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1.5.1 EEXITIERDOEE

A VT AN T RUAF R (M) BRI, Y~ hAZF T TS ThHRrT ML
FF RERBSHEA 2T 2111 (Mn) TR L7 B ESRFICH 0 | RN WIES; (NET)
DOHEGEZWEE & LT I N,

Vv hAZF o (K1.5-1) &, BURTE, B, WLESIZIAS T 514 07 2/ #k
MBIRDHNTF RENVELTHY, I~ NAX T UZER (SSTR) #4r L T, MiisEwE
L LTHEMT 21E0y, TEEFTEICK T 2 ERVE . FRRBRE SR V& o K31
HAVAY Y B HEBICBT DT AN v EEEMERE 7T N, fHix
DIRIVE W EIET 5, Z OVEFAST OFZ27)>5 A A ZSandoz Pharma AG (HiNovartis
Pharma AG) |2 X > TR L LTSH, B SINTbORN Y~ MAZF T Fu o427 k
LAF K (K1.5-2) THD, $OT I /bbb A4 r bLAdF RiE, ZOHEEHIZSSTR
EREATHEEZLND4DDT X /R (Phe-Trp-Lys-Thr) #F L, AR CTILHLE AL
T UPEANEE., HLENET R OVEME KAE « FERAEEEAEDOIREIE L L TRRI LTV 5,

I'E\ Sandoz Pharma AG (¥{Novartis Pharma AG) }x (N4 7 > # Erasmus KD 7 /)L— 71X,
A7 hUATF ROfEEa v#123 (P Ei#ATH 5 P1-Tyr-3-octreotide & &% L, SSTR%
BT DWEHHE T~ AT TRIGETHZ LTI LIz, LOLBERDL, 47 F AT RO
WAL, BGRRASE S TRV I & PIO B RE O - A3 13,208 & 81 < T G245 L
BOWRBIIAMETHD Z &, AT - HIERD D OPEIG 235 < Bl EREE o EE 2 M R
FTHDLZEEORENH ST, ZNHDOREERT 5728, #r721ZSandoz Pharma AG (Hi
Novartis Pharma AG) (Z XV &R INT—ON T LA F K (K1.5-3) THbH, 7T b
FF RiZ. A7 b ATF RONKHOD-7 = =)V 7 7=V x L— hITHLY=F Lo b
U7 I v HEEE (DTPA) M L7TALEMTH Y . SSTRNDEBRVIRFEAMEE ¥ L— NP
BEEZ F o oG L2 AT 5700, F L— MESIZ X D B 2367 3R TH o~ X T 1T
Y AHBICE LM I A ITER SN A P UL T AT R (M) & 72 5, Erasmus
KREETEM S NI OBRRIZEDRE R, A 7 LT FLAF B (M) (3R O
ARl L7 ANENEAZ A L, SRR E BB W L R Sz, £72, SSTRE AT D
JEZD 55, FHINETORGZKE L L THETH D Z RSN,

Thr(ol)—Cys—Thr

HO-C?IS-Ser-Thr-Phe-Thr | AN
N\ S Lys
IS Lys |
IS Tlrp S| DTrp
H—Ala—GIy-Cys—Lys-Asn-Phe-Phé H—D-Phe—Cys—Phe
K1.5-1 YR EREFV M1.52 #9 bLAF R
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Thr(ol)——Cys—Thr
/ AN
S Lys
COxH ‘ ‘
HO,C~ N~ \//\N/\TT'\DPh64*Q64Phe
P 0
HO,C HO,C
®1.53 <YF kLAF K

—w

K [EMallinckrodt Medical Inc. (¥iMallinckrodt Pharmaceuticals) 3. _
B Y 7 AT REAO BB ZEEE (YT AT R
LAF R (Mn) ) 1CBET AR - BOTHER B LTz, 2otk kYo s (M) KON
NUT b AT R EARHEM T 2 @ E 28 E THEe SR T E . HOREMIZ &V VMR
NEENDEA VLT AT B (Mn) EHEHRAO® » MK ZBERE L (F
1.5-1) ,

F151 AVSHLRYTRLAFE (Mn) 50ty MER

INA T IV 154) i

%) &
A kA 7 2 (M) 122 MBg/1.1 mL (K& H i)
B NUF R UAF R 10 ug

1.5.2 FAROEE
1.5.2.1 JERRIREAER
1.5.21.1 ZFEHAER

FEERBRICOWTIIH = el B e Ehiw 37, X7 b AF RERPICEKR LA T %
Erasmus K5} (VA A4 ASandoz Pharma AG (¥iNovartis Pharma AG) D/AFK kA ZE &R E L
77

NN EBEMNTHRBRE LT A P70 F FLAF R (M) KO OBGME DSSTR
SOFEETEIZOWTHHI L7c, F72. SSTRFESTBUEEE &2 B L /=€ 7 L& 2 H\ T, in
VivolZ 31T D FEFEME P K OIS HH AR L DV CREAM L 72,

RIKHEEERBR S LClE, ST hLAF R, A V0L T LA F K (Pn) KO
7 NUAF RERNT, 7 v MK FREFTEMRIZIS T 2R R VE S WmsEERIZ o0
TRHM L 7=,

AV LRT LA F R (M) X, Y MRAXFUBEKTHDLA S M LATF R
DTPAZES SH-_r T AT REMInTEHE LALEHTH Y . 47 b LAT REEN
SSTRIZHEATH L EZBND, AP T LT FLAF R (M) LSSTROFMEA L, @
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AT FUAF RIZE V%LU ERESNZZ D A YT LT b LAF K (Mn)
X, A7 b LAF FOREEAL CSSTRICFEFRMICHEAT D L& 25N,

SSTREFBUEHB 7 v MZBWT, A YU AT AT R (Mn) 28RN E 53
DL, HBHEEEDEEEROMENENS LA L, 300N —2IZE L, —J7, 47 F
VAT FRMALEIC XY | JEEEROBRNBITABEIE T L2 &b, A VT LRUT B
LAF R (Mn) (345 B % HECHITSSTR & FrRAICHEE L, EE~ERET 5 2 & 2%in
ViVOC/R ST,

FARN A 513050 B OR4ARERIC T >~ 71 2 7 T Ui 2 R i3~ 5 & 245
MO BB ORHEEICER Tz, Zhud, A v YAy 7 hLAF R (M) 23, #5
%30 INIZHES OSSTRICHE AT 5 Z LICK VER L, SFERITHA LholeA P U A
A7 hLAF R (M) ZFRICERESR SECNICHE Sh, B s Ny 7 7T Roa
YEIFAMRELS ol EEZ BV, 723, NETOSSTRIZIXS 2D H 7 % A 77 (SSTRI
~SSTRS5) DOFRBLNHER I TEY, FFIZ, SSTR2IIFIS0% THILL TW\D EDHREND D,
AT AT FLAF R (M) 1E, SSTRACHE BB AT 5 2 L R@MESh Tl .,
NETOZWHZE L TW\Wb EB 2 b,

BIRIERERBR OFE RN S XU T b LA F REOA V7 AT b LAF R () 13,
7 v b I EREETIEME O ORR AR VE W EITIT A ERZFFO 2 L AR b,
ZONNFTA T AT FOK/I0TH T,

1.5.21.2 ZEWEREHER

EYBRERBRIL, TXTA YT AT FLAF R (M) EFRERCTERL, 7 v
I B [EIE R # 5-1% o0 M8 K OV e OO RETR R HERS . MRk 0 A =R, M BRREAT=R, A7
ABREE R ARBORE (iR, AThE. B, B, IR, RO (B A) ) hoRE,
PR, R O R RESEIE R 2 WE L=, £72, invitrodfflis LTT v b, 4 XL
bt homiEh 7 ARG EZRE LT,

AV T R AT R (M) G E 7 > MCHEEEFIRN G L7z & & O i & O
M B REIR B 1S, MERESR IS G E R X 0 BaRIZE ULie, F72. &5 Lo dRe, &
A% 1R & CoO MBI TR IO Lz, A0 LIZ e KIT A <, & 5%24
IRFFETIZ 38U T 1.0%dose LA D B E D3 7% 77 L 72 lfas LB i D 4 T o 1=,

T b AX KO MIUSEIZRT D72 ABREE (in vitro) IZH LR FEELRO R
2o Ty MTA VYT AR T b UAF R (Mn) EFHEZ BREFIRNE G L2 & & ok
TR OUAEF 72 0 AfE A 3RIE, 5% IR £ TORINZIBW T, 0.00~2.62% (MEREIT3)
FU21.30~26.65% (MAEH 72 A BEfEGE) & iRV EZ =~ L7,

AP LN T R AT R (M) G E 7 > MCHEBEFFIRN G L7z & & O R
D> DAEE D R & et L7223, IR & OV R HEE S AL 72 O BE O 4301 Ti, 92%L k=
(JR) KOT4%LLE (38) ZRE(AE LTI L7z, BIRNICR G- LTcA P T X0 T b
VAT K (Mn) SR, FERICHODICREBIADO £ EREOFER~PEE S D b D EE
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b,

AV LT RrATF R (M) @SR E 7~ MCHEFRIRNE S L2 & & OJR TR E
T REHEIE SR 1T, B 57425 ] T70.98~76.06%dose & /1< L | % 5-14 12085 T84.57~86.94%dose
(Z3E LT, 3 BRSO REPEE R 1T, % 54 1208/ T10.11~11.10%dose & 7= L 7=, AR~
D RFERTREPEMERIL, 54485 T2.03%dose TH > 7=,

15213 HMHHER

~r7 b v rEe s o HtEs . |~ - 5
HatERER, 7 v MXER G EERR, SRR e S LT,

AFRTIX, MO SRR L OB 2 L BT 7 v FROA X & Vo HE
B RER & e L7z,

e~ v 2B D EERBAEN AT b LA T RO EEFIRN R 588 Tk, T
Flix7e <, M OBIEEIT T LA F RE LT300 pgkgr x5 & Tho7o, MEHET »
MZBT X7 M UAF FOBEEIFIRNE G538 T, B TEE 7 < | BEIE O BBFE&1X1000
ugkgr Mz 58 Th oz, WA XITHIT DX T b LA T RO HBEIFIRN & 55808 Tl
BN < B OBIEEITS00 ngkga B2 2B THHT2, A1 VT LT FLUATF R
("MIn) EEHEO P ERKHAEIZHRRTHNUT FLAF FELT2 pg/le hTHYH, AP
ULy T hLAT R (Mn) HEEEE b MCHEBEFIRNE G Lz & & 5580 & 72 5 ATRErE
RN EEZEZ BT,

Ml T ~ MR T D EERBRAES ST N VAT RV 0238 S RN G- R
TiE, HBRWEICRNT D B2 ONDEEHNIE o7, 50 ngke/ H O T/ MO
FERGIN & O'BUNOBR AKX T, W ONT50 pg/kg/ H ORETLDHD EF-AE SN2, Wit
HEFRERORNSD EEZ B, KBEMF T TOEHFEREITIT FLAF FE L TS50
ugkg/ H ChH-o7z, X7 b AF FELT50 ugkgld, PEBKHAZEDOISOMFITHY L, 1
VAT hUAF R (Mn) EHERE © MCERBIFIRNE S L7z & & 2D OZ(EA%
B9 2 eIV B 2 S,

~ AV 74— TKBR Gl HIRE - AHNEMECRIEFTE T T10~100 pg/mL, fRHHENE
{ERAEE T T5~100 pg/mL) MK OMfERE~ 7 2 %2 W2/ (%55 : 0150 mg/kg) 12
BT, W bRBERIIRETH Y | BEEEI RSN 2D 5T,

JIFTHRREYEIZ DWW TR, 7 v MaB T 2 8RB AER AT b L AT RIER 0238 MK
HEHRGEERRBR BE5E: X7 hLATF RE LT, 25K TS50 pgkg/H) (ZBWT, H 5
PAHEBREICRKNT 5 L B2 ONHELITR LN hoT=Z L h | BRRMHER L8 S 72
5 ATREMEIR VN & B 2 B,

1.5.2.2 BRKREER
1.5.221 BN TOERKBEH
WA CORERBIIE L., RKITORKREFIZEEIT . K EMallinckrodt Medical Inc. (¥
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Mallinckrodt Pharmaceuticals) (= & V) FEfE S - WA TlI A v P L0 F LA F R (M)
FERIT IR E OB 2 B LZRA TRV & AF STV D B SCTHRELEH
DFBUTTRBE SN TWRN & fEREREICREDOR T A F ek b4 2 3B
DFERMITEE L RN LFEOHANG, 5 1 HLKOE DAHBRRBRIIE R SR oT,

ARG R RER TlL, NETEREICA VP U AT F AT R (M) EEHE111 MBq X
222 MBq% ¢ 5- L, ZRMER OHIMEZ RN Uiz, AR, BN o 8H E 15hEs% TRtk D~
v b a—rafnk e Lcr—r Ofa ~ Al xS,

EIAH R RS CRERMERSE (FDA) 2 E 7R Z LR & Hlr L7-9iBR3654) Dl
Fe SEBEOZWRE ORI Tk, FFMxI43094 12674 (86.4%) 75 THZh) (KRR &K O
KO REZWHETOZR LY 1 DOIETAIIESE S S vz, XAEmE TV 550
ICH BB S hote) EHE SN, EEAEOZWREOFAL CIX, kO RTE
DL L O—EHEITT78.9% (401/508ER(L) Th-o7o, RHE L O RBERNEE TS 2WVA
FHELT, 3654 F14 (03%) IR LI2OATH-T, LEXD, 4 VT AT R
LAF R (Min) VESIEIE, NETO IR OB B OB R ORTEZ KN BT, B2
BRI MEER L ChH D Z LRSI,

Mallinckrodt Medical Inc. (¥7Mallinckrodt Pharmaceuticals) 1. ANekBRaiE %2 B - T1993412
WK THRGRBHFE 21TV, 19944F2 HICF = 2 TR O AR Z BTG L, 201543 HBIE, 1~
AT hUAF R (M) EHHRIECK (19944F7KG8) . % (199547&G8) . {4 (1995
HKER) o M (19954E7&3R) Z2 & Te it F30ME [E DL L THARB &L, OctreoScan® D pd it 4 TNET
DOBWE L LTRTES T\ D,

1.5.2.22 ENTORRKEF
EWNTORKRMAIEZ, v~V 27ny b AT WABRAEE B~ 7 my FYv Uk
Aath) [Tk FEsn,

(1) M EER (5 1 ERKREER)

AT LT RLAF R (M) 13, ARV >, AR > Zadh IS0
BIE DR WIHTER Z "t Y~ FAZF o7 a7 OMNnERETH D 2 LD R
NTZNIEGR DT P UAF R (5 pg. 10 pghk U020 pg) 285 L, WNOWHERE~D 2

T 5N W A 19934 A DT HICER LTz, TORfEHR. <7 LA F R
WHESHEH (REFRLEL, ARV, ZAhar AR v, b, FURBRRG RL
Fr, BBRERBARLVE Y VTV =) (TR RIS RN LR ST,

(2) EMARNBIERER (55 1 HBERRER)

RN EIRERBR TId, R AAL A P LT L AF B (M) HESE111 MBq
ARG L, ZAeME, (RNENRE K OB & 2 540 L7, ASBRIX. 199346 H 7> 58 A 1T F i
Uize T OFER., MRS RERE T MM oEkE /R L, b auIciEk Lz, T
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HEMHR B TR . R P ~OHETEHSS N Th o T2, BEHI0 02T T T F—BTiE, D
MR 7 — NGRS A, [FIRFC B, IR OV~ O ERE RO D sy, 2 O% L ik
T ARITECHNTIE I U, B, IS Oig~ O SR I X RE ARG & & I L0 BIpR & 72
ofc, —J7, KEMBIFE G ORER £ TIXHiH S hr o 7oy, 24 USRI CIEAE s~ Dk
MR SN E o Tn, WIURE L NEE ~OENREY BT, BESREOWRRE L L
TR Z E R ST,

(3) FEIMABEGAKRER

BNAREG AR RBR Tl LB RNV TV EABREBFEBLICA VT AR T LA TF R
(""In) EHHET4 MBq U111 MBq& #5- L, b, RAMER O FAMEZFHE L 7=, A5
I, 1994412 A 225199543 H IC i L. CT, MRI, & &% O HRIOEEZKIEIC XLV E
GO REBM DI ER SN TV D EBEERRE L, TORE., EFEOBKIEED RN T,
AR 5214 1640 (76.2%) 73 THZ  (MLOBEHGZEE & O T, Ak Tk
< EBIoOEBMEM AR ENT) SHESh, o, W EOZBEEOFE Tk, il
DEHGZWHE & O —BERIZ82.0% (41/508L) Th -7z, RBRIEL ORREBAEETE 2R
WA ERRII234 T44 (17.4%) IZSHRO BT, BIESUU EO L DT, Zatk
WCREIT 72V 2 E AR E LT,

(4) BNEE M AREG PR EKER

wuinEs R E comiiz Lo O e vy s rrrTr (M) i
FROEKBHAFEE T o7, LLaens, TOFREOWRETYROFEE X —L0 [AHA
DUEHN T O FEBEOMEF J73E (ERRDL) & OMEE S5 ENTO BRI 7o i k2B E %
HEEE & L CBIMRBROER, T — X OIS 80 TA%ROMRERFTH2 L) &
OFafa 25T, 2000411 H 7> 5200241 H (2380000 25 AR R 308k & 520 L 7=,

BN ARG PR AR BR Tl LB R LT U EAEEOSDO B 5 BEA04 121 V7 Ll
T hUuAF R (M) EHL11 MBqa &G L, A, e R OEAMEZ G L2, A
FAIUKFGIT, WAMNEYEN B V) | BT 1 A LAN O CT & UMl D iR 32 Wik O W3 5 Tl
REDFIENTER S, WLERNVE VEEABE N DS BHE (ARE ; 5 DOSSTRO(F1E
DN EIZD HIN) & WNOMWIEMERH 0 | LB RVE 2 FEATER OIFIENR DD B,
ELUT 18 A BAN O CT f UMt O IR 32 Wik CREIEF B OIFAE « JRTENHER TE WD FEE T X
ROVEE (BRE ; RO REZW N 75 BI) & Uiz, ZORE., EGIEOZBIHEDOHIE T
%, ABECIIA DRI S 1648 1544 (93.8%) | BRECIIA Zh A xI 5194 54 (26.3%)
2y TRtE) (o B2 & O T, ARAE TH 72 < & b1 DDOEBGHMA AR i)
EHE STz, Fo. EALEOBWIEE DR TIX, B R OB RO R ITATET83.3%
(20/243007) . BEET41.7% (5/12807) Th o7z, 1GBIKE ORRBEBRAEE T RWEES
R13404 T34 (7.5%) (T3R80 B, FEEFRS%LL LD & OITHIRL5.0% (2/4040) DH T,
FREEIIN TN BRETH o7,
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1.5.3 ERIRERERLAPE DBAF DERE

~Vrrmy b VR URASH (v my Yy SRSt X AR o@ v |
Bl 2 TITT kD Y b ASTFUREEREAT DN USRS O
EHREL LT, AP aXr T AT R (M) AR OAGRRGEEITo72, L Lan

.l
(CEKGEHFFEZ Y T, BHFAEICOWTIE, FERIE LOBMN G, BMTIER <EHE
EHEFTTIT O HEtEED . TREEEA e & O E A s LT,

ZDH, AU LNT FLAF R (Mn) EHHRICE LT, EAEG @A 232009456 H (1<
e U 7e TEERRE b oD 0 B 203 i AR 0D 18 3 i SV i D BH 6 0 BRI B~ 5 I B4R I
DNWT IZHESE, AN TS, BABEFSEOHREFHARTFE» O BEEE (&
BSNIZNEE - VR Vo TF T T 4L D Y N RAETF USRI AT DR K O
PEONETDOBEI) MR S 7z, 201044 A IZBRfE STz TER EOBEMEOE W ARIKGRE -
WIS EREIEE) TA YU AT hrdAF R (M) EFHRIE TEREEOLEMES D |
Rl S, BEAEFBHEIZa T 4T oy U oSu RSt Ble s ay Uy U8k
Kth) 1Tk L T2010E5 A ISR ERE 21T - 72,

~ U rrmy FUy SRS BRGSO 72 D ITIRE N T RO E S 0 SE KGR IS
Kl L & oeRPE A R R L ol L, st A v aRT 7 -~ Bts
L& T A AR B Lo, AKGRHGEIX, SROICESE, L7 A VARV 7 —
~HRASHEPTO DO TH D,
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1.6 NEICHEFTAEARARKREFICET IEH
1.6.1 HAEIZHE T HHFARVFEARKR

AV ARUT AT R (M) FEFEIE. 201543 BiE, KIE, EE, (AE, MmE
Z o e R30E E UL ECHRGR I, RN SIIEREOZWE L L TRES N TWD  (kFE4
OctreoScan®) , A « GEIIFE—THY ., HbA P s (M) KO T hLAF FE
RFRHER T 2 MG O v NUFITHD, A1V L7 FLAF R (Mn) BT
Dty MERAZEL6-1ITRT,

£16-1 AVSHLRUTRLAFE Mtn) IR0ty MMERL

AT IV ITM) i

5y i
A kA 2w (M) 122 MBg/1.1 mL (K& H )
B ~NT RUATFR 10 pg

SENC BT DAGBEIRILZ K628, Fo, FHEE CKE, &E, AE, ME) 2
B DEHE « DRI OMIE - HEZFEL6-31T777,

#1.6-2 SEICHITHEBIREKRT (2015F3ABRT—4)

S AGAEH H ESE AERFEHA H
F—=AFF YT 19964 6413 H A 19944512 H20 H
F—A hY TP 19994 7H15H N —C 20144 5H27H
AL F—C 20144 3H28H T4V ("8)

X7 b 20104 2H 2H VIR I 20004 2H 9H
F = = 19944 2 16H VU R— A 19994£12H 16 H
Fow—rc 19954 6H22H V=Pt 19964 7H 1H
74T RE 1996412 H 11 H 77V A 20094E10H 9H
75 RS 19954F 37 16H AN 19954F 7H 3H
A e 19954 3H31H AT e—F 19944 9H 2H
XU ye 19964F 3H22H A A AP 19954F 3H 13 H
U 20144 7H 8H vt (RBH)
NI =P 19944F 8 H29H = 19964E11 H 19 H
TANT L RE 19954 64 8H FEDNS 19954F 44 5H
A B Y Te 19974 1H28H Vo at 19994F 2H 12 H
[ 20014F 3 15H ap L eyt 20094F 624 H
NI TN 19954F 1H10H T AU A 19944F 61 2H
<L =7t 19984F 2H 26 H Ay a0 20114F 1H10H
~ )L #° 20084E10H 7H

GRIRMG 715« a ENIEA., b EUERI%EA., ¢ EUM AR



#1.6-3 XE. ZEE. LAERUVHEIICEIT5EE - HRRUVRE - A=
K B INE| MR
NEE VU TF VT TI 4K D YT NRE VU TF T T TN ED IR VAR T SR VU F T T TI4ICRD YT NAETF USRI U TF T T L DY VAR T Ui KR

PR FURREREET HEBEL O REAT 5 HBEARNSWIESE R Oy BT 5 HIBRARN S WIERE R OO LT ) A R AT 5 H RN RS R O VT ) A K
LD BIREN S LIRSS D2 F ) A RO2hr DLW DLk

s gE5& RS G- FRAR 55 FRAIR 55

g I —RBRoHRER I SPECTHxfg o F &l Al ¥ 2 #Rfg 2k TIF=F T T T 4 OFRIZI10MBqT TIF=F T T T 4 OFRIZI10MBqT

111 MBq T %, SPECTRIGDOHESE Lo TR D, —fRIIC, FRIRN~0 B [a]#

5813222 MBqTH 5,
INEA~D B
INERFICHT D REER O
RN ARV (N GAVAI AN
Bt s
(Gedlizz L)

HE L LTI10~220 MBq T+ TH 5, I
BRSO RER 25 1L 5720l B
SOBIIRERLETH D,

e i B TR B R 7 R E (R
Th b,

NGRS

INRBEFEA~OBEEHWNIL, Vv hAXTF
SRR T T T T 4 BRI LTV AKE
SRR [ S AR ENR 23 0 ARV M o Jisc S
PEES S (BFIZPET) 5B L LT, 179
RETHDH, MBEE~ORLIT, TSR
T& D METEEIR S 720 EGA . T ofik
FEEI G T+ 72 Wi S ng
BB D,

G 13 P - P2 ARERE] S O24R5 S, 1240
MM O48HEINCAT 5, 4RSI OmEI1X, 24
W R LR S LT IS B iR E & o bl e
OEHmcA A & B s, 24REZICHIH &
T NEER O RE DS IS ~DEFETH 5 D>
JHENE~DEFETH D 0% eI HIWr
TERWBEITIT, 4805 IR ICHEY v F 7
774 % FET D, wmBIX2EITH, S B
72< & B 1ENEISPECT (IESPECT/CT) %4
WHENEETHD, ARy ML, HE
WIHEDME T 95 X 9 IC48IF R4 . 7205
BEO/ XITIHEHIME IR Y K LU EET 5
LRV,

B Y FAIRNICHEER G5, TREBAL OB
IS ZRET D T2 DI BRI B I3 59 2 L
Mé %, SPECTHAZ D B ¥ 5 i dtiEc
Ko TRRD, I, RN ~O LRI 5 &
L LT110~220 MBq T+ T 5,

i B )T D R R B E IR E T H
Do
NGRS EE 5y

ANV SR B il R ARBRIZBR BTV B 3 B
DEFER Y TH D856 /INRITx 5 85
RE R LR E IR E R EE S W TR
LEGHATRREN DRI T 5, BTl ONE
E2O/NRIEEBEOENIEICHED Z &N TE 2,

03kg=0.10 22kg=0.50 42kg=0.78
04kg=0.14 24kg=0.53 4dkg=0.80
06kg=0.19 26kg=0.56 46kg=0.82
08kg=023 28kg=058 48kg=0.85
10kg=027 30kg=0.62 50kg=0.88
12kg=032 32kg=065 52-54 kg=0.90
14kg=0.36 34kg=068 56-58 kg=0.92
16kg=040 36kg=071 60-62 kg =0.96
18kg=044 38kg=073 64-66 kg =0.98
20kg=046 40kg=0.76 68kg=0.99

Bt 13 5% K240 IS N9~ 5, 24FEE 2 D
WS CL BB~ DL TH 2 0 IFENED ~DE
TETHDINERDTE RWEAITIL, 48851212
HELFIT77 4 2EHETR&ETH D, EHNC
X oTiE, 4RI OY v F 7T 7 4 THRY R
WENEOLNDZ EBH D,

B BARNICHBE 5925, 08 & P~
IR 2L 2 72 DI0, B 5 OFITIEE NS
T D, SPECTHRE O AR IIM I HiREGIEEIC
Ko TRERD, — BT, RN ~OH B 5 &
L LT110~220 MBq T+ T 5,
ElmE T D R 2 A B EIL R ETH D,
AN Ry
ANRIZxET B RREBRIEIR STV B, /RIS
KD B H U RE R TR (BN EZS, AR
PEZETE) (ZHEV, RIS 2 I RERICHE U T
BHHT~RETH D,
03kg=0.10 22kg=0.50
04kg=0.14 24kg=0.53
06kg=0.19 26kg=0.56
08kg=023 28kg=0.58
10kg=027 30kg=0.62
12kg=032 32kg=0.65
14kg=036 34kg=0.68
16kg=040 36kg=0.71
18kg=0.44 38kg=0.73
20kg=046 40kg=0.76
firde il
Bl 13 5% K240 I RNE 9 5 , 24K D
Wi T IR~ OERTH D ENEY~DHE
FHCdH D EHEFITRE R T & 7RO IEEE D FHfE
PR SN DLEAICIT, 48 BICHEY v F 7
T 74 FEMTRETH D, EFICL->TIE, 4
WO v F 2757 4 THRYRERIED
NHZERH B,

42kg=0.78
44 kg = 0.80
46kg=0.82
48kg=0.85
50 kg = 0.88
52-54 kg = 0.90
56-58 kg = 0.92
60-62 kg = 0.96
64-66 kg = 0.98
68 kg =0.99
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OctreoScan™
Kit for the Preparation of Indium In 111 Pentetreotide

Diagnostic - For Intravenous Use.

