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Indicacao de quimioterapia

RH negativo

Doenca visceral com progressao rapida
Doenca visceral sintomatica

Crise Visceral

SLP curta apo6s 1 ou 2 linhas de
hormonioterapia



Monoquimioterapia sequencial
VS
combinacao



Phase III Trial of Doxorubicin, Paclitaxel, and the
Combination of Doxorubicin and Paclitaxel as Front-Line
Chemotherapy for Metastatic Breast Cancer:

An Intergroup Trial (E1193)

By George W. Sledge, Donna Neuberg, Patricia Bernardo, James N. Ingle, Silvana Martino, Eric K. Rowinsky,

1*line Matastatic
Breast Cancer

- Prior chema in
adjuvant satling alowed
- Prior hormonal herapy
in adjuvant ar metastatic
satling allowed

- Enrolled 7389 patients
P 251 B fo B 8985

MNTZ00Z>3

and William C. Wood

Doxorubicin
53 mgim? b g21d

e

Paclitaxeal

175 mginr iv avar 240 q21d

Paclitaxel
178 mgém?® iv over 28h g2id

E—

Doxorubicin
6O mgin® iv g2 1d

Doxorubicin 50 mgim® i gZid
Paclitaxal 150 mg'm? i oreer 24k 214

Fatients on sequential arm crossed over at time of disease progression

Sledge GW et al. J Clin Oncol 2003



Doxorubicin Paclitaxel Doxorubicin +
Paclitaxel

Taxa de 36% 34% 47% 0.77 AvsT
resposta 0.01 ATvs A
0.006 ATvs T
TTF 6.0m 6.3m 8.2m 0.002 AT vs A
0.05ATvsT
SG 19.1m 22.5m 22.1m 0.60AvsT
0.82 ATvs A
049 ATvs T

Sledge GW et al. J Clin Oncol 2003



Table 2. Incidence of Moderate and Severe Adverse Effects After

Randomization
Adverse Effact DO (%) PAC (%) DOX + BAC (%)
Leukopenia 49.5 599 54.9
Thrembecytopenia 5.4 2.1 14.0
Anemia 4.2 9.5 17.2
Infection 4.1 8.3 12.7
Cardiac complications 8.7 37 8.4
Meurslogic complications 1.6 37 10.7
Vomiting &.4 2.5 4.5
Diarrhea 1.4 1.4 4.5
Stomatitis 7B 29 4.5
Lethal toxicity 2.5 1.8 1.6

MNOTE: The commen toxicity criteria of the Mational Cancer Institute were used to
define moderate [grade 3), average [grade 4), or lethal (grade 5) toxicity.

Abbreviations: DOX, dexorubicin; PAC, paclitaxel.

Sledge GW et al. J Clin Oncol 2003



Outros exemplos:

— Doxorrubicina + Docetaxel vs Doxorrubicina =2
Docetaxel

— Epirrubicina + Paclitaxel vs Epirrubicina =
Paclitaxel

Alba E, et al. J Clin Oncol. 2004
Conte PF et al. Cancer 2004



Papel da angiogénese
no cancer

SEMINARS IN MEDICINE

OF THE
BETH ISRAEL HOSPITAL, BOSTON
A

Louits M. SHErRwoOD, M.D., Editor
EpitH E. Parris, Assistant Editor

TUMOR ANGIOGENESIS: THERAPEUTIC 0
IMPLICATIONS

Juban FoLkmax, M.D.

Folkman J. N Engl J Med. 1971



Introducao
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Vaso sanguineo pegueno
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Alberts B et al. Biologia Molecular da Célula. 52 ed. 2008



Introducao
Visao molecular da angiogénese

Epigenetic induction Genetic induction
Hypoxia, cytokines, sex Mutant p53, WHL, PTEN-suppressor genes, and
hormones, growth factors, activated oncogenes (e.g., ras, sr;, EGFR, and
chemokines erb8- Z/HERZ)

VEGF-A,;; VEGF-A, .

WEGF—C

-
Plasma ' 5IF
membrane

(fie-1)
Endothelial
cell
Mobilization
Vascular - : - : . {e.g., of VEGFR-2+
bility Proliferation Survival Migration endathelial

progenitor cells)
Kerbel RS. N Engl J Med. 2008.



