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OFEUELE (REAEFD 0WBULIZESELDHHWVIHELDES) | IRAMEZE.
FLEIEAIRAE . REEIERRET K
OBAEATRMAM. HRHFKB
Ox70—+tfERE HEBEEHLIWIRXTOS FIZEREZTIER)
O£ENEEMENE MRHEERDBEICEVNT, X704 FEIOEBEELBRET+5.
XIFBIMERICEYRH#GER)
O7 FE—MEEX (BIFEARTTHALBUMENGOAGTWVES)
OfRE BB 1 5 R & Rt D

2. EXREIHNRICEETHEE

b B FHEICHEET 5EE
(BETRMAM)

5.1 BHEAA RIA LV EOEBOERESE I, RHIORE S LA Sh 5 BEC
BHEF LI L, T, BMRPITAARE PIERICHRLIZIZOBRGT 256 OH
PR O RZEEICON T, TR AL L THWRWO T, BEDOIREEZZLD S
IH EOFWMENELE T D LT Sh BB CORBELET D L,

(70— HERE)

5.2 RIT BB AN IS IS 2 b O OFIENC P & 0 R SR R
AT ARSI 2 R T RBEICRD 2 &

(BB EEHENE)

5.3 AH % WM TH G L7=BEOA I S\ T AR 2 < I 5 TR,

(7 FE—MRER)

5.4 27 uA FAMARLSY 7 v ) K ASHHISORAFER T HRARI/RLLT,
WIIE & £F 5 BB DMEARE O 30%LL EICK SBEEXRICT D Z L,
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3. RERURAE

(1) AERUVHAEDREDHR
(BE®%HE)
WHE, BE 1 ARADLY 7 ARY 2 LT 1 HEI~12mg/kg 2 1 B 2 [T 531F THE
H#E5 L., Btk 1 H 2mg/kg T OMET 2, MEFRFEIL 1 H & 4~6mg/kg ZAEHEL 3 5 A3,
FERIZ £ 0 E T 5,
(FF#4E)
WHE, BE1ARMALY 70 ARY 2 LT 1 HE 14~16mg/kg 2 1 B 2 IS5 T TR
A¥595, IERa CE L, #EFEIT 1 B & 5~10mg/ke 218 L 4+ 58, JEIRIC K
v E T S,
(DFEHE. ImfsiE. BEBAE)
WHE, BE1ARASLY 70 ARY 2 LT 1 HE10~15mg/keg 2 1 B 2 25 TR
O#592%, UBHRLICHEL, #EEIT 1 B & 2~6ng/kg ZERE L T 508, JERICK
UBTNCER:H A e
(NRFEHE)
WH., Y7 ARY) L LTI HE l4~16mg/kg 2 1 A 2T CRAOKET S, UL
BiRAIZHE L, MEFFEIX 1 H&E 5~10mg/kg ZHEHE L T 508, SEMRIC KV @ E w3
B T2 L, BEBM 1 BRINOL Y7 B AR UEHAITES*EZHG L, NIRATEE &
ol BIITTE DRSS AOBEICUVIRZ D,
(EREFEHE)
WHE, B 1 ARADLY 7 ARY 2 LT 1 HE6~12mg/kg 2 1 B 2 [T TR
OfG L, 3~6 » ARk L., ZO®KRLICHELTIET 5,
(R=Fzy FRRUZTDOMDIEREHESE SER)
WE., Y7 ARY L LT 1 HEbGmg/keg 2 1 A 2 BN CTRARSZEABL. UL
%1 H AEIZ1TH 1I~2mg/kg TOE IIHET S, HFFEIX 1 H&E 3~5mg/kg ZFEHE
ET AN, JERICK 0 EEET 5,
(RL )
WH . 1 & bmg/kg & 2RICH T TRABET 5, IRDALNTZEEIX 1 » AT 1
H Img/kg §OW&E L., #FFEIX 1 HE 3ng/keg 2EHEL T 5, 72k, JEWRIC XV 6@ T HY
e B
(BETRMEMm)
WH., v7aARY L LT1HESGmg/kgx 1 H 2N TRAOKEST 5, nE, &
FHOREIZE Y EEHEET 5,
(7 0 —HEEREE)
WE, YZ7urAKRY L LCFROAELZ 1A 2RI TRAKRS TS, ok, JER
WXV EEERT 5,
(1) BRI O i 5]
BAIWZIZ 1 HE 1.5mg/kg 2% 5925, £7-. /MNEDOEAIZIZ 1 HE 2.5mg/kg &
BhHT %,
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(2) AT vaA RITHEGUE % 7~ 3 E i
BAICIE 1 B & 3mg/kg 2H 575, o, MEOEAEIZIT 1 B & Sng/kg 25
T 5,
(EBREEHENE)
WH, Y ARY LT 1L HEbBng/kg 2 1 H 2 BT CRAOKET S, RN
NI R 2 T E L, MR 3ng/keg YL 55, Ak, SERIC X 0 B
WY 5,
(7 FE—MHEEX)
WHE RANZIE Y7 AR v E LTI HE3ng/kg & 1 H 2N TROKST 5,
mEB, ERICE D EEEET 22 1 H & bng/kg ZBR RN &,

KUNGITRE AT GEREO T 7 0 AR Y O FERWIGAL T D | BN O /NEIT A5 18
RELTWD EITWWEENZ &6, AT - ITRITFRER GRS PO FEREBLTVD,
(HERRFBHE 1 4% 5 R & RGO )

P A g 8 5 o R R OV & U I RS S AT 5,

(2) BERUVHEEDERTEE - B
B &R 72 L

4 AERUVHAEICHETSEE

1. RAERUVAEICEET SR

(ZhEEHE)

11 o7 Iay (NHIERXEIATEL) DOARBNICEID X TEST 55T, K
HIELT1:1 0l (mg/kg/A) TUIVHZ TEEGET DN, 7o AR) ol iEE
(AUC, Cmax) 28 5 L CRIMEM ZRBLT 2BETNNH 5O T, B0 2 [tk T i
BEORIER OCEKRMRA (g2 V7 F=2, mE%) ZHENCIT O & & bITBE DR
A +o8lEL, REOSLTREREZHAMS T2 L, 2L, BEORBHE (W)
DT T 4 a2 EZRATLIHFEORERE) LVEVWHEEZRAL WL BEE T, —
RFAIC S MHE R S AR +53 & 72 > TH IR AL L TfaBR AR RBITFE 2 ATRE R D 72
WHEE T, UKo GEREIIZ CHO@EORBHARE S L, mHREREE
OIS U CHRERBEZRHG T L, [1.3, 16.1.1, 16.1.2 B ]

1.2 RENOEHIZHTz> T ~7 78 (trough level) ZWE L., EHEEFH T
LTk, [8.1&H]

1.2.1 IBERBAE AT ICRET 2L, BERGICLX2RMERA ORI L CMEH &R 512
R DHEAESOE DR BLE 2B <72 MR E ORIE 2 B E & ITHEENISITV, £ 0%
F 1w AICIREIZAZICHEL, 5EZMEIT L2 L,

1.2.2 X—F = v MHEEAOZOMOIERYNES LS Bk, Wi, BAERBRMEEM, x~7
o —BREGERE, S REEMHEE, 7 N EEEREFRICE T LEICIE, BIE
MOREBZE T, 1 » Al 1 B2 EBRICmPREREZHEL, REEZRETLZ

_14_




ENREFE LW,

(25 4E)

1.3 3 Ald 2% 4 Fl o572 il 2 ML 26 o 7o A Mkl L 217 5 S A 12,
KA DONNFE G EEZBRSEET 22 ENARRGE L H D08, BAEEE OWRIE K O
RAInsomEmblFlomE - 5 8% 4+BE L CEGEZHE T2 L,

(BETRMEMm)

1.4 KHOFLEXR OERGHMIZONWT BRI FTA VEORFOFEREZSHE L L,

RN SN WS IIMOE Y e ip k2 EET 5 2 &,
(7 O0—HEERE)

1.5 RFOHFEIX, @F., 1~3 v ATHobNsn, 3 v AL EfkfeEEG LT 2R
HOObNRWEHAIFEEEFIETE 2 EREE LY, £, BRI ONEZHAIC
X, ZTOMREPMERECTELIHEEITHET DI EBLEE LU,

7.6 ARFOFEHANCEIEREFRLVE CFIPHERFRGE SN TWDLIEEIEL. T OMERFEICR
Fla ERETH 2L, ERICEY . BIBERESLVECANTEEREST 22, HEET
LG ICIIARROERIET—Bf I35 &,

(7 FE—MHEEX)

1.7 BT CE R EBMEICE ED D2 L, AAIOEGHITAIER R EMED
A A ST 2, 8 HEOEG THLEENALN WG AICITREG 2 P IET
528, ek, 1EIORESMIT 12ZEMUNEHEZE T 5,

5. ERERRLEE
PLTORBHBEL. 24TV BTNV - WHBEOA VX a—T 53— L5 E I 0# L
776

(1) EBERT—2 15—
(5% L72 V]

(2) ERERHR
AR L

() AERIGIFRAR
7 RE—MRE R  HEXRERR
TBRRTE DO BEIEMR AT b —MEREREEZ 2t RIC, AA Img/kg/ B, 3mg/kg/H
X% bmg/kg/ At 1 H 2\, 4 BWEKEE L (KFHER 34, 37T K34 41
Belh) o EIEEE A 3T ORGBRIERED & B FEAMRE O Z LR O MEIL, 1mg/kg HE
-21.4%. 3mg/kg #E : —40.2%. 5mg/kg B : —66. 7% ThH o 71=, BRI RA a7 O 5
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B AR IR 78 & B & ST HE D AL R 0 S 1%, 1mg/kg BE-10.4%. 3mg/kg HE-26.1%.
Smg/kg BE-39.4% CToh - 7=, BIERABEHEEIL, Img/kg B : 9.7% (3/31 4) . 3mg/kg
B 47.1%6/34 4) | bmg/kg B : 44.1% (15/344) Th o7z, F7-. 3mg/kg HEIZE
J 5 EREMERIL, BB (3/344) | WK (2/34) | B (2/344) | ARYLMEIR
7B (2/344) I EToh o Te, KAl L ORI 2 85 E T X 22 VOB R Al 525 A8 (i
VT F =N, %) OFBRIL, Ing/ke/ HEE. 3mg/ke/ HEEIZHL L T, 5mg/kg/
AECEm» o7,

(4) HREEROEKER
1) BRI ER
Okg:2
HREEHR Y
TR B M AR A AT A I R A o SIE B 62 B (ZEARRE 47 B, FEARRE 15 ) & kPRI,
AKE T4 I bf—OfELCHET 24~52 BRAKOESL L, Ao -
AR TR LT,
| FEAERITAEMRE T94.8% KRB TI3.3% THY I FAFERTVTND 100%
Thot, HHRISORBRITERE T 51.1% (24 61/47 1), KB T 53.3%
(8 41/15 #]) Th o7z, BMEMIZME LS, BEFEFETHY . BIKRAMEZTIX
ALP i B 5. M REEE B, MG L AT o —L ERENRED NN, izl
BB E R DBARTRIZRDOONT, Yo T 4 I a2V ERRICEHTE2EE XD
iz,

PIDE: o8
Vo T4 a2 R ETOREMBEBMEE 116 (EEE 8 Hl. JEEE 3IH) %
MBI, RFEY T 4 I a2 EA—ORELROCHET 12EMROES L, A2
M e ERT LT,
Iz % b 11 Bl Ef CREEB OAEMER DB D bR BERITBEETH Y |
AMAEMET I XLh 7 vy F=v BA P REE LS 2RO ST h, Hiicic M
BEERDERFTRIZEROONT, Yo T 4 I a2 ERBRICHERATE2EEX LN
7=,

ZEMICETEY T IarExBE Lz well control led BERS LB 5K ER ¥
Yo 4 3 a  THERFRIE T OB BAEE 110 B (ER 62 i, JEMAE 48 6) %
2 BRI, R—HEOARFZ 12 BEKAKS L, o740 a2 (kkS)
BEL e L7,
LRBEHEVTHEENRRD I BIE K OB A 1 R 0 F LR 13 &
BICHBENROONT, UIVMABEGIXLRIITI ZENTELEEZ LN,
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QF B Y <7
OPEPEEE

a)

b)

