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1990-2011

Year Year No. Registrations Al:::';;::d Exhibitors c y:r.lt‘:ifes
1990 13th 526 201 15 24
1991 14th 685 237 23 25
1992 15th 749 218 22 22
1993 16th 763 240 23 26
1994 17th 1,056 264 28 29
1995 18th 1,283 301 20 38
1996 19th 1,533 303 22 42
1997 20th 1,980 365 40 43
1998 21st 2,530 433 40 47
1999 22nd 3,126 450 40 55
2000 23rd 3,796 438 40 61
2001 24th 3,320 432 38 52
2002 25th 4,876 543 56 67
2003 26th 5,820 590 68 82
2004 27th 6,810 721 84 86
2005 28th 7,666 805 106 89
2006 29th 8,017 893 97 83
2007 30th 8,503 813 105 86
2008 31st 8,936 1,064 98 92
2009 32nd 8,493 1,169 102 93
2010 33rd 7,913 1,035 91 93
2011 34th 7,724 1,264 79 103
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B ATLAS trial: 10y vs. 5y (Dadj. TAMEELLER
®m BIG1-98 trial: Lobular ca. C®adj. LET vs. TAMELE;

® CONFIRM trial: ZJUNX 352 500mg > 250mg MBC
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B CTNeoBC: fiTal{bZ & EDMeta analysis by FDA
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B 35HmUTDEEICHITDMBNEFEEDRGE
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m UK TACT2 trial: accelerated Epi adj. therapy(D =%
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Eribulin 301: T2 vs. AXRIHEY
AT pre treat MBC

CALOR trial: BrFiBH tIIFROBIMEFEEZDEE

(b SE A DMDS/AMLOD 4 R
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EVHREDE « Ki-67

UK START 104 :fili & BRI BB DIZEER A DIETL
40Gy/15fr UK DFEHEE

TARGIT-A trial: fiTcp8BE15 /N« R DEHE
PGR+IZTARGITTH L) ?

Gepar Trio trial: fiTRI;8&RIKI-67IC KX DXRE « $1E A
Ny +ZDEECICUTEENTD
<=15%, 15.1%-35%, 35%< CSEHE

International Ki-67 reproducibility study
(FEFRMARTSESINFE)



Trastuzumab
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B HERA trial: 2y vs. 1y 5 QW XV IiTEfMENE S
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Bevacizumab

B LEA study: Bevacizumab + LET vs. LET 1st MBC

BEV(DH

IR APPFSZERICERE T

m BEATRICE trial: SBIIIF AN/ T DB A ER TNBC

FRPEE

m TRIO tiral PD0332991: r-PII CDK 4/6 [BE&E&I+LET vs. LET

1stMBC
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Trastuzumab

m N9831 biomarker: EGFRIZ M /C & D AW AV IRIREL)

B HER2:ELFIENE/S U CHER2ELGFEZEEDHDIIE
HER2mt&H ) NeratinibH'ap< ?

Pertuzumab+Trastuzumab
m CLEOPATRA biomarker: PIK3CA mtidS & F~ERXF

m NeoSphere TR study: BEZEME DR EREE

Zolendronic acid

m AZURE TR study: Vit DUN)UODBREFRIITD BEAERE
IVZADFIDIZHICIHE

m JONIE trial: ZA+chemotherapy
TNBC, B#Z8 TZAICKDpCRAOMENDNT DIED






ATLAS - Adjuvant Tamoxifen: Longer Against Shorter

10 vs 5 years of adjuvant tamoxifen in ER+ disease:
effects in the first & second decade after diagnosis

Presented on behalf of the
ATLAS collaborative group

All authors declare no relevant conflict of interest.
ATLAS trial, Lancet December 5, 2012*

San Antonio Breast Cancer Symposium — Cancer Therapy and Research Center at UT Health Science Center — December 4-8, 2012

This presentation is the intellectual property of ATLAS. Contact ATLAS@CTSU.ox.ac.uk for permission to reproduce or distribute.



10 years of tamoxifen vs 5

6846 women with ER+ disease completed 5
years of tamoxifen, then were randomised:

CONTINUE to year 10,
or STOP at year 5.

