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5. \BAY SR D & 5 KM

[M.2.2&H A RRICHE T HELGERY] ]

6. RADZEEHTICEITOREN
(W ERHRFHER

RIS FRAFH R AT RE HERTH H A
%Z@i 25°C/60%RH | 36 7 J] WESAT R | 4L pH, AR (%) .| A
A2 ERVE NEE RZ(<7/N
=/ o 0 M 4a S g RYAPEEY)
300 7 10mL 25°C/60%RH 36 » A W SA T | PIETERY, Bk
(2)=TBEEABR
MR L
<BE>

A A~V —)1 300mgl/mL + 150mL BLAI* 2B U Chnisakig 2 520 L 7=,
RAFSME © 40°C, T5%RH, EA/SNA TV - 56, 6 4 A

fi R B FE N L2 TORBITHEANTH > 72,

(*A A~F > —/L 300mgl/mL « 150mL &HF| (oA 7 /LBED (TIRFEH IE)

7. AEERVBREBEOREMN
A= RO

8. fhFl & DEEAEL (MEILFMEIL

AFNTZ O B BA L TEMRT S Z L3 E L R20WR, AR TSNS ERA & OBLAZE 23 BRT 5
HEYT, AF L 3 FEOBAIENAEZ 151 (FE) THEA LERICSE, M, pH., 3 VLR OE &S
ODNWTHER LT, ZORER, YV a—T7 (TrA¥—) LORAIZEDIZITRD LN oTz, WA
R T = ry— (R 77— ) L ORA T pH O T ERRE VEHOBEMNED i, AKX
RUANT Y Aa—UE B L ORA T, F U AR T, IR K L R D WE A AR

)

THZENBDOLN, AL LEZEZ L TWB I ENghol,

BB, TRAaNE (HRX=V U —A TN A L) EOREENIZOWTHRBRICKRTIL, BElck 2%

RIFFRD B pino e (i K A4 1 TRRBR 2 Y R D4 FF)

0. Bt
L

10.83% - 2%

k LAX I VAT T AT —TEFBAERE STV

(1)ERPRELGERS - B, NENRRERS - SRICET S8R

LR
()a%E
(A L =s%—7 240 ¥ 10mL)
(A L =,3—7 300 7 10mL)

(bl - R H)

5547V
(FEHH) 51470

_8_




IV. BFIZRE4 5 IEH

QB)FREE
Y LN

Q) BHEDOME
i T A (M)
= AFe A =0=0v 2y = I
Xy oS K)Taery, &F
vallrygr PET-G

M. AgRH‘E SN LIEME

BAROANA

12. 2 Dfth

Fh= =7 BRIOFI (A% —)L) BEGOREICLDMPAELLOBZIE. TEOLEBY THD,
A L=Z/R—U DIE (mPa-s)

FIRIE (/v %0)

50.00 64.71

o

20C 4.7 10.6
25C - 8.9
30C - 7.4
37°C - 5.8
40°C 2.6 -
50°C 2.0

BB, AL= A= OFERFOFIR (LA ~FY =) GRIITROLEY THD,

Fh=— 7 FIh=X— 7
240 1 300 &
IR (V%) 51.77 64.71




V.

IBFRICBEd 5 IHH

V. ‘aRICEI SIHE

1. %

(FIh=,%—7 240 1)

(FL=s3—7 300 1)

2. %

o

3. H

(MAERUVRAEDMHEHR

REX TR

a2 —Z —WifERRIC L D NS

. R RER

AU Ea—F =R IREIC LD HHEEE

XIFHRICEES HFE

e
EIN TN

ERUAE

I Ea— X —WiEREIC LD HH

. SHESTRER

WH B 1R #R O, FRFAICS CTFRORZ AT 5,
LD R E SIZ R EEHET 5,

B, Fin, AE, B

D Y =
E52.

SHERFr i

( () RFavERaAEEZRT)

FH &
i DFER ZEHIRENL PNV PNV
240 & 300 &
a vV a— 2 —WE R W 5~10mL B
ok B M oM s = (1,200~2,400mg)
OV a— X —WERY W 8~12mL 8~10mL
W Xk 2 K f & (1,920~2,880mg) | (2,400~3,000mg)
. 8~10mL
I1$H —
I ; P (1,920~2,400mg)
O OF OB R ¥
ke 8~12mL 8~10mL
= (1,920~2,880mg) | (2,400~3,000mg)
e 8~12mL
3] iy =R _
E@ DI-S ﬁ HJE Tﬁi )i HE*E (1,920’\*2,880mg)
e 8~12mL
CER y = Hy Gt —
HR‘ FII-S ﬁ 'E’)ﬁ Tﬁi Ho HR‘*E (1,920’”2,880mg)

