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1.1 FHEFE MIBVWTESEEIHRESNTVEIDOT, FiRkT
BFREMDH 3 HICRE T L. HRERBRIICHIRERER
TOBMTHE BB LALTREEMIBT A &, £ /-,
FEHR SR 5B E5hIE%6AR L. (SETE ZERLBITED
EHEBESEDEEHIC. B, HERREZITOIREICEKY.
FRL TV AW EEFHNICHEERET S L, [9.4. 9.588]

(AR5 HE R O met il fats1E)

1.2 AR OHRE I RENFEEIRVCEEREOERICHEAL TV
BEMIIIZOIRENS ETITHIZ &,

V=T ZB%)

1.3 FEOBREZN—TIABRDEBEICTHMEEL TV BERMD
HETITHT &,

2. B2 (ROBEZEICEIHBRELEVWI E)

2.1 AR LS HUE OB O H 5 B

2.2 MR AR L C W B REE D B % ik [9.55 0]
2.3 KRG HIEET 7 F U 2B LA [10.15]

3. MR - MR

3.1 8k
s 3372/ —VEEET 2F VA T2 250mg [VTRS )
A R B G 17 337z =V E7=xF0L 250.0mg

WETINT 7 —ALTy T, e va—A, JOUAA NV AT —AF
MUY A, BEMKT AR ATT I YBY AT YA

(1 TR VAE)

YIF v, BRILF 5 >, 2T, HEZTEMEE =SSRk

#w o

3.2 HAOMEK
Ll

Wisess ST W

-

337z - VEEE
7 = F VA T )I250mg
[VTRS] 158 % 7+)b (19.3mm X 6.9mm)
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4. FhEEXIIFE

OBBEROEEMHIERRICDEE
(BEFEOEEE, BN EEERED-H/RETE T, H#AME
HRIC LB 25E)

OTFT DB IC BT BIEERESOME

BiEHE, (M. TSR, IhfEAE. REfEAE

OIW—TZB%

OsmerMiaiEiEIc & 2B B EROME

5. FMBEXIZNRICEHET 2EE

V=T Z2B%)
TIRTA BT A VEORBOERET ZEI2, KAIOFS-H5#Y) & f]
MranzsEBE IS THI L,

6. AERUHAE

(B1518)
OF BB D HEGVEHHEDOT O i

EEOEACIEI 7 VR E7 20k LCLEL,500mg
% 1 H2[ 12 4 12 AR 453 %0
LB, AEES. FERIC L D EER T S,
ORI BT 2 $H5E KB O]
BN sEE, I3 7/ —0VEE E7xF)bE L TLEL,000mg
% 1 H2[ 12 4 12 AR 453 %0
7B AR ERIC L) B E T 25 1H3,000mg% FRRE T 5,
R, 3372/ — )V E7 xF)LE L TLREBZ00~
600mg/m*% 1 H 2[0] 1 2/ 4 | - AR i 55 % o
7B AR ERIC L) B E T 245 1H2,000mg%x FRRE T 5,
(DISHE. FTReHE. FifsHE. FEFSHE(C 5 U IR RSO
SEEL. A Ia T — VR ET7 )V E L CLE500~
1,500mg% 1 H 28] 120K 3 1 B At 159 %0
L2 L. AFNOMEEE KL OANEIZEEICL > TRAELDT, i
DB R 5D 12D I B OF IR S LETH 5,
=T 2BK)
WA, 3372/ =V E7 x5 )V E L TLE250~1,000mg
% 1 H 21 2M5 M R 3 53 50
% B AR, RIS X0 ST %A% 1H3,000meg% LR E$ 5,
AR EE, 3372/ —VEE E7xFVELTLAEIZ0~
600mg/m?*% 1 H 2[A11 25 B 45 1 2 AR 4% 59 5
% B AR, RIS X0 ST %A% 1H2,000mg% FBRE$ 5,
GEMFBRMIABHEIC 5 (F 2R B EROIME)
WA, 3372/ =V E7 x5 )V E L TLE250~1,500mg
% 1 H 21 2M5 M AR 3 53 50
By MG ERICE D EEIE T 525, 1H3,000mg% FRE L,
IH3MAEGROHG T2 b TE %,
IR EE, Sa72/ =)V E7 2 F )V E L TLAEBZ00~600mg/
m?®% 1 H 2[ 120 R4 1 2 R AR L 55 %,
% B AR, RIS XD ST %A% 1H2,000meg% FBRE 35,

7. BERUVAEICEET 23R

(haEHE)

7 BEOEBEEAEEE CRIRMAIE#HZE (GFR) »325mL/%
/1.73m%K:d0) TIRMAEENE L 25 BZNHH 50T, 1
H&131,000mgE T (1H2M) & L. BEEHSICBIETLZ L,
[9.2.1. 16.6.2&R]