T 42 2 VIRARICRINA R TEE Lo 2B EE 12 6%t
B AR EY T 4 a2 b A—OHEROCHET 12 BEREOES L, A%
PE - ReRMEER L,

12 Bl 2B TR O AEHERENR S v, BARMRAME R 1% BUN L5 ik
J VT F=r bR MG K EAERRD LN, T ICHEE 72 D IR T A
RO eNT, T oI EERRICERATE EE XN,

BIEAHZORBIICL VX 70l AAOEGHkGEICHEDH 5 T EE 8 4l
ERBIUAKERE LIE ZA BHEMIZZ B, B WIS R O 57z,
T T A2V ERBRDIERFTAIROONT, Vo T 4 I = ERFEICHER
T&EhHrEEZXBN,

Q@irFs4E »- ¥

a)

b)

KA T4 2 OFBLBIHERE Z x5 & Lo Lk ~HE MR

BEABRIZEB T 2% 6 » A £ TORGE Tld, EBROMBMY4 (ISHLT) O &
iE L UET 7 L — R 3A DL RO R SOSFEBLSR % AR AITE 42. 6% (80 41 /188 ) |
P T 2 R AL T% (80 B1/192 i) T o 7o, F 7o AEAFFRITARAIRE 93. 1%
(175 B1/188 f5l) . V> T 4 2 2 B 92.7% (178 f51/192 #l) TH > 7=, BAE
%6 5 HETIZT.1% (27 451/380 i) DEEFENIET Lz, 20 ERFEKRITE

R g BEAE (12 1) . Riie (4 61) . EEEE (2 6)) Th o7, ( 4t
EADT—2%2)
ODBAEEHE 139 Bl 3AIDFMEE (L 7a AR o +THFATY) o+ 2T R

A R) XD EMAMECIX. SMEEERICE 21 i 25 B (BFHEHZY 0.18
[) ERERDOIEEELE (7 ARY v+ AT K, BEYZY 0.84[7]) ITH
SRIEBBE OB ST, Flo. 1 FEFRIT 92%. 3 FAEFHRIT 85%.
BAEAFRIZI BN ThoTe, —F. BEHOZEMIZHO W TRk DIRHEICH

ARYE, BEMEESEORBEROIKR T ERD T, GEANDT—4)
@Hﬂﬁ?hﬁ 10). 11)
a) F i HE L 73 Bl R O WA RS 58 Bl FF 131 Bl 5 1 AFAEFRIL,

FNFN8T% LN T6%., 2FEEFRIZIZFNFN8T%B KN TI3% TH-T-, AFZ
B 8% (11 /131 §) DBENIET LS, Z OBKITRAmAE (3 61) . L
Wi (3 1) . 7 AL A (2 1) | R R T 00 i A O S R (2 6 |
SEEPHE (LB) Thot, ME A DT — )
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b) Al 3L R AR R 44 il 2 ATG (BRIl eE 7 e 7 U ») B (7 m R
RV +THFATY o+ 2T A4 R+HATG) EFEATCHRE (V27 B AKRY U+ 7
PFAT IV o+ AT A R) ITEERISEN D AT et LofE R, MiEmRIC
£57 v— NI LRSS DOFEBLEIT, ATG BT 23% (5 /22 f1) .
FE ATG BET 55% (12 fBi/22 f5]) & ATG BECTAHE (p=0.03) & 72mnot=,
7o VRO 2 AR AR A7 38 1E ATG BE T 68% M 1Y 64% ., FF ATG BETIE 73% MK TN 68%
Thote, —JF. BHEEORKYE D D T M E R O 35 BRI W BE TRAET
o, (SEANDT — %)

®H§$§*IE 12). 13)

a) WEERIRFBAEEE 476 Bl 1 4, 5 FE KO 10 FAEFRIT, TR EI 96.5%.,
88.9% M TN 19.5% T oTo, 7o, BAHED 1 4, 5 FEK T 10 FAEERIL, £
NEI 87.9%., 78.9% K Tr 68.4% ., BIHE TIiX., £ €1 88.4%. 81.0% M
W 63.5% Th-olz, BHEZOKLLT OB R, OTMMEREE (46%) .
B iE (16%) . EMEMESE (13%) Tholz, GNEANDT — %)

b) PR RIFF A BE 50 Bl & ATGRE (V7 u ARV U+ THFF ATV v+ AT A
R+ATG) EFEATGHEE (V27 uRAKRY U+ THFF ATV +ATu A F) ([CELE
T EN O AT R A L7 AE R, BEE 1 £ TOBMBEIC T 5 SMEHE
JSIEEE L b7 < BB IR T D APEIE MRS 1T ATG #E 36% (9 f51/25 i) |
FE ATG BE 76% (19 /25 #]) & ATG RECTAHE (p<0.01) [Zh7ehnoiz,

NEANDT — %)

@’J‘H%*g*lﬁ 14). 15)
AN BWT, DMGEBHEICBIT DY 7 0 XK Y o OfEHa GO IHE zh BI2R L <
EINTWD,

OERERHIE

FREERR
PR RS SRR RS 51 6 (& E M 36 B, FEMm&GEFER 15 61) Zxt&Ic, KA
AT 4 av A —ORHERCHET 24 8RR L, A%k - Zaett%r
Bat L7z,
DI #Z % b 51 BlEfI THEENRO BIL, 7 L— K 2 L Lo GVHD O R FE%
JER (Kaplan-Meier ¥#5) 1%, M &ARM T 22.3%., FEMBEER T 26.7% TH - 7=,
RIERZME EA- R, Z2EETHY , BRIRMHRAM R ITmE Mg KT, Mg 2>
L7 F = bE5H BUN EFERNRD LI, Bric iR E e DR T ILR O 6
Nt Vo7 IarbFICERNTESD LB LN,
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@OR—Fzvy i

FREERER
IRAEIR 2 A 32X —F = v MFEEF 17623510 KF 5mg/kg/ H (P15 &)
1R 2B/ C e MR AEE L, Aot - BerkEE B Lz,
IRFEVERIE DA I1E 78.6% (11 f511/14 1) 12, RO O FEIL 71, 4% (20 IR/28 R)
IZRD b, SfkmdEs (Tdk#) LLE) 1% 81.3% (13 fil/16 ffl) THh o7z,
RIERIZ TR, ERECH Y | BIRMRAEMET X BUN EA M Mg K FERRD
DI, FICMEE 2R ALITROONT, VT 4 I 2 v EREICHEH
T&EhHEEXDBNT,

oYz EERER
VBT IarvazRERTON—F =y MHEHE 30 flaextgic, KHE2S T 4
RavEFA—OHEROCHET 12 BEAKRE L, G200 - ML et L,
G0 2 % ORFEMEBRE O 1 53.3% (16 #1/30 1) (2, HI1DOLEIL 26. 9%
(14 IR/52 IR) Ic@Bd SNz, BEMAIRME EF. TR, R TH Y. BHEMREM
BUEX BUN BEH. v -GTP ERENZRD LAy, Hiz B & 722 2 R B /L3R
DoNT, hrTF s IavlRFICERATEIEE L LN,

QR
HHRBRERER Y
LR R 20 Bl 2 xF RICAA| bmg/keg/ H (W G- &) 2 1 H 2 [EI24 17 T 12 @ H
Os L, Aot - BEMEERT L,
BINERRAT X 520> 16 BT, PAST A a7 Db &% 5 L OMRIE O & EN A B,
2l e b ERARUENRBD OGN, BHERITME EAETH Y | BRK R A EEFIX
BUN L5 ALP LERZFENRO LTS, Fz I & 22 2 IR T IR o b,
PorTFaIavERRICERTELZ EEZZ N,

PIDE: T2 - W
Vo T4 a2 RETORREE 2T 2RI, AFEZY T4 Ia v EF—
OHEROCHET 12 BEREARS L, A0 - ZRMEERE Lo, Y10 #2172
27 1> PAST A = 7T 20% LA B L, Z 5 FEOUENRO v, BIEHIX
MmEEAETHY | BAREMREIXMEZ L7 F = kA BUIN E5& | fmHRE
FREPBDOONTN, HiICHEERIERFTREIRBDONT . T 4 I 2
ERIFRICEEHTE S &2 b,

OBEEFRMEAM - FFBRB 2O

R SRR
FEAE R ELPE R S AR SR O I8 0 B2 3T RIC, AH bme/ke/ A (MBI 5 )
Z 1 H 2B TIe MR NS L, A2t - et il L,
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BT 5o 55, HAERBMEAMO 14T Minimal response], 7R3
BB 1 plClmi ki O FHSE L AR ROKENRRO bz, BENITZ
E, MEEFETHY | BARREMERT IXMIE Mg (KT, LDH EFEREO 6T
PHTCICRIE E R BRFT R ERBO 6T, T Ja v LRRICERTE S
LEZbNI,

oYz ERER
o TF 422 EREFORARBEE N I RFEREOBF 19 623500, K
a7 Iaref—OMHEROCHETSEMREOKRES L, A - Z2M%
et L7z,
18 il Tl « KHE 2 B X PER R ITHERF SN, BERIZIERE CH Y | K
MAEMRFIZIIE ERAETho7), FiiClEE R A2BRTRIERO T,
VT4 avlERRICERTELEE A O,

SHORKRYETIL ARG OEEREE 2 22
a) TEIELL LD ATC RIGEOBARNBRMEAMEE 2355 & L-EWNE O /IHER
BRIZEBWT, ATG, Y7 B ARV RO ba R 70 3 AluwfiH Lk
B. BHHFEIT70.0% (7T H1/10 Bl) Thot-, 72E. FOHFILMAM (i IEHK
fEPHOMERF DU E) NEONTBEOEAE L ER LI,

b) HESELL B0/ EL 30, 000/ u L AR O ATG 1R & 521 72 IR R HLE A
LIEFEREXILATCIHENZ T ONRVWEARBREE AR 235 & L-EN
BH/MAARBRICEBNT, Y7 aARY »FEEFOBEZED 75.0% (6 $1/8 #i)
(ZF 5B AR 26 W IFIC MK F ARG RO WENRRB O biviz, ¥, MK 8IS
Fx 1 R EomERICSE (/R EAY>20, 000/ w L #5030 /A i i, FF
K7, ~EZ m el 5g/dL BN (B GRIED 9g/dL RO E) XILHR
i BR G ifn & DO Pk AF R ERERA3>100% (B G-RIEA 500/ u L R OHA) ik
2500/ u LMD 56, 1 DL E%Y] 2@BOEFEORG L ER LT,

OFEEFEHEE - X704 FEERMER T OD—EEESH D

SHERBEHRE R TI0 — LEEE

FREERER
AEIAI PR AL R 7 b — BIEERE O B 13 Bl & 5, A&l (KA 1. 5mg/kg/H . /)
2 2.5mg/kg/H) Z 1 H 2B T T 24 WEROFE L, Ao - 240z st
L7,
BRI OLET 61.5% B FI/13 i) &, AT A RBEHFITLA 1 FIEZER<
TR BT, RS ERE T 69. 2% (9 #1/13 6]) THh -7, BIVEMIZMLE
FRETH Y | FRR AR IZMIE Mg DK TENEO L2, Bric s 7
DEERFTRIIFBO LN, P F I a2t RFCEATE EEZ LR,
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MY RIEERER
ProTF 42 2R OHEEIFEREA R 7 o —BREREREBRE 18 Bl 25 5ic., KAl
EHoT 4 a0 ELOCHETTH 2 EICHT T 12 @MREOES L,
B - BEMERF Lz,
P2 %LERBEBOEMIRBO DN olz, WEREMREIIMEZ LT
F=rv ERERBEO NN, FiiolcMEE R 2RI RIEEREO T, T o
RavEFRICERATEDEE DL,

X TOA FEHRMR DO —EERE

HFRR SRR
AT aA NGRS 7 0 —PREEREO B 12 6l x50, AA (KA 3. Omg/ke/
H. /N 5. 0mg/kg/A) % 1 A 2ENZ/ T 24 BMREOHEE L, Aotk - Lok
AT LTz,

