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(2) REDHBER UMK

1) A8 FaoNy AFEY Y VY 13mL. Tan Y AEED ) Y 17TmL

by T Xy T /7 Rl

\/\‘l/)b

2) MR EEEHOW TS S,

N

T2 —

(3) #FAa—F

BN

(4) HEIDOHHE
pH : 6.5~8.0
ZEE 2 CERAIHICRT A1)
FHEE © 1.3mPa-s (37C) 2.0mPa-s (20T)
JHE : 1.140 (25T)

(5) ZDfth
FAL v

2. HA|IDHERK
(1) B9 CEMRERD) OEERVHRME
AENIINA TN, 1) v PHICUTORS 2 EHT 5.

Wi, TUN Y AEHE TUNY AFEYY) Y
5mL 10mL 15mL 20mL 13mL 17mL
B | AT = 1396.5mg | 2793.0mg | 4189.5mg | 5586.0mg | 3630.90mg | 4748.10mg
7 )717/)7/2 T]; :\ v 1.15mg 2.30mg 3.45mg 4.60mg 2.99mg 3.91mg
I FHRAYE— 6.05mg 12.10mg 18.15mg 24.20mg 15.73mg 20.57mg
YRR -
KEEALF 1) A Pk

(2) EREFDRE

FA LW

(3) #E
CEARAR




V. ®EICEEY 31EE

3.

RMTBBERDEBRRVEE

BEAPAR

pakiil

AL

BAT B ARENED & 5 5
LB L

REDEEXHETICH T 2REM

TNy AEE

A | BN R e s
‘%T CFROBEERIZBN TS
BWIRAE ik 5 AINA T+ A 36 771 w;%% HlLRRD BT R
s i”a Holz
[S=EN
‘%T CFROWEEE 2B VTS
sk 40C/T5%RH | HT ANA T )b+ #E&H 671 1 @é%% SRR BIT R
w iuém &) D f:o
[S=EN
Wk | WIhoWEEHICEWTY
E |k | 27k 55 RIS T 6ORMT | pH | REEBSLRT. ARAT
é\i ﬁ) D 7:0
) ‘%T WFROWEEE 2B VT
- {il 60C HSG AINA T 6 1 [H] _«f@ﬁzéﬁgﬁ ZLEROLNT . BT
" /;%N ?) D 7:0

¥ Xk T TR 60 K (GRRFREE 120 /T Ix-hr, #

TNV AFHED) v

PRI T 4 OV F —200W-h/m*) R4S

B W RES PRAF S LT RE WA | WEEA S
TIAF ) T ‘I#“I"]{k WINOHEHHIZBWTY
Mgk | 40C/75%RH |+ 79 AF v 2 TUAS—| 67 A D0 SR, HRINT
g FlLE SRR X
+7fR7FE =3 %Of;o
[SER
LGN WINOMEHBIZBWT Y
FHEEREA 2 Ix TIAF )Y 60 FF* pH ZALIZEED 5T, BKANT
@% ?)Of:o

¥ Xk T v TR 60 K (GRRFREE 120 /T Ix-hr, #

RBERVRBERORE M

B L

fa& & DEEEZEL (HE{EFEMZE1L)
AR L

PRI T 4 OV F —200W-h/m*) RS




V. ®EICET 31EE

9. w4

BEAPAR

10. B33 - A&

11.

12.

(1) FBHPVELRES - AK. SBHIRREESR

LB L

(2) Ak
TH N AFHE SmL
7N v AfHE 10mL
THN 2 AFHE 15mL
TH N AFE 20mL

Q) FREE
FZAL v

(4) BHROME
1) Funy AEFE
e T AINA T
VA o | Ve RN

Ty S TIVIZTA, RY SOVl s

2) TUNVARES ) Y

INLOV DBRIRRY) A LT 4 SRR

S 5K
5K
5K
S5 K
TUNY AEEY Y Y 13mL 114, 5%
TNV AEES ) Y 17mL 1. 515

TS5y — R FulL v
My Txxy 7 TFILRITA

HATy b TFNRITA

FERG SN ZEME
BH L2

Z DAt

BN

- AEICEAT H1EH



V. AEICEY 5EE

1. REEIRNR
ARG v Yo — & — Wi 2 BT 5 TRl
O - Fr iz 2
Ol - M

2. RIEERIZNRICEBIET 5FE
5. REEIIHRICEIET 2EE
IR =Y AGEEH e B G L 2B I B W, IR T SR MR R b /NIMsIRAE 5k
BERFISERE 70500 b N & OF R OFIRAR A 5 7 B ) = AR Sz & OFE D D
HDT, AR =y AEgH e AW 7eBAEOLEN AEI A5 2 &,
(Fpre)
7R = AEREH 2R L 72 MRS & 20 72 B 2 R, FRERS T i (5 L THiIREE &/
WETE DR SR A WE L 72K, R OBIE5LAR0 b /- L OMENH 5 Vs
T2 AR) =T AEAEEAEREERRIZ, IR, RERE STRMEET T K1) =7 4
DEME . FEME T 7 AEESNTHE LR, 7N =0 L OFRA, N ORI #IRIZ,
RERCRO LN OWENDH D 7,
B RCL AAP O7 F ) =7 LFRAF & ORRBERDI S 2 2 ERERIIRRO 5N TE 59, K
EOVAZIZHESN TRV, AR =20 AP ICERRAET 2 2 8 IC L 2 MEE R L
DEFERIIFEBLT S RED D B0 BRLBIEN ) A7 Zi/MUT HBE 06 otk z EET %
b, WGOLERCEEICHML ., LES/NROPEIZTERT 2% EOEBPLETH 5,

3. RERUVHAE

(1) AERVBAEDHEH
et (BlER 2 kR <))
WE L RAIZIEAHF 0.2mL, kg & HIRNIES 5.
b, WBMNIES gD NS B2 BT 0.2mL kg MIEIF G-, BEE 2 HIE S wnwhy 7203
B ST H ERENRDIA T TH o 72561203, FIEHE G 30 77 LLNIC 0.2mL kg & B 1% 5-§
I ENTE %,
(52 )

B A2 13 0.1mL kg % BRIRNTEST S % o
(2) RERUVHEDRERE - RI
[V.5.(3) HESHEFERAE | OHZSH

4. RERVAEICEEY 5EE

HIESI N TN

5. BREREIE
) BERT—2/Nyhr—<
MLy (20094E4 H X ) RToO&GEH)

10



V. ABEICEAY 5EE

(2) ERPREEIEEAER
1) EWNE T AHRER
O F &= T oORER
TR T 15 %% b RIC L TARA (0.1, 0.2, 04" mLkg) %4 5 ZICHIRNIES L. Z0%
MR RET L7,
KRAFIRANEL G-, KHNC L 2 EFE2 5NDERERIZZ: < TGAIRIZBIT 5 HEE R, BRR
T FAEICAFNC X 2 ELITRO SN e h o7z,
) RFOAGEH=IL, #%. 0.2mL kg (0.1lmmol “kg). BhEEFIZB W TiE, 0.1mL kg
(0.05mmol,kg) T 5.

@EHETORE
FRFY F=VOBESHEIZBT SRS THRABE L CEERART 12242512, A# (0.5
mb%@(lﬁ\G%)&UGwmmb%Q(Hﬁ\G%)®$@@WW&5%ﬁW\ﬁ%@&
WCHRRE L 72,
HRAEIR & L C T BECIIEER B OMER AT 10, A CIRIERA 1 BIRR0 b 7zhs, JERIZV
LEE T, ZALMET S Z &% LICHE L 720 BT R ORI IC B W T, AFIF G2 X
Z)(‘Z%X.%ﬂ%#e% RSN,

1) RFOAEH =X, #%. 0.2mL kg (0.1lmmol kg). BhEEFIZB W Tix, 0.1mL kg
(0.05mmol “kg) TH 5.

(3) AERICHERHAR
D) - HE s
WEPIES I AHGER
Jii - R R 126 24 % PRI L 2R SERIC BV Tl GBI OERAREY 120w TRE L 72,
TR 2 I L1572 120 B2 B TG O @SR F . ++ L 128 0.1mL kg #%5-# T 72.7%
(24,733 f51) . 0.2mLkg#%5-% T 70.5% (31744 %), 03" mL "kg# 55T 71.4% (30,742 f1])
Ty SEMICHEEIREOON LD o720 LELAEDS 0.2mL kg#k 58 o 3 F1 % 05 0.3%% mL
kg PEGHER O 1 IOV T, 440 0.1mL kg Z %5 L 72725, @EEMEATFO-0oHE L7
BITdH o720 L7235 Ty AFOMRIMAEIZBIT A E#EAEIX0.2mL kg ThH b EE2 b2,
BITERN S OIESAT 2 B, FERMRAAE CIERIMERE, ~NEZu U MEOBA % ED0 BB A LN
7205, WO R CRER FAFICRIEE 202 X ) ATl b o 72,
ARH] 0.2mL kg OG- TRIF R EEEIE S, BR EMEE 22 X 9 2 e < BR A 5
WIZRO NG o722 b s, FEMMHRBEAOBITIIESLTE S L0 L HW SNz,
H 1) EEAREOH ELE
4+ A P T ARDELLMEL, 2OoREOHIOME L E L <k
++ I N T AMPMEL, 2oREOEROHE L m E
A Y b AMPAILLET 20, SRR ORI A L
Y MT A D ETREOIIBOIHIZEN W
— G RIMRIEG I, T2 5 A b EIREOEFROHHRED A

