
Prednisone Myeloma 
Remission Maintenance

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

Synopsis: Maintenance of remission in patients with multiple
myeloma who have responded to initial chemotherapy remains con-

troversial, inasmuch as clinical trials to date have demonstrated
only modest effects, particularly on overall survival. In this report

from the Southwest Oncology Group, the use of prednisone adminis-
tered on alternate days at a dose of 50 mg was shown to significant-
ly enhance progression free and overall survival when compared to
prednisone administered at a lower dose (10 mg). Although confir-

matory studies would be of value, this approach is both well tolerat-
ed and inexpensive and, thus, likely to be adapted rapidly in vari-

ous clinical settings.

Source: Berenson JR, et al. Blood. 2002;99:3163-3168.

For the 50% of treated patients with myeloma who
achieve objective markers of remission, controversy remains

regarding the value of maintenance therapy. Interferon has been
shown to prolong remission by several months, but improvement in
overall survival has been difficult to demonstrate.1-3 The current
report details findings from the Southwest Oncology Group
(SWOG) study 9210 in which patients who achieved remission
after either vincristine, adriamycin, decadron + prednisone (VAD-
P) or vincristine, adriamycin, decadron, prednisone, and quinine
(VAD-P/Q) were randomized to receive alternate-day prednisone,
either at a low dose (10 mg) or a high dose (50 mg). 

Of the 126 patients who achieved at least a partial remission with
initial therapy (25% reduction tumor reduction), 65 were random-
ized to receive the 10-mg prednisone maintenance dose and 61 were
randomized to receive the 50-mg dose. The median progression-
free survival was significantly improved in the high-dose pred-
nisone arm compared with the low-dose arm (14 months vs 5
months; P =.003) with a median follow-up for living patients of 44
months from randomization to maintenance therapy. Median overall
survival from maintenance randomization was also significantly
prolonged in the high-dose group (37 months vs 26 months; P =
.05).
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■■ COMMENT BY WILLIAM B. ERSHLER, MD
Interferon alone has been reported to prolong remis-

sion in myeloma, but the findings have been modest and
it remains to be demonstrated that overall survival is
enhanced.1-3 However, the addition of corticosteroids to
interferon has recently been shown to be effective main-
tenance therapy, including overall survival,4,5 and,
hence, there was rationale to examine the effects of cor-
ticosteroids alone as maintenance therapy. Furthermore,
corticosteroids are known to inhibit the transcription
activator NF-kB which might result in myeloma cell
apoptosis as well as a reduction in expression of inter-
leukins 6 and 1b, both of which are stimulatory to plas-
ma cell proliferation as well as osteoclast activation and
resultant lytic bone destruction. 

The current study clearly demonstrated that pharma-
cological doses (50 mg) of prednisone administered on
alternate days was both safe and effective in prolonging
progression-free and overall survival. Furthermore,
there was little toxicity observed, although a thorough
examination of bone mineral content and density was
not undertaken. Certainly, with periodic administration
of bisphosphonates (eg, pamidronate or zoledronate), it

would seem likely that the continuation of alternate-day
prednisone would be both safe and effective in the con-
tinued management of patients with myeloma who
responded to initial cyclical chemotherapy. Thalidomide
might also be useful in this setting; and it would seem
appropriate to compare in clinical trial the use of this
drug (which also is reported to inhibit key proinflamma-
tory cytokines, as well as inhibit angiogenesis) with
prednisone, either alone or in combination.   ■
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Radiosurgical Boost for
Primary High-Grade Gliomas
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Glioblastoma multiforme represents approxi-
mately one quarter of brain tumors in adults. Median
survival is typically 10-12 months. Efforts at improving
survival using radiotherapy dose escalation have been
largely disappointing, including attempts at interstitial
brachytherapy, hyperfractionation, and higher 3D boost
doses. This study from Brazil reports that, in their
small series, patients with the best pretreatment perfor-
mance status exhibited significantly improved survival
following a radiosurgery boost to residual disease after
external beam radiation. 

