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Introduccodn

A Section506(c) of the FDAs of 2012 providesthat acceleratedapprovalregulationsare intendedto facilitate
development of drugs for treatment of a serious or life-threatening diseasethat provide meaningful
therapeuticbenefit overavailabletherapy.

A ConsideringpCRas an endpoint for acceleratedapprovalin the neoadjuvantsetting will encourageindustry
iInnovationand expeditethe developmentof noveltherapiesto treat highrisk early-stagebreastcancer

http://www.fda.gov/Drugs/GuidanceComplianceRequlatorylnformation/Guidances/defaul
t.htm. October2014



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

Rationaldor Use ofPathologicaComplete
Response as3urrogateEndpointin Neoadjuvant
Trials

A Newdrugs-> metastaticsetting (medianOS<2 y).
A Adyuvantsetting->largesamplesizesand prolongedfollow-up.

A Thetime from initiation of a phase3 trial of a drugin metastaticbreastcancerto approvalfor its usein an
adjuvantpopulationhashistoricallybeena decadeor more.

A Systemidherapyis givenin the preoperativesetting, a pCRendpointthat maybe reasonablylikelyto predict
clinicalbenefit canbe assesseavithin severaimonthsof initiation of aninvestigationadrug.

http://www.fda.gov/Drugs/GuidanceComplianceRequlatorylnformation/Guidances/defaul
t.htm. October2014
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Rationaldor Use ofPathologicaComplete
Response as3urrogateEndpointin Neoadjuvant
Trials

A Cochranemeta-analysisof 14 trials of preoperative versus postoperative chemotherapyenrolling 5,500
patients with a median follow-up of 18 to 124 months reported that the risk of death in patients who
attained pCRwas reducedby almost half comparedwith patients who had residualtumor presentat the
time of surgery(HRO0.48; 95 percentconfidenceinterval (Cl)0.33, 0.69) (vander Hageet al. 2007).

http://www.fda.gov/Drugs/GuidanceComplianceRequlatorylnformation/Guidances/defaul
t.htm. October2014
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Limitaciones

A Responderanalyses compare outcomes between two subpopulations(pCRvs No pCR irrespective of
treatmentassignment

A Suchdataareinformativeat a patient level (pCR-> favorablePX).

A Donot necessarilyestablisha differencein long-term outcomeat atrial level

http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/default.htm.
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Analisis agrupado de ensayos aleatorizados con neoadyuvancia
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Los pacientes que de manera individual logran una RpC
obtienen un resultado mas favorable a largo plazo

Cortazar, etal 2014

18






Event-free survival (%)

Event-free survival Overall survival

100+ 100—
B0— 80— —
g
60— j S— 2 60—
— 2
— =
40— T 40—
l
3
— ypT0/isypMO (n=2131); HR 0-48 (95% Cl 0-43-0-54) — ypT0/isypMO (n=2131); HR 0-36 (95% Cl 0-31-0-42)
— ypT0fis (n=2598); HR 0-60 (95% Cl 0-55-0-66) — ypT0fis (n=2598); HR 0-51 (95% Cl 0-45-0-58)
0 | | | | 0 | | |
0 g 10 15 20 0 5 10 15
Time since randomisation (years) Time since randomisation (years)

Los datos muestran erradicaciondel tumor de la mamay
de los ganglios linfaticos que esta mejor asociada con SLEy SG

Cortazar, etal 2014






EFS Hazard Ratio
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El analisis agrupado no pudo establecer que un incrementoen la

tasa de RpC entre grupos de tratamiento predice mejores SLE y SG

Cortazar, etal. 2014
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FORTALEZAS

- Pacientes individuales que
alcanzan una RpC tienen un
beneficio clinico a largo plazo
mas favorable

- La definicion de RpC debe
incluir la evaluacion de
ganglios axilares

* La asociacion de la RpC con la

EFS es mas fuerte en los
subtipos de tumor mas
agresivos

LIMITACIONES

- La magnitud de incremento de

la RpC que predice beneficio
clinico a largo plazo no pudo
ser establecida:

— Bajas tasas de RpC

— Poblacion heterogénea
— No terapias diana

Cortazar, etal. 2014



Original Investigation

Association of Pathologic Complete Response

to Neoadjuvant Therapy in HER2-Positive Breast Cancer JAMA Oncol. doi:10.1001/jamaoncol.2015.6113
With Long-Term Outcomes Published online February 25, 2016.

A Meta-Analysis

Kristine R. Broglio, MS; Melanie Quintana, PhD; Margaret Foster, MS; Melissa Olinger, BA; Anna McGlothlin, PhD;
Scott M. Berry, PhD; Jean-Francois Boileau, MD; Christine Brezden-Masley, MD; Stephen Chia, MD; Susan Dent, MD;
Karen Gelmon, MD; Alexander Paterson, MD; Daniel Rayson, MD; Donald A. Berry, PhD

Question: How do gains in pathologic complete response (pCR)
rates translate to improvements in long-term survival end points
for patients with HER2-positive breast cancer?

Table 1. Summary of the Characteristics of the 36 Studies Included
in the "Patient-Level” Analysis of Pathologic Complete Response ®

Studies, HER2-Positive
No. (%) Patients, No. (%)
Characteristic (N=36) (N=5768)
Study type
Randomized trial 1(3) 411 (7)
Pooled (Cortazar et al®) 1(3) 1989 (34)
Cohort/single-arm trial 34 (94) 3368 (58)
Retrospective 26 (72) 3020 (52)
Prospective 8 (22) 348 (6)

realizado exclusivamente en pacientes Her2+



SLE y SG

Table 2. Meta-Analysis Model-Estimated Hazard Ratios (HRs)

for Pathologic Complete Response vs No Pathologic Complete Response

Analysis

HR, Median (95%
Probability Interval)

Overall survival, all HER2 positive
Event-free survival, all HER2 positive
Hormone receptor status

Negative

Positive
Neoadjuvant anti-HER2 therapy

No

Yes

Study type
Randomized clinical trials

Cohort studies

0.34 (0.26-0.42)
0.37 (0.32-0.43)

0.29 (0.24-0.36)
0.52 (0.40-0.66)

0.45 (0.35-0.57)
0.35 (0.30-0.40)

0.40 (0.33-0.49)
0.33 (0.27-0.41)

JAMA Oncology Published online February 25, 2016
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Should carboplatin become part of
routine therapy in TNBC?

* |s pCR a valid surrogate for outcome in
early TNBC?




Did pCR benefits translate to
survival benefits?

CALGB 40603 | GeparSixto
Sample Size 443 315
pCR Benefit 13% 16%
EFS/DFS HR (Cl)  0.84 (0.58-1.22) | 0.56 (0.33-0.96)

How do we reconcile this discrepancy
between studies?




FDA guidelines for trial design
to evaluate pCR as an EFS surrogate

CALGB 40603 | Geparsixto

Defined pCR: ypTO/ypNO Yes Yes
Add-on design Yes Yes
Minimize other treatment No data No data
variability

Adequately powered RCT Neither trial designed to
with superiority design detect an improvement in EFS

What are the implications of this?

Prowell and Pazdur, NEJM, 2012; Cortazar, Lancet, 2014
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