H2) AFOKBEHEIX, #EF. 0.2mL kg (0.1lmmol “kg). B E#ZIZB W TiE, 0.1mL kg

(0.05mmol'kg) T 5,

+ +

1



V. AEICEY 3IEE

2) HEERER - USRS

OEIWNE ITHHER
YRERES - DUBC (BHSHES. Wi, (OB, FPBE S8, B, BE) (ISWEDOTFEN DN L B

400 B &2 xf A2, HERE b2 345 L 72 Bl o JaiEs - MR 5HI% Td 0.1mL kg, 0.2mL
kg, 0.4mL kg, B TIX 0.05mL kg, 0.ImLkg. 0.2mL kg ® 3 FEH CTHLEMRES L 720
a) I T A MK
AR R 392 B0 9 6, 3> T A MEERIR LY [ L <. (3w, [, [
221, ML THIEARE] @ 6 Bl CREAM L 72Re, [H85&] DL EEFHi S 72 DIETRISRT
LB THolze B, HHIHIZ L > TIARFORFE I HEMBEMEILRD Sk b o729,

a2 b7 A MERBRIHR

W #5m= (mL kg) [gag | Dk
0.1 83.3% (15718)
9H S O 0.2% 94.1% (16.717)
0.4 88.9% (16.718)
0.1 60.0% (12,720)
Wy &6 0.2 78.9% (15,719)
0.4 94.7% (18.719)
0.1 80.0% (16,720)
RS 0.2% 89.5% (17.719)
0.4 59.1% (13,722)
0.1 42.1% (8.719)
R 0.2% 84.2% (16,719)
0.4 89.5% (17.719)
0.1 66.7% (12,718)
g &N 0.2 87.5% (14,716)
0.4 93.8% (15,°16)
0.1 61.1% (11,718)
B Ok 0.2% 83.3% (15718)
0.4 78.9% (15,19)
0.05 57.9% (11,719)
B 0.1% 85.0% (17,720)
0.2 78.9% (1519)

) AKRRH &

12



V. ABEICEAY 5EE

b) ZWHE R
ZWgeolm B [ L CmEL ThEk] TRl [ Ee$), HEAREE] O 5 BT
L, [HE] Y EoBat. 2o2MmEasEs 35 b L 72,
M t] PlETHo72328 B BT 2ZWERONRIITEDEBY THo72 9,

O (jfifg A|B|C|D|E|F Eéz
0.1 0| 3(12| 8| 2| 0| 16
9H S 0.2% 0| 5|11 210 | 13
0.4 0| 5(13] 7] 2| 0| 16
0.1 0| 4|11 |11| 2| 0| 14
My 0.2% 0| 2| 9|11 | 4]0 | 14
0.4 0| 3(14]12| 3]0 | 17
0.1 0 10|15 210 16
L i 0.2 0 | 14 | 18 0| 1] 19
0.4 110/ 16 11119
0.1 1] 2 812 0| 13
FE T 0.2% 2 7| 7|11|14] 1] 17
0.4 2 |10[10]10[13] 0 | 18
0.1 1] 5 5/ 60| 13
g A 02" 0| 3 41 510 13
0.4 1] 5 8| 5[0 | 16
0.1 0| 3 11| 8|1 12
F kB 0.2% 0| 6|13|13| 8| 2 | 17
0.4 2 61013 9| 1| 15
0.05 0| 4| 5| 7| 5| 0| 14
S 0.1 0| 5 14| 50| 18
0.2 219 10| 210 18
ZWI S EERIRE TREL L7z,
A FRE ORI B : WEAFAED AL
C: A%y - EREFPA(L D NEEE L
E : &R H F : Zofh

) AR

(4) HREERYEER
1) BRIMHEIREERER
OM - FH ik
a) EIPE T AR
i - BEEE R & L72ERRRERIC BT KRR = Tl g zh B 2 52 L1472 200 B T ol
HahE GEESELE) X, IES 81.5% (101,7124) . MMHZE 62.5% (15.724). Z DMK
#H40.0% (107°25). BHEMES; 76.5% (13,717). ZDMOFHIHE 40.0% (410) TH-72"7,
b) EINES T AHR SR
HARRR A R R 262 B &2 RS2, REIRL O RV 7 MBRY A7)V 3 ¥ 0.2mL kg ##k
WG X 2 B aRER % F2h L 720 ARFFXGHE 130 Bl 9 B, @& FE 2 HE LS 122 610
AL, 71.3% (87.7122) TH -7z BIEMIX 2.3% (3.7130) (238D S, B - L, i
H, BOLEKE1BITHo7z. Fo. WERMHRE 501, 5%, Eeihl), 3> M J A MY
SREE (EREAIZ &) RARIE (GEREAE. EEREN T &) OB CHLEHE
E R E E QMR CAEE I e o7,

13



V. AEICEY 5EE

c) EIWNEE T/ MAHER
Fr ARG VRN A3 5E D L B 3 144 B 2 0b 512, A 0.2mL kg #5551 & 512 0.2mL kg Z 367
- L7281 74 B BT BITREAY ) M5 12 A2 o) b U 725 B A R I RFHbAS &R 70 B0
9 530.0% (21770) Tholzo F/2. BIWEHIZENWEHGHMSR 72 5105 5 2.8% (2772) 12
AR B AL, S, B - IBXAE 1B CTH o7 Y

QFgsES - MU

a) EIWNEE T/ AR ER
Yiesh - PO & RS e L7 BRRERIC B VT, AR TR Z HE LIS7: 416 Bl
BIA RN, BHEE 88.6% (39.744) . Hiil 89.6% (43,748). Uik 95.7% (44.746) . HFHi
95.6% (131.7137), &his 89.1% (41.746). H#EN 84.1% (37.744). B 82.4% (42,51)
"C“ZF)Of: 6) 9) 10)O

b) EINES A st bR
IR ZE Db L5 BE 249 Bl xf Gt b L7z W FRY T MEY A7V 3 v L OISO
AEHIE BRI 1BV, (R [A%] [eeEwh]) TR THEARRE] @ 5 Beby TR L
720 REFLGH30 B0 B, LR L2 118 61T [HRY] Dk EFHiiS 720 ok
TRIRTEBY T, KFNIH YT MEY A7)V v ERSEEPBGRES Lz HRT ) F—
VEE (BIVEREHMEER 122 61) 12BWC, BWERIZEZES S h o719,

HAEHE (Fxhtd) (R RESHE)
Al [E%h] Ll Exact test
A RF) R—) 96.6% (114/118)
. - — p=0.539
HERYT VRS AT VI v 94.2% (113/120)

c) ENHEIMA — 7> iR
PREEES - WU RE DS DN L BE 15 Bl xR & Lot — 7 ViR BT, AR Rl
K170 O3 >+ T A NEESRE L OB EREO M) L E vk L 72 A R Casite) & 3%
[HERD] [ReeARh] Ry [HEARE] O 5 BRECRHMI L 728, [Ha)] DLEEFHlis b0
ETFRIRT EBY) TH o7z BIEHFHEX SR 171609 B, BIEHIX3.5% (67171) (2580
S, MR 2 B, BRI - Mk, B, L. EREMINER S 1 TH -7,

RAFHE (A

I (&%) ULk
SHEAHD 85.2% (23/27)
My 93.1% (27/29)
L & 92.6% (25/27)
TN 85.7% (24/28)
HEER 78.8% (26/33)
B 88.5% (23/26)

2) ReMHR
LB L

14



V. ABEICEAY 5EE

(5) B - WERIFER
LB L

(6) AEERI(ER

1) FRARERE (—REARERE. FEEARERE. FARBLERALT) . RERTEHT —4~N—
ZHAE. RERTEERABROAR

O R A
KA OHFELIHEFICBUT AR EFEHEIZONT, 4 264 fiiklo B Ol X Tk %
I\, EEVERRRT A SHE B 6,276 B, A RN SER 5,528 B & IUE L 72, etz ownTid,
RIVE S BUERIZEAY2.4% (153,76,276 4]) THh ) | AR TOREDZEIENIZE 2.2% (24,71,114
Bl) LRBETH -7 FH L EREWEMIZES 63 . ek 31 #£. ALT(GPT) E&- 12 . i
FERESH 10 4. AST (GOT) LH 815 TH 1, KB E TIZREO LN TV -RIER L A TH -
720 BIRAEEHHE L TR LY 3 v 7 S0BBISORWERFEIIZOWTIE, FEBUEBIZEAS
0.2% (156,276 1) TH V) . FEH L 7= T2 BB OFEFIL UARIE 41, 2 ) FEEA . 7+ 74
TXY = vav I IETHoT, LT REAT AEE N, BEE. MER. IR
ERAETLEE, BRERELAETLHEE) ICOWTIE, FRABEREE L CIUE L5 X b H
L. #ETL7ze ANBICBUT 2EWERFEBERZRIX 51% (77136 fl) THo7z. FHL7ZEIEM
i, MRS PR ESECH Y. NEICEAEORMEH RO S, $72, BWEHORE L E
BbDd b ol BEEICBIT HEWEHSEBVESIL3.0% (541,781 61) Th-o720 HHL
7oEWERNEMRS, W7 & o L mE, FFEER . ALT(GPT) EHRAST(GOT) FHAZ%ED
JFFE - IR R EEE . BUN _EA-RILE 7 ) 7 A LA EORFH - REREFTDH ) . Eilfnd TR -
JRE RS, RH - REREEORIEMAPIEEIRE TS o720 B, BIEHOREICEER D
DIFRRD N7 o7z MERICBT 2 BEIVERSIVEF L 6 B 1 5] (595) <. BIEHORE
M CTH o7z, IFHEREREZ H 3 2 BB ORIEAEBUES X 6.8% (97132 6]) TH-o7zo 5
BLL22BIVEH 3 FEE % . AST(GOT) - ALT(GPT) 57 EOfFkkBeREETH - 7255, BIEH O
BEICEELRZDDII Lh o7z BiREREY A3 2 B EORIERSBUEREIL 58 BIH 4B TH - 72,
FH L -RIERIEES., MG, BUN LA, me s L 7F=r EATHY ., %EIL-EIEHR
DORFICEER L DT o7 Axhkid. @EEshEr [Fx]. TF%) MEshl. DHEAR] ©
A BRPES TR L, (B D EoEIE 2 ARERE Uiz, AFEICBIT 26213 72.2% (3,993,75,528
Bl) THY., KB FE TCOREOERFE 71.5% (1737242 f5]) L AEETH > 72,

