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Fﬁ HE& Umg"ﬁ .Eﬁt.

FRE & O 5 N
AT TN AN DA ST DIEEEFRIR, Methyl (1R, 28, 38, 55)-8-(3-fluoropropyl)-3-(4-

iodophenyl)-8-azbicyclo[3.2.1]octane-2-carboxylate

A F 730 (PF])

KHNOFH RS, Methyl (1R, 28, 3S, 55)-8-(3-fluoropropyl)-3-(4
-["**Iliodophenyl)-8-azbicyclo[3.2.1]octane-2-carboxylate

A F T8 ()

KEN DRSO 21 EERk A, Methyl (1R, 28, 3S, 55)-8-(3-fluoropropyl)-3-(4-
['*Iliodophenyl)-8-azbicyclo[3.2.1]octane-2-carboxylate

AHA Xy hAF X FE, NMA78, DaTSCAN, DaTscan :
A F TN (P ARG & T D KIEO S
AD Alzheimer’s disease : 7 /LY /A ~ —HIFRFNE
Bq Becquerel : X7 Lb. FRBEOBEEZRTHAL 1Bq X, 1 HIC 1 EOR

FRED RS U Tl &2 B3 2 T RE &

CDLB A K7 A
Vg

LB —/MEBIZEAEIC T A EBR Y — 2 >3 v 7 (The Consortium on
Dementia with Lewy Bodies) D1ERL L 72 Ei K2 B HL e

CT Computed tomography : = > & = — X W@ #z

DAT Dopamine transporter : K/3XI 2 f TV AR —HF —

DLB Dementia with Lewy bodies : L & —/MARIERENE

ET Essential tremor : A HEME:HRHE

GEHC #k: GE Healthcare ff

H&Y Hoehn & Yahr : 73— Y IR OERRAYEIERL /35O 1 2. EWNE TAHR
Bk [NMA98P2(1)ikBk] ~Ci¥ Modified Hoehn & Yahr % 57"

2 BosHE R U 34123, ek Pl eoRENHIeFE  CEEI 13.27 FEH)

2T BFE S v 3125, wFRE Pl OREND THE CREU 59.40 A)

MIBG I 4 MIBG-123 5K

MIBG D & > F | I A4 MIBG-123 {EHHRIT & 2Ol O AR D 5340 B ONEEIE 2 d 14k 5

7774 RYAVSE S e

MRI Magnetic Resonance Imaging : fil% 5 g {5 15

MSA Multiple System Atrophy : 2% & FEZEAFIE

NICE National Institute for Clinical Excellence (UK) : Z<[E 37 [ 9 £ I s EAT AR

PD Parkinson’s disease : /X—F >

PET Positron emission computed tomography : F5 75 7% Hi 7 & i

PPMI The Parkinson’s Progression Markers Initiative : PD D7 F’&LTT@géﬂﬁ"ﬁ”?fﬂﬁji
B2 HeNE S 2 72 0 DO EIFE S it gk I [FAF5E

PS Parkinsonian syndrome : /X—3 >V U JEGHE

PSP Progressive Supranuclear Palsy : #E1TMH:EZ M BOE

SDD Striatal dopaminergic deficit : JEARSER R8I RO .
Striatal dopaminargic terminal deficit & [F]5%.

SOT Standard of truth : HD A X > X — R
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FHAR R OB 5 P
SPECT Single photon emission computed tomography : H.— 7~ Hti W7 & i
SWEED Scans Without Evidence of Dopaminergic Deficit
UPDRS Unified Parkinson’s Disease Rating Scale: /~— ¢ > >/ 25 O [if PR B B E B 43 4R

D 1. ENSE TR [NMAISP2(1)iAER] TiX, Partll GEEIRE/I#A)
EEWT 5.




Ay F ARy UERE 1.5 EJE T FE B oo B K& OB S D

1.5.1 ERX[EHEROERE

Ko FAX v UFE (B — R NMA78 5 LLF, AHD 1%, 15470 (225mL) HIZH %)
DA A7 (P (K 1.5.1-1) Z2HE RSV T 167MBq & A 5 KIEDERHAITH
5. AKFNE, Bt EiRE (LLF, SPECT) (AW D EEE AR A 0 32 T A e i 2 K
mCHY, N—=F Y EGEE (LI, PS) MOV —/MRREREE (LU, DLB) D224 H
I BR%E STz,

7z =)L ha XU EEOIRNTE ) T I T AR —~OFEEHEIC BT D E R,
1990 AERAFHICEEHE SN "2, RAI U b AR—%— (LUF, DAT) (@& ERME 2 #
DT ERHLNTENT. KHIOG RS T B A A 7030 (1) 1, K[E Research Biochemicals
International £1:> Neumeyer (2 &> T 1994 2@ E SN2 7 ==L ba XU ROLAMTH Y,
DAT IZXT B E W BRIt 2 A5 2 E |G Sz .

X 151-1 447150 (B oG

BERSRR RN it E, BEICEGEZ AT MR THY (¥ 1.5.1-2) , DAT ITHSAEN
RS 2 BEMREE R APROKKIBICEFIEB T 5. DAT ZREHREE RS AR O
KBE D END KRV OFEGAHZIT> TWABEEAE ThDH. MEMAED DAT X PS DE
FREEBTHL/—F% Y9 (LLF, PD) , KO DLB IZBWTHIEEMIETT 5 Z &85
ncTung 9,

A F TN (PN ZERT S SPECT WA, v MR % i 92 U VERINAIA 2 & To 3874 %
G L, YA 2 BBET 5 Z LIC LY, BREERD DAT O53A5 & esd 9™ 5 12 O il
Tho. KElZHWD SPECT #fr (> F 777 4) 1%, DAT ORI % Alfifb3 5 Z &
ARETH Y (X 1.5.1-3) , WEAILGEEE (LLF, MRD %, fhoERFPMMAETIIGS Z &h
TERUVEREHFLZENTE S, 1514177 X 518, MRI TIERREEROIREFRY 72 B 1%
Ron7enny, AFICL2EB CIFEREK IR AROND.

riatum AR _‘. RES
BRI, ﬁ%ﬁ@):

s
Putamen —&

SCHR 6) & 0 — Rk

Nigrostriatal (NS) Neuron s
(R AR
Substantia Nigra Xy Vv =4
N

(FRE)

4 1.5.1-2 RE, BRERELOERERSE B S o AhiE O RILRY
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R 7Y LV 51

PD & DLB #%
1513 AFNCELBDAT YV F 7T 74

HREIS

SCHk 8) & ) — ks

X 1.5.1-4 PD HFEIZEIT D MRIE[# () ROAKRANZLDDAT V> F 777 4 (F)

1.5.2 FHIOMFHRERUVAFFICHFSINIEKRNEAK
1.5.21 FFOR/REREICDONT
KENL, > F 777 41280 DAT O4AiZ B L, BEMRSE R RO (LT,

SDD) OFMEMERT 52 LR T& 5. PD XU DLB 1% SDD # 27 2 AR 2R AR AT
5. MEBOEBIIIHER S D (RIFITEDFEEL B E L, BFIRAHEREEL e
T2) B, WTNOBEBS L E—/ME & MEE 2 B AR ESIENIC BT 2 2 & 2R L,

e —/MER) ERBRShDREO RIS TS (F1.52.1-1) 7. LE—/MEDO T
MBI, BEEZE0MSRSETHY, MKEBTHLTWD. AFEZHWDL YV F 7T 7 41
BT, SDD OFEZRTHEGFTRAZ R T2 ENMbN TS (¥ 1.5.1-3) .

#1521-1 LE—/MEED¥E?

ok J73 B A R

Jibi#ER : brainstem type ZHOLVE—/MENRE EEEO—H) &M
o) RRICR OIS0, AERITORMRRIC IS LB L7z

BATHL : wansitional type | gy L o AT (BEESRCO— ) & BTN RN

ABAMAEZ 5 PD &

_mopichy) | WEERSI SWARORIRESRETS
O FE A ;- diffuse type ZHO LV E—/MERERE GEEZO—) %5 Moo
(72 DLB (Z4HY) FEEZ O, KM ECRAZIC b 2 BT 5
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1522 N—F Y UERBERUNA—FVVYUROBHZHOEEY BHFEZHOBER
PSZ, PD TR OEND/S—F 2 Y UhEIR (PD O 4 K Th 2 HeiRg, [EfE, H®H), L8
FIHBEEFED 5 62 DL L2 AT 508 22T 2EEBORIETH S, PD IFHRMRERD R8I >
PRSI O E IC K 5 EEEF A FHE T2MREMRETHY, R—F 0V IJEREZET HE
H ORI 80% % 5D LW THE SN TV D 0 BHARICEIT 2 ARHRIT, 2004 EI2K 7T
NEREICEDE, AB 10 5AYE72Y 1668 ATHH V. =%V ik &2 295 UTHEL O
SER 2 B9 D IEEEERRILER 1.522-1 17T X9 ICBEHEH Y, SDD 215 b L bt o
WCRBIEND >, SDD &£ 5 B, FEARNICH PD $RIC X 21RO HR L 5.

#1.522-1 EBFEERBICKIT S SDD OF K >

SDD %9 & D SDD Z {72 D
R—=F% Y IR PP R —F ) = X A
% R ZEME (LLF, MSA) W PR S — o ) = X
HEATYERZ ErERRE (LR, PSP) 155 /K SEE
VY YR
A REMEAR ik

[EFERY72 PD OEFIKZKiEYE & L CTIL¥[E @ UK Parkinson’s disease society brain bank clinical
diagnostic criteria' 78 — AV B, [EIPN TIREA S5 B1E 5 e K AR IEIE (P S MErk H
(ZBE9 2 RRANISEHE) OBBIEE DA WSS WTFNOBZKEETH TEABWHERE L LT,
BRIRAEIR (= Y ER D 4 Kl (ZfpipdiRik, [, HEE), ZENHRETE) OME) &
NARFRETRL (1 PD 2 K 25ERSE) KAWL THS. LAL, PD OFHIHITIE N —F Y
ERDIEERL T o 2 0 TR EICHEBL LRRICETT T 5720, 2z 245, 202 &
o, PIHIEME D PD BRIV CIEMRERIRZH 2 R — &3 5 FBI R AW T HIEE (A
A~—d—) BEEOHEYRIGFEROTZDIKkD BTG .

IR, BB BRIRIIZEIZ T PD ORI TIE, HTPD i X 2 R OIRREGIZ L > TFER
YHEINDZENRINTEY, RUNBRBAS ERICR>Tnd ™ LasL, SDD Zfkbiev
EEEERBOLE, SMEHIFN, $T PD ELUNOEYRIEEFEZE —RIRE 75720, ZORMN
5% SDD OF A RMICHGET 2 2 L DO TE L HIENRRD LN TN D.

PLENG, BIEDO RN GEBOFEIZAE DETIRRL O 7 217 5 12912, $L PD ORI
KGR L 72 DR E IEMEICEER 2 2 LIIEFICHETH S,

1.5.2.3 LE—/MABBHEORHZEOEE Y, HFELEHOMER

DLB [ ZFBFER &2 LA DEEHFIER & L, A TEHES =% vV HER DS S E TR.O D 4
MR BTH D . 1970 FERIE AT/ H 238 L ™Y, 1995 4EICBAffE S 4172 DLB (2RI 5 [H
BRU—27 g v FICBWTHEZWERE (LLF, CDLB 4 KJ 1) MERSHE . AR
B HHEFRIT, 2001 FOREICL D &, 65l EO@EEEICHENT0.1%TH-7-*". DLB X
LI, AR ORI 09 < FURBAR SR BB S35 2%, PUEE 3~ it %
BTD. FURBMREA~OBBEIEC LY, S—% Y VREIRE O HERINE RAER S EAL L, B i
BRI BEAEESNE LR T T 258%03 00, 7Y g <~—HERE (LLF, AD)
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L0 LR AEEICHET 5 2 L3 k0 b Tn5 2Y. 72, DLB I, AD XV Hfisf)ic
LM 415, FEHIC L AMRIZ 2BV VI HERDHY P, HEENFEERTER LY, A
WENOMRZMVIR LT T 5%, AD CITRRSTZHKNRFBENR DD, oD Lnb,

o W RIS SRR T 2D 5 Z LT, IEROBSRLFEEO A KIZ O D ]
REMENE <, EREORKBICEDOEIIBEEE N 7 DDz, DLB O RHRZENIIEFICEETH D

21,22)

CDLB # A FZ A4 (1995 ) OREZMBEAIE, FEEIXE (587%) 23, REEEMMKL

(22~58%) ¥, DLB # R L TWBZ L Thotz. ZH&EEE X, CDLB H A KF A 223 2005
FIZHEIR YL LTROEBYVRITENTEY, ZORETTIEDAT ¥ > F 75 7 412k HEig?
Wk RS B2 RBER & L CGBINE N7z, BLFIZ, CDLB A K71 V5 3 Hﬁ@*@ﬁ%%m#.

1. SRR - AT ORI RERE E N FET D

2. FRIER  OEBESREE L~V OB 280 2 £ O BiEMEOFRIIFERE, OV I3 XIH,
@ FrRtEo =%V gER (2 DLL EFFET AT probabale DLB (DLB (FIZMEFEH]), 1
D TH AT possible DLB (DLB &\ ) ]

3. EEIR : OREM MEIRITENGE S, QEERPUEMmE~OmEE, @SPECT X PET T/R
S D IERLTD DAT ~OEFIKE (1 DLL EOHFZIERIIINZ T 1 DL, EOREBER A
&AL probable DLB, HHZERD 72 < TH 1 DLL EOREBAER A 411 possible DLB &7
Wr. JREBAEIR 72 1) Tl probable DLB k%Lﬁ’C?—?iﬁb\)

4. SCRHELR R0 IRTERE & AR, Bt OBBREE e BRI, EE A AAMRREE, R
R 22 A8], SRS L5, 319 >, CT/MRI TR S5 IEEE PR O TERE S FLik AR HF
XN TWAHIREE, SPECT/PET T/ S 415 %REASE CTO Mt SUIFEH O 2K T, IA4
MIBG-123 EHHRIC L DZEZFHRE (LT, MIBG Dfhiv > F 2777 1) TOLRICEBIT D
RN T, W COMBELE D i PSR 4 11 5 & foc%’%iﬂz

5. DLB O@2Wia XFFLRWEE « Ml E RS, Mo K% iﬂ“w’%%@ﬁﬁ, AT L=
ﬁﬁ@&%V&of@@fﬂ~%VV/F%WMﬁbk

6. JEAROBEE : FRENFEN /S—F 2 IER ORI EIREZ t;otﬁ# DLB t#2lrd 5. @
SiEZ {9 PD & OXBIN B FRERClE, FEHEDFIEDN S—F 2 VIERDOFIEL D 1 4
UNDOHAIEZDLB &35 [1EL—/] ZHWDZ E0NHEEIND.

SRIBFEIRIZ G S 41D DAT ~OHEK T OA AR T 5 72 DIC WD 3HANL, AR TIHERK
WTHY, £z, 15253 HIZHBRT D XL, FHERICFEH SN TN D MIBG Ly v F 7
77 4B LT, EANTIEI A MIBG-123 MK (LT, MIBG) 23S sMEH 40Ty 5 R
T 5. MIBG DMy v F 27T 7 ¢ &< &, ENICHIT 5 DLB 2B IE AR O A2 T1T
bEBLEERVIRILCH 5 2.
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1.5.24 BN COBKRBRERVERARBICEXYRINSFFICHFINIBERERY
ARANCHAFRF S NDERARHMEE LTUTOARET NS,

1.5.2.41 PS QRS

PREIR D DAT 3 BifIX, PD (U DLB) ORFRIEIR DI FIET 5 BEFEIZH W T, BEICIER O
SUTIETFTLTW A ZER@mE SN TWD Y ERNATOE THRE [NMAISP2(1)ilEh & O
CY96.FP. I #kk] Tix, D PD (Il PD) BEIZBWT, /S—F 1 U BUHIl O
FIRIZB T WAL RERBKTFARINTEY, BERM CORROBWIEREZ RS 551
IRENTND.

