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TN IV FERRER | B A bR | R RERD,
I, F8EFE. ANV | Tay AV A | EE
=7 ARESAN., A | Puikeghee
VEF VAL JEK.
IR, B E

TE2) WA OBIRBER S IS 12 THeE S zRITER

H3) BIETATH, £, BEREOEHEAICIE, KERDEHSDNDS
DD,

E4) BRAONHE - xhRBIMNE F COFEBMEIL16.4% ThH > 72,

. EEANDRS

TRYLE . L IS OB S BOGERYEDSHEINT 5 B2 hht
HHDOT, BT 51TV, LEIZIL U THEEORE 2179
Nl

6.451R. ER. BIBEADERS

(DIl SRR L CW A TTREED H DI N3RS L w2 &, [
PR (A D S E NI & BEH L CARRI 2 IR L 72 B2 BT,
N E et RN 2 AT 5 8% HpE L72BHE s Twn
bo Froy Ty MT, MEM. BEEERZE (6 mg/ke/H) A5, ¥
T, BIREBTE. B M OREEEREZE (90 mg/kg/ H ) A5
ENTWn3,]

CWFIRT A HeMED & A IF N3 S Lz & 2 5H & 3 575,
RUEGTHG T L2GA I EE oA TS Etr LS
EHIWF S NAYEICOAEGTH &, ([EERERNERE] O
HSH)

(IR G T A AL, BILE B S5 2 L, [BIER
(7 v F) THRHHANDOBIT (6 mg/kgH Al #x5) 2385 ST
W5,

* k 7/ NREADIRS

BRI BT AIEHM e OB AR ARER, AR, 7B
OF 2 1AM DL RN § B2 PEIHMET. LT Ze v (B AS A
B\,

[ESLCArb 725 3 7 A 2 5 18U T o /NE B 1004 % 41 5
LR RIS B W TR L BRI O OB IE, i)
NI G- L7234 S L T 7225, T, AHIERSA . Briie.,
&Y, BMUI/NETORBIEN10% L ETH ) AN FFIZ 6 R
i) DT NI TE» > 72,]

R 5 O B A VR AR OIS ORI M OV OB, TR AE. MRS A,
FEREAILZ 350 B HEAE U O B - AR ERE R, Hralg, LI,
GRIE/NRAT S B L4k I3 M LTz v (RS 2
V),

8BERS

ARANL A F MEOENT TIEBR SN WAS, TV AT T3 (PRI ERKE &
#) G EN PR AT 228 ICL o TR ETE S,




LEAEDFEE
SR AR
PTPREEDHFNIPTP Y — WML TR T2 L9 18
B LHIL, [PTPY — POFRARIC XY | Bl v 8 A 56 A £l
AR AL, B3l 2 B L THERIA £S5 0 EiE
GAPREZIRTAIEDPHREENT VA, ]
10.ZDMDFER
(DRI A T b D 28R (40me/kg/H % 7 HIEL
Z D% 20mg/kg/ H 12 L CTHEIZ 7 H FEHHRE %5
THG-A LA B AAPUAAT o0 [T48 & Bl L 7225, #5rh

IERICIE) Ny v FER LI EOWEND 52,
@ N, THL &, AEkKA (45mg/kg/ AL E) 28
WEIhTwD,

(3T & I\ B 1R 2SR B R BER) & Vv 2 (B4
WERER . F v 4 =— AN LAY —JIEEEME (CHO)
RO REOREERE, <Y A1) V7 4 — < TKRER
KON o R I 2/ MERER DS S v, Ml %

f%)ﬁ%“(“ <WA) 7y —<TKRBE T/ hao=
DFEFEF OV - EH % B /AIEERER TR O s
S, QO RIE FH AR STz,

(EMEE]

