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Table | Binding affinities of somatostatin (SRIF-14), pasirectide, octrectide, and lanreotide to the five human sst'

Compound sst, sst, sst, sst, sst,

somatostatin (SRIF-14) 7 0I5 + 07 | 50+ 0.4 0.79 + 0.04
Pasireotide 03+ 0 E A 5 = 1000 0.16 + 0.0
Cictreotide } 038+ 008 -~ 1000 63+ 10

Lanreotide i 054 + 0.08 § 9 230 + 40 I7T£5
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SIS 1-14

T %2 3 min

DCTREOTIDE
Octreotide sc: 50-500 mcg /8 ore
Octreotide LAR: 10-30 mg/28 giorni

LANREOTIDE
Lanreotide SR 30-60 mg/14-28 giorni

Affinita Recettoriale Lanreotide Autogel (ATG) 60-120 mg/
21-42 giorni

Farmacocinetica
PASIREOTIDE

Pasireotide 200-900 mg/12 ore
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Diversa espressione
SSTRs negli adenomi

Diversa espressione
SSTRs nello stesso tipo

di adenoma

ﬁ Diversa espressione
8. SSTRs condiziona

%}_ ” “ effetto anti-secretivo ed
AN .« = anti-proliferativo



_..% Efficacia clinica SSA %m

a,
=11 nowambra 2012

AME

Polimorfismo SSTRs - T
entification of somatostatin recepior Dype 5 gene
(SSTRZ e SSTRS) ,IT‘:_]T'_“'.TI’]?I-_W_]‘_‘_r“_mii_"“:.i_l,“..il__h .'lr..:ltl'ulr.n:fl..:.illl;\.l o

Mulation of Somatostatin Receplor Type 5 in an
Acromegalie Patient Resistant to Somatostatin
Analog Treatment

CMITLA DALLATE® 1004 PEREANT AMOCIEA G LAMDL. MARCELLC FILODARTI

varia nti di S STRE A Potential Inhibitory Role for the New Truncated

Wariam t of Somatoitatin Rocoptor 5, sst5STRIDY, in

SST Rs - S ST RST D“MS STR STDM 5 Pituitary Adenomas Poorly Responsive to

Somatostatin Analogs

Diversa modulazione di risposta legata a
- GSa mutazioni
- espressione recettoriale globale

- P DE Clinical Characteristics and Therapeutic Responses in
Patients with Germ-Line AlP Mutations and Piturtary
- ZAC Adenomas: An International Collaborative Study

-AIP LEE tan b Dby ® Mens 8 Tohomroes,® Petrck Petrossosee * Hine Heloeasrs,

JCEM 2010
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Selezione dei pazienti = studi clinici

- predittivita di risposta (risposta a
breve termine)

Doselintervallo di somministrazione

Formulazione farmaceutica del farmaco
Durata della terapia

1-TERAPIA COMPLEMENTARE
- pazienti operati

- pazienti sottoposti a radioterapia
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Subculanvous and Intrmmuscular Slow-Helease

assﬂ'nza di dﬂ.ﬂcit nEurﬂtngici (hetrentide on Growth Hormone, ITnsulin-l.ike

Growth Factor.l, and Tumor qme

JE NEVAR 5 1. ATERY, A N & 4, P.M BROITLOAR, F MANSNA P E. ITARAES,
H. A JAMES M MMAOUNSELL U E M. F. BUANLIDN, 1. b STEWANT, E. TEARLALE
H E TIMNERL. J A N WASS aws J M WHENLAW

Firstdine octrectide-LAR therapy induces tumour shrinkage
and controls hormone excess in patients with acromegaly:
results from an open, prospective, multicentre trial

s ecrez i one ormona I e i e e b b s SRR

Primary Treatment of Acromegaly with Octreotide LAR:
A Long-Term (Up to Nine Years) Prospective Study of Tis
Efficacy in the Control of Dhsease Activity and

Tomor Shrinkage

Riduzione di massa e e e e e e

(S hl"in kﬂgﬂ) Significant tumour shrinkage after 12 months of lanreotide

Autogel-120 mg treatment given first-line in acromegaly

o, Eugema Reaminit,
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3 - TERAPIA PRIMA DELLINTERVENTO (PRETREATMENT)
- miglioramento quadro clinico in attesa dell’intervento

- facilitazione intervento, riduzione problemi
anestesiologici e complicanze intra/postoperatorie

Preoperative Octreotide Treatment in Newly
Diagnosed Acromegalic Patients with
Macroadenomas Increases Cure Short-Term

- ﬂutCﬂmE dEll’iﬂt&WE!‘lta Postoperative Rates: A Pruﬁpe-cl:i\re Randomized Trial

sven B, Carlzen, Morten Lunc-lchan -s-' | omas Schreiner, 1 nderud, Bvind dohannesen,
lehan Svariberg, lohn &, Cooper, John K. Hald, Stine L. Foug id Jens Bollersles, on behall of
the Precperatme Ootrectide Treatrmemt of Acroemegaby sk 1]
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rRisposia Slocnimica

- OGTT

- GH < 2.5 ng/ml
- GH < 1.0 ng/ml
- IGF-l normale

- GH e IGF-I

GH/IGF-l Discordanze fino al 40% dei pazienti
— sistemi di dosaggio
- fattori interferenti (sesso e terapie concomitanti,
nutrizione e malattie associate)
- effetto analoghi su secrezione epatica di IGF-I
- polimorfismi recettore del GH
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Massa (shrinkage)

Giustina A Meta-Analysis on the effects of octreotide on tumor mass in acromegaly
PLoS One. 2012

Octreotide — Lanreotide
Almeno riduzione del 20%
50-70% dei pazienti

Fattori determinanti

- formulazione farmaceutica
- risposta biochimica

- durata trattamento

- micro/macroadenomi

- primary therapy
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resistenza agli analogni reatment

DEFINIZIONE

Criteri di - biochemical resistence
- tumor resistence '

Durata della terapia (12 mesi)

: Colao End Rev 2011
Dose ottimale

Partial Surgical Hemoval of Growith Hormone-Secreting
Pituitary Tumors Enhances the RBesponse to
Somatostatin Analogs in Acromegaly

Cosa fare ?

