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omBRiE. EEE

s - SR BhEEIE ¢ 275nm. #OEIEE © 314nm)




V. ®HEICEEYT 2I1EE

1. Hlfs
(1) FFOXZ

TUNY ABE ONA 7)) KEOTESHITH 5,
TUNYAFEI )Y (FLTANVRET) D) NV IVIZEREZFREBEL, by 77Xy v 7, HA
T b, TV —nEE LTAKEOEFFIT, 2 A= a YEMIZHEYT S,

(2) HENIDHE RO
1) A8l Fans AFEY ) Y 183mL. Saany AEEY Y Y 17mL

by T Hvy T /7 AT B
=]

I
\/i‘l/)l«

2) R EAEROHRTH S,

N

T2 T e—

(3) AN —FK

FA L v

(4) BEIDOHMH
pH : 6.5~8.0
REEI 82 (BRI AL)
FEEE © 1.3mPa-s (37C) 2.0mPa-s (20T)
LE 1,140 (25T)

5) 20t
B L7

2. BE DMK
(1) Bk S CEMER ) OEERVERMNA
RENIINA TN, 12 DI TORS 2 EHT 5.

s TN AHE TOUNYAFED) Y
5mL 10mL 15mL 20mL 13mL 17mL
B | RN TY F—=)b 1396.5mg | 2793.0mg | 4189.5mg | 5586.0mg | 3630.90mg | 4748.10mg
7 )71;;2 ; ; v 1.15mg 2.30mg 3.45mg 4.60mg 2.99mg 3.91mg
wINF) FEXYE—) 6.05mg 12.10mg 18.15mg 24.20mg 15.73mg 20.57mg
B BT
KEEALF 1) A BT

2) EmMEFORE

BN

(3) ##E

AL




V. WY 21EE

3. RITBERODERRVEE

FA L ew

4. Hif

HH Lz

5 BAT BHREMD & 5 MY
U EA R L

6. HEAIDEERHTICHE T 2REM

Tan v AEHE
RERFE | S TR AR | WEmE e R
‘%T CFROREERIZB T
FI AT = HT AINA T IV + HFE 36 7 H , p:. ZALIZERS Hd, HEANT
MR |
a5 oo
‘%T WFROBEEH 25T b
I | 40C/T5%RH | H'F AN T U + #46 67 H PR B s ST, HRNT
ol SR "
= %9710
i
LERIN WTNOWUEBEHIZBWTY
B £ |G 2 Hlx IS5 AINA T 60 HF A pH ZALIZERS S $ ., HBNT
/él\% ?)Of:o
. M| ernowsEsecy
“H e L. o S — N ) o B N "
Y Pt i 60C HT AINA T )V 6 A [H SR g'ft@)uﬂé@%ﬂj\ BN T
/él\i Of;o

¥ ¥ T v TR 60 R (RRIEEE 120 77 1x-hr, #UTSEARSS T A L F—200W-h/m®) R4S

TN AFES) VY

G WRER PRAT S WHEILRE AT WEEH FrE S
TIAF o) Y ﬁi;'f WINOWEHBEIZBWTH
M | 40C/75%RH |+ T I AF v 2 TURS—| 648 PO B s S R, BRINT
YT Sk ?ﬁfﬁgﬁtgﬁ .
+ #RTE =) }) = 7;0
i B

K | wFholEEEICBYTY
BHE 2 2 J7Ix TIAFy 7)Y 60 [ pH ZALIEFRRD Sd, HEANT

/I%I\E: j)/) 7:0

¥ixtk/ UT T % 60 KM (BRIRAE 120 /7 Ix-hr, #5E

7. ABERVBHEOREM

FZhL v

8. fl¥l & DEEZEIL (MIE{LEHZEAL)

BRI L

AT = A OV F—200W-h/m?) FE5T




V. ®HEICEEYT 2I1EE

9. W%

FA L ew

10. &g - @k

11.

12.

(1) FBHPDELRES - AK. SHBEIEHRETS

RUER L

(2) A%k
TH N AFHE SmL
7N v AEHE 10mL
JaNy AEHE 15mL
TH N AFEHE 20mL

(3) FliRA=E
ML wn

(4) BEDOME
1) Funy ZEE
e H T AINA T
& TFINVT A

Frv I TIVIZTA, RYyTuLlLy

2) FaNyAFEEI) oY

INLIVBRIRER ) L7 g v R E

5K
5K
5K
5K
TNy AEEY ) Y 13mL 15, 5
TN AEFEY ) P 17mL 115, 565

TV x— 1 R)TaL v
fy 7F®Rxy 7 TFIVRTL

ARy b TFIVARITA

gt S h 2BEME

FA L v

Z Dt

ML wn

- AEICEAT 2 1EH



V.

afEICEId 5IRE

1.

REEX (I RNF
AL T ¥ o — 7 —WEIREZIZ BT 5 FRtiEs
OR - Frfisi s

Ofreif - M &%

WEEN (I RICEIHET 2R

5. REENIIHHRICENRET 5EE
7R =y AR e BRI G L 2B IS BT, JERER T Wi MR L /NI, 5%
BEREFISHE 7050 5N/ & ORI OFIRAR A 5 4 ) =y Ap R Sz E OFE D D
HDT, 7R =y A Hl e e o B 2 HEIHR§ 5 2 &,

(fAFH)

AR = AEREER M L7 MR % = 72838 2 512, JEER2 T i@mai (g L CTotRes &/
I ETVE O S HREE 2 ME L 726G . IR OB ES IR SNz L OWERH B YV,

F72. M) =T AEEECHEHBER Z RIS, W, REXRT EUMEETO T F1) =7 A
DERE ., FEEGT I ATEHESNT CUE LR, 7R =7 20EFED, AR HIRE.
WHEERTHD SN L OHED D B 2,

R Ty R o B) =7 Z5RAF & OREBRH O 2 BEARERIZFRO 5N TB 53, R
PO AZIZHFESIN TRV, H R = AR ICEIRA T2 2 L 12X A ELR &
DRI T B REMED D 5o UGB TEN ) X 7 Zi/MET AEIE 26, MO EZEET 5
&, BHOLEWEIEEIHNT L, LERNNROHEICTHERT 5% EOFEBENPLETH S,

3. RERUVAE

5.
(1) BERT—2Nyr—o

(1) AERVRAEDHEHR

Gt (BlEER 2 R<))

WE L BAZIEARHA 0.2mL kg & HIRNESR T %,

B, EBUEINIED S EED N D B IZ B W T 0.2mL kg MEIG-12. FEG B S W nwh, 7210
Bl S THERNRDPA 5 Th o 72561213, FIEHR G- 30 77 PANIC 0.2mL, kg % B ii#5-3
I ENTE D,

(FlEs2)

B2 0.1mL, kg % FIRNTESS 3 % 0

2) RERUVAEDRTEREE - R]

[V.5.(3) HEPUSHEFERER ] OHZSMH

RERUVAEICEET 28

HFEIN TN

8 PR B AR

WL (2009 4F 4 H X W ETOAGRSH)

10



V. AEICEEY 3I1EE

(2) BRPRZEIREHER
1) N T AR

Ol H & ToRER
RS T 15 2 J %12 L CARH (0.1, 0.2, 04™ mL'kg) %% 5 AICEIRNIZS- L. Z0%
2R L7,

RENEIRANFLGH AFN XL B L EZ ONDERERITZ < BTGRRICBT 28F0FT R, R

BAEBICARANC L 2B O S e o 7z Y

) RF AR =L, #E. 0.2mL kg (0.1lmmol “kg). BEEFIZHB W TiE, 0.1mL kg
(0.05mmol kg) TH 5%,

@mEMHETORER
HETFY F=VOEMHEICBIT DR THREE L CERERART 1224258812, K# (0.5
mLkg) (I#. 64) &1 (0.6™ mL kg (II#. 6%) OHEIERNELS %7, Zatiico
WCHEGET L 7z
HEAERE LTI BECIIER LRSS S 16, THTIRIESAD 1B SN2 ERITVWTh
HBET, ZRALMET S &% LICETE L7z PR R OFRMAR 2 BV T, RAIHRS12 X
HEEZONDLEEIIFDON o727,
) AHI oA E X, @, 0.2mL kg (0.1mmol “kg). BEEZIZHB VT, 0.1mL kg
(0.05mmol “kg) TH 5%,