AH O FE RS [PDT304 RBx] T, /S—F2 Y =X LOHMEREZ ZT 5 EE%%: 3
ERBIZE L, 3 FRDOBKRZ Lﬁ%ﬁ@x&/&—% (BLF, SOT) & LT, ¥R OEEKZ
EARANZ L B SPECT Wit OR2WIE R 2 ik U7z, BMEIC X 2 ERR 2o R J OVRF B 1
TN 93.0% KN 51.6% TH Y, KAz H 7= SPECT BiEH ORE K OFRE 1T ZNEh
78.0% KX 96.8% Tdh-7-. Tihbb, HKZH c:zliﬁlJ%ﬁ%u\f: SPECT {42 L % SDD (2R

HIEMAEINZ 5 Z & C, B ORMEE: PS BFICB T 22WORREN M L35 2 LRS-,
i, AAIZEHZ SPECT HEifgat i, n/umﬂ”émiﬁ PS HEIZIBWT, HLPD HIZK DR
WDV BB I AT B 2 B EN L 0 BRI+ ECHATHD Z & 2R

S5, WAL/ VAR [PDT 408 3R] TIX, WS KieE7 PS BE AR &L, KAl
% V72 SPECT i Rese 0N BF B BLOHIWNC 5 2 5 B DWW TR MM OBHRE AT 7. &

DFER, BRIKZEOZ TRIE LI BEEB O EHT, AHIZ H - SPECT BEif§His O @asinb
STeE, BIERIO 72.0% @85 #1) 128\ T 1 DL EOG#EREN S il /2igf OB th

(41 ) , WHFOFIE (18 #) , FELTWmAOHI 28 #) %) . 20X 51T, KAl%
7= SPECT B FE IXERIR 2GR L » HEN TR Y, W KiEE e PS @@ﬂ;ﬁﬁém - SI
THHTHD Z LRI NI,

ARFNZ &% SPECT #i#EA% SDD 9 PS OBZWiZI W THHZRIEME 2 5 AlREME & LT, /N —
XY UERD 4 Kigde (ZERHRE, EiE, EE), ZEEE) 055 1 DRI NLN
O FREROF AT 2 Z & DNREERIGE, 4 KEHED 5 5 2 D0MER S 415 2381 PD DX
JEHER B E D R OSNRWD UM AR RS A7 EBNBESIND. £, RENLEREAHN
BRE (LLF, NICE) OfERR L7 PD 23 A K71 12iE, AANZ XL D SPECT i3, SDD %
££5 PD BIHUE B L ARREMEIR . (LLF, ET) DEFNHALD L FEH ST D 2.

PLED G, BEFORKRZED & g L7236, AFNZ K25 SDD Ol PS DOFE R DB
BWTHEOEWZKHEEEZ LD, Liz-T, ENTHLARANCEL S DAT > F 777 ¢
WIS FRE & 724U, B PD SIS LB B I AR E e BE 2 P ED L0 EMIHIETT 2
ECHERRERERD ZEDIIFE IS,

1.5.2.4.2 DLB OERE#IZ

probable DLB X possible DLB (SDD & V) DF§{# % £ 058 e 3 I TNZ non-DLB (SDD 72
L, AD X% VaD 72 &) ORe#Z FrofRAE R 2 55 & LoshE IAREER [PDT301 3Bk] @
fa g, 1R OBIRZW 2 SOT & L7258 OAANZ L % probable DLB D2 KrAG LI, B 78.5%,
FRELE 92.8% Tho7-. S HIZ, PD XU'DLB (SDD V) XiX AD (SDD 72 L) % /RMEd 2 b
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IRIESR D & 5 B UTERER A G & L, HREOREZK 42 SOT & L7-iEshEN 3385

[GE-001-Walker 751 OFERNS, FEEN 77.8%, FrEREEN 84.6% ThH Y, ERIKZWrOMERE (&
JE 2 77.8%, FERE 46.2%) & EAS EHEIN TS, Lzd- T, DLB %% 2 56 0k
WCAANTAE R TH S %, £7=, NICE OERK LTZiBEEBIR T A KT A 2%, AANC X 5 SPECT
AT, DLB 28D LW ORBKNIEL D, b & LTn5s 7.

CDLB #A RZA V3 i *ICH\\ T, DLB OERRMI 22 KA & i b BB 2R T k% B
Th 573, WM B IXHEZE H 2R\ T DLB ORI LR A £ EERQERTH 5. REEIEHE
DoH, EgEZKNIZ XS SDD OffEd LIS O BITERATERIC X 52 EEETH 5720, DLB OJFkE
EEBINRT Z O TE 5 RIEE L SDD # R CE DEBMEDHTH L. il b1
DO HEETE B 235HERR S 40 possible DLB & 2l S =540, AFNC X 2 i © SDD 23esd S i
probable DLB & 72 5%, YM3%iR#1E DLB % X 0 EfEICIEE T2 ECHEE 2> T 5.

Lo T, ENTHAFNCKL D DAT > F 7T 7 ¢ iNFERERTRE & 7eduid, ok & [RER D Rz
HEICBT 250 FIRE & 72 ¥, possible DLB & & S AU/ JEFIIZ DU T, probable DLB & LT
OFFEMEZ BEFIE A L 0 BB 5 ECHRZRIERE 720 Z E R HIFE SN S.

1.5.2.4.3 SWEDD D4+

WSS MAREER [PDT304 3ABk] TiX, ERRZWCPD &2Mr &7zl bbb FARANC X 28k
A THEE DR (SDD MR SR JEFIN 21%HESTEY ), 26 0#E 13 SWEDD

(Scans Without Evidence of Dopaminergic Deficit) & FEIZAVAFIZE L W2 B2 efit+ 5 2 &
Lotz

SWEED (32 iRt/ ET %2 Gie L 2 5N TRV, BEFOHKZH CIZPD Lz sh s .
AFNLPD Ao 5 BELM XTI PD & HKZE SN BELM DS SWEDD Z R4 25 Z LA
A[RECTH Y, PD HBF OMEY) 2 BE B, SWEDD JEFNICI T 5 EH e bt PD HOE W& 5 o [alkt
WEST5Z Ll sns.

F7o, LFO HIZFET X 512, HiPL PD Hoi55 Cix SWEDD ZBr4 LT PD &% LV IE
el NY—325 2 L25, BHPIPD OB ICKLEIC D L EbRS.

1.5.2.4.4 $i¥i PD EDBARE

UL4E, T PD HRICBIT 2 EE O BRI ZEIC B W CRIIOIRIRBIIAIC L > T PR ALET D Z &N
RENTEY, PD O CIXRENARBMG A ERICZ2>Tnws . UL, PD XU DLB Tik
BRI AU S < B2WDs, F8AE R CIXREE /2 7 — X %\ . BIfE, SDD %5 O RN HBRAT i
FE#% DOFIRTHID THERB SN D78, BEOELFHIZ SDD & KT 2 1 i & f2 4t C & 5 2 Wil
EARIZITR L, ZORBPLEEN TS, ERRO X 91T, AAIL DAT OE{kIZ X 5 SDD O
FENIEREZTRIEL 5 2B CTH Y, BFICHETH2MOBKRIGEHR EOFHT N, EAENZETTT
EeEZBND.

L PD HOBIBICAFIBFIH SN TS HEHIE LT, BHA, KEROKMOF 10 f&ET 2006
FEIZPAA E 7= TPRamipexole On Underlying Disease study] 738 % *%. Mi%#BriT, 5.4 PD %
535 Bl & k5, SEWIRIE O BAIARE O1E I K B SRR & L9~ 5 Pramipexole O 55 IVAHFAER
Thd. BIRFHEEEDO—>L LTR—RAT A UL 15 EH%IZ, AFIEHWS SPECT %%



B b AF oy L L5 RRJFUE L o e M OB 56 D e

ME L, DAT % EDZEAZ iR LT D28, AEIDKGE STV o0 H AR TIE Y a%a M 2 F20E ¢ &
7, BN & R H OTEBER A T T b.

S HIZ, 2010 HFITKE, EE, ME, XV 7 EOA—A KU 72T [The Parkinson’s
Progression Markers Initiative (LT, PPMI) | 23BH%A S 4072 °%. PPMI IZHTHLHT PD OB S I1c A
72 BB 22 RS (S A~ —H—) OEREZAETHHDTDOT O AT T 4 T4
gk FEBFZETdH 5 °Y. PD A 400 5 K OMERERA 200 i % OY SWEDD #J 80 il & %512, A%
FHIBE R O FRmA (Mt d, mgme, Bia i) 29898 LT 3~5 FERlicbh7
Y FEREE T 2 BHRA T 5. PPMI O HE{EMA TIIAANC L 5 SDD OMANFHEIER & 72> T\
5. AANZ X DA R ORRE) 72 2840 & BRIR T Otk s 20 S S TR RESE R 38 A8 32 00 B a1
ROMANERMIND Z LT, ImVRER, ARFIDSHHET PD 3O B OFEHERNFEGEE & 72 5 F]
REEND 5.

PULEDD, Az M5 SDD OfAlE, Hr#ift PD EOERIZISWT PD BF 4 X 0 IEMEIC T
YU —=F2 ECTAMRERERD LM END.

1.5.2.5 APBORR&KYRSNIEBRZHOLES

1.5.2.5.1 ZAHOD PD ARICE T 2EZZHOLEMRIZDNT
BHFAFIIRBEEOARIHDICH 2L LT, AW TT 25 PD Thd & OF8i#%E

Flo7ony, IZ T ANGNRWEE L, EHROERKERBEAZ2Z L, ZORER UREE=Z T 5
Z LY, EEIRIREBMG ORI 2 KT REEE S S D, ARIE VD EGRZENC LY, BEIC
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T D SPECT EfgHt5 DRI 97.5% (154/158 i, 95%EHAIX M : 93.6~99.3) , HFF¥LFEIX 98.4%

(61/62 B, 95%15HEIX M : 91.3~100.0) TH-7-.

AFH & DORRBEARDBEE TERVWAEEFLORBLRIL % (15224 41) THY, 1%L HIZED
LA EFRRIL, B, EEREDEV, EEEORER Cho 7. EERAEFRL (R—F
VR OEE) 1 IR BTN, AH L OREFRITIEESNTEY, KRANTZ S THAEN
N D Z RSN

(5) FHUIFHFER [PDT03007 &k ] (2000 4 1 H~2000 410 H)

FIFHFER [DP008-003 iR ] ORFM Al GEEM OHEERE 2 x5 & L= F IAEFER [PDT03007 7
k] 2 9k L 7o ARAI 117~184MBq % HiBIFRIRIN % 514, & #0812 -D W\ C R ITAERER [DP008-003
AER] COMRBIFI & DFED 30 57U, DA TOARAIF 5-1% 3~6 K] O #ifH C SPECT %
WL, ARFNOFNMER O M2 MEE L7z,

FERHmIE A (X, SIS [DP008-003 3R] THUS LG (LT, AFyv 1) 202
FERRICARBR TS L-Ei (LLF, AX x> 2) B2 LEROEE Bk Rkl o
VEHED T o7z, PS 3, ET BEKORFEMRAICBNT, AF vy 1 &A% ¥ 2 DOfF
BT D8RR L O S EMEIC A B =TRSO b v o 72 (p=0.307, p=0.994, p=0.757) .

KA E DRRBRNGETE RWVAFFRORIERIL, 6% 2314) THYH, BOoLNTAF
FRIL, B, 7T 74 7% 0—E, BEEOE W, RS 1 FlTholm. EEIEE L
HESNTAFEFRIROONT, AFTLZETERERS D Z L BRI L.

(6) FHUIFHFER [PDT304 3R] (1999 4 1 A ~2005 46 H)

NR=F Y = X LAOYMER A2 BT 5 BE KON 2 5t 5 & L7z B MFAER [PDT304 3K
Bl #FEMEL7-. 0FHHE, 18EAH, 36 A BICAH 116~191MBq % H[EIFFARN 5% 3~6
RFLC SPECT Z 4% L, AHIDA ZME KR V222 EE L7z,

FEFHEE B (X, 36 B A®%ROEKZHZ SOT & Lz &, 0fFHBIZBIT M L340
BRI K D EM N T SPECT it s Kk VR i =R T OIEE M T SPECT Hif§Ht s DIk
FEROWERECThH o7, N LT 34 DOFHEIC XK D55 F T SPECT Hifgiti DR CE¥fHE
HARERZE) 13 77.9910.555%, FrERE CEEECAERERA) 13 96.7710.000% TH 1, 1RERFEH
RS T SPECT {4t DRI 80.3% (57/71 B, 95%(SHAKIH] : 69.1~88.8) , ReiLAE X
90.3% (28/31 #il, 95%(E#HIX[H : 74.2~98.0) Th 7.

AH & DORRBEARDBEE TERVWAEEFLOEBERIL 7% (13/17961) THY, 1%L LIZFHD
LA FFRIL, T, O, EHEALME, FEEO DR ORERE Choe. WITho
FRHLWEVIITEETHY, AFNILZETERER S H 2 L PR SNT.

(7) FHUAHFER [PDT301 #ER] (2003 4= 11 A ~2006 4 6 H)

FRHE D Ik B OVEIR & 325 BB 2 k5 & L= B IAHRER [PDT301 #5k] % 966 L 7=, AHA
121~287MBq % Hi[RIEFARP £ 574 3~6 FERIC SPECT Z 8% L, AHKI DA %K OV 2 & HiE
L7z.

FEFHEE B X, MANRER O 12 &A% OB AERFORRZW 4 SOT & L7z DML
73R OFHEICLDER T TOARANT X 5 SPECT Wi Hi & O IKE M OV B T - 7-. probable



B b AF oy L L5 RRJFUE L e M OB 56 D e

DLB %f non-DLB {22\, fHANKOKZW 2 SOT &35 &, KE (CPAMHEEEERSE) |
784+2.71%, FREE CPHHEAEHERS) 12 90.1+1.43% Th-7=. 12 & H % OBHFHER O
IK2Wi% SOT &35 &, B (CEYELARMERZE) 1% 78.553.97%, R (CERAMH S IEHER =)
1%£92.8+1.90% CThH - 7-.

AH & DORRBARDEE TERWAEFZORKBLERIL 3% (9326 fil) THY, 2 HILLEICHEBL
LI-AEFESE, Bo3 4, mME2 6 THo7-. WTFNOERLIBETHY, AFITLZETER
RS D Z &R STz,

®) bVt [(PpT408 wER] ] I 7 2l =] D)

RMeE PS A (BIRZWIATHEE L TR, N—% 0 Y U ERZ 2T 58E) 268 E LIH
Mb/IVFEFER [PDT408 #BR] A 92k L7z, AHl 114~187MBq % Hi[EIFHIRN G- 3~6 KFHIC
SPECT %Rt LT, AFIOEGEKAA HMEZMEELT-.

FEEFHGIE B (3, 24 EH R OKZHi 2 SOT & L7z & X OISt =SB ICBIT 2 EEMR T
O SPECT B HE5 DIRE K O T > 7=, SPECT B Hi DRI 97.9% (47/48 1], 95%
{EHEIXH : 88.9~99.9) , HFEFEIX 76.7% (23/30 5], 95%IZHEIXM : 57.7~90.1) TH-7-.

KA E DRPBRNGETE RWVAFFRORIRIL 2% (2/1206]) THY, EF, TH, %
FERZANE 1 P ThoTe. EERAEFZIINEREOC TR THY, AH & OBEMIIAR & fE
SN, YIEBNINGE CH o272, TOIERTH D LRI, RFNTLZE THEEMEN
bDHZ MR INT.

