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2. mMmmsE : AECIEEFNETRE  REER - BWERE - FEER -~ VIP
5-HIAA ~ Chromogranin-A (CgA)
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: NENs of the
) System

WHO 2010

1. NET G1 (carcinoid)

2. NET G2

3. NEC G3
large-cell or small-cell type

carinomal/small cel

(PDEC)
ll. Mucocarcinoid 4. Mixed exocrine-endocrine 4. Mixed adenoneuroendocrine
lll. Mixed forms carcinoid- carcinoma (MEEC) carcinoma (MANEC)
adenocarcinoma
IV. Pseudotumor lesions 5. Tumor-like lesions (TLL) 5. Hyperplastic and preneoplastic
lesions

NET, neuroendocrine tumor—well differentiated; NEC, neuroendocrine carcinoma—poorly differentiated;
G, Grade

*If the Ki67 index exceeds 20%, this NET may be labeled G3.
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Gradmg of GEP-NENs Accordlng to ENETS

G2 G3

Ki67 index <2 2-20 >20

(% of positive cells per 100 counted cells$)

Mitotic count <2 2-20 >20
(10 HPF)
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Comparison of WHO Classifications
2000 and 2010

WDET-B (51 pts)  P.NET G1

.0 - o=
: WDET-U (58 pts)
08

-A

\ .....
0.6 \‘WDEC (139 pts)
“Nuv...,.  P-NET Glor G2/G3
04 S

Ol.|‘~

o
N
Qe——— o - 8 o o

PDEC (28 pts) P-NEC G3

WHO classification
Cumulative Survival Probability

e
(=]

24 48 72 96 120
Time of survival {(months)

Scapa A ot 3 Mog Pemmol 2010 23824500



R RRRRRRRRRRRRRRRRRRRRRRDDDRRRIDIRREE=W
HEN T wiEEAST) R o EIEEER R MHE

- HFHBUAB/BDIERYE (GLl) S@nEdE (G2) - BEEEFRBAFIE
afRIEREIIREE - LERIEFIEBRCL AR AT EmE -

- BRERGENCBAMBERNEEIER - IJerE@EA D WIE ZIEAREITIER] -
IR FAEAR R BA oI BE 1A -

- BESDEARHA (G3) - HRMES - BlnFEZER(ICEaEIIRE ek
(1B G3 F3UAHRER) -




R RRRRRRRRRRRRRRRRRRRRRRDDDRRRIDIRREE=W
HEADWRBSREANRR

- FintIFrEE—aEmAIA N
- HEEETFWUIRE EEHBZRARZEYSRE
- EYRE (RMEEIR)
- IREEEEY)
s PRRT
- REREMAR(INEREEER)




2R A 7 W T R R R R IE
A5 M AP R ik

|
T, EHEH, REY |

| G1] G2 G3

¥ —& Somatostatin ana Streptozotocin + EP
T & 5FU/Dox
R E AR
F R 4% 7

et 4 A4 B 4y Temozolomide + Temozolomide +

Somatostatin ana capecitabine capecitabine +

S ¥ 3 bevacizumab
bR
470 4

B4 PRRT PRRT 28 -
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)
® Grade lll

® Ki-67 > 20%
® Mitotic count
(>20/10HPF)



RS EAYEIFEIE

- Bl FEl a5
- KT EDRKAT ZE
s EBE IR SIREN
o 5090 BKAS - 122 1 14 RS N LT AR A

- = H#EY)E)
= Qctreotid
« TR

o (R ZE 1)

A= EE%E%%(TE—?—/:. )

fD%ml




At it /= &0 55
. SEFRIE A TR I W8T B A AT RS -

- HEY:
- NEREINEEMIERRYVNERSZ=
- BV RGBT ER S| ER EEAE
- N1 EHER




AR ENAK I E 12 ZE
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BRZOMERE  EEREEYEFTEMIEERE
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BEEHRER
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=EEEFL(MD Anderson)#&8 ks

