
priorities, before sparing of any nearby organs such as the small intes-
tine, bladder, genitalia, and skin. When we initiated treatments with
IMRT for anal canal cancer patients, we too were concerned that the
radiation doses could be delivered accurately and reliably to the peri-
anal region. Our data with our first three patients with body-mass
indexes ranging from 20 to 35 demonstrate a measured delivered dose
over three consecutive treatments to within 5% of the predicted dose.
These data demonstrate that the dose planned to be delivered and
immobilization techniques employed correctly delivered the dose to
within the error range of the thermoluminescent dosimetry devices
(unpublished data, Julius Turian, December 2000). It seems that the
natural anatomic shape and location of the anus within the gluteal
folds ensures adequate dose delivery.

While 42% of patients required a treatment break, few required
longer than 3 days, and the median time to completion of treatment
was 6 weeks. Therefore, treatments were delivered in a timely fashion,
and treatment interruptions were limited in duration. Furthermore,
the majority of treatment interruptions were for hematologic toxicity,
per the standards of large cooperative groups. While Dr Vordermark
points to a study with extremely low rates of acute grade � 3 hemato-
logic toxicity for anal canal cancer patients (13%),7 most large coop-
erative group studies report much higher rates, such as the 60% seen in
Radiation Therapy Oncology Group 98-11, which would mandate
higher rates of treatment interruption.

We agree that complex 3D conformal radiotherapy techniques
can deliver similar radiation dose patterns. However, one added ad-
vantage of IMRT is simplicity of radiation delivery. Furthermore, not
all patients with anal cancer are candidates for IMRT concurrently
with chemotherapy. In obese patients with nonreproduceable external
skin contours, IMRT would not be recommended. The optimization
of IMRT needs to continue integrating bone marrow sparing to re-
duce hematologic toxicity events decreasing treatment interruptions
due to neutropenia. However, in its current form, IMRT can be

delivered safely and effectively with high rates of control and data
demonstrating proper dosing to the primary tumor and perianal skin.

Editor’s Note

An erratum has been published in this issue to correct the error in
the Patients and Methods section of the article (J Clin Oncol 25:4581-
4586, 2007).

Joseph K. Salama and Steven J. Chmura
Department of Radiation and Cellular Oncology and The Cancer Research
Center, University of Chicago, Chicago, IL
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■ ■ ■

Randomized, Controlled Trial of
Irinotecan Plus Infusional, Bolus, or
Oral Fluoropyrimidines in First-Line
Treatment of Metastatic Colorectal
Cancer: Updated Results From the
BICC-C Study

TO THE EDITOR: We recently published in the October 20, 2007,
issue of the Journal of Clinical Oncology, results from a phase III study
that compared the safety and efficacy of three different irinotecan-
containing regimens in the first-line treatment of metastatic colorectal
cancer (mCRC): irinotecan plus infusional florouracil and leucovorin
(FU/LV; FOLFIRI), irinotecan plus bolus FU/LV (mIFL), and irino-
tecan plus oral capecitabine (CapeIRI).1 The study therefore initially
randomly assigned patients to one of three open-label chemotherapy
arms (designated as period 1). In April 2004, following US Food and
Drug Administration approval of bevacizumab (Bev), the trial was
amended to compare FOLFIRI with bevacizumab (FOLFIRI�Bev)
with mIFL with bevacizumab (mIFL�Bev), whereas, due to toxicity
concerns, further enrollment to CapeIRI was discontinued (desig-

nated as period 2). The results for both periods 1 and 2 demonstrated
that FOLFIRI and FOLFIRI�Bev offered superior activity to their
comparators and were comparably safe.1 However, at that time, me-
dian survival had not yet been reached for FOLFIRI�Bev. Herein, we
report updated overall survival data for all patients enrolled in period
2 of this trial.

In period 2, 117 patients were randomly assigned to either
FOLFIRI�bevacizumab (Bev; n � 57) or mIFL�Bev (n � 60). With
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Fig 1. Overall survival for period 2. FOLFIRI, infusional fluorouracil/leucovorin/
irinotecan; mIFL, modified bolus irinotecan/fluorouracil/leucovorin.
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a median follow-up of 34.4 months, overall survival was significantly
greater for patients who received FOLFIRI�Bev (median 28.0
months) when compared with mIFL�Bev (median, 19.2 months;
P � .037; HR for death � 1.79; 95% CI, 1.12 to 2.88; Fig 1). The
proportion of patients alive at 1-year was 87% for the FOLFIRI�Bev–
treated group and 61% for mIFL�Bev.

Consistent with our earlier findings of this trial, following the
addition of bevacizimab, FOLFIRI�Bev conferred a significant sur-
vival benefit when compared with mIFL�bevacizumab. Conse-
quently, when using an irinotecan-based regimen in the treatment of
first-line metastatic colorectal cancer, an infusional schedule of FU
should be the preferred approach.

Charles S. Fuchs
Dana-Farber Cancer Institute, Boston, MA

John Marshall
Georgetown University Lombardi Cancer Center, Washington, DC
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■ ■ ■

Life Expectancy Estimation
by Nomogram

TO THE EDITOR: I read with great interest the article by Walz et al1

introducing a new nomogram predicting 10-year overall survival in
men with early prostate cancer. This meritorious study was based on a
huge sample with long-term follow-up. The way of patient selection,
however, could be a source of bias that clinicians should keep in mind
when applying the suggested nomogram. The authors included in the
radiotherapy cohort-only patients without any hormonal manipula-
tion. The overall survival curve in the resulting population compares
unfavorably with other radiotherapy series2,4 and even with expectant
management series3,4 and is similar to survival curves in men with
severe comorbidity (Charlson score 2 or higher) treated by radiother-
apy or expectant management in the pre-PSA–era.2 It is conceivable
that the exclusion of hormonal therapy additionally to radiotherapy
selected a sample with a particularly poor prognosis (without clinical
failure due to early death of competing causes). Therefore, the results
of the study should be interpreted with caution. The conclusion that
the developed nomogram may “accurately identify those individuals
who do not have sufficient life expectancy to warrant definitive pros-
tate cancer treatment” is possibly too optimistic.

Michael Froehner
Department of Urology, University Hospital “Carl Gustav Carus,” Technical
University of Dresden, Dresden, Germany
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■ ■ ■

Family Physicians Could Help in
Predicting Life Expectancy Without
Prostate Cancer

TO THE EDITOR: Walz et al report on development of yet another
nomogram to predict 10-year life expectancy (LE) in patients with

localized prostate cancer.1 In the accompanying editorial, Ross et al
ask, “How many more nomograms do we need?”2

As family physicians, in the current climate of disorganized care,
we find that treatment decisions for prostate cancer are made between
the urologist who did the biopsy and the patient. Typically, a date for
prostatectomy, or a referral for the radiation oncologist, is determined
when the patient visits his urologist after a positive biopsy. The diag-
nosis of cancer, the bewildering array of treatment choices and their
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