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Obijectives

Foundations of Neuroendocrine Tumors (NETSs)
Recognize signs and symptoms suggestive a NET
Understand current standards of care (SOC) in the diagnostic work-up

Review the treatment landscape and recent advances in management



What is a NEN? What is a NET? What is a NEC?

Neuroendocrine neoplasias (NENs): a heterogeneous group of
cancers arising from the body’s neuroendocrine system.

Terminology Differentiation Grade Mitotic Count Mitoses/2 mm?2 Ki-67 Index®
G1 NET Well differentiated Low <2 <3%

G2 NET Intermediate 2-20 3%-20%
G3 NET High >20 >20%
Small-cell NEC Poorly differentiated High >20 >20%
Large cell NEC =20 >20%
MINEN Well or poorly differentiated Variable Variable Variable
Abbreviations: G, grade; MINEN, mixed neuroendocrine-non-neuroendocrine neoplasm; NEC, neuroendocrine carcinoma; NET, neuroendocrine tumor.
IMitotic counts are to be expressed as the number of mitoses/2 mm? (equaling 10 high-power fields) at 40x magnification evaluated in areas of highest
mitotic density.

bThe Ki-67 proliferation index value is determined by counting at least 500 cells in hot spots.

Riechelmann et al, ASCO Ed. Book 2023



Not rare, uncommon and on the rise...
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The diffuse neuroendocrine system means
almost all sites can be affected.

Incidence by site
USA — SEER; 1975-2021
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Commonly present as localized disease with a
good prognosis.

USA — SEER; 2012

Localisation Incidence/100 000 | Pavel et al, Annals of Oncology 2020
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NET (Well-differentiated NENs) usually have a
prolonged survival in all sites...
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The challenge of diagnosis and the need to have
a high suspicious index

Median times ranging from 24-53 months from symptom onset to a diagnosis

29% of small bowel NET patients initially misdiagnosed with irritable bowel
syndrome

Patients typically see their primary care physician 5 times over 18 months before
diagnosis

31% diagnosed following unplanned emergency admission

Basuroy et al, Neuroendocrinology 2018
Basuroy et al, BMC Cancer 2018



Common presenting symptoms of NETs

Symptoms vary significantly based on whether the tumor is functional
(hormone-secreting) or nonfunctional, as well as the tumor location.

Nonfunctional NETSs:
- Incidental findings

- Weight loss; Fatigue

- Pain and symptoms related to tumor bulk

- Gl symptoms: change in bowel habit; obstruction

- Respiratory symptoms: SOB, wheezing, repeated infection

Basuroy et al, Neuroendocrinology 2018
Cuthbertson et al, Clinical Medicine 2023



Functional NETs
Hormone hypersecretion syndromes

~20% of localized small bowel NETs have syndrome

PNETs usually non-functional but if
and up to 56% with distant disease?

functional get more “weird” hormones

Characteristics of gastroenteropancreatic _ _ N
neuroendocrine tumors NET location Small bowel Pancreas
Foregut Midgut Hindgut /
Localization Stomach, Jejunum, Transverse, -
duodenum, ileum, descending, Hormone/ Heier Gastri Vasoactive | l Gl
bronchus, thymus | appendix, and sigmoid peptide erotonin astrin intestinal peptide sl ucagon
ascending colon, ' . ' !
colon rectum,
genitourinary
Secretory | 5- P— Variable Associated Carcinoid Zollinger-Ellison Verner-Morrison Hypoglycemia
products hydroxytryptophan, = prostaglandins, syndrome syndrome syndrome syndrome syndrome
histamine, multiple = polypeptides : z
polypeptides
Carcinoid Rare, and atypical Classic Rare HVDO
syndrome  when it happens Cramping Wheezing Diarrhea YP :
glycemia

Halperin et al. Lancet Oncology (2017)
UpToDate, accessed Feb 10 2026

Slide adapted from Dr. Jonathan M. Loree

Insulin
resistance

Flushing

Barakat et al. Endocr Relat Cancer. 2004;11(1):1-18.
Kaltsas et al. Endocr Rev. 2004;25(3):458-511.
Modlin et al. Lancet Oncol. 2008;9(1):61-72.

Glucose intolerance/
diabetes
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Definitions - Carcinoid

e Carcinoid syndrome
* Wheeze

Flushing

Diarrhea

Heart Failure

Worsen with the 5Es = emotion, epinephrine, EtOH, eating MAOI, exercise

e Serotonin causes Gl symptoms and valvular issues while bradykinin causes
flushing

* Tryptophan needed for serotonin production so patients can have niacin
deficiency

* Atypical carcinoid = more histamine related symptoms and usually with foregut
tumors

Condreon et al, Surgery (2016)



Carcinoid syndrome complications

Carcinoid crisis

Massive release of vasoactive substances
Sudden onset of hemodynamic instability +/- classical symptoms of carcinoid syndrome

Can occur in up to 30% of cases

Usually associated with surgery, but has been described after PRRT and spontaneously

Very little evidence to guide management
Prophylactic administration of SSA.
Vasopressors, antihypertensives, beta blocker



Carcinoid syndrome complications

Carcinoid heart disease

Plague-like fibrous endocardial thickening of mostly the right heart valves
Caused partially by chronically elevated levels of circulating serotonin

Independent negative prognostic factor

Serial BNP; Echocardiogram
baseline and q1-2 years for
surveillance.

Surgical intervention is the primary
treatment once stablished.

14
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Mesenteric fibrosis
Hallmark of SB-NETS

Frequently associated with significant morbidity: intestinal obstruction,
ischemia, and cachexia.

Pathogenesis remains poorly understood

Mesenteric mass with radiating strands
of soft-tissue on CT imaging is a
pathognomonic.

Surgery to treat complications; SSA and
growth control could delay
progression?

Blazevié, et al. ERC 2018
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The NET Checklist — All you need (and would like)
to know if you can when you see a NET. And why?

Sex, Gender, Race, SDOH

Primary Site

Stage

Histology, Differentiation, WHO Grade
Functional Status

Disease Burden

SSTR status and DOTA uptake

FDG avidity*

Germline mutations™

Somatic mutations® *Useful in specific situations

16
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Core Diagnostic Workup Components

Pathology
- Tissue sample with assessment of differentiation and grade
- Comprehensive genomic profile for specific situations

Biochemical testing

- Hormonal work up guided by symptoms

- Chromogranin A (Sen 60-90%; Spec < 50%)

- 24-hour urine/plasma 5-HIAA: For carcinoid syndrome (requires dietary
restrictions)

- Syndrome-specific hormones: Insulin, gastrin, VIP, glucagon



Core Diagnostic Workup Components

Anatomical Imaging

Multiphasic CT or MRl is the foundation of anatomic imaging

Arterial phase Venous phase Equilibrium phase

Multiphasic (dual-phase) contrast-enhanced
imaging with arterial and portal venous phases
is critical because NETs are often hypervascular

and enhance in the arterial phase

Hepatobiliary-phase
MRI with diffusion-
weighted sequences is
more sensitive than CT g
for detecting small
hepatic metastases

