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[*"’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,
Jaume Capdevila, Amparo Garcia-Burillo, Do-Youn Oh, Changhoon Yoo, Thorvardur R Halfdanarson, Stephen Falk, llya Folitar, Yufen Zhang,
Paola Aimone, Wouter W de Herder, Diego Ferone, on behalf of all the NETTER- 2 Trial Investigators™

Primer estudio fase lll con radioligandos en 12 linea en tumores solidos
Singh S et al. Lancet. 2024
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Screening I Randomized [ Optional treatment 1 Follow-up I
phase treatment phase L extension phase ) phase
Patients =15 years 1I77Lu-DOTATATE # Retreatment with
(N=226) ) 4 x 7.4 GBq + o 1771 u-DOTATATE
SulsnseH, el octreotide LAR (30 mg)* (7.4 GBq / 200 mCi)
differentiated, [ Q8w Q8W x 2—4 cycles®
Grade 2 or 3, SSTR+ N .
GEP-NET (Ki67 210% ——=  Follow-up visit every
and <55%) . 5 = /" Crossover treatment ) 6 months for 3 years
= 177
R aprinsis withie st High-dose octreotide 7 Lu-DOTATATE
6 months prior to LAR (60 mg) A } (7.4 GBq / 200 mCi)
enrollment Qaw Q8W x 4 cycles +
No prior PRRT or \_ octreotide LAR (30 mg)* /
systemic therapy Stratification factors: Study endpoints:
Grade (2 vs. 3) Primary: PFS
Tumor origin (pancreas vs. other) Key secondary: ORR and QoL

De Herder WW. 21st Annual ENETS Conference | 13 — 15 March 2024
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Lu-Dotatateplus High-dose All patients
octreotide30 mg  octreotide 60 mg  (n=226)
LAR (n=151) LAR (control
group; n=75)
Age, years 61(51-72) 60 (51-69) 61(51-70)
Sex
Male 81(54%) 40(53%) 121 (54%)
Female 70 (46%) 35 (47%) 105 (46%)
Race
White 115 (76%) 50 (67%) 165 (73%)
Asian 23 (15%) 11 (15%) 34 (15%)
American Indian or Alaska native 1(<1%) 0 1(<1%)
Black or African American 3(2%) 2(3%) 5(2%)
Other 9(6%) 12 (16%) 21(9%)
Karnofsky Performance Scale score at baseline
60 ) 1(1%) 1(<1%)
70-80 28 (19%) 10 (13%) 38 (17%)
90-100 123 (81%) 64 (85%) 187 (83%)
Time since initial diagnosis, months 18(12-37) 21(14-3-9) 19(13-37)
Primary tumour site
Pancreas 82(54%) 41(55%) 123 (54%)
Small intestine 45 (30%) 21(28%) 66 (29%)
Rectum 7(5%) 4(5%) 11 (5%)
Stomach 6 (4%) 4(5%) 10 (4%)
Other 11(7%) 57%) 16 7%)

Singh S et al. Lancet. 2024
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Primary tumor site NET grade

5%

54.4%

m Pancreas

29.2%

m Small
intestine

nG2 mG3

De Herder WW. 21st Annual ENETS Conference | 13 — 15 March 2024; Kunz PL, et al. ASCO 2024; May 31-June 4 Chicago, IL: Poster 4131
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7L y-Dotatate plus High-dose All patients
octreotide30 mg  octreotide 60 mg  (n=226)
LAR (n=151) LAR (control
group; n=75)
Presence of metastases
Yes 150 (99%) 74(55%) 224 (99%)
No 1(<1%) 1(1%) 2 (<1%)
Site of metastases (>10% patients)
Bone 37 (25%) 18 (24%) 55 (24%)
Liver 134 (89%) 69(92%) 203 (90%)
Lymph nodes* 101 (67%) 34 (45%) 135 (60%)
Peritoneum 26 (17%) 9(12%) 35 (15%)
Neuroendocrine tumour grade at diagnosis
Grade 2 (Ki67 =10% and <20%) 99 (66%) 48 (64%) 147 (65%)
Grade 3 (Ki67 >20% and <55%) 52(34%) 27 (36%) 79 (35%)
Ki67 index 7% (12-25) 16% (12-25) 16% (12-25)
Previous therapy with somatostatin 24(16%) 18 (24%) 42 (19%)
analoguest
Highest somatostatin receptor tumour uptake scoret
Score 3 56 (37%) 25(33%) 81(36%)
Score 4 95 (63%) 50(67%) 145 (64%)
Data are median (IQR) or n (%). LAR=long-acting repeatable. * Distant plus regional combined. {Most patients who
received previous therapy with somatostatin analogues received only a single dose. No patients had disease
progression before study enrolment. $Based on local assessment.
Table 1: Baseline demographic and clinical characteristics (full analysis set)

