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Synopsis: This retrospective analysis from the European
Transplant Registry summarizes the outcome after autolo-
gous transplant for 65 patients treated for t-MDS/AML.

The cumulative incidence of relapse was 58% with a lower
rate for patients in CR1 prior to transplant (CR1 vs non-
CR1 at 3 years: 48 vs 89%; P = 0.05). The probability of 3-
year overall and disease-free survival were 35% (95% CI,

21-49%) and 32% (95% CI, 18-45%), respectively.
Improved outcome was seen in patients younger than 40
years and those transplanted in CR1. Although a small
registry series, the data suggest autologous transplanta-
tion may be a reasonable option for young patients with
therapy related MDS/AML in CR1, especially when no

donor is identified.

Source: Kroger N, et al. Autologous stem cell transplantation for thera-
py-related acute myeloid leukemia and myelodysplastic syndrome. Bone

Marrow Transplant. 2006;37:183-189.

Therapy-related myelodysplastic syndrome/acute myel-
ogenous leukemia (t-MDS/AML) remains one of the most dread-

ed complications from chemotherapy and/or radiotherapy. The
prognosis remains dismal, although a select group of patients with
good risk cytogenetic abnormalities such as inv(16) or t(8;21) may
have prolonged disease-free survival.1 However, for the vast major-
ity of patients, disease control—and hence survival—is poor.
Allogeneic transplant remains the standard treatment option2 if the
patient can withstand such therapy and an appropriate HLA
matched donor can be identified.2 Autologous HCT may be an alter-
native, although limited data have been reported for t-MDS/AML.

Between 1991 and 2000, 65 patients with t-MDS/AML who
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received autologous hematopoietic stem cell transplants
(auto-HCT) were reported to the European Registry for
Blood and Marrow Transplantation (EBMT). The median
age was 39 years. After induction but before auto-HCT, 46
of the patients were in CR1, 8 in CR2, and 6 patients had
refractory or relapsed disease. A non-TBI conditioning
regimen was most commonly used. 

Treatment-related mortality at 2 years was 12% (95%
CI, 6%-38%). Univariate analyses showed lower TRM
associated with younger age (< 40 years) (7% vs 47%;
P = 0.007) and peripheral blood compared to bone mar-
row (5% vs 32%; P = 0.07) as the stem cell source. The
5-year cumulative incidence for relapse was 58% (95%
CI, 44%-72%). Only remission status prior to auto-HCT
(CR1 vs non-CR1) showed a lower relapse risk (48% vs
83%; P = 0.05). The 3-year disease-free survival (DFS)
was 32% (95% CI, 18%-45%) with CR1 leading to
enhanced DFS (41% vs 9%; P = 0.04). After adjusting,
auto-HCT in CR1 (P = 0.006) and younger age (P =
0.02) resulted in superior DFS. The 3-year OS was 35%
(95% CI, 21%-49%) with age younger than 40 years (P
= 0.01) resulted in a superior OS. In multivariate analy-
sis, OS was significantly better younger patients (HR,
1.03; 95% CI, 1.01-1.06; P = 0.008) and patients in CR1
prior to auto-HCT (P = 0.04).

The low rate of complete remission and overall poor
outcome for t-MDS/AML has long been appreciated.3

This group of patients is a highly select subset who has
therapy-related leukemia. This is demonstrated by low

median age of 39 years, the high percentage of normal
cytogenetics 14/34, and high percentage who achieved
CR1 (71%). In a univariate analysis, younger age (< 40
years) was associated with a lower TRM (7% vs 47%;
P = 0.007).

■■ COMMENTARY
The poor prognosis associated with t-MDS/AML

presents a major treatment dilemma. In general, allo-
geneic transplantation is considered the optimal therapy.
However, this is contingent on the ability to tolerate an
allogeneic transplant and the availability of an HLA-
matched donor. The poor response to initial induction
and quick relapse rate represent another barrier to pursu-
ing allogeneic transplant. Autologous transplant could
be an alternative absent a HLA-matched donor, a not
uncommon scenario.  