Qv—T ZB%)
7.2 KR OFGFGRNIZER & U CRIFREA T 04 FR 2
Ik,

8. EELEKER

(RhEedtE)

8.1 ML SEE PR & OF I3 2 a2 id, WO RPN X 1 &
(H AL S GeE 2 HEAT 1R AL T RUNE (PML)) 20k & 1% 1tk
ObF ) CSER MO EEIES (FFCEE) PSRBT A
REMEDSHHOT, +EET LT L, [11.1.1-11.1.3. 11.1.5&HH]

8.2 AFIOFINIZEEL Tid, BHEIIZND Y 9 DY) 212,
WOEFRENIOWC L (HP LEF Sk, 722 &,



8.2.1 JEIEIR, T, MBI DG HEIHER, L
XS OTALEHEIR D S S b B A1 IE, B H I LB |y
5L, [11.1.1-11.1.4, 11.1.7&8]

8.2.2 IR OMEIRIERE BT 5 720, IHTESORER H BT 1ILOR) 5
DECF VA7) = OMFEHIZE D, HERUVILHO BG4 8
5T &, [11.1.55HK]

8.3 EIEOIFHEKIRALEDORIEHATE 5 2 & 53H 50T, HEIZ[H
RIRAS 24T 9 70 & BB OIREL +5 12 BE T2 2 L. [11.1.42M1]

8.4 KHNX, 4/ rE/)KRAT7 24 MKERS (IMPDH) fHE
HTHobIzD, CRFY U FU-TTZV-KRAKRK)ERIIV T
A7 xF—+ (HGPRT) XK#EIE (Lesch-NyhaniiE & #. Kelley-
SeegmillerfEfEHRE) DOBEIHHT 2 & BIRBRIE % HE 2 € 5%
WHEMD B 2 O THFEETH I &,

8.5 MENHENIKE 52 L4350 T, HRIZERRE (Z L7
F=Y,BUN, ZVL7F=v2 )75 A, REHSE) #17) 7%
EEIEE I 2 & [11.1.10281]

8.6 LEENKIALZ ENHALDT, HFHICKL T LER, LT
I —. XA E AT % EBEFEOREY FICHET 52 &,
[11.1.11%8%]

(BRHE%R DA MR RIC DA

8.7 AMHIHMEE L HEESB M SN/ BE T, BMEDERE (HHEA
FOA FE) PN UIEIERSED - 08% 5 T E v EE RS T
5HZ ks

9. BENE=ZHI2BREZICETIEE

9.1 AHHE - IEEZEDH 2 8H

9.1.1 EELRHLBREEDH 2EBE
JEIREESE L BZNEDH 5,

9.1.2 BREXRGREERELRE

MAEER LA L BIERDZ S 5 b b BENDH 5.[16.6.22MK]

9.1.3 FRIVAIWZAXZx U TDEE

B AE R R T ANAY =N —DEZY ) VT RATH e &
BT 967 A )V A O PG AL R CRUIT 45 O FEAL O 15 R SEIR D FE 3]
R T AT & EIHFR 235 S NBRIF &Y A VAF v )
T OBRFEIIBWT, BEFEY 4V ADFIGHELIZ X BT 4035 5
bbb I EeNd b, F7-. HBsHURREED BB\ T, ]
HIOYEG-BIGE BT 46 7 4 )V 2 OFRFLEALIC & B IF 4% 565E L
TERPHRE I NTWD, o, CHFRYA VAT Y ) TOEE
IZBWC, SR O 5 BIG I CRF ROBALA A SN D &
b b, [11.1.15H]

9.2 BiEEEERE

9.2.1 BMERLDEE

MHEREAS L5 U BWEA S H b b BZ N0 H 5,[7.1.16.6.25 ]

9.22 EENEBREENH5EE
EEOEREDSH L LA, R, MFMEE 03 2 BR R
WFER L TW e,

9.4 &JEREEH T 5%

MRS 2 REED & 5 LWHEANOFHICE LTk, BEIOROEEHE
HIZOWT L I LB S 7215, T2 2 &0 ARNZIL A
A B 5, [1.1. 9.55M]

9.4.1 KANLEH B ME SN TNDE T &,

9.4.2 KHNOFG-BIATN HIRRAEAIEETH 5 L ORI R LRSS
NP8

9.4.3 KFIFGHI. $ 5 M OFeG-rp 1L A6 B T35 Z &

9.4.4 KFEIPG-HIL, BIMOIIRBAEEAT) % &, HIRL TV ind
EREMNICHERR T 5 2 &0 HIEDPEEDLNALEITIE. HHICHY
EICHERET B2 &,

9.5 1Fi@

BRI AR L TR B RO & 5 W35 L w2 & iRl
HPCARF 2 IR L 72 B 2B WO H (MBS N HESE) LR (HR
JRAEIE . /NIRERRESR)  BEIE (MIRRREEELE . /NFERESR) . T8 (4.
248 HESE) VO (OB R EE O P R IRESS) L Al (B
RS . MR (CAHEHES) SFofaiBIkrlms st i,
ARH Z AR L 720002 B B i 1245~49% & DG H 5, &

