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E2100
A Randomized Phase Il Trial of Paclitaxel
versus Paclitaxel plus Bevacizumab as First-
Line Therapy for Locally Recurrent or
Metastatic Breast Cancer

Kathy D Miller et al.
Indiana University Cancer Center

E2100 Study Design

Stratify:
- DFS €24 mos. vs. > 24 mos.
- < 3vs. > 3 metastatic sites
- Adjuvant chemotherapy yes vs. no
- ER + vs. ER- vs. ER unknown

-~ Paclitaxel + Bevacizumab

- Paclitaxel 28-day cycle:
Paclitaxel 90 mg/m2D1,8 and 15
Bevacizumab 10 mg/kg D1 and 15

E2100 Statistical Design - Efficacy

< Primary endpoint: Progression-Free Survival
- 85% power for a 33% improvement
« 6 vs. 8 months
- One-sided type | error ~ 2.5%
- Required 650 eligible patients
« Final analysis after 546 PFS events
- Interim analyses after 270 and 425 events
- Asymmetric boundaries to stop early either for
demonstrated benefit or for lack of benefit
- O-Brien-Fleming boundaries and repeated
confidence interval analyses at each interim

E2100 Rationale

* Tumor growth is dependent on angiogenesis
e Bevacizumab is a humanized monoclonal
antibody directed against VEGF
- recognizes all VEGF-A isoforms
- Active in patients with refractory MBC
* 9% response rate as monotherapy

= Increases ORR but not PFS in combination with
capecitabine

» Greater activity expected in less heavily
pre-treated patients

E2100 Key Eligibility Criteria

» Locally recurrent or metastatic breast
cancer

- HER2+ only if prior treatment with trastuzumab
or contraindication

= No prior chemo regimens for MBC
- Adjuvant taxane allowed if DFI > 12 months
e ECOGPSOQor1
= No anti-tumor therapy within 21 days
= No significant proteinuria (> 500 mg/24 hr)
= No therapeutic anticoagulation

E2100 Statistical Design - Safety

* Type | event: Grade 4 hemorrhage or HTN
- Acceptable rate: 1%

« Type Il event: Grade 3/4 thrombosis or
embolism

- Acceptable rate: 5%




E2100 Current Analysis

« Study activated Dec 21, 2001
» Closed March 24, 2004
- 715 eligible patients

 First planned interim analysis
= Data cut-off February 9, 2005
= 355 events
- progression - 291
- Death without documented progression - 64

E2100 Response

Paclitaxel Pac.+Bev.
All patients (n) 316 330
Response rate 14.2 28.2
72 p<0.0001

Mesurable dis.(n) 250 236
Response rate 16.4 34.3
x 2 p<0.0001

HI = 0674 (09950917}
Log Rank Test  p=0.01

E2100 Patient Characteristics

Paclitaxel Pac.+Bev.
(n=350) (n=365)

Treated 346 365
Median age 55 (27-85) 56 (29-84)
DFI < 24 months 41% 41%
> 3 sites 29% 28%
Adjuvant chemo. 64% 65%
ER + 63% 64%

sion Free Survival

Pachiawal .11 rmamth

AL = 0,408 [0L401-0.618)
Log Rank Test p<0001

E2100 Toxicity (1)
NCI-CTC Grade 3 and 4

Paclitaxel Pac.+Bev.
(n=330) (n=342)
Grade 3 Grade 4 Grade 3 Grade 4

HTN* 0 0 13 0.3
Thromboembolic 0.3 0.9 1.2 0
Bleeding 0 0 0.6 0.3
Proteinuria** 0 0 0.9 )
NCI-CTC v3.0, worst per patient *p<0.0001; **p=0.004




E2100 Toxicity (2)
NCI-CTC Grade 3 and 4

E2100 Ongoing Correlative Studies

Paclitaxel Pac.+Bev. = Quality of Life (FACT-B)
(n=330) (n=342) » Circulating markers
Grade3 Grade4 Grade3  Grade 4 - Serum VCAM-1
Neuropathy* 13.6 0.6 19.9 0.6 - Urine VEGF
Fatigue 2.7 0 4.7 0.3 = Analysis of primary tumor samples
Neutropenia 0 3 0.9 4.4 - VEGF expression
decreased LVEF 0 0 0.3 0
"NCI-CTC v3.0, worst per patient *p=0.00

