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A F %Y —) (BF) 6.471 PERAAL AT Y YLK
e W) 64718 Fidy 1mg ™ | pH FHEH
[3 v FEEHAE  3.0g(300mg/mL)] ne pH i

Fb=/3—7 240 {F 10mL

F b =,3—7 300 £ 10mL

TE) K

R)EMEFDRE
13 7V 10mL h OEME EE TRITRT,
SEEH 4 Na* (mEq) | Ca2* (mEq)
Fh=/s3—7 180 £ 10mL 0.01 0.01
F 5 =s3—2 240 7 10mL 0.01 0.01
F 2 =,3—2 300 ¥ 10mL 0.01 0.01
(3) &
MR L

3. ATBEMROERRUVEE
PPN



Iv. WANCEE4 5 H

4. H i
ML

5 iBAT HAREMED H 5 KW
[M.2.25& M RICH T HELERY &1

6. HADHBEHTICEITIRENL

(N EHBREAR
RIS PRAFHA BEET R RERIE B e
Fh="—27 . o < e
180 It 10mL 25°C/60%RH 48 % WA T IV« s e JHFEN
— e v pa mE %) .
iﬁ&lmﬁ 25°C/60%RH 36 » A LAY G 2 I = B N B2 7/ JRAEN
REMERY),
A== T e 160%RH 36 # /] WS A T L - 4 B
300 7 10mL ™ 7
(2)=rBESlER
PME R L
<BE . A+ ~FY—)L 140mgl/mL - 220mL HF|>
PRIFSME PRAFHIR PRI RS AR
o iy gmenn | 25 72 pH DT X OY S DAL O Z 7B 1275
p0C 220 | ERERR | 5 omB s Tho 1.
R ¢ WA BTN,
40°C/75%RH 61 H KRR ?Iié%%gggﬁ%;i£%®im% D7
| A TV | BN
SENHOE (5001 6 »
HOE (500h ! Bea3A 7 | pH OE T RS VL ORIINE BT,
| A T | BN
H LT (2,5001 60 7 1x-h -
(2,500Lx) M T g 70 | pH O FRO S ORI R T,

pH O F RO I LW OBEIMIED D T DA A~ — LBkl ( TI.2.2)8H S RICH T ELE
B 20 OERIHES bOTHY . 203 VWO EITA F~F Y — LIk L 0.02%LL FTh o7z,
WAMETFITE T 5 pHDIE F R ONT 7O EINIEY I — R 541 L #HEE S D DR DAERITSED & DT
HAMN, WL BEALTL) PRI DI RS R - T (A O EHEA S T8 S A
TNATHD) .

728, 140mgl/mL #FH| & bl U C, oAl (180, 240, 300mgl/mL) TiX pH DK F L a v{L¥DiE
M 7zmoi-,

REDENZ X D LREEOHRFNCB W TH, 140mgl/mL 8A| & g LT, oAk pH DK TR a ¥
b OB 2o Tz,

7. ABEERVBREOREN
YL

8. ¥l & DESEIL (WMEILFMEL)
AANT L OV B BEAE L THMT 2 Z & 134FE L< WA, BENTRIN D ENAl L ORLE 2102 B4

_8_



IV. BFIZRE4 5 IEH

10.

1.

LHMT, AFE 3FEOBAENAIZ 1% 1 (BREKL) TRA LZRICOE, 4, pH, 3 VLR O EE
WOWTHER LT, TR, Yv e a—TF77 (ZrA4H—) LORAICLDIEITBO bhote, 877
FIFI ) Tyr—=ry— (2 77— UEEK) LA TIE pH O FEOE e oEmn#Eb b, L
AL I AN A= (B EORATIE, 3 URBRICEN T, #RBIC LD AL R IMEE
AT 22 EBRROLI., BEEREEZEZ L TWD I ERgnoTz,
B, TAANRE (HRR=Y U H—A V7NN A L) EOEEEIZOVTHRICHRFTL, BAICLE
LITRD bz o T (A KOS A 1T BR MY FEO 4 FR)

¥ LAZ I AT A a—DERBIERGE STV RN

B

Y LR

S R

(EBARELRSR - A%, NENERERE - AEICET 21ER
Y LW

(2%
(FLb=s3—7 180 1% 10mL) (It - FF86H) 5314 70
(Fb=s3—7 240 1% 10mL) (A - FF86H) 5314 70
(A h=,3—=7 300 1% 10mL) (EBEH) 51471

