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(3)& D%
T (=2 2y FEomAIZ L D)
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(3)R T L
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I I I I

OH OH OH
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CHs CHs

4. " FRARUHLFE
4373 0 C3sHaaleNeO1s
& : 1550.18

5 tF£& (f&%)
a diastereomeric mixture of 5,5-[(2-hydroxytrimethylene)bis(acetylimino)lbis[V, N’ -bis(2,3-dihydroxy-
propyl)-2,4,6-triiodo-1,3-benzenedicarboxamide]
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pH 70774l (EE)

pH AfRE (mg/mL)
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11.0 8.0X102
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AXToXY/ —ILOHERE (BR

LA HHgE KEP) logP
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pH 3.0 3.9%10 2 —1.40
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pH11.0 1.6X10 2 —1.80
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iR, 25001 20 H y—L - Bk X[ RAQD
25°CP, 75%RH. HFHT 12450 | RVZFULARTEH | 1~2%DKSHEN
24 » A GMAER) | & 2~3% DK A3HMN
36 # A 2~4% D IKSFEENN
a) HIRE (Fvr—¥—FR)
b) [HEM (Fv7r—% —RiE)
o) fEIEARY
d) AT, 400~6001x (1 H 8 W EH)

e)

HIGAT. 2400~26001x (24 FFEHEST)




0. ARk ic B4 5 HE

QKB RIREIZE T DREM
JFEROKIFWIRRE (150mgl/mL, 50mL) CTORFEM FICBIT 2 ZEMERBROFERE TRIRT,

PRAFSR: PRAF IR BRI HE AR R
40°C?, 75%RH. BEFHT 30 H WD T T AN TV | MO T (IEEVERA —  MEEEER)
F OB L L

25°CP, 5001x9 30 H WD T AL TV | MO T (IEEVER —  EEEER)
F OB LR L

40°C?, WFAT (pH19) 14 H W 7T AL TV | SMEODT AR (EAER — MEGER)
FOMIZIFEb A L

40°C, W57 (pH5Y) 14 H T T AN T | SO (REEH — Hoatii)
Z OfITITZE R L

40°C. W5FT (pHY9Y) 14 A WD) AL TV | MO TR (IEEVERA —  EEEER)
I Ao (150ppm) KT N7 & F LR
A ATV — O (0.15%) MRROLNTE

a) @E 75%RH

b) fEIEMY

o) HOLAT (20W) 12X B HRET 400~600Ix

d) s TR

e) 0.1mol/L U v —/kFEH Y 7 5-0.1mol/L U »EE/KFE —F b U v AR
f) RUBRHELT ) U A-KERIET R Y U AEETR

(3)IEH N RIZH 1T DERY

1) KBRPIZE T B0

et KR (1mol/L HCl, 0.1mol/L, 80°C) ', 125 BERINNE L7234, 99.7% N FLE TH - 12,

UL, 7v UMK (pH11, 0.1 mol/L, 60°C) 1, 25 RfEINE L&A1k, N7 B F b1 4
XY —v (10.4%) ROBRILA A UFY — (1.4%) BAERK L,

A FDRY )= > NTEFABRIA AT ) —L - Bl A% 7 —n

2) KIZkBH1fE
KEEHEH (40mg/mL) (23T 8 HIH, MREARSAT TS L2HE6 . $ 50% 030 L=, BT 550
MOTTHRGEREDZ NG DITNHEY A (8.7%) THY (RN—VOMEAZR) | 2oz &
FAATIRY ) =1 (6.5%) . BULA A V%Y ) =L (0.8%) KURMAMIIN AR LTz
LAY —L = S A
LAY )= = BT ETFAAE XY )=
AATFY )= = BA A VR —
7o, BEAIRRE, w6k (500 I 1x - hr) DWW I 7 7 (90hr) PSR CORMRITRE D B/
Mmool




. A4 5 HH

SR A
OH H
HO AN O
| |
OH H
HO N
A "
o I 2‘\

3) Bk DNE
KEH (0.07Tmol/L) % 2 BRLEN L7256, 1~2% 00 L, BT FAA4TF ) ) —L A FTF
=T R ROKRE DR LTz,
AFTHRY = - BPTEFAAL AT —
AFTFY )=V > AFTFRF AT IR
LU, EFRAET 100°C, 16 REEIINEAD S N CONRITRD iz,

3. AR OHERRARE
DEK TS 5 L&, HODHAEZFKET D,
(2) B R —fakBRis 5 mT BB EERIETS ) 12k D
(3) AR —RBRIE THRAMRIN A~ S AVIERE] 1282

4. ARG DEE!
RS SR TS (RHBRERIR)



IV. BFIZRE4 5 IEH

V. 2H|(ZBHd 51EH

1. &l
(MFIRDORF. SRR
Flftz « EESA
NER RO
LA TP ENENIRD KD & a

R T REIE
NGy (mPa-s) (20°C) pH |(CERAE s Bl
(87°C) Wt be)
A F XY —/1 10.99g
20mL
[3—F&AE: 5.4g (270mg/mL) ]
Ei—4 A FVHH ) —)L 27.49g 1.288
50mL 5.8
270 ;% [3—F&AE: 13.5g (270mg/mL) ] ~1.318
- e~
A FVHH ) —)L 54.97g 6.7 ]
100mL 1 T (0 R
[3— F&EARE: 27g (270mg/mL) ] ~7.7 o
- DI
A F V%Y —)L 32.58g
. 50mL
ETR—2 [3— FEAR: 16g (320mg/mL) ] 1.342
11.4
320 3% A F %Y ) —)L 65.15g ~1.378
100mL
[3—FEHE: 32g (320mg/mL) ]

(2B RRBVAMREED pH, RBEEL., #E, LLE, RELG pHEF
Eit TVA(NEIRORA., NERUHEIK 2]
QNEHFIDEHRHDEHARLGCIARDHEREKRVIELHE
L

2. HEIDOHERK
(WA S CEMERSD) DEE
R TVA(MBRORA., HMEERUHEIK) SR
(2)@nn¥
TF MBEANTY T LT B T LKFY 0.1lmg/mL, b u A ZET—/L 1.2mgmL, kT FY v A kALY
v . pH FRHEH

Q)EREDRE
-3 E Bfg Na* (mEq) Ca?* (mEq) Cl- (mEq)
E$/8—% 270 iF 20mL 20mL// XA T L 0.65 0.21 0.84
E</8—% 270 3% 50mL 50mL//XA T b 1.63 0.08 1.65
E</8—% 2703 100mL | 100mL//3A 7 /L 3.25 0.15 3.30
E2/8—% 320 ¥ 50mL 50mL// 31 T /v 0.98 0.06 0.98
E</8—% 3203 100mL | 100mL//3A 7 /L 1.95 0.11 1.96




Iv. WANCEE4 5 H

Q)R BBRRDEERUVBE
RZY L7

(5)% DAt
RZM L7

3. EHFIDREEE
AL LR

4. BAEF, A DLEMEICHT BEE
A= RO

5. HFIDEREHTICEITHREMR

(N EEREFAR
RTFSME PRAFHAM RIFIRE RERIE H g
ET/8—% 270 20mL s, pH, ikl L
ES8—% 270 3 50mL ah (%) Bk L
- 25°C/160% WANAT N, | gwE,
E</8—4% 270 3% 100mL 36 » A 7z L
RH A ERZ(Z7N
E</8—% 320 50mL : 7z L
FUHESRY, f |
E</8—% 320 3 100mL b L
(2)=rBESlER
RIS PRTEII I RE mOR
50°C. 5T 6 #»H et N A T )L LI T T OEEIN K O pH DK T A58 S
LHH00, BENTH-T,
70°C. AT 30 H et N A T )L LI T A OEEIN K O pH DK T A58 S
L5000, WTNLEBNTH T,
=R, 5001x9 12 % A e N T | Bk L
) Epak X
a
=R, 5001x9 12 % A e N T | Bk L
i
=R, 25001x® 20 H N T, | Bk L
Epak X
=R, 25001x® 20 H N T, | Bkl L
i
b) | 40°C. 75%RH. WA 6 7 H N, T L X (AP

a) A AVXY ) —7E 150mgl/mL (50mL) (ZTHEM (f AV XY ) — A BFIOIREITHT 52 EMIT, BEICL->T
ZENT2 L FITHR U TR E ORWRAIRTHIN 2 LR fER I TW5, )

b) A ATV FY ) — 7 150mgl/mL (50mL) . E¥,8—2 270 I 50mL, b2 8—2 320 1 50mL (2 T E

©) WEAT. 400~6001x (1 H 8 HERST)

d) FHIC kL pi Lk

e) HOLAT. 2000~30001x (1 H 24 HRARAST)



IV. BFIZRE4 5 IEH

6. BREROREM
A% LR

7. F L DESELL (MEILEFHEIL)
AH EBLAE TN TR SN DA L ORdEZ bz, EETOsMIL, pH, 3 vk, GEELEHEL LT
TRt L7z e, IRODIEH & AF & ORLEITRET D XE LB DT,
AR A I ) Ty — DA - pH O T RO E U L EOEINNFED b7,

B S EILRERAIE

T | mama | RAR | AR G4 | RAWE | IENE | SENE | eENE | 24w
s OB | OB (-) (=) (-) (=)

320mgl/mL _ H 7.32 7.35 7.35 7.37 7.29 7.33
(201gnL) S ==7 7] 500mghmL ; 7{t# (ppm) 25.3 L — 39.0
& ' (%) 100 99.1 99.8 97.4 98.6
S8l MEETE | I (—) () (—) (—)

320mgl/mL éﬁjj?\ﬂ:i J 20mLL pH 6.42 6.61 6.55 6.41 6.14 5.26

(20mL) Ty—rr v 3 7t (ppm) 115 L 1152

& & (%) 100 96.8 97.3 98.1 97.0
s OB | OB (-) (=) (-) (=)

320mel/mL R . pH 4.20 7.26 7.27 7.29 7.26 7.19
(201gnL) A=) 20mgliml 2 v{k# (ppm) 37.5 L — 26.8
& & (%) 100 99.4 101.4 103.0 101.0
S8l MR | I (—) () (—) (—)

320mgl/mL |~/ > 2508447/ pH 6.68 7.22 7.28 7.28 7.22 7.27
(50mL) HNT YL 0.25mL {4 (ppm) 24.8 L 27.3
& & (%) 100 100.7 104.2 99.6 102.5
125mg s OB | OB (-) (=) (-) (=)

270mglmL | ... (12.5mL‘hUF7 pH 6.80 6.72 6.72 6.74 6.73 6.74
(50mL) AR ClR 2 v{v¥ (ppm) 24.8 | — 492.8
) & ' (%) 100 99.3 96.4 99.4 99.2
625mg SAMEL | B OTE | S RER (—) () (—) (—)

270mgl/mL ey (6‘25mL‘+E,F‘3 pH 6.80 7.10 7.03 6.86 6.69 6.50
(50mL) AFRER CR| 3 vk (ppm) 28.5 L 28.2
%) & & (%) 100 101.0 99.6 99.5 97.9
s HOEY | HEE (-) (=) (-) (=)

270mgl/mL | > L pH 4.36 7.47 7.47 7.40 7.46 7.43
(45mL) A2 2 v{L# (ppm) 48.9 L — 56.2
& & (%) 100 102.5 100.7 96.7 101.6

