2022422 H ekkiT (BB200K)

H AR ERS Sh oy B

EXGZAVFE1—T+—L4

A Ap B S8 A2 O IFEEHRBE5E2018  (20194FE FHHR) I YE#ML L CHERR

873999

S % H il
DO RRRY EHF|

ooaRRY) A TEIL 10mg TBMD]
oHoaARRYHTEIL 25mg TBMD ]
ooaRRY) ATl 50mg TBMD]

CICLOSPORIN Capsules

Al

&

WA 7 VA

d

B AH OB MR A

BB, LGRS (R - ERSEOLGZIC L VT2 L)

v AKRY v H T EA10mg[BMD] :
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50mg 20064F 3H 1H 20124F 1H16H 20064F 9H 19A

ERET (WA -
# - REs#A

W

FOEIRIETL : AR EA AT 4 7 2
J& 72 o B ERUE TS A

ERFRELEOERSL

&%
O

i A= T c 5

B LR TRt AT R

TEL : 0120-956-792, FAX : 076-478-0336 (FE&&E52 T REfT 9:00~17:00,

THALA I LUK R ZFR<)
ERREURE M R — H2—3  https://www.fujipharma.jp/

AT F 3202242 8 WiT ORA CEOFEHICE ST HET Lz,

BT OEHIT, ISATBOEN 3 5 PR PR AR A O SR L R SR~ — D THERR L T 7280,




I FRIHDOFFEOBME —n AmBEAIma—
(2020 45 4 AekET)

1. BEERA VA E1— T+ —LIEBORE

EHAERGOEARNLETRE®R & LT, EREAERLGNAMAGE (BUT, 43658 bbb, EREYT
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SNTAERZ BT D FISFE SN ML ERGAENH Y, RS EOERFRMYE (LU, MR) S~
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&35 MERENA (55E) WEFENEA (HAGE

ALP alkaline phosphatase TINH) T H AT 7 H—F

ALT alanine aminotransferase TI=UT ) R T AT 2T —E

AST aspartate aminotransferase TANRTIX VBT I N TV AT =
5—¢

ATG antithymocyte globulin Pl AR s 7 a7 )

AUC area under the blood concentration-time curve I A A FEE — B ] bl AR T A

AUCy.24 area under the blood concentration-time curve from 0 to 24 | Ifi. P 34 B — W dhfR T iEfE (0~24
iFfH)

CK creatine kinase JLVTF xS —F

Cmax maximum blood concentration e e 11 SEA IR FE

Cmin minimum blood concentration e BRI, H SEA IR FE

CT Computed Tomography a U a— X WifE Y

CYP cytochrome P450 F ~ 7 v A P450

EAU experimental autoimmune-uveitis FEBRIE CREME T N o RRK

GBM glomerular basement membrane S BRI S

HIV human immunodeficiency virus b MREARET A LA

HUS hemolytic uremic syndrome PR IMAE IR B B R

ISHLT International Society for Heart and Lung Transplantation | [E|B Dt FAE F2

LDH lactate dehydrogenase FLIE K SRR

MRI magnetic resonance imaging RERG SR SN 15

NAG N-acetyl-B-D-glucosaminidase N-7TtEF/NpD-ZNahI=F—F

NFAT nuclear factor of activated T cell LA N

PML progressive multifocal leukoencephalopathy HETTPEZS Bt B IME

PUVA psoralen ultra violet A —

Tin terminal half life {H -0

Tmax time taken to reach maximum drug concentration ¢ e L A IR B B RE ]

TTP thrombotic thrombocytopenic purpura i A P i/ SRR A P 2R BT
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1. EROER
rmZARY AN [BMDY 1L, 7 2R U E2ERS ETH0EMERITH S,
WY, Y7 aARY BTN 25mg [FC) L7 v ARV A7 &/ 50mg [FC| & LT, LI 72 mn
BIEEHRMN L LTI L. BBME, BT @IS OIH, ~—F = v MR OSE LR @R L LT 2006
B3 A1 BIKREBRS L, FFE 7 AICERERIE Lz, HT, X7 n—BEGEEE, S5 EERE/EZ 6 - 2
RITIEINT D —METARZ G L, E72, 20114E 1A 14 HICY 7 m AR Y > 71 10mg [FC) OAEGRE AL,
2011 7 6 AlCHE &AL,

201241 A 16 B, & LA 7 MRS L VRSt e A A T ¢ 7 ZBGERGEARR D ARk S v, lkges 025705 TBMD]
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DM, HEIEDOTANRMA M., MBI S 505 SOS OMIH] OIS 2 TG LT\ 5,
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I. £4%ICBe94 5I1EH

1. T4
() #4
v ARY o H 7L 10mg 'BMD)
v uARY A 7N 25mg [BMD)
v aARY BBV 50mg [BMD)
(2) %%
CICLOSPORIN Capsules 10mg BMD/|
CICLOSPORIN Capsules 25mg [BMD|
CICLOSPORIN Capsules 50mg BMD|
(3) BFFD kK
EFAIH 0922001 5 CFRL 1749 H 22 H) 12&5<,

2. —B4
(1 F& (adi%)
7 a ARV (JAN)
(2) %% (@mdi%)
Ciclosporin (JAN, INN)
B RTL
A

3. WEXXITRER
fespiE A

Ala-p-Ala-MelLeu-MeLeu-MeVal— N
( CHs O

Abu-MeGly-MeLeu-Val-MeLeu W

Abu=(25)-2-7 3 / BRER
MeGly=N-XFINT1) 2>
MeLeu=N-XFJjoO9€ > >
MeVal= N-X FI)LN) >