25% Asia/mid-East, 28% Latin America,
47% Europe/US/ANZ/South Africa

54% node-negative
8 yrs follow-up: compllance recurrence, death

San Antonio Breast Cancer Symposium — Cancer Therapy and Research Ce at UT Health nce Center — mber 4-8, 2012

1is presentation is the intellectual property of ATLAS. Contact AT;A‘E‘(‘{‘:“[Z*S.,‘.o:-:.5[:.;}»: for permission to repro :1 uce or :J';tf{b ute.




ATLAS: 6846 women, ER+, 10 vs 5 years tamoxifen
BREAST CANCER MORTALITY
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RECURRENCE

Years 5-9: RR 0-90 (0-79-1-02) -
Years 10+: RR 075 (0-62-0-90)

All years: logrank p = 0-002 -

5 years
251%

21-4% -
10 years

1
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15 years

(10 years since ontry)

5 10

(ATLAS entry) (End of treatment)

Recurrence rates (% / year) and logrank analy ses

Tamoxifen allocation Years5-9 Years 10 - 14 Year 15+ Tamoxifen allocation
Continue to 10 years 2-83 (4287 15145) 196 (16578439 2:54 (24 945) Continue to 10 years
Stop at 5 years 316 (471/ 14889) 266 (214 /3038) 303 (26 / 8509) Stop at 5 years
Rate ratio, from 0-90 s& 006 074 55 009 08556 026 Rate ratio, from
(O-E)/V ~24-8 12247 ~291 / 84-7 -2:1/126 (O-E)/V
San Antonio Breast Cancer Symposium — Cancer Therapy and Research Center at UT
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Years 5-9: RR 0-97 (079-1-18)
Years 10+: RR 0-71 (0-58-0-88)

All years: logrank p = 0-01-

5 years
15:0%
12:2% |
10 years

58%

0
0

(Diagnosis)

15 years

{10 yoars since entry)

5 10

(ATLAS entry)  (End of treatment)

Death rates (% / year: total rate - rate in women without recurrence) & logrank analyses

Years5-9 Years 10- 14 Year 15+
14175000 1-38 52 012 164 32 0-39
121 s 000 201 s 015 229 52 047
097 s& 010 0:70 s& 0410 079 58 027
=-3-2 /840 -27-21775 -25/106

Health Science Center — December 4-8, 2012

the intellectual property of ATLAS. Contact ATLAS@CTSU.ox.ac.uk for permission to reproduce or distribute.
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ER+ disease: Effects of tamoxifen duration on
event rate ratio (RR), by time since diagnosis

5 years tam. vs none: | 10 years tam. vs 5: | 10 years tam. vs none:

EBCTCG meta-analysis ATLAS trial estimated effects
(n=10 645) (n=6846) (product of two RRs)

Recurrence in:

-years 0-4 RR=0.53% (0.48-0.57) (1.0) RR=0.53% (0.48-0.57)
-years 5-9 0.68+ (0.60-0.78) 0.90 (0.79-1.02) 0.61% (0.51-0.73)
- years 10+ 0.94 (0.79-1.12) 0.75* (0.62-0.90) 0.70* (0.54-0.91)
Breast cancer

mortality in:

-years 0-4 0.71% (0.62-0.80) (1.0) 0.71% (0.62-0.81)
-years 5-9 0.66% (0.58-0.75) 0.97 (0.79-1.18) 0.64% (0.50-0.82)
- years 10+ 0.73+ (0.62-0.86) 0.71§ (0.58-0.88) 0.52% (0.40-0.68)

$¥2p<0.00001 t 2p=0.0001 § 2p=0.0016 * 2p<0.01

San Antonio Breast Cancer Symposium — Cancer Therapy and Research Center at UT Health Science Center — December 4-8, 2012
This presentation is the intellectual property of ATLAS. Contact ATLAS@CTSU.ox.ac.uk for permission to reproduce or distribute.