Source: Prisco FE, et al. J Neurooncol. 2002;57:
151-160.

Despite many attempts to escalate the radia-
tion dose in glioblastoma multiforme (GBM),

investigators continue to explore various means of over-
coming this tumor’s propensity to recur locally. It is
acknowledged that 80% of these lesions recur within 2
centimeters of the initial tumor volume, with the majori-
ty in the high-dose region. This suggests a role for dose
escalation, though no dose-response above 60 Gy in 30
fractions was seen in several randomized trials reported
for the past 20 years. Prisco and colleagues reasoned
that some of the dose constraints associated with normal
tissue tolerance, ie, neurotoxicity, might be overcome
by using stereotactic radiosurgery (SRS) as a boost in
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irradiated patients. In SRS, high doses can be delivered
to the tumor while at the same time delivering minimal
doses to the normal surrounding tissue owing to an
inherently steep dose gradient.

Between 1993 and 1998, 38 patients were treated
for high-grade gliomas at the Hospital Israelita Albert
Einstein in Sao Paulo, Brazil. Prisco et al performed a
retrospective analysis to assess the efficacy of a SRS
boost, which was used in fifteen patients. Thirty-two
patients had GBM and 6 had anaplastic astrocytomas.
Regarding the GBM patients only, the median age
was 51 years (r, 21-78). Twenty-eight underwent
resection and 4 had a biopsy only. Seventeen patients
had a Karnofsky Performance Status (KPS) of > 80,
and the rest were < 80. Median external beam radio-
therapy dose was 60 Gy (r, 53-66). The SRS and con-
trol GBM groups were well balanced demographical-
ly, except for tumor volume. Mean initial tumor vol-
ume was 67cc for the control group and 37cc for the
SRS group (P = .04).

The decision regarding whether to boost with SRS
was made based on MRI findings following 60 Gy.
Those patients with < 4 cm residual contrast-enhancing
tumor > 5 mm from the optic chiasm were boosted.
Median time to the boost was 5 weeks (r, 1-13). Median
tumor volume treated with SRS was 15 cc (r, 3-70).
Median SRS dose was 10 Gy (r, 8-12.5). Median maxi-
mum dose was 15 Gy (r, 12.5-24 Gy).

There was no significant difference in the external
beam RT dose to either group. One patient in each
group was lost to follow-up. Follow-up for living
patients ranged from 10.5-67.9 months. Median actu-
arial overall survival for the entire group was 15
months. It was 11.6 months for the control group, and
21.4 months for the SRS group (P = .025). Among
only patients with a KPS > 80, median actuarial sur-
vival was 11 months for the controls, and 53.9 months
for the SRS patients. Comparison limited to patients in
the control group with initial tumor volumes compara-
ble to the SRS patients still resulted in a significant
advantage for the SRS group (21.4 vs 14.1 months; P
= .03). Multivariate analysis to assess the importance
of age, KPS, extent of surgery, and SRS boost on sur-
vival indicated that only SRS was a significant inde-
pendent prognostic factor.

Prisco et al cited small sample size and the inherent
selection bias associated with retrospective analyses as
obvious limitations of their study. Nevertheless, given
the survival benefit seen in their patients with the high-
est KPS, they postulated that SRS may overcome
radioresistance due to a more intense radiobiological
effect of a single large-dose treatment.

■■ COMMENT BY EDWARD J. KAPLAN, MD

Radiosurgery was first described by Leksell in 1951.1

He used a battery of orthovoltage beams to concentrate
high doses of radiation at the intersection of the beams
with relative sparing of surrounding normal tissue.
Today, the same approach is accomplished with either
x-rays from linear accelerator-based systems (eg, X-
Knife), or from gamma rays generated by a cobalt-60
based system (Gamma Knife). One advantage of SRS is
its minimally invasive nature, as opposed to interstitial
brachytherapy which requires free access to brain
parenchyma. 