In this retrospective review of 65 patients reported to the
European Registry, the authors demonstrate a surprisingly
good DFS at 3 years of 32%. The results appear even more
promising considering the EBMT reported similar 3-year
DFS of 35% for patients receiving an allogeneic HCT
using an HLA-matched sibling for t-MDS/AML.4

But what inferences can we make from this registry
analysis of a small number of patients? These patients
clearly represent a highly select subset: the median age
was 39 years, poor risk cytogenetics were infrequent,
and 70% had achieved CR1 after induction. We clearly
cannot compare other studies and conclude equivalence
between auto-HCT and allogeneic HCT. However, the
data suggest some patients may not only benefit, but
potentially can be cured, despite t-MDS/AML. It may be
reasonable for younger patients in remission with t-
MDS/AML but no available HLA matched donor, to
pursue consolidation with an autologous HCT.   ■
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Anemia and Brain 
Function in Elderly 
Lung Cancer Patients
A B S T R A C T  &  C O M M E N T A R Y

By Stuart M. Lichtman, MD, FACP

Associate Attending, Memorial Sloan-Kettering Cancer Center,

Commack, NY

Dr. Lichtman reports no financial relationship to this field of study.

Synopsis: Chemotherapy-related anemia is associated
with impairment of functional status and cognitive
functions. In elderly cancer patients anemia correction
or maintenance could be useful to preserve functional
independency and protect from mental decay. However,
the study results need to be confirmed on a larger
series of patients within a controlled clinical trial.

Source: Mancuso A, et al. Correlation between anemia and
functional/cognitive capacity in elderly lung cancer patients
treated with chemotherapy. Ann Oncol. 2006;17:146-150.

The older population is undergoing a continu-
ous growth and currently 60% of all cancers occur

in persons older than 65 years of age. Cancer in older
individuals is expected to become progressively more
common, with 80% of all cancers occurring in this pop-
ulation by the year 2050. Among the common age-relat-
ed cancers non-small-cell lung cancer (NSCLC) must
be considered a disease of older adults: the median age
of newly diagnosed lung cancer patients in developed
countries is approximately 68 years, and as many as
40% of patients may be older than 70 years at diagno-
sis. Evidence from earlier clinical trials suggests that
platinum-based chemotherapy regimens offer patients
with advanced NSCLC modest quality of life (QoL)
and survival advantages compared with best supportive
care. Subgroup analyses of these trials and retrospective
studies suggest that the relative survival benefits of
chemotherapy are maintained in older age groups. 

One of the major issues in the management of
NSCLC in elderly patients is the high prevalence of
comorbidity that may affect the function, the functional
reserve, the QoL, the life expectancy and the tolerance of
treatment by older individuals.1 Anemia is a common
finding in cancer patients and its prevalence increases
after 65 years.2 Anemia has a negative impact on most
patients, but in an elderly cancer population the conse-
quences can be even more significant.3 Anemia and

fatigue might precipitate functional dependence in the
elderly considering that higher mobility difficulties have
been reported in women older than 70 years with lower
Hb level.4 The prevention of fatigue and anemia may
reduce the risk of functional dependence and its correc-
tion in this setting of patients results in improved QoL.
A large number of cognitive and emotional complica-
tions of anemia, including headaches, loss of concentra-
tion and depression, have been reported in cancer
patients.

A direct correlation between hemoglobin levels and
cognition was established by Pickett et al and they
reported that increasing the hematocrit of chronic dialy-
sis patients above 33%-36% with blood transfusions
improved attention span, learning ability and memory.5

With the aim of systematizing all these data, using
CGA variables, the authors have investigated in this
prospective study whether any association exists
between Hb levels and functional capacity, cognitive
impairment and comorbidities in elderly lung cancer
patient treated with chemotherapy. This prospective
observational study was conducted in the department
of respiratory diseases, San Camillo-Forlanini
Hospital, Rome, Italy. Patients enrolled in the study
were required to be older than 70 years and to have a
confirmed diagnosis of lung cancer and were undergo-
ing chemotherapy. All patients were evaluated before
the initiation of chemotherapy (baseline) and before
each subsequent cycle (after 21 days) for QoL, mental
capacity, functional status, depression and comorbidi-
ties. Evaluation scales were taken from the
Comprehensive Geriatric Assessment (CGA), a multi-
dimensional, interdisciplinary diagnostic process to
determine the medical, psychological and functional
capabilities of a frail elderly person. Cognitive func-
tion was measured with the Mini-Mental State
Examination (MMSE), a widely used brief screening
test for cognitive deficit.