JREH OB EIL, 58.3% (7T H1/12 ) TR LTz, RESMWEEEIL 75.0% (9
Bl/12 ) Thot, BWEMIZZEHETHY , BRREMRF TME, LT F=
ERERRBOONEN, FZICEE L RIERFTRIBD LN P T 4 12y
ERIBRICHEATE S BB,

oYz ERER

P T4 a2 E2REFORT v A FIERFUER 7 72— BIEREAEERE 13 6% X512,
AKE ST 42 bl—OHELCHETLH 2ENZST T 12 BRRORE
L. A - BEMEE R LT,

GIv ez % b IRE QBRSNS L, BERIZME EFCTH Y | BRRAEM
B s vy = ER i RER ER . BV L E Ul EFERRD A,
BICICHEE R 2BRFTRIEIRDONT, T4 Ia v EFRICENTED &
Ezoniz,

@7 ~ t"—'lii:BZF%’ﬁt 24))., 25)

FRANDIREIED T b — MR EREHF ZXRIT, KA 3mg/kg/H (2~5mg/kg/ H)
1A 2083 C8RMKRNELST 577 v AR & ol (EWN S IFHERR)
FEMLTE, REEEERA T ORXR—ZXT 4 o OEARORMZE (KA
AR, LLTNREE) OFEE (95%E#IXH) 13-30.3% (-41.1%~-19.6%)
Thh, BEHHMICAEEADBED b7z (p<0. 001, RSOVt HE), £, &
ERBIRFPHA 27 ORX—Z2 T 4 06 OELEOFEM ZOFHME  (95% (5 X [H)
13-21. 8% (-32.8% ~-10.9%) TH v . & GHERH A EZDH D b iz (p<0. 001,
MIEDRW L E), U EXY ., KERED T T v REKT 5 A & 72 BIEE K OVR
PSP R = 7 S S RRGIE S LT
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R—=RATA N0 I VRO

e H e ST ATAY
e o 27T ok -
MBS L. TS B THE 95%EHEIXM  pfH

BEEE AT

AFE 44 54. 016. 30 —63. 03,43

e -30. ~41. 1~19. )
A A 2 45 51.1+16.13 -32.6+4. 18 30.3  (41.1~19.6) <0.001
T =t

AFE 44 74. 2+14. 60 ~41.47+4. 08

77 R ARE 45 69.0412.75 -19.5%3.71 2.8  82.8~10.9) <0.001

HIEE AT 4 HA ORI A (GLBE - 2E (BH), L2, B, £5, &8
b)) % 8 # FTOH K> T &1 4 Bl (0-3) TRk (KAHE 96)

PEINHEIPH X =27 2 8 AT O H KRSy (BHITK T DHER) T L1 4 B (0. 1/3,
2/3. 3/3) TmREAL (FKMHE 100)

ek, M EEEIE, DEBAE, FERGEMES E D RRIC KT D EREBITEN
B W TIEEE S LTV,

5% .

4> By T T E ) M ) iE

WM BT 2 2GR EIEMEIEZ MG L Uiz 7 & A xR ik et 2

4= By P BRE 75 M ) E BB 39 B A b RIS 7 T B AR i IREL R BR A S L 7S R L QMG
Aa T bR, BERNCH LT 7 eAREE (19 6]) TE0.79£3.74 K4 & (3F
¥JESD) #mL7zolcxtL, Y7 uaARY U8 (20 4]) TIL3.5554.68 41 > b
W U, mBERICAEZ (p=0.004) 2R D7, T BT L2 U U ZRFMK (AChR)
PURM L, BERNCH L7 T B RBETIZ28. 11130. 8% M L7-DIcxf L, ¥ 71
ARV BT 34. 8242, 4% OV 238  , MEEMICAEZE (p=0.01) BH LI
7=,

HNEANDT—4)
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2) REMHER
%% .
R#ig5Eo=eM (BEBHE. RN 10 £H#AE) *
BB AEE 1,323 B (ARE 1,065 i, FEMARE 268 fil) & xf5IZ 1985 4= 11 A X
D10 FERICER I NI Y7 a 2R Y OB E N Lz, CESBZEHRM K
6 4F) R RBMREE D ELFHR % Kaplan-Meier 15 THZT L 72 /5 55, BAE#% 1. 3. 5.
TR0 FERIT, FAERN 97.9%. 96.5%. 93.9% . 91. 7% K N 87.8% Th - 7~
Flo, FREBBEBEOAGFREIT, ENEI 95.5%., 92.5%. 91.1%., 89.7% K
85.4% Th » 7=,
BIER X 33.6% (444 fi1/1, 323 Bi]) 12D B, E2RIEHITEER 15.3%
(203 f3i) | JITHERESE 55 5. 4% (72 ) . BEIRIN 4.5% (60 f51]) . #=RHK 3. 7% (49 #i) |
% 3.6% (48 fl) . WRILAE 2. 9% (38 #i]) . milfL/E 2. 7% (36 fiil) 5T -7,
INHORMERIZY 7 uARY v HREEOSZ VB R OBMICS < R
FHLRIRMAEICDOWTIZ 3 » HLUBRIC B L, Z2oMix 3 » A% 60T 2 m
DB BT,

(5) BE - WEMHER

HUOTAIaVTRIRARZRIEBERSE Y

VT4 a2 TR REZRTEBEBS 30 B2, KA T 412
R —~OMEROCHET 1 H 2 BIRAKFEG L, EEEHHEZ | @BEE T2 well
controlled 2 ] 2 BEAS 75 bhfw 3l ik % 3206 L 7=,

fEAT x5 20 BIHZHB VT AUC & b7 Z7EOMBEMEICEENRD D v, BIEH ORIBLR
BICHAI OBNMIBD SR P oT, o T, KNIV T 4 I 2 TRINKRER %
ARTREFEICBNT, BVBIREEDIRZAT L5 ENER I N,
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(6) AEMER
1) FARERE (—REABERAE. FEERARERE. FRARBELERE), HERTE

T—AR—RAFE. WERTRERHABROANE
B#iE
R 1R A 2
T T4 2arPbRES~OYY X FEFIZI T D)0 X % ORIER BRI
4.71% (13 /276 Bi) <, FFEROZREMEH ORBUIR D o7z, G102 % ol
BT ZERERO 1 B RS B 174. 1023, 38mg/H (3. 18%0. 07mg/keg/ H) 7>
5 165.55+2. 78mg/ H (3.00+0.05mg/kg/ H) & HFITIR T L7 (p<0.001), BV #
ZBOMF 7 7ELAEBICET Lz (p<0.05) 23, AUC, Cmax ICHEEITRD LI
inole, £, UIVMAIEFICB T OBMEBOEEL AN E LIEADEIT 99.6%
(275 f5i1/276 f5l) Td o7z,

. B0 # 2 A B0z t%

TH H JiE 51 %
CEH#IE =S, E.) (F¥fE£S.E.)
= 7l .
it 7 7 48 262 97.80+2. 56 91.96+2.51%

(ng/mL)

Cmax (ng/mL) 41 502.91+43. 20 546. 69 +30. 41
AUC (ng * h/mL) 10 1,471.46+329. 77 1,411. 06=235. 94

p<0.05 (t FaE @ B0 2 Al & )0 # 2 1% o ki)

2) AREME LTREFEONERERELHE - RROBE
(KGR L)

(1) ZDih
MFZ M &R L
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it
"

VI. EMEHEICEHT HIEHE

1. EEZMNICEAEHSIILEYMRITIEEME
N =a—U L EHX—
/A= RN S

& T D th D G F ) A
EE  BEEOH LM OMEXITHRFIT, KFOBMNLELEZRTD 2L,

2. EBER

(1) ¥EFERL - YE MR 30. 3D
®EHENL : 2L L TTHMMI (A~ x—T Mk &I7RAY)

& ERET
IO ARY T EL LCTHNE (AL —THIE) Ik A A v F—aAF2-2 (IL-2)

OV A NIAVEAEFHET S LICXY, WMAMEMGERZ 7R3, ZOEAR
FiX, v e AR Ry a7 0 U EEGEREER L, T RGO > 7 F s
HEICBWTHEEARAREZEZLTWEI I LY== VAL, Iy =a—U 0
AL ZLETZ2 208D, <A =a—UrArbeEX—>TICK>THY &~
FR1IZ X 285 K NFAT OMBLE R OENBITHHIE S, IL-2 TS DA

N A OEADIE SN D,
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WLy =a— A e — xR ANERAKT

Cyclosporin A
el & 502U

Cyclophilln
0000

coBO (71}
cose
LFA-3)

APC (ERf2TEM)

®=CD25
#-cor.

e

oz
. o veCR12 oy anraim
. SPLT8 Y gz M
RSCET gwi S "
Qe
"

T4

A e
[T en ) jamaen
NFATCR S
RURENH (o )

UL
hoooo

Bl

NEATN by
Y Fa=uh TR
RAR-1JUN-FOS. Rae

NFATN)

AP-1: Activating protein-1 THREEIEEDOA DXL

CalM: Calmodulin AIED a2V ORI X 201X, TRZERKENLTTF v v
CN: Calcineurin A =a—1 > ¥ —8, KRAFKYX—=F¥C (PLC) ZIHMEAL
DAG : Diacylglycerol 74y two—)L L. "RRATZ7FINA Y F—b (PI) OF—
Fyn : fgr/yes related novel gene VA —AR—REIE DL, TOME. MlaNb
IP3 : inositol-(1,4,5)-triphosphate VT AA F U EE (Cat) B RIS,

472 b—=)L1,4,5-31) Vg QCa*FE T TIEMb SN I NVET 2V i,
NFAT : nuclear factor of activated T cells I =a—Vr (7 =2=v FNAKUB) %%
PI3K : phosphatidylinositol 3-kinase ML EE 5,

PIP2 : phosphatidylinositol-4, 5-diphosphate @iE#ibasn-H s =o—1Y %, IL-28 &+
PKC : protein kinase C DOEEEFIHEIK ANFATO MR E Y 7 =2=> + (NF
PLCy 1 : phospho lipase Gy 1 ATC) ZWi YV Bk L., BRICBITSE D,
TCR : T cell Receptor THIfEZ &K @DL-2BETFNHBE L, IL208EAIN S,

Zap-70 : zeta chain-associated protein 70

(2) BENHEEMFITEHABERE
D ALY =Za—)oA42EEZ—ELTOEHR
OnEY2) AMARGEME IV Y =2 — U UIEWIREER (in vitro) ¥
vrmTZ7 4=y uaARY CEIMCED, IAEY 2 ) URENER AT 7 24—
EVENA B ICHE S iz,

(BRBRF51E) cAMP K7 s A v %> —F¥ o ROV T 2=y bD VY U ERALE LI B
95 A ~7F K (DLDVPIPGRFDRRVSVAAE) ™ & U v FEM % %P TT7~)L
L7CATP TU UL LT BEZEBEEL LT, IV EV 2 IV =
— UV VHEHET, FEAAEZRFRMLTA vFax—va vk, WHER
= PP AN RL, av b=k 1 & LEMMKART 7 2 —PiE
e O
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QHNny=a—0 % L THIBNER SR 7 (NFAT & OVNFIL2A) &ML /FE
(TAg Jurkat fiRE*. in vitro) Y
Jurkat T Ml AKX A I I NV v =a— U VOfiiy 7 2=y § Aal EFFHIY 7T 2=
hBZBBENCHB ST D L NFAT L OV NFIL2A {EMEN B S, 7 n AR 2 Xk
LEFICERIIMEEZ R LT,

NFAT SN IL-2 T a T — X — iR T
NFIL2A ST NVH Y RAT 7 E—FED LR — & — 8T
TAg Jurkat A 2SV40 T— YV THIR CLZEMIC N A7 =7 FLT7-E B

T AR A MR T A > Jurkat 5 & (KA
(EBRGE) 7o AR VHFETFTCAA ) ~A U FOPMAIZ K > THIFE L., DT
NWNHVRAT 7 X —PIEMEEENRTEIZ LD BE LT,

2) ) UNE~DER

O~A Y= R XD, U 2 BRI {E A

a) EEERIBEME., IV EROT Y PV ARIEIER (~ o A, in vitro) *¥
~ U A AE 2 N A (Con A) THIPEL, SH-F IV, 3H-7 U T D
VIAHRDEE R v 7 v AR Y > 30ng/ml KO 1 pg/mL IBE TR LEMER, »7r 2
Y TR EARAF R B Y A B & B L7,

b) U L NERMEINHIER (= v A ML, in vitro)