Singh S et al. Lancet. 2024
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'L y-Dotatate plus  High-dose octreotide
octreotide30mg 60 mgLAR
LAR (n=147) (control group: n=73)
Duration of exposure, weeks o .
Any study treatment 711(47-9-1000) 403(21.0-641) 88 /0 pa C I e ntes
7 Dotuts 20@17-130)  NA recibieron los 4 ciclos
Octreotide LAR 710 (47.7-1000)  40-3(21.0-641) .
Number of “’L-Dotatate cycles de tratamiento
1 cycle* 1(<1%) NA
2 cycles* 10 (7%) NA
I cycles* 7(5%) NA
4 oycles 129 (88%) NA
Dose of *’Lu-Dotatate
Cumulative dose, GBq 202(280-298) NA
Dose per administration, 737 -2-75) NA
GBg/cydle
Data are median (IQR) or n (%). LAR=long-acting repeatable. NA=not applicable.
*Reasons for not receiving all four cy deswere disease progression (n=11), adverse
events(n=4) death (n=2} and informed consentwithdrawal (n=1).
Table 2: Treatment exposure in the randomised treatment period

Singh S et al. Lancet. 2024
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A
100 - "Lu-Dotatate group
55 events
Median progression-free survival 22-8 months (95% (1 19-4-NE)
—&— Control grovp
46 events
80 Median progression- free survival 8-5 months (95% C17-7-13-8)
.?;
Z w0
Z -
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s 409
=)
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20 * e 3 A
HR 0-276 (95% (10-182-0-418);
log-rank p«<0-0001
0 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Time i S
Niinmbios ab diik ime since randomisation (months)
Wlu-Dotatate group 151 143 138 129 125 104 92 8o 68 53 41 7 23 19 13 9 4 2 o
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HR (95% CI) YiLy-Dotatate  High-dose
plusoctreotide  octreotide
30mgLAR 60 mg LAR
(n=151) (control group: .
n=75) Singh S et al. Lancet. 2024
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A
100 - ""Lu-Dotatate group
55 events
Median progression-free survival 22-8 months (95% (1 19-4-NE)
—&— Control group
46 events
80+ Median progression-free survival 8-5 months (95% (17-7-13-8)
z
)
E .
7 177 u- High-dose
E DOTATATE octreotide
_g . arm arm
g 401 (n=151) (n=75)
<
& PFS median, months 22.8 8.5
(95% ci) (19.4, NE) (7.7, 13.8)
= - Ak X Stratified HR (95% CI) 0.276 (0.182, 0.418)
HR 0276 (95% C10-182-0-418); Pl =0:0001
Jog-rank p<0-0001 Number of events, n (%) 55 (36) 46 (61)
o 3 2| T é é 1‘0 1|2 l| l|6 1|S 2|O 2|2 2| 2|6 2|8 |0 Progression 47 (31) 41 (55)
4 r“ ; % o ¥ peath 8 (5) 5 (7)
No Y ime since randomisation (months)

lu-Dotatate group 151 143 138 129 125 104 92 g0 68 53 41 7 23 19 13 9 . -
Controlgroup 75 67 49 42 37 24 21 16 16 10 5 5 4 1 1 o 0 0

B
HR (95% CI) Yily-Dotatate  High-dose
plusoctreotide  octreotide
30mglLAR 60mgLAR
(n=151) (control group:
n=75) Singh S et al. Lancet. 2024
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B
HR (95% CI) “ly-Dotatate  High-dose

plusoctrectide  octreotide

30mglAR 60mgLAR

(n=151) (control group:

