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1. &

(GhBEiE)

1.1 FFNIE MCHVWTEFEEIRESATHBIDOT, FiRT
BHEEMDH B LM ICIRET BEE. BREBREIICIEIRREZ
TTO BN THEE R LA-LTHREEZRIRTD CEE 7.
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 AEDHBRE(ZIN—TZABROEBEEICTIEEL TV BERD
HETITHIZ &S

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-
W~ 7 A Tz VT T = Abs
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
o Fxv TR
K74 ket
o £ 82 )
E &£ #719.6mm

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. RHAEIIRHR

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
7 B AERREIRIC L0 AT 425 1H3,000mgx R E T 2,
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,

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 £JEREEF T 5E

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]
CARFNIEA AR E SN TWE Tk,

< REN O 5B H ARG DS EETH 5 & DGR EZHERT S
Zk,

CARFNP G PG R OG- R6E L. BIET S 2RI R
WL X ) BT 5 2 &

CRFF G, BMOIIRER 21T R &y ITIRL CTwina
EREMMICHERET 5 2 & TRV EEDN D HAIZIE, EHIZ
M E|EET D &,

9.5 iTi®
TR IR L T A A REME O & 2 k2 3% 5 L wZ &, 1T
IRACAF Z IR L2 BB T, B (UFE S, INERESE) .
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 7RI BT 5 HE1245~49% & O Hids
BHHYVD, Fi2o Ty b, WMEM, JERERZE (bmg/kg/H) %
AL T FT, BIIRE A MOE L OWEREREZE (90me/kg/H) %
HHEENTWD, [1.1, 2.2, 9.4, 14.2.1%/H]

9.6 RILIB
HEEOFHEER IR EOEEEE ZE L. 2Lk X
MILEBRE S5 2 & BER (5 v &) THHFA~DOBIT (6mg/
kgl 5.) MG SN TWwd, v M TOFBITICHET 57—
Zidv, [16.5.2201]

*9.7 /MR
(BIBHEIC BT 2B RS OIHF)
EYL T2 530 H 25 185 LU T o/ B EE 10061 2 5 & &
L 72 B RER I B OB L 22 BIVE I OFE S X OV B3R 13, A
VPG L 72354 E AR L T 7225 TR FIImEREAD e | Jsge
BIM3/NETOIRIENL0% U ETH ), AR HFIZeR ) o

(2)



TN TE Do 720 RHERER,
PR SER I TG L T v,

R e g e Lk

(BRREZOEEMIEERICDRERV /OB, T, Mg, 2

B B (T 2 IEMRC DI
Qv—TZB%)
GEMEMREHEIC B (T 2 BHE A X3 E EROIME)
IR G & L7 ERRRBIEER L T v,
9.8 SnE
B % T IAT O LEIS U THESORE 21T T & o BYE.
HALE IS ORIEH BB OG8N 2 B2h0d 5.

* %10

. HE{ER

RHN DT TH DI T 72/ —VEE (MPA) &, £ LT
UGTIA8K N'UGTIANZ X % 7 v 7 v v gda s BOsc & 0 R

N5

10.1 AR BALEWVWIE)

SEH 4455 FEAAEIR - HEE A | A - fERRET
BT 7T
(WZBRE9 AR L AT | JHSE I & 2 SRz 0l

7T v\ WEIRGREE R
LATZF >, $FOE

KI5y &

[2.3Z1]

T, BT T U
FEICLDRIEL 2 &
DD D B o

SEIEIIHIERIZ LD
FEIE O W R TE AT
ERCE

2 BHAER BHRICEETS L)

S

[ S N A WARES

Wi - falrR 1

* 3k

A4 T3y =

TPk

ARFN D AE ] 73 5 5
LABENDD 5o

VA= [ SRk
FH4 9 % 35 & o B
M2y, RAoB
TINS5 L F
Abib, A7
7V = AR O
HHERHYTH LA
7 aF =
UGTxHET A2 &
&), FADOAUC
35%IML 72 & @

