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Neuroendocrine Neoplasms (NEN=NET+NEC)

Neuroendocrine neoplasm Morphology (differentiation) Grading G1-G3 (Ki-67 index in %) Abbreviation
Neuroendocrine tumor Grade 1 Well-differentiated G1(<2%) NET G1
Neuroendocrine tumor Grade 2 Well-differentiated G2 (3-20%) NET G2
Neuroendocrine tumor Grade 3 Well-differentiated G3 (> 20%) NET G3
Neuroendocrine carcinoma Poorly-differentiated (large or small cell) G3 (=20%) NEC

Heetfeld, End Rel Can 2015
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Pancreatic NET-G3 (Ki67=45%)
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Pancreatic small-cell NEC (Ki67=70%)
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|- Metastatic NEN G3

 Targeted therapies?



In the French cohort (n=253):

NEC G3 (poorly differentiated)

78% of GEP-NEC are
metastatic at diagnosis

Median Ki67: 75%

Median overall survival:
15.6 months

Platinum- FOLFIRI FOLFOX
etoposide
Number of patients 152 72 33

Number of this hine

- First line

152 (100%)

- Second line

- Third or more line

Objective response

61 (50%)

(after Ist use), n (%)
Stable disease. n (%)
Progressive disease,

n (%)

Not evaluable

29 (23%)
33 (27%)

29

Median progression-free 6.2 (5.2—7.2)

survival (95% C1)
in months

Median overall survival

11.6 (9.2—13.5

(Y3%0 Cl) 1in months

54 (67%)
18 (22%)

13 (24%)

11 (2004)
30 (56%)

18

13 (40%)
20 (60%)
4 (16%)

5 (21%)
15 (63%)

9

29 (24—-44) 2.3(1.6—3.3)

539 (49-7.6) 3.9(2.2-89)

Walter, Eur J Cancer 2017



Chemotherapy in NEC (first-line)

L1: Cisplatin OR ~ 31-58%
> (or carboplatin)- PFS ~ 4-9 months
Reference Chemotherapy Schedule Mo. of Patients RR, % SD, % PD, % PFS, mo Median OS, mo
Moertel 199154 Cisplatin and etoposide 18 67 33 0 8 19
Mitry 1999%° Cisplatin and etoposide 41 (27 GEP-NEC) 42 34 24 9 15
Hainsworth 2006°°: Carboplatin, etoposide, 78 53 30 9 7.5 14.5
Unknown primary and paclitaxel

Sorbye 2013'® Cisplatin/etoposide or 252 31 33 36 4 11

Carboplatin/etoposide
Machida 2012%* Cisplatin/etoposide or 258 50/27 5.2 11.5

Irinotecan/etoposide
Mani 2008% Cisplatin/irinotecan 20 58 16 26 4 NR
Lu 2013°%8 Cisplatin/irinotecan 16 57 22 21 5.5 10.6

Abbreviations: GEP-NEC, gastroenteropancreatic neuroendocrine carcinoma; NR, not
progression-free survival; RR, response rate; SD, stable disease.
“The study reported RR as objective tumor regression and not according to Response Evaluation Critera in Solid Tumors.

reported; OS, overall survival; PD, progressive disease; PFS:

Sorbye cancer 2014




Chemotherapy in NEC (second-line)

L1: Cisplatin L2: Folfiri or Folfox
> (or carboplatin)- or Tem-Cap
etoposide or Clinical trial

Reference Chemotherapy Schedule No of Patients RR, % SD, % PD, % PFS, mo Median OS, mo
Welin 20111 Temozolomide + capecitabine + 25 33 38 29 6 208

bevacizumab
Qlsen 2012 Temozolomide 28 0 38 62 2.4 3.50
Hentic 201277 FOLFIRI French cohort 190 72 1 | 24% 31 38 4 2.9mo 18% [ 5.9
Hadoux 2013 Oxaliplatin-based 21 29 29 41 4.3 9.5
Sorbye 2013'® Various: Taxane-based, n = 22: 100 18 33 49 9= 192

temozolomide-based, n = 35

Abbreviations: =, with or without; FOLFIRI, combined folinic acid, fluorouracil, and irinotecan; OS, overall survival; PD, progressive disease; PFS: progression-
free survival; RR, response rate; SD, stable disease.