AR E AR ORMERLER

TR 1 FH B AA F A
Fii 2 73.4% (155/211 %) 72.5% (3,582/4,942 f)
B E 58.1% (18/31 fi) 70.0% (409/584 1)
B B OV e - 100.0% (2/2 1)
a5 71.5% (173/242 1) 72.2% (3,993/5,528 fi)
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V. AEICEY 5EE

@R

HRERER - DU E 12 BT B REMVER ENEIC DO WT, £E 47 2 B Gl FHE A THE
ATV AT R SES] 602 B, A XD RN SAEB] 577 B A IUE L 720 HaEIZ OV TE,
BIVEHSEBUERIZE1L 2.3% (14,7602 61) Td b\ AR E TOFEDFIEFZE 1.6% (117690 1)
ERANEE o BB L ERBIEHOBE I, A8 M. 24, HMmEkEE (GE) 2 %
THY. BERORBEICEELRL DI b o7, ARMEE. SRz [Fw) s, TR,
[HIEARRE ]l O 4 BB CREM L. THM D LoBEELHEREL Lz, REEIZBT 2681
89.3% (515,577 %) THh V) . AKGEFE T TOMA (PR - WWHER) OB RN 87.1% (592,680 1)
EHREE Do T,

@7 ML 12 g R S
LB L

2) ARRHLELTEBTFEORERIIEREL -RE - HBROBIE
FZhL v

(7) Dt
LB L
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VI. ERFEIEICEET 5RE

1. FEZNICEEDS 2LV ILE&ME

WS ERERECET. Mn®T, Fe'', Fe'', WTEEE G, Dy L
BRIRBISEA & Y EMRIHGERA] - A F 7 ba—)v, I RTIVERA 7V I ¥
TR MDD LG OREE - IRFEE, BRIORMNCEZSHRT L L.

2. FEIRMEA
(1) fERERML - 1ERRRF

PERERAL © AR OR9) oK EESA (Fa b )

VERBEE © TR = A4 F VIEREZR L, BRI

MR L, BRI 2 SR 28 %2 b o,
RENIEHWEEE T F) AL F o OF L — MEEWTH Y . MRIFRGIZ B\ THERFF
BEf (T) 24T 562 LI X DHBRE ORET O NI A N2 HERT 5,

(2) Exh& RT 1T B HABRBE

HWEIZBWTOKERRTE (Fa b ) O

A RT ) R —=)VIKE % I\ Tin vitro COIE 5 R ERE SRR R 2 WG L 720 Z O F, %513 0.01mmol
L2520 51, £ Immol /L CRIFE TR A & 72 - 7228, 20mmol 'L TIHEFEE SN L o
720 ZAUIH FT ) F=IVIBENEW2O, T, O 2 THERBREER (T, b F-RE M

N77280Th 5,

In vivo (7 v FEIRNIZG) 128V T 0.05mmol kg DIG-&E 25 filEds Coa > b7 A MR

RN RS SNFz Y,
(Ty AR B NT)

T RTFY) F=IViE, in vitro lCBWTKBERT TOT, HHEsh 2R L7z, FOMIIL, Wiz bI
A NEER R AL O T TR EEAE LTS P,

it & W AR P (mM ST
R TY) F—=) 3.7+0.1
Gd-DTPA*" 3.8%0.1
Gd-DTPA-BMA 3.8%0.1

(3) 1ERFETEERR - FHiGRFE
B L

17



VI. EYEEICEEY 5IRE

1. MFIREDOHE
(1) BELHEH L MPIRE
RLERR L

(2) BRRREBR CHESE S /- IhiBE
1) AT 15 FIICAK] 0.1, 0.2, 0.4™ mL kg (0.05. 0.1, 0.2mmolkg) % H[AIEIRNIZS L
7oREOIER GBI TOE BN TH D, TORE. RENIFFIRAFE G- £ X IMTE 22 5 H R 5
ICTHE L. ZTOMHEELRMIE 1.09~1L10 Bl TH -7z, B, GAERITFERLA I A~ (ICP)
AL VT2,

(umol eq. of Gd/mL)

10
A2 01mL/kg (0.05mmol/kg ; n=5)
5 4 @ : 02mL/kg  (0.lmmol/kg;n=>5)
O 04" mL/kg (0.2mmol/kg;n=>5)
Mean =S.D.
m 1 A
i
0.5 A
i
Gd
-3
E 01
0.05 4
0.01 -
mT T T T T T T /Q
0 05 1 2 4 ()

BERAICHTBANT U N—I)VEEFRARSEOIED GdiRE
AR 7Y K—IVEEFRIRA %S %O MEH Gd OHEKXF R

0.1mL/kg 0.2mL/kg 0.4" mL/kg
ti/20 (min) 25%1.5 1.5£0.4 2814
tij2p () 1.10+0.26 1.09+£0.24 1.10+0.18

(Mean+S.D.,n=5)
) AFOAGEHEIX, B%. 0.2mL kg (0.1mmol “kg). BiE&E#ZI2B W TIix, 0.1mL kg
(0.06mmolkg) TH %,

2) R AT 12 B AH 0.5% . 0.6™ mL kg (0.25. 0.3mmol “kg) % H[EIFHIRATRG- L 72E D
MEF GAIEFEIILUTOEBY TH L, ZOMEE, MFEH GAIIEIRNIE G5, BehicilkL., £
DS X 1.53, 1.66 T - 72,

B, GAERBIIFEES 7 X~ (ICP) DA EIC L VITo72Y,

18



VI. EYEREICEAT 5THE

(umol eq. of Gd/mL)

o O : 0.5 mL/kg (0.25mmol/kg ; n =6)

— A 0.6" mL/kg (0.30mmol/kg;n=6)
1=
w05k
l:P =
Gd i
e 0.1
B 0.05 i

0.01 L1 | | |

0 05 1 2 4 6 (B
o5 % B M
BEBRAICBETZH KT F—IVBERERARESZOMED GIIEE

A RF Y K=V EERRARSEOMMED Gd DEYENRE/NT X — 4

tus MRT AUC Cla CLr UR
(hr) (hr) (umol-hr/mL) | (mL/min) | (mL/min) (%)
0.5 mL/kg 1.53+0.08 | 2.11+£0.12 3.21+0.27 77.0£10.6 | 75.2%+10.3 {1024 = 5.2
0.6 mL/kg 1.66+0.21 | 2.30+£0.25 3.70+0.34 91.4+14.5 | 8.5+ 83 [106.8+11.0

(Mean =S.D.,n=6)

MRT (mean residence time) : “F-34i 84 I [
CLk (renal clearance): B2 1) 75 ~ A
CL; (total clearance) : &€& 27 1) 7 J ~ A
UR (urinary recovery) : JRIFIENER (%5 24 Ref %)
¥ RFOAGEMEIE, @E. 0.2mL kg (0.lmmol “kg). BliE#FIZB Wik, 0.1mL kg
(0.05mmol“kg) TH 5,

(3) &
LB L

(4) BE - HFAEOHE
LB L

2. EMEERAINT A —4
(1) BB
LB L

(2) AR ETE L
BRI L

(3) HREETEH
A ERR L
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VI. EYEEICEEY 5IRE

@ 7V77>%
1.49*0.35mLmin kg
[0.2mL, kg H.[AIFE RN+ 5-]

(5) *hEHE
216 +67mL kg

[0.2mL kg H Al IR A5 ]

(6) ZDfth
ZM LW

3. BEM (REaL—>3) @if
(1) fEtRI5&
LB L

(2) WoX—4ZEER
LB L

4. RN
YL en

5. 9
(1) I — B BaPT @&
MR L
(Z%E: I h)
D {7y M2 PGAIERET KT F—v O.lmmol/kg % WO E RN S L. H"”I’\] SR R RRET L7z
ZORER, AT K= VIZ DA OB 21256 L, #%5:% 1 HIZIZHE L 72 lEgR ot
EJI FwIndb Rz, 14 Elfa%biéi%‘ﬁfi&?)jﬁﬂl_ PAMIHHBE R LT TH - 720 IO
IFEALERDEN o7,
2) 773\' N U BERIZ & A/ — BB PR 7 v M2, T F7 ) F—)b 0.5 ) UF 2mmol kg % &k
NG L. i o O KB Z MG Lz, ZofE%R. Il - KEAMIEE Z v Tl AT B
T U F—=VHBAT L7275, #%5-1% 24 BRI LU0 & e 0 IS R L 72 2

