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Supportive Care:

Studies Test New Agents Offering Relief

From Treatment-Related Side Effects

Hematologic Malignancies: ASCO Meeting

Highlights New Approaches To Treatment
By Lawrence M. Prescott
NEW ORLEANS—A number of promising new therapeutic

approaches are becoming available for the treatment of a variety of
hematologic malignancies, according to investigators presenting their
clinical research findings at the American Society of Clinical Oncology
annual meeting here last month. Some of the study results follow:

Pixantrone-Based Therapy in Relapsed NHL
Pixantrone (Cell Therapeutics Inc.), an anthracycline-derived drug

designed to improve the activity and safety of the anthracycline family of
anti-cancer agents, when substituted for etoposide in the ESHAP

By Lawrence M. Prescott
NEW ORLEANS—A number of new agents are becoming available

which can offer cancer patients relief from chemotherapy-induced adverse
effects and side effects related to cancer itself, researchers said at the
annual meeting of the American Society of Clinical Oncology. Following
are highlights of these studies:

L-glutamine Oral Suspension for Chemotherapy-Related Mucositis
Results of a pivotal phase III clinical trial point out that treatment

with AES-14 (Saforis, Amgen), an L-glutamine oral suspension, safely
and effectively reduces the severity of oral mucositis associated with
anthracycline-based chemotherapy in female patients with breast cancer,
according to Donald Peterson, professor and head, department of oral
diagnosis, School of Dental Medicine, University of Connecticut Health
Center.

“While moderate and severe cases can threaten the very survival of
patients by increasing the risk of serious infections and delaying or reducing
cancer treatments, even milder cases can significantly impact quality of
life,” Peterson said. “Now, with the first practice guidelines recently
released and breakthrough treatment like Saforis being shown effective
in rigorous scientific studies, we are confident that supportive care for
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Study Finds Pixantrone
Effective In Refractory NHL
(Continued from page 1)
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(etoposide, methylprednisolone, cisplatin and cytosine
arabinoside) regimen, is a well tolerated and effective
therapeutic modality in previously treated patients
with refractory non-Hodgkin’s lymphoma, according
to Gabriella Camboni, director of development, Cell
Therapeutics Inc., of Seattle.

“The BSHAP (pixantrone plus SAP) regimen
can be given on an outpatient basis, has no clinical
effect on cardiac function, and is associated with
major responses in sixty-one percent of relapsed and
refractory aggressive NHL patients treated in this
study,” Camboni said.

In a prior study (Borchmann P. etal. 45th ASH.
2003) reported in The Clinical Cancer Letter (Vol.
27, No.1, January 2004), it was shown that the
substitution of pixantrone for doxorubicin in elderly
patients with aggressive NHL who had failed prior
doxorubicin-containing CHOP (cyclophosphamide,
vincristine, prednisone, and doxorubicin) was a safe
and highly active approach in these difficult-to-treat
patients.

In this study, pixantrone was substituted for
etoposide in another standard approach for the
treatment of NHL, the ESHAP regimen. Twenty-one
patients,  all  of whom had received a prior
anthracycline-containing regimen and 67% of whom

were refractory to their immediate prior regimen,
received pixantrone 80 mg/m2 iv on day 1, or
methylprednisolone 500 mg iv on days 1-5, cisplatin
25 mg/m2 iv on days 1-4, and cytosine aabinoside 200
mg/m2 iv on day 5.

Treatment was given every 21 days, on an
outpatient basis, when possible. Response and
progression were evaluated using guidelines from the
international workshop to standardize response
criteria in NHL (Cheson criteria).

Nineteen of 21 patients received a total of 70
cycles of the BSHAP regimen, the median number
of cycles per patient being four, two withdrawing for
medical or personal reasons, Camboni said. Initially,
the plan was to test four levels of pixantrone, but
after two dose-limiting toxicities, one a grade 3
infection and the other a febrile neutropenia, 80 mg/
m2 was defined as the maximum tolerated dose.
Treatment delays due to toxicity occurred in 26
instances, one due to grade 2 peripheral neuropathy
and the remainder because of hematologic toxicity.
There were, however, no clinically significant cardiac
events or decreases in left ventricular ejection
fraction (LVEF) of 20% or more.

