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TREERR B 4401 255 & L, A#H110, 25, 501L100pmol/kg (ARHIH G- REE 8B K OV F
AR GRE126]) & HEEIFIRNE S Lo & & ARG CRIER RN THENZ 106 (FEFHERAL
IRt WA SERA . BREEIGE, SERLRL. O, O E V. EERR. EEALRAE, AR A 11E)
BOOLNTZ, EERAERERIIBE LN oT0, XA XY A U FROLER ST A —H TR
[ZRE & 72 BTG Diie oo, MIEFEMIRA, A LR, BEERRE &K ORRA
HETYH, AFNCBHET 2 BRI E 72 2ZETRD e o7,

3) BHEEFIRANRSHER (HERES92105) 2

SME RSB A 1661 2565 & L, A#FI10, 25, 50/ *100umol/kg (F#F461) % IEEH
T CHEEIRNE G LTz, ZO/RR, AROZBEMEIZRG TH Y, BRRA (KPR,
BEE RRA, JRRAESE) OB ICAFICER T 2EKRMICHEE 25 E#IRO 0T, A
EEDLRB L 2otz o, AAOEKEHEIZ XLV EH SN MFIROMRIEG I 5155
FR 2 TG BRAG X 0 Hele L7245 5. 50pmol/kg £ T A &EICB W CHEKRIFER 2 558
FEDHIRAFED H L7223, 100pmol/kg TlE, Il CRALFENRIZ L HEF H O TR D b
ZEND, BEETHD EB LN, FIRTOEBEREORHIX., TXTOHAELE D
AFN 514 20 MLl Bl 7= 0 386 BTz,

E o AR OAGRHE130.1mL/kg (25nmol/kg) TH D

Q) AE RGERFRAER

DERNE IHE GLEBRESD356)

S 2 35 B AR NBE LTI 2 55102, AHFI12.5, 25K O50umol/kg % Hi[AERIRN & G- L
72 & X OFFMRIM A IC R Téﬁ@%E\EU IARBNOFIE R O ERFT 5 BT,

%ﬁ%iﬂﬁW%M#E@ﬁiﬁﬁﬁ%%%mbko%@%%\igﬁﬁﬁﬁfﬁérﬁ%
2k p2lWRe O EYEORRARHE ) (ZOW T, SHEMOAF1386.0%~93.0% %~ L, 3
ﬁ%ﬁﬁuﬁ#%ﬁ%#iﬁ%ﬂﬁﬁot —F. BIVGHECTH 2 TERFIZEB T DT &5
BHay FT7 AR IZBWT, 12.5pmol/kgiI25pmol/kgll EOAE L R TAR+TH D =
EMNIRIBE L, 25K O50pmol/kg TIXIEREE O FREN RS NT=, £72. BIOBIKEEAECTH
% THFMRAB IS 31T 2 N OB £ » OFHl) (23T, 50pmol/kgx b TIEIES N IESE 23

AT D IERI R — RO b,



ARICEY S1EHE

2) BN EE MHEERER (FRERFESC051) O
RIS METR BAAE S 7= g 221061 % KP4, AAI12.5, 25% O'50pmol/kg % i[RI F#ARN £
H LTz & &0 WH A IME R VLML T+ 5 HRY T, St FEEA L —HERAE
RERBRAEEM L=, ZOME, TEFMEEH CH DL W2 EDOZE) 2o\ T, SHE

HofHR (1

DWrOMEEE ] Om L2 TR XiE T L] SHE ST BE OEIE)

1354.1%~60.0% %7~ L, SHEMBICHEFAEZITA N2 o T,

3) FreE MHHEAER (FRERFESD'058) ©
FRIFMENTR B FE S N7 BB 169614 %512, AHI3. 6. 12.5K% U'25pmol/kg % HiEIFH RN
Bh LTz & & OBMMANER a2 i« 2 BT, 78R (EBERRER) %
s SR AR 2 b —E S &R E B BRI & e L 7o, £ ofER. FEFMIEE Th
D TRBOMEE] SHENRNT21ELm L, T2BomMEE] oz ( TRERm L)
i TFELWwa R L ENTEEOES) 1T, 12.5% U25umol/kghf T 7 AR & ORIC
HEENRO b,

T AR OAZEHE130.1mL/kg (25pmol/kg) Th 5

(4) #REEAIEAER

1) Bxh RIS ER
1. EAEMAALLEEGER (58%300820) 7

H Ay

BRI & 55 = & ABERUTEEDIL S B AT, A ]
BRIRIAR 71 & 5 EREMRIBRE O A AME (FHLO R R O OBR) RO
AR TN

T YA

Zhtigx LA, HEEMR, HEGHMRIER, s-CTEEKL DT = /LEF T ZEH
MRIH 4 % it & U 72PN b

PIE

(R EMERRE 295 2 & BB I bi 5 B
M T BERRAT RF SEE 15 141, 2 SR % G2 4E [ 17845

W e O 27
B Y

PRI EMSRE W EETy) 26T 585 T, GEMRIRE O T/E
BV | P ORAEEMRIURA ORI 3% 41H LN IZs-CTO e T E 2 &
D AT FEM LB, BEIL REEMRIM A 61 M LA X EL3~6 %
AUNIZ, &5 COEHE S-S EERE (Standard of Reference @ SOR)
WA &)=,

kB 7 1k

AFI25pmol/kg RN & G-l OMRI & . 2 — Ri&EE Al (300~320mgl/mL)
\Z & 25 CT T O B HBE K OYREREERIREIZ DWCTREPN IR L7z, A 2hiE:
(CRE 2 EEATMEL, BRTHELNEG Y Y NEEESLLIZE HHW
BHEERERICKT L TERILSNTSMEO T T, ML L7238 0FHEIC LY 3
it A7,

LR IE H

& B L BUE LI=SORIC & U HEiR & U7 U HeS < B O RV,
BLERIOSOR & —EE

B AT 2R H

PRI U D R B, R ARSI T 2 B IR 0D R B B OV 52
& TR 3 P B <R K OV S FE 55

2 ERTATRIE F

AEFS, BIRRE, A ZY A o0 BERRA




ARICEY S1EHE

OFEMEDRER
B EE5HfEE B
<AmEBRHAE>

JTOIBRER DI B2 Wr & FRAFNT O B E R O A G o, XIITERER FCT (CTA) | %
BRMEMIRIESE FCT (CTAP) M UONEBIMRIRA Z A& - 2F O R AZSORE LT,
AR ORREE 2 R L72 A R, AHFIo TGl - %RMRI] T Ts-CTJ (2 He~iam ok

EAER LT,
JEHAR N 31 DI (— BRI R BACH2)
AFBEG-AT - %MRI s-CT
M lEl 66.2% (227/343) 60.6% (208/343)
e E2 67.1% (233/347) 63.1% (219/347)
PeaclE3 69.1% (235/340) 57.6% (196/340)
AP ) 67.5% 60.5%

%1 : SORE —F L7z ¥ T S 7= R ik
X2 JEER O SORDIATHEESL

BIRBIIRHT & LT, BEAERSORIZIN Z T = LEF 3 F A EEMRIA i S 4L 7= 4y 4£

(7 = VE X7 AfRNTERM, 1961, 290 ) 2 X5, FHEMmHOBEIZSWT, &5
Al - #MRI) & 72X 07 AEEMRI KON [7 2V EX 07 RAEEMRI+s-CT) &
DA EfE LA, THEER - ZMRI) OREXHREELI~3TETNET10.828
(24/29) . 0.759 (22/29) . 0.724 (21/29) THVH ., [Tz LEXT T RAEELMRI] TD
0.586 (17/29) . 0.690 (20/29) . 0.690 (20/29) &l L CHETEL., [Z=rTXT T
ZYEEMRI+s-CT) TOZHFN0.759 (22/29) . 0.793 (23/29) . 0.759 (22/29) & b
LClRfEETH -T2,

<AEHAEE (BHIZEEE) >

IR DOSOR E L7z, JWELZWr & 5 WIXCTAR NCTAPE M AG OE /R (FFHiaE) |
BRI (2 OMOIFEMEIEE) | WEZ R UIEGZEEOR R (RYEEE) &8 212,
JREEER] REX A7) NSORE —FH LIk 2RH LR, T 541 - #MRI) & Ts
CT)] OFRIZFEMETH - 72, SORDIIFEOWNRIL, FtEIC LY FFHIIEESS~86%.
W6 %, D 5 3%, MRIERRREZRS %M T -7,

FRESER] (RZEHX A7) MNSORE —E LI-H=%
(— B3 B3 B0 )

AHIP H-RiT - %MRI s-CT
B EL 50.6% (159/314) 49.0% (154/314)
A E2 59.7% (190/318) 57.2% (182/318)
FEaclE3 60.1% (187/311) 52.7% (164/311)
BeR B ) 56.8% 53.0%

1 $ERIDOSORDKNE HEL



ARICEY S1EHE

W& REFEIE B

<FERBRBICET5BEMERE>

FFEIRER DA A2 . WP ORAEIC L v Sz, FEBRHICET 5SORTIX
SNl L EFR Lo, BIBMERENELL BN S e B EIL, [R50 - #
MRI] TiE Ts-CT) (2, FEElEL (56% vs 54%) KU IE2 (54% vs 53%) TidiE
FEFRERCTH 7o, FYE (42% vs 38%) KU ES (49% vs 37%) Tids-CTL Y H%
WAER L 7o 77,

<HEBRUEICBETIREBZNOBRERVIFEE>

AR I DI & LT, ERMEIE B & OMA R LR B D JE ~5 BRI k9~ 2 B RGHE B
DIEFEID LR EZRBIEINCE I L2 0fE R, T 5087 « ##MRI) OREIL [#50
MRIJ) £V bE< (HYEFATO.1897, i E34IC L DA T0.125~0.2287) | s
CT) &L Th, [#5AHT - MRl OREEOHTNE N7 Y EFEGT0.0667, #t
WIERHMET0.018~0.0917) , /NEVVHE (FB2310mmbl F, L TO10mm%Z # 2 20mmbL )
WL TH, HYEFMEOHEESLICL DRI b, 5T - %MRI 1% [s-CT) X
DHEWVEEEZR LT GEE3L O T, 10mmbL FO%FH T130.042~0.1457%, 10mm
Z i 2. 20mmPL T OFFE T130.028~0.1147%)

RAIER O RFREEICOW T, Y EFI L O EESAICL 25 S b [s-CT) Tk, [#
Bl » %BMRI) AZHAFE T EVRRRE AR Uiz, [EREEMEEAL & L T8 Xk 2 AV ChR L
ToHEREE . FHRYERET0.0397E, FEIES4AIC X D EHET0.029~0.0537, EfAMEHAL & L
THATIXI (F72bb, R T, I+, IV, VI+VI, V+VI) ZHWCEH LZERET
b, FERRORERBE L]

<HREXTEREIEICRERVEEE>

P (72bb, BRI, T+, IV, VI+VI, V-+VI) K OW8HE X4 29 HEAL & LT,
FNEIVREE RO R 2B Uie, KK - diXKIRNIC D72 < & S EOIREBIFET 5
WIS T, ZNHOEEREM Lz, T ORE, 824 EFM & OFEES34 1 X 5Tl &
b R OVE IR DR X, T G-AT - %#MRI) Tix MEERIMRI K0 b@Ehroie,

[s-CTJ) LbEZ L TH, HYEFM L O ESS T4 OFHE T, [ 5HT - MRl OF
P, TR K OV X & & @ WV Ao L7e (BRI« FHY R R4 C0.041 7, RiE244 O
P C0.059 K TM0.07978, IFXIEK T b [AEROFERAZ G HNT) o

H KIS D R, Y EFM A G ESAIC L DML &, [s-CT) & T 5
A« %MRI) B TlEE A EEITRO N7z (Y EFAMTIE s-CT) 30.013%& < .