Karavitaki M, Turner HE, Adams CB, Cudlip S, Byrne [V,
Fazal-Sanderson V, Rowlers &, Trainer 1*), Wass JA 2008
3_!_ D EE U L_:,J: ] j"xJ [':j H1_|r.|?|-:'.=1_l_ dn:.l.'fu!lfln.;e. n.r ”;.‘-'I[III.T:J.'}-'. rn:1-.'n‘:.a.Jn.‘nrjl:q.a-i 11:..31|:~:1.r|:[-:
acromegaly improves control by lanreotide. Clin Endocri-
Al (0t £ER-97—07 5
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Sandret JCEM 2011

Under somatostatin analog and cabargaline

Duraticn of IGF-1 IGF-I
trootmant {mgimil), (% of ULMN),
[mionths) maan [5o) meaan (5o)

Cabergoline
maan doso
[mig k)

GH ANTAGONISTA

Commbined freatment Tor acromegaly with long-acting
somalostalin analogs and pezvisomant long-term salely e up
to 3.5 vears (median 2.2 vears) of follosw-up in 86 patients

e lerder, IARIL Jnss, GG P does sl A0 v iker 1y

Coadininistration of lanreotide Autogel and pegvisomamnt
normalizes TGET levels and is well ioleraled in paticols with
acromegaly partially conurolled by somaiosialin analogs alone

gradn Bervaben, Jan up Plilipges Caron®

% chango

% of patients
with GH
= 1.5 mg/ml

% of patisnts GH
with normal {reqfrmal,
in k=l LET M| Man (50

Massa
Controllo biochimico malattia

Controllo quadro clinico
(Metabolismo glucidico; Qualita di vita)

Compliance
Costi



Acromegalia L

3,
9«11 novambsna 2012

Exapeptide ciclico

Maggior emivita (7-11 ore) e
durata d’azione

Multi Ligand
( Ligando Universale)

Recycling diverso

Ruolo di SSTR 5: affinita 40
Studi in vitro volte maggiore

Studio in acuto (van der Hoeck JCEM 2004)

12 pazienti
Octreotide 100 mcg sc vs Pasireotide 100, 250 mcg sc.
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5__ P ;_E ‘::3 jl‘-{ E U'J"J D E Pasireotide (50M230) Demonstrates Efficacy and

safety in Patients with Acromegaly: A Randomized,
Studio Fase |l

Multicenter, Phase 1l Trial

JCEM 2010

5. Petersenn, ). Schopohl, A, Barkan, P. Mohideen, & Coleo, R. Abs, A Buchelt
.-¥. Ho, K. Hu, A. 1 Famall, 5 selmed, 8. M. K. Biller, and the Pasrectide

Acromegary Study Gioup

Octreotide 100 mcg tid 2 Pasireotide 200, 400, 600 bid

Normalizzazione GH/IGF-|
9% octreotide, 19% pasireotide (28 gg), 27% pasireotide (74 gg)

Tumor shrinkage
> 20% nel 39%

Effetti collaterali: gastrointestinali, diabete
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Octreotide

SSTRS

Cushing'’s disease L

Ricamia,
9=11 nosambsra 2012

1 Effects of SOM230 on Cell Proliferation and
Adrcnocorticotropin Scerction in Human Corticotroph

Pituitary Adenomas J C E M 2 0 'D'B

Db L. Estlsts, Xun 7heng. Keger

Gejman, Peler J Anssl, Tunll Zhouo, Sarsh A Johnson
PBroake Swennngper. £ Tessa Medlep-Whvls, Constantines A Siralskis, and Anne Klibanski

Treatment of Pituitary-Dependent Cushing's Disease
with the Multireceptor Ligand Somatostatin Analog
Pasireotide (SOM230): A Multicenter, Phase Il Trial

JCEM 2009

b Bemcaro, 'W. H. Ludlam, B. Attmson, | E. Glusmean, 5. Petsrsenn, B Reincks,
F. Snpder, £ Tabarin, B. M. K Biller, | Fnding, 5 Melmed, C. H. Darby, E. Hu,
Y. Wang, P. UL Freda, A B. Grossman, L A Frohman, and ). Berthersd

M lZ2-Month Phase 3 Study of Pasiceotide

in u;':.u.q_|-m-.—--=, r.-ni:w;-,-:z -. NEJM 2012
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Peggioramento glicemico
73%

Hb glicosilata 5.8 2 7.2%

normalizzazione UFC
6 mesi 16-29 % - 12 mesi 13-25%
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Locali
Addominali
Alopecia

Aritmie: bradicardia, QT

Calcolosi colecistica
- asintomatica
- complicata

Metabolismo glucidico
- ipoglicemia

- insulino resistenza

- funzione beta cellulare
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Effects of Somatostatin Analogs on Glucose
Homeostasis: A Metaanalysis of Acomegaly Studies

Gherardo Marsotti, lrere Aonani, St=fania Bonedorna, Yaher Tom, Philppe Chanson

and Andrea Giusbins

JCEM 2009
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Non funzionanti

TSH-omi
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