Motch signaling receptor (g, notch 4)

Plazsma membrane of
endothefial “stalie cell

Kerbel RS. N Engl J Med. 2008.
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Introducao
Racional para acao dos anti-angiogénicos

NORMAL VASCULATURE ABNORMAL TUMOR VESSELS NORMALIZED VESSELS

Balance between progrowth and Excessive amounts of proangiogene- inhibiting progrowth signals from
antigrowth Tactor signaling produc $is factors, pnmarily VEGF, cause VEGF prunes immature vessels and
s an organized network, with large avergrowth, yielding haphazardly restores the remaining ones to
organized, oversize vesseis and

many dysfunctional microvessels

Jain R.JCO 2013




Bevacizumabe

Anticorpo anti-VEGF recombinante

Liga-se e neutraliza o VEGF



Mecanismo de acao

Anti-VEGF o~
antibodies "\/

(bevacizumab) \\ “ Soluble
VEGFRs
(aflibercept)

Small-molecule VEGFR TKis

Cediranib 7
BIBF1120 £ \\

Sunitinib (SU11248) e vy TNy Anti-VEGFR
Sorafenib (Bay 43-9006) TS antibodies

Pazoparib (ramucirumab)

Vandetanib

Axitinib

Tivozanib

Motesanib Endothelial cell

Gori B. Ther Clin Risk Manag. 2011;7:429-440.



Primeira linha de quimioterapia %
bevacizumabe



E2100

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Paclitaxel plus Bevacizumab versus Paclitaxel

Alone for Metastatic Breast Cancer
Kathy Miller, M.D., Molin Wang, Ph.D., Julie Gralow, M.D., Maura Dickler, M.D.,

Melody Cobleigh, M.D., Edith A. Perez, M.D., Tamara Shenkier, M.D.,
David Cella, Ph.D., and Nancy E. Davidson, M.D.

Miller, et al. NEJM 2007; 357: 26, 2666-76



E2100

> Treat to disease
/ progression*

> Treat to disease

Paclitaxel: progression
90mg/m? qw for 3 weeks of

a 4-week cycle

*No cross over permitted

e Primary endpoint: progression-free survival

e Other endpoints: overall response rate, overall survival,
quality of life

Miller, et al. NEJM 2007; 357: 26, 2666-76



E2100

100+
R
= 80 _ .
> Paclitaxel plus bevacizumab
3
@  60-
8 Median: paclitaxel, 5.9 mo;
tlé 40- paclitaxel plus bevacizumab, 11.8 mo
L
¢
g 20 ™ P<0.001
a
| Paclitaxel\"""---.-__.__‘___\_
0 | T T | T T B |
0 6 12 18 24 30 36 42 48 54
Month
No. at Risk
Paclitaxel plus 347 323 167 100 53 25 14 7 2 1
bevacizumab
Paclitaxel 326 159 89 47 20 12 6 2 0 O

100-
™\ Paclitaxel plus bevacizumab
— 80+
§ Paclitaxel ™ Median: paclitaxel, 25.2 mo;
2 604 "‘\‘ paclitaxel plus bevacizumab,
2 26.7 mo
7] M,
= 40-
g P=0.16
g e
20+ = -
0 T T T T T T T T ]
0 6 12 18 24 30 36 42 48 54
Month
No. at Risk
Paclitaxel plus 347 323 280 232 190 147 88 46 24 7
bevacizumab
Paclitaxel 326 284 236 199 162 138 B8 47 23 5

Miller K, et al. NEJM 2007



Pré C1 Taxol + bevacizumabe Pds C6 Taxol + bevacizumabe




Introducao

e Contudo, ainda nao foi identificado um
biomarcador que demonstre qual paciente ira
se beneficiar do tratamento.



Objetivo do estudo

e Avaliar a expressao de proteinas relacionadas
com angiogénese (VEGFR2, NOTCH1, Integrina

alb2 e ILK) com desfec
pacientes com cancer ¢

nos de sobrevida em
e mama metastatico

gue foram tratadas com

oevacizumabe.



Metodologia

Estudo retrospectivo

Populacao alvo: pacientes com cancer de mama
HER2 negativo metastatico, que receberam 12 linha
de quimioterapia, associado ou nao ao
bevacizumabe.



Metodologia

As amostras tumorais foram organizadas num tissue
microarray (TMA:s).

A expressao de VEGFR2, NOTCH1, Integrina alb2 e ILK
foram avaliadas por imunohistoquimica (IHQ).

Anticorpo VEGFR2 utilizado: Therm Scientific, Clone B.309.4,
USA. Diluicao 1:50.