A total of 18 patients were evaluable for
response, Camboni said. The objective major
response rate was 61% with 7 complete remissions
(CR) and 4 partial remissions (PR). A further 6
patients had stable disease and 1 patient went on to
disease progression.

Among the 11 responders, 4 had primary
refractory disease to their immediate prior regimen.
Six patients went on to autologous stem cell
transplantation (ASCT) after remission with BSHAP.
The median duration of response was 146 days in
patients with CR or PR.

The median time to progression in the full study
group of 21 patients was 170 days and the overall
survival in this group was 440 days, ranging from 1
to 646 days.

Bortezomib in Relapsed Multiple Myeloma
Final results from the phase III confirmatory

APEX trial show that there is a significant
improvement in survival in patients with relapsed
multiple myeloma treated with bortezomib (Veloade,
Milennium), the first of a new class of drugs called
proteasome inhibitors, compared to those treated high-
dose dexamethosone, according to Paul Richardson,
department of medical oncology/hematologic
malignancies, Dana-Farber Cancer Institute, and
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instructor of medicine, Harvard Medical School.
The APEX trial enrolled 669 patients with

relapsed or refractory multiple myeloma at 94 centers
in North America, Europe, and Israel, Richardson
said.

These patients were randomized to bortezomib
1.3 mg/m2 iv on days 1, 4, 8, and 11 every 3 weeks
for 8 cycles followed by 1.3 mg/m2 iv on days 1, 8,
15, and 22 every 5 weeks for 8 cycles or oral
dexamethasone 40 mg on days 1-4, 9-12, and 17-20
every 5 weeks for 4 cycles followed by 40 mg days
1-4 every 28 days for 3 cycles.

Data from the interim analysis showed a 58%
improvement in time to disease progression in patients
receiving bortezomib compared to those on
dexamethasone, 5.7 months versus 3.6 months
respectively, Richardson said.

The trial was halted one year early after an
independent data monitoring committee concluded
that the findings showed this statistically significant
improvement in time-to-disease progression in favor
of bortezomib. At that time, patients randomized to
dexamethasone were allowed to receive bortezomib.

Present data demonstrates a statistically
significant improvement in overall survival in patients
treated with bortezomib compared to dexamethasone,
Richardson said.

Patients with relapsed multiple myeloma who
received bortezomib had an estimated 30% reduction
in risk of death compared to those receiving
dexamethasone. This statistical significance was
maintained even though about 50% of patients
crossed over to bortezomib treatment after having
progression of disease on dexamethasone therapy.

Liposomal All-Trans Retinoic Acid
For Acute Promyelocytic Leukemic

Single agent liposomal-encapsulated (Lipo) all-
trans retinoic acid (ATRA), a lipidized form of a
vitamin A derivative appears to offer some patients
with acute promyelocytic leukemia (AP) a potential
cure without the need for cytotoxic chemotherapy,
said Apostolia Maria Tsimberidou, instructor,
department of leukemia, University of Texas M.D.
Anderson Cancer Center.

“This is the first time we have seen patients with
an acute leukemia potentially cured without the use
of chemotherapy,” said Elilu Estey, professor of
medicine, department of leukemia, M.D. Anderson
Cancer Center and the study’s principal investigator.
“That’s an important development in the f ield of

leukemia.”
There is interest in using “targeted” therapy in

leukemia in order to avoid non-specific toxicity, said
Tsimberidou, presenter of the study at the meeting.
This is possible in APL because of the availability of
ATRA.

Traditional treatment of APL combines ATRA
taken orally with the chemotherapeutic agent
idarubicin. The difficulty here is that little of the
vitamin A is absorbed when swallowed. By putting
ATRA inside a lipid carrier and injecting it into the
body, it is not metabolized and stays longer in the
tissues.