(3) AERICERRHAR
D - Fibk i
OEIMNE T AR ER
Fi - BB R 126 2 2 X R L 22K RER I BV T, GBI OB R 12 oW THRE L 72,
FERRI R HE LIB72 120 B BV THRG- = OS5, ++ L 2% 0.1mL kg #%5-5 T 72.7%
(24,733 61). 0.2mL kg#%5-#T 70.5% (31,744 61), 0.3"? mLkg$% 5% T 71.4% (30,742 f5)
T, SHMICAEEZR IO N o720 LA L%DS 0.2mL kg#k5-#d o 3 5% 070.372 mL
SRgBGIER O 1FICD VT, 44 0.1mL kg %5 L7275, EEMEA IO z0ME L7
BlTH o720 L7255 Ty AKHOMRIMAEIZH T2 E#EAEIZ0.2mL kg THh b EE2 5N,
BIVERNEEEEE OGRS 2 B, BRRMAME CERIMEREL. ~NE7 08 VO % EXEBIA S
723, WIS ERECHR IARFICREE 22 L) 2EBTIE Lo 72,
AH) 0.2mL kg DG T RIFRERZHEIGE S, R EHEE 2 % X9 2BV R E 2
FEIRDO N o722 L s, BEMHRBEANOBITIZIELLTE S L0 L HBr sz
W) &R RO B
++: Y P T AMDPFELLALEL, 2OREOBRITORMI L E L 1ak
++ IV FTARNPALEL, 2OREEOI ORI b [ L

Y NI AMPAET S, FREOEI ORI AN L

DY M A EWRBEOEIOR I EZD W
— S RETMRIE S ICHR, T2 b5 A b EIREOEIEOH HAEAR A

1 2) AFOKFEHEIZ, #@HFE. 0.2mL kg (0.1mmol “kg). BlEEFIZEB WV Tix, 0.1mL kg
(0.05mmolkg) TH 5,

+ +

1



V. aElCY 51RE

2) il - TR
DEPEE I AHRER
Yaeds - DUz (BESEES. MOEB. (O, BFBE. SN, B, Bk (SREOFENSEDbN S EE
400 B & RF 502, R R 2 20 L 72 B DAL o JREsd - MU 4EIE Tl 0.1mL kg, 0.2mL
kg, 0.4mL kg, BEMHEE TIE 0.05mL kg, 0.ImLkg. 0.2mL kg ® 3 ] CHEME L 720
a) I T A MERRHR
BREFHF R 392 B0 5 B, 3> T A MEERIR L [ L <M. [, [RREm]), [
21 MET L THEARE] O 6 B TRl L7zfe, [345E ] DR EFFl S 720 DI TRISRT
EBNTHolze B, FHIBIC L > TIARFORIFEICHEHBEEIIZEO SNk h o729,

D P [ EIE S

oK 58 (mL/ kg) [HEns] Dk
0.1 83.3% (1518)
UH S 0.2 94.1% (16,717)
0.4 88.9% (16,718)
0.1 60.0% (12,720)
Mg B 0.2 78.9% (15,19)
0.4 94.7% (18,719)
0.1 80.0% (16,720)
IR 02% 89.5% (17.719)
0.4 59.1% (13,722)
0.1 42.1% (8.719)
IS 02" 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% (15,716)
0.1 61.1% (11,718)
B % H 02% 83.3% (15718)
0.4 78.9% (1519)
0.05 57.9% (11,719)
B B 0.1% 85.0% (17,720)
0.2 78.9% (15,719)

) AR

12



V. AEICEEY 3I1EE

b) B E %
ZWeom B2 [ L CImEL ThEk] [Rembl, [ Ee$). HEAREE] O 5BEET
HEL, [ME] D EoBait. 203 Eis S ML 72
[ bl DLETH o7 328 B BT 2ZWHEFRONRIITEDOEBY THo72 9,

O hﬁ%@ A|B|C|D|E|F gi
0.1 0| 3[12| 8| 2| 0| 16
CIEREC 0.2 0| 5|11 1] 2] 0] 13
0.4 0| 5[13| 7] 2| 0| 16
0.1 0| 411 |11] 2| 0| 14
Mg 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 K 0.2 0 | 14 | 18 01| 19
0.4 1]10 |16 1111 19
0.1 1] 2 120 | 13
R 0.2% 2 7| 7|14 1| 17
0.4 2 1101010 [13]| 0 | 18
0.1 1] 5 6| 0 | 13
g N 02" 0| 3 510 13
0.4 1] 5 5|0 | 16
0.1 0| 3 11| 8|1 | 12
H OBk EB 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
B K 0.1% 0| 5 14| 50| 18
0.2 219 10 20 18
SR EERINE TTREL L7,
A HIRE ORI B WEAFTE DO BHBRAL
C:Hash - ERHFHEIL D NI
E @ #EBIEZ 0 F : Z0flh

) AKERH

(4) HREERYERER
1) BRI ER
O - Bl
a) EIWNET A HER
fix - BEEZ G L L2ERRARBRIC BT, ARH = Tl ah R 2 e L2 200 6 CTog sl
AR GEEAED L) &, RS 81.5% (101.7124) . MiEZE 62.5% (15°24). ZDMBOK
FH40.0% (10°25), HHEIER; 76.5% (13,717). ZDOMOFHERE 40.0% (4710) TH 7277,
b) [EINEE A FEE
FRARRR A R B 262 Bl &2 R RIZ. REIRLOH X7 MY A7)V 3 @ 0.2mL kg #ik
W51 & 5 ek g 0 L 720 RFNE G 130 B0 ) b, &R 2 HE Lig/z 122 610
AL, 71.3% (87.7122) THo7zo BIEMIZ 23% (3.7130) 1238 5, B - .l &
., BLK 1B TH o7z, T2, mEHITEE (5 a1. 5%, &), 2> b7 A Mg
SRAEE (ERIABZ &) RARIE (GEREAR. SEREN &) OEE CTHLEHE
LEEHIE MR ICEEE I o2,

13



V. BEICEAYT51EE

c) EWNHT /A5
TS RN IE A A3k o L 5 R 144 Bl & K502, ARF] 0.2mL kg #%5-% & 512 0.2mL kg % 1B
P G- U728 74 B2 BT BBIRIREAS W A 5-122 He i) b L 725 B3 A ®h i R 5 70 5o
95 30.0% (21./70) ThHo7zo F7o. BWERIEIRIERFEMAN R 726105 5 2.8% (2772) |2
RO LI, B - IEREL 1B ThHo72 Y,

@faiaEs - MU

a) EINE T MAHEER
Yagedl - PO 2 R & L7 BRERERIC B W T, AR E CHEEAIR % HE L1572 416 Bl OHAL
BIA RN, VHSHEL 88.6% (39.744). Ml 89.6% (43,748). LMk 95.7% (44.746) . FFh
95.6% (131.7137). "Bfi& 89.1% (41.746). HHzN 84.1% (37.744). FHkEl 82.4% (42,751)
’C‘élf)of: 6) 9) 10)O

b) [ENEE A s
IR ZE DB S HBE 249 Gl et R E L7z H RRYF MRV X 7V I v L O EREB O
HEHE CBERIME) 1cBC, (s TAR] [ReeAw] [#ER)] [HEARRE] O 5 Bk CRHME L
72o RFFLGH130BI0 S B, FRMEE 2 L2 118 61T A% DLl 7z ik
THRIORTEBY T, AFNIHT FRUTF B X7V v ERISEWDSHGEEE N2, T F—
VEE (BIEHIRHER 122 61) 1B W T, BIERIZRO SN kah o721,

#HATE (Fxhtd) (iR ESHE)
B .| [fxh] Dk Exact test
HRFY K= 96.6% (114/118)
: — p=0.539
HERYTF BRI AT VIV 94.2% (113/120)

c) ENSEMAHA — 7 > 3Bk
PReehl - TR IREDEED N L BH 175 flaxt G & L7z — 7V 3BRICB W T AR
R0 Bl > » T A b HEGRER K OB O EE & ek L 7248 RF i CEaitt) 2 &%)
(A ] TR TR ] [HEAREE] O 5 BRE TR L 72Fe, [H%)] DL EFFlis b o
ITRIRTEB) Tho 7z, BIVERFHE R 171 B0 9 b, EIEAIE 3.5% (6,171) 12580
A, MRS 2 B, BHEWIAL - Bk, B, O, MBS 1 Th o727

feaFHE (FanE)

W (&%) Lk
BHSE 85.2% (23/27)
Mg &6 93.1% (27/29)
T 92.6% (25/27)
TN 85.7% (24/28)
HEED 78.8% (26/33)
B 88.5% (23/26)

