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Los tumores renales de |la edad pediatrica
De la célula al gene
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Los tumores renales de |la edad pediatrica
De la célula al gene

Por qué los ninos no son adultos pequefios?
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Los tumores renales de la edad pediatrica
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Diagnostico diferencial

Adenoma metanéfrico
Carcinoma papilar

Nefroma mesoblastico Epitelio renal

Sarcoma de células claras ; <
T. Células pequenas red azules

Linfoma
T. Rabdoide
Sarcoma de células claras



Mesénquima

Tipo de tumor Citogenetica

Fibrosarcoma congénito / nefroma mesoblastico t(12;15)(p13;925)
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Esporadicos
90%

(Denys-Drash)
(WAGR)

Beckwith-Wiedemann



€ Normal cell development

Metanephric Connective tissue
blastema cell ) 2o
@ Differentiation
ADOD'OA Nephrons
Cell death
d Wilms' tumour development Hyperplastic

Wilms' tumour
(malignant)

Metanephric
blastema cell -~

Genetic or
epigenetic

change
k
Genetic or
epigenetic
change
Dormant
: Adenomatous rest
or regressi \
e?est e (benign)

Kidney development and Wilms' tumourigenesis
Expert Reviews in Molecular Medicine ©2001 Cambridge University Press



Restos nefrogenicos

En el 30% de los rinones con Wilms

ILNR

Intralobula

PLNR

Peri lobular nephrogenic rests
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*Mujeres *\arones

“jovenes y adolescentes *bebes o “jovenes™

Asiaticos / Caucasicos Caucasico

*Hemi-hipertrofia/BW ’!V_ARG/DD _ _

-Dif nefrogénica epitelial con blastema Rl Juimatosa predominante

‘Wt2- IGF 2

IGF 11 (LOI)
Wi2

30-50%
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wWnt pathway-Wilms

Adherencia intercelular
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*Mutaciones WT1 y beta-catenina (CTNNB1) parecen coexistir (50-75%)

*Mutaciones del CTNNB1 parecen surgir em células precursoras células capaces de
diferenciacibn mesenquimatosa

-Las mutaciones del WT1 son precursores de las mutaciones del gen CTNNB1

WTX por lo general participa en el mecanismo de degradacién de b-catenina
*WTX puede tener un papel modulador de WT1 en la diferenciacion celular

*WTX parece contribuir a cerca de 30% de los tumores de Wilms y pueden o no estar
asociada con la mutacién de WT1 y CTNNB1

Rivera et al. The tumour suppressor WTX shuttles to the nucleus and modulates WT1 activity. www.pnas.orf
Pritchard-Jones et al Recent developments in the molecular pathology of paediatric renal tumours. Open Pathol J 2010.


http://www.pnas.orf/

Célula precursora

W12

Mutacion

Wilms
blastemal/epitelio



Wt2 e IGFII (LOI)

ot
\0(0

Proc Natl Acad Sci 1997:94:5367-5371
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Robles-Frias et al. Wilms’ tumour: a complex enigma to decipher. Clin Transl Oncol (2008
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Carcinoma renal

Por qué los ninos no son adultos pequefios?

Carcinomas de célulgmclaras Carcinomas de padrao papilar




NniNo 16 anos




6921 7931.2 3p14.2
A\, Y\ AN}
TFEB TFEC MITF

T(X;17)(p11.2:g25)
TFE3; ASPL

T(6:11)

T(X;1)(p11.2;934) TFEB: alpha
TFE3; PSF



http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=gene&cmd=Retrieve&dopt=full_report&list_uids=22797
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Esclerosis tuberosa

Angiomiolipomas /5-80%
(10 anos)
Quistes renales 17%

Carcinoma de células renales <5%

Oncocitoma



< TSC1/TSC2 >

Célula progenitora renal

diferenciacion mesenquimal _ S o
diferenciacion epitelial

Angiomiolipoma RCC
Oncocitoma



Distinctive morphology of renal cell carcinomas in

tuberous sclerosis

43 anos
Esclerose tuberosa
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\ TSC1/TSC2

Esclerose tuber

DSA

Carcinoma Renal

Perfil comum
AE1AE3 +

CD10 + Perfil variavel

*CK7

*RCC
Vimentina
«CD117
*AMARC
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PDGF

produccion de proteinas VEGF

Cciclina D >
/ ﬁ\r‘

‘mclo celular '
prollferacmn ) C muerte celular

Reparacion del ADN

crecimiento



factores de crecimiento
EGFR, HER2, IGF-1R, HGFR

Energia

MET RAS RAF ATP

estres
glucosa

@ adhesion

oxigeno




mTOR complex 1 senses cellular growth conditions and
is dysregulated in a wide variety of human diseases

Glucose Insulin
Amino Acids \ / Growth Factors

Oxygen \ mm1 / /Oylokines

ATP ——s MTOR e Stress

Cancer e Type-2 Diabetes
Aulism Spectrum
Neurofibromato Disorders System Lupus

Tuberous Sclerosis Fragile X e
Compiex Epilepsy  Syndrome  Obesity Asthma

Cowden Syndrome : _
Huntington's Disease Autoimmune
Proteus Syndrome Lymphoproiiferative

LymphcnglafemwmeSfS Alzheimer's Disease syn drome

peUfZ'Jeghefs Po]ycyst’c K}dney Cardiovascular Ag’ng
syndm Disease Diseoase

http://www.hsph.harvard.edu/faculty/brendan-manning/manning-lab



http://www.hsph.harvard.edu/faculty/brendan-manning/manning-lab
http://www.hsph.harvard.edu/faculty/brendan-manning/manning-lab
http://www.hsph.harvard.edu/faculty/brendan-manning/manning-lab
http://www.hsph.harvard.edu/faculty/brendan-manning/manning-lab
http://www.hsph.harvard.edu/faculty/brendan-manning/manning-lab
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The genetic basis of kidney cancer: a metabolic diseas~

W. Marston Linehanet al. Nature Reviews Urology 2010 H PRCC

ETFE3 Xpll.2

—"—

Neovascularizacion, proliferacion y diferenciacion, sintesis de proteinas


http://www.nature.com/nrurol/journal/v7/n5/full/nrurol.2010.47.html
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The genetic basis of kidney cancer: a metabolic diseas~

W. Marston Linehanet al. Nature Reviews Urology 2010 H PRCC
/ﬂ_\ ETFE3 Xpll.2



http://www.nature.com/nrurol/journal/v7/n5/full/nrurol.2010.47.html
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Si tiene cualquier error
es su culpa
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Gracias
Carmen Valbuena
por la
traduccion al Espaiio




