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Table S1. Summary of studies exploring the role of SSAs.

Patient selection

Primary . . DCR
Grad dian PFS dian OS DoR ORR
Study Design Treatment . (Grade, N End median median ° (CR+PR+SD) Grade3-4 toxicity (%)
Prior treatment, Point (months) (months)  (months) (%) %/n)
ECOG PS) ’
Oct 84.7 m
Placebo
83.7 m
Phase IIIb Placebo- Time to tu'mour (HR =0.83
ntrolled. double-blind 85 pts progression: (95% CI: Oct 30 mg
C(;os Oeciivle (r):ndi)mised, Gl 0.47-1.46); CR=0
pro PP sh:ld Locally advanced or metastatic Octreotide Oct=14.3m p=0.51] PR=1 GI tract 6 vs 8
MID y R Midgut NET or with unknown 30 mg =42 (95% CI, 11.0 to 28.8 *median OS SD =28 .
Octreotide LAR 30 .. .. Haematological 5 vs 1
21,16 * Pts on placebo me vs Placebo origin, treatment naive; pts TTP m) from NA 1% vs 1% Fatieue/Fever 8 vs 2
5] crossovSr after 8 Placebo =43 Pl=6 m, diagnosis — Placebo 6
rogression on acti Karnofsky >/=80% pts (95% CI, 3.7t09.4m) 106 m CR=0
prog essa‘;mf’ actve (86% of study population) ([HR] = 0.34; 95% CI, PR=1
! 0.20 to 0.59; 5y survival SD =16
p =.000072) 67%
10-y
survival
46%
65%
TTP -13 7%
G1-2, unkn *median TP for ' PR 7% (11=3)
Jann, - aninown ORR, DCR, e © SD 58% (1 = 25)
2013 ORRandDCR ___ Ki67>10%
Retrospective Octreotide LAR Advanced F or NF PanNET 43 pts an compared with Ki67 98 m NA NS
[59] at 12 months, DCRat12m
TP <5% (p = 0.009) and ORR at 12 PR 5% (11 = 2)
ECOG PS- NS Ki67 5-10% (p = m ’

0.036)

5%

SD 37% (1 = 16)
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Lan vs PL
Not reached vs 18.0
m
0 -’
G1/2 w:soc Iééz(QZS;LlC(I)) Lan vs Pl
. i - 0, . .
Phase Ill .randomlsed, (Ki-67 </= 10%) 204 pts 0.30-0.73); Core study[60] 25 vs 31%
double-blind, placebo- <0.001 Lan 66%
CLARI  controlled, 96-week Locally advanced or metastatic,  PanNET = p<s. ? .
L PanNET CR 0% (n=0) Diarrhoea 26 vs 9%
NET  study followed by an non-functioning (except 91 PFS . .
. . R . HR 0.58 PR 2% (n=2) Abdominal pain 14 vs
[16,1 open label extension Lanreotide grastrinomas) GEP-NETSs, received  Lan vs Pl
. (0.32-1.04) Not 2% vs SD 64% (n = 65) 2%
7,60,6 (OLE) part autogel 120 mg or not prior Tx, SSR + 42 vs 49 pts OLE NA o e o
% ) K Core study reported 0% Cholelithiasis 10 vs 3%
1] vs Placebo Basline stable disease + Safety o o o
" o o _ 30.8 m (95% Cl: Placebo 43% Flatulence 8 vs 5%
Crossover of pts on 96% in Lan vs 95% in Pl-arm OLE = 88 o - . .
wx N 30.0; 31.3). CR 0% (n=0) Injection-site pain 7 vs
placebo after Tx-naive pts — pts o o
rogression on active 84 % in both arms PanNET = Core/OLE study PR 0% (n = 0) 3%
P arm: ECOG PS NS 42 38.5m (95% Cl: SD 43% (n = 44) Nausea 7 vs 2%
! 30.9; 59.4] Vomiting 7 vs 0%
PanNETs
(Core/OLE)
29.7 m [95%
Cl:12.0; 38.5]
- 0,
. 61-2 29 pts PFS 11m NR 4% 64%
Cives, . . 30-month - All
Phase Il open-label Parsireotide . . . PR4% (n=1) .
2015[ Treatment-naive patients with 70% NS Hyperglycaemia
study LAR . PanNET = SD 17% (n = 60) .
62] metastatic NET 6 ots PanNET - NS PanNET- Pan PanNETs - NS Cholecystitis
ECOG 0-1 P PanNET - NS NS. NETs-NS
N—number median PFS—median progression free survival median OS—overall survival DoR—duration of response ORR—objective response rate  DCR —disease control rate G—grade pts—patients TTP—
time to tumour progression NET—neuroendocrine tumours Oct—octreotide LAR Pl—placebo HR—hazard ratio CI—confidence interval CR—complete response PR—partial response SD—stable disease
NA —not applicable GI—gastrointestinal NS—not stated Lan—Lanreotide autogel # Investigator assessment  *BICR (blinded independent central review) assessment / ~ PanNET —pancreatic neuroendocrine
tumours F-PanNET —functioning pancreatic neuroendocrine tumours NF-PanNET —non-functioning pancreatic neuroendocrine tumours OLE—open label extension GEP-NET—gastro-enteropancreatic
neuroendocrine tumours.
Table S2. Summary of studies exploring the role of targeted therapies.
Pts Selection
Primary . DCR
. (Grade, . Median OS DoR ORR .
Study Design Treatment Prior Tx, N PEor;:t Median PFS (Months) (Months) (Months) %) (CR;/:/R:)SD) G3-4 Toxicity (%)
ECOG PS)
Ph I Well/Moderately 160 pts ORR -SSA -SSA -SSA -SSA -SSA - vs +SSA
RADIANT-1  open-label. nomeardomised stud differentiated in the &9.7m &249m &10.6m &9.6% & 77.4% /n =
1221 P Istratified b & Everolimus -SSA group (95% ClI, (95% ClI, (95% Cl, 9.8 (95% ClI 89/ Asthenia 5.2vs2.2%
ongoing SSA at stuz,j entr Metastatic PanNETs N =115 without 8.3t013.3 m) 20.2t027.1m) m-NA) 4.9-16.5%) PR9.6% /n = >Glucose 4.3vs4.4%
going v v progressed on or after CHT +SSA SSA #8.5m 11/ <Thrombocytes 2.6vs8.9%
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N =45 (95% Cl, #NS #19.2m #10.4% (95% Cl, SD 67.8% /n= Stomatitis 4.3vs2.2%
ECOG PS 0-2 7.8t011.8 m) (95% CI 5.3 to 5.5-17.5%) 78) Diarrhoea 3.5vs 0%
+SSAs NA) Fatigue 4.5vs 0%
& 16,7 m +SSA #72.2% /n= Anaemia 4.3 vs
(95% ClI, #NR (95% CI, 83/ 4.4%
11.1to NA) 23.0 to NA) PR 10.4% /n =
12/
SD 61,7% /n =
71/
+SSA
& 84.4% /n=
38/
PR4.4% /n =
2/
SD 80% /n =
36)
No Prior CHT:
Eve 77.9% /n =
) 81/
No Prior CHT:
Eve 4,% PR 4?}7) /n=
(n=5.95% Cl o
16-10.9) SD 73%16)0 In=
Placebo
EVEvsPL 2,0% PI47.1% /n = Eve vs PI
Phill Eve vs PL (n =2.95% CI 48/ 2.5vs
prospective, randomised, placebo- G1/2 410 #11vs 4.6m 0.2-6.9) # PR 2% /n = 2/ Infections 0'.5%
RADIANT-3 controlled, double blinded . 4 HRO.35; 44.0vs37.7m SD45.1%/n=  Pneumonitis 2.5 vs 0%
study; Everolimus vs Metastatic PanNETs Eve 95% [Cl], 0.27 t0 0.45; p < .
[22,24,25,124] Placebo progressed on prior Tx N =207 PFS 0.001 NA 46/ Hyperglycaemia 5.9 vs
Cross-over at progression to open- Placebo :‘R 0.94; Prior C:‘T: Stomati?is 2.5% o
label Eve ECOG PS 0-2 N =203 &114vs5.4mHR0.34;95% 0 b 07t A Bve:77.7%/n  Anaemia  7.4vs 0%
Cl, 0.26 0 0.44; p < 0.001 1.2), p=0.30 Prior CHT: =80/ 4.9vs 0%
Eve 4.9% PR 4.9% /n =5/
(n=5.95% Cl SD72.8 /n=
1.6-11.0) 75)
Placebo
2.0% PI158,4% /n =
(n=2.95%Cl 59/
0.2-7.0) # PR 2% /n=2/