(9) HEIVAHRER [PDT409 #8R] (2006 4 10 H~2011 41 A)

Kottt e PS BE (HRZWIAHEE L TR, R—%r Y Iz 2T 5H8) 28 E L1E
IVHHER [PDT409 Bk % 30E L7, #BR#H 4 SPECT Eifg 2t (LLF, Bt & IEm
G Wt RIS 50T, ARAIOERIRAYA M A MRGE L 72, SPECT B2 Wit TI3AHAl 121~203MBq
Z BRI G L, 3~6 FEfIC SPECT % 4 L7-.

FEFME A X, HANRENS 12 8% F CICHREHESE T I NHREOEAEThH o7, Y

HBRE ORIGIE, BRZWEE 50% (58/116 ) , FEEIR W REE 31% (40/128 fiil) TH Y,
ERZWEECHREICE -T2 (p=0.002) .

AH & DORRBEARDBEETERVWAEFLOEBRIT 1% (11224]) THY, B 161 ThH-o
7o, UEFERIRETHY, AFIXLETHARENH D Z L PRS-,

(10) [EATI2HER [GE-001-Walker 5] Q| =] 7~ Gikigetn)

DLB 4, AD %, PD B L O &2 x5 & U7z [EAR 8 0ER [GE-001-Walker 358 ]
28 Walker 512 & - CTHEfi S i, BIEBAKGT CTH 5. AHF150~185MBq % HEIFFAIRNE S L, 3
~4 WFIC SPECT Z % L, AAIOA A Mgt L7z,

EERHMIEH X, HMBZWE SOT & Lz & & 0WIORKZ W X VEM F O SPECT gt
DIEER RFRETH T, fﬁfif‘ 23 FIOFHRMA RSN TRY, ER22T —Z 1% 22 filn
SRFHLILTWD. PIIOEFRZ W OBWIREEE ITEE 77.8% (7/9 B) , FFEJE 46.2% (6/13 f]) T
otz —J, KHNT XD SPECT {%EJ‘E%@E%UH%E VXRREE 77.8% (7/9 1)) , FFELJE 84.6% (11/13
Bl) THY, PIWOEKRZW OBWAREE & ik 2 LIEEILRSE TH Y, BREITE o7
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1.5.5 HEICAVWSEKRT—2/\vi—2
RO B HHRT — 4 /3 7 — VOO E %, PSIZOWWTH 1.55-1 12, DLB 122U

TH 1.55-2 1ZR-7.

#1.55-1 BRIRT —2 Ry r— O OEE (PS BiH)
EH A
SN NMA9SP1 (55 1) (BHEED CY95.FPI (55 1 0)
REERACLT 5 W& A W& fERERRA

HKEhe, et

58 : 144~216MBq

5 : 88~128MBq

A, ek,
ik - & (BRR)

NMA9SP2(1) CGEIIAH) (E&ERD
x5 PS B, ET BHE
B 162~188MBq

CY96.FP.II (% 11+8)
*t% : PDERE, A
B hHE : 97~121MBq
PDT02005* (3 11 4H)
*G MBI ST = X LB,
Fibd i 5 9% FR R
BehE : 125~174MBq

FnE, ek,
ML - & (EE)

NMA78P3-1 (51I14H)
%4 . PS ¥, ET %, @A
$e 58 0 112~120MBg, 188~200 MBq

DP008-003 (5 TI4H)
x5 PS B, ET B3, EERA
#58 : 111~201MBq

PDT3007* ((510FH)
x4 . PS B3, ET B, A
e 58 1 117~184MBgq

PDT304 (GEII#H)
RGP PS B, fREERRA
B 5.8 : 116~191MBq

PDT408 (ZETI/IVHH)
* . KiEE PS BE

BRI H A HIME Fr 45 114~187MBq
(FRAIE) PDT409 (5IVHA)
KIG  RHIE PS B
58 1 121~203MBq
ET : ABEMEIREL, PD: /S—F 2 Y U¥F, PS: /8—F 0 Y IEGRE

% BNHEICBWUIL T — 2 0 fEH (PDT02005 X O PDT03007)

#1552 BRRT —# o r—OERLOE (DLB BEIH)

=N 1k
SN NMA9SP1 (55 1 #H) (BE&k}) CY95.FP.I (35 1 #8)
REERA IS 5 g R A R A

HYERE, Ktk

5.8 : 144~216MBq

58 : 88~128MBq

fhE, ek,
Wik - & RR)

NMA9SP2(1) CGEIIAH) (E&ERD
x5 PSR, ETHBE
%58 : 162~188MBq

CY96.FP.II (%5 114H)
x4 . PD B, BERRA
#H& : 97~121MBq

A, ek,
& - & (REE)

NMA78P3-2 (Z5114H)
%5 : DLB B, AD B, A,
B 5.8 : 109~120MBq, 174~198 MBq

PDT301 (GETIAR)
XPG o FRAVE O IR R OER A B35
## (DLB, non-DLB)
58 : 121~287MBq

B IR A I
(FRFE)

GE-001-Walker (ZEAiF3E) (%EhE+)
x4 : DLB B3, AD #3%, PD HB#,
TR
B HE : 150~185MBq

AD : TV oA = —TER

XV UNEfRRE

FOE, DLB : L & —/NMEARIGRINAE, ET : REEMEIRHR, PD : N—F 2 Y U0, PS: /X—
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1.5.6 HFERS

PS & KO DLB % (W bz Ede) xd 2 AFIOFME L L EMEN G S e
ZEMD, EOREE - DRKLOHIE - HEZE L CTHA DS A R & L CRLERTEKG
HEE&1TH 2L LT,
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1.6.1 SEICEITHERRRFICETIEN

By b A%y UE IR a— R NMATS ; LU, A#) 13, 44730 (BP0 24500
ETLHERFITH D, HEH TOAAIDOBFEIL GE Healthcare £E235 7\, 2013 457 7 10 HHTE,
Ah 34 OFESUTHIE THGR SN TV D (3 1.6.1). 2000 FFIZRKINEE R X - T8—F 0V UERE
BECHRIT 2240 & L CORR S (584 : DaTSCAN), Z Dk, 2006 4F(Z L B —/MARIZRAE
ZXPT DMREBIMAM T O, KIETIE, 2011 4FIC/ 83— 0 Y HEEREC T 22 WAl & L Ok
I (R5E44 @ DaTscan). #ESMZISIT DAAIOEBNE OB 23 1.6.2 1T LTz, 7ods, BK
MOREHE LT, EEORMCEONE ZitH LT

F1.6.1  AAE|IOAGIRDL 201347 A 10 A HfE

[ 1 g4 HAFREH A ] 13 sk 4 AREH R
F—=A U T 2000 4F 7 A 27 A Fra 20024 2 A 20 A
ALF— 20004 7 A 27 A N — 20024 3 A 26 A
Frw—7 2000 4= 7 A 27 H TA =T 20034 6 A 6 H
T4 TUR 2000 4F 7 A 27 A R—=F R 20044 5 A 1A
TTUA 20004F 7 A 27 A UbhT=7 200349 A 9H
KA 20004F 7 A 27 A 7 hET 20044 5 A 1H
X¥Uvy 2000 4 7 A 27 H ABNAFT 20044 5 H 1 H
TANT R 2000 4= 7 A 27 H ZnR=T 20044 5 H 1 H
A4 )T 2000 4= 7 A 27 H <LK 20044 5 H 1 H
NI TNT 2000 4F 7 H 27 H =078 20044 5 H 1 H
E AV 2000 4F 7 H 27 H A AT TV 2004 412 A 20 A
TV N H L 2000 4F 7 H 27 H TAAZ UK 20054 9 H 7 H
AN v 20004 7 A 27 A TNH)T 20074 1A 1H
A =T 20004+ 7 H 27 A N—==7 20074 1 H 1 H
Pk 2000 4= 7 A 27 H oa7FT 20074 3 A 8H
VZESS 2000 45 11 7 15 H K 20114 1 A 14 A
AA A 2001 4F 6 A 25 A FT kY =2 201245 A 14 A
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#1.6.2 KRAIDOAGBNE O

201347 A 10 HEfE

E4 B KE

W 764 DaTSCAN DaTscan

KRR A 2000427 H 27 B (IS—F Y HEERE) 20114 1 A 14 B (=% Y VREfERE)
2006 427 3 B (b & —/MERIZRAE)

A, E A, 74MBg/mL A, 74MBg/mL

ZIHE - AR

DaTSCAN [THEREME K/ X AR o KD
BRHEICHEIS S D
S WD = v R A R R B,
WN—=F Y EGRFEOMEEDB RN 2 ST
WARWEABZIZBWNT, B S—% Y
Y, SR EENRIE B OHE THERS b TR 5
Dr8—=F% Y EGRE & AR REMEAR ¥ O #
BWHZ NS
CRABEICBWNT, TV A ~—fF L IEE
il 512 L & —/IMATRI R AVE T & 2 SE B D
BIRZEHC WS,

DaTscan |, BB WiERY (SPECT)
PRI 1 K D IRGEIRN KRR v R T v AR —
2 — DT ZE S & T2 B EEEML TH
D, N=F Y EREE (PS) 2EEDILD KA
BEOFHEORBC NG, ZhbDBEICE
VN, DaTscan 1E, AHREMEIREZ PS (RPN
— %V IR, SRMEMIE K O TR B
) I X DR E KB D70t v b
%. DaTscan (XMhOZWHli & /B35 DT
H5.

W& - HE

RN 575 .

DaTSCAN (3 A RETITEA T 5. 5RO
SHINL O & B/ NRICIN 2. D 72, RO
MR Bp->< D& (Dl &b 15~20 BT
T) WIRNEE-Z21T5 ZEREE L.
FEARAOA ML, 111~185MBq D& TR &
NTW5. 185MBq ZBx 7\ Z &. F2 5
HURBEDY 110MBq K & 72 2358 1TITfEH L
AN

DaTscan [ZBEDOFIRD HIEIRICERIRNZ 5 (15
~20 L ENTTHRE) T2 L.

HELE BT 111~185MBq (3~5mCi) DR
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1. NAME OF THE MEDICINAL PRODUCT

DaTSCAN 74 MBqg/ml solution for mjection

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each ml of solution contains ioflupane (‘) 74 MBq at reference time (0.07 to 0.13 pg/ml of ioflupane).

Each 2.5 ml single dose vial contains 185 MBq ioflupane ('**I) (specific activity range 2.5 to 4.5 x 10"
Bg/mmol}) at reference time.

Each 5 ml single dose vial contains 370 MBq ioflupane ('*°T) (specific activity range 2.5 to 4.5 x

10" Bg/mmol) at reference time.

Excipients:
This medicinal product contains 39.5 g/ ethanol.
For a full list of excipients see section 6.1

3. PHARMACEUTICAL FORM

Solution for injection.
Clear colourless solution.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

This medicinal product 1s for diagnostic use only.

DaTSCAN 1s indicated for detecting loss of functional dopaminergic neuron terminals in the striatum:

. In adult patients with clinically uncertain Parkinsonian Syndromes, for example those with early
symptoms, in order to help differentiate Essential Tremor from Parkinsonian Syndromes related
to 1diopathic Parkinson’s Disease, Multiple System Atrophy and Progressive Supranuclear Palsy.
DaTSCAN 1s unable to discriminate between Parkinson's Disease, Multiple System Atrophy and
Progressive Supranuclear Palsy.

. In adult patients, to help differentiate probable dementia with Lewy bodies from Alzheimer’s
disease.

DaTSCAN is unable to discriminate between dementia with Lewy bodies and Parkinson’s disease
dementia

42 Posology and method of administration

Prior to administration appropriate resuscitation equipment should be available.

DaTSCAN should only be used in adult patients referred by physicians experienced in the management
of movement disorders and/or dementia. DaTSCAN should only be used by qualified personnel with the
appropriate government authorisation for the use and manipulation of radionuclides within a designated
clinical setting.
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Posology

Clinical efficacy has been demonstrated across the range 111 to 185 MBq. Do not exceed 185 MBq and
do not use when the activity 1s below 110 MBq.

Patients must undergo appropriate thyroid blocking treatment prior to injection to minimise thyroid
uptake of radicactive 10dine, for example by oral admimstration of approximately 120 mg potassium
1odide 1 to 4 hours prior to mjection of DaTSCAN.

Special populations

Renal and hepatic impairment

Fomnal studies have not been carried out in patients with significant renal or hepatic impairment. No
data are available (see section 4.4).

Paediatric populations
The safety and efficacy of DaTSCAN in children aged 0 to 18 years has not been established. No data
are available.

Method of Administration

For intravenous use.

DaTSCAN should be used without dilution. To minimise the potential for pain at the injection site
during administration, a slow intravenous injection (not less than 15 to 20 seconds) via an arm vein 1s
recommended.

SPECT mmaging should take place between three and six hours post-injection. Images should be
acquired using a gamma camera fitted with a high-resolution collimator and calibrated using the

159 keV photopeak and a = 10% energy window. Angular sampling should preferably be not less than
120 views over 360 degrees. For high resolution collimators the radius of rotation should be consistent
and set as small as possible (typically 11-15cm). Experimental studies with a striatal phantom, suggest
that optimal 1mages are obtained with matrix size and zoom factors selected to give a pixel size of
3.5-4.5 mm for those systems currently in use. A mimimum of 500k counts should be collected for
optimal images. Normal images are characterised by two symmetrical crescent-shaped areas of equal
intensity. Abnormal images are either asymmetric or symmetric with unequal intensity and/or loss of
crescent.

4.3 Contraindications

- Hypersensitivity to the active substance or to any of the excipients.
- Pregnancy (see section 4.6).

4.4 Special warnings and precautions for use

If hypersensitivity reactions occur, the administration of the medicinal product must be discontinued
immediately and, if necessary, mtravenous treatment intiated. Resuscitative medicinal products and
equipment (e.g. endotracheal tube and ventilator) have to be readily available.

This radiopharmaceutical may be recerved, used and admimistered only by authorised persons in
designated clinical settings. Its receipt, storage, use, transfer and disposal are subject to the regulations
and the appropriate licences of the local competent official organisations.

For each patient, exposure to ionising radiation must be justifiable on the basis of likely benefit. The
activity administered must be such that the resulting dose 1s as low as reasonably achievable beanng in
mind the need to obtain the intended diagnostic result.
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Formmal studies have not been carried out in patients with significant renal or hepatic impairment. In the
absence of data, DaTSCAN is not recommended in cases of moderate to severe renal or hepatic
impairment.

This medicinal product contains 39.5 g/l (5% volume) ethanol (alcohol), up to 197 mg per dose,
equivalent to 5 ml beer or 2 ml wine. Harmful for those suffering from alcoholism. To be taken into
account in high-risk groups such as patients with liver disease or epilepsy.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed in humans.

loflupane binds to the dopamimne transporter. Medicines that bind to the dopamine transporter with high
affinity may therefore interfere with DaTSCAN diagnosis. These include amfetamme, benzatropine,
buproprion, cocaine, mazindol, methylphenidate, phentermine and sertraline.

Medicines shown during clinical trials not to interfere with DaTSCAN imaging include amantadine,
trihexyphemidyl, budipine, levodopa, metoprolol, primidone, propranclol and selegiline. Dopamine
agonists and antagonists acting on the postsynaptic dopamine receptors are not expected to interfere
with DaTSCAN imaging and can therefore be continued if desired. Medicinal products shown in animal
studies not to interfere with DaTSCAN imaging include pergolide.

4.6  Fertility, pregnancy and lactation

Women of childbearing potential

Where it 1s necessary to administer radioactive medicinal products to women of childbearing potential,
information should always be sought about pregnancy. Any woman who has missed a period should be
assumed pregnant until proven otherwise. Where uncertainty exists, it 1s important that radiation
exposure should be the minimum consistent with achieving satisfactory imaging. Alternative techmques
which do not involve 1omising radiation should be considered.

