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Purpose: Evaluate patients’ and nurses’ experiences, including injection problem frequency, with
the somatostatin analogues (SSAs) lanreotide autogel® (Somatuline® autogel®, deep subcuta-
neous) and octreotide long-acting release (LAR) (Sandostatin® LAR®, intramuscular) when
treating gastroenteropancreatic neuroendocrine tumors (GEP-NETSs).

Methods: An observational, cross-sectional study across 2 NET centers in Sweden.
Questionnaires based on participants’ most recent injection experience were sent to patients
with GEP-NETs treated with octreotide or lanreotide, and to nurses administering these
treatments. Nurses were identified via patients completing their questionnaires. Resource use
was sourced from Swedish prescription registry records. The planned sample size was 200,
based on an estimated proportion of 0.50 and £7% precision.

Results: 119/156 patients (n=53, lanreotide; n=66, octreotide) and 43/53 nurses (n=22, lanreotide;
n=21, octreotide) completed questionnaires. Despite smaller recruitment than planned, the endpoint
precision was 9% with 119 participants, and still considered reasonable. More octreotide-treated
patients reported problems (18% vs none; P=0.001) and experienced moderate-to-high anxiety pre-
injection (11% vs 2%). Patients had similar physical HRQoL scores overall (Short Form-12 mean
composite scores: physical: 39.4 vs 37.6; mental: 50.7 vs 49.6). The mean number of lanreotide and
octreotide doses dispensed per year were 11.1 and 12.6, respectively (P<0.05). In the lanreotide
group, 28% self-injected, while 29% were not aware they could self-inject. In the octreotide group,
3% self-injected and 73% were unaware of the availability of an SSA for self-injection. Most
patients (61%) felt well-informed about their disease and treatment. Nurses were generally
experienced and felt confident and well-informed about giving SSA injections; however, only
12% felt well-informed about the disease and treatment.

Conclusion: Those treated with lanreotide reported fewer injection problems and experi-
enced less pre-injection anxiety than those treated with octreotide. SSA choice did not appear
to affect patients” HRQoL. Some patients treated with octreotide were unaware of an SSA
with the flexibility of self-injection.

Keywords: gastroenteropancreatic neuroendocrine tumors, self-administration, somatostatin

analogues

Background
Gastroenteropancreatic neuroendocrine tumors (GEP-NETs) are a rare group of
malignancies with an annual incidence of five cases per 100,000 people.' They can

cause various hormone-related symptoms, such as flushing and diarrhea, as a result of
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secretion of serotonin and vasoactive hormones.” These
symptoms can be treated with somatostatin analogues
(SSAs), which suppress excess hormone secretion.”

Two long-acting SSA formulations, with different indica-
tions, have been shown to effectively slow the progression of
metastatic NETs in previous studies,** and both are currently
available for this indication. Octreotide long-acting release
(LAR) (Sandostatin® LAR®, Novartis, Basel, Switzerland®)
— referred to herein as octreotide — is provided as a powder for
suspension for intramuscular injection.” Lanreotide autogel®™
(Somatuline® Autogel®, Ipsen Pharma, Slough, UK®) -
referred to herein as lanreotide — is manufactured as a prefilled
syringe for deep subcutaneous (SC) injection, and is approved
for self-injection.® Johanson et al showed in a randomized
crossover study that 88% of patients who try self-administra-
tion of lanreotide prefer it to administration by a healthcare
professional.” In a survey of nurses evaluating SSA device
attributes, lanreotide scored higher than octreotide for 15 of the
16 attributes and had a significantly higher overall preference
score.® However, there is a general lack of observational
research on the practicalities of SSA administration in clinical
use, the treatment experience of patients and nurses, factors
that may influence this experience, and health-related quality
of life (HRQoL) among patients with GEP-NETs.

Here, we report patients’ and nurses’ experiences of
lanreotide and octreotide for treating GEP-NETs. The pri-
mary objective was to determine whether patients treated
with lanreotide had fewer injection problems than those
treated with octreotide. We also investigated the HRQoL
of patients treated with SSA, resource use associated with
treatment, and patients’ knowledge about the disease and
its treatment options. Nurses’ experience with SSA treat-
ment was also evaluated.

