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This issue of The CANCER JOURNAL from Scientific 
American continues the central purpose of the publica-

An encouraging combined chemoradiation approach 
to laryngeal mmors, which allowed laryngeal preservation 

tion: to serve as a bridge between the laboratory and the and associated continued voice, is reported by Lacava et
clinic and also as a bridge linking the various disciplines al. Voice preservation was correlated with complete
of oncology. Pasteur cautioned that “nature favors only response to chemotherapy, a result that is becoming the
the prepared mind.” Perhaps these reviews of new and norm when instituting this neoadjuvant approach to
emerging fields will help to prepare our minds for such organ and function preservation in a variety of sites,
studies as the one reported in this issue by Dr Peplinski Finally, this issue continues the search for new agents
and colleagues. They report on the use of a vaccinia virus effective in the treatment of cancer. Sausville et al find
containing the human gene for interleukin-ip to treat a that brefeldin A, a Golgi-apparatus toxin, has in vitro and
pancreatic tumor in a mouse model. The virus prolifer- in vivo antimmor activity.
ates preferentially in the tumor and produces interleukin-
1P in the tumor but not in normal tissue, resulting in a
significant tumor response. Although this approach has a

treatment approach. How, when, in what amount, and 
in what sequence are all relevant and complicated ques­
tions when different therapies are

As managed care emerges as a major form of treat­
ment delivery, we have an additional responsibility to 
assure optimal cancer care in a cost-effective fashion. We 

long way to go before reaching the clinic, it seems to be will acknowledge this responsibility by presenting, from 
interesting and at the least prepares us for similar future time to time, a management plan for specific clinical 
treatment techniques. conditions. The first such plan is presented in this issue

An interesting use of molecular technology in the clin- by Dr Love. We invite others to submit these kinds of 
ic reported by Ikenberg and colleagues is the recognition materials for other clinical presentations, and we are espe- 
that the presence of human papillomavirus DNA detected cially interested in a lively dialogue with our readers con- 
by polymerase chain reaction in apparendy tumor-free cerning these plans.
lymph nodes is an adverse prognostic marker. We hope As we enter our second year of publication, we’d also 
this is a harbinger of things to come: molecular markers of like to remind our readers that each issue of the journal is 
prognosis and as guides to therapy. Gynecologic oncolo- available electronically through the Scientific American 
gists Gibson et al report in this issue a lack of pathologic page on America Online. You can review new articles, 
changes in the uteri of women taking tamoxifen as a part browse past issues, and contribute your comments or 
of their management of breast cancer. This study illustrates questions to an ongoing forum. We encourage you to 
the continuing monitoring required with the long-term visit there often, and to add your voice to our plans for 
use of pharmaceutical iigents in cancer prevention. the journal. Additionally, in this issue we publish a letter

The recurrent questions of how best to integrate to the editor that comments upon the work by Teicher et 
treatment modalities are presented in two studies in this al published in our first issue. Again, we encourage all of 
issue. Breast cancer is a model of the multi-modality our readers to submit such letters for consideration.

And so our plate continues to be full to overflowing. 
We must learn the vocabulary and conceptual advances

combined, of the laboratory and apply these to the clinic. We must 
McCormick and colleagues observe no significant differ- integrate the disciplines of oncology the way instruments 
ence in local recurrence when the order of radiation in an orchestra are integrated, and we must always search 
therapy and chemotherapy is altered following breast- for new agents.We must add to the discussions of man­
conserving surgery. Although this is reassuring, we rec- aged care a dialogue that will contribute to the spread of
ognize the methodological difficulties involved in con- appropriate cancer management guidelines. It is our con­
sidering how to handle distant failure when using statis- tinued hope that The CANCER JOURNAL from Scientific 
tics to analyze the likelihood of local failure. American helps in these efforts.

Vincent T. DeVita, Jr., MD

Samuel Hellman, MD

Steven A. Rosenberg, MD, PhD

Editors
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The Revlon/UCLA Breast Center Practice 
Guidelines for the Treatment of Breast Disease

■ OVERVIEW

The Revlon/UCLA Breast Center consists of a coordi­
nated, multidisciplinary effort to treat breast diseases. 
It comprises several different programs under the 
umbrella of the center. The first is the High-Risk

ractice guidelines developed by the Agency for
Health Care Policy and Research, medical specialty 

societies, academic centers, and private sector providers 
and insurers1 are designed to improve the quality of 
patient care and to reduce variations in the delivery of 
care. The increased activity in guideline development 
coincides with increasing concerns over controlling the 
costs associated with medical treatment. Practice 
guidelines have the potential to reduce costs by reduc­
ing unnecessary care, although in some cases they may 
improve the standard of care beyond that observed in 
current practice. If so, cost savings will be realized only 
if savings from the elimination of inappropriate care 
exceed any increased costs that result from raising the 
standard of care. However, one unambiguous benefit 
derived from formulating and implementing practice 
guidelines is that by reducing variations in care delivery 
we may improve the ability of health care providers 
and organizations to anticipate and manage care for 
their patients.

The Revlon/UCLA Breast Center has created a set 
of clinical pathways for the treatment and manage­
ment of breast problems, from the abnormal mammo­
gram to the treatment of metastatic disease. These rec­
ommendations reflect our current state of knowledge 
regarding those treatments associated, where scientific 
information is available, with the most favorable 
patient outcomes. These guidelines also take into 
account areas in which uncertainty may exist regarding 
optimal treatment strategies; in these cases, we suggest 
a balanced discussion with the patient regarding the 
pros and cons of various treatments.

Program, which evaluates and follows women with a 
family history of breast cancer or those who are at a 
high risk of breast cancer because of pathological find­
ings (atypical ductal hyperplasia or lobular carcinoma 
in situ). These women are initially seen by a nurse 
practitioner, oncologist, nutritionist, and mental health 
specialist. After their initial evaluation, they are fol­
lowed regularly by the nurse practitioner and other 
specialists as needed.

The Diagnostic Program sees women who have a 
lump or an abnormal mammogram and who want to 
be evaluated. They are seen by a breast surgeon, nurse 
practitioner, or womens health specialist, as well as by 
a mammographer. Fine-needle aspiration and core 
biopsies are readily available.

The Follow-Up Program coordinates aftercare for 
women with breast cancer. Six to 8 weeks following 
surgery, women are evaluated with the CARES rehabili­
tation questionnaire. They are seen by a nurse practition­
er, a mental health specialist, a nutritionist, and a physical 
therapist so that any particular rehabilitative needs are 
addressed. A follow-up plan is then established.

The Multidisciplinary Program gives women who 
are newly diagnosed with breast disease or those at a 
new decision point in their treatment the opportunity 
to see all of the relevant specialists at one time. The 
patients come in as a group and are seen individually by 
a breast surgeon, a medical oncologist, a radiation 
oncologist, a plastic surgeon, and a mental health spe­
cialist. While the patients take an hour-long break, the 
specialists together review each case along with a 
pathologist who reviews all of the slides and a radiolo­
gist who evaluates x-ray films. A recommendation is 
reached, and one of the doctors who has seen the 
patient will then return to review the recommendations 
with her. All patients are given a tape recorder to record 
the visit, and a summary of the recommendations is 
faxed to the referring doctor at the end of the day.

When this center was begun in 1992, it became 
obvious that the participating clinicians had varying 
approaches to treating breast problems and breast can­
cer. We felt it was important for the multidisciplinary 
group to participate in a literamre review and to devel­
op a consistent treatment approach. An additional goal 
of this work was to track our treatment outcomes, as 
well as our costs, in anticipation of the arrival of man­
aged care.
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Figure 1 Dominant Lump

■ DEVELOPMENT

Normal

Reassure Open biopsy Rx

Figure 2 Nondominant Palpable Lump
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Nonconcordant or 
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Solid or 
not seen

Benign
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tion and expert consensus. Although a strict evidence­
based approach to guideline development benefits from 
its rigor, its application is impractical for clinical areas 
where acceptable study designs have not been pro­
duced, as noted by Woolf.1 Here, guideline develop­
ment allowed for the use of information from observa­
tional studies where randomized studies had not been 
conducted, and incorporated expert medical opinion 
explicitly in the decision-making process.

From January 1993 to January 1994, a multidiscipli­
nary group met weeldy to develop practice guidelines 
for the treatment of breast diseases. Initial development 
of these guidelines was based on evidence of treatment 
efficacy supported by the medical and scientific litera­
ture that focused on the treatment of breast cancer.

The method used for guideline development was a 
blended approach that included evidence-based evalua­
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6-month follow-up examination

Figure 3 Mastalgia

Bilateral-Hemacult negative Unilateral

MilkyNonmilky
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Reassurance

Figure 4 Nipple Discharge
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Prolactin
levels

This process paralleled the recommendations of the 
American Medical Association for developing practice 
parameters.2 These recommendations include: (1) that 
practice parameters be developed by physicians with sci­
entific and clinical expertise in the content areas; (2) 
that relevant scientific literature and expert clinical judg­
ment be employed; (3) that practice parameters be as 
comprehensive and specific as possible, including alter­
nate management strategies where appropriate; (4) that 
recommendations be based on current information; and 
(5) that practice parameters be widely disseminated.

The format of the meetings involved presentation of 
the relevant literature by an appropriate specialist, fol­
lowed by a group discussion. A first draft of the initial 
guidelines was circulated to all members of the group 
for evaluation, and a second meeting incorporated rec­
ommended modifications of the specific guidelines.

