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Preclinical Evaluation of Iotrolan as a Contrast Medium for
Angiography and Urography
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502

Efficacy and tolerability of iotrolan, a nonionic isotonic dimer, as a contrast medium for
angiography and urography were investigated in animals. In the arteriography of rabbit femur, the
efficacy of iotrolan 280 mgl/ml was as good as iopamidol 300 mgl/ml and better than meglumine
diatrizoate 306 mgl/ml. In rat urography, the efficacy of iotrolan 280 mgl/ml was better than both
iopamidol 370 mgl/ml and iohexol 350 mgl/ml. Vascular pain was less with iotrolan 280 mgl/ml than
with iohexol 300 mgl/ml in rats. Effect of iotrolan on the pulmo-cardiovascular parameters, arterial
p0,, hematocrit and plasma osmolality was less than iopamidol and diatrizoate in rabbits. Iotrolan
induced no renal dysfunction and diuresis whereas iopamidol induced diuresis in rats. Effect of
iotrolan on the blood coagulation was similar to nonionic monomers and less than diatrizoate in
rabbits. Because of its isotonicity, iotrolan induced little water shift in the blood vessel and urinary
tract, which would result in good efficacy and tolerability. These results suggest that iotrolan is
superior to ionic and nonionic monomers for angiography and urography.
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5,

B, MEHEEE LR TENY - EmEE
CFEREhTWBFEIA VR _EEEEH O
iotrolan (%, 300mgl/ml ¥ TIM¥% & 2ITEETH
HE0, BEOHEA & HEREEEREIRD
RIeHHETHY, FldEA 4 v EEEEEEA
X bBAKELE Y, PIREECHER, KRBk
BRI 2L L DI b,
SEOEYH Y MEARST5RBMEEY Ik
WTEEFRA L VB VEeEr g S hic,

ABFE T, iotrolan DREMEEEH L LT
DEE L K2R REHNCTHE T 5 i,
DA &R DOWRIEAS 4 v HEEBEERHE
MEE LT, Bpr AT - e,

RERHTEE & UREBRFE
1. EBR&E

(D E&EY

HEMHAARGEEY v ¥ (FE3~4kg, & —=—
v =), M Wistar %7 » b ({5E200~350g, H
&2 v7), HtHartleyRer € v b ((RE440
~520g, BAWE7 == 4 7) %, {EE (22+27TC)
<, EERG5+5%), ERATRS(T7 ~198) 0
FHETTIAMULETHEE Lo bERICHEL
y

(2) ER%EY

LIFoIEA A B LU + v lEEHIZER
L7z @ iotrolan 280mgl/ml (= — VU v 7 AG,
FA )3 X0800mgl/ml(4 v Ex® HAks
=— 1 v /), iopamidol 300mgl/ml ¥ X U8370
mgl/ml (f A3 rv® BRox=—y 7)),
iohexol 300mgl/ml % X 0'350mgl/m] (#+ & =
A=y ® H—BH) meglumine diatrizoate 306
mgl/ml (7 v¥FA7574v® BRyxz—1yv
7', LLF diatrizoate & Bg3).

iotrolan 280mgl/ml @ 2 & = & & 13285
mOsm/kg H,O (37°C) T, ML ZITHETH
5.

2. EBRHAE

(1) v ¥ KEREIR SR

EEEDFEY IR TEFEOE V- X b8
R T 5w, R—E#ERTOEMELKY

(56)