FREL R OFRIESIC L 5 TIE,  Ts-CT) 2BEF10.0078 0.020/E WiEHR L 7257,
—J. BE2C X DI TCIE.  THEERT - BMRIL D 230.0045 W RFREAZ R L)

QZBEMDIER
BITEAAS, 17TFNC210: GRS, B GEL O OV 5 FE4 2, WL EISE, mart, T,
FEIMEO E V., B, E ER BRE BB, DNR, BifERED ., s, T
Z—EBHM, harRTTAF U, KO e ha s B RE ) FEELLT,



ARICEY S1EHE

2. BRINSE MAREAER (ABRE™129) ©

H B ESITESEOIFREZET 5 2 & BB DN D B XM, AHA
RN S (25umol/kg) 12 & 2 BRFEMERE B o 2 B3 % & MR
B OB ZINE R O 2D

BT A Zhaax dLlF, FEEM, BHRIMRIE & O's-CTE{% & kTR & L 72 BEN bLig

POE B SOTEMEOFRA 269 5 2 & 0B TEe b 5 BE
BNWEEEFRAT X G 13161, 22 MEfRHT o G4 [ 16245

W N O TEE R |FrEMIRE (6ER]) NI —F o Ds-CT. AHFF 581 Kk O 5 %FMRLE O

HeRLYE TG FHE S T B

BRIk $%m??wg%@%WW&5\ﬁ%ﬁm%ﬁéﬁﬁﬁmﬁLkﬁ%@ﬁ%Em
X0 EhE

F R H B IRAIEOTR R HEE T4 2 BE T L DR

AR EEAG I H JHFKI L~ COMRBO AT D MEEE., MR O BEMEEN, WRZ A
ALY ik

Erge X2 i BEFEG, ANV A v HPRE, R

HH

OBEDMHEOHER

B> EFHEIER

FHEIHEEE OFMTE LT, TERGET - ##MRIL) &, [E5HIMRL O ERHEEORKE
i Lok, TRG-ATMRI kv & T#57 - %MRI] TEEED S < 72 DM 13 % 7ese
BRI TR0 B iLTe, RN TR - T2 #ERE O 5 H68~75% T, [HEA] - %MRI]
i3 TEERIMRL ICHARTREERE, T7205, SORE O—EREOEA R E -7,
TEFHIE A ORIRAENT & LT, HYEROFEEEFMICISN T, £ OMORATE DR HE R
HEEDIREE 2 el U7z, M EFE T, & E%MRI] 2 T#&5AIMRI] KO [s-CTJ 12
HARTREERE N Tz, S EIMET ME5AMRL & 5 #MRL Mg L7-F5%R. 34
o4 DR ET [HGAIMRL & [HE5#MRI] ORBEICENRD BN, £72. [&5%
MRI] & Ts-CT) & DHEITIE, 34 1240 DFEIE TREN R > THEF O 4L, BT T
H#%MRI O NEEN & -T2,

HFEEZE . AFEEZE LIS D OV E AMERT R BT K O e 2 A4 2 B8EIC>nTxh
LAV SR AAT 22 5 hi L 72 . RS ERHAE TIIAAIR G%. 2 6 O KM TSORIC
—HT DR OB ERD bz, BEERMI T, HEET - BMRI) RO TH54%
MRI| TRFEEDOHEMDBFED v, CFEAMITRE, BN X O O 845 Tid—
BOR BB LTz,



ARICEY S1EHE

WEREHEE B

<HRELANILTOREOHEICET IBRERVRFEE>

FH24 PE AR 23\ T IS L~ T O R O A BB B9 2 IR R OV 5187 2 B L 7o A 2R

[# 5 - MR RO (5 %MRL ORIl TIXEERS B L, SRENDFNET L
o ZRERBEDORRENHEESH R THHELNL,

<REDREMEER >

P ERHECIE L <M, DS mBOR ST, THRE5H%MRI (82%) 2ofdik
[ M&GRIMRI)  (74%) KO [s-CT) (71%) 1 £V b@EoT, BEEHMETEL <M
. S SIREOEIGIE, THREGHEMRI) KO TH5AT - %MRI) 23 THEGATMRI] &
O Ts-CTJ (ZHA~TE L Y EFHMEOMRNE T DT,

<FEZA TDOHER>

Y EFHHICB W TIE L B, #ERZK s oE a1, [H5%MRL (78%) 2
(B H-RIMRI) (69%) KON [s-CT]  (67%) &b~@nolz, BEFHMITIE, EL KR
. @Rk SR EOESIE, [H5%MRI KO T# 547 - MRl Thb <,
[ 5RMRI) %O [s-CT) X0t ER-> T,

QR&MDRER

BITEM 23 1830F (L3, MAFYER2PE, TESTEAAR, B LS, B, IZE, ek, BR%
G, EBATIR OSRRRE A 1R B b,



ARICEY S1EHE

3. KEFEIARER GRERF160) 9

H Y BYESUTEMEOIT AL 2 AT 5 2 L BBER TR DI 5 B 5 RIS, KAl
HREIRABS (26pmolkg) 12 3 2 IRIBMEATE B Ok HIZBE 3 % i MR IR
A DOZWHIA N K OV MO T

REBRT YA | BHiax L, EER, K5RIMRIEG K O's-CTHIG 2 5 i & U7 BEPT ik

PSES BAESUTENMEDOIFRAE 292 Z & BB X I3EEbh 5 B3
AN IE L BN R AR 131451, 2 e VERENT & SR 169151

DR OFEZ  (FrE I (6 ) NIZL—F > Ds-CT, AHIE G O 5% FMRIE O

PR T AR ANGHE S Tz

AR 77 15 AAI25pmol/kg BLRIFFARN 5 G- A ZIEIC B9 2 Ml AL L 7234 DFEHIEIC
IUES

EEEHIE B RRANE ORI BT 5 BH T & ORE

IR AT ZH H JIF RIS L~V C O HE R O AT BT B9 2 R K OVRRSR L, B oD RSB 1)
WA Z A T DRI

%é@ﬂﬁ AEFRR, A ZNT A BPHRA, AR

HH

OEMNEDRER

W EMIE B

FERHE B O FEfT & LT,

MG« #MRI) &, TH5-RIMRI] OB HEE DK

(BADFHE) 2 LI ZA, SBHWVWTHOFHEETY [H5H - BMRL OKE D)

< IR DEMDBFEO DI, BERWE TRRSTHBED S BT1~TT%I2B VT,

ERees

AT« MRI 13 T5ATMRI) (SN TREDN m <, —E0RBOFIER LY @mi-oTo,
THEFHLE H ORIRAENT & LT, HBEMHE & OB EIC BN T, X TOREED

J7 B AR HRE DI E 2 Fhie L7z, #84 EEFA T,
O Ts-CTJ ([ZHARTHENA TV,
IZHAR TR o T,
FORERN A= TH o TIEFI O T,

M5 %MRIL) OREN THERIMRI K&
POPERMECIL,  THREGHMRI ORET [ 5FTMRI)
[#e5#%MRI) U T 587 - #%#MRI) % [s-CT) &bl L7zfs5g,
[ 5-#%MRI) i T#557 - %MRI) D

ERENEWV DI RERD, TRENFRER ICBWTRLIT,
TR VET R B DR SR HAfRAT ORGSR G EFHN TIIAAIR G, — B0 B OHEIMAEE

O BT,
GilabSIANEN
7~

E- =
857

MGl - %MRL) KO0 TH5%MRI) TRFRE O —HORBEEOHEMA Ao

ERl T, AP, OVE AMERTRE R ORI R 2 A3 5 BB O o



ARICEY S1EHE

WEREHEE B

<HRELANILTOREOHEICET IBRERVRFEE>

FH24 PE AR 23\ T IS L~ T O R O A BB B9 2 IR R OV 5187 2 B L 7o A 2R

[# 5T - %MRL RO (5 %MRL TSRS EF L, SRESDTMETF L, 2
N RO RV TR IESL 2B THR LN,

<REDREMEER >

HYEFHE T, —E L, ELSpBEINEHREORGIE, THREEMRL  (74%) 2 kb
ATMRI)  (66%) MO [s-CT) (68%) XV b@holz, FigEHlic, —& L., IEL%
H SN HEORIGIE, THREEMRI) KO TG - #MRI) 2k b&E<, HSEIMRIY
KO Ts-CT) OWFnaHniga Lo b kRl | B EM O/ RO B T b,

<REZA TDOHER>

Y EFMICB VT, —F L, ELJENRZEsnmERoB &L, [HRE5%MRI (71%)
2 [s-CT) (66%) KON [EHEIMRI]  (63%) E~_@noiz, mwlEaiic, —8 L,
ELERRZE S oS, T#E%EMRL KO #4547 - MRl TRbE <.
[ 5RIMRI] &Y [s-CT] oWz AW=Hak b Eiloiz,

