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Prospective Study Evaluating the Impact of Tissue
Confirmation of Metastatic Disease in Patients With
Breast Cancer

Eitan Amir, Naomi Miller, William Geddie, Orit Freedman, Farrah Kassam, Christine Simmons,
Maria Oldfield, George Dranitsaris, George Tomlinson, Andreas Laupacis, Ian F. Tannock, and Mark Clemons

See accompanying editorial on page 575 and article on page 593; listen to the podcast by
Dr Davidson at www.jco.org/podcasts

A B S T R A C T

Purpose

Decp\swons about treatment for women with metastatic breast cancer are usually based on the estrogen
(ER), progesterone (PgR), and human epidermal growth factor receptor 2 (HER2) status of the primary
tumor. Retrospective data suggest that discordance between primary and metastatic lesions leads to
detnimental outcome. This prospective study investigated receptor status of primary tumors and metasta-
ses in the same patient and assessed the impact of discordance on patient management and survival

Patients and Methods

Biopsies of suspected metastases were analyzed for ER, PgR, and HERZ. Primary tumors and
metastases were analyzed using similar methodology. The treating oncologist indicated a
treatment plan before and after biopsy to determine whether the result influenced management.
Patients were followed up for progression or death.

Results

Of 121 women undergoing biopsy, 80% could be analyzed for receptor status. Discordance in ER,
PgR, and HERZ between the primary and the metastasis was 16%, 40%, and 10%, respectively.
Biopsy led to a reported change of management in 14% of women (95% CI, 8.4% to 21.5%).
Fine-needle aspiration and biopsy of bone led to reduced ability to analyze receptors. After a
median follow-up of 12 months, there were no trends for an association between receptor
discordance and either time to treatment failure or overall survival.

Conclusion

Biopsy of metastases is technically feasible. Clinicians alter immediate management in one of
seven patients on the basis of results of the biopsy, and discordance is not then associated with
detrimental effects on outcome. Tissue confirmation should be considered in women with breast

cancer and suspected metastatic recurrence.
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Table 1. Patient Demographics and Clinical Characteristics

All Biopsied Concordant Group” Discordant Group*®
Patients (n = 121) n =53) n=41)
Characteristic No. % No. % No. % P
Age, years
Median 59 58.5 59 20
Range 29-83 35-83 36-72
Adjuvant treatment
Chemotherapy 63 52.1 20 36.4 21 51.2 19
Endocrine therapy 90 75 28 50.9 17 415 50
Trastuzumab 5 41 2 36 2 49 86
Advanced disease status
Newly diagnosed metastatic 56 46.3 1 20.0 7 171
1 prior line of treatment in metastatic setting 21 174 15 273 10 244 65
=2 lines of treatment in metastatic setting a4 36.4 29 62.7 24 58.5
Duration of metastatic disease, months
Median 35 18 24 .36
Range 0274 0579 0.5-108
Palliative treatment
Median lines of endocrine therapy 2 1 1 10
Median lines of chemotherapy 1 1 0 26

“Includes only those patients with availability of matched primary and metastatic tissue.
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Breast cancer
recurrence
N=117)
Receptors Receptors
concordant with discordant with
primary primary
(62.4%) (37.6%)
|
| | |
ER PgR HER2
discordance discordance discordance
{16.0%) {40.4%5) {9.6%)
| | |
Gain 4/25 (16.0%) Gain 4/48 [8.3%) Gain 673 (8.2%5)
Loss 11/69 (15.9%) Loss 34/36 73.9% Loss 2/10 {20.0%)
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Trastuzumab Plus Anastrozole Versus Anastrozole Alone for
the Treatment of Postmenopausal Women With Human
Epidermal Growth Factor Receptor 2-Positive, Hormone
Receptor—Positive Metastatic Breast Cancer: Results From
the Randomized Phase III TANDEM Study

Bella Kaufwan, John B. Mackey, Michael R. Clemens, Poonamalle P. Bapsy, Ashok Vaid, Andrew Wardley,
Sergei Tiulandin, Michaela Jahn, Michaela Lehle, Andrea F islova, Cedric Révil, and Alison Jones

A B S TR A TCT

Purpose

TAnRDEM is the first randomized phase Il study to combine a hormenal agent and trastuzumab
without chemotherapy as treatment for human epidermal growth factor receptor 2 (HERZY
hormone receptor-copositive metastatic breast cancer (MBC).

Patients and Methods

Postmenopausal women with HERZ/hormone receptor-copositive MBC were randomly assigned
to anastrozole (1 ma/d orally) with or without trastuzumab (4 mg/kg intravenous infusion on day 1,
then 2 mgfkg every week) until progression. The primary end point was progression-free survival
(PFS) in the intent-to-treat population.

Results

Overall, 103 patients received trastuzumab plus ar la; 104 r d ole alona.
Patients in the trastuzumab plus anastrozole arm experienced significant improvements in PFS
comparad with pati iving trozole alone (hazard ratio = 0.63; 95% CI, 0.47 to 0.84;
median PFS, 4.8 v 2.4 months; log-rank P = .0018). In patients with centrally confirmed hormone
receptor positivity (n = 150), median PFS was 5.6 and 3.8 months in the trastuzumab plus
anastrozale and anastrozole alone arms, respectively (log-rank P = 008). Qverall survival in the
overall and centrally confirmed hormone receptor-positive populations showed no statistically
significant treatment difference; | . 70% of pati in tha trozole alone arm crossed
over 1o receive trastuzumab after progression on anastrozole alone. Incidence of grade 3 and 4
adverse events was 23% and 5%, respectively, in the trastuzumab plus anastrozole arm, and 15%
and 1%, pectively, in the ole alone arm; one patient in the combination arm
expananced New York Heart Association class |l congestive heart failure.

Conclusion
Trastuzumab plus anastrozole improves outcomes for patients with HERZ/hormone receptor—
copositive MBC compared with anastrozole alone, although adverse events and serious adverse
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2.4 months Time (months) 4.6 months
No. at risk No. at risk
Trastuzumab 103 47 31 17 14 13 11 9 3 1 1 [V Trastuzumab 103 91 83 76 63 49 36 24
+ anastrozole + anastrozole
= Anastrozole 104 33 17 5 3 3 2 1 0 0 0 0 0 .. Apasrrozole 104 96 87 73 58 42 34 22
alone alone
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Table 2. Summary of Respoense Data From the 147 Patients Evaluated for
Response in the Reconciled Population

Best Overall Response

Trastuzumab + Anastrozole Alone

Anastrozole (n = 74) n=73)
Response No. of Patients % No. of Patients %
Complete response*® 0 0 0 0
Partial response 15 20.3t 5 6.8
Stable disease 28 378 28 384
Progressive disease 30 405 36 493
Not evaluable 1 14 4 b.b

NOTE. The analysis population for response required patients to have at least
one bidimensionally measurable and evaluable lesion, and this excluded bone
lesions, pleural effusions, and lesions assessed by ultrasound.

*Three complete responses (anastrozole alone arm, n = 2; trastuzumab plus
anastrozole arm, n = 1) were determined by investigators but not confirmed
in the reconciliation process.

tP = .018 v anastrozole alone
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