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(SP-4-2)-[(1R,2R)-Cyclohexane-1,2-diamine-N,N "Jbis(tetradecanoato-O)platinum
e (r5) :
C33HesN,04Pt (763.99)
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(4S,6R,11R,12R)-11-[0a-D-2,6-Dideoxy-2- (methylam1no4)§alactopyranosyloxy]
4-[(4R)-2-0x0-1,3-dioxolan-4-yl]-5-oxatricyclo[8.3.0.0""Jtrideca-1(13),9-diene-
2,7-diyn-12-yl 2-hydroxy-7-methoxy-5-metylnaphthalene-1-carboxylate
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A1 =HZUNHa ~
R-Ala-Ala-Pro-Thr-Ala-Thr-Val-Thr-Pro-Ser-S er-Gly-Leu-Ser-Asp-Gly-Thr-Val- AZ AT=HZUNH4 ZUECaHY (A2, APHFHISCAH BRT 2 L 1B0)
R m+n: FIRES

Va\-Ly‘s-Va\-A\a-G\y-A\a-G\y-Leu-G\n-A\a-G\y-Thr-A\a-Tyr-Asp-Va\-G\y-G\n-
Cys-Ala-Trp-Val-Asp-Thr-Gly-Val-Leu-Ala-Cys-Asn-Pro-Ala-Asp-Phe-Ser-
Ser-Val-Thr-Ala-Asp-Ala-Asp-Gly-Ser-Ala-Ser-Thr-Ser-Leu-Thr-Val-Arg-
Arg-Ser-Phe-Glu-Gly-Phe-Leu-Phe-Asp-Gly-Thr-Arg-Trp-Gly-Thr-Val -Asp-
Cys-Thr-Thr-Ala-Ala-Cys-GIn-Val-Gly-Leu-Ser-Asp-Ala-Ala-Gly-Asn-Gly-
Pro-Glu-Gly-Val-Ala-lle-Ser-Phe-Asn
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(25,45)-4-(3-Amino-2,3,6-trideoxy-a-L-arabino-hexopyranosyloxy)
-1,2,3,4-tetrahydro-2,5,12-trihydroxy-2-hydroxyacetyl-7-methoxynaphthacene-
6,11-dione monohydrochloride
(L2 7R
CyHNOy; + HCI (579.98)
S
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(SP-4-2)-Diamminedichloroplatinum
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EERNTIR, 72 7B, To AR ESUIBRE 72 & DRSS F & IE ISR &
T 5H1D DACH-Pt (1) 1%, mMREICIHES DR A A 2 DAL L 72 DPC &
LTCEIFETD BN &b, FEHERER, JEYBENRERER &K OFME
ARBRIZITTEMEA & LT DPC 2 Ve,
%4
Dichloro[(1R,2R)-1,2-cyclohexanediamine-N,N Jplatinum
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EFR, miARRR Y

DACH-Pt (I1)

FRARBAAL 712 (1R,2R)-1,2-Diaminocyclohexane Z 45 L. Wi IE A3 08 U 7= A4
2 Tﬂﬁﬁ)ﬁkﬁ—‘ ((1R,2R)-1,2-Diaminocyclohexane ‘H 1% % 9 % H 4 R il Al OTENE Sy
+-i

M

Pt
\

2V TENE
70 mg

HEERIAIOI Y 7 I7FLET, R U 7T F 0% 710 mg &8 2 Bl iz s,
WEF5 © 70 mg 7

RVTITF
£ 20 mg

BB CHEA LIV 7T T7FET, RV T T7F 0% 20mg 58T 585
LR, WEFR : 20 mg TE
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e B LR ERHL H AGE ST

CL Chemolipiodolization JFENRZEERRIEIED 5 B HLAs AHAl
&3 — MMes UmiElig e F L
AT NV PR 53 2 1R
%,

CE Chemoembolization JFEhRZEREED 5> B, CL#&, £
FF AR DR EDEEWE &
JFEIIRIN % 59 2 155,

TACE Transcatheter Arterial Chemoembolization JEhARZE R R

(CL & CE DL E B TZ#HF)

TAI Transcatheter Arterial Infusion JFEhE LR TE

RFA Radiofrequency Ablation Therapy T VA BEIIERE

PEIT Percutaneous Transhepatic Ethanol Injection  [fRFZH= % / — /LiEARL

Therapy
PMCT Percutaneous Microwave Coagulation Therapy |#&FZ1~ A 7 v v = — 7 e[ 14
[Z D ithD—ARHIER S ]

&5 Al L72WERBL A AGE

HBs Hepatitis B virus surface B BUFFR & A v 2SN DF

HCV Hepatitis C virus CHIFR D A LA
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1. BEXIIEROERE
1.1 FFHfEE O
ARFBIZIS T % FFAIAIE O BE T 2005 45T 66,000 A & HEE S TR0 MY 2o
SIS CBIFFR T A VA SUIBBIFR 7 A VA DFRHGHEGC X D BYEF RO 72 & %1
FACHAET D Z L NN TH 5, 5 17 B REFRIEEEMFEEREIC LD & BEHED
69.6% 7 HCV HURIGME, 15.5%7% HBs HURIGIETH Y . £z, BT D D WDITATFEZE D
BEAEDN B D BB 1345 2 782%. 59.9% Th o 71- D Z D~ %< O BE IR
FEIREE GEIR T ORFEN/ECCTSERMLOTVIREE) L2 TRY, — HIFREHNN 2
BIGTE L LT, Z0%, BN OEE » 71 b ZHOIPEIC IS 2 alREME D s T
BN EEZ BTN S,

1.2 RO BEER

(1) FFHRafz 0 amkA

LGOI, SR (EEoRE S, @, A, EEnE, IRERE,
B OF MR &) EER T (5L 72 DMK D 2 WITIFEEZ DR EE, IFHRE Jﬁu
FFOIBRAT. Bt & W\ o T AVBHIRIE . 7 VA M E (LT, RFA) . BREMI~A 71y
T—ZEEEREE (LLF, PMCT), M=% /7 — 3L (LT, PEIT) 72 EOWNEHEY
%%%%\HQW%&%%(uTgDmB\H@@m?ﬁ%(uT'mD BT RE
DD BT OFAIC X D IRRIESRIRE N TV A D, TAEZ DA RICTHR 2 KT 2
EEREETOEATHLZ LD, TROFTFIZ T#éﬁﬁjéﬁﬁztﬁﬁ% SY ()
N P

FFAIIR SR OTRFREIL, JFRIRIC IR BT O 2iE 2 B L CHUEEZIR OB 7k
EIRIT RETh D, SRBRRE, NWERPTEE, TACE 12\ b JRAIBICIT S
PEDIER &2/ S 72 W RFTRIE TH 20, FUEE N RIISVREIEHRIE. WEY R PTRIED &
<L AVEHTERRIE. NRIRRPTRIE TRz BHEd 2 L TE W& ) TACE Oxt
RLRoTNDEBZHND, KEMWHD K ZTFEIRNICE 57 5 TALIZ, BT TOH
NS 1T TACE OWRIZALE LT | 2HMOEREZA LTS

(2) FFHERafEZAEICH(+5 TACE DELEST T

SVEHIIRIRIEIL, IFTPIREEME T LTV D56, Tl mnEs, EENZIHEOLEIC
FEMTERNT EH %L, WIENERICEIT 5 FEMEIGIEL 33.6%ICHE->Tnd, Fiz,
PRI SR FIT RIS RE AC RE R | ﬁ@ﬂ&éiﬂ BEW P CEREIND Z LT
B CIRAE DR A A5 Th 5560 EEALICHEN & 555672 139 TE Rz,
Z DERENE1E 31.2% T % LD,

IO XD 7B FED G, TACE [ISVEHITERESCN B SR PR 23 F i C & 72 WA ITAT
PITWDIZE b 5T FIENERIZIE T 2 EmEIS1T 29.6%4% DT v | EHERNL
BA2EDTND, BT, FFNERIGHE TIX. TACE (X 53.3%ICE M S TR S8 JFH
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BRIBFRICBOW T EERMEZ EDTWD I ENHR D,

TACE (ZiX. $insAfl & 3 — MMur eI =T v = 27 L OIREY 2 IFEIRN 2~ &
S5 RPTIZ #8539 % Chemolipiodolization (LA T, CL) &, CLICETZF U AR TR ED
FERWEIC X D ERE T 5D Chemoembolization (AR, CE) & 5., CLIZIEEIZHE
L7z 3 — N7 VRIS = T V= A7 L b B S5t AR UER S R 2 - C
Y Y CEREICEIRE T T F o AR Dl L OERWE TERT S 2 LIk Bjin
AW L. PRI OB 5- 0 7e WENIR AL DIESHC R A2 7= 6T L B2 b T 5,

(3) TACE [Z&I+5 CL D&t 1+

—IZIE, CEIX CLICB T F U AR V7 EOERWEIZLDEEEZMA D729, CL
(ZHEARTMFEBNR R < | @WHUBSG RS S 5 b, AFEIRO M FEEF I L0
TRFRINE 2SR 0 QIEIIMATES S FEET 5 Z &0, FPiE~D R Wiy 80 K & <
BT EBRHBNTNE) 55T CEZEMLIBAICTHENDET AT v hOKE
LT CENMTERNS D WTBET W RICCLBERM SN TND EB X HILDN,
BEME 2 ORBITIN 2, ERIORER &z L v, Fiz, EEHEBEO FEHZ L > T, CE
RIT CL T ENDR_RR 7 4w e VR DORE EITR AR D, E- T, EhlidHVITE
FRERE L, B2 DBRFORNREMZE L CTCE 21T 20> CL T DEREL TN D,
55 17 Bl E FOS P BB AR A 1C L 5 &, CL OFEMEFIA X TACE £(R0f) 1/4 T
Y Fo, PIEFFNFRIGRE T, ARIIRERE, NEHYRFITRIEZ & - 2155 IED
§1C CE 1% 30.0%. CL I3 23.3%I2FE M STV %2 CL 1%, FF &M 0 &3 IR
IZBWT, FIENERRZ T Tl < BRIBRICBW CHL BEERRFNARIETH D L E 2D,

(4) CLICAWAH-LEEFDER=-——X

CL IZHWHENTWAHAAFNCIE, XYL EY VIR, =LV e, ~
A DAYV C VAT TF U D) ARETF Y AFT—RENH DN 2055,
VI)AZF AFTw—OHN A — NMur UilENEE T L= 27 VIR L CITED
IR 28R AAKIE LTRGBS T WD, KBTI AANL, WPETH D 3 — N
BRI T L= AT L E OBREICHE L TR BT, £, 33— Mes U liEligE =T v
T AT VZREE L CTIFBINIRNE 532 ATE - HETAR I TWRWed, BB HEIT—
b STy, BRE T IEN L STV e WAL, 3 — NMed UiliEB =T v
T AT )L & TG LIRS D IE 23585 < . CL D& CTH43 22 HUIE L 0 B s
BoNRNEEZ LT R,

V) AFTF L AFwTw—f I— MMy MR T L= AT UIZEE L CHWD
PIRAH & L CRTE Sdu, 1994 0 HIHTE ST 5, FUEEZIFR O R Tk —E DR i &
BTNH R Tt SRAN & B FFBIIRO M EE OB, FFALER~O R Ay
WENELD Z Ll BIpROTRICEREL 52 228N LOMBENRRKRE W L23E
1 &S gz X0
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ZOXEHT, BECLIZHNLN TODIBAANTINT NG REN S DI bbb 7,
WIEFFNFRIEEIZI WV TLCE IZIRWT 233%IC CL N EM SN TS I L2 E 25 &
CLIZHW D H =i AR D R =— R I@m e B 2 5, BEfE CL O itk L MES %5
BT 5 &, 33— NMur SIEEE = F Lo AT L~ DIREIER BAF T, ) AR F L AF
v I~ — LA WTIEENR A R L, TRICEREE 5 2 52800 MDD 7e 0 JEAl
ThiuX, CL OFi= 7 UL L a0 1525 &l L7z,

1.3 SYTSFUORRORERE

F&RHEAICTH D AT 7 F UL, @mOPUESHENE & IRWFUESE AT N7 A% (T
LAl e LA HEHESNTE Y, IFfiiaEIcx LTH TACE COEMAKRBRRH Y, B
FREREAEZ T EORELH R, LinL, Y AT FTFUIKEETH D012,
VAT T F O A — B YRR TV = AT VIRET I BRI EVEA LT L L
TN LRI

VT ITF UL, ENERAE U F =R RiTHE 5IZ K o TR SRS Bk
T, BB L U THUKMEO RN U AF UBAEAL L TR Y, 39— NMesr v ililEliEg =
VAT N~OBFIVENRE < | PUEESR S BAFTH D L MG Sh Y, 22T 5K
RRRRA S (B RAARFEAREERASH) T, TACE ICHW DI AAL T7hbb,
a— M7 VR =T L= A7 VR L CIFENIRNIC R 59 23812 B L T, 3
V7T F - ORBICEF LT,

2. FAFOEE

FERBEEGRA S (Bl KAAREAARERA S 12, Bt 2 —5eer Al
oW e, O EUBE Y 7T F 0GR, ik, AT S BREE D
HREARGBR 2 BhA L, 15 O 7o IRERIRERBRAAE 1T B-DU CL 1994 4F K 0 REIARGBR & B L
77

AE ORISR FEARHFEICB T DIV 7T F U ORBOREE LTI Le, 70, B
FEORFER Z X 1~X] 3 1R LTz,

21 HAMRERVREIZET 558

(1) RE

RV T TF UL, BREANLTIZ (IR, 2R) -1, 2- T X /7 a~FfH# 2 (DACH) %,
PEBEIEIC S Y A TF VA AT Do RIS (Bl R HAREREER S T,
12 V) 77 F RO K ORI R0 R & s L7, BRI S )5
#2HEA L2228 [ 2 - Y. Y R
Ao ST <7 (R 777Kk CEREL, VT TFUK
T DA G 1E % Wl L BURS  OVGRBR 7 1A 2 5 E U T, ZE MR (RHRFRER (5°C,
36 ) KONERER (25°C/60%RH, 6 & H)] OfERNE ., KERHDIRFIZIET, 5°C
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T3IFEMIIZETHDHZ L 2R L=,

(2) ##l

OEic 2V 77 F o 0B RR & BIkA Lz, BRERFRET OB & LT 20 mg 1 &%
L. F— MM viElif=F oo 270 BEHK) 22TV 77T VIBRERE
PR UM L7z, 20 20mg &2 AVT, 8 THERRRER, AiE T ARERARRBR, %%
1T FRER AR SR K OMikfoe i 53 A e L7z, 7238, X U 77 F UIRBIIKITHE M O C o
D, RNATANOLREERERD ZENTEROOT, BRRBRICBT 25 E ER (6
mL) ZFET5720I21T 7 A T AL ED 20 mg ENSETH -7, 2T, DR
FErEE2%ET DD, BB 3.5 mL 212 CTRPEE (20 mg/mL) OV 77 F %
IR 2 T & 5 70 mg 1 EZ RGN L HGERAI & LTc, e b B B OREICH T2 - T,
I MBIERE RS - FEIRBH AR (Bl EIRMERESR G (2 X 215504
#% . P 2L (L1301 288). 70 mg 1E & 20 mg FEIE
BHIZBALTRETHY, IV I7F UV BEBRONE RO L LRI THLZ L %
s L7z,

s on T, 20 7 L. %01 11 A R R R
@ﬂMgﬁmﬁﬁwgﬁmbko%@%\ﬂmg&®%%kbfﬁﬁmb\mlﬁmﬁﬂ
A 7y bR —/LTD 70 mg FEORIEDZ M A FRFE L7z,

R I FURBIRERRCES B L, GEKOIEY R AR TR
ThHO E24 BRI 77 F VRBRTOI) 77 F U ERIIKRTETZETH-
2o Eio. HHRBRIZE W TRIBIK D S O ALK D DI A B THh o 12,

REEHAICTH D 70 mg FEIZOWTHUE KOG G1EZ2%E L, et (RIGRGFR
Br (5°C, 36 & H) KOVNEGER (25°C/60%RH, 6 5 H)]) OFEHE5, 5°C T 3 FERILE
ETHDHI L afER LT,

(3) BAERARK

R RIRIT. AASER AANEE GRS (MR INEo 5 — NMesr iR =7 /1=
AT NEFTA LIRAIZ, 8T TH D GUERBET 1 (77 R) AL THEHL
7eo 3— MM e = F L= 27 V1%, GUERBET fEIZdH W\ TiEsEAl L L TR S
., AATIZ, VEFTF—A"IL T 704 F (NEE:10mL) & LTH A Dy o3
USSR EER T LD, £, Avu s ACIFENESRE AR (WA 4mL. 6
mL) & LT7 27 T 2 Bkk 447 GUERBET 4E7> S A LERGE L TV 5,

BERERER CIX 1 7 7 10 mL @ 3 — NMeor eI = F L= 27 V2R TA LT
RFNEZFERA L7z, 2V T T7F L OHERFITHD 70 mg OB E L CiE, EHRMLE
ke o L odmsE (R P coFEEREAC 4mL o
I— M VMBI =T VAT NV ERE S mL O7 VT T A LT A 28I L
77
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FEEIAITH 5 4 mL 2 F TA LIZBANT SV T, AAEFFAMER SIS IS & H#
B M ORBR T 1A 2 B L 2 ENERRBR DINdGAER (40°C, 6 & ) KON (25°C,
& )] OFRRNS, TG HETICE N TRIAMTE TH D LB X b, BRI
.Eﬁi?ﬁﬁ*f%&

2.2 JERRIREER

(1) EEHER

ﬁ% N - SRl VAN 19.@& VN E BT HRBRICEF L. 7 > MTEMLERZ

VWK% in vitro FEFHEFEINHIVER . in vivo FBCEEFEINHEIVEH 2 5t L. L i‘fﬁ‘é#

Hﬁf}ﬁ%’i’ﬂé?@ Lz, Z0t%, FEHRBCR OUEE M OHE 21TV, BLERTEAR (2B
LT, 7 v FROE MM 2 in vito M SEINHIERFER, in vivo /rEHH’F]i%
FEANHIE SR, RN ENRE X OYERIEET (in vitro, in vivo) (ZB33 252 320 L CTH
T ANy =V L LT,

ZePEEHRBIL, BRRBAE I, OfELy. SV TIFrEe v vl
Al (XY T TF vk a— NMer VRN F A= 27 VIR L7 Ak & L7z O/W
T g CRFD) RO RIERRER A Ei Lo, FORR, =y e UREIE—
s (RN T IFraziya AEIEE RS, U 7T F 2T ER0WELE)

R D E DB O RIEM 280 oo, s, SIENRGTAR S I
L C— PR 2 R E LRGE T —Z Ny r—v & LT,

VT TFURRBKILT v N O MIFEMIEERIZ S LT in virro MERSESEINHIE T 2
AL EOERIER IR ~D BER S O 2 L CRET 5 2 LAV S fv7e, HAR
A7 DACH ‘B8 2 A9 5 R hlE AL, DUBERS 2 05 8E U 723515 TR 20 ) 2 R Bl
2B R i vitro DFHZRWT, 2 U 7T F UIRET D D I S A TR TR o
E%¥%Hﬁ§' | & [FRRIC RN CERITHESE A A U ABUL L7 DPC & LTI ET 5 Z & D3
WS NT-, DPC L, HEREREITKST LT in vitro MIIHIFEMHITER Z 1~ L. ZDOIEH®
ST AT 7%/%“// ARF v AF<vTv—LFEBRETHT,

7 v RO MFREMBIRIZ X2 in vivo ARHEATINHIER Z . ERR T S i 2 34
BETHKTIE, SV TTFUMERKR Q0mgmL) (X3 AT T7F 0 a— R il
Wil = F V= 27 VEREIR (VA7 7 F U REIK, 20 mg/mL) & BT, ¥/
ABF v AFvT~—0a— NMur BB F L= 27 VIRERKR (1mg/mL) X0 6
PVMERZ AT 5 Z EnRaic, ok, IV 77 F VBBEOHEIRNEGIZED, 1E
TR L 0 b G SIRE O AR DNamT 52 &, BT, Mik~0Baenfmn
VAT T FURRBIRE Y bR D 2 LR ST,

VAT T F U m i LD AR EERI ORI, EMS RIS L D B4-DNA 7
50 MERKOT R b=V AFETH D EEZ LR TN LMD 1) 75 F Rl
DT HHEE-DNA 747 MESITER LK OT AR b=V ZAFEERPHER SN Z L0 b,
in vitro } Q% in vivo HEREGFEANHEIENL, BEIE D & HU S oI FRE 2 L TR BT

J
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HEEZLNTE,

LEMRIHRBRTIX, SV FIF oy g VRFIOHEEFFIRNE SIS X0 . FREEA
X OME « FEERARRITKE L, FEREL OB OV O IMER 2R LT, IER T v ko~
DO HEIFARN L G- Tk, HARHRSRI 3 UIRIR 2 RRRFRIC B S, 5 6 Rz i3
HBRiL 0K 2°C ER&E7, 2o OERIE—@E T 5% 24 FEfICiXEE Lz, £
2. 7 v N CEWMIERASWIRER~DEENRBO b, Ll WTNOER b RIZE
DTy a VRKIE— 7 VCRBEEOERBRED b2 &b, Yt — 2 VR
THEREEZ N, ZOMOERIZXH L, IV TFI7F o IIV T IF v
VRGENIA S R ER AR S o T,

DPC [Z#RIA X ~DH[EIE RN 512 K 0 | R - FEBR 2R 1Tk L DO i E o B
OAZR ORI, KEBEBHAR iR B OB, LR PR MR ORI & O QTe DIEEEH &7~ L
T2, T OB I I s EHER 3 mgkg, iv.) TOARED LD —EMEORE
R TH T, Flo, FEREICK L CTiE, 4 il 1 G CREREER OIS R Hilz, %
DO IZX L, DPCIZH BN ZEH 2RI o Tz,

(2) EEnREER

%%ﬁ@%?m%ﬁE\wlﬁiD\iUf??V%@ﬁ@4ﬂﬁ@%W&5ﬁ%&U
RVTIFrm v a CR/FIOT y MERN G RER (SHIRE CoOBMERHMiZ B &
L7 RO H GR88 A BR) 21TV, A XIFENRN I GRBR IV T, B0 TSI
BEELCHE 35 2 &, gD b O DR TR CTd U I PR EE 1T E E R AE O
KIRECHERE T Z L 2R LT,

BLEARTFERRRHGEICEE L CIL, AT O EERERZ £ L CHRgET — & Ny r— &
L7ze VT TFUBRBIRICOWTIE, 4 XEOT v b EHWTHEINRN, KT &R OFIR
W GRFOWRINL, 340, BEARRE Lo, 7Zeds. IFENIRNTR 5% O TN 540 & OFE Tk
U7z, MREHZBE L CTiE, invivo (A4 X), invitro (7> b, A4 X, & ;) TOREBHE KM
ARG 5 L 3IC, DPC DA OVERICEEd 2 et 2320 L=, T2, I e
FRDFE O CYP3A4 TEVEIC KT T B 2 it L7z, DPC IZHOWTIE, B iRE L H
& LmmiBRIcE T T, 7y PR, X~OE TFRGIZI OV, 55Ah, e 2 /et
L7, BMBHAK TH L 3 — Mer MBI F L= 27 W2 OW T, FERSTHD
U ) =TV 3 OAKBIIM) ORRAEZ T, WL, A0, Pt A2 feat L7z,

A R % VT2 EARBREOFHETIE, C k2 U 7T F IR O RFEINRIN R 514 D 1k
FREMNESREZNET S22 180, U 77 F U REE D EIRII TR 12252 S
oz &, EFizo, VT TF TR NAREE L U THIENIZIHEE L TWD Z & DR
ST, gD B BHTEER~OBATIIRECCTH Y | MR REUR RE K OV S B 1T RR
JECRHGIIICHERS Lz, BN ClE, A ANPEZ %R L7 2 Y 7T F U IREIR I T IEIEER
DIFFEMIN IR L A 2 2 LidleinoTe,

RENERIEFEORGETCIX, A& BB 26 I &%, IygE R
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RAHENCHES T D 2 LM FHERERRE TH O . —EBIEHE CIAET 2 R AR
M) & LT, DACH X OV 2/ BEEEALAR DS S 47z, DPC 1. in vitro TO I Sz
DS, T, BB S &7z DPCIZE AR E DMKy & BOG LTl NIk

L. PEERIN A CIIMH IR R OO TIKIBE CHEET O EE 2 bR,

U T TFUDHKITIT PA50 7 EOFEMREEER O GITITE A L7, £, BEE
PR HIRESR R~ DB LRD SR - T2,

¥ RHIRGE COBMERMI A K TG CEET 52 & OZLHICO W THRFTT 5720
7 v N TR TS EIFBIIRNEGICB T 2 2 BBRIERO MR ZT 7, TORE, KT
P GO Ry B I ZATEIIRIN R G0 & AR ORI 2 R4 2 & £72. FFERNIR G & ik
LCHOREBHREBENER SN TND Z e, 2HRHECORMENMEZ 7 v TS
THEfET D Z & OZYMEDR R ST,

DPC O F5-TlE, U 77 F VBB GRS e > 72 DPC 2ALiEHIZ
Bt &7z, - T, DPC & X U 77 F U IREIK D T GREOFERBURIL O 21T, +
&L LTCDPC DEHIFHFEREDEITER L TWDH EEZ BT,

g— NMbr vmEB T L= 270 BRERK) 11X, TG TH DN & 5 i
BRI L. IRz I ~FAT LT,

(3) HMEEAER

VT F URREIRIIIES L O E 2 Bis LI ITERN RGPS EH SN D Z 8 b,
TARMEHME & LCTid, 1) BEEEOERFMICTT 282, 2) BERNRR L &
DOFFENRED ~D A 3) L ~DEEIZDOWTH LN TAHZENNETH D EE X T,
Z T, A X EAVTHREGRE CH D HFBRNE G 25860 L, B, FBIRNES T
X+ S BBEIHRETE o, RBRERGRE (T v b BIRN A O TG, A
X ERNIRE) AW TEFITHT 5 R T,

kB T h, OfEnr s, A XHEREFFBIIRNE SRR, 10 ETOA X -
7 v MERNEERER (XY 7 FF o~y a UBAD | BEEERBRINCELE Y b
PURMERBR A s L=, T ORE. BRRPE T2 5 L5 2B wmtY EofE
RO BRI f:o

BUEAGEAGRIFREICE LT, IS, 4 XOFERNE SR OT v hO K& TFEGICBT
é—%ﬂ¢ﬁﬁ\&T&ﬁuiéiﬁ%iﬁﬁﬁﬁﬁwﬁ%%ﬁﬁﬁ\ﬁﬁ@ﬁ%%im
3% LT, DPC V" — MMusr il =T v =27 v (BEMiR) OmEMEaiia E
ML CHEET —4 Xy r—v b LT,

