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(GhRELLE)

1.1 FHDESICHBNT, EELGEER BFfE. 0FfzE. B
FE. HEE. REES. BEE. MiztHMERS.
TMERHAMES) IT&Y . BREWGBRBZEDTENSSD
DT, BRFICTHITHEETEZEBEMERUAHICONT
DTR1AHEBRZE Y SEMIMERT ST &

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

(IEEETEHE)

1.3 FHD%51F. REINHEERUBIESREOEEICHEEL
TWBERNXIFZDIEEDHETITIZ &o

(HEiY O F)

1.4 BEIU DY FEEICHEELUTCVWIEMDHHERT D &
EBIC. BEICH U THRIDBIRIE AR DRSHRAICH
BT ERBEEFHTHHAL. BENERUT 2T
LIc ETRST BT &, e, ASHOEENRDSNIIE
GIClE. IRAZHRILET D EEDIC. EBICERMICGERL. 18
Tk SFRZESADT &,

W—FRBR)

1.5 AEIDKESIE, W—TABRDBEICTHEBELTVBE
EDHETITS T &o

(EFRMRK - REERICEH T S RE MMM

1.6 REIDISIF. SFEMER - KEEHRICEHT SEEE
ROBEECTAHEBELTCVBEMDHETITSIZ &

2. B2 (ROBEICEFZRSLEWVNI L)

2.1 REOR I LBEED B ERED & 5 BE

2.2 27uAAR) Ry UBEEFROEE [10.1 2E]
2.3 B )T LREERIRAR SR O BE (8.2, 10.1 2]
24 &0 FoEFEE LRV E [10.1 BE]
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3.1 #8mK
Wis s BRI

(1 77 +&h) A

BRI, ZJaAH AT —AF
MDA, e Xa—2, AF7T
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Fo.BIbFy v BEE TRk
T YIRS ) 7L

HE #70JLR
KF¥ 0.51mg (¥
suy)LhAELT
0.5mg)
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7+ )L 0.5mg
MGJ

FBEKHY, 7OaAHL A a—AF
M)A, ETOXa—RA, AF7T
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HE #270VULX
AKHH 1.02mg (¥
s LARELT
lmg)

/A=l INNY S
51 7 Img
1G]
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5.2 KA ZBEMTHERLIZBEROAT 04 REIRIAEGNICEH
Lz E OB R ORI LT Wi, AE OB h{HE
AROATaA RERGEGNC BT B HEHOREIZD 20,

(BEETV OTF)

5.3 BEDWHREICBWT, JEAT 01 NERSERIK Cthoft Y
T FEEICKSZHEY BB EToTH, FRRIGERT SHS
PIERDPELEHICHRET 5 L&

Q=T ABR)

5.4 M CEBREHEOBVEICER L ZBoRR 0BT
M OBEEIIHEIL SN TR,

GEBMXEBR)

5.5 BB S A2 SEIC. Biatt (AT7oq NEHfE. 2704
NIEIENE) THBH I ERMERTHI &,
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(HBRFZHEIC 1 S SRR L DN
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6. AERUHE

(BREDES)
. PHICEY 70U A2E LT LE 0. 15mg/kg % 1 H 2 [H
BO/E L. Ditg. o ICEET 5. MERFE1E 1 [E0.06mg/kg.
| H2 EiEO# 52158 L3 575, ERICEC CEEERT 5.

(FFRBHEDIZE)
WEE. Iy 70 ARE LT LEO. 15mg/kg % 1 H 2
EREOHEGT 2. D tRoICREE L. HEFRIE 1 HE0.10mg/
kg Z1EHE LT 505, FERICE U CGEEERT 5.




(DBEDZS)

EE. WEICIEY 20y LA 2E LT 1H0.03 ~ 0.15mg/kg %
| H2EEO®RET 5, 7z, HEERISRBEBICKRFO®RS %
B g 245 H/1C1E. BHE. 70U L X&0LT1HO.075 ~
0.15mg/kg 2 1 H 2 EREOKEG T 5, Dk, ERICIS U TEE
HE L. RELZREDBON/BICIE. RAICEELTEY
OB THERY 2.
(FBHEDIZE)

M. WENCIEY 70U A2 & LT 1E0.05 ~ 0.15mg/kg % 1
H2 [EREOHRET 5, Dk, FERICS U CGEEER L. ZELL
REPBSNIBITIE, HRAICEEL CEIRD B THRT 5,
(BEBEDIZE)

EE. MRy 700 ARE LT LEO. 15mg/kg % 1 H 2
EREOR5T 2. D, the ICEE L CAEORDETHET 5,
(NBBIEDES)

W, Gy 7Y A& LT LEO.15mg/kg % 1 H2
EfEO#59 5. Lk, th2ICEE L CRIRDETHRT 5,
(BRERIEDES)

B, BHELENED Y700 A2 E LT 1 EO0.06mg/ke %
| H2EROET 25, BEMHICIZY 70y A&l TlE
0.06mg/kg % 1 H 2 EHECHES L US4 % ICHET 5, 72,
MR N ERAERR A OB S 2B T 2B A0, EE,
Z 7y A2ELTIEO. 15mg/kg # 1 H 2 ERORET 5,
7B, ERICECCHEERT 5.

mH. AROROREHOMNEI—ELTE6F, BEHEICKD
BAZNH 20T, MFBREORVEGORIERIE O HE
EPEWGEOEERISKOBER WEZROFERZN 720,
BEORMIIECTMHREZREL. FF7 LX) (trough
level) OIMHBEASEICLCEREEBEZHAMT L&, HICH
MEZ D S VISR SHRBER ITERIC NP RENEZTS> 2L
MEFE LV, B, MH 7 7BED 20ng/mL %82 % HHHE
PREVEE, BWEAPRRA LS I 050 TERT S &,
(EEFENEDSRS)

WBHE. BRAICIEY 70y L 2ELT3mg = 1 H1ESE&RIC
ROKRE9 %,
(BEEiU O FDIFE)

WE, RAICEY 7o) A& L T3mg £ 1 H1ES&RIC
BROVET 2, 2B, BREICIE1.5mg % 1 H 1LY ERRE
A2 6htE L. FERICKD 1 H 1 E3mg ETHEETE %,
W—TZABRDEE)

BE. BAICIZY 7Y L AE0T3mg %2 1 H1EYERIC
RO®RE9 5,
(EBMEXBRDESE)

WHE. BEACIE, @#ICEy 7o) A 2& LT 1E0.025mg/
kg % 1 H2 BIEIRZE N OSYEBRICEOHRST 5. D& 28/~
EfEMmF 7 78E% 10 ~ 15ng/mL & L, AN 7 BE%
E=F VT Lo BREEERET 5. BEHMA% 2B
& BREMAF NS 78E% 5 ~ 10ng/mL & LESE* AT 2.
(SRMUGR - KEMRICEHT 2EEMMADIES)

EE. RAIIE P#iciEy 70 42 & LT 1[E0.0375mg/
kg % 1 H 2 EEER KPS BRIRORET 2. Dk, BEMm
RS 7EE®5~10ng/mL &L, MF NS 7EEL2E=S
VT Lo B EREEHRETT 5,

7. BERUBECEET DF=2

GhEEHE)

7.1 MEHFOY 7 0) L ADZ AIKRIMKE DT 2720,
AEIOBESEEZFAMT AEICII2MBELZRET 5 &,
7.2 h 7B ERAT IS 2> T, ROBICEET ST &,
7.2.1 BRLE N TRV OEYENRSEEIIBES N TRV, [
RO H T IIIRT S Cmax RO AUC O HEEIZZ N2

NI1.18 &N 1.08; 16.1.8 7]

7.2.2 A7V EBROTIO I ROGFAICEL T, mAoEE
EFRET S I VBN X BMINOEE 7\ C & ZHER
THIE, B, YOHRZ 52 VIS TRINOEE) A A
SNIHEEITIE. BEIS U THREBZHMT L &

