MEDICINA

burns@usp.br

{ UsP BAURU



« Evento de iniciacao - ceélulas iniciadas = expanséao clonal
* Progressao - acumulo de novos eventos mutacionais

Requiring fewer
Tumor cell growth factors

variants

Nonantigenic
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R cogenes =

* Rearranjo génico:
— Genes hibridos: dominio catalitico + dominio de
dimerizacao (sem fator de crescimento)
— Justaposicao de protoncogene a um promotor forte

— Hiper-expressao por amplificacao génica
 Mutacoes de ganho de funcao

* |[nsercao de oncogenes por retrovirus
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R cogenes =

* Via normal de estimulacao do crescimento - GF

* Fundamentais no controle dos check-points
— G1/S (reparo de DNA ou apoptose)
— G2/M (DNA completo, maquinaria de separacao
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R cogenes =

1 — Fatores de crescimento
e Astrocitomas — PDGF
e Carcinoma folicular de tireoide — HGF

2 — Receptores de Fatores de crescimento
 NEM —RET

e Cancer de Pulmao — EGFR

 Cancer de Mama — ERBB2 ou HER2

e GIST - cKit
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3 — Transducao de Sinais
* Gene RAS - 15 a 20% das neoplasias

Growth factor
Growth factor receptor
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4 — Fatores de Transcricao

* Myc, Fos, Jun

* Ativacao do ciclo celular

* Linfoma de Burkitt, Neuroblatoma

] NORMAL BURKITT
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Oncogene
ERBB2

ERBB

RAF

HARAS
KIRAS

NRAS
MYC

NMYC
LMYC

RET
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Tumor

Carcinomas mamarios,
ovarianos, gastricos

Carcinoma mamario,
glioblastoma

Carcinoma gastrico

Carcinoma bexiga

Carcinomas de pulméo e de
colon

Leucemias

Linfomas, carcinomas

Neuroblastoma

Carcinoma pulmao pequenas
células

Carcinoma medular tiredide

Mec ativagcao

Amplificacéo

Amplificacéo

Rearranjo

Mutacg&o pontual

Mutacg&o pontual

Mutacg&o pontual

Amplificacéo,
translocacao
cromossomica

Amplificacéo

Amplificacéo

Rearranjo

Produto

Receptor superficie fator
de crescimento

Receptor de fator de
crescimento

Serina/treonina quinase

Proteina G

Proteina G

Proteina G

Fator de transcricao

Fator de transcricao

Fator de transcricao

Tirosina quinase de
receptor
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* Papel do TP53 / p53

— Reparo

lonizing radiation

Cell with
mutations or
loss of p63

— Apoptose Nomel o

(p53 normal)

— Quiescéncia
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Malignant tumor

Nomal cell
(p53 normal)

p53 activated and
binds to DNA

}

mir-34 transcnbed
and processed

'

Inhibits translation
of growth-promoting

~ genes
(i.e, MYC, COK4)

Inhibits transiation
of anti-apoptosis

Quisscence/senescence

Apoplosis
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!enes !UpFESSOI’ES !e ‘umor

* Mutacao do p53 ou genes desta via em > 70%
canceres humanos.

e Sindrome de Li-Fraumeni

— Sarcomas de partes moles, osteossarcoma, cancer de
mama, tumores do SNC, leucemia e carcinoma cortex

adrenal

e Sequestro e inativacao do p53 por HPV, virus
hepatite B, EBV
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