Pregnancy
Ammal reproductive toxicity studies have not been performed with this product. Radionuclide

procedures carried out on pregnant women also involve radiation doses to the foetus. Administration of
185 MBq of ioflupane ('*'I) results in an absorbed dose to the uterus of 3.0 mGy. DaTSCAN is
contraindicated in pregnancy (see section 4.3).

Breastfeeding
It is not known whether ioflupane (‘*'I) is excreted in human milk. Before administering a radioactive

medicinal product to a breast-feeding mother, consideration should be given as to whether the
investigation could be reasonably delaved until the mother has ceased breast-feeding and as to whether
the most appropriate choice of radiopharmaceutical has been made, bearing in mind the secretion of
radioactivity in breast milk. If administration 1s considered necessary, breast-feeding should be
interrupted for 3 days and substituted by formula feeding. During this ime, breast milk should be
expressed at regular intervals and the expressed feeds should be discarded

Fertility
No fertility studies have been performed No data are available.

4.7 Effects on ability to drive and use machines

DaTSCAN has no known influence on the ability to drive and use machines.
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4.8 Undesirable effects

Summary of the safety profile
No serious adverse reactions related to DaTSCAN administration have been reported.

Tabulated summary of adverse reactions

The frequencies of adverse reactions are defined as follows:

Very common (=1/10), common (= 1/100 to <1/10), uncommeon (= 1/1,000 to <1/100), rare (=
1/10,000 to <1/1,000), very rare (<1/10,000} and not known (cannot be estimated from the available
data). Within each frequency grouping, undesirable effects are presented n order of decreasing
Seriousness.

Immune system disorders
Not known: Hypersensitivity

Metabolism and nutrition disorders
Uncommon: Appetite increased

Nervous system disorders
Common: Headache
Uncommon: Dizziness, formication (paraesthesia), dysgeusia

Ear and labyrinth disorders
Uncommon: Vertigo

Gastrointestinal disorders
Uncommon: Nausea, dry mouth

General disorders and administration site conditions
Uncommon: Injection site pain (intense pain following administration into small veins)

Exposure to ionising radiation 1s linked with cancer induction and a potential for development of
hereditary defects. As the effective dose 15 4.35 mSv when the maximal recommended activity of
185 MBq 1s administered these adverse events are expected to occur with a low probability.

4.9 Overdose

In cases of overdose of radioactivity, frequent micturition and defaecation should be encouraged in
order to minimise radiation dose to the patient. Care should be taken to avoid contamination from the
radioactivity eliminated by the patient using such methods.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Diagnostic radiopharmaceutical central nervous system,
ATC code: VO9ABO3.

Due to the low quantities of 1oflupane injected, pharmacological effects are not expected following
intravenous administration of DaTSCAN at the recommended dosage.

lIoflupane is a cocaine analogue. Studies in animals have shown that ioflupane binds with high affinity to
the presynaptic dopamine transporter and so radiolabelled ioflupane ('*'T) can be used as a surrogate
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marker to examine the mtegrity of the dopammergic mgrostriatal neurons. loflupane also binds to the
serotonin transporter on 5-HT neurons but with lower (approximately 10-fold) binding affinity.

There 15 no experience in types of tremor other than essential tremor.

Clinical studies in patients with dementia with Lewv bodies

In a pivotal clinical trial including evaluation of 288 subjects with dementia with Lewy bodies (DLB)
(144 subjects), Alzheimer’s disease (124 subjects), vascular dementia (9 subjects) or other (11 subjects),
the results of an independent, blinded visual assessment of the DaTSCAN images were compared to the
climical diagnosis as determined by physicians experienced in the management and diagnosis of
dementias. Clinical categorisation nto the respective dementia group was based on a standardised and
comprehensive clinical and neuropsychiatric evaluation. The values for the sensitivity of DaTSCAN
determining probable DLB from non-DLB ranged from 75.0% to 80.2% and specificity from 88.6% to
01.4%. The positive predictive value ranged from 78 9% to 84 4% and the negative predictive value
from 86.1% to 88.7%. Analyses in which both possible and probable DLB patients were compared with
non-DLB dementia patients demonstrated values for the sensitivity of DaTSCAN ranging from 75.0%
to 80.2% and specitficity from 81.3% to 83.9% when the possible DLB patients were included as
non-DLB patients. The sensitivity ranged from 60.6% to 63.4% and specificity from 88.6% to 91.4%
when the possible DLB patients were ncluded as DLB patients.

52 Pharmacokinetic properties

Ioflupane (1) is cleared rapidly from the blood after intravenous injection; only 5% of the
administered activity remains in whole blood at 5 minutes post-injection. Uptake in the brain 1s rapid,
reaching about 7% of injected activity at 10 minutes post-injection and decreasing to 3% after 5 hours.
About 30% of the whole brain activity is attributed to striatal uptake. At 48 hours post-injection,
approximately 60% of the injected radioactivity 1s excreted in the urine, with faecal excretion calculated
at approximately 14%.

5.3 Preclinical safety data

Non-clinical data for ioflupane reveal no special hazard for humans based on conventional studies of
safety pharmacology, single and repeated dose toxicity and genotoxicity.

Studies on reproductive toxicity and to assess the carcinogenic potential of ioflupane have not been
performed.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Acetic acid
Sodium acetate
Ethanol

Water for injections

6.2 Incom patibilities

Not applicable
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6.3  Shelf-life

2.5 mi vial: 7 hours from the activity reference time stated on the label (35 hours from the end of
manufacture).

3 mi vial: 20 hours from the activity reference time stated on the label (48 hours from the end of
manufacture).

6.4 Special precautions for storage
Do not store above 25°C. Do not freeze.
6.5 Nature and contents of container

2.5 or 5 ml solution in a single colourless 10 ml glass vial sealed with a rubber closure and metal
overseal.
Pack size of 1.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling

Normal safety precautions for handling radioactive materials should be observed. After use, all
materials associated with the preparation and administration of radiopharmaceuticals, including any
unused product and its container, should be decontaminated or treated as radioactive waste and disposed
of 1n accordance with the conditions specified by the local competent authonty. Contaminated material
must be disposed of as radioactive waste via an authorised route.

7. MARKETING AUTHORISATION HOLDER

GE Healthcare Limited

Little Chalfont

Bucks HP7 9NA

United Kingdom

8. MARKETING AUTHORISATION NUMBERS

EU/1/00/135/001 (2.5 ml})

EU/1/00/135/002 (5 ml)

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 27 July 2000

Date of latest renewal: 28 July 2010

10. DATE OF REVISION OF THE TEXT

11 DOSIMETRY

Iodine-123 has a physical half-life of 13.2 hours. It decays emitting gamma radiation with a predominant
energy of 159 keV and X-rays of 27 keV.
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The estimated absorbed radiation doses to an average adult patient (70 kg) from intravenous injection of
ioflupane (**°I) are listed below. The values are calculated assuming urinary bladder emptying at

4 8-hour intervals and appropriate thyroid blocking (lodine-123 is a known Auger electron emitter).
Frequent bladder emptying should be encouraged after dosing to minimise radiation exposure.

Target Organ Absorbed radiation dose
pGy/MBq

Adrenals 131
Brain 18.1
Breasts 8.0
Gallbladder wall 257
Lower large intestine wall 424
Small intestine 206
Stomach 114
Upper large ntestine wall 38.1
Heart wall 131
Kidneys 111
Liver 283
Lungs 425
Muscle 96
Ovaries 17.0
Pancreas 132
Bone marrow 98
Bone surfaces 174
Skin 6.3
Spleen 10.6
Testes 88
Thymus 10.3
Thyroid 92
Urninary bladder wall 535
Uterus 16.3
Total body 11.5
Effective Dose 23.5 pnSviMBq

The effective dose (E) resulting from administration of 185 MBq of DaTSCAN injection is 4.35 mSv
(per 70 kg individual). The above data are valid in normal pharmacokinetic behaviour. When renal or
hepatic function is impaired, the effective dose and the radiation dose delivered to organs might be

increased.

12 INSTRUCTIONS FOR PREPARATION OF RADIOPHARMACEUTICALS

Any unused product or waste material should be disposed of in accordance with local requirements. See

also section 6.6.

Detailed information on this product 1s available on the website of the European Medicines Agency

http://www.ema.europa.eu
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
DaTscan safely and effectively. See full prescribing information for
DaTscan.

DaTscan (Ioflupane I 123 Injection) for Intravenous Use, CII
Initial U.S. Approval: 2011

—— INDICATIONS AND USAGE

DaTscan (loflupane I 123 Injection) is a radiopharmaceutical indicated for
striatal dopamine transporter visualization using single photon emission
computed tomography (SPECT) brain imaging to assist in the evaluation of
adult patients with suspected Parkinsonian syndromes (PS). In these patients.
DaTscan may be used to help differentiate essential tremor from tremor due to
PS (idiopathic Parkinson's disease, multiple system atrophy and progressive
supranuclear palsy). DaTscan is an adjunct to other diagnostic evaluations. (1)

DOSAGE AND ADMINISTRATION
DaTscan emits gamma radiation and must be handled with safety measures.
@1
Measure patient dose by a suitable radioactivity calibration system
immediately prior to administration. (2.1)
Administer a thyroid-blocking agent at least one hour before the dose of
DaTscan. (2.2)
The recommended DaTscan dose is 111 to 185 MBq (3 to 5 mCt). (2.4)
Begin SPECT imaging between 3 and 6 hours post-injection. (2.6)

DOSAGE FORMS AND STRENGTHS
2.5 mL of sterile solution for intravenous injection in a single-use vial [74
MBq (2 mCi)/mL at calibration time]. (3)

——  CONTRAINDICATIONS
Known hypersensitivity to the active substance or to any of the excipients, or
to iodine. (4)

WARNINGS AND PRECAUTIONS
Hypersensitivity reactions have been reported following DaTscan
administration. Have anaphylactic and hypersensitivity treatment measures
available prior to DaTscan administration. (5.1)
Administer a thyroid-blocking agent before DaTscan administration. (5.2)

———— ADVERSE REACTIONS

Hypersensitivity and injection site reactions have been reported following
DaTscan administration. (6.2) In clinical trials. the most common adverse
reactions, headache. nausea. vertigo. dry mouth or dizziness occurred in < 1%
of subjects. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact GE
Healtheare at 1-800-654-0118 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

To report SUSPECTED ADVERSE REACTIONS, contact at or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch

———— DRUG INTERACTIONS

Amoxapine, amphetamine. benztropine, bupropion. buspirone, cocatne.
mazindol, methamphetamine, methylphenidate, norephedrine, phentermine,
phenylpropanolamine. selegiline, sertraline. citalopram and paroxetine may
interfere with DaTscan imaging. (7) The effects of dopamine agonists and
antagonists on DaTscan mmaging have not been established.

USE IN SPECIFIC POPULATIONS
Pregnancy: No human or animal data. Any radiopharmaceutical. including
DaTscan. may cause fetal harm. Use only if clearly needed. (8.1)
Nursing Mothers: A decision should be made whether to interrupt nursing
after DaTscan administration or not to administer DaTscan. taking mto
consideration the importance of the drug to the mother. (8.3)
Pediatric: Safety and effectiveness have not been established. (8.4)

See 17 for PATIENT COUNSELING INFORMATION

Revised: 04/2011
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

DaTscan is a radiopharmaceutical indicated for striatal dopamine transporter visualization using single photon emission computed
tomography (SPECT) brain imaging to assist in the evaluation of adult patients with suspected Parkinsonian syndromes (PS). In these
patients. DaTscan may be used to help differentiate essential tremor from tremor due to PS (idiopathic Parkinson's disease, multiple
system atrophy and progressive supranuclear palsy). DaTscan is an adjunct to other diagnostic evaluations.

2 DOSAGE AND ADMINISTRATION

2.1 Radiation Safety

DaTscan emits radiation and must be handled with safety measures to minimize radiation exposure to clinical personnel and patients.
Radiopharmaceuticals should be used by or under the control of physicians who are qualified by specific training and experienced

in the safe use and handling of radionuclides, and whose experience and training have been approved by the appropriate government
agency authorized to license the use of radionuclides. DaTscan dosing is based upon the radioactivity determined using a suitably
calibrated instrument immediately prior to administration.

To minimize radiation dose fo the bladder, encourage hydration prior to and following DaTscan administration in order to permit
frequent voiding. Encourage the patient to void frequently for the first 48 hours following DaTscan administration [see Dosage and
Administration (2.5)].

2.2 Thyroid Blockade Before DaTscan Injection

Before administration of DaTscan. administer Potassium Iodide Oral Solution or Lugol's Solution (equivalent to 100 mg iodide) or
potassium perchlorate (400 mg) to block uptake of iodine 123 by the patient's thyroid. Administer the blocking agent at least one hour
before the dose of DaTscan [see Warnings and Precautions (5.2)].

2.3 Preparation and Administration

Use aseptic procedures and radiation shielding during preparation and administration. Inspect the DaTscan vial prior to administration
and do not use it if the vial contains particulate matter or discoloration [see Description (11)]. Administer DaTscan as a slow
intravenous injection (administered over a period of not less than 15 to 20 seconds) via an arm vein.

2.4 Recommended Dose
The recommended dose is 111 to 185 MBq (3 to 5 mCi) administered intravenously [see Clinical Studies (14)].

2.5 Radiation Dosimetry

The estimated radiation absorbed doses to an average adult from intravenous injection of DaTscan are shown in Table 1. The values
are calculated assuming urinary bladder emptying at 4.8-hour intervals and appropriate thyroid blocking (iodine 123 is a known Auger
electron emitter).

Table 1 Estimated Radiation Absorbed Doses from DaTscan

ABSORBED DOSE PER UNIT
ORGAN /TISSUE ADMINISTERED ACTIVITY
(nGy / MBq)
Adrenals 129
Brain 17.8
Striata 230.0
Breasts 7.8
Esophagus 10.0
Gallbladder Wall 26.4
Stomach Wall 11.2
Small Intestine Wall 21.2
GI Tract Colon Wall * 39.8
Upper Large Intestine Wall 38.1
Lower Large Intestine Wall 42.0
Heart Wall 12.9
Kidneys 10.9
Liver 279
Lungs 41.2
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Muscle 9.4

Osteogenic Cells 28.2

Ovaries 16.8

Pancreas 13.0

Red Marrow 9.2

Skin 6.0

Spleen 10.4

Testes 8.5

Thymus 10.0

Thyroeid 9.0

Urinary Bladder Wall 53.1

Uterus 16.1

Total Body 11.3
EFFECTIVE DOSE PER UNIT

ADMINISTERED ACTIVITY 213

(uSv/MBq)

The absorbed dose to the colon wall is the mass-weighted sum of the absorbed doses to the upper and lower large intestine
walls, D ¢pjon = 0.57 Dypr+ 0.43 Dyyr[Publication 80 of the ICRP (International Commission on Radiological Protection);
Annals of the ICRP 28 (3). Oxford: Pergamon Press: 1998]

The Effective Dose resulting from a DaTscan administration with an administered activity of 185 MBq (5 mCi) is 3.94 mSv in an
adult.

2.6 Imaging Guidelines

Begin SPECT imaging 3 to 6 hours following DaTscan administration. Acquire images using a gamma camera fitted with high-
resolution collimators and set to a photopeak of 159 keV with a = 10% energy window. Angular sampling should be not less than 120
views over 360 degrees. Position the subject supine with the head on an off-the-table headrest. a flexible head restraint such as a strip
of tape across the chin or forehead may be used to help avoid movement. and set a circular orbit for the detector heads with the radius
as small as possible (typically 11 to 15 cm).

Experimental studies with a striatal phantom suggest that optimal images are obtained with matrix size and zoom factors selected to
give a pixel size of 3.5 to 4.5 mm. Collect a minimum of 1.5 million counts for optimal images.

