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S2-05 Efficacy and tolerability of veliparib in combination with 
carboplatin and paclitaxel vs. placebo in patients with BRCA1 or 
BRCA2 mutations and metastatic breast cancer: a randomized 

phase 2 study 
 



PARP Inhibitors in Development 

Isakoff et al, 2016 



PARP inhibitor Breast Trials in Georgia 

Drug Study Georgia Location 

Veliparib A Phase 3 Randomized, Placebo-controlled Trial of 
Carboplatin and Paclitaxel With or Without Veliparib 
(ABT-888) in HER2-negative Metastatic or Locally 
Advanced Unresectable BRCA-associated Breast Cancer 

Winship Cancer Institute at Emory 
University 

Cisplatin With or Without Veliparib in Treating Patients 
With Stage IV Triple-Negative and/or BRCA Mutation-
Associated Breast Cancer 

Pearlman Cancer Center in 
Valdosta 

Olaparib NSABP B55 Olaparib as Adjuvant Treatment in Patients 
With Germline BRCA Mutated High Risk HER2 Negative 
Primary Breast Cancer (OlympiA) 

John B Amos in Columbus, St. 
Joseph’s/Candler in Savannah, 
Northside Hospital Cancer 
Institute, Dekalb Medical, Winship 
Cancer Institute 

Assessment of the Efficacy and Safety of Olaparib 
Monotherapy Versus Physicians Choice Chemotherapy 
in the Treatment of Metastatic Breast Cancer Patients 
With Germline BRCA1/2 Mutations. (OlympiAD) 

NW Georgia Oncology, Marietta 
(closed to accrual) 

Talazoparib A Study Evaluating Talazoparib (BMN 673), a PARP 
Inhibitor, in Advanced and/or Metastatic Breast Cancer 
Patients With BRCA Mutation  vs. TPC (EMBRACA) 

University Cancer and Blood 
Center in Athens, Navicent Health 
in Macon 



S2-05 BROCADE Veliparib 



• Primary Endpoint :PFS 

• Secondary Endpoints: OS, CBR 
(week 18 progression-free 
rate), ORR 

• ≤ 2 prior lines of chemotherapy 
• No prior platinum or PARP 

inhibitor  
• No CNS metastases 
 



BROCADE 
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BROCADE: Overall Survival 



BROCADE 



BROCADE 





S2-06 DNA repair deficiency biomarker and MammaPrint 
high1/(ultra)high2 risk as predictors of veliparib/carboplatin 
response: Results from the neoadjuvant I-SPY2 trial for high 

risk breast cancer 













BRCA 1/2 Germline Mutation 



PARPi-7 Signature Example 



Specific Predictors of VC Response 



Concordance between PARP-i7, 
BRCAness, MP1/2 



Voting Scheme to Combine Biomarkers 









S6-01 BRCA1 methylation status, silencing and 
treatment effect in the TNT trial 

 



TNT trial 



TNT Trial 
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Epigenetic BRCAness: CpG methylation of 
regulatory regions of BRCA gene 



TNT Trial 
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TNT Trial 



TNT Trial Conclusions  

• BRCA1/2 mutations associated with response 
to carboplatin in metastatic setting 

– Consider early testing of metastatic patients 

• Epigenetic silencing of BRCA in primary tumor 
was not associated with response to 
carboplatin in metastatic setting 

– Unknown if methylation status of primary tumor 
corresponds to metastatic disease 



Can we predict response to Platinum 
and PARP inhibitors? 

