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As our subscribers have been notified in a recent
letter, this issue of the European Journal of Histo-
chemistry is the last one to be edited and printed by
“Luigi Ponzio e figlio editori”: They have gener-
ously collaborated with us with the greatest care
and professionality for the past twenty years and
for that we wish to thank Mr. Luigi Ponzio and his
entire staff (in particular, Mr. Luigi Guardamagna)
most hearthly. 
The new publisher Tipografia PIME Editrice has

assured us of a strong support in the promotion and
the development of the image of the European
Journal of Histochemistry in its relations with the
media at all levels.
While a change in the Publisher may be seen as a

merely technical one, it is also the occasion to reflect
upon how a Journal such as ours can be enriched.
The Journal’s topics touch upon many of the basic

issues in biology and, through these, in pathology.
Our subjects are humans, as well as all animals and
plants, not only looked upon as objects for compar-
ison and taxonomic analysis, but also as models for
detailed study of the specific behaviours of animal
and plant cells during development, under normal
and pathological conditions. 
Over the past forty years, Histochemistry has first

been an attendant technique of biochemistry and
morphology, with the aim of “seeing” a certain
chemically-defined substance in a tissue; it has
then become a focal point for integrating morpho-
logical, biophysical, biolochemical, and molecular
methodologies in situ and extra situm, towards a
unitary reflection of biology.
A very interesting definition of the word Histo-

chemistryin the 80’s from a researcher’s point of
view, can be found in the words of John Scott, in
his article in memoriamof David Glick (2000):
“Our targets were the chemical untested specula-
tions of eminent ultrastructuralists who followed
the line, then popular, that if a tissue element con-
tains substance X and your reagent stained the tis-
sue element, then it was specific for X. This very
imperfect logic was anathema to him (David

Glick) and he worked relentlessly to introduce
‘hard science’ into histochemical measurements”.
Even only a perfunctory glance at the topics of

the European Journal of Histochemistry over the
last years will attest the effort to go towards this
‘hard science’ as suggested by Glick, owing to the
fact that it accepts papers on arguments even very
different from each other, provided that they deal
with themes central to biology, as it is developing
in the new millenium.
Some few references may illustrate this. 
The first example concerns the role of lipids in

the nucleus (see also my editorial, Manfredi
Romanini, 2000). A symposium coordinated by
A.F. Manzoli (2000) on the nuclear lipid sig-
nalling system was a very successful one; interest-
ing data coming out of those five lectures stimu-
lated much, and sometimes even heated, discus-
sion so that Manzoli was able to conclude: “The
reviews collected in this issue will certainly clari-
fy a number of aspects, even though it could hap-
pen that sometimes more questions than answers
will be provided and this is , in a scientific field in
continuous progress, the most exciting new”.
The first article by Cocco et al. (2000) draws a
definition of the intranuclear signalling system
which uses the phosphoinositide pathway for the
control of cell proliferation and differentiation.
The second one, by D’Santos et al. (2000), dealt
with second messengers(as they are called by
Manzoli), i.e. the nuclear inositides and the whole
system of the phosphatidylinositol phosphates
regulating them. These signalling systems are then
described by Capitani et al. (2000) in a model of
granulocyte differentiation. Raben et al. (2000)
studied with great attention the specific role of the
signal transduction cascade in the nuclear enve-
lope: at this level, they confirmed the existence of
signals of the transduction cascade, analysing at
least three types of molecules involved in these
cascades: protein kinases, lipid metabolites,
GTPases (these molecules could be an extension
of the transduction system located in the cell
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membrane). In the last paper, Maraldi et al.(2000)
demonstrated the involvement of nuclear inosi-
tides in the modulation of essential nuclear func-
tons, such as chromatin remodelling and transcript
splicing.
I mentioned earlier the great variability of the

topics, which is a characteristic of the European
Journal of Histochemistry. I would now like to
illustrate our proposal to give special attention to
plant cell biology. This matter had interested us in
the past, but now we are pressed to take it up again
owing to the interest elicited by the minireview of
Medina et al.(2000) on the functional organization
of the nucleolus in proliferating plant cells.
Concluding my 2001 editorial article, I invited

the botanists to find in our Journal a forum for a
discussion of the recent ideas and innovations
(methods and contents) that are animating the
research in their discipline. Carbonera et al.
(2001), introducing a series of five original papers
in volume 45, each one representing a very differ-
ent approach in plant biology, emphasized how the
use of the modern histochemical techniques, i.e.
flow cytometry and hybridization methods, may
provide insights in particular fields of plant biolo-
gy. Thus, in the first two papers, both by Lingua et
al. (2001 a,b), the reaction of the nucleus in roots
cells with arbuscular micorrhyzal fungi or with
phytoplasma pathogens was studied: in the former
interaction, nuclear hypertrophy, loosening of
chromatin structure and an increase in the amount
of DNA were seen; in the latter, the interaction
with pathogens produced an opposite effect on the
nuclear organization, lowering the DNAquantity
and causing chromatolysis. In the paper by
Balestrazzi et al. (2001), the spatial intranuclear
distribution of the transcripts, derived from the
expression of top 1genes coding for the alfa and
beta isoforms of DNAtopoisomerase 1, was eval-
uated in two cell systems fromDaucus dacota, i.e.
hypocotyls and somatic embryo cell populations,
which are differently involved in the proliferation
process; the methods were hybridization using
radio-labelled specific probes and non-radioiso-
topic, digoxigenin-labelling. There is also a tech-
nical interest in this approach, because it succeed-
ed in discriminating between the role of top1gene
during cell proliferation and differentiation. It con-
firms that gene expression and cell proliferation
are strongly correlated, although there is evidence
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neither for a periodicity of top 1 expression
throughout the cell cycle, nor for a spatial differ-
ence in the mode of the expression.
In the physical interaction between the arbuscu-