QR&MDRER

BITEM 251061 C16fF (MERLR3M:, Sm2E, FRRINEEME DI, 2T, BiE, SRR
P, BZa, AEDRE. TR, EABAAUS, RIS 1) 380 b,



ARICEY S1EHE

4. B mAREHER (F(BR012387) 10

El:b) BYEITEMORBMEIFREZ AT 25 2 L BRI D BE 255
(2 AFNEEEIRNZ S (25pmol/kg) (2 X 0 RO SERIZZKTH A INA I )
AR A Z LN TE B0 E D ORI K O e O

AERT Y1 ZhiakdilF, FEER. BHAMMRIEE % O's-CTHi#g 2 5t i & U 7= BEN Feif

pSES B SOTEMEORFER A 2695 Z & BEER X 3Eebi b B
B T AR R SR EE [ 18201, 22 M FRHT R S EE 1231151

D R O TR, (REMEFRE (B SOIEN) 28595 2 E0BEMmXisEbn s B850 9

EER ALY B, AT ESRE (6 NIcL—F D “FAMEDs-CT. A N AE & 551 &%
OG- % FMRIZS 8 S Tz R,
BEEIL, MRIBRAE D2 ~12% ARl FEROX A 712X 5) IIMRIKE
%35 HUWIZ—RIZRO L SORBRE L T R ide 2o & L
776

BT AF25pmol/kg HE[RIEH RN G-, AWM D Fese L, JSE L7=34 DOFiwE
(ZE WMRIA S ¥ > OEEELYE ~ &2 FHWTIHERG L7z,

TR TE B FHYEE R K O EEIC L 0 TR X A 78 IE L < SR S 72 TR B )
DOEE

BTG E SRR FE DI - FRELEE - R

22 VEREAM HERR, A XA v, BERA, BRRAE, OER, LY XA

HAH

OFDHEDHER

WmIEETMER

FEEHEIE A O T TH 5. FMEFMEICIB T EEZ A ZHIE L < ER S 706 5
DEIGIE,  THGHT - #MRI] T89% (SORTIHAF S N 7-iiH259MH 1230H) Th-o7=, =
i TEHRIMRL) IS TRE Y A 7N IE LR S i=81E (80%., SORTIHEIES 7=k
2591E FH208(H) (R THEICEI 7= (p=0.0002 ; McNemarki &) . FisEiHIZIB

T, DRES A THIE L BRI SRR ORI,

MRIJ (ZHANTRERESAEATEP 72 (BHEEL 1 67% vs. 51%., #isE2 : 76% vs. 59%.

(B 5« #MRI) Tix [#%&5-qi

FiaeE3 : 58% vs. 53%) .

LA B ORI & LT,

HEZ A THNIELEM SRR oRleEx TKRE

Al « %MRI] & [s-CT) & T L7z, HYEFMEICIHWT DRESY A 7HIEL <ERSh

7-IR ) DOEEIT,

[ H-Ri « MRI) T89% (SOR THEFE X 3L7-9p it 2521 H1224fF) T

HY. [sCT) D80% (252 F201fH) ITH_TEMN- T2, HEEHMIICENTE, R
2 ATHIELEN SR oFEIX, AT - %MRI] 23 [s-CT) IZHEXTHFE
HEETE M-I (FEIEL : 68% vs. 58%. mtaglE2 1 T7% vs. 64%. wisl=3 : 58% vs.

55%) ., =BT,

PO ERHMIE CIE. TRAEZ A TRIEL @RI SHIRE] oflgz 144

73 v 7 MRI& % 5:2070% OMRIOAM A G HOE ( THEG#MRI) ) | & [EEGRIMRI) &0

Fﬁ‘iv(“tt$§z L/fz.o
E3X B TEN-oT- GEEEL : 68% vs. 51%. FiE2 : 73% vs. 59%. #ite

(ZHATRER

M H5H%MRI (CTRESY A 7R ELEN S -BEIE, TH&5ATMRI

£3 : 59% vs. 53%) .




ARICEY S1EHE

W E|REHEIE B

<RENEORE - BFEE -RBE>

Y I T, WEO BEEENORE, FREROREIN TS, [ 50 - MR

(94~95%) 28 T#ERHIMRI]  (87~92%) KO Ts-CTJ (90~92%) IZHATEN-oT,
ABIE R OMAREPEDEISIE, TG - %MRI) 2% [#5-81MRI) X% Ts-CT) (ZHE~_TIK
MoTm,

DRI CIX, FE O BIEMEN OB, FREROREEIL, [#587 - #MRL 23 [#
HRIMRIL) ([Zh_TEMoTe, £, BE, FFREXROCEEOEIL, [H5%MRI 2 [§
HHIMRL) (ZHA_THIZE N -T2, 6, T 541 - ##MRI) & [s-CT) IZB T 2HEHED
BV O, RrBRE R OREEIZ DWW T, EEITFRIESL T24 T [s-CT) 0FBNE L,
RS R O Cld, 3ARE T T HRT - #MRI 2 [s-CT) IZH_RTERN-T,

QREMDIER
RITER S THIC 8IS S, BERWLPEETH T,



ARICEY S1EHE

5 RKEF MAER (518.014763) 11

El:b) BYEITEMORBMEIFREZ AT 25 2 L BRI D BE 255
(2 AFNEEEIRNZ S (25pmol/kg) (2 X 0 RO SERIZZKTH A INA I )
AR A Z LN TE B0 E D ORI K O e O

AERT Y1 s ILE, FEEMR. H5RIMRIEE K Ns-CTH[{E %2 %l & U 7= BEN g

pSES B SOTEMEORFER A 2695 Z & BEER X 3Eebi b B
B T R R REE A 1TTH ., 22 M fRHT %F S 4E [ 235151

D R O TR, (REMEFRE (B SOIEN) 28595 2 E0BEMmXisEbn s B850 9

EER ALY B AT ESRE (6 NI —F >0 “FAMEDs-CT. AHIH 551 % O 5
BATMRIAS 3HE S LU - B,
BEEIL, MRIBRAE D2 ~12% ARl FEROX A 712X 5) IIMRIKE
%35 HUWIZ—RICRO L ZSORBE L= T R ide b 2nbo & L
776

BT AF25pmol/kg HE[RIEH RN G-, AWM D Fese L, JSE L7=34 DOFiwE
(ZE WMRIA S ¥ > OEEELYE ~ &2 FHWTIHERG L7z,

TR TE B FHYEE R K O EEIC L 0 TR X A 78 IE L < SR S 72 TR B )
DOEE

BTG E SRR FE DI - FRELEE - R

22 VEREAM HERR, A XA v, BERA, BRRAE, OER, LY XA

HAH

OFDHEDHER

WmIEETMER

FEFMER O TH 5, FHYEFRICB T RE X A 7IE L < 8RS 7298 3
OEGIE, THERT - BMRI] 7396% (FEiE SN2 H269H FH257) TH 72, Zhit
[P 5RTMRI) B4 HEM A2 W CTRZEZ A 7HIE L ERNSHZEE (84%., EIFESNT-HF
H269fH H227M) (TR THEIZHE -7 (p=0.0002 ; McNemarfi &) . #isEa iz

WTh, [ELSWEZ A Fn@ER S NIomE] OFIEIE,

M58 « %MRI 1% #5810

MRI] ([CHARTED -T2 (GEEL : 61% vs. 60%., FiatE2 1 T6%vs. 656%., FEE 3 67%

vs. 48%)

LA B ORI & LT,

HEZ A THNIELENSHIRE] oRleEx TKRE

Al « %#MRI] & [s-CT) & T L7z, HYEFMEICIHWT DRESY A 7HRIEL ER S

IR E) DOEEIT,

[ H-Rif - MRI] T96% (SOR THEFE X L7926 1 H1250f#) T

Hv. [sCT) D8% (2611 T222M#) ITHA_TEMN-T-, BEEHMIICE N TIL, R

A TNIE L ER SR OEEIX.,
FERIEL  62% vs. BT%. #estlE2 1 TT% vs. 16%. #tilE3 1 66% vs. 64%) .

A= Rrd el (

M H-H1 - %MRI) 23 Ts-CTJ (ZHA_THT 0




ARICEY S1EHE

W E|REHEIE B
<RENEORE - BFEE -RBE>
PRSI T, WEO BEMEEN ORE, FRREROREIN TS, [# 50 - MR
(96~99%) 78 [#&E-RIMRI] (90~92%) K Us-CT (89%) IZtb~_TEhoTe, 1AM
R OMBREMEOEIS X, THERT - MR 28 THEERIMRI U Ts-CTJ IZHA_TEN - 72,
DR ERHE T, WER O BRI OREOMIZ, TEHT - %#MRI) 2 [ E5FIMRI) (12
R CEREE24 TEd o T, FREE R OREECIL, 8501 - %#MRL 2Ai#E24 < &
HRIMRI) & [AMESUIEERL L 72 fEE2 R L, 3iE 14 Tk TR GAMRL IR TE» o 72,
(e 5%MRL & [HGRIMRL) Z kbl L7 kb5, S, RREROREICEAL T, 2
N E24 ., 24, 34T EHE#ZMRL OFREWMEL o7, &6, [HHwT - %
MRIJ & Ts-CT) %Ml U7ofER, B, FRREROWEEICE L TiX, TNENGEE24,
244 B R34 C THeHRT « MR O @EVME E 725 7=,

Q% 2MDHER
BIERNT1261IC 14058 S, 209 H1fFE (B) (TEETH 7203, L OMITEE T
MEETH o7z,

2) REHHB
VAR L



V. aRICEI SIEE

(5)

(6)’a

BE - RERNER

REERRL

BRAIER

D ERAERE (—RERKRRE. ﬁiﬁﬁ&ﬁmﬁ ERARAELLEERE) |
BERTRT —FIN—RAHAE. BERTERERABRONR
| ERARERE (BT) 2

H 1 AFNIORIMOBIER ORI, AR T CORIERORAR O, 724
PEUIANMEFICE B L 525 LB DN ERIZONWTHET L Z &
A e A 7=
JiE 14K 203001 (FAZ T EIEF152200041)
FikcilnEs FHAHIRH] - 2008%-1H ~20104:12 7, BIZEHIMH - AAEG®ZTAE £ T
e A LA BIERAMER, M8y RIT T RK 75
AME © TERN RO E TGS
F= 7 A S 7 Xl R e @@%ﬁiw%ﬁfﬁﬁéh BIERRBHIL3.4% (67/1995