(=) : BAER Ll LT ERRRD DL, (A I TRBRFER L RO LD TH D)

8. EWMFHRERE
RN

9. HEIPDOH AN DHERRERE
(DAG ImL 2 & 0| #1059 <L, ZARHEE, BEKCTMET D L&, EADOTAERET D,
(2) B Jm—fakBrit T8O AT I E VR ) 12X D
BB F—fkkBRiE (ME/7 o~ /T 74— 1285



V. ®HICBI9 5HH

10.8FIPDEMHE ST DEEE
RS SR T (R BRERIR)

1.5 i
Y LR

12BEAY D ATREIE D & & R
N-Acetyl Cyclized Iodixanol
Cyclized Iodixanol
SR A
Todixanol Amide

Deacetyl Iodixanol

[.2.3)&FNDERICE T HERY) S

13BN RELES - NN ERGERICET SFR
AL LR

14. 2Dt
A% LR



V. 1BRICEEd HEH

V. ‘aRICEI SIHE

1. DEERITHR

ES/R—% 270

MM s . B SR . WATHEIR AR . PIRERATT MR R
ES/—% 320 %

DU fi . A5 B e

<#EE - DRICEET HFEALOEED>

WNIRBER AT HERERRE B D5 &

JRAE LT, AMERER OB WHITITAR 2 7o NRBEH I TR AE IR 2 AT L7222 & R RER R ERE
NSRRI TYEENBAE R 5 & JiAT L 7o 5. MR BB T 28213 & 5, ]

7e72 L, oo 535 TRl S 4L, NRE R OB fF0NHIE 8 T O @EIE AN G AL D NE A VERESR & O NIRSTI TR & /il
L L7 ARSI TIERE IR AR DA, B O RMEERBIETA R T4 L 2B EITRITTH 2 &,
(755 ]

ERNDOTA T A4 AZBWT, WHREREITHRIBERE (LUT. ERCP) [ZRMEEROZMZ D6 DTk LT
ITHETT L2 & ST 5, Fz, SMEIEAMERER O 5 BIEE KOS JFCIRIE BB EE OBIEN 5D 5L A1
3. NERENEE AR S L7 ERCP ORifTAMTHONTND Z ENBRE LT,

. HERUHE
WL OB 1 E, FTRoOEZMEHT L, b, FEMEN~OFEAICE L TX, S, FE, ER. BIZEY
BEMERT 5, 70, MENICEST 256 0kK G EIX, 270mgl/mL #4)1X 180mL, 320mgl/mL HAlI%
150mL £ CT& 7%,

[ ) Nixa—FEFREETRT]

A =
BEDES — =
TR Es8—4 270 5% ES/8—% 320 5%
it il =3 R -2 4~15mL (1.08~4.05g) —
mooR i R 8~80mL (2.16~21.6g) 12~70mL (3.84~22.4g)

20~200mL (5.4~54g) —
woAT MR OB W R | R EEAEAKT 2 AR L
AnbZEbaEe: 45,

PN R B A 30 AT A AL R 3~40mL ™ (0.81~10.8g) —
) 1[EIOREICE T A REHEEZRT,

. BRER AR
MERERT—4\yr—2
PR
(2)EGERZNE 129
A F VXY — NV EGHR O FEERER K O R R SIE ] GER R HE SN TV DIER]) E~ 623
Bl OKE AR 1,097 IS 1T 2 1EE DR OARHRIT 98.5% (1,080 [H) TH-oT-,
(3)ERPREE R ER ¢
BERERR N 551 19 B & 5F G B a5k (4 2%/ —/L 300mgl/mL ; {KE 1kg %72V 0.3gl, 0.6gl %



V. BRICEd 5

FRNE G, 3 A7 v ) ZEE Lz, ZaMICBE L T, BAR, FWRBEOREKE 3 B, a1 F], § 4

BIOBIERANRD LN, WTFRGERETH -7, ZOff, iﬁ%é’ﬂ*ﬁﬁ\ R R CIEEF T IR b

nienoiz,

A FVFY ) — L OIEBBRBICE L CiE, BEAFEOIEA A ISR A L Wk, 24 FERIRIZIE 95%LL L3R

L0 RZERD £ PR Sz,

4) LEHAHEE ) - B2 & 2000537(8):907-921

(4)IRFRHIHER

WHREIR SN DA A V%W 7 —/L 270mgl/mL % AV TR AR, TRnE IR, &% CT. #RMERE

R AR RITER R, ZatEE R LT,

FRAT T SIER L 69 B (R M 8ese . DU AE R ; 4 5 B, & CT ; 39 i, FlRMERIEIRE ; 20 #i) <
MEERARIT, WThoOEERETHLH [+ @WEt+oThol) L EThoTz,
RIWE OFBUFHEL T, BIRFMETIX 4.3% (3/69 ) . ERMETIL2.9% (2/6941) THY . BEFOIEA A 1%
WAL R ORAME Th Tz, BURORBBEITL 2.7% (3/111 EAN) Thotz, TOM, LathicH
L CRRE T N E BEFTITFE O bz ho Tz,

5) LA/ —IEH : BTG R Medical 1995:27(16):946-953
(5)REERIERBR
1) EEALLILITRERGHR
KANIA A% =L ORMROEEAIE U THEEZFRI L7272, A 3~F Y —LOREEZSEIZL
RN, AN R OV BiR A AR 7k 2 L IR T,
—RRIC, EEAOREROHE - HEITENE T OREHMICIVELENTND, 13TV —
270mgl/mL, A 4 %Y / —/L 320mgl/mL (231} 5 MEEAIRER OfE B4 DL ICRT,

it &
X B A F VXY ) =V [RIEFIER| A=Y (AR AR | il g EREIEA
mpsey 100 d~15mL  [HEOESIE O,
A (148/148) BIEREME 5 72 L
4 A s © 270mg I /mL 50 S BTN - 10.9% (5/46 ) . sk 1.9%
o i) 1007 I~l0mL [k 10-9% (56 B, AU 1.9%
T (219/219) (7/367 TEAN)
@ 270me 1/mL| 32 B 89.5% (17/19) [8~80mL  |@BUESIZH X,
& 70 i) |97.9% (95/97) |6~45mL | HIREME ; 6.3% (4/63 )
R 100% (39/39) [12~70mL [N ; 1.6% (1/63 fi) | 2K 7.3%
s AL RS 7) »
WM ESE @ 820mg Uiml - 28 1 i 6 [07.1% (34/35) [a~5omL | (L4/1911EA) | ¥4 1.0% (21191
; EREAA TRV —VRED B EAN)
O. OftH 5 P,
P
g?g’fﬁ(ﬁgﬁfﬁ 270mg I /mL 21 |100% (21/21) 3~40mL |7 L,

) EROAHRIT, ERDRHELLED T++] DL EOFHI A DAL ARB TR L,

6) /IARIEALIED « ZRHL L V5 1996;24(Suppl 3):437-445
7 A ED - FEEE L JAHE 1996;24(Suppl 3):411-421
8) KIt EiEhH : HELLIBHE 1996;24(Suppl 3):465-471



V. 1BRICEEd HEH

2) HEERERER
gl OE H E -
p_— P AR [TEAGHEEE | & | e P CEBUBEY 56150 GEBRHE B
1[Fl(mL)| (mL/sed)| (mL) | () ” Rt | e By R
AFTFH ) —L 160 99.3% 2.0% 6.0% 2.5% 0.3%
o gy |270mglmL A N N . (148/149) | (3151) | (9151) | (27/1083) | (3/1083)
b B S~y | 918 | 110 200 LA 158 100% 2.1% 1.4% 10.5% 2.6%
300mgl/mL #¥ (144/144) | (3/146) (2/146) | (112/1062) | (28/1062)
AFTFH ) — 156 98.0% 3.3% 3.9% 11.0% 2.9%
g, o |320mgl/mL #f - N . (148/151) | (5/152) (6/152) (60/547) (16/547)
PRz B 2 A~k o—n | 12750 2% 300 AR 154 98.0% 2.0% 4.6% 37.2% 23.1%
350mgl/mL B (145/148) | (3/151) (7/151) | (188/505) | (117/505)
L AR | B 100% 0% 0% 1.4% _
;Eiigﬁfgifa/§ 270mgl/mL #f 2~4 340 77 (7171 ©r72) ©r72) 72)
ERCP) || s [T o | 94% 0% 3.1% 15% -
282mgI/mL 2# 5~15 (62/65) (0/65) (2/65) (1/65)
") EROBEHRT, REEEHFHEEED T++) L EOFHMAS DAIVERE TR Lz,
1) EEHEIE)  HEE L EFR 1998:47(7):1181-1206
2) WS HEREIE )« B Medical 1996;28(12):748-763
3) KIF FiFd : I LK 1996:45(1):57-75
<BE>
X AREE AN OB G R E e 2 HET D Hik L LT, ﬁéﬂéz’» LANWLNTE 1 XBEEAIOEEKHETH D

XA Z 23 T 2 MEAiEE =22 BT 2 MEAKIC

WTUWh 5,

HZWIRE A B bR 7= b B E Y4

A E S SR Y < A B . DU B A AR >

l+++] 2 N T AMRRL, BEIRES TH D,
[++] I FTANMIORNE DM, ZENTILERNAES Th 2,
M+ AV N TANIEDLN, BEIBHETH D,
[—] a2 MRELS, BEIRTETH D,
Ix]  :HEAREE
MG ISR D S S < NHREE RO TR A 1 5 >
AV hF AR 7 W
+++ E W ®r 5
++ B W A HE
+ Eow "OfE
- on RATHE
X HEARRE (RN DOFRFIC LD b D)
JEAE | R OE IR LR . IBRIEOREGE IR L LI IEEIIEVHIET S,

3) REMRER

PME R L



V. BRICEd 5

4) BE - RERIRER 910
DEHEEICRIFTEEDRE (A A2FY/ —)L270mgl/mL - 4 %4/ — )L 320mgl/mL) 9
A FTRY ) — L OEEIMERE BT 2 EENR K OBERIC KT T B L R e, ARk
W, BRIEIC L D ZRE (270, 320mgl/mL) M OB AT o 1ok R. IROIRBEE, BrMG
(BeX7mrua7ly T RE COFRIGBIEDOREEORIE) | MERAEILFHREO VT IZEBW
THZECITRRD b o T,

RE/7 y-GTPIOLTF=Z>
F491E + SD o
(mL/4) 2 & Fi1E + SD N
64  e——e270mgl/mLE¥ e ] ——27omelimLE Dumett St
g| o o2omelmiE * % % 1 p<0.001 41 ee 320mgl imLE LOTYS
7 1.2 % % % 1 p<0.001
4 1
3 0.8
5] 0.6
0.4
14
0.2
04 04
—1 T T T T T ‘02 T T T T T T
MEGEA REEFA 3097  60%%  1200% MEGEA ®RIEA 3007 60HH 12007  24R5fEIRR
[EXT] [EEE EAi E#
NAG/ VL7 F=> BaMG/ 7L T7F=>
FifE + SD F#1E + SD
0.6 o 270mgl /mLE¥ 754 oo 270mgl /mLE¥
i o------e 320mgl /mLE¥ o------—e 320mgl /mLE¥
05
0.4 60+
0.34 L T T 45
0.2 T 18
0.1+ ﬁ """ H ﬁ """"""""""""""""""" 301
0+ 15 |
0.1 T
-0.2 07 i Jl
-0.3 T T T T T T -15 T T T _I_ T T
MEFEA SIEEA  309#H 600 12007  24REREITE MEEFA RIEA 309% 609#% 12091  2485R%
=K B (=X BE#%
R &% &

