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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 RAIDOMERK

Wisess ST

il

-

= o) O [ g [
Mrog | B

W : e

W

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

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 &,



k9

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,

A ETEREEE T A&

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]

c RENLEHTEEA RS ST b Tk,

« RENOF GBI IRIE TS CTH 5 L O R AR T 5 2
o

c RRFE G G PR OG kR, ST S AEE R
MRS L) M5 2 L,

s REPGAE, BIOIRRAEZ(T) 2 L IHIRL CwinwZ &
EMIICHERR T 2 2 Lo MIRDEEDN LA 121, EHIZIHY
BEIEET DI L,

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 EESE) VO (OB R EE O P R IRESS) L Al (B
RS . MR (T HEHES) SFofai Bkl ms s Tw 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. %
BHEIC BT B IEHE RIS D)

Q=T ZB%)

GEMERIaTEIEIC B (T 2 IR RO MmE)

INREEA R G L L 72 BRR BRI I L T e v,

9.8 EpE

BZA THIAT W REIIS U THEFOMEI 2179 2 & BEGYE.
WALE BIMEE O BIVEH SR OGRS 2 BZNDDH %,

*10. #HEER
KENOWEA# Y THDIa 72/ — NV (MPA) 1, £ LT
UGTI1ASK 'UGTIA9IC X 2 7 )V 7 10 v EBF A BUS I & 0 A0# =
N5,

10.1 BHRZE ALV L)

A0 AR - 15185 1% W - ek
LTy FEHE NS & 2 SREINIT | SREEMIBIE IS & ) SOE O W REMEAS

(R JETG LR L AT
7T IR A
LATZF >, &k
RUFTrFr &)

[2.32H]

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

Wiy %.

10.2 BfHEE (BHRICEETS L)
ESiE FEARAEK - H5 87 W - fabi T
KAV TaF =y a0 | RKROEHAHRS 5 | 770 v iRias % ES 2 3565 &
L3 BN DH D, DB &0 o ARFH O FE R AR
THEHEZONL, AV TaAFV=
7 ARFER O ERH M TH 5 1 4
TaAF = VHBUGTRHET S &
IZ& 0 AKHIOAUCH 3% L 72
LOWEDD D,
THFET) v FREREREIIE S C 5 | TH] & B BERRRRINEICE F As e &
NV R BENWDD %, nTns,
YruARY) v AFNOMEM WIS T 5 | PRI &0 KA OB IFIGER A E
BENDDH D, S, RHOMAEESRT T2 &

L LIREAM Z S id

Ezbhb,

ILVAFIIVEDRHIZEY . A

B 3] FOAUCHA0NIET L7z & i v
AVAFIIV Hbo
JLVAFIF

R RV AROT NV
=Y NG AR

FUVT TN

TNRNTv—

DA VA=
TEXFVV)Y T
77 W (EH)

