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& Quimioterapia do cancer

UFE])

# Doenca com elevado impacto epidemiologico:

4 25% dos obitos em paises desenvolvidos & 15 % das

Improvements in US life expectancy

namre BO
REVIEWS

CANCER 78

Qhy ¢
. B @

e —~

72

me=Estimated LE US (all)

TD

Life expectancy

68 -

GG

G4

62

E'ﬂ rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrTrrrTrrrrrrrronrTTd

h.'.:*ﬁ? @'P h"'ﬁh h‘i}‘ l.'.i; G > h‘i;} hﬂ? lfigu ﬂ{b "-».:;F h“'ﬂﬁ -EF '9* ng‘} '\@Q @@ '&4" h‘gﬂ -'EFF

ASNO http:/ 'www.cde.gov/nchs/pressroom)/05facts/lifeexpectancy htm

110




&

Quimioterapia do cancer (assais
+ Yott %

DNA

# Farmacos anti-cancer:

# Antimetabolitos: inibidores da timidilato sintase (TS, 5-
FU), deidrofolatoredutase (DHFR, MTX)

JAMES D. WATSON

# Anti-estrogénicos: tamoxifeno; inibidores de aromatase,
inibidores de 14u-demetilase & 17c-hidroxilase

# Agentes alquilantes de DNA CHEMIGAL
REVIEWS
# Agentes intercalantes de DNA e

# Inibidores de toposiomerase & polimerizacao de
microtubulos;

# Inibidores da sinalizacao celular:TKi
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Quimioterapia do cancer Lassaié
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Agentes DNA-alquilantes » Alteracao do ciclo celular
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Elevada citotoxicidade, especialmente linféide.
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acido didrofolico

CO,H
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metotrexato
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Inibidor de aromatase nao-esteroide
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N’ A Cavelli ef al. Bioorg. Med. Chem. 2000, 8, 2771 N

letrozola

mibidor de aromatase
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tamoxifeno

torimifeno

1974

. = agonista estrogenico
cancer de mama SERM = ag =

Seletive estrogen I'eceptor Inodulator
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M. E. Wall & M. C. Wani
19946 - National Cancer Institute
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SAR dos taxoides lassais
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’ / A anel oxetano aberto: matvo
Tasoters (R,= H, R,= OBu) 2-benziloxi essencial OH. H: matrvo
Analogo sintetico do taxol o
Taxol (taxus brevifolia) {Paclitaxel; Bristol-Mvers Squibb, 1992)

(R,= Ph, R,= Ac)

{uso: parsnteral)

Toxicidade: Medula ossea
Nentropenia

Baixa biodisponibilidade

“Natural Compounds in Cancer Therapy: Promising
Nontoxic Antitumor Agents from Plants and Other
é : Natural Sources”, J. Boik, Medical Press, Princeton, 2001.
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Prottipo
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N o CogH31N70O
otimizacao

—> imatinib
HN O 2002
Gleevec
Novartis

ber-K inibidor \h
C17H14NsOR |

1990- identificagdo do hit por HTS em quimiotecasde
fenilaminopirimidinas (PAP) ativasem PKC.

Maio de 2001 o FDAaprova imatinib (GlivecR®) para leucemis
mieldide crdnica; preco:R$ 10.000,00/30 comp. [400mg]
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Desenho molecular baseado na estrut ral (SBDD)
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S. Ghosh, X. P. Liu, Y. Zheng, F.M. Uckun, Ratiodasign of potent and selective EGFR tyrosine kinase
inhibitors as anticancer agen@urr. Cancer Drugs TargeR001, 1, 129-140
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