FFEIARN G BR Tl A X ~DH ARG CHIEO MEN~DORGEOERICL D L5
ZONDEADBEONTN xE 12 » HE TORBHEGIZL > THEEOHEIZIA S
T B BmEORBL LD b oTo, ek, Ml CIIHEE OO RZ N &
Mo, FEEEZFHE LA X TH BEFBIARNIE 512 L 2 B Ama Loy, IFEEOR
BB N 72 22 AT O R BLUTRD B 72,
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T v MNETHEETIE, HEINOERE 6 » A £ TORERGHRIZEBNT, 2L LTERE
LT DY FHMICI U 7T F ATkt 2 BMIG &5 2 D58 bl
T2, BHICHT DBIARETh oo, EEMEETO 6 » A MG TREO MG HR A
BIRIE (Co) 1E. AIHIE I AHEEARRBRICEH T 2 R KIBEEORN 11 512 L,

AT AT TIE, IR - WRBOEER R OMERTEAERIE 2 <. IBEBE RIS HRELZR
DRI TS, R OMEEIC RIT T B L L THLBRORER SR OB AR Y 21
SECREEM OB SFE D DAL, ZAUCBRE L2 R IR~ DB L U CHEERO EE L OVE
% 4 BAEMFROREBERIFRO b, JURMERBRITRETH Y . RFTREYE XA XS
ARNEE G 3BR CRIBEZR W2 L 2R LT, 7B, BinmtEa a3 5 2 &2, HIFRARER
R & N DPC D~ 7 A/IMERRBRAE G DR S 7= 728 D3 AUJEMERBR 13 520 L 720> o 72,

DPC DR Fi5-Tld, EHAL~DRFEEMEZ A O DPC O Al fa g FE s &R
HEEZONDFAOFENRD LI, 2V T TF URBIRE SRR CEERS(ET
bHolo, LovL, V7T F U EETE SR DPC % 50 CIIAEER i > DPC BEZE &)
RESEADZ 0D, DPC #HRHIHEE L-EHE 2 BT DPC BBEROZICENT 2
EEZ BN,

g— M UEB T L= 270 (BRBRIKR) 1L, SR FRMERER O R O
5 & 3R, PURMERER K OB RE R 2 e L7, ZOfE, RKERHAETHD
6 mL/man (0.12 mL/kg) £ TTHIUX, b MIBWTEERZEL KT T At Rn &
Ez bz,

PLEDIERGRREBROFER LD . 2 U 7T F o ONEE R T~ 72 12552 K& ONEIE B PT
TOIEMED FREOFRHGMRFEIC L > CTROMBH L, 72, —FH T, HRILFIZBITS
15 FFEOBRER DR O TIRWZ &b 2F MO BNRE Th 5 & OREI R EINT-,

2.3 BERPREER

1994 45 X 0 55 T AHERREAER 2 B AG L. Ao IO ERIRARBR. 120055 1A B PR SR B Ok
foe P G-aklik & S5k L CRIMIBERE L U7z, 70, RIS AR R IR AR T 1% O IRBREE Ok
fRflt - TRBRAMEHE, R T AHERRGER OBNFHAER RICOWTIISBER L LT,

(1) 55 | 1EERFRERER

JFEIIRN R 5-12 36T D e RFFAR S OHEE & BRI (23 2 A 2h ik O Rk OSSR B g
FHIRETZE BB & LT M OTRETE CHEZRh S 3 A O T/ e B 11 Flzxis & L7 i
R e E F i L 7= (199442 10 A ~ D 7 - wrasr offE o £ 0.
KIBEETORGEITESGORE SIEGF L THRERETHESND =0, A XFEIER
(B G- Ml Bt I K 0 glel & iR % 6 mg/mL & L. Fibonacci DZEIEICHE- T, BIME
FHOREZ R 7235 12 mg/mL, 20 mg/mL (ZH&E L7-, BEREIZOWTIX, Z2ICks
ARERIRREITY ) AFTF v AF v I ~v—TRpsn 1El6emL) ThoE&EX, L
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FRA 6 mL &% iE Lz, &EGEEUIFEANT[EE L,

FORER, B KFFARIL 20 mg/mL DL - (B 5iKE ER6mL) LTS h, SV FIF
> DR ATRE 2R i RIBFE7S 20 mg/mL Th o722 L b, #HEEAE (JBEE) % 20mg/mL (3
G BRR 6 mL) &URIE L7, ARWEIL TIPSR B SO E AL ) (Y U CHuEs2)
FOHEZEITV, 12 mg/mL T CR 1 #l, 20 mg/mL T PR 1 FI23H 50, %% (CR+PR D
FE) X 182% (2/11) Thole, FPEBIZ OV T, MR AR E & BRI E &
O 58 L ORICHIEZR A RIRFEHITERO SN hotz, VAT TF o a— NMery
%%%@i%wix%W%@ﬁ%&ﬁLk%ﬁmmkwﬁbfymﬁ¢%5$%§mCm
D39 1/100~1/500 & Amed TIR <, i b B o 7z,

RIGFIL, (ROHEL LV TOWRENEENTEY . #ITLEBREN S 260F
R T AT TF AT X DRNEERENFEN 11 Fh T HEEN TSI LE2EETDH L 2
U 77 F IR Sk U TR T 2 rIREMEDS R S 4L72,

(2) RTHASE || FBEERELER

8 1 HERRRBR CHE O N HESEHE (RE) ICBIT 2 A RME. 2otk R OMRNEIRE A K
ﬁ#éﬁ%f\Hﬂ@&%ﬁﬂ7m%ﬁ%kbtﬁﬁ%\#E@ﬁﬁ%%@bk(w%&ﬂ
A~0j=) 7. wRmas offEf o). BERRITIHBZY 6 mL & LIRS L
THEFEORE - THRE L, 1 BIEEE 4 Hff@k T 5720 58 2 B H G217
5 kb Lz, AMEOFEIHBIEH X CR 0BG (FFRETAHR BN RHE LHE) | FIRAY
FEATEE H X CRAPR OFIG (FPTER B S E AL E) & Lz,

ZORER, FEFHMHEH TH D CR OEIATX 60.0% (9/15), PR & HIE S48 200
IR T2 T2 D B HIRHEITE H Td 5 CR+PR OEIE E 60.0% (9/15) Th-o7z,

BEMEIZOWT, EHNE o7z, 7 L— 3L EOFEFSE U CITHEREICE ES
D EARRAER T DNBO N, WTRHEMETRS 2 WIEFEE L &L TR0 JIF
RN G THLZ L 2BET 50T L HERNICEE R FRTII RV EB 2T, KA
IR 2 HFFRE U CRONCHIBERIZ RSB L2, TLAX—T7 F7 40 7%
— 72 EDORIEF IR EAITHRE OO < b O TR W &Rl L=,

MRS AR L, B L PR IO L2 R SRR L, G5 1 4T Cha
DRI VT%FRE E TR T T 5 Z & D3R SAU72, Coax & MR G- 8K OG- [E1H & DRI BT
72 BAEIERD B o T,

VLEZ D o ARRNIRF IR 263 2 PUESE A R AR S v, BRI >N TH 7 L— R
4DEELRFLRIRDONT, AEHFLDOIZLEALENEKE 4~6 HZRIZIFEEL WD L
D, ARMWENR ST,

(3) &HAS || FHERFREAER
1 BB O E i s B, 20 A | B R o 0] 7 B icESE R
TEMBE RS - DFERBER AN (B Mk o < X omsie [l
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e ] %L (11301 B, ORI,

FFHEREEE L 263~ D AR OB ME, RaMER OSEYEEZ RETd 5 2 & 2 BRoC, Fiiuge
BE BILAENGE LT V) AZT AT~ T~ — 2RI U7 WA TR Pk 2
2002 4 HIZBAAE Lo WO HA S 5 mIBUTR R 2 Bl G EIL 1 BH720 6 mL
# FRRE LTS ORE ST TR G Lz, ARMWED FEFHBEE X TE V Oo#lE (IF
FEIGPRE BN o E L YE) | BIVKAIRTALTE B 1Z CR+PR DEIA ([T A AR DR E %)
SCHERMER OVRECIST) & Uiz, SRRidid 3EE CHETETHY G EH I 20)s
B UssicE= G TE) 2420 E COMERRE HHFEEICE DT,

ZOREFR, TEFMEEH THDH TEV OEIRIEI Y 77 F U BERED 26.5% (22/83) (95%
FHEXE 0 17.4—373%), ¥/ AZF v AF<T~—FHGHN 17.9% (7/39) (95%[54H
X[H :7.5-33.5%]) THY., W CREE CTH -7, BIRFAHER TH25 CR+PR OF|
A (ERR AT RIEORIRD R ERNE) 1XI ) 7T F U REGHED 20.5% (17/83), ¥
JALF v AF~Tw—FEREN 23.1% (9/39), CR+PR OE|A (RECIST) XU 775
CEEEREN 24.1% (20/83), V) AEF L AF~ T~ —HEREN 25.6% (10/39) TH Y,
WAL CRIRE CTH -7,

BEMEZOWTX, RV I 7 F U BE5RHT 1 RARGZICHEL T2 ME&GRICAE
HEORBEN WO T DMEANRH T2, V) AEFr AF~T~—HE5EIT 2 [AA
B G BICH EEGORBEIGNENT 2EARH 72, 1, HE, £5OTILICEDLH
EREGORBVATIIIV T ITF eV ) AXT Yy AFvTv—TCRE IR L0
oty VT ITFURHORFEFRRLE U THBEI OB & o 7203, FRCALE 7 < [
L, 72, 7774 7F =GR AlREtEIR W Z 2 bile, 72, BEED
FBBUL Do T2 b OO, BHHEICEET R REMBRE LTIV 77 F EH5HICS
Mole, —H, VI AZF L AF <7~ —FGRHIIERGHAICE T 2 MRS mHEEIC
BT HZ &, MHIBRICBEEST 2 AR A EFRIEY A7 RNEn 2 L s, BREK
VRS AP I B W\ TRIGRA~ DO RS TRICER B L 52 5 U A7 BEn 2 L3R
S, METDHE, SVTITFUOFRERETHENRLTWEAITHL B2 b,

WoT, SV TFTF T, 3— NMeF VilENRE =T L= X7 VI RRE UITENRIN I 3
B3 5METH—KRINTNWDLY ) AXTF v AF~vT~v—LRBREOHIESEN R4 R
L. ZETHENLT L, AFAREAICTHDL LB 2 BT,

iz, o = A Pz LR G 1301 38 g oy
SEEE 2, BWE T AHBERRBRICHAAN DN BRE IZ OV T, S EhEFEIEE DR
BREAEERNC TEEKIF AT CE MBS NDHERE ] ThoTleh, HDH WL TCE NMEL S
NHWEHFE | USNOYERE (LLF, CL OXMRTHoIRE) Tholonziit L,
T ORER, BRI AR ERIRARER O A 2h it & OV 2 O fRIT G ER 122 1) (R Y 7T F
BRI, I RAETFy AFvTw—REHE396]) OO H, CLOXMLETH > -
FIL39H (R VTITFUEERE2TH, ¥ AEZTF L AF~T~—E&ER 126 THo
oo LV T TFUEERET CL OXMRTH - 7245RE D TEV OFEIA1L222% (6127) TH

=1
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COEMIZKTAIN T TFUDIERERIRED LT,
ML;D\:)77%/i5w%m&vm%%@i%Wix%wK%%LTH@%W&
HE3 AN E L CHERATHS S L,

(4) Hrfniz 5ER

LV T T T Ok G- O LIRS T D 2 & RO G 2B 2 5o & etk %
Bitd 52 &2 BRE LT, 5BEIE TMHEERRBRICSM LI Y 77 F o B GEICEIMNT S
AVC TE V EHIE SV, BIESALIC AT O FFRE NGB B Tz BB 2 kG et B
FEMRBREZEm L, O~446] (1 FNL2 BEE S, 260 EHo72) TGS, &5
WX 1 EH7-0 6 mL & FRE L TEBEOKRE SITiE-> THRE L, HEEEKO FIRIT
BRE LWV, JFAIE LTI OO 4E7=0 oG 2B ETE Lz, AME0EE
FEATG R B & ORI BRI IE B 13 5156 AR BR E R U & LT,

TEFEEE CTH D TEV X 4 I 1 I TH -7, BIRAIFEMIEE © CRAPR IV T h
4B 1 BIChH T, BREMEIZOWT, L, BEERAEFERROEBUIRN T, BHIH
HW%%ﬁ%®ﬁAé%%&%@LT%t@ﬁ$$%i K21 BNCHBL LT Tk 7 v
TN TRIEEAALEE ] OATH Y | FHIE OIRRIZIB W TRICRIE & 72 5 F5%
TR bR oT,

2.4 [, H =5

VL b OREIRFBRBAR D> © | GIBR R SR PTRETE DS i C & 7o VW IT I B 1Tkt LT
U 7T F U TACE OFi g2 v © % L L. I |
- Jr. |
[ [eAeNel ER P RSNG|
G G 11300 28 2F L, 2ok, EIESERERS SR DO
SEME X THBRR L, FEii LZERREN S, I U T T F I TACE ®@ 5 5 CLIZHW
Y SIPRUNGCV NG PN AR AN GE DR NERE  [GEX

R 11301 28) &% L

A%@ﬁ%ﬁ
WCHWD T RS AR OER =—XIm\W 2 & £7o. FEfi L2ERRRER) D
V7Z7F AL CLICHWAEFE LTEHATOD LB LI=Z E0vn, 5 1 AHERR B,
ATHASE 11 FHER R ARER . P2 1150 1 FR R PR J Ok P G- 3B AR 12 &L 0 L& IR B KGR I 5
ZiTH 2 & & LT,

AN O M FERARGERIL, AR (AR T T kD) 20 L. BEAF DKM
i Akl E iz CE ZxtiREEE U i3 2 B CERT 2 TETH S, 2007
ALY, A uy FlBRE UTHRANZZALIEE T F bz OF ) U 7 BRI SR 2 S
Thd,
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3. AFDERMEIZET SHEm
3.1 FEERRHBREENOAT-HFRERUVERAM
1) 33— NMMer iEEgB =T L= 27V EAK) ~OREBERRIFCH D,
YT TF MR U CEUKMEDE W U AF UBRAENLT S Z LG, 3

— Mo v ilEig=F L= 27 L (BRERAK) ~OBFERE N, 5T, IV
77 F BFNTRE R A S o L, RN O — 72 BT 2 R T RE
ThH Y | Eil TRER 24 FFH £ TEBIKT OV 77 F B BN ZETH D, £z,
U T T T R O R EER TIXIRBIR D D O [ Ay OFEC 78 i S RS X
nNTNn5,

2) BRI L TR ZRT 5 2 LI X0 EERFTOHUESE IR 2 @D,
EHPEORNWEN Z 8T 5,

VT F ORI, IR 512 X0 RIRAIS PR I 25 S LRI
3T L. PEER ML & 3 O ATIERLLS OAEHE A~ D3 A0 TR D TR Y & DB RE 1Y 725
AT, BN CITIER AR L 0 & SRR SR E O B B30T 5 2
EMHERINTWD, 7ok, FERBRTIX, IV 77 F IREIED in vitro FIaHEGHE
PIHE BT > & O AR O &2 L CRET 5 2 & BT, DPC O in
vitro ANEHIFEIN G E RN X A IRE & KRG T2 Z LR SN TV D, Znbn
Lo, VT ITFUOHUBERENRIIEGRFTICHE L2 ) 77 F URRETR ) S
FrftrIC i SN2 ARSI X VBT L3, 2V 7T F D44 &k 0 DPC
DIEREHED G . ZOERIFMEGERTEF IR S ND &E&E 2 bbb, miElERT
%, FEWENRE AR A S L, A XS~OFEIRN G- TIE, IFEO &N~ I
V7T F U NREKOFERIZ L DHELEZ 2 DNDERFRD b, BTk
LEBITRER LD ThH o7,

3) invivo MRAEESEMGEHWEIZY ) A X F v ATF < TFTw—L D L,
BEIR CHEF SN A FANREIZRB W T, 2 U 7T F UIREIE D in vivo MIREEESEANH]
TERIE. S AT T F GBI E A ORI R, V) RETF o AF~ T~ —
WED HIRNT ERRE T,

b, V7 I7F %, 3— NMesr vl =Fr=27 /v BREHK) ~0%k%
WYENRAFCH Y | MFERN GRS RETIC /40 L C Hams &2 Fferic it 32 2
LIZXY, EERFTCORERENEE @D, 2HMORIERZ®RET 52 ENAREL B 2
Teo W~ T, XU T TF U INEGRFT Ofil#E 20 - 72 TACE |23 L 725 AAI Th 5 L&
Z 71,
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3.2 BRRRBREENA-FREERVERK
1) V)AL Fy AF=Tv—ZHR_RTHENLT L, ARAREAITH S,

CLIZHWBNATDBAAKID 9 BHE—KBENTNWDLY ) AZF v ATFvTF~v—
1T, PRSI R —EOFMEZZ I TV D L OO (LihfE PRI BRI L
25 TR OD 1 A4 5 S o F LT SR~ 0D AR P A 52 8 Ok & < MOty 1 2 Fi
HILHIRAI & 1T 72> TR, F7o, KEEMEFIAAANL, 3 — Mes S tilENEE =
FNZ AT AIEE L THOW S AL TIIERR IN TR LT, T ORE ATt
INTWRWY, o T, V) RAETF v AF~v T ~—LFEREL EOFUEE MR Z R
L, ZetmsmaG L THATH S LB cE L, CLICHWAHIBAKE LTH
HAThbobetEZD,

AOMEIZBNWTIEL, SV T T7F U BGHDO TEV OFIA1X 26.5% (22/83) TH Y |
VI)ARF L AT Tw—F RO TEV OFEIE 17.9% (7/39) L REETH -T2,
TRMIZOWNWTE, FRZEVIERTEBETHIFMEICBS T, Y/ AXT L R
F~v T ~v—TRERMBEL 2> TV DO HRIRRIC K EE 5 2 5 IAEREDOREBILIY
TIZFUTIEROONT, Fio, TRICEREL 5 2 R A W22 HE R~ D
BIIIV T TFoOHENDIRNZEnG, VT TFUOHREETHENOT NI
BThHdEEZLNE, £/, ¥/ AL F L AF~<T~—L3— Ner il
TF VT AT )V & OB & RS DB SR A VB T8, SV TTF
NIYFALEE VTR LT 3 — NMes VBB T L= AT L E A TR Y R
WD TR — IR R FTRECTh D,

PlbEzERAaETHE, SV FT7F 033 — M VBB =T /L= 27 )L ~Di%
BEUENRHETHY V) AXT v AT~ T~ — LTl AROWBIER R % R L,
IV ZETHENLT L, CLICHWIHESE LTERTHL EE X b,

2) HEhWEH T AT 7 F o L0 25 %ORIER R D70,

RY T TF UL, F— KM ViR T L= A T L & IS G R ETIC R
20 L. EEEER I ~DBREE DD CTO 720 & OSYERE LI 7 R 82 A L,
M OPLA AN R H 2 BEE, Bk S 2 EoRIER NP E-mRE
LRECTH-Tz, SVTTFUETATTFUOFERTH DA, EHELE CIdk
< IITFHECE 2V b o0 kI 22068 - 2VR &2 FH 3 S8~
AT T F AR TEREIH OBBEEI G b0, BEVRE CThHo72, £72. IF
HEHA AT T F o OEHWRIERIIHER T AT 7 F v LRETH D . BEEN
R, ik - HEOT T, BEELBRBT 210D ENRRESNL TN, Y
7T F o OFE TIIEEEICHEE T 26 EFRITERREERELBHOLTHY |
BRMEAB T 270D EEZRET HLBEIT RN EEZ b,

UEXY FEEH AT T F kL, CLICHWSNS I U 7T F 38t
DEWERAN DI NHERITH D EE 2 bz,
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33 TYTSFUDEERLDEE T

FFARAEEE L, 9 FIT < DBFITBHER-CFEAEN Y REB L L TEROLNDL I EMD,
— HIIFE ARG CE 2 LCH IR EZMD KT Z LN TND, -, M
R DIEHECIE, FFOIBRIT-CNRH BT L 72 & O JE S R FT~ O HUIEE2h 03 @\ EHE D3
TACE I L THWHNTWD 2, — 5T, TACE 1%, HIENEED 29.6%. #EIFN IS
%%@5%%’£Mémfkb JHF AR s (C oW CHRELRVEIRIE CTH 5, TACED D 5 CL
I, CE ZFE i L7-HEICTHESNDT AV v b (IWEFEEFEORBL, AIEMATE DI
Tl BE DI AT iRy 5 @)@k%é ioT\CEW%MT%@w%éwiﬁTkw%Q
WCEMSNTND LB BN, BEMEA RGN A, ERORER & Hfricky . £
T EIFREBI D HEHZ K-> T, CE UL CLIZHIFRF SN O K T 4 v & U A7 DRE S TR
72%, CLIE TACE &KRDK) 1/4 12, E£7=, FIEIIFNFEFRIGR TIEERREDF T CE 2R
WT 233%I2FEMESALTER Y . FIENRELE T T < BRIBRICB N THEERIBFEETH
%o, L2rL. BUE, CLIZHWHNTWDKEBHERBAAK, ¥ AZF v AF<T~<—D
WTAUCHRIERSH S Z D, CL ICHWAET PR AKIOER =— Xm0 &5 2
5o

BEfFO CL OF AL MESEZBET 5 &, 39— Mer ViR T L= AT L~D
RBIMED BAT T 0 ME— DOEGEE TG RII—EDOMZF WL Y ) AZF o R
F~ T ~v— L REBRWTIESIR AR L, PRICEREL 52 5Z22E0OMEN DT
(X, CL OF 7B LR 055 LW Lz, 2 U 77 F 33— NMesr il —
FIVT AT L ~ORREMEN RAFCh v | %I THBERRBROER, v/ A2 F v 2F~
7= LIANTHRORWHIEG R 2R L, LV ZETHNSLT NI v, P AFF
v AFwIw—CHEB LEWAREE T EE X O N, BIC, BEE I ARERRBRO
BIFAEORER. CL OMREThoT2EHICHT HIREERLRO LN b, Y
7T F IR T CLAZ WD P UKD Fi 7= 7o R & a0 155 & Il L7z,

4. 5IAXM

1) 2007 FhR  BEEOBEIN LY B 1E O Kast v—F - T Tr=07y
2007. p. 289. [5.4-09]

2) 17 BleEEEMITE SR A RS, [5.4-10]

3) M0 B, AT BEE, Son FF. oM. FAREE. 2006;53:619-25. [5.4-11]

4) A8 R JMPERDE A B R E — 2 O HAE L SR —. Gan To Kagaku Ryoho.
1987;14:373-80. [5.4-15]

5) Yamashita Y, Takahashi M, Fujimura M, Kan M. Clinical evaluation of hepatic artery
embolization: comparision between Gelform and Lipiodol with anticancer agent. Radiat
Med. 1987;5:61-7. [5.4-16]

6) Kk Hif. JEHPTEL—Radiological Intervention (FFENRIEFEE). THH FEC, [
BRI R, BRE DL, FEE @R, ARORAIR MR, = st R 2004 AR
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1B, WA 77— 2 AT 4 7752004, p.182-92. [5.4-14]

7) Takayasu K, Shima Y, Muramatsu Y, Moriyama N, Yamada T, Makuuchi M, et al.
Hepatocellular carcinoma: treatment with intraarterial iodized oil with and without
chemotherapeutic agents. Radiology. 1987;162:345-51. [5.4-23]

8) Okusaka T, Okada S, Ishii H, Ikeda M, Nakasuka H, Nagahama H, et al. Transarterial
chemotherapy with Zinostatin Stimalamer for hepatocellular carcinoma. Oncology. 1998;
55:276-83. [5.4-24]

9) Ikeda K, Saitoh S, Kobayashi M, Suzuki Y, Suzuki F, Tsubota A, et al. Hepatic vascular side
effects of styrene maleic acid neocarzinostatin in the treatment of hepatocellular carcinoma.
J Gastroenterol. 2000;35:353-60. [5.4-26]

10) Jr Esk, R @G, MR BES, IUT BT, &F FEE. AT ST D
SMANCS BhiE#RTE — 2Pt TR L7 RIER & & DFEIZ DWW T —. Gan To Kagaku
Ryoho. 1998;25 Suppl 1:64-9. [5.4-27]

11) Shibata J, Fujiyama S, Sato T, Kishimoto S, Fukushima S, Nakano M. Hepatic arterial
injection chemotherapy with cisplatin suspended in an oily lymphographic agent for
hepatocellular carcinoma. Cancer. 1989;64:1586-94. [5.4-22]

12) Fukushima S, Kishimoto S, Hayashi Y, Kaneko M, Nakano M. Intra-hepatic artery
infusional chemotherapy with cisplatin suspension in Lipiodol (LPS) for hepatocellular
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APPENDIX I

SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

LIPIODOL ULTRA-FLUIDE (480 mg I/ml), solution for injection.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Ethyl esters of iodized fatty acids of poppy seed oil * gs ad for one ampoule

* Jodine content: 48 %, i.e. 480 mg per ml.

3. PHARMACEUTICAL FORM

Solution for injection.

4. CLINICAL PARTICULARS
4.1. Therapeutic indications

In diagnostic radiology

- Lymphography
- Diagnosis of liver lesions

Diagnosis of the spread of malignant lesions, whether hepatic or not, by selective hepatic
arterial injection.

In interventional radiology

- Embolization with surgical glues
In association with surgical glues during vascular embolizations.

In endocrinology

- Prevention of iodine deficiency disorders.

This treatment should only be used when other methods of supplementation, particularly
iodization of salt and/or drinking water, cannot be undertaken.
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4.2. Posology and route of administration

In diagnostic radiology

- Lymphography

5 to 7 ml by intralymphatic injection only for opacification of a limb (the dose being adapted
to the height of the patient), i.e. 10 to 14 ml for bilateral pedal lymphography.

- Diagnosis of liver lesions

Intra-arterial route only.

The standard dose depends on lesion size and can vary from 2 to 10 ml per patient.
LIPIODOL ULTRA-FLUIDE is sometimes mixed with small amounts of water-soluble
iodinated contrast agents. The CT scan should be performed 7 to 15 days after the selective
injection to allow the LIPIODOL ULTRA-FLUIDE to be eliminated from the non-tumoral

liver tissue.

In interventional radiology

- Embolization with surgical glues

Selective arterial catheterization only.

The dose of LIPIODOL ULTRA-FLUIDE administered at each embolization session depends
on lesion size. The Lipiodol and liquid embolizing agent mixture may vary from 20 to 80%
but usually consists of a 50/50 mixture.

