
By Paul Goldberg
The National Lung Screening Trial has concluded that screening with 

low-dose spiral computed tomography produced a 20.3 percent reduction in 
lung cancer mortality compared to chest x-ray.

The study enrolled 53,454 current and former cigarette smokers between 
ages 55 and 74 who had at least 30 pack years of exposure.

On Oct. 20, the trial’s Data and Safety Monitoring Board voted 
unanimously to stop NLST and reported the findings to NCI. The DSMB 
urged the institute to release the trial’s findings, which it did at a press 
conference Nov. 4.

“The DSMB advises NCI to provide the above information to all NLST 
investigators, and through those investigators, to all subjects participating 
in the research, without delay, recognizing the potential importance of the 
information to health-related decisions that the subjects may wish to make 

By Paul Goldberg
The Institute of Medicine released the names of scientists who would 

review the justification for three Duke University clinical studies testing of 
a discredited genomic technology developed by university scientists.

The move by IOM coincides with a request by the Duke team to retract 
a paper that set forth the science behind two of the randomized phase II 
studies in question.

The decision to retract the paper by Hsu et al., published in the Oct. 1, 
2007, issue of the Journal of Clinical Oncology was announced by Joseph 
Nevins, a senior author and leader of the team that included Anil Potti, a 
Duke star scientist who was found to have inflated his credential, claiming, 
among other things, to have been a Rhodes scholar.

In an email to co-authors, a copy of which was obtained by The Cancer 
Letter, Nevins said that the technology used to choose treatment for lung 
cancer patients in the studies was based on unverifiable data and failed to 
produce an accurate prediction of the patients’ response to chemotherapy 
(The Cancer Letter, Oct. 29).

Sources close to the IOM investigation said the decision to retract would 
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in conjunction with their physicians,” the board said in 
a statement. 

NCI officials said the will prepare a manuscript 
after communicating top-line results to the public. The 
DSBM statement is posted at http://www.cancer.gov/
images/DSMB-NLST.pdf. The harms from screening 
are yet to be discussed in detail, and it’s not yet clear how 
the trial’s findings should be translated into screening 
guidelines.

“In general, all of us would rather release 
something that has been subjected to peer review and 
published in its entirety, but given the public health 
import of this announcement, we believe that it’s 
more appropriate to be transparent about what we do 
know and what we don’t know and to ask for public 
patience until we can provide the data and until we 
have figured out recommendations to the health services 
community,” NCI Director Harold Varmus said at the 
press conference.

Considering the history of contention over 
screening for lung cancer, Varmus’s hope for restraint 
may be unrealistic.

The same players who once opposed NLST and 
sought to derail it through back-room maneuvers on 
Capitol Hill called for immediate changes in health 
policy based on the trial’s findings.

“This [sic.] data, along with a number of other 

positive recent early research findings, is ample basis 
for the US Preventive Services Task Force to reconsider 
its position on the benefits of lung cancer screening, so 
we have the appropriate basis for refining public health 
policy,” James Mulshine, associate provost for research 
and vice president for research at Rush University 
Medical Center, said in a press release by Lung Cancer 
Alliance, a pro-screening group. “With this positive trial 
result, we have the opportunity to realize the greatest 
single reduction of cancer mortality in the history of 
the war on cancer.”

American Legacy Foundation, started with tobacco 
settlement funds, similarly called for an immediate 
public health intervention.

“Legacy has long funded the work of world-
renowned and courageous radiologist, Dr. Claudia 
Henschke, a champion of CT scan technology, even 
when her work was considered controversial,” the group 
said in a press release. 

Henschke, formerly a radiologist at Weill Cornell 
Medical College who is now a clinical professor at Mt. 
Sinai School of Medicine, ran studies that claimed to 
show that a CT screening regimen could make lung 
cancer into a curable disease. She is a controversial 
figure who was found to have received funding directly 
from a tobacco company and failed to properly disclose 
ownership of patents, royalties from inventions, and 
consulting arrangements. Her key publication, in the 
Oct. 26, 2006, issue of The New England Journal of 
Medicine, has been corrected and some of her key 
claims amended. 

“These findings suggest that CT screening for 
lung cancer should be incorporated into evidence-
based practice and reimbursed in the same manner as 
mammography screening,” Cheryl Healton, president 
and CEO of Legacy, said in a statement about NLST. “In 
addition, costs for infrastructure and screening may be 
expensive and could be born [sic.] by a tobacco product 
user fee given that tobacco is the leading cause of lung 
cancer.  Also, smoking cessation counseling and referral 
ought to be a routine part of the screening to capitalize 
on this teachable moment and encourage smoking 
cessation. Public health leaders nationally are jubilant 
at this news and feel all our hopes for this technology 
have finally been realized.”