#8urvival was calculated from the date of diagnosis of metastatic disease.

® Survival was calculated from the start of second-line treatment.

“Survival was arbitrarily calculated.

Pavel, NeuroEndoc 2016; Walter, Eur J Cancer 2017; Welin Cancer 2011;
Sorbye cancer 2014; Sorbye Ann Oncol 2013



Bevacizumab in NEC?

PRODIGE 41 - BEVANEC study (Pl: T Walter)
A phase 2 randomized study

GEP-NEC and Folfiri + PEP: qverall
unknown B : . survival

L2, after srelbiabinnie! At 6 months
cisplatin (or HO: 35% =>H1:

50% of patients
alive at 6 months
IS expected.

carboplatin)-
etoposide L1 n =124




NEN-G3: Mr F. (8/10/1950)

No personal or familial past medical history

NO treatment

-ortuitous diagnosis of metastatic pancreatic cancer
Performance status of 1; no functioning tumor




NEN-G3: Mr F. (8/10/1950)

e Liver biopsy: large cell NEC, with Ki67 of 30%
e FDG PET uptake (SUV): 7.9 (pancreas) and 10 (liver)

e High uptake on Octreoscan®



Treated with cisplatin-etoposide

Progressive disease after two cycles and higher uptake on FDG PET

Low Ki67 (<55%) is associated with lower response to platinum-etoposide
Objective response: 15% (Ki67 < 55%) vs 42% (Ki67 > 55%)

Sorbye H, Ann Oncol 2013



NEN-G3: Mr F. (8/10/1950)

e Path review: NET G3, Ki67 of 28%, no necrosis
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Response to platinum/etoposide in first-line
chemotherapy (platin-etoposide)

Best Response Number (%) Number (%)

OR C41(33%) >  C1(14%) >
SD 27 (22 %) 1 (14 %)
PD 33 (27%) >
NA 23 (18 %) 0 (0 %)

Heetfeld, End Rel Can 2015

OR of 30% with cisplatin-etoposide in GEP-NEN, but 0% in NET-G3
Baudin, End Rel Can 2013



NEN-G3: Mr F. (8/10/1950)

methylated MGMT (pyrosequencing, 15%)

MDT: temozolomide-capecitabine
=> QObjective response after 3 cycles

=> Still stable after one year



Which chemotherapy for NET-G3, as NET-G2 or as NEC?

Randomized phase Il study (ECOG-ACRIN Cancer Research Group,
NCT02595424, NCI, PI: Jennifer R. Eads)

PEP: PF

Advanced large- >
cells GEP-NEC
Ki67: 20-100%

First-line




ENETS guidelines . ot resecasie Options ?

L1: Cisplatin L2: Folfiri or Folfox
(or carboplatin)- — or Tem-Cap
etoposide or Clinical trial Everolimus ?
Sunitinib ?
L1: STZ-5FU L2: Folfiri or Folfox
or Tem-Cap > or Clinical trial

Adapted from Pavel, NeuroEndoc 2016



Sunitinib in NEN-G37?

A phase 2 study

31 patients with NEN-G3: 6 NET-G3 and 25 NEC

Treated with sunitinib 37.5mg/day

4 Partial response and 14 stable disease
Median PFS=42 days

Median OS=185 days

Pellat, Neuroendoc, in revision



Everolimus in NEN-G3?