2.7 Image Interpretation

DaTscan images are interpreted visually, based upon the appearance of the striata. Reconstructed pixel size should be between 3.5
and 4.5 mm with slices 1 pixel thick. Optimum presentation of the reconstructed images for visual interpretation is fransaxial slices
parallel to the anterior commissure-posterior commissure (AC-PC) line. Determination of whether an image is normal or abnormal
is made by assessing the extent (as indicated by shape) and intensity of the striatal signal. Image interpretation does not involve
integration of the striatal image appearance with clinical signs and/or symptoms.

Normal :

In transaxial images, normal images are characterized by two symmetric comma- or crescent-shaped focal regions of activity mirrored
about the median plane. Striatal activity is distinct, relative to surrounding brain tissue (Figure 1).

Abnormal :

Abnormal DaTscan images fall into at least one of the following three categories (all are considered abnormal).

Activity is asymmetric. e.g. activity in the region of the putamen of one hemisphere is absent or greatly reduced with respect to the
other. Activity is still visible in the caudate nuclei of both hemispheres resulting in a comma or crescent shape in one and a circular
or oval focus in the other. There may be reduced activity between at least one striatum and swrounding tissues (Figure 2).

Activity is absent in the putamen of both hemispheres and confined to the caudate nuclei. Activity is relatively symmetric and forms
two roughly circular or oval foci. Activity of one or both is generally reduced (Figure 3).

Activity is absent in the putamen of both hemispheres and greatly reduced in one or both caudate nuclei. Activity of the striata with
respect to the background is reduced (Figure 4).
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Figure 1 Figure 2

Figure 3 Figure 4

3 DOSAGE FORMS AND STRENGTHS
Single-use vials containing 185 MBq (5 mCi) in 2.5 mL sterile solution for intravenous injection [74 MBq (2 mCi) per mL at
calibration time].

4 CONTRAINDICATIONS
DaTscan is contraindicated in patients with known hypersensitivity to the active substance or to any of the excipients. or to iodine.

5 WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Reactions

Hypersensitivity reactions have been reported following DaTscan administration [see 4dverse Reactions (6.2)]. The reactions

have generally consisted of skin erythema and pruritis and have either resolved spontaneously or following the administration of
corticosteroids and anti-histamines. Prior to administration. question the patient for a history of prior reactions to DaTscan. If the
patient is known or strongly suspected of having had a hypersensitivity reaction to DaTscan, the decision to administer DaTscan
should be based upon an assessment of the expected benefits compared to the potential hypersensitivity risks. Have anaphylactic and
hypersensitivity treatment measures available prior to DaTscan administration and, following administration. observe patients for
symptoms or signs of a hypersensitivity reaction.

5.2 Thyroeid Accumulation

The DaTscan injection may contain up to 6% of free iodide (iodine 123). To decrease thyroid accumulation of iodine 123, block

the thyroid gland before administration of DaTscan [see Dosage and Administration (2.2)]. Avoid the use of Potassium Iodide Oral
Solution or Lugol's Solution in patients who are sensitive to such products. Failure to block thyroid uptake of iodine 123 may result in
an increased long term risk for thyroid neoplasia.

6 ADVERSE REACTIONS

6.1 Clinical Study Experience

The data from clinical studies reflect exposure to DaTscan in 942 subjects with a mean age of 66 years (range 25 to 90 years). Among
these subjects, 42% were women and 99% Caucasian. Because clinical trials are conducted under widely varying conditions, adverse
reaction rates observed in the clinical frials of DaTscan cannot be directly compared to rates in the clinical trials of another drug and
may not reflect the rates observed in practice. In clinical trials. no serious adverse reactions were reported. Other adverse reactions
occurred at a rate of 1% or less and the reported events consisted of headache, nausea, vertigo. dry mouth or dizziness. These reactions
were of mild to moderate severity.

6.2 Postmarketing Experience

Because postmarketing reactions are reported voluntarily from a population of uncertain size. it is not always possible to reliably
estimate their frequency or establish a causal relationship to drug exposure. In the postmarketing experience. hypersensitivity reactions
have been reported. The reactions generally related to rash and pruritis within minutes of DaTscan administration. The reactions

either resolved spontaneously or following the administration of corticosteroids and antihistamines. Injection site pain has also been
reported.

7 DRUG INTERACTIONS

The ioflupane within DaTscan binds to the dopamine transporter. Drugs that bind to the dopamine transporter with high affinity
may interfere with the image obtained following DaTscan administration. These potentially interfering drugs consist of: amoxapine.
amphetamine. benztropine. bupropion. buspirone. cocaine. mazindol, methamphetamine. methylphenidate, norephedrine.



¥y b A UL 1.6 SMEICH BRI B D Bkt

phentermine, phenylpropanolamine. selegiline, and sertraline. Selective serotonin reuptake inhibitors (paroxetine and citalopram)
may increase or decrease ioflupane binding fo the dopamine transporter. Whether discontinuation of these drugs prior to DaTscan
administration may minimize the interference with a DaTscan image is unknown.

The impact of dopamine agonists and antagonists upon DaTscan imaging results has not been established.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C: It is not known whether DaTscan can cause fetal harm or increase the risk of pregnancy loss when
administered to a pregnant woman. Animal reproductive and developmental toxicity studies have not been conducted with DaTscan.
Prior to the administration of DaTscan to women of childbearing potential. assess for the presence of pregnancy. DaTscan should be
given to a pregnant woman only if clearly needed.

Like all radiopharmaceuticals, DaTscan has a potential to cause fetal harm. The likelihood of fetal harm depends on the stage of fetal
development, and the magnitude of the radionuclide dose. Administration of DaTscan at a dose of 185 MBq (5 mCi) results in an
absorbed radiation dose to the uterus of 0.3 rad (3.0 mGy). Radiation doses greater than 15 rad (150 mGy) have been associated with
congenital anomalies but doses under 5 rad (50 mGy) generally have not. Radioactive iodine products cross the placenta and can
permanently impair fetal thyroid function.

8.3 Nursing Mothers

It is not known whether DaTscan is excreted into human milk. However, iodine 123 is excreted into human milk. Because many drugs
are excrefed into human milk and because of the potential for serious adverse reactions in nursing infants, a decision should be made
whether to interrupt nursing after administration of DaTscan or not to administer DaTscan, taking into account the importance of the
drug to the mother. Based on the physical half-life of iodine 123 (13.2 hours). nursing women may consider interrupting nursing and
pumping and discarding breast milk for 6 days after DaTscan administration in order to minimize risks to a nursing infant.

8.4 Pediatric Use
DaTscan is not indicated for use in children. The safety and efficacy of DaTscan have not been established in pediatric patients.

8.5 Geriatric Use

In the two principal clinical studies. 45% of the subjects were aged 65 and over. There were no differences in response compared to
younger subjects that would require a dose adjustment. Other reported clinical experience has not identified differences in responses
between the elderly and younger patients.

8.6 Renal and Hepatic Impairment
The effect of renal or hepatic impairment upon DaTscan imaging has not been established. DaTscan is excreted by the kidney and
patients with severe renal impairment may have increased radiation exposure and altered DaTscan images.

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance
Toflupane I 123 Injection is a Schedule II controlled substance under the Controlled Substances Act. A DEA license is required for
handling or administering this controlled substance.

10 OVERDOSAGE

The clinical consequence of overdose with DaTscan has not been reported. It is unknown whether or not ioflupane is dialyzable. Due
to the small quantity of ioflupane in each vial. overdosage with ioflupane is not expected to result in pharmacologic effects. The major
risks of overdose relates predominantly to increased radiation exposure, with the long-term risks for neoplasia. In case of overdosage
of radioactivity. frequent urination and defecation should be encouraged to minimize radiation exposure to the patient: care should be
taken to avoid contamination from the radioactivity eliminated by the patient.

11 DESCRIPTION

DaTscan [Ioflupane I 123 Injection] is a sterile, pyrogen-free radiopharmaceutical for intravenous injection. The clear and colorless
solution is supplied in single-use vials in which each milliliter contains 0.07 to 0.13 pg ioflupane. 74 MBq (2 mCi) of iodine 123 (as
ioflupane I 123) at calibration time. 5.7 mg acefic acid. 7.8 mg sodium acetate and 0.05 mL (5%) ethanol. The pH of the solution is

between 4.2 and 5.2. Ioflupane I 123 has the following structural formula:

COMe

123|
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11.1 Physical Characteristics

Todine 123 1s a cyclotron-produced radionuclide that decays to 1537, by electron capture and has a physical half-life of 13.2 hours.
The photon that is useful for detection and imaging studies is listed in Table 2.

Table 2 Prncipal Radiation Emission Data — Iodine 123

Radiation Energy Level (keV) Abundance (%6)

Gamma 159 83

11.2 External Radiation

The specific gamma-ray constant for 1odine 123 15 1.6 R'mCi-hr at 1 cm. The first half-value thickness of lead (Pb) for 1odine 123 1s
0.04 cm. The relative transmission of radiation emutted by the radionuchide that results from interposition of various thicknesses of Pb
1s shown 1n Table 3 (e.g., the use of 2.16 cm Pb will decrease the external radiation exposure by a factor of about 1,000).

Table 3 Reduction 1n In-air Collision Kerma Caused by Lead Shielding !

Shield Thickness cm of lead (Pb) Reduction in In-air Collision Kerma
0.04 0.5
0.13 107
0.77 1072
2.16 103
3.67 1074

*Calculation based on attenuation and energy-transfer coefficients obtamed from National Institute of Standards & Technology
Internal Report NISTIR 5632.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The active drug substance m DaTscan is N-w-fluoropropyl-2-carbomethoxy-3 Ii—(—'l—[123I]iodcphenyl}nomcpane or 1oflupane I

123. In vitro, 1oflupane binds reversibly to the human recombinant dopamune transporter (DaT) (K1 = 0.62 nM: ICs5p = 0.71 nM).
Autoradiography of post-mortem human brain slices exposed to radiolabeled ioflupane shows concentration of the radiolabel in
striatum (caudate nucleus and putamen). The specificity of the binding of 1oflupane [ 125 to dopamine transporter was demonstrated
by competition studies with the DaT inhibitor GBR 12909 (a dopamine reuptake inhibitor). the serotonin reuptake inhibitor
citalopram. and the norepinephrine reuptake inhibitor desipramine in post-mortem human brain slices exposed to radiolabeled
1oflupane. Citalopram reduced bmnding in the neocortex and thalamus with only mmor effects i the striatum. This indicated that the
binding in the cortex and thalamus is mainly to the serotonin reuptake sites. Desipramine showed no effect on the level of striatal
binding of ioflupane I 125 but reduced extrastriatal binding by 60 to 85%. The binding of ioflupane I 125 to the striatum was
abolished in the presence of high concentrations of GBR 12909, indicating selectivity of ioflupane binding for the pre-synaptic DaT.
Following administration of DaTscan to humans. radicactive decay of the iodine 123 emits gamma radiation which can be detected
externally using gamma detectors, allowing visualization of the brain striata through SPECT imaging [see Clinical Pharmacology
(12.3)].

12.2 Pharmacodynamics
As DaTscan contains a very small quantity of 1oflupane. no 1oflupane pharmacologic effects are expected [see Description (11)].

12.3 Pharmacokinetics

The pharmacokinetics of 1oflupane I 123 were studied by momitoning radioactivity following mtravenous mjection; only 5% of the
administered radioactivity remained in whole blood at 5 nunutes post-injection. Uptake 1n the bramn reached approximately 7% of
iyjected radioactivity at 10 nunutes post-injection and decreased to 3% after 5 hours; stniata to background ratios were relatively
constant between 3 and 6 hours post-iyjection. About 30% of the whole bram radioactivity was atiributed to striatal uptake. By 48
hours post-injection, approxmmately 60% of the injected radioactivity has been excreted in the urine. with fecal excretion estimated to
be approximately 14%.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Studies on reproductive toxicity have not been conducted. Ioflupane showed no evidence of mutagenic potential m i vitre or in vivo
mutagenicity studies. Studies to assess the carcinogenic potential of ioflupane have not been performed.

13.2 Animal Toxicology and/or Pharmacology

Single- and repeated-dose intravenous toxicity studies have been performed using ioflupane in rats. rabbits, and dogs. Additionally.
single-dose acute toxicity studies have been performed in cynomolgus monkeys. No mortality or other toxicity was observed at
doses up to 5.500 times the maximum clinical dose of DaTscan: at doses greater than 1.500 times the maximum clinical dose,
pharmacological responses such as mydriasis and hyperactivity were seen in some species.
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14 CLINICAL STUDIES

The safety and efficacy of DaTscan were evaluated in two multicenter. single-arm studies (Study 1 and Study 2) that evaluated 284
adult patients with tremor. In the studies. DaTscan image outcomes were compared to a reference clinical diagnostic standard of
"PS" or "non-PS". The reference clinical diagnostic standard for "PS" consisted of the following diagnoses: Parkinson's disease
(PD). multiple system atrophy (MSA). and progressive supranuclear palsy (PSP). These three conditions have been associated with
dopaminergic neurodegeneration and DaTscan imaging was not designed fo distinguish among the conditions. The reference clinical
diagnostic standard for "non-PS" consisted of an essential tremor (ET) diagnosis or other non-PS diagnosis. Three to 6 hours after
DaTscan administration, subjects underwent SPECT imaging with a variety of multi-headed cameras or a multi-detector single-slice
systems. The median administered activity evaluated in clinical studies was 173 MBq (4.7 mCi) [range. 88 to 287 MBq (2.4 to 7.8
mCi)].

DaTscan images were evaluated by readers blinded to clinical information. Study | readers had no other role in patient assessment:
Study 2 readers included site investigators. The reference clinical diagnostic standards were the clinical diagnoses established by

a consensus panel of movement disorder specialists that evaluated data inclusive through 36 months of follow-up (Study 1) or the
investigator-determined baseline clinical diagnosis (Study 2). Study 1 consisted of patients with early features of Parkinsonism:
patients with features suggestive of MSA or PSP were excluded. Study 2 consisted of patients with clinically established diagnosis of
PS (PD. MSA, PSP) or ET.

Among the 99 patients in Study 1, 44% were female. 42% were aged 65 or over and all were Caucasian: among the 185 patients in
Study 2. 35% were female, 48% were aged 65 or over and 99% were Caucasian. Among the patients in Study 1. the baseline clinical
diagnoses consisted of: probable PD (44%). possible PD (31%). "benign" PD (6%). possible ET (11%). and other diagnoses (7%).
Among the patients in Study 2. the baseline clinical diagnoses consisted of: PD (70%). ET (15%). MSA (10%). and PSP (5%).
Table 4 shows the positive percent agreement and negative percent agreement of the DaTscan image results with the reference clinical
diagnostic standard. Positive percent agreement represents the percent of patients with abnormal DaTscan images among all the
patients with a clinical diagnostic reference standard of PS. The negative percent agreement represents the percent of patients with
normal DaTscan images among the patients with a non-PS clinical diagnostic reference standard.

Table 4: Positive and Negative Percent Agreements for Studies 1 and 2

Positive percent Negative percent
agreement (95 % CI) agreement (95 % CI)

(% patients with an (% patients with a normal DaTscan
abnormal DaTscan image image among patients with non-PS)
among patients with PS)

Study 1 (patients with early signs and/or symptoms of PS)

Reader A, n=99 77 (66. 87) 96 (82. 100)
Reader B.n=96 78 (66. 87) 96 (82. 100)
Reader C.n=98 79 (67.87) 96 (82. 100)
Study 2 (patients with established diagnoses of PS or ET)

Reader A, n=185 93 (88.97) 96 (81. 100)
Reader B.n =185 97 (93.99) 74 (54. 89)
Reader C.n =185 96 (92.99) 85 (66. 96)
Reader D, n= 185 92 (87.96) 93 (76.99)
Reader E. n =185 94 (90.97) 93 (76.99)

The effectiveness of DaTscan as a screening or confirmatory test and for monitoring disease progression or response to therapy has
not been established.