QBEEMEICH T HANENRE (4 4P FH/ —)L 270mgl/mL) 1
65 Ll Lo mEdE 12 B (ABEEE) ICAH] 450mel/kg & HEEALS % AV 20mL/min O7EAGEE T
IR G- U, W EhRE ZaM 2 et Lo R, Sl 28T 2 T Eh B LR Rl H -~ T HE:
DIRIET DHAAFRD HAVTZ b O DG4 24 REFIZITAEAN D HIZIEE I HEM S vz,
Fo. EIRMREIERAN 8.3% (1/12 ) RO LT, FOMIZITFFR 2B bITBlE SN o T,

9) MBEEZIE)  ERLIE 1996;35(4):775-789
10) PEIEARIE A« 3RE L RE 1995;23(12):3421-3433



V. 1BRICEEd HEH

(6);a R A9fE FA
1) ERAKERE - FECEAKGHAE FRAE) - RERTRERHR (TREERKHER)

2)

FRAKERE

AR O FERE FICBT 2 RMOBER FHCERZEER) ORI, BFFROBARNOEE,
LM, NS EE 525 B2 DN BEROEREEZITH 2 L2 B E U CERRUETEA 2 50 L |
18 fitigk 7> & 3,032 BAMUE S iz, LRI RAER] 2,059 B> 5 5 | EIVE RIS R T 32 451 (47
) | FEMEFEIRT 2 F (41 . FF34 61 (51 ) RO B, FEBLERIT 1.7% (34/2,059 ) (5
RfElE 7.5% (32/428 f4]) | FEMAE RAEIEK 0.1% (2/1,631 ) ) Th-7-, EREIEMIL. FLHE 0.49% (10
fF) © FOHEIE 0.24% (B 1F) . 382 0.19% (A1) . BHALEE 0.15% (3 1F) FEDOREEIRTH -7,
I SRR O BIRENE | 2R (B 514 2 RER LRI 38 B) BIER ORBLRIL, 22 2.1% (9/428 ) |
5.4% (23/428 f5l) TH v, ERFEIERIL, BIRETIE, MRS 0.5% (2 #4) | KM/E 0.2% (1 {4)
LOMmAAREE, BUR 0.7% (31 . ERMETIX, FI3E 2.3% Q04 . £ 2FEE 1.2% (51 | &F4
BE0.7% (31F) . 2 0.7% (3 1) ZHOKBIERTH -7, £z, MERBEKICI T D ANME, R
BITER O BLEIL, AR E CORRKRERIC I 1T 2 U 8 #5 K O i & B O BIVE AR BLE (RIREME
2.9% (12/412 f) | EH#ME 5.1% (21412 ) ) L EZNFNIZEFABREOHE THY . FrCMBEE 25
RITFRD 7o Tz,

AR R SHER] 1,982 FllC I 5 A2hZIE 99.9% (1,981/1,982 f5l) TH Y, WIh Ok (K
MAERE ., WMESRS ., PITEREIRE . NSRRI ERE) 2B\ TH 07 Ao En s
iz,

ABEHLELTEREFEOHNBRIEER L -HBOME

ML



VI S HERIC B9 5 IHH

. EYEB(ICEAT HIER

 EESCEAEHSILEMXITIEEME
FEAFMT )T g — REEH A F~F— b, A FRNI R, A F~L V)b A F AT a—)L5%
A A M AT —REER . A A T

. REMER
(OWIEREML - ERF

EVN=71%, P I = FEHERO BEMEEAET DA A VXY ) — BTy & T DA A MR

SR
JFEEATH S, AFNLI— RICL 0 XBEWIELE R LSS, XB2WEmez BT 5,
Q)FEZNEZE(H T DR IE
ARERIE H i HERIRA], BERE, BRE5REK OB ok A
WM ERE | 4 X | A FVF)/—L KEREIARZERRTT L 4 HBIZ Y 0 A4 —/"—
(R EREh %) 320mgl/mL 5.0mL BhF E &> TREBER 2 &5 U BR, H1Em
A FF Y — )L ERNRICEITIED ST EENWA & D
350mgl/mL 5.0mL &)E FIERIZIRIE S 472,

(3)EFRRIES - FHEER
LR L



VIL_ EYEhfelc B9 5 HH

VIl. EYEREICET 5EHE

1. M REDHS - BIEE
(1RELEMGILSRE
AR L
(2) 8= = 10 7 5 B 31| 2 A
MR L
QERRRBR THASIN-MHEE
1) BEREA Y
RN B 72 A AV 7 — A ESHE (300mgl/mL) % 0.3gl/kg D% 5-5C 20mL/5y DIEAEE (Step
1) . XiZ 0.6gl/kg O#FEHET 20mL/453 8 5 WL 50mL/4y DIEAEEE (Step 2. 3) THAEEARNIR G- L
7B OEYERRITRO L B TH o7z,
Step 1.2 KO 3 O MR X H 5% 143 CENZ 2.9mgl/mL, 5.3mgl/mL & O 5.3mgl/mL & 729 |
D% 3AMEE R LTI Lz, I tiza, tie B, tizy 1TZFILEI 0.1~0.5 FFfH, 1.2~1.4 F¢fH],

3.2~3.9 K TH ~ 7z,
(mgI /mL)
7
—o— step 1 (0.3gI /kg, n=6)
6 —e— step 2 (0.6g1 /kg, n=5)
—o— step 3 (0.6gl kg, 2oEEFF, n=4)
5 Fi{E+SD
Im
5%
th
P
B

B R (hr)

BEEHRARSHIZE T4 OFY/ —ILOmERRE
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BERAIZE T 544 OFY / —ILEBRAKRSROEYTRE/NS A —4

5 A Step 1 (n=6) Step 2 (n=5) Step 3 (n\=4) -
(0.3g1/kg) (0.6g1/kg) (0.6gl/kg, SUEHE)

Kiz (hr') 2.692+0.726 3.6620.614 2.288+0.872
Ka1 (hrd) 3.135+0.573 4.425+0.493 2.712+0.767
Kis (hr) 0.105+0.036 0.085+0.015 0.098+0.059
Ks1 (hr?) 0.265+0.032 0.233*0.016 0.221+0.042
ke (hr?) 1.048+0.054 0.751%0.170 0.911+0.089
Ve (L) 6.4300.538 6.6860.377 7.185+0.847
Vdss (L/body) 13.860+1.002 14.146+0.594 14.726%+0.801
tiza (hr) 0.34+0.22 0.09+0.01 0.54%+0.39

tiz B (hr) 1.18+0.23 1.24+0.05 1.38%+0.16

tizy (hr) 3.24+0.78 3.47+0.11 3.85+0.38

AUC (0-12) (mgI-hr/mL) 3.051+0.103 6.359+0.148 6.744+0.194
AUC (0-°) (mgI-hr/mL) 3.078+0.106 6.3660.149 6.752+0.195
Clr (mL/min) 104.17+17.63 96.70*£6.19 97.12+15.10
ClIr (mL/min) 102.27+18.32 96.68+6.76 90.70+8.87

FEJfE+SE

tuze @ o MG, tie B 0 BAHMNAREL. tuey ¢ v KRNI
Kiz. Koi, Kiz, Ksi: s34 dE EE

ke  : VHRHEEE

Ve iz X— A2 MORDT EOSAERE

Vdss : EHFIREEICIRIT 2 AT LSRR

AUC i P B — R dhRR T i f

Clv &5 VT IR

Ck B7UV7r7v%

2) BEE
A FVFY ) —)v 0.45gl/kg % @il (FFlp 0 66~87 %, K : 35.1~74.0kg) |2 20mL/min O A
JETRIRP$ G U P BE Je ORI DU TR L7 B 542 10 0 O 1L 2. 7Tmgl/mL TH V) |
DIRRIEIE 3 FE DR Y — U Rk L N BIE LTz, EEIZB T 2NN OA A VX ) — LDl
FREEO T 4.46 R & RERRRR T LElE L T TEE & S M 0338 b7z,
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(mglI /mL)
10
T{ELSD
1 —A— SEE  (0.45g1 /kg)
—0— f@E&A (0.3gI /kg)
T —@— fEERRA (0.6gI/kg)
g BERA (0.6g1 kg, 2REHT)
0.1 o
P .
i3 ]
0.01 4
0001 T T T T T T T 1
0 12 24 36 48

B (hr)

SEMEICETSAFOXY/ —ULBIRARSROMEFRE (BEMRAEDOLE)

SEEICA A OXY /) —ILEBIRRIRSRORMBE/ NS A —F (BERA L DLER)

NRTA—H I RERERA P
tue (hr)? 4.46+0.45 2.70%+0.05*
MRT (hr) 3.80=0.44 2.32+0.04"
Clr (mL/min) 46.7+3.9 91.6+2.3"
Clr (mL/min) 46.4+4.8 93.6+3.4%
Clc (mL/min) 58.9£7.3 113.9£6.5"
Vdss (L/body) 10.0=1.1 12.8+0.4*
FEJfE £+ SE
* : p<<0.05

a) :n=7 (&5&. 0.45gl/kg)

b) :n=9 (¥%5%. 0.6gl/kg. Step 2 & 3)
¢ :6~24hr

tuz PR

MRT : SFEEIRPN  RE IREfH]

Clg :BEZ7VU77v2A

Clvr :&H7UT TR

Cle :27Vvr7rF=vJUT7T7 A

Vdss : EFIREBIZE T 2 AT Lo mAR

EHFIREETONAZEF (Vdss) 1X 10.0L/body TH Y, MIZN~OBITIZIZ L A EF8D RN 2 & AR
Me STz, FRINT 446 K TH Y | EMA LV ARICE» T, B2 VT I 0 227 V7T R
DHIXIZFTX 1L THY, BREICBOTHEIHIIICTH L Z ERRINT, ZNHD7 U T T 2 A
FERC I L CTHEICIE T LTz,
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(4)hEi
LR L

5)RE- HAEOLE
VI 7. REAER) B

O)BEE (KEal—33>) BIICL YL -EnENBEEHEE
B L

2. BRYMEERIINT A —4
(1B A
AL NR—= AV NE—=T T
(2)RULEEE
ZEERR L
BN MATARLZEY T«
AL LR

(4)HRREEH

VI.1.(3) ERPREABR CHERE SN-MPREE ] 2
(&7U77/x

[VI.1.(3) ERFRERER CHERR S Ni-MPRE] M
(QFEiE

VIL1.(3) B& éﬁtﬁ Enf-mpiRE] 2K
(7)1 KmE‘f‘t

t%mﬁﬁéméﬁmly%uTT%D\$ﬂ@%5%%ﬁmﬁ#ok(ﬁ@éﬁﬁ\meﬁ@o

3. %
AR L

4. 5

(1)1 % — i B P @ s 1
MR L
<& .8 T—4>
i L7y ( TVIL4.(5) Z Dt DMEBA~ADBITE 2]H) .