2) ReMHER
B L

14



V. AEICEEY 3I1EE

(5) B - RERIHER
B L

(6) AEEHER

1) FERARERE (—REARERE. HEEARERE. FARELERAT) . RERTE®HT —4~N—
ZHAE. RERTEREFRABRONE

Off R
KA DO HELETICBITBREMEAEIEICONT, £ 264 fiikl2 BV ClbRE TR Tt %
T, REVEBHT T SAER 6,276 B, A R R SUER] 5,528 Bl % U L 720 ZaetEicowvwTid,
BIEH SEBUEBIZEA2.4% (153,76,276 ) Td 1) . AR F TORMEDOFIIELF 2.2% (241,114
Bl) LRBEETH -7z, FH L2 EREITEHIZIES 63 £, W& 31 4. ALT(GPT) L& 12 . KT
PERERE 10 F. AST (GOT) EH-8MF5TH 1, A TIZRRO SN TWEEH L A TH -
7oo MEABHEHHE LTHET LY 3 v 7 S0BBISOREWERZEEIZ OV TIX, FEBUERIZE)S
0.2% (15,76,276 ) Td v | B L 72 E 2 \BSUC OFEENL U AME 4, €9 Ak, 757 4
TXY—vav I IETHoT, HHLEREAET L EE UNE, BilE. MER. TR
EARETLHEE, BREBELATLEE) ITOWTIE., FHBERALTE L CIUE LR X b
L. BEL7ze ANBICBIT 2 EWERZBUERIZIL 5.1% (77136 1) ThH-o7-0 HH L 7-EIEM
MR, AL FFRSEEREECTH Y . NEICEEORERIZED SN, /2. BIEHORE D E
b0 hh oz, BREIZBIT 2EWERFESIERZIL 3.0% (541,781 1) Th-o7-0 FHL
7oEIVERNZRA, W7 & oW LERESE . FFRERESRE . ALT(GPT) AR AST(GOT) kAR Lo
JiFs - R SREESE, BUN EACILE S ) 7 A LA EORH - REFREEFTH D . Elnd TILTFHK -
JEEREEE, R - REEEORWEHSIEREIE ISP o7 B, BWEHOREICEELRD
DIFRBD b NI o7z, MEERICBT 2 EWERRBUEGIEIL 6 Bk 161 (5895) <. BITEHORERE
TR CTH o7z, HHEREEEL AT 2 BEZHORIERARSIEGZRIL6.8% (91326]) THo7o 5
BLL 22 BIVE IR fE 2% . AST(GOT) - ALT(GPT) &7 EOFHEREREETH - 7255, BIEHO
BEICEELRZD DI LD o7 BiiEEE A3 2 BEORIEHSHERN UL 58 B 461 TH - 72,
FEW L 2EERIIIEAL, MESIKT., BUN LA, e 27 L7 5= A THY, L -RIEH
DREICEER LD o7, Bk, SRt [l TExh]. TES]. [HERE] o
ABBECEEM L. THR)] DEoEESEERRE Lz, AREIZBIT 5 EMEI1E 72.2% (3,993,75,528
) THY ., KZFEFE TCOREDOHRZEE 715% (1737242 ) L EEETH - 72,

ARREE E ER IR ERORMERLEE

Sl o R R A
i R 73.4% (155/211 %1) 72.5% (3,582/4,942 f51)
LB 58.1% (18/31 1) 70.0% (409/584 1)
ik e OVt FE - 100.0% (2/2 1)
At 71.5% (173/242 #1) 72.2% (3,993/5,528 fil)

15



V. BEICEAYT51EE

QKRR A
Pairilt - WURERIZ BT 2 ZEME R CEMMEIZOWT, 4B 47 fiik (2 B v Clteai 28 7 5 T4k
AT BEVEAT O RAEG] 602 Bl AR LEREATR RAEBI 577 Bl 2 AR L 720 Rtz o v T,
RIVEHZEBUEBIZR13 2.3% (147602 61) Ta b KB T TORHEDFEBEFIZ1.6% (11/69015')
ERAER Lol B LELBIEH OB, W8 M, %2, AMmEkES (E) 2 15
THY) ., BFHOREIZEE RS DI Rh o7, ARIMEL, ﬁ%%%%F%%JFﬁ@JFﬁ@L
[HIEARE ] O 4 BT L. THR] U EOEGEZHEMRE Lz, RH&IZEIT 2 AR

89.3% (515,577 %) TdH 1, ALK T COFMA (PRFih - TUBER) OB 87.1% (592,680 fi)
EHREE LT,

@7 L 12 g PR B
LB L

2) AZREMEL TEKBFEOABTRISKR L 7-3E - HBROBR
AL

(7) ZOfh
LB L

16



VI. EHEEICET 5HE

1. REZHICEEDS 2LaMXIILEME

EREDY  EB4EECET. Mo, Fe?', Fe'', atH4&EGE . Dy L
BRIRBIIEA F VMEMRIFEZH] A F 7 ha— b, HRFIVEERA )V
HEBEEOD LILEMORIEE - FFREIX, BRITORMNCELESRTL L,

2. FEIMEA
(1) fERERGL - 1ERRF

VERERGL © AR OKoy) o RFFEFH (Fa b v)

TERIBE © 7 B =9 oA F VIZEHEMEZR L, BESEBHRICBWOREEFH (Fa b y) ok
et L, A 2 853 20 % b oo
FANIERESET F) =7 a4 4 OF L— MEEWTH ). MRIFRIZIZ B\ THEEA
BEf] (T Z a5 2 LI X DMK OWER D2 > T A b 28T 5,

(2) #3h%& FF1T 5 EABRAIR

B RT ) R—= VKB % B\ TCin vitro COAE 5 iR EB RN R 2 M5) L 720 2 OfE F. %5313 0.01mmol
L5 530, £ Immol /L CTRIFEIZR A & %2 o 7228, 20mmol 'L TIXEFDVEE I NL L o
2o THUTH KTV F=VBERE V2O, Ty OB 2 TR (T, b F/2RkE S

Nz Thsb,

In vivo (7 v FEHIRNIZG) 128V TH 0.05mmol kg DIG-& 2 5 5 filEds Coa > b7 A Mg

EDBO BN,
(T AR BN T)

T K==L, in vitro lCBWTRKERT TOT, HHEIFE 2R L7z, ZOmIE, BEa b5
A MR R A S L DI TR EE LTS Y,

it & W FRAIA *rp (mM'S™)
AT K= 3.7+0.1
Gd-DTPA* 3.8+0.1
Gd-DTPA-BMA 3.8+0.1

(3) 1ERISETRERR - FHiEFRE
A ER R L

17



VI. EMENEICEIT HIRE

1. MFREDHTS
(1) BELFED L MAPIRE
A ER L

(2) BRARABR CHR S hZIMFRE
1) AT 15 FIICAHK] 0.1, 0.2, 04™ mL kg (0.05. 0.1, 0.2mmol “kg) % H[AIEIRNFES L
PEEOMEF GAIREIIUTO LB TH D, O RANIEIRPIE G- 213 M A2 5 3H < H
WCHHE L. ZOHEEEEIEL 1.09~110 M THh o720 BB, GdERIIFEHEG 77 A~ (ICP)
AL VT 72,

(umol eq. of Gd/mL)

10
A 0.ImL/kg (0.05mmol/kg;n=5)
5 A @® : 02mL/kg  (0.lmmol/kg;n=>5)
O: 04" mL/kg (0.2mmol/kg;n="5)
Mean =S.D.
m 1 A
&
0.5 4
i
Gd
i3
01 A
0.05 4
0.01-
mT T T T T T T /Q
0 05 1 2 4 (F5 )

BERAICHTEHNT U N—IVERFRARSEOMMES GdiRE
A RT Y F—IVEEERAE S EOMES Gd DHEXF R

0.1mL/kg 0.2mL/kg 0.4" mL/kg
ty2a (min) 25%*15 1.5£04 28+x14
tises (o 1.10£0.26 1.09+0.24 1.10+£0.18

(Mean+S.D.,n=5)

) AFOAGEHEIX, #%. 0.2mL kg (0.1lmmol “kg). BE&E#I2B W TiE, 0.1mL kg
(0.06mmol,“kg) TH 5,

2) MRS AT 12 FICAH 057, 0.6™ mL kg (0.25. 0.3mmol kg) % H[EEIRPIFES- L 720
M GAREIIDTOLEBY) TH D, ZOKE. MEH GAITFIRNIEG-%, HPLerICHEL, £
DM LA 1 1.53. 1.66 R[] TH - 72,

B, GAERIIFERES T X~ (ICP) BB L VIiTo72 Y,

18



£

(3) &I

REICEE9 B1HHE
(umol eq. of Gd/mL)
o O : 05" mL/kg (0.25mmol/kg ;n =6)
— A 06" mL/kg (0.30mmol/kg ;n =6)
il 1=
i 05
EP =
Gd I
w0l
jE 0.05
001 L1 | l l |
0 05 1 2 4 6 (F5H)
B 5 % K M
BERAICETZ2AHRNTU N—ILBERERAZESEOMES GdEE
A7V N—JVBEBERARSEZOMES Gd DEDPERE/NT A —4
tie MRT AUC CLg 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 |102.4*= 5.2
0.6™ mL/kg 1.66+0.21 | 2.30£0.25 3.70£0.34 914+14.5 | 8.5+ 8.3 |106.8+11.0

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

MRT (mean residence tlme) S R R

CLx (renal clearance) :
CL; (total clearance) :

BT TR
é%ﬁU?%yz

UR (urinary recovery) : JRIFBINER (3% 5- 24 e )
) ARF ORI,

REM TR L

(@) BE - HAEOKE
RM TR L

2. EUPRERII/NT A
(1) B 5
BRI L

(2) TRYRE

EEH

HLER R L

HRE

EEH

B L

— %

#HE . 0.2mL kg (0.lmmol kg). BlEERICEB WV TiL, 0.1mL kg

(0.06mmol,kg) TH 5,
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VI. EYEREICEY HIRE