- 69UME B BMEN D MBI AERBEREITENIIEELE -

« FiERRB[E B IRER - BEMIEERE -
- EIEREEER L= A (ECOGPS0) -

- 46T8 R (67 %) ZERNERE AR/ \WER -

- W RAEFFHFEZEL7TEHA@E-51ER) -

o BB IIFEEAAI31E B (23-381EH) -

- RFFARAR: HE(HERRERSARE) - ZH -

Gupta S. Cancer J, 2003; Gupta S. Cancer, 2005
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|
E)EE|- Octreotide

« Octreotide&—71& 8@ i E & Phr
ABRVIRANRERR, E22IBE R 4R
NEFEAF 4 a7 5 -somatostatin -

SST
Receptor

Golgi

- AR ERARNE ~ 7
H%IN ) B AP RERRRY 70

- AIEHRNE ~ 5~ BRI W RS
PTis BRI TN BEMEAE AR BE B AU RV 7R
-




B38| - Octreotidefg i =

« MRS A ERIE octreotide/ £ o] LUERI R EAREIAIR -
ﬁ/\ﬁ JEDEJ

« KEFRAB®KE MESToctreotidelRE - Lnaff‘ﬁ1§ﬁﬁﬁﬂxﬁ octreotide iZ
TEEES2/VDMER ML EEHRYNNIE REEEEEEITERINM 45
FIsIE TR octreotide’&8E -

- BREIER: BMIEL - BEAE - IRR ~ ERIEHRIAR
—iaE—ARENENE -



il
5‘\
=

:I:I

RUREHIZ= Octreotide {F A LKES

- OJAMAZRARN7
ETERERNDME

%ﬁ%ﬁﬁ%ltﬁ’ﬂ & i AR
SHTNEEERESE) -

—NEQ

- RSHIERaFEBEREINICR -

o BIfFFAMRELH




ABUEG R EE PROMID BY%E R
OctreotideRI & B HHI R4 E

o /NG N AIZGRIER BN B EEREINREA - BERESREW
octreotidezk Z R ;8%
o HUTZEZSMITH/A °

FEfeEREIEE(R) GE6E R BIERAER IS ERLLER

£ octreotide 14.3 67%
2R \ 6.0 37%

° @?%octreotideﬂuﬁéd\H%&ﬁﬁ%)ﬁﬁﬁ?ﬂﬂ%@ IR ARG
5B

o ZHIE DT AEIIE &Z?EE% TWBNTR ABENEME -

O h=] EH@W@ZE’J@%&‘ /Jé\ﬁr'jﬁféi;ﬁuufhnﬂ%% LEVE K

Rinke A, JCO, 2009



A EY Octreotide (Sandostatin LAR =15 7€)
%; MR IRAE N RE

5.4.4. Octreotide R ELESE (#1Sandostatin LAR Microspheres for Injection) : ( 89/7/1 -
102/1/1 ~ 104/4/1 )

>k
)Cr

H> ,?||||

1. ¥ ﬁﬁ%ﬁiiﬁf/iidopam|ne1’EﬁH”Y“JF§}H7“%J’_%ZE’JHSEHH”%HWVIE%% ;
2.0BRBANBEMERZE B~ RADMIERBIEZZ - (102/1/1)
3. /éfgﬁﬁﬁaﬁﬁFaﬁﬁ@(m|dgut)_JZE§‘3F|3$J?ﬁZ3FFaﬁﬂafgﬁ'ﬁ}?mmﬂﬁz MERYF (well-

differentiated) FUBKRA DM EEEE - (104/4/1)
4. FKBRIBEERER - t/\EE EUL—FEAR - M ERKRBREBIZERABIER -
(104/4/1)

5. AR L] - 2IRBER - 8ROEFHU20 mgRIRE] - BXOEHEBRIE ; AREE
PR3 REAR - FXROEF U300 mgRIRE - = /\E%TwaF‘aﬁlﬁlEI?E . EREEEEBAER
= - BRmEFALHEIUESEZ - (104/4/1)



