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1. B
=0

GhEeHE)

1.1 FHDESICHBENT, EELGEHER BFfE. 0FfzE. B
FE. HER. REES. BEE. Mi2itHMERS.
TUMEKEAMES) LW, BRNGEBRZLEDZENDS
DT, BREICTHITHEETEZEEMERUFHICONT
DT 1AHEBRZR Y SEMIMERT ST &

2 Bl EATEILOEYZHNAFEFRIESNTLRVLD
T, PIWBARTHAICKEL TG, MPREZAET ST
EEKVRBICKDMNDEERN BN L ZHEERT DT &o
[16.1.5 8]

(IEETEHE)

1.3 FHD%51F. REINHEERVUBIEREOERICHEEL
TWRERNXIFZDIEEDHETITIZ &,

—_

2. B2 (ROZBEICIFZRS LBV L)

2.1 REIOR I UVBEHEDBHERE D & 5 BE

2.2 YZ7UARY R ARE Y U BEEFOEE [10.1 B3]
2.3 BT LREERIRAN SR OBRE (8.2, 10.1 2]
24 £ F oREELGEVWE [10.1 2E]

3. #HRE - MR
3.1 #R%
e BRI .
Hi5e 4 (191 7% L) ahnAl
, AR, 7O AH AT —RF
yyaynz|HE Z7O0VLAN ) e Fnin—z, 257
ﬁfﬂﬂ&mgﬁ@%liggéiUV@?ﬁ%&WA\7»7\€%
1G] Sme) Fo. BILFY . ZB(LEE. 5
& 2 VEREEF kY 4
3.2 HEIDMHIR
#R5E 4 =R} SE - KES - EHE Al — R
: JRFEDFE S 5T 8
A x| I 11D R R
o) Blo. mzsmmiz 3 _
HEOBE RES BE
45h TN 180mg

4. HEEXISFHR
OTEEDiEEBHEIC S 1T BIEH RIS DI
EBiE. Tt OistE. fisiE. st MEBiE
OBBBIEIC S 1T B IERRIG R OB HE T8 R DU
O#fiatt (X704 RIEFE. X704 RKEFE) OEBHEE
BHEXER (hHFE~ZEICIRD)

5. ZMEENIFIRICEDET BER

(BEEEHE)

5.1 HLA #&FRRMEBE T AR 2 S —RIREL I Ll &,

GEBRMEXER)

5.2 IGERHEEZSEZIC. HigH (A7 NMEfUE, 2704
FEEH) ThHoH E2EERTH L,

5.3 RANC X A MERBEEOBRME R OREEIIHELL THa W,

6. FERUHE
(BREDZSE)
EE. DHICIEY 20U AR E LT 1EO0.15mg/kg 2 1 H2 M
BORE L. DUs. 2 ICHBY 5. #EFmIZ | E 0.06mg/kg.
1 H 2 @5 #1EE L 3575, FERICE U CREEBRT 5.
(FRHEDHZE)
W, WEICIEY 70U A& LT 1EO0.15mg/kg % 1 H 2
EHEORET 5. LS R~ ICHRE L. %812 1 HR0.10mg/
kg % 1EH &9 575, FERICIE U CEERRT 5.
(DBIEDIZE)
EE. WEICIES 20 L2 LT 1E0.03 ~ 0.15mg/kg %
1 H2EEOHET 5, /. ERRKICHEBRICEARORS %
BItGT 55 a1, B, ¥ 270U LARELTIEO0.075 ~

0.15mg/kg = 1 H 2 EEOHE T 2. L, FERIJS U THEE
R L. ZRELRESBONIBICIE. RLICBELTED
ROBTHRT 2.
(IIAEDIZS)

B, MENCIEY 70U A2 E LT LE0.05 ~ 0.15mg/kg % 1
H 2 EREO%ET %, Dk, RIS U CGEEERL. KELL

REARSNFBITIE, R IR L TEDRDECHRT 5.
(EREDZS)

EE. WHICIEY 20U LA E LT 1EO.15mg/kg £ 1 H 2
EEORST 5. LR, R4 ICHE L CERIRD B THERT 5.
(NIZTSHEDIZE)

W, WEICIEY 70U A E LT 1EO0.15mg/kg % 1 H 2
EEOE5T 5. g, 4 ICHE L CERO R CIHERT 5.
(EEREDIZE)

EE. B 1AMy 20y 428 LT 1EO0.06mg/kg %
| B2 EROHR5T 5, BEDMICEY 70 A2 LT LH
0.06mg/kg % 1 B 2 EHERSE L LR R4 ICHET 5. 272,
B N8 TRFERBICARF OB LS G T 2581213, @F.
yruyLAELTLEO. 15mg/kg % 1 B 2 EEOHET 5,
B, FERICE U CHERRT 5.

2B, REOBOREREOTIE—ELTB67, BEICED
BAZENH 20T, MHBEDEVGEOBIERLEOIC I E
EEWESHE ORISR OB ER WEEROFERZ <720,
BEORFIIECTMHREZREL. bF7 LX) (trough
level) OMFERELSEICL THREELZAMT S L. BB
HEEZD S VIEREHAERIERICIRREREZT>C L
MHEE LV, 2B, IMH ~F 7BED 20ng/mL %8 2 % HH
PRVEGE. BIEAPREALP T 420 TERT S L,
(ERMEXIBERDEE)

BE. BRAZE. HICE Y 7a Y A2 & LT 1E0.025mg/
kg % 1 H2 BEARHB KUY ERICROEET 5. Dtk 2 .,
BiZmF ~o 7EE% 10 ~ 15ng/mL & L, M T 7EEZ
TEZY VT Lan o5 HRET 5. B5HEH% 2B
& EREMAF ~ S 7#EE% 5~ 10ng/mL & LESEX AT 5.

