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The Genetics of Cancer: Genes 
Associated With Cancer Invasion, 
Metastasis and Cell Proliferation, by 
G.V. Sherbet and M.S. Lakshmi, provides 
a broad review of many of the genetic 
pathways implicated in the develop
ment of cancer. The book discusses the 
clonal evolution of cancer cells, cell
cycle regulation, apoptosis, angiogene
sis, invasion and metastasis, and more. 
The book's greatest strength is in com
piling and extensively referencing the 
massive and often paradoxical clinical 
literature correlating the expression pat
terns of cancer genes with different 
tumor phenotypes. However, although 
it offers a very comprehensive listing of 
much work published in the field, this 
book gives only limited critical ap
praisal, and even contains some incon
gruities and a number of striking 
inaccuracies. 

For example, it lists contradictory ob
servations on the ability of wild-type 
p53 to induce expression of the epider
mal growth factor receptor (EGFr), 
while ·discussing the correlation in tu
mors between p53 mutations and EGFr 
overexpression. It also describes the role 
of the MCC gene in genetic predisposi
tion to colon cancer, even though the 
correct gene was subsequently shown to 
be the neighboring APC gene. And there 
are significant omissions or inaccuracies 
in the description of important genes, 
such as BRCAl, pl6 INK4a, APC and 
MDM2. Perhaps such mistakes reflect 
the difficult task of two authors review
ing a very broad field, as the best chap
ters are those dealing with the pathways 
involved in metastasis and invasion, a 
subject with which the authors are most 
familiar. 

In addition, the chapters dealing with 
cell-cycle regulation and cancer predis
position are less than current-a risk in-
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herent in these rapidly advancing fields 
of research. Recent discoveries in DNA 
mismatch repair and angiogenesis also 
are not well covered. Nonetheless, by its 
very breadth, this book provides a com
pendium of clinical correlates in cancer 
genetics, and its emphasis on cancer 
progression and metastasis serves to 
highlight the new frontier in this field. 

Until now, much of can
cer genetics has focused 
on the early events in ma
lignant transformation. 
Mutations in genes such as 
RB, APC, WTl and BRCAl 
may be present in the 
germline and serve as initi
ating events in tumorigen
esis. In many cases, these 
genes were identified by 
positional cloning strate
gies, using familial cancer 
syndromes, and their con
tribution to the develop
ment of cancer was confirmed by the 
presence of inactivating mutations. 

Recent approaches, including com
parative genomic hybridization, repre
sentational difference analysis, and the 
use of micro-arrayed probes for mRNA 
expression profiling ('DNA chips'), tar
get the large number of differences be
tween normal and cancer cells, most of 
which result from genetic events arising 
in the course of tumor progression. 
Furthermore, therapeutic interventions 
aimed at such secondary genetic targets, 
such as anti-angiogenic peptides or in
hibitors of telomerase, may prove as ef
ficacious as those directed at the 
initiating genetic lesions. 

What then are the standards by 

which to define the anticipated flood of 
candidate genes involved in cancer pro
gression, invasiveness and metastasis? 
As noted by the authors, current func
tional assays using animal models have 
serious limitations. Much of the exist
ing literature, as compiled in this book, 
consists of correlative analyses of ex
pression differences between normal 

tissues and their derived 
cancers. Interpretation of 
such comparisons is diffi
cult, as the cell of origin 
of a cancer is likely to be 
a rare stem cell, rather 
than the more common, 
terminally differentiated 
cell type present in the 
mature organ. 

Differences in expres
sion patterns between dis
tinct cell types may 
provide only limited in
sight into the changes 

that occur during malignant transforma
tion. With the exception of rare chromo
somal translocations, genes whose 
expression levels are altered in cancer 
cells have not been demonstrated to 
have genetic alterations in their promot
ers, pointing to potentially complex reg
ulatory mechanisms. Definitive evidence 
that a newly discovered gene plays an 
important role in tumor progression 
therefore depends on the demonstration 
of mutations or other genetic alterations 
that lead to either activation or disrup
tion of gene function. The authors con
clude by asking whether any known gene 
can be definitively labeled as a 'metasta
sis gene'. Their answer is no. Much work 
remains to be done. 
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Tissue transglutaminase selectively modifies gliadin peptides that are recognized by 
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The corresponding author was incorrectly listed as K.E.A.L. The correct corresponding au
thor is 0.M. 

On page 714, right column, the third sentence of paragraph 3 should read "Although the 
binding affinity to DQ2 of acid/heat treated peptide 138-152; E148 was similar to peptide 
1 38-152; E140, E148, E150 the latter was a more potent antigen for the T-cell transfectant 
(Fig. 4). 

We regret these errors. 
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