New somatostatin analogues

21SOM-230 (pasireotide)

= High affinity to sst1, sst2, sst3 and sst5

. Double-blinded randomized study for patients with carcinoid
syndrome not responding to Octreotide LAR 30mg

Octreotide 40mg IM vs Pasireotide 60mg
IN PROGRESS
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Telotristat Etriprate (LX16006) : a new drug
candidate for carcinoid syndrome

Efficacy of Telotristat Etiprate in Refractory Carcinoid Syndrome: Preliminary Results of a Randomized,
Placebo-controlled, Multicenter Study
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Inhibitor of tryptophan hydroxylase — reduces serotonin production

»  Oral agent
Well tolerated and achieved > 30% reduction of bowel movements

from baseline
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Control of tumor growth in cases
of advanced disease

1 Biological treatment (somatostatin analogues
and/or interferon)

1 Cytotoxic chemotherapy

1 Hepatic arterial embolization or
Chemoembolization

1 Ablative therapies (i.e radiofrequency ablation)
1 Radiotargeted therapy

1 New treatments

8 No treatment but only active surveillance
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Placebo-Controlled, Double-Blind, Prospective , Randomized study of
the effect of Octreotide LAR in the control of tumour growth in patients

with metastatic neuroendocrine midgut tumours : A report from the
PROMID study group
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* Median time to progression in LAR

group:
14.3 m vs 6 months in placebo
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« After 6 m of treatment :
stable disease in 66.7% of LAR vs
37.2% of placebo

 Most favorable effect in patients
with low-hepatic tumour load and
resected primary tumour
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Rinke A et al. JCO 2009;27:4656-4663 JOURNAL OF CLINICAL ONCOLOGY

Tuesday, 22 November 11



Tuesday, 22 November 11



Systemic Chemotherapy

1 Streptozocin + 5FU regimens (+/-
doxorubicin) for mod/well
differentiated pancreatic
neuroendocrine tumours 35-60%
response rate.

1 Small bowel carcinoids <15%
response.

»  Cisplatin & Etoposide for poorly
differentiated PETs ~60% response,
but early relapse.

Kouvaraki, M. A. et al. J Clin Oncol 2004
Toumpanakis et al, Best Pract Res Clin End Metab 2007
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