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Algunas caracteristicas de la medicina de
precision
ATratamiento selectivo (s6lo unos cuantos pacientes)

AMejorias en la supervivencia
ANo existe comparador

ESMO 2014: Precision Medicine
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Why precision medicine in cancer care? Because each patient’s cancer is unique
and may respond differently to the standard treatment approach.



MAS OPCIONES PARA EL MANEJO DEL CANCER

CANCER CARE
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1. Contexto y antecedentes

Utilizacidnde biomarcadoresen el desarrollode estrategiasde MedicinaPersonalizadan Cancer

Los biomarcadores moleculares predictivos de respuesta a tratamientos
especificosse estan utilizando especialmenteen el casode pacientescon
cancerde mama,cancerde pulmén, cancercolorrectaly melanoma

Determinaciones moleculares utilizadas con mayor frecuencia para la seleccién de

BIOMARCADOR CANCER FARMACO
HER (amplificacion/sobrexpresion) RVYEIYE! Trastuzumab
Lapatinib
Estdmago Trastuzumab
KITy PDGFRAmMutacion) GIST Imatinib
KRAS NRASmutacion) Colcrectal Panitumumab
Cetuximab
EGFRmutacion) Pulmdn(adenocarcinoma) Gefitinib
Erlotinib
ALK(traslocacion) Pulmén(adenocarcinoma) Crizotinib
BRARmutacion) Melanoma Vemurafenib

SE?L\A Plataforma de Biomarcadores en Cancer SEEGM



Uso actual deBiomarcadoreSMPP v. 1.0)
______________ Personalizada Inmunoterapia

Canceide mama 85% 20%
LMC 100% 0%
Cancer de pulmon 25% 60%
avanzado

Melanoma avanzado 55% 100%
Cancer de colon 45% 0%
avanzado

Cancer de pancreas 0% 0%



&5 Precision Medicine

Cancers classified by molecular abnormalities and site of origin

Exceptional success when treatment is matched to a driver mutation
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Trastuzumab 100+ FDA-
iIntroduced for approved targeted
First targeted HER2+ breast cancer drug
drug: rituximab cancer Imatinib Indications
Introduced
For CML

Pregress

Vansteenkiste J. et al., atezolizumab in NSCLC (POPLAR)



Algunos ejemplos de
Oncologia Personalizada

ACancer de mama
AlLeucemia
AMelanoma
ACancer de pulmon



Algunos ejemplos de
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THE MAKING of HERCEPTIN,

a REVOLUTIONARY TREATMENT

ST CANCER

ROBERT BAZELL
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Cancer de mama

Receptores Hormonales Caracteristicagendmicas

w HERZ2
m PI3K

m FGFR1
m AKT
mPTEN
m BRCA1




1

HER2 Control Slides '
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Breast Tissue
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EFECTO DE LA EXPRESION DE HER2EN LA EFICACIA
DEL HERCEPTIN (EN %)

Expresion de HER2

en el tumor primario
N2 -+ ++ +
Herceptin solo, segunda linea 222 4% 17 %
Herceptin solo, primera linea 113 0% 31%
Herceptin + Paclitaxel 89 21 % 44 %
Herceptin + AC 146 40 % 53 %

AC: adriamicina/ciclofosfamida.

El oncogén HER2 como
ejemplo del progreso
diagnéstico y terapéutico
en cancer de mama

Rev Senologia y Patol Mam 2001,;14(1): 8-19



Adjuvant CT Plus Trastuzumab:
Disease-Free Survival

NSABP B-31

Patients (%)

60 - Patients Ewvents Treatment
872 171 AT
864 83 ACSTH

504 HR: 0.45; 2P=1x10"4
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Years From Randomization

HEASF=Nabonal Surgucal Advant Sreast and Bowed Project AC= doxon bicin + oycloph osph amade; T = paclitaxed, H
= Trashuzumat; HR = hazard ratic

Romond EH et al W Engl J Med 005353 167316384, Copynigh i 2005 Massachyusels Medca Sociaty, All nghts résensed



HER2+ Disease: Major Clinical Advances

3 Large
Initial Randomized Adjuvant
Irial Demonstrating Trastuzumab 2010 Phase It  Pertuzumab
Benefit of Trastuzumab Trials Lapatinib 2007- Phase.ll 172 of Pertuzumab Preop
2002 Approved S — Approval
Trial of T-DM1 2012
1998 it Preoperative S 2005 Initial Trials 2010 Preoperative 2011
Trials Reported Of T-DM1, Trials of
Pertuzumab, Duzl Blockade Phaselll 2013
Neratinib begin of T.DM1
vs Cape/lLap
oo ASCO ANNUAL MEETING 17 #ASCOTT ooy o ey 0%s9







Doble Inhibicion de HER2 y Respuesta Completa Patoldgica

49%-56% ER+

71%-74% ER- > 806
GeparSepto

35%-43% ER+

54%-73% ER- 56%

46%-50% ER+ o

65%-84% ER- 52%
TRYPHAENA

26% ER+

63% ER- 46%
Neo-Sphere




Primary analysis of BERENICE: A phase Il cardiac safety study of pertuzumab, trastuzuma
neoadjuvant anthracyclinrbased chemotherapy in patients with locally advanced, inflammatc arly
stage, unilateral, and invasive HERAitive breast cancer

SwainSM, et al. Abstract P21-41,Fri 9 Deg 7:3@9:00am, Poster Session 4, Hall 1
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A Most common AEs: nausea,
diarrhoea and alopecia

A Most common SAE: febrile
neutropenia
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