Prospective observational study in patients with locally advanced or metastatic gastroenteropancreatic neuroendocrine
tumors (GEP-NETSs) treated with lanreotide depot/autogel in a US community oncology setting: interim analysis
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BACKGROUND

Neuroendocrine tumors (NETs) are a rare and serious form of cancer arising from cells
throughout the endocrine system?

Somatostatin analogs are recommended to control hormone-related symptoms
associated with NETs and as a first-line option for the treatment of unresectable, metastatic
gastroenteropancreatic (GEP) NETs in the National Comprehensive Care Network (NCCN)
treatment guidelines*

While clinical trials provide valuable objective information on the efficacy and safety of
therapeutic agents, patients enrolled in clinical trials are often highly selected and may not
accurately reflect or completely represent the majority of patients who receive treatment in the
community setting

Lanreotide depot/autogel was recently indicated for the treatment of patients with GEP-NETs,

creating a need to understand real-world effectiveness of lanreotide depot/autogel in this

population.

- Inthe phase 3 CLARINET study. estimated rates of progression-free survival at 24 months
were 65.1% (95% confidence interval (CI): 54.0, 74.1) in lanreotide-treated patients and 33.0%
(95% Cl: 23.0, 43.3) in placebo-treated patients.”

The aim of this study is to provide real-world insights into the experience of patients receiving
lanreotide depot/autogel for the treatment of locally advanced or metastatic well-differentiated
GEP-NETs in the community setting.

OBJECTIVES

Primary objective: estimate the probability of progression-free survival for patients with
locally advanced, metastatic GEP-NETs being treated with lanreotide depot/autogel in
a community setting

Secondary objectives/endpoints:
- Overall survival
— Adverse events (AEs)
— Change in flushing and diarrhea
— Patient satisfaction with treatment (Treatment Satisfaction Questionnaire for
Medication [TSQM-g))

METHODS

This is a prospective, non-interventional study of GEP-NET patients treated with lanreotide
depot/autogel for a 24-month observation period from initiation of treatment (NCT02730104).

This pre-planned interim analysis describes the experience of the first 50 patients (total planned
sample is 100 patients) who have had 1 year of follow-up on lanreotide depot/autogel or an
event (ie, death or disease progression).

Inclusion criteria

Male or female =18 years of age.

Histologically confirmed locally advanced or metastatic, well-differentiated NET of the small

bowel, stomach, colon/rectum, or pancreas (low or intermediate grade: ie, G1 or G2).

a. NETs of unknown primary origin may be included if lung can be excluded as the primary
origin and there is suspicion of GEP-NET origin.

Treatment with lanreotide depot/autogel (SSA-naive patients and patients with prior

treatment with octreotide LAR are permitted).

Eastern Cooperative Oncology Group (ECOG) performance status of 0-2
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Exclusion criteria
1. Poorly differentiated or high grade (ie, G3) GEP-NETs or tumors with unknown grading.

2. Patients who have previously initiated treatment with lanreotide depot/autogel prior to the
start of the study cannot have progressed between lanreotide initiation and study entry.

IcKesson Specialty Health, The Woodlands, TX, USA

Clinically defined disease progression
Defined as at least 1 of the following:
— Tumor growth (radiographic progression)
- New sites of metastatic disease
- Worsening clinical symptoms
- Tumor-related death
AND
In addition. one of the following
- Treatment modification (dose increase, regimen change)
- Treatment discontinuation
— Additional or other NET therapeutic intervention

Statistical considerations
Outcomes included clinically defined progression-free survival (defined above) and overall
survival, as well as changes in flushing and diarrhea, and satisfaction (using the TSQM-9g).
For time-to-event endpoints (clinically defined progression-free survival and overall survival),
Kaplan-Meier curves were constructed and Kaplan-Meier estimates were calculated along with
95% Cls

RESULTS

The probability of clinically defined progression-free survival at 12 months was 92% (Figure 1),

Among the 50 patients with 1 year of follow-up, median age was 65 years, 84% were Caucasians,

and 96% had ECOG performance status of 0 or 1 (Table 1)
- There were 36% of patients who had octreotide LAR experience prior to the study.

Figure 1. Probability of progression-free survival
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Table 1. Demographics and baseline characteristics

Patients
(N=50)

Age. mean (SD) 642(105)
Sex. n (%)

Female 29(580)

Male 21420)
Race,n (6

Caucasian 42(840)

Asian 260

Black 260

Hispanic 120

Other 360
ECOG Performance Status, n (%)

° 27640

1 21420

2 120

Pending 120!
Grade, n (%)

1 39 (780)

2 1(220)
Prior Chemotherapy, n G2

Yes 9(180)

No 51(82.0)
Flushing at Screening. n (%)

N-Present 36(720)

P-Mild 70400

P-Moderate 360)
Diarrhea at Screening. n (%)

N-Present 316201

P-Mild 10200

P-Moderate 80160)

Excludes treatment
ECOG, Eastern Cooper

reotide depot/autogel and octreotide LAR
Oncology Group: N-. not: P- present. SD. standard deviation

The probability of overall survival at 12 months was 96% (Figure 2).

