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Tacrolimus Capsules
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1. B

(GhRELLE)

1.1 FHDESICBNT, EFLGEHER BFf2. 0FfzE. B
FIE. HER. REES. BEE. MiztHMERS.
NMERHAMES) IT&Y . BRENWGRBZEEDTENSSD
DT, BRFICTHITHEETEZEERERUFHICONT
DT 1AH S BRZEZE Y SEMIMERT ST &

1.2 BREATEILOEMZHNRAFE RIS NTVRLO
T, PIVBARTHAICKEL TG, OMPREZAET S
ECKVRBICKDMNDEERN BN L ZHEERT DT &o
[16.1.8 28]

(IEZETEHE)

1.3 FHD%51F. REINHEERVUBIESREOERICHEEL
TWRERNXIFZDIEEDHETITIZ &o

(HEiY O F)

1.4 BEIU DY FEBEICHEELU TV EMDHHERT D &
EBIC. BEICH U THRIDOBIRIE AR DZRSHRAICH
BT EREEFHTHHAL. BENERUIT & ZHEE
LIe ETERST BT &, e, ASHOEENRDSNIIE
GIClE. IRAZHRIET D EEBIC. EBICERMICGERL. 18
Tk SFRZESADT &,

—FRBR)

1.5 AEIDKESIE, W—TABXRDBEICTHHEELTVBE
EDHETITS T &o

(HFRMENK - BEERICEH T SRE MMM

1.6 REIDIZSIF. SFEMEHR - BEEHRICEHT SEEE
ROBEECTAHEBEVLTCVBEMDHETITSIZ &

2. B2 (ROBEICEFZRSLEWVI L)

2.1 REIOR I UVBBEDBERED & 5 BE

2.2 27uAA) Ry UBESFROBRE [10.1 2E]
2.3 BT LREERIRAR SR O BE (8.2, 10.1 ]
24 B0 FUEFEE LRV E [10.1 BE]

3. #ER% - R
3.1 #8mK

P BRIy

(1 77 &nh) A

FBEKI, ZaAA)N AT —AF
MDA, e Xa—2, AF7T
DN a7 SV NN S/ N &
Fo. BIbFy v BEE TRk,
T Y IEREF N T A

HE #70UAsR
AKHH  0.51mg (¥
s LRELT
0.5mg)

yrul) LAh
7+ )L 0.5mg
1G]

FBKI, 7aAA)L AT —RF
MDA, B XO—2, AF7T
DT a7 Sy NN S/ N o
Fo. BlkFY . T UIEES
UL

HE #70ULR
AKHH 1.02mg (¥
s LARELT
Img)

LA/ INV S
71 7€) Img
1G]

3.2 REFOMIR
HRFE4 & - Al SE - KES -EHE Al — K
s EOmn ST
5B LAN D e C§Isz/
7 % 0.5mg|y ¢ LTl R JG F28
el HEolR | KES e
55h 7L 119mg
HeEnEn S g
577U])A7‘t)lz§lj’6‘26 CEI&;J
27 mg| ) ML 8 JG F29
1G] Eé@*’ﬁ?ﬁ RES H=
55h 7L 119mg

4. FHREX IR

OTEC DB 31 BIEMR DN
ERiE. iRiE. DB MisiE. ERiE. IMERiE

OBREBIEIC S 1T BIEERINR UTBHE R XTE TR

OEERENIE

OBV UV F EIFEaECHRTTHRBEICRS)

OI—TREHR (RF7OA FRIORSHIHMRTT5. RIFEIE
RIS &Y R ES)

O#ia (A7 0O« REFME. 2704 REEFHE) OEBHEE
BEXEX (PHFE~EEICIRS)

OB FIEIR - BEHRICEH T 2B X

5. MEENIZIRICRET BFER

(B RETHE)

5.1 HLA A EREBECTIIAR 2 E BB I Lana &,

(EERHERIIE)

5.2 KA ZBMTHERLIZBEROAT 04 REIRIAESICEH
L7258 OB R ORI LT Wb, AE OB hHE
AROCATaA RERGEGNC BT B HEHOREIZD 20,

(BEEV OTF)

5.3 BEDRBICBWT, JERATOA RERSER KOO
U FEEICKSHEY BB EToTH, FRIGERT SHS
PIERDPELEHICHRET S L

V=T ABR)

5.4 2N CEBREHEOBVEICER L ZBoRE 0BT
M OTEEIIHEIL SN TR,

(EBMXEBR)

5.5 BB S A2 SEIC. Biatt (AT7oq NEHfE. 2704
NEIENE) THBH I ERMERTHI &,

5.6 AKHNC & BHERBEOAHER OREMEITHEL L TV,

6. iERURHZ
(BRHEDES)
EE. OEICIEY 20U AR E LT LEO0.15mg/kg % 1 H2 0
BO/E L, LUs. B2 ICHET 5. #E5EIZ 1 [E 0.06mg/kg.
| H 2 B 5 #1808 e § 500, FERICE U CREBHT 5.
(FRREDZS)
BE, PEICIES 7o) LA LT 1EO0.15mg/kg % 1 H 2
ERECE ST B0 DU 2 (23 L 4ERHRIE | HR 0. 10mg/
kg 1B L T 575, FERICE U CEEHERT 5.




(DBEDZS)

EE. WEICIEY 20 Y A2 LT 1H0.03 ~ 0.15mg/kg %
| H2EEO®RET 5, £z, HERISRBEBICARFO®RSE %
Bl d 245 H/1C1E. BHE. 70U L A&0LT1HO.075 ~
0.15mg/kg 2 1 H 2 EREOKEG T 5, Dk, ERICISCTEE
HE L. RELZREDBONBICIE. RAICEELTEYD
OB THERT 2.
(FBHEDIZE)

M. WENCIEY 20 A2 & LT 1E0.05 ~ 0.15mg/kg % 1
H2 [EREOHRET 5, Dk, FERIOS U CGEEERL. ZELL
REPBSNIBITE, HRAICEEL CEIRD B THRT 5,
(BEBEDZS)

EE. MEICIEy 70 ARE LT LEO. 15mg/kg % 1 H 2
EREORET 2. B, the ICEE L CREORDETHET 5,
(NBBIEDES)

W, Gy 7Y A2 E LT LEO.15mg/kg % 1 H 2
EfEOH59 2. L. R ICEE L CEIRDETHRT 5,
(BEERIEDES)

B, WL EFED ¥ 2 0Y A2E LT 1 EO0.06mg/kg %
1 H2EROET 25, BEMHICIEZY 7o) Lax&LT1E
0.06mg/kg % 1 H 2 EHECHES L US4 % ICHET 5, 7.
MR N ERARR AR OB S 2T 2B A0, EE,
yrayaAELTEO. 15mg/kg % 1 H 2 EEOHET 5.
7B, RIS CCHEEERT 5.

BB, KROFOBRESHONEI—ELTB59., BHICKD
BAZDH 20T, MFREOEVEEORIERL O mAE
FEIEWEE ORISR OB WEEROFERZ <720
BEORFICECTMHREZREL. FF7 LX) (trough
level) OIMHBEASEICLCREEBEHAMT L &, HIH
MEZ D 3 VISR SHRBER IERIC NP RENEZTS> &
AEE LV, 2B, IH ~T 7REN 20ng/mL %82 5 MK
PREVES, BHEAPRERALL I B20TERT AT L.
(EEFENEDSRS)

BE. BRAICIEY 70 L A& L T3mg %2 1 H1EYERIC
RORE9 5,
gV I FDIFE)

EE. RAICIRY 270U LZELT3mg % 1 B 1 EY A%
BOHET 5, 28, @REICE 1.5mg 2 1 H 1 EY &%E
A#E 255U, ERICED 1H LB 3mg ETHEETE %,
W—TFZABRDEE)

BE. BRAICIEY 7Y L AE L T3mg %2 1 H1EYERIC
ROKE9T 5,
(BBEMEXBADES)

WHE. BEACIE, @Iy 7o) A A& LT 1E0.025mg/
kg % 1 H 2 BIFIRZE KOS ERICEORST 5. D& 2 8-,
EfEMmF 5 78E% 10 ~ 15ng/mL & L, MR NT 7 BE%
E=V YT Lo BREEERET 5. HEHMA% 2B
BRI T 7IBE %5~ 10ng/mL & LEGEZHHHT 2.
(SRMUGR - KEMRICEHT EEMMADIES)

WE. RAICIE iy 70 42 & LT 1[E0.0375mg/
kg # 1 H 2 BHARR LTS BRIEOKRS S 5. Dk, BIEM
RIS 7EE®5~10ng/mL &L, MFNS7EEL2E=S
U T Lo EE2HREY 5.

