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SUCCESS STORY OF IDENTIFYINGHER2 IN THE 1990%
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HER2+ Disease: Major Clinical
Advances Over The Past 15 Years

Initial Randomized
Trial Demonstrating

e b Three Large Phase Il
enefit of Trastuzuma Adjuvant Trials ~ Phasell of Pertuzumab Pertuzumab
Lapatinib 2007
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METAANALYSIS OF ADJUVANT TRASTUZUMA
HER2+ BREAST CANCER

Adjuvant trastuzumab vs no trastuzumab in patients with small HER2+ BCI!

HER2+ Trastuzumab Trastuzumab Chemotherapy Median
Tumors Timing Duration Regimen Follow-up,
Yrs
HERA[ 5102 Sequential lor2yrs Any: 94% A; 26% A 8.0
and T
NCCTG 3505 Concurrent or 1yr AC Y w T 8.7
N9831[] Sequential AC Y w TH
AC Y w T Y H
NSABP 3222 Concurrent 1yr AC YT 9.4
B-31BI AC Y TH
PACS 044 528 Sequential 1yr FEC Y H 5.0
DE Y H

FinHERD! 232 Concurrent 9 wks DfjH Y FEC 5.6

VIH Y FEC



CONCLUSIONS FROM MEAMALY SIS OF
ADJUVANT TRASTUZUMAB IN HER2+ BC

Trastuzumabtherapy conferred substantial DFS and OS
benefit to patient s i witin

Similar proportional benefit for hormone receptér
positive and hormone receptaynegative cohorts, but
Incidence and patterns of relapse appeared to differ
over follonwup

Trastuzumabtherapy contributed to favorable outcomes
previously reported for patients with hormone receptor
positive t umolrpssit@lLN cm an



San Antonlo Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center — December 10-14, 2013

NeoALTTO TRIAL in 455 WOMEN WITH HER2+ (ASCO/CAP 2007)
BREAST CANCER 22 CM

Lapatinib 1500 mg/d S Lapatinib 1500 mg/d

Paclitaxel 80 mg/m? U
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Trastuzumab 8 mg/kg — 6 mg/kg

Trastuzumab 4 mg/kg—2 mg/kg

Paclitaxel 80 mg/m?

E g X
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Lapatinib 1000 mg/d*

Lapatinib 1000 mg/d

Trastuzumab 4 mg/kg—2 mg/kg

Paclitaxel 80 mg/m?

Trastuzumab 8 mg/kg — 6 mg/kg

6 weeks + 12 weeks 34 weeks

*Amendment-2 October 2008, reduced dose of lapatinib to 750 mg/d with paclitaxel
54/1 52 had PfOtOCO/-d"VGf' reduction Baselga J et al; SABCS 2010; Lancet 2012

1S pre ation 1s the intellectual property of the presenter. Contact martine, piccart@bordet.be for permission to reprint and/or distribute



San Antonlo Breast Cancer Symposium - Cancer Therapy and Research Center at UT Health Science Center — December 10-14, 2013

PRIMARY ENDPOINT BREAST PCR
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Baselga J et al; SABCS 2010; Lancet 2012
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ALTTO TRIAL: COMPARING.SEQUENTIAL ANI
COMBINATION LAPATINIB, TRASTUZUMAB T)

Early-stage HER2+ breast
cancer patients in 3 groups:

Sequential:
(Neo)adjuvant chemotherapy
prior to anti-HER2 treatment

(N =4613)

Concurrent Anti-HER2+
12 wks of anthracycline-based

(paclitaxel or docetaxel)
(N = 3337) OuUT

Concurrent Anti-HER2+
18 wks of nonanthracycline-
based chemotherapy
(docetaxel + carboplatin)
(N =431)

52 WkS'
Chemotherapy dosing: paclitaxel 80 mg/m?/wk; docetaxel 70-100 mg/m? q3w; carboplatin AUC 6 q3wk



ALTTO: NO DIFFERENCE fMRIDFS OR OS
WITH ADDITION OF LAPATINIB

High rate of 4yr DFS and OS; no difference based on treatment group

Result, % L+T TA L T
(n =2093) (n =2091) (n =2097)

4-yr DFS 88 87 86

HR vs T (97.5% CI) 0.84 (0.70-1.02) 0.96 (0.80-1.15)

P value .048 .61
4-yr OS 95 95 94

HR vs T (97.5% CI) 0.80 (0.62-1.03) 0.91 (0.71-1.16)

P value .078 433
4-Yr DFS Outcome, % (n/N) L+T TA L T
Hormone receptor positive 90 (133/1203) 89 (141/1205) 88 (150/1200)
Hormone receptor negative 86 (121/890) 84 (143/886) 83 (151/897)
Sequential chemotherapy 86 (168/1155) 85 (184/1143) 83 (207/1147)

Concurrent chemotherapy 90 (86/938) 89 (100/948) 90 (94/950)



ALTTO: SAFETY PROFILE WIRASTUZUMAB
LAPATINIB

Main Differences in AEs

by Treatment Arm Cartllag s

100+ P < .001 for incidence for all 5 101
e arms when compared with T =
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O < >
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Event rate lower than expected: at median folleup 4.5 yrs, 555 DFS events for L +
T vs T comparisons (target was 850 events)

4-yr DFS endpoint was not met for either pairwise comparison
L+ TvsT:88% vs 86% (HR: 0.84; 97.5% CI. 0:I.02)
I/ @/ L/ vs T: 87% vs 86%13 HR:I111I0119 TR RS

Lapatinib associated with significant increase in AEs of special interest vs
trastuzumabalone (diarrhea,hepatobiliary and rash or erythema)

60% to 78% ofpts in lapatinbbar ms recei ved O 85% of prot

Cardiac toxicity low in all treatment groups

Increase inpCRobserved inNeoALT T@rial did not correspond with observed
survival outcomes in ALTTQO trial

Protocolspecified updated efficacy analysis is planned in @&s