Os casos foram avaliados por patologista de acordo com a
area e intensidade da expressao da proteina. O produto
entre a intensidade e a area gerou a pontuacao final.



Classificacao de acordo com a
expressao de VEGFR2

Expressao de VEFR2: escore final

0: Negativo Baixa expressao
1-3: Fraco
4-8: Moderado Alta expressao

9-12: Forte



Corte histologico de cancer de mama,
corado com VEGFR2 por IHQ
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A: VEGFR2 com alta expressao citoplasmatica B: VEGFR2 com baixa expressao citoplasmaticz



Estatistica

e A associacao entre a expressao das proteinas
relacionadas com angiogénese e a sobrevida foi

avaliada em analise univariada e multivariada pelo
modelo de Cox.

e As curvas de sobrevida foram calculadas pelo

método de Kaplan-Meier e comparadas pelo teste de
log-rank.



Resultados

71 pacientes, entre 2007 e 2014.
2 coortes:

- Coorte 1 (C1) = tratamento com paclitaxel
- Coorte 2 (C2) - tratamento com paclitaxel e bevacizumabe.

C1: follow-up mediano: 32.1m.

- SLPmM: 8m
- SGm: 33,5m.

C2: follow-up mediano: 38m.
SLPm: 10,6m
SG: 47m.



Dados demograficos e clinicos

_ Coorte 1 (N=42) Coorte 2 (N=29)

Idade mediana 63a (37-88) 57a (32-73)
Luminal / Triplo negativo 39 (93%) / 3 (7%) 23 (79%) / 6 (21%)
Metastase visceral 30 (71%) 23 (79%)

RE positivo 39 (93%) 22 (76%)

RP positivo 35 (83%) 16 (55%)



Resultados

26 pacientes (37%) tiveram alta expressao de
VEGFR2 citoplasmatico.

Expressao alta de VEGFR2 citoplasmatico foi
associado com melhor SLPm entre os pacientes
tratados com bevacizumabe (C2) (16.5m vs 6.8m,
p: 0.025).

Expressao de NOTCH1, Integrina alb2 e ILK nao
foram associados com diferenca na SLPm.



SLP conforme a expressao de VEGFR2

Paclitaxel

Paclitaxel + Bevacizumabe

2A

PFS - COHORT 1

0.B

B.6vs 8.0 m (p: 0.249)

time (m)

VEGFR2

Low Expression
High Expression

2B

1.0+

0.6

0.2

0,049

PFS - COHORT 2

16.5 vs 6.8 m (p: 0.025)

time (m)

VECGFR2

Low Expression




Analise multivariada para SLP

Baixa expressao 0,14-0,85
Alta expressao 0, 35



Conclusao

* Em pacientes com cancer de mama metastatico
tratadas com bevacizumabe associado a
guimioterapia, a alta expressao de VEGFR2
citoplasmatico foi associada com maior SLPm nos
pacientes tratados com bevacizumabe.

e Desse modo, VEGFR2 citoplasmatico pode ter um
papel preditivo de eficacia da terapia
antiangiogénica.

e Estudos randomizados, prospectivos, sao necessarios
para comprovar esse achado.



Obrigado

tadeufpaivajr@hotmail.com
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TURANDOT

Bevacizumab plus paclitaxel versus bevacizumab plus >
capecitabine as first-line treatment for HER2-negative

metastatic breast cancer: interim efficacy results of the
randomised, open-label, non-inferiority, phase 3

TURANDOT trial

Istvan Lang, Thomas Brodowicz, Larisa Ryvo, Zsuzsanna Kahan, Richard Greil, Semir Beslija, Salomon M Stemmer, Bella Kaufman,
Zanete Zvirbule, Glinther G Steger, Bohuslav Melichar, Tadeusz Pienkowski, Daniela Sirbu, Diethelm Messinger, Christoph Zielinski, on behalf of
the Central European Cooperative Oncology Group*

Summary
Background Randomised phase 3 trials in metastatic breast cancer have shown that combining bevacizumab with  vLancet Oncol 2013;14: 125-33



TURANDOT

Estudo fase Ill, aberto

Nao-inferioridade para end point primario (SG)
Superioridade para end points secundarios
Pacientes em 1° linha

QT adj > 6 meses (> 12 meses se taxane)

