
Pulmonary Nodule in 
Patients with Breast Cancer

A B S T R A C T  &  C O M M E N T A R Y

By William B. Ershler, MD

Synopsis: Of 34 breast cancer patients with pulmonary nodules
and no other evidence for metastatic disease, progression occurred
in only 3 (of the 26) who’s nodules were < 1 cm in diameter, com-
pared with all 8 in whom the nodules were > 1 cm. The data sug-

gest that sub-centimeter pulmonary nodules in those without
apparent metastatic disease elsewhere are unlikely themselves to
represent metastases and such patients should not be excluded

from curative-intent adjuvant therapy protocols.

Source: Lee B, et al. The clinical significance of radiologically detected
silent pulmonary nodules in early breast cancer. Ann Oncol.

2008;19:2001-2006.

Clinical oncologists utilize neoadjuvant chemotherapy
before surgery or adjuvant chemotherapy, radiotherapy, or hor-

monal therapy after surgery to reduce the risk of recurrence and
improve overall survival. For patients who present with evidence for
systemic metastases, treatment strategies are often administered
with less intensity and with palliative intention. Thus, the pre-treat-
ment assessment of tumor stage remains critical. Computerized
tomography (CT) is commonly employed and, not infrequently,
pulmonary nodules are visualized without the presence of other
metastatic lesions. To the extent that these represent a process other
than metastatic breast cancer, such patients would be more aptly
approached with “curative intent” adjuvant treatments. Even in
today’s environment of aggressive interventional techniques, many
of these nodules are sufficiently small, or are centrally located and
not amenable to needle biopsy. Thus, Lee et al from the United
Kingdom performed a retrospective review examining clinical out-
comes in patients with early breast cancer found to have radiologi-
cally detected pulmonary nodules, with no other evidence for
metastatic disease.

For this, medical records of breast cancer patients who underwent
thoracic CT scans at a single institution (Charring Cross Hospital,
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London) between the years 2002 and 2008 were ana-
lyzed. Those with obvious metastatic disease were
excluded. Patients were identified using the radiology
database by searching for the terms: “suspicious lung
metastases” and “indeterminate nodules.”

Of the 1,578 new patients assessed from 2002 to
2008, there were 802 staging CT scans. Sixty-five cases
(8.1%) were identified with pulmonary, but approxi-
mately half were excluded because the primary findings
could be attributed to infection (n = 3), effusion (n = 6),
sarcoma of the breast (n = 3), other metastatic disease (n
= 5), or were normal (n = 14). The remaining 34 cases
were considered “indeterminate” and were subdivided
on the basis of size and number. At a median follow-up
of 18 months, there were no changes in lesion size in six
of the seven (86%) patients, with a solitary nodule < 1
cm in 17 of 19 (89%) patients with multiple sub-cen-
timeter nodules. In contrast, in 100% of cases with pul-
monary nodules > 1 cm, the nodules had progressed at
follow-up (p = 0.004).

■■ COMMENTARY
There remains no consensus on the management of

‘indeterminate’ pulmonary nodules. In earlier studies in
which such nodules were detected by chest X-ray or
early CT scan, many were found to be cancerous. For
example, a report published in 1984 examined the nature
of solitary pulmonary nodules in breast cancer patients,
and found that 95% harbored malignancy (either
metastatic breast cancer in 43% or lung cancer in 52%).1

In another study of 64 breast cancer patients with pul-
monary nodules that were biopsied, 10 were found to
have metastatic disease.2 In that study, the size of the
nodules was not described, but the fact that biopsies
were accomplished suggests they were larger than in the
current report.

CT-discovered small (< 1 cm) pulmonary nodules
have been the focus of interest in those studying the fea-
sibility and efficacy of lung cancer screening.
Recommendations for management of non-calcified
nodules of < 0.5 cm include annual CT follow-up. For
lesions between the sizes of 0.6 and 0.8 cm, scanning
should occur at six-month intervals the first year, then at
two years, whereas for those with lesions > 0.8 cm, they
should be followed-up by contrast-enhanced dynamic
CT scanning at 3, 9, and 24 months.3 PET scanning is
recognized to be of diagnostic value in solitary pul-
monary nodules of > 1 cm in which the standardized
uptake value (SUV) of > 3 has proven to be both a sen-
sitive and specific indicator of cancer.4 However, if a
nodule is < 1 cm, sensitivity and specificity decline.5

Thus, the current report suggests breast cancer cases
with subcentimeter pulmonary lesions and no evidence
of metastases elsewhere are unlikely to represent
metastatic disease. This, however, is based not upon his-
tological evidence but on a lack of change over a medi-
an follow-up of 18 months during which most patients
received some sort of anti-breast cancer therapy.
Nonetheless, it is hard to argue with Lee et al’s conclu-
sion, based upon their findings, that such patients should
be treated with curative intent, and that their entry into
clinical trials should not be excluded.   ■
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Dasatinib for CML Blast
Phase after Imatinib Failure
A B S T R A C T  &  C O M M E N T A R Y

By Andrew S. Artz, MD
Division of Hematology/Oncology, University of Chicago
Dr. Artz reports no financial relationships relevant to this field of study.