Maxwell, et al. Int J Endocr Oncol. 2015 18




Core Diagnostic Workup Components

Functional Imaging

"y - DTPA
85-90% of well-differentiated S Te-Toe 4, ~TOC | TATE/NOL
gastroenteropancreatic NETs express \ “Cu-TATE
somatostatin receptor [ “e-SHTP

.- KHC38 lmﬁﬁaa
SSTR expression is critical for %‘5% 4

determining eligibility for SSTR-directed eLp-12
therapies (SSA; PRRT) and as a good NET CELL
prognostic marker

Stolniceanu, et al. J. Pers. Med. 2021
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Core Diagnostic Workup Components
The role of functional imaging

SSTR PET has superior accuracy over Octreoscan and traditional cross-sectional

imaging

[s the standard of care for patients with NETs

Clinical Scenarios for SSTR PET

*A patient with known liver metastases and previously

unknown primary lesion. (a)Octreoscan; (b) CT, Octreoscan, SPECT/CT;
(c) 68Ga-DOTATATE PET; (d) Arterial phase CT

Scenario no. Description Appropriateness Score
1 Initial staging after histologic diagnosis of NETs Appropriate 9
2 Localization of primary tumor in patients with known metastatic Appropriate 9
disease but unknown primary
3 Selection of patients for S5TR-targeted PRRT Appropriate 9
4 Staging NETs before planned surgery Appropriate a
5 Evaluation of mass suggestive of NET not amenable to endoscopic or Appropriate 8
percutaneous biopsy (e.g., ileal lesion, hypervascular pancreatic mass,
meserteric mass)
<] Meonitoring of METs seen predominantly on SSTR PET Appropriate 8
7 Evaluation of patients with biochemical evidence and symptoms of Appropriate 7
MNET without evidence on Cl and without prior histologic
diagnosis of NET
8 Restaging at time of clinical or laboratory progression without Appropriate 7
progression on Cl
9 New indeterminate lesion on Cl, with unclear progression Appropriate 7
10 Restaging of patients with NETs at initial follow-up after resection May be appropriate (5]
with curative intent
11 Selection of patients with nonfunctional NETs for SSA treatment May be appropriate 6

Manitoring in patients with NETs seen on both Cl and SSTR PET
with active disease and no clinical evidence of progression

May be appropriate

Sadowski et al, JCO (2015)
Hope et al, J. Nucl. Med. (2018)
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Neuroendocrine tumors (NETs

heterogeneous

can be highly

Issues

Proposals

Inter-tumor heterogeneity [Ki-67, grade, hormone staining,

SSTRI

- =30% between primary tumors and metastases (usually
higher grade)

- =30% between metastases

- higher for metastases sized >4cm

Intra-tumor heterogeneity [Ki-7, grade, hormone staining,
SSTRI

- =30% within tumors

- Higher for tumors sized >2cm

- Higher for tumors with Ki-67 =10%

Temporal heterogeneity (Ki-67, grade)
- J0-60% between metachronous lesions

- Can be revealed by metachronous hormonal syndrome and/or

morphological progression

- Especially in patients heavily pretreated [including alkylating

agents)

- Prioritize sampling of metastatic lesions whenever possible

- Prioritize sampling of largest metastases if possible

- Use both ®F-FDG and *Ga-D0OTA PET to target the best
lesion to biopsy

- Use core-needle biopsy [rather than fine-needle biopsy]

- Consider rebiopsy if discordance with clinical behavior and/
or uptake on "*F-FDG PET

- Assess the Ki-47 index on at least 2000 cells [or 500 cells in
case of biopsies)

- On resected specimen, assess Ki-67 each 2cm, or in case of
heterogeneous morphology

- Assess Ki-67 on each resected metastasis if multiple

- Systematic sampling of metachronous NET metastases at
relapse or unexpected progression

- Use both "®F-FDG and *Ga-DOTA PET to target the best
lesion to [re)-biopsy

1 events events

18F-FDG PET, Fluorine-18 fluorodeoxyglucose positron emission termography; NENs, neurcendocrine neoplasms; S5TR, somatostatin receptor.

Liver metastasis

Ki-67
SUVmaxT/L=1.9 index
=15%
» :
o Ki-67
SUVmax T/L = 3.2 index
.' r) =25%

Pancreatic NET

Bourdeleau et al, Ther Adv Med Oncol (2023)
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The role of functional imaging
FDG prognostic in GEP-NENS
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Concurrent FDG Pet? Why?

Functional characterization

—

T —

WD

NET > 20% Ki-67

PD
21-55% Ki-67

18F-FDC‘

PD
> 55% Ki-67

Plati
tmum/etopoSI.de

Fazio et al, Cancer Treatment Reviews (2016)



Principles of treatment



hink (again and again) about locoregional
treatment. They can be used at any point during a
patient’s disease course.

For a curative attempt in early/locally advanced disease.

For symptomatic tumor bulk, hormone hypersecretion, or a threat to
critical structures.

As a treatment line (near total debulking has been associated with
improvement in survival).

Surgery (primary/metastasis); Liver directed therapy (many options); liver
transplant (selected patients)



When surgery might not be needed in early stage:
asymptomatic, sporadic, Non-functional p-NET, <
2Cm

ASPEN STUDY

] ] B o Time Cumulative incidence
Prospective multicentre Rt o s 2years | 7.5% (95%CI 5.8%-9.5%)

. o | v Sugary 5years | 16.7% (95%Cl 13.6%-20.1%)
observational cohort. 7Tyears | 18.5% (95%CI 14.9%-22.4%)

27(%:} ('Zg(’) ]F_);I,/IEE pfzr((:)r:t Sx E N ‘ Smaller tumor size at diagnosis @

was the only independent determinant of relevant tumor

growth during follow-up

OS NS (p=0.53); Liver Ol e e « Tumor size < cm: HR 1.69, 95%CI 1.11-2.56, p=0.014
mets 0.3%; NNT=289; O RO RO OrIOR S Kﬂ ---------------------------------

o S e Only n=1 reached a final tumor size >2 cm
NNH=6

Partelli et al, ESMO 2025
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Management of hormone hypersecretion in a
nutshell. Treat the hormone and the cancer!