7.3 SLIIFREIRGET 25 ICERENIBDOONTNLHD
T, MHRE (BXZ2HE5 12KHE) 2T 57219 20ng/mL
DIFcHisd a2 &0 [11.1.1 28]

7.4 Mo GEMEIF & OFAICE D BE O RIEIIH O R HEHE D
BB, K, BEIEBHEICBVLT 3D 201 4F O RBEIHIF
ziAHEDE I ZRIGEIRIEE 2T 5B AL, RAIOWH
BEBZBERET 2 I ENVARLEBELH LD, BHEHEED
REROHHAS NS MO RZEMHAOESE - 585 2Z @ L
CHREIT 5 &,

(FTistE. BRIENUERIZE)

7.5 HRBEOREICBVW T, KBRS NIHEBICHANBEHEZ RS
LIeBEEDPBONTNADOT, BERREOKRICERT 52 &
[17.2.1, 17.2.5 %]
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7.6 7 L7 FUEIEREHEIO 5% EERUZBAEICIE. KR
A D 25% L EDOEE X IIREZEDFEY) 2 NELERT 2 Lo
[11.1.1 28]

7.7 MABEMENHEICBEANEERPEDOONTNDHD
T, BEFNEERGEEHICIMFEELZTE2721010 ~
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7.8 BWERORBRZM<7-», #E5HB 3 A AMIZ 1 AHIC LEL
D3 EHNIcB L2 )E R ERZEOMPREZEE L. &
S58%HMTAENEFE L, 20 AANCK VD HE
PRONTHEIE, TOPRPERTESIHARETHET S
ZENEF L,

gV O < F)

7.9 E@mEICIE, BEMAK4ERFITIH L. MgREELTH
2 zHR L LT, BRATSHICIE 1 H3mg ICHEET 2
CENMEE LV, Fio, BET2HEICE. BIEHORR LN
Qe BELZTRE LDFKEBOMTEELZHEL, #58%
FEHTHZENEE L, [9.8 2]

QL—TRER)

7.10 BWERORRZF <=, HE5HE 3 7ABIE 1 A HIC 1 [E,
D3 EHMICE L 2% 5 2 g OoMPBEZEE L, &5
BERMTAIENEE L, o0 KHI%Z 2 7 BN ERGERS
LTH, REHKEDEREEIRT R K REZEZEFR R THRD
HEONLVIEEICIE, BEEPILT S0, MOBEEICEEY
BTENLEE LV, —F RENCK DA RPESNIHE
IZIE TOMRPHERTE MBI THET HZENET L,

GERMEXER)

7.11 WEDBIGSEREIC LA NS 7 BEAHE LSBT 5
TeD ABEXIEZNCECIZEEO N THRET A2 ENEE LU,

7.12 FEAL 1 HH7-0 0580 FRE% 0.3mg/ke & L. B
DRICER L CHEZRET 22 &, [17.1.12 3]

7.12.1 HEHESH S 2;BAEAET
- EIR S 12 ER O 24 B OMHF b7 7 BEICED S,

| EEOHEHE =z EHEd 2.

-1 EIEORAEMAE%HD L &S 2 HY HREBICHES Wz
2EOMFP T 7 BEICESEZ 2EBORAERE 2 EHET 5,
-2 EEORERA 2?5 1.5 B ERBBICRE Sz 1 ol
T 7REICEDE 2R SEE) OFEHE 2 ERET 5.

7.12.2 2 ELER

- 5% 2EKE QEIE) OMEMREY» S 1 EREERIC
M sZ7REZHEL, ARSI ERT 2. $/2. &5
BtG 4 E LIS 48 L RIx BRE L. EFICAF b5
TREEZUETHIENSEE L,

7.12.3 HEFAMICH - > CIREROBEFN (BRKRS /%
JERERE) ARICMAH -7 7 BEZ AV,

7.13 AT EILEIDOHEFN0.5mg A ADEREREFRET 5T Lo

7.14 2 EREES U CHEREROWEIRD SN2 WiGEIE, &
=% A R Rl

7.15 @E. 3HAETOREETHI L,

(SRMEHX - KERICEHT DHE MR

7.16 | Hp7- 0 0520 FR% 0.3mg/kg & L, AT 78
BICEDEREGREEZRET LI &

717 A7 ENEIOH %N 0.5mgHADTEEBEZRET 5T Lo



7.18 BE5HAEIIREAE LTATuA FRIZMHEAT A &, &
7oy FERARE LBICIZATOA RRIOEHZET 5 &,
[17.1.13 58]
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8.1 BEEQORFMENSVOT, HEICEEEE (FLT7F=
Y BUN, ZV7F=>27U7 5 YA, KRB NAG. RHB2
Irvurua7y vE) 25k EBREORERZ OICEET S
&, BICEBESMIICIZZFORERICTFIEET S L, [8.11,
8.12, 11.1.1 &)

8.2 BHVYYLMENKIRT A ENHAHD T, HEICIESD Y
TLADRERITO & B AU T LERERRA (20
I N, AV I)BHIIL, NITLTLY) OFFED
HWVIEH YT LOBREIEEETDEWT &, [2.30 10.1 ]

8.3 BIMKE. REZOBKEREORFHEENF VO T, HEIC
FERRME (MAHRE. ZEME. 735 —Y., RIES) 217
S EREOREE+FICBET S &, RICKSIEICIEE
DOFEFIHTEET ST &L [11.1.14, 11.1.15 3]

8.4 RHFRSHITOARE REIR. DFEE, SO DAFRE (D
BEEETN. BIEE2 &) SEFROLNTWVEO T, [HEICKE
LCIDER. DITa—. BE X EEEZTH 4 EBEDORE
PELBETSHIE, [8.13. 11.1.2 2H]

8.5 BIENFHIRT 52 &AH DT, EHICIERTE 2T,
MEEFEDHSbN-HBEICIE. BREANRELZITD & EE %
MEEFTH L.

8.6 BYVEDFHIIIEEIC+5ERT 5T E.[9.1.1.11.1.10 5]

8.7 BEDREIMHNIC X VBRI T HRZED EF, VN
EEOBEHEEREDAREENH 20T, +0EET A &,
[10.2, 11.1.13 2]

8.8 AAIDEEICLVBEIBRERILE VAMBEDBENRET
HHN. BIBRESLVEVAIOBEROREBRICOVWT HE| &4k
EBREZ+2TO L,

(BEEEHE)

8.9 BEFMETRARE L BEIEDCHICEERGT 52
ENEF L, Ty Y7 a AR UHBEIERS ST WS EES]
TRBGHRBENTEEP &S 2 B i, NEEHiisn
MSER I 7 a ZRY Y EFRIEL, KFNCEIDH#EZ 52 &,

(EERRERIIE)

8.10 MgRRIEMMRGIICER T 21546, AFOKRSHGH LUERE
BmZICB W, EHNICHREOERAERT 52 &, MR
[EAHER S NIGE I, REMREORREDIREZ EI
EWT 5L b, WELOERE S Btk EEICFHE L 7
ETREZHET A L. RAIOKIFEENDZEIIHS »IC
o TV,

(BEEIV < F)

8.11 DEBl L 6IERAT a1 RERARER % 2F L EHHE L
EFTI7 LT F = ERFERRNIE P> O TEBREORHIIC
HETAIE, (8.1 ]

V=T RAER)

8.12 JREEDEITIC K 2 ERE
BT &, [8.1 2]

8.13 EMEERETHLILHHELTY TV =T AIIBVTHEHERE
BOBRKT & SN TWAEEIE. SINEESOREEZ A0
THREANZVWIENS, FNSDOEBOBEY HIRELZED
WORAZEET 5 L. [8.4 5]

(EBRMEXEERN)

8.14 KFIDOHE1E. BBEERBROBEEICFIEEL TS
EEiDOb ETITHT &,

(BHMUER - BEHRICEHT DREMHN)