72y 7w BT MEEM, BB (bmg/kg/H) NS, U F T,
BIRAE B MBS S O MR BERZE (90mg/kg/ H) Aty EMTWv 2,
[1.1. 2.2, 9.4ZH]

9.6 il
R EOREYE R CRFLREO A RIEZ EE L. ZILOMEUITh

L2528, BWER (59 ) TP ~DOET (bmg/
kgH FIFS) G SN TWh, b M TOFLHBITICET 27—
7137, [16.5.22 0]

9.7 NRZE

(BRBHEIC B T BB OMEH)

ESLCIT b3 A2 S 18 LU T /NREF10061 %2 5 & L
7o BERTER I B\ CHH L - RIVE R OFEE I O FE B 1E . LA
HU728a ML T ahs, TR, FImEREA . WOiE, g
AIMIZ/NETORRBEDPL0%UETH . A e o
TN R TE Do 720 RHERER, HERENSRE L2
PRERERIT SN L T,

(BRIEZR OB MBS ORERV OB, FBiE. MisiE. %

BB 35 (T B BT DHIHF)

Q=T ZB%)

(EMBMAEHEIC & T 2R X8 /R OHH])
NREE R E LBRABIIERLL Tz,

9.8 EiEE

WS &I AT e LB L O RS OME £ 179 2 Lo B,
A A ORI IO B AT 5 B2 WA 5.

10. HHEER
10.1 BFRZE ALV L)
HH 4 E R ARAE IR - 1 5 W - fabEiT
eI sFv HEEEC X 2 T | SRR IS X D BE O W DS

(R JETG LR L AT
7T IR A
LATZF ¥, &Rk
RUFTrFr &)

[2.32H]

T, T F UEMIC
L0 FIE L 72 & o
Wb

Wiy %.

10.2 BfHEE (BHRICEETS L)

ESiE FEARAER - 35187 W - fabiE T
THFFTY) v FREBREIRIASE Z 5 | WA & D BIREREEIBICE 2SR &
NVDRE BENDDH 5, nTwb,

YruAR) v RFNOMEM WIS 5 | PRI &0 KA OBHIFIGEER A E

BENDDH D, S RFOMAPEESET S 2 &

EZHND,

W EBR IC B % 5 2 IVAFIIVEDRHICEY . R

e S #FOAUCHH0%ILT L7z & DA

ALVAFTIV bHho

JLVAFIFR

TR ART NV BRI &0 o RF OIS A L 7=

I =Y A EA R LOWEDD D,

FYITTI=N BRI & o ARF OIS EA L 72
LOWEDD %o P L HpHD
BRI XD RFOEFIEALT 5
brHEZBND,

tNT v — PEC & DL A FH] D Crax D530%,
AUCH2BUIET L7z & OGN D %o

Pva=A=E Y BERIC LD A b T 7 1EHHI50%

TEXVV)Y T KT L OWETH L. PrHSEICE

77 U (GFH) DRI ZEALT B 2 Lic kY,
ES Y TR VN S-S AN N ()
MHREAR T T2 L B2 5N %,

V77 EY Y V77 Y IR A
T2 L&) AR ORI S
M AHIOMAREIMET T2 &%
bbb,

TyraEn HIER S b2 B | FIRME TOZWIHE L. KR

NGy raew ENDDH 5o KPR T 7L, Hrvy

Ay raen T YVEDMAREDS EAT 5.

INVI 7 )

AL 7 F >
{4 ¥ 7). HFHA
ToF

Kb

E=

77 F Y ORR A
EEDLBENDD S

AHN O GIEIMFER LD A S
N7z 7 F AT B HUREE LA
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1. BEIER