The volume injected should not exceed 15 ml.

In endocrinology

Intramuscular injection only.

- Adults and children aged over 4 years: 1 ml every 3 years.
- Children aged under 4 years: 0.5 ml every 2 years without exceeding 3 ml.

In patients with thyroid nodules, the dose is 0.2 ml.
This product must be administered using a glass syringe.

4.3. Contraindications

In diagnostic radiology

This product must not be administered by intra-arterial, intravenous or intrathecal injection.
In the diagnosis of liver lesions, there are no particular contraindications to the examination,
apart from those associated with selective arteriography.
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In interventional radiology

- Embolization with surgical glues

There are no particular contraindications apart from those related to embolization, in
particular the presence of portal thrombosis.

In endocrinology

This medicinal product is CONTRAINDICATED in the following situations:

- hyperthyroidism

-large, multinodular goiters in persons aged over 45 years, due to the high risk of
hyperthyroidism

- during breast-feeding

4.4. Special warnings and special precautions for use

This medicinal product should be used with caution in patients with a history of allergy.

Care should be taken to avoid vascular structures due to the risk of fat embolisms and not to
inject the product into an area affected by haemorrhage or trauma, except in the specific cases

described below:

In diagnostic radiology

- lymphography
Intralymphatic injection only.

After chemotherapy or radiotherapy, the lymph nodes decrease substantially in size and only
retain small amounts of contrast agent. The dose injected must therefore be reduced.

Overdoses can be avoided by radiological or radioscopic monitoring during the injection.
In subjects with cardiorespiratory failure, particularly elderly patients, the doses should be
adapted or the examination itself cancelled, since a portion of the product will temporarily

embolize the pulmonary capillaries.

Any thyroid explorations should be performed before the radiological examination, as
lymphography saturates the thyroid with iodine for several months.

- Diagnosis of liver lesions
Intra-arterial injection only

Special care should be taken in cirrhotic patients.
The examination should only be performed if it contributes to therapeutic decision-making.
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In interventional radiology

- Embolization with surgical glues
Selective arterial catheterization only

Vascular embolization with liquid agents is a complex and delicate technique which should
only be performed by trained physicians in an appropriate medicosurgical setting.

A premature polymerisation reaction may exceptionally occur between Lipiodol Ultra-Fluide
and certain glues or batches of glues. Prior to any use of new batches of Lipiodol Ultra-Fluide
or glue, it is mandatory to verify in vitro the compatibility between the glue used and Lipiodol
Ultra-Fluide.

In endocrinology

Intramuscular injection only.

Do not associate other methods of iodine supplementation. The risk of thyrotoxicosis is
increased if the treatment is associated with other methods of iodine supplementation,
particularly iodization of foodstuffs.

Because of the risk of hyperthyroidism:

- it is advisable to avoid administering this treatment to subjects over the age of 45 years,

- and to reduce the dose in patients with thyroid nodules (see Posology and Route of
Administration).

4.5. Interactions with other medicinal products and other forms of interaction

Associations requiring precautions for use

* Beta-blockers

In the event of shock or hypotension due to iodinated contrast agents, reduction of
compensatory cardiovascular reactions by treatment with beta-blockers.

Treatment with beta-blockers should be stopped, whenever possible, before the radiological
investigation. When continuation of treatment is essential, adequate resuscitation equipment
must be available.

* Diuretics
In the event of dehydration provoked by diuretics, the risk of acute renal failure is increased,

especially when high doses of iodinated contrast agents are used.
Precautions for use: re-hydration before administration of the iodinated contrast agent.
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* Metformin

Lactic acidosis triggered by impaired renal function induced by the radiological investigation
in diabetic patients.

Treatment with metformin must be suspended 48 hours before the investigation and only
restarted 2 days after the radiological examination.

Associations to be taken into account

* Interleukin II

The risk of developing a reaction to the contrast agents is increased in the event of previous
treatment with interleukin II (IV route): skin rash or, more rarely, hypotension, oliguria, or
even renal failure.

4.6. Pregnancy and lactation

In endocrinology

It appears that in populations with moderate to severe iodine deficiency, it can be beneficial
for pregnant women to receive iodine supplementation.

This medicinal product is highly concentrated in the maternal milk. Due to the risk of
hypothyroidism in neonates, Lipiodol is contraindicated during breast-feeding.

4.7. Effects on ability to drive and use machines
Not applicable.

4.8. Undesirable effects

Allergic-like reactions may occur.

In diagnostic radiology

- Lymphography

A fever of 38-39°C may be observed in the 24 hours following the examination.

A transient lipiodol miliary is often observed on radiological images, particularly following a
high or inappropriate dose. This usually remains clinically silent. In exceptional cases,
pulmonary or cerebral embolism may be observed.

Spinal cord accidents are rare.

- Diagnosis of liver lesions

Fever is often observed. Other rarer complications may occur: nausea, vomiting and diarrhoea.
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In interventional radiology

- Embolization with surgical glues

No undesirable effects directly related to LIPIODOL ULTRA FLUIDE have been specifically
described.

In endocrinology

Hyperthyroidism (see Precautions for use).
4.9. Overdose

In radiology

Following intralymphatic injection, cardiorespiratory and central venous complications are
proportional to the dose of LIPIODOL ULTRA-FLUIDE injected.

5. PHARMACOLOGICAL PROPERTIES

5.1. Pharmacodynamic properties

NON-WATER-SOLUBLE CONTRAST AGENTS, Code ATC: VO8ADO1
(V: Other)

5.2. Pharmacokinetic properties

After intralymphatic injection

Lipiodol is released into the blood, taken up by the liver and lungs where the oily droplets are
degraded in the pulmonary alveoli, spleen and adipose tissue.

After being taken up by the tissues and storage organs, reabsorption of Lipiodol occurs over a
period lasting from a few days to several months or years. This is continuous and regular and
the presence of iodides in the urine can be detected as long as contrast material is visible on
the images.

After intramuscular injection

A portion of the oil accumulates in the muscle and adjacent tissues. Another portion is
deiodinated via the metabolic route, the iodine being used to compensate for the iodine losses
of the thyroid.

Urinary iodine excretion is massive and occurs rapidly (within the first few hours after the
injection) but continues over the following months.

Urinary iodine excretion falls to 50 pg/day in adults within 3 to 5 years.
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After selective intra-arterial injection

The iodine is eliminated mainly in the urine. The iodinated contrast agent is significantly more
concentrated in the tumour than in the surrounding tissue, especially in the case of
hepatocellular carcinomas.

5.3. Preclinical safety data

Not applicable.

6. PHARMACEUTICAL PARTICULARS
6.1. Incompatibilities

Plastic is not suitable for the storage of LIPIODOL ULTRA-FLUIDE. In the absence of any
specific compatibility studies, plastic containers and syringes should not be used.

6.2. Shelf-life

3 years.

6.3. Special precautions for storage
Store protected from light.

6.4. Nature and contents of container

5 ml or 10 ml type I glass ampoule.

7. PRESENTATION AND MARKETING AUTHORISATION NUMBERS

306 217.7 - 5 ml glass ampoule, box of 4
306 216.0 - 10 ml glass ampoule, box of 1
560 350-7 - 5 ml glass ampoule, box of 100

560 351-3 - 10 ml glass ampoule, box of 50

8. LEGAL STATUS

Not applicable.
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9. MARKETING AUTHORISATION HOLDER

Guerbet

BP 57400

F-95943 Roissy CdG cedex
FRANCE
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

LIPIODOL ULTRAFLUIDO 480 mgl/mL solution for injection
mixture of ethyl esters of iodinated plant fatty acids

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

1 mL of the solution contains: active ingredient: mixture of ethyl esters of iodinated
plant fatty acids equal to 480 mg iodine

Density: 1.280 at 15°C

Viscosity: 65 centipoises at + 15°C

lodine content: 1g contains 0,38 g iodine - 1 mL contains 0,489 iodine

Lipiodol Ultrafluido does not contain excipients.

3. PHARMACEUTICAL FORM

Solution for injection (oily).

4. CLINICAL INFORMATION

4.1 Treatment indications

- Hysterosalpingography
- Ascending urethrography
- Lymphography
- Sialography, exploration of abscesses and fistulas
- Exploration of frontal sinuses
- Pre- and post-operative cholangiography
- Chemoembolisation of hepatocarcinoma (HCC), where the agent can be used in
two different ways:
a. Chemotherapy with Lipiodol Ultrafluido where Lipiodol is administered in
combination with a cytostatic drug.
b. Chemoembolisation where the preceding technique is associated with
embolisation of the artery (using gelfoam or spongostan for example).
- Selective embolisation in combination with Histoacryl glue (particularly for
arteriovenous malformations or aneurysms)
- Selective injections of Lipiodol Ultrafluido into the hepatic artery for diagnostic
purposes where a spiral CT scan is not practical

4.2 Posology and methods of administration

In general the dose administered varies between 1 and 20 mL depending on the
different radiology investigations done.
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Lipiodol Ultrafluido must not be administered by the intravenous route, nor by the
intrathecal route (See Section 4.3).

Diagnosis of hepatic lesions

The normal dose will vary according to the dimensions of the lesions, but may be
between 2 and 10 mL per patient. Lipiodol Ultrafluido is sometime mixed with a small
quantity of hydrosoluble iodated contrast medium. The CT (computed tomography)
scan must be done between 7 and 15 days after selective injection to allow the
Lipiodol Ultrafluido to be eliminated from the areas of the liver not containing tumours.

RADIOLOGY INTERVENTIONS

Chemoembolisation

The dose of Lipiodol Ultrafluido used per chemotherapy session will depend on the
dimensions of the lesions, but it should not exceed a total dose of 15 mL. The
Lipiodol Ultrafluido and cytostatic agent can be mixed by using a three way tap and
rapidly transferring the mixture of the two products from one syringe to the other so
that an ad hoc emulsion is produced. The injection of the mixture into the artery is
usually followed by embolisation using various compounds.

The frequency of the subsequent injections will depend on the response of the
tumour, evaluated by CT scans. An interval of two months is usually recommended
to stabilise the lesions, followed by intervals of 4 to 6 months leading to removal of
the lesions or by a worsening of the liver insufficiency.

Embolisation using surgical glue

The dose of Lipiodol Ultrafluido used per embolisation session will depend on the
dimensions of the lesions. The amount of Lipiodol Ultrafluido in the mixture with the
embolising fluid can vary between 20 and 80%, but is usually a mixture of 50/50%.

4.3 Contraindications

- Hypersensitivity to the active ingredient

- Waldenstrom’s paraproteinemia and multiple myeloma

- Serious liver and renal insufficiency

- Myocardiopathy and serious cardiovascular insufficiency

- Hyperthyroidism

The product is also contraindicated:

- For intrathecal administration

- For intravenous administration

- For hysterosalpingography when pregnancy is suspected or confirmed, during
menstruation and if there is an acute infection of the genital tract

- For sialography if there is acute parotitis

There are no particular contraindications to the examination, apart from those for the
selective arteriography.

RADIOLOGY INTERVENTIONS
Chemoembolisation

Complete embolisation of the hepatic artery is contraindicated when the main portal
vein is occluded, or when there is reverse flow caused by portal hypertension or a
portacaval shunt. However the intra-arterial injection of Lipiodol Ultrafluido is not
contraindicated as it is a transitory embolising agent.
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The toxicity of intra-arterial chemotherapy using Lipiodol Ultrafluido which loads the
bile duct means the treatment is contraindicated in areas of the liver where the bile
ducts are dilated, unless there is post drainage.

Embolisation using surgical glue

There are no particular contraindications apart from those due to anatomical
peculiarities of the structure which is to be embolised, this could pose problems for
the selective injection at the required point and risk of embolisation of a healthy area
or the embolising agent escaping from the delivering vein.

4.4 Special warnings and precautions for use

Use of this substance must be limited those cases where there is a specific clinical
indication for examinations with contrast media; these indications must be evaluated
in relation to the patient’s clinical condition. In particular this relates to known
diseases of the cardiovascular system, respiratory system, urinary tract and liver and
bile ducts.

The use of the product for cardioangiography investigations should be only done in
clinics, hospitals and nursing homes where there is immediate access to
resuscitation equipment and personnel competent to use it.

In any radiology facility, whether public or private, that carries out diagnostic contrast
media examinations, there must be immediate access to drugs and equipment that
might be required (Ambu bag, oxygen, antihistamines, vasoconstrictors, cortisone
etc.).

Special precautions are required for patients that have previously had allergic
reactions. Depending on where the Lipiodol Ultrafluido is to be injected, and in areas
where iodides are released slowly, a thyroid function test (which uses radioactive
iodine) will be affected for some time. Special care should be taken however when
injecting some fistulas or into some ducts to avoid vascular penetration. Injection of
Lipiodol Ultrafluido should also be delayed if there has been recent bleeding.

For lymphography, diagnosis of hepatic lesions or chemoembolisation, presence of
respiratory or cardiorespiratory insufficiency, particularly in elderly patients, will
require alteration of the dose given or possibly stopping the examination at the time
when some of the product will temporarily cause an embolism in the pulmonary
capillaries.

After chemotherapy or radiotherapy the lymph nodes will be considerably reduced in
volume and will only take up a small amount of the contrast medium. Therefore, the
dose injected must be reduced. Radiological monitoring during the injection will avoid
the risk of overdose.

If other diagnostic investigations have shown at least 3 liver lesions special care is
needed with patients with cirrhosis when diagnosing liver lesions for planning a total
or partial hepatectomy. In these patients the indications for the exam must be
evaluated in the light of the possible association with chemoembolisation of the
lesions.
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RADIOLOGY INTERVENTIONS
Chemoembolisation

Renal insufficiency must be systematically prevented by correct rehydration before
and after chemoembolisation. The risk of superinfection of the necrotic site is
normally prevented by administration of antibiotics for 3-5 days.

- Oesophageal varices must be carefully monitored as they can rupture immediately
after treatment. If risk of rupture is demonstrated, perform endoscope sclerotherapy
before Lipiodol Ultrafluido treatment.

-Hepatic intra-arterial treatment can progressively cause an irreversible liver
insufficiency in patients with serious liver malfunction. Raised total bilirubin (> 50
pmol/l), increased AST (above 200 U/L) or ascites are risk factors for serious
complications, therefore treatment of patients with cirrhosis is contraindicated (See
also Section 4.3).

Embolisation using surgical glue

- Vascular embolisation with liquid agents is a complicated and delicate technique
which should only be done by qualified professional in suitable medical and surgical
facilities.

Early polymerisation reaction can occasionally occur with Lipiodol Ultrafluido and any
surgical glue or any batch of glue. Before using new batches of Lipiodol Ultrafluido or
surgical glue check the compatibility between the Lipiodol Ultrafluido and glue in vitro.

4.5 Interaction with other medicinal products and other forms of interaction

At present no interactions have been reported.

4.6 Pregnancy and lactation

The safety of Lipiodol Ultrafluido during pregnancy has not been demonstrated. The
use of Lipiodol Ultrafluido during pregnancy causes iodine transfer which probably
interferes with the thyroid function of the foetus. Although this anomaly is transitory it
produces the potential risk of brain damage and permanent hypothyroidism, and
therefore requires supervision of thyroid function and careful medical monitoring of
the neonate.

Consequently, Lipiodol Ultrafluido must only be used in pregnancy if absolutely
necessary and under strict medical supervision.

Also Lipiodol Ultrafluido must not be used for hysterosalpingography when
pregnancy is suspected or confirmed (See Section 4.3).

Pharmacokinetic studies show significant excretion of iodine in breast milk following
intramuscular administration of Lipiodol Ultrafluido. lodine has been shown to pass
into the vascular bed via the digestive tract of breastfeeding infants and this could
interfere with their thyroid function. Consequently, if Lipiodol Ultrafluido is to be used
breastfeeding should be interrupted or the neonate’s thyroid function should be
checked more frequently.

4.7 Effects on ability to drive and use machines

Does not apply
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4.8 Undesirable effects

Undesirable effects and anaphylactic or shock type reactions to the drug have been
reported after the use of the product: nausea, vomiting, diffuse flushing, generalised
sensation of heat, headache, symptoms of rhinitis, laryngeal angioedema, fever,
sweating, asthenia, vertigo, pallor, dyspnoea, slight hypotension. Various types of
skin eruptions can occur. More serious reactions affecting the cardiovascular system
such as peripheral vasodilation, with marked hypotension, tachycardia, dyspnoea,
agitation, cyanosis with loss of consciousness can occur requiring emergency
treatment.

Lymphography An increase in temperature followed by fever with temperatures of 38
- 39°C may be observed during the 24 hours after the exam.

Relatively frequently LIPIODOL causes the formation of minute diffuse embolisms in
the pulmonary capillaries that are evident on radiology examination, this occurs
especially when the dose administered is high or inappropriate. These pulmonary
microembolisms are transitory and clinically silent. Complications caused by
cerebral, pulmonary or medullary embolisms are rare.

Hysterosalpingography Transitory fever reactions with temperatures between 37 -
38°C accompanied by pelvic pain are frequent. If there is latent infection episodes of
salpingitis or pelvic peritonitis have been reported after the exam. Granuloma type
tissue reactions are rare but could be serious during the exam as they produce a risk
of perforation.

Sialography A secondary inflammatory reaction can sometimes occur with functional
glandular paralysis which will disappear within 48 hours.

During the diagnosis of hepatic lesions an increase in temperature is frequently
encountered; other complications such as nausea, vomiting and diarrhoea are less
common.

RADIOLOGY INTERVENTIONS
During chemoembolisation most of the complications are not caused by the Lipiodol

Ultrafluido itself but are due to the chemotherapy drugs or the embolisation.
The most frequent complications of the embolisation treatment are fever, abdominal
pain, nausea, vomiting and transitory changes in liver function.

No undesirable effects directly related to the use of Lipiodol Ultrafluido have been
specifically described in embolisation procedures using surgical glue.

4.9 Overdose

Pulmonary, cardiovascular and central vein complications suggesting fatty
embolisms due to the Lipiodol Ultrafluido: these symptoms are proportional to the
dose of the drug given and depend on the pre-existing pulmonary condition of the
patient.
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5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Drug treatment category: non-water soluble radiological contrast medium — ATC
CODE: VO8SADO1

Lipiodol Ultrafluido is obtained by substituting the glyceride esterification of Lipiodol
with ethylic esterification. Due to its high iodine content Lipiodol Ultrafluido is opaque
to X rays, it does not combine with body fluids and its density allows radiology
investigations that are not possible with water soluble iodinated products in
hypertonic solution.

5.2 Pharmacokinetic properties

After intravenous injection Lipiodol Ultrafluido is transported by the blood to the liver
and lungs where the lipid droplets are rapidly broken down in the pulmonary alveoli,
in the spleen and in the adipose tissue.

The absorption rate of Lipiodol Ultrafluido by the different tissues and cavities varies
between a few days and some months or years depending on the injection method.
The rate is continuous and regular and iodine can be detected in the urine while a
opaque shadow persists on the X ray.

After selective intra-arterial injection the iodine will be mainly eliminated in the urine.
The iodated product is considerably more concentrated in tumours than in the
surrounding tissues, in particular in cases of liver carcinoma.

5.3 Preclinical safety data

The preclinical data have little relevance given the vast experience acquired by the
use in humans of the active ingredient contained in the drug product.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Lipiodol Ultrafluido does not contain excipients.

6.2 Incompatibilities

No incompatibilities have been reported.
6.3 Shelf life
3 years.

6.4 Special precautions for storage

Store the drug away from light.
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Do not use the drug after the date shown on the box and on the vial.

6.5 Nature and contents of container

Type | snap neck glass vials.
Box of 1 vial containing 10 mL.

6.6 Instructions for use and handling

Clean the syringe with ethyl ether just before use.

7. MARKETING AUTHORISATION HOLDER

Guerbet S.p.A.
Viale Brigata Bisagno 2
16129 Genova (ltaly)

8. MARKETING AUTHORISATION NUMBER

A.1.C. No. 023574027

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

A.l.C. Renewal date : 1-6-2000

10. DATE OF REVISION OF THE TEXT

22/12/2006

7/7



)TSFY 1.7 RERM&E—ER Page 1

SYTSFL BERSGERIZERE
CTD &£ 1 &f

1.7 FEERMR—ER

REFERREHRAZH



Be

1.7 BAERME—E

Page 2

I5FY

R [F)28h hn — Bk — 1

SUVTITF VI AATF AFvTv—

[FfEREZ G —RE—2 33— NMbr Rl F L= 27 v

(V77 ks mE. )

VAT TTF e



IYFSFY 1.7 AERSR—E Page 3
REE m—ER—1 SYTSFU DIREFY RFISY—. VRIS FY
—E S W75 CI)AEFY AFwTv— VAT TF
P (Miriplatin) (Zinostatin Stimalamer) (Cisplatin)
HR5E4 V7 TEIEN 70mg
A R HARERESE RS
TR © o =k
mﬂ El (7¥(HIL\FHHHLIJ)
R _
FHH
BT _
FHH
Hiii X453 BIE, FREEZE,
AT AR FE
A== HONANANANNNAN
Hii st 2o 1Y o
HSC/WMO :Z H
FIR - A8 | FESHA 70 mg
ZhRe - 2R | i ics T2 B4 RY
B—va




YITSFY

1.7 AER&SE—E

Page 4

—E
G2k

RYTITTF
(Miriplatin)

M- &

RUTFF 70 mg e AHIE
W3S mLIZEEm L. 1 H 1
BIAFEI RN IR A S iz
T=TNEVEST D, KA
ORI, JEE M IR
DARWLIERRTHKRTTDZ
L, =L, ER%E1[F6mL
(T VFF7F &1L T 120
mg) &35, £, BVIEL
B54 54 CIE, 4 BELLE
OBZEHEE B Z &,

[ - &I BE S 544

rorEE]

1.2 MY 7 F R o %R
MEOER LIZEE oM
K OV VRIS LT
VN,

2.4 D BRI F & R L
7o 56 DA M R OV Ak
TXHEST L TR,

3.X R T IRE IR AR
W7D ChOET OBYE
T52 &, [ THERILAR
TRl oHESHR)

i
If

AFNE, BEFRHoXET
T HEBRMRIZEBNT, BA
bS8 B OV 88 2 oeh 5
L JRETERE (R =2 ) —
NENFRE, T VA B BEE
WL, ~A 7 v BEEE PRIE
HTED IR ZEAR IR IS - IFEDRIL
FEARIRIE, ETRRRIES) 12
Py 72 Jnak - REBR 2 FF O AT
Db & T, ARFDEY) & A
SNDIEBNZDOBRERT 5 Z
&o Fo, WIRBARICIN D,

PIRGF AFwTv—
(Zinostatin Stimalamer)

VAT T T
(Cisplatin)



1.7 BERM&—ER

RYTITTF
(Miriplatin)

B 3T OFBITAHNER
WEBtEZ +o@l L, AE
ERTLEMTDI L,

(ROBHITITEEGE LW

&)

(1) ARHAl, fthoo A4 % & Te3RAl
it E — RRIEANC T
% R 7o 8 BUE o BEAE B
DD BE

Q) BEELHFRBREEREO® D
BE (RARE AR T —
FMed#chn, 33— K&
HBREDB M X FIRR
EEAZMEIELIBZR
NH5,]

(3) HER SITHEHRE LT 5 W]
RO H MmN (T,
PElR, RIS E~OHE G
DIEZHR)

(KOBETIFTHERE LW
LERJFHIE T 508, FricKE
LT G AICITERICE ST
L)
BE VULV EED 3 mg/dL
Pl o> B XX RFBREEE C
DEE Frezii+z
EnH B, )

fEH o

EE

1 EEEES (ROBEITITIE

HIcET52 L)

(1) BEEEDH 5 BE (BHEHE
MEFLTWBHDT, EIfE
HAnm<bobhdkz
nndHs,)

(2) ARHAl, fthod |4 % & Te3EAl
Ni¥ g — K REAN KT
ZBIE DBEEEE D & 5
BE ([T OHESHE)

B FIRBREBRODH 5 BH
(M=) OEZBM)

(4) miinE (TSl ~O&5 |

PIRGF AFwTv—
(Zinostatin Stimalamer)

VAT T T
(Cisplatin)



YITSFY

1.7 BERM&—ER

Page 6

— A RYTITTF
i) (Miriplatin)
DIESH]

(5) MR TH O NN
Xy ERB DL EBE URAF
BN v FENLT

FRLRRIC A L, I %
BIZK2EEREIEH%
EoTBEnrd5,]

(6) 1% TS 72 P9 IR
fEERE A & 2 B [Pk
DR SN TWBT2, K
F DG L 0 B HE L
DOMFAE T L, FFAL%
EoTBEnrd5,)

2. EHERIARMEE

(1) BT EAERHIZH
bbbz, BEDINEE
BB L, fREEI D
B 5 S Y 7 AL iE A 1T D
Z &,
FrEREREE N H Db b
ZENBBHDT, T
JFHSRERAE 21T O 22 &, &
FHOWREE B L.
BENRD LN HEIC
WEY) 2L AT D 2 &
3) AFIFGHZY 3 v 7 1L
AR T, BRIRER B 5o
LI EMBDHDOT, FE5H
KOV 5B 1R a0 8 22
BIATV, BE RO
DA A T ) A AL
EE{TH 2 &,

) & B AL LS~ D
WMAWKLEY, HERHE
L, MbEHmn, 8§ -+
FEIGES ., A ZE, MiifgigE
FZEAR, i A I 5530 JiE 5
B, FUMEENEZ DB
FNNRHDHDOT, TE5ITEE
LTIELL FORICEET
228, [ THIE- AR
REE#4 B A EOEE] @
THZ R

2

~

(4

~

PIRGF AFwTv—
(Zinostatin Stimalamer)

VAT T T
(Cisplatin)
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P (Miriplatin) (Zinostatin Stimalamer) (Cisplatin)
1) AANIHFEIR (EA T
AR, GAFENR, ARF
R, TAFEIRSE) W
BHICOBMEHT D
& Eo, EAMBIR
X0 FTREARBR D KA
bRETLHZE,
L. JEIS 0D S 3% i A
THREIR, 7 H Bk
ENFEARLAS T H 2 55
AL, F b DOREIM
EOMEETZ M
HL, ®ETHZ L,
BHICBE LT, A
D KB’ D W Je O
B+ B EIRN~0
A Z EDEET 5 & 51T
+oEE LT, AT —
TVERAL X #ER
TizhETorET 5
Z &,

2) PIlRAER & OF B2 AP
XU hDHDLBEIC
SR ARAR 7 Rl N B
Yy MEDFAET
T =T NVEFAL X
MER T ThET O
G452 &,
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— i S W75 VI)ABFy AFwTv— VAT TF
P (Miriplatin) (Zinostatin Stimalamer) (Cisplatin)

3. BIWEH
BRI 1T D 22 MR
g 113 Blo2plEEH

(FEPRIRA D B A B 25
o) RBDHLN, TeEWEH
VIFEEL 107 1) (94.7%) ., CRP
5103 61 912%) ., AfEER
82691 B (80.5%). NAG E
51-86 1] (76.1%) EThH -7z,

(R

(DEREIWER
1) JIFEEREE (5~10%)
A K & 5B %2 AST
(GOT). ALT (GPT)., b
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—E
G2k

RYTITTF
(Miriplatin)

3

) A

JLe, ALP, y-GTP Ok
545 P 5 RFHAERE 50

LD ZENHHDT,

BIEL ATV, B
R LIEAITIE, TE#Y)

TRRGEZEATO 2 &)
2) BYYE (1%AH)

JRYSIED S8 LT

GralcE

FE(L L CRbE - (19%0A%)

NHOLDONDZENHDHD
T, BEOEHREE
B L, BEPRO 6N
T aiZi, w7 e %
1795 2 &, AFIBGEZK
V%544 1 BRI
BBDHENDZ ENHDHD

T, PREBE A TINAT,

FEENDIBIED TR B, &

JHEDIMD B DL,
JERYAEI SRS DALE AT 9

&
— o

A (1%
SFHER (19041 S50

FHEHS D B Z L

WHHDT, BlEEz I
1T, BEPRD N
AT RAEZTTH =

&

QY DADFEINER

RO X9 TeRINERAS
BEITE, LEIEL, &%
HUEd % 70 EOREERLE 21T

T AT

2L,
10%24 | 10%AT | BHEEANHH
R YL e FRIHER | T
B A% MR
S
ATl |[AST(GOT) k- [k ILAP L5
(58 4%). HPT itV
IALT(GPT) |-
553 1%).
LDH 1
(49 6%). ifn.H
EULEY
R II(48 7%).
v -GTP k5
(39 8%). ifiL
TNT I
I (37 2%).
ALP |5
(26 5%). 7 =
B VIR
(18 6%)
75 A (15 3509 R . I
ES (10 6%) U, BEBAEN
iE.,  FEHR
VY [
ik arERERE S (A MERSE [~ k2
(80 5%) 1), |54, AFrhERY > i
UL oSERI (2. BLERTE
(42 5%). Iy, U > /SER
N 2 AFRRER]
(37 2%). 4F Hfisid | 4 d
RN EREZ NN
(37 2%). M ffbici 2
ERE
(29 2%). HLEK]
P 228 3%).