QB)FREE
Y LR

ABRBDOME
A TV (180 7 10mL) A4 TV (240 7 10mL, 300 7 10mL)
i AT A (#Ba) i BT A ()
SWN WFEIETF LT L (B SPN VA=E=074 2 2= N
Frvs RV Tavry, &R Frvs RV Tuvry, &R

ERI/ AR % PET-G
AR SN 2 EME

ARV

12. 2 Dfth

FAZA—I BHIOFEE (Y —1) WEGROWEC L SMBELLOARE, FROLBY Thb,

FL=Z/N—U DE (mPa-s)

ERHEE (V%)

50.00 64.71

R g

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




V. ®HICBI9 5HH

BB, FL=_X—7 OFANOTFEK (A F~FY—L) GRIITEDELEBY THD,

F A= —7 F A= —7
240 1 300 Vi
F BRI (% %) 51.77 64.71




V. 1BRICEEd HEH

V. ‘aRICEI SIHE

1. $hEEX TR
(Fh=,%—7 180 1)

IV 2 —Z —WifERIT L DI SR

(FIh=,%—7 240 1)
gV a—X—lE
REC. NI RER

(FL=s3—7 300 1)

U a— X — BRI

RN & D M 5

2. MEEXFIHRICEAET HEFE

BE STV

3. RZRUAE
(MAERUVRAEDMHEHR

X oG

. SHEAT R

AU 2 — X — BRI LD RER

AU a— X —WEREIC L DFHER.

WHE A 1A, fREOME, SRS C T TFRROREE2EHT 5,
BALORZ S L0 BT 5,

mE, HFlm. RE, HREH

( () NFavERaAEzrd)

A&
Trsr OFESR ZERIEBAL N Fh=r— Fh=r—
180 7 240 V£ 300 /&
vV a— 2 —WE R W 5~10mL 5~10mL B
ok B M oM s = (900~1,800mg) | (1,200~2,400mg)
OV a— X —WERY WA 8~12mL 8~12mL 8~10mL
W Xk 2 K f & (1,440~2,160mg) | (1,920~2,880mg) | (2,400~3,000mg)
_ 8~10mL
|<<( — J—
I ) SRR (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 5 HE*E (1,920N2,880mg)
o e 8~12mL 8~12mL
G N =R V4 [y —
LI e (1,440~2,160mg) | (1,920~2,880mg)
QBFERVASDHRTERE - 1R

(V.5 3) A=ERICIERHER &R

4. RERUVHAEICEET IR

el

BE STV RN

TEEET A 5

SHE AT BERR . N fs fE




V. BRICEd 5

5. BRPRRUIE
MEERT—2 /85—
AN
(2)ER PR AR
MMERR L

o5 1T AHE R R »

fERER A B+ 10 Bl & 58212,

KPR A A ~F Y —/L 350mgl/mL
: 250mgl/kg H [l E (JEAEE 20mL/min)
: 500mgl/kg H[l#E (EAEE 20mL/min)

¥ 5. J571%  Stepl (4 #)
Step2 (6 #i)
G )

BEE DRI 3 Bil, MR O — itk 520 O R AR 16, LIRS (LRI 2 #1280 5

TR, T OMUTITRF TR LT REKD F FESLNITRP A~ S L7z,

Q)RERSERRHAER

JibiRl - IR A B & L T2 A 166 1] 22 6t 1T A A~ Y — LTI (R FE - 180mgl/mL, 240mgIl/mL,

300mgl/mL) @ 2~16mL % A\,
e, Zettbm<, FEFICEHEHESNT D,

R, waErE, AHMEICONT

LIF O S TR IR SR 2 520 L 7=,

) AANOKR SN T L HIEAOCHEIZLTOLEY THD,

(<

A L7, £ ORR, &

) WiFka vERaHAREZRT)

A&
R DT ZERIEAL. PNV NV Fh=r—2
180 240 & 300 1
AV a— S —WERY e 5~10mL 5~10mL -~
ook % MO = (900~1,800mg) | (1,200~2,400mg)
I a— X — R e 8~12mL 8~12mL 8~10mL
W ok b F OB & ¥ = (1,440~2,160mg) | (1,920~2,880mg) | (2,400~3,000mg)
- 8~10mL
|<<< — p—
o ) PHEE (1,920~2,400mg)
WOWOF OB W W
o . 8~12mL 8~10mL
= (1,920~2,880mg) | (2,400~3,000mg)
. e 8~12mL
hval =1 B [irg _ —
H@ nB ﬁ 'E’)ﬁ Tﬂi‘ s Hﬁr*& (1,920~2,880mg)
i 8~12mL 8~12mlL
¥ s =R i _
L B (1,440~2,160mg) | (1,920~2,880mg)
(4)FREEAOERER