4. PFXRUSFE
533 CeoHinNO12
& 1202.61

5. L4 (4K XEFE
cyclo{-[(2S,3R,4R,6E)-3-Hydroxy-4-methyl-2-methylaminooct-6-enoyl]-L-2-aminobutanoyl-N-methylglycyl-N-methyl-L-leucyl-L-
valyl-N-methyl-L-leucyl-L-alanyl-D-alanyl-N-methyl-L-leucyl-N-methyl-L-leucyl-N-methyl-L-valyl-} (IUPAC)

6. EAA. M4, BE,. f8ES
WL A7 ARY A
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(2) mfRis

TER=RUI, AF ) —=AFIxZ ) —/L (95) IO TEHEITRT L, VFro—T IR Ted <, Ki

E T v
(3) im
MERR L
BEtm (HDER). B, BRER
Bl 143°C (HR—MEABRYE - RLSRER)
(5) IR E AR E S
HMERR L
(6) P ECIREL
HMERR L
(N Dt XL REE

(a] D 0 —185 ~ —193° (Wil #HB L= D 0.1g. A% /—/. 20mL, 100mm)
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V. SFICETSEE

1. HiR
() Flfz DX 5
H T 7 L
(2) HFI DSV R UK
Wiss ?7mxﬁUy ?7uxﬁ9y ?7uxﬁuy
B 7L 10mgBMD| H 7L 25mgBMD | B 7L 50mgBMD |
Py %Eaéxéﬁwﬂﬁft EE@K%%@%ﬁftnf %ﬁaé$@%@%ﬁft
VT, FRRICBVWRD D, T, FRZ2IZBVED D, VT, FRRIZBVRH B,
W) RO~ AEI UTDTNITIRE L2 RO CTHMER 0 Fr i 2ick 0w hiid 5,
O O | O
10mg BMD 25mg BMD 50mg
£ £ 8mm £ £ 12mm £ K 17Tmm
K& FEPE K Smm FIFE K 6mm FIFE 0 49 Tmm
e 144mg FH : 337mg e 602mg
@) A a—F
Wis ?7mxﬁUV ?7DX£UV ?7DXﬁUV
71 7% 10mgBMD | # 7L 25mgBMD | # 7k L 50mgBMD|
Al = — R BMD31 BMD32 BMD?33
FLHGATT PTP |20k PTP |2 30k PTP (230
4) HF| DM
MBI L
(5) Z itk

B RANA

2. RFE|DOHEM

(W AES CEMERS) DEERTFME

VI RBRARY

VI BRARY

VI BRARY

B FRAKREK: ETF, o
NI T T, B URY
V. D-Y v h—Lik, Bk
FH o NTE X URBEFR
T, NTF X R BEFR
A=R Y

HFRNEKE : ETF L, o
NIEETF BTV EY
. D-Y e =ik, B4k
FH o NTF R BE
TF), NTF R UERER
A= = TN - g R 3 (5

e #1 7 /L 10mgBMD | F 7L 25mgBMD | #1 7% v 50mgBMD |
T 1 7y ra AR (1 a7 rHerr7uaxRY) o |1 AT rHr7mZXRY »
e (H %) 10mg (A ) 25mg (H ) 50mg
FavrlL s a—EE | oL ) a—VEEE | oL ) a— LR
TATN, RIAFN35 e | 2XTF 0, RUAFT 35k | TAT), AU AFFI 035k
~ Uil k=K ) — v | vV, BARKTF ) — v | vV, AKX ) — L %
smaad—L400, FV BV | Z7ud—1400, VLYY | ZuIT—1400, 7YY
fEiig = 27 v NI AF | BT 27V R AXy | BT 271 R A%
TF LUk~ 60, b | = FLUmifbt 60, 4 | = F L Uik =l 60, A
ANl aZxznr—)b LA VEE, haZzm— LAV, haTxza—)L

W TENERK: ETF v, o
NI EBTF o, BT IUEY
V. D-Y e b= ik, Bk
FH v, NRNT AR UREER
TF), NT AR UERER
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B0
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3. BBARBRDOEBRUEE
FE LR

4. i
YL

5. EAY SAIREED 5 5 Y

TR E b4 118
H; He
N-[(4S,5R)-3-Methyl-5-{(1R,3E)-1-methylpent-3-enyl}-2- o
005-95 oxooxazolidine-4-carbonyl]-L-2-aminobutanoyl-N-methylglycyl-N- NHCH, . H&
- methyl-L-leucyl-L-valyl-N-methyl-L-leucyl-L-alanyl-D-alanyl-N- !H, 8 weteu e st Pt ‘°'§‘ L
methyl-L-leucyl-N-methyl-L-leucyl-N-methylamide MeGy =14 71 s P
Abu=(25)— 2 =T 3 J §AE8
MeL. I Leu-Val-Mel

[{(2S,3R,4R,6E)-3-Hydroxy-4-methyl-2-methylaminooct-6-enoyl} -
L-2-aminobutanoyl-N-methylglycyl-N-methyl-L-leucyl-L-valyl-N-

S 21
AV ruARD “H methyl-L-leucyl-L-alanyl-D-alanyl-N-methyl-L-leucyl-N-methyl-L- MeLeu = f— 3 FAoAf L
leucyl-N-methyl-D-valyl] cyclic ester proi s

[{(2S,3R,4R,6E)-3-Hydroxy-4-methyl-2-methylaminooct-6-enoyl} -
L-2-aminobutanoyl-N-methylglycyl-N-methyl-L-leucyl-L-valyl-N-