QFEERUVHAEDRERZLE - RHL
V.5 Q) RERICIERZRAR 2

4. RERUVHAEICEET IR

=N
AxX

5. E&

MERT—2 /85—

EIN TNy

FRACHE

LR

el

N il



V. 1BRICEEd HEH

(2)HERRIEHR
DR L

<BE  AANFU—LORE - E - CTRAISHETET—5>

55 T FHER AR D

TERERA T F 10 Bl 2 X512 LLUF OS5k TR PR AR 4 FEhi L 7=,

JEHIPREE A A ~F Y —/L 350mgl/mL
: 250mgl/kg HiRIERE (FEAEE 20mL/min)
: 500mgl/kg HEIFHE (FEAME 20mL/min)

57515 Stepl (4 1)
Step2 (6 #i)
G )

BEE DR 3 Bil, MR O — itk 520 O R AR 161, LB (EEIEBSMLN) 2 #1280 5

TR, T OMUTIZRFITFRD DT READ F FESLMITIRP A~ S 7,

QB)RERERARER

Jibi i - Fr it i & B & U T2 B 166 B 2 RIS A A~ Y — L IESHR (GERIIR B - 180mgl/mL*, 240mgI/mL,

300mgl/mL) ® 2~16mL % H\,

T, Zetbm<, FEFRICHFHEHES N 2,
(* 1180mgl/mL| 1TRFEFIESNTZRETH D)

) AFOAKRBEN T HELOHEIFILTO LB Th S,
CC) NiZavFafiEerd)

SRR, ZalE, AMEICHOWTEIHE L7z, £ ORER, EEZIRITRAF

PER- A

H&
T OFESA ZERIERNL Fh=r—2 Fh=r—Y
240 1 300 &
A a— 2 — W E R e 5~10mL B
ok 5 Mo & (1,200~2,400mg)
AL a— X —WERE e 8~12mL 8~10mL
2 X 2 B OB OE ¥ = (1,920~2,880mg) | (2,400~3,000mg)
@ 8~10mL B
L PHRIRRE (1,920~2,400mg)
oW OKF M R o TomL S T0mL
~12m ~10m
i (1,920~2,880mg) | (2,400~3,000mg)
R RN ué;fg&@ -
oW o B W W | uétfg&@ -
(4)HREEROERER
1) BNERREIEER
CT RsiffifiRse 2 3 & L7= B3 65 Bl R O T i 2 L3 & LB 117 Bl 2 ki, A A~F Y — v

EA NI ROEEHR, et AAEELRE L, FORE,
ST, BEMEOFERMEICBWTA X — LD T NEEIZE o729,

NIy A
N

RN BRI e



V. BRICEd 5

2) REMHR

MR L

<BE . AF~AFVY—I)LORE - 0E - CTRHIZBTST—2>

A F~F V= )VOBERMERNWERIZSOWT, LTFORENMThbILTWD,

DFRE - CT #EL »
A FF ) — LV OFRMEIR B & K O CT EERER O ABLEE 6,764 Bl % MRICH FHFFHFR K OEIE
M DOFBIAE & 2 OERIZ OV THREF LTz,
FHEHSG (AE) LRIEA (ADR) OXBNIEROHREIZILS X, BEMED AE, ADR i1&E#HRAEH
1HEREILIBEN S 5~T HE TIZRBIL b D & LT,
a)BEEZR (AE) RUEIER (ADR) DOFIRMEE

n=6764 _ AE _ FEBURE (51 52+ _ ADR _ FEELIE (51] 45+
G iE % (%) H5k iE % (%)
W% 507 | 388 5.7 443 | 340 5.0
Btk 173 | 146 (140+6% 2.2 172 | 145 (140+5% 2.1
TR 318 | 240 (234+6%) 3.5 256 | 192 (185+5%) 2.8
BN3e M + P 6* 5*
~ B 16 8 15 8

* EIFEME R OSBRI O A FHER KL ORIER O 55151
* FEBUE IR =JERFEBLERE L BB

b) BEFMRIFADRREGHLEETNEEE

. #EE (ADR)
JE IR AE ADR r R F—
¥® B 39 39 22 17 0
9 FERK 36 34 25 9 0
T 35 27 31 8 0
7 £ 28 22 11 11 0
E N 19 19 8 11 0
o M 18 13 8 5 0
B 17 17 15 2 0
Z D 126 85 54 19 0
woH 318 256 174 82 0
(100%) (68%) (32%) (0%)