8.15 AHNC LV =2 —F VAT 4 AMREHROBENIH 5D
T, WYL THEBEEEET S L,

9. BEDNESEHEI ZEHEICHTZEE

9.1 BIHE - BMEFREDHDEE

9.1.1 BREDNHDES
BYYENBAL T B E RN H 5. (8.6, 11.1.10 ]

9.1.2 AV Y FICHE MR ZSH UL TVLIEE
BB AP BT 2 REESH 5. [11.1.18 2]

DEAPALND D TRICEERT

% %9,

9.1.3 RIS RAF v+ U7 DEE
FFHSER BRI RIA VAT —H—DEZY ) VT 2T 73
&L BEIFF5 Y AL AOFEEHLS C R R OB(LOBIESE
ROFKBITERT 22 &, RENHEF zEE SN BEIFRY
AINVAFX Y TOEEIZBVWT, BEFFAY AL AOFEHRL
WK RBEHOEDONZEZEND S, £7-. HBsHEREEDE
FHITBWT, ABENHH ORSAREICBEFRYVALVAORH
EHELIC K DR A FE LIEFPRES N TWAS, /2. C
BIFFRTAINAF v U T ORBEICEWT., REIHF OS5
IR CEIFFROBALBASNS Z EDH B, [11.1.10 ZH8]

9.1.4 CEFFREBRERVA IV AEIRSEINDEE
C BIF REH#EEIT Y A VA2 B 5RRR. AHIOEEPNE
Lo IERIPSRESNTBY.. CERIFREZEETY AL A
IZR BT AN BB I, FERAPORFOHERE N
IZ72 B REMED B B AFIZHEHL T2 EEFIC CRIFRER
B A NV AEZFIRT 258101, KA AFEICERET S
LB, KEIMPEBEDOE=Y ) > 7 Z2HEEICITS R EBE
OREEZ+FICBET B &,

9.2 BikgEEEEE
BRENSE T LN H 5. BHEHOFKEZ 2D, E
FRICIRBEEHE L, BHE5E%2RAT A EEE L1,

9.3 FrigeEEEEE

HMAHEPE T L. REMFRED LRI 28N H 2.

BEWEAOHRA <o, EHNICMFREZHEL, 58

ZHEIT A ENEE L,

5 1Fim

DTRoFEEZZR L. HIEXIIHIR L TWAE RO 2 2

ICIXEE EOBERENSEREE ER S EHRF SN 2I5EICD A

BE535Z &,

(GheEHE)

9.5.1 BMER (V9 F) THEFEER. RESEIPHRESINT
w5,

9.5.2 L NCHEZERT A EPRESNTWVS Y,

9.5.3 HFRFICAFIZRE S NI=LEICBWT, BERTRAD
BEE (RHAERE. £XFE. &HY 7 LAME. SHRERE)
DWENRH B Y 2,

(BFieHE. BB

9.5.4 ¥4 T FE i & h 7z, Transplant Pregnancy Registry
International @ 57— % X— 275 & F|H A #E7% 2,905 4 DR FEHE
KUOBMEREOFREMICET 53 hR— MEFRIZBWT, 7]
BEICHBESNIEFICOVWTU TROBESRESN TS Y,

c REEDRD 6 NIERNL AFIBERE T 6/297 51 (2.0%) «
AHIFEBERE TIX 1/53 61 (1.9%) TH-7%2,

NN S NERNE. A AR T 12/297
(4.0%). RAPEBBEHTIREBO SN - 2EY,

- HAMENSRO 5 NEFNE. AHIEEEE CTI1X 33/335 4]
(9.9%) . AHFIFEBBRETIZ3/56 B (5.4%) TH-o7-%2,

CEBEEREICBWVWT, FHEATESRD 5 NEFIE. KA
MR FERE T 1L 84/226 5 (37.2%) . AFHIFEREFEEE <1 7/37 fl
(18.9%) TH -7z

CEERMNED S NEM L. AR SR T 156/352 i
(44.3%) . AHIFEBRERTIL 25/59 ] (42.4%) TH -7z,

c EAREEIC R U T IR IER 2 BAEMRE TH - 12ERNE. AKAE|
BEEERE T 289/352 f5l (82.1%). AFIFEMEEERETIZ 40/59
(67.8%) TH o7

E) FHFASUY, SYUARY Y, IROYLR, 3071 ) —LEET = F
L, FLR=vay, Ya)AZ0uThAr | DU E2ELL YA VICKBE
BEZTIBE

1 2) RO 6 AMFI» S HEE TOMICI A7) —VBE7 2 FIVICEELTWL
2 BEZRI LI RTRER

9.6 ZFLIm
KA GHRREFEA LTV ENEZ L. BAHFABITTS S
EHESN TV, [16.3.2 3]

% %9,7 INR
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BURZY VSRR S 5 0k Y SEORB O RS E
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9.8 SEE
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10. HEEH

RANIEE L CEMAR

) ETRLTW2, [7.9ZH]

B2 CYP3A4 T UF CYP3AS THEH &
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10.1 HAEZ HALBWLI L)
EHHE BRI - 1EEHE WF - fEEET
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EIREEHEER LA TV F | ET 7 F BRI KO RE | TR DT 5.
> LIz DREND S,
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[2.4 58]
YIaRARY v BIfEAP RS N EOW | ARIEOHHICKD 7T R
(FrFq 22, B NHBH, KB, oK) OMBEENERL
FF =) AR Y K OAFN 0| 1L DO®EDHS Y P on
[2.2 58] ABHAZT 7 AR ¥ | 2R vIE CYP3A4 THRE
DOERAILE 6 24 BEILL S B7-0, PR LIGE.
EREBBICARAOBEZH | FAICEL Y 70 AR
B AT ENEFE L, U ORBHIHES NS,
Rersv Ry v ORWERAAPRER REl EOHHICED Rt v
(h52U7) THHHREED D B, & OMPBEN LRSS
[2.2 28] AR BB, o, Kt

v % 2 1& CYP3A4 TR
SN b & &Iz CYP3A4
FEEROET 2720,
FIC & O ARHI O Mg Y
EHI L REENH 5.

719 77 LARFFERRA]
A¥U /)57 N
(FPLF7 b A)
HVIEBEH L
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NI TLFLY
(FUFLY)

[2.3. 8.2 2]
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HEhHE
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779)AuvA v

7 — VR EEA]
A4 +FarJ—

BhaE, FEIREORIER
BHERRT DI EDNH 5. B
FBRRAT 0 E DL 2 AHI I
PES ER L, BIERAS
B LUEFbRE SN T
WabZ s, BEOR

CYP3A4 TH# & N 2HH
X% CYP3A4 D FHE 1E A
2ETHEAPHRENMED
BERIC & O RAIDOREH D
PHE SN, ARA O M H R EE
HERT 2,

Tharvy— RETTICBRT D EE
RY)arvy—n BT, AAMFABREDE=
ES 5 — %70, REIE U

FIL s LA B REEONEBEEITS.
ety A <
SNV UE
—ZHLIEY
INFTEL
&

HIV 7u 5 7 —YHEHA
DA</

Z DA D HEH
TuEsYTF
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IFZNVNIANT VI —

v
FRATFTV =)
F2ITITI =)
[N QIVAVA
TIAyur
a2y}
TL—=FTIN—=ITa—
2
LT LVEE BEE. AEREOBEA|CYPAHEEMICLD,
BERRTZIEND L. G FAORBPHEES . K
FABRALAR 2 B LIPS ARHI M | Al O A s LR %,
PES ER L, BIERAS
FIRUTEM S HRESNT
WabZens, BEOR
E+FICBETIEL
BT, AFMFREDE=
5 — %70, REITE U
& - hEZONEBEEITS.