* Antitumor effect of everolimus in vivo (model of NEC)
Bollard, Neuroendocrinology 2013

* mTOR pathway activation is associated with poor prognosis
Missiaglia, J Clin Oncol 2010 and Qian, J Clin Oncol 2013

* Basal expression of pS6 and pmTOR were predictive factors of response
to temsirolimus Duran, Brit J Canc 2006



Everolimus in NEN-G3?

e Effect of everolimus seems to be associated with tumour proliferation

Tumor grade ‘

Well differentiated 341 —— 0.41 (0.31-0.53) <0001
Moderately differentiated 65 @ —— 0.21 (0.11-0.42) <0.001
| 1 |
o1 o 90 Radiant-3, Yao, NEJM 2011

il -

Everolimus Better Placebo Better

Tumowr grading

Grade 1 104 ——
Grade 2 107 ——

0-57 (0-30-0-84)
0-40 {0-20-0-83)

Radiant-4, Yao Lancet 2016

=> One ongoing phase Il study testing the safety of everolimus as second-line
treatment in NEC and NET-G3.
National Clinical Trial identifier NCT02113800; PI: M. Pavel



Everolimus in NEN-G3?

Phase Il study (Nordic group, NCT02248012, NCI, Pl: H. Sorbye)

gz‘,ga,':,zd PEP: control
- : : disease at 6
KiG7: 20-559% Temozolomide-everolimus onths
First-line

n =40



I- Conclusion for metastatic NEN G3

 Targeted therapies: in clinical trials

ENETS Recommendations (M+, not resectable)

L1: Cisplatin
(or carboplatin)-
etoposide

L2: Folfiri or Folfox
or Tem-Cap
or Clinical trial

NET G3

L1: STZ-5FU
or Tem-Cap
or Oxalip-based?

L2: Folfiri or Folfox
or Clinical trial
or as NET-G2?

Clinical trials:

Everolimus ?
Sunitinib ?
Anti-PD1 ?

Adapted from Pavel, NeuroEndoc 2016



- NET G1-G2
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Aims of treatments in NETs?

Objective response (secondary resection, symptomatic patient
due to tumor burden) or stabilisation? Other options?

Regarding the tumor slope: which effect of targeted therapies
for fast progression?

Duration of treatments: patients usualy prefer short-term (CT)
vs long-term treatments (targeted therapies)

We have to avoid late toxicities, which could contra-indicate
other treatment

Can we predict response to chemotherapy or to others treatments?



Risks of long term toxicities

Type of treatment (tt) Type of toxicity Risks of no further
treatment

Chemotherapy Renal: STZ? +/-
Cardiac: Doxo

Targeted therapies Renal: evero? suni? +/-

(Everolimus, Sunitinib)  Cardiac: sunitinib

Somatostatin analogs No No

=> |nterest of maintenance treatment (as somatostatin analogs)
when stablization is obtained?



[|A- Metastatic pancreatic NET G1-G2
Efficacy of:

Targeted therapies?



Efficacy in pancreatic NET

Type of treatment (tt) Rate of OR Median PFS (months)

Chemotherapy 35-40% 16-24 months L1++
Everolimus <10% ~ 11 months L2 in 50%
Sunitinib L2 in 69%
Somatostatin analogs <5% >24 months (Not reach in L1, but 96% of SD at
Clarinet study) study entrance

* No comparative study

* Very different populations | d
Pavel, NeuroEndoc 2016



Efficacy in pancreatic NET (phase Il studies)

Phase Ill studies n HR of PFS Comments
(95% IC)

Moertel NEJM 1980 84 STZ-5FU vs STZ OR 63% vs 36% ?

Moertel NEJM 1992 69  STZ-Doxo vs STZ-5FU OR 69% vs 45% ?