Table 3 lists fractions remaining at selected time intervals before
and after calibration. This information may be used to correct for
physical decay of the radionuclide.

Table 3. Physical Decay Chart: Indium In 111,

Rx Only. Half-life 2.805 Days (67.32 hours)
DESCRIPTION Fraction Fraction
o ) o Hours | Remaining Hours Remaining
OctreoScan™ is a kit for the preparation of indium In 111 —
a diagnostic radi eutical. It is a kit con- 72 2.100 0 1.000
sisting of two components: -60 1.854 3 0970
-48 1.639 6 0.940
1) A10-mL OctreoScan Reaction Vial which contains a -36 1.448 12 0.885
mixture of: 24 1.280 24 0.781
(i) 10 pg p ide [N-(di iamine-N,N,N'N" 12 1.131 36 0.690
tetraacetic  acid-N"-acetyl)-D-phenylalanyl-L-hemicystyl-L- -6 1.064 48 0.610
phenylalanyl-D-tryptophyl-L-lysyl-L-threonyl-L-hemicystyl-L- « Calibration t
threoninol cyclic (27) disulfide], (also known as octreotide allbration time
DTPA), CLINICAL PHARMACOLOGY

(ii) 2.0 mg gentisic acid [2, 5-dihydroxybenzoic acid],
(iii) 4.9 mg trisodium citrate, anhydrous,

(iv) 0.37 mg citric acid, anhydrous, and

(v) 10.0 mg inositol.

Pentetreotide has the following structural formula:
COOH

HOOCCH: he CH.COOH
N-CHCH-N-CHCH-N
HOOCCH. SHCO - D-Phe - Oys - Phe
s ow
s s

Thr(ol) - Cys - Thr
Prior to lyophilization, sodium hydroxide or hydrochloric acid may
have been added for pH adjustment. The vial contents are sterile
and iic. No bacteriostatic pt ive is present.

2) A 10-mL vial of Indium In 111 Chloride Sterile Solution, which
contains: 1.1 mL or 111 MBg/mL (3.0 mCi/mL) indium In 111
chloride in 0.02N HCl at time of calibration. The vial also contains
ferric chloride at a concentration of 3.5 ug/mL (ferric ion, 1.2 pg/
mL). The vial contents are sterile and nonpyrogenic. No bacte-
riostatic preservative is present.

Indium In 111 pentetreotide is prepared by combining the two kit
components (see INSTRUCTIONS FOR THE PREPARATION OF
INDIUM In 111 PENTETREOTIDE). Indium In 111 reacts with the
diethylenetriaminetetraacetic acid portion of the pentetreotide
molecule to form indium In 111 pentetreotide. The pH of the
resultant indium In 111 pentetreotide solution is between 3.8 and
4.3. No bacteriostatic preservative is present.

Theindium In 111 pentetreotide solution is suitable for intravenous
administration as is, or it may be diluted to a maximum volume of
3.0 mL with 0.9% Sodium Chloride Injection, U.S.P.,, immediately
before intravenous administration. In either case, the labeling yield

General

Pentetreotide is a DTPA conjugate of octreotide, which is a long-acting
analog of the human hormone, somatostatin. Indium In 111
pentetreotide binds to somatostatin receptors on cell surfaces
throughout the body. Within an hour of injection, most of the dose of
indium In 111 pentetreotide distributes from plasma to extravascular
body tissues and concentrates in tumors containing a high density of
somatostatin receptors. After background clearance, visualization of
somatostatin receptor-rich tissue is achieved. In addition to
somatostatin receptor-rich tumors, the normal pituitary gland, thyroid
gland, liver, spleen and urinary bladder also are visualized in most
patients, as is the bowel, to a lesser extent. Excretion is almost
exclusively via the kidneys.

Pharmacokinetics

Radioactivity leaves the plasma rapidly; one third of the radioactive
injected dose remains in the blood pool at 10 minutes after
administration. Plasma levels continue to decline so that by 20 hours
post-injection, about 1% of the radioactive dose is found in the blood
pool. The biological half-fife of indium In 111 pentetreotide is 6 hours.
Half of the injected dose is recoverable in urine within six hours after
injection, 85% is recovered in the first 24 hours, and over 90% is
recovered in urine by two days.

Hepatobiliary excretion represents a minor route of elimination, and
less than 2% of the injected dose is recovered in feces within three
days after injection.

Metabolism

For several hours after administration, plasma radioactivity is
predominantly in parent form. Ten percent of the radioactivity
excreted is nonpeptide-bound.

Pharmacodynamics

Indium In 111 pentetreotide binds to cell surface receptors for
in. In nonclinical pharmacologic studies, the

of indium In 111 should be before
administration to the patient. A method recommended for
determining the labeling yield is presented at the end of this
package insert.

Physical Characteristics

Indium In 111 decays by electron capture to cadmium-111 (stable)
and has a physical half-life of 2.805 days (67.32 hours) (see Table 2).'
The principal photons that are useful for detection and imaging are
listed in Table 1.

Table 1. Principal Radiation Emission Data*

- Mean Percent Per
Radiation Disintegration Energy (keV)
Gamma-2 90.2 1713
Gamma-3 94.0 245.4

*Kocher, David C,, “Radioactive Decay Data Tables,” DOE/TIC-11026, 115 (1981).

The specific gamma ray constant for In 111 is 3.21 R/hr-mCiat 1 cm'.
The first half-value thickness of lead (Pb) for In 111 is 0.023 cm.
Selected coefficients of attenuation are listed in Table 2 as a
function of lead shield thickness. For example, the use of 0.834 cm
of lead will attenuate the external radiation by a factor of about
1000.

Table 2. Radiation Attenuation by Lead Shielding

hormonal effect of OctreoScan in vitro is one-tenth that of
octreotide. Since diagnostic imaging doses of indium In 111
pentetreotide are lower than the therapeutic doses of octreotide,
indium In 111 pentetreotide is not expected to exert clinically
significant somatostatin effects.

Indium In 111 pentetreotide is cleared from the body primarily by
renal excretion. Indium In 111 pentetreotide elimination has not
been studied in anephric patients orin those with poorly functioning
kidneys. Itis not known whether indium In 111 pentetreotide can be
removed by dialysis. Dosage adjustments in patients with decreased
renal function have not been studied.

Clinical Trials

OctreoScan was studied in nine unblinded clinical studies in a total
of 365 patients. Of these patients, 174 were male and 191 were
female. Their mean age was 54.0 years (range 1.8 to 86 years). One
patient was under the age of 2 and 2 patients were between the
ages of 2 and 12; 223 patients (61.1%) were between 18 and 60
years; and 136 patients (37.3%) were older than 60 years. A racial
distribution is not available.

Eligible patients had a demonstrated or high clinical suspicion of a
neuroendocrine tumor. The most common tumors were carcinoids
(132 of 309 evaluable patients). Scintigraphic results were compared
to results of conventional localization procedures (CT, ultrasound,
MRI, i surgery and/or biopsy). The mean dose of

radioactivity administered was 173.4 MBq (4.7 mCi).

OctreoScan results were consistent with the final diagnosis (success)
in 267 of 309 evaluable patients (86.4%). Compared with carcinoids

and i lower success rates were noted for localization of

Shield Thickness (Pb) cm Coefficient of
0.023
0.203 0.1
0.513 0.01
0.834 0.001
1.12 0.0001

From Radiopharmaceutical Interal Dosimetry Information Center, Oak Ridge
Associated Universities, Oak Ridge, TN 37831-0117, February 1985.

pituitary adenomas and medullary
thyroid carcinomas. OctreoScan success was observed in 27 of 32
patients (84.4%) with clinically nonfunctioning neuroendocrine
tumors (e, no symptom of a clinical syndrome mediated by
abnormally elevated hormones).

1/2

OctreoScan localized previously unidentified tumors in 57/204
patients. In 55/195 patients, indium In 111 pentetreotide uptake
occurred in lesions not thought to have somatostatin receptors. In a
small subgroup of 39 patients who had tissue confirmation, the
sensitivity rate for OctreoScan scintigraphy was 85.7%; for CT/MRI
the rate was 68%. The specificity rate for OctreoScan scintigraphy
was 50%, the rate for CT/MRI was 12%. Larger studies are needed to
confirm these comparisons. Overall, including all tumor types with or
without the presence of somatostatin receptors, there were 3/508
false positives and 104/508 false negatives.

Of the 309 patients, 87 had received octreotide for therapeutic
purposes within 72 hours of OctreoScan administration. These
patients had an overall 95% success rate. The effect of different dose
levels of octreotide on success rates has not been evaluated.

INDICATIONS AND USAGE
Indium In 111 pentetreotide is an agent for the scintigraphic
localization of primary and metastatic neuroendocrine tumors
bearing somatostatin receptors.

CONTRAINDICATIONS
None known.

WARNINGS
DO NOT ADMINISTER IN TOTAL PARENTERAL NUTRITION (TPN)
ADMIXTURES OR INJECT INTO TPN INTRAVENOUS ADMINISTRATION
LINES; IN THESE SOLUTIONS, A COMPLEX GLYCOSYL OCTREQTIDE
CCONJUGATE MAY FORM.
The sensitivity of scintigraphy with indium In 111 pentetreotide
may be reduced in patients concurrently receiving therapeutic
doses of octreotide acetate. Consideration should be given to
temporarily suspending octreotide acetate therapy before the
administration of indium In 111 pentetreotide and to monitoring
the patient for any signs of withdrawal.

PRECAUTIONS

General

1. Therapy with octreotide acetate can produce severe
hypoglycemia in patients with insulinomas. Since pente-
treotide is an analog of octreotide, an intravenous line is
recommended in any patient suspected of having an
insuli An il solution ining glucose
should be administered just before and during admin-
istration of indium In 111 pentetreotide.

. The contents of the two vials supplied with the kit are
intended only for use in the preparation of indium In 111
pentetreotide and are NOT to be administered separately to
the patient.

3. SinceindiumIn111 primarily by

renal excretion, use in patients with impaired renal function

should be carefully considered.

To help reduce the radiation dose to the thyroid, kidneys,

bladder, and other target organs, patients should be well

hydrated before the administration of indium In 111

pentetreotide. They should increase fluid intake and void

frequently for one day after administration of this drug. In

addition, it is recommended that patients be given a mild

laxative (e.g., bisacodyl or lactulose) before and after

administration of indium In 111 pentetreotide (see DOSAGE

AND ADMINISTRATION section).

Indium In 111 pentetreotide should be tested for labeling

yield of radioactivity prior to administration. The product

must be used within six hours of preparation.

~
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Components of the kit are sterile and nonpyrogenic. To
maintain sterility, it is essential that directions are followed
carefully. Aseptic technique must be used during the
preparation and administration of indium In 111
pentetreotide.
. Octreotide acetate and the natural somatostatin hormone
may be iated with cholelithiasi by
altering fat absorption and possibly by decreasing motility
of the gallbladder. A single dose of indium In 111
pentetreotide is not expected to cause cholelithiasis.

~

. As with any other radioactive material, appropriate shielding
should be used to avoid unnecessary radiation exposure to
the patient, occupational workers, and other persons.

L4

Radiopharmaceuticals should be used only by physicians
who are qualified by specific training in the safe use and
handling of radionuclides.

Carci i i i of Fertility

Studies have not been performed with indium In 111 pentetreotide
to evaluate carcinogenic potential or effects on fertility. Pentetreotide
was evaluated for mutagenic potential in an in vitro mouse lymphoma
forward mutation assay and an in vivo mouse micronucleus assay;
evidence of mutagenicity was not found.
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Pregnancy Category C Table 4. Estimated Absorbed Radiation Doses after Intravenous Administration of OCTREOSCAN™
Animal reproduction studies have not been conducted with indium Indium In 111 Pentetreotide™ to a 70 kg Patient KIT FOR THE
In 111 pentetreotide. It is not known whether indium In 111 PREPARATION
pentetreotide can cause fetal harm when admi toa PLANAR _ SPECT i OF INDIUM In 111
pregnant woman or can affect reproduction capacity. Therefore, Organ mGy/111 MBg rads/3 mCi mGy/222 MBq rads/6 mCi PENTETREOTIDE
indium In 111 ide should not be ini; toa Kidneys 54.16 5.42 108.32 10.83
pre:gn(a‘n‘lbvltzm(ahn fu;\\ess the potential benefit justifies the Liver 12.15 122 24.31 2.43 050
potentialrisk fo the fetus. Spleen 73.86 7.39 14773 14.77
I"‘f"'"g Mk""‘e" ther e dra Vi " Uterus 6.34 0.63 12.67 127 Sample Analysis
It is not known whether this drug is excreted in human milk. - R .
Because many drugs are excreted in human milk, caution should Ovaries 4.89 0.49 9.79 0.98 1. ,US",'Q a 1-mL syringe W‘lh, needle, withdraw 0.05 to 0.1 ,"'L
be exercised when indium In 111 p ide is e Testes 2.90 0.29 5.80 0.58 |r!d|um In1m1 pemetregtlde from the OctreoSFan Reaction
to.a nursing woman. Red Marrow 3.46 035 6.91 0.69 Vial. Apply the preparanor) to the Sep-Pak cartndgethroug.h
- - the longer end of the cartridge. Make sure that the sample is
Pediatric Use w;rlllary Bladder 3024 3.02 60.48 6.05 migrating onto the column of the cartridge. Note: After this
Safety and effectiveness in pediatric patients have not been T = = = = step, the cartridge and all solutions eluted from it will be
established. ract radioactive.
ADVERSE REACTIONS Stomach Wal 5.67 0.57 11.34 113 2. With a disposable 5-mL syringe, sowly (in cropvise manner)
The following adverse effects were observed in clinical trials at a 3ma|l IEtestlne 4.78 0.48 9.56 0.96 P”ﬁh 5 mLhWEIW through the \ong‘er e"g OLf tth ;anrlldge,
ients: dizzil pper Large collecting the eluate in a counting vial or tube. Label this eluate
frequency of less than 1% of 538 patients: dizziness, fever, flush, Intestine 5.80 0.58 11.59 1.16 oS Fraction 1¢
headache, hypotension, changes in liver enzymes, joint pain, nausea, L L .
sweating, and weakness. These adverse effects were transient. Also Inot‘évselli'r\earge 7.73 0.77 15.46 1.55 3. Similarly, elute the cartridge with 5 mL methanol. Be sure that
in clinical trials, there was one reported case of bradycardia and one - . . g this solution is pushed slowly through the longer end of the
N N Adrenals 7.55 0.76 15.11 1.51 . : . .
case of decreased hematocrit and hemoglobin. . cartridge so that the elution occurs in a dropwise manner.
Pentetreotide is derived from octreotide which is used as a Thyroid 743 0.74 14.86 1.49 Collect this fraction in a second culture tube or vial for counting.
therapeutic agent to control symptoms from certain tumors. The mSv/111 MBq rem/3 mGCi mSv/222 MBq rem/6 mCi Label it as “Fraction 2." Push two 5-mL portions of air through
usual dose for indium In 111 pentetreotide is approximately 5 to 20 Effective Dose' the longer end of the cartridge and collect the eluate with
times less than for octreotide and is subtherapeutic. The following Equivalent 13.03 1.30 26.06 261 Fraction 2.

adverse reactions have been associated with octreotide in 3% to 10%
of patients: nausea, injection site pain, diarrhea, abdominal pain/
discomfort, loose stools, and vomiting. Hypertension and hyper- and
hypoglycemia have also been reported with the use of octreotide.
DOSAGE AND ADMINISTRATION

Before administration, a patient should be well hydrated. After
administration, the patient must be encouraged to drink fluids
liberally. Elimination of extra fluid intake will help reduce the
radiation dose by flushing out unbound, labelled {

* Assumes 4.8 hour voiding interval and International Commission on Radiological Protection (ICRP) 30 model for the gastrointestinal tract calculations.

*Estimated according to ICRP Publication 53.

threoninol cyclic (2-7) disulfide], (also known as octreotide 4.
DTPA),

(if) 2.0 mg gentisic acid [2, 5-dihydroxybenzoic acid],
(iii) 4.9 mg trisodium citrate, anhydrous,

(iv) 0.37 myg citric acid, anhydrous, and

(v) 10.0 mg inositol.

«

o

glomerular filtration. Itis also recommended that a mild laxative (e.g.,
bisacodyl or lactulose) be given to the patient starting the evening
before the radioactive drug is administered, and continuing for 48
hours. Ample fluid uptake is necessary during this period as a
support both to renal elimination and the bowel-cleansing process.
In a patient with an insulinoma, bowel-cleansing should be
undertaken only after consultation with an endocrinologist.

The recommended intravenous dose for planar imaging is 111 MBq
(3.0 mCi) of indium In 111 pentetreotide prepared from an
OctreoScan kit. The recommended intravenous dose for SPECT
imaging is 222 MBq (6.0 mCi) of indium In 111 pentetreotide.

The dose should be confirmed by a suitably calibrated radioactivity
ionization chamber immediately before administration.

As with all intravenously administered products, OctreoScan should
be inspected visually for particulate matter and discoloration prior
to administration, whenever solution and container permit.
Preparations containing particulate matter or discoloration should
not be administered. They should be disposed of in a safe manner,
in compliance with applicable regulations.

Aseptic techniques and effective shielding should be employed in

Before sodium hydroxide or hydrochloric acid may
have been added for pH adjustment. The vial contents are sterile and
ic. No bacteriostatic pi ive is present.

2. A 10-mL vial of Indium In 111 Chloride Sterile Solution, which
contains 1.1 mL or 111 MBg/mL (3.0 mCi/mL) indium In 111
chloride in 0.02 N HCl at time of calibration. The vial also
contains ferric chloride at a concentration of 3.5 pg/mL (ferric
ion, 1.2 ug/mL). The vial contents are sterile and nonpyrogenic.
No bacteriostatic preservative is present.

In addition, the kit also contains the following items: (1) a 25 G x

5/8" needle (B-D, Monoject) used to transfer Indium In 111 Chloride

Sterile Solution to the OctreoScan Reaction Vial, (2) pressure

sensitive label, and (3) a package insert.

~

o
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Storage

The OctreoScan kit should be stored refrigerated at 2°C to 8°C (36°F
to 46°F). After reconstitution, store at or below 25°C (77°F). Indium
In 111 pentetreotide must be used within six hours of preparation.

INSTRUCTIONS FOR THE PREPARATION OF INDIUM
In 111 PENTETREOTIDE
Note: Read complete directions thoroughly before starting

3

doses for to patients.
gloves should be worn during the administration procedure.
Do not administer OctreoScan in TPN solutions or through the
same intravenous line.

Radiation Dosimetry
The estimated radiation doses? to the average adult (70 kg) from
intravenous administration of 111 MBg (3 mCi) and 222 MBq
(6 mCi) are presented in Table 4. These estimates were calculated
by Oak Ridge Associated Universities using the data published by
Krenning, et al.!
HOW SUPPLIED
The OctreoScan kit (NDC 0019-9050-40) is supplied with the
following components:
1. A 10-mL OctreoScan Reaction Vial which contains a
lyophilized mixture of:
(i) 10 pg pentetreotide [N-(diethylenetriamine-N,N,N',N"-
tetraacetic  acid-N"-acetyl)-D-phenylalanyl-L-hemicystyl-L-
henylalanyl-D-tryptophyl-L-lysyl-L-th I-L-hemicystyl-L-

7 Values listed include a correction for a maximum of 0.1% indium In-114m
radiocontaminant at calibration.

*EP. Krenning, W.H. Bakker, P.P.M. Koo, W.AP. Breeman, H.Oei, M. de Jong,
J.C. Reubi, T.J. Visser, C. Bruns, D.J. Kwekkeboom, A.EM. Reijs, PM. van Hagen,
JW. Koper, and SW.J. Lamberts, “Somatostatin Receptor Scintigraphy with
Indium-111-DTPA-D-Phe-1-Octreotide in Man: Metabolism, Dosimetry and
Comparison with lodine-123-Try-3-Octreotide,” The Journal of Nuclear Medicine,
Vol. 33, No. 5, May 1992, pp. 652-658.

Procedure Precautions and Notes

. Al transfers and penetrations of the vial stoppers by a needle
must use aseptic technique.

. Wear waterproof gloves during the entire procedure and while
withdrawing the patient-dose from the OctreoScan Reaction
Vial.

. Transfer Indium In 111 Chloride Sterile Solution with an
adequately shielded, sterile syringe using the transfer needle in
the kit.

. Adequate shielding should be maintained at all times until the
preparation is administered to the patient, disposed of in an
approved manner, or allowed to decay to safe levels of
radioactivity. A shielded, sterile syringe should be used for

i and injecting the i

. Do not inject into TPN administration bags or their intravenous

lines.
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Inject the Indium In 111 Chloride Sterile Solution into the
OctreoScan Reaction Vial.

. Gently swirl the OctreoScan Reaction Vial until the lyophilized

pelletis completely dissolved.

. Incubate the indium In 111 pentetreotide solution at or below

25°C (77°F) for a minimum of 30 minutes. Note: A 30 minute
incubation time is required. Shorter incubation periods may
result in inadequate labeling.

. Using proper shielding, visually inspect the vial contents. The

solution should be clear, colorless, and free of particulate
matter. If not, the solution should not be used. It should be
disposed in a safe and approved manner.

. Assay the indium In 111 pentetreotide solution using a suitably

calibrated ionization chamber. Record the date, time, total
activity, and patient identifier (e.g., patient name and number)
on the radioassay information label and affix the label to the
lead dispensing shield.

. The labeling yield of the reconstituted solution should be

checked before administration to the patient, according to the
instructions given below. If the radiochemical purity is less than
90%, the product should not be used.

. Store the reaction vial containing the indium In 111

pentetreotide solution at or below 25°C (77°F) until use. The
indium In 111 pentetreotide must be used within six hours of
preparation.

. If desired, the preparation can be diluted to a maximum volume

of 3mL with 0.9% Sodium Chloride Injection, U.S.P.immediately
prior to injection. The sample should be drawn up into a
shielded, sterile syringe and administered to the patient.

RECOMMENDED METHOD FOR DETERMINATION OF LABELING

YIELD OF INDIUM In 111 PENTETREOTIDE

Required Materials
. Waters Sep-Pak™ C18 Cartridge, Part No. 51910
. Methanol, 15 mL (Caution: toxic and flammable. Exercise due

caution.)

. Distilled water, 20 mL
. Disposable syringes:

2-10-mL, no needle required
2-5-mL, no needle required
1-1-mL, with needle

. Three disposable culture tubes or vials, minimum 10-mL

capacity

. lon chamber

Preparation of the Sep-Pak Cartridge

Procedure for the of Indium In 111

. Place the OctreoScan Reaction Vial in a lead dispensing shield
(of minimum wall thickness 1/4 inch) fitted with a lid.

. Swab the rubber stopper of the reaction vial with an appropriate
antiseptic and allow the vial to dry.

. Aseptically remove the contents of the Indium In 111 Chloride
Sterile Solution vial using the needle provided and a shielded,
sterile syringe.

~
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. Rinse the Sep-Pak cartridge with 10 mL methanol as follows: fill a

10-mL syringe with 10 mL methanol, attach the syringe to the longer
end of the Sep-Pak cartridge, and push the methanol through the
cartridge. Discard the eluate in a safe and approved manner.

. Similarly, rinse the cartridge with 10 mL water. Ensure that the

cartridge is kept wet and that there is no air bubble present. If
anair bubble is present, rinse the cartridge with additional 5 mL
of water. Discard the eluate.

4. Place the Sep-Pak cartridge in a third culture tube or vial for
assay.

Assay

1. Assay the activity of Fraction 11in a suitably calibrated ionization
chamber. This fraction contains the hydrophilic impurities (e.g.,
unbound indium In 111).

2. Assay the activity of Fraction 2. This fraction contains the
indium In 111 pentetreotide.

3. Assay the activity of the Sep-Pak cartridge. This component
contains the remaining non-elutable impurities.

4. Dispose of all of the materials used in the preparation, the
sample analysis, and the assay in a safe and approved manner.

Calculations
1. Percentindium In 111 pentetreotide =
(Fraction 2 Activity / Total Activity) x 100%
Where Total Activity = Fraction 1 + Fraction 2 + activity
remaining in Sep-Pak
Note: If this value is less than 90%, do not use the preparation.
Discard it in a safe and approved manner.
2. Percent hydrophilic impurities =
(Fraction 1 Activity / Total Activity) x 100%
3. Percent non-elutable impurities =
(Activity remaining in Sep-Pak cartridge / Total Activity) x 100%
This radiopharmaceutical is licensed by the Illinois Department of
Nuclear Safety for distribution to persons licensed pursuant to
330.260(a) for the radioactive material specified in 32 IL. Adm.
Code 335.4010 or under equivalent licenses of the
U.S. Nuclear Regulatory Commission, an Agreement State, or a
Licensing State.

OctreoScan is a trademark of Mallinckrodt LLC.

Sep-Pak is a trademark of Waters Technologies Corporation.

Manufactured by:
Mallinckrodt Inc.

