Long-term safety/tolerability of lanreotide autogel/depot in neuroendocrine tumor patients with
carcinoid syndrome: the ELECT long-term open-label extension
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IntrOd UCtlon Table 1. Demographic and disease characteristics at baseline of the DB phase for patients Table 2. Summary of safety data by study phase (safety population).

* Mainstay treatments for the symptoms of carcinoid syndrome (CS) are long-acting somatostatin continuing in the LTOLE phase (ITT population). DB phase (16 weeks)* IOL phase (32 weeks)* LTOLE phase (>2 years) All phases
analogs (SSAs), supplemented with short-acting SSAs for breakthrough symptoms.*2 LAN-LAN PBO-LAN All patients . . . —

* The efficacy and safety of the SSA lanreotide depot (also known as autogel) for CS symptoms have (n=32) (n=25) (n=57) DB_LAN DB_PB? oL LI_\N-LAN oL PEO-LAN All p_atlents LTOLEEAN-LAN LTOLE EBO-LAN All pa_atlents All patients receiving

, , , , , (n=58) (n=57) (n=56) (n=45) (n=101) (n=32) (n=25) (n=57) LAN
been demonstrated previously in European studies>* and the treatment has been licensed for this Mean (SD) age, years 56 (11) 60 (12) 58 (11) (n=103)
use in Europe for more than 10 years. Men 13 (41) 8 (32) 21 (37) d' )

* The double-blind (DB) phase of the ELECT study recently demonstrated that use of the short- Ethnicity Median treatment exposure, weeks (IQR) 16 (16-16) 16 (8-16) 32 (32-33) 32 (31-33) 32 (31-33) 125 (76-152) 87 (48-120) 110 (64-135) 72 (48-166)
acting SSA octreotide as rescue medication for flushing and/or diarrhea events was reduced with White 21 (66) 16 (64) 37 (65) Any AE, n (%) 31 (53) 34 (60) 39 (70) 32 (71) 71 (70) 27 (84) 21 (84) 48 (84) 85 (83)
lanreotide depot 120 mg every 4 weeks compared with placebo.’ g"l{lt”ac'a' 6 ((19)) 4 E16§ 12 ((15?) Mild 13 (22) 16 (28) 13 (23) 10 (22) 23 (23) > (6) 5 (20) 7 (12) 16 (16)

: : : : f : >lan 39 512 A Moderate 13 (22) 14 (25) 17 (30) 19 (42) 36 (36) 13 (42) 10 (40) 23 (40) 41 (40)

o mptomati ntr in ntly in patien ntinuing into the single-arm : :

Sy pto. at c co trol was sustained subsequently in patients continuing into the single-a Slaclk AT Simerica > (6) > (8) 4 (7) Cevere - (10) . () 5 (16) 2 0) > (12) 12 (38 6 (20) 8 (32 28 (37)
(lanreotide) initial open-label (I0L) phase (NCTo0774930). Mean (SD) BMI, ke/m? 26 (6) 7 () 7

 Here, we present results from the final phase, the long-term open-label extension (LTOLE), which o t’ ot treatrment ctart TRAES, n (%) 15 E2)6) 11 El?) 15 E2)7) 11 (24) 26 E2)6) 7 E2)2) 6 E2)4) 13 EZ)B) 39 E3§3)

) - ime since first symptoms to treatment star Severe 2 (3 1 (2 2 (4 0 2 (2 1(3 1(4 2 (4 6 (6
evaluated long-term safety/tolerability. J— 8 (25) 5 () 198
>1year 24 (75) 14 (56) 38 (67) SAEs, n (%) 2 (3) 5(9) 7 (13) 1(2) 8 (8) 10 (31) 5 (20) 15 (26) 22 (21)

M et h Od S Time since first diagnosis to treatment start Treatment-related 1) 1) 0 0 0 16) 1(4) 2 (4) 30)

_ <lyear 12 (38) 13 (52) 25 (44) AEs with death as outcome, n (%) 0 2 (4) 0 0 0 4 (13) 1 (4) 5 (9) 5 (5)

Patients 21 year 20 (63) 12 (48) 32 (56) Treatment-related 0 1(2) 0 0 0 0 0 0 0

e Key inclusion criteria for the ELECT study included: Region and prior SSA therapy at any time . L