7. RERUAEICREET 2R

GiEFE)

7.1 MEHOY 70 ) AZADZ L IFRMIREFICATHT 2720,
AR ORESBEFH T 2BICI2MFBELRES 5 &,

7.2 h TR VEERT A0 > TR RO[CEBT S &



7.2.1 FEhLE N TRV OENEHRSEEIIFBIES N TV, [H
WOH LNkt d 5 Cmax R AUC oS EIZE N2
N1.18 &Y 1.08; 16.1.5 %]

7.2.2 A7V EBER OO BRI ROHRICEL T, mAhEE
ZHIET ST EICKDEANC L BMNOEE N 72\ & ZHER
TH5ZE, B YOI DH2VIZHRIED TRIXOZEE A A
HENBEICIE. DEISCTREEZHAFITAZ L.

7.3 BLIMHBENSFR T SEHICERENIRBOOSNTVSLOD
T, MHBE (BLZEE 128/H%E) 2 T& 5721 20ng/mL
PINICHR T 52 &, [11.1.1 28]

7.4 O GEMEF E OHRICE D, BEOGREINE O REH A
HB. BT, WEBBHEICB VT 3D 5\ IE 4Bl 0GBl
A G ZRIGEFIHEE 21T HE IS REIOFIH
BEBEZELBET S ENRELEELH LD, BHEEZD
REKOPHH SN A o mBiHF ofEHE - #58%2ZE L
THET 22 &,

(iFigiE. BRIENRUSHEIE)

7.5 TIRBORABICBVT, ARSI NHEBICENERER#S
LIZBEMPBONTWADT, HEEFRTEDEICERT 5 &,
[17.2.1. 17.2.5 %]

(B BETEHE)

7.6 JLT7FUEPEERIO 5% EEFLAEEICIE K
AlD 25% LI EORE X IIRESOMY) 2 UEZEET S &,
[11.1.1 =]

7.7 MHFBESBRVSEICBERISEERIREOSONTVSOD
T, BHEANEERERBHICIIOAEEEZ TE 5721310 ~
20ng/mL &9 52 &,

GEBEREZR)

7.8 GEMBIISAEREICHA NS 7 BEAHIE LRSEZHE TS
72O ARSI ZF N EHORTERET 2 ENEE L,

7.9 FALL 1Hb 720 oHE580 LR% 0.3mg/kg & L. £k
DOEICFERLCHEZRAGI A2 L. [17.1.8 3]

7.9.1 ¥IEESH S 2 BEET
- PIEE S 12 B R O 24 RO MR b5 7 EBEICE D &,

| [ BOREHRE*Eid 5

ClEEOHEFER DR LD 2N ERARICEIES N
2o NS 7EEICESE 2EIBOHAEBHEA 2 EMT 5,
2 [EBEOAEFS»S 1.5 B EB@%ICHE SN 1 Soll
T 7BEICEDE.\2ER QEIE) ORI 2 ERT 2.

7.9.2 2;BLIRE

- B ERA% 2ER GRIE) ORERE,»S HEMEERIC
M~ 7BEL2EIEL. AERRE*EHT 2, £/o. &5
BAfA 4 EDIE L 4 BRI 1 B2 BZE L, EfICA ~ 5
TEEZRETHIENLET L,

7.9.3 HEHAFICHI- > TIRERORESMS (AREKRE /=8
B E) ARECIF T 7BEEZHWV S,

7.10 172 LEIDHA % FN.0.5mg A ADBEEBEZRET 5 o

7.11 2AE%E L CHERKREROUENIRD SN WIEEIE. &
ExhiEg s L,

712 @%. 3WAEFTCORELTH L,

8. EEREANER

(GhagtiEm)

8.1 BREEOKIEEN S VWO T HEEICEFEE (7L TFZ .
BUN, ZL7F=> 27 U7 I A, RENAG, RHER 37
aruvy ) 2o EBEOREEFSICBEET AL,
R EAEICIZZORBFICHIERT S &, [11.1.1 28]

8.2 EAY Y AIMENRIRT 52 EAH SO T, FHENCIMES Y
YADEERITHC & BB H T LRBERRA (A0
)T o, AL IBAYI L, NUTLTLY) OfED
BVIE AN T LOBRFIBEETDEWT &, 2.3, 10.1 ]

8.3 BmIMME. RIS OMKEREDRIAENE O T, SHEIC
FERE (MM, ZERIE,. 735 —Y, RIES) 27
I EBEORRE+TICEHET A2 L, RICKRESMHHICIZZ
DOFFUTIREET S &, [11.1.14, 11.1.15 ]

8.4 AHFRS DAL IR, DAEZE, SO DATEE (D
FREEE TN, BEEEZ &) EPROOSNTWVAD T, HEICKE
LCIRDER. DT I—. M X a7 % EREORE
L BETHIE, [11.1.2508]

8.5 BIMENSFHIRT 5 ENHAHD T, EHAICMERIE 21T\,
MEEREDPHSbN-BEICIE. BEANGEZITS & EEt) %
WEEITH T &,

8.6 BYYEDFHI IIHEEIC+9ERT A2 E.09.1.1.11.1.10 58]

8.7 BEDGEMENIC & 0 EREITHT HEZHEDO LR, VS
[BEEOEMBEREOFREENH DT, +DEET S &,
[10.2. 11.1.13 8]

8.8 AHIDETEIZXVEIBRERLE VAMBEORENIRET
HBHN. BBREGRLEVHOBERORBEIZOWT L] &
EHEETITO &,

(BEEiEtE)

8.9 B MEITRASRIE LI ESITERLICRELZHIAT A
ENEF L, Ty Y7 RARY UHBRICERES SN T W SEES
TIHHBAB P TRED & S 2 RHIC R, WE S HErsn
MEESPPICy 7 a 2R V&AL, RFNICUID#Z 52 &,

(EBMEXEBR)

8.10 KAIDHE 1L, BBHERBROBEEICFIEEL TS
EfiDdb &ETITS 2 &,

9. BEDNEREZFIZEBICHT IR

9.1 SHE - BIEEEDHDEE

9.1.1 BREDHDEE
BYEN (LT AR D B [8.6. 11.1.10 ZfE]

9.1.2 FRIALIWAF v UTPDEE
R EE SRR A VAT —H—DEZY ) VT RTH e
&L BRI AL AOFEERLS C R ROB(LOBIESIE
ROKBICERET 22 &, RENHF ZEE SN BERIFXY
ANAF+ ) TOEFEIIBWT, BREFFRY AL ADOFIEE/
KRR HEDONZEZENDH S, £7-. HBsHEREEDE
FHIIBWT, REMGIFI OB SME%IC B RFF&Y AL ADH
TEHEIC K AP R ZHIE LIDESISRE SN TW5, /2. C
BIFFR T AV AF v U T OBREICBWT, SENHH R S56
I CEIFRDBEAALNASZ ENH S, [11.1.10 B3]

