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1.1 FFNIE MCHVWTEFEEIRESATHBIDOT, FiRT
BHEEMDH B LM ICIRET BEE. BREBREIICIEIRREZ
TTOWEMTHE 2RI L LTREZEIRT D E .
AEESHH SR E5EHIEE6ARBL. S TE 5MELBITE
DEREEHES LD EEHICHR IRREEZITOREICEKY,
HIRL TWEWT EE2FHMICHESET 22 &, [9.4. 9.5588]

(i 28 fe HE R OhE el pa fs 4E)

1.2 A OHBRE G RENHEERVCBEREOTEICEAL TV
BZERIEEDIEENDEH ETITHI &,

V=T ZB%)

1.3 KEIDH|EZIV—TZER
HETITHIZ &S

BEICTHEEL TV BHEMOD

2. BR (ROBEICREBELEWVWI L)

2.1 RHN OB LB BoE O BAEE O & 5 E#

2.2 W SR LT 2 W REME O & 5 ik [9.5Z ]
2.3 RGP AT 7 F v R L w2 e [10. 12 8]

3. fERK - MR
3.1 g
— vt TN TRV YoVt TN R T
e 250 31.8%
1 7k 1R My, 110gH
BRI 372/ E®|3Ia7x/ -V T
7 x5 250mg 7 xF )V 34.98g
NEY - 77 7 — b | BEEKT AR, F9
FUTU TAARABN| vE AL, KELY
AT —=ZAF R YT A, |Fv, D-VIVE }—
KRRV, AFTY ¥ | W T AT — 4 (L-
[/ AN T NVT T = UALE
S VDI A AL/ DINEE 5/ /g |
" BALF & > EHTE| 7 B b AK
2%, Wb, W A, 8T X VR E
=k, 7)) | B/EEATF IV, VT
IVERERF N v 4 FA MY ., KGR,
TIET T, FHL
IV B Ay VN
3.2 HHOMIR
5E % vt 7 T IL250
# B fiA 7
) Fyv 7RG n
o e e
K74 ket
o £ 82 )
E &£ #119.6mm

5 175

B & #1379mg

W5 44 YVt 7 N EE I EGL.8%
ERENDYHFS

[N BRAKEZIMZTEET 2L &, ALOBRERT
H5bH

IR MV (110g) (ZHEKIMmL A N2 CHREL L 72 BT RO L B Y

a7/ —)IVEE ®T7F)

BRI DI 200mg/mL

RO 175mL

*4. RHAENIIFHR

OBBERDEAMIERRIDDEE
(BEFDABEESENSEHFRAEOORETE Y. BRI
BRIT EZH SN 58)

OT RO IC S DIEMRISOIH

BistE. OB, TSR, sk, BBt

OIN—T2ER

O mEMiaiEiEIC 5 2B EEROIH

5. FBENXISHRICEHET 2=

V=T ZB%)
BIRAA BT 4 VEEORTOTERE ZE 2, AR OKGHEE) &
HWr SN BEIHG T2 L,

*6. AERUHE
(B%HE)
OB O B TR FUS DG
WEL ORAICIZITI 7 -V ET7 o FLELTLE
1,500mg% 1 H 2011 285 [ 451 BRI 5§ %0
B, A, ERICE ) EEERT 5,
OB A BT 5 Hif SO O F]
W E, a7/ — Vi E7xF vk LTLEL,000mg
% 1 H 2 120 42 AR T4 59 50
72 B AR REIRIZ K0 IS 525, 1H3,000mg% FIRE %,
AN EE, Y372 —VEE E7 )V LTLE300~
600mg/m*% 1 H 28] 12/ [ 45 (2 &R 1S53 4,
7 B AR IERIC LV AT 425 1H2,000mgx R E T 2,
(OFHE. FTReHE. FfstE. BERSHE(C (T B IR RIS O
WEL. AR I a7 -Vl E7 7L e L TlE500~
1,500mg#% 1 H 2[00 1 205 4 12 B R 13 53 %6
L2 L. AR OIER L OEEIIEZTICL>TRLELDT, &
HOEFN R Z 155 72O I HEOFEBIRVERASLETH 5.
V=T ZEB%%)
WA EE, 3272/ =)V ET7xF)bELTLE250~
1,000mg#% 1 H 2[00 1 205 45 12 B 53 %6
B AEE ERIC L ) AT 545 1H3,000mg% R E T 5,
AR EE. 3372/ =V E7xF)VELTLREIS0~
600mg/m?*% 1 H 2[8] 12/ 45 12 &R 1153 4,