Figure 2. Probability of overall survival
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Table 3. Summary of the worst score of satisfaction (TSQM-9) over the
study period

How satisfied or dissatisfied

are you with the ability of the

Tedication to prevent ortreat 124 124 4098) 12293 = 646 1044 707D 4
your condition?

How satisfied or dissatisfied are
you with the way the medication | 1(24) 14) 303) BE) | 9@20) 747D 7a71. 4
relieves your symptoms?

How satisfied or dissatisfied are

You with the amount of time it
ittt ettt 124) 124) 249 707D | 16B90) 6046) 895 41
working?

How easy or difficult s it to use

the mediication in ts current o 124 498) 1@68) = 6046) 8095 168 41

form?

How easy or diffcult s it to
plan when you will use the o o 249 408 | 14G4D 895  BELY 4
medication each time?

How convenient or inconvenient
is it to take the medication as. 124 124 498) 6046) 1044 4098  15B366) 41
instructed?

Taking all things into account,
how satisfied o dissatisfied are o o 498) 92200 10244 9@20) 9200 4
You with this medication?

All patients answered all questions (ie, no missing data).

Largely. flushing and diarrhea remained stable at 1-year, and at 1 year follow-up on treatment,
>80% of patients were at least somewhat satisfied with the drug (Tables 2 and 3).

Table 2. Change in flushing and diarrhea at 12 months of follow-up

| Better Stable Worse
Flushing, n (%) 2(105) 17 (895) 0
Diarrhea. n (%) 2y 15(833) 1(56)

For flushing n-19 patients. For diarrhea, n-18 patients.
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The top reasons for discontinuation were disease progression (10%) and AEs (4%).
The main AEs reported thus far were nausea (6%). fatigue (4%), and abdominal pain (4%

The most common AEs leading to discontinuation included hypoglycemia (2%) and
pneumonitis (2%),

LIMITATIONS

This study captures a convenience sample from the US Oncology patient population, which
potentially may limit its generalizability to other populations.

The 12-month duration of this interim analysis may lack the long-term follow-up needed to
identify progressive events in an indolent disease such as GEP-NETs.

CONCLUSION

This interim analysis provides the first prospectively collected real-world outcomes of
patients treated with lanreotide depot/autogel for GEP-NETSs.

Interim results suggest lanreotide depot/autogel is effective in disease control and
most patients are satisfied with their treatment.

References

1 National Compreher
Version 22018, Ava

2 Caplin ME, Pavel M,
2014:371(3):224-33.

Cancer Network. NCCN clini
//WNACEN.OTG /PO
LA

CN guidelines®). neuroendocrine tumors.

actice guidelines in oncology (i
ionals/ physician_gls/defaultaspx
L tumors. N EnglJ Med.

Conflicts of interest

/ASP: member of advisory board for Ipsen. Advanced Accelerator Applicati
BMS. ALC: consultant/advisor for Ipsen. SP: employee of Ipsen: stoc!
Johnson & Johnson:; research fi from Ipsen. BM, DR, and KA: e
YC, AS, SA, and YW: nothing to disclose.

iho. and

in and
of Ipsen. DAR, DC,

Acknowledgements

The authors thark thé Investigators and patients participating in this study. The authors thank
Nicole Coolba The Medicine Group, New Hope, PA, for providing poster development
support, which was sponsored by Ipsen in Good Publication

=

This study was sponsored by Ipsen



CLICK TO GO
Prospective observational study in patients with locally advanced or metastatic gastroenteropancreatic neuroendocrine BACK TO

tumors (GEP-NETSs) treated with lanreotide depot/autogel in a US community oncology setting: interim analysis KIOSK MENU 95

Andrew Scott Paulson, MD*?, Beloo Mirakhur, MD3; David Ray, PharmD, MBAS3; Eric Hui-Tseng Liu, MD, FACS?4; Allen L. Cohn, MD?4; David P. Cosgrove, MD?5; Donald A. Richards, MD, PhD?5;
Richard S. Siegel, MD?7; Yunfei Wang, PhDg; Sharan Aranha, BDS, MHAS; Yolanda Caddick, RN&; Amy Scales?, Kathy Allen3; Sonia Pulgar, MPH3

‘Baylor-Sammons Cancer Center, Dallas, TX, USA; 2US Oncology Research, Houston, TX, USA; 3psen Biopharmaceuticals, Basking Ridge, NJ, USA; “Rocky Mountain Cancer Centers, LLP, Denver, CO, USA; *Northwest Cancer Specialists, PC., Vancouver, WA, USA; °Texas Oncology- Tyler,
Tyler, TX, USA: “lllinois Cancer Specialists, Arlington Heights, IL, USA; ®McKesson Specialty Health, The Woodlands, TX, USA

BACKGROUND METHODS

Neuroendocrine tumors (NETSs) are a rare and serious form of cancer arising from cells + This is a prospective, non-interventional study of GEP-NET patients treated with lanreotide

throughout the endocrine system.* depot/autogel for a 24-month observation period from initiation of treatment (NCT02730104).

