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T B,

AF1EYE 720 O E5EIZT4GBq THHZ &b, RAZEE LT-BOEE
Refl . BRI & OBFBEIC R Y, EREFEONBHEIIMELZHEHL, To/E%E
#YITART, MEFMITHND EDREREHIL. £ 1D 0.00617 [ 1 Sv - m2-
MBql-ht] 27, E¥FICIE 101 HICH > T, AT MEELKET D
OO EEEE LTS L,

K9 ERUEEFONARBEIIHKRE

FEomE (1FIY%7=) FEomE (1pN-n) " R (R
e | B3 E A Bx < 1E¥E P A X < EEo B8 5 BR
IRF (cm) & RF i (cm) & FR FR A
(43) (mSv) (43) (mSv) (25) (F2J&)
T Gt R 7 9
Y i 5 50 0.013 5 10 0.319 WEHEHE
50mSv/4E
100mSv/5
F 500mSv/4
AR5 5 H
B 5 30 150 0.009 30 100 0.019 Bk O B 2
ek
5mSv/3 A

*FRGMBERER A WESEME, REOFEMBRBEOMEIZ, 70 v 7 v A — b fEYE

WZEViTH Z &,

MHELEDO 1THEMY 720 OWNMIIE<ICL5EDHRE (mSv/il) Eix. ¥k 12
£ 12 A 26 HIEABERE 398 5 29 ICK &, ATk W HEH SRS 82,
E = e x [
2T, NF T EMIZ o W AEIL 2R B RN T B O # & (Bg) T
I = 1.2x106x C X ¢
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1.2x106 : i A2 1TRFRHCR AT 5 22 OB E (cm?/h)
C:1HMY7Y 0K P LA ERE (Bg/cmd)
t 1M Y70 OFEZERERH
AxTREBCEXT W O H B £/ (Vx106x8 (h) x1 i ] o HE & 5% i O
B B %0
A1 BoRKERTESE (Bg)
ViENOHKE (md/h)
e & V (m3/h) T 8WFRH/AEIET 2D LT 5,

C:

ARAIDOGAE. A 7.4GBq, MK : 0.001, 1 HOENOHXE : 560 (m3/h)
X8 (h), 1 EMOMEHAR: 1 H (KAOHEHBH) ., 18K OPERER MO BS A
¥ :5 H, fEERRH 574 (0.083h), e (Lu-177 # W AWM LG G0 EDMRE
£f2%0) : 1.0x106 (mSv/Bq) &%, 1 M Y72V ONEFEHILSICEID2EDREE
(mSv) FUTO®WY &5,

C = 7,400 x 106 x 0.001 x 1/(560 x 106 x 8 x 5) = 3.30 x 10* (Bg/cm3)

I = 1.2x108x C x0.083x1 = 32.87 (Bq)

E = e x [ = 1.0x106x32.87 = 3.29 x 105 (mSv)

10.3 ERUEFFIIHTHIERER

AR L DEEFRFRICEDIEREEERE L. KR~v=a2T7 VEOERHDOEKNE
BIZOWTH 5B L7 LT, b O MSMEEICE T 2 RAZBHE - Fig (I
HEE) bR TKHATLIZ L, £, RBECHETIEMu#REET HE
AL, R FEICR L CHEY R ABTEL EE L. YREFEREREICB T 500
EHIOFREILETD L L, kb, BEOEFHNLUENLERGEITEEFED N
MhzE L LT, LRLOBARECHTLIETFEHERLY &, BUREFHLE
WERINDIDEGEND D,

RICEBRFEONEIRFTL2HIT, BEZE3HBEIXLULTORICEET D,

(1) BFOME IZRSLEFICMA D ATRERS LA, £/, b THE
Il RKEFIIMNLIGEIT, TLHOMBNETFRELLEL THh
bEVK DS Z &,

(2) BFOMIEREOKRIK., Jeitd X IT0EEY 50 F0 K E N7 35 615,
k7@ EEbICATATHY., +97+<Z L,

(3) BENEM L EKEEOWIEIX, BELSOF DL LTI L., [FF
WD &, £, MESCRB/MFELEZV—YVES TEHIIOW
T+ TFHRVWEITS Z &
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11 ERABSEFLEY (Lu-177T X 0BRSS TZY) ODEEIZOWVT
ARENZ K o THEESNEWIT, ERIEBITHIE 30 &0 11 ICHET D TER
RS EE Y ) 2%, ERRA KRG IXFEE 30 50 11 O#EICKED
<WBEENO TFEEMmF (REFEIERM) ) CREEET LI L, £, YHKIGY
WX, [FE 3050 14 O 2 5 1 H O 25 BUR MERIAL ot 38 SRS 2 [F A7 o 38 12
Fo THRINTEYOEEOEFXEZZTH I LA RESNTEHICHEEL LT D
ZEMTEHEILD,

FLYRPRNy THEO NED S O P LMK FEOFE Licb O 0B,
(R HEEELZREESNTERESADTLYVEDORBNITHONWT (KELD IR
EATOERMEEEDOTZDOHTA RT A 2) | KO TR MEERELZ &S S BE
SEADFLAYEDODRP NN~ =2T L] 30EREIZTH L,

E11-1) BERERTHAE 30 &0 14 @ 2 % 1 H O 28 M i P RAL 5T 38 0T R R AL T
B THELRENT-MOREEOEL LS T IELZEETHSES (FEk 134 9 A 28
HEASGBESSE 202 5) ZBWT, ABEMEANABATA Y b—THEBEESN
TWb,

12 &

) BEMEELEEREINTZEBZTOBEICHONT (B 344 8 H 19 HIE
BHSE 0819 5 1 75 )& 42 57 B) 4 5 B R it R R Bl AR R @ k12 kv e
SHITFRR 10 45 6 H 30 HER LIS 10 5 EAH E KL 2 /LXK
R = )

2) REIRACE
https://www.lutathera.com/wp-
content/uploads/2020/06/Lutathera_USPI-20200528.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/ EPAR_-
_Product_Information/human/004123/WC500241595.pdf

3) EHIE (WA 23 48 7 H 30 A LS 205 5)

4) ICRP Publication 53, Radiation Dose to Patients from
Radiopharmaceuticals, Annals of the ICRP, Vol.18, No.1-4 (1988)

5) ICRP Publication 60, 1990 Recommendations of the International
Commission on Radiological Protection, Annals of the ICRP, Vol.21,
No.1-3 (1991)

6) ICRP Publication 73, Radiological Protection and Safety in Medicine,
Annals of the ICRP, Vol.26, No.2 (1996)
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8)

9)

10)

11)

12)

13)
14)

15)

16)

17)

18)

19)

20)

21)

22)

23)

ICRP Publication 94, Release of Patients after Theraphy with
Unsealed Radionuclides, Annals of the ICRP, Vol.34, No.2 (2004)
International Basic Safety Standards for Protection Against Ionizing
Radiation and for the Safety of Radiation Sources, IAEA Safety Series,
No.115 (1996)

EREREAT Al (B 23 4 11 A 5 HIEAEETHE 50 5)

A, b JEumm WET 5 i, AL iR (2004)

ICRP Publication 30 (Part 3) , Limits for Intakes of Radionuclides by
Workers, Annals of the ICRP, Vol.6, No.2-3 (1981)

BEtLt7vAar gl FEHEASE HRNT—F (F 1 HERAR
JapicCTI-173650, % 1/2 fHER KRB : JapicCTI-183869)
A AR RS R AL (RBFD 47 42 9 H 30 R BA S E 41 %)
ANFEFEBAI 10-56 B O REF O L) (B 384 9 H 256 H A%
e Al 10-5)

T PERNAL T 32 55 O BLHNC BE 9 2 15 (B0 32 4F 6 10 A iLALER 167

)

S PE AL e 255 O LN B3 2 s fi 4T (EFn 35 45 9 H 30 HEw
% 259 5)

1Y Vil 29 U R O B D IS oW T (R 81 4E 3 A
15 HIEB S 0315 5 4 5 R A5 EE EBUR R @)

ICRP Publication 103, The 2007 Recommendations of the
International Commission on Radiological Protection, Annals of the
ICRP, Vol.37, No.2-4 (2007)

TAEA Safety Standards, Radiation Protection and Safety in Medical
Uses of Ionizing Radiation, Specific Safety Guide (No. SSG-46) (2018)
IAEA Safety Standards, Radiation Protection and Safety of Radiation
Sources: International Basic Safety Standards, General Safety
Requirements Part 3 (No. GSR Part3) (2014)

EEERE M 2R G SN EEOBBIZHONT (B 104 6 4 30 HE
ERBERZ R LZ B RE FHERK)
https://www.jrias.or.jp/statute/pdf/19980630_zimu_kanjya.pdf

Draft Regulatory Guide DG-8015 RELEASE OF PATIENTS
ADMINISTERED RADIOACTIVE MATERIALS, US Nuclear

Regulatory Commission, June 1994.

BORERS, HEMEEZ, PR, EARRZEM, SRR RIS <
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24)

25)

26)

27)

28)

29)

30)

31)

32)

BIIRRBEDREEEL LT R E~DIFEREICHONT, BESE,
26, 591-599 (1989)

Regulatory Guide 8.39 Revision 1 RELEASE OF PATIENTS
ADMINISTERED RADIOACTIVE MATERIAL, US Nuclear Regulatory
Commission, April 2020.

NTFULLTTIE#HRY ~ P AZF 7 Fr 27 (Lu-177-DOTA-TATE) i
HizMWOBEFEROBEMEN~==27 v (5 2R BAKEYS
K8 2016 4 5 4 20 H

YRk 27T FEBRA, RBE KRR
https://www.stat.go.jp/data/kokusei/2015/index.html

T Ito, H Igarashi, K Nakamura, H Sasano, et al. Epidemiological
trends of pancreatic and gastrointestinal neuroendocrine tumors in
Japan: a nationwide survey analysis, J Gastroenterol, 50, 58-64(2015)
Guidelines for drinking-water quality, Vol.1 Recommendations, WHO
(2008)

S B2 IRIEFEHEFE DXL T 2 EONIE T B I E M E N 0%
AR OB E ik CERE 124 12 A 26 AJEAEHR SR 398 5)
R, RBIIARFE, MARHE, I LM, 1TTLu iRV T U A A %
YRV AF FEHWEXRTF FZERBEETFIBROZEK T OB RER
J£, RADIOISOTOPES, 71, 135-140 (2022)

TR MEELRZRG SNTCBEFESAOFT LY FEORPNITONT (B
EZBIREEIT)EBREEZEOTDOHA KT 4 2) CEk 13 4 3 AWK,
Fpk 16 4F 3 AWET 2 /) ), THEMHEREL ARG INTZEHEIAOF A
VEORP WY =27 CFRK 13 4 3 AW, TRk 16 4 3 A kil 2
i) 1, AABEYZ, () AAREZBRIE®RTYS, () B AR R F
&=, AABESHEM S, BRI EERS T #ES
http://www.jsnm.org/archives/734/

BRI EREAHMRE RO Z R~ =27 v, stFEABART A Y F =71
= (2004)
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1 [ERRWI] OBHW

NTFULEFY RELAF R (17Lu) EHE (LLF, AKAIE WD) &, v
v~ NAEFT Il ThOAR—FF T N T FNERNELT T T A 17T
(Lu-177) TEF L7z, Y~ MR ZF UK IRGVEO MR 4 WIEE 253 5
TF P EZEERBEEEERE (LT, PRRT &0 9) THEH SN D N—Z B
HHEMERSThH D, AR E AN Y~ bR X F 52 KRB E O MR N 4y U E S
KT 2T F RZREBEFEEREREE (LT, RIBEE WD) BREITHIT S
N, RBROBENEN LT ENDTDICIE., KIGFEICHED S EREFEE N,
KIGEDO S RREE B SRS EoxEERZ FoBm L., BE - Fik (I
EE) ORI OWTHRICHET A2 ZENEHETH D,