7B AEEERIC & D BE BT 245 1H2,000mg% FBRE T 5,
CEMEBHIRIEHEIC & T 2 A X E EROIHD

BN EE. 337/ —)Viig E7xFI)LE L TLlHE250~
1,500mg% 1 H 2[00 1 2R5 42 S 13 59 5 6

B, AEE. RIS XY EE T 545 1H3,000mgx FBRE L.
TH3MEHEI%G 352 L b TE 5,

AR EE. 3372/ =V ET7 Ve LTLE300~
600mg/m?% 1 H 2[E] 1 2/ [ 1\ - At e 525 % o

7B AEEERIC & D BE BT 225 1H2,000mg% FRRE T 5,

7. BERUOHAZICEET 2XE

(hBEEE)

REIHE

7.1 BEOREEAEEE CREkMAE#EE (GFR) 2%25mL/4%/1.73
m¥Rd) TIRIMARENESL A BENNHLHOT, 1HHEG I
1,000mgZ T (1H2M) &L, BEEX BT L, [9.2.1,
16.6.22M#]

BB

7.2 KK OBEE R R/ E 5720, HEIAH O BB 17
HEEBIT ATV TORGPHELRBEFDORAEHTLH I &,
[14.2. 18]

Q=T ZB%)

HEIHE

7.3 RHNOFEGFRMGHIIZEA L U CRIBRE A 704 Rl % §FH
5L,

(2% BEEOFGE (ml)]

N - Vs
SIS ug Eé‘,%_g7 =TND i ti200me/ mL ok
200mg ImL
500mg 2.5mL
1,000mg 5mL
2,000mg 10mL
8. EELEANIEE

(hEEHE)

8.1 M SREEHIHIF & B 2561 21E, BEORFEIIHN & ) &g
(B R YeiE Ro HEAT S B L RNE (PML)) (SR 3 2 stk
O EF- B 2oNER OO BEEIEE IR E) 255 AT
Hel:Asdh 20T, TEET 52k, [11.1.1-11.1.3, 11.1.5%8/4]

8.2 AFOMMICKE L Cid, BHETZIUIRDY 9 ) 212,
WORBREICIOWT L U LB S5, T2 &,

8.2.1 JEGEIR, I, i O B AR o B BRI
TAETFHIEOWALZERDY D S b A 1213, EHICHBEIC
5T 52 &, [11.1.1-11.1.4, 11.1.78]

8.2.2 IHMOEHEIEE B 4720, IBTEHOKES HEET IEOX)
BEOFENY Y 227 ) = OfHICE D BIRERLUVIER OIS % 6
A5z k. [11.1.52H8]

8.3 EEDIFHERRAEORINEHARZ 5 2 & 053 % DT, BN
IR ZAT) 7% &V BEOWREL T ICBI% 35 2 L [11.1.450H]

8.4 KFlx, 4/ vE/RAT x4 MiAFEREE (IMPDH) %
HIThHhBHIO, ERFF L FU-TTZV-FRARYRI IV T~
A7 x7—+¥ (HGPRT) Kifj4E (Lesch-NyhanfEfEH. Kelley-
SeegmillerfiEfi ) DBF I T 5 &, BIRERIE % 3 S &
HUREMED S B D THEET A L,

8.5 WEDHEEENEZ 5 2 LHH 20T, HEIZEEKRRAE (7L
7F=Y.BUN., ZVLT7F=v2 )T A, WEHSE) %2119
B E T 5AT) 2k, [11.1.105 ]

8.6 LfiENRILZEDXHALDT, HAHICEL T LER, LT
a—. WX AT R EBEOREE THICBRTL I,
[11.1.11%08]

(B#HEROEAMIERRIS D ERE)

8.7 SRS L fEEZ W S - BB T, BAOGEE (BHE
AT OA FE) PEIOIEERSEO 205 TE R wER K
53562k,

(2)

9. HEDERZEIHREICHTIER

9.1 AHHE - BMEEZEDH 8%

(BIHIH:38)

9.1.1 EELRHILBREBEDH 2 EH
FEIRF WE XD BENNDH 5,

9.1.2 B EEHEAHEBRELERE
MAFEES LS L BIERD S 5 bbb BENDDH 5.[16.6.2501]

9.1.3 FRYAMINLZX v UTDEE
R AR T A NAR— I —DEZF ) VT ERTIRE,
BEIUFJ 7 A v 2 DTG ML CRUIT % O AL O B fi o fEIR D Z8 3]
WZHERET 5 2 b RIEWIHIH A5 SNZBIIFR Y A VAF v )
T DOBFHNIB T, BRFLEY AV ADOFHEIALIZ X B FE055 5
bNDLIENHD, /o, HBsHUEBELEOBEIZB VT, REH
HIF OF G- BIME BRI 4 4V Z O FEMALIC X AT 5% 38
fiE L 7EGI DS ST v, 72, CRFFEY A VAE Y Y 7D
BB T, ISR O 56 ICCITFROELS A B
LT ENDH D, [11.1.15H]