Forty two lung cancer patients age older than 70
were enrolled in the study. After the baseline evalua-
tion, patients were visited before each therapy cycle
(21 days). The analysis showed that higher Hb values
were associated with higher (better) values of the
upward scales ADL, IADL and MMSE (ie, a positive
correlation) and with lower (better) values of the
downward scales VAS, CIRS and GDS (ie, a negative
correlation). For all indexes, statistical significance
was attained at one or more of the time points. The
results were in the direction showing that Hb increase
was associated with improvement of the indexes. In 14
patients given erythropoietin mean Hb increased by
1.6 g/dL (95% CI, 0.8-2.3) and all indexes were
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improved. On the contrary, in 18 patients not given
erythropoietin where mean Hb decreased by -1.8 g/dL,
a parallel worsening was observed for all indexes.

■■ COMMENTARY
Anemia may adversely influence the management

of older cancer patients receiving chemotherapy with
or without radiotherapy by limiting the dose intensity
and the dose density of the treatment, and thus pre-
venting adequate cancer control. This prospective sur-
vey analyzed correlations between anemia and CGA
principal parameters, revealing functional decline, car-
diovascular and central nervous comorbidity, and risk
of therapeutic complications as well as QoL. In these
elderly cancer patients Hb level was associated to
QoL, functional capacity, mental decline, presence of
comorbidities and depression. Moreover, the change in
Hb level was associated with the change in all the
above parameters although not significantly for IADL.
This suggests that the treatment of anemia or mainte-
nance of adequate Hb levels could be useful to pre-
serve or improve QoL and overall health status in eld-
erly cancer patients undergoing chemotherapy. These
results are one of the clinical evidences of guidelines
(ASCO-ASH, NCCN, EORTC) that recommend the
treatment of mild anemia level (Hb 10-12 g/dL) in an
elderly population with comorbidities.6 In interpreting
the results of this study, however, one should be aware
that other factors, such as patient’s performance status,
chemotherapy regimen and response to chemotherapy,
may have interacted with the Hb level and the other
variables examined. This studies importance lies in the
fact the prospective intervention studies have not been
in elderly patients to determine whether there is a cor-
relation between correction of anemia and improve-
ment in cognitive parameters.   ■
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Patients with Alzheimer’s
Disease Receive Less
Aggressive Treatment for
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, Editor

Synopsis: In a pattern-of-care analysis performed by
linking the SEER database with Medicare claims
data, it was found that, matched for age, breast cancer
patients who had coexisting Alzheimer’s disease were
less likely to have surgery, radiation or chemotherapy
than those without Alzheimer’s disease.

Source: Gorin SS, et al. Treatment for breast cancer in
patients with Alzheimer’s disease. J Am Geriatr Soc. 2005;
53:1897-1904.

Alzheimer’s disease (ad) and breast cancer are
both diseases of late life. Breast cancer occurs 5

times more frequently in women 65 years and older and
the same is roughly observed for AD. It has been esti-
mated that AD occurs in approximately 1 percent of
people older than 65 and perhaps as high as 50 percent
for those older than 95 years of age.1 Although the
prevalence of breast cancer increases with age, diagnos-
tic and treatment efforts become less intense. Of the
many possible explanations for this, one is the concern
that cognitive impairment may render an individual
incapable of following screening recommendations or
understanding the complexities of potentially toxic
treatments.  