V7 vEY Y

BERC XD ARAOWIANRA L 72
LOHEDD %o

BERIC &L 0 ARH OWIASEA L 72
L OWEN D %o PHHZEC X HpHD
RIS XY RH O GEEEAT
HEEZLND,

PERAZ & D A D Conax H730%.
AUCH2BWIET L7z & OHED D % o

PERLZ LD KHID b7 7 lH750%
KLz Dt hd b. PiHZEIZL
D BB AT 52 L2k D,
RHN O IR B E S, AH O
MHEEART§ 5L E 25N %,

V77 Y IR A S
T2 LX) AR ORFH A S
L AFOMAREIRT S5 &%
Abhb,




A HRAEAR - HER ik - ST 11.2 ZOOEHER™
Ve ZA=13) BIVER S &b 2B | BIRME COMUPEHE L. RH O 1%LL 197l B
T IuEL hhb2e RHPRUT > 70N A2 Yy i AR ME | R - W IS | AR E,
7{/ vruen 0 EVFEQMAEDN ERS 5o W NEZTE | R O R H U R RE
S Z T HEN Vi AR o bovEsoR
RiELT 7 F > T F Y OB | KA ORISR L) | S b KRS F VEMAER . BE
427 NVI Y HFHA | SELBENDEH 5, 72T 7 F NS B PR E DY s E i ERE N
V7T fanz. e TH (2.0, | Bk DA%, S8, Bk, 2,
i Jag, WEMEL I | A Lo, BSIORE. BETRE | MR s,
_ G BEORIR, 7 | %5, PN,
1. BlER IT—E R B 0. Pk
ROBWERID S HbILE 2 L0 5O THEE 54T\, B % MH S
= R e U B A 4TS L AR FE. LOI (WU %) | | RHRTTIE,
R0 Sy I A LS B % SY) R R A7) 2 & L R |k
1.1 EXGEHER Yo, —a—moSy = | R, ok, B
1.1 BERIE (HEEAH) % R Bk, BERE
TEIIHEEE . SRAEGSE Lo LIS R . BRI RIS % i ASE:FSLEDi{W AL};{R EYvEy, LAPO
B D o A b A AT A L ARG, T R [ "
RYAE, T AN FEN AREGAE, F > Y IEYE, T — VIR B R MIPEBENE S, BUNLSE, | SR, IR, A5,
Za—F VAT A AERIE, NVET ANV AEGSE, S IV Y TR EER 7 LT F = RS | PRI
YefiE, Hn T FRKBBHIE, ) A7) TIRGE, #EDH 5D — — MR, TR — —

- 15 . P A e B AR 4 PR R LA TAVAFU—)V ESL 3 | JEBTERRD -
NHZEND 5, i‘f_\ g, E&Eﬂf\ !ZKI*IFLV\]H%J%\ HERINIORZN (4.9%) Mg EFb | v TA7 5 — €T, Ml | 8. Bars
HAbs, RAGERG:, ARSI RE. BB, ARG, IR, FUZYETA R | REERS, AGRER. | AN, BRI,
. B, HES S, BENDH L bNL I EDH L, £, BEF b5 ERIE ME7 V7 I KT, I | 7vha—3 X

X oo R , , R {5, KBS - T, P
27 A NV ADOTHEEAGIZ X B HFRSLCCRFRDEALYH HbND I L Cl. NafEF, &7V
Bdhb, BENEDSNLHEEITIE, BE - K3, PUEWE. Y fkﬂﬂg f‘}>%mi}ﬁ
. U - Al fk~ 7 A A
AN ARIOB G S OB RIMEL T 2 ko [8.1,8.2.1,9.1.358] e e
o . - § HE. 5895, Mg TEIE. | EEMERE &,
11.1.2 SIS B EERE (PML) R h AKIBHERESE, PG | W, fHE, 21T,
ARANO G P R OEFE T R BE OREZ oL, & BB T
FEREE ., RRANBEE. RREAEIR (R, DUBRR) . S REREE O SE U3 SHIREH 2 HIBESE, WG, Mok, | DRI, vEpER
D &b B iE, MRUC & 2 BRSO B 217 " o
JLebic FGERPIE L YR RLEEFT) 2L, [8.1.8.2. 1BE] Leod
11.1.3 BKY A IV ABE (BHEARE) i - s FHUBE . W, WO | TR
(8.1, 8.2.1%IK] RN
11.1.4 MmiEpE= e BE SR MR,
. = A B I, AR,
LBk A (1.4%) . IFhERkigd (0.6%) . EEFERERE  CHEEA) | TRAR. BRIE .
FHnEkRA (12.0%) . 1M/ MEEA (1.7%) . 2l (5.8%) . #RIFFK M
B (0.1%) BdHobIdIEndb, [8.2.1, 8.38M] ® HPIRE ﬁﬁﬁﬁﬁﬁﬁ
11.1.5 B > /308 (0.2%) . U >/ IFEMEAR R, BUIES I KM o e
) 0, ~ £
(BLEO.7%) ) X PGl HR AR BRI, 2 v
o> Se PN & G 3 23412 BEORIEIHNC £ ) B ow o KRR
RS T2 2 e 5, [8.1, 8.2.25 ] Zoft SepEs T ) VK | B, R, . (KT | BTN, B
11.1.6 H{tER= B (3.6%) SeH | WA Sy T T SHINL | BEE () >SN,
e s L . AR AATY A | A= B i, | BT G ).
AL A (0.4%) BHHbNDE I EDd b, CRPLH T UFRER, 9
o 3 AL gy X'Ay
1.1.7 BEOTH CHEAH) i B
JATEIRIZZE 5 7EBI S G SN T B0 BEOIREEIZ L Y IR Sk e U
DG WHREFEOMY) 2 WEZITH &, [8.2. 1] D) SEBUER I R S