SD 56.4% /n =
57/
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Yao,
PanN .
2008 Everolim G1/2 PanNET ET hyperglycaerTua
. 50 hypertriglyceridee 9%
[105] us 5 or 10 Metastatic or PR = i
Pase I mg + nresectable 60 pts weeks Not 27% (n mia 3%
5 . unresect PanNE NS (12.5m) NA 27% . hypophosphateemi 11%
study Octreotid carcinoid or o reached =8), o
) T=30 (95% CI, a 3%
e LAR30 pancreatic NET 31to 70 b= thrombocytopenia 3%
mg ECOG PS NS 60% (n yiop °
weeks) leukopenia
=18)
Sun
72% In
=62/
(CR
2% /n Sun
S =2/ vs_
u;Lvs Sun vs PR 7% Pl
Ph II1, 114 m PL /n=6/ 12
Double G1/2 171 pts (7' 4 38.6m SD vs
blind Sunitinib Well differentiated 1 9 8) vs 29.1 63% /n Neutropenia 0%
SUN111 placebo- v PanNETs; Sun vs PF V m (HR NA 99 =54) o rt}; con 10
[26,27] controlled Placsebo No/1 or >/=2 prior Pl s s SSm 0.73, ° P160% Abgi’;isaf Oam vs
trial in Tx lines (121/50 pts); 86 vs o 95% CI Jn = ot uep 1%
advanced ECOG PS 0-1 85 pts) r.n) #' 0.50- 51/ J 5vs
PanNET 126 vs 1.06, p (CR 10
58 r: =0.094)" 0% /n %
’ =0/, 5vs
PR 0% 8%
/n=0/,
SD
60% /n
=51/
71.3%
I;F CR+P 25.4
Rinzivill G1-3 (G3-minority) O,S R= % -
02018 Retrospecti s Progressive 17.5% G3
Sunitinib 80 pt: 1 NS NA 17.5 ALL
[66] ve unitnt panNETs Opts a; 0m sD 17
ECOG PS- NS 53.8% % -
DC
R (n= G4
43)
Well differentiated ALL
70.6% 48.4
Sato, Post- (90.3%) 13.7% (950/0 Thrombocytopenia o
2018 keti Other (9.7% OR 95% CI, ° Hypertensi .
marketing Sunitinib er (.7%) 61 pts NS NS 165 days (95% a, yperiension 30
[67] study Progressive R 5.7- 56.0- Diarrhoea )
(PMS) (unresectable, 26.3%) : Neutropenia P
82.5%) )
locally advanced or Leukopenia
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metastatic disease)
PanNET
ECOG PS 0- >/=2

Raymon
d, 2018
[68]

Phase IV
trial

Sunitinib

well-differentiated

Progressive,
advanced
unresectable/metast
atic panNETs

ECOG PSNS

106 pts

61—
treatme
nt naive

45 -

later

line

13.2
months
(10.9-
16.7)

treatmen
t-naive
PF 13.2
S (7.4-
16.8)

previous
ly
treated
13.0
9.2-
20.4)