E2104 Adjuvant Pilot Trial
E2100 Conclusions and Future Directions

Arm A: ddBAC > BT> B
= Addition of bevacizumab to paclitaxel 5

L . q oxorubicin 60 mg/m# plus Paclitaxel 175mg/m? Bevacizumab
- Significantly prolongs progression free survival Cyclophosphamide 600 mg/m?
- Increases objective response rate

e 10 A Bevacizumab 10mg/kg 10mg/kg every
- Longer follow-up required to assess impact on OS

every 14 days x 4 every 14 days x 4 14 days x 18

» Futher studies should
- Explore the role of bevacizumab in the adjuvant Cyclophosphamide 600 mg/m? =& Bevacizumab 10mg/kg 10mg/kg every
setting every 14 days x 4 every 14 days x 4 14 days x 22
- Develop methods to identify patients who are most
likely to benefit from VEGF-targeted therapies L——————Arm B: ddAC > BT>B

Doxorubicin 60 mg/m? plus Paclitaxel 175mg/m? Bevacizumab
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HER2 HER2/neu
( Human EGF (Epidermal Growth Factor) Receptor type 2)

® HER2/neu
- 17

® HER2

® 20-30%

HercepTest

Faint perceptible
membrane
staining

(>10% of tumor

No staining
(<10% of tumor
cells)

* 19G ( 145 kd)

* 95% 5%

.1 1996-1997)
British J Cancer 81:1419, 1999

ATy A e el Strong complete e 11 2000-2001
Weak to moderate

membrane
staining

(>10% of tumor
cells)

membrane staining
(>10% of tumor
cells)




NSABP B-31
Doxorubicin and Cyclophosphamide am1 HHENOO0©0O

Followed by Paclitaxel am2 HEEE
with or without Trastuzumab -
as Adjuvant Therapy for Patients with NCCTG N9831
HER-2 Positive Operable Breast Cancer AMA I eooocoosecce

Combined Analysis of
NSABP-B31/NCCTG-N9831

= doxorubicin/cyclophosphamide (AC) 60/600 mg/m? q3wk x 4
= paclitaxel (T) 175 mg/m? q3wk x 4
Romand EH et al. = paclitaxel (T) 80 mg/m2/wk x 12
= trastuzumab (H) 4 mg/kg LD + 2mg/kg/wk x 51

NSABP B-31
Am1 B .....

am2 HHEEO©©00 Control Group

m ....
NCCTG N9831 { Am: HEEE

Combined Analysis

AmA B Arm A [ I [l eooococescse

{ Arm 2 .......’

Arm B ....::

Test Group

Disease-Free Survival B-31/N9831 Survival

N __Events N __Deaths
AC>T 1679 261 AC>T 1679 92

R=0.48, 2P=3x101? HR=0.67, 2P=0.015

2 3 a 5 1 2 3 a 5
Years From Randomization
Years From Randomization B31/N9831 1zatl B31/N9831




Androgen and Estrogen
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AROMATASE ACTION

cholesterol

pregnenolone —'{ 17a-hydroxypregnenolone — dehydroepiandrosterone
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‘ progesterone —" 17a-hydroxyprogesterone —— androstenedione testosterone
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steroidal inactivators androgen substrate
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aminoglutethimide fadrozole letrozole anastrozole

Intergroup Exemestane Study (IES)




IES: Collaboration between 20 international trials groups

Intergroup Exemestane Study

Total number of patients = 4742 .
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A total of 367 hospitals in 37 countries from 5 continents

DISEASE-FREE SURVIVAL

[ A Disease.free Survival

== Exemestane graup

e 2005 6 14

» EBM
evidence

Hazard ratie for recursence,
contralateral breast cancer
or death, 0.68 (95% C|, 0.56-0.82)

< 0.001

Patients Surviving Free of Disease (%)

] e 2 3 4
Years after Randomization

No. of Events/No. at Risk
Exemestane 02362 52/2168 60/1636 44/757 201201
Tamoxifen 072380 78/2173 30/1682 76/730 18/185