Clarinet 91 Lanreo vs placebo 0.58 (0.32-1.04)

Caplin, NEJM 2014

e Targeted therapies data are statistically more robust, but none of them has

been tested against chemotherapy
 ENETS guidelines recommend first-line chemotherapy for advanced p-NET



Patents aive and wih no progression (%)

SSA In pancreatic NE

Pancrestic NETs (ne21
Lamreolide Aulogel vs. placebo

100 HMR=0.53 [98% Ci: 0. 32-1,04)
93 -4
80 :
70 =
60 S
50 w0l o
Lo e ; - S— l
40 ~ Al )eet 120 mg |
avenis.'dd paacnis
30 A reachad
20 = <
10 = 37 avanie 48 patiants
' median, 121 months [85% CI: 2.4-183]
0 . . L} L) ] L)
0 8 9 12 18 24 <7

Time (months)

Number of patonts at riek of death o dizease progressicn

42
49

32 23 24 20 1] 0
38 33 23 17 L 0

CLARINET: Caplin, N Engl J Med 2014

(CLARINET study)

Active but with a less favorable HR than for midgut

No. of
Subgroup Patients Hazard Ratio (95% Cl)
All patients 204 —— 0.47 (0.30-0.73)
Tumaor erigin i
Midgut 73 —a—]— 0.35 (0.16—-0.80)
Pancreas 21 I—i—.—l 0.58 (0.32-1.04)
Hindgut 14 — I 147 (0.16-13.24)
Other or unknown 26 0.21 (0.04-1.03)

Tumeor grade

Grade 1 141

Grade 2 61
Hepatic tumor volume

=25% 137

>25% 67

0.43 (0.25-0.74)
0.45 (0.22-0.91)

0.34 (0.18-0.62)
0.45 (0.23-0.38)

T T T T T T 1
0.0625 0125 025 050 1.00 200 400 800 16.00

Lanreotide Better

Placebo Better

‘ 15% of patients with metastatic P-NET

And in patients with very good prognostic factors:
* 96% Stable disease at study entrance

Positive Octreoscan® or PET DOTATOC

* Low Ki67 index (<10%)

Foulfoin, End Rel Cancer, 2017

L1: Watch and Wait
or SSA




SSA as a maintenance treatment?

T T T T S — - — 1
B o= "';.1‘ UiGeoup 2: Waich and wait,
1

N . T

L1: Watch and Wait o 1 Freup 1 Compless
or SSA 15% E | \—\1’

E
L1: STZ-based S Fhmathesey
(or Tem-Cap) 70%
or Oxalip-based? .
. . ’ ) ..Tir:Ps.ln‘:lmnné:hli. S
EN ETS gUIdel INES Foulfoin, End Rel Canc 2017
REMINET- PHASE II-IIl study
Placebo 1
/4 sem

Pancreatic NET, First-line treatment
e Chemotherapy (3-6 months)
* Everolimus or sunitinib (4-6 months)

2nde |ine treatment
at progression

Lanreotide }
120 mg/ 4 sem




Chemotherapy in pancreatic NET

L1: STZ-based
(or Tem-Cap)
or Oxalip-based?

Yes, but which chemotherapy?




Best chemotherapy in pancreatic NET?

Streptozotocin-based chemotherapy: the most robust data

Clewemar et al. [41], 2015 Dilz et al. [42], 2015 Krug et al. [43], 2015 Mueller et al. [46], 2016
Regimen STZ/5-FU STZ/5-FU STZ/Dox/5-FU DTIC

1981-2014 1998-2014 1995-2013 1998-2013
Number of patients 133 (100 radiologically 96 77 (66 radiologically 75

evaluable) All radiologically evaluable evaluable)
Localization 100% pancreas 100% pancreas 84.4% pancreas 66.6% pancreas
Population 88% stage IV 93.8% stage IV 90.9% stage IV 97.4% stage IV

54.1% FNA 77.1% FNA 71.5% FNA 81% G1/G2

73.7% G1/2 90.7% G1/G2 77.9% G1/G2 97% liver

6% MEN-1 90.6% liver metastases 88.3% liver metastases
Objective response rate ~ 28% 42.7% 34% 27% (32% pancreas)
Disease control rate 92% 83.3% 72% 66% (66% pancreas)
Markers of response CgA decrease >50% CgA decrease >30% CgA decrease >30% -

positive Octreo-Scan

mPFS/TTP 23 months 19.4 months 16 months 10 months
mOS 51.9 months 54.8 months 28 months -

Krug Digestion 2017



Best chemotherapy in pancreatic NET?

