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INTRODUCTION

* Acromegaly is a rare endocrine disorder, which is usually the result of
a growth hormone (GH)-secreting pituitary adenoma. Management
options for patients with acromegaly due to pituitary adenomas
iInclude transsphenoidal surgery, medical therapy, and radiotherapy:.’

* One of the key treatment goals of acromegaly therapy is to achieve
and maintain control of GH and insulin-like growth factor 1 (IGF-1),
as inadequately controlled acromegaly is associated with significant
morbidity and mortality.2

* Many patients remain uncontrolled despite medical treatment with
first-generation somatostatin analogues (SSA) - octreotide long-
acting repeatable and lanreotide Autogel (ATG).®

* Pasireotide, a next-generation SSA, has proven to be an effective
treatment for patients with acromegaly.*® Pasireotide has been recently
approved for the treatment of acromegaly in US and Europe.®’

* Pasireotide exerts its action by targeting the 2 most prevalent
somatostatin subtype receptors (sst) 2 and 5 on GH-secreting
pituitary adenomas; the binding affinity of pasireotide when compared
with octreotide and lanreotide, is greater for sst, (39- and 85-fold,
respectively), and similar for sst, (Figure 1).°

Figure 1. Preferential Binding Affinities of Somatostatin and Different
Somatostatin Analogues
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sst, somatostatin receptor subtype.

STUDY RATIONALE

* Superior efficacy of pasireotide LAR (40 mg and 60 mg) vs continued
treatment with octreotide long-acting repeatable or lanreotide ATG (active
control) in providing biochemical control (mean GH levels < 2.5 pg/L and
normalised IGF-1 for sex and age) has been demonstrated in patients
with inadequately controlled acromegaly (PAOLA study).®

* The present phase lllb, single-arm, open-label study (CSOM230C2413)
Is designed to evaluate the efficacy and safety of pasireotide LAR in
patients with acromegaly inadequately controlled after receiving

at least 3 months of treatment with the maximal approved doses of
first-generation SSAs (Table 1).
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* As per the current guidelines for medical treatment of acromegaly,
the proposed GH cut-off is < 1 pg/L for biochemical control (in terms
of normalising mortality rates);? this cut-off will be used in the current
study to define response.

* |n this study, supportive analyses will be carried out in 2 patient
subgroups to evaluate pasireotide LAR by mean GH level at screening

(Table 1).

— In particular, a new patient population with mean GH between
1.0 pg/L and 2.5 pg/L at screening that was not studied in the
PAOLA trial will be evaluated, in addition to patients with a mean
GH > 2.5 pg/L.

Table 1. Study Endpoints

Proportion of patients with GH < 1 pg/L and IGF-1 < ULN at week 36

Supporting analyses for primary

Proportion of patients with GH < 1 pg/L and IGF-1 < ULN at week 36 in patients having mean GH level at
screening between 1 pg/L and 2.5 pg/L

Proportion of patients with GH < 1 pg/L and IGF-1 < ULN at week 36 in patients having mean GH
level at screening > 2.5 pg/L

Secondary (core phase)

Change in mean GH (5-point profile over a 2-hour penod) from study baseline to week 36
Change in IGF-1 x ULN from study baseline to week 36

Proportion of patients (overall and by subgroups of mean GH level at screening) who achieved the
following:

- GH <1 pg/Land IGF-1 < ULN at week 12 and 24

- GH <1 pg/L at week 12, 24, and 36

- IGF-1 < ULN at week 12, 24, and 36

Adverse events that started or worsened after treatment. Laboratory incidences by Common Toxicity
Criteria

Change in scores as measured by AcroQOL, EQ-5D-5L and signs and symptoms of acromegaly from
baseline to weeks 12, 24, and 36

AcroQOL, Acromegaly Quality of Life Questionnaire; EQ-5D-5L, EuroQol - 5 Dimensions - 5 Levels; GH, growth
hormone; HRQOL, health-related quality of life; IGF-1, insulin-like growth factor 1.

Figure 2. Study Design
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METHODS

Patients

* Adults (= 18 years of age) with inadequately controlled acromegaly
(mean GH = 1.0 pg/L and sex- and age-adjusted IGF-1 > 1.3 x ULN)
after at least 3 months of maximal approved doses of octreotide
long-acting repeatable (30 mg or 40 mg) or lanreotide ATG (120 mg).

Study Design

* Phase llIb, international, multicentre, open-label, single-arm study
(Figure 2).

Run-in Phase (3 Months)

* Patients currently being treated with octrectide long-acting repeatable
30 mg, despite the availability of octreotide long-acting repeatable
40 mg at the time of screening, will enter run-in phase and will receive
3 injections (3 months) of octreotide long-acting repeatable 40 mg/28
days before being evaluated for eligibility to enter the core phase.

Core Phase (36 Weeks; Week 0-36)
* Patients will start on pasireotide LAR 40 mg/28 days.

* GH and IGF-1 will be evaluated every 12 weeks until the end-of-core
phase.

* Dose adjustments will be carried out on week 16 and week 28 after

biochemical control evaluations at week 12 and week 24, respectively
(Figure 2).

— Dose will be increased (to 60 mg/28 days) if patients remain
uncontrolled and had no tolerability issues with pasireotide LAR
40 mg/28 days

— Dose can be decreased (until 20 mg) in case of tolerability issues.
Once the issue resolves, patients should resume to the previous
dose

— Same dose will be maintained if patients achieve biochemical
control.

* During this phase, any concomitant medication for the treatment of
acromegaly is prohibited.

Extension Phase (36 Weeks; Week 36-72)

* Patients will continue to receive the same dose as in core phase
(40 mg/28 days or 60 mg/28 days).

* Doses of pasireotide LAR may be adjusted up to 60 mg at weeks
52 and 64 based on whether the patients achieve biochemical control
at weeks 48 and 60, respectively (Figure 2).

* Patients remaining uncontrolled during extension phase will be
allowed to receive concomitant treatment starting from week 40
with medications used to manage acromegaly as per investigator’s
judgment for exploratory purposes.

Safety Follow-up

» Safety and tolerability will be assessed throughout the study in
patients who received at least one dose of study medication.

o Safety follow-up will be carried out for 8 weeks from the last
study drug administration, after discontinuation from the study or
completion of study treatment either at the core phase or extension
phase of the study.
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CURRENT TRIAL STATUS

e This study is currently enrolling patients.
¢ Target enrolment is a total of 112 patients (Figure 3).
e (Clinical trial.gov identifier: NCT02354508.

Figure 3. Location of Recruiting Countries
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CONCLUSIONS

* This study will evaluate the efficacy and safety of pasireotide
LAR in patients with inadequately controlled acromegaly after
at least 3 months of treatment with maximal approved doses
of first-generation SSAs.

* The definition used in this study for biochemical control is
aligned with the current guidelines for medical treatment of
acromegaly. Allowing the inclusion of patients with a baseline
value of mean GH between 1 pug/L and 2.5 pg/L, in addition
to patients with a mean GH > 2.5 ug/L, will provide data in a

population not studied in the PAOLA trial.
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