1) BRNEREEAER

CT Mt ks 2 W2 & L7283 65 Bl R OSHIF iR 2 LB & L7 117 Bl 2RI, A A ~F Y — L
EA MUY FOEEMR, etk AAEzk L, TO/E,

RIS

SN, BEMEROAFRMEICBWWTA AT — LD REEICE -T2 9,

BRRETRD NN



V. 1BRICEEd HEH

2) REPEHER
DR L

A AV =V OEFEPERITERICOWT, LUFOFRENMTHOIL TV D,

DFREE - CT 4815 »
A FF Y — )L OEFRME IR B & K OVCT
DORBBEE & F OERIZHOW TR LT,

AEFSR (AE) CRIEN (ADR) OXBNIERMOHEICHESE, EIHMED AE, ADR IFIEEHAE

N
pER: A

AR O ABE A 6,764 1 2 X RICH FHR L OREIEM

1 RFRILARE NS 5~T HETIZHBL L2 b D & LT,
a) AEER (AE) XUEIEA (ADR) DORIRIFE

n=6764 _ AE _ FEHIE 1] _ ADR _ FEBURE 1] 52+
(G iE % (%) G~ JEBIEL (%)
4 507 | 388 5.7 443 | 340 5.0
BT 173 | 146 (140+6% 2.2 172 | 145 (140459 2.1
FEREE 318 | 240 (234+6%) 3.5 256 | 192 (185+5%) 2.8
B E -+ 3B 38 6* 5*
T~ 16 8 15 8
* RIFE M R OGRS O EF 4 K OVRIE F O 5 B3]
* FEBURE § 5 = ER I BLEE SRR E S
b) ERMEIEADRBHRHE ZDEEE
. #EE (ADR)
SE R AE ADR r T —
% % 39 39 22 17 0
% 9 FERS 36 34 25 9 0
o X 35 27 31 8 0
7% E 28 22 11 11 0
= R B 19 19 8 11 0
& M 18 13 8 5 0
9 17 17 15 0
Z D il 126 85 54 19 0
4 318 256 174 82 0
(100%) (68%) (32%) (0%)

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



V. BRICEd 5

C) A AANFY—ILEAZD AE R U ADR HIIKIR
160 .
140}
120}

100
#

#

80

d) ERMAEZTERORRER (AR T4 v I EIFESIICKD)
gﬂ% v R En% v A R
R e i ¢ p-i G
R 1.33 1.93 0.0001
7 LA XR—fE 1.80 1.95 0.0019
fEiE (n=111) 2.21 1.65 0.2025
7 FE—EREE (n=21) 3.49 3.49 0.1853
SRR 1.29 1.29 0.1916
A (n=1133) 2.97 3.42 0.0001
F7 B N2 DA D R FR R A 1.71 1.93 0.0004
(n=681)
MERRAR . (2,758 41)) . (F:3,367H1)  UREER 1,380 41) . (CT : 5,383 #i)

LIE DR, BIZEME R OCEREOA EHSR (AE) SUIEWEM (ADR) OFEHMEITAIFEN T AE ¢
EHMETIT AE : 3.5%. ADR:2.8% Th o7, Fiz.
ZEWHAA R BT, EBRERIENICIESER b0 bR < HEITITEZ S50

2.2%. ADR : 2.1%.
FAEM (2~4 A) |
ZENBHLMNI T,

Qi - ME R Y
HELERS B OV 1L 78 15 7
KROEWERCET D) A0 77 7 2 —

1 BERICAREN D B~T HETIZHIELIZbD L LT,

a) BEER (AE) RUEIEA (ADR) DHRISEE

(Ao BZ—_ g OFE)
IZOWTHET LT,
FEHESL (AE) LRIEA (ADR) O XBNXERIOWMEITHE S X,

EEFENERIE R AERE

Ll - MAE DO ABRERE 4,126 Bl 2 JIRICHESF

EFMD AE, ADR 135

i) BERURMEMLEES (1,867 fl)
AE FE B (51| ADR FE TR 1]
% S (%) % S 151 5% (%)
W 424 281 15.1 256 168 9.0
B 363 255 13.7 206 143 7.7

