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RECORD-1 trial shows that everolimus significantly lengthens time to progression
in patients with advanced kidney cancer who failed standard therapies
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Everolimus (RADO0O01) significantly lengthens progression-free survival in patients with metastatic
renal cell carcinoma who have failed standard therapies, according to trial results presented at the
annual meeting of the American Society of Clinical Oncology.

"This is the first study to show clinical benefit in patients with advanced kidney cancer who have
experienced treatment failure with the most commonly used first-line therapies," said Robert J.
Motzer, MD, attending physician, Memorial Sloan-Kettering Cancer Center, New York, and principal
investigator of the RECORD-1 trial. "The results show RAD0O1 extended progression-free survival
in patients regardless of their prior treatments, risk status, age, or gender."

The RECORD-1 trial (REnal Cell cancer treatment with Oral RAD0O01 given Daily) is the largest
Phase Il trial to evaluate an oral mTOR inhibitor in the setting of metastatic renal cell carcinoma,
randomizing more than 400 patients with disease that worsened despite prior treatment, including
sorafenib, or sunitinib, or both. In addition, eligible patients were allowed to have had prior therapy
with bevacizumab, interferon, or interleukin-2.

Primary endpoint was progression-free survival assessed via a blinded, independent central review
and defined as the time between randomization and first documented disease progression or death
due to any cause. There was a statistically significant improvement for RAD001 compared with
placebo (median progression-free survival 4 months versus 1.9 months, respectively).

Secondary endpoints included comparison of overall survival, objective response rate, quality of life,
safety, and pharmacokinetics. There was no significant difference in overall survival between
groups. Study design allowed patients to be unblinded at the time of radiological disease
progression; patients receiving placebo were allowed to cross over to receive active treatment.
There was no significant difference in objective response rate between the RAD001 and placebo
groups (1 percent versus 0 percent).

However, in a central review among patients evaluable for best percentage change in target lesions
(223 and 107 patients in RAD001 and placebo arms, respectively), tumor shrinkage was observed
in 50 percent of patients receiving RAD001 during the double-blind portion of the study versus 8
percent of patients receiving placebo. Quality of life measurements taken throughout the study
showed no significant difference between groups.

Safety findings were consistent with those in prior Phase Il studies. The most frequent adverse
events in patients who took RAD0O1 included mouth sores (40 percent), feelings of weakness (37
percent), and rash (25 percent). The trial had a low rate of adverse drug reactions leading to
discontinuation among patients who took RADOO1 (6 percent).

The interim study findings demonstrated that RAD0O1 significantly extended progression-free
survival from 1.9 to 4 months and reduced the risk of cancer progression by 70 percent. Earlier this
year, an independent data monitoring committee stopped the RECORD-1 trial after interim results
showed that patients receiving RADOO1 had significantly longer progression-free survival compared
with patients receiving placebo.

RADO0O01 is a once-daily oral therapy that may offer a new approach to cancer treatment by
continuously inhibiting the mTOR protein, a central regulator of tumor cell division and blood vessel
growth in malignant cells.
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Women with vitamin D deficiency at the time of diagnosis with breast cancer
appear to be at significantly higher risk for metastases and death
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Women with vitamin D deficiency when their breast cancer is diagnosed appear to be at
significantly higher risk for metastases and death compared with women who have adequate blood
levels, according to a presentation at the annual meeting of the American Society of Clinical
Oncology.

Specifically, women with vitamin D deficiency were 94 percent more likely to develop metastatic
disease and 73 percent more likely to die. The significance of low vitamin D levels was
compounded by the finding that more than a third (37.5 percent) of women with breast cancer had
vitamin D levels that were classified as deficient and another 38.5 percent were classified as having
insufficient levels of vitamin D).

"We were concerned to find that vitamin D deficiency was so common in women diagnosed with
breast cancer and that very low vitamin D levels adversely affected patient outcome. Our results
need to be replicated in other clinical studies," explained lead author Pamela Goodwin, MD,
professor of medicine at the University of Toronto and holder of the Marvelle Koffler Chair in Breast
Research at the Samuel Lunenfeld Research Institute, Mount Sinai Hospital.

"These data indicate an association between vitamin D and breast cancer outcome, but we can't say
at this time if it is causal.”

In the current study, Goodwin and her Canadian colleagues examined the relationship between
vitamin D levels in the blood, incidence of breast cancer metastases and overall survival in 512
women diagnosed with breast cancer between 1989 and 1995. Women were prospectively
followed until 2006, for a median follow-up of 11.6 years.