To reach these conclusions, 34 patients with
APL were enrolled in a phase II clinical trial and
given Lipo-ATRA 90 mg/m2 intravenously (iv) every
other day for three months, Tsimberidou said. Patients
continued to take the drug without chemotherapy as
long as their bone marrow showed no evidence of
the characteristic molecular APL signature of PML-
RARA by polymerase chain reaction (PCR) test. This
test was performed at 3, 6, and 9 months from
hematologic CR. If the test was positive, idarubicin
was added. Results were compared with those of 57
patients who received a standard ATRA plus
idarubicin induction regimen of ATRA 45 mg/m2 daily
until CR and idarubicin 12 mg/m2 daily for 4 days
beginning on day 5 of ATRA.

Patients in CR received two courses of
idarubicin 12 mg/m2 daily for 3 days and 2 years of
maintenance with three cycles of mercapto-purine,
vincristine, methotrexate, and prednisone (POMP)
alternating with one cycle of idarubicin.

At a median followup of 4.2 years, 27 of the 34
patients in the Lipo-Atra treatment group had CR for
an objective response rate of 79%, while 44 of the
57 patients in the idarubicin/ATRA group had CR for
an objective response rate of 77%.

During the followup period, 8 of the 27 patients
on Lipo-Atra relapsed (30%) and 17 of the 44
patients in the idarubicin/ATRA group relapsed
(39%).

The overall survival rate at 4 years was 76% in
the Lipo-ATRA-treated patients and 59% in those
who received idarubicin and ATRA.

Of particular note, 10 of the 26 responders
treated with Lipo-ATRA with available PCR data for
monitoring PML-RARA (one lost to followup) remain
in remission, relapse-free and alive for an average of
five years,  despite never having received
chemotherapy.
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patients with mucositis will soon dramatically
improve.”

The study was a randomized, double-blind,
placebo-controlled, multicenter, phase III clinical trial
which evaluated 2,084 female breast cancer patients
scheduled to receive at least three anthracycline-
based regimens, Peterson said. Of these patients, 326
women developed at least WHO grade 2 oral
mucositis in a screening cycle, translating to a
mucositis rate of 15.7%. These 326 patients were
assigned to treatment cycle 1 or 2. The patients were
then randomized to receive either AES-14 dosed three
times daily to a cumulative daily dose of 7.5g, an
amount within the literature-based dietary intake of
L-glutamine, or placebo in treatment cycle 1 and then
switched study drug (AES-14 patients to placebo,
placebo patients to AES-14) in cycle 2.

The primary efficacy endpoint was achieved,
Peterson said, with treatment with AES-14
significantly reducing the incidence of oral mucositis
by 22%. In addition, AES-14 treatment resulted in a
significant decrease in duration of clinically significant
oral mucositis.

Treatment cycle two could not be compared to
treatment cycle one because of a significant
carryover benefit observed in the patients who
received AES-14 first. The carryover benefit caused
patients that crossed over from AES-14 to placebo
to have a 36% lower-than-expected incidence of oral
mucositis, a phenomenon which suggests that AES-
14 may optimize mucosal repair during one cycle, thus
protecting patients from oral mucositis during
subsequent cycles of chemotherapy. This carryover
effect, however, invalidated crossover eff icacy
comparison.

Long-Term, Extended-Release Morphine
A long-term, once-daily morphine sulfate

extended release capsule (LMSER) (Avinza, Ligand
Pharmaceuticals) controls moderate to severe
chronic pain with an acceptable side effect profile in
patients with cancer pain despite disease progression
during this one-year study, said Eric Groves, vice
president,  project management, Ligand
Pharmaceuticals Inc., San Diego.