The current study capitalized on the SEER
(Surveillance, Epidemiology, and End Results) database
and linked this to Medicare billing records for the pur-
pose of evaluating breast cancer treatment in patients
with AD. The SEER database provides detailed informa-
tion regarding tumor pathology including, for patients
with breast cancer, tumor size, grade, stage, and hor-
mone receptor status. In addition, information about
treatment and cause of death is also retrievable. A total
of 137,391 cases of breast cancer from January 1992 to
December 1999 were reviewed in the context of this
research question and linked to Medicare records.
Patients who were diagnosed before the age of 65 years
or those who did not subscribe to Medicare A and B
plans were excluded and the remainder (50,460 cases)
served as the study population.   
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As predicted, the data indicate less overall breast cancer
treatment provided for patients with coexisting AD.  Those
with AD were diagnosed with more advanced disease, had
a lower likelihood of surgery (OR = 0.60; 95% CI = 0.46-
0.81), radiation (OR = 0.31; 95% CI = 0.23-0.41), and
chemotherapy (OR = 0.44; 95% CI = 0.34-0.58) than those
without AD. Breast conserving treatment occurred more
frequently in breast cancer patients with AD while mastec-
tomy, radiation treatment, and chemotherapy occurred less
frequently. Only 3.3% of the patients with AD received
chemotherapy vs 10.5% of those without AD. The effects
of race, stage, age, socioeconomic status, and co-morbidi-
ties other than dementia were evaluated by multivariate
and logistic regression analysis.  After stratifying by age,
the greatest differences with regard to treatment occurred
between ages 80 and 89, with patients diagnosed with AD
being one half as likely to have surgery, one-quarter as like-
ly to receive radiation treatment (if they had received
breast-conserving surgery) and one half as likely to receive
chemotherapy as other female Medicare beneficiaries.
Thus, breast cancer patients with AD had a statistically sig-
nificant decrease in any treatment when compared to their
counterparts without AD, and the difference was magnified
among the oldest patients.      

■■ COMMENTARY
This is an interesting, albeit not at all surprising,

report demonstrating lower rates of treatment for
patients with AD. The findings are reminiscent of simi-
lar observations for other groups, including the elderly
as a whole, minorities, and persons with other chronic
conditions.2-4 Also, the inclination to provide less-
aggressive treatment is consistent with a similar SEER-
Medicare linked analysis of colorectal cancer treatment.5

With regard to these discrepancies observed for patients
with dementia, there are a number of possible explana-
tions, some defensible and some not.  The fact remains
that we have little data available on optimal treatment of
cancer in general in patients in late-life and it may well
be that non-treatment decisions made for the wrong rea-
sons (eg, ageism) were actually correct.  

Medical oncologists are going to be increasingly con-
fronted with this issue as our population ages, particular-
ly in the oldest-old sector.  Defining optimal treatment
for patients in this group is an imperative for investiga-
tive oncologists, and until data are available, practition-
ers will be faced with presenting to patients or their fam-
ilies treatment options unsubstantiated by research or no
treatment at all.  It is time to provide the evidence!   ■
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Oral Fludarabine for Indolent
NHL: A Phase II Trial
A B S T R A C T  &  C O M M E N T A R Y

By William B. Ershler, MD, Editor

Synopsis: In a phase II study conducted in Japan,
oral fludarabine phosphate administered to patients
with B-cell non-Hodgkin’s lymphoma was shown to
have an overall response rate of 65%, but with signifi-
cant, albeit manageable, hematologic toxicity. Oral
administration of this drug may prove a convenient
alternative to the current regimens which call for sever-
al clinic or infusion center visits in the week of therapy.

Source: Tobinai K, et al. Phase II study of oral fludarabine
phosphate in relapsed indolent B-cell non-Hodgkin’s lym-
phoma. J Clin Oncol. 2006;24:174-180.

Fludarabine phosphate administered intra-
venously is effective either alone or in combination

with other drugs against indolent B-cell lymphomas.
However, commonly used regimens require frequent
clinic or infusion center visits. Oral formulations of flu-
darabine phosphate offer the potential advantage of con-
venience if they prove to have comparable anti-tumor
activity. Tobiai and colleagues in Japan conducted a
Phase II study of oral fludarabine in relapsed, indolent
B-cell non-Hodgkin’s lymphoma (NHL). For this,
patients received fludarabine tablets (10 mg each) at
doses of 40 mg/m2 daily for 5 days every 28 days for 3
to 6 cycles. The efficacy was separately analyzed in a
mantle-cell lymphoma (MCL) cohort and indolent B-
cell NHL (excluding MCL) cohort. The primary end
point was overall response rate (ORR). 

Fifty two patients with relapsed NHL were enrolled;
46 with B-NHL and 6 with MCL. Of these, 41 (79%)
had received prior therapy with single-agent rituximab.
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The ORR and complete response (CR) rate for the B-
NHL group were 65% (95% CI, 50%-79%) and 30%
(95% CI, 18%-46%), respectively. For the small group
with relapsed MCL, only 1 of 6 achieved a partial
response. The median times to treatment failure for B-
NHL patients was 8.6 months. 