lar mycorrhyzal fungi and the naturally occurring
and genetically modified bacterial biofertilizers
and biopesticides of the plant growth (promoting
rhizobacteria), Bianciotto et al. (2001) used con-
focal and electron microscopy for demostrating in
situ the involvement of polysaccharides in the
attachment fibers; their results can open important
applications in biotechnology. 
The last paper of this series of representative

models of modern plant biology shows an inter-
esting double histotopochemical approach to the
problem of localizing cellulose in some algal cell
groups (Baldan et al., 2001). The ultrastructural
techniques provide a comparison between the pic-
tures obtained with a classical reagent for poly-
saccharides (the periodic acid thiosemicar-
bazide–silver proteinate), and an enzyme–gold
labelling test, where the cellulase-enzyme com-
plex is used as a marker of the intratissutal distri-
bution of cellulose. The map of its localisation in
different algal tissues differentiate the red, brown
and green algae and the authors emphasize that the
new cellulase-gold represents a significant
improvement in this research field.
This opening to plant biology was so successful

that, in volume 46, four other good papers have been
published (Tagu et al. 2002; Acevedo et al. 2002;
Lanfranco et al.2002; Scialabba et al.2002), which
showed the vitality of the interaction between the
newhistochemistry and basic biology of plants.
Over the last years, basic cell biology has been

fascinated with the intriguing process of pro-
grammed death in animals and plants, which is
more and more becoming a challenge for histo-
chemical investigation. This complex problem,
and especiallly that of the clearance of apoptotic
cells, was the object of studies summarized in
many elegant reviews (see, for instance, Henson,
2001; Chimini, 2002). In volume 44 of the Euro-
pean Journal of Histochemistry, a minireview by
L. Dini (2000) appeared vith the winning title
“Recognizing death: liver phagocytosis of apop-
totic cells”: here, the phenomenon of apoptosis is
analysed in a significant biologic scenario, i.e. the
context of the liver parencchima in vivo. In the
same issue another minireview by Rovere et al.
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(2000) was specifically concerned with the prob-
lem of how to dispose of apoptotic cells in vivo:
“the dendritic cells connection” refers to phagocy-
tosis of apoptoses by antigen-presenting cells,
which enable the immune system to remove cell
corpses through mechanisms suitable to maintain
tolerance. This paper introduced the problem of
the control of the autoimmune response, which is
so important in the pathogenesis of some diseases.
Other papers analyze the conditions of apoptosis
more specifically, through electron microscopy
and cytometry (Bonanno et al., 2000; Pellicciari et
al., 2000; Spano et al., 2000; Soldani et al., 2001).
Along this line I would like to remind the reader of

the minireview by Steinbeck (2001), where distur-
bances in the apoptotic process are mentioned
among the pathologies of mitosis producing altered
proliferation and leading to deviations toward can-
cer. In volume 46, four papers dealt with this same
problem: Cappello et al. (2002), which refers to
some systems of dysregulation; Uva et al. (2002),
describing microgravity-induced apoptosis; Aval-
lone et al. (2002) studying, by TEM and TUNEL
techniques, the role of apoptosis during lung devel-
opment in the chick embryo; finally, the paper by
Bonanno et al.(2002) dealt with the sinchronization
between alterations in the nucleus and the cell mem-
brane during the apoptotic process. 
The problem of DNA instability and its possible

meaning as a marker of malignancy has been
repeatedly discussed on the European Journal of
Histochemistry during the last couple of years. The
most recent papers on subject were by Steinbeck
and Auer (2000), Khaled et al. (2000), Iwasa e al.
(2001), Hirai et al. (2001): these papers, through
typical histochemical markers, approached the
problem of finding new diagnostic tools for the
precocious detection of tumor cells.
Finally, I would like to give an example of the tra-

ditional taxonomic and naturalistic interests of our
Journal, which is proud to publish researches at all
levels of the living beings. Besides human and lab-
oratory animals, height vertebrate non-mammalian
species, three invertebrate species and twenty plant
species have been considered in the papers pub-
lished in 2001 only. This evidence should remind our
authors and readers (immunologists, oncologists,
pathologists, microbiologists, zoologists, botanists)
that the field of interest of the European Journal of
Histochemistry is opened to all researchers who study
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life at all levels, in the great nature scenario, in order
to get modelsuseful for more and more sophisticated
and informative comparisons.
In the year to come, the European Journal of His-

tochemistry will try to proceed along this line. Sev-
eral of the forthcoming papers will actually deal
with hot topicsin cell biology (such as stem cell
characteristics, nuclear reprogramming of differen-
tiated cells, remodelling of nuclear organization dur-
ing early embryogenesis) and we believe that our
Journal will continue to be a forum where all the
ideas for a new histochemistry may truely develop.

M.G. Manfredi Romanini
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