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Manejo y gestion de la muestra

The cancer biomarker problem

Charles L. Sawyers'

Despite much discussion on this topic, most clinical trials in patients
with solid tumours do not include provisions to obtain additional tis-
sue samples. The reasons for this include concerns about slower patient
enrolment in trials and insufficient research infrastructure to obtain
and process tumour samples for molecular analysis. The reluctance of
the clinical trial community to force the issue by designing studies that
require additional tissues may be short-sighted. Successtul ‘re-biopsy’

Para estudiar biomarcadores hace falta tejido (bastante)
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Preanalytical phase

FlJ acion e Tumor heterogeneity Tumor heterogeneity (interturmoral and
. -, intratumoral) may confound interpretation
N CI usion At least 3 representative areas should be
assessed per tumor section if possible
VOLUME 26 - NUMBER & - FEBRUARY 20 2008 Tissue block preferred

TG I TR TR e Cyftqspin cell I::I:::c:_k: might be acceptable
with further validation

Cytology smears not acceptable for IHC
and FISH

Biomarkers of Response to Epidermal Growth Factor Receptor Sample type should be recorded (eqg,
Inhibitors in Non—Small-Cell Lung Cancer Working Group: e ;

NP : .© : : excision, biopsy, cytolo
Standardization for Use in the Clinical Trial Setting _ P 1:'{_ ytology) _
David A. Eberhard, Giuseppe Giaccone, and Bruce E. Johnson TUmDr T.IE-SLIE! SE'ET.I'DH dred: EIFJFIFCI:{IH'IEI'I:El‘y’

1-2 mm?, excluding nontumor cells and

tissue areas
Cell number:

(relacién minimo fijador: tejido de FISH: = 100 assessable tumor cell nuclei
|IHC/mutation: = 2,000 cells

* Volumen de fijador adecuado

10:1) Direct sequencing requires high tumor cell
«  Tiempo éptimo de fijacion: content (60%—70% tumor cells)
) ) . Fixation in 10% neutral buffered formalin
* 6-12 h biopsias pequefias and paraffin embedding are standard
. Q. - A Bouin's or mercury-containing fixatives
8-18 h resecciones quirdrgicas. <hould be avoided
* No se recomienda >36 horas. Fixative should be recorded

Sample should be stored as a block, not
precut shdes

If slides are precut, date of sectioning
should be recorded
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Evaluacion, gestion y rentabiliad de la muestra

Sample type

1~.. Minimum sample size

Sample collection
and storage

celularidad
tumoral

At least 3 repreaeﬁtative areas should be
assessed per tumor section if possible

Tissue block preferred

Cytospin cell block might be acceptable
with further validation

Cytology smears not acceptable for IHC
and FISH

Sample type should be recorded leq,
excision, biopsy, cytology)

Tumor tissue section area: approximately
1-2 mm?2, excluding nontumor cells and
fissue areas

Cell number:

FISH: = 100 assessable tumor cell nuclei

IHC/mutation: ~ 2,000 cells

Direct sequencin gquires high tumor cell
content (50 %E70%) tumor cells)

Fixation in 10% nautral buffered formalin
and paraffin embedding are standard

Bouin's or mercury-containing fixatives
should be avoided

Fixative should be recorded

Sample should be stored as a block, not
precut slides

If slides are precut, date of sectioning
should be recorded
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Manejo y gestion de la muestra

Am J Clin Pathal 2012:138:332-346

Molecular Pathology of Non-Small Cell Lung Cancer
A Practical Guide

Dara L. Aisner, MD, PhD, and Carrie B. Marshall, MD

Para minimizar la pérdida de material, se propone:

Adecuada comunicacion multidisciplinar
(neumologia-radiologia-cirugia-oncologia-
patologia).

Manejo de las biopsias pequefias como si fuera la Unica muestra disponible
tanto para el diagnostico histologico como para el analisis molecular.

Preservar la mayor cantidad posible de tejido para las potenciales pruebas
moleculares.

Uso adecuado (racional) de la inmunohistoquimica clasificatoria, utilizando
un panel restringido de anticuerpos: TTF-1y p40 (+ Napsin A y/o
citoqueratina 5/6).
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EGFR (Exén 19 E746-A450) delecion) ADENOCARCINOMA PULMON

20 30 40 50 [l 70 ]
CTTC TTTCTCT HNT NTGTCCTAGGGRAEZNTTTGEGATCC C AGAAEGGTGE AG A A& 2 GD TG A A& ATTCCHGT HGC TATC 2 4GG A A

H&E IHQ: Exon 19 E746-750 delecion, 15bp
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Background Timene

2008 American Society for Clinical Investigation Presidential Address

Translational research: are we on the right track?

Charles L. Sawyers
Guiding Principles of Molecular Medicine

1} Successful new medical therapies will be based on a
foundation of precise molecular understanding of
disease.

2) Translational science guestions must be solved through
a multidisciplinary team approach that requires
substantial infrastructure.

3) Human subjects are an essential early component in the
evaluation of new drug candidates and should be studied
at a level of scientific detail comparable to that used for
non-human, preclinical model systems.
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LIS+Trazabilidad+patologia digital

Gestion de la muestra

Protocolizacion

Comites centrados en patologia digital

Medicina traslacional
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