9.1.3 CEFFREERNVA IV AEN RSN ESE
C BIRFREEE Y A L A 2 B 5%, KAIOEE A HE
ERSTIERIPRESNTBY., CRFREHR Y 1L AHE
IZKBHT AN AIRBEICE W, [FEHRPORFOHEFHEHHHE
172 BATHEMED D %o AFNZFEHA L WA EEIC CRFRERE
B A LV ZEARIBT 52551013 HEL AFEIERT S
LEBHIT, ABEIMPBEDE=Y ) > 752 EEICTD k EBEE
DOREEE+FICBET B &,

9.2 BikgEEEEE
HEENBET HUHEELND S, BEROERZ <D, &
HRICEELZBEL., RS5E2FAMTL2IENEE LU,

9.3 FrigeEREEEE
HERBMEESE T Uy RFMAREYS LRI 2R 8E%ET D 5.
BWERORBE A2 <o, EHNICMAPREXHEL. 52
RHETHENEE L,

9.5 iR
TR SUTIEIR L C W B ETREE D & 5 ik I 3B Lo B2 D
fabEtEz EO5 EHESNSEEICOAFEET LI L. BYE
B (79 F) CHEIEER. BREEESRESATVRS Y, b
N CHREZBBRT S ENSRESNTWS Y, FIRFICKAEZ
BEsNIZLEICBWT, BERUCRAOEE (KHAEKE.
RRETF. BT LMGE. BHRERE) ORESH2 Y 9,

9.6 1ZZLIR
AR ERIFA LW EPEZ L, BAFABITT S
EPIRESNTWVA, [16.3.2 B8]

9.7 INE
B 2 BARBOASBRENCB W, V) U /ESOESEE O
OFEEENE V. [11.1.13 28] BHEfeME. SHME. OBE. i
ForE. BB, /NEBEECBBERB R TIINEEZHRE
LI-BRMER 0T a2 = e U BREBRITER L T,

9.8 SipE
BEOREZBERLZPSEEICRST 5T L.
HE (EEPERE. FFHEHE. IERERES

— i A TR
) BEFLTWA,



10.

HEER

AANIEE L TEMARBBER CYP3A4 R U CYP3AS TRES

N3, [16.4.1 ZH]

E2hN

10.1 HEAER HALBWI L)

EH 7% BRARIEIR - 5B AL T - fEERET
ETyFY FEARIC & B B IHI R T | IR IC K 0 FIED
EIRGEEHAR LA TV F | ET 7 F BRI KO R | TR DT 5.
> LicEDREND S,

&@%ﬂiﬂbhv7+

$D$+U177%/

%

[2.4 5]

SIUARY v RIS EEB SN EOW | ARIEOHHICKD I 7T R

(FrFq 22, B NHBH, KB, You|R)COMBEENERL

FA—=F)) AR KRB0 | oL DWENDHZ Y v 0

[2.2 58] BB IO AR | 2R 21k CYP3A4 THRHE
DRI E 6 4 BHEL | ShE0, HALLEE
FREABICARRI 0BG ER | BANICER LY 70 AR
AT HTENEE L, VY ORBPIEESN S,

Rero> Rty ORWERAAPRR AElEOBHICED Rt~

(k527U 7) THHHREEN D B, & oMRBEN LRSS

[2.258] AL DB, T2, Kt

v % 2 1& CYP3A4 TR
SN b & &Iz CYP3A4
FEEROET 2720, ff
12 & O AFI O MR
EHT L REENH o

10.

710 77 LARFEERIRA]
A¥U /)57 N
(7LF7 v A)
HVIEBHH L
(VLFo k)
N TLFLY
(hUFLY)

[2.3. 8.2 2]

@AY LMENFERT 5
ZENBH A,

ARA EBFEORIEMNHE
HIZHERS N5,

2 (HEER (HAIS

ARITBIE)

I

BRPRAEIR - BT %

W - fEBREF

AEME
IR A T
DER S
779)AuvA v

7 — VR EEA]
A4 bFarJ—
INaFVJ—
ARYaFvy—)u

£

FIV v LRI
ety S A <
SNV UE
—HLIVEY
INFTEL

£

HIV 7057 —CIHEH]
U rFEL

Z DD HEH
TaEIYTF
&)=
IFZIVITARNTIF—
v
FRT TV =)
F2ITITI—-)
[N QIVAVA
TIAyur

R
TL—=FTIN—=VTa—
2

BlaE, AEIREORIER
BHERBET DI EDNH 5. B
FABRA 3 B DL A I
ES ER L, BIERAS
FIRUIEM b HRESNT
Wwaszehs, BEOR
E+HICBETIEL
BT, AFMIFREDE=
5 — %7, REIE U
B REEONEEIT.

CYP3A4 TH# &S N 22H
X3 CYP3A4 D IHEFEEH
2HTHEAPHRENED
BERIC & O RAIORE#H
FHE SN, AHI O M ERE
wWERT B,

LFILEEL

BhaE, AEIREORIER
BHERT DI EDNH 5. Bt
FABA#A 5 B DL AH] 1M
RgES ER L. BIEAS
FI L IRERl S M ST
WwasZehs, BEOR
Bxt+oIlBEITHE L
HIT, RAMFEEDE=
5 — %470, REITE Ui
B - hEZONEBEEITD.