AR~ =27 VOERKMIZ, RIBFEICE D L EREFE D, RIGHEZ 5 E1CFEE
TEX5L5, RKIBEORHEEBR FOREBAKROCERBRRABRT — 22 Lk
EHEMTH D,

KIEWEFERTD2EOBMERERE EoEE R, WO KSR #EICE T 5 B
FOGER - N#EH KT HEERICONWTIE, A~=a2 7 VOREEHFL2 5 M
ST,

2 FREROBME

KANL, FREANSWIEE (LF, NET & WVW9H) OMBEmICEEHRELTWD Y
v~ hAZTFUZHEEK (LT, SSTR LW 9H) /A L., BEEMBENICEYIAEN
Lu-177 76 i S0 2 B # (R— 2 #) IC ko> THEGMn 2 ES 5, £,
ARANT . BHEO AR BKAE THRE S L2, A0 RS TR S v, SR 2 g
WCRFE SN DMEEEZR T 5, 207D, BOBIT BHRL, BEENSFKET
LN DD, ThEBS T, RAIOEL LRI 148 (1,000mL) 124 25g
O LYY BEBERDY -7 X = o EBE Y S R (LT, 256%7 X/ B
WEWD) Z0FH L. KA OJRAME R Z BLE L TR PP 2R3 2 00 F 5
b,

ARFNL A~ R A T .pH4.5~6.0 DIEHA TH W MEHEICE W T,
134 70 25mL F1Z 177Lu-DOTAO-Tyr3-Octreotate (X 1, % 1) % Lu-177 ®
g RE & L C 74GBq. X7 F P& (K—%F 7 b A7 — b
DOTAOC-Tyr3-Octreotate) & L T 0.25mg & &, ikINAl & LT 7 F ¥ B 16mg,
T ALY U T0mg, Y2 F L2 U T I HEEEE 1.3mg. BEEE 12mg. HEfE T
YU DA 1Tmg, KER{LT R VU DU A 16mg K OVERABERK 19mL & Eh b, K
A, 256 CULFCTRAZL (BRFE 28T 2) . MR E2 R 2RI~ T & 2 IFRGR



i (BFEAE) [R5,

Lu-177 1%, %HE AR 6.6457 H O _X— XL O H >~ # % i 4 2 &l
Thy, BEHEMEICHEIEINTX—2HN DNABEZSISEFZsickoT
B REZHET S, Lu-177T OB T 25X —Z O R K= R /LF— % 498
keVV | fHfkF TOMRBEITHR KK 2.2mm (¥ 0.67Tmm) THD 2, T ETAKA
HMOBEZRRBREL THERA SN TEER—ZBRGKHER TH S 898y, 90Y, 131]
MBI ENDER—=ZHMED bR KT R X — 3K < R RIRAR DS H e 69 5 &y
MEALTWDZEnG, ABOEFMB~ORENM X Siv, BE~OZhFEH
TR H RS S AT RE & A2 D

b A & =0

— x4 VT FULAEXFY KL ATF K (177Lu)
Lutetium (177Lu) oxodotreotide (INN)

5y 12 : CsHs7N 140198217 Lu

oy 1 : 1609.6

) B - IR : 6.647 H

AR 7 B

TR BT RN F — : 0.498 MeV (78.6%), 0.385 MeV (9.1%), 0.176
MeV (12.2%)

ERy BT R F— : 0.208 MeV (11.0%), 0.113 MeV (6.4%)

X 1 177Lu-DOTAC°-Tyr3-Octreotate?

2.5%7 X J EEETR L., EAEH T, pH5.1~6.1 OfiE TH Y . 1% (1000mL)
FIZ LY UHEBRE R N L-7T VX = VIR 24 25g &t (R 1), 2.6%7 2/



BRI, BIEMRFET D,

KENOEREE T T F RTHY | KA ORME FRNZHEE L., RPHEHZ
RESEDIE, EBEMT I/ BOY Yy, TAX=0 28807 2/ BREKE O OF
HAESRETHD, EEMT I/ BIL. EBMXTF R THLIARFEHEAT D
ZL T, EMRME CTCORRINEZREL, oA RET D, ZORE. B
DHWIELS PNEBEND Z LT, BEEDOY A E2MA DL ENARELE RS,

£1 25%7 I/ BEKROAMRSTOEEX

] b 7 0 5 VAN RV o
HoN o)

L-V v o OH CsH14N202-HCI
L-Lysine Hydrochloride NH, HCI 182.65
L'?/l/a?::/iﬁﬁégiﬁ NH o)

)]\ CsH14N4O2-HCI
L-Arginine HN" NH oH

H, HCI 210.66

Hydrochloride

AFNE, FARNE LG %, P25 cEE L T, BICBHEsh, &5 24
Bl £ TICHERERED 60~T0% 0N RKRE(LKR E LCHitEn 5,

PRk CFE i S vz SSTR Btk 0T H i NET B 2 x5t & Lo BIEA Lt
B 5H 3 fHER R B (NETTER-1 & B) IcBW T, mAEGRKMEAZ LA F NEE
i HE R FNTE BRI L~ ARFIE R CO M EA YR (PFS) OEENRD L

CIRERKR O Z R T e T s A VR HER SN, £, BN TORKABRIZ
BV CTHEYBEE K OHIE < BRI DWW TSR BB C O R R & B R e 22 LR
DoNT. WEDRKOCZENET v 7 7 A VBRI NI, T35S IR ER
EOENBERRBOERENS, BARAAND SSTR B d NET BHFIZBWTAEMT
BOBRERHFEIND,

ARAIL,SSTR Btk > NET (2Kt 2 Hi7- 7 iG BRI & L Cof AENHFES
N5,

3 BWIHKEBIZONT
3.1 BENEBOBE

T - WAL PR IR N sy s iE S (NEN) AT A K742 5 2 R) 9 Tik. BE.
ML NET OWBRBOE RINE 25 03B AEICE 2BRIENYIRTH S, 9
PR R RiE M 2 A D, HL®E NET b, JFRE K Q=SB RO Tk



B & 72 D, SR FTHEEATYE ST R B MR A A R S AL AR TR MBI BR R RRIE B TUE . &
FEHX YT ¢ B L2 FRRBENHERE S v, SUEEIRIC K 2 R EZ PO
2, B RICx 3 2 /pTEE & U CFBIRME 5 222 10 O N85 e K ffr . B s 1
IEIRFE R 2 B & U R AN S R 3Tt B, Wk & L TN WE IR
DOFEFIEFAILHE, HL® NET L blicY~hRAZXFoT7Fal (£ A4 F
NEERRHE) ofth, JERICIS CTeEREEIH VWO N D, HEH KRB D b5
GaEEESO R B L 2T EWIRRO#EIL 720 . E NET TiZY~ F A
ZFroT7IFna s (U vATF NEEBE) . 5 FENRERE (=Xe J A2 KRR =
F=7 VTR BRI DN, MISIEE ORI N 2 WA IS IT g E
HEEAALE (A ML T Ry v y) BB REO—2ERoT WD, £, HLE
NET CTiZ, YV~ "NRAEZF o7 Fnr (27 b A F FEFBER T v VA F NEE
Rti) . o TIERMTREIR (=" U AR) BRI, 2o B#EIS &R DN
AlTiE MREEERSAA (A L7 Y v y) bBBIREO 2 LR sTW5,
it NET OIRIFRIEIZONWT THiEZ R T A K74 2> 2019 FE K] » TiE. Bk
Al RE 72 B CUXFE/ NI ICHE LA RHE R 21T O S L RS TR, —
BICFRIZEREFTHD, —FH T, FHOMEISE 252 WA ITIXERMIEIESC K
SMBEER EN S D8, WXL INTIREEITD RV, BRTERBIN TV DIRE
WX, T ENBEETCH LX) AXAOKRTH D,

3.2 ZEXiIBE
3.2.1 AHXOBEXITIFE

PhHRE I B R
Y = b RZF AR YE O 1 N Sy WA B IS

PDREXIIPDRCEETIER

BRIRRBR I AN DN T2 BEDRFEIMAL, Y~ N A X F U2 Z RGO E
ik, AEREEICOWT, 117, BRREAE] OBHEONEZRM L, KA OFH
PER O 2 E + R L7 T, BMIGEREORIREITY 2 &, RFIT,
LB LN & 5 & T DN W IEREFE ~O & G220 Tk, KA OIR
WOERIZHOWTHEBEICHRFNTHZ L,

EWNE /2 HERRBRICBENT, [V~ MR TFUZHFEGH L1, AP0
LT MU AF K (1iIn) ZHWEY U F 777 0128w T, CT XX MRI 12
FOVHERINTZTRTOENREIC, EFHFFEELU FOEERBDOLNLZ & &
Shic, Toftl, RAGMHCE 117, BREFE] OBEIZOWTIEL, K~v=a27 /b




fHékuw oz &,

3.2.2 2.5%7 I/ BREIKDOZEE X II%E

BheE ST %h R
NTFULAFRY R LAF R (177Lu) (2 X 25 B #E O KR

3.3 AEAUVHE
3.3.1 AFOHERVHE

RAERCHE

WH ., RACEALVTFoLAALFY FhLAF R (17Lu) & LT 1 1 7.4GBq

Z 30 T C S MM THRAK 4B E TRAMBET D, B, BFORREIC

KV EHET D,

REERVCHECHEETIAER

(1) AABEIZLE2BEWHBFOEBOD, 1000mL #1272 /e LT L-
U BN N LT VX = B A T TN 25g DA EER T D
K % RFNFE 30 i bHEET D L,

(2) BIERARBLESZAICIE, UTFTOREEZEEL T, KFZAKE, BE
XiFHiEd 5z E,

ARANOWE - FHIEW - FIEO R R

Bl E M g L1
M/ A | Grade2 BL EDF A - 3.7GBq IZH &1 %,
R R RE VT F=r s VT Iy | BERICHENIBD LR
2 (Cer) 7% 40mL/min 4. 7.4GBq ICHET S
At D 5 & ZERTED,

cCer NR—RAT A b | - fiEFEGNS 16 HLIWIZE
40%LL AKX T L, ol | 8 L72R WS XX &% I B R
B/ LT Fo v RN | LA, #5FIET 5,
— AT A4 b 40%LL
FER LSS
LU O El | Grade3 UL ED LA
&
) Grade |Z NCI-CTCAE ver.4.0 IC#: U %,




(AP 5 D EE)

KENZ, "ATVONFRZEHRERKICEIOVESE T A ~FLBL, FRL
BN T 5, K4 3.TGBq # & 5T 2% AL ANA T AVNFIRERKZEY |
W% 12.5mL ICHRTIZHET 5,

Flo, MEMHEESERVWEIEET L2 L, MESMTRME L7ZGEITES
W LED 2L E AT o720 2, MomE 2R LTEET DL L,

3.3.2 25%7 I/ BWMEKOABERVCHE

AEEVCHE
WL BEANICIEANTFOALEXRY RN AF R (17TLu) ¥ 5B 30 RTL Y
1[0 1000mL % 4 R[] 20 1F TR ET 5,

CREA $¢ G- D 77
MEMCTHHSELRNWEOEET DL, MESMCHE LESEIZEDICHE
LB 2B 21T o729 2, BlOoMEZHKRL TRET D2 &,

3.3.3 AHKRWC25%T I /) BEKO®REFE

AAENE, HRICR L%, BERKBEN TR T2 L,

2.5%7 X/ BRWIR O 5B AR, Y R dl kA 2 & 5T D, KA GG 30
ETE D 2.5%7 2 /&%@@Eﬁﬁg%%%b AFH % 30 4y it TR ERE T
5o 2.5%7 X /W (1,000mL) OFHGKETETHARMZET L (K 2),

Fo, AAOWELES (3.3.1 H (2) BV TH, BOBIEKEE BHY
E LT 25%7 2/ mlikitaesE (1,000mL) #5352 &,

ARAHN KL 2.5%7 X/ Bimik o5 HEEIZOWTIL, BEMRO Q&A 3-1 %5 I
T5HZ L,

0 30min 1h 2h 3h 4h

il @ 2.5% FI/B#E® (1,000 mL)
Al

¥
A 4

©OZN:]
(30 43)

K2 EAKHEY®25%7 I BBKEREDOHEN




4 FERHEOBEER
4.1 EQ

4.1.1 AHO®ER

22 (ROBHFEIZIZBELRZWVWZ L)
(1) RAOEA T LimBIEDOBEFER O H 5 HBE
(2) FIFXITEIREL TWAREMD H B it

4.1.2 25%7 I BEKOER

e (ROBFIZIIHEELAEAWVWI L)
TIVBRMETOLLBEE (HESNET IV BEARBIAT., ERNEL
THAREEND D, ]

4.2 AFOBEELEARANEER

(1) BH#MEIA 0N D Z LD DOT, KA P I3 E B AYIZ MR A&
TV, BEOWREZ +3ICBET 5L,

(2) BHERERENOLODOND ZENH 50T, KRG i B IC B e
MEZTV, BEORELZ FSICBRT DL,

(3) BIHREARIERE., SMEFHEALFEAH LN ZENH LD T, K
Al G & O G ITEM RIS IEMRAEZITV., BEOREZ -0 IC8%8
T5HZ &,

4.3 HHEEHA

Y AEERICET 2 KRBT ER STy,

IR CToOE b CYP BEE O ER IXF SR . PREY v X7 EE L
THEMMAEAER KR RN T AR —% —[HEOFEMOFE RS RENIM O HEY &
HEREMPMAEFEN 25 /T AREENRNZ ERRBIN TV D,




4.3.1 HrHEE

ERHER (FRCEETS L)

K 4, W R JE AR - HEE 5 1R - fERIN T
Ve RNAEZTF T F | RFOFEHEN T T 2B INLDOEEIN Y~ FAX
1 7 fLA FNRHLHDOT AT IS | FrZRIKkTHEAT L &

A7 hUA T FEEER | A ERRBRICBT 2 20 | 12X 0 KA O~ LK
W, Zo Vv AF FEE | D OEAOWKRFEHMEICOW | BETT 2 BHERH 5,
i e % T, M7 IR A ) O OW
REJmLiZbET #5425
Z &,

F R UAF RRAIXET > LA F REH R DT B8 A ORI >V T
. RAIORMCE (Av=aT L) 2B L.