Methods

Study Design And Participants

The Somatostatin Treatment Experience Trial (STREET)
was an observational, retrospective, cross-sectional and
non-interventional study among patients and nurses from
two Swedish NET centers: Lund University Hospital and
Uppsala University Hospital.

Patients were eligible for inclusion if they were >18
years old with a histopathologically confirmed diagnosis
of GEP-NET (Ki 67 <10%) and had been treated with an
SSA for between 3 months and 3 years. Due to the non-
interventional and retrospective study design, the decision
to prescribe an SSA was made prior to and independently

of the decision to enroll patients. There were no specific
exclusion criteria. Overall, 156 patients were identified by
searching medical records at the study centers; to avoid
selection bias, all patients identified by the searches were
considered eligible for inclusion. In total, 53 nurses were
identified by asking eligible patients to provide contact
details (as part of the questionnaire) for nurses who had
administered their SSA. As some patients shared the same
nurse, fewer nurses were recruited than patients.

Eligible patients and nurses were contacted by mail;
the letter contained information about the study, a paper
questionnaire and a consent form. A reminder was sent to
those who did not respond.

Responses to the questionnaires were collected by a
third party (Meductus AB), who entered them into electro-
nic case report forms (eCRFs). For patients, additional
information from their medical records and from their
Swedish prescription registry records was entered into
the eCRF. All data in the eCRFs were anonymized.

Prior to study start, the protocol was reviewed and
approved by the regional ethics committee in Lund (refer-
ence number 2015/650). The study was conducted in com-
pliance with the recommendations of the Declaration of
Helsinki (2008) and the International Ethical Guidelines
for Epidemiological Studies (2008). It adhered to the
recommendations of the International Epidemiological
Association  Guidelines for Proper Conduct in
Epidemiologic Research and the International Society for
Pharmacoepidemiology Good Pharmacoepidemiological
Practices Guidelines. The study was registered with clin-
icaltrials.gov (NCTO02788565). All patients and nurses
provided their written informed consent prior to participa-
tion in the study.

Assessments And Outcome Measures
Patient Questionnaire

The patient questionnaire contained questions on the
patient’s experience of SSA treatment (problems with
SSA injection, anxiety before injection), knowledge
about the disease and treatment options, resource use
(exploratory analysis), and HRQoL. Problems with injec-
tion were assessed by asking patients to provide informa-
tion, based on their most recent injection, on any problems
they had experienced with the syringe, including whether
only a partial amount or none of the SSA dose had been
injected. The primary endpoint of the study was the pro-
portion of patients who had problems with their most
recent SSA injection.
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Anxiety levels before the injection were rated using the
following categories: not at all, some, moderate, much, or very
much. Knowledge about the disease and treatment options was
assessed by asking patients how well informed they were on
these matters, whether they had been informed about the
possibility of self-injection, whether they had self-adminis-
tered their last injection, and reasons for choosing/not choos-
ing to self-inject. As part of an exploratory analysis to assess
resource use, patients were asked about the frequency of
injection and time spent receiving assistance from healthcare
professionals.

HRQoL was evaluated using the Short Form-12 (SF-12),
a validated and reliable questionnaire that contains six ques-
tions on physical HRQoL and six on mental HRQoL.’ These
questions do not relate directly to the injection experience,
but instead cover physical functioning, physical and emo-
tional influences on work, bodily pain, general health, vital-
ity, social functioning, and mental health.

Nurse Questionnaire

Nurses were asked to report on the last SSA injection they
performed. The nurse questionnaire included questions on:
the number of SSA injections administered each year; con-
fidence injecting the SSA (rated according to the following
categories: not at all, a little, moderate, very [or very much]);
any problems during administration of the most recent injec-
tion; and knowledge about the disease and its treatment.
Whether nurses had experience of injecting both SSAs, or
had a preference for one over the other, was not recorded.

Other Outcome Measures

The Swedish prescription registry was used to source data
on the number of packets with ATC codes HO1CBO03
(octreotide) and HO1CBO02 (lanreotide) that were dispensed
to each patient between 1 January 2014 and 31 December
2014. This information was used to calculate the average
frequency of SSA use each year.

Safety and effectiveness were not evaluated in this
non-interventional, cross-sectional study. Octreotide and
lanreotide were administered and managed within routine
medical care. Adverse events were reported according to
the spontaneous reporting procedure. Two adverse events
related to SSA treatment were reported as free text on the
data collection form from the patients. Both patients were
treated with lanreotide. One patient reported occasional
severe pain during the injection due to administration
with a large-gauge syringe. Another patient reported anxi-
ety before the injection: ‘Feeling uncomfortable due to all

side effects’. Both adverse events were evaluated as non-
serious and no further follow-up was needed.

