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ERE#R & U CHEYNEE - RETL TS,

20194E DA CEFRMEEO LTI ALY, IFLREFE20188 AR S, A TR EKS ORI HE
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I. SIEICEHY 51EHE

1. FAROEE
1984 4F, FBRIGES LEMRASHELT A7 7 ZARIE) DKW Streptomyces tsukubaensis DIGHTFED & L T,
7 ARY XK 100 ERWVIEEEZ TR T X 70 ) ARKFIMERR Lz, #7270 ) AR I~ aT4
FEEZ AT 2T, T MREML 2RI ILE T2 Z LiC X i S mtER 28 L. @
TOEX OBIET LV THEMMENRHER SN TS, DRETIE, 1990 F 6 Hnb 71 7 Z 7 Og KRR )
BlG S 4L, T OFRKRABRICEB W T, B, BB, BBMEICB T 2SR 562 72U A
ADHAEPHERINTZZ LD, 1993 4 A2 TS T 2GS OIME] ], 1994 4F7 A TE
BERBAEIC 1T DA 1 kg R OTEH# . 1996 4 4 AIZ [ERBAEICE T DSOS | OhEe X i3%h
BNT 07T T h TR FERETER SN, & SIEBBAEE OIS &L GVHD T 5723 1999 4
4 HIZHAGE S v, B XUIZh RN E SRR 235 1T 2 HEHA UG X OB AE kg E90 Ol ) 1A T i,
F7o. SNEOEKRBREEICI T, LB, IR, PEBR K OVIMNEBREIZ 31T 2 IEMERISIC k325 & 7
v U AZXAOFRMEPHERINTEY, BARIZEBWTY 2001 4F 6 A NLVBHEIZIS T 2 S5 O3] )
2003 4 1 A THiBBHEIC BT D4EH S OME . 2005 48 1 A TEBRIC R T DM S OIH . 2011
F6 A VNGRBARIC T DM OMIH] ) 2RIz & LT, ko2 &g X Tora s
F 7HIKNZ OV TR E T,
iz, NS, BT AVORMIIREZ S BAERNDH D B RAEL VRN b b7k
JUCITH BRI L & ORI A ER S, NEHBBIOBBAR RO bz, ZOBEZIZIEZD
e, Ta s g7 T FERRICINZ THRRIF 2 BIZE T HICE D . 2001 4 1 KB, B HRHHE,
BRAE, 2001 4 6 AT LBHE, 2003 A5 1 HIZHREAE, 2005 45 1 HICHERRE, 2011 4F 7 HIZ/NEBBRIZ S
WC, BV - FEEHE & RIERORYRE TR R K OVHIER O & TRRBE T,
R A BB T TR DT » THRIEBMFIFIORANMNEL 720 ZDMD ) v ar T T4 T v A(RIEARE
S, BPEEREROL., BREsFEME, BIEEMSOS 2B ZFE 2T EERE TH D & OWESMNERRE TPRH D |
) rar T oA T v AOEBEBE TCOBMIRSFSRERG Y A 713, a v T I7A4A T U ARIFEBFE LY 74%
(A X)FEL 72D LWV O A ZFRITRER VL RE SN TS, BRORBREBE R E LT v 7r—
FRAETIZ, MAZLEZEEEND AT 47%. L<END AT 6% ThH-72 D, £lBlOT v r— MNf#&
TIL, 54.8%DBEFEN 1 H 1 BIEGEOFNINERZ LTS MW, 612, 1 H2EESE 1 H 1 BEE
DOIRHEBOZEN L TITA T UV ALFHEICHBE LTS 2L0o®RELH D,
INHORWNS, BHEEROEMEESCBEEORMNEGFOTOD L T T4 7T v AOWEKORERFIL,
BHEFROBRERETHHEEZ T, 1 B 1 EERGOFRRORA] S T 7 % —h 7 OB% % 5
L. BEXRRBREZG Lz, TOMRE, 777 2—h7vnrd 1l B 1 &L 70 rI7 7872101
H2EEEICE LW EAIMEER L, #70 ) AAMP T 7REOE=41 L 7L > THE
BEOHEMNARETH D Z LRIz, £ T, 2008 £ 7 A, TSI BT B HHL SO
il BN, TR, OBRE, MR, B [B 8RNI 31 2 FEHE RS K O A st 8 2995 OO 4l
ERNRE NI E LT, 7787 X —h 7/ 05mg. Img, Smg NWER Iz, TDOH, 2011 47 HIZ
UINBREAEIZ 35 1T D HEAESOG OB | 23ZhBE I BRI BEM S T,