<BAANCHT BHEHE>
AR
BB EICIT 7 =V E7xF L ELTL A 500 ~ 2,000
mg*%& 1 H 2 MAEREIRG Lce &, &GRG 3B IZBIT A
PEACEH I 27 = 7 — VIR (MPA) O ILAE i fE K ONSE W BhRE < 5
A=FEDTOLBY) THY ., AUCIZHEILBIEARED 657z,
SR 5 3 38 B 12 3BT 2 T M4 MPA i

(pg/mL)

16 4 —e— 500mg (n=9)

14 4 —O— 1,000mg (n=5~6)
L 12 4 —&— 1,500mg (n=5~7)
410 —— 2,000mg (n=14)
B s
i3 6

4

2

0 T T T T T T

0 2 4 6 8 10 12 (hr)
LS|

SAEREIH S 3 H 12 B AMPAD Y BHHE ST A — %

b AUCo-12 Cimax Crin
(mg) (ug-hr/mL) (pg/mL) (pg/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=15) 57.8+21.3 11.8+2.73 1.99+2.01
2,000(n=14) 80.6£16.7 19.3+£5.17 2.61+0.91

SFHE+SD. n 5 JERIEL
MG SN EIE 1[0 1,000mg 1 1,500mg T %

* x 2/NREBEEETOENHE (%)
ANEBBHES (2~17/) 123372 /= E7xFLELTI

[l 300 ~ 600mg/m* % 1 H 2 M RAZFE 5 L 720 £ 5-3 1 H B

2B 2 MEEFROMPADIEWEIRE T A -5, LToLB)T

Hote BB, FNEBRAEWIH (124 A) 128 2 P4k 5513 655.0

mg/m*/HTdh -7z,

SRR 3 7 H HIZB U ZMPADOFEY BEE/ S5 A — %

AF iy i PR T max Cmax. AUCo.12
% @ (ug/mL) ({ug-hr/mL)
<65%(3) 0.5+0.0 11.5+7.8 —
6%~ <12% (5) 0.5+0.2 25.3+10.4 =
124~ (7) 1.0+0.6 19.1+8.0 -
&8 (15) — 20.9+10.2 46.74-19.0

<HBEACHTIHRESE) >

1.0niREs
EERALRBICI a7/ —VEE E7xF Ve LTL,000mg % H
[EFEIH% 5 L 72 & & OI4E T MPA D3 BFE/ ST 2 — ZIZLLTF O

LB ThHoT,
T max Cmax tin AUC -
(hr) (pg/mL) (hr) (pg+hr/mL)
MPA |0.726+£0.443| 24.0+11.9 15.8+£8.40 | 57.9+16.4
P+ SD
2. BHREET RE TOEYEEY

BB, BEEETEEROCENMEFICI a7/ VR £
7 2 F L& LT1,000mg & HEAECHG L7z & & offEMPAD
HBRE ST A — 7 I TFTDEBY TH-72

GFR T max Cmax AUC -9

(mL/min/1.73 m?) (hr) (pg/mL) (peghr/mL)
>80(n=16) 0.8+0.3 25.3£8.0 45.0£22.6
50-80(n=16) 0.8+0.3 26.0+3.8 59.9+£12.9
25-49(n=16) 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
FENTHEFG (n=6) 0.8+0.3 16.1£7.3 76.9+£25.4
#5580 (n=6) 2.3+3.8 7.1+2.8 | 60.5+38.1