“In the patient with cancer pain, our results

suggest that a single daily 100 mg morphine sulfate
extended-release capsule may provide pain relief with
or without the addition of between zero and two
rescue doses,” Groves said. “Furthermore, patient
dose requirements remained stable over the one-year
period and rescue medication requirement was stable
in patients who remained on study for greater than
six months, these patients, therefore, having a limited
need for rescue medication.”

These conclusions were reached from a subset
analysis of data acquired during an open-label, one-
year extestion study of 284 chronic pain patients who
had completed one of four LMSER clinical trials,
Groves said. Thirty-one patients were in the cancer
subset. The median once-daily LMSER dose was 120
mg at baseline and remained stable throughout the
trial to study endpoint.

The drug provides stable analgesia in patients
with cancer pain throughout the initial 8 months of
the one-year treatment period, with variable increases
in pain intensity for those patients who remained
through the last four months of the study, as would
be expected with a cancer pain population, Groves
said. While up to four rescue medication doses per
day were allowed without consideration of an LMSER
dose increase, the median number of daily doses of
rescue medication ranged from zero at one month to
two at month twelve.

Of the 71% of patients who needed rescue drugs
during the trial, patients completing more than six
months of the trial had a median change from baseline
in number of rescue drugs ranging from zero to one.
Adverse effects were consistent with those expected
of opioid therapy in this patient population, being mild
to moderate in severity.

Darbepoetin alfa for Anemia
Darbepoetin alfa (Aranesp, Amgen) dosed once

every three weeks, achieves and maintains the target
hemoglobin levels recommended by clinical guidelines
in managing anemia in cancer patients receiving
chemotherapy, stated Glen Justice, medical oncologist
and director, Pacific Coast Hematology/Oncology
Medical Group, Fountain Valley, Calif.

“Early treatment of chemotherapy-induced
anemia with darbepoetin alfa 300 mcg once every
three weeks, before moderate to severe anemia can
develop, resulted in fewer transfusions and greater
symptom improvement compared with late treatment,”
Justice said. “Furthermore, these data demonstrate
that darbepoetin alfa corrects anemia when

Supportive Care:

Saforis Reduces Oral Mucositis
Due To Anthracycline Therapy
(Continued from page 1)
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administered once every three weeks, which can
simplify the treatment of anemia and provide added
benefit to patients and physicians by fitting easily into
the existing chemotherapy schedule.”

This study enrolled 201 patients with nonmyeloid
malignancies and chemotherapy-induced anemia into
a randomized, open-label, multicenter clinical trial
designed to evaluate current ASH/ASCO guidelines
on the initiation of erythropoietic therapy and to
assess benefit from early intervention, at grade 1
anemia, Justice said. The primary objective of the
study was to assess the ability of darbepoetin alfa
300 mcg every three weeks to maintain hemoglobin
(Hb) concentrations at or above 10.0 g/dL.  The
primary endpoint was the proportion of patients with
a Hb drop below 10.0 g/dL at week 13. Secondary
endpoints included the proportion of patients with a
Hb drop below 10.0 g/dL at the end of the study, the
proportion of patients who needed a transfusion during
the treatment period, mean Hb over time, and the
mean change in FACT-Fatigue subscales from
baseline.

Patients with baseline Hb > 10.5 g/dL and < 12
g/dL were randomized to early intervention with
darbepoetin alfa 300 mcg every three weeks or to
late intervention, in patients treated with darbepoetin
alfa 300 mg every three weeks, if Hb < 10 g/dL, up
to 23 weeks, Justice said. There were 99 patients in
the early intervention group and 102 patients in the
late intervention group which was divided into 38
patients who were randomized but not treated and
64 patients who received treatment.  At 23 weeks,
the completion time of the study, there were 80
patients in the early intervention group, 21 patients in
the observation group, and 46 patients in the late
intervention group.

