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Since 2004,
Jobs’ had been battling a rare type of pancreatic cancer.

Jobs’ pancreatic cancer:
The pancreas is an organ located behind the stomach. Shaped a 20114 10RH
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Tu 2d pancreatic neuroendocrine

tur * ﬁﬁ ng hormones in the pancreas.
Th yrding to the type of hormone it
pre ZL(E.EBENERLTHIO TEZETZSMNS become cancerous.

Ak cer affects the hormone-producing
ce o EHEAZNIZEZL nes.

ISl benign tumour can |ook very

similar under the microscope, thus at the time of diagnosis it's not always clear if it is cancer. Many
times, diagnosis becomes clear only after it spread outside the pancreas.
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Yao JC, et al. J Clin Oncol. 2008; 26: 3063-3072.
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20054 20104
FEENET 1.01 1.27
SHIEENET 210 3.51

EBABERE (10FALY)

20054 20104

BENET 2.23 2.69

JHIEENET 3.45 6.42

Ito T, et al, J Gastroenterol 2014
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Distribution of Pancreas—NETs

Functioning tumors
Insulinoma 38.2%
Gastrinoma 71.9%
Glucagonoma 2.6%
Somatostatinoma 0.7%
VIPoma 0%
Non—functioning tumors 47.4%
No reply 3.3%
Total 100%

Tetsuhide Ito et.al, J Gatroenterol 2010
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* Thymus

» Esophagus
* Lung

» Stomach

* Pancreas

\ * Duodenum ‘
Y
Midgut: P&
» Appendix
 lleum
« Cecum

» Ascending colon
Hindgut: ##5

* Distal large bowel
* Rectum
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0l 1,338\ 1.05A 0.64 A
% 423 N\ 0.33A 0.20 A
&5 2.645 A 2.97 A 1.26 A

£{K 4,496 A\ 3.45 A 2.10 A

Ito T, et al. J Gastroenterol. 2010
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(Multiple Endocrine Neoplasia type 1: MENT1)
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fEE-SHIEENET WHOS #82010

WHO Classification of Tumours of ® “Endocrine” 5 “Neuroendocrine” ~

the Digestive System ‘/ /\ojoa:lsﬁ\)L:E.\/'?E.\/fﬂ?_EﬁE%ﬁbs
tod by Fred T, Bosman, Fétima Cameiro, Ralph H, Hruban, Neil D. Theise *EF f'ﬁ%%ﬂ] H@ & ';HE J‘E -g— é < —j] — jé- % IE. L/
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- G1, G2, G3

® Staging (TNM%%8) DE A
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B SHIE &ENETDGrade ¥ ENETS

Ki67 index <2

Grade Gl

G3
(NEC)

1. Rindi G, et al. Virchows Archiv. 2006;449:395-401. 2. Rindi G, et al. Virchows Archiv. 2007;451:757-762.
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Fesfe IR iEfTL-NETE & 339 R

DIE T IR HEAT S O
BT B RS DA R & A f K

== Hepatic Disease Only (148 months)
Extrahepatic Disease (85 months)

24 36 48 60 72 84 96
Survival { Months)

n=339

108

P < 0.001; log rank

120

A E VIR EITER D
B ERAEETFER
Proportion
Survivng (%)
100 *=2= - n=339
L|
i
75 "L
LR —
1
1
50 E-I
== RO/R1 & Hormonally Functional L
. ROVRT & Nonfunctiondd 77777077
3 -=p2g& Hormonally Functional P < 0.008;

log rank, overall

R2 & Nonfunctional

0 12 24 36 48 60 72 84 9 108 120
Survival (Months)

Mayo SC, et al. Ann Surg Oncol. 2010;17:3129-36.
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W& EEFEEETR(1981-2004%F) [CHE x SN T-FEH 28,6556 D55
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NETIZx 9 HZFEWEE (RIRUNE)

Octreotide LAR(HY VR RAFULARR) :YILRAFUF7F 05
201149 A
B EMERN MRS (ES B8 - ERX OB REE D)