SEHfE+SD. n 5 JEGIEL

3B HERE TOEYENRED
ODBREHICIT 72— €720k LT1,500mg% 1
H 2 M RAERE RS L 72RO MAEPMPADFEY B RE/ ST A — 51

UToEBY)THoT,
(EIJ ZEHT H‘ﬂ Tmax Cmax AUC 0-12
(hr) (peg/mL) (pg-hr/mL)
LA 2.024+1.83 | 11.6+7.45 | 36.7+11.9
10H (n=17) (n=17) (n=16)
ARYE2 1 1.58+0.998 | 13.3+7.80 Sep
5HH (n=10) (n=10)
NRY: 217 1.7741.32 | 11.5%6.76 | 43.3%20.8
BEEETH (n=11) (n=11) (n=9)
RYEAiEA 1.12+0.655 | 19.8+9.27 | 53.9+20.0
671 H (n=52) (n=54) (n=53)
SEHMEESD, n ;) EBIEL
4. T HERE T OEYERE
FREHICI T 72/ =Vl E7=xF)& L C10H1,000mgl H
207 ABOERESICHEHEE, 32372/ -V €75
V& LT 1,500mg% 1 H 2 [0 SAEREHR G- L 72RO M4 MPAD 3
WEIRE T X — 7 IZLTFDE B TH-72,
‘ﬁu ZE,H‘}‘HH T max Cmax AUC 0-12
(hr) (/zg/mL> (lug'hr/mL)
Bl H 11340430 | 1324664 | 31.0+143
(n=21)
B la LO7+0600 | 293+172 | 6062184
67 At% (n=14)

SEHELSD, n o SEBIEL

5.EAEEE
MPA O I 2 B
98B THN., ZDHIHRI6 %L TV 7T IV DA
(in vitro #XEx)
6.1X5 - HEittt
Ia7 /= VEE ET7 o FVIEHRGHER 2 I b OHLE R
Ji, R, ML TMPA EIREMECEH Y e Fad o TV L T 4 )

EHIE, 0.3~ 200 p g/mLOWRERIH T 97 ~
ThHo720

¥ (HEM) [ZHIK 3R S L5 o MPARSEDICHIIZ DWW Tid, fEHE
WA4BICHC-R 37 2/ — Vi —T:7:L“7")l/721000mgﬁ‘i@ﬁ

C G L7z &, G5 T20M F T2 0% A RAFIZ, 85 %2
FopcEtE sz, 2o %}/T{rf"i‘if?({ﬁ%@;ﬁ’]%%liMPA@?)1/7
0 v #iaf ik (MPAG) Td - 72 HEMHIROMHIE, 52
AR E TITR92. 1% 2RI S v, EAFH L L TIETHEM
DEACSOCERI ANV ERFE S AFIVELT 31) Y TH oz,



* k 7/EEBHERE TOEVEE

NEEBAEEE CEBR3THAPLISmUT)ICI a7/ — Vg £
7 = F VORI EAE 600mg/m?® % 1 A 2 [ AR
R MAEFMPADSEY B EE /N T A — &

INBEBHEE 2B AMPADTFIHAUC 121, # 7 EIVH] 1,000
mg 1 [ 2 [0 AR O 5% 20 72 N B R R R o fk F & [k

x5 L7z
WBUTOLEBYTHo72,

* %k 2.BHHEIC B T B IEHERICOIH

DEA®
BRMEOBELIZ6HICH LT, Y7 uAR) Y ROTATHEA
FOERTICIa 7= /—VBE E£7xFVELTLET,000mgX
131,500mg# 1 H 2 24 B B#EOHG- L7z & & O SUsHEH]
RRA B L TEERILEEBRIC BT AR RGN S
BIL25BIDBAEII DT O LB TH -7z,

ThH-o72,

il A i i PR T max Crmax AUCo-12
IR (B0 (hr) (ug/mL)* | (pg-hr/mL)*
3HH~<28(6)" | 3.03+4.70 | 10.3+5.80 | 22.5+6.66
| 3~ <6i(17) | 1.63+2.85 | 13.2+7.16 | 27.4%9.54
Bk 6%~ <127%(16) | 0.940+0.546 | 13.146.30 | 33.2+12.1
THA 127~ 18/ (21) | 1.16+0.830 | 11.7+10.7 | 26.3+9.14°
LB (54) 1.24+170 | 12.6+8.37 | 28.7+10.5
37 A~ <25 (4)"]0.725+0.276 | 23.8+13.4 | 47.4+14.7
37 A~<65%(15) [0.989£0.511 | 22.74+10.1 | 49.7+18.2