ROBWERDPBND Z L3 2 DTS & +0124T0,

B DRSO

SN E Il 3G 2 P Ikd 5 7% SR LER T 2 &



1.1 EXLEIER
1.1 BRIE HEEA)
SLEPIHIREIE . TRIEGE o LIS E . BRI %
R FTUREMED D Do A P AA O A ABYE, FEE M
JEGE, T ACOVF N ABGE, H > Y Y RGE, L T — )V IEGE,
Za—EV AT A AEYHE, SV R T ANV REGHE, AN D T
PefiE, W T N ERBEBE, ) AT TIREE, SRS 5bh
NBZENDHDH, Tz, Mgk, BUE, EEMELAESR, HRREE.
B, RAGERG: RUETR. BE. B, ARG R,
i, Wk IBER, BELHHbNLZ DL, F72. BRI
KT AN ADFEEALIZ X BRFRLCHFROEALD S H bbb I &
Bdhbo BENEDSNLEEITIE, BE - K3, PUEWE. Y
AN AR O HEO B LG 2175 T Lo [8.1,8.2.1, 9.1.35H]
11.1.2 EITHSEMAERIE (PML) (HEARH)
AFNOWFIHE P N OHER T RIEEZOREEZ o IcBlg L., &
FRREE ., RRANBEE. RREAEIR (R, DU . S RERE O SE
R3d B b7 A 13, MRIZ & 2 E{EESH K O SR = 17
H eI TG EPIE L Y R ERFT) Sk, [8.1.8.2. 1B 1]
11.1.3 BKY A IV ABIE (HHEEAREY)
[8.1. 8.2.1=H]
11.1.4 MiKkEE
JLIERI A (1.4%) .\ 3FhEkigd> (0.6%) . SEFRArERE  CHUEARI) |
FImERRRAD (12.0%) . MR (1.7%) . &l (5.8%) . 7R3k
B (0.1%) BHo5bhbI Db, [8.2.1, 8.35H]
11.1.5 B 2 /NEE (0.2%) . U >/ HEEM R R, BEHIEE (5ICKE)
(UL 0.7%)
Ml S INHIF) & PR T 2 %A1, EEOREHHNC X ) FEHOW]
REUEAHE S DD, [8.1. 8.2.25M]
11.1.6 JH{LEEE
AL ES (1.1%). L& Him (0.3%). #HLEzEIL (0.1%).
ALY R (0.4%) BHHbNDEIENDH 5D,
1.1.7 EEOTH FEARH)
BEARFEIRICTE o Z2FEF s SN TV D, BEORIEIC X 1 (ki
OG- WHEOMY) 2 ALEZ1T) 2 L, [8.2. 1]
11.1.8 7Y K=Y R, BERE (U LHEELRH), BERE (0.5%).
BEAKAE (0.2%)
11.1.9 m#FE (0.2%)
fofEZE, MIEFIR MR, BIRIMARIED S &b b T LD 5,
11.1.10 EEOBEE HEARH)
TG, BRMEEIE, KEE. BRERENH S DN L Z LD
%, [8.55M]
1.1.11 DEE
ARG (0.3%) FRAME (0.1%) < UMEE 1L CBEEARIT) ISR GHAHIGHE
L FEAED, RS, RS - CEMEEIRSE) (0.19) . il AR
LI (DLEEEA) Bdobh b2 edd b, [8.68MH]

19%LL k. 19 A i N
RS T S, L O (UG- 555 | | EEIRITHE, BR
HEV, )OO, IR AR, | R, EIR, R
K, Z—a—uNy— R | BEE, B, B
% BE R, EEEE
[ig AST. ALT . Al-P, EVUVEY, LAPD
y-GTP. LDH® | k&
L5
Bl DRI P g, BUN LA, | BR. ER. IRIEE,
BIAR, 7 L7 F = k5| SR
IMLFR, FREA
A R ER I IVATFE—)VES, 3 | FEBRIACER -
(4.9%), Mg kF, | v 2275 —BEF, MIiF | P, @mars
M) 7T AN | BREMED . AGHHEE, ZIE . AR
LHL wRmE | mE7 V7 VKT, mEE | Trhn—v R
fili L5 KIS - KF, P
Cly NaofiF, 7Ly
LME. &Y ¥ BRIE. J#
Ji AR~ 7 T AdUE
] B, 5605, Welhge, o, | BTN TRRO M 5. K2
INKIEVER B . BN 55 JE IS I ZEIT
FHHL B
I SRIREE 58 HISRRE S, WEBAIN, ok, | DPURIRIEE, ke
=N P//IREE S )
I XE 1113111
Lxo<h
# - EE HHEAE, BIEE. BOAC | TR
T e
TEBE e I SEAR PRI, A
MU LR
TRIR IR R
JIIRCREE
iRt I g, HHEREE,
S50, AR
H Hie, HuE
[P FIRBRAERE(R T AR RS, 7 v
¥V T EREE
*| Zofth SedEr a7 ) L | BRI, IR, Mok, AT | BEIEEME. K.
B (3.6%) . FE | B, SRAET T T SN, | BEE () >N FEE,
FA RATTATA | AV T EHE, L, 8| BIEKEE S ).
WV ASCAREEIT | JIAE fRERI, 17
CRP L4t I PREIR, K
JG . B SEELHE
AV RT VA KA,
B JAE SUS
FED SEBHE SRR A ST

1E2) BIET 5 T, 72, BIEOHEIR, KERIDVHLDNDLI LD DD,

113) FRAORRE IR FEBMIE £ COFRBUHIX16.4%TH - 720
%4 AHN L BIIESIGTH ) o AR OB & LT, 5680 BUERG. HEI%. AN,
CRPEDRIE~Y — 71— D EADPBEMNIHEBT 22 E0d b,
13. BERS
13.1 @