Henschke, who had previously said that she 
considers NLST unethical (The Cancer Letter, Nov. 
3, 2006), was now referring to its results as her 
vindication.

“This has now taken 10 years,” she said to 
MSNBC. “If you think about it, in the United States 
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we have 160,000 deaths each year from lung cancer. 
That’s 1.6 million.” 

Henschke’s study in NEJM, which resulted from 
screening 31,567 current and former smokers, claimed 
to prevent 80 percent of deaths from lung cancer. The 
paper doesn’t distinguish survival from mortality and 
claims a benefit that is four times higher than the cause-
specific mortality benefit found by NLST.

Henschke is the leader of the International Early 
Lung Cancer Action Program, which earlier this 
year moved from Weill Cornell to the Arizona State 
University Biodesign Institute.

NLST First Reliable Finding of Benefit
The NLST result represents the first time anyone 

demonstrated a cause-specific mortality benefit from 
lung cancer screening in this population, NCI officials 
said. Henschke’s study had just one arm and, her claims 
notwithstanding, measured only survival.

“Prior trials have not been randomized trials, and 
therefore increases about protection were difficult to 
establish unequivocally,” NCI Deputy Director Douglas 
Lowy said at the press conference. “In addition, the 
endpoints of prior trials were not decrease in mortality 
from lung cancer. The current trial overcomes both of 
those deficiencies by being a randomized trial, and also 
using as the endpoint decrease in mortality from lung 
cancer.”

Without mentioning Henschke by name, Varmus 
similarly addressed the limitations of her study. 

“There are many biases introduced by a study 
in which one asks about survival after diagnosis, as 
opposed to what was done in this study, to ask about the 
mortality rate among all of those who were screened,” 
Varmus said. “The second is the gold standard for 
determining whether there is an effect on what we care 
about most, namely death from lung cancer.”

NLST started in 2002 and screened participants at 
33 trial sites nationwide over a 20-month period.  

Participants were randomly assigned to receive 
three annual screens with either low-dose helical CT or 
standard chest X-ray. Screening tests were administered 
on enrollment and at the end of the participant’s first 
and second years on the trial.

The participants were then followed for up to 
another five years. On Oct. 20, when the DSMB held 
its final meeting, 354 lung cancer deaths had occurred 
on the CT screening arm vs. 442 lung cancer deaths 
on the chest X-ray arm. The 20.3 percent reduction in 
lung cancer mortality met the standard for statistical 
significance.

Screening with a standard chest x-ray hasn’t 
been shown to convey a mortality benefit, and an older 
study, conducted at Mayo Clinic, in long-term follow-
up suggests a trend toward increased mortality on the 
screened arm. 

However, this finding doesn’t seem to be confirmed 
in the Prostate, Lung Colorectal and Ovarian Cancer 
Screening trial, NCI officials said at the press conference 
announcing the NLST results. 

NLST co-director Christine Berg said the DSMB 
of PLCO had authorized her to disclose that the chest 
x-ray arm on that trial doesn’t show harm from screening 
in a population of 30,000 individuals whose risk of lung 
cancer is comparable to that of NLST participants.

“If you look at chest x-ray compared to community 
care, you see no benefit from chest x-ray,” Berg said 
at the press conference. “But, importantly, you do not 
see harm of chest x-ray. We are not seeing harms of 
chest x-ray that have been postulated in some of the 
early studies. Those studies were small, underpowered 
and seriously flawed, which was why PLCO was 
undertaken.”

The NLST results show that 24.2 percent of 
patients on the CT arm had positive findings, compared 
to a positive rate of 6.9 percent on the x-ray arm. 

This frequency of abnormal findings will likely 
figure in any public health recommendations, Varmus 
said. 

“In the helical CT, there were abnormal findings 
that, in general, required the next step, which is a 
diagnostic helical CT scan,” Varmus said. “This 
will be an important consideration in drawing up 
recommendations for how this technology should be 
used even in this high-risk group. 

“There are economic, medical, and psychological 
consequences of these abnormalities, and there will have 
to be careful consideration of their frequency and what 
was done to pursue them in the drafting of guidelines 
and in the response that patients and their physicians 
have to those guidelines,” Varmus said.