HTADAFH M SISHRO RN » | R R W BRI FE SN,
HUNTEE o AAIMFEEDE = | RAORBHPEES NS
T ) NLESY =)L & =T, BEICE UHE | O, AFOMHBESET
TR A R BEORBEEIT. ER-H

TAEME
V7 7YY
V77 TFV

HAlBE

BRI - BB E

HF - fERET

HED ARG EE A I 74 b CYP3A4 SFFE S . AA|
A I3VA TV YTIFIVYIEFREREENL| ORBEPREESN LD,
(St. John' s Wort, t|RWEH>FET ST &, FAOMHABEIETT S
YheVa-rvx-T— BENDDH %,

b BFAmM

B D B A BEEENSFERT S WD | ARH EHEFREOBEME
FTLRTUYYB %o ERMSRERIBEICI | BICHEREN 5,

7 X FERTUENME B HRE & AF O AP 2
ANT 7 A NFYY — | HGEHICE=Y — L, BE
U RUXRNTY L IZIG CEE - RSB
FERT T A REFRREA] | 21750
%

N FEVA - VERRG | KRR OMPEEN R L |BFERHA
BIfEFAASFIR L7 RERH S
BEERTVWAHIENPS, K
B GEIEH Y FEDF —
VERRERZ L 2V &

STETHI &,

HART 7 V¥ ARANDMAEEAPET U7 | P ARA
EDOWMENH B, AHIMp
BEOET=¥—%2{T\. &

ZIS CHERAEEOME
3kl
mTOR FEEA] FiEEIZB VT, mTOR |HFARH

[11.1.5%H] PREH & OftRIE. it

WNIEREDOHKE) X

AR BATREME B B LD
WENDH D,

NET 7 F > 00 F Y OMBEE T S | AR O GEEIERIC XD,
AVINVIYHFHAT I | ENH 5, BEINLTIF T
F DHUAEEDS RIS NS,
S

GEANHIER 269 25H] {BEORZBNFHIAEC 5 2| & b ICREMEIERZH T
Go NI EWH 5B, %o

BIBREARLE VA%
L) 7~ 5% (DMARD)
AN LFY— 1 E
(8.7 2]
7LV MiEA Y7 LMED RS 2 | AA L HFEORIEM A HE

AR D A O T, IIES
U LMEEERNICERT
BREFTHICERT AL,

¥ FRICKVHEICREDRESN. ANV OMHEES LR T 2455 5.
% HHICKD 7 2= b Y OMAFBED LR LI LOWMENH S (BFERH),

1. BWER
ROBWERPH5DNBIENHAHDT, BEETHATY. BHE
PROOSNIFEIIRG 2T 2% SEY L MEZITI &,

1.1 EXBEIER

GhEeHE)

11.1.1 2EBEE (0.1 ~ 5%KiH) . % 7 O—EEEIREE (0. 1% )
[7.3. 7.6, 8.1 ZH]

11.1.2 DFZ. FEIR. OEER. JOE. DIRRETE. (08
BBE (% 0.1 ~ 5%K)

DFEE (ST-T Z{b. OHEEEET. DR, BIEES).
DAZ, DEED VI EEEOAREAR, DATFEE. PRDLE.
MERITEPHoDN2 DD 5. (8.4 58]

11.1.3 iREEREE (0.1 ~ 5%KiH)
AR R R = IR RCE S O PR EE D
HoONBIENDHHOT, 2HEH, BHREE. Hil. 55
fE, RERE. WESOERDYH 5 bNHEITId, MiEs
ES CT. MRIICKZE{GRZE 2175 & &b, FAlIZHE
EXEHIEL, MEOT Y bu—)L, FUEEROHSEMY) %
WEZITH &,

11.1.4 BiMERE (0.1 ~ 5%AH)

MFEZE, MHMFOMMERETPH5bNEIENHHDT,
COESIERD S 5 bN/H/BEITIE, HREENEES CT.
MRIIZ & B E{GZE 2175 Z &o

11.1.5 migiEEUNDERE (0.1 ~ 5%KH)

TE MR PREBAERE RRE . IR I/ MR 1 SRR 45 0D I A ML A
NIERENHS5HDNB I ENDH S, [10.2 1]

HIcHEmENn2,

*%11.1.6 NMIKEAME. FEMEMIMREIAME (% 0.1 ~ 5%KiH) .

WMEENENE. BIMEEM. FREFERE (WITNLHEEARH)
1M.1.7 4LDR (0.1 ~ 5%Kiii)
11.1.8 REFSIRERIEIREY (Stevens-Johnson fE(REY) SEEAEA)
11.1.9 [FIREH. 2NEFIRESEAEIREE (5 0.1 ~ 5%KiH)
11.1.10 RRFREE (15% LI E)
HEHE. 7 LA, BEEDH 2 VIR R REEAS TR
WEILENDHDH, £72. BEFATA LV AOBEEE(LIZEK
HRRC CHEFROBLSD S5 ONDEZENH B, BENR



SNHEITIE. BE - RE REMEOKRSEZITS 2 &,
[8.6. 9.1.1, 9.1.3 %]

11111 ETHSREBERE (PML) GEEAH)
ARAIDIRFIAR T R VAERK TRIZEE OREZ + 3 ICBZE L.
RS, RAEE. REER (AR, UERE), SRS
FORERY & 5 bhizHBEE. MRIIC K 3 ESRZE & OIS
HHREZTO b, BEEPEL, BYLREZTO 2L,

11.1.12 BK DA IVABRE (BHEAH)

*%11.1.13 U /NEZEOEMES (0.1 ~ 5%Ki)

Epstein-Barr 77 1 )L AICBE#E L7 ) > SEFEME R B S 5 0 id )
SoSHEE (FIHERR ¢ HEL UV SHIERSE) RN R VAES
DEHEBNHE5DONDENHHDT. ZOLD LIERYH
ShNIHEICIE, HE - REZOBYLLEZTS &
I3 2 SERFUA D BEABIIC BT Epstein-Barr 77 1 )L A IZ
BE L7z Y o) SRR SR S 5 VI VB FHFL O A HEM: A
Ele /o, BEEOBVRESHGNZEREZES HARIN
BOHENH 5, —HORERFITIE. REMHFIOREICLD,
HARVHEOEBEHABE SN TV S, (8.7, 9.7 ]

11.1.14 BER (0.1 ~ 5%Kii)
(8.3 2]

11.1.15 ¥ERRIRRUHERRIRDBIL (0.1 ~ 5%t IR (15% 2L )
(8.3 2]

11.1.16 BFHEEREE. 8B (W3 hLHEERE)
AST. ALT. vy -GTP. Al-P, LDH®OE L W\ EREZ S F
WREERE, HEFHODNLZENFH S,

(EERHEIE)

11.1.17 JU—E (BEERH)
IERD D 5 DNIZHEITIE. ATIREZITS &

(EEY DR F)

11.1.18 RAEMERHN (SHERHA)
FEEN WZWR, [EIRREES O IFREER PR D 5 N2 HE I,
KEIOHE2HIET & &I, BRPITIWEL > b7 U,
Mg CT MK O MR ES 2 EM L. BYYE & OEAIZE %
EZEICANT, BIERERILVE A OBRSEOMEY) 2 LE 217
&, [9.1.22H1]

1.2 ZOMtDEIER

5%LLE 0.1 ~ 5% 0.1% K SHEEANEH
ERE (BUN LIREHE D, MR, R, BRE
R ILTFZV|BIR
- R LT F
Al Y IUTITY
ZAER. REH)
(23.1%)
BAHY T LME 7Y F—Y A, & CK k&
ERBEIME, K~ |2 L 25 0—) )L
TR LME |RE. &Y 2 ERIMEE,
&Y Y BIME. &
70— )VIEE. &
. A L.
Rz LS ™ L ifE,
BREHME. K
N A MGE &
AT LME. &
MU Z U R
fE. PRI
IfE L5 TFHE. SEAR. EHIE. | ARAR
B DENEFE. mE
5
HREE LU, RER. K|DHF W, RBIE, E#RHE. 98
RE#. €A |JEHRRE,
FERIER AN, VAR, BHE|UEEE, @
B iR, EEEE.
S5 OR., HE
BEESRE, &| T Mo, HEE
AORIR. NI RS Hi I
e BEE. -85
Hiess W, AW O
P2 B, TR,
MBI
RN 73I5—tY LR
FFSRER T (AST
&, ALT E&.
lid Al-P 8., LDH
+®. v -GTP
E57)
A, M/MRIES, | ) V8RR | iFhEkEd
i Mn/hREA . B
BRIE %, B BRI
4
FIZ KB T 5 FEL
o BE

5%LI 0.1 ~ 5% Kl 0. 1% K SR
Bazk. BEOK. WS | MEMREEEANR, &R, FoR. IR
2o FE, 2BBRRK. AR, BE|R. 2T 8.
BEFED. ZTO.|E. RERE B WE
A%
FRBFE AR O BHE, B BN OB HAE T ORI X O MR O R &R
IZEIWTW5,
13. BEKRS
13.1 fEIR

BUN EF., 7V 7F=r kR, BD. FIR¥E,. HFERELAS
PHESNTNSE T Y,

13.2 WE
RRNGEBEILZ V. BITICE > TRESZE L,

14. BRALODZER

14.1 FHIRMFEOER
PTP BEDOHEAIZPTP ¥ — F 2o WD LTRAT 5 &5
B9 5L, PTP ¥ — bORKICE D BELHA IR BB
ANFIA L, BICREAEB I L CHRRARSEOEE LA INEE
HRITLIEDPDH S,