4.4 FEEH
441 EBEXRBEH

(1) ‘&5
U oNEkk A (28.83%) ., M/ (22.8%) . &l (11.8%) E1RH 6
PnNsZLNnb 5B,

(2) BHEnERE
m@%I£(4ww\m¢7v7%:V%m(&mﬁ%ﬁ%%bné:
ENB D,

(3) BHREEIEBERE (1.6%). SVEEREME D mE (B R)

4.4.2 EHNBEERFAR
(1) B IS AN L2 HEES
2 ODENEERRR (55 1 MEKRRR 64, F U2 HERRAR : 154 ; i
214) #FA LR, AFREREINTZ 21 4T XTICAFEELRRD LN
726, MHLEZELRBOOLNEAEFRITEDL 66.7% (14 4). KWW T FHI LA
BRBOE R ZF N F 0 52.4% (11 4 ) .V v _EREE A 47.6% (10 4) . A 38.1%
(84). WLENE 28.6% (64) KUKEFEE 23.8% (54) Thole (&£ 2),
Fo, BEAD 214 3T XTI DO, 24U LIZRED BN RIER X
Bl BAREHE, U BB D . R, BLRE ., WS A MR E
U RERECDE ., FR, ML R RE . M . IR L B S PR



FE, ALT Hhn, AST #8hn.

y-GTP #., 73 R—L AR EEF TH - 1=,

BIER O KREIEEIZZ L — R 32842.9% (94)., 7L —F 472 4.8% (14)

Thbh, Z7L—Fb50HEFT o7,
X2 FEFRORBAERER (HFE M)
wE MK E S I BUE B E (%)
ARG (AEFRA) &1L — K JL—F 3 JL—F4
A F A5 58 BUE B K 21 (100) 10 (47.6) 1(4.8)
MigF LY R REE 8 (38.1) 3 (14.3) 0
2 1 2 (9.5) 0 0
1 BR a2 4 (19.0) 0 0
U v oRER D E 4 (19.0) 3 (14.3) 0
i /1N B 98 A S 2 (9.5) 0 0
P oy U b K 1(4.8) 0 0
AINTF ) A RIE R 1 (4.8) 0 0
R B 5 2 (9.5) 0 0
i ML H 1, 1 (4.8) 0 0
iR i 1 (4.8) 0 0
H A X 19 (90.5) 1(4.8) 0
IS I 3 (14.3) 0 0
& T 4 (19.0) 0 0
8 Fs 3(14.3) 0 0
T 11 (52.4) 0 0
BLO 1(4.8) 0 0
M fE 1 (4.8) 0 0
g 14 (66.7) 0 0
/)N i P 2 1(4.8) 1(4.8) 0
1R 1(4.8) 0 0
Mg it 3(14.3) 1 (4.8) 0
P i 1 (4.8) 0 0
#K (58 2 (9.5) 0 0
%ﬁi-éﬁﬁé%ﬁiwﬁfﬁﬁfﬁ@% 13 (61.9) 0 0
i 5 A R 3 (14.3) 0 0




LA PN

J& BUIE B (%)

EARGFE (FEFEZ4) LT L— R 7 L—FR 3 71— R4
iy 1 (4.8) 0 0
A 1 (4.8) 0 0
(=N 8 (38.1) 0 0
5 B 4 (19.0) 0 0
H ¥ 1 (4.8) 0 0
FENEBAL i A+ H 1(4.8) 0 0
JIF B % b g 1(4.8) 0 0
B 2% 1 (4.8) 0 0
T R E X 2 (9.5) 0 0
T L LX— 1 (4.8) 0 0
EEAT L X — 1 (4.8) 0 0
Y E B8 L OVER A E K 8 (38.1) 0 0
JiE bt 2¢ 1(4.8) 0 0
RS 1(4.8) 0 0
% b 1(4.8) 0 0
A7z W 1 (4.8) 0 0
w5 % 4 (19.0) 0 0
WA 85 7% 1 (4.8) 0 0
R E R Y 1(4.8) 0 0
e~ L2 A 1 (4.8) 0 0
HE, PER L OLEAJHE X 2 (9.5) 0 0
PR~V =T 1(4.8) 0 0
A 1(4.8) 0 0
i R i A 15 (71.4) 7(33.3) 1(4.8)
i;;é%?i/ h7eArT =T 2 (9.5) 0 0
Zi;i;%%ﬁTl/l\7‘/x 2 (9.5) 0 0
=27 — LN 1 (4.8) 0 0
%;7V7?‘/ﬁ‘xnﬁ%*_ﬁ 2 (9.5) 1(4.8) 0
I/ 2 w7 F = 8 1(4.8) 0 0
i £ F 5 1 (4.8) 0 0
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ﬁ%ﬁ yaE 5 BUIE B30 (%)

i (AEFZR4) LT L— K 7L — R 3 L — R4
éiéjfu“/lzﬁi/lzl\?‘/x7:?“— 3 (14.3) 0 0
~NET B D 1(4.8) 0 0
U 2 ER B A 10 (47.6) 5 (23.8) 1(4.8)
1fiL /)~ A H A 1 (4.8) 0 0
1 1 BR 1(4.8) 1(4.8) 0
;ﬁ%qﬂT’vﬁU*X775’ﬁt‘% 1(4.8) 0 0

Rl Lo fmE * 14 (66.7) 0 0
TV R—v A 2 (9.5) 0 0
e bR 2 AL JE 1(4.8) 0 0
K7 V7 2 v IE 1 (4.8) 0 0
KA v v o A i E 1(4.8) 0 0
K ifn. 1(4.8) 0 0
B ARROE 11 (52.4) 0 0

R B L OV & MLk b X 3(14.3) 0 0
GRG0 1(4.8) 0 0
B 1(4.8) 0 0
N 1 (4.8) 0 0
Va1 g 1(4.8) 0 0

fﬁj (i% i ;fo i Toﬁjﬂ;rgﬂa@g?% 148 0 0
TR 1(4.8) 0 0

o R B K 10 (47.6) 0 0
FEhkE o v 1 (4.8) 0 0
TR SR 1(4.8) 0 0
IR 4 (19.0) 0 0
W T Bt 1(4.8) 0 0
R T P 5 (23.8) 0 0

o e X 1(4.8) 0 0
IR E 1(4.8) 0 0

BB RORKEE * 1(4.8) 0 0
BEIR 1 (4.8) 0 0

11




“%%ﬁ YHE I BUE B % (%)
Kk (AEFEZRL) LT L— K 7L — R 3 L — R4
N0 &5 . Mo B0 F K OV bR pR K 3 (14.3) 0 0
0% Wik 2 (9.5) 0 0
1 P A 55 R 1(4.8) 0 0
B2 36 & OV BT R b R 9 (42.9) 0 0
bl = iE 6 (28.6) 0 0
BT 2 1(4.8) 0 0
AL BE 1 (4.8) 0 0
¥ 3% 2 (9.5) 0 0
2R B 1(4.8) 0 0
Bz g R Z HE 1(4.8) 0 0
i p E K 1(4.8) 0 0
) I 1 (4.8) 0 0

MedDRA ver.23.0
KHOTORBIEFEIZ, FR/EMNRKSBEBNOWNWTN IO EES 2B L I-IEH 2 £T,

(2) T
EAND 2 OO EKARICENTHEHITRD LN do T,
ENE /2 FHERRBRICEBNT, 7—% 5 v b4 7 LK, 20204 6 A KE T
1IANBEELEDRN, KEOE(AIZLSZ O L LTI L oK F B4R IR E
L EYIES T,
(3) TOOEERAEEER
ENE 1LHERRBR I ARELGROEBERAEFZIIRBD LN R o T,
EWNE /2 HERRBR CIX AREEZOERERAEFEFS L L OMNEMAZE (S
L—FR3) KA Iz H (FL—FK2) BENETN 14 (6.7%) 1T
Bz, MFRE IR ORRERIEITESINTBY . ARBMMOERIC
IVEERAEFZ L L TRV DN,
(4) TOOBEELFEER
EWNE 1 HERRBR CIL, RABRGZRICEBRT L2 AFEFER, LOHE
THEBEICZY T 2AEFRIRBDONR N -T2,
E N 1/2 HERRRER T, RAIRG®%ICRBRP LS AEFLITR
niginofe, ok, HEMBEHZHEICHZATL2AEFFRLE LT L—F 20/,
WA A 14 (6.7%) IZO LI, KEZIZLY | AAINEE I, &508
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HEH S T,

4.4.3 S 3HEERFRR (NETTER-1 R ER)
(1) B IS AN HEES

SSTR Btk OHEATHF G NET BE 2550 R4 27 bvAF RE0FR L
ARKIRE (KRB ROEHAERBEAS 7 b LA T RIgE (HRE) % ik
T 5N E S KA (NETTER-1 R 5) BT 57 —F By A TR T
DBV x5 223 &4 (ORAIRE 112 4. AW 111 4) 05 b, KFHEO
98.2% (110 4) ICHFEEREO LN, KL EZ<RBOLNTAEFSRIL.
ol 64.3% (72 4). WWTIEM: 52.7% (59 4). ¥ 9 37.5% (42 4). FH
K OVNETR 2 E AL E 1 25.9% (29 4) . RAKIBIR 20.6% (23 44) Th - 72 (K 3),

—J7. XHEED 92.8% (103 4) ICAFFEZBRROOLNTZ, b EZ<HEDH
NI EFERFERITET 26.1% (29 4). RWTHEN 18.9% (21 4). TH 18.0%

(20 4) . HEHRETN 12.6% (14 4) . Bl 11.7% (13 4) . BAEHE 10.8% (12
%) Thoil,

BIMER X, RAIFED 91.1% (102/112 4) 2R D Hiv, FEE 5% LL EDIRER
WEHEOH LA FFRIT, B, W\, TR, BEHEW. %57, /R
FE. U U oREREADE, A, f/NRE A U o oREREEA L A i BREE A |
B BRI E . AR IGR . BLEE  FEIES F VR OBRERE Th o, £z,
KHBEIZ B W TIX, 40.56% (45/111 4) ICRIEH RO biv7e, oK EIE 5
DEMERIL, RABEOWBHRE T/ L — K418 3.6% (44), 7L —FK 3 26.8%

