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La Glicolisi Anhaerobia Eritrocitaria

La glicolisi e un processo metabolico anaerobio mediante il quale una
molecola di glucosio viene scissa in due molecole di piruvato al fine di
generare molecole a piu alta energia (2 molecole di ATP e 2 molecole di
NADH per ogni molecola di glucosio utilizzata). La glicolisi (via di Embden-
Meyerhof) e il mezzo per ottenere energia piu sfruttato in natura. In una
prima fase del processo (5 passaggi) viene consumata energia (fase di
consumo energetico) per ottenere dal glucosio molecole di un derivato del
glucosio a piu alta energia (gliceraldeide-3-fosfato) che verranno poi
trasformate nella fase successiva (5 passaggi) nelle molecole nettamente
meno energetiche di piruvato, con produzione di energia superiore a quella
consumata nella prima fase.
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La via dei pentoso fosfati
e la produzione del glutatione
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Produce NADPH per le biosintesi
Produce riboso-5-P

E’ costituito da due tappe ossidative
seguito da 5 tappe non ossidative

Avviene principalmente nel citoplasma
degli epatociti e degli adipociti

Il NADPH ¢ utilizzato nel citosol per la
biosintesi degli acidi grassi
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Glicolisi Anaerobia Eritrocitaria:
gli Intermedi Fosforilati nella Carenza di G6PD

Corpi di Heinz




Glicolisi Anaerobia Eritrocitaria:
gli Intermedi Fosforilati nella Carenza di G6PD

Soggetti emizigoti

ek [ FGP | FDP [ [0 0 [2PGA [ PEP [ [0 ADP T

0.01 0.05 0.0125 0.0025
aumentato aumentato aumentato aumentato aumentato aumentato
Soggetti eterozigoti
- n.s. 0.025
aumentato aumentato aumentato

Coaccioli S. et al., 1980
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Diabete Mellito tipo 1: storia naturale
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Immunologia del Diabete Mellito
Anticorpi anti-insula pancreatica — ICA

The Joumal of Immunology

Reprinted from The Lancer, Vol. 304, G. F. Bottazzo, A. Flonin-Christensen, and D. Doniach, Islet-cell antibodies in diabetes mellitus with

autoimmune polye

erine deficiencics, pp, 1279-1283, Copyright 1974, with permission from Elsevier.

The Lancet - Saturday 30 November 1974

ISLET-CELL. ANTIBODIES IN DIABETES
MELLITUS WITH AUTOIMMUNE
POLYENDOCRINE DEFICIENCIES

Gian Franco Borrazzo
ALEJO FLORIN-CHRISTENSEN
Desoran DONIACH

Department of Immunology, Middlesex Hospital
Medical School, London WIP 9PG

Antibodies 1o pancreatic isler cells
were found by immunofiluorescence in
the sera of 13 patients with multiendocrine deficien-
cics associated with organ-specific autoimmunity. 10
of these patients were diabetic.  The antibodies were
complement fixing and of IgG class; titres varied from
1 to 160 and were independent of insulin trearment.
The presence of organ-specific pancreatic antibodics
supports the hypothesis of an autoimmune form of
diabetes mellitus pur forward 1o explain the histolo-
gical “ insulitis " found in selected cases of this disease.
This new marker allows the segregation of a homo-
genecous group of insulin-dependent diabetics who
may well prove to have a different metabolic pattern
from that in other forms of inherited diabetes melli-
Tus.

Summary

families where diabetes coincided with autoimmune
thyroiditis, gastritis, adrenalitis with or without hypo-
gonadism, and with idiopathic hypoparathyroidism.
Many of these patients had overt Twcell defects with
chronic candidiasis as well.®

Histological *“ insulitis” has been reported in a
number of acute juvenile untreated diabetics,'* and
in occasional old patients with 1.D.0. where viral infec-
tion was less likely.” Insulitis showing lymphocytes
and plasma-cells in the infiltrate was also found in
the only diabetic, a boy of 16, within a post-mortem
serics of 12 cases of Addison’s discase.™

Inflammatory changes in pancreatic islets with im-
paired glucose tolerance have been obtained in labora-
tory animals injected with islet-rich homogenates in
Freund adjuvant ** similar 1o the temporary thyroid-
itis, gastritis, and adrenalitis induced with the appro-
priate organ-specific antigens in several species, More
direct evidence of pancreatic autoimmunity in human
patients was obtained by Nerup et al.* and others '
using the leucocyte migration inhibition test with isler-
cell extracts in up to one-third of juvenile diabetics
and in occasional older patients with 1L.D.D.

Obviously diabetes mellitus represents a large num-
ber of disorders ¥ affecting various aspects of meta-
bolism connected with insulin and glucagon.® Fur-

- .




Immunologia del Diabete Mellito
Anticorpi anti-insula pancreatica — ICA




Immunologia del Diabete Mellito
Anticorpi anti-insula — restricted (CF) ICA

Lernmark, A et al.
NEJM 1978




Immunologia del Diabete Mellito
Anticorpi anti-insula pancreatica — ICA




Immunologia del Diabete Mellito
Morte di una Bcellula: «omicidio» o «suicidio» ?