2. M ORERFHHYE
Din vitro (2B W THEMESUG O F 72 JRR Th 2 T MIRIEMHAICH LT < 23 08 RN HEER 263 5,
( TVI.2. Q) ENEEMITEHHBREE OHESHR)
DN T 7 r AR v LETZ—(vrr7 4 VN Fa e b L7 % —(FKBP) L fEAT 5.
( TVL.2. () VERBRLL - VERBEF) DHBH)
3) 7 B AR Y AT HARGIEIHNE I ZTRNAS, B RERIRRLZ %9 2 SN 2D R X RS 85,
( TVI.2. Q) ENEENTIHBRE OESH)
Al |2k 3 2 FEAR S 2 B & Sl 21EMEE, HEL T 7 e xR D 3~20ETh 5,
( TVI.2. Q) ENEEMTIHBRE OESH)
SYREIMIZAE 5 AT ZEHE 2 1% & 3o, FFMa ol 2R E+ 2 EHEZ A L. ZoFEA LY 7 o 2R
Uy X b,
( TVI.2. QEDNEZEMITEHHBAE OHESMW)
6)GVHD ET /(¥ T A, T v MIZBWT, 7 a2 AR 2R 15~30 (FRWIHER 2679 5.
(TVI.2. QBN ZEZEMTHHBAE OHESH)
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1. R5E4

(1) 4
TR THE = TEN05Smg, T T E TN Img, VTS H—T 7 Smg

(2) *4&
Graceptor Capsules 0.5mg. Graceptor Capsules Img, Graceptor Capsules Smg

(3) BHMDHEE
Graft(BB A 1) % Accept(Bi)T 2 b Db LTz,

2. —f&4
(1) % (a&ik)
27 ual NAKFY  (JAN)

(2) *& (FRK)
Tacrolimus Hydrate (JAN), tacrolimus (INN)

(3) RT L (stem)
SR INHIA] : -imus

3. MEXRILRIEX
OH

"H OHO /CH:

4 HFARUSFE
43 F3 1 C4uHeoNOy, + Hy0
48 822.03

5. tZE& (MAE) XIFXEH
(3S,4R,55,8R,9E,125,14S,15R,16S,18R,19R,26aS)-5,19-Dihydroxy-3-{(1E)-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 H-pyrido[2,1-c][1,4]oxaazacyclotricosine-
1,7,20,21(4H,23 H)-tetrone monohydrate (IUPAC)

6. EERA. A, KBS, B5ES
FK506E(1652 % =), MR4
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1. pEENNEE
(1) 4V - Mk
AEORE R ITmEOm R TH 5,

(2) A%
AL ) =)V AT F ) — (99D TEITRT <. NN-V AF VRN LT I RXTTZ ) —/1(95)I
RIFRd <, KITIFEAEBET 2,

(3) Bt
IR 2 B D 7R,

4) B (DR, Fe. BRES
whs : 130~133°C

(5) BRIGEFRRETE
WRYE RIS 2 A L,

(6) M ECIRER
1000 LA E(1-42 & 7 —)V/KFR)

(1) ZDthdELRRIEE
WEEHE (o) 3 2 —112~—117" (BUKPIHGI L7260 0.2g, NN-Y A F /LA /L AT I K, 20mL, 100mm)

2. ARG DEBEHTIETIREME

A (AE Al BAEIRE | (AR P

B 30C R BTV DS P CR e
ISR | 40C, 75%RH | = 615 | WTHOEE b EKNTH 5T,

" e rirokon | smn | BEOBTERD 3 EHISCRIA L o,
Pl 2RSSO E TR b BN Th 57
B[ i | 300C, 75%RH 3EA | WTROBHE BN THo T,
iy = 3 Ty —L

* ENHOE | STV o omE b b 1

(10001x)

PETEE @ PRI, FRAMRILA~Z b, R, FRWE, Ko, Ef, TLC
R MR KD E R
EHNOEDIHONTIE V.5 BAT DRIREMED H DAY DHZM)
(HERIREEIC I 1T 2 E 0

ST KV ARKT D ATRETED & D R - BRWE V. BB VICR), ERWE VI, i E VI
QEBCIRREIC 31T 2 E iR

BUZ L0 AT 2 TRENED B D iR - B E X

YT K0 AT % ATREME D & D kR E - R E VICK), iR EI

XERMEV O~ —

3. AMmSDERRRE, EBIE

RS aliBR A
HRE 1227 a ) AAZKFY) ) OREGERBRIEIC X D,
ik

H 1227w LA2Kf OERIEIZL S,
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1. #lfz
(1) FRZDORH