(2) Mk —BREEEAPT @&
MR L
(%99 M)
ﬂﬁlZﬂ%%w@18H®7vFK”@M%%ﬁF?UF~w0hmmh%g%$E%WW&5L G
WRATHEA MG L7z, 2O#R. H5HERZIDE E5ED 0.2%) OF N7 F— I Vh a4 i
LTHE‘LE IRAT L7228, 3515 24 FERICIZZ 240 0.019% K T8 0.02% 12T L 726

20



VI. EYEEICEEY IRE
(3) it~ DBITH
LB L

(z%E: 99 b)

10 HED T v M PGAIE#A K7 1) F—)L 0.1lmmol kg % H[MEHIRNTL S L. FLIT iR % 3l
ELT2e FOREE, B5 30 ISR L 7230 i3Sm0 0.14% 2 S, #5156 KU 24
BRI I Z A2 0.06% K U8 0.01% LT IR T L7z 9,

(4) BERANDIBITH
BRI L

(5) ZDDEFENDEITH
MBI L
(B <7 A, v h)
BGd kA K7 ) F—= &~ 212 0.48mmol kg & 5\ 3 HET » 12 0.1mmol kg H.[0] &R A
BH5 LT, %4 HMECEHEHMCBILT ) =y 20KA% (FK5=E%) 2HEL. hoh
R =7 2 8H] & ILEBRGET L 720 UG BT KT ) R W5 H%O~ 7 AO KN O K1) =
LR ORISR 2 FTRIR T ZOHE, v~V ARYT Yy bOEFH A N =7 A9EH
LR TWEZEZONDIFE. KIEOWTIIZBWTH, Y7 uliEE2A35FL—MEITHL Y
F7 1) F= VIZEHOMEERIETY K1) =9 2 ORGERPR UK, 72 Y,

YR PGd EEA R T U N =V B OEBAREERE (R52%)

HAREANTE G5 9% (95% 5 HEHBR 5L
5 54 60 73 1H#% 7 H% 14 H#

1IR3 11.8 (0.7) 0.46 (0.20) <LOD™ <LOD® <LOD™
G 0.50(0.16) 0.022(0.007) 0.004(0.002) <LOD™ <LOD™
it 0.85(0.10) 0.059(0.017) 0.006(0.001) <LOD™ <LOD™
iR 2.1 (0.4) 0.38 (0.06) 0.096(0.008) 0.005(0.001) <LOD®
B fidk 5.7 (2.1) 0.85 (0.24) 0.26 (0.02) <LOD™ <LOD™
i fiek 0.19(0.01) 0.016(0.005) 0.006(0.000) <LOD™ <LOD™
ifid 0.08(0.02) 0.016(0.006) <LOD® <LOD™ <LOD™
KB 0.38(0.06) 0.031(0.017) 0.005(0.002) <LOD® <LOD™
B 6.0 (0.4) 1.3 (0.6) 0.42 (0.11) 0.007(0.002) <LOD™
ez 69 (2) 6.0 (1.6) 1.37 (0.17) 0.055(0.012) 0.032(0.006)
R/ Tl 28 (1) 9  (4)

) MRS (LOD) 1% 0.003 +0.001%

(6) MTFEPKEEE
b MIEEEAE OREEIXITEAERD SN D o720 (in vitroikBR)

6. U=
(1) RBEEBRELRORBRRE
KEF G 24 B Tov FERE (n=6) (2DoW T, HPLCH: M O ICPH: Tl - T LR L7z
fEA 99.9% MARZALEE LTt s, 7 F7 ) F—vidibke MENTRE z 2T w2 &8
MR S 7z
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VI. EYEEICEEY 5IRE

2) REBICE5T2B% (CYPH) O4FHE. FE5E
AL

(3) MEEBNROFERVS ZDEE
FAL v

(4) REMOFHOHEROEIL, FLELE
B L2

7. BEtt
(1) BEtERAL R O R
T LUTERE (R

(2) Bt
1) e A5 7 15 BIICA# % 0.1, 0.2, 0.4™ mL kg (0.05. 0.1. 0.2mmol kg) % Hil[al&EikA 5
L7z ZOREE, ZG5HBABB I TICGAE LTHESGED 70% L. LD, 6 M FTIZGdE LT
80% L EASIRACHEIE S N 7ze F 7oy 51 24 B F TUZ 84.8~90.1% 2SR HPIcHEM & 72 s

(%) 100

o ® :0.1lmL/kg (0.05mmol/kg:n=5)
i 60 ® :02mL/kg (0.lmmol/kg;n=5)
bR A 104"mL/kg (0.2mmol/kg:n=5)

T T T T T T T

T T T
012 4 6 24 (F5[H)
S [

# K7 U K —IVEEREIRAR S % OFHRER S Gd Bt

) RFOAGEH =X, @, 0.2mL kg (0.1mmol “kg). BhEEFIZB W TiX, 0.1mL kg
(0.05mmol kg) T&H 5,

2) M ASEF 12 B2 A# %2 0.5%, 0.6 mL kg (0.25. 0.3mmol “kg) % Hi[EIEIRNIES- L 72,
ZORER, G HRABMETICGAE LTHEAHKGEDOR 84.7%. 88.9%A5, 6 il ¥ TIZ 94.6%.
99.9% LI EASFRHICHEM S 7, btk 24 B £ TP RR H GAdHEIEE 1 102.4%. 106.8% Td -

> 4)

- o
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VI. EYEREICEAT 5THE

(%)
100 -

80

o 60 -

0:0.5"mL/kg (0.25mmol/kg : n=6)
it ~:0.6"mL/kg (0.30mmol/kg ;n=6)

0 2 4 6 1 é4<&§ﬁﬂ>
o5 %O
A KNF U N—JVEEERAR S % OTHRBE R+ Gd Bt

) AFOAEHEIZ, #B%. 0.2mL kg (0.lmmol “kg). BEERIZHB WV TIX, 0.1mL kg
(0.05mmol,'kg) T 5,

8. NIV AR—2—ICBT B1EH
EE s

9. BNFICKBBRESE
(1) Mm&EE
(% o T—%)
In vitrol2B W T, b M IIABMETEK 1,500mL 12 0.75mLOF K7 1) F—=LV a2z, &z E
Wi L EATBREE 2 MR L7z,
FENTILE 300mL, min (2B 2 EATFEZEIL, 67mL min TH -7z 1%,

10. 4%/10)’"‘5’5:’5?‘6 BE

REIN TV

1. ZOft
EE s
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VL

=& (EALOEESE) (CEBY3HE

1.

BERE L TOHER

o =28
=8

A KEZR - BHRERICKRS5 T2 EEELEMERPRBI 25T H 50T, B - EHEERIICIE

BELAEWVWC E, [14.1.1 BH]

12 EELBEEOHZ2BETIE. HNVZILEFHICL BN EHEHEORBEOUI P E
RIDEDPRESINTVEDT., BEEDH2BEXNIIBHEISETLTVEIEThDOHSEE
Tld. +9BEITD &, [9.21-9.23. 11.1.3 BH]

(i3

1.1 RENIFIRPUES &R CH D . - BREPENICHS T2 L EELREIEAPEHT 28210
HAH7D. - BEEMNICIZHRSG LenwZ &,

12 BEELZEREEOH L BEHETIE, B LR EELVWEHM SN AEZREERG LAV L, &

HIEN DT Hh LT BRI R E, HERRERMEAS #E (eGFR) 7% 30mL min,1.73m* A O 1%

PEEREE, ARBEEEOBZE T, Y =Y A EEHIC L 5B gMERHERE (NSF) 0RBo

VAP EAT L EHFHESNTVLEDOT, KEOEG % #F, MORELETRET L2 L0

FLV, BEEDSLBGE LITTEENET LTV EBZN0H 5 BHE T, BHEEZE 01255

L7z L CHEEICERS T &,

1
1

*£
S

BRE L TOHEH

5 &

B2 (ROBFICEHERELEVI L)

2.1 RFFGZ L ) EELEIERR A S NEE [HELREWENES 5 bR L REENE R 515 ]
2.2 KRN O X371 B) =7 K gEZHNA LB BOE OBHERE D H 5 B#H

N

(fai)

2.1 AL G X ) EELREWEHS A O N2EFIEIHKG Lewn I & mBIMRNESG 2 5EHbN 5 &
BANOBINHGREZ BT ARG RICEE ZEIER DA O N5 a8 13 RS L en 2 &
2.2 KRN OBESFIE I K =7 L REEHNI 0 LBBAE O BMERE O & 2 885 Tid, BEH o ZBHE

BEVE SN TVEZOEG LT L,

MRE SRR ICEEET 2T E & T DEH
V.2, BRI RIS 2R 22MT 52 L,

RERVARICEEY 228 L TOER

HESIN TV W
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VI 2 (EALOEESE) ICETSREE

5. EELEXMIE L ZDEHR

8. EELEAXRNIEE

81 av s, 7T 74 7% —50EELANEANERT LI LD HLDT, KHOHEGIZHT--
Tk, Yav s, 774 9% —H0RHMHA, RBLEBORMHEITH) 2L, /o, HREICLEB
WCHEGHIG LD TR ~BH %I EEERIER (2. 5. Bl MERAT, MRS
NHObNDLEDHRENDHLDOT, H5HLBLEOREL FHICBIET L L, BHIIHLT, |k
FLOIERD D H O N7 I IEHR DI FREFIEK T2 L O BET 22 L@ et &L 5 2
Lo [11.11 28]