Data from previous Radiation Therapy Oncology
Group (RTOG) trials are commonly used to gauge the
effectiveness of therapies being evaluated in ongoing
trials. For example, even the most favorable patients (ie,
those < 50 years old with a KPS of > 90) had a median
overall survival of 18 months in 1 publication from
1993 using pooled data from 3 prior RTOG series
including 1500 patients.2 Other interesting results can
be gleaned from some of the older papers, like a report
on RTOG 83-02 that described an improvement in sur-
vival for SRS-eligible patients compared with ineligible
patients, though no SRS was administered.3 Similar
findings for brachytherapy-eligible vs. ineligible
patients have been reported.4

Modern reports regarding SRS boosting of GBM
patients were published from Harvard and the
University of Maryland by Shrieve5 and Nwokedi,6

respectively. Shrieve used an X-Knife system to deliver
a median minimum peripheral dose of 12 Gy (r, 6-24)
to a median tumor volume of 9.4 cc (r, 0.86-72).
Treatments were normalized to a median 85% isodose
(r, 60-100). Only tumors < 4 cm on preoperative MRI,
exclusive of edema, received a SRS boost. Median actu-
arial survival was 19.9 months. Nwokedi et al used a
Gamma Knife to deliver a median dose of 17 Gy (r, 10-
28) to a median tumor volume of 18.5 cc (r, 1.6- 62.2).
Treatments were normalized to a median 50% isodose
line (r, 45-65). Median actuarial overall survival was
significantly improved on multivariate analysis for the
31 patients receiving the SRS boost compared to the 33
that did not (25 vs 13 months; P = .03).

Data from RTOG 93-05, a Phase III trial compar-
ing the use of SRS followed by RT and BCNU vs. RT
and BCNU alone, will be reported in an oral presenta-
tion at ASTRO. Results from this study that enrolled
200 patients may help us better understand whether
there is a real role for SRS boosts in GBM patients.
The doses used in this trial depended on the size of
the lesion, from 24 Gy for tumors < 2 cm to 15 for
lesions 31-40 mm. Doses were prescribed to the 50-
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90% isodose lines. Another ongoing Phase II trial,
RTOG BR 0023, is designed to assess the efficacy of
accelerated RT and a weekly SRS boost during the
last half of treatment followed by carmustine. It will
be interesting to see what direction we are sent in
when the results are out. I believe we may have to
repeat some of this work using functional imaging to
supplement MRI imaging so that we can better define
our target before we can say that dose escalation is
not the answer, or is the answer for only those
patients with smaller lesions.   ■
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Microinvasion—
When is it Invasive?
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Ductal carcinoma in situ may contain small
areas of invasion termed microinvasion. Unfortunately,
varying definitions used in different studies has hin-
dered the long-term prognosis and appropriate manage-
ment of this entity. This study divided microinvasive
lesions into 2 types based on the characteristics of the
invading cells. One type has a natural history similar to
DCIS. The other type is intermediate to DCIS and inva-
sive breast cancer.

Source: de Mascarel I, et al. Cancer. 2002;94:
2134-2142.

One of the important exercises in evaluating a
specimen with ductal carcinoma in situ (DCIS) is

the identification of stromal invasion because of the
well-known differences between pure DCIS and inva-
sive breast cancer. The identification of small areas of
invasion has been termed microinvasion. Unfortunately,
the long-term prognosis and appropriate management of
this entity have been hindered by varying definitions
used in different studies.

In this study from a single institution in France,
patients with microinvasive breast cancer (MIBC)
were subdivided into 2 groups: those with a few sin-

gle infiltrating tumor cells (DCIS-MI type 1) and
those with a few infiltrating tumor cell clusters
(DCIS-MI type 2). For comparison, 2 other groups of
patients were studied: 1) patients with DCIS alone;
and 2) patients with infiltrating ductal carcinoma but
a predominant (at least 80%) intraductal component
(IDC-DCIS).