7. BERUHEEICEET HER

(GhEEHE)

7.1 MEHFOY 70 ) L ADZ AIKRIMEKE IS 2720,
KEIOBE5EE2FAMT ABEICIILMFBELEET 5 &,
7.2 h 7RV EFERT I > TE. ROBICEET S &,
7.2.1 BRI E N TRV OEYENRSEEIEIBES N T VRV, [
RO H T IIIRT %S Cmax RO AUC HOFHEEIZZ N2

N1.18 &N 1.08; 16.1.8 ]

7.2.2 A7V EER OO BRI ROHBICEL T, mAPEE
ZRIET S EICKDEFNC K AMINOZTH A 72\ T & 2R
THZE, BB, YOz H 5 VIEHAICHED RO ZEE A &
SENTHBEITIE. BDEISCTREEZHAFSTAZ L.

7.3 BLIIHBENRRT 258 ICBEREIRBOOLNATVRED
T, MHRE (B&L2#5 12 KE%) £ T& 57219 20ng/mL
DIFcHisd a2 &0 [11.1.1 28]

7.4 fhoGEHIHIFIE OIS KD BE O REIIH O T g
BB, BT, BEBEICB VLT 3HID 5 \WVIE 4 Fl o szl
EH A A DE I ZRIGEIRIRERE 2T HEICE RA O
BEEEZERET S ENTRLGELH P, BIEEED
REK O S N2 MO REINFIROMEE - 582 EE L
THREIT S &

(FFiZHE. BZIENUSHEZE)

7.5 WREOFEEICB T, ARSNHARICHANEBAERZ®RE
LIeBEEDPBONTVNADT, BERHREDOKRICERT 52 &
[17.2.1. 17.2.5 8]

(ERE8tE)

7.6 JLT7FVEPBRSEIO %L EERLLZEEICIZ. K
AlD 25% L EDOHEIIAREFEOB 2 NEBEZEET 2 &,
[11.1.1 ]

7.7 MHFREFPEVESEICBERSEERIROONATVED
T, BHEAREFRFREBRICIOTEEZ TE 572110 ~
20ng/mL &322 &,

(EERMESIAE)

7.8 BIEAORBE 2B/, HE5ME 3 AR 1 AR LEL
DB ESNIc B L 285 2 BB omPEBEZHEE L. #&
L5BEZHAHTAENLET L, 720 ARNCK V97430
PEENHBEICIE. TOVNRIHRF TS L2ARETHET S
ZENMEE L,

(&Y DI F)

7.9 SEREICIE, BRERB4BEZRETCIA L SmgREE L TR
2z L LT, BRATSHICIE 1 H3mg ICHEET 2
CENEF LV, Fio, BETHIHEAICIE. BIEHORBRZ
7. BEEHE REEBEOMTPEEZHEL. H58%
HAETHEHNEE L, [9.8 5]

QL= ZABR)

7.10 BWERORRZF <=, HEHE 3 7AMIE 1 A AIC 1 [E,
DB ERMICE X285 R RMZOMTREZAEL. &5
BERMTAZENLEE L, /o0 KHIZ 2 7 BN ERGERS
LTH, REHKEDERERT R K REZEZFR R THRD
HoONLVIEEIE, BEEHILT 52, MOBEEICEEY
BTENEE LV, —F, RANZ KD +ALHRPBEN5E
IZid, TOMRPHERTELHBITHET HIENET L,

GEEMXER)

7.1 WEOEIGSEEIC L NS 7 BEARE LESEA AT S
TeD ABEXIEZNCE LI EEO R THRET AT ENEE L,

7.12 FEAL 1 Hdb7-0 0580 FRE% 0.3mg/ke & L. Bk
DRICER L CHELZHANT S & [17.1.12 5]

7.12.1 YIOHESH S 2;BEET
- AR S 12 BER O 24 B OMF T 7BEICED S,

1 B HOAEHFEE % ERET 2.

1 EHEORAEFASRD R LY 2 B ERERICHE S
2EOMF NS 7EEICESE2EBOAERS 2 EHT 5,
2 EEOHERAE»S 1.5 B ERBBICHE SN 1 Mo
T 7REICEDE2ER 3EE) OFEHEES 2 ERET 5.

7.12.2 2 ELER

- B ERG% 2ER QEIE) oFERAS, S 1 EREERIC
m o 7BELZREL, ARAGSLERT 2. £/, &5
Bk 4 LI 4RI 1 A ERE L. EHICIA -5
TEEABIETHIENEE L,

7.12.3 FHEFAMICH - > TIREROBESM (BRERSE /%
IERS) ARCIAF NS 7BE2HW5,

7.13 AT EILEIDOHEFN0.5mg A ADEREREFRET 5T &

7.14 2GRS LT HEREROSEZEN RS 5Nk WiGHEE. &
Haduikdasz .

7.15 BHE. 3NWAETCO®/REETH &,

(SRMBEN - BEHRICEH T 2RISR

7.16 1 Hb7- 0 0580 ER% 0.3mg/kg & L, A T 78
BICEDEHERLAMIT S &

717 A7 ENEIDH%FN.0.5mg A ADEEBEZRET 5T Lo



7.18 BE5HBEIIRAE LTATuA FRIZHEAT A &, &
7oy SERARE LBICIE AT a4 NEIOWE 2 ZET 52 &,
[17.1.13 B8]

8. EERELXNER

(GhgE@E)

8.1 BEEORFMENSVOT, HEIEEEE (FLT7F=
Y BUN. ZV7F=>27U7 5 YA, KRB NAG. KB
Irvurua7y ) 25k EREORERZ FOICEET S
&, BICEBESMIHICIZZFORERICTFIEET S L, [8.11,
8.12, 11.1.1 2]

8.2 BHVYYLMENKIRT A ENHAHD T, HEICIES Y
TLADRERITH & B AU T LAERERRA (20
I, AV I)BHIYIL, NITLTLY) OFFED
HWVIEH VT LOBREIEEZETDEWT &, [2.30 10.1 2]

8.3 BIMKE. REEOBKEREORFHEENF VO T, HEIC
FERRME (MAHRE. ZERBME. 735 —Y., RIES) 217
S EREOREE+FICBET S &, RICKSEICIEE
DOFEBIHTEET S & [11.1.14, 11.1.15 3]

8.4 RHFRSHIT DAL REIR. DEZE, SO DAFRE (D
WEEETN., BIEE2 &) EFROLNTWVEO T, [HEICKE
LCIDER. DITa—. 5 X EEEZTH 4 EBEDORE
PELBETSHIE, [8.13. 11.1.2 2H]

8.5 BIENHIRT 52 &AH 5D T, EHICIERE 2T,
MEEFEDHSbN-HBEITIE. BREANBELZITD & EE)
MEEFTH T L.

8.6 BYWEDFHI IIIEEIC+ERT 5T E.[9.1.1.11.1.10 5]

8.7 BEDREIMHIC X D EGRIIHT HRZED EF, VN
B OBEHEEREDAREENHHD T, +0EET A &,
[10.2, 11.1.13 2]

8.8 AAIDEEICLVBEIBRERILE VAMBEDOBENARET
HHN. BIBRESLVEVAIOBEROREBRICOVWTHE| &4k
EBEEZ+2TO L,

(BEEEHE)

8.9 BERMETRIRE L BEILEDCH,ICRERGT 52
EDEF L, Ty Y7 a AR UHBEIERES SN T WS EES
TRBGHABENTTEEP &S 2 B i, NEEHiisn
MSESP I 7 a AR Y EFRIEL, KFNCEID#EZ 52 &,

(EERRERIIE)

