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‘Comments’ upon Methodology 
Lo studio TBCRC023: 

• Protocol Analysis 

– Presentation from SABCS 2014 

• Supporting background & Rationale 

– Preclinical evidences 

– Single arm Phase II [TBCRC06] 

– Was the benchmarking appropriate? 

• Demographics 

– Do patients characteristics overlap TBCRC06? 

• Choice of end-point 

– pCR 
• Achieved or not? 

• What’s now on? 

– Data Attrition 
• Safety, Biopsy rate 



Supporting Background & Rationale 

Lo studio TBCRC023: 

PTEN loss and PI3K 

mutations are 

associated with 

resistance to TRAST 

but not LAP  

3-drugs block HER-

dymers much more 

than any single, 

eradicating HER2-

overexpressing 

xenografts in mice 

LAP and TRAST 

were also effective in 

eradicating HER2-

overexpressing 

xenografts  

Rimawi, CCR 2011 Dave, JCO 2011 Arpino, JNCI 2007 



Rimawi, JCO 2013 

• pCR: from 10% expected 

with trastuzumab to 35% in 

each stratum (ER positive, 

ER negative). 

• Simon optimal two-stage, 

one-sided alpha 5%, power 

85%. 

Single-Arm  

Phase II 



Rimawi, SABCS 2014 

• Randomized Unblinded Phase II 

• No-Profit Fashion 



Courtesy of Billingham C, 2008 



Types of phase II studies 

Seymour L, CCR 2010 

Comparative means: 
The winner enters the Phase III fashion 



Rimawi, SABCS 2014 



Lo studio TBCRC023: 

LABC/IBC/Operable 

‘Benchmarking’ the Activity: [HER2+]–Dual Blockade 

Gianni, Lancet Oncol 2011 

Heavily Metastatic 

EGF104900 

Blackwell, JCO 2010 

NeoSphere 



‘Benchmarking’ the Activity: [HER2+] - ER-Positive 

Lo studio TBCRC023: 

ELECTRA 

Metastatic Disease - Letrozole 

Huober, The Breast 2012 

LAP-Trast 

Johnston, JCO 2009 

ORR 



Lo studio TBCRC023: 

CALGB 40302 TANDEM 

Kaufman, JCO 2009 

Metastatic Disease [Other Hormonal] 

Burnstein, JCO 2014 

‘Benchmarking’ the Activity: [HER2+] - ER-Positive 



Rimawi, SABCS 2014 



• Purpose of Randomized 

Phase II:  
– Selecting a treatment for eventual 

Phase III  

– ‘Pilots’ to Phase III evaluations. 

– One should not regard them as 

conclusive. 

– Control arms may yield erroneous 

inferences. 

• Frequent misapplications: 
– In presence of ‘impressive’ 

difference in binary outcomes, the 

‘false-positive’ rates range from 

20% to over 40%.  
Liu PY, Control Clin Trials 1999 



Rimawi, SABCS 2014 



Demographics: 06 vs. 023 
Lo studio TBCRC023: 

TBCRC06 TBCRC023 

Rimawi, SABCS 2014 Rimawi, JCO 2013 



Demographics: 06 vs. 023 
Lo studio TBCRC023: 

TBCRC06 TBCRC023 

Rimawi, SABCS 2014 Rimawi, JCO 2013 



Safety: 06 vs. 023 
Lo studio TBCRC023: 

TBCRC06 
TBCRC023 

Rimawi, SABCS 2014 Rimawi, JCO 2013 



pCR according to ER: 06 vs. 023 
Lo studio TBCRC023: 

Rimawi, JCO 2013; Rimawi, SABCS 2014 



TARGET pCR: 06 vs. 023 
Lo studio TBCRC023: 



pCR [ER-Negative]: 06 vs. 023 
Lo studio TBCRC023: 



pCR [ER-Positive]: 06 vs. 023 
Lo studio TBCRC023: 



(Endocrine) Neoadjuvant Treatment Duration 

Lo studio TBCRC023: 

Llombart-Cussac CTO 2012 Fontein EJC 2014 Ellis JCO 2011 

45-60% of clinical 

response with AIs  

after 16 to 18 weeks 

of treatment 

Median time 

to reach maximum 

response >4 months; 

>35% of pts  

improved response 

after 6 months 

Best MRI response 

after 6 months than 

after 3 



(Endocrine) Neoadjuvant Treatment Duration 

Lo studio TBCRC023: 

Hojo, The Breast 2013 

• Data almost exclusively gathered from 

trials with AIs in HER2 negative disease! 



Rimawi, SABCS 2014 

Small residual [≤1 cm] according to ER 
Lo studio TBCRC023: 



Berruti A, JCO 2014 

• Endocrine therapy–based trials were 

excluded because pCR is uncommon after 

short-term preoperative endocrine therapy 

– Burzykowski T, et al. The Evaluation of Surrogate 

Endpoints. New York, NY, Springer, 2005 



Rimawi, SABCS 2014 



Conclusions 

• First: let’s wait for the final paper…. 

– Additional data missing, safety (crucial anyway for phase II), biopsy 

rate, etc. 

• Primary end-point not met! 

– Less than what expected in the control arm 
• Patients’ selection  bias? 

– Overall smaller difference than expected between 12 and 24 wks 

– ER-Negative did benefit more from dual HER2 blockade 
• Similar data from Trial 06 and Trial 023…….and consistent with NeoSphere 

– ER-Positive did benefit more from longer treatment 
• Hormonal therapy: the longer, the better! 

• Treatment duration for triple-positive disease still unclear 

• Is pCR really useful as a ‘pre-requisite’ (not a surrogate) for 

overall outcome in the context of hormonal therapy, as well as 

for chemotherapy? 

Lo studio TBCRC023: Commento sulla metodologia 




