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Significantly higher levels of vascular endothelial growth
factor (VEGF) and shorter survival times for patients with
primary operable triple-negative breast cancer
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Background: Triga-nagabva braast cancar (THNBC) lacking axprassion of skerod recaptars and human apdanma
graawlh Bclor recantor 2, having Shamalharaoy as tha anly tharapaubc aplon, = characlanssd by aary rapsas and
paar aulacama, Wa vasbigatad inlralumaura (1) lavais ol tha pro-angagan ayloknag vascular andalhaial growth
factar (WEGH and suneval i patants with TNBG compansd with nan-TNBG.

Patients and methods: VEGF ek wara dalarmned by an ansyma immunasortan! assay 1 arabospsctiva sanas
conssing aof 79 consaculwe prmany brassl cancar pabanls,

Results: Egihly-savan patants (1.3%) wara cassfied as THNEC and had significantty fighar VEGE lavals; median vaua
n THBC was 82 pgfg DA comparad with 2.7 pgdpg DRA = nan-TMNBG (P < 0.007). Patiants with THBC had
slatstoaly signficant shorar recurmanca-taa survival [haeand ratio (HA) = 1.8, P = 0.0023], brassl cancar-comaciad
survinal HA = 2.2; P = 0.004) and avaral sureva (HR = 1.8; F = 0.008) comparad with nan-THBC. Patiants wih
THBC ralapsad aatar than nan-THNBG; maan Bma from dagnass 1o fissl raelapsa was 188 and 307 manths,
rasnactvaly. Tha e babesan first ralapes and daalh wees ako shordar i TNBC: 7.5 mantnes varses 17.5 maniis
nan-THNBG P = 0U0ET).

Conchisions: Our rasaits show 1hal THNBC have nighar il VEGE leals comparad with non-THBC, Qngang oiries
itz will answear il araoy directad lowards angioganass may Da an aternative ey to moeova auteoma in s poar
DrOgraEEs graug.

Key words: angiogaaess, suvvial, tips-nagative braas cancer, VEGFE
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The “Clinical” Perspective on

Angiogenesis Inhibition

Tumors need
blood, and they
have a devious
way toget it:

>>They secretea pro
tein called VEGF that
docks withreceptors in
nearby blood vessels,
stimulating the growth of
new blood vessels.
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that binds with VEGF and
prevents that protein
from attaching to
receplors. New blood
vesseks don't form, and
the tumaor starves,
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Tumour cells

Chemotherapy drug targets
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Conventional Cytotoxic Scheduling Cancer cellsy Fibroblasts
Immune cells

Endothelial cells

Metronomic Cytotoxic Scheduling

(+)
Combinatorial Attacks

(anti-angiogenic, pro-apoptotic, etc.)
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Capecitabine +
Capecitabine Bewvacizumab
(n = 2300 n = 232)

Characteristic Mo % Mo, %

Age, years
Mean
Range
0 Race
Black
White

Other
ECOG PS

I" # ##D

Estrogen receptor—-positive | -
Progesterone receptor-positive . I
HERZ-positive” < $ III# . |:
Duration of metastatic disease, years 2
Median
Range
Visceral disease
= 3 sites of disease
Prior chemotherapy regimens for MBC
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Median progression-free survival
CAP alone = 4.17 months
CAP + BV = 4.86 months

CAP alone (n = 230)

| CAP+BV (1 =208) ——

T T T T 1

4 6 8 10 12 14
Progression-Free Survival (months) by IRF Assessment

Median overall survival
CAP alone = 14.5 months
CAP+BVY =15.1 months

CAP alone (n=230)

CAP+BV(n=202) ——

4§ 6 B8 10 12
Duration of Survival (months)
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Study Design

. CHOICE OF
Previously Treated CHEMOTHERAPY
MEC BY

(n=684) INVESTIGATOR

1

Stratification Factors: Taxanea Chemotherapy

or
Gemcitabine
or

Capecitabine
* Interval from MBLC or

diagnosis to first PD Vinorelbine
- ER and PR Status

&4

"
bevacizumab Tl"lBiﬂt

until
Chemotherapy PD
+ "
placebo

- Investigator choice
of chemotherapy on
study

RANDOMIZE 2

PD=disease progression

» Taxane (paclitaxel 90 mg/m2/wk for 3 of 4 wk; paclitaxel 175 mg/m2, nab-
paclitaxel 260 mg/m?, or docetaxel 75-100 mg/m*® g3w)

= Gemcitabine {1250 mg/m2 on Days 1 and 8 q3w)
« Capecitabine (2000 mg/m? Days 1-14 q3w)
* Vinorelbine (30 mg/m?/wk q3w)

= Bevacizumab or placebo (15 mg/kg g3w or 10 mg/kg g2w, depending on
chemotherapy regimen)
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