Researchers found that only 24 percent of patients had adequate levels of vitamin D when
diagnosed with cancer. Women deficient in vitamin D (less than 50 nmol/L) were more likely to
have high-grade cancers. After 10 years, 83 percent of women with adequate levels (more than 72
nmol/L) remained free of metastases and 85 percent were still alive, compared with only 69 percent
and 74 percent, respectively, of women with vitamin D deficiency. Most of these deaths were
attributed to breast cancer.

If these observations are confirmed in a second, similar study including other women with breast
cancer, which is already ongoing, Goodwin recommends a new randomized clinical trial examining
the effects of raising blood levels of vitamin D on outcomes in women with breast cancer.
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Adding cetuximab to platinum-based chemotherapy improves survival for
patients diagnosed with advanced-stage lung cancer
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Adding cetuximab to platinum-based chemotherapy improves survival for patients diagnosed with
advanced non-small cell lung cancer of any subtype, according to a presentation at the annual
meeting of the American Society of Clinical Oncology.

The large phase Il study was the first to document that a targeted drug has a survival benefit as
first-line treatment for all subtypes of non-small cell lung cancer. The study evaluated addition of
cetuximab to the platinum-based chemotherapy regimen of cisplatin and vinorelbine.

"Patients with advanced non-small cell lung cancer [NSCLC] have limited treatment options and life
expectancy is short, so the survival increase shown in this study is an important step for these
patients" said Robert Pirker, MD, an associate professor of medicine at Medical University of
Vienna in Austria and the study's lead author.

"These results clearly establish cetuximab in combination with chemotherapy as a new standard in
first-line treatment of NSCLC."

The current standard of care for patients newly diagnosed with advanced disease is cisplatin or
carboplatin combined with a "third-generation drug," namely, vinorelbine, gemcitabine, paclitaxel or
docetaxel. Earlier studies of gefitinib and erlotinib did not show an additional benefit as part of first-
line standard chemotherapy. These agents are currently approved for patients whose initial
chemotherapy has failed.

In the current study, 1,125 patients in 30 countries were randomized to chemotherapy with cisplatin
and vinorelbine alone (568) or chemotherapy plus cetuximab (557); 94 percent of patients had
stage IV disease.

Overall survival was longer for patients who received cetuximab plus chemotherapy (11.3 months)
compared with those receiving chemotherapy alone (10.1 months). Additionally, the response rate
was better in combination arm (36.3 percent) than in the arm with chemotherapy alone (29.2
percent).

The benefit of cetuximab was seen in patients with all histological subtypes, including
adenocarcinoma and squamous cell carcinoma, the two most common subtypes. Other targeted
therapies for lung cancer have only proven effective against certain subtypes.

As expected, the most frequent side effect was an acne-like rash, which was manageable with
medication. Moderate rashes were seen more frequently in patients receiving cetuximab (10.4
percent) than in patients receiving chemotherapy alone (0.2 percent).

The authors noted more studies will evaluate cetuximab for patients with earlier stages of the
disease based on the positive findings of the current trial. Cetuximab may be tried in combination
with chemotherapy or chemoradiotherapy for patients with locally advanced disease or as an
additional treatment after surgery in patients with early-stage disease.

ASC0O2008 &

[News Flash 01]
ETEE MDY ABBEDES

[News Flash 02]
E43IDEANA

[News Flash 03]
HEITHD A DBBEDES

[News Flash 04]
BEIAICKHT SERKRS
o233

[News Flash 05]
HZRMEXEY ADEEF

[News Flash 06]
IDVABEI)ITIDET

[News Flash 07]
FEABREDI AT S
A/ ERIR I HR R

[News Flash 08]
BERED ALK T BB

gles2s =975

[News Flash 09]

AVADO k714 7ILT
REZXEILENNSZIITD
AR YFHE S h /-

[News Flash 10]
fih A DiEFEEEE L TO
NRABMLFEFR

[News Flash 11]
{EEBEDRIIY %
BEDTA

[News Flash 12]
FLEVIRRATFETT DIETR]

[News Flash 13]
KOF) D INERBED
T

[News Flash 14]
*T /-2 DEFRNE

News Flash 03



ASCO2008

American Society of Clinical

RBEANALITH T 5 EERSILFERFE ASCO2008 &
(Abstract #: 1)