4 2UVF753>2Z
1.49 +0.35mLmin, kg
[0.2mL kg H. [0l F# IR N 5-]

(5) P ETE
216+ 67mL kg

[0.2mL kg HilalF#R A% 5]

(6) Z Dt

LW

3. BEM (FE2L—>32) @i
(1) R TT &
U EA R L

(2 NTX - ZEEER
U EA R L

4. RN

FA L

5. o
(1) & — BB @

MBI L

(%99 bh)

1) HZ v M2 PGAIE# A K7 1) F—)L 0.lmmol kg % H[EEIRNFES- L. BEesN oA & Wat L7z
ZORFE, A RTY F= VIR ORI E R 025 Ly 5% 1 HISIEE L 72k o fi
BRI WFN LM Z R L, 14 HERIIZEE L RS DAHIMHIRF LT THh > 720 i~
T EAERRD N Do 72,

2) TIF N UMEICX DA - MBI FHEE 7 v M2, A KT 1) F—=)L 0.5 & UF 2mmol kg % &k
WHES- L. BiA 5 O RBIEE 2 Ma) L7z 2 of5HR, il - MEEMEE 7 v »Cld, WA K
T F—= IV SBAT L7225, #%55-1% 24 BERILLIC A0 & e e 1o e L 72 s

(2) Mm% —fadaRarTEEE
LB L
(ZE Ty 1)
MR 12 Hap 5\ M3 18 HO 7 v M2 WG E# AT N7 ) F—)b 0.1mmol kg % HRIHIRA#ES- L. IE
RBATHEZBRET L 72, ZORR, HGEERICPE 5RO 02%) OF K7 F—V 2 aikz @ik
L THRIBICRAT L7228, $e5-1 24 BeRIC13 2 241 0.01% S 0 0.02% 12T L 72
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EICEY 2IER

(3) it~ ITH
B R R L
(%99 M)
FF 10 HEHDOT v M GAEE#AT K7 1) F—)b 0.lmmol kg % HLHEIRNA 5 L FLiT il 4 )
EL7e TORFR. 5% 30 0 IZERIL 72720 I3 5= 0.14% 3 et S, 5% 6 1N 24
BRI Z 2 0.06% % U8 0.01% LT ISR T L7z ¥,

VI. £

(4) BERANDBITH
BRI L

(5) ZDfbDMEEEADIEITH
LB L
(BE <TA, Tv )
BGd kA K7 1) F—= & i~ 7 212 0.48mmol kg & 5\ 3 HE T v M IZ 0.1mmol kg H.[0] E#R A
G LT, %54 HE I THARBICBII AT FY = 2 0RER (x58%) ZHEL, thos
KU = 2805 & et L 7ze WGd BT R 7)) F— W5 5% 0~ 7 A0 &N OH K1) =
LRIFR ORISR 2 TEIR T ZORE, ~ T ART Ty bOEFHCICH K = A ER
LRTWVEEZ LML, KBEOWTNIZBWTY, v ulfiEs G35 FL— MNEITHLEY
R F— VB ORI LECH R = A OBERI R LK, o7,

TR PG A N T U F—ILESE R DEBNEEE R58%)

HREATE G5 9%  (95% 5 HER AL
55 60 7% 1 H#% 7H#% 14 H#

I 11.8 (0.7) 0.46 (0.20) <LOD® <LOD™ <LOD™
Lol 0.50(0.16) 0.022(0.007) 0.004(0.002) <LOD™ <LOD¥
Hiti 0.85(0.10) 0.059(0.017) 0.006(0.001) <LOD™ <LOD™
JF-Fi 2.1 (0.4) 0.38 (0.06) 0.096(0.008) 0.005(0.001) <LOD™
i 5.7 (2.1) 0.85 (0.24) 0.26 (0.02) <LOD™ <LOD™
I i 0.19(0.01) 0.016(0.005) 0.006(0.000) <LOD™ <LOD™
i 0.08(0.02) 0.016(0.006) <LOD™ <LOD™ <LOD™
KR 0.38(0.06) 0.031(0.017) 0.005(0.002) <LOD® <LOD™
H e 6.0 (0.4) 1.3 (0.6) 0.42 (0.11) 0.007(0.002) <LOD™
&5 69 (2) 6.0 (1.6) 1.37 (0.17) 0.055(0.012) 0.032(0.006)
BRI 28 (1) 9  (4)

) MR (LOD) 1% 0.003+0.001%

(6) MIREBFEAE

b MIEEERA E OFEGIZITIEAERD SN0 o720 (in vitroikB#)

6. U

(1) CHEBAL R U

KREFEG-% 24 B E To e FEREIK (n=6) 12D\ T, HPLCHE L OV ICP Tl - AT LR L 72
fER 99.9% RZA LA E LTSN, 7 FT ) F—vidsGke MANTR# 22T 2w L&A

= S
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VI. EYEREICEY HIRE

2 KBEICEAE5T 2R (CYPH) O9FiE. HF5F
FZhL v

(3) YIEEENENDFERV ZDES
L

(4) AP OEMORERVIERL. FERE
FZAhL v

7. Bt
(1) BEMHERAL R O R R
FELCERE RAEEE)Y

(2) Bt
1) MRS T 15 FI2AFH % 0.1, 0.2, 0.4™ mL kg (0.05. 0.1, 0.2mmol kg) % H.[a[ERN5-

L7 ZOFEE, 5% ABMETICGAE LTHSED 70%LL A, 6 B FTIZGdE LT
80% LA EASFRAFICHEM S 720 F 72, 255 24 B F TILZ 84.8~90.1% 2SR IcHEME S 7 ?

(%) 100 -

® :0.ImL/kg (0.05mmol/kg:n=5)
60 ® :0.2mL/kg (0.lmmol/kg:n=>5)
A :0.4"mL/kg (0.2mmol/kg:n=5)

Reptlpi

B0 L
i 40

(Gd)

+#

20 -

24 ()

[e]
—
™o -
e~
(o]

5 [H]
A KT YU K- IVEEFRIRAR S % OFHRER P Gd Bt

) ARFOAEH=IZ, @, 0.2mL kg (0.lmmol “kg). BhEE#ICB W Tix, 0.1mL kg
(0.05mmol “kg) TH 5,

2) fEEESR NS T 12 FICAK 2 057, 0.6 mL kg (0.25. 0.3mmol kg) % H[EEIRNTES L7,
ZORER, KGH AR ETIZGAd E L TE ARG EDOR 84.7%., 88.9%7%, 6 B £ TIZ 94.6%.
99.9% VL EASRAPICHER S 7z, %55 24 HE F TR T GAdHEE X 102.4%. 106.8% Td >

- 4)

- o
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VI. EYEREICEEY BIEA

(%)

100 -

80 |-
2}
o6t
)]T'( N
;PF 0:0.5"mL/kg (0.25mmol/kg i n=6)
Min 0 A:0.6"mL/kg (0.30mmol/kg ; n=6)
(Gd)

20 -

0 1 1 1 1 1 1 1 1 1 1 1 J

0 2 4 6 24 (IE[H)

5 % W M
# KT U F—IVBERRRAR S ROFHRER D Gd Pt

) RFOAKBEHE L, @E. 0.2mL kg (0.lmmol kg). HlEE#FIZB W Tix, 0.1mL kg
(0.05mmolkg) T 5,

8. I AKR—4—ICEAT H1ER
A L

9. BINZFEICLDBESRE
(1) m#&FEH
(B% 0T —%)
In vitrolZB W T, b M IZABRETEK 1,500mLI1I2 0.75mL O F K71 K= V&Iz ., #Efrx 3
Wi L EATBRE R ARG L7z,
BN R 300mL, min (2 51) 5 EHERZERIE, 67mL min TH - 72 %,

10. HENDEREH T 8%

HEINTWRW

1. ZDOft

U EA R L
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VI. R&M (FEALOZFEE) (CEAT3EE

1.