y y e 0 28)  (20) 14 (25) AEs leading to discontinuation, n (%) 1(2) 1 (2) 0 1(2) 1 (1) 3(9) 2 (8) 5 (9) 7 7)
— Adults (218.Vear5)- N | | | | Prior therapy 7 (22) 5 (20) 12 (21) Treatment-related 0 1(2) 0 0 0 0 0 0 0
— Somatostatin receptor-posmve, h |stopatholog|cally confirmed neuroendocrine tumor (N ET)’ Not U.SA 23 (72) 20 (80) 43 (75) Data are for patients completing each respective phase. Direct comparison of AE incidence between phases is not appropriate as not all patients entered the IOL and LTOLE phases. *Diarrhea and flushing were recorded as part of efficacy assessments and not as safety assessments
or a tumor of unknown location with liver metastases. Prior therapy 4 (13) 7 (28) 11 (19) during the DB and IOL phases, and as AEs in the LTOLE phase. Diarrhea and flushing were reported in the LTOLE phase once worsened from the last record in the patient’s diary during IOL phase. "One patient was randomized to the lanreotide group but received placebo in error and
. . ey o . was included in the lanreotide group for the ITT population but the placebo group for the safety population.
- A hIStOI’y of CS. Any prior SSA therapy within 3 months of screening 9 (28) 10 (40) 19 (33) AE, adverse event; DB, double-blind; IQR, interquartile range; ITT, intention-to-treat; LAN, lanreotide depot 120 mg; LAN-LAN, patients who received lanreotide depot in double-blind, IOL, and LTOLE phases; LTOLE, long-term open-label extension; IOL, initial open-label; PBO, placebo;
_  SSA-naive or responsive to octreotide long-acting release (LAR; <30 mg/4 weeks) or short- Use of short-acting octreotide during Screening 16 (50) 15 (60) 31 (54) k PBO-LAN, patients who received placebo in the DB phase and lanreotide depot in the IOL and LTOLE phases; SAE, serious adverse event; SD, standard deviation; TRAE, treatment-related adverse event. /
acting octreotide (<600 pg/daily). Data are number (%) unless stated otherwise.
— No evidence of tumor progression on two sequential scans within 6 months prior to entry.s o B B, 1L A LTOLE thaeme LTOLE. Tona o o extoeor B0, blocsbo: PBO.LAN. patiente * Two clinically significant out of range laboratory values (recorded as AEs) were considered * 26 (26%) patients experienced treatment-related AEs (TRAEs), of these two experienced
* Key exclusion criteria included: who received placebo in the DB phase and lanreotide depot in the IOL and LTOLE phases; SD, standard deviation; related to treatment: blood viscosity increased (lanreotide group) and blood glucose increased severe TRAEs.
. . SSA, tostati log. . . .
— History of CS refractory to conventional SSA doses. \ PomAIDR I Aneos - (placebo group). * Eight patients experienced SAEs but none were treatment-related and there were no deaths.
— Treatment with interferon, chemotherapy, and/or peptide receptor radionuclide therapy, Initial open-label phase * (onsistent with the DB phase, the most frequently reported class of AE was gastrointestinal
and/or tumor debulking <3 months before study entry. * Duringthe LTOLE phase, patients received lanreotide depot 120 mg every 4 weeks, with disorders (Table 3).

* During the 32-week IOL phase, 39 (70%) LAN-LAN patients compared with 32 (71%) PBO-LAN

— History of hepatic arterial embolization or chemoembolization and/or selective internal * Similarly, there was no effect on vital signs or ECG functions in the IOL phase, but AEs of weight

short-acting octreotide (100-600 pg/day in 2—4 divided doses) for control of breakthrough