8.10 MgRRIEMMRGIICER T 21546, AFOKRSHGE LUERE
BmZIcBWT, EHNICHREOERAERT 52 & MR
[EAHER S NIIEE I, REMREORREDIREZ E I
EWETAHE LB, WELOARME &AL EEICFHE L /-
ETHREZHET LS L. KBAIOKIRENDZEIZHS »IC
o TV,

(BEEIV < F)

8.11 DEBI L 6IEAT a1 RERARER % 2 F L EHHE L7
ERT7 LT F = ERFERRNIE P> O TEBREOFHIIC
HETAE, (8.1 ]

QL= RAER)

8.12 JREEDEITIC K 2 ERE
BT &, [8.1 ]

8.13 EMEERTHLILHHETY TV =T RAIZBVTHEHERE
BOBRKTE SN TWAEEIE. SIEESOREEZ A0
TREANZVIENS, FNSDOEBOBEY HIRELZED
WORAZEET 5 L. [8.4 5]

(EBRMEXERN)

8.14 KFIDOHE1L. BEERBROBEEIIFIEEL TS
EEiDb ETITH T &,

(BRI - REHRICEHT DB

8.15 AFNC LV =2 —F VAT 4 AMREHOBENIH 5D
T, YR TPHEEEEET S L,

9. BEDESEHEI ZEHICAHTZEE

9.1 BIHE - BMEREDHDEE

9.1.1 BREDNHDES
BYYENBAL T HE RN H B, (8.6, 11.1.10 BA]

9.1.2 AV Y FICHE MR ZSH UL TVLIEE
RIE AP BT 2 REESH S, [11.1.18 2]

DEAHPASND D TRICERT

9.1.3 XYL RAF v+ UTDEE
R EESCHR A VAT —H—DF=F Y VT %7
EL BEIFFRY A IV ZOEEE(L® C BFROBLOBIERE
ROKBICEET 22 &, RENHF ZEE SN BERIFAY
AINVAFXY Y TOEZFIIBNT, BREFRAY AL AOHEEEL
LB EBHELONAZENDH B, £/-. HBsHUREHDOE
FIZBWT., REIHIR OB E5ME%IC BRIFXAY A VADOH
EHELIC K DR 2 FAE LOEFPHRESN TS, /2. C
BIFFR AL AF v U T OBEICBWT, SEHH %56
I CEIIFRDBEAAONSZ ENH S, [11.1.10 3]

9.1.4 CEFFNEERRIAIVAENMESEINSEE
C BUIRFREEEI Y A L A 2 B 5%, KAIOEE D NE
ERSEMSREESNTBE D, CRIFREERG Y A )L A
IZKBHT AN ABBEICEW, [FRPORA O HEFHE A HE
I BATREED B %o AFNZEHA L WA EEIC CRFRERE
B A )L AEZBAT 25 & 1013, REL ASEICERET S
LEBHIT, AEIMPBEDE=Y ) > 752 HEEICTD L EBEE
DOREEE+FICBET B &,

9.2 BiaEEEEE
EEENSBET S SN D 5. BIEROERZF 20,
HRICIAREEL2BE L., RS2 TAIENEE LI,

9.3 FHEeEEEEE
HERBEESE T L. REMAAREYS LRI 2R8E%ETH 5.
BWERORBE A2 <o, THNICMAPRELHEL. K52
ZHEIT A ENEE L,

9.5 1F®
TR SRR L C W B ATREE D & 5 ik I 3B Lo B2
faltex b2 RIS NAGHEICOARETHI &, BYE
B (79 F) CHEIEER. BREEESRESATVRS Y, b
FCHREZBBRT S EMSRESNTWS Y, HIRFICKEZ
BEsNZLEICBWT, BERVCREAOEE (KHAEKE.
RRZHTF. BEHV T LMGE. BHRERE) OREPH2 Y 9,

9.6 AR
ARBERIFA LW EDPEZ L, BAFABITT S
EPHEESN TV, [16.3.2 5]

9.7 INR
BHC 2RO RAICB VT, V) VI SEEOE RS DR
BOmHEESE V. [11.1.13 2] B5EE. B%E. DBE.
ffifeRE. RS, /NGRoE. EEMEE. BEY v~ F. L—
TRER, BEEKRBGRROCZHERR - EEHRICEMHT S
B2 Tl NRE 2R E LA RO L2 2 e
U 7= B RERBR I3 3 L T L7t L,

9.8 SHE
BEOREZBER LS SEEICRST S &, —fRICAETER
HE (BFHERE. APRERE. BHRES) PMETL TV 5, [7.9 3]

10. #8E{EA
AAENFEE U CEYREEESR CYP3A4 [ UF CYP3AS ¢ &
Nno. [16.4.1 ZH]

10.1 HARR HALBWLI L)

=

JE

B BRI - B B - fEERT
ETTF v FEEIC & B GEEI TR T | REIEIER IS X D BED
EBEEAR LA T U F | BT 7 F BRI & ORI | WTREEDEINT 5.
v LIz DREN DS
EHREEERLAT T
>
BOERUAT I F
%
2.43H]
YoaARY v BIfEH RS NI L OR | ARIEOMAICED 7R
(T332, EINHDH, mB. Yra|R)COmMPEEN ERL
A —=FI) ARY Y KORANH D #2 | 7zLDW|ENHS Y, ¥ on
[2.22H] ZABEET 7 ARY V| AR Vix CYP3A4 TR
DRI E )6 24 BE L S50, FRLIZGE,
LiEBBICRR OB G EH | FERICER LY 7o AR
1B 5 ENEFE L, ) OREHPIHES NS,
rery > Ry s v OBWERDPFR | RAIEOHRHICL D Rt~
(b5207) THUREENH S, Yo OMmPREY 7T S
[2.2%H] RN DB, Fio. Rt

v % & CYP3A4 R
EN B & EHITCYP3AL
FHEROET B0, B
IS & O AH O MR A
E# I 2 RN H 5o
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BRPRAEIR - TEETT %

B - fEE T

10 77 LARFFERIRA]
2¥Q /)57 k>
(P27 b A)
HV AL
(VL& o k)
rNITLTFLY
(hUFLY)

[2.3. 8.2 2]

‘AT AMENFERT 5
ZEWH B

ARAEI EHFEORIEANHHE
HICHE®RS N2,

10

2 HEER HAERTR L)
EA A% HRAEIR - 5B E WP - fEbEET
AEME BEE, AEIREOBIER |CYP3A4 TRE S N5 3EH]
TyROTA T PRRT DI ENDH S, Hf| XL CYP3A4 D EEHA
PEL S 7 FABAIAE I H DINIC AR | 2B T 5 EACHRED & D

779)AuvA v
7 =V RTTEEA]
A4 +FarJ—
TLaFy—)
RYarvy-—ji

&

L L ERUAI
—T7zzI¥y
SNV
—HLIVEY
INFTEL
&

HIV 7u 77 —YHEHA
U rtEL

Z Dt D HEH]
TaEsYTF
&FJ =)l
IFZNVIANT VI —
2
FRXT 5= )L
FYITTI—)
[NV VAVA
R AT M

R
TL—=FTN—=YVa—
2

FEES ER L. BIERD
FIRUER S RESNT
WnbZen, BHEOR
E+HICBET L
BT, AFMFREDOE=
& — AT, BREIE U
B REZONEBEEIT.

PERIC & D KA DD
FHE &N, FAIOMAEE
HERT 2,

LTIVEEL BEE, AEREOREA|CYP3ABEEEMICL D,
BRETZENDS. | ARRORBPEES L, A
FABRIA R E LIPS ARAIL | Al o s L7 5.
s ER L, BIERS
FRUIER S HESNT
WasZen, BEHEOR
EBrtaicBgdsE L
H1T, AAMFBEDOE=
& —E{T0. BREIE UHE
& REFONEEITS,

HTADAFA B RISHRO RN & | R RWER s FE SN,
HIUNTEE Y Bo ARAMAEEDE = |RAORBMASEES NS 72
Tz ) NLEY—)L & =T, BREICE U O, AROMABESET
T AR BEONBEIT. T 5.