WENDH 5,
L B B )
TaraTy Y e - S RER
IVYEY AEINNDE. | a
P E 0. AAOD
. . W FF AR B AL & .
SORATY A O I A5
TR EHERLND,
BIFER - B %5 ALAFTIVED
% % JEF BERIZ XY, AHO
IVAFT IV AUCH40% T L 72
SLAFIF L DD DB o
NTARYTLAROT IV gi;;f\‘bfi@
L=y LG HHEA (BRI OERARET |
BpEnHbs, D,
° PRIC LD AFI DML
WA L7 kO

FIIT T =

HRH D I
L ZpHD EHIZED,
KHNOEIEVEPIRT
THEEZLND,

PFHIZ XD BF D
Cmax?30% . AUCH*
25% KT L7k o
R

SA 5

WRRAEIR - 85 5 i

W - faBA T

yrazaxt v
TEXFIVY Y T
575 U (BF)

RFNOE %8555
L2BENDD 5

PEAIC XD KH D
k7 7 AHI50 % 15
TLtoWmEND
Bo PFHIEEIZE D
Wil # #HZE1LS %
Ny I 112
bR B L E S
AR O I i A
TIHLEERLND,

)77 Yy
RABELFET S
NP PN R
AR S . AKH
D ML FE ST 9
HEEZOLND,

RN T D5 WA
AL KA OAH
MEOT v 7ae),

V77 rEY Y

T ruarin

NTG sl EIERrH b b

Hriruviv 3 SHhbo . .
n»ﬁiy7new R i
M EEA ER7 5,
NELT 7 F v ARF O G P F R
A YTV UHFHA|T 7 FrOMEZRIG L) . RS
I F SHLBEND DD, |77 F VIZxT ST
& REEEDIHI S D,

11. BlMEH

ROBEWER DD LIS T EWNH DD THEL 1712 T\, B
VRO LN E TG 2T 5 5 EBY R EEIT) T L,

1.1 EXLEIER

1.1 BEPAE (HEART)
SIS . RS IR LIRS . HA R
ERITHREMEND S0 A b AF O A AJEGYE, JEERBT
EREYIE, 7 ARV FE I AERYE, B v P FEIIE, L T— )
JEIYE, =2 —F Y AT A4 AEGYE. 7SVR T A )V AEGE, /
AT TIEGE, EE T N EREIEGGE. U AT ) TIRGYE, A
GEMBHHLONDL DD L. Tz, Mgk, BIE. BYEOA
fede, wRIEE . HAEE . RARGERRS. Sk, BE. B,
ARG, MEREde. A%, Bk, IEE. BELrHObNDL L
Db bo T2 BEIFRY AV ZAOBEGHALIZ X A IF 9 CRUIT %
DEALR D EDbNDEZENDH D, BEVBROLNTLEIZIE, K
B RS BUEWE. Piv AV AR OSSO BY) 7 B F 1T
Zk, [8.1, 8.2.1, 9.1.38H]

11.1.2 EITHSEMAERE (PML) (GHEAH)
ARHN O BRI P B ORI T RITBEOIRES 5128 L.
AR RRANEEE . BRI (RO, DU . SRR S
DFERD D &b 2HE1E. MRIC & 5 B{§E2 W K O B i
BRI LD, AL, BWRLERT) 2 L. [8.1.
8.2 1]

11.1.3 BKY AV ABE (HEEEARD])
[8.1. 8.2.1%:H]

11.1.4 MEEE
JLmERIEA (1.4%) . GFrEkimd (0.6%) . ST ERE BRI |
FmEkmE A (12.0%) . H/Mgsd (1.7%) . &l (5.8%) . #R3f
E (0.1%) BHOLbNDE I ENH L, [8.2.1. 8.35HH]

11.1.5 BHY D INEE (0.2%). Yo/ #iEMERR, EMEE (FC
B (LL0.7%)
o> S HMHIH & GE S 2310, BEOREIHIC LY B
WEEMESEE LI LD L, [8.1. 8.2.25H]