EHRENCABREICHT S EERS OILFRZIRNBRZELR [News Flash 01]
EITHEMTHY) ZHEITP O ETHEMED ABBEDES
A single dose of chemotherapy is equally effective and less toxic than
radiation therapy for patients with early-stage testicular cancer [News Flash 02]
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A single dose of chemotherapy is equally effective and less toxic than radiation therapy Hng%ﬁ,ﬁfjﬁ[Eﬂﬁ{é,ﬁ
for early-state testicular cancer, according to a presentation at the annual meeting of the
American Society of Clinical Oncology. [News Flash 08]
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The study was the first randomized trial to evaluate long-term outcome after a single H—.—H}Eib A L—ﬂ'j— ) ﬁXjJ Uiy

dose of chemotherapy compared with radiation therapy, the current standard of care. The 'ﬂ:?%;ﬁ
study, the largest ever in testicular cancer, also showed that after five years, patients
receiving chemotherapy had a decreased risk of developing a second tumor in the other

testicle, although longer follow-up is needed. [News Flash 09]
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All patients in the study had stage | seminomas. After surgical resection of the affected Kt2xt)L & /\"/\‘3/1*7 70)
testicle, patients were randomized to a single dose of carboplatin given over one hour on 1#)Eﬁ_L =T
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an outpatient basis (573 patients) or a course of daily radiation therapy given for two or
three weeks (904 patients).

The d f carboplati ied b it based h patient's kid functi [News Flash 10]

e dose of carboplatin varied because it was based on each patient's kidney function. < 4+ o

After five years, the rate of cancer recurrence was comparable in both arms - 5 percent Hfﬁﬁ h@ﬁ’ﬁ?#%;ﬁ cLTon
of patients in the chemotherapy group and 4 percent of patients in the radiation therapy NA KL :‘F R

group. With a median follow-up of 6.5 years, patients who received carboplatin were 78
percent less likely to develop a tumor in the remaining testicle (15 patients in the

radiation therapy arm versus 2 patients in the carboplatin arm). [News Flash 11]
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One patient in the radiation therapy arm died of seminoma versus none in the %%0}%,5”
chemotherapy arm. Side effects for both treatments were few, although those in the
radiation therapy group reported higher levels of moderate or severe lethargy (24 percent
versus 7 percent for patients receiving carboplatin) four weeks after starting treatment. [News Flash 12]
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"Personal preference is becoming a more important factor in determining the best
treatment for patients with testicular cancer. We've also seen this in prostate cancer,

where there are a number of equally strong treatment options," said Tim Oliver, MD, [News Flash 13]

professor emeritus of medical oncology at St. Bartholomew's Hospital in London and the )| yn"ﬂi@%\f&@
study's lead author. "This study establishes surgery followed by carboplatin §Et

chemotherapy as a safe new alternative for patients who have early-stage seminoma and

would prefer a treatment that lasts a shorter period of time."

[News Flash 14]
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single-dose carboplatin for men who present early enough with small tumors, allowing xXz/ VUDET?_._EQ.:.
them to avoid losing the diseased testicle.

The researchers said that future studies will investigate the option of lumpectomy and
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Patients who have no mutations in the KRAS gene are more likely to respond
to cetuximab as part of their first-line therapy for metastatic colorectal cancer
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Patients whose tumor cells have no mutations in the KRAS gene are more likely to respond to
cetuximab as part of their first-line therapy for metastatic colorectal cancer, according to a
presentation at the annual meeting of the American Society of Clinical Oncology.

"While our initial study indicated that cetuximab has the potential to become part of the standard
treatment for patients with newly diagnosed metastatic colorectal cancer, this study helps us to
identify which patients are most likely to benefit from adding the drug to treatment,” said Eric Van
Cutsem, MD, PhD, professor at the University Hospital Gasthuisberg in Leuven, Belgium, and the
study's first author.

"KRAS testing should be routinely conducted in all colorectal cancer patients immediately after
diagnosis to ensure the best treatment strategies for the individual patient.”

KRAS mutations, which are found in 30 to 45 percent of all colorectal tumors, have previously been
shown to predict whether patients will benefit from agents that block epidermal growth factor
receptors in the second-line or later setting.

The CRYSTAL trial was the first randomized study to compare patients who received
chemotherapy alone to those who received chemotherapy plus cetuximab as part of initial therapy.
Researchers presented data last year that showed addition of cetuximab to FOLFIRI chemotherapy
resulted in longer progression-free survival than treatment with the combination chemotherapy
alone.

