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CARATTERISTICHE DEL MARCATORE
TUMORALE PERFETTO

» Prodotto solamente da un determinato tipo di
tumore

» Secreto in guantita misurabile in circolo

» Rilevabile solo in presenza del tumore

» In grado di Iidentificare la proliferazione
cellulare maligna prima che questa abbia dato
metastasi




CARATTERISTICHE DEL MARCATORE
TUMORALE PERFETTO

» La quantita di marcatore in circolo dovrebbe

essere in rapporto all’entita del tumore

> Le sue variazioni dovrebbero:

v riflettere la risposta al trattamento

v indicare quando la malattia € in

progressione.




TUMORI NEUROENDOCRINI

| MARCATORI TUMORALI POSSONO
ESSERE

N

ASPECIFICI SPECIFICI




MARCATORI TUMORALI
SPECIFICI

Insulina < 15umol/L
Gastrina <40 pmol/L
Glucagone <50 pmol/L

VIP < 30 pmol/L
5-HIAA 2-8 mg/24h




MARCATORI TUMORALI
TEST DI STIMOLO

INSULINOMA GASTRINOMA




Table 2 Protocod for 72-Hour Fast.

1. Date the onsst of the fast as of the last mgestion of calories, Discontinue all
nonaszential madic ations,

2, Allow the patient to -:Elnnl:. -:alu:-na ﬁaa aru] c atfeine- fres haveraces,

. eaasurs tha 1&?&15 u:-f plasrna glucns:a 1nsu11n, [ peptice, and proinsulinin the
sarne spacimen; repaat e asuraments every six hoyurs until the plasma gducess
lawral 13 = 60 myg par daciitar, when the intarval should be raducad to avary ons

to two hours,
. End the fast when the plasma gucoess lavel 18 =45 mg per dacalitar (2.5 mrmol

pe.r 11tEI:] Em-:i the patiant has symptu:-ms ol 515;15 of h}rpnglj,rce.mm

proinsyglin, &5- h}.rdm:';j,rbutj,rr at=, anc mﬂfu:-n:,.riu.raa in the sams spa-: ﬂnan, the.n in-
jzct 1 me of ducagonintravencusly and measure the plasma guec ose level aftar
10, 20, and 30 munutes, Then fEad the patent,

7. When a deficiency 18 suspactad, measure plasma cottisol, growth hormons, or
gucazon at the begnming and and of the fast.

Service F.J., N Engl J Med. 1995




CRITERI DIAGNOSTICI
GASTRINOMA

pH gastrico <2 pH gastrico < 2
Gastrina > 1000 pg/m| Gastrina = 100-1000 pg/ml|

! !

GASTRINOMA GASTRINOMA ?

TEST ALLA
SECRETINA




TEST ALLA SECRETINA
POSITIVO
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TEST ALLA SECRETINA
NEGATIVO
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CAUSES OF HYPERGASTRINEMIA

HYPERGASTRINEMIA WITH HYPERCHLORHYDRIA

Zollinger-Ellison syndrome -> sporadic

- associated with
MEN 1

Antral G-cell hyperplasia
Excluded gastric antrum syndrome
Gastric outlet obstruction

Small intestinal resection




CAUSES OF HYPERGASTRINEMIA

HYPERGASTRINEMIA WITH HYPOCHLORHYDRIA

 Chronic Atrophyc Gastritis type A
1. Ildiopathic
2. Autoimmune -» pernicious anemia
- other autoimmune disorders

« Antisecretory agents
H,-antagonists
H* K-ATPase inhibitors




ACIDO 5-IDROSSI-INDOLACETICO

5-HIAA URINARIO

n.v.=2-8mg /24 hrs
cut-off >20mg /24 hrs

Feldman 1986




ACIDO 5-IDROSSI-INDOLACETICO

FALSI
POSITIVI

/

MALATTIA CELIACA

CONTAMINAZIONE
BATTERICA INTESTINALE

MALATTIA DI WHIPPLE

ALIMENTI

A 4

FARMACI

\

Banane, avogado,
noccioline, arachidi,
cioccolato

Paracetamolo, Diazepam,
Atenololo, Indometacina,
Fenotiazine




ACIDO 5-IDROSSI-INDOLACETICO

FALSI
NEGATIVI

FARMACI

L-Dopa

Salicilati




TUMORI NEUROENDOCRINI

MARCATORI TUMORALI
ASPECIFICI




MARCATORI TUMORALI
ASPECIFICI

ENOLASI NEURONO-SPECIFICA (NSE)
GONADOTROPINA CORIONICA UMANA (HCG) a, B
POLIPEPTIDE PANCREATICO (PP)

TUMOR M2-PIRUVATO KINASI (TM2-PK)

CROMOGRANINA A (CgA)




NSE SENSITIVITY AS CIRCULATION
MARKERS FOR NET

NET NSE SENSITIVITY %

CARCINOID 47, 38

PANCREAS ISLET CELL TUMOURS 43, 31

GASTRINOMA 44, 33

CARCINOID MIDGUT 50

SMALL CELL LUNG CARCINOMA 74,61, 85, 62
LIMITED DISEASE a5, 77
EXTENSIVE DISEASE 68, 85

Seregni E, Q J Nucl Med 2000




CROMOGRANINA A
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Chromogranin A: Is It a Useful Marker of
Neuroendocrine Tumors?