8.2 KHIOIFGAZH 72> Tld, RELMEZED T LIVEF—FKEIZonWTHoaMZ 2179 2 &6 [9.1.2,
9.1.4-9.1.6 &

8.3 iiH ., T b T A MIRFFGESEDL? O 45 5715 F THHET %o BIIEKGICL>Tary b T A
D EPHFEOEND EIZRE VDT, T2 87 X MPERRE L TWAEEIXEKE BINRG LanS
& (R MERIER A8t b 5 BE IR ),

MRS PR E S DS B b I S BB~ OBIP G- (X, WIS OEREE A ETHIT 2 2 &, [17.13 %
]

(i3

81 Yavr, 7T 74 9F v —S50EELREMEH RO LAICE S ISHY 2 UENSTED L.
G L Tl T RELEDO SN % 5 5 LD 5,

T, ERMEIERDPSRBT AN S 5720, G T ETTRAKEGHL BEOREL BIET
LT ENVETH DL, BEITHL T, EREEMER R 2 WHEERREE 2L 2o TR &
AHHLTBLLLEDLD D,

82 H R = ABEEROBMERNFHBICB TS ZAZHNTE LT, Y= AEEHNC X BEIEH
B, RELMEBEOT LIV —RE R EPRE SN TV 720, FAZ T 2ME 1T ) LEND
5o

8.3 IR MNIES b N A BEANOBNES X, WEES %, EEIRHE SN ewr, 230
ENTLEENREIAT T LREEIENTH L. BTG ICE>TETOEFNDO T N T A SO
EDNBONDL EIEROE VDT, BREBIMES LV e, ([V.5.(4) 1) AxhEMIERAE ¢
EINE T/ MAHRER] OHZSH)

6. RENERZEIHEEICEHTIER
(1) BfHHE - BEREZEDH 2 BE
9.1 AHHE - BEEZEDH 2 BE
911 —fXREOHBEICEVWEE
W LR EELVEHINIGEE/RE, &5 LanwI &,
912 KEXWEDNH 5 EBE
T ER LR E RV EHB SNLGEEZIRE, G LAVwI L, 774 9F v —=0hbbbhbZ
EDH D
BEEO M) = A MRIUHERHA] (KXY TF MR A7V V) T, REImMBOBEETIE, £
NUMDOEZEI DS EBNHEETYa vy s, 7F 74 9F Y —S0BEELEEHAPEET A BZ210
HoHIEPHREINTNS, [82, 11.1.1 ]
9.1.3 MEREGEFICEMER (EEGBERAZKRS) P&Sh, BMBRS5ZITHO>VLESHHEE
W ERLEELZVEHM SN IGEERE, B LanwZ L,
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VI &2 (EALOZEESE) ICETSREE

914 PLIX—MEBR, 8. CARBEEZEILP®TVWILIX—HKEZFIEE
(8.2 &M ]

9.15 M. RBICKEIZWER. 7LILX—MHaR, B, CARSEEZECLP®TVTFZLILX—&
BExFy58%F
(8.2 &M ]

9.1.6 EMEMEDEREEDH 5 BE
(8.2 &M ]

917 BIEEE2 DT, EE, TAPARVZIORENDHZEE
RN S5 b, EDNDH L, [11.1.2 ]

(f3L)

911 —HEREEOME IV EE TIX, KA OB L VIEROEARRIERA»ER T 2% S ofe
BB R D EEZONLDT, B ERLOCEERVEHM SN2 EHEEZHRE, 5 LhnT L,

9.12 [REIMEDOHHEETIE. 7T 74 7F =507 LVF—HOEWER P FHH T 2 HESE V.

9.1.3 ERUMIEL; 235D N 2 BFE I BV CEING 2179 LB H L6, MRIFG-REIZEER 2%
RLU7-BBECTEEWERAH ORI T 2HENE V. 2B, REFGICL ) EEREIERAA S L
BENOEGIE YRS TH L, (.2, ZHEZNELZOHEB] OESBHK)

9.14-916 7L IWVF—HFRWNZAETLEETIE. 7TUVF—MORWERDFHH T 2 HEDNE V.

9.1.7 TADARCEBOIARE, F72. TORNDOD L EETIE, B2 IEHT L HEIE V. ARH
B GRIEEED D b L OWMEDNH L. ([VIL8. (1) EARZENWER & AWEIR] DOEZH)

(2) BREEEERE
9.2 BHEEEERE
921 EELEBRBEDHZEE
W ERLE2 RV EHBISNALEEKRE, KLV L,
AHN O FEHEIAEE B TH D . PRIEIE & B2 B LS 2 BZNSH 5, [1.2, 11.1.3 2]
922 REIBHIPITHON TV BRKEIEREE. eGFR (estimated glomerular filtration rate : #E Rk
A %Ef#E) 5 30mL min 1.73m* KiaDEMEEE. AUHBEENEE (EELEEZEDH2E
ExbkR<)
KEN OG- % 1T, MOMAELETRET L5 2 EPET L,
R = AEEHIC L 2B EREEORBO) AP EAT LI EPHESNTND,
(1.2, 11.1.3 2&]
923 BEEDHI2BENIIBEEIMBETLTWVEIETNDH2EBE (EELEEEDH 2BEZKRL)
BEOERREL T ZRHl L 72 L CEEICKRS 52 &, [1.2, 11.1.3 2]

(Fpra)
AFN O EEPEMAERE I IBFRTH ) . BERAEEE DD 2 EH TEAF OPEEIER BT B 2
LBENDD

T, HRY =T LA LS NSFOZEHIZ, BEREREEZICBVT) AP LAT L EHH
HENTWE, (VL1 BENEFLZOHE] OHZH)

(3) Fri¥gEpE=ERE
HEIN TV ARW

(4) &JERe 2 H T 5 &
RIE SN TR0

26



VI 2 (EALOEESE) ICETSREE

(5) 1tim

9.5 1Tz
TEf AR L C W AR O & 5 WikIZ k. B LoF ettt R s & HEr S s 56
OG- $T B L,

(fi330)

B (5 b UHF) IIBWT, RFFEGIC L AMEEMITRDO SN TR WD, RIS T 5

By — 7 3B onTunizv, ([X. 2. (5) AEssEHrERE] omEBHR)

%3, MRUZES 5/ & BES DGR BRI E T 20089 MIEfEIC S LTy,

Ok
9.6 &Il
i oA RIE R IR EOARIEEZR L. HILOMG LI P ZRE 45 2 &
Y FEER (7o b, #IRNERS) THHHICRAIT T 5 2 LA STV b,
(Fe)
;Y (7 v b BIRNES) 2BWT, BETIEH 2 S OOFRADPFLHTICRBIT T2 2 L3060
TWaH, b THILTORANDPZEBIIAWTH S, ([VI.5. (3) FIT~DOBATHE] OHZH)

(7) MR
907 IR
ISR # R & L BRI R L T e,
(f#3)
AN VR, FUUEL BN, RAGEIR A G S LR L T,

(8) mipE
9.8 EiE
BEORELZBIEL 203 b EEISHRG 5 2 &
—IRIAEFBRREDSIET LT b 2 A%,
(L)
— I E TIXER R, IFRREEOABERSET L Twa 2 E2% <, BIFRAIEE L 2§\
0238 % 728, FHAZY 72> TE T ITEET 2 2 Lo

7. ME{EH
(1) A= & ZDER
REINTVWARW

(2) BtRAAE L ZDER
RESNTVWRW
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VI &2 (EALOZEESE) ICETSREE

8.

Bl{EA

1. BER
ROFWEH D H 5N B 2 ENHHDT, BlET TV, REDVRO SN2 EI12133%k5 2%
19 % 7% EEY R LEZIT) 2 L

(1) EXLEMER & EARERK

1.1 EXLEMEA

M1 2av 9. 777145%9— (T L HEAR)
Dav I ERREITIEND L, WIRKEE, o, Bk, BERkigge. MR, OE IR, SR,
MEFE, CAMBEDT F 74 9F =% 2 0B 5, [8.1. 9.1.2 =]

11.1.2 EEHIE (0.1% i)
BHLHEICIE T 7NV E Y — VSNV E Y — VEERFEAR T Y 7T a2 53565 &
YrE2TH 2k, [91.7 28]

11.1.3 B2 B4R #AE (Nephrogenic Systemic Fibrosis, NSF) (4 AHH)
SENCBWT, BEELEREEDOD 2 BENORFMEHRIZ, B S ERHEE 2 58 L 725 5153
HEINTWLEDOT, HE5HLBEL 5T, RBOZ ) FE., iR, wk. BEEOME, ik
TEHORFEOEEIIITHEET A &, [1.2, 9.21-9.23 ]

