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A Roche, T de Baere: Europ. Radiol 2003

DF /A F CBIEE) vs BEER (B (66.7% vs 35.2%) (P=0.0001)
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FFRE

FiEDEEEN20%MUT  (P=0.02 OR 2.71) Hur S, Vasc Interv Radiol 2013, 24:947-956
FFNERFER L (P=0.0001 OR 5.09)
FFigDIEE8N'50%MT (P=0.0001)  Sofocleous CT, J Vasx Interv Radiol 2014.25:22-30
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Proportion without progression

[0,
O 6 12 18 24 30 36 42 48 54 60 66 72 78

BE (A

Rinke A et al. J Clin Oncol. 2009:27:4656-4663.
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Caplin ME, et al. N Engl J Med 2014; 371 (3) : 224-23
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SRS [FPRRTEDFEZFAITDCENTED

A B C
Tumor score 1 Tumor score2  Tumor score 3 No.of  No.of Madian Hazard
lower than liver equal to liver higher than liver 1.0+ Patients Deaths Survival Ratio P
— Tumor scora 3 973 420 30years 045vScoral <001
Tumor score 2 66 28 18years 060vScoral 055
0.8 — Tumor scora 1 &8 43 1.7 years

e
=
1

=]
=
1

Overall Survival (probability)

T T T T T T T
0 2 4 6 a 10 12 14

Time Since Start of Treatment (years)

Score 3 median OS 36 months
Score 2 median OS 22.8 months

n=68

HR 0.60 (85% CI,
0.35t0 1.01)
vTumor Score 1
P=.055

n=973

HR 0.45(85% CI,
0.291t0 0.69)

v Tumor Score 1
P<.001

Imhof A et al. J Clin Oncol. 2011:29:2416-2423.

Score 1 median OS 20.4 months
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% ?5®(C&5PRRT@5A§&€
H) (E)

200318 GEP-NET (N=35) 12 16% 75%
Retr i 2008 17 GEP-NET (N=310) 91 42% 86% NS
Phase 1/2 Bodei 2011 18 Unr ble or o tu 1) 14 57% 79% NS

80% with baseline PD

Phase 2 29

e TBNEIE 13~61% N
Retrospectve Wi \\iE Iu\ﬁET_ Hjaaﬁ 1 5N42 T % =
T immm 30~71v8 o«

Retrospective Brabander 2017 23 GEP or bronchial NET (N = 443)
54% with baseiine PD 133 54% 84% 30

Expanded access Hamiditabar 2017 24 NET and baseline PD (N=144) 48 13% 50% NS
trial
Phase 2 Sansovini 2017 29 Unresectable or metastatic G1/G2 panNET
and baseline PD (N =60) 60 30% 82% 29
Prospective Garske-Roman 2018 29 ?ﬁsta;hat;c NET 49% 45% 94% 27
N = 200)
Retrospective Demirci 2018 20 Metastatic or inoperable G1-3 NET (N = 62 61 % 69% 42

186); 81% with baseline PD

PFS : Progression Free Survival, OS: Overall Survival, GEP: gastroenteropancratic, pan: pancreas, WD: well differentiated, PD: progression
disease, NS not stated, NR: not reached, * pancreas or duodenal NET

44
NS

NR
NS

57
30
7

NS
NR

42
57
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> BIM64.3%)
> B0 (52.7%)
> 855 (387.5%)
> T (25.9%)
> [ER (25.9%)
> IRE, HFEL), KRER

> B (54.5%)

> B (25.9%)

> MR (52.7%)

> UVINEED (89.3%)

> DUPFUER (83.9%)
> B 81.3%)

> AST LS (49.1%)

> ALTES (42.9%)

Strosberg J, et al. N Engl J Med 2017.376:125-35.
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PRRTOIWFBHRS

HRE FEATD EPIM | BEDM | REBRSE | EREEEES SRETMEES
(RRT) Vi -3 (GBa) (Grade3/4) (%) | (Grade 3/4) (%)
58 2-4 3 1.7

Valkema R, et. 90Y- “1-15
al. (2006) DOTATOC
Bushnell D, et. 90Y- 90 2-4 88-186 33 165
al. (2004) DOTATOC
Imhof A, et. al. Y- 1109 2 37-37 92 128
(2011) DOTATOC
Bodei L, et.al. 177Lu- 51 3-4 37292 19 (0}
(2011) DOTATATE
Strosberg J,  177Lu- 116 4 296 09 9.0
et.al. (2017) DOTATATE
Kwekkeboom 177Lu- 504 34 296~ 04 95
DJ, et. DOTATATE 378
al.(2008)
Brabander T, 177Lu- 582 4 >37 03 10.0
et.al. (2017) DOTATATE Max 29.6
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ERR ERIREE IS DRIMER |

> RMERMEREE (IMERR) 1.4~4.8%

MDS (BREERERE 1.4~2%
AML (RHESgEBME) 04~07%

> BERIRERE. RMILVEVDOMEE (DUU—1)

DIVFJ A FEREEICEE T SMILVE VIR (RRIE
EI3EHID Do mnNDTENHD

> BHEBAE, BHERS EEOBESDELE3I0%)

L Bodei, et al. Lancet Oncol. 2020:21 (9):e431-e443.
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Case 1: 50\ ZM BENET (Grade?)