T2 oMt 121X 40 FEHEO ADR JER X 57 FIEO AR JER &= & e



V. 1BRICEEd HEH

c) A ANFY—ILIEAERD AE R U ADR HIFIKR
1601 !
140
120

100
#

o

80 -

60+

4ot

d) BERMAEERORRER (AR T4 vV EFEHITIZED)

gﬂ% v R Eu% v R \
EH R o i ¢ p-i GEFHE)
ZRHf 1.33 1.93 0.0001
T LLX—E 1.80 1.95 0.0019
TEMAE (n=111) 2.21 1.65 0.2025
7 hE—HEER (n=21) 3.49 3.49 0.1853
-2 i 1.29 1.29 0.1916
PEFHZE (n=1133) 2.97 3.42 0.0001
Fl B 2 DD BE 2RI A 1.71 1.93 0.0004
(n=681)

ERMAE . (M 2,758 ) . (F : 38,367 H#1)  (RKER :1,380%) . (CT: 5,383 fi)

PLEofER, Btk OWERMEO R HFHE (AE) XIXEIWEH (ADR) OFRSBUEEIIEIFME CiX AE :
2.2%. ADR : 2.1%. R TIZ AE : 3.5%., ADR: 2.8% Ch -7z, £7=. EREVEREIEMIZIEIE
AR (2~4 A) IZWERAAL T, ERERERICIEEER O 2 HEIZITEZ S50
ZEMH LN T,

Qi - mEHESE

B e ORI R (f o F =~ a COFE) | DI - 8 OABEEHE 4,126 B2 M RICHEF
SROFEWERICET 2V A7 77 7 2 =2 O\ THF LTz,

AEFESR (AE) LEHEM (ADR) ORXBNIERMOREICESE, ERMED AE, ADR (TiEEHRA%
1 RIS 5~T HETIZHBL L2 b D & LT,

a) HEEEZ (AE) RUEIYER (ADR) MHIRMEE
i) EESEUVERENEES (1,867 4)

AE FEB A5 ADR FEBUE
% FEB% (%) " % KB (%)
W 424 281 15.1 256 168 9.0
M 363 255 13.7 206 143 7.7

* FEBUEF] R =R B EE R REE K



V. BRICEd 5

i) 1DV - MEEE (2,259 i)
AE FEHUE 1] ADR FEBUE )
" %% SiE Bl (%) 7 %% SiE Bl (%)
wmoK 177 136 6.0 146 117 5.2
BN 130 98 4.3 107 84 3.7
* FEHUE G = FERFE BB EH B
b) EXMEMERORBEHRHETDEEE
i) BERURELE
) HEIEE (ADR)
iR AE ADR B =T W
¥ B 129 65 19 45 1
e ek 40 35 18 17 0
K 31 23 17 6 0
e W 33 19 8 11 0
ISR ES 7 7 1 6 0
9 FER% 6 6 4 2 0
¥* B 6 6 3 0
Z O 111 45 29 16 0
oY aEe 363 206 99 106 1
(100%) (48%) (51%) (0.5%)
* T2 12k 37 FE¥HO ADR SEIR X 1T 59 FE¥HO AR SElk % & e
i) IV - MEES
i H)EE (ADR)
iR AB ADR T T &
A 14 14 8 6 0
5% 12 11 7 4 0
E T 7 7 7 0 0
/Y 7 7 4 3 0
E 6 6 2 4 0
¥® B 6 6 6 0 0
& M £ 9 6 0 6 0
Z O 69 50 35 14 1
AL 130 107 69 37 1
(100%) (64%) (35%) (1%)

T UV E —REER
* TZoffi) 1213 34 FEED ADR JEIR XX 48 FEFEO AR JER &= & e




V. 1BRICEEd HEH

C) A AANFY—ILEARD AE XU ADR HIFIKR
i) BEESRURHMLE
160 - |

ol HEE L Emes

120

100 -
i

E:d

80

6ok EZIAE EEADR

o

20

~5 8 ~7 7<

0 oo ] B
EAE ~15 ~30 ~§ ~12 ~18

L TN H O FOT RN
} (min) ” (hr} ” day
i) 1IDfE - MEER
100 - !
JFIESE: L ER
8C I |
fr 60 |
¥ a0
20
ol
FAE ~15 ~30 ~1 ~§ ~12 ~18 ~3 ~d ~E e~ T T

} (min) ” (hr} ” day |

d) BEMEEEFRORBRER (AR T4 v I EIRHHTIZESD)
i) &R UREME

Risk factor ﬁﬁ%it:l? & ﬁﬁ%@%ﬁg = pfE GEFSME)
JE e B AR S 2.17 2.45 0.0001
I— NER 2.21 2.31 0.0001
EEA] (fA~F Y —)L) OINE 1.99 1.88 0.0008
TAE (5 h 7 — 7 )V BhIRIEERAHT) 3.24 3.39 0.0001
GigiES 3.51 3.48 0.0001

i) DV - I EE RS

Risk factor E}%%’i— tZl)X e E}%%Ej;\;r; e piE GEFRSME)
(IE:ESS 2.17 1.60 0.1173
AFUT 4T 4.15 4.72 0.0094
EEA] (fA~F Y —)L) OINE 0.38 0.39 0.0001
PF I 2.33 1.84 0.0042