Statistical Methods

All patient- and nurse-related analyses were based on the
complete study populations (ie all patients and nurses,
respectively, who completed the consent forms and had
data available). The target population for patients was 200,
with an expected proportion of 0.50 (50%) patients treated
with each SSA, which would allow for a precision of £7%
for the percentage estimates of the various categorical
endpoints. However, one center dropped out of the trial,
which made sufficient recruitment difficult, so patient
enrolment was terminated prematurely. Based on the
achieved population of 119 patients, with an expected
proportion of 50%, precision was +9% which was still
considered reasonable and exploratory analysis results
with a P<0.05 may still be interpreted as indicative results.

Descriptive statistics are presented for all data. For cate-
gorical or discrete variables, the absolute and relative (percen-
tage) numbers were based on the non-missing number of
observations for each category. There was no imputation for
missing continuous data. Exploratory statistical comparisons
between the lanreotide and octreotide patient groups were
conducted using either a Chi-square test (categorical data) or
a Mann—Whitney U-test (continuous data).

Results

Patients

In total, 156 eligible patients were identified at the two
participating clinics; of these, 119 (76%) returned a valid
questionnaire together with the informed consent form.
Overall, 66 (55%) patients were treated with octreotide and
53 (45%) were treated with lanreotide.

Patients’ demographic and clinical characteristics in the
overall population and in the lanreotide and octreotide sub-
groups are summarized in Table 1. Most patients (60%) were
male and the mean (SD) age was 63.9 (10.22) years (Table 1).
All patients were treated for GEP-NETs. A chromogranin
blood test was performed in all patients except one. In most
patients (74%), the primary tumor was located in the small
intestine. Surgery of the primary tumor had been conducted
in 77% of patients. There were some imbalances between the
lanreotide and octreotide groups; in the former, the male-to-
female ratio was lower, patients were less likely to have a
primary tumor in the small intestine, and the ratio of Grade 1
to Grade 2 tumors was higher.
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Table | Baseline Demography And Clinical Characteristics Table | (Continued).
All Lanreotide- Octreotide-
All Lanreotide- Octreotide-
Patients Treated Treated
Patients Treated Treated
(n=119) (n=53) (n=66)
(n=119) (n=53) (n=66)
Sex
High school 28 (24.3) 13 (25.0) 15 (23.8)
Male 72 (60.5) 26 (49.1) 46 (69.7) Post high 52 (45.2) 26 (50.1) 26 (41.3)
Female 47 (39.5) 27 (50.9) 20 (30.3) school
Age, mean 63.9 (10.2) 64.0 (11.2) 63.8 (9.5)

Note: All values are n (%) unless otherwise stated.
(SD) Abbreviations: 5-HIAA, 5-Hydroxyindoleacetic acid; GI, Grade |; G2, Grade 2;
ref, reference; ULN, upper limit of normal.

