Influencing Patient Focused Research Through
Advocate Interventions

Research Advocacy Network Poster Presentation
Research Advocacy Network has identified three points along the research continuum where advocates
are making a difference by bringing the patient perspective to the research process. The co-founders of
RAN presented the poster (Abstract #2011) at the San Antonio Breast Cancer Symposium. The poster is
available in printed form at http://www.researchadvocacy.org.

San Antonio Breast Cancer Symposium 2004

The 30" annual San Antonio Breast Cancer Symposium (SABCS) was held December 8" through the 11*".
Amy Langer, former Executive Director of the National Alliance of Breast Cancer Organizations
(NABCO) gave the Bill McGuire Memorial Lecture. She reviewed past accomplishments and future chal-
lenges in her lecture entitled The Fruits and Frustrations of a Decade of Breast Cancer Advocacy. It
was the first time an advocate had been chosen for this honor.

Following are highlights of some of the research results presented at the meeting.
ATAC Trial: Five Year Results
The 5 year follow up on the ATAC (Arimidex, Tamoxifen, Alone or in Combination) trial was re-
ported at the plenary session of the SABCS. Results were consistent with the results reported at
the 33 and 47 month follow ups. The results were reported as hazard ratios for all patients and for
hormone positive patients. In the ATAC study 84% of the participants were hormone receptor posi-
tive, which accounts for most of the benefit from anastrozole in the “all patients” group.

End Point Hazard Ratio (HR)* Hazard Ratio (HR)* for Hor- | Reduction using Anastro-
for All Patients mone Receptor Positive zole in Hormone Receptor
Patients Positive Patients

Disease free survival— .87 .83 17.00%
DFS
Time to recurrence - .79 74 26.00%
TTR
Time to distance recur- .86 .84 16.00%
rence -TTDR
Overall survival - OS 97 97 0.03%
Time to breast cancer .88 .87 13.00%
death - TTBD
Contralateral breast .58 A7 53.00%
cancer - CLBC

*Hazard ratio (HR)—(also called risk ratio or relative risk) compares the risk of an event occurring in two populations or
samples. HR assumes that risk does not change and is constant over time. It is computed by dividing the incidence of
the outcome in group A by the incidence of the outcome in group B. A HR>1 indicates there is greater risk in the A group;
HR<1 the risk is greater in the B group; and HR=1 means the risk is equal in both groups.
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Treatment with anastrozole was significantly better in all end points, except overall survival, when com-
pared to tamoxifen. Of all the measures the most significant reduction was seen in contralateral breast
cancer (53% in the anastrozole arm).

Reports on side effects (adverse events) were also similar to other reported results. The side effects that
were significantly different are listed below with the percent of patients experiencing the side effect.

Anastrozole Tamoxifen
Hot Flashes 35.7% 40.9%
Arthralgia - Joint pain 35.6% 29.4%
Vaginal bleeding 5.5% 10.2%
Vaginal discharge 3.5% 13.2%
Endometrial cancer 0.2% 0.8%
Fractures 11.0% 7.7%
Blood clots (venous thrombo-embolic events ) 2.8% 4.5%
Stroke (ischaemic cerebro-vascular events) 2.0% 2.8%

*Bolded numbers indicate the side effect was greater

Women on anastrozole experienced more joint pain and had a higher rate of fractures, while women on
tamoxifen experienced more hot flashes, vaginal bleeding and discharge, blood clots, stroke and endo-
metrial cancer. It should be noted that while endometrial cancer can be life threatening, it is rare in
both groups.

While the research with aromatase inhibitors is progressing and giving women new options, there remain
many unanswered questions about hormone therapy. Are all aromatase inhibitors (Als) the same? Does
one Al work better than another? Are there subgroups of patients that respond to a specific AI? How
long should patients take an Al? Should Als be given sequentially (one followed by another)? If they
should be given sequentially, what is the most effective sequence?

The take home message at this point seems to be that anastrozole provides better protection than ta-
moxifen in terms of increasing disease free survival and time to recurrence. It also appears to decrease
the risk of contralateral breast cancer development. It has not yet shown an improvement in overall sur-
vival. Is it the new gold standard? Many clinicians believe that the use of anastrozole should be discussed
with newly diagnosed, hormone receptor positive, postmenopausal women. In some patients the use of
tamoxifen continues to be appropriate.

For more information see:

e 2004 NCCN Guidelines http://www.nccn.org/professionals/physician gls/PDF/breast.pdf Please note:
2005 NCCN Guidelines are expected to revise recommendations for hormonal treatment.