Initially, the process was complicated by the expres­
sion of a polite consensus that did not, however, reflect 
the actual practice of the participants. As the guidelines 
were put into practice it quickly became apparent 
which guidelines had been accepted because of expedi­
ency rather than conviction. We reconsidered the topic 
until all members of the team were comfortable. Any 
member of the group was allowed to reopen the discus­

■ BENIGN BREAST DISEASE

Dominant Lump. A dominant lump is distinct and per­
sistent. When identified during a physical examination, 
it must be further evaluated (Fig. I).3 If a dominant 
lump is suspicious for cancer, regardless of the patient’s 
age, a diagnostic mammogram should be done prior to 
biopsy, to better characterize the lesion and demon­
strate other suspicious areas. This should always be fol­
lowed by a biopsy regardless of the mammographic 
findings. Either fine-needle aspiration (FNA) or core 
biopsy can be done. If the results are definitive and 
concordant with the clinical impression, the patient 
can go on with treatment. If findings are nonconcor­
dant or nondiagnostic, an open biopsy is required.

A nonsuspicious dominant lump is one suspected by 
the examiner to be a cyst or fibroadenoma. Aspiration or 
ultrasound is used to rule out a cyst. If the lesion is 
shown to be a simple cyst, no further treatment is neces­
sary. If the lesion is solid, further workup is determined 
according to patient age. In women younger than 30

sion of any one of the guidelines as new data became 
available. This insures that the guidelines stay current 
and are not seen as rigid. Whenever possible, we strove 
to be data driven. In those areas where data was 
unavailable or inadequate, we included an option of 
balanced discussion with the patient of the pros and 
cons of various treatments. In all circumstances, we 
favored participation in a clinical trial as the first choice 
of care. The patient is always considered a participant 
in the decision making. The guidelines are considered 
just that—guidelines—and do not dictate our care.

Through this collaborative process we have devel­
oped an extensive set of guidelines with which everyone 
feels comfortable. We have improved the consistency 
and quality of care to our patients and enabled our­
selves to begin to collect outcome and cost data. In the 
process, we have developed a team approach to breast 
care that is predictable and reliable.
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Magnification: cc & 90“ lat

Suspicious

Stop

r

Mastectomy

Figure 5 Mammogram/Calcifications

Table 1. Staging and Follow-Up Treatment

aMastectomy & Follow-UpStaging—Clinical Stage III Patients Only Breast Conservation & Follow-Up

Bone scan Mammogram before starting radiation

Chest x-ray films

LFTs

CEA &CA 15-3

The Cancer Journal from Scientific American 5

and
be

Breast-conserving 
surgery

Calcifications identified on 
screening or diagnostic examination

Preradiotherapy 
mammograms with 
magnification views

Clustered, branching, 
heterogenous

a We do not recommend routine blood tests or scans in asymptomatic patients. 

Abbreviations: LFT, liver function tests; CEA, carcinoembryonic antigen; CA 15-3.

Exam every 6 months for 2 
years, then every year

Contralateral mammogram 
every year

[We do not recommend 
contralateral mastectomy.]

Mammogram within 6-8 weeks 
of completing radiation

Mammogram and exam every 6 months 
for 2 years, then every year

Women older than 30 years and postmenopausal 
women should receive a mammogram and ultrasound 
(Fig. 2). If these are normal, only regular follow-up 
examinations are necessary. If these imaging studies are 
abnormal or nondiagnostic, FNA or core biopsy is 
required. A concordant benign diagnosis requires no 
further workup. A cancer diagnosis leads to definitive 
treatment. Nondiagnostic nonconcordant results 
require an open biopsy.

Mastalgui. Mastalgia or breast pain is almost always 
benign. It can be cyclical or localized (Fig. 3).5 Cancer 
should be ruled out with a clinical breast exam 
mammogram. If these are negative, the patient can 
reassured.6 There is no evidence to support the com­
mon use of caffeine restriction7 or vitamin E8 in this 
condition. If a patient demands treatment, Danazol 
100-400 mg/day should be used.6

years, an ultrasound can be done. If the lesion is a cyst, 
no further treatment is necessary. In women younger 
than 25 years, the likelihood of cancer is very low. The 
physician should discuss with each woman the options 
of observation or biopsy. If the woman is older than 25 
years or has a strong family history of disease, a diagnos­
tic workup with a mammogram and a biopsy should be 
done. Fine-needle aspiration, core biopsy, or open biopsy 
can be used, depending on patient and physician prefer­
ence. The rule of concordance is very important in all 
biopsies.4 The clinical impression, mammographic and 
ultrasound impressions, and biopsy results should all be 
concordant. Further workup is necessary when any dis­
crepancy exists.

Nondominant Lumps. Nondominant lumps are 
those thickenings, areas of asymmetry, or areas of 
nodularity that are not multiple masses and cysts.

Definitely 
benign

I
FNA/

Core biopsy

I
Benign, atypia, 
or insufficient

Probably 
benign

I
Follow-up at 

6-months

I
Prebiopsy needle 

loc & biopsy 
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Malignant

Definitely benign

I
Stop

Equivocal number or morphology

I



Vol. 2, No. 1 January/February 1996

Obscured"Density” r-»

Spot compression

Sonography

Pseudomass

Solid
1

Spot magnification?

Circumscribed Ill-defined

i

< 1 cm > 1 cm

Table 2. Local Relapse Guidelines: Systemic Therapya

Type of Relapse Recommendation

1. Local relapse from prior mastectomy, poor prognosis

7. All other patients

6 The Cancer Journal from Scientific American

Irregular shape/
Spiculated margin

Follow-up at
6 mo/1 yr

Pneumo­
cystography

Biopsy
FNA/Core

Biopsy
FNA/Core

Mass identified on screening or 
diagnostic examination

6. Local recurrence > 3 cm, short
relapse-free interval, or dermal invasion

Strongly consider protocol chemotherapy for ER-negative or 
premenopausal patients. Tamoxifen may be used in elderly, 
ER-positive patients.

Recommend chemotherapy.

Recommend tamoxifen.

No adjuvant treatment.

Treated same as a new primary, especially if occurs in a differ­
ent part of the breast.

Strongly consider protocol chemotherapy for ER-negative or 
premenopausal patients. Tamoxifen may be used in elderly, 
ER-positive patients.

Treatment strategy should be individualized, because to date 
all data available preclude firm conclusions regarding treatment 
approach.

2. Relapse from BCT, premenopausal,
no prior adjuvant treatment

3. Relapse from BCT, postmenopausal, ER-positive

4. Relapse from BCT, diploid, low SPF

5. Late (> 4-5 yrs) relapse from BCT

aLocal relapse following mastectomy is treated with excision and radiation. Local relapse following BCT requires total mastectomy. 
Abbreviations: BCT, breast-conserving therapy; ER, estrogen receptor; SPF, S phase fraction.

Figure 6 Mammogram/Mass
aMultiple, round, circumscribed masses; fat-containing masses; degenerating fibroadenoma.
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Figure 7 Indications for Core Biopsy
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Close follow-up: 
Exams every 6 months. 
Yearly mammograms in 
the High-Risk Program

Clean/close
margins

Mastectomy 
± reconstruction

Clean/close
margins

Mastectomy 
± reconstruction

NSABP Tamoxifen
Prevention Trial
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Needle localization 
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surgery
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> 2.5 cm Noncomedo
< 5 cm Comedo

Negative or 
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Follow-up at 
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< 2.5 cm 
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Discordant, ADH, 
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No residual 
disease

Nipple Discharge. Only spontaneous nipple dis­
charge warrants a workup (Fig. 4). Secondly, only 
hemacult-positive discharge has any probability of 
being caused by significant breast pathology.9 Only if 
the discharge is bilateral, spontaneous, and milky 
should prolactin level be measured; if high, the pitu­
itary can be imaged. If the discharge is bilateral, non- 
milky, and hemacult negative, the patient can be reas-

Residual
disease

sured. Unilateral hemacult-positive discharge requires 
further examination—preferably with ductography fol­
lowed by surgery.

Mammographic Lesions. Calcifications identified on 
a screening or diagnostic mammogram should be classi­
fied as definitely benign, equivocal number or morphol­
ogy (indeterminate), and clustered branching, heteroge­
neous (suspicious) (Fig. 5). Benign-appearing calcifica-

Reexcision

-------- 1--------

Core
Biopsy

I
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■ MALIGNANT BREAST DISEASE

reason.
Clean margins1’ Dirty margins”

Close margins”

Figure 9 Local Control

8 The Cancer Journal from Scientific American

Partial Mastectomy” 
(Reexcision)

y
XRT <-
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All biopsies done elsewhere need to re-excised.
All resections need to be inked and tissue sent for ER/PR, DNA flow cytometry and 
Her 2 Neu.
All women with invasive cancer over 5mm will have a level one and two 
axillary dissection.

Radiation Therapy: All breast conservation patients are
treated with 5000 CGy of external radiation followed by an electron boost.
Post mastectomy radiation with lesions > 5cm; extranodal extension; > positive nodes 
or extensive lymphatic invasion.

aLesions < 5cm, remove tumor with gross rim of normal
tissue. If lesion is too big to be removed cosmetically, then modified radical 
mastectomy.
bClean Margins; normal breast tissue between the pathology and the ink. 

Close Margins: pathology close to the ink in more than three focal areas. 
Dirty Margins: pathology at the ink in more than three focal areas.

