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Efficacy in patient subgroups in RIBBON-1, a randomized,
double-blind, Phase Il trial of chemotherapy with or without
bevacizumab (B) for first-line treatment of HER2-negative locally
recurrent or metastatic breast cancer (MBC)
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Background: In 2 prior Phase Il trials (E2100 and AVADO), B in
combination with taxanes (T) as first-line therapy for MBC improved
progression-free survival (PFS) compared with T alone. In RIBBON-1, the
addition of B to standard first-line chemotherapy regimens also improved
PFS in MBC patients (pts).

Methods: Pts were randomized 2:1 to B+chemotherapy vs. placebo
(pl)+chemotherapy. Prior to randomization, investigators chose capecita-
bine (Cap) (2000 mg/m? x 14d), taxane (nab-paclitaxel 260 mg/m?, or
docetaxel (D) 75 or 100 mg/m?), or anthracycline (Ant) (doxorubicin [A]
or epirubicin [E] combinations-AC, EC, FAC, FEC)-based chemotherapy
given g3 wk. B or pl was administered at 15 mg/kg q3 wk.

Key eligibility criteria: MBC or locally recurrent disease, no prior cytotoxic
treatment for MBC, ECOG PS 0-1, HER2-negative disease, no CNS mets.
The 1° endpoint was investigator-assessed PFS. The Cap cohort and
pooled T or Ant (T+Ant) cohorts were independently powered and analyzed
using 2-sided stratified log-rank test (Cap: 80% power to detect HR =0.75;
T+Ant: 90% power to detect HR=0.7).

Results: 1237 pts (Cap=615; T=307; Ant=315) were enrolled. Addition
of B improved PFS (Cap: pl 5.7 mo, B 8.6 mo, p=0.0002; T+Ant: pl 8.0 mo,
B 9.2mo, p<0.0001). In prespecified subgroups, HRs favored B arms of
the respective chemotherapies.

Cap n=615 T+Ant n =622
All patients 0.67 (0.55, 0.82) 0.66 (0.54, 0.81)
Age, yr
<65 0.67 (0.53-0.84) 0.63 (0.50-0.78)
>65 0.69 (0.47-1.02) 0.83 (0.52-1.34)

Triple negative

Yes 0.72 (0.49-1.06)

No
No. of metastatic sites
<3

0.68 (0.54-0.86)

0.63 (0.49-0.83)

0.78 (0.53-1.15)
0.61 (0.48-0.77)

0.65 (0.49-0.86)

>3 0.74 (0.55-0.98) 0.64 (0.48-0.85)
Bone-only disease

Yes 0.47 (0.26-0.87) 0.39 (0.18-0.88)

No 0.70 (0.57-0.86) 0.72 (0.59-0.89)
Visceral involvement

Yes 0.72 (0.57-0.90) 0.68 (0.54-0.86)

No 0.58 (0.40-0.83) 0.63 (0.42-0.94)
Disease-free interval

<12mo 0.81 (0.54-1.21) 0.62 (0.45-0.85)

>12mo 0.63 (0.51-0.79) 0.69 (0.53-0.89)

Prior adjuvant chemotherapy
Yes

0.64 (0.51-0.80)

0.67 (0.50-0.90)

No 0.80 (0.54-1.18) 0.64 (0.49-0.85)
Prior adjuvant taxane

Yes 0.62 (0.45-0.84) 0.65 (0.39-1.07)

No 0.72 (0.56-0.92) 0.66 (0.53-0.83)
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Conclusions: The overall treatment effect of combining B with cape-
citabine, taxanes, or anthracyclines in RIBBON-1 is seen across the
prespecified clinically relevant subgroups. These results are consistent
with the findings of E2100 and AVADO and suggest that B with standard
chemotherapies provides benefit to HER2-negative MBC pts with differing
clinical characteristics and disease history.
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Multinational study (n=2041) of first-line bevacizumab (Bev) plus
taxane-based chemotherapy (CT) for locally recurrent or metastatic
breast cancer (LR/mBC): updated results of MO19391
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Background: Three randomised phase lll trials (E2100, AVADO, RIBBON-
1) have shown that Bev combined with first-line CT significantly improves
PFS versus CT alone. The open-label, multicentre MO19391 trial further
assessed safety and efficacy of first-line Bev combined with taxane-based
therapy in a broader patient (pt) population, representative of general
oncology practice.

Materials and Methods: Eligible pts had HER2-negative LR/mBC (or
trastuzumab-pretreated HER2-positive LR/mBC), ECOG PS 0-2, no prior
CT for LR/mBC and no evidence of CNS metastases. Pts received Bev
10 mg/kg g2w or 15mg/kg gq3w combined with a taxane (alone or with
another CT) or non-anthracycline CT according to the physician’s decision,
until disease progression, unacceptable toxicity or withdrawal. The primary
endpoint was safety (CTCAE v3.0); secondary endpoints included TTP and
OsS.

Results: Between Sept 2006 and data cut-off for this analysis (March
2009), 2041 pts were treated. Median age was 54 years (range 21-93).
Most pts (76%) received taxane-based therapy with Bev, predominantly
paclitaxel or docetaxel monotherapy. Mean duration of therapy was
7.0£4.7 months for Bev and 4.7+3.1 months for CT. Grade (G) 3-5
adverse events (AEs) occurring at any G in >15% of pts (related or
unrelated to Bev) are shown below. The incidences of >G3 predefined
Bev-related AEs of special interest were: DVT in 0.3% (all G3); thrombosis
in <0.1% (G3); Gl perforation in 0.2% (<0.1% G3, <0.1% G4, 0.1% G5);
CHF in 0.1% (G3); impaired healing in 0.2% (0.1% G3, 0.1% G4); cerebral
haemorrhage in <0.1% (G5), pulmonary embolism in 0.4% (0.1% G3, 0.2%
G4, <0.1% G5); hypertension in 3.0% (3.0% G3, <0.1% G4). Median TTP
is 9.5 months (95% CI: 9.1-10.0). OS data are still immature (78% of pts
alive at data cut-off).

AE (%)

G3 G4 G5
Pts with >1 AE 48.4 15.4 34
Neutrophil count decreased 9.9 5.2 0
WBC count decreased 7.2 1.6 0
Fatigue 4.9 0 0
Hypertension 4.0 0.1 0
Alopecia 29 0 0
Stomatitis 2.0 0 0
Hb decreased 1.6 0.1 0
Diarrhoea 1.6 <0.1 0
Neuropathy 1.6 0 <0.1
Proteinuria 1.0 <0.1 0
Anorexia 0.9 0 0
Nausea 0.7 <0.1 0
Constipation 0.5 <0.1 0
Headache 0.4 0 0
Epistaxis 0.2 <0.1 0

*Related or unrelated to Bev.