L1: STZ-based

(or Tem-Cap) Oral or intravenous chemotherapy?

or Oxalip-based?

Treatment regimen _|_n_|_Objective response (%)

Temozolomide (Tem) 12 8%
Tem- Capecitabine 30 70% (L1, 66 % PD)
Tem (various) 53 34%
Tem- Capecitabine 143 54%
| streptootocinbased | Temozolomide-based
Proof of evidence Old Phase lI-llI no phase lll, most are retrospective
Objective response 28-43% 8-70%
Median PFS 16-23 months 14-18 month

Median Overall survival 28-55 months 35-73 months



Best chemotherapy in pancreatic NET?

L1: STZ-based

(or Tem:Cap) Oral or intravenous chemotherapy?

or Oxalip-based?

Poorer perceived tolerance with intravenous versus oral chemo (SSA as reference)
n  Odds ratio [95%ClI] p

Somatostatin analogs 44 1 - Personal data, in revision
Oral chemotherapy 21 1.75 [0.60 — 5.08] 0.306
Intravenous chemotherapy 30 4.89[2.23-10.72]| <0.001
~ (Pl:M Ducreux) streptozocine
o ’
Progre;swe Temozolomide
pancreatic NET + capecitabine
- _/




Aims and types of treatments in NETs?

* Can we predict response to chemotherapy or to others treatments?



Pancreatic NET:
from a non personalized treatment

t4.44
ﬁ ﬁ ﬁ 1990 :

AU

ﬁ « One disease => one treatment
‘ﬁ‘ ‘k‘ﬁ ﬁ (Streptozotocin-based chemotherapy)
RO )
T4



To a personalized treatment

‘k ‘ﬁ‘ /ﬁ ﬁ ﬁﬁsﬁ >  Somatostatin analogs
3 )

1 o
& U é § i ﬁ‘ﬂ‘tﬁﬁﬁﬁ > PRRT?
tatht i
e
* Many treatments without comparison between them
* The choice of treatment is done on prognostic factors: Ki67/grading,

tumor burden, uptake on SRS...

L)
‘H;k ,k‘k

t

>  Cytotoxic chemotherapies



To a personalized treatment

ﬁ' i:n:k ‘“‘ ﬁﬁiﬁ:ﬁ:ﬁt >  Somatostatin analogs

‘ﬁ‘ 1 *‘ﬁ‘
*ﬁ i"’t t4
R B

* Prognostic factors
* Need of predictive factor of response: Unmet need:
- Chemo and MGMT? DAXX/ATRX? Validated predictive

- other? markers

tﬁiﬁﬁ t > PRRT?

)
‘ﬁ‘t‘kﬁﬁﬁﬁ » Cytotoic chemotheraie

r

AN
Prognostic factors

K

Predictive factor of response




MGMT: canc

to temozolomic

e Rationale

idate markers of response
e and other alkylating agents

e O%-methylguanine-DNA-methyltransferase drives

the repair of DNA lesions due to alkylating agents
e Expression of MGMT might be low or absent in

tumor cells

* MGMT deficiency is usually due to gene promoter

hypermethylation
* Hypothesis

* MGMT deficiency might be predictive of response .?;.’fzz'm/;«;-;;;_*';f-‘;‘.i--f'

to temozolomide

e Various technical approaches
* Immunohistochemistry
e Various antibodies
* Data interpretation and expression
* Methylation gene promoter analysis
* MS-PCR
* Pyrosequencing
e Others ...
* mRNA quantification