I

Dirty 
margins

tions do not need further workup or follow-up exami­
nation. Indeterminate calcifications should be further 
evaluated with magnification including craniocaudad 
and 90° lateral views. If on magnification these appear 
benign, no further workup is necessary. If they are prob­
ably benign, a 6-month follow-up examination can be 
done. If they are suspicious initially or on magnifica­
tion, a stereotactic FNA or core biopsy is needed. A 
definitive diagnosis can be used to discuss options and 
proceed to treatment. A nonconcordant or nondiagnos­
tic diagnosis indicates the need for an open biopsy.

A new mass on mammogram requires a similar 
workup (Fig. 6). First, compression spot views and 
ultrasound should be done to better characterize the 
lesion. If still suspicious, a stereotactic FNA or core 
biopsy is necessary to establish the diagnosis (Fig. 7). If 
the diagnosis is benign and concordant, no further 
workup is necessary. In the rare circumstance where the 
histopathology is not concordant, an open biopsy may 
be necessary. In the event that a core biopsy reveals a 
malignancy, a definitive operation can be performed.

c
Clean 

margins

Noninvasive Carcinoma. Lobular carcinoma in situ 
(LCIS) is rarely diagnosed by mammogram or physical 
exam (Fig. 8). It is usually found incidently in a biopsy 
specimen that has been removed for some other
It is not thought to be precancerous in itself, but rather
is considered a marker for an increased cancer risk. The 
risk is about 1% per year and reaches a maximum at 30 
years at 30%.10 Interestingly, the risk is bilateral and the 
resulting cancer usually is ductal in nature. The treat­
ment for LCIS does not involve further surgery with 
wide excision or even clean margins. There is no reason 
to attempt to remove the LCIS. The treatment is pre­
ventive: either close follow-up examination with mam­
mograms once a year and biyearly exams or preventive 
bilateral simple mastectomies. Our recommendation is 
the former unless a woman strongly prefers the latter.

Intraductal carcinoma in situ (DOS) is a different 
matter (Fig. 8). This lesion is usually diagnosed by 
mammogram or physical exam and, untreated, will 
turn into cancer 30% of the time over 10 years.11-12 
The cancer inevitably occurs in the same area in the 
same breast as the DOS and is almost always an infil­
trating ductal carcinoma. The treatment goal is to pre­
vent potentially invasive cancer. Preliminary informa­
tion indicates that comedocarcinoma (comedo) DOS 
is more likely to lead to invasive cancer than the non­
comedo type.13 Although not yet demonstrated in large 
studies, it has led us to treat comedo DCIS more 
aggressively. Comedo is defined as high nuclear grade. 
We currendy approach DCIS with a variety of options. 
If the lesion is less than 2.5 cm and noncomedo and 
the reexcision is completely benign, we will follow the 
patient with mammograms and exams.14 If there is 
residual disease but clean margins, or if the original 
lesion is comedo DCIS, we follow a wide excision with 
clean margins with radiation therapy.15 If the margins 
are not clean, a mastectomy is recommended. Finally 
in those lesions over 5 cm, a mastectomy with or with­
out immediate reconstruction is indicated. There is no 
indication for lymph node dissection in women with 
DCIS.

Local Control. Local control depends upon reduc­
ing the amount of cancer in the breast to a level at 
which radiation therapy can destroy it (Fig. 9). Clean 
margins are defined as normal breast tissue between the 
pathology and the ink. Close margins indicate patholo­
gy close to the ink in more than three focal areas. Dirty 
margins are defined as pathology at the ink in more 
than three focal areas. Margins are actually a surrogate 
for deciding how much cancer remains in the breast.16 
Pathology also plays a role in this determination.17-18 
The usual infiltrating ductal carcinoma will be easily 
excised with minimal residual disease. In this situation 
a close margin is acceptable. Infiltrating lobular carci­
noma and infiltrating ductal carcinoma with an exten­
sive intraductal component can be more insidious, and

I
Infiltrating 

ductal
EIC, 

infiltrating 
lobular

I
Reexcision

I

Biopsy

~T~

v
Mastectomy 

± reconstruction
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aBonadonna regimen: Ax4 doses followed by CMF x 8 cycles q3W
bChemotherapy is the first choice for adjuvant therapy, and no tamoxifen co-therapy is given.
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tion may be foregone. All breast conservation patients 
are treated with 5000 CGy of external radiation fol­
lowed by an electron boost.

Systemic Therapy. First and foremost, we encourage 
eligible patients to participate in established protocols. 
If patients are ineligible or refuse to participate in a 
trial, we recommend systemic treatment primarily on 
the basis of the stage of the breast cancer and the 
patients overall physiologic status.

Lymph Node Negative. As many as 23% of breast 
cancer patients diagnosed with tumors measuring less 
than 2 cm and without lymph node involvement will 
ultimately die from recurrent disease.21 Individual trials

< 1 cm 

~~l

> 2 cm 

z

CAF
6 cycles

both demand a reexcision and a clean margin before 
breast conservation with radiation therapy can be con­
sidered. A dirty margin after reexcision requires a mas­
tectomy with or without immediate reconstruction. 
Our current policy is that all biopsies done elsewhere 
must be reexcised.19 All resections must be inked and 
tissue sent for estrogen receptor (ER) and progesterone 
receptor (PR), DNA flow cytometry, and Her 2 neu 
evaluation. All women with invasive cancer over 5 mm 
in diameter will have levels one and two axillary dissec­
tion.20 In some postmenopausal women with ER-posi­
tive tumors over 2 cm where the need for adjuvant 
tamoxifen has been predetermined, an axillary dissec­
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Lymph node (+)
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I
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I
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on the tumors hormone-receptor status and the patients 
menopausal status. The overview meta-analysis reported
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dirty
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possible)

of adjuvant systemic therapy have reported improve- mone receptor status, flow cytometry (ploidy and S- 
ment in relapse-free and overall survival (OS) in subsets phase), histologic subtype and grade, and presence and 

extent of lymphatic invasion. These factors offer predic­
tive information regarding the risk for recurrence in 

21,32-34 jn general, patients exhibiting 
one or more unfavorable prognostic factors are offered 
systemic treatment.

Patients with stage II lymph node-negative breast 
cancer have an approximately 33% recurrence rate at 

cm

y
Mastectomy 

± reconstruction

Positive

~I

of treated patients with stage I disease.22 24 The meta-
analysis update by the Early Breast Cancer Trialists’
Collaborative Group has also demonstrated a survival stage I patients.
benefit in node-negative patients treated with systemic
therapy.25

Available data have documented tumor size as
being the most powerful prognostic indicator in this
group for the risk of developing recurrent disease (Fig. 20 years for tumors measuring between 2.1 and 3.0 
10).26 27 Therefore, we primarily use tumor size as a and 44% for tumors measuring between 3.1 and 5.0
guide for recommending adjuvant treatment in node- cm.35 These patients are generally offered adjuvant sys-
negative patients. Patients with tumors smaller than 1.0 temic therapy.
cm have a favorable prognosis with a greater than 90% Once the decision has been made to use adjuvant 
10-year disease-free survival (DFS).26’2829 The 1990 therapy, the type (chemotherapy vs hormonal) is based 
National Institutes of Health Breast Cancer Consensus
Conference recommended that these patients only
rarely be treated with systemic adjuvant therapy.30 the annual odds of recurrent breast cancer to be reduced 
These patients are generally not offered adjuvant thera- by polychemotherapy by 28% and by tamoxifen 
py unless the tumor has a high histologic grade and chemotherapy by 25%, with the results relatively inde- 
high mitotic rate.31 For patients with a primary tumor pendent of nodal status. The results favored the use of 
measuring between 1.0 and 2.0 cm, for whom a 28% chemotherapy in premenopausal patients and tamoxifen 
20-year recurrence rate has been reported,21 a “balanced in postmenopausal women older than age 50.25 The 
discussion” is held in which other potential prognostic overview also observed that chemotherapy administered 
variables are considered. The latter includes the hor- for a duration of 6 months versus a mean of 16 months
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toxicity profile. Doxorubicin-containing regimens such For patients with 10 or more involved lymph 
as 5-fluorouracil, doxorubicin, cyclophosphamide nodes, standard therapy has had a minimal impact on 
(FAC) and doxorubicin with cyclophosphamide (AC) the extremely high 10-year recurrence rate (of 
are acceptable alternatives. 70%-90%).58 For patients younger than age 65 who

Fails

was equally effective; the benefit of tamoxifen improved 

with treatment duration beyond 2 years.
Premenopausal women are routinely treated with 6 

months of cyclophosphamide, methotrexate, 5-fluo­
rouracil (CMF),36 regardless of hormone-receptor sta­
tus. Postmenopausal women with hormone-receptor 
negative tumors are also treated with CMF and, if hor­
mone-receptor positive, with tamoxifen (20 mg/day for 
5 years).37-38 Perimenopausal patients (within 2 years of 
their last menstrual period) are treated the same as pre­
menopausal patients. To date, combination hormonal 
and chemotherapy has not been shown to offer a sur­
vival advantage in any of these subgroups and is there­

fore not recommended.
Lymph Node Positive. Lymph node involvement 

with breast cancer remains the most important prog­
nostic variable for recurrence, with 10-year relapse rates 
of 30% to 90% and overall survival rates of 25% to 
40%.28-39-40 Multiple studies have demonstrated that 
adjuvant systemic therapy can reduce the recurrence 
rate and prolong survival in both premenopausal and 

postmenopausal patients with node-positive cancer.41-43 
At 10 years, the overview meta-analysis found that 
polychemotherapy for premenopausal women and 
tamoxifen for postmenopausal women resulted in an 
absolute difference in overall survival between treated 
and control patients of 10% and 8%, respectively.25 It 
is our practice to treat all of these patients, providing 
their overall health permits (Fig. 10).