BEERNT L TNEHR

XA
. =58

1.1 XFZ2 i - BHBERICKRE TS EEELRMERPRIRT 2B TP H 5D T, - FHEARICE
BE5ELEVWC E, [14.1.1 BHE]

12 EELRBEEOH2BETIE. AFUZVLERHICL2BHL2EHEHEOREDOU IV E
BIZEPHESINATVEINT, BEZEDHI2BREVIBHEIBETL VDS ZhOH5EE
Tld. +9BETS3 &, [9.21-9.23. 11.1.3 3]

(ff3)

1.1 AFNIHFHRAEF HEZA TH D . - FRENICES 556 L BEEZEEHIEHT 2B
HH7zO, P FRENIZIEFRG LanwS &,

12 EELEEEOSH L2BETIE, B LR E2E2WEH SN2 B2 REESG LT L,
BN DT Hh LT BRI E, HERIRES#ME (eGFR) 28 30mL, min,~1.73m* Aiii D 1&
PEREE, QUBREEOREZE CTIE. 7N =Y A@EEAIC X 2B EMEE (NSF) oFHO
VAP ERAT LI ERRESINTVDLDOT, KEIOEG %, MOMEETRET 52 LPE
FLW, BEEDDH LBH LITBEEPET LTI BENLOH 5 EETIE, BHEEL 40 125- M
L7z ECHEEIZERG T L,

—y

BRAREZTDEH

2. B (ROBEICEEELEWVWIE)
21 ARG X D EELEES AL NEE [HELREWEHNZ S 5bN L RN EZE X 5b]

2.2 AR O XAE 71 B) =7 K2 HNA LB BUE DBERE D & 5 B

(30
2.1 KA G X ) EELREWEHSA SN2 BEICIEHEG L & BBENMEL 5L L&
BANOBIHGRHIZ BN TH ARG RICEE ZBEHAAR O N2 E I3RS L a2 &

2.2 KHFN DO EA B =7 AR AN UBBUEOBERE O & 5 B8 Tld. BIEH OB
BEVE SN TVEZOEG LT L,

MRER IR ICBHET 2T B & TDEH
(V.2 MEEUIRNRICHES 2iER] 22T 22 Lo

RERUCHEICEET 28 L ZOERA

BREINTWARW
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I. R&M (FEALOZFESE) ICEAT 31HE

5. EELEXMEE L TDIEH

8. EELEANEE

81 av s, 774 7F—%0EELEWEHPEBT LI LB HLDT, REOHEGIZHIz-
TlE, Yav s, 7TF747F 0 —F0%B iz, MBLEOEMEITH) &, /o, FHEICSB
WTHEGRG L) TREM~BHZICS EBEERIER (B, %5, Bl MERAT, MRS
BHLLNDLEDOWEDNHLDOT, HE5HLEZORELZ BT L, BEIIWLT, k
FLDFERD D 5 b NG IHER I FRESICEE 5 L) f5Ed 2 5 Sl s E & b
o [11.1.1 BH]

8.2 AFOF G2 72o Tid, KETMEEDOT LVF—FEIZoW T+ 2z E217) 2 &, [9.1.2,
9.1.4-9.1.6 1]

83 HH. I NI A MIARFZGEHZED O 45 5% F TRl 50 BIESICE->Tary I A+
DEEPESNL EIEBRORVOT, T2 T X MR L TV AGAITEREBINEG Len
& (EBNESE S EEb D BEZRR L),

R PERIESS DS 8E DI 5 BENOBITEG1X. WIREG-OfREE A7 L THT 22 &, [17.1.3 %
]

(f350)

81 Yavy, 7H749F L —S0BEELREERLZROLAICE L ICHY ZWENSTED L.
BTG L I THEREO#ENE T 2 LBV H b,

F/o. BREUEWERSEE T A WHREMELD 5720, G H 720 ThFEGHLBEFEDIREL BIZT
LI ENUETHDL, BEICH L QL. ERERIERASREZ 2Rl & 728 SO0 TER &
AR TBLLLEND S,

82 # ) = AEEHIOBRENBHICB T2 AZNTE LT, AR = AEEHNIC X 5EIEH
B, REIMEEOT LV B R ERME SN TV L7720, HEl a2 ME 217 ) LEXDH
5o

8.3 RS MEMNAE S S B b I B BEANOBINEG- (L. ARG H. EEHH SR v, F 23 mib
ENTHEZIEIA TG REGE AN TH L. BINEGICL>TETOESDIT Y T A MO
EDBonsg EIEBELRVOT, BREBIES LRI & ([V.5.(4) 1) ARIMHEMEERE
EINE T/ MAHRER ] OEZH)

6. HENDERZFI2REICEHTHEE

(1) BHHE - BEERZEDH 5 BE

9.1 AHHE - MEEREDH 5 8&

911 —FYIRREDHBEICEVEE

M ERGEELVEHM SN GEERE, HS5LanwI L,

912 KEXHEDH 3 BE

W LR A B RV EHEI SNEGEZRE, B LAVwI L, 774 7F v —=0hbbhbZ
EDH Do

FHEOA F) =7 A MRIUFERH] (KXY TF MRY A7V V) T, REImMBOBEETIE, £
NUSMOBEEL D OBVHHETY a v s, 774 9%V —S0BREELEIEFHPERTABZ210
HHIEPHEENTNS, [82, 11.1.1 ]

9.1.3 MEREEFICEMER (EEALBIERAZKRC) PHSh, BMRS5Z2ITHO>VESHHEE

M ERGEELVEHMINIEEZBRE, HS5LanI L,

25




VI. R&M (FEALOZFEE) (CEAT3EE

914 LI X —MRK, RS, CARBEEEILPTVWILIX—FEZHIT8E
(8.2 2]

9.15 M. RBICKREXZWE. 7LILX—MHEXK, P, CARBEEZEC LTV TZLILX—&
BEZzHI58%E
(8.2 2]

9.1.6 EMBEBEDEIFERD & 5 BE
(8.2 1]

9.1.7 BIEEZSH T, EE, TALPARVZIDREDH 3 8E
KD HSbNDLZ LD D, [11.1.2 K]

(f3)

9.1.1 —fREEDMEEITEVWEE TIE, ARG OZEI L) FEROFEALSCEIWER IS 2 % Eofe
BEDSE L R D EEZOLNLDOT, B ERTE2 B VEHMIEN 2562 BE, 5 LanwT &,
912 [EXMEDHHEETIZ. 7T 74 7F =507 LV X —UOEWER P HER T 2B ESE .
9.1.3 ERBPEMNAES DS B O N B BB 1BV RS- 217 ) LBV H 256 FIRF SR ICEIWER A5
BLBECTREEHPH ORI 2HENE V. 2B, AFERS L) BELBEH A SN
BENOEGII YRS TH L, ([VI.2. BN L ZOBE]| OEHSBH)

9.1.4-91.6 7L VF—FZRW2AHTLHEETIE. 7TLIVF—UORIERPIEET 2 BHEIE V.

91.7 TADAREBOIAE, F7-. ZORNDOD L EETIE, KL IEH T L HEITE V. KA
BORIESEDR D bzt OGN H L, (TVIL8. (1) ERZEWEH & FIIREIR] OHZH)

(2) BEEEERE
9.2 BHREEERE
921 EELBREBEDHZEE
DU LR RSV EHBI SN AT HRE, B LenwI
KA O FEHEAERE LB CTH V) . PRIERIE & BRE 2 BEL S 2 BZNMDH 5, (1.2, 11.1.3 B ]
9.22 EHIERIPITOh TV BKRKEIBREE. eGFR (estimated glomerular filtration rate : #&E Rk
& 5iEfE) 5 30mL min 1.73m*> RaDEBHEEE. SMBEBEEOERE (EELEBEEZEDHE
EE&R<)
KHNO¥E % T, MOMALETRET LI EPET L,
AR = AEREICL 2 BEREGEREEORBO) AP LA T LI EPHESNTND,
(1.2, 11.1.3 2K]
923 BEEDHI2BENIIBREIMrBETLTWVEIEZTNhDH2EBE (EELEEBEDH 2BELKRI)
BEOBFERREEL T/ ZFHE L 72 ECEEICKS T2 2 &, (1.2, 11.1.3 2]
(f3)
KA O EEHMREIEETH D . BRERED D 5 BE TIEIARF OFEILBIE R BEREEDO BB 2
LHBENDVDH 5,
T HR) = AEEHNC L A NSFOEE L, B
HINTWE, (VL1 BENELZOHE] S

Py
H
A
A

ERERZIIBNCT) A ERHT 52 Lok
)

(3) FFt¥gep=EERE
HRESINTWRW

(4) £5EREEH I 5E
RESINTWARW
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I &2 (EALOXEF) ICEBY5REA

(5) 1Ei7
9.5 iFiz
TR AR L TV A ReE 0 & 2 tEI2id. 2 LoB s ekt Lin s &S a6
WZORIEGTHZ L,
(fR)

B (Zy b, 7HF) 1ZBWT, RFHEGIC X D EHTRIEERD STV R0, HFE IS 53
BRr— 23 GBon vy, ([KX. 2. (5) AjEssAmtEali] oHSH)
2B MRUZB A & B R B I8 200 &) PRI S Tw v,

(6) RILIF
9.6 BRIl
S EOF IR CRFLREORRET BB L. HILOMWBUIFILZRE T 52 L,
IR (7 v b, IRNES) THHICRIT T 5 2 LA RE STV b,
(#3350
B (72 b BIRNES) 12BWT, BETIED 25 OORFPAITTIRITT L 2 LD LN
TWa2, & P THALTORANOEBIIAYTH L, ([VI.5. 3) FUt~OBITHE] OHEH)

(7) NRF

9.7 /22
NREE R E LRI FERR L T,
(f#3)

AR IR, FLEL Bl RHEAREREZ SR E LRBRIIFER L T,

(8) =&
9.8 EE
BEOREZBE L 2O HEIZKG T L,
— AT MR T LT b 2 E A%,
(FpraL)
— MR EEE T B RE . R RRSE O L PR T LT 2 % (L, BIERDHEBLL 3 Wil
23 5720, FhAZ4 720 TEHAICERT A L,