TENE
V7YY
VT 7 TFY

6271 KEWE GBI 377 b |CYP3A4 AEE S . AH
A IAVEFPFU VY FVYIERFEREERL | ORFIEES NS0,
(St. John’ s Wort, & |ZWkH>EETH &, AR OMABEPETT 2
YheVa—rvx-TJ— BENND B,

b EEEM

BB b B HH| BEESHERT S L0H | AR EHFEOEHEE I
TLKRTYTYB %o PSR ELRIGEIIE, | BICHERS NS,

73 ERIENE B AR & AA O AP %

ANT 7 A NFH Y —
L RUXRNTYL
FEAT T A REFRRER
%

MFICE=Y — L, HE
126 UiRdR - RSO LE
179,

Ny FETF—VERRGR

RAIO M BEH EF L
BIER 2530 L 725 & 4R
BEERTWAHIENS, K
B GEIEH > FE DS —
LEHEMEAZEIL 2 W&
SPTETHI &

RN

NART 7 o F

AH O MAEENET L7
L DOWMENDH B, AHIMF
WEOE=Y —%iT, &
FIE CH A SO 0E
kel

BB

mTOR FEFA
[11.1.5 2]

BHEBEICBWV T, mTOR
PHEA & O, I
WNIEREDOFKIFY A7
EEOBAREENH B ED
WENDH B,

R ANB

NiE(LT 7 F >

A YINITUHHAT Y
F

&

T FrOMREEGFES
5ZEMH B,

ARAN O G ERIC KD,
BRENZTZF T
DAL IFIS NS,

HAlBE BRI - FESE R - falE T
REEIHIER 2 2 5A | BEOGBIHAEC 5 2 | & L ICRBNFHERZET
SNl ERBHB. %o

BIBREAILE A%
L) 7~ 7% (DMARD)
X B R LEFF— 1
[8.7 ZE]
LV

MmigHY 7 LEH LRT S
AR B B DT, IMIEH
U LMEEEBICEZT
BREFHICERTH L,

¥ BHIC & DI EICRADIRE SN LAV YL OB S FRT 2825 5.
¥ox FAICED 722 Y OMFABENS LR L LOREDNH 2D (BFERH).

1. BlfERA
WROBWERNHS5ONBZEDNHAHDT, BEEFFITV., BE
WD ENTGE IS 2HIET 2 E@U MBS TS T &,

1.1 EXLEWER

(GhREHIE)

11.1.1 2MEEE (0.1 ~ 5%KiH) . 2 7 O—BAEIREE (0. 1%K5H)
[7.3. 7.6, 8.1 =&]

11.1.2 DAL, TR, DEEE. JOE. DRKRETE. D&
BE (% 0.1 ~ 5%Kii)

DAFEE (ST-T Z k. DHEEEET. DR R. BERES).
DAZ, DEWEDZVIE EERORER. DHFEE. OE.
DERITESH 5bNE DD D, [8.4%R]

11.1.3 PRHRFRESE (0.1 ~ 5%FKim)

A WS B REER R, IR AE % O AR R E S
HobNBEIERHAHOT, 2EEE, BillEE, B, 53
BE, BEBE, RESOERY D 6 bNZGEEICIE, Mk
EE CT. MRIICXBEBRZE 21T & &b, KEIZ R
BXiEHiL, MEOI Y ba—), HESEOHSEEY)
WEEITHZ &,

11.1.4 BNMEEE (0.1 ~ 5%HKH)

NIEZE, MHMFEOMMERESHSDHONEI EDH S DT,
COEDIERDTH 5 bNIZHEEITIE, HEZNHEESL CT.
MRI 12 & B EBZEZ1TS 2 &,

11.1.5 MigHEHNMEREE (0.1 ~ 5%KiH)

VA M FREBAEREMRRE. ke i/ MR 1 SR TR 25 o A M A
NMERENSH SDONDZ EDH B, [10.2 5]

11.1.6 NINERRIAME. MUIVRRIAMESRBER (% 0.1 ~ 5%KiH) .
\IFMINE. BMMEEM. FREFRE (W9 nbEEARE)

1M1.1.7 4LDRX (0.1 ~ 5%Kii)

11.1.8 FREASIRERAEIREY (Stevens-Johnson fEIREY) (SHEAREA)

11.1.9 [FIREE. SEFIRESEAEREE (£ 0.1 ~ 5%KiH)

11.1.10 BERAE (15% LI L)

MEME. AL 2k, BEED 2 0 IR B RYLE S FIE L
WEI L END 5. £ BRIFAY A L AOFEEEIC K
BRSSP CRIFFROBALH S5bND T EDDH D, BENRD
SENTIBEITIE, BE - RE MAEVEOREER2{TH T &,
[8.6. 9.1.1. 9.1.3=#]

11.1.11 ETHEZREBERAE (PML) (SHEAREH)
AENORBIAR P R OEER TRIZBEZOREE +2IcBR L.
BHEE, RaEE, FREER (FFOE. ERE), SERE
EORERDH 5 bNT-BA L. MRIIC X B E G2 K% O NS
WEELZITO L EBIT, HEEFIEL, #MUILLEBEEITS 2 &,

11.1.12 BK 9 JVABAE (BEERHH)

1M.1.13 UYNESEDEMES (0.1 ~ 5%KiH)

Epstein-Barr 74 L AIZBEE L7z ) 2/ SHEFEER B H 5 0 Y
VONEE (RIHAGEIR @ B ) UNHIERSE) hobhbsl L
BHHDOT, TOXIBERYD S bNIZHEITIE. BHE - K
HED@EY ZMB 2T T & BT VI SERGFUADHRGIIC
BOVT, REOFTREENE V. /2. BEORBIHIZEL D,
EMEERIEOMREELSEE L ENH 5. [8.7. 9.7 3]
11.1.14 BER (0.1 ~ 5%Kii)

(8.3 2]

11.1.15 HERFERUHBRRRDEIL(0.1 ~ 5% = IIHE (15% ML)
(8.3 2]

11.1.16 FHgREEE. &E (LWITNHIEERH)

AST. ALT. vy -GTP. Al-P. LDH ®ZF L\ EREZH£ES T
HEHEREE, BED D 6DNETENDH 5.

KA EABFEORIEH P
HiCHEBREN 5,




(EAERHEIE)

1M.1.17 JU—€ (BEERHE)
FERA B & bNBEIIE, ALREETS &

(HEEYOYF)

11.1.18 FAEMAN (BEERH)
FEE B, PEIRINEESE O MEIREER R0 5 N2 H/E I,
FAIOHEGZHIET D EEHIT, HPPITHE L > b VR,
fg#R CT AR MR ES 2 £ L. BHYE & OERIZK =
ERICANT, BIBRERLVE VROBRESEOMEY) 2B 21T
52 &, [9.1.25H]

1.2 Z0fDEIER

5%LLk 0.1 ~ 5% 0.1% ¥ SHEEANEH
BE (BUN LR&EWE D, MR, R ERE
F.ULTFoV|BR
- EHO LT F
M — I UT T
ZAER. REH)
(23.1%)
EHU Y LME. |7 Y R—Y A, & CK L&
BREEIE. K~ |2V 270 —)LI
TR LM FE. &YV ERILE.
&Y Y EBRIME. &
7 a— )VIE. &
it BT LM,
RER™ &AL 77 LIMSE.
(K& B ME,. K
kU7 A, K
B LIE. &
N Z Uty Rl
fE. PRI
IME 57 TEIE. SEAR. EpIE. | ARAR
TEBR 2 DEREE. ME
ET
HREL LU, RER. &|HF v, RIE EEHEH. I8
RYE. € AZ |JHEERE,
TR R A%, R, BE|NEEE. E
HE IR, BHEEE.
el
BEEEEE, &| T Mair. HLE
[/ NN LN fastiiid
L BEE. +-%%
s wE. KBA O
Mg, B MErE.
e R S
[ 73I5—Y LR
FFFERER T (AST
E&8. ALT E&.
g Al-P £ 5. LDH
+ 5. v -GTP
5
I, M/MEZ. | 2 SBRiEd | iFHRakiEd
i M/MREA. A
PRIE L, B MR
5
BN IR N ol ==N
b E
M7k, BEOK. DS | VEMETH AL, R, FR, B
2ot %&%&: LHBEE. | F A, BE|R. 2T 08,
(REREA. 13T, . WEEE w5 Ko
Af%ia%
FBSE SRR O BE, BREBER O BBAE T OB KRR O O & R0E
ESVTV S,
13. BERS
13.1 fEIR

BUN L&, 7L 7F = EF, BD, FRE. HFBERLASE
PHESNTNHS 7,

13.2 W&
RENTEBERII LV BITICE > THRES NV,

14. BREDER

14.1 EZFRAEHOER
PTP @& DA PTP > — b5 WMOH L TIRAYT 2 £ 518
HJBHI &, PTP ¥ — bORRERIZE D BEOV S AERA BB
ARIA L, BICEEALEBZ L THRRAREOEE L GESL
HETLIEDNDH 5.

