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SUCCESS STORY OF IDENTIFYING ANTI-HER-2 IN THE 1990Sé 
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META-ANALYSIS OF ADJUVANT TRASTUZUMAB IN 

HER2+ BREAST CANCER 

Trial HER2+ 

Tumors 

Trastuzumab 

Timing 

Trastuzumab 

Duration 

Chemotherapy 

Regimen 

Median 

Follow-up, 

Yrs 

HERA[2] 5102 Sequential 1 or 2 yrs Any: 94% A; 26% A 

and T 

8.0 

NCCTG 

N9831[3] 

3505 Concurrent or 

Sequential 

1 yr AC Ÿ w T 

AC Ÿ w TH 

AC Ÿ w T Ÿ H 

8.7 

NSABP 

B-31[3] 

3222 Concurrent 1yr AC ŸT 

AC Ÿ TH 

9.4 

PACS 04[4] 528 Sequential 1yr FEC Ÿ H 

DE Ÿ H 

5.0 

FinHER[5] 232 Concurrent 9 wks D ǰ H Ÿ FEC 

V ǰ H Ÿ FEC 

5.6 

Adjuvant trastuzumab vs no trastuzumab in patients with small HER2+ BC[1] 

1. OôSullivan C, et al. ASCO 2014. Abstract 508. 2. Goldhirsch A, et al. Lancet. 2013;382:1021-1028.  

3. Perez EA, et al. J Clin Oncol. 2011;29:3366-3373. 4. Spielmann M, et al. J Clin Oncol. 2009;27:6129-6134. 

5. Joensuu H, et al. J Clin Oncol. 2009;27:5685-5692. 



CONCLUSIONS FROM META-ANALYSIS OF 

ADJUVANT TRASTUZUMAB IN HER2+ BC 

ò Trastuzumab therapy conferred substantial DFS and OS 
benefit to patients with tumors Ò 2 cm 

 

ò Similar proportional benefit for hormone receptorð
positive and hormone receptorðnegative cohorts, but 
incidence and patterns of relapse appeared to differ 
over follow-up 

 

ò Trastuzumab therapy contributed to favorable outcomes 
previously reported for patients with hormone receptorð
positive tumors Ò 2 cm and 0-1 positive LN 

1. O'Sullivan C, et al. ASCO 2014. Abstract 508. 2. OôSullivan C, et al. SABCS 2013. Abstract S6-03. 







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 

chemotherapy 

(paclitaxel or docetaxel) 

(N = 3337) 

 

Concurrent Anti-HER2+ 

18 wks of nonanthracycline-

based chemotherapy 

(docetaxel + carboplatin) 

(N = 431) 

Trastuzumab 8 mg/kg Ą 6 mg/kg IV q21d (sequential) 

or 4 mg/kg Ą 2 mg/kg IV q7d Ą 6mg/kg IV q21d (concurrent) 

Lapatinib 1500 mg/day (sequential) 

or 750 mg/day Ą 1500 mg/day (concurrent) 

Lapatinib 1000 mg/day (sequential) or 750 Ą 1000 mg/day  

(concurrent) + Trastuzumab 8 mg/kg Ą 6 mg/kg IV q21d (sequential) 

or 4 mg/kg Ą 2 mg/kg IV q7d Ą 6 mg/kg q21d (concurrent)  

Trastuzumab  

4 mg/kg Ą 2 mg/kg IV  

q7d  

Lapatinib 1500 mg/day WASH 

OUT 

52 wks 

Chemotherapy dosing: paclitaxel 80 mg/m2/wk; docetaxel 70-100 mg/m2 q3w; carboplatin AUC 6 q3wk 

ALTTO TRIAL: COMPARING SEQUENTIAL AND 

COMBINATION LAPATINIB, TRASTUZUMAB TX 

Piccart-Gebhart M, et al. ASCO 2014. Abstract LBA4. 



ALTTO: NO DIFFERENCE IN 4-YR DFS OR OS 

WITH ADDITION OF LAPATINIB 

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

 

 

 

 

 

ò Greatest effect of L + T seen in hormone receptorðpositive pts and those receiving 

sequential chemotherapy but all differences nonsignificant 

4-Yr DFS Outcome, % (n/N) L + T T Ą 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) 

Result, % L + T 

(n = 2093) 

T Ą L  

(n = 2091) 

T 

(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 

Piccart-Gebhart M, et al. ASCO 2014. Abstract LBA4. 



 

 

    

  

 
Diarrhea Hepatobiliary Rash or 

Erythema 

 
 

 

   

ALTTO: SAFETY PROFILE WITH TRASTUZUMAB ± 

LAPATINIB 

Piccart-Gebhart M, et al. ASCO 2014. Abstract LBA4. Reprinted with permission. 
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Any Cardiac Event Primary Cardiac Event 

Cardiac Safety 

L + T T 

Alone 

L + T T Ÿ L T 

Alone 

T Ÿ L 

4.5 

2.4 

0.97 
0.25 

0.86 
5 15 3 3 1 5 4 1 % Ó G3 = 



ALTTO: CONCLUSIONS 

ò Event rate lower than expected: at median follow-up 4.5 yrs, 555 DFS events for L + 

T vs T comparisons (target was 850 events) 

ò 4-yr DFS endpoint was not met for either pairwise comparison 

é L + T vs T: 88% vs 86% (HR: 0.84; 97.5% CI: 0.70-1.02) 

é T ɷ L vs T: 87% vs 86% (HR: 0.93; 97.5% CI: 0.76-1.13) 

ò Lapatinib associated with significant increase in AEs of special interest vs 

trastuzumab alone (diarrhea, hepatobiliary, and rash or erythema) 

é 60% to 78% of pts in lapatinib arms received Ó 85% of protocol specified dose 

é Cardiac toxicity low in all treatment groups 

ò Increase in pCR observed in NeoALTTO trial did not correspond with observed 

survival outcomes in ALTTO trial 

é Protocol-specified updated efficacy analysis is planned in 2 yrs 

Piccart-Gebhart M, et al. ASCO 2014. Abstract LBA4. 