(BBEHED

9.1.4 7TV b RIEEDEE
JER A WE S L BENDD 5. HEBEOBEBIILImLF Imgn
TANNTF =L (L-7 2= VT 5= bEW) 2&HT 5,

9.1.5 BEEMTIVY b —AFMHEDBE
JERZWES L BENDH 5, MEBZEOBEREIZImLF399mg
DD-VVE b= LVEEHRT D,

9.2 BiREEERE

9.2.1 BHBETLDEE
MAEENRER L, BWEAZ S b BETNrdH b, [7.1.
16.6.2201]

9.2.2 EENBEENDH 2 EH
BEOFEEDD L OB, R, MfHER I3 2 RS
BRiddihiti L Cuze v,

9.4 £JEREEE T 2%

RS 2T REE D B 2 HEAO IR L ik, BEIOKROERE
HEWZOWT X CHB LEF Sk, T8, RANCIE
BHFEUL D H. 1.1, 9.5, 14.2.15H]

9.4.1 RHNIEHFEMIWE SN TVD T L,

9.4.2 RHI OG- BN ITIRIRA DSEVETdH D & O R & TR
LTk,

9.4.3 ARFFLGHI. #59 K OFG-ip 1L 46 8T 3 5 2 &

9.4.4 RHFLGF L, BIMOMIRKEAEIT) 2 & TIRL T w
Z e EEMMICHERT A2 & WRVEDNDHEIZIE, BHHIC
HMEIHEET D L,

9.5 iTi®
TR IR L T A A REME O & 2 k2 3% 5 L wZ &, 1T
EFICAR Z IR L 2B 0BT, B (DFEEEM. NERES) .
AR CHR R AEAE . /NIRBRAESR) | AT (PR FRBEE | /NFEIESS) . T8 (&
fa. Zia. JWIRSE) . OB (OB R IRRE, /028 IR R ARIESE) |
fE (BEPASHSE) . MifeR (TaBHES) FomFEMEIHE S
NTWb, AFZRH L 72 B 5 HE1245~49% & O Hids
BHHYVD, Fi2o Ty b, WMEM, JERERZE (bmg/kg/H) %
A T FT, BIIRE A MOE L OWERERE S, (90me/kg/H) %
HHEENTWD, [1.1, 2.2, 9.4, 14.2.1%/H]

9.6 RILIB
HFEEOFHER IR EOEEEE ZE L. 2Lk X
MILEBRE S5 2 L BER (5 v &) THHFA~OBIT (bmg/
kgl 5.) MG SN TWwd, v M TOFBTICHET 57—
Zidv, [16.5.2201]
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11. BlfEA

KOBWEHD S bbb EHdDBOTHEZ F5I247v,
HREO SN G 2 Pl 5% LM R LE R T Sk,
1.1 EXEEMER
1111 BEIE HEEA)

IEEIREE T, RIS L LI M 2 B e, HH R R e
FRITUBMEND B A N AT O T A )L AJEGE, FEERT
R RE . 7 ANV F N AEGE, 7 v DV IRGHE, AT — )L
BGHE, =2 —FY AT A ARERGE. 7SV R T AV AEGE,
PN DT IEGE, AT N EREEGE, ) AT ) T IEYYE,
B obhbd I b b, £/, Mgk, Wi, Bt om
g8, WIIEE, HAEE, RARGEEY. S, BE. BR%E,
Al B, Rilidk. k. BER, BErdobhs E
DD, 7. BETLY AV AOFHEALIC X 2 IF 4R CRUIT %
DEALD DS OND DD D, WHIRD LNHEITIE WK
BoREE, PUEME. B A VAR OS50 Y) 2 0LE % 17D
Z&o (8.1, 8.2.1, 9.1.38]
11.1.2 ETHSEMAERE (PML) GHEARE)

ARFHN O VEFE I ONEFGE T R EE O TS
AR RRANEEE . RREUER (R, DU . SRE
DFERD D S b HAd. MRIC X 2 W{§5 W% OB
HFErRITHIE LB, FSEPIEL, WY RLELZT) L, [8.1.
8.2.1%M]
11.1.3 BKY AV ABE (HEARD)

[8.1. 8.2.1x=H]
11.1.4 MKEE

PLIMERFEA (1.4%)  GF BRI (0.6%)  SERTRERGE (SRR |
ek (12.0%) . M/MRd (1.7%) . &l (5.8%) . k3
R (0.1%) BHobIbZ b b, [8.2.1. 8.3&2H]
11.1.5 BEY D NE (0.2%). U /NEENRER, BEEE (15
BB (LLE0.7%)

o> Se NI & HE 2 A1, BEORENMHNIC LY EHO
WREMA B T H 2 0B D, (8.1, 8.2.28 K]
11.1.6 H{LEEE

MAEEES (1.1%). L& dm (0.3%). #bEzl (0.1%).
AL (0.4%) BSdHobNb I DD D,
11.1.7 EEOTH (HEARH)