16 HOW SUPPLIED/STORAGE AND HANDLING

DaTscan is supplied in 10-mL glass vials containing a total volume of 2.5 mL of solution with a total radioactivity of 185 MBq (5
mCi) at calibration time. Each vial is enclosed in a lead container of appropriate thickness.

NDC 17156-210-01

Storage

Store DaTscan at 20° to 25°C (68° to 77°F). This product does not contain a preservative. Store DaTscan within the original lead
container or equivalent radiation shielding.
Do not use DaTscan (Ioflupane I 123 Injection) preparations after the expiration date and time stated on the label.

Handling

This preparation is approved for use by persons licensed by the Illinois Emergency Management Agency pursuant to 32 IL. Adm.
Code Section 330.260(a) and 335.4010 or equivalent licenses of the Nuclear Regulatory Commission or an Agreement State.
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17 PATIENT COUNSELING INFORMATION
Instruct patients to inform their physician or healthcare provider if they:
1. have reduced renal or hepatic function.

2. are sensitive to DaTscan.
3. are sensitive fo Potassium Iodide Oral Solution or Lugol's Solution.
4. may be pregnant. are trying fo become pregnant. or are breast feeding.

Instruct patients to increase their level of hydration prior to and after receiving DaTscan and to void frequently for the first 48 hours
following DaTscan administration.

Manufactured and Distributed by GE Healthcare. Medi-Physics, Inc.. Arlington Heights. IL 60004 U.S.A.
DaTscan is a trademark of GE Healthcare.

GE and the GE Monogram are trademarks of General Electric Company.

© 2011 General Electric Company — All rights reserved.

43-2010B

Revised April 2011

PRINCIPAL DISPLAY PANEL - 2.5 ML VIAL LABEL
GE Healthcare

NDC 17156-210-01

DaTscan™ CII

Toflupane I 123 Injection

Ioflupane I 123 185 MBq (5 mCi) in 2.5 mL
at calibration.

Radiopharmaceutical for Intravenous Injection.
Single Use Vial

Rx ONLY

Store at 20°-25°C (68°-77°F).

Expires 7 hours after calibration

time.

Each mL contains 74 MBq (2 mCi) of
Ioflupane I 123 at calibration,

0.07 - 0.13 pg ioflupane. 5.7 mg

acetic acid. 7.8 mg sodium acetate,

0.05 mL ethanol.

See package insert for dosage and
administration.

CAUTION

RADIOACTIVE

MATERIAL

GE Healthcare

Medi-Physics, Inc.

Arl. Hgts, IL 60004

800-654-0118

Product No. 2010

Est. Lic. No. 100129-A

41-2010

RADIOACTIVE 74 MBq/mL TOTAL 185 MBq
VOLUME: 2.5 mL CONCENTRATION: (2 mCi/mL) ACTIVITY: (5 mCi)
CALIB. CALIB. LOT
DATE: TIME: 1200 NO.: 2010-

GE Healthcare MDC 17156-210-01

Dalscan’ (¢

Ioflupane 1123 Injection
loflupane | 123 185 MBq {5 mCi) in 2.5 mL
ot calibration.

Radiopharmaceutical for Introvenous Injection.
Single Use Vial
Ry ONLY

Store at 20°-25°C (68°-77°F).

Expires 7 hours after calibration
time.

Each mL contains 74 MBq (2 mCij of
loflupane | 123 of calibration,

0.07 - 0.13 pg ioflupane, 5.7 mg
acetic acid, 7.8 mg sodium acetate,
0.05 mL ethanol.

See package insert for dosage and
administrotion.

‘ . CAUTION
o™ panioACTNE
MATERIAL

GE Healthcare
Medi-Physics, Inc.
Arl. Hgts, IL 60004
800-654-0118

Product No. 2010
Est. Lic. No. 100129-A

41-2010

RADIOACTIVE
votume: 2.5 mL

CALIE. CALlB.
DATE: nme: 1200

concentration: (2 mCi/mL)

74 MBg/mL

Lot

no: 2010 —

185 MBq

TOTAL i e
actvrry: (5 mCi)
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16222 KEOFHXEDIR
AT R

LLF DA T4 MiZiX, DaTscan ZZENPOBENMFEHTH7-OITHERETOERIIESENT
W72WN, DaTscan DIRfHXEEXEBRITHZ L.

BIRNE G DaTscan (A F 7430 (B BHK), Cl
KETOKRA DA : 2011 £

hRE - R

DaTscan (A A 7L 3y (D HHHER) 1%, H-—E T WERE (SPECT) MMEIEIC X HH4

R RSS2 b T AR — o — OB BIE & T 5 BRI T 0, /S—% 2 UAERERE

(PS) W& DR NEF OFHIOMIIZH NS, 26 DBFIZIBWT, DaTscan 1X, AREM:

?}E‘Sﬁ% PS (FFRME/R—F 2V R, 2 RM 2 e O T EVERRE) |2 X D4R & X535
WCHWBD. DaTscan 1O Z Wz BT 2 b0 TH S, (1)

A - A&

* DaTscan (30~ #E T 5700, BEREHECTROEILERHDH. (2.1)

c BEERNS, WYURBEEERES AT ALV BREOREEZHIE TS L. (2.1)
-Dﬂmmﬁﬁwlﬁ%ULmL,%%%7my7ﬁ%&%#é_&.Qﬁ

* DaTscan OHERE &1L 111~185MBq TH 5. (2.4)

- BeH1% 3~6 RE[IZ SPECT #rf& & Bla3+ 2 2 L. (2.6)

AR OE &
HA[EE /S A 7V A0 BRI 5 B SR 2.5mL [FE B BRRIZ88\WC 74MBq (2mCi) /mL].
(3)

b =)
AN

BHRIRSY, B X0E 3 TR L GRBUED & 5 BE. (4)

LEFOMER EOBEER

» DaTscan % 5-% OIBHEUE SR DN Hs S CTu% . DaTscan & 5-8112, 777 4 7 % —IG KL
WEUE LS OIRREN ATEEZRBIC L TR < 2 L. (5.1)

- DaTscan & G-ANCHRR 7 vy 7 Fl a5+ 52 L. (5.2)

BIYEM

DaTscan #¢-5-%% OIS BUE SO X OTESHNL RS 23 STV 5. (6.2) BEARRER TR b 2 < WiE
SNRIERE, 5EF, O, EEEMED £V, OWNEEIIFEED 20T, HBRED 1% K
WZHRBLLZ. (6.1)

BIEH 238 2 SEF & 3459 5 BRiZ, GE Healthcare (1-800-654-0118) X /% FDA (1-800-FDA-1088,
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XX www.fda.gov/medwatch) (ZEFET D Z L.

BN

TEXYEY, To7x2#3Iy, XX babt'y, 77aF V4, TAE0y, abhfr, <
VUR—, AZUT IV, ATFANT2=T— b, JNET 2 R, T2 TV, T
z=TanN)—=AT Iy, vLXY o, BN T Y L, AR T T A, NuXx T 0, DaTscan
\Z K DZWNC B e KT T AREMER B 5. (7) RN UAEEWEE R OEHLEED DaTscan D2 W%t
ERAY 4 1Et AVAPRQAY/NAN

KRBT A H

AT B N ROEMOT — X372\, DaTscan % & e MEEIR ML, MBIEICEZ KIFE T A6
MRS D, WONIMERGEICORMEMT 52 L. (8.1)

s BRI RERICKHT A IRFI O E M A Z & L, DaTscan & 5% 2.2 T4 57>y, DaTscan &
B Lanhongdhnzlls2 L. (83)

<N R AR R OV NIRRT LT U e, (8.4)

BEIV R VITERIZIT ZBROZ L.

ET 2011 A4 H

B XCERX : Bk

1 ZhEe - R
2 M- HE
2.1 SRR 2
2.2 DaTscan # 5RO FIRR T 7 v 7
23 L UG
24 HELEHE
2.5 HRERAREREAL
26 RBIART A
27 RO
3 ABIROERE

4 B

5 EBEHEROEALOEER
5.1 WRMEUE R
52 FURBR~OHEE
6 EIfEA
6.1 BRI FBRAHR
6.2 ik Al R BR
7 MW EER
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8 KBl 2R
8.1 It
83 #HIw
8.4 /N~ E
8.5 milnE ~DKG
8.6 &K OVTHERERR
9 ELAHKOMKEME
9.1 HifmE
10 BWERE
11 HERL - #IR
1.1 B Re:
112 ANl
12 ERRIEHE
12.1 {ERT
122 #J)%
123 FEMpEhfE
13 FEERIREME
13.1 A, ZERFME, SRR KT T Y
13.2 Bk K OV XT3 HE B
14 FERPRBER
16 AEE/MTE R OB
17 BEDT R U TER
FELRFR/NRIV L 2.5mL XA T T~

o
A

i

MR STES T TER SN L a o I T ' 7 2 g TR L TR,

B EEX

1 ZhEe - FhE

DaTscan (%, H—tFHKrE#RE (SPECT) MMERIZ L DMBIK R NI FT U AR—=F—D
BRRAL 2GS & T D EERSETH Y, =% Y JEGRE (PS) DNEEDI D AR BH O
OIS, 2 bDBRFITEBVTC, DaTscan 1%, ABEMERHEZ PS (FiF&th R—% 2 L,
% AR ZAMEIE S O TIERZ EMERREL) 12 K A IR¥R & XBIIT 570 HW B4 5. DaTscan Xl
ZWEHh 2T 2 b O TH 5.

2 M- HE

2.1 BUEROR M

DaTscan IR A L TEB Y, EEEFE L OBE~OWIRL F/NRIZT 5700, BaK%E
HELCIOHR Y BERH D, BURTEEIRMIL, BOSMERZFE D2 27240 & OB AN Z DU THR
RAFIC LV EREAL, BRBROHDLEMZEY, HHAXITERTI2MLERS S, Fio, ERO
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15 PR B R ORI, i #*i@ﬁﬁﬁ%u”fj'ﬁ“él_@fiﬁ(ﬁhﬁ%% XD HKGR éﬂ“@/‘é%%b)
»%. DaTscan DO H&l%, $5EATIC WCRIE S = REss &2 OV CRIE L 7 e
<.

[ D W R AR f & B/ NRIC T 5 720, SEE e PR 229 X 9 DaTscan ¢ 5-Ri#2IC/K 7 IS &
% Z &. DaTscan ¢ 5:1% 48 REfiIX, MBICHEIRS D Z &, [ - HE 2.5) =/H].

2.2 DaTscan B 5/ DO FRPE T v v 7

DaTscan #% 52, BEOHIRICEL S I VHE-123 OBGAAZZET S0, av{bh Vo Lk
A, LT —/WR (373 100mg (ZHY) T@EREED Y v A (400mg) 53252 L.
DaTscan #5072 < &4 1 AT 7 0 v V& 595 2 & [EELOMEH EOHEE (5.2)
2.

23 AR OEE

B OB 5-0%, Wil 2 LN o, BEICHEEEITS 2 &, #5512 DaTscan /31 77 /L
ML, AT IUCKFIRIERE QRO SN B Lanwa & AL - PER (1)
LA, DaTscan (ZFEOFARD DARIRIZ (15~20 FLL T T) BIRNZEGT 52 L.

24 HHREAE
HELEF BT 111~185MBq DFFIRNE G- CTh 5 [HakFER (14) 0.

2.5 HRRHR R

DaTscan §lRINEE 512 & 2 Rl AN O RIRR BAHEEE A2 2 1 ISR d. BB, 4.8 RERIFEIFR Ckg
BENZE 20, YR FIRIR T 2 v 7 BT TS EELCHE LK (3 UFHE-123 34—V =
BLOBHPRIHITND).
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% 1 : DaTscan (2 & 2 RIGH EHEEE

S e 5 U AR HAAT S 72 0 OWR IR R
(uGy / MBq)
Bl 12.9
i 17.8
JIE SN 230.0
B2z 7.8
IE 10.0
JIH5ERE 26.4
H BE 11.2
7N 21.2
HLE e 39.8
ER R RE 38.1
THEL R RE 42.0
Ll 12.9
5 Mk 10.9
Ji ik 27.9
il 41.2
i 9.4
BT R A 28.2
IS 16.8
e ek 13.0
INEN ] 9.2
B 6.0
o ik 10.4
FE B 8.5
Jiba Ji 10.0
SIEVNIS 9.0
B3 e 53.1
= 16.1
a1 11.3
P 5 RE AT 2 72 0 D FEERE (uSv/ MBq) 21.3

REIREE OWRIRR RN, R RMEE K OV MR RE ORI R OB BINE AR TH 5.
Dcojon = 0.57Dyr;+ 0.43Dy;;  [Publication 80 of the ICRP (International Commission on Radiological
Protection); Accals of the ICRP 28(3). Oxford: Pergamon Press; 1998 ]

185MBq ? DaTscan #5512 & 2 E4h# &I, AT 3.94mSv ThH 5.
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2.6 WEBHARTA v

DaTscan #% 5-0 3~6 ¢fi]#£ (2 SPECT it 2 i35 Z & miofiFae = Y A — X ZfEH L, 159%eV
T10%DTRLF = 4 ROICRELTEH U~ I AT 2 HOTHEG2INEST S, fEY 7Y
V7R 360 FET 120view BL E TR TV B0, BEITEHR A B LN~y RL A MZ
e TIIEMZZ & 1), @#&w;9W%Ximﬁ%%7 75 O R EME DO BEHERE E B A 5.
AR OEHNERIT TE AT/ N ESERET D @HFIX 11~15cm).

WK T 7o N A ADORBRIZ LY, E??wﬁ%ﬁﬁ3&wwmnk&éi5@ﬁbt?FUV7X
P A AR OUEE R — A TR R NINESIND Z EDURIBINTWD., REREB OO
K150 57 MIEET 5.

2.7 EBROFE

DaTscan HI{IIFRFIRDOHNBUZIE SO TREMICTHET 5. RISz e 7 144 X%, A
T A AE 1 BT BT 3.5~4.5mm TRIFIUT 7 6720, FRAREMN O 72 I Rk S iz Eifg o
BRI, AifR40E (AC-PC) MR AT LIZBEHRE A 7 A4 A Th 5. BRI IER NEF D0
Wik, MEES 7T Lof BRICEV REND) ROERBOESOOFIIC LY Eigd 5.
BIROFERT, FREREE OPT R & FERAEE & OV SUTIER & 2/ AT 2 b DO TIERY.

EH
BEWT R A 7 A4 2B T A IEFEBRIL, EFmEZEA CTEAMHRO 2 >Oa <X E=HHKED
PR D EFEREI A R & 35, MR OER L, FFEORHERE L THETHL (X 1).

Ay
H 7% DaTscan H&1X, LAFD 3 S2OH 7 I3V — (£THERFE EHWIESND) O b0t 1
(5= B

ARBEDIERATH . Bl A, AN ERO PG FEBO RN KB L TV D70y, HAllZ e~
T%L<ﬁ9bfb6%ﬁ.ﬁ¥%®%%# RN E LTHERR S, Al = o~ X
F=AARTHY, MMUNTHESUIFEHICER L TS, D &b —DOMEKMAR K OVEH
DI R DI DB D EI’FTE%E# Ho (X2).

RN OPGRIITFRD 5T, RBIREICIIMR SN S, BRIZHRNAEGIHRTHY, 2
6&6&“%%X6i$§ﬁﬁé®ﬂéf§%ﬁéﬁk?é. ARSI R ORI L T LT % (X 3).