ARHNLEH MAENT TR SN WA, a3V AT T3 v (HitEk
fAHD) BGICX DR IEEST 5 2 LI Ko THREATE 2,

14. BRALDZEE

11.1.12 fA#REREE (1.8%). BE (0.2%)

AST. ALT.
HobidZ

y-GTP. Al-P. ¥V )L E », LDH® 5., &IEAH

LD b

11.1.13 BhiKEE (0.1%). SEFEOR (BEAH]) . KK (0.1%)
11.1.14 £ (0.3%). $EEL. IR, BER (D EHEEAR)

FLE DR LN EA I WREERAERCT. MR X % Hlif%

BlE A7) 2

11.1.15 ZPLIVXF—RIE (HEAR) ., HEE (0.1%)

&O

1.2 ZDfOEIER™

1%Lk 19%Aii HHEEANE

ki3 AT 7))y Ml | BARIERREN - W, R | ARIEREIE, 7
WA, ~NEZTYE | KA O U R
YA RIEREL E. rEVETITA
WA IR T WML, BE
B, B ERE N AR, SR i

L T (12.0%) e, TINgE, A, gk, | B, 5
e, WERL, MR | A Lo, WILAE., BETRE | BB, S, R
S BEEHAR, 7| # g, AT,
I5—YEH. B BRI IEZ
Je WELHR

14.1 BHZMHBEOITE
PTPUEOHEFNIPTPY — MO L TR 2 L) 54 22
Eo PTPY — hORMRIZ LY . B SARRA AEREA~FA L, i
LA B L CHtBIAASEOEE LR ABHEA T 52 L hd 5,

15. ZOMOEER

15.2 FEERPRABR ICE D 1H#

15.2.1 Wit/ ImAescifi 7 v ~ O %EER (40mg/kg/H 2 7HE., 2O
#%20mg/kg/ H (298 L CHIZT7H MR 5 TGPt
EARBUAEO [I4E 2 #08] L 7225, &5 ik®iciz) Ny FEe B L
2L OWERD DY,

15.2.2 YU, PR A, HIERRAD (4bmg/kg/H PL L) 25HRiE
ENTW5,

15.2.3 MG % H\ 2 )RR A REER, R % Vv 2 #5228 H
B, v A =—ZXNs A8 —JIEHEMIL (CHO) % w2 gef
REERE, <~ 2 v 7 4 =< TKRB K OV > % H v 578
BRI S L, Ml Eg L AT 2HET, YR Y74 —<
TKREBET/N a0 = —DF5 K O - 3 % F v B /MG ER TRk
DFERDE S, GORREF RO Sz,



16. E4BNRE

16.1 mrigmE

16.1.1 BBERE
BREAEIIIT 7/ —VEE E7 o F )V E L TLES500~2,000mgt &
TH2M AR OG- Lz e & FGHA3EEIZ B 2 EEREm I a7 =
J =)Vl (MPA) OIAEhRER OSEYBFE/ ST A =5 IZUTOLB) TH
). AUCIZ R IBIEARRD Szt

SRR 3% 5-3 H 2B 1) 2 MPAD Y EIHE/ S5 X — %

ER2SE 4 AUCo12n Cax Chin
(mg) (ug-hr/mL) (ug/mL) (ug/mL)
500 (n=9) 18.4+3.16 4.74+2 .4 0.56*0.23
1,000 (n=5) 48.8+16.4 12.6+5.2 1.95+0.99
1,500 (n=5) 57.8+21.3 11.8+£2.7 1.99+2.01
2,000 (n=4) ™ 80.6+16.7 19.3%£5.2 2.61%0.91

FAMEESD, n AR
1) A OB B0 KRR X1, 500me % 1 H 2 1 25 R - S 5T B
16.1.2 EREERA
R ALRBINZI 272/ — VR E7xF)LE LTL,000me% H %
G L7zl EOMBETMPAOEMEFE/ ST XA =Y ZDTDOLEB) THo 720
FHEAT— %)

16.5 ittt

16.5.1 BERA
MPAH RO RHIZ OV T, BHERAABNIZMC-3 a7 =/ — Vi E7 =
TV A1, 000mgH e 455 L7z & & FeG-RT720H £ TITH90%A R,
5% FH PRI S 2o T 09 BIRAPHEIY OFI95%IEMPAD 7 v 7 1
VAR (MPAG) Td o720 HEMHEDO R I, %5 52480 £ TI2
#9992 19%A5 R A 2 HEME S v, BACEHY & L CIZHEM O BRSO A B 71 v R
XY RAFNVELTA) »THo7200 (HEANT—4),