n=75)
Age, years
<65 (n=134) —_— 0-26 (0-16-0-45) 30/86 (35%) 30748 (63%)
265 (n=02) —_— 037 (0-20-071) 25/65 (38%) 16/27 (59%)
Sex
Female (n=105) —_— 030(016-055)  26/70(37%) 19/35(54%)
Male (n=121) —_— 032 (0-18-0-54) 29/81 (36%) 27/40 (68%)
Race
White (n=165) —_— 036 (0-22-0-59) 43115(37%) 27/50 (54%)
Asian (n=34) _a— 0-14 (0-05-0-38) 10/23 (43%) 10/11(91%)
Tumour grade
Grade 2 Ki67 =10% and =20% (n=147) —_—— 031 (018-053) 29/99 (29%) 25/48 (52%)
Grade 3 Ki67 »20% and =55% (n=79) e 027 (0-14-0-49) 26/52 (50%) 21/27 (78%)
Tumour origin
Pancreas (n=123) —_— 0-34 (0-20-056) 39/82 (48%) 27/41(66%)
All non-pancreas (n=103) —_— 023(0-12-0-46) 16/69 (23%) 19734 (56%)
Small intestine (n=66) B —— 030 (013-074) 1145 (24%) 10/21 (48%)
Serum ch granin A before randomisati
<2x ULN (n=67) —_— 022(009-0-49)  1V43(26%) 14/24 (58%)
»2x ULN (n=144) —_—a 033(0-20-0:53) 39/100 (39%) 28/44 (64%)
Somatostatin receptor uptake per central review
Score 3 (n=34) —_—-— 031 (0-10-0-89) 9/24 (38%) 6/10 (60%)
Score 4 (n=185) — 030(019-0-47) 46/123 (37%) 38/62 (61%)
003'125 00'625 o-x'zs o-is O!S
+“— —>
Favours ¥/Lu-Dotatate  Favours control

Singh S et al. Lancet. 2024
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NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

Grado
Origen
Expresion SSRR

HR (95% CI) “ly-Dotatate  High-dose
plusoctreotide  octreotide
30mglAR 60mgLAR
(n=151) (control group:

n=75)
Age, years
<65 (n=134) —_— 0-26 (0-16-0-45) 30/86 (35%) 30/48 (63%)
265 (n=02) —_— 037 (0-20-071) 25/65 (38%) 16/27 (59%)
Sex
Female (n=105) —_— 0-30 (0-16-0-55)  26/70(37%) 19/35(54%)
Male (n=121) —_— 32 (0-18-0-54) 29/81 (36%) 27/40 (68%)
Race
White (n=165) —a 036(022-059)  43/115(37%) 27/50 (54%)
Asian (n=24) —_—— 01} (005-038)  10/23(43%) 10/11(51%)
Tumour grade
Grade 2 Ki67 =10% and =20% (n=14 —_—— 0:31(018-053) 20/99 (29%) 25/48 (52%)
Grade 3 Ki67 »20% and =55% (n=79)| e (014-0-49) 26/52 (50%) 21/27 (78%)
Tumour origin
Pancreas (n=123) —_— (0-20-056) 39/82(48%) 27/41(66%)
All non-pancreas (n=103) —_— 02} (0-12-0-46) 16/69 (23%) 19734 (56%)
Small intestine (n=66) —_— (013-074) 1145 (24%) 10/21 (48%)
Serum chromogranin A before isation
<2x ULN (n=67) —_— 0f£2(009-0-49)  1V43(26%) 14/24 (58%)
»2x ULN (n=144) —_—— 33(0-20-053) 39/100 (39%) 28/44 (64%)
Somatostatin receptor uptake per centhal review
Score 3 (n=34) —_—-— 031 (0-10-0-89) 9/24 (38%) 6/10 (60%)
Score 4 (n=185) 030(019-0-47) 46/123 (37%) 38/62 (61%)

—

003125 006 0- 125 0- 25
avours VLu- tate Favours control

Singh S et al. Lancet. 2024
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ORR 43% vs 9.3%

*Lu-Dotatate plus octreotide High-dose octreotide 60 mg

30 mgLAR (n=151) LAR (control group; n=75)

Best overall response

Complete response 8 (5%) 0

Partial response 57 (38%) 7(9%)

Stable disease 72 (48%) 42 (56%)

Non-complete response or 0 1(1%)

non-progressive disease

Progressive disease 8 (5%) 14 (19%)

Unknown* 6 (4%) 11(15%)
Objective response rate 65 (43-0%:; 95% (135-0-51-3) 7(93%:95%C13-8-183)
Stratified odds ratio (95% C1) z 7-81(3:32-18-40)
Stratified one-sided pvalue - <0-0001
Disease control rate 137 (907%; 95% (184.9-94.8) 50(667%;95%C154.8-771)

Data are n (%) unless otherwise indicated. LAR=long-acting repeatable. *In the *"Lu-Dotatate group, two patients had
novalid post-baseline assessment and four patients had new anticancer therapy before post-baseline assessment. In
the control group, six patients had no valid post-baseline assessments, three patients had new anticancer therapy
before post-baseline assessment, and two patients had a scan with stable disease early after randomisation and started
new anticancer therapy.