Synopsis: Options for CML blast phase after imatinib
failure have been very limited. This trial combined
results of two parallel studies evaluating dasatinib, a
second-generation tyrosine kinase inhibitor, for ima-
tinib-resistant or -intolerant CML in blast phase.
Among the 157 patients, 109 had myeloid blast phase
(MBP) and 48 had lymphoid blast phase (LBP). Major
hematologic responses occurred in 34% for MBP and
35% for LBP, and cytogenetic responses occurred in
33% of MBP and 52% of LBP. The median overall sur-
vival was 11.8 months and 5.3 months for MBP and
LBP, respectively. Cytopenias were frequent with pleu-
ral effusion being the primary non-hematologic toxicity.
Dasatinib shows considerable activity in imatinib-
resistant or -intolerant blast phase of CML.

Source: Cortes J, et al. Efficacy and safety of dasatinib in
imatinib-resistant or -intolerant patients with chronic myeloid
leukemia in blast phase. Leukemia. 2008;22:2176-2183.

Chronic myelogenous leukemia (cml) is typi-
cally considered a triphasic disease. It often presents

in chronic phase and, without treatment, progresses to
accelerated and/or blast phase. The blast phase can be
immunophenotypically characterized as myeloid in
approximately 70% of cases and lymphoid in around
30%. The prognosis for blast-phase CML remains very
poor, with a median survival of around eight months.1

Imatinib (originally known as STI-571) inhibits the
aberrant tyrosine kinase activity of the Bcr-Abl fusion
protein found in CML. Single-agent imatinib has consid-
erable activity and excellent long-term results in chronic-
phase CML.2,3 Unfortunately, for blast-phase CML, ima-
tinib has reasonable activity but minimal long-term bene-
fit.4 Several second-generation tyrosine kinase inhibitors,
namely nilotinib and dasatinib, have activity in imatinib-
resistant CML and Philadelphia chromosome-positive
ALL. Dasatinib is an oral multi-kinase inhibitor of BCR-
ABL and SRC. Initially Cortes et al reported early results
of 74 imatinib-resistant or -intolerant CML blast-phase
patients.5 Now, Cortes et al report on the complete series
of 157 patients and extended follow-up.

These results represent pooled data from two parallel
phase II open-label, single-arm international studies
(START-A, START-L) using dasatinib for imatinib-resist-
ant or intolerant CML in either myeloid blast phase
(MBP) or lymphoid blast phase (LBP). The dasatinib
starting dose was 70 mg twice daily. Among the 157
patients, 69% had MBP and 31% had LBP. Imatinib
resistance, as opposed to intolerance, was present in 90%
of subjects. Over half of these patients had received
chemotherapy (not including imatinib). Nineteen patients
underwent stem cell transplantation, and they were cen-
sored at the time of transplantation. 

A hematologic response of at least four weeks was
achieved in 50% of MBP and 40% of LBP. A complete
hematologic response was achieved in 25% and 29% of
MBP and LBP, respectively. Response rates were similar
for those who previously received stem cell transplanta-
tion. Median progression-free survival was 6.7 months and
3.0 months in MBP and LBP, respectively. Median overall
survival was 11.8 months (95% CI 7.1 — no upper bound)
for MBP and 5.3 (95% CI 4-11.4 months) for LBP.

Cytopenias were a common and expected toxicity.
Among the non-hematologic toxicities, pleural effusions
were frequent. Grade 3 to 4 pleural effusions occurred in
15% of MPB and 6% of LBP. The median time to occur-
rence was 2.4 to 3.0 months.

■■ COMMENTARY
The management of blast-phase CML is particularly

difficult. Chemotherapy alone has high toxicity with rela-
tively poor response rates.6 Imatinib has emerged as a
front-line option for blast-phase CML. Imatinib induced a
52% response rate and 16% complete cytogenetic
response for blast-phase disease.7 Nevertheless, complete
hematologic responses are infrequent, and median sur-
vival approximates that in the pre-imatinib era.4

Combining imatinib with chemotherapy for MBP may
improve response rates,8 but long-term results remain dis-
mal due to primary resistance and short-remission dura-
tions. Further, in the modern era, many patients in blast
phase have progressed on prior imatinib therapy.
Allogeneic transplantation remains the only viable option
for disease eradication, but transplantation in blast phase
only offers 10%-15% long-term survival.

This study of dasatinib for imatinib-resistant or -intol-
erant CML in blast phase shows a reasonable response
rate and favorable toxicity profile. Specifically, response
rates were around one-third, with complete cytogenetic
responses in one-third of MBP and half of LBP. A major
benefit to responses derived from dasatinib may be to
allow the opportunity for patients to proceed to transplan-
tation, assuming they were transplant candidates and a
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donor could be identified. Unfortunately, most patients
will not be transplant candidates, and the median progres-
sion-free survival of 6.7 months for MBP and 3.0 months
for LBP illustrate the poor long-term outcomes.

Preliminary data also suggest nilotinib has activity in
imatinib-resistant CML.9 There are insufficient data to
guide which drug may be preferential. While dasatinib
has the adverse toxicity of pleural effusions, dasatinib has
the beneficial property of crossing the blood-brain barri-
er and even inducing responses in Philadelphia chromo-
some-positive disease in the CNS.10

Several drawbacks are worth noting. In addition to the
frequent complication of cytopenias in the first several
months of therapy, the unusual toxicity of pleural effusion
was fairly common. The biologic underpinning for pleu-
ral effusions using dasatinib has been postulated to relate
to inhibition of platelet-derived growth factor (PDGF)-
Beta inhibition. Also, while only 10% of the patients had
imatinib intolerance, Cortes et al do not provide the
response rate for imatinib resistance alone. It is conceiv-
able that all of the imatinib-intolerant patients responded;
in which case, the response rate for imatinib-resistant
CML in blast phase is slightly lower. More difficult to
decide will be whether to extrapolate these findings to
employ dasatinib as initial therapy, with or without
chemotherapy, for initial treatment of imatinib-naïve
CML blast phase.

