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CONSTIPATION

from the Latin cum-
stipare (to press
together), constipation is
one of the most ancient

Furi...nec decem totos
cacas in anno, sed id
durius est faba et lapilli
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CONSTIPATION

CONSTIPATION: A FUNCTIONAL DISORDER
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HOW “FUNCTIONAL”
ARE Gl FUNCTIONAL DISORDERS?

FUNCTIONAL DISORDERS 1

 the so-called “functional”
gastrointestinal disorders are usually
thought to occur in the absence of
anatomical or biochemical
abnormalities. However, this definition
now seems outdated, because
structural and molecular abnormalities
have begun to be recognized in

* IBS: recent demonstration of
lymphocytes/mastocytes infiltration in the
myenteric plexus (Tornblom, Gastroenterology
2002) and the small bowel (Guilarte, Gut 2007)
and colon mucosa (O‘Sullivan, NGM 2000;
Barbara, Gastroenterology 2004)

new pathophysiologic concept of “low grade
inflammation” for IBS (and, perhaps, for non- ‘
ulcer dyspepsia...) /

“‘FUNCTIONAL” OR “IDIOPATHIC” CONSTIPATION 1

exclusion of organic abnormalities (e.g.
tumours) or associated pathologic
conditions (e.g., hypothyroidism)

no use of constipating drugs (e.g.,
antidepressants)

SO normal colorectal anatomy

PATHOLOGICAL FINDINGS IN SEVERE CONSTIPATION

HOWEVER...

decrease of argirophylic neurons (Krishnamurti et

al, 1985)

abnormalities of enteric neurotrasmitters (Koch et * most studies recruited small number of
al, 1988; Zhao et al, 2002) pts, with very different clinical and

decrease of intraganglional neurofilaments i fati
(Schouten et al, 1993) instrumental characteristics

hypoganglionosis of myenteric plexus (Wedel et + only one or two aspects of the ENS
al, 2002) have been investigated in these studies
reduction of interstitial cells of Cajal (ICC)

~(Lyford et al, 2002; Tong et al, 2004)
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ENS FINDINGS IN STC (26 pts with homogeneous
features and intractable symptoms)

- d d number of i Sp
OUR CLINICOPATHOLOGICAL aﬁgr,\eﬂf)? number of enteric neurons (

EXPERIENCE WITH A MULTI- decreased number of EGC (SP and MP);
COMPREHENSIVE decreased number of ICC (IC-MY and IC-SM);

APPROACH TO THE E.N.S. IN Sﬂta;reased number of bcl-2* neurons (SP and

increased number of apoptotic neurons in
the MP;

THE POINT OF VIEW OF THE
PATHOLOGIST
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Is pseudomelanosis coli a marker of colonic neuropathy in
severely constipated patients?

V Villanacei, G Bassotti,” G Cathomas. C A Maurer.* ¥ Di Fablo.! S Fisogni, M Cadel,
A Magocchi® & B Sales
2d De n

2006) Histapathology 49, ¥
Is pseudomelanosis coli a marker of colonic neuropathy in severely constipated patients?

Abbreviations: 1CC, intersuial cels of Cajal: PAC. peeodomalanosis coli: STC, slow transit constipation

THE MOST IMPORTANT
PROBLEM !

DOI 10.1007/00%01-009-0527-y

[Consensus papER

bsence of approved
and confirmed Gastrointestinal neuromuscular pathology: guidelines
for histological techniques and reporting on behalf
mal ran ge values of of the Gastro 2009 International Working Group
the different types
of

Enteric Nervous Cells!

Jean Marie Vandervinden - Béla Veress - Thilo Wedel

Jummuary 2009/ Revised: 19 March 2009/ Accepted: 22 March 2000
o Springer-Verlag 2009




In conclusion, quantitative data on the ENS are
generally insufficient to recommend normal ranges at
the present time, The data reported in this manuscript
represent an interim sct of values that can be used to
set contemporary boundaries around what is normal.

OUR PERSONAL
EVALUATION
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To identify the
presence and
importance of |
changes that occur in |
nerves and muscles /
in the slow transit
constipation
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THE
HISTOPATHOLOGICAL
APPROACH
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The Enteric Nervous System in Chagasic and
Idiopathic Megacolon
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Severely constipated patients displayed a

Fibroblast-like cells associated with the latter did not differ
significantly
between patients and controls.
Patients had significantly more apoptotic enteric neurones
than controls.