PIRGF AFwTv—
(Zinostatin Stimalamer)

VAT T T
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RYTITTF
(Miriplatin)

PAR NS
v IR R AE
(26 5%). 4]
W AR 2
(18 6%). 7 1
R

(17 7%). 1 1fn]
BRI

(16 8%), ~F
VA=R=2 )
(11 5%)

TR PN
i S

N

e U EF

VEAR T, 0]
ES Nt

k. )

V22 (D - gt [0, A, [V ~— B
(52 2%) , SRR AN B,

AR(32 7%). [ B A LI
M7 < A4, B
F—BHIN AR, 0
(16 8%). T~ il
(13 3%)

o

SRR
NS

&
S E FEEN94 7%) [P, i)Y

KN [“2, PEEE
(29 2%). Y
(27 4%)
13 55T IR (39 8%) (K IRJE FE 2%

)
WK% INAG E5- [BUN k5
(76 1%). 71 U
7 I, LY
A, TR
UL n—|REE ZIR
L5 DR
Etey

(37 2%). R
IVTTF=
VR

(31 9%). Jx
LT F=
e 2y

(28 3%). #AZE
SN2

(26 5%). ]
SRy

(17 7%). &
4 TR
(15 0%)

B35 ESZRRIAZN
HL5E, 2 5 P

Z O [CRP B [IRBEFE, A
(91 2%). [fkE A U >4y
(1523 9%) [WAREIR T
HbA, c #9001,
LB T 7
7 E
MLAE, ARG
i, fag, H

B

D) KR E CORA
WMENE L DBHET
3 MR E R E
7R Belgt% 5 TARFREE CREIM L7z, 2
[l B OB G-REL, AFERERE BN %
BHEOFGITEA U, BIMORE &K
FL7.
H2) KR E TORKRBICIBNT, 1ZEA

IRV, hFEEER
o b, 5%
L. FRCALE

L RBNAFN OB % R O - 1
T LARE T BAD B BT, (THE

TRIEAMEE ] OEEBMR)

PIRGF AFwTv—
(Zinostatin Stimalamer)

VAT T T
(Cisplatin)
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—E
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RYTITTF
(Miriplatin)

4. O
S TR, RIS AR
HE (EBEMERE. FFRERE. %
FERESE) METLTWA D
T, B G EE OB SRR
REST B EREDIREE
PR LN SEEICE
545z,

() S TERE L QD ATReRE
YY) S INIEEE A A AN
L, EWEER (T ) TR
WADOBITARE S LT
%, Fio, AFNTEEEES
35, [ZofhoiEE) o
)

Q) THET 2 AR H Hlim A
L TR RO el
% k% LW S A EAIC
DOHFESTHZ &, URAIE
5-10~14 » A% TH, Cmax
DFI1T%DIEF I U 75 5
CHRASRENRT SN
7=, THEYEIRE) OEBR)

Q) FHIM A G T HHEEITIL %
HzxzHIEEEDZ &, [EW
FEr (T v b)) THAHFA~D
BT S0, )

6. /NIEEA~OE -
IRHARERLE, BN, 2L,
SR NIk B2 e
VIR SFL TR, A
N

PIRGF AFwTv—
(Zinostatin Stimalamer)

VAT T T
(Cisplatin)



TSFY

1.7 BERM&—ER

Page 14

—E
G2k

RYTITTF
(Miriplatin)

7. A LR
(D)

DAFIOBRICHT->TiE, &K
FIRBR AR 2 2 &

IREIROFREUZ BT= > T,
I UTFFF 70 mg lIAFIS
IR 3.5 mL Nz 7=, E
Hiz (1L $—72
IREIRMS NS F TR
L<IRDIEE, AT BH
BN EAER LT
TERTHZL,

3) AL ORRBTR IR 72 7=
O, A T NERIZSE A
T IVBEZE > TR 2 T
/%, Do b LT
S ClE RN

DRI ARG L, A
TEERNT (1 RFRIZAIID) A
Ad9nz L,

Q)N

D)% OSBRI LIRSy %
EHL WA=, KU —
Rp— MO = HIEEOUERE:
Fa—TERFEHTLE, £
DRy XD L,
M OSERRIRA L, ZERURA
LEDTFREMAN G B O THEM %
WHTHZ &,

RV e =D T —T
o, JERTF 2 —T AR L
72356, FIEKICH S DEHP
(di-(2-ethylhexyl)phthalate : ~
A IR 2-TFJL~F L)L)
DRI AT DT
NHDHOT, DEHP Za$7p
WhHT—T ), T a—T
BEFERTAHZ L,

PIRGF AFwTv—
(Zinostatin Stimalamer)

VAT T T
(Cisplatin)
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8L DML

AFNL, MK DI85 754
IREERFHERRENTRD BT
%o Fio, EHEATH LY 71
HO12-U7 3 s aad
S N AV VIR FHC T RGN
AT Z LS ST
%6

NP
D —

TERAEA
ik -

PIJEEES
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RIERZIA—ER—2 A— ey VBB IFILIATIL

(zv 7> ReERL. I

o = ofb SRR 5L R T
e 2V 7T R I 4mL
ey K AR ER SRS
f};“‘a UL LD
Tk B
£ H
IR | A58 A BE SR
b7 FUMENB T F LT AT VICa U ERERES
s SHTEHLOT ERETHEE, IV (1:126.90)
36.0~41.0%% & e,
B 4mL
ZhEE -2 | X U T EEH 70mg OYRE A
AR | RV 7T7F 2 70mg ikt L, ARRE AT 3.5 mL
EMZHERT 5,
i AFNT, BRI o35 TE D EEMERIC
WT, DS ARSI K O | ?GLT%SHFI
WE (R & ) — VIEARE, T AR E
BEEWE, ~ A 7 o B ERE, AFEhARE R
1% - FFEIRM LSRR TE, UL (12
SR - IRBRAFFOERTO B & T, AAIH
@kﬂ%éhéﬁ%ﬁ@ﬁ&%#é:&oi
. IRIEBIIRICIET B BEUIZ OFRICH
MW&Oﬁ&W%+ TR L, RIBEZETHD
Ehid 5 Z &
e RoBEIC i&%uam &)
D) VT ITTFr, toAeEETIAIX
39— RREANC KT 2 EHE IR Mﬁ@ﬂﬁ
JEDH 5 BE
QEELRFREEROD D BE (KHILZa—F
k& chHy, 3 — REREOHIMZ I H
WIRREEE 2B S5 B8EZ N8 H D, )
Q)Y TR L CW A ATREME D & 5 I A
(MFts, PEld, RIS ~0&E) OES
i)
R AL = (Ko BEI ﬂ&%bﬁu\ LrFAlET D

DL FHOKRE L T HEAIIIEEICR ST D 2
&)
ME UL E MED 3mg/dL LA o BE T
BEE C 0BE A2t ZFZLid
%]

39— MM ViliEEE = F L= X 7 v
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4 T I — NMbs UfEig T F e X7 I — NMbs Ui F e X7

i Lo | 1 EERS ROBFIFEERIIEST528)
E (EEEDOH D EE (BEHREMET L TWDHDT,
BWERD R o dBEhndH 5, )

QR VTFTF v, MOAEEELIERITI— Nk
RN DugeE OO & 588 ([T
DIRESHE)

QFINFEEOH A EE (EET DOESHR)

@it (TElE A~ S OEBH)

O)MEEE CHBOVRIFNY v > MBHDHEE (R
U 7T F o R LTINS Y v R LT
IEFARR A L, /&R X 2 BRI
FRITBENDS D, ]

(6)IE R T B RIEEHED & 2 B (PR
MASEET SN TWD T8, I U FTF U AIGHE L
TAROBEEIZ X B G oMK T L, R
RERLITRBENDRH D, )

2. EEFARFE

DV T TF U ERRE UTROBEEIC X . FE
1ZEAERFICH SN DTI=, BEDIREE+
INTBIEE L, RO 5SS B AT D T
L,

Q2 VT TF BB UTROBEIC XY . FTHERE
FEENRDH DD Z EMHDHDT, TEHARNTHE
BEREAAT ) 70 &, BEOREEHTBigi L,
FE DR SN B IEY R LE 21T 2
&,

Q)N T T T U EIRE LTROF SRR 3 v 7
M T, BIRENDH S D 2 ENHDHDT,
PeGHL O GIEAI RO A+ ATV, 2
FHFD DTS NEE B AT = &,

@I VT TTFT B LT OBEIZ LY L
T DEMLIIA~DTEANIZ L Y, EEREFL, 1
(b, B - -+ fEREE, IR, ISEE,
e, RPN ES B, BREFRIESEANE
HERENNRHDHDT, FHIEEL TUILL T DI
HETDHZ L,

D) VT TF U ERRE TR (EAaTHE
MR, AIFEAR, 2Bk HHEIRE) NS
WCOIMERTHZ L, Fi=, EAFEIRE ]
BEZRRY R GIET D2 &, 12720, 5
OFARMED TEIREIR, /B EARETFERRCL
STHDHEETE, TN D ORERME DM ET
oL, #5952 &, HEITBL UL
AN KRBT~ S OVE -+ —FENFEIIRA A~
DOWANZEEET D X HoEEL T AT —




TSFY

1.7 BERM&—ER

Page 18

—fiAY
Gk

I — MM Uil = F L= X 7 v

TIVEFRAL XM N & o545 2
s

2) PANRAER & DERAZ: AP 2 v > F D@D HEEIT
BET 5512, Y PR VEIETH
T—TNEFAL, X BEH T OETOBE
THZ L,

3. BIWEH

FRATRER 01T 2 2 MEHIc S5 113 Blo2pilic
BIVER RARMRAEORELTEZET) D LI,
FE7eRIWERNIIEA 107 B (94.7%) . CRP _E5-103 i
012%) . AiEEREZ 91 1] (80.5%). NAG H-86
Bl (76.1%) & THoT=, GEGEHR

(HERARIWER
D [FsREREE  (5~10%)
S T TF U EIRE TR OB EEAIZ AST
(GOT), ALT (GPT), E'U/LEL ALP,
y-GTP D FHS5%1ES RSN S H b
NEZENHHOT, BEENATO, 2
HOFRD HNTEAITIE, WU E AT
ze,
2) RYYE (1%
RV T FFUENRE TR OREIZ XK 0 | K
YWEAMIZE LI A CEE b U CRmE (1%
i) BHBONDZENHDHDT, BED
EEIRREE NS L, BEISRD -
Al g s2175 2L, IV TTF
BN TR G B RO 1 ]
DB IHBSZBD BID Z EBHDHDT, #%
AR A0 TATV O, FEEADESED GRS HAL,
JRYSEDIKMGEN D DE AL, BIYEICRT 5
WEHITH Z &
3) BREE (19%Am)
RV TITFUERB UIDRORSIC XY i
HERIED (1% ZFOEBEITHIA & i
LT ENHDHOT, BEEIATO, B
D SN HA IO B 21T 5 =
L,
Q)yFDIOENWEH
WD X5 eEIWERDFED SIZEAICIE, MBS
U, BH5EH 270 EOmYIMuEE T Z L,

10%L4 F 10% A5 BEEE AR
JEYIE SRIHER 2% | B B 2%
MR IR SR
iThiE  |AST(GOT) Lk H-[IEK LAP L5
(584%) . ALT(GPT) HPT {4

453 1%). LDH #4
(49 6%), MY
S E BN 7%).

v -GTP 539 8%).

M7 V7 I

3 — M7 ViR = F L= X 7 v
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(372%). ALP L5

(26 5%), vEEY

JR(18 6%)

IR (10 6%) BAfR . . R

BEIE |
53]

HHE. 1

Wi [ Bk ER B8 % (80 5%)| A M ERAY Wi B %, [~ ~ b 7
1), U ooSERED [ PEk 2, HEkEA Y > M
(42 5%). /IR |V o BRI :
(37 2%). GFHPERIA | BRI | AR ER I
(372%). FHLERIA A f MRS S
(292%). HER# %
283%), 71 hrv
LS I
(26 5%). HFHEIEERY
%(18 6%). AR IMERTH

D17 7%). H i EkE
%(16 8%), ~E/ B
E A (11 5%)

% 2 ISR, I DRIEE A

SHAVPURE, K

MIELF
L
IR,

[IVEST N

s

LR [ - Man(522%). [RE%R. (R,
BRRRIR(32 7%), | PRk, I
h7 TP ang.
(16 8%). FH#i1(13 3%)| 18, H?
'A!||

DT

U R — P B
m

K
AR, D FEW,
TR, FFFPEMRE |

F

BEIE [FEEN94 T%)1E 2), 15
KB (Q292%), M
(27 4%)

T D Je%

B (I (39 8%) ENREIEPS

o

WRE [NAG 5(76 1%), 77 [BUN k5. ff 2 L
UK AN TN |TF=r R, RE
FRU UL, yu—i, HEREEE, 2R
IV O E iR R
(372%). Rz L7
F = EH(319%).
Rz L7 F =
(28 3%). FEHMK
(26 5%). HaE
M7 7%). JRPEA
BE(1S 0%)

W% ARLBE,

=
ZOfth |CRP E5H-(91 2%), i WM% i Y
B 523 9%) BT

Hb/\lCH’ﬁ)JD\ JiLLWH:
T, @7 UE=T M
i, AR, fadE

D) KR E TOBKRBRICB T, HEERERINEZ 1N DBET
WS, 5% 3 EMERE ChREMICEL, FHOLE R
5% 5 WRRRE TEE Lz, 2 [ HO#EGMT, FE
mwﬂ/m LEBREOES IR L, BEINMORE LR T L

1H2) KR *mmﬁ?w&ﬁ 12BN T,
L% T
FEAHY

| E R [N i [F 5 23
IHITHLJJ RO S, ([EE
i)

3 — M7 ViR = F L= X 7 v
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4. O
BN IR, —ARICAERRSRE (B RERERE. I
FERE. BHRRES) METLTVADT, &5
BEROEGHBICEET 2 EEBEORE
EBE LN OEREICRETHZ L,

5. U, PEhm. RHIREAORE.

(1) HHFSUTHR L QWD RTREED & D im N2 S-
LipnZ &, @Wsdk (> b)) T V795
CETRE UTROBEIC LY. S VT F Bk
BRI ORBIEA~OBA TS S Qns, Ei2,
U T TTUERE LT, Einett a5,

[ZOMDIER) OHESH)

Q) HRET B AMREEDOH Dl NITIL, 1B LR
DMEREE B[RS ST S AT A DA
52k, (RVTTF U LTS 10~
14 7 A% T, Cmax OF) 17%DIEH I Y 75
T U HBRASRE R ST, [SRYERE | O1R
)

Q@) U535, eSS
L, EWER (Tv ) TIVTIF U2 REL
THROBEEIZ LD, Y T TF AR
HITHA~DOBATIHE S T0D, )

6. /N~
AR, BrER, IR, S SUTNR
W DR eI SN TRV, (A
FRBRD 7200,

7. A LR
()R
DASREIIG LS V) 75 F B O
Do

DRI OFEUC T= > TE 2V 7 FF 2 T0mg
W6 USRI A 3.5 mL A 7=, BB (1
SLINID) 7B AMS D £ Cila
LRV, I DB 702 &
R LIz ECHETAZ &,

)RR DOIREI TR 272, A TV E R
SRS TNABEZZ o TR Z T T S8
%, Do Y LIEHE~NES T H T L,

AIREIR IR, SRR RN (1 IR
PN AT L,

SRR, VR AL "y BT IAT




I5FY

1.7 BERM&—ER

Page 21

—fiAY
Gk

I — MM Uil = F L= X 7 v

HDI, TUTNH Y NGRS ) —)VhE
THERL DI Y hTAHZENEE LY,
Q)fEHRF

DR OB XM 2 EH L Cnb T
W, AU B —HRF— MO ZHIERCERE
Fa—THEEERTH L. TOaRs Xy
DMBAR L, MR OSSR, ZEKURAZEDR]
e S DD THEHZRIT D Z &,
RV e = A BOBh T —T ), IERF 2—7
LA LI5E. FT#8AITH S5 DEHP
(di-(2-ethylhexyl)phthalate : 7 # /LB 2-TF /L
~RIOL) PREIEPIORN T DR END B D
DT, DEHP & F 72\ 7 —7 /L JERT = —
TEAERTHZ &,

8. TOMMDIEE
IUFSFURRE LIRS, ST S
B FERERFRENRD LN TS, £
. RV FTFroEtkTchL Y s en
12-CT7 I v rua~dHhroAaslE, v v A
IR TRBEEE AR T ERME S
T3,

IS0

TERRAE A

3 — M7 ViR = F L= X 7 v



01 DB

gboobooooobooboboboooooboonog
2003 4E X HAERR (55 1 k)

R B
874291
FFHRRE SRR R
S i A 0K |
s I~ — ) o, 1
T~ 7 ’IFE7O % B )
IITE LSRR -y J 7 gl mg e o % [
MIRIPLA’

FEATIR = SHASE I RLR

i) FER-EMISFE QLR AKX DT 2 L

(Bf)

AANE, BARHZ /I TE 2 BEEMFRICE VT,
D3 AAVEFIER 1 B OV s 1 b3 2 SR e i (R Bz )
87— WAEANEIL, 7 2 A MWENEEENEL. ~ A4 7 v ki
[, IFEIRZEREE TS - IR BRI A SR U
PERE) 1oy A - BB E RFOBERMIO b & T, ARA
DYEY L HM S N AREIcOREHT 2 L, £
WP B . B XX Z ORIEITH B 1E M OE
Wxto@H L, MEZHBThroHETH I L,

i

ER(ROFBEICIBELEWI &)

(AH, i 4% & LHEH I3 3 — FRIEANY
% W 7O E DB E D & % 18

(2)ER B8 20 HUIR IR B D & 2 HE A CA KR 13 32 —
MMeaycd b, 2 — FEIGEDRINIC X b BRI
EEZHES 282005 5,)

(BME:fi SIS HEAR L T 2 ATRENE D & 2 i A (T, 7
I, I ENDRG | DIHS )

FHZER(ROBECEFBRELBWIEZRANET S

P BICREELTIHERICITEEICRETS L)
VL E ViliAs 3mg/dLEA o> B IR Rk E FEC
DEFEIALZRITIENH S,)

AR - R

e ) 7 Z#7EH 70mg

" INATAHRIY T 5F070mg(2 ) 77 F Ky
BRI 71.65mgh] )

- MR | A~ RO BIUIR

WZHRE - 3R
FFRREIcE T3V EARYE—> 3y

WEE - AZ

) 77 F v 70mg & ARFINEE R 3. 5mLIC KB L, 1 H 1A
WFEIRNICIRAS N A T —F L E DG5S 3, KRR
Bk, TSI IR BRI L 7T T35 2 L, &

2L, EBRZ1B6mL(S Y 77 F & LTl20mg) & T %,

7 BDBRLIREST 285410, QEB EoBgm %

8L,

(A% - AEICEET 2EHALDEE]

1. %3 7 F v RS O FEReM 2 O L 25 B ORI R O%
AL TR,

2 D FUENEIEES A & OF U 22558 DB SIE R O 4Pk 3 Hfe s
LT,

3. XFE M M IR RRIC R 2 ECHETOBET 5 Z
& (THEERIANER OHS)

MERLDOER
LEERSE(ROBEICIIEEICKRSETSHI L)
(EFREE D & 2 e (FERELMET L Tw 3 0T, MIfEM L3R
(HobdBZNNH5,)
IAFH, Al 11462 ETHEH T 2 — FRIEHNN S 2385
KEDBHEIED & 2 B (M55 DHSH)

(@it (TS E OB L DR

GIE S THS L RIFNS v v b 23d 3 B RADITFN
Ty bR LU TIEFEMMRICHA L, M5 %I X 2 HiE
REEHZRZIB8ZN0H 5, ]

(BN & T & 2> 23 PUIRIE IS 4203 8 2 H g (PR 358 7
INTVB 7D, RFIOBLIC XY 5O MTAME T
L. IRzt dszhdrd 3, )
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fill + BEHE R 22) . 31.0 £6.4 % (84), 17.1+3.7% (5H1) 2B H
nzn,

. FFiERE
JFE A B SR 2 D IFEDIRIN IS 2 ) 775 F » & 20mg/mL %
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B | 62,000 22,000

2 (100n2120r?§mg) 172H
" k2 | 260,000 67,000
3. tBE{ERA
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R 62,000 22,000

2 (1005201111(%0%) 172H
) aRk2 | 260,000 67,000

3. HHEEH
ST, g B ics8 i a2mEim sy 77 F
th(ram%rgmrﬂmz;ng/mm@14{%@@;»&» TBWVT
b, YT F L I CYPIAATEE I & U S 72
%> 72 (in vitro) ,

MERRAAE

B AGABRBEOMEIILL TO L B h TH o722,

BIRIIMEES T,
g S | TE VP ofle
A e 26.5% (22/83)

i) B RE BRI R E I E D TE V (BEFERIR 100 9% 34

B AHDIL A

FNESHHE/NE100 %)

WEEhEEE

7 v FIFIICEAEL 72 7 v S F@ERAHI09A K OV e + IFEHELI-T 12
MLUT, 2V 775 2B LT, FFEIIRNEEE S X )
BRAFI 22 PSR 2 7% L 7239,

BEWHS ICEAT 2 EEFHAMR

—f&ss + 23— N il L S oL R 7o
Iodine addition products of the ethylesters of the fatty
acids obtained from poppyseed oil

A BH:romBEBIF VI AT TEREGIELLD
ERT B EE, 2 E(:126.90)36.0~41.0% %= &z,

PR R~ AEHO MR THh 5, 25 7 —(95).
CIFNI—FNANIFZaa kLA LRT S, KICKET
e\, AT X o TR k5B L 2 %,

KB 27~54 mm?%/s(20°C)

o o di 1.270~1.292

lﬂﬁ&b\J:OJii?a

vy M2 XD @ RED D 5, R~ 8 DT

HIUTHIRT ii.:u)

B3E

277 HEHRAML : 17 v 7L

3=

D RKHAERBIELR : 2V 77 F v OIFHIIEEF IC B 2%y

Bl fE (iU 25 TORH R k)
2) KAAMERBISRLRL © 2V 775 F > ORI TRH R U

3) Kishimoto, S., et al. : Biol. Pharm. Bull., 23: 344, 2000

4) Hanada. M., et al. : Cancer Chemother. Pharmacol., 64 : 473,
2009

5 Hanada. M., et al. :

Cancer Sci., 100: 189, 2009

BCEkEE R, ERICET 3 BEVWEbEE
FESCERICEEO-NE R > X LT TR 25
PNEENEY TS 37 S TN

T553-0001 KB 55 K& 1-5-51

\ LIbEHREYSY— |
=€ 0120-03-4389

RS,

BIERRTETT
KX FREEGASHT
AR RXEEET2-6-8

8T TILR

[(Glezdi
01 DC
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1. U ZZEEH 70mg IRITSCE (B) e 3
1.1 ZHHE « Zh I TN DB TEFRIL. oottt ettt 3
1.2 A « T BTN DFRTEFRIL. oot ettt 8
1.3 fHFH FDVEBE R O D FETERRIL oottt eeen 12

2. 2V 7T R AML TSI ST (B2) oo 17

2.1 ZheE - 2h 5. WL - HE, B EOEBEROZ O ERIL ..o, 17
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1. 2YTSEERATOMg FHAXE ()
1.1 ZhEE - MR RV E DRERAL

W3EE - SR
FrilREIcsITdEF FUE—Say

(EXEARHL)

AR DIRIEIX, & ORI AR +53 THAIVUIITFHIE ORI X 2 5L A0 L |
Fio, gz ER2licay br— L LG THRRREBEIC L AT THECIK TR AL
X, BEOLZ ATEBMEFRACHEENERER L LTRDLND Z &0 b IFRE Bk
L. HFR&EICHS ZEAmbNTWD, FAIMICITIRERITOE2IEE 4 B 5 L CHUEE
RO ENFEEZRIRSN TR Y | SVRRIREE. ARRPITRIE TR  BiE4 2
ENTERVWEBEN TACE DR ER->TVAHEEZLND (251.2(1) BIR),

x 1 AFIZH TSR ENEAREROERIES TR

e A " - 2 AR
R SEEIRR A B L LIz d)REE PRS0 5
ik B B EREE (%) O oh |
LA YL R Y 0/¢)
7%3?%/??%% 33.6% (5268/15681) 94.3%" Zg:i(ﬁc)
3L A AR Y 0/.¢)
7R?fm§fff€g’§a 31.2% (4890/15681) 82.2%9 B:g(ﬁ@
FEhIRIEReHETE (TACE) o o/ ) 55.1%9
“CE. CL 29.6% (4636/15681) 27.8% 21399