Arbitrary cut-offs

SR\ FETRW YT R L Ao P ;
Als = ?- . 3;;,'»5"._'.“'.‘ J = S Figure 1

y lﬁ"?'[ V.,. ;‘F ¢ oty "_"."'d;_ & Examples of MGMT staining and corresponding
- "r' .f;; IX o5 o ol 5'.: MGMT score in WPDNET. Left panel: No nuclear

. ¢ 3
& o é} ;,:" VA l': staining (MGMT score =0); middle panel: weak
L4E* | / \ "'.:-“';;-_2, nuclear staining (intensity 1) in 100% of the cells

bYET e *) 12 %4 “‘:. S (MGMT score = 100 x 1=100); right panel: strong
‘:":":’ A : o e AN ey nuclear staining (intensity 3) in 100% of the cells
IR 48 ’ 2 e o

- 2% - - -

(MGMT score=100x3=300).

L . Cancer September 1, 2012
Original Article

Comparative Assessment of 5 Methods (Methylation-Specific
Polymerase Chain Reaction, MethyLight, Pyrosequencing,
Methylation-Sensitive High-Resolution Melting, and
Immunohistochemistry) to Analyze O%-Methylguanine-DNA-
Methyltranferase in a Series of 100 Glioblastoma Patients

Véronigue Quillien, PharmDr, PhDY*; Audrey Lavenu, PhD®% Lucie Karayan-Tapon, MD, PhD&7;
Catherine Carpentier, PRD®; Marianne Labussiére, PhD® Thierry Lesimple, MD" Olivier Chinot, MD, PhD9'%;
Michel Wager, MD, PhD®%; Jérome Honnorat, MD, PhD"""?; Stephan Saikali, MD, PhD*; Frédéric Fina, PhD™;

Marc Sanson, MD, PhD® and Dominigue Figarella-Branger, MD, PhD®'®




Candidate markers of response to temozolomide
and other alkylating agents

N/ Promoter Prognostic Predictive
N treated methylation value value

Ekeblad et al.
Clin Cancer Res, 2007;15:2986 36/36

Kulke et al.
Clin Cancer Res, 2009;15:338 97/21 + Yes Yes

Schmitt et al.

Neuroendocrinology, 2014;100:35 141/10 ?\S\P\\’ + Yes Yes

Yang et al.

Int J Clin Exp Pathol; 2014;7:4204 ?\O“ + - No NA
Walter et al. «‘
BrJ Cancer, 2015;112:523 CO .53 + + No Yes

Dussol et al.

Cancer, 2015;121:342 104/63 + + NA Yes
Cros et al.

ERC, 2016;23:625 43/43 + + Yes Yes
Cives et al. 65/65

ERC, 2016;23:759 (CAPTEM) + - NA No



Best chemotherapy in pancreatic NET?

Temozolomide 200

mg/m2/day,
E2211: d1-5, 28 day cycle; N=69
Advanced pancreatic NET;
prior treatments allowed
(no prior temozolomide)

Primary Endpoint: PFS

Capecitabine 750 mg/m2 BID d1-14

Temozolomide 200 mg/m2, d 10-14
28 days cycle; N=69

Correlates: MGMT IHC, promoter methylation

Pl: Pam Kunz, Activated




Best chemotherapy in pancreatic NET?

L1: STZ-based

o L o) Oxaliplatin-based chemotherapy?

or Oxalip-based?

Treatment regimen n Objective response Median PFS

Gemox 104 23% 7.8 months
Various oxaliplatin- 78 26% 8 months
based (folfox, xelox)

Xelox 40 27% 18 months

Xelox-Beva 40 23% 13.7 months



Best chemotherapy in pancreatic NET?

L1: STZ-based

(O Tom-*ap) Oxaliplatin-based chemotherapy?

or Oxalip-based?