(fFR0)
A 2 avrRT7F749F%F—, /2. T7FH749F v —%49 V3 v 7 258 L EREE
SNTn5b,
Tavy s OB EEE LT, EIAEH. B, & AL, IRIAAED S D o FEIRIX,
B2 OREIZH 5\ VITRHICEEOIERIZEITT 5 2 ED% 0720, Bl 2 155147 ) BERD b,
T2 TFHF 74 7F—0MUHERE LTiZ. CAMRBR ) EK, KBORRL EVRH LD
ML, B, L R, SRR, A, B Lok, HEEOZ ) R, Wik,
AR ANEEIR. AN, B, B ORE LR EOERPBDOONLZ LD D, EELRGAIZIEN
Wy PRI, BRI, MERTEDO Y a v ZIERDES 5 bNDL T EH 5,
av i, TFI7A4TF=0EbNAEEIZIE, 52 TIEL TEY ZLEEXIT) 2 &,
11.1.2 SEEBEEL BB L 7EM2HRE SN T2, FIlKERE LT, ©F v, 552, BHFE. UKo
LU, S50 &, HERTUBL OFEHE 7 E23H 525, 9 L D RIEKERDSH S bbbl Tidz <,
LA, EEBIEDRIKEZ 258 RHNER L QAP THREDREETLE I HEL L,
1113 HEICBWT, EELZBREEDOD 2 BH AR ZMHEHL2L A, Kl ORRBE{EHRET
R VBB HERHMEE (NSF) 33 L - ER2HhE SN Twb, ([VIL 1. ZHENE L Z0HH ]
DIHZ)
[BE] BHLEMEHIE (NSF : Nephrogenic Systemic Fibrosis) & (%

NSF 254, BVERRMEILE R B E (NFD *) & S IF-IE, B2 BT 245 Ao Sl % i & 5
LPMGERTHY . HFIZEEL, N2 L 20, Wwiis L OCBEIPE»r R b2 bbb,
NSFEH T, i HE. FHA. OEFEOMORE b &, EFVEOIHREIREDO ONILGEDDH 5.
BEDL%IE, BHIZHETT 2 EEROERER L 72 &%, NSFIZBEREAEEZE ICBVWTOAR
HEINTWDH, NSFEFDIZE A ETHEITEREEIRKAERED LD 5N DD, FEEOEKEE
EEDETOHBIHE SN TS,

** Nephrogenic Fibrosing Dermopathy

(ZH Gk EZESE R E AT B TR Vol.5 No.04 P2 (2007,702,722)
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VI 2 (EALOEESE) ICETSREE

(2) ZDOEI1ER

11.2 ZOMOREIER
0.1~5% A 0.1% i BHPEEANH

WEE U AMIE iETY ZI . B, B

TEBRER BhiE, MEET. ME A

- i AN Lo, WA, IEMESEAVHUR, S48, Wik

H1b# M 5 - M 8. HEE

KSR R HFVE, FE | LU, R, R

IR F BRI, /s

JIFHE - NEAE % JFRkRe R, ASTHSHN. ALTHA0

Be G5 KR P

Z DAt B W37 77 1) 7 23400, mﬂ“ E BUNEAI. Bgfa. & ST

Mz L7 = 8, V. BREEY., RO, 1§

()

E P EEIR AR (L IR 7e KGR H R RS B N — SR B KGR FE ) (2B 2 RIVEH 2 BRI REER L 72,
B, BLGERTERIZRED SN BIERNIIHEAH & L7,
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VI &2 (EALOZEESE) ICETSREE

OB FREE—BRE

1) EIEHZEBUHE
[l A D i PR 5t Bk & i B 72 oD o PR BB F A J OV B AR A O ABIE B 7,992 Bl 191 B (2.39% ) D
TR A S h7z.

FRFERFE D 18 FH RGBT A FERIFRA D e
R o FEt REt .
AR A 5t 55 256 47
IASE G EL i 1,114 6,276 602 7,992
B s BAE 0 5% 14 24 153 14 191
RIVEFH S8 BUT 5 # 28 217 20 265
RIVEF FEBURES = % 2.15 2.44 2.33 2.39
BIEH o fdi%E EIVER ORI S BUES (G0 % (%)
B fg - B EAREE S 51(%) 2 (0.18) 15 (0.24) 1(0.17) 18 (0.23)
U ARE (%) 2 (0.18) 7 (0.11) 9 (0.11)
Z 9 FEAE 6 (0.10) 6 (0.08)
3895 3 (0.05) 1(0.17) 4 (0.05)
AR - FASMREREE  B1(%) 3(0.27) 10 (0.16) 13 (0.16)
e A 7(%) 1 (0.09) 1 (0.02) 2 (0.03)
PN-Y 3 1 (0.02) 1 (0.01)
E 1 (0.09) 2 (0.03) 3 (0.04)
HFLUR 1 (0.02) 1 (0.01)
L O (%) 1 (0.02) 1 (0.01)
FHE L O (%) 1 (0.02) 1 (0.01)
AT E 1 (0.02) 1 (0.01)
HE D 1 (0.09) 3 (0.05) 4 (0.05)
H A R B1(%) 6 (0.10) 1(0.17) 7 (0.09)
iE (%) 2 (0.03) 2 (0.03)
FER 4 (0.06) 1 (0.17) 5 (0.06)
HALEREE B1(%) 16 (1.44) 81 (1.29) 8 (1.33) 105 (1.31)
I 4 (%) 15 (1.35) 63 (1.00) 8 (1.33) 86 (1.08)
Mg i 2 (0.18) 31 (0.49) 1 (0.17) 34 (0.43)
N AN LR 1 (0.02) 1 (0.01)
E X 1 (0.02) 1 (0.01)
JPRR, - B e B1(%) 25 (0.40) 2 (0.33) 27 (0.34)
IR it (%) 10 (0.16) 10 (0.13)
AST(GOT) L5 8 (0.13) 1(0.17) 9 (0.11)
ALT(GPT) b5 12 (0.19) 1(0.17) 13 (0.16)
YUY LY U EES 1 (0.02) 1 (0.17) 2 (0.03)
R - oAk B1(%) 20 (0.32) 20 (0.25)
Al-P b5 (%) 4 (0.06) 4 (0.05)
Mz L7F=r k5 1 (0.02) 1 (0.01)
18 1 (0.02) 1 (0.01)
Mg #H ) v o ER 4 (0.06) 4 (0.05)
) A E 1 (0.02) 1 (0.01)
IfiE 7 1) 7 MMETF 2 (0.03) 2 (0.03)
M 7 0 — WAL 2 (0.03) 2 (0.03)
M by AT 2 (0.03) 2 (0.03)
BUN b5 3 (0.05) 3 (0.04)
73I7—¥LR 1 (0.02) 1 (0.01)
I ST 1 (0.02) 1 (0.01)
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VI 2 (EALOEESE) ICETSREE

BIE o fd 3 e P O R ) 58 BURE B (PR 550 22 (%)

I i o 52 (%) 1 (0.09) 4 (0.06) 3 (0.50) 8 (0.10)
I ] (%) 2 (0.03) 2 (0.03)
% 1 (0.09) 2 (0.33) 3 (0.04)
<L A%k 2 (0.03) 1 (0.17) 3 (0.04)

UINIIEE %1(%) 4 (0.06) 4 (0.05)
A (%) 2 (0.03) 2 (0.03)
ARIMERI A 1 (0.02) 1 (0.01)
ANEZTV VLD 1 (0.02) 1 (0.01)

ek - JRREE F1(%) 8 (0.13) 2 (0.33) 10 (0.13)
H kA Gie) (%) 1 (0.02) 1 (0.01)
F I ERRE 25 (i) 7 (0.11) 2 (0.33) 9 (0.11)

MR - iR 51 (%) 9 (0.14) 9 (0.11)
IR (%) 6 (0.10) 6 (0.08)
I MR A GiE) 3 (0.05) 3 (0.04)

— A 4 By T B1(%) 4 (0.36) 10 (0.16) 1 (0.17) 15 (0.19)
TF745% = Yavy (%) 3 (0.05) 3 (0.04)
i 375 2 (0.33) 2 (0.03)
RORE 3 (0.05) 3 (0.04)
Eaa)) 1 (0.09) 2 (0.33) 3 (0.04)
B 3 (0.27) 3 (0.04)
T (E6) e 1 (0.17) 1 (0.01)

8 FH A i B1(%) 1 (0.09) 1 (0.01)
e B Ra SIIKERT (%) 1 (0.09) 1 (0.01)

(200044 H 79 v a - Iy HEED

2) BEESEIE R S B
M EOEHEERE BT, BEMERSEBEEEI T LLVE—FEH ) O HEET5.80% (13,7224 %)
ETLUVEF—RE LR L OEE 218% (12775839 ) &L THEICE > 72,

=1 .
HE SEARAEBISL | EFETSSE Eﬁiﬁﬁ
PERI) % 3,189 91 2.85
'S 3,087 62 2.01
EHD /N (~16 FR ) 136 7 5.15
BN (16 7% ~64 7%) 4,359 92 2.11
ik (65 Ll L) 1,781 54 3.03
@ 0~ 97 55 4 7.27
10~19 7% 204 5 2.45
20~29 % 558 19 3.41
30~39 % 562 18 3.20
40~49 % 989 24 2.43
50~59 % 1,301 24 1.84
60~69 1,456 22 1.51
70~79 7% 908 30 3.30
80~89 % 234 7 2.99
90 LI b 9 0 0.00
Abe - hhsks AbE 2,280 74 3.25
4k 3,915 78 1.99
ABE - ARk 81 1 1.23
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=1 Z%
BER FEI | WA o
X 55 Jibie R 5,197 129 2.48
R A 629 17 2.70
b K St 3 0 0.00
Z it 447 7 1.57
b L 4,640 93 2.00
H 1,635 60 3.67
L 341 4 1.17
LR 92 7 7.61
HE RIS 165 3 1.82
i 5, 11 0 0.00
Z DAl 1,253 55 4.39
AN 1 0 0.00
V2 e (N L 5,839 127 2.18
»HY 224 13 5.80
U ARRE 14 2 14.29
i 5, 32 2 6.25
W) (FEREHD) T LV F— 14 0 0.00
W) GEEHILAL) 7 LoV F— 85 6 7.06
=W 17 1 5.88
B2 I 4% 15 1 6.67
AERE 23 2 8.70
T LIV F— 5% 32 0 0.00
7 LOvF — SR 5 2 0 0.00
Z DAl 3 0 0.00
AN 213 13 6.10
B FH L 4,143 71 1.71
»HY 2,130 82 3.85
AN 3 0 0.00
B FFE L 5,984 147 2.46
»HY 289 6 2.08
AN 3 0 0.00
REY720) 0.2mL/kg LT 3,242 75 2.31
w5 0.2mL/kg it8 2,663 71 2.67
AN 371 7 1.89
BN 5 L 4,241 103 2.43
»HY 132 5 3.79
eS| 15 LI 1,494 38 2.54
16~30 1,831 36 1.97
31~45 % 577 15 2.60
46 FH LI E 471 19 4.03
52, 3 EHERTOAE 4,373 108 247
wAR A~3mTofED 6,276 153 2.44