The current study is an extension of the CRYSTAL trial that sought to determine whether certain
subsets of patients benefited more from the addition of cetuximab than others.

Researchers had access to tumor material from 587 of the 1,198 patients in the original trial and
used these samples to determine each patient tumor's KRAS status.

KRAS mutations were detected in 35.6 percent of patients' tumors. Investigators found that among
patients with normal KRAS, 59.3 percent responded to treatment with chemotherapy and
cetuximab (their tumors shrank by more than half), compared with 43.2 percent who responded to
chemotherapy alone. Among patients with mutated KRAS in their tumors, there was no difference
in response rates between those who received chemotherapy alone and those who received
chemotherapy and cetuximab.

In the overall study, which analyzed data for all patients, the addition of cetuximab to FOLFIRI
resulted in a 15-percent decreased risk for progression. When KRAS was evaluated, the normal
KRAS gene group was shown to have a 32-percent decreased risk for progression with the addition
of cetuximab. Patients with a mutation in KRAS did not get an additional benefit from addition of
cetuximab to chemotherapy.
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Zoledronic acid reduces risk for recurrence when given to patients with early-
stage breast cancer who are receiving postoperative hormone therapy
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Zoledronic acid reduces risk for recurrent breast cancer in premenopausal patients with early-stage
disease who have undergone surgery and are receiving ovarian suppression and hormone therapy,
according to a presentation at the annual meeting of the American Society of Clinical Oncology.

All women in the multicenter phase Il trial had cancer that was positive for estrogen receptors,
progesterone receptors, or both.

"It's very exciting to find that in addition to preventing bone loss in women undergoing adjuvant
endocrine therapy for breast cancer, zoledronic acid can also reduce the likelihood that breast cancer will
return in some women," said Michael Gnant, MD, a professor of surgery at the Medical University of
Vienna, the president of the Austrian Breast and Colorectal Cancer study group, and the study's lead
author.

"Future research will focus on optimizing the administration schedule and the dose, and determining
which patients will benefit the most from treatment with zoledronic acid."

The study randomized 1,803 patients with stage | or Il disease who were receiving postoperative ovarian
suppression using goserelin to one of four arms: treatment with tamoxifen or anastrozole with or without
zoledronic acid.

The study's primary endpoint was disease-free survival. After a median follow-up of 60 months, hormone
therapy plus zoledronic acid reduced the risk of relapse by 35 percent compared with hormone therapy
alone. There was not a significant difference between the two hormone therapies. Treatment was well
tolerated in all four groups and there were no unexpected side effects.
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Vaginal brachytherapy is equally effective and less toxic than external beam
radiation in preventing recurrence of higher-risk endometrial cancer
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The first phase IlI study of its kind has found that vaginal brachytherapy is as effective at preventing recurrence of
higher-risk endometrial cancer as external beam radiation therapy with fewer side effects and a better quality of life,
according to a presentation at the annual meeting of the American Society of Clinical Oncology.

"Based on this study, we expect that vaginal brachytherapy will be adopted as the new standard of care for patients
with this type of endometrial cancer,” said Remi A. Nout, MD, a resident in radiation oncology in the department of
clinical oncology at Leiden University Medical Center and the study's lead author.

"This treatment is simpler and just as effective as external beam radiation, and it allows patients to have a better
quality of life both during and after treatment. This new strategy will make treatment and recovery for many patients
much more manageable moving forward."

For intermediate-to-high risk disease, determined by tumor grade, disease stage, and patient age, the standard
treatment has been surgery followed by external beam radiation therapy. Brachytherapy is currently used in
combination with external beam radiation for more advanced disease. Patients with low-risk disease are treated with
surgery alone.

The PORTEC-2 study, a multicenter Dutch trial, randomized 427 patients with intermediate-to-high risk endometrial
cancer into one of two arms: 214 patients received external beam pelvic radiotherapy and 213 received vaginal
brachytherapy with a cylinder placed into the vagina.

All patients had previously undergone hysterectomy with bilateral oophorectomy. At three years of follow-up, rates of
vaginal, pelvic, and distant relapse were 0 percent, 1.3 percent, and 6.4 percent for brachytherapy and 1.6 percent,
0.7 percent, and 6.0 percent for external beam radiotherapy.