Therapy Carcinoid syndrome Functioning Pancreatic NEN
line

Indolent tumors Aggressive tumors? Indolent tumors Aggressive tumors?
SSAP SSAP SSAC SSA® + chemotherapy (eg,
CAPTEM)
Increase SSA dose and/or Increase SSA dose and/or Everolimus, sunitinib Switch chemotherapy (eg,
shorten injections intervals  shorten injections intervals + or to oxaliplatin-based)
Hepatic embolizationd Hepatic embolization®
+/- telotristat ethyl®
Add telotristat ethyl® Lutetium77 Palliative surgical debulking
or Lutetium177d or or
Hepatic embolization? CAPTEM Hepatic embolization®
or
Lutetium?”7
Other Everolimus Chemotherapy Palliative surgical Everolimus
options or debulking or
Sunitinib

Alpha-interferon

CSSA should be used carefully in insulinomas (SSTR+ only) due to the risk of worsening
hypoglycemia; ¢For uncontrolled diarrrhea Riechelmann et al. ASCO Ed. Book 2023
’ ' 27




Telotristat approved for SSA refractory carcinoid
syndrome related diarrhea based on TELESTAR

trial results

Approved dose 250 mg TID (better tolerated less nausea)

A StUdy Week M Baseline
B 3 6 9 12 15 18 21 24 30 35 7 Week 12
4 4 1 1 1 1 1111/ ! 1 1 41 1 4 4 J 1 11 1] 111 J]11]°/1] _1 7

® 0.0 _é 5-week intervals § -2.1

= '_::: ® 5 == Placebo 6 -0.9

- ®© 0.5 3 Telotristat ethyl 250 mg tid e

% - . - 3= == Telotristat ethyl 500 mg tid => 5

et "‘"u-j- < = - Crossover from placebo ) =

m = £ Crossover from telotristat ethyl 250 mg tid ©

c -1.0 - -0 0O 4 4.34

g g S 3.83

o O - 3

L ~— -1.5 - o

o &L =

o E R ettt e, — 2 =

% m _2.0 - /.... 8

= = i 14

o~ =

—2.5 0
- I 1 T
DBT Period | Placebo Telotristat Ethyl Telotristat Ethyl
250 mg tid 500 mg tid
(n =35) (n = 36) (n=37)

Also, a significant reduction on urinary levels of SHIAA.

Underpowered for flushing and abdominal pain assessment. culke MH. et al. J Clin Oncol. 2017



Managing refractory
diarrhea

Think about the differentials...
Pancreatic exocrine insufficiency
Bile-acid induced diarrhea
Short bowel syndrome

SBO

Eads et al, pancreas (2020).

'g Characteristics of diarrhea Other factors
‘Z. - Frequency + Impact of fasting
. = - Consistency « Food sensitivities
&P :‘, + Duration/timing - Laxative use
- > * Presence of fat, blood, pus + Comorbid conditions
S + Stools float or sink
% Other symptoms of NETs?

v

S c
.8.. =8 - Osmolality and - Calprotectin
Wl electrolytes (Na*, K')  + Fat
4 - Elastase + Blood
woO
1
¥ Y

Osmolar gap <50 mOsm/kg" | ’ Osmolar gap >100 mOsm/kg' ‘

Secretory Diarrhea Nonsecretory (Osmotlc) Diarrhea

Stool
swmw NET m

elastase and fat

s Zollinger- Medullary Bile
g::'rr:"‘g Ellison s\;ln:‘?g:e thyroid  acid-induced ; l
i \i
syndrome carcinoma diarrhea VUNL Low elastase
Urine or Fasting ) and/or positive for fat
O%I:m plasma S-HIAA  gastrin, Fasting VIP Ca'é';mn‘ N/A? ¢
SUSATIONNS BRassC i) Stool Maldigestive Diarrhea
8 calprotectin®
le‘ostsd:m S0 Empiric bile e Pancreatic
liver-directed e Rverdiected |SUrGerY || | oy pinesna ¢ NET exocring
with theraey aridior SSA therapyand/or  SSA ALy ‘v—; Insufficiency
surgery
b S Somatostatinoma SR
l Elevated' I | WNL | pancreatectomy
Confirm Imaging. Stool elastase
with  somatostatin level and fat
Inflammatory Taat 7 :
o il Lt
Diarrhea with enzymes enzymes, diet
IBD Reassess diet, medications, medical

& surgical history; consider referral
to Gl if diarrhea is refractory to
initial management

|

v v

Related to NET Therapy Non-NET Maldigestive and/or Malabsorptive Diarrhea

Short bowel Small bowel Celiac Imitable Neuro/ Protein-losing  Laxative

£ Lactose
syndroma/smail bacterial bowel Hyperthyroidism CVID
ERial raEaalias P intolerance” disease syndiome enteropathies enteropathy abuse
Lactose Neurogastro-
tTG-IgA. i Serum
Confirm Hydrogen challenge, Diagnosis of _ enterology testing, Spot stool
with Grgcatils ofy breath test hydrogen HLS(;;%W exclusion  Twroid panel 'Tc;'t;'l'gs including -1 antitrypsin TSty
breath test 9 motility studies
SR Lactose avoic- g :
Traat e Antibiotics, Gluten  Symptomatic St Nig A AT Patient
With Nutrition support probiotics B,:::l:; lacif:e Ncidarcad [ oAt Various'™ therapy Various' Various' ed ion




Many options for growth control
Best therapy sequencing remains unknown

LowKi-67 Index | N (O B ) P A
S Oligometastatic Welkdifferentiated SRI positivity for PRRT Rapidly progressive WD
Indolent disease Plontenend RD resscxcticn Functioning NEN Consider comorbidities NENs Poarly differentiated
Asy mptomatic Oligoprogressive and towicity profies High tumor burden
Nonfunctioning | . |
L L J ,-f L _,f L o J

Riechelmann et al, ASCO Ed. Book 2023



Observation is often the preferred approach for
G1/G2, non-functional, asymptomatic, stable and
low burden

6-18 months of disease stabilization

CLARINET TRIAL PROMID
1st line, non-fuctional, G1-G2 (ki 67<10%); SSTR+, 1st line, functional and fuctional, G1 (95%); midgut
100 giNET NET
90 Lanreotide 120 mg A

s | 32 events, 101 patients )

'-;._: 20— ‘ Median not reached --E- 1.0 ¢ . == Placebo, 40 events; median, 6.0 months

o : o Octreotide LAR, 26 events; median, 14.3 months

B 70 l'h—-—, £ 0.8+

N — ': .

O X 60- o

b — o -

ST 50— o 0.6 '

a .z Placebo =

= E 40— 60 events, 103 patients ~ 0.4- .

20 Median, 18.0 mo (95% Cl, 12.1-24.0) s -

n -  —

ks 20 2 0.2-

w P<0.001 for the comparison of progression-free survival @ -

< 104 Hazard ratio for progression or death, 0.47 (95% Cl, 0.30-0.73) Q. : : LR — : : : : : : :

0 T T T T T | | 0 6 12 18 24 30 36 42 48 54 60 66 72 78
0 3 6 9 12 18 24 27 _ ]
Months Time Since Random Allocation (months)

. No. of patients at risk
No. at Risk Placebo 43 21 9 3 1 1 0 0 0 0 0 0O 0
Lanreotide 101 94 84 /8 71 61 40 0 Octreotide LAR42 30 19 16 15 10 10 9 9 6 5 3 1 0

Placebo 103 101 87 76 59 43 26 0



Somatostatin analogs

Negligible tumor responses (2%)
Well tolerated, most common adverse events: pain, injection site reaction, diarrhea, disglycemia, and

cholelithiasis.