675 McDonnell Blvd.

St. Louis, MO 63042 USA

Distributed in Canada by:

tyco Healthcare

Pointe-Claire, QC, Canada H9R 5H8
Estb. Lic. No.: 100689-A

tyco

A05010 o
Healthcare

Mallinckrodt

Rev 12/2011
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OctreoScan™
AT L (Mn) RUF LA F RRERAXY b
2l — ERiRP 4 5]
WLT5 P

HERL - IR

OctreoScan™| X . fe M2 ch i A4 v (MNn) RoF F AT Fi#EES Y FCTH B,
AKx v MM, 2 00N HRE S,

1) LT O BRE LTS i 2 &2 10 mL @ OctreoScan /A 7 /L
(1) 10 pg ~*>7 kLA F F [N-(diethylenetriamine-N,N,N’,N”-tetraacetic acid-N"-acetyl)
-D-phenylalanyl-L-hemicystyl-Lphenylalanyl-D-tryptophyl-L-lysyl-L-threonyl-L-hemicystyl
-L-threoninol cyclic (2—7) disulfide], (514 42 kL 45 K DTPA)
(i) 2.0 mg 7TV UBE [2,5-T 8 R 22 BERR
(iii) 49 mg MK = =T FVU 7 A
(iv) 0.37 mg HEK 7 =
v)10.0mg A /¥ F—/b

NUT P LAF ROBERTUTOMEY Th 5 -

COOH
HOOCCH: ¢Hz CHCOOH
N-CH:CH:-N-CH:CH.-N
HOOCéHz EHZCO - D-Phe - CyT'-; - Phe \
S D-Trp
IS Llys

/
Thr(ol) - C{;s - Thr

B RCIRATIS . pH SR D T2 OIKER LT+ U 7 ASUIEMA RN EN TV HERH D, AT
NNEYTERE T, RN TH D, HEMERFEEZ S E200,

2) WOBEREDOHALA Y7 4 (Min) WERKZET 10mL XA 7L ¢
FRE HBFICRBWL T, 0.02N AR I 1.1 mL XX 111 MBg/mL (3.0 mCi/mL) O¥gfbA > v
va (M) EBET, AL TR, 3.5 ug/ml ORE THALE 8L AT (O 8kA A
1.2 pg/mL), A TOVNEYTERE T, FERBWETH D, HEMERTIEEZ S ER0,

APy n M) RUF FUAF RIE Fv FD2oDAL TANEMERS LTRSS (1
DO (Mn) RUF RLAF RORAEFESZR), Vv s (M) 30T R LATF Ry
¥ diethylenetriaminetetraacetic acid #4y & K& L, A > A (") <o F b LAF KL S,
A EnzA Y s (M) 2uF L AF FIEEO pH 14 3.8~43 Th 5, HEMERERES
EZ/AN

A n (M) NUTF P UATF RERIE. FOEETHHIRNESICEL T D0, 55
ATZ USP 0.9% b b U o AEFHE TR 3.0mL £ THIRTHZENTEX D, EHLHD05AL.
BE~OBERNCA Y7 (M) _oTF LA F FOEEREHRT IVNERDH D, HEEE
AUAEEBCRIEE L, AR STEOKRDV IR L TH D,
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YR B4 1
Sy (M) ITEBFHECE DD R AL (Z2F) [CHEE L, WERAEREIE 2.805 F
(67.32 ) THD (F22) | MK ER BT 42F LITRT,

F 1 FLBH R 7 — 5

AR THIPE R AR~ (keV)
H=-2 90.2 1713
H~-3 94.0 2454

" Kocher, David C., “Radioactive Decay Data Tables,” DOE/TIC-11026, 115 (1981).
A2 ANDL embb o~ B E3133.21 Rhe-mCiToh 51, A > 2w A OEHOE (Pb)
FAENEX0.023 emTH B, SRR DR T3t 9 2 ERE A £2177, Bl 21X, JEX0.834cm
DERIE. MBS 2510005 D LIZEEFRE S ¥ 5,

K2 FHGAEIE L SRR

Wifs (#) OEE em | BRI
0.023 0.5
0.203 0.1
0.513 0.01
0.834 0.001
1.12 0.0001

%3 1%. WUE B AT ORE ORI 31T 2 FRAFE U RE
WEAMIET AT OICHWNAZ LN TX 5,

Y, KT —21%, BIEERE O R

3 WER R 1A Mn), EH2.805 A (67.32 HFH)

R IRF AT U BE R IREfE AT BE
-72 2.100 0" 1.000
-60 1.854 3 0.970
-48 1.639 6 0.940
-36 1.448 12 0.885
24 1.280 24 0.781
-12 1.131 36 0.690
-6 1.064 48 0.610

"R R

e PREIE

2H8
NYT hLAT RIE, A7 bLAT FODTPAEGRTH D, A7 FLAT Rk, & hOFRLE
VThBHYY NARFUOERBERM T Fa s chb, Ao A (M) XUF hLAF R

1 From Radiopharmaceutical Internal Dosimetry Information Center, Oak Ridge Associated Universities,
Oak Ridge, TN 37831-0117, February 1985.
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I, B OMBREFEIZIHD Y~ N AZTFURKERICHET 2, 5% 1R, &5 LA
v s (M) NUF b UAF ROKRESIZIMEED S M MEERRIC O L, Y~ hRZF
SERRBEREOVIEGICERT 5, Ny 7 770 RRRT L%, VY~ MRAZTF U /IR E
MEVCHIREHRELCE D, Vv b RAY T URRIRBEENEOIESICNZ T, EF O FEE,
PRI, TN, s S O E & 3R & o B TR S 4, K0 IRV, BE LR TH D, B
ML, ZFES R BN S TH D,

EYEhHE

T BRI M E D S BRI RT B #5510 0%, 5 S HERED 3 450 1 23 Ml 7 —
AT E %, MSEP RS LT, 3545 20 BRRIIC I3 7 — v T O BUR REI3 3% 5 BE
K1%E 75, Ay n (M) 20T FLAF ROAEWZHRERIIE 6 BTH 5,

5% 6 BRI LAPIC 1T G- R D458, Fe ) D 24 BB T 85%A%, Z LT 2 H T 90%LL E23fR
ICHEE S D,

FERE -SRI 1 720 < | B IR 5 B0 2% AT B 5% 3 B ULAICHRtE S b,

(e
IMAEFHATRET, FGREEFEITEICRERIZ L 5, Pt S D HEREED 10%23~7F FIERE
BRTH D,

Byl

Aoy n (M) RU7 LA F FEMRER O Y ~ N2 X T U ZEERCHEET 5, HERRO
HFRBRIZIS\W T, invitro Tl OctreoScan D AR VE ANERIZAZ RUATF RO 10450 1 Th
otz AV n (M) RUF P LAF FOBBIARIIA Y P LA T FOBBHRL K07
D, AV n (Mn) RUF RLAF FRERIICEER Y~ PR F OB ERET L L
XRnWETHEND, AP (M) RUF R UAF RIZECBYRIC X 0 RN BiEET
Do APy (Mn) o7 b LAF ROYPEINT IR EE OISR T RS TR LT
o, AP n (M) RuT b LA F RRET CRESNEIDIIFAHTH 5, BHERK TR
FNTH T D HEFREEIIRET LTV,

B PR S ER

OctreoScan 1%, 365 L4 DHBE T, 9 >OA—7 BN TNz, ZTHHDOBEEDY L, 1744
DB 191 BN METH - 7o, EHFEERIL 54.0 7% (FPH 1.8~86 15%) T - 70, 2 AL 1 4.
2~12 53X 24 ThH o7z ; 18~6053%1E 223 4 (61.1%) Th o7z ; 60 %LL Eix 136 4 (37.3%) T
bote, NEODMIIRHATH D,

RIGT, MRRNZIEE R 5 5. UIERKRICR BB 2 BFE Th o7, b Z o EEIT
ANTF A4 RThoT- GHExIE 309 4H 1324), o F 777 ¢ LHEkomBE2ZENE (CT,

BE, MRI, MEEE., FINLO/ SUTAER) OfR2 R U, SR HITEEI 173.4 MBq
(4.7mCi) Th-o7,

OctreoScan DFE R NRAEZW E —F L7z (AZhTH-72) OiE. sz 5 309 4 267 4 (86.4%)
Tholz, INVF A REOPRHTARY J =< A RY ) —~< MRIFEE, FEARREL
OHUR IR BRI O JREZ W38T 2 AT > 72, OctreoScan (%, FEAEAIIZIEREREMED (3
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bbb, WRECORE EEICER T D ERIER S ) RN WS EE TIX 324 274
(84.4%) DA TH T,

OctreoScan (X, 57/204 4 T O TR TH - ZEG 2 RH L=, 551954 Tk, Y~ hAXF
VRNV E B TWEEAICA Y A (M) 20T FLAF RV IAENT-,
WRZWr M T O 39 ZITBIT DKL, OctreoScan &> F 77 7 4 73 85.7%. CT/MRI 7% 68% T
HoTm, BRI, OctreoScan ¥ > F 7 7 7 4 5 50%, CT/MRI N 12% CTh o7z, ZiLbOfER
EHERT DO L RELRFHBRPMLETH D, BIELTIE, YV~ NAZTFUZRHEOAEIT,R
O TR OMS TV T, 3/508 EALDOAIGME, 104/508 ShALDIAFENEN & > 7=,

309 4 87 AR HIDA 7 b LA T REH-% OctreoScan $¢5-71 72 FEF LANIZ & 1 T,
INHDEFITBITLARILIS% ThHoTe, AMRIIKHTHA7 AT FORGEOZEIT
S L CU R,

Aroun Mn) XoF LA FRIF, Vv F VT3 74108~ NRABFUSRIKEET S
JEFENE M OMERS M O AR N WSS D2 W3 CTd 5,

N

y &
gl

BEFID & DX 720,

T

= =%
=

TRRICREBAIN UITBEFIRREHN OBIRT A TR G LR & REFINT, 47 L
FFROT Y 2 L VAAERBTERR S D ATREMED 8 5.

Ay n (M) RUF RUAFRICED LU FZT7 4 DREEIZ, F 7 LT REREEIC
X DEBEEZT TCVWAIRETIHET T 5200 Lz, APy n (M) _UF FLAF Fo
BHANEA Y b VAT FEERREEIAIE 2 — R Pk U, ikic X 2 ERA RV ERE 2 BET 5
TEERBETRETHD,

FERLOEE

EREE

1. A7 b AT RERBERREIL, A VA ) —~vBEFICB W COIEE KRR 25 & 24
NS D, X T MU ATF REA 7 NV ATF ROT a7 ThiHrid, A A ) —<n
b b BRETEHIRT A v OEN RSN D, AP vn (M) ~oF b LA4F MEE
EATR O ETIZ, 7 RUBELZ G OHERR ARG T X&ETh D,

2. %y bELTHBEND 2004 TAORNEMIZ, AV s (M) ~oF FLAF Ro
TR HRITIR AL, B2 IZIXREICEE L,

3. A4 Yus (M) 20T LT R RSB SN D720, BEEMET LTV HBET
OFEITEBICRFTXETH D,

4. FULIRMR. BN, BEME R OVE O ORERINEEE A~ D R R 2 BT 5 7201, A > Y7 A (M)
N7 M UAF FEREFNTIEE IS0 20K SMifa 21T 9 XETh D, BEF, &E5H% 1 BITK
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SEREZHC L, HENCHERTRETH D, &b, 1Y v s (M) T FLAF R
BRI IZRWEE TRl (Bl 20, eV a A i 7 7 Yye—R) #5252 LEpnHEans (B
% - BEOHEBM),

5. 1o (MNn) _UF b LATF FOBRERICHEAEEDERRZMET RETH D, A
v (Mn) 2o F b LA F RIS T 6 BRILIAICHE T L iuE7e 6720,

6. ¥ v NONEWITEREETIERBWETH 5, EEREZ MR 572010, BEEICHRIZHE ) &%
BERD D, AP (M) RUF b UAF FORBE OB 5128 72 515 TIT 9 MR
b5,

7.ﬁ7bVﬁ?%%&ﬁ&@f%®/v%xﬁ%/TW%/i BE 5 < PHIEED SR A 254k
SR FEAEEDER TS LIChY  HAEL SR THREEN S 5, 4 P74 (M)
A/Tbvﬁ?kwﬁﬁﬁﬁi\%Eﬁ%%%t_é@wk%z6héo

8. DB IEWE & R, 22 U IR & B BB R OMLOFE %25 F 5 7-D12, #E7k
MEREHE 2 B D MRS D,

9. HCHPEEIES L, HE AR D 2 Aol R OB D B M BT D BRI A A A 2T B RSN
ZBNIZEMOBBRY 5 X Th D,

LA, BREEM, L£IEEET

A (M) NUT R LA T ROFEMN A TTRENE UTEFRRE~D 2 & 514 5 BRI T -
TV, X7 hLAF ROERFEMEOATEENEIL in vitro D~ 7 A U V7 4 —~ ZERZE FLakBi X
Win vivo D~ U Z/NERER TR L 72 ; ZRIFMEOGHLI RS0 670 o 7=,

FiRAH T3 —C

Ay n (Mn) 2T b LAF FOARRERIZER L TRy, AP (M) ~u Tk
LA T REdbimlo e 5 L7 BRI IRIZE 2 I T2, D WITAFERRIC B Z KIZT 0T AP T
b, LEEBo>T, AP h (M) ~UF b UA4F Rid, BERRIZEANE A~ D ELER A
Wz BFD EHE SR WRY | MRS I35 TR & TiE e,

e
AHIBE FORFUZGWMSNDDIEFIAATH D, < OFEANTE FORFLICHWEND Z Lrnb,
P oLt vy a (M) ST FLAT RERGTIHAICIIEERLETH D,

INEADES
AN B IR 5 22 4 B O B REST S TR,

Bl{ER

OB EFELRIT, %R OME T 538 4 & xt5 & LR cElg s nk  mEitko 0, %
B WAL, ﬁf e, FFlesE R, B, Bl ZIPHELROEEE, Zhb O EFLIT
—EMETH o7, BERBRTIZZ oM, BIR 1 FEEICA~~ F 2 Y v MO KR OANTE S B E
WL D1 BIREE Sz,

NRUT P UATF RIE, —HOEGEORERE L b e — T HREEL LTHW LR TWD A2 b
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VAT ROFHKCHD, A2V n (M) <27 b LAF ROBHRMRIZAZ FLAT RO
KI5~2000 1 THY IBRBELT TH D, ROFEFRIL, 47 F AT FICBEL T3~10%
DEATRONTND - Bb, EREDEN R, TH, B0 AR OE, 47 h AT RO
BRI, & fBEE & MR fUEE b # ST s,

RERUAE

BHRNX, BFEICHDRAKGHBEIT I RETH D, HHHZIT, BFIIKREOKSZEIL 72T
AU B2, BFIZ2 Ky O L, W8 L CTODEEER T b LA T RESRERIK AR THEH T
52 LT, BEREOBRBICRNL D, BRIV Tl BFleya iz rsrye—2) %
KRB EROY Fne 48 Ff#], 522 Z LRI D, ZoMIT, BHEl LK OLATEEROT=0
WD BIKRGERDBPLETH DL, A A ) —~OBEF T, BNEEITINSWE & FE7EO ET
iTORETHD,

7T F— g OHELER 5T, OctreoScan ¥ v F Tl s -4 2w a (M) ST LA

F K 111 MBq (3.0 mCi) T %, SPECT #fg otk 581L, 1> Yo (M) o5 bLA
F R222MBq (6.0mCi) TH 5D,

BEERNZ., BE5EEZ2ZBUNCKIESNZEEEE 2 O TR LT 5720,

2T OFEIRNEE53A L [EREIC, OctreoScan D 5-HIIC, IBRM R R TE A48, B
TR IR E S OB 2 MR L2 TR 72 6720, R E SUTE AN R O 5 AT #% 5
LT b7, 20 L5 AN, BRIESITIEV, BRICEFE LTI B0,

BE~OHREGBEZITHBT, BEIIC, A27RERRE L L TITH & ThH D, KERIT
BIARFREENTNETHD,

OctreoScan % e 2 RAFEFNN XL EFHIRFEHOFIRT A NZBE L Tide b 220,

WIRIR=

IR (70kg) 12 111 MBq (3 mCi) & U¥222 MBq (6 mCi) % §ffRN I G- L 72 R HE E WK
IR 22 2 4 1R, 25 OHEEIE, Krenning b DT T — % % H£1Z0ak Ridge Associated
Universities? 3 & H L72HDTH 5,

2 ROMEIE., BRI & U TRIE BRI K 01%aEND A Y7 A In-114 ITOWTHIE LD TH 5,

S EP Krenning, W.H. Bakker, P.P.M. Kooij, W.A.P. Breeman, H.Y.Oei, M. de Jong, J.C. Reubi, T.J. Visser, C. Bruns, D.J.
Kwekkeboom, A.E.M. Reijs, P.M. van Hagen, J.W. Koper, and S.W.J. Lamberts, “Somatostatin Receptor Scintigraphy with
Indium-111-DTPA-D-Phe-1-Octreotide in Man: Meta bolism, Dosimetry and Comparison with
Iodine-123-Try-3-Octreotide,” The Journal of Nuclear Medicine, Vol. 33, No. 5, May 1992, pp. 652-658.
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F#4 (KETOKg DBAZIZ1 2 M) N7 p g F g
BRI FE L | 7 & & DHEE IR £

7T F— SPECT

igs mGy/111 MBq rads/3 mCi mGy/222 MBq rads/6 mCi
B gk 54.16 5.42 108.32 10.83
JH ik 12.15 1.22 24.31 2.43
o ik 73.86 7.39 147.73 14.77
= 6.34 0.63 12.67 1.27
DRBL 4.89 0.49 9.79 0.98
i B 2.90 0.29 5.80 0.58
UiRENEg ] 3.46 0.35 6.91 0.69
[ 30.24 3.02 60.48 6.05
HbE
A R 5.67 0.57 11.34 1.13
i 4.78 0.48 9.56 0.96
R 5.80 0.58 11.59 1.16
TR 7.73 0.77 15.46 1.55
Il 7.55 0.76 15.11 1.51
FIR R 7.43 0.74 14.86 1.49

mSv/111 MBq rem/3 mCi mSv/222 MBq rem/6 mCi
Fhh e & 13.03 1.03 26.06 2.61

T YRR Z 4.8 B & RUE L. (B4 O FEICIT International Commission on Radiological Protection
(ICRP) 30 »EF /L&A Lz,
T ICRP Publication 53 T J ¥ HE7E,

(2E3

OctreoScan % »» k (NDC 0019-9050-40) 1. LLF O CHAG SN S -

1.

LU DR DNEA U T2 B 2 520 10 mL @ OctreoScan &/ A 77 /L

(i) 10 pg <> 7 kLA F K [N-(diethylenetriamine-N,N,N’,N”-tetraacetic acid-N"-acetyl)
-D-phenylalanyl-L-hemicystyl-Lphenylalanyl-D-tryptophyl-L-lysyl-L-threonyl-L-hemicystyl
-L-threoninol cyclic (2—7) disulfide], (314 42 kL 45 K DTPA)

(i) 2.0 mg 7> F TV UBE [2,5-Vt Ko 22 BERR)

(iii) 49 mg MK/ = FE=F FU 7 A

(iv) 0.37 mg MEK 7 = R

(v)10.0mg 1 /¥ F—/b

RS RCRATIC . pH SR D T2 OIZKERIET b U 7 ASUIIEMRA TN SN TV HERH D, AT
NNEDITERE T, EREETH D, FHEMERTFEEZ S E220,

2.

WORBEDOWENA Yy (Mn) WEEEE ETe 10mL /N1 7L ¢

FRE HERFIZ BT, 0.02N HEERVATZ H1C 1.1 mL 3% 111 MBg/mL (3.0 mCi/mL) DO¥fbA >
v (M) BETe, AL TR, 3.5 pg/mL OFEEETHALE kb ate O 81 4,
1.2 pg/mL), A 7 ANEWITERE T, FERIETH D, FHEMERFEZ S LR,

E7-. v MTIkomREEND - (1) Hika o a (M) EEEK % OctreoScan i/
AT A DT 25 G x 5/87°1EHE# (B-D, Monoject) 1 A, (2) J&JET -~ KO (3) IRt
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&,

Brik
OctreoScan & v ME., 2°C~8°C (36°F~46°F) TWHIBIRFET 5, FHEl%IT 25°C (77°F) TR1ET
5o AP (M) ~NoF b LAF RIEREIE 6 FERILIPICHEH LR uUE 72 6720,

A9 L Mn) RUTFFLAF RORARAE
FE: SARBALERIICETCOMHEEL Hite Z &,

DR

1. 2 TOFRERBE L O SA TR0 LIXEFEAIZAT D2 T X7 7w,

2. 2 TCOMEETD K OctreoScan St/ XA TV b BE~OREGEEZ /ST AL IKFREE
M7 5,

3. WUNTHERL L, > MO SOTERS 2T 72 \E U U2 T, ik r oL
(M) FEEEIE A RBCT S,

4, BFICHEEGTHET, KREINTWDLHIETERT HE T, H D5 WIS EN LS E TR
T5HFECT, WU E A IS, HRRIR A S E L, 5T HBT, Bk L) Y
EEHTRETH D,

5. FERFNCREAIN v 7 ATTEEFHARRER OFIRT A i35 L,

AL Mn) RUF LA F RORBFEIR

1. OctreoScan &/ NA 7 V& ENTE B0 EHEERIE (D7 ELEI 144 U F)ITAND,

2. BUSAA T N0 I Mz @bl e EEA TR & T,

3. G S EEER R ONERE L7 B S ) o PR IV T, EEICHE S oYy A (M)
WA T IVONED & BRI 5,

4. A v (Mn) EEEER % OctreoScan S/ 3A 7 MZINZ %,

5. WAEHLERS L w RINERIZIEMET D F T, OctreoScan X itn/ A TNV R 5,

6. 4> h (M) _oF b ULAF FIRHEZ 25°C (77°F) LLFTA 72 &4 30 4y RIkET 5,
HEE 30 O BMERFIINEATH 5, MERFFNZILLLTOSHE, Ho Ik S 7V AT6E
Mnd 5,

7. WEE) A A VT, AN TOAVNEME B CHERT 2, WIRITEY], AT, R RE
ZEATOTUER B2, £ 9 TRWEAIE, WRAMEH LTI ben, W iET, &
BZFEE L i b 720,

8. WUNTKIESN=BHEF 2T, A Yus (M) ~oF AT FERERET 5, H
Rp, ML OHEE ID (fl, BEAKDID FE) 27 VLIt lL, 70L& ) oo
SR I b9 5,

9. TROFEICEY | BECEET 2N, - L2 BROERE 2 MR 5, B bR
90%ATH DA AFNIMEH L Tidie b 720,

10. 1> 275 (M) o7 b vAF MR E GRS Tk, i % £ T 25°C (77°F)
UTTIHRET S, A2 n (M) o5 LT RFE%IT 6 BRI T L s
ANSRAN
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1. BEICE U T B 5 BRI TR & USP 0.9% 7 N U 7 AESHE CRRKAE S 3mL ¥ CFF

WT 22 &R TE D, MERIE, Bk LZEBES Y O Tl BFICERET 5,

AL Mn) RUTFMLAF ROEE I HIEREEDR A=

WEIGEM

1. Waters Sep-Pak™ C18 7— K U » 2’ Part No. 51910

2. A2 = 15mL (EE : L OGIAEH Y, MOPWITEETLZ L)
3. ZAF/K20mL

4. fENEETT Y U

10 mL 2 A, JEHEH2 L
SmL2 A, EHEZL
I mL 1A, EHEHY

5. BRI ANA T3 A, BIEA S 10 mL

FEREAE

h—FrU v oD#ElE

1.

Sep-Pak #— U v V% AKX /) —/L10mL TIRDO L D IZWiHET 5 AHX /—/L 10mL Th/z L
7210mL U ¥ % Sep-Pak 71— bV v VORFANCEY 1T, A% /) —n&d1— ) v VI
LT, WKL, 28T, KBS TWL HIETHEET D,

[FERIZ, 71— R Y v %K I0mL THET S, I— b v OB TREEA R D, Kianen
L EMEGRT D, RIEANH DA IR S mL TEBIVEST 5, IEHIKITEEET S,

S TILA

1.

OctreoScan K/ SA 7L 0 . EsE 2372 1mL >V ooy n (Mn) ~uF b
VAT R 0.05~0.1 mL 2550 5, 70k % Sep-Pak 1 — U v PORFAL YV FEAT D, &
YTINBA— ) VDT L@ o TND DL EHERT D, EE  AEEURRIE, h— 1Y
> VR ORTOEMRITHEE L 725,

SmLOEVWETT Y T, KSmLEP-< W E AFETHOHLIEID) I—F) v Pk
FMMEVEAL, BEHEZRER AL 7V USRS CNET D, Z OBz <ol 17 &
T D,

FARIZ, I—RY v P& AL )= 5mL TWMHT 5, ZORAZ 7 —/iE, RS 1T
HTL 2L I—=FU v POEFRMEVD-L Y LEAT D, ZORHIEEBIOREES X
IFRERANA TOVICNET D, B 227~ v35, I— ) v POEFRMEY SmL 5
D7 A 2 [EEA L, R 2 oy Bk 2 12[Es %,

SIIMTDT-01T, Sep-Pak I — F VU v P % 3 5 HDOEEE SUTREH A 7 AND,

il

1.

2.

Sy BUR 1 DR RE 2 U AR IE L 7= B BE CHIE T 5, A BURIZITBIAKMEDO AR (B, A
s (M) fEAER) BEEhD,
UK 2 DFEREEZTIET 5, AOBRIZIZA A (M) o F FUAF RREGENS,
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3. SepPak 71— b U v CORSEEENET S, THUCK, WSR-S FIR D OIS
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SUMMARY OF PRODUCT CHARACTERISTICS

1 NAME OF THE MEDICINAL PRODUCT

Octreoscan
Kit for radiopharmaceutical preparation of *"In-Pentetreotide 111 MBg/mL

2 QUALITATIVE AND QUANTITATIVE COMPOSITION
Octreoscan is supplied as two vials which cannot be used separately.

Via A with 1.1 mL solution contains at activity reference time:
(**1n) Indium(111) chloride 122 MBq (111 MBg/mL)
Via B contains:

Pentetreotide 10 microgram
After reconstitution and labelling the solution contains **'In-pentetreotide 111
MBg/ mL.

Physical characteristics of *In:

1 js cyclotron produced and decays with a half-life of 2.83 days to stable
cadmium.

Emission characteristics:

Gammarays 172 keV (90 % abundance)

Gammarrays 247 keV (94 % abundance)

X-rays 23-26 keV

Radionuclidic purity: *'1n > 99%, other gamma-emitting nuclides < 0.1%.
14m) n: max. 500 Bq per 1 MBq of I at activity reference time/date.
Half-life of **MIn: 49.51 days.

3 PHARMACEUTICAL FORM
Kit for radiopharmaceutical preparation. The kit consists of two vials:

Via A: Radiopharmaceutical precursor.
Via B: Powder for solution for injection.

Via A is a glass via shielded with lead, containing a clear and colourless
solution.

Via B is aglass vid with a grey rubber stopper and an aluminium crimp cap with
orange flip off. It contains awhite lyophilised powder.
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4.1

4.2

CLINICAL PARTICULARS

Therapeutic indications

This medicinal product isfor diagnostic use only.

1 pentetreotide specifically binds to receptors for somatostatin.

After radiolabelling with (**In) Indium (111) chloride, the solution obtained is
indicated for use as adjunct in the diagnosis and management of receptor
bearing gastro-entero-pancreatic neuroendocrine (GEP) tumours and carcinoid
tumours, by aiding in their localisation. Tumours which do not bear
somatostatin receptors will not be visualised.

In a number of patients suffering from GEP or carcinoid tumours the receptor
density is insufficient to allow visualisation with Octreoscan. Notably in
approximately 50% of patients suffering from insulinoma the tumour cannot
be visualised.

Posology and method of administration

Posology
Adults

The activity to be administered for single photon emission tomography
(SPECT) depends on the available equipment. In general, an activity of 110 to
220 MBq in one single intravenous injection should be sufficient. Careful
administration is necessary to avoid paravasal deposition of activity.

Elderly population
No specia dosage regimen for elderly patientsis required.

Renal impairment
Renal impairment see section 4.4

Paediatric population

The decision to administer pentetrotide (**'In) to a child must be taken by a
nuclear medicine specialist familiar with somatostatin receptor scintigraphy,
after considering using aternative  radiopharmaceuticals with a lower
radiation burden (PET in particular). Pentetreotide (**'In) should only be
administered to a child when dternative radiopharmaceuticals are not
available or they do not yield a satisfactory performance in the clinical setting
of the child.

Method of administration
This medicinal product should be reconstituted before administration to the
patient.

2/13



4.3

4.4

For instructions on reconstitution of the medicina product before
administration, see section 12.

For patient preparation see section 4.4

Image acquisition

Images can be acquired at 4 and 24 hours, or 24 and 48 hours post-injection. 4
hours images may be useful for comparison and evauation of abdominal
activity imaged at 24 hours. When activity in the abdomen is observed at 24
hours which cannot be interpreted with certainty as uptake in tumour or
activity in bowel contents, scintigraphy should be repeated at 48 hours. It is
important to acquire two sets of images with at least one SPECT (or
SPECT/CT) acquisition. Spot views may be repeated at 48 hours, 72 hours
and/or 96 hours p.i. to allow clearance of interfering bowel radioactivity.
Physiologic uptake occurs in spleen, liver, kidneys and bladder. Thyroid,
pituitary and intestines are visible in most patients.

Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in
section 6.1.

Special warnings and precautionsfor use
Pregnancy, see section 4.6

Individual benefit/risk justification

For each patient, the radiation exposure must be justifiable on the basis of
likely benefit. The activity administered should in any case be as low as
reasonably achievable to obtain the required diagnostic information.

Renal impairment

In patients with significant renal failure administration of **!In-pentetrectide is
not advisable because the reduced or absent function of the principal route of
excretion will lead to delivery of an increased radiation dose. Administration
should be considered only when the possible damage from radiation is
outweighed by the potential diagnostic information. Interpretable scintigrams
may be obtained after haemodialysis during which the high background
activity can at least partialy be removed. Prior to dialysis images are non-
diagnostic because of activity in the circulation. After dialysis a higher than
usual uptake in liver, spleen and intestinal tract, and a higher than usual
activity in circulation, were observed.

Peadiatric popul ation
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Because of the potential hazard of the ionizing radiation *'In-pentetreotide
should not be used in children under 18 years of age, unless the value of the
expected clinical information is considered to outweigh the possible damage
from radiation.

Patient preparation

The patient should be well hydrated before the start of the examination and
urged to void as often as possible during the first hours after the examination
in order to reduce radiation.

Administration of a laxative is necessary in patients not suffering from
diarrhoea, to differentiate stationary activity accumulations in lesions in, or
adjacent to, the intestina tract from moving accumulations in the bowel
contents.

1 n-pentetreotide not bound to receptors, and non-peptide bound in, are
rapidly eliminated through the kidneys. To enhance the process of excretion,
in order to reduce background noise and to reduce the radiation dose to
kidneys and bladder, aliberal fluid intake (at least 2 litres) is required for 2 or
3 days following administration.

Regarding patients on octreotide therapy it is recommended to withdraw this
therapy temporarily to avoid a possible blockade of somatostatin receptors.
This recommendation is given on empirical grounds, the absolute need for
such measure has not been demonstrated. In some patients the withdrawal of
therapy might be not tolerated and may cause rebound effects. This is notably
the case in insulinoma patients, where the danger of sudden hypoglycaemia
must be considered, and in patients suffering from the carcinoid syndrome. If
the clinician responsible for the patients therapeutic management considers
withdrawal of octreotide therapy tolerable a three days withdrawal period is
recommended.

Interpretation of images

Positive scintigraphy with In-pentetreotide reflects the presence of an
increased density of tissue somatostatin receptors rather than a malignant
disease. Furthermore positive uptake is not specific for GEP- and carcinoid-
tumours. Positive scintigraphic results require evaluation of the possibility that
another disease, characterised by high local somatostatin receptor
concentrations, may be present. An increase in somatostatin receptor density
can also occur in the following pathological conditions: tumours arising from
tissue embryologically derived from the neural crest, (paragangliomas,
medullary thyroid carcinomas, neuroblastomas, pheochromocytomas),
tumours of the pituitary gland, endocrine neoplasms of the lungs (small-cell
carcinoma), meningiomas, mammary carcinomas, |ympho-proliferative
disease (Hodgkin's disease, non-Hodgkin lymphomas), and the possibility of
uptake in areas of lymphocyte concentrations (subacute inflammations) must
be considered.

After the procedure
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4.5

4.6

Close contact with infants and pregnant women should be restricted during the
first few hours after administration of radiopharmaceuticals.

Specific warnings

In diabetic patients, receiving high doses of insulin, the administration of
pentetreotide may cause paradoxical hypoglycaemia viaatemporary inhibition
of glucagon secretion.

This medicina product contains less than 1 mmol sodium (23 mg) per dose,
i.e. essentially ‘sodium-free'.

Precautions with respect to environmental hazard are in section 6.6.

Interaction with other medicinal products and other formsof interaction
No interactions have been described to date.

Fertility, Pregnancy and lactation

Women of childbearing potential

When an administration of radiopharmaceuticals to a woman of childbearing
potential is intended, it is important to determine whether or not she is
pregnant. Any woman who has missed a period should be assumed to be
pregnant until proven otherwise. If in doubt about her potential pregnancy (if
the woman has missed a period, if the period is very irregular, etc.), aternative
techniques not using ionising radiation (if there are any) should be offered to
the patient.

Pregnancy
There is no experience with the use of Octreoscan in pregnant women.

Radionuclide procedures carried out on pregnant women also involve radiation
dose to the foetus. The administration of the maximal diagnostic activity of
220 MBq to the patient results in an absorbed dose to the uterus of 8.6 mGy.
In this dose range lethal effects and the induction of malformations, growth
retardations and functional disorders are not to be expected; however the risk
for the induction of cancer and hereditary defects may be increased. Only
essential investigations should therefore be carried out during pregnancy,
when the likely benefit exceeds the risk incurred by the mother and foetus.

Breast-feeding

It is not known whether *In pentetrectide is excreted into the breast milk.
Before administering radiopharmamaceuticals to a mother who is breast-
feeding consideration should be given to the possibility of delaying the
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4.7

4.8

4.9

5.1

administration of radionuclide until the mother has ceased breastfeeding and to
what is the most appropriate choice of radiopharmaceuticals, bearing in mind
the secretion of activity in breast milk. If the administration is considered
necessary, breast-feeding has to be discontinued and the expressed milk has to
be discarded.

Effects on ability to drive and use machines
Octreoscan has no or negligible influence on the ability to drive and use machines

Undesirable effects

Adverse effects attributabl e to the administration of Octreoscan are uncommon
(22/1000 to <1/100). Specific effects have not been observed. The symptoms
reported are suggestive of vasovagal reactions or of anaphylactoid drug
effects.

The withdrawal of octreotide therapy as a preparatory step to scintigraphy
might provoke severe adverse effects, generally of the nature of areturn of the
symptoms seen before this therapy was started.

Exposure to ionising radiation is linked with cancer induction and a potential
for the development of hereditary defects. As the effective dose is 12 mSv,
when the maximal recommended activity of 220 MBq is administered, these
adverse events are expected to occur with alow probability.

Overdose

The pharmaceutical form (monodose injection) makes inadvertent overdosing
improbable. In the event of administration of a radiation overdose with'*!In-
pentetreotide, the absorbed dose by the patient should be reduced where
possible by increasing the elimination of the radionuclide from the body by
frequent micturation or by forced diuresis and frequent bladder voiding.

PHARMACOLOGICAL PROPERTIES

Phar macodynamic properties

Pharmacotherapeutic group: Diagnostic radiopharmaceuticals for tumour
detection
ATC code: V09I B 01
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5.2

M echanism of action

Octreoscan attaches to somatostatin receptors (mainly subtype 2 and subtype
5) in tissues where, as consequence of disease, the cell-surfaces contain these
receptors in a more than physiologic density. In individual patients, where the
disease did not lead to an increased receptor density, scintigraphy will not be
successful.

In carcinoids and GEP-tumours the prevalence of increased receptor density in
the tumour-tissue in genera is rather high.

Pharmacodynamic effects

Only limited studies of pharmacodynamic effects have been performed. Thein
vitro biological activity is approximately 30% of the biological activity of
natural somatostatin. The in vivo biological activity, measured in rats, is less
than that of equal amounts of octreotide. Intravenous administration of 20 ug
of pentetreotide resulted in some patients in a measurable but very limited
decrease of serum gastrin and serum glucagon levels of less than 24 hours
duration.

Phar macokinetic properties

Organ uptake
1 n-pentetreotide is taken up by the following organs: liver (approx. 2% at

24 hours) and spleen (approx. 2.5% at 24 hours). Uptake in thyroid and
pituitary occurs but not reproducibly. The uptake in kidneys is partly a
reflection of ongoing elimination through the urine and partly due to delayed
excretion by the kidney.

Elimination

" n-pentetreotide not bound to receptors, and non-peptide bound *in, is
rapidly eliminated through the kidneys. Within 24 hours after intravenous
administration, approximately 80% of the radiolabelled pentetreotide is
eliminated through the urinary system. After 48 hours 90% is excreted. The
elimination via the gallbladder and subsequently the faeces is approx. 2% of
the administered activity in patients with normal intestinal function.

Up to 6 hours post-administration radioactivity in urine is predominantly intact
M n-pentetreotide. Thereafter, increasing amounts of non-peptide-bound
activity are excreted.

Half life
" n decays with a half-life of 2.83 days to stable cadmium.

7/13



5.3

6.1

6.2

6.3

6.4

Preclinical safety data

Preclinical safety testing did not yield remarkable findings. No testing has been done
on carcinogenic potential nor of the influence of pentetrectide on fertility or on

embryotoxicity.

PHARMACEUTICAL PARTICULARS

List of excipients

Vial A

Hydrochloric acid

Water for injections

Ferric chloride hexahydrate.

Via B

Sodium citrate dihydrate
Citric acid monohydrate
Inositol

Gentisic acid.

The ready-to-use solution does not contain a preservative agent.

Incompatibilities
This medicinal product must not be mixed with other medicinal products
except those mentioned in section 12.

Shelf life

Via A and by consequence vial B of Octreoscan expire 24 hours after the
activity reference time/date of the *!In.
After reconstitution : 6 hours. Store below 25 °C.

Special precautionsfor storage
Store below 25 °C.
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6.5

6.6

For storage conditions of the reconstituted medicinal product, see section 6.3.
Storage of radiopharmaceuticals should be in accordance with national
regulation on radioactive materials.

Natur e and contents of container

Both 10 mL vias comply with the requirements for glass Type |. The vial
containing pentetreotide is closed with a butylrubber stopper. The via
containing *In-indium chloride is closed with a teflon-coated butylrubber
stopper. Both vials are sealed with an aluminium crimp cap.

Octreoscan is supplied as one pack containing two vials that cannot be used
separately, one of which has a lead shielding. Both vias are packed in a
closed, folded tin. Enclosed in the tin is a Sterican Luer Lock 0.90 x 70 mm /
20 G x 2 4/5 needle to be used for the labelling procedure.

Special precautionsfor disposal

Radiopharmaceuticals should be received, used and administered only by
authorised persons in designated clinical settings. Their receipt, storage, use,
transfer and disposal is subject to the regulations and/or appropriate licences of
the local competent official organisation.

Radiopharmaceuticals should be prepared in a manner which satisfies both
radiation safety and pharmaceutical quality requirements. Appropriate aseptic
precautions should be taken.

The contents of both vials are intended only for use in the preparation of of
" n-Pentetreotide solution for injection and are not to be administered
directly to the patient without first undergoing the preparative procedure.

If at any time in the preparation of this product the integrity of the vials is
compromised they should not be used.

Administration procedures should be carried out in away to minimise the risk
of contamination of the medicinal product and irradiation of the operators.
Adequate shielding is mandatory.

The administration of radiopharmaceuticals creates risks for other persons
from externa radiation or contamination from spill of urine, vomiting, etc.
Radiation protection precautions in accordance with national regulations must
therefore be taken.

Instructions for waste disposal:
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10

1

Unused n activity or unused Octreoscan should be alowed to decay until
the activity has dropped to such a low level that, according to local
regulations, it is no longer considered radioactive. Then it may be disposed of
as harmless waste. Unused vias with lyophilized pentetreotide may be
disposed of as harmless waste.

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

MARKETING AUTHORISATION HOLDER

Mallinckrodt UK Commercia Ltd.
154 4500 Parkway

Whiteley

Fareham

Hampshire PO15 7NY

United Kingdom

MARKETING AUTHORISATION NUMBER(S)
PL 41744/0007

DATE OF FIRST AUTHORISATION/RENEWAL OF THE
AUTHORISATION
22 June 1995/20 December 2004

DATE OF REVISION OF THE TEXT
01/04/2013

DOSIMETRY (IFAPPLICABLE)

1 is cyclotron produced and decays with the emission of gamma radiation
with an energy as shown in the table below and a half-life of 2.83 daysto
cadmium-111 (stable).

Gammarays 172 keV (90% abundance)

Gammarrays 247 keV (94% abundance)
X-rays 23-26 keV)
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The following radiation dosimetry is calculated according to the MIRD
system. The data listed below are given in ICRP publication 106 in 2008 and
are calculated according to the following assumptions:

According to the biokinetic model described in ICRP 106 intravenously
injected '''In-pentreotide is assumed to be immediately taken up in liver,
spleen, kidneys and thyroid, while the rest is assumed to be homogeneously
distributed in the remainder of the body. The experimentally found retention
data is best described by mono- or bi-exponential functions. The biokinetic
data come from patients with carcinoid tumours and endocrine tumours in the
Gl-tract. Uptake in tumour tissue present in any given organ may therefore be
included in the published organ uptake values. The main route of excretion is
via the kidneys and less than 2 % is excreted in faeces. An observed excretion
of 85 % via urine after 24 h fits well with the model. The small excretion via
the GI tract is not included in the model, since its contribution to the absorbed
dose in normal circumstances is negligible.

Organ(s) F T/ a AJ/A,
Liver 0.06 2h 0.40 2.59h
2.5d 0.30
70 d 0.30
Spleen 0.05 2.5d 1.00 2.30h
Kidney 0.06 2.5d 1.00 2.76 h
Thyroid 0.001 2.5d 1.00 2.76 min
Other organs and 0.829 3h 0.90 6.90 h
tissues 2.5d 0.10
Bladder 1.00
Adults and 15 years 1.65h
10 years 1.40 h
5 years and 1 year 54.3 min

F; fractional distribution to organ or tissue
T, biological half-time for uptake or elimination
a fraction of Fs taken up or eliminated with the corresponding half-time. A
minus  sign indicates uptake.
AJAy cumulated activity in organ or tissue per unit of administered
activity

11/13



Organ

Adrenals
Bladder
Bone surfaces
Brain

Breast

Gall bladder
GI- tract
Stomach

SI

Colon

(ULI

(LLI

Heart
Kidneys
Liver
Lungs
Muscles

Oesophagus
Ovaries
Pancreas
Red marrow
Skin

Spleen
Testes
Thymus
Thyroid
Uterus

Remaining organs

Effective dose per
unit administered

(mSv/MBq)

The effective dose resulting from the administration of a (maximal
recommended) activity of 220 MBq for an adult weighing 70 kg is about 12

mSv.

111

Absorbed dose per unit activity administered (mGy/MBq)

Adult

0.058
0.020
0.027
0.0096
0.012
0.052

0.043
0.029
0.029
0.030
0.027

0.025
0.41
0.10
0.023
0.020

0.014
0.027
0.072
0.022
0.011

0.57

0.017
0.014
0.075
0.039
0.024

0.054

and 125 mGy respectively.

15 Years

0.075
0.25

0.033
0.012
0.015
0.063

0.050
0.037
0.035
0.037
0.033

0.032
0.49
0.13
0.030
0.026

0.018
0.035
0.088
0.026
0.013

0.79
0.022
0.018
0.12
0.049
0.032

0.071
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10 Years

0.11
0.37
0.050
0.020
0.023
0.092

0.077
0.059
0.055
0.058
0.052

0.048
0.67
0.20
0.044
0.038

0.027
0.053
0.13

0.039
0.021

1.2
0.037
0.027
0.18
0.077
0.049

0.11

5 Years

0.17
0.46
0.075
0.032
0.037
0.14

0.11

0.090
0.086
0.094
0.075

0.070
0.96
0.27
0.067
0.056

0.043
0.080
0.20

0.053
0.032

1.8
0.054
0.043
0.37
0.11
0.080

0.16

In pentetreotide specifically binds to somatostatin receptors, so a target
organ cannot be defined. For an administered activity of 220 MBq the typical
radiation doses to the critical organs — kidneys, liver and spleen — are 90, 22

1 Year

0.29
0.56
0.14
0.057
0.067
0.22

0.18
0.15
0.14
0.15
0.12

0.12
1.6

0.48
0.12
0.10

0.077
0.13
0.32
0.085
0.059

3.1
0.087
0.077
0.68
0.16
0.13

0.26
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INSTRUCTIONS FOR PREPARATION OF
RADIOPHARMACEUTICALS(IF APPLICABLE)

Do not use Octreoscan if you notice visible signs of deterioration.

M ethod of preparation:

Instructions for labelling

1. Add the contents of vial A (*"!In-chloride) to vial B (Iyophilised
pentetreotide) to obtain the product Indium (**!In) pentetreotide; only
the Sterican (0.90 x 70) needle supplied with the shipped patient dose
should be used to remove the indium chloride from itsvial.

2. Observe an incubation period of 30 minutes following the reconstitution.

3. The preparation may be diluted with 2-3 mL of 0.9% sodium chloride
solution if alarger volumeis desired for easier handling in the syringe.

4. The solution must be clear and colourless, this can be checked behind a
lead wall containing alead glass window. If the solution does not
comply it should be discarded.

5. Useatiny sample of this (diluted or not) volume for the quality control,
which is described in the following paragraph.

6. The solution isready for use. The solution must be used within 6 hours.

Note: For the reconstitution do not use any other ***In-chloride solution than

the one supplied in the same container that holds the lyophilised pentetreotide.

After reconstitution and labelling the pH of the aqueous solution is 3.8-4.3.

Quality control:

Analysis of **In-bound peptides versus **In-bound non-peptide compounds may be
done on silicagel impregnated glass fibre strips. Prepare athoroughly dried strip,
approx. 10 cm long and 2.5 cm wide by marking a starting line at 2 cm, with
additional marks at 6 and 9 cm. Apply 5 to 10 ul of the reconstituted and labelled
solution to the starting line and develop in freshly prepared sodium citrate solution
0.1M, adjusted with HCI to pH 5. In approximately 2-3 min the front will have
reached the 9 cm mark. Cut the strip at the 6 cm mark and measure the activity of
both halves. Non-peptide bound *In moves with the front. Requirement: The lower
end of the chromatogram should contain > 98% of the applied activity.
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1.

4.

4,

RESUME DES CARACTERISTIQUES DU PRODUIT

ANSM - Mis a jour le : 28/05/2014

DENOMINATION DU MEDICAMENT

OCTREOSCAN, poudre et solution pour injection

. COMPOSITION QUALITATIVE ET QUANTITATIVE

L'Octréoscan est fourni sous forme de deux flacons qui ne peuvent étre utilisés séparément.
Contenu du flacon 4920/A

Chlorure d'indium-111 dans 1,1 mL de solution ............cccceeeeee..n. 122 MBq a la date et a I'heure
de calibration

Contenu du flacon 4920/B

Y 1 (] (=0 (o OSSP
10 g

Aprés reconstitution et marquage, la solution contient de I'111In-pentétréotide.

Caractéristiques physiques de I'**}|n:

L'"""In est produit dans un cyclotron et se désintegre avec une demi-vie de 2,83 jours pour former
du cadmium stable.

Caractéristiques de I'émission:
..Rayonnements y 172 keV (90 %).
..Rayonnements y 247 keV (94 %).

..Rayonnements X 23-26 keV.

Pureté radionucléidique:"" In = 99 %.

Autres radionucléides émettant des gamma < 0,1 %.

114m|n: Max. 500 Bq par MBq d''""In & la date et & I'heure de calibration.
Demi-vie de I''"*™In: 49,51 jours.

Pour la liste compléte des excipients, voir rubrique 6.1.

. FORME PHARMACEUTIQUE

Flacon A: précurseur radiopharmaceutique.
Flacon B: poudre pour solution injectable.

Le flacon A est un flacon de verre protégé par un container de plomb, contenant une solution
limpide et incolore.

Le flacon B est un flacon de verre fermé par un bouchon gris en bromobutyl scellé par une
capsule d'aluminium et une capsule orange a ouverture flip off. Ce flacon contient un lyophilisat
de couleur blanche.

DONNEES CLINIQUES

1. Indications thérapeutiques

Ce médicament est a usage diagnostique uniquement.
Le pentetréotide ""'In se lie de maniére spécifique aux récepteurs de la somatostatine.

1/8



L'Octréoscan est utile dans le diagnostic et pour la prise en charge des patients atteints de
tumeurs gastro-entéro-pancréatiques (G.E.P.) neuro-endocrines et de tumeurs carcinoides, en
facilitant leur localisation. Les tumeurs n'ayant pas de récepteurs ne sont pas visualisées.
Chez certains patients atteints de tumeurs G.E.P. ou de tumeurs carcinoides, la densité des
récepteurs est insuffisante pour permettre une visualisation avec I'Octréoscan. En particulier, la
tumeur n'est pas visualisée chez 50 % environ des patients atteints d'un insulinome.

4.2. Posologie et mode d'administration

intraveineuse. Il est nécessaire d'administrer le produit strictement par voie intraveineuse afin
d'éviter une hyperactivité au point d'injection.

Pour la tomoscintigraphie monophotonique, I'activité a injecter dépend de I'équipement dont on
dispose. En général, une activité de 110 a 220 MBq administrée en une seule injection
intraveineuse est suffisante.

L'expérience est limitée en pédiatrie mais lorsque I'examen est justifié, I'activité administrée doit
étre une fraction de l'activité de I'adulte calculée en fonction de la masse ou de la surface
corporelles. En pratique, on peut suivre les recommandations du Paediatric Task Group de
I'European Association of Nuclear Medicine.

3kg =0,1 4kg=0,14 6 kg = 0,19 8 kg = 0,23 10 kg = 0,27
12 kg = 0,32 14 kg = 0,36 16 kg = 0,40 18 kg = 0,44 20 kg = 0,46
22 kg = 0,50 24 kg = 0,53 26 kg = 0,56 28 kg = 0,58 30 kg = 0,62
32 kg = 0,65 34 kg = 0,68 36 kg = 0,71 38 kg = 0,73 40 kg = 0,76
42 kg = 0,78 44 kg = 0,80 46 kg = 0,82 48 kg = 0,85 50 kg = 0,88
52-54 kg = 56-58 kg = 60-62 kg = 64-66 kg = 68 kg = 0,99
0,90 0,92 0,96 0,98

L'acquisition des images est pratiquée 24 heures environ apres I'administration. Si a 24 heures,
on ne peut pas différencier I'activité fixée par la tumeur de l'activité présente dans le contenu
intestinal, il est nécessaire de répéter la scintigraphie a 48 heures. Dans certains cas, une
scintigraphie a 4 heures donne des résultats acceptables.

La rate, le foie, les reins et la vessie sont visualisés chez tous les patients; la thyroide,
I'nypophyse et les intestins sont visibles chez la plupart des patients.

4.3. Contre-indications

Hypersensibilité a la substance active ou a un excipient.
Aucune contre-indication particuliere n'a été mise en évidence.
En cas d'utilisation lors de la grossesse ou de la lactation, voir rubrique 4.6.

4. Mises en garde spéciales et précautions d'emploi

En raison du danger potentiel de I'exposition aux rayonnements ionisants, I''''In-pentétréotide ne
doit pas étre utilisé chez les patients de moins de 18 ans, a moins que le bénéfice clinique ne soit
jugé supérieur au risque encouru.

Sauf en cas de diarrhée, I'administration d'un laxatif est nécessaire afin de différencier les foyers
de fixation pathologiques, intestinaux ou proches de l'intestin, du radio traceur transitant avec le
contenu intestinal, donnant une image mobile dans le temps.

L'administration de I'""In pentetréotide n'est pas conseillée chez les patients atteints
d'insuffisance rénale car la diminution ou I'absence d'excrétion rénale entraine une augmentation
de la dose absorbée (Dose efficace: 0,19 mSv/MBq). Cette administration ne doit étre envisagée
que lorsque les informations attendues sont jugées supérieures aux risques encourus.

Des scintigraphies interprétables peuvent cependant étre obtenues aprés hémodialyse qui peut
réduire au moins partiellement la forte activité du bruit de fond. Avant la dialyse, les images ne
sont pas diagnostiques en raison de I'activité se trouvant dans la circulation.

Aprés dialyse, on a cependant pu observer une captation plus importante qu'a l'ordinaire par le
foie, la rate et l'intestin, et une activité circulante qui reste supérieure a la normale.
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L"""In pentetréotide non li¢ aux récepteurs et I''"'In non lié aux peptides sont rapidement
éliminés par le rein. Afin d'augmenter I'excrétion, de réduire le bruit de fond et de diminuer la
dose absorbée par les reins et la vessie, le patient doit boire abondamment (au moins 2 litres)
durant les 2 ou 3 jours qui suivent I'administration.

Chez le diabétique traité par des doses élevées d'insuline, I'administration de pentétréotide peut
provoquer une hypoglycémie paradoxale due a une inhibition transitoire de la sécrétion de
glucagon.

Chez les patients recevant de l'octréotide, il faut envisager d'interrompre ce traitement
temporairement afin d'éviter un éventuel blocage des récepteurs de la somatostatine. Cette
recommandation n'est donnée que sur des bases empiriques, la nécessité d'une éventuelle
interruption n'ayant pas été démontrée. Chez certains patients, l'interruption du traitement est mal
supportée et peut entrainer un effet rebond. C'est le cas en particulier des patients atteints
d'insulinome chez lesquels une hypoglycémie brutale peut étre dangereuse et également des
patients présentant un syndrome carcinoide.

Si le clinicien responsable du suivi thérapeutique du patient considére que l'arrét de l'octréotide
sera bien toléré, la durée recommandée de cette interruption est de 3 jours.

La positivité de la scintigraphie a I'111In-pentétréotide démontre une densité accrue de récepteurs
tissulaires de la somatostatine plutét qu'elle n'affirme une pathologie maligne.

De plus, la fixation n'est pas spécifique des tumeurs G.E.P. ou des tumeurs carcinoides.

Lorsque le résultat de la scintigraphie est positif, il peut s'agir d'une autre maladie caractérisée
par de fortes concentrations locales de récepteurs de la somatostatine.

L'élévation de la densité des récepteurs de la somatostatine peut étre observée dans les
pathologies suivantes: tumeurs provenant de tissus dérivés embryologiquement de la créte
neurale (paragangliome, carcinome médullaire de la thyroide, neuroblastome,
phéochromocytome), tumeur de I'hypophyse, cancer bronchopulmonaire endocrine a petites
cellules, méningiome, cancer du sein et maladie lympho-proliférative (maladie de Hodgkin,
lymphomes non Hodgkinien).

Il faut également garder a I'esprit la possibilité de fixation dans les zones de concentration
lymphocytaire (inflammations subaigués).

Pour chaque patient, I'exposition aux rayonnements ionisants doit étre justifiée par rapport au
bénéfice attendu. L'activité injectée doit correspondre a la plus faible dose de radiation possible
compatible avec I'obtention de l'information diagnostique escomptée.

L'administration de produits radiopharmaceutiques présente des risques pour I'entourage en
raison de l'irradiation externe ou de la contamination par des éclaboussures d'urine, de
vomissures, etc.. Par conséquent, des mesures de radioprotection doivent étre prises
conformément aux réglementations nationales.

4.5. Interactions avec d'autres médicaments et autres formes d'interactions

Aucune interaction médicamenteuse n'a été rapportée jusqu'a ce jour.

4.6. Grossesse et allaitement

Aucune donnée n'est disponible concernant I'utilisation de ce produit pendant la grossesse.

Lorsqu'il est nécessaire d'administrer des produits radiopharmaceutiques a une femme en age de
procréer, une grossesse potentielle doit toujours étre envisagée. Toute femme ayant un retard de
régles doit étre considérée comme enceinte jusqu'a preuve du contraire. Dans le doute, si I'on
souhaite obtenir des informations cliniques, il est important que I'exposition aux rayonnements
ionisants soit réduite au minimum. D'autres techniques n'utilisant pas les rayonnements ionisants
doivent alors étre envisagées.

