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Clinical Trials of Adjuvant Trastuzumab

Randomized trial data from the advanced disease setting demonstrate that STATUS OF THE ADJUVANT TRASTUZUMAB TRIALS
NSABP-B-31 has accrued nearly 2,000 patients, but

i i . ) it has been the slowest of the trials to accrue, in part
trastuzumab and chemotherapy — using either doxorubicin/cyclophosphamide e i e (e Gra e ek el ealinen

in women with HER2-overexpressing breast cancer, the combination of

or paclitaxel — results in improved progression-free and overall survival which was somewhat of a barrier until we allowed the
weekly regimens. Additionally, B-31 is a two-arm rather

than a three-arm trial. In the other trials, patients had
encouraging results have led to a new generation of adjuvant trials evaluating a two-out-of-three chance of receiving trastuzumab,

compared to the same chemotherapy given without trastuzumab. These

a variety of chemotherapeutic regimens combined with trastuzumab. While SARTEES [FEHERE (1) GUL Ul 1261 G eEaiie
chance. The HERA and BCIRG-006 studies have finished

accruing patients, and the N9831 US Intergroup trial
has not yet revealed dysfunction that would preclude continuing these is within eight to 12 months of completing accrual. At
our current rate, B-31 would require another two and a
half years to complete accrual. We are optimistic about
trastuzumab only in a clinical trial SEtting- the possibility of combining N9831 and B-31 for a joint
analysis, which will substantially accelerate the reporting
time. We are close to having our first interim analysis of

no efficacy endpoints have been met, closely evaluated cardiac monitoring

trials. Almost all clinical research leaders currently advocate using adjuvant

PHASE Ill CLINICAL TRIALS OF ADJUVANT TRASTUZUMAB B-31; the analysis is based on deaths because survival
BCIRG-006 Closed* 3,150 N+ or high-risk N-  AC x 4 - docetaxel 100 mg/m" g3wk x 4  Disease-free survival®  Nonanthracycline/ — Charles E Geyer Jr, MD
HER2+ (FISH+) H combination
AbRGe iz WD g o CLINICAL TRIALS OF ADJUVANT TRASTUZUMAB
q3wk x 4 + H qwk x 12 > H q3wk? H in combination
remainder of one year with chemotherapy | predict we will see a five to seven percent reduc-
Carboplatin + docetaxel 75 mg/m" tion in recurrence at five years and an impact on

3wk x 6 + H qwk x 12 > H q3wk
remainder of one year

NSABP-B-31 Open 2,700 N+ AC x 4 - paclitaxel q3wk* x 4 CHF-rate Combined analysis

disease-free survival in the adjuvant trastuzumab trials.
The adjuvant trials are limited to patients with node-

HER2+ Overall survival with N9831 positive or high-risk, node-negative disease because the
(IHC 3+ or FISH+)  AC x 4 - paclitaxel q3wk* x 4 expected benefit must outweigh the known three to
+ H qwk x 92 Every three-week _ _ _ - _
or weekly taxane five percent short-term risk of cardiotoxicity associated
S e B L i with trastuzumab.
NCCTG-N9831  Open 3,300 N+ or high-risk N-  AC x 4 - paclitaxel qwk x 12 Cardiac tolerability Combined analysis _ o
HER2+ Disease-free survival ~ with B-31 The most common trial design is AC followed by
(IHC 3+ or FISH+)  AC x 4 - paclitaxel qwk x 12 : - _
S H quk x 52 Weekly taxane fa taxane with or Wlt.hO.ut trastl.Jzur.nab. B.CIRG 006
with concurrent includes a carboplatin in combination with docetaxel
AC x 4 - paclitaxel qwk x 12 or sequential H . . :
+ Hquk x 52 arm because of the synergy seen in vitro and the possi-
Effect of bility that omitting the anthracycline may mitigate
three-month . .. . ;
derlgi lr)ré(t)cveen cardiotoxicity. These studies have approximately 3,000
doxorubicin and H to 5,000 patients and are designed to detect small

on cardiotoxicit L : : :
g variations in outcome — approximately a five percent

BIG-01-01, Closed 4,482 N+ or N- H gq3wk™* x 12 months Disease-free survival' Duration of H diff : d ibl t t
HERA HER2+ Irrerence In recurrence and possibly a TWo percen

(IHC 3+ or FISH+)  H g3wk®* x 24 months Value of H survival benefit.

Any chemo + XRT versus no H following

Observation adjuvant chemo The adjuvant trials are evaluating one year of

N = node; H = trastuzumab (Herceptin®) trastuzumab therapy, except for the European HERA
*Enrollment completed March 2004; interim analysis is planned for the first quarter of 2006. study that randomly assigns patients to observa-
t Every 3 weeks at 6 mg/kg tion versus one year or two years of trastuzumab. The
*Protocol amended to allow weekly or every three-week H natural history of breast cancer suggests that longer-

$ BCIRG-006 will evaluate pathologic and molecular markers predictive of efficacy, the value of cardiac biochemical and genetic markers for cardiac events, and term biological therapy is more beneficial, so | believe
the correlation between the shed HER2 extracellular domain and relapse. Cardiac monitoring is comparable to NSABP-B-31 and NCCTG-N9831. Two out of three more than one year of trastuzumab will be necessary

planned interim cardiac safety analyses have been completed and passed the review of the Data Monitoring Committee without safety concerns. _
for optimal effect.