AN 27 N
AT RARY A methyl-L-leucyl-L-alanyl-D-alanyl-N-methyl-L-leucyl-N-methyl-L- MeLeu = #— A F0 133
leucyl-N-methyl-L-valyl] cyclic ester e

MeLeu-MeLeu-0-Ala-Ala-MeLeu-Val-MeLeu-MeGly-Abu

6. HEDBFERUBTICHITHIREN
(1) [hnERER]
1) Yo aRKRY A TEIIL10mg TBMDIY
IERER (40+1°C, 75£5%RH, 6% H, PTP - 72 v u—@i#) oOfiFR, 2RBREE B CHIEHHNTH
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o
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2) Yo aRKRY 2HT)L25mg TBMD)?

NEEFRER (40£1°C, 75+5%RH, 6% A, PTP « 7 /LI B u—4ald) ofER, £RBER BV THEHFANTH
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E 7

PRATHIH

(S

LR TN
B 2= AR
E Rk

64 H

"
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3) ¥ 0RKRY H F+wIL50mg TBMD)?
NMLEEER (40£1°C, 75£5%RH, 65 H. PTP » 7/L I B —4aldE) Of5E.,
D, BEOHSBETICBWCHERZETH D2 E/ R ST,

ARBRE BB W TRR RN TH

VT E

PRAFHHTH]

LT TN
il L Rl
B Bl 22U
£ Rk

64 H

2) [REREHER]

1) 9 BaRKYHTE)L10mg TBMD)
ROGRARE (Bl - 20w EWE, 364 7, K&
W OTIGIE 2BV THERLE Th 2 Sl S v,

)
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E W E

PRAFHIH

S

IR
TERBARER
LA AR
B 7 R
AR
E Rk

364 H

o
o

2) Y5 AaRKRY A TEIL25mg TBMD?

RWRArER (RiE - 20 W EEE, 360 A, &idadkin) OfR, EBREEICEWTERBARIENTH Y, @

W OHGIE TRV THERZE Th 2 FAHER S 7,

7

TRAF I ]

LS /N
TERBARER
L R
H R 2R
AR

E Rk

364 H




3) Yo aRRY H TE)L50mg TBMDIY

RWRAFAER (R - 20 DA, 360 H., L) OffR, EBREBICEWTRREHNTH Y, @
W OHIGIE TRV THERZE CTh 2 FNHER S vz,

® B E A P R
PR
Bk
e ‘
TR 367 A 8
iR
R

o>

) [—REEIZEHIT BRI O

AKEBOFERICET 2R « TRdBRIIEARADRFITETH Y . ZEMICET 2HFHIIT > T, EFRIEEHE
BBRET 2R 2 L TOZEFHRTHY . IRz~ boTIE R,

Y7 uARY A7/ 10mg [BMD], 25mg [BMDJ, 50mg [BMD| O —¥EEIRIEICE T 2 ZEMERR (=i,
R0 @EWE, 245 H. PTPREEES (TAIve—722L) ) LV, RABEBICOWCUIHKEENTH o7,

VT E PRAFHHTH] S
6N
AR 245 1 ke
E R A

(4) [EEOBEREIZH1THHER]Y

AREEOFRICET DER « TG ORIFHFIETH Y | REMEIZET DMENIIT > TRy, EREFE
BERE 2R3 5 L TOZEFHRTHY . IRz~ HoTIERN,

Y7 aARY AT ENM10mg [BMDJ, 25mg [BMDJ, 50mg [BMDJ (22T, #H| % MERIRETIRE (40C,
SERMEE) . WE (25°C, 75%RH, #OLE (v — LB #O6) . Ot (FERDeSEIR, Mk (v —LBIKD)
(TR, AR EERRBR K OVE BB AR LTz,

1) BEICEYTIREN
FRGLE BT, WERR LY, BE (40°C) ITxt LT, 3» A £ CAeRBREH CHIERAN TH > 72,

A OB OH PRAFHIH S
LS TN
AR 3nHA A
E Rk

2) BEICET SRENE

10mgHL ISV T, AERR LY, HERIZI L A BICBWThO TR RH b, 35 H B TIEELWELA R
BiTm, FNUSOREBRIE B IZHOWTITHREFAN TH - 7=,

HERIE H BH AG s 1% A 34 A
. WA AR EIEN . FELWERHY
e SR BT :
Pk (A8 BRIk Ol h 72 L DITNRERH Y G A)
AR R A e A
EEE (%) 100.8~103.3 98.7~101.1 100.6~101.7




25mg iz OV T, HER R LY, HRIZIs AR, 37 A BIZBWTE LWELR A LI, LA ORERIE
HIZOWTITHKEIHN TH - 72,

s LG 15 A 31 A
o EOEREMENR | ELOEHSHY LR Y
MR UMk ogon 7 Gk G e)
iR it i it
ErE (%) 103.3~103.5 101.5~102.7 100.9~102.0