LI EORER, OO - M ER TlEA A~ — T X DRV B2 12 B L 7= BIE T OB T
PSR - CT SEAC I 2~3 50 7o 7, IR ORI, L - M EE A v 5 —
¥a S LIPS HEFEIRD DI, @A A Y — L OERAEIEN ORI LT
(TR B OSSR B 1 5 Ol - A SR TN ENAIER ORE, HBHENRS Z L AP 5 H
ol
(5)EFE - WERAIHER
LR L



V. 1BRICET HIEH

(6);aEEE A

1) EABERE (—REABERE. BEFEAMERAE. EARBLRAT) | RERTERT —FX—XH
. HERFTRERABRONE
il ARG R AT (A - FFREH]) & LT 1,688 il &4 UN4E L. 1,588 il & L2 R MEMEAT KF 401, 1,469 5l 4 1 52 %)
AT A L U, BIERIE 71 61 (4.5%) 12RO Bz, Fio, EEIROERE (BRI L) 1% 98.6%
ThoT,

2) RRFHLLTERFEONERXIIEREL-AE - KBROME
Y LR

(g2
1) BRERZNZR
A AT — VTERHE O e O — R BRI AE D] CER RN RS HE STV D EER]) 271 BiliC
BT DEROANRIL 95.2% (258 fil) Th -7 2,



VI. RT3 2 A

VI. E3hEFEIE(IZEY 5I1E8H

1. REZHMICEEHSILEMXITILEWR
fFbaTdgos, AFFF )=, AFRI K=, A F)VY = A FATa—, A FFT T,
AFTa IR, AFXH T
HE  BEOH DILEWORREXIINRE L. BHORNIEFLSRT L L,

2. EE/EA

(MVERERL - 1ER%F
FL=X=71F, U 3— RFEFRZEARETKICALFEOICLERBUKEEZ BN Ll A ~F Y — L& TSy
ETHIEA AV HIRBBEEERTH D, AFNCEEND T — R D XBERIEERM EL, ZO/RE%E, &
WONENEEIND, ZOBA, T — FEEICHH LT X BMEIRRTELS 250 T, 93— RBERSVTE
RIS D,

Q)EMZEEM T BHBRAE
AF~FY = MEIR) =F Lo Fa—T2HOTEHBRENIZRCHOREEDREZRL, SHICHKHET
A X OFNRMEIR IR . PRI B S OV - FHtcE 2 VT, Wih b RIFREEDIRN GO, £
7o B NSRBI DEEIRORMB RSN, BEFREEHIENMELNATND 29,

(B)EFARIREFMA - b
MR L



VIL_HEydhielZ B4 55 H

VIl. EYEREICET 5EHE

1. MAPREDHR

(1RELEMGILSRE
MR L

QEERFABRTHRRAIN-OPRE
BEREREREIERS ©
JMFEE S & D VM I RIS 2 22 L7283 8 IS, M EE M & L TA A V) — R (180mgl/mL*) 7
~7.5mL L OFRMIEFEH & LTA A~F Y — 35K (240mgl/mL) 10~12mL # #fENHERE G U, i
HREEHERS A et L7, £ ORER. 180mgl/mL F5-7F T O fig i M il B2 REE] (Tmax) 1 0.5~6 WREfH
CF¥) 2.4 BE) . @ METEE (Cmax) 1% 31.0~45.8ug/mL (V4 39.0ug/mL) ToH - 7=, THRN-H
(tue) 1% 6~15 K] TH - 7=, 240mgl/mL #EE5HETO, Tmax (X 0.5~6 FE[E (CF¥) 3.1 BiR]) T, Cmax IE
32.2~107.8ug/mL ("F#) 60.8ug/mL) THo72, tie X 5.2~15.6 il TH -7z, WI b FRIRNEE 5-REIC b
AR EHERB IR DN T Y R KR E oz,
LLUF I BRI BEE NP G- D A A ~F Y — Ui Eh g (2 5ER]) 2R,

{ pg/mL)
50 -

&

— aYEai-4-Y3al-YafA
e X Hl &
40 -

30 4

it St =

20 -

10 20 30 40 50 80 70 (ho
By ]
BESKHIZBF I AANFTY—)LMFHREHR
(180mgl/ML iREDA AANXY—IILTmL £V EETEEITEA, 1 AANFY—ILIFAET 2,716mg)

( peg/mL)
50 -
45 1
40 4

R
(]

10 20 30 40 50 60 70 (hr
B E

BEHSHICEFHAAANFY—ILIEPREER
(240mgl/mL i REDA AANFY—)L 12mL 27 EETREIZEA, 41 FAFY—ILIEAET 6,216mg)