At week 13, inpatients in the early intervention
group, darbepoetin was able to maintain optimal Hb
levels between 11 and 13 g/dL, in accordance with
ASH/ASCO and National Comprehensive Cancer
Network guidelines, as well as correct anemia in
patients with Hb levels below 10 g/dL. Greater than
90% of patients in both intervention groups achieved
and maintained optional Hb levels between 11 and 13
g/dL, with 97% in the early intervention group and
90% in the late intervention group attaining this target
Hb range for the remainder of the study. Furthermore,
early intervention with darbepoetin alfa every 3 weeks
resulted in fewer blood transfusions and greater
symptom improvement compared with late
intervention or observation.

Oral UFT Equivalent To FULV
In Stage II and III Colon Cancer

By Lawrence M. Prescott
NEW ORLEANS—Oral uracil plus tegafur and

leucovorin is equivalent to intravenous 5-fluorouracil
and leukovorin, offering an alternative oral therapy
to standard-of-care treatment for colon cancer,
according to results of a phase III study presented at
the American Society of Clinical Oncology annual
meeting.

“The two regimens were equitoxic and well
tolerated,” said Norman Wolmark, chairman of the
National Surgical Adjuvant Breast and Bowel Project;
chairman, department of human oncology, Allegheny
Cancer Center; and professor, human oncology,
Drexel University of Medicine.

“Also, oral UFT plus LV achieved equivalent
disease-free survival and overall survival when
compared to iv FULV in these patients with state II
and III carcinoma of the colon,” Wolmark said.

To reach these conclusions, NSABP carried out
a phase III trial to compare oral UFT+LV to FULV
in colon cancer. Between February 1997 and March
1999, 1,608 patients with stage II and III colon cancer
were enrolled into the NSABP Protocol C-06 two-
arm randomized prospective study.

A total of 1,561 patients were eligible for
randomization, with 784 patients receiving oral UFT
+ LV—tegafur and uracil 300 mg/m2/day in a one to
four molar ratio orally X 28 days and leucovorin 90
mg/day orally X 28 days, each 35 day cycle X 5 or
777 patients receiving FULV—5-FU 500 mg/m2 iv
bolus weekly X 6 and LV 500 mg/m2 iv weekly X6,
each 8 week cycle X3.

The primary aim of the study was to compare
the ability of oral UFT + LV with FULV in prolonging
disease-free survival and overall survival, Wolmark
said. Other endpoints included safety and quality of
life.

At 64 months mean followup, there were no
significant differences in disease-free survival or
overall survival between oral UFT + LV and FULV,
Wolmark said. The five-year disease-free survival
rate with FULV was 76.4% and with UFT + LV,
74.5%. Overall survival rates were 78.7% and 78.7%
respectively. The Fact C metric scale on the Quality
of Life questionnaire showed no significant
differences, but other secondary quality of life
measurements during chemotherapy administration
showed a trend favoring UFT.
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Following are highlights of other  results in colon
cancer studies presented at the ASCO annual
meeting:

Panitumumab in Metastatic Colorectal Cancer
In an interim analysis, panitumumab (Amgen/

Abgenix), a fully human monoclonal antibody directed
against the epidermal growth factor receptor (EGFr),
has shown encouraging single-agent antitumor activity
in patients with metastatic colorectal cancer who have
failed standard chemotherapy, according to J.
Randolph Hecht, associate clinical professor of
medicine, and director, GI Oncology Program,
University of California, Los Angeles, School of
Medicine.

“Panitumumab was well tolerated, had
predictable pharmacokinetics,  and showed
encouraging durable responses,” said Hecht.
“Furthermore, we are encouraged because there has
been no anaphylaxis seen in patients taking
panitumumab, and infusion-related reactions are
rare.”

This phase II study was designed to assess the
efficacy and safety of panitumumab in patients with
metastatic colorectal cancer who previously failed
therapy with a fluoropyrimidine and irinotecan or
oxaliplatin or both, Hecht noted. A total of 148 patients
were enrolled in the study and received panitumumab
2.5 mg/kg weekly intravenously (iv) over one hour
for eight weeks (1 cycle). Repeat 8-week cycles were
carried out until disease progression or unacceptable
toxicity. All the patients had measurable tumors which
were tested and confirmed for EGFr expression by
immunochemistry. They were stratified into cohorts
by their EGFr staining intensity: Cohort A with a
higher EGFr staining intensity:  2+ or 3+ in greater
thaN 10% of evaluated tumor cells (105 patients),
and Cohort B with a lower EGFr staining intensity:
1+, 2+, 3+ in greater than 10%, but 2+ or 3+ in less
than 10% of evaluated tumor cells.

