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Improving the standard of care
Phase I trials in major indications and cancer types
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« Angina: D E

* Myocardial infarction: i) B 485

* Transient ischemic attack - i % & fn 4%
« Cerebral infarction : fx 48 %

* Peripheral embolus : K #§%42

SH1E B2 F.GI perforation

+ 24/ Overall incidence In CRC 1.7%
v DIRGERHPrimary resected  1.6%

« R Primary intact 26%
+ InMBC 0.4%
* InNSCLC 0.8%

» Time to perforation: 2.1 months
* Unrelated to: PUD. ASA, NSAID, diverticulosis

Possibly related to:  RT. p. carcinomatosis, abscess
Gl obstruction or acute diverticulitis
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Hiim: $8& grade 34

KEHNA 0.6% to 2.1%
NSCLC 3% to15%

ERBMHE 0.4%to1.5%

T INAF B EERI I Zmajor surgery®{T-
T=mCRCT®MWound healing/ bleeding

IFL +
IFL + placebo bevacizumab

Major surgery 28-80 days
prior to therapy
1155 3150

Seagpatico F, et sl J Swg Oncol 20049117380

Bevacizumab safety summary

CRC  NSCLC BC

1. HTN, proteinuria and epistaxis X X X
2. Gl perforation and wound healing X

3. ATE X

4. Blsading X x
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+ Determining the cause of liver dysfunction

» |dentifying the cause of jaundice

= Evaluation of painful hematomegaly

+ Evaluation of ascites

Evaluation of elevations of serum GOT/GPT
Evaluation of nonhepatic conditions that
contribute to jaundice

Liver biopsy and measurement of sinusoidal
pressure

Medical care of patients with
SOS

Maintain liver blood flow

Minimize extravascular fluid accumulation
Avoidance of further hepatic injury
Prevention of bacterial translocation
Prevention of viral and fungal infection

MeDonald GB, Clinical Lymphoma 2(suppl] }535-39, 2002
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Sorlie, BMC Genomigs, 2006, 7:127,

Molecular classification

* Luminal subtype A, better prognosis
ER(+), PaR(+), HER2(-), GATA3
* Luminal subtype B
ER( ) PeRis s HER2(+)
* HERZ2 positive, poor prognosis
ER(-1PeR-), HERT(+)
« Basal-like, poor prognosis
ER(-3.PgR(-1 HER2i-1Le-KIT(#), CK5/6(+), HERI(+),
BRCAI(+) p53 mutation,
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Active agents as 3™ line in Japan
Anthracycline and taxane resistant MBC
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Osteonecrosis of Jaw

Breast and myeloma
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I'rial Design ABCSG-12

© Accrual | 999-2006

© 1,803 premenopausal breast cancer patients

© Endocrine-responsive ( ER and/or PR positive)
©Stage | & I, <10 positive nodes

© No chemotherapy except neoadjuvant

© Treatment duration: 3 years
Tumoxifen 20 mg/d
o Tumaoxifen 20 mg/id
Goserelin Ranudesusg *Eoledronic Acid 4 mg gbm
3 bmg q25d

Surgery
(+RT)

Anasarorol 1 mg/d

+ foledronic Acid 4 mg gfim

Primary End Point: Disease-Free Survival

Zoledronic Acd Sknificantly improves DFS
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2 e Fadrozole Formestane

5 3L Anastrozole Exemestane

Letroxole
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N Paclitaxel + Bevacizumab
D /

0

M ’

I Paclitaxel

z

E | 28-day cycle:

Paclitaxel 90 mg/m? D1, 8 and 15
Bevacizumab 10 mg/kg D1 and 15

\ P —pen
\ \\ HR = 0,483 HR = 0421

Proportion without event
&
P -
f/ 5

PFS (months)

AVADO: double-blind, placebo-controlled tnal

1 localy mecument Docetaxsl” $Olmg/m?
or mBC (r=T05) * placebo (3w
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@ Primary endpoint: progression-free survial

©5Secondary endpoints: overall response rate, duration of response, ime 1o
treatment failure, overall survial, safety, quality of hfe
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Bevacizumab Adjuvant Therapy in
Triple Negative Breast Cancer
(Beatrice)

* n=2530 (n=70 in Japan)

* Chemotherapy xbevacizumab (1Y)
= Anthracycline containing regimen
- Taxane
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