The data suggest dasatinib or nilotinib could be consid-
ered as initial therapy for CML in blast phase. However,
until comparative studies are performed, the standard
remains imatinib initially with or without chemotherapy
for CML in blast phase. Future studies will explore not
only the option of dasatinib as initial therapy for all phases
of CML, but also combining dasatinib with chemotherapy
for CML in blast phase.   ■
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Laporoscopic Surgery 
for Colorectal Cancer
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: A European multi-institutional trial com-
pared outcome in terms of three-year disease-free and
overall survival for patients with colon cancer who had
resection either by laparoscopic approach or laparoto-
my. Although there were minor differences observed,
these and other secondary outcomes were comparable,
and the authors conclude that laparoscopic surgery
should be implemented more widely for colon cancer
resection.

Source: Buunen M, et al. Survival after laparoscopic surgery
versus open surgery for colon cancer: long-term outcome of a
randomized clinical trial. Lancet Oncology. 2009;10:44-52.

Surgery remains the only curative option for
colon cancer, and traditionally this has entailed

tumor resection through large abdominal incisions.
However, since the introduction of laparoscopic
approaches, there has been increased interest in apply-
ing this technique to colon tumor resection. There is evi-
dence that laparoscopic colectomy is associated with
less morbidity and improved convalescence,1-4 but early
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concerns regarding local tumor recurrence5 have raised
lingering questions regarding the safety of laparoscopy
for cancer surgery.

Buunen et al now present findings from the colon can-
cer laparoscopic or open resection (COLOR) trial, the aim
of which was to compare three-year disease-free survival
and overall survival after laparoscopic and open resection
of solitary colon cancer. The trial was conducted at 29 sites
throughout Europe over a six-year period (1997-2003).
Patients with a solitary cancer of the right or left colon and
a body mass index < 30 kg/m² were randomly assigned to
either laparoscopic or open surgery as curative treatment in
a carefully controlled effort to prove the hypothesis that
laparoscopic colon tumor resection was not inferior to
laparotomy. Disease-free survival at three years after sur-
gery was the primary outcome, with a prespecified non-
inferiority boundary at 7% difference between the groups.
Secondary outcomes were short-term morbidity and mor-
tality, number of positive resection margins, local recur-
rence, port-site or wound-site recurrence, and blood loss
during surgery. Neither patients nor healthcare providers
were blinded to patient groupings. Analysis was intention-
to-treat. 

During the recruitment period, 1,248 patients were
randomly assigned to either open surgery (n = 621) or
laparoscopic surgery (n = 627). Of these, 172 were
excluded after randomization, mainly because of the
presence of distant metastases or benign disease, leaving
1,076 patients eligible for analysis (542 assigned open
surgery and 534 assigned laparoscopic surgery). Of those
assigned to laparoscopic surgery, 102 (19%) were con-
verted to open resection either before or during the pro-
cedure because of initial operative findings precluding
effective laparoscopic resection. With regard to analysis,
converted procedures were considered in the laparoscop-
ic group as warranted by the ‘intent-to-treat’ principle of
the study design.

Median follow-up was 53 months (range 0.03-60).
Positive resection margins, number of lymph nodes
removed, and morbidity and mortality were similar in
both groups. The combined three-year disease-free sur-
vival for all stages was 74.2% (95% CI 70.4-78.0) in the
laparoscopic group and 76.2% (72.6-79.8) in the open sur-
gery group (p = 0.70 by log-rank test); the difference in
disease-free survival after three years was 2.0% (95% CI
-3.2 to 7.2). The hazard ratio (HR) for disease-free sur-
vival (open vs. laparoscopic surgery) was 0.92 (95% CI
0.74-1.15). The combined three-year overall survival for
all stages was 81.8% (78.4-85.1) in the laparoscopic
group and 84.2% (81.1-87.3) in the open-surgery group (p
= 0.45 by log-rank test); the difference in overall survival
after three years was 2.4% (95% CI -2.1 to 7.0; HR 0.95

[0.74-1.22]). 
The data were insufficient to rule out a difference in

disease-free survival at three years in favor of open colec-
tomy because the upper limit of the 95% CI for the differ-
ence just exceeded the predetermined non-inferiority
boundary of 7%. However, the difference in disease-free
survival between groups was small, overall survival met
criteria for non-inferiority, and there were no significant
differences in the adequacy of resection, as indicated by
the comparability in tumor-free margins and number of
lymph nodes resected. Nor was there any difference in
operative morbidity or mortality. Tumor recurrence in the
abdominal wall was noted in seven of 534 (1.3%) in the
laparoscopy group and in two of 542 who had been
assigned to open colectomy (p = 0.09). In the laparoscop-
ic group, five of the seven local recurrences occurred at
the trocar site; two were at the extraction site. In total,
however, only three local recurrences occurred as the only
manifestation of recurrent disease (two in the laparoscopy
group and one in the open group).

■■ COMMENTARY 
There have been similar trials comparing laparoscopic

and open colon cancer resection in recent years, and a
recent meta-analysis, which incorporated data from three
other large trials and the first 520 patients of the COLOR
trial, concluded that disease-free survival (at three years)
and overall survival for stages I-III colon cancer patients
did not differ between treatment groups.