* 1180mgl/mL) XIFEH Ik SNTRETH D



VIL_HEdhielZ B4 55 H

(3)hEE
M ER e L

GBS -RAEOFE
VI.7. ¥EER ZH

2. EYERERIINT A —4
(V&I AR
AVNR—FADVRETIV: BIGEROSH D 12 /X— R AV A —T U ET L6
(2)WRURE FE TE 3
ZEERR L
<BE HNEAT—4E2>?
RS 251755 6 Bl BFIZA A ~F Y —/L (180mgl/mL) 16~18mL % 0.5~2.5 73nF T, ®»~-< Y
EVES L7236 OO EH (Ka) |
Ka=1.375hr* (0.364~2.680hr1)
* [180mgl/mL) [TRFEH L ENTRETH D

QPHREEEH
M ERR L
<BEZ:NBEAT—E>D
FREOER 2 1T 5 6 IO HEE A A ~F Y —/L (180mgl/mL) 16~18mL % 0.5~2.5 3/ T, ¥-< ¥
ETEH L7256 O KEE EE (Kel) 1X
Kel=0.155hr ! (0.054~0.282hr 1)
* 1180mgl/mL| IFRFEF IS NIRETH D

@HIIVTIUR
MR L
B)ATEHE Y
#eh.8  250mgl/kg : 111mL/kg (BT EOSAER)
5.8 500mgl/kg : 144mL/kg (BT EOSAEFR)
<% HNBEAT—2 (BIkKNES) >
R R T T 4 T 20 BT A A%V —)L 125~500mgl/kg %5 L7854, BT Losmat (Vd) 1%
0.27L/kg TH Y | AR MIRANE B Th 5 Z L B3R ST,
(6)Z Dth
MR L

3. B (REalL—vav) @i
(1) 753k
LR L
(2085 A — 5 EHER
LR L



VIL_EYyihieIZ B4 5 I H

4.}
LR L

5 9% f

(1)1 % — A B P @ @ 1
MM ERR L

(2)Mni% — B BEEAFT @@ 1
MR L

QR)ET~DBBITH
HMERR L
<8E: NBEAT—F (BIRRNEZS) >9
B3R 4 BCA A ~F Y —/L (350mgl/mL) % 1mL/kg (0.755g/kg) % i#ARNIERG L8O EN S, &
5% 24 WpMICEIL 2 L CRLIRICBITT o3, 1 AfRALE%L 0.15L/kg AELRET D & 3.7Tmg/kg
(1.7mgl/kg) ThH o7z, ZTAUIRHRICE G L72&ED 0.5% 24 LTz,

G EER~DBITHE
M ERR L

(5)Z Dt DRI~ DFITHE
M ERR L

(6)MMREARESE
A F~F Y —/b 250mgl/kg (535.4mglkg) RN BRI G4 O MR ARG 1T, &5% 2 FFFT 1.3%.
24 FEI T 1.5% TH Y, IZEATEA/BEITRO NN,

6. £

(MR BHERLL R U BRI
faEER N 10 BIllZA A~ Y —/L 250mgl/kg X% 500mgl/kg #ARNE R 5. L= 54, g & OSR Pic
FHImE ST, REMEORTH 722,

QKB5S 58%E (CYPEH) OHFE. F5X
AR

QRWEEBNROEERUVZTDEE
AR

@RBEMOEEDERRVEMSL, FELE
FY LAy (REr i ST

7.8 it
(1) BERER AL R R B
F& L THE® URF)
(2)8Eitt 2= R UHE R E
BRI EERS ©
A Fo~F ) — UBEEN BRI G RO R P PEIER TN T Y 2R K& <, BH% 24 BRI C 21.2~96.7%., 72 B
fT 49.5~103.9% Th o7, H[EIFRIRNE G-REIZ SR R R D B IE T 5 B 23780 BTz,



VIL_HEdhielZ B4 55 H

BERERE B SEED A A~ FJ — )L DR

~ RREHEEE (%)
Sl j%if R ® % i (hr)

0~24hr 0~48hr 0~72hr

180mgl/mL 2716 S.K. 96.7 102.4 103.9

2910 K.S. 21.2 48.2 N.T

2716 S T.Md. 75.7 85.3 86.9

2716 MR M.N. 38.3 56.7 65.8

NS 58.4 74.0 85.5

+S.E. +16.9 +12.0 +11.0

240mgl/mL 6216 T.Mz. 78.5 92.7 98.1

Z H.S. 27.9 42.2 49.5

5180 N—— Y.S. 63.3 73.1 76.1

Z S.S. 46.9 N.T N.T

) 54.2 69.3 74.6

+S.E. +10.9 +14.7 +14.1
N.T. : Not tested

* 1180mgl/mL) XIFEHIESNTRETH D

8. FTVARAR—E—IZEAT B1ER
MR L

9. BNFICKDBRER
(NEEFRET
EER e L
<% SNEAT—42 EHIRAKRS) >0
NEROEAT IR MR BT & Rk A A ~F Y — L DBREICHE TH - T,
(2)1f & ZEHT