W 7 VAR i A

(2) HEIDHEKROHEIK

il 0 W - Bk - HE nla— K
GID
TSR TE =TT Y th/ = s
LA »
0.5mg B 7 VA NN P = 647
5% ) 83mg
=2 =
’ A = e
Tov s E—h TR /
7 LA o 2
Img e I K 2 o7
45 #J 150mg
o 5 )
. TR 5 A
Tow S =R TN JK AR/
7 LA - o
smg e I K HRk o7
05 % 650mg

BT RNVNEY : BEOHE

(3) #Aa—F

T —5 7L 0.5mg
7T 2 =717/ Img
7872 —71 7 &) Smg

(4) #AFlOME
MUER e L

(5) Znith
AR ONANA

2. BFI DR

FoRENL « TRV S FRNE
FORENL + TRV FRNE
FORENL TRV S TR

(1) BB CEERSD) OEERVHMA
MEESLBIN OFLHEIZET 20 LADLEIZONT) CERK 13 4 10 H 1 B HIEERE 712 5) W NC
[ TEERS RN ORHEICET 2 A TR LAbE] OERICHOWT) CERk 14 43 A 13 B BEGEREE

170 "S)IZHEES & RIRIMANZ DN T

647
"677
7687

FLE L7z, BIANIILLTO L EY,

ARG (1L0 7 R

IRANFA

7 I — 7 & /10.5mg

AR #7278l AAKfY0.51mg(¥ 7 a
U LA L 1L T0.5mg)

NEY) :

7o B —0 7'/ 1mg

AR #7270l AZKRMP1.02mg(# 7 =
U LA L L Tlmg)

BT, £ e Au—R =F Lk
Na—R ATT VU~ TR T A

TTv S H—F1 7 5mg

HRE #7278 ARKPS5.1mg(¥ 7 v
ULRLE L T5mg)

HFEIARE
BIF, TUVINGRET N DA

(2) EMBEZEDERE
A= ROV




V. ®KICEY HEE

(3) #s
ARV

3. BIBREOHARUEE
BAROANA

4, Hif
PPN

5. IEAT SAIRENHED &H 5 MY

B &0 AT D TR D & 5 Y - B EX LR UX 1

MRS LA D ATRETE D & 2 0 - 72 L
T KD R D ATRENED & D 53 - 72 L

BIEEBPIFET 208, AERIZZDO RPN EETTH 7 m ) A2 ZZ L, FHHARR I ENET 5 72
O, EWFRNCF 7 m ) AR EKHITE S, pomttb 27l AR EFRKEEZEZOND,

ERMEX
HO

H;CO

HyCO  OCH,
HAERT
HO
H;CO
0
J
CH;

H:CO  OCHj;

BRME X

HsCO  OCH; CH;

NN
(#7a ) AADKAETOTE~—)

HO-,

H;CO  OCH;



V. ®H|—BE9 HIEE
6. HAADEBEEHTICHEITHIREN
5 PRAFSRAE AT IR TRATHI iR
PTP > — h+
FH WTNOIEH L EENTH - 7208, FHigxhE
g 25°C. 60%RH Er— 36 % A .
kB TR RR Co
PRAFERIER LIEFIAY) DTS BT
HIETEE - MRR, B, Koy, BEE, EIE 8
T R
R TRIFSME TRIFIERE TRAFHAR fEOR
PTP o — k +
# 50°C == 3t H WTNOEE SN TH o7z,
(FEIRAIAD )
1 g 25°C, 80%RH PTP > — b 3EA WTNOHEA b HENTH o7,
e D65 PTP > — | 50 H WTNOHEA SN TH -2
(10001ux) - °
BIEIEE - MRIR, R, Koy, EEE, W, &
1. RARERUBRBEOREN
PR
8. HhFILDEEELL (MEILFMEIL)
AR
9. BHMH
5ok BRSO EHBRBRIES 2 ECOS FUWEIC L 0 EBRE1T 9,
& M iR 900mL. [Fli5%L 50rpm
HBRE : B Frd 7o vln—XEET pH2.0 DGR EIR
bt Fef o 7aetia—2%ET pHa.5 OFEREFEEIK
bt FrFs7obitin—2%ETe pH6.0 DY B HEE#
f& F T pH ORBRIRIZI W T b HEM CR%EZRE RN 7 e 7 7 A VE R LT,
10. &F3F - a%
(1) FEIRELRS - B, SENEHLESR - BEICETHHER
MU ER e L
(2) %

(3)

(4)

< T T TE—HTEN0.5mg>100 77 EA10 BT X0, FEAIAD)
< T T TEZ—=HTENL 1Img>100 77 EA10 BT X10, FEAIAD)
< T TR TE—=TTEI Smg>20 70 TR X2, FEAIAD)

FHREE
%M L7800

BEROME
PTP : £— ARV B = W/RIVEE =V T 74V A BE-—TILI=UL
Po—: 732 A RUTF LT IFHR—FT LA
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12.
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V. BEICETHIER

1.