Con AL 7 ARY UERBHCHEM UGS, Y7 a AR X8 N7 Y 8Bk
FEINHIER 28 L7228 . e 50% Bl 9~ 2 121X 6 RERI AN O BB L Toh D | 24 FF
MBEUBETIXIEE AL ZOERIERO DN hoT2, —FH, Y h¥ T I8V RT
TR GRENIC B W THHER IR O bk olz,

QA v —uAxr-2 (IL-2) FOY A MU A > EAMGEM
a) IL-2 FEABHIER (=7 AWMAL, in vitro) *V
I BARY 0. lug/nL UL EORET, BT A (P815) HIMIZ L5, IL-2 FEA
T AR o> B 5l A3 S vz,
b) IL-2 FEABHIER (=7 ZAMMAL, ex vivo) *¥
VI BARY UEROEGEHMH Lo~ AW S B L7 ) U NERO BRI
SH-F VU EHEML, ZTORVIALENDS IL27EMEZRE L EZ A, AEEFD
WCFIVUVRVALENED L, Y arARD kD IL-2 EAMEERNED 5
nic,

@~ L X —T MR %3 2 @R A9 1E H

a) THIRE ., B GEIC RIT4HEH (= R, in vitro)
I ARY XTI F AT R F LB | BRI T AN 5E 2 I
L7,
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b) ST MK ORIRAIEIER (& b—& U > SskIBAEHE, in vitro)
R IR 7 Ly S — IR EIE & b BB U o SR OB I,
v 7w AK Y 2 (0,064, 1.0, 2. bpg/ml) 7E7E F T b A EEIZK & < R72 417 (p<0. 001)

3) BEETILADER (in vivo) 294
B (UYF, AX)  F (X)L (TF) Dl (B) R (X)) | BE (X))
NGB (X)) ROVERE (VX T b)) BEET VBT, REBHFOESE
W T AEGF B BOIEENRRD bz,
Flo. BHEBMEICE T 5. BEASEEIEO TR (73 X) KOEEDR (7 v R)
WIRD BTz,

55
AT T i o i
7 H
[ [) o & R vru R |EFREOTRMET, EREHETIEI BITRL
RYVy |vZ7u2RY CBETIT43 AU EEZRL. AER
. |FEHGEE (n=23) .| 25mg/kg [EEVRBD SNz, (p<0.001) £72, ¥ 71 R
VIEE g e R (n=| (im) [RUCEEHLHECBEEORICIIAESIIR
26) ZxtHR & L= O LN T,
v uaARY R
(n=22) L Dlkig
- [(AEBBMICE vY7ex [EHFBEOPRMIXFEREREO 8 BIZX L.
F e HEKFICS|] AU Y |bmg/kg/BU EEGRETIIZENEN 21 B.28 B,
® WCORF] 2.5.10, 31 ALIER L=, £72. v 7 a2 K L Ok5
fil 20mg/kg |HHIET B L. DB MG AR LT,
%‘F?%Erﬁ;i ((n:9)) . (p.o.) TR TE
. |2mg/kg BE (n=5) | e 3 7 H D
A2 5ng/kg B (n=1) . e A B | s
10mg/kg #E (n=17) . P 5B 7~9 8
20mg/kg ¥ (n=26) T ARY v 2mg/kg/H| 7~18 9
7 u ARV bmg/kg/ H|16~30 21
7 ARY L 10mg/kg/H|16~75 28
v AR L 20mg/kg/ H|24~53 31
[ [ F {72 A v/ A |BAE%TH, 14 HEXO21 HORESIZET 50F
ARYU v |BEREIR. HEAERGRE, 7Y T ATV URRICE
EHERE (n=2) K| 20mg/kg |27 v ARY UBEETHEWD TREICHET-NT,
OTFFH7 U | (poo) |Eh, OB EREMSLTODMIC, MY
BE (n=09) Z xR & B A LZERICES 7 g AR Y URETHERBRO
Uij Lz m 2R Y| 7HF4 JRFRn biensi,
ﬁ 4% VB (=9) Lotk| TY
=X 7 ~ 37 A
* S T R P e
WIS |[FER 5 10, 12 11
v vy AR Y RGRE | 6~125 | 37.7 T
p. o. THFATY U FE5R | 5~45 16.9
*5<0.05
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P m BRI R S
7N 191
[ 7] F /0o A A vra A |7 aARY CRERKISIENIZR D RS H
AUy |0, tOHTIE—E LG EmEER %2 xR S 7
FEREERE (n=20) | 15mg  |Ho 7,
v rmZ2RY | (i.m)
0, 2, 4 HEHEERE (n X% | EfF RO
=5) . v s AE| 25me Rt Pl Al o ok i
Uik GaE (n] (Gom)  DERE 6
=6) . 7THF AT Hf 7 a AR U 15mg/kg
U+ A ?;7“;; (0. 2, 4 A/ 22
L RF=>n | 7Y FA |7 m 2K D 25mg/k
% . |BEE (n=6) . TY| TV Glifes e 5-) 8 ~ 68
W |77 |FAT I m T bne/ke [FHEF AT
F=v+7mnits A FAT L R=y e 6
VU R (= | A F L T FTHFF S o+
5) Vf;ﬂ;%VF‘:f W=+ Tar B 6
7 7 2 % \% =V 3 I K3k
(Asta 036.5122) | 5mg/kg |22 DFE2ZT S REh& i 25
WG (n=6) &
D g V/AR= IR
A 7 7 2
R 3% R
bmg/kg
ARG RO |7 FF A0 MAGGHED 3 Bli 1 BIEAER R 144
i Jifi 7% fi# ] 7y v HTHom=, o 2 flixAFL, ABRFTAT
2mg/kg [T, DRBMEIZE LODEOE/ANIEFIZZ LL,
- DA (s.c.) HEMESUSICERTAEEIZR O LN - T,
FEBRER (n=6) Y7 HZA
vormARY HRY & - o i %
\ 7 AT A 2wl B | A% | i e
N HE (n=6) i.m. N =7
3 N aE | L |y RS 5,6,7,8,21,27
By v rma®y o+ BEA VI BAR okt ant
B TEFATZ LGB E | a=s s SRS
i FRE (n=3) e R P b (N
b N B 7y
2%mg/k§g N T a AR
1.m. S 1)
Ay i ZZJ/;T 7)7/47;}_ 1447, > 218, > 250
H#b, 7
LU SEIC L BT
TR ORI K BT
[ 7] 7 fifi 7% 4 rua A BB EO R RETAE kO SEMHIEE D200
AUV kL, Y7 xRY CHMBETIISA, 7HFF
vrwa ARY CH| 1Tmg/kg |47V U HFHABETI94A EER L=, L LAETF
AEE (n=6) (p.o.) (WA, MG OB CREIZ OV TITE
v ARY 4| 50AH |[HERTEXRD LN ho T,
THFEF Y P ur%m%
B AR (h=6) RRZ 1 wmmmm | swnm |[FEIEO
% 4% = _ 2]
s 7mg/kgh I ARY 19~ >359 135
T 5 7 maARY v +] >75~ 104
X TYFATI) > 1732
T F A
v
2mg/kg
(p.o.)
14 H
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&5 & -

B s ; P —
7 ) ) il AR T IE %&% AR B i A
[ 1] 8 P 5 i T/ u A |IEW mAEEKER B o bR i ER R O4H
AU Y [oxt L. 18mg/kgbh P EHE TIIF N F N8
97 f PR 18mg/kg |AH . 5hH EHERIERENAE O b,
(n=5) (p.o.) |F/., AFEAHKOPRMEX, HEHEEHOIZAIC
étlf&“\'%?ﬁ’\f (n=5) XiE % L18mg/kg 5-8ECT36H L #ERK L., 26mg/kgf
TYFE TS v %m%gﬁﬁfﬂ%ﬁkﬁﬁmﬁﬁbh
A=A = p. o.
BEAEE (n=7) 1E & B & 4
e ZrmALYY ZUr= | smEmH 171 o Bl
% = " |18mg/kegff (n=5 vyua v B
HE g V&mxﬂ?\"U‘/ 1. bmg/kg ||k 4= 155 *f FE 1 <1 13
26mg/kg # (n=10)| (p.o.) |JEE 5% 4 13
. TYHFATY o+
77?“]?? FLR=YnBay § 23
i PRAE .
3mg/kg 18mg/kg 18 36
I uaARY « «
o5me/ke 55%* 85*
*p<0.05. **p<0.01
(AENGBE] | 7o [BRREOROREE COAFEHRIZERGR
KUY o4 X L THEICE L, 3§ T 203, 221,
FEBHRE (n=25) | 26mg/kg [432 HMAEF L, ROBEHLIERGEHL L
vruaARY v (im) [@LEEZAAEFERBEO P RMEICHEEZEITR
I 25mg/kg/ HAFRWN| 1 5 A% (Do 7=2, 4 BB EDOATFEO TR TR 0 &
é% &U“é’ém&%ﬁ (n 2(5mg/k)g HEHCHEBEICEN- T,
4 12) | =25 ) p. O.
I YrmARY | S 72 T B T RO T
ggﬁg%y%uﬁ §ﬁ FEE G HE 12.5+4.6
n= VIR A N ARY v
R Y | R O R 103. 539 47
2(5mg/k)g v a AR Y RO EERE 30.4+7.6
p. o. *p<0.05
(BHASEER| 702 [A0B B OAEGFERIZIFBEBEEDLI0%ICRT LY 2
i (GVHR) FBi%h| RYU v |m2RY o BEIF44% T, 1008 LL EoAFEITY
2] 10mg/kg |7 a2 AR U HEOKRIZRD bz, 72 M0
5 (i.m) |MICGVHROFEIER L 7 rn AR Y VHF 512X
s - %E%E§$TH$Z8H% D 80% LA b7 5 25% R 1A L=,
x + H BB 5 1% [
I BALRE TR TR IR
FIFERS > 7 2 TR T A B 6.8 H
WY B RE [F R RS A kT PR A 15H
Eﬂgﬁﬁf®% v n AR Y PR 40 A
i3
(BRERAMBIEN| 70X |70 ARY (AW~ L7~ GVHR Z M H L. &7
J& (GVHR) 1R#EDh| KRV v |[WiMZEE L,
2] 10mg/kg
20mg/kg |7 o xRY | #l | #ER% | AFEB K
E ;é’*’&éﬁ%%%?& 13;{% 5(0mg/k)g o (mg/kg) | %k | (BH#%) | o il
i S b (MDY T AN p. 0. &5 59 %I R 31
% 18) VEEE L IRED 10 10 | f7 H 13-38 83
Gizs R E 20% (10) 19 | 4 H 13-38 70
20 16 | 43 H13-90 80
50 18 | 13 H13-38 83
*13-16 H %= T 20mg/kg/ H T.17 HLL# 1T 10mg/
kg/ BT L 72,

4) BERERBICETHEEER

OR—F = v Mp ; EROBECREET RUBER (BAU) ~OfEMH (7 v k) ¥

MRS AT PE LR (S )

CkoTalEEZIEINS BAUICBWT, Y7o ARY Vv

10mg/kg EHHE G2 XL 7 FUBERITERICHE S Lk,
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QL ; AR ~DOEZEEN GEREEFREBME X — F~ v x) 1
KO~ 2 (7 m AR CIEERE) T, AL, REEE, LBEEER & O
B A ORI AR AN, 7 ARV > (5 X 20mg/kg, i.p.. 1AM #
HRETIX, WO PSSR E RS hole, £, mAMEEET LI X by
7 ARY rERWTHEE~O S MEmat Lz 2A, REAMMBRTIZS 7 o AR
U UREEHALOHFIENR R E I, Y7 a AR Y UREENICALMRIC LIEAT 5 Z
LR S LT,

@A A BER M 17
BARBMEE M EAFETHMIC L VBSI LT Y vk Y o — i 3&E mATBRML O in
vitrolZB T Han=—FREMEl L, 7 AR X2 T YU REkrsa— 02
£ % anm=—®ami &8 Lz,

@37 v —VREMRE ; JLGBMBLRET L~DOEH (7 v k) ¥
PURERIRZRERE (FT GBM) HIAETEIC K VIER LEBRET VICEBWT, ¥ 7 B AR
Uy (2.5, 10, 20mg/kg) ZHM{EHREG 1 AL LV 10 BB A& LG LR, IRTE
HHEME, SR NAGHIEME, MG = L AT o — LV EZ KT S8, BIROMREET 72 s S
o, ZOFEMITAMEKY 7 2=y b oREREKRE O 0N HUARPE A& o il X
HIZENRBINTWND,
ENAG : N-7 B FL-B-JapI=F—+F

O HEIE i e BIEMEERRET VA~OER (7> h) W
Torpedo californicus (I~7 Y E LT A) OFREBEH/RENLOAMLEZ-TEF LY
AR (AChR) Z 4 L CIER L= EIEMENEETT V7 v MIX L, #IEIRERE,
I IS E B MER. M OUBMGERIC Y 7 v AR &k I EEN & 5 L7k 5,
WITNDOEARICRBWTY ., FEB G/ & HEk U THL Torpedo californicus AChR HLif (H
FA AT EIZRT D5 KUHLT7 » b AChR finfk (B CHUE) o I iEEd Lz,

®7 PE—MHRER ; 7 hE—HRBERET LV~OIEH (w7 2R)
AKENZT FE—MRERET L~ TR (NC/Nga~ 7 Z) ITKRAFEE LRI WT,
KRB CTRERA T PAEERIKRMEEZ R Le, 7o, 2 9 B TEh R0t
LT D & ARAFI G- CIRE 2 R T E I 3 ER O Bav 7o, TR B A R A U R
BEHBLTEROVDLA - BEORERENR L TRETH -2,

(3) EFARBRE - FiEFH
Y &R 72 L
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VIL.