An ancillary finding, which was not the main 
endpoint of the trial’s design, showed that all-cause 
mortality (deaths due to any factor, including lung 
cancer) was 7 percent lower in those screened with 
low-dose helical CT than in those screened with chest 
X-ray. Approximately 25 percent of deaths in the NLST 
were due to lung cancer, while other deaths were due to 
factors such as cardiovascular disease.  

Further analysis will be required to understand this 
aspect of the findings, NCI officials said.

A paper describing the design and protocol of the 
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NLST is posted at http://radiology.rsna.org/cgi/content/
abstract/radiol.10091808.

Caution on Formulating Screening Guidelines
The American Cancer Society’s Chief Medical 

Officer Otis Brawley cautioned against over-interpreting 
the NLST data.

“At this time the scientific community needs to 
have time to fully digest the data through a published 
paper,” Brawley said in an email. “From the data we 
have today, we must keep in mind that the trial focused 
on and showed a benefit for a group of people at very 
high risk for lung cancer. The trial should not be used to 
justify widespread screening of persons at low risk.”

Peter Bach, a pulmonologist and health systems 
researcher at Memorial Sloan-Kettering Cancer Center, 
agreed that it’s too early to translate NLST findings into 
guidelines.

“A key part of the guidelines will be really 
understanding the risk benefit tradeoffs both in the 
study, and as will be experienced by individuals screened 
outside the trial sites,” Bach said in an email. “Very 
soon I hope we’ll get to see the study in its entirety 
and evaluate the tradeoffs and try to determine if the 
effect size is pretty consistent or is instead concentrated 
in certain risk groups, and that will be an important 
component of identifying who shall be screened.

“There are very large risk differences between 
individuals who have smoked, both for lung cancer and 
for competing risks of death, and so figuring out the right 
group to screen to yield the maximum benefit with the 
smallest amount of harm will be harder in lung cancer 
than it is in something like mammography or colon 
cancer screening where age cutoffs are mostly the only 
parameter you need to specify.  

“But I think we have to acknowledge that this 
could easily become a runaway procedure offered to 
anyone who asks for it no matter what careful evidence 
based strategy is ultimately developed. Hopefully, that 
won’t happen, but we know we have seen it before and 
I am counting the days until I see the first billboard 
advertising life saving CT screening available for all. 

“You should remember to interpret today’s 
findings from a population perspective. The individuals 
in the trial were screened three times, and from start to 
finish were in the trial about six or seven years. The 
absolute reduction in each individual’s risk of dying 
of lung cancer was about 0.33% (the inverse of the 
number needed to screen to save one life of 300). In 
contrast, the subjects had nearly a 30% chance of having 
a false positive by the second scan. That makes the false 

positive risk 100 times higher than the risk reduction in 
lung cancer. 

“That will not be an easy tradeoff to figure out 
without really understanding what the consequences 
are of these false positives and the actual survival 
prolongation patients experience,” Bach said. 
 
Lung Cancer Screening: A History of Conflicts

Even Henschke’s critics agree that her work had, 
in fact, prompted NCI to launch NLST. 

After seeing the splash Henschke’s first big paper 
on this subject appear in The Lancet in 1999, NCI 
Director Richard Klausner recognized that a randomized 
trial would be required. 

Henschke and her allies fought the trial consistently 
throughout its history, arguing that it was designed to 
show that screening was of no value. 

In 2007, Henschke’s allies at the Lung Cancer 
Alliance, with her participation, prompted the 
Subcommittee on Oversight and Investigations of the 
House Committee on Energy and Commerce to start an 
investigation of NLST and its investigators (The Cancer 
Letter, Oct. 26, 2007). The investigation was ultimately 
abandoned.

Meanwhile, it was Henschke who was conflicted. 
The Cancer Letter found her to be named as an inventor 
on 27 issued and pending patents worldwide She was 
also receiving royalties and not disclosing consulting 
arrangements with companies that produced screening 
technology (The Cancer Letter, Jan 18, 2008). 

Moreover, she had received $3.6 million from 
Liggett Group, a tobacco company, to fund her work, 
failing to disclose this in her papers (The Cancer Letter, 
March 28, 2008).

Henschke’s key scientific claim that patients who 
were found by CT to have abnormalities but declined 
care proceeded to die, was similarly subjected to a 
clarification, which appears at http://www.nejm.org/
doi/full/10.1056/NEJMc086327. 

Last year, the Accreditation Council for Continuing 
Medical Education sanctioned NEJM’s publisher, the 
Massachusetts Medical Society, for giving CME credits 
for the Oct. 26, 2006, Henschke paper (The Cancer 
Letter, Jan. 9, 2009).