(2)Ii% — AR B& R P @B 1
HMERR L
<BE @ghT—42>
WEEMM TH LR 18 AR EBROMBAHERTE2 20 HEOZ v M B4 £V %4 ) — 1
(0.3gl/kg) ZERIRNERG- L, AAIOREREEEZ R Lz, EIR 13 RO T v FTlE, &5% 30 20k
g R K OV R A R R R B L X R R S IR EE O 2, 0.39 KR 0.05 5 CTh o7z, R 20 HHDZ » K
WBWTHIZEFBROBIE TH Y | MHREORIELZ R TIRIEHEME LR O T, 5% 24 K ORI~ 5
MRITBEED 0.01%UL FCThHoT-, BHEA— T VAT T 7 4 —IZ X DMatTHAHEEDIRIRBATI D 72
WZ EDFER SN, U EORELD., WA AT — DT v NI B EEEREIENEE S
niz,
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BIRS v MMZET S B4 F x4/ —)L (0.3glkg) FRNEEZOHEBRIRE

FEARIRE (ugl/g X3 pgl/mL)
AR 4% 13 H B 4% 20 H H
0.5 4 24(hr) 0.5 4 24(hr)

B

M K 197 ND ND 342 ND ND
. 4 313 ND ND 507 ND ND
% 8.9 0.4 ND 12.1 0.5 ND
L ik 74.2 2.1 1.1 131 2.6 ND
Bl 560 116 114 991 182 183
iR 63.3 10.0 5.4 80.3 13.9 15.4
fiti 135 10.4 4.5 234 10.2 6.1
R 76.7 7.9 4.5 120 6.9 8.8
a1 187 13.1 6.3 344 28.6 18.4
oy B 92.5 ND ND 148 5.3 ND
ER 121 19.0 6.6 160 20.8 21.2
ESVIN 19.1 3.2 0.5 4.0 2.9 3.2
h 128 18.6 8.0 153 237 457
JiE VR A

. & - - - 15.5 5.8 ND
fibd — — ND 1.3 ND
D g — — ND ND ND
b — — 5.3 4.8 3.3
iR - - - 2.9 1.5 1.0
fif — — — 4.1 2.3 ND
£ g 16.5 8.1 2.0 6.9 3.7 1.8

ND : #HIRALLT

)FEFT~DBITHE
MAEER e L

<BE . @g}hT—4>
St T HHODZ v MM 1281 A V%Y ) —)L (0.3gl/kg) EFURNER G LI25A . SLH RO RER B 13 %
Gtk 2 2 R L, BG4 4 RN R 20.2ugl/mL 27 Uiz, Be5-1% 2 W LIRS CIX gLyt ih g AL 13 5%
TR 0 EO IR THER L. R SR E O TN LD Bhvoond, Behth 24 BER CIEBR R LA T
EFTCHELE, UEOBENSA AU ) —VIFHHFICBITIZT 2 b 00ZOREIXKL . Ltz L
THBWROENIZIRV IAEN D BTV N EEZ BT,

P (n=3)

DH/ETEBEDS Y MBS P-4 F XY/ —ILBEIRRZRSEOITHRRVMERRE

HATRERE (ugl/mL)

HL Rk B H%ORH (hr)
1 2 4 8 12 24
1113 74.3%£8.7 7.8+2.1 ND ND ND ND
3L 17.9+1.8 18.8+3.7 20.2+2.3 4.4+0.3 5.3+1.6 ND

ND : B ERALUT

(4RERA DB
LR L

(5)% DDA~ DFATIE

AR L

FHEESD (n=3)
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<BE @ghT—4%>

7 v MEARNIC 1C-A A%/ —/L (0.3gl/kg) %2 #hH%, RFF— T VF T T MEERR UERED 53
i PEBEMICHRE LA R, RBO LB BB Uiz, B, MR, P2 bR <
MkCIx, 5% 24 Rl CHUHBEIIM M S o 7o, Bl UC IREIXE 5% 1 HE B TR O b, BiE
£V REICEREICFEL TV,

S MZUC-A4 4 XY/ —)L (0.3gl/kg) BIRNIZEZOEBANRE

B ERIRE (ugl/g X% pgl/mL)

Ak BE#%OKER (hr)
0.083 0.5 2 24 168
m & 1480.4 381.3 17.7 ND ND
U 414.2 145.2 ND ND ND
a 314.5 47.8 ND ND ND
Jird 23.7 ND ND ND ND
i i 305.7 52.4 ND ND ND
BN (R D >1528.9  1122.1 301.5 377.2 191.9
ek (') >1528.9  1306.7 238.6 27.3 22.7
I i 264.2 92.2 15.1 11.7 ND
fii 1153.1 199.1 ND ND ND
fEE i 375.9 ND ND ND ND
B AT 138.1 31.7 ND ND ND
F R 36.7 ND ND ND ND
Al 177.3 69.0 48.8 9.1 ND
kOB 153.4 54.6 ND ND ND
g iR 250.7 37.9 ND ND ND
BRI 480.7 119.5 ND ND ND

ND : B RALUT

5 X &t
(DABEBAL R U B
TERER N BB RN G L1256 RIS RZER LA O RGBT Sz o7z,
QQRBIE5T 58% (CYP450 %) D4 FiE
AR
QRVERENROEERVZDEE
2L (REWAHEH S TR
ARBIOEFEDEHEER VLR
2L (REAFE ST
G EMERBMORERI /T A—2
A RBANA

6. B ittt
(1) BERER AL R AR B
g (R H)
KENDOB 7 VT o AL2E 7 VT 50 ZADOHITIEE 1 ISEVMELE R L, 85 L7-EH0I1RIF 20 RERIE
TR Z B L RP~HEt S D,
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<BE  HEAT—E>11

B (R )

ARyt (GE)
(2)BEt 5=

1) BEERRRA 9

CREBAIRE LT 97T~98% CRERINIEDR 2 /8 H)
:1.2%LLF

HAAIFRIRN S 5% 0 BARER P HRIRIE, B 5 1 % TG ED 37~45%., 6 IF[H% T 86~92%. 24 IR
% T 96~100% Th 0, ML DI FIE EEMICR TR S -,

A

(% of dose)

100 ®
T
50 —®—  Stepi (0.3gl /kg, n=6)
—O——  Step2 (0.6gI /kg, n=5)
—O—— Step3 (0.6gI /kg, 2iKEFE, n=4)
oe T T T ]
0 12 24 36 48
B R (hr)

A4 OFH /7 —IVERAR S RO RERPH#ER

A AP — 1 (0.45g1/ke) 2 RN L7256 R T HRINS S 5 2 IEfR % T G- R 48.7%,
24 FEfEE T 99.3% Th -7, R TOREBIARITHEERA & OFTFBO LRRD -T2y, B GEHT

D P B TR & Bl U T FEE LT,
EHABI L. CLe DIEF L7z miiind TliIdRtbdE DR F 23380 bz,

(CLe)

R A~OHEMEE T LT F=o 7 VT 5 R

SEEICAA XY/ —)L (0.45gl/kg)
BRI SRORPHME (BEMAEDLEE)

P 5-1% DIl RRURTPHEME (% of dose)
(hr) i fn TRERRE A D
2 48.7+23.5 59.0+1.4
6 81.1+9.9 90.1+2.7
24 99.3+11.3 99.5+2.0
48 101.9+11.7 99.8+2.19
= SD
a) :n=7 (&5&. 0.45gl/kg)

b) : n=9 (&5,
c) :n=5 (FhH &,

(3)HEM = E
BFE TVIL6.(2)HEt =R |

0.6gl/kg. Step 2. Step 3)
0.6gl/kg. Step 2)

Z R
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7. b VRAR—EF—IZEAT B1ER
B R L

8. BMFIZLDBRER

(DREREEM
RZHEE R L

(2) I & FE AT
CNEE R L
<% HNEAT—E2>W
A AW —iE, cellulose triacetate membranes (=FifEE /L v — X[K) < high-flux polysulfone
membranes (F#EARY ALK V) THONICEREIND L ORERH 5,

Q)EEmMEER
Al v 2
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1. Bt a v 7 BRMEY 3 v 7FEOHEEREWENRH LN Z LB D,

2. AANIMAY - FROSEOMHE - 21EZH L TWARWDO T, il - FROEZ I IIEHA Lanz &,

RSN 1. —fRAIC T — FEEANT, HIEE, BRMEOY g v 7 BEHTLZEBNMbA TV, AFlLI— R
EEATHY, KRETORFEICLBNT 2 FIOAKHES =2 v 7 (REE) BRESNTND I ENnE,
RN LT\ 5,

CBEERNER B DNRD BTV R WIER A BEENIR B3 2 2 LI3IER ICfERR 0 T, B EP STz oiE
HEGE LT\ 5
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W

ERELZOEH (RAESZED)
(2] (ROBHIZIKESLEWNI L)
1. 3 — R g — NEEANRBUE OBEERE O & 2 B
2. EEZRHFREEDOSH 2 8F [3— FARRBICER L, ERPELT 2823 H 5, ]
fEER 1. I — FEEZALEOIEETH D,
2. I— FERAIIBEOIERE TH S, I— FAHURBICER L, FRIERE I8 LIERDS (LT 252
nndH s,
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3. HERLEEDD ZBE [ARAKLGICEY, MERT, NEIR, RIREOHRENH Y, EEORER
FHIZBWTHERP BT 28201 H D, ]

4. BERTEEO® 58F UERPELT282hrd 5, |

5. SR ERE (BRE) 0boBE [KHIOIT7- 2 HRKITER CH v | BRI T B ClIdRtbEE
NHAMBEESE, RSB T28EA0nH 5, ]

6. v7/nursu7 Y U MEOBE HEEICE O CHIRMENIRSESEY ChikDO¥ 7 F U2 kE &=L, L L
EORENDH D, ]

7. ZFRMEEMIEO BE [ZREEHEOBE CRICBAEROH 2546, BAe (BRE) BHobhdk
TN H 5, ]

8. 7 H=—0bHHEE [MHFINTTLADEKTIZELY, ERPETIEZENARSH D, ]

9. BWEMIED H D BE KL OZORNOH 5 EE [E EF, Hk, FEIREORIENEZ 58ZNR3H 5

THEERE LTS 2 &, SUEBTEERELY £ 258 I3 IRMEEO L, 7= FF7I02

y»&ﬁﬁwa@ﬁ%&07m77/m—wﬁ%ﬁ%ﬁBﬁ%%@+%&%%%ﬁ?é&8\:h%@
BRI TE D K5 oM\ 21TV, HECRET52E, ]
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HLSETED |, RAOGEFRIIE~OEBEEDTEL DY A7 NP RIND,
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LAVFR RO TTE L, Wi BRIENFER SN D] FORRENREZ LN TN D,

3. RFNTHRBIEIEA AU MEERAITH Y . DAFEMEDRT < TEERE RSO EIN/ NI N D & K
FHCFER SN TWA, Fo, AFITIRHEELA & L THE VT T L% VDR IS )T 2 2O
WALZEK > TnD, LML, REIORERGIZE 0 mEE T, RER, SRRSO B R EIEH O
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FFRAEERE LTV,

6. RAITOHREIT RN, FRVEILEEEZ A CIIE O 7 F 2L - LA S 7o LB LT & o
N D,
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BE LTS,

8.7 X =—LiL, MHORHAL /- TREDOZ LT, Kb MK S OZEIFRIRBERRIK T X 20 L
Y AMMECEZ %, 3— FEEFNIMTOD LT Y MEEZ WL BAFD S EE - R"HE1-0T X
=—0bLHBE~OERGITEELERE ST 28200 H 5D THAZESZE LT 5,

9. &) (0 A e B | . 1 P R B SRR O M 2> B8 AR T D B C L AR K 0 E e m e A 23, 2
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I EZRE U EREICH A, BHRICRETD2ZEPRBRETH D,

. REREIBRICEEST SEALDOIE L ETDER
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. EERENB L TOESH
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JREE TIX 10 BB LBl b Rnolc b ORE LRI TWD (fOEEAD 19,

(1 I— L3 — REETLEMEFRBIEEBOH 5 BE TS LIEGE. 3 — ROAFRICERL, B
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HVEND D,
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CEMEEER, FURAIORS. LEIZIS UEIT O TSRS MLE L 72 5,
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2. EEREAMEE
(1) Yav I FEORRIHA., +REMEZETI L.