There were no significant differences in overall survival (90.4 percent vs. 90.8
percent) or progression-free survival (89.5 percent vs. 89.1 percent).

Patients who received brachytherapy, however, reported a lower level of side effects than patients who received
external beam radiotherapy. The most common side effect was diarrhea. After completion of radiotherapy, 22
percent of external beam radiotherapy patients reported moderate to severe diarrhea compared with 6 percent in
the vaginal brachytherapy group. As a result, 13 percent of external beam radiotherapy patients reported moderate
to severe limitation in their daily activities due to intestinal problems compared with 5 percent in the vaginal
brachytherapy group.

Although these side effects gradually decreased over time, two years after treatment 6 percent of external beam
radiotherapy patients still reported moderate to severe diarrhea compared with 1 percent in the vaginal
brachytherapy group, which resulted in 5 percent and 2 percent moderate to severe limitation in daily activities due
to intestinal problems, respectively.

Physicians reported significantly higher rates of gastrointestinal toxicity during external beam radiotherapy: 35
percent of patients had mild diarrhea or cramping and 19 percent had moderate diarrhea greater than five times a
day during external beam radiation therapy, compared with 12 percent and 1 percent for brachytherapy.
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Gemcitabine improves overall survival for patients with early-stage pancreatic
cancer
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Gemcitabine improves overall survival for patients with early-stage pancreatic cancer, the first
chemotherapeutic drug to provide a benefit for these patients, according to a presentation at the
annual meeting of the American Society of Clinical Oncology.

The large, multicenter study showed that gemcitabine more than doubled overall survival in
patients who have undergone surgery for pancreatic cancer. Gemcitabine is the standard treatment
for pancreatic cancer that is too advanced for surgery.

The CONKO-001 study examined whether gemcitabine is beneficial earlier in the course of the
disease. Previous results from this study, presented at in 2005, showed that adjuvant gemcitabine
improved disease-free survival; investigators continued to follow these patients in order to
determine whether the drug also improves overall survival.

"The ultimate goal of adjuvant therapy is improving the cure rate, and we have shown that this
treatment more than doubles the overall survival five years after treatment," said Hanno Riess, MD,
PhD, a professor at Charite University Medical School in Berlin and the leader of the CONKO study
group.

"Based on the earlier results of this study, this regimen is already more widely used in both Europe

and the United States. These findings can reassure physicians that the drug is also extending lives."

The trial randomized 368 patients to postoperative gemcitabine or observation with

no specific anticancer treatment. All patients had already undergone complete surgical resection of
their tumor. Only about 15 to 20 percent of patients are diagnosed at an earlier stage that makes
surgery possible.

Estimated disease-free survival at three and five years, respectively, was 23.5 percent and 16.5
percent for gemcitabine versus 7.5 percent and 5.5 percent for the observation group. Overall
survival at three and five years was 36.5 percent and 21.0 percent for gemcitabine versus 19.5
percent and 9.0 percent for observation.

Gemcitabine was well-tolerated among patients and there were no differences in toxicity between
groups except for white blood cell and platelet counts, which were
lower in the gemcitabine group.

Additional studies are already underway comparing treatment with gemcitabine alone to treatment
with gemcitabine plus the targeted therapies erlotinib or sorafenib in patients who have undergone
successful surgical resection.
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Adding bevacizumab to docetaxel slows disease progression as first-line
chemotherapy for patients with locally advanced or metastatic breast cancer
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Adding bevacizumab to docetaxel slows disease progression when used as first-line
chemotherapy for patients with locally advanced or metastatic breast cancer, according to
a presentation at the annual meeting of the American Society of Clinical Oncology.

Previous studies had shown that adding bevacizumab to paclitaxel doubled progression-
free survival in patients with metastatic breast cancer. The current trial was the first
phase Il study to evaluate bevacizumab in combination with docetaxel, the taxane used
more often in Europe, Asia, and Australia.

"This study shows the antiangiogenic approach to treating breast cancer is effective,
regardless of which taxane drug it is combined with," said David Miles, MD, a professor
and medical oncologist at the Mount Vernon Cancer Centre and the study's lead author.

"We found it does not add a great deal to the toxicity of chemotherapy, which should be
reassuring to physicians recommending this course of treatment."