Side effects and main effects of 10 yrs tam. on
15-yr mortality in meta-analysis & ATLAS trial

5yrstam. vs 0: | 10 yrs tam. vs 5:
meta-analysis ATLAS trial

Endometrial

cancer & PE  0.2% loss 0.2% loss 0.4% loss
mortality

Breast
cancer 9% gain 3% gain 12% gain
mortality

Estimated effects of 10 yrs tam. vs 0 on 15-yr
mortality: absolute gain ~30x absolute loss

San Antonio Breast Cancer Symposium — Cancer Therapy and Research Center at UT Health Science Center — December 4-8, 2012
This presentation is the intellectual property of ATLAS. Contact ATLAS@CTSU.ox.ac.uk for permission to reproduce or distribute.
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Nodal status at diagnosis (p=0-82) i
Node-negative 252/1832 (14%) 295/1845 (16%) 220 1367 I—
Node-positive/unknown 365/1596 (23%) 416/1573 (26%) -36-2 195-0 .
Menopausal status at ATLAS entry (p=0-79)

Premenopausal 64/326 (20%) 73/304 (24%) -7-2 342 .:
Postmenopausal orunknown 553/3102 (18%) 638/3114 (20%) -48-8 297-6 -.—

L IZ BRERUAE B T D@D

ATLAS trial, Lancet December 5, 2012*



Relative effectiveness of letrozole
compared with tamoxifen for

patients with lobular carcinoma in
the BIG 1-98 trial

Otto Metzger Filho, Anita Giobbie-Hurder, Elizabeth Mallon, Giuseppe
Viale, Eric P. Winer, Beat Thurlimann, Richard D. Gelber, Marco
Colleoni, Bent Ejlertsen, Hervé Bonnefoi, Alan S. Coates, Aron

Goldhirsch for the BIG 1-98 Collaborative Group
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BIG 1-98 Analytic Cohort

Postmenopausal HR+ BC
12-year update (Lancet Oncol 2011)

2-Arm Option
Tamoxifen N=911 } N=1,828
- Enrolled
Letrozol N=917 1998-2000
4-Arm Option > N=4,922
Tamoxifen N=1548 } g=3’ﬁ9g
nrolle
B Letrozole N=1546 J 19992003 )
C
D
0 2 )
YEARS
0,
SEE-E;?E
o T — Bl G
IBCS G e S—
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Disease-free survival &%=
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L \ )
& 80 BA%
)
b 715%  vm——
]
v
3 60 -
©
c
©
© 40- )
2 Histology Treatment Pts Events HR(L:T) 95%Cl
f, Ductal Letrozole 1300 311 0.80  0.68-0.94
o 20 - Ductal Tamoxifen 1299 313
5
a
0 -
I I 1 I I I 1 1 I 1 1
0 1 2 3 4 5 6 7 8 9 10
.“‘ Years from Randomization
i

“y‘ntemmlornl Breast Cancer Study Group B I @
IBCSG

This presentation is the intellectual property of the author/presenter. Contact ottto_metzger@dfci harvard edu for permission to reprint (IREASTINTERNATIONALC HOU



100

Percent Alive and Disease-Free
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Interaction
Histology Treatment Pts Events HR(L:T) 95%Cl p-value

Ductal Letrozole 1300 311 0.80 0.68-0.94 0.03
Tamoxifen 1299 313
— = Lobular Letrozole 152 33 0.48 0.31-0.74
_—— Tamoxifen 172 55

| | I ! | | |
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Disease-free survival
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20| — Tamoxifen p-vane
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Multivariate Analysis
Cox Model for DFS (IPCW)?

Hazard Ratio

: (95% Cl)
Ductal LA - 0.95 (0.76-1.20)
Ductal LB = =i 0.64 (0.53-0.79)
Lobular LA ~ +—=—— | 0.49 (0.32-0.78)
Lobular LB s 0.33 (0.21-0.55)
I
0 05 10 15

-

Favors Letrozole Favors Tamoxifen

Treatment by histology (ductal/lobular), p=0.006

Interactions 4 catment by subtype (LA/LB), p=0.01

T, 1. Included variables: age, tumor size, nodal status, histological grade, histology, local
&858  therapy, subtype (LA/LB) and treatment

e
“w nternational Breast Cancer Study Group B I G’
IBCSG
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A Phase lll, Open-Label, Randomized,
Multicenter Study Of Eribulin Mesylate
Versus Capecitabine In Patients With
Locally Advanced Or Metastatic Breast
Cancer Previously Treated With