15. ZDthDER

15.1 ERERERICE D < EER

(GhgEdtE)

15.1.1 ®ZFMFHIFIC K 2B EZ T -BE T BEREE (5
12 VSR, FEREE) ORERPEVETIMENDH S,

(BEV DI F)

15.1.2 RFNEA M PLFT—b, O T FHEH S5 W0WIIH
TNF o #E| % L7 BEOB MR REE IR L Thi b,

15.1.3 A LHEEIBEHRMNE D FMEFIC BT 2 ARA O L LM LT
LTz,

V=T RAER)

15.1.4 AFBEEE COBRKREBEICBWT, 28BKEICED 7L T
FZUTIUTTUVADBETIBHALNT VD, 28, TREDOH
& (13554) 1BV, SFEBREK TR0 LTF =Y EROD
FHIRKIL 2.9% TH -7z,

15.2 FEERARERER ICE D < 1BHR

15.2.1 S v b (1.0 ~ 3.0mg/kg. B R#&EE) <. BTHOBD
FOBTFEHEORK T, F-EHEF CIIEIHEEOEEKRKT
MWD H NIz,

16. EYEIRE

16.1 miEE

16.1.1 BHE

AL TCOBRKRRABICBNT, RABBEEEIFICY 70 LAA
T 0.16n)ng/kg EROBE L L ZOEMBEIST A —FITROEB
DTHo7%

Tmax Cmax AUCo-12n 77 E* F %
(h) (ng/mL) (ng - h/mL) (ng/mL) (%)
4.2+2.9 44 £ 45 274 £ 198 16 £ 12 20 £17.8
¥ 12 BERE A I HPIR R (P + S.D.)
SORAERNFIFR
16.1.2 BFi8HE

NRFFSERE (CEHERS5.3%) KBV TId, BAICHRANEFERET
2.7~ 4. AEoROBSECAEEOMEFREE,IE SN O (HEAT
Dy 7Y LAK TEIVIREROT—%),

16.1.3 I\ET8HE

INE/NEAEEE (FHER2.9%) KBV TIE. RAICHAAERE
T1.3~25OROFEECREE DMFETREENESNL Y (HE
ATDZ 70 LAH T VEREEROT—4),

16.1.4 EEIU DI F

BT 7~ F8BE 1260Icy 70 525 7L 3mg 2R OKRS L
- EOEMBEINT X —FIZRODEBVTH-721? BHEATFT—%).

Tmax Cmax AUCo-» tie 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
MAERNFIHR (F#5+ S.D.)

o, BENORABE ) v FEHICY 70U LZAH TS KO
3mg ZRFOHS L7z & 2O M EEIEAEOEMENEMLLZ D 19,
aB. BRNORABE Y Y7 FEBE COBRRBRICBLCmHRES
HIE L7326 i, & 70 LA ARG 8 ~ 16 K 0 SF 1 1 H i BE 73
10ng/mL L EARU-BHE8HIOATH o720 VLT F =V ERED
BERI I EEAB IS ICZ RO 6N B MERICH > 72 7,
16.1.5 L= ZABR

AN — T ABRBEBHICY 70 LAH T EIL 3mg 2R OHS
L7z & 205 8 ~ 16 K& O FHIMm R & 13 4.35ng/mL (1.70 ~
7.30ng/mL) TdH o7z 9,



16.1.6 EBIEARE
B AB 28 8 Il 5 2 1Y) 425 7L 0.05mg/kg &R
L7 EOHEMERE/ ST A =T IO EBY TH-72 17,

Tmax (h) Cmax (ng/mL) AUCo12n (ng - h/mL)
24+1.4 22 +13 136 £+ 105
(PH+S.D.)

16.1.7 ZFEMEEHRN - BBHRICEH T B EE MR

RN ZFEMER K - REHRIEHT 2MEEMREE 25 Fllcy 70 ) 4
AHTENE ] H2ERO®RS L& E0FHMF b5 7 EBE1Z6.55ng/
mL (2.52 ~ 11.40ng/mL) Td >7z. €DEOFHES5EIL0.072lmg/
kg/ B (0.030 ~ 0.156mg/kg/ H) TH 7o 2B, FHIMA L5 78
A 10ng/mL L E&ERLUBEE3FITH 719,

16.1.8 970U LAZRATEILETTOY L RFER DL

AEBHEEE IFIcy 7 0) AAN TRV KROY 7 aY) LA Bk % [FF &
BE L7z & EORMBIR) ST A —FIZROEBY TH -7 [1.2.7.2.1 2]

o HT L fitd e Bk A TR
£2 |(mg/[|) Cmax AUCo-120 Cmax AUCo-12n Cmax | AUCo
(ng/mL) | (ng - h/mL) | (ng/mL) | (ng - h/mL)

1 2 10 42.7 18 94.4 1.80 2.21

2 1 10 70.2 9.3 63.6 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

M _ 7 7 o - 1.18 1.08
+S.D. +0.50 | £0.51

16.1.9 &EWFHIEIE MR

(970U LZAATEIL0.5mg [JG])
FouaYLANTEN0.5mg [JG] & 705 75H7EL0.5mg %,
TJUARAA=N=FICLDZFNZFN1I ATV (F7a)LRELT
0.5mg) BEERABEICHEAEREREORS L TP REFBE %8
E L. Bon-EY#E/N5 X —% (AUC, Cmax) IZ2W\WT 90% (E48
XEEIC THRETRIT 21T - 72458, log (0.80) ~ log (1.25) O#EFENA
THY. WHIOEMZENRSEE SRS N D,

(ng/mL)
45 -
4lT —o— #7u) LANH T N0.5mg 1G]
i -~ U577 7%)L0.5mg
4 3.5¢
i Mean=S.D., n=29
ho3L
k4
7 254
o
D] 2
N
2 1.5
b
Z 1
0.5
008G ‘ 0
024 8 12 24 48 72
#5440k (hr)
HYBRE)ST A — %
HIEIST A =% BENT A=Y
AUCo72 Cmax Tmax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)
yra) hAHT
©)L0.5mg [JG) 21.61 £13.90 | 3.0182 +1.3422 | 1.33 £ 0.38 | 24.08 £ 10.98
TussINnTe 22.47 £ 14.85]2.9101 &+ 1.4098 | 1.45 £ 0.41 | 18.88 £ 12.17
)L 0.5mg

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

LMAEEL VI AUC, Cmax ZE0/85 2 —4 1%, #HEHORR, 4
TROREUEH - FEEORBRSEMIC L > TR SN D S,
(F70ULRATEIL 1mg [JG])

yru) AAh TN Img [IG] &Fur5 77kl lmg%, 70
AF—=N=FIZEznZN]1I A TE) (F7BYLRELT Img) #
BB ICEABOROKE L CRMFRE(MAREZRIEL, B85
N7-3EBRE/ S X —% (AUC. Cmax) 122\ T 90% FHEXEIEICT
WA 217 - 7o4ER. log (0.80) ~ log (1.25) D&EFEATHD . W
R OEMZIREEAI TR S iz P,

8 1.
. —o— ¥ru)) LAh TV 1 mg (]G]
- FYur/I 757N 1mg
% 6 Mean=+S.D., n=52
T s
7
o 4
D]
I
2 3
3
i3

024 8 12 24 48 72
5 %O (hr)
HEREINT A — %
HENSTA—S SENTA—Y
AUCon Cmax Tmax Tz
(ng - hr/mL) (ng/mL) (hr) (hr)
oayLAhT
© L lmg 1G] 46.27 £ 24.21 | 5.9706 + 2.3613 | 1.49 +0.54 | 29.15 + 8.28
Z?I:g»]j'j]j’t' 45.31 = 32.14 | 5.4916 + 2.6148 | 1.56 = 0.60 | 27.23 = 9.51

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

AIMHEEN OIS AUC, Cmax Z0/85 A — 13, #HE3EOBIR, (£
ROBREEEL - B ORBEMIC L > TR SRR H 5.