__])\I{?éiéiifiﬁéﬁg%g 4.9% (765/15681) 15.9% ™ -

%17 | (2002~2003 4F) 2EFFE TR B AL L Y a)Table54, b)Table88 D 5 5 HEDOEFE R L
DEIE . c)Table174, d)Table94 @ 5 & NEFBHEFR G M CR OEIEG ], e)Tablel77, )Tablel03 @ 95 5 5
PN AR AR CR DOFEIA |, g) Tablel85, h) Tablelll @ 5 & TR MR AT CR DEIA |

F#2.5.1-1 diEH

TACE DT CEIL CLIZE T F U AR VEOERYEIC L DEREINZ D725 CLIT
He Tl il 2 R AN < . @ WBUEE R R ME S 00 2 S, AFENIRO ME fEFIZ LV iE
WAL Y | BRI TEAEET 5 2 & TREE~ DO R A EBN K E < 7
HZENHLNTWD, (6> T, CEZEEL-HEOTHINDET AV v b (EFREED
L, ANRIMATIOFE, FTMEE~OR MR ORESIZE>T, CERTE
HDVTRET WA CL ARSI TWDH EEZBND (25124 &),

(1) FFEIRRM R UARMBEREEZERADOFHRERE T 280 (254 SR)
BITEAS 11 ARG PR EER 1 T BT & OF PEIT Ot o s g | 25t L, £7-.
BHIE 1 ARERERRBR CIx THFOIBRIN K O\ RHAY JR T i b Ah O I e R | 2kt &
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LT L7,

‘J77%/%5~%m&/m%%&i%w117w R L CITENIRNIR 545 2 &
WZ& D B I AERARER, RIS 1 ARERIREBR D TE V OFIE 134 %2 26.5% (22/83) .
6MM(WB)T%ORO

ROy EFABI O CI, $HI5E AR EEPRARBRIZ B\ CRVEE A OHEBRE O TEV OFIG 1
mme@%)f AAREEDPERE O TE V OEIS 25.9% (15/58) LRFRETHY, !
7T F I IEROMD T WA IZ B W T, #IENGHES T T <. BRICHT 51k
BICBWTCHAHTHL EEZ LN,

GRS 72 < B RIEISRE DS /N S WERHT ) O 15 TTARRRIREABR (23510 5 TEV OF|
Al 41.2% (21/51), RIS I AHEERRRER Tl 45.5% (5/11) TH V| [FIFRE OHUEE S H
NEHRIN, SVTTI9F NIRRT EEZ BT,

TACE TIFIEEEN % < . RAREBENPRKENWE TEV BHELIUIS WEB X HNDH D,
EGER AN S < | B RIS S K & WEM ) CIXR I AR CTEV L HE ST
PERFIL 32 B 1 FloATHY | THEE D7 < R RIBEBERS/ NS WER] 12T
TEV IZHE LU oTz, LMLARNG, TEIV OEIAIL 37.5% (12/32), — 2L EOfEE
723 TE V &HIE ST BRE OFIG1E 46.9% (15/32) , FHHEFERIL 49.6% ThH 72 Z & »»
5., —HOEEOEEERCIEE RO PEO LN TEY, AERICBNTHEI VT
T UL DHEEERITIO S B2 60T,

B NAHERRARER T, XV 7T F U EHRED TE V OFIA1526.5% (22/83) [95%(548E
XM :17.4—373%), ¥/ AZTF> AF<T7~v—EEEIT 17.9% (7/39) [95%(FHEXM :
75-33.5%] CRRECTH Y, RN D7 RRIEBEI/N S WER |, TS %
<V BAREBENRKEVEH] IZBWTHRBEDER GO, SV T TFUIIY /A
2Fv AFwTv—ELBERVHIEESRERE TS EE XD,

PALE XY o JFOIBRMT K O R JE T IS4 O P B 1ot 72 I 79 F oo
HRIMENED BT,

& 2 TEVOIE (HEABEEENRIIEELE)

- N ENCE SRS TEVOEIS (%)
23 P N F XY BN o me
\ % 11 Il I NE [95%f #E X[#]]
. 265
Y755 20 mg/mL 83 22 21 12 7 17 4
. 174 — 373
AR B L — ]
;;Tffi ImgmL | 39 7 14 4 100 1 3
ME [ 75 — 335 ]

#2549 ¥R

(2) CLIZEWAHAAFIE LTOERMY (2542 (2)3H8)
Fhii L7- R BRIT. TACE OXREHBEEZ I RICFE M LT-, 2D, %% I
MR RBRICB T, TERICIVIFPHERTO U A7 MHEICEm N EBEZ bR HE
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M1 OfESE R R Lz, T OfER, HEEAmEEICH D X Child-Pugh 435 B O #5xR
FIZBT LIV T TF &GO TE V OFIGIE 26.1% (12/46) ToH VD | &GS —HEND
Child-Pugh 7338 A OHERFE & RIFEE OHUEE R AR Lz,

Fio, EELBIMEZ #P640, 1.13-01 ZH) TOEAEE x| HHIE 1 AHERKRRER
(AL AT BT R I LT A SRR R R O TRBR AR AT TEEkIF A1 C CE 23
TENLWERE ] THOTNENEZTHE LT,

BN 11 AR ER IR ERER O A 2t R OV M DT S G4 122 5] (R U 77 F e 5.4% 83
B, ) ALF L AFvT—EGHE396]) SHICOWTIHA LRER, [CE BMEES
NDHPERE | LIS OWERE (CL OXMRTH - I8RE) 123961 (V77 F 5827
B, I AETF L AFvITv—EERE12H]) Thoto,

CL DML THoT=EMIL. CE OXGTH > BN U CHERO 5 EERAL DN A Y
B, BSOS\ SRS . B RIS 20 mm BA T O#ER#E . Child-Pugh 2348 B D #ER
FENL L BT, #XIRENRD & &5 LR i3 2o 7o, E72. CL Oxt
RCTH o BN ONERO AL 35.9% 28— 3 5T, ST HRE 15.4%, 4 HLLE
DEHEN 33.3% T - 7=, FHERER 7128V TiX, Child-Pugh 7358 A 7% 59.0%. B 7% 41.0%
ThO., F 17 FeEFREETREEPRERE ORI TS CL 25 LB EIcE E
TV,

CL OXMGTHST-HEMD TE VOEIGIE. I VT T7F BN 222% (6/27) [95%(F
FEXM : 8.6—423%]), ¥/ AXF v AF~T7~—FGRHEN 83% (1/12) [95%(EHE XM :
02—38.5%] Th-o7z, £72. CE DR THHTHEMD TE V OEIFIX, SV T T7F &
HREN 28.6% (16/56) [95%IFHEXM : 17.3—422%]), ¥/ AXTF v AF~T~—FR5H
3 22.2% (6/27) [95%(EHEHXH : 8.6—42.3%] ThH o7z,

WEEVT NG CL O R TH - T2HEM & CE DRHTH - 28D TEV OEEGITRKE 72
FEITRRD e o7,

MEEE DN D70 < . RIS/ NS WER - (118 5 em K, 28 3ecm LT, 3 2 cm
LIF)) iZ2W T, CL OB THSTENICBIT LIV 7 I7F U FH 58O TE V OFIEIX
46.2% (6/13) THY, CEDHRRTHATEMIIB T LIV I I7F VKHRED TEV OFIG
1%39.5% (15/38) & RERAHEIT RN >T2,

MESHE 2 < . BRIEFRENRE WER (185 em 2L B, 28 3 cm &, 3 {# 2 cm #,
4 HELE) | 122V T, CL DX THT2EMH. CE DKL TH T WNTHIZBN TS, —
ERONEE D 5E R H 5\ NI NEE B O 358D H iz,

PUEXY, CLOMGTHSTZEHICKH L, SV T ITTFUDRERRITIOILDOEEZDL
iz,

(3) REMNELH
RV T TFoOREMET, B FEERRER, mi#E 1 AHERRFER, B 11 AHER PR Ak
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e Ofe B 3B B W TIRBRIE N B - v, 23D, TR & 72 o To R & e MR fRAT
XEER & L TRt &1 T o 72,

FTRTOWREICEWERAN R ONTEY , 4 RERAFHT 20 HILLEIZHRE L oRHES
D 60%LA EThh - - A EEGT 1388 94.7% (107/113), TCRP #4011 93.8% (106/113)
NAG 59N 87.4% (97/111), TAFREERE 4y RGN 85.8% (97/113), [V 1/ ERE 73 3
D) 78.8% (89/113), TAST (GOT) HiMN| 65.5% (74/113), [LDH ] 64.6% (73/113),
[ALT (GPT) #3901 62.8% (71/113) ToHh-o7= (£ 2.55-1 BH),

B TAHBEERRRICBN T, SV FT7F o HRERETIE, 1 B E&EEHICkEELT2[EAE
GBI L — R 1 UL ET20% EH D0 E 7 L— R 3 LLET 10%LL B3 EEIA A HN L
AERESR T/, TAST (GOT) #4001, TALT (GPT) #4hn), Mfnsfe v e s, Iy
—GTP N, TERRED ] KO TR | OBEEIEIE, 7L— R 1 LT 20%
Utk 0NEZ7L— R 3L ET10% Bl Lz, —FH, Y2 A% F o AFvT~v—H
HRECIE TGS ). (S, THERE /2 REM), TALP #n) &K TAST (GOT)
) ORBEIAIX, 2 BHEGZIZZL— R 1L ET20% U EHDWNE T L—R3LET
10%LL B3N L, 7' L— R 1 BLET 20%Lh Ed D0 E 7 L— K 3 LLET 10%2L ERBES
WA LI ERERII o7, HEEZGOEERAEFRORBEIS L, IV TI7F
B HRE 10.8% (9/83, AELIZO B 14, ¥/ AZF x%v?v—&5ﬁ7waww
X9 B 16 T, BEERICLLTIOERITII N FIF o8G5 72% (6/83).

AL T x%v?v—&ﬁﬁum%(Mw)f%oko:)77%/%ﬁ®ﬁ%$%kb
THERERER OB E #e 5- 8 HHURBORBANRH Y | £z, BREEORIUI 1o b DD
AR I BT D R R EE]EII ) 7T F RGBS E o T2, WP B T
Jas DIRIFICB W T REREL R b 0TI W B bz, —J7, BEEMICBT
LHIFEAROMEREILX, ¥/ AZTF Yy AFvTv—REFEORIT 484% (15/31) THEL

L7z £, HBEZROAEEFERIL, V) RAFF L AF~T7~—RKGHORC TJHEE
FE). TREEPRRR) - TRFZEME) . THF R4 - THEAERAE ) 2345 1 BIlCRBLL . EIfiEREE &
DUV T Th o7z, FILEROKREEREFTLEEH TH S [y —GTP . TALP #n)
REZONWTIR, VI AFTF L ZAFvIv—EREFIZBWTREARIE S BEREG
MMEDS T, ZNHDZENG, V) RAEF L AF< T~ — IR BEE 4 5 7R a] iy
BRAFEEROFBBY A7 NEN EDNRBINTZ, MATTF7 4 7% —CHETLH
EELOBRBIIMF & BTN DD, V) AEF AFT~—EXT T 747

/—%ﬁ®%Aﬂ&D 2T aA ROTHifkG O FEMEG B @72,

WET DL, BREZEVIETHRETHIMIEICBWT, Bt Ly 2a2Fr R
?7?7—®k%ﬁ%%kﬁofwé%%%’ih%@zém£5 EORBUII) T TF

IO LT, o, TRICEREL 52 5 RAIMRFILER~OFEIII Y 7T
FrDHFWYINZ Enn, SVTTFUDOEFNEETHENRT WA THDL B 6N
77
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4) £&H

BB BRI FTRIEIL TACE L0 PSRN E N LD, 2D OIREIE T
BIEMNED 72V AIC TACE R EfiSNTWDH EEZHND (25.12(1) &), it-> T,
2hie « VRO R T TFEIBRIN S DM ORIRHNRE N L T E 2 a ] Litdi Lz,
TACE OHF T, CEIL CLIZE 7T v AR VHEOERYEIZ L 5% EMZ 5729 CLIZ
P Tl gh 1A m < . MW BUEE 2RSS S v 5 Kk, FFEIIRO A& fEFIC L 0 G
FIMES DY | MR TS RET D 2 & PIREE~O R AW EBEN K E <
LHZENMLENTWD, (- T, CEZEELZHEOTHEINET AV v b (IWEEED
B, RIMATIE OFE, FTEE~O R M) ORESIZE>T, CERTE 2
HDLWVILHET WA CLAE SN TV D EEZLNRD (2512@) &), L EXD,
[ZhEe - AU BET 26 EoEE ) (& THUHEMEEIK L 2L 7 F ki O R
ROV FBIIREREIENFER TE 55513, ChODOIREEBETL L, Lit#id 5
ZrE L, HIC, ABNCERDE O LIEEEER 2N Enh . TRBIC S ALY 75
RIS ORI & OFH LT B ORI IE R L AMEIEREL L TV e | SRt b2 & &
L7z,

mE, BRE - DRFIIFEEOBBETER L,
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1.2 FHiE - AERVZTOERTERL

A% - AE

VT TF 70 mg A AFIRRE N 3.5 mLIZRE L, 1 B 1 EIFEIRNICEEA ST
—T KV EET D, AFIOFGIX, LA R TSM LRR TRT 5 2 &,
722 L, ERZ1E6mL (RYVFI7F 0 LT120mg) 295, £/, MORKLEET S
AT, 4 HELL BRI 2B Z L,

(EXEARHL)
MEROHE () 135 1 FRERIRERER & Okfe i 55Uk, AiTHAES 11 FRERIREER, 25
I FHERRBR O IS LSV TRRIE Lz, 7238, TS - ESIIHEEORE CAT LT,
PFIC (1) BERREORE, (2) HH5REOHKE. (3) HEHREOREDIETFLH L
7= (2734 281),

(1) BERREDETE

AFN T E OFFIRNR G- 2 WIGOKEEREF O TR I G- & 135872 0 | WMEIREIR 2
FFEOIR & 0 BB R AT ) TG U, IES IS (SRR Feiis L 7- RS TR T3 5720,
PR EIIEEORE &, MATERE., BT —T L OAE, FFREEORE ZBE L TEBIC
RIE S D, - T, 5B TR SIRIRE A ZE T2 HIEC L BRRKITFAELHEE
L7z, FIENRE 2T T M X D EMERBRICE Y 6 mg/mL L% & L. Fibonacci DA EIC
> CRIVEFA ORRE %2 B2 285 12 mg/mL, 20 mg/mL (ZHEE L, A& = — N7 > migh
it =T LT AT )L ~DOIGE FTRE /2 e KIRFE A 20 mg/mL CTH D Z &0 D, IR GIRIEE %
20 mg/mL & L7z, 6 mg/mL &% OF 12 mg/mL Tid4 3 BIOEERE 2 G- Shv, L8t LR
RO & 72 DRIEAIZZ2 < 20 mg/mL (& L7=, 20 mg/mL Tl 3 B0 G- 05& T L7- B
T, 1BNZ 1 7 v— ROEEZED 7 L— R 3 DI/ MBI 23780 Hiv, 3 FloBINA M
HLlpolo, BINT 2 FICHEEINTRRT, 70— R 2 DL EORIEHZRRER L - B
XS BIF3BlE7eotz, HETHLBEMLT6HET IS, BINTH1H371L—R2L
FORWERZRBLT 2548121, KIFAREIT 20 mg/mL (B 5 E ER 6 mL) EH#EE T
BN, AN ORI TTHE/ IR 1K 20 mg/mL THH Z E2BERTDH L. 6 6l H O G HE R
(B8 &9 T FAER AR RRBR O HELE A 03 20 mg/mL (RGEE FR 6 mL) & 725729, 64
HO®GI1IATHT, MKTFAEIL 20 mg/mL LI b (57 E EIR 6 mL) & H#EE L=,

ARHN O T RE 72 e RIRFEDY 20 mg/mL CTH D Z Linh ., AAIOHELER 5 E T 20
mg/mL & U, RIS 1A IRRRER, 23055 1 A0 RSB [ OVl e 5aklip & S20E L, AP
s DIEHR b, el TR E R REAIERD bk o,

PLE &0 KA OFGHEIRE T 20 mg/mL & 5% E L7z,
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(2) BEREDHE

TACE TiX, (DR LIZE B0 EEREFIEREORE &, mMATERE, T —T L ONLE,
FTPEE DR 2 %2 U CREBNIIE S LD, > TARIOR G EOBRFNIEIZZ 2D
BLEINBITo T2,

I — Rt VAR = T L= AT Vi, 1980 HEACHT T AFHIREE ~ O BIRIHE %2 7R
T ENIRIA, B AKIZ R LTI OTRIRICH WO NLD L2122 b BIfETIX
AR (2% 5 E2RIRIRD — D L o TN D, — RIS, EWHIENR 25D 201
TSI 2 — NMbs SHIENEE = F L X T L NERET D DI ik R AR T DS E
N DH— T, BEAMEE IR L2 AT TRER A IE R T I b H 0, Iz
TREHGIIFROIFEROEEL S S L, PRICEEELZ 525 ZERMLATH
Do EDTH, BEFEORE SRMATEEA RO L, 33— NMesr VBB F L= 27
SV OO B IR 5 2 S Ko IR~ 3 — N BN = T L = R T
NOTMNITEDILTRET HRELINTWVD, CLICHWDEAIE L CTHE—A&R I T
LY AGF AF~Tw—0O% HBKRRBRICB O TR, 16 #if 1 FlIZ & o 7=
DE A+ ZHEBBIRICEREA A L2 Z Si2 L0, FTRBEESEBLL T\ 5, 6 1 FHEE
RRBRICIB WL, 177 Bl @i A X 2 E B 2 RIER I, IRFERN 2 B, Hi&E
T OV AMEE R 1 Bl el S hTun b,

INHOZEMND, CLIZBWT, ZRMEOBLED D IFFEE H 2 WITIFIR A O lifids 2 3
WAV T 2 fEMEEEBE L, HHREINERRRICIMZ 2 LERS D LB X T, H—
DEBIETHDHY ) AZF Ly AF<Tv—IZOWTERENZ [1H 6 mL] THALE,
R CHEHT 25 ECHEERRELE LTI THY, o, BeiconThilERI LT
HEEZ, RV T TF O THERRBRICBO X, F5EED LRE T E 6mL) &%
E LT,

5l & foe & FEf U 7= A8 1 ARESIRERER, 2158 1 AH BRIREER & Ok & H-RIZ 3 T
b LZEMEOBLE DGR ED FIRE 1 E 6 mL IZHE L, BB Z I L7-F5 5. 120
INRAE~DIRANZ LD EBON D EEFZORI L 2L, oA RERRED biviz,

PLEEXY  1EYE2Y o5 ED FREZ 6 mL & 5E LT,

(3) ‘5D EET

VT T F ORI AR ERREER A O 155 T FHERAGRBRIC WV T, 1 [ B &G4
ICRPARF4rTh 5G| BB 5% 4 LR 12 HEANO TE 57207 I 2 B H
B G2ATHOHE E LT e, AT 1A ERIR SRS % OV 125 1 FHERIRERBR D 2 3IRE& ~ 12
DWW, 2 [l GH O GREIFE2S 70 B LLETH - 72 9803# 1% 63.6% (7/11), 55.4% (31/56)
THY ., FEUENTO U ETH - (274121 B8),

BEEOBLENSIX, —EROICEREENE SN D F TIHIEEORISOEBE OREND
ZA I T %FD TACE VIR LITH 2 & EEEAHER L72 R CF TACE & JifT
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THZENHREINTEY, TEVRELNDE T, 720 BEREKOERNA+4ThHho
TR o DB ITITMR VIR LIRS E2THONER S DL LEZ DD,
LZAMICEALTE, — BRI TELRTAERFRROMBIELZGF> THRETXETH D, 2
U7 F NN TEREMIE 70 HLLEIZHART 56 B AWM T 20%LL ERBEIG OED -T2
AEFREZR 3ITRL, WThOAESEZL 7 L— N3 U LORIIT o7,

£ 3 2ERSHORERER 2EERERATERERIEG QHREEH)

E Al
P A HoAkzE <56H 56= <70H 70=
1565 B A C — DUCTE & PN 14 /715 (C933%) J10 / 14 C 714%) |27 /38 ( 711%)
HLER & 0 BN 9 /15 C 600%) | 6 / 14 ( 429%) |15 /7 38 ( 395%)
R 7 V7 F = 7 /15 ( 467%) | 4 / 14 ( 286%) | 9 /38 ( 237%)
IR IEER E 4y 7 /15 ( 467%) | 4 / 14 ( 286%) | 6 7/ 38 ( 158%)
GNP 6 /15 ( 400%) | 2 /14 ( 143%) | 4 / 38 ( 105%)
i 7 v — /L 5 /715 ( 333%) 1 /714 C 71%) | 2 738 ( 53%)

# 2747.14-1 L0, 170 B k) XV 156 ARG (ZHRBEIE M 20% L, EEm <, 156 BLLE 70 B &)
XV 56 BRG] ORBEIEGNE N EHERE SR
#2.7.3.4-1 EE#

AT ER 11 AR PR AR M OVM% B2 T ARER PR ARBR O 2 SMBRAFHC W T ER A HEHFRO KL
NHEEFE TOWMEZE 4 1R Lz, BELGEIEE TOHIFOFRAED 50 H 22 72D
X, THFERER Ay (51.0 H) . Ty —GTP 8941y (54.0 H) . AimEkEEL ) (56.0 H) .
NAG #3850 (57.5 B). TarhEkEasd ) (67.0 H) Thoiz,
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x4 ILAEFROXRGRHME QHEREE)

FR7LV—F
BRs L— R S S S AEEGHEIE TO A BENLEET S ETOAK

NN I EE B N B R N B R N N B A R A R

50[ 29] 20[ 1] O] © 1 10 3 0 00 80] 50 T T0 20 30 30

331 26] 7| o] o] © 1 10 2 0 50 32|33 2 50 120 150 51

331 29 4] o] o] o 1 10 2 0 20 51|32 2 35 65| 135 68

43| 28] 15| o] o] o 1 10 2 0 00 5143 0 10 30 60 119
e 94l 18] 72| 4] o] o0 1 20 3 0 10 17] 93 1 70 150 200 90
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2. 2YTSRABBRARK ML FAXE ()
21 ke
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4) R ITH R L R I TESNT (1 REEL
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1. JAN

SRR 1746 H 23 BT SEARAEIRE 0623001 5 FEBHRE WA [EHENO—K
M FRIZ DOV T GEED) | 12T JAN IZULE S vz,

AAR%L : S UTFTF K

—h

% 44 @ Miriplatin Hydrate

2. INN
[EER 4 INN) 1, UTFTOERD THD,
miriplatin : WHO Drug Information, Vol. 16, No.1, 2002, Recommended INN: List 47
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manifaxinum
manifaxine

manifaxine

manifaxina

miglustatum
miglustat

miglustat

miglustat

miriplatinum
miriplatin

miriplatine

miriplatino

(2S,3S,5R) 2 (3,5 difluorophenyl) 3,5 dimethylmorpholin 2 ol
antidepressant

(2S,3S,5R) 2 (3,5 difluorophényl) 3,5 diméthylmorpholin 2 ol
antidépresseur

(2S,3S,5R) 2 (3,5 difluorofenil) 3,5 dimetilmorfolin 2 ol
antidepresivo

C,H,FNO, 135306 39 7
o) -H
HO,
F NH
H CH,4
F

(2R,3R,4R,5S) 1 butyl 2 (hydroxymethyl)piperidine 3,4,5 triol
glucosyltransferase inhibitor

(2R,3R,4R,5S) 1 butyl 2 (hydroxyméthyl)pipéridine 3,4,5 triol
inhibiteur de la glucosyltransférase

(2R,3R,4R,5S) 1 buitil 2 (hidroximetil)piperidina 3,4,5 triol
inhibidor de la glucosil transferasa

C,,H;NO, 72599 27 0

10 21

(SP 4 2) [(1R,2R) cyclohexane 1,2 diamine N,N’]=
bis(tetradecanoato O)platinum
antineoplastic

(SP 4 2) [(1R,2R) cyclohexane 1,2 diamine N,N’]=
bis(tétradécanoato O)platine
antinéoplasique

(SP 4 2) [(1R,2R) ciclohexano 1,2 diamina N,N’]=
bis(tetradecanoato O)platino
antineoplasico

116
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mirostipenum
mirostipen

mirostipen

mirostipeno

mureletecanum
mureletecan

murélétécan

mureletecan

C, HN,O,Pt 141977 79 9

34" 68’ 274

HsC o
W Hy H
SN /N"‘
/P\
O N"

/\/\/\/\/\M H2 H
HaC o

[23 methionine]lhuman myeloid progenitor inhibitory factor 1 (23 99) peptide
myeloprotectant

[23 méthionine]facteur 1 d’inhibition du précurseur myéloide humain
(23 99) peptide
protecteur des cellules hématopoiétiques

[23 metionina] (23 99) péptido del factor 1 de inhibicién del progenitor
mieloide humano
mieloprotector

CoHs N, .0, 55, 244130 01 6

380" 614" 112711379

MDRFHATS AD?CISYTPR

|
SIPCSLLESY FETNSECSKP GVIFLTKKGR RFCANPSDKQ
VOQVCMRMLKL DTRIKTRKN

poly[[N (2 hydroxypropyl)methacrylamide] co [camptothecin ester with
N [6 (2 methacrylamidoacetamido)hexanoyl]glycine] co [N [[(2
hydroxypropyl)carbamoyl]methyljmethacrylamide]]

antineoplastic

copolymére de N [(2RS) 2 hydroxypropyl] 2 méthylpropénamide, de

N [2 [[6 [[2 [[(4S) 4 éthyl 3,14 dioxo 3,4,12,14 tétrahydro

1H pyrano[3’,4’:6,7]indolizino[1,2 b]quinoléin 4 ylloxy] 2 oxoéthyl]amino]
6 oxohexyllamino] 2 oxoéthyl] 2 méthylpropénamide et de N [2 [[(2RS)
2 hydroxypropyllamino] 2 oxoéthyl] 2 méthylpropénamide
antinéoplasique

poli[[N (2 hidroxipropil)metacrilamida] co [ éster de camptotecina con
N [6 (2 metacrilamidoacetamido)hexanoil]glicina] co [N [[(2
hidroxipropil)carbamoillmetiljmetacrilamida]]

antineoplasico

117
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miglustatum
miglustat

miglustat

miglustat

miriplatinum
miriplatin

miriplatine

miriplatino

Cﬂ2H15F2N02
CHj
o) -H
HO
F NH
H CHy
F

(2R,3R,4R,5S) 1 butyl 2 (hydroxymethyl)piperidine 3,4,5 triol
(2R,3R,4R,5S) 1 butyl 2 (hydroxyméthyl)pipéridine 3,4,5 triol