• Germline BRCA1/2 status not evaluable in 
ISPY2 but associated with response to carbo in 
metastatic setting  
– In GeparSixto trial (Doxil/Taxol ± carbo) higher pCR 

with carboplatin was independent of BRCA status 

• Gene expression signatures in ISPY2 not 
currently available in clinic but promising 

• Epigenetic silencing in primary tumors in TNT 
not associated with response 





DBCG 07–READ Trial Design 

• Anthracycline-based chemotherapy associated with 3% absolute benefit in survival at 
10 years compared to CMF (EBCTCG  Lancet 2012) 

• Could overall benefit be due to small number of patients (HER2+, TOP2 alteration, 
CEP17 duplication) having larger benefit 

 





DBCG 07–READ Patient Characteristics 



DBCG 07–READ Results 



DBCG 07–READ Subgroup Analysis 

Lymph node status not included in subgroup analysis 



Timeline and Accrual of ABC Trials 

Presented By Joanne Blum at 2016 ASCO Annual Meeting 



ABC Trials: Invasive Disease Free Survival 

Presented By Joanne Blum at 2016 ASCO Annual Meeting 



Forest Plot of IDFS By Hormone and Nodal Status 

Presented By Joanne Blum at 2016 ASCO Annual Meeting 



In the Clinic … 

• EC→T equivalent to T in READ trial among 
TOP2A normal patients 

• But TOP2A testing is not routinely performed 
– 16% of patients had alterations 

• No data presented on nonrandomized cohort 
with TOP2A alterations with EC→T 

• ABC Meta-analysis (ASCO 2016) showed 
benefit for anthracyclines among HR- and 
HR+/node+ patients 





S6-04 The PI3K inhibitor, taselisib, has 
enhanced potency in PIK3CA mutant models 

through a unique mechanism of action 



PIK3CA Pathway in Breast Cancer  
• Prognostic value of PIK3CA mutation status is controversial 

in HER2-negative patients  
• PIK3CA mutations associated with resistance to HER2-

directed therapies 
– CLEOPATRA: PIK3CA mutation status associated with shorter PFS 

in both arms 
•  wild-type versus mutated PIK3CA in both the control (13.8 v 8.6 

months) and pertuzumab groups (21.8 v 12.5 months). 

– NeoALTTO: PIK3CA single gene and pathway mutations 
associated with lower pCR rate 
• Adding lapatinib to trastuzumab increased pCR  

• PIK3CA mutations may be associated with endocrine 
resistance 

• PI3K inhibitors may be best in combination with other 
targeted therapies due to activation of compensatory 
feedback loops 

 

 
 

 





What is the role of feedback?  PI3K pathway inhibitors 
relieve negative feedback, leading to attenuation of anti-
tumor activity and priming the pathway for reactivation 













PI3K Inhibitor Clinical Trials  

• FERGI: Fulvestrant ± Pictilisib N=168 

– No difference in PFS (6.6 vs 5.1 months)  

• BELLE3: Fulvestrant ± Buparlisib N=432 

– PFS 3.9 vs 1.8 months (HR 0.67) BUT side effects 

• Multiple ongoing clinical trials 

– SANDPIPER: Fulvestrant ± Taselisib  

– Ph1b/2: Enzalutamide + Taselisib for AR+ TNBC 

– BYL719 in combination with letrozole, paclitaxel 





S6-07 Double blinded validation study to assess 
performance of IBM articial intelligence platfrom 
Watson for oncology in comparison to Manipal 

multidisciplinary tumour board – First study of 638 
breast cancer cases 

 



How do we stay up to date with ongoing research and 
treatment options?  







40 seconds to analyze chart 
60 seconds to generate recommendation report 







Metastatic 

Non-Metastatic 



Comments: 
• Study was not designed to assess why recommendations differed 

or inferiority/superiority 
• Goal was to reduce “cognitive burden” on oncologists by providing 

clinically actionable insights to assist in treating patients 
• Interesting concept but unclear how this impacts practice 

 





S5-02 Scalp Cooling Alopecia Prevention trial (SCALP) 
for patients with early stage breast cancer 

 

• 229 women from 12/2013 – 9/2016  
• 7 US sites (3 academic, 4 community) 
• Inclusion: Stage 1 or 2, neo/adjuvant 
• Exclusion: migraines, anemia, hypothyroidism, uncontrolled medical 

condition 



SCALP 











Thank you 