CYP3AMHEMEMIC LD,
FAIORBHHE S, K
AlOMmARED ERY 5o

RTAPAR
ANNTEE Y
Tz ) NLEY =)L

B ISHBL O AT R B
Bo AAIMAFREDE =
Z—Z{T, BEIE U

EMRBERPHBS N,
KAIORE O REEE NS 72
O, KAEIOMAREET

T x = A R BEONBEIT. 5,
TENE
V77 rEYY
V77 TF
62271 KEWEGEE L 277 b |CYP3A4 BFHE S . KA

tAIATFIFYVY
(St. John’ s Wort, &
PRI EESS SR

L) EERS

FUVYERAELEEIL
BNESERTHI &,

ORBHPRES NS 120D
FAIOMPREETT 2
BEINDDH B

FAHIRE AR - B WP - fElERT

T D A BREESERT S E0H | AR CAAFEOBEEIE

FTLKRTUYYB %o FERPBREZIGEICI. | HICHEERS NS,
7 I KERTUENE B RE & AR O M R EE %

ANT 7 A NFYY — | MHRAICE=Y— L, BFE

U RUXRNTY L IZIG L - RSSO LB

FERT T A REFRREA] | 21750

%

By FETF—Legug [ AAOMPREDN R L. | BFARH
BIfEFASFIR L7 RER S
HEEhTwsIENPS, K
B GEIE N FEDF —
LEAREZERL 2V
STEETHI &,

HART 7 V¥ AN MAEEAPET U7 |5 ARH
EDWENDH B, AHMF
WEOE=F —%TV, &b
)G U RS O LE
(2l

mTOR FEEFA] BEBEICB VLT, mTOR |BEFEARH

[11.1.5 28] FREA & OftRIE. Mt

MNAEREDFRRY 27

D BAREMEN B B LD
WENDH D,

NELT 7 F > T 0 F Y OMRE W S & | AR O GEIEIERIC XD
AYINVIUHFHA T | BT EnH5B. BEINLTIFICRT
Fv DIUAELENIIFI SN D,
&

GEANHIER 269 25H] BEORIEMFHIARI 5 2| &b ICREMEIERZHT
GBI ENH D, %

BB EARLE VA%
L) v~ 7% (DMARD)
AN MLFY— b E
[8.7 5]
LV Mg 7 LMEDS EFT S | AF L HFEORIERAHE

AR B B DT, MIE N | B
U LMEEEIICEET
LR ETFIERTAH L,
¥ HRICKVHEEICREDHES N SNV OMfEES FRI 5 kDD 5.
o FHRICED 7 2= b Y OMFBES LR L LOBEDNH D (BFEARH),

. ElfEA

BRI,

(K@EU{’E%ﬁ’%%bhé;t#%é@’C ettt BE
PROONIGAIARG 2RI %L Fﬁtﬂfik%‘% THT &,

1.1 EXBEIER

(HEESLE)

11.1.1 2MERE (0.1 ~ 5% ki) . = 7 O—BHEREE (0. 1%KH)
[7.3. 7.6, 8.1 ]

11.1.2 DAL, FEIR. DAEE. BOE. DERETSE
fEE (%0.1 ~ 5%KiH)

DAFEE (ST-T Z b, DHEEET. DREERA. BERES).
AR, DEMED B VIE EEEOREIR. DAEE. SDE.
DERITESH 5 bNE T EDDH B, [8.450R]

11.1.3 PIRERREE (0.1 ~ 5%FKiH)
AL VB GERERRE. & IE M ROE S O AR R R E A
HoEONEIENHLHOT, 2HEE, BilEE. . S5
MEE, WEEE, HESOERSDH 5 bNBEICIE., Mgy
RER CT. MRIICEBEBZH 21T &b, KEIZH
BRIl MEOIY b —)b, FESEROEE5%EY) 7
WEZITHZ &,

11.1.4 RMEREE (0.1 ~ 5%Kii)
fifEZE, MEMEOMNERENSHSDLNLI ENHHD T,
CDEIBIERDTH S bNIZHEEICIE, HEEBEES CT.
MRI 12 & B EBZK 21T Z &

11.1.5 Mi2MEMNOEREE (0.1 ~ 5%iiH)

VA IMYEFREFAEREMRRE, MR /MR A 1 52 PR & o e
NNMERENSH SDONE EDH S, [10.2 ZHE]

11.1.6 AMMEREAME. MUIVMREAMESEBER (0.1 ~ 5%KiH) .
WMEENENE. BIMEEM. FREFRE (WITNLHEEARH)

1M.1.7 4UYR (0.1 ~ 5%Kii)

11.1.8 REXSEEERIEIREY (Stevens-Johnson fE(REY) (SHEHH)

11.1.9 [FIREH. SNEIFIRESEREIREE (5 0.1 ~ 5%AKH)

11.1.10 BRRAE (15% LI E)

MEE. L2, BED 50 iﬁﬁﬁ,umrb“%iﬂl
WEST L ENDHD, Flow BEIFRT A IV ZAOBEEEIC
%)HA%’C*'JH:FA@lu\’fth‘ﬁ%bﬂé EWRH B ﬁ%f)‘uu

NI

SNBRITIE BE - RE AEMEORESEHEZTS &,
[8.6. 9.1.1, 9.1.2 2]



1M.1.11 ETHSREBERRE (PML) (5E8E4H)
AR OIBEIAR R R AER TRISBEORE L +5IcBHE L.
BlmE, RAMEE, FREER (RS, WERE), SEEE
EHORERDH 5 bNEEIE. MRIIC & 2 EGZH KO MNE B
WHRBEETOEEBIC, BE52PIEL, BUYLMBZTY I &

11.1.12 BK O JVABE (BEEAH)

11.1.13 UVNNEEOEMEE (0.1 ~ 5%KiH)
Epstein-Barr 7 )L AIZBE# L7V >/ SHEFEtER R H 5 0 IL)
VOSHE (HAEER @ BB UV NEEARE) BPhobhbsl L
BHHDOT. ZOXIBERYIH SbNIBEITE. BE - K
BEDWEY L ME 21T T & BITHY VI SERBUEDOGHRGIIC
BOLT, REOTREENE L, /-, BEOGBIHICED,
EMEEREOTREESSE L DB 5, [8.7. 9.7 5]

11.1.14 R (0.1 ~ 5%KiiH)
(8.3 2]

11.1.15 ¥ERFEMUTERHBDE(L (0.1 ~ 5%FKH) = IAE (15% 2 F)
(8.3 2]