16.5.2 Zit#1T
YC-3a7x/— )V E7xFV6mg/kgwiZi T v MRS L7
L2 A, G HB2ARER F T O PO AUCI ILEE fh i ik 0 AUCO
19%CThotze Tz, AFHITIERZLKIEERD 5 T ERBWIEMPAR O
MPAGT & - 722, [9.62H]

16.6 BFENEREHT 8L

16.6.1 NEBEBIEEE TOEYENE
NEBBREE 2~17%) 23372/ — LV E7xF e LTLE300
~600mg/m?% 1 H 28] #1455 L 2 0 $%65:37 A B2 B 1) 5 4 o
MPADIEWBHHE/NT A — I T O EBY Th o7 B RABENE (12
B H) 2B B FEIRGE12655.0mg/m*/ H TH - 729,

SAERE % 5-37 H BIZBUF AMPADO Y EIHE ST A — %

Trmax Conax tiz AUCo-e S HIPH Tmax Cinax AUCo12n
(hr) (ug/mL) (hr) (ug - hr/mL) (B850 (hr) (ug/mL) (ug-hr/mL)
MPA 0.726+0.443 24.0+11.9 15.8+8.40 57.9+16.4 <6 (3) 0.5%0.0 11.5£7.8 -
~ 6iE~<12% (5) 0.5+0.2 25.3+10.4 -
e £ SD
. ) ik 126~ (7) 1.0%0.6 19.148.0 -
16.1.3 EMRRIRFMEHER 2% (15) - 20.9+10.2 46.7+19.0

a7/ = VEEET7 2 F VA TR N250mg [VTRS] LVt 7 v 77+t
W250% 7 O AL —N—FIZ L) ZhEN1h 72V (3372 /- )V E
7 v e LT250mg) fREEERCA T F IS R EL R O S LC I X 3
7 x /= VR GEHER#Y) BEXNEL, HoNEYHENT X -5
(AUC. Cumax) (22 T0%(E HEIX [ 112 CTHEEHFAT 2 17 - 7245 H . log (0.80)
~log (1.25) OHPANTH V. WHIOAEYF I FREEDHER S 2D,
MigEm I 27 = 7 — Vi GHHERH#Y) OFEWEEE (T X -5
HE ST X =5
AUCo-1s Cnax Tmax Tz
(ug-hr/mL) | (ug/mL) (hr) (hr)

BHENTGA—F

337/ - )VEEE

7 = F VA T N250mg | 156.20+2.81 8.87+2.70 0.63+£0.35 | 13.93+5.02
[VTRS]
vt T AT 250 15.25+2.23 9.66+3.47 0.73%0.51 13.73+5.57

CPgf = B £, n=26)
MR I a7 27— ViR (EHEAHEY) OB

JU

12 —— 3T 7x/—VEEE T = F V7 7 )V250mg [VTRS]
--O- LWL T M T EIV250

10 | FIfl + R . 0=26

MR I 37 =/ — VR (ug/mL)
-

: ] 0= f=0~(~=0
2 4 6 8 10 12 24 36 48
R (hr)
MAEFPEEENE ONIZAUC, Cand5 /85 A — %13, W& O I, R OFIL
% - BRI D RBRSM I X > TR 2R D 5o
16.2 ORI
16.2.1 BBFFTEIR
YC-3a7x/— )V E7xFNVbmg/kg® BEIHEG LT v NS
B  CICHEl SN2 2 BIoMET » MG L& 2, 8t
R S L7 T BE D RI85% AT TN S 1728,
16.3 9
16.3.1 BEREEE
MPA O I35 2 14 &30, 0.3~200 u g/mL O i FE #iFH Tl397~98%TH V) .
2D BRI DSITE 7 VT I v NOFEETdH o7z (n vitro)? BHEINT—5),
16.4 34
Ia7z/ =V 7 FVRESHER,ICE b OMELERE. PR,
M TMPA & JEEEAC# e FoF > = F)LEL 7 4+ ¥ (HEM) 12H17k
SR ENB,

16.6.2 BH#REETREE CORYENRE
TR . B T RERUOEMEEIZI a7 /) — VB E7 2TV E
L T1,000mg% HialEE 1% 5 L 72 & & o4 rpMPA DI BIHE /5 X — % 1%
DToEBYTH-72 BHEAT—%). [7.1. 9.1.2, 9.2.15]

GFR Tmax Cmax AUCo-96n
(mL/min/1.73m?) (hr) (ug/mL) (ug - hr/mL)
>80 (n=6) 0.8+0.3 25.3%8.0 45.0+22.6
50-80 (n=6) 0.8+0.3 26.0+3.8 59.9+12.9
2549 (n=6) 0.8+0.3 19.0+13.2 52.9%25.5
<25 (n=6) 1.0%0.4 16.3+10.8 78.6+46.4
BTG (n=6) 0.8+0.3 16.1+7.3 76.9%25.4
5550 (n=6) 2.3+3.8 7.1+2.8 60.5+38.1