The COLOR trial adds impetus to the movement to
more widely applied laparoscopic techniques. However,
certain reservations persist and need to be addressed. In this
trial, patients with a BMI of > 30 kg/m2 were excluded, pri-
marily because at the time of study initiation, there was lim-
ited experience with this procedure in obese patients.
Nonetheless, obesity is an established risk factor for colon
cancer,6 and it remains to be established if comparable
results will be achieved in this increasing segment of the
population. Furthermore, the 19% pre- and intraoperative
conversion rates need to be addressed. Will improved pre-
operative imaging studies allow for a more accurate assess-
ment of which patients are appropriate for laparoscopic
resection? Finally, broad application of the procedure will
require additional training and experience for practicing
surgeons. Although the COLOR trial included 29 hospitals,
all surgical teams were experienced (a minimum of 20
laparoscopically assisted colectomies), and their techniques
recorded and reviewed, before they were allowed to partic-
ipate in the trial. Until this type of experience is achieved in
the community, expectations of ‘non-inferiority’ of the
laparoscopic approach might not be what is observed.   ■
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Monoclonal Gammopathy:
Not So Benign
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In a large series of MGUS patients followed
prospectively, transformation to multiple myeloma or
other hematological malignancy, although present, was
at a rate considerably lower than expected, based upon
reports from retrospective series. Nevertheless, overall
survival for MGUS patients was significantly less than
that for the general population.

Source: Schaar CG, et al. Long-term follow-up of a popu-
lation based cohort with monoclonal proteinemia. Br J
Haematol. 2008;144:176-184.

Monoclonal gammopathy of undetermined sig-
nificance (MGUS) is defined by the presence in

serum of a monoclonal protein (M protein) in patients
who have no other features of multiple myeloma, amyloi-
dosis, or other hematological malignancy.1 Although at
times considered ‘Benign Monoclonal Gammopathy,’ the
progression of MGUS to multiple myeloma remains a
real, but incompletely understood concern.2 Whereas there
is general agreement on the prevalence of MGUS among
individuals over the age of 70 years (about 3%),3,4 the rate
of conversion to myeloma, or other hematological malig-
nancy, remains unclear. Most relevant data in this regard
are derived from retrospective studies, and depending on

the criteria used for the definition of MGUS, the cumula-
tive risk of transformation to myeloma has been reported
to range from 11% to as high as 50% at 15 years.5-8

Prospective studies on the risk of malignant transforma-
tion in patients with MGUS, and the factors predictive of
survival, have been lacking. The Dutch Comprehensive
Cancer Centre West, comprising 1.6 million inhabitants,
initiated a prospective, hospital-based cohort study on 1,464
patients with newly diagnosed monoclonal gammopathy,
median age 73 (17-103) years. M protein-related diagnoses,
patients’ characteristics, laboratory investigations, bone
marrow examinations, and skeletal X-rays were registered
with a yearly follow-up. Examined outcomes were death or
new diagnoses of multiple myeloma and non-Hodgkin
lymphoma. Kaplan-Meier survival curves were compared
with age- and gender-matched survival data from the total
Dutch population. Cumulative malignant transformation
was corrected for death using a competing risk model. Risk
factors for transformation or death were analyzed by uni-
variate and multivariate analyses.

Among 1,007 MGUS patients, malignant transforma-
tion was associated with rising M protein levels, IgA and
IgM isotype, and occurred at a yearly rate of 0.4%. All
MGUS patients survived less than a matched cohort of the
Dutch population, even in the absence of M protein-asso-
ciated comorbidity. Serum albumin levels at time of diag-
nosis appeared highly predictive for survival. 

■■ COMMENTARY
Thus, although MGUS, in this large prospective trial,

was associated with a low rate of malignant transforma-
tion, its presence was associated with an accelerated rate
of death compared with the general Dutch population of
the same age. The cumulative development of myeloma
by 10 years was only 3.9%. This lower than expected
number perhaps reflects the statistical methodology
employing a competing risk analysis inasmuch as the
death rate was 67% at 10 years. If this type of analysis had
not been used, the cumulative transformation to myeloma
would have appeared larger (6.6% at 10 years). Factors
associated with transformation included the level and type
of paraprotein (IgA and IgM at higher risk). 

In multivariate analysis, factors associated with short-
ened survival included male gender, age > 60 years, and
low-serum albumin. In fact, it was possible to divide the
MGUS patients by serum albumin strata, which resulted
in impressive survival differences, ranging from a median
survival of less than two years for those with serum albu-
min of > 3 g/dL to more than 8.5 years for those with a
serum albumin of > 4 g/dL.

Excluding patients initially diagnosed with MGUS, but
who developed multiple myeloma, other hematological

14 February 2009



malignancy, or solid tumor, survival for those remaining
with MGUS was considerably lower than the general age-
matched population. An explanation for this is not readily
apparent. Apparently, myeloma or not, MGUS is not
benign!   ■
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Risks of Androgen
Suppression Therapy 
for Prostate Cancer:The
Importance of Comorbidities
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In a post hoc analysis of patients entered
on a prostate cancer clinical trial, among those receiv-
ing androgen suppression therapy, those with higher
levels of comorbidity were more likely to suffer
adverse consequences, and this was particularly evi-
dent for those who had lower risk for prostate cancer
specific mortality.

Source: D’Amico AV, et al. Causes of death in men undergoing

androgen suppression therapy for newly diagnosed localized or
recurrent prostate cancer. Cancer. 2008;113:3290-3297.