The primary endpoint was response at week 8,
with responses confirmed four or more weeks later,
Hecht said. Secondary endpoints included evaluation
of additional measures of clinical efficacy, overall
safety, and safety and efficacy in patients with lower
tumor EGFr staining intensity.

Treatment with panitumumab resulted in an
overall response rate of 10%, with 15 partial
responses (PR), with a median duration of response
of 5.2 months. Of the 15 patients with a response, 13
patients responded at the time of the first 8-week

evaluation and 2 additional patients responded after
the second eight week evaluation, both at week 18.
Stabilization of disease was seen in 38% of patients
(56). The median overall time to progression was two
months and the median overall survival was 7.9
months.

Exploratory subgroup analyses compared
responses in 80 patients who had received two prior
chemotherapy agents and in 68 patients who had
received three prior agents, Hecht said. The efficacy
was similar with 9 responses or 11% in those with
two prior chemotherapy agents and 6 responses or
9% in those with three prior chemotherapy agents.
Of particular importance, response to panitumumab
appears to be independent of prior treatment with
oxaliplatin, indicating potential usefulness in patients
with refractory colorectal cancer.

In this setting, panitumumab was well tolerated,
Hecht said. There was only one infusion-related
reaction recorded and this did not result  in
discontinuation of treatment. There were no instances
of anaphylaxis and, in the 110 patients treated to date,
there were no human antihuman antibodies. The most
common side effect was a mild to moderate reversible
skin rash, rarely resulting in discontinuation of
panitumumab.

Statin Use for Prevention of Colorectal Cancer
Statins, a group of widely prescribed drugs that

lower cholesterol, are associated with a reduced risk
of colorectal cancer, said Stephen Gruber, assistant
professor, department of internal medicine, assistant
professor, epidemiology, human genetics, and director,
Cancer Genetic Center; University of Michigan
Comprehensive Cancer Center.

“There is a 46 percent reduction in risk after
adjustment for other known risk factors, a finding that
is statistically significant,” Gruber said. “Also, we
looked at several types of lipid lowering and this
proved to be a class effect, not seen with fibric acid
derivatives.”

These conclusions were reached from the
Molecular Epidemiology of Colorectal Cancer
(MECC) Study, which compared the use of statin
drugs in 1,849 Israeli patients diagnosed with
colorectal cancer from 1998 to 2004, and 1,959
controls without colorectal cancer, matched for age,
gender, and ethnicity, (i.e., Jewish versus non-Jewish),
Gruber said. The study participants underwent an
interview which assessed personal and family history
of cancer, screening practices, other medical
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conditions, medication use, physical activity, and
nutritional data including a food frequency
questionnaire. Diagnosis of colorectal cancer was
confirmed by standardized pathological review. Use
of HMG CoA reductase inhibitors was measured by
self report, with a minimum duration of five years
use, as well as confirmation by prescription records.

Initial results demonstrated that, in 1,814
evaluable persons with confirmed colorectal cancer,
106 individuals of 5.8% had used statins for more
than five years and 1,708 persons or 94.27% had no
reported statin use, Gruber said.  In the 1,959 controls,
222 persons or 11.3% had used statins for more than
five years, while 1,737 individuals or 88.7% had no
reported statin use, a reduction in risk of developing
colorectal cancer of 51% in people who took statin.
This protective effect was still significant after
adjusting for other known risk factors such as age,
hypercholesterolemia, ethnicity, aspirin or NSAID use,
and a mutation in the APC gene.