PR A SRS iotrolan o FiEEFRAYFEM

ﬁ' -7,

7 % ¥ % sodium pentobarbital (35mg/kg, ¥
MRAEES) CHREEL, AXEBBEIRY S KEIRE ©
BALICAY=F L vFa—7hb, 37CENE
L7z iotrolan 280mgl/ml, iopamidol 300mgl/
ml, diatrizoate 306rgl/ml % Rl—Bh iz 8E1E 25
ZHEDIZIEFIC LT, BHBEA XY 7
(SAGE Instruments) 1= X b #90.5ml/s THEA L
fe(n=5), EFHREI0THBTT -7, £&
EHIEABS 7T B EREO X 88 (67kV,
160mA, 16ms) ¥ 1T o7, BEHEAR Y v+
A H#93.5ml (Iml/kg H24) Th otc, BEHH
WOWTHEREINIEFT 3D 7 4 4 sk, EEH
ofEELHFITERVWE S TS 1 v kL, &
KBS OBR I & UM EL N EE LT, 2v
TR EEBIOEND 3 ADBEEN ML
TARHE 21T - 7o, FHl X5 0 &6 2 b,
AERHEL bR eER D oo, EEEOE
a7t 0a0bERIE, 248 152547,
WA 3 ADFHEREH L, HROFEE
#EIL Tukey test IZ X DT -7z,

Az, k& RO FEET iotrolan 280mgl/ml &
iohexol 300mgl/ml ©EFEEL B L7z (n=5),
FHEICER L T, BEHEOEND 714 A0 bIE
2/, 1RzHE 2, HROBEERE W pair-
ed t-test I X W T -7,

2) 7 v P REEER

(D L FAkk, A—EEH CTEPELEYT-
ool

Fy brx—TAHRIEIOBLEKEL, 18
[ b@ T & 84 w2ml/kg © F & @ iotrolan 280
mgl/ml, iopamidol 370mgl/ml ¥ X ©* iohexol
350mgl/ml # EELIETRBIRPES L (n=
6). #5305 ¥ TR X BB 1kV, 200
mA, 20ms) &{T-7, &FHlEIc, BREER
EhRrthZthrbBFsEEIhlczirail
BT o, BEic 7 5 1 v FELT(D) & A
DOFETEYELIHE L. SRoBFEXERE R
Tukey test iz & b T 7z,

(3 7 v + IMERHEFERIER

BRHROOEBECL TR ET-%, T+ &

HAENEEE #5238 HIO5
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=—FAMREL, ERBEIRCKHEHRIZE Y =
FrvFa—TEALL, B 3EEUEER
L 7c &4 1< 3EH) 3 F T iotrolan 280mgl/ml s X
' iohexol 300mgl/ml ##45 L7z (n=20). &¥
774 v FLL, ®EEFE 7 v & 2{LL 7,
EEHE I5ml/kg o % 1 SHER T E#R S
(3ml/min) L7z, #5-BAtAR LB O RIGZ 8
L, TablebiR L icEE I LichioTA2T
L, EBYoRkmA2T7%b i, 0E

wEIGE, 'L (A=270), BE (1~3), & -

FE(4~6), EE(T~9) caELL, KR
DEEEWHEIL Wilcoxon test IZX H 1T -7z,

A v+ FREERER< T A -2 - T5
-7

v 4 ¥ % urethane (1.2g/kg, K T#E) TH
L, ~-°V vALE (1,000U/kg, EIRAES)
L7z, iotrolan 300mgl/ml, iopamidol 300mgl/
ml ¥ X 0" diatrizoate 306mgl/ml % % % h3
ml/kg O FET, 205 KRR CEFAIRIC KRR
ALK 6 B td&s L, S5m0 REE, m
FE, ZEOSIEHE, £O0SERAHEME, O
B, LER (FIHFE *HPELL =5, &
EMEGEARMECS T 5 R THERL, Tukey
test IC X W EBERERT o7,

(B) v FMHEH »5FE, pH, M#EE5EEEE
BIVU~=r2 )y MEEKTHHE

v 4 ¥4 urethane (1.2g/kg, HT#45) TH
BrL, FhFhoy+ i) LREORECEY
Fl& KSR 5 Lo (n=5). #&5iTk L O
BEHEFNCBIROALERL, BEbic 0,7 E,
CO, 7+ X U pH X E L7z, M %m0 8
LRI OBRBEREZ KSBETECL YR
ELI, ~~ 27V » MEXFTEIRA G0 LT
HELL, FAEEIEAECYTELRETE
L, Tukey test iC X W BEEHRELRFT - 7c.