. : ) .
radiation therapy <6 months before study entry. CS symptoms used, when needed, at the patient’s discretion. . I?/\atlir,zé expenenfjf[l AES'd o " (12%) patient . ; AE (Table 2) decreased were reported.
— Life expectancy <1 year. Stud . J | TOLE ph OSTAES WETEe MId 1o moderate In Severnty, 12 {127 patients experienced a severe aple 2). * One AE of change in laboratory values considered related to treatment occurred in the PBO-LAN
Studv desi J tudy endpoints and assessments ( phase) 4 . . . N group: gamma glutamyl transpeptidase increased.
ludy aesign ana treatment | | | * The objective was to evaluate the long-term safety of lanreotide depot 120 mg every 4 weeks. Table 3. Incidence of AEs with LAN treatment during each phase of the ELECT study.  Cholelithiasis occurred in three patients (3%) during the 0L phase.
* The ELECT study (NCToo774930; EudraCT 2010-019066-92) consisted of a screening period, e Study visits were performed every 4 weeks, up to week 264, with a follow-up visit every DB phase IOL phase LTOLE phase All phases .
conducted up to 4 months before randomization, followed by three phases: 6 months. (LAN, n=58) (All patients*, (All patients*, (All patients Long-term open-label extension phase
— A16-week, DB, randomized, placebo-controlled phase, e Adverse events (AEs; including diarrhea and flushing, reported once worsened from the 0L n=101) n=57) recel:\::og;)'AN’ * Median treatment exposure in the LTOLE phase was 110 weeks (interquartile range: 64-135).
— A 32-week IOL phase and, phase) and concomitant medication use (including short-acting octreotide use) were recorded at Most common? AEs by class  Atotal of 29 (51%) of patients received short-acting octreotide during the LTOLE phase.
— An LTOLE phase in countries where lanreotide had not been approved for the treatment of each study visit. Gl events 19 (33) 37 (37) 30 (53) 53 (52) * Inthe LAN-LAN group, 27 (84%) patients compared with 21 (84%) patients in the PBO-LAN group
symptoms of carcinoid syndrome. * Gallbladder echography was performed at weeks 96, 144, 192, and 240, and also if a patient General/administration site 9 (16) 24, (24) 26 (46) 46 (45) experienced AEs.
* The LTOLE phase ended after the last patient completed the IOL phase, or after marketing approval developed gallbladder symptoms. Infection/infestation 9 (16) 18 (18) 23 (40) 39 (38) * Ten (31%) patients in the LAN-LAN group experienced a total of 19 SAEs, and five (20%) in the
was obtained in the respective country (whichever occurred first). Statistical analvses Musculoskeletal and 8 (14) 25 (25) 19 (33) 36 (35) PBO-LAN group experienced a total of 11 SAEs.
e ™ y . . . SENEETHE U * One patient in each group experienced an SAE that was considered to be related to treatment.
Figure 1. Patient flow (ITT population). * Summary S'.[atIS.tICS were calculated achc?rdnjg to the treatments received: | NerVOl.Js system disorders 13 (22) 19 (19) 12 (21) 34 (33) e Five patients had study drug withdrawn owing to an AE, and five AEs with an outcome of death
— Lanreotlc.le in the DB phase, .con’.unumg into I(?L a.nd LTOLE phases (lanreotide [LAN]-LAN). ;\;viésggﬁtlons - 3 (5; 9 (9)) 1; (23; 31 (3:)) occurred (none of these events were treatment-related).
DB phase (n=115) — Placebo in the DB phase, switching to lanreotide in IOL and LTOLE phases (placebo [PBO]J-LAN). etabo ism/nutri on 36 17 (17 18 (32 29 (2 * C(Consistent with the previous phases, the most frequently reported class of AE was gastrointestinal
LAN (n=59)* * Analyses were conducted using the intention-to-treat (ITT) population (all randomized patients) for Enejczgiiﬁgi HeiEIElE, S 23) 15 (15) 12 (21) 26 (25) disorders (Table 3).
PBO (n=56) base.lilje c.haracteristics. and the safety population (all randomized patients who received at least Most common’ individual AES e Asin previous phases, there were no AEs related to vital signs or ECG functions, but incidences of
one injection of lanreotide 120 mg) for safety data. Abdominal pair 5 (9) 1 () 14 (25) 21 (20) weight decrease occurred.
I0L phase (n=101) Headache 7 (12) 5 (12) 5 (9) 17 (17) * OneAE of increase in blood triglycerides (LAN-LAN group) considered related to treatment was the
IEQIEI)LLQIE ((”=56)) Resu ItS Dizziness 4 (7) 1(2) 3 (5) 11 (1) only clinically relevant change in laboratory parameters.
- N=45 Nausea : ( e : : 5 :
9) 8 (8) 4 (7) 16 (16) * Cholelithiasis occurred in four patients (7%) during the LTOLE.
Patient disposition and baseline characteristics Fatigue 2 (3) 10 (10) 9 (16) 16 (16)
Completed IOL phase (n=80 : : : iti -
23 patients P P ( ) * Atotal of 115 patients took part in the DB phase (lanreotide, n=59; placebo, n=56) and \[;ZTr:;r]sid Jopetite i‘g Zg 28 2 23 CO“C'USIO“S
did not continue )\ 101 continued into the I0OL phase; of these, 57 continued into the LTOLE phase (Figure 1). Arthralgia . 0 6 (1) 12 (12)
to LTOLE' : :  Demographic and disease characteristics at baseline of the DB phase for patients continuing in Back pain L ) (0 8 (14) 1 () e QOverall, new safety concerns were not identified during the ELECT LTOLE
57 patients entering LTOLE study the LTOLE phase (ITT population) are summarized in Table 1. Constipation > (3 2 &) : (9) 11 (1) phase and long-term safety data are consistent with the established safety/
I l — The majority of US patients had prior SSA therapy, while most non-US patients were SSA-naive. Hypertension 0 3(7) 5 (9) 11 (11) tolerability profile of lanreotide autogel/depot 120 mg every 4 weeks.
i Hyperglycemia 0 4 (4) 8 (14) 10 (10) - -
LAN-LAN group (n=32) PBO-LAN group (n=25) Safety/tolerability ettt 6 s 6 10 (10) e These data add to the evidence supporting the long term use of
* The median treatment exposure for all patients receiving lanreotide in the ELECT study was Diarheat 5 5 8 (14) 8 (8) lanreotide in patients with NETs.*’
15 withdrawals 17 withdrawals 72 weeks (interquartile range: 48-166) (Table 2). Most common® TRAES
7 due to AE 3 due to AE * Asummary of AE incidence by study phase is presented in Table 2 and the most common AEs are Cholelithiasis o 3(3) 4 (7) 6 (6) Acknowledgments
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> sponsor decision . . . company, for medical writing support in preparing this poster.
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already approved for CS symptom control did not participate in the LTOLE phase, or patients completed IOL before the LTOLE phase was There were no deaths in the lanreotide group. AE, adverse event; DB, double-blind; Gl, gastrointestinal; IOL, initial open-label; LAN, lanreotide depot 120 mg; . \S/Eﬁ”gN g a;.vgalljaztic:n Ol; laisriotide depot/autogel efficacy and safety as a carcinoid syndrome treatment (Elect): A randomized
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