Androgen suppression therapy (ast) is demon-
strably of value in the treatment of metastatic prostate

cancer1 and in the prevention of recurrence, when used in
the neoadjuvant2 or adjuvant settings.3 Yet, there is a devel-
oping literature regarding adverse outcomes associated
with AST, particularly with regard to metabolic syndrome
and coronary artery disease.4,5 In fact, recently it was sug-
gested that overall survival may even be shortened for
those receiving AST plus external beam radiation com-
pared with those receiving external beam radiation alone.
D’Amico et al from the Dana Farber Cancer Institute have
approached the issue of AST-associated mortality in the
context of existing comorbidities by examining outcomes
of 148 men who received AST treatment as part of a ran-
domized clinical trial for prostate cancer. Of these, 102
were randomized to receive radiation therapy (RT) and
AST and 46 men received salvage AST for recurrence.
Detailed information on pre-existing medical conditions
and comorbidities were collected at baseline, and a comor-
bidity score was assigned using ACE-27, a 27-item validat-
ed comorbidity index.6 Cox regression multivariable analy-
ses were performed to estimate the mortality hazard ratio
(HR) in men with moderate-to-severe, as compared with
no or minimal comorbidity, adjusting for age and known
prostate cancer prognostic factors.

After a median follow-up of 8.4 years (interquartile
range: 7.2-9.6 years), prostate cancer-specific mortality
(PCSM) comprised 13% and 75% of all mortality in men
with newly diagnosed localized and recurrent prostate
cancer, respectively. There was an increased risk of death
in men with moderate-to-severe as compared with no or
minimal comorbidity (adjusted HR [AHR], 11.5; 95%
confidence interval [CI], 5.2-25.6; p < .001) in men with
newly diagnosed localized prostate cancer, but not in men
with recurrent prostate cancer (AHR, 2.5; 95% CI, 0.2-
37.8; p = .51).

■ COMMENTARY
Thus, it appears that the increased risk of death asso-

ciated with AST is observed primarily in men with lower
risk of prostate cancer death (eg, low risk factors, early
treatment) and higher levels of comorbidity. In this group,
the metabolic consequences of AST are likely to occur
over sufficient duration to exacerbate the underlying
comorbidities. In contrast, in situations where the risk of
prostate-cancer specific mortality is greater (eg, higher
number of risk factors or more advanced disease), the
comorbidity issue is less of a factor; AST remains of ben-
efit across the board with regard to survival.

Clinical Oncology Alert 15



In the accompanying editorial,7 Oefelein provides a
thoughtful review of the benefits and risks of AST, and
offers insight with regard to the relevance of these findings.
He also raises certain methodological issues, particularly
the omission of data regarding cardiovascular risk factors
(eg, tobacco use, body weight, blood pressure, etc.) that
suggest that over interpretation of the findings would be ill-
advised.

Nonetheless, it is fair to conclude that AST adminis-
tered to prostate cancer patients is not as safe as it was
once thought to be, and that patients with existing comor-
bidities are likely to be at higher risk for catastrophic con-
sequence. Thus, patients with low risk for prostate cancer
mortality, but with significant comorbidities may be better
served by a treatment strategy that employs active surveil-
lance and more conservative utilization of AST.   ■
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CME Questions
6. The CT appearance of an “indeterminate” nodule of < 1 cm in

diameter in a newly diagnosed patient with breast cancer:
a. likely represents metastatic disease, and the

patient should be treated accordingly.
b. likely represents metastatic disease, but the patient

should be treated per adjuvant treatment guidelines.

c. is unlikely to represent metastatic disease, but the
patient should be treated as if she had metastatic
disease.

d. is unlikely to represent metastatic disease, and the
patient should be treated per adjuvant treatment
guidelines.

7. Which of the following is correct for patients with imatinib-
resistant or -intolerant blast-phase CML treated with dasa-
tinib monotherapy?
a. Complete cytogenetic responses in more than 25%.
b. The majority achieve long-term five-year survival.
c. Pleural effusions never occurred
d. Dasatinib provided long-term remission for

patients having the T315I mutation.

8. The European multicenter colon cancer laparoscopic or open
resection (COLOR) trial demonstrated a less favorable out-
come for which of the following parameters?
a. Number of lymph nodes resected
b. Positive resection margins
c. Perioperative morbidity
d. Overall survival
e. None of the above

9. Which of the following factors is associated with shortened
survival in patients with MGUS?
a. Low-serum albumin
b. IgA serotype
c. Kappa light chain
d. All of the above

10. Regarding the risk of androgen suppression therapy, the evi-
dence presented by D’Amico et al suggests that adverse con-
sequences would be most evident for patients with:
a. early disease and limited comorbidities.
b. early disease and extensive comorbidities.
c. recurrent or aggressive disease and limited

comorbidities.
d. recurrent or aggressive disease and extensive

comorbidities.
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and treatment of various types of cancer;

• to present prevalence/surveillance data and long-term
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mens; and

• to describe new advances in the field of oncology.
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White coat hypertension
and Type 2 diabetes
Source: Kramer CK, et al. Impact of
white coat hypertension on microvas-
cular complications in Type 2 diabetes.
Diabetes Care 2008;31:2233-2237.