The benefit of combination chemotherapy in pre­
menopausal patients with lymph node involvement has 

been well substantiated by investigators.44-45 An ongo­
ing controversy exists, however, as to whether or not 
doxorubicin-containing regimens offer any significant 
advantage. To date, most trials have been able to 

demonstrate equivalent but not ;

Tamoxifen

I

I
Response

I

Until failure

I
Megace

I
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For node-positive postmenopausal patients with 
superior results (both hormone receptor-positive tumors, studies have 

DFS and OS) with doxorubicin.46 50 Only the demonstrated efficacy with tamoxifen as well as with 
ONCO-France study was able to demonstrate combination chemotherapy.25-45-53 The overview analy- 
improved OS with a doxorubicin-containing regi- sis,25 as well as the NSABP B-16 trial (AC and tamox- 
men.51 In a trial of sequential versus alternating admin- ifen vs tamoxifen)54 suggested that chemotherapy plus 
istration of doxorubicin and CMF to women with tamoxifen may be more effective than either therapy 
more than three lymph nodes involved, the sequential given alone. In the latter study, however, approximately 

arm was found to be superior.52 Many oncologists 20% of the patients were estrogen-receptor negative 
interpreted this data to support the superiority of dox- and an unknown number of premenopausal women 
orubicin, but the lack of a CMF control arm makes older than 50 years were included. Other studies have 
this an unfounded conclusion. Current studies in demonstrated equivalent results when comparing both 
lymph node-negative patients comparing CMF to a treatments (used alone or in combination) in this set- 
doxorubicin regimen with or without tamoxifen ting,55-56 including the recently published results of the 
(NSABP B-23 and Intergroup-0102) should provide Southwest Oncology Group comparing CMFVP 
further insight into this issue, as well as to any additive (CMF, vincristine, prednisone) to CMFVP plus 
benefit of hormonal therapy in this group. In the inter- tamoxifen to tamoxifen alone.57 Therefore, patients 
im period, however, our practice is to treat pre- with hormone receptor-positive disease are offered 
menopausal women with CMF, regardless of hormone- treatment with tamoxifen, 20 mg per day; hormone 
receptor status, given its efficacy and relatively favorable receptor-negative patients are treated with CMF. 
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History and physical exams are done every 6 months
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CEA, and CA 15-3 (Table 1). Follow-up evaluation
after initial treatment with breast conservation with or
without adjuvant systemic therapy consists of a mam­

mogram prior to starting radiation therapy. A mammo- line treatment for patients who are chemotherapy nai

Local Relapse Guidelines. Local relapse following 
mastectomy is generally treated with excision and radia­
tion as well as adjuvant systemic therapy (Table 2).S6 
Relapse after breast conservation is more problematic, 
because it can represent either residual disease (i.e., 
DOS) or systemic disease.67 Local therapy is a total 
mastectomy. If there has been no prior adjuvant thera­
py and the relapse is infiltrating carcinoma, we recom­
mend systemic therapy. If, however, the relapse is DCIS 
or has a very good prognosis (diploid, low SPF) we 
would not recommend adjuvant therapy. Late relapses 
from BCT are treated like new primaries and adjuvant 
therapy is recommended according to the guidelines.

Stage IV. Patients with metastatic breast cancer are 
not thought to be curable with systemic therapy and « 
have a median survival of 2 years when treated with 
standard systemic therapy.68.® Response rates of 40% 
to 80% have been reported with combination 
chemotherapy70'71 with a median duration of response 
of 6 to 12 months.72 Similar results (43%-62% 
response rate) have been reported with the use of hor­
mone manipulation in hormone receptor—positive dis- 
ease.77 Autologous stem cell transplant studies have 
reported complete responses in 0% to 55% of patients, 
with overall response rates of 6% to 94%; the corre­
sponding average weighted responses are 36% and 
70%, respectively. This stands in contrast to the corre-

until the end of high-dose chemotherapy due to the <
possible exacerbation of pulmonary toxicity associated ment in DFS or OS. 
with the nitrosourea-based conditioning regimen.® Treatment. For patients with hormone receptor-pos-

For patients with hormone receptor-positive tumors itive disease who lack visceral involvement, hormone 
and comorbid disease or physiologic status precluding therapy with tamoxifen is recommended as the first line 
chemotherapy, a 2 to 3 month trial of neoadjuvant of therapy (Fig. 13). For premenopausal patients, med­

ical or surgical ovarian ablation are alternative 
options.76'77 If the converse is present and the patient 
has hormone receptor-negative disease, visceral involve­
ment, or rapid, symptomatic disease progression,

tamoxifen is attempted for patients with Illb disease.
Staging and Follow-Up Evaluation. In accordance

with published data, our policy is to stage only women
with clinical stage III disease.64 These women receive a
bone scan, chest x-ray examination, liver function tests, chemotherapy is recommended. A doxorubicin-con- 

taining regimen is used unless the patient received it for 
prior adjuvant therapy, in which case tamoxifen is gen­
erally prescribed. CMF is an acceptable alternative first- 

naive 
gram is then done at 6 months following therapy and or who received prior CMF in the adjuvant setting with 
every 6 months for 2 years and every year thereafter, a disease-free interval of greater than 1 to 2 years. 
History and physical exams are done every 6 months For patients who are younger than age 65 with a 
for 2 years and then once a year. No routine blood tests partial or complete response to standard chemotherapy, 
or scans are performed in asymptomatic patients.® protocol high-dose chemotherapy with PBPC support 
Following mastectomy, a contralateral mammogram is is recommended after maximal disease response, 
done once a year. We do not recommend contralateral
mastectomy since the risk to the second breast is limit- B ACKNOWLEDGMENTS

ed and prophylactic mastecomy has never been shown We want to particularly thank Lawrence W. Bassett, 
to make a difference in its incidence. MD, Iris Cantor Professor of Breast Imaging at

are otherwise healthy, we recommend high-dose
chemotherapy with peripheral blood progenitor cell
(PBPC) support as part of a clinical trial. Patients with
hormone receptor-positive disease receive tamoxifen
therapy afterward.

Stage III. Patients with stage III, locally advanced
breast cancer (LABC), generally have a poor prognosis,
with 5-year survival rates ranging from 12% to 38%
when treated with primary radiotherapy.® The standard
treatment for these patients, involving multimodal
sequential therapy, has resulted in an improvement in
survival when compared to historical controls.60 Neo­
adjuvant chemotherapy has demonstrated response rates
exceeding 80%59'61'62 and may downstage the primary
tumor size, allowing for breast conservation surgery.

Our practice is to treat LABC with three or more
cycles of doxorubicin-based chemotherapy until maxi­
mal tumor response, after which the patient is evaluated
for surgery (Fig. 11). Breast-conservation surgery or
modified radical mastectomy is done based on the degree
of the clinical response. Following surgery, healthy
patients younger than age 65 who demonstrated a clini­
cal response to the neoadjuvant chemotherapy are con­
sidered for high-dose chemotherapy with peripheral
blood stem cell transplantation followed by radiation
treatment. This recommendation is based on the contin­
ued high rate of metastatic disease in these patients. The

remaining patients receive two to three further cycles of spending average weighted response rates of 8% and 
chemotherapy prior to radiation treatment. 39% with conventional chemotherapy.74 In a review of

Patients with inflammatory breast cancer undergo 267 patients who underwent transplantation, 14% to 
similar sequential treatment, except that radiation treat- 30% remained in continuous complete remission with 
ment may be done prior to surgery. For patients under- follow-up times of 19 to 40 months from transplant.7’ 
going PBPC treatment, however, radiation is deferred The superior results of high-dose chemotherapy, hi

' ever, have not yet demonstrated a definitive improve- 
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Table 1. Acute and Chronic Dose-Response Parameters With and Without Idllrd

U251 Cell LineG18 Cell Line

Chronic3

1.37±0.27d1.90±0.19d20 cGy/hr

1 79±0.52d1.32±0.23d
40 cGy/hr

1.37±0.52d1.62±0.21d80 cGy/hr

Acuteb»

1.41 Gy/min

V
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0.25 ± 0.03

0.51±0.08c

0.37±0.02

0.55±0.05c

0.32±0.08

0.43±0.08

0.76±0.08c

0.025+0.01

0.036±0.01

0.011±0.01

P ± SE 
(Gy'2)

0.36 ± 0.05

0.67±0.05c

0.22 ± 0.02

0.39±0.05c

0.17 ±0.02

0.24 ± 0.04c

p±SE
(Gy'2)

Idllrd / 
% dThd

Replacement ± SE

SER at 10% 

Survival

1:151-161) was placed in the wrong columns. The table 
is correctly reproduced below. In addition, one of the 
authors, Mary J. Lindstrom, is a PhD, not an MD as stat­
ed in the article. We regret both errors.