1.

EYHREICEHT HIEE

Ifn o= BE D #E 7S

(1) BELEDHGTODERE
L FEAN e
FEMOSOS K TY GVHD ZHid 35720, /o, Y7 ARY CORIERHZRET 5729

(o MmpgRE (P 7E%) ZREL, BUARKRGEEZRET DI ILNEETH D,

HARBY 2 iR 03, Bl O, w71k (DFAEA. BB LA ORE &%) |
BRI, BHEOREBETRZR S,

\ JENSRERASIS
FICEMERRE O, 7 v 2RY O b7 7EOMENEETH 5,

<BE BBRBONT TEICET DR >

BHAGHIHIIZ, 200ng/mL 2z 72V, EHich=v
EHT D% A0, JERORME 2 272 5 150ng/mL % i 2
RWEIIZTBHZENEET LY,

~N—F = v b fﬁ
HEREGLME 5 &) B

Wz Bt | b7 7EiX 200ng/mL A xRN L, OV

IR 2 SO RN DWW End | N L7os
X2y BEE N7 741X 1560~250ng/mL & HZZ &35,
BENEMICHZ 554120 200ng/nl 2B 2 202 &
LE LW,

HHHENGHD, 1~2 5 HEES L THRERIHI L 20
LA, M7 74E 150ng/mL %88 2 72 WV PH TRRm A 22
5, Fi2, 6 5 AU EHEHT 256X, 100ng/mL LA FIZT
HI &,

7 a— P E R

IR R ER 2 & O - RN D72 Wz & D N L7248
B v, B ST 7{E1X 200ng/nl 2Bz 720X 51
MEiT AL, o HEEBICHB VT 150ng/nl 2B % 72
A &O 52)

4 £ P EE A 2 7 E

7 b B — R % NS Z74E L 200ng/ml BB 72N L, Y

(2) BERABCHERESIA-MPERE
BAEZEREDZE LT 18 HlOBBMAEZIZ, TNETHRALTWEY T 4 I 2>
CRIEBEOARFNIZY T 4 I avEr/7uA A —_"—1ETHE LR (1 3 2 [ 12 B

)

CERMFY 7 AR SREA RIAMEICZVBEIE L THE L2/RER, BALER L&Y

20 DEMERENRT A =2 F, DLEBY ThHoT,
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FBREV=ENOSCEES

" ¥ L e e} S
S AH) ) g g s

1500 | os0g f
g

1000 -~

%5t EEE (hr) Fe G H#AFR (hr)

INT A —H A Al T 42| BER (%)
AUCo-12n./Dose (ng * hr/mL/mg) 34.4+11.14 | 29.4+14.19 22.7+20.8
Cmax/Dose (ng/mL/mg) 11.00+2.944 | 8.61+4.701 45.6+47.9
Cmin/Dose (ng/mL/mg) 0.749+0.427 | 0.701+0. 420 8.8+17.0
Tmax (hr) 1.1+0.21 1.6+1.57 -12.9+31.0

S £ S. D.
BALHFE (%) =100X (KE-HrF 4 3ay) /HPrTFalay

(3) hEH
AiEm s (7 7E%) ofPMIE, KA, wRGE (PFREEAD | BRI, 85
DIRREFIC LD R o0, RPICmMPRENSWES, BREREFORENES 2D
ZERFBENTND,

(4) BRE - ftREOEE
BHEROPE
OILENT — & Y
fEEER AN B 1 24 BliC, AFK 180mg KO > T 4 2 2> 7V 300mg % 22 B 1%
W% (960kcal : BN 54.4g & A) HEEEG L, £2ff 7 v AR Y VIRE % RIA L
WCEOVHELE, T 4 2 TIFERIZE Y AUCo4sn 2389 36% 0 L, Tmax 7349
2 fFIER L72Ay . ARAITIE AUCo-asn: D FEHIEITH 16% A L7 b DD Tmax 1356 £ %
£, T 42 R TEFOREN NS N ERBEO LN, mHPRE
DOHER e O FEMENRE T A —F & FiRllr LT,
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{ng/mL/mg)

{ng/mL/mg) AH LTIy
6.0 m 80 ¢
Bifl £q | —o— e 5
ﬁf —— BHELE
%o 40 FHE, n=24
2 30
o
U290 t
2
gLoiﬁ?Q:::b&:a__*__o
I r) 0.0 1 N 1
0 2 4 6 8 10 12 14 16 18 20 22 24 0 2 4 6 8 10 12 14 16 18 20 22 24
5% (hr) BH5#EFM (hr)
AT AHA T 42
TR AL % TR AL
S Ty | BEF | g ww | ELF
(%) (%)
AUCo-sshr 3,514+t87812,981+865| -15.2 |3,076+1099|4, 174+993 35.7
(ng * hr/mL)
Cmax 1,011%£192 7591237 -24.9 645=+248 653 =266 1.2
(ng/mL/mg)
Tmax (hr) 1.5%0.4 1.8%£0.7 20. 2 2.5%0.9 4.8+1.8 92.0
Ti/2 (hr) 8.5%£3.6 7.4+3.1 -12.9 6.9%£2.9 8.3*£2.8 20. 3

S fE =S, D.

ZALER (%) =100X (B#-22lEH) /22 iE W

O L—TTN—Y PR LR LG, AR LR 5 L OBERD D,

(v, Zzet: (M EoEE%) (B3 2HE 7. MHAEMR] OESHR)

2. BRYMEER/ANS A -4

(1) 7753k
FZEE R L

(2) RIEEEY
(L ER L

(3) HEEEEH
(KGR L)

@) JUTFUR
S R L)
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(5) HEHEH
(AR L

(6) Z i
ZE B R L

3. B&H (REaL—>av) &M

(1) A&
Y &R 72 L

(2) RS A—REHER
MEZ M &R 72 L

4. IR
W ERAL - B ER AL
IERFIEER « IBIF IR O BZ 1T L A EZ T 72, ™
AAENIH T 4 22 L L T DWESCBFICLIEELZZ T W EDORENH

A 57) . 58)

RAXTRATEYT 4

SEANT —F (BEFERA 126127 v 2R Y > 1. 5ng/kg Z57E. XITAK 5mg/kg & B
B 5 5, o o I E - HPLC 3%) %Y

M NNA AT XA T YT 4 :38+10%

5. 7%

(1) & —fxEEF&ad %
i Lz < vy,
(b PN B i 8 N R M o> PR B K 0 BEBhAIC R s s, )
kRO, #EZ > b 30mg/kg BB OFEGIZI VT, MIRICHSHENREEIZENTH > 7,
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(2) mi%k—RaAREEP @B
BITT %,
-HNEANT % (BBEE) Y
T m ARY L 326mg A4y 20 BERARTICR 05 L7-1% . R K OV 4 oo KA i
(IfJE) D> 7 a AR RELZ RINEICE D JIE LR, 85 22 FEE#% O RHK
RAH MBI 65ng/mL, &5 48 Wil OB A R ARM M 1L 14ng/ml Th o7z, 72
B A% LEBCEEAERRBEL SOy 7 0 2R CEERBRHBRALU T TH - 72,

fllicb, b P ClRBEAZBIBT S ERHREIh TS, W

(3) At~ ITH
BT+ %,
- BBAEEE BT, 150mg B EAT, 3. 6, 9 RFMBZEORI T T 7 v AR Y UREIX
S IR EMZ R L, 330~570ng/nl O THERB L71-,

(4) BER~ADIFITH
BITLIZ L W,

(5) ZDHDMBHADIBITHE
SNENTF—% (in vitro)
H-v 7 m 2R Y > (25~500ng/mL) Z M WEFET L 72#E R, AR M ER P IZH 50% ., A ek $
A 15% A H D IAF . VIR ICRS b,

(6) MBELKEEE
SNENT—% (in vitro) ®9
90% UL _E

-7 v AR Y v (25~500ng/mL. in vitro) A WKHE LI-EE. miES®EF TIZ Y
REAL %N FES L. H30%RXT LTI VEmomiEER LS LTV,

6. X#

(1) B ER U R BB E
RBEBHL : £ & LORFCHDRSH, MBTHRBENS.
RABHEE : EAR KRB, ML, N9, WMN T D,
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(2) RBICEETIEBR OYPE) OfFE. 5%
HENT — & 6D ~69
PrmARY FEL LTF b7 o—24 P450 34 (CYP3A4) TR# SN, FERBYIZ
EF//bE RrFUR, Ve Faxidk, N-AFAETH -7,

Q) MEBEEHNRDEERVZDEE
GIEIRGRIEEI P S g B

(4) KEYOEEDEERVEMSL., FHELE
SENT—% (in vitro) ™
fREH (M19, M1c9, M4N9, M1, M9, Mlc, M4N) DHPRIEMEZ . —&k U > SERIIE A5
TWRY NERREEBR K O A b Y = SRR B W TTRES L, SR Y N ERIR
REBICEBWT B2 7 ZRY KT DT ML & M9 T 0.16,0. 14 T > 72 LIS,
TRTO.I0LLFTH-T=,

1. B

(1) HEMER AL B O R2RG
T2 L TEP A~ SN 5,

(2) HEirEe
HNEANT—H T
BHERENR TN TV D AFICH-v 7 1 AR Y > 300mg 2/ O&FE L& &, 96 BEfE#
D PR IETEILE 58D 6% Th o 72,
DL, REMEIZ0. 1% DTN THY . FERBWILMIT A 1.1%., MI81X 0.5%
Th-o7,

(3) B EnE
AR L

8. FTIVARKR—AE—ICEHT H1EH
FZ M &R L
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9. BWZEIZLBBER
JEREBAT : —FRETRIRTPICRRAT T 2 M IRED 10% L F T, WK ETIEBREEITIZE
WEBBH TXABRETChHST-EORERH D, ™

MEEN - 1FEAEBRESRRY,

CHEANT—H

R ERE 47 1 AR Y > 100~200mg 2 1 H 3[EIEG Lz 2 A, BITKOY
JaARY OMP 7 VT 70 ACHBERBIEILAR LIRS T,

Fo, BMICEL > TRHRESNTZDIEFEEED 1% FTTH-oT=,

ELE M EHER © TRESE R L

10. BEDERZHTHEE
YT 42 VICRINA R A2 R T BB AR BT 5 EmEE
P UT 4R 2 THEFIRIETORBMEESR T T 4 2 2 VICRIR R 2773 20 fIC,
ZFNETIRALTWEY T 4 22 ERAEBEOARFAXETIY T4 Iavrd /v AF—
N—{ETHRE LR (1 B 2E 12 FFEfE) ( 2fihy 7 e 2ARY JREZ RIAEICED
HE LT Lim ik B, ARG E S0 ORY B AT A—Z(TERD LB Tho 12,
(WA B A7) = dose normalized AUCi-swe 73 10ng * hr/mL/mg LA T & 25 HUEE & L THEH

e CHIE)
INT A —H A FA| T 42
AUCo-12n:/Dose (ng * hr/mL/mg) 32.2+8.3 17.4+6.8
Cmax/Dose (ng/mL/mg) 10.49%+3. 00 3.93+1.87
Cmin/Dose (ng/mL/mg) 0.77%0. 26 0.58=%*0.23
Tmax (hr) 1.4+0.5 2.4+1.1
MNEH{E +S. D.
1. 20k

&R L
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. =% (FALDEIESF) CEY HIEE

[

*&
2. %

ZDHER

N EBREBEICETAXRFDOEEF. RENHRERUBHEEEOERICEBELTLS
EEIXIEZDHREDL LETITS>Z L,

1.2 ZPFrE—MHREBRIZCEBT2ERFDHBEX., FFE—HEEXDARICEELTWLS
EfDL LT, BEXFIZTORKICENERVEREZFO+AHBAL, BELEC
tErHRBLI-LTEREZFBT S L, [9.7.1 58]

1.3 RFEFEHUT4Iay (RARXEHTEL) EEMEMIZASFTIEEL, N1 F

FRASEYTAHNMELTWVWEDT . HoTaIarhoRFIUYBZLHBEICIE.,

oBRRRY)ombEE (AUC, Cmax) DLERICKDEMERADRBRICEET S &,

HIZ. BRAETOUYBRAFICE, YoT 42 0BEEZLERLAEVESIZT D

BREEETDIE . TP EBYUTA IV FRARREEDEMENL L TITIZ &,

—FH. REDLH T4 Ia0ADUYBZICTOVTIE, 20Ky OmdRE

NMETTEHILELNHAIOT,. RAIELTYIYBRZTHABENI L, HICBERETIE.