Mt | ...
3 BE 675~ <12 (14) | 1.21+0.532 | 27.8+14.3 | 61.9+19.6
127/~ 187 (17) |0.978+0.484 | 17.9+9.57 | 53.6+20.3"
L8 (46) 1.05+0.507 | 22.5+11.8 | 54.9+19.6¢
37 H~<2/%4)° |0.604+0.208 | 25.6+4.25 | 55.8+11.6
P— 37?AHN<6JJT?§<12> 0.869+0.479 | 30.4+9.16 | 61.0+10.7
i 6~ <12#%(11) | 1.12+0.462 | 29.2+12.6 | 66.8+21.2
128 ~187%(14) | 1.09+0.518 | 18.1+7.29 | 56.7+14.0
4B (37) 1.03+0.488 | 25.4+11.1 | 61.1+15.7

ZVEEREPUS DI JEBIE (%)
1[5 SV BOC O FEIBIEL (%) 5615
1,000mg 22 (34.9) 63
1,500 mg 17 (27.4) 62

AAERR REBIEL (%)

1 [\l 5.5 A% (%)
1,000 mg 63 (100)
1,500 mg 61(98.4)

TRl AT JEE(%)

1 [\l 55 25 (%)
1,000 mg 62(98.4)
1,500 mg 58(93.5)

600 mg/m* I ICHIIEL 72, * 3~ <6 L HIET %, “n=20, ‘n=16,

‘n=45

(%) BIEROMER

1) W B
HC-3 a7 x /=B 7 xF )V 5mg/kg LG LzHES
v M SR DR TSR S R 2 RO HET v B IS
R G- L2 e 2A 0 IR IcgRIE S 72 U RE D9 85 % A3

WIS L7z,
2) fLit R AT

HC-3a7 /—Mﬁ;& E7 x5 )V 6mg/kg B LT v MHE]

RO L7z & . 51524 F oL ETEED AUC
(32 P @AUC@lQ%’C‘&Joto F 720 FUICIERA
TLARIERRD 5§ FACH I MPA J. "MPAG TH - 72,
(ERERECHE]
1 BREROBEMHERRICDEE
1)BEANCE T DR
ERAG O A DEZ 4B LT, 3372/ =)L
B €7 ) LT1MHEL500mg% 1 H 2 128 B 1%5

L7z & & OWBBMRE B L2 E NIRRT ARk

AT GAE B 26 B O AR E I LT D L B Y Th - 72,

2)/MRY (B3F)
ANEE ARG 2561 (2 ~ 1757%) 1 LT Ao Soy i &
DR TCTIa7 =/ —VEE £7 7))k LT1M0300~ 600
mg/m? % 1 0 2 %S L7z & S O4EM RS IIHIRY$ & #Et L
7o BRRARERIC B VT, BRI 6 H IO U IE L 24.0%
(6/25%1), HERMEL 1 FOALFRRUEAFIIV$1$100.0%
(25/2581) TH o7z,
3OFEHEIC BT B IEME RSO I
E/FCAF DN T LB B 578 B & x5 & L 72 3 Mt B
ZBWTC, YZ7uRXE) Y ROATEA FFHTFCIarzz /-
i 7 xF)V(MMF; 108 1,500mg% 1 H 2 [AfEH%5) 5\
X7 F 47 v (AZA 5 1.5~3.0mg/key/H OfEOHST) #8517
LEOHHMECHET A2REEILTOLEBY TH o7z (BHEIAICBLT
% ) o

HRPEC RIS % i
B MMFH# AZAT
Bl =289 n=289
BAlitk 6 H BB 2.0 MATEE S
SRR o RSO O FE IS (BB | 92(31.8) | 100(34.6)
AT RBALE Er) (%)
BRith 1AEDINIZAE L S A L 72
18(6.2 11.4
B2 (%) 8(6.2) | 3(11.4)