Bl ThHv ., KREEE TORBKRRIC fémﬁﬁﬁﬁ44%6wwwﬁ
Bl EHARTE L T e o7z, [ VLS. BIfERH— %J(P%S&?wﬂ
HME - SRR ORERME ( [ERICX vk kE<mELEz) .
bkl . IemELz) \FﬁibﬁﬂotJ\FﬁTLtJ@%&
B, RO THIETE7 ) TRl 11X, THETET ) & SNER ZBR<
198241 THF S A7z, umﬁﬁfFﬁ% rovzZWreii k&< mELT] &
W T kL7 EFHl SN IEGZ G E L, BBOREEZBIRE L
THH U7ZRERIE83.2% (1649/1982(5]) TH o7, EHIROBAETMME R
EDOFREL L-ENEDMAKKRKRBR CogRIL, KBHETHD
25umol/kg % G- HET86.0% (49/57#1) TH Y . ANHARERITAGEFE Tl
ONTERRRBR OFE R & K& p@m 3o 7z,




ARICEY S1EHE

2. BLEMRFTREGRGER (RT) 12

H Y

A% 2 9 HEA~ 18 O B 2 5 T A G-Al D FFIEMRI 5 & AF#
HAi2 OFFIEMRIOAE A& DR 2 L L. AFNERIZ L V156728
PWHEROFN 21T 5 & & IR O L 22T 2 Z &

RERT A

% ik SLRIBLE AR

PSES

FEHE RGBT N OISR IS EARFN OB G- %2 1 F - B3 T, LU O A

ANFEREAH 72 LT B

<A ANFENE>

« AFNC & B IEEMRION: i1 CTLER2 5 A %8 2 185 AT

« [RIFMEITRZE T F DEEW D 1= O IZAF 2 AWT-MRIZ 3% F -6 D
BT — 2RI RRE Ch D Z &

cHIWNET — 2 BNFHl A RECTH D Z & GEEATE OMRIEE N FEATHETH
5HZL)

KEG1E

BeaRBEB2H (HARNI2B]ZETe, FROWER : 25 HB~25% L T 1441, 2
R~ 1255 L F 2501, 125%H ~ 1855 AT 13141)
LN FRNT X G552 A IR k545151451

AR 7 1A

AAN25pmol/ kg HLIFIF RN G-, AMED R EaMhi L, A7 U734 DFeE
(2 Z D MRIA v > OEE(ER LY > b &2 W TER LT

LRI IE H

e - BIER

AOME - EEATER M OGE & i LT, BRI OBGLZMEAE DT
GalsBmawiE e ORI EoZ e, TERBEOUZROMHOSE, =
BIRED/NNy 7 770 FIZHT L3 87 A Mo b, BEEREORE S
DAL, RN ORES A7) IZBET DHHROLIL) MG LT EE OFl

AN
=

EERAS

L L REMERRAT R R OWT B W T HREWER TR b/ o7z,
HEWE BRI OMAGDOEEGE TIE, EZaimEe & ik L T86.3%
(44/5141) TEMZWIEMIE DIV, KAIOAIEDRFHER S, BINZ2
Wrig i O NFIL, 70.6% (36/6141) T3 T B 0% O Hi H Dok,
78.4% (40/510)) CTEEIFE DO Ny 7 7T RICkdTDHa v A D
M k. 76.5% (39/61%1) THIHEER] (FEX A7) IZHETLEROE(ILTH

ST,

) ARBFHE L TERTFENAERIIER L-HE - HEBROBE

A% LR

(7) Z Dt
AR L




VI.

EHERE(CRHI SHE

. REZNCEESH DHILEYRITLEYME

TV HNVKR T BN R =0 A RIEE
EE  BEO L ILEWOREE - WRFIL, BFORMNCELERRTLHZ L,

. EBE/ER
(1) YEREML - fERKF

7l

AEIHOH RY =0 hA A (GA3) I TEHEMZ R 720, BRIRHZRIZ W TOKRR

(7m b)) Ozt L, EMEHZEN T2, ZOORCTIEFAMREG ET= b
7 A R DMEIRT 213919, AFNIMAE L OCHIERBIC M T 5720 TR, = FFR o ovik
PR DT DTN I ZFEND, 27D, ITHKMREZ H LD 2 WIERA L TUHRUVE
RBlggsnd., IWERELHERLOa L M T 2 RRHERT 519,

(2) ERhE R T HAEBRBAE

<in vitro iRBR>

AR OF LKL T HGA-EOB-DTPAIL, Ko, 7a h o OTUER OT2MEIZRT L. 4
FXoF "X 7V v (GA-DTPA) LV HiWEMIREZ L7263, T748b5, Gd-EOB-
DTPAD#EFE (RUEF L UR2HE) 1ZGAd-DTPAL Y & @M A =T, F7-. 2FIEO RS

] (0.47TKU2.0T) T, mEh TofmMmE (RUE) ISETRONMRN-T216,

54 0.47T 2.0T
P A (RUE) [#EFEE (R2ME) | (RUE) [#EFE (R2fH)
Gd-EOB-DTPA (i) 82+0.5 8.6+ 0.6 8.1+0.1 11.6 £ 0.1
Gd-DTPA* (1f ) 49+0.1 5.7+0.2 5.3+ 0.0 6.8+ 0.2
Gd-EOB-DTPA (/) 49+0.2 5.7+0.2 6.6+ 0.0 7.7+0.0
Gd-DTPA* (/kH) 3.7+0.0 41+0.0 3.7+0.0 45+0.1

X v 7R E A NMEI20205E3 H 31 H CEEAMAEAESFRT

(3) fE A TRIFRE - Frishrlal

A E R L

S + FEAHER 7 (sec™! + (mmol/L) 1)




VIL EYEREICET SRR

1. MAREDHR
(M BRELEDGLPEE
MR L

(2) ERPRER THERR S M f= I iR
HARNBERRRR AL 1 (641) ([TAH0.1mL/kgZ HIFFFIRNIE G- Lizs &, ARV =0 A (Gd)
EARME T 2N B A LD, (il  ofH0. 1R, BFA1.31FH])

500
400 f Rl e
300 |

200

1 37 hRAE ( 1 mol/L)

L 3

1% 5 & B f (R F))

(3) thEH
LR L

D EE - HREOEZE
EERR L

2. EMEERINSA—4
(1) BT &

2L~ KA NET L

(2) AR FE 3
AR L

(3) R EE TR
MR L

BHoIVTIUR
216+39mL/min (25umol/kg. kR N5 164 )

B) P BETRE
0.29+0.03L/kg (25pumol/kg. fERERE A B F644)

(6) £ it
BB L



VIL EYEREICET SRR

3. B&E (KEal—>ay) @i
(1) BB 1735
KPR L

(2185 4 — S EHER
AR L

4. MRYR
MG EE L

5. 9%
(1) Mm% — R B P @@ %
U L

(2) Ifn % —RE#E BE P F @ 14
MR L
<HBE>
153Gd-EOB-DTPA (100umol/kg) #4LHRZ v MCEIRINEES- L. & 51043, 1EERH, 3WFfE.
24 ] e DMA8IF ] #% OB ARk R O HBURRBIR EE 2 E Lz, T OfER. BIROMS R E TS
103 BICREEZ R LTc, £2, BREAOFEKRFORET, REMWMETRED1/100LL FTHh

27218,

Q) Eit~D#iTH
ZEE R L
<HE>
153Gd-EOB-DTPA (100pmol/kg) Z#FLH DT v MIFFIRAEK G L. &5 1~4885[##% £ T,
FLIRIZIRIT 2 B T O KL OHEILE T OB EIRE ZHIE L7z, TORER. WTHoRRIZE
WTHFIT P R OFLIEECE OB REIL. &G ED0.1% KM ThH o7, £z, FIRICBIT DT
i Ko OV gk D JECH BE IR HE R IRLLR Tdo - 7218),

(4) BB~ DR ATHE
WAL L

(5) £ DL DB~ DFEITIE
MUEER R L
<BE>
Wisters27 » & (50E) [2153Gd-EOB-DTPA (50pmol/kg) # #f kNG L. fidgsds L O%LER+
DR REREFE & P 515557 10 & T2 £ CHIE L7z, Z OfER. Gd-EOB-DTPAD Jiitigzs T &
LR & B CIX, thoWTnolfize L0 bEmWENRBIREZ R~ Lo, 7od, BH5ZIRFRIDIRE,
FlEE s & OV g LA O ligidls D Kt BB IR BE 120 IAR T L7e, L7223 > CTGd-EOB-DTPAIX, AT
il X OB B B IRMIZ 09D 2 & AR & iz19),



VIL EYEREICET SRR

(6) MIRERFES I
in vitro AR & LT, A&l (10~100pmol/kg) #5421 5L 2D fixm A IRE (0.10~
0.88mmol/L., #5-2553%) #%%1Z. 0.01~1.0mmol/LOGd-EOB-DTPA & & h#E4# o /37
& DfEG ORRFEZ R AIMIEIC K - THIE L7z, #I80kD L W KEWSFEZHERT DR T 4 X
DOIEZ RN TARAZ G MEEZ A L, o7 EFEE LT RWIEME SBEL, X 237 fE
BHRELPE LR, 7.7~9.1%DFiFH TH - 7219,

6. {1t
(1) FCBIERAL B UM R R

AH| (50pmol/kg K (N 100pmol/kg) % #&5- L7 f@fenk A (% ERESH) o mig (¥ 5-40.58F
M) KOWR (#5144 0~205H KL O d~65H) /7B OHPLC/HTIZ B W TREMITER D B 7a s
> 7720)

<HBE>

153Gd-EOB-DTPA (0.5mmol/kg) Z#F5-Shi=7 » ~ (3IL) DR LK ONEHFEZHPLC L)
BRDEEFEICLVRE LR, REIERD oo tz, 7z, 13Gd-EOB-DTPA
(0.25mmol/kg) Z#H G LA X (38H) DREOMAEREZHPLCH#Hr L2, UVatr, B
Z§FE 7 T A~ 7RI HE (ICP-AES) ([ZX5GdDA > T A V&1V, &4 O EENE
Db DR % SR LT kER, WIS g o 7220,

QRMEET 2EE (CYPE) OHTH. H5E
LR L

) NEBBHROERRVTOEE
LR L

) REMDEEDERR ST, FHELE
LR L

7. BE
HARNEEREASL T (64) ICAFOImL/kgZ kNG Lzt &, &EGEHR4BA £ TICHREG L
GADBT% MR, 39% 3 FEHIZ PR S iz,

8. FIURR—EF—IZET HIEH
7y bW RS, GAI-EOB-DTPAIZ AT =4 Uik Y X7 F K (organic anion
transporting polypeptide : OATP) @ 7 /)L — 7 2@ 3 DGR Z 0 U CIFIRNICA S, &
7o MEHHEZ I T = R L X — KT OB T = 4 ik i{k (canalicular multispecific organic
anion transporter : cMOAT) 2385 L Tu\W5,



VI. EYEREICREY HIEE
0. BAHILHREE

10.