0.33+0.04

0.44±0.12c

a± SE 
(Gy-1)

IdUrd / 
% dThd

Replacement ± SE

SER at 10% 
Survival

1.28±0.12
1,85±0.20d

0.024 ± 0.01

0.021 ± 0.01

0.060 ± 0.01

a ± SE 
(Gy’1)

aChronic irradiation data fit to linear model: Ln S = - a dose.
bAcute radiation data fit to linear quadratic model: Ln S = a dose - p dose2.

cSignificant enhancement with IdUrd vs. no (or lower concentration) IdUrd, P <0.05 by global comparison.
dSignificant enhancement with IdUrd vs. no (or lower concentration) IdUrd, P<0.05 by SER analysis.

Abbreviation: SER, sensitizer enhancement ratio.

Due to a printing error, some of the data in Table 1 
from the article by Schultz et al (“lododeoxyuridine 
radiosensitization of human glioblastoma cells exposed to 
acute and chronic gamma irradiation: mechanistic impli­
cations and clinical relevance” Cancer J Sci Am 1995;

cyclophosphamide, thiotepa, and carboplatin with autologous 
marrow support in women with measurable advanced breast 
cer responding to standard-dose therapy. J Clin Oncol 

1192;10:102-110.

76. Ingle JN, Krook JE, Green SJ et al. Randomized trial of bilateral 

oophorectomy versus tamoxifen in premenopausal patients with 

’ metastatic breast cancer. J Clin Oncol 1986;4:178-185.

Tl- Muss HB. Endocrine therapy for advanced breast cancer: a review. 

Breast Cancer Res Trear 1992;21:15-26.

Dose
Rate

0 pM/-

2 pM/12.1% + 1.6

OpM/-

2pM /19% ±3.2

breast cancer. Semin Oncol 1992; 19:317.

73. Henderson IC: Endocrine therapy of metastatic breast cancer. In: 

Harris JR, Hellman S, Henderson IC et al, eds. Breast Diseases. 

Philadelphia, J.B. Lippincott:1991:559-603.

74. Eddy DA. High-dose chemotherapy with autologous bone mar­

row transplantation for the treatment of metastatic breast cancer. J 

Clin Oncol 1992;10:657-670.

75. Antman K, Ayash L, Elias A et al. A phase II study of high-dose

OpM/-

2 pM / 8.5% ± 2.6

OpM/-

2 pM/6.7%±0.4

10 pM/15.6%±0.5

OpMA

2 pM / 20.4% ± 2.25

OpM/-

2 pM/4.1% ±0.8

OpMZ-

2 pM/8.6% ± 2.8 

10pM/24%±1.1

OpM/-

2pM/5.9% ± 5.0

1.25± 0.18
1.75±0.26d

0.15 ±0.10

27± 0.10c

0.29 ± 0.10c

In the September/October 1995 issue of the journal, National Cancer Institute. It should be listed as Director 
Dr Nathaniel I. Berlins former affiliation was incorrectly of the Division of Cancer Biology, National Cancer 
listed as Director of the Division of Clinical Biology, Institute. (Cancer J Sci Am 1995;1:187-190)
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Recombinant Anticancer Vaccines

Nicholas P. Restifo, MD, Bethesda, Maryland

T mmunization with viruses has proven its efficacy for express interleukin-10 (IL-10), 
JL more than two centuries. Beginning with the use of inflammatorv cvtokines known 2

4

1

HZh’se^e^M^and. Na,i°nal CanCer 'nS,i,U,e' National lns,i,u,es be occasionally cured of their disease if they are infect-
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■ ALTERNATIVE USES OF RECOMBINANT
VIRUSES

which flank the gene of interest. A poxviral gene pro­
moter is placed in front of the desired gene, which is

cial party related directly or indirectly to the subject of this article.

Reprint requests: Nicholas P. Restifo, MD, Surgery Branch, National Cancer 
Institute, 9000 Rockville Pike, Bethesda, MD 20892.

Copyright® 1996 Scientific American, Inc.

Received for publication Oct. 2,1995. ed with recombinant viruses expressing the same
No benefits in any form have been received or will be received from a commer- model antigens. Although the exact mechanisms 

remain unclear, it appears that the immune responses 
elicited by the viruses are far stronger than those elicit­
ed by the tumor cells.6

T mmunization with viruses has proven its efficacy for express interleukin-10 (IL-10), one of the most
J. more than two centuries. Beginning with the use of inflammatory cytokines known.2 By exploiting vac-

cowpox to prevent smallpox (the last reported case of cinia’s tendency to preferentially replicate in tumor
which occurred in Somalia in 1977), viruses have been cells, these investigators hypothesize that they have
used to bring under control a number of other human delivered high concentrations of this cytokine locally to
diseases, including polio, measles, and rabies. Recent the tumor bed. IL-10 then acts like a warning flag to
efforts have been made by a small but growing number the immune system, apparently summoning immune
of scientists to explore the potential uses of viruses as cells to the site of the tumor deposit. The recombinant
recombinant anticancer vaccines, useful not only in the vaccinia virus is shown co prevent growth of the experi-
prevention of cancer, but in its treatment as well. mental tumor used in this study. The authors surmise

A number of different strategies for using viruses in that the tumor is destroyed through a combination of
the immunotherapy of cancer are being developed, direct tumor lysis by the virus as well as immune acti-
One particularly exciting strategy involves the use of vation due in large part to the cascade of events initiat-
recombinant viruses capable of expressing proteins not ed by the effects of IL-10.
normally encoded in the virus. This has been made
possible by a confluence of recent advances in the fields
of tumor immunology and molecular virology.1

Creating some recombinant viruses, including ade- Although every cancer that results in the death of its host 
noviruses and retroviruses, can involve the removal of represents a cancer that has escaped immune destruction, 
genes critical to viral replication prior to the addition some viruses elicit immune responses of great intensity 
of new genetic material. Resulting viruses can then and duration. One strategy taken by investigators has 
accommodate the new genetic material within the con- been to turn these powerful antiviral immune responses 
fines of a viral capsule of a particular and limited size. against tumor cells. This is theoretically possible becausefines of a viral capsule of a particular and limited size. ; '

Poxviruses like vaccinia can be made to produce antiviral and antimmor immune responses both involve 
heterologous protein through a process called homolo- elements of the cellular arm of the immune system, the
gous recombination. To achieve such a recombination, specificity of which is provided by T lymphocytes,
a plasmid is constructed that contains pieces of DNA, Despite the observation that cancer cells do not 
homologous to specific sequences in the viral genome, generally elicit robust immune responses, scientists 

have managed to grow T lymphocytes with antitumor 

reactivities in some malignancies.3-4 These antitumor T 
then transfected into a cell already infected by vaccinia, lymphocytes have been used to identify the genes 
When the homologous sequences from the engineered encoding the antigens that are recognized by the 
plasmid align themselves with sequences in the vac- immune system.3 The genes encoding tumor-associat- 
cinia virus genome, and a double crossing-over event ed antigens can then be used to create recombinant 
occurs from the viral genome to the plasmid then back viruses such as vaccinia, that can act as immunogens to
to the viral genome again, the engineered molecule elicit immune reactivities against recombinant proteins
becomes stably integrated into the viral genome, and a expressed by the viruses. These immune reactivities will 
recombinant virus results. then theoretically also recognize cancer cells, because

In this issue of the journal, Peplinski et al describe they express antigens identical to those that have been 
the use of vaccinia virus genetically engineered to cloned into the virus.

It has now been shown that mice bearing experi- 
----------------------------------------------------------------------- mental tumors expressing model tumor antigens can
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I will be at home tonight 215 238 1353 and on the road

background

The National Breast Cancer Coalition’s vision for the National Action Plan on Breast Cancer has 
always been Uiat of a public-private partnership in which scientists, government, industry, 
consumer advocates, would be at the table, with equal voice, to destgn and implement sipto 

of action a strategy, to address the breast cancer epidemic on every level, science, accws 
22.' treatnJ^licy. This would avoid duplication of effort and waste of resource and

/ 
r

This vision was articulated by NBCU at tne wnue nousc ui jPrudent and Secretary Shalala. In December. 1993, the Secretary hosted a conference to begin

The

invited leaders from all segments and ensured a diversity of opinion and background

You told me this could be a rough draft, and l took you at your word. Jf tins

• *- VW M^V- ------------------ — W

but I check my voice mail often - 215 351 -2092.
want, or not enough info, just call me. 

tomorrow, 1

PO.
Washington, DC 20055
(202) 296-747’

To: Milanne Verveer
From: Fran Visco

this process.

THE SECRETARY’S CONFERENCE.

planning for the conference was done by government (through NIH, HHS, Congress) and 
consumers id lire conference itself was extremely successful. Most of B,e^"J"™' 

the plannin, else shared the vision, and ondersto^***

At the conference itself, we broke up into ten working groups - each group consisted of a cross 
section of the conference participants: representatives of the scientific community, ™surne£ 
government, and private industry. The groups were formed te.address‘ ^A^Ss
Research: Basic, Applied, Epidemiology; Education: Consumers, Physicians, Scientists, Access 
to and Delivery of Health Care; Translation of Research into PrauUue, Information

MAF-15-195f 17:24

wou?d bring'all of'the powerful forces working on breast cancer - as well as new, untapped

ancer

KM a grassroots adfocacy effort

Dissemination and Coordination and Health Care Policy and Regulation.

The participants in the working groups were asked to brainstorm and strategize what actions in 

their areas should be proposed as part of a national breast cancer strategy.

govenunent, and private industry. The groups were formed to address the following areas:

education, treatment, policy. ---- ----------

sources -- together, in a concerted effort.