11.1.8 7Y =2 R, BEFRE (U HEELRH), BERE (0.5%).
BEAKAE (0.2%)
11.1.9 m#5E (0.2%)
A2, I IRIARAE . BUIRIMAIED D H b b 2 & D 5,
11.1.10 EEOBEE FEAH)
A G, BRI, KEE. BHEREENH HDNDL Z E0d
%o [8.5%H]
1111 DEE
ARG (0.3%) FRAME (0.1%) < UMEE 1L CBEEARI) ISR GHA MR
LB AMED, RS, RS - CEMEEIRSE) (0.19). il I AE
LA (D EEEART) 235 bh b2 ehd b, [8.620H]
11.1.12 FF8REREE (1.8%). EE (0.2%)
AST. ALT. y-GTP. Al-P, ¥ ) V¥ v, LDH® k5., #HEH
HOONDLIENH b,
11.1.13 FhKEE (0.1%). R (HEAH). KB (0.1%)
11.1.14 £ (0.3%). $EEL. IR, BER (D EHREEAR)
SRS LN WA I, MREENEERCT,. MRS X 4 HWif§
Ziair) 2k,
1.1.15 ZULIVEX =S CHEAH), #EE (0.1%)

1£2) BIET 5 T, 7o, HEIED

4

13.1 L&

b A
Vit

Wi REEA DD HDINDL DD D,
1E3) ERAOBRE U ZD RGN £ TOFRBIHIEL16.4% Tdh > 720

RANZ L BIIEFUSTH Y EIRL OB E LTy Je2h, BIETE. BIETZE. iAdE.
CRPEDRIEY — 7 — O LANPBEEMIIEBT 2 2 Db b,

13. BEHRS

AHNZHEIMAGEN TIERESINGZWD, TV AF T 32 (HiHER
EEAD) HGICE VPR A IET 2 2 I X > THETE b,

14. EALEDZEFE

141 EHZMNEOXE
PTPUEDFANIPTPY — b L) L TR 5 X H#88T 5 2
Lo PTPY — FOREKIZ L) . BECSUAED BB A L, TS
322l BT LTI S FE0EE 2 GIHEZ IR T2 LW 5.

15. ZOMOER

15.2 FEEGRRERBRICE D < 154k

15.2.1 PRSI/ M5 v ~ OFER (40mg/ke/H#THI. 0
#%20mg/kg/ H 2 fE L CHIZTH BB OIS TS Hidiid
B AABURM O [M45 2 30 L 72 2%, #E5-hIEBIIzY Ny v FEEL
- DHEN B Y,



15.2.2 HLC, FHI, &, FIERRA (45mg/kg/HELE) A3
INTW5,

15.2.3 M % v 2 IR SR Sl B, 2 W % it fn T
B, F oA == ZANAAS —IIEESRAME (CHO) % Flv 2 4tn
R, <7 2) v 7 3 =< TKRER K O > % v 5/
B Em s, MldtkzEFL2HET, vV AY 75 —<
TKEEET/N a0 = —DFERK O - s & v 2 /MG ER TRk
DFERDE S, GRS F IR S 7z,