(3044). ZL— K228 39.3% (444)., 7L —F 18 21.4% (214) TR
bz, ZTNHD9BHL 7L —FR 2056 4 ORIEMAIZ., X BEEE e L CARHIRE

DEEDBE N> T,
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#3 AEFROEBWERES (NETTER-1 RB : A THRIEK 10%LL L)
I BUE B % (%)
;jgﬂ'fggi;%) RAEE (112 %) SEEE (111 4)
& LV—K| JL—F | &ZL—F| ZL—F
3~5 3~5
A E 558 BUE 51 K 110 (98.2) | 64 (57.1) | 103 (92.8) | 41 (36.9)
Mg LY N REE
2 1 18 (16.1) 0 9 (8.1) 0
U v BRI D E 20 (17.9) | 13(11.6) 0 0
i /N B3R A iE 16 (14.3) 3(2.7) 0 0
T 5 b
T 72 (64.3) 5 (4.5) 13 (11.7) 2 (1.8)
M it 59 (52.7) 8 (7.1) 11 (9.9) 1(0.9)
i 9 29 (25.9) 3(2.7) 21 (18.9) 3(2.7)
T 29 (25.9) 3 (2.7) 20 (18.0) 1(0.9)
R AT 18 (16.1) 0 14 (12.6) 0
— i - B EEL IO 5 EHA O EE
W 95 42 (37.5) 1(0.9) 29 (26.1) 2 (1.8)
R AY M T 18 (16.1) 0 10 (9.0) 1(0.9)
e IR A A
i/ B B 13 (11.6) 0 2 (1.8) 0
U 2 ERBORD 12 (10.7) 6 (5.4) 2 (1.8) 1(0.9)
Rt L O R EREE
B ARROE 23 (20.5) 0 12 (10.8) 3(2.7)
15 8 4% R B L OVRE & ML P
GRG0 14 (12.5) 2 (1.8) 11 (9.9) 0
B4 i A 12 (10.7) 0 11 (9.9) 0
Va1 g 12 (10.7) 0 6 (5.4) 0
o % R B
FaEhk o v 19 (17.0) 0 9 (8.1) 0
RG] 19 (17.0) 0 6 (5.4) 0
K o i
N 13 (11.6) 1(0.9) 6 (5.4) 0
LR E N (RIS SN 3] ==
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FEBUE G (%)
gﬁﬁ%ﬁiig%) AHIEE (112 4) KEERRE (111 40)
- 2L —F| JL—F | &7L—F| JL—F
3~5 3~5
- W% IR 5 12 (10.7) 0 9 (8.1) 0
1% WK 12 (10.7) 1(0.9) 7 (6.3) 0
BE W F5 O BT Rk B
i, =& JiE 13 (11.6) 0 2 (1.8) 0
Jii=g e
RN 16 (14.3) 1 (0.9) 10 (9.0) 0
1. 13 (11.6) 2 (1.8) 8 (7.2) 2 (1.8)
(2) %
NETTER-1& BRI W TARAFEICE O A1 bz 14 B ARAE G AT EEO
ALKV E LT, £, RAKRGRICARET 74 (6.3%). XREET 9

£ (8.1%) WAL L7, 77X CTIRBRIE & o [KJ B £ 13 B8 5
(3) ToOMoOEE LA FEFL

NETTER-1 B CTix. RAIKGZOAEFER L LT, KAIED 31.3% (35
) WEHERAEEFESZNRO LN, 11.6% (134) TEELBEM & L THE
Iz,

AR TR O ZSBOONTEEERAFFRIL, BB ARAE 3.6% (4 4),
WWTHERE 2.7% (3 £44). U U/ EREADE, KRERE &7, IR, &5 /R RE
KT ROEEFEMETNENZEN 1.8% (24) Tholz, ThHDHI LEE
REIERE, U U RERBAE (v — K 3), HFHERAE (F71L—FK 4),
DRI A D RIS ERE A E (F L — K 4), BAK (FL—FR 3),
PAZE (7 L—F 3). ﬂ[niuuj: (ZLv— K1), EHEEABHKL (Z7L— K 2),
PERRE (7L — R 3), KBS (/L — K 3), Bk (FL—FK3)., AaEHAR
2 (71 —FK1, 2, 3), %ﬁuﬁ%ﬁeﬁ;ﬁk%{# o RIS M BRI A E (7L — K 3)
EORM (7L —FK 3) Thote, £, T/ BERICEHET I EHRE SN
= OE, FFERAE ., M Bk (24) ROKRMTh oo, — . XIREED 24.3%
(27 4) CHBRERGHOBEERAEFRARBD LN,

(4) ZToOMhoOEELHFHERER

NETTER-1 B Tid, AFKGRICAAFED 12.6% (14 £) TIHEBRO 1k
EHEOAEEERROONTZ.ZTD I BLIERO T IEZ 4D BIEMIZ7.1%(84)
Toh v, NIMERBEAIE 1.8% (2 4) ., WO /R E, o, Bk, R

BmLLHES R,
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AR BUE, M VT = N, BAREOR . %M EKCR BIP A A D R
ifin B D K OMEIRBEE N Z L £4 0.9% (14) Thol,

E72. 89% (10 #4) TARHFOWELHEI AEFFER., 2.7% (3 &) TEAID
BeHIEM Ao AEER, 12.56% (144) TARAOEGHILEZMFH > HFEELN
ROz, ZL<ROONTZARAOREZ LS HEFEFRIT M/ DB ADIE 3.6%
(44), REIOEGIEM 24> FFFRIIIER . FHA . M K OV M bR E
ZTNEN 0.9% (14), KFOFGFIEZEI AEERTIAMEBTARAE 2.7% (3
£) KON MR E 1.8% (24) Th oz,

4.4.4 EHE 1/2 HERFER (Erasmus MC RE)

Erasmus MC B (2T ; 811 4) Tidk, AAI#HE 5% 12 62.6% (508 £4)
WCHEEZRAEFR, 21T 20.1% (163 4) ICHEHEREMEHAZNRD N, &b
ZLRBOONT-EERAFEFEGIL, M EKB A IE 10.5% (85 £4), K\ T T 6.4%

(52 4), 8% 5.8% (474 ), &l 5.3% (43 4), 3£ 5.1% (414) Th o7,
T/, BHRBAIEMEE (LT, MDS £ 95) 2% 2.0% (16 4) TR LT,
MDS ® 16 A I ARANZ X 5 HEHEHE O 2~4 F1%1C MDS L Z W iz,

4.4.5 I - U U RRMABO R EESEES

NETTER-1 {5 % 0" Erasmus MC &5 Cix., —E O E A T WM E M E S 2N
ROLITEAR, T 6 OFBBEE T, oL FRIER OB vEODZ A
EEEFIRETHRE STV I REMEE "O#HHNTH -7z, B, 2 DOEN
e PR BRIC 3B ) T 2020 4F 8 A B AT 38 W) T — kM B ME 5 (2 B 4 2 o 1
BoHh Ty,

EREZATOBEBCHTIIER

AAT BRSNS, BHREREFERE 245 & L BIRRRIE I

LTW7auy,

EIEBERTEE

CAETEFRE R FM O BT LR ET OLEND HGEICIE. BURICERT 54
FEAN ~DEEEN S L ONDREENRH DL L E2BET D &,

cTERFTRE R LME R N — N T —DIEIRT D et D & 5 BT, KA G
PAROEG®R TR -EHRIL, B RBEL27TO XOoRET22 L,
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1t 15
SEdE X ATIER L C WD ATREME D & 2 LMEICITHE G L2 &, BMHMRICE 2
ROBERLEBLF~OEENBREIIND,

R’y
FBhH P RGHKTH - EMRIE, RILZEETSEDL L,
N &

INRE LR E LI BRRBIIER L TWh2n,

(1) Bk ERE

AENTZ B IO, BE
WIEBEEORIE AR L, BREED
N A O B R R ER Clx. EE O B bR
DNTHE STV,

(2) EWMELZHTLIHE

ARAEN DA G A B ERBRIT R S Ty,

R RPIE 2B B L, M X ITEIE L CW D AREME D & 2 LI iT S L
BnEIRTWs, £, BHEAFICH L TOLARAOE LT R OELGETHD
—EMEILE O R R AT O E AT 2L TWD, KFIEE% 6 7 A
L, ZMERF IR Z R . BHEERF IS LTI RO & WL 2 F
HEOEET L L (ZAEHEM 6.6 BFEROCFRICHTHEBEHEISR),
(3) itar

KEIDSOWIEL 2EEBT 2 EARAEZHEGTR&ETEARW,

(4) =i

ARHOAHBITIEIAHATH L, REANPLOHII 2BET 5 L AR &2 &G
RETIERW, B, BRLEOFRENORIBFEEZITOBEICIT. AFIEE#%
3,y AMIZF 2L SE2LOHBENILETH D,

(5) /NIR%E
NIRRT 2 7 BVER AT L TR0,

DEEEREOD 2 EBEHE~KE LIZEE
BT 2V 270 BEShD, 0B,
FERFIIBRS STV D 72l RIS

v

4.6 BERMEHIZESEH

(1) A&HA

IEHMIBREICLY, ZRBESSBETREOV A7 BNEMT 2/ RERD D,
(2) 2.5%7 2 J BRWGIK

NTF N REBEFEZEREICBS T LY Y U EBE S L7 X = g
WAGDHEO®BRGIZEIY ., Y T AMERKRE L ORENRHV | K

17




SER (BhEE, W, 2B E) L LEXEE (flattened P waves, highpeaked
T waves) ZfEIEM b HE SN TWVD,

==X =
WHEZ ot L, ERICIE U TR IEREEZITY 2 &,

5 BMEWEoRE

(1) A&H|

ARANL ., ERIETOMO TSR EICRE T 254, B 25/ kO0dma (A
FRHNEL L) S ETFL, @MECEHNTLIZ &,

(2) 2.5%7 2/ BE¥IK

RIRNWDIRKR & 725D T, MNEBESCHF 2SO L OBMELBET D L&,

Zofth, ZAREHERE 110 [EHEESEE O KGRSOV T RE 15 YL B 1E HE & 12
SWT ] D &,

6 BERCRE~OHY - 8
6.1 ARz

BEICH L ARBI LD 2.5%T X/ BEREZEGETHRICBEENLDO 1Ry F A —
FUMBEYERLZUEL, TOMRBEETBHERRL TWVWLHIBHEEOH (18
pSvh: BEOKKEN?DS 1m OFHE) % FTEI-> TWARWEAIX, YUk kEL T
Bo2ETOHM, ABREPLELLRLIEZHHAL TE Z L,

6.2 —REZETFH

BECH L, AFEREG®RIC, B EBE DEV, BN, HLATOH E DO
7 & o F lmH oG 2 BE O JRERCIER . WO EAE ORI, TR, RE SR
B KMER EOMBENSWA LT GWERE (7 ) —8) & D EMRENRN
ol aid, HYEMICERT DS LICHEEL TE 2L,

Flo. KHOREGETIZ, BHEICH L TARKEICHES BEOFRE (r#Ed) - A
RA~DARERPIIL 2Bk T 5720, ZaFHR 6.6 HEKOREICHT H1E
HEH] R IfTHhaETd 2L oML, BBEGLZ L,
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7T BERT—X
7.1 EANE 1/2 HEERRAR
711 RRT¥FA v

[E N5 1/2 A1 R BRI . SSTR Btk o 4T e i NET & &K OV F O fth oo NET
BB AR, 2.6%7 X/ BWIERLORBEA 27 S LA F REFBRERA (LT,
WhittEA 27 FLvAF REWD) JFA T CEYTRE, IZ<RE, AHELOLZS
PEAZFM T 2720 % S (EEE, FEMR. ZhaxdkF), A4 7.4GBq % 8
WK AEETHGFIRNE S L, 15 NET BFE (54) 128 L TIEARA O %
WEBRH RIS 7 LA F K 30mg %G L, IBEKTHIT 28 HZ LITAK
Fl WA 5% 60 £ TG L=,

7.1.2 FEERE (BHHR - EHELEFHS)

FEFME A CH ST NET BFEZ X4 L LB EDE (ORR) L. 7
— Xy NATZRATHR NET B3 5 4  RBERAEDRICE W TERZER(CR)
W14 RO %ER (PR) 28 2 2 &K OVZE (SD) A 2 438 ® biv, ORR I
60.0% (90%(5#E X (CI) : 18.9~92.4) Th-o7= (F 4),

#4 PHENETHEEZXNRE LEEBRAESIREKR OV ORR
(ENE 1/2 HIEBEKRRABR)

Parameter The number of subjects n =5
CR 1 (20.0)
PR 2 (40.0)
SD 2 (40.0)
Non-CR/non-PD 0
PD 0
NE 0
ORR (CR+PR) 3 (60.0)
Two-sided 90% confidence interval* 18.9, 92.4
* Clopper-Pearson's exact confidence interval (%)

Fo. ARBOTXTO NET B2F (FE NET8 4. #5 NET 5 4. & OHli NET
24D 154) BT, T—X 0 v M7 RS CTHREBHME /R HE % 60 %
TIRTRKRTLEEBREN 64, 48 HETRTLAEWBREN 24, 36 HE TK
TUWBREN 44, 24 METHRT LIEWBREN 24 . ROH IEFC 1 [8] 855

