
Background
•• In the CLARINET core study, lanreotide autogel (depot in the USA) 120 mg 
injected every 4 weeks significantly improved progression-free survival 
(PFS) vs. placebo in 204 patients with metastatic grade 1 or 2 (Ki-67 <10%) 
enteropancreatic neuroendocrine tumors (NETs).1

•• An open-label extension (OLE) to the core study evaluated long-term safety 
and efficacy.2,3 Although the vast majority of the core-study population 
(96%) had stable disease (SD) at baseline, the OLE included patients with 
progressive disease (PD) while receiving placebo during the core study, 
and patients with SD at the end of the core study who had been receiving 
lanreotide or placebo.2

–– Both the pre-planned interim and final analyses of the OLE demonstrated 
acceptable long-term safety/tolerability of lanreotide autogel 120 mg.2–4

–– Here, we report the final analysis of PFS for lanreotide autogel, and also 
the PFS within subgroups according to tumor origin and prior therapy.

Methods
Patients
•• Patients were enrolled into the core study if they had metastatic, well-/
moderately differentiated, grade 1 or 2 (Ki-67 <10%), non-functioning 
somatostatin receptor-positive NETs, originating in the pancreas, midgut or 
hindgut, or of unknown origin. 

•• Patients were eligible for the OLE if they had:
–– SD at the end of the 96-week core study after receiving lanreotide or 
placebo, or withdrawn as a result of PD while receiving placebo.

–– A World Health Organization performance status score ≤2.

•• Not all eligible patients continued into the OLE, as participation was 
optional and some centers did not participate.

Study design and treatment
•• The OLE was a single-arm non-randomized international study 
(ClinicalTrials.gov: NCT00842348; EudraCT: 2008-004019-36).

•• All patients received lanreotide autogel 120 mg every 4 weeks until PD/
death, or early withdrawal.

Objectives and endpoints
•• OLE objectives: to investigate the long-term safety (primary) and further 
investigate the efficacy (secondary) of lanreotide autogel 120 mg.2

•• Here, we provide, in brief, safety information (adverse events [AEs]) from the 
OLE for patients continuing into the OLE after completing the 96-week core 
study receiving lanreotide autogel with SD.

–– AEs were recorded at 4-weekly visits.

•• We report the PFS of lanreotide autogel 120 mg using data from patients 
continuing treatment with lanreotide in the OLE appended to data from 
patients originally randomized to lanreotide in the core study. PFS data 
were additionally calculated for subgroups according to tumor origin and 
presence/absence of previous therapy for nonfunctioning NETs at the start of 
the core study.

–– In the core study imaging scans were performed every 12 weeks in year 
1 and every 24 weeks in year 2; these scans were centrally assessed 
(RECIST v.1.0).  In the OLE imaging scans were performed at OLE baseline, 
every 24 weeks, and at the time of early withdrawal/PD; the scans were 
assessed locally for signs of PD (response evaluation criteria in solid 
tumors [RECIST] v.1.0).
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Conclusion
•• �The final analysis of the CLARINET OLE showed that long-
term treatment with lanreotide autogel 120 mg every 4 weeks 
has a generally acceptable tolerability profile in patients with 
SD continuing with lanreotide after the core study.

•• �CLARINET OLE suggests there are sustained antitumor 
effects with lanreotide autogel 120 mg every 4 weeks 
in patients with metastatic grade 1 or 2 (Ki-67 <10%) 
enteropancreatic NETs compared with placebo (core study), 
irrespective of tumor origin, and that there may be benefits 
as an early treatment.
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–– In all cases, PFS was defined as the time from randomization in the core 
study to the first occurrence of PD (RECIST v.1.0) or death in the core study 
or the OLE.

Statistical analyses
•• Descriptive statistics: calculated for demographic and disease 
characteristics and AEs using the safety population (all patients who 
received at least one dose of lanreotide autogel in the OLE).

•• Efficacy analyses: based on the intent-to-treat population (all patients 
randomly allocated to treatment in the core study, regardless of whether 
they continued into the OLE) or subsets of that population.

•• PFS data: described using Kaplan–Meier plots. Data are presented in 
months approximated to 4 weeks.

Results
•• A total of 89 patients were enrolled into the OLE. Three quarters of these 
had pancreatic or midgut NETs (38% in each case). 

•• A total of 42 patients were included after completing the core study 
receiving lanreotide autogel (LAN–LAN group).

•• A total of 26 patients were withdrawn. Reasons for withdrawal: PD (n=17), 
consent withdrawn (n=2), AEs (n=2), protocol violation (n=1), other reasons 
(n=4). One of the patients withdrawn had been enrolled in the OLE before 
PD in the core study had been confirmed; therefore, 41 patients with SD 
entered OLE and contributed to the PFS analysis.