* FEBUEF] R =R B EE R REE K




V. 1BRICEEd HEH

i) DV - MEER (2,259 H1)

AE P ADR FEBURE
% SR (%) % SR (%)
woo 177 136 6.0 146 117 5.2
BEFEME 130 98 4.3 107 84 3.7

¥ FEBUEF] R =R EE R REE K

b) EFEMRIFADRRUGM L TNEERE
) EERURHEME

. HhEE (ADR)
fiE MR AE ADR P T = &
#® B 129 65 19 45 1
Mmook 40 35 18 17 0
S 31 23 17 6 0
Mg e 33 19 8 11 0
& i 7 7 1 0
Z 9 PR 6 6 4 2 0
¥ B 6 6 3 0
Z O fh* 111 45 29 16 0
MRS 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
| HJEE (ADR)
SiE IR AE ADR P e = &
maE o 14 14 8 6 0
5% 12 11 7 4 0
F Ty 7 7 7 0 0
w & 7 7 4 3 0
E 6 6 2 4 0
%*® B 6 6 6 0 0
& i & 9 6 0 6 0
z O W 69 50 35 14 1
LSy 130 107 69 37 1*
(100%) (64%) (85%) (1%)

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



V. 1BRICET HIEH

C) 1 AANFY—)LFAKRD AE U ADR HIRIKR

) BEERURHME
160 -
ol ERM
120

100 -
%

#

80
60
40 -

20

‘}io)\ ':15 ~30
DR frooiionsd [

(min)

i) D - MEER

100 -

EnZEtE

80
4 60
] 40

20

d) BERMAEERORRER (AR T4 vV EFEHITIZED)

i) &R UREME

B3

B3

. TR A Xk A XLk .
- T X
Risk factor (total) GEFENE) p-fiE GEFEM:)
i e i R v 2.17 2.45 0.0001
I— & 2.21 2.31 0.0001
BRI (A A~F Y —L) ONNR 1.99 1.88 0.0008
TAE (GREz 07— VBN REEFAHT) 3.24 3.39 0.0001
PR3 3.51 3.48 0.0001
i) g - mME&ER
. PHEEA > Xk PREEA > X .
- T T
Risk factor (total) GREFEHE) p-fiE GEFEM:)
FUESSS 2.17 1.60 0.1173
AF T 4T 4.15 4.72 0.0094
R (A A~F Y —L) OINR 0.38 0.39 0.0001
OFHZE 2.33 1.84 0.0042

PLEOfEE, OO « M5 & TlEA A~ Y — I L B EF MO R 8 2 B L 7= BIVEF O3 B
DWIREE « CT IR 2~3 5D o 7o, OMEE KR ORI | Ll - A &R TidA v ¥ —~
a CESK LN HEFRERPBO LN, @A A~F Y — /L OBEFMERETNORBUEA L T
VIR S ORI /E & 5e . Dl - 8 & CENEIRIER O, RBEBHENE S Z L R 52T
Tpoi,
(5)BE - ARG
Pl v/



V. 1BRICEEd HEH

(6):AFERHI{E
1) EABERE (—REABERE. BEFEAMERAE. EARBLRAT) | RERTERT —FX—XH
. HERFGTREBREBROAE
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 G & U, BWERIZ 71 61 (4.5%) ICRD DLz, £z, EEROGHE (FHLL L) 13 98.6%
ThoT,

2) RRFHELTERFPENNERIIER L AL - HBROME
A L

(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 S HERIC B9 5 IHH

. EYEB(ICEAT HIER

1. REZHMICEEHSILEMXITILEWR
fFbaTdgos, AFFF )=, AFRI K=, A F)VY = A FATa—, A FFT T,
A XTI R, A4V T
HE  BEOH DILEWORREXIINRE L. BHORNIEFLSRT L L,

2. EBE{EA

(1)1ERERLL - EAKR
Fh="=71F, b I — NEEREZERETRIC, LFEROICRERBKREZEAN LA AT Y — 2K
Gy LT DA A UMHRIRBIEELZAI TH D, AANCEEND T — FIZLY X BRICEERR EL, £ ORER,
EENRPEEEND, 06, 33— FREIZHA LT X BRIEITE RDHDT, I— FRENEGWIX
CER A RITHE RSN D,

(QEMERMF T HHBRAKE
AFANFY = VIR 2 F L Fa—T 2 AVTERBRERNERTHOREZNRE R L, SOICHKHET
A X OFIRMEIR RS . IR E 35 i OVNRE - TR ICB VT, Wih b BRERERRN/E LN,
£, b MCBI2ERDNROBR B2 SN, BEREZHRMELN TN D 29,