37.8
months
(95% CI,
33.0-not
estimabl

e)

treatment
-naive
19.1m
(10.1to N
A)
previousl
y treated
14.7 m
(5.5to 21.
9)

24.5%
(16.7-
33.8)

treatmen
t-naive
21.3%
(11.9-
33.7)

previous
ly
treated
28.9%
(16.4-
44.3)

NS

treatment-naive
previously treated

75.4
%
(6

pts)
68.8

(31
pts)
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All
9
GNS 1069 pts 12 m (All) " 46.1%
Panzuto, 2014  Real-world Pneumonitis 8.3%
¢ ) E i Ad d i ET Tol ili d effi Th € i 7.7%
71] Study verolimus vanced progressive NETs PanNET = olerability and efficacy PanNET similar to  PanNET similar to rombocytopenia %
85 pts Non-PanNET 5.3%
ECOG PS NS P Anaemia 3.5%
Renal failure
13 events:
Mucosal
GNS inflammation
. . Diarrhoea
e ;EI&IQUE Phase IV Everolimus advanced progressive 48 pts :_I{Ie;g;-]i‘)e{gtoeri %Z:gz; ifl‘t:“ Blm Fatigue
Y trial PanNENs P (95% CI: 7.8-NR)  During the study Stomatitis
[69] 6 months treatment ;
Arthralgia
ECOG PS 0-2 or not stated Pyrexia
Dry skin
Well differentiated
T0284274 Phase IV Adult Pati ith
NC ([)7(?] ? tar?Zl Everolimus Progre(sisl;vte ;;:;téx: China 41 pts Safety and Efficacy Waiting for results Waiting for results Waiting for results

ECOG PS NS
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PanNET
#91%
(PR 19% /n
=8/,
P ET
anNET - op 719 fn -
#19 % 30/,
* 0 4
PanNET group 12% NE- 7% /i =
212m 3)
(&)
®s /;4C£I;)15,9, *93 % 77.8%
’ (PR 12% /n ALL
=5/, 33 %
Grade 1/2 81 pts .
SD81% /n= H 129
NCT02267967 Phase Ib/II, single-arm . Unrespectable/ metastatic NET progressed =~ PanNETvsNonPan- Not o/ yperFeHS{on o
Surufatinib R ORR, safety 34/, Proteinuria 10 %
[75,166] study on or not suitable for standard Tx NET reported NE- 7% /n=  Hyperuricaemia 6%
. o ~ /70 = o
ECOG PS 0-1 42 vs 39 pts 3/) Diarrhoea
NonPan-
ET
NonPan- #?9]2‘7
‘0
NETgroup NonPan- (PR10% /n
134m NET Y
(95% C1 7.6, #15% o
D 829 =
19.3) 0% O 83; In
AlINET - 16.9 ,
m NE~ 5% /n =
2/)
PanNET PanNET PanNET Hypertension
21.8 m 15%, PRn=3 < Phosphate 13%
(95% CI, 8.5— (95% CI5- SDn=15 > Lipase or 11%
32.0 m) 36%) Amylase 10%
Grade 1/2 61 pts —_— .
NCT01466036 Phase I, Cabozantinib  Progressed carcinoid (CARC) or PanNET PanNETs = 20 pts ORR NS NA D1arrhoea'
[73] Two-cohort study ECOG PS 0-1 CARC =41 pts CARC CARC CARC Lymphopenia 8%
P 314m ORR 15% PRn=6  <Thrombocytes 7%
(95%, (95% CI7- SDn=26 Fatigue 5%
CI8.5m-NR) 28%) 5%
G1/2 PanNET PanNET
Phase II P; ti 111 pts: H tensi 22%
TALENT trial ase 7 “rospective L. Progressed pancreatic or gastrointestinal pis ORR by central 15.5m 29.2m PanNET ypertension v
multicohort study Lenvatinib . PanNETs =55 pts . . NS Fatigue 11%
[74] NET (giNET) NETs = 56 ot radiology review (95% (95% CI 42.3% Diarrh 1%
ECOG PS NS BINEIS =00 ps CI113-NR)  232-NR) tarrhoea °
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CR5.9% (n=
1)
PR 52.9%
confirmed All 18.8%
SUNEVO G1/2 11.8% (n=2) Neutropenia iy 57"
(GETNE 1408 Phase II trial Evofosfamide + Sunitinib Unrespectable or metastatic pancreatic 17ots  ORR 10.3 NA 18 m 17.6% PR Hypertension 12'50/0
107] ) ase ftra votostamide # SUNIME NET naive for systemic Tx, except SSA pts (2.6-18.0) (42-383) " unconfirmed ALT increase P
ECOG PS0-1 5.9% (n=1)  Thrombocytopenia 6.30/0
SD 64.7% (n = Fatigue o
11)
Not evaluable
5.9% (n=1)
G1/2 55%
Phase II trial, 1.9m 16.6 m
PALBONET R/PR - 0% i
[7(6)]N non-randomised, Metastatic PNET progressed on previos Zlpts ORR (95%CL (95% CI NA 0% SCD/ 55% O(rf— Tr(I)\Irrelgr)rc(;izr;e:ia i i:
-55% (n =
open-label Tx 0-13) 9.3-23.9) 11)
G1-2
. . Metastatic or unable for surgery Gastrointestinal 1 pts (grade5)
Hal 201 le- - .59
a pe[r;;], 019 Smi ;e?rsr’zlzpen PanNET, 21 pts  ORR NS NS NA (3 St/:) NS haemorrhage 5 pts, requiring study
y MEN 1 included P Proteinuria discontinuation
ECOG PS 0-1
ALL
G2 SAE: 13.95%
3 pts PanNET  PanNET Nausea
Bendell, 2016 Unresectabl tastatic NET - typical 549 264[2 PanNET  PanNET - Vomiting
[108] Phase II nresectable or metastatic ML - LYPICAL b NET= RR : A12] Na o an -abdominal pain
. carcinoid or pancreatic islet cell, with (1.1to  (3.0to NA) 18% 91% . ..
Octreotide LAR 30mg documented PD 11 pts 65) $ -acute kidney injury
' - kidney infection
ECOGPS0-2 LVEF decline 9%
Hypertension 26%
BEZ =61.3%
CR=0
BEZ vs EVE
BEZ = PR=9,7% o
12 62 pts BEZ - 6];];‘205 29 L SD=516% 839 vs71.0%
Salazar, 2018 Phase II f)pen label, BEZ235 or everolimus. Unresectable or metastatic PanNET, BEZ =31 PFS 8.2m 96,6% weeks arms NE =25,8% Diarrhoea . 16.1 vs 3.2%
[64] randomised study . . EVE =31 EVE =1 EVE = EVE =9 0,3% Hyperglycaemia
prior systemic Tx </=2 08 EVE = 394 9.7% CR=0 Astheni 16.1 vs 6.5%
ECOG PS 0-2 S 903% : sthema 16.1vs 3.2%
weeks PR=9,7% Stomatitis 12.9 vs 6.5%
SD =80,6% SIS ook
NE =6,5