T £SD. n ; HEHIE
16.6.3 [LEMERE TCOEYEIRE
LEBEEICI a7/ =V E7 25 )b & LTL,500mg% 1 H 20 SR
A5 L7z o M MPADREYEFE/ ST 2 — F ZD T O LB ) Th o7
HEANT—% )0

Trmax Conax AUCo-12n
ST R
W (hr) (ug/mL) (ug - hr/mL)
A 2.02+1.83 11.6+7.45 36.7=11.9
1HH (n=17) (n=17) (n=16)
LA 1.58+0.998 13.3+7.80 vy e
G
5HH (n=10) (n=10) K
LA 1.77+1.32 11.5+6.76 43.3%£20.8
SERERT H (n=11) (n=11) (n=9)
LA 1.12+0.655 19.8+9.27 53.9%20.0
67 H (n=52) (n=54) (n=53)

T =SD. n R
16.6.4 FT#5HEEE TOEYENE
JFRMREICI a7/ — Vi £72F)LbE LC1AEL,000mg 1H2ME7H R
OREG T & &, 3372/ — 0V E7xF Ve LTL,500mg%
1H 2[R SR %S L 72 o 4 MPADSEMEIE S5 X — 7 I T D & B
D THo72"9 BHEATF—2).

Tmax Cmax AUCo-12n
JHIE R
M (hr) (ug/mL) (ug - hr/mL)
Ay
IR 1.13+0.430 13.26.64 31.0+14.3
(n=21)
e -BiG
64 (n=14) 1.07+0.600 29.3+17.2 60.6+18.4

P £SD. n: FEBIEL



17. ERFREER
17.1 BEHERUREMICET 358
(B HE% O HAMER RIS DR
17.1.1 ENEE IR

RS OMEATEII UG BE AN LT, 3372/ =V E7=F )k
L C1Ial1,500mg % 1 H2[al 1238 IR 155 L 72 & & OWGEHRD R % 1st L 72 EINER R
AERIZ BT, AR S FI26 B DI EEN L T o L B Y TH o727,

HEATEIEAR RO I 2 WGHADR SEBIE (%)

(FFE8HEIC 5 (F B 1B RS O]
17.1.6 B EMAEFER
R AR B E56501 %t G & L - ZEHEMILERBRICBW T, 7 uxRy v
EOZAFaA RN CIa 7/ — Vi £7 x50 (MMF:1A1,500mg
ZLH2MEEH%S) HLH5WIET7HFF4 79 v (AZA 0 1.0~2.0mg/kg/H D
RO 25 L2 EOAMEICETL2HBEIIUTOERB Y TH o722
HEANT—%)o
HRNENZ B3 % Bifk

¥ % 2RA% " W it
12 (46.2) 6 (23.1) 3 (11.5) 5 (19.2) %
18 (69.2) 8 (30.8)
A BOGTIFEER JEFIE (%)
kL s
22 (84.6) 4 (15.4)
MR AR JEGE (%)
o R
23 (88.5) 3 (11.5)

17.1.2 #B5EE 1/ 1B
B OB ROS BB TIHNI M LT, 3372/ =Vl E7 =T
)& LC1A1,500mg % 1 H 2[R 8 B #E 4% 5 L 72 & & OEH A2 at L /-
KETOHE T/ THBRRBREREZ D &0, HSHoMmEs L7 5= S flins
5.0mg/dLEL E#E & 5. 0mg/dLA i #E O 28 TR BIUMNT L 72455, se &= i)
BIIUTOEBY) THo72% HEAT—%),
PGB 7 L7 F = AEI X 2GR0 E EE (%)
=5.0mg/dL <5.0mg/dL &t
7/13 (53.8) 45/64 (70.3) 52/77 (67.5)
(BHBHEIC 5T B IERRISOME])
17.1.3 ERELHEHR (RA)
GO BEI6HN LT, Y7 OARY) Y ROATOAL FEEATICI
a7 =/ —\V# 7 xF)E L TlAL,000mgXid1,500mg% 1 H 2[A124:8
BIRE G- L 72 & & oFA SO 2 M) L7 ZEEMILERRIC B W
T AR SERI2G DO IE T LB ) THh - 729,
SMERSUR OB EGIE (%)

1% 55 AR OGO FEBLBEL (%) B5-61%
1,000mg 22 (34.9) 63
1,500mg 17 (27.4) 62
AR EEL (%)
L4 5 AEAEBIEL (%)
1,000mg 63 (100)
1,500mg 61 (98.4)
R AR JERE (%)
1A% 55 AR (%)
1,000mg 62 (98.4)
1,500mg 58 (93.5)

