Is First-Line PRRT in
GEP-NETs the
Standard of Care
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Is First-Line PRRT in GEP-NETs the Standard of Care

Or

Shall we apply NETTER-2 to all GEP-NETs



First line treatment of GEP-NET is complicated by tumor biology

* Presence of Somatostatin receptors

* Tumor grade: Grade 1 and 2 (single digit Ki67) vs
grade 2 (double digit Ki 67) and grade 3

* Primary site: Pancreas vs gastrointestinal lumen

* Options for treatment- W&W, octreotide, PRRT,
other




CLARINET study

Phase III randomized double-blind, placebo-controlled study.

/

Key Eligibility Criteria

Histologically confirmed GI and
pancreas NET
Well differentiated histology

Ki-67 <10% (WHO classification

2010)
Inoperable/advanced
*Non-functioning tumors.

R(1:1)
N=204

/

—{ Lanreotide 120mg s.c every 28 days ]

N

Placebo ]
. . )
Primary Endpoint
Progression free survival
. J




CLARINET — (Open-label extension) results

d Overall population
Core study : OLE study
Cenfral radiologic : Local radiologic
assessment : assessment
100 I Lanreotide: 51 events/101 patients
c a0 4 ! (core: 32 events/101 patients; OLE: 19 events/41 patients)
= F 804 I Median [95% CI] for core plus OLE studies:
E 5 gg: i 38.5 [30.9; 59.4] months 41 patients with stable disease while
o 2 50 - : receiving lanreotide autogel in the core
. % 40 ! study continued into the OLE study
£ 5 30- i
£ 2 20-
o 10 4
04

1 1 1 1 1
0 12 24 36 48 60 72 84 96 108
Time from randomisation in core study (months)
Numbers of patients at nisk of death or PD
Lanreotide 101 71 51 33 26 20 10 6 3 0
Placebo 103 59 26

Endocrine. 2021; 71(2): 502-513.



PRRT is effective in the second line for G1 and G2 NET

Evaluate the efficacy and safety of '"’Lu-Dotatate + SSAs (symptoms
control) compared to Octreotide LAR 60mg (off-label use)" in patients

Sl with inoperable, somatostatin receptor positive, midgut NET,
progressive under Octreotide LAR 30mg (label use)
Design International, multicenter, randomized, comparator-controlled,
parallel-group
Progression free survival (RECIST criteria) every 12 weeks
Dose1 Dose2 Dose3  Dose 4
v v | v
_ 4 administrations of 7.4 GBq of """Lu-Dotatate )
Baseline n=115 every 8 weeks + SSAs (symptoms control) Years
and follow

Randomization | , - 115 | QOctreotide LAR (high dose - 60mg every 4 weeks') up

! FDA and EMA recommendation

Patients 218 years of age
Metastatic or locally advanced, inoperable, histologically proven, midgut NET
Ki67 index < 20% (Grade 1-2)

Progressive disease (RECIST Criteria 1.1 centrally confirmed) on uninterrupted
fixed dose of octreotide LAR (20-30 mg every 3-4 weeks)

Somatostatin receptor positive disease
Karnofsky Performance Score 2 60
Including functioning and non-functioning

J Clin Oncol 34, 2016 (suppl; abstr 4005)



PRRT is effective in the second line for G1 and G2 NET

N =229 (ITT)
Number of events: 91
"""Ly-Dotatate: 23
Oct 60 mg LAR: 68

Hazard ratio: 0.21
[0.13-0.33]
p <0.0001

79% reduction in the risk of
disease progression/death

Estimated Median PFS
in the Lu-DOTATATE arm
= 40 months

Survival Probality
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Progression free survival (PFS) [months]
Treatment: 1: 7Lu-DOTATyr*-Octreotate — — — 2: Octreotide LAR 60 mg |

All progressions centrally confirmed and
independently reviewed for eligibility (SAP)

J Clin Oncol 34, 2016 (suppl; abstr 4005)

C Prespecified Subgroup Analysis of Progression-free Survival

Hazard Ratio (95% Cl)

Subgroup
Extrahepatic metastases

Yes ——

No 46—
Alkaline phosphatase

>ULN ——

<ULN —O—
Somatostatin receptor expression

Grade <4 R

Grade 4 ——
5-HIAA

>2x ULN ——!

