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NOTICIAS

RESULTS AND COMPLICATIONS OF HIGH
DOSE RATE BRACHYTHERAPY IN CARCINOMA
OF THE CERVIX: CERRAHPASA EXPERIENCE

Okkan S, Sahinler I, Dincbas FO, et al. 
Radiother Oncol 2003;67:97-105.

Intracavitary brachytherapy is an essential part of the
curative irradiation in cervical carcinoma. Although
the low-dose rate (LDR) brachytherapy combined
with external irradiation has been successfully used
for years, high-dose rate (HDR) brachyterapy has be-
come an alternative method in recent years, due to its
advantages such as radiation protection and avoidan-
ce of hospitalization. This retrospective study compa-
res the results and complications of both techniques.
All patients first received external pelvic irradiation to
a median dose of 54 Gy. The LDR group consisted in
77 women treated between 1978 and 1982 with ra-
dium Manchester applicators to a total dose at point A
of 32 Gy in one application. The HDR group consisted
in 293 women treated between 1982 and 1998 with
cobalt-60 Fletcher afterloading applicators to a total
dose at point A of 24 Gy in three applications. The 5-
year pelvic control rate was 73% in the HDR group
and 86% in the LDR group for stage I cases. In stages
IIB and IIIB cases, the rates were 68% and 45% for
HDR and 65% and 53% for LDR, respectively, with no
statistical differences. Overall incidence of late com-
plications was equal in both groups (31.1% and
31.9%). The authors conclude that HDR brachythe-
rapy appears to be a safe and efficacious approach in
the management of cervix cancer.

REQUIREMENTS FOR THE PI3K/Akt PATHWAY
IN MEK1-MEDIATED GROWTH AND
PREVENTION OF APOPTOSIS:
IDENTIFICATION OF AN ACHILLES HEEL IN
LEUKEMIA

Blalock WL, Navolanic PM, Steelman IS, et al.
Leukemia 2003;17:1058-67.

The mitogenic pathway driven by the MEK1 kinase is
involved in transducing growth signals from activated
cell surface receptors. Blalock and collaborators have
designed a regulated expression system for MEK1 by
creating a delta-MEK-1:ER, a conditionally active
form of MEK1 which responds to either beta-estra-
diol or 4-hydroxytamoxifen (4HT). MEK1 expression
is able to abrogate the cytokine-dependency of hu-
man and murine hematopoietic cells. The authors he-
re demonstrate that the hybrid protein is able to acti-
vate the survival pathways PI3K/AKT and p70

ribosomal S6 kinase. The inhibition of these pathways
by treatment of the cells with PI3K/AKT and p70(S6K)
inhibitors prevented MEK-1 responsive growth. The
apoptotic effect of these inhibitors could be enhanced
by co-treatment with MEK inhibitors . Altogether the
results indicate that PI3K activation is necessary for
MEK-1 mediated transformation of certain hemato-
poietic cells. The evidence provided by these authors
is important for the new therapies based on targeting
of signal transduction pathways. The article demons-
trated that in treatment of some types of leukemia,
targeting of several pathways may be more efficient
than inhibition of a single pathway. 

GENE EXPRESSION PHENOTYPIC MODELS
THAT PREDICT THE ACTIVITY OF
ONCOGENIC PATHWAYS

Huang E, Ishida S, Pittman J, et al. 
Nature Genetics 2003;34:226-30

One of the ambitions of molecular oncologist is to be
able to predict the profile of oncogenic transformation
in each tumor. In this article Huang and co-workers
describe the use of high density of DNA-microarrays
to predict pathways induced by oncogenic activation.
These authors have analyzed the expression patterns
by DNA-microarrays of cells transformed by myc
(myelocitomatosis viral oncogene homologue) , H-ras
(Harvey ras sarcoma viral oncogene homologue) and
E2F1, E2F2 and E2F3 (encoding E2F transcription
factors 1, 2 and 3). The patterns of gene expression
derived from 55 individual experiments allow to ob-
tain linear combinations of individual gene expres-
sion values that together constitute the metagene and
that have the potential to classify and predict cellular
phenotypes resulting from deregulation of oncogenic
pathways. The metagene score established for each
oncogene, predicts the probability of classifying the
samples as myc, ras or E2F expressing cells. As a test
of this system, the authors used the metagenes to pre-
dict the myc and ras state in a series on mammary tu-
mors that developed in transgenic mice expressing
either myc or ras. The results showed that he analysis
was able to predict and distinguish myc tumors from
ras tumors. Tumors are the results of an accumula-
tion of somatic mutations in several transduction
pathways The possibility of accurately predict the ac-
tivation of an individual oncogenic pathways may
help in the understanding of the biology and treat-
ment oh human tumors. Clearly this type of analysis
has to be validated in human tumors in order to pro-
ve the predictive potential of oncogenic activation.
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