Braco 1 - Paclitaxel + Bevacizumabe (=E2100)
versus

Braco 2 = Capecitabina 1000mg/m? 12/12h D1 a D14 + Bevacizumab
15mg/Kg a cada 21 dias



Analise interina
N= 564
Follow up= 18,6 meses

Definicao ndo-inferioridade: HR < 1.33 (limite superior do IC < 1.33)

A
100 = Bevacizumab plus palitaxel
7 — Bevacizumab plus capecitabine
S oA HR 136 (95% 01 1.09-1.68); p=0.0052
2
4
A B0
g
£ 401
g
g 20
£
0 T T T T T T T 1
0 3 & g 12 15 18 Pl p2
Time [months)
Number at risk
Bevacizumab plus paclitaxel 285 244 201 144 89 43 20 1n 4

Bevacizumab plus capecitabine 279 215 161 109 82 48 ) 14 1

Figure 4: Progression-free survival (intention-to-treat population)

_ Paclitaxel + Bv_| Capecitabina+Bv_p _____|HR ______

44% 27% <0.0001
SLP 11m 8,1m 0.005

SG 0.59 1.04 (-a a 1.69)



Seguranca

Annals of Oncology

Annals of Oncology 23 11301137, 2012
doi: 1010893 annonc/mdrd 32
Published online 4 October 2011

Adverse events risk associated with bevacizumab

addition to breast cancer chemotherapy:
a meta-analysis

J. Cortes™, V. Calvo?, N. Ramirez-Merino®, J. O’Shaughnessy®, A. Brufsky®, N. Robert®,
M. Vidal', E. Mufioz', J. Perez', S. Dawood’, C. Saura’', S. Di Cosimo’, A. Gonzélez-Martin®,
M. Bellet!, O. E. Silva®, D. Miles'®, A. Liombart'' & J. Baselga'®
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VOLUME 28 - NUMBER 28 - OCTOBER 1 2008

JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Association of Vascular Endothelial Growth Factor and
Vascular Endothelial Growth Factor Receptor-2 Genetic
Polymorphisms With Outcome in a Trial of Paclitaxel
Compared With Paclitaxel Plus Bevacizumab in
Advanced Breast Cancer: ECOG 2100

Bryan P. Schneider, Molin Wang, Milan Radovich, George W. Sledge, Sunil Badve, Ann Thor,
David A. Flockhart, Bradley Hancock, Nancy Davidson, Julie Gralow, Maura Dickler, Edith A. Perez,
Melody Cobleigh, Tamara Shenkier, Susan Edgerton, and Kathy D. Miller

Table 3. Comparison of Combined VEGF Genotypes With Overall Survival
in Experimental Arm

VEGF Median Cwverall % of £ (comparison with other
-2578/-1154  Survival (months) Patients genotypes combined)
AASAA 49.7 7.6 041
AAGA 30.2 114 44
CAGA 271 208 40
CA/GG 225 2185 .038
CC/GG 217 329 .30

Others — 5.7 —
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Fig 2. Kaplan-Meier curve for overall survival (OS) in the experimental arm (by
wascular endothelial growth factor genctype) compared with the control and combi-
nation arms {not subdivided by genotype). Bewv, bevacizumab; Pac, paclitaxel.
Schneider. JCO 2008



Superior median overall survival was seen for patients in E2100 who experienced grade 3 or 4
hypertension (H) or no hypertension (NH).

Overall Survival (probability)

1,0 - -
LEEE Median survival,
1‘]__1 Group Events Patients months
1'I. NH 214 293 25.3
Ly H 27 52 38.7
0.8 "'--nl
H-t
iy
0.6 - ==
1-*
1-*
0.4 5 'i.
Hypertension
0.2 -
No hypertension
0 10 20 30 40 50 60

Time {(months)

Schneider. JCO 2008



VOLUME 31 - NUMBER 8 - MARCH 20 2013

JOURNAL OF CLINICAL ONCOLOGY REVIEW ARTICLE

Markers of Response for the Antiangiogenic

Agent Bevacizumab
Diether Lambrechts, Heinz-Josef Lenz, Sanne de Haas, Peter Carmeliet, and Stefan ]. Scherer

Lambrechts. JCO 2013



Table 1. Circulating Angiogenic Factors As Precictive Biomarkers for Bevacizuman Treatment Outcome