= ASCO Technology Assessment: Use of Aromatase Inhibitors As Adjuvant Therapy for Postmenopausal
Women With Hormone Receptor-Positive Breast Cancer: Status Report 2004 http://www.asco.org/
ac/1,1003, 12-002033-00 18-0036744-00 19-0036745-00_20-001,00.asp

Continued on page 3
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New Prognostic and Predictive Test for Breast Cancer

At San Antonio 2003, the validation study of a new test, Oncotype DX™ 21 Gene Assay, was presented. The
test uses a 21 gene assay to determine the Recurrence Score (RS) for newly diagnosed (node negative, es-
trogen receptor positive, tumor size >1 cm) patients with breast cancer. The test makes use of new technol-
ogy and can analyze extremely small samples of a patient’s tumor that was biopsied or removed and stored
in a formalin fixed paraffin wax block. Patients with tumors that had a Low RS had only a 3% chance of re-
currence, while those with a High RS have a 27% risk of recurrence.

Risk of Recur-
Recurrence Score
rence
Low (<18) 3%
Intermediate (> 18 and <31) 12%
High (> 31) 27%

Another Validation Study

This year at San Antonio more information about the validity of the test was reported. The poster, A large
case-control study of gene expression and breast cancer death in the Northern Californian Kaiser Perma-
nente population by Habel et al, reported the use of archival tissue and medical records to validate the test
in the general population (as opposed to other validation studies that used a clinical trial population).

The results indicated that the RSs were statistically significantly associated with breast cancer death in ER+
patients treated with or without tamoxifen. Among the ER+ patients who received tamoxifen the absolute
risk of death from breast cancer at 10 years was: Low=2.8%, Intermediate=10.7% and High=15.5%. The au-
thors concluded the “Recurrence Score is independently associated with risk of breast cancer death and is
able to identify a subgroup of patients with low risk of death at 10 years”.

There are now several studies that validate the prognostic ability of the Oncotype DX. Newly diagnosed
women (node negative, estrogen receptor positive, tumor size >1 cm) who use this test will be able to as-
sess their risk of recurrence. This valuable information can then be used in making treatment decisions.

Evidence of Ability to Predict Response to Treatment
Knowing the prognosis of recurrence is valuable information for patients. However, predicting an individ-
ual’s response to treatment (hormone or chemotherapy) could save patients from over or under treatment.

The study, Expression of the 21 genes in the Recurrence Score assay and prediction of clinical benefit from
tamoxifen in NSABP study B-14 and chemotherapy in NSABP study B-20 by Paik et al, was presented Friday
morning at the plenary session.

The authors reported that in B-14 the test captured both prognosis and response to tamoxifen. There was a
significant interaction between the RS and quantitative ER (the amount of estrogen receptors in the tumor).
Patients with tumors with high quantitative ER tended to have a Low RS, while patients with tumors with
low qualitative ER tended to have a higher RS score. The measure of quantitative ER predicts the response
to tamoxifen, while the RS provides prognostic information.

The benefit of chemotherapy was analyzed in B-20. Researchers reported that patients with tumors with a
High RS had a large absolute benefit from chemotherapy. The absolute increase in distant recurrence free
survival (DRFS) at 10 years was 27.6% + 8%.

Continued on page 4
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Continued from page 3

In the Low RS group the DRFS at 10 years in the tamoxifen only (TAM) group was 96%. The DRFS in the ta-
moxifen plus chemotherapy (TAM + Chemo) group was 95%. The absolute increase in DRFS at 10 years was -
1.1 + 2.2% meaning that on average the TAM + Chemo group did a little worse than the TAM group. How-
ever, because the standard error is about 2% it cannot be said that these results mean treatment with che-
motherapy is associated with worse outcomes. What can be said is that in the low risk group, the benefit of
chemotherapy is minimal, if any.

In the Intermediate group the absolute increase in DRFS at 10 years was -1.8 + 5.2%. The standard error of
5.2% is very large, indicating wide variability in the absolute DRFS of the Intermediate group. Because the
Intermediate group has such a high degree of variability, it is difficult to make any statements about the
findings. The magnitude of benefit of chemotherapy may or may not be clinically important in the Interme-
diate risk group.

For many years women with breast cancer have been over treated with chemotherapy because there was no
way to tell who would actually benefit. Present statistics indicate that 100 women are treated with chemo-
therapy so that 4 will gain benefit. The Oncotype DX test appears to have the ability to offer patients and
their doctors a valuable tool to use in the difficult process of selecting the right treatment.