AETRICL > TERREARBET 28 ThNH S, [7.1.8.2,8.3,16.1.1,16.1.2

S

=

n0en

RELZDEH

22 (ROBHIZEBEELEWI &)

1 ARFN DR 2% LI BUE O BEIEE O & 2 B

2 27 Y LR UHBZRS)  EXARREZFU BANREF U RV H
TUAXLY, TAFTLENL, RN=F LN, FIT7VTLENL X7 4T T—F
R E R oBRE [10.1 K]

2.3 MSUTERICEE O H HBE T, areFr2kAFoOEE [9.2, 9.3, 10.2 B ]
24 R FUoEER LW & [10.1 ]

2.
2.

3. MEXIFHMRICHET HIELZTNER

(V. 2. BREIZRICHETZER] 2ZRTD52 L,

RERUVAEICHEYT 2FE L TDHER

(V. 4. HIEAOCHEICHEHETZHEHE] 220752 &,
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5. EERERMIE L ZDHER

B EZELEXRNIE
(BhREE)

8.1 KA HHEDO Y 7 o AR OWIUIBFIZLVBEAERH L O T, MHREDS
WA O BIE I QN I o DR WA O SE DR BLEZ <o, BEOIR
PSS CCmPREZHEST 52 L, [7.2 3]

8.2 AAMOBY T 4 a2 ~DUVHZIT, AFEY T 4 I 2 (WHKXED
TL) BDAEBZICHAESETIERZWZENLY 7 AR oM PRENMETT 8%
NRHLID, ZOXIRUVHEZITFEAIE LT ThbRnWZ &, RUEETH0#x
LgAE, MPREOREZBERICIT) &L HICERBEOREZ +oBZE L, LEIZER
CTREEZME T2 L, [1.30 16.1.1, 16.1.2 Z ]

8.3 AFNIHV T 4 22y (WREXITH TEIL) EEWMEHICHEETIZ RS, N4
TRAZGEVTAoNRAELTRY, YZaAR) U EHFENRCTHIMPEEIZEN
HHID, KAEY T 42 ZRBFICHNSZ 3w s 28, [1.3, 16.1.1,
16. 1.2 ]

8.4 B« If - EMEEEELZORBEAN K Z 220350, HENCEHERAE Bk
B, 7V 7 F =2, BUN, UL, AST, ALT, 73X 7 —F¥, RBRAES) 21757
ELBREOREEZFICEZET AL, [11.1.1, 11.1.2, 11. 1.7 ]

8.5 HYYE DRBLUIHMEIC+HIEET L2 L, [11.1.4 ]

8.6 fliofmp Al L OFH T 25A 1%, W@EOREMGNC X v KT 220 k
S B UNERAEORRENR S DO T, FoEETHZ L, [10.2, 11.1.11 ]

8.7 AANDEEIZIVEIBREFRNLECAMFEOMEN IR TH DL, BIEKERL
EURIORMEHORBIZONWTH | SRS BLEL+5I124T79 2 &,

8.8 M/ELEHANHOLNDZ ENHY , WHitER I EMEEFEE, &EMEMEICED
ZERBHHOT, EMACIEREZITV, ME EJRNH Db, BRIEA
BREATO le LU i 2475 2 &, [11. 1.3 B3]

8.9 (R~ 7 X U AMIEIZ LY PHEMEREENH HOND T LENHLDT, FrIZBH
EHIZME~ 7 XU AMEICEREL, ~ 77X VU AMETRA LS AICIE~ 7RV
VARG T DL, MURNLEEIT 2L,

(R—F v bR

8.10 MR ~N—F = » FRER (B, B BFEIREE, EERGH, ARSI, Bl
B BRI 2 5%) OFREXITEAPARES N TVWHIOTHERLTHEMAL, &l
Eromlgdass s, [9.1.7, 11112 B
(70— EEERE)

8.11 FrICB e A (7 L7 F =1, BINZ) OLBHEET DL L,

_40_



(7 FE—MERBEX)

8.12 VU HiERZAMHT LI LBH L8, MHEITARICHEELT 20K BOHEICL
DIHET D, BEOREZEHICBEL, KFIZE->TT PE—MHEEERP S ES
NI Y ANEEAR S Fife L TV 25818, BEY Nl O RSN 2 O 72 0 Ak &
FEhiT D ENREE LW,

8. 13 {HENME B~ N ARG T AFIREANCIHR L TR ZEREE L,

6. RENERZHILEBEICEHT IR
(1) AHtE - BEEZFOHLEE

9.1 BHHE - MEEFOHLEE
9.1.1 EREEEDHIEE

R TERINE Y | o BB STl AW/ N SR
9.1.2 EMEENESE

MED EFROGEROBEASHRES N TND,
9.1.3 BREEDH D EE

IEMHENIC L 0 RENEL T D2 B8ZNNH D,
9.1.4 BHESXEITOBREEDCHLEE

EEIEN X0 EIT NIRRT I EEALLH D,
9.1.5 PWAEREZEUENBREBEFDES

[10.2 ]
9.1.6 FRIAMILRFTYVTDEE

NS RER B LT R VAN AT — I —DE=F Y %4757 Y. B BFR Y A L%
D FHEMEALR C BT & O BAL OBBERIER OB BICEET 2 2 &, REMHH % &5
ENTZBHPFRTIANAZT Y VT OBRFIZENT, BEIFFR T AV ADOFIHEHEIZ X
LI RBHLPNDZENd D, 7=, HBs HiEERMEDBEFIZB VT, HEMHF O
B BB%IC BRIFFR U AV ZAOFIEMHALIZ X AR 2 RIE L EF 2N #E ST
Do ETL.CHRFRUANAF X U T OBFITIBNT, SEMGIA O# 5B G %I C A
HROBEALDHOENDZ ENH D,
9.1.7 ##ER—F v FMEOEE

R ESDEZGRVWEHBIENBaakRE, RELRWI L, [8.10 2H]

(2) BHRlEEES

9.2 BEHEEEERSE
BHEENENTI2B8FTNNH L0, HEREICERETDH DL, £/, areF U 2RA
FOBFICITEG LN &, [2.3, 10.2 ]

_41_



(3) FHmlEEES

9.3 FrHrEfEERE
FFEgRE AL L. RAIO R & 2 WITREVFF ~O PN BIEST 282N H 5720,
EEICERETHZ L, £/, areFr2kRAToEZF IR L2V &, [2.3,
10.2 2]

(4) kMEREEHT HF
[FRE STV

(5) 14w

9.5 1E 15
B XATAER LTV 2 ATREME O & D 2RI ITTE IR L O a2 fE R 2 LB 5 & |k
SNLEEICOREETH L, BMER (7 v ) TETFBIEMR. . BELD
JEFEMEC R H@E SN TWVWD, b P CTIHRBZERT S ZERRESNLTND ™ ~%
EIRPICAA Z G ST LB T, REXOR~ORE (KHAERE, kXRa
) ORERDD

(figa)

< s >

WA NWT, Vo7 o 22 IARAEZ &G LB EE 405 fFOIERFAAE IS W
T, 304 1 (75%) WAWRHETHBITALN TV ARV, KERER, RAKOHEEN
<L FRICBSREIR T H CTIERHERO B A EROERAE N ERHRE SN TS
MWW T, 7 rARY VIRATOLBIEEEIERPICEEO MK > 7 e X
AU ZERIBLEZZE D v o 2R CIRATOBBHEEDEREPICY 7 22
RY OB ERZHRALIZZE @ 7 AR VIRATOBRBEEE ORHK L I
ROMBCTRBEO Y 70 AR VIREZBRB L2 ERRESNATWD 9, £z, £
KNS AS R % R R B 44 E8 (NTPR : National Transplantation Pregnancy Registry) 7>
5. Klgashite (B, BEE. . O (27 m AR Y %5 o o E i)
FITOWBE 5 F T2 idta 2368 il (2453 1R) (B W T, REMEEANRE, £X
FWERHRE SN TNDE ™,

(6) R34

9.6 RELIw
ALV EBREELY, BAT~BITTLLORERDH D,
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(1) MR

9.7 /MR

9.7.1 7 P —MEEREBF ~NIARANE G I L DBR EOFRENERMEE LB 25 L)
WS 25 BICOREET 2 L DNRFEITKT 2 ARKH OERRBRIXFEMR S T
W, [1.2&M]

B MOBESHEBEIZOWTIE, ESEEORRELEEICITY, BRETHBRICITESE
DOREE I BIET D L, ﬁ&ﬁjézﬁﬁﬁijh\ B AR ST LA kT 2 B R R BRI 52
mLTwMMy

9.7.2 —fRIC/PNERTOLEDRKBLE (10~18%) 1T A (2~6%) IZHEmWMEB A H 5,

9.7.3 IMEOX 7 r —BREMHICKR G T LBEICIE, AMERORBICHSERT H 2 &,
— AN L BN DRIER OB RIZFERRE (35%Hi12) ThHoHN, X7 1r—EiEME
BT 2ARRBOBE (o7 4 2 NHBREORS 72 ALTOREE) TIEBRA
(18~32%) T~/ (26~41%) THRBEEDNEWVEHANA LI, FRIZ/METDZL
E (10~18%) . ALP b5 (7T%Hi1&) OFBENLAN (£FE :2~3%. ALP L5 : 1%H(
%) Il mnrol,

(8) =

=

9.8 HHnHE
BEOIRELZBIELARNOEEICKET D2 &, —RICAEHMKRE (Bilee. ITHe
TEMRRESE) DK T LT 5,

1. HHE%R

10. HEEH
2L DAL OMEERAPRESNTWEN, JEEOH LT XTOMAADLEIZD
WTHRFE SN TV DT TRV T, AL OFH L7z . RKH UL IEZ RS
L%EIITERT 52 Lo AANTARBEESRF M7 v — L P450 3A4 (CYP3A4) TIUEH S
v, F7o, CYP3M LU PHIEAOHEEAEZET A0, ZROLORER, MEREAE
BT DERES - &ML 258120, T%@@Di%m¢&F%MEW6@
CHEICHELTHEEILERET L2 L,
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(1)

HAZEETOER

10.1 G RER

(BrtALAZWC

&)

AN 4, g R AE AR - HEE 51k W - falR K 1
ROy F MG T CEY I TF U & | mEMG T CAEY 7T
(IR FAEMR LAY T | BHETHERETABEN | 2EETH EME L, A

V., HEEEEAER LAY Y
Fo. ROoERI LU T T
>, WL BCG &)

[2.4 B

NHDH>OTHHLZWZ
Lo

JRMEZ & b9 ARV
b5,

Z 7 m ) hA (S 2R
<)