9. RRREBRRICRIIIZE

RESNTHWARW

10. BEEE
RESNLTVWARW
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14.1.2 RN G IC L D IMERSH 5 LD 2 E05H 5,

14.1.3 F5 - TIEYMIERZAIDR I L72A121E. 38R, EIR. K. EREPH L bNL 2 L2
LOT, FEARICTHEET S &,

14.2 EFIRERDER

1 EOBEICOMEHR L. SEOBERIZEET L &,
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1411 [VI. 1. BH5NE L Z0HE] OHESE

14.1.2-141.3 MEROFEKA L LT, FHAOpH, ZFEE. RIgE. 72, FiEERE, M8 ONGE, 3
EDOBMBHOLERE L 03 4 MEDORFARLENEDOFTFRZN D o 7286 MEIHIEF TR T
WRWPIZDOWT IR T 2 LEDH 5

142 NA TIVHEHNIZBNTH, DEHRGEZ LENWT &,
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X. FEEREREBRICBIY BIEE

1. ZEIPHER
(1) EhIEIEHER
(VI ZERpFEILZBIT 2HH | DHSM

(2) REMEIEHAR
—EFEHNZOWT, YT A, Ty M, BEVEY M, UFFRCTA XEZHTH BT F— )L i
R RMMHESR, BEARR - W M - fEERERA K OHALZR R 2 SR T EIC O W TR
S L720 B, invitroBRUAN CTIE—H OB L BrE . & THIRNIESIZX ) FElE L 72, 2 OR5R,
JRIEEA X2 B CTEIRNI G- % — S ORI T 25580 H /205, COMARFNFFEN EEZ S
NHEIEHIIRO LN 72,

1) I - BAM (BBB) (x5 8 (v M)
A7) F=)v%&Z v MIHNSEEIIRAES L 72BENI2 BT, 0.5mmol kg TIEZT/NY R - T)L—
DIRFEENOIRHIIFED 5N o720 B, H F7 Y F—)b 2.0mmol kg DF5-TIXEEEE D7 H
235 Pl 2 PLicfig Sz 7,

BBBH#E#E [T 2 - 7V —iRE] (v M

JL—F0 7L —Fr1 JL— K2 7L —FK3
v bo—)v (EEEEK) 5 0 0 0
7T F—=)v 0.5mmol/kg 5 0 0 0
TRTY F— 2.0mmol/kg 3 1 1 0
Gd-DTPA™V 2.0mmol/kg 0 3 2 0

H1) R T MNBAT VI v
JL—=F0: w7l

7L — R 1: R bh3 220w
7 L— K2 BERHE

7L — R 3 R

2) BREERICH T B8 ([ X)
KT F—=)v% A4 X2 0.5mmol kg#t G- L7-& 2 A, #%5-1% 15 43 F CTRERME 238 E ) % /-
L7 EET R ERUEIIREICHS P2 biEA b N2 h 572, $72. 0.1lmmol kg D H
mECIEEERRD SN o7z ZOMERE L 725 BRIE B 128 W I ERERE IS 3 2 2T 5
Nhpozz ",

JR#E (mL, 15min)
KNP 5% (min)

-15~0
e o 0~15 15~30 30~45 45~60
($e 5-51)
oy ba—) (ABAEEK) 3.9+£09 45+1.2 46*13 51+1.6 53%15

HRF) F— |  0.lmmol/kg 3.9+09 4.6+0.9 3.9+0.8 45+0.6 46+0.8
#RFY F—)v | 0.5mmol/kg 4.0+03 9.6+1.1 54+0.5 6.3+0.9 71+16
Gd-DTPA®Y 0.5mmol/kg 52+1.1 | 275+25% | 121+23% | 9.0%22 7.6+21
H1) WX TF NBAT VI v

*p<0.05 (Control IZ%} L )

(3) Z D DEEIEHER
EE s
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X. FERRREAERICEE Y 51RHE

2. HMEEER
(1) BEES SR
K Z~<T A T b ROA XIZHBERNIR G L7258 T8N0 LDs I TRIRT LB

VC}) D 7:: 18) o
BO%5EM
b g LD, (mmol/kg [g/kg])
Bt B G-RE RS i m
<A FRIRA 10.7 [5.98] 13.6 [7.60]
AN HIR AN > 10.0 [5.59] > 10.0 [5.59]
4 X IR > 5.0 [2.79] -

(2) RIEER S EMHHER
1) Jv b0 17 HRERS R
AH)% Z v MiZ20.1, 0.3, 1.0mmol kg (56, 168. 559mg kg) OHET 1 H M AEE IR A
L7z2o ZDfEF, 0.3mmol kg Lh b ¥ 5-5 TE RO FRAE R IZEEEE D 22 fufbhs7lo 5T
BY., FEEE PR FEoEEENEZ R L7z, 2 OZE 2 B ORI X0 [mEME A % 7R
L7z KB THT v M T 2 KE/EH 1L 0.1lmmol kg (55.9mgkg) & i S L7z,

2) 4 X017 ARG HER
RH % A4 212 0.5, 1.5, 5.0mmol kg (279, 838, 2793mg kg) DHET 1 71 A M AEEIR A5
L720 ZO#E%. 1.5mmol kg LL O 58 TE s o IRl E -z g o 22fafk. 5.0mmol kg % 5-
HCEROEEBMARO SNz, AR TOA X260 % R AR R 0.5mmol kg (279mg
kg) LRSIz,

(3) EfnEMHER
1) ZZRJFE SR
IR RIAEZ R, AN RN O e o (R R B, ~ 7 2% Flw/o/ MG & 90 L 72,

7N

ZOfEER, WTFRORBRIZBWTHBEETH - 72,

(4) B ARMERER

HMER L
(RENIMAEANZHHETH ), EICOL2ERERIZTFHEIN WD, PARMERERIZFER L T
W)

(5) &FEFAEFMHER
RHNOEFIRANH G &0 SRR AR (F > b)) ROGEREY (7 v M RT3 F) %5
AR TIPS RO S e o 7oo BEM R ORI (7> &) #5358 TIid. 1.5mmol kg
(838mg.'kg) PLETHIAER®D 4 HEFROBEEZK 2RO 5720, 4 HUBEOHEROEEIZR
BIROONT, ZoOMBHTEMEELRBO SN Lh o7,

(6) FATRIB 4 ER

T F 2 TR S OB IRE BR L2 0k 3 2 o8 2 Bead L 7o R, BBl & U 72 A B AR i o il ik
LIIZFAREETH o727,
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(7) ZDOfbD4s%EM
1) PulEMERAER
ELVEY NRORTAZANT, @7 F 71 5% -k, 2HEE 7571 7% —3REx,
REBIZE T 7 1 5 % ¥ —3RER K U, Schultz-Dale UG % F2hi L 720 Z DfEH., W ok
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X. EEMNEIRICEAY 5HE
8. BERFTARFR ARVUARES. EMELNHFEAR. RchmFERAH

WS¢4 BEIRSEAGRAE A H IR SeAi R AR H H WR5eRAMGE A H
TN AERE 5mL 2009 4 2 H 26 H | 22100AMX00462000 | 2009 49 H 25 H 199447 H 1 H
TN AFHE 10m 2009 4£ 3 H 23 H | 22100AMX00499000 | 2009 49 H 25 H 199741 H 8 H
N AEE 15mL 2009 4£ 3 H 23 H | 22100AMX00500000 | 2009 4£ 9 H 25 H 199447 H 1 H
TN AFE 20mL 2009 4E 2 H 26 H | 22100AMX00461000 | 2009 49 H 25 H 199447 H 1 H
TN AEES) Y 13mL | 2009 4E 2 H 26 H | 22100AMX00463000 | 2009 4£ 9 H 25 H 200247 A 22 H
TNV AEES) Y 17mL | 2009 4E 2 H 26 H | 22100AMX00464000 | 2009 4£ 9 H 25 H 200247 H 22 H

(TR JEIE)

WR5E44 IHWE 44 [HAREAE H H THHE fff B e GHAE H H
U A 5SmL 19944E 1 H 19 H 19944 4 H 15 H
TN AFHE 10m . N 1996 423 A 14 H 1994 4 12 H 13 H

JTaoN v AVE
THNAFE 15mL 199441 A 19 H 1994 4F 4 A 15 1
TN AFHE 20mL 199441 A 19 H 1994 4F 4 H 15 [
TN AFE) Y 13mL ) R B 200243 H 14 H 20024 6 H 14 H
- - TN AT T

TN A Y 17mL 200243 H 14 H 20024 6 H 14 H

9. ®EERIIZHIREM. RERVAEEZERTEMENDER ARV ZOAR
(1) HE - HEoBn 199643 H 14 H
GBMmEn-HEE - HE)
MRS EIN IR S B b L B B
0.2mL kg M EF 5., BEIME SN2V, 23RBS TLERIEIAT S TH -
7B IE, MEEE S 30 40 LANIC 0.2mL kg 2 BhH% S5+ 5 2 ST E 5,

(2) #hHE - %HH. HE - HEo@n 1999 45 8 H 20 H
GEAN S WzRhEE - 5
WERILIG T v ¥ 2 — & — WIS BT YRS - DU
GamE N Mk - HE)
B AIZIE 0.1mL kg % BARPIES S 5.