Severely constipated patients have important neuroenteric
abnormalities, not confined to
gangliar cells and interstitial cells of Cajal.
The reduction of enteric neurones may in part be due to
increased apoptotic phenomena.
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The role of glial cells and aroptosis of enteric
neurones in the neuropathology of intractable slow
transit constipation

G Bassotti, V Villanacci, C A Maurer, S Fisogni, F Di Fabio, M Cadei, A Morelli,
T Pe G Cathomas, B Salemi

Gut 2006;55:41-48. dos: 10.1136/w1.2005.07319;
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BCL2

MONOCLONAL
ANTIBODY TO
SINGLE
STRANDED DNA

/

09.05.2012

BCL2

was significantly lower
in the enteric neural
elements of STC patients
compared with controls
in both the myenteric and
submucosal plexus

MONOCLONAL ANTIBODY
TO SINGLE STRANDED DNA

Apoptotic enteric
neurones were
significantly increased in
the myenteric but not in
the submucosal plexus
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Colonic neuropathological aspects in patients
with intractable constipation due to obstructed

‘Apopiosis (2007) 12:326-32 defecation
DO 10.1007/510495-006-0572-0

Comparison of three methods to assess enteric neuronal apoptosis
in patients with slow transit constipation

Tesh Coloprociol
DOI 10.100T/10151-011-0721-5

REVIEW B -
Chromosomal study of enteric glial cells and neurons by
Beyond hematoxylin and eosin: the importance fluorescence in situ hybridization in slow transit
of immunohistochemical techniques for evaluating surgically constipation
resected constipated patients

G. Bassotti - V. Villanacei - B, Salerni -
C. A. Muurer * G. Cathomas.

Recelved: 16 May 2011/ Accepied: 30 Juse 2011
& Springer-Verlag 2011
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NUMERICAL
TQUANTIFICATION
I

EGC ARE CONSTANTLY DECREASED IN SEVERAL
CONDITIONS CHARACTERIZED BY CONSTIPATION

« diverticular disease (normal no. of enteric
neurons, ICC decrease) (Bassotti et al, 2005);

* Chagasic and idiopathic megacolon
(decreased no. of enteric
neurons/disappearance (Chagas) — not due
to increased apoptosis; IC-MY decrease)
(lantorno et al, 2007);
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EGC: NEW PLAYERS IN GI MOTILITY?

MINI REVIEW

Enteﬂc glial cells: new players in gastrointestinal not only “gluing” functions, but also...
motility?

e e e R + homeostatic functions (loss of EGC causes
neurodegeneration and/or alterations of the
neurochemical coding of enteric neurons)
(Bush et al, 1998; Aube et al, 2006)

* neurotransmitter function (Ruhl, 2005)

Enteric glial cells and their role in gastrointestinal motor » immunological functions (interactions with
ahigormelities; the nelirg lymphocytes, activation as antigen-
Gatro B, Vincenao Vilrec, Sk Pecgn,Ehn R, Packe Baosk, Carlo Clr, Osogh A M presenting cells) (Hirata et al, 1986; Geboes et al, 1992)

Gleri Cathomas, Elisabetta Antonell

GDNF receptors
subtype absence

neurotrophins

neuron loss loss of
- = (apoptosis) SP containing
l GDNF neurons

Autocrlne
acuun
impaired modulation of

slow wave activity

capillaries

WHY EGC ARE DEPLETED CONCLUSIONS

IN CONSTIPATED PATIENTS?

+ constipation should not be considered as
a “functional” or “idiopathic” disorders
Genetic background ? (Rossi,2007)

Infectious agents? » evidence is accumulating that suggest
1ou ¢ (Marruchella,2007; Albanese,2008; g R g
Selgrad,2009) this complaint might be reconducted to a

Aging? Phillips,2007)

Luminal microenvironment abnormalities? (i true neuro-gliopathy
Giancamillo,2010) + maybe it is time to reconsider
classifications...
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“...he that increaseth
knowledge
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