Between 1970 and 1996, 1248 patients were identi-
fied with either DCIS, DCIS-MI (types 1 or 2), or IDC-
DCIS. The goal was to correlate the histologic appear-
ance with clinical behavior by analyzing the 154 recur-
rences (12.3%), 84 of which were distant, and the 117
deaths (9.4%). Factors influencing the local recurrence
rate were not analyzed. 

de Mascarel and associates found that there were no
differences between DCIS and DCIS-MI type 1 with
respect to metastasis-free or overall survival. On the
other hand, patients with DCIS-MI type 2 could be dis-
tinguished from DCIS patients by their metastasis-free
survival (91% vs 98%, respectively; P < .0001) and
their overall survival (88.4% vs 96.5%, respectively; P
< .0001). Similarly, the overall survival was worse for
IDC-DCIS patients (78.5%) vs. DCIS-MI type 2
patients (88.4%); P = .03. Based on these results, 3 dif-
ferent groups, defined by their likelihood of metastasis-
free and overall survival, were identified: 1) those with
either DCIS and DCIS-MI type 1; 2) DCIS-MI type 2;
and 3) IDC-DCIS.

■■ COMMENT BY KENNETH W. KOTZ, MD
Microinvasion is characterized by its association with

DCIS; small invasive tumors without an in situ compo-
nent should not be classified as microinvasive. DCIS is
recognized by the proliferation of epithelial cells with
malignant cytologic features confined to the glandular
component of the ducts. Although exact definitions
vary, microinvasion occurs when there is invasion of the
stroma surrounding ducts and lobules containing DCIS.
The significance of defining MIBC as a separate entity
is to determine whether the clinical behavior of this
lesion is more closely related to DCIS, invasive breast
cancer, or something in-between.

Most pathologists refer to microinvasion when a
predominantly in situ lesion contains a focus (or foci)
of invasion which is no more than 1 mm in diameter.
Using a different scheme, de Mascarel et al divided
microinvasive lesions into 2 types based on whether
the invasion was by individual cells or tumor cell
clusters. In fact, they did not measure the size of each
focus of microinvasion. The variety of different diag-
nostic criteria and definitions of MIBC likely
accounts for some of the uncertainty regarding its
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clinical significance. 
Many others report that MIBC behaves similar to, or

slightly worse than high-risk DCIS,1,2 with the rate of
axillary nodal metastases generally less than 10%,1 but
ranging from 0-20%.3 In the study by de Mascarel et al,
positive axillary nodes were present in 3 of the 9
patients with DCIS-MI type 2 who ultimately died. In a
recent study of DCIS and microinvasion, the sentinel
lymph node biopsy technique identified an involved
node in 10% of cases.4 On the other hand, a study of 38
patients with DCIS and microinvasion (defined as a sin-
gle focus < 2 mm or up to 3 foci each < 1 mm) found
no histologically positive nodes after an axillary lymph
node dissection.5

The likelihood of finding microinvasion in DCIS
is greater in lesions of increasing size.2 Depending on
the series, the average size of a DCIS lesion, when
microinvasion is present, is anywhere from 25-50
mm.6 Furthermore, it is well recognized that microin-
vasion is most common when the DCIS lesion is the
comedo type.2,6 Histologically, MIBC is character-
ized by malignant cells in the stroma, absence of
both basement membrane and myoepithelial cells
around the invasive cells, and the frequent presence
of a lymphocytic infiltrate.3 Unfortunately, there are
well-recognized lesions which can lead to a false-
positive or false-negative diagnosis of
microinvasion.1,3 However, immunostaining may be
useful by 1) differentiating tumor cells from inflam-
matory cells; and 2) confirming the presence or
absence of the smooth muscle, actin-positive layer of
myoepithelial cells that should not be present around
the microinvasive area.1,7

Defining the clinical significance of MIBC is limited
not only by relatively few series with small numbers of
patients, but also by varying definitions used. In the large
study by de Mascarel et al, the behavior of DCIS-MI type
I was similar to DCIS whereas DCIS-MI type 2 was inter-
mediate to DCIS and invasive breast cancer. Whether this
approach is superior to definitions based on a 1 mm cut-
off is unknown. Although it is difficult to draw definitive
conclusion, MIBC lesions do have metastatic potential
and decisions on adjuvant therapy should be made based
on standard pathologic information.   ■

References
1. Hoda R, et al. Arch Pathol Lab Med. 2001;125:

1259-1260.
2. Hoda S, et al. Histopath. 1999;35:468-470.
3. Hoda S, et al. Am J Surg. 2000;180:305-308.
4. Klauber-De More N, et al. Ann Surg Oncol. 2000;7:

636-642.