In the current study, the AVADO trial, 736 patients were randomized among three arms:
placebo plus docetaxel, 15 mg/kg bevacizumab plus docetaxel, and 7.5 mg/kg
bevacizumab plus docetaxel. The higher dose was the standard established in earlier
breast cancer studies; however, the lower dose was the standard used to treat colorectal
cancer.

After a median follow-up of 11 months, patients in the low-dose group were 21
percent less likely to have disease progression compared with patients who received
docetaxel alone. High-dose patients were 28 percent less likely to have disease
progression than patients who received docetaxel only.

The percentage of patients with tumor shrinkage was 44.4 percent in the placebo plus
docetaxel group, 55.2 percent in the low-dose bevacizumab group, and 63.1 percent in
the high-dose group. Because of the number of patients in the trial, it was not possible to
statistically compare the two doses with each other.

Patients in the two bevacizumab groups had a slightly higher rate of severe side effects:
74.8 percent in the low-dose group and 74.1 percent in the high-dose group compared
with 67.0 percent in the docetaxel plus placebo group.

The most common side effect attributed to bevacizumab was high blood pressure, which
was treatable with medication. Severe bowel perforation, a toxicity seen in some other
bevacizumab trials, occurred in two patients in the placebo arm and one patient in each
of the experimental arms.
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Pemetrexed delays progression of advanced non-small cell lung cancer when
used as maintenance therapy after platinum-based induction chemotherapy
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Pemetrexed delays progression of advanced non-small cell lung cancer by 50 percent when
started as maintenance therapy three to six weeks after completing four cycles of platinum-based
induction chemotherapy, according to a presentation at the annual meeting of the American
Society of Clinical Oncology.

"This is the first study to show that lung cancer patients can benefit from maintenance therapy.
The fact that this approach significantly increases the amount of time that patients have before
their cancer progresses, without increasing additional side effects, is particularly significant," said
lead author Tudor Eliade Ciuleanu, MD, PhD, associate professor at the University of Medicine
and Pharmacy luliu Hatieganu in Romania.

"We recommend giving pemetrexed after a patient completes initial induction therapy, but before
cancer progression occurs. This approach affords the greatest chance of killing stray cancer cells
before they have a chance to contribute to tumor growth."

Until the current trial, maintenance chemotherapy had not been proven to be of value for patients
with lung cancer and is not a part of the standard of care. Pemetrexed is currently approved by
the U.S. Food and Drug Administration for treating disease that has progressed despite previous
chemotherapy.

In the current study, researchers analyzed progression-free survival and overall survival among
663 patients with stage IIIB or IV disease that was stable following treatment with a platinum-
containing drug such as cisplatin or carboplatin. A total of 441 patients were randomized to
pemetrexed; 222 patients received a placebo.

Progression-free survival was significantly longer for pemetrexed (4.3 months) than for placebo
(2.6 months). Overall survival was 13 months for pemetrexed compared with 10.2 months for
placebo.

However, Ciuleanu cautioned that the findings on overall survival are preliminary, noting that final
results will be necessary before researchers are able to draw conclusions about the impact of
pemetrexed maintenance therapy on overall survival.

The incidence and severity of side effects were generally similar between the two groups. The
most significant side effect was moderate to severe anemia, which occurred in 4.5 percent of the
pemetrexed group and 1.4 percent of the placebo group.
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Expression profile of 15 genes may predict which patients with early-stage non-
small cell lung cancer are most likely to benefit from postoperative chemotherapy
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The expression profile of 15 key genes may predict aggressiveness of early-stage non-small cell
lung cancer and identify the patients most likely to benefit from postoperative chemotherapy,
according to a presentation at the annual meeting of the American Society of Clinical Oncology.

"Not all patients benefit from chemotherapy and not all patients require chemotherapy after
surgery," said lead author Ming Tsao, MD, professor of laboratory medicine and pathobiology at the
University of Toronto. "Knowing that a patient has a genetic signature for a more aggressive cancer
and that their chance of cure may be improved with chemotherapy gives patients and their doctors
a clearer picture of the need for post-operative treatment.”

The current study is a follow-up analysis of data from a trial conducted by the National Cancer
Institute of Canada Clinical Trials Group (JBR.10, conducted in collaboration with the US National
Cancer Institute), which showed a significant survival benefit from postoperative vinorelbine and
cisplatin in patients with stage | and Il non-small cell lung cancer.