4. FTREHEIC B (T 2 1EHE RS O -
[EFE T b7 PRI B 565 1 % x4 & L 7= . R incalbi
IZBWT, Y27u0XR) Y ROATEA FEHTFTCIa 7z /-

B E7xF)V(MMF; 1[81,500mg#% 1 H 2 BEEC%S) &5\

ET7HF AT 2 (AZA 5 1.0~ 2.0mg/kg/H OFEIH ) 285 L

7oL EOFMEICET ABEIEL TOLEBY) TH-o - (WHEANICE

V% BfE) o

ATRTEL B S B 1

R PR BOT I 216 JEGIE (%)
E | B # RRHM %) Bl
12(46.2) | 6(23.1) 3 (11.5) 5(19.2) 2%
18(69.2) 8 (30.8)
TEAEBUCZEEE SEBI%E (%)
IR L HIEDH Y
22 (84.6) 4 (15.4)
RO AT SRR (%)
N FEREERE
23(88.5) 3 (11.5)
2)HEANICB T BHEE(BE)
BRA RO MG VSO EZ TTHNCH LT, 3272/ =)
B £7xFMELTIMAL500mg% 1 H 208 MO

Lf: DGR RE AT LIKE T O T /TR R ARSI 2

L G oM 2 L7 F = U EAT5.0mg/dLEL ETE & 5.0

mg/dLﬂi(ﬁfﬁé@ 2 BECRGBIIRAT L 72 4

DEBYTHoT2,

ST DT

BGBMAHIILG 7 L7 F = VI X BIEAR JEBIE (%)

=5.0mg/dL

<5.0mg/dL

af

7/13(53.8)

45/64(70.3)

52/77(67.5)

. MMF#E AZATE
A5 n=278 n=287
i 6 7 HRICAERICE VRS
TG & ST 72AER PO O S B (FELC | 106(38.1) | 137(47.7)
NEFERAE &) (%)
Rtk 1 FEDINIZIE T PR R L 72
BIE(%) 39(14.0) | 42(14.6)
5.5 HEC 35 (F 2B RS DI
[ERZ B THI RS 12 3B 1) 2 5B O IR 212 5580
5T L FHEIAIZ BT 2 Bi) o

6.JEREHEIC B (T B IEHE RIS DI
FEAM B TRER A (B MR R A B 1
B2 25388 5 LT B (FHELALS

B 2 RSSO
BUF % i) o



ESiEE:)

[R{3::E J= 2]
337/ =V ET7 2TV ERNTHEPICMPA IR RS LS,
MPA (£, de novos%. salvage % 2 DD 7 1) Y HEAHFEME DM, de novofkiH ®
R THEA ) VT RAT 24 MKFERZE AR, e
OIFRIICHET 2 212X D, GTP, 74 % ¥ GTP B & ¥, DNAAK
RIS A, T, BYU ¥ /SERMIFIIZEE G % 3 & L Tde novo R ZHKAET 5
D3t LT, %ERDAOHMNE L de novo . salvage iR IR L TW b,
MPA 1% salvage AIEFIZIT B L 272, fERIICY) v BRI o 58 %
SR LZHDEI L, DRSS FRE 9 2 A U D TERA S & 358 5,
2.5 R IEER
1)in vitro 5522
b b UOSEGRMIARR OB, <A Y o CHIE LA bR Y o8
BRI QW& B 1) SEROBFE LR EE AR, B TIC e MY U NERORA Y
Y ORERBOG % 5N L 72 — 5, & MAESEAII ., BT R AT o
BRI CH - 72,
2)in vivo FRBR2 2
< ARG ELET ) >/ SEROFEIH], BE~ Y ARTT v M REOBT
PRPEAIDH . RRRAE 7 > b DI BRPUREAREIR T, BfE~ 7 XY
> XHi, PO DNAS R O S % 7R L 72,
3 HEREIFIE e
B O TSI BT LTRSS Ot % 58 7 (1 X Bl
T MO - ) o F 7o AMHEMEOL 2 I L. AR O &R - BT
Wi 2 LR S, F & OB G &0 SEEIHIEH 2 B L 7e (f X
B - L 7 MO B < AR . 5120 Ty MREZET LT
DREIRBYIR 25, PRSI - PRI % 5 L 72