MMS “failed to disclose accurate and complete 
information about certain relevant financial relationships 
causing conflict of interest in a continuing medical 
education activity,” ACCME said.

Disclosure: ACS Chief Medical Officer Otis Brawley 
and The Cancer Letter editor Paul Goldberg are writing a 
book under contract with St. Martin’s Press. 

http://radiology.rsna.org/cgi/content/abstract/radiol.10091808
http://radiology.rsna.org/cgi/content/abstract/radiol.10091808
http://www.nejm.org/doi/full/10.1056/NEJMc086327
http://www.nejm.org/doi/full/10.1056/NEJMc086327
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likely affect the scope of the committee’s investigation. 
Instead of focusing on the specifics of the three Duke 
studies, the committee may now be able to pay greater 
attention to the broader problems in genomic research, 
sources said.

The move by Nevins is widely expected to set 
off a cascade of retractions of papers in other medical 
journals, including The New England Journal of 
Medicine, Nature Medicine and Lancet Oncology. 

However, Duke officials said that the decision to 
retract was unrelated to their investigation of Potti’s 
science. The university said the scientist will remain 
on paid leave until an internal investigation and the 
investigation by IOM are complete. 

University officials also insist that patients 
haven’t been harmed in the studies. However, genomic 
scientists say that the possibility of harm from an invalid 
biomarker is real, and reliance on such biomarkers to 
assign patients to therapy can produce less favorable 
results than reliance on a marginally effective drug.  

A spokesman for JCO confirmed that the journal 
has received notification from Nevins that the paper is to 
be retracted. “JCO has begun the process of looking into 
this request, following the Committee on Publication 
Ethics guidelines and JCO’s internal procedures,” 
journal officials said.

When JCO retracts a paper, notification of the 
retraction is immediately added to the online version of 
the article. Anyone coming to the site to view the article 
sees that it has been retracted. 

The article remains on the site in keeping with the 
standard of practice in publishing, which says that the 
history of an article should not be violated. In addition 
to the online notification, JCO will publish in the most 
immediately available print issue notification of the 
retraction. 

The notification appears prominently at the 
beginning of the table of contents and at the end along 
with the page number in the issue on which the retraction 
appears. Prior to retracting any paper, JCO must receive 
a signed statement from each author saying that he or 
she agrees that the article should be retracted and that 
the wording of the retraction is satisfactory.

List of IOM “Omics Committee” Members
Chair: Gilbert Omenn, professor of medicine, 

genetics, public health and computational biology at 
the University of Michigan, where he also serves as 
director of the Center for Computational Medicine & 
Bioinformatics and the Proteomics Alliance for Cancer 
Research.

Catherine DeAngelis, editor of JAMA.
David DeMets, professor in the Department of 

Biostatistics and Medical Informatics at the University 
of Wisconsin-Madison.

Thomas Fleming, professor of biostatistics at the 
University of Washington and member in the Division 
of Public Health Sciences at Fred Hutchinson Cancer 
Research Center. 

Gail Geller, professor in the Johns Hopkins 
University Department of Medicine with joint 
appointments in the Department of Pediatrics and the 
Bloomberg School of Public Health’s Departments 
of Health, Behavior & Society and Health Policy 
& Management. She has a primary affiliation in the 
Berman Institute of Bioethics, where she is co-deputy 
director of the Greenwall Post-doctoral Fellowship 
Program in Bioethics & Health Policy. She also has an 
affiliation in the McKusick-Nathans Institute of Genetic 
Medicine and the Johns Hopkins/NHGRI master’s 
program in genetic counseling.

Daniel Hayes, clinical director of the Breast 
Oncology Program at the University of Michigan 
Comprehensive Cancer Center and the Stuart B. Padnos 
Professor of Breast Cancer Research. He is also a 
professor in the Department of Internal Medicine, 
Division of Hematology Oncology at the University of 
Michigan School of Medicine. 

Craig Henderson, adjunct professor, University 
of California, San Francisco, School of Medicine.

Larry Kessler, professor and chair, Department 
of Health Services, University of Washington, former 
director of the Office of Surveillance and Biometrics, 
Center for Devices and Radiological Health. 

Debra Leonard, professor, vice chair for 
laboratory medicine, director of the clinical laboratories 
and director of the pathology residency training program 
in the Department of Pathology and Laboratory 
Medicine at Weill Cornell Medical College and New 
York-Presbyterian Hospital.

Harold Moses director emeritus of the Vanderbilt-
Ingram Cancer Center, the Hortense B. Ingram Professor 
of Molecular Oncology, professor of Cancer Biology, 
Medicine and Pathology, and the founding and current 
director of the Frances Williams Preston Laboratories.