(2 BEELHESFEOMAICHI MO S TBRBRIGHEHOONEZLBHH, AFICLDLavIENDEE
HEMWERIZ, 3 — FRBSISIZE D bDO LTRSS T, ZNE2HFICTATE D2 HIEEZZ2VWOT, #51C
BRL I T HBREDEREZITH Z &,
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Peb1%, 48 BrfIZRE OREABIET S 2 L,
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[CERBAL 72 BT, 5%, B b, O F v, WP ERREORNWEN &b RN FEBL L 725613,
WL FIREITHEAE T 2 K O a5 LHURRISE & D 2 L, AFITIE S o EBRMERIER
EFE . FHE, £ O FERK, O - EMT, &E5#% 3 BLLERE L TRBT A b HE STV D,

(7) AH % MENICEEREIERS LG ORWERREBUCEA L TiX, Z0OHEREG 25 2 nkasnd
DT, T LVF BRI, BEOEEMAEREREOMZE1TV. BIEHORBLO FTREME @ &l L7
LEIFHRG LRV &,

(8) I— FEEANOBRGIZLVEEEDK TR LbNIBETNR’H DD T, WYL AKDHtEITY 2
Lo FRICAMMER O BE TRV TX, AR GBI FT7 A U552 S2BIC L CHy ik %17
5T &,

R () I— FEEAIEOEEFEL LTHREL TV, BEDT LALX—IERE, SEmARSZMZ L.,
AR Tz o TFERAEES) | MEEEL) SIS T 50 2B T2 2L REETH D,

(2) I — FEFALBOEEFEL L TRELTWD, va v 7 SOEERFWEMIGERA 72872 T
Y2 DDT, AAEGRIL, BELEOHEREITI) ZENEETH 5,

(3) I — FEFAIBOREEFHEL L TREL TS, TTH7 47X —EC, v a v Z7iTxk LT,
FERFEBS TE DT BRI d 25 2 LN EELLEZPIC )X TEETH D,

(4) MENELO I — FEFASLEOEEFHEE L TRE L T 5, AFIOENBIFEIER CIXERMEY =
v 7 EOEELERMERNERIIFRO 5Ty, LaL, BN, R Y EOEHRIcATEH, B
FEWE O LLRGRBRIZ 351 D 3B MERIVE ] L OB FEME B G R O RSB 1%, St OIEA A o' ) ~—
RIS AN AR E, o T, ARAIOBBEMAIEAORBHL O OEEH D=0l b, BEHRE
CEH#ZIZBWTHBEOREL TR 2 2 ENEETH D,
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7. tHEERA

AFNOERMERIERARBMEE GEA Aot ) ~—RIERA & O i)
PEEFPERIVE A TR FENME R SERE AR
EERERER (KA ) v 3.8% ( 49/ 1290) 1.5% (19/ 1290)
M 1.4% ( 11/ 1766) 0.3% ( 2/ 1766)
EEIREER (AxfitiY) v 4.6% (116/ 2549) 1.4% (36/ 2549)
M 2.9% ( 55/ 1878) 0.1% ( 2/ 1878)
AR FRER (B A) A% 4.3% ( 31/ 729) 4.0% (29/ 729)
M 2.7% ( 19/ 1716) 1.3% ( 9/ 716)
V:bEDR—y M: A AT ~—

RTTE TR R RR IS, A2 MR G932 BT ERERIER OREANRE SN D20, FH55%
EMOBETICHDARRBE L T5Z LT, ZNOHERERIENZ RAICHA L, Bl 72 0E - 5%
NTEDLIEEME L TV 5,

7o, BATIRERR O LRGRBR TIT, AANC L 2 BIERIT G4 48 IFf £ TIZZ D 95% M FBLL T
b, B, BEBEONAL LTL, ABRBETOINTIAFEOEBZ TOBEOHEL E2 b5,
B IIARBI OB BERIER ORBLO RSN H 5 Z & 23 L, EEZIC ERROIERNS S &b %
AT, RN FREICHEE T D2 LR L, WURLELZ LD ENULETH D,

RFNIIEA A A ~— BB AICTH O | TIRGICERERERR B L eolcA A hr TV L
B ST EDBEGFEOEA A o ME ) ~—RIEEAI 0K 2B Th 5, SWERBEEGT S L Ebh 5EIE
FHORBIBE DR IEA A MEE ) v~ —HERA L ENEmL R D 2 ENRESN D,

KA OBIFIRBRIT I T, AHF 2 BB G S EF CORIERBEX 12% (3/25) T, 209
B2 BiliE, 1 [E BEERICIZRER RO ARSI b b 53, 2 8] B 05T R EER
FHELTWD, 7o, BARIBRIFOIEAS F T ) ~ —BERAIA A ~F Y — /b & O BRIz B0
ThH, HERE (FICVET LLE—) AURE STV 5 ERMEO ZFIEROREBUL, A 4 ~F >/ —
TR REIZE Do T2 (KA 4.0% 29/729, A A~F YV —)1 1.3% 9/716, x2#7E P : 0.001) .
£ o T BEEEE SR B W CEIRIE B G L 0 B E O RIERRBLN E < 72 5 FIREM A B E T
ERANAR

3— FEEAOHERICBO TIIBHEZE T SE2B8TNRH 0 | LBEIE U TKROMBEITY 2 &
NEETH D, FCRMERER T, WHSOREE P O L2 R R ITE S 2 BT 5 72 DR A O 2~4
BEEOKIVVLE L SND, & OIZEEF T, mEFEMETECBEREE O T L0 fiashig
DIESE PP IERE I L. REOIER MER KD D7), T K> TH & Z S o SaEIER
P EN SR OREZ B ST 2 ERMBNTWD, Ko T, SUWERFER OFIE R H & ik
LOKRSHHPEECTH D,
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AL, BiESEL &9, a— FNEZAL £, B OEFTH Y | FrICEREEL OB
ROPE PRI BE F I IME NG 2T - 7258121, BHERE T H 2 WIXEMERRENE Z 2 /MR H 5,

o T, MEAOHICEI VAT > F— ANRZ 2fEEERERT 5 LE2 N TWD,




VI 2zttt (B EokEgss) (CBd5HA

. ElfER
(MEIERDOEE

4. ElEMA
<EKFREF>
AGRRTOFRA 2,156 Bl GEAPERIVE AT SUERI %L 2,104 1) | BENREPERITERIL 2.8% (61 #1) | 2
HEPERIERIL 4.8% (91 #1) (ZRBL L7, ERAEFERERITREE 0.6% (14 1) . %R 0.4% (91F) .
Z IR 0.3% (61F) | FHIZ 0.2% (51F) FORJFIER, Bl - 5 0.8% (18 #F) | MEH:0.1% (3
) FOWLERER., v 3 > 7 0.09% 21) Thoiz,
Fio, ERBERMERERIZRE 24% G114 | THEK1.2% (26 1F) . %K 1.0% (20 #4) . FHE
0.9% (19 1) FORFIERTH -7,
B KR ORBLL 5,304 BEHEAD 5 HLEUK 2.9% (155 1F) | & 0.4% (22 1) Tho7o (MEFRD
) o
7k, WHRSIHMATYEREIRE G . WTHEIRIEHE CIXRER TV TR bR b o T,
<BEERTH>
AR BT DGR A 2,059 GBI HE SNZRITERIX 1.7% (34 #i) (M REK 7.5% (32/428
B) | FEMERIEK 0.1% (2/1,631 #1) ) T, EZREWEAIL, KB 0.49% (101) . % 9 FEIE 0.24% (5
) | 92 0.19% (41F) | &HFHE0.15% (31F) HOREIERTH -7,
MR 331 2 BIREPE, ERMERIER ORBRIXZ T, 2.1% (96 | 5.4% (23 6#) THY, &
PREER T, BIEEE T, A ERE 0.5% (2 7F) | (RIME 0.2% (11F) HomiE s, 2UR0.7% (311 |
BERMETIE, ALBE 2.3% (101F) . Z98IE 1.2% (B F) | RHAEE0.7% (B 1F) . 2 0.7% (3 1)
EOREIERTH T,
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) Yavy BWEERY) :vavr EREZED) 2EZTZ2E08H50T, BEELH0ITITV, &
S MU R E 41T 9 2 &, o, REOBRBUER b \EERERICGERT 25503 5D T, #
BE+HDIATH 2k,

2) FFI74TF— (BERHY ) : PRRKE, - GIZEEDOT > 7 4 7% — (BREEZET)
MHHONDZ ENDHDLOT, BEEH3IITV, REIZE CEYRLELZITH 2 L,

3) FfiKRE (BRI ) :iAKENHHDONDZENHDHDT, 2D XD REAITITLEITN Uiy
TRAVEAITO Z &,

4) DEME GEERAY ) LEHEBINSODNDLZENHHDOT, O XD RGAIIILEICRT
YR E AT 2 &

5) FEZHME BHERHAY ) EBERENRHOLDONDLIZLNBHHLOT, ZOLIREGEAITIET = /L
X — VESLEY = VSR SI T T BN LE e RET 52 &,

6) BAE (BHEAWY)  AMERENHOLLNDLIZENHDLOT, ZO L5 REAITITLEIIET
YR E AT Z &

7) EEFIKE BERAD ) MILEEHZ BT, ARSI SMCIRE L, Sk, R,
FE . MEEHEOTHRMRIERN D SbND Z ENH DO TERGEIIVNER/RE L, BENED
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i1, 2 FI—FREEFELCravy, TFH7 47X —OFRBITMT SRR WEE TR EXRFIEM
Th b, AFOENBERRBRICBNT, 757 4 7% —L LTOREITRVA, 2 BIORREY 3 v 7
L EERMERIREEN 1 FERO b TWD (BLE 3 BIOREFIEE 4 FRIZRT) o —H T, ENER R
AEICBWC Y ay 7y, TH 74 7% —0RBUTRD LN TV,
T2, ENBEKRRBRICBT DY 2 v 7 ORBHET 0.09% (2/2,156) & 72> THn5HH, ENEKRBRICE
FOREDN NSNS, ZOFRBERRFDO Y 3 v VRBBRETHITET - ARRTH D, EHNERR
B CITERMEY 3 v 7 ORBBIN o722 Ebdb D RETITHERAL LTS,