R EEROMGRICRO ST, AASUIH RO BRETE LB LTnD. Ny 77T
vy RESHRLEEE, BEROEENBD LTS (XK4).
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1 2
3 4
3 FARROEE

1 /XA 7L 185MBq (5mCi) % &Te 2.5mL OFF RN G AEEEFA] BERRICBWT
74MBg/mL].

4 g

DaTscan I, A5y, I XT3 vE Ik L GRBUEDOH 5 BE IR THD.

5 BEROEREOER

5.1 IRBUERS

DaTscan ¢ 5-%% OMMBUE G HE S TWD LAITEH (6.2) ZHE]. BUER ST —MAIZ S
FLBER OV D FEREDBELY ,, WG EALE T, ZarFaxTaAf REOHE A% I oD
BT LV IER LT, DaTscan #5-RilZ, DaTscan | K 2 @BUE S OB ERIZ DWW TCREF ITERM
T5HZ L. B DaTscan (2 X 2IWBUE IS DOBEIEREN & 556, T b 5561,
DaTSCAN #GIZ LV HIfF SN D ~F 7 4 v b SEBUE SIS OELER ) 2 7 O HERIZES N T
DaTscan $¢5-Z Wi 5 W23 8 5. DaTscan % 5-HlZ, 7 F 7 4 7 % 3— s K ONEBBUE S D
B ATREZRBIC L TR &, &G RITRBUE S DFER TN W INEE A BIRT 52 L.

52 HRBR~DOZFMH

DaTscan {E5HERITIR K 6% Dl a v (3 UFHE-123) 2 E5HTHAMEMERHH. FRkIE~0a v
F#-123 OEEE D S 5729, DaTscan #HGANICHRRE T 0y 77562 & [HL - HE 2.2)
M. 3 U U U AR RA 3L T — VIR~ OIWRBUE D & 5 BF 2L, ZiH OFEF O H
ZRETHZ &, 3 UFE-123 OFRIRASOTUALZFHLE L2 WIGATE, FIRIIESICEET 2 B8
720 AT SIS B ATREME B 5
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6 AIfEH

6.1 FRPRBRAE

BRRRBRIC L 27 — 2 1%, FEIEE 66 % (HFH 25~90 m%) O 942 FlOHkERFE 1ZF51F % DaTscan
~NDOREBET —HThD., TNHOWBRED I H R2%MBLMET, 9% NHANTH 7. BRRBRN
I < A2 2R R CHEM STV A 729, DaTscan DGR CBIZ SN -RBIEA R BRI,
L DOFERN D EFARRERICIIT 2 HBIR L BT 2 Z LIXTET, DR TROOLNDIRBBEEZ KX
L CWARWATREMED B 5. BRI CEEZRAIEHITHE ST v, ZOMmoRENER LS
B 1%L FCRILL, W S FRE, B, b, BEERMED EV, AN SUTZEM O
FWTHoTz., INOOREWERIZRENSHEEDEIEHL TH 7.

6.2 TR FHREER

MR E ORITERIE, ANBR AN REBEEMAN O ARICHE SN D720, BWERBBLIEREOME
IRHEERC, FEAINRETR & ORIRBIRDOMELIIFE T ATRE T 2 L IFBR 7220 il HikE & L T,
WHUESIS A HE S TWD. 2 omBiERISIE, L T DaTscan #5505 LINDOFIZ K O
IFELBEETH LD ThoTe. ZOWMBUERISITWNT LS BRIZ, XiFarFazrraAf RED
Pl 2% I UHIOFR5ZITHER L. RS AER b S S Tun s,

7 FEYHEEAER

DaTscan DA F TN X KRRV N T UV AR—Z —ZHiAGT D, RV b T AR—HF—
R CRE AT D 3EAIE, DaTscan % 5% OHERIC ST D AIREMEN H 5. W7 2 FIHENE
DHLIERNL, TEXFYE Y, 707Xy, XX hat'y, 77ar) 4y, 721,
Ay, vV R—I, AEX T2 HIY, AFNVT=2=FT—h, JNVZT 2Ry, T
TNy, Txz=7an)—n, BLXY L, BT Y UTHD. &R E o F = FHEGA
HIHEE (NaxeF o KR Za 7T 08) X, AT TNV D RNV FTUVAR—F—~D
FEEEBEINIED S5 2NH 5. DaTscan WERIIZZI NG OEANEZFIET A &N
DaTscan B2k 5B % i/ NRIZT 508 9 NI 50> TUHRu.

KR UAEEDEE K OMEHTER O DaTscan {41259 2 BB I MENL L CTUNR L,

8 FeHlREMICKIT R

8.1 #EiF

W77 =Y —C : DaTscan & 4EMmiZ %5 L7235, DaTscan MR EIZH A2 KIT T, UTIRED Y
A D BN S5 WREMEN 5 D E D MIE D> TUWeLy. DaTscan (2B L CTEMW) & V7= A2
FEA T RRERI LI L TV W, SRR FTREZ2 221 DaTscan 4% 59 25 61%, FANIIEROA
HEZOWTCEHIT 5 Z &L IR B ISR 52 O I DaTscan 28595 Z L.

T ORFHEES S & [FREIC, DaTscan 3RS E LA RIFTTHEEMENH S, JRIE~DENLZ 5
ATREMELE, AR VDR B bl B OV Bl 24K (795, 185MBq @ DaTscan ¢ 5- L7256, THO
R EE 3.0mGy Th 5. 150mGy O K REIZ I R B FICE 53223, 50mGy Ao 55
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(L THRRBFICE G Laav. BREa v RANTE 2@ U, 5o FURIRIERE 2 K ARIIZ
B2 D ATREMEDR & 5.

83 I

DaTscan Ot FAAFH~OBATHEIIHA O Tiddew. L LA s, 3 7#H-123 1Tt MELHFHIC
BiT9 5. 2 OFEEFINE MHHFFRICBITT 5720, £, B oL ICEERBIER %2 KT
TRIBEMEDS & D720, FEBLUCKTT 2 FAIDO E M % B[ L, DaTscan #5154 (2252 T35 0>,
XX DaTscan % 5. L7220z fll Le P diuE7e 5720, BRI OARA~D Y 27 25/ NRIZT
Lz, 37 #-123 OWEIRYEEE (13.2 FFf) (2R T, DaTscan 5% 6 A, &HL&2H
Wil, REFLZHEAL L CHRETLIZLE2EBETHI L.

84 /pME~DEE
DaTscan (/N2 ~DFEH Z# s & L Cu VY. DaTscan DML OERME, /NEBREF I LT
FEST L CUNZR 0,

85 mEmE~DHRE

2 DOBEBE/RFFERFERIZIB VT, WBRE D 45%708 65 MLl L TH 7=, FEWERE L i LT, &
HBOWBENRLEL 7225 & 9 RIEOENTRD SRhoTo. T OM, WE Sz B Ak
BRC, mlEE & B ORI SUS DEWIZIRD HIL TR0,

8.6 BRUFTIEEEREE

DaTscan g% O & XTI RER = B COREIIMENL L T 72V, DaTscan IXE K CHE S b 72
W, FJEOBEREREE B IR R E NN L=V, DaTscan BN L7720 § 5 a[ietEn &
B.

9 ELAKROMKTE

9.1 HMHEWE

A F TN (P EHHRITEEEED A 2 — NV IEYTH D, Z OREIWE OB X
I3# 51213 DEA (s R) OFF A BBETH L.

10 BERS

DaTscan D &% 512 X DR BITIE S TWRU. A F 7R 3BT RREDN E 9 Doy
STV, ENLTIVCEENDA T TINRAIVETH D20, HEERAR LTINS X
DIeA AT AN OB ERG TN E TRISNS. BERGOEEY 27 1%, FICHIRREOHE
IMEBRE L, REIMRMERAEDY 27 25, HEREDOM B G- OGEIE, SRR K Ok
HafE L, BE~OERER/DRICT S, BEPOHE SN D BEEREIC L B15 %2R 5 X 9 7E
Bhiho Z k.

11 FERR - MR
DaTscan (A A 7480 ("B EHHE) 1%, $RIRPHE G H OB E 5 W B 5 5 O E S ©
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b%. BREFHAAL T VA OBEEFAOERT, 1mL %720 0.07~0.13ug OA F7 L3,
EHRHCIUN T 74MBq (2mCi) @3 7FH-123 (A7 a3y (D) & L0), B 5. 7mg, KElE
F Y UL T8mg RO ) —A 0.05mL (53%) #GHT 5. WD pH 1% 42~52 Thb. A 7
Ty (B BT oMERE AT 5.

11.1 YEARE
IUHE AT A 71 hr ATk D RIES N D B TERTE T, BRI LY PTe ICHEL, B
BRAOJIX 132 Rl T 5. M K OB LI E FH RTRE 72 e 72 2R 2 1TR T,

2 FERBURKRET —% - 3 7%-123

HEHER TR ILF— (keV) HBHEIE (%)
v~k 159 83
1.2 SME9g

I U H#E-123 DA U~ ST TS, 1em T 1.6R/mCi-hr TH 5. I U H#E-123 1B 58 (LI,
Pb) D —HAlifE 1% 0.04cm TH 5. MFHEEREIC X 0 i SR A EHRIC OV T, Bia RE S0
Pb %41 L7236 ORI EiE A2 3K 3 1T (Bl 2L, 2.16em O Pb 4 35 & AR HIRAR
BN 1000 230 1 12HDT5.)

# 3 KR X B ZERERE L —~ DWW

Pb DOIERLE cm ZERAE R A —~ DWW
0.04 0.5
0.13 10"
0.77 10
2.16 107
3.67 10"

P | oA [ [ SR VR SR S TN 0 2 NISTIR 5632 7> 5 15 5 AU 7= Jliss i OV R ¥ — - 5A%
ko<

12 ERAREKHE
121 {ERF
DaTscan DA RS 1E, N-o-fluoropropyl-2B-carbomethoxy-3p-(4-[' > Iliodophenyl)nortropane (- 4~
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Xy (BD) ThDH. Invitro T, A A TN 0TE MELZ RS 2 T AR—%— (DAT)
WAIWAICAS A% (Ki=0.62nM, 1Cs5=0.71nM). SEHE Dt NMUITITHEHEERR LA A7 130
HRGE LA — NIV 7T 7 0 —TlE, MEE (BIREROWGHR) (CHESTERRE OERENR
oMz, A AT (D) O DAT ~DFEEDRERVED, WSS Lo A 47 Vo8 IR
L73E#% O MEGIF 2T, DAT FHEA] GBR 12909 ( /N U HEGAAREARD, &r b=
VEBUABRERDO 2 a T T N, IV ERT ) CHBGARREROT 7T I v L OREETH
FRBRIC LV RSN, vEa T T MIHRE R ORIR~OREG 2 S8, BEE~OfREEIC
MHTHHEBIT LS bTMThotz. ZOMEE, FEEROEK~OFAE, Eicke b=V
BOABEI T D Z L m L. TV 7T I 434 7030 (B OBEE~DFES L~ULic
Lo 1208, MRS OFEETT 60~85%IK T Liz. 4 A7 h 30 () OBEE~DORES
X, EREO GBR 12909 OIFE FCHKR L2 D, Fiv T 7 A DAT ~OA A7 V30 DfE
AP Z R LTz,

t h~® DaTscan ¥ 5%, =T 73123 OELEL, T o ~EaHERIc X 0N St aRee B v
<& U, SPECT #R18(Z X D IERSIK DR TAL Z "lREIC T2 [HiAKRHEPE (12.3) 2FA].

122 EH%E
DaTscan NEA T HA A TN AID TLETH D720, A A7 N0 OFEBIER LW E T
Mid Mk - R (11) 5.

123 EKWEhik

A F T8y (P OERYEEIL, HIRNESRICEREEE=2 U 75 2 LICK VEIIi L
7= 5% 5 DT G ERED 5% D AN MR Uiz, B~OBGARIL, #5% 10 /71
1T G HRE DRI T%IZE L, S RERIZICIZ 3% 12 LT, B/ Ny 7 7T o Rk, #
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B (Study 1 XU Study 2) IZE VR L7z. 26 OFERIZISVNT, DaTscan B ORERIL, “PS”
& 5T non-PS” & W 9 iR Lﬁf*% (SOT) &lbg L7z, *IPREGRZMIER L L TPS"E LT
HOIIE, BWERS =%V 0h (PD), ZRMZEME (MSA), #TMERZ EVERRE (PSP)

THLHLONEEND. ZiLHD 3 OOEEIE, BERSIA R8I AN L BE L, DaTscan
IZEDEBIETIE, 2D OEEBOXBNIMFHFTE 720, SOT 23 non-PS"Th 5 & DITIL, W
FEENRREMREE (ET) &2 non-PS THHHLONE LD, #E L, DaTscan 5% 3
~6 KIS, BRx 2R~ TF~y R A TR LV TNV AT A AL AT KT XY SPECT 1k
B &= 7. BRI T 2GS RE O R I iEl, 173MBq [#ifF, 88~287MBq] Toh - 7-.

DaTscan Hif1%, EERGE®HZ 501 Lt;ji% WZ L DRI &7z, Study 1 OFEEE 1L, wiE Lk
DEE DR o727, Study 2 OFELEITIE, MR OIRBRELEMAE /-, SOT X, 36
&5 A M oBEHRAE CaEMICT — 4 %aﬂ?{ﬁﬁ L7 EEEEDOHMENLK D 2 ot 2T
X0 R S AL ERRZIT (Study 1) SUTIEBREATEMZHE Lo — 2 T 4 OERKZET (Study
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PSP % RIB4 2 KA /m T EBEIIRRI Sz, Study 2 OXFGITEEFEAC PS (PD, MSA, PSP)
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Study 1 DHERFE 99 D 5 B, 44% B METH Y, 42%0° 65 LA LT, B THATH 7. — 7,

Study 2 OHERE 185 BHID 5 6, 35%NLMETH Y, 48%7% 65 WLl T, 9% NEHANTH 7=,

Study 1 O#ERFZF O N U —FFDERIKZ K O fE L1, probable PD (44%), possible PD
(31%), “benign” PD (6%), possible ET (11%), ZOMOZWiHER (7%) TH-o7-. Study 2
DOWERE DT b U —FEORERZK OFERIE, PD (70%), ET (15%), MSA (10%), PSP (5%)
ThHol-.
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FL A B, n=96 78 (66, 87) 96 (82, 100)
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e w D, n=185 92 (87,96) 93 (76,99)
W d E, n=185 94 (90, 97) 93 (76,99)
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KHNOH RS, Methyl (1R, 28, 3S, 55)-8-(3-fluoropropyl)-3-(4

-["**Iliodophenyl)-8-azbicyclo[3.2.1]octane-2-carboxylate

ARFA Xy N AF ¥ UEE, NMA78, DaTSCAN, DaTscan :
A F TN (P BB & D KIEO S
AD Alzheimer’s disease : 7 /LY /A ~ —HIFRFNE
- Becquerel : X7 L /L. FSEEDEA R THAL 1Bq (X, 1 BHIC 1 DR
FREDRRE U T & S 3 2 i rE &
21 Bt U #4123, RS P ORERSEHE CLE 13.27 BERE)
DAT Dopamine transporter : K/3XX 2 8T U AR—H —
DLB Dementia with Lewy bodies : L & —/]MABIERFIE
ET Essential tremor : AREM:HRHE
FAS Full Analysis Set : iz K DT 6F Se4E ]
ITD Intention-To-Diagnose : @2 =X (M), ZWrEIZHS < (i#bT)
PD Parkinson’s disease : /X— >
PS Parkinsonian syndrome : 73— >V U JEGEHE
SDD Striatal dopaminergic deficit : SYEHREAR KX AR DM,
Striatal dopaminargic terminal deficit & [F]5%.
SOT Standard of truth : ED A X X — R
SPECT Single photon emission computed tomography : H.— Y. 7~ i Wt g fie
T/B Target/Background




5o bR L8 IRESCE (R)

1.8.1 HEERRUZDORERIL
1.8.1.1 %heE - 2R ()

UTOERBOZMICBITA KRRV N TV AR—EZ = FTT77 4
X=X SRR
© LB/ MARIEE EE

1.8.1.2 ek - R (F) HERN

RN b T AR—=5— (LLF, DAT) 1%, BVERSRE R/ iR O AR LE S 2 7
SIRIZERBLT D, BRRARD DAT 133—F >V VIEERE (LT, PS) OFEHERKEBTH D/ I—F
Y (LUF, PD) RV E—/MERERAYE (LLF, DLB) [ZHRWTHBEMNMIT 5 2 &3
STV M2,

By b A xRy UEE (BI% o — R NMAT8 ; IR, AH) OERES THDHA 7180 ()
IX, DAT IZ@EWBIFIME TG T 5. AKIIL DAT O 4 2 it 32 Z & T, BEMEKAR KNI v
kDO (LT, SDD) OFELMERT 5 2 L3 ATRER 2B G EEE L TH 5.