This vision was articulated by NBCC at the While House in October 1993 aud sharedI by the
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At the end of the day, the co chairs of each group presented thcir conclusions to the entire 
group. The co chairs of the groups then met to synthesize the information. 

A report of the procee<iings - a. summary of the proposals from each working group, has been 
published in what is now called the "g.recn book:", entitled Proceedings - the Secretary's 
Conference to Establish a National Action Plan on Breast Cancer. 

lt h imponant to nulc that this document IS NOT A PLAN, it is a oompilation of prol)Osals that 
came out of that conference in December. 

SUBSEQUENT EVENTS 

Nothin� happened until June, when the co-<:hairs of the ten workin& iroups were brought 
together with representatives from most of the federal agencies, to being to design a plan. The 
group insisted that someone co-chair the Plan with Susan Blumt:ntltal and the group clc.cted Fran 
Visco to do this. 

The Secretary �ked U5 t0 identify five priority items to begin the Plan. 

1ne entire group• co chairs and iovemment reps - Identified abouL 19 or 20 prioriti� and these 
were then ranked by the e,roup. Six priorities were deemed important to begin the process. 

The Juoe group then identified members of planning groups for each priority, who were to meet 
and identify proposed members of working groups for each of the priorities. The working 
groups were to begin the design of a plan of action within their privrili� and implement those 
actions. 

lbe � fur the worJci.n& croups wc:rc to be given to Susan Blumenthal and Ft'cln Vir.c:o who 
would look at them as a whole to make certain that there was sufficient diversity, etc. The 
nominees were sent to Susan and Fran, wl\o met several times, �1c up with a list and then held 
conference calls with the co-chairs of the planning groups to finaUze the lists. 

The co chain of the working p-oups .ind certain othen comprise a steerlne committee to oversee 
the plan. 

WHBRF.WJ; ARE NOW 

The iiiA. pclo.rities chosen arc: 

Involvement of Consumers • goal is to place consumer advocal� al all levels of decision making 
in breast cancer. 

Etiology of Breast Cnncer - �oal is to identify gaps in research nn the etiology of breast cancer 
and recommend strategies on how to fill those gaps. 
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. Inform�tion Action - eoaJ is to make certain that the information superhighway (including of 
course telephone, TV and radio) give out the right infonnation on breast cancer to consumers, 
phy�cians and scicntuts 

Clinical Trials - goal is to identify barriers to a�s to clinical trials and to devcl.op strategies 
to overcome those barriers - increase accrual of women into breast cancer studies 

Nalional Re.source Bank - goal i& to develop be5il method to collect and distribute biological 
resources ne.eded by the research community 

Genetics - goal is to develop and implement a comprehensive plan to address the needs uf 
individuals carrying a breast cancer susceptibility gene 

PROBLEMS. 

Problem: Vision 

The major problem with the process so far h Lllat it has been slow and, more important, lacks 
a coherent vision. We don't even have a plan to get a plan. There is no vision of what the 
National Action Plan comprises, no vision of what it is to accomplish and no articulated plan 
or timclinc to accomplish it. 

Example: 

The federal agencies have been pulled together as a coordinated group to work on breast cancer 
i�sues. They w� told they would be working on the national action plan for breast cancer. 
What happened is that they were &iven the creel\ book and asked to identify what their a&encics 
were doing that matched a priority llsWd in lltis book. They then met to identify their own 
prioritie.,. with no private input. 

b.,uc: 

What is the Plan'! ls it everything that ha.s happened and is goin, on in brQl&t cancer or 11 1t 

what the public private partnership that is the steering committee prloritiz.es from the ereen book 
and then the working groups a&ain reflecting public private membership plan and design? 

► Is it everything going on even outside the eovcrnment 1 eg., in ACS 1 in DOD at the
Coalition that is the Plan and thus under NA.PBC leadership? Ou March lJ the steering
committee voted that the Plan is the process developed by the steering committee.

J�ue: 

On the issue of there being no real plan - through the �tceru1g committee proocss, we an 
beginning to desiin one throui,h the six worlcin& groups,: buildin& the plan by taking the 

I 



proceedings from the conference. looking at the proceedings in an organized, inclusive way, 
developing an overall strategy by focusing on eroups of priorities and making certain that this 
is all done by a private public partnership, both in t he design and implementation stages. 

Solutions: 
The National Breast Cancer Coalition will draft a proposed •plan to get a plan" for submission 
to se•s office c111d the steering committee. (Actually we are in the proce$S of ctning this). 

Have a meeting of the Secretary, Hillary Clinton, Fran Visco, Su�u Blumenthal, Susan Love, 
and � tn overall 'vision 

Hire someone to do day to day management of plan and ma lee it work 

Problem: Funding 

The is.sue of how this Plan is funded is another problem. The money as 1 mentione.cl is now in 
NCI, and this has created many problems. NO process ls slow aml 1Jit:y have not been 
forthcomine on how to appropriately speed up that proc.e�. 

Because of past history of plan, we are now faced with spending $10 million in fhe months. 
No one wants to spend that money inappropriately, yet the working groups are just now 
beginning. While they can come up with some shon term goab, Lhcy mu.st be driven by goals, 
rather th�n hy the need to spend the money. 

Solution� 
Make certain that NCI is on board. 

Establish a qtuuii public foundation so that we can attract private funds also - but the foundation 
must be solely for the National Action Plan on breast cancer and must be solely controlled by 
Lhe steering committee. 

Plan the best way to spend this money by the steering committee a.ml make� this never 
happens Again. 

Prvblem: Prioritic., 

Work is just beginning on the six pnorities and it is lOO soon to tclljwt wlial U1e obstacles and 
barriel'il are. We need a strict timeiine for the work and a product that we can evaluate. Federal 
agencies must be encouraged to work in concert with the working groups and not in tangent. 
All d�-uions ,hould go throu� the steering committee so that misunderstandings can be 
minimiz.ed. If this is truly to be a new way of doing things we need to continually monitor that 
we arc fulfilling our mandate. 
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Dear Ms. Visco:

Thank you for your

Sincerely,

TOTAL r.3G

Thank you for your keen interest in this most 

important matter.

7^

Russ i 
Brigadier General, Medical corps
Commander

DEPARTMENT OF THE ARMY
U S ARMY MEDICAL RESEARCH AND MATPRlEl COMMAND 

PORT DETR'CK, MARYLAND 217O2-5C12

jrchuk

rv

REPLY TO
AneHiOK of

Office of the Commander

Ms. Frances M. Visco
President
National Dreast Cancer Coalition
1707 L Street, JJtf, Suite 1060 
Washington, DC 20036

Thank you for your letter to President Clinton 
concerning the appropriation of the Breast Cancer 
Research Pregram funds. It certainly is our desire to 
ensure that collaborative research efforts in this area 
continue. At this present time; however, a decision 
has not bean made as to which organization will manage 
the $150 million dollars appropriated for Fiscal Year

1995.

F1AF-15-1995 17:26
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National Breast Cancer Coalition

« a grassroots advocacy effort »

campaign
2.6 Million

Signatures

for 2.6

Billion

Research

Dollars

Each year,
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more than 184,000 women are 

diagnosed with breast cancer 

and more than 44,000 women 

die of the disease.
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cancers,

appropriate with cost sharing as specified by their plan..
necessary or

for women at risk? Women of any age who are defined to be at risk of breast cancer by

cost-sharing. All women will also receive routine screening mammograms every two years, 

beginning at age 50, with no cost shanng.

Care for all women: All women receive regular clinician visits, including clinical breast 
eMms’every three years from age 20 - 39 and every two years from age 40 - 64 w«* no

STNadond wiilreceive additional visits, including clinical breast exams, and

mammograms at a schedule appropriate to their risk stems with no cost shoring.

The Facts on Breast Cancer in America:

One in nine women in the U.S. will develop breast cancer in her lifetime. 

(National Breast Cancer Coalition)

2.6 million women in the U.S. have breast cancer today, and this year another 
182,000 American women will be diagnosed with the disease, approximately 
one women every three minutes. (National Breast Cancer Coalition)

46,000 women will die from breast cancer this year in the U.S., approximately 
one woman every 12 minutes. (National Breast Cancer Coalition)

• There is no known cause or cure for breast cancer.

The Health Security Act addresses women's health care seriously and comprehensively.

is at no cost, protection available in only a few of

guaranteeing coverage to all women, regardless of health status, marital status employment 
Status, or ability to pay. Specifically, the Health Security Plan will wver » schedule of 

preventive screenings, tests and checkuoi

today's insurance policies.

BREAST CANCER EARLY DETECTION AND CARE COVERAGE 

UNDER THE HEALTH SECURITY PLAN

Medically necessary or appropriate care: Women of any age can receive clinical services, 
including clinical breast exams, and mammograms at any time when they are medically

Women are increasingly the victims of life-threatening illness, yet still are

osteoporosis and other diseases remains inadequate. Of all the health problems American

SECURE, COMPREHENSIVE CARE:

BREAST CANCER COVERAGE UNDER THE HEALTH SECURITY PLAN
«

Women are increasingly the victims of life-threatening illness, yet still are at the 
bottom of our medical research agenda Funding for research into breast and ovarian

women face, however, breast cancer is the deadliest.
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In addition, the followin& services are covered for pap smears:

Pap/pelvic num are covered annually for women who have reached childbearing age and are 
at risk of cervical cancer as part of clinical preventative services with no cost-sharing. Once 
three negative smears are obtaine� pap smears are covered every three years for women age 
20 - 39 and every two years for women 40 an� above. If the patient is at risk for fertility­
related infectious illnesses, pap smears may be covered more frequently. 