50mgH i iC OV, HIER R LY, MIRIZIy A, 33 HBIRBWTELWER R LN, TS ORERIA
HIZOWTITHKEIPHN TH - 7=,

ABRIE H BA G 1% A 3u A
PSR (V) WA AAREHER M ELWERDY ELWEREHY

AL S % (e A (kA

HAEER R e Bk ey
EElE (%) 102.6~103.8 101.2~102.3 101.5~101.8

3) HITHTHREM
KB L BT, BAEME60 T Lux « hrE TIZxf LT, 2RBRIH B CHISHEBEN Th o 7=,

OB = H SRRERRE jREs
P R
FRAEER R 605 Lux - hr WA
E = Ik

7. RARERUBERROREY
Y LR

8. H#EOEAT (MBLEHEL)
LB L

9. Btk
T HEBR T S50 L TuZeuy,
A S ITIIR O Z FEH U728 7/ VAT, B 72 AVBIRE ORI X0 EH e CNEY RN 5T 5,

10. &8 - 3%
(MEENRELRSR - B, MEIEHLESR - BEICET I1ER
M LW
(2) o
(9 nRKRY >h T/l 10mg TBMDI)
100 7 72 [10 1 7+ X10 ; PTP]
(9 nRKRY >hFIL 25mg TBMDI)Y
100 7 72 [10 1 7+ X10 ; PTP]



©)

(4)

11.

12.

(Y5 RRY vHTHIL 50mg TBMD])

100 7 7N [10 # 7/ X10 ; PTP]

FRE=E

M L

BHROME

PTP o — k : 7S =AM, AUk =L/ RV E=UFT 7 ¢ LA
vr—@iE s TAI =LA RV ZF LT IR— T 4L A

ARt I 5 EHME
L

Dt
Y L



V. AEICEA94 5I1EH

1. RRERITHHR
O TR DIERTBHEIZ & (T HIEH RIS DHNH]
BtE. IFBiE. DBIE. MMSiE. EBE. NaBiE
OBREMIEIZ & (T DR RIS R UFSHE A *1 18 T % 0]
OR—Fzv i (REKDHDEE). RUZDMOIERRUESESEX BRIFEARTHRT+HSTHY .. HAET
DEETNDHHEFHED PR RISEBOFERRMESE SEXIZRD)
OBEMEE (BBNEFD 30%LULICRSLDHHWVEHAEEDEE). RAMGE. SEMIKE. BEESE
OBEFRMAM. FREFRE
O 70—+HiERE HEEBREHDSWNIRTOA RIEREETTIEA)
O£ BUEEHENE MWRFHEOBEICEVT, X704 FROBREN/UETF+4. XIZBIERICK YEELISE)
O7 FE—MEEX (BIFARTTALHRNE NG NES)
OMRHEIZ 4 5 Sk R G 0]

2. DEEREMRICEET HIE
5 MEENIHRICEEST TE

(BETEM&M)

5.1 BAA K7 A VEOEFHOHEREBEIL, RAOKLGREY &M sh 2 BFIELTDH2 8, £,
FRRGI CARBEE L PRI LT 1o 53 256 OFE L L&MW T, 0 72l e S
LCWRWDT, BEDREE L7203 HIRE EOFRENELT 5 L SN 5 8Icois&EET5 2 L,
(7 A—REIFE)

5.2 FIBEREFRNVECHNIINET 2 OOMENIFHHEZ B0 KB, IR EE AR VE CANRRIZHEDL
PEERTERFICRD Z &,

(BB EERRNE)

5.3 AK| % BM TG LIZBEOA I SV T R 72 < B B s TR,

(7 FE—HRERX)

5.4 27 a A MAAASCZ 7 1 ) A ANRFIEORIFEE CHORRMEONT, MORIEE LS BB RE
FHFED 30%LL EIC R SEBEEZXHRICTDH &,

3. AERUHE

(M RZERUVRAZEDHER
(B4
WE, BAE 1 RS 7 xRY e LT 1 HE9~12mgkg 2 1 H 2 ENC/T TRAOKS L, D& 1 H 2mgkg T
OWET D, MEFFRIZ 1 A& 4~6mg/kg ZAEUE L 528, FEIRIC X 0 EEIEET 5,
(FF#54E)
WE, BAE 1 BRI 7 AR e LT 1 HE 14~16mgkg Z 1 H 2 B4 TRA®KEGT 5, DR~ ISR
L. MEFFEX 1 A& 5~10mgkeg ZAFHEL T~ 223, JERIC K VBT 2,
GLFBAE. BMTSHE. BETSHE)
WE, B B SY 70 RRY 2 LT 1 AR 10~15mgkg % 1 A 2 [EIZ5 T CTROKBET 5, LIgke I0E
L. MERFET 1 B 2~6mgke ZIEHEL T 528, SERIC K W HEHEKT 5,