Hematologic toxicity was the most frequently
encountered adverse event. Grade 4 neutropenia
occurred in 37% of patients. No patients developed
grade 4 thrombocytopenia. Granulocyte colony-stimu-
lating factor was used in 40 (16%) of the 243 cycles.
Grade 3 infections occurred in 19% but neutropenic
fever requiring admission occurred in only one patient.
Two patients developed herpes zoster.  Nausea/vomiting
and diarrhea occurred in 50% and 37% of patients, but
these toxicities were graded either 1 or 2, successfully
managed and no patient was withdrawn from the study
because of these symptoms. One patient developed inter-
stitial pneumonitis while on treatment and another devel-
oped myelodysplastic syndrome 7 months after receiv-
ing the fifth cycle of fludarabine.

■■ COMMENTARY
There has been increased interest in oral chemothera-

py because of its convenience and demonstrated effica-
cy. Capecitabine, for example, is a frequently chosen
alternative to parenteral chemotherapies for colorectal
and breast cancer and oncologists have become comfort-
able with imatinib mesylate for patients with CML and
GIST tumors. Early studies have indicated reasonably
good bioavailability of orally administered fludara-
bine.1,2 For example, in a phase I study of oral fludara-
bine conducted on 12 patients with relapsed, indolent B-
NHL, the mean bioavailability of the drug was shown to
be 63%.1 This was similar to the 55% bioavailability for
oral fludarabine from a separate study conducted by
Foran and colleagues.2 Upon review of the Japanese
Phase I data,1 the recommended oral fludarabine dose
for Phase II was 40/m2 orally days 1-5 every 28 days.

In the current study the ORR and CR rates (65% and
30%, respectively) were impressive. In fact, they meas-
ure quite well with the results from a similar clinical trial
by Klasa et al3 in which patients with relapsed indolent
B-NHL were treated with intravenous, single agent flu-
darabine and the ORR was 64% with a progression free
survival of 11 months. In the Klasa study, which was a
Phase III comparison of fludarabine vs. combination
cyclophosphamide, vincristine and prednisone patients
had received prior chemotherapy (98%) and rituximab
(80%). That is a somewhat different population than the
current trial in which 79% had received only rituximab
as initial therapy. For those patients the oral fludarabine

was their first exposure to chemotherapy. This stated,
there is no question, based upon the current report, that
fludarabine is active as an oral agent and perhaps further
study will demonstrate it is as active as the parenteral
formulation. Certainly, the convenience factor alone
would warrant further investigation. For patients with
indolent B-NHL, either as initial therapy or for relapsed
disease, a regimen of day 1 rituximab and day 1-5 oral
fludarabine would be worthy of investigational consider-
ation.   ■
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Intraperitoneal
Chemotherapy:
Coming of Age?
A B S T R A C T  &  C O M M E N T A R Y

By Robert L. Coleman, MD

Associate Professor, University of Texas; M.D. Anderson Cancer
Center, Houston 
Dr. Coleman is on the speaker’s bureau for GlaxoSmithKline, Bristol-Myers Squibb,

and Ortho Biotech. 

Synopsis: As compared with intravenous paclitaxel
plus cisplatin, intravenous paclitaxel plus intraperi-
toneal cisplatin and paclitaxel improves survival in
patients with optimally debulked stage III ovarian can-
cer. 

Source: Armstrong DK, et al. Intraperitoneal cisplatin and
paclitaxel in ovarian cancer. N Engl J Med. 2006;354:34-43.

The standard approach to adjuvant therapy in
women with advanced ovarian cancer is intravenous

platinum-based chemotherapy, usually in combination
with a taxane. Since the disease is largely characterized
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by a disseminated intraperitoneal spread pattern, inves-
tigators have been interested as whether the disease may
respond to therapy administered in the same route.
Armstrong and colleagues from the Gynecologic
Oncology Group addressed this hypothesis by conduct-
ing a randomized phase III trial of standard intravenous
platinum and taxane chemotherapy vs a regimen which
combined intravenous (IV) paclitaxel with intraperi-
toneal (IP) cisplatin and intraperitoneal paclitaxel. This
latter regimen required infusion on 3 separate days each
21-day cycle. Both progression-free and overall survival
were primary end points of the study. In all, 429 patients
with optimally cytoreduced (defined as residual disease
< 1 cm) were randomized. Grade 3 and 4 pain fatigue
and hematologic, GI, metabolic and neurotoxicity were
greater in the IP-therapy group. In fact, just 42% of
patients randomized to receive IP therapy finished all 6
cycles via IP administration. Nonetheless, both primary
end points were favorably longer in the IP arm vs IV
(standard) therapy. The differences were 5.5 months
gained in PFS (median, 18.3 vs 23.8 mos) and nearly 16
months in OS (median, 49.7 vs 65.6 mos). Quality of
life was lower on the IP arm but the difference disap-
peared at 12 months post-treatment. The authors con-
cluded that the IP regimen improved survival in opti-
mally debulked advanced stage ovarian cancer patients.