Primary tumor localization

Small intestine | 88 (73.9) | 34 (642) 54 (81.8) Injection intervals of less than 4 weeks were
Pancreas 6.(134) ' (208) > (76) reported more often in octreotide- than lanreotide-trea-
Other 10 (8.4) 4 (7.5) 6 (9.1) ) ] . i ]
Unknown 5(42) 4(75) I (1.5) ted patients, with 17/65 (26%) patients in the octreo-
Surgery of 91 (77.1) 43 (82.7) 48 (72.7) tide group receiving their injection every 2 or 3 weeks,
primary compared with 5/53 (9%) patients in the lanreotide
tumor grOup.
Tumor grade
Gl 66 (55) 32 (61) 32 (49) Patient Experience
G2 53 (45) 21 (39) 34 (31) The proportion of patients who had experienced a problem
Chromogranin A test with the most recent SSA injection was significantly
. . . _ 0 .
No | 08) L (19) 0 00) higher 'm the octreotide group (n 12' [18%]) than in the
Yes: 118 (992) 52 (98') 66 (|000) lanreotlde group (n=0) (PZOOOI, Chl-square).
% ULN, ref 10 (8.5) 4(7.7) 6 (9.1) A total of seven (11%) patients treated with octreotide
<2.0 nmol/L reported that they felt moderate-to-high anxiety before the
% ULN, ref 31(26.3) 17.327) 14(21.2) injection, compared with one (2%) patient treated with
<3.0 nmol/L . .
lanreotide (Figure 1).
5-HIAA test
Yes 101 (84.9) | 41 (77.4) 60 (90.9) 100
No 18 (15.1) 12 (22.6) 6 (9.1) M Lanreotide (n=51)
Comorbidity M Octreotide (n=66)
80
Any 63 (529) | 33 (62.3) 30 (45.5)
Cardiovascular | 57 (47.9) 27 (50.9) 30 (45.5)
disease
Diabetes 13(109) | 9 (17.0) 4(6.1) - 0
Other tumor | 9 (7.6) 6 (11.5) 3 (4.5) €
disease "3
Qo
—
Smoker 5 40
NI
Yes 9 (7.6) 3 (5.7) 6 (9.14)
Married/living with a partner 20
Yes 92 (780) | 42 (79.2) 50 (76.9)
Education level 0
Not at all/some Moderate, much
Elementary 35 (30.4) 13 (25.0) 22 (34.9) or very much
school
R Figure | Patient anxiety levels before injection with lanreotide and octreotide.
(Contmued) Answer to question: To what extent do you feel anxiety before the injection?
1802 submit your manuscript Patient Preference and Adherence 2019:13
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Table 2 SF-12 Mean Physical And Mental Composite Scores (Levene's Test for Equality of Variances)

Physical 95% CI Of P-value | Mental P-value | 95% CI Of
Composite Difference® Composite Difference®
Score Score
Overall population (n=110) 384 - 50.1 -
SSA treatment
Lanreotide (n=47) 394 —1.02; 4.56 0.211 50.7 0.626 —3.30; 5.46
Octreotide (n=63) 37.6 49.6
Sex
Male (n=66) 388 —-3.77; 2.02 0.548 524 0.009 —10.20; —1.48
Female (n=44) 379 46.6
Age
<65 years (n=46) 37.6 —4.32; 1.49 0.335 47.2 0.022 —9.30; —0.73
265 years (n=64) 39.0 522

Notes: *95% Cl of difference between lanreotide and octreotide. Scores can range from 0 to 100, where higher scores = better HRQoL
Abbreviations: Cl, confidence interval; HRQoL, health-related quality of life; SF-12, Short Form-12; SSA, somatostatin analogue.

Patient HRQoL

The mean SF-12 physical composite score in the overall
population was 38.4. Mean scores were similar in the
subgroups evaluated (by SSA treatment, sex and age)
(Table 2). The mean SF-12 mental composite score in
the overall population was 50.1. Women and younger
patients had lower mental composite scores (Table 2).

Resource Use

The exploratory analysis of resource use resulted in the
following findings: the mean (95% confidence interval)
number of doses dispensed per year was lower in the lan-
reotide group (11.1 [10.04, 12.16] doses) than in the octreo-
tide group (12.6 [11.36, 13.84]). Corresponding treatment
intervals were shorter in octreotide-treated patients.
Furthermore, the dosing intervals (<4 weeks) indicated
that 22 patients were above label dose; 17 patients (26%)
in the octreotide group and five patients (10%) in the lan-
reotide group.

Overall, 100 patients required assistance from healthcare
professionals to administer the injection (39 in the lanreotide
group and 61 in the octreotide group); in 93% of cases, the
treatment visit lasted less than 2 hrs (92% in the lanreotide
group and 93% in the octreotide group). Overall, 15 patients in
the lanreotide group (28%) administered treatment at home
(with injections performed by themselves or their families),
compared with two patients (3%) in the octreotide group.
Conversely, more octreotide patients (17 [26%]) received
treatment in hospital (compared with 6 [11%] in the lanreotide
group). The main reason for choosing self-injection in the

lanreotide group was that it “saves time”, the reason stated
by 7/12 patients (59%).

Patient Knowledge

Overall, 43/56 (77%) patients in the octreotide group were not
aware of the availability of an SSA that could be self-injected
(ie lanreotide) and 11/38 (29%) in the lanreotide group were
not aware that their treatment could be self-injected (Figure 2).
Of the 43 octreotide-treated patients who did not know about

M Lanreotide M Octreotide M Total

90

80

70

60

% of patients

Don't remember

Yes No

Figure 2 Patient awareness about the possibility of SSA self-injection. Answer to
question: If not self-injecting, has the hospital staff informed you about the possi-
bility to self-inject?