Everolimus (7 74 =F—)L®):mTORAE &
20114E12 B IR PR IR &L
BEAZERN D D IES
201658 H
HTFERN D DIES

Sunitinb (R—T2FR):
Fit3. Kit, VEGF, PDGF2ZZRKIZx T 5 FT—EHEH

20124E8 A IZIR[EUNF;

BEfRIZ A 5 b IE S

Streptozocin (F/H—R): 7L X JLILFIR DI A AFI
2014411 A [ZRBRUNER
- HIL E BN MIES



NETIZx 9 HZFEWEE (RIRUNE)

NET G1/G2 NEC
173 HIEE 173 HIEE
_ Octreotide* Octreotide*
JiE K% F
Octreotide
RILEEE
Sunitinib
fEEHNEl| 2 FIERIE Everolimus
Everolimus
B AL Streptozocin

* SEAR$B N : OctreotidelTHAN) /—=, VIPA— EHILF /A FEEREIZ L TEIG




SHIEBENETIZX 95
YRMREAFUT7 AT HRBRER ORESE

IR AFREKEF] PROMIDERER : B4} F M AAEAER
REBRT A SHERHE. TS5 RE. EBEAlt. —E5R

HEITHEE *NET
(N = 85)

- FE. KRR (EMERE)

REMEFRICHERE SN
=/\“:3:FIJNET

* UIBRAEE or ERfF5 1%

* KPS**x>60

NIV F/ANEIRBFEOFEIE
GikeZAy{a

*xth 5+ 3 E AL ~ TSR L 2/3

**xKPS:Karnofsky performance status

FEMHIER:

- SIS EEHARY (TTP) (WHO criteria)
:PD or [BHZIBEICEDIET

MN~—"Z2200Z>»2>X

Z45RLZAFF LAR 30mg /28
— BhE
n=42

1:1 PDHLLITFETAS

RS SFETARRS

., 75+t /28BEHE
n=43

2l XETMHIE B:
- B3N E (WHO criteria) ., 4 FHAME. ERHE.
QOL (EORTC QLQ30)
[Rinke A et al. J Clin Oncol. 2009;27(28):4656-63 | &Y {EX]



SHIEENETIZX T 5
FOUAFRERERI OIEREZIR

PROMIDEKE& ;‘@E%’% I A A B
TTP(FEFFMIER)

Median TTP
1.0 1. ==+ J5+tR(n=43) : 607
08 i A5 AFRLARMN=42) : 14.3H
3 HR= 0.43 [95% CI: 0.2-0.59]

fq_”u 064 - P= 0.000072 (log—rank test)
#% 0.4 ]
g3

0.2

0 6 12 18 24 30 36 42 48 54 60 66 72 78
U5 LEh oD EfE (B)

No. of patients at risk
Placebo 43 21 9 3 1 1 0O O 0 0 0 0 0 0
Octreotide LAR42 30 19 16 15 10 10 9 9 6 5 3 1 0

Rinke A et al. J Clin Oncol. 2009;27(28):4656-63.



77 FIRH R

RADIANT-35A ER : [E|[& £ [F 56 I #H X ER
SERTHA Y BRER. SV LIE. —EEFBR. T5ARXEE

I~AlYLX 10mg/H

. + Best supportive care*
#{TpNET (N = 410) R =B % n=207
PR AEEL L 28RS A (EIREHIS: n=23)
BB or thEME N
(EICWHO2010 NETG1/G2 IZ#BY) | D —
. SRERRAIATET124 A LRI, O
PDOER LFEZE SN TLNVD M
HTAREL TS ARE S 1 TStk +
"WHO PS < 2 Z _ Best supportive carex*
Bl E AEBIH: n=203
ALBEEICLBEABD R E (EIREHIF: n=17)
* WHO PS(0 VS 1.2) * YTRRAFLTHO5 OHRIETE
FEFMIER: Bl X MEE:
- SIS A T HARS (PFS, AR S (T EENHIE) - BYER, =M. 2EFHR(0S), et

['Yao JC et al. N Engl J Med. 2011;364(6):514-23 | kY E[X]
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77 FIRRR R