11.1.6 H{tEEE
MRS (1.1%). WL HIm (0.3%). #H1bEzdl (0.1%).
AL T2 (0.4%) BHobNDEZENDH D,

11.1.7 EEOTH GHELRDH)
BRAGERICE o 72EF D SN T b, BHEOIREIZL D IRE
KOG, WESEOBYLZWELITH) 2L, [8.2.15H]



11.1.8 7Y K= 2, BEFE (U HEEAR) . FERRB
(0.5%) .« BEKIAE (0.2%)

11.1.9 M#FE (0.2%)
BRAE e, MRS E IR AR RE . BYARIMARAE DS &b b 2 &
b b

11.1.10 EEDEBEE (HEALD)
R4, EHRRANE AL, KEE. BEEREEE NS S5 b
LT ENHD, [8.55H]

.11 DEE
OAZE (0.3%) . SOE (0.1%) . UL GHEEAREA)
AERR GUAMGE ., LEME), CREME, RN -
PEREIREE) (0.19%). MimfmEsE, e (MLEE
R HdHHbNd I EWdHb, [8.65H]

11.1.12 FF%EEREE (1.8%). &E (0.2%)
AST. ALT. »-GTP. Al-P, ¥V ¥ >, LDH®O L&,
D H 5 bND VDD,

11.1.13 BhKEE (0.1%). FFIR CEHEAM). S (0.1%)

11.1.14 fE# (0.3%). $88L. LIE. FBER (LLEEAH)
FLEDERD BN AITIE, MR ERCT. MRIIZ
L BEHRBW A7) 2 L,

11.1.15 ZLIL¥—RIE (HEEAH). H#EE (0.1%)

1.2 ZOfOEER™

IRES

1%L I 1% B
A7)y b REARIEREEN - R BRI
A ~NEZ A, BROFEETe o Ey

i TY A, AR Al FFHIER, bo
MBI b VRTTAF
FREREE I, FFRJIE R, BEIK
MERESE M PR, s5HR I
TH (12.0%). |H 95, TN, (BB .
PEIR . MROE. MR AERL. RIS, R | ERGREE. B,

HALER |F BRI, | L AR, (BRI, s
73—V AT EE =N b7 N 1
Wigs. PEHIE B

VRS, L O (U | A BERTIE,
B )L | HIEE. IR,
Kb F, 9O, R |FEFEREE . Bk,
AR B, AR, ot | TEENREE, B
Za—uNY — | B
DL R
AST. ALT . |AI-P. ¥J ¥

it |y-GTP. LDH|>. LAP® L5
D15
DR 6 W ERERE S, [BR. EIR. IR

BUN L5, & |55 HRR K EE
Mk HR. 2 L7 F
= k& R,
PRI
B ORI GE|T L AT T — )V |15 B i = b
(4.9%). Mgl|ES, 2y - @A, &h
H., M) 7Y R\ R T T — KV T A ME,
FA F LS, BT, MiERED| R, 7
JIE e WA, AGHRE|IO—2 A
.M 7oV
A AR (5 N 1}
B WEfE EA. K1
A KT, P,
Cl, NaofkT,
A v Al
fE. 5 v Rl
fE. A, K~
73w NME

e 1% B
T, 5. B[R AT
. N o T
ATV, 1 |30F, BRI
it i
R |RIEE g W W REE. TaR
T B W R SR
FP SN SR
i, Lo <
y
. . | TR
e . BT
i
T R R P
P
e . Wik, IR
R, R
FIPIE K.
m TN
Jifi1
T 7. 06
IR T |l P
P Doy il
B
Gl T > | BB TP | K
WA (3.69%) . W (TR (B () > o5
R N e
AT A I AT G ), R
LRI | |, i, . > 7T
HEO® | pp Tyt SRR, 7
W B, 5
. A v RT
2, L
MRS

TED) FEBUHEE XA A 2 5 8o
E2) BIEY 2 TR, $o. BEOHEICIE, FERDD
HobN b DD b,
1E3) BB O
16.4%THh o720
®7E4) AFNC X BIHERIGTH H o JERR OB L LT,
FEd, PAERE. PAETSS. HAR. CRPEDIIEY — 7 —
DEADPEEWNTERT LI DD D,