Protain

Cancer Type

Raference

Study
Acronym

Sample
Siza

Phase

Study Details

Correlation With
Qutcome

VEGF-A

Short VEGF-4
isoforms

SVEGFR1

L8

ANGZ

Coloractal

Lung

Lumg

Lung

Colorectal/lung/
renal cell
Colaractal

Lung

Breast

Pancreatic

Gastric

Renal cell

Rectal

Breast

Hepatocellular
Colorectal
Hepatocellular

Coloractal

Goede et al*®

Leighl et al**

Mok et al*®

Dowlati et al*®

Bernaards et al*'

Jayson ot al™®

Jayson et al®®

Miles ot al*’

Van Cutsem et al®®

Van Cutsem et al**

Jayson et a™

Willett et a2

Talaney et al™

Baige et al™®
Kopetz et al*®
Kaseb et al"’

Goede et al*?

AVAIL

BO21015

ECOG E4588

AVF2107g

AVAIL

AVADO

AVITA

AVAGAST

AVOREN

34

358

2ar

60

1816

398

a9

396

225

Tz

404

3z

43

43

40

(Al

Different phase Il
clinical studies
m

I

All patients received
bavacizumab combined with
either FOLFIRI, FOLFOX,
XELIRI, or XELOX

Thrae arms, receiving either 0,
1.5, or 15 mglkg
bevacizumab, each
combined with cisplatin-
gemcitabine

All patients received
bevacizumab + carboplatin-
paclitaxel or cisplatin-
gamcitabine

Two arms, receiving either
bevacizurmab of placeto, each
corrbined with carboplatine
packtaxel

Sea Jayson et aP® for details
on individual studies

Two arms, receiving either
bevacizumab of placebo,
each combined with
innotecan + fluorouracil +
leucavorin

Three arms, receiving 0, 7.5,
or 16 mgfkg bevacizumab,
each combined with
cisplatin-gemcitabine

Threa arms, receiving 0, 7.5,
o 16 mglkg bevacizumab,
each combined with
dacataxel

Two arms, receiving either
bevacizumab or placebe,
each combined with
gemcitabine-grlotinib

Two arms, receiving either
bavacizumab or placebo,
each combined with
capecitabine-cisglatin

Two arms, recening either
bevacizurrab or placebo, each
comiinad with IFNa-2a

Single arm, receiving four
cycles of therapy ecnsisting
of bevacizumab for each
cycle; fluorouracil in cycles 2
1o 4; external-baam
irradiation and surgery after
theragpy

Praoperative trial with a run-in
of single-agant bevacizumab
followed by ddACT
chematheragy

Al patients received
bevacizuman

All patients received
bavacizumab + FOLFIRI

All patients received
bavacizumab + eratinib

All patients received
bavacizumab combined with
gither FOLFIRI, FOLFOX,
XELIRI, ar XELOX

No (OR/PFS/OS)

Ma [PFS), no (05)

Yes (PFS), trend

[OR)

Yes (OR}, no {05}

Mo (PF5/0S]

Ma (PFS/0S]

Trend (PFS), no

108)

Yes (PFS/0S)

Trend (PF3), yes
105)

Trend (PFS], yes
05)

Mo (PFS/QS]

Yes (tumar stagel

Yes (pathologic
response}

Yes [PFS/08)
Yes (PFS)
Ma (PFS), yes

[05)
Yes (OR/PFS/O0S!

Lambrechts. JCO 2013



Table 2. Changes in Expression of Circulating Angiogenic Factors During Bevacizumab Treatment