5. Silver A, et al. Cancer. 1998;82:2382-2390.
6. de Mascarel I, et al. Cancer. 2002;94:2134-2142.
7. Prasad M, et al. Anat Pathol. 1998;3:209-232.

Honing in on BRCA 
Genetic Testing
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: BRCA mutation testing is useful in identify-
ing individuals at risk for breast and ovarian cancers
due to mutations in those genes. However, gene sequenc-
ing is expensive and is associated with potential legal,
psychological, and ethical issues. Thus, efforts are
under development to identify those at greatest risk for
BRCA mutation for gene testing. In this report, using a
series of 148 family pedigrees for which gene testing had
been done, the performance of 8 experienced genetic
counselors was compared to a computer program
(BRCAPRO). Although, with the pedigree data in hand,
the counselors were comparably sensitive in prediction
of BRCA carrier status, their specificity was not as good
as the computer. Thus, computer-assisted evaluations
for subsequent gene testing are likely to allow more pre-
cise recommendations regarding gene testing for BRCA
mutations.  

Source: Etthus DM, et al. J Natl Cancer Inst. 2002;94:
944-951.

Genetic counseling can be of great value for
families that carry a genetic risk for cancer, such as

those who carry BRCA mutations. The purpose of the
current report was to compare the performance of 8
genetic counselors with that of a computer model
(BRCAPRO) in identifying those families likely to
carry a BRCA gene mutation. Eight experienced cancer
risk counselors from different cancer center genetics
clinics estimated BRCA gene mutation probabilities for
148 pedigrees that were selected because of a perceived
risk for such mutations including a proband with either
breast or ovarian cancer and available unequivocal
sequencing data of the BRCA1 and BRCA2 genes. In
this selected group, 43% were positive for BRCA muta-
tions. Genetic counselors were asked to identify those
with a greater than 10% BRCA gene mutation probabil-
ity. Using that threshold, the sensitivity for identifying
carriers was 94%, which compared favorably with the
computer program (that scored a sensitivity of 92%).
However, median specificity at this threshold was 16%
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for the risk counselors and 32% for the computer (P =
.04).  Thus, sensitivity for identifying BRCA gene
mutation carriers was similar for risk counselors and the
computer program, but the computer model consistently
demonstrated superior specificity and was overall better
at discriminating BRCA carriers from noncarriers.

■■ COMMENT BY WILLIAM B. ERSHLER, MD
Women who inherit certain mutations within the

BRCA1 or BRCA2 genes face a 35-85% lifetime risk
of developing breast cancer1,2 and a 16-57% chance of
developing ovarian cancer.3 Genetic counseling and
medical or surgical interventions are likely to reduce
these risks. One element of the genetic counseling con-
sultation is the identification of those truly at increased
risk. Gene testing is costly and may be complicated by
social and legal issues. Thus, screening efforts per-
formed by professionals knowledgeable in the limita-
tions and interpretations of such tests is warranted. This
is highlighted by a recent ASCO policy statement that
suggests that BRCA gene mutation screening be limited
to individuals whose probability for carrying a mutation
is at least 10%.4 The problem, of course, is to identify
those characteristics that impart that 10% risk. 

The current research suggests that genetic counselors
do a pretty good job at this inasmuch as their interpreta-
tion of the pedigrees and clinical data of the sample
population (148 families in this report), using a 10%
probability threshold, led to a sensitivity level of 94%
for identifying carriers. However, specificity was con-
siderably lower than that of the computer (16% vs
32%). Thus, the BRCAPRO program results in the rec-
ommendation of gene testing for fewer families. This
program, and other related programs, are available on
the internet by searching for “BRCAPRO.”