Abbreviations: SSA, somatostatin analogues.
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the availability of self-injected SSAs, 7 (16%) said that they
would consider starting self-administration (for most [n=6]
this response was on the proviso that they received good
instructions), while 10 (23%) stated they would be hesitant
to start self-injections. Two patients did not state any prefer-
ence for self-injections.

Overall, 73 patients (61%) felt well informed about
their disease and its treatment, 33 (28%) felt moderately
informed, 12 (10%) somewhat informed, and 1 (1%) not at
all informed.

Nurses’ Experience

Overall, 43/53 nurses responded to the questionnaire, 22
(51%) of whom had administered lanreotide and 21 (49%)
of whom had administered octreotide as their most recent
injection. Most nurses were experienced in administering
SSA treatment. Eight nurses (19%) gave fewer than five
injections per year, 22 (51%) gave more than 10, and five
(12%) gave more than 20 per year. Most nurses stated they
felt confident when giving the most recent injection; for
those who administered lanreotide, 18 (82%) felt very
confident, and for those who administered octreotide, 18
(85%) felt very confident. Only five nurses (12%) felt that
they were well informed about the disease and its treat-
ment. However, they felt much better informed about the
practicalities of treatment injection; overall, 19 nurses
(86%) who administered lanreotide and 20 who adminis-
tered octreotide (95%) felt moderately or well informed
about the practicalities.

Of the 21 nurses injecting octreotide, two (10%) stated
that problems had occurred during the most recent injec-
tion. Problems included syringe malfunction and not being
able to inject any of the dose, leading to several injection
attempts. As a result, the patient had to return to the
pharmacy and come back the same or the following day.
None of the nurses injecting lanreotide stated they had any
problems with their most recent injection.

When the nurses were asked to recall the time taken to
administer their most recent SSA injection, the mean (SD)
was 15.4 (6.1) minutes and the median (range) was 15 (5-30)
minutes. The mean (SD) time for injection was similar
between the two SSAs: lanreotide 15.2 (6.0) minutes; octreo-
tide 15.7 (6.4) minutes. Patients self-administering treatment
were excluded from this comparison.

Discussion
Lanreotide and octreotide have several practical differences
in terms of the formulation provided and the route of

administration; the former is provided as a prefilled syringe
for deep SC injection, while the latter is supplied as a powder
for reconstitution for intramuscular injection. Although
patients’ general HRQoL (evaluated using the SF-12) was
similar in the two treatment groups, moderate-to-severe anxi-
ety before injections (analyzed independently to HRQoL)
was reported more frequently by octreotide-treated patients
(11%) than lanreotide-treated patients (2%). This may be
partly due to 18% of patients treated with octreotide experi-
encing problems during their most recent injection, com-
pared with no patients in the lanreotide group. Interestingly,
only two nurses (10%) who had most recently administered
octreotide reported problems with the injection. Furthermore,
the discrepancy between patients’ and nurses’ responses may
reflect the fact that nurses in the study were experienced in
injecting SSAs and displayed high levels of confidence; their
interpretation of a ‘problem’ may therefore differ from
patients’ interpretation.

Patients with GEP-NETs treated with SSAs had a con-
siderably lower SF-12 physical score than that expected
for a healthy population. These results are consistent with
studies conducted in patients with NETs in Norway'® and
the USA,'"" which showed that these patients had lower
physical HRQoL than the general population.'? Effective
management of the patient’s disease and optimal symptom
control is necessary to maximize HRQoL. In the current
study, results for the mental component score of the SF-12
in the overall population were in line with those for a
healthy population.'> However, women with GEP-NETs
had lower (worse) scores than men, and younger patients
(<65 years) had lower scores than those aged >65 years. It
is reasonable to deduce that daily life is more affected by
the disease for younger patients who are still working. In a
study from 2017, Singh et al showed that 49% of patients
with NETs had to take time off work because of their
disease, and a further 27% had to ask their employer to
make adjustments to accommodate their condition (eg a
flexible working schedule).'® These measures may lead to
stress and a negative impact on mental HRQoL. Singh
et al also reported that 45% of patients with NETs felt
that the disease affected their ability to perform everyday
household chores, and 39% felt it affected their ability to
care for their family."?