Somatostatin analogs are recommended to control hormone-related symptoms - This pre-planned interim analysis describes the experience of the first 50 patients (total planned

associated with NETs and as a first-line option for the treatment of unresectable, metastatic sample is 100 patients) who have had 1 year of follow-up on lanreotide depot/autogel or an

gastroenteropancreatic (GEP) NETs in the National Comprehensive Care Network (NCCN) event (ie, death or disease progression).

treatment guidelines.

While clinical trials provide valuable objective information on the efficacy and safety of Inclusion criteria

therapeutic agents, patients enrolled in clinical trials are often highly selected and may not 1. Male or female =18 years of age.

accurately reflect or completely represent the majority of patients who receive treatment in the 2. Histologically confirmed locally advanced or metastatic, well-differentiated NET of the small
: owel, stomach, colon/rectum, or pancreas (low or intermediate grade; ie, G1 or G2).

community setting bowel, stomach, colon/rect (low or intermediate grade; ie, G1 or G2)

Lanreotide depot/autogel was recently indicated for the treatment of patients with GEP-NETs, a. NETs of unknown primary origin may be included if lung can be excluded as the primary

creating a need to understand real-world effectiveness of lanreotide depot/autogel in this origin and there is suspicion of GEP-NET origin.

population. 3. Treatment with lanreotide depot/autogel (SSA-naive patients and patients with prior

- Inthe phase 3 CLARINET study, estimated rates of progression-free survival at 24 months treatment with octreotide LAR are permitted).

were 65.1% (95% confidence interval (CI): 54.0, 74.1) in lanreotide-treated patients and 33.0% 4. Eastern Cooperative Oncology Group (ECOG) performance status of 0-2.
(95% Cl: 23.0, 43.3) in placebo-treated patients.?
The aim of this studly is to provide real-world insights into the experience of patients receiving Exclusion criteria
lanreotide depot/autogel for the treatment of locally advanced or metastatic well-differentiated 1. Poorly differentiated or high grade (ie, G3) GEP-NETs or tumors with unknown grading.

GEP-NETSs in the community setting, 2. Patients who have previously initiated treatment with lanreotide depot/autogel prior to the

start of the study cannot have progressed between lanreotide initiation and study entry.

OBJECTIVES

Primary objective: estimate the probability of progression-free survival for patients with
locally advanced, metastatic GEP-NETs being treated with lanreotide depot/autogel in
a community setting

Secondary objectives/endpoints:
— Overall survival
— Adverse events (AEs)
— Change in flushing and diarrhea

— Patient satisfaction with treatment (Treatment Satisfaction Questionnaire for
Medication [TSQM-9])
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Cl

inically defined disease progression
Defined as at least 1 of the following:

- Tumor growth (radiographic progression)

- New sites of metastatic disease

- Worsening clinical symptoms

— Tumor-related death

AND

In addition, one of the following:

- Treatment modification (dose increase, regimen change)
- Treatment discontinuation

— Additional or other NET therapeutic intervention

Statistical considerations

Outcomes included clinically defined progression-free survival (defined above) and overall
survival, as well as changes in flushing and diarrhea, and satisfaction (using the TSQM-9).

For time-to-event endpoints (clinically defined progression-free survival and overall survival),
Kaplan-Meier curves were constructed and Kaplan-Meier estimates were calculated along with
95% Cls.

RESULTS
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Among the 50 patients with 1 year of follow-up, median age was 65 years, 84% were Caucasians,

and 96% had ECOG performance status of 0 or 1 (Table 1).
— There were 36% of patients who had octreotide LAR experience prior to the study.

Presented at the North American Neuroendocrine Tumor Society (NANETS), Seattle, Washington, USA, October 4-6, 2018.