BiATERICE > 72EF S ME SN TV 5H, BEDIRIEICZ L Y IR
EOP . WEEOEY) 2 LiEE1TH T, [8.2.15K]
1.1.8 7Y F—=2 X, BEEFRE (VL IHEEAH), ¥ERAFE (0.5%).
BEAKIE (0.2%)
11.1.9 M#7E (0.2%)

A2, OISR IR AR AE . BUIRIMARIED D b D 2 LB 5,
11.1.10 EEOEBEE (HEAH)

BRE, BRI, KEHE, BERERESH b 2 LA
Hbo [8.52MH]
1111 DEE

DARE (0.3%) BlE (0.1%) OfEIE GEEEAH) . AEER (O
GG OEATED, OB, RS - LSEMEERS) (0.1%).
it s ML AE L (O FET R (DL ESEARI) 25 b b 2 EWh %,
[8.62M]
11.1.12 FH%EEREE (1.8%). B&E (0.2%)
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11.1.14 £ (0.3%). $8EL. L8, BER (L)
FEDPRO O NAIE, AR RLCT. MRIC & 2 Hif
BHEATH Tk,
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1E3) BB O
16.4% THh o720
®7E4) AFNC X BIHERIGTH H o ERR OB L LT,
FEdh. P, PAETSS. HiAR. CRPEDIIEY — 7 —
DEADPEEINERT LI DD D,

13. BERSE
13.1 &

RANGHEE MALEN TlRBERE SN B VDS, TLVAF T3
V(BRSO AD) B X R R ET S 2 k12X o
THETE D,

14, BRAEDEE

(BTEIL)

141 EHZHEOEE
PTPUEOFEHNIPTPY — b2 LB HL TIRAIT % &
HIRES B L, PTPY — POREMKICZE D . BV HLAER
MEERE AT L, IRl E B 2 L CHERT 5%
DEELEIHEZIHET LI DD S,

(BBEAED

14.2 EFFANFOEE

14.2. 10 RANBEHEE LA HT 2720, I IETRE
HERL, BEFvELY MATET A EHFEFE L,
R V8 T OKERACARFI D75 L 7283 a i A kT
ST L, IRICHE LS E KR THRET L2 L,
[7.2. 9.4, 9.5&0#]

14.2.2 fhF LR RN &,

14.2.3 BT KROTFIATITH 2 &6

(1) Mt L7z F TR MVERREZZ2CCRETHTIECT,

(2 *ATY ¥ F—TImMLOIERK %= ) IS,

(3) BV Hl- 72 RHAKDPREEE X R MVICHEIML ., Hits
L CRILG I L ERERAMT %,

(4) F% D) OREEIK AR . Bk L TR RN L $mBR
M35,

B FXANVFLYAFT Y b Exy TEIL RV T I TS —
ERMVOINZELAL, FYANVRLIAY Y b Ey v T
BELoDDIOTHiRTAZ &L, RMVTFT =0
R IMVO#Y A EICEHE S, Fvvy TOF ¥ AL
DAY v NIREEHER S B,

(6) FHBZLOBBHOEE X, 3072/ -V T7x
Fu b LT200mg/mLE %% (BREHEOW=EIZ175mL., R
BT BE 72 BB I O 1812160~ 165mLCTH 5 ) o

14.3 EHIZHEDEE

14.3.1 K OBE R IL, BEMT OFAH L OREOKS
AT A AR =L QIR MLV T e T B, F
7oy BRAE BRET R BRI OBT A 2 L,

14.3.2 WL <HERBIRMEICHEHT 2 2 &0 fliF & R
k.

14.3.3 FMBOMEIRIL, HE 2B CERTRAF L.,
B0 A2 2 &6 AU S 72 ARIIBR 2 OB
k. BEET 528,

IRD RGBS £ T OB L



15. ZDMOEE

15.2 FERRAREABR ICE D 1Bk

15.2.1 PREAGH/%e s 5 v 0928k (40mg/kg/H %7
Hi. ZO%20mg/kg/H IR L CHEIZTH B
) CTHG-mdmn T B ARBUAAT o 0118 A J L 7228,
Ak gIciz ) Ny Y 2R L EOEDDH Y,

15.2.2 V¢, T, Al HIEkKD (45mg/kg/H LI L)
PG SN TS,

15.2.3 HE % H\ 2 180G 2 Sl % Vv 2 8=
TR, F v £ =— XN A Y — IR sk (CHO)
LR REREE, v~ A ¥ 7 4 — v TKRB &
OV > W& v B /G RBR 06 S . iffadit % E
TLHET, v A) 75 —<TKEC/hao=—n
TR OV o s & v /MG TR O R A S
. Qt R F MDD Sz,