(6) 7 » P BRI T HHE

—BERLLTy b E=—FT AHR RO
b, LEAIEW, iotrolan 280mgl/ml, iopamidol
300mgl/ml #10ml/kg o & TR &Ik A i 5
Licn=7), EbicARAER % 25ml/kg © A&
TREAFEL, FRy —oRC5 BT

ERE44E 9 A25H

(57)
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RIR LT, BRIREE, MEHF7v75=VviERX
VCREEFREZATE L, REZHE LA -0,
R NatB L O K Bt &, 2 v77=viREY
FhEFRUE LI, OMFEFPRLOCRFZ7 V7 5=
VBENLIVTF=V I )T TV AERD,
HEROEEEKREE, Dunnett test 12X b T - 7=,
(M 7 v PeBAFIRIEA

BEME S = = — VR L5 » FIT, iotrolan 280
mgl/ml % X 0 iopamidol 300mgl/ml % 3ml/kg
DHETHEIRAR L Lic(n=4), #RFACRRY
v, RERZHEL-0b, RepiEFHIRE 4240
nm OBHENSEE L, FH5E 1R
Bt S hic REE, REMORMELSEH L1
1 R 4 o LB R E & 22 b, AEHH &
NREZRRD, BROBFEEBRE L Student
t-test IC X DT - 7z,

(&) v ¥ eMBEERENCK T 528

B % B L T e MmBEE R & JIE L 7,
0.5ml @ iotrolan 300mgl/ml, iopamidal 300
mgl/ml, diatrizoate 306mgl/ml 3 X O4E AL
Bx Ahtsml OFF 22 ) v 2i122.0ml w5
FEWRIM A HHE L ic(n=4). + ) v o3 10EEE <
REXTEFA L MBEXZREM LD, 37TCI
MBELL 2 A0 7 2RBE (FWE10mm, £ X
100mm) I % 1ml T2 aEL, 37°Co
ERERICHBE L, ERINCE—DRBRE 2
hi L, MWSEHRCCOBROKE LA~ F
UCHARERZERMCRELT, LIl Chil
BT 725 CRKOBIEXT e, &F—
DORERE O MITHEEE L 7 HE— ORBEIZ O
TRBEOBIELEVEL, WRMBEIGIHLHE DR
BRE o I HVEERE % ¥ CUCE L - R A R
il & Lic, #ROFFEMRE X Dunnett test 12 X
hifT-7,

9) vy FMBPFRER< T 2 — 2 - T 5#
H

BNt - T, tevEVvEE, 7rbevy
vFFfE B L CVEHEALE S b r v R T 5 A5 BRI
ZPE LT, 50mM  Triss HCl £ B AR B R
(pH 7.4 THYLBRE A/ L 7 iotrolan,
iopamidol, iohexol %, ¥4 ¥ 7 = vEiNMmA 5
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RB L MmiELBE Lo AIESE & L, HEBHER

R, £EEEREOABRERMY 2 fFIEE (1) ot FXEREHARER
SRLHEFFBEELELTRL, FEERER iotrolan 280mgl/ml, iopamidol 300mgl/ml s
Tukey test iIZ X b 1757z, X U diatrizoate 306mgl/ml iz X % ¥ 9 FEER ML

Fig. 1 Arteriography of the femur of rabbits after intra-aortal injection of

iotrolan 280 mgl/ml (A), iopamidol 300mgl/ml (B) and meglumine diatrizoate
306 mgl/ml (C).

Fig. 2 Urography of rats after intraveneous injection of iotrolan 280mgl/ml
(A), iopamidol 370mgl/ml(B) and iohexol 350mgl/ml (C).

