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JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Phase III Prospective Randomized Comparison Trial of Depot
Octreotide Plus Interferon Alfa-2b Versus Depot Octreotide
Plus Bevacizumab in Patients With Advanced Carcinoid
Tumors: SWOG S0518

James C. Yao, Katherine A. Guthrie, Cesar Moran, Jonathan R. Strosberg, Matthew H. Kulke, Jennifer A. Chan,
Noelle LoConte, Robert R. McWilliams, Edward M. Wolin, Bassam Mattar, Shannon McDonough, Helen Chen,
Charles D. Blanke, Howard S. Hochster

Randomly assigned (N = 427)

LAR 30mg/ Monat LAR 30mg/ Monat

Beva 15 mg/kg g 3w | IFN o 5 Mio IE 3x/Woche
. Assigned
. Saklelnss . to interferon plus octreotide
to bevacizumab plus octreotide (n = 213)
(n =214) n=
— Ineligible (n=14) — |neligible (n=11)
Eligible (n =200) Eligible (n =202)
Discontinued (n=193) Discontinued (n=199)
Disease progression (n =99) Disease progression (n = 100)
| Adverse event (n=57) | Adverse event (n=47)
Withdrawal of consent (n =13) Withdrawal of consent (n = 27)
Death (n=4) Death (n=3)
Other/unknown (n =20) Other/unknown (n=22) .
J Clin Oncol 2017

May 20;35(15)

Remained on treatment (n=7) Remained on treatment (n=3)
1695-1703



Aktuelle ENETS Consensus Guideline

Refractory
CSand SD . . ]
| Consider debulking surgery of LM (see fig. 1)
Octreotid i . . .
cs > 0:: reotice Refractory Consider locoregional/ablative therapy (see fig. 1)
Lanreotide | CSand/or PD | OF SSA dos
— | [FN-alpha
or pasireot p
Complete Resect primary or PRRT
Advanced resection if —» | and metastases
loco- / feasible (G1/G2) (see fig. 1) Consider octreotide or lanreotide
regional (if prior watch and wait)
i or increase of SSA dose
d's‘?ase or \ Non-functional .
distant Watch and wait .
tast (G1, low tumor or or locoregional therapy
metastases burden, no —> . | y
symptoms, SD) Octreotide or lanreotide ~ PD — | or PRRT (if SSTR positive)

Non-functional —> | Octreotide or lanreotide I F N —al p h a
(G2 and/or high

tumor burden,
or PD or

symptoms) —> | SSTR negative | —> I F N -a_l p h a

FOLFOX or

Cisplatin* + . _, | FOLFIRI or
NEC, G3 ‘ Etoposide ‘ PD TEM/CAP or
Clinical trial

Fig. 2. Therapeutic algorithm for the management of intestinal (midgut) NEN with advanced locoregional disease
and/or distant metastases. CS = Carcinoid syndrome; LM = liver metastasis; PD = progressive disease; SD = sta-
ble disease; TEM/CAP = temozolomide/capecitabine. * Cisplatin may be replaced by carboplatin.

Pavel M, Neuroendocrinology 2016;103:172-185



Phase III Prospective Randomized Comparison Trial of Depot
Octreotide Plus Interferon Alfa-2b Versus Depot Octreotide
Plus Bevacizumab in Patients With Advanced Carcinoid
Tumors: SWOG S0518

James C. Yao, Katherine A. Guthrie, Cesar Moran, Jonathan R. Strosberg, Matthew H. Kulke, Jennifer A. Chan,
Noelle LoConte, Robert R. McWilliams, Edward M. Wolin, Bassam Mattar, Shannon McDonough, Helen Chen,
Charles D. Blanke, Howard S. Hochster

Ll e Inclusion criteria (“or”):
Bevacizumab + [FN-a-2b + ; ;
Octreotide LAR Octreotide LAR (1) progressive dl_sea_se
Characteristic n = 200* (n = 202* (2) refractory carcinoid syndrome
Median (range) age, years 61 (27-85) 61 (23-85) (3) grade 2 histology and more than
Sex . . .
Méle 102 (51) 90 (45) SIX sites .Of r_netasta5|s
Female 98 (49) 112 (55) (4) metastatic hindgut NET
cHipEs (5) metastatic gastric NET
0 107 (54) 99 (49)
1 88 (44) 98 (49)
2 5 (3) 4 (2)
Site
Small bowel, cecum, 71 (35) 72 (36)
appendix
Other 129 (64) 130 (64)
PD since diagnosis 182 (91) 188 (93)
Refractory carcinoid 16/184 (9) 21/187 (11)
syndrome
Histologic grade
1 169 (84) 171 (85)
2 Sl ) 31 (15)
Site of involvement
Liver 172 (86) 173 (86)
Distant lymph nodes 47 (24) 43 (21)
Bone 38 (19) 34 (17) .
Other abdominal 43 (22) 44 (22) J Clin Oncol. 2017
Other 50 (25) 51 (25) 35(15);1695_1703