CLARINET TRIAL PROMID
1st line, non-fuctional, G1-G2 (ki 67<10%); SSTR+, 1st line, functional and fuctional, G1 (95%) and G2;
100 giNET midgut NET
90 Lanreotide 120 mg A

s | 32 events, 101 patients )

'-;._: 20— j Median not reached --E- 1.0 ¢ . == Placebo, 40 events; median, 6.0 months

o : o 1 Octreotide LAR, 26 events; median, 14.3 months

@ 70- ‘1.—.._, T 084

N — ': .

2R 60- =3 :

E Tﬂ 50_ o 0.6 . I -'

a .z Placebo =

= E 40— 60 events, 103 patients ~ 0.4- .

z n Median, 18.0 mo (95% Cl, 12.1-24.0) n - .

_'U_.'! 30_ c lII|

ks 20 2 0.2- B

w P<0.001 for the comparison of progression-free survival © -

< 104 Hazard ratio for progression or death, 0.47 (95% Cl, 0.30-0.73) Q. : : LR — : : : : : : :

0 T T T T T | | 0 6 12 18 24 30 36 42 48 54 60 66 72 78
0 3 6 9 12 18 24 27 _ ]
Months Time Since Random Allocation (months)

. No. of patients at risk
No. at Risk Placebo 43 21 9 3 1 1 0 0 0 0 0 0O 0
Lanreotide 101 94 84 /8 71 61 40 0 Octreotide LAR42 30 19 16 15 10 10 9 9 6 5 3 1 0
Placebo 103 101 87 76 59 43 26 0



Pharmacokinetics: Lanreotide and Octreotide LAR

1200 Lanreotide Autogel 90° mg (n=10) 1400 Long-acting octreotide 20 mg (n-10)
O L
TE' 10000 TE' 1200 1
~ r Mean time to reach ~ i Mean time to reach
2 4 maximum concentration: g 1000 maximum concentration:
o 80007 2.4 days p 22 days
S S
whed T wfed
O 6000 ©
£ T, £
O i O
e 4000 [ e 1
(o} \\ ®]
&) &)
2000 || |
0 . I I I I I I I I I I I I I 21 28 35 42 49 56 63 70 77 84 91

7 14 21 28 35 42 49 56 63

Days

70 77 84 91
Days

Reported mean times to reach maximum concentration
for lanreotide 120 mg:*2 7 hours to 1.1 days

* Graphs are not directly comparable. Concentrations were measured using immunoassays specific to either octreotide LAR or lanreotide, and different scales were used.

“Not the approved dose for enteropancreatic NETs or carcinoid syndrome.

NET, neuroendocrine tumour; SD, standard deviation.

1. Astruc B, et al. J Clin Pharmacol 2005;45:836-844; 33
2. Wolin EM et al. J Gastrointest Canc 2016;47:366-374;

3. Tiberg F et al. Br J Clin Pharmacol 2015;80:460-72.



LAN 120 mg every 14 days resulted in promising PFS

and DCR outcomes

PFS (primary endpoint) Secondary efficacy endpoints
But no randomization and this is RECIST progression... m N Midgut NET, n=51
1.0- —— Midgut NET =~ —— PanNET Best overall response*, % (95% Cl)
0.9
© Partial response 0 3.9 (0.5; 13.5)
= 0.8 .
% 0.7~ Stable disease 66.7 (51.6; 79.6) 68.6 (54.1; 80.9)
o} . . ) )
g 0.6 Midgut NET, median (95% Cl) Progressive disease 31.3 (18.7; 46.3) 23.5(12.8; 37.5)
i . _ =
5 095 PFS = 8.3 (5.6; 11.1) months  (DCRt at Week 24, % (95% CI) 43.8 (29.5; 58.8) 58.8 (44.2; 72.4)
B 0.4
e DCR' at Week 48, % (95% Cl) 22.9 (12.0; 37.3) 33.3 (20.8; 47.9)
S 0.3 N\ Y,
o 0.2- ! -
01 PanNET, median (95% Cl) Post-hoc efficacy endpoints
' PFS = 5.6 (5.5; 8.3) months
0 3 6 9 12 15 18 21 24 o _ .
Time (months) PFS by Ki67+, median (95% CI), months
Ki67 <10% (n=43; n=47) 8.0 (5.6; 8.3) 8.6 (5.6; 13.8)
Patients 99 67 51 33 19 14 12 11 0
at risk Ki67 >10% (n=5; n=4) 2.8 (2.8;2.9) 5.5 (2.6; NC)

MRC Reactive/ For Reactive Medical Use Only /Externallpsen

May address uses of Ipsen products that are not currently approved by Health Canada

*Best overall response was defined as the best response recorded from the initiation of treatment until disease progression; one patient in the midgut NET cohort has ‘not evaluable’ as
best overall response. TDCR was defined as the proportion of patients with complete response, partial response or stable disease. *Post hoc analysis by Ki67 index. Cl, confidence 34
interval; DCR, disease control rate; LAN, lanreotide autogel; NC, not calculable; NET, neuroendocrine tumour; panNET, pancreatic NET; PFS, progression-free survival



Targeted Agents



Everolimus- pNET and non-functional GI-NETs

RADIANT 3

RADIANT 2

RADIANT 4

Progression-free Survival, Adjudicated Central Review

Kaplan—-Meier median
Everolimus, 11.4 mo

Everolimus Placebo, 5.4 mo

Hazard ratio, 0.34 (95% Cl, 0.26-0.44)
P<0.001 by one-sided log-rank test

Placebo

mv Censoring times

o 100+

I~

=

H 80

‘&

ix

B 60

<]

[

5 2

1] 40

>a

5 20

Na)

<

o 0
0

T T T T T T T T T T T T
2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

Months

A
100 4 mPFS = 16.4 months OV Censoring times
-8~ E+0
-7 P+0
. 804
if HR 0-77 (95% C1 0-59-1-00)
< 604 p=0.026
é 404 TRy Togy
g
< 201
mPFS = 11.3 months
0 T |

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Number at risk
E+O 216 202 167 129 120 102 81 69 63 56 50 42

P+0 213 202 155 117 106 84 72 65 57 50 42 35

332217221 4 1 1 DO
24 18 11 9 3 1 0 O

A
1004 Kaplan-Meier median progression-free survival
Everolimus 11-0 months (95% Cl 9-2-13-3)
Placebo 3-9 months (95% Cl 3-6-7-4)
& 80 HR 0-48 (95% €1 0-35-0-67)
s p<0-00001 by stratified one-sided log-rank test
£ 6o
@
o
£
g 40
a
2
g 20 ® ¥ Censoring timepoints
—e— Everolimus
—¥— Placebo
0 T T T T T T T T T T T 1
0 2 4 6 8 10 12 15 18 21 24 27 30
Number at risk
Everolimus 205 168 145 124 101 81 6§ 52 26 10 3 0 0
Placebo 97 65 39 30 24 21 17 15 11 6 5 1 0

Yao et al, NEJM (2011)

Pavel et al, Lancet (2011)

Yao et al, Lancet (2016)