RADIANT-3:{E% : E[F £ [E] 56 M AHEA &

N == 7= Wi==\ . 3 =\
PFSCREBREEEmMAIE); EEFTMIER
100 N =410
*_L% PFSxFRQLE (H ) *
LL IRAYLR: 110
80+ - Everolimus ko ke <47 % 4.6
L HR % = 0.35: 95% CI [0.27-0.45]
60 \ P <0.001 (&R Fr fllog-rankiR 3 )
R
40~ L™
Placebo “— . _I_h"'—'—“___l
204 WL — =
%,
mv Censoring times B L ~
0 i i I I i I I i i i i i i i I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
B (H)

* Kaplan—Meier j%, **[B Bl Cox LB/ \HF—FETJL

Yao JC et al. N Engl J Med. 2011;364(6):514-23.
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A=F TR ER

BT YA, EREHE. SUALLE. —EFE, TS5 ARXE

HEFTHEENET (N = 171)
HiREE
- PR EEL L IXERFE 1
e
- SRERBASRRT124 B LINIZ,

PDAVER LFEEESNTLVS

‘ECPG PS Oor2
BROVEZE

PREFELS

BREOHDZE

FOL XS —EEER/VEGFEEE

\ 4

(BBRICHERMNGAENFBHEATHNIE

A=F=7 37.5mg/H

50mg/BIZHEE )

MmMN—Z002>»3

\ 4

FEFTMIEE:

FEBIE: n=86
PD#EER1R
HORA—/\—
ke i 47

(EREEHE: n=85)

*YIMRAFUT AT OFERIEE

- I E A ZHARS (PFS, RECIST Ver.1.0, ;5B ST EEEIE)

Bl RFMIER:

-2AFHMB(0S) #E, EMFTOHM. M. BEHRET VML

Raymond E et al., New Eng J Med, 20111 &Y {EX]
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A Progression-free Survival

100~ Hazard ratio, 0.42 (95% Cl, 0.26-0.66)
@ P<0.001
pa 80— Median PFS
.g Sunitinib 11.4 months (95% CI 7.4, 19.8)
N — Plasebo 5.5 months (95% CI 3.6,7.4)
E Be 60_
m"‘-"
C=
o= ] Sunitinib
‘*5 S 40 1—,____| - :
;-‘-’;:w':'j Placebo i
3 20- -
o U
____________________ .l_____
0 I I I I ]
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

Raymond E et al., New Eng J Med, 2011
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RADIANT-4:RE% : E [ [E 5 M AR ER
SERTHA Y BRER. SV LIE. —EEFBR. T5ARXEE

IANAYLRLI0 mg/d+
EITHIEE - IEBSBETENET Rl Best supportive care*
N=302 (AAALLBIESE) A n=205
o YRR REE - T 8Tt N
o EEME or PEME (§7H1EE) D
® HIILF/ANEERBDEEFLZL o |7
o :AEREASRAI6H A LRI, M
PDAE{E LHEZEINTLVS I
® FAERELThERAEEZHE - FS5H+
— Best supportive care*
BALET E n=97
YR REAFUTFATIZKBRABEDE E
- BHEEG (AR [RE, 55, 8, BE +=18 . . .
BRURSETH] vs. BE 16, B, BB RUE ¥ YRLREFL TSR QG AARH
LS DEERE])
«WHO PS (0 VS 1)
FEFHMHIER: &l X EHMhE B :
JEISE A FFHAR (PFS, I A RH|E) A FHR(0S). MEBEMNR (ZEHENE. &

DHHEE. BEENER) . RE2H

Yao JC, et al. Lancet 2016; 387: 968-977.
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RADIANT-4:ER : [E S £ [ 5 I H A B

BIEEAEFRR

PFSHRIE(A)[95% CI] A2 k(n/N)