16. ZEYEHRE
16.1 MephinE
*16.1.1 BiStERE
BRMEZICI T T —VEE E7 xF )b e LClE500~2,000mgt %1
H20 ARG Lz & & #5063 B (2B 2 MPA O IIU4E F i 1 %
VEEYEEENT XA —=Z I TFOEB Y TH Y AUCIIH=ILBIEDTED 5 i

749,
PSR $5-308 HIZ B 2 MPADOIEYBHE ST X2 — ¥

ek AUCo-121 Crax Crin
(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) #V 80.6+16.7 19.3+5.2 2.61%0.91

SEME+SD. n s fEBIEL
D) AFOEFIC 351 2 KRR X AL, 500me % 1 H 2 12651 LA 1HE 5 Th %
16.1.2 fBEERA
BB AL a7/ — LV F7 x50 E LTL,000mg% H AR #
H L7z &0 MPAOBEMBIFE/ST X —F IUTOLEBY) THh- 729
MEANTF—%)0

Tmax Cnax tu2 AUCo-
(hr) (ug/mL) (hr) (ug - hr/mL)
MPA 0.726+0.443 24.0+11.9 15.8+8.40 57.9+16.4
P9l £ SD

16.1.3 EPZHEFMHRER
a7/ = VEEET 2 F NV TR N250mg [VTRS] &t 7 v 7+
W250% 7 U A —=N—Z LX) ZNENLS TV (3372 -V E
7 xF )& L T250mg) MEHERCA TS T LA A LR S L T X 3
7 x /= VR QEMEAHY) REZNE L, 35N BIE T 2 —%

16.3 2%

16.3.1 EEEAE
MPA® MEEE#E AL, 0.3~200 4 g/mL O FEF#EFH TI1397~98%TdH 1)
ZD 9 BRIBWDITE T VT I YOS TH 72 (n vitro)” GHEAT—45),

16.4 X3
337/ =V ET o F VTG HAER I b OTHALERE, TTE.
M TMPA & JEEMEAR# e FuF> =+ VEL 7+ 1) >~ (HEM) 120K
RSN B,

16.5 HEttt

16.5.1 B A
MPAHSEDAH IOV T, BHERAABNICNC-3 a7/ -Vl €7 x
F V% 1,000mgH ARG L7z & &, 5157280 £ TIZRI90% AR
FI5% A FEH IZHRIE S 7z 209 BIRHHEI DFI95%IEMPAD 7 )V 7 1
YEHABEE (MPAG) T® o720 HEMHSEDO AL, 5552480 £ TI2
#4992 1% R A HEM S v, FARHY & L CIZHEM OBV SO By 77 v R
FUAFIWELT A1) ¥ THo/0N GHEAT =5 )0

16.5.2 ZLit#4T
UC-3a7x/—VEE 7 xF NV6mg/kgZZ T v MIHEREIIRSG L7
LA, BL 524N F O REO AUCIZ IS H iU iE D AUCH
19%TdH o720 F7z. FUTHITIERZALERIZEED S L3 EAHP IEMPA K Y
MPAGT® -~ 729, [9.628]

16.6 HEDEREH T 28E

16.6.1 /NEBBIERE TCOEYIE
INEERBREESE 2~178%) 12337/ —VEE E7 e LTlE300
~600mg/m*% 1 [ 20 BAERE 1% 5 L 72F 0% 537 A BB 5 Eh o
MPADIEYIFEE ST A — 51X UTF DO LB Thoroo B RKESHIH (12
B H) 2B B FEHEG-E13655.0mg/m*/ H T - 7219,

BAERE %537 H HIZBU 2 MPAOIEYEIE/ S5 X — %

AEHREPH Trmax Conax AUCo120
(B%0 (hr) (ug/mL) (ug-hr/mL)
<6r% (3) 0.5+0.0 11.5+7.8 -
6% ~<12i% (5) 0.5+0.2 25.3+10.4 -
125~ (7) 1.0£0.6 19.1+8.0 -
fi# (15) - 20.9+10.2 46.7+19.0