Davide Campana, Francesca Nori, Lidya Piscitelli, Antonio Maria Morselli-Labate, Raffaele Pezzilli,
Roberto Corinaldesi, and Paola Tomassetti

Table 1. Cg& Plasma Levels in the Three Groups of Participants

CgA Level
(L Effect (%)
Mo, of
Group Farticipants Mean sD F Estimate 95% Cl

MNETs 238 4281 16843

Compared with CAG patients 114 1536 90.1 to 261.6

Compared with healthy participants = 001 606.7 367.3101,000.0
CAG* 42 50.1 41.2 =001 396.3 201.8t0 7745
Healthy participants 48 10.6 4.7 — — —

MOTE. Comparisons among the groups were made using one-way analysis of variance. P < 001 among the three groups.
Abbreviations: Cgd, chromogranin A; 5D, standard deviation; NET, neuroendocrine turmaor; CAG, chronic atrophic gastritis,
"Pvalues and effect estimates compared with healthy participants.




Distribution of Chromogranin A in 238 endocrine tumor (NET) patients, in 42 chronic
atrophic gastritis subjects (CAG) and in 48 healthy subjects (HS).

* DF: disease free * NH: no hyperplasia
* LD: local disease * H: hyperplasia
--e-HD:-hepatic disease

 DD: diffuse disease
L

wo wigo 3PS o o

b

XX X4

CampanaD., JCO; 25(15) May 2007




Table 2. CgA Flasma Levels in the Subgroups of NET and CAG Patients
No. of Cgh Level (U/L) Effect (%]
Group Patients Mean =D F Estimate 95 % Cl
MET
Ciffuse disease 38 2 ,065.5 3,539.4
Compared with hepatic dizease = .001 687.3 398.5t01,185.4
Compared with local dizease < 001 786.2 468.2 to 1,320.2
Compared with disease free = 001 £,452.6 3,218.6109,237.4
Hepatic dizease 67 187.2 2374
Compared with local dizease BE3 114.4 72.410 180.7
Compared with disease free < 001 793.3 497.1 to 1,266.1
Local disease® 75 163.5 3125 = .00 693.5 448.65t0 1,072.4
Disease free 68 12.3 10.7 — — —
CAG
Hyperplasiat 29 56.7 41.0 032 172.7 106.2t0 2836
No hyperplasia 13 36.3 39.2 — — —
MOTE. Comparisons among the subgroups were made using one-way analysis of vanance.
Abbreviations: CgA, chromogranin &; NET, neurcendocrine tumor; CAG, chronic atrophic gastritis; SO, standard deviation.
"Fvalues and effect estimates compared with disease free.
TP wvalues and effect estimates compared with no hyperplasia

Table 3. CgA Plasma Levels in NET Patients According to the Site of Tumor
Tumar No. of Coh Level (UL
Site Patients Mean sD

Lung 20 46.3 4.6
Stomach 14 78.0 £63.27
Pancreas 94 322.2 9532.7"
Intestine 85 380.1 1,224.97
ZES 25 1,490.5 3,819.3

MOTE. Comparisons among the subgroups were made using one-way

analysis of varance. Overall P < .001 among the five localizations.

Abbreviations: Cgh, chromogranin &; NET, neurcendocnine tumor; S0, stan-

dard deviation; ZES, Zollinger-Ellison syndrome.

"Mo significant differences (P = . 780) were detected at the post hoc analysis Cam pana D., JCO; 25(15) |\/|ay 2007

among patients with stomach, pancreas, and intestinal tract neoplasia.




Results of the ROC curve analysis comparing different groups of patients

AUCLSE Best cut-off range Sensitivity Specificity
(U/L)
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CampanaD., JCO; 25(15) May 2007




CHROMOGRANIN A

RENAL FAILURE
LIVER FAILURE

ATROPHIC GASTRITIS
INFLAMMATORY BOWEL DISEASE
NEOPLASMS

DRUGS (PPI)

STRESS

INTENSE PHYSICAL ACTIVITY
PREGNANCY

HYPERTENSION

PARKINSON SYNDROME




ANAMNES|I ACCURATA

MARCATORI BIOUMORALI

(CgA, 5-HIAA, Gastrina, Insulina)
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