Anthracyclines And Taxanes

Peter A. Kaufman,' Ahmad Awada,? Christopher Twelves,3
Louise Yelle,4 Edith A. Perez,® Jantien Wanders,®
Martin S. Olivo,” Yi He,” Corina E. Dutcus,’ Javier Cortes®

"Norris Cotton Cancer Center, Dartmouth-Hitchcock Medical Center, Lebanon, NH, USA;
2Medical Oncology Clinic, Jules Bordet Institute, Brussels, Belgium; 3Leeds Institute of
Molecular Medicine and St James’s Institute of Oncology, Leeds, UK; 4Department of Medicine,
University of Montreal, Montreal, Canada; SMayo Medical Clinic, Jacksonville, FL, USA;
6Eisai Ltd, Hatfield, UK; 7Eisai Inc., Woodcliff Lake, NJ, USA;
8Vall D’Hebron University Hospital, Barcelona, Spain
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Study Design

Global, randomized, open-label Phase lll trial (Study 301)

Patients (N=1102) Co-primary endpoint

Locally advanced or MBC Eribulin mesylate « OSand PFS
« <8 prior chemotherapy 1.4 mg/m?3t 2- to 5-min IV
regimens (<2 for Day 1 & 8 g21 days Secondary endpoints

advanced disease) _ Y , P
Prior anthracycline and Quality of life
taxane in (neo)adjuvant Randomization 1:1 ORR
setting or for locally Duration of response _
advanced or MBC _11_ 2- a”dl ?:[-ydear surtvwal
L mor-related s
Capecitabine X ymptom

) assessments
1250 mg/m< BID orally Safety parameters
Days 1-14, 921 days

Population PK (eribulin
arm only)

Stratification:
Geographical region, HER2 status

TEquivalent to 1.23 mg/m? eribulin
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Statistical Plan: Analysis Of Co-Primary
Endpoints

Primary pre-defined analyses in the ITT population
Two-sided, stratified log-rank test stratified for HER2 and
geographic region; HR based on Cox regression model

1,100 patients planned enrollment. OS determination, 905
events (final analvsis. 82% events) sufficient for 90%

probability if the|lHR <= 0.8 (Type | error = 0.04)

Two planned interim analyses of OS: 453 and 603 deaths
O’Brien Fleming spending function utilized

Final analysis would be declared positive if either
OS with eribulin is significantly better vs capecitabine (p<0.0372)

PFS (independent reviev!) with eribulin is significantly better vs
capecitabine (p<0.01) and HR for OS (eribulin/capecitabine) is <1
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Patient and Disease Characteristics

Eribulin (n=554) Capecitabine (n=548)

Median age (range) 54.0 (24-80) 53.0 (26-80)
ECOG performance, % 45 42

53 55

2 3

Number of prior 21 19
chemotherapy regimens 50 53
for advanced disease, %

2 28 27

>2 1 1

Sites of disease’, % Visceral 84 88
Non-visceral only 15 1

HER2 status?*, % Positive 16 15
Negative 68 69

ER status?, % Positive 47 51
Negative 42 39

PR status?, % Positive 41 43
Negative 47 45

Triple (ER/PR/HER2) negative, % 27 25

ITT population

TDetermined by independent assessment; missing patients for sites of disease were 1% for eribulin and 1% for capecitabine

*Assays carried out and defined locally

Unknown patients for eribulin and capecitabine were: HER2 status 17% and 16% ; ER status 11% and 10%; PR status 12% and 12%, respectively

This presentation is the intellectual property of the author
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Overall Survival

Median OS
(months)

Eribulin (n=554) 15.9
Capecitabine (n=548) 14.5

HR' 0.879 (95% Cl 0.770, 1.003)
p value*=0.056

>
—
5
®©
Ko
O
L %
Q.
E
2
>
™
-
(7))

12 16 20 24 28 32 36
Time (months)

ITT population; THR Cox model including geographic region and HER2 status as strata
*p value from stratified log-rank test based on clinical database

This presentation is the intellectual erty of the author
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Progression-Free Survival