William Pao, associate professor of medicine 
at the Vanderbilt University Medical Center, and the 

Personalized Medicine:
Gilbert Omenn To Chair
IOM “Omics Committee”
(Continued from page 1)
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Ingram associate professor of cancer research and 
assistant director of personalized cancer medicine at 
the Vanderbilt-Ingram Cancer Center. 

Rebecca Pentz, professor of hematology and 
oncology in research ethics at Emory School of 
Medicine. She conducts empirical ethics research on 
such issues as informed consent, phase I research and 
genetic confidentiality, as well as helping researchers 
with their protocols to make them ethically sound. She 
chairs the Informed Consent Task Force for the Health 
and Human Services Secretary’s Advisory Committee 
on Blood Stem Cell Transplantation. She is on the 
External Scientific Panel of the NIH Genotype-Tissue 
Expression project. She sits on both the St. Jude and the 
Bone Marrow Transplant Clinical Trials Network’s Data 
Safety Monitoring Boards. She also sits on the Centers 
for Disease Control IRB that reviews bioterrorism 
research.

Nathan Price, assistant professor in the Department 
of Chemical and Biomolecular Engineering, the Institute 
for Genomic Biology and the Center for Biophysics & 
Computational Biology at the University of Illinois, 
Urbana-Champaign. He is also an affiliate faculty 
member in the Departments of Bioengineering and 
Computer Science, as well as the Neuroscience 
Program. 

John Quackenbush, a physicist at Dana-Farber 
Cancer Institute, whose work focuses on the analysis 
of women’s cancers. He launched the Center for Cancer 
Computational Biology, a Dana-Farber Strategic Plan 
Center focused on providing computational support 
more broadly to the DFCI research community. 

David Ransohoff, professor of medicine and 
clinical professor of epidemiology at the University 
of North Carolina at Chapel Hill. His work in clinical 
epidemiology and diagnosis to include molecular 
markers for cancer and now collaborates with a number 
of NCI groups including the Early Detection Research 
Network and the Clinical Proteomic Technology 
Assessment for Cancer. At UNC, Ransohoff directs the 
NIH-funded K30 clinical research curriculum faculty 
development program.

Albert Reece, vice president for medical affairs, 
University of Maryland, Baltimore, and the John Z. and 
Akiko K. Bowers Distinguished Professor and Dean 
of the University of Maryland School of Medicine. He 
is also professor in the departments of Obstetrics and 
Gynecology, Medicine and Biochemistry & Molecular 
Biology.

Daniela Witten, asistant professor in the 
Department of Biostatistics at the University of 

Washington. Her research involves the development 
of statistical methodology for high dimensional data 
analysis, with applications to genomics. She holds the 
Genentech Endowed Professorship in Biostatistics at 
University of Washington. 

Medicare:
Tighter Payments For ADT
Led To Reduction In Use 

By Kirsten Goldberg
A study in the Nov. 4 issue of the New England 

Journal of Medicine shows that moderate tightening 
of reimbursement policies for androgen-deprivation 
therapy in 2004 and 2005 led to a reduction in the use 
of these drugs for indications that were not evidence-
based.

The study, led by Vahakn Shahinian, of the 
University of Michigan, Ann Arbor, used the Surveillance, 
Epidemiology, and End Results database to identify 
54,925 men who received a diagnosis of incident 
prostate cancer from 2003 through 2005.

Researchers divided these men into groups 
according to the strength of the indication for ADT 
use. The use of ADT was deemed to be inappropriate 
as primary therapy for men with localized cancers of a 
low-to-moderate grade (for whom a survival benefit of 
such therapy was improbable), appropriate as adjuvant 
therapy with radiation therapy for men with locally 
advanced cancers (for whom a survival benefit was 
established), and discretionary for men receiving either 
primary or adjuvant therapy for localized but high-grade 
tumors.

The proportion of men receiving ADT was 
calculated according to the year of diagnosis for each 
group. 

The rate of inappropriate use of ADT declined 
substantially during the study period, from 38.7% in 
2003 to 30.6% in 2004 to 25.7% in 2005 (odds ratio 
for ADT use in 2005 vs. 2003, 0.72; 95% confidence 
interval [CI], 0.65 to 0.79). There was no decrease in 
the appropriate use of adjuvant ADT (odds ratio, 1.01; 
95% CI, 0.86 to 1.19). In cases involving discretionary 
use, there was a significant decline in use in 2005 but 
not in 2004.