In the current analysis, Researchers performed a genetic analysis of tumor tissue from the 133 (28
percent) of the 482 patients from the JBR.10 study who had banked frozen tumor samples
available. They identified a group of 15 genes that together predicted patient outcome. Some of
these genes are known to play important roles in cell growth and death or regulate other genes
involved in cancer.

The investigators first identified the 15-gene expression profile in 62 patients who did not receive
adjuvant chemotherapy and used it to predict which patients had aggressive cancers with a high
risk of recurrence and death (31 patients) and which had less aggressive disease and a low risk of
recurrence (31 patients).

Finally, researchers checked the gene profile in 71 patients who were randomized to chemotherapy
in the JBR.10 trial. Patients predicted to have aggressive disease were found to obtain the greatest
benefit from chemotherapy -a 67 percent reduction in the risk of death - while chemotherapy did not
reduce the risk of death in patients designated as low risk.

While a previous JBR.10 analysis showed that overall, only patients with stage Il disease benefited
from chemotherapy after surgery, this study has demonstrated that the 15-gene signature may
identify patients with both stage | and Il cancers who may benefit from post-operative
chemotherapy, further supporting its use in the selection of appropriate treatment.
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Increase in mastectomies among women with early-stage breast cancer may
be partially related to greater use of preoperative magnetic resonance
imaging
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The increase in mastectomies documented among women with early-stage breast cancer at one
major medical center may be partially related to greater use of preoperative magnetic resonance
imaging, according to a presentation at the annual meeting of the American Society of Clinical
Oncology.

Researchers at the Mayo Clinic (Rochester, Minnesota) reported that the number of mastectomies
performed at their institution increased 13 percent from 2003 to 2006: Mastectomy accounted for
43 percent of procedures for early-stage breast cancer in 2006 compared with 30 percent of
procedures in 2003.

The study also found that women who underwent preoperative breast magnetic resonance imaging
were significantly more likely to undergo mastectomy than those who did not, although the rise in
mastectomy rates was observed in both groups.

Preoperative breast examination with magnetic resonance imaging (MRI) may find cancer in more
than one part of the breast, which may lead physicians and patients to choose mastectomy more
often than lumpectomy. About half of the lesions detected by MRI are benign and only need to be
monitored, but some women with such lesions may still choose mastectomy because they feel
anxious or do not want to undergo periodic breast biopsies.

"This study demonstrates that a significant number of women with early-stage breast cancer are
undergoing mastectomy, and it appears to be partially related to the introduction of pre-operative
MRI," said Rajini Katipamula, MD, senior clinical fellow in hematology/oncology at Mayo Clinic and
the study's lead author.

Breast-conserving surgery (lumpectomy) plus radiation therapy has been the treatment of choice
for most American women with early-stage disease since 1990, when a National Institutes of Health
Consensus Panel reported that it was as effective as mastectomy for overall survival for most
women with stage | and Il breast cancer.

Shortly thereafter, mastectomy rates began to decline. But in recent years, surgeons have
performed more mastectomies, prompting Mayo Clinic researchers to conduct this retrospective
study.

The researchers evaluated mastectomy trends in relation to surgical year and use of preoperative
breast MRI using findings from a database of breast data started at the institution in 2003 among
5,464 women who had surgery for early-stage breast cancer at the Mayo Clinic between 1997 and
2006.

Mastectomy rates had declined from 45 percent in 1997 to 30 percent in 2003, but then rose to 43
percent in 2006. The percentage of women who had breast MRI doubled from 11 percent in 2003 to
22 percent in 2006. More than half (52 percent) of the patients receiving MRI underwent
mastectomy compared with 38 percent of the patients who did not have MRI.
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Long-term follow-up of survivors of childhood Hodgkin's lymphoma suggests
these patients have an increased risk of premature death
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Long-term follow-up of survivors of childhood Hodgkin's lymphoma suggests these patients have an increased
risk of premature death, according to a presentation at the annual meeting of the American Society of Clinical
Oncology.

Although the incidence of second malignancies among survivors is well known, few studies prior to the current
analysis had specifically addressed treatment-associated mortality after childhood Hodgkin's lymphoma.

The Childhood Cancer Survivor Study (CCSS) followed a cohort of survivors of childhood cancer diagnosed
between 1970 and 1986. Childhood survivors of Hodgkin's lymphoma had a standardized mortality ratio of 8.3
compared with the overall population of the United States.

