man in every sense – one who I was deeply 
honored to call a friend. And he counted many, many 

http://nobelprize.org/nobel_prizes/medicine/laureates/1976/blumberg-autobio.html
http://nobelprize.org/nobel_prizes/medicine/laureates/1976/blumberg-autobio.html
http://nobelprize.org/nobel_prizes/medicine/laureates/1976/blumberg-autobio.html
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people among his friends.
“I spent more than one dinner with him, talking 

about biochemistry, cattle ranching, rock climbing in 
Wales when he was in his 60s – he even visited Devon 
Island at an age when most folks have given up traveling 
altogether.

“NASA has never enticed anyone finer to join its 
ranks. 

“Ad Astra, Barry.”

In the Cancer Centers:
SWOG: New Name, New Tag Line, 
New Disease Committee Leadership

THE SOUTHWEST ONCOLOGY GROUP is 
now simply SWOG.

The NCI-supported clinical trial cooperative group 
has used the acronym informally for decades. It is now 
the official name. 

“The group was founded in Texas in 1956 and for 
many years had a membership heavily concentrated in 
the southwest U.S.,” SWOG Chair Laurence Baker said 
in a statement.

“But for several decades now we’ve been a national 
organization and in recent years even international, so 
continuing to refer to ourselves as the ‘southwest’ 
oncology group was misleading.”

“It’s what most of the research world and many of 
the patients who participate in our trials already know 
us as,” he said.

A survey of the group's membership resulted in a 
new tag line to go along with the name change: "Leading 
cancer research. Together."

“‘Together’ is key," said Baker. “The cooperative 
groups invented team science, and this team approach, 
with investigators and member sites spread all over 
the U.S. and beyond, is the secret to our success.” 

SWOG announced new leadership for two disease 
committees and welcomes in two new institutions.

Robert Orlowski, of  MD Anderson Cancer 
Center, is the new chair of SWOG’s Myeloma 
Committee.

He replaces Bart Barlogie, who chaired the 
disease committee for 13 years.  Barlogie has been asked 
to lead the effort for the NCI cooperative group network 
for patients with high-risk myeloma.

After two decades leading SWOG’s Melanoma 
Committee, Chair Vernon Sondak, of H. Lee Moffitt 
Cancer Center, and Vice-Chair Lawrence Flaherty, 

of the Karmanos Cancer Institute, are stepping aside.  
Antoni Ribas, of UCLA’s Jonsson Comprehensive 

Cancer Center, will become the new Melanoma 
Committee chair later this year.  William Carson III,  
of  Ohio State University Comprehensive Cancer Center, 
will take over as vice-chair for the committee.

Both Ribas and Carson bring their institutions back 
into SWOG.  Ribas’s institution, UCLA, has applied to 
become a full member institution within SWOG once 
again, and Carson’s institution, Ohio State University, 
will become a special member of the group and will 
begin to enter melanoma patients on SWOG trials.

THE FRED HUTCHINSON CANCER 
RESEARCH CENTER received a $1 million grant 
from the W.M. Keck Foundation to sequence DNA 
from the human immune system, focusing  on the genetic 
signatures of a large number of pathogenic exposures, 
starting with 17 common viruses and bacteria.

The project would sequence tens of millions of 
antibody genes per person, more than 100 times the 
amount that can be sequenced currently. The researchers 
will use the information to track which changes related 
to environmental exposure are shared by individuals 
with the same disease. 

The research team is led by Harlan Robins and 
Chris Carlson, assistant and associate faculty members, 
respectively, of the Hutchinson Center’s Public Health 
Sciences Division. Robins’ work is with the Center’s 
Herbold Computational Biology Program, while 
Carlson’s research group studies large populations of 
people to find parallels between genetic variations and 
common diseases, including cancer. 

The two intend to develop a list of unique cell 
signatures that correspond with specific pathogenic 
exposures and disease states that could be quickly and 
inexpensively accessed by clinicians to diagnose and 
predict disease risk.

Robins said the team will begin by studying 
samples involving high-prevalence viruses such as 
herpes simplex. 

“Many people have been exposed to herpes 
simplex but fewer have symptoms,” he said. The team 
eventually aims to move on to study less-common 
viruses, bacteria and fungi.

“The new technology allows us to see how immune 
systems respond to exposure, rather than just assuming,” 
Carlson said. “We have a strategy that allows us to go 
really deep, with lots of immune cells, to see the forest 
rather than the trees.”