Study Sample Change During
Protein Cancer Type Reference Acranym Size Phase Study Details Bevacizumab Treatment
VEGF-A Colorectal Willett et al*? MNCl#5642 32 1] All patients received Increased at different time
bevacizumab + points after start of
fluorouracil bevacizumab treatment
Breast Baar et al*® 49 Il Two arms, Increased at weeks 17 to
docetaxel = 30 after start of
bevacizumab bevacizumab treatment;
no increase in
chemotherapy-only arm
Hepatocellular Boige et al* 43 ] All patients received Decreased at day 3 after
bevacizumab as a start of bevacizumab
single agent treatment
Melanoma Fuerstenberger et al*® SAKK B50/07 60 I All patients received Decregsed at 2 weeks
bevacizumab + after start of
temozolomide bevacizumab treatment
Cwvarian Smerdel et al®° 38 All patients received Decreased from cycle 2 to
bevacizumab 4 of bevacizumab
treatment
PIGF Colorectal Kopetz et al*? 43 1] All patients received Increased gradually until
bevacizumab + progression (weeks 2 to
FOLFIRI 4 PO}
Loupakis et al* 75 Il All patients received Increased at weeks 8 to
bevacizumab + 24 after start of
FOLFOXIRI bevacizumab treatment,
then normalized at PD
Willett et al* NCI #5642 32 Il All patients received Increased at different time
bevacizumab + points after start of
flusrouracil bevacizumab treatment
VEGF-C Colorectal Lieu et al*' 42 1] All patients received Increased prior to and at
bevacizumab + progression
FOLFIRI
VEGF-D Colorectal Lieu et al*’ 42 1] All patients received Increased at progressian
bevacizumab +
FOLFIRI
bFGF Lung Dowlati et al*® ECOG E4559 160 (1AL Twi arms, receiving Increased after cycle 2
either (sirnilar increase in
bevacizumab or placebo arm)
placebo, each
combined with
carboplatin-
paclitaxel
Colorectal Kopetz et al** 43 1] All patients received Unchanged at weeks 2 to
bevacizumab + 4 after start of
FOLFIRI bevacizumab treatment,
but increased prior to
and at progression
PDGF-BB Colorectal Kopetz et al*? 43 1] All patients received Unchanged, but increased
bevacizumab + prior to &nd at
FOLFIRI progression
SDF1 Colorectal Kopetz et al*? 43 1] All patients received Unchanged, but increased

bevacizumab +
FOLFIRI

prior to progression

Lambrechts. JCO 2013



Table 3. In Situ Biomarkers in Tumor or Stroma Predictive of Bevacizumab Treatment Outcome

Assaciation of

Cancer Study Sample Quantification Biomarker With
Marker Type Reference Acronym Size Phase Study Details Method Clinical Outcome
VEGFR1 Colorectal Foernzler et al*® NO16966 247 IIl 2 X 2 factorial IHC on tumor ~ No (PFS/OS)
design: XELOX v
FOLFOX, and
bevacizumab v
placebo
Weickhardt et al®’ AGITG MAX 268 I Three arms, receiving [HC on tumar No (PFS), yes (0S);
gither low VEGFR1
bevacizumab, increases benefit
mitomycin, or from
placebo, each bevacizumab
combined with
capecitabing
Gastric Van Cutsem AVAGAST 763 Il Two arms, receiving IHC on tumor ~ Yes (PFS), no (OS)
etal*® either bevacizumab
or placebo, each
combined with
capecitabine-
cisplatin
NRP1 Colorectal Foernzler et al*® NO16966 247 I 2 % 2 factorial HC ontumor  Low NRP1
design: XELOX v increases benefit
FOLFOX, and from
bevacizumab v bevacizumab
placebo
Gastric Van Cutsem AVAGAST 763 IIl Two arms, receiving IHC ontumor  Low NRP1 is
et al*® either bevacizumab negative
or placebo, each prognostic and
combined with positive
capecitabine- predictive for 08
cisplatin
Breast Jubb et al*® AVF2119g 223 Il Two arms, receiving IHC on tumor Trend toward

either bevacizumab
or placebo, each
combined with
capecitabine

improved PFS in
low NRP1-
expressing
patients
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Table & Genetic Markars Evaluated As Predictive Biomarkers for Bevacizumab Treatment Outcome