<JEH] 1>
M. | R4 AFIEE (FATEA L) R
S N ik BUfER - i
5. BelMiE 320mgl/mL (185mL) BIVEH : BFA, v av7s
52 k% (BT B EERAERTEE (RANEARL 45 43) 1T &P
7 — L ILSE) 18 Ot MIFEH, AFILTL F=Yr 500mg #EL7-, TD
% (RANEA# 2 IR HmEAE A, RSN E > 3 v
JIRREL 72D, RXI VAR, 7 b o v U R
i, PR A LT 10 R IIIARmALEIATRE, ALK
LN, ZIRFEEL (800mL HER) Kﬂ&ﬂ4ﬁﬁ
I 106/68mmHg. WRdH 54 [5], %) &@D BET
JIVT R U vkl s, ERan s e o B ke
S5 O MIERFERIFT RIC S BE 137 < %ﬁél‘ﬁfﬁ% L7,
A3 . 747 v 27 XA P 25mg
<JEH] 2>
M| B4 ESI PN ) R s
P N R BIfER - il
5 P ZE 1 Bh Ik 67 | 320mgl/mL (40mL) BIEH :vavy
81k | fbhiE Il IERRAEA TR (RBIEAE 20 43) 12, Va3
(72 L) U ifn 5 e v 7 (IFERT 42mmHg, BEakiXfEH) 23%8, 7 b
0 v URESE 0.5mg, VS = VRIS TR RIE,
¥, AFITIE, PTCAIEITTETH Y, EERFIZ~N
U2 5000 AL, v u - —¥ 24 FEMLZHH L T\,
AIBESE « 7o L
<JEH] 3>
M| B4 ES T TN ) R s
e | (EpE) N e BIfER - il
- + fEIBMEE | 320mgl/mL (110mL) BUVEH : RRWRIREE, G5, WM, AR R
73 5% (72 1) B 1RIEOARRIEANLSE LY, ISR, g, M
JE R4S B WK, M OUMLEERT (90/54mmHg) &b, 6
WIARAFIEAN 5 gl —im eI s (8 10 #0f) 38
B L., M 50/34mmHg & 72 ~7=, FEH, A7v A4 K
Beh, BERAL, AFEAK 10 H%ICiEBEE LT,
L)L, O&225% 2EE, 3HHOEKAN X 5iERMHR
BT, 20X RERIFEE L2 o7,
AIBESE « 7o L
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VI 24t (A EoEES) (B4 AIEA
) F DD EI1EH
4. BHER
2 FnihonzEI{ER
TROBMERARH LD ENRHDHDT, REPRD LN HGEITITMLEILS UHE R A EE21TH 2
ko
0.1~5%% % 0.1%k % SAE B
B HIp, HIRE, IR, D | WAL, A sk, e
PRI, IEE
RIR%R AR F7 ) —1
o % M EREE 2 | i/ MRS | JRINERBD, ~~< b2 U R
! %
=, - MREEAPRE, &P, <
u‘r
BANES Laodx
EHEAER | R RREE, R, R EERA
JHIEES L, Mg MR . NG R i i
O AST (GOT) EH. ALT
(GPT) E5-. LDH L5
=3
5 BLUENL;% JVTF=r | 2R
=
EfRE 71V T AMEZEENEE
R R bE 5
PR FOIR BB BRI TR
Z Dt TN e MR, FEE I
) BREEE XTI B O TRD STV D EIVEH O 7= OB E R,
Q)IEEAEMERFXREER VEBKREBEE—E
RAIDRAE L FEAMBEREDREAFKRBE LI
BIVE S BIEGIE (%)
FKFERI DAL fif A A A
149/2,156 51 (6.9) 34/2,059 i (1.7)
BNIREME FEFEME S A
61/2,156 f3i (2.8) 91/2,104 fi] (4.3) 9/2,059 %1 (0.4) 25/2,059 %1 (1.2)
ke M R 1A% SR el R
149/1,957 # (7.6) 0/199 %1 (0) 32/428 %1 (7.5) 2/1,631 % (0.1)
BB PEFEEE S PEFEME Bp: TR BRp: TR
12/412 1 21/412 0/199 f 0/199 1] 9/428 ¥ 23/428 i 0/1,631 {1 2/1,631 14
(2.9) (5.1) (0) (0) (2.1) (5.4) (0) (0.1)
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ABRORE ERBERE
(2,156 1) (2,059 1)
Juk=ES FEMmEZR 5 mE%R FEMmEZR -
(1,957 %) | (199 4) 5 (428 1) (1,631 1) -
BElEADTERE™ B (%) | B3 (%) | HE (%) | B3 (%) | B (%) | B3 (%)
HIRRES 8 (0.41) 8 (0.37)
fE 1 (0.05) 1 (0.05)
GIEE i} 6 (0.31) 6 (0.28)
K 1 (0.05) 1 (0.05)
IRfEE 1 (0.05) 1 (0.05)
WAET 1 (0.05) 1 (0.05)
DEEE 1 (0.23) 1 (0.05)
LS 1 (0.23) 1 (0.05)
mEES 4 (0.20) 4 (0.19) 3 (0.70) 3 (0.15)
WAL 2 (0.10) 2 (0.09)
R 1 (0.23) 1 (0.05)
Tavy 2 (0.10) 2 (0.09)
1fn A7y A 2 (0.47) 2 (0.10)
MR 1 (0.23) 1 (0.05)
FEREE. MIEB R UHtRRES 7 (0.36) 7 (0.32)
ok 2 (0.10) 2 (0.09)
I8 ] 1 (0.05) 1 (0.05)
& P 2 (0.10) 2 (0.09)
Lok 1 (0.05) 1 (0.05)
HLW 1 (0.05) 1 (0.05)
NHEEALEE 1 (0.05) 1 (0.05)
BEEE 23 (1.18) 23 (1.07) 2 (0.47) 2 (0.10)
s 1 (0.05) 1 (0.05)
g 1 (0.05) 1 (0.05)
M P 1 (0.05) 1 (0.05)
O 18 (0.92) 18 (0.83) 1 (0.23) 1 (0.05)
g 3 (0.15) 3 (0.14) 2 (0.47) 2 (0.10)
EERVETHBES 25 (1.28) 25 (1.16)
fTOBE 9 (0.46) 9 (0.42)
& D FEIE 5 (0.26) 5 (0.23)
W 9% 14 (0.72) 14 (0.65)
E-Ai7 5 (0.26) 5 (0.23)
LHME O FEIE 1 (0.05) 1 (0.05)
HERRRUEEHEBES 1 (0.05) 1 (0.05)
A 1 (0.05) 1 (0.05)
£ HEER VRS RHRE 7 (0.36) 7 (0.32) 3 (0.70) 3 (0.15)
J R AR e 2 (0.10) 2 (0.09)
B OE 2 (0.10) 2 (0.09)
S 1 (0.05) 1 (0.05)
mwo 1 (0.05) 1 (0.05)
B 3 (0.70) 3 (0.15)
wOE 1 (0.05) 1 (0.05)
K 1 (0.23) 1 (0.05)
B 1 (0.05) 1 (0.05)
BRERRE 1 (0.05) 1 (0.05)
MEET 1 (0.05) 1 (0.05)
MAERIRF T, RIERZEBUEGI S % fodl




VI 2zttt (B EokEgss) (CBd5HA

2) BFEMEMER (EABME. 2 R 2B 2 TRB LZRWEM 2451 CRGRATOMA TIREFE MM SE
BIEAZIBWTERD )

ABRORE fHEFARERE
(2,104 1) (2,059 51)
mE% FEMmEZR 5 mE%R FEMmEZR -
(1,905 %51) | (199 f31) 5 (428 41) (1,631 1) -
BElEADIERE™ B (%) | B3 (%) | HE (%) | B3 (%) | B (%) | B3 (%)
RRE R OB L R 1 (0.05) 1 (0.05)
H Tk 1 (0.05) 1 (0.05)
HRERES 1 (0.05) 1 (0.05)
95 1 (0.05) 1 (0.05)
ML St 1 (0.05) 1 (0.05)
IRfEE 1 (0.05) 1 (0.05)
T LIV — PRSI SE 1 (0.05) 1 (0.05)
ERUREES 1 (0.05) 1 (0.05)
%59 1 (0.05) 1 (0.05)
DEEE 1 (0.06) 1 (0.05)
IS 1 (0.06) 1 (0.05)
mEEE 1 (0.05) 1 (0.05)
WAL 1 (0.05) 1 (0.05)
IR RS . MOER R UHtRRES 2 (0.10) 2 (0.10)
ok 1 (0.05) 1 (0.05)
I P 1 (0.05) 1 (0.05)
BEEE 3 (0.16) 3 (0.14) 1 (0.06) 1 (0.05)
g 1 (0.05) 1 (0.05)
T 1 (0.06) 1 (0.05)
DN 2 (0.10) 2 (0.10)
g 1 (0.05) 1 (0.05)
FREEREE 1 (0.23) 1 (0.05)
ST RE S 1 (0.23) 1 (0.05)
EERVETHBES 85 (4.46) 85 (4.04) | 17 (3.97) 1 (0.06) | 18 (0.87)
T VLR — PR E A 1 (0.05) 1 (0.05)
HLOBE 15 (0.79) 15 (0.71) | 10 (2.34) 10 (0.49)
% D PEIE 20 (1.05) 20 (0.95) 5 (1.17) 5 (0.24)
¥* 5 50 (2.62) 50 (2.38) 3 (0.70) 1 (0.06) 4 (0.19)
2 T . 1 (0.05) 1 (0.05)
E R 14 (0.73) 14 (0.67)
EERLEE 5 (0.26) 5 (0.24) 3 (0.70) 3 (0.15)
A VSRS 5 (0.26) 5 (0.24)
SEMEZ D B 6 (0.31) 6 (0.29) 1 (0.23) 1 (0.05)
ERUREES 1 (0.05) 1 (0.05) 1 (0.23) 1 (0.05)
Z R 1 (0.05) 1 (0.05)
T R R 1 (0.23) 1 (0.05)
£ 5EER VRS RHRE 13 (0.68) 13 (0.62) 4 (0.93) 1 (0.06) 5 (0.24)
O 1 (0.05) 1 (0.05)
PaNiapea 1 (0.23) 1 (0.05)
LBy PEEIE 2 (0.10) 2 (0.10)
1B 1 (0.05) 1 (0.05)
e 9 (0.47) 9 (0.43) 1 (0.23) 1 (0.05)
B 1 (0.05) 1 (0.05) 2 (0.47) 1 (0.06) 3 (0.15)
ERERRE 4 (0.93) 4 (0.19)
sz L7 = H0 3 (0.70) 3 (0.15)
ME L& 1 (0.23) 1 (0.05)
1L R SN 3 (0.70) 3 (0.15)

KA BRI T, BT SESIE B 2 7u i
TE : RE O MERE, /KGRRE, IR A & (2 MedDRA/J version(9.0) % fi/f]
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TRIH TTAH K OV AR R PRARBRIE B D © 5