To assess whether the association was the result
of a non-specific cholesterol lowering effect, other
cholesterol-lowering drugs were examined and no
significant association was found between the fibric
acid derivatives and colorectal cancer, Gruber noted.
Approximately 95% of the people taking statin drugs
were using pravastatin or simvastatin. Less than 5%
reported taking other statins such as lovastatin and
fluvastatin.

“The significant protective effect of statins in
colorectal cancer development deserves further
investigation,” Gruber concluded. “This is an
observational study, however, and statins are not
indicated for colorectal cancer prevention by the
FDA, so it’s too early to recommend that patients
take statins to reduce their risk of colorectal cancers.”

Lung Cancer:

Adjuvant Chemo Improves
Survival In Early Lung Cancer

NEW ORLEANS—Results from a randomized
study, Cancer and Leukemia Group B Protocol 9633,
have shown that adjuvant chemotherapy can
significantly improve survival for patients with early
stage lung cancer following surgery compared with
surgery alone.

The findings were presented at the 40th
American Society of Clinical Oncology annual
meeting.

“The results of this study represent an important

development in the management of patients with early
stage lung cancer,” said lead investigator Gary
Strauss ,  Rhode Is land Hospi ta l  and  Brown
Medical School. “Until now, no randomized study
has demonstrated an unequivocal survival benefit
when chemotherapy is administered after surgery in
patients with early stage lung cancer.”

Recent randomized studies have suggested the
potential benefit of adjuvant chemotherapy in
resectable lung cancer. The International Adjuvant
Lung Trial (IALT) showed a modest but significant
survival advantage with cisplatin-based adjuvant
chemotherapy in stages IA to III NSCLC. On the
other hand, Adjuvant Lung Project Italy (ALPI) failed
to show a benefit for cisplatin-based adjuvant
chemotherapy in patients with similar stages. A
randomized trial from Japan indicated a survival
benefit with the oral agent, uracil-tegafur in stage IA
and IB adenocarcinoma of the lung. This drug,
however, is not available in the U.S.

CALGB 9633 was unique in two respects. It is
the first randomized trial to evaluate the combination
of carboplatin and Taxol in the adjuvant setting in lung
cancer. This combination has been a standard of care
for advanced stage lung cancer for many years, and
many oncologists believe that it is better tolerated
than the adjuvant chemotherapy combinations used
in other trials. Moreover, this study focused on a single
wellcharacterized stage of early lung cancer, namely
stage IB disease.

In this study, 344 patients with stage IB non-
small cell lung cancer (with tumors at least 3cm in
diatmeter) who had undergone complete surgical
removal of the tumor were randomized to receive
adjuvant chemotherapy (n=173) with paclitaxel 200
mg/m2 over 3 hours and carboplatin AUC 6, each
administered on day one every three weeks for four
cycles, or to no further treatment after surgery
(n=171).

Overall survival was significantly better for
patients who received the adjuvant chemotherapy.
There was an absolute 4-year overall survival benefit
of 12% (71% with chemotherapy versus 59% with
observation). At 4 years, lung cancer mortality was
15% and 26% in the chemotherapy and control
groups, respectively. Overall, there have been 19 lung
cancer deaths in the chemotherapy group and 34
deaths from lung cancer in the control group
(p=0.018).

Adjuvant chemotherapy was well tolerated, and
there were no chemotherapy-related toxic deaths.
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Grade III or IV neutropenia occurred in 36% of
patients.

“In general, chemotherapy for lung cancer has
been given to patients when the disease is at an
advanced stage, while for patients with early stage
disease the most effective treatment is complete
surgical removal of the tumor,” said Richard Schilsky,
professor of medicine, associate dean for clinical
research, Biological Sciences Division, University of
Chicago and chairman of CALGB. “This study clearly
shows that patients with early stage lung cancer
benefit from adjuvant chemotherapy, as do patients
with breast and colon cancer. The use of
chemotherapy early in the disease has the greatest
impact on improving survival.”