Cancer Assocation With
Gang Typa Reference  Study Acronym Sample Size Phase Study Details Genetic Variant Clinical Quteome
VEGFA Colorectal Loupakis 218 {111 with All patients received ~25TBAJC (rs629947), -460C/ T —480C increases PFS/
at al™* bewvacizurnab) FOLFIRI = {rs833061), -634G/C 05 in bevacizumab
bavacizumab r£2010963), -936CT patants
{re3025033)
Hansen Nordic ACT 218 Il Twwa arms receiving either Frve SNPs (not further Mo (ORI
at alf FOLFOXMXELOX ar specifiad)
FOLFIRIXELIRI =
bavacizumab
Koutras 209 Il All patients received =B34G/C (rs2010836), +936C/T -257BA and -11544
et al’® bawacizumab + {r£3025039), -1154G/A incraase OS but
FOLFIRI ar XELIRI irs1570360), -2578A/C not PFS
irs699947)
Garger 119 All patients recerved -B34G/C (rs2010236), +936CT No iresponse/PFS!
at al™® FOLFOX/XELOX + {rs3025039), -1154G/A 035
bevacizumab {rs1570360), -460CT
ire833061), -2578A/C
irs599947)
Lung Zhang ECOG 4595 133 (B8 with I Twwa arms, receiving —B34G/C £34G/C comelates
at af! bewacizumab) either bevacizurab or with PFS in
placabo, each combined bevacizumab
with carboplatin-pacitaxel patients
Breast Schneider ECOG 2100 353 (180 with Il Twa arms, receiving -B34G/C (rs2010936), +938CT -25784 and -11544
et al™® bewacizurmab) paclitaxel = {rs3025038), <1154G/A inerease OS but
bevacizumab irs1570360), -460C/T not PFS in
{rs833061), -25784/C bevacizummab
irs699947) patiants
Wiles AVADO 336 (231 with Il Threa amns, receiving =B34G/C (rs20108936), +938CT -257BC increases
at al™* bevacizurnab) either 0, 7.5, or 15 mgf  {r=3025039), -1154G/A PFS in placeto
kg bevacizurmab, each {rs1570360), -480C/T arrm; 11544
combined with ire833061), -2578A/C ncraasas PFS in
docataxel irs599947) bevacizumab arm
{rrend)
Various  Lambrechts NOMB96E, AVAIL, 1,348 (583 with \arious regimens (sae 158 SMPs in VEGF pathway rsBEa845-A allale
et al™® AVITA, bevacizurnab) Escudier et al, ®, Miles comelates with
AVOREN, et al,'? and Saltz improved PFS in
AVADOD et al 7 for details] bevacizumab
patiants
VEGFRT Pancreatic Lambrechts AVITA 184 {77 with Il Two arms, racenang 158 SNPs in VEGF pathway rs9EH2036-4 allele
at al™? bevacizurmala) gameitabirg-edating nereases PFS and
bavacizumab 05 in bevacizumab
arm but net in
placeba arm
Coloractal Hansen Nordic ACT 218 Il Twwo arms receiving either rs9582036 (intronic) rs9E82036-4 allele
et a** FOLFOX/XELOX or incraases RR to
FOLFIRIXELIRI = bevacizumat
bevacizumab
Breast WMiles AVADD 336 (231 with Il Threa arms, recewing rsBE54316, rs9582036 |both Mo (PFS/OS]
ot al™’ bewacizurmab) either 0, 7.5, or 15 mg/  intronic
kg bevacizurnab
combinad wath
docataxal
VEGFRZ Coloractal Garger 118 All patients received +BEIGA Yes (RR), G allele
et al™ FOLFOMMELOK + increases AR
bevacizumab
Breast Schneider ECOG 2100 3583 (180 with Il Twa arms, recainng +BBIGA, —1418AT Mo (PFS/OS)
et al™ bewacizurmab) paclitaxel =
bavacizumab
Warious  Lambrechts WO16266, AVAIL, 1,348 (583 with Various regimens (see 158 SMPs in VEGF pathway rs11133360-T allele
et al’® AVITA, bevacizurnab) Escudier et al, &, Miles cofelates with
AVOREN, et al,"® and Saltz et al improved PFS in
AVADD 7 for details) bevacizumab
patiants
e Coloractal Giudics 35 All patients received =251TiA TT carmers have
at al’® chamotherapy inot improved OR

spacified) +
bavacizumab

{eantirued on following page)
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Biomarcadores - VEGFA
MERIDIAN

Paclitaxel 90
pVEGf-A level mg/fm? IV gw
A (low, high) for 3 weeks T re AT BT
—1 week rest

2 until PD
+ bewvacizumab

Eligibility
screening,

pPVEGF-A
levels tested

chemotherapy (yes, na)

Untreated 10 mg/kg IV g2w

MBC
N=480

ER/PR status
{positive, negative)

Paclitaxel 90
mg/m? IV gw Treatment
for 3 weeks until PD
—1 week rest

+ placebo IV 2w

Region {Asia, North
America/Europe, other)

K=l x =)

ER, estrogen receptor; IV, intravenously; MBC, metastatic breast cancer; PD, progressive disease; PR, progesterone receptor; pWVEGF-A, plasma vascular
endothelial growth factor A; gw, every week: q2w, evary 2 waaeks.

STUDY STATUS

- Patient enrollment began in August 2012 Sites are located across 17

countries (Figure 4). The estimated final data collection date for primary
outcome measures is June 2016, and the estimated study completion date is

January 2019

ASCO 2013
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