•• Sixteen patients completed the OLE without experiencing PD.

•• Baseline characteristics are shown in Table 1.

•• The median (range) exposure to lanreotide autogel, for core and OLE studies 
combined, was 59.0 (26.0–102.3) months.

•• Although not the focus of analyses presented here, the OLE also included 
47 patients who had previously received placebo during the core study 
(PBO–LAN group; 15 with SD and 32 with PD).

Safety
•• During the OLE, 40% of the 42 patients in the LAN–LAN group experienced 
treatment-related AEs (in comparison, 47% of 47 patients in the PBO–LAN 
group experienced treatment-related AEs).

•• In the LAN–LAN group, cholelithiasis and diarrhea were the most common 
treatment-related AEs (seven patients [16.7%] and four patients [9.5%], 
respectively) (corresponding frequencies for the PBO–LAN group were six 
(12.8%) and 12 (25.5%), respectively). Other treatment-related AEs occurred 
in <10% of patients. Two patients in the LAN–LAN group experienced serious 
treatment-related AEs (cholelithiasis in both cases); none of the patients 
withdrew due to treatment-related AEs. 

•• Overall, no new safety concerns were identified.

Efficacy
•• The median [95% CI] PFS for lanreotide autogel (n=101) was 38.5 [30.9; 
59.4] months (Figure 1).

–– Survival estimates were based on 51 events; 32 events during the 
core study and 19 events during the OLE (including one death and 18 
PD events). Of the 18 patients experiencing PD, one patient died as a 
consequence (only the PD event for this patient is included in the PFS 
analyses).

Table 1. Demographic and disease characteristics (safety population).

Characteristic LAN–LAN group (n=42)

Men 19 (45.2)

Age, mean (SD) in years* 64.8 (10.8)

Time since diagnosis, mean (SD) in months 36.1 (58.1)

WHO performance status score*

   0 – normal activity 36 (85.7)

   1 – restricted activity 6 (14.3)

   2 – in bed ≤50% of the time 0

Prior NET treatment 6 (14.3)

NET origin

   Pancreas 12 (28.6)

   Midgut 17 (40.5)

   Hindgut 5 (11.9)

   Other/unknown 8 (19.0)

Tumor progression at baseline of:

   Core study 0

   OLE study 1 (2.3)†

Tumor grade

   1 (Ki-67 0–2%) 30 (71.4)

   2 (Ki-67 3–10%)§ 12 (28.6)

Hepatic tumor load

   0% 9 (21.4)

   >0–10% 19 (45.2)

   >10–25% 2 (4.8)

   >25–50% 10 (23.8)

   >50% 2 (4.8)

Data are for assessments at baseline of either the CLARINET core study or *OLE and are n (%) unless stated otherwise. †Enrolled by 
investigator before communication of results of central assessment (progressive disease) in the core study; patient withdrawn from the 
OLE on receipt of assessment result. §Tumor proliferation index (Ki-67) thresholds are stated in accordance with WHO 2010 classification, 
but with values >2 to ≤10% assigned to tumor grade 2. LAN–LAN, patients receiving lanreotide autogel 120 mg in the core study who 
continued into the OLE; OLE, open-label extension; NET, neuroendocrine tumor; WHO, World Health Organization.
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Figure 1. PFS for patients receiving lanreotide autogel 120 mg during the core study and OLE 
and PFS for patients receiving placebo in the core study (ITT population). 

Data are presented in months approximated to 4 weeks. The data from the OLE (n=41) were appended to data from the core study (n=101) 
for lanreotide autogel. ITT, intent-to-treat; OLE, open-label extension; PFS, progression-free survival.

–– Median PFS varied across subgroups based on tumor origin and prior 
therapy status (Figure 2).

–– Patients with a NET of midgut origin had a higher median PFS with long-
term lanreotide treatment than those with a NET of pancreatic origin 
(Figures 2a and b). Patients who had received no previous therapy for 
non-functioning NETs had a higher median PFS than those receiving 
previous therapy (Figures 2c and d).

Figure 2. PFS during the core study and the OLE for patients randomized to lanreotide 
autogel 120 mg in the core study (compared with the PFS for patients randomized to 
placebo in the core study) for subgroups according to tumor origin and prior therapy (ITT 
population).
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Data are presented in months approximated to 4 weeks in all cases. The data from the OLE study were appended to data from the 
core study for lanreotide autogel. ITT, intent-to-treat; LAN, lanreotide autogel 120 mg; N-F, non-functioning; NC, not calculable; NET, 
neuroendocrine tumor; OLE, open-label extension; PBO, placebo; PD, progressive disease; PFS, progression-free survival.