15. ZOfDFER

15.1 ERFREEAICE D <fEHR

GhEESHE)

15.1.1 GEMHAIC L 20REZIBE TR, BEES (F
(U S, KEEE) ORERPEOETIREN DD,

(BEEIVYITF)

15.1.2 KFE AN ML FT— b, ORI 7T FEHH 5 W0IEH
TNF o #H| % 5tH L7 BEOBEHE R R EMEITHELL THhia b,

15.1.3 A TLBEEIBEHRME D FMEFIC B 5 AREI ORI
LTWizly,

V=T ABR)

15.1.4 AZEE COBEKERBICB VT, 8BBE5ICED 7L T
FUIUTITUADERDNAHASNT WS, BB, HREBEOH
& (13556) 2BV, SEBRERTROZ LT F=V EROD
FEIRRKIL2.9% TH > 70

15.2 FEERAREABRICE D < 155k

15.2.1 v b (1.0 ~ 3.0mg/kg. K R#&5) T, BTROBD
O TFESHREOERY., LEHAEM CIEHEEOEREKRT
WROHH NIz,

16. EYIEHRE

16.1 MRE

16.1.1 BiziE
AR E COBKABICBWT, MABBHEEZIFICY 70) LXA
Thwawgym%ﬁu%%btté@%%ﬁ%ﬁ%i—&m&@tﬁ
DTH-o72Y,

Tmax Cmax AUCo-120 ko 7 fE* Fo
(h) (ng/mL) (ng * h/mL) (ng/mL) (%)
4.2+29 44 + 45 274 £ 198 16 £12 20+ 17.8
12 B I (F#9+ S.D.)
FORAERAFIFR
16.1.2 FFigiE

NEIFEHERE CPIER 5.3/) KBV TR VRAICHAEERET 2.7
~ 4. 4fEoRO%E5E CREEOMERRE BN WEATOSY
70 LAN T VEREHDT—4),

16.1.3 I\B¥giE

NRNEBRERE (FHER 2.9) KBV TR RAICHARGESRE
T1.3~25f0ROBEECRBEOMEFREEIFLNL Y UE
ANTOY 7)) LAH T VEREBDT—4),

16.1.4 BBV DT F

AR v~ FEE 12F1cy 70 A Z2H FE)L 3mg 2REOHRS L
72 EOEMBENT X —FIZROEBO TH-72"" BHEAT—%).

Tmax Cmax AUCo-» ti2 F*
(h) (ng/mL) (ng - h/mL) (h) (%)
1.3 £0.58 19.64 + 6.32 | 192.88 + 86.42 | 34.89 + 8.69 25.1 = 14.4
MEERAFIF R (‘F#5+S.D.)

F7z. BNOBRAEES ) Vv FEEICY 70 LAH TV 15RO
3mg ZRFOHKE Lz & EQMAEEIZHEOMMENEMLL 2 19,
7B, BNORABE) Vv FBETOBRKRRBICBLWTLHRE%
BIE L7z 326 fflf, & 70 L A5 8 ~ 16 Rtk O T M B E A
10ng/mL DL EZ/RU-EBEZSHIOATH 7z, 7 LT F=v ERED
BRI EE SR VS EICZ RO S NAEEICH 57 1Y,

16.1.5 JL—TRAER

AL — T ABREE 2B FICy 70 L AH T 3mg 2 ROKS
L7 EDH58 ~ 16 K& O F Mm@ E 1% 4.35ng/mL (1.70 ~
7.30ng/mL) TH -7z,

16.1.6 BB
NSRRI iy 71 ) L2 H 7L 0.05mg/kg 2%
B L7z EOHEMBREIST A =Y IZIRDODEBY TH -7 19,

Tmax (h) Cmax (ng/mL) AUCo12n (ng - h/mL)

24+1.4 22+13 136 £ 105
(*F#9+ S.D.)

16.1.7 ZFMERK - REEIRICEH T 2B MR
RN ZFAERT A - LRI EHS BB EE 25 6licy 70y L
2H TN E | B 2EFO#RS Uiz & EOFEIMF -5 7 8 I1L 6.55ng/
mL (2.52 ~ 11.40ng/mL) TdH -7z, TOEOFEHR 58 0.0721mg/
kg/ B (0.030 ~ 0.156mg/kg/ H) TdH o7z, B, FHMF ~T 7
B 10ng/mL DL E2RLZZBHEE3FITH7 17,

16.1.8 970U ALRATEILET IOV L RFERDLLE
FANEBEEE I FICY 7)) LAATRIVKRUY 70y LAk = R E
5 U7z & ZOEMBIRE) ST A—FZROEBD TH-7-9,[1.2.7.2.1 58]

whl | ase HhTEN T (R H 7))
2 |(mg/m) Cmax AUCo1n Cmax AUCo-12n Cmax | AUGon
(ng/mL) | (ng - h/mL) | (ng/mL) | (ng - h/mL)

1 2 10 9.7 18 94.4 1.80 2.21

2 1 10 70.2 9.3 68.6 0.93 0.98

3 3 27 165.4 23 113.3 0.85 0.69

4 1 14 105.6 7.2 41.8 0.51 0.40

6 1 9.9 61.5 14 69.2 1.41 1.13

7 2 13 92.0 13 103.8 1.00 1.13

8 1 6.2 36.7 6.8 27.6 1.10 0.75

9 1 4.1 32.6 3.8 34.1 0.93 1.05

10 3 20 230.8 42 320.0 2.10 1.39

FHE o o _ _ _ 1.18 1.08
+S.D. +0.50 | £0.51




16.1.9 &EWFMEIE MR

(§o70ULRATEIL0.5mg [JG])
Zoa) LAHTEN0.5mg [JG] &7 a5 7Hh7E)L0.5mg %,
JURF—=N—FILLDENZTNIATEL (F7aYLbRELT
0.5mg) EEMABHEICHEREREORS L TP REIERE %A
EL., BoN-EMERE/SF X —% (AUC. Cmax) 122\ T 90% 518
X I THREHRIT 21T - 72 #5538, log (0.80) ~ log (1.25) #ifHM
THO . WHIOEMZENRSEEI RSN Y,

(ng/mL)
4.5 ¢
a7 —o— ¥ 7uY) LA TEN0.5mg 1G]
i -~ U577 7%)L0.5mg
4 35¢
it Mean+S.D., n=29
o 3f
4
7 251
o]
1) 2
N
Z 1.5
b3
Bl
0.5
06 ‘ 5
024 8 12 24 48 72
5% Or (hr)
EBAEIST X —
HEINT A —% BEINT A=
AUCon Cmax Tmax v
(ng - hr/mL) (ng/mL) (hr) (hr)

70 ) LART

+ + + +
L0.5mg [JG) 21.61 +13.90 | 3.0182 #+ 1.3422 | 1.33 £0.38 | 24.08 £+ 10.98

TuTIINTE 22.47 £ 14.85| 2.9101 £ 1.4098 | 1.45£0.41 | 18.88 + 12.17

)L 0.5mg

(Mean + S.D., n=29)

LMABEL I AUC, Cmax E0/87 A —5 13, #EEORR, &
TROTREUEH - B ORBRSEMIC L > TR SN H S,
(970U LZAATEI Img [JG])

S ra) LAA T Img [JG] £ 7ur5 787l Img %, 71
AF—=N—FILkDEREN]IATEL (F270) LAELT Img) f#
B ABEICEAROROKS L CRMFRE(ARELZHIEL, 55
N7-ZYERE/)$5 X —% (AUC. Cmax) IZ2W\WT 90% FHEXREEICT
MREHERIT 24T - 7455, log (0.80) ~log (1.25) O#HEHNTHD . M
BlOEM RS PSHER SN D,