Table 3: Objective tumour response (full analysis set)

Mediana ORR: 5.7 m (durante 4° ciclo)

Singh S et al. Lancet. 2024
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NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

ORR 43% vs 9.3%

*Lu-Dotatate plus octreotide High-dose octreotide 60 mg

30 mgLAR (n=151) LAR (control group; n=75)

Best overall response

Complete response 0

Partial response 57 (38%) 7(9%)

Stable disease 72 (48%) 42 (56%)

Non-complete response or 0 1(1%)

non-progressive disease

Progressive disease 8 (5%) 14 (19%)

Unknown* 6 (4%) 11(15%)
Objective response rate 65 (43-0%:; 95% (135-0-51-3) 7(93%:95%C13-8-183)
Stratified odds ratio (95% C1) z 7-81(3:32-18-40)
Stratified one-sided pvalue - <0-0001
Disease control rate 137 (907%; 95% (184.9-94.8) 50(667%;95%C154.8-771)

Data are n (%) unless otherwise indicated. LAR=long-acting repeatable. *In the *"Lu-Dotatate group, two patients had
novalid post-baseline assessment and four patients had new anticancer therapy before post-baseline assessment. In
the control group, six patients had no valid post-baseline assessments, three patients had new anticancer therapy
before post-baseline assessment, and two patients had a scan with stable disease early after randomisation and started
new anticancer therapy.

Table 3: Objective tumour response (full analysis set)

Mediana TRO: 5.7 m (durante 4° ciclo)

Singh S et al. Lancet. 2024
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*Lu-Dotatate plus octreotide High-dose octreotide 60 mg
30 mg LAR (n=151) LAR (control group; n=75)
Best overall response
Complete response 8(5%) 0
Partial response 57 (38%) 7(9%)
(0) (o) i
ORR 43A) VS 93/) Stable disease 72 (48%) 42 (56%)
Non-complete response or 0 1(1%)
non-progressive disease
Progressive disease 8 (5%) 14 (19%)
-12 Linea Unknown* 6 (4%) 11(15%)
. , . Objective response rate 65 (43-0%; 95% (135-0-51-3) 7(93%;95%C13-8-183)
-0 rigen Pancreatico Stratified odds ratio (95% C1) 5 7-81(3.32-18-40)
.. Stratified one-sided pvalue - <0-0001
M ayo ra g resivi d a d Disease control rate 137 (907%; 95% (184.9-94.8)  50(667%; 95% (154-8-77-1)
Data are n (%) unless otherwise indicated. LAR=long-acting repeatable. *In the *"Lu-Dotatate group, two patients had
novalid post-baseline assessment and four patients had new anticancer therapy before post-baseline assessment. In
the control group, six patients had no valid post-baseline assessments, three patients had new anticancer therapy
before post-baseline assessment, and two patients had a scan with stable disease early after randomisation and started
new anticancer therapy.
Table 3: Objective tumour response (full analysis set)

Mediana TRO: 5.7 m (durante 4° ciclo)

Singh S et al. Lancet. 2024
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NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2
ESMO 2024

Analisis multivariante:

* El beneficio del tratamiento con 177Lu-DOTATATE (PFS, ORR) fue consistente en todos los
subgrupos pre-especificados

* Se han identificado posibles factores prondsticos
Origen ID, niveles mas bajos CrA, ki67 menor y alta expresion de SSRR- beneficio PFS

Origen pancreatico y niveles mas bajos CrA- beneficio ORR

Pavel et al. Presentation #1148 MO — Mini Oral. ESMO Congress, Barcelona , Sept 13-17 . 2024



Reuniones locales GETNE | ANDALUCIA | e S

i
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Eventos Adversos

>> Globalmente el perfil de seguridad del lutecio fue consistente
con lo observado en el NETTER-1

>> Las toxicidades mas frecuentes en ambos grupos (exp vs
control): nauseas (27 vs 18%), diarrea (26 vs 34%) y dolor
abdominal (18 vs 27%)

>> |La toxicidad hematoldégica mas comun en el grupo de lutecio
fue la linfopenia pero la tasa de infecciones fue similar al grupo
control (31.3% vs 27.4%)

>> Nauseas/vomitos menor que en NETTER-1 por uso
estandarizado de solucidon de aminoacidos

Singh S et al. Lancet. 2024
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Eventos Adversos No diferencias en el tiempo hasta el deterioro QoL

>> Globalmente el perfil de seguridad del lutecio fue consistente
con lo observado en el NETTER-1

>> Las toxicidades mas frecuentes en ambos grupos (Exp vs
control): nauseas (27 vs 18%), diarrea (26 vs 34%) y dolor
abdominal (18 vs 27%)

>> |La toxicidad hematoldégica mas comun en el grupo de lutecio
fue la linfopenia pero la tasa de infecciones fue similar al grupo
control (31.3% vs 27.4%)

>> Nauseas/vomitos menor que en NETTER-1 por uso
estandarizado de solucidon de aminoacidos