Table S2. Cont.
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G3/4
Gl2 15 pts 9.9m 47.3 m CR=0 Fatigue 27%
in, 2016 Th bocyt ia 20%/7%
Jin Phase II, single arm Panobinostat Metastatic NET PanNET ORR NA 0% PR=0 rombocytopenia ol 7%
[78] ECOG PS 02 —Bots (90% CI,  (90% CI, 17.87 SD = 47,39 Anorexia 20%
P 4.1-16.9) to not reached) = Diarrhoea 13%
Nausea 13%
Pas/EVE
16.82 m
(12.09 to PAS/EVE
19.58) 24m OS =77.2% Pas/Eve
G1-2 160 pts Pas/Eve
Advanced progressive PanNET, not 77.0 PAS/EVE PR =20.3% SAE all ve
COOPERATE-2  Phase Il Randomised, Everolimus + Pasireotide rvea ucler inp sog;:tso‘s’;ﬁi e © Pas/EVE - EVE o oro8s) 20.3% a EVE
trial Open-label, Multicentre LAR T e e o T~ lim & o ot PFS 16.59 ' Y NA EVE = 41vs
[63] Study Vs Everaolimus Alone catment, prio s pis (11.07 to EVE 82.7% _ 49%
Eve =81 19.48) EVE 6.2% Hyperglycaemia 37
ECOG PS pts ' 71.0 - e
HR 0.99 (59.3 t0 79.9) PR=6.2% 11%
(95%CI, RS
0.63-1.64)
p=0.488
NR
G1/2 6.3
/ 60 pts (95% IEI at12m ALL pts
0~ 0 o, : o
NCT01024387 A phase Il multicentre  Ganitumab (AMG 479)  Progressed on previous Tx carcinoid 4.2-12.6) 66% (95% CI, NoCRor PanNET Hyperglycaemla 4%
[79] PanNET = ORR 52-77%) NA Neutropenia 4%
two cohort study or PanNETs PR SD=31% .
30 PanNET PanNET Thrombocytopenia 4%
CARC =30 65% (95% CI, Infusion reaction 1%
ECOG PS 0-2 4.2
45-80%)
51 pts Anaemia ;) gz
Pazopanib in G - NS /Low grade/ . Neutropenia
Phan, 201 R T P ET P ET
a[r;,S]O 0 Phase IT combination with SSAs Carcinoid or pancreatic NET PanNET = esp(s)zzr;ei oa>;1c1ty, ff;rm NS NA a;;\; ALL 72.5% Fatigue 2 p:z
(octreotide LAR) ECOG PS - NS A : ° Hypertension P
29 pts . 3 pts
Diarrhoea
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CR+PR+SD at 6t
month For all pts
73.3% -previously P 43.18%
G1-3 44 pts ALL TKIs SAEs (19 pts)
PAZONET Progressive P - . 241m , P
[72] Phase ll, Open Label, Pazopanib Advanced/Metastatic NET Clinical Benefit  PanNET For pts previously treated 11.3m NS 66.7% Hepatotoxicit:
Uncontrolled Multicentre Trial P PanNET = Rate at 6m 12.8 m .p P v (2.0to Tx naive P . y 8%
with targeted therapy . Asthenia
ECOG PS 0-1 18 pts 20.6 m) 60.0% previously Diarrhoea 7%
mTOR inhibitors Hvpertension 4%
25% - previously TKIs P 4%
and mTOR

N—number median PFS—median progression free survival median OS—overall survival DoR—duration of response ORR—objective response rate DCR—disease control rate CR—complete response PR—
partial response SD —stable disease SSA —somatostatin analogues pts—patients & central review # Investigator assessment ~Pl—placebo HR—hazard ratio CI—confidence interval G—grade NS—not stated
NA—not applicable Eve—everolimus CHT—chemotherapy PanNET—pancreatic neuroendocrine tumour Sun—sunitinib Tx—therapy CARC—carcinoid NR—not reached PAS—pasireotide SAE—serious

adverse events.
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Pts selection