Independent Review Investigator Review
Median Median

(months) (months)
Eribulin (n=554) 4.1 . Eribulin (n=554) 4.2
Capecitabine (n=548) 4.2 Capecitabine (n=548) 4.1

o
b

HRt 0.977 (95% Cl 0.857, 1.114)

HRT 1.079 (95% CI 0.932, 1.250)
p value*=0.736

p value*=0.305

e
o

o
=Y
Survival probability

>
=
3
©
k-
o
Y
S
©
'2
-
-
7))

T T T T ) ¥ L L] L L ' 0. 1 1 Ll 1 1 Ll L) 1 L] L] 1
4 8 12 16 20 24 28 32 36 40 44 4 8 12 16 20 24 28 32 36 40 44
Time (months) Time (months)

ITT population; THR Cox model including geographic region and HER2 status as strata
#p value from stratified log-rank test based on clinical database




Overall Survival By Receptor Status

Subgroup HR (95% CI) Eribulin Capecitabine

Median (months)
Overall 0.879 (0.770, 1.003) 15.9 14.5

HER2 status

Positive | 0.965 (0.688, 1.355)

¢

Negative n=755 0.838 (0.715, 0.983)

ER status

Positive

0.897 (0.737, 1.093)

Negative n=449 0.779 (0.635, 0.955)

Triple negative

Yes n=284

0.702 (0.545, 0.906)

¢

No 0.927 (0.795, 1.081)

0.2 0.5 - 2
ITT population Favors eribulin <€ 3 Favors capecitabine
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National Surgical Adjuvant reast Cancer Study Group
Breast and Bowel Project IBCSG BREASTINTERNATIONALG ROUP

Chemotherapy Prolongs Survival for

|Isolated Local or Regional Recurrence of
Breast Cancer: The CALOR Trial

S. Aebi, S. Gelber, I. Lang, S.J. Anderson, A. Robidoux, M. Martin,
J.W.R. Nortier, E.P. Mamounas, C.E. Geyer, Jr., R. Maibach, R.D.
Gelber, N. Wolmark, I. Wapnir, for the CALOR Trial Investigators

Chemotherapy as Adjuvant for LOcally Recurrent Breast Cancer.
IBCSG 27-02, NSABP B-37, BIG 1-02 (BOOG, GEICAM, IBCSG)

This presentation is the intellectual property of the author/presenter. Contact stefan.aebi@onkologie.ch for
permission to reprint and/or distribute.
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CALOR Trial = Eligibility Criteria

¢ First ipsilateral local and/or regional recurrence

* breast (IBTR)  gu0REAE WEERLE
e chest wall YIlRZE L TL\AT L

* mastectomy scar and/or skin

e axillary or internal mammary lymph nodes

¢ Complete gross excision of recurrence

e Negative or microscopically involved margins
¢ No evidence of supraclavicular lymph nodes

¢ No evidence of distant metastasis

This presentation is the intellectual property of the author/presenter. Contact stefan.aebi@onkologie.ch for permission to reprint and/or distribute.
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CALOR Trial

R
S A
U Strata N s Chemotherapy\ + Endocrine therapy
2 e Prior Chemo-Tx g for ER+ and/or PR+
E * ER+and/or PR+ M No + HER2-directed
R * Location ILRR I therapy (optional)
Y 7z chemotherapy

E

¢ Chemotherapy chosen by investigators
Recommendation: 2 2 drugs, 3 to 6 months of therapy

This presentation is the intellectual property of the author/presenter. Contact stefan.aebi@onkologie.ch for permission to reprint and/or distribute.
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ILRR Radiation Therapy

¢ Radiation therapy
e Recommended for all patients

e Mandatory for patients with
microscopically involved margins

e > 40 Gy

This presentation is the intellectual property of the author/presenter. Contact stefan.aebi@onkologie.ch for permission to reprint and/or distribute.
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LAIEL00BIFRIREDERER TH =MV IL— D EFRGE M 0T