Treatment regimen n Objective response Median PFS

Gemox 104 23% 7.8 months
Alky-based 63 22% 7.5 months
Various oxaliplatin- 78 26% 8 months
based (folfox, xelox)
Xelox 40 27% 18 months
Xelox-Beva 40 23% 13.7 months

“GEMOX is effective against NETs and it is not influenced by the MGMT status.

Our data suggest that GEMOX might be preferred for patients with unmethylated MGMT tumors.”
Dussol, Cancer 2016



7 Best chemotherapy in pancreatic NET?
Sz
= g — Phase Il study: MGMT-NET
BI: T Walter - Advanced pancreatic and lung NET,
(activated in January 2018) with an indication of chemotherapy
- Assessment of MGMT methylation
B : Primary end point: OR at 3 months
n =99 patients between uM vs M MGMT in ALK group
Secondary endpoints:
Unmethylated MGMT Methylated MGMT o bgtgee” ALRE B OHsEsEL
‘ R1:1 ‘ R2:1 Toxi(;ity
! ! | !
ALK-based Oxaliplatin-based ALK-based Oxaliplatin-based

chemotherapy chemotherapy chemotherapy chemotherapy

S—




Best strategy in pancreatic NET?

Chemotherapy vs targeted therapy in first —line?

Phase Il study, SEQTOR ENETS

Progressive
pancreatic NET

—

R

—

—)

_

Primary end point: progression-free survival after both lines

180 patients




IIA- Conclusion for pancreatic NET G1-G2

 Targeted therapies: always at least in L2

ENETS guidelines

L1: Watch and Wait L2: eve or suniti.
or SSA
(or secondary to

Y

or chemotherapy
or TAE/TACE/SIRT

WE&W) L3: PRRT if SSTR+
or second CT
L1: STZ-based : or Clinical trial
(or Tem-Cap) | L2:everolimus
or Oxalip-based? or sunitinib
or bone metastasis? SSA?

Adapted from Pavel, NeuroEndoc 2016



[IB- Metastatic midgut (GI-NET) G1-G2

 Targeted therapies ?

Type of treatment (tt) Rate of OR

Chemotherapy < 10%
Everolimus < 5%
Somatostatin analogs < 5%

PRRT (Luthatera®) 18%



Efficacy in midgut NE

(phase Il studies)

Phase 111 studies n Patients HR of PFS Comments
(95% IC)
Promid 85 Oct vs placebo All midgut 0.34 (0.20-0.59)
Clarinet 204 Lanreo vs placebo 73 midgut 0.47 (0.30-0.73)
14 hindgut HR hindgut=1.47
FNCLCC- 64 IFN vs 5FU-strepto 40 midgut, 2 hindgut 0.75 (0.41-1.36) 5.5 mo with chemotherapy
FFCD9710 14.1 mo with IFN (PFS)

Radiant-2

Radiant-4

SWOG S0518
Netter-1

Eve-oct vs 224 small bowel, 0.77 (0.59-1.00) HR gréle=0.77

Eve-placebo 28 colon

HR colon=0.39

Evero vs placebo 22 jejunum, 71 0.48 (0.35-0.67) HR ileum=1.22
ileum, 13 colon, 40 HR non ileum=0.34

rectum
427 IFN+Oct vs Béva+Oct 143 midgut

229 Lutathera vs Oct All midgut
(60mg)

0.93 (0.73-1.18) IFN ~ Bevacizumab
0.21 (0.13-0.34)




Chemotherapy in midgut NET?

Systematic or Meta-analysis Studies

Chemotherapy for advanced non-pancreatic well-differentiated
neuroendocrine tumours of the gastrointestinal tract, a systematic
review and meta-analysis: A lost cause?

i Retrospective analysis (7) 25-33%
Phase Il clinical trial, one arm (10) 0-20%
Randomised phase |l clinical trial (2) 0%
Randomised phase Il clinical trial (1) 5%
_ Systematic reviews and meta-analysis (0) ) 0.35 [0.18, 0.66] 4
—

0005 01 1 10 200
Favours pNETS Fawvours non-pMETs

Lamarca, Cancer Treatment Reviews 2016



BETTER study, phase I, n=49
Good methodology: homogeneous and well-defined population;

PES as primary end point

/

.