19



INHRHENER SN EWBREN 14 ThoTz, 262 NETHRE 154 %, Kk
BRAEIRICBNTCT =20y FAT7HEATCRN 14 . PR 64 .SD M 64,
Non-CR/non-PD 7 1 £ K O'#E1T (PD) 28 1 4388 641, ORR 1% 46.7% (90%CI :
24.4~70.0) Thotz, BEX A 7B TIE, BENET 8 4% 34 (37.5%). T
NET % & ¢ iH/b® NET 5 4+ 34 (60.0%) KO NET 244 14 (50.0%)
IZ CR XX PRABO LN (F5),

#5 ENETREZAHRL LERRBEZRKX T ORR(EANE 1/2 HERKABR)

Parameter The number of subjects n = 15

CR 1(6.7)
PR 6 (40.0)
SD 6 (40.0)
Non-CR/non-PD 1(6.7)
PD 1(6.7)
NE 0
ORR (CR+PR) 7 (46.7)
Two-sided 90% confidence interval* 24.4, 70.0

* Clopper-Pearson's exact confidence interval (%)

Fil NET BF (54) 2BV T, HRHEE CTHR S L HEETIETO A X
NEIT O TH Y ARFIYIE G4 52 i F ToOBBEEAGFE AL 100% (90%CI:
100~100) Th o7, £/, &ENETEH (154) ITBWT, 7—4 Wy 47
REACHR MBI L VR SN EIECOA Xy MUX 1 Th o | KA
WA 5-1% 52 i & T MWL E 51X 93.3% (90%CI:69.9~98.7) Th - 7=,

7.2 EWNE 1 HERAR
721 RRTY¥A v

E N 1 MR T, SSTR B ORI UIBR R RE R ET OB, HLE XX
i NET & 25502, 2.6%7 2/ B#@ELX ORBEEAS 27 v A F FFH T TR
M %& 7.4GBq HEI G Lick 022V, AN, EWEE K OHIE < & 2 58l
THlOERMBINT (B, FEEMHR. HiEsx), A4 7.4GBq 2 8 Z L IZ/x K 4
MG L, RKAOEKERGEBICREMEASZ P AT K 30mg 25 LT,
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7.2.2 BRIREAAE (FRE)
6 4 DOWERE (I NET3 4. Wik% NET3 4) ', ZBRADEICBWT PR
2N 44 (66.7%), SD 28 14 (16.7%). PD 28 1 4 (16.7%) T& Y . ORR 1% 66.7%
(90%CI: 27.1~93.7) Th o7, BHIREDOEMIT, FIRENHB L7272® PD
CHEENTZ 14 EED 64T XTTHi/ANL TV, @B Z A 73Tk, i NET
34H 24 (66.7%) (2, WL NET 34 % 24 (66.7%) IZ PR ARD LT
(% 6),

6 HKEMRAEPHRKEVCORR (N=6) (HENFE 1 HERABR)

Parameter The number of subjects n = 6
CR 0
PR 4 (66.7)
SD 1(16.7)
Non-CR/non-PD 0
PD 1(16.7)
NE 0
ORR (CR+PR) 4 (66.7)
Two-sided 90% confidence interval* 27.1, 93.7
* Clopper-Pearson's exact confidence interval (%)

7.3 A 3MERRRBR (NETTER-1RR)
7.3.1 BRTY¥A

FiiAaE. EITYE, SSTR MO S b d i NET F 2 xf 4 & LT, KAl &
WHEA 7 S VA F FOFRRELOCRBEEA 7 S LA F FIERE O DM 2 ik
T2 MK ER I (A, Bhl., IFER. BEX/ML, FEIHE
SR, WATRE ELR) . ARAIBETIL, 7 IV BWEO AR +aoREhiiko
WAET X /B (Vamin 18 XX Aminosyn I 10%) #fFH F CTAA| 7.4GBq % 8
Wik RA4MEE SN, AFOXEEGZRITRBEEAS 2 LA F F 30mg %
4Tl EE SN, £, RBECEHRBKEMEASZ L AT F 60mg &+ 48T
Licgbgant (K4),

Ao FEFMEBEIL, T —F Wy PAT7REICEIT 5 RECIST Bl #E
ver.1.1 (2 K5 < F /LAY 2 B IG#a /N ] CHIE 3 2 | A A (PFS) T, &l
WREGFHME E 1L, ZEAOZEZE (ORR). 24 FHH (0S), MW EWM (TTP)
L OVETEOE (QOL) DRl & iz,
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Dose 1 Dose 2 Dose 3 Dose 4

v v v '

A Al RE AT X BBEWIROEH T . AAl 7.4GBq8 # = & I
4 116 4 4 MRS +#HRktEA4 2 L4 F K 30mg
fE 7 m—
% o
1k SHHAEE || kA2 FL AT K 60mg % 4 2 LIS AN 77
113 4 5 5 4F
IEEHME /N B E (RECISTv1.1) EfEAILD 128 & >

B 4 NETTER-1RBRT ¥ A

7.3.2 ERIKREE (A1)
(1) MmEAFHE (PFS)

AKRBRICBIL2AEIMEEEFMOT — Xy b4 7 ETICEEA(LI N
229 4 (AHFIEE 116 4, HREE 113 4) 2% e L, TRHE CTHRINT-HE
BT T A N PEUIARANRED 21 . RER 704 Th o7, KD
R (FAS) 12815 PFS Huflix, AR CIZREBE, SHREETIX 8.5
7 H (95%CI:5.8~9.1) THVH, ~n¥— RN 0.177 (95%CI: 0.108~0.289)
THEAIFHIZAE CTh o7 (p<0.0001) (R 7)., ZDOZ ENHARHFIZ K DIHERE

(ARM A) 28, %M #E (ARM B) THhHLHREMEAZ N AT RiIZk 21REIC
AR, PFS ARV ERAEDY 27 % 82% KT 5 BN ran (K 5),

# 7 EMEAFHRE (PFS) OMFTFOER (NETTER-1 RER)

Treatment
AFIHE (n=116) *fHE (n=113)
Patients with events (%) 21 (18.1) 70 (61.9)
Censored patients (%) 95 (81.9) 43 (38.1)
Median (95%-CI) not reached 8.5(5.8:9.1)
p-value of Log-rank test <0.0001
Hazard ratio* (95%-CI) 0.177 (0.108 ; 0.289)

* Based on unstratified analysis; N: number of patients, n: number
of patients per treatment group, CI: confidence interval
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100 —e— ARMA
-+ ARMB
2 80 -
I
S
7]
@ o oo
@
L .
i 60 L
=] o "
@ L Arm A Armm B
13} # N 116 113
2 . Tivent(%) 21 (18.1) 70(619)
& * Median(95% CI) NR (NE, NE) 8.5(58.9.1)
@ 40 4 Yoo : Unstratificd P-value* =0.0001
8 ! Unstratified HR¥*(93% C1) 0.177 (0,108, 0.289)
a o Stratificd P-valuc* 1
t.:',J R Stratified HR**(93% CI)  0.177 (0.107, 0.294)
5 BT R
2 20 %
-
777777777 H-- -+
0
T T T T T T T T T T T
0 3 3 9 12 15 18 21 24 27 30
Months

Subjects al risk

ARM A 116 100 80 81 43 34 20 13 6 3 0

ARMB 113 81 50 30 18 " 4 3 1 0 0

X5 EHEEAGFHE (PFS) ® Kaplan-Meier & (NETTER-1®&B) 7

(2) HBHZEZER (ORR)
FAS (Z81F 5 FICHERE R O RE N 2 0B (202 4) (28100 5 A 201 #E
Hr >y N4 7 R o JOf E #5512 25 < ORR (CR+PR) (X, AR 14.7%
(95%CI : 7.8~21.6), ®HHEED 4.0% (95%CI: 0.2~7.8) THVH ., _HMT
M FICHERZ (p=0.0141, Fisher’s exact test) 23i8 b7z (£ 8),

# 8 EHAMEZHR (NETTER-1 HER)
AFIEE (N =102) xt#E (N =100)

CR (%) 1(0.9) 0

PR (%) 14 (12.1) 4 (3.5)

SD (%) 80 (69.0) 71 (62.8)

PD (%) 7 (6.0) 25 (22.1)

ORR : CR + PR (%)* 15 (14.7) 4 (4.0)
0

[?fo@ei"l]limit to upper limit) 7.8 to 21.6] 0.2 to 7.8]

Fisher’s exact test P=0.0141

* N number of patients, n: number of patients per treatment group.
Patients without post-baseline scans were excluded from the
analysis.

23



(3) &AEFHH (0S)

T2 Ny MATRRICBT S eAFHE (0S) MAroR R CRAIRE - 116

4. XTHREE 113 4) . FASIZHE T 5 0S O i dl X A A REAS KRB 1 BB REA
27.4 » H (95%CI : 20.1~NE., Not evaluable) Th o7, OS D V¥ — Kb
I3 0.459 (95%CI : 0.254~0.830) & . AAFIEEN KT HHE & i L TRIELT D3
VAT IFENMERICH D Z ERRBEINE (£9, K6,

£9 24£7FH#HM (0S) (NETTER-1 #Ek)

Treatment
AHFEE (n=116) xtBEE (n=113)
Patients with events (%) 17 (14.7) 31 (27.4)
Censored patients (%) 99 (85.3) 82 (72.6)
Median (95%-CI) not reached 27.4 (20.1, NE)
p-value of Log-rank test* 0.0083
Hazard ratio (95%-CI)* 0.459 (0.254 ; 0.830)

* Based on unstratified analysis; N: number of patients, n: number of patients
per treatment group, CI: confidence interval, NE: not evaluable.

100 7 — o  ARMA
--—+--- ARMB
804
5 o
>
z [
r?) ++LF B
5 60 % e,
(7] Yo b - - -
> |
O I
0 I
B |
%’. 10 4 Arm A Arm T !
= N 116 113 |
E? Fvent(%) 17(14.7) 31(274) !
° Median(93% CL) NR (NE, NE) 27.4(20.1. NE) "
= Unstratified P-value* 0.0083
20 - Unstratilied HR**(93% CI) 0.439 (0.254, 0.830)
Stratified P-valuc* 0.0146
Stralified HR¥*(95% CI)  0.483 (0.266, 0.877)
0
T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33
Months
Subjects at risk
ARM A 116 109 102 84 72 57 39 25 12 5 1 ]
ARM B 113 107 91 73 54 44 28 19 10 3 0 0

6 =4A&7HFHE (0S) ® Kaplan-Meier fi# (NETTER-1 #&Bk) 7
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(4) AE0E (QOL) OFFf

QOL i+, EORTC QLQ-C30 % O* QLQ-G.I.NET21 &= 4 A\ T, 43T
24 DREFERBE RA A VICEH IR ETCR—RA T4 223700 Ol x DK
B2 DWW TCFHl A T il (T XIS 231 £4), XR—RA T A4 UL OEH) % A
A& ARHFIFETIX Global health status ICBWTHEDOMH A 84 H F TR ®
HAv, 60 TIIxI & O THREFFICAE (p=0.0240, Wilcoxon rank
sum test) &g o7c, MM TITUFITRO N7,

7.4 WHE 1/2 tHERABR (Erasmus MC 3 Ek)
741 RRT¥A

47 v % @D Erasmus Medical Center (2 X D EMFEEARKBRE TH Y. 2000
F1HMMG 20124 12 A FTICRESNTZEBE 1214 A 24 RIT, 7T X MK
fEH T T 7.4GBq @ 1"7Lu-DOTAO?-Tyr3-Octreotate 78 6~13 1 = & (2 4 [l 5 &
AU, AR M OV VR S B S ATz

F 7 % Nofii NET % & & - % NET # B & 2 x L T
177Lu-DOTAC-Tyr3-Octreotate 28072 < & b 1 HFEHEINT 5694 D H L N—
AT A4 COEFEOFAMAE CRF 7 —F XR— 2 CRE I N T W o72 199 44 &
Brh L7z 360 44 & A B PEfEAT X R EEH (FAS) & L7z,

7.4.2 [RIRRAE (TR - FBLHHIM)

B O EEFEHE H X RECIST #L¥E ver.1.1 1% > 72 ORR & L. FZhHH

(DOR) 2o\ T & 4l L 7=,

4> GEP-NET @ ORR I 45.0% C® > 7=, ¥ 4 75 ® ORR Tix, fifi NET
7% 36.8%. W& NET 7% 60.9%, Jifi NET & Ot NET % Br < #ils NET (LLF. il
NET &\ 95) 2 58.3%, 1 NET 2% 33.3% &% 0% s NET 28 46.2% Cdh - 7= (F
10),

