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Measuring Medical Professionalism
Eds by David Thomas Stern
Oxford University Press
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N Engl J Med 2012; 366(6): 520-9.

Everolimus in combination with exemestane for
postmenopausal women with advanced breast
cancer who are refractory to letrozole or
anastrozole: results of the BOLERO-2 phase Il trial

J. Baselga, M. Campone, T. Sahmoud,
M. Piccart, H. Burris, H. Rugo, S. Noguchi, M. Gnant,
P. Mukhopadhyay, G. Hortobagyi

On behalf of the BOLERO-2 Investigators
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BOLERO-2: Trial Design
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ABC: advanced breast cancer, NSAI: non steroidal aromatase inhibitors, HER2-: human epidermal growth factor receptor 2 — negative;

PFS: progression-free survival; PK: pharmacokinetics

Presented by J. Baselga at the 2011 European Multidisciplinary Cancer Congress (ECCO/ESMO), September 26, 2011. Abstract: 9LBA.

BOLERO-2: #ist=HITH 1>

« ¥1-3ITRRA>k: progression-free survival
— 26% risk reduction (hazard ratio = 0.74)

— 528 events to achieve 90% power

— One interim analysis after ~60% of events (359)

— O’Brien-Fleming boundary: P < 0.0065

- BRI, AREHEEPRHAE (L)

PFS crossed prespecified boundaries at interim analysis,

cut-off February 11, 2011

Presented by J. Baselga at the 2011 European Multidisciplinary Cancer Congress (ECCO/ESMO), September 26, 2011. Abstract: 9LBA.
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BOLERO-2 Primary Endpoint: PFS
Local Assessment

HR = 0.43 (95% CI: 0.35-0.54)
Log rank P value =1.4 x 10 15

EVE + EXE: 6.9 months
PBO + EXE: 2.8 months

Probability of Event (%)

=== Everolimus + Exemestane (E/N=202/485)
Placebo + Exemestane (E/N=157/239)

12 18 24 30 36 42 48

Time (weeks)
No. of Patients Still at Risk:
Everolimus 485 398 294 212 144 108 75 51 34
Placebo 239 177 109 70 36 26 16 14 9

Presented by J. Baselga at the 2011 European Multidisciplinary Cancer Congress (ECCO/ESMO), September 26, 2011. Abstract: 9LBA.

BOLERO-2 Primary Endpoint: PFS
Central Assessment
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HR = 0.36 (95% ClI: 0.27-0.47)
Log rank P value =3.3 x 10 15

EVE + EXE: 10.6 Months
PBO + EXE: 4.1 Months

= Everolimus + Exemestane (E/N=114/485)
=== Placebo + Exemestane (E/N=104/239)

12 18 24 30 36

Time (weeks)

No. of Patients Still at Risk:
Everolimus 485 385 281 201 132 102 67 43 28 18 9 3
Placebo 239 168 94 55 88 20 11 11 6 3 3 1

Presented by J. Baselga at the 2011 European Multidisciplinary Cancer Congress (ECCO/ESMO), September 26, 2011. Abstract: 9LBA.
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HR = 0.89 (95% CIl = 0.73-1.10)
Log-rank P = 0.1426

Kaplan-Meier medians
EVE+EXE: 31.0 months
PBO+EXE: 26.6 months

20 '4 Censoring times

— EVE+EXE (n/N = 267/485)
— PBO+EXE (n/N = 143/239)

Probability of overall survival

-------------------------

0
0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50

No, at risk Time, months

EVE+EXE 485 471 448 429 414 399 373 347 330 311 292 279 266 248 232 216 196 154 118 91 58 39 23 11 1
PBO+EXE 239 232 220 211 201 194 182 170 162 153 145 130 120 113 109 102 98 77 56 41 28 18 @ 1
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