16.2 ORI

16.2.1 BEBRAICTEEICLSY 70 L AKEYEIHE) ST X — ¥ DL
EHELZECS, RERKROERE 1.5 BEICGEORS L5E1E2E
RIS HANEEIC Cmax KU AUC OETFA &S5, Tmax IRIEE L7 2
HEAT—%),

16.2.2 BABEBERBRBEICBTS NI 7EBEZAW - BEFAEYEE
AT 6. ¥ 70 AR BHBEROBORNE ., FHMCEET
IREERED 62% LHEFE SNz 2,

16.3 9
16.3.1 ¥ 70 ) A ADMFEEAIEARIL 98.8% I ETH 72 %,

16.3.2 FF8tEZ ORI 6 Bic Ty 710 L ADFITHBIT R Lz &2
2 MR FRE DK S OBITHRD SN2 (FHEAT—4). 9.6 2]
16.3.3 I v MCUCHE#¥y 70U L R0.2mg/kg #EELLET A, 5
DHBITIIETREIZ I & A & OMBICRIT L, BICEIR., Bh. D, B
BRICED 5 720 BT L MUETRE IR M AP E OB T & & K L. 28,
KB AN ISR E OBIT AR SN, ETREDHKIEY - 72 P,

16.4 {3
16.4.1 ¥ 70 L REEE U CENRHEESR CYP3A4 LU CYP3AS Tt
ans®, [10. 2]

16.4.2 FFEEZETOMA. RAEZROETHREIEFEE UTHA FILE
ROKBILETH 727 BEAT—%).

16.5 HEtth
KRB ORESZREITHICHEE S W, RE(LAEDRFHEERIZ 1% LR
THo7® HEAT—%). &B. #2701 LADIMFEEITEHKED
BVIEBITIC L BHELZ TR,

16.7 EMHEEIER
Zoru ) ARAEEE L TCEMREESR CYPBAA TR S NS 720,
CYP3A4 TR#ENHMtOFEM L OPHICE Y ¥ 70 ) LA MARE
BLATHAEENEN D Do £7-. CYP3A4 25T 25 & OHFRICK
DH 7O LADOMFRENETT 2AEEESH 2. —FH, ¥70 L
275 CYP3A4 TORHBAEET 2 EIck D, CYP3A4 TREFS N A1t
OEYOIMPEES LREELAEEYIHZ P, 72, ¥70YLAD
MAEEEREERIZ8.8% D EEEVwO T, MFEEHEOREMEN TR
Al e OB ORI EEED B 2 2 30,

17. BRFRREE
17.1 BERULZLMICRET 555

(fetEnaE)
17.1.1 BRAEICH T ZIEER GO

(1) EINFIEASE D4BEK6R (35 61). EPKEASE I1EEER (69 fl) . EASED
HELEEREKER (82 )

AR E CORBRREE (1990 ~ 1994 4F) 1BV, BEHiHEEZO—IKIAE
R 186 Bl THET SN, | ERBEFRRV | EFRBEERIITNE
N 97.3% KT 93.0% TdH - 7z. TEMKIEIE 74/186 i (39.8%) THEN
101 [EAH Btz 30 ),

(2) EASIEHER

KA RAE RS T IIBETESREIC K 2 M ia A R EE 2 iER 104 flicy 7o
ULA (FEEE - 1T EI) e s, 556 (52.9%) T A%l L
rogErssn .,

S oruy L AR E 17 H1IC 12BMES LU TR LR (199 ~ 1998
) AEERIZ94.1% (16/17 i) FEM IS FEIR U 7ERNIE 2/17 61 (11.8%)
THolze 770V LAHTELDPEDOTI0HZF (19 ) TORETTIZ.
H THREBIESESHER SN, BERISIIFER L o719 9,



(3) EMENERER BiErRSHRETER)

i R F—HABE - i HLA FiABEOE RS HEEEIC. BE28 ~7
HEi»oBiEl HRE TY 270U LA XA TRILRIEY 70y L AGHEH
TYNEHE LUIZFER, BREEMRRIZ1.7% (22/24 1) TH-7- %),
17.1.2 FFSHEIC BT B IR GO

(1) B

ARBE COEERRBICBVLT, BN TERRIFBEER 22T, ¥
sa) LA (FEEWE - A7) RS ENZ 2460 6 h ARBEEE
R 65.6% THoTzo DB FIIRIBMIRETH -7z, EHRISIE
47241 (16.7%) TENRTEIAHSNZH, WFNLBEETZDS> 50 1
EZBEZTOA RNV ABEICIDEEL VL LER L, £/, 1990
~ 1995 FEICENTEFKEIBEZZ T, F70) L2 (FEHE- H T
) BEEENTZ 12060 6 HHAEFERIZ8L.7% TH-o7 0 ¥,
yra) LA R 7THNC 12 BRES UCRE LR (1997 ~ 1998
), AEBERIL 100%. EHGAFIE LIDEI 4/7 6 (57.1%) TH-
Joo #2700V LAN TIPSO HZH] (10 F]) TOMRFTIE. £
BICRNERT D 4B HHER S NIEM RIS A HIR L 725ERd 1/10 41 (10.0%)
—(va‘éa fC 39) ,40)o

17.1.3 (DBHEICH T B IEER GO

DBHEICBTS2Y 70 LA (FEFE - 1 7E)) OEHERIGOMER
EARSNATWE D HEAT—%).

17.1.4 FRSHEIC ST B IERRISDHNH]

iHEICB T 27 70 AR (FEHE - 17 2L) OEEKIGOMEIR
EPBRESNTNE D DO (HEATF—%),

17.1.5 EERHEICH T B IEER LD

BREICBT 22 70 LA (FEHE - 1 72)) OEHERIGOMER
EARSNATVE DD (HEAT—%).

17.1.6 INBIBHEICH 1T BB R DIME]

NEBHEICBIT S 70 LA GESHE - 77 E)L) OFEHERIEOIH
MEPHERSNTVS P ) (HEATFT—%).

17.1.7 BEBHEICH T DIBERIGR U BHER EEEROIH

[FRhiZS]

(1) EINEIEESE D8R (21 61). ERERHEEIHEER 38 6l). EASEI
HELEERERER (66 1)

OB E COBFREE (1991 ~ 1996 4F) 1B\, BEEHEKROBIEA
MEER (GVHD) OFFi2EMICY 700 L2 (F4HK - 71 7EL)
EHE L1256, FRICEEL2RZRIEL, WEPLEE 25 grade T
DIk GVHD OFfElE 22 il (17.6%) Td -7z % 5,

Fora) s ABERZIFICERS L THRE LR (199 ~ 1998 4F).
grade T BL_Ed GVHD OFHRKIL 33.3% (3/9F1) TH-729,
[aRgs]

(2) EEER

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

(EFEREE)

17.1.8 EINFEIHASE [ 18558 % O'EINSE MABLLEREH 58

BRI DIBIBIC BV T, A7 0A REIOBREIZE > THEERFS.
ISEMERIC &V 250 A NHITORBEHREE 72 2 5B EEFEE 14
BNZBEESER] (AT 04 REL i3 Y227 7 —XHIE) 1TmA. ¥
70 LAN TN EHE LR 0B THNIEONERRD . £ /2.
SHEBBOUER AFABEZ &L < SN TWER CRISER 2S48
EiosrflbHe N,

2704 REITERORENE SN T WS HIERERE S U< 3R IERER
DEEMHBENEREZNRE LEIIERERCIE, ¥70) L2871
% 8BRS L, HAATOA REIOBRSEZ TS RBEE B L, &K
HEATIL. Smg/ BH /4BDEIETATOA NEIZBEE L. IEROZED
MRTERWEAEICIE, 2704 FRIOHEE21T-72, TORER, ¥70

JLABTIE, EBRODELER LS 2701 FHIOBE 2RO, #
S THT 12 BB ORSK TR 4 BRI O AT oA REgRER (LR
Vo iEER) 3. Zheh 4.9Img/ RO 3.8lmg/ HTH -7 %,

Z7uA REEHREE® (mg/ H) OHH

L &A=DINS - AR S TREFOTH D™
[n = 40] [n = 40] [95% {5 HREX ]
5 BIfGRE 13.78 + 3.958 13.88 + 3.545 -
G THT -1.58
123 4.91 + 4.041 6.51 + 4.889 (-3.342 ~ 0.184]
BEHTH -3.48
438m 381+ 4.066 TBETI ] 16,010 ~ -0.953)
%L R=vVoriEE (*F#5+ S.D.)