F 72, Kaplan-Meier £S5/ GEP-NET @ DOR O Fdfiix 22.9 » A

(95%CI : 17.0~25.3) Th ol EEZ A 7RI Tix, i NET 28 27.1 » A (1.7
~ND (Not determined)). % NET 7% 23.2 » A (16.7~32.6). il NET 2R
BlEE, R NET 28 17.7 » A (15.3~24.1) Kk O% 5 NET 28 17.8 » A (6.2~
ND) T®H > 7=,
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# 10 2 GEP-NET A& Zxt&%& L L7 ORR
(¥EA 5 1/2 MEER B : Erasmus MC & BR)

Tumor type

ORR : CR+PR (%)

95% CI

GEP-NET (N=360)
Bronchial  (N=19)
Pancreatic (N=133)
Foregut (N=12)
Midgut (N=183)
Hindgut (N=13)

162 (45.0)
7 (36.8)
81 (60.9)
7 (58.3)
61 (33.3)
6 (46.2)

39.8%, 50.3%
16.3%, 61.6%
52.1%, 69.2%
27.7%, 84.8%
26.6%, 40.7%
19.2%, 74.9%

% FAS A7 % E 1 2

: 360 4

7.5 T BBMBEOHADR
7.5.1 ¥EAE 1/2 HEKRRABR (Erasmus MC RE) ToOHIZ< B EFM

Erasmus MC SRR ICHB W T, JHEBEE O DR WHERF 5 412k L TR — O RH
2 2.5% L-U & VBRI RO L-7 V¥ = BT (2.5%Lys-Arg #iik) % OF
HATFEOIEGH T T 177Lu-DOTAO-Tyr3-Octreotate % 1.85GBq # 5 L. Bl o
W E~T X BEE O RIETEEIC OV TR S (M 7). Dk
B 2.5%Lys-Arg @i O FH 512 XV 177Lu-DOTAO-Tyr3-Octreotate ® & fji T
O i FE REIR] 25 26% K04 L. B et O WL R B 23 48 47% (HEDH - 34%~59%) P8

LT, IS DEBIZCAHTH L Z LRI NI,

Radioactivity uptake in the kKidneys (% lA)
b

m MNoamino acids (N=5)
& With amino acids (MN=4)

~
-
e
—
-~
——
-

100 200 300
Time after administration (h)

X 7 177Lu-DOTAC°-Tyr3-Octreotate ® B DER KK EDHL D
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(%)
E BRI F8% B (IAEA; International Atomic Energy Agency). BRJNEZ & 5
2 (EANM; European Association of Nuclear Medicine) . X [E & %2
(SNMMI; Society of Nuclear Medicine and Molecular Imaging) 7282 L 7=
RN 7 W IETE W T D PRRT £ A KT A 2 8 K ORKIN A48 PN 43 WA il 355 7
R OMREN T WIEFEIEHR TO PRRT i T A N7 A > 901%, IEER 7 I /R
ARG AA T2 2 T RIERY v~ MRAXF U T v 7 OEAIRME F
WINZHAHICHEF L, BRMOKI< KBS 22 R THD BRI
TW5,

7.5.2 EWNE 1HERAR

EWNE 1 HERRBRICE DT, BEEOHELE NET BF 4 #1235 L LTl
BB D W THEAM & 207255 L B il & OVE B 29.6GBq X4 72 0 o Hff W U R B
(F#£8SD) 1% 16.8+3.80Gy K& 0.722+0.0876Gy TH v . i< MEIT
Erasmus MC #BR O 5 RICH S W TEE SN TW iz a3 B o B E (B 30Gy.
B 3.7Gy) & FlEl > T\,

7.5.3 EWNE 1/2 HERAR

EWNEH 1/2 MEERRBRICBWT, F NET BF 3245 & L THIERE
DWW TREME S 7= fE 5, B & OVEBE D 29.6GBq % 7= 0 O HEE R IR & (CF
+8D) 1% 20.7£t5.29Gy X T 0.631+0.103Gy T&H v , #1E < # & 1% Erasmus MC
REBROFERICESVWTRES N TWEFEER I OB ME (K 30Gy. B # 3.7Gy)
 FlEl > TWwWi=,

7.6 WINRE

EWNH 1 HERRR (44) 280 T, 2.6%7 X/ BEIEOEH T TAHA 7.4GBq
HE# 5 OERNS 7 — &2 5 MIRD £ (Medical Internal Radiation Dose
method) % JH VN TWILHR & IZ DV TREAG L 72 6 3 e & & o WIURt & 13 B .
I ek . Ji R B R OV I IZ B8 0 T < L & Ot D i T E K o 72 (R 11),
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# 11 HERSIZBT2EBHORINRE
g W U o R S A e
(Gy/7.4GBq) (Gy/7.4GBq)
Jik4 0.14 PN 0.16
FHR 0.14 Al 0.18
Ji Ji 0.15 FE ik 4.20
Jii 0.15 i Ik B 3.43
HLE 0.14 Eh 0.15
o ik B 0.16 i B 0.16
Ji gk 1.83 SR=] 0.17
fE 38 B 0.19 P& 0.14
A ik 0.18 i Y 0.15
IR ik 4.14 R 0.18
A B 0.16 B T B R 0.49
/N 0.16 o4 0.23
B R B 0.16
FhirE (Sv/i7.4GBq) 0.49
7.7 RYBHE
7.7.1 B

WESTIHAEE NET & x4 & LEENE 1 HEKRKER X O P NET &3
R RICHEYERE 2 A L 2 ENE 1/2 FERRRBRICS W T, KFNITR G %2
IR DRI R L (K8, 9),
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0.01000

S 000100 E
s E
%D 0.00010 =
" =
0.00001 T T T T T T T T T T T T i
0 10 20 30 40 50 60 70 80 90 100 110 120 130
(h)
8 EWE 1 HEERRIZTAHA 7.4GBq BEEI# 5% D
SEHMFHRNEREOHE (EMENKNE. 64)
0.01000
% 0.00100
]
§ 0.00010
/A
0.00001 - T T T T T T T T T i
0 10 20 30 40 50 60 70 80 90 100
(h)
9 EWE 1/2 HEEKRRABRIZ TAA 7.4GBq HEIE 5% D
EHmMFHRANBIREOCHE (EHFEWKRNE. 34)
7.7.2 A

PR BRI W T 28 O EW B IO RE 43 A 2R O S5 0 B RN O F A7 i
OB LM LR, K5% 24 BRHE TICRAERBLI PR LN, F
7o FFRE, MR Ko OFFES gk oD 2R W S O BB BE 3 AR SR ORI I B | A R O R AF TR
REDOHER 2 M L7 R, M mRIIFE A K b&E <. BT, BiK, Mg
JIE & 72> 7z
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7.7.3 R
ENE 1LAHERERBRICBWT, 5% 6~24 Wi £ TR P HEM & 7 fioH be
D 8T.83%IXAREIKRTH -7, 24~48 ]l TITREILE N 0.0%Th - 7,

7.7.4 ki

EWNE 1 HAEARBRICESWT, KA, B5% 24 KR ETICREEDOFY
71.2%dose 23R FIZHEME S 7z, 48 iR & T R PEE =13 73.8%dose T
b, 24 FEB LI O PET DT TH D 2 BN RE N, ENE 1/2 KRR
ToOH G NET BF 2R & Lo EMENRRMITICHS W T, 115 NET BEICHE T S
RAER P PR R, B 5% 24 BERI% E TICIE 74.4%dose, 48 Fifil#% E TIC
76.9%dose TdH o 7=,

8 FEERIKRE M

ARENOFENEZE BT T D ERER X7 > TV 722wy, 175Lu-DOTAC-Tyr3-Octreotate
FHWIEBEFEERR CIX, S HEHEIOFEIZE DS F | in vitro Tv U X
U U RELSL7TSY Mife D F I Vo — P EBFETORERER, LRI F
TAEMKORGE OEIFRERERZFR Lo T,

2.6%7 X/ BEIRIZBEICA OEIKR CHEH I NZEERHERINLTEBY ., A2
BaThd LYV AR LTAXF=0 i RICERERONDIMETH DT
D, 2.5%7 X BEIRICET A HEMERBRITIERS AL TRV, LU KW L
TAX=E, RRICHFEETLDHEESFTHD, M7 I 7 BIT—RICZE LR
545 (GRAS; Generally Recognized As Safe) WAl & ST . FER
ANRBIHEORK E L TAL b TV,

9 BHTA RTAVIZBITZ2ERBROMEN T

National Comprehensive Cancer Network (NCCN)

Neuroendocrine and Adrenal Tumors., Version 2.2020 10

National Comprehensive Cancer Network (NCCN ; 2K ENAE®R R ~ b
T—7) ICXVIER SN HA T4 2 Tidk, #EITHELET/IX iﬁi@‘i@?ﬁ{tﬁg
NETIZX LT, Y~ bAZF U7 FIu Il KB EEBICHELRZY TR IR
LTz um AR, XL SSTR A A=Y U 7T REGHEOSEEITIEARAIZ
PRRT. TEER T3 2 RATHIE. B8R O R S #Rin %, 12 5247 v Re 72
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BIREA 2 WHEA I EFRRER MR I LTS, £ LT, ENETIZB L CTix,
Ve NAZFUoTFa RN @ IREL LN, EOEITHARO LN AITIX
TR AANFA=FT =7, 780 R+ XU FEUVEE, SSTR 4 A —
U TBREETHENIEAKIZ LS PRRT, £ Oflt & L T ERIESCFEB I3
LImpTEE. BEBOEMBBHNBERZ2ENBEINDL I EINR TS, £,
i NET (2%f L Cid, BEREENS K WKEMEE B EITe, hEEERE R )
JEGEMERE CIEI Y~ A XTF T F s (SSTR A A — U v 7B ST ER %2
H3252856) Xid=xn ) AAx, KANINWZ LS PRRT (SSTR 1 A — 2 > 7RGt
TY~MNAZF T T 7 THELESA) . VAT I7F 0+ PRI FE LT
ANRTZF v+ bRV ROLFRE, 7EY r I FEAXRUZ EURIE, T
I x T 2 RATRIEOEENBEIND ERENTWD,

European Neuroendocrine Tumor Society (ENETS)

Consensus Guideline 2016 1D

European Neuroendocrine Tumor Society (ENETS ; BR PN 8 PN 43 W6 Il 155 % &
ROV IERRENTTA BT A Tk, EITH L OSOIEBEOHEAE NET (2%t
LT, Y PRZF T T uZ THENRBDONZEEO “RIBEL L TR
UL AT PRRT BA#ESES T Y, PRRT 1% SSTR oG Icid=xa U A
2B D ZRIGHRE L TRESTbhTWS, £ LT, ¥ NET (2B L TiE,
ETHETY < MR F o7 T a7 B RIETOMRPEO LRV EE, =
B LAANIFIA=F =T LW o iy FIEMEN ZRIpEE L THWDLR D2,
LSS PRRT ZRO®ERKE L THET AL TWS, £z, i NET (2%
LTl EITHETUIBR RBE D il NET (23T, SSTR DR BN\ WG 1T Y
WRIERICHE LG G0EREE LT PRRT B sh T,

European Society for Medical Oncology (ESMO)
Clinical Practice Guideline 2020 12

European Society for Medical Oncology (ESMO ; BN ERIREE F43) (2L D
B SN A RT A TR, Y~ NAZF U7 Fu ZHEEOEENEDOE NET
W L CHERIF ISR DL H 5 L &, SSTR A A —V 7O ELTH NET
T HR|EA T a b LTEESITOR TS, £7o, BTG/ ITER
PEDOFE NET ICX 32 Z kg e LTHER I TR O, FENET (B L Tk, 7&K
REINTRBEETHELLEGSICPRRT 2 E T S TW5D,
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https://www.lutathera.com/wp-content/uploads/2020/06/Lutathera_USPI-20200528.pdf
N Z T T OEREIRA CE
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AN o WA E B F 52 2 (JNETS), B - L EMBRNWIEGZIRETA K7 A
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JapicCTI-173650, % 1/2 FHEE KB : JapicCTI-183869)

P Hall, J D Boice Jr, G Berg, G Bjelkengren, et al., Leukaemia incidence
after iodine-131 exposure, Lancet, 340, 1-4 (1992)

L Bodei, J Mueller-Brand, R P Baum, M E Pavel, et al., The joint TAEA,

=

EANM, and SNMMI practical guidance on peptide receptor radionuclide
therapy (PRRNT) in neuroendocrine tumours, Eur J Nucl Med Mol
Imaging, 40, 800-816 (2013)

D J Kwekkeboom, E P Krenning, K Scheidhauer, V Lewington, et al.,
ENETS Consensus Guidelines for the Standards of Care in
Neuroendocrine  Tumors: somatostatin  receptor imaging  with
(111)In-pentetreotide. Neuroendocrinology, 90, 184-189 (2009)

NCCN Clinical Practice Guidelines in Oncology, Neuroendocrine and
Adrenal Tumors.