Genetic counseling, of course, involves much more
than screening for those to be tested by sequencing of
the BRCA genes. Counselors are critical, not only for
their recommendations for screening, but also for edu-
cation and interpretation of the results and for dis-
cussing the management of cancer risks. The
BRCAPRO computer program is a useful tool for
assisting in the overall process.   ■
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Problems with HER2 Testing
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The overall performance of HER2 testing by
local laboratories in a sample of 119 patients reportedly
positive for overexpression of HER2 protein or amplifi-
cation of the HER2/neu gene was examined by retest-
ing samples in a central reference laboratory. Of these,
26% were found to be not positive. This poor concor-
dance between local and central laboratories has led to
modifications in the intergroup adjuvant breast cancer
trial and also has implications for community practi-
tioners who rely on these test results in their treatment
recommendations.

Source: Roche PC, et al. J Natl Cancer Inst. 2002;94:
855-857.

Traztuzumab (antiher therapy, herceptin®) is a
monoclonal antibody targeted against the extracellu-

lar domain of the HER2 protein, which is overexpressed
by neoplastic cells of some patients with breast cancer.
The overexpression of HER2 confers a negative progno-
sis, but the inclusion of trastuzumab in treatment schemes
(either concordant with or following chemotherapy) has
improved outcomes for patients with metastatic breast
cancer in which HER2 is overexpressed. Accordingly, tri-
als have now shifted to the adjuvant setting. One such
trial, N9831 is a large, intergroup study (including
patients enrolled from Cancer and Leukemia Group B,
Eastern Cooperative Oncology Group, Southwest
Oncology Group and North Central Cancer Treatment
Group), the latter of which is serving as the coordinating
center. Women with node-positive breast cancer that
strongly overexpresses HER2 protein or displays
HER2/neu gene amplification as determined in local lab-
oratories have been enrolled. As was the original inten-
tion, after 119 patients were enrolled, central testing (as
performed in reference laboratories at the Mayo Clinic)
was compared with the results from the local laborato-
ries. Only 74% (all of whom tested positively in local
laboratories) were found to be HER2 positive in the cen-
tral lab and only 6 of 9 (67%) that were demonstrated to
have the HER2/neu gene amplified by the local laborato-
ry were with similar results when tested in the reference
laboratory. Incidentally, the concordance rate for the
immunohistochemistry (by HercepTest™) and fluores-
cence in situ hybridization (FISH) assays, when both
tests were performed centrally, was 92%. N9831 has
been, as the result of this analysis, modified such that all
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future enrolled patients will have confirmation of their
HER 2 status performed at the reference laboratory.

■■ COMMENT BY WILLIAM B. ERSHLER, MD
The findings are a bit disconcerting. Most often com-

munity physicians rely on local laboratories for tissue
and cellular analysis, and it appears from this study,
when the tests are repeated in a reference laboratory,
which presumably has greater experience with the
assays, a quarter or more are false positives. Of addi-
tional concern is that there may be an equal or even
greater number of false negatives (but this was obvious-
ly not examined in the current report).  For the purposes
of the intergroup adjuvant breast cancer trial in which
trastuzumab was a component treatment, it appears that
at least some women, perhaps as many as 26% of the
initial recruitment in N9831, were not HER2 positive.
This, of course has implications for reaching the study
goal, which is to test the capacity for trastuzumab to
influence clinical outcomes for HER2-positive patients.
More importantly, HER2-negative patients may be
unnecessarily subjected to any potential toxicity of the
monoclonal antibody treatment. It is a credit to the
study designers that this interim check was included,
and that appropriate adjustments to future enrollment
were made accordingly. 