Primary . . DCR
Study Design Treatment . (Grade, N End median PFS median OS DoR ORR (CR+PR+SD) G3-4 toxicity (%)
Prior Therapy, Point (months) (months)  (months) (%) (%/n)
ECOG PS) ’
Lu vs control L
Low (LTB) Lu Lu colr11t‘rlts)l
28.35 vs 11.04 (HR 18% (95%
G1/2 CR 1% (n=1)
=0.218, 95% CI CI 10-25%) .
0.120-0.394) PR17% (n= Neutropenia 1vs 0%
NETTER 1 Phase III open-lable, 177Lu-Dotatate +  Metastatic midgut NET M(; derat.e LTB NR vs 27.4m 17)
randomised, Octreotide LAR30  (excluding PanNETs), HR 0.398 SD NS Thrombocytopenia 2 vs 0%
[36,81,109] . K . . 229 pts PFS NR vs 8.67 (HR = NA Control
international, multicentre  mg vs Octreotide progressed on SSA; (95%, 0.207 —
. 0.202, 95% CI 3% (95% CI .
trial LAR 60 mg SSR + 0.766) Control Lymphopenia 9 vs 0%
0.077-0.525); 0-6%)
Hieh LTB CR 0% (n=0)
Karnovski >/=60 19.38 Vgs 552 (HR <0.001 PR 3% (n=23) Nausea 7vs 1%
SD NS
=0-193,95% C1 Abdominal pain 3 vs 5%
0.079-0.474 ommapa veoR
ALL
CR 2% (n1=9)
PR 37% (1=
) 165)
Mainly G1-2 SD 43% (1 =
29 m 63 m
. . ALL 39% 192)
T Brabander Pts with bronchial or 443 pts Safety, (95% CI, (95% CI, NE 5% (1 = Leukaemia
’ ! R i EP NET, SSR Effi 26— —72 S .7
2017 etrospective study 177Lu-DOTATATE G N , SSR+ tTe?ted icacy, 6-33 m) 55-72 m) NA PanNET 2) 0.7%
with >/=600miCi PanNET =133 pts Survival .
[37] Before 2013 54% (n = PanNET Myelodysplastic 1.5%
o (1 5%
PanNET30m  PanNET 71 m 72)  CRY%(n=6) syndrome

Karnovski >/=50

PR 50% (n =
60)
SD 30% (n =
40)
NE 3% (n=4)
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PanNETs 423(211\15\?1;
27 m (95% CI Pts with PanNET
A 1733 m)  CR/PR 60 m, 4% (M= te leukaemia  1.5%
Carske- Prospective G1-3 / unknown ALL (95% C1 43 46)
. observational 177Lu-DOTATATE 200 pts Pts with CR/PR CR2% (n= . .
Roman,U, . . . . m- NR) PanNETs chronic leukaemia 0.5%
2018 study applying systematic, Metastatic NET, progressing on or NS 31m, (95% CI In pts with NA 45% (n = 1)
individualised dosimetry of the not suitable for standard Tx, SSTR+ Duodenal or 23-35m), PR 43% (n= ..
[38,43] . . SD 22) marrow toxicity  15%
kidney and bone marrow PanNET =49 pts In pts with SD Hm, 21)
ECOGPSNS 28 m, (95% CI 34— SDAY% (M= ey toxicity- 05
(95% CI 52 m) 24)
21-31 m), ’
Not significant p=0.004
All =82% (n
All=Not = 49) FA
All=29 m reached CR7% (n= Anemia
G1/2 60 pts (20-54 m) 4) Leukopenia
Sansovini, 177Lu-DOTATE 30% (1 = PR 23% (n = Thrombocytopenia
2017 Phase II study Full Activity (FA) vs Reduced  Unresectable/ metastatic PanNET, FA =28 pts NS FA=53.4m FA=Not NA 30 14) RA
[39,43] Activity (RA) progressed on prior Tx, SSR+ RA =32 pts RA =21.7m Reached SD 52% (n = Anemia
ECOG PS NS RA=63.8m 31) Leukopenia
p=0.353 FA =85.7 % Thrombocytopenia
p=0.007 RA=781%  *from Ramage
Dumont, 90Y-DOTATOC vs. 90Y- Metastatic g(isﬁismmas with 36 pts 38,3% (1 = Heamatological 2.8%
2015 Phase II study DOTATOC plus 177Lu- . Survival NS 401m NA 77 NS Toxicity
[40,43] DOTATOC baseline PD Y=30pts 12 Renal toxicity ~ 5,6%
! ECOG PS NS Y=Lu=6pts !
PanNET 76 All = 68% (1
G1/2 (64-104 m) =61)
90Y-DOTATOC or 177Lu- R PA(ZEZT) 3
Bertani, 2016 . . DOTATOC or both +/- initial PanNET with unresectable liver Total = 94 pts ’ . . With vs 26% (n= CR 0%
Prospective trial . . . . oS, With vs without . Not sated
[41,43] primary tumour resection mets, not suitable for radical Evaluable = 90 pts PES PTR 70 vs. 30 m Without 23) PR 26% (n =
(PTR) surgery, without previous Tx p= 002 PTR 23)
ECOG PS NS ' 112 vs. 65m SD 42% (n =
p=.011 38)
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PanNET 47% (1
=161)
1109 pts NF PanNET = NF PanNET 49% CR-
=14
PanNET =342 pts GAstér(i)nIzma = G(a';trin05ri1a NF PanNET All pts
NF PanNET =295 o5 o 0% (12 5 0.7% (n=2) P
Phase II single- Metastatc NEN, with PD on baseline Gastrinoma = T . . .
Imhof, 2011 renal toxicity Insulinoma = Insulinoma . Haematological 12.8%
center open-label ~ 90Y-DOTATOC 25 NS NA o Gastrinoomas L.
[43,167] : . grade 4-5 Tx 17 38% (n=23) toxicity
trial Insulinoma =8 12% (n = 3)
Glucasonoma = 8 response. Glucagonoma Glucagonoma
3 -39 50% (11 = 4) Renal impairment ~ 9.2%
VIPoma =4 VIPoma = 40 VIPoma Others - Not
ACTHoma =2 ACTHoma =5 75% (1 =3) spesified
ACTHoma
50% (11 =1)
P ET P ET -
Rogowski, Pancreatic and small bowell tumours, 67 pts ZT;I\rIn PanNET PanNET ané\IR 0% NS
2016 Phase II study 90Y-DOTATATE SSRT+, baseline PD or OS 21-33 42 m NA 39; 12 PR 39% 07 12 NS
[43,44] biochemical/clinical symptoms ~ PanNET = 30 pts @1 (34-48 m) o(n=12) o (n=12)
m) SD NS
Response - PFS, PanNET =50% ALL
Hamiditabar, 132 pts . L (n=24) .
E ! P ET =139 H 1 1 =1
2017 Xpa“f?dl ACCeSS " 177Lu-DOTATOC  NET with baseline PD, SSTR+ b_os,hradp ;’glc’ . NS NS Na PanNET . 5% CR 0% aei“at_o,toglca N=16
4,451 PanNET =48 pls 1.t reaponse It T
P SD 38% (1 =18) P Y
PES, PanNET ALL
Horsch, 2016 90Y-DOTATOCor 1\305:: }:tSthli/ GI\?EN h 445 pts 0s, PanNET ALL
[43,45] Retrospective  177Lu-DOTATOC vanced or metastatic w Side effects 39m NA NS CR 5.6%
baseline PD, SSTR+ 53 m bone marrow and 0.2—
or both PanNET =172 pts (29-49 (37-69 m) PR 22.4% Kidnev toxicit 1.5%
m) SD 47.3% Y Y >
ALL
PF P ET L i
Baumm, 2018 90Y-DOTATOC or 1,048 pts OS’ *’Z%N PanNET h e‘:"pima . N=8
a[j;l o Retrospective  177Lu-DOTATOC NEN with baseline PD, SSR+ ( 17_‘;3 4m  NA NS NS ro‘;‘nzg’n;pema N=9
! or both PanNET = 384 pts (38-50 m) s . N=17
m) Chronic kidney N=14