RS2 AT L7220 hE -

DR R G & LR R ke LA

BNEF 4 EI4E A ERMRIERT

mMERES | ELERES it MERES | ELERES &t
A AE 15 41241 1150 5271 A AE 15 41241 1150 5271
BIlVE A g8 B 5k 12451 0t 1241 BIl{E A 78 B 5k 2141 0t 214
RIVEH B 171F o 171 RIVEH B 32{F o 321
RIVE FA S BB 2.91% 0% 2.28% RIVE RS B3 5.10% 0% 3.98%

BIEREERIREAY | MERNKE | FNENRS it BIEREERIREAY | MERNKE | FOENRS &t
BElIEADIESE B (%) | B (%) | H#5 (%) BElIEADIESE B (%) | BE (%) | #BH (%)
KE - BENEREE 4(0.97) 0(0) 4(0.76) K - BEENEREE| 20(4.85) 0(0) 20(3.80)
R 3(0.73) 0(0) 3(0.57) 5 13(3.16) 0(0) 13(2.47)
NP 1(0.24) 0(0) 1(0.19) B 3(0.73) 0(0) 3(0.57)
Hif - FEEBRREE 4(0.97) 0(0) 4(0.76) Z ) FERR 4(0.97) 0(0) 4(0.76)
7% 1(0.24) 0(0) 1(0.19) BEHEREE 2(0.49) 0(0) 2(0.38)
GIYE 2(0.49) 0(0) 2(0.38) FAR 2(0.49) 0(0) 2(0.38)
i 1(0.24) 0(0) 1(0.19) REEE 1(0.24) 0(0) 1(0.19)
BEARERES 3(0.73) 0(0) 3(0.57) TV —PERERR DS 1(0.24) 0(0) 1(0.19)
THIHL 2(0.49) 0(0) 2(0.38) HILERE 2(0.49) 0(0) 2(0.38)
BT 1(0.24) 0(0) 1(0.19) ) 1(0.24) 0(0) 1(0.19)
HIEEEE 4(0.97) 0(0) 4(0.76) JE 1(0.24) 0(0) 1(0.19)
M (L) 3(0.73) 0(0) 3(0.57) N5 bEE 1(0.24) 0(0) 1(0.19)
M 1(0.24) 0(0) 1(0.19) HFR% 1(0.24) 0(0) 1(0.19)
iy - MEEE 1(0.24) 0(0) 1(0.19) EREERES 1(0.24) 0(0) 1(0.19)
va v (IREE) 1(0.24) 0(0) 1(0.19) 3 1(0.24) 0(0) 1(0.19)
IR EEREE 1(0.24) 0(0) 1(0.19) WREREE 1(0.24) 0(0) 1(0.19)
Lo m¥lE 1(0.24) 0(0) 1(0.19) 2R 1(0.24) 0(0) 1(0.19)
—BHELEESE 4(0.97) 0(0) 4(0.76)
A B B T 1(0.24) 0(0) 1(0.19)
TEIE 3(0.73) 0(0) 3(0.57)

K JEABALAL ., 20 288 2 TR L-FIEA 245
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V :75% (273)
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B L DR 3.20 b, BRI 5 ORI K O 0
I FARHT O
Ju— . mEEH (14%)9
TRBREA PRV | g 41 OF 1 T 0
M, FEARE, FREIIRMAIL., A (39%) M} (43%)9, HiLFE
LVEE, DfAmE, 1 EPHE, & £ EF (52%)9
74 |E AR, R, R A 1.28 fiEhIRIE L5 (32%)9
L. AR i B R K OV AR R T RE fiEhIRBEAJE L5 (48%)9
W RIE AR (23%) 9
TR I I HIR) (—19%)9
fif & HUR A (—17%) 9
SR 0.32 TR R B HE AN
Sk R, RPEME, EAYEL) 1.00 SRR Nat, Cl™ HEs e
3,90 PR Nat, Cl HEtsed & OV A8k
’ RN A £ 5 JR B @
Z oM I k[ 1.60 R
4% (OZ8= 0 = g N A= T L B4 4D
fa VR TAF U, 747 4.80
J =)
s b . 0.10 ;
AR |FFROEHAE, mMiEA L PR 00 g A

a) p<0.01 %L DLkl (ANOVA, Dunnett D% L#)
b) FEEHFAVIENTILIEN L T e
c) p<0.05 FIHIE L DL (Wilcoxon OFF 5 HIEM AR E)
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Xll. 3&&%

1. ELSETOHFKTIRR
KE, EEH, TABrFr A—ANTIT A=A T X = BFE FU HE Fea, TUw
— 7, T4 TR, TTA KAV FVLT A A= TANLVT R A AT A XVT, <L
=T ATH, IV T~ ma—T =T R RV, gy T T 7V h, AL AT = —T
V. AR, BA, hva, U T AT T4 Visipaque & L TIRFE SN TV S,
(Martindale 39th ed. 2017)

B~ 270 {E, BV~ 320 EOAGRHFERFO T 72 58 E O BIK| O A K OhRE - shE, Ak - HE%
PLMITRT,

% P

W 52 4 VISIPAQUE®150, VISIPAQUE®270, VISIPAQUE®320

R IS NYCOMED (UK) LTD

Mok g — RIRE 150mgl/mL, 270mgl/mL, 320mgl/mL, ZHZEFK 1mL FI2A AT %% ) —L %

305mg, 550mg, 652mg & H 7 %,

vall gy PSA TV ROGR VLA

150mgl/mL:----- 50mL, 200mL

270mgl/mL:----- 20mL, 50mL, 100mL, 200mL

320mgl/mL-----+ 20mL, 50mL, 100mL, 200mL

ZhEE - 20 | A ODIRIAE TR . ISR (TECRIEKR O TADSA) | RIEEIIRIREY (IEREKR D TADSA) | EH
MRS (IADSA) | REEMRE. FkiRE & O CT | Jﬁﬁﬁ*f%f_&b@xﬁﬁ%ﬁﬁl

M- AR | AOFEH MR (EEEAR)

B Oy O A &
RPN
EH)Rive 7
RPN M A 270/320mgl/mL 1 [ AE 5~10mL
BR A AMIM E TADSA) 150mgl/mL 1 [EFEA R 5~10mL
PN Riras 270/320mgl/mL 1 [B]7E A& 40~60mL
ERGEEUNTS 270/320mgl/mL 1 [EFEA R 30~60mL
KHEIRITADSA) 150mgl/mL 1 Bl A& 30~60mL
BRI IRTADSA) 270mgl/mL 1 [EFEA R 10~40mL
N AR 37
e EE R VK BIRAZ AR IEA 320mgl/mL 1 B AR 30~60mL
SN RN UJITTS 320mgl/mL 1 [EFE A 4~8mL
F IR
PR R 270/320mgI/mL 40~80mL
(TiRire 7 270mgl/mL 50~150mL/J!
CT
SHES CT 270/320mgl/mL 50~150mL
HEERES CT 270/320mgI/mL 75~150mL

(mlE I LR U, /MR TR & ARMEITHESL L TVh7Ru, )
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% K A b4

W 78 4 VISIPAQUE®150, VISIPAQUE®270, VISIPAQUE®320

&t 4 NYCOMED ARZNEIMITTEL

HH 39— N 150mgl/mL, 270mgl/mL, 320mgl/mL, ZZNIEFKE 1mL FIZA4 AV %% /) — 1%
305mg, 550mg, 652mg &H T 5,

7l A INA TV OUR R VELA

150mgl/mL:----- 50mL, 200mL

270mgl/mL----+- 20mL, 50mL, 75mL, 100mL, 200mL

320mgl/mL:------ 20mL, 50mL, 100mL, 200mL

RN 512 X % digital subtraction angiography (DSA) (2L 2MiMEHE. RHEEIRIRE . IEHHim

B
PRERRR . FIRIREE . CT. MOl . MMEHEE. RIFBIIRIE
Ak AR | AOFEYHE (HEEAR)
B Oy = O A &
AR 5
EH)Rive 7
RPN M A 270/320mgl/mL 1 [ AE 5~10mL
BR A AMIM Z TADSA) 150mgl/mL 1 [EFEA R 5~10mL
PN Riras 270/320mgl/mL 1 [B]7E A& 40~60mL
RAEE IR 270/320mgl/mL 1 [EFEA R 30~60mL
KHEIRTADSA) 150mgl/mL 1 Bl A& 30~60mL
BRI IRTADSA) 270mgl/mL 1 [EFEA R 10~40mL
1M Lotz 2
FE 0 K VKRB RE A0 A 320mgl/mL 1 [EFEA R 30~60mL
SN RN UJITTS 270/320mgl/mL 1 [EFE A& 4~8mL
FrRN 5
PRIEIERS 270/320mgl/mL 40~80mL
Fr kit 270mgl/mL 50~150mL/J
CT
SHEB CT 270/320mgIl/mL 50~150mL
HEERER CT 270/320mgI/mL 75~150mL
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SEER
P J v v oz —
W 78 4 VISIPAQUE®150, VISIPAQUE®270, VISIPAQUE®320
=t 4 Nycomed Imaging AS
i1 I — FEE 150mgl/mL, 270mgl/mL, 320mgl/mL, N ZNEHE 1mL P/ AP F ) — L%
305mg, 550mg, 652mg &H T 5,
il i IRA T IVROGR RV RY Za e LR b Ll
150mgl/mL:----- 50mL, 200mL
270mgl/mL----+- 20mL, 50mL, 100mL, 200mL
320mgl/mL:------ 20mL, 50mL, 100mL, 200mL
ZhRE - V| 150mgl/mL : MM HE (IADSA) . ﬂ%%ﬁﬂ)ﬁ Y (IADSA)
270mgl/mL : WM E R . KHEBIRIR E*Mﬁl”‘@’ﬁi (IADSA) . a%ﬂ)’% . R, CT
320mgl/mL : /DA 3 iR 5 Hu[ﬁl”tf%%\ KAYENRERE . REEHRE. C
Ak AR | RAOFEYHE (HE#ER)
WG iR R A &
AR 5
MR
EEINEN) Ik 270/320mgl/mL 1 [E7E AR 5~10mL
BR A AMIM Z TADSA) 150mgl/mL 1 [EFEA R 5~10mL
PN Riras 270/320mgl/mL 1 [B]7E A& 40~60mL
RAEE IR 270/320mgl/mL 1 [EFEA R 30~60mL
KHEIRTADSA) 150mgl/mL 1 Bl A& 30~60mL
BRI IRTADSA) 270mgl/mL 1 [EFEA R 10~40mL
Lo L B B 5
FE 0 K VKRB RE A0 A 320mgl/mL 1 [EFEA R 30~60mL
BeR A R B IR 320mgl/mL 1 [EFE A& 4~8mL
FrRN 5
PR ¥R 270/320mgl/mL 40~80mL
(iiRire:7 270mgl/mL 50~ 150mL/i!
CT
SHES CT 270/320mgIl/mL 50~150mL
HEERER CT 270/320mgI/mL 75~150mL
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% *

IR 7 4 VISIPAQUE®270, VISTPAQUE®320

=t 4 Nycomed Inc

A 3 — FRE 270mgl/mL, 320mgl/mL, ZIEIVERIK ImL FIZA F %W/ —/L% 550mg, 652mg &
95,

Ao M NATNVROR BVRA 7T rarsi—

270mgl/mL:----- 50mL, 100mL, 150mL, 200mL
320mgl/mL:----- 50mL, 100mL, 150mL, 200mL