PRRT (®9Y and """Lu-DOTATOC)

2XXAFES5H 2XX5F2H
BI85
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Case 2: 60\ &zt FENET (Grade2)
PRRT (®9%Y and """Lu-DOTATOC)

OXXSEAR . OXXTE1B

B8zl
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Case 3 : 60\ B BIBNET (Grade 2)

2XX6/4 2XXT/4

B85zl
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Case 4: 508 BM EIBNET G

S
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A0 SUZF FLARICKDEED. WIDR<EoC
CBRANEEDNBRFAEBPRADMIEEDBES A

/

\

=07l

IWTFOLTFIERUTF

ICRDPRRTZ5&514 01T
I2TIN—T1158

20 UAF FLARZ
BERSIDII—T
115%

> V5 MCDT BDEREVSRER

(ASVH, PAUAN TSVR FAY, RDT—FT)
BEIREBIERZSFEICED. HBIREETD.

Strosberg J, et al. N Engl Med 2017, 376:125-35.
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20 SUAF R 2O SUAF R ZDOSUAF R
LAR 30mg LAR 30mg LAR 30mg AOSUAFE
(2485E1%8) (248581%) (2485E%) LAR 30mg
PRRT#A l . PRRTH#H2 l > PRRTH®#3 l , PRRTH4 _,
(7.4GBa) (7.4GBa) (7.4GBa) (7.4GBa)
8 & Eilm ISPENE] 8 & Eim
(==X 16 8) (=X 16 (==X 16 8)

Strosberg J, et al. N Engl Med 2017, 376:125-35
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B2 TIa—)b

0 1hr 2hr 3hr 4hr

ot 25% 7= JBRET (1,000 mb)

[ G0

WTFOLZFIREUAFROTLW 7.4GBag

Strosberg J, et al. N Engl Med 2017, 376:125-35.
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N =229 (ITT) ﬁieéé%i:lz@/ﬁﬁ%ﬁ

Number of events: 90

+ Y7Lu-Dotatate: 23 10 f—
- Oct 60 mg LAR: 67 1 177_u-Dotatate
t HIERA TR RE REE
0.8 | ,{
Hazard ratio : 0.21 [0.129 - -
0.338] -
2
T 0.6 _Hﬁ‘
g o
o
= 054 ﬁl,r
2
79% reduction in the (% 0.4 - L&—j
risk of disease \1
progression/death _—7+H_ i
02 | i
‘ AORUAFELARGO Mg |-t
HIEREFHEDRE 84 v 8
Estimated Median PFS 0.0 : T : ; . .
in the 77Lu-Dotatate 0 5 10 15 20 2 30
:rsrr; th Progression free survival (PFS) [months]
k - months j Treatment 1: 177Lu-DOTAQ-Try3-Octreotate — — — — 2: Octreotide LAR GOm_QJ

All progressions centrally confirmed and independently reviewed for eligibility (SAP)
Strosberg J, et al. N Engl Med 2017; 376:125-35.

Presentation Presidential Session Il of the 18th ECCO — 40th ESMO — European Cancer Congress 2015, 27 September 2015, abstract 6LBA, Vienna
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s1LR DGR

177l -DOTATATEICRBPRRT | #2 FLAF RLARE
&84BT 3 —T BRRS5IBII—T
1158 1158

EBEEHE 284 7B FEBAENN 8478
20015 18% ZEE3%
RBHBHEES5% BBHIERE5%

SR EEIFRO% ERGEINFE1%

Strosberg J, et al. N Engl Med 2017, 376:125-35.
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Fa Lk 2 /\Q\ —_— L _— ~ » -l-)\-h-: =4 FS
UIBRA BRI A D IMBRICXT T DD VA NMELEERE=18518R D
- W H
CNETOIRE
BERAEHRIZ JBERID TEE HHER
BEOEE /8D | EEFHR
(AEBIER =40
EHE)
Rinke A et al. Z0 ~UZFE LAR i i3 42 2 14.3 >TT
J Clin Oncol. TSR 43 2 6 737
2009
Caplin ME, et al. SYUAFR B i 101 BECT
N Engl J Med 2014  JStm HitE 103 18
Raymond E. et al. ARZF=T B i3 86 9 114 > 20
N Engl J Med. TSR 85 (0] 55 > 20
2011
Yao J, et al. INOUALR B i3 207 5 114 >28
N Engl J Med. 2011 TSR 203 2 54 >28
Pavel M, et al. INOUAR B HitE 216 3 164 >34
Lancet. 2011 + A0 LUZAF RLAR
TSR 213 2 113 >34
+ 20 UZAF FLAR
Yao J et al. INOUAR B HitE 205 4 110
Lancet 2016 TSR i o7 1 39
Strosberg J, et al. WFFOLAFIYREL & Dz 116 18 284
N Engl Med. 2017 ZF R(77Lu) X4 113 2 84
A0 LUZF RLAR
(60me)
SHEERK
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3-0w/\DH1 ESTY |