3.
(1

(2)

MRER TR
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RIVE IS O i, A FE DM GBS O FEHME BSOS S OB AR et 18 IR O FEBLZ B <7z sd, B OIRBUTIE T
THHFREEZRE L, F7 7 L~Ul(trough leve)D L FRE A2 SEZ I L TREGEZREIT5 2 L, FRE
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EFRETAZE, B, Iu s I 7ROBAING O 0 ITIRENRLZTE LLEFEIITO ZEREE
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TEAOFE 1 ARG EITIZER C Th o722y, AFIFEO M EyEh e dh#E T EA&AUC) & i s F 7
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BNORHETHIVNERHLZ D, EEFHE LTCREH#H L,

1.6 Mtz OFEREFIC T, FHIFBM, FHEBHICBW T, AR INT-HRICHENMEAEZ &S L2
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Haz B 12 HH), AF &GRS Lz, KEI~O8 0 iz RoH&EIL, v/ 77 7L L
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Hix7a 77787/ %E 1 H2REES, 15~28 HH, 43~56 HHIZAAIZ 1 B 1 BEICRO#ES L
Tmo IV ZBEOFAEIT, BIBICRE LA LR T 1 BAELE Lz, BB TR, A% ks
HEIW iz »HEE 1ER)TEL2 L L L,
AR BEHHIRIGe BREDICRWT, SRS, SETH. BHSRERESRIIRD bien o T,
AHN s GAkfE 67 F(1 458 T 63 FNCIIT 5 1 FRFEAMFHRIL 97.0%. 1 FRFEEEFIL97.0% Th o7,
AHND AUCou 370 7 F 7 h T2V ERIETH T,
PbEXbo, a7 n7vrnho ARk~ FL1 HHETZRIIUIVB:zZ NS EE 2 6NT-,

2) FFBHEICH T B4R IS0 I

@ Faygs7haTdeir o0l iz e 7%
KGR OFGHE: Bk e » AL BB L, 7'u 75 75 72 R OHE N E SRS
69 il x5, REI~DEI 0 2R &2 1T - 7=, BHWIM%Z 56 HM & LT, 1~14 HH, 29~42 H
Hix7na 2707/ %& 1 H2MEE4, 15~28 HH, 43~56 H HIZAAIZ 1 B 1 BEIcRA®&ES L
oo IVHLZFFO R EIZ, ATAICEG LERERC 1 BAEE Lz, RBEK T LEEED S ik &
I & AU 72 BN VIAHN & ke 15 5-(9) 0 Ha 2 0> DIl 2 £ L 7=,
FEER . BEHIREGS6 BREDIZEBW T, HHBEEREWED 2 VI TR SN - 723, B EOZVEE
FOSD 1 HNZERD STz,
ket G- 65 (2 FF5E T 57 BT 1T 2 BAFEAAFIT 98.1%, BFEAEEFIL98.1% ThH o7z,
KIND Coax 13707 T 7 TR LVIED -T2, AUCon 1ZFETH - 72,
PUbXo, #7270l szx0 ]l BHBZIFEAEERTLHZ L, 7al T 7 7vANLAEIA~EY
Wz 5 LN TEHEEZ BN,

@ F7ags7hTeh oDy Yz (MR P
SEROEE L Bitge » AU ERB L, Va7 77 7wz dosENLES/NET~
FEEBE 18 Bl &2 51, RB~DU xR 21T -7, 70 s/ 7707/ %E 1 A 281 ERREDE
Sl7=ob, AFCEIv#z ., 1 8 1 BFPIc 1 BRROES Lz, KFI~OH) D #x o A &1L,
TurI 77N ERT T HAEE L, 2 B0 G257 L BE I, KH 2k 5.0 0 #
2 HIRE 1 FEM) L,
RS BEGHARAQ BT, BB SOG, FTHERERRE . FFREREREHE S DV NISELITERO e o T2,
ML 5 18 (1 52 T 18 NI 1T 2 BAEAETFRIL 100% ., RFEEAEEFEIT 100% Th -7z,
KEND Coax 1702 7T 7 T 7R L VKD 27208, AUCou 1EIRAZETH o712,
UbXo, a7 o7 h7vrnhbERE~, FL1HAECTHERLUVHBx N EEZ LN,

