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The use of prostate specific antigen in the screening
for early detection of prostate cancer is widely used.
Prostate specific antigen (PSA) levels of more than
4ng/ml are considered to have a predictive value for
diagnosis. In this article Thompson et al reported that
the appearance of prostate cancer in men with nor-
mal PSA levels is not a rare event. This study was ma-
de with 2,950 men who were randomized to the pla-
cebo group of the prostate cancer prevention trial and
who have a basal level higher than 4ng/ml or an ab-
normal digital examination during the 3-year study.
All the men had a prostate biopsy at the end of the
study.
Prostate cancer was diagnosed at 449 of total men and
67 of the 449 had tumor of high grade. The 419 for
which staging information was available were all sta-
ge T1. The prevalence of prostate cancer rose with in-
creasing PSA values; 6.6% in men with a PSA level of
less than 0,5ng/ml and 26.9 % in men with PSA levels
of 3.1-4 ng/ ml. In the view of these results it is possi-
ble that prostate cancer can occur in men with low
PSA levels even though many clinicians consider that
low PSA equals almost no risk
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Gefinitib, an inhibitor of the epidermal growth factor
receptor kinase, induced a marked response in a sub-
set of lung cancer. In these tumors it have been found
mutations in the EGFr gene affecting the kinase acti-
vity. The response of gefinitib as a treatment for lung
cancer therefore seems to be predictive upon the pre-
sence of EGFr mutations in the tumor. Here Stephen-
son et al present evidence on the presence of muta-
tions in the ERBB2 gene (Her2/Neu). These results
have identified mutations all of the localized within
the kinase domain. These mutations are analogous in
the localization to the one in the EGFr gene that are
associated with some lung tumors. Although the aut-
hors reported also mutations in the Her2 gene, in ot-
her tumors (gastric, ovarian, colorectal, gliomas) they
focus the manuscript mainly in lung cancer. From the
total of tumors analyzed 4.2% on lung cancer and
from the 9.8% of the adenocarcinomas showed muta-
tions in the Her-2 gene. In the same study 2% of the
lung cancers and from this group 4% of adenocarci-
nomas presented mutations in the EGFr gene. No si-
multaneous mutations in both genes were found.

Four of 5 cases of Her2 mutations were found in smo-
kers or ex-smokers in contrast to the results reported
for EGFr mutations. Taking in consideration the re-
sults found for Gefinitib and mutation in the EGFr,
targeting of the Here2 gene by antibodies such as
Trastuzumab or small inhibitors should be conside-
red in cases of lung adenocarcinomas that have de-
tectable Her2 mutations

NF-KAPPAB FUNCTIONS AS A TUMOUR
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CANCER
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Inflammation is essential for pathogens defense but it
must be physiologically controlled in order to prevent
diseases such as Alzheimer´s disease, heart attacks
and arthritis. The causal relation between chronic in-
flammation and cancer has suggested as a result of
population-based studies. In these two publications by
Pikarsky et al and Greten et al, it is established a direct
link between NFκB, a key player in inflammation and
two inflammatory associated cancers liver (associated
with hepatitis) and colon cancer (associated with ch-
ronic colitis) respectively. NFκB is a transcription fac-
tor that controls cell survival by modulating program-
med cell death, proliferation and growth arrest. In the
animal model used by Pikarsky et al , TNF-α produced
by stromal cells activated NFκB in adjacent hepatocy-
tes that were undergoing transformation into malig-
nant cells. When either NFKB was inhibited in hepa-
tocytes or TNF-α secretion from stromal cells was
inhibited, these resulted in programmed cells death of
transformed hepatocytes, and there was a subsequent
reduction in the incidence of liver tumors. In this mo-
del the authors found that activation of NFκB was not
important in the early stages of tumor development,
but was relevant for malignat transfortmation. In the
model described by Greten et al, selective inhibition of
IKKβ in cells of the intestinal lining did not decrease
intestinal inflammation, but it was important to redu-
ce the associated development of intestinal tumors.
This inhibition of tumorigenicity was probably due to
increased programmed cell death of intestinal cells
that would allow tumor development. These authors
generated also mice in which IKKβ was selectively de-
leted in inflammatory cells that infiltrate pre-malig-
nant tumors. In this situation, the levels of several pro-
inflammatory cytokines decreased and also tumor
development. In the results obtained in the two ma-
nuscripts, the cancer models revealed that the role of
NFκB is not in initiation but in tumor progression.
This role is dual, first by preventing cell death of cells
with malignant potential and secondly by stimulating
the production of pro-inflammatory cytokines in in-
flammatory cells in the tumor models.
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