11.

WEFOENT M BRI L

W 1B AT
<EsT—% >

K REOBRE (24) 1I2B W T, A#H10.1mL/kg % # AR E 5 L THs 6 1R 2 IEHE T %2
BAMAE L. 3BT T5 2 L1Ick ., EED3M%NBRESNT, £7-. AFITHREH%6HE E
TG BEDB2~62% 2 # i I HE S 17222,

W BB MR« sk L

REDERZHEIHEE
WERREEEDRE FEAT—#)
< i R EE >
FREE DR 72 5 BIEEBF A0 1mL/kgZ BN G- Lo & & MIKET 2 LE L+ 5 HER
BEEEDOD D HBE TIE, BRI X TAUC 0236712 B U, g sl 28 F I T &
L 7-22),

v i AUC 0-00 maﬁ$¥jﬂ¥;ﬁ
FEX T:IZIE‘@ H
sl R pmol-h/mL IRF
E% (N=6) 160 = 20.4 1.76 £ 0.219
HAERE (VLT F= I )T TR
. 30~50mI/%)  (N=6) 237 + 69.0 2.15+ 0.953
HE (N=4) 903 + 275 20.4 + 6.85
SEYE £ FE R =

< HEit >

R REDBRE (24) I2BW T, A#10.1mL/kg Z FIRN L 5- L TH 5 1M 12 ik & &
BHAG L. SIFRBIT T A2 LItk ., BEEO30%NBBESNT, F7-. AFITREEG%6HE
TIZE G B DB52~62% N FH 1 2 P X 7222,

WP RERE EE OMEAT =)

<>

FEFE D 70 2 T H A 45 61 AA 0. 1mL/kg 2 RN G- Lz & & | B R OVh S5 B TR 7

(Child-PughZ3HA K OB) ##& Tld, R ~OPRMEFRIT21% & R A D31% & A~ TED
ST AERITEEOE SR OGN o7, HEFEE (Child-Pughsy i
C) BETITEDT~DOIMRIT6% F TR T L7z, MmiFE Vv AMEH3mg/dLz i 2 72 T
TP PEIERIT0.5%ARTIAXT L, FFREOE AR OHBEI 3580 b iz22,

B sinE OMEAT—4)

R OV ICREE O e\ D mln B s (655 LA B) WONCIE RIS (65 ATH) & 6B AH]
0.1mL/kgZ RN G- L7z & & FEMERBBRE I TR RS TIXAUC 0--029% D L5
BH 7 VT T AD20% DT, A= D 43% DIER T8O 5722,

Z Db
EERRL



VI. 22 (FRLOZFESE) ICBAI SHIEH
1. BERARELTODER
1. &
EELEBEEEOHIEETIEH. AFUZHLEEZFICLIBEUHEEHBRHEEORED) XY
NEFFTEHIENHESINTLNLDT, BEEFOHIBEXIEHRENMETLTWSEZN
DHDHEETIE. +HBEFTSHE, [9.2.1, 922, 11.1.25H#]
[fzai]
HELERESE [RMETPITONL TV IR KRIERE, HEEREKIKASEME (estimated
glomerular filtration rate : eGFR) 7330mL/min/1.73m2A0 D@ MR EE, SR EE] 0 b
HBETIE, T RY =0 LAEZHNC LB HRMEIEORELDO Y 27 N ERT 5 Z L RHE
INTW5D,
2. %

. ERRNBEZTDER
#Z (

=* 2

B (ROBEICEES LGN L)

AFNORSTXIT T RV =07 ZEEAN LiRBUE OBEER O & 25 B#F

(]

ARENOE S SAIAT BV =7 LS ANIK L CBUE DBEER O & 5 88 Tk, ARG LY
BHELQHBEUERDS BT 28N BHL5OTRE LN &,

N

- DRERITHRICEET HERE L ETOEH

[V.2. ShEE I RICBET 2 E ] 2252 L,

. RERUVRAEICEET 5IBEENER

REIN TN

. BEEGEXRTIE L EDEH

8. EELQEXRMIE
8.1 KAIOEHGIZHT-»> Tk, [EXGEEDT LLX—REEIZOWT M2 E1To 2

£ [9.1.2-9.1.550]

8.2 vavr,  TFHFT7 47X —EF0HEERBMEADRET 2BZNNHLDT, KFOFKS
IZHT-->TE, BBLNBEBOHERZITH 2L, Fo, FIRICBW TG L 0 IR ~% A %
W HERMERIER BB RB5. B, MR, MRRES) Abobhd & omEND
DT, BHEHLEFORELZ HSICBETH L, BHEICH LT, EROERSS b
TS BTN EIREFICEE T 2 L 28T o Ll axtina L 52 L, [11.1.1
Z ]

(]

8.1 KB BFEDT LI F—RE 2 AT 2 BECEYSBUE DB D & % BF Tk, —&iZ
RUERBEBLOMREERNEWEEZ X DD, BEICEL UL, [REMEEDOT LY —KE
FIZOWTHR MR 2T ZENEETH D,

82 A HIZ LD ay s, TF7 4 7% —50EEREWERHNHRESN TS, L7en-
T, AFNOFEGIZH 12> T BB RGO S 728885 FTITH 2 &, £7MER TR 5Bt
LD IRFE~ B B %I ERERIER A HE SN T2 0T, B5% LEBHEOREEZ I8
BIDHIENEBETHD,




. &% (EFRLEDIESF) (CEAYTHEE

6. %

IENEREATHBEICHT IR
(D&

9
9

HHE - BEBFOHHEE

1 A6HE - BEREOHLEE

11 —fKEOBEICENES

D ERTe 2 S WS SN DA ERE, HE LRV &,

9.1.2 [REXWEDESE
W ESD 2 S S SN A ERE, 5 Lnw L, HETYvay s, T T4
FTX—NREEINTWS, [8.1, 11.1.1=HK]

9.1.3 ZFUILX—MER. BP. CARBEZRILLTIVTUILX—RKELZET HEFE
[8.1%#]

9.1.4 M. RBICKREZIWMRAR. FUILX—MHEX, S, CARBEFZELOTVWTLIL

X—REZEHTIEE

[8.1% ]
9.1.5 EVBBEDRETEDHHESE
[8.1&% /]

9.1.6 MFAEYILEEMMg/dLEEZDESE
B IR ROBII N A ONTHAE TH o Th, BMEGIE LN &, RANTAEHKT =4
VHEREHEARIC X D FMRICER D IAEND D, UL B U ERATLIEEZIDLND,
[14.1.35 7]

[fizan]

9.1.1 —fRIREDIRE [TV Tk, ARG OFEIC LV EROB(LCRIER TS & OfE
BREENRENEB X HND DT, FRCHEETHGAUIMIIEREG LD &, £, &ER
VERGAICH . BEOREE H IR LN HEEICEET 5 2 &,

9.1.2 KB EOBETIE, oOT R =0 LERZHTYa vy 7 WITF7 4 7F 0 —DFBL
DHESNTNDLDOT, FFICREELTHGELMNIERE LN &, £, HERLER
BAEICH, BEORELZ +2ICHER LN OEEICREGT 52 8,

9.1.3. 9.1.4, 9.1.5 KA H D WIIFHEIZT LAX—IKE D b 5 B & OSEYLBEUE O BEEE
o5 BETIE, —RIZEDHRG I8 L TRTERZ BB LT VWo T, HEICREGET 52 L,
9.1.6 MiEE VL EEA3mg/dLE B 2 5 BEITB W T, AR 5% OIFEE DO1F 5HE5Rah 3
WNEES LIz s OWERSH D, [ VL0 HEDYREAT 5L OHE (P.27) ZR] Zo
O BETCEFHEIROBIENAONTESEETH-TH, BIMEHIXLR2N E, [R
FNIARE T =4 R K 0 IFRICI D iAEN D720, BUAL B EEATDHEEZ

bhd, ]




VIL.

et (EALDIEESF) ICEI SHIER
(2) BiRE s
0.2 BigpIESRE
0.2.1 BREDHZEENIBRENMET LTLIETNOHSBE
B OB A 4 A L7z B ORISR ST 5 2 &, BHILISEIES 5B Zh B b 5,

[1.. 11.1.2, 16.6.1%#]

9.2.2 REIBHHAITHON TS RKEARTIEE. eGFR (estimated glomerular filtration rate :
HELRIKIAABIE) H30mL/min/1. B K FEDEEBREES. AUTEEDESE
AHNOF G- 20T, MORBIETRET L2 ZENREE LWL, HRY =0 L&A X2 B%®
EHWRHIEDORBLO Y A7 B EFT5 2 EpHE SN T, [1., 11.1.28H1]

[fgai ]

9.2.1, 922 BEFDH 5 BHE UTBEENMET LTV L BENDH 5 BH TIIHRMENEIET 5
BENRHDLOT, il EETHH5EITIE, BEOBHEEL + /07 L7z ECEEICK
4oz b, o, BEERBES [RMANMITOA TV D RRHEEE, eGFRA
30mL/min/1.73mZK{ili DEMEEIEE, QEBEE] OHLEBEF TIE, H ) =0 LAEZAND
L DB RGERAEIEDFBLO Y 27 B EFT 52 ERRESNTNDIED, 20X 5 7%E
FIZIAAN OG- 2R T | MOREIETRET L ZENEFE LYY,

Q) FFrelE =2 E
BRE STV

D) XEGEREZ BT 5 E
BRE I TV

(5) bE8w

9.5 1EIF
IR X OTIEIR L C WA A REME 0 & 5 ok, 2l Eof s ekt 2 LR 2 &l &
DGEICDOHRPFEETH L,
[fizan]
MERRF ER LA CEEOFTEHEE] ICBITAREOERICANY . 2l LA M faRM:
Z FED L ESNABEICORBETHZ L E SN,