Sunitinib

A Progression-free Survival

- pNET

Overall Survival

100 Hazard ratio, 0.42 (95% Cl, 0.26-0.66)
g P=0.001
&=
= 30
2
w
X 6o mPFS = 11.4 months
E E b I.
a > Sunitinib
LE < 40- 1
é‘-u:': Placebo
E 209 mPFS = 5.5 months
o R — :
0 T T T T |
0 5 10 15 20 25
Months since Randomization
No. at Risk
Sunitinib 86 39 19 4 0 0
Placebo 85 28 7 2 1 0

Raymond et al, NEJM (2011)

100+
X Sunitinib
= ‘“‘Hq_
> 30 g,
< I"'--r—|-+|-|1r-|-r~,
= ' JH.
Ly 4+
= 60— Placebo ‘- -i-i-mmqemicfo-
7]
3
w404
=
B 0| Hazard ratio, 0.41 (95% Cl, 0.19-0.89)
- P—0.02
} ™
a
0 [ [ [ [ ]
0 5 10 15 20 25
Months since Randomization
No. at Risk
Sunitinib 86 60 38 16 3 0
Placebo 85 61 33 12 3 0



CABINET — Cabozantinib after PD to at least 1 line

of a non-SSA agent

* Histologically confirmed locally advanced or metastatic
well- or moderately differentiated epNET or pNET, WHO
grade 1-3

*After central
confirmation of PD,
patients receiving placebo
could elect to crossover to
open-label cabozantinib®

—> PD

Cabozantinib®® 60 mg
PO QD (n = 134)

* Disease progression by RECIST v1.1 within 12 months prior

to enroliment

* Progression or intolerance, leading to discontinuation, of (n = 69) 60 mg PO QD

at least one prior FDA-approved systemic therapy, not

including SSA

nciuding . o - Cabozantinib®* 60 mg PD

* For pNET: everolimus, sunitinib, or *’/Lu dotatate . —> PO QD (n = 64)

* For epNET (excluding lung NET): everolimus or _

177Lu dotatate 2:1 Placebo® PO QD PD* —» Cabozantinib

* For lung NET: everolimus (n=31) 60 mg PO QD
* Concurrent SSA allowed provided stable dose for > 2

months
Stratification factors Primary endpoint PFS per RECIST v1.1 by retrospective BICR?
* epNET: concurrent SSA and primary site (midgut . ]

Gl/unknown vs non-midgut Gl/lung/other) Secondary endpoints Confirmed ORRe® per RECIST v1.1, OS, safety

* pNET: concurrent SSA and prior sunitinib

2Interruptions and dose reductions for cabozantinib (40 mg, then 20 mg) and placebo were specified for adverse event management; Blinded treatment continued until PD, unacceptable toxicity or withdrawal of consent; If investigator
assessments of PD were confirmed by blinded real-time central review, patients were unblinded to treatment assignment; 9Patients were evaluated every 12 weeks by radiographic imaging for tumor response and progression; ¢Defined as two
consecutive scans showing complete or partial response by BICR.
1771y, lutetium 177; BICR, blinded independent central review; epNET, extra-pancreatic NET; FDA, Food and Drug Administration; Gl, gastrointestinal; NET, neuroendocrine tumor; ORR, objective response rate; OS, overall survival; PD, progressive
disease; PFS, progression-free survival; pNET, pancreatic NET; PO, oral; QD, once daily; R, randomized; RECIST, Response Evaluation Criteria in Solid Tumors; SSA, somatostatin analog; WHO, World Health Organisation. 3
ChanJ et al. New Engl J Med 2024;manuscript in press.



PFS analyses: epNET cohort®

PFS analysis N No.of events Stratified HR (95% Cl) Log-rank p

100 1 All enrolled patients (BICR) 203 111 0.38 (0.25-0.59) <0.001
. 90 - All enrolled patients (investigator review) 203 137 0.46 (0.32-0.66) <0.001
X
ag 80 1 Accounting for cohort misallocation (BICR) 199 108 0.46 (0.30-0.69) <0.001
(]
-Fg- 70 +
E 60 o
?’ Cabozantinib
S 50 | mPFS (25% Cl):
= 8.4 (7.6-12.7) months ORR 5% vs. 0% (p=0.05)
c
= 40 -
%
O
@ 30 4
e
a oo - Placebo

mPFS (95% Cl): mFU (95% Cl): 10.2 (8.2—13.8) months
10 - 3.9 (3.0-5.7) months
+ Censor
O T T T T T T
0 6 12 18 24 30 36
No. at risk (no. censored) Time from randomization (months)
Cabozantinib 134 (0) 58 (39) 26(52) 8 (59) 1(62) 1(62) 0(63)
Placebo 69 (0) 9 (24) 2(27) 0(29)

aThree patients with epNET were misallocated to the pNET cohort and seven patients with pNET were allocated to the epNET cohort. Data cutoff: 24 August 2024.
BICR, blinded independent central review; Cl, confidence interval; epNET, extra-pancreatic neuroendocrine tumor; HR, hazard ratio; mFU, median follow-up; mPFS, median PFS; PFS, progression-free survival; pNET,
pancreatic neuroendocrine tumor. 39
Chan J et al. New Engl J Med 2024;manuscript in press and Chan J et al. Abstract 11410. Presented at ESMO 2024, 13-17 September 2024, Barcelona, Spain.



PFS analyses: pNET cohort?

PFS analysis N No. of events Stratified HR (95% CI) Log-rank p
1007 All enrolled patients (BICR) 95 57 0.23 (0.12-0.42) <0.001

90 +
. All enrolled patients (investigator review) 95 63 0.29 (0.16-0.52) <0.001
X
= 80 -
*5;-; Accounting for cohort misallocation (BICR) 99 60 0.20(0.11-0.37) <0.001
£ 70 -
o
-8 60 -
3 Cabozantinib
E 50 - mPFS (95% Cl):
= 13.8 (9.2-18.5) months ORR 19% vs. 0% (p=0.05)
c
= 40 +
s Placebo
@ 30 - mPFS (95% Cl):
0 4.4 (3.0-5.9) months
Q20 -

10 -

+ Censor mFU (95% Cl): 13.8 (10.1-19.7) months
O T T T T T T
0 6 12 18 24 30 36

No. at risk (no. censored) Time from randomization (months)

Cabozantinib 64 (0) 33 (16) 18 (24) 8 (27) 3 (30) 2 (30) 0(32)
Placebo 31(0) 6 (4) 0(6)

aThree patients with epNET were misallocated to the pNET cohort and seven patients with pNET were allocated to the epNET cohort. Data cutoff: 24 August 2024.
BICR, blinded independent central review; Cl, confidence interval; epNET, extra-pancreatic neuroendocrine tumor; HR, hazard ratio; mFU, median follow-up; mPFS, median PFS; PFS, progression-free survival; pNET,
pancreatic neuroendocrine tumor. 4
Chan J et al. New Engl J Med 2024;manuscript in press and Chan J et al. Abstract 11410. Presented at ESMO 2024, 13-17 September 2024, Barcelona, Spain.