11.1.16 FHEEEES. &E (I NLHEARH)
AST. ALT. v -GTP. Al-P, LDH ®»# L \» EF&% £ fF
HEHEREE, HELSHOEDNLZENDH 5,

11.2 Z0fthDEIHER

14. BRALOZER

14.1 ERIZAEOER
PTP A OFEHAI PTP > — F PS5 WMOH L TRAYT 2 £ 518
B2 &, PTP — bOBEABUIT LD BELHAER A BRI
AFIA L. BICRBEAEB I L THRRAREOEE L &MESL
HETLIEDPDH D,

15. Z0ftniF=

15.1 ERFREEAICE D < 1B

15.1.1 GEMFHFIC L 25822 T -BE T BEESE (&
12V VN, EEES) ORERNEVETIHREN DS,

15.2 FEERAREHBRICE D <153k

15.2.1 v b (1.0 ~ 3.0mg/kg. B R#&5E) ©. BTHOBD
RO FEEFROETY., E-mAEH CIIEEROBEERT
MR 5N,

16. ZEMERE

16.1 IMEREE

16.1.1 BiziE
R COMKRBICB LT, MABBMBE O FICy 70 LAy
T 0.16mg/kg ZREOFRS Lz & EDOEMEEISS A —FIZRODEB
NThHo7Y,

5%k 0.1 ~ 5%RKTii 0.1%Kii SHEAH

B REE (BUN E|JRE A, MR, (SR, FRRE
. OVTF=V|ZR
R V7 F
=y IT IV
ZETN. REH)
(23.1%)

EAUYLME 7Y R—Y 2, & CK k&
ERRIE, K~ |2 L 270 —)LI
TR LME  |FE. &YV ERIE.
&Y VB IMAE. &
7 a— )VIE. &
KT L LE.
&AL w7 23 IE
EEAME, K
kUYL E, &
H1U T LME. &
rUZYEY R
iE. FREE

REEE

Tmax Cmax AUCo-120 + 7 7 E* o
(h) (ng/mL) (ng - h/mL) (ng/mL) (%)
4.2+2.9 44 £+ 45 274 + 198 16 =12 20 +£17.8
X 12 RRE % M R (F9+ S.D.)
HOREMRNFIR
16.1.2 F¥iztE

INRIFSIERE (EHEER 5.375%) ICBLTIRVEAICHAEERET 2.7
~ 4 ABEOROKRSECEEEOMBERRESE 6N Y HHEATDY
70) LAN T VBEREOT—4%),

16.1.3 I\HHEHE

NNBFERE (FHEER 2.9/%) 1BV TIE. BAICHEAFERE
T1.3~25@BoROBSETREEOMEFEESES N O (UE
ANTOZ 70 LAH T VEEHROT—5),

16.1.4 BBRMEXERN

BB AR R BE S FIICy 2 1Y) A AH T I 0.05me/kg % #E 0%
L7 EOEMBEIST A -7 ZRODEBY TH-o72 1,

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

24+1.4 22+13 136 + 105

MmE R I, SRR, BOIE. | ARAR
TEERE DEMEE. ME
B

IR LU, RHR. Ko F0, BRIE. E#HEHRA. IR
RMH U AR SRR,
R, PR, B |DURHEE. {H
BE R, EEIRE.
Pl

FERER

(*F5£S.D.)
16.1.5 970U LZXATEILESTOU L AFERDHE
BABBESRE IFICY 70 LARH TRy 70y LA Bk % [FHE
5L L EOEMEILI ST A—FIZROEBY TH-722.[1.2.7.2.1 3]

EESEE, &M g iF. HILE

AR TR IR HiI

B, +-#5

HE K% O

P% BD. FERE
AR

HfkE

3] 73I7—Y LR

JFHEER S (AST
b, ALT E5A.
JF e Al-P £ %, LDH
kR, v -GTP
E7)

o Py, h7N T H @/ h7EL)
2 |(mg/ E) Cmax AUCo12n Cmax AUCo12n Cmax | AUCH:
(ng/mL) | (ng - h/mL) | (ng/mL) | (ng - h/mL)

1 2 10 2.7 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 _ _ _ _ . 1.18 1.08
+S.D. +0.50 | £0.51

Al MUMRIEZ. |V 2 SBRED | iRk
/N A B
G2, BMmEkE

9\

liikicd

FEIE KLBE % S FE.

s BE

a7k BEK. W, |WEMETE SR AR, | . R, IR
FE. 2EEERE. | AR, B E 2T 08,

ol BEED. 3T |5 WURYE | A N0

A%

FEBERE (AR O FF RS, B BERBHE K O B HEAE © O B PR AR B S OV T B O B EE A
IKEIVWTW3,

13. BEKRS

13.1 fEIK
BUN L&, 7V 7F =V R, Bl FIEEK. FBEELRES
BRESNTNDB Y7,

13.2 W&
RENLBERIIZ V. BMCE > THRESNZL,

16.1.6 E£WYFHIEIS MR
Zruay LAhTeN5mg [JG] & Fur57hF L 5mg%, /u
AF—=N—=FIckDZnhZn1 H 7 L) (¥78Y L AELT5mg) f#
BB IR B ERORS L CamPRE(MAREZHIEL, 856
N7 EyERE/)NS A —% (AUC. Cmax) 1220\ T 0% EEXMEICT
AT 21T - 7455, log (0.80) ~ log (1.25) O#ENTH . M
Al OEMZNREEIRER S NI Y,
(ng/mL)
45
40 L+ —-o— #7uY LA N TEIL5mg [G]
35 -~ Fur57h7t)5mg
i Mean=S.D., n=30
30 L
25+
20 H
15 g+
10 ]
5
08 : i
024 8 12 24 48 72
B 55O (hr)

REEEN o OB ER




EWMBET X -5

HENRT A =% BEINT A=

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

Tmax T
(hr) (hr)

Foa) LAKTS

L 5mg [JG) 277.32 £ 142.82

32.2468 £+ 10.5116| 1.57 £ 0.57 |32.78 £ 2.72

Turs7h7t
)L 5Smg

275.26 £ 146.95 | 30.8589 £ 9.8366 | 1.72 £ 0.83 |32.48 + 3.35

(Mean £+ S.D., n=30)
SMAEEN N AUC, CmaxZ0/85 A —# 13, #HEE ORIR, £
ROBENOE - RS ORBEMICE > TEL D[RR H 5.