Singh S et al. Lancet. 2024
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CONCLUSIONES NETTER-2

e NETTER-2 es el primer estudio fase lll en 12 linea con radioligandos

e "’Lu-Dotatate + ASS prolonga de manera significativa la SLP vs ASS a altas
dosis en pacientes con NET-G2 (high)/3 de origen GEP

e Las tasas de respuesta alcanzadas fueron superiores a lo esperado,
significativamente mayores en el grupo de "’Lu-Dotatate (43%)

e El perfil de seguridad fue consistente con lo observado previamente

e No se encontraron diferencias en el tiempo hasta el deterioro QoL en
ambos grupos de tratamiento
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NUEVO ESC E N AR I O DEL TRATAMIENTO CON LUTECIO: NETTER 2
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News & views

Gastrointestinal cancer https://doi.org/101038/s41571-024-00925-8

ISNETTER-2a practice-changing trial?

Strosberg J, Cives M. Nat Rev Clin Oncol. 2024
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NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

NET-G2/3 (ki67 =2 10% - < 55%) 12 linea
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NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

NET-G2/3 (ki67 =2 10% - < 55%)
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NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

NET-G2/3

o fki67, ‘incidencia

Ki67 > 10%: suponen aproximadamente 20% NENs

O

o Origen mas frecuente: pancreas (45-65%)

o Expresion SSRR no es universal

Liu AJ et al. Oncologist. 2021; Strosberg J, Cives M. Nat Rev Clin Oncol. 2024
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NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2
Clasificacién OMS: morfologia / grado (ki67/IM)

e 2017

TNEs pancreaticos
Clasificacion
2019 reciente

TNEs GEP

Klimstra DS et al. WHO classification of tumours editorial board. digestive system tumours, 5th ed. Lyon: International Agency for Research on Cancer; 2019.
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Table 1 WHO classifications of gastroenteropancreatic and lung neurcendocrine neoplasms

2019 WHO classification of gastroenteropancreatic neuroendocrine neoplasms

Terminology Differentiation Grade Mitotic Ki-67 index (%)
count (2
mm*y*
Neurcendocrine tumor  Well difierentiated Gl <2 <3
Gl
Neurcendocrine tumor  Well difierentiated G2 2-20 3-20
P
Neurcendocrine tumor  Well difierentiated G3 >20 > 20
G3
Neurcendocrine carci-  Poorly differentiated G3 =>20 >20
noma
Small cell type
Large cell type
Mixed neurcendocrine/  Well or poorly differ- Variable
non-peurcendocrine entiated
peoplasm (MiNEN)®

WHO World Health Organization. NSCLC non-small-cell lung cancer. SCLC small-cell lung cancer

*The fnal grade is determined based on whichever index (mitotic count or Ki-67 index) places the tumor in the highest grade category

"Digestive MiNEN are neoplasms in which the two components are morphologically and immunchistochemically recognizable and each of them
represents at least 30% of the tumor

Klimstra DS et al. WHO classification of tumours editorial board. digestive system tumours, 5th ed. Lyon: International Agency for Research on Cancer; 2019.
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o NET-G3:

Heterogéneos a pesar de BD
m Funcionalidad
m Expresion SSRR (~ 90%)/ Captacion FDG (~ 75%)
m Respuestas discordantes

Liang Y et al. Zhonghua Yi Xue Za Zhi. 2022; Wang SJ et al. Neuroendocrinol. 2023



Reuniones locales GETNE | ANDALUCIA

NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

o NET-G3:

Heterogéneos a pesar de BD
m Funcionalidad
m Expresion SSRR (~ 90%)/ Captacion FDG (~ 75%)
m Respuestas discordantes

Entidad molecular, radiolégica y pronéstica diferente a los NEC y NET-G1/2

Liang Y et al. Zhonghua Yi Xue Za Zhi. 2022; Wang SJ et al. Neuroendocrinol. 2023
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NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

12 linea
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NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

12 linea

No estudios randomizados 12L: high G2/G3 NETs
No tratamiento estandar ni secuencia dptima



Reuniones locales GETNE | ANDALUCIA

NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

Systemic treatment for
Advanced Pan-NETs

SEOM

Py G2 (>10% Ki67) or | G3(kie7ess%) |
1/2 (Ki67 <10%) or rapid growth
slow growth - |
& Y
l Tumt::e sel;r;:kage Tun:\c;; sahr::laklage STZ-FU
i g CAPTEM
| SSA l 1
STZ-FU SUN/EVE FOLFOX/FOLFIRI
CAPTEM PRRT* EVE/SUN
STZ-FU PRRT*
SUN/EVE l CAPTEM Platinum-etoposide
PRERY - Other MKls
STZ-5FU PRRT*
CAPTEM SUN/EVE
Other MKIs Other MKls

*if SSTR positive

Capdevila J et al. Clinical and Translational Oncology (2023)
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NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

SEOM

Systemic treatment for
Advanced SI-NETs

G1/2 (Ki67 <10%) or slow
growth, SSTR positive

| H‘Ht

EVE

MKls

IFN

G2 (>10% Ki67) or rapid
growth, SSTR positive

EVE

1

v

!
PRRT*

!

