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La anatomía patológica de los tumores neuroen-

dócrinos requiere de estandarización en el diagnós-

tico y de la identificación precisa de características

con valor pronóstico.

Aunque la actual clasificación y subsecuentes

publicaciones3 han definido claramente los fenoti-

pos de los tumores neuroendócrinos gastroentero-

pancreáticos, sus condiciones clinicopatológicas

relacionadas y factores pronósticos histopatológicos

relevantes, es de apreciar las limitaciones en algunos

aspectos tales como que aún no existe, en la prácti-

ca, gran adherencia por parte de los patólogos, fal-

tan definiciones de lesiones displásicas e hiperplási-

cas en intestino delgado y grueso, incluso las lesio-

nes referidas como de comportamiento incierto no

están suficientemente caracterizadas.

En conclusión, la heterogeneidad de las neoplasias

neuroendócrinas abarca tanto a aspectos diagnósti-

cos como terapéuticos, los cuales deben ser conside-

rados como características específicas para cada

paciente de manera  individual e indefectiblemente

en el marco de un equipo multidisciplinario. La cla-

sificación actual de la OMS permite acceder a diag-

nósticos relativamente uniformes y en la mayoría de

los casos establecer su potencial de malignidad.
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Pathology-based clinical considerations.
Introduction to the ENETs guidelines
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Our working field is increasing day after day. For

this reason we need to work in teams and make

group efforts. We need teachers, physicians who are

able to teach.
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What about consensus guidelines? 

Guidelines are just an agreement. When you have

a patient in front of you, or you face a scientific pro-

blem you need to make decisions, and when you

find the solution you know if you were right or not.

Our job as physicians is the job of the deja –vu. 

We have two consensus guidelines, one from 2006:

"Consensus Guidelines for the management of Patients with

Digestive Neuroendocrine Tumors: Why such Guidelines and

how we went about it", and another from 2008: "Consensus

Guidelines for the management of Patients with Digestive

Neuroendocrine Tumors: The Second Event and some Final

Considerations", published in Neuroendocrinology. Of

course it was not easy to put together the people and the

papers to finally come out with these guidelines.

With respect to neuroendocrine tumors (NETs),

it should be underlined that despite the fact that

guidelines are published by expert national and

international groups, Consensus on patient mana-

gement is difficult to reach, especially in the light of

the relatively limited evidence available in the

current literature.

ENETS, European NeuroEndocrine Tumor

Society, managed to define consensus standards on

the diagnosis and treatment of tumors among inter-

national experts. The same premise lead to the con-

sensus, gold standards, guidelines for the manage-

ment of patients with NETs. Consensus is achieved

thanks to research; guidelines are the validation.

This includes registry design and papers to be

published.

Which are the basis of diagnosis and therapy? 

To detect the presence or absence of the syndrome;

the diagnosis is then based on biopsy. Then, stage of

the disease based on imaging, histology, molecular

staging, biological markers. This will eventually lead

to treatment design and treatment options. In other

words, without staging, there is no treatment. We

need standarization for guidelines. 

If you don’t suspect it, you don’t detect it!

As for the number of new patients in 2006: 668

were diagnosed in France, and less than 250 in Italy.

We are more southern, they are more northern. 

The number of patients under treatment: 95,000

in the USA, and less than 8,000 in Italy. However,

the number of patients under treatment in Italy

should be around 18,000.

If we look at the SEER survival graph for digesti-

ve tumors for the year 2004, we can see that the best

rate corresponds to GEP-NET, colon and rectum,

and then stomach, esophagus, and pancreas. The

prevalence reveals a clinical problem, since the rate

for GEPs are too low. So, the question arises: where

are patients with GEPs?

This means our diagnostic methods are impro-

ving. It is not due to a virus, a bacteria or pollution.

Without a chronology and events in the natural

history of disease, we do not know, we do not

understand what we are doing. We have to consider

both inherited and acquired risk factors, the biolo-

gic onset, the symptoms, and the morbidity or mor-

tality outcome. I would like to underline these

points just to try and give an answer to the question

you have asked me to address. Otherwise this is just

like playing cards and waiting for the other player to

stand up and leave for a minute to then have a

chance to look at his cards. 

It is known that inherited risk factors are related to

MEN 1 and MEN 2; this is part of the story. As for

acquired risk factors, there is no much information.

Our paper includes a graph (G. Delle Fave.

Aliment Pharmacol Ther: 2003) showing the num-

ber of sealed units of proton pump inhibitors (PPIs)

and H2-Receptor antagonists market (1990-1998)

comparing the Italian and the US market. Both in

Italy and in the USA the number of PPIs (proton

pump inhibitors) is higher. 