16. EMERE

16.1 MAFRE

16.1.1 BlEEE
BRMEEICIT 72/ — VR E7 = F Ve L TLH500
~2,000mg™V % 1 H 2 BRI G- L7z & &, 55638
HicBU AWM I a7 22—V (MPA) oIk
TP T OB ENRE ST A —FIZ T EBY TH Y, AUC
W LBIEASRR Sz,

FARRE 3% 5-338 B 12 B 1) B P h MP A B

(ug/mL)
16 A —&— 500mg (n=9)
14 A —O— 1,000mg (n=5~6)
o 121 —=— 1500mg (n=5~7)
g 10 4 —0— 2.,000mg (n=4)
84
i3 6
4 4
2
0T T T T T T 1
0 2 4 6 8 10 12 (hr)
|
FARRR % 5-3E B 125817 DMPADIEYTIFE S5 2 —
BhE AUCo120 Crnax Cuin
(mg) (ug - hr/mL) (ug/mL) (ug/mL)
500 (n=9) 18.4£3.16 4.74£2.36 0.56+0.23
1,000 (n=5) 48.8+16.4 12.6+5.22 1.95+0.99
1,500 (n=5) 57.8+21.3 11.8+2.73 1.99+2.01
2,000 (n=4) ®| 80.6+16.7 | 19.3£5.17 | 2.61%0.91

FIME +SD. n ; SEBIEL
1) RHNI ORI BT % AGRR A1, 500mg %
1H2M1 231 ARG Th 5,

16.1.2 FIFEEOLE M2 E R

ISE R GRS Lo S e)L (EEERLR) 2. s X
F—N—EIZE ) FRENL.25mLEL A v (22
Tz /=) E7xFIVELT250mg) FIEEEE S
(AR LR 1R - L 72 & & o IAE P MP AL % 72
L. SN YERE/NT A —% (Cmaxs AUCo-48n) 12D
W TI0% S T IX IR THRERHIAT % 1T o 7248 4. log (0.80)
~log (1.25) OFPHNIZH V. WAL O LY RS
HHEFE S 729,

BRI R RIOR OV 77 )V R IAIRE 195 5- T 0PI B MP A jfe

(ug/mL)
164 —o— B
. 144 —— 7/t
% 121 FfE + SD
< 10
=
5 84
=
g 6
4 4
2
09
0 2 4 6 8 10 12 (hr)
S|
LR IMAE FMPASED BIFE/ ST X — &
HENRT =% BHEING A=
Cunex AUCo-48n Thmax t12
(ug/mL) | (ug-hr/mL) (hr) (hr)
B L
(0=37) 9.35+1.86 | 15.5+3.74 |0.460+0.138| 12.9+4.87
h 7
10.9+3.44 | 16.4%£4.17 [0.639+0.211| 13.1£3.65
(n=36)
FIME£SD. n s SEBIEL
16.1.3 R A

fEFERANLI2BICI a7 ) — ViR E7x2F0ELT
1,000mg% B AR 135 L 72 & & oM MPA O E)
BRI A—=7FUTOEBY)TH-72" GHEAT—%),

T max Chrnax t2 AUCo-
(hr) (ug/mL) (hr) (ug - hr/mL)
MPA|[0.726+0.443124.0+11.9|15.8+8.40| 57.9+16.4
T+ SD

16.2 DRIR

16.2.1 BBHTTER
UC-3a7x/— )V EF7xFNbmg/kgE ¥ 5 L
7MET v bSPTIR F ISR S 2B A Bl o
HTy MCROBS L2 A, HIFPIcHEE X L2
SRED R85 % DI S 1 72¥

16.3 2%

16.3.1 ZEEEAE
MPA DR A EERIE, 0.3~200ug/mL O HiFH T
1397~98% TdH H . ED ) L% HIMIE T VT I v~
DFEETH -7z (n vitro) HMEANT—%),

16.4 X5
a7/ =)k BT FIVIEHEGHBRERIIZE FOW
AL R, BRI, I CMPA & JEEMHEAAH L Fo ¥ o
FVELT 4 ) ¥ (HEM) WK HE SN D GHEAT— )6

16.5 Bttt

16.5.1 EERA
MPAHDRH 2O TIE, BB AAFICUC-3 o
T/ —=VlE 7 xFNELOOmgHEERRHS L&
&, FGHRT2MEE F TIZRI90% AR IS, #95% AH 2
PRt S N7ze 209 BIRBERIY DF995% EMPAD 7 v
70 v EAAER (MPAG) Td - 720 HEMHI R ORI I1E.
P 515240 £ TISH92. 1% 2SR I HEME S . EACE
e L CISHEMO B LRUGE R 7 VR ¥ ¥ 2 F )V E v
TH)rTHote BEAT—%),

16.5.2 FLit#&1T
UC-3a7x/— Vi E7xFN6émg/kg®IZIT v b
WCHERE %G Lz & 2 A, 5 1%24F 8 £ Toflith
HEHRE D AUCIX MAE U FED AUCD19% CTH o720 F
7oy FL A IR ZE LR IE RS & F EA B IEIMPA K
UMPAGTH »7:%, [9.6514]