(MRS NE)
W, Y7nARY L LT BE 14~16mgkg 2 1 B 2 [BIZH T TRAOKET S, USRI R L., #HFEIT 1
H 5~10mgkg ZIEHEL T2, ERICE DV EEHT 5, 72720, @BEBM 1 BAiNS U7 2 AR Y U EFHIC&
ERBIMA L, WARFTBEE 7o o 72 RRIL TE 2SN AZR G v 2 5,
(BRETEIE)
WHE., BHE1HESHY 70 ARY 2 LT1HE6~12mgkg % 1 H 2N/ TRAKS L, 3~6 » H Rk L.
F DB AR LIRS 5,
(R—=F vy MERUZOMOIERELMESE S EL)
WHE, v7aARY L LTI HE S Smgkg % 1 H2BIZ T TROZEEZBEA L, D1 » AEIC1 B 1~2mgkg T
OB ST ET A, MEFFRIT | HE 3~5Smg/kg #EHEL T 50, JERIC K Y @EHEET 5,
(B %)
WH. 1 B Smgkg % 2 [FNZ0 T TROZEET 5, IRBAELNTELET 1 » A1 B Imgkg 3700 L, HEFF
X 1 H & 3mgkg HAFEHEL 975, ks, ERIC K 0 EEHINT 5,
(BEFRMEEEN)
WE, /AR Y L LTI HE 6mgke % 1 H2ENZT TRAKET 2, 2B, BEOWREIC LV #EEHENT 5,
(%7 O—CEERE)
W, Y/7uARY L E LCTFROARE 1 A 2EICHT CTROKRES TS, 2ok, ERICX D EEHERT 5,
(1) SRR T3 R D SiE B
BT 1 H&E LSmg/kg 28535, £/, /MNEOEEIZIE 1 HE 2.5mgkeg #5325,
(2) AT v A RIZEHUEZ R E G
BT 1 H & 3mgkg %532, £, DMROEAICIT 1 HE Smgke 257 5,
(2B TEEMENE)
WE, v7aARY L LTI HE S Smgkg 2 1 H 2 BN TRAOZET 5, IENHELNTZHA TR~ TR L,
MEFFRLIT 3mglkg ZARHEL 972, 7ok, FEMRIC XV M EHERT 2.
(7 FE—HRERX)
W, RAZIEY 7 e 2RY L LT HE3mgke 2 1 B 2BNZT TRAKS T2, ok, ERIC X 0 @EEET
A0 1 HE Smgkg ZBZ 7202 &,
(HERRFEHE 4 S & RGO I
FAEEEERLT O AER ORI A FEICES AT 2,

2) RER URAEDRERE - RN

LR L

4. BERUVARICEET 58

1 BERVRAEICEET 53E

(GhEEE)

11 ¥ T 3ary (WHBRXIEAZE'L) DOERFNCOIV L THRET L2581, FAIE LT 1:1 okt
(mg/kg/ H) TEIV#HZ THEET N, 7 aARY O #EE (AUC, Cmax) 2% EH U CREIWEMZ 58
THBENRHHOT, Y1 #x fik THREORER CHKRAE (g7 L7 5= ES) %
WCATD &L BICBRBAOREZ OB, LEIOSUTRERZHAE T L, 2L, @ OB HE
WOTH T4 L2 E2RATA2ROFLLE) LVEBOHEZRAL CWDEE T, —RICmiemHER
WA & 7o THIFRMNEAL L TEBRZ2IREBIZHE 2 FTREME D e W TiE, Bl M FFO B GEIT£< T
LEEOREHEL U, MPREROCBEOREIIS . CHREGEZFEH T2, [132H]]

1.2 KEIOEEEZ 1= > TiZifd ~5 78 (trough level) ZMIE L. 5 ELZFHT 252 &, [8.1 B3]

7.2.1 BRI ST D B1IE, IBER 5L 2EITEM OB L OMEH & 512 L D HEHRE O E




LHETEO, T REONEZBMEERZRITHEEIITV., TO®%IZ 1 » AIC 1 BEALRICEEL, 58
AT 5 &,

1.2.2 X—=F = v MEEOZEOMOIFBYNES &5 o, fofg, HAERRMAM, 7 v —PREHEE, &2
MERERMAE, 7 b E—EEEREE RS T BT, BWERORBIZ <20, 1 s HIZIRIZHE
W E A RE L, BEREFATHTHENEE LY,

(lE2st&HE)

1.3 3 51& 53 4 Fl O E Ml Al 4 R B ¥ 7o 2 AIIEMSIRIE AT 5 HE 121, A OYIHI&K 5 &4 K<
RETDZENARRGE L H DD, BHAEOREROHH I thofEmbilflofEE - 5 5%%2%
ELTREEZFHT L2 L,

(BETRRM&EM)

1.4 RAOEEERLOEGWBICONWT, BETA FIA VEORFOEHRESZE L L, RBHALNILWY
Bl OO I REEBET 52 &,

(7 O—EEEE)

1.5 RFIOZRIL, WF. 1~3 s ATHOoNDEN, 3 » AL EKGERE L THLEND b niGEicid
BEZRIETDHZENEE LY, o, IRVRAONTEEICIE, TODEPHFTCELIHEETHET D
TENEELYY,

7.6 AKFI O BT RIS R ERNVE CFIPHERRE SN TWD S . TOMRFEICARE ERETDZ L,
FERIZE D | BIBRERVE CANTEERE T 225, WMEREITH ﬁﬁ:ﬁﬁm@ﬁ%ﬁgﬂ$ﬁf5:&o
(7 FE—HREZR)

1.7 BEHMIETE LMY EHMICE ED D 2 &, READOEKEPITHENMR OLZEMEOFE 4 EHRIAITH Z
Lo S HMOBETHHEN A LN WIGAIZIIREEZTILT 52 &, ok, 1 BIOEERSHMIT 12 BELIA
FHE LT D,

5. ERIKR{E
MBERT—2 /1y Hr—2
MBI L
(2) ERPR B ER
MBI L
Q) AERIIFERHAR
FME R L
(4) HRET RO BR
1) AR ER
(L FEHE)
O i PR a5
FA—=TNEF T 4 a2 OFHUBREBE 2R L L2k B e REF L ERRICRB T 2BME 6 » AF
TORAE T, BRSO MSS (ISHLT) OFEEELUETT L— 8 3A DL EOHEMSRERIL, 34— T LEE
42.6% (80 Hil/188 B), Yo7 4 I o UBE 41.7% (80 H1/192 ) Th oz, Fiz, AFFIFRA—TNVEE 93.1%
(175 BIN8S B) . VT 4 I 2 BE92.7% (178 /192 ) T o7z, Btk 6 » A ETIZ 7.1% (27 /380 #) @
BENELE LA, 2o ERBERITBMESERE (12 4)) . BuniE @ F) ., BaEEE Qa) Tho7- 19,
@FE il PR A5
DSBS 139 Flo 3 AIPFREE @ 7axR) v+ 7 FFA TV o+ 2704 KN) X2 EHETIZ, 2R
MERSIE 21 BllC 25 | (FBE Y720 018 [B]) EHERDIGHRIE (Y7 rAKR) r+AT7aA K, BEHD 0.84 [7])
\CHABEBEE DD N A b, £7-. 1 FBEFERIT 2%, 3 FAEFERIT 85%., 5 FAEFERITL 8% ThHo7z, —
5. BEMOZENECOWTIEROIRERIEIC A, EYE, EMEEEORBROK T 278072 1Y,