7. tHE{EA
(1) BERAZE & ZDEHA
REIN TV

2) ftAZERE L TDEH
BIES LTV
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VI. R&M (FEALOZFEE) (CEAT3EE

. BMERA

1. BMER

ROEWEH S 5N B 2 ENH (DT, BlET T7I47\w. BEDRO SN256I12133%k5 2 h
19 % % S R ALEZAT) 2 Lo

(1) EXLEMER & MEER

1.1 EXLKEMER

M1 23y 7. 7F7145%2— (WINLHERH)

Tav I REITIEDND DL, WPIKEE, Ko, B, ERREA WUELR. OEIR SR,
MEFE, CAMBEDT F 74 7% =% 20 5b, [8.1, 912 5]

11.1.2 EEFIE (0.1% i)

FEHLIHEICIE7 2 NV EY = VENVEY — VIRFEAR LY 7L 2575 % L, #
Y =419 2 Lo [9.1.7 =]

11.1.3 B2 5 MHGH#AE (Nephrogenic Systemic Fibrosis, NSF) (B & A )

NEIZBWT, BEELREREEDD 5 BEENORAMEHRIZ, BEE SVERRAEE 2 Z83 L 725E 6153
HINTWLDT, HEHRDBS L THIATV., EEOZ ) ., ER, b, BEOREE, 57K
FEORFOFEIZZITHEET S L, [1.2, 9.2.1-9.23 2]

(f#30)

MA 2 av o7+ 7149F 0 —, T/, TFH7149F =% v a v 7 2 RB LMD HE
SNTW5b,

Tav s oMM REREE LT, HIEH. EH. &, AL, IRAEIAE? S ) . EIRIE.
BEEED O B IS B \VIT BRI EEORERICBATS 5 2 L0358 WeH, BIE %2 T5124T ) LWEDVH 5.
Flo. TT 74 7% —OPWHERE LTI, CARMER ) EK, EEORKRRENHEbND
CEDLH, B, EL - R, BERE. BHA, B LA EMEEOZ 9 SR, Wik,
BR. AR, AL, B, BEEORBZ EOERPBOONLZ LD H D, EBELRLGEICIENIT
WE RIS, BERRESE, MFERTED Y 3 v Z7IERDEDH S bNDL T 3B 5,

av i, TFI74TF =8N AEEIZIE, B2 PIEL TEYRWLELZITH) &

11.1.2 JEBFEAEZ B L 7ERDSHE SN T b, FIBHERE LT, 3w, 5% 2. BHFE. UEo
LU, 560X, IR VUL O M 72 058 2 2%, 03 L RIBKERD S 5 b b biFTldze <,
LA EEEEPRKEZ 255 HENER L AP THREREZTLEIHAEDL LV,

M13 HENCBWT, HELZBFEEDOH LZ2EEIIRANZMH L2 2AH, KA L ORREREGET
SR VE S ERHEE (NSF) 25 L72EMZHE SN Tnw5E, ([ 1. BENR L ZOHH]
DIEZHR)

[BE] BHL2E5MEHAE (NSF : Nephrogenic Systemic Fibrosis) & (3
NSF 3514, B ML E (NFD*) & & MEIL, B2 12 B B A AR OB % 45 & &
LMiGERTHY . EFIFEEL, P2 20, Wwiis K OCBEPE»r R b2 bd b,
NSFEF TIE, iy . HHA. GIEEOMORE D &h. EGEOIRENRO SNLGEND 5.
BEDSWIE. BFITHETT 2EUER ORRE®Z 72 &%, NSFIZBEREANEEZITBWTOAR
HEINTWDH, NSFEEZEDITE A ETHATEREIKNEREDSEO 5N L0, FEEOERKRE
fEEEETORBIFHRE SN TS,

** Nephrogenic Fibrosing Dermopathy
(ZHEHR) E S A ZERT R RS HR Vol.5 No.04 P2 (2007,702,722)
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I. R&M (FEALOZFESE) ICEAT 31HE

(2) ZDOE1ER

11.2 ZO/OEEA
0.1~5% A 0.1% i HHEANEH

WHEE L AFRIE 13ThH O, BB WKL

TEBR A i, MR, IfE LA

-0 25 I ik <L, WA, MEMESEANHUR, S, Wik

HALAR W&, - Wi &, N8

UEEUE IR OF WK, BF | LU, IRk, —aS R R

I % FIIMERSEIN ., 1/ M40

JiFRE; - BB R IR B . ASTHAIN, ALTHEIN

PRy 1A % LS

Z DA £ ME A7) 7 L8800, 55 AAE. BUNSSIO, Ko, MiEskieT.
Moz V7= 8. @& 2. WERE., [RoORE. 6
B

(FFL)
Bl A I R BB (B e AR R R R e M OF — RS RORRE TR IS ) 12 B 0F 2 BIVE H &2 BHEE LS RE R L 72
b, BLUEHGERIZEEO SN EIWERIIHEA & L7z,

29




VI. R&M (FEALOZFEE) (CEAT3EE

SEIEREE—BEXRF
1) EIEHZEAHE
I A D Jif PR R & 7l R 12 0 i P AR 2 i ORI A 0 R B 7,992 B, 191 81 (2.39% ) Dl

TER s S h7ze

HGEIRHED

o P e R

FepERAED

- N - &t
RP D HET Lot
AR R R 5 55 256 47
AT RE B 5 il 1,114 6,276 602 7,992
IR P S AE B 55 1 24 153 14 191
RIE P B 5L 14 28 217 20 265
FIVE F S BUAE B 32 % 2.15 2.44 2.33 2.39
FIVEH o FEE IR o FEAE B S BUE B (550 32 (%)
K RE - KA E RS (%) 2 (0.18) 15 (0.24) 1(0.17) 18 (0.23)
U ARRE (%) 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 - FAHREREE B1(%) 3(0.27) 10 (0.16) 13 (0.16)
AR s (%) 1 (0.09) 1 (0.02) 2 (0.03)
EN-Y 3 1 (0.02) 1 (0.01)
i 1 (0.09) 2 (0.03) 3 (0.04)
HLOR 1 (0.02) 1 (0.01)
L O (%) 1 (0.02) 1 (0.01)
FHE L O (%) 1 (0.02) 1 (0.01)
AT & 1 (0.02) 1 (0.01)
HE W 1 (0.09) 3 (0.05) 4 (0.05)
H A TR i #1(%) 6 (0.10) 1(0.17) 7 (0.09)
EIJfES (%) 2 (0.03) 2 (0.03)
FER 4 (0.06) 1 (0.17) 5 (0.06)
HALE R E B1(%) 16 (1.44) 81 (1.29) 8 (1.33) 105 (1.31)
M 5, (%) 15 (1.35) 63 (1.00) 8 (1.33) 86 (1.08)
MWL iH- 2 (0.18) 31 (0.49) 1(0.17) 34 (0.43)
S ERAN P 1 (0.02) 1 (0.01)
T 1 (0.02) 1 (0.01)
JrFfig - RE A TR 5 B (%) 25 (0.40) 2 (0.33) 27 (0.34)
P aE e (%) 10 (0.16) 10 (0.13)
AST(GOT) b5 8 (0.13) 1(0.17) 9 (0.11)
ALT(GPT) k5 12 (0.19) 1(0.17) 13 (0.16)
Y LY o E LS 1 (0.02) 1 (0.17) 2 (0.03)
R - REREE #1(%) 20 (0.32) 20 (0.25)
Al-P -5 (%) 4 (0.06) 4 (0.05)
MMz LrF=>r ki 1 (0.02) 1 (0.01)
1 1 (0.02) 1 (0.01)
ML) w7 o b5 4 (0.06) 4 (0.05)
B N ) Y A E 1 (0.02) 1 (0.01)
ig 71 ) 7 MET 2 (0.03) 2 (0.03)
g 7 10— VKT 2 (0.03) 2 (0.03)
M by AR 2 (0.03) 2 (0.03)
BUN -5 3 (0.05) 3 (0.04)
737 —¥ L5 1 (0.02) 1 (0.01)
I ST 1 (0.02) 1 (0.01)
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EE R o FELE B H OB FEBUES] (150 2 (%)

I e i B1(%) 1 (0.09) 4 (0.06) 3 (0.50) 8 (0.10)
I ] i (%) 2 (0.03) 2 (0.03)
57 1 (0.09) 2 (0.33) 3 (0.04)
¢ L s A 2 (0.03) 1(0.17) 3 (0.04)

IR IMLBR 5 B1(%) 4 (0.06) 4 (0.05)
71l (%) 2 (0.03) 2 (0.03)
ARILER A 1 (0.02) 1 (0.01)
NEZTY VA 1 (0.02) 1 (0.01)

HImER - NRESE 61(%) 8 (0.13) 2 (0.33) 10 (0.13)
F I ER A GiE) (%) 1 (0.02) 1 (0.01)
H M ER M 2% () 7 (0.11) 2 (0.33) 9 (0.11)

MR - g mbEE #1(%) 9 (0.14) 9 (0.11)
I/ RSN (%) 6 (0.10) 6 (0.08)
1N () 3 (0.05) 3 (0.04)