Other MKls
IFN
i
STZ-5FU
CAPTEM

FOLFOX
MKls

G3 NETS (Ki-67<55%)

STZ-FU
CAPTEM

FOLFOX
EVE

PRRT*
MKls

*if SSTR positive

Capdevila J et al. Clinical and Translational Oncology (2023)
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National

comprehensive NCCN Guidelines Version 2.2024 “c’c”ffﬁfe“““”fo; cﬁﬂdﬁﬁ
NCCN Sg;‘ng:k. Well-Differentiated, Grade 3 Neuroendocrine Tumors Discussion

MANAGEMENT OF LOCALLY ADVANCED/METASTATIC DISEASE: FAVORABLE BIOLOGY

TREATMENTP SURVEILLANCE
Every 12-24 wk for 2 y, then every
6-12 mo forupto 10 y:
oy Resection of primary + tatic sites, if feasible, with + H&P
R acceptable risk and toxicity profile? » Multiphasic abdomen/pelvis CT
or MRI with contrast (NE-D)
» Chest CT as clinically indicated
Locally advanced/
Metastatic disease:
Favorable biology
(eg, relatively low Clinically Every 12-24 wk (depending on
KH;[;SS%],; i:low significant : tumor biology):
IS TR trd PET tumor burden - Liver-directsd th for liver-d tdi (NEK) - Hap
SSTR- PET or evidence of 3 p;’ﬁ:““ RT for oligor o !e:k it dior symptomatic « Multiphasic® abd I
imaging) di (excluding teric )i (NE-)) CT or MRI with contrast (NE D)
prog s RT(NE 1)+ t flu T R __» |* Chest CT (z contrast) as
" g i clinically indicated

Unresectable <

py for locally ad' d

Observation? with short-interval follow-up scan, in selected
patients

Al " "

) (NE)

Pallintlve RT for oligomotastmc di

\ g

« SSTR-PET/CT or SSTR-PET/
MRI® or FDG-PET/CT as
clinically indicated (NE-D)

* Biochemical markers as

Asymptomatic, clinically indicated
low tumor Octmohde LAR/* or lanreotidel™® (if SSTR-positive andlor
burden homtonal symptoms)

https://www.nccn.org/guidelines/guidelines
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W [®® '8 Cancer
Network®

Neuroendocrine and Adrenal Tumors

NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

NCCN Guidelines Index
Table of Contents
Discussion

PRINCIPLES OF SYSTEMIC ANTI-TUMOR THERAPY
Well-Differentiated, Grade 3 Neuroendocrine Tumors

Well-Differentiated, Grade 3 Neuroendocrine Tumors23:24

Locally Advanced/Metastatic Disease with Favorable Biology
(Unresectable with Clinically Significant Tumor Burden or
Evidence of Disease Progression)

esectable) with Unfavorable
iology

Locally Advanced/Metastatic Disease with
Unfavorable Biology

* Clinical trial (preferred)

* Chemotherapy (temozolomide ¢:apocitabino,'“-zs FOLFOX,
CAPEOX, cisplatin/etoposide, or carboplatin/etoposide)

* Everolimus

* Octreotide LAR®9 or lanreotide®9 (if SSTR-positive and/or
hormonal symptoms) (if progression on standard SSA doses,
above-label dose octreotide LAR" or lanreotide™ [category
28B])

* Pembrolizumab” (if MSI-H, dMMR, or TMB-H [210 mut/Mb])

* PRRT with lutetium Lu 177 dotatate® (if SSTR-positive) (NE-J)

* Sunitinib (pancreas only)

* Consider RT (NE-l) £ concurrent fluoropyrimidine-based
chemotherapy for locally advanced unresectable disease

Clinical trial (preferred)

Neoadjuvant chemotherapy

on a case-by-case basis (eg,

Ki-67 255%)

» Cisplatin/etoposide or
carboplatin/etoposide

» Oxaliplatin-based therapy
(FOLFOX, CAPEOX)

» Temozolomide
capecitabine™

+ Clinical trial (preferred)

+ Cisplatin/etoposide or carboplatin/
etoposide

« Irinotecan-based therapy (eg, FOLFIRI,
cisplatin + irinotecan, or FOLFIRINOX)

