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Introduction Methods
An 8-Yea r I nte rl m Repo rt Of the B241 2 Stu dy! e Patients with acromegaly, Cushing’s disease and other rare endocrine disorders have significant morbidity and reduced quality of life. e B2412 is an ongoing, open-label, multicenter study that allows continued pasireotide treatment for patients who completed a previous

= = - If inadequately treated, patients with endocrine disorders have a higher mortality risk than the general population parent trial (NCTO1794793). This interim analysis was performed 8 years after the first patient first visit

a n O pen - La bel 5 M U Itl Ce nter PﬂSl re Otl de ¢ A robust clinical program of 14 trials demonstrated pasireotide, a pituitary-targeted second-generation somatostatin receptor ligand, — Patients were enrolled from 14 parent studies of varying study designs and diverse patient populations (scan QR code for links to
- - to be an effective treatment, achieving and maintaining biochemical control in patients with rare endocrine disorders, including each parent study)

ROI Iover Stu dy fo Y Patlents Wh O CO ntl N ued acromegaly>® and Cushing’s disease’® — Patients who continued receiving clinical benefit according to the parent study investigator, and who were unable to access the drug
_ _ _ _ e [he B2412 rollover study assessed the long-term safety and clinical benefit of pasireotide in patients who had completed one of the outside of a clinical trial, entered the rollover study and remained on pasirectide at the same dose given in the parent study
to Recelve Beneflt FrO m P aSI re Otl de at 14 previous trials and continued to receive benefit — Depending on the administration route in the parent study, patients received pasireotide LAR (n=303) or sc (h=38) as monotherapy
e This 8-year interim analysis evaluated long-term safety in patients with acromegaly, Cushing’s disease or other endocrine (n=36), or sc combined with cabergoline (N=2)
Co m pl eti on Of an Ea rI ier Tri al ?;ﬁg:/céerr;y;‘; had successfully completed a previous pasireotide parent trial and continued treatment in the B2412 - :L gas?ijg?/tide became commercially available and reimbursed in a patient’s location, they would be reported as having completed

— The primary objective was to evaluate long-term safety over a period of approximately 10 years, determined by the frequency of
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1. 341 patients from 29 countries entered the study from 14 parent trials 3. Median pasireotide exposure from rollover start to interim data cut-off varied across formulations and

patient groups. Median pasireotide LAR monthly dose varied across patient groups

e Diabetes (ICED), Joinville, Brazil; °Recordati SpA, Milan, Italy; "'"Recordati AG, Basel, Switzerland; 2Clinica Javier Prado, San Isidro, Peru e 228 patients had acromegaly, 64 had Cushing’s disease, and 49 had other endocrine disorders, including dumping syndrome (n=22;
0 i —20) 0 NOI i —/ Qo0 i i i
“Potential conflict of interest may exist. Refer to the Meeting App; TDeceased (November 25, 2022); *AMP was an employee of Recordati at time of abstract/ 45%), neuroendocrine tumors (n=20; 41%), carcinoid disease (n=4; 8%), and metastatic melanoma or metastatic Merkel-cell carcinoma
poster development (N=3; 6%) Pasireotide LAR exposure and dose in patients Pasireotide sc exposure and dose in patients Pasireotide LAR exposure and dose in patients
with acromegaly (n=221) with acromegaly (n=7) with other disorders (n=49)
- NCT00446082
PI I NCT00434148 _ NCT00171730 NCT02354508 . o . R . L
din ian g U ag e Summa ry (CSOM230B2305) N=162 (GSOM230C2110) N=85 (CSOM230B2201) N=30 (CSOM230C2413) N=123 46.7 median pasireotide LAR 80.9 median pasireotide sc el U S
Acromegaly pas LAR, RO: n=10 . exposure . exposure 53.9 exposure
. . : CD pas sc, RO: n=10 Carcinoid disease, RO: n=4 Acromegaly pas sc, RO: n=6 Acromegaly pas LAR, RO: n=46 months (min-max, 0.9-99.6) months (min-max, 23.5-100.8) th (min-max, 0.9-95.5)
Why was this analysis carried out? . . months .
e Pasireotide is an approved medicine for treating endocrine disorders such as acromegaly and Cushing’s disease. We wanted to \ / | o . o . _—
assess the side effects of pasireotide IN people who take the medicine for Iong periods of time NCT00600886 NCT02060383 NCTO1374906 i 54.4 CImoesd(lean pasireotide LAR = 1201.2 dmoeselan pasireotide sc = 60.5 ;nfséan pasireotide sc
: : . (CSOM230C2305) N=358 (CSOM230B2219) N=249 NCT01137682 CSOM230G2304) N=150 mg/month (min-max, 17.7-77.3) pg/day (min-max, 900.0-1800.0) ma/month (min-max, 9.0-128.3)
How was this analysis carried out? Acromegaly pas LAR, Acromegaly pas sc, RO: n=1 (CSOM230C2402) N=198 (CD 0as LAR, RO): n=33 = . . ™9 o
¢ People who had completed an earlier clinical trial of pasirectide, and who were benefiting from treatment, could take part in a RO: n=26 Acrorréegaly pas ;/t)R, R?gn=85 Acromegaly pas LAR, RO: n=54
follow-up study (B2412) that gives patients continued access to treatment for up to 10 years pas se, RE:n=
e [hroughout treatment, people were monitored for side effects and clinical benefit Pasireotide LAR exposure and dose in patients Pasireotide sc exposure and dose in patients Pasireotide sc exposure and dose in patients
: : o : : : : NCT01563354 NCT01364415 with CD (n=33) with CD (n=29) with CD who received combination treatment
e [he B2412 study is ongoing. This interim analysis was carried out 8 years after the first person entered the study (CSOM230DIC03) N=124 (CSOM230D2101) N=29 (n=2)
0 Neuroendoctrine tumors, Neuroendocrine tumors,
What We.re the Overa" results . : : : : RO: n=2 / RO: n=2 median pasireotide LAR median pasireotide sc median pasireotide sc
e All the side effects reported were as expected based on pasireotide’s mechanism of action @ 40.0 exposure @ 14.9 exposure @ 27.0 exposure
, min—-max, 3.7-66.9 min-max, 3.0-97.3 min-max, 27.0-27.0
 Only a small number of people stopped treatment because of side effects (CSOMBBOXoD0) Rt NETO1915303 months ( . months ( S months | .
: : : : : : . ~ (CSOM230B2411) N=68
e High blood sugar (hyperglycemia), an expected side effect of pasireotide, was one of the most common side effects and was NCTO1652547 D“mFI’q'r(‘)Q{ f‘y_”zdzmme’ CD pas sc, RO: n=3* NCT00055841 T median pasireotids se median pasireofide sc
reported at a lower frequency during long-term treatment than in earlier clinical trials (CSOM230X2404) N=10 ' (CSOM230D2203) N=118 E :/39.5 . dose E 12(/)3.0 dose E 15(/)3.0 dose
. . " . . | | i mg/mon in-max, 5.3-59.2 a in-max, 300.0-1800.0 a in-max, 1200.0-1800.0
e Hyperglycemia was manageable with additional medicines, and few people stopped pasireotide treatment because of Verastatio melanoma or mefastalic Neuroendocrine tumors, 9 (min-max ) Hg/cay (min-max ) s HIq (min-max o
hyperglycemia |