— R A 4y i B1(%) 4 (0.36) 10 (0.16) 1(0.17) 15 (0.19)
TF745%y— vavy 14 (%) 3 (0.05) 3 (0.04)
i 2 (0.33) 2 (0.03)
RO E 3 (0.05) 3 (0.04)
13TH 1 (0.09) 2 (0.33) 3 (0.04)
B 3(0.27) 3 (0.04)
() 1(0.17) 1 (0.01)

W B A o B1(%) 1 (0.09) 1 (0.01)
TGS I (%) 1 (0.09) 1 (0.01)

(200044 H 77 va -V xxU %R

2) BEESNENE B
THRBEOHEHRERE BN BEARBEE I LV —REH ) OBET580% (13,7224 1)
ETVUNVFE—RE LR LOEE 218% (127,75,839 ) LI L CTHEIZED > 72,

=1 R

et SEARAEBIEL | EIPET SE ﬁgiiﬁ

PR 5 3,189 91 2.85
'S 3,087 62 2.01

D AN (~16 7% AilG) 136 7 5.15
B (16 7% ~64 /%) 4,359 92 2.11

g (65 L) 1,781 54 3.03

Gy O 0~ 97 55 4 7.27
10~19 % 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 % 908 30 3.30

80~89 % 234 7 2.99

90 /% LL 1 9 0 0.00

ABE - ik Ak 2,280 74 3.25
US3 3,915 78 1.99

ABE - hhsk 81 1 1.23
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=1 PAS
e SEAREGIS | B FISsEE ﬁgggﬁ
ZWTIX 53 i F 5,197 129 2.48
Eaib g 629 17 2.70
i M OV 3 0 0.00
Z DA 447 7 1.57
A PfE 7L 4,640 93 2.00
HY 1,635 60 3.67
I 341 4 1.17
L 92 7 7.61
IR 165 3 1.82
Wit 25, 11 0 0.00
Z DA 1,253 55 4.39
A 1 0 0.00
7 LIVEF—RE L 5,839 127 2.18
HY 224 13 5.80
U ARRE 14 2 14.29
Wi S5, 32 2 6.25
S (FEEH)) T LV F— 14 0 0.00
W GEEHI DAL 7 LV F— 85 6 7.06
=) 17 1 5.88
ALES 15 1 6.67
AERRE 23 2 8.70
VA e Y 32 0 0.00
7 LoV — AR5 2 0 0.00
Z DA 3 0 0.00
AN 213 13 6.10
B FH R L 4,143 71 1.71
»HY 2,130 82 3.85
N 3 0 0.00
BEF7E L 5,984 147 2.46
»HY 289 6 2.08
N 3 0 0.00
REY 720 0.2mL/kg LT 3,242 75 2.31
G 0.2mL/kg it 2,663 71 2.67
AN 371 7 1.89
SENIIERESE L 4,241 103 2.43
»HY 132 5 3.79
P 5-F 15 BLLT 1,494 38 2.54
16~30 1 1,831 36 1.97
31~45 % 577 15 2.60
46 L 471 19 4.03
2. 3MFERETOAEE 4,373 108 2.47
BEF (1~3 M TOEF) 6,276 153 2.44

9. BRRIRERBRICRITTHE

RESINTWARW

10. BEEE
REINTWARW
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1. BRALOEER

14. BRALEDZEE

141 EHBREEHOER

1411 s - BRIEAR G 3 bR w2 &, [1.1 =]

14.1.2 EIRAFEGICE D MERSH S bNDLZ LD 5,

14.1.3 8- TN EEZAIDTRE L2121, 38R, IR, KE. BIRERH bbb 2 e 05dh
HDT, EARFIZTEETAHI &,

14.2 EFIIREZRDER

1 HEOMEICORMEF L. SEOBEIIEET L &,

(f358)

1411 [VIL 1. BENEEZOHEB] OHESH

14.1.2-141.3 MEFOJER & LT, HEFFA O pH, ZFEE, Bk, F 20 SEEE, M oNGE. 3
EDEMBHOIER 2 E03% % EORARLENEKORZ DD o 726, MEYMIEH D E T
WRWPIZDOWTOIERRT 2L E DV H 5,

142 NA 7IVEHNZBWTH, TEBG Y LanwI &,

12. ZOfOER
(1) BRERMERIICEED < 1548
BHIEIN TV

(2) FEEERRRBRICE D 153
MEIN TR
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X. FFERPREBRICREY 2IRE

1. EIEHER
(1) FEhIEIEHER
[VI. SHECBT 2HH ] OHZH

(2) REMEIEHAER
—EIEHIZOWT, YT A, Ty b, BEIVEY b, UHFROIA XEHCTH K71 K= )LD AR
R RIMHRER. BEAESR - TEm . M - JEERER K OHALZR R 2 SR T BT O W TR
L7z B, invitro i RBLUALN T —EBoBRE R & . & TEIRNIL G L D FEI L 720 Z DR,
R A 22 B\ THEIRNPX G- — @B OB AL T 25580 Sz h5, 2 OMAFN R EE 2 5
NAREMIEHIZED SN h o7z,

1) i — MxBIM (BBB) (2xf3 558 (v M)
T F=)v& Ty MINSEBIIRNEE S L 7282 BT, 0.5mmol kg TIEL/NY A - 7)) —
DIREZ~DORBIIRO SN o7z. B, A F71) F—)b 2.0mmol kg D5 TILEEE D
255 JCh 2 JLICBigE s /e 7

BBBHEEE [T/ A - 7V—iKHE] (v M

7L —F0 71L—F1 FL—F2 71 —1F3
arybhua— (CERARK) 5 0 0 0
# 7Y F—)v | 0.5mmol/kg 5 0 0 0
#R7Y F—)v | 2.0mmol/kg 3 1 1 0
Gd-DTPA™V 2.0mmol/kg 0 3 2 0

H1) HERUYTINEXZSVI Y
ZL—F0: i L

7L —F1: B2 T 2w
7 L— K2 BEKH

7 L— K3 gk

2) BRRERICHT 28 (1 %)
KT K=& A4 X2 0.5mmol kg# G- L7z & 2 A, #&5-1% 15 4 % CHRYEME A INE A % 7R
L7 EZET R, TRUBEIREICHS 223 A SN2 h 572, $72. 0.1mmol kg D H
wCIIELIERRD SN oz T OMMRE L7223 BRIE B ICB W CIEBERRE IS T 2281370 5
Nholz?,

fR& (mL, 15min)
HWHHe G- (min)
(;éi:% 0~15 15~30 30~45 45~60
v hu—) (EEAEK) 3.9+0.9 45+1.2 46+13 51%1.6 53%15
K71 K= |  0.lmmol/kg 3.9+0.9 46+09 3.9+0.8 45+0.6 46+0.8
#R7Y F—)v | 0.5mmol/kg 4.0+0.3 9.6+1.1 54+0.5 6.3+0.9 71+16
Gd-DTPA™V 0.5mmol/kg 52+1.1 | 27.5+25% | 121+23* | 9.0=22 76+2.1

1) RV TMNEATIVI Y
*p<0.05 (Control (Zxf L TC)

(3) Z DI DEIEHER
U EA R L
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2. SEEER
(1) BEREEMHHER
AKElx~T A, Ty MO XZHERBIFERNER S L7256, TRZNO LDy, EIX TRIZRT EBY

Tﬁ) D f: 18>o
BORSEH
) LD, (mmol/kg [g/kg])
JU “x

i fE Pe-RER m m
<A IR 10.7 [5.98] 13.6 [7.60]
VAR IR > 10.0 [5.59] > 10.0 [5.59]

{2 IR > 5.0 [2.79] -

(2) RIEHRGEMHHER
1) 9v b0 17 HEERS R
AHl% 7 v Mi201, 0.3, 1.0mmol kg (56. 168. 559mgkg) D M= T 1 4 H M AEFHIRAS
L7z ZO#EF. 0.3mmol kg UL F O3z 5-#E CTEk O IRANE BRI E O 22 bAsiRo 5T
BY ., EEEAWARER L FAFEOEREINEZR L, 2O 2 BB OKEIC XY BEMER 2R
L7z KRB TH T v MIAT 5 AEEHEIZ 0.1lmmol kg (55.9mg,kg) &HEE Sz,

2) 4 XD 17 HAEG B
AH% A 212 0.5, 1.5, 5.0mmol kg (279, 838. 2793mgkg) DOH&ET 1 /1 H M AEFIRMNTS-
L7z ZO#E5. 1.5mmol, kg UL EOFz 58 CE i o IR -z ifg o 22k ik, 5.0mmol kg #¢5-
HECEBOEEHEIMAEEO SNz KRB TOA X120 § 5 R AMIEHE L 0.5mmol kg (279mg
kg) EHEES N,

(3) EfnEEHER
1) SR ERER
IR TR, AEZIRE BN et iR
ZORR, WTNOFRBRIZBWTOBETH - 72

[0

B, <~ A& o gRBR e FE L 72,

0

(4) » AR

AR L
(ARFNIARNBWHIETH ) . BEICOBREBHIITFHEI N2 V2D, PATEMERERITER L T
W)