E B! Octreotide (Lanreotide, 7152
TREYERGBNHRE

5.4.6. Lanreotide ( #iSomatuline ) : ( 88/6/1 - 89/5/1 ~ 93/12/1 -~ 98/1/1 -~ 106/8/1 )
1. BREEFIMEY 1l ~ WA R E AsldopaminefF BE| B A G UM I m L ER & -
2. M= BEE 1 (93/12/1 - 106/8/1)
1) EBEMERBEERIIMNFNESE 25 N2 ASEH -
(2) E%%H%E@E?ﬁﬁﬁﬁ - BREFU—FRBIR - HmAKLBR\BZER - TEHU
mE ¢
SaEEAVIRR - EEEARRHINTE - BElERSNERUZE - 1B - RIS ER D W B
(GEP-NETs) (106/8/1)
(1) AREENRENRE - 21F - N2 ASEH -
(2) FRAEIFIFNEENZE - 7AMI6/E B ANsomatostatin-receptor B -
(3) = HBRHlanreotide 120mgRIVEHE —&t - B EFHEIRAE - BESHIEEXE
®IEH  3RBFEU— E%BE Hm RSB REBBEZER - TRLUER -



TFi8Z (interferon alpha)

- BT e A RE A seE Al Ay AR 0 N 0 M B R S RIER
- BHES: 883X - 8R3-988EUKR MES
(HRaTERERFE)
e R 40-50%N 0 MAEMR N E - IBEIREZR20-40% - FEREAHR/NFIER15%

- REITERIEX @ BKRDH -
« 2T RZB(ER Octreotide;aERIERE{)IFER(EHE - oJUIZEEAH Octreotide iz
A -




Al fe S5t (C R 24
(PMER RV A 7 TE)

o« HIRMAABAEN DB BURERL - BERMEATMBIREE
« —MxfEE AR/ N EK10-33% « I EERERME -

4\

o B FHZEY)
= DTIC (Dacarbazine)
= Temozolomide
o= 5-FU 8k Capecitabine (Xeloda)
= Oxaliplatin



Al iR st (C R 2]
(EZREDCBEREE AN 7 W IE)

- IEsA%RZEY) (cisplatin) /E - RIERRE - BISERKER -

II

E

- TRIREHZSETBER -

LT
I




5151 IR B RV AR A 7 W TE VIR EE R ) a TR

E£—H - B EERAKRER

JE2 IR 2 (Everolimus) 204 11.0 5% CfER(64%) ~ &2 OER(64%) - B
2 R 203 4.6 2% 249%) - 'R Mm6%) -

(34%) ~ E1#E(31%) SMmiE(5%)

&7 #2245 (Sunitinib) 83 114 9.3% B (59) ~ IE/L B mEKkEN(12%)
2 R 82 5.5 0% (45%) ~ ’®1E(34%) =IMEE(10%) ~ F
& [ & (6%)

Raymond E, NEJM, 2011; Yao JC, NEJM, 2011



ER MR RN S W TERY
iRl &2, - = (K2 (Everolimus)

A Progression-free Survival, Local Assessment
E 1004 Kaplan-Meier median
(= Everolimus, 11.0mo
B B Everalirus Facebo, 4.6 mo 1* NN/ E | tt TJYBJ
_ | I3 VErolimus Z 5l
E = 0 Hazard ratio, 0.35 (35% CI, 0.27-0.45)
F= ] P<0.001 by one-sided log-rank test -F 6 4 1@@ E/J ijiJ_\_J_;_ 1t H
.;'E " L U, VAWK |_7§/L‘:\ 7R
Ea Flacebao
B} 20
-E = Censoring times
a o -
T T T 1 T T T T T T T I T
0 2 4 6 8 10 12 14 16 18 20 22 M 26 25 30
Menths