There are some limitations to the test. As of this time the test has only been validated on patients who are
estrogen receptor-positive and whose lymph nodes are negative. In the future the test will be validated on

different populations (node positive, ER negative). Genomic Health, the developer and manufacturer of the
test, recommends it be used with newly diagnosed patients. Women who have treatment decisions to make
should consult their physicians to see if they are candidates for this test.

Other findings of Predictors of Benefit from Chemotherapy

Dr. Kathy Albain reported on the 10 year follow up of SWOG-8814 with the paper, Concurrent (CAFT) versus
sequential (CAF-T) Chemo hormonal therapy (cyclophosphamide, doxorubicin, 5-fluorouracil, tamoxifen)
versus T alone for postmenopausal, node positive, estrogen (ER) and/or progesterone (PgR) receptor-
positive breast cancer: mature outcomes and new biologic correlates on phase Il Intergroup trial 0100
(SWO0G-8814) In this study, with node positive patients, those receiving hormone plus chemotherapy had a
higher disease free survival (DFS) and overall survival (OS).

SWOG-8814 also did a central pathology analysis in patients’ tumors of ER, mitotic and nuclear grade, HER2
and p53 to identify markers for prognosis as well as prediction of CAF benefit for DFS. The question being
asked was what markers could predict benefit of adding chemotherapy to Tamoxifen use on DFS. The
analysis showed no benefit from CAF if the tumor had a high ER score, a low/intermediate grade or was
HER2- in the 1-2 node + subset. Chemotherapy was particularly effective if the ER score was low or inter-
mediate.

These results support the findings of Paik et al’s presentation (see above) Expression of the 21 genes in the
Recurrence Score assay and prediction of clinical benefit from tamoxifen in NSABP study B-14 and chemo-
therapy in NSABP study B-20. B-14 confirmed what researchers and clinicians already knew: women with a
high ER score benefited more from hormone therapy than women with a low ER score.

It is encouraging that researchers are making progress identifying markers and tests that can predict which
patients will benefit from hormone or from chemotherapy.
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San Antonio Breast Cancer Symposium Highlights continued

MRI Screening for High Risk Breast Cancer Patients

In the study presented magnetic resonance imaging of the breast was found to be the most sensitive method
of surveillance in women at high risk for hereditary breast cancer when compared to mammography, ultra-
sound and clinical breast exam. Dr. E. Warner of Sunnybrook and Women’s College Health Sciences Centre
in Toronto reported on a study involving 437 women (318 with BRCA mutation).

Detected cancers

36 (detected in 35

Total women- 30 mutation 36 total
carriers)
MRI 30 (83%) 13 were detected ONLY by MRI
3 were detected by mammography but
0,
Mammography 11 (31%) NOT MRI
Ultrasound 14 (39%) 2 were detected by ultrasound but NOT

Clinical breast exam 3 (8%) 8 lnlcle\lrg _cI!eI\tAeRclted by clinical breast exam

Benign biopsy rate | Percent for MRI
—all modalities only
combined
Year 1 14% 7.0%
Year 2 7% 3.0%
Year 3 5% 1.5%
Year 4 5% 1.8%
Year 5 3% 1.5%

All cancers found on the study were less than 2 cm. Other studies were also cited with similar sensitivity
rates for MRI bringing the presenters to conclude that MRI is an effective screening method for women in
this high risk group. However, it is unknown whether MRI surveillance will result in lower death rates even
though the participants in this study diagnosed while on the study were alive and disease free at a median
follow up of 33 months. While this study supports the use of MRI in high risk women, more research is
needed to confirm these finding.

Source: Plenary session 3, SABCS 2004
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December 2004

Sun Mon Tue Wed Thu Fri Sat
1 2 3 4
5 6 7 8 9 10 1

12 13 14 15 16 17 18

19 20 21 22 23 24 25

26 27 28 29 30 31

January 2005
Sun Mon Tue Wed Thu Fri Sat
1
2 3 4 5 6 7 8
9 10 1 12 13 14 15

16 17 18 19 20 21 22

23 24 25 26 27 28 29

30 31
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Research Advocacy Network Activities

December 8-11

December 16

January 13-15

January 14

January 21-23
January 27-29

San Antonio Breast Cancer Symposium

CancerCare Telephone Education Workshop,
Topic: Tumor Sampling Co-sponsored by
Research Advocacy Network

ACOSOG Patient Advocate Committee

Health Advocates Conference Sarah Lawrence
College

RTOG Meeting, Patient Advocate
ASCO GI Symposium
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