Additional PIP span: Additional, or more frequent pap smears may be done at any time 
they are medically necessary or appropriate. In these cases, the services are covered with cost-
sharing as is any other medical procedure. 

SUPPORTING WOMEN'S HEAL1B RDF.AROI 
UNDER 1BE HEAL111 SEaJRn'Y PLAN 

The clinical p�vendve senices packaae will be supported by si1nificant inc�ases in 
investment, in bftmt cancer �b. 

• This year the National Institute of Health's breast cancer research budget increased by
44 percent, from $208 million to almost $300 million.

Additional inc�ased f1D1din1 r or early detecdoa and pnveadve senices b available dm,uah 
the followin& 11cacies, which have increased investment in their own breast cancer research 
programs: 

• 

• 

• 

Centers for Disease Control 
The Food and Drug Administration 
The Department of Defense 

From $71 million to $78 million 
From $3 million to $13 million 
This year earmarked $210 million 
for breast cancer research. 

Under reform, new research initiatives will concentrate in prevention of many illnesses

affecting large numbers of women, including mental health, reproductive �ealth and 
osteoporosis. 
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President William Jefferson Qinton 

Remarks to the National Breast Cancer Coalition 

The White House 

October 18, 1993 

[Recognitions] 

The White House has seen more than its share of unusual gatherings and important 

moments since we arrived here nine months ago. But today marks a special occasion for 

all of us. This morning, each of us is reminded of the despair that a terrible and frightening 

disease has brought to our lives. But we meet also to celebrate your courage and your 
' . 

commitment to making the lives of women all over our nation safer and more secure. 

This is an audience that is all too familiar with the grim statistics that.µe behind the 

ravages of breast cancer. In the three minutes since I stepped up to this microphone, 

another American woman has been diagnosed with breast cancer. Every twelve minutes, a 

woman in our nation dies from it. Recent surveys have found that one in every three 

women does not receive basic services like mammography that can help detect breast 

cancer. And breast cancer will cost our nation an estimated $6 billion this year in medical 

bills and lost productivity. 

And yet despite the proportions of this epidemic, and the best efforts of some of 

this nation's best scientists and doctors, we don't know what causes breast cancer. We 

don't know how to prevent it. And we don't know how to cure it. 

What we do know is what it does - not only to women, but to all of us. 

[option: story of your mother's illness and it's impact] 

The devastating effects of this illness were brought home to me most recently on a 

July day when Sherry Kohlenberg came to visit Hillary and me in the Oval Office. Some of 

you in this room knew Sherry; she was a breast cancer victim who worked with your 

Coalition. 

In the early part of this year, Sherry had been in remission but then, in the spring, 

she had a relapse. She contacted us and said that, before things got worse, she wanted to 

\ 



and Lany - they are with us this morning and I salute them for their courage...Let me say

')

X

■ •

have her son, Sam, meet the President. And so she brought Sam and her husband, Lany, 

to visit.

Sherry was in a wheelchair that day, her husband pushing it, and Sam clinging to 

her leg. We spent about a half-hour together. And as they left the Oval Office, Sherry 

turned to Hillary and me and said: "Don't ever let anyone forget what this disease does to 

those who are left behind."

We told her we would not. And I am pleased this morning to be able to say to Sam

- the creation of the Office of Research on Women's Health and the largest increase in 

funding for breast cancer research in the history of the National Institutes of Health. We 

have also increased funding for detection and preventive services at the Centers for 

Disease Control, the Food and Drug Administration and the Department of Defense. 

Together, it adds up to some $600 million this year alone. <

As one step in coordinating our research and delivery efforts, I am pleased to 

announce that - in keeping with that commitment - Secretary Shalala will bring together 

groups like yours, a broad range of health professionals, and government officials to 

develop a national action plan for the prevention, diagnosis and treatment of breast cancer.

Developing and carrying that national strategy is what these petitions that you have 

» *

to all of you this morning we have not forgotten Sherry's words. And we are working hard 

to make it possible for all of our mothers and daughters to live in a world where breast 

cancer no longer numbers among their fears.

Meeting that promise will require action on all fronts in the war against breast 

cancer. And I can report to you today that we are moving on each of those fronts - 

research, detection, delivery, and outreach.

Because we recognize that future progress against breast cancer depends on our 

ability to tackle new frontiers in basic research, I proposed - in my first budget submission



against breast cancer. It is a plan that - quite frankly - shows the signs of several strong
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delivered are all about - and with your help, I am convinced the Secretary will succeed, 

and that we will all be better off as a result.

But research, as you have consistently pointed out, is not enough. We need to do 

everything in our power to detect this disease early and to make mammography and 

medical treatment available to every American woman.

I believe that our Health Security plan is going to fundamentally change the fight

the idea that we must try and detect and prevent disease - not just try to heal people after 

they fall ill.

The Health Security plan guarantees every American a comprehensive package of

benefits that can never be taken away. And at the core of those benefits are a wide range 

of preventive benefits provided at no cost to the patient, some of which will help us take 

great strides in the fight against breast cancer.

Among other things, the plan covers, at no cost to the patient, routine clinician 

visits, where women can receive appropriate clinical breast exams and other important 

preventive services - things like immunizations and Pap smears. Because we know that 

we can reduce deaths by making mammography widely available, the plan covers 

mammograms eveiy two years - at no cost to the patient - for all women over 50. And

women at work. A plan that is based on the notion that, when it comes to health care 
* 

research and delivery, women must no longer be treated as second class citizens. That we 

must invest in prenantal care, nutrition, matemals and child health. A plan that is based

for those women who are at high risk of developing breast cancer, the plan provides more 

frequent mammograms at any age. Let me assure you that these benefits are based on the 

best available scientific evidence - and can be updated to reflect new or better studies, or 

recommendations like those we will soon receive after two years of hard work by the 

President's Special Commission on Breast Cancer.
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[after applause]

Now I am going to sign a proclamation that declares tomorrow, Tuesday, October 

19th, National Mammography Day.

Finally, our Health Security plan recognizes a seemingly simple but critical fact; the 

best care in the world doesn't do anybody any good unless you can get to it. And so our 

plan will offer new help to our nation's public health system....it will spread the latest 

technology to doctors and nurses in the smallest rural communities and our nation's inner 

cities....and it will allow every health professional to contribute to the best of her or his 

ability and training.

As you know from your effort to gather these signatures, change requires that 

people work together. I believe that working together, we can develop a strategy to win 

the war on breast cancer and create an American health care system that is grounded in 

equality, compassion and security. Health care that says women's health care must be 

given equality - in attitude and dollars. Health care that says it's better to keep people 

healthy - not only treat them after they get sick. Health care that says every one of us 

deserves health security, health care that is always there.

Every American brings unique experiences, skills and weapons to the battle against 

illness and the battle for health security. Your weapons are not the dollars and deal­

making talents of the lobbyists. They are not the stethoscopes or the syringes of the 

doctors and nurses. They are the pen and the petition - and the knowledge that a chorus 

of voices is so much more powerful than even the strongest voice singing alone.

I urge you to continue your fight, and add your voices to ours in the months 

ahead.
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NBCC
National Breas r Cancrr coalition

grassroots advocacy in action

The National Breast Cancer Coalition Hosts Breakfast to Salute Reps, Anna Eshoo and Nita Lowey

Breakfast Reception to Honor CongresswomenWhat:

Who:

Tuesday, August 15, 2000Date:

8:30 a.m. - 10:00 a.m.Time:

Where:

#

K

NBCC HONORS CONGRESSWOMEN FOR ACTION ON 
SUBSTANTIVE BREAST CANCER ISSUES

Nearly 500 people are expected at the breakfast reception. Numerous celebrities and local breast 
cancer advocates, including Peri Gilpin and Sharon Lawrence, will join Fran Visco, NBCC President, 
to honor these extraordinary Congresswomen for their commitment to the eradication of breast cancer.

Representative Anna Eshoo (D-CA) 
Representative Nita Lowey (D-NV) 
NBCC President Frances Visco

The National Breast Cancer Coalition is a grassroots advocacy organization dedicated to eradicating 
breast cancer through the power of action and advocacy. The goals of NBCC are to: increase research 
into the causes, optimal treatments and cure for breast cancer; improve access for all women to high 
quality screening, diagnosis and treatment; and increase the influence of breast cancer survivors and 
other activists in research, clinical trials and national policy.

The Four Seasons Hotel 
The Ballroom
300 South Doheny Drive

CONTACT: Jennifer Levine
202-973-0593

(LOS ANG ELES, CA — AUGUST 14, 2000) - As part of the Democratic National 
Convention, the National Breast Cancer Coalition (NBCC) will host a breakfast reception in Los 
Angeles to honor two Congressional members, Representatives Anna Eshoo (D-CA) and Nita Lowey 
(D-NY). Both women have been long-time supporters of NBCC’s legislative priorities and strong 
breast cancer activists. This reception will celebrate their work on legislation to appropriate funds to 
substantive breast cancer research and to make treatment available to low-income women diagnosed 
with breast cancer. A similar reception was hosted by NBCC at the Republican National Convention.

FOR IMMEDIATE RELEASE 
August 14, 2000

1707 L Street, NTW, Suite 1060, Washington, DC 20036 phone: (202) 296-7477 fax; (202) 265-6854 
http:// www.stopbreasrcancer.org
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She was a leader in the bipartisan effort to accomplish this goal.