13. BERE

13.1 @
RHNLEE MPEN TRBRE SN2 VA, 2L AF T3
> (EIEREHD) IS VRt RES s Li2d o
ThETE %,

14, BRAEDEE

(h7 &)

141 EHZMAEOEE
PTPAEDHEHIPTPY — M 5H Y H L THRHT 5 X
HYRHS B L, PTPY — FOREMIZE Y TECHLATEE
EEREARA L, EIIE%EIL% B 2 LTt 255
DEELEIFELHTET LI LD S,

(BBHAED

14.2 EFFARBOEE

14.2.1 RENIBHF ML H T 5720, REEICIETEE
ERL, BeEFv ity MATEET L2 EDPET L,
75§ B OGS ARFI DM 36 L 23813 A T A SR T
PV L, BRI L&k TeHlhET 52 &,
[7.2. 9.4, 9.5%H]

14.2.2 BF L RE RN L,

14.2.3 FHEIKROFIATITH 2 ko

TR RGBS T OB X



(1) Hife L7z R PV EEKEZ W TEEHTE 2T,

(2) AAY) ¥ F—TIMLOFEHIKZ 8 YD,

(3) ®m YWl 7oK R Z R PV L. Mite
L TR L < EmERRAT %,

(4) %0 OFGFEOK 2RI L. Mk L TR L < mERR
¥ 2,

BYFXANWRLIAY Y by TR KR INT T 5 —
ZRMVOINZZE LA, Y ANV NLI AT MRy T
ELoMNFOTHIET HZEI2ED. RNV TF T =0
RIMVOBE R EICEE SN, ¥y vy TOF v AL FL
TR v NIREEDHER S LS,

(6) AHBLOIBHEBEOWLIL, 3272/ —VBE £7x
FIL & L C200mg/mLE %2 5 (MEHOWEIL175mL, R
HUAT B 2 SEVB L O 1 812160~ 165mLTH 5 ) o

14.3 EEIZABEOER

14.3.1 BB OBE L, BE T OFHE L RS-
HFA AR =L EQIZR MLV THI L, £
7oy MR 3, & EBEICTOEHET A 2 k.

14.3.2 B L ERBIRMMZICHEHN T2 2 & M &R 2w
Zk,

14.3.3 FHEBOMEIIL, HAEE B CERTREL., R
BOOH AN T 5 2 &0 MU SN 7zHRT IR 0 5%
X, BEET AL,

15. ZDMOEFE

15.2 FEERAREABR(ICE D  15HR

15.2.1 Jifieedis th /iAo » ~ 0%k (40mg/kg/H %7
H. ZD1%20mg/kg/ H 2= L CHEIZ7H FEiks
¥ 5) TG B ARPURAG o [ & #PH L 72 A5,
BHPIEBICIZ) N Y FE R L EOHEDDH Y,

15.2.2 H)VC, T, AL, EHIBkKD (45mg/kg/H LI L)
PHRESN TS,

15.2.3 M1 % V2 (IR 2SR Sl BBk % Vv 2 fin
TIEMERER . F v A = — NN A Y — PSR (CHO)
L gk wl R, < 2 ¥ 7 4 — < TKR B
ONF o B & W 2/ ME BRI & 1, MR % A
TLHET, YU A Y743 —~TKREBECT/haoo=—o
ROV o A& A/ ME B TR O RS
L Ge RS ER S STRO b T,

16. ZEYENRE
16.1 MrpigeE

*%16.1.1 BBHEERE

EBMEERHICIa T ) — Vi ET7 o F v E LTLE500
~2,000mg™ % 1A 21 AR G- L7z & & e 5-B4R3
H 23T 2 MPADIMAE L OB RE/ ST A — 13 LL
ToLBYTHY, AUCIIHEILBIMED TR S,
SASARIIH%5-338 B 12 B 1) 5 I Mmag s MP AR