The drugs are approved for palliative care of 
advanced prostate cancer, and randomized trial data 
show that they slightly improve survival for clinically 
advanced localized disease when combined with 
radiation therapy. 

There are no randomized trials that would point to 
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improvement in survival in any other setting.
FDA has inserted a warning into the label of these 

drugs, stating that they increase the risk of diabetes 
and cardiovascular diseases including heart attack, 
sudden cardiac death and stroke (The Cancer Letter, 
Oct. 22). The agency stops short of issuing a “black 
box” warning or mandating that sponsors institute Risk 
Evaluation and Mitigation Strategies for these drugs. 
These actions follow a “science advisory” issued by 
the American Cancer Society, the American Urological 
Association, the American Heart Association, and the 
American Society for Radiation Oncology (The Cancer 
Letter, Feb. 5).

Under the worst-case public health scenario, 
widespread use of these agents is causing men to die of 
cardiovascular disease and diabetes before they would 
ordinarily die of prostate cancer, some epidemiologist 
warn. If that’s the case, lowering the use of these drugs 
could cause prostate cancer mortality figures to start 
inching up again, some warn. This would be happening 
because fewer men would be dying from the side effects 
of these drugs.

“Indeed, the significant increased risk of 
cardiovascular death associated with these drugs 
is a tremendous concern as it may be a significant 
contributor to premature death among men with prostate 
cancer,” Otis Brawley, chief medical officer of the 
American Cancer Society, said in a statement. “It is also 
important to note that ADT remains a useful treatment 
for the appropriate patient with the appropriate type of 
prostate cancer.”

Through the 1990s, physician reimbursement 
policy made administration of these drugs very profitable, 
primarily to urologists and medical oncologists. Studies 
have shown that reimbursement for ADT was 40% of 
all Medicare payments to some urology practices in the 
late 1990s. Total Medicare costs for these drugs in 2000 
were about $1 billion. 

At that time nearly half of all men with prostate 
cancer were being administered one of these drugs. In 
2004, Medicare decreased reimbursement for the class 
of drugs. This decreased the profits that physicians made 
by prescribing and administering them.

“For the new study, researchers merged Medicare 
and NCI cancer registry databases, and were able to 
identify changes in practice patterns that coincided with 
the change in reimbursement policy,” Brawley said. 
“They determined for which men ADT was appropriate 
and those for whom it was not. They determined that a 
large number of men whose disease was not appropriate 
for ADT therapy were treated with these drugs during the 

era of high reimbursement, and that there was a dramatic 
decline in the inappropriate usage of these drugs when 
reimbursement decreased. Notably, appropriate use of 
ADT did not change substantially over time.” 

Oncology Practice:
McKesson In $2.16 Billion
Deal To Buy US Oncology

By Paul Goldberg
McKesson Corp., the biggest drug distributor in 

the U.S., said it intends to buy US Oncology, a closely 
held company that serves 1,300 physicians. 

The transaction, valued at about $2.16 billion, 
includes the assumption of US Oncology’s $1.6 billion 
in outstanding debt. 

According to tax filings, in 2009, U.S. Oncology 
Holdings had the net loss of  $51.6 million. 

US Oncology, based in The Woodlands, Tex., was 
taken private in 2004, by the equity firm Welsh Carson 
Anderson & Stowe. That transaction was valued at $1.6 
billion.

The company provides pharmaceutical purchasing, 
reimbursement, physician recruiting and information 
system services. Also, US Oncology offers drug 
development services, including conduct of phase I 
studies and trial accrual for later phase studies. A new 
service called Innovent Oncology, promotes care based 
on treatment guidelines and patient support.

“Community oncology practices need strategic 
support that offers not only technology and distribution 
solutions, but also value-added clinical and reimbursement 
management services that enable them to provide the 
highest-quality, most efficient care to their patients,” 
John Hammergren, chairman and CEO of McKesson, 
said in a statement. “With this acquisition, McKesson 
will offer a compelling suite of services and solutions to 
community oncologists and other partners in the rapidly 
evolving specialty business.”

The companies said they plan to close the deal 
by the end of McKesson’s third fiscal quarter, ending 
Dec. 31.

US Oncology will be merged into McKesson 
Specialty Care Solutions, a unit formed in 2008.

The combined McKesson Specialty Care Solutions 
business will be led by Bruce Broussard, chairman 
and CEO of US Oncology, and will be headquartered 
in The Woodlands, Texas, with continuing operations 
in the San Francisco Bay Area and other locations 
throughout the country. Broussard will report to Paul 
Julian, executive vice president and group president, 
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McKesson Corp. McKesson will continue to operate 
the United Network of US Oncology, including US 
Oncology’s Comprehensive Strategic Alliance offering, 
US Oncology Research and other services under the US 
Oncology brand name.