16.6.2 B#EEETRE TCOEYBRE
BN, BRERTEEROENEECI a7/ -V E72F 0L
L T1,000mg#% HlalfE 1% G- L 72 & & OIiAE T MPADOFYEIRE/ S5 X — % 1X
DTorBY)TH-72 FHEAT—%). [7.1. 9.1.2, 9.2.15H]

GFR Trnax Chnax AUCo-9n
(AUC, Cumx) 122V TOOWMEIEX A CHRHEAT & 4T - 7245 5. log (0.80) (mL/min/1.73m?) (hr) (ug/mL) (ug - hr/mb)
~log (1.25) OHPANTD V. WHIOLYFHFEEEDHER Sz, >80 (n=6) 0.8+0.3 25.3+8.0 45.0+22.6
MR I a7 = — Ui GEVEREY) OWEHEE S5 2 — 4 50-80 (n=6) 0.8%0.3 26.0+3.8 59.9%12.9
P — P— 2549 (n=6) 0.8%0.3 19.0+13.2 52.9%25.5
AUCous Conae Tonas T <25 (n=6) 1.0+0.4 16.3+£10.8 78.6+46.4
(ug - hr/mL) (ug/mL) (hr) (hr) ENES (n=6) 0.8%0.3 16.1+7.3 76.9%+25.4
137/ - VRE 5% (n=6) 2.3£3.8 7.1£2.8 60.5+38.1
FV;;‘S)J/ﬁ‘f{’)DZSOmg 15.20+2.81 8.87+2.70 0.63+0.35 13.93+5.02 T £SD. n ;G
16.6.3 [LISHERE COEMENE
T+ h T EIv250 15.25+2.23 9.66+3.47 0.73+0.51 13.73+5.57

(CPIgfl + R, n=26)
M4 3 37 = 7 — )Vl GEIECEHT) ORERER

14

12 —@— I3 7x/—VEEET 2 F A FEN250mg [VTRS)
--O- BT T EN250

10 Pl + B RZE . n=26

% 3 37 x / — VEEIERE (ug/mL)
o

o0~
0 0040
0 2 4 6 8 10 12 24 36 48
EE (hr)

ME R EE IS ONIZAUC, CandE /85 A — & 13, WERE ORI, R OFHL
[5 - BEREEDRERSME I X o THRZ RN D 56

16.2 BRYR

16.2.1 BBEFHER
UC-3a7x/— )V E7xF)Vbmg/kgw IS LT v o o#ks
BRI E TIPS N0 2 B oS v McRO#ES Lz e 2 A, 1t
A HEE S I T BE O R985% DS IR S 72,

LDBHEEFIZI a7 ) — Vi £7 x50k LT1,500mg% 1 H 20 FAER
3% 5 L 720 M MPADIEMBIIE/ N T A —F 3P FO L BY) Th o721
HEAT—%)

N Tmax Cmax AUCo-12n
bl e iant
Bkt (hr) (ug/mL) (ug - hr/mL)
LRl 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 USRI
(n=10) (n=10) ey
1.77+1.32 11.5+6.76 43.3+20.8
(n=11) (n=11) (n=9)
LR 1.12+0.655 19.8+9.27 53.9%20.0
671 H (n=52) (n=54) (n=53)

P £SD. n; JEGIEL

16.6.4 FFigHERE TOEYENE
MR EICI a7 ) — Vi £7 o5 )L LClEL,000mg 1H2E7H [
DOERILGFZF | &S, 3372/ —VE 7 x5V ELTL1,500mg%
1H 2 ARG L 72 o4 MPADSEMEIHE S5 X —Z I To & B

D CTHo7219 BHEAT—%),



[ Thmax Crmax AUCo12n
bt

e (hr) (ug/mL) (ug - hr/mL)
AELSH 1.13+0.430 13.2+6.64 31.0+14.3

(n=21)