16.6 HENEREH T 2EH

16.6.1 NEBBIEEE COENEIRE

(1) MERBBEEE 2~17TRK)
NBEBEEE Q~17%) 337/ -V €7
F )b & L C1EI300~600mg/m*% 1 H 28] FERE 155 L 72
Frof5:37 HHICB % MEFOMPADIEYEYEE 5
A=71E. UTOELBY)THo7o B, REREHIH (12
B H) 2B 5P E813655.0mg/m*/ H TH - 727,

FASRRIIH% 537 H B2 BT 2 MPADOIEYTHHE €5 A — &

AF i i Tmax Comax AUCo-120
(B0 (hr) (ug/mL) | (ug-hr/mL)
<6i% (3) 0.5£0.0 | 11.5%7.8 -
6 ~<12m% (5)| 0.5+0.2 | 25.3%10.4 -
12/~ (7) 1.0+0.6 | 19.1+8.0 -
&l (15) - 20.9+10.2 46.7£19.0

(2) NEBBHEERE (E%3HB~18RLUT)
NEERREE CE%RSHHA~18RLT) 13372/ —
VEE E7 x50V (BEABD & LC1600mg/m?*%1H
210 ARSI 5 L 72 BE O 114 MPA O SE W B g/ S T A —
ZiE. UToeB)Thotze MNEFBMEEIZBITS
MPA®DFHAUCozmit, 337/ —)VliE €7 =F)
(1 7)v) & LClhll,000mg#% 1 H 200 AR % 5 L 72
BNEBAEZOMREFKTH o7z BEAT—% )0

W ) Tax Crnax AUCo1n
i3 (B1%0) (hr) (ug/mL) ™| (ug-hr/mL)™
3HA~<2% (6) ™ | 3.03£4.70 | 10.3£5.80 | 22.5%6.66
| 3HA~<6HE (17) | 1.63+2.85 | 13.2£7.16 | 27.4%9.54
B L L
TR 6mf<1zﬁg (16) 10.940%0.546 | 13.1%6.30 33.2i12..1“
128~18 (21) | 1.16+0.830 | 11.7£10.7 | 26.3%9.14%
&% (54) 1.24£1.70 | 12.6£8.37 | 28.7=10.5
3HA~<2E (4) ™ 0.725=0.276 | 23.8%13.4 | 47.4=14.7
_— 37 A~<6i (15) |0.989+0.511 | 22.710.1 | 49.7+18.2
A H ORE~<128% (14) | 1.21%0.532 | 27.8+14.3 61.9+19.6
128~ 188 (17) | 0.978=0.484 | 17.9%9.57 | 53.6=20.3%
L (46) 1.05%0.507 | 22.5+11.8 | 54.9+19.6™
3HH~<2k (4) ™[ 0.60420.208 | 25.6+4.25 | 55.8+11.6
— 3 H~<6i (12) |0.869+0.479 | 30.4+9.16 | 61.0+10.7
07 A B GHE~<128% (11) | 1.12%0.462 | 29.2+12.6 | 66.8+21.2
128~18%% (14) | 1.09+0.518 | 18.1£7.29 | 56.7+14.0
8% (30 1.03%0.488 | 25.4=11.1 | 61.1x15.7
7£2) 600mg/m*F & |2 HIE L 72
13) 37 B ~<6RE L WmHT S
7£4) n=20
7£5) n=16
7£6) n=45

16.6.2 BiXEEETEE COEYERE
TEFERN . BRI T EF R OEEEICI T T 2 ) —
VI €7 xF & LTL,000mgz HEEOES L -k
EOIMFTMPAOIEYEFE /T 2 =5 1ZU T L BN T
HozV HHEAT—%), [7.1. 9.1.2, 9.2.1%0H]

GFR T 'max Chmax AUCo-9h
(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
25-49 (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
EN IS (n=6) 0.8£0.3 16.1£7.3 76.9+25.4
Pe5#%% (n=6) | 2.3+3.8 7.1+2.8 60.5+38.1

FI5ME £SD. n s EBIEL

16.6.3 [LIBHEEE TCOEYEE
LEMEZHICII 7/ — Vi EF7x2F0VELT
1,500mg % 1 H 218l BLAEE 1455 L 72 R D IEEHMPA D44
BT A= 5 UTOLBY) THo 722 HHEAT— %),

(6)

N Tmax Crnax AUCo-12n
B (hr) (ug/mL) | (ug - hr/mL)
LR | 2.02+1.83 11.6+7.45 36.7x11.9
1HH (n=17) (n=17) (n=16)
LA | 1.58+0.998 | 13.3+7.80 | . . .
5HH (n=10) (n=10) b
LRl TA 1.77+1.32 11.5+6.76 43.3+20.8
B BEHT H (n=11) (n=11) (n=9)
LFHER: | 1.12+0.655 19.8+9.27 53.9+£20.0
671 A (n=52) (n=54) (n=53)