(ng/mL)
81
. —o— #ru) LAN T 1 mg [1G]
—o— FurI 7487 k) 1 mg
% 6 Mean=S.D., n=52
7 s
7
o 4
Y
I
i\% 3
g2y

024 8 12 24 48 72
5% 0K (hr)
HYBIRE) ST X — %

HENTA=% BENTRA=4

AUCo72 Cmax Tmax T2
(ng - hr/mL) (ng/mL) (hr) (hr)

yrua) hAhS

L Img [JG) 46.27 £ 24.21 1 5.9706 + 2.3613 | 1.49 +0.54 | 29.15+ 8.28

TarsIh7e

45.31 £ 32.14 | 5.4916 + 2.6148 | 1.56 + 0.60 | 27.23 £ 9.51
)V 1mg

(Mean * S.D., n=52)

LSIMAEENOIC AUC, Cmax S0/87 2 — 4 13, #EBEOBEIR, (£
ROBENOE - RS ORBEMICE > TEL D[RRI H S,

16.2 DRUX

16.2.1 BRI AICTRHEICE Sy 70 LAY FREIST X —F D
ERE LA RERKRUER 1.5 BEIGRORES L5 A 3%
BRI HANEEIC Cmax KU AUC OERAA S5, Tmax 3EE LY
FFEAT—%),

16.2.2 FANBENKRBABREICBTS N7 7 BEZ AW BEFEY SR
26, 70 ARAZBBRBESEOROMINE X, FHAICERT
AREERE D 62% LitEE STz 2,

16.3 93

16.3.1 ¥ 70V LA ADIMIEEAFE AR 08.8% DlETH 7 2,

16.3.2 FFRSHEROIZIR 6 FlIc Ty 7 1Y) A ZADIITFBITEBRE Lz L2
5 MR R EOKEDOBITIRD SN2 (HEAT—4).[9.6 28]
16.3.3 I v M UCHE#&y 70U L R0.2mg/kg #8ELLET A, 5
FRAICITETREIXIZ & A EOMMBICHIT L. 5FICEIB. Bh. DiE. BR
BRICE A 5 72 AT L7 BU RIS M BB DR R E & BITHER Lz, 28,
T NN ITEIEE OBITHRD 5N, HETEEDHKITED > 72 2,
16.4 {3

16.4.1 ¥ 70 L REEEL U CENRHEESR CYP3A4 LU CYP3AS Tt
#ana®, [10. 2]

16.4.2 FHEEE COMA. RAPLCBEITHREIEELE UTHA FIUE
FOKBEILAEATH 722 HEAT—%).
16.5 Bt

REW O REFIZEITHICHM S . REEORPHEERIE 1% DR
Tho7% HEAT—%). BB, #2710 L ADIMFEEIEHKEE
BVIEBITIC L BHELZ TR,
16.7 S4EEER

Zoa) hRFEE L TCEYRBBESE CYPIAd TRES N B 720,
CYP3A4 TR#ENHMOFEM L OPHICE Y ¥ 70 ) LA MAFREE
BLATHEENEN D D, £7-. CYP3A4 Z5HET 25 & OHFRICK
D70 AAOMHFRESMETT 2R[EESH 2. —FH. ¥70U L4
275 CYP3A4 TOREBAEET 2 &I1ck D, CYP3A4 TREFS A1t
OEYOIMPEEL FRSEAAEEENH S P, £z, ¥70 Y LAD
MFEEFEERIZ8.8% Ll EEE VDT, MIEEE & OB/
A& OMEMEROMEEE A H 2 2 2,

17. BRFRREEE

17.1 BERURZLMICRT 3R

(RetEnaEE)

17.1.1 BRAEICH T ZIEER GO

(1) EINFIEASE I4BEK6R (3561) . EPKREASE I4EHEER (69 fl) . EASEN
HELEERERKER (82 )

ARREBE TOMKRE (1990 ~ 1994 ) 12BW\T. BBIEERO—IIAE
ZHEIE. 186 Bl THET SN, | ERBEFRRV | EFRBEERIITNE
N 97.3% KT 93.0% TdH - 7z. TEMKIEIE 74/186 i (39.8%) THEN
101 HH Btz ® 0 32,

(2) BN MAEHER

KA RAE RS T IIBETEREIC K 2 A A R EE 20 iER] 104 flicy 7o
ULA (FEEE - T EI) S s, 556 (52.9%) T A%l ML
rogErssn: P,

S oruy L AR E 17 I 12BEES U TR LR (199 ~ 1998
) AEERIZ94.1% (16/17 i) FEM IS FEIR U 7-ERNIE 2/17 61 (11.8%)
TH>l2e 7270V LAHTELDPEOTI0HZF (19 ) TOHETTIZ.
F THREBIESESHER SN, BRERISIIFER Lahr o718 39,

(3) ENENEEER (BlEpiRSHEER)

TR+ —HRGH - 7t HLA SRR O E BB EERIC, BE28 ~7
HEihS®iEl HEE Ty 700 A2 A TRV IEY 70 L A EHEH
TN EERE LSRR, BRMEEMRIL1.7% (2224 61) THh-o7z %,
17.1.2 FFBHBIC BT D IEHER GO

(1) ENEER

AR E TOBRKRRBEICBVL T, BRNTEEBIHEEFEMREZZIT. ¥
sa) LA (FEGHE - hTRL) pEESNEZ 24606 h HEBEEE
X 65.6% THo7z0 ZDH 5 8FUIKFINEGETH - 72, FEMHRISIE
472401 (16.7%) TENRTEHSNZHF. WTFhLBETZDI 5D 1
[lZRERATOA ROV ABEICIDERZL UER LA, £72. 1990
~ 1995 EICENTEMEKBAFEMEEZ T, ¥7a0Y L2 (FHHE - T
L) BEEEN 120810 6 /1 AEFERIL8L.7% TH -7z % 3,

& oua) L AR E 7RI 12EEES U TRET LR (1997 ~ 1998
). EEHRIT 100%. IEHRISHFIL L ERNIL 4/7 B (57.1%) TH-
Teo 70U LAH TN SO EZAE (10 6]) TOMFETIE, &
B CREMERT D A& DR S MBS Y HIR L 725EB1E 1/10 41 (10.0%)
—(5 > 7‘: 38) ‘39)0
17.1.3 DIBHBEIC BT DIEER LD

DBEICBT2Y 70 LR (FEE - 7)) OEERIEOME %
EPRERSNTNE O D SEAT—%).
17.1.4 BHRBHEIC BT B IEER DN

ifEIC B2 700 LR (FHE - 5 T E) OEMKIEOMEZ
BEAHRENTWE 2 49 (WEATF—%),
17.1.5 BRHBEICH T DIEER GO

BREICBT2Y 70 LA (FEE - 7 7)) OEERIEOME %
EPRERSNTNE O D SEAT—%),
17.1.6 INIBBHBEIC B (T B IEERIHDINEF

NEBHEICB 2570 ) LA (EFE - 77 RL) OFEH RIS OHIH
RIS HERESNT NS D 0 (NEATF—%),
17.1.7 BEBIEIC ST DIERRIGR UBIER B EROINH

[FR51% 5]

(1) EINFIEISE D4B5K68 (21 6). EAKHAEIEEER 8 6l). EASED
HELEEREKER (66 f)

ERRBE TOMKRE (1991 ~ 199 ) 1cBWT. BHBHEEROBER
HMEFR (GVHD) OoFEBEMICY 70 AR (FSE - 7))
2 U 125 B, FRICEEZRIEL., HEPNLEE %5 grade 1T
Dl GVHD OFiER 22 61 (17.6%) TH -7z %,



Zoa) L ABERZIFICKRS L THRE LR (199 ~ 1998 4F).
grade DL E® GVHD OFHHKIE 33.3% (3/9F1) Th-o7z .
[aRgs]

(2) EAEER

AEEE TOBEKRBE (199 ~ 19934F) IBWT, BHBHERZD
GVHD39 flicxt Ly 7 m ) A& (FEEE - 7 EL) 2850, &t
GVHD7/13 ff] (53.8%) K OE#: GVHDI12/26 1 (46.2%) AHEZLLE
DRRER LIS,