Bottazzo, GF et al.
Lancet 1978




dal/Diabete Mellito a//la Reumatologia

Coaccioli S. (1991).

Sindrome da Limitata Mobilita
Articolare (SLMA) nel diabete
mellito insulino-(IDDM) e non
insulino-(NIDDM) dipendente.
In: Giornale Italiano di
Diabetologia vol. 11(2)

ISSN: 0391-7525
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Rappresentazione schematica
della struttura della Crithidia Luciliae
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ADERENZA

e NEW ENGLAND JOURNAL of MEDICINE

REVIEW ARTICLE

DRUG THERAPY

Adherence to Medication

Lars Osterberg, M.D., and Terrence Blaschke, M.D.

Drugs don't work in patients who don't take them.

— C. Everett Koop, M.D.
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REUMATOLOGIA: c/inimetria e clinica
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REUMATOLOGIA: c/inimetria e clinica

Coaccioli S., Pinoca F., Giuliani M.,

Landucci P., Sabatini C., Puxeddu
A. (2007).

Definition of adult-onset
rheumatoid arthritis from
elderly-onset rheumatoid
arthritis by studying
T-lymphocyte
subpopulations, their
soluble receptors and
soluble receptor of

interleukin-2.
LA CLINICA TERAPEUTICA, vol.
158(4), p. 303-306

rheumatoid arthritis
I I

JRA # AoRA vs EoRA ~ PMR *

[* due to = T-lymph. IL-2r. CD4r/CDS8r. Tp]
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The current Medicine

Stefano Coaccioli — unipg.it

MEDICINE OF COMPLEXITY
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NARRATIVE MEDICINE




LA COMUNICAZIONE MEDICO-PAZIENTE

Nella Medicina moderna, dove la Complessita e
I‘ambito all’interno del quale si realizza
[Alleanza fra Medico e Paziente, la capacita di
comunicare si leva a rappresentare una vera e
propria metodologia operativa che si
compendia nella Medicina Narrativa, a sua
volta esito e cifra delle Medical Humanities.

Stefano Coaccioli — unipg.it



Coaccioli S.
The Narrative Medicine: modern communication

between Patient and Doctor
Clin Ter 2011;162(1)

In the Modern Medicine the ability to communicate represents a true
and unique operative methodology which is the basis of Narrative Medicine.

This type of approach does not represent an alternative to the
traditional model, but rather expands its boundaries while preserving its
scientific base: where the feelings, expectations, and desires of the Patients
and his interpretation of the disease, more or less obvious, are read in the
broad context in which the Patient himself exhibits.

The Modern Narrative Medicine is a holistic approach to the complexity
of the method known as the most effective and most efficient — not only in
the patient-centred medicine, but also in the improvement of services
rendered to the human being as well as the society at large.

Stefano Coaccioli — unipg.it



The current Medicine

Stefano Coaccioli — unipg.it {$)

MEDICINE PRACTICES SCIENTIFIC AUTHORITIES
disease-centered evidence-based medicine (*)
doctor_centered guidelines / recommendations (*)
patient_centered university and teaching
(ADHERENCE) scientific societies
_[1 ursi ng/ counselors/ careg vers \ / (*) also: experts’ opinions / personal experiences
volunteers \/
> MEDICINE OF COMPLEXITY
4 ~.
RESEARCH h ADMINISTRATION
chaos_/fate_biology feasibility
technology sustainability
genetic variability rules and laws
pharmacogenetic spending review

v
NARRATIVE MEDICINE

diagnostic / therapeutic patient_doctor alliance




La Complessita in Medicina Interna

assente |
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Coaccioli S.

Medicine of Complexity: the Modern Internal Medicine
Clin Ter 2010: 161(1):9-11

Complexity bears its methodological and doctrinal
contribution to the general health and medical
assistance management, as well as to the clinical
context and medical training.

The science of complexity has suggested as alternative
model in which the disease as well as the patient’s
general well-being are the result of a complex
interaction between various elements of the entire
system, dynamic and unique, of the individual.
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Agenda

1. Biochimica: RBC & PTL
2. Immunologia e Clinica

- Diabete Mellito

- Malattie Reumatiche

3. Medicina Narrativa e della Complessita

4. Medicina del Dolore



—— —— / =

from: Pain as a Disease ...

... Of silence

Stefano Coaccioli — unipg



—=

===

to: Pain as a Disease with its own rights
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Physiologic Consequences of Unrelieved Pain

e Prolonged stress response triggered by
unrelieved pain has negative effects!

— Cardiac

— Respiratory

- Gl

— Musculoskeletal
— Future Pain

— Personal

Stefano Coaccioli, unipg



LEGGE 38 del 15 marzo 2010

Cure Palliative

L'insieme degli interventi [...] rivolti sia alla
persona malata sia al suo nucleo familiare, [in
presenza di una] malattia di base, caratterizzata da
un’inarrestabile evoluzione e da una prognosi
infausta, non risponde piu a trattamenti specifici.