(6) R 7LI

9.6 ZZLIF
P EOR IR O REORSIEEZEE L, RAOMKG ST T L2 BEd 252 &, 8
LB (T v b)) THHHFIZBITTA2ZEAHEINTWD,

[ Az ]
[VIL5.(3) L+~ oE (P.25) &




. &% (EFRLEDIESF) (CEAYTHEE

(MR

9.7 MR
A% 2 9 B~ 18 AR /N 2 51T U 7 E BRIE R RGE R et BRIR R BR I I VT 126100
HANZ G 52 BFlOWTHOEFIZBNTHEWEMITEE® bi/ed o7, RHARERIESX
BrA R 2 k5 & U T BRIRRRBRI 3580 L T 7y,

(i)
'V.5.(6) IBERIEEM ) DIE (P.22) M

8 &
BEOREZ +2ICBR L bERICKRG T 28, —RICAEBEEMET LT D,

— I EEE TIXAEBBEREME T L T2 DT, BEORELZ FoIBE LR bEEICR S
THI L,

7. ¥EEH
() BtRZEZS EZDIER
BRE STV

Q) BREE L ZFNDER
BRE I N TR

8. BlER

11. 8lEA

WORWER DR H LoD ZENHDHDT, BEE 01TV, BENPBD N GEITIT
Hadikd 57 SR AEEITO 2 b,

(M BEXRLEIER & EAREIK

1.1 EXLEEA

M1 2avy, 77743F 20— (OWTFRLHEEARD)
av ., TF 74 7% — (IMJERT, FEULREE, H - MeSAEE, CARE, %k, &5
Y NbhbbnbdZENHDH, [8.2. 9.1.28M]]

11.1.2 B2 54824 E (Nephrogenic Systemic Fibrosis, NSF)  (BHEEREH)
BELRBEEDH D BE~OMHABIC, BEEEHRHIELZ B LIEMNRE STV D
DT, BHEHRLBIELZHDITITV., KEOZ S5, MR, b, BEEiomE, ik TED
B ORI BET DL L, [1., 9.2.1, 9.2.25 ]

[fiEan]

11.1.1 AFIEGHICa vy, TF 74 7F 0 —DNHEINTWAHDT, BEHLBEL 5
ATV, BB SN HE ITITE R LE 21T O Z &y
11.1.2 FIRICBWT, HERBEEDD 2 BE ~OMH%IC, BT VERMEIE 2 BB L 7-JE
BINHE SN TNDOT, BEHRLBEELHOIITV, FEOZ >, EIE, b, BEfio
HE, K TFEOREOREIT+I-ET DL L,
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. &% (EFRLEDIESF) (CEAYTHEE

BMER—%&
1) RBFEFTCOEREVEN DERKRERIER
JiE 515 1755
B 1 28 BRUE 151 5 76
B 8 BUE 1] =2 4.33%
Il 1E BB %
P SRS 1 0.06
e ) 1 0.06
B 1 0.06
N 1 0.06
VR 1 0.06
INIIKESA 5 A= 1 0.06
EEEs 1 0.06
Fa s 1 0.06
i IfL 3 0.17
(A8 g 16 0.91
ER A BINE 1 0.06
T 2 0.11
B 12 0.68
A 4 0.23
WY 50 W TU A 1 0.06
IR AODIPZAL ATE N SRR NS - 2 1 0.06
kRS T AF D 1 0.06
/N> 1 0.06
M i BRI E 1 0.06
TFEFHEAL ER Rl VAL ST 4 0.23
ER R IVAEAI 1 0.06
B SR VAT 1 0.06
R S O [ 7T —B N 1 0.06
R PRz 1 0.06
E248 1 0.06
ENED F 4 0.23
THIT 1 0.06
R 1 0.06
EILREIEIN 1 0.06
S 8 0.46
SRR (R 4 0.23
B2 ERED IR PR 2 0.11
RN O ER B |88 2 0.11
SR INTRZSINI A 1 0.06
JRPENE 3 0.17
FFERIER WL B 2 0.11
IR ] 9 0.51

A VHR ARG KGRI CORRRTABR DR, [EPISME IAH K& OV5 TIAHRASR)



. &% (EFRLEDIESF) (CEAYTHEE

2) HRABAERERR

JiE B4 1995
B 1 28 BUE 151 5 67
B 8 BUE 1] =2 3.4%
il E FEBEK %
MR Y v /R RREE (2 1 0.05
o SR TF7 4 TF— 1 0.05
T A GIERS 1 0.05
1 i JiiKERT ] 2 0.10
AN ENI TEYYEO) IR [R] 84 2 0.10
e g e <Lk 1 0.05
H 5P HEL 3 0.15
A 1 0.05
JHFEE R B FTH&RE 25 8 0.40
JiRRixe= 5 0.25
B & R O HIEE 1 0.05
B2 TR FRPEE 1 0.05
»5 2 0.10
R M OV B o B 3 0.15
B 6 0.30
—i - EEEERD BRI 1 0.05
B 55 oK RE TEEL 2 0.10
R R AT TI=UT ) TR T 27— 18 0.90
75— 1 0.05
T AINT X W 18 0.90
T NIFUART = T—FHEN
me ey ve s #8n 10 0.50
m7 vrF 1 0.05
AR AR F—EHN
a7 7= 4 0.20
1 H LR K S B S5 HE N 1 0.05
I+ PR 38 H 1 0.05
1 FR R SE D 1 0.05
1 FR PR B HE N 3 0.15
C — MR E N 2 0.10
MET7T LAY RAT 7 Z—EHN 1 0.05

AN VIR AN (B AR T )



Z&H (FRLDIESF) (CEAYHEE

3) BEERMEMERAREEE

e = BIEFRRBEERE (%)
S ) PN IEEIE P S B AK
i 3.9 (40/1027)
vl Gl
ek 4.9 (36/728)
1855 ~ 455% Al 5.5 (15/273)
457% ~ 657% AT 4.6 (38/834)
HE — o
657% ~ 807% A< 3.7 (23/628)
80k LA E 0 (0/20)
L HO 5.8 (18/308)
L 4.0 (58/1447)
HY 0 (0/16)
EEAIR iR
ERARIEAR 7L 4.4 (76/1739)
HY 3.9 (19/489)
IR
i 7L 4.5 (57/1266)

A VR AR NER T KGRI £ TORRRTUBR DL, EPISME ITHH & OV AR RARR)

. BRERRERRICREY

EERR L

. BEERS

EERR L
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1. BALEDIE

14, BREDFE

14.1 2 LOFE

14.1.1 BWERTY 77 o L O EIZ L0 AKFI ORI ~DBOARNPLE S v, IFFEE
DIFFHN R T T 5 Z LRSI TV 5D,

14.1.2 1fE7 = U F U ERBEICEWVEE TIX, AFNC X DIFE OE SHE R R8G5
AREMEDN B D, HTIED 7 = U F o BRI R o~

14.1.3 1fMiFE U L EEA3mg/dL%E 2 5 BE 2B\ T, ARFIE5-1% O T EE OfF B i8R
BN LI oFERH D, [9.1.6, 16.6.2%H]

14.1.4 KFER—F ABHRIZE AT v 7 @R, PIRME, SEEE) 2175 2 &2k
0., EENRY =L D ERZE OEHRN G LD,

14.1.5 ARSI, AAIBE G200 % 0> B AIRE T, (5 TR RIT D 72 < & b 2WEfETFF

e D,

[ fizs ]

14.1.1 B FEBRTY 77 B2 OFFHICB W TITFEE DE BRI OK TN A 5TV
BI2OFRE LT,

14.1.2, 14.1.3 il 228 H T ORBRIZ I W TIE BRI OIS TV D T2 OFRE LTz,

14.1.4 FERFBRICB W T, AAIOFRBRERNCB T D HIMEE XA T v 7 RIEBZITOFME L C
WHZ EMBHEEE LT,

14.1.5 SBIHHRBR OFER, 200 %I T > T RBITE T 2165 58 R (SINL) 1%, £ D%ITAT
ST LR THEREN A ONR ) oT, £, FA Y TOHEHERER C/HFOMRIFRG %
FREEAIZAT o 7o fE 5. 25pmol/kg# 5-%% /07 < & 2R IITFE 5 O RN F I TRt L 7= 7 o
E LT,

14.2 ZHEREROIEE

14. 2.1 KANTEIRNE G OET D Z &,

14.2.2 HRNBGIC LD AR, FIRRDBH LD Z D5,

14.2.3 #o TIESNIECAIZ IR S HEITE. FAR, IR, KE, BRENH DD

TLEBRBHAHDT, EARRICHSEETH L,
[fizan]

14.2.1 B EREDPEHIRNE G CTh LT ORE LT,
14.2.2, 1423 TEDO LN TWDHTZORTE LT,

14.3 EXFZREZRDFE
1RIOBAEIZOAMEA L, REIOERITBEET S 2 L,

[fizan]

14.3 AFNTEFHIF TH O HEARAITHH 20, B EoFEZ2TEH LT,

12. ZDMDEE
(1) BB A 25 < 1538
AR L

(2) FFBERREAERICE S < B4R
BB L



X. JRERPREERICEA9 HIEE

1.

EIHEHER
QF 35 3

VI S HEPICBI I 2 HE ) O (P.23) &

(2) R REHAR

5 ®rE BREE - -
HREREHE Bt g Y HREREAR
HAX fRR R
PR IEM ~ A R | 0.1~1.0 |[E#L
(n=7) mmol/kg
gt | o Ty — | TR FE AR 0.1~1.0 |2l
TEH | SRt (n=T7) mmol/kg
SN ~ U R EARN 0.1~1.0 |2l
Je Ak (n=7) mmol/kg
H R ES & Z v b FRA 0.1~1.0 |®#&i2L
(n=5) mmol/kg
AN L — )L <~ FRA 0.1~1.0 |xiRsE (EHAHK) &L T,
M AR B B (n="7) mmol/kg |1.0mmol/kg T~ Y /3L B & — LFEAR
HWIMEARED bhzn (P<0.01,
Dunnett’s test) . 0.3mmol/kg T3
IRIFE 2 RSS2 Z L 3ot
BEMRR - I
i a1 5 ENE v b | invitro 0.2~5.0 |5.0mmol/LE CTE/LE v b MBI D
mmol/L | #UfEics L CER 2R &3, |iGO
TEFALY NG, B A I
fE. Ew b= IUGHE L OYEA RN T A
INHEIZ X7 L,
PO - RIS
REORIE S, —[Elfas i, AV F RPN 0.1~1.0 |0.1%0*0.3mmolkg TIZFEIEEEHRE ~ D
WL (n=8) mmol/kg | BT RSN 57243, 1.0mmol/kg
TIIRHEREE (RERER) Ll
T, BGBLE1057 4 MR [R5 0 4
m, —EEKEORD (FhEnP<
0.01 % (*P<0.05. Dunnett’s test) iff
MR ITO B (BEER L.
Dunnett’s test) 2338 HiL7=,
ME, 2D SREEHE, JRERA X RN | 0.056~0.25 |8 L
FLEIRE ., 2 DEEZE(L (n=6) mmol/kg
20k, AR
M, DA%, OEX MEFRFEA X | FRURY | 0.0256~0.5 |2 L
(n=4) mmol/kg
HILE %
A A HE ~ A FRA 1.0 HE L
(n=8) mmol/kg