Available from: https://www.ncen.org/professionals/physician_gls/default.aspx
M Pavel, D O'Toole, F Costa, J Capdevila, et al., ENETS Consensus
Guidelines Update for the Management of Distant Metastatic Disease of
Intestinal, Pancreatic, Bronchial Neuroendocrine Neoplasms (NEN) and
NEN of Unknown Primary Site, Neuroendocrinology, 103, 172-185
(2016).

K Oberg, U Knigge, D Kwekkeboom, A Perren, Neuroendocrine
gastro-entero-pancreatic tumors: ESMO Clinical Practice Guidelines for

diagnosis, treatment and follow-up, Ann Oncol, 23, vii124-130 (2012)

32



g%

T FULAEFY RELUATF R (Lu-177) EHEE W 5 EE SR O @ EE
fAl~==27 v Z2FIHERK Q&A

L TFFUALAFXY R AF R (Lu-177) ESHEZ W BB E R 15 5 O A
fH~==7 1 [HKXH Q&A

R IR E ISR D R

s

B EmERHEMTEBRGECE T =2 T b

- (Hfi ) BEEBHE O FENMEICE T 2 RS 5 6

B TEEER ARG SR EE 0BT HOWT (EELIREF 70 518 H)

cIRfEIXE WTTFULAFY REUAF R (7TLu), 7 X/ BEIK)

cLu 177 Ik o CTHERENTZREED OGN T IEIZ DWW T






NWNTFILAFRY KL AF R (Lu-177) EFEZ WD
FEFREOEIEHEH~==2 7/

2 iR Q&A






| 2228 FifT Q&A |

1. BRBi#HEE

Q.11 VWTFFUALAZFFYRFIULAEAF K (17Lu) EFBROBREEIZIX, FO L)
RBEREEBERSLETL X I D

A1l VTFFULAFXRY REULAF R (177Lu) HEHIER (LU, RAEE W ET)
F, 1EIOFEEGE Y720 74GBq L G VXLV OBKFEBERT L2 b, &
Y, PR ORARET O ISIZ OV THEY) 2R H#aSE L2 #2545
ERH Y ET,

(1) &5 %/ #& 5

ZARE R 10.1 THIZ R SN TV D SR #E X R N LT,
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SUMMARY OF PRODUCT CHARACTERISTICS.
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par-product-information_en.pdf
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study, Eur J Nucl Med Mol Imaging, 47, 2372-2382 (2020)

J Strosberg, G El-Haddad, E Wolin, A Hendifar, et al., Phase 3 Trial of
177Lu-Dotatate for Midgut Neuroendocrine Tumors, N Engl J Med, 376,
125-135 (2017)

T Brabander, W A van der Zwan, J J M Teunissen, B L R Kam, et al.,
Long-Term Efficacy, Survival, and Safety of [177Lu-DOTAO?,Tyr3]octreotate
in Patients with Gastroenteropancreatic and Bronchial Neuroendocrine
Tumors, Clin Cancer Res, 23, 4617-4624 (2017)

Practical Guidance on Peptide Receptor Radionuclide Therapy (PRRNT)
for Neuroendocrine Tumours. TAEA HUMAN HEALTH SERIES No. 20.
TAEA

https://www-pub.iaea.org/MTCD/Publications/PDF/P1560_web.pdf

T A Hope, A Abbott, K Colucci, D L Bushnell, et al., NANETS/SNMMI
Procedure Guidelines for Somatostatin Receptor Based Peptide Receptor
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Lutathera® package insert, Revised: 5/2020.
https://www.lutathera.com/wp-content/uploads/2020/06/Lutathera_USPI-2
0200528.pdf
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0 1.000E+00 1.000E+00 1.000E+00 1.000E+00
0.2 8.109E-01 1.155E-01
0.4 7.189E-01 1.667E-02
0.6 6.347E-01 2.395E-03
0.8 5.497E-01 3.456E-04

1 1.006E+00 1.026E+00 4.798E-01 4.963E-05

2 1.019E+00 1.099E+00 2.218E-01 2.937E-09

3 9.494E-01 1.158E+00 9.845E-02 1.708E-13

4 8.886E-01 1.213E+00 4.203E-02 9.800E-18

5 7.864E-01 1.230E+00 1.746E-02 5.5678E-22

6 6.983E-01 1.245E+00 7.072E-03 3.174E-26

7 6.169E-01 1.240E+00 2.815E-03 1.806E-30
10 4.020E-01 1.181E+00 1.634E-04 3.321E-43
20 7.053E-02 7.657E-01 8.289E-09 -

30 9.727E-03 3.765E-01 - -

40 1.199E-03 1.627E-01 - —

50 1.341E-04 6.571E-02 - —

60 1.482E-05 2.494E-02 — —

70 1.522E-06 9.039E-03 - -

100 1.433E-09 3.648E-04 - -
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Wik 12mg
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Hx1T) L HRET AT &, [15.12H]

9.5 1Ti@

IR SR L T R0 b 2 ik g L wvwa
Lo MAHRIC X 2 BIBORBERBETNORENBE LS
5o [2.2, 15. 1]



9.6 Il

PG SIS T e — L, Rz S EDL 2k,

[15.1Z ]

9.7 MNREE

NREZ R E L2 IRRBERITFER L TV,

10. HHEERA

10.2 EAEE (BFRICEET S L)

A

R REIR - 1585

Wi - falrR T

VASE V.4 2
7 7]
*7 MLk TF
NEEERIE, Z
M N B
[iraes

[17.1.1, 17.1.2

ARFHNDH W EAN S T
LBENDDHBHDT,
PET 23 ad, R
AERIZBITEINLD
FHN DORIEHIFTIZ o0
T (17 FGRAGE ] @
HOWNEZHHM L7z b

INHDOFER PV
NAZF U ZFART
WAETAHIEIZLY,
KRHNDOIEF~ DR
ML 3 A etk
Hbs

5%LLE

5% A i

B

HitE

L (60.6%)
W (42.5%) .
T BRI
il BEIR

W Bt B,
BB, LR
B BCU, B
LR, B,
PId. MUK, BERER
Y

BHE . IR
T, IRERE

WL AR R K
WEIR, SHIEKEL. A,
g, YR, BRI
==

Mk Wk, N
B WESEESM. LI
WK SE S

B, BEE. R

2]

T, 54528,

1. BMER

ROBWERDBH S bNEZENHLDOT, HE 451247
VL B SN EA IS AT 2 7 Sl 2 L

BEfT) 2 Lo
1.1 EXLEMEA
11.1.1 B3

V) SERRA (28.3%) . UMK (22.8%). #lil (11.8%)
ERHODONDLZ DD D [7.2. 8.15H]

11.1.2 BigeEE

AL (4.7%). M7 L7 F= o8N (3.1%) %78
HobhbI bbb, (7.2, 8. 28]
1.1.3 EHELRERE (1.6%). aMEHEMEAmE (HeE

RI)
[8.3%18]
1.2 ZDIOEIER

5%LL 1

5% Al

B

W EE -

WBGE. FERE . AL
B, T

aERer -

CEAMEN BiFE, O
BEMQTIIE£K., i
FEL e, WAL, L
BIR, 3T &
ME, St ) —
¥

pu
=
|

M PRI, MLER
R, BEAK, KE
£, HIMmERR

JFF i -

JIFPERE . ALPESNN,
ALTHI i, ASTHS
. ke yove s
win, y—GTPEN,
FFUATIF—F
5

FkaR

fict -
P

BERR . AR B v
BTIHE., 7Y anE
rav s, sl
BRI, 72 N —
VAR T AT T L
MUE, ) > FRILAE
i = Bl N R PN 1§
JEL K MU Y A
fE, ML) 7 KA

RVE V5
R

i, R, .
Wi, BRI -
S M.
iR

TE BT B0 L B I REA BRI B
A
&5%@%&%@&\2 -
. BEIE)
BT, %%

[AI#E D F v, RO
W, IR, A5
M. A, S K
oo FEE IV,
B A B, R -
WE 4T NVIT Y
W L BRI,
KMMEFE. 8.
REA . )

ZOh

14. BRAEDZEE
141 ERBRSHOEE

DTFoREEICLVEG T L,

INA TIVONEE A AR L D574 o~ LI L.
TR 06359 5. AHI3.7GBqE %G+ 5541213, N
AT VAR R ERY . W=E12.5mLIZH/ICiE S 5,

15. ZOMOEE

15.1 ERARERICE D 18]

BOHEEE I L) . DRGSR CEIA T EE O A Y
LURESED D B0 [2.2, 9.4.1, 9.4.2, 9.5, 9.6&H]

16. ZEHEHEE
16.1 MAERE
16.1.1 BEERS

V< N AY T U ERE ORI L R H A
HARANOBILE, BEIUIMMEAN SRR EE (66#1) 1IoR
#17.4GBq % Kl 5- L 72 & & O P T s B AL ) O
AR DI EHE ST XA — 7 U T D EBY ThHholz,

M1 AHI7.4CGBq % H Al G- L 72 B o I ik v i S i i i oo
# (n=6)

0.008 -
0.007
0.006
0.005
0.004
0.003 -
0.002

0.001

0. 000 T T T T T T T T T T T g 1
0 10 20 30 40 50 60 70 80 90 100 110 120 130
(h)

Biological (%dose/g)
Mean = SD




K1 ARHI7.4GBaz B G L 7zBR DM RE/ T A — %

Crnax Tmax AUCiast
(%dose/g) (h) (%dose * h/g)
0.00639=0.00107 0.34£0.09 0.0191£0.0029
t1/20 ti/2p CL V.
(h) (h) (kg/h) (kg)
2.40+0.309 | 58.4+4.55 | 4.88+0.738 410+68.6
PRl = R
16.3 o
16.3.1 IRIRE
V'~ b RS T U ZFRG O YIRS E R Y AT S

HANOHALE ., BTN E s & (661) 124K
#7.4GBa% HEIHE G- L 72 & & D &AM 351 2 Wi 13

LFOEBY Thor
i A& Sy o & Sy
b (Gy/7.4GBq) Bz (Gy/7.4GBq)
i 0.14 | FabAmeE 0.16
R 014 EE 0.13
i 0.15 B M 4.20
fiti 0.15 iz e e 3.42
A5 014 %A 0.15
ol 0.16 9Pt 0.16
Jitgi 1.83 T 0.17
JiEE=ES 0.19 ] 0.14
i 018 |HA 0.15
EIE 413 | R 0.18
i e 0.16 BT E A, 0.49
N 016 |24 0.23
L E R R 0.16
Faheht (Sv/7.4GBq) 0.49

16.3.2 MIFZ /NI H#HEE
JFEFENVTF 7 0t XY LA F PO bldES v /37
IEREAER1356.9~72.3% CTdH - 72 (in vitro) o

16.5 HEittt
VR bR T VBRI O IR L m R A T 5
HARNOEALE . BTN i g B (661) 1IoR
#17 AGBq#x HIAFE G Lz e &, %5488 £ Tl L
7o RE D73 QU AR I HEM & I 7ze [9.25 18]

17. ERERARHR
17.1 B3R ORLMHICEI T 2 38R
17.1.1 ERE I/ IHHEREER (P-1515-12)

V< b A Y F VARG O RN RE SRR ER A

T AR . BESL R AR s IR R T A RS, )

TU/TNVE SV EAETETE O T CAH] (7.4GBq% S

WM Che R4 F TRumEIRNIES) OB e r

a9 5 2 Lx BI L L7-IEEmIER BEINEST AR %

9@]—”@ Lti“ﬂ% 5>O

FEEMIEE & SN amER (1660 K O BN 75

JESAER (51 1ICBI 22502 [90%FHEX ] (%) 132

NZEN46.7 [24.4,70.0] K 0U60.0 [18.9,92.4] TH -7z

B, AREN O ) B BRI WSS g T O dRe v 4

W BRI B B EMRITZNZENIT.5% (3/861) KO

50% (1/261) TH - 720

BEIEFNZ15BNZGED S 7z0 EARBIVERIZE.C116 (73.3%) .