■■ COMMENTARY
Advanced ovarian cancer remains the most lethal of

the gynecologic malignancies because of its late stage at
diagnosis and frequent relapse after primary treatment. It
is commonly found at primary surgery that diffusely
metastatic disease coats the intraperitoneal surfaces,
sometimes with great tumor bulk, challenging the abili-
ty to completely remove the tumor. To date, that regimen
of choice has been intravenously administered platinum-
based and taxane chemotherapy combinations. Little has
changed in the primary intravenous recommendation
over the last decade although many modifications have
been made; most therapeutic additions to the
platinum/taxane backbone have not altered survival
parameters.

The current report joins 2 previously conducted trials
evaluating the merits of administering chemotherapy
into the cavity where the disease is largely distributed—
intraperitoneal. The concept has been under investiga-
tion for several decades and has been favorably consid-
ered, as IP drug administration is associated with superi-
or pharmacokinetics relative to intravenous administra-
tion. In this manner high-dose drug exposure can be
accomplished without the commensurate systemic toxi-
city. Limited surface diffusion into tumors, however,

meant smaller volume residual status would be neces-
sary. Nonetheless, in the last 10 years, there have been 3
large phase III clinical trials in ovarian cancer patients,
which appear to confirm that the strategy is valid.1-3 The
first trial simply compared IV cisplatin and cyclophos-
phamide to IP cisplatin and IV cyclophosphamide. The
dosing of both agents was the same; of note, the plat-
inum was 100 mg/m2—a dose on the upper limit of
patient tolerance without marrow support. Patients were
enrolled if they had 2 cm or less of residual disease from
surgery. The intent was 6 courses of therapy. While PFS
was not reported in the study, OS was significantly
improved by approximately 8 months in the IP arm (41
vs 49 mos). Since the study appeared about the time
results from a trial demonstrating the superiority of
paclitaxel over cyclophosphamide in combination with
platinum, the findings were not incorporated into stan-
dard care. A second trial used the IV platinum/taxane
standard as a control against a regimen combining rela-
tively high-dose carboplatin for 2 cycles followed by IP
cisplatin (same dose as above) and IV paclitaxel in
patients with optimal cytoreduction (defined as residual
less than 1 cm). The induction chemotherapy was incor-
porated to help reduce the volume of post-operative
residual disease but led to therapy discontinuation due to
toxicity. Despite these criticisms, the IP arm was superi-
or in both PFS and OS. For the latter variable, the gain
was nearly a year and represented the first study in
which overall survival in this cohort extended beyond 5
years. While the data caught the eye of many, toxicity
was significant enough that the authors hesitated to rec-
ommend the regimen as “standard” for patients with
optimally cytoreduced ovarian cancer. 

Given the context in which the current report falls,
one could conclude, “third times a charm.” On the
surface, it is difficult to argue with results. Indeed the
NCI has issued a statement outlining the merits of this
therapy. (ctep.cancer.gov/highlights/ovarian.html) It
is clear, we will need to look at this issue in further
detail largely not to question the merits of the route of
administration but rather how to get patients through
it with acceptable toxicity. In an accompanying article
from the Group, catheter-related problems were the
primary reason patients were not able to complete
their intended program of IP therapy. Patient selec-
tion, standardization of infusion ports and increased
experience with care and symptom management will
help. Alternative agents and schedules will likely also
be investigated to make the treatment more user-
friendly. When these goals are accomplished, we will
certainly embrace this advance into our armamentari-
um against this lethal disease.  ■
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CME Questions
3. In this analysis of patients who underwent autologous trans-

plant for therapy related MDS/AML, what did the authors
find predicted for better outcome?
a. Younger Age
b. Older Age
c. Being in first complete remission (CR1) prior to

transplant compared to not being in CR1
d. both a and c

4. In the Phase II study of fludarabine phosphate in patients with
relapsed B-NHL, oral administration of the drug was shown
to:
a. have an overall response rate similar to prior

reports with single-agent intravenous fludarabine.
b. have minimal hematological toxicity.
c. be limited by significant gastrointestinal toxicity.
d. have survival benefit greater than expected for

single-agent therapy in this setting.