AF O M RS LRSS
ZENnHD, Tl BEES

AR OMNHMBEFSIND
Z & R OEIMER DME A

(Furs57) DEMERRH bt ([ mahdEEZbHN
[2.2 & HR] RAHDTHH L2 b %,
B X NAN T NS OEAOMPIEEN | AFIZLY., ZhAb 0k
(U3m) EH (B2 "2z F v | AlomEd o E N EF
0 ANARF Cmax6.6 2. AUCA.6 %, v | T 5,
(7 VA F—J1) AN R KA F v Cmax10.6
[2.2 8] f&. AUCT. 1 %) L. RI{EH
DOFRBAEE NN+ 58
nndsn, £7-. BEUH R
i S A5 oD B S 72 I VE F A3 36
HTasB8Eh»ndbb,
A R ZoofmBEERE | AKFN, R 20
(FZ2707) I LR L2 D®END | CYP3AL 1T & A0 2 P&
[2.2 ] V. BMERARNRETIEZ | T2 RO EEAE
nNnHsd, Fioo AFOM | ZFRE LFME~DOEY
FRENK 0% K T L | 1IAAZHET HZ LI
EOWEND D, D, Rt ol jE
ERXNERTZEEZOR
He Fl-. AU X UK
CYP3M ZFHE T 5720,
AFH DA H AT S
MmEENMETT 2 L%E
2D,
TUAFL TUVAXLUOMPREN | KK O P FEEAREIC K
(5L R) LRI IEBENALHD, 22| DT VAFL DO P HEE
[2.2 Z ] JERFDO R EES I I 0T Y | BZI L BEH 2 Il &

ZAX 1L ® Cmax 3K 2.5
f. AUC 2549 5 f#IC EH L
77,

hoE&E2xbN 5,

TAF T L EIN

TAF L ENLOIEER

(R T F) NPT HrEBENLND D,
[2.2 & MH]
N7 L B Z 6 O ERAF o i TR EE A

(N=~v )
7 F L e
(77 F)
[2.2 & ]

ERITD2BZEAND D,

KR OBFEWT =4 7
VAR —H —BHEIC X
D, Z3Lh O3EHF O/ HL
ABBIE S D EE 2
bhvd,

N T 4T T—F
(RNVEFT 4 T)
[2.2 /]

NYT 4T T = hOmpiR
EREALEEO®REND
B

KEIOEWT =+ T
VAR — & — KN CYP3A
fHEICXLY, "Rv7 47
Z— b EENER
THEEZOND,
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(2) ftRAEEEEDEH

10.2 FREE

(FRISEET S &)

EER

B AE AR - HE B 7 1k

B - faBRIN

PUVA JE1E % & To S8 SRR IR 1

[9.1.5 /]

PUVA 1L % & To SR S B %
BEE OPERIZREREER D
U AT Z@sh D EBEMEN S
Lz, R EGEITIEHT

PUVA JEVEIC L 0 &9 3
RBAELEZEORENDH
0. ARAEIGERHIC X D RE
P T IR R D 3 8L

DA TESMCKERE | Z2RET 2 AEBHELH
LRI R E O B2 BT | 5,
HZT L,
i % 40 ) ) W EDOGREIHE N EZ S | L hEmEER 2 AT
LaEF 7 CD3 (0KT3) ENH D, é:@
Pl R sa g 7 a7
> (ATG) HAI%
[8.6 ]
RADILFK Y b BREENLLDbNASLT < | BREEORIEM M AEIZ
TAERTY B HOT, MENZBHEERE |(BBmIhbdEExbh
7 FERPLAEYE (Vv 7F =2 BUINE) & | %,
VAN S G 1To70 ERFOREL 4
NTI~A 5 BT HZ L,
ANT 7 AR — )L
NNV EA
v Fm et
Nyawf v
v a e
7 4 7T — b REHA
_YPT 4T T —h
T )T 4T T — MNE
AT 7 T IEHA] W IZRHTH D,
AT oA FHEHEEREA | BEEND 5L <R | BREEORIERNHEAEIC
a7zt HOT, HEICEHERE (BRI LEE 200
Fra Xt (7 v7rF =" BINZE) % | 5,
I ﬁ5;&%%@%%%+”
AV RAZ 5 BT 5
%ﬁ)?AmF#&%bﬂ BV U A fGE O EIE B

LBRENDNHDHDOT, MIGH
VU LMEICEET DI L,

PREICHmREND L&
AbND,
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HHN 4, 2 B R AR - HEE 1R e R N S
TIAKXT AFNOIMFEREN EFHI 2 | CHEESE O MH xS
TV KA ERNHHOT, PHHTD [Tk KA OB

CILVFTE A LA PREZBEIC | E3hbdEE2LND,
= HATE BEEERETLZ &,
AR BT, RAD ML

~7u74 RRAEWE
ha ) B G w kS R A
VathvAg Kk

FXTYRF L « ZVRS

U RAF v
o A7 =a—)b
T =V R PLE A
T)aty— v
A NTary— %
JvTaxd
HIV 7 a5 7 — ¥ [HEH
Uy rFENL
A el
ARy NEEGEHRETD
LA
OifE - EEIRA L E A
X — )
Tuaxrs ) SFr
Ta7ry ) —)
TR FH I
A =F=7
ZYF=7
T 7L e
AL EI
AF YR h— )b

AR 7Z7 IR

TEHYZINR
TNy | — )L

bt Rhefxysoaxy
A hp=FJ— )L

WA B RES O RIER
NHLOLNRT 25D
T, BEOIREE 5128
B HI L,

B EE A LEL, BN
2 HF R R 2N AR S D

=, AAH O

W I 205 B8 n

ToHEERALND,

B

FAATH D,

TL—F TN —7 T 02— A

KA OMAHFREN EHT 5
ZENnBHBHDOT, AAHIRKRA
FEIZIR B 2R D 2 L
F LV,

TV —T T )= 2 —

A8 G
EF5HZ
55,

D X% 5 % B
Ltk srEEZ

A SN AN
FrmrvETr
PLT A AH

7 x /) N)LEH— )L

TJx=rA

A el VA
THXT 4 =)L
FTT7zTvayg A

* 7 N AFR
Fo UV AF R
Ny UAF R
a7 a— )

TNVETT 4~

ARFN O 1R E MR T 5
_&ﬁ%é@f R 2
IR PR EEZ S EC
&5%%%@?6 L, FF
K\%%%%Tﬁﬁ%ﬁm
DRBINICEETDHZ &,

D DO EA O R
FHEEHIC LV AF DMK
WWNRESNDEEZD

b,
B OIEAF| N ARAF O ”
WEHRET 2 EEZDL

O

o

I TH D,
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KANY 5

R AR IEAR - HEE T IA

A - faRIN T

T hTZEY

AF D 1 e B B A 5
RDWRMEND D12, &
BLT&RETDZ &,

T hSEU COREHEE

FUEMICEY, KFHD
i R S A LN 2 D
EBH D,

TA a0 FET T
(St. John'’s Wort, o bk -

Va—rX-U—1h) EH

AHN DA H AL X
BEMETT2B8Z0RH
HDT, RAEGRIZEA

tAIUF XY YT
L VB S AU R
INAANI O ZRET D

e SUF MRV YUGHEREMS | LBABND,
EEBRLRVESERET D
zE,
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Solid organ|Treatment with Neoral should be initiated within 12
transplantation hours before surgery at a dose of 10 to 15 mg/kg given

in 2 divided doses. This dose should be maintained as

Prevention of graft
rejection
solid

organ transplantation.

following

the daily dose for 1 to 2 weeks post—operatively,
with blood
levels according to local immunosuppressive protocols
until a recommended maintenance dose of about 2 to 6

being gradually reduced in accordance

Treatment of transplant
cellular rejection in When Neoral

patients previously

mg/kg given in 2 divided doses is reached

is given with other immunosuppressants
(e.g. with corticosteroids or as part of a triple or

therapy), lower doses

(e.g. 3 to 6 mg/kg given in 2 divided doses for the

receiving other quadruple medicinal product
immunosuppressive
agents. initial treatment) may be used
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Bone marrow
transplantation

Prevention of graft
rejection following
allogeneic bone marrow
and stem cell
transplantation.

Prevention or treatment
of graft-versus—host
disease (GVHD).

The initial dose should be given on the day before
transplantation. In most cases, Sandimmun concentrate
for solution for infusion 1is preferred for this
purpose. The recommended intravenous dose is 3 to b
mg/kg/day. Infusion is continued at this dose level
during the immediate post—transplant period of up to
2 weeks, before a change is made to oral maintenance
therapy with Neoral at daily doses of about 12.5 mg/kg
given in 2 divided doses.

Maintenance treatment should be continued for at least 3
months (and preferably for 6 months) before the dose is
gradually  decreased to zero by 1 vyear after
transplantation.

If Neoral is used to initiate therapy, the recommended
daily dose is 12.5 to 15 mg/kg given in 2 divided

doses, starting on the day before transplantation.

Higher doses of Neoral, or the use of Sandimmun
intravenous therapy, may be necessary in the presence
of gastrointestinal disturbances which might decrease
absorption.

In some patients, GVHD occurs after discontinuation
of ciclosporin treatment, but wusually responds
favourably to reintroduction of therapy. In such cases
an initial oral loading dose of 10 to 12.5 mg/kg should

be given, followed by daily oral administration of the
maintenance dose previously found to be satisfactory.
Low doses of Neoral should be used to treat mild,
chronic GVHD.
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Endogenous uveitis

Treatment of
sightthreatening
intermediate or
posterior uveitis of
non—infectious
aetiology 1in patients
in

whom conventional
therapy has failed or
caused unacceptable

side effects.

Treatment of Behget
uveitis with repeated
inflammatory attacks
involving the retina in
patients without
neurological
manifestations.

For inducing remission, initially 5 mg/kg/day orally
2 divided doses
remission of active uveal inflammation and improvement

given in are recommended until

in visual acuity are achieved. In refractory cases,

the dose can be increased to 7 mg/kg/day for a limited

period.

To achieve 1initial remission, or to counteract
inflammatory ocular attacks, systemic corticosteroid
treatment with daily doses of 0.2 to 0.6 mg/kg

prednisone or an equivalent may be added if Neoral
alone does not control the situation sufficiently
After 3 months, the dose of corticosteroids may be
tapered to the lowest effective dose

the dose should be slowly
lowest effective level. During the
this should not exceed 5 mg/kg/day

For maintenance treatment,
reduced to the
remission phases

should be
before immunosuppressants can be used.

Infectious causes of uveitis ruled out

Nephrotic syndrome

Steroid-dependent and
steroid-resistant
nephrotic syndrome, due
to primary glomerular
diseases such as

minimal change

nephropathy, focal and
segmental
glomerulosclerosis, or
membranous
glomerulonephritis.

Neoral can be used to
induce and maintain
remissions. It can also
be used to maintain
steroid—induced
remission, allowing

withdrawal of steroids.

For inducing remission, the recommended daily dose is
given in 2 divided oral doses.

If the renal function (except for proteinuria) is
normal, the recommended daily dose is the following:
- adults: 5 mg/kg

- children: 6 mg/kg

In patients with impaired renal function,
dose should not exceed 2.5 mg/kg/day.

the initial

The combination of Neoral with low doses of oral
corticosteroids is recommended if the effect of Neoral
alone 1is not satisfactory, especially in steroid-

resistant patients

Time to improvement varies from 3 to 6 months depending
on the type of glomerulopathy. If no improvement has
been observed after this time to improvement period

Neoral therapy should be discontinued.

The doses need to be adjusted individually according
to efficacy (proteinuria) and safety, but should not

5 mg/kg/day in adults and 6 mg/kg/day
children.

exceed in

the dose should be slowly
reduced to the lowest effective level.

For maintenance treatment,
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Rheumatoid arthritis

Treatment of severe
active rheumatoid
arthritis.

Rheumatoid arthritis

For the first 6 weeks of treatment the recommended
dose is 3 mg/kg/day orally given in 2 divided doses.
If the effect is insufficient, the daily dose may then
be increased gradually as tolerability permits, but
should not exceed 5 mg/kg. To achieve full
effectiveness, up to 12 weeks of Neoral therapy may
be required.

For maintenance treatment the dose has to be titrated
individually to the lowest effective level according
to tolerability.