(ug/mL)
16 4 —8— 500mg (n=9)
14 —O— 1,000mg (n=5~6)
12 —8— 1500mg (n=5~7)

—O— 2,000mg (n=4)

EEESE
oo

12 (hr)

FAGREIHG-3 B 2 81T 52 MPADIEYERE/ ST £ — 5

%58 AUCo-120 Crnax Chin
(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; FEBIE

D A OB B 5K AN RIZ1AL, 500mg %
LH 212 M ARG Th %o

16.1.2 HFEOEMZHIEF MR
IRE B GRERELH)) L TR (EAESLR)) %2, 210 A
F=N—=FIE ) FRENL.26mLIE1A TRV (33
T/ =)V E7xF)ELT250mg) % lEHEE AT
(2R E I LR 1% 5 L 72 & & o IMAE i MP AL & % 2
L. E5N7-3EWEHRE/NT A =% (Crnaxs AUCo4sn) 12D
W C90% 15 B X T 12 CRERTHRIT % 1T - 7245 5L, log (0.80)
~log (1.25) OHFPHMICD V. TGHEITZ O A Py 7 45 1%
HRERRE 720,

S B OY ) 771 )V BRI 574 00 S8 I FpMP A 12

(ug/mL)
16 —
—O— MEHEL
- 14 —— 7t
@ 12 P +SD
<
(=]
=
=+
g

0 2 4 6 8 10 12 (hr)
IRy
FIEBIIMAE P MPASEY BIRE/ X T X — ¥
HEINT A—F BEINT A5
Cmax AUCO*%LSh Tmax t12
(ug/mL) |(ug-hr/mL) (hr) (hr)
ng
e 9.35+1.86 | 15.5+3.74 |0.460+0.138| 12.9+4.87
(n=37)
7 e
10.9£3.44 | 16.4+4.17 10.639%0.211| 13.1£3.65
(n=36)
S +SD. n s FEBIEL
16.1.3 EERA

ERERAI2EIICI a7 ) — Vi E72F0ELT
1,000mg % HL[ARE 1% 5- L 72 & & o AEh MPA O3 8
BT A= S EPTOEBY) Tho7? BHEAT—%),

Tmax Cmax t1z 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
FIE =SD

16.2 RIR

16.2.1 BEATTAELR
UC-3a7x/— )V F£7xF0Vmg/kg®fEM#%5 L
7MET v bSPTIR F TSR S 2B A Bl o
MeT y MCRRORG Lze 2 A, BT S it
BIEED #9185 % A FIIN & 7z

16.3 2%

16.3.1 ZEEEEE
MPAD MEEFE AT, 0.3~200ug/mL O E#HPH T
1397~98%TH Y, TD ) LYW HUMIE T VT I v~
DFEETH -7z (n vitro) HEIANT—%),

16.4 X
3972/ =V ET 2 FVIEERGEERHIIE O
ALEFREEL, BRI, I CMPA &GS L Fuo ¥ o
FVENT A1) ¥ (HEM) ISR F SN D BHEAT— %),



16.5 Bttt
16.5.1 EERA
MPAB DB Iz DOV T, EFERA4FI21C-3 o
7/ —VEE E7cFINVEL000mgH ARG L7 &
&, B HRT2HR F TISHI90% AR AN, HI5% HSHE
Prlt S n7ze 09 BIRBERIY DF995% IZMPAD 7 v
70 YA (MPAG) Td - 72 HEMHSE O R H#13
Fe G 1424000 F TIS92. 1% DR A S HEME S v, FACH
e L CIZHEMO B LEUG R 7V R % ¥ A F IV E v
TH)rThHhotr BHEAT—%),
16.5.2 3Lit#1T
UC-3a7x/— LV E7xF)V6émg/kg®iZHA T v b
CHEELR G- L& 2 A, 5142450 £ Toflith
B RED AUCIK IEH ST BEDAUCD19% TH » 72, F
7oy FL ISR LRI TR S & U BRI IEIMPA K
UMPAGTH - 727, [9.621]
16.6 HENEREZHIT2EE
16.6.1 NEBBIEEE COEDEIRE
(1) MEREBBEEE 2~17RK)
NBEBEEE Q~17%) 337/ - )VEE £7=x
F )b & L C1EI300~600mg/m*% 1 H 28] FAERE 1% 5 L 72
Frof 537 HHICBI 2 MEFOMPADIEYEYEE S5
A=71Z. UTOLBY) THo7 B, REREHH (12
B H) 2B 5P 5813655, 0mg/m*/ H TH - 727,
FASREIIH% 537 A B2 BT 2 MPADOIEYTHHE €5 A — &