Time spent on each treatment administration may also
affect the treatment experience. The results of this explora-
tory analysis show that more than 90% of patients receiv-
ing assistance with injection at a healthcare institution
reported that their last injection had consumed up to
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2 hrs of their time. It is therefore likely that much time
could be saved if more patients were better informed on
the possibility of self-injecting, provided that some time is
invested initially to educate patients on the procedure.

The exploratory analysis of data from the Swedish phar-
macy register indicate that the injection interval was <4
weeks in considerably more of the octreotide- (26%) than
lanreotide-treated (10%) patients. This finding was con-
firmed by self-reported data from the patients in the study.
It seems unlikely that physicians would have shortened the
injection interval before increasing the dose to the recom-
mended maximum. Thus, these patients were likely receiving
higher-than-recommended dosages. The fact that higher
doses were administered to more patients in the octreotide
group than in the lanreotide group could be explained by the
fact that a dose of octreotide 30 mg may not be equivalent to
a dose of lanreotide 120 mg, although a literature search
found no studies comparing clinical efficacy (in terms of
NET symptoms or NET-relevant hormones) of octreotide
30 mg versus lanreotide 120 mg. It is also possible that the
use of a higher dose of octreotide was a result of differences
in symptoms and clinical status between the two groups of
patients. For example, patients in the octreotide group had a
higher rate of small intestine tumor and Grade 2 tumors,
whereas pancreatic tumors were more common in the lanreo-
tide group. Registry data have shown that patients with small
intestinal tumors have a higher prevalence of SSA use com-
pared with those with pancreatic tumors."*

In general, patients on SSA treatment felt well informed
about their disease and its treatment. However, 29% of
lanreotide-treated patients were not aware that it could be
self-injected, and 73% of octreotide-treated patients were
unaware of the availability of an SSA product (ie lanreotide)
that could be self-injected. Amongst the patients that were
previously unaware of self-injecting, almost one-fifth
reported that they would consider self-injecting if they
received good instructions. It is possible that this number
could be higher if information about the possibility of self-
injecting SSAs was given in a more structured way, rather
than as a single question within a much longer questionnaire.
In the lanreotide group, 28% (15/53) of patients self-injected.
Of those who were aware that self-administration was pos-
sible, the proportion of patients who had actively chosen to
self-inject was 38% (15/42). These results are consistent with
the findings of Johanson et al, who found that 35% of
lanreotide-treated patients who were offered self/partner
injection preferred this to administration by a healthcare
professional.” Allowing patients to take part in decisions

relating to treatment may increase satisfaction with treat-
ment, and the knowledge that self-injection (or injection by
a partner) is possible may be associated with feelings of
freedom from the disease (eg allowing more flexible plan-
ning). Self-injections may also relieve some of the burden
patients feel about taking time off work for treatment.
However, it is important to note that self-injection at home
is not standard practice in all countries, particularly in the
USA where some insurance companies do not allow it.

The current study also assessed nurses’ experience of
administering SSAs and their knowledge of the disease and
its treatment. The nurses were relatively experienced, with
more than half having administered 10 or more injections
per year. Most nurses reported feeling confident about admin-
istering lanreotide and octreotide, and well informed about the
practicalities of their administration; however, only five nurses
(12%) felt well informed about the disease and treatment,
indicating that there is a lack of education about this relatively
rare disease. Addressing this knowledge gap could lead to an
improvement in patients’ overall treatment experience.

One limitation of this cross-sectional study is the rela-
tively small number of participants, recruited from only
two centers in Sweden. Furthermore, the planned sample
size was not reached, so these findings should be inter-
preted with caution. The broader applicability of the
results is therefore unclear. In addition, many of the data
were self-reported, relying on accuracy of participant
recall, and absolute doses were not recorded. Strengths
of the study are the high response rate and inclusion of
real-world data from the Swedish prescription registry.