A IAOYLZR 11.0 [9.2-13.3] 113/205
100 TS5tk 3.9 [3.6-7.4] 65/97
_— g N —FE*=0.48 [95% CI: 0.35-0.67]
£ _'\‘\ p<0.001 (Z A 518 log-rankf® E**)
m
2
S 60+ —~q
: !
vr
§ 40
i
=5
£ 30- ® ¥ Censoringtimepoints L"_""_m““'
—a Everolimus
~%— Placebo
o 1 I 1 1 ] 1 ] ] 1 1 1 |
Q 2 4 & 8 10 12 15 18 21 24 ) 0
Number at risk
Everolimus 205 168 145 124 101 81 65 52 26 10 3 ] 0
Placebo 97 65 39 30 24 21 17 15 11 ] 5 1 0

Yao JC, et al. Lancet 2016; 387: 968-977.
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YRMRAFO7 O BRI OREER
Lanreotide

CLARINET : [E[&  [5] 55 T #HEA B8
SEBRTHAL: ERLR. SO L. ZEER. TS5RE

S [ 2 - R Lanreotide 120mg
- SHIEENET (N = 204) R IS ne101
REDWRHEE g
BRI B/ ZE(CT/MRI) — ol|—

-G1/G2, &/ 71 M

Ki67 < 10% |
- R TBERFER or BRI é N TS5t
- JEHERETE D A FEBIF: n=103

> FEBRM: PFSUEBEELFRM)
> BIRuSEMHIEE: AE, PK, QOL, CgA

[ClinicalTrials.gov A service of the U.S. NIH1&W{ERL



fEE-HIEENETIZXT 3 5

YRRRAFo7FHOd AR DOmEER

Lanreotide
— ik =
CLARINET : E R ¥ [B] 55 I AU ER
100-
0 Lanreotide 120 mg
g 805 32 events, 101 patients
"'é' 80— Median not reached
2 701
$ g
E°°: 60
= (©
a.z 501 Placebo
= E 40 60 events, 103 patients
=@ Median, 18.0 mo (95% Cl, 12.1-24.0)
T
' 20+
E P<0.001 for the comparison of progression-free survival
109 Hazard ratio for progression or death, 0.47 (95% Cl, 0.30-0.73)
O | [ [ | | | |
0 3 6 9 12 18 24 27
Months
No. at Risk
Lanreotide 101 94 84 78 71 61 40 0
Placebo 103 101 &7 76 39 43 26 0
* RFRRAEE Caplin ME et al. N Engl J Med 2014;371:224-233
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Streptozocin
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o« PAYA AFZE TSR ARSITIL, AL AD54ETIRGE
- REABDEMGAMBRISE | BHICERICETARBENBEBRINEIRSE

Streptozocin E A % i 5% ik [ ;A ER

FI/0MEAER FER. EXR, ShxtREIAER
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B/ R PR 9.1% (2/22451)
SD 77.3% (17/22451)
Non—CR/Non-PD 9.1% (2/22451)
NE 4.5% (1/2251)
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Annals of Oncology 24: 1582-180, 2013

Predictive and prognostic factors for treatment and
survival in 305 patients with advanced gastrointestinal
neuroendocrine carcinoma (WHO G3): The NORDIC
NEC study

= Patients with Ki-67 < 55% were less
responsive to platinum-based chemotherapy,
but had a longer survival.

* Our data indicate that it may not be correct to
consider all GI-NEC as one single disease entity.

rate or surval. The most important negative prognostic factors for survival were poor performance status (PS), primary
colorectal tumors and elevated platelets or lactate dehydrogenass (LOH) levels.

Conclusions: Advanced GI-NEC patients should be considered for chemotherapy treatment without delay.PS,
colomrectal primary and elevated platelets and LDH levels were prognostic factors for survival. Patients with ki-67 < 55%
were less responsive o platinum-based chemotherapy, but had a longer survival. Our data indicate that it may not be
correct to consider all Gl-NEC as one single disease entity.

Key words: Chemotherapy, gastrointestinal cancer, neuroendocring cancer, neuroendocring carcinoma, predictive
factors, prognostic factors
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PPRT: Peptide Receptor Radionuclide Therapy
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NETTER-1 Study:""7Lu-DOTATATE
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1 177_u-Dotatate
Median PFS: Not reached
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