Bevacizumab plus capecitabine in patients with progressive | Bevacizumab Elus octreotide and metronomic

advanced well-differentiated neuroendocrine tumors of the : : . - : .
gastro-intestinal (GI-NETs) tract (BETTER trial) — A CapeCItabme In patients with metastatic

s T non-eandonised tial well-to-moderately differentiated neuroendocrine
tumors: the xelbevoct study
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Michel Ducreux

Prospektiv, Phase Il Prospektiv, Phase Il
n=49 NET G1, G2 (Ki-67 <15%) n=45 NET G1, G2

18% partielle response 82% ,symptomatische response”
70% stabile Erkrankung 53% biochemische response
PFS 23,4 Monate 18% partielle response

PFS 14,9 Monate

European Journal of Cancer 2014, BMC Cancer 2014
50, 3107-3115 14:184-94



Bevacizumab bei NET

Multicenter Phase II Trial of Temsirolimus and

Perfusion Computed Tomography as Functional Biomarker in
Bevacizumab in Pancreatic Neuroendocrine Tumors

Randomized Run-In Study of Bevacizumab and Everolimus in

Well-Differentiated Neuroendocrine Tumors
Timothy ]. Hobday, Rui Qin, Diane Reidy-Lagunes, Malcolm ]. Moore, Jonathan Strosberg, Andreas Kaubisch,

James C. Yao, MD,* Alexandria T. Phan, MD,* Kenneth Hess, PhD, 7 David Fogelman, MD.,* Manisha Shah, Hedy Lee Kindler, Heinz-Josef Lenz, Helen Chen, and Charles Erlichman
Carmen Jacobs, BS,* Cecile Dagohoy, MD,* Colleen Leary, MPH,*
Keping Xie, MD, PhD.* and Chaan S. Ng, MD}

:: [%Sépﬁllgl-}/g f aé; ! Prospektiv, Phase II
- ! n=58 pNET G1, G2

26% partielle response 0
69% stabile Erkrankung |L:1>|1:§ gsgol\r/:sﬁ;tfge

PFS 14,6 Monate

Pancreas 2015 J Clin Oncol 2014
44: 190-7 33:1551-6




Progression-Free Survival (probability)

Treatment arm (No./total No.)
Bevacizumab (n = 142/200)
=== |Interferon (n = 165/202)

2 HR, 0.93; 95% Cl, 0.73 to 1.18; P

Median PFS (months)
16.6 (95% Cl, 12.9 to 19.6)
15.4 (95% Cl, 9.6 to 18.6)
= .55
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Treatment arm (No./total No.) Median OS (months)
0.2 - Bevacizumab (n = 109/200) 35.2 (95% Cl, 33.1 to 42.8)
=== Interferon (n = 94/202) Not reached
HR, 1.16; 95% Cl, 0.88 to 1.55; P = .29
| T T T 1 1
0 6 12 18 24 30 36

Time (months)

... Ultimately, assessment of whether bevacizumab is active in NETs would depend on
the extent that interferon truly delays progression. ...

Yao, J Clin Oncol. 2017; 35(15):1695-1703
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Time Since Random Allocation (months)

No. of patients at risk
Placebo 43 1 9 3 1 1 0 0 0 0 0 4] 0 0
Octreotide LAR42 30 19 16 15 10 10 9 9 6 5 3 1 0

Log-rank test stratified by functional activity: P=.000072, HR = 0.34 (95% CI, 0.20 to 0.59)

PROMID: 6,0 vs 14,3 Monate

Progression-free Survival, Adjudicated Central Review

Kaplan-Meier median
Everolimus, 11.4 mo
Placebo, 5.4 mo

Everolimus

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

Placebo
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RADIANT-3: 5,4 vs 11,4 Monate

Progression-free survival (%)

Progression-free Survival
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Hazard ratio, 0.42 (95% CI, 0.26-0.66)
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0 5 10 15 20 25
Months since Randomization
No. at Risk
Sunitinib 86 39 19 4 0 0
Placebo 85 28 7 2 1 0

® ¥ Censoring timepoints

—e— Everolimus

Kaplan-Meier median progression-free survival
Everolimus 11-0 months (95% C1 9-2-13-3)
Placebo 3-9 months (95% C13-6-7-4)

HR 0-48 (95% C1 0-35-0-67)

p<0-00001 by stratified one-sided log-rank test

—¥— Placebo
T T T T T T T T
2 4 8 10 12 15 18 21
Everolimus 205 168 145 124 101 81 65 52 26 10
97 65 39 24 21 17 15 11 6

