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LETTER

Immunomodulation by alpha-fetoprotein in neurological disorders may involve

oncogenic dilemmas
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Dear Editor:

Recent data provide new roles for alpha-fetoprotein (AFP)
in controlling the autoimmune inflammation associated
with  experimental autoimmune encephalomyelitis
(EAE), thereby suggesting a therapeutic potential for
recombinant AFP in EAE and other relative autoimmune
disorders such as multiple sclerosis (MS) or rheumatoid
arthritis'. Although this suggestion might be correct, it
possibly reflects only one side of the coin. Had AFP role
been pro-apoptotic in effector immune cells, this would
also result in a protection against cancer development,
because prolonged immune responses of such effector cells
that exhibit defective apoptosis have been associated with
chronic epithelial damage, predisposing for tumorigenesis
in many tissues; resistance of T-cells to apoptotic death
can extend their lifespan and result in an exceedingly
prolonged immune response leading to perpetuation
of chronic inflammation with potential tumorigenic
effect. For instance, in upper gastrointestinal tract chronic
inflammation has been linked to gastric cancer associated
with Helicobacter pylori (H. pylori) infection’. However,
AFP-positive gastric cancer has an aggressive behavior;
it is strongly associated with hematogenous conditions
such as venous invasion, hepatic and brain metastases
and aggressive biological factors (p53 abnormalities)?
Mutations of the p53 gene may be an early event and
perhaps work together with H. pylori infection in the
pathogenesis of gastric cancer. Mutations of the p53 gene
have been thought to upregulate vascular endothelial
growth factor (VEGF) and possibly the inducible nitric
oxide synthase (iNOS)? In this regard, higher expression
of VEGF isoform C might be an explanation for the
poorer prognosis of AFP-producing gastric cancers*
Moreover, apart from p53 mutations, H. pylori infection
also induces upregulation of VEGF and iNOS expression
and subsequent DNA damage as well as enhanced anti-
apoptosis signal transduction, thereby contributing to
gastric carcinogenesis® Taken together, these data suggest
that AFP-associated abnormalities of pS3 are essential in

the early pathogenesis particularly of H. pylori-related
gastric cancer, and, moreover, they might be related with
the tumor aggressiveness. Of note, loss of heterozygosity
and mutations of the p53 also occur commonly in brain
tumors®’.

Importantly, H. pylori may activate the c-Met,
thereby promoting gastric cancer. A higher frequency of
c-Met expression is observed in AFP-producing gastric
cancer and is associated with decreased apoptosis, high
incidence of liver metastases and poor prognosis>*.
A higher expression of c-Met might be one further
explanation for the poorer prognosis of AFP-producing
gastric cancers.

Our recent series reported a relationship between
MS and H. pylori infection® involved in the mentioned
carcinogenesis and aggressiveness of upper gastrointestinal
malignancies through various mechanisms including
indirect associations with AFP. Therefore, further relative
studies are warranted, before the therapeutic introduction of
the potentially oncogenic recombinant AFP in autoimmune
diseases including neurological disorders.
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Instructions to authors

Hippokratia will consider for publication:

1. Editorial and invited articles.

2. Review articles. These should be written by experts on the
subject. The subject of the review should be treated in a chronologi-
cal order of its developments and emphasis should be placed on the
most recent ones. They must include an abstract language, which
should be less than 300 words long.

The article should be no more than 6 printed pages long. After
the 6™ page, each printed page costs 150 Euro.

3. Original articles. These should be of experimental, clinical or
epidemiologcal character.

It should include: a structured abstract language, introduction,
in which the recent developments on the subject of the research and
the reason for the undertaken study should be reported; description
of the Material and Methods; report of the Results; and Discus-
sion, which should include the conclusions of the study. The article
should be no more than 5 printed pages long. After the 5" page, each
printed page costs 150 Euro.

4. Case Reports. Rare clinical cases with interesting presen-
tation, diagnosis or treatment should be described in them. They
should include Abstract, short Introduction, Description of case, and
short Discussion. They should be less than 3 printed pages long. The
first and the second page are free. The third page costs 150 euro.

5. Letters to the Editor should be concise and less than one
printed page long.

6. The editorial board of the journal has the right to publish the
abstracts of Congresses, Seminars etc.

Manuscript preparation: Articles submitted for publication
should be written in English language. The copy-editor of the jour-
nal has the right to change the language structure of the manuscript
without transforming its meaning by the author.

Number pages consecutively in this order: title page, abstract,
text, references, legends, and tables. Figures should be provided
separately.

a. On the title page provide the title of the article, list each
author’s name and institutional affiliation, and indicate the corre-
sponding author. In case, the study has been reported in abstract
form elsewhere, indicate the respective scientific meeting.

b. On the abstract page provide the abstract (background,
methods, results, conclusions) and 3-7 key-words.

c. Figure and Table preparation.