disease
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1214 pts _

Dutch=811 Dutch PanNET= D”t_cg :z';NET Dutch GEP-NET
G-NS Non-Dutch=403 Dutch PanNET= Dutch Dutch TR Leucopenia 2.4%
Erasmus MC GEP-NET or *The efficacy PanNET = Neutropenia i
L . . PanNET= CR5.3% (n . 1.1%

Clinical Study ~ Phase I/Il 177Lu- bronchial analysis was 60.9% (n = Lymphopenia
. . L 16.3m =7) . 29.6%

[82] singlearm  Oxodotreotide carcinoid, done only on Dutch PanNET pts 81) Thrombocytopenia

. ) (95%Cl PR 55.6% (n . 1.7%
SSTR + Dutch GEP- progressive at baseline= 12.1-21.8) (95% ClI =74 Anaemia 1.1%
> = Bl —69.29 - 7
Karnofsky PS 250 NET=558 pts 52.1-69.2%) SD 35.3% (n Zif;: 18.9%
=47) 2.8%

Dutch PanNETs
197 pts (35.3%)

N—number median PFS—median progression free survival median OS—overall survival DoR—duration of response ORR —objective response rate  DCR—disease control rate  CR—complete response PR—

partial response SD—stable disease G—grade SSA—somatostatin analogues pts—patients

LTB—liver tumour burden NR—not reached NA —not applicable

HR—hazard ratio CI—confidential interval

Lu—Lutetium NS—not stated SSTR—somatostatin receptor FA—full activity RA—reduced activity Y—Yttrium PTR—primary tumour resection FA—functioning NEN—neuroendocrine neoplasms.
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Pts selection

Primary . DoR DCR
Grade, . dian OS ORR ..
Study Design Treatment . (Grade, N End median PFS (months) median (mont (CR+PR+SD) G3-4 toxicity (%)
Prior Therapy, Point (months) hs) (%) ©%/n)
ECOG PS) °
G1/2
. T: T vs TemCap
Vst or CR2.8% Al 22 vs 44%
- 0, : 0,
Temozolomide(t) vs PanNETs, 144 pts T=144m T=3%m T=97 PR 25% Neutropenia 4vs 1%
. phase IT R TemCap = Not SD Lymphopenia 4vs 5%
E2211 trial Temozolomide and progressed TemCap =22.7 m m .
two-arm, - s . PFS reached NA Thrombocytopenia 13 vs 8%
[31] . . capecitabine within preceding T=72pts (HR =0.58, TC=
randomised trial (TemCap) 12 months, and TemCanp = 72 ot -0.023) (HR =041, 121m TemCap: Nausea 0vs 8%
emi-ap . (;ior?l/"aC emi-ap =72 pis p=5 p=0012) . CR 0% Vomiting 0 vs 8%
DTI% . 5:FIIJ PR 33.3% Diarrhoea 0vs 8%
"0 SD Fatigue 1vs 8%
ECOG PS - NS
T737:
CR 5.3% T vs TemCap
1- T=214
. G18 m T=47.6m PR 28.9% Nausea/Vomiting 2.6 vs 2.1%
De . Temozolomide(T) vs  Locally advanced TemCap =19.8 m .
. Large multicenter . . TemCap =752 m SD 39.5% Diarrhoea 0vs2.1%
Mestier, K Temozolomide and or metastatic T vs TemCap .
series, s 138 pts PFS NA Vs Neutropenia 5.3 vs 6.4%
2019 . capecitabine PanNET, o 34.2% vs 51% o . o
32] Retrospective (TemCap) HR 096, 95% CI (HR 0.66, 95% CI TemCap 87%:  Thrombocytopenia  13.2vs12.8%
[ P ECOG PS 0-2 0 63—i 4; -0.84) 0.37-1.19, p=0.16) CR 2% Asthenia 7.9 vs 0%
S PR 49% HFS 0vs 2.3%
SD 36%
G1-2 or NEC Correlat
. orrela
(]Metismtéc NENd ion MGMT +
. ocally advance B o
A multicenter, Temozoloml.de(T) °r pts), with PD 95 pts betwee ALL-10m ALL=33m 51.8%
Campana, international Temozolomide and before treatment PanNET =43 pts nOR ALL
2018 rotr i capecitabine mainly (93 pts) T =31.9% P and PanNET=13 m PanNET =35 m NA MGMT - PR =27.4% NS
[33] CUOSPECHVE  TemCap) in MGMT (+) oty U bis) o MGMT a 17.7% SD =44.1%
analysis who had or no TemCap = 68.1%
vs MGMT (-) . promot
previous Tx (75 or
vs 20%)
status