Ensured that this bill moved through the House Commerce Committee so that it 
could be voted on in the Full House. She simply would not lake No for an answer. She 
was the bill’s champion in getting hearings held, relentless in scheduling markups after 
the hearings for bill to be passed out of sub and full committee and set the deadline for a 
hill House vote. She was relentless in urging the Chairman of the House Commerce 
Committee, Representative Bliley, and the Chairman of the House Commerce 
Subcommittee on Health and Environment, Rep. BilIrakis, to schedule hearings on this 
bill, and to mark it up and pass it out of Committee in order to meet a deadline of 
Mother’s Day for passage on the House floor.

She took a back seat when the bill came to the floor, since it was renamed in honor 
of two breast cancer survivors. However, she was critical - at every stage in the 
process ~ to getting this bill passed on the House floor, and to ensuring that it wasn’t 
weakened - for example, initially, the new H.R. 4386 (renamed for the breast cancer 
survivors) did not contain the essential enhanced match section - which is the 
philosophical underpinning of this bill since it closes the gap in the existing program 
which has an enhanced match, and ensures that states will have the incentive to opt for 
this new benefit.

Without Congresswoman Eshoo, the Breast and Cervical Treatment Act would not be 
where it is today. Congresswoman Eshoo has done everything in her power to move the 
Breast and Cervical Cancer Treatment Act forward. Her support was essential and was 
reflected in the 421-1 vote in favor of the bill when brought to the floor of the House of 
Representatives for a vote.

Fran Visco Remarks from Award Presentation to Anna Eshoo on 
Tuesday, August 15th in Los Angeles, CA

Helped to Overcome obstacles at every step of the way. She helped move the bill 
through the Committee when it looked like there was going to be a delay and she worked 
to stave off amendments which could have undermined the effectiveness of the bill as 
written.

Led the Fight in Creating Enormous Bipartisan Support for this legislation. 
Congresswoman Eshoo worked tirelessly to increase the number of cosponsors on this 
legislation, working with a Mother’s Day deadline, which led to more than 218 
cosponsors in the first session of the 106tth Congress. This year, she set the goal for this 
legislation to pass the House of Representatives by Mother’s Day and was relentless in 
securing passage of this bill out of committee to be voted on on the House Floor to meet 
this deadline.
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Congresswoman Eshoo is a true breast cancer advocate in every sense of the word.

Anna Eshoo was willing to forgo getting credit for the work she did on the bill, and 
instead remained focused - through the whole process - on the end result - getting the 
Breast and Cervical Cancer Treatment Act enacted so that low-income women diagnosed 
through the BCCEDP can receive the lifesaving treatment they deserve.

Representative Eshoo has done more than pay lip service to this issue. She has shown us 
by her actions that she supports the Coalition’s efforts and that she’s committed to 
working with us to ensure an end to this dreaded disease.

She has been honored several times by the Coalition for her ongoing work on substantive 
breast cancer policy issues and for her commitment to women with breast cancer and all 
those impacted by this deadly disease. The Congresswoman has been critical to the 
success of the Breast and Cervical Cancer Treatment Act and continues to support all of 
NBCC’s legislative priorities.

It's easy to put a pink ribbon on your lapel but it's hard to make substantive change. I 
believe that Congresswoman Eshoo has and will continue to work with the National 
Breast Cancer Coalition to bring about true, meaningful change in the fight against breast 
cancer.

I am proud to present her with an award from the National Breast Cancer Coalition for 
helping to “Make Breast Cancer History!”



HRC BREAST CANCER AWARDS

(
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September 28, 1999 - Public Leadership Award from the National Breast Cancer Coalition 

for work to eradicate breast cancer.

October 20, 1997 - SELF Magazine’s Pink Ribbon Award. Awarded to both the President 
and First Lady, the award is given to honor those who make a significant contribution to the fight 
against breast cancer.

July 16, 1993 - Iris Cantor Humanitarian Award, which recognizes contributions to women’s 
health. HRC was the first recipient of the award. The award luncheon supported the Iris Cantor 
Center for Breast Imaging at UCLA Medical Center.

October 2, 1995 - Government Leadership Award from the National Breast Cancer 
Awareness Month Board of Sponsors and Zeneca Pharmaceuticals for her “outstanding 
initiative in launching efforts to educate all women about mammography, especially women 
eligible for Medicare.” (from press release)

March 28, 2000 - “Woman of Courage” Award from Cedars-Sinai Research for Women’s 
Cancers and Saks Fifth. The First Lady was honored for her commitment to eradicating 
women’s cancers, including breast and ovarian.

August 2000 - National Breast Cancer Coalition Honoree at Democratic Convention 
Reception for her efforts to eradicate breast cancer.
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July 2, 1999

Dear Melanne Verveer:

CoodHausataepIng

Ms. Melanne Verveer
Office of the First Lady
Old Executive Office Building 

Room 100
Washington, D.C. 20502

TEL:212 265 3307 P. 002/003

I believe Ellen Levine told you to expect a letter from me, since I’ll 
be handling the Breast Cancer Awareness project here. You'll find the 

questions for Mrs. Clinton below, but let me first bring you up-to- 
date on my conversations with Paul McCartney's office,

Basically, it's all good news: He has agreed to let us offer two of Linda 
McCartney's photographs for sale; the proceeds will go to NABCO. 
(Ellen is particularly thrilled about this—as she's sure Lisa Caputo will 
be, since they sit together on NABCO's board.) It is also possible that 
we will interview Paul McCartney for the piece—as the fellow in his 

office told me, "When the request comes from 10 Downing Street, you 

pay attention!"

Now we need to make sure our readers pay attention, which is where 
we think Mrs. Clinton's involvement in the project will make all the 
difference, She, like so many in our audience, grew up in a time 
when breast cancer was never talked about. These days, however, 
it's discussed so openly that people who have not been directly 
touched by the disease may have stopped paying notice. But they 
will pay notice if Mrs. Clinton takes advantage of her leadership 
position and addresses the topic in a personal way. That personal 
connection is what makes a piece effective, as we learned so well last 
year when we worked with Katie Couric on our award-winning 

article on colon cancer.

fdoai HausataepInB

A PJailCATION Of HSABST COMMUNICATIONS. INC.. A UNIT Ob THE HEARST CORPORATION

Good Housekeeping
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Have a fabulous Fourth, and many thanks for all your help.

Best,

A PUBLICATION OF HEARST CQnHUNICATIONS. INC., a UNIT OF THE HEARST CORPORA HON

Susan Bolotin
Executive Editor

9S9 EIGHTH AVENUE, NEW YORK, NY 10019 * 212-649-2200 * FAX 2I2-26S-3307 
Verveer/page 2

I’ll call you next week (or you can reach me at 212-649-2348), so we 
can talk about the piece. I have the highest hopes for it, as well as for 
the exhibit of Linda McCartney's photographs we're organizing for 
mid-September, The First Lady's attendance at that event would be 

another important boost for breast-cancer awareness.

What I suggest is that we open the piece with a paragraph that 

covers the First Lady's public relationship with breast cancer. 
Questions that could be covered include:
1) Why are you getting involved in Breast Cancer Awareness month 

in this way?
2) What's the message you're trying to get across'?
3) Is there any particular policy relating to breast cancer—research, 
prevention, or treatment—that you'd like to see changed and/or 

enacted?
4) Did you ever meet Linda McCartney? Have you met Sir Paul?
5) What's the reason for doing this "joint action" with Mrs. Blair?

Then we would move to Mrs. Clinton's private relationship with the 

disease, covering such topics as these:
1) Do you do breast self-exam? How often? Now, be honest...
2) Is there any breast or ovarian cancer on your side of the family?
3) Since the President's mother died of breast cancer, do you have 

any particular worries about Chelsea?
4) Have you discussed breast cancer—and its prevention—with her?
5) Could you imagine suggesting that she (or the President) get 

tested for the cancer gene?
6) Have you had any close friends who have had breast cancer?
7) If so: Other than your concern for them, did their disease arouse 

an emotional response in you?
8) If so: Was it more fear or anger?

Good Housekeeping
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Program is just one example of your commitment to moving substantive breast cancer policy
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The Honorable William Jefferson Clinton

The White House
Washington, DC 20500

National Breast Cancer Coalition 

« grastroots advocacy in action »

□CT-25-2000 16:05

Dear Mr. President:

On behalf of the National Breast Cancer Coalition (NBCC) and the more than 2.6 million 
women living with this disease, I want to thank you for signing the Breast and Cervical Cancer 
Treatment Act into law yesterday. We are extremely grateful for the Administration's 

outstanding leadership in enacting this lifesaving bill.

Tran Visco
President

Throughout your Presidency, the National Breast Cancer Coalition has valued the 
incredible partnership we have had with this Administration in working to eradicate breast 
cancer Your understanding about the critical need to establish a treatment component to the 
Centers for Disease Control and Prevention’s Breast and Cervical Cancer Early Detection 

forward Your support for the Breast and Cervical Cancer Treatment Act ensures that low- 
income women screened and diagnosed through this federal screening program will no longer 
have to scramble for treatment in the fragile and deteriorating system of charity care that 

currently exists.

This Administration has understood that screening must be coupled with treatment to 
reduce mortaUty from breast and cervical cancer. We are grateful for your leadership on this 
issue, and for the thousands of lives that will be saved as a result of this bill’s passage.