5. In the SEER-Medicare analysis of breast cancer treatment
patients who also had coexisting Alzheimer’s disease were:
a. more likely to present with advanced stage 

disease.
b. less likely to receive surgery.
c. less likely to receive chemotherapy.
d. less likely to receive radiation therapy.
e. All of the above
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Letrozole (Femara) is a potent aromatase
inhibitor that is used to treat women with
metastatic breast cancer and, in a neoadjuvant

role, for women who have failed tamoxifen.
Aromatase inhibitors exert their effect by blocking
the conversion of androgens to estrogens and reduc-
ing estrogen levels in tissue and plasma.  Recently,
letrozole was compared with tamoxifen for adjuvant
therapy in postmenopausal women with steroid-
hormone-receptor-positive breast cancer.  

A total of 8010 women were randomized to 5
years of letrozole (4003) or tamoxifen (4007).  After a
median follow-up of 25.8 months, there were 351
events (local or distant recurrence) in the letrozole
group and 428 events in the tamoxifen group, with 5-
year disease-free survival estimates of 84% and
81.4%, respectively.  Adverse effects of the drugs
were different with tamoxifen, resulting in a higher
rate of thromboembolism, endometrial cancer, and
vaginal bleeding, while letrozole was associated with
a higher incidence of skeletal and cardiac events and
hypercholesterolemia.  

The authors suggest that in women with
endocrine-responsive breast cancer, adjuvant treat-
ment with letrozole, as compared with tamoxifen,
reduced the risk of recurrent disease (Thurlimann B,
et al. A Comparison of Letrozole and Tamoxifen in
Postmenopausal Women with Early Breast Cancer.
N Engl J Med. 2005;353:2747-2757).  In an accompa-
nying editorial Sandra Swain, MD, from the
National Cancer Institute, states that "all the evi-
dence points to aromatase inhibitors as critically
important for improving the outcome among post-
menopausal women with breast cancer who have
positive or negative lymph nodes and who are at a
substantial risk for recurrent disease."  (Swain SM, et

al. Aromatase Inhibitors—A Triumph of
Translational Oncology. N Engl J Med. 2005;353:2807-
2809). Based on this study, the FDA has recently
approved letrozole for adjuvant treatment (immedi-
ately after surgery) in postmenopausal women with
hormone sense of breast cancer.

Do Antidepressants Increase Risk of Suicide?
An article in the January issue of the American

Journal of Psychiatry asks "Is the FDA Warning About
Antidepressants Wrong?" Researchers from Group
Health Cooperative in the Pacific Northwest used
population-based data to evaluate the risk of suicide
death and serious suicide attempt in relation to the
initiation of antidepressant treatment.

Computerized health plan records for over 65,000
patients with over 82,000 episodes of antidepressant
treatment between 1992 and 2003 were reviewed.  In
the 6 months after initiation of antidepressant treat-
ment, the risk of suicide was found be no higher
than at any other time during treatment.  The risk of
suicide attempt was highest in the month before
starting treatment, and declined progressively after
starting medication.  When newer drugs were com-
pared to older drugs, an increase in suicidality was
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only seen with the older drugs. 
The authors conclude that the risk of suicide dur-

ing acute-phase antidepressant treatment is approxi-
mately 1 in 3000 treatment episodes, and the risk of
serious suicide attempt is approximately one in
1000.  Available data do not indicate significant
increase in risk of suicide or serious suicide attempt
after starting treatment with newer antidepressant
drugs (Simon GE, et al. Suicide Risk During
Antidepressant Treatment. Am J Psychiatry.
2006;163:41-47, available free at ajp.psychiatryon-
line.org).  The study calls into question the March
2004 FDA public health advisory regarding worsen-
ing depression and suicidality in pediatric and adult
patients being treated with 10 newer antidepressants
(bupropion, citalopram, fluoxetine, fluvoxamine,
mirtazapine, nefazodone, paroxetine, sertraline, esci-
talopram, and venlafaxine).