+ Oxaliplatin-based therapy (ie, FOLFOX or
CAPEOX)

* Pembrolizumab” (if MSI-H, dMMR, or TMB-H
[210 mut/Mb])

+* Temozolomide % capocitabino""z"’

+ Nivolumab + ipilimumab28:27 (category 2B)

« Consider RT (NE-I) £ concurrent
fluoropyrimidine-based chemotherapy for
locally advanced unresectable disease

https://www.nccn.org/guidelines/guidelines
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National . s . e
comprehensive NCCN Guidelines Version 2.2024 PR S
NCCN ﬁg{‘;g:k Neuroendocrine and Adrenal Tumors " Discussion
PRINCIPLES OF SYSTEMIC ANTI-TUMOR THERAPY
Well-Differentiated, Grade 3 Neuroendocrine Tumors

Well-Differentiated, Grade 3 Neuroendocrine Tumors23:24

Locally Advanced/Metastatic Disease with Favorable Biology ocoregional isease with

(Unresectable with Clinically Significant Tumor Burden or esectable) v

Evidence of Disease Progression) iology

* Clinical trial (preferred) Clinical trial

« Chemotherapy (temozolomide + capecitabine,™25 FOLFOX, Neoadjuvant latin/
CAPEOX, cisplatin/etoposide, or carboplatin/etoposide) on a case-by

* Everolimus Ki-67 255%) FOLFIRI,

*» Octreotide LAR®9 or lanreotide®¥ (if SSTR-positive andlor » Cisplatin/ef FIRINOX)
hormonal symptoms) (if progression on standard SSA doses, carboplatin ' FOLFOX or
above-label dose octreotide LAR" or lanreotide” [category » Oxaliplatin:
2B])) (FOLFOX, ( IMR, or TMB-H

* Pembrolizumab” (if MSI-H, dMMR, or TMB-H [210 mut/Mb]) » Temozolomn m28

* PRRT with lutetium Lu 177 dotatate® (if SSTR-positive) (NE-J)

* Sunitinib (pancreas only)

* Consider RT (NE-l) £ concurrent fluoropyrimidine-based
chemotherapy for locally advanced unresectable disease

capecitabine -

N ———

+ Nivolumab + ipilimumab28:27 (category 2B)

« Consider RT (NE-I) £ concurrent
fluoropyrimidine-based chemotherapy for
locally advanced unresectable disease

https://www.nccn.org/guidelines/guidelines
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o ASS

High-dose octreotide

LAR (60 mg)
Q4w

o Beneficio en ki67 >10%?
o Beneficio altas dosis?

Rinke A et al.J ClinOncol. 2009; Caplin ME et al. N Engl J Med. 2014; Pavel M et al. Eur J Cancer. 2021
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o ASS
. . . 4 I
o Beneficio en ki67 >10%? PROMID /CLARINET ki67 <10%
o Beneficio altas dosis?
N /

Rinke A et al.J ClinOncol. 2009; Caplin ME et al. N Engl J Med. 2014; McGarrah PW et al. J Clin Oncol 2020;Pavel M et al. Eur J Cancer. 2021; Merola E et al. The Oncologist, 2021.
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. . . PROMID /CLARINET ki67 <10%
o Beneficio en ki67 >10%? Estudios retrospectivos muestran actividad,
o Beneficio altas dosis? mayor beneficio en G2 y baja carga hepatica
' G3 Mediana SLP 4-8 m
N /
T

ncologist

Somatostatin Analogs for Pancreatic Neuroendocrine Tumors:
Any Benefit When Ki-67 Is 210%?

Rinke A et al.J ClinOncol. 2009; Caplin ME et al. N Engl J Med. 2014; McGarrah PW et al. J Clin Oncol 2020;Pavel M et al. Eur J Cancer. 2021; Merola E et al. The Oncologist, 2021.
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o ASS
o Beneficio en ki67 >10%?
o Beneficio altas dosis?

NETTER-2: dosis 60 mg/28d >> disefio NETTER-1

- Recomendaciones FDA
- Guias clinicas >> ASS en NET-G3 GEP seleccionados
NETTER-2 alta expresidon SSRR

Pavel M et al. Eur J Cancer. 2021; Singh S et al. Lancet. 2024
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NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

o ASS
o Beneficio en ki67 >10%?
o Beneficio altas dosis?