If the transaction goes through, McKesson will 
end up owning all the pieces of companies that sought 
to amalgamate physician practices in the 1990s, 
but ultimately backed away from ownership of care 
providers.

In 2006, KcKesson purchased the National 
Oncology Alliance, and two years later it bought 
Oncology Therapeutics Network. 

US Oncology, too, is a product of amalgamation in 
the marketplace. The company was formed in 1999, as 
a result of a merger of two publicly traded companies, 
Physician Reliance Network and American Oncology 
Resources.

After the merger, McKesson will serve about 3,000 
physician customers. Still, the company will remain the 
second largest distributor of specialty drugs in the U.S., 
training AmerisourceBergen. According to industry 
numbers, that company controls 55 percent of the $25 
billion specialty product distribution market, which 
includes oncology. U.S. Oncology controlled 9 percent 
of the market and McKesson controlled 16 percent. 

According to tax filings, US Oncology was had hit 
by curbs the government and the payers have placed on 
erythropoiesis-stimulating agents.

Operating income from ESA administration 
declined by $25.9 million during the year ended Dec. 
31, 2008, and by another $9.5 million in 2009.

“Decreasing financial performance of affiliated 
practices as a result of declining ESA usage also affects 
their relationship with us and, in some instances, has 
led to increased pressure to amend the terms of their 
management services agreements,” the company said 
in its filing.

In addition, reduced utilization of ESAs may 
adversely impact our ability to continue to receive 
favorable pricing from ESA manufacturers. Decreased 
financial performance may also adversely impact 
our ability to obtain acceptable credit terms from 
pharmaceutical manufacturers, including pharmaceutical 
manufacturers of products other than ESAs.

After the deal was announced, Fitch Ratings placed 
McKesson’s long term ratings on Negative Rating 
Watch. The rating agency said that the transaction 
has the potential to increase debt leverage (total debt/
operating EBITDA) to outside the leverage range for 
this credit.

FDA Approvals:
Accelerated FDA Approval
For Afinitor For Rare Disorder  

FDA on Oct. 29 issued an accelerated approval 
for Afinitor (everolimus) for subependymal giant cell 
astrocytoma (SEGA) associated with tuberous sclerosis 
(TS), a rare genetic disorder. The approval is for SEGA 
that can’t be treated with surgery.

The drug is sponsored by Novartis. 
TS causes benign tumors to grow in the brain and 

in other parts of the body including the eyes, lungs, 
liver, heart, skin and kidneys. TS occurs as a result 
of genetic mutations that lead to the development of 
tumors and results in a variety of possible symptoms 
including learning and developmental disabilities, skin 
abnormalities, seizures, and lung and kidney disease.

SEGAs are a major diagnostic feature of TS and 
are slow-growing tumors, seen in 6 percent to 9 percent 
of patients. The disease can be fatal for patients who 
develop complications with tumor growth on the brain. 
Surgery is used to remove the tumor growths in some 
patients.

Afinitor was first approved in March 2009 to treat 
kidney cancer after patients fail treatment with Sutent 
(sunitinib) or Nexavar (sorafenib). 

Last week’s accelerated approval was based on a 
study of 28 patients. At six months, nine patients (32 
percent) had a greater than 50 percent reduction in tumor 
volume of their largest SEGA tumor lesion. The duration 
of response for these nine patients ranged from about 
three months to two and one-half years, with a median 
of 266 days. 

Seven of these patients retained the greater than 50 
percent reduction in space the tumor occupied at time 
of last follow up.

Patients participating in the study didn’t develop 
any new tumors. However, no tumor resolved completely. 
Four of the patients on the study had previous surgery, 
but their tumor grew back. After receiving Afinitor, three 
of these patients experienced greater than 50 percent 
reduction in tumor volume.

In patients treated with Afinitor for SEGA, the 
most commonly reported side effects included upper 
respiratory tract infections, sinus and ear infections, 
mouth sores, and fever. Common laboratory test 
abnormalities included liver enzyme elevations, 
hyperlipidemia, high blood sugar, and decreases in white 
blood cells, red blood cells and platelets. In patients with 
renal cell carcinoma, lung inflammation and decreases 
in renal function also have been reported.
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“Patients with this disease currently have limited 
treatment options beyond surgical intervention,” 
Richard Pazdur, director of the Office of Oncology Drug 
Products in the FDA Center for Drug Evaluation and 
Research said in a statement.“It is important for research 
to continue in rare diseases where patients have few or 
no existing drug treatment options.”