THE PREPONDERANCE OF EVIDENCE

about the impact of hypertension
(HTN) on CV and renal (CV&R) end-
points is based upon measurement of BP
in the office. For more than 3 decades,
HTN specialists have recognized that
office BP is only one way to view the
burden of HTN. Indeed, either 24-hr
ambulatory BP monitoring or even home
BP self-monitoring correlates better with
CV&R endpoints than office BP. One
explanation for the inaccuracy of office
BP is that some patients’ BP rises when
in the medical setting, yet remains essen-
tially normal at other times: white coat
hypertension (WCH). Although some
examiners have pointed out that WCH
portends enhanced proclivity to develop
frank hypertension, and ought to be con-
sidered of greater importance when tar-
get organ damage is present, others have
opined that WCH exists, but if BP is oth-
erwise normal, no intervention (save
enhanced vigilance for the development
of frank HTN) is necessary.

Kramer et al studied a population of
Type 2 diabetics (DM2) comparing the
prevalence of nephropathy and retinopa-
thy in persons with WCH (n = 46) as
compared to normotensives (n = 117).

DM2 subjects with WCH had a 2
times greater prevalence of nephropathy
and 2.7 times greater prevalence of
retinopathy (adjusted for confounders).
Although the pathogenetic role played

by WCH remains controversial, the
associations discerned in this observa-
tional study merit concern.  ■

Vitamin K and 
insulin resistance
Source: Yoshida M, et al. Effect of
vitamin K supplementation on insulin
resistance in older men and women.
Diabetes Care 2008;31:2092-2096.

CLINICIANS TRADITIONALLY ASSOCIATE

vitamin K (VitK) with the coagula-
tion system, especially as it relates to
antithrombotic therapy with agents like
coumadin. Although a biologically plau-
sible mechanism remains to be identi-
fied, a recent observational study report-
ed a positive linear relationship: Higher
amounts of dietary or supplemental VitK
were associated with higher insulin sen-
sitivity. Another small study indicated
better glucose disposal (through better
insulin sensitivity) after VitK supple-
mentation in healthy men. 

To investigate this phenomenon fur-
ther, Yoshida et al studied healthy, non-
diabetic adults (age 60-70; n = 355) by
comparing levels of insulin resistance
before and 36 months after VitK supple-
mentation or placebo.

At the trial end, no changes were
seen in levels of insulin resistance
among female subjects. On the other
hand, male subjects evidenced a statisti-
cally significant improvement in insulin
resistance. Whether VitK supplementa-
tion might have a salutary effect in dia-
betics or others with overt insulin resis-
tance syndromes (e.g., impaired glucose
tolerance, obesity, polycystic ovary syn-
drome) remains to be clarified.  ■

Aspirin for all? 
Not so fast…
Source: Ogawa H, et al. Low dose
aspirin for primary prevention of ath-
erosclerotic events in patients with
Type 2 diabetes. JAMA 2008;300:
2134-2141.

THE SYLLOGISTIC PROCESS THAT LED US

all to accept the utility of ASA in
prevention of CVD in diabetics seemed
innocent enough: a) ASA reduces CV
events in persons with CVD, and b) Dia-
betes is considered a CV risk equivalent;
therefore, c) ASA must reduce CV
events in persons with diabetes.

Despite the quite consistent advocacy
for ASA to reduce CV events in persons
without known CVD (i.e., primary pre-
vention), such primary prevention has
never been shown to reduce mortality.
And while adult diabetics older than age
40 have similar or even greater risk of
sustaining a myocardial infarction than a
non-diabetic who has already had an
MI, the mechanisms inducing MI might
be different in diabetics than non-diabet-
ics; we cannot assume that just because
aspirin benefits one population, it will
indeed benefit another population whose
background risk factors differ (for
instance, diabetics typically have small-
er, more dense, more atherogenic LDL
than non-diabetics).

Ogawa et al published a multicenter
prospective randomized trial of ASA
(81-100 mg/d) vs placebo in adult,
Japanese Type 2 diabetics (n = 2539).
None of the subjects had sustained a
known CV event, and all were free of
clinically manifest PAD at baseline. The
primary endpoint of the trial was a 
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composite of fatal and nonfatal CVD
events, ACS, new angina, and TIA. 

After a follow-up of 4.37 years
(median), although there was a trend
towards reduced atherosclerotic events
in the ASA group, the results were not
statistically significant. The conclusion
of the authors: “…low-dose ASA as pri-
mary prevention did not reduce the risk
of CV events.”  ■

Non-fasting triglycerides
and risk of stroke
Source: Freiberg JJ, et al. Nonfast-
ing triglycerides and risk of ischemic
stroke in the general population.
JAMA 2008;300:2142-2152.

THE CONSISTENT AND STRONG RELA-
tionship between LDL and adverse

CV events, coupled with widely replicat-
ed risk reduction achieved with statins,
leaves little doubt about the risk-benefit
ratio of such intervention. On the other
hand, both the relationship between
triglycerides (TRGs) and CV events, and
the benefits of lowering elevated TRGs
are much less well established.

The Copenhagen City Heart Study
has been following approximately
14,000 men and women since 1976.
Although TRGs are typically measured
fasting, the authors of this paper mea-
sured non-fasting TRG (nf-TRG) to gain
insight into CV risk associated. 

An analysis was performed compar-
ing 6 incremental levels of nf-TRG. The
reference level was nf-TRG < 89 mg/dL.
Risk for stroke was assessed for men and
women, at increments of 89 mg/dL,
from an nf-TRG level of 89 mg/dL to >
443 mg/dL. For both men and women,
ischemic stroke increased with increas-
ing levels of nf-TRG. For instance, indi-
viduals with nf-TRG > 443 mg/dL had a
hazard ratio 2.5-3.8 times greater than
persons with nf-TRG < 89 mg/dL.