(2R,3R,4R,5S) 1 butil 2 (hidroximetil)piperidina 3,4,5 triol

CH,NO,

10" 21

(SP 4 2) [(1R,2R) cyclohexane 1,2 diamine N,N’]=
bis(tetradecanoato O)platinum

(SP 4 2) [(1R,2R) cyclohexane 1,2 diamine N,N’]=
bis(tétradécanoato O)platine

(SP 4 2) [(1R,2R) ciclohexano 1,2 diamina N,N’]=
bis(tetradecanoato O)platino

C,HN,OPt

34 68

HsC o)
M\/WY H2 H
[e) N-..
N/
el D
O N™"

/\/\/\/\/M He H
H3C (0]

99



FAX

EfPE o {FRBUEEH)
FEFEER

N

ERAERL SRR A
DS A

iS5t from Fitesm
I

FAXE%5: +81-3-3506-2440

it 3 (RR—TEED)

EES: +81-3-3506-9431

E-mail: || mda.go.jp

8+ /E2ol

Ha: EXRAMTEMGETERROGE urx

22T
Oz O Z8EFET

A 2w a0

OZEECEsy OZEEREEND

® HIRERIA -

Eruse NN =

HEENE - ThhF L -EEREHEPREOESHE S EES U TEEEY,
CTFBALZAGESNIE, BEE. FAX VL Email ST OERBC XS BELELET,
£1-. BEASHAEAE. 2B8RURICBOLEEEFET LS BEL\LET,

EHLIBRELVEBLET,

I TBCEABERAERBRESHEE

seeEnisz L N



Zri =5 W E
ERBEK Rt @

& ERih— AR FRE HFRIZ OV T

BEHEVEROH D FLETRMBIRIRESHEIIOVWT, EER—BRHELH (JA
N) ICNET 2ICHz) . TRFEBOEELZITVWETOCERLK LTI,
yzgEpEicon T, xEEsbE, T = ME o OBgES<,
BRENHLET, HIAETREESPRWGEICE. TRENEZLDE LT, JANEED
FHREETVETOT, CTHEVET,

it
Rt E 4 VST F KT
' Miriplatin Hydrate
BHA - o =15 R
xxEE 16-2-B6
EBRNA
1) {LFL I TROEBY ET S,

(4]
(SP-4-2)-[(1 R2R)-Cyclohexane-1,2-diamine- N Nbis(tetradecanoato- O)
platinum monohydrate

[BA4]
(SP4-2-[QR2R)-> 7 a~FH1-12-TF I - NNEX

F 27077 F-OBE —Kinw

2) BERIITRDOEBY T 5,

HiC @)
\/\/\/\/\/\/Y H, H
o N-
- H,0
i

/

o \N

W Ha H
HiC O

3) CASEFIITRLOMEY &7 5,
CAS-No. 250159-48-9



s
e - IS ATECEE A JE B S E R A S
seganikies NG

TEL: 03 - 3506 — 9431 FAX: 03 - 3506 — 9440



EEEEE 0623001 &
TRk 1768238

BHENREEEER (B B B

BEARBEEESLRHEEEHERE

EIE R D—REIBFFTOWT (BH)

G, BEH—BOAHGLOPBEIIBHOSV ELEMEICSEFE LT,
Bl —RAATHEZHR1IROR 2D LBV EDELEDOT, HTHD L,
B 5 i R A LR E

BlE 1 BE¥ERAHBEMBEEIBOTERESLZ T AN
(J=77L. &%, INNEOESNSELNSEREEDHIWE)

P 2 ARRE L IRBEEEEIC W T r — INNXL I SOEHEE LTER
ENELOTH- T, BERRLAFHEMBHRICBWT ] AN
BHEEENEHD



BFEE © 16-2-B4
JAN (BA&RZ) : Z3F=7 N ABE K
J AN (324) : Lapatinib Tosilate Hydrate

BEES : 16-2-B5
JAN (B&4%L) ST =T NIUOVERE
JAN (34) : Sorafenib Tosilate

H H
N N

] I
cl o X “CHy

BeFREE . 16-2-B6
JAN (BARAZ) 3 D)T7F K
JAN (¥E4) : Miriplatin Hydrate

SO3H
2 /@l ‘H20
HaC

80zH



YTSFY 110 EE-BIEZDEEEEERDELED Page 1

TVTSFy HERFGEAERE
CTD % 1 &8

110 BE - BIEZHDETEEEHDELED

REBRERHEERARH



UTSFY

110 BER-BIRFDIEEEEEHDOETLD

SE - BIRFOEEETEEHOFTLYD

;jzg ' (SP-4-2)-[(1R2R)-> 7 . ~XH - 12-VT I V-NNEA(T b FFH ) T h-0)A4& —Kind
H3CW\/\/\/\/YO
oL/
g N -H,O
Hscwmo
ZhEE - E |2V A RV EB—v g v
2UTTF 70 mg HAFIRE AR 3.5 mL BB L, 1B 1 EFERNICIRA S0 7
‘ —TNEVEE5T 5, REOEL L, EELEICEBEALEMH LR TR TT22E, &
ME - M 720, EREz1E6mL (SYFFF L LTI120mg) &35, 72, M0RLZGTIHE
Wi, 4 HELL EoBIEM#Z < 2 &,
EER=40) JRAA - BI%E
R BUH RIS, AT E
i fR44 B Y
RS JFK . S U T TR
/S h: BA 2 U TEER 7T0mg (134 7 AHI Y FTF 2 Tomg &F)
A [2tERtE])
Sl AR HENE O B oE £
Ty b ® KT L : >50 mg/kg
= . o : 260 mg/kg, 2 : 320 mg/kg
77 b AR (LDsp i & : 266 mg/kg, £ : 360 mg/kg)
AXNR JFEIARIN |2 : >4.0 mg/ke
AXPE AR |00 0 > 120 mg/kg, 2 : 120 mg/kg

* o OHTHOKGRIE IR LR B ED

Page 2




ISFY 110 EE-BIEZDEEEEERDELED Page 3
=M [ 2wt ]
B b i L
TR 4
EhpfE | BRI | BRSRE (mgkg/ ) (mgkg/R) EstAYsi0 )
7 v b 1% H Sy 12.5, 25, 50 50 EHEOFEETRIBT S
ZEAGIZRO 2o
776
Z vk 1 %A FRRA 3, 10, 30 3 = 10mg/kg : MG « B
~OFEE R O
N4 | = haa b R
W - i A HE R
30mg/kg : JET - BHAE
(%5 3EELK), &
£ - BKERED, REHE
LB R AN = 75
[BEEMZAL, R - O
figh « Jifi = BB L2 B
74k
A X 3% A JFEhARA 2.4 <24 2.4mg/kg : FERTEJD
(1 % A IRERD, MR~
B3l . IR
! b, AFIRICARREZS L - 22
Kl BhEd 5 2V A2 b
(IBFEETe)
A4 X 1% H RN 0.4,2,10 <0.4 =0.4mg/kg : BT /MY
IENE
=2mg/kg : MBI R A
sy =21
10mg/kg : 3R (1 @ 1K
11 H), e (21
527 A) . iR
D BB BT
HABER
(12 ]
55 MEERE A o
e | BRI | BRSRE EstAYsi )
(mg/kg/H) (mg/kg/ )
F vk 6#»H 'ay 6.25,125,25 | o 25 25mg/kg (2) : a2
2125 7 —/)b - [ E S0
A X 124 A JFEhRAN 2.4 <2.4 2.4mg/kg : ME~DE
(1 » A% B TIRICHREZ L - 5E
- A~ BEY DL PR I 7R
> [ 545 eI BEE T 2 SV AL
3 7 AR
% 1 7 &
L. Zh%
3 [A 1)




UTSFY

110 BER-BIRFDIEEEEEHDOETLD

Page 4

BIEH BWEAZRBLE (FRIRRAEET & 51) 100.0% (113/113)

RIVEF O FlkE k' e A o A1 S D Tl k"

FEE 107 CRP L5 103

FE - Mg 59 IR ER I % 91

£ SERH AL ST 45 £ NAG L5 86 %
2t K BALE R B R A




YTSFY 1L12 R/ EH—F Page 1

/

2VTS3F HERFTAZRRE
CTD % 1 &B

112 HfTEH—ZE

KREFERREHRA



YTSFY 1L12 R/ EH—F Page 2

T O o Ay Ve B I ot = = < NSO 3
B 4D (BT /b 4) FEB R AR R 2 oottt 13
S (B /b 5) R B R T 2 oottt e s 31

T _REGEENRRODEE U AR (B3~ 53B) oo 38



E3W (EPa1—IL3) RBICETIXE

W HEEr N ABREM | oo \ TR
J%% HA bV e 11 BRI Nt S T HhAESH it BEGE ORI S
2 FTF KDL TR R HARFER I N
3.2.8.1.1-01 () — (j;ﬂg AR gy — APAIGE A
I
U SF KR OREE INEZNEY LB S N | st
3281201 ) - (j;g' AERBRIE ) g - S A
I
U TTF KO — % | KB A RLER NP
328.13-01 | () — (j;k? AERREK EN — AP
I
U FSF AR ORI | KB A K NE—
3282101 |# () — (j;ﬂg AERII EN — APAIGE A
I
RV T T F UK ORE S | K HARFERKRIE N
32.822:01 |EROTrEA 3y ha—iL | #) — (j;ﬂs AERII EN — A
I
2T T F KR OIEME | KB A K NE—
3.2.8.2.3-01 DEH (k) — (j;ﬂg AMERIE =N — FEAM R
I
VT TF KM OEET | KB ARE LR N
3282401 | BEOEEFEKOS (%) - (j;g ARy - N gRs
I
VT TTF oK ORIET | KB ARFKRK N
3282601 | BB DR (%) - (j;g ARy - A
I
RV T T F UK O | K HARFERKRIE N
3.2.8.3.1-01 O fth, > e O i B (%) — (j;ﬂs AERII EN — APAIGE R
I

LT

E—mENE

¢ o%ed



AT B . SR i s B . . SEARE R -
e e % Rl s | mmm | e | M
SUTITF KO RMY  | KHARFE LRI N st
3.2.8.3.2-01 () — (j;k? AMERIE E N — AL R
U TTF UK O K | KB AE A IE N st
3254101 | OSBIIE ) - a;g' AERBRIE ) g - S A
VT T F UK ORER T | KB ARE KB NP
3254201 | (BT ) - f;g' AEREE] m - SR
U T T F R OB | R A AR e
3254301 | B (%) — e R e - B
[SM-11355 D& &HTE] O
3.2.8.4.3-02 IHHENRY T — g v F =N — R
Fe itk W B R 1 (UK-1) D 3 i
3.2.8.4.3-03 EARYF— g F EIHN — AL R
SR EE R BRIE O BN Y
32.843-04 | TFT—vav F EN - Al R
T BRI BRVE D ST IE N Y
3.2.8.4.3-05 F—g v F [E N — AL R
[SM-11355-H,0 @ /K4y R ER
3.2.8.4.3-06 Bl OSWERY T —va v F =N — FA A
SM-11355-H,0 ® 7 ALIEIC &
3.2.8.4.3-07 LTy R My oilBR F EWN — R

AECLE

E—mENE

¥ 93ed



WATE R

REA 2R -

£ A A FL e AR I ht 5T HFEAH foiaE S EBEL DR fifi%
SM-11355-H,0 O HIBIEIC L 5 F
3.2.5.4.3-08 TR Ry iR F [E N — P A A
[
=2 F Mo omitiEB (b
3.2.8.4.3-09 %) = = EH - A Ak
[
VT TF UK OWAR Y | KB AR K BLEK NP
3.2.8.4.3-10 o~ b7 7k () (j;g' AERRIE [EN — AP &
[
SM-11355-H,0 @ [ 4 &R BR
3.2.8.4.3-11 HEONRYF— g kB = =N — P A A
[
SM-11355-H,0 D4 & iE &k
3.2.8.4.3-12 HEOTEHDONRY F— g Uik = =N — P A A
B [
A B R SR DT ST =
3.2.8.4.3-13 =N — A A
[
RV TF KO a v b | KB AREAREK N
3.2.8.4.4-01 i () (j;g AERBIE [EIN — A
I
RV T T F UK OB K | KB ARERKREE et
3254501 | OB RO Z Y it ) é@Kﬁﬁ@% A - i
[
QU T T T UK OFEYE S, | K B ARE A RIEK T ] s
325501 | s ) g@ﬁﬁﬁ@% [ - P L)
[
QYT TF RO K | KB ARFEKREK T ] s
325601 | Ok ) g@*ﬁﬁ@% A - SR
[

TS

E—mENE

G o5ed



VRAHE R - B e \ | REAREOEL -
B B A L & e AR IR S S 5 T WA feflik S EBEL DR {55
VT F UKW O ENE | KB AELREE - N sk
3.2.8.7.1-01 D F &R OFER (FF) ’II (j;k? AREACRK EN — FFA A B
[
ST F KT DK | K B AL BIE et 2
3257201 | OEEMRE () - (j;g' AT - SR
[
VT IF RO LENE | B AE AR N S
3.2.8.7.3-01 !II (j;g AERBIE EWN — FEAE B
B} L7 KB AR KRR NI
3.2.P[11.101 — e R e - R
BAHI Ry KB AR KRR NI
3.2.P[1].2.1-01 (j;k? AR ESP) — FFAE B
SM-11355 DOHIFIBAFE(1) R HARFER LI - i SHR
3.2.P[1].2.2.1- UNIEFNEY E S S - S s
01 (Hi) W Hq:{ﬂﬁ/g*’l'
SM-11355 OHIHFIBHFE(2) PNIEPNEY § S - ]
(3).22.P[1].2.2.1- ) _ (ji;% ? AR RS EN _ =g (2
I
SM-11355 OHIHFIBHFE(3) PNIEPNEY § S T ]
(3).32.P[1].2.2.1- ) _ (ji;% ? AR RS EN _ =g (2
[
SM-11355 70 X #REIHT & OV V-t st ~
S2PII223- | o @H_Nﬁ@% !II —_ A - e
WRB TR OO BRI 72 W M 25 A Ry | R B AR AR A K - N s
(3).22.P[1].2.2.3— o ) !II (j;k il AL A LR I B G
I

TS

E—mENE

9 o5ed



wAHEE BN e . 4 - FEAME R -
e e % PR | oo | mees | sees | SRS | g
5@\0}:&1*% j( El ﬁ{%ﬁ@;ﬁ 2 ~ _ - .
3.2.P[1].2.3-01 (k) 2’II — =N — R R
B OB O+ 55 | R B AR AR N N—— )
3.2.P[1].2.3-02 (F) ;!II (j;g AR EWN — AT R
T R PNEFNEY S T8 N N——
3.2.P[1].2.3-03 (F) ;!II (j;g AR EWN — AT R
I
ML TR T 2 | KB A0 AR N N
3.2.P[1].2.3-04 |t ) ;’II (j;k il VNEY E B ST
I
HU3E TFR O B D JR IR KRB ARFEA I N
3.2.P[1].2.3-05 (k) — (j;k? AR =N — R R
[
7o R OV ke R KRB ARFEA I N N
3.2.P[1]2.4-01 ) ;’II (j;g AR gy - AR
I
BRAEDZOVE S O AT | KA AR ARLER N——
3.2.P[1].2.5-01 (F) — (j;g AR EW — AT R
I
T 7 ik PNEFNEY S T8 N N——
3.2.P[1].2.6-01 (F) ;III (j;g AR EW — AT R
I
IR O 72 7 M INE 7Tt N + ot
3.2.P[1].2.6-02 (k) ;’II (j;k? AR =N — R R
SRIBITR OO BEH AT RE B KB AR KRR N -t 2
3.2.P[1].2.6-03 (FF) ;’II (j;k? AREEACRK ESP) — FFAE B

TS

E—mENE

| 98ed



INFHERE e NSy} A e ; FFAM R -
£ A A hv EHE i N E RN AR feflik SR O] i
B L oA N NEY 3 S N et
3.2.P[1].2.6-04 (k) ’II (j;k? AR =N — R R
[
peS ey NI N Y N——
3.2.P[1].3.1-01 (F) — (j;g AR EWN — AT R
[
MEFHE Of vy b 27— | KEARERLRIEK ]
3.2.P[1].3.2-01 | V) (F) — j;ka AR EWN — AT R
I "
BE s (S my bR — | KHARERREE et s 3.2.P[1]3.2
3.2.P[1].3.3-01 | /L) (KF) — A HARFEACRK [EIN — FEERE | -01 IZUSfF
E— &)
MEHE (S my b AT — | K AREREE - 3.2.P[1].3.2
3.2.P[1]3.4-01 | 1) ) - AR gy - SR |01 IR
[
TuvANY 7 4 —a v | K ARERKRIEE - Vet st
32.P[1]3.5-01 | (X4 my kAT —)) (%) ’II (j;k? AR =N — R R
[
BUHN O HHE K OFRER 715 PNIEZN Y N——
3.2.P[1].5.1-01 (F) — (j;g AR EW — AT R
[
RUFN O S E (G H1E) KB A A BLER vt
3.2.P[1].5.2-01 () — (j;g AMERBIE [EIN — AP
[
BB ORFITE (W 7E) © | KB ARFEKRIE N et
3.2.P[1].53-01 [ NUFT— 3 () ’II (j;k? AR =N — R R
[
B D7 > Ny N NEY 3D NI
3.2.P[1].5.4-01 () 1IIN (j;k? AERBIE | — A
[

LT

E—mENE

g o5ed



e e % RIS | wwogiemr | s | i | R g
RFH] O A i D i K A A KRR N S
3.2.P[1].5.5-01 (k) ;’II (j;k? AR =N — R R
[
UK D JELAE B OVFRBR 715 D % | K A A AR N N
3.2.P[1].5.6-01 | 4% (F) ;!II (j;g AR EWN — AT R
[
RUF OFEUE 5 S IREAEY) KB A RIS S
3.2.P[1].6-01 (F) — (j;g AR EWN — AT R
[
BUKI D 7% % B OV S INIEFNEY 3 D N
3.2.P[1].7-01 (k) — (j;k? AR =N — R R
[
BB OREVED £ & R O%E | K B A AR N
3.2.P[1]1.8.1-01 | i (FF) — (j;k? AREEACRK ESP) — FFAE B
[
BIHK D GBI DL EMERBRE | KA AR NI
32.P[11.8.2-01 | WO IEH . O ) - (j;g AR gy - e
[
RO ENET — 42 PNEENEYS 't d N S
3.2.P[1].8.3-01 (F) ;!II (j;g AR EW — AT R
[
UK D Bk il By D L R AT UNEENEY ¢ '8 N S
3.2.P[1].8.3-02 (F) ;!II (j;g AR EW — AT R
[
Manufacturing process of drug
3.2.P[2].1-01 | product % — Guerbet AN — FFAE B
Nomenclature and structure of | Guerbet
3.2.P[2].2.1-01 | active substance — Guerbet 1k — FEAME B

TS

E—mENE

6 o5ed



AT R - EN TS A b \ PR AL -
' =i 24 NV e 11 AR I h 3 T A PoilEE BEGE ORI i
WV FH R D AR R KRB AGFE IR ; s
(3).12.P[2].2.2.1— (k) _ (ji;k ? AR I HN PG
« WO FEE | K B A KL N N
S2PR1223- | gy ) !II o TR SR
[
* oo B E O | KA ARE KRS N e S
3.2.P[2].2.3-01 | RE Ok (F) !II j;ka AR EWN AT R
E— ™
History of major changes in drug | Guerbet
3.2.P[2].2.3-02 | product manufacturing ‘ - Guerbet TN FEA R
, etal.
Validation of the manufacturing Guerbet
3.2.P[2].2.3-03 | process(4mL in 5mL ampoule) E — Guerbet o R R
e M OV Ae % KRB ARFE IR N—
32.p[2]2.4-01 ) = | EIRERER @ ST
E -
T VE TR DO F B9 BLR D | R B AR ACESE vt sHR
3.2.P[2].2.5-01 | & A 7= 4% (F) — K AR EW AT R
— o
B & oA R ARE R HLIE N N 3.2.P[1].2.6
3.2.P[2].2.6-01 (F) K AAFERROK EW FHIEEE | -04 (ZHRAT
— o
i K B A A U
3.2.P[2].3.1-01 ¢Z3) — K AR EH FFA A B
E— *
Manufacturing process of drug Guerbet 3.2.P[2].1-0
3.2.P[2].3.2-01 | product h — Guerbet AN AR | 1 CHRA

*Doboooooobobobab

LT

E—mENE

0| 98ed



AP S0 ES S B B B SEAE R -
TSR e % PR | oo | mees | sees | SRS | g
Manufacturing process of drug | Guerbet
3.2.P[2].3.3-01 | substance h — Guerbet HEA — FFATG
Validation of the manufacturing Guerbet 3.2.P[2].2.3
3.2.P[2].3.4-01 | process(4mL in SmL ampoule) & — Guerbet AN — FEAME R | -03 ITERAT
_ batch analysis Guerbet
3.2.P[2].3.5-01 - — Guerbet EZIN - AR R
Guerbet
3.2.P[2].3.5-02 | Batch Analysis - — Guerbet TN - R A
Validation of the bulk storage Guerbet
3.2.P[2].3.5-03 | before filling ﬁ — Guerbet Mok — AT 2
SRR IR ORI OB HFE | KA ARE AR N—
3.2.P[2].5.1-01 () - RHAEIEE mpy - AR
E— *
BRI OB G 1E (T | KB ARE AR vt sHR
3.2.P[2].5.2-01 | %) (F) — K AR EW — AT R
— o
BRI OB E (T | KB ARE AR N V] sHR
3.2.P[2].53-01 [{&) OV F— a3 (%) A AAER B [EIN — AP
— o
RO T~ |y Hr KA s N N
3.2.P[2].5.4-01 ¢Z3) K AR ESP) — FFA A B
I *
W18 FH IR D A Hlid o Rk UNIEZNEY T S -
3.2.P[2].5.5-01 (k) — K AAFEACROK =N — R R
E— *

LT

E—mENE

|| 98ed



TSR e % RIS | wwogiemr | s | i | R g
R T IR O B B O AR 1E | Kk A A FE AR N N
3.2.P[2].5.6-01 | D224 5 ’II K FAE A [E N — AL R
o #
e M OVt e % PNIEENEY 3 N 3.2.P[2].2.4
3.2.P[2].7-01 ) - RARELBE | g - SR |01 1D
I #
WK O E LD E &b & | kB AR AR N
3.2.P[2].8.1-01 | Nk () — K AAER R [EIN — AP
I #
W JE 1 00 AR R A 2 EME B | K F AR A o
32.P[2]82:01 | BREHE O MR KON ) - K AARERRIE | g . SEf R
I #
B R DL E T — & I o
3.2.P[2].8.3-01 () K FAE A E N — AL R
I #
PR SM-11355 Bk F
3.2.P[2].8.3-02 | &R 4 mL O EHI{R7FABR F =N — R R
(R 5 3350722) [ ]
DA R M B O 22 M 2E | K B AR AR
324201 | ) - - g,{ - SR
I

LT

E—mENE

Z| 98ed



FA4E (EPa—L4) FERRFARBES

PR N HEREM | ppeierrpore \ . | R -
P XA hv B 11 AR I P AR E22F TS B EGE O] ik
SM-11355  zS* [+ X O . e
ST . A PNEFNEY 3T S ) st
4.2.1.1-01 A7I7F D - ) 2 ~ | RAARERRI] g - SR
VR D in vitro K HE 5 H1 . 2 (FK)
BIE30)Ed %
*
(U L 72 SM-11355 OV | K B AREACHUEE - Vot ¢
4.2.1.1-02 AT T F ORI | () ;’II (j;k? AR ESLa — R R
3% in vitro FREASNHEIE | .
DR
JFEREAIRR I A% SM11355, e
421103 ZORBIK, VAT TF B X (j;k? AR 2 ~ | K HAREREK I _ LA
VAN N B N %k . . 4 o] 3] =
[V @D in vitro ﬁEﬂH@i‘EI _ 2 (Hi)
FEANTHI 2D S O F
K B AR AR N N
4.2.1.1-04 DPC @ AUC {KAF1HE O (F) }1'. (j;g AERBIE =N — AP
[
3 B3
ialies |77 MEEESACED 5 (j;g' AERRE |, ~ | KRR - —
o 55~ MR BERS O B e — 2 (#) SR
7 v MrEE T BT S | KB AR AR - Vol
42.1.1-06 * DIESG RO | () ;’II é;;' s T - e
wf [
SM-11355 O o [53 N
iailor  |HEDT o BIERERA 5 (j%' AERRE|, ~ | KA | _ —
2.1.1- ek = LR B — 2 () B

A DR

*DOO00OO0O00000000000Zs

TS

E—mENE

€| 98ed



T i el I \ | A -
ol POaNY g o mEcHiEET | WA | i | Sn D i
AT TF D | N IS
wziios | EBEOT o TGO (j;)ﬂ“ﬁ@% 2 ~ | KA | - —
o WEEF VBT HESOM . 2 (BR) SR
B OB
zs* 1l * Wl vt
waiie | BEOT S MIIBIRA %‘?Nfﬁ@% 2 ~ | R | - —
2.1 GETCHI 5RO R | oy 2 (k) SR
ﬁkﬁl\i@fﬁn*
SM-11355. > A7 FF o BLO
zs* > * | KB AR - © ol s
421040 |BiE Ve v %Hﬂﬁﬂ?@] ) ;!II a;g' AERIEE | g - SR
R G- 7 ik T 252 | IR
D HEHR
b MR Li-7 %ﬁﬁb\f_5<~ PNEENEV @2 d N o
4.2.1.1-11 K7 v FFEETVICEBIT S | () ;!II (ji;k? AERLEK [EIN — A
P I
SM-11355 & *.%’s?% e
o @awm&@%wv B 5K P — 2 (%) S
0 H Bl A O et
SM-11355 . A 9F o BL
zs* IO o TIPNE T N N
421113 | BiEAHGE © IR | ) ;’II (j;kﬁ"“fﬁ@* A . SEA R
FEFEIRA 50 1 |
B BEOME
SM-11355 BIX W AT F
» « PSR I | A A R N N
421004 |27y MIFBABIRNE S | ) ;’II é‘%‘l“fﬁ@* [ . SR
F BT A FEEAN A4 R o |