16.2 DRUX

16.2.1 BEMAICTAREICL Sy 70 L ZEYBHEINT X —F ADFE
R L&A, BEREKUER LS KRICEORE LIGAIE%EE
BRICHANEREIC Cmax R OTAUC OETH A5, Tmax IZEE L7
FEAT—%),

16.2.2 ABEERBABREICB TS NI 7BEZ W BEFSEY B
Bt o, #2700 AR ERBEREROREOMINEEX, FHNICERT
IREERE D 62% LHEE S iz s

16.3 91

16.3.1 ¥ 70 L ZADIMEEAEERIL 98.8%LL ETH 7219,

16.3.2 FFEMEBZOTIFE 6 flic Ty 7 a) ARDOATFBITERE Lz &
2 P MR E OKE D OBITARD S Y (NMNEAT—4).[9.6 5]

16.3.3 v M MCHE#Y 71 4R 0.32mg/kg #EELILET A5
DRITITMETREIZIE & A EORICHEIT L, BHICEIZ. M. OB, BR
BRICE D 5 720 B4T L ST REIZ M B E OB N & E B ITHEE LT, B,
Ky AN IR EOBITARD 51, BETHEEOEEIZEL? > 72 17,

16.4 X35

16.4.1 ¥ 70V LA RIFFEE L TEYREEESR CYP3A4 KU CYP3AS5 Tft
#HEns ¥, [10. 28]

16.4.2 FRMEERE CoMHp. RPXOCETHRBEMIEES LT FIUE
BOKEILETH 721 (EAT—%),

16.5 HEtt
R ORI FRICHE S . REAORFHEHRIZ 1%L T
Hoz 0 BNEANT—%). BB, 70 LAZAOMAEEITSHEED D
WIZBEITIC K2 B2 Z T 20,

16.7 EYMEEERA
oruYLAREEELTCEMREESR CYPAd TR#SN D720,
CYP3A4 TR#ESNAMMOEY EOHFHICKD ¥ 70 ) A ZADMFEE
WERTHA[REEDSH S, /2. CYPIA4 ZFET 2 & DOHFHICK
Dy 7u) AZAOMHEESE RS 208NN H 2. —FH. #7014
A7 CYP3A4 TOREZEET A &1LV, CYP3A4 TR#F &SN A Mh
OEYOMHPEEL PR SEZMHEENHZ Y, iz, ¥70) LZAD
MFEAFEARIZ 8.8V LEF VDT, MFEHEOHEMIESTRNEE
& OMEER ORI g, S 5 19 2,

17. BRERARE

17.1 BMUERUREMICAEIT 255R

(IBHETEIE)

17.1.1 BEHEICH T BIERRIEDINH]

(1) EMFEISE I4EEER (35 fl) . EMEEIsE I4EEER (69 fl) . EASED
tELEEREKER (82 )
AR E TORKRRE (1990 ~ 1994 ) 12BVWT. BBEKLO—IIAE
WMRIE. 186 flcHET SN, | FRBEFRRV | FRBEERI TN
N97.3% %01 93.0% T - 7z, ML 74/186 il (39.8%) THEN
101 @& &R 25,

(2) EN%MAEEEER
KB RATE R TIL BRI & B kI8 A R EE 2o f] 104 Blicy 7 1
ULA (FEHE - H 7)) RS S. 558] (52.9%) T A% MU
rop#Es BN Y,
&) L AgER A 171 128 S U CORET L7255 (1996 ~ 1998 4F)
AEFERIT94.1% (16/17 fil) . FEMERIGAFIE L 7RERN 2/17 B (11.8%)
THolco 70V LANTEILDPEOTIDEZH] (19 Fl) TOMETIE.
LFITHREB AR SN, EERISEFER L2 ro72 120,

(3) EASEMERR (BERSHRTER)
Bt K =ik - 5t HLA FiikGtE o £ A BERE I, BiE 28 ~7
HElin oMl | HRiETY 70 ) A AN TV UE sy 70y L RS
TN EHBG U FER, BREERRIZ1.7% (22/246]) TH-72%,

17.1.2 FFBHEIC BT B IEHRILDINHE]

(1) EAEER
AREE COEEKRBICBVLT, BN TERRIRFBEER 22T, ¥
sa) LA (FEEE - A7) RS SN 2460 6 1 ARBEEE
RIL65.6% THoTce DB SRNIKFEMNIBIETH - 2. EHMERITIE
472451 (16.7%) THENTEASNTZH, WITNLEETEDH>B0D 1
EZBE2704 RSV ZAEEICKDERZWUER L, 72, 1990
~ 1995 FEICENTEMETSFEEZZT, y70V LR (FEHK - H7
V) BEEESNTZ 12060 6 71 AEERIZ8L.7%TH -7 2 ¥,
Fruay) LARAERETHNC 12 EBEES L OEE LR (1997 ~ 1998
) EBRIL 100%. FEMEKIGHAFIR U IERNIL 4/7 6] (57.1%) TH-
Joo #270 Y LRATENLPEOETIDHZH (10 F]) TOMFTIE. £
BICHAERT DB DS HER S N IERIT A FIE L72ERNEL /1041 (10.0%)
—(% ) 7': 31) ,32)a

17.1.3 (DBHEIC B 1T B IEB RIS DHNH]
DBHEICBT Y 70U LA (FEHE - 7 7E)) OEHERIGOMER
EARSNTWE D 0 (HEAT—%).