X. JRERPREERICEA9 HIEE

JFP%RE
AST (GOT) &M, ALT T IR 0.3 ML
(GPT) &k, =)= 7 vk mmol/kg

T —BEE, TABY T (n=5)
FAX T 7 —EiEM, BE
DA 13

AST (GOT) #&tt, ALT| JFHZ ErRN 0.3 22 P

(GPT) &k, =Y == 7wk mmol/kg
77 =8, 7AH Y 7| (n=5~6)
F AR T 7 —BiEM, BE
UNLVEVRE, xRy

TR

EHkRE

PRE, R EMGE. PEik 7w b FRARP 0.1~1.0 |Z#ELL

w ILTF= )77 (n=5) mmol/kg

A, BUN

1 R EEE R

HH 1 B ) 7> bk HRRPY 0.1~0.5 |0.5mmol/kglZHB\\ T, AHAHIF L
(n=5) mmol/kg | L. 15%FE 0 i OmERE 2 75

Ny,

(3) T DI EEHER
LR L



X. JRERPREERICEA9 HIEE

2. HMHAER
(1) B[R 5 & 4R
Gd-EOB-DTPA (0.5mmol/mL) ZHWT, v~ 7 A, T v b (REIENHE) LA X~D
FRNEE G-, SNC~ 7 R E Ty b~k R (BN) 512 X 2 Bila G mialii 2 FEhi L7z,
ZTORER, BIRNEG THRENBDO LN o ik KAEIZ, £ 7.5mmol/kg (w7 &) |
10mmol/kg (7 > ) | 5mmol/kg (BEFZ7 >~ k) . 3mmolkg (4 X) THY, HIKEOBILE
1Z10mmol/kg (w7 A) | 12.5mmol/kg (7> F) Xi%7.5mmol/kg (HEF7 v ) ThHoTo,
v AETy hAOFENELE TR, &G RERRAHE (FE) & LT~ U A TlE25mmol/kg
(50mL/kg) . 7 v b TiE20mmol/kg (40mL/kg) Z#% 5 L ThH. JETITR D bR o7,

(2) R1EHE S H MR
Z v MR OA XIZx L, Gd-EOB-DTPA (0.25mmol/mL) % FWC1H 1[E], 458 B E RN
B G ERBR A i L7=, 7 > MR L TIX0.2, 0.6, 2.0mmol/kgdD&HEZ, A XITxL T
1%0.1, 0.3, 1.0mmol/kgD# Mm%, & 4BTFE (H7F28~31F) HhH L7z, 7 v hORERT
LR BRI/ (1208 [H) 2% T, FTLo itz Hmet Lz, £oE, 7> R T
1Z2.0mmol/kg (&) . 4 X TIiX0.1lmmol/kg £ TEMEAT IR O b hoiz, £ XD
AR ClE T BEO IR & LT, SEHERESCREIE IR O BBl S v, Bk
1$7 v FT2.0mmol/kg/ H., £ X CTO0.lmmol/kg/H L #EESNT=, EHIZ, 7 v LA XIZ,
Gd-EOB-DTPA (0.5mmol/mL) 0.1, 0.5, 1.0mmol/kgD %M & %5 (& 5F16~18H])
AR 512 K 2B &2 20 L7z, £ ORER, WThoBEICEH ) TH0.5mmol/kg £ Ttk
FRRO N oTe, Ty FTH LTI I TN T A — 2 OBFERZEN (~ET
neriaw b7 Uy OB, /M OEMN) T, IREEIRRE TRICIXEE L, A X T
X, Gd-EOB-DTPA (0.25mmol/mL) TOFER & [FlEk I fEHE BB R O 13 #22
S, ZHBHGd-EOB-DTPA (0.5mmol/mL) 16~ 18R] 18 #% 55k O Mgk B i1X V371
OEMYFEIZI VT H0.5mmol/kg/ H & #HEE S 7z,
Z ?D1EH, Gd-EOB-DTPA (0.25mmol/mL }2 1*0.5mmol/mL) % H W72 7 » kO TlX
0.5mmol/kg LA @ & CTIRMEMAZ Dz fa b 238152 v, Gd-EOB-DTPA (0.25mmol/mL)
WA XORBRTIE1.0mmolkg & #5- L= —#iD A X (HE3TAH250 & MESTHH 196)  (Z[RIAR
DZERMEBBIE ST, L Len b, ZERMbIC X 2 B~ REITFR D bRhoTe, &
5z, 7 v FORBRTITZERCITKRIBIC LV IZIFREEICEE L, AiEZ{ETHDH 2 E2URE
i,

) E=E i ER?
Gd-EOB-DTPA (0.25% %5\ Z0.5mmol/mL) Di#EfmiElEIC >\ T, #Efn . L@k, 7/ A
D ZESRIE Ry I ) 7 Bk & 72 in vitro K& OV in vivoik Bk R . IF OV iZ Gd-EOB-DTPA
(0.25mmol/mL) OIKHEEHE 2> D ORERHINE T & 5 FFIRIC A3 2738 (UDSRBR) 250
THETLIERER, BEEEId@oonihror,

(4) WA RS ER
REERRL
Gd-EOB-DTPA[ZF&R Tl B 5 IRo N5 2 & BinmlhEe— i EEaiR Tl 2 ik
FAR ST 2w LRBO bRV & BRI LZE T, REMEE L TERND S Bl P
SNDH T LG, BAJTERBRITFE L2 h o7z,



X. JRERPREERICEA9 HIEE

(5) & ME R E SRR
1) ZRaResER
Z v MZXkI L, Gd-EOB-DTPA (0.5mmol/mL) ¢0.1, 0.3, 1. Ommol/kgOJ%ﬁH%%&ﬁaﬁﬁ
(- 60H ., HE14H) 2> 5 AZEHIR L OUTEIRFIMNCERARN 5 L2 /5 . S IREE L O
HT%%}” ICHEITRD DR Do Tz, LIl o T, MEREBENM) O — ik FE 5200 & OVEFRRE I OY
R RT3 % M B R R m B 0 1.0mmol/kg/ H & H#EE S vz,

2) Bt - BR'REMRER
5 v hEUHXFoOREERIE. FLTT7y FORBRTIIREEY RIS, FilERN
WZF R DR R IZ ZIF T Gd-EOB-DTPA (0.5mmol/mL) DA ZFHE L7z, 7 v FOR
sﬁf I TER6~15H H £ T, 0.1, 0.5 T5.0mmol/kgZ . v ¥ X DikER ClLiEE6~18H A
F T, 0.1, 0.5 U2.0mmol/kg% RN G- L7-, W O@EfE ¢4 0.1% 00.5mmol/kg
B GRECRE T 2 BIIBE SN oTc, 7y FTIEEEHE (5.0mmol/kg) HEZIC
et St GEEWER O EEINIEH ) Al s nien, B - BIEHERTRD L
nWipinoiz, v X TIEEMHE (2.0mmolkg) THE « JRIEEME GEREIL T ROMERD
) Bl LHLERRL, WThOEWRECH, Mt LizkE & £ TR E
RO biemnolz, Lien-> T, 7v hORERTIE, BEWO—REEFEEME &I
0.5mmol/kg/H ., FEIE & L <IiZHARICRT 2 a0 & 135.0mmol/kg/ H EH#EE S iz, ¥
T XORERTIX, FEW O— it M &3 2.0mmol/kg/ H . % OAFEREN NG IR
WX 5 MM B 130.5mmol/kg/ H & H#HEE STz,

3) AEHRUVUHEZORESMHHAER

Z v Mk L, Gd-EOB-DTPA (0.5mmol/mL) 0.4, 1.2, 3.6mmol/kgD&H &%, THiE
W & AT RE#%15H B0 %21H B £ T) ITHIRNICER G Lz, ZORER,
mME (3.6mmol/kg) Tix., REMICT 2t GEEMER TOMREEINIMGIE) 238152
SN, WTHOHREIZBW T REWOMEYR, IBIR, 20k &k O FLICEE 3 2 22238
BINeholz, 61T, FiéFlEROEREER, FiliEROERREREIZ DWW T § 2
IO N hotz, LI > T, BEW O —ikm k7w i0 Mt £131.2mmol/kg/ H . REH)
W DAEFERE K ORI - AT £ MR 5345~ 3.6mmol/kg/ B & HEE S 7z,

(6) B ARl E 4 5 BR20)
RN 512N 2, R, i (T3F) | BIlkN (D FRT v ) &5ICLD)F
Frfil e 2 et Lz, 26 OB ICIZIGA-EOB-DTPA (0.5mmol/mL) % V7223,
0.5mmol/mL CHIFAMEDFR D b 7= 5% TlXGd-EOB-DTPA (0.25mmol/mL) {22\ T
R E RS LTm, EOfE. GAd-EOB-DTPA (0.5mmol/mL) ® v % X3E 5 o i BEFFARN
G U X HEAFLEIRNE G TR T X EREE IR bz o 72, Gd-EOB-DTPA
(0. 25mmol/mL) IZOWTIE, UHF 95 ol H#IRNE L. 7 > M REREIIRNE G-, 7 X%
AR5 510 K DB E Rt L7y, WO EGREIZIEHOTHRTEEITERD bheno T,
—J. Gd- EOB DTPA (0.25% 0*0.5mmol/mL) @ o7 = 7 A PN & 55- T 13U FE ~ 55 B2 oD fif ik
HEBELAE 2 & Lo R TR 23 38D B LTz,
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(N Z DD 4E%EMN
R M E BR2Y)
ENLEyY MIEDEBHEGET T 74 77X —ET AR OIENLEY hEYTA—=T v R T
DZHEZET T 74 7% —FT ML DG NCRIMET 7 4 7% — o, €
NEY MIEDATT 4 ~vAB—va VBREZFE LR, WThoET VICBW TG
EOB-DTPADHUFMERHAENENE 2 R~ T HT AUFEE O i o 72,
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1. RERXS
A A ERER ST
) EE-EMEOLGEICLVERTL L
ARG R L

2. AxhHR
HhHIME : 364 A

3. BERETOITE
HE{RRAF

4. BFIRWEDEE
BRIEI N TV

5. BEMITEM
BEREELTA R 2L
<TFVoOLED - 2L
T OMODEE T EM - 72 L

6. B—m -« RZHE
BN A

7. EESEAEERH
20044-3H26H (AT =—T )

8. BEERFTARFEAARVARES. EMELNHBFARD. REHBERAR
RUEIREARSAEA B 20074-10H 19H
HAKGRE S+ 21900AMY00041
SRAMEEHENGEAE A B - 2007412 14 H
IRFERRAA4EA H : 20084E1H 25 H

9. MEXITHMREM. RERUVRAEEZFENFOFEARBRVZOAR
BARBYNA

10. BEERE. FiMERRLARFABRUZTOAR
FEAMFEMTEAH 20174-3H30H
BEIGL, EREISSE O SE . AR OVZ e OS5 (ERGEREISSE) B
1452 E3 T A MO NETOWNTIIZHFEY L2V,

1. BEEYR
84 (20074105 19H ~20154:10/ 18H)



X.