WS T OARK DOBAF X GE Healthcare £E23 TV, 2013 4 7 A BIfE, ¥ES: 34 OIE I HE CHAGR
ST 5. 2000 FITHRINZE BRI K - TPSITHT 22 W/ & L TR S (k5844 : DaTSCAN),
Z D%, DLBIZXIT 2 EMA Tz, F2, KETIL 2011 4F 1 AIZ PS ITHRT 2 72W4 &
L C&R SNz (B4 : DaTscan) . AL 1,000 4% #8 2 2 laainT — & L O | 9%
W2 WG OB GEERH Y, WIMNIBOWTHEDPOLETHH ZENRISNTND.

AFRZEBNT, HHIEL PS x5 e Lo ENE AR [NMASP2(1)iklk] &/ TH#%, &AL
By A U< 3% NMA9S DBH% % il L7=23, Dk, AK| & F—OMLFIZE T L CR%
ZHEBL, PS Zxtgd: LZENEIAHRAR [NMA78P3-1 i8] & ONDLB & %14 & L-[ENHI
FHEBR [NMA78P3-2 k] % Sk L7-.

(1) AANT X DHREEIRD DAT 7340 O EigAt:
1) 7S—F Y EpRE

ENF ARG [NMA78P3-1 ik] T L7z PS ABE L ORREMERE (UL, ET) BEOH
— W E R (LLF, SPECT) B ORFEMI X 1.8.1.2-1 (/R L. AARANZENT, K
FNZ X 0 BREARD DAT 704 OEHEALN AIRETH D Z E VR &, PSEFETIEISDD b bHZ L%
RT O DR S, SDD D72V ET BF CIIEMIZER Th b Z L AR T 72 (2.54.2.1
).

o R

PS 2% (SDD $ 1) ET 3% (SDD 72 L)
1.8.1.2-1 HAANPS B# M ONET BE (21T 2 A% SPECT Eifg: D FH)
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2) b/ MERERAE

EPNE AR [NMA78P3-2 idBi] T/ 57z DLB BE KT LY g <=—iF (LLF, AD)
8 O SPECT BB ONREF 21X 1.8.1.22 1R L7z, HAANIBWT, AANZ &V #REMAD DAT
SATOEBALAATRETH D Z L 2RS4, DLB HBE TIL SDD 3dh % 2 & 24RO B 73,
SDD D72\ AD B CITERBITER ThH Z L1 s T& 72 (2.543.1 ).

DLB #3% (SDD H V) AD ¥ (SDD 72 L)
X 1.8.1.2-2 HAANDLB #3& KON AD FBE 2B T 5 AK| D SPECT it DK

(2) RZrERE D RREE

1) /S—F Y ERERE

ARFRIZFBNT, BRIRZWISHEE S 7z PS BE xR & L7 8 MAREER [NMA9SP2(1)#kER] <
%, 58 167MBq, fRIGFEMEG% 3, 4, 6 Kl CABIOKE R ORFREZRF Lz, £,
BRI S E S 7z PS R 2 kb5 & L2 BB IARRER [NMA78P3-1 iER] Tif, #5458 111MBq
1% 185MBq, HRIGIFRIG-% 3 MR ST 6 BT CAHI 00 BB K O B & fst L 7=

WM T, BRIRZM S e S L7z PS BB x5 & L7 AHRER [DP008-003 #tfR] & F
W PS B A x5 & LB MAHRER [PDT304 iR (28T, BEH& 111~185MBq, #R{&FEH
e 54% 3~6 W CAFKIORE RO REZ T L2, £/, BUKZKIHEE LT /a PS B
Zxgl U= Mb/IVAEFRER [PDT408 3Bk] <if, & 58 111~185MBq, fREHRFI& 5% 3~6
IRE ] CAHR DR Je OVRE L 2 fs L 7.

ENFEIAHGER [NMA78P3-1 a5k ] K OVESME IIAHER [DP008-003 7Rk M U PDT304 i ]
T, HRE OERERICOWVWTER T SN BEEHREZE BRI XD SPECT BgHiE D2 Wik
(R R OVRR L) 2 34 L 7=

FRBRICIT DR RO R E A4 3R 1.8.1.2-1 [ITR LT,



5o bR L8 IRASCE (R)

#1.8.1.2-1 HEFHEEERIZ L D2 EM O SPECT B HiH ORZMEE (PS)
REE T NMA98P2(1) NMA78P3-1 DP008-003 PDT304Y
HHAFUEED |36 15 H #ICHe

SOT HH RO R 2 W % DGR 4
FLATURE O G R 72 W FLAIURE O G R 72 W T T
5.8 (MBq) 167 111, 185 111~185 111~185
(e 5.5) (162~188) (112~120, 188~200) (111~201) | (116~191)
1 e
iiijf? 3 EFR 4 FER 6 Bl 3 fHEE 2 6 FFfH 3~6 B 3~6 IHEfE
JRJE 93.0% 95.3% 93.0% 100.0% 100.0% 94.9% 780
(150 (40/43 ) (41/43 51)) (40/43 151)) (16/16 f41)) (16/16 f51]) | (150/158 f31]) ‘0 5(’3 o
(95% 12K | (80.9~98.5) | (84.2~99.4) | (80.9~98.5) | (79.4~100.0) | (79.4~100.0) | (90.3~97.8) o
R 100.0% 100.0% 94.1% 90.9% 54.5% 93.5% 96.8
(150 (17/17 1) (17/17 51)) (16/17 41)) (10/11 1)) (6/11 1) (58/62 f51]) ‘0 O(')O/

(95%fE X M) | (83.8~100.0) | (83.8~100.0) | (71.3~99.9) | (73.9~100.0) | (25.1~84.0) (84.3~98.2)

D PDT304 SRBRITRE R O REZ 3 A O A T LICEB L TWA7Y), 340 VHEHEREFEE R L.
2D NMA78P3-1 RBRIC I 1T 5 FE R IE H

E PV MLARRARR [NMA78P3-1 5Bk ] TlE, H51% 3 KT 6 ReIZ 1T D& IV 100.0%
ThHU, FRREIXZENEI90.9% KN 54.5% Th - 7-. WEMFEIIFEFER [DP008-003 35k ] TIX
L 949% ThH Y, FREIZ93.5% ThoTt.

BRI e e S iz PS BEZE xR E L, MANFOKZHZED A X 2 — R (LLT,
SOT) (ZHWZEWNHEMFAER [NMAT78P3-1 3R] K OV IIFEFER [DP008-003 #Ek] (2
W, ENETIHEER [NMA78P3-1 #ER] O FEFHEEE Th 5% 5% 3 el DR K OFE
2SN EIFERER [DP008-003 #BR] OfEHR L L= & 24, ENIORBRAEGEIC K 721X
MNZ LR S, BHARNZBWTHANEARBRIC @SV E 2R T 2 & DS i C&E 7.

7233, ENE B [NMA9SP2(1)ikk] TIRIERDORHM AT > 7o R, #5142 3, 4 L6 It
MIZI T 2 BE X1 93.0%, 95.3% K% TN93.0% CTH Y, FEEIXZNE1 100.0%, 100.0%
KR94.1% Th-oT-.

PLEDOFERNG, ERNHBRIZIB W TER NRIT 2440 SPECT BgHis D2 WG 1L, sk
AR E FRRICm VS RO RECThH 5 Z LR &,

F7o, VI PS BEE XIS L L, 36 & HRICHEE L7-ERIRZ K 2 SOT (2 7= A 56 AR R
[PDT304 ikBR] 2B\ ThH, JEE 78.0%, R 96.8% & BV V2WHE VR S, BB A
NHFDOEERZW D 51.6%IZ X TEN->7- (2.54.221H).

S I, EANFEIHEAE [(NMAT78P3-1 llk] K ONVESERER 3 35 [DP008-003 7%k, PDT304
B MO PDT408 B ] T, SBBRIMEFREREICE W THOIRRBEEEMFICIVIFEER T O
SPECT Hif§aese 2 F i L, Z2WEEE (RE K OWrREE) A 5Hh L7z,

FRERICIBUT DRE RO R E AR 1.8.1.2-2 1T R LT,
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7% 1.8.1.2-2 {RBRSEHEEIEAEBIIC IS 2 IEE M T D SPECT EigHt e OZWikEE  (PS)

BT NMAO9SP2(1) NMA78P3-1 DP008-003 PDT304 PDT408
L AIUEED B FEANEFD  B6 B HZICHEE| 24 EHZ D
SOT . FEANEE D EG IR K . B -
R 2 Wt & R R 2 L 7= BR 2k it R 22 Wt
Beh & (MBq) 167 111, 185 111~185 111~185 111~185
(x5 5) (162~188) (112~120, 188~200) (111~201) (116~191) (114~187)
1
@iﬁ;‘i‘? 4 W5 3 R 6 5 3~6 W 3~6 W5 3~6 ]
JE 100.0% 100.0% 100.0% 97.5% 80.3% 97.9%
(B0 (43/43 31)) (16/16 f41)) (16/16 i) (154/158 1) (57/71 %) (47/48 1))
(95%fZHE X ) (93.3~100.0) (79.4~100.0) (79.4~100.0) (93.6~99.3) (69.1~88.8) (88.9~99.9)
R B 94.1% 90.9% 90.9% 98.4% 90.3% 76.7%
(1550 (16/17 41)) (10/11 1)) (10/11 ) (61/62 ) (28/31 i) (23/30 f51])
(95%fZHE X ) (71.3~99.9) (73.9~100.0) (73.9~100.0) (91.3~100.0) (74.2~98.0) (57.7~90.1)

E S IAHRER [NMA78P3-1 iklR] T, #54% 3 LT 6 FFIZ 1T 2 EE T W36 100.0%
ThHY, FREFTHNTNE 90.9% ThHh o7z,

HES S AR [DP008-003 5k & OF PDT304 5Bk | K& OV Ib/IVAHFER [PDT408 iR T,
X ENZEI 97.5%, 80.3% % TN97.9% Th V), FREEIIZILZEI 98.4%, 90.3% K%K 76.7% T
HoT.

728, EPE FHER (NMA98P2(1)iklR] TRIEROFAN 21T > 7o/E R, 5% 4 FFHIZBIT D
JEEIX 100.0% TH Y, FFEEITM4.1% TH-T-.

PLEDOFERN G, EWNRERICIB W CIEER NI T 5 A%4|D SPECT EfgHti O Wiks I, 1
GRER & FIRRIC A WVRE R O REECTH D Z E R Sz (25423 TH).

]

2) LB/ MARIEEE

AINZFBNT, EEIRZMSHEE S 417z DLB B x4 & L7 MAHRER [NMA78P3-2 iR ]
TlE, 55 111MBq X% 185MBq, #iRf@RF# G- 3 W] )X 6 Wit TAHI DREEE K OV #L R
RRET LT,

WM T, BRIRZ2 M i E S 7z DLB FRF &2 %t 5 & L7 S5 IAEFER [PDT301 36k ] TiT,
Feh & 111~185MBq, RIGFFHIFG-1% 3~6 B TARIORE R ORrREZ G Lz, £72, B
IRFZWi D3 e e S 4072 DLB B A x5 & L7 EAT 5505k [GE-001-Walker 3R] TiX, #5150
~185MBq, fRIGIRFHII G514 3~4 WEfH] CAH O R K OV B A feat L 7.

EINE IFERER [NMA78P3-2 aklBk], e/ IAHRRER [PDT301 #ER] K OVESh [ fifi 3238 55k
[GE-001-Walker 7] D42 3 R T, #HRE OB RERICOVWTER F ShzlgHEEZE R
& % SPECT Hitg s D2 Wrks L (R R OVRR L) Al L 7-.
FRERICIBT DRE RO R E AR 1.8.1.2-3 1TR LT,
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7% 1.8.1.2-3 HBEFIEERIC L S M N O SPECT W7t OZWiEE (DLB)

BT NMA78P3-2 PDT301Y GE-001-Walker
. AR D 12 5 B OB [ IR O )H BE
SOT FL GBS O il R 22 4 . B .
FLRIF O BRI R 2 FHAL R O EF R 2 W IR
#4558 (MBq) 111, 185 111~185
150~185
(Gt 5-&) (109~120, 174~198) (121~287)
Pt R
3 B 2 6 IS 3~6 IS 3~4 IR
() S| S| S| R
R 70.0% 80.0% 184 185 77.8%
(%0 (7/10 #l) (8/10 ) o 7'1 o 3 9'7 o (7/9 #))
(95% 15 HEIX M) (41.6~98.4) (55.2~100.0) e e (40.0~97.2)
R B 90.9% 81.8% 84.6%
N 90.1 92.8
(f51%%) (10/11 1) (9/11 1) (11/13 1)
. +£1.43% +1.90%
(95% A5 #HIX[H) (73.9~100.0) (59.0~100.0) (54.6~98.1)

D PDT301 sRBRITRE R O REZ 3 A O EE T EICEE L TWA72), 340 PHEHEREFEE R L.
2D NMA78P3-2 BRIZ I 1T 5 F R IE H

ENZ AR [NMA78P3-2 #lBR] TiX, #5443 KU 6 ReffICH 1T 2K T £ 24 70.0%
KUY 80.0% TH v, FeFEEIXEINE 4 90.9% K X 81.8% T o 7o, WA MAHFER [PDT301 55k ]

%, MANREOERKZE 2 SOT L7 5 &, BEIX784% TH Y, FFREIL90.1% Tholz. F
7o, 12 @ A % OBEBRAER OERKRZET 2 SOT L35 &, BEIX78.5% TH Y, FriEIL 92.8% T
HoT.

T, ME—OMEEZWITETH D% OMRIFEZNZ N 2 SOT & L7=¥shE il 85l 5
[GE-001-Walker 3Bk ] TiX, SPECT BE({§Hi5 D2 Wik ITKEL 77.8%, FFEEE 84.6% TH Y,
VIO IRZ W OB (R 77.8%, R 46.2%) CIikd 5 &, BEILRI%ETH D KR
FEIXE o T2,

X5z, ENEIFEFER [NMAT78P3-2 iBk] O FERGEH Th 5 £ 5% 3 R ORE & O
BEEIZOWT, WA IAHRER [PDT301 #BR] ORER LR LTz & 24, ERNAORBRAGREIC K
XTI N LR ER S

PLEORER G, ENRBICBWCER N2 5 A4 SPECT B Hif O Wik X, it
B L FRROBE R R REChH D Z EpRraSiiz (25432 H).

ENFEIAHGER [NMA78P3-2 ikR] M ONEsSE MAHEER [PDT301 38R ] TlE, AinBRIhE
PERERC B W TR E L EMZEIC L 0 IEEM N O SPECT Wigaiss 2 5t L, ZWikE (&E &K O
FeBLBE) A RTAMN L 7.

FRERICIBIT DRE R O R E AR 1.8.1.24 [TR LT,
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