Conclusions

In this study, patients with GEP-NETs were well-informed
about their disease and, in comparison with the general
population, had a relatively good mental HRQoL. Physical
HRQoL was, however, considerably lower than in the gen-
eral population. The choice of SSA (lanreotide versus octreo-
tide) did not appear to affect patients’ general HRQoL, as
evaluated using the generic SF-12 questionnaire, but those
treated with lanreotide reported fewer injection problems and
experienced less anxiety before injections than those treated
with octreotide. Some patients treated with octreotide were
not aware of the availability of another SSA with a different
route of administration, and the flexibility of self-injection.
Although the patient response rate was high, the study did not
recruit the target number of patients, hence the statistical
precision was somewhat reduced and results should be inter-
preted with caution.

Patient Preference and Adherence 2019:13

submit your manuscript

1805

Dove


http://www.dovepress.com
http://www.dovepress.com

Stréom et al

Dove

Abbreviations

eCREF, electronic case report form; GEP-NET, gastroentero-
pancreatic neuroendocrine tumor; HRQoL, health-related
quality of life; LAR, long-acting release; NET, neuroendocrine
tumor; SC, subcutaneous; SF-12, short form-12; SmPC, sum-
mary of product characteristics; SSA, somatostatin analogue;
STREET, Somatostatin Treatment Experience Trial.

Medical Writing Support

The authors thank Priya Joshi, MSc, of Watermeadow
Medical an Ashfield Company, for providing medical writ-
ing and editorial support, which was funded by Ipsen in
accordance with Good Publication Practice guidelines.

Data Sharing Statement

Where patient data can be anonymized, Ipsen will share all
individual participant data that underlie the results
reported in this article with qualified researchers who
provide a valid research question. Study documents, such
as the study protocol and clinical study report, are not
always available. Proposals should be submitted to
DataSharing@]Ipsen.com and will be assessed by a scien-
tific review board. Data are available beginning 6 months
and ending 5 years after publication; after this time, only
raw data may be available.

Acknowledgments

The authors thank all patients involved in the study, as
well as their caregivers, care team, investigators and
research staff in participating institutions. We would also
like to thank Meductus AB for input into the design of the
study and eCRf, and handling of data, and JK Biostatistics
AB for design of the eCRF and statistical analysis. This
study was sponsored by Ipsen.

Author Contributions

TS: Designed the study; was involved in data review and
interpretation; drafted the manuscript following input from
all the authors. GK: Conceived the study. PM: Designed
the study; was involved in data review and interpretation.
MA: Conceived and designed the study; was involved in
data review and interpretation; drafted the manuscript fol-
lowing input from all the authors. All authors contributed
to data analysis, drafting and revising the article, gave final
approval of the version to be published, and agree to be
accountable for all aspects of the work.

Disclosure

TS and PM are employees of Ipsen. MA reports grants,
personal fees, non-financial support from IPSEN, during
the conduct of the study. The authors report no other
conflicts of interest in this work.

References

—_

. Yao JC, Hassan M, Phan A, et al. One hundred years after “carci-
noid”: epidemiology of and prognostic factors for neuroendocrine
tumors in 35,825 cases in the United States. J Clin Oncol. 2008;26
(18):3063-3072. doi:10.1200/JC0O.2007.15.4377

2.Cives M, Strosberg JR. Gastroenteropancreatic neuroendocrine
tumors. CA Cancer J Clin. 2018. doi:10.3322/caac.21493

. Caplin ME, Pavel M, Cwikla JB, et al. Lanreotide in metastatic
enteropancreatic neuroendocrine tumors. N Engl J Med. 2014;371
(3):224-233. doi:10.1056/NEJMoal316158

4. Rinke A, Muller HH, Schade-Brittinger C, et al. Placebo-controlled,
double-blind, prospective, randomized study on the effect of octreotide
LAR in the control of tumor growth in patients with metastatic neuroen-
docrine midgut tumors: a report from the PROMID study group. J Clin
Oncol. 2009;27(28):4656—4663. doi:10.1200/JC0O.2009.22.8510

. Novartis. Sandostatin® LAR Summary of Product Characteristics.
Available from: https://www.ema.europa.eu/documents/referral/sandos
tatin-lar-article-30-referral-annex-iii_en.pdf. 2018. Accessed October,
2018.

. Ipsen Ltd. Somatuline® Autogel® Summary of Product Characteristics.
Available from: https://www.medicines.org.uk/emc/product/8257/smpc.
2018. Accessed March, 2019.