Figures: For reproduction in the journal you will be required,
to supply high resolution .tiff images in separate files (1200 dpi for
line drawings and 300 dpi for color and half tone work at intended
display size — column width of 76 mm or page width of 160 mm) or
high quality printouts on glossy paper. It is advisable to create your
high resolution images first as they can easily converted into low
resolution images for on line submission. Line drawings, graphs,
and charts should be professionally drawn or computer generated
and printed on a high resolution laser printer. Any lettering in the
figures should be large enough to stand photographic reduction. Au-
thors should prepare their figures for either one column (76 mm)
or the entire page width (160 mm). The editors reserve the right to
reduce the size of illustrated material. Authors may, however, spe-
cifically request a larger reproduction.

Figures should be numbered consecutively with Arabic numer-
als, in the order in which they appear in the text. Reference should
be made in the text to each figure. Each figure must be accompanied
by an explanatory legend, typewritten with double spacing and the
legends to all figures should be typed together on a separate sheet at
the end of the manuscript.

Any photomicrographs, electron micrographs or radiographs
must be of high quality. Photomicrographs of histopathological
specimens should provide details of staining technique and mag-
nification used (or use an internal scale bar). All micrographs must
carry a magnification bar. Explain all symbols used in the figure.
Patients shown in photographs should have their identity concealed
or should have given their written consent to publication of the pho-
tographs. For a photograph of a minor, signed parental permission
is required.

Tables should be added at the end of the manuscript and not

interspersed throughout the manuscript. They should be submitted
as part of the Word document, typed neatly, each table on a sepa-
rate sheet in double spacing, with the title above and a clear legend
below. The legend should contain all the necessary information so
that the table and legend may stand alone, independent of the text.
Explain all abbreviations. Standard abbreviations of units of mea-
surement should be added between parentheses. A table must have
at least two columns. Column headings should be brief, but suf-
ficiently explanatory. Lists are to be incorporated into the text. Do
not use patient initials in tables. Patients should be referred to by
sequential Arabic numerals, not by their initials.

d. References: Follow the Vancouver system omitting the
month and issue number.

The author is responsible for obtaining written permission to
reproduce previously published material (illustrations, tables) from
the copyright holder. The consent of the senior author must also be
acquired.

The submitted manuscript should be accompanied by a cover
letter which should specify:

1. a statement that the submission is not under consideration by
any other journal or published previously (apart from abstracts);

2. a statement by the responsible author certifying that all co-
authors have seen and agree with the contents of the manuscript.
These requirements are absolute.

It is a policy of the journal that submissions are not returned
back to the authors. Proofs of submissions accepted for publication
are sent to the authors only for typographical editing. Proofs are
accompanied by a document for ordering a specified number of re-
prints by the authors.

Transfer of copyright to the journal “Hippokratia” is a condition
of publication.

The corresponding author must include a Conflict of Interest
Statement on behalf of all authors at the end of the article. If there is
no conflict of interest it must stated too.

The manuscript can be submitted on line (www.hippokratia.gr),
by e-mail (geover@otenet.gr or hippokratia@ippokratio.gr) or by
ground mail.

Submission by ground mail: Submit three high-quality copies
of the manuscript. Type or print entire manuscript, including refer-
ences, tables, and figure legends, double spaced on standard-sized,
good quality white bond, using amble margins.

The printed material must be accompanied by a disk: Storage
Medium. 3-1/2” high density disk or CD in Windows.

Software and format: Microsoft Word 6.0 or later is preferred.
Refrain from complex formatting; the publisher will style the man-
uscript according to the Journal design specifications. Do not use
desktop publishing software such as Aldus PageMaker, or Micro-
soft Publisher. If you prepared your manuscript with one of these
programs, export the text to a word processing format. Please make
sure your word processing program’s “fast save” feature is turned
off. Please do not deliver files that contain hidden text: for example
do not use your word processor’s automated features to create foot-
notes or reference files.

File names. Submit the whole manuscript (abstracts, text, refer-
ences, tables, legends) as a single file. Name each file with your last
name (up to eight characters). Text files should be given the three-
letter extension that identifies file format.

Submit figures as separate files from text files, on the same or
separate Vi” diskette or CD. Label all diskettes and CDs with the
first Author’s name and a short title of the manuscript.

Tables and charts should be adjuncts to the text and must not
repeat material already presented. They should be numbered con-
secutively, with Roman numerals in the order in which they appear
in the text.

Labels: Label all disks with your name, the file name, and the
word processing program and version used.
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