RADIANT-4: 3,9 vs 11,0 Monate




... und die Nebenwirkungen? - SAEs

Everolimus Sunitinib Interferon

[%] [%] [%6]
Stomatitis 7 Neutropenie 12 Fatigue 26
Anamie 6 Hypertension 10 Neutropenie 12
Hyperglykamie 5 Hand- Ful3- Syndrom 6 Leukopenie 7
Thrombozytopenie 4 Diarrhoe 5 Nausea 5
Diarrhoe 3 Asthenie 5 Diarrhoe 5
Fatigue 2 Fatigue 5 Anorexie 4
Infektionen 2 Abdomenschmerzen 5 Depression 4
Nausea 2 Thrombozytopenie 4 Abdomenschmerzen 3
Pneumonitis 2 Stomatitis 4 Leberenzymerhdhung 3

Yao, N Engl J Med 2011;364:514-23
Raymond, N Engl J Med 2011;364:501-13
Yao, J Clin Oncol. 2017;35(15):1695-1703



KLINIK UND POLIKLINIK FUR CHIRURGIE
der Universitit zu Koln

Geschiftsfiihrender Direktor:
Universititsprofessor Dr. Dr. H. Pichlmaier

Allgemeine, Abdominal-, Thorax- und GefaB-Chirurgie
Direktor: Universitdtsprofessor Dr. Dr. H. Pichlmaier
9

Unfall-, Hand- und Wiederherstellungs-Chirurgie
Direktor: Universititsprofessor Dr. K. E. Rehm
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Dr. med.
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Besucher-Adresse:
Lindenthal
Joseph-Stelzmann-Str. 9
50931 Koln

Telefon: (0221) 478-0 .
Durchwabhl: 478 - _5_4 62
Telefax: (0221) 478 -

Offentliche Verkehrsmittel:
KVB-Linien 7, 13, 146
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Sehr geehrte Frau Kollegin, sehr geehrter Herr Kollege,

wir berichten Ihnen lber die o0.g. Patientin/den o.g. Patienten/die/der sich
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Diagnose:
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Wir bedanken uns fiir die freundliche Uberweisung der Patientin/des
mit den besten kollegialen GriiBen
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Stationsarzt

atienten und verbleib;r\ /(OO ﬁ* A ﬁ\‘() i,

Roferon A® (IFNa.2a) 3 Mio IE/ 0,5 ml FS 3x/ Woche
3.570 Einzeldosen

4.10.1994 — 14.9.2017

Sandostatin ® 100 ug 3x/ Tag
24.990 Einzeldosen

4.10.1994 — 14.9.2017
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Ipsen receives approval from European Commission
for Xermelo® (telotristat ethyl) for the treatment of
carcinoid syndrome diarrhea in patients inadequately
controlled by somatostatin analogue therapy

e For patients living with neuroendocrine tumors, insufficiently
controlled carcinoid syndrome can be a major burden that severely
impacts quality of life’

« Xermelo® (telotristat ethyl) 250mg demonstrates sustained
improvement of carcinoid syndrome diarrhea when associated with
somatostatin analogues (SSA)

« Xermelo® is a first-in-class tryptophan hydroxylase inhibitor in
convenient oral form with a favorable safety profile

@France, 19 Septemberzb Ipsen (Euronext: IPN; ADR: IPSEY), a global specialty-driven
biopharmaceufical group, today announced that the European Commission has approved Xermelo®
(telotristat ethyl) 250 mg three times a day (tid) for the treatment of carcinoid syndrome diarrhea in
combination with somatostatin analogue (SSA) therapy in adults inadeqguately controlled by SSA




Refractory

CSand SD . i .
| Consider debulking surgery of LM (see fig. 1)
Octreotid . . ) .
cs N orc reotice Refractory C0n5|dedr locoregional/ablative therapy (see fig. 1)
Lanreotide | CS and/or PD or SSA dose I .
—— > | oraddon i Te|otristat  IFN-alpha
or pasireotide
Complete Resect primary or PRRT
Advanced resection if —» | and metastases
loco- feasible (G1/G2) (see fig. 1) Consider octreotide or lanreotide
regional (if prior watch and wait)
i or increase of SSA dose
dlsgase or Non-functional .
distant Watch and wait .
(G1, low tumor or locoregional therapy
metastases burden. no —>»| or _ _
symptoms, SD) Octreotide or lanreotide ~ PD — | or PRRT (if SSTR positive)
or everolimus
Non-functional | — | Octreotide or lanreotide or IFN-alpha 2b -
(G2 and/or high IFN alpha
tumor burden,
or PD or Everolimus or
symptoms) —> | SSTR negative | —— | IFN-alpha or
Locoregional theMpy
FOLFOX or
Cisplatin* + FOLFIRI or
NEC, G3 ‘ Etoposide ‘ PD TEM/CAP or
Clinical trial

Fig. 2. Therapeutic algorithm for the management of intestinal (midgut) NEN with advanced locoregional disease
and/or distant metastases. CS = Carcinoid syndrome; LM = liver metastasis; PD = progressive disease; SD = sta-
ble disease; TEM/CAP = temozolomide/capecitabine. * Cisplatin may be replaced by carboplatin.

Pavel M, Neuroendocrinology 2016;103:172-185
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