Cuprophan % W7 MEBITICB N T A AN — D7 T 7 0 A L BRERITINE KT OB (AM-2000H)
T 103mL/min & 82%. high-flux type @& (AM-Neo-2001UP) TiZ 138mL/min & 89% CTh 7= 1V, K

FIEMIEEITIC & 0 AR A RES N,
<BE  HEAT—E>D

A FA<NFY—IVD_BIKTHDHA A TFY ) —/L T, cellulose triacetate membranes (=ffE/L o — 2
MREENDLEORENRH D,

) < high-flux polysulfone membranes (F#E AR U ALK V) Tl
Q)EEmMAER
RZHEE R L

0HEOEREET 2BE
B L

1.2 D1t
MM ER e L




VI 22t (HH EoEs) 14 5HEE
VIIl. £ (ERLOZIESE) T3 HER
1. ZEAREZDER
1. &
Dav i EQEEREMEAN SO ONEZ ENH S, [8.1-8.3. 9.1.8, 919, 11.1.1, 1113, 1115 5
Ha]
fRER . — MM T — FERANL, BIERE, BRMEO T a2 v 7 BRBTH2 ERMbN TS,
2. ZEERNB L FDER
2. 2 (ROBEFEIZFIEBELEWNI &)
21 BEEREZ &, K, TADAKRDRZOREND HEBE ER I TADAEZFTRTI2B8ETNLNH D, ]
[9.1.18 /4]
2.2 F— FXiia— FEFANGREUE DB O H 5 B3 [8.1 &
23 HELRHRBEBROH HEE [3— RPAFRRCEFE L., JER #2882 h0nb 5, 1 [9.1.14 %
iy
fRED : 2.1y TA#A@%@W FIZOFREND DEE L, —MRICEIEFROTREENE . 70, RE
HFHZREN BB L2 5A8100E, BEEIERICR 2 D TARFIOHRGIIBETH 5,
2.2 I— NEEAFLBEOTEETHL D,
2.3 I— NERALBEOEETHS, I — FOPFIRIRICER L., FRBERICEE UERNELT 25
FONRH D,
3. MEEXIEHMREICEET 5FE L TDER
BRE STV
BZERUVRAEICEET 5FEETDER
BREINTWARN
BEELEARMIE L ZTDERH

8. EEREARMIE

81 vav/EORIIEA., +ol2E

179

ek
N— o

[1..

8.2

8.3

8.4

]

FhHE L RGTECOP OO TRBEISA O oD 2 Endb D, AHIC
JiEIE

I — RiBE T

2.2, 9.1.8, 9.1.9. 11.1.1, 11.1.3, 11.1.5 &

£Bva v/ EOEEREIE
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KENZR T 2REUTRIAR. HIEAOHEIZLUTO LB TH D,

HH FLAIN A
KE O WRAF S 1 INDICATIONS AND USAGE
(OMNIPAQUE— 1.1 Intrathecal Administration
iohexol injection, Adults
solution OMNIPAQUE 180, 240, and 300
GE Healthcare Inc., - Myelography (lumbar, thoracic, cervical, total columnar)
2022 42 H) - Computerized Tomography (CT) (myelography, cisternography, ventriculography)

Pediatrics
OMNIPAQUE 180
- Myelography (lumbar, thoracic, cervical, total columnar)

- CT (myelography, cisternography)

2 DOSAGE AND ADMINISTRATION
2.1 Important Dosage and Administration Instructions

- OMNIPAQUE 140, 180, 240, 300 and 350 are indicated for intravascular, oral, rectal,
intraarticular, and body cavity administration. OMNIPAQUE 180, 240, and 300 are
indicated for intrathecal administration [ see Boxed Warning, Contraindications (4), and
Warnings and Precautions (5.1)].

- Use sterile technique for all handling and administration of OMNIPAQUE for
intravascular, intrathecal, intraarticular, and body cavity administration.

- OMNIPAQUE oral solution 9 and 12 are indicated for oral use only [see
Contraindications (4) and Warnings and Precautions (5.2)].

- Do not use if tamper-evident ring is broken or missing.

- OMNIPAQUE injection may be administered at either body (37°C, 98.6°F) or room
temperature (20° to 25°C, 68° to 77°F).

- Inspect OMNIPAQUE injection for particulate matter or discoloration before
administration, whenever solution and container permit. Do not administer if
OMNIPAQUE injection contains particulate matter or is discolored.

- Do not mix OMNIPAQUE injection with, or inject in intravenous lines containing, other
drugs or total nutritional admixtures.