(HmF&tE)
OZNES 7R

Rt s 73 B K O\ A R 58 BIDEE 131 BllCR T 5 1 EEFERIL, TREN 8T% KT 76%, 2 FAEFR
FENEN8T% LN T3% Th -T2, ABEHFIZ 8% (1161131 F1) OEFENELE Lz, FORIKIFRMILE GF).
D GBI, T ALFL ARG QF1) . JRRRB O APERESAREGER Q6D KGEAIHE 161 Thoio'?,
OZNES] 7R

RS TR B 44 B2 ATG (BiWARAINESeE 7 a7 Y ) & (7 ARY v+ T7HFAT Y v+ 2T
A F+ATG) LFHATGHE (7B ARY U +THFFAHTV o +RAT A R) (TEELISEND (0 B U7 iR,
AERRIZ LD 7 L — R L EOR2MEEMEIL OFBIERIL, ATG BT 23% (54122 #) . FF ATG BT 55% (12 /22
i) & ATG HETHE (p=0.03) ([Zhkenolz, Fio, 1 FRO2 FAEFRIL ATG BT 68% LT 64%, I ATG #
TIE 3% LR 68% Th -T2, —J5. Bl DRYYE H 5 \ITEMEES ORHF L@ CRECTH 72 1Y,

(TS HE)
OF = B PR B

ERS [ RE R AE R 476 (D 1 4F, SAEKR TN 10 FFAFRIT, ZNEI 96.5%. 889% KT 19.5% Th o7z, £z, B
PED 1 AR, 5K 10 FAEBRIL, ZTNEN 87.9%., 78.9% KN 68.4%, BAEE Tk, ThEh 88.4%. 81.0%
R 63.5% ThoT=, Bt DR OFEARFRT, LIXIMNEFEE (46%). BUIE (16%) . BEIEEL (13%)
Thotz W,
@F M E PR AR

BRI REE S S0 % ATGRE (37 uARY U+ TVFATY U+ AT A F+ATG) LIEATGHEE (7 v
RV F+THFATY v+ AT 8 A R) (ITHIELICEN 0 ERE LR, Bk | FF oM 5
SV SOS IR & b 722 < BB T 2 SPEEHSUS 1T ATG B 36% (9 #1725 4511) . FF ATG #E 76% (19 1511/25
#) & ATG B THE (p<0.01) (2D holz 1,

N2 W)
- SME G PR
HESMZ BN T, NBBREICRIT B2 7 0 2R Y o OIS ORI L THRE S Tn g 1910

(R—F 1 v ;MR
- [E PN R PR R
R EE (16 #1) TORBTIE., SkEER (Tt UE) 13813% (134611661 TH-o7= 19,

(F2E)

- EIP R AR

FREGH (1661 OEHITRZBOYEENRPBD Tz, YT 4 20 NHOU) ) # FITOMETIE, 27 4
RBITRR MR St 1920

(BETBEMEM, FFBRE)
DI PN i PR a5
BEEFARBMSEE N, RIFERERE~OFHKE GO 5 FITik, BERRMEEM® 1 #T [Minimal response], 7R3
BB 1 B TR LIS EHSER A DNTZ, VT 4 220 nbOU 0B E (19 6]) TiX, 18 #THE - R
% B S PR DRI S iz Y,
O@E P I /IARER
HESELL LD ATG RIGFROBARRMAMBE 2R E LizoL b a U R A7 OENEKRRRICE VT, ATG, &
7 ARY VROV b a RN T O 3 F R LR, BEEIE 70.0% (76110 B) Tholo, i, BehE
XEARE (IR S MERE O L) NEONTZBEOEIA L ER LR 2,
@E NS I /MARER
HEEE L B iR 30,000/ 1 L AR D ATG 1659 % 52 1 T2 ARG L <IXFJE UL ATG BB =T b



BRWHARBHEEMBELZ SR L Lo ha U AT OENEBERRRICEBWT, 7 e 2R) o FEEhoBED
75.0% (6 #/8 Bil) Z¥e5-BLA 26 WIFIC MK FHISSREOBENRRO bz, 7ed, MIKTFHIRKREIL | RHE L
DOIMERIC e [/ MRERA3>20,000/ 1 L BN i/ MRER IR TE, ~F 7 v EIAEA>1.5gdL #9n (5-mifE s
9g/dL ARiGOLHA) XIFIRMERE M2 ORI, 4FFERE23>100% (F5-REZY 500/ u L KimDHE) Xid>500/u L
o5 H, 1 2L Ei%Y] 2ROTBEFORE L EFR L Y,

(7 O—CEEE)