Er A bl

+ * *
64 A% (n=14) 1.07+0.600 29.3+17.2 60.6+18.4

SFME£SD. n s EBIEL

17. ERPRRXE

17.1 A RORLMICEET 25

(BRHE% OHAMEIRRIC DA

17.1.1 EXNE I HE:ER
ERAAOMGHEIEHOCEEABN LT, 3372/ =V E7zF)VE
L C1H1,500mg# 1 H 20N 2:-RFE 5 L7z & & O % Mead L 7 EIARERAR
AERZ BT, AR RAEFI26BI OB EI I L T 0 L BY) THh 7217,

BEGVEAEAR BOC 20 B iaHa R REBIEL (%)

% W 2475 ® % il
12 (46.2) 6 (23.1) 3 (11.5) 5 (19.2) %
18 (69.2) 8 (30.8)
OO FER JEGIE (%)
FsnL s D
22 (84.6) 4 (15.4)
A A EBIE (%)
ko AR
3 (88.5) 3 (11.5)

17.1.2 5188 1/ T HEER
ERMBOEGREIEGOCBZTIOICR LT, 337/ —VlE E7 5
)bk LC1E,500mg% 1 H 2[R SHE F#E I 13% 5- L 72 & & OE BN R HE Lz
KETOFE T/ THBRRBEEEZ D L2, BS5omEs L7 5= /i)
5.0mg/dLEL FHE & 5.0mg/dL5Eifmﬁﬁ?F0)2ﬁ$T%bl FERT L 72k 5. se il
BRUTOEBYTH-72® WHEATFT—%)o
PG BMGRINGE 7 L7 F = Ul X 2R i (%)
=5.0mg/dL <5.0mg/dL &t
7/13 (53.8) 45/64 (70.3) 52/77 (67.5)
(BHHEIC BT BIEEREOME])
17.1.3 ERNEIHERER (RA)
BERBRBEOEREIHIH LT, Y 27aAKR) Y RTATFOA FHEHTICI
a7 =/ =)V E7xF)bELTLEL,000mg ¥ id1,500mg% 1 H 2[m 2434
MIRR IS L 72 & & O RUSINHIRD R & Head L 7 ZE I BGRER I B v
T ARV SUEBIL25F O B IZ LT O L B ) Th - 7219,
SRS OSEBE  ERE (%)

1l 55 PR UG O FEBIIEL (%) 5B
1,000mg 22 (34.9) 63
1,500mg 17 (27.4) 62
AR EEL (%)
1% 55 HAEBIE (%)
1,000mg 63 (100)
1,500mg 61 (98.4)
AR A JERIE (%)
1% 55 AR (%)
1,000mg 62 (98.4)
1,500mg 58 (93.5)

17.1.4 ENERRFREER (1E)

NRERABE2SH (2~175%) 12x LT, Mo REBNGIF & o6t T T 3
a7z /=B E7xF)LE LTIEZ00~600 mg/m*%1H2EEH%S L
72 & & OIFHEFISINHIRN R 2 R E L 22 B RRER I B W T, BRNEe Ho
TEAE UGS BIER1324.0% (6/2501) . HRMMELEOEFRR TERFIT N
nH100.0% (25/2561) Tdh -7,

HIEA X256 d 1661 (64.0%) 2305 H L. F4EIERIE. ¥4 b A A0
7 AV AMEIE. 4 b AH T AV AEGedtl, TR TH - 729,
(OTEHEIC B (T B IEIRRS O )
17.1.5 BHE MHEFER
LBHERBASTSAI % MG & L “EERILERBRICBWT, Y7 aARY) ¥
BOATFOA FEHTFTIa 72/ — Vg £7 x5V (MMF;:1[E1,500mg
ZIH2MEHES) H5 VW 7HF+ 71~ (AZA :1.5~3.0mg/kg/H D
RROHES) 25 L2 EOFEMEICHET 2REIIDTOLEB) THo 7220
HEANTF—%),