I

*DOOODO0O0OO00O0000000zZs

LT

E—mENE

¥ 98ed



NTE R . N T E ] b e b L ; - FEAmE R -
el 54 b e | Rmommn | mem | omiss | 0000 |
e e | 1AL T 1, [
491115 %%%%%3%5%%%357 v MEBT | o ;mll gﬁz e TR gy N o —
- X A A A N B
421.0-16 | ECEEE L7E SM-11355 0 R4 | (5) ;’II (j;kﬁ AEREIE ] mpy - iR
-DNA 7 % 7 MERAER o | )
M IENEENve = -~ v A
121017 ERLE SWALSS 07 | ) ;’I. (ji;k? AERIIE @y = S iR
b — o A FHE A DRt .
7 / FH?FHJ?@JHRW?LEJL%T
B 5 e B A A N S
42.11-18 _ R LT | () ;’II P BT - SR
SM-11355 ®[14:-DNA 7 % 7 | ()
N RAE R O fEt
7/FHFH@MWW5%T
B 5 d |BENEF IS N
42.1.1-19 BRI L7 | ) P BT - AR
SM-11355 @7 &K b—2 2744 | (%)
YEH O Rat
4.2.1.3-01 SM-11355 iR 3E B BR = = [ — AT 5
[ ]
fE KA % T % [
4.2.13-02 DPC O — 3B RBR (F) gﬁz EFTH mpy — Atz
[
JERIEA X DOFFIL « FEER A R | b 5 T2 gk 2 T
4213201 |+ 5  SM-11355 {% #f & | (%) s - L% - BEEE
( prc ) ofEA (RS | I

*Dobobooooboooobooboan

LT

E—mENE

G| 98ed



RAHE R e EN e e e b ; - SR -
%%‘ &/]) }\/l/ %‘% ,ﬂ\;qﬁfﬁ Dﬁgﬁ%ﬁm%% $&$$£E ?’%%‘ZD/L‘ %%g*/{*@%” 'ﬁ%%
a22101 | AR PUREIE RO - — [y — | s
I
42.2.1-02 4&;?5& UP ;%_%’E%%mﬁi = Esky — A B
I
A XAHFR PR Pt REEE
42.2.1-03 HEOMS GBI T —3 3 N — AT R
2 I
Z v FEBR Pt EBEERED
FETR L O TSM-11355 T v
4.2.2.1-04 MZEBIT 2 HE FZ PR EWN — AL &R
enEie) Rz 226 (IR
Pt J FE I E
422.1-% 01 ?j);maﬁqj Pt R EERIL O = [ — BELR}
[
sz |77 M PR = . .
[
waarsey | DRI REE RS = N .
I
EARKbF T %
A XM A Z ) — il -
-5 . . . : — % 3
42.2.1-% 04 45 1 AT Wl T O e (BF) EWN Ay
= - AL T % . .
% 7 v MIE A X 7 — Ll ~ | fE Ay T2 : - PR
422.1-% 05 S5 Pt B DT (BF) (k) EWN 2GR

AECLE

E—mENE

9| 98ed



TR - RBREM | g \ - ST AL -
J%% B A bv EH e B IENESATT | R PEHRE S EBEL DR e
SM-11355 O ¥ FIz3513 5 A =
4221-506 | % 7 — L HhH Sy o 4 —] E A _ BEGE
WEDNY F— a3 Bk —
4221-2 07 | A XJRH Pt RS E BIE DR = EH - BEER
[
4221-208 | A RFEP Pt RE T EIEOMENT = EH - ZEE R
[
42.2.1-% 09 ;;;)?g@qjm%g PR = [ - BELEL
[
SM-11355 > ADME Jl it H2t | 11 AR (FR) I : B PR
4221-% 10 Ay T [ (AR (BR) EN S E Bk
SM-11355 ©7 v MIBIFDHHF| |, R
anor | DR BRI E Ok P | FCTET LR ~ R T S
o IF oD MG A RE 3 L VA 4 . () M
fFE R Ot
N NN N (/= B _a 28 T 3 42.1.1-15
422000 | SN DEEET Y MEBT !II o TR ey - R | R
[
SM-11355 O fRER L OIER |+ Kb % T % e sn
422203 |4 XIS B HEIFEIIRAEE | () ’I' o TR Ew - R
LR O RN B fig [ ]
SM-11355 DA X TF 512 5 | .
p o A% L2 N s
H TH] 8BRS A T B R P % - g ~ | {E AL L3 _ T
4.2.2.2-04 DILEEDR 2 % ) — L 5 (BF) ’II ) EH sl A

H &R Ot

LT

E—mENE

/| 98ed



RAHE R e EN e A e ; - Rt R -
' =5 A A FL =G i B I N T AR foiaE SR O] kS
AL S T3 . . . 4.2.3.2-05
SM-11355 DA X |ZHT 5 I8 1 ~ [ ERbF L ¥ : _ s S yRhs
4.2.2.2-05 WEIRA £ 5 54 G3) 1!II ) [EIN FEAmE R | WSS
SM-11355 DA RIZHIT D 12 % | F KL% T ¥ b2 T % - 4.2.3.2-06
4.2.2.2-06 H T R BR S A5 8l R PN 4% 55k k) - EWN — R | CERA
SM-11355 (=~ /L a 8450 | £ Kb % T % N U,
4222501 |27 v hc RN 5B O | ¢ %{ B TR g - BEEE
W EhfE
SM- 11355 DOEEEL I OIER | £ Ak T % N JU 4.2.2.2-03
42.2.3-01 A XU BIT B WA FF B AR N 2 I%i fEF LR mpy - AR | R
R ORNENRE
SM-11355 ®F v MBI HH = : o B —
42.2.3-02 1 T 5.5 00 PP B FE — EWN AEAIL &
SM-11355 @7 v MZBITHH -
4.2.2.3-03 [B] % T8 5-F o fs - S BT EWN — R & R
13 ]
SM-11355 (=~ L g 8K | £ b5 1T % FU 4222- &
4223501 | %5 v Mz BRI 5 EEO 6 | (5 %f EF LR @y - BEUE | 01 IRt
WEhRE
SM- 11355 DOEEEL I OIER | £ Ak T % N JU 4.2.2.2-03
4.2.2.4-01 A XU F T D HERFEINRN £ | (R) I%i o T3 EW — CA RN S Wt/ N
SO RNEE [ ]
* I | A AR 5
WCEE L2 SM-11355 205 | (1K) 2 ~ | K H AR ARSE : - R
4.2.2.4-02 Earle 271z~ 6k o> | 5 k) ESPg) R A
e

*Doboboooooboobobon

LT

E—mENE

8| 98ed



IR - WIREHE | g ‘ i | AR -
=i XA RL E2 11 PR S e T AR H#EGEE B EGE O] kS
SM-11355 ®Z v b, 4 XEB & ~ | FE Kb F T ¥ - =
422403 1RL K280 B in vito ol !II () EA AR
In vitro % % V= DPC & F Kb T ¥ B SR
4.2.2.4-04 H Ve B b2 k) ESLa PTG
SM-11355 DOEFEE I L OUER . FORN 42.2.2-03
422501 | e BT 5 HETF B IR £ %){ fEF LR mpy = SR | IR
HEEOENERE
4.2.2.3-02
- 5 B . , NN/NE
422502 SEM&IQEEJL%Z)%%%?E”éﬁ ) — ek |
SM-11355 ®F v MIiT % H ?427}'3%:03
4.2.2.5-03 6] fz F 4% G-RED BRI - P 1T E — e |
P
SM-11355 (=~ Ly = o HH) RO 4222- %
4225501 | %5 v MCEIRE £ 50 0 i g;gz e T3 mpy - BEEE |0l (IR
NE)RE
R i ;= Y Y
4.2.2.6-02 SM-11355 @ CYP i~ g% F EW — AP
SM-11355 DJiffESE A X{ZHk1T N O
4227-01 | % W FFEIIR N £ R 0 PP %ﬁ fEF LR mpy = i
HRE

LT

E—mENE

61 95ed



WATE R S b b 3 Rt R -
' £ ZA bV R S Jit 1 T AR foiaE SR O] kS
SM-11355 DA XZF1F D AT | £ KL b5 T N O
4227-02  |Wpfi— 3 sad— kT U III %552 e T3 AR
757 40—k AR —
SM-11355 OEEEB L OIER N U 4.2.2.2-03
422703 | A XICH T B KR BIR N !II g;gz e T3 SRR | 1CRA
LEEOIRNENRE
DPC & 2 W L SM-11355 # % F
BEL-EEDT v MLTET AL T ¥ -
4.2.2.7-04 B RS I OR 4 0 (E{E T TE (k) =N AEAL &
Eeig
DPC @7 v MNIBIT 5 Hilal & - =
4.2.2.7-05 T 1 0 RN B RE N AEAIL &
DPC O A XIZFF 5 HEIZ T - =
4.2.2.7-06 S5 0 [ W AEAIL &
123 i [REES
4.2.2.7-07 5 H. B FFEh RPN 8 G- O (RN EWN — R
BEhRE
il [ N+=15s s
422708 | BHIRINE L ORI D g;gz e T3 - ST {2
{RINENRE
SM-11355 =~ /L3 = 8|0 . FU
423101 | v MBI B R R %){ e L3 g - S
5 3R B

*MO0b0b0oboooooooooon

LT

E—mENE

0¢ 98ed



WATE R

R -

£ A A kv =G BN e AR foiaE SR O] kS
SM-11355 ®F v b &AW H [ k% T % RN
423102 |EE FEGCE 5B AS | H %?“%I% = - S
T P R R [
_ o | fE R AL % T 3% . s
SM-11355 ®Z v MZBITHH EELF T ¥ .
4.2.3.1-03 SO A S) =N — AT
.3 M BANERE
. o | 1E KL F ¥ N J
4.2.3.1-04 ;%&%?;l}%@%%:ﬁ”éﬁ@ (¥R I%i EFLRL mpy - A Al R
[
o | 1E KL F# ¥ X o
SM-11355 DA X2 5 H[H] £ A5 L3 S
4.2.3.1-05 = i () =N — AEA &
A RN G5B (1 73
TERIIRN e 538k (1D . (¥X)
SM-11355 DA XIZH T D HE | {F Ak % T % N 25
423.1-06 | IFEIIRAEE G RE (2 EmE | (k) 1@?“%1% [P - e
%) |
- AL T % . o
SM-11355 OFREEA X211 RIS T ¥ .
4.2.3.1-07 . 3] EN — AT
) AR K
B[R EhR N 4% 5-305k . (TX)
e o | B KA % T 3% \ N
423.1-% 01 %M&IE%S@@?{ MBI HHE s gﬁz{hfi% A B -
' [
o | E KL F ¥ X o
SM-11355 DA X2 5 H[H] £ A5 L3 -
423.1-% 02 = s (%) =N — SEE R
i RPN 4% G- F 1 A 73
SM-11355 ®F v Mk 5 1 =
4.2.3.2-01 » A B EEIRN % G- F e ] EWN — FEAL &R
%&Ui 1 7‘J H Fﬁﬁ@?ﬁ‘l\iagﬁ _ -

LT

E—mENE

L 98ed



WRATE R e EN e b e 1 ; - Rt R -
' £ A A FL =G e B S 5 T WAEE foiaE S EBEL DR kS
SM-11355 T v MIBITS 1| KL% T ¥ . RN
423202 | A BB TG AR | () 1" %i e T3 - ST
CEVIEN Y [ ]
- KAk T 2% . s
SM-11355 @7 v MZBIT S 6 ~ | fEKIbF T .
4.2.3.2-03 SR (BF) ’II =N — AT
Alfm G MR e
kAL % T % X o
SM-11355 O A XIZBITDH 1 » ~|ELKFETE S
4.2.3.2-04 P oy (BF) III =N — i<
% XN {73
e | FE K AL % T3 X o
SM-11355 DA X285 K18 ELRIbF T ¥ S
4.2.3.2-05 = i () EWN — AEA &
K By 73
FEhARN 3 57 Bk . (¥X)
SM-11355 DA XIZET D 12 % |1 Kb % T 3% N FU
423206 | H B ERFBIIRI 52t | () %){ o - S
B [
SM-11355 T v MIBITS 1| KL% T ¥ RN
4232501 | EEEEGIRN R 510 & 5 58 | (1) %f e T3 - BEGE
R E AR [
- kA% T 2% . o
SM-11355 @7 v MZBIT S 1 ~ | Kb F T e
4.232-% 02 S 3) 1" ESh) — e v
Alfm G MR e
s | KA T3 s JU
4232-2 03 %%;H}%S%Z{%;%”é 1 & (F) III gég: oo I3 ESPg) — SEE R
' [
P— Vo | E AL T3 I FURN
4233101 | SMA1355 DM E SRR fEAAEE LR gy —~ AR
ﬁ%%ﬁ%ﬁiﬁﬁﬁ - (Hi)

LT

E—mENE

27 95ed



WRATE R e BRI e e ; R -
B A A kv i e B S 5 T WAEE P #Es S EBEL DR fifi%&
SM-11355 OF ¥ A =— AN\ A
A B — fifi B Sk o B 2 A A% T % B B
4.2.3.3.1-02 (CHL/IU) % v 7= in vitro Y4 () P el
R B AR
SM-11355 =~ /L =3 LB O AL T ¥ B -
4233201 1 i AR k) [E N w Al A
SM-11355 ®Z v MZEBIT DK
TR AT & 7 R A A = | - .
423.5.1-01 % e NN — EWN m it A
BB 5B —
SM-11355 DT » MZBIT S | . -
£ AL T3 . o
xﬂﬁﬁ%;o%rif@fmﬂ;ﬁ fERLF Tl 7 DR
4235.1-% 01 WE36 A 12 B 5 e T B 5 3 B () () =N 5B G
(ﬁﬁa*“ﬂ)
SM-11355 @ 7 v MZBITF 25 | F Kb 7 T3¢ N U
423515 02 | IR B3 AE~ D BB 5 | (#) %ﬁm%l% A - BEEE
R #ERER (HEHE)
SM-11355 ® 7% X281 5 K
TGS E B A B A A = ‘ - I
4235201 g T nn e g 8 — = R A
T 5B —
SM-11355 DIEALHRME 7 012 | £ Kb % T 3% JUSEN
42352201 | B % HEE FH 52X 5Mm | #) %5;21&;1% [E — B Lk
15 AR R R
SM-11355 DOIELFIRME 7 V512 | . . X
K Ab 5 1T % . . .
B DHEIE M EEIZL S I T RAb T ¥ : _ PR
42352502 | brnn i oo e i S0BR GEDN _(*5‘” () 2le BAEH

LT

E—mENE

€7 95ed



RAHE R e EN e A e ; Rt R -
£ A A FL =G i B I N T AR foiaE SR O] kS
SM-11355 O 7 4 F 21T 5 | KL% T 3% - O
42352-203 | IR R ERAE~DEEBICET S | (K ’II %fz flos T3 ESLa — e v
e TR AR () )
SM-11355 O 7% XI2B T 5
W T R 562~ o BT B = - .
423.52-% 04 R TR (B n ek — EIHN ZE Gk
5
SM-11355 ®»F v MZEBIT DK
TGz otéiﬁﬁ%éiﬂrifh
42.3.5.3-01 B — HART M OHAERZORA EWN — AT R
I N BB OFSREIC BT 5 [ ]
R —
SM-11355 ®F v MZBITHH | .
AR T % N o
EHIJ%J:UHjETﬁ@%EiE% L% T ¥ B S
42353-% 01 O BB O KRR 1 B3 5 () () =N SEER}
THEGRE (H i;)%ff)
SM-11355 0)#)? PERRER - B0 | KL% T ¥ e FURN
4237001 | T o M5 EBIeHE | () III %){ B TR g - S
7%747#/~— asa) #5 | GG
SM-11355 OFUFEMERER : ~ v [ £ Kb % T ¥ ~ | e T
4.2.3.7.1-02 A=T v NZHRET T 7 47 | (1) 1" i ” =N — R &
%31 — (PCA) 3B I (%)
SM-11355 OHUFMERER : £V | {E Kb T % e T
42.3.7.1-03 Ty NZHEET T T 40T % | (KR 1" ) ” EIHN — R &
v— (PCA) i [
R e | TE AL T2 s JU
4.2.3.7.1-04 %&?g PUFFEMN R G3) ’II I%im%l% =N — AR
) I

LT

E—mENE

¢ 95ed



ATE R e HERENE s b L ; - R L -
Jﬁ% XA hv =E 11 PR S e T AR E22F TS B EGE O] ik
TEERER JUN bt j—%@%@%ﬁiﬁ: ﬁfﬁﬁ (¥ FERAES: () | ER - BEYH
423735 02 | I f%éﬁé@%ifﬁ: ﬁfﬁﬁ (¥ FERAES: () | ER - BEYH
423735 03 ;2/[0-)1%3%5 D b IFEEERiE L = = P _ -
S [
DPC (SM-11355 O PARIEMER) | KAk 5 T3 N R
4237501 | DTy MBS EEE FE | ) %){ s TH mpy = S
AR I
DPC (SM-11355 OFARIEMER) | {E AL 5 T 2% Ak 2 T % )
4.2.3.7.5-02 DTy MBI D 4B | (65 ) s EWN — AT
TG ER .
DPC (SM-11355 OFRIEMER) | . . .
= | EARIE T ¥ . .
D Z v MBI 5 HIE AR ~ [E b F L% : - -
4.2.3.7.5-03 LB 50T T 2 B R 2 (L B () ’II (k) =N PEA &t
Blkpat o
o e | TE R AL T P
4937504 gﬁpc DG AR DM | ) 1" Iﬂ%;z e R S _ S
DPC (SM-11355 O TAIEMER) | £ K (b 7 T 2% N RN
4237505 | OA XITH B BEE FEE | # ’II RRAETER mpy - ST
A | -

LT

E—mENE

GZ 95ed



wAHE R e BN ) e e ; FEAmE R -
' P XA RL =E 11 PR S e T AR H#EGEE BEGE ORI kS
DPC (SM-11355 OFARIEHERK) | . . .
= £ AL % I3 . . .
2ITSBON b g g i e | SR | | n s
DPC (SM-11355 O FHENER) | £ Lk % T 3% &AL % T % ‘
42375202 | ®F v MBS 1 EBIKER | (k) ) ” [E — BE LR
TG R [
DPC (SM-11355 O FHRIEMEER) | . . .
= | fE AL T E . . .
D7 v MTBT % HEEIFBR ATl o _ P
ITSBO g ic g g IR (L | (H) n s aHE
Homat
DPC MEIE O T v F & | Kb % T % \ RN
423752 04 | ST IFBOIRPS £ 5 v AE 72 0 | () %){ B TR g - BEEE
KEOKZ [
SM-11355 R =2 U v T | £ Kb % T 3% N P
4237601 | DA X431 5 HEIFBINR | ) %){ fBF TR g - S
BRI I
SM-11355 Rfli#p =V v F i | &K AL % T % N 22 T 3 .
4237602 | DM RIS BIRZERER | () !II %f B TR - SR
Rk [
SM-11355 Rffimp=>2 VU v F 8| . .
. | E KL FE T ¥ \ . .
DF ¥ A =— AN A K —iii AL 7 T3 = _ S AR
4.2.3.7.6-03 sk R &M (CHLIU) % () ) [EIN REAm
FAUND in vitro Yo B 5 2 R _
= £ AL 5 13 \ . .
SM-11355 D7 v b & 7= T RAb T ¥ : _ S s g
4.2.3.7.7-01 > VB L 1 O 4 . e s (FR) ) EW R A
W EEW (=S \ . .
SM-11355 DA XIZH T 2 fFlE ¥ A4k % T3 : - S s g
423TT02 b 5 M A _(**) (k) P PR

TS

E—mENE

9¢ 95ed



USRN-s - AR S fit S b 4 % ooy | AHIER -
%’é%‘ &/]) }\/1/ %% ,ﬂ;qﬁiﬁ Hﬁgﬁ%ﬁm Jﬁfﬁ $I§$§*’E *’%ﬁu/u 2%%%*}0)%” 'ﬁ%%
SM-11355 DA XTH31F 2 Al | £ Kb % T 3¥ - 2T
4.2.3.7.7-03 BLO * WO BHE | (1) ;’II %5;2 fos T3 EH - A
B9~ 2 2 e EERR R [ ]
PR AL T3 N NP
* \ ~ == - N
4237704 | o ﬁ%{ﬁ!i@;m GRS () ;mll g%;z B L3 — SR R
*POoT v A ==X, O
Anz s ko im | T TR ~ s B S
4.2.3.7.7-05 | () EN R A
(CHL/IU) %—fﬁﬁl/\é in vitro ék‘ _ 2 (Hi)
AR R AR
KL% T3 X NP
£ ~ =
4.2.3.7.7-06 54\&%%.0)7 7AER ) g!'. I%i LR e - AT R
I
KL% T3 X NP
% N ~ =
4237707 | OESTY R E g ﬁ!ll o TR - PR
) |
*Wo~vAEHW, U
FRURERER (v v -5y || LT LR, ~ | T B -
4.2.3.7.7-08 - - .- (FF) EN R
i%’&fé’7+747ﬂ%/—_ 2 ()
(PCA) #R)
AT R -
I FEL RS A D - B
=)
4301 Kan Z. Dynamic study of iodized oil in the liver and blood supply to hepatic tumors. an experimental investigation in several animal species. Acta
'_ Radiol Suppl. 1996;408:1-25.
4.3-02 Mann JD, Wakim KG, Baggenstoss AH. Alterations in the vasculature of the diseased liver. Gastroenterology. 1953;25:540-6.
4.3-03 Breedis C, Young G. The blood supply of neoplasms in the liver. Am J Pathol. 1954;30:969-85.
4.3-04 Honjo I, Matsumura H. Vascular distribution of hepatic tumors. experimental study. Rev Int Hepatol. 1965;15:681-90.

*Do0b0obo0obobooooooon

LT

E—mENE

17 95ed



:2%\ HE R e S =
“g%ﬂ HBH - SRS A L - LI
=)
43-05 Nilsson LAYV, Zettergren L. Blood supply and vascular pattern of induced primary hepatic carcinoma in rats. a microangiopraphic and histologic
’ investigation. Acta Pathol Microbiol Scand. 1967;71:179-86.
43-06 Nakakuma K, Tashiro S, Hiraoka T, Uemura K, Konno T, Miyauchi Y, et al. Studies on anticancer treatment with an oily anticancer drug injected
' into the ligated feeding hepatic artery for liver cancer. Cancer. 1983;52:2193-200.
43-07 Nakakuma K, Tashiro S, Hiraoka T, Ogata K, Ootsuka K. Hepatocellular carcinoma and metastatic cancer detected by iodized oil. Radiology.
' 1985;154:15-7.
Yumoto Y, Jinno K, Tokuyama K, Araki Y, Ishimitsu T, Maeda H, et al. Hepatocellular carcinoma detected by iodized oil. Radiology.
4.3-08
1985;154:19-24.
43-09 Konno T, Maeda H, Iwai K, Maki S, Tashiro S, Uchida M, et al. Selective targeting of anti-cancer drug and simultaneous image enhancement in
' solid tumors by arterially administered lipid contrast medium. Cancer. 1984;54:2367-74.
43-10 Taguchi T, Saito T, Ota J, Nakao I, Ohashi K, Nakamura H, et al. Phase I study of YM 881 (zinostatin stimalamer) suspension by hepatic arterial
' infusion. Jpn J Cancer Chemother. 1991;18:1657-63.
43-11 Taguchi T, Saito T, Ota J, Nakao I, Ohashi K, Nakamura H, et al. Phase II study of YM 881 (zinostatin stimalamer) suspension injected into the
’ hepatic artery. Jpn J Cancer Chemother. 1991;18:1665-75.
4.3-12 Maeda H. SMANCS/Lipiodol. Jpn J Cancer Chemother. 1994;21:907-13.
43-13 Bhattacharya S, Novell JR, Dusheiko GM, Hilson AJ, Dick R, Hobbs KE. Epirubicin-lipiodol chemotherapy versus Bliodine-lipiodol radiotherapy
’ in the treatment of unresectable hepatocellular carcinoma. Cancer. 1995;76:2202-10.
Watanabe S, Nishioka M, Ohta Y, Ogawa N, Ito S, Yamamoto Y, Cooperative study group for liver cancer treatment in shikoku area. Prospective
4.3-14 and randomized controlled study of chemoembolization therapy in patients with advanced hepatocellular carcinoma. Cancer Chemother Pharmacol.
1994;33:S93-6.
4315 Shibata J, Fujiyama S, Sato T, Kishimoto S, Fukushima S, Nakano M. Hepatic arterial injection chemotherapy with cisplatin suspended in an oily
' lymphographic agent for hepatocellular carcinoma. Cancer. 1989;64:1586-94.
43-16 Lo C-M, Ngan H, Tso W-K, Liu C-L, Lam C-M, Poon RT-P, et al. Randomized controlled trial of transarterial Lipiodol chemoembolization for
' unresectable hepatocellular carcinoma. Hepatology. 2002;35:1164-71.
4.3-17 H AN e B B A ZE B 2. 55 16 [B14[E R 8 MR B R A
43.18 ROoaERk, Sk iR, HE BER, T AT, mifE BEIE. AR IS ) 5 SMANCS ik 51T S IFEhAREAZEIC DV T ORE.

H AR 2235, 1998; 58: 700-4.