) U SERALLEI (73.3%) Thorzo [65.. 10.22:H]

ED) AV axy7F LA F R (Mn) #HWEY VT
75741280V, CTXIIMRIZ & VARSI N/2d X
TOBWIRZN, IEHIFELD ORI ED 515
ZkEkEn,

12) FEHE )RR O RAT R ICHIE U 72 SR A TR IR O B G
M7, 2 OKi-67 index=<20% D HBE I E L SN
720

11:3) T HK1000mL A L-1) ¥ Y IRRRIE25g L UL-T )V F

= VIRMRIE25g D H % EH Y L i

T 7 b LAF FRFIET > VAT N 2 0t 5 %

Vi, LN oMIMIdEE T 5 2 Lk sz,

- RIFMERBEREA 2 P LA F FRASULZ L
I 7 PR AHIF S 062 5358 £ T

S AL i K R e R Pl Al 5 N e R P
HIHT 2> H 4R % £ To

5 58 FRAL AT Hh s 1R N 3 WAE 5 SR B AR+ & b

LA F FRAIBOmg & ARG OB H R OARF$ 54T

T\ 34 [H] 1] B C R 145 57 © S K600 1] s A 4% 5- 3

LI klIniz,

14)

15)

17.1.2 BN E N EERRZER (NETTER-1)

7 LA F FEGHRICHMEL 725y < M A Y T U2 H/R
R PEED DY) BRASHE AL PR RS % A 3 2 AL R N 4k
[ D (22961) RIS, AH] (7.4GBq % S [H M b
TR E TRIERIRNTES) &V 2 v/ TVF= &R
W L oG VL EHEY 2 M LA R (i
7 N LT F60mgx 4B IR CHRMNES) OFRER
TEWEIET A2 L x HIVE L IFEElEZLiEyL e85 T
FHRER % SEH L 72,

FEFHHEE & SN EEEAFHE (PFS) oy fl
[95%FEBHEX ] (I H) &, KFIEHETRBNE, HIEHETS.5
[5.8,9.1] TH Y. KRHAIWETHRIHE L LK L THREMARIIC
HEREEZRLE M= FIb [95%EHIXH] - 0.177
[0.108,0.289] p (Wifll) <0.0001. JFEM Hllog-rankifsE .

mKHE (D 0.05).
X1 PFS®Kaplan-Meier i

100

80 IS

60

40 Jo—

20

% of Subjects Progression-Free Survival
.

0

T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
Subjects at risk

AFlEE 116 100 80 61 43 34 20 13 6 3 0
AR 113 81 50 30 18 1 4 3 1 0 0

RENAHE G S N7 11260112 BTy BIERIZ10261 (91.1%)

WCERD SNz FERBIVEIZE.L666] (58.9%) . WEM-51%1]

(45.6%) TH o720 [65.. 10.25H]

16) EHEA 7 N LA T FEHI20301330mg % 3~ 438 [H] [E] s
THGHIRBETPRO SN BEIT R E S/,

7)) JEFSEAL S A OKi-67 index=20% D HE A & &
iz,

#8) WO 7 3 B EA] (2000mLELT) @9 B, L-

VY U ROL-TVF =y OEHEEOARH36glL L

POFNENDOEHEN24g% FIRE L TROZ VD

DERNLIE L ENT,

7 LA F FEFOEEGIE. DUT ORI LT

HIEEENT,

- BRI RERE L 7 b Lot REG  RER S

O6HMFI A S5 H F To

CERERERELE 2 b Lok R RFIFR G 0 241

MR H 4R 2 F Co

E10) it A 7 b Lo F FEFI0meE AFITG 0% H K
DA HN % 5T 1 1408 1] [ B C AR 2 AL 70 S iR T72
SERANIRS S5 2 L & Ens,

19)



18. EhEE

18.1 fEAF
VFFIAFFY FhLAFF (L) &, V<Y b AFF
v EFHEARTH HDOTA-Tyr*-Octreotate & 7Lu (V75
L OWEEFNAR) OETH B, WVFF I At FY R L
LAF R (ML) QY PRAYF U ZH/MEY 754 71~5
(SSTR1~5) ® 9 b EIZSSTR2 & DfEA % 4 L CHES M
WCHER L, YLur b SN s N— Ik 0, JEE
PHIER 2 RTEZ 25N Twh,

18.2 SR
VFFILAFF Y RMLAFEF (TLu) 1E. SSTR2BGMED
7 v MEREHRCA20043 M iutk = B TR L 725 v MZBw
CHESHEHIEIE A % 7R L7z

19. AR SICET 2L E
191 WFFILFXYRMLFF R (L)
—f% VT F I AFFY FMLAFF (L)
Lutetium (*’Lu) oxodotreotide (INN)
73T CesHerN101082 " Lu
7 F= : 1609.6
Lo

co, i

v oH
Lu-177 | O

(]

(LI

Co, Co,

BBLER R (TLue LO)
- W B 1 6.647H
g B

CERBMIALE— 10.498MeV (78.6%). 0.385MeV
(9.1%). 0.176MeV (12.2%)
CERYI AV E— 10.208MeV (11.0%). 0.113MeV
(6.4%)
CIRER
I VAT fE
(1) (%)
0 100
8 9.6
16 93.3
24 90.1
20. BRWLEDEFE
RANL, EHFEZ OMO TR E I 2 54, BET S

HRR O (BERLELY &)
TrHIk,

. ARERM

21 1 E3GH) A7 FHEI 2 KO b, SYICHE/_T 2 2 &,

21.2 ENTOWRBENSBO THRONTWAZ Enn, #Hik
Wotth, —EROEBNANRL T — 5 DERENL E TOM
X, SEAERRICHEHABREREZ EGT 522128, K
HOMHELE OB RER 2RSS L L1, ARloRseMt
T OERNEICBE S 57— & 2 RENCIE L, 2L<§I D3 IEAE
WCLELHELZ#RLALZ &,

22. A%
25mL [134 7 )V]

E 2 SN

T24. XBBERERVHOADEE

INNNVT A AT 7 —=<BRASH 2NV T 4 AF 4L T b
T105-6333 HEEAREXE / F1-23-1

3 § I ( g:\}
0120-003-293
2{J58 : A~29:00~17:30
(RARUEIHFRERL)
www.novartis.co.jp

26. BERSTRES

26.1 BLERRSTT
BB

FUJ =FI LM EXT7 VL ELEEHAEH

T104-0031 RREPRXRIE 2-14-1 FREIL

* %26.2 BRFEIRM

INIVFAR Tr-Y kR Ett
RREEXE /I 1-23-1

26.3 HiA%
Advanced Accelerator Applicationsft

052205K1



% 3k 20224E7 HELET (45300)
* 2022453 HEkET (552hR)

Bk SRRA

FHxhEAME © 24F

BFEEmAR M EES
87325

ARES
ERFERRIA

30300AMX00288000
20214F9 1]

7 3 BRI

1T iRk

LYSAKARE® Injection

) EE - EREOMTEIZL )T A2

2. B2 (ROBEICEBELEV &)
TIVBREEEOD L EE G sh/7 3 VSR
HESNT L SEIRDPEALT 2 REES D S o]

3. #AR - R
3.1 #Am%
W55 %

7AW T il

158+ 1000mL
AR | L-Y) ¥ v RRRIE 25¢
L-7 )V ¥ = Y IERRIE 25¢
£

3.2 RHD

W5et

T A W 7 il

bax

M O

pH

5.1~6.1

ZEIE | #91.5~1.7 (AEEfmicx 3 51)

4. REERIxHE
WTFFILAXYRNMLFAFR (TLu) IC& 2 BHBOER
6. BERUAE
WHEL RACEVTFTFY AL FY R LA FF (YLu) &
HEA15305 51 & 0 1E11000mL % 4EE ] 220 C i iiEd 5,

9. BENEREZEIHBEICHTIER

9.7 MR
NERER G L7 ERRRRERIZ I L Tz v,
1. BER

ROBMERRH S5 bNDZ ENHDLDOT, BEE 5147
WV, BRSNS A I3RS F kT A 7 Sl ) 2 i
HEITH) 2 &,

1.2 ZOOEEAR

L7z, BEOLTFF v AFFY FRLAF R (VL)

29.6GBad 72 ) O e s (P £SD) 1. 20.7=+

5.29Gy Td - /2%,

BIVE RN AL . ESL R N o I 5 ER 3 &2 15 . 4

Bl (26.7%) 2308 b7z T ABEIWERIGIE.L26) (13.3%)

ThHo72,

1) B OR/NRER R (TD5/5 @ 54E M TH%ICBITEM % £
U %) kURKmZ#E (TD50/5 @ 54 TH50%I2
BITEH % B U A #E) 132N 2N23Gy L UF28Gy & &1

Twb?,
18. ZEhZEIB
18.1 fEA#RF

FHNE, T I BOL-) ¥ VB R OL-7 L ¥ =
VB EEAEL, VT F LT XY FRLAF R (VL)
DN BT 5 PRI % FEA T HE T 2 & & TEBkE 2 K
WT2EEZLNTWD,

19. A2 (CBET 2 B{LZHAER
19.1 L-U > Vi8R
— 4 L) v SRR (JAN)
L-Lysine Hydrochloride (INN)
3 F3 0 CeHuN=0z - HCL
of= : 182.65
b

HoN o}
w on

\ HCI

NH,

19.2 L-7 V¥ = i5FEE
—fk%  L-7 VX = CHEERE (JAN)
L-Arginine Hydrochloride (INN)
3 CeHuN4Oz - HCL
1= ¢ 210.66
bR

NH

[o}

10%2 10% it
W EE — HLIE
ik — BHIR
Mg |l —
Z oA — AT S

15. ZOHOEE

15.1 BRER(EA ICE D 15
NT T REERBAHETRR BT, L) ¥ CEBIE
EL-TIVF = UHBEY G0 oS L ), BmAY
Y AMUEDFEB L 72 L o#G23H ) . BRER (%, I
. EFEEK) R UEXEE (flattened P waves, high
peaked T waves) £ ERI L ME SR TWBEY 2,

17. ERERRCIR
17.1 AR UR2MICEY 555k
17.1.1 ERNEE I/ THEEFRHAER (P-1515-12)
VYN AYF U ERGEOVRAR I EBEE Y AT
% HALE MR P W B B BB 3N AR A G- T l2 BV TV T
FULALTFVRMLAFF (TLu) #2851, GRS

HZNJKNHWJ\OH

|

NH, HCI

20. BURWEDEE
WRNOFRE 725 OT, BOEBERLHF 2 b 0 & OHmhEE
RRETAT L,

21. &ER&M
[REE ) A 7 EBIETE 2 SRED . MUICE/T S &,
22. @&

1000mL x 148 (K VALY =V ROy 7o 7 35— |
TANVATEDLDNLTWAS,)

23. EEXWK

1) Lapa C, et al. : EJ]NMMI Research 2014 ; 4 : 46-51

2) Lapa C, et al. : E]NMMI Research 2014 : 4 : 74-81

3) HAMGHHIEG 4 G HRGEETH  A K7 A4 22016 #Fm



*roa. XBEKERVEVADES
SINNVT A4 AT MRS VT AY AL b
T105-6333 HEAERIEEXE / [91-23-1

0120-003-293
Z{J65 - A~29:00~17:30
(RERUHAEERL)
www.novartis.co.jp

26. BERTTRES
26.1 BLEERSTT

FUJ =FI LM %ﬁﬁiﬁ»ﬁu\%mm?ﬁﬂ%ﬁ

T104-0031 RREHPRXRIE2-14-1 FIRE)L
* %06.2 BSSIRM

INIVTAR Tr-V R Ett

RRBEXE /PP 1-23-1
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Lu-177 IC & > THERENLEZYOUMN A EICOWNT

WTFFoLAFYEMLFFF (L) (WET T8F) OFRICHF
STHRETS "u ICE->THELEINL-EE RI EEYIX. BF D
SPECT ®HHFICL 2 RIEZBMERKOEEALTLEARY £T (EMH
ME., BREARIARE),

HiE. (RIEEVOEFICOWVWT] @ [RIEE®HDINIHICD LT
= ZEZRALET 0,

(https://www.jrias.or.jp/waste/catl/202-01.html)

<bBHEEEEX>
NEEHBEANBETA Y b =T B
REERED REERR
TEL : 03-5395-8030 FAX :03-5395-8630
E-mail : kankyo@jrias.or.jp
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