270mgl/mL : intra-arterial digital subtraction angiography(IADSA)
B M OMRERES CT ﬂFf‘l’i‘f PREGERES . RAEERIRER
320mgl/mL : M LR (CEfRR., BRAEDIRRY) | RIEBIRIRE . NBRERRSE . B iR
5. B L OMiRERES CT. EFTI’RL PRGBS

Ak AR | AOFEYHE (HEEAR)
i) Sy i % B AN oSSR
AR 5
EypaR=iva Rk IADSA
320mgl/mL  270mgl/mL.  320mgl/mL
SHEh R 10-14mL 5-8mL } W 175mL
HEE EIR 10-12mL 5-8mL BN
FEP RN UJITS 3-8mL
USRGERIN 3-10mL } %, 200mL
JEivER 20-45mL TR
EER 8-18mL 10-25mL
REW RS 30-70mL 20-50mL 10-50mL 5 250mL
REIREZ 8 10-70mL 5-30mL 2-10mL N
KEIRAFRENARZ o A4~ 20-90mL — 6-15mL
ERGEEL 15-30mL — 3-15mL
FrRN 5
R OWIRCA 270mgl/mL  320mgl/mL SN e
SHR K Ot 8 CT I 75-150mL  75-150mL 150mL
Xl 100-150mL  100-150mL

PR B ke IEH R RERERE  1mL/kg 1mL/kg 100mL
(iRt TR 50-150mL 250mL

ek, AIICKIT S T3hme - %) . THiE - &) ZUToEEY THY, HETORARRNEITRZD,

(zhae - #HR]

ET/I—4 270 %
MM E B, DU M BREE . WATHEIR IR . ARSI TIEIENR S B i
E/R—4 320 5F

9 P . 8 e 2
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<#EE - DNRICEET HEALDOEED>

WNIRSTR WA THERERRE B D5 &

JRRIE LT, AERER OB IIAHE 2 72 ARSI TYE NS SR & i T L7 2 &, [k SR R AR
(NSRRI TYEENRAE B s & AT L 725, RSB T 2821 & 5, ]

7272 L, o7k TR S, BB R O G DRSO IS 8 B 5E 0O FEAE 23 B 2 A PSR 55 O INHEERY TR % /i
& L WAREERG TSI O80T, ORI R 2T A R4 VU EE25F (THITT D Z &,
(A% - AE])

WE. KA 1 E, FTRoOBEHEHT L, 2k, EMEN~OEACEE L T, Fin, KEHE, Bk, BICEY
WEHEKT 5, £o, MENICRGT 856 0RE S BIX, 270mgl/mL #AI% 180mL, 320mgl/mL #HAl1%
150mL ¥ TLE 35,

[ () NEa—FaaAEERT]

A =
R 52 0O & % T o T o
& # " E/8—% 270 3% E/8—% 320 3%
B o E R 4~15mL (1.08~4.05g)
Mmoo oM F R # 8~80mL (2.16~21.6g) 12~70mL (3.84~22.4g)

20~200mL (5.4~54g) —

Jiik 2 AR HK T 2 AR L
MANDZ b REL T 5,

PN AR 8 O 10 4T PR R4S iRk 3 3~40mL ™ (0.81~10.8g)
E) 1 EOKREBICBITAREREZRT,

W4T M RO R O®
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2. BB T HEBERIEFR
ERICEE Y 5B MEHR (FDARSE. A—X b5 UT79%)

S3¥H BE . SO
FDA:Pregnancy Category B 1. Animal reproduction studies have failed to
VISIPAQUE —iodixanol demonstrate a risk to the fetus and there are no
injection,solution adequate and well-controlled studies in pregnant
(GE Healthcare Inc. women
2016 £ 7 H) 2. Animal reproduction studies have shown an

adverse effect (other than decrease in fertility),
but adequate and well-controlled studies in
pregnant women have failed to demonstrate a risk
to the fetus during the first trimester of pregnancy

(and there is no evidence of a risk in later

trimesters)
A=A N Z U T A EINE B1 Drugs which have been taken by only a limited
[Visipaque (Iodixanol) number of pregnant women and women of
Injection : GE Healthcare childbearing age, without an increase in the
Australia Pty Ltd, frequency of malformation or other direct or
2018 44 A indirect harmful effects on the human fetus having

been observed.
Studies in animals have not shown evidence of an

increased occurrence of fetal damage.

AIRNCBT 5 &= WHIOMH EOWE Vkhm, i, RIEE~OKEL ] OHOLHIIUTOLEBY TH
60

(ERALDZEE] ik, . RILmE~O&KE

(1) 30 SUTAEYR L TV D ATREME D & 2 A IS IE, 2 LR M a4 Bl D &l S 25810 0 B8
H53nz b, [HERPOREGICET HREMIIML L T ey, £72, ARG ORRICIE X RESNEZ &b
%9, ]

@) A A O, IR ART ST 28, [BMER (7 v MFIRNES) THLHHRICBITT S
ZEn@EERTWD, ]

INREFICET HEE
H RN A
VISIPAQUE —iodixanol | CLINICAL PHARMACOLOGY
injection, solution
(GE Healthcare Inc.
2016 £ 7 H)

PHARMACOKINETICS
Special Populations

Pediatric

Forty pediatric patients <12 years old, with renal function that is normal for their
age, received multiple intra-arterial administrations of VISTIPAQUE Injection in
doses of 0.32 to 3.2 gl/kg body weight. The elimination half-lives for these patients
are shown in the following table and are derived from the mean terminal elimination
rate constants (Ke): 0.185 hr'! (newborn to 2 months old), 0.256 hr! (2 to <6 months
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old), 0.299 hr! (6 months to <1 year), 0.322 hr'! (1 to <2 years), and 0.307 hr'! (2 to
<12 years old). The adult mean terminal elimination rate constant is 0.336 hrl. The
actual VISIPAQUE clearance and volume of distribution in pediatric patients were
not determined. Pharmacodynamic dose adjustments to account for differences in
elimination half-life in pediatric patients under 6 months of age have not been
studied. (For pediatric dosing see the DOSAGE AND ADMINISTRATION section; for
age adjusted adverse events see the PEDIATRIC USE section).

MEAN ELIMINATION HALF-LIFE* IN PEDIATRIC PATIENTS

Age Range Number of Patients Elimination half-life
(hr + SD)

Newborn - < 2 months 8 41+14

2 - 6 months 8 2.8+0.6

6 - 12 months 9 24+£04

1 - 2 years 5 2.3+0.6

2 - 12 years 10 2.3+0.5

Adults 40 2.1+0.1

*Calculated from the elimination rate constant. Actual clearance and volume of

distribution were not measured.

CONTRAINDICATIONS

In the pediatric population prolonged fasting and the administration of a laxative
before VISIPAQUE injection are contraindicated.

PRECAUTIONS

Pediatrics

Pediatric patients at higher risk of experiencing an adverse reaction during and after
administration of any contrast agent may include those with asthma,
hypersensitivity to other medication and/or allergens, cyanotic and acyanotic heart
disease, congestive heart failure, or a serum creatinine greater than 1.5mg/dL.
Pediatric patients with immature renal function or dehydration may be at increased
risk for adverse events due to prolonged elimination of iodinated contrast agents.

The injection rates in small vascular beds, and the relationship of the administered
volume or concentration of iodinated contrast agents in small neonates, infants and
small pediatric patients, have not been established. Caution should be exercised in

selecting the volume.

PEDIATRIC USE

The safety and efficacy of VISTIPAQUE has been established in the pediatric
population over 1 year of age for arterial studies and for intravenous procedures. Use
of VISIPAQUE in these age groups is supported by evidence from adequate and well-
controlled studies of VISTPAQUE in adults and additional safety data obtained in
pediatric studies. Although VISIPAQUE has been administered to pediatric patients
less than 1 year of age, the relative safety of the volumes injected, the optimal
concentrations, and the potential need for dose adjustment because of prolonged
elimination half-lives have not been systematically studied. (See CLINICAL
PHARMACOLOGY-Special Populations section).
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VISIPAQUE (iodixanol) Injection was administered to 459 pediatric patients. There
were 26 patients administered VISIPAQUE Injection in the birth to <29 day age
range, 148 from 29 days to 2 years, 263 from 2 to <12 years, and 22 from 12 to 18
years. The mean age was 4.4 years (range <1 day to 17.4 years). Of the 459 patients,
252 (55%) were male and 207 (45%) were female. The racial distribution was:
Caucasian-81%, Black-14%, Oriental-2%, and other or unknown-4%. The
demographic information for the pool of patients who received a comparison contrast

agent was similar.

In pediatric patients who received intravenous injection for computerized
tomography or excretory urography, a concentration of 270 mgl/mL was used in 144
patients, and a concentration of 320 mgl/mL in 154 patients. All patients received

one intravenous injection of 1-2 mL/kg.

In pediatric patients who received intra-arterial and intracardiac studies, a
concentration of 320 mgl/mL was used in 161 patients. Of the 161 patients in the
intra-arterial studies, the mean age was 2.6 years. Twenty-two patients were < 29
days of age; 78 were 29 days to 2 years of age; and 61 were over 2 years. Most of these
pediatric patients received initial volumes of 1-2 mL/kg and most patients had a

maximum of 3 injections.

Optimal volumes, concentrations or injection rates of VISIPAQUE have not been
established because different injection volumes, concentrations, and injection rates
were not studied. The relationship of the volume of injection with respect to the size
of the target vascular bed has not been established. The potential need for dose
adjustment to maximize efficacy of computerized tomography, or to minimize the
toxicity to other immature body tissues, has not been studied in neonates or infants

with immature renal function.

In the above patients, adverse events were associated with decreasing age and
intraarterial procedures. In general the type of adverse events reported are similar to
those of adults. Although the frequency of events appears to be comparable, the
percentages cannot be confirmed because of the different ability of pediatric and

adult patients to report adverse events.

ADVERSE EVENTS REPORTED IN PEDIATRIC PATIENTS WHO RECEIVED
VISIPAQUE
(BY AGE, ROUTE OF ADMINISTRATION, AND CONCENTRATION OF IODINE)

Age Range Number of Patients with Adverse Events

< 29 days 8/24 (33%)
> 29 days - 6 months 9/43 (20%) P<0.05 between the
> 6 months - 12 months 26/91 (28%) <29 day and 1-2 year
1 year - 2 year 8/49 (17%) patient groups.
> 2 years 40/263 (15%)
Intra-arterial injections 42/161 (26%)

. P<0.05
Intravenous injections 32/298 (10%)
270 mgl/mL 11/144 ( 8%)

P<0.05

320 mgl/mL 53/315 (17%)

(For additional information see the CLINICAL PHARMACOLOGY-Special
Populations, and DOSAGE AND ADMINISTRATION sections.)
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PEDIATRICS
For demographics, see PEDIATRIC USE section.

The overall character, quality, and severity of adverse reactions in pediatric patients
is similar to that reported in adult populations from domestic and foreign
postmarketing surveillance and other information. Selected commonly reported
adverse events in pediatrics include: vomiting, nausea, fever, rash, and pruritus.
Less frequently reported events are apnea, disseminated intravascular coagulation,

atrioventricular block and bundle branch block, arrhythmia, cardiac failure, renal

failure and taste perversion.
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