Presenter Sharon M. Castellino, MD, of the Wake Forest University School of Medicine, presented an analysis
of mortality risk factors for these survivors. The overall study, a retrospectively assembled cohort with
subsequent prospective follow-up, included 1,927 survivors of Hodgkin's lymphoma (13 percent of all
participants). Patients have been followed for a median of 23 years for relapse beyond 5 years, occurrence of
second malignancy, and grade 3 or 4 cardiovascular conditions.

The incidence of relapse by 20 years after diagnosis was 13.2 percent. The 30-year cumulative incidence of
second malignancies was 25.3 percent in women and 10.6 percent in men. When breast cancer was
eliminated from the analysis, the 30-year cumulative incidence of second malignancies in women was 10.9
percent, comparable with that for men.

There was no significant difference by gender in cumulative incidence of grade 3 and 4 cardiovascular
conditions. Second malignancy and cardiac conditions were the leading causes of death for both men and
women.

Results for all patients were analyzed separately in Cox proportional hazard models adjusted for patient
demographics. In a multivariate analysis, chemotherapy with anthracyclines was a significant risk factor for
mortality in men. Supradiaphragmatic and infradiaphragmatic radiotherapy were significant risk factors for
mortality in women patients at all radiation doses.

Relapse was a significant predictor of mortality in women, whereas grade 3 and 4 cardiovascular conditions
were associated with an increased mortality risk in all patients. Second malignancies also decreased survival for
all patients, with a stronger effect in men than women.

Castellino concluded that therapy-related morbidity and premature mortality is a trend as the cohort ages. She
suggested that aging survivors and their health care providers should have a heightened awareness of second
malignancies and cardiovascular risks and perform earlier targeted screening for these conditions.
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Phase Il study suggests that most high-risk patients with melanoma who

receive adjuvant treatment with sargramostim achieve disease-free or overall
survival
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The majority of high-risk patients with melanoma who receive adjuvant treatment with sargramostim and the
synergistic cytokine Interleukin-2 (IL-2) achieve disease-free or overall survival, according to results of a phase Il
trial presented at the annual meeting of the American Society of Clinical Oncology.

"Previous findings suggest that sargramostim may be a potential adjuvant therapy for high-risk melanoma
patients," said E. George Elias MD, PhD, Director of Maryland Melanoma Center.

"The percentage of patients who achieved disease-free and overall survival in this trial provides further evidence
that sargramostim may prove to be a viable treatment option for this patient population and that further study in
Phase lll trials is needed."

The study was a single-arm, open-label design in which safety, tolerability, and efficacy were tested for the
combination of sargramostim and IL-2 for one year, followed by sargramostim alone for a second year.

In the first year, sargramostim was administered subcutaneously at 125mcg/m’/day for 14 consecutive days,
followed by IL-2 subcutaneously at nine million IU/m*/day for four days. Patients then received no treatment for
10 days. Patients with resected large metastases that yielded approximately 100 x 106 tumor cells also
received autologous whole cell vaccine starting at the second cycle.

During the second year, each patient received sargramostim alone two times per week. In patients who
experienced resected recurrence, the same adjuvant therapy was re-administered.

Adjuvant therapy with sargramostim and IL-2 was generally well-tolerated in the 45 patients, all of whom started
therapy following potentially curative surgery. Toxicities were mild to moderate and no hospitalizations were
required.

Researchers reported that 60 percent of the patients experienced disease-free survival and 64 percent of
patients achieved overall survival at 21 months.

Follow-up ranged from 1 to 50 months (median, 15.9 months). At the end of the trial, 32 of the original 45
patients were alive [9/13 stage IV, 16/25 stage Ill, and 7/7 stage Il (3B/4C)].

Survival data were expressed by the Kaplan- Meier method, and showed disease-free survival of 0.60 and
overall survival of 0.64 at 21 months. There was no statistical difference in survival by Log Rank testing between
those who received only sargramostim versus those treated by sargramostim and IL-2, and there was no
increase in the number of dendritic cells during or after sargramostim administration in the 11 patients who
donated blood for dendritic cell counts.

Sargramostim is a growth factor that helps fight infection and disease in appropriate patients by enhancing
immune cell function. It was approved in the United States in 1991, and is marketed by Bayer HealthCare
Pharmaceuticals. It is the only growth factor approved in the U.S. for use following induction chemotherapy in
older adults (greater than or equal to 55 years) with acute myelogenous leukemia to shorten the time to
neutrophil recovery and reduce the incidence of severe and life-threatening and fatal infections.
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