These intriguing findings suggest that
nf-TRG might be useful, in concert with
LDL, as a target for CV risk reduction. Of
course, whether intervention to modulate
nf-TRG is appropriate will depend on
future interventional trials documenting
that reduction of nf-TRG is beneficial.  ■

ACE/CCB or ACE/HCTZ
for HTN:Which is better?
Source: Jamerson K, et al. Benazepril
plus amlodipine or hydrochlorothiazide
for hypertension in high risk patients.
N Engl J Med 2008;359:2417-2428.

JNC 7 IS PROBABLY THE CONSENSUS DOC-
ument most utilized by U.S. clinicians

to make decisions about HTN. The
ALLHAT trial was instrumental in
establishing the equal efficacy of
chlorthalidone, amlodipine, and lisino-
pril in reference to mortality, with some
subgroups (CHF, stroke) showing supe-
riority of chlorthalidone. These results
led to the suggestion that diuretic therapy
be a foundation of HTN treatment. 

Clinical trials have consistently
demonstrated that only a minority of
patients are able to have their HTN con-
trolled on monotherapy, and little direc-
tion has been available to guide therapy
about which combination of agents pro-
vides best outcomes. The ACCOM-
PLISH trial was designed to compare
outcomes in HTN patients (n = 11,506)
considered to be high-risk because of
substantial comorbidity (e.g., PAD,
LVH, MI, stroke, CKD). The two regi-
mens compared were ACE/CCB
(benazepril/amlodipine) and ACE/HCTZ
(benazepril/hydrochlorothiazide). The
primary endpoint was a composite of
CV death, nonfatal MI/stroke, hospital-
ization for angina, sudden death resusci-
tation, and revascularization.

The trial was stopped early at 36
months when the clear advantage of
ACE/CCB was seen: a 20% relative risk
reduction for the primary endpoint. In
situations where clinicians are choosing
combination therapy, ACE/CCB has
been superior to ACE/HCTZ. Because
HCTZ and chlorthalidone are not identi-
cal, there is some controversy over
whether results would have been the
same had chlorthalidone (the agent used
in ALLHAT) been used instead. At the
current time, since the vast majority of
prescriptions for an antihypertensive
diuretic in the United States employ
HCTZ, these results should be generaliz-
able to most practice situations.  ■

Putting sunscreen 
to the test
Source: Sang SQ, et al. In vitro assess-
ments of UVA protection by popular sun-
screens available in the United States. J
Am Acad Dermatol 2008;59:934-942.

SPF STANDS FOR “SUN PROTECTION FAC-
tor,” but if FDA recommendations

change, the name will soon stand for
“Sunburn Protection Factor” because of
the recognition that current SPF testing
reflects erythema effects of UVA light
in the 320-340 nm and UVB light in the
290-320 nm wavelengths, but does not
necessarily reflect efficacy for other
photodamaging wavelengths. UVA light
in the 340-400 nm range is also dermo-
toxic, but impact of sunscreen on this
light component has not previously been
included in labeling. In August 2007,
the FDA suggested a new rating scale
which includes a ratio of UVA 340-400
nm (termed UVA1) to total UV light
absorption. Agents that have low effica-
cy for absorbing UVA1, even though
they have good efficacy for other wave-
lengths, would be rated lower in overall
efficacy.

An analysis of 13 OTC sunscreen
products using the new FDA criteria
found 8 to provide medium protection
and 5 to provide high protection. All but
one of the selected products had an SPF
of at least 30. If the proposed FDA met-
ric becomes widely accepted, consumers
will have an opportunity to better
appraise the overall efficacy of sun-
screen products.  ■
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In this issue: Drug combinations for hyperten-
sion; tenecteplase for out-of-hospital cardiac
arrest; CAM most commonly used for back, neck,
and arthritis pain; FDA Actions.

Combination therapy for hypertension
What’s the best drug combination with an ACE

inhibitor for treatment of hypertension in patients
at risk for cardiovascular disease? Current guide-
lines recommend a diuretic, as witnessed by the
number of ACE inhibitor/diuretic combination
products that are currently marketed. However, a
new study suggests that the calcium channel
antagonist may be a better selection than a diuretic.
Researchers from several medical schools in the
United States and Sweden randomized 11,506
patients with hypertension who were at high risk
for cardiovascular events to receive treatment with
either benazepril plus amlodipine or benazepril
plus hydrochlorothiazide. The primary endpoint
was a composite of death from cardiovascular
causes, nonfatal MI, nonfatal stroke, hospitalization
for angina, resuscitation after sudden cardiac
arrest, and coronary revascularization. The average
patient was 68 years old at entry and the group
included patients with a history of ischemic heart
disease, peripheral vascular disease, stroke, LVH,
and diabetes. The study was terminated early after
3 years when it was found that the benazepril/
amlodipine group had a significantly lower risk of
the primary endpoint: 9.6% vs 11.8% (hazard ratio
0.80; 95% confidence interval, 0.72-0.92; P = 0.002).
This represents a 2.2% absolute risk reduction and
a 19.6% relative risk reduction in the benazepril/
amlodipine group vs benazepril/hydrochloroth-
iazide. The authors conclude that the combination
of benazepril/amlodipine is superior to

benazepril/hydrochlorothiazide in reducing car-
diovascular events in patients with hypertension
who are at risk (Jamerson K, et al. Benazepril plus
amlodipine or hydrochlorothiazide for hyperten-
sion in high risk patients. N Engl J Med
2008;359:2417-2428). An accompanying editorial
from the chair of the seventh report of the Joint
National Committee on hypertension suggests it is
time to re-examine the recommendation of initial
therapy with a thiazide-type diuretic. He also
states, however, that regardless of the drugs chosen
for treatment of hypertension, the most important
factor is reducing blood pressure to goal levels
(Chobanian AV. Does it matter how hypertension is
controlled? N Engl J Med 2008;359:2485-2488).