EENFEIRICET SEHE

12.

13.

14.

REMRFIRICET 5158

BN T 2 HIRIZE D H LTV R0,

L£Ea—F
=] 2 fih 78 SE
754 3 A ﬁ%ﬁgéi@j fARIESRESS =2 — K| HOT (1341) Lt 7 NER L
o - el ING CEED e SESONER
EOB - 7V =xt| AmLX5 | 7290415G1020 | 7290415G1020 | 1182217010101 620005898
A2 MEVY P 10mL X5 | 7290415G2027 | 7290415G2027 | 1182224010101 620005899
RBBHEDETE

Hriz7e L




XI. X @k
1. BIAXEK
&5 ® i ¥ om PMID
RN OISR S5, (AR S A19BPD) B
%) (24027/{]&0)%&?;}] WA I IR 53 (RBE BMEC*043_KMC*043)
3 /(240;75%()5&%;‘@4}3 féﬁlﬁég%?%%m (% 592105) -
2 /(240;7/{&05&%@2 et 1:6@4%% (3B £D*356) ~
5) /5240275%2:3 éﬁ@ig gﬁﬁﬁ?ﬁ *%Z% (BB - C*051) -
6) /5240275%%3 %iﬁgg gﬁﬁ%ﬁ 1%1% (B % 25D*058) -
7 /%{24027/555%%3&%@; gﬂ]’?ﬁ?ﬁz %ft@*ﬁﬁ (3 5#2300820) _
9) ,Eiofff%f *ﬁ’ﬁagﬂ(%ﬁ zﬁiﬂ%ﬂ *655%% (ABRE*129) ~
9) ,%Ogjffgfé;ﬂgt ﬁ%&fﬁi@% (ERF*160) -
10) ,Eiofff%f *ﬁ’ﬁagﬂ(%ﬁ zﬁiﬂ%ﬂ *%itg% (351012387) ~
11) /*(‘iogffii(::j&%ﬂaigg 7IS %QI'IZ *%?it% (F2014763) -
19) 5?&%%@&%3@32g%%%gﬁg)(2017@3)@ 30 A &R -
1D BB G R 1088 » 147 Ta1-vE8 —
15) Van Beers B.E, et al. : J. Magn. Reson. Imaging. 1994 ; 4 : 351-354 8061433

16) /3 =LA N R -

(2007410 7 19 H 732,

17) A VRN E R
18) /34 T VAR E B
19) /A = /)VE G AENE R
20) /A )V FAENE R}
21) /A T)VIRFFENEEL
22) A LIRS AN R
23) /A T)VIRFAENEEL
24) A VIR FENEEL
25) /3 A T VIR AENE L
26) /A T)VIRFLFENEEL
27) ™A T)VIRFLAENE R
28) /A T)VIRSLFEINE L
29) /A VIR FENE L

2. ZDDSEXE

Hrz7e L

N7 % BT DR ER

CTD2.6.2.2)

WA SR PEEER  (20074-10H 19 H 4&GR, CTD2.7.2.2.3)
454 (20074210 19 H &GR, CTD2.6.4.4)
454 (20074210 19 H %&GR. CTD2.6.5.6)

B AR PEEER (20074-10H 19H &GR, CTD2.7.2.2.1)
R (20074104 19H KR, CTD2.6.4.5)
FARKPEEAER (20074510 H 19H 7GR, CTD2.7.2.2.4)
ZARVESRFERER (20074210 H 19 H /&34, CTD2.6.2.4)
A3 G- MRER (20074104 19H &2, CTD2.6.6.2)
g 5 (20074510 H 19 H 7&#2. CTD2.6.6.3)
MR (200742104 19H 74&#8. CTD2.6.6.4 )
Engs A e BR  (20074E10H 19H &#2. CTD2.6.6.6 )
ST MERRER (20074210 4 19 H 7% 32, CTD2.6.6.7)
Z OO FMRER (20074105 19H &2, CTD 2.6.6.8)



XO. Z8%

1. ELESNETORTEIKR
AHENL, 2004FITITCDTAT =2—FT U THRESIN, BE. A—A TV T, AV, A XV A,
AA A, TAV A, §EERET73H ETERINTWD (20204F4 4 30 H HAE)
AFRICIB T DEEEIT R, FELOHEIFUTO LY THY | SETORGIRN EITERR D,

ENOEARNE O CAFIZHEHT2 2 &,

€N EESIED
MRS o v o —F — Wi iR (B ) 2 PSS o 1

[ AR OHE]

WE. RACIEAF0. 1mL/kg & RN 54 %,

&

FENZ IS T D IR SCEHE O

e Bayer plc
=4 AFYU R
W 7E4 Primovist
iz HE5710.25mmol/mL
v Y 5.0mL, 7.5mL, 10.0mL
HKRRAE 20044

BIREITANR | AANIT1RGRRE SR (MRI) (2361) 2 BRIFMHEIHH RO AV S,
TR OB BT DIFwzfEttd 5,

FREROHE | AFNTFHRE A OKER T, Al T, K2mL/E> O3 E CEARNIZ A —F 2§

535, AEIBEGHETHR, AR 77 v 2T 5,

O ANDOEA « AF0.1mL/kg = #5935,

ORISR « AR OKERE BT 2R 72 ERITE TR,

OCBHBMEOLLIABAFTOLE : EEOBHEREMAREA (GFR
30mL/min/1.73m2) K& NHBAEENIEE TlX, ZEESRNALEATH 5039
EEMRIZE W TIERDE N WG E ZREARFOMHZET HZ &,
RFNOME R Z#ET SN2 WEATE, HE0.026mmol/kgZ 2 /22 &, A%
¥ UHIZITEEERE L2 b, KERBICEAT 2 EHRPEL T2
720, L EHTHBOREMBEITS Z L,

OMEEOH L2 BEDOLE : HEOHEIIAETH S,

O/NROGE - RFIO 18 A O BE BT D LML OFH ZWEITESL ST

1,\7’031/\0
O65 LA EOBFEOLE - HEOREIIAETH D, FmimE IcikET585581%
EETLZ L,
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8.1 Pregnancy

Risk Summary

GBCAs have been shown to cross the human 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. In animal reproduction studies, no
teratogenicity was observed with repeated daily intravenous administration of gadoxetate
disodium to rats during organogenesis at doses up to 32 times the recommended single
human dose; however, an increase in preimplantation loss was noted at doses 3.2 times the
single human dose. Post implantation loss was observed with repeated daily intravenous
administration of gadoxetate disodium to rabbits on gestation days 6 through 18 at doses
26 times the recommended single human dose. Because of the potential risks of gadolinium
to the fetus, use EOVIST only if imaging is essential during pregnancy and cannot be
delayed.

The background risk in the U.S. general population of major birth defects is 2 to 4% and of
miscarriage is 15 to 20% of clinically recognized pregnancies.
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Data

Human Data

Contrast enhancement 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. Overall, these data preclude a reliable evaluation of the potential risk
of adverse fetal outcomes with the use of GBCAs in pregnancy.

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, 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

Animal reproductive and developmental toxicity studies were done in rats and rabbits.
Gadoxetate disodium was not teratogenic when given intravenously during organogenesis
to pregnant rats at doses up to 32 times the recommended single human dose (mmol/m2
basis). However, an increase in preimplantation loss was noted at 3.2 times the human
dose (mmol/m? basis). Compared to untreated controls, rates of postimplantation loss and
absorption increased and litter size decreased when pregnant rabbits received gadoxetate
disodium at doses 26 times the recommended human single dose (mmol/m2 basis). This
occurred without evidence of maternal toxicity. Because pregnant animals received
repeated daily doses of gadoxetate disodium, their overall exposure was significantly
higher than that achieved with the standard single dose administered to humans.

8.2 Lactation

Risk Summary

There is no information regarding the presence of gadoxetate disodium in human milk, the
effects of the drug in a breastfed infant, or the effects of the drug on milk production.
However, published lactation data on other GBCAs report 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 breastfed infant. In rat lactation studies with [153Gd]
gadoxetate disodium, less than 0.5% of the total administered radioactivity was
transferred to the nursing pup.

Clinical Considerations

A lactating woman may consider interrupting breastfeeding and pumping and discarding
breast milk for up to 10 hours after EOVIST administration in order to minimize exposure
to a breastfed infant.

Data

Animal Data

In lactating rats given 0.1 mmol/kg [153Gd] gadoxetate disodium, less than 0.5% of the total
administered radioactivity was transferred to the neonates via maternal milk, mostly
within 2 hours.
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8.4 Pediatric Use

Adequate and well-controlled studies of EOVIST in pediatric patients have not been
conducted. An observational study with EOVIST was performed in 52 patients (aged > 2
months and < 18 years) referred for evaluation of suspected or known focal liver lesions.
EOVIST improved border delineation and increased contrast of the primary lesion in the
majority of patients when compared to non-contrast images. No safety issues were
identified. No dose adjustment according to age is necessary in pediatric patients. The
safety and effectiveness of EOVIST have not been established in premature infants.

NSF Risk
No case of NSF associated with EOVIST or any other GBCA has been identified in pediatric
patients ages 6 years and younger.

Juvenile Animal Data

Single and repeat-dose toxicity studies in neonatal and juvenile rats did not reveal findings
suggestive of a specific risk for use in pediatric patients including term neonates and
infants.
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