- [E PR R AR

BB GHCIX, HRIEREREE CdoER (1K) LLEb) 28 69.2% (9 BI/13 ), AT a1 FEPiEBRE CdoER
2 75.0% (9 B2 B) Thote, Yo7 4 I2rnbDBV#AHITIE, HRIFEHREEZO 18 #il, A7 a1 NK
FUMERE O 13 FlOWTHOER T b RBHER Sz 2,

(7 FE—ERER)

- [E NS A RER

FRADRKEIEDT b E— MR G R EHF 2 HGIC, v 7 m AR > 3mgkg/ H (2~5mgkg/H) % 1 A 2 [EIT43F T 8
HMRAEL3 27 78R L OB E FE LTz, BEEEERA T OR—RT 1 b OELEOREZE (v
7 aARY =TT RREE, LURRER) OFHME (95%FEHEXM) 1£-303% (—41.1%~—19.6%) THV, ¥
EEMICEEZEPRO LN (p<0.001, TGO t E), Fo, REBREAA 27 OR—2 7 1 U hb0%
(LEOBEMZAEDOFEEME (95%EFEXE) 1X-21.8% (—32.8%~—109%) THY ., BEHMIIAEBREENRD DN
(p<0.001, HEDRNRE), LLELY, 7 a2 R VB0 7 v REHIT 24 5 e BAEE K O #EiFH A o
TENRIE SN P,

A A e A Al ZALR OB

i %K T £ S.D (s —

2IRES.D. S5+ S.E. ST 95% 13 HE X [H] pfiE

HEIEREA 2T

YIRARY VB 44 54.0%+16.30 —63.0£3.43

e b e —30. —41.1~—19. <0.

77 e AR 45 51.1£16.13 —32.6*£4.18 30.3 (=411 19.6) 0.001
TR A 27

VIraARY U 44 74.2+14.60 —41.4+4.08

e e —21. —32.8~—10. <0.001

A i 45 69.0+12.75 —19.5+3.71 8 (=328 0.9) 0.00

TEEA 2T - 4THHE OMKRETR (GLBE - IR GRIED . T2, Wi, 5 - S8 28y T F Ky Z L C4B (0-3) TR
Bt (FKAE96)
FENFIE A 27« 8y FROH Sy (2T DHER) T LIT4BH (00 173, 2/3, 3/3) THE(L (RXAE100)

2) REMHER

AR L

(5) B#E - REEAIFER
E R L
(6) A RRAYfE A
DEAKERE (—REARERE. FELARGERE. CRARELEERAR) . HERTERT —I~A—IARE. WER

TRIEBRABROAR

MEMBERR L
D RBEHLE L TERPEONRNIEER L -HAE - HEBROBE
MEMBERR L
(N Z it
FMER L L



VI.

FEHEE(CEII SHE

1. RBEPHICHEH LAV FLAME

71

Ny=a—YrAfreex— (Fral LX)

OO I INHIZE
HE  BEOH LAY DORRE « IRET, BHORMEEZSRT I L,

2. ¥BEHR
(D EREREL - 1ER%RF
- VEFIRS

ARENOVERFE X EBERN A ERIC L 2 b0 TERL U v SERICx LRRRAOFIERNCER L, 87 e fars
WHWER %7537, ARANEFTIC~VS—T MIOIEMHEALZ M 223, 7 Ly —T MlaoiE(b 2 HE L2 WnWD
PREINTND,

AFNE T HfIZBN Ty 7 a7 40 VD EEEEREREK L, T MIRIEHILO > 7 REICRS W CEEREE 2 Bz L
TNWHHNLY=a—Y G L, Iy =a—) v oiEHbEET 2, ZHICLo T VR X 25 KR 1
NFAT OMUE R DENBATHIE S L, A ¥ —a A X2 ICREEND VA ML L OEADIHI SN D,

(2) EERFT T S HERAAR

1)

2)

3)

4)

5)

6)

7)

8)

~A MY VR KD U R EREETEENHIE A

AFNIFE L D~ A 2= AT &0 RBTIEPEL ST U 2 N EROHTER S 23095 (= &7 RHIN in vitro)

AL E—aAF2FEDFA NIA FEAMTIER

AFNE T MK 7 CTHHA v F—a A X2 HEOVA MIA VOEAZIHTAZ ENRINTVES (vT A
JESHINE in vitro. ex vivo) o

AL R—T MR k3 2 BRI HIE A

AFNZFEE LT, ~AS—T MlAOTEE LA MG T 228, 7 Ly —T MG b ZRE Lo\ Z LRI T
W5 (B MRMEMLY > 28ER invitro)

BAET L~DIEH

AFNZEIZEBNT, B (¥F, A F (X)), B (8%, Zo b)), L (X)) M (X)), B (A
X)), M (4 R) ORI OA&% I EFHIRZEE S, BB T 2 BER XHE EROED T (U4
X)) RONEE (7> N RERT,

EERA CEE Y FUEE (BEAU) ~D1EH

AFNIHEB EEPESUR (S PUR) IS X - THIEE Z SN2 FEBRE CEE Y RUiEg (EAU) DOFIE K OV Kk
EEHIT S ZENRENTWS (T v ),

B RS R E R X — R~ o ZA~D/EM

WRBEDOREE X — R~ U ZACBMT 5 LR GX~ v 2 Tixshfb, REIEE, JLIEEEZR & ORFEH O
FRRAT L2 R30Izt L, ARFIE G~ U A TIEZ S ORI E R E 720,

BN B S E A
HARBEEMEEERARE VBSI U T U U SERY v — S TR O in vitro 1281 5 a2 v =— &M
FIL, AANIZOT U Bk n— i kB an =—JdmHl 2 Lz,