A survival benefit with tenecteplase?
Thrombolytic therapy during out-of-hospital

cardiac arrest does not improve outcomes accord-
ing to a new study. There has been considerable
interest in thrombolytic therapy during cardiopul-
monary resuscitation since it has been shown that
70% of these arrests are due to acute myocardial
infarction or pulmonary embolism. European
researchers randomized 1050 patients with wit-
nessed out-of-hospital cardiac arrest to
tenecteplase or placebo during cardiopulmonary
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resuscitation. The primary endpoint was 30-day
survival and the secondary endpoints were hospi-
tal admission, return of spontaneous circulation,
24-hour survival, survival to hospital discharge,
and neurologic outcomes. The trial was discontin-
ued early when it was found that there was no
survival benefit with tenecteplase. Thirty-day sur-
vival was 14.7% with tenecteplase and 17% with
placebo. Secondary outcomes similarly showed no
benefit from tenecteplase. The authors conclude
that when tenecteplase was used during advanced
life support for out-of-hospital cardiac arrest there
was no improvement in outcomes in comparison
to placebo (Bottiger BW, et al. Thrombolysis dur-
ing resuscitation for out-of-hospital cardiac arrest.
N Engl J Med 2008;359:2651-2662).

CDC report on CAM use
There is a 40% chance that your patients are

using complementary and alternative remedies
according to new report from the Centers for
Disease Control & Prevention. Not including vita-
mins and minerals, the use of a complementary
and alternatives medicine (CAM) in adults and
children has increased in the last 5 years.
Treatments include non-vitamin, non-mineral nat-
ural products (fish oil, flaxseed oil, echinacea), chi-
ropractic or osteopathic manipulation, deep
breathing exercises, massage, and meditation.
Children are also using alternative treatments,
especially if their parents use them. Despite lack of
evidence of efficacy, echinacea is the most common
remedy used by children. In adults, use of CAM
treatments for URIs is actually down, perhaps
indicating better patient education. Back pain,
neck pain, and arthritis pain are the most common
reasons why people turn to CAM, according to
this recent survey. These results point out the need
to query patients about the use of complementary
and alternative medicines.

FDA Actions
The FDA is requiring a boxed warning on

sodium phosphate bowel-cleansing products
because of the risk of acute phosphate nephropa-
thy associated with use of these products.  Sodium
phosphate cleansing products are most commonly
used as bowel preparation for procedures such as
colonoscopy. According to the warning, the prod-
ucts Visicol® and OsmoPrep® should be used with
caution in people older than age 55; those suffer-
ing from dehydration, kidney disease, colitis, or
delayed bowel emptying; and people taking other
medications that may affect kidney function.

These products should also not be used in con-
junction with other oral laxatives containing
sodium phosphate, and over-the-counter prod-
ucts, such as Fleet® Phospho-Soda®, should also be
used with caution if given in a high dose to the
patient population at risk.

The FDA is requiring a warning on all anti-
epileptic drugs regarding the risk of suicidal
thoughts and behavior. The warning is based on
review of nearly 200 studies that showed that
patients on anti-epileptic drugs were at almost
twice the risk of suicidal behavior or thoughts
compared to patients on placebo. Along with the
warning, the agency is also requiring a Medication
Guide for patients as part of its Risk Evaluation
and Mitigation Strategy. Over 20 drugs will be
required to change their labeling including the
commonly used agents phenytoin, carbamazepine,
divalproex, gabapentin, lamotrigine, primidone,
and topiramate.

The FDA is considering a ban on the long-acting
beta agonists salmeterol (Serevent®) and for-
moterol (Foradil®) for the treatment of asthma. An
expert committee comprised of the Pulmonary-
Allergy Drugs Advisory Committee, Drug Safety
and Risk Management Advisory Committee, and
the Pediatric Advisory Committee voted unani-
mously to withdraw the indication for the treat-
ment of asthma for the two drugs based on
evidence from meta-analyses showing increased
risk of death associated with use of long-acting
beta agonist when not paired with a steroid
inhaler. The committee did not vote to ban
Advair® or Symbicort®, inhalers that combine a
long-acting beta agonist with a steroid. If the FDA
follows the subcommittee’s recommendations, the
drugs would no longer be indicated for treatment
of asthma but would remain on the market to treat
chronic obstructive pulmonary disorders. The
FDA has not indicated when it will act on the sub-
committee’s recommendations.

The FDA has approved fenofibric acid
(Trilipix™) for use with a statin for the treatment of
dyslipidemia. This is the first fibrate approved for
use with statins. The approval is based on a large
trial in which the drug was used in combination
with rosuvastatin (Crestor®), atorvastatin (Lipitor®),
and simvastatin (Zocor®). There have been safety
concerns about using fibrates and statins together,
particularly gemfibrozil, but the newer generation
fibrates appear safer. Abbott, the manufacturer of
Trilipix, is collaborating with AstraZeneca to
develop a fenofibric acid/rosuvastatin fixed combi-
nation product within the next year.  ■

2 PHARMACOLOGY WATCH® / February 2009