17.1.4 FHRSHEIC BT B IEER DN
BMEIC B2 70 LR (FEHE - 17 V) ORI
EAHERSN TG D 0% GLEAT—4),
17.1.5 BRHEIC ST D IEER GO
BREICBT2Y 70 LA (FE - 7)) OEERIEOME L
BEPBERESNTVE Y O SEAT—%),
17.1.6 INBBBHBEIC B (T B IEERIHDINEF
NEBREICB T A 70 ) LA (FEEHE - 7 BIL) OFEH RIS OME
EMSHEESN TS DD (HEATFT—%).
17.1.7 BEBHEIC ST DIERRISRUTIER B EROINH
[FRh% 5]
(1) EINFIEISE I4B56R (21 6)). EAREAEIEEER G86l). EAED
HEEEEEAER (66 1)
AR E COBKRRE (1991 ~ 199 ) 128\, BHBEEZROBER
WMEFER (GVHD) OoFZ2BICY 70 LA (EEHK - 7 71 L)
G U7z 125 Fld, FRICEELZRITL. IBESPRELE LS grade 1T
Dl ko GVHD OFiER 2261 (17.6%) TH o7z 0,
Fray s AEREIFNICHES UTHE LR (1996 ~ 1998 4F) .
grade I L ED GVHD OFHEEE33.3% (3/961) TH-727,
SaERS]
(2) EMEER
ARB T TOBKEE (1990 ~ 19934F) ICBWT., BHBEHEZD
GVHD39flicxf Ly 7oy LA (FEEHE - h 7 EL) 250, &4
GVHD7/13 il (53.8%) R UMEH GVHDI2/26 il (46.2%) &% L
FoMBRERLE Y,
GERMEXRER)
17.1.8 ERSE IBLEBEIRNUCENS DEESKRERER (7.0 2E]
PSR TEREOEAEBERBAEE 2 flzREL, 70 4
2h T NEER Bl TR REE30 I 2 BRERS L (HEGER) . ¥
U LAATENVBEICB T 2HER (DAIRITICLHHEE) 13X
lOEBYTH -7, /. BECEGIEEEE B ABRE 11 FlIc,
Zou ) WAK TN E 2ERES L. (JFERRE) . SER (DAL A
aT7ICKBWERE) 1345.5% (5/1161) TH-72", mREELHEIL
1[E0.025mg/kgl H2 @Z#EHAEE L. Z0%EENT 7EE (10 ~
15ng/mL) &7%5 &> AEHRES LY,
Tz, BIAHEERBROY 70 L ZBEE R UEEOSAEEEE R
JExBEIC, 2BMEOBIE NS 7HEE 25~ 10ng/mL & LTy 70
ULAKh T2 RE12EBMES LR BRRESHICBT20E
R (DAl 22 7IC X BHERE) &, 22N 61.9% (13/2141) © KO
66.7% (6/9 ) * TH -7z,

#£1 DAl Za7iER
B / FEFIE (%)
& 7a) AR 75 v R R
DAl 23712 & & E* 16/32 (50.0) 4/30 (13.3)

¥ DAL 27128V CHEER. ME, FEELENRER R, B O 2 REFHE o
ATHERTHKUELBAE [tE] &L
F) SRR TOREFEEE ©
DUTOEBOHEZREL. 2 EHBEHBHD S 2 B IXARZER
OAEBEEH (BOA/EE) 3EAT. AREENTHRE L. 21/
ZHEU, | HRGEO LRIZBEE NI 7RENME OGN £ 0.3mg/
kg/ HiESH & Ls

RIS M b Z 7 B EOBIERE PR S%
®1 —
%I?F R 5 AE (1280 24 ERE) /Dzn:v; 3])30\(1 X 12.5/ ((Cizn+Caan)
2 [EE*? 1 BE O » S 2. 3 Hi&#E

Bl (JRAI #5 7, 8 HE) |Dnew=Dou X 12.5/C*
T2HE

2EEHOHE»S 1.5 HE E

JREIL #5 10 HE

?ffls . GBS (BRI 5 12 B H) [Drev=Doa X 7.5/C*
<1 B

3 EEOMELUERE 3. 4. 6. 8. 10. 12 ARLL| .

(REITELT) il /T Drew=Dold X 7.5/Crrougn

Do : FAfIRTORGE (BEMIKEFIZ 0.025mg/kg). FH SN EO/NERUTE AL
ZMEHEAL. 0.5mg ZATRLTVEET 5.

5RO S
0=~ 50.0 <~ 70.0=<~ 90.0 <~
%% (kg) <50.0 <70.0 <90.0 <100.0
B58
(e ) 1 1.5 2 2.5
Drew : IO G, HERESN/IEO/NUELTE (M2 WEAA L, 0.5mg % &
TERLEVEET 5.
% 11 Cion PEE FIRMEAR UL RE DA Coan Z BV 727 Dnew=Doia X 12.5/ (Caan

X 2.5) &U. Fi Con HERTFRMERME IR\ OBHAE, Cn VAR

Drew=Doia X 12.5/ (Cizn X 4) &0 2[EBOHBAHEHT 5, HICERFRER

WX IRROB AT, ER TREOFEEZAA L TEHORIC LV ERT 2,

AEBREHSNRESBOEMS A 1 EEEESO 250 1 #H@2 5154, MiHh

b 7RENBEC 10ng/mL ML EOBEICIZARHRES I, £/ 10ng/mL Kigd

BEIIIEMS % | AEEESD 25D 1 LT 5,

C*# 7.5ng/mL Bl L 15ng/mL R OHBEICIE, EEOREZEIC0.6f5 (=

7.5/12.56%) LI-FHELT 3,

CY: 1 EEOMAEIN?S 2. 3 BRBBRIRICBIT 5 2 HOMF ~ T 7 BEDOFHE.

C*: 2[EBOHEH» 5 1.5 Y LB RIS BT HMH ~ T 7#E, 2Hb25EEZ
OFH5{E,

Cuougn * 2FALREICB VT, EIZEEK (5~ 10ng/mL) Z3&M L1 b5 7 #E.