D owveral Survival
100

B0+

Kaplan—Meier median Flacebo

604 Everolimus, Ma
Facebo, Ma Everolimus

409 Hazard ratio, 1.05 (35% CI, 0.71-1.55)
P=0.59 by one-sided log-rank test

Pro bability of Overall
Survival [%)

20
mr Censoring times

47T T T T T T T T T T T T 1
o 2 4 & & 10 12 14 16 13 20 22 24 6 28 30 32

Months




ERHEREAEAR D W
IZECEY) 8 -84 (Sunitinib)

4¥ 45 (Sunitinib) EbZ R A AE £ 5.91E A i = fm 52 b HA

A Progression-free Survival B Ovarall Sunvival
PE] 1 0 b
Hazard rateo, 0.42 [95% I, 0.26-0.66 %
—1‘ azard ratio | ] b "'"‘H..LH_'“ ——

Pe0.00]
&0 b 4.‘_H

=0

- Placeba i 4. |

-'—'—l Sunitinib

Placabao 0

20~ Hazard ratio, 041 (953 CL 0019-0089)
P=0.02

Probability of Progression-free
Survival %)
Probability of Overall Survival (%)

L] T T T ] 1 L L 1 1 I |
i 5 T 15 20 25 { 5 10 15 20 25
Months zince Randomization Meonths since Randomization

Ma. at Risk M. at Risk
Sumitinib 6 149 19 4 i 0 Sunitinib 26 Y] 13 16 i 1]
Placebo E5 2E 7 2 I o Placebs =5 Bl 13 13 1 [}

Raymond E, NEJM, 2011; Yao JC, NEJM, 2011
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9.36.Everolimus : (100/2/1 -~ 102/1/1) MR Z1
9.36.1.Everolimus 5mg & 10mg (¥ Afinitor 5mg&10mg) ( 100/2/1 - 102/1/1 ~ 104/9/1 -
104/12/1 ~ 106/3/1 )
1...%&-
2. fERARRREMEA D MEERARTRE - BERIETS MRS (102/1/1)
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« RADIANT-2 trial -

1427 AIE A RIESENE octreotide LAR +/- everolimus

/é§°

o R SE{CHR 16418 &HFH) tb 1131 A (ER
octreotide) -




AR I 77 Wh TE HY 2B it

- REWME
. PEERIRER
==
o M2 HE IR
« 1T EZEES (W0 FDG-PET, G68 Octreoscan)
« HEER

e IR E

« NEEME MR E=H: BAlZR(gastrin) ~ JREZE - 5-
HIAA = EAth

- MEH EHENIEB-A (Chromogranin-A, CgA)




[EiBfIEB-A (CgA)
EREADVEBINAR

22 =t P I\ =/ /7 £Xa 1A —— =27 2. ML /7 /N
FH %K 100,000 E4f7 S

° "
W TR IR =& -
FRERIAEE oo
° oD
— . 10,000 | = =
« FH S S AT IH JF‘Té % e
° JEH < n$1$; /\) e é? f
&
= o
—
100
> 5 liver met 5 < liver met Lymph node met

Serum CgAT RSN IEE & HRIIER

Oberg K and Stridsberg M. Adv Exp Med Biol. 2000.482:329-37
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site of origin’
This destribution of GI and lung NET
is consistent with the NET population
according to SEER data’
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Incidence of NETs Is Increasing*

1.4077 NET Site Hfﬁ :I:IIIZ
= =
S 1.20 ##Lung Ny
S @—® Colon _
8 1.00- 4 Smallintestine j(ﬂﬁ
— @-® Rectum
—
&, 0.80 4—& Pancreas
3
§ 0.60
‘c  0.40-
£
0.204
0 § N - N0 8 | W L] I =.0.3 ] | A | | I R I 1 I L] | P S0T O | | D | 1
I O - T T - S S S S N S S
$ & P& FEFL LS IE ST ES S