The take-home message for community oncologists is
that we must exercise caution when interpreting labora-
tory tests such as the immunohistochemistry and FISH
analyses performed on patient samples from which treat-
ment programs are based. With time, it is likely that
local laboratories will have gained sufficient experience
such that these levels of discordance (between their
interpretation and that of central reference laboratories)
will be diminished. However, in the meantime, if there is
any question (equivocal results or discordance between
immunohistochemistry and FISH analysis), sending
samples to a reference laboratory may be of critical
value in assuring optimal patient care.   ■
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CME Questions
1. The BRCAPRO computer program, when compared with pre-

dictions from experienced genetic counselors with regard to the
likely presence of BRCA gene mutations, was shown to be:
a. more sensitive.
b. more specific.
c. less sensitive.
d. less specific.

2. Which of the following statements about the use of alternate
day prednisone (50 mg) is true?
a. It was shown in the currently published SWOG study to be

equivalent to interferon a in the maintenance of remission in
myeloma patients.

b. It was shown in the currently published SWOG study to be
effective in the maintenance of remission in myeloma patients,
but observed toxicity would preclude widespread use in this 
setting.

c. It was shown in the currently published SWOG study to pro-
long progression free and overall survival when compared to
alternate day prednisone at a lower dose (10 mg).

d. It was shown in the currently published SWOG study to pro-
long progression free survival, but not overall survival when
compared to alternate day prednisone at a lower dose (10 mg).

3. In the intergroup adjuvant breast cancer trial for HER2 posi-
tive patients (N9831), the re-examination of tissue samples for
HER 2 protein overexpression by a central reference laborato-
ry was notable in that it demonstrated:
a. That as many as 74% of patients were reported as positive by

local laboratories that were, upon reexamination, negative.
b. That as many as 26% of patients were reported as positive by

local laboratories that were, upon reexamination, negative.
c. That there were 33% false negatives (i.e. reported as negative

for HER2 over expression, but were positive upon reexamina-
tion.

d. There was excellent concordance (92%) between local and cen-
tral laboratories with regard to HER 2 over expression.

4. Which of the following regarding stereotactic radiosurgery is
false? 
a. Ideally targeted tumors are typically < 4 cm in greatest 

diameter.
b. Depending on the study, quoted doses range from 8-24 Gy per

fraction.
c. Tumor size is generally evaluated via contrast-enhanced MRI.
d. Multivariate analyses have shown that the choice of gamma

knife vs. linear accelerator-based SRS systems is a statistically
significant prognostic factor in the treatment of GBMs.

5. Regarding the SRS boost groups in the Prisco article, which
overall survival is cited correctly? 
a. 15 months in the Brazil study. 
b. 18 months in the RTOG study. 
c. 25 months in the Harvard study.
d. 20 months in the Maryland study. 

Readers are Invited. . .
Readers are invited to submit questions or comments

on material seen in or relevant to Clinical Oncology
Alert. Send your questions to: Robert Kimball, Clinical
Oncology Alert, c/o American Health Consultants, P.O.
Box 740059, Atlanta, GA 30374. For subscription infor-
mation, you can reach the editors and customer service
personnel for Clinical Oncology Alert via the internet by
sending e-mail to robert.kimball@ahcpub.com.   ■
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Attention Readers . . .
American Health Consultants is happy to announce

that we are opening up our Primary Care Reports
author process to our readers. A biweekly newsletter
with approximately 5000 readers, each issue is a fully
referenced, peer-reviewed monograph. 

Monographs range from 25-35 Microsoft Word doc-
ument, double-spaced pages. Each article is thoroughly
peer reviewed by colleagues and physicians specializ-
ing in the topic being covered. Once the idea for an
article has been approved, deadlines and other details
will be arranged. Authors will be compensated upon
publication. 

As always, we are eager to hear from our readers
about topics they would like to see covered in future
issues. Readers who have ideas or proposals for future
single-topic monographs can contact Managing Editor
Robin Mason at (404) 262-5517 or (800) 688-2421 or
by e-mail at robin.mason@ahcpub.com.

We look forward to hearing from you.   ■
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