Metastatic gastrointestinal NET,
Progressive at study entry,
Kie7 < 15%

\

No previous cytotoxic chemotherapy

q

/

* Objective response: 6/49 (12%)

* PFS: 25.2 months (95% Cl, 24.3- not reached)
* Overall survival at 24 months of 85% (median not reached)

he largest phase Il study

Mitry, Eur J Cancer 2014



The only phase Il study

FNCLCC - FFCD 9710: n=64 progressive gastrointestinal « carcinoid » tumors
Treated by FU- Streptozocin vs Interferon

| Chemotherapy

Objective response (%) 0 (0%) 2 (6%)
Median PFS 5.5 months 14.1 months
Median OS 20.4 months 44.0 months
; E‘wi'"._,
Progression-free survival N LL N
according to treatmentarm £ - Ll'—:f.___ﬁ
9 I_L'jTI_ __________________

0.00

Time in months

SFU_STz === Interferon Dahan, End Rel Cancer 2009



Chemotherapy in midgut NET?

* Lack of quality evidence favouring the use of chemotherapy in unselected
patients with non-pNETs

* Problably active in selected patients with « aggressive » disease:
- progressive grade 2 NET
- without uptake on SRS
- often without carcinoid syndrome
- jejunum/hindgut NET > midgut NET



Everolimus in functional midgut NET
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Everolimus in non functional midgut NET?
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70- Placebo: 3.9 months (95% Cl, 3.58-7.43) But among « gastro-intestinal » NET:

- lleum, n=71, HR=1.34
- Jejunum, n=22, HR=0.38
- Rectum, n=40, HR=0.17
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[IB- Conclusion for midgut (GI-NET) G1-G2

e (Chemotherapy: in very se
e Targeted therapies: evero

ENETS guidelines

ected patients (options)
imus for progressive disease

=> and PRRT +++

L1: Watch and Wait

PD

L1: SSA

or bone metastasis?

or chemotherapy?

Chemotherapy?



Conclusions: objectives- patients

L1: Cisplatin L2: Folfiri or Folfox Everolimus ?
(or carboplatin)- — or Tem-Cap Sunitinib ?
etoposide or Clinical trial Anti-PD1 ?
L1: STZ-5FU L2: Folfiri or Folfox Everolimus ?
or Tem-Cap > or Clinical trial Sunitinib ?
or Oxalip-based? or as NET-G2?
PRRT if SSTR+
L1: Watch and Wait TAE/TACE/SIRT Chemotherapy
or SSA or Everolimus IFN-alpha 2b
(or secondary to "
WEW) L2: eve or suniti.
or chemotherapy |\ o e rir SSTR+

or TAE/TACE/SIRT

/ or second CT

L1: STZ-based

L2: everolimus T )
or Clinical trial

(or Tem-Cap)
or Oxalip-based SSA?

/
L1: SSA L2 if SSTR-: IFN or or Chemotherapy’?
TAE/TACE/SIRT

or sunitinib

or bone metastasis?

Adapted from Pavel, NeuroEndoc 2016




What is a progressive disease in midgut NET?

RECIST criteria (CT scan or MRI)

Progressive (PD) >+ 20% or new lesion
RECIST criteria ,  >table (SD) between -30% and +20%
A Response (OR) At least - 30%

+ 20 %
ro ifinl

-30 % | ! | | > Time in
O 3 6 9 12 months



What is a progressive disease in midgut NET?

Progressive disease at study entrance (RECIST)
Radiant-2 and -3 PD within 12 months

Netter-1 PD within 36 months
RECIST criteria Radiant-4 PD within ????? months
AN
Rectal or lung NET
+20 %

ro ifinl

-30 % | ! | | > Time in
O 3 6 9 12 months