+ . +
Terapia del Dolore
Art. 2 Linsieme degli interventi [per] applicare [...]
r e appropriate terapie [...] allo scopo di elaborare
Definizioni idonei percorsi dlagnostlco -terapeutici per la

soppressione e il controllo del dolore.

Persona Malata

[...] Affetta da una patologia ad andamento
cronico ed evolutivo [...], nonché la persona
affetta da una patologia dolorosa cronica da
moderata a severa;




Legge 38 del 15.3.2010 - Art. 7

Il dolore come parametro vitale:
Rilevazione costante in cartella clinica




Societa Scientifiche
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European League Against Pain
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Epidemiologia
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RESEARCH, vol. 10, p. 2577-2584, ISSN: 1178-7090, doi: 10.2147/JPR.5136292

Kress Hans-Georg, Coaccioli Stefano et al., (2015). A holistic approach to chronic pain
management that involves all stakeholders: Change is needed. CURRENT MEDICAL RESEARCH AND
OPINION, vol. 31, p. 1743-1754, ISSN: 0300-7995, doi: 10.1185/03007995.2015.1072088
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Assessment of chronic pain and access to pain
therapy:a cross-sectional population-based study

Risultati

* Prevalenza del dolore cronico (DC): 28.4 % (uomini 21%; donne 34.1%)

 Severita del DC: lieve 4.4 %
moderata 42.8 %
severa 51.5%

non risponde 1.4 %
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Assessment of chronic pain and access to pain
therapy: a cross-sectional population-based study

Conclusioni

Il Dolore cronico (DC) si € confermato essere un problema di sanita pubblica

La prevalenza del DC e pari ad oltre il 25% della popolazione con eta > 18 anni

Sono interessate da DC soprattutto le donne

* Conoscenza della Legge 38 che garantisce I'accesso alla terapia del DC < 40%



La quota di risposte nello studio
a Narni: 15.9 % (1369 su 8140)

Prevalenza
del Dolore Cronico: 28.4 %

= Uomini 21.0 %

= Donne 34.1%



Popolazione studiata (1)

Genere, n. (%)

maschile 544 (42.1)
femminile 739 (57.2)
n.r. 10 (0.8)
Eta, anni

media (SD) 55.8 (18.4)
mediana (IQR) 58 (43.70)
n.r. 49 (3.6)
Gruppi di eta, anni, n. (%)

<43 326 (25.2)
43 - 57 313 (24.2)
58 - 70 213 (24.2)
> 70 294 (22.7)
n.r. 47 (3.6)
Stato civile, n. (%)

con un partner 872 (67.4)
single 391 (30.2)
n.r. 30 (2.3)
Area di residenza, n. (%)

urbana 685 (53)
rurale 608 (47)




Popolazione studiata (2)

DOLORE CRONICO, n. (%) 367 (28.4)
uomini 114 (21.0)
donne 252 (34.1)
DOLORE CRONICO PER GRUPPI DI ETA’ (anni), n. (%) 31 (9.5)
eta ;343 o 67 (21.4)
et"f‘ o 105 (33.5)
€taJe - 150 (51)
eta > 70

DOLORE CRONICO vs STATO CIVILE, n. (%)

con un partner 243 (27.9)
single 117 (29.9)

DOLORE CRONICO vs AREA DI RESIDENZA, n. (%)
urbana 192 (52.3)
rurale 175 (47.7)




Popolazione studiata (3)

Severita del dolore cronico, n. (%):

lieve 16 (4.4)
moderata 157 (42.8)
severa 189 (51.5)
n.r. 5 (1.4)
Severita del dolore cronico vs gruppi di eta,

n. (%) *

eta < 43 15 (48)
eta 43 - 57 30 (45)
eta 58 - 70 53 (51)
eta > 70 87 (60)

* % calcolata fra gli individui con dolore

Individui con malattie associate, n. (%):

con malattie associate 446 (34.5)
senza malattie associate 847 (65.5)
Terapie per il dolore cronico, n. (%) * 286 (77.9)

* % calcolata fra gli individui con dolore

Terapie per malattie associate, n. (%) 288 (22.3)
Conoscenza della Legge 38/2010 495 (38.1)
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Effetti stimati dell’eta su differenti
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Clinica
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Sensitizers  Receptors Signal transduction
Peripheral terminal Cell body

Bradykinin Dorsal root ganglion

PGE2 Phenotypic switch:
NGF Inflammation (+ growth factors) Transcription
TTRPVI Translation

TNFa Axonal injury (- growth factors) Trafficking
Substance P VTRPVI
Prokinetican | PKR
ETAR

PAR,
Phosphorylation

Endothelin

Anterograde
transport

Patapoutian A. et al
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Terapia
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Dolore in Rh.: Vantaggi della Diagnosi Precoce
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