- Use the lowest dose necessary to obtain adequate visualization.

- Individualize the volume, strength, and rate of administration of OMNIPAQUE
injection. Consider factors such as age, body weight, vessel size, blood flow rate within
the vessel, anticipated pathology, degree and extent of opacification required, structures
or area to be examined, disease processes affecting the patient, and equipment and
technique to be employed.

- Avoid extravasation when administering OMNIPAQUE injection intravascularly,
especially in patients with severe arterial or venous disease [ see Warnings and
Precautions (5.6)] .

- Hydrate patients before and after intravascular administration of OMNIPAQUE
injection [ see Warnings and Precautions (5.4)] .

- Each bottle of OMNIPAQUE injection and oral solution is intended for one procedure

only. Discard any unused portion.

2.2 Intrathecal Dosage and Administration
- Rate of injection: Injection should be made slowly over 1 to 2 minutes
- Repeat procedures: If sequential or repeat examinations are required, a suitable interval
of time between administrations should be observed to allow for normal clearance of the
drug from the body; at least 48 hours should be allowed before repeat examination;

however, whenever possible, 5 days to 7 days is recommended.
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- If computerized tomographic (CT) myelography follows myelography, delay imaging

several hours to allow the degree of contrast to decrease.

TABLE 1 - INTRATHECAL ADULTS

The usual recommended total doses for use in lumbar, thoracic, cervical, and total
columnar myelography in adults are 1,200 mg iodine to 3,100 mg iodine (see below).
STUDY TYPE INJECTION TYPE | CONCENTRATION | VOLUME
(mg iodine/mL) (mL)
LUMBAR LUMBAR OMNIPAQUE 180 10 to 17
MYELOGRAPHY OMNIPAQUE 240 7to12.5
THORACIC OMNIPAQUE 240 6to 12.5
MYELOGRAPHY LUMBAR CERVICAL OMNIPAQUE 300 6to 10
CERVICAL OMNIPAQUE 240 6to 12.5
MYELOGRAPHY OMNIPAQUE 300 6to 10
OMNIPAQUE 180 7 to 10
MY%EL%\(’}I}S?}I;HY OMNIPAQUE 240 | 6to12.5
OMNIPAQUE 300 4t0 10
TOTAL OMNIPAQUE 240 | 6to12.5
COLUMNAR OMNIPAQUE 300 | 6to 10
MYELOGRAPHY ©

* A total dose of 3,100 mg 1odine or a concentration of 300 mg iodine/mL should not be
exceeded 1n adults.

TABLE 2 — INTRATHECAL PEDIATRICS
The usual recommended total doses for lumbar, thoracic, cervical, and/or total columnar
myelography by lumbar puncture in children are 360 mg iodine to 2700 mg iodine (see
below). Actual volumes administered depend largely on patient age and the fo lowing
guidelines are recommended.

INJECTION |CONCENTRATION | VOLUME

AGE STUDY TYPE TYPE (mg iodine/mL) (mL)
0 up to 3 mos. LUMBAR, OMNIPAQUE 180 2to 4
dupto36 | THORACIC, LUMBAR | OMNIPAQUE 180 4108

mos. CERVICAL PUNGTUR

8upto7yrs. | ANDIOR TOTAL | OMNIPAQUE 180 | 5 to 10
7 up to 13 yrs. | COLUMNAR OMNIPAQUE 180 5t0 12
13 to 18 yrs. | MY ELOGRAPHY OMNIPAQUE 180 | 610 15

* A total dose of 2, 700 mg 1odine or a concentration of 180 mg iodine/mL should not be
exceeded in a single myelographic examination in pediatrics.

4 CONTRAINDICATIONS
OMNIPAQUE 140 and OMNIPAQUE 350 are contraindicated for intrathecal use /see
Warnings and Precautions (5.1)]
OMNIPAQUE oral solution 9 and 12 are contraindicated for parenteral administration
[see Warnings and Precautions (5.2)]:
OMNIPAQUE body cavity 240 and 300 for hysterosalpingography is contraindicated
during pregnancy or suspected pregnancy, menstruation or when menstruation is
imminent, within 6 months after termination of pregnancy, within 30 days after conization
or curettage, when signs of infection are present in any portion of the genital tract
including the external genitalia, and when reproductive tract neoplasia is known or
suspected because of the risk of peritoneal spread of neoplasm.