3) DIBHEIZH T B IEH RIS D HNH
TFa s T 7 TR BOY)) iz G R 30
KBEROF G 1L . Bk e » AU LB L., v /570 7N 2R OSE N2 E S DB R
H 82 Bl ARG, RKF~DU Y xR ATz, 7r s 77078 %E 1 H 2 BIFHAIC 1 HERED
BeH L-nb, AFNZEI0#x, 1 B 1 REHC 4 BEEOES L, AFl~o8 0 e x o A, 7
077 77N R L BHESE Lz, 5 BEMOERG 25T LIZBEICIE, KFIE2kERS LT,
AR BEHHIRG EEICRW T, AMEERER, ORREFE S 2 WIFSETHNIERD b e o T, AR
P GAkfe 79 Bl(1 52T 70 BN ISIT 5 REEAFHEIL 98.6%., RFEEELRIL98.6% TH -7,
KHND AUCopu 170 77 7 17BN ERIETH T,
b, a7 n07vrnbARKE~ FL 1 HAECTZEIZUV#EZz bhbEEZ2 BT,

4) FhFSHE. REBHER W/NNGRBIEIZH 1T 5iEH RGO HIH
MER e L
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5) BEERBHEICH T BB RIG R U TBHE F X118 X RO IH
M ER e L

(4) HRELRIEAER

1) BMHEREEEER

@ BBEICH T HEEREOIMHE (—XaE)

i) 754 <) —BEBERER (EIA)
[EN CTIZEGERBR &2 i L TV 7RWR, AAETT e /77 78 RN 7 e AR v b 0L huik ik
eI E 1R 3 BEMI HLRGEER S Ik S a7z 3192,
SMNE AT HIE AR 638 Bl xtGs, AFE 1 H1EF, Yu /77 h7wN%E 1 H2REEHY, ~
I aARY AT vE 1 B 20 EREOBS U, e 580 B HE)X A% 0.15~0.20mg/kg,
Ta T 77N 0.15~020mgkg, V7 B AR BT BN 8~10mgkg £ L. TDOHITNT T
FEEBRARSER A BB L TR BIIN CHEEHEAE #1757,
BAE 1 FEB O BREGFERIT, AKIBE98.6%., 70/ T 7 h T RIAEEIST% THoT-, BREAEERIL,
AHIEE96.7%., 70 7T 7T RAEE29% CTHh -T2, £7-. BCAR*EIHFKIT, AFIEE 10.3%(22/214
), 7r 777 e NVEE7.5%(16212 By Th -7,
FEAH 1 E 1 DR ERIE, AAIEE 14.0%(30/214 i), 7w 75 7 7B ARE 15.1%32212 ), ¥ 7 v %
R B TEARE 17.0%36/212 ) THY . KFREL 7077 7 07V BEOREIL, 77 AR
AT REABIK LIELETH D Z LRSI, o, FAREE 70 7T 7 0 7B AFEOELZFRD
721%-1.1%(95.2%Cl : -7.8~5.7%)TdH v | MFFTHEEL T\, 61T, BHREEDON—R LD 4
DOFHIE E(FELT, geaRFEHs, BCAR, BHFAAERNRE)NCRE T 2 A%, A& FE L BCAR ORBIF|C
DT hH, KFFEL DT 0 7T 7 T EABEORIEILY 7 v AR 0 7R VEEORGE & FEEL L Tz,

BiEM o 1| FROEHE

FE5H
7w S E—RE s T IR Tru AR R
(n=214) (n=212) (n=212)
MR R 30(14.0%) 32(15.1%) 36(17.0%)
e 3 QX 50K
gt A 5 9 40K
BCAR 207K 16 29
BB A RE 3 4 1
v aARY UREE DER -3.0% -1.9%
97.6%CI -10.9~4.9% -9.9~6.2%
95.2%CI -9.9~4.0% -8.9~5.2%
PV A4 A0V -1.1%
97.6%CI -8.8~6.6%
95.2%CI -7.8~5.7%

EATXHRAER © FAS £ 41

% PRIT A M L7 7, BT OFBEAKUEE a(=4.8%)E LIz, TR0l T AT eNBEE Y I ARY U h TRV
B, 79 7E—DTRAREE VI B AR Y T RAOR A FEiT 5128720 . Hochberg d 715 TLEMD
PHEE T D720, a(=4.8% NI BRI KON a/2(=2.4%)W 2 FS < BEXM AR LTz,

M BBAEL 365 HHUBRICHRA LA XY FEEC 28] : Tu T 7 TV ER N7 v AR U TR ARETH 1,
BAENREREEH : 7 a AR Y U H FRARET 1, YIEID BCAR : 757X —0 7w AEET2H)EZ DEROEFIC
ITEFERL TV,