10. BEERER. BiMERRAXTEABRVTOAR
FEREAR RSB H H 0 2004 4F 3 H 23 H
HERAHRLONSE  EEL. ERESRFOME. AR OZEMEOMRE I T 5 HH%E 14 &
F2WE I FTADNONDOVTIUIDEY L 2w

1. BEZEHE
64EM (199441 H 19 H~2000 41 H 18 H : #%&7T)

12, #REEAAREFIRICEI I 5 1H%R

AL
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13. &EOQ—FK
R S5 A e | (RRIE S O — K L * | TR ALE
B FE 44 ’ié;fﬁ;jﬂ . M é'(:]”;‘f ) F HOT(9 #7) &5 52;2;’3&: %
TONY AT SmL 7290407A1031 7290407A1031 1119893 02 621198901
ZONy AR 10m 7290407A4030 7290407A4030 1119923 02 621199201
FON ARE 15mL 7290407A2038 7290407A2038 1119909 02 621199001
FUN ARE 20mL 7290407A3034 7290407A3034 1119916 02 621199101
TONYARE) Y 13mL 7290407G1034 7290407G1034 1146431 03 621464301
TUNYARE) Y 17mL 7290407G2030 7290407G2030 1146448 02 621464401

14. RIRIETLEDFEE
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ProHance

16-Nov-1992

Bracco
Diagnostics
Inc.

ProHance is indicated for magnetic resonance imaging
(MRI) in adults and pediatric patients including term
neonates to visualize lesions with disrupted blood brain
barrier and/or abnormal vascularity in the brain (intracranial
lesions), spine and associated tissue. ProHance is indicated
for MRI of extracranial/extraspinal tissues in adults to
visualize lesions in the head and neck.

ProHance
Multipack

09-Oct-2003

Bracco
Diagnostics
Inc.

Prohance Multipack is indicated for magnetic resonance
imaging (MRI) in adults and pediatric patients including
term neonates to visualize lesions with disrupted blood brain
barrier and/or abnormal vascularity in the brain (intracranial
lesions), spine and associated tissue. Prohance Multipack is
indicated for MRI of extracranial/extraspinal tissues in
adults to visualize lesions in the head and neck.

ProHance

29-Oct-1992

Bracco UK Ltd

Using Magnetic Resonance Imaging (MRI), ProHance
provides contrast enhancement of the brain, spine and
surrounding tissues resulting in improved visualization
(compared with unenhanced MRI) of lesions with abnormal
vascularity or those thought to cause a disruption of the
normal blood-brain barrier. ProHance can also be used for
whole body MRI including the head, neck, liver, breast,
muscoloskeletal system and soft tissue pathologies.

1597

ProHance
279,3 mg/ml
soluzione per
infusione

30-May-1996

Bracco
Imaging Italia
Srl

Enhancement of magnetic resonance imaging (MRI) of the
brain, spinal cord and surrounding anatomical structures.
The use of ProHance allows, in T1-weighted images, a
selective signal enhancement in tissues where it is
distributed, such as the pituitary and meningeal structures
without blood-brain barrier (BBB), the choroid plexus and
low-flow venous spaces, as well as the lesions in the central
nervous system that cause changes in BBB permeability. In
MRI, ProHance can be used for the whole body including
the head, neck, liver, mammary glands, the musculoskeletal
system and soft tissue pathologies.
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8.1 Pregnancy

Risk Summary

GBCAs cross the placenta and result in fetal exposure and gadolinium retention. The human data on
the association between GBCAs and adverse fetal outcomes are limited and inconclusive (see Data).
Because of the potential risks of gadolinium to the fetus, use ProHance only if imaging is essential
during pregnancy and cannot be delayed.

In animal reproduction studies in rats, gadoteridol doubled the incidence of post-implantation loss at
up to 16 times the recommended human dose (RHD). There were no adverse developmental effects
observed in rabbits with intravenous administration of gadoteridol during organogenesis at doses up to
19 times the recommended human dose of 0.1 mmol/kg (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 is 15 to 20%, respectively.

Data

Human Data

Contrast agent is visualized in the placenta and fetal tissues after maternal GBCA administration.
Cohort studies and case reports on exposure to GBCAs during pregnancy have not reported a clear
association between GBCAs and adverse effects in the exposed neonates. However, a retrospective
cohort study, comparing pregnant women who had a GBCA MRI to pregnant women who did not have
an MRI, reported a higher occurrence of stillbirths and neonatal deaths in the group receiving GBCA
MRI. Limitations of this study include a lack of comparison with non-contrast MRI and lack of
information about the maternal indication for MRI.
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Animal Data

Gadolinium Retention GBCAs administered to pregnant non-human primates (0.1 mmol/kg on
gestational days 85 and 135) result in measurable gadolinium concentration in the offspring in bone,
brain, skin, liver, kidney, and spleen for at least 7 months. GBCAs administered to pregnant mice (2
mmol/kg daily on gestational days 16 through 19) result in measurable gadolinium concentrations in
the pups in bone, brain, kidney, liver, blood, muscle, and spleen at one-month postnatal age.

Reproductive Toxicology Gadoteridol was administered in intravenous doses of 0, 0.375, 1.5, 6.0, and
10 mmol/kg/day [0.6, 2.4, 9.7, and 16 times the recommended human dose (RHD) based on body
surface area (BSA)] to female rats from gestational day (GD)6 until GD17. Gadoteridol at 10 mmol/
kg/day for 12 days during gestation doubled the incidence of post-implantation loss. When rats were
administered 6.0 or 10.0 mmol/kg/day for 12 days, an increase in spontaneous locomotor activity was
observed in the offspring. Pregnant rabbits were administered gadoteridol in intravenous doses of 0,
0.4, 1.5, and 6 mmol/kg/day (1.3, 4.8, and 19.4 times the RHD based on BSA) from GD6 to GD18.
Gadoteridol increased the incidence of spontaneous abortion and early delivery in rabbits administered
6 mmol/kg/day for 13 days during gestation.

8.2 Lactation

Risk Summary

There are no data on the presence of gadoteridol in human milk, the effects on the breastfed infant, or
the effects on milk production. However, published lactation data on other GBCAs indicate that 0.01 to
0.04% of the maternal gadolinium dose is present in breast milk and there is limited GBCA
gastrointestinal absorption in the breast-fed infant. Gadoteridol is present in rat milk (see Data). The
developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for ProHance and any potential adverse effects on the breastfed infant from ProHance or
from the underlying maternal condition.

Data

ProHance excretion in the milk of lactating rats was evaluated at 30 minutes, 6 and 24 hours after
intravenous administration of 0.1 mmol/kg of "*Gd-gadoteridol to nursing mothers. Small amounts of
compound were found in milk immediately after injection (0.14% of the ID), with the amount declining
to a low level 24 hours after injection (<0.01% of the ID).

(F—=APFUTDOHT I —434)
Australian categories for prescribing medicines in pregnancy : B3 *
% Drugs which have been taken by only a limited number of pregnant women and women of childbearing
age, without an increase in the frequency of malformation or other direct or indirect harmful effects on
the human fetus having been observed. Studies in animals have shown evidence of an increased

occurrence of fetal damage, the significance of which is considered uncertain in humans.
(2024 4F 4 AR5 1)
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8.4 Pediatric Use

The safety and effectiveness of ProHance have been established for use with MRI to visualize lesions
with abnormal blood brain barrier or abnormal vascularity of the brain, spine, and associated tissues in
pediatric patients from birth, including term neonates, to 17 years of age. Pediatric use is based on
evidence of effectiveness in adults and in 103 pediatric patients 2 years of age and older, in addition to
experience in 125 pediatric patients birth to less than 2 years of age that supported extrapolation from
adult data [see Clinical Studies (14)]. Adverse reactions in pediatric patients were similar to those
reported in adults [see Adverse Reactions (6.1)].

The safety and efficacy of > 0.1 mmol/kg, and sequential and/or repeat procedures have not been
studied in pediatric patients [see Indications and Usage (1) and Dosage and Administration (2)].

No case of NSF associated with ProHance or any other GBCA has been identified in pediatric patients
ages 6 years and younger. Pharmacokinetic studies suggest that weight normalized clearance of
ProHance is similar in pediatric patients and adults, including pediatric patients age younger than 2
years. Normal estimated GFR (eGFR) is around 30 mL/min/1.73m’ at birth and increases to mature
levels around 1 year of age, reflecting growth in both glomerular function and relative body surface
area. Clinical studies in pediatric patients younger than 1 year of age have been conducted in patients
with the following minimum eGRF; 59.37 mL/min/1.73m?* (age just after birth to < 30 days), 118.84
mL/min/1.73m?* (age 30 days to < 6 months), 140.44 mL/min/1.73m* (age 6 to 12 months).
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