AECLE

E—mENE

8¢ 95ed



AT B . N =
“g%ﬂ BB - R A P - B
=)
43-19 Ikeda K, Saitoh S, Kobayashi M, Suzuki Y, Suzuki F, Tsubota A, et al. Hepatic vascular side effects of styrene maleic acid neocarzinostatin in the
' treatment of hepatocellular carcinoma. J Gastroenterol. 2000;35:353-60.
4320 Okusaka T, Okada S, Ueno H, Ikeda M. Iwata R, Furukawa H, et al. Transcatheter arterial embolization with zinostatin stimalamer for
' hepatocellular carcinoma. Oncology. 2002;62:228-33.
4.3-21 A ARESRIESIF RS . BRARIES . 26 2 WL BOnt: 98 & Abiktt; 1999, p. 595-612.
4322 Fukushima S, Kishimoto S, Hayashi Y, Kaneko M, Nakano M. Intra-hepatic artery infusional chemotherapy with cisplatin suspension in Lipiodol
’ (LPS) for hepatocellular carcinoma (I). J Jpn Soc Cancer Ther. 1988;23:2743-9.
43.23 TN PR, BRRE =AC T, MR BT, —AF AUT, B MRT, BOR R, 132> Cisplatin FEAHEZ> B OJFRKE R & Lipiodol MK O
' BT AR (9 DB L RIE O —BR & L C- R Y v —F /1. 1991;27:2715-21.
4.3-24 Gonzalez VM, Fuertes MA, Alonso C, Perez JM. Is cisplatin-induced cell death always produced by apoptosis? Mol Pharmacol. 2001;59:657-63.
Melvik JE, Pettersen EO. Reduction of cis-dichlorodiammineplatinum- induced cell inactivation by methionine. Inorganica Chim Acta.
4.3-25
1987;137:115-8.
4.3-26 Maeda M, Uchida NA, Sasaki T. Liposoluble platinum (IT) complexes with antitumor activity. Jpn J Cancer Res. 1986;77:523-5.
4307 Luo FR, Yen T-Y, Wyrick SD, Chaney SG. High-performance liquid chromatographic separation of the biotransformation products of oxaliplatin. J
' Chromatogr B. 1999;724:345-56.
4398 Luo FR, Wyrick SD, Chaney SG. Pharmacokinetics and biotransformations of oxaliplatin in comparison with ormaplatin following a single bolus
' intravenous injection in rats. Cancer Chemother Pharmacol. 1999;44:19-28.
4.3-29 Luo FR, Wyrick SD, Chaney SG. Biotransformations of oxaliplatin in rat blood in vitro. J Biochem Mol Toxicol. 1999;13:159-69.
43-30 Allain P, Heudi O, Cailleux A, Bouil AL, Larra F, Boisdron-Celle M, et al. Early biotransformations of oxaliplatin after its intravenous
’ administration to cancer patients. Drug Metab Dispos. 2000;28:1379-84.
Gibbons GR, Wyrick S, Chaney SG. Rapid reduction of tetrachloro (D,L-trans) 1,2-diaminocyclohexaneplatinum (IV) (Tetraplatin) in RPMI 1640
4.3-31 . .
tissue culture medium. Cancer Res. 1989;49:1402-7.
4332 Chaney SG, Wyrick S, Till GK. In vitro biotransformations of tetrachloro (d,l-trans)- 1,2-diaminocyclohexaneplatinum (IV) (Tetraplatin) in rat
’ plasma. Cancer Res. 1990;50:4539-45.
4333 Carfagna PF, Wyrick SD, Holbrook DJ, Chaney SG Effects of diethyldithiocarbamate (DDTC) on the plasma biotransformations of tetrachloro
' (d,l-trans)-1,2-diaminocyclohexaneplatinum (IV) (Tetraplatin) in Fischer 344 rats. J Biochem Toxicol. 1991;6:71-80.
4334 Mauldin SK, Gibbons G, Wyrick SD, Chaney SG. Intracellular biotransformation of platinum compounds with the 1,2-diaminocyclohexane carrier

ligand in the L1210 cell line. Cancer Res. 1988;48:5136-44.

AECLE

E—mENE

6¢ °5ed



:2%\ HE R e S =
“g%ﬂ BB - R A P - B
=)
43235 Mauldin SK, Plescia M, Richard FA, Wyrick SD, Voyksner RD, Chaney SG. Displacement of the bidentate malonate ligand from
' (d,I-trans-1,2-diaminocyclohexane) malonatoplatium (II) by physiologically important compounds iz vitro. Biochem Pharmacol. 1988;37:3321-33.
4336 Maclean DS, Khokhar AR, Tyle P, Perez-Soler R. Intraliposomal chemical activation patterns of liposomal cis-bis-neodecanoato-trans-R, R-1,
' 2-diaminocyclohexane platinum (II) (L-NDDP)-a potential antitumor agent. J] Microencapsul. 2000;17:307-22.

4337 Kishimoto S, Noguchi T, Yamaoka T, Fukushima S, Takeuchi Y. Antitumor effects of a novel lipophilic platinum complex (SM-11355) against a
' slowly-growing rat hepatic tumor after intra-hepatic arterial administration. Biol Pharm Bull. 2000;23:344-8.

4.3-38 JHiE PR, i B, KM E MR #0700 T AR HER. B R&D 77 v = 74 1985, p. 280-3.

4.3-39 Kartalou M, Essigmann JM. Recognition of cisplatin adducts by cellular proteins. Mutat Res. 2001;478:1-21.

4.3-40 Wong NL, Quamme GA, Dirks JH. Effects of urea on electrolyte transport in the dog kidney. J Lab Clin Med. 1981;98:741-50.

4.3-41 il B fR. EIRMBEFIC R B IR BN RENTIE. U FEERFRAL; 1998, p. 119.

4.3-42 Wolft J. Physiology and pharmacology of iodized oil in goiter prophylaxis. Medicine 2001;80(1):20-36.

4343 Carter RL. 20. Induced subcutaneous sarcomata: their development and critical appraisal. In: Roe, F. J. C. editors. Metabolic aspects of food safety.
’ Oxford: Blackwell Scientific Publications; 1970. p. 569-95.

4344 Ve <%, B RS, HEil g5, EEEOIERE, SFEOIER, AR ERER, 3. U A R ORRITEIRZEE R fiT O 22 I B3 D HLAR
' FORRET. B AREMERE. 1990;50(2):107-13.

4.3-45 AT 7%, 58 S &SR A Z 5+ U 7 & L7z Tumor Targeted Chemotherapy. ¥ & L5295, 1985;12(3):773-82.

43-46 Ozawa S, Sugiyama Y, Mitsuhashi J, Inaba M. Kinetic analysis of cell killing effect induced by cytosine arabinoside and cisplatin in relation to cell
' cycle phase specificity in human colon cancer and Chinese hamster cells. Cancer Res. 1989;49:3823-8.

4347 Kishimoto S, Noguchi T, Yamaoka T, Fukushima S, Takeuchi Y. In Vitro release of SM-11355,

cis[((1R,2R)-1,2-cyclohexanediamine-N,N’)bis(myristato)] platinum (II) suspended in lipiodol. Biol Pharm Bull. 2000;23:637-40.

AECLE

E—mENE

0€ 98ed



EE5E (EPa1—IL5) EBRABRREE

RAHE R e EN e bt ; . Rt R -
et /e i‘ ET‘E\ . ’
£ A A FL =G i B I N T A Poik SR O] 5
b MERIZB T S SM-11355 5 N
531401 |0 Pt BEWEEAY F—3 1 2’II = B - S
v I
Z v FEB Pt EBEERED 4.2.2.1-04
LIS J O TSM-11355 DT » 1 - (ZURAT
5.3.1.4-02 MZ 35 5 B F 42 505 00 2III = N - S
enEie) Rz 226 (IR
Pt J FE I E
b R ET A & ) — g
S Pt RERIEE - T — ) N
5.3.1.4-03 g —SM-11355 #5414 X 2’II = =N — R
G AVR L RSSO @00 |
PRAFSRA:
AAREEFR D Pt KT (NYF . N
5314-%01 |—3ay) 11" = E N - BE Gk
I
SM-11355 @7 v b, A XBX | KL% T % N 2s — 4.2.2.4-03
532201 | O MoBU D imviro fl | () ;’II %f B L3 . SR | IR
I
SM-11355 O CYP i~ D # % ) N 4.2.2.6-02
5.3.2.2-02 2!" F ESl — AL &R /Ny
SM-11355 OF 1 fHEG KRR ER . e BrJ
I | BRI A
5332:01 . ] }%‘ﬁ’ A = TR IS N I e
I N PR 1614-9

AL£LOiE

E—mENE

L€ 98ed




WATE R
&

H A R~V

EH

BN e
H

PABR S it s T

REA 2R -
BEEROR

e

5.3.3.2-02

SM-11355 O a3 5
HTEASE 11 48 &R A BR

K F A A
(¥%)
.

1998/07 4 ~

2l

E

Invest
New
Drugs

2004;22:

169-76

A

5.3.5.2-01
(S

5.3.3.2-03

SM-11355 DfiFAlfaiE Zxtd %
BRAREER (W LM —v
2ABFr AFwTv—E%t
HRER b U 7= W AT R R b il R

R HAE AR
(¥K)

2002/04 ~

>

=

E

A

5.3.5.1-01
(A

5.3.5.1-01

SM-11355 O IR 2% T3 5
ERREER (WIS 1 AE) —
ALF v AFwT~w—Ext
FRER & U 7= WA THE R e s B

PNJE N4 2
(F%)

2002/04 . ~

2N

=
.I

EN

FEAT b

5.3.5.1-% 01

SM-11355 DO AFHiEEIZkd 5
ERREER (WIS 1 AE) —
ALF v AFw T —&xf
HESK & U 7= W AT B R L e il B

BN 65 W&

PNIER N
(%)

FEIN

ZEEFR

5.3.5.1-% 02

SM-11355 O FHfasE x4 5
B REAER (B 126 HAH) —
ABTF v AFwTv—EX
PR b U 72 W AT R R b e 5l

il S A R RS R

PNEENEP S E S
()
L

FEIN

ZEEFR

LT

E—mENE

€ 98ed




WATE R

REA 2R -

ek POaNY g s sy | mm | e | s
SM-11355 DFHfRdEIZ*kd 5 Invest
R 11 A A K AAERIIE | | g0e 0 New
5.3.5.2-01 () ) . EH Drugs A
— W 200432:
169-76
SM-11355 DFFRIIEREEIZ%d 2 | K B A F A RIS
5.3.5.2-02 EER R (k£ 5-) (FR) E N — AL R
SM-11355 OHIHIZR 11 ARG N
$354-5 01 | BRAHkGHREE - ARSI égﬁﬁﬁ@% A . BEYE
5 5 s
BET— sy EE
() AEFREDOWRULL 72 o 7o F | K HARFEALRIE - _ =7 (TR
SITOL g B R B AR | () Hn FHRSERS
W SE SRR I
BET— s EE
(2) FEhti S 7= 2T ORERER | K B ALK RS - _ =
5.3.7-02 1= 5 U C AR AVELER S 117 | (k) =N APl A
FEB D %
BET— s EE
(3) i ST o C OB | K B A AR ‘ B S
SIS A A S A | () . R
RSN EHI O
BET— sy EE
(4) FHi S T T DB RS | K B A AR \ B I
SIS T SR AL | () . PSR

DSBS S VT ER] O — TSk

TS

E—mENE

€€ o5ed



TSR oy = PO | swocemer | mem | s | SO g

BETF—FHE o

5.3.7-05 E? jijfmfég;;g g?gz a%' AR — — EH — FEA R
B DZEE) 2@ B R LT[

IR BHA SRS A - B
=)

5.4-01 Parkin DM, Bray F, Ferlay J, Pisani P. Global cancer statistics. 2002. CA Cancer J Clin. 2005;55:74-108.

5.4-02 Hashem B, EL-Serag. Hepatocellular carcinoma: Recent trends in United States. Gastroenterology. 2004;127:S27-34.

5.4-03 Llovet JM, Bru C, Bruix J. Prognosis of hepatocellular carcinoma: The BCLC Staging Classification. Semin Liver Dis. 1999;19:329-38.

5.4-04 Llovet JM, Burroughs A, Bruix J. Hepatocellular carcinoma, Lancet. 2003;362:1907-17.

5.4-05 Llovet JM. Updated treatment approach to hepatocellular carcinoma. J Gastroenterol. 2005;40:225-35.

5.4-06 Bruix J, Sala M, Llovet JM. Chemoembolization for hepatocellular carcinoma. Gastroenterology. 2004;127:S179-88.

5.4.07 Lopez PM, Villanueva 'A, quvet JM. Systematic review: evidence-based management of hepatocellular carcinoma-an updated analysis of
randomized controlled trials. Aliment Pharmacol Ther. 2006;23:1535-47.

5.4-08 Bruix J, Sherman M. Management of hepatocellular carcinoma. Hepatology. 2005;42:1208-36.

5.4-09 2007 FERR RBREE OB L EY 1A FAG RS =R - 7T 0 =07752007. p. 289,

5.4-10 %5 17 Bl E R R VE R B B A

5.4-11 far B, AT EE, Soo FF. SO, TR 2006;53:619-25.

5412 Ok IR i@ﬁi&ﬂ%ﬂiﬂ@ﬁ&:ﬂﬁ?‘é‘iﬁﬁ. M RS, Wk R, IR SR, RRE DG, el @Ik, AR AR MR =R 2004
R EBIEIE. Bl 7 — 2 AT 4 7 ;2004. p. 200-8.

54.13 A e H?%@@ﬁ?ﬁfﬁ@i{vj‘ A W FESC, Wbk R, IR S, RRE DG, Bl I, oAk MR, = ot A 2004
PRI, B 7 — 27 AT 4 7;2004. p. 216-20.

5414 *?J:#ii—ié. %@Tf&?ﬁ—Radiologicgl Intervention (H?%ﬁﬂ)ﬁgﬁ\zfﬁ?ﬁ) LT RESC, BB R, IR FdE, REM 1EDE, EE @I, ARl

' K fw. 2o A 2004 FFEEIEE. B T — 27 AT 4 752004, p. 182-92.
5.4-15 A0 . R A B TS — 2 O XL L PR —.  Gan To Kagaku Ryoho. 1987;14:373-80.

AECLE

E—mENE

¢ o%ed




:ﬁ N jag i 3 =
“g%ﬂ HBH - SRS A L - LI
=)

5416 Yamashita Y, Takahashi M, Fujimura N, Kan M. Clinical evaluation of hepatic artery embolization: comparision between Gelform and Lipiodol
’ with anticancer agent. Radiat Med. 1987;5:61-7.

54.17 Bruix J, Llovet JM, Castells A, Montana X, Bru C, Ayuso MDC, et al. Transarterial embolization versus symptomaic treatment in patients with
' advanced hepatocellular carcinoma: Results of a randomized, controlled trial in a single institution. Hepatology. 1998;27:1578-83.

5418 Pelletier G, Ducreux M, Gay F, Luboinski M, Hagege H, Dao T, et al. Treatment of unresectable hepatocellular carcinoma with lipiodol
’ chemoembolization: a multicenter randomized trial. J Hepatol. 1998;29:129-34.

5419 Groupe d'Etude et de Traitement du Carcinome Hepatocellulaire. A comparison of lipiodol chemoembolization and conservative treatment for
' unresectable hepatocellular carcinoma. N Engl J Med. 1995;332:1256-61.

5420 Ikeda M, Maeda S, Shibata J, Muta R, Ashihara H, Tanaka M, et al. Transcatheter arterial chemotherapy with and without embolization in patients
' with hepatocellular carcinoma. Oncology. 2004;66:24-31.

5.4-21 Konno T. Targeting cancer chemotherapeutic agents by use of lipiodol contrast medium. Cancer. 1990;66:1897-903.

5422 Shibata J, Fujiyama S, Sato T, Kishimoto S, Fukushima S, Nakano M. Hepatic arterial injection chemotherapy with cisplatin suspended in an oily
' lymphographic agent for hepatocellular carcinoma. Cancer. 1989;64:1586-94.

543 Takayasu K, Shima Y, Muramatsu Y, Moriyama N, Yamada T, Makuuchi M, et al. Hepatocellular carcinoma: treatment with intraarterial iodized
' oil with and without chemotherapeutic agents. Radiology. 1987;162:345-51.

Okusaka T, Okada S, Ishii H, Ikeda M, Nakasuka H, Nagahama H, et al. Transarterial chemotherapy with Zinostatin Stimalamer for hepatocellular
5.4-24 .
carcinoma. Oncology. 1998;55:276-83.

5495 Abe S, Okubo Y, Ejiri Y, Kume K, Otsuki M. Focal therapeutic efficacy of transcatheter arterial infusion of styrene maleic acid neocarzinostatin
’ for hepatocellular carcinoma. J Gastroenterol. 2000;35:28-33.

5426 Ikeda K, Saitoh S, Kobayashi M, Suzuki Y, Suzuki F, Tsubota A, et al. Hepatic vascular side effects of styrene maleic acid neocarzinostatin in the
' treatment of hepatocellular carcinoma. J Gastroenterol. 2000;35:353-60.

5427 Wn Rk, R BIE, FEOBSES, LT BT, @fE BEE. TR IS5 SMANCS BhiRis — S ET CRkER L7 BIVEN & G OHE
' {22V T —. Gan To Kagaku Ryoho. 1998;25 Suppl 1:64-9.

5.4-28 Maeda M, Uchida NA, Sasaki T. Liposoluble platinum(II) complexes with antitumor activity. Jpn J Cancer Res. 1986;77:523-5.

5499 Nakamura K, Tashiro S, Hiraoka T, Uemura K, Konno T, Miyauchi T, et al. Studies on anticancer treatment with an oily anticancer drug injected
' into the ligated feeding hepatic artery for liver cancer. Cancer. 1983;52:2193-200.

5.4-30 Nakamura H, Hashimoto T, Oi H, Sawada S. Iodinized Oil in the Portal Vein after Arterial Embolization. Radiology. 1988;167:415-7.

AECLE

E—mENE

GE o5ed



:ﬁ N g"l s s
R B4 -SRI A P BT
=)

5431 Kan Z, Ivancev K, Hagerstrand I, Chuang VP, Lunderquist A. In vivo microscopy of the liver after injection of lipiodol into the hepatic artery and
' portal vein in the rat. Acta Radiol. 1989;30:419-25.

5432 ejg ST, & RS, MRl RN, EEE OIEVE, SFEOIESH B EFEARES, 1Z. U eA PO ITFEIIRZEERR I D2 eI B D AL
' BERIRRET . EIZIKDﬁsz 1990;50:107-13.

5.4-33 AT s, A8 Bt mMEEEAIEZ %+ U 7 & L7z Tumor Targeted Chemotherapy. Gan To Kagaku Ryoho. 1985;12:773-82.

5.4.34 HO 805, Ak R KM, hR 2, KIS R, R 15, 13 YMS8I (VU REF L ATF v T v —) KBIKOTENTE
' \ZFB 55 1HHEER. Gan To Kagaku Ryoho. 1991;18:1657-63.

5.4.35 HO 805, A ERE CKm O, RR 2, KIS R, R 15, 13 YMS8I (VI REF L ATF v T v —) KBIKOTETE
' \ZH1F 55 1 AH#BR.  Gan To Kagaku Ryoho. 1991;18:1665-75.

5436 Yamada T, Makita F, Takehara K, Saitou S, Satou K, Endou K, et al. Evaluation of the therapeutic effect of TAE on primary liver cancer. Cancer
‘ Chemother Pharmacol. 1994;33 Suppl:S55-9.

5437 FHARARILUZ LS SRR A R T A AAERICET 20M788E . BHERRILC S PR IR A R A > 2005 FRRt. At &
' B R 2 4E; 2005, p. 111-29.

5438 LABORATORY MEDICINE ZH DM D A =R 5. FAM. WE &, BE & G &AW G e EEER 2001
a p. 76-85.

5.4-39 Hi 1F5H, B AR BEIREREIRA (2002 4F) N4 - BEIRIEEL. 2005;20:190-6.

5.4-40 Harrison SA. Liver disease in patients with diabetes mellitus. J Clin Gastroenterol. 2006;40: 68-76.

54.41 SR O, HIE B, AR EAE, RIE B, Ot 2. 1SR Al (SMANCS/Lipiodol %) @hERVE. (L FIE D HEK.
' 2000;16:743-51.

5.4.4 R IEGE, MBI, MBI WU, mEE AN, T WA, RE S, 132>, BIBRREERTMIIEICS 95 SMANCS/Lipiodol BhERE
' EOTNIE. Gan To Kagaku Ryoho. 1998;25 Suppl 1:39-45.

Matsuo N, Uchida H, Sakaguchi H, Nishimine K, Nishimura Y, Hirohashi S, et al. Optimal lipiodol volume in transcatheter arterial
5.4-43 chemobolotherapy for hepatocellular carcinoma: Study based on lipiodol accumulation patterns and histopathologic findings. Seminars in
Oncology. 1997;24 suppl 6:S6-61-70.

5.4-44 Kishimoto S, Fukui M, Fukushima S, Nakano M. Application of a lipophilic platinum derivative contained in an oily lymphographic agent to
' intra-hepatic arterial chemotherapy. Reg Cancer Treat. 1992;1-2:25-9.

5445 Konno T, Maeda H, Iwai K, Maki S, Tashiro S, Uchida M, et al. Selective targeting of anti-cancer drug and simultaneous image enhancement in

solid tumors by arterially administered lipid contrast medium. Cancer. 1984;54:2367-74.

AECLE

E—mENE

9¢ o5ed



AR e X .
R R4 - RS A P - B
5.4-46 Konno T, Maeda H, Iwai K, Tashiro S, Maki S, Morinaga T, et al. Effect of arterial administration of high-molecular-weight anticancer agent
' SMANCS with lipid lymphographic agent on hepatoma: A preliminary report. Eur J Cancer Clin Oncol. 1983;19:1053-65.
Kanematsu T, Inokuchi K, Sugimachi K, Furuta T, Sonoda T, Tamura S, et al. ~Selective effects of lipiodolized anticancer agents. J Surg Oncol.
5.4-47
1984;25:218-26.
Ohishi H, Uchida H, Yoshimura H, Ohue S, Ueda J, Katsuragi M, et al. = Hepatocellular carcinoma detected by iodized oil: Use of anticancer
5.4-48 .
agents. Radiology. 1985;154:25-9.
5.4.49 (R BEAT, I (A, B BT, I FEIE, &G BEIE, R BV, 132 BRI OHUE S — Lipiodol (2 K A FENIRIEM L D
' SBREIETE. AAREREE. 1985;45:1313-21.
5.4-50 Kobayashi H, Hidaka H, Kajiya Y, Tanoue P, Inoue H, Ikeda K, et al. Treatment of hepatocellular carcinoma by transarterial injection of anticancer
' agents in iodized oil suspension or of radioactive iodized oil solution. Acta Radiol Diagn. 1986;27:139-47.
wE W, BEAR B, Mk B, & £F, R B, SH R, 30 VS R 2T T T URRERK (LPS) (2 X DT
5.4-51 e OBEAL R £ O 1-LPS O EFRIFEET VICH T 2RI GICEDHEDR—. AABIRRFRE.
1988;23:2743-49.
5.4-52 H AR IE S AR P BOTEHEh e SRR B 2. IR AR B B S, PR, 1994;35:193-205.
54.53 WL, EOEREE, AR =R, KRR E, ML EZ, R R, 1Z. BAEIRRES EES A LEERIE R OHE LR, AR
' FEIBIEF2EE. 1986;21:943-53.
54.54 A AR P - WinR R EEEEHZ RS, BARBIREFSEDA ERISHEREDOYUETICONT. HAREIER 76,

1997;32:61-5.

AECLE

E—mENE

L€ o8ed



YTSFY 1L12 R/ EH—F Page 38

REIANEEMNGNEBY R~ (E3H~%58)

[ 3 &) REICAHT HXE
32 T—X XNiFiEE
328 ¥ (R V7o, I

3.2.8.2.5 TutR Ny F—var/raexie (U 777k, IR

_) .................................................................... SAERL L

32P[1] A (R VT TEEM 70 mg, B HERESAD)

3.2.P[1].2.2.2 @%ﬁﬁg ............................................................................... gj(“ "%\:ﬂg’,fcﬁ L
3.2.P[1].4 VRIMBN DG TR e SRR L

32.P[2] AWK (V77 AREAM 4 mL, FERMEREA)

[
3_2_13[2].2_2_2 ]@%ﬁ:ﬂﬁ ............................................................................... gj(‘"iéi‘;{é;,,f'g L
3.2.P[2]4 TRINBNDEE R oo SR L
3.2.P[2].6 1‘%@%2@1‘%@%% ................................................................ ﬁf"g‘ﬂ'iﬁ L
32.A T
32.A.1 @ﬁj}’@%&&@%&{}tﬁ .................................................................... gjg‘ 4 i@fﬂ'iﬁ L
32.A3 ngjjuﬁu ....................................................................................... gjg‘ 4 iéfﬂ’fgt L

32.R  BARDTLIRIGIEE  covvereerermmremii LM E L

3.3 ZREETLHR  ceeeeeeeeerrrrrreeee e SRl L

(5 4 8] FEERAREABRIRE S
42 B E
4.2.1 FEEEBR
42.1.2 EIVRAOBEFHERER  «oovreeerere ZMBE L
4214 SESTZAEE AR BEAEFEER e ML L

4.2.3 R

4234 75‘5/”?4@%&@ ................................................................................. gﬁ"‘%ﬁ‘;{g{,fcﬁ L
42354 %ﬁib%;&ﬁﬁb\f:gﬁgﬁ ...................................................................... gjz"‘ié:‘;{e;’,fcﬁ{_/
4236 )%F)f%lj{ﬁ‘l‘iﬁitﬁﬁ ............................................................................. gj(“ 4 ﬁéfﬂ'fcﬁ L
42372 ﬁa&“%‘ﬁ%ﬁ%ﬁ ................................................................................. gjz‘ 4 iéfﬂfﬁ L
42374 @g{?@%ﬁﬁﬁ ..................................................................................... gjz‘ 4 ﬁéfﬂ'foﬁ L



YTSFY 1L12 R/ EH—F Page 39

(5 5 &8) EREREEREIREE
5.3 PRBREHR S K OVBSE T
5.3.1 AEWEAFR RS E

5311 SAFTTAFTEVUT ¢ (BA) RERHEE o, SRl e L
53.1.2 Ll BA B KL OEMZERIREISENE (BE) ABREE o BREERRL
5.3.1.3  In Vitro-In Vivo D BJ# 2 AT L 72 BB eeeeerseeeeoesseres EER e L

532 b MEKEENE FI 7o B RE R O R B

5321 IMBERE P EE O BB 2 e A D
5323 T KB FUN T BRI E e, AL D

533 [RFEDERE (PK) RS =

5331 f{EEWEBREICHIT A PK KO AR MRER AR Sl 7 |
5333  PNIAMER Z S L7 PK ERBREIE F s 2L 2o
5334 SNEMERZBE L7 PK BB AR BB R L
5335 BRE 2L —3 30 PKEBREADE Rl L
53.4 [ERIE S (PD) ERBRIRAZE Rl L

5.3.5 HROE R O r e R
53.5.3 BEEORERAGEZ O TRREAT L 72t

o
i

e LR |

536 Fﬁﬁ}i?‘ﬁ@{iﬁﬁﬁ%ﬁ&:%ﬁj‘éi&%% ........................................................ %ﬁz%g‘;{q;‘i L



	全体の表紙
	1.4 特許状況
	1.5 起原又は発見の経緯及び開発の経緯
	1.6 外国における使用状況等に関する資料
	懸濁用液：フランスにおける添付文書
	懸濁用液：イタリアにおける添付文書

	1.7 同種同効品一覧表
	1.8 添付文書（案）
	ミリプラ動注用70mg　添付文書（案）
	ミリプラ用懸濁用液4mL 添付文書（案）
	効能・効果、用法・用量及び使用上の注意（案）の設定根拠
	1.  ミリプラ動注用70mg 添付文書（案）
	2.  ミリプラ用懸濁用液4mL 添付文書（案）


	1.9 一般的名称に係る文書
	1.10 毒薬・劇薬等の指定審査資料のまとめ
	1.12 添付資料一覧