NETTER-2: dosis 60 mg/28d >> disefio NETTER-1

- Recomendaciones FDA

- Guias clinicas >> ASS en NET-G3 GEP seleccionados
NETTER-2 alta expresion SSRR

- CLARINET FORTE: 99 pacientes (51 midgut, 51 panc)
lanreotide 120 mg/14d tras ASS estandar
mayor SLP < 10%, rapida PE >10%
pacientes seleccionados (bajo ki67 y lenta
evolucién)

Pavel M et al. Eur J Cancer. 2021; Singh S et al. Lancet. 2024
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o ASS

o Beneficio en ki67 >10%?

o Beneficio altas dosis? : .
o clara evidencia
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o ASS

o Beneficio en ki67 >10%"?
o Beneficio altas dosis?

Buena tolerancia
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e Everolimus
NET-G2 GEP: beneficio en SLP (11m) frente a placebo, TR <5%
Datos limitados en G3

Bien-moderadamente diferenciados
Mayor beneficio Ki67 <55%

Yao, J. C. et al. N. Engl. J. Med. (2011). Panzuto F. Pancreas. 2017 Kunz; P. L. et al. J. Clin. Oncol. (2023).
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NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

e Everolimus
NET-G2 GEP: beneficio en SLP (11m) frente a placebo, TR <5%

Datos limitados en G3
Bien-moderadamente diferenciados
Mayor beneficio Ki67 <55%

EC COMPOSE
EC COMPETE

Yao, J. C. et al. N. Engl. J. Med. (2011). Panzuto F. Pancreas. 2017 Kunz; P. L. et al. J. Clin. Oncol. (2023).
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e Quimioterapia

o Mayor actividad en pancreaticos, mas respuestas en G3?
CAPTEM, STZ + 5FU
Estudios retrospectivos G3 (a posteriori):
TR TMZ 27-51% / FOLFOX 56%
SLP TMZ 12 meses
Fase Il: 144 pNET grado bajo/interm, TMZ vs CAPTEM
SLP 14.4 vs 22.7m; SG 53.8 vs 58.7m; TR 33.7 vs 39.7%

o Escasas respuestas en intestinales

Yao, J. C. et al. N. Engl. J. Med. (2011). Apostolidis L et al. Cancers (Basel). 2021; Kunz; P. L. et al. J. Clin. Oncol. (2023).
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e Quimioterapia

Advanced ansETs SEOM

G1/2 (Ki67 <10%) or
slow growth

G2 (>10% Ki67) or

,J,

G3 (Ki-67<55%)

SUN/EVE
PRRT*
STZ-5FU
CAPTEM
Other MKIs

rapid growth |
7 X |
Tum?‘re ir;r;:kage Tun::); sahr:;age STZ-FU
§ CAPTEM
| |
STZ-FU SUN/EVE FOLFOX/FOLFIRI
CAPTEM PRRT* EVE/SUN
STZ-FU PRRT*
L CAPTEM Platinum-etoposide
Other MKIs
PRRT*
SUN/EVE
Other MKIs

*if SSTR positive

Kunz; P. L. et al. J. Clin. Oncol. 2023.
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ADVANCED G1-G2 NF-Pan-NET

SRI Positive

|Asymptomatic
and/or stable/slowly
growing

|
[ s |

|

Everolimus or sunitinib
or PRRT®

!

Chemotherapy
(alkylating-based) :

Symptomatic

and/or fast-growing

]

| SRI Negative |

|

Asymptomatic and/or
stable/slowly growing

Symptomatic and/or
fast-growing

Chemotherapy ( alkylating-
based]b

l

Everolimus or Sunitinib
or PRRT®

l

v

| Everolimus or sunitinib |

l

Chemotherapy
{alkylating-based)

Chemotherapy
(alkylating-based)

l

I Everolimus or sunitinib

FIGURE 1 The proposed algorithm of G1-2 nonfunctioning pancreatic neuroendocrine tumours treatment. *Preferably for Ki 67 < 10%.
“PRRT or chemotherapy or TAE/other liver directed therapy if cytoreductive intent.

ENETS

Kos-Kudfa B et al. J Neuroendocrinol. 2023.



Reuniones locales GETNE | ANDALUCIA

NUEVO ESCENARIO DEL TRATAMIENTO CON LUTECIO: NETTER 2

e 12linea

o Dependiente de la sintomatologia®?

Beneficio asociado calidad de vida (funcionalidad)
Tasas elevadas de respuesta (volumen tumoral)

Tiempo hasta el inicio del tratamiento
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CONCLUSIONES

e '"’Lu-Dotatate prolonga la SLP en pacientes con NET-G2/3 GEP en 12 linea
e La heterogeneidad de estas neoplasias dificulta el escenario terapéutico
e Deberia ser considerado un estandar de tratamiento de manera precoz

e La secuencia terapéutica dptima aun esta por definir porque hay que valorar
tanto las caracteristicas del paciente como de la enfermedad