(5) EJERESFMHER
KA OFIRALGA X0 o IEIRET R CIEARE (F v 8) ROGERBM (7 v P ROTT¥F) K15
AER TIPSO S e o 720 HEM K ORI (7 v b) &538TIE, 1.5mmol kg
(838mg.'kg) PAETHIAERD 4 HAEFROBEET 2RO 5i7zns, 4 HUBEO AR EIZR
IO SNT, TOMBFEEELRD SN E D o721,

(6) BFRRIZ 4 AER

v I TERIR K OBRAR IS PRS0 3 2 S22 2 Aad L 7t . Bt IR & L 72 A BEEE i o0 il ik
LIZIZFABRETH o722,
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(7) ZDhD4FHEM
1) Pols R
ENVEY PRORTAZHCT, @9%7F 71 9% -3k, KHLET7F 71 5% —REx,
BEBIRZIE 7+ 7 1 7 F 2 —RERM S, Schultz-Dale SIS aERZ F i L 720 Z OFEFR, WOk
IZBWT LB TH 722,
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X. HEWEEICEYT 3158
8. REHRTHASER A RVARES. EMELNHEAB. REHiaERB
R 5e 44 IR SEAKRRAEA H BT SEAf A AE AR H WR5EFAMG4E A H
TN AT SmL 2009 4E 2 A 26 H | 22100AMX00462000 | 2009 4£ 9 A 25 H 199447H 1 H
70N Z#HE 10m 2009 4E 3 A 23 H | 22100AMX00499000 | 2009 4£ 9 A 25 H 1997451 H 8 H
7Ny AFHE 15mL 2009 4£ 3 A 23 @ | 22100AMX00500000 | 2009 4£9 H 25 H 19944 7H 1 H
THNY ARE 20mL 2009 4£ 2 H 26 H | 22100AMX00461000 | 2009 4£ 9 A 25 H 199447 H 1 H
TFUNCABED) Y 13mL | 2009 4£2 H 26 H | 22100AMX00463000 | 2009 4£ 9 H 25 H 2002 4£7 A 22 H
TUNCAFEI) Y 17mL | 2009 4E 2 H 26 H | 22100AMX00464000 | 2009 4£9 H 25 H 200247 H 22 H
(LTI JBRE)
Hiot 44 [HHZFE 44 IHAGEAEH H [ F 5 fiffo R R AR A H
7Ny AFHE 5mL 199441 H 19 H 1994 4F 4 H 15 H
TEN AEHE 10m , s 1996 £ 3 H 14 H 1994 412 H 13 H
NS AT 15mL SR AL 1994 41 H 19 H 1994 4 4 A 15 H
THN ARE 20mL 1994 41 H 19 | 1994 4E 4 H15H
TN AT Y 13mL . D 200243 A 14 H 20024 6 H 14 H
TENAREI) Y 17TmL RN ATY 2 200243 H 14 H 2002 4 6 A 14 H
9. ®EERIIFNREN. AERVHAELEEEMEDNDEABRTZOAR
(1) HE: - HEoEm 199643 H 14 H
GEBhnE - - HE)
R RN 5 b I 5 B3
0.2mL kg A 5%, EEI B SN2 nwh, 203 SN T EEIRDPIAT 5 TH -
7o8 A 2iE, FIEER 5% 30 4 LA 0.2mL kg % BI# 5-3 45 2 LS TE b,
(2) %hee - #pF. HEE - HEoBI 1999 48 H 20 H
GBI E L7-%hEe - ZhH)
R T > ¥ o — & — Wi 12 BT 2 JREsEh - TGS
GBINEN-HEE - HE)
ElEE R - A2 0.1mL kg & EIRANES T 5.
10. BEERR. BiMERERAREABRVTOARE
PR R MAENH 2004 43 H 23 H
TR AR O WNAE EEL, BEERFSFOME, AR LREEOMREIZHET 5588 14 5
F2EE 3 FADLNADWTIIZLEEY L Rwn
1. BEEHE
6 4FM (1994 4E 1 H 19 H~2000 41 H 18 H : #7)
12. #REAARETIRICEET 5158

HH Lz
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X. EENBIREICEAY 5EE

13. &#EQ—F
B 1 875 e L s T — K L * N AL
WFe 4 ﬁ%%gg;ﬁﬁf @%%§TF>} HOT(9 #7) &5 ;ﬁ;;;i%%
FONY ABHE SmL 7290407A1031 7290407A1031 1119893 02 621198901
TN AFHE 10m 7290407A4030 7290407A4030 1119923 02 621199201
TN ARHE 15mL 7290407A2038 7290407A2038 1119909 02 621199001
FONY ARE 20mL 7290407A3034 7290407A3034 1119916 02 621199101
TUNYAEE) Y 13mL 7290407G1034 7290407G1034 1146431 03 621464301
TUNYAE) Y 17TmL 7290407G2030 7290407G2030 1146448 02 621464401

14, {RER#GFT EDEE

LW
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Kanda, T, et al. : Radiology. 2015 : 275 (3) : 803-809
Kanda, T, et al. : Radiology. 2015 ; 276 (1) : 228-232
N6 il - 750 & HrEE. 1991 28 (5) : 803-812
SEFHAME il B2 & . 1993 5 30 (10) © 1863-1872
TN Al - 32 & 3. 1991 5 28 (11) - 1987-1999
PURETEIA At © 229 & 9rE. 1995 © 32 (4) : 715-737
HN At 359 L Hrse. 1992 5 29 (5) 1 1119-1137
AR S At 3298 & rEE. 1994 5 31 (8) : 1361-1376
PURETEIA At © 229 & 9rE. 1996 © 33 (2) : 217-232
BAGMG f - B3 & e, 1996 ;5 33 (2) © 233-245

Runge, V.M., et al. : Magn. Reson. Imaging. 1991 ; 9 (1) : 79-87
Tweedle, M.F. : Invest. Radiol. 1992 ; 27 (S.1): 2-6

WE LA SEAREF - ATERPRITSESE. 1992 5 18 (1) 59-64
Eakins, M.N., et al. : Acad. Radiol. : 1995 : 2 (7) : 584-591
Tweedle, M.F, et al. : Invest. Radiol. 1995 ; 30 (6) : 372-380
Choyke, PL., et al. : J. Magn. Resonance Imaging. 1995 : 5 (4) : 470-472
e L A SEAEIT - BURRIRITZE S, 1992 5 18 (1) 13-46
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Soltys, RA. : Invest. Radiol. 1992 : 27 (S. 1) : 7-11

JEARES A - FERBE - BTERRITZEH. 1992 ;18 (1)@ 47-57
5L AR FERRTE - BIERIRIEZEHE. 1991 5 17 (2) : 83-92

2. TDODZSEEK
ACR Manual On Contrast Media 2021. ACR Committee on Drugs and Contrast Media, American College

of Radiology.

ESUR Guidelines on Contrast Agents 10.0. European Society of Urogenital Radiology.
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X. 2EEH

EBHSHETORTIKA
AR R =ik, 1992 4 (2 SEE THO TR

X, ProHance® M54 CHEFL 38 71 2 B\ CHGE

ENTWD, (2021 4 10 [ A1)
KE, EEFEA 5 7 TOIETIRIIL TR
E# BR5E& AFE ERFed % SHEE S ZR
pNE| ProHance 16-Nov-1992 Bracco ProHance is indicated for magnetic resonance imaging
Diagnostics (MRI) in adults and pediatric patients including term
Inc. 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.
pNE| ProHance 09-Oct-2003 Bracco Prohance Multipack is indicated for magnetic resonance
Multipack Diagnostics imaging (MRI) in adults and pediatric patients including
Inc. 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.

Pl 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.

A #1) 7 | ProHance 30-May-1996 | Bracco Enhancement of magnetic resonance imaging (MRI) of the

279,3 mg/ml Imaging Italia |brain, spinal cord and surrounding anatomical structures.

soluzione per Srl The use of ProHance allows, in T1-weighted images, a

infusione 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.

AINZ BT HREE I RIZLTOLE BN TH Y SHEITORRIRIL L 1ZER S,

SIS AESIE D)
EIE T v 2 — 5 —WiEHREZICB ) 5 TRl

OELI 'é\ﬁl_l_}?/

OfagzEl - DU 52
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(1) IR EICREY 2 iESHER
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9.5 iTiwm
g AR L T B TR D & 5 WIEIZIE . i Lo Bt etz B s &Rl S b8
FLOAEGTTHI L,
9.6 ®RILiw
T EOR R R CRILREORRIEZZE L. ZALOME TP IEEMET 52 &
IR (7 v b, #IRNERS) TIHLHTICRAT Y 5 2 LA HE STV b,

CRE DR SCE) (2022 42 H 9 HIEF )

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 postimplantation 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—=A LTV TOHT T —458)

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.

(2022 4E 2 A 9 HI M)
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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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