(EFEREE)
17.1.8 EINFIHASE [ 18558 % O'EIASE MABLLEREH 58

BRI DIBIBIC BV T, A7 0 A REIOBREIZ & > THEERF45.
SUFBIERIC &0 AT 1A REITORBED R EE 2 2 5B B EA & E 14
BlCBEEEA (A5 A REL o) > 2255 —PHEI%) 1oz, %
70 LAH TN EHE LRI THNIEONERRD . £ /2.
SHEBBOUER ARAEZ &L < SN TWER CRISER 2T 8E
EioflbH e NP,

2704 FEITEERORENE SN TV A HERERE S L < 3Rk
DEEMHBENERE 2R E LEIIERERTCIE. ¥70) L2871
%28 EMERS L. AT OA FRIOHREER2 I RBEEHE Lz, &
HEATIL. Smg/ BH /4BDEIETATOA NEIZEE L. IEROKZED
HERETZLWVWEEICE, AT0A FRIOEEEIT-72. TOHKE. ¥ 70
JLAZABETIE, EEROREZHER L2704/ REIOREZRD., &
S TRT 2R CRSKTH 4RO 2704 R EEHRE5R (LR
Vo iES) 3. 2N 4.91mg/ BRU 3.8lmg/ HTH 7= 7,

Z7uA REEEREE® (mg/ H) O

you) LARE 7T KB
[n=27] [n = 34]

EREHEEF R AT OEMLEK (%) 30.9+31.0 2341382
mean + S.D.
| HREHBOEREDOZELE (%) HR{E -60.8 8.7
(55 1 WUz, 58 3 U5 fn) (-73.7. -37.2) (-14.0. 90.0)
fifk (C3) OEREDOEIE (%) HRfE 16.4 -2.8
(%8 1 WUz, 58 3 U5 fr) (10.3, 27.5) (-11.1, 18.2)
Cer OEBRIEDEALE (%) HEME =22.0%* -1.4
(%5 1 WUz, 28 3 U5 r) (-33.5, -4.2) (-19.3, 16.9)

MEBEHEA AT HREAR, ROFORYE WE2L7F=>,
dsDNA #ifk. #ifk (C3) OSEEDRIT (%% 0~ 380D 4B #5745,
¥X CerlZoW\WT DAY 7)) L AREOFHIERFIEIE 26 Fl.

(ERMXRER)

17.1.12 EASE DAELEBEERNR CENSE MEFSEEER (7.12 28]
FEEITEEOEAEEBE KB REE 262 RE L. ¥70) A
2Ah T NEER Bl TTEAREE30 I 2 BRRS L (HEGER) . ¥
U LAAT VBB 2HER (DAIRITICLHHMEE) 13X
lOEBYTH-2 Y, £z, EEOEREESMEAREABRE 11 I,
Fou) WAKh TN E 2ERES L. (JEFERRE) . $ER (DAL A
ITICEHHEE) 1345.5% (5/11 1) ThH-o72%, WmiRBie bR
1@ 0.025mg/kgl H2 EZFEIFAEE L. ZOBBENT 7EE (10 ~
15ng/mL) & %5 &> FARHFEL LT,

F/-. FMHERERBOY 70 L ABBERUCEEOHAEESEL
A EEIC, 2HEDEOEENS JBEZ5~ 10ng/mL & LT 70
YLAAN TV ERE 12EMES LR BRIESHICBT 5WE

y 70 LA EE HEEF O D3 £ (DAl AT TIC L HHEE) & 2h2n61.9% (13/21 fl) & KU
[n = 40] [n = 40] [95% (EHEIX ] 66.7% (6/9 ) © TaH-7o
RGBS 13.78 + 3.958 13.88 + 3.545 -
) - #1 DAl AJ7HER
BT H 4.91 + 4.041 6.51 + 4.889 158
12380 L= e [-3.342 ~ 0.184] S / REGIE (%)
BEHTH -3.48 & 7a) AR 75 YRR
438m 381+ 4.066 TBETI0 16,010 ~ -0.953) DAL X397 1< & A EE" 16/32 (50.0) /30 (13.3)
®¥FLRF=vo s mEg (F49+ S.D.) % DAl 23710 BV CHHERS. M{E, FHMLEmasEiE. Bio2iitmo

¥y IO LAR - T T AREE
17.1.9 EINEE MBI ESIRHEER
AT A RREIOEEGIZE > TORAT7 T MIRIERIR O ERER TS
ERE 10, ¥ 70 LA T %E 2 ERBKRS U5 IAHREIC
BWTC, 8BITH S (B3 QMG 2a7) OEL2RD. OB THEART
oA REIDEES N (PRIEGE) 2.
&3 QMG 2 a7 R

RSB E e ZitE
[n =10] [n =10] [n = 10]
13.3+5.17 10.6 + 6.17 2.7+ 2.26
(FH+S.D.)
(BEEiV U< F)

17.1.10 EIPHISE [ AERE SRR CENE TR
BEOBBICBLTHY 7w FEOS B &b AN &0+ ahRns
Bonuh-oEEY < FREIC. y70ULAN TV ERAST
HRBTIE 16 B, BRI 28BS L. 2OME, 57
Y LAN T VOEMHRRICB T 5 KEY Vv F% (ACR) 0F
RHEBRAN 77 1 T 0 20% HEFIOF S (ACR20 HER) 13, F#EhET
1£49.0% (507102 ). &% 50.0% (27/54 ) TH -7z % 2,

ACR20 e R (Jrmth#)

- —H#&HSE*
R 75ER 1.5mg 3mg
RIS T AR ERERHER 9/64 (14.1) 14/57 (24.6) 28/58 (48.3)
B I HE B - - 50/102 (49.0)
it 9/64 (14.1) 14/57 (24.6) 78/160 (48.8)

(B / SEGIEL (%))
MIEFBMEICNT 2570 LA TRILOEKRSN | HARIE, BF 3mg TH 2.
o SO HR B B

ACR20 iR (&i#E)

—BRGR
HERE 15 1.5mg Filfa 3
-ome 3mg ¥ CHET me
HIAEE T AHE R B 9/27 (33.3) — 11/25 (44.0)
BIEERERE - 27/54 (50.0) -

(B / SEGIEL (%))

HEREICNT 2y 70) AZAN T VOERSNz | HARIE, @ 1.5mg THO.
FERIC & D 3mg £ CHERITH S,

V=T ZABR)

17.1.11 ERE MBLLEEER
AT 0L FAIZE TGRS TR it B R R 2% O RZ A EE
HEETHIL—TAZRBHE Sl EAREL, ¥ 70U LAH S L)VEE
28, 77X AREE3S FlIC 28 BEG Uiz, ¥ 70 LARA T RIVEEC
B L2mAEROERBHESHEEGEFTAITH*OZERIET—32.9% TH Y.,
REERMR, REANEHEOEETH L | HREBE, #E (C3)
DOEFMEDOELFRIZE %2 — 60.8%. 16.4% THo7zo BB, VLT F=
YU TR (Cer) OFLRIZ—22.0% TH o7,

AHEBR2THWELHEE [BE] &L

%) SIAERBRCORREE S ©
UTOEBORBEHEL. Dk & bREMHKEH S 2 ER IR
DARELEMG (BROAB/ER) 3EZ2T. AREERTHRS L. 28
#BU. | HR5ROFRIZEE N5 7 ®EFBE S A%< &b 0.3mg/
kg/ EHAS & L7z.

FEMAEE | [Uh F 5 7 REOHEBH FRARAE

#*1 — B 3
%EF&54EE &515§uzﬁvmﬁﬁﬁ>%ﬂ3?mxlly(mm+am
L IERO®EA 5 2. 3 HEa

Bl (JRAN %57, 8 HE) |Dnew=Dou X 12.5/C*
T2H

2EEORE» S 1.5 HE E

JFRI. #5 10 HE

#3
;ﬂﬁsﬁa B (R 25 12 A H) [Daev=Do X 7.5/C"
TS
3 EE RT3, 4. 6. 8. 10. 1ZARLL| .
REITELT) diik /T Drnew=Dold X 7.5/Crrough

Doud : FAfIRIOHREGE (B5HIARIE 0.025mg/kg) . B S NI EO/NIREINE (1
ZMUERAL. 0.5mg A TRLTVWEE T 5.