2
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B5 28 CORSEMAM - FEERr Y-
ﬁsﬁﬁmﬁ/ G

|..<
17.2 BHEERGEA TS
(iztBtRlE)
17.2.1 BREIEICSITBIEERGOIMNE (7.5 208]
(1) ERRERAE
MR OFE (1996 ~ 2002 £F) 10512 | ERBEEERRV | ERHEE
ERIE. KA (1,23360) TIZZN2N98.6%%T95.8%Tdh -7z,
17.2.2 (DEHEIC BT B IEHER L DI
(1) EFRRIERE - REAHIFEE
MR ORI BT 2 DBE—UERIES (1061) o 12 BRBEFRR
U R2BEEBEERIIVTNS 100%. 12 BRI RISRERRIE 40.0%
THolc. $7o. SEZHEFRRVOIEZBEBFRIIVT NS 100%.
3EZBIEERISHBRIX 50.0% TH > 72 Y,
17.2.3 BHEHEIC BT B IEHER L DINE
(1) HSEFERAMERE
MG OTEICB T 5B E—ARREG (124]) O3 ERBEFLR
V3ERBEEBERIIVTNG 82.5%. 3 ERBEEMRISHERIL 75.0%
THo7-9,
17.2.4 FERSHEIC ST B IEHER GO
(1) HEFERARERAE
MR OFREICH T 5 EBE—VRERER (3561) O 4 FERBEFRI
100%. 4 ERREAEZERIL78.3%. 4 ERBIEMSHEILRIL37.7%. 4
FERMBA VA VEERRIZ 95.5% TH - 72,
17.2.5 BEEHEICH (T IR UBIERSBEROINGH [7.5 28]
(1) CEFRIERE - IRYRIFEE
[FrA% 5]
HEREOFEIC BT B grade T LD GVHD O BREFEIRR (g 100
HEFR) 13A (215 61) TIE44.1%NE (117 6l) T2 40.8%TH -
7 55)o
CaEgs]
FERBOFEICH T HEME GVHD IS8 2 BRIRIZ. 56.8% (42/74 )
THo7-9,

18. EEINZIE

18.1 {ERER
yra) b 2iE, THIAZEESEDP S DY 7 FIEEE N L BT
ERICEELGBZRTCHA NNV 22— Y 2BEETHIET. Y1 A
A ¥ EEAEAMEI R O IS E S SEiIEER 2R g s

18.2 /n vitro {ER

18.2.1 THIfaREIc k5 THifAR S DA > ¥ —aA %> (IL) 2 KRUA
v —7zur (IFN) - yD&H% 67, EEHEERTa. IL-1 g RV
IL-6 ZDEEHIFT 2 7 ¥,

18.2.2 ®ERDSNOBHMRAE OB 2IMHIERIZF < . SRR
Bz ntd 2 @IREA RSN TN S 0 %),

18.3 FBHEIC I B1ER

18.3.1 AFMEHFBEETL (H=Z4FL O, (X 0,
\J A BEEESIERRIGZ M L, EFEHREERSE 5,

18.3.2 T v FEAFOREERV A XPIRIERIC X 2MAEREORE, H2
MREEL O BEINEAT IR0 3 2 B (RE R EE T 2 9 0,

18.3.3 BEANBERRETIL (v7 A9, 5y +D) i2BWT, BiA
MEFERGZME L. EFHAM2EES S5,

18.3.4 BREETIL (kb ®, 41X, S99 LEEETFL (Fv
R) 00 MBEETL (X)) TV RUBBETETIL (1X) P ICBI5
MiEESEE R ZIH L, £FEHME2ERS 5,

18.4 KIGRICxT B1ER
REMBREETIL (Y R) ICBWT, KBKEOERL T #ifar o
D IFN- v OEAZIIHI L. KIBAREZERT 2 ™,

19. BAMRSDICET 3IBEENHR

—fi¢% 1 ¥ 71y LRKMY (Tacrolimus Hydrate)

k%4 © (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][1l,4]oxaazacyclotricosine-
1,7,20,21(4H,23H)-tetrone monohydrate

CxHeoNO12 + H.O

822.03

HEOHE X IEEEOMERTH 2.

AH ) —=NVIETH ) —)b (99.5) IO THETPT L N,N-
VAFNLARNLLT I RIS ) —)b (95) IZiFTd <. KT
IFEAEE TRV,

Zv b)) IcB

FF
SFE
B

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

22. G
20872 [10 878 (PTP) X 2, BBAIAD]

23. EEVk
1) Saegusa, T. et al. : BB LK 19925 26 (3) : 969-981

2) Zheng, S. et al. : Br. J. Clin. Pharmacol. 2013 ; 76 (6) : 988~
99
3) Coscia, L.A. et al. : Best Pract. Res. Clin. Obstet.

Gynaecol. 2014 ; 28 (8) : 1174-1187
4) Jain, A. et al. : Transplantation. 1997 ; 64 (4) : 559-565
5) Fung, J.J. et al. : Transplant. Proc. 1990 ; 22 (1) Suppl.l:
6-12
Curran, C.F. et al. : Transplantation. 1996 ; 62 (9) : 1376~
1377
Mrvos, R. et al. :J. Toxicol. Clin. Toxicol. 1997 ;35 (4) :
395-399
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McDiarmid, S.V. et al. : Transplantation. 1993 ;55 (6) :
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HA&R. HEERMIE 2.7.2.3)
FESHER Al : S HOAE 1999 ;12 (5) @ 537-543
HNER AR R SR
Dressler, D. et al. : Clin. Pharmacol. Ther. 1996 ;59 (2) :
151
EEEREREE - EYEE (oo 7 h e 120095787
HA&R. HEERMIE 2.7.2.3)
S (Fu 757 h 7R 2001 £ 1 A 12 HARR. HFERHEE
N LREE)
Iwasaki, K. et al. : ¥R 1998 ; 13 (3) : 259-265
EMESC fth  FEYERE 1999 5 14 (4) @ 277-285
Christians, U. et al. : Transplant. Proc. 1991 ; 23 (6) : 2741~
2744
Venkataramanan, R. et al. : Transplant. Proc. 1991 ; 23
(6) :2736-2740
HYEENER (Fa2757h 712 12001 1 A 12 &R, HiEE
BHEEEE ~ .2)
Shiraga, T. et al. : Biochem. Pharmacol. 1994 ; 47 (4) : 727-
735
REENL fth B 1994529 (6) : 614-631
VEARE fth: A 1994529 (6) @ 650-681
ITHFG  fh: 48 19945 29 (6) : 632-649
ERBAKN  fh: FAE 1994529 (6) : 682-697
KEfH— {2 724 2001 ; 36 (1) :20-38
BREEE - FIHAR (BEIMREHRER) (Furs77h 7t
VR - 75Ty —H TV 2023 4 12 B 22 AR, BER
HE)
ATl EEPRFRER 19935 17 (8) @ 1087-1089
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