Baseline Characteristics

No
Chemotherapy Chemotherapy
N=85 N=77

Location of ILRR

Breast 55% 53%

Mx scar/chest wall 32% 34%

Regional lymph nodes 13% 13%
ER Status of the ILRR

Positive 66% 62%
PgR Status of the ILRR

Positive 52% 45%

This presentation is the intellectual property of the author/presenter. Contact stefan.aebi@onkologie.ch for permission to reprint and/or distribute.
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CALOR Trial = Disease-free Survival

100
80 1
60 1
X ~—— Chemotherapy (CT)
2 { = No Chemotherapy (no CT) 57%
)
40 1
401 Pts Events HR  95%Cl P
CT 85 24 0.59 0.35-0.99 0.0455
No CT 77 34
0 - : : : , , ,
0 1 2 3 4 5 6

Years from Randomization
Number at Risk

Chemotherapy 85 12 66 57 45 23 12
No Chemotherapy 77 58 53 46 34 21 10

This presentation is the intellectual property of the author/presenter. Contact stefan.aebi@onkologie.ch for permission to reprint and/or distribute.
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Sites of First Failure after ILRR

Chemotherapy No Chemotherapy

N=85 N=77
Failures 24 34
Local / Regional 6 9
Distant 15 22
Soft tissue 0
Bone 8 5
Viscera 7 15
Contralateral breast 1 1
2nd non-breast malignancy
Deaths without failure 1 2

This presentation is the intellectual property of the author/presenter. Contact stefan.aebi@onkologie.ch for permission to reprint and/or distribute.
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DFS ER Status

ER+

100 1 100 1

80 80

60 60
ES ~— Chemotherapy (CT) R
bl —— No Chemotherapy (no CT) el
(=) o
401 1 _ Chemotherapy (CT)
—— No Chemotherapy (no CT)
20 Pts Events HR  95%Cl P 20 Pts Events HR  95%CI P
CcT 56 16 094 0.47-1.89 0.87 cT 29 8 0.32 0.14-0.73 0.007
No CT 48 16 No CT 29 18
0 L] L] . L) L] . Ll 0 T L] L] T L] L LJ
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years from Randomization Years from Randomization
Number at Risk Number at Risk
Chemotherapy 56 47 a4 37 28 13 6 Chemotherapy 29 26 22 20 17 10 6
No Chemotherapy 48 40 37 33 25 16 8 No Chemotherapy 29 18 16 13 9 5 2

Univariate Interaction term: Treatment x ER: P = 0.044

This presentation is the intellectual property of the author/presenter. Contact stefan.aebi@onkologie.ch for permission to reprint and/or distribute.
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CALOR Trial = Overall Survival

100 | 5-yr OS
88%
80
76%
60
» ~ Chemotherapy (CT)
e —— No Chemotherapy (no CT)
40 4
20 Pts Deaths HR  95%Cl P
| CT 85 9 0.41 0.19-0.89 0.02
No CT 77 21
o 4

—
—

T ) L} 1

0 1 2 3 4 5 6
Years from Randomization
Number at Risk

Chemotherapy 85 80 76 65 51 29 14
No Chemotherapy 77 72 68 61 47 30 15

This presentation is the intellectual property of the author/presenter. Contact stefan.aebi@onkologie.ch for permission to reprint and/or distribute.



San Antonio Breast Cancer Symposium — December 4-8, 2012

OS by ER Status

ER+

Syr OS
100 4= 94%
80 1
80%
60 -
= ~— Chemotherapy (CT)
P —— No Chemotherapy (no CT)
40 4
20 1 Pts Deaths HR  95%Cl P
| CT 56 4 0.40 0.12-1.28 0.12
No CT 48 10
0 1 L] L] L] T T T
0 1 2 3 4 5 6

Years from Randomization
Number at Risk

Chemotherapy 56
No Chemotherapy 48 46 43

53 51 a5 33 17 8
a1 30 18 10

0S %

20

Number at Risk

Chemotherapy
No Chemotherapy 29

ER-

~— Chemotherapy (CT)
—— No Chemotherapy (no CT)