B)ERRIRE - FithFf
BRI L



VIL_ EYEhfelc B9 5 HH

VIl. EYEREICET 5EHE

1. MAPREDHR
(1RELEMGILSRE
MR L
QEERFABRTHRRAIN-OPRE
BEREREREIERS ©
IHIEE S o H VT FRE 2 LB 8 #illc, &M & LTA A~F Y — LK (180mgl/mL) 7
~7.5mL L UOFRIEFH & LTA A~F Y — 3K (240mgl/mL) 10~12mL Z #iPENHEEE S L, Mg
HREEHERS A et L7, £ ORER. 180mgl/mL F5-7F T O fe i M i B2 RFE] (Tmax) 1 0.5~6 WREH
() 2.4 BEfE) C, @ EE (Cmax) 1E 31.0~45.8ug/mL (F#) 39.0ug/mL) Th o7z, THI L
B (twe) (X 6~15 B CTH o772, 240mgl/mL F&H5HETD, Tmax (X 0.5~6 FEfH (7 3.1 BEfE]) T, Cmax IE
32.2~107.8ug/mL (*V-#) 60.8ug/mL) ThH o7, tielX 5.2~15.6 il TH o7z, WI b ERIRNEE G-RFIC 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 -

&

— AYEa1-%-Y3a1l-YalfE
o X il f&
40

m 3p

B
B 20 4

10

10 20 3 40 5 60 70 (hr)
R &l
BESKBIUZHITEHA A AT Y —ILIMTERREHERS
(180mgl/ML iREDA AANEXY—ILTmL YV EETEITEA, 1 AANFY—ILIFAET 2,716mg)

(ug/mL)
50 -
45
40 |
351
30 -
25 4
20 A
15 A
10 A
5 |
0

i

10 20 30 40 50 60 70 (hr)
B &
BEHSHIZB T2 A AFY—)LMFFEEHT
(240mgl/mL i REDA AANFY—)L 12mL 27 EETEITEA, 41 FAFY—ILIEAET 6,216mg)

(3)h L
AR L



VIL_HEydhielZ B4 55 H

AHEBE -GHREDEE
L7 48 E/ER) &R

2. EMRERB/INSA—4
(R AHE
AUNR—FADLETIVL: WGEROH D 1-a 2/ X— AV " A—T 2 ET L6
(2) MR ISR FE 7E 35
ZEERR L
<BE HNHEAT—4E2>D
FREOER 2 1T 5 6 BIOHEE A A ~F Y —/L (180mgl/mL) 16~18mL % 0.5~2.5 53/ T, ¥-< ¥
EER L2356 OWRIGHE 4 (Ka) 13,
Ka=1.375hr ! (0.364~2.680hr 1)
(R)HKEETEH
MR L
<BE HBEAT—E>D
FHEE 2561795 6 BlOBFIZA A ~F YV —/L (180mgl/mL) 16~18mL % 0.5~2.5 30 T, »->< Y
ETER L2 A O IHE S (Kel) 13,
Kel=0.155hr ! (0.054~0.282hr 1)
@HIIVF7TIUR
AR e L
BG)YRHBEY
58  250mgl/kg : 111mL/kg (R T EOSAEFE)
# 5.8 500mgl/kg : 144mL/kg (RN F EOSAEHE)
<8E: NBEAT—F (BIRkNKS) >9
RN T T 47 20 BIZA A ~F Y —/L 125~500mgl/kg Z#&5 L7-HE. BT EoShsf (Vd)
1£0.27L/kg TH Y | DA PHIRIMNE B Th D Z & BRI,
(6)% DAt
MR L

3. B#E (REalL—vav) @i
(1) BBHT 75 3%
AR L
(2)/85 A — 5 EHER
AR L

4. | U
HME R L

5. 9 #

(1) % — BB B
M R L



VIL_ EYEhfelc B9 5 HH

(2)Mn % — e BEEA P A 14
MR L
R)EA~DIBITHE
MR L
<% HNBEAT—2 (BIRKNESE) >9
B3l 4 BllZA A ~F Y —/L (350mgl/mL) % 1mL/kg (0.755g/kg) #FFARNELE L72GH OERE»N G, &
5% 24 BEICEALEZ N L CALIRICBITT 2 813, 1 BHELE%L 0.15L/ke AE L RET 5 & 3.7mg/kg
(1.7mgl/kg) Tho7c, ZAUTRHRIZE G L72&D 0.5%2FY LTz,
A HERA~NDEITHE
MR L
(B) T DD EBE~ DFEATHE
MR L
(6)MFEAMBSE
A F~F Y —)1 250mgl/kg (535.4mglkg) FHIRMHER 5% O MAEE ARG RIL, &5% 2 KT 1.3%.
24T 1.5% THY ., IZEALEAFBITRDLNRD ST D,