Neoral can be given 1in combination with low—dose
corticosteroids and/or non—steroidal anti-
inflammatory drugs (NSAIDs). Neoral can also be
combined with low—dose weekly methotrexate in patients
who have insufficient response to methotrexate alone
by using 2.5 mg/kg Neoral in 2 divided doses per day
initially, with the option to increase the dose as
tolerability permits.

Psoriasis

Treatment of severe

psoriasis in patients

in
whom conventional
therapy
inappropriate

or ineffective.

is

Neoral treatment should be initiated by physicians with
experience in the diagnosis and treatment of psoriasis

Due to the variability of this condition, treatment must
be individualised. For inducing remission, the
recommended initial dose is 2.5 mg/kg/day orally given
in 2 divided doses. If there is no improvement after 1
month, the daily dose may be gradually increased, but
should not exceed 5 mg/kg. Treatment should be
discontinued in patients in whom sufficient response of

psoriatic lesions cannot be achieved within 6 weeks on
5 mg/kg/day, or in whom the effective dose is not
compatible with the established safety guidelines.

Initial doses of 5 mg/kg/day are justified in patients
whose condition requires rapid improvement. Once
satisfactory response 1is achieved, Neoral may be
discontinued and subsequent relapse managed with re-—
introduction of Neoral at the previous effective dose.
In some patients, continuous maintenance therapy may be
necessary.

For maintenance treatment, doses have to be titrated
individually to the lowest effective level, and should
not exceed 5 mg/kg/day.
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Atopic dermatitis

Neoral is indicated in
patients with severe
atopic dermatitis when
systemic therapy is re
quired.

Neoral treatment should be initiated by physicians
with experience in the diagnosis and treatment of
atopic dermatitis. Due to the variability of this
condition, treatment must be individualised. The
recommended dose range is 2.5 to 5 mg/kg/day given in
2 divided oral doses. If a starting dose of 2.5
mg/kg/day does not achieve a satisfactory response
within 2 weeks, the daily dose may be rapidly increased
to a maximum of 5 mg/kg. In very severe cases, rapid
and adequate control of the disease is more likely to
occur with a starting dose of 5 mg/kg/day. Once
satisfactory response is achieved, the dose should be
reduced gradually and, if possible, Neoral should be
discontinued. Subsequent relapse may be managed with
a further course of Neoral.

Although an 8-week course of therapy may be sufficient
to achieve clearing, up to 1 year of therapy has been
shown to be effective and well tolerated, provided the
monitoring guidelines are followed.
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Kidney, Liver, and Heart
Transplantation
Neoral is indicated for
the prophylaxis of
organ
rejection in kidney
liver, and heart
allogeneic transplants.
Neoral has been used in
combination with
azathioprine and
corticosteroids.

The initial oral dose of Neoral can be given 4 to 12
hours prior to transplantation or be given
postoperatively. The initial dose of Neoral varies
depending on the transplanted organ and the other
immunosuppressive agents included in the
immunosuppressive protocol. In newly transplanted
patients, the initial oral dose of Neoral is the same
as the initial oral dose of Sandimmune. Suggested
initial doses are available from the results of a 1994
survey of the use of Sandimmune in US transplant
centers. The mean+SD initial doses were 9+3 mg/kg/day
for renal transplant patients (75 centers), 8+4
mg/kg/day for liver transplant patients (30 centers),
and 7+3 mg/kg/day for heart transplant patients (24
centers). Total daily doses were divided into two
equal daily doses. The Neoral dose is subsequently
adjusted to achieve a pre—defined cyclosporine blood
concentration. If cyclosporine trough blood
concentrations are used, the target range is the same
for Neoral as for Sandimmune. Using the same trough
concentration target range for Neoral as for
Sandimmune results in greater cyclosporine exposure
when Neoral is administered. Dosing should be titrated
based on <clinical assessments of rejection and
tolerability. Lower Neoral doses may be sufficient

as maintenance therapy.

Adjunct therapy with adrenal corticosteroids 1is
recommended initially. Different tapering dosage
schedules of prednisone appear to achieve similar
results. A representative dosage schedule based on the
patient’s weight started with 2.0 mg/kg/day for the
first 4 days tapered to 1.0 mg/kg/day by 1 week, 0.6
mg/kg/day by 2 weeks, 0.3 mg/kg/day by 1 month, and
0.15 mg/kg/day by 2 months and thereafter as a
maintenance dose. Steroid doses may be further tapered
on an individualized basis depending on status of
patient and function of graft. Adjustments in dosage
of prednisone must be made according to the clinical
situation.
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Rheumatoid Arthritis

Neoral is indicated for
the treatment of
patients with severe
active, rheumatoid
arthritis where the
disease has not
adequately responded to
methotrexate. Neoral
can

be used in combination
with methotrexate in
rheumatoid arthritis
patients who do not
respond adequately to

methotrexate alone.

The is 2.5 mg/kg/day, taken
twice daily as a divided (BID) oral dose. Salicylates,
NSAIDs,
Onset of action generally occurs between 4 and 8 weeks.
If benefit and
tolerability is good (including serum creatinine less
than 30% above baseline), the dose may be increased
by 0.5-0.75 mg/kg/day after 8 weeks and again after
12 weeks to a maximum of 4 mg/kg/day. If no benefit

Neoral therapy should

initial dose of Neoral
and oral corticosteroids may be continued.
is seen

insufficient clinical

is seen by 16 weeks of therapy,
be discontinued

Dose decreases by 25%-50% should be made at any time

to control adverse events, e.g., hypertension
elevations in serum creatinine (30% above patient’s
pretreatment level) or clinically significant
laboratory

abnormalities.

If dose reduction is not effective in controlling
abnormalities or if the adverse event or abnormality
is severe, Neoral should be discontinued. The same
initial dose and dosage range should be used if Neoral
is combined with the recommended dose of methotrexate
Most patients can be treated with Neoral doses of 3
mg/kg/day or below when combined with methotrexate

doses of up to 15 mg/week.

There is limited long—term treatment data. Recurrence
of rheumatoid arthritis disease activity is generally

apparent within 4 weeks after stopping cyclosporine
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Psoriasis

Neoral is indicated for
the treatment of adult,
nonimmunocompromised
patients with severe

(i.e., extensive and/or
disabling),
recalcitrant, plaque

psoriasis who have failed
to respond to at
least one
therapy

(e.g., PUVA, retinoids
or methotrexate) or in
patients for whom other
systemic therapies are
contraindicated, or
cannot be tolerated
While rebound rarely
occurs, most patients
will experience relapse
with Neoral as with
other

therapies upon
cessation of treatment.

systemic

The initial dose of Neoral should be 2.5 mg/kg/day.
Neoral should be taken twice daily, as a divided (1.25
mg/kg BID) oral dose. Patients should be kept at that
dose for at least 4 weeks, barring adverse events. If
significant clinical improvement has not occurred in
patients by that time, the patient’s dosage should be
increased at 2-week 1intervals. Based on patient
response, dose increases of approximately 0.5
mg/kg/day should be made to a maximum of 4.0 mg/kg/day.

Dose decreases by 25% to 50% should be made at any
time to control adverse events, e.g., hypertension,
elevations in serum creatinine (>25% above the
patient’s pretreatment level), or clinically
significant laboratory abnormalities. If dose
reduction is not effective in controlling
abnormalities, or if the adverse event or abnormality
is severe, Neoral should be discontinued

Patients generally show some improvement in the
clinical manifestations of psoriasis 1in 2 weeks.
Satisfactory control and stabilization of the disease
may take 12 to 16 weeks to achieve. Results of a dose-
titration clinical trial with Neoral indicate that an
improvement of psoriasis by 75% or more (based on

PASI) was achieved in 51% of the patients after 8
weeks and in 79% of the patients after 16 weeks.
Treatment should be discontinued 1if satisfactory
response cannot be achieved after 6 weeks at 4

mg/kg/day or the patient’s maximum tolerated dose.
Once a patient is adequately controlled and appears
stable the dose of Neoral should be lowered, and the
patient treated with the lowest dose that maintains
an adequate response (this should not necessarily be
total clearing of the patient). In clinical trials,
cyclosporine doses at the lower end of the recommended
dosage range were effective in maintaining a
satisfactory response in 60% of the patients. Doses
below 2.5 mg/kg/day may also be equally effective
Upon stopping treatment with cyclosporine, relapse
will occur in approximately 6 weeks (50% of the
patients) to 16 weeks (75% of the patients). In the
majority of patients rebound does not occur after
cessation of treatment with cyclosporine. Thirteen
cases of transformation of chronic plaque psoriasis
to more severe forms of psoriasis have been reported.
There were 9 cases of pustular and 4 cases of
erythrodermic psoriasis. Long term experience with
Neoral in psoriasis patients is limited and continuous
treatment for extended periods greater than one year
is not recommended. Alternation with other forms of
treatment should be considered in the long term
management of patients with this life long disease.
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Pregnancy

Pregnancy Category C

Animal studies have shown reproductive toxicity in rats and
rabbits. Cyclosporine gave no evidence of mutagenic or
teratogenic effects in the standard test systems with oral
application (rats up to 17 mg/kg and rabbits up to 30 mg/kg per
day orally.) Only at dose levels toxic to dams, were adverse
effects seen in reproduction studies in rats. Cyclosporine has
been shown to be embryo— and fetotoxic in rats and rabbits
following oral administration at maternally toxic doses. Fetal
toxicity was noted in rats at 0.8 and rabbits at 5.4 times the
transplant doses in humans of 6.0 mg/kg, where dose corrections
are based on body surface area. Cyclosporine was embryo— and
fetotoxic as indicated by increased pre— and postnatal mortality
and reduced fetal weight together with related skeletal
retardation.

There are no adequate and well-controlled studies in pregnant
women therefore, Neoral should not be used during pregnancy
unless the potential benefit to the mother justifies the
potential risk to the fetus.

In pregnant transplant recipients who are being treated with
immunosuppressants the risk of premature birth is increased.
The following data represent the reported outcomes of 116
pregnancies in women receiving cyclosporine during pregnhancy,
90% of whom were transplant patients, and most of whom received
cyclosporine throughout the entire gestational period. The only
consistent patterns of abnormality were premature birth
(gestational period of 28 to 36 weeks) and low birth weight for
gestational age. Sixteen fetal losses occurred. Most of the
pregnancies (85 of 100) were complicated by disorders;
including, preeclampsia, eclampsia, premature labor, abruptio
placentae, oligohydramnios, Rh incompatibility, and
fetoplacental dysfunction. Pre—term delivery occurred in 47%.
Seven malformations were reported in 5 viable infants and in 2
cases of fetal loss. Twenty—eight percent of the infants were
small for gestational age. Neonatal complications occurred in
27%. Therefore, the risks and benefits of using Neoral during
pregnancy should be carefully weighed.

A limited number of observations in <children exposed to
cyclosporine 1in utero are available, wup to an age of
approximately 7 years. Renal function and blood pressure in
these children were normal.

Because of the ©possible disruption of maternal-fetal
interaction, the risk/benefit ratio of using Neoral in psoriasis
patients during pregnancy should carefully be weighed with
serious consideration for discontinuation of Neoral.

The alcohol content of the Neoral formulations should also be
taken into account in pregnant women.

_74_




Nursing Mothers

Cyclosporine is present in breast milk. Because of the potential
for serious adverse drug reactions in nursing infants from
Neoral, a decision should be made whether to discontinue nursing
or to discontinue the drug, taking into account the importance
of the drug to the mother. Neoral contains ethanol. Ethanol will
be present in human milk at levels similar to that found in
maternal serum and if present in breast milk will be orally

absorbed by a nursing infant.
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<BE>SA—APTUVTOHSFEDOME : Australian categorisation system for
prescribingmedicines in pregnancy

C : Drugs which, owing to their pharmacological effects, have caused or may be
suspected of causing, harmful effects on the human fetus or neonate without
causing malformations. These effects may be reversible. Accompanying texts should

be consulted for further details
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DAL ILE Although no adequate and well-controlled studies have been
(2015 4£ 3 ) . , .
completed in children, transplant recipients as young as one
year of age have received Neoral with no unusual adverse effects.
The safety and efficacy of Neoral treatment in children with
juvenile rheumatoid arthritis or psoriasis below the age of 18

have not been established.
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