*BCAR : Biopsy-confirmed Acute Rejection : A= CHEFR S 7o AMEHEHSOG



V. ARICEY HER

i) Toa4<) —BEBERAR G IR
SME GBI AR 119 B2t 50s, WIEHESE R 5 &(1 B H&)0.20mg/kg ODAHF A 1 B 1 [B15 3%
Turo 77 NE 1 A2 EEIY, 6 HERROBS U- 2k IVE AL IE B MR AR iR Dicks
Wb AREIBEO AV SO BREIERIE . BCAR O BFEIERBISR, BEEFE, BEASRIT
T 7T RNARELERIRETH o7,

BiEh 5 6 BRDEEZLHIERE

AT e W e &

% 6 BDHEBRBIE

AR RSB 20.0%(12/60) 16.9%(10/59)

BCAR ¥ 8i% 13.3%( 8/60) 15.3%( 9/59)
Kaplan-Meier #E 2

SVEERE RS O BRI TR 78.5% 81.2%

BCAR O RFHIEFEBIE 86.2% 83.1%

BRELR 100% 100%

BREER 98.3% 93.1%

EAT X RAER © FAS £ 1

i) BEBEOBIENRSHMERZRET LK (EIMR) Y
EPNTH BT —HURDSA) G - fie b A MERGUS(HLA) BRSO RS BALEE 24 B2 551,
B 28~T HET L VBl HETE T 1 2T 7 0 72 VARA 285 U586 OA DB F2 5 R).
RN R O ENE A MR T D 7o ORI FFEM. IFEEIER (L, MR AL o BRIR 57 AR 35k 2 52
Jiti L7=,
Targ 7 h 7k, PG EEZFER 1A 0.15mg/kg & LT 1 H 2 BREAOKE Lz, AANX. ¥
¥ G &2 A 1A 0.15~0.20mg/kg & L 1 H 1 EIEIRRO#E G L7, WToEA S, wlEER G L%,
M RENEIER LN EEZEE LIZZ—7 v b LU PNICHER SN D & 9 & F20i R o 5o
7w haVICEC TRGEARE L, 2B, JFHEE LT, VYU~ T7 (BB FHEHR
Z)(375mg/m?¥/[EN)ZBAE 14 BETL O 1 BRIOFAIAFE 2 [, AREERE L=,
27 ) WA REE(TAS)D 24 Bl 5 HLEBAA E S 72 BEIL 22 fITH Y, BMEE
H1T 91.7%(95%CI:73.0~99.0%) T~ 7=, £7-. T 0T 7 H 7N UIAK & BE L7220 HRIC X
0 BEAR T & 72 o T2 B 2 BRUO T SRH T OB AR FE i =1% 100.0%(22/22 i) T > 7=,
77T 7 H 7'V SAIARFN O G% 0 D E B Y B OBMERTRA £ CICREL L ZEIEH OB
BEFE 1T TAS 21K T 37.5%(9/24 BN TH - 72,



V. ARICEY HER

@ FFBAEIZH 1T B IEHE R SO
EN TR Z F/ L TWARWR SETT e 7T 75 7L b OSEREE A LIS REER ik
RBR S FE i <7z 3,
SREHHIFB RS 129 B2 x5, A2 1 B 1RSI e 727707 E 1 BH2EEY, 6
RO # G Uz, #IEHESER 580 B HE)ITEAIE B 0.10~0.15mg/kg & L, ZD%IX M T 7RE L
FRRIER 22 ZIC L CHEIC CEEAELEE 21T 7,
6 W% OARKIFED BCAR O RFEIEHBIR, BREAEGE, BREESRIIT 0 7 7 W 7B L RIRE T

HoT,
BiEH D 6 EROEELANERE
AR e e
% 6 BORERE
BPEFEM S S T B 28.4%(19/67) 29.0%(18/62)
BCAR JB1R 26.9%(18/67) 27.4%(17/62)
Kaplan-Meier #fEE
SMEHEHE RS O RREIEF BLRE 68.4% 67.5%
BCAR O BFEFEH IR 70.1% 68.8%
RREAATER 98.4% 98.1%
BREA AR 96.9% 93.3%

fiRbrt 4 - FAS £ A1

@ ILIBHE. IMiBHE. EBHER /NMNERRIEIZH (T 5184 RGO
B R L

@ BHBHEICH T SHIEMRRIER VB A XEE RO
Al %64 78 R (GVHD) T Bh%h 5
AR E COBKRBRIZB VT, HLA #EA RSO FEE#BEREEE 15 o, BB % O
GVHD O Tz i E LT, AAlZ2 1 B 1 [H5, B 1 Baio 5% 14 BB 0100 A BH)E CRAK
B L7230, wlaHfEsE g 80 B )T 0.12mg/kg & L7z,
Btk 14l H £ CT? Grade I LA ED 2 GVHD O BRI BLFIL 46.7%(7/15 ), 121E GVHD O SAFE¥E
BRIT 14.3%(2/15 B), BFEAEFRIT 93.3% T, BEEBEOHEMEIIZRD 5oz,