<2x ULN ——
Chromogranin A

>2x ULN —H—

<2x ULN —4
Tumor grade

ENETS Grade 2 ——

ENETS Grade 1 44—
Sex

Male ——

Female —O—
Age

>65 yr 44—

<65yr 44—
Overall 44—

O.E)O 0.I25 O.ISO 0.]75

1.00

1.25

177, y.DOTATATE Better

Control Better

0.20 (0.12-0.35)
0.15 (0.04-0.50)

0.21 (0.09-0.49)
0.19 (0.11-0.35)

0.23 (0.12-0.41)
0.18 (0.08-0.39)

0.15 (0.08-0.29)
0.19 (0.06-0.55)

0.19 (0.09-0.27)
0.11 (0.01-0.87)

0.15 (0.07-0.34)
0.24 (0.13-0.44)

0.24 (0.12-0.45)
0.17 (0.08-0.35)

0.24 (0.12-0.48)
0.20 (0.10-0.38)
021 (0.13-0.33)

N Engl J Med 2017;376:125-135



For Grade 1-2 WD NET

* Lanreotide provides mPFS of 38.5 months vs 18 months for G1 and some G2 NET

* There are no prospective data for PRRT in the 1% line for G1 and G2 NET (Ki 67
up to 10%)

 NETTER-1 is compelling for 2" line PRRT for G2 NET

* Considering the biology of this disease, and the AE profile of PRRT

* PRRT CANNOT be the 1% line option in this group.



Grade 3 Neuroendocrine tumors
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Mind the Gap

Drawing and art text by Frits Ahlefeldt




First line management of advanced G2- G3 NET

[*/Lu]Lu-DOTA-TATE plus long-acting octreotide versus
high-dose long-acting octreotide for the treatment of newly
diagnosed, advanced grade 2-3, well-differentiated,
gastroenteropancreatic neuroendocrine tumours
(NETTER-2): an open-label, randomised, phase 3 study

Simron Singh, Daniel Halperin, Sten Myrehaug, Ken Herrmann, Marianne Pavel, Pamela L Kunz, Beth Chasen, Salvatore Tafuto, Secondo Lastoria,

@ We have a conflict of interest ©



Lu-Dotatate plus  High-dose

All patients

The problems with NETTER-2.

e ] ———This 1s the population in need

octrectide 30mg  octreotide 80myg  (n=226)
MethOds LAR (n=151) LAR (control
Meuroendocrine tumour grade at diagnosis growp; n=7 5)
Grade 2 (Ki67 =10% and <20%) 99 (66%) 48 (64%) 147 (65%)
| Grade 3 (Ki67 »20% and <55%) 52 (34%) 77 (26%)
Ki67 indesx 17% (12-25) 16% (12-25) 16% (12-25)

" Lu-Dotatate plu
octrectide 30 mqg
LAR (n=151)

All patients
1=226)

. Is this appropriate?

Time since initial diagnosis, months 1.8(1.2-37) 21 (1-4-39) 1312377 — Indolent disease
[ 0 1(1%) 1(<1%) > Where did the sick go?
70-80 2B 19%) 10 {13%) I8 [17%)
Q0-100 123 (B1%) 64 (B5%) 137 (B3%)
A ; ;
1004 - Tu-Dotatte group A Progression-free Survival
55 events 100 100+ — "Lu-Diotatats group
Medi ion-free sunivd i C115-4-NE) [ P
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Capecitabine Temozolomide as the alternative for G2 pNET

£2211 Study Design Baseline characteristics (2)

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

Primry Endpoit Time from Diagnosis (months) 24.4mo
ARMA: v PFS (local review)

n=T1 : *WHO Grade
: Temozolomide 200 mg/mZ po QD days 1-5
Progressive, Secondary Endpoints: Low (Grade 1)

G1/GZ,. ' R Intermediate (Grade 2
metastatic v 05

ancreatic NETS ARMB: ==
p 1 CapectabineT50mgmipoBDdays 14 OOV

Temozolomide 200 mg/mZ QD days 10-14

Sites of Metastasis
Liver

Correlative Endpoints: Bone
Stratified by: v MGMT by IHC Lung
Uy Cycle length = 28 days; max 13 cycles. + NGHT by promoter fo o

» Prior everolimus : .
Imaging performed every 12 weeks (RECIST 1.1 i
» Prior sunitinib gnep Y | | mefation Prior Treatment

+Concurrent octreotide Everolimus
Sunitinib
“*Concurrent S5A
NCTO1824875 * Imbalance (p=0.013); ** Stratification factor.
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Capecitabine Temozolomide as the alternative for G2 pNET

Progression Free Survival

Median (mo) HR (95% Cl) p-value
— A: Tem 14.4
— B: Tem+ Cape 22.7 0.58 (0.36, 0.93) 0.023
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Summary of 1% line treatment

Variable | Score__

Ist line 2
randomized

Phase 3 2
Phase 2 1
Clinical 1
experience

Octreotide LA PRRT Cap/Tem

G2 Ki 67 3-10 %

G2 Ki 67 10-

19%
Key
Green: 4 and above
Amber:3

2: Red



Is First-Line PRRT in GEP-NETs the Standard of Care

* Absolutely not.

* Grade 1 and 2 NET should be treated with Octreotide unless
very symptomatic/large disease burden

* In which case consider PRRT

* C(Capecitabine and temozolomide may have a role in the 15 line
especially for pNET

 PRRT should be first-line SoC for Grade 3 NET