Can Viagra Improve Heart Function?
Concern still lingers regarding the safety of erectile

dysfunction drugs in patients with heart failure.  A
new study from Australia suggests that sildenafil
(Viagra) actually improves heart function in patients
with systolic dysfunction.  In a randomized, placebo-
controlled, double-blind, 2-way crossover study, 20
patients with controlled left ventricular failure and
ejection fractions < 35% received sildenafil 50 mg or
matching placebo.  Cardiac output was determined
by Doppler echocardiography, aortic pressure wave-
form, and aortic and femoral arterial stiffness was
also evaluated.  With a peak effect at 60 minutes after
administration, sildenafil resulted in an increase in
cardiac index of 0.37 L/min, decrease in total sys-
temic resistance, decreased aortic and lower limb
pulse-wave velocity, and decreased wave reflection
(all significant at P < .0001).  The authors conclude
that sildenafil improved cardiac performance by
decreasing LV load, resulting in increased cardiac
output and increase in exercise capacity in heart fail-
ure patients (Hirata K, et al. Effect of Sildenafil on
Cardiac Performance in Patients with Heart Failure.
Am J Cardiol. 2005;96:1436-1440).

Can Tamoxifen Increase Your Height?
Tamoxifen may increase height potential in short

pubertal periods, according to new study in the
journal Pediatrics.  The study was a retrospective
chart review of 7 boys with a mean age of 15 who
took tamoxifen 10-20 mg twice a day for a mean of
26 months.  Six of the boys were also receiving
growth hormone.  Tamoxifen significantly decreased
the rate of skeletal maturation and improved pre-
dicted adult height without negative effects on sex-

ual maturation.  Skeletal maturation was deter-
mined by review of bone radiographs by independ-
ent endocrinologists.  The authors state that
"additional evaluation of this therapy is now
required to determine if the increase in predicted
adult height results in a clinically significant increase
in final adult height."  (Kreher NC, et al. The Use of
Tamoxifen to Improve Height Potential in Short
Pubertal Boys. Pediatrics. 2005;116:1513-1515).

A Dramatic Increase of Clostridium difficile
Clostridium difficile is increasing in frequency and

severity in both hospital and community settings.
Widespread use of acid suppressing proton pump
inhibitors (PPIs) and H2 receptor agonists (H2RAs)
may be a contributing factor, according to new
study. Two population-based, case-control studies
from England reviewed all 1672 cases of C. difficile
reported between 1994 and 2004, while a second
study looked at cases defined as community
acquired.  All cases were matched 10 controls.  The
incidence of C. difficile increased dramatically
between 1994 and 2004.  The adjusted rate ratio of C.
difficile associated disease with current use of PPIs
was 2.9 (95% CI, 2.4-3.4) and, with H2RAs, the rate
ratio was 2.0 (95% CI, 1.6-2.7).  The authors conclude
that the use of acid-suppressive therapy is associ-
ated with an increase risk of community-acquired C.
difficile.  Parenthetically, they also found an increased
risk associated with use of nonsteroidal anti-inflam-
matory drugs (JAMA. 2005;294:2943-3048).

FDA Actions
The FDA has approved Bristol-Myers Squibb's

abatacept (Orencia) for the treatment of rheumatoid
arthritis.  The drug, which is produced by recombi-
nant DNA technology, is a T cell costimulation mod-
ulator.  It is approved for patients with
moderately-to-severely active rheumatoid arthritis
who had an inadequate response to one or more
DMARDs, including TNF antagonists.  It may be
used as monotherapy or with other non-TNF
inhibitor DMARD.  Abatacept is administered as a
30-minute IV infusion at 0, 2, and 4 weeks, then
every 4 weeks thereafter.

The FDA and GlaxoSmithKline have issued a
"Dear Doctor" letter regarding rare reports of macu-
lar edema in patients receiving rosiglitazone
(Avandia).  The majority of the cases involved con-
current peripheral edema and, in the majority of
cases, macular edema improved with discontinua-
tion of the drug.  Macular edema presents as blurred
or distorted vision, decrease color sensitivity, and
decreased dark adaptation.   ■
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