V. ARICEY HER

2) REMHR
SIAE - 5 MAHRRBR Ok GIEBNZ I\ T s AR (X 2 AAI R i -85 00 22 4k 2 A4 L
TR, BREEEEARLOCRMBGSEERTITROLEY ThoT,

T2 T3 =T BEEHICE T2 RBEFRERUVRBERES

- iﬁ;;i) e VX1 1 VX1
3 5 P ik~ D B DB
BB
7T A~ Y —(EILFE)D 14 214 98.6% 96.7%
7T A~V —(F LD 14 60 100% 98.3%
)y #az 2429 2 4 67 100% 98.5%
)y #az 20 14 68 97.0% 97.0%
[F#&1E
7A=Y= 14 67 94.2% 92.7%
)y #az 2728 2 4 69 98.1% 98.1%
gl # z (N 1 4 18 100% 100%
IDFEHE
g)v a0 | 14 | 82 98.6% | 98.6%

FEMT IR - BT T A ~ U —(CHEIR)RER T FAS 8B, £ OthoiBRIE Modified safety analysis set
(B : MBRICBATL 1 | L7 T 72— e A &b SN2 BFEFAS)D 5 HLEikic 1| BRI LS Z7&7
& — 7 e NG S BEER)
X AR OB RIIRKBIEZEN 245010 H & 95 Kaplan-Meier #E &, 7272 L, FFEHEY) 0 #x (NR)REBRIZEBE O AAF
B,
XK T T A~ ) BRI EN B 25 OHIM, Bl BRI T B = eI R THN D OHF

BRMEOREF GBS, BRI, MREREE)NCH LT, 707 7 70 7 TRESN TV L RIS
I & B70 D IR B e o 72,
{82 DFBRIZB T D AHITRDO LB TH o7z,

O BBHEIZH TS5 3EHR O]
i) o4 < ) —BBiERAR (Fma)
SMNE AT MRS 214 Bl kg, AF%2 1 B 1B, 1 FERROES Uz, FIRHESER 581
HH &)L 0.15~0.20mgkg & L. fHlx DBFEDORRIERE N7 7IREZ & & ITHEITS U T H &R
EATo 7o, ARBBRZKT Lo BEICIIi 5 2 lie & LT,
| FFRFAEFRIT 98.6%., 1 FFERFEAERIL96.7% ThHh -7z,
BIEH OFRBLIEIT 60.3%(129/214 ) TH - 7=,

i) Fo4<)—BiEsig (Fo4) ¥
SME AHTHR BB ERE 60 Bl e 8ic, AFlZ 1 B 1 EE, 6 B O#SE Uiz, WIEHELER G581 B
FE)IE 0.20mg/kg & Ll % DEREFOEKIER E T 7REZ S LIS U CHERE 21T 7,
BB A& T LIEEBEFIC WL, REEZRS L2 ECHE 2k LT,
1 FREBAEFIL100%, 1 FRFEEERITI83% TH T,



V. ARICEY HER

iii)

iv)

BERREYI YRz R 2 £R) P

Btk 6 » ALLERRB L, 7077 70 7 ERATONENLZEEBMES 67§l 2 xRz, A
N~z B AT, TS5 A% 1 H2EEIAIC T HERORGELE-OL, KK
WZOlvHix . 1 H 1 ERNC 4 BERORG Lz, AF~OG 0z RO &EIX, v s o7 70720
CRIC 1T BAEE Lz, 4 B0 GZ25%ET LIZBREIT, Jl&kEi & Rt BRIcSINT
HZLELTE,

QAEBREAMER, 2EBBEESERIIZNEN 100%. 98.5% Th -7,

BHETYBRZHER (1 £/ ©

Btz e » AU LB L, v 77 7 7wz RHPOSNENLZEHBEBRES 68 #lZ x5z, K
Fl~b 0 oz ikBr 217 -7, BH5HMZ S6 HME LT, 1~14 BH, 29~ BRI 0w s 7707
Bz 1 B 204, 15~28 HH., 43~56 HHIZAAIZ 1 H 1 BIEICRO&ES L, 10 #2 R0 H
L, ARG LA LR T 1 HHEE Uiz, BB TSR, RAIZ e 500 #ix 22608
HI1EMTEsZ L L,

1| FRBAEFRIL97.0%. 1 FREBAEFEFRILI7.0% THoT,

@ BFRBHEIC & 1T B IR RIS DN

i)

i)

iii)