A
(MR BERGL R R B
fERERR A 10 BIZ A A~V —)L 250mgl/kg iE 500mgl/kg AR EER S L7354, g R OUR i
#iImt ST REMKDOA ThH o722,
QKB5S 58F (CYPEH) OHFiE. F5F
Y LR
RHEEBHROEERUVZFDEIE
Y LR
GRBFVOFEDAEERVFMEL., FELE
Ly (R B ShTunian)

O
(1) Bkt BT R MR B
FE L LTE (RH)
(24t 3 R UV HE M IR
BEREREERS ©
A T~ Y — VBEEN BRI G RO R P PRI N T Y R AR E < #5114 24 FEE T 21.2~96.7%., T2 K
1T 49.5~103.9% Th > 7=, HEIFRARP S G-REIZ L A~JR FHEI S RIE T 5 FI 23780 iz,



VIL_EYyihieIZ B4 5 I H

BERERE B SEED A A~ FJ — )L DR

) BRI (%)
Sl e j%if Rk o W (ho)
0~24hr | 0~48hr | 0~T72hr
180mgl/mL | 2716 SK. 96.7 102.4 103.9
2910 K.S. 21.2 482 N.T
2716 o T.Md. 75.7 85.3 86.9
2716 RERER M.N. 38.3 56.7 65.8
NS 58.4 74.0 85.5
+SE. +16.9 +£12.0 +11.0
240mgl/mL, | 6216 T.Mz. 78.5 92.7 98.1
) H.S. 27.9 42.2 49.5
B8O | Y.S. 63.3 73.1 76.1
" SS. 46.9 N.T N.T
) 54.2 69.3 74.6
+S.E. +£10.9 +14.7 141

N.T. : Not tested

8. FZTVARAR—E—IZEAT B1ER
MR L

9. BNFICKDBKREE
(DREREEM
RZEEER L
<5%E: NEAT—F (FEIkNEZS5) >10
NERESHE T I MIREAT & A A~ Y — L DBREICH TH - 7=,
(2)Mn&FEHT
Cuprophan & W72 MR BETICE T, A F~AF Y =D 7 VT T A LBRERIINRDE
(AM-2000H) T 103mL/min & 82%. high-flux type @O (AM-Neo-2001UP) Tif 138mL/min & 89%
Th-o7e W, FANTMIEENTIC LY DRE I BRES N,
<% NEAT—E2>D
AT~ = VDO BERKTHDHA A TFH / —/L T, cellulose triacetate membranes (=FEfEtE/L 12— X
i) <2 high-flux polysulfone membranes (FEER Y ALK UfE) TESHICEBRESIND LORELRH D,
Q)EEmMAER
RZEEE R L

0HEOEREET 8%
LR L
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KENZR T 2REUTRIAR. HIEAOHEIZLUTO LB TH D,

HHi RLAN A
KE DR SGE 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 6to12.5
MYELOGRAPHY LUMBAR CERVICAL OMNIPAQUE 300 6to 10
CERVICAL LUMBAR OMNIPAQUE 240 6to12.5
MYELOGRAPHY OMNIPAQUE 300 6to 10
OMNIPAQUE 180 7 to 10
MY%EL%\(?S[%HY C1-2 OMNIPAQUE 240 | 6to12.5
OMNIPAQUE 300 4t010
TOTAL
comman | e | QNEQUEze | 6w s
MYELOGRAPHY ©

* A total dose of 3,100 mg lodine 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 2to4
3 up to 36 mos. ggg\}}f*&g LUMBAR OMNIPAQUE 180 4t08
3upto 7yrs. | aND/OR TOTAL | FUNCTUR | OMNIPAQUE 180 5 to 10
7up to 13 yrs. | COLUMNAR E OMNIPAQUE 180 5 to 12
13 to 18 yrs. | MYELOGRAPHY OMNIPAQUE 180 6to 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
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to 20%, respectively.

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 0 to 3 years of age exposed to iodinated contrast media, thyroid
2022 4 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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