Table 1. Demographics and baseline characteristics

Age, mean (SD)
Sex, n (%)
Female
Male
Race, n (%)
Caucasian
Asian
Black
Hispanic
Other
ECOG Performance Status, n (%)
o
1
2
Pending
Grade, n (%)
1
2
Prior Chemotherapy. n (%)
Yes
No
Flushing at Screening, n (%)
N-Present
P-Mild
P-Moderate
Diarrhea at Screening, n (%)
N-Present
P-Mild
P-Moderate

Patients
(N=50)

642 (105

29 (58.0)
21(420)

42 (84.0)
2(4.0)
2(4.0)
120
3.0

27 (54.0)
21(420)
120
120

39(78.0)
11(22.0)

9(18.0)
51(82.0)

36 (72.0)
7(14.0)
3(6.0)

31(62.0)
10 (20.0)
8(16.0)

"Excludes treatment with lanreotide depot/autogel and octreotide LAR.
ECOG, Eastern Cooperative Oncology Group; N-, not; P-, present; SD, standard deviation

This study was sponsored by Ipsen
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The probability of clinically defined progression-free survival at 12 months was 92% (Figure 1). -+ The probability of overall survival at 12 months was 96% (Figure 2).
Figure 1. Probability of progression-free survival Figure 2. Probability of overall survival
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Largely, flushing and diarrhea remained stable at 1-year, and at 1 year follow-up on treatment,
>80% of patients were at least somewhat satisfied with the drug (Tables 2 and 3).

Table 2. Change in flushing and diarrhea at 12 months of follow-up

Better Stable Worse
Flushing, n (%) 2(105) 17 (89.5) o
Diarrhea. n (%) 211D 15(83.3) 1(56)

For flushing, n=19 patients. For diarrhea, n-18 patients.
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- LIMITATIONS
Table 3. Summary of the worst score of satisfaction (TSQM-9) over the
study period - This study captures a convenience sample from the US Oncology patient population, which

potentially may limit its generalizability to other populations.
+  The 12-month duration of this interim analysis may lack the long-term follow-up needed to

Extremely y Diceati Somewhat ) Very |Extremely identify progressive events in an indolent disease such as GEP-NETs.
Dissatisfied | Dissatisfied | Pissatisfied |"goyigey | Satisfied | o yiigey | satished [ 1oL
n (%) n (%)
n (%! n (%! n (%) n (%!
How satisfied or dissatisfied
are you with the ability of the
rhociontion to pravert or troat 14 124 498) 12(293) = 6046) 1044 707D 4 CONCLUSION
your condition?
How satisfied or dissatishd are . Th|§ interim analysfns prowde; the first prospectively collected real-world outcomes of
you with the way the medication ~ 1(24) 14 3(73) BEL) 9RO 747D 747D 4 patients treated with lanreotide depot/autogel for GEP-NETSs.
relieves your symptoms? A o q q o .
-+ Interim results suggest lanreotide depot/autogel is effective in disease control and
How satisfied or dissatisfied are most patients are satisfied with their treatment.
you with the amount of time it
takes the medication to start 14 124 249 7170 16 (39.0) 6(14.6) 8(19.5) 41
working?
- References
How easy or difficult is it to use 1. National Comprehensive Cancer Network. NCCN clinical practice guidelines in oncology (NCCN guidelines®): neuroendocrine tumors.
the medication inits current o 14 408 11(26.8) 60146 80195 168 4 Version 2.2018. Available at: https://www.ncen.org/professionals/physician_gls/default.aspx
form? 2.Caplin ME, Pavel M, Cwikta JB, et al.; CLARINET Investigators. Lanreotide in metastatic enteropancreatic neuroendocrine tumors. N Engl J Med.
2014;371(3):224-33
How easy or difficult is it to
plan when you will use the o (0] 249 4(9.8) 14 (341) 8(19.5) 13(317) 41
medication each time? Conflicts of interest
ASP: member of advisory board for Ipsen, Advanced Accelerator Applications, Eisai, Taiho, and

How convenient or inconvenient BMS. ALC: consultant/advisor for Ipsen. SP: employee of Ipsen; stock ownership in Ipsen and
is it to take the medication as 1@24) 124 4(9.8) 6 (14.6) 10 (24.4) 4(9.8) 15 (36.6) 41 Johnson & Johnson; research funding from Ipsen. BM, DR, and KA: employee of Ipsen. DAR, DC, Scan here to view a PDF of
instructed? YC, AS, SA, and YW nothing to disclose. this poster. Copies of this

poster obtained through QR
Taking all things into account, (Quick Response) code are
how satisfied or dissatisfied are 0 0 498 9(220) 1044 9(20) = 9(220) 4 Acknowledgements ) for personaluse only and
you with this medication? The authors thank the investigators and patients participating in this study. The authors thank may not be reproduced

Nicole Coolbaugh of The Medicine Group, New Hope, PA, for providing poster development without written permission
Al support. which was sponsored by Ipsen in accordance with Good Publication Practice guidelines. of the authors.

patients answered all questions (ie, no missing data)

- The top reasons for discontinuation were disease progression (10%) and AEs (4%).
+ The main AEs reported thus far were nausea (6%), fatigue (4%), and abdominal pain (4%).

+ The most common AEs leading to discontinuation included hypoglycemia (2%) and
pneumonitis (2%).
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