TS54 <) —FiEREE (1 /) 2

SMEAHHRIFAEERE 67 Flastgic, A#lZ 1 B 1 EE, 6 B O#SE Uiz, WIEHELER G581 B
FE)IL0.10~0.15mg/kg & L=, 728, Bl | FH. &5 %/ L7,

| FREAEERIT 942%, 1 FREAERIT 92.7% Th o7,

FFRstE U 2 2 RBR (2 &) %0

Btk 6 » AL ERGE L, 7 a7 7 7 E2RATONENEZEHFBMEEE 69 #2358z, K
Hl~Y) v L 2 RER &2 1T o 72, HG5HHE%Z 56 Hff&E LT, 1I~14 BB, 29~ BHIIZ w7707
Bz 1 B 2EEIA, 15~28 HH, 43~56 HBIZAAZ 1 B 1 BEICRO&ESE Lz, Y0 # xR0 H
2, ATRICHRE LA ERUT 1 BHEE Lz, REBKET LZEBE O ks & Hlr s B i12iX
AF A Ml e 5-(0) 0 2 Bl 2 4B L 7=,

2 FRREAEFHFIL981%, 2 FRBEAEEFRILR1I% TH-T,

INRETBHETI Y A B (1 F/) P

Bt 6 » HUERB L, 7027770 7wz RATFONE NG EH/ BT EE 18 § 2 %5
1. KB~ a2 3R A T -T2, T 77 h7®/N%E 1 H2E1BRKRAOKRELIZ0L, AF|
WOV HEZ 1 B 1 EFERTTC 1 BRI DR G Liz, AR~z oL, Y s 7707
B LERIC 1 HHESE Lz, 2 @M0OEBG 25T LIZBFEICIL, AR 2GRS0 B2 hHEE 1
FERH) LT,

1 FREBAEFIL100%, 1 FERFEAEERIT100% TH -7,



V. ARICEY HER

@ DIBHEIZH T B IEHE RIS D HIH
DY) 0 1 2 BRBR (1 AER#)0)
Bhitt 6 » AU ERE L, v 27 7 h 7Lz RATOMNENEZEROBRER 82 il & R5IC, K
Kl~DE) 0 ez R A To7-, 70T 7h 7% 1 BH2REEAICIEERORS L0, K
oz, 1 B 1R 4EBREOEE L, AFI~OUD X EOREIX, a7 7 7L L6
C1HMH&EE Lz, SHEHBO®RGEZ5ET LICBEEIZE, slEiERflzkbG Tt e LT,
1 FRRBEAFFRIL98.6%., 1 FREBAEFFILIR6% ThoT,

@ FhTsHE. EBHERW/NNGRBIEIZE 1T 53R RGO HIH
B R L

® BHBHEICH T HIEMRRIER U *E RO
7T A~ U —E Bk R 37
HLA &[RRI RE LA OB S BERAE B 265 & U728 TTARRRBR (T BL RO 53R BR) (2 flkfee L C L AA %2
FEWI#H L7z L &0 GVHD PRk OV 22 et LTz,
FH R GREBRICS M LT-BED I B, BAE% 100 HH E TOHEEN5ET L, 100 H B LA b ki 5
DALTE LRI ST 1 Bl A28, PRI GRBR& THREE R U 1 B AR 2 & 500 & &
LT, AAIZ1H 1R, REBME 1 ARG B OEEG L,
BRI ORWIF (B 52 % £ OBV T, 263 HEFS TOEM: GVHD @ BEFRIEIT 51.0%.
371 B A To&aM: GVHD O RERELERIT Grade T UL 725 46.7% . GradelllLL E23 20.0%. 371 BREE T
DRFEEFRIT933% TH Y, BHEEMOEMMISORE, FREREOTRITIA LN T,
LZAEMEIZOWTIE, BWERAOZ 3B 14 HBEUNICEIL L O T, AFOEME 52X &#ER
DOIEBLDEINT DEENT IR Do 7o, MkfeakBR P IC I L, AFI OB G ILIZE S FHWERIZZ Y a~F
sae HmIEchHy AFOFRGHIER R ) A Y RoEGICkvmEE Lz, BEERBEMIL.
A PEBERE S K OV I 23 131, BliZe S 1 3], HRRIEZ 08 1 IR B L7228, R PEREREEZS . /)N Haf,
K ORGSIEEIE U, w3k Uiz, 7eds, #RREB R B CIL R e R SCGER b FIREB % ek
FROFHGE L CRB VD EIEICE > T, SERAIICCay hr—LHRETH - 7=, ARAIOEHE G TH
BLZRIERIZ., 70757 v LORIERE LTEAOLDTH -7, UENS, AFIOