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First-Line Ipilimumab Bests Placebo in Trial Using DTIC

BY MARY JO M. DALES

FROM THE ANNUAL MEETING OF
THE AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

CHICAGO - More good news on
ipilimumab for metastatic melanoma
emerged from the results of a trial in
newly diagnosed patients.

In a double-blind,
randomized, phase III
study, nearly 21% of
250 metastatic mela-
noma patients who un-
derwent first-line treat-
ment with ipilimumab
(Yervoy) in combina-
tion with dacarbazine
were alive after 3 years, compared
with 12% of 252 patients who were
given placebo and dacarbazine, Dr.
Jedd Wolchok reported during a ple-
nary session.

Overall survival was 11.2 months in
the ipilimumab plus dacarbazine
group and 9.1 months in the placebo
plus dacarbazine group. The study

VITALS

Major Finding: This comparison of ipili-

mumab with dacarbazine versus dacar-

bazine and placebo showed an impressive

3 years survival of more than 20% in

those receiving ipilimumab vs. only 12%

in those receiving chemotherapy alone.

Data Source: A double-blind, randomized
study of 502 patients with previously un-

treated metastatic melanoma.
Disclosures: The study was funded by

Bristol-Myers Squibb. Dr. Wolchok is an

advisor and consultant to Bristol-Myers

Squibb. Dr. Margolin had no disclosures.

was simultaneously published in the
New England Journal of Medicine
(doi:10.1056/NEJMoal104621).

A divergence in the survival curve
was evident at 1 year, with 47% sur-
vival in the ipilimumab plus dacar-
bazine group, compared with 36% in
the placebo plus dacarbazine group;
at 2 years, the survival rates were
28% and 18%, respectively. The haz-
ard ratio was 0.72, for a 28% reduc-
tion in death.

At last year’'s ASCO meeting, ipili-
mumab monotherapy was shown to
prolong survival in previously treated
metastatic melanoma patients. The
drug was approved earlier this year as
a first-line monotherapy treatment at
a dosage of 3 mg/kg.

This is the first trial to show the ef-
ficacy and safety of combining im-
munotherapy and chemotherapy in
metastatic melanoma, said Dr. Wol-
chok of Memorial Sloan-Kettering
Cancer Center in New York.

The next step for ipilimumab com-

PLENARY TALK

bination therapy is to look to other
combination therapies, such as the
investigational agent vemurafenib
(PLX4032), as well as other targeted
agents and immune-modifying agents.

Dr. Wolchok cautioned that ipili-
mumab is approved only as a mono-
therapy and should be used only at
the approved dose. Any use in com-
bination therapy
should be conducted
as part of a clinical tri-
al, several of which
are ongoing or about
to get underway.

In Dr. Wolchok’s
study, progression-free
survival was not sig-
nificantly different between the two
treatment groups. Ipilimumab, a
monoclonal antibody that blocks
CTLA-4 and augments T-cell activa-
tion, may improve survival by
reestablishing an immunoequilibri-
um that allows patients to survive
despite the presence of tumors, he
suggested.

“The immune system is a

‘living drug,” able to adapt it-

self to changes in the tumor.

... Overall survival is a more

accurate way to gauge treat-

ment effectiveness than pro-

gression-free survival,” he said.

In the trial, patients re-

ceived either ipilimumab (10

mg/kg, three times per week

for 4 weeks) plus dacarbazine

(850 mg/m?, three times per

week for 8 weeks) or placebo

plus dacarbazine at the same

dose and schedule. More than

half of the patients in the
study had MC1 disease.

Tumors were assessed at weeks 1,

12, and 24 in the protocol. For the

maintenance therapy section of the

trial, placebo or ipilimumab at 10

mg/kg once every 12 weeks was giv-

en until the disease progressed or pa-
tients experienced toxic effects.

Treatment discontinuations be-
cause of disease progression and ad-
verse events were higher in the ipili-
mumab plus dacarbazine group; 92
patients received all four doses, com-
pared with 165 patients in the place-
bo plus dacarbazine group. Most dis-
continuations were due to disease
progression, which occurred in 46%
of the ipilimumab plus dacarbazine
group and in 77% of the placebo plus
dacarbazine group.

Of those who received at least one
dose of therapy, 89 of 247 patients in
the ipilimumab plus dacarbazine group
and 10 of the 251 patients who were
given dacarbazine plus placebo discon-
tinued. In the ipilimumab plus dacar-
bazine group, 85 of 247 discontinued af-

ter the induction
phase because of a
drug-related adverse
event, as did 10 of

251 in the group get-
ting placebo plus
dacarbazine.

After the mainte-
nance dose, 4 of 43
in the dacarbazine
plus  ipilimumab
group and none of
the 53 in the placebo
plus  dacarbazine
group discontinued
therapy. The only
treatment-related
death occurred in
the group that received placebo plus
dacarbazine.

Immune-related adverse events
were seen in 78% of the ipilimumab
plus dacarbazine group and in 38% of
the placebo plus dacarbazine group.
Grade 3 and 4 adverse events occurred
in 38% of the ipilimumab plus dacar-
bazine group and in 4.4% of the place-
bo plus dacarbazine group. Liver func-
tion abnormalities were the most
common immune-mediated adverse
event. Most of the patients received
steroids and their liver function nor-
malized.

In an invited discussion, Dr. Kim
Allyson Margolin, of the Fred Hutchin-
son Cancer Research Center at the
University of Washington, Seattle, said
the high rates of hepatoxicity seen
with ipilimumab and dacarbazine, with
no evident therapeutic advantage, in-
dicate that chemotherapy should not
be used in combination with ipili-
mumab at any dose or schedule. Giv-
en ipilimumab’s black box warning re-
garding the potential risks of
immune-related adverse events, the
drug should be used only at the ap-
proved dose and schedule, she warned.

Comment

This trial adds to last year’s re-
port demonstrating ipilimumab’s
ability to significantly improve
the survival of patients with
metastatic melanoma.

There were several key differ-
ences between this trial and the
previous study. Last year’s trial
was in patients who had failed pri-
or therapy; all were HLA-A2+; they
received only 3 mg/kg of ipilimum-
ab; and finally, were compared
with a control group receiving
gp100 peptide vaccine. In the tri-
al presented by Wolchok et al., pa-
tients were previously untreated,
they received 10 mg/kg ipilimum-
ab, and the treatment was com-

Ipilimumab may improve survival by reestablishing a
patient’s immunoequilibrium, said Dr. Jedd Wolchok.

How will ipilimumab and vemu-
rafenib fit into the new approaches to
melanoma therapy? To move knowl-
edge of how best to use new therapies
forward, biomarkers of response and
toxicity are needed, Dr. Margolin said.

Effective use of both agents will re-
quire experience and commitment to
managing patient toxicities, she not-
ed. More information is needed on
patient subsets, on optimal dosing
and durations of therapy. And studies
are needed to evaluate the activity of
both drugs against uveal and mucos-
al melanomas.

Some of this information may
emerge from the EORTC (European
Organisation for Research and Treat-
ment of Cancer) trial of adjuvant ip-
ilimumab vs. placebo and the ECOG
(Eastern Cooperative Oncology
Group) adjuvant trial of ipilimumab
vs. interferon, which is just starting.

Melanoma is a very smart cancer
that, until recently, has eluded nearly
all therapeutic efforts, concluded Dr.
Margolin: Fortunately, in the words of
Yogi Berra, “the future is not what it
used to be” when it comes to treating
melanoma. u

bined with dacarbazine as well as
compared with dacarbazine alone.

Nevertheless, survival was im-
proved to more than 11 months.
The addition of dacarbazine ap-
peared to add toxicity, however,
with an unexpected incidence of
hepatitis. This limited the admin-
istration of ipilimumab, and
could have also decreased the
magnitude of the benefit.

Ipilimumab as a single agent will
become a standard treatment for
all melanoma patients. There are
many future approaches that need
to be pursued to further improve
the benefit.

—Jeffrey A. Sosman, M.D.
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Q and A: New Melanoma Drugs in Community Practice

uphoria — there is no better
Eword to describe the mood in

the melanoma sessions at
ASCO. For the first time ever, oncolo-
gists have two new drugs that can
prolong the lives of patients with ad-
vanced melanoma. They also have a
host of questions as to how to bring
ipilimumab and vemurafenib (when
the latter is approved) into communi-
ty practice. We asked four experts dur-
ing the meeting for their thoughts on
what comes next:
» Dr. Paul Chapman of
Memorial Sloan-Kettering
Cancer Center, New York;
lead author of the BRIM-3
study of vemurafenib vs. dacarbazine
in newly diagnosed patients.
» Dr. Jedd Wolchok of
Memorial Sloan-Kettering
Cancer Center; lead author
of the phase III trial show-
ing efficacy of ipilimumab
plus dacarbazine vs. placebo plus dacar-
bazine in newly diagnosed patients.
» Dr. Vernon K. Sondak, chair of cu-
taneous oncology and di-
rector of surgical educa-
tion, H. Lee Moffitt
Cancer Center & Research
Institute in Tampa.
» Dr. Alexander M.M. Eggermont,
general director of the In-
stitut de Cancérologie
Gustave Roussy in Ville-
juif, France.

TOR: Should ipilimumab and ve-
murafenib be used together?
Everyone we asked said no, not out-
side of a clinical trial — at least for now.
No one knows whether the combina-
tion is safe or effective.

PAUL CHAPMAN: We are about to
start a phase III trial combining these
to see if it is safe and making sure that
vemurafenib does not inhibit the effect
of ipilimumab. We all hope that this
will result in sustained complete re-
sponses. That is what we all are look-
ing for.

JEDD WOLCHOK: The natural next
step is how to integrate these two
forms of therapy together. Vemu-
rafenib directly targets the tumor by
inhibiting BRAF kinase; ipilimumab
really treats the patient by starting an
immune reaction that hopefully will
control the disease. These are very dif-
ferent approaches. They are in no way
mutually exclusive, and I believe them
to be quite complementary.

I could make a list of reasons why
these two drugs would work together;
I could also create a list of reasons why
they might not work well together
and may even be antagonists. So, I

think before oncologists begin to com-
bine potentially approved medications
outside of clinical trials, we [need to]
have some idea that this is a safe and
effective way to go. Until then, I think
monotherapy is the best path forward
outside of a clinical trial.

VERNON SONDAK: If you combine
ipilimumab with something else,
sometimes the side effects aren’t what
you expect. Don't just take a patient
and give them both and see what hap-
pens. That’s not safe. You have to do
this in a controlled way — a research
study as quickly as possible — because
it is the obvious next question.

ALEXANDER EGGERMONT: I think
at this point they should wait at least
for the safety data on the combination.

TOR: So which agent would you
use first in a patient who has a BRAF
mutation?

Again, there was unanimity — with re-
spect to the patient who is very sick.

PAUL CHAPMAN: I think that is a
question that is still open. Where [ am
on this question right now is that for
a patient who is relatively well, who
has a fairly good performance status,
I would think about using ipilimumab
first because that person may have
time to respond to ipilimumab since it
does take 3 to 6 months to have the
full effect. A person who has a poor
performance status and is sick and
does not have time to respond to ipil-
imumab — I would treat that person
up-front with vemurafenib.

VERNON SONDAK: I think there is
going to be uniform agreement
throughout the melanoma communi-
ty that if you have a BRAF-mutant pa-
tient with widespread disease, symp-
tomatic disease, high tumor burden —
that person is going to go immediate-
ly on to vemurafenib because nothing
else is going to get a rapid response.
The question is going to be [what to
do] for 80% of patients who are BRAF
mutant but have much less acute
symptomatic disease. Maybe they have
some lung metastases, some subcuta-
neous nodules, [and] they can’t have it
all removed surgically but they are still
not in dire straits. I think at our insti-
tution we are going to be very moti-
vated to continue to use the immuno-
logic therapies — IL-2 for some patients
and ipilimumab for many patients —be-
cause of the possibility that they will
get a big benefit at the other end. If
that doesn’t work, I think vemurafenib.

ALEXANDER EGGERMONT: BRAF-
positive patients, especially the ones

who have rapidly progressive disease or
bulky disease — will all be treated up
front with the BRAF inhibitor. The
BRAF-positive patients with very small
disease that is not rapidly progressing
could actually also be managed by ip-
ilimumab on first line and only on
progression be managed by the BRAF
inhibitor because ipilimumab needs
more time to kick into activity and into
an antitumor effect. ... All BRAF-neg-
ative patients would see ipilimumab in
first line. That is for sure.

TOR: The ipilimumab trial paired
ipilimumab with dacarbazine. Is
DTIC still an option?

JEDD WOLCHOK: Looking at the re-
sult as someone who has been using
ipilimumab for several years, I think it
is still unknown whether dacarbazine
should be added. My own opinion
would be to oncologists in the com-
munity that if they are going to give
ipilimumab at 3 mg/kg to stick with
the monotherapy label because we re-
ally don’t have data comparing ipili-
mumab with dacarbazine alone at
that dose.

There are reasons to imagine the ad-
dition of dacarbazine could kill some
cancer cells and release some anti-
genic debris that would serve as a tar-
get for the immune system.
Chemotherapy can also be thought of
as changing the tumor microenviron-
ment, which might be advantageous,
but chemotherapy could also be im-
munosuppressive. So we could really
make a case either way that dacar-
bazine added to or detracted from or
left things just the same.

TOR: Will interleukin-2 still have a
role in melanoma treatment?

VERNON SONDAK: I am still going
to use IL-2, and it makes the most
sense if you have someone who uses
IL-2 most of time, you will want to
use that first. Why? Ipilimumab is
tough on the patient. We want them
in as good shape as possible. ... We
know if they get IL-2 first and then get
ipilimumab, the results are just as
good, if not better. We don’t know the
opposite way. And we also know that
a lot of people on ipilimumab wind up
on steroids and other immunosup-
pressive drugs that would make it very
difficult to put them on IL-2.
Vemurafenib is going to change a lot
of things. A lot of people are too far
gone to have surgery, too far gone to
have IL-2. Now we have BRAF mutant
melanoma [patients] who will get ve-
murafenib... If we could keep a close
eye and figure out when is the right
time, we are going to do more surgery

and maybe IL-2 in those patients be-
cause we are going to restore them to
where IL-2 is going to have more room
to work. But it’s going to be a very re-
stricted group of people treated by a
very specialized group of doctors.

ALEXANDER EGGERMONT: I think
IL-2 will move down in the options list.
IL-2 will remain as an option in second
or third line, and IL-2 will also be an
option in combination with ipili-
mumab because [Dr.] Steve Rosen-
berg already did a trial in 36 patients
... and the majority of the complete re-
sponders are alive 6 years and longer
and are still in complete remission
(ASCO 2010, Abstract 8544). The com-
bination of IL-2 and ipilimumab will
be relaunched, I am sure.

TOR: And interferon — where will it
fit in?

VERNON SONDAK: We don’t know
how long we should treat people, how
intensively, and how we should com-
bine the new and the old. On the oth-
er hand, if you look at the whole land-
scape, it actually makes adjuvant
treatment with interferon more im-
portant now than it used to be.

Interferon treatment may not cure
many people, but it delays recurrence
in quite a few people, and right now
today we are so much better off than
we were in melanoma 2 years ago
and I have no doubt that 2 years from
now — just with stuff we heard about
at this meeting — we will be much
more clear on how we take care of
side effects, not to mention other new
exciting drugs that we hope will start
to be available.

In the past we debated, does it even
matter that we delay recurrence. The
ASCO answer should be, “It absolute-
ly matters to our patients.” So interfer-
on and any form of adjuvant therapy
is suddenly a bridge. It is a shaky bridge
— made with some ropes and a few
planks — but we’re trying to get from
one place where it was safe to another
place where hopefully we are better off
and not at the bottom of the ravine.

ALEXANDER EGGERMONT: I think
you need to separate the new drugs
from the question, what are we going
to do in adjuvant? In adjuvant right
now, we will still have to wait for
about 2.5-3 years for the outcome of
the EORTC trial that randomized ip-
ilimumab vs. observation in patients
with high-risk lymph node-positive
disease. Until then there is only one
kid on the block in the adjuvant set-
ting, which is regular interferon, and
the currently novel approach of pe-
gylated interferon. ]
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Higher Methotrexate Dose Fends Off Recurrence of ALL

BY JANE SALODOF MacNEIL

FROM THE ANNUAL MEETING OF
THE AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

CHICAGO - A new chemothera-
py regimen that starts children and
young adults on 50 times the standard
dose of methotrexate for high-risk B-
precursor acute lymphoblastic leu-
kemia leads to significantly fewer re-
currences 5 years after treatment
without an increase in toxicity.

A randomized phase III trial com-
paring the high-dose regimen to stan-
dard therapy was halted in January
2011 after an interim analysis found
the 5-year event-free survival rate

Pediatric
oncologists

') began using the

2) .

) new high-dose
=l regimen ‘as soon

as we stopped
the protocol.’

Dr. Larsen

reached 82% with the new regimen vs.
75% with the old (P = .0006).

Pediatric oncologists began using
the new high-dose regimen as stan-
dard practice “as soon as we stopped
the protocol,” Dr. Eric C. Larsen, prin-
cipal investigator of the study, said at
a press briefing. He presented the re-
sults in a plenary session.

Acute lymphoblastic leukemia
(ALL) is the most common leukemia
in children. Children with high-risk
ALL have a high white blood count at
diagnosis and/or are 10 years or more
of age.

Although pediatric ALL has a high
cure rate and the standard regimen
had reduced relapses in the bone mar-
row over time, investigators were con-
cerned that relapses in the central
nervous system had not declined as
much. Therefore, they sought a regi-
men with the potential for greater
penetration of tumor cells in the cen-
tral nervous system.

When the study was conceived 10
years ago, however, the investigators
did not have a new drug or targeted
therapy, said Dr. Larsen, director of
the Maine Children’s Cancer Pro-

gram and the division of pediatric
hematology/oncology at Barbara
Bush Children’s Hospital at Maine
Medical Center, Portland. So, “rather
than trying something
brand new,” they de-
cided to try to opti-
mize treatment with
a drug that “had been
around for awhile.”
One of the earliest
chemotherapy drugs,
methotrexate  pro-
motes cancer cell death by preventing
leukemia cells from using folate. Its
use dates to 1947 when Dr. Sidney Far-
ber induced the first remissions in
children with ALL by giving them an

PLENA

‘To get optimal
results in
treating cancer
you have to
optimize the way
cancer treatment
is given.’

Dr. Schilsky

early form of methotrexate called
aminopterin. It is an essential com-
ponent of treatment for pediatric
ALL, but the optimal regimen was not
resolved.

Dr. Richard Schilsky, a professor of
medicine and chief of the section of
hematology-oncology at the Univer-
sity of Chicago Pritzker School of
Medicine, suggested oncologists treat-
ing adults have much to learn from
how the investigators focused on an
existing therapy. “The pediatric on-
cologists have recognized that to get
optimal results in treating cancer you
have to optimize the way cancer treat-
ment is given,” said Dr. Schilsky, a for-
mer ASCO president and moderator
of the press briefing.

The Children’s Oncology Group
AAILLO0232 trial started in 2004 and en-
rolled 3,154 newly diagnosed patients
ages 1 to 30. Most pediatric ALL trials
do not enroll patients older than 21
years of age, Dr. Larsen said in an in-
terview, but current thinking suggests
that young adult patients may do bet-
ter on pediatric protocols.

At the time of the interim analysis,
2,426 patients had been randomized.

About half the population in the in-
terim analysis, 1,217 patients, was
treated with a standard Capizzi regi-
men in which intravenous methotrex-
ate is delivered at a
starting dose of 100
mg/m?* and escalated
by 50 mg/m? every 10
days up to a maximum
of five doses depend-
ing on the child’s abili-
ty to tolerate the med-
ication.

In this regimen, methotrexate is
followed by a second chemotherapy
drug called asparaginase.

The other 1,209 patients were as-
signed to the high-dose arm, and re-
ceived 5 g/m? — that is, 5,000 mg/m?
— of methotrexate biweekly in four
doses.

Despite concerns that the high-dose
regimen would lead to more toxicity,
febrile neutropenia occurred less in the
experimental arm of the trial: 5.2% vs.
8.2% in the standard arm (P = .005).
Leucovorin rescue was available for
patients on high-dose methotrexate,
which may partially explain the lower
incidence of neutropenia in this group.
Acute neurotoxicity, osteonecrosis,
and other clinically relevant side effects
were not significantly different.

Investigators are not sure why the
high-dose regimen is less toxic, but
side effects with standard therapy may
be more the result of the combination

Comment

This observation confirms the im-
portant roles of dose and schedule
in efficacy evaluations of known
active drugs, including those that
have been critical components of
successful therapy regimens for
decades. The significant improve-
ment in 5-year event-free survival
rates observed during a planned in-
terim analysis of this study
prompted a suspension of the trial
with specific treatment recommen-
dations for patients recently en-
rolled on the study and random-
ized to the inferior arm.

Acute toxicities of therapy, par-
ticularly myelosuppression and re-
lated infectious complications,

VITALS

Major Finding: Event-free survival
at b years was 82% in the high-
dose methotrexate arm and 75%
with a standard Capizzi regimen
(P =.006).

Data Source: Randomization of
2,426 children and young adults
with high-risk ALL.

Disclosures: The National Insti-
tutes of Health provided funds for
the trial. Two co-authors said they
received research funding from
Becton-Dickinson.

of drugs in the Capizzi regimen than
of methotrexate itself, Dr. Larsen said.

A substudy is looking at the com-
parative costs of the two regimens, he
added. Methotrexate is inexpensive,
but the high-dose regimen requires
hospitalization. This needs to be bal-
anced against the cost of hospitalizing
and treating with antibiotics the
greater proportion of children devel-
oping febrile neutropenia, a serious
toxicity, on the Capizzi regimen.

A new wrinkle, Dr. Larsen noted,
is that the Children’s Oncology
Group and the adult Cancer and
Leukemia Group B are planning a
joint trial comparing adult and chil-
dren’s regimens for teens and young
adults with ALL. It was scheduled to
use the Capizzi regimen, but that
needs to be reconsidered. u

were seen less frequently in this
“experimental” arm. As this newly
defined optimal dose and schedule
of methotrexate has become the
standard of care for interim mainte-
nance therapy in high-risk ALL, it
will be necessary to evaluate the
potential long-term toxicities asso-
ciated with this approach. This is of
particular importance given that
one of the objectives of this study
was to determine the effect of high-
er doses of methotrexate on reduc-
ing the incidence of central nervous
system relapse. Neurotoxicity is the
most important late effect associat-
ed with the use of this agent.
—Gregory H. Reaman, M.D.
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Busulfan-Melphalan Myeloablation Superior in Neuroblastoma

BY SUSAN LONDON

FROM THE ANNUAL MEETING OF
THE AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

CHICAGO - The combination of
busulfan and melphalan is superior to
the combination of carboplatin,
etoposide, and melphalan when used
as myeloablative therapy in children
with high-risk neuroblastoma, new
data show.

In a randomized trial conducted by
the SIOPEN (International Society of
Pediatric Oncology European Neu-
roblastoma) Group among 563 such
patients, busulfan plus melphalan
yielded higher 3-year rates of event-
free survival (49% vs. 33%; P less than
.001) and overall survival (60% vs.
48%; P = .003), investigators reported
in the plenary session.

It had a better toxicity profile over-
all as well. The main adverse effect of
busulfan plus melphalan (BUMEL), as
expected, was veno-occlusive disease,
but only 5% of patients experienced a
grade 3 occlusive event.

ASC®

“We can clearly demonstrate that the
choice of the myeloablative therapy ...
matters,” said Dr. Ruth Ladenstein.

“This is the first time in pediatric
oncology that we can clearly demon-
strate that the choice of the mye-
loablative therapy really matters,”
said principal investigator Dr. Ruth
Ladenstein of the St. Anna Children’s
Hospital and Research Institute in Vi-
enna.

“Summing up all the results, we feel
that current practice should now be in
favor of busulfan-melphalan in high-
risk neuroblastoma,” she said.

Discussant Dr. Julie R. Park called
the SIOPEN trial “a great achieve-
ment in pediatric clinical research,”
noting, for example, its collaborative
nature and completion despite the use

VITALS

Major Finding: Compared with their peers

who were given CEM, patients who were

given BUMEL had superior 3-year rates of

event-free survival (49% vs. 33%) and
overall survival (60% vs. 48%).

Data Source: A randomized trial among

563 patients with high-risk neuroblastoma

(the HR-NBL1/SIOPEN trial).

Disclosures: Dr. Ladenstein and Dr. Park
said they had no disclosures. The intra-
venous form of busulfan was provided by

for rapid COJEC induction
followed by peripheral stem
cell harvest, a first round of
local control (attempted com-
plete surgery of
the primary tu-
mor), random-
ized myeloabla-
tive  therapy
with stem cell
rescue, a sec-
ond round of

PLENARY TALK

Pierre Fabre Médicament Oncology.

of two toxic myeloablative regimens.

Yet, she cautioned, the event-free
survival rate of 33% for the CEM (car-
boplatin, etoposide, and melphalan)
regimen was much lower than that ob-
served in the previous Children’s On-
cology Group (COG) A3973 trial of
this regimen (46%), possibly because
of different treatment strategies and
patient populations, and dose-reduc-
tions of CEM for renal toxicity in the
new trial.

“The SIOPEN trial does demon-
strate that the busulfan-melphalan reg-
imen is superior to carboplatin, etopo-
side, and melphalan in the context of
receiving rapid COJEC [cisplatin, vin-
cristine, carboplatin, etoposide, and
cyclophosphamide] induction and in a
cohort of patients with good response
to induction therapy,” said Dr. Park,
chair of COG’s Neuroblastoma Sci-
entific Committee and a pediatric on-
cologist at the University of Washing-
ton in Seattle. “The COG data indicate
that these results may not be applica-
ble to those children who have re-
ceived the N6 Memorial Sloan-Ketter-
ing induction” regimen.

“The toxicities of busulfan-melpha-
lan, primarily veno-occlusive disease,
will need to be taken into account as
we consider whether further modifi-
cations of consolidation therapy can
occur,” she added.

Perhaps of greater importance, the
majority of the SIOPEN trial’s ini-
tially eligible patients were unable to
undergo randomization because of
an inadequate response to induction
therapy, as has been seen on other
clinical trials.

“Future high-risk neuroblastoma
trials must address the need for im-
proved induction response, as poor in-
duction remains a major barrier to
our cure of these children,” Dr. Park
asserted. "And continued improve-
ment of postconsolidation [therapy]
needs to be studied, as that has shown
our maximal success in treating these
children.”

The trial was the first high-risk neu-
roblastoma trial (HR-NBL1) under-
taken by SIOPEN. The design called

local  control

(radiation therapy to the pri-

mary tumor), and finally
maintenance therapy.

Patients could proceed to random-
ized myeloablative therapy only if
they had an adequate response of
metastases to the rapid induction reg-
imen and had an ade-
quate number of stem
cells harvested.

They were randomized
to BUMEL or CEM. The
busulfan was given orally
until 2006, after which an
intravenous form became
available.

A preplanned interim
analysis showed efficacy
in favor of BUMEL, Dr.
Ladenstein reported.

The trial was therefore
stopped early, after a me-
dian observation period
of 3.5 years. The 563 ran-
domized patients (just 43% of those
who were initially enrolled) had a me-
dian age of 3 years. In all, 83% had
stage IV disease.

Presenting the main efficacy results,
she said “we find [them] quite extra-
ordinary and above our expectations.”

“Most interestingly, this really was
related to a decreased relapse rate

Comment

The findings of the randomized
comparison of stem cell transplant
preparative regimens for children
with high-risk neuroblastoma in the
SIOPEN trial have considerable
ramifications for ongoing and
planned therapeutic investigation in
this disease. They suggest a critical
role for choice of preparative regi-
mens, but the immediate applica-
tion to experimental transplant set-
tings, including the use of tandem
autologous transplants in this dis-
ease, is not immediately obvious.
The difference in event-free sur-
vival observed in the CEM (carbo-
platin, etoposide, melphalan) arm
of the SIOPEN trial, compared with
that of an older COG study, which
also used CEM as the conditioning

under the busulfan-melphalan regi-
men and was not related to [de-
creased] transplant-related mortali-
ty,” she noted.

Stratified analyses
suggested BUMEL
had the greatest bene-
fit in patients who had
residual disease after
induction. “We be-
lieve that this is relat-
ed to the potency of
the drugs to work on
the resting tumor cells,” Dr. Laden-
stein commented.

In a multivariate analysis that in-
cluded age, disease stage, and treat-
ment group, patients still had a signifi-
cantly reduced risk of events when
assigned to BUMEL instead of CEM

Dr. Julie R. Park said that “the toxicities of
busulfan-melphalan, primarily veno-occlusive
disease, will need to he taken into account.”

(hazard ratio, 0.64; P less than .001).

CEM was associated with higher rates
of grade 3/4 infectious, gastrointesti-
nal, and renal adverse effects, and oto-
toxicity. BUMEL was associated with
a higher rate of grade 3/4 veno-oc-
clusive disease; patients in the trial did
not receive prophylactic anticoagula-
tion with defibrotide, she noted. M

regimen for autologous transplant,
is not immediately explainable. The
discrepancy requires collaboration
between these groups of investiga-
tors to identify potentially critical
factors which could influence the
interpretation of the important re-
sults of this study.

Given the central role for autolo-
gous transplant in this disease, op-
timizing pretransplant chemothera-
py is critical to future efforts to
improve event-free survival rates in
this disease. The relatively low in-
cidence of veno-occlusive disease
as an anticipated treatment-depen-
dent adverse event and the gener-
ally favorable toxicity profile in this
trial are reassuring.

—Gregory H. Reaman, M.D.
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New Data Support Extending Imatinib for High-Risk GIST

Study’s vesults are likely to be considered by oncology organizations updating practice guidelines.

BY SUSAN LONDON

FROM THE ANNUAL MEETING OF
THE AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

CHICAGO - In findings that are
likely to change clinical practice, a
randomized phase III trial has shown
that extending the duration of adju-
vant imatinib therapy
markedly improves out-
comes in patients with
resected gastrointestinal
stromal tumor that are at
high risk for recurrence.

Compared with their
counterparts given ima-
tinib (Gleevec) for just 1 year after
surgery, patients given the drug for 3
years were 54% less likely to have had
a recurrence and 55% less likely to
have died at the 5-year mark.

In addition, extended treatment
with the drug, an oral agent that in-
hibits multiple tyrosine kinases, was
generally well tolerated.

Lead author Dr. Heikki Joensuu pre-
sented the trial’s findings in a press
briefing and later in a plenary session.

“These data are pretty compelling,”
commented Dr. Joensuu, professor of
oncology at Helsinki University Cen-
tral Hospital. “I would not be sur-
prised if the standard will be 3 years of
adjuvant imatinib in the near future.”

At present, there are no data from
randomized trials to suggest that tak-
ing this therapy out further will yield
even greater benefit, Dr. Joensuu said.
Instead, he predicted, the strategy go-
ing forward will be to stop imatinib at
3 years but closely follow up patients
to catch any recurrences early.

“There is evidence that when we
restart imatinib, the patients will re-
spond to imatinib again,” he said. "And
those patients who have a small tumor
volume will have a good chance of re-
sponding to imatinib rechallenge for
many years, even after 10 years.”

Dr. Mark G. Kris, moderator of the
press briefing, commented, “I think the
entire oncology community was ex-
tremely excited when we saw that sur-
vival curve and those numbers at 5
years, and I think that’s one of the rea-
sons that this paper was chosen for the

G

PLENARY TALK

plenary session. It’s one of the amaz-
ing stories in oncology that ... patients
who had a 50% death likelihood at 5
years, by taking four pills [of imatinib]
a day, are alive at 5 years, and the vast
majority alive are cancer free.”

The data will likely be taken into
consideration by professional oncolo-
gy organizations as they update their
practice guidelines, said
Dr. Kris, chief of the
thoracic oncology ser-
vice and the William
and Joy Ruane Chair in
Thoracic Oncology at
Memorial Sloan-Ketter-
ing Cancer Center in
New York. “This is the kind of data
that does change guidelines, absolute-
ly, and I believe that’s what we are go-
ing to see,” he said.

Participants in the trial, formally
known as the SSGXVIII/AIO trial,
were 400 patients in Finland, Ger-
many, Norway, and Sweden who un-
derwent resection of stem cell growth
factor (KIT)-positive gastrointestinal
stromal tumor (GIST), and were at

‘I would not be
B surprised if the
standard will be
3 years of
adjuvant imatinib
in the near
future.’

Dr. Joensuu

high risk for recurrence according to
modified Consensus Criteria.

In the pre-imatinib era, such patients
had at least 50% risks of recurrence
and death in the first 5 years after re-
section, according to Dr. Joensuu.

The patients were assigned in equal
numbers to treatment with imatinib
400 mg/day for either 1 year (shown
to improve recurrence-free survival in
a previous trial) or 3 years on an open-
label basis. The drug targets the KIT
and platelet-derived growth factor re-
ceptor (PDGFR)-alpha tyrosine kinas-
es, the genes which are mutated in
most GISTs, as well as the BCR-ABL
tyrosine kinase.

Safety results showed that “the treat-

ment was generally well tol-
erated,” Dr. Joensuu said. The
most common adverse events
were anemia, periorbital ede-
ma, fatigue, nausea, and mus-
cle cramps, all of which were
generally mild.

Relative to their counter-
parts in the 1-year group, pa-
tients in the 3-year group were
more likely to experience
grade 3/4 adverse events (33%
vs. 20%) and to stop treat-
ment because of adverse
events (14% vs. 8%), however.

Intention-to-treat efficacy

VITALS

Major Finding: Compared with their coun-
terparts who were given imatinib for just 1
year after surgery, patients who were given
imatinib for 3 years had a 54% reduction
in the risk of recurrence and a 55% re-
duction in the risk of death.

Data Source: SSGXVIII/AIO, a randomized,
phase Il trial of 400 patients who under-
went resection of GIST and were at high
risk for recurrence.

Disclosures: Dr. Joensuu reported being a
consultant to and receiving honoraria from
Novartis. Novartis provided the drug and
partly funded the trial. Dr. Kris reported
being a consultant to GlaxoSmithKline,

results showed that after a 54-
month median follow-up, the
S-year rate of recurrence-free
survival was significantly bet-
ter with 3 years of imatinib than with
1 year (65.6% vs. 47.9%, hazard ratio
0.46, P less than .0001). “Resistance
was not a big problem in the current
study,” Dr. Joensuu noted.

In addition, although the 5-year rate
of overall survival was high in both
groups, it was likewise superior with

‘The entire
oncology
community was
extremely
excited when we
saw that survival
curve.’

Dr. Kris

3 years of imatinib (92.0% vs. 81.7%,
HR 0.45, P = .019). Most deaths were
due to GIST.

There may be other pharmacother-
apy options for patients at high risk for
GIST recurrence, Dr. Joensuu ac-
knowledged. “We need to have the
next generation of trials.”

Abstract discussant Dr. Charles D.
Blanke, chief of medical oncology at
the University of British Columbia,
Vancouver, said, “If you have a patient
who has a high-risk GIST — at least as
defined by the study — giving him or
her 3 years of imatinib represents the
new gold standard. For now, the over-
all survival benefit demonstrated with
immediate postoperative imatinib

Merck, and Sanofi-Aventis. Dr. Blanke re-
ported being a consultant to Novartis.

means it is no longer acceptable to
withhold treatment in the adjuvant
setting hoping to ‘catch up’ when a pa-
tient has recurrent metastatic disease.”

That said, the optimal duration of
therapy remains unknown. “There are
plenty of reasons to think giving ima-
tinib for a longer period would be bet-
ter, but that theory remains un-
proven,” he said. “If I were a patient
with resected GIST and I had a com-
pliant oncologist, I would request
more. As a compliant oncologist, I
personally will offer patients treat-
ment ... indefinitely.”

However, Dr. Blanke added, “T re-
serve the right to change my mind
pending the longer-term overall sur-
vival results of SSGXVIII and the find-
ings in PERSIST-5,” a trial assessing 5
years of adjuvant imatinib. “But I don’t
think GISTs are curable, even in the
adjuvant setting, and I bet I won't
[change my mind].”

Oncologists must also decide for
themselves which patients to treat, as
the high-risk category used in the SS-
GXVIII trial included patients with
possible recurrence risks ranging from
34% up to nearly 100%.

“But given the possibility that we
need to treat for a very long time, cou-
pled with the difficulty patients have
taking long-duration drugs, I probably
will recommend therapy for those with
a 50% chance or greater of recurrence
following surgery alone,” he said. W
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Serum Hepcidin Levels Predict ESA and IV Iron Responses

BY RICHARD HYER

FROM THE ANNUAL MEETING OF
THE AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

CHICAGO - Serum hepcidin levels
may help predict which cancer pa-
tients would benefit from the combi-
nation of erythropoiesis-stimulating
agents and supplemental iron in the
treatment of chemotherapy-associated
anemia, new data suggest.
Investigators found a positive asso-
ciation between serum hepcidin levels
and clinical response to the combina-
tion of darbepoetin alfa (Aranesp) and
intravenous iron in a planned analysis
of 489 patients in a randomized, phase
III trial. Overall, the analysis showed
that patients who received four or
five 187.5-mg doses of intravenous
iron were the most likely to achieve a
hemoglobin response (80%, com-
pared with 65% for placebo, 67% for
oral iron, and 56% for fewer than four
doses of IV iron, all given in addition
to darbepoetin). They also had the
least need of red blood cell transfu-
sions (9% vs. 13%-17% in the other

groups).

The highest hemoglobin response
rates in the study (92%-95%) occurred
in 47 patients who had serum hepcidin
levels below 64.3 ng/mL and received
four to five doses of IV iron —and these
patients required no red blood cell
transfusions, Dr. David P. Steensma of
Dana-Farber Cancer Insti-
tute, Boston, and his coau-
thors reported in a poster.

“We found, interestingly,
that patients who have
lower hepcidin levels were
much more likely to have
positive response to the IV
iron plus darbepoetin com-
bination,” Dr. Steensma
said in an interview.

Hepcidin, a peptide made
by hepatocytes, is a critical
regulator of systemic iron
homeostasis, and low
serum hepcidin concentra-
tions may predict iron defi-
ciency, according to the re-
searchers. This planned
analysis followed a Mayo
Clinic Cancer Research
Consortium study which
compared darbepoetin with

Cancer Center

Rochester, Minn.

darbepoetin plus oral iron vs. darbepo-
etin plus IV iron (ferrous sulfate) in
two doses. The investigators reported
that supplemental IV iron provided no
additional benefit, compared with oral
placebo or oral iron in the trial (J. Clin.
Oncol. 2011;29:97-105).

VITALS

Major Finding: Some 47 patients with lower
serum hepcidin levels who received darbepo-
etin and four to five doses of intravenous iron
had hemoglobin response rates of 92%-95%
and required no red blood cell transfusions.

Data Source: Phase |II MCO4CC trial of 489
cancer patients with chemotherapy-associat-
ed anemia.

Disclosures: The study was sponsored by Am-
gen. Dr. Steensma disclosed a consultant or
advisory role with Amgen, maker of ESAs dar-
bepoetin alfa and erythropoietin alfa. Dr.
Ganz disclosed that her husband, Dr. Tomas
Ganz, discovered hepcidin (Blood
2003;102:783-8), and that he has employ-
ment and stock ownership in Intrinsic Life-
Sciences, which is developing a test for hep-
cidin, has received research funding from
Amgen, and has been a paid consultant to
several companies including Ortho Biotech,
which markets erythropoietin.
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Serum hepcidin concentrations were
measured from samples taken before
treatment from 405 (83%) of the 489
eligible patients. Stratification by ter-
tiles showed the lowest tertile had up
to 20.2 ng/mlL, the middle greater
than 20.2 ng/mL to 64.3 ng/mL, and
the highest greater than 64.3 ng/mL.

Lower pretreatment serum hepcidin
was associated with better clinical re-
sponse, Dr. Patricia Ganz of the Uni-
versity of California, Los Angeles, said
in an invited discussion. “Serum hep-
cidin measurements may help predict
response to ESAs plus supplemental
iron in future trials.”

Asked whether this research would
change his clinical practice, Dr. Steens-
ma said that no serum hepcidin assay
is commercially available, but that one
is in development. In the future, “ I'll
probably use serum hepcidin to help
distinguish a subset of patients who
may have relative iron deficiency, or
who may benefit from IV iron, and
perhaps use that to help target pa-
tients who should receive combina-
tion therapy, vs. those [for whom]
maybe an ESA alone would be just
fine,” he said. [ |

TNF-Alpha Activity Eyed for Possible Role in ‘Chemo Brain’

BY RICHARD HYER

FROM THE ANNUAL MEETING OF
THE AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

CHICAGO - Circulating tumor
necrosis factor appears to play a role
in the cognitive dysfunction called

VITALS

Major Finding: sSTNFRII, a stable measure of TNF-
alpha activity, was significantly increased in pa-
tients who received chemotherapy as part of their
primary treatment for breast cancer (2,492.5
pg/mL), compared with patients who did not

(2,115.6 pg/mL, P = .007).

Data Source: Longitudinal data on 93 women en-
rolled after primary therapy for breast cancer; 49
had received chemotherapy, 44 had not.

Disclosures: The study was funded by the National
Cancer Institute and the Breast Cancer Research
Foundation. Dr. Ganz and Dr. Mustian said they
had no relevant financial relationships.

“chemo brain” that some women ex-
perience after receiving chemotherapy
as part of their primary treatment for
newly diagnosed breast cancer.

Preliminary data on 93 women in a
prospective observational cohort study
show that women who underwent
chemotherapy had higher levels of cir-
culating tumor necro-
sis factor (TNF) than
did similar women
who had not received
chemotherapy.

The chemotherapy
group also started the
study with worse
quality of life and
poorer cognitive func-
tion, compared with
patients who did not
have chemotherapy
before enrollment.
None of the women
had started endocrine

therapy at that point. “These effects are
specific to TNF and were not associated
with other biomarkers of inflammation
studied,” Dr. Patricia A. Ganz reported.

TNF may thus represent a biological
target for pharmacologic therapy; as well
as a biomarker that could help identify pa-
tients at increased risk for chemo brain,
which can persist for years after adjuvant
therapy in up to 25% of breast cancer sur-
vivors, according to Dr. Ganz of the Uni-
versity of California, Los Angeles.

The study is thought to be among
the first to comprehensively examine

the relationship between inflammato-
ry markers and cognitive changes in
breast cancer patients, she said. It was
suggested in part by a study of dox-
orubicin exposure in an animal mod-
el, which found systemic increases in
the proinflammatory cytokine TNE-
alpha. This cytokine is able to cross the
blood-brain barrier and accumulate in
the central nervous system (Neurobi-

ol. Dis. July 2006;23:127-39).
The current study enrolled 191
women within 3 months of completion
Continued on following page
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of primary therapy (surgery, radiation,
and/or chemotherapy), and prior to
initiating endocrine therapy for recently
diagnosed breast cancer. All women un-
derwent assessments at baseline and 6
and 12 months after enrollment. A sub-
set of 16 women also participated in a
PET scan substudy and had brain scans
at baseline and 12 months.

Dr. Ganz’s longitudinal data were
based on the first 93 women with com-
plete cytokine assessments (49 women
who had chemotherapy and 44
women who did not). Similar propor-
tions of both groups had undergone
mastectomy (28% overall) and radio-
therapy (76% overall) during primary
treatment; 72% of the total population
went on to receive endocrine therapy.
The women had a mean age of 51
years and were enrolled an average of
7 months after diagnosis. At baseline,
the postchemotherapy group reported

significantly poorer quality of life and
functioning on several standardized
measures, including the SF36 physical
and mental component summary
scales, sleep, fatigue, and depression.

‘These effects
are specific to
TNF and were not
associated with
other biomarkers
of inflammation
studied.’

Dr. Ganz

Self-reported measures of cognitive
complaints, including the multidimen-
sional Patients Assessment of Own
Functioning Inventory (PAOFI), also
suggested that they had greater mem-
ory impairments. A significant corre-
lation was found between the PAOFI
memory subscale score and cognitive
complaints in the chemotherapy group

July/August 2011 ¢ The Oncology Report

(correlation with log r = 0.33, P = .05).

Fasting blood specimens were test-
ed for four inflammatory markers: in-
terleukin-1 receptor antagonist, inter-
leukin-6, C-reactive protein, and
soluble TNF receptor type II (sTN-
FRII), which provides a stable assess-
ment of TNF-alpha activity. Only
STNEFRII was significantly increased in
the chemotherapy-treated group
(2,492.5 pg/mL vs. 2,115.6 pg/mL in
the other patients, P = .007). Over the
year, it decreased to the point at which
the difference between groups was no
longer significant.

In the 16 patients with complete PET
scan data, soluble TNF receptor level at
baseline was negatively correlated with
metabolic activity in the inferior frontal
gyrus in chemotherapy-treated patients
(P = .04). Patients with higher levels of
TNF receptor had lower levels of meta-
bolic activity. This, however, also im-
proved over 12 months.

Discussant Karen Mustian, Ph.D., of

Comment

The association of TNF-alpha ac-
tivity and chemotherapy-associat-
ed cognitive dysfunction from Dr.
Ganz and colleagues is an exciting
finding. It may help to decode the
mystery of “chemo brain,” which
many patients have described to
their oncologists over the last
decades. Confirmation of this
finding, prospectively, including
samples obtained prior to chemo-
therapy initiation, would further
strengthen the association.
—Charles L. Loprinzi, M.D.

the University of Rochester (N.Y.) said,
“The strengths of this study include its
prospective longitudinal design as well
as the examination of potential bio-
logical mechanisms, including inflam-
mation, genetic polymorphisms, and
cerebral function.” ]

Novel Anticoagulant Semuloparin Prevents VTEs During Chemo

BY RICHARD HYER

FROM THE ANNUAL MEETING OF
THE AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

CHICAGO - Prophylaxis with
semuloparin, an experimental ultralow-

Although the incidence of
clinically relevant bleeding
was higher at 2.8% with
semuloparin vs. 2% for place-
bo, Dr. George added that a
safety analysis found that the
incidence of major bleeding

VITALS

Major Finding: The rate of VTE events was
1.2% in patients given prophylactic semu-
loparin vs. 3.4% in a control group treated
with placebo (HR 0.36, P less than
.0001).

events is consistent throughout the
report, and my understanding is [that]
the group is conducting subgroup
analysis and evaluation of predictive
markers that may help us select the
population that would benefit from
primary prophylaxis.”

Data Source: A phase Ill trial in 3,200
cancer patients who were scheduled to re-
ceive at least 3 months of chemotherapy.

Disclosures: The study was sponsored by
Sanofi-Aventis. Dr. George disclosed nu-
merous relationships with pharmaceutical
companies, including consultant or adviso-
ry role, honoraria, and speakers bureau
with Sanofi-Aventis. Dr. Agnelli disclosed
receiving honoraria from Sanofi-Aventis
and relationships with other companies.
Dr. Stearns disclosed honoraria and re-
search funding from other companies.

A multinational study, the SAVE-
ONCO trial enrolled 3,200 patients at
high risk of VTE. Participants had
metastatic or locally advanced solid tu-
mors such as lung, pancreas, stomach,
colon/rectal, bladder, or ovarian tu-
mors for which they were starting a
new course of chemotherapy with min-
imum treatment intent of 3 months.

Patients were randomized 1:1 to
standard-care chemotherapy plus ei-
ther placebo or semuloparin 20 mg

was similarly low; at 1.2% and
1.1%, respectively.

Based on the trial results,
Dr. Elias Zerhouni, president
of global research and devel-
opment at trial sponsor
Sanofi-Aventis, announced
that the company plans “to
submit semuloparin for regu-
latory filing” in the third quar-
ter of 2011. Still investiga-
tional, the selectively

molecular-weight heparin, achieved a
significant 64% reduction in relative
risk for venous thromboembolism
events among cancer patients under-
going chemotherapy in a large, ran-
domized, double-blind, phase III trial
called SAVE-ONCO.

There is likely a
subset for whom
this drug made a
dramatic impact

L
Y
N
0
Y
o)
2
>
r
>
0
0
Z
<
I_
Z
-
I_
<
o

in early
morbidity and
mortality.

Dr. George

An intent-to-treat analysis found
that the rate of venous thromboem-
bolism (VTE) events — a composite of
symptomatic deep vein thrombosis,
any pulmonary embolism, and VTE-
related death — was 1.2% in patients
treated with semuloparin vs. 3.4% in
a control group treated with placebo
(hazard ratio 0.36, P less than .0001).

Benefits trended in favor of semu-
loparin for all components of the com-
posite end point, including any pul-
monary embolism (odds ratio, 0.41)
and VTE-related death (OR, 0.77), re-
ported Dr. Daniel J. George, who pre-
sented the paper on behalf of Dr. Gi-
ancarlo Agnelli of Perugia (Italy)
University.

engineered anticoagulant has

high anti—coagulation factor Xa activ-
ity and minimal anti—coagulation fac-
tor Ila activity with a half-life of 16-20
hours.

Although it is advocated for cancer
patients who are hospitalized or un-
dergoing surgery and is not con-
traindicated for anticoagulation, the
routine prophylaxis of ambulatory can-
cer patients receiving chemotherapy is
not currently recommended.

“So this leaves us with the question,
Which cancer patients should we now
consider for thromboprophylaxis?”
said Dr. George of Duke University
Medical Center in Durham, N.C. “Al-
ready our guidelines suggest that those
patients with cancer undergoing ma-
jor surgery, or hospitalized, or acute-
ly ill, ought to be anticoagulated with
low-molecular-weight heparin during
those periods.

“I would now submit that the SAVE

ONCO data would support having pa-
tients initiating chemotherapy, in the
setting of locally advanced or metasta-
tic disease, as a third population that
we could consider for thrombopro-
phylaxis,” he said.

Although discussant Dr. Vered
Stearns of Johns Hopkins University in
Baltimore viewed the findings favor-
ably, she cautioned that “SAVE-ONCO
should not change current practice
for the overall population.”

Dr. Stearns emphasized that predic-
tive models are needed to determine
which ambulatory patients are at the
highest risk for VTE, “and who should
be offered prophylaxis in the context of
expected clinical outcomes.” Biomark-
ers such as circulating coagulating fac-
tors are also important, she added.

“Semuloparin is an efficacious and
safe agent. That’s very exciting,” Dr.
Stearns said. “The reduction in [VTE]

subcutaneously once daily for the
length of their chemotherapy.

Patient characteristics were well bal-
anced across both arms: The median
age was 60 years, and 60% of patients
were men. More than two-thirds had
metastatic disease. Lung cancer was
the most common tumor type (36%)
followed by colon/rectal cancer (28%).
The remainder had cancer of the
stomach, ovary, pancreas, or bladder.
Treatment duration was approxi-
mately 3.5 months in both groups.

In response to audience questions,
Dr. George said that the study did not
show a survival benefit, but “there is
likely a subset of patients” for whom
this made a dramatic impact in their
early morbidity and mortality.

The study did not address cost, but
that will be a factor if prophylaxis is in-
troduced for a large population of can-
cer patients, he noted. “It really comes
down to safety and cost,” he said. W
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Vitamin D Prevents Bone Loss
Tied to Aromatase Inhibitors

BY RICHARD HYER

FROM THE ANNUAL MEETING OF THE
AMERICAN SOCIETY OF CLINICAL
ONCOLOGY

CHICAGO - The bone loss associated
with aromatase inhibitors was signifi-
cantly slowed with increasing supple-
ments of vitamin D in a prospective co-
hort study of 156 postmenopausal
women.

“The bone loss was less the higher
your vitamin D level was maintained,”
said session chair Dr. Thomas J. Smith
of Massey Cancer Center of Virginia
Commonwealth University.

“This is one of the first intervention
studies,” he said. "And the results are
pretty striking.”

Dr. Sonia Servitja of Hospital del
Mar in Barcelona, and colleagues, as-
sessed the association between 25-hy-
droxy-vitamin D [25(OH)D] concen-

VITALS

Major Finding: 25(0OH)D concentration in-
crements due to supplementation prevent
aromatase inhibitor-associated bone loss,
independently of baseline 25(0OH)D concen-
trations. Increasing levels of 25(OH)D con-
centrations at 3 months were inversely cor-
related to absolute bone loss (-0.004 g/cm?
[-0.007 to —0.0041, P = .003), at 1 year.

Data Source: Prospective cohort study of

156 postmenopausal nonosteoporotic

women using adjuvant aromatase inhibitors

in early breast cancer.

Disclosures: Dr. Sonia Servitja disclosed no
relevant relationships. Chair and invited dis-

and had initiated aromatase inhibitors
from January 2006 to June 2009.

All patients received daily oral calcium
(1 g) and vitamin D; (800 IU). Patients
with a baseline level of 25(OH)D less
than 30 ng/mL received additional oral
vitamin D;. The women were a mean

‘The bone loss was
less the higher
your vitamin D
level was
maintained ... the
results are pretty
striking.

Dr. Smith

age of 62 years with a mean age of
menopause onset of 50 years.

The magnitude of the bone-loss pre-
vention correlated with incremental in-
creases in 25(OH)D concentrations.

Each 10-ng/mL increase in
25(OH)D concentration at 3
months appeared to be associat-
ed with a 0.55% decrease in bone
loss, which was almost a third of
the average bone loss experi-
enced by these patients, accord-
ing to the study findings, pre-
sented as a poster.

The findings suggest that vit-
amin D supplementation at dos-
es higher than the standard of
400 to 800 IU/day might be use-
ful to minimize bone loss in
women starting out on aro-

cussant Dr. Thomas J. Smith disclosed re-
search funding from the American Cancer
Society and the National Cancer Institute.

matase inhibitors and who are
not eligible for bisphosphonate
therapy according to current

trations and bone loss at baseline, after
3 months of supplementation, and after
1 year, in patients receiving aromatase
inhibitor therapy for early-stage breast
cancer.

The 156 women in the prospective co-
hort had hormone-positive breast cancer

Comment

While | agree with that “the findings
suggest that vitamin D supplementa-
tion at doses higher than the stan-
dard of 400-800 [U/day might be
useful to minimize bone loss in
women starting out on aromatase in-
hibitors...,” this does not mean that |
would recommend that all such pa-
tients get their vitamin D levels test-
ed or that higher than recommended
doses of vitamin D should be pre-
scribed. There have been many rec-
ommendations made about vitamin

guidelines.

Those patients who achieved
25(OH)D concentrations greater than
or equal to 40 ng/mL at 3 months ex-
perienced significantly reduced bone
loss. In addition, 25(OH)D increases at 3
months were protective for relative bone
loss (adjusted beta for each quintile
1.01%, P less than .001). [ |

D, during the recent past, which
have not been substantiated with fur-
ther, more definitive, investigation.

Rather, | would recommend that
further study of this issue is indicat-
ed. If a randomized, placebo-con-
trolled study provided similar conclu-
sions, then more definitive
recommendations could be made
about the use of vitamin D for main-
taining bone integrity in women on
aromatase inhibitors.

— Charles L. Loprinzi, M.D.
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Marker Predicts Risk of
Drug-Induced Neuropathy

BY JENNIE SMITH

FROM THE ANNUAL MEETING OF
THE AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

Researchers have identified a
genetic biomarker that can
predict a patient’s likelihood of
experiencing taxane-induced pe-
ripheral neuropathy.

Blacks and adults who are ad-
vancing in age are at elevated risk
of developing neuropathy, which

‘Those who carried
one normal nucleotide
and one abnormal
[single nucleotide
polymorphism] had a
40% chance and
those who carried two
abnormal SNPs had a
60% chance.’

affects up to a third of people who
are receiving chemotherapy with
taxane drugs such as paclitaxel,
according to results of the same
study.

The marker in the RWDD3
gene, if it is developed into a
blood test, would allow clinicians
to identify patients who are vul-
nerable to peripheral neuropa-
thy, which is characterized by a
pain and numbness in fingers and
toes.

Peripheral neuropathy can keep
patients from receiving the in-
tended amount of their therapy,
which in turn complicates treat-
ment.

The findings, which were re-
leased in advance of ASCO’s an-
nual meeting, emerged from a
large genome-wide association
study involving 2,204 early-stage
breast cancer patients who were
enrolled in a clinical trial that used
weekly paclitaxel for 12 weeks in
all arms.

This marked the first time a ge-
netic predictive biomarker has
been reported for taxane-induced
neuropathy.

For their research, Dr. Bryan P.
Schneider of the Simon Cancer
Center at Indiana University, In-
dianapolis, and his colleagues,
looked for variations in DNA
called single nucleotide poly-
morphisms (SNPs) in each pa-
tient.

During the study and follow-up
period, 613 of the patients report-
ed experiencing grade 2-4 neu-
ropathy.

By looking at more than 1.2 mil-
lion SNPs in each patient, Dr.
Schneider and his colleagues were
able to identify genetic subgroups
of those who were most likely to
develop neuropathy.

“Those who carried two normal
nucleotides in a specific regulato-
ry gene had a 27% chance of ex-
periencing neuropathy,” the inves-
tigators wrote in their abstract.
“But those who carried one nor-
mal nucleotide and one abnormal
SNP had a 40% chance and those
who carried two abnormal SNPs
had a 60% chance.”

Dr. Schneider and his colleagues
also found that older patients and
blacks were much more likely to
have peripheral neuropathy. The
likelihood of neuropathy in-
creased 12.9% with every decade
of age. Blacks saw a twofold in-
crease in the likelihood of devel-
oping neuropathy.

Dr. Schneider and his colleagues’
data came from a study that was
funded by the Eastern Cooperative
Oncology Group under the Na-
tional Cancer Institute. Dr. Schnei-
der disclosed a consulting relation-
ship with Genentech, and several of
his coauthors reported consulting
relationships with, or having re-
ceived research funding or hono-
raria from, Genentech. [ |

Comment

This trial is one of many that
are evaluating genetic infor-
mation to explain variances
among people related to the
efficacy and/or toxicity of dif-
ferent drugs. The presented
data are most interesting but
need to be replicated in an
independent data set for
confirmation.

In addition, there are likely
to be other important genetic
explanations for the diverse
degrees of chemotherapy-in-
duced neuropathy that hope-
fully will be discovered in on-
going investigations. The
genetic associations might
well be different for other
drugs that cause chemother-
apy-induced neuropathy (for
example, platinum agents).

— Charles L. Loprinzi, M.D.
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CMS Proposes Physician Pay Be Cut 30% for 2012

BY ALICIA AULT

FROM THE FEDERAL REGISTER

s expected, the Centers for
AMedicare and Medicaid Ser-

vices proposed that physician
fees for 2012 would be reduced by
29.5%. The proposed rule was re-
leased in the Federal Register July 1.

The reduction is required by the
Sustainable Growth Rate (SGR) for-
mula that was part of the Balanced
Budget Act of 1997. But Dr. Donald
M. Berwick, CMS administrator, said
in a statement that the agency is hop-
ing to find a way to avoid the statuto-
ry decrease.

“This payment cut would have se-
rious consequences, and we cannot
and will not allow it to happen,” Dr.
Berwick said. “We need a permanent
SGR fix to solve this problem once
and for all. That’s why the president’s
budget and his fiscal framework call
for averting these cuts, and why we
are determined to pass and imple-
ment a permanent and sustainable
fix.”

Dr. Peter W. Carmel, president of the
American Medical Association, said the
reductions called for by the SGR for-
mula are a constant threat to physicians’

Drug Shortages

BY ALICIA AULT

he persistent shortages of several
medications, especially injectable
and infusion products, are now affect-
ing virtually every hospital department,
according to data released July 12.
The American Hospital Association
(AHA) and the American Society of
Health System Pharmacists (ASHP)
surveyed their members and found
that 99.5% of hospitals had experi-
enced one or more drug shortages in
the last 6 months. Most hospitals re-
ported delaying treatment or rationing
certain products, and almost all said
that the shortages have led to in-
creased drug costs. It appears from the
new data that shortages have grown
from affecting mostly oncology de-
partments to affecting the majority of
clinical care areas at the hospital.

stability. “We are pleased that there is
support from the administration and bi-
partisan members of congress for per-
manent reform of this broken system,
but agreement is not enough,” said Dr.
Carmel in a statement.

The AMA has been seeking a review
and revision of the Medicare Econom-
ic Index (MEI), a measure of cost in-

As part of its continuing
efforts to identify
‘potentially misvalued
codes,’ the CMS will be
taking a look at all
evaluation and
management codes to
determine whether they
are undervalued.

creases that affect physician practices.
Dr. Carmel said that such a review was
promised in the 2011 Medicare Physi-
cian Fee Schedule final rule, but the
newly released proposed rule for 2012
shows it has not yet begun. Revisions
in the MEI could significantly reduce
the legislative cost of permanent re-

form of the Medicare physician pay-
ment formula,” said Dr. Carmel, noting
that cost is an estimated $300 billion
over the next 10 years.

The reductions could be deeper for
some specialties — especially for radia-
tion oncology and diagnostic imaging —
based on the impact of the Physician
Practice Information Survey. The
changes would reflect the third year of
a 4-year transition to new practice ex-
pense relative value units.

And more payment changes may be
looming. The CMS said in a state-
ment that it is proposing to continue
its efforts to identify what it calls “po-
tentially misvalued codes.” As part of
those efforts, it will be taking a look at
all evaluation and management (E/M)
codes to determine if they are under-
valued. It’s the first time the agency
has looked across all specialties, ac-
cording to the CMS.

“We believe strong efforts are need-
ed to evaluate Medicare’s fee schedule
to ensure that it is paying accurately
and ensuring that Medicare beneficia-
ries continue to have access to vital ser-
vices, such as primary care services,”
Jonathan Blum, director of the Center
for Medicare, said in a statement.

Diagnostic imaging has been a target

for Medicare, and it is again in this pro-
posal. The agency wants to extend the
multiple procedure payment reduction
(MPPR) policy to the professional com-
ponent of advanced imaging services,
which includes CT scans, MRI, and ul-
trasound. The agency said the reduction
would affect about 100 types of services.
It is also the first ime the CMS has tak-
en aim at the professional component
of these services. That component
would be reduced by 50% for subse-
quent procedures furnished to the same
patient, on the same day, in the same
session, according to the CMS.

For the first time, the agency is
proposing quality and cost measures
to be used in setting incentive pay-
ments for physicians who provide
higher quality and more efficient care.
That lays the groundwork for 2015,
when the Affordable Care Act requires
the CMS to begin making payment ad-
justments for certain physicians and
physician groups. The requirement
goes into effect for all physicians in
2017. The agency is proposing to use
2013 as the initial performance year.

Comments to the proposed rule can
be submitted until Aug. 30 at www.
regulations.gov; a final rule is expect-
ed by Nov. 1. [ ]

Go Beyond Oncology, Impact Nearly Universal

The AHA survey included respons-
es from 820 hospitals, collected during
June 2011. Of all respondents, 90%-
95% said that within the last 6 months
they had experienced shortages of
medications for the following clinical
uses: surgery and anesthesia, emer-
gency care, cardiovascular care,
GI/nutrition, and pain management.
Shortages were also noted in infec-
tious diseases, oncology, neurology,
endocrinology, ob.gyn., allergy, and
psychiatry. Three-quarters of hospi-
tals said they rarely or never received
advance notice of the shortages.

Strategies to deal with the shortages
varied. The vast majority of hospitals
reported that they purchased a more
expensive alternative or bought ex-
cess inventory.