(58) HAERSIE #8528 Ho5
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EEREONRFEF %R LIz (Fig. 1A~C), KEEH#E
DOEFEME R L 05T 5 BRI ER &
A7z, iotrolan XEricilV-EB)lRTO=2 v F 5 A b
DERBEEACS -7 (Fig. 1, *E1), 3#D0%
FHeoR\ R ARMIC 7 54 v FEHE L 22552,
iotrolan® & EEI: = — FIBEEM X b &\ iopami-
dolX bR BMHEEMIH b, diatrizoateX W HE
R T\ iz (Table 1), iotrolan®&#EEIT, = —
FHEEEA L b &\ iohexol 300mgl/ml & b [
TH -t (Table 2),

(2) 7w MREGEE

iotrolan 280mgl/ml, iopamidol 370mgl/ml,
iohexol 350mgl/ml iz X b BE 25 b B I
Eihicxzrm 77 s0—FlErL71 (Fig 2),
iotrolan DEEHE ¥ L REEHER, =2 -V
A S\ iopamidol, iohexol X b & FHiE I h
T\ 7z(Table 3, 4), iotrolan %, BEEEKEE
TEWTR66IF5HIT, RESEHRTE T

Table 1 Contrast quality of vessels of femur after
intra-aortal injection of iotrolan, iopamidol and
meglumine diatrizoate in rabbits

6 BBl TREA = 7 (9 £) % Mi18 L, otrolan
TR GG HEDH20~30751H F TEEE L B
ZE&E# Ehi-oiex LT, iopamidol, iohexol
TRBEHI0DUEGBEEEFEIXET L -,

WThOEREITH & 0BFE, REIHRE20~

Table 3 Contrast quality of renal parenchyma
after intraveneous injection of iotrolan,
iopamidol and iohexol in rats

Contrast quality (Score)

Animal

No. iotrolan iopamidol # iohexol ##
280mgl/ml 370mgl/ml 350mgl/ml

1 9 6 3

2 6 3

3 9 3 6

4 9 6 3

5 9 5 4

6 9 6 3

#f+ p<0.05, #it . p<0.01 vs. iotrolan by Tukey test

Table 4 Contrast quality of wureter after
intraveneous injection of iotrolan, iopamidol and
iohexol in rats

Contrast quality (Score)

Animal

Contrast quality (Score)

No. iotrolan iopamidol diatrizoate #, §
280mgl/ml 308mgl/ ml 306mgl/ml
1 8 5 5
2 9 6 3
3 8 7 3
4 9 6 3
5 7 8 3

Animal

No. iotrolan iopamidol # iohexol #
280mgl/ml 370mgl/ml 350mgl/ml

1 9 5 4

2 9 3 6

3 9 6 3

4 9 5 4

5 9 5 4

6 9 6 3

#.p<0.01 vs. iotrolan, $ . p<0.01 vs. iopamidol by
Tukey test

Table 2 Contrast quality of vessels of femur after
intra-aortal injection of iotrolan and iohexol in
rabbits

Contrast quality (Score)

Animal No. iotrolan iohexol
280mgl/ml 300mgl/ml
1 5 4
2 5 4
3 4 5
4 6 3
5 5 4

No. significant difference by paired t-test

R 445 9 A25H

# 1 p<0.05 vs. iotrolan by Tukey test

Table 5 Scoring scale of vascular pain induced by
contrast media in rats”

Score Reaction of rat

=

No reaction
Limp

Tremor

Raise leg

Lick

Squeak

Walk backward
Run, Jump

Bite

Shriek

w00 =) O U s LW BD e
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Table 6 Vascular pain induced by iotrolan and iohexol in rats

Number of animals exhibiting vascular pain

Contrast medium

No pain Light Medium Severe
(Score () (Score 1-3)  (Score 4-6)  (Score 7-9)
1st. injection
iotrolan 280mgl/ml 0 17 3 0
iohexol 300mgl/ml 1 15 4 0
2nd. injection
iotrolan 280mgl/ml 0 20 0 0
iohexol 300mgl/ml # 0 14
#:p<0.01, vs. iotrolan by Wilcoxon test

Table 7 Effect of iotrolan, iopamidol and meglumine diatrizoate on the
pulmo-cardiovascular parameters after intraveneous injection in rab-
bits

maximum change(% of initial value)

Pulmo-cardiovascular

parameters iotrolan iopamidol diatrizoate
900mgl/kg Qogm;gl/’ kg 918mgl/kg
Respiration rate 15.4+4.7 21.0+5.4 28.83+8.5*
Blood pressure —3.2+2.6 —16.8+8.1* —46.5+3.8*, #
LVESP —3.4%35 —10.6+6.5 —32.8%6.8% #
LV dP/dtpax —5.8+7.0 —15.8+10.3 —37.0£10.0% ¢
Heart rate —4.5+2.1 =5.1+3.5 -=7.9%6.1
QRS 121425 159+92 190£58

Values are the mean+S.D. (n=5).