Xy 0 LAR— T T REE
17.1.9 BN MRES1RER
AT A RRIOHEGIZE > TORAT7 T MIRIERMIR O ERER TS
EERE 0. #70a) L 2h T % 28 EERS L2 EIHEHREIC
BWT, 8HITH S (AEF QMG 2a7) OWEZRD., IFITHEZXT
oA REIDEES N (PRIEGE) .
&3 QMG 2 a7 DR

SRR S Zit&E
[n = 10] [n =10] [n = 10]
13.3+5.17 10.6 + 6.17 2.7+ 2.26
(FH+S.D.)

(BEVOIF)

17.1.10 EAERISE I EEERE RN CENEE DAL
BEOBRBICBWTHY 7Y FEOD L &b 1HICK D+ R3RY
Bohnr--BiY v~ FEBHEIC, ¥70)LAAN T EBRIEL
R TIX 16 B, SIERBETIZ28BERE Lz, TO/E. 77
Oy LAHTEILOENMHERERICE T BKE) v F%E (ACR) OF
REFHE 55 T D 20% S EFIOEE (ACR20 tiER) 13, EFmRET
13 49.0% (50/102 1) &% 50.0% (27/54 1) TH -7z 0 9,

ACR20 iR (GEEEE)

R —H#&GE*
e TR 1.5mg 3mg
%I T B RRHS 9/64 (14.1) 14/57 (24.6) 28/58 (48.3)
S I R B - - 50/102 (49.0)
it 9/64 (14.1) 14/57 (24.6) 78/160 (48.8)

(54 / FEBIEL (%)]
IEEREICHT 25 70 AR T OERES N | HARE, #@% 3mg TH 5.
% FIE HE BB

ACR20 4R (&)

—H#&58*
i L.5m 1.5mg Fita 3m
-ome 3mg & THIET &
BE EShERR 9/27 (33.3) — 11/25 (44.0)
EIEEN - 27/54 (50.0) -

(2B / FEGIEL (%)]

HKEREICHT Ay 70 ) LAN T LOEREN: | HERIR, B¥ 1.5mg TH Y.,
FERICE D 3mg E THERTH S,

QL—TFRBR)

17.1.11 BRI MAELEBELER
AT OA REI7Z TIIIBER R TR I B R R R X% O R B2 22 R TE B
HEETHL—TABRBE S EZNREL, ¥ 70U LAN T LILEE
28 B, 7T AR 35 FlIC 28 BEEE L7z, ¥ 70 LAH SRIVEEC
BULBKEORBEHEATAIT*OE(RIZ—32.9% TH .
FHEBRME. REFNEHEOREETCH S | HIREHE, #filE (C3)
DOEREOELRIZE % — 60.8%. 16.4% TH-o7co BB, JLTF=
775 A (Cer) OELRIE— 22.0% TH -7z ¥,

yray L AR 75t Rt
[n =27] [n = 34]

ERESHEEFT A I T*OEMNME (%) 232.9 % 31.0 2.3+ 38.2
mean £ S.D.
| HREAEOEREOE(LER (%) HRiE -60.8 8.7
(55 1 U5z, 5 3 M5i) (-73.7, -37.2) (-14.0, 90.0)
Hitk (C3) OEBEDOE(LER (%) HR{E 16.4 -2.8
(5 1 ez, 5 3 M5 ) (10.3, 27.5) (-11.1, 18.2)
Cer OEREOLELR (%) HR{E ~22.0%% -1.4
(55 1 WU, 58 3 U5 r) (-33.5, -4.2) (-19.3. 16.9)

MERBEHEAF A7 E I HREAR. RPFMORE ME7L7F=> i
dsDNA #ifk. #ifk (C3) OSEEOAIT (F40~3EHD 4B »5%5,
XK Cer lZDWVWT DAY 70 L ABREOFHIERIEI 26 1.

GERMXRER)

17.1.12 BRI MBLLBEHERNR CENSE DEFSRHER (7.12 28]

FEE ITEFEOHEGEEBE KRB REE 2fl2dRE L. ¥70Y A
Ah T NEER Bl TTRAREE30 I 2 ARES LU (HEGER) . ¥
J0) LANTEVBICB I AWER (DAI 2T 7ICLAHHEE) 3R
lDEBYTH--%, £/, EECEIAREBEERBAERE 11 H1IC.
70 LANTeNE 2EBEES L GEEHRRE). ER (DAL 2
IT7ICKBHEE) 1£45.5% (5/1161) TH-o7- %, Watbrs AR
1 [ 0.025mg/kgl H2 EZFEIFAEE L. ZO%RBEE NS 7HEE (10 ~
15ng/mL) &% % &> FHEHREA LT,
F/-. EMHERERBOY 70 L ARBERCEEOHAEESEL
BREFEIC. 2BMDEOEEN S 7EE%2 5~ 10ng/mL & LT¥ 70
JLAZANT eV EZRE 12EMES LR BRIESHICBT 5E
R (DAl AT T7IC XK BHHEE) . ZhEN61.9% (13/21 f]) © R
66.7% (6/9 %) © TdH -7z,

#F1 DAl ZRa7HER
SEG / ERIE (%)
Y0y LARE A
DAI 237 |2 & 5 S8 E" 16/32 (50.0 | 4/30 (13.3)

¥ DAL 23 7ICHB W CHHERS. ME, TEHECENRTIR. B0 2 EHED
ATEESTHUE LGEE [BE] &L
) 5 MAHRER T o HEFREEE ® ©
DTRoEByHEEZHEL, D &L BEHBEDY S 2 BRI RER
DEBEEMSF (BOE/ER) 3EZT. ARBETTRE Lz, 21
ZEL, | HESEBO LREBEZE N7 7RESE SN < &8 0.3mg/
kg/ HESH & L7z,



G ES M+ 7 7 BEOREE R FERESE
1 EE*! N Drew=Dold X 12.5/ ((Cian+Caa)
B 354 HE 51 HE (12 XU 24 B EE) /2% 3)
) EE* 1 BEHOREA» 5 2. 3 Hi%E
B (JFHI. %57, 8 HE)|Dnew=Dou X 12.5/C*
JRAlL #5 10HE <R
3EE*? 2EIE OS> S 1.5 B B
w515 EE R (JRAL#S 12 HE) | Drew=Dou X 7.5/C*
T 1R
3 [ B OF i LIFERERE (3. 4. 6. 8. 100 12 AR _
(REIZIECT) iE TR Drew=Dold X 7.5/Ctrough

Dow : FEIRTORGE (RE5HKHFE 0.025mg/kg) . HH SN ED/INR LI E ML
ZPUERAL. 0.5mg ZATRLIEWEE T %,

BEHREOREE
, 0=~ 0.0~ 70.0=~ 90.0<~
& (kg) <50.0 <70.0 <90.0 <100.0
®5&
e ) 1 15 2 25

Drew : HEiIROHE R, BHEN/IEO/NELUTE (L2 MERA L. 0.5mg %
TRLIEWEET S,

3 11 Cion 25E R FIRME AR IS RE DA Comn % FV 723 Dnew=Dola X 12.5/ (Cam

X 2.5 &£, F7z Con WER NRMERM LI RB OB E, Con 2 VS

Drew=Dow X 12.5/ (Cin X 4) &0 2[EIHOABEZHHT 2, HIER FRMER

XUIRBOBEITIE, ERTREOKEEZRAL CEFORICLVHELT 5.