M +SD. n 5 SEBIEL
16.6.4 FF#StERE TOEMENEE
WBEEZEICIa 7/ =V E7x2F0ELTIA
1,000mg 1H2M[\7 H M OEIRIE S-S5 &ft&, 337«
J =V E7xF Nk LT1,500mg% 1 H 2 R L%
G L7z MPADSEWEHE/ ST X — 5 ZLL T D &
BYTH-72Y MEAT—%),

T max Cmax AUCO*IZh
e
B2k (hr) (ug/mL) | (ug - hr/mL)
IR H 1.13+0.430 | 13.2*6.64 | 31.0=14.3
(n=21)
-t
1.07+0. 29.3+17.2 .6=18.4
6 Hi% (n=14) 07+0.600 | 29.3=17 60.6+18

FI9ME£SD. n ¢ FEFIEL

17. ERERRIE

171 FHIMRVOREMICEET 5HER

(BBiE%ROERMIERRICDEE)

17.1.1 ERE I HEER
B AL O WG TEIE MG SOUS B Z AL LT, 337 =
J =V E7xF)LE LTLE1,500mg% 1 H 21 12;8
LG L 72 & & ORI R 2 et L 7z BN R R sUBR 12
BT A VERTA O SE B 26681 O BRI E L LT o &
BYThHo72W,

WA PR SOS 03 B IR A SEBEL (%)

® % B % | A | B W B
12 (46.2) | 6 (23.1) | 3 (11.5) | 5 (19.2) 9%
18 (69.2) 8 (30.8)
A SOGTEEEHR RS (%)
H% L FidH
22 (84.6) 4 (15.4)
BAEAEZR EHIE (%)
4 FEREBEAL
23 (88.5) 3 (11.5)

17.1.2 B5E 1/ T1HEHER
B R OME TR IOS BETTENI T LT 3 a7/ —
VIR €7 =) E LTLAL,500mg % 1 H 2818 [ £ 1 14%
G L7cL S 0BHER 2 E L2oRETOR T/ THEERR
ABRE R b &2, RO 7 LT 5 = Y EA%5.0mg/
dLEA LB £ 5. 0me/dL AT D28 TR BUMENT L 7245 K. 52
ERHAEIUTOLBY ThH o7 GHEAT—%),

FE-FIARIILE 7 L 7 F = VI & 200 6% (%)

=5.0mg/dL <5.0mg/dL At

7/13 (53.8) 45/64 (70.3) 52/77 (67.5)

(BISHEIC B (T 3 MRS O]

17.1.3 ERE MHEEER (KA)
BRAMBEOBEZI6HIH LT, Y2 a AR Y R VAT
oA FFHTICI a7/ — ViR =750 &L TLH
1,000mg 31x1,500mg% 1 H 2/ 248 R 1% G- L 72 & & DiE
SO IIHIRR & a2 ZEE R EGRIc BT, A
VRTINS SOE B 25B ORI T D L ) T o725,

S ROC OFEHE EGIEL (%)

155 | S OEOSEBUE (%) | #5-81%
1,000mg 22 (34.9) 63
1,500mg 17 (27.4) 62




HAFEE EBE (%)
1A% 55 AR (%)
1,000mg 63 (100)
1,500mg 61 (98.4)
BREALZR ERE (%)
15 = HAEBIE (%)
1,000mg 62 (98.4)
1,500mg 58 (93.5)

17.1.4 ENERRHER (IR)
INEEBAERE250 (2~178) 12k LT, oo i
KEDPEHTCTCIa 7/ =V E7xF)VE LTl
300~600mg/m*% 1 H 2[Al#& (1425 L 72 & & O Sn
TR A & M L 72 BRRER I B B RMER6 7 H O1E
MO ST =1324 .0% (6/25061) . BRHEFZIED LR
OEAEFIT VTN H100.0% (25/2561) TH- 7210
EIER 256191661 (64.0%) 1230153 L. FE 2 EI1EH
X, A P AT T AV AMEEI. A b AT AL
ARG TSR TH 5 72,

(DFEHEIC 51T B IEHE RS O

17.1.5 @S E MR
LR B BT & xR & L - “EE R B W
T, YZ7UAR) Y ROATFOAL FEHTFTCIa 7/ —
VE: €7 xF )V (MMF;1H1,500mg % 1 H 2 3% 5-)
HHLWETYFATY v (AZA1.5~3.0mg/kg/H DO
F%5) %35 U728 EoFMMEICET 2 BEIE T
EBYTHo729 BHEAT—%),