* . p<0.05 vs. iotrolan, # . p<0.05 vs. iopamidol by Tukey test

Initial value : Respiration rate; 56+ 7cycles/min, blood pressure ; 98+19mmHg,
LVESP (Left ventricular end-systolic pressure) ; 170:£39mmHg, LV dP/dtuay
3,500+ 980mmHg/s, Heart rate ; 306+22beats/min, QRS ; 1.2+0.2mV

0o RITi b BRI &R S hic, iotroland B4,
BRERLVCREARCHRCEY T &
MEEETH -1z (Fig. 2).

(3) v P OEEBIRER

—[El B ©# 5 Tk iotrolan #, iohexol FfElic
ERZbRhih 5 i, ZEBH ST, iotrolan B
TEWORIGHEZPLPRET L7, ichexol BT
B LAEMT 5MERICH D, iotrolan D&M
iohexol X b Hifww/N &7z (Table 6),

(4) 7Y FFRFERBRATA—2— 12X T 5
wE

BRI L ) —@N o REHEM, MEE
F, ELERFEME (LVESP) EF, ELEEH
KEMIE (LV dP/dtmax) ETF, OHEEEA B X
VL ER] QRS #HiRIEILA S BIZE E iz (Table 7).,
iotrolan @ Ifil F={& T~ i i iopamidol & b H &

(60)

N, RS, ZEOEE, dP/dtmexicBILT
iopamidol X h/hE VA H o7, LEL4EHE
IZBd L T, iotrolan @ §283 diatrizoate L h &
hEh o,

(5) 7Y FMmigH 25E, pH, MmYFERETRE
BLU~Z )y MEIZTT A2EE

HoNT A= 2 - DEREY, ThE B
EEOETERR LI, 432 —2—-03, Bh
FHMEIC3BRTERAR bR igh - o, BRI pH
i, AEAEKRF N LT diatrizoate B T 5
ERICEBIWWET L, iopamidol BT & 1K T
- fehs, iotrolan BETHEBIIAL L -
7z (Fig. 3). O, 7 ERABERBEHFHF T L T
iopamidol #f ¥ X U diatrizoate B T3 5 E 1
ICHEBICHEML 228, iotrolan W TIREEB LD
hich -7 (Fig. 4. CO. R X BB RER T2

AAEREIE #52% 95
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Fig. 3 Change in arterial pH after intraveneous
injection of saline (@), iotrolan (O), iopamidol
() and meglumine diatrizoate (A) in rabbits.
Values are the mean+S.D. (n=5).
* % | p<0.01 vs. saline,## | p<0.01 vs. iotrolan,
* . p<0.05 %% . p<0.01 vs. iopamidol by

Tukey test
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Fig. 4 Change in arterial pO, after intraveneous
injection of saline (@), iotrolan (O), iopamidol
(A) and meglumine diatrizoate (A) in rabbits.
Values are the mean+S.D. (n=5).
* . p<0.05, #% % ;p<0.01 vs. saline by Tukey
test

Eabhieh -7(Fig. 5), ~=< + 2 Y » MEZ,
BEEENDL 5 5% CABREWER N L T
HHRBECOThIFEHIET Lo, iotrolan #¥
DB IE b /NE T (Fig. 6), IMIFRBERE

ERL 4 5 9 A25H

HH 34

(61)

1293
'I;.
8 ~
- ﬁ’kﬁ S —
R S e
° [ ~lo
= R
=
< .
2
2
5 sl
[ L 1 L /1. J
01 3 5 10 20

Time after injection ( min )

Fig. 5 Change in arterial pCO, after intraveneous
injecction of saline (@, iotrolan (O)), iopamidol
(A) and meglumine diatrizoate (A) in rabbits,
Values are the mean£5.D. (n=5).