BEREEORSR
0=~ 50.0 =~ 70.0 =~ 90.0 =~
E (k) < 50.0 <70.0 <90.0 = 100.0
k58
(mg/ ) 1 1.5 2 2.5
Drew : i 0% 58, HHSNEO/NEUTE M2 MWEHA L, 0.5mg Z&H
TRLEWEET 2.
¥ 11 Con PSE B FIRMEARTGE IR O AE Coan % FV 7220 Drew=Dold X 12.5/ (Caan

X 2.5) &0, F7z Coun PEEFNRMERBE I KRB OBFE, Con ZHNZR

Dnew=Dola X 12.5/ (Cin X 4) &0 2[EHOHEZHET 5, HIER FRIMER

I RBOBEITIE, ERTREOEEEZRAL CEFORICLVEHT 2,

AEBEH SN RSROEMS 2 | MEEESO 250 1 282 584, I
b 7 EEEAEEIC 10ng/mL Bl EOBEICIIARFASI T, £/ 10ng/mL Kiio

BEIIENS 2 | BEEERSO 2501 9 2,

P C'87.5ng/mL BLE 15ng/mL RO HEI1C1E, BRORABEZHIC0.645 (=
7.5/12.51%) L/-FBR&ET %,

C': 1 EEOHN?S 2. 3 HRBBRFICBIT S 2 HOMF b5 7 BEDOF(HE.

C*: 2 BB, S 1.5 HY BB IC BT 2MF b T 7BE, 2 5b 555137

DOFfE,
Crrough * 2JALIEICB VT, EIZBES (5~ 10ng/mL) AW L7zl b5 7 8E,

#5 2 EE CORSEFLM - BERAF V2
ﬂgws%/ - GED ///> QoD

¥ 2

%3

(o e o

(SRMEX - FEHRICEHT 2 EE MR

17.1.13 EBAZHRMERN - KEHRICSHT 2BEEMMRICH T S ERME
AR (BEBOZHERHERAA—VHER) [7.18 5]
B - EMEHRICANT 2HEEMASEE 25611, 2704 FA
EOATRTY IR Y LAA TV ES2EMES Lz, T0RE. &5
52 EBICB T HLEFRKRVEEELEFRIIZNZN 88.0% KT 76.4%
THo71z%,

(25



17.2 RGSERGTRFAES

(FzBtalE)

17.2.1 BREIEICSIF B IEMRRLOIME (7.5 28]

(1) ERRERAE

IR OFE (1996 ~ 2002 4F) 12513 | ERBEEERRV | EREE
ERIE. KA (1,233 6) TIZZN2N98.6% %1 95.8% Th -7 7,

17.2.2 (DEHEIC BT B IEHER L DI

(1) CEFRRIERE - REBHIFEE

MR ORI BT 2 DB E—UOERIEG (106]) o 12 BRBEFRR
U RBEZEEERIIVT NS 100%. 12 B BREIEMERICHEBERI 40.0%
THolco £l SERREGRRUIEZREERIIVT DL 100%-.
3ERRIEHRSHBRI 50.0% TH - 72 @,

17.2.3 BHEHEIC ST B IEHER G DI

(1) HSEERAMRERE

MG OTEIC BT 5B E—AEREG] (124]) O3 ERBEFLR
U3EEBEBERIIVT RS 82.5%. 3 ERBIEHRSHFRIL 75.0%
TH-7-9,

17.2.4 FERSHEIC BT B IEHER GO

(1) HEFERARERE

MR OREICH T B EBE—VRERER (3561) O 4FERBEFRI
100%. 4 EREEERIL 78.3%. 4 ERBIEMKCHIRIL 37.7%. 4
FERMEA VA VEERRIX 95.5% TH -7z,

17.2.5 BESHEICS (I DIEERIGRUOBIERSBEROINEHE [7.5 2E]

(1) CEFRIERE - \RYFRIEE

[FrA1% 5]

HEREOFEIC BT B grade T LD GVHD O RREREIRR (BiEk 100
HEFRS) 13BA (215 61) Tl 44.1%NE (117 ) Tl 40.8% TH -
7 71)°

SBEIRS]

FEREOFEICH T HEM GVHD IC/ 2 BRIRI. 56.8% (42/74 )
TH-o7=",

18. FHhEIE

18.1 {EREF
youaysziE, THAZEESED SO 7 FIEEEN L GETTE
VERICEELGBZRTCHAHILY 22— Y 2EETHIET. Y1 b
A AR R O U RE S i ER 2R S s

18.2 /n vitro ¥R

18.2.1 THIfAREIC L 5 THA» 6D > ¥ —u1+> (IL) 2 KRUA
v¥—7zxzuay (IFN) - y D&% 69, BEEFERFa. IL-1 B RV
IL-6 ZDEABMEHT 2™ P,

18.2.2 BRSO BN OHEIEICR g HIMFIERIZTE < . SERM
faicxtg 2BIEA RSN TS P 7,

18.3 BHEICx T B1EH

18.3.1 FAFHAFBEETIL (A= AHFLO, £ X7 59 +P) 2B
B BHEESEERIG2IIH L, EEHMZEES S5,

18.3.2 7 v MEEFOEERUA XPIRERIC K 2MEEREORE. H3
MRS O BEINEAT I 0t 3 2 R E R EET 2 7 B,

18.3.3 BIEAMEERET I (v 22, Sv h®) tBWT, BiEgH
WREERGZIH L. EEHMEEESE 5,

18.3.4 BREETIL (kb ¥, 4 X% Sy ®) DBHEETIL (5v
k) L FBEETL (1) ) RUOEBEETL (£ X) ® i8035
PN SR TEAE S 2 IH L. AFHRZERES Y %,

18.4 BAERNICX T B1ER
BEIRETIL (Tv ) ICBUARIEMY A bhA VEEZIHE L, B
HRERUE - RBREEHET 2 Y ),

18.5 BRICxT B1ER
BREFIL (¥ R) ICBT2H B DNA HiEEE R O b O Rk
SOBETZMEIL. RERABRREOBELRPREAD LR ZIH S5 %2,

18.6 KIGRICXT B1EH
RIEMBEBRETIL (Y7 R) IZBWT, KBEKEOEEL T Mias 5
@ IFN- y OEAZIH L. KIBRREZERT 2 9,

18.7 FAEMAHRICX I B1ER
MEMRMAETIL (w7 A) OfffgIcB )5 THRICERT 2 KIERE
RO L2 IH 9 5 %, F£/2, FBEETIL (TT A, 1 X) OETRF
REWETSH P 9,

18.8 EMEAEEIIEEICK T S 1ER
HIEMEEETL (Sv ) 2BV, fi7eFILay) v 2E &K
DOEAZMEIL, BREMNMNIREMLORIELZNEST 2 7,

19. BRI ICET ELFNAR

—f&4 1 70 AZKFY (Tacrolimus Hydrate)

k%4 1 (35,4R,55,8R,9F,125,145,15R, 165, 18R, 19R , 26a5) -
5,19-Dihydroxy-3-{(1£)-2-[(1R,3R,4R)-4-hydroxy-3-
methoxycyclohexyl]-1-methylethenyl}-14, 16-dimethoxy-
4,10,12, 18-tetramethyl-8-(prop-2-en-1-yl)-15,19-
epoxy-5,6,8,11,12,13,14,15,16,17,18,19,24,25,26, 26a-
hexadecahydro-3/-pyrido[2, 1-c][l,4]oxaazacyclotricosine-
1,7,20,21(4H,23H)-tetrone monohydrate

372 - CuHeoNOR - H2O

& 822.03

% R HBEOERITEREOMEKTH .

X ) —=LIETH ) =) (99.5) IO THETPT L N,N-
FAFINHRILLT I RIS I —)b (95) BT <, KT
FEAEBET RN,

20. BRV EDEFR
7 IO — BRI, BREBITRET S L.

22, |

(970U LRAFTEIV0.5mg [IG])

100 77 7L [10 77+ (PTP) X 10, &/&HIA D]
(970U LRATEIL Img [IG])

100 77 7L [10 77+ (PTP) X 10, &&HIA D]
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