Pts Deaths HR 95% ClI P
CT 29 5 0.43 0.15-1.24 0.12
No CT 29 11

R

T T T T T

1 2 3 4 5 6
Years from Randomization

-2}

27 25 20 18 12
26 25 20 17 12

w
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Primary results of BEATRICE,
a randomized phase lll trial evaluating
adjuvant bevacizumab-containing therapy
in triple-negative breast cancer

be a
tri cinced

TUniversity of Edinburgh and NHS Lothian, Edinburgh, UK; 2University of Leeds,
Leeds, UK; 3Sunnybrook Health Sciences Center and University of Toronto, Toronto,
ON, Canada and National Cancer Center, Singapore, Singapore; 4Klinikum
Offenbach, Offenbach, Germany; °Cross Center Institute, Edmonton, Canada;
SUniversity Hospital Jean Minjoz, Besancon, France; "Medical University of Vienna,
Vienna, Austria; ®Bern University Hospital, Inselspital, Switzerland; °Kyoto University,
Kyoto, Japan; 1®MRC Clinical Trials Unit, London, UK; "F Hoffmann-La Roche Ltd,
Basel, Switzerland; 2Andrew Love Cancer Centre, Geelong, Australia
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BEATRICE:

Randomized open-label multicenter phase lll trial

Resected
triple-negativea
(centrally confirmed)
invasive early breast

Investigator’s choice of :
standard CT (4-8 cycles) Observation ]

Investigator’s choice of

cancer
\ (N=2591) standard CT (4-8 cycles)
Stratification factors: Chemotherapy options:
» Axillary nodal status (0 vs 1-3 vs 24) + Taxane based (24 cycles)
* Adjuvant chemotherapy (anthracycline vs » Anthracycline based (=4 cycles)
taxane vs anthracycline + taxane) « Anthracycline + taxane (3—4 cycles
* Hormone receptor status (negative vs low) each)

» Surgery (breast-conserving vs mastectomy)

3HER2-negative and hormone receptor negative or low (total Allred score of 2 or 3; intensity score 1, proportion score 1 or 2)
Copyrights for this presentation are held by the author/presenter. Contact D.Cameron@ed.ac.uk for permission to reprint and/or distribute



Baseline demographics

CT CT + BEV
Characteristic (N=1290) N=1301)

Median age, years (range) 50 (22-80) 570 (20—84)

Tumor size (cm), %

T1: >0—<2 35.5 37.1

T2: 2—<5 59.0 58.2

T3:25 55 4.7
AJCC stage |, % — 30.1 294
Hormone receptor status, %

Negative 94.9 94.5

Low 5.1 5.5
Positive axillary nodes, %

0 - 63.1 63.3

1-3 25.3 24.8

24 11.6 1.9
Ductal/invasive histology, % 91.7 92.9
Grade 3 tumor, % 69.4 70.1
Breast-conserving surgery, % 63.3 63.6

Recrujtment period: Dec 2007 to Mar 2010 | |



Primary endpoint: IDFS?

1.0=
0.8+ em—
>
=
e}
8 06+ CT
o (N=1290)
_g' Median duration of follow-up, months 31.5 320
% 044 Events, n (%) 205 (15.9) 188 (14.5)
e 3-year IDFS rate, % 82.7 83.7
'ﬁ (95% CI) (80.5-85.0) (81.4-86.0)
W god Stratified HR 0.87
(95% CI) (0.72-1.07)
Log-rank p-value 0.1810
0= T T T T T T T T
0 6 12 18 24 30 36 42 48
W Time (months)
CT 1290 1221 1151 1086 994 772 383 105 2

3Intent to treat, not censored for non-protocol therapy



Interim OS (59% of required events)

Estimated probability

No. at risk:

CT

54

1. )y
| I
0.8+
0.6+
CT
(N=1290)
044 Events, n (%) 107 (8.3) 93 (7.1)
Stratified HR 0.84
0.2 - (95% CI) (0.64-1.12)
Log-rank p-value 0.2318
0= T T T T T T T T 1
0 6 12 18 24 30 36 42 48
Time (months)

1290

1248 1215 1169 1087 831 424

113
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®m Plasma VEGF-A H
m AVADO (PFS in BC)

®m Plasma VEGFR2 H
m AVADO (PFS in BC)

®m Plasma ICAM-1 L
m ECOG4599, AVAIL (PFS, OS in NSCLC)

®m Plasma bFGF H
m AVAIL (PFS in NSCLC)