No significant difference by Tukey test
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Fig. 6 Change in hematocrit after intraveneous
injection of saline (@), iotrolan (C), iopamidol
() and meglumine diatrizoate (A) in rabbits.
Values are the mean+5.D. (n=5).

ERESEH» L5 5EkE cEERERF L
TEFRHTERE R L2, iotrolan HO ¥
BaRb/PNED o7 (Fig 7).

%7 A =2 — DR KEL{E % Table 8 iR
Lz, iotrolan HOMEHR<TF £ — & — T 5
HEIIHFRL NI, EHAERFCH LT
MR FERE CIIHMBERLZ, ~~ b2V v b
ETIERRBL BRI O, WTFh R
iopamidol #, diatrizoate B L D /P& o7,

(6) 7w FBHREECHT >HE

HEHSFHECTORER, SHAEERS X
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U iotrolan B 12 kb L T iopamidol B¢ in3- 2
24 bk (Table 9), RA NatgEf& 4
- B REWFIC L L Tiotrolan¥ 5 X Criopamidol
. BECEGEAIES 7228, Z02EERAEKE
\T\l\ WEIRAE S 2 hic Natfici@iE Y L, io-
trolan i fopamidol & B R+ KHEEit&, 2

T\L\\’H V7F=2v 2 )75 VvAREUONBERREESE
:zzébd

3
:

(BUN) BEEEZEB L Toh»ie,
(7) 5w hloslt5FRER

’I\L/ — .
V/,‘I‘ B 5 E %5 6205 % % T, iotrolan BEd R b

2 — FIREE T iopamidol DM 2 L BHF IS

L=
T

Change in plasma osmolality ( mOsm/kg Hz0 )

o1 3 5 10 " 20 i

Time after injection ( min | o 7z (Fig. 8). ZhizxfL T iotrolan ORI
Fig. 7 Change in plasma osmolality after &1 iopamidol DO #1/2L & FHIT/NE o tn
intraveneous injection of saline (®), iotrolan (Flg 9) ﬁ%fﬁ%ﬁ‘uﬁéﬁ %!ﬁﬁﬁﬁ 11 Eﬁﬁaﬁﬁé e

(0), iopamidol (A) and meglumine diatrizoate I . il '
(A) in rabbits. Ei RN ] cgﬁgﬁgﬂﬂji EFRIFEIZE - . 51 Bﬁ’ﬁfﬁ
Values are the mean+S.D. (n=5). BE cic AR E A 2 OREICHE X R
*; p<0.05, **; p<0.01 vs. saline, #; p<0.05, ## ; B2, jotrolan OB LIS ERS mHY L
p<0.01 vs. introlan, % ; p<0.05, %% ; p<0.01 #22%, iopamidol BECI3FEAEDL. 665 L1 & 7

vs. iopamidol by Tukey test

Table 8 Effect of jotrolan, iopamidol and meglumine diatrizoate on the blood parameters
after intraveneous injection in rabbits

Maximum change®

parameters saline iotrolan iopamidol. diatrizoate
900mgl/kg 900mgl/kg 918mgl/kg
pH =0.03£0.01 =0.03x0.02 —0.05+0.03 —0.09+0.02%8, #¢
pCO, (mmHg) 1.3+0.8 2.411.4 3.0%£2.9 4.4+3.1
p0O. (mmHg) 2.1+1.8 4.6x1.6 5.5+2.1 6.5+2.7%
Hematocrit (%) —2.9+0.7 —3.0+1.0%% —10.3+1.388,# —14.0:£1.588, ##, **
Osmolalit; 2.2+2.2 9.6+£1.3 16.8+5.08 25.2:+5.688%, #

(mOsmy kg H,0)

a: maximum change from the initial value of respective group
Values are the mean+S.D.(n=5).