ECOG PS - NS
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RR a; 12 FOLFOX/B
76 pts (Fcc})lilfo
FOLFOX + FOLOFOX/B = X/B) FOLFOX/B PanNET =
Kunz, 2separate Bevacizumab (B) study GNS 36 pts PES PanNET =21m 41%
2016 prospective phase and Advanced NET PanNET =12 CAPO CAPOX/B NS NA NS NS
[91] 11 trials CAPOX/Bevacizumab ~ ECOG PS NS CAPOX/B =40 pts ( X/B) PanNET = NS CAPOX/B
(B) study PanNET = NS and ALL=16.7m PanNET =
toxicity NS
0
“both All 18%
G1-2
BETTER Phaslzgleltr:;;pe“' Bevacizumab + 5-FU Pr:;‘f;:ts::: ‘2;2;:;“ At24m: CR=0 Agﬁe&?&;n 21%
trial N and Streptozocin 34 pts PFS . NA 56% PR =56% (n=19) p . 12%
(28] randomised, two- Minimum 6 cveles PanNET (95% CI: 88% SD = 44% (n = 15) Thromboembolic 99
group study Y ECOG PS 0-1 13.1-NR) ° ’ events °
(97%)
G1-2
T lomi M i
Chan, Phase 1/2 Eir;ﬁfmﬁff eiiﬁfm " 43 pts 154m CR=0 Lymphopenia %
2013 ! 5 Y Cohortl =7 pts RR : Not reached NA 40% PR=40% (n=16) Thrombocytopenia 16%
prospective study (cohortl) or 10mg unresectable (95% CI, 9.4-20.4 m) o o o
[94] . Cohort2 = 36 pts SR =53% (n=21) Pneumonitis 0%
(cohort2) pancreatic NET
ECOG PS 0-2
G1-3
‘?)d"?\;‘g?d CR=NS
an
Dilz, 2015 . L ORR, PR=NS
1 ?29] Retrospective STZ/5-FU Base?me 96 pts TTP, OS NS 54.8 m NA 42.7% SD = 40.6% NS
progression was
evident in 74%
ECOG PS NS
Chlorozotocin G-NS Chlor zl(iz in =33 Cht 30% C}\lll :uiTnZ/-Sz-FU le ST?({D ?XO
Moertel, St:eot(f (())tcoci;& Unresectable or oro ot;)c CHL 17 m Chl 18 m STZ/5-FU Let(x)co eni' 1\;5 s 2\: s 5p Sts
1992 Phase IIT proz . metastatic islet- b NS STZ/5FUl4m  STZ/5FU168m  NA 45% NS pema: SV veoP
+5-FU vs. Doxorubicin STZ/5-FU = 33 pts Thrombocytopenia: 6 vs 6 vs 0 pts
[30] K cell cancer .. STZ/Doxo 18 m STZ/Doxo 26.4 m STZ/Doxo K . ..
+Streptozotocin STZ/Doxorubicin = Chronic renal insufficiency:
ECOG PS 0-3 69%
36 pts 7 vs7vs4pts
Well-
differentiated 2- ival rat
Delaunoit, Doxorubicin and 1 :r:::\e;ice - ;l(;r;’}va o Neutropenia 24%
2004 Retrospective . P . 45 pts NS 16 m o NA 36% 60%
Streptozotocin endocrine 3y survival rate -
[85] . Vomiting 13%
carcinomas 24.4%

ECOG PS NS
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G-NS All 23%
Kouvaraki . Locally advanced 89% Leucopenia 10.7%
,2014  Retrospective DOXSJIEE:;O:ITS'_FU or metastatic 84 pts P(F)SR lés 18m 37m Na 39% (PR = 39% Thrombocytopenia 1.1%
[86] NEC g SD =50% Fatigue 4.7%
ECOG PS - NS Mucositis 4.7%
G 1-3 (PanNETs
G1/2 36, G3 9 pts)
Turner, ' . Metastatic or 82 pts For All pts
2010 Retrospective 01U Cisplatinand - locally advanced NS ALL9.1m All314m NA  PanNET= o NET =86% Nausea 12pts
(87] Streptozotocin neuroendocrine PanNET = 49 pts 38% Vomltmg‘ 14 pts
tumours, chemo Neutropenia 23 pts
naive
ECOG PS 0- >/=2
GNS
Advanced
pancreatic islet
cell tumours, oo
Ramanath with progressive Siiy 10 m PCIS :_286@0 All 30%
an, 2001 Phase II Dacarbazine symptoms or 50 pts L NS 19.3 m (4-28 34% Haematological
[88] evidence of Surviva, m) SD=NS Vomiting
. DoR NE =3.8%
rapidly
advancing
disease
ECOG PS 0-3
G1-2 (1 pts with
pt?l(;:(})]uilsf)f‘ In all pts
1 0,
Kulke, Temozolomide and Metastatic 29 pts All ALL= LIEI]ZEE;ZQIE? 22 gzjz"g/f)
2006 Phase II . . carcinoid, PanNET =11 pts RR NS . o PanNET 45%  PanNET 93% . o
92] Thalidomide phacochromocyt (38%) 2y survival 61%  13.5m Dlarrboea 4 pts/14%
- Infections 5 pts/17%
oma, pancreatic
NET