L'administration de radionucléides a une femme enceinte implique l'irradiation du feetus.
L'administration de la dose diagnostique maximale de 220 MBq a la patiente entraine une dose a
I'utérus de 8,6 mGy. A ce niveau de dose d'irradiation, aucun effet Iétal et aucune apparition de
malformation, de retard de croissance ou de retard d'ordre fonctionnel n'est attendu; cependant,
le risque d'induction de cancers ou de déficiences héréditaires peut étre augmenté. Par
conséquent, I'OctréoScan ne devra pas étre administré durant la grossesse a moins que
I'examen soit indispensable.

Il n'a pas été étudié si le pentetréotide d'indium-111 est excrété dans le lait. Avant d'administrer
des produits radiopharmaceutiques a une mére souhaitant poursuivre I'allaitement maternel, il
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convient d'estimer si le traitement peut étre différé jusqu'a la fin de l'allaitement et si le choix des
radiopharmaceutiques est le plus approprié, gardant a l'esprit qu'une fraction de dose est
secrétée dans le lait maternel. Si I'administration est vraiment nécessaire, il faut interrompre
l'allaitement et jeter le lait recueilli.

4.7. Effets sur I'aptitude a conduire des véhicules et a utiliser des machines

Aucun effet connu a ce jour sur l'aptitude a conduire des véhicules et a utiliser des machines.

4.8. Effets indésirables

Les effets indésirables imputables a I'administration de I'OctréoScan sont rares (>1/1000,
<1/100). Aucun effet spécifique n'a été rencontré. Les symptdmes observés évoquent un
syndrome vagal ou une réaction anaphylactique.

L'éventuelle interruption du traitement par l'octréotide avant la scintigraphie peut entrainer des
effets secondaires sévéres, correspondant généralement a une reprise des symptémes existants
avant la mise en route du traitement.

L'exposition aux rayonnements ionisants peut potentiellement induire des cancers ou développer
des anomalies héréditaires. Pour la plupart des examens de médecine nucléaire, la dose efficace
est inférieure a 20 mSv; cependant, cette valeur peut étre dépassée si on injecte une activité plus
forte en vue de la réalisation d'une tomographie. La dose efficace chez un adulte de 70 kg dont la
fonction rénale est normale est au maximum de 26 mSv Cette dose plus élevée peut étre justifiee
dans certaines circonstances.

Ce produit ne contient aucun excipient ayant un effet ou une action reconnue ou qu'il soit
important de connaitre pour une utilisation sdre et efficace du produit.

4.9. Surdosage

La forme pharmaceutique (monodose) rend improbable un surdosage par inadvertance. Il est
cependant toujours possible d'accélérer, par une charge hydrique, I'excrétion rénale de "IN
pentetréotide li¢ aux récepteurs et de I''""In non lié aux peptides.

5. PROPRIETES PHARMACOLOGIQUES

5.1. Propriétés pharmacodynamiques

Classe pharmacothérapeutique: produit radiopharmaceutique a usage diagnostique.
Code ATC: V091BO01.

Dans les tissus, I'Octréoscan se fixe aux récepteurs de la somatostatine dont la densité a la
surface des cellules est supérieure a la densité physiologique, en raison de la maladie.

Chez certains patients, lorsque la maladie n'a pas entrainé d'augmentation de la densité des
récepteurs, la scintigraphie est négative.

En cas de tumeurs carcinoides ou de tumeurs G.E.P., on observe une forte prévalence de
densité élevée de récepteurs dans le tissu tumoral pris dans son ensemble.

Peu d'études ont été réalisées sur les effets pharmacodynamiques du produit. Son activité
biologique in vitro est égale a 30 % environ de I'activité biologique de la somatostatine naturelle.
Son activité biologique in vivo, mesurée chez le rat, est inférieure a celle d'une méme quantité
d'octréotide. L'administration intraveineuse de 20 ug de pentetréotide entraine chez certains
patients une chute trés discréte des taux sériques de gastrine et de glucagon pour une durée
inférieure a 24 heures.

5.2. Propriétés pharmacocinétiques

80% environ du pentetréotide marqué administré par voie intraveineuse est éliminé par voie
urinaire en 24 heures et 90% en 48 heures.

L'""In-pentetréotide est capté par les organes suivants: le foie (environ 2 % en 24 heures) et la
rate (environ 2,5 % en 24 heures). La fixation par la thyroide et I'nypophyse n'est pas
constamment observée.

La fixation rénale est le reflet d'une élimination urinaire immédiate et en partie celui d'une
excrétion rénale différée.
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L'élimination par la vésicule biliaire puis dans les fécés représente environ 2 % de l'activité
administrée chez les patients ayant un transit intestinal normal.
Jusqu'a six heures aprés administration, la radioactivité dans I'urine se retrouve de fagon

prédominante sous forme d''"'In-pentetréotide intact. Par la suite, des quantités croissantes de
peptides non marqués sont excrétées.

5.3. Données de sécurité préclinique

6.

Les tests de sécurité pré cliniques n'ont pas révélé d'effets notables. Il n'a pas été réalisé
d'études sur l'effet carcinogéne du pentetréotide, ni sur son influence sur la fertilité, ou la toxicité
embryonnaire.

DONNEES PHARMACEUTIQUES

6.1. Liste des excipients

Flacon 4920/A: acide chlorhydrique, eau pour préparations injectables, chlorure ferrique
hexahydraté.

Flacon 4920/B: citrate de sodium dihydraté, acide citrique monohydraté, inositol, acide
gentisique.

Aprés reconstitution et marquage, le pH de la solution aqueuse est compris entre 3,8 et 4,3.
La solution préte a I'emploi ne contient pas de conservateur.

6.2. Incompatibilités

Aucune connue a ce jour.

Aprés reconstitution et marquage, I'Octréoscan peut étre dilué avec une solution de chlorure de
sodium stérile a 0,9 %. Ne pas mélanger la solution injectable a une autre solution pour éviter
tout risque d'incompatibilité.

6.3. Durée de conservation

Le flacon A et par conséquent le flacon B d'Octréoscan sont périmés 24 heures aprés la date et
I'heure de calibration de I'""In.

La date et I'neure de calibration et la date et I'heure de péremption figurent sur I'étiquette de
I'emballage protecteur (récipient fermé hermétiquement) et apparaissent sur les documents qui
accompagnent chaque envoi.

La solution doit étre utilisée dans les 6 heures suivant sa reconstitution et son marquage.

6.4. Précautions particuliéres de conservation

Les flacons A et B doivent étre conservés a une température ne dépassant pas 25°C.

Le stockage doit étre conforme a la réglementation nationale en vigueur pour le matériel
radioactif.

La solution injectable préte a I'emploi doit étre conservée a une température ne dépassant pas
25°C durant la durée de stabilité indiquée.

6.5. Nature et contenu de I'emballage extérieur

Les deux récipients sont des flacons de verre de 10 mL (type | de la Pharmacopée Européenne).
Le flacon contenant le pentetréotide est fermé par un bouchon en bromobutyl. Le flacon
contenant le chlorure d'indium-111 est fermé par un bouchon en bromobutyl recouvert de téflon.
Les deux flacons sont scellés par une capsule d'aluminium.

L'Octréoscan est fourni sous forme de deux flacons séparés dont I'un est entouré d'une
protection en plomb. Les deux flacons sont placés dans une boite métallique hermétiquement
dose.

Une aiguille de type Stérican Luer Lock 0,90 x 70 mm /20G x 2 4/5 est jointe et doit étre utilisée
pour le marquage.
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6.6. Précautions particuliéres d’élimination et de manipulation

Tout produit non utilisé ou déchet doit étre éliminé conformément a la réglementation en vigueur.

7. TITULAIRE DE L’AUTORISATION DE MISE SUR LE MARCHE

COVIDIEN IMAGING FRANCE
2 RUE DENIS DIDEROT

LA CLEF DE SAINT PIERRE
78990 ELANCOURT

8. NUMERO(S) D’AUTORISATION DE MISE SUR LE MARCHE

..558 677-2: 1,1 mL de solution pour marquage en flacon (verre) + 18 mg de poudre en
flacon (verre).

9. DATE DE PREMIERE AUTORISATION/DE RENOUVELLEMENT DE L’AUTORISATION

[a compléter par le titulaire]

10. DATE DE MISE A JOUR DU TEXTE

[@ compléter par le titulaire]
11. DOSIMETRIE

Les données sur la dose absorbée qui sont présentées dans les tableaux ci-dessous, ont été
établies a partir de la publication n° 80 (1999) de la CIPR (Commission Internationale pour la
Protection Radiologique).

Selon le modéle cinétique décrit dans la CIPR 80, I''"In-pentétréotide administré par voie
intraveineuse est rapidement capté par le foie, la rate, les reins et la thyroide tandis que le reste
du produit est distribué de fagon homogéne au niveau des autres tissus. Les valeurs
expérimentales de temps de rétention sont bien décrites par des modéles mono ou bi
exponentiels. Les données cinétiques expérimentales sont issues de patients atteints de tumeurs
carcinoides ou de tumeurs endocrines du tractus digestifs. Les valeurs de distribution du tissu
tumoral présent dans un organe donné peuvent étre déduites des données publiées pour ces
organes.

La voie d'élimination principale est la voie urinaire et moins de 2 % du produit est éliminé par les
féces. Un taux d'excrétion urinaire de 85 % observé a 24 heures est en adéquation avec le
modéle décrit. Le faible niveau d'excrétion par le tractus digestif n'est pas pris en compte dans le
modéle retenu, sa contribution demeurant généralement négligeable.

Organes(s) Fs TY A As/Ao
Foie 0,06 2h 0,40 2,59h
25]j 0,30
70 ] 0,30
Rate 0,05 25j 1,00 2,30 h
Reins 0,06 70 1,00 2,76 h
Thyroide 0,001 25]j 1,00 2,76 min
Autres organes et tissus 0,829 3h 0,90 6,90 h
2,5] 0,10
Vessie 1,00
Adultes et enfants > 15 ans 1,65h
Enfants de 10 ans 1,40h
Enfants entre 1 et 5 ans 54,3 min

Fs: Fraction distribuée a I'organe ou au tissu.

T'2: Demi-vie biologique de captation ou d'élimination.

a: Fraction de Fs fixée ou éliminée selon la demi-vie correspondante. Un signe moins signifie
fixation.
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As/Ao: Activité cumulée dans I'organe ou le tissu par unité d'activité administrée.

Dose absorbée par unité d'activité administrée (mGy/MBQq)
Dose absorbée par unité d'activité administrée (mGy/MBQ)

Organe Adulte 15 ans 10 ans 5ans lan
Glandes 5.8E-02 7.5E-02 1.2E-01 1.7E-01 3.0E-01
surrénales
Vessie 2.0E-01 2.5E-01 3.1E-01 4.6E-01 8.2E-01
Surfaces osseuses 2.7E-02 3.4E-02 5.0E-02 7.6E-02 1.5E-01
Cerveau 9.6E-03 1.2E-02 2.0E-02 3.3E-02 5.8E-02
Seins 1.2E-02 1.5E-02 2.3E-02 3.7E-02 6.8E-02
Vésicule biliaire 5.2E-02 6.3E-02 9.2E-02 1.4E-01 2.2E-01
Tractus digestif

Estomac 4.3E-02 5.0E-02 7.8E-02 1.1E-01 1.8E-01
Intestin gréle 2.9E-02 3.8E-02 5.9E-02 9.1E-02 1.6E-01
Coélon 2.9E-02 3.6E-02 5.5E-02 8.9E-02 1.5E-02
(Paroi du colon 3.0E-02 3.7E-02 5.8E-02 9.4E-02 1.6E-01)
asc.
(Paroi du célon 2.7E-02 3.4E-02 5.0E-02 7.6E-02 1.3E-01)
desc.
Coeur 2.5E-02 3.2E-02 4.9E-02 7.1E-02 1.3E-01
Reins 4.1E-01 4.9E-01 6.7E-01 9.6E-01 1.6E+00
Foie 1.0E-01 1.3E-01 2.0E-01 2.7E-01 4.8E-01
Poumons 2.3E-02 3.0E-02 4.4E-02 6.8E-02 1.2E-01
Muscles 2.0E-02 2.6E-02 3.8E-02 5.7E-02 1.1E-01
CEsophage 1.4E-02 1.9E-02 2.8E-02 4.4E-02 7.8E-02
Ovaires 2.7E-02 3.5E-02 5.1E-02 8.1E-02 1.4E-01
Pancréas 7.2E-02 8.8E-02 1.3E-01 2.0E-01 3.2E-01
Mcelle 2.2E-02 2.7E-02 3.9E-02 5.3E-02 8.7E-02
hématopoiétique
Peau 1.1E-02 1.3E-02 2.1E-02 3.3E-02 6.2E-02
Rate 5.7E-01 7.9E-01 1.2E+00 1.8E+00 3.1E+00
Testicules 1.7E-02 2.3E-02 3.5E-02 5.5E-02 1.0E-01
Thymus 1.4E-02 1.9E-02 2.8E-02 4.4E-02 7.8E-02
Thyroide 7.6E-02 1.2E-01 1.8E-01 3.7E-01 6.9E-01
Utérus 3.9E-02 4.9E-02 7.1E-02 1.1E-01 1.9E-01
Autres tissus 2.3E-02 2.8E-02 4.2E-02 6.3E-02 1.1E-01
Dose Efficace 5.4E-02 7.1E-02 1.0E-01 1.6E-01 2.8E-01
(mSv/MBQq)

Lors de I'administration d'une activité de 220 MBq (posologie maximale), la dose efficace est de
12 mSyv (pour un adulte de 70 kg).

12. INSTRUCTIONS POUR LA PREPARATION DES RADIOPHARMACEUTIQUES

Les produits radiopharmaceutiques ne doivent étre manipulés que par un personnel qualifié
ddment autorisé ayant regu l'autorisation d'utilisation et de manipulation des radionucléides.

Ce radiopharmaceutique ne peut étre recu, utilisé et administré que par les personnes
autorisées, dans un environnement hospitalier autorisé. Sa réception, sa détention, son
utilisation, son transport et sa destruction sont soumis aux réglementations et/ou aux
autorisations des organismes locaux compétents.

Les radiopharmaceutiques doivent étre préparés de fagon a satisfaire a la fois aux exigences de
sécurité de radioprotection et de qualité pharmaceutique. Des précautions particuliéres doivent
étre prises, conformément aux Bonnes Pratiques de Fabrication des produits pharmaceutiques.

Mode de marquage
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1. Ajouter le contenu du flacon A (chlorure d''""In) au flacon B (pentétréotide lyophilisé). Pour
prélever le chlorure d'indium du flacon, il est nécessaire d'utiliser impérativement l'aiguille
Stérican (0,90 x70) fournie dans la trousse.

2. Lorsque les deux produits sont mélangés, une période d'incubation de 30 minutes doit étre
observée.

3. Ensuite, on peut diluer la préparation avec 2 a 3 ml de chlorure de sodium stérile a 0,9 % afin
d'obtenir un volume plus important et plus facile a prélever dans une seringue.

4. La solution doit étre limpide et incolore; ceci est a contrdler.

5. On peut soustraire sur ce volume un faible échantillon destiné au contréle de qualité décrit au
paragraphe suivant.

6. La solution est préte pour I'emploi.

N.B.: POUR LA RECONSTITUTION, NE PAS UTILISER UNE AUTRE SOLUTION DE
CHLORURE D'INDIUM-111 QUE CELLE FOURNIE DANS LA TROUSSE AVEC LE
PENTETREOTIDE LYOPHILISE.

Mode de contrdle qualité

L'indium-111 lié a des peptides et a des composants non peptidiques peut étre analysé par
chromatographie couche mince (CCM) sur fibre de verre imprégnée de silicagel (ITLC SG
GELMAN).

Préparer une bande parfaitement séche, de 10 cm de long et de 2,5 cm de large environ.
Marquer une ligne de départ a 2 cm, et d'autres marques a 6 cm et 9 cm de la base de la bande.
Déposer 5 a 10 L de la solution reconstituée et marquée. Laisser développer dans une solution
de citrate de sodium 0,1 M préparée extemporanément, ajustée a pH=5 a l'aide d'acide
chlorhydrique. Le front du solvant migre de 9 cm en 2 & 3 minutes.

Couper la bande (sur la marque 6 cm) et mesurer le taux de comptage des deux moitiés.

L""In non lié aux peptides migre avec le front du solvant.

Condition requise: la partie inférieure du chromatogramme doit contenir au moins 98 % de la
radioactivité totale.

Mode de destruction des déchets

L'""""In et I'Octréoscan marqué non utilisé doivent étre stockés pour décroissance jusqu'a un
niveau d'activité tel que, selon les réglementations nationales, les produits ne soient plus
considérés comme radioactifs. lls peuvent alors étre éliminés avec les déchets ordinaires.

Les flacons de pentetréotide lyophilisé non marqué peuvent étre considérés comme des déchets
ordinaires.

L'élimination des déchets radioactifs doit se faire en accord avec les réglementations nationales
et internationales.

CONDITIONS DE PRESCRIPTION ET DE
DELIVRANCE

Liste I.
Médicament réservé a l'usage hospitalier.

Les produits radiopharmaceutiques ne doivent étre utilisés que par des personnes qualifiées. lls
ne peuvent étre délivrés qu'a des praticiens ayant obtenu I'autorisation spéciale prévue a l'article
R 1333-24 du code de la Santé Publique.
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fird 9.6E-03 1.2E-02 2.0E-02 3.3E-02 5.8E-02
B 1.2E-02 1.5E-02 2.3E-02 3.7E-02 6.8E-02
iliks: 5.2E-02 6.3E-02 9.2E-02 1.4E-01 2.2E-01
L
H 4.3E-02 5.0E-02 7.8E-02 1.1E-01 1.8E-01
N 2.9E-02 3.8E-02 5.9E-02 9.1E-02 1.6E-01
NG 2.9E-02 3.6E-02 5.5E-02 8.9E-02 1.5E-02
(EAT#E R 3.0E-02 3.7E-02 5.8E-02 9.4E-02 1.6E-01)
(FATHE R 2.7E-02 3.4E-02 5.0E-02 7.6E-02 1.3E-01)
iLafik 2.5E-02 3.2E-02 4 9E-02 7.1E-02 1.3E-01
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JiF g 1.0E-01 1.3E-01 2.0E-01 2.7E-01 4.8E-01
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a4 7.2E-02 8.8E-02 1.3E-01 2.0E-01 3.2E-01
& M 2.2E-02 2.7E-02 3.9E-02 5.3E-02 8.7E-02
R & 1.1E-02 1.3E-02 2.1E-02 3.3E-02 6.2E-02
JIE ik 5.7E-01 7.9E-01 1.2E+00 1.8E+00 3.1E+00
FEH 1.7E-02 2.3E-02 3.5E-02 5.5E-02 1.0E-01
o i 1.4E-02 1.9E-02 2.8E-02 4.4E-02 7.8E-02
PR iR 7.6E-02 1.2E-01 1.8E-01 3.7E-01 6.9E-01
e 3.9E-02 4.9E-02 7.1E-02 1.1E-01 1.9E-01
OB 2.3E-02 2.8E-02 42E-02 6.3E-02 1.1E-01
K 5.4E-02 7.1E-02 1.0E-01 1.6E-01 2.8E-01
(mSv/MBq)

B O RERY220 MBq (R O8iA, EOREIZI2 mSy (70kgDRA) Th o,
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GEBRAUCHSINFORMATION UND FACHINFORMATION

OctreoScan®

Zusammensetzung
OctreoScan® wird in Form von zwei nicht separat verwendbaren Flaschchen
geliefert.

Arzneilich wirksame Bestandteile

Flaschchen 4920/A mit 1,1 ml Lésung enthalt als arzneilich wirksamen Bestandteil
['"'In]Indium als Indium(Ill)-chlorid 15 x 10® mg entsprechend 122 MBq am
Aktivitatsreferenzzeitpunkt.

Flaschchen 4920/B mit 18 mg Trockensubstanz enthalt als arzneilich wirksamen
Bestandteil 10 ug Pentetreotid.

Sonstige Bestandteile
Flaschchen 4920/A:  Salzsaure und Eisen(lll)-chlorid 6H,0

Flaschchen 4920/B:  Natriumcitrat 2H,0, Citronensaure-Monohydrat, myo-Inositol
und Gentisinsaure.

Nach dem Ansetzen und der Markierung enthalt die Lésung [''In]Indium-
Pentetreotid.

Physikalische Eigenschaften

['""'In]Indium ist ein Zyklotronprodukt und zerfallt mit einer Halbwertszeit von 2,83
Tagen zu stabilem Cadmium unter Emission von Gammastrahlung mit Energien von
172 keV (90%) und 247 keV (94%) und Rdéntgenstrahlung mit einer Energie von 23-
26 keV. Die Halbwertszeit des als Verunreinigung anfallenden ['"*"In]Indium betragt
49,51 Tage. Die maximal zuldssige Menge betragt 0,1% zum Zeitpunkt des
Verfallsdatums.

Darreichungsform und Inhalt
Packung mit zwei Durchstechflaschchen;
Flaschchen A: Radioaktive Lésung.

Flaschchen B: Trockensubstanz.

Radioaktives Diagnostikum, zur Markierung aufzubereiten.

05 GGK 4920 Germany Gebrauchs und Fachinformation 07082002.rtf
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Mallinckrodt Medical B.V.
Westerduinweg 3

1755 LE Petten
Niederlande

Hersteller:

Mallinckrodt Medical B.V.
Westerduinweg 3

P.O. Box 3

1755 ZG, Petten (Niederlande)
Tel: (31) 2246 7979

Anwendungsgebiete

['""'In]Indium-Pentetreotid bindet sich spezifisch an Somatostatin-Rezeptoren. Bei
gastro-entero-pankreatischen neuroendokrinen (GEP) Tumoren und Karzinoiden,
die einen Rezeptorbesatz aufweisen, kann im Rahmen der Diagnostik und
Therapieplanung eine Rezeptorszintigraphie mit OctreoScan® durchgefthrt werden,
um zusatzliche Informationen Uber die Lokalisation der Tumoren zu erhalten.
Tumore ohne Rezeptorbesatz sind nicht diagnostizierbar. Bei einigen Patienten mit
GEP-Tumoren oder Karzinoiden ist die Rezeptordichte so gering, dal® eine
Darstellung mittels OctreoScan® nicht moglich ist. Insbesondere bei Patienten mit
Insulinomen werden die Tumoren in 50% der Falle nicht gesehen.

Gegenanzeigen
Bisher wurden keine spezifischen Gegenanzeigen festgestellt.

Relative Gegenanzeigen

Aufgrund des méglichen Risikos durch ionisierende Strahlung sollte OctreoScan®
bei Kindern unter 18 Jahren nicht eingesetzt werden, es sei denn, dal} der Wert der
zu erwartenden klinischen Information das mit der Strahlenexposition verbundene
Risiko Ubersteigt.

Anwendung bei Schwangerschaft und Stillzeit

Es liegen keine verfigbaren Daten aus Studien am Tier oder Menschen vor, um die
mdglichen Risiken bei Schwangerschaft und Laktation einzuschatzen. Falls es
erforderlich ist, einer Frau im gebarfahigen Alter ein radioaktives Arzneimittel zu
applizieren, ist die Mdglichkeit einer Schwangerschaft grundsatzlich vorher
auszuschlieen. Jede Frau, bei der die Menstruation ausgeblieben ist, ist so lange
als schwanger zu betrachten, bis der Gegenbeweis erbracht wurde. Alternative
Untersuchungsmethoden ohne Verwendung von lonenstrahlen sollten in Betracht
gezogen werden.

Untersuchungen mit Radionukliden bei schwangeren Frauen bedeuten auch eine
Strahlenbelastung fir den Fétus. Die Verabreichung der minimalen diagnostischen
Dosis von 110 MBq fuihrt im Uterus zu einer Dosisaufnahme von 7.5 mGy.

Es ist nicht bekannt, ob **'In-Pentetreotid in die Muttermilch tibergeht.

Vor der Verabreichung eines radioaktiven Arzneimittels an eine Stillende ist zu
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prufen, ob die Untersuchung auf einen Zeitpunkt nach Beendigung der Stillperiode
verschoben werden kann und ob die Wahl eines radioaktiven Arzneimittels im
Hinblick auf die Aktivitdtsausscheidung in die Muttermilch die beste
Untersuchungsmethode darstellt.

Wird die Anwendung von OctreoScan® als unerlaRlich betrachtet, sollte das Stillen
unterbrochen und die abgepumpte Muttermilch verworfen werden.

VorsichtsmalRnahme fiir die Anwendung und Warnhinweise

Bei Patienten, die nicht an Diarrhde leiden, ist die Gabe von Laxantien notwendig,
um die Radioaktivitdtsanreicherung im Tumor oder in der Nahe des Magen-Darm-
Traktes von der Radioaktivitatsanreicherung im Darminhalt unterscheiden zu
kénnen.

Bei Patienten mit Niereninsuffizienz ist eine Verabreichung von OctreoScan® nicht
ratsam, da die reduzierte oder fehlende renale Ausscheidung zu einer erhéhten
Strahlendosis flihrt (effektive Dosis 0,19 mSv/MBq). Eine Anwendung sollte nur
dann in Betracht gezogen werden, wenn der Wert der zu erwartenden klinischen
Information das mit der Strahlenexposition verbundene Risiko Ubersteigt.
Auswertbare Szintigramme kénnen durch Hamodialyse erhalten werden, da hierbei
die hohe Hintergrundaktivitdt zumindest teilweise eliminiert wird. Aufgrund der
hohen Aktivitat im Blut sind die Szintigramme vor Dialyse nicht auswertbar. Nach
Hamodialyse wurden erhéhte Radioaktivitatsanreicherungen in Leber, Milz, im
Magen-Darmtrakt sowie eine Uber der Norm liegende Aktivitat im Blut beobachtet.

Nicht rezeptorengebundenes ['""In]Indium-Pentetreotid und nicht peptidgebundenes
[""'In]Indium werden schnell tber die Nieren ausgeschieden. Nach Verabreichung
von OctreoScan® ist eine reichliche Flussigkeitsaufnahme furr zwei bis drei Tage
erforderlich, um die Ausscheidung zu beschleunigen und die Hintergrundaktivitat
und die Strahlenexposition der Nieren und Blase zu verringern.

Bei Diabetikern, die mit hohen Insulindosen behandelt werden, kann die Gabe von
Pentetreotid durch die voribergehende Hemmung der Glucagonsekretion eine
paradoxe Hypoglykamie verursachen.

Bei Patienten, die mit Octreotid therapeutisch behandelt werden, sollte eine
Unterbrechung der Therapie in Betracht gezogen werden, um eine mdégliche
Blockade der Somatostatin-Rezeptoren zu vermeiden. Diese Empfehlung beruht
ausschlieBlich auf Erfahrungen, die Notwendigkeit dieser Malinahmen ist nicht
bewiesen. Es besteht die Gefahr, dald manche Patienten eine Unterbrechung der
Therapie schlecht vertragen und Krankheitssymptome erneut auftreten. Dies trifft
insbesondere auf Patienten mit Insulinomem zu, bei denen die Gefahr einer
plétzlicher Hypoglykdmie zu beachten ist, sowie bei Patienten mit Karzinoidsyndrom.
Unter der Vorraussetzung, dafd der fir die therapeutische Behandlung zustandige
Arzt zustimmt, wird eine Unterbrechung der Therapie fir die Dauer von drei Tagen
empfohlen.