Another graph showing the number of Zollinger

Ellison patients diagnosed both in an Italian and

American center. The graph shows a downward

trend in the number of referrals in both centers. 

In the 90s these patients presented singular

tumors and few metastases. Now, most of these

patients with ZE come with gastrinoma and advan-

ced disease.

Panzuto et al described the prognostic factors in

156 patients with GEP NETs, considering the pri-

mary tumor site (pancreas vs. GI tract) - the site is

a negative prognostic factor - the tumor degree of

differentiation (poor vs. good), the Ki 67 value,

and the presence of distant metastasis in order to

address the question of survival. As for the Ki-67

value over 2 and below 2 differ significantly at 3

years survival rate.

Is all this good enough? In fact it is all we have.

If we make a comparison from the pathological

point of view of the Ki-67 in the primary and liver

metastasis, we can see that the lat ter is much more

aggressive. (1% vs. 15%,  respectively. As for gastri-

noma liver metastasis, we detect high Ki-67 levels in

the border, and low levels in the middle. When we
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fore the diagnosis is delayed 4-6 years. The same

applies to the pancreas (abdominal pain, weight

loss, anorexia, vomiting, jaundice, diarrhea) and to

metastasis (jaundice, bone pain). Therefor we are

not able to reconstruct the natural history of the

disease, and in conclusion 30 to 50% of the diag-

nosis is made by chance. It usually happens that

patients come only for screening and a spot is found

in the liver. Then, the biopsy confirms the presence

of a neuroendocrine tumor. As for predictors of res-

ponse to therapy we always find that cell prolifera-

tion and the proliferative fraction are good predic-

tors. Then, differences in terms of size of the sto-

mach, appendix, colon and rectum exist. The size

determines the symptoms. 

Predictors for tumor response to analogs are cru-

cial to determine the response to therapy. Pancreatic

tumors respond less than carcinoid tumors. No pre-

vious surgery is crucial to determine survival. 

Finally, molecular prognostic factors: SSRT 2 and

SSRT 2+5 should be considered; and the deregula-

tion of the m-Tor pathway, which is a negative prog-

nostic factor. m-Tor can be addressed now by only

one drug. Other risk factors can be the TNM and G

degree pathology classification. From the clinical

point of view, hypersecretion and localization, time

to progression (slow vs. rapid), and previous surgery

and ablations are important.

To conclude, this disease should be managed in a

particular center where the radiologists, patholo-

gists, surgeons, clinicians and oncologists work

together. 

do FNA we do it in the border and the middle. In

this case, we know nothing about the biological

onset. We do know about the natural history of the

disease in terms of morbidity and mortality. In

other words we are starting from the very end, and

as you know we should begin from the very begi-

ning, i.e., no more a retrospective but a prospective

approach. 

A prospective study was conducted in Verona,

Milan, Torino and Rome including 318 well selec-

ted patients with advanced disease, not resectable,

with residual disease after surgery. The goal of this

study was to establish the time for the first progres-

sion. The mortality rate for a 1-12 year follow up

period reached 39%. The progression rate was

74%; and the absence of progression was 26%,

which means 25% of the patients did not exhibit

progression, even with advanced disease and liver

metastasis.

We do not know about the onset of symptoms.

The symptoms and signs may be associated to

hypersecretion of bioactive hormones and amines,

or due to a mass effect, that is proliferation and

invasion. The clinical presentation depends on loca-

lization. If localized in small tubes, the symptoms

are severe; in large tubes symptoms are mild. It also

depends on the disease extension,  that is dimension

and metastasis, either in bone or liver. As you can

see in this case, we do not have specific symptoms

for carcinoids in the digestive tract. Symptoms may

include dyspepsia, macroanemia, abdominal pain,

subocclusion, diarrhea, rectal bleeding. And there-
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Los tumores neuroendócrinos son aquellos que se

originan en las células neuroendócrinas incluidas en

glándulas como la hipófisis, la tiroides (células para-

foliculares) o la médula suprarrenal, o bien dispersas

en diversos órganos formando un sistema neuroen-

dócrino difuso que incluye, entre otros, a las células

neuroendócrinas de los islotes pancreáticos, del

hígado, del epitelio bronquial, del tubo digestivo,

del timo, de la mama, de la próstata, de la vejiga, del

cuello uterino y de la piel. 

Las células neuroendócrinas localizadas a todo lo

largo del tubo digestivo representan el grupo más

grande de células hormono-productoras del organis-

mo,1 de allí que la mayoría de los tumores neuroen-
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