AF i i Tmax Comax AUCo-120
(B1%0) (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) NEBBHERE (E%3HB~18RLUT)
NEERREE CEHRSHHA~18RLT) 13372/ —
VEE 7 x50V (BEABD & LC1600mg/m?*%1H
210 ARSI 5 L 72 BE O I MPA O SE W B g/ S T A —
ZiE. UToeB)Thotze MNEFBMEEIZBITS
MPA®DFIHAUCozmit, 337/ —)VliE €7 =F)
(1 7)v) & LClhll,000mg#% 1 H 200 AR 5 L 72
BNERAEZ OMREFKTH o7z EAT—% )0

W i EL Tax Crnax AUCo1n
i (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) ™ [0.72520.276 | 23.8%13.4 | 47.4=14.7
_— 37 A~<6i (15) |0.989+0.511 | 22.710.1 | 49.7+18.2
35 A H OE~<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%
EHE (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
— 31H~<6§a (12) 10.869=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
1£2) 600mg/m*fH&E IZHiE L7z
13) 37 B ~<6RE L EmHT S
1£4) n=20
7£5) n=16
7£6) n=45

16.6.2 BEEETEE TCOEYHRE
fEHER N BRI T EE N OENBRE I I 7/ —
VEE 7 )& LT1,000mg% HEHECOHKS Lz &

(6)

S OMBEHMPADIEYENEE/ ST A —=FIZUTFTDEB) T
HotV BHEAT—%). [7.1. 9.1.2, 9.2.1ZH]

GFR Tmax Crnax AUCo-9n
(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
ENHES (n=6) 0.8£0.3 16.1£7.3 76.9+25.4
BG4 BN (n=6) | 2.3+3.8 7.1£2.8 60.5+38.1

FI9MESD. n ¢ AEFIEL

16.6.3 {LISHERE TOEMERE

LBEEZEIZIa 7 —UliE T72F0ELT
1,500mg % 1 [ 2[Al FUAERR 3% 5 L 2K D IAE R MP A O 3EH)
BIRENN S A—Z Z LT D EBY TH o722 BEAT—%),

A Tmax Crax AUCo-12n
(hr) (pug/mL) | (ug - hr/mL)
RN | 2.02+1.83 11.6+7.45 36.7x11.9
1HH (n=17) (n=17) (n=16)
LR | 1.58+0.998 13.3£7.80 I R
5H H (n=10) (n=10) Hiy
AR EATIECA 1.77+1.32 11.5£6.76 43.3+£20.8
BEERTH (n=11) (n=11) (n=9)
RS | 1.12+0.655 19.8+9.27 53.9£20.0
671 J (n=52) (n=54) (n=53)

FIMHE=ESD. n o FEBIEL
16.6.4 FFEMERE TOEMENE
FBEEZICIa 7/ -V E7xF0ELTLE
1,000mg 1H2M7H M OEREGFICE &fiE, 337>
J— Vg E7cF)E LT1,500mg% 1 H 20 SRR
G L7 MPADSEWERE/ ST X — 5 1Z T L
BYTH-72Y HHEAT—%),

Tmax Cmax AUCO*IZh
illbaalisa
I (hr) (ug/mL) | (ug - hr/mL)
] 3
T 1.13£0.430 | 13.2%6.64 | 31.0=14.3
(n=21)
- Bk
1.07=0. 29.3+17.2 .6=18.4
6 A% (n=14) 07+0.600 | 29.3=17 60.6+18