17.1.4 ENERRAER (IR
ANEBEBREE25E 2~175) 12k LT, Mo REsHlF & o T T3
a7z /) =)V E7xF)bE LTIHB300~600 mg/m?%1H2MRIFE 145 L
7o & & O BUSINRIRN R % et L 22 BERRER I BV T BRBAE#R6 7 Ho
TEAGSUGZEBIER1324.0% (6/2501) . BB LEOEFRL EFRITVT
1$100.0% (25/2561) T - 72"
EIVEF X256 9 166 (64.0%) 123058 L. E2EIEMIZ. 14 bxAu
YAV AMEEI. 4 b AF T T AV ARG, FRMETH - 72,

COISHEIC B (T BIEIER S O]

17.1.5 BH B MHEEER
BB EEST8 At R L L EEMILEGAERIC BT, Y7 a AR ¥
FOATFOA FHEHTFTCIa 7 /= €725V (MMF:1H1,500mg
120 % S) HAHWIETHF 4 7)) » (AZA 5 1.5~3.0mg/kg/H D
WG #3%5 L2 SOEMEICHETABBEUTOEB) TH o 2%
(EINT— %)

AR B % pf

. MMF# AZAR
A n=278 n=287
67 AR ) AL, itk %)
RIS O SERA e L am e S ) () | 100 8D 137 (47.7)
ML LA AR C LR HE L =BV (%) 59 (14.0) 2 (146

o MMFEE AZARE
R H n=289 n=289
67 1IN U 5 I T IR BB P - 72
RSO RRAY e Ui at) ) | 2 OLY 100 (34.6)
TSR LAE LA 2B X TSR L 7= U2 (%) 18 (6.2) 3 (11.4)

(RS HEIC 35 B IEHERAC D)
17.1.7 BH AR
IR RS2 BT BIEAESOSOBIFIRNR AT 5T 2 FLEAT— 8 )0
(REFSHEIC 35 (T B IEAERIC DN
17.1.8 BHLRUHE
FEAe . (BEE MIEREAE) B2 BT 2 M UL O MR RAFRD 5 Twv
55 (BHEHANT— %)

18. EEhFIE

18.1 fEA#F
372/ =V ET7 2 FVE, EENTER D ICMPAIIIKG E SIS,
MPAIZ. de novos%. salvagez2o0D 7 1) U HEERARIEDN, de novoidig®d
HEBETHDLA ) VT RAT oA MIKEBZEZREAWN, T
BRMICHEST 22 LI28) . GTP. 74 F Y GTPx 1B &, DNAGHK %
P9 %370, T, BY v/ SERHIRIERR AR x 32 & L Cde novoRIIREF§ %
DIZHF LTy FIER LSO IZde novo. salvage i A IZAKAE L T 5357
MPA Isalvage RIFFEIIZHE L 2o\ 7200, $ERMIC Y > 7 SR o0 10 % 358
RAVHIHI L. TR RIS S 2 A SUS O RAN S % 7535 5599,

18.2 GRiESEIBIEM

18.2.1 in vitro B
v by CSERRAIBAR O, <A bV = YR Lz N ARREI Y Bk K
OWEB ) » SERO R PUAREA: . W M) 2 SEROIRA Y v /3B
I % BRIV B L 72503859 0 —J5 e N RHEZERI., I P R o> B Gl
HNIEEECTdH - 7259,

18.2.2 in vivo &E&
<~ AMNABEEET Y v Bk FHEIIH, BIE~ Y AR T v MRIEOTUE
FEAEHIEL, WA T b o b BARPUREEAE R T AR~ R0 oS
i O DN A G 18 o0 5 S 3] 2 7% L 7233940

18.3 BrEREMHIER
B ORI BT, BTSSR OEOwE % B0 7z (F X
i Z v MOE - M) o F 7o B SOG I L. RS R o AR
AAFI A R S0, Hl & ORI G- X RERHI e A R L e (A
RN - . T MO - N, v AR 2. s 512, Ty MIRE
RETIVCOREREIIR S, NIEHEHH - AEE 2 3] L 725,

19. BRIHRSICEET B EB{LEHIER

—MFr c 3 a7 2 =)V €7 =F )V (Mycophenolate Mofetil)

1b%4 © 2-morpholinyl (£) -6~ (1, 3-dihydro-4-hydroxy-6-methoxy-7-methyl-
3-oxoisobenzofuran-5-yl) -4-methyl-4-hexenoate

5% 0 CsHaiNO7

3= 433.49

PR BEofEEOBETH S,
TR AZHEFRT L TY = (99.5) 120 R I2 L IRICIFE A LT R,

== 35w

o OH CH;
_ O~
N
o 5§
(0]
OCH,3
CH;
BT 94~98T
21, AR

k) A 7 EEEI 2 FOEO L EYIIIERT A 2 L

22. @I
100% 7+ [104 7t)v (PTP) x10, ¥2lEHIA D ]
1007 7 K, /NF]
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