Lenvatinib

Lenvatinib in Patients With Advanced Grade 1/2
Pancreatic and Gastrointestinal Neuroendocrine

Tumors: Results of the Phase Il TALENT
Trial (GETNE1509)

Efficacy Parameter panNETs (n = 55) GI-NETs (n = 56) Total (N = 111)
Patients with tumor assessment, MNo. (%) 52 (94.6)° 55 (98.2¢ 107 (9%6.4)°
Best overall response, No. (%)
Complete response 0 0 0
Partial respornse 23 (442) 9 (le.4) 32 (29.9)
Stable disease 27 (519) 42 (76.4) 69 (64.5)
Propressive disease 2(39) 1(18) 3(2.8)
Not evaluable 0 3 (55 3(28F
Overall response rate (95% CI) 442% (30.7 to 58.6) 16.4% (B.2to 29.3) 299% (216 to 39.6)
Disease control rate 96.2% (85.7 to 99.3) 92.7% (816 to 97 6) 94.4% (87.7 to 97.7)
Median duration of response, morths (range) 199 (8 4-30.8) 339 (106-38.3) 215 (84-383)
A . B
L
Pancreatic NETs | Gl NETs
0.8 ) 0.8
2 ORR 44.2% z ORR 16.4%
B 06| 8 06
£ =
= =
; 0.4 ; 0.4
L L
o o

0.2 -| Median - 156 185% C1, 11.4 to NA)

0 10 2 2 0
Time to Progression or Exitus (months)

0.2 -| Median - 15.7 (5% CI, 12.1 to 19.5)

T
0 10 20 0 40

Time to Progression or Exitus (months)

Progression—Fraa Survival — All patients

Median PFS: 11.9 months (95%C1,9.5-NA)

07s

Progression—Free Survival
=
=

000 N
O 2 4 6 B8 10 12 14 16 18 20 22 2 26 28 30 2 34 36 3/ N
Time {manths)
MNumber at risk
AlPaierssy 33 31 26 25 20 14 12 B 7 4 3 3 2 2 2 2 2 2 4 0 O
LR EEEEEEEEEEEEEE EEX]
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Endocrinology

RESEARCH

Real-world outcomes of lenvatinib therapy
for advanced neuroendocrine neoplasms

Progression—Free Survival GEP-NENs

100
GiNET Median PFS: 16.4 months (95%C1,9.5-NA)
075 PNET Median PFS: 19.6 months (95%C1,6.5-NA)
i GEP-NENs G3 Median FFS: 8.9 months (95%C1,3.4-NA)
0.50
025 E E
p=0098 : :
0 i i

0 2 4 6 8 10 12 14 16 1B 20 2 24 26 20 30 I\2 34 W M 40
Time (months)

MNumber at risk

glNEl!G‘ﬁ 121200 8 8 8 5 4 1 1+ 1 1+ 1 1 1 1 1 ¢ ¢ 0
PNETS G1-& i3 1211 0 8 7 & 3 3 3 2 2 1 1 1 1 14 1 1 0 0
GEP-MEMsG3{ 7 & 4 4 3 0 0O 0O 0O 0O @ © © 0O 0O O O O O O O
0 2 4 6 8 10 12 14 16 18 20 22 34 25 20 %0 32 34 36 30 40
Time (months)
Overall Survival GEP-NENs
1.00
giNET Median OS: 17.5 months (95%C1,12.7-NA)
pMET Median OS: 22.5 months (95%Cl,13.4-NA)
o7 GEP-NENs G3 Median O5: 8.9 months (85%CI.8.4-NA)
050
p=033 v
.00 ' H
T f 3 E B 10 1z 14 f6 18 20 22 24 26 28 30 % 34 36 @ 40
Time [meonths)
MNumber at risk
gMETs G 12121 111 8 8 7 6 4 2 2 2 2 2 2 2 2 111
pPHETs Gi. 131212 W % 8 9 & B 5 4 4 2 1 1 1 1 1 1 0 O
GEPMEMsGY 7 8 5 65 4 2 1 1 1 1 1 0 0 0 0 0 0O O O O O
O 2 4 & 8 {0 42 f4 f6_10 Fo 22 24 25 20 30 a2 M 36 30 40
Time (manths)

Capdevila et al, JCO (2021)
Solar Vasconcelos et al, ERC (2025)

*Lenvatinib does not currently have a Health Canada indication for neuroendocrine tumors



Chemotherapy
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Response Rates

Temozolomide Temozolomide + Capecitabine -value
(N=72) (N=72) =

Complete response 2.8% 0

Partial response 25.0% 33.3%
Stable disease 40.3% 48.6%
Progressive disease 19.4% 13.9%
Unevaluable 12.5% 4.2%

Objective Response Rate
(CR+PR)

Disease Control Rate
(CR+PR+SD)

27.8% 33.3%

68.1% 81.9%

Response Duration (median)

o HACCN1R
#ASCO18 " ; - : N7 16
: ASCO N et A . Pamelz LUunz, MD Abstract #4004 16
presenen a: 2018 R A —— presenTeD By:  Pamela L. Kunz, ML bstract #4004

A N N U A L M E ETl N G ;:‘r’r:sisas;;n required for reuse.



Peptide receptor radionuclide therapy (PRRT)



Theranostics

Targeted radiotherapy delivers cytotoxic radiation directly to

tumor cells by using a radiolabeled somatostatin analogue that
binds to somatostatin receptors (SSTRs)

Ligand
Octreotide o
Radioisotope
NET Cell =
T m——— 68Gallium or
Linker 77 utetium

Target

Somatostatin Receptor



177 u-Dotatate — NETTER1 Phase 3 RCT

177Lu-Dotatate
(7.4 GBq) + Octreotide
LAR (30 mg IM)

Patients with inoperable
somatostatin receptor +
midgut carcinoid tumors;

progressive under 4 infusions every 8

octreotide LAR (n = 230) 11 - wge1k1s; Treated
Ki67<20% and all lesions i ggglt;’D or

somatostatin receptor
positive

Octreotide LAR
(60 mg IM)
every 4 weeks
n=115

MN—-—2002>%

Primary endpoints
PFS according to RECIST criteria (objective tumor response)
Active control

Note: dose
is higher than

Secondary endpoints
Safety and tolerability

that approved
in Canada

Strosberg et al, NEJM (2017)



//Lu-Dotatate — NETTER1 Phase 3 RCT

100
90
— 80
©
=
S _ 70
7
$ £t 60
o2
&’ 50
g o
—
‘% © 40
B 52
S~ 30
o
o 20
10
0
No. at risk

177 u-Dotatate group 116 97 76 59 42 28 19 12
Control group 113 80 47 28 17 10 4 3 1

Strosberg et al, NEJM (2017); Strosberg et al. Lancet Oncol. 2021

177_u-Dotatate
Median PFS: not reached

Octreotide LAR 60 mg
Median PFS: 8.4 months
Control

HR = 0.299

(95% ClI, 1@&)