"Three interim cardiac safety analyses identified no safety concerns. Debu Tripathy, MD
- (

sourckes: NCI Physician Data Query, January 2005.

Baselga ] et al. Semin Oncol 2004;31(5 Suppl 10):517. BCIRG-006 ADJUVANT TRASTUZUMAB TRIAL

For the first time in a large randomized adjuvant study
of patients with HER2-positive tumors, a non anthra-
cycline-containing synergistic combination will be put
to the test in a carefully selected patient population.

ASSESSMENT OF TRASTUZUMAB-ASSOCIATED CARDIAC EVENTS:
NSABP-B-31 TREATMENT AND MUGA SCHEDULE

ARM 1 (n=538) Cardiac events (CE)

| AC >|— Paclitaxel—»| All patients must have FISH-positive disease; | think the
v #—Trastuzumab y y > v 4.28% trial will define the standard of care for the adjuvant
| . ! . 1+ . treatment of patients with HER2-positive breast cancer.
Baseline 3 mo 6 mo 9 mo 12 mo 18 mo : C ey
The other important component of this trial is safety.
ARM 2 (n=510) , . .
| AC o |—Paciitaxel —] minus 0.78% It doesn’t appear that cardiac safety is going to be a
Cardiotoxicity uniquely attributable to trastuzumab = 3.5% major issue in the adjuvant trastuzumab trials.
(ARM 1 CE - ARM 2 CE) Cl, 1.6-5.3% — Mark D Pegram, MD
Protocol-defined acceptance of <4% congestive heart failure in anticipation of 25% reduction in death and reversible cardiac effects from trastuzumab;
LVEF declines requiring cessation of trastuzumab were reversible in the vast majority of patients; therefore, trial accrual continued. CARDIAC SAFETY ANALYSIS IN NSABP-B-31
pERIVED FrROM: Geyer CE Jr. Presentation. San Antonio Breast Cancer Symposium, 2003. “... a 3.5 percent increase in cardiac events among
patients receiving AC followed by Herceptin and Taxol
compared to AC followed by Taxol alone was identified.
“The increase in cardiac events was within protocol
SELECT PUBLICATIONS limits, justifying continuation of accrual. Abnormal LV
Baselga ] et al. Future options with trastuzumab for primary systemic and Perez EA, Rodeheffer R. Clinical cardiac tolerability of trastuzumab. / Clin Oncol function and svm ms. if bresent. imoroved with
adjuvant therapy. Semin Oncol 2004;31(5 Suppl 10):51-7. 2004;22(2):322-9. t(_) fd y ptO _' hp esent, _ p.O e? t
Geyer Jr CE et al. Cardiac safety analysis of the first stage of NSABP B-31, Seidman A et al. Cardiac dysfunction in the trastuzumab clinical trials experience. g e _ Herceptm _m U LB TE]eIRGY @F (B ERE:
a randomized trial comparing the safety and efficacy of Adriamycin and J Clin Oncol 2002;20(5):1215-21. A peak decline in median LVEF of 3 percent was noted

cyclophosphamide (AC) followed by Taxol to that of AC followed by Taxol plus
Herceptin in patients (Pts) with operable, node-positive (N+), HER-2 overex-
pressing breast cancer (HER2+BC). Breast Cancer Res Treat 2003;Abstract 23.

Slamon D, Pegram M. Rationale for trastuzumab (Herceptin) in adjuvant breast when patients had received six months of Herceptin.
cancer trials. Sein Oncol 2001;28(1 Suppl 3):13-9.

“Clearly, additional follow-up will be needed to fully

Blrisbasy N, Bass BA. Tzt o e o adfroem sy it Smith I. Future directions in the adjuvant treatment of breast cancer: The role of

therapy of breast cancer: Ongoing and planned clinical trials. Semin Oncol el v Al Crnel ZWHZGugpl 1752 define the short and |0ng term cardiac events of
2001;28(5 Suppl 16):41-6. Sparano JA. Cardiac toxicity of trastuzumab (Herceptin): Implications for the Herceptin in this setting. And these results support
Jones AL, Leyland-Jones B. Optimizing treatment of HER2-positive metastatic design of adjuvant urials. Sezninz Oncol 2001;28(1 Suppl 3):20-7 continued accrual into on g oin ga deV ant trials. but
breast cancer. Semin Oncol 2004;31(5 Suppl 10):29-34. Tan AR, Swain SM. Ongoing adjuvant trials with trastuzumab in breast cancer. di d h de of cl " | trial
Nabholtz JM, Slamon D. New adjuvant strategies for breast cancer: Meeting the Semin Oncol 2003;30(5 Suppl 16):54-64. Indicate use as adjuvant therapy outside ot clinical tria
challenge of integrating chemotherapy and trastuzumab (Herceptin). Semin Oncol Tan-Chiu E, Piccart M. Moving forward: Herceptin in the adjuvant setting. would clearly be premature.”

2001;28(1 Suppl 3):1-12. Oncology 2002;63(Suppl 1):57-63.

— Geyer Jr CE. Presentation.
San Antonio Breast GCancer Symposium, 2003.

Copyright © 2005 Research To Practice. All rights reserved. Poster information is for educational purposes only. Please see full prescribing information and protocols.