In a separate study, researchers from
the University of Michigan, Ann Ar-

bor, and the ASHP reported that the
number of shortages (211) in 2010
was the highest ever recorded in a sin-
gle year. The researchers surveyed
ASHP members about the impact of
30 recent shortages; 353 pharmacists
responded. Overall, pharmacists spent
about 9 hours a week managing short-
ages, with an estimated annual labor
cost of $216 million. Shortages
seemed to hit bigger hospitals harder.
When asked if drug shortages created
an increased burden, 97% of respon-
dents agreed or strongly agreed; 93%
said shortages increased costs, and
55% said shortages compromised care
(Am. J. Health-Syst. Pharm. 2011 July
12 [doi:10.2146/ajhp110210]).

“Our results confirm what prior sur-
veys have shown: Pharmacy directors
believe that the burden of drug short-
ages continues to increase and that

drug shortages have changed clinical
practice and compromised patient
care,” the investigators wrote.

The shortage problem is attracting
more attention in Congress. In Feb-
ruary, Sen. Amy Klobuchar (D-Minn.)
introduced the Preserving Access to
Life-Saving Medications Act (S. 296),
which would give the Food and Drug
Administration the authority to re-
quire early notification from pharma-
ceutical companies when a shortage
appears to be imminent. At press time,
the bill had 11 cosponsors.

Rep. Diana DeGette (D-Col.) and
Rep. Tom Rooney (R-Fla.) introduced
the bill in the House in mid-July. “The
early warning system this bill creates
represents an immediate safeguard to
help prevent sudden shortages of
these life-saving medications,” Rep.
DeGette said in a statement. |



www.OncologyReport.com

39

Newly Diagnosed Patients Often Denied Oncology Appointments

Paperwork bigger obstacle than insurance, as individuals with advanced cancers struggle to be seen.

BY NEIL OSTERWEIL

FROM THE ANNUAL MEETING OF
THE AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

CHICAGO - One of the hardest
things about having a newly diagnosed
advanced cancer may be getting in to
see an oncologist.

When volunteers posed as patients
with a new diagnosis of inoperable
hepatocellular carcinoma (HCC), they
were able to secure a new-patient ap-
pointment only 23% of the time in
432 attempts, reported Dr. Keerthi
Gogineni and Dr. Katrina Armstrong
of the University of Pennsylvania in
Philadelphia.

Contrary to expectations, insurance
appeared to be a barrier rather than a
boon: Some 29% of volunteers who
reported being uninsured were able to
get a new-patient appointment, com-
pared with 22% of those who said they
were privately insured and 17% who
said they were on Medicaid, the in-
vestigators found.

The most frequent reason (39% of
cases) that the “patients” couldn’t get
a first appointment was an expectation
on the part of the hospital or oncolo-
gy practice that patients would have all
of their medical records in hand at the
time of scheduling.

“That’s a lot to ask of someone

VITALS

Major Finding: Research assistants posing
as patients with inoperable hepatocellular
carcinoma got new-patient appointments

only 23% of the time.

Data Source: Paired testing study of 160
clinical centers in 25 U.S. metropolitan

areas.

Disclosures: The study was internally fund-
ed. Neither the authors nor Dr. Ryan had

relevant financial disclosures.

who has just gotten a frightening di-
agnosis. Their records may be in lots
of different places, and you have to be
pretty savvy to say ‘I'm going to get
my doctor’s notes from here, my scans
from here, my labs from here, and
pathology from here, and have all of
that ready by the time you call them
and ask for an appointment,” Dr.
Gogineni said in an interview.

Where Was the Scheduler?

Other grounds for failure to schedule
an appointment included inability to
reach the scheduler (24% overall) and
referral requirements (18%). Addi-
tional reasons that patients could not
get an appointment were refusal to see
uninsured patients (4%), the need to
go through a new-patient coordinator
(3%), insurance type not accepted
(2%), and the need to talk to a finan-

cial counselor.

“It’s a huge problem right
now,” commented Dr. David
P. Ryan, clinical director of
the cancer center at Massa-
chusetts General Hospital in
Boston.

His hospital found that it
has to have one phone num-
ber for new cancer patients,
and that the calls need to be
directed quickly to access
nurses on call for each disease
center, he said in an interview. The
nurses talk to patients to help deter-
mine the best referral.

It's a lot to ask of
someone who has
just gotten a
frightening
diagnosis that
they have all their
records in hand.

Dr. Gogineni

“What we realized very quickly is
that a nonclinical person [answering
the phone] just doesn't have the right
clinical expertise to find the right dis-
ease center, particularly in a big acad-
emic medical center, where everybody
is subspecialized,” according to Dr.
Ryan.

NCI-Designated Sites Less Open
The finding that National Cancer
Institute—designated centers were less
likely to grant a new-patient appoint-
ment highlights the fact that many
physicians at such centers are paid by
salary, and may not have incentives to
see additional patients above their cur-
rent caseload, Dr. Ryan suggested.
The study reported that appointment
rates were lower at NCI-designated
sites than at non-NCI sites (16% vs.
25%).

The investigators modeled their
study on a paired-testing design simi-
lar to the type used to root out hous-
ing discrimination. Research assistants
were instructed in how to simulate a
patient with newly diagnosed inoper-
able HCC, and with varying insur-
ance statuses. The study sampled a to-
tal of 160 clinical sites, including NCI
centers, hospitals caring for a dispro-
portionate share of low-income pa-
tients, and academic medical centers in
25 of the largest metropolitan areas in
the United States.

The authors recommended that
“more socially nuanced and medical-
ly informed intakes may improve ac-
cess to new cancer patients. Access to
patient navigators at the earliest point
of contact could increase access to
new appointments for vulnerable pa-
tients.” [ |

House Lawmakers Debate Independent Payment Advisory Board

BY FRANCES CORREA

WASHINGTON - Partisan squab-
bling from both sides of the aisle was
the highlight of 2 days of House com-
mittee hearings on the Independent
Payment Advisory Board.

“The Affordable Care Act ends the
Medicare guarantee; it ends Medicare
as we know it,” chairman Paul Ryan
(R-Wisc.) said during a July 12 hear-
ing before the House Budget Com-
mittee.

“Nobody is arguing against capping
spending around here. The only dif-
ference is, this law empowers the [In-
dependent Payment Advisory Board]
with the unilateral power to decide
how to live underneath that cap,” he
said.

Rep. Henry Waxman (D-Calif.) and
Rep. Frank Pallone (D-N.J.) defended
the health reform law and its capacity
to improve Medicare.

“Republicans just assert [that the Af-
fordable Care Act] doesn’t control
costs and then they attack the new
law’s comprehensive approach it takes

to control costs,” Mr. Waxman said
during a July 13 hearing of the House
Energy and Commerce Committee’s
Subcommittee on Health. He argued
that Republicans also ignore Con-
gressional Budget Office estimates

Republicans
ignore estimates
that their budget
proposal could
double costs for
Medicare
patients.

Rep. Waxman

that the Republican budget proposal
could double costs for Medicare ben-
eficiaries once the law is fully enact-
ed in 2022.

The IPAB is a board created by the
Affordable Care Act. Slated to start in
2014, the board will consist of 15
members appointed by the president,
plus three ex-officio members from
the Executive Branch. The IPAB will
make yearly recommendation to Con-

gress on how to stay within Medicare
budget targets; if Congress does not
reject the recommendations by a two-
thirds majority or come up with equiv-
alent savings of their own, the rec-
ommendations will become law
automatically.

During rounds of questioning be-
fore both committees, Health and Hu-
man Services Secretary Kathleen Se-
belius drove home the point that the
IPAB recommendations would keep
Congress in the “driver’s seat,” re-
quiring its approval. Ms. Sebelius also
argued in favor of the board’s poten-
tial to improve the health care system,
and added that the Republican budget
plan would do the opposite.

“I think [the IPAB] could look at a
lot of the underlying rising costs, and
recommend payment strategies that
much more closely align what doctors
tell me they really want to do,” Ms. Se-
belius testified. “T would suggest that
the House Republican plan just shifts
costs onto seniors and those with dis-
abilities, and does not addresses the
underlying costs at all.”

IPAB opponents disagree with the
requirement that the House and Sen-
ate approve IPAB recommendations
by a two-thirds vote. They said that
this cedes to the board powers that the
Constitution gives to Congress, mak-
ing the IPAB fundamentally unconsti-
tutional.

Although the board is charged with
devising recommendations to reduce
costs within Medicare, it lacks the abil-
ity to increase revenue or change ex-
isting benefits. This is one of the rea-
sons opponents argue against the
board’s potential to enact further cuts
in provider payments and, in their
view, decrease access to care.

Rep. Tom Price (R-Ga.), who is also
an orthopedic surgeon, spoke before
the commiittee. “If I'm told by the fed-
eral government that I will not be
paid for a service, what happens in my
presentation of the options to that pa-
tient?

“As that treating physician, I may be
coerced by the federal government
into not even presenting that option to
the patient,” Rep. Price said. [ ]
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With CancerCare,
the difference comes from:

e Professional oncology social workers
e Free counseling

¢ Education and practical help

¢ Up-to-date information

e CancerCare for Kids®

For needs that go beyond medical care, refer your
patients and their loved ones to CancerCare.

CancerCare’s free services help people cope with
the emotional and practical concerns arising from
a cancer diagnosis and are integral to the standard
of care for all cancer patients, as recommended

by the Institute of Medicine.

care

makes all the difference
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Help and Hope

1-800-813-HOPE (4673)
www.cancercare.org