REREHS W REREOEMI Y | HEEESO 2750 1 28X 2546, IIF

b 7 EAEEIC 10ng/mL Bl EOBEICIZARASE T, £/ 10ng/mL Ko

BEICdENs % 1 BEEESO 25019 %,

C*#57.5ng/mL Bl E 15ng/mL K OHEICIE, EROHARZEIC0.61% (=

7.5/12.548) LI-Fg&&d %,

CY: 1 BIEO#HEESH» S 2. 3 HREBERSICH T 5 2 SO+ b T 7 BEOFE,

C*:2BIBOFHE A S5 1.5 HYL EFRBEFIC BT 2 MF ~ 7 78E, 2 5258187
DFHfE,

Crrougn * 2GELREICHBWT, EEEESE (5~ 10ng/mL) Z&M L7z b7 7 #E,

B5 2 AT CORSRAN - EEr V1)
P S S S—

(SRR - BN ICEH T DRAE MR
17.1.13 EAZHMEERK « REHRICSIHT BB MR (CX T 2 EME
ERER (MEOZMRIERA—TVHR) [7.18 28]

SRR - REHRICEHT 2EMRMARBRE 25 6lc. AT 01 Al
EOHATRTY 0 ) L AH T E B2EBBRS Lz, TORE, &5
525E%IC B 3 2EHFERR CEHEEFRIIFNZN 88.0% KU 76.4%
TH-o7-7,
17.2 BhERRSTEAES

(IBHETEE)
17.2.1 BRIEICHIFDIERRILOINE [7.5 ]

(1) EFRERAE

HERBOTE (1996 ~ 2002 £F) ICHB1F 5 | FRBEFRR | FRRBE
ERIZ, KA (1,2336]) TEZENZEN98.6% K1 95.8% TH -7 %,
17.2.2 1DFBHEIC S (T B IEHER I DN

(1) EFARERE - RESRIFAE

MERBOFEIC BT 2 DBE—IBEER (10 61) o 12;BREEFRK
D 12EBEREEBERIIVTIS 100%., 12 ERREHEEKSFHERRIZ 40.0%
Thoto 2. SERBEFRR VO IERZBESERITVITND 100%.
3 EREEERGFEIERIZ 50.0% TH -7z 9,

17.2.3 BiSHEIC 31T B IEHER LD

(1) HEFERARERAE

MR ORE BT 2 MBE—UIAEES (1241) © 3ERBEFRK
U3EZEEEBERIIVIND 82.5%. 3 ERBIEMEFISHIRRIL 75.0%
TH-o71=7,

17.2.4 BERAEICH T B IEER GO

(1) $SEFERMREFE

IR OFREIC B 5 FERE—IGEES (3541) @ 4 EREEFERIL
100%. 4 FEREEZBRILT8.3%. 4 FERMIEMRICFHEIERILI7.7%. 4
EREA A VEERRIE 95.5% Th o7z T,

17.2.5 BEIEHEICBI(F DIERRIGRUBIEFEBEROIE [7.5 2E]
(1) EFRRERAE - INSRIFAE

[FRAiZS]

MREOFEEIC BT 5 grade T LD GVHD 0 ZREFEEE (BHEHE 100
HEFR) 1B (215 61) Tl 44.1% /N (117 ) Tl 40.8% T -
7 72)°

LaERs]

HIRBOFHEICH T 22M GVHD 1249 2 ELNEIE, 56.8% (42/74 1)
TH-o71=7,

18. FEphErE

18.1 {ERER

ru) LAE, THRZSEBEEP DY TFIVEEEN L RETTE
ERICBEABETHINN Y Z2a—Y Y A2EETHIET YA M
oV EEEANEI R O IS G IEIER 2R T ™,

18.2 /n vitro fER

18.2.1 THIRIRIEIC L 2 THA» 5D A v ¥ —uAfF> (IL) -2 KA
v —7zuar (IFN) -y D&% 67, EE#EFERT o, IL-1 8 RV
IL-6 ZDEEBIHITZ ™ 7,

2

3

18.2.2 SRS OB HRIRIS OMIEIC N T 2 IMHIERIE5E < . FER
falcxtd 2 BIREATREN TS ™ ),

18.3 BHEICX T B1ER

18.3.1 AFEABEETIL (H=7 AL, 47
\J 2B SHEM RS 2 H L. £EHHZEESE 5,

18.3.2 v FEAERFOMEERU A XFIRIGERIC K 2 MilaEREORE, H2
SRR D BEANSE AT 09 2 Tl (RERN B A H T % &0 ),

18.3.3 MR WNBEIRETFTNL (v 2%, S h¥) 2BV T, BiEH
MEERIGZMEIL, EEHRZEESE 5,

18.3.4 BRIEETL (ke ®, 49 Sv s8) LBEEFL (v
N) 0 FBEETL (1 X) ® RUBBEETIL (£1X) P 1285
BHEESEERICZ2MEIL . EFEHRE2ERES S5,

18.4 PAERRICHI S B1EMA
RIEIAETIL (T ) ICBUBREEY A Mo v EEZIMEIL. M
HIRIEROE - MBTRE 2 ET 5 2,

18.5 BRIcxdg 31ER
BRETIV (¥ R) 2B 2HEH DNA HiiAREE K O ORAAL
FOETRZMFI L. REREBERREOB(LROREHD LR AHIT 2 9,

18.6 KIBRICHT B1EMA
REMBEBREETL (YIR) KBV, KEREOEEL T fiah 5
@ IFN- v QEEAEZIIH L. KIBJ/OREZ BT % %,

18.7 REEEMMRIC T B1ER
BEMHRAETIL (7 R) OFifaIcET 5 THICERYT 2 MERIS
RO 2 IH1 T2 5 £z MBEEETTIL (TR 1 X) OESRF
Zﬁ“%ﬂ&%@‘%} 96) ,97)0

18.8 EfEREEICK T B1ER
EEGEIEETL (S b)) I8BWT, Tt F Loy v ZEGH G
OEEZMEIL. BREMNARBLORIEZ $ET 2 %,

19. BRI ICEET 2 ELEHIAR

—f§4 © ¥ v ) L AKX (Tacrolimus Hydrate)

k%4 @ (35,4R,55,8R ,9E,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-][l,4]oxaazacyclotricosine-

1,7,20,21(4H,23H)-tetrone monohydrate

C4HeoNO12 + H2O

822.03

HEO#EXIIEREOMRTH S,

Ay )= VXIELTY ) —)b (99.5) IO THETRT < N,N-

IRAFIARNLLT IRRIETY I =)L (95) IZEIFR T <, KiC
BEAEB TV,

Ty b)) B

AT
ATE:
R

20. RV LEDER
7O —EBEREEZIE EREBITICRET S L,

22. @
(970U LRAATEIV0.5mg [IG])

100 1 7&L [10 77V (PTP) X 10, EEHIAD]
(970U LZAATEIL Img [IG])

100 17w [10 77+ (PTP) X 10, BZMEAIAD]

* X, xEM

1) Saegusa, T. et al. : EREEERK 19925 26 (3) : 969-981

2) Zheng, S. et al. : Br. J. Clin. Pharmacol. 2013 ;76 (6) : 988~
996

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) A Non-interventional Post-authorization Safety Study (NI-
PASS) of Outcomes Associated with the Use of Tacrolimus
Around Conception, or During Pregnancy or Lactation
Using Data from the Transplant Pregnancy Registry
International (TPRI) : https://catalogues.ema.europa.eu/
system/files/2025-09/Tacrolimus_F506-PV-0001_CSR%20
draft%20v2.0%2022Nov2024-Disclosure-Redacted . pdf

Fung, J.J. et al. : Transplant. Proc. 1990 ; 22 (1) Suppl.l:
6-12

3



7)

Curran, C.F. et al. : Transplantation. 1996 ; 62 (9) : 1376~
1377

8) Mrvos, R. et al. :J. Toxicol. Clin. Toxicol. 1997 ; 35 (4) :

9)

395-399
FIGEE  fth  #4E 1994529 (3) 1 294-313

10) McDiarmid, S.V. et al. : Transplantation. 1993 ;55 (6) :

1328-1332

11) Jain, A. et al. : Transplant. Proc. 1994 ;26 (3) : 1609-1610

12)
13)
14)
15)
16)
17)
18)
19
20)

21
22)

23)

24

=

25)
26
27)

28)

29

=

30

=

31)
32
33)
34)
35)
36)

37)
38)
39)
40)
41)

Y)

=

43

N

44

=

45

N

46

il

47)
48)
49)
50)
51)
52)
53)
54)
55)
56)
57)

58

st

59

=

60

BIERY v~ FBE - BB (Fus 57872 12005454 A 11
HA&RR. HFEERE ~ .1.2) . (1)
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