AR B

I MMF# | AZATE
R H n=289 | n=289
%67 A I BT 5 OIATENRE S
W R o 3 ERE UG O FSHLHI R (38192 (31.8) 100 (34.6)
TR &) (%)
AR 1AE DI IE TS USRS HE L 72
BB (%) 18 (6.2) |33 (11.4)

(AP HE IS 5 (T B 3B RS O]

17.1.6 B E MAEHER
JFReAit 2 BB 65FI & R R & L - R EMILEGEERIC B W
T YZ7UARY) Y RUPATUA FEHTFTCIarze/—
JVEE €7 x5V (MMF:1[1,500mg% 1 H 2[al# 1% 5-)
HHVXTHEFA T > (AZA;1.0~2.0mg/kg/ H DFFE
M%5) &35 L7 EOFMEICHT 2 EEIETO
LBV TH-727 HEANT—%),

R B 5 % Hid

- MMF#E | AZARE
S n=278 n=287
TRiR6 77 ] I AR & 0 TfERR
L G E 2T 73RBS O FETLB1 106 (38.1) 137 (47.7)
B GECUdFEBAEE &) (%)
FEME TR 1R LI IE T LS PR A L 72
G (%) 39 (14.0) |42 (14.6)
(RFEREIC 5 (T B IEMBE DI
17.1.7 B5RHR
RS AR 12 35 0 2 3EAR SUS ORI R 3500 5T v

B (SHEAT— ).
(BRI 55 3 IEMRIGOIE)
17.1.8 AR

BB (BRI RSH) S8 12 351) 5 HEAG SIS0 H0 20

WD 5N TVBEDD (BREATF— %),

18. ZFEhEEIR

18.1 fEA¥F
a7/ —VEE ET7FIVIE, EENTHERLDIZ
MPAIZHIAK GRS D s MPAIX, de novok. salvage

R2OD T VHESFRE DN, de novoltH OHEHEE
THhHA )Y VEIRAT oA MHKEREEABEET.,
WO BRMICHEST S 2 LX), GTP. &4 F

TGTP# A &4, DNAGRZIIHIT 52, T, BY ~
INERFII IR A R 2 & L Tde novo R IMKAF5 A DI
LT, ERUALOMILIEde novo. salvageli &4k
FLTWD2:3  MPAlsalvage REFE ICITHE L 2\ 72
O FERBIIZY 2 SERMIL O BE5E A R EIHI L. i
R RZICSIET 2 IS O RA L % FH3 5290,

18.2 HFZIE(ERA

18.2.1 in vitro &
v ) OSEHGRA R OB, <4 Y VRl Lo e
b RAEIN) > 7 SER K OIRB 1) > 7 SER 0> BE Bl <o BrAA e A
Wz b)) SEROEE Y ¥ SERBUG % 58 (3] L
72328039 0 —J5 b b HESEAIA . BB P R R o0 B4 5k
PR CH - 7252,

18.2.2 in vivo FE&
< A EVET ) » /SEROFEIE], B~ AR D
7 v MRSEO PUAE AT BRI T o b ol B A
PUREARRIRT . A~ A1) v 58§, PEODNAE K
DFFRIGNG % 7R L 729997

18.3 MtEREMFIER
T oo FIRERE SRS AE 12 3B T SEAT IR AVHEM SO g
iRl (4 XFhE. T MU - NG . F 2. AR
SIS 2 B L. B O A - A & LR S
. AhF) & OB PG L) SRIERIGIEH 2 R L7 (f

Bl - FEHE. Ty MO - N < ABENE) S,

é 512, T v MRELKE TV TORLIREIIR . IAJH;'&i%?&ﬁ
BB A& i L 7249

19. HRIHBPICEET ZELERFE
— AR 3 a7 =Vl T T
(Mycophenolate Mofetil) (JAN)
fbZ44 : 2-morpholinyl (£) -6- (1,3-dihydro-4-hydroxy-
6-methoxy-7-methyl-3-oxoisobenzofuran-5-yl)
—-4-methyl-4-hexenoate

713 0 CsHaNO7
7 f 1 433.49
B R HoREORETH L. N, N-F AF kv
AT I FIZHEFRT L TR RS P VSRR
TR, A7 — Izt ’< {, 27—
Vo(95) RO ZF NI —FIVICEITFIZL L, K
WZIZEAEET RV,
Mgt
OH CH3
0
= O
OCH3
CHj3
RUFRFEPH - 94~98C  (RUABA 4G AT & RIS i D 7132 . 5C bL
™)
20. ESL?&L\J:U)"}E%‘
BT eNE, BREMTTHRET AL,
. A&
[937‘%51]) A 7 SRR A S E O b BYNCERT 5 2 L,
22. @&
(&IVtET b HTEIV250)

10074 7w (PTP10% 7))L x 10)
100 7 (ONF)

(V&7 FNEBRAES1.8%)
110g (K bv)
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