P3N+ 8Dy n  EIEL

17. ERERREE
17.1 BHERURLMICET 5%
(B HER DB AMHRR RIS DA )
17.1.1 BN 1185
B RS % O ARG BB B EAIBCH LT, 3 a7
J— Vg €7 x5V E LT, 500mg% 1 H 200 1258 1
BOHES L7z & X 0B R & et L 72 = A R stk 1o
BT, GRVEER i S BI266] O A X T o &
BYThor,
HEA MR SUG I R 2 R SRR (%)

% HOR | AR | M % At
12 (46.2) | 6 (23.1) | 3 (11.5) | 5 (19.2) %
18 (69.2) 8 (30.8)
fEHE SR FEEEE B (%)
oL b D
22 (84.6) 4 (15.4)
BT EESR EBE (%)
i P BE A
23 (88.5) 3 (11.5)

17.1.2 @5 1/ 1 HHERER
BB HOMARMHEE S EZ T LT 3372 ) —
VB ET7 T Ve LA, 500mg % 1 H 20E 85 R 4%
G L7 & S OmFEMRE MG L7oKEICo% 1T/ THERR
MERRAE T D LI, HERIOME 2 L7 F = VD55, 0mg/
dALLLEHEE 5. Omg/dL AR 028 TR I L7285 K. 58
EREHFIILT O L BY THo72 GHEAT—%),



BGRMGRING 7 L7 F = I X B s (%)

=5.0mg/dL <5.0mg/dL 7t

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

(BRHIC BT BIERREOIH])

17.1.3 ENSELHEKR (RA)
BERMBEOEZI6HIR LT, Y2 aAR) Y R PAT
oA FEATICI a7/ —VER E72F )& L ClH
1,000mg31E1,500mg% 1 H 2/ 248 AR 1% G- L 72 & & DiE
MBS R A e L - S EE R IC BT, B
BRI SUE PN 25B OB IX LT D & B Y TH 7219,

SR OB ERK (%)

1S5 | BMEEEISOFIE (%) | #5605
1,000mg 22 (34.9) 63
1,500mg 17 (27.4) 62
HAFEE ERE (%)
1A% 55 AR (%)
1,000mg 63 (100)
1,500mg 61 (98.4)
BAEALZ ERE (%)
1n$% 5= B (%)
1,000mg 62 (98.4)
1,500mg 58 (93.5)

17.1.4 ENERRAER (IR)
INEEBAERE250 (2~178) 12k LT, o i
KEDPEHTCTCIa 7/ =V E7xF)VE LTl
300~600mg/m*% 1 H 2[Al#E (1425 L 72 & & O SUs
B9 % M E L - BR A BRIC B W, BRAER6 7 H il
MG =1324 .0% (6/25061) . BRHEFZIED LR
OEAEFIZVWTN$100.0% (25/2561) TH- 7210
EIER 2256191661 (64.0%) 1230153 L. 2 EI1EH
X, A P AT T AV AMEEI. A b AT A
ARG TSR TH o 72,

(OFEREIC B 1T B IEHE RS O

17.1.5 @S E MR
DR R B BTN & xR & L - ZEE R B W
T, YZ7UAR) Y ROATFOAL FEHTFTCIa 7/ —
WVE: €7 xF )V (MMF;1H1,500mg % 1 H 2 4% 5-)
HHLWETYFATY v (AZA1.5~3.0mg/kg/H DO
F%5) %35 L7 EoFMMEICHET 2 BEIETO
EBYTHo729 BHEAT—%),

AR

. MMF# | AZARE
R H n=289 | n=289

%67 A I BT 5 OIATENRE S

WL o 2 3EHE UG O FSHLHI R (38192 (31.8) 100 (34.6)

OB &) (%)

AR 1AE DI IE TS SIS RS HE L 72

BB (%) 18 (6.2) |33 (11.4)

(AP HE LS $5 (T B 3B RS O]