AR B % 8

e MMF# AZATE
R
FHil n=289 n=289
S 146 W2 BT 5 OIMATENRE 5B 2 - 72
A6 7 A I B 2 LIMATEEI B 2 o 7 92 (31.8) 100 (34.6)

A SOEOFEH B GECIIHRAE &) (%)

FERBAR AR AN FE LIS TRAS AR L 7= 008 (%) 18 (6.2) 33 (11.4)

(FF#%HEIC B | B3R R O]

17.1.6 BH 5 MHEHER
JFREM T B E0650 2k G & L “EEMILEEBRICB VT, Y7 axRY) »
BOAFOAL FFEHTCTIa 7/ —)VEiE €7 =F)V (MMF;1lal1,500mg
ZIH20808%5) H LW E 7T+ 7)) v (AZA 5 1.0~2.0mg/kg/H D
ROHES) 25 L2 EOFMEICHET 2REEDToLB) THho /2
HEANT—%),

AR % AR

o MMF# AZARE
s H 0278 =987
B AR & ) MRS, e 1T
PRS0 BB GEC LR &) o | 106 B 1T WD)
B DA IEE SRS L 7T (%) 39 (14.0 2 (146

(BHFEHE(C 35 (T 2 3EHE RS D)

17.1.7 B RAE
iR R 12 BV BARA S OIIHIR R ATED 5N TV B2 (HEANT— 4 ).

(BRSHEIC 51 BIERISOIH)

17.1.8 BHEHE

R (RRARSH) BB 2 EREEORMBRIRE 5 1 0
550 (SENT— ).

18. ExhkIE

18.1 1EFIMF
1372/ = VB ET7 = FVIE EENTERH,ICMPAIZIR G H S %,
MPAIZ. de novos&. salvagez2oD 7)) v HEANIRIEDN, de novoiZik®
BEHERTH LM/ ¥ VB RAT 24 MUKRBEREARFEAN, W5
PRAIZHET S E12X D, GTP. 74 F Y CTP%#iil X 4. DNAGH %
?Iﬂ%lj@“%ﬁ“%i T. BY) v/ SERMIIIREE A % £ & L Cde novo Rl KTF 3 %

R LT, RE ;ﬁU\%@?IﬂﬂL dde novo. salvagelli R IZARAF L TV %57,

MPAZsalvage REEFE I IZHE L /o, FERIICY) o/ SERIIIL o 1y % %
PN L . BEZRRE R ST B IR SUS OTLRA % 35 553,

18.2 HRIFZIE(ERA

18.2.1 in vitro XB&
ok U SERRAITBR OB, v A MY VL 22 N RRSIY > SER K
O MUiEB ) > 7SERDHIFE P RE L, SENIZ e 1) Y RERDEAE Y ¥ SERIK
S BRIV L 7220399 — T e N RHESEAI., R P R M o Bl 45
HNIERRECTd - 7259,

18.2.2 in vivo B&
<~ AMRAEEET Y v SBROFEHH, BIE~ Y AR T v MOk
FELEIIH], MRS T v b ol BARTUREEAE RN EAE~ 7 20 2R
R O DN A G L 0 SR ] % 7R L 7239740
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B O FRIR AR AR B CL TR O EE R 72 (1 XF
[ 7 MO - ) o F 7o, ARG SUG & ] L. AR oA
AP A R S, B & OBFE G L) R EIRI e A e LA (A
B - . Ty MO - N o ABERRD) Y. & 512, Ty MIRE
RET NV CORIRBYIRIE, PIBHGE - IO % 50 L7225,

19. BRRSCEET 2 E{LZRIFR

—fEEEs 3 a7 — Vi £ 7 xF ) (Mycophenolate Mofetil)

fb#:44 © 2-morpholinyl (£)-6- (1, 3-dihydro-4-hydroxy-6-methoxy-7-methyl-
3-oxoisobenzofuran-5-yl) -4-methyl-4-hexenoate

573 T CsHaNO?
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AL

H H
0 (0] CH,
= O\/\
N

; 5

(0]
OCH;,
CH,
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