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Based on the data of the Cleopatra and the PERUSE trial the

combination of pertuzumab and trastuzumab with taxanes is

considered standard of care as 1st-line treatment in patients (pts)

with HER2 positive metastatic breast cancer (MBC). However,

since therapy with T and P is active even in the absence of

chemotherapy in HER2 positive MBC and in the neoadjuvant

setting, the optimal treatment strategy either in combination or in

sequence with chemotherapy is still unknown.

In the 2nd line therapy of HER2 positive MBC T-DM1 was less

toxic and superior to lapatinib and capecitabine combination and is

currently the preferred treatment option. However data regarding

the efficacy of T-DM1 after pretreatment with T and P are

insufficient.

We hypothesized that a strategy with dual blockade with T+P

without chemotherapy followed by T-DM1 at progression could be

less toxic with similar efficacy in terms of overall survival (OS).

Background

Patients

210 pts with centrally confirmed HER2 positive MBC were

randomized 1:1 to receive either P+T alone (arm A) or P+T

combined with weekly paclitaxel or vinorelbine (arm B), followed

by maintenance treatment with T+P until progression. In pts with

positive hormone receptors endocrine therapy was recommended

to add to T and P upfront in arm A or to T+P maintenance therapy

after stop of chemotherapy in arm B. After progression, T-DM1

was given as second-line therapy in both arms. In pts with brain

metastases as the only site of progression under T+P, first-line

treatment was kept and radiotherapy to the brain metastases was

given.

Trial Design

Methods

The primary endpoint was OS at 24 months, described by the

proportion of successes, along with the exact Clopper-Pearson

confidence interval (CI).

Secondary endpoints included progression free survival (PFS) of

first-line treatment ignoring first central nervous system lesions,

progression free survival, time to failure of strategy (TFS: PD after

having received both first and second-line treatment or death to

any reason), PFS of second-line treatment, objective response

(OR) and disease control of first-and second-line treatment,

adverse events (AEs) according to the NCI CTCAE v4.0 for first

and second-line treatment, and assessment of quality of life to

different time points.

Results

Table 1. Patient characteristics Fig 1. Treatment related adverse events > 10% in first-line therapy

Fig 2. Overall survival by treatment arm

Fig 3. Progression-free survival by treatment

Fig 4. 2nd line Progression-free survival - T-DM1

Despite shorter PFS there was no signal of a

decreased OS in the chemo-free arm.

Adverse events were clearly less frequently seen in

the chemo-free arm.

T-DM1 is also active in pts pretreated with T and P.

The chemo-free strategy with T+P followed by T-

DM1 is attractive and warrants further validation in

the setting of a phase 3 trial.

Conclusions
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