. Johanson V, Wilson B, Abrahamsson A, et al. Randomized crossover
study in patients with neuroendocrine tumors to assess patient pre-
ference for lanreotide Autogel® given by either self/partner or a
health care professional. Patient Prefer Adherence. 2012;6:703-710.
doi:10.2147/PPA.S34337

. Adelman DT, Burgess A, Davies PR. Evaluation of long-acting soma-
tostatin analog injection devices by nurses: a quantitative study. Med
Devices (Auckl). 2012;5:103-109. doi:10.2147/MDER.S37831

. Ware J, Kosinski M, Keller SD. SF-12: How to Score the SF-12
Physical and Mental Health Summary Scales. Boston, MA, USA:
The Health Institute, New England Medical Center; 1998.

10. Haugland T, Vatn MH, Veenstra M, Wahl AK, Natvig GK. Health
related quality of life in patients with neuroendocrine tumors com-
pared with the general Norwegian population. Qual Life Res. 2009;18
(6):719-726. doi:10.1007/s11136-009-9487-x

. Beaumont JL, Cella D, Phan AT, Choi S, Liu Z, Yao JC. Comparison
of health-related quality of life in patients with neuroendocrine
tumors with quality of life in the general US population. Pancreas.
2012;41(3):461-466. doi:10.1097/MPA.0b013e3182328045

12. Gandek B, Ware JE, Aaronson NK, et al. Cross-validation of item

selection and scoring for the SF-12 health survey in nine countries:
results from the IQOLA Project. International Quality of Life
Assessment. J Clin Epidemiol. 1998;51(11):1171-1178. doi:10.1016/
s0895-4356(98)00109-7

13. Singh S, Granberg D, Wolin E, et al. Patient-reported burden of a

neuroendocrine tumor (NET) diagnosis: results from the first global
survey of patients with NETs. J Glob Oncol. 2017;3(1):43-53.
doi:10.1200/JG0O.2015.002980

14. Lesén E, Granfeldt D, Houchard A. et al. Cost-of-illness of metastatic

gastroenteropancreatic neuroendocrine tumours in Sweden—a popu-

lation-based register-linkage study. Eur J Cancer Care. 2019.

€12983. doi:10.1111/ecc.12983

(95)

W

[=2)

~J

o

Nl

1

—_

submit your manuscript

1806

Dove

Patient Preference and Adherence 2019:13


https://doi.org/10.1200/JCO.2007.15.4377
https://doi.org/10.3322/caac.21493
https://doi.org/10.1056/NEJMoa1316158
https://doi.org/10.1200/JCO.2009.22.8510
https://www.ema.europa.eu/documents/referral/sandostatin-lar-article-30-referral-annex-iii_en.pdf
https://www.ema.europa.eu/documents/referral/sandostatin-lar-article-30-referral-annex-iii_en.pdf
https://www.medicines.org.uk/emc/product/8257/smpc
https://doi.org/10.2147/PPA.S34337
https://doi.org/10.2147/MDER.S37831
https://doi.org/10.1007/s11136-009-9487-x
https://doi.org/10.1097/MPA.0b013e3182328045
https://doi.org/10.1016/s0895-4356(98)00109-7
https://doi.org/10.1016/s0895-4356(98)00109-7
https://doi.org/10.1200/JGO.2015.002980
https://doi.org/10.1111/ecc.12983
http://www.dovepress.com
http://www.dovepress.com

Dove Strom et al

Patient Preference and Adherence Dove

Publish your work in this journal

Patient Preference and Adherence is an international, peer-reviewed, states are major areas of interest for the journal. This journal has
open access journal that focusing on the growing importance of  been accepted for indexing on PubMed Central. The manuscript
patient preference and adherence throughout the therapeutic conti-  management system is completely online and includes a very quick
nuum. Patient satisfaction, acceptability, quality of life, compliance,  and fair peer-review system, which is all easy to use. Visit http://
persistence and their role in developing new therapeutic modalities =~ www.dovepress.com/testimonials.php to read real quotes from pub-
and compounds to optimize clinical outcomes for existing disease  lished authors.

Submit your manuscript here: https://www.dovepress.com/patient-preference-and-adherence-journal

Patient Preference and Adherence 2019:13 submit your manuscript 1807
Dove


http://www.dovepress.com
http://www.dovepress.com/testimonials.php
http://www.dovepress.com/testimonials.php
http://www.dovepress.com
http://www.dovepress.com