BIEE UNZ) NET

FEVOS R4/~
ARYEEY

NET G1/G2  [INETG1/G2 |[V=r25FY | [NEC G3]
UVE2IFVE|(KI-67>10- || 25E g
S Bt 15% or |
KI-67 <10% or || rapid growth | =
slow growth YRTSFY or
/ v AIRTSFY +
l [TrouLz] | I hRYR
!
YUV R2EFY : |
P08 PRAT| [IANDULZ |
¥ | | FOLFOX
/- BALE FOLFIR
| FOLFOX [INFa | CAPTEM

FOLFOX FOLFIRI CAPTEMIZ. AFDBEMILERIH T
Pavel M. et. al. Ann Oncol. 2020:31 (7):844-860
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NET G1 |MW62| NET G3 :wag§y|mmes|
Stable Ki-67<50% || S5k &k
disease or K|6Z 1
slow growth |[[<10% 1 1
1 g;%/TSEF,\hJ STZ/5FU 8;%/%\7 IRTSFY
CAPTEM or
YV R2IFY | | INOUAZR INOQUAR (| AILRTSFY
PO EE AZF=T 1 2ZF=T +
IRRYR
1 1 INRAOYAR 1
STZ/5FU 2=F=T
CAPTEM i FOLFOX
I§Dg§z 1 FOLFIR
A=F= PRRT CAPTEM

|

FOLFOX FOLFIRI CAPTEMIZ. AFDBEMILEBIH T
Pavel M. et. al. Ann Oncol. 2020:31 (7):844-860
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NETTER 25188 (NCTO3972488)

IWTFOLAFY R RUAFEOTLU)
[CXBPRRTO—REEDERM ZIRIL I D5rER

74 GBax4 @ 8EECE+/-18BE

2D FUAF RLARS0 mg & 8BECE (PRRTHAED
A0 RUZF FLAR30 mg & 8BECE (PRRTHE)

XTERIE. ZD ~UZF FLARGO mg & 4B E

> XTRAEHI
R Mor iR A BESEILE - BEIBIR A D NIES
WHO 2019 grade 2 or 3 (ki67LI. >10% and <55%)

> KPS >60%, Creatinine clearance > 40ml/min, Hb >8.0g/dl, WBC
2000/mms3 Pit 75X 103/mm3, Alb >3.0g/dl, T-bil < SXULN

Clinical Trial s. Government XDk

PRRT (RTF ESBHRMEMERERE) (3.
2021F6RA238IC. YV R FUSBHRBEDONET (18
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AZISRIBARDANE
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2500 4 5o TEEIRORE,
2000 - 200
1500 - - 150
1000 - -
500 | -
0 T T T T T
4 1987 1992 1997 2002 2007 2012
MASEET 2008 2009/1  2010/6 #£7OLERESDREREARSE
DFEHEHEE 2408 2958 5248 RADIOISOTOPES 201362:545-608
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CNETOPRRT T BEHIROPICADADC ENTSEHMEENES
EOhheBICEES T B,
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IN—TILRZE Wild fED
CERICTER
111|n-Pentetoreotide 111In-DOTA-BASS 111n-DOTA-JR11
24 h p.i. scintigraphy 24 h p.i. scintigraphy 24 h p.i.
0.68 %IA 1.3 %IA 3.6 %IA
‘. Vot ; 3 o #
‘ " 4
MO et et
DAMBRNDETE = =
DAMIRKRETOER HAMRREB COERE
S| B reitmapital D Wild et al. J Nuc/ Med 2014 56: 1248-52
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antagonist

agonist

177y - DOTA-JR1 1 BHi= (antagonist) ZfUVEPRRT

D Wild et al. J Nucl Med 2014 55: 1248-52
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> RV \RAZEERE 50~100um

___ Beta radiation

a#RZ2FAVZPRRT

> afRlE. BIEDr EDA00BOSVEIRILF—I¥5
(linear energy transfer: LET)

E

55R2

LET: 0.2 keV/pm
© lonizations/excitations

__ Beta radiation

b

SSR2

4He
4‘. o
’ (A) & oy I.
v
i

LET: 50-230 keV/pm

C Kratochwill et al . Eur J Nucl Med Mol Imaging 2014.41:2106-2119
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225Ac-DOTATOCIC KD a #REEN B IREEICIEMME R DT
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PET B PET .

a therapy

—_— %

progression

within 1 year 19 MBq

Zhang J, et al. Clin Nucl Med:2021
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PRRT ERnAZIEDFREEL

ORR (percentage change in tumor size according to RECIST version 1.1)

-100
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10 W T I

=20 HHHHHHHHHTH T HTH O

30 et - L O

mide PRRT in the 30 participants of the study.
dashed line.

Phillip G. Claringbold?  J. Harvey Turner®

Neuroendocrinology 2016;103:432-439

Z=NEIS 80%
| (2= 13%

Pancreatic Neuroendocrine Tumor Control:
Durable Objective Response to Combination
Fig. 1. Waterfill pot of ORR (RECIST version 17 7 LU-Octreotate-Capecitabine-Temozolomide
Radiopeptide Chemotherapy
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