What do the results mean? /

e | ong-term treatment with pasireotide causes few new side effects, and these can be well managed; this means that few people
need to stop treatment, and most people can continue to receive benefit over long periods of time

4. The most common AEs during rollover 5. Few patients discontinued pasireotide during the
(=10% of patients across all indications) were rollover because of an AE. Concomitant

Where can | access more information?
e Details of the ongoing B2412 study can be found via the following link: https://www.clinicaltrials.gov/ct2/show/NCT01794793

nasopharyngitis, hyperglycemia, back pain medications were initiated in 65.4% of patients
and headache to manage AEs

n=89 Discontinued treatment

Reasons for discontinuation in =5% of patients (%):

e Withdrawal of consent (6.2) n=77 Completed treatment’
e Unsatisfactory therapeutic effect (5.6)
e AE (53 discontinued initiated concomitant
- e All grades  Grade =3 5.3% treatment because 65.4% medications
CO n CI u S I o n S N=175 ] ] Nasopharyngitis (n=18/341) of an AE . (n=223/341)  pecause of an AE .
Ongoing ] ] Hyperglycemia gi Ginued
. : : : : : , iscontinue
e Hyperglycemia is an expected AE during pasireotide treatment®® and often occurs in the first 3 months of therapy. These data O B Back pain 1.5% ireatment because
show that patients who continue with pasireotide treatment Iong—term have a low incidence of new hyperglycemic events RO refers to the number of patients entering The rollover from eachlparent §tudy. *“Two !oatients relceive.d cabgrgoline at a dose of 1 mg in combination with pasirectide; N N Headache (n=5/341) of hyperglycemia
_ . . : fPatients completed the study when pasireotide became commercially available and reimbursed in their location 30 - ®
— Hyperglycemic events that may have occurred during the parent study have been well managed since, which may partly
explain the low incidence of new events during long-term treatment
25 6. SAEs were reported in 87 (25.5%) patients and

e Hyperglycemia is manageable and rarely leads to pasirectide discontinuation; the low rate of treatment discontinuation over

. " . . o . . 2. Baseline characteristics were typical for patient populations with acromegaly, Cushing’s disease or other
8 years suggests continued long-term clinical benefit outside a clinical trial setting yp P pop galy g

_ : were most commonly cholelithiasis and COVID-19
endocrine disorders

in all patient groups (both n=9, 2.6%)

S
e These data support pasirectide as a well-tolerated long-term treatment in patients with acromegaly, CD or other endocrine £ 20 -
disorders and affirm that patients receive long-term benefit 2
8 2.2) 3.1)(0.9)(0.4)
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: : Proportion of patients
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