InvestigAplicada
Estudio GASTRAZ

Ejemplo de colaboracion FHy OM

Fernando Gutiéerrez Nicolas

ORGANIZA




GASTRAZ

Gastric Trastuzumab

ORGANIZA

~ InvestigAplicada

| N GI Estudio GASTRAZ ..o ce cotboracin FHﬂy

) L]
R S



La investigacion aplicada lucha contra la tirania

La “tirania” de los Fase il y la “mayoria” de los pacientes
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La ”tiram’a@ Fase lll ylg “mayoria” de los pacientes
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La “tirania” de los Fase Il y@@ms pacientes

Events Median HR(95% Cl) p value
A overall
survival
(months)

—— Trastuzumab 167 138 0-74(0-60-0-91) 0-0046
plus chemotherapy
—— Chemotherapy alone 182 111

Survival probability

= e o @ = =
w A U o o
| | 1 | | 1

o
]
|

e
[y
|

111 138

o

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

Time smonthst

ORGANIZA

InvestigAplicada

|8 l:
NG Estudio GASTRAZ «emso e comorsconsnyo




ORGANIZA

L

| £ £ InvestigAplicada “é
NG Estudio GASTRAZ e s cossorsinrayon

»

Q/ N
[ ]
9" Ty

-
=
=
Zz
&



La dosis hace al veneno

La concentracion hace al medicamento
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Fase |

Aquella concentracion
mdxima tolerada

éporqué es importante
la adherencia?

Fase ll

Dosis
Aquella dosis del Fase |

Fase lll

Dosis

Confirma que la MAYORIA
de los pacientes responde
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Y sobre estos conceptos, ¢ Como hacer Investigacion Aplicada?
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Buscar

“Estudiar”

~

Disenar

“Laboratorio”

.

Convencer

“Estudio”

\Aplicacién

“Clinica”
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Reprint
Trastu en Gastrico Bang L TOGA_2 {pdgina 1

@ * Trastuzumab in combination wiun
chemotherapy versus chemotherapy alone for
treatment of HER2-positive advanced gastric
or gastro-oesophageal junction cancer
(ToGA): a phase 3, open-label, ra

B Events Median HR (95% Cl)

controlled trial
overall
Yung-Jue Bang, Eric Van Cutsem, Andrea Feyer lval
Hyun C Chung, Lin Shen, Akira Sawaki, Florian 1-0 9 1 surviv
Atsushi Ohtsu, Yasushi Omuro, Taroh Satoh, G S {munth:i}
Evgeny Kulikov, Julie Hill, Michaela Lehle, Josef 09 Ty
Yoon-Koo Kang, for the ToGA Trial Investigato "xﬂ\ Trastuzumabh 120 16-0 0-65 (0 51-(}.33]
Lancet 2010; 376: 687-97 0-8 - 1\\ plus chemotherapy
T —— .
RN — Chemotherapy alone 136 11-8
0.7+
Z n
5 06 -
-]
€
& 057 :
m i
= H
04+ :
] ‘
v :
031 : :
021 o
0-1- : :
118 ; ' 160
0 T T T T | — T i T T 1 T 1 T | T | 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

Time (months)

»

Y |

oRGANIZA = [ InvestigAplicada .,

Estudio GASTRAZ :...ccce cosboracien iy on




ORIGINAL ARTICLE B Events Median HR (95% Cl)

overall
Population pharmacokinetics : 1.0 = survival
analyses of trastuzumab in pat — (months)
gastroesophageal junction can 0.9 - N
. . . —— Trastuzumab 120 16-0 0-65 (0-51-0-83)
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¢Esto tiene sentido?
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Human Breast Cancer: Correlation of
Relapse and Survival with Amplification
of the HER-2/nex Oncogene

DENNIS J. SLAMON,* GARY M. CLARK, STEVEN G. WoNG, WENDY J. LEVIN,
AxEL UrLLricH, WiLLiAM L. MCGUIRE

Amplified (0 =11)
S coples

502

“HER-2/neu measurements will have an impact in predicting biologic behavior of the tumor, and as a result, in design of
treatment strategy. (...) Development of specific antagonists could have important therapeutic implications.”
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Inhibitory effects of combinations of HER-2/neu antibody and chemotherapeutic
agents used for treatment of human breast cancers

Mark Pegram, Sheree Hsu, Gail Lewis, Richard Pietras, Malgorzata Bertyt, Mark Sliwkowski, Daniel Coombs, Deborah Baly, Fariooz
Kabbinavar, Dennis Slamon

Fase preclinica desarrollo trastuzumab para evaluar el efecto inhibidor en modelos in vitro
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Para que el trastuzumab ejerza su accion es necesario una
concentracion valle de, al menos, 20 ug/mi
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Convencer

“Estudio”

\Aplicacién

“Clinica”
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Annals of Pharm scotherapy

Influence of Anthropometric Characteristics n sz
in Patients With Her2-Positive Breast s
Cancer on Initial Plasma Concentrations of BSAE
Trastuzumab

Jonathan Gonzalez Garcia, MD', Fernando Gutiérrez Nicolas, PhD',
Gloria Julia Nazco CasarieFo, PhD'. José Norberto Batista Léopez, PhD'.
Isaac Ceballos Lenza, PhD’, Ruth Rai
and Matias Llabrés Martinez, PhD’
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Aplicacion

“Clinica”
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GASTRAZ

Gastric Trastuzumab

¢Es facil montar un estudio de este tipo?

NO
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- Hospital general Universitario Morales Meseguer
- Vall de Hebron

- Ramon y Cajal

- Universitario de Ourense

- Hospital del Mar

- Navarra

- Galdakao

- HUC

- La Candelaria)

- La Paz - Oviedo

48 pacientes
750 niveles
624 genotipados
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¢Qué tenemos de momento?
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Reprint

Trastu en Gastrico Bang L TOGA.2 (pégina 1

@ Trastuzumab in combination wiun
chemotherapy versus chemotherapy alone for
treatment of HER2-positive advanced gastric
or gastro-oesophageal junction cancer
(ToGA): a phase 3, open-label, randomised
controlled trial

Events Median HR (95%Cl)
overall

10T, survival
o, (months)
09 \
N Trastuzumab 120 160 065 (051-083)
084 N plus chemotherapy

074 — Chemotherapyalone 136 11.8

Survival probability
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Proportion surviving

ORIGINAL ARTICLE

Population pharmacokinetics and exposure-response
analyses of trastuzumab in patients with advanced gastric or
gastroesophageal junction cancer

Valérie F. Cosson - Vivian W. Ng + Michaela Lehle -
Bert L. Lum
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Buscar

“Estudiar”
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Y ahora...
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¢Y el futuro?
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Buscar

“Estudiar”
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GASTRAZ

Gastric Trastuzumab

RAMUGAS

Ramucirumab Gastric
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GRACIAS
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