ECOG PS 0-1
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G1-2
Pts with
metastatic o
Strosberg, Temozolomide and PanNETs who RR, C?:—AO
2011 Retrospective . have not 30 pts Surviva, 18 m 2y-survival 92% NA 70% h All 14%
(34] Capecitabine received Safet PR =70%
. v SD =27%
systemic
therapy
ECOG PS
G1-3 PanNET
Chan Metastatic or 35 pts 87% For all pts
7 . (]
2012 phase II Temozolgmlde and locally RR PanNET PanNET NA PanNET CR=0 Lymphopenia 539%
Bevacizumab unresectable PanNET = 15 pts 143 m 41.7m 33.3% .
= o (]
[93] NETs (44%) PR =15% thrombocytopenia 18%
(] = ()
ECOG PS </=2 SD =65%
G1-2
Carcinoid abdominal pain 15.4%
tumours (CARC), anaemia neutropenia  15.3%
pancreatic NET FN 30.8%
(PanNET), or o fatigue 7.6%
Venook, 5-Fu. Oxalilatin and platinum- 13 pts Efficacy Pang:T_lOOOA ascites 38.4%
2008 Phase Il B,evacizFLmab refractory and NS NS NA 20% PR -;3ty gastrointestinal 7.6%
[89] poorly PanNET = 6 pts safety D - 67‘; haemorrhage 7.6%
differentiated Bkt hypertension 23%
NET with clinical thrombocytopenia 7.6%
or radiologic diarrhoea 7.6%
progression neuropathy 15.3%
ECOG PS 0-1
G1-3
Kunz, Capecitabine, Metastatic or 40 ots PES
2010 Phase Il Oxaliplatin and unrespectable P ) ALL13,7m NS NA  PanNET 30% ALL 94% NS
. PanNET =20 pts  toxicity
[90] Bevacizumab NET
ECOG PS - NS
De TemCap s 61_36(;3’”"" 247pts Toleran  5FU/DTIC 13.9m T;Smscsf
Mestier, ) . 94 - 5FU/DTIC 153 -  ce TemCap ’ TemCap =24.7%
2019 Retrospective 5-FU/DT.IC pancr'eatlc .or TemCap RR 18.3m NS NA 5FU/DTIC NS 5FU-/DTIC = 8.5%
(35] (dacarbzaine) small-intestine PanNET = 82.3% PES - 0.86 39.2%
advanced NET Teeen p=9 p=0.596

N—number median PFS—median progression free survival median OS—overall survival DoR— duration of response ORR —objective response rate DCR—disease control rate CR— complete
response PR—partial response SD—stable disease G-—grade T—temozolomide TemCap—tomozolomide and capecitabine pts—patients NA-—not applicable HR—hazard ratio CI—

confidence interval MGMT —O6-methylguanine DNA methyltransferase NS—not stated FOLFOX—5-Fluoruracil + oxaliplatin CAPOX— capecitabine + oxapliplatn STZ—streptozotocin 5-
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FU—5- fluorouracil TemCap—tomozolomide and capecitabine 5-FU/DTIC—5- fluorouacil and dacarbazine CARC—carcinoid Tx—therapy NET—neuroendocrine tumour NEC—
neuroendocrine carcinoma.
Table S5. Summary of studies exploring the role of immunotherapy.
Pts selection
Primary . . DCR -
Study Design Treatment ) (Grade, N End median PFS median OS DoR ORR (CR+PR+SD) G3-4 toxicity
Prior Therapy, Point (months) (months) (months) (%) (%/n) (%)
ECOG PS) °
G1/2 PanNET
ORR 9.2m PanNET
Phase Ib Advanced carcinoids or per RECIST (for 94%
KEYNE‘TQI]E -028 multicohort ~ Pembrolizumab  pancreatic NET, progressive on PanNg' ’itiG i vl.lby PanNET=4.5m PanNET=21m responder Pag;lET CR=0 NS
study standard Tx, PD-L1—positive =i6Pp investigato is ongoing ? PR=6%(n=1)
(>1%) r review response of SD =88% (n = 14)
ECOG PS 0-1 17.6 m)
baAsE:::teulii differe\;\/t?:t/glol\flie;ac:fxe lun 1032 pts ALL4.1m Not reached =0
KEYNOTE-158 ° v ! ot the lung, P (95% C13.5-  (95% Cl 18.8-not
stud in selected pembrolizumab appendix, small intestine, ORR by 5.4) reached) Not PR=4
[133\]/ group of pts colon, rectum, or pancreas NET = 107 pts central : Reached ALL 3.7% (3 PanNET, 1 20.6%
with Progression or intolerance ~ PanNET- number  review giNET)
. . ALL 6 m PFS 6 m OS rate -
advanced to 21 line of standard therapy  not mentioned rate -38.2% 84.6%
solid tumours ECOG PS 0-1 o o SD=61
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T NET 73.3% (PR =
20.0% +SD =
53.3% + Unknown
=10.0%)
PanNET 57.6%
(PR=3.0%+SD =
3% in PanNET 54.5% + Unknown
well- & poorly-differentiated 116 pts =3.0%) >/=2.5%
A phase 2 Non-functional NEN, ORR by 7.4% in well- GI NET 59.4% (PR Abdominal pain;
NCT02955069 R ! . progressed on prior Tx, PanNET = 33 pts diff NET =0% + SD =59.4% Back pain;
multi-centre Spartalizumab central NR NA NA .
[50] study regardless of GI NET =32 pts review + Unknown = Anaemia;
PD-L1 T NET =30 pts 4.8% in 6.3%) Dyspnoea;
ECOG PS - NS GEP NEC =21 pts poorly-diff ~ALL NET 63.2% (PR  Hypertension.
GEP NEC =7.4%+SD =
55.8% Unknown =
6.3%)
NEC 19.0%

(PR=4.8%+SD =
14.3% + Unknown
=14.3%)

N—-number median PFS—median progression free survival median OS—overall survival DoR—-duration of response ORR—objective response rate DCR—disease control rate  CR——complete response

PR—partial response SD—stable disease G——grade Tx——therapy pts—patients

NS—mnot stated NA—mnot applicable NR—mnot reached PD L1—yprogramme death ligand 1 T NET—thoracic

neuroendocrine tumours Gl NET——gastrointestinal neuroendocrine tumours NET—mneuroendocrine tumour NEC——neuroendocrine carcinoma GEP NEC——gastro-entero-pancreatic neuroendocrine carcinoma.
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