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Bond affinity of the somatostatin analogs for the 5
receptors

hsst,

Somatostatin 14 0.93+0.12

Lanreotide

Octreotide

IC, expressed in nanomoli (mean + standard deviation)
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REVIEW

Somatostatin Analogues in the Treatment of
(Gastroenteropancreatic Neuroendocrine Tumors

TuErrY DELavmorr, MD: Joseru Rusmn, MD; FLorence Neczyporenko, MD); Caarr Es Ervscaman, MDy;
AND Tmomay J. Hospay, MD

Mayo Clin Proc. 2005;80(4):502-506




TABLE 2. Octreotide Studies in Gastroenteropancreatic Neuroendocrine Tumors*

Response (%)

No. of - -
BR

Reference patients Agent Dosage

Arnold et al," 1996 52 Octreotide 200 pg 3 times daily 74
Maton et al,™ 1989 107 Octreotide Various doses 794
Evols et al » 1987 22 Octreotide 150-500 ug 3 times daily 68.2
Ruszniewski et al * 1993 4 Octreotide 200 pg twice daily 75
Eriksson et al,*™* 1990 14 Octreotide 100 pg twice to 3 times daily 28.6
Eriksson & Oberg,” 1993 19 QOctreotide 100 ug twice daily

di Bartolomeo et al,'* 1996 58 Octreotide 500-1000 pg 3 times daily
Saltz et al.™ 1994 34 Octreotide 250 pg 3 times daily

TABLE 3. Lanreotide Studies in Gastroenteropancreatic Neuroendocrine Tumors*

No. of Response (%)

Reference patients Agent Dosage BR

Eriksson et al,'® 1997 19 Lanreotide 4 mg 3 times daily 58

Imam et al,” 1997 8 Lanreotide 4 mg 3 times daily
Faiss et al,* 1999 30 Lanreotide 5 mg 3 times daily NR




TABLE 2. Octreotide Studies in Gastroenteropancreatic Neuroendocrine Tumors*

s ] O
No. of _ Response (%) :

Reference patients Agent Dosage BR

Ricei et al,” 2000 15 Long-acting 20 mg/mo 4]
oclreotide
Shojamanesh et al,* 2002 15 Long-acting 20-30 mg/mo NR
octreotide
Tomassetti et al,” 1998 16 Long-acting 20 mg/mo 8l 100
octreotide

Rubin et al,'" 1999 26 vs Octreotide vs 300-900 pg/d (total dose) vs N 58 vs
22120125 long-acting 10720730 mg/mo 67/71/62
octreotide ~ 4

Ricci et al ™ 2000 Prolonged-release 30 mg every 14d 7 : : 65
lanreotide
Scherubl et al *' 1994 Prolonged-release 30 mg every 10-14 d N 86/42/50,
lanreotide F/D/A
Tomassetti et al,™ 1998 Prolonged-release 30 mg every 10d N 100
lanreotide
Ruszniewski et al,” 1996 Prolonged-release 30 mg every 14 d ' 39/30,
lanreotide F/D
Wymenga et al,'” 1999 Prolonged-release 30 mg every 14d 3 42
lanreotide
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TAELE 2. Octreotlde Studies In Gastroenteropancreatic Neuroendocrine Tumors*

No. of Response (%)

Reference patients Agent Dosage (oR )SD )

Amold et al.”* 1996 52 Octreotide 200 pg 3 times daily 0 36.5
Maton et al,* 1989 107 Octreotide Various doses 1.5 39
Kvols et al * 1987 22 Octrectide 150-500 ug 3 times daily NR
Ruszniewski et al >* 1993 4 Octreotide 200 ug twice daily NR
Eriksson et al,* 1990 14 Octreotide 100 pg twice to 3 times daily 214
Eriksson & Oberg,”” 1993 19 Octreotide 100 pz twice daily 316
di Bartolomeo et al,"* 1996 58 Octreotide 500-1000 pg 3 times daily ; 465
Saltz et al.” 1994 34 Octreotide 250 pg 3 times daily \_50

TABLE 3. Lanreotide Studies in Gastroenteropancreatic Neuroendocrine Tumors*

No. of Response (%)

Reference patients Agent Dosage (DR \]( SD ]

5 70
8 Lanreotide 4 mg 3 times daily 0 87.5
7 37

Eriksson et al,'® 1997 19 Lanreotide 4 mg 3 times daily

Imam et al,’ 1997 $
Faiss et al.** 1999 30 Lanreotide 5 mg 3 times daily 6.