Treat Cancer, But Protect Heart
Anderson Cardiologists Warn

Cancer treatments, including the most commonly
used chemotherapy agents as well as the newest
biologic and targeted therapy drugs, can harm a
patient’s heart, sometimes fatally, but many physicians
may not adequately monitor patients for such damage
or manage their care to minimize it, according to a
study by cardiologists at University of Texas M. D.
Anderson Cancer Center.

The study, published June 29 in Circulation, is
the first large-scale review of cardiovascular
complications of cancer therapy. Patients and doctors
may not be aware of the spectrum of heart problems
that can arise from cancer treatment, said the study’s
lead author, Edward Yeh,  professor and chairman of
the Department of Cardiology.

“Many cancer survivors will actually be at
greater risk from cardiac disease as from recurrent
cancer,” said Yeh. “Now that cancer is often being
treated as a chronic, manageable disease, it is critical
that this treatment doesn’t substantially weaken a
patient’s heart.”

Yeh and nine other cardiologists from M. D.
Anderson found in their review of 29 anticancer
agents that there is no class of cancer drug that is
free of potential damage to the heart. Even the
newest targeted therapies, designed to attack only
cancer cells, can cause cardiotoxicity, Yeh said. Drugs
such as Avastin, Erbitux, and Rituxin produce a
significant amount of hypertension as well as
hypotension in patients.

“They seem to have more general toxicity than
many other agents, but the problems they produce

NCI-Approved Clinical Trials
The National Cancer Institute’s Cancer Therapy

Evaluation Program Approved the following clinical
research studies last month. For further information
about a study, contact the principal investigator listed.

Randomized Single Institution Pilot Study of
Vaccinia-CEA(6D) Tricom and Fowlpox-CEA(6D)-Tricom
with GM-CSF in Combination with Docetaxel in Patients
with CEA-Bearing Cancers. Georgetown University
Hospital, protocol 6230, Marshall, John, phone 202-687-
7664.

Phase II Trial of 17-N-allylamino-17-17demethoxy
Geldanamycin Diluted in EPL Diluent in Metastatic
Melanoma Patients. Memorial Sloan-Kettering, protocol
6480, Chapman, Paul, phone 212-639-5015.

Phase II Trial of OSI-774 in Patients with Advanced
Non-Small Cell Lung Cancer and a Performance Status of
2. Southwest Oncology Group, protocol S0341, Hesketh,
Paul, phone 617-789-2317.

Bone Marrow Analysis in Early-Stage Breast Cancer.
National Surgical Adjuvant Breast and Bowel project,
protocol NSABP-BP-59, Krag, David, phone 802-656-5830.

usually involve changes in blood pressure, which can
be easily treated if recognized,” Yeh said.

Patients using chemotherapy drugs known as
anthracyclines/anthraquinolones that includes
Adriamycin should be closely monitored, because
these agents frequently produce irreversible chronic
heart failure or left ventricular dysfunction, said Yeh.

Alkylating agents have other toxic effects.
Platinol and Cytoxan, the most widely used alkylating
agents, can produce heart problems that range from
chronic heart failure to hypertension, if the total dose
is high. Chemotherapy drugs known as
“antimetabolites,” which include 5-fluorouracil (5-
FU), can produce ischemia, which can lead to heart
attacks if not treated. However, heart problems are
relatively rare in the “antimicrotubules” class of
chemotherapy drugs, of which Taxol is a member.

Other non-chemotherapy drugs noted for their
high risk of cardiotoxicity include Interleukin-2, which
frequently results in hypotension or arrhythmias;
Gleevec which can cause heart failure; Trisenox, from
which fatal “QT prolongation” can result; and
Thalidomide, which can produce a variety of serious
heart ailments.

The researchers found that Herceptin is less
toxic than generally believed, although it can cause
chronic heart failure and left ventricular dysfunction.

“Monitoring and management is key to surviving
cancer with a good and lasting heart,” Yeh said.