Pl GBM B L ET /L~DIEM

AHNIPORERMILERE (GBM) HilAB G L VERLTEBRET LT v MW TRTE AR, JRF NAG iEHE.,
M= VAT B — /U EEZET S8, BMOMMIT A RESE S, ZOFEMTALEKY 7%y FOREKERBEOM
FINE N HURFEAEDIIHFNC L 2 Z ERFBENTWD,



9) 7 FE—MEERET L~OIER
AFET PE—MEBRET LU A (NC/Nga vV R) IZRO#LE LZRBRICBW T, HREFICHESTRER X =

TONEBREER Uiz, £72, & D FEATEIREI BEE & b3 2 & ARHFIE 58 CIME 2 R HEM 23580 bz,
S ELRAR AR Tl R L L L CRE OIS A - BB OREREMR U TRETh -7,
(3) VEFAFIRRSR - FHGRER
FMER L



VI. EWEREICEEd 51EH

1. P REDHRE

(DABRLEESGLTRE
FMER L

(QERRAB CRRBIN-MPRE

M% I IR O LM FHIRI SRR T A RT7 4 ) CGEEFEET 5 1124004 5 F 1845 11 A 24 H) IZE~7=,

Do aRKRY »HTEIL 10mg TBMD >0

Yo uRRY U H TR 10mg [BMD] & x4 —F /0 10mg B 7H/VE, 7 a A4 —_"—{EIcL 0 ZhEh 57 e
(7 mARY & LT 50mg) ZHFERAS FICHEERER DG L TR PREEFRBELZRE L. 5ONTEY
FE T A —% (AUC, Cmax) (2T 90%IE X MIEIC THEFHENT 21T o 72 K5 R, log (0.8) ~log (1.25) D#i[H
WTH Y. BEIOEYFIRIZENE R S 7z,

PENTG A—H BENRTA—H
AUCo-24 Cmax Tmax i
(ng-hr/mL) (ng/mL) (hr) (hr)
v aARY BT E/10mg BMD | 412.81£99.2 203.9+49.9 1.3£0.3 1.0£0.3
A —F N 10mgh 7 v 458.4+209.6 206.71+58.6 1.3£04 1.1+£0.7

CHRAfEEERER . n=12)

(ng/mL)

240 e YITARY VAT
3 200 10mg [BMD/]
o 160 —— 3 F—F V10mgh TN
120 (P31 = F¥EMRE, n=12)
D)
> 80

40

0+ > #

0 2 4 6 8 24
B5ERH (hr)

AU IR ONE AUC, Cmax FEO/RT 2 —2 %, HREF ORI, RIROIEHL - RS ORI L - TRk
D AREMED B B,
@y aRKRY »hFt)L 25mg TBMD >V
I aARY BTN 25mg [BMD] &R A—F /0 25mg B TN E, JaAF—R_R—JEIIL Y ENEN4 TRV
(7 vRARY &L TI100mg) ZREBERAS FICHEHEER &G L TP REERELZIEL, Foh-3Ey
FAE T X —% (AUC, Cmax) (22T 90%1EHHX LI THEGFHIENT 21T - 72 k5 8. log (0.8) ~log (1.25) D#iPH
WT&H Y, WH DALY FI RS HER S L7z,

HIENTG A—H BENTG A —H
AUCo-24 Cmax Tmax tin
(ng*hr/mL) (ng/mL) (hr) (hr)
v aARY BT ENA25mg [ BMD | 1830.9%+633.5 687.81+164.5 1.4£0.3 1.3+0.5
R A—T N25mgh T v 1900.9+763.2 717.5£180.8 1.4%£0.3 1.3=0.4

(B AR UER 72, n=12)



—— Y rurRRY U H TN
25mg [BMDJ

—— 2 F—F V25mgh TN
(P + BEEZE, n=12)

>

0 2 4 6 8 24
BE5HBIH (hr)

A PR ONE AUC, Cmax SFD/8T A =2 %, #ERAE ORI AEOTRIREEL - FFHSF ORBREMZ L - T

DEREMEN S B,
@1y aR®Y A FHIL 50mg BMD]2

I aARY BTN S0mg [BMD]) &R A—F 0 50mg BT ENE, 7 aAF—R—JRIIL Y ENEN2 DT 'L
(7B ARY & LT100mg) ZEEFEAAS FICHEARER Q%G L TR P RE(WRREZRE L, ok
BEERT X —% (AUC, Cmax) (22T 90% 15 HHX LI THEEHIENT 21T > 7255 8. log (0.8) ~log (1.25) O #iPH

NTH Y WIAIOEYFRRSEIESHERE Sz,

HIENT A—H BENT A—H
AUCo-24 Cmax Tmax ti2
(ng*hr/mL) (ng/mL) (hr) (hr)
v aARY BT E50mgBMD| 1852.2+537.0 691.5+167.7 1.5+0.3 1.3+04
FA—F V50mgh 7V 1862.0£653.1 710.1165.4 1.41+0.4 1304
CEEIE LR, n=12)
(ng/mL)
900 -
800 - —— Y ORARY VATV
3 700 | 50mg [BMD ]
7 600 o At —F N50mgh T
500 -
Y 300 -
7 200
100
04 "
0 2 4 6 8 24

B5 5B (hr)

A PR TNS AUC, Cmax %D/ 3T A —HZ1%, HERE OB, MEOTRIREEL - B ORBRSEIFIC L - Tz

B AREMED B D,
(3) th& 15
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