TAELE 2. Octreotide Studies in Gastroenteropancreatic Neuroendocrine Tumors*

Response (%)
D

No. of e
Reference patients Agent Dosage ; 1 B
Ricci et al ' 2000 15 Long-acting 20 mg/mo
octreotide
Shojamanesh et al.* 2002 15 Long-acting 20-30 mg/mo
octreotide
Tomassetti et al,” 1998 16 Long-acting 20 mg/mo
octreotide
Rubin et al,'' 1999 26 vs Octreotide vs 300-900 peg/d (total dose) vs
2220125 long-acting 10/20/30 mg/mo
octreotide

Ricei et al.** 2000 Prolonged-release 30 mg every 14 d
lanreotide

Scherubl et al,*! 1994 Prolonged-release 30 mg every 10-14 d
lanreotide

Tomassetti et al > 1998 Prolonged-release 30 mg every 10 d
lanreotide

Ruszniewski et al,™ 1996 : Prolonged-release 30 mg every 14d
lanreotide

Wymenga et al,'”” 1999 - Prolonged-release 30 mg every 14 d
lanreotide
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Octreotide LAR 30 mg Lm. every 28 days

Confinuation
af treatrmeant |
No prograssion

Informeas Randomization
consert 11

Screaring

Primary endpoint: tme to tumor progression

Treatment was continued until CT or MRI documented tumor progression (WHO)
Follow-up until death

CT and/or MRI was evaluated by a blinded central reader
No observation period prior to treatment to judge spontaneous tumor growth




Qctreotide LAR vs placebo P=0.000072
HR = 0.34 [95% CI: 0.20-0.59]

___ Octreotide LAR: 42 patients / 26 events
Median 14.3 months [9£% CI; 11.0-28.8]

____ Placebo: 43 patients / 40 events
Median 6.0 months [95% Cl: 3.7-9.4]
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Octreotide LAR (n=42) Placebo (n=43)
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Octreotide LAR median survivial duration not yel reached (>77.4 months)
Placebo: 73.7 months
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~ Octreofice LAR: 42 patients / 7 events
Median >77.4 months (not reached)

__ Placebo: 43 patients / 9 events
Median 73.7 months
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GUIDE LINES FOR USE OF SST ANALOGS

|

OCTREOSCAN positive tumors
Endocrine tumors associated with syndrome

Patients having progressive endocrine metastatic tumors without the

syndrome

To prevent the “carcinoid crisis” during the surgical procedure

Oberg K, Annals of Oncology 2004




GUIDE LINES FOR USE OF SST ANALOGS

|

After debulking by means of surgery, chemoembolization and other

procedures.

As an adjuvant in patients without residual disease after surgery.

In the presence of the metastatic asymptomatic disease.

Oberg K, Annals of Oncology 2004




ENDOCRINE GASTRIC TUMORS




Well-Differentiated Gastric Tumors/Carcinomas
ENETS GL“de“neS (Neuroendocrinology 2006)

Type 1-2 ECLomas
|

| !

Tumors >1cm
Tumors >1 cm

: . Involving the
Not involving the ng .
) : muscolaris propria
muscolaris propria

ﬁ &

Partial or total
) | gastrectomy with lymph
node dissection

Malignant development
or recurrence




Endocrine-Related Cancer (2008) 15 337-342

Gastric endocrine tumors type |I: treatment
with long-acting somatostatin analogs

D Campana’, F Nori', R Pezzilli’, L Piscitelli’, D Santini=, E Brocchi’,
R Corinaldesi’ and P Tomassetti '




CARCINOIDI GASTRICI TIPO 1

— Regressione completa dopo 6-12 mesi
9 Pazienti con tumore l di terapia in tutti i pazienti

endocrino dello

stomaco su Gastrite N
Cronica Atrofica Riduzione significativa dei valori di CgA e
Gastrina dopo 6 e 12 mesi di terapia
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TREATMENT OF TYPE II GASTRIC
CARCINOID TUMORS WITH
SOMATOSTATIN ANALOGUES

PaorLa TomasseTTi, M.D., Marina MiGLIORI, M.D.,
Gian CarLo CaLetTi, M.D., PieTRO FusaroLl, M.D.,
RoBERTO CORINALDESI, M.D., anD Lucio GuLLo, M.D.

PaTiEnT 1,
a 50-Year-OLo Man
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MTOR-Inhibitors ( , Temsirolimus)

Antiangiogenesis ( , Endostatin, Thalidomide)
Multitargeted Inhibitors ( , Sorafenib, PTK)
EGFR-Inhibitors (Gefitinib)
c-Kit-inhibitor (Imatinib)




Analoghi della
Somatostatina

Terapie
ablative

Chemioterapia
tradizionale