1

(\Géz (ITT)

Months since randomization

2 0
0 0

Overall Siirvival

—— Control group

—— "Lu-Dotatate group

40
20+
Unstratified HR 0-84 (95% Cl 0-60-1-17); log-rank (two-sided) p=0-30
0
0 1|2 2I4 3|6 4|8 6|0 ?IE 8|4 I

Time since randomisation (months)

96

0S (m): 48-0 (95% CI 37-:4-55-2) vs. 36:3 months (25-9-51-7)

* 36% crossover from control to PRRT
*  24% of patients received post protocol treatment
* Loss of power
-> 35% of patients with OS > 5 Year
-> 0S analyzed with 142/152 planned events
-> 20% censored (consent withdraw; loss to follow up)




177Lu-Dotatate — NETTER1 Phase 3 RCT
o 177Lu-DOTATATE — 6% (n=7) G3-5 toxicity
- Half (3%, n=3) on long term follow up
- 1 patient: G5 MDS
- 1 patient: G3 respiratory infection; G3 refractory cytopenia with multilineage

dysplasia
- 1 patient: G2 breast cancer

e 2 patients (2%) treated with 17/Lu-DOTATATE developed MDS

* Nephrotoxicity G3-5: //Lu-DOTATATE 5% vs. 4% Control.
- No significant change in creatinine clearence on follow up

Strosberg et al. Lancet Oncol. 2021



NETTER-R

100
—— "Lu-DOTATATE
80
TTLu-DOTATATE
Number of patients 62
&0 - Median, months 248
3 95% Cl 17.5=-34.5
Lo
L
o
40 -
20 4
0. |
0 G 12 18 24 30 36 42 48 54 60 6B T2 Fi-] B4 a0
Manths
Mumber
at risk g2 50 40 32 21 15 13 g 9 7 6 5 3 1 1 0

Fig. 1 Kaplan—Meier analysis of PFS by RECIST v1.1. This analysis sion-free survival, RECIST vi.l, Response Evaluation Criteria in
includes patients in the FAS where RECIST vl1.1 data were available Solid Tumors version 1.1
(n=62). CI, confidence interval; FAS, full analysis set; PFS, progres-

Clement et al, Eur J Nuclear Med and Mol Imaging (2022)



Erasmus Retrospective Cohort

Table 2. Best response, PFS, TTP, and OS after therapy with ¥/Lu-DOTATATE

Primary CR PR SD PD NE
NET Total no No. of No. of No. of No. of No. of Median PFS Median TTP Median OS
location of pts pts (%) pts (%) pts (%) pts (%) pts (%) (months) (months) (months)
Midgut 181 2(1 55 (30) 99 (55) 16 (9) 9 (5) 30 42 60
Non-PD 32 0 (0) 10 (31) 18 (56) 3(9) 1(3) 24 45 82
PD 94 1(D 28 (30) 50 (53) 9 (10) 6 (6) 29 40 50
Hindout 12 0 o 4 (23N B (50N 10 1080 29 29 Mot dafinad
Pancreatic 133 6 (5) 66 (50) 40 (30) 17 (13) 4 (3) 30 3l 71
Non-PD 21 1(5) 9 (43) 10 (48) 1(5) 0 (0) 31 31 Not defined
PD 66 2 (3) 36 (55) 15 (23) 10 (15) 3(5) 31 36 71
Functional 21 1(5) 12 (57) 4 (19) 3014 1(5) 30 33 Not defined
Nonfunctional 12 5(4) 54 (48) 36 (32) 14 (13) 3(3) 30 31 69
Bronchial 23 0 (0) 7 (300 7 (30) 6 (26) 3 (13) 20 25 52
Other foregut® 12 1(8) 4 (33) 5(42) 2007 0 (0) 25 Not defined Not defined
Unknown 82 0 (0) 29 (35) 35 (43 nQ3) 7 (9) 29 37 53
Total 443 9(2) 165 (37) 192 (43) 53 (12) 24 (5) 29 b 63

*Including five tumors of the stomach, five of the duodenum, and two of the thymus.
Abbreviations: NE, not evaluable; Primary NET location "non-PD and PD" means "without PD and with PD" at start of therapy with Y7Lu-DOTATATE.

0.7% Acute Leukemia; 1.5% MDS; 1% Renal Failure; No hepatic Failure

Brabander et al, Clinical Cancer Research (2017)




NETTER-2

177Lu-DOTATATE showed significant improvement in
primary PFS endpoint

100 -
920
80
70
60
50
40
30
20
10

0
0 2 4 6 8 10 12 14 16
Number at risk Time, months
177 u-DOTATATE 151 143 138 129 125 104 92 80 68 53 41 37 23 19 13 9 4 2 0

Highdose 75 g7 49 42 37 24 21 16 16 10 5 5 4 1 1 0 0 0 O
octreotide

PFS centrally assessed according to RECIST 1.1
Cl, confidence interval; HR, hazard ratio; NE, not estimable; PFS, progression-free survival; RECIST, Response Evaluation Criteria in Solid Tumors.

ASCO Gastrointestinal
Cancers Symposium Bl |

177Lu-DOTATATE arm

High dose octreotide arm

18 20 22 24 26 28 30 32 34 36

presentepgy: Simron Singh, MD, MPH

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org.

177Lu- High dose
DOTATATE octreotide
arm arm

n=151 n=75
22.8 8.5
(19.4,NE) | (7.7,13.8)
0.276 (0.182,0.418)
<0.0001
55 (36) 46 (61)
47 (31) 41 (55)
8 (5) 5(7)

PFS median, months

(95% ClI)

Stratified HR (95% Cl)
p-value

Number of events, n (%)

Progression
Death

72% reduction in the risk of
disease progression or death in
the 77Lu-DOTATATE arm versus

the high dose octreotide arm

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



COMPETE Trial Design

.
Prospective, randomised, controlled, open-label, multi-centre phase 3 trial
SCREENING
° (* KEY INCLUSION CRITERIA N

Morphologic Imaging at 3-Monthly Intervals®
(Both arms; started at Month 3)

"7Lu-edotreotide 7.5 £ 0.7 GBq IV*" N = 207 PFS Follow-up

3-monthly*

Long-term
30 months post Day 0

Follow-up:

Cycle 1 Cycle 2 Cycle 3 Cycle 4

Month0  Month3  Month&  Month9

STRATIFICATION FACTORS Everolimus, 10 mg daily oral®

Primary endpoint: PFS? (per RECIST 1.1 by BICR)
c t I A t B ICR L I A t Secondary endpoints: ORR, OS, DCR, DDC, HRQolL, safety, and tolerability
( ) Ry LY ‘e e e e e e i e EIESMD™™
1.0 1.0+
0.9 0.9
0.8 4 0.8
g 0.7d B0y, E 0.7
w 0.6 : Median (95% CI) w 0.6 Median (95% CI)
o : 23.9 (18.7 to 30.0) c 1 . e, 24.1 (21.2 to 26.7)
E‘ 0.54 %"--"'-...@ S, . 4? 0.5 e ST
3 Median (95% CI) "oy, Sas 3 Median (95% CI) = i
§ 0.4- 14.1 (9.2 to 20.9) R & 0.4 17.6 (12.2 to 21.0) F
o g | — 3
g 0.3 a 0.3
0.2 ] 0.2
0.1 77| u-edotrectide 01d — ¥7Lu-edotreotide
Everolimus Everalimus
0'0 T T T T T T T T T T 1 0‘0 T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
Months Months
Patients at risk
[’Lu-edotreotide 207 195 157 138 120 112 104 83 68 51 31 0 207 197 174 159 145 130 123 103 87 60 36 Q
Everolimus 102 91 58 48 36 32 27 20 14 11 2 0 102 93 66 57 47 40 36 28 20 15 4 0

mPFS was significantly longer in the "7Lu-edotreotide arm vs the everolimus arm:

* Central assessment: 23.9 vs. 14.1 months; p=0.022; HR 0.67, 95% CI [0.48, 0.95]
» Local assessment: 24.1 vs. 17.6 months; p=0.010; HR 0.66; 95% CI [0.48, 0.91]




Optimizing PRRT sequencing in NETs?

Proposed therapeutic algorithm of PRRT in advanced SSTR+ GEP-NETs presented at ENETS Conference 20252

GI-NET (G1-G2) pNET (G1-G2)

G1 Therapeutic Sequencing for NET G3: proposed algorithm by ENETS 2 G3

v , Advanced digestive NET G3 v &
NF and Tumour 10%—-20% Ki-67 >
low tumour progres gh tumour 20% and
- (1]
burden func l yurden <50%
SRl-positve | | SRl-negative | | FOLFOX/CAPTEM |
1L - | | |
aic Lu177-Dotatate CAPTEM/FOLFOX** *
and wait CAPTEM/FOLFOX S s Carboplatin-Etoposide PRRT*/CAPTEM
' ’ ’ Biomarker-driven therapy ioh-
G2 . ! (i.e. ICI if MSI or TMB-H) H 'gh grade
CAPTEM/FOLFOX* FOLFOX/CAPTEM** Clinical trial .
2 L Lu177-Dotatate* Targeted therapy BSC ; g
I (Eve, Suni, Cabo) Everolimus/sunitinib
Clinical trial ..
Targeted therapy /cabozantinib
(Eve, Suni, Cabo)
Clinical trial
3 L McNamara MG, Sorbye H, Begum N, et al. J Neuroendocrinol. 2025

Rachel Riechelmnann

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

BV

*Recent data from NETTER-2, NETTER-1 long-term follow-up, and OCLURANDOM support a potential shift toward earlier use of PRRT,
especially in select high-risk or symptomatic patients.

1L, first line; 2L, second line; 3L, third line; CAPTEM, capecitabine and temozolomide; ENETS, European Neuroendocrine Tumor Society; G, grade; Gl, gastrointestinal; GEP, gastroenteropancreatjc:
NET, neuroendocrine tumour; NF, neurofibromatosis; pNET, pancreatic neuroendocrine tumour; PRRT, peptide receptor radionuclide therapy; SSA, somatostatin analogue; SSTR, somatostatin ] 54
receptor.

1. Kuiper J, et al. J Neuroendocrinol 2024 (Epub ahead of print); 2. Knigge U, et al. Oral presentation at 22nd Annual ENETS Conference; March 5-7, 2025.




Surveillance after curative surgery

0.9+
Surveillance after resection of 0g1 ~ Pancreatic NET
NETs should continue for at 7
least 10 years, with the zi Sl Intestine NET
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Questions?



	Slide 1: Neuroendocrine Tumours A primer for Primary Care Physicians 
	Slide 2: Disclosures 
	Slide 3: Objectives
	Slide 4: What is a NEN? What is a NET? What is a NEC?
	Slide 5: Not rare, uncommon and on the rise…
	Slide 6: The diffuse neuroendocrine system means almost all sites can be affected. 
	Slide 7: Commonly present as localized disease with a good prognosis.
	Slide 8: NET (Well-differentiated NENs) usually have a prolonged survival in all sites…
	Slide 9: The challenge of diagnosis and the need to have a high suspicious index
	Slide 10: Common presenting symptoms of NETs
	Slide 11: Functional NETs Hormone hypersecretion syndromes
	Slide 12: Definitions - Carcinoid
	Slide 13: Carcinoid syndrome complications
	Slide 14: Carcinoid syndrome complications
	Slide 15: Mesenteric fibrosis
	Slide 16: The NET Checklist – All you need (and would like) to know if you can when you see a NET. And why?
	Slide 17: Core Diagnostic Workup Components
	Slide 18: Core Diagnostic Workup Components
	Slide 19: Core Diagnostic Workup Components
	Slide 20: Core Diagnostic Workup Components The role of functional imaging 
	Slide 21: Neuroendocrine tumors (NETs) can be highly heterogeneous  
	Slide 22: FDG prognostic in GEP-NENS
	Slide 23: Concurrent FDG Pet? Why?
	Slide 24: Principles of treatment  
	Slide 25: Think (again and again) about locoregional treatment. They can be used at any point during a patient’s disease course.
	Slide 26: When surgery might not be needed in early stage: asymptomatic, sporadic, Non-functional p-NET, < 2cm
	Slide 27: Management of hormone hypersecretion in a nutshell. Treat the hormone and the cancer!
	Slide 28: Telotristat approved for SSA refractory carcinoid syndrome related diarrhea based on TELESTAR trial results
	Slide 29: Managing refractory diarrhea
	Slide 30: Many options for growth control  Best therapy sequencing remains unknown
	Slide 31: Observation is often the preferred approach for G1/G2, non-functional, asymptomatic, stable and low burden
	Slide 32: Somatostatin analogs
	Slide 33: Pharmacokinetics: Lanreotide and Octreotide LAR
	Slide 34
	Slide 35: Targeted Agents
	Slide 36: Everolimus- pNET and non-functional GI-NETs
	Slide 37: Sunitinib - pNET
	Slide 38: CABINET – Cabozantinib after PD to at least 1 line of a non-SSA agent 
	Slide 39: PFS analyses: epNET cohorta
	Slide 40: PFS analyses: pNET cohorta
	Slide 41: Lenvatinib
	Slide 42: Chemotherapy
	Slide 43: E2211- CAP-TEM - pNET
	Slide 44
	Slide 45: Peptide receptor radionuclide therapy (PRRT)
	Slide 46
	Slide 47: 177Lu-Dotatate – NETTER1 Phase 3 RCT
	Slide 48: 177Lu-Dotatate – NETTER1 Phase 3 RCT 
	Slide 49: 177Lu-Dotatate – NETTER1 Phase 3 RCT
	Slide 50: NETTER-R
	Slide 51: Erasmus Retrospective Cohort
	Slide 52: NETTER-2
	Slide 53: PRRT vs. Everolimus
	Slide 54
	Slide 55: Surveillance after curative surgery
	Slide 56