5 WARNINGS AND PRECAUTIONS

5.1 Risks Associated with Inadvertent Intrathecal Administration
OMNIPAQUE injection 140 and 350 are contraindicated for intrathecal use / see
Contraindications (4) and Dosage and Administration (2.1)] . Inadvertent intrathecal
administration can cause death, convulsions/seizures, cerebral hemorrhage, coma,
paralysis, arachnoiditis, acute renal failure, cardiac arrest, rhabdomyolysis, hyperthermia,

and brain edema.
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(OMNIPAQUE— 8.1 Pregnancy
iohexol injection, Risk Summary
solution Hysterosalpingography is contraindicated in pregnant women due to the potential risk to
GE Healthcare Inc., the fetus from an intrauterine procedure [see Contraindications (4)]. There are no data
2022 4£ 2 A) with iohexol use in pregnant women to inform any drug-associated risks. Iohexol crosses

the placenta and reaches fetal tissues in small amounts (see Data). In animal
reproduction studies, no developmental toxicity occurred with intravenous iohexol
administration to rats and rabbits at doses up to 0.4 (rat) and 0.5 (rabbit) times the
maximum recommended human intravenous dose ( see Data).

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss or
other adverse outcomes. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2 to 4% and 15
to 20%, respectively.
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Data

Human Data

Literature reports show that intravenously administered iohexol crosses the placenta and
is visualized in the digestive tract of exposed infants after birth.

Animal Data

Iohexol was neither embryotoxic nor teratogenic in either rats or rabbits at the following
dose levels tested: 1.0, 2.0, 4.0 g iodine/kg in rats, administered intravenously to 3 groups
of 25 dams once daily during days 6 through 15 of pregnancy; 0.3, 1.0, 2.5 g iodine/kg in
rabbits, administered intravenously to 3 groups of 18 rabbits dosed once a day during
days 6 through 18 of pregnancy.

8.2 Lactation
Risk Summary
Published literature reports that breast feeding after intravenous iohexol administration
to the mother would result in the infant receiving an oral dose of approximately 0.7% of
the maternal intravenous dose; however, lactation studies have not been conducted with
oral, intrathecal, or intracavity administration of iohexol. There is no information on the
effects of the drug on the breastfed infant or on milk production. Iodinated contrast
agents are excreted unchanged in human milk in very low amounts with poor absorption
from the gastrointestinal tract of a breastfed infant. Exposure to iohexol to a breastfed
infant can be minimized by temporary discontinuation of breastfeeding (see Clinical
Considerations). The developmental and health benefits of breastfeeding should be
considered along with the mother's clinical need for OMNIPAQUE and any potential
adverse effects on the breastfed infant from OMNIPAQUE or from the underlying
maternal condition.
Clinical Considerations

Interruption of breastfeeding after exposure to iodinated contrast agents is not necessary
because the potential exposure of the breastfed infant to iodine is small. However, a
lactating woman may consider interrupting breastfeeding and pumping and discarding
breast milk for 10 hours (approximately 5 elimination half-lives) after OMNIPAQUE
administration to minimize drug exposure to a breastfed infant.
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(OMNIPAQUE— 5.9 Thyroid Dysfunction in Pediatric Patients 0 to 3 Years of Age
iohexol injection, Thyroid dysfunction characterized by hypothyroidism or transient thyroid suppression
solution has been reported after both single exposure and multiple exposures to iodinated contrast
GE Healthcare Inc. media. Among patients O to 3 years of age exposed to iodinated contrast media, thyroid
2022 45 2 1) dysfunction has been reported in 1% to 15% depending on the age of the patient and the

dose of the iodinated contrast agent.

Younger age, very low birth weight, prematurity, and the presence of other conditions,
such as, admission to neonatal or pediatric intensive care units, and cardiac conditions
are associated with an increased risk. Pediatric patients with cardiac conditions may be
at the greatest risk given that they often require high doses of contrast during invasive
cardiac procedures, such as catheterization and computed tomography (CT).

Pediatric patients 0 to 3 years of age warrant closer monitoring because an underactive
thyroid during early life may be harmful for motor, hearing, and cognitive development
and may require transient T4 replacement therapy. Evaluate thyroid function in all
pediatric patients 0 to 3 years of age within 3 weeks following exposure to iodinated
contrast media, especially in term and preterm neonates. If thyroid dysfunction is
detected, treat and monitor thyroid function as clinically needed.

8.4 Pediatric Use
Intrathecal Use
The safety and effectiveness of OMNIPAQUE 180 have been established in pediatric
patients 2 weeks to 17 years of age for myelography (lumbar, thoracic, cervical, total
columnar) and for CT (myelography, cisternography). Use of OMNIPAQUE 180 is
supported by controlled clinical studies in adults for myelography, in addition to clinical
studies in pediatric patients undergoing myelography. The safety and effectiveness of
OMNIPAQUE 180 have not been established for intrathecal use in patient pediatric
patients less than 2 weeks of age. The safety and effectiveness of OMNIPAQUE 240 and
300 have not been established in pediatric patients for myelography (lumbar, thoracic,
cervical, total columnar) and for CT (myelography, cisternography, or ventriculography).
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