[B#hB 9 B § B IEMbRYEIR)

—ff& I 337/ —VEE E7 xF )V (Mycophenolate Mofetil ) (JAN)

B & MMF

134 © 2-morpholinyl (E)-6- (1, 3-dihydro-4 -hydroxy - 6 -methoxy - 7 - methyl -
3 -oxoisobenzofuran-5-yl) -4 -methyl - 4 - hexenoate

waEx OH CH3
(0]
= O\/\N /\
(0] o K/O
OCH3
CH3

SFR I C,H,NO,

SFE433.49

M R ERORREOBETH L. NN-UATFILERVAT I FIZETRT <,
TERZ R VIZRRBETRT L, X7 = MIRREIFIIL, =
5= (95) LUV ZF NI —F VIIEITIZ L, KITIFEALE
e,

BhAREEEE ¢ 94 ~ 98 °C (RUAFFHAG M & AUFHE s D 7513 2.5 CLIN)

(@ %]
w7 A 7RIV 250 01004 7RV (PTP, /NT)
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wLET M ENS FetEA

eI NORSHECHET 3 IERS LUBEEROSHEN

LI~ T, F8) (&, RS T3ERRICRELERFEITTRENBDET,

AR ZRASNDBBESTAOFENOEIFEZDIEL, BREROAHIREZERI DD, HIR
RFFRL CVBRABEEDS BIMANDESE [ER] THD, HIKY DEI@EDSHIRMAL
59 DBACEIMIEBMNLTHEDFY . 18, BHEOFHIRAERE TORTFERESEZ
RENTHBY, BETORBMTHBERESNTNEER A,

;}Iaﬁéf b\ :
IR 9 B EREEDH DT (Eﬁ@%%t{'ﬁéﬁb‘ﬁ%) [CAB L SNBRICE, RO
EIR(CTBELESVWETLSHBEERL LITFET,

1. FHIDRAEFEPEXRBEDURIICDWT, BEESANRBEITOTIEEL,
ERY BAREKOHILEICH UARIDRESZRNRS 8KE, TtwlLtd hERBEND
THDBESAN] ZHBELVWEESE, FEIOESEECHIT IV IZBESACTHD
TS EE . :

2. Hﬁ?&?ﬁ&’&@&ﬁ%ﬁtﬁ{gﬁb'C!EﬁE{«_Bﬁ“s"%?“‘ﬁ’é TDOTLIEEL.
OFHEFR(CEAT3EEET O TIEEN,
FECEIBDURTZRBEBSAICTEIFENZZWELT, 5HE &HEOJEE’&LDL\"CJE%
<TEEWN,
@3B! d%é'é“%jjrj/t U D0%FT5TLIEEL, : 7
- FEPESHE, ABRHESPBINESTIE 6 3B, BEOEETEIMBRICLDERC
BHET B LDIBELTLIEEL,
- AEEESREAEGS IHE 6 BRMAICIHELE, BWEHEU TSNS IIBSE,
THRECELIGERTDILDBELT < EEW. Kﬁ]wﬂﬁﬁfaéaﬂl&ﬁ‘cqﬂm D7=N AV 3
CHREEEN,

3.$ﬂ&ﬁﬁﬁﬁk&ﬁmﬁiiwbt<ﬁémo
- AEHESEAEICHIRREERBL TESEL,
- IHRRENIEE CTH DT BB UTHSIREZRIA LT ZEW, HIREENBIEDRS,
FEI OIS RBIT TSI,

GeraAf] Awiasel. FRRSPELIUFRIESRIEE 6 AR

ﬁ&ﬂﬁF‘i

YERRE P
ol %I Mﬁg%q: ST 638

4. BE - DHERRSCTEGILEE .
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