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Introducción 

Å Section 506(c) of the FDÁs of 2012 provides that accelerated approval regulations are intended to facilitate 
development of drugs for treatment of a serious or life-threatening disease that provide meaningful 
therapeutic benefit over available therapy. 
 

Å Considering pCR as an endpoint for accelerated approval in the neoadjuvant setting will encourage industry 
innovation and expedite the development of novel therapies to treat high-risk early-stage breast cancer.  
 

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/defaul
t.htm. October 2014  
  

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm


Rationale for Use of Pathological Complete 
Response as a Surrogate Endpoint in Neoadjuvant 

Trials  

Å New drugs -> metastatic setting (median OS <2 y). 
 

Å Adyuvant setting -> large sample sizes and prolonged follow-up. 
 

Å The time from initiation of a phase 3 trial of a drug in metastatic breast cancer to approval for its use in an 
adjuvant population has historically been a decade or more. 
 

Å Systemic therapy is given in the preoperative setting, a pCR endpoint that may be reasonably likely to predict 
clinical benefit can be assessed within several months of initiation of an investigational drug. 

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/defaul
t.htm. October 2014  
  

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm


Rationale for Use of Pathological Complete 
Response as a Surrogate Endpoint in Neoadjuvant 

Trials  

Å Cochrane meta-analysis of 14 trials of preoperative versus postoperative chemotherapy enrolling 5,500 
patients with a median follow-up of 18 to 124 months reported that the risk of death in patients who 
attained pCR was reduced by almost half compared with patients who had residual tumor present at the 
time of surgery (HR 0.48; 95 percent confidence interval (CI) 0.33, 0.69) (van der Hage et al. 2007).  

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/defaul
t.htm. October 2014  
  

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm


Limitaciones 

Å Responder analyses: compare outcomes between two subpopulations (pCR vs No pCR) irrespective of 
treatment assignment. 
 

Å Such data are informative at a patient level (pCR -> favorable Px). 
 

Å Do not necessarily establish a difference in long-term outcome at a trial level.  
 
 

  

http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.  
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Dependencia funcional?? 









 



realizado exclusivamente en pacientes Her2+  
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