Positive szintigraphische Ergebnisse mit ['''In]Indium-Pentetreotid deuten eher auf
eine erhéhte Somatostatin-Rezeptorendichte im Gewebe als auf eine maligne
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Erkrankung hin. AuBerdem ist eine positive Anreicherung nicht spezifisch fur GEP-
und karzinoide Tumoren. Bei positiven szintigraphischen Ergebnissen ist zu
Uberprifen, ob eine andere Krankheit, die mit einer erhéhten lokalen Somatostatin-
Rezeptordichte einhergeht, vorliegt. Ein Anstieg der Somatostatin-Rezeptordichte
kann auch unter folgenden pathologischen Bedingungen auftreten:

Tumorbildung (Paragangliome, medullare Schilddriisenkarzinome, Neuroblastome,
Phaochromocytome), Hypophysentumore, endokrine Neoplasmen der Lunge
(kleinzelliges Karzinom), Meningiome, Mammakarzinome, lympho-proliferative
Erkrankungen (Morbus Hodgkin, non-Hodgkin-Lymphom). Die M&glichkeit der
Anreicherung in Bereichen mit erhdhten Lymphozyten-Konzentrationen (subakute
Entziindungen) mufd ebenfalls in Betracht gezogen werden.

Radiopharmaka durfen nur durch qualifizierte Personen, die im Besitz einer
staatlichen Genehmigung fir die Verwendung und den Umgang mit Radionukliden
sind, angewendet werden.

Dieses Radiopharmakon darf nur durch berechtigte Personen in speziell daflr
bestimmter klinischer Umgebung in Empfang genommen, gehandhabt und
angewendet werden. Die Inempfangnahme, Lagerung, Anwendung sowie der
Transport und die Entsorgung unterliegen den gesetzlichen Bestimmungen
und/oder den entsprechenden Genehmigungen der zustandigen ortlichen Behérden.
Radiopharmaka sind vom Anwender unter Beriicksichtigung der radiologischen
Sicherheit und der pharmazeutischen Qualitatsanforderungen zuzubereiten.

Es sind geeignete aseptische VorsichtsmaBnahmen in Ubereinstimmung mit den
Erfordernissen der "Guten Pharmazeutischen Herstellungspraxis" zu treffen.

Bei allen Patienten mul3 die Strahlenexposition durch den zu erwartenden
diagnostischen Nutzen gerechtfertigt sein. Die verabreichte Aktivitat mul} so
berechnet werden, dal} die resultierende Strahlendosis so gering wie irgend mdglich
ist, aber dennoch das gewlinschte Diagnose- oder Therapieergebnis erzielt werden
kann.

Die Strahlenexposition kann krebserregend und fruchtschadigend sein. Bei den
meisten Untersuchungen in der Nuklearmedizin geht man im allgemeinen davon aus,
dal diese unerwiinschten Nebenwirkungen mit geringer Haufigkeit auftreten, da die
erforderliche Strahlendosis niedrig ist. Bei den meisten Untersuchungen fir
Diagnosezwecke in der Nuklearmedizin liegt die verabreichte Strahlendosis
(effektive Dosis) unter 20 mSv. Sollte eine SPECT-Untersuchung durchgefiihrt
werden, so durfte diese GréRBenordung iberschritten werden. Die Aquivalenzdosis
bei einem 70 kg schweren Patienten mit normaler Nierenfunktion betragt
héchstenes 26 mSV. Diese hdhere Dosis kann unter bestimmten klinischen
Bedingungen gerechtfertigt sein.

Auswirkungen auf Kraftfahrer und die Bedienung von Maschinen
Die Verabreichung von ['"'In]Indium-Pentetreotid hat keine Auswirkungen auf die
Bedienung von Kraftfahrzeugen und Maschinen.

Anwendungshinweise
Die Verabreichung von Radiopharmaka ist ein Risikofaktor fir Dritte aufgrund der
auleren Strahlenbelastung oder Kontamination durch Verschitten von Urin,
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Erbrechen usw. Daher sind die den nationalen Strahlenschutzverordnungen
entsprechenden VorsichtsmalRhahmen zu beachten.

Wechselwirkungen mit anderen Mitteln

Bisher sind keine Wechselwirkungen mit anderen Mitteln bekannt geworden.
Wichtige Unvertraglichkeiten sind nicht bekannt.

Nach dem Ansetzen und der Markierung kann OctreoScan® mit 0,9%iger
physiologischer Kochsalzlésung verdinnt werden.

Die Injektionslésung sollte, um mdgliche Unvertraglichkeiten auszuschlief3en, nicht
mit anderen Losungen gemischt werden.

Dosierungsanleitung, Art und Dauer der Anwendung

Die Dosis fur die planare Szintigraphie betragt 110 MBq in einer intravenésen
Injektion. Bei der Verabreichung ist besondere Vorsicht geboten, um eine
paravasale Ablagerung von Aktivitat zu vermeiden.

Bei Single-Photon-Emissionstomographie ist die Dosis von den zur Verfigung
stehenden Geraten abhangig. Im allgemeinen sollte eine Aktivitatsdosis von 110 bis
220 MBq in einer intravendsen Injektion ausreichend sein.

Eine besondere Dosierung flr altere Patienten ist nicht erforderlich.

Uber die Verwendung bei Kindern liegen nur begrenzte Erfahrungen vor, , die einem
Kind zu verabreichende Aktivitatsmenge sollte nach den Angaben der unten
stehenden Tabelle (Paediatric Task Group,European Association of Nuclear
Medicine) als ein Bruchteil der fur einen Erwachsenen bendtigten Aktivitdtsmenge
ermittelt werden.

3kg=0,1 4kg=014 6kg=0,19 8kg=023  10kg=027
12 kg = 0,32 14 kg = 0,36 16kg=0,40  18kg=044  20kg =046
22 kg = 0,50 24 kg = 0,53 26kg=056  28kg=058  30kg=0,62
32 kg = 0,65 34 kg = 0,68 36kg=071  38kg=073  40kg=0,76
42 kg=0,78 44 kg = 0,80 46kg=082  48kg=085  50kg=0,88
52-54kg=0,90 56-58kg=0,92 6062kg=0,96 64-66kg=098  68kg=0,99

Die Szintigraphie erfolgt ca. 24 Stunden nach der Verabreichung. Wird nach 24
Stunden im Abdomen Aktivitat beobachtet, die nicht mit Bestimmtheit als
Anreicherung in Tumor oder in Darminhalt interpretiert werden kann, sollte die
Szintigraphie nach 48 Stunden wiederholt werden. In einigen Fallen zeigt schon
eine Szintigraphie nach 4 Stunden akzeptable Resultate.

Eine physiologische Anreicherung erfolgt in der Milz, der Leber, den Nieren und der
Blase. Die Schilddrise, die Hypophyse und der Darm werden bei den meisten
Patienten dargestellt.

Markierungsanweisungen

Durch Zugabe des Inhalts von Flaschchen A (['"'In]Indium-chlorid) zum Flaschchen
B (lyophilisiertes Pentetreotid) wird ['''In]indium-Pentetreotid gebrauchsfertig fur die
Injektion. Das ['"'In]Indium-chlorid wird mit Hilfe der mitgelieferten Sterican-Nadel
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(0,90 x 70) dem Flaschchen enthnommen.

Nach der Markierung wird das Praparat 30 Minuten lang inkubiert und kann
anschlieBend mit 2 - 3 ml 0,9%iger physiologischer Kochsalzlésung verdiinnt
werden, wenn ein groReres, leichter in einer Spritze zu handhabendes Volumen
erwinscht ist. Eine kleine Probe des verdinnten Volumens kann fir die im nachsten
Absatz beschriebene Qualitatsanalyse verwendet werden.

N.B.: Zum Ansetzen darf nur die im Behalter zusammen mit dem lyophilisierten
Pentetreotid gelieferte ['""In]Indium-chlorid-Lésung verwendet werden.

Anweisungen fiir die Qualitiatskontrolle

Die Analyse der ['"'In]Indium-gebundenen Peptide gegen ['''In]indium-gebundene
nicht-peptidische Verbindungen kann auf Kieselgel-impragnierten Glasfaserstreifen
(ITLC SG von GELMAN, Katalog-Nr. 61885) erfolgen. Es wird ein sorgfaltig
getrockneter Streifen von ca. 10 cm Lange und 2,5 cm Breite durch Markierung
einer Startlinie bei 2 cm und weiteren Markierungen bei 6 und 9 cm vorbereitet. Es
werden 5 bis 10 pl der markierten Lésung an der Startlinie aufgetragen und in frisch
zubereiteter, mit HCI auf einen pH-Wert von 5 ajustierter Natriumcitratlésung 0,1N
entwickelt. Nach 2 - 3 Min. hat die Front die 9 cm-Markierung erreicht. Der Streifen
wird an der 6 cm-Markierung abgeschnitten und die Aktivitat der beiden Halften
gemessen. Das nicht peptidgebundene ['"'In]Indium bewegt sich mit der Front.

Anforderung: Das untere Ende des Chromatogramms sollte > 98% der Aktivitat
enthalten.

Uberdosierung und andere Anwendungsfehler

Die pharmazeutische Form (einzelne Patientendosis) macht eine versehentliche
Uberdosierung unwahrscheinlich. Die Nierenausscheidung von nicht
rezeptorengebundenem ['""In]Indium-Pentetreotid und von nicht peptidgebundenem
['"'In]Indium kann durch die Verabreichung gréRerer Fliissigkeitsmengen
beschleunigt werden.

Nebenwirkungen

Unerwiinschte Nebenwirkungen aufgrund der Verabreichung von OctreoScan® sind
selten. Spezifische Wirkungen wurden nicht beobachtet. Die gemeldeten Symptome
deuten auf vasovagale Reaktionen und anaphylaktoide Arzneimittelwirkungen hin.

Die Unterbrechung der Octreotid-Therapie als Vorbereitung der Szintigraphie kann
schwerwiegende Nebenwirkungen auslésen, vor allem kénnen wieder Symptome
auftreten, die vor Beginn der Therapie zu beobachten waren.

Wenn Nebenwirkungen beobachtet werden, die nicht in der Packungsbeilage
aufgefiihrt sind, teilen Sie diese bitte den zustandigen Stellen mit.

Hinweise und Angaben zur Haltbarkeit
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Das Arzneimittel soll nach Ablauf des auf Behaltnis und au3erer Umhillung
angegebenen Verfalldatums nicht mehr angewendet werden.

Der Aktivitatsreferenzzeitpunkt und das Verfalldatum (24 Stunden nach
Aktivitatsreferenzzeitpunkt) sind auf dem Etikett der Abschirmung (versiegelter
Behalter) angegeben und erscheinen ebenfalls auf den jeweiligen
Versandunterlagen.

24 Stunden nach dem Aktivitatsreferenzzeitpunkt des ['"'In]Indium sind Flaschchen
A und B nicht mehr zu verwenden.

Nach dem Ansetzen und der Markierung muf} die Lésung innerhalb von 6 Stunden
verwendet werden. Die gebrauchsfertige Lésung enthalt kein Konservierungsmittel.

Die Flaschchen A und B sind unter 25 °C zu lagern.

Die Lagerung sollte unter Beachtung der nationalen Bestimmungen fur die
Lagerung radioaktiver Materialien erfolgen.

Die gebrauchsfertige Injektionslésung sollte wahrend der angegebenen Haltbarkeit
unter 25 °C gelagert werden.

Stand der Information
August 2002.

Verschreibungsstatus/Apothekenpflicht

Verschreibungspflichtig.

Dieses Arzneimittel enthalt einen Stoff, dessen Wirkung in der medizinischen
Wissenschaft noch nicht allgemein bekannt ist. Der pharmazeutische Unternehmer
hat der daflir zustandigen Bundesoberbehdrde einen Erfahrungsbericht nach § 49
Abs. 6 AMG vorzulegen.

Pharmakologische und toxikologische Eigenschaften, Pharmakokinetik,
Bioverfugbarkeit, soweit diese Angaben fiir die therapeutische Verwendung
erforderlich sind

Pharmakologische Eigenschaften

OctreoScan® bindet sich an Somatostatin-Rezeptoren in Geweben, wo die
Zelloberflachen solche Rezeptoren aufgrund der Krankheit in mehr als
physiologischer Dichte enthalten. Bei einzelnen Patienten, wo die Krankheit nicht zu
erhdhter Rezeptordichte flihrte, ist die Szintigraphie nicht erfolgreich.

Bei karzinoiden und GEP-Tumoren ist die Pravalenz erhdhter Rezeptordichte im
Tumorgewebe im allgemeinen sehr hoch.

Bisher wurden nur begrenzte Untersuchungen der pharmakodynamischen
Wirkungen durchgefiihrt. Die biologische Aktivitat in vitro betragt ca. 30% der
biologischen Aktivitat des natlirlichen Somatostatins. Die bei Ratten gemessene
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biologische in-vivo-Aktivitat ist geringer als diejenige gleich groRer Mengen
Octreotid. Die intravendse Verabreichung von 20 ug Pentetreotid fihrte bei
manchen Patienten zu einer weniger als 24-stiindigen, mel3baren, aber sehr
begrenzten Abnahme der Serumgastrin- und Serumglukagon-Konzentrationen.

Toxikologische Eigenschaften

Untersuchungen der praklinischen Sicherheit ergaben keinen besonderen Befund.
Untersuchungen des karzinogenen Potentials sowie des Pentetreotid-Einflusses auf
die Fruchtbarkeit und die Embryotoxizitat wurden nicht durchgefuihrt.

Pharmakokinetik

Ca. 80% (bzw. 90%) des intravends verabreichten radiomarkierten Pentetreotids
werden innerhalb von 24 Stunden (bzw. 48 Stunden) Gber die Harnwege
ausgeschieden. ['""In]Indium-Pentetreotid wird von folgenden Organen
aufgenommen: Leber (ca. 2% nach 24 Stunden) und Milz (ca. 2,5% nach 24
Stunden). Eine Aufnahme in der Schilddrise und in der Hypophyse kann auftreten,
ist jedoch nicht reproduzierbar.

Die Aufnahme in den Nieren ist zum Teil eine Reflektion der gleichzeitigen
Ausscheidung durch den Harn, zum Teil ist sie jedoch auf die verzégerte
Nierenausscheidung zurtickzufiihren. Die Ausscheidung Uber die Gallenblase und
danach Uber den Darminhalt betragt bei Patienten mit normaler Darmfunktion

ca. 2% der verabreichten Dosis.

Bis zu 6 Stunden nach Verabreichung besteht die Radioaktivitat im Urin
hauptsachlich aus reinem ['""In]Indiumpentetreotid, danach werden erhéhte Mengen
von nicht-peptidgebundener Aktivitat ausgeschieden.

Strahlendosimetrie
Die folgende Strahlendosimetrie beruht auf duBeren Messungen bei Menschen. Die
Berechnungen erfolgten nach dem MIRD-System.

Zur Berechnung der effektiven Dosis wurden die sieben Standardorgane sowie die
funf anderen Organe mit den héchsten Organdosen herangezogen (durch ein
Sternchen gekennzeichnet).

Geschatzte Strahlendosen fur [''In]Indium-Pentetreotid, einschlieRlich der
Beteiligung von 0,1% ["*"In]Indium:

Zielorgan mGy/MBqg
Nebennieren | 6,7E-02
Gehirn 1,2E-02
Brust 1,3E-02

Blasenwand 5,5E-02

* Unterer Teil

des 8,6E-02
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Dickdarms

Dunndarm 4, 5E-02

Magen 4,1E-02
Oberer Teil

des 5,7E-02
Dickdarms
Herz 2,5E-02
* Nieren 6,6E-01
Leber 6,7E-02
Lungen 2,2E-02
Muskeln 2,6E-02

Eierstocke 4 7E-02

* Pankreas 6,8E-02

Knochenmar | 3,0E-02

k

Knochen JAE-02
Haut 1,4E-02
* Milz 3.8E-01
Testes 2,7E-02

Thymusdrise | 1,7E-02

Schilddriise 5,5E-02

* Harnblase 4 8E-01

Uterus 6,8E-02

Hypophyse 7,6E-02

EFFEKTIVE | (mSv/MBQ)

DOSIS 1,2E-01

Die effektive Dosis bei der fir Erwachsene empfohlenen Aktivitat betragt
13 mSv bei 110 MBq und 26 mSv bei 220 MBq ['"'In]Indium (einschlieRlich der
Anteile von ['"*"In]Indium).

Werden bei Kindern die von der Paediatric Task Group der EANM empfohlenen
Dosen appliziert, so verhalten sich die aktuellen effektiven Dosen fir die
festgesetzten Aktivitditsmengen je nach Alters-und Gewichtsgruppen wie folgt:

Alter eff. Dosis empfohlene|eff. Dosis
(mSv/MBQ) Aktivitat bei der
empfohlene
n
Aktivitat

15 Jahre/58 kg |1,55E-01 100 MBg |16 mSv

10 Jahre/34 kg |2,21E-01 75 MBq 17 mSv
5Jahre/22 kg  |3,23E-01 55 MBqg 18 mSv
1 Jahr /8 kg 5,72E-01 25 MBq 14 mSv
Neugeborenes/ |1,32E+00 11 MBq 15 mSv
3 kg
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Entsorgung
Unverwendete Flaschchen mit lyophilisiertem Pentetreotide dirfen ohne besondere

VorsichtsmafRnahmen entsorgt werden.

Radioaktive Abfalle sind gemal den nationalen Bestimmungen fur radioaktives
Material zu entsorgen.
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T DHGAIIIZOFME L~V 2B 2 TH LV, BHEREN E 5 7R HE70 kgD HBE
(23T 2 FMi#R S (equivalent dose) 1T H C26 mSVTH D, T DL I ITORE VR E
ThoTh, FFEDHKREMF FTTIIEY LRI ZENTES,

HEOER & EROBIEICKT 2 B
Ay (M) N7 PUAF RefE L ThH, mOBERCHEMROBEIC N 2%
BT,

R FDEE
T B R L D ¥ B, ANEBIZ AT TR S R S 72 0 L JROHEEM OB L D
WEREBER N E LD 2 2 h ., B2FIC > TRV AZ KT TH D, Z0-H, [HAND
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TS RERABBHERE I HEHL L 7= Z X RICH BT 20 E R H 5,

fth# & DI EVEH

BURE AL I, A & O AAERIZE DTV R0,

BT REFEAETITE DN TR,

T N UA AR O EHRZ I, 0.9%FEF BRI KIZE > THIRB TS,
&%wi\%z%héﬁé?%%#%#ékw\mwmw&ﬁﬁbfmﬁgﬁwo

A&, Ak, 858

TIF = F T T 4 OFEIZ 1I0MBq TH Y, SIRPICEREIR S35, i &
+ -t L A{ vV E-s — | BEABETH D SPECT
e O HEIX, AT REEREICE > TR D, RIS, FikNt — B b5
& LT 110~220MBq TH+4Th %,

T DR R EII AR ETH D,
NRISH T 2B ABBRITIIRO N TV D,

INRITHRT B 4&5‘%%—]‘

BIITER (FIN

BEs, NEEZERD) IV, BRI T 2R EICHE L TRIETRE TH 5,
03 kg=0,10 22 kg =0,50 42 kg=0,78
04 kg=0,14 24kg=0,53 44 kg = 0,80
06 kg = 0,19 26 kg = 0,56 46 kg = 0,82
08 kg = 0,23 28 kg = 0,58 48 kg = 0,85
10 kg = 0,27 30 kg = 0,62 50 kg = 0,88
12 kg=0,32 32kg=0,65 52-54 kg = 0,90
14 kg = 0,36 34 kg=0,68 56-58 kg = 0,92
16 kg = 0,40 36kg=0,71 60-62 kg = 0,96
18 kg = 0,44 38 kg =0,73 64-66 kg = 0,98
20 kg = 0,46 40 kg = 0,76 68 kg = 0,99

BRI 5L K24RE N I T 5, 24KF[# 12 DIRFAR T, H;ﬁﬁ«ﬁﬁﬁf‘%éﬂﬂ%ﬁWﬁ%
~DOEFETH D2 HERITIXHTE RV EE OB REN R SN 55E 1213, 48R %
WCHHES U F T 7 4 2 FE T RE TH D, FERNT L - T, 45?%%1/;20)//%7"7‘74’
THRYARERDBOND Z DD D,

g, FPmeR, BERE. BERtIC IV TR, AEMRERENH D, FIRER, TEE, BH R
DOIEFITHIE SN D,
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EROBRDOEER

RRVAONEY kYo s (M) ) 28 MBSV T FLAT R)
ICAND ZEcE - T, HHADA YA (M) 20T hLATF RBREENS,
kA 7 o (Mn) 1%, TR O Sterican-ZEHIEF (0.90x 70) ZHWT, A MBI
WD,

FEER R OFANTI0 M A v F 2= L, IROEHFEE L TR0 OFENRLEE LN
GalZlE, 0.9%EFEIE K2 ~3mLTHMNT 22 LN TE D, MREHDIEILNLAD
BEORBEZERIL, WHOMEREH &35,

HE: Ay rus (M) 20T hrAF FORBUCHND Z N TE HD1E., B
PR T R F REEy Mo TERBISHOD LN TWAEA s (M) #&
2 TH B,

mERE FOER

RPFREFEES LA v (M) b WNZ2XTF RIS DA P A (M)
DHWHE, SV PN ERBES®T- S F A7 7 4 "—F—7 (ITLC SG . GELMAN#,
714 1 7' No. 61885) w HIWTHEMET 2 Z LN TE 5, EERS MRS TR IA0em |
1§2.5 cm DT — 7 D2emDALEIZFHRE ~—7 35, 6ecmE IemDNEIZH~—27 T 5,
T SRS~ 10 W R TR AR v b L, AR L 72 HC1Z IV CpH%E 5 SRR L
720.IN 7= P MY U AR CREMIE S, 2 ~35%I29emD~— 7 OLEIZER O
Tuy NN ET DL, 77126 cmD~— 27 ONLETYIRT L, 5 LizT — 7 Ot
REZZNZENHET D, XTTF REEEGOA Yo n (M) Z7 e MRS & —HfEiC
B4 5,

VR 7 a~ N7 AOTESSDHIE98% LA EOHIREER A SN D LER B 5,

WERE F 7213 % O R

ke (BEILAHOME) 7»6E 2T, HBRICL2\ERGORREEITE X bR
Ve ZEREIEESDOA VT L (M) 2T LT REXTF RER-EOA VD
A (M) 1F, REOWAREZERSES 2 LICko T HHkZ IESE 5 Z LN TE D,

BIEMA

F 7 N A AX v U RGICHES S BERORBIH TH 5, Frik/eiE iz I ncn
20, JEHOITOITER S B R EMBMENKIEE L OT 7 4 T % o —kEKG N
REIND,
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VUTFTTT7 4 FEROMER L LT A N VAT REEERIET 2 L EERAEIEMRN
BNDZLR3H Y FRTIBREAMBANCAFE L CTWERDEET D2 &0 d 5,

AR LFICFEH SN TORVETEH 2RO 7256103 BRERICEDOERE TS Z
ko

e EOER

KL FR STV 2 BIR O & 72 i 2 W TR B 7w,

T BERR E FEREINE A & E I IRR (i Re & Iy ©24eR) 1%, > —/v R&R#s (i
WREARR) DT VUVIF RSN TEY, BEEHICLEHRIN TV,

A2 n (M) OFSTHERER A 524 FEREIRGE LTV AR MLA LR FLBZ
WTIE R B 72wy,

Y - A R 1 O WRARIT O LA L7220 U7 & 20, B, O R (AR 3R AR E IR
MTH s,

A RVA LR RUB 1325°C LR CRIFTH 2 &,

TRAFIZ D 7o - T, B BERAFOENHAEITHET D,

FELE B OWEFHRIE, BT 5 £ T25°C LLFTRFT 5,

AREA LEDIERR
200248 H

MFEIZHONT S ERDOEE

AL 3R

AREIREIL, T OMERANELEBRICB O CEE - RICHNE-> TOARVWME 25 HT 5,
USRI T FIE 49RO EIL L €, i B T I R B s 2 12 1 L 72
B AN ECA YA AN

BERZEE L TERT2BRICER T RS KBS, i, BYER, (3717
=)

SEPRRFME:

FT R UFAX ¥ AL FEROT-DICHIRRE D Y~ N A Z T SRR DS AR R 5
FELLEIC EF LTV AHEED Y~ b AZF U BRI AT 5, IRENFELTHTH
SRWEEN EA L TOWRWERE T, v F 777 4 —DOEMITERTH D,
HANF ) A RLGEPHEI DA T, TG O SR B8 — XN IER 1T m < 7
STWA,

SEIRVERNIC R 23 BR O I M BN R CIEBR 5TV 5, in vittoDAEMITE T RIR Y
N R B F o DEYIEVEDKIZ0% T D, 7 v FCTRIE L7zin vivoEWTEMEIZE R D A4 7
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kLA TF ROEMIEE X VIRV, ST kLA TF 20 ngZ #IRNE G5 L, %<0
BETIEATA MY AL MIE 7 NV T AEORTIX EFRETIEH LB OD I D
TN ThY ., ZOFRFRIZ4RFRUNTH D,

B
2

LM BT 2 AR RRABR I C B W TRABIZR T IR BTV 2wy,
MAJFMERRER, <7 b LA T AR LT T8, I - e Rl = e S
TV,

K RE

RN B G- ST ES T b LA T ROKI80% (FE721390%) A324FFMILIN (F7=
IFASIERILAN) ICRFHEIE S D, AP T (Mn) 0T b UAT Ridhfig (Q48F
MZITHI2%) & s (24FF#£12592,5%) 1TV IAEN D, FAIRES FTEIE~DERY
ABBRZTONDZENH LN, FEMENED LT,

BN~ DL SAFILER AT, [RRFICAT i T 2 R PRI &2 R S T 5 23, 5
SN ITEHRIE OB IEIZ SN TN D, IBHEREN EH R EE OLE | B RTINS
Wizt S 2 ok, BEBHRBEDK2% TH 2,

P 514 65 £ TR PRI S D IEFBE D R IEREIL DA VT A (M) v
T RLAF RTHLN, ZOBIITTF RIERESHEREDPER N LR 5,

REHIE

UUTOBMENEITE MERBRIIINENLGHELZbDEN—R L LTS, AT
MIRDIEIZHE S T2,

AR EORE L TE ORE RS & S B RE & s T oo SE Olifas 2 Fv 7z (SeF
AT

0.1%DA > (M) ZEief P s (M) ST R LATF ROREER &

figia= mGy/MBq
Il 6,7E-02
Jibd 1,2E-02
L 1,3E-02
5 ek 5,5E-02
TATHEN 8,6E-02
/N 4,5E-02
= 4,1E-02

EATHRERG 5,7E-02
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Dol 2,5E-02
R Mk 6,6E-01
Ji ek 6,7E-02
Jiti 2,2E-02
i 2,6E-02
BN B 4,7E-02
e 6,8E-02
(=g 7 3,0E-02
1 3,4E-02
B & 1,4E-02
IR i 3.8E-01
FEHL 2,7E-02
i Jig 1,7E-02
SN 5,5E-02
3 bt 4,8E-01
= 6,8E-02
TEA 7,6E-02
BRRE (mSv/MBq)
1.2E-01

FRNICHT AHERA DR EIL, AP a (M"n) (FrPva (M) 5 EET)
110 MBq DA 121Z13 mSy . 220 MBq D4 121326 mSvTH b,

NRATHRE U THOINEZ R /NRAEEBEIC Ko THERR S TV DM EZ 5T 255 .
BUERR B X 2 A BIIER-PAHEIC L > TRRY | ROMEETRT,

S BHE HESE BT R B2 5 RE O R
(mSvIMBQ) DEHE

15 7%,/ 58kg 1,55E-01 100 MBq 16 mSv

10 7%, 34kg 2,21E-01 75 MBq 17 mSv

5 %, 22kg 3,23E-01 55 MBq 18 mSv

1 7%, 8kg 5,72E-01 25 MBq 14 mSv

Bl 3ke 1,32E+00 11 MBq 15 mSv

k|

NUT R U FF REAEGEAA D OREHOR R VITERI 72 A5 58 7 LICAERT 5
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ZEMTE D,
T TEBESEMNL, A PEE OENBUEICHER L TRAET 2 b0 L35,
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1.8.1  TZHRE « W3 (B2) ] DBRTEARIL .o
182  THIE « FAfE (52) ] DFEEIRIL oo 4
183  TEA EOEE (22) ] OBEEARIL oo 7
18.4  TRFEFSCTRE (ZR) e 9

KEFORMNLELZRT D L
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1.8.1 Txhee - IR (F) | DOFRTEHEM

e« R ()
RN WIESEOZMICBIT A VY~ NAXFUSRK F 7577 4

RN WES (NET) ORIRIEIZEIC %ﬁ%&&oi%%&r%@ —IBRIROARTIEHY
RFIEIIAROUIBRCH D, L7 »> T, %ﬁ@ i A HIWT 3 5 7o 1T, Eﬁ@%ﬁﬁ
EORHZE N EE CH 5, NETOREZEIZIE, FICCT, MRIZHWOLND, O,
NI U CTRARBE R, BE &Wﬁﬁ\ﬁm€Wﬁﬁ\ﬁmﬁﬁ% B OB
BIRMOBARN R E AL . BRx RBZIENEAEDE DN, BBO U 27 BREWEE
RLL MG N DN D HAICIE, CT, MRIL, BHEEMAE IS %, "F-FDG-PETIC L D58
KBTS, LLRRL, ZNLBEFEOREZKENEL T CIE. FBROBRHC, 5,
HREOMERIIILT L+ TIERWY,

APy T FeAF R (M) EFK (LR, AFD) &, NETISEREFEE L TWD Y
< NAZFUZRRITKERT D L TH U~ B A T2 X WNETHHZ i+ 2 B E s A
DHHMEHEANTH D, —EORETRGEZHRBTE L2 b, EREECETEAIEL O
BB TH D, £72. CTOMRIFDZREEGEZH TII/ONRWIERDO Y v~ A X2 F
VRFROFBUET BB ERPFOND DBRFHETH S,

(] PN 55 TIURR il R 3R e OB N 56 AR G IR ﬁ%?i%mﬁﬁw%yﬁiﬁﬁ% ﬁ%”mﬁ
B SBR CIINETZ2 R RUCAFNC L DV v F 777 4 (LT, ARE) OBBite. 1R
~DORBEERRGE L, £ ORER, K@Ei\%ﬁ@ﬁﬁﬁﬁﬁk®%@uiDMH®E@
Wik & U 2B (EN S IAHERIREAER73.7%.,  [E NN S TUAH R PR ER5R90.9% M OV
S AR R IR EABRR4.9%) AT 2 Z & BEAFO B2 WL CIImERR S U2 WNETH B 4 1 H
L1532 2 & IRRGEOPE I L RITTHERERMET 2 2 LA Sz, L7zd> T,
ALY ~ D AZF UZREEZFE L COAONETREOBBNARETH Y . ARE 2T
DERZWNEIZIBINT 5 Z & TNETO R{EZBEER @ E Y . #U)R2r  OVEHRIE DB IR
WCEBENRDEEZT-,

HIEE 3 2 MIGIE L, T ORI O HES K O'WHO D EE O 25T 0 5 IRBA RO L H 2%
D EEHIT, LRI TEHEBEND [MRERAS M@fj&#é EINHNBTHD &L
77

o [EI PN IIFH G PR 3R K OB NS ITAHER AR FRBR 1T, N WETED & 5 1HLE RV U PE
ARES, TR b LEREMENETZ EICHR E Lz, L LS, ARBNKBETH Y~
N A BT U ARIIHEREPENET & [AARICIEREREMENETIC B R BL L T b | AHI DS
BUFRPED B b TR Y ~ b A X F 2 RO 5 BRI RB I K OVIEREREPENET C 22
Fe, E 7z, BRSO AR if%iéhfwéﬁﬁﬁ@mfi FHEHEREMENET
J OBEREVENET ClRIBE CTH » 7=, . MEANE AR R IR ARER Tl NSO A
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A {7l 4 ONET 2 6t RICH ZIMEZ T L. A A 2SNET O K QYR TEZ K o
T2 DN EGZWIETH D Z LIRS, HEE RVE VEAER (DT
A RREOBSREPEENET) % b8 & U 7= [E PN o 55 AR G PR a5k K OB DN 265 TILFH i PR a5
L FRFOEMEIE, HRENE, FEEREMEICBE D 6T, ENONETEE THROLID Z LI
BOITHRTE D,

o EANOMEANBAMHEEREORE, AREIX, B HE, M, REXEORE~. D
NETHEZICHB N T, Vv h AXF L ZREORETR. k. BIESESo B 1
THEM STV, Eio, EABAEGIZB 2 AFK®HLTIE, CTOMRISE OBEFED
W% E2 W C IR & 38 T & 7o o BE CHEIE O RIEBWIN AIRE Th » 2%, £<
DONETHEH TARBED AN R EN TV,

o AMAEDEIKRIINLES TR, MOROFEITMEEEOZRIT A T A | EERAVIZEE
He L I D HFE K Opeer-reviewed journal |2 H# S AL 72 #FHAE 23UV T, CT, MRI&
2 SNET D JR{EZ I e QR BIZ2 W O 7c D OB —RIROBBEZMETH H & ST\ D,
E7o, ZROBRABREOAFTRITITB VT, B HLE, i, [EZF O~ ONET
TOARMERHE STV D,

. [EWE EOMEMED @O RAGRIE - B0/ ERRETS) (ICBEE L, BANDWTES,
HAKZEFS K OV H AREFH RPN EELE L7238 - Rix, v 7
T AN E DY~ N AFT U RIKEG T DRI L ORI O AN 3 W RS D2
Wrl Th b,

LXK RAORGES 22068 - 2h 5803, ENOERKREBRORE RIS Z , WM AR,
E N O N AL BT, AL SRR 2 BRI ONE. KOCENFS OB EENE
EEZ T, [V NAXTFUSRIRS VT 757 412 L DMBRNGWIEEOZW & LT,

LU D, BEORE., BT 22008 - 20RIT RN SIIESOZENICBIT 5 Y~
NAZFUZRIR L TFTT7 4] ICEE LT,
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1.82 [HZE HBE () | OXRTIEMN

A - HE ()
1. AT TFT huAF R (Mn) 5k o i
INATIVADEEZENATIVBICINZ TR IEE=%., %iE T30 oRET 5,

2. YN NABFURBRS T T T T 4

B RNITIIAS 111 MBq 2 F# IR G- L. 4 IR RO 24 IeEIIR IS T o~ 0 A T % ]
WCY U TF T T L EGD, BEIDEUT, 48 FFHREZICHL YT 77 L5255, R, B
FHOMRIBIZ LV BT 5,

VEIZS T, WiEgaiBind %,

(1) JESHROARE

AT LRUT R AT R M) HHHRE S Tov A (FERGY - kA Yo A (M)
KOSA T B (FERS X7 FLATFR) O 2 AT K DR S, ERERICT
AT 52y MUK TH D720, RREETEHE L,

(2) &E5=E

(] PN 0> 55 TIUAH g A R B OVBIN S THFR R PR 3B C o 5- Bk, ZRMEOMRNEHMTH
S BTG RREBR D44 (74 MBq) ZIR& . 75 F—1&2 SPECT{% (W g) Pofxfgdtic
111 MBqCTh o7z, —F, ENGFMEEEARRERIZ /AT U CRON CI0E & 2u 7 sk 25 TUAR R R X
BRCoFEEIL, 111 MBq (77 F—RBEMOEGE) X1%222 MBq (SPECTHRE T iE DY H)
Thoie, BKkOARMAET, WA FEMAHBRRBROMBREEE X, BINTIET 7 F—#E
HMA3110 MBq, SPECTH#R#:743110~220 MBq, K[E T3 7 7 F—#RxEEM A3 111 MBq, SPECT
Wt 73222 MBq& STV 5 (#£1.8-1)

[E NFRBR Tl WS D KGR B T 5222 MBqIIfat L T2y, ENRER O & K5
HZ111 MBq & i E Lo, AN YRR T v~ B A 7 OHEIFBESR L, WSO
B PR R BR EAE 2 7> 5 111 MBq T b K5 D W SPECTE NG B D | L= Th 5, FEEE
W2 ENEIARERRBR CTO111 MBqO# 5 & & L CORMEIX. 174 154 (REI KB S
Z1I4H104) BN EETHDL ) EOFMETH -T2, £72. EPNE TE KRR & 0SB NS
TUAR i PR SRR CF5 B AL7274~ 111 MBqTORRE  CGF ARG R SRR 73. 7%, JEIN 55 TR B AR SR
90.9%) 1%, HESME MAR G PR FRBR T H4172111~222 MBq TOJRE (84.9%) L [RI%ETH -7,

ZO X DT, ENE I R SR & ONB N0 AR SRR OFE 22613, 111 MBqT®H

G S F— G v HATEEAEL. —EDF AN LIRGE L TE LN I, 2R ARy M,
TS —BIIHEEND,

® SPECT# : Ho~Hh AT HBEOEKEZTLICAGESE, 2HANLTFT —FHIEL, arEa—F 2k
Y i 2 AR L CUERL S B T8 14,
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SPECTHf% # 1T\, NETZ 2T 2 Z LId+HrETH L B2 bNd, L6, K
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F5 4 2 BRI D ARG L TOHRGEIT, %< 23200 MBqRIZ ThHh o 72, S5, ERNOfHE
NEA O FHERETIA DRGSR, TG EOHIEIZ219 MBq (84~262MBq) Th o7,

BEFRET, —BROICEHEO T RERHM LNy 7 770 ReDary F T A MRR
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E N Ol N AEFNZ BT 2 AEKMLOMARKR TIX, ARAEIL, FFIZCTOMRIZE OBEFD
{2 CIINEE & iR C X 2o 1o B TRIPREOMREC, itk OBEEE, BSBEO
MR, FREREZ BMICER SN T\, 20X REA. MINEELE Rk Y 27 % (66
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F 7o, JEB O R RN B WA 15 5 7 OICITSPECTHIZ 23 L T\ 5, #iiiliE
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BTN I D A BV EEAE LI OHRNC b A TH D 2 L2 b | GO A FEERALANEES (I
g, AL, AFIESE) Td HNETHGE TIEISPECTIRIL 21T ) B&EITEm <. £ DS #ED
BIRTA RT A v AFKiwLHETHSPECTHRG P HERE S LTV 5, ENOE A A off 5
REAE O FCTH ., SPECTIRGITABHE CTHIE SN T e, AT HUESN TOMMFEIEICK
VN, SPECTHRIZ %17 5 BB CIIEHENRIRSND L& 2D,

—J5, BEMIZOW T, ENAOBERRBRICE W T, R BRI L 70 2 5 HEERIT
R B AR T, B R A SEREFA A I ONESL T O204E R O iR B 2 tEE b BT
%E, HEEHED1112>5222 MBqO#EFEN TIL, AEINBARANZBNTY A7 & 722 ATREME
IO TRV E B 272, F£72, 111~222 MBq# 5RO WLIHR B K OV B~ kY El
BEFRAEOWIRGRE L L TRHERWI ERMER I, &I, iR KHFEHE222 MBqIZ &
FNDHNUT R LATF R20 pnglLEERAICHIRE & 72 5 RV VB ER 2 51 & &2 Z 9 rl 6
PEITR N E B 2 T,

PLEX D REIOHESER 580, EWNSOBRRRBROFE RIS A, E N OME AL 5
HEFHAE ., RWCKOEGEH &, AMEE R 2 @Rt N KOS 0O 1 iR % 22 I A I
2T, 77—, SPECTH#REILIZI11~222 MBqt T2 DN Y TH D &l LT,

LALd D, FAOKER, G E&ITPFERFO 111~222 MBql 7225 111 MBqJ (2
EW LT,
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*&1.8-1 BB ITHIHERSERVREFHADILE

TR RN G- A ]
S NES| 77— : 111 MBq (FE#k7e L)
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§§ PR 7'Z7F— : 110 MBq * 241
SPECT : 110~220 MBq « MET)G U CARFR, 48RER
(EH9 2 B2 s E
£ o TRE]
=z European 185~222 MBq © AR R OR4RERT . SUF240RE ] f UM8IRE ]
2 Neuroendocrine « SPECTII24FFRI N E £ LW
? Tumor Society
K (ENETS)
Z North American (Fe# 72 L) « B E A~ 6IFE Jo U224~ 48 RF(H]
~ Neuroendocrine
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Society of Nuclear 222 MBq - 240K
Medicine and < BTG UCARER, 4815
Molecular Imaging « SPECTI 2485 N E LW
(SNMMI)
European Association  #J200 MBq « 24NN 7T F— K OSPECT % ik 5
of Nuclear Medicine  [#RI&S:F U5 T< 200 « ARERE R ORARFIT, SUIT24R [ ST 48IE ] D2 (a4 4
(EANM) MBq % ] L. SPECT%#4 72 < & b1EHRD

< ABEIZJS UCA8MFR], 7205 & OV UL 96RER] D A R
v MEEIBINT S

American College of 1% 148~222 MBq « TEH 4~ 241
Radiology/Society of - 48~T2MFMH] & I I
Pediatric Radiology
% Bombardieri 2010 #9200 MBq « Q4R B OM8RERE BTG U T 720
it (120~220 MBq) + SPECTIF4HF[H] K& U245 I F48F[#]
Carrasquillo 2010 Gz L) © T8 AIRERE] K OV241RF R
Kwekkeboom 2010 #9200 MBq * SNMMID A RF A 58
Teunissen 2011 #9200 MBq * SNMMI, EANM, ENETSD A K7 A &
Sundin 2012 (FE#Z L) « BH T T AR ITARE I K U4

 SPECT/& 13241
 24FE L OUSEEE & 5 HiEb H 5

() IREFIHRUVAE
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fili L7z, ZOfER, i &HE S VT iREIRENE, TR GR4RFH] X U4/ ) O AA D
214124 RESRSNIZ148H84) LikbEhoTc, Zhid, Z< O FROMH
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U ThDEHMr LT,

— 7. G224/ O 1RG TIEAF D %*E%/\@Tjk{lﬂ‘{%b\m&b Hiv, JEEHEB O M & ¥
MBREE L R DG ENH DT, EMGZE T A R T A 0RBUTIE, 5424 /1% TN



O FLARFy UFERAEY b 1.8 FAXE (B)

OAEBERIC L 2 & B 2 EEHERIRD DN GEITIE, #5%48R M OB &80
TOHBRENSD LS NTVD, LML, 3HEGEORGITEEICAHERND Z L1125,
18 B A O FH EREFH A C b & 5% 48R ORARIT —H OMisk COAFER SN TN & &
g 2, BRI OIRIBRITRIE Lo T,

SPECT#X, R THIRARTZLHIZ, 77 F—B IV &M s FrofiE s s o
B8, MBSO HFRERALAEE Cd HNETEE CTIIAEH IR O A BAER & EEOH BN A
HATHY, ZOLEWITEINNFZOBETA RT7 A4 0 RORBICEREH STV 5, H kA
DOERAERBHFHEOR T, SPECTREIZETOBRE TEMI LTV,

PLEX D KREORGEEFI L O EZ, B85 5%4AFFM L U4 EICiRGE L, VEIZS T T
SPECTHxE (WrkEg) ZBMN4 252 &Nt cd D & HWr Lz,
LU 5, FBE OIBFE THE G ZA8REH OGO B 2 IR U 72 fE 5. iRfg Rr

(THGERFOD [4RF[R] R M U245 TR ) 1C

183 [FRLOIE () | ORTIEMN
R EOEE (£) ROFORERILE L FIORT,

(WS UC, 485tk ABnL., BE L1,

fEH EoEE (5)

A EARHL

B2 (ROBAHRICEEELEWNIE) ]
AFN DR STE%E LI BOE OBEERE D & 5 B4

W ENAREN DR L, BEUE %
WELTLZEDHHEBFITHBWNT
X, AAIZEET 52 L8 [ERE
B DWW K EEISBEUER A FEBL
THAREMENRSH D = L 2 EE Lil#
L7z,

<HREXFHNRICEET HFERLDTED>

IR WES; (NET) ThoTH Y~ hAXF U
A (SSTR) #FE L TOARWEAITMH T A2
CIHETHZ L, £, ARV —=IZHOWTIE
SSTR DFEHAMLD NET (R TH RN, AANC
FORBHTERWEERH DL LICBET DL L,

ARENT Y~ N AZ F L RAR & 38 B
L CTWRWNET [ C& a2
L AUARY ) —=< I NET 2tk
T SSTR DFEHLB D72 & % |
BHRESUTENRICE T 26 EoIERE
ELCREHE L7z,

1. BEERES (ROBEFICFEZEICRET S L)
BHERERRE 2 A9 28 RANZ ISR TIPS
D78, YRR BN 5 W RENS H 5, ]

R BT 0D Ji 1 15 B i D IR
IR B RS CIL B RE B
LB L CHER Eem< s,
M D FOR PR SR SR 2 — i
W 7p i FE & L Chid L7,

2. EELGERIIE

(1) ZWr EOATRMEDSHIRIC L 2 AR5k &2 EE D &
WrEah 258 0REET5 L L L, K5Ik
INREEIZE S D L,

TP R R AL O — R 2 B S TE L
LCitdk L7z,




O FLAREy UEEREY b

1.8 HfIXE ()

i EoEE (R)

BEARHL

) A7 ML ATF FEBESE DY~ NAZF T ) r
TN X DIRBITHOI TV D BEIZB W Tk, AH
DIEGE~DEFEZ NG L W I8 4 T AT
BEMENREZ N0 47 LA T NEERRE SO
HWRERFT D2 ENEE LW, ok, K45 2
LT KD BERUEAR S R BT D ATREME DS 8 2 O T AR
LD A T OMRIEH 1, B O IR AE J OV FH A4
EEELTHRODLZ L, RET 551X, BEODIE
WOZEHNTEET DT &,

V< NAEFUTFuaiEY < A
BT U RIRTOBEIT L ARAD
I ~DEEFE A I L, ZWraelZ 5
B AT T AREMEN S D7 brt# L
Too WRIED A K ORIEHI M X, &
Fr DARRE N O FH B C B Al O] 7
kb EERLHE LT,

3. Bl{EA

AFRATO BERRBRC BT 5 LM x e (F
PN TIAR AR + [ NGB NS T ERBR) 63 fild . ®IVEA
76 (11.1%) 8 HHRO B, ERBEIWEMIL, WAL
21 (32%) . 1FTY 24 (32%) ThHotz,

FTo, WA TIT O T ERIRBRIZ 3 1T 2 2 MR
KIEHER] 365 B, BIEAIX 16 (0.3%) Z@IkL, 84
. & LHERRD bz,

ZDHDEIER
IR D X9 REWERN & & b= Haicid, RIS
J& U Tyl g 2179 Z L,

0.1~5%
Fath - APRER SR

i 8 e 5 WL, 1FTY

Z DA BV, ALT H30, AST 0

THALE ARV | o pEA G A A kT4
& L2 ERERR R THE S 7 Fl
TERNC IS W CREH L7z,

4. BERE~DKRE
— R E CITABEERENE T L THWDDO T, A
FOWREEEZ ISR LN bEEICREG T2 L,

ERE ~ B E T DO — R EE
HIEE LCEiHE LT,

5. 11w, Eiw. RILBEAORE

b SUFHERR LT 2 ATREME D & 5 fi N Je O FLH
O NI, FRIE LTERG LW EREE LN,
ZWr EOBFRMENYIRIC X D AR E EF D &l X
NOGEILDHRFEETHZ L,

B PR SR O — R p Zp R S A b
LCredl L7,

6. NREADZRE
IRHAERER, FAER, LR NRICT 544
PEIIHEST L TRy (E FRRBR S 72 \0N)

NIRRT B E R 2l &
AMEITHEST L TNV W= DR E L
7=,

7. BRAEDIE
(1) FHREE - FHRUH 7= > TIE. A TV A LSO
fbtryon (M) 2R LRV &,

RIS TR 5 >~ MY
KITH DDt L,




O bLAZRFY UEEREY b 1.8 FAXE (B)

i EoEE (R) BEARHL
(2) L - R OTESRIT 25CU T TRFEL, 6 | iRREOESROLZENZ R 5
RFRIUANICR G35 2 L, ToWIZRER LTz,

(3) Tt : BEMEFBOPIR 2N S E 5720 5% T | FEIEMREESBITH Y | Kb
TORTRFIIKRDZERESE PIRSED 2 L0 | BHESCHITIRF PRSI D 2 &
EE LW, 5. BEHRIRL DA o f S A &

[FIARIT . BEIDE T~ D 1R 2 d/INIRAS

L EDDHTDITRIE LT,

1.8.4 RAXE ()
ISCHE (R) ZREICRLT,

KIS LE (R) THFEERBEOLDOTHY | BHORMNIELZSZRT D2 L,




XEHDRAXEESHIT S L

201 OO A Bk (55 1 ki)

(DI - 2~ S CHRAF
(WU 22 2l R C R R
i (HF AR (IR 17
AHIR B H LD 24 WP
HURII 4 - A7 S A

M ERM - RN BERDWE

20150903 %

H AR o JE R
874300
TKEBA 00000
AT SHEA S E AL
TRICBAM 2010408
[l 1994 4 2 J]

O F R XA YR

Octreoscan® Injection

(AT LRUTRUAFR (MIn) SR ARA)

€ 3= oL NES AR RS |
AR DR 3 LIBBUE DBEEE DD B

(48R - tE4K]
AT AT IV A RUVSAT IV B D23, T I THERR SN D,

NATIL A HEEREREEE LS UYL (M) ER (R
V7 bUATF FR)

rE 1.1mL
HibA YU A (Mn) 122MBq (12 7E H )
win AL 8k 4~8ug
BN g i
S8 EOBEHOWE
NATILB: FHFHAXVT RLAF R
NXUTRATFR 10upg
wn | FrTFU U 2mg
7 ERT N B K F) 5.6mg
7 EEKFI 0.40mg
A= 10mg
S8 B OB RIS
SRS R
AV LRYTF RLAFE (Mn) ESE
S A VBB OIR
pH 3.0~5.0
BB (EERIEIRIC 45 0) % 0.6

[Zhie X132 R]

RN WIEREOZEN BT Y~V MASF U Z BB F I T7 4

<ZHREXIIZBH RICEHE T OEH LoEE >
FRE N WAESS (NET) Tdho ThY < AKX T S 45 A (SSTR) 2 H B,
LTWRWE SR TERWIEICEETHIL, Fo, AR/ —~IZ
DNTIESSTROFEFDMIONETIZEL T 72207280, AHNZ KR HT
TRVBEDRDHILCEE T2 ((BERGE]DESR)

[(AERUVAR]
1. AT ) LRUTRUAFR (MIn) 5E 51K D FHE
RAT IV A DERE ATV B ITIZTEVIEE %, #18T 30 4
S %,

B B EEONMFECLVERTS L,

2. YRPRAFURBRIVF I T4
W RACIEARIIIMBaZ F IR 5L 4F7 12 & O24K5R %
\CH o~ NATE RN T I T 255455, BEIDEU T, 48R % ICH
ST I T ERD, B EEIX, BEOREBICEVEEHERT D,
VEITGUT, WiEBEEBMmT 5,

[EALDXE]
1. EERE (ROBEICKIEERCHRESTEIL)
BB ELH 92 8F RAITEICRPICHRtSN 720, HRiE
DT 2 AR D% (EMBIRE]DES ), )

2EERERNER

(1) W LB ZUEDIRIC IS T I F EEZEHBESNDHE IO
B ETHILEL, BERITR/NREICEEDLIE,

(2) A7 A F NEEBE S DY ~ N AZ T T a7\ XD IREBM b
TWDBEIZIBWTUL, AAIOEFE~OERAMHIL, ZWHEICE
B RIET RREMENE LMD A A F REFEAE S DIk
ERFTDIENEEL, B RIS DI LT LB R 23 R B
T LAREMEN DD DT RO T J ORFEIR X, BEORIEK
OME A RAI 2 E L TR HIE, RET DAL, BEDIEROZE
L +EE T2,

3. Bl

ARFBRTOBRRFRBR 3510 2 L MRV SUE 51 (P93 IAH AR +
EPIBNE MAEER) 63 B, BIFERIZ 7 61 (11.1%) 8 HIZFRD LI,
EZRBIWERIZ, WAL 2 14 (3.2%) \ 1FTY 2 £ (3.2%) Th-7z,

Fio AN TITDOAIVZBER BRI 351 D2 T SAE R 365 151
BRI 1 41(0.3%) WAL, SFR ., & 1 23R8 b,

ZDiLDEIER
LR O X572 BIER A H OIS A TR JERICIS Tl U172 L E
=752,

0.1~5%
FEAh - piR R SER
A REE AL IETY
ZOfih FE, ALT #80, AST #2/10

4 ESEHE~ORE
— R E CITERBREDETL VDO T, BEOREEZ 57T
BRELULPAOEEAICEETOIE,

5. WEiR. LR, RIBE~DIRE
PRI SUTIEIRL COD RIREME O & D% A J UMRFL i N, 7R



LUTIRELRNZ LN EELVD, ZWT OB DS PIRIC I TR
% LEDLHMTSNOHEICORRET DL,

6. PRE~ADKRE
IR AR, BAER, 2R NRISE T 22 2 MEEHIL TR
U (i AREBR D20

7. ERLDOEE

(1) FHRUES TR HT- > T, AT AVALSADEALA L 2D 5 (Wn) %
ALV,

(2) FRELLL  FHRAL DOEFHRIT25°CLL T THRIEL . 6BFRILINICE 59
Bk,

(3) Z DAt : BN O PR A RIS T 5720 | 5% TEDHIETBE DK
DEERSE, JPRIEDLIENLEELL,

€2vE0)|
1. MR ETRER E R U R P HEt

ENOEERA B 4 412 D7 LT AR (Uin) EEHE
111MBq Z##ARPIC BB 5 U 7o M3 P kit eI B2 1 —FRME O T
KA RU ., 3 A W (t0,) R OVHR BB (t,,,) 13, TR
9.248.0 43 & 1 2.2+0.4 B¥ T o7z, A BHE (V) 13 0.2520.05L/ kg
THY, MM EIFIT—B LTz, fERFH~OBATIZRE D@0
PHLT FEALROLNR ST,

Be 514 6 FE K OF 24 BER £ CORURREL L TSR BRI SRIT,
LI 59.126.5%dose K TN 73.0£8.3%dose THY, ZAIHER R ~D
BEM A FEFES N, B 27U T T2 A (92424mL/min) IZ & H VU T T2 A
(82+12mL./min) LIFIFLELL BHLOPEM 2 EEHEIREE THHZEMN
RENT,

2. IRIRIRE
MIRD JEIZ SO H U R EIIIR D LBV TH D,
s Wl ie#s Wi i
(mGy/MBq) (mGy/MBq)
EIl'E 0.03 A 0.03
f 0.02 JRE 0.05
HD 0.02 R 0.06
T3 0.05 HH 0.03
KT 0.08 L8 0.04
N 0.04 i3 0.02
) 0.04 e 0.29
PN AR 0.05 i 0.03
L 0.03 fa i 0.02
B hi 0.30 FORIR 0.02
JiFhE 0.07 ke 0.34
fifi 0.03 T 0.06
[B&PR R #E]
<ENEMEERKRRR>?

AR EERRER TIX. CT. MRl S0EFIOEBGZIICLVIERO R
TEENL P FERS N TSI L& Ve BEEAERBRE 23 412 PY
LT RUATR (Mn) AR E R 5L B, BeMER OE Atk
R L7, T ORE R, EGIE OB WTHE O FEM CTlX., B 2k ET A x5
2147116 44 (76.2%) 23 1B %0 ) (MO EEZ B E O g T, A& TR
&L 1 DOBEBHEEM RSN LHIESNT, i, BMIEDOD
WrRED I Tl MO B2 & D—BZE L 82.0%(41/50 FBAL) TH-
77

20150903 %

W (5 fE O F2WTRE (PN 55 UAA Bl R AABR)

HBA RS H% %) HIEARE A=)
FNTF AR 10 8* 2 0 8/10(80.0)
HAN ) —= 6 6* 0 0 6/6(100.0)
AR )=~ 5 2 3 0 2/5(40.0)

& i 21 16 5 0 16/21(76.2)

* BERRMELHE SNV T AR R OH AN ) —~ D% | LIXHRICEDT,
<EM:EME MR RE >

BN MR R PR AR BR Tl L E RNV BV BEEER OV DOHLE
H A0 BITA VT DA TR AT R (M) IR E R L, B, &
MR OE AMZFHEL 7o, M AR R, WOWTEERHY | BT
1 & A LIND CT K OMOBEGZEHED T Nh TR B O FEEN
TERREHL, LB A VBV AR N DN DBE (A #) &, NWNE
PEDRDY BB RV EL BRSO EIENEDILH, BT 1 5 H L
WO CT R UM B2 WNE CIEBR R OTEE  BIENHER TEWN
7, HEE CEIRVAE (B &) LU, ZORER JEGIEOBBAED ST
T, A BECITE DR R 5 16 44 15 44 (93.8%) . B BEClIAZME
FEATTSR 19 4 1 5 44 (26.3%) 23 [R5 ) (LOEMR 2L oD FLl . AR
BETHED 1 DOEBMETM ARSI LHESh I, Fio, AL
BOBZWEEOFAM TIX, BEBER OCEREORIT A BT 83.3%
(20/24 EBAL) . B BET 41.7%(5/12 EBAL) Tho7=,
WE G O ZMHE (E PNE NS I EE AR RER)

BERHE (32 HERES | Rtk HIE B L SR(%)
e
ARt HARN ) —~ 8 7 0 1 7/8(87.5)
AP RY )—= 4 1 0 0 4/4(100.0)
HNF IAR 2 2 0 0 2/2(100.0)
Z DA * 2 2 0 0 2/2(100.0)
i 16 15 0 1 15/16(93.8)
B B HAN ) —~ 7 3 1 3 3/7(42.9)
AVRY) )=~ 7 0 1 6 0/7(0.0)
HANFIAR 4 2 1 1 2/4(50.0)
ZOfh* 1 0 0 1 0/1(0.0)
i 19 5 3 11 5/19(26.3)
& i 35 20 3 12 20/35(57.1)

Kk INHA )=~ LY~V IARE T )=~

[FEEE]
1. VYT bR FURBEADIEEETES
AL DY DR TR AT R (M) &Y< MAZTF 2 554K (SSTR) O
BT BRI A VA FRIZED 90% LA ERPRESNI-ZEMND, A7
LA F R OREEEE T SSTR IR A THEE LN,

2.SSTREETHEEBIES v MoB T2 EEEFR VIESH TS
SSTR HEIFUEBBAET > MIEBNT, A2 VT AT R4 TR (Hn)
IEFRARN R 5 E &S IER RO iEA EF L, 30 PRI —2
IZEELTz, — . A7 A FRETLEICLY, EBEERO KA EILEE
AR T L8 D, A2V AT A F R (W) 1388 5 % Bl
RN SSTR ERFRANICHEE L BIEA~ERT 2L in vivo TRSN
7
BRI R 514 30 20 L QR 24 BER O 1 o~ I AT EHE AR R 835
L. 24 B O B DSEB O HEEICEN Qe ZhUE, AP T AT
AT R (Mn) 23, #5-% 30 43 LANICHER O SSTRICHE & T 5282k
DEFEL ., ZRMBITEAURDSTAL VT LT RUAFR (Mn) 133
B REERO DL S, LNy 7T TR DA T AR
NELl otz LELZ LN,




3. ERILE U BIEERY

RUFRAFRROAL DG LA T RAFR () 15, Fh F
AEHTEEMIRD DO EAVE L 3 UIHTERBRBD BN, ZD%)
INIA I AF RO 1/10 ThH-o7-,

4 KM
AL VY LRUT AT R (M) 13, #IRPER 54 SSTR 23 BL T

DR N Sy WAIESE 20 &1 RAGICEEREL | AR DL CHEHE

NDHZLIZXY, B~ ATRBI IV EB I L2 LN T REEE 2

HAILTWD,

(RS 1T 2B LERER]

1. RUThLAFF

«—{E4 T R AF R (Pentetoreotide)  [JAN)

-{b%44 : (-)-N-[2-[[2-[ bis(carboxymethyl)amino] ethyl] (carboxymethyl)
amino] ethyl]-N-(carboxymethyl)glycyl-D-phenylal anyl-
L-cysteinyl-L-phenylalanyl-D-tryptophyl-L-lysyl-L-threonyl-
N-[(1R,2R)-2-hydroxy-1-(hydroxymethyl)propyl]-L-
cysteinamide,cyclic (3-8)-disulfide

53 F 3 CoHgrN 30495,

oy :1394.60

AbEAEE:
H, _CHyCOOH
—nr

“oH-Co0H

H.E 5

2. MInOE Y HER R
(1) PEa -8 : 2.8047 B
(2) E72 y BT RF—:171keV(90.7%), 245keV (94.1%)

(3) Iz :
RERGR | RAEHORGE | RGEESRD | ZRAERCHAE | RGEESRD | ZRfEMOHRE
(IR i) (%) (D) (%) (D) (%)
-50 167.3 -18 120.4 2 98.0
-48 163.9 -16 117.9 3 97.0
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International Nonproprietary Names
for Pharmaceutical Substances

Notice is hereby giventhat, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances®, the following names are sele cted as
Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in

medicine or pharmacy.

Recommended International Nonproprietary Names

(Rec. INN): List 32

Lists of proposed (1-65) and recommended (1-31) international nonproprietary names can be found in

Cumulative-List No. 8, 18992,

Recommended International

Nonproprietary Name
(Latin, English)

Chemical Name or Description and Molecular Formula

acidum aceneuramicum
aceneuramic acid

adapalenum
adapalene

albifyllinum
albifylline

alosetronum
alosetron

amrubicinum
amrubicin

amtolmetinum guacilum
amtolmetin guacil

araprofenum
araprofen

atenololum
atenolol

(—)}-5-acetamido-3,5-dideoxy-o-glycero-s-galacto-nonulosonic acid
Cn HmNos

6-[3-(1-adamantyl)-4-methoxyphenyl]-2-naphthoic acid

ZlHﬂl 3

1-(5-hydroxy-5-methylhexyl)-3-methylxanthine
CIAH20N403

2,3,4,5-tetrahydro-5-methyl-2-[{5-methylimidazol-4-y|)methyl]-1H-
pyrido[4,3-blindol-1-one
C!TH‘WN‘O

(+)-(7 5,95)-9-acetyl-9-amino-7-[ (2-deoxy-f-o-erythro-pentopyranosyl)oxy]-
7,8,9,10-tetrahydro-6,11-dihydroxy-5,12-naphthacenedione
CsH2sNO;

N-[(1-methyi-5-p-toluoylpyrrol-2-yljacetyl]lglycine o-methoxypheny! ester
CZAHRANzoa

(+)-p-(o-carboxyanilino)hydratropic acid
O!GHtSNO‘

2-[ p-[2-hydroxy-3-(isopropylamino)propoxy]phenyl]acetamide
C‘IIHZINZOE

* Official Records of the World Health Organization. 1955, 60, 3 (Resolution EB15.R7); 1969, 173, 10 (Resolution

EB43.R9).
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Recommended International
Nonproprietary Name
(Latin, English)

Chemical Name or Description and Molecular Formula

nafamostatum
nafamostat

naglivanum
naglivan

nartograstimum
nartograstim

nebacumabum
nebacumab

necopidemum
necopidem

nefiracetamum
nefiracetam

nevirapinum
nevirapine

orlistatum
orlistat

panadiplonum
panadiplon

parcetasalum
parcetasal

6-amidino-2-naphthyl p-guanidinobenzoate or p-guanidinobenzoic acid, ester
with 6-hydroxy-2-naphthamidine
C1IH1TN502

bis[2-amino-3-mercapto-N-octylpropionamidato(1-)-S]oxovanadium
Cz2HieN,058,V

N-t-methionyl-1-t-alanine-3-.-threonine-4-.-tyrosine-5-.-arginine-17-.-serine =
colony-stimulating factor (human clone 1034)

C]MHIMJNQEEOZ‘SSS

(for non-glycosylated protein)

immunoglobulin M (human monoclonal HA-1A anti-endotoxin), disulfide with
human monoclonal HA-1A %-chain, pentameric dimer

N-[[2-(p-ethylphenyl)-6-methylimidazo[1,2-a]pyridin-3-y|Jmethyl]- N,3-
dimethylbutyramide
CZSH!!NQO

2-oxo-1-pyrrolidineaceto-2',6'-xylidide
C14H1sN:O;

11-cyclopropyl-5,11-dihydro-4-methyl-6 H-dipyrido[3,2-b:2",3’-e][1,4]diazepin-
6-one
CisHuNO

N-formyl-L-leucine, ester with (35,4S5)-3-hexyl-4-[ (28)-2-hydroxytridecyl]-
2-oxetanone
CasHsaNOs

3-(5-cyclopropyl-1,2,4-oxadiazol-3-yl)-5-isopropylimidazo[1,5-a]quinoxalin-
4(5H)-one
C1SH1?N502

(+)-4'-[(2-methyl-4-0x0-1,3-benzodioxan-2-yl)oxylacetanilide
C1TH!5N05

pentetreotidum
pentetreotide

N-[2-[[2-[bis{carboxymethyl)aminoc]ethyl](carboxymethyl)amino]ethyl]-N-
(carboxymethyl)glycyl-o-phenylalanyl-L-cysteinyl-.-phenylalanyl-o-tryptophyl-.-
lysyl-t-threonyl-N-[(1R,2R)-2-hydroxy-1-(hydroxymethyl)propyl]-.-cysteinamide
cyclic (3—8)-disulfide

CasH l?N!soﬂsz

perflubronum
perflubron

perfosfamidum
perfosfamide

1-bromoheptadecafluorooctane
CeBrF;

(+)-cis-2-[bis(2-chloroethyl)aminojtetrahydro-2 H-1,3,2-oxazaphosphorin-4-y|
hydroperoxide, P-oxide
C,H,sCI,N,O,P
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4211 PHhEEHITIER
42111 — [**In-DTPA-D-Phe']-octreotide, a potential Bakker WH et al. — — — Life Sci. 2%
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431 - Long-term culture of rat mammotrope and somatotrope Hofland LJ et al. - - - Acta Endocrinol. 2%
subpopulations separated on continuous Percoll density 1990; 122: 127-36.
gradients: Effects of dopamine, TRH, GHRH and
somatostatin.
4.3.2 - Molecular biology of somatostatin receptors. Reisine T et al. - - - Endocr Rev. 2%
1995; 16: 427-42.
433 - Affinity profiles for human somatostatin receptor subtypes Reubi JC et al. - - - Eur J Nucl Med. 2%
SST1-SST5 of somatostatin radiotracers selected for 2000; 27: 273-82.
scintigraphic and radiotherapeutic use.
434 - Kidney protection during peptide receptor radionuclide Rolleman EJ et al. - - - Eur J Nucl Med Mol 2%
therapy with somatostatin analogues. Imaging.
2010; 37: 1018-31.
4.35 - Somatostatin receptor subtypes sst;, sstp, sst; and ssts Schaer JC et al. - - - Int J Cancer. 2%
expression in human pituitary, gastroentero-pancreatic and 1997; 70: 530-7.
mammary tumors: Comparison of mMRNA analysis with
receptor autoradiography.
4.3.6 - New specific radioligand for one subpopulation of brain Reubi JC - - - Life Sci. 2%
somatostatin receptors. 1985; 36: 1829-36.
4.3.7 - Crucial role for somatostatin receptor subtype 2 in Hofland LJ et al. - - - J Nucl Med. 2%
determining the uptake of [***In-DTPA-D-Phe']octreotide in 2003; 44: 1315-21.
somatostatin receptor-positive organs.
438 - Megalin is essential for renal proximal tubule reabsorption of | de Jong M et al. - - - J Nucl Med. 2%
In-DTPA-octreotide. 2005; 46: 1696-700.
439 - SMS201-995 O —fESREL{E. BRTER D, - - - E SRRV 5%
1987; 15: 3191-220.
43.10 — Biokinetics and dosimetry of *!In-DOTA-NOC-ATE Boubaker A et al. — - - Eur J Nucl Med Mol 2%
compared with *'In-DTPA-octreotide. Imaging.
2012; 39: 1868-75.
4.3.11 - Tissue distribution of somatostatin receptor subtype Bruno JF et al. - - - Endocrinology. 2%
messenger ribonucleic acid in the rat. 1993; 133: 2561-7.
4.3.12 - Differential expression of five somatostatin receptor Raulf F et al. - - - Digestion. 2%

subtypes, SSTR1-5, in the CNS and peripheral tissue.

1994, 55: 46-53.
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4.3.13 - Indium-111-diethylenetriaminepentaacetic acid-octreotide is | Duncan JR et al. - - - Cancer Res. 2%
delivered in vivo to pancreatic, tumor cell, renal, and 1997; 57: 659-71.
hepatocyte lysosomes.
4.3.14 - OECD Guideline for Testing of Chemicals N0.476: “Genetic | Organisation for - - - - 2%
toxicology: In Vitro Mammalian Cell Gene Mutation Tests.” | Economic
1984 Apr 4. Co-operation and
Development
(OECD)
4.3.15 - US Environmental Protection Agency, Method: HG-Gene US Environmental - - - - 2%
Muta-Somatic Cells: Detection of gene mutations in somatic | Protection Agency
cells in culture. 1982 Aug. (EPA)
4.3.16 - OECD Guideline for Testing of Chemicals No0.474: “Genetic | Organisation for - - - - 2%
Toxicology: Micronucleus Test. ” 1983 May 26. Economic
Co-operation and
Development
(OECD)
4.3.17 - Legislation Part B: Methods for the determination of toxicity: | European Economic | — - - Official Journal of the 2%
B12: Other effects - Mutagenicity (micronucleus test). Community (EEC) European Communities.
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5.35.4.2.4 — Role of *'In-DTPA-pentetreotide scintigraphy in | Ichijo T, Ishikawa M, - — — J Hepatobiliary Pancreat Surg. | %
accurate diagnosis of neuroendocrine Shimojo M, Tsubuku M, 2001;8(5):473-8.
gastroenteropancreatic tumors. Tsuboi K, Miyachi Y.
53.54.25 — WEHIZ 2> b r— L S, RRBIERolRss | I B, R =5 i | — — — Acth Related Peptides. 5E
B 0 R FEACTHIERERE D — . A, N EA, BB 2002;12:147-53.
=, BT ENS.
5.3.5.4.2.6 - Octreotide-sensitive ectopic ACTH production by | Doi M, Imai T, Shichiri M, | — - - Endocr J. 2003;50(2):135-43. | &%
islet cell carcinoma with multiple liver metastases. | Tateno T, Fukai N, Ozawa
N, et al.
5.35.4.27 — Successful use of *In-pentetrotide scintigraphy for | Kishida K, Moriwaki M, — — — Intern Med. 5%
localizing ectopic adrenocorticotropin-producing Miyagawa J, Okita K, 2003;42(10):996-1005.
bronchial carcinoid tumor in a patient with Kondo T, Itoh K, et al.
Cushing's syndrome.
535428 - NUT RUAF RUCTFRERThH R/ | R EE, I 18 Ak | - - - H ARSIt MRS, 5
PEACTHJE B HE D 1451, ¥, B ¥, B [EF], 2005;81(Suppl.):104-7.
A FEES.
5.3.5.4.29 - Glucose-responsive and octreotide-sensitive Izumiyama H, Gotyo N, - - - Intern Med. 5%
insulinoma. Fukai N, Ozawa N, Doi M, 2006;45(8):519-24.
Yoshimoto T, et al.
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5.3.5.4.2.12 - Multiple gastric carcinoids associated with parietal | Hosoya Y, Satoh K, - - - Gastric Cancer. 5%
cell hyperplasia: intraoperative detection with a Hironaka M, Nokubi M, 2008;11(2):123-6.
radiolabeled somatostatin analog. Kurashina K, Shibayama C,
etal.
5.3.5.4.2.13 - Octreotide> > 7' 7 7 4 IC & W RIAIES &% | @ff X, @l &K, KH | — - - R PR AR . 5
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5.3.5.4.2.14 - VIPoma with expression of both VIP and VPAC1 | Nakayama S, Yokote T, - - - Endocrine. 2009;35(2):143-6. | &%
receptors in a patient with WDHA syndrome. Kobayashi K, Hirata Y,
Hiraiwa T, Komoto |, et al.
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1. K, I BB,
5.3.5.4.2.16 - Successful localization of ectopic ACTH-secreting | Sugiyama M, Sugiyama T, - - - Endocr J. 5%
bronchial carcinoid by selective pulmonary arterial | Yamaguchi M, Izumiyama 2010;57(11):959-64.
sampling. H, Yoshimoto T, Kishino M,
etal.
5.3.5.4.2.17 - Giant malignant insulinoma which developed from | Sugiyama T, Kouyama R, - - - Intern Med. 5%
a non-functioning pancreatic tumor over a long Tani Y, lzumiyama H, 2010;49(15):1573-9.
period of time. Akashi T, Kishimoto S, et al.
5.3.5.4.2.18 - Ectopic ACTH syndrome caused by bronchial Tani Y, Sugiyama T, - - - Endocr J. 2010;57(8):679-86. | &%
carcinoid tumor indistinguishable from Cushing's Hirooka S, 1zumiyama H,
disease. Hirata Y.
5.3.5.4.2.19 — e O ARAONE & SRR A IE 2 A 0F L7e | /MR TRAS, AT SR, BE | — — — Therapeutic Research. BE
fi 8D T E AL 7g LEH. w . 2010;31(12):1683-5.
5.3.5.4.2.20 - Clinical features and management of ectopic ACTH | Doi M, Sugiyama T, - - - Endocr J. 5%
syndrome at a single institute in Japan. Izumiyama H, Yoshimoto T, 2010;57(12):1061-9.
Hirata Y.
5.3.5.4.2.21 - V2 NARTFURBR T T T 4 —Of | BH B, @i ®, OKRM | - - - oI - BEIRE - RGN | 2%
HHEBR . I, g Sk #}. 2012;34(3):285-6.
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5.3.5.4.2.23 — Lesion-based analysis of *®F-FDG uptake and Kubota K, Okasaki M, — — — Ann Nucl Med. 5%
n-Pentetreotide uptake by neuroendocrine Minamimoto R, Miyata Y, 2014;28(10):1004-10.
tumors. Morooka M, Nakajima K, et
al.
53543 FENITMHEFEODTEIA RTA >~
535431 - NCCN Clinical Practice Guidelines in Oncology. National Comprehensive - - - - 5%
Neuroendocrine tumors (version 1.2015). Cancer Network
5.3.5.4.3.2 - Pancreatic neuroendocrine tumors (islet cell tumors) | National Cancer Institute - - - - 5E
treatment (PDQ®) (updated: March 7, 2014).
Gastrointestinal carcinoid tumors treatment National Cancer Institute - - - -
(PDQ®) (updated: July 31, 2014).
5.3.54.33 - Neuroendocrine gastro-entero-pancreatic tumors: Oberg K, Knigge U, - - - Ann Oncol. 2012;23 Suppl 5%
ESMO Clinical Practice Guidelines for diagnosis, Kwekkeboom D, Perren A. 7:viil24-30.
treatment and follow-up.
Neuroendocrine bronchial and thymic tumors: Oberg K, Hellman P, Ferolla | — - - Ann Oncol. 2012;23 Suppl
ESMO Clinical Practice Guidelines for diagnosis, P, Papotti M. 7:viil20-3.
treatment and follow-up.
Cancers of unknown primary site: ESMO Clinical | Fizazi K, Greco FA, Pavlidis | — - - Ann Oncol. 2011;22(suppl
Practice Guidelines for diagnosis, treatment and N, Pentheroudakis G. 6):vi64-vi8.
follow-up.
535434 - ENETS 2011 Consensus Guidelines for the Salazar R, Wiedenmann B, | — - - Neuroendocrinology. 5%

Management of Patients with Digestive
Neuroendocrine Tumors: an update.

Rindi G, Ruszniewski P.

2012;95(2):71-3.

ENETS Consensus Guidelines for the management
of patients with gastroduodenal neoplasms.

Delle Fave G, Kwekkeboom
DJ, Van Cutsem E, Rindi G,
Kos-Kudla B, Knigge U, et
al.

Neuroendocrinology.
2012;95(2):74-87.

ENETS Consensus Guidelines for the management
of patients with digestive neuroendocrine
neoplasms: colorectal neuroendocrine neoplasms.

Caplin M, Sundin A, Nillson
O, Baum RP, Klose KJ,
Kelestimur F, et al.

Neuroendocrinology.
2012;95(2):88-97.
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ENETS Consensus Guidelines for the management | Jensen RT, Cadiot G, Brandi | — - - Neuroendocrinology.
of patients with digestive neuroendocrine ML, de Herder WW, Kaltsas 2012;95(2):98-119.
neoplasms: functional pancreatic endocrine tumor | G, Komminoth P, et al.
syndromes.
ENETS Consensus Guidelines for the management | Falconi M, Bartsch DK, - - - Neuroendocrinology.
of patients with digestive neuroendocrine Eriksson B, Kloppel G, 2012;95(2):120-34.
neoplasms of the digestive system: Lopes JM, O'Connor JM, et
well-differentiated pancreatic non-functioning al.
tumors.
ENETS Consensus Guidelines for the management | Pape UF, Perren A, Niederle | — - - Neuroendocrinology.
of patients with neuroendocrine neoplasms from the | B, Gross D, Gress T, Costa 2012;95(2):135-56.
jejuno-ileum and the appendix including goblet cell | F, et al.
carcinomas.
ENETS Consensus Guidelines for the management | Pavel M, Baudin E, - - - Neuroendocrinology.
of patients with liver and other distant metastases Couvelard A, Krenning E, 2012;95(2):157-76.
from neuroendocrine neoplasms of foregut, midgut, | Oberg K, Steinmuller T, et
hindgut, and unknown primary. al.
ENETS Consensus Guidelines for the Standards of | Kwekkeboom DJ, Krenning | — - - Neuroendocrinology.
Care in Neuroendocrine Tumors: somatostatin EP, Scheidhauer K, 2009;90(2):184-9.
receptor imaging with *!In-pentetreotide. Lewington V, Lebtahi R,
Grossman A, et al.
5.3.54.35 - Consensus guidelines for the management and Kunz PL, Reidy-Lagunes D, | — - - Pancreas. 2013;42(4):557-77. | &%
treatment of neuroendocrine tumors. (NANETS) Anthony LB, Bertino EM,
Brendtro K, Chan JA, et al.
5.3.5.4.3.6 - The SNM practice guideline for somatostatin Balon HR, Brown TL, - - - J Nucl Med Technol. 5%
receptor scintigraphy 2.0. Goldsmith SJ, Silberstein 2011;39(4):317-24.
EB, Krenning EP, Lang O,
etal.
5.3.5.4.37 — n-pentetreotide scintigraphy: procedure Bombardieri E, Ambrosini | — — — Eur J Nucl Med Mol Imaging. | &%

guidelines for tumour imaging. (EANM)

V, Aktolun C, Baum RP,
Bishof-Delaloye A, Del
Vecchio S, et al.

2010;37(7):1441-8.
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5.3.54.3.8 - ACR-SPR practice parameter for the performance | American College of Auvailable from: 5%
of tumor scintigraphy (with gamma cameras). Radiology, Society of http://www.acr.org/~/media/A
Amended 2014 (Resolution 39). Pediatric Radiology. CR/Documents/PGTS/guideli
nes/Tumor_Scintigraphy.pdf.
53544 [EFANCEREL SN D BFEE
535441 - Chapter 112. Neuroendocrine (carcinoid) tumors Doherty GM. - - - In: DeVita VT, Lawrence TS, | &%
and the carcinoid syndrome. Carcinoid syndrome. Rosenberg SA, editors.
DeVita, Hellman, and
Rosenberg's Cancer:
principles and practice of
oncology. 9th ed.
Philadelphia, USA: Lippincott
Williams & Wilkins; 2011.
p. 1506-12.
Chapter 111. Pancreatic neuroendocrine tumors. Yao JC, Rindi G, Evans DB. | — - - p. 1492-9.
Diagnosis and management of pancreatic endocrine
tumors.
Chapter 113. Multiple endocrine neoplasias. Doherty GM. - - - p. 1516-8.
Multiple endocrine neoplasia type 1.
Chapter 76. Small cell and neuroendocrine tumors | Krug LM, Pietanza MC, - - - p. 863-7.
of the lung. Typical carcinoid and atypical carcinoid | Kris MG, Rosenzweig K,
tumors. Travis WD.
535442 - Chapter 76. Tumors of the diffuse neuroendocrine | Vosburgh E. - - - In: Hong WK, Bast RC Jr., 5%
and gastroenteropancreatic endocrine system. Hait WN, Kufe DW, Pollock
RE, Weichselbaum RR, et al.,
editors. Holland-Frei cancer
medicine. 8th ed. USA:
People's Medical Publishing
House-USA,; 2010.
p. 940-58.
Chapter 25. Molecular imaging in clinical Gelovani JG. - - - p. 318-34.

oncology.
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5.3.54.43 - Chapter 38. Gastrointestinal hormones and gut Drucker DJ. - - - In: Kronenberg HM, Melmed | &%
endocrine tumors. Pancreatic and gut endocrine S, Polonsky KS, Larsen PR,
tumors. editors. Williams textbook of
endocrinology. 11th ed.
Philadelphia, USA: Saunders
Elsevier; 2008.
p. 1684-91.
Chapter 40. Multiple endocrine neoplasia. Multiple | Gagel RF, Marx SJ. - - - p. 1706-18.
endocrine neoplasia type 1.
Chapter 44. Carcinoid tumors, the carcinoid Oberg K. - - - p. 1829-32.
syndrome, and related disorders. Diagnosis.
5.354.4.4 - Chapter 205. Pancreatic endocrine tumors. Jensen RT. - - - In: Goldman L, Ausiello DA, | &%
Syndromes. editors. Cecil medicine. 23th
ed. Philadelphia, USA:
Saunders Elsevir; 2008.
p. 1482-7.
Chapter 251. Multiple-organ syndromes: carcinoid | Hande KR. - - - p. 1770-3.
syndrome. The neoplasms.
Chapter 135. Diagnostic imaging procedures in Pickhardt PJ. - - - p. 969.
gastroenterology. Nuclear medicine (radionuclide
scintigraphy).
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535451 - Imaging of neuroendocrine tumours with Bombardieri E et al. - - - Q J Nucl Med Mol Imaging. | &%
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