B Plasma E-Selectin
B ECOG4599 (PFS in NSCLC)
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Plasma VEGF-A

Figure 2. IDFS according to baseline plasma VEGF-A (median vs third quartile cut-off)

Events/N
CT + BEV CcT Interaction
Cut-off CT CT+BEV HR (95% C1) better better p-value
Low 42/275 46/309 0.89 (0.58-1.36) [——"=—]
Median
7415
(77.0 pg/mlL) o
High 45/285 40/286 0.81 (0.53-1.26) [=—=r==]
Low 62/421 65/446 092 (0.65-1.31) ==
3rd quartile —
(133.6 pg/mL) p=0.
High 25/139 21/149 0.64 (0.35-1.16)
I I | L)
0.2 0.5 1 2 5
HR (95% CI)

Carmeliet P et al. P3-06-34 SABCS2012
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Plasma VEGFR2

Figure 4. IDFS according to baseline plasma VEGFR-2 (median cut-off)

Events/N
CT + BEV Cr Interaction
cT CT +BEV HR (95% C1) better  better p-value
Low 42/291  52/295 1.24  (0.82-1.89) —e—
p=0.0291
High  45/278  34/308 0.61  (0.39-097) I——Q—’
—_— - T T *
02 0.5 1 5
HR (95% C1)

Medin plssma VEGFR-2 concentration =10.2ng/mL.
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Trastuzumab plus Adjuvant
Chemotherapy for HER2-positive
Breast Cancer: Final Planned Joint
Analysis of Overall Survival from
NSABP B-31 and NCCTG N9831

EH Romond'2, VJ Suman3, J-H Jeong'#, GW Sledge, Jr.>,

CE Geyer, Jr.:%, S Martino’, P Rastogi'’-2, J Gralow?, SM Swain:10,
E Winer'", G Colon-Otero’?, C Hudis'3, S Paik', N Davidson?,
EP Mamounas'4, JA Zujewski'>, N Wolmark1%, EA Perez'2

INational Surgical Adjuvant Breast and Bowel Project Operations and Biostatistical Centers; 2University
of Kentucky; 3Mayo Clinic; 4Department of Biostatistics, University of Pittsburgh Graduate School of
Public Health; °IU Simon Cancer Center; SUniversity of Texas Southwestern Medical Center;

"The Angeles Clinic and Research Institute; 8University of Pittsburgh Cancer Institute; University of
Washington; ""Medstar Washington Hospital Center; 1"Dana-Farber Cancer Institute; 2Mayo Clinic,

Jacksonville; BMemorial Sloan-Kettering Cancer Center; Aultman Hospital; °Division of Cancer
Therapy and Diagnosis, Cancer Therapy Evaluation Program, National Cancer Institute, National
Institutes of Health, DHHS; 15Allegheny Cancer Center Allegheny General Hospital
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NSABP B-31

Arm 1 oo oo
Armz DDDDOOOO

NCCTG N9831

Arm A D000

LILOE = doxorubicin/cyclophosphamide (AC) 60/600 mg/m2 q 3 wk x 4
000 O =paclitaxel (P)175 mg/m?2q 3wk x4

cococoococce = paclitaxel (P) 80 mg/m2/wk x 12

esssssssssse = frastuzumab (H) 4mg/kg LD + 2 mg/kg/wk x 51
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NCCTG N9831 / NSABP B-31 joint analysis
Dr. Romond EH (5/16 2005, ASCO meeting)

"Thank you Dr. Sledge.

On behalf of 3,351 women who contributed to this

trial,
’J

secondary on behalf of my colleague... "

{EBE® 2009 CSPORFH



B-31/N9831 Overall Survival

ER and/or PR Positive ER and PR Negative

77.1% 4

P= <0.0001 P=<0.0001
N _Deaths N Deaths

AC=>P 1105 206 AC->P 911 212
AC > P+H 1110 137 AC > P+H 917 149

HR: 0.61 (95%Cl: 0.49-0.76) HR: 0.64 (95%CI: 0.52-0.79)

I I 1 I | | | | |

8 10 0 2 4
Years from Randomization
No. at risk

1110
1105

263 917
204 9N
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