$ 1 p<0.05, §% . p<0.01 vs. saline,

#.p<0.05, ## ; p<0.01 vs. iotrolan,

** . p<0.01 vs. iopamidol by Tukey test

Table 9 Effect of iotrolan and iopamidol on the renal function in rats

Test Urine vol. Na* excretion K* excretion {éﬁzatnr;]lgé’ BUN
solution (ml/100g) (uEq/100g) (uEq/100g) S ERCG (mg/dl)
(ml/min)

saline 1.9+0.9 340105 117+24 0.43+0.10 12.0+1.4

iotrolan 2.0+0.4 238+66 107+23 0.4240.09 13.3+1.3
2,800mgl/kg

iopamidol 2.7£0.5 26770 116+18 0.41%+0.11 13.0+1.3
3,000mgl/kg

Values are the mean£S.D.(n=7).
No significant difference by Dunnett test
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Values are the mean+S.D. (n=4).
** . p<0.01 vs. iopamidol by Student t-test
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Fig. 9 Urine flow after intraveneous injection of

iotrolan and iopamidol in rats.

Values are the mean+S.D. (n=4).

*: p<0.05, **; p<0.01 vs. iopamidol by Student
t-test

hFIRMBERE S hiz (Table 10),
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HRcZ ], 1BEBEfEEEDT70~80%
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1D,
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SEHL 449 A25R8
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Table 10 Diuresis induced by contrast media in

rats
Volume of contrast Volume of urine
Con;“g:‘r ast medium injected excreted in excess®
. (ml) (ml)
jotrolan 1.08+0.05 0.95+0.36
iopamidol 1.03+0.08 1.68+0.18#

a ; volume of urine excreted in excess of the basal value
for 1h after administration
Values are the mean+S5.D. (n=4).

#, p<0.05 vs. iotrolan by Student t-test

iotrolan and
iopamidol after intraveneous injection in rats

Table 11 Urinary excretion of

Cummulative excretion

Time after (% of dose administered)

injection

emin) iotrolan opamidol

840mgl/kg mg][/ kg
0-10 28.8+6.7 28.5+6.4
0-20 46.6+7.5 47.2+6.4
0-30 59.9+7.1 57.4£7.7
0-60 80.5+8.3 74.7£7.4
0-120 92.7£9.4 86.0+6.4
0-180 96.0+11.2 90.2+6.2

Values are the mean+S.D.(n=4).
No significant difference by Student t-test

Table 12 Effect of iotrolan, iopamidol and meg-
lumine diatrizoate on the coagulation time of
rabbit whole-blood

Test solution  Coagulation time (min)

saline 8.2+2.9
iotrolan 45.0+4. 78
iopamidol 40.1+5.3%
diatrizoate >60

Values are the mean+S8.D.(n=4).
# . p<0.01 vs. saline by Dunnett test

ErBET HEE S B -, iotrolan FED EE:B
21X iopamidol ¢ AHTH b, MEHAIL b4l
B E R & BAE I iE B L 7. diatrizoate TI360%
#TbmMBEORBEE AL RIS T,

(9) wHFMERERNTA—2 =T 58
"

LIRERE Y 2 CER S CE LSRR
BE% Table 13 1wR L, b e v ¥R
3% iotrolan ™4, iopamidol X h Rk X
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Table 13 Effect of iotrolan, iopamidol and iohex-
ol on thrombin time (TT), prothrombin time
(PT) and activated partial thromboplastin time
(APTT) of rabbit plasma

Contrast Concentration (mgl/ml)®

medium TT PT APTT
iotrolan 19.3+1.9* 82.6%+4.7 67.4+3.6
iopamidol 25.44£2.0 83.9%4.3 50.7+2.584, §
iohexol 22.1+2.2 T0.0£4.2% ¢ 59.4+1.4¢#

a . concentration of contrast media to double the
coagulation time
Values are the mean+S.D.(n=3).

* . p<0.05 vs. iopamidol,

#.p<0.05, ## . p<0.01 vs. iotrolan,

$ . p<0.05 vs. iohexol by Tukey test

{ ichexol EAETHote, 7r I ryv K VB
B L Tix, iotrolan D # &L iopamidol & [
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