Year
*Approximate 5-fold increase between 1975 and 2004

Approximate 7-fold increase also evident in Norwegian registry
SEER = Surveillance, Epidemiology, and End Results (for malignant NETs)

Yao JC, Hassan M, Phan A, et al. J Clin Oncol. 2008;26:3063-3072. a a
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Typical Carcinoid Atypical Carcinoid Large Cell Neuroendocrine Small Cell
Hh U #E = I Bh FU $E Carcinoma Carcinoma

VAL 2B E S s B AT ANV o)

Image

QoSS &9

& §ud.8
Cell size Small to medium Medium Large Small to medium
Predominant pattern Tight clusters/rosettes = Loose clusters/rosettes = Loose clusters/rosettes Dispersed cells
Cytoplasm Moderately abundant  Scant to moderate, lacy Scant or moderate, lacy Scant
Plexiform vascularity Common Common Not known Rare
Nuclear molding Rare Slight to moderate Slight to moderate Prominent
Chromatin Coarsely granular Coarsely granular Coarsely granular Finely granular
Nucleoli Small Occasionally prominent  Prominent Inconspicuous
Mitoses (per 10 high  Rare (<2) Uncommon (2-10) Abundant (=11; median 70) Abundant (=11;

power fields) median 80)

Nuclear pleomorphism Mild Moderate Marked Moderate
Necrosis Absent Moderate Marked Marked
Nuclear crush Absent Mild Moderate Marked

*Cytologic features extrapolated from Travis WD, Linnoila RI, Tsokos MG, et al.: Neuroendocrine tumors of the lung with proposed criteria for large-cell
neuroendocrine carcinoma: An ultrastructural, immunohistochemical, and flow cytometric study of 35 cases. Am J Surg Pathol 1991;15:529-553, and
authors’ unpublished observations.



Tumor with NE
morphology, organoid
nesting, palisading,

rosette-lhike structures

Low/intermediate
grade

High grade

AR 2 e

Typical Carcineid Atypical Carcinoid Mitoses >10 er12 Fn Neuroendocrine Carcinoma
Mitoses <2 per 2 mm? Mitoses 2-10 per 2 mm? P Mitoses >10 per 2 mm?
Cytologic features .
and no necrosis Or NeCcrosis Cytologic features
S of NSCLC
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PRRT: Mechanism of Action

Receptor

Recycling
3X

Metabolism
{ Lysosome |
Endosome

Eraspaus MC
AN .

of v

N
‘ {

Peptide Receptor Radionuclide Therapy (PRRT)
177Lu-DOTA,Tyr3]octreotate

Modified Somatostatin

<Higher affinity for somatostatin X‘"‘
receptors R
“+Gamma emission allow post-
therapeutic biodistribution studies

+PR, MR and SD responses are
reported in the majority of patients
“»Tumor regression was correlate with a

high uptake on Octreoscan imaging
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LUTATHERA® Provides Longer Progression-Free Survival*

100 l Progression-Free Survival
80 — worarnens PRRT
80 -
= Not
= Reached
> N=116
T 60—
3
]
§ 50 -
Ur
c
2 40—
B
»
20 = Octraotde LAR 80 mg
1
N QTR
Octreotide LAR
0 T T T T ]
0 ) 12 18 24 30
Months Since Randomization
No, at Risk
LUTATHERA® 116 84 48 b 5] 1]
oA R w113 S7 21 6 1 0

LUTATHERA®™ lrwecrbong wermaptiory] ARG, A Adverce! Accoleraior Appdcations USA, e Jarsary 2018
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. HEETFIAER, Ik WHO 2010 REE 7 HEET EY)aE:
o G1 PPENETs: Octreotide LAR 30 mg/H

s G2 FEENETs: Octreotide LAR + Everolimus

o« G1 81 G2 EMENETs: Octreotide LAR 30 mg/m2, Sunitinib 2% Everolimus;
Octreotide AR EAATE )

o« G3 NETs: 1)FHREY - B2EZ=RLRIE/NARImEr e B .
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