Everolimus is also approved under an alternative 
trade name, Zortress, for prophylaxis of organ rejection 
in adult patients at low-moderate immunologic risk 
receiving a kidney transplant. Zortress has a different 
safety profile in these patients. 

Novartis has submitted marketing applications for 
everolimus to the European Medicines Agency and the 
Swiss Agency for Therapeutic Products, and additional 
regulatory submissions are underway worldwide.

Sprycell Approved For CML;
Long-Term Data Required

FDA on Oct. 28 gave an accelerated approval for 
Sprycell (dasatinib) for adults with newly diagnosed 
Philadelphia chromosome-positive (Ph+) chronic 
myeloid leukemia in chronic phase. 

The trial is ongoing and further data will be 
required to determine long-term outcome. The drug 
is sponsored by Bristol-Myers Squibb Co. and Otsuka 
Pharmaceutical Co., Ltd.

The approval was based on results from the 
DASISION (Dasatinib versus Imatinib Study in 
Treatment-Naïve CP-CML Patients) open-label, phase 
III trial, which were published in the New England 
Journal of Medicine and presented as a late-breaking 
abstract at the 2010 annual meeting of the American 
Society of Clinical Oncology.

The FDA granted Sprycel a priority review for 
Ph+ CP-CML.

This is the third drug approved for Ph+ CP-CML 
under accelerated approval, a process allowing the 
FDA to approve a drug to treat a serious disease with 
an unmet medical need based on an endpoint thought 
to reasonably predict clinical benefit.

 A company is required to collect additional long-
term efficacy and safety information data confirming 
the drug’s benefit. The accelerated approval program 
provides earlier patient access to promising new drugs 
while confirmatory clinical trials are being conducted. 

“These drugs have dramatically changed the lives 
of patients with CML,” Richard Pazdur, director of the 
Office of Oncology Drug Products in the FDA’s Center 
for Drug Evaluation and Research, said in a statement. 

“Results from additional CML studies continue to 
demonstrate the importance of studying cancer drugs 
in the earlier stages of a disease.”

DASISION enrolled 519 patients; 259 patients 
were randomized to receive Sprycel and 260 patients 
were randomized to receive imatinib. The primary study 
endpoint was the rate of confirmed CCyR by 12 months. 
Secondary endpoints included time-to confirmed CCyR, 
MMR rate and time-to MMR.

In the DASISION study, Sprycel demonstrated 
superior efficacy with higher and faster molecular and 
confirmed cytogenetic response rates compared to 
imatinib by 12 months in newly diagnosed CP-CML 
patients. 

Seventy-seven percent [95% CI: 71.2–81.8] 
of Sprycel patients vs. 66% [95% CI: 60.1–71.9] of 
imatinib patients achieved the primary endpoint of 
confirmed CCyR (two consecutive assessments of 
CCyR at least 28 days apart) by 12 months (p=0.007). 

Median time to confirmed CCyR was 3.1 months in 
199 Sprycel responders and 5.6 months in 177 imatinib 
responders.

Median time to major molecular response (MMR) 
was 6.3 months in 135 Sprycel responders and 9.2 
months in 88 imatinib responders. MMR at anytime was 
higher for Sprycel patients (52% [95% CI: 45.9—58.3]) 
versus imatinib (34% [95% CI: 28.1—39.9]), p<0.0001. 
Transformation to accelerated or blast phase occurred 
in 5 patients receiving Sprycel and 9 patients receiving 
imatinib. 

The most frequently reported serious adverse 
reactions included pleural effusion (2%), hemorrhage 
(2%), congestive heart failure (1%), and pyrexia 
(1%). 

The most frequently reported adverse reactions 
reported in ≥10% of Sprycel patients included 
myelosuppression, fluid retention events (pleural 
effusion, superficial localized edema, generalized 
edema), diarrhea, headache, musculoskeletal pain, and 
rash. In patients receiving Sprycel, pleural effusion (all 
grades) was reported in 12%; Grade 3 and 4 pleural 
effusion was reported in <1% of patients. 

Severe pleural effusion may require thoracentesis 
and oxygen therapy.  Fluid retention events were 
typically managed by supportive care measures that 
include diuretics or short courses of steroids.

Sprycel was discovered and developed by BMS. 
In June 2006, the drug received an accelerated approval 
for adults for all phases of Ph+ CMLwith resistance or 
intolerance to prior therapy, including Gleevec.

Full approval was granted in May 2009.