17.1.6 @S E MEHER
IRt 12 BB 565F & R R & L - EE ML B W
T YZ7UARY) Y RPATUA FEHTFTCIarze/—
JVEE €7 x5V (MMF:1[E1,500mg% 1 H 2[al# 1% 5.)
HHVXTHEFF T > (AZA;1.0~2.0mg/kg/ H DFFE
M%5) &35 L7 EOFMEICHT 2 EEIETO
LBV TH-727 HEANT—%),

R B 5 % Hid

AZATE

MMFEE
A8 .

n=278
Bhitheh A HNIZARIC L ) RS
. B & 2T 72 A BOG o 53511106 (38.1)
¥ GECLEFHEBEE D) (%)

137(47.7)

FEME T 1R LI IE T LS FRAS A L 72

% (%) 39 (14.0)

42 (14.6)

(TS HREIC 3 B 3B HE R IT D )

17.1.7 BSEHE
iR R 12 31T 2 HHAE UG ORI RN A AR S T
2990 (BHEAT— %),

(BREFSHEIC B T B IEERIC DI

17.1.8 BHEUR
EEpph (BB MRS B2 B0 5 MU0 O BIHIR)
RARO LT H SLEAT—4),

18. ZEzhIEIE

18.1 fERF
a7/ =V ET7xFIVIE, EENTHER DI
MPA 2K fEE NS, MPAIZ. de novo. salvage
R2ODT ) VAR ON., de novokkik O H R H
THhHA )Y VT FRAT oA MHKERES A,
WA O RYICHEST L2 2L D, GTP, 74 F
YGTP% Aig &2, DNAGBx #3227, T, BY ~
JSERMIIE MR A K % & L Tde novo R IZIKIET B DI
R LT, RIERUALOMIEIEde novo. salvageli & 124K
HFLTWAEY 3, MPAldsalvage RABEFRICIZHE L w7z
B ARERIGITY) VBRI O B 5E &SP HIEI L, R
TR ST B IR O RA L % B+ 5290,

18.2 GeiEZIE{ER

18.2.1 in vitro &
v MY USRI ORE, v A MY YRR Lo
bR ) > SER B OB ) > 2 SER O HE Gl BT EA: L
Wiz e b))y oSERORE Y ¥ SERUG % 58 123 L
72308088 e MRS T P R A T oo 3 g
PN E T - 729,

18.2.2 in vivo =&
< AMAENET ) ¥/ SERO FHEINE], R E~ 7 2 R O
T v NREROBUAREAEIE RS LT v b ol B &
FUikpE R RRIR T . & E~ 7 21) ¥ /288, R ODNA SR
DFFEAING % 7R L 7293780,

18.3 BiEREMHIER
) O [FIFEGR SRR AR L2 B CL AT MR DU O g
RO (4 XFB. Ty NOBE - M) . Fo. BMEE
HESUIS 2 B0 L. AR AR o 4G - AFI I 2 I R
&, Al & OFF G X ) SRERIHIE & s L2 (4
RN - . T O - N < AR 9,
E512, I MRELET NV TORLIRBIIR 4. PIBEREGH -
B A B L 7219

19. AR ICEY IBLENAMR
—RSFR 3372 ) — VR BT T
(Mycophenolate Mofetil) (JAN)

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

¢ 0 CasHaiNOs

1433.49

K HBORREOMETH L. N, N-V 2 F kv
AT I FIZEFRT L TP MY VIZRRE
TR XY = VIZRRBEITFISL, 8 ) —
U o(95) ROV IF LI —FWIZEITIZ L K
I3 EAEHE TRV,

TR
OH CHs3
(0]
O
= \/\N/\
(0] o K/
(0]
OCH3
CH3s
RUAAEHIPH © 94~98TC  (Rtfi Bl ih 1 & RIFFAE R D 72132, 5C LA
™)



20. RV EDEE
N7V, IR E T TR A 2 L

21. ERBERM
PR ) A 7 EHENN 2 g0 b BYICERT S 2 Lo
22. A%k

(&It 7 hH T HEIL250)
100 7V (PTP104 7t )L x 10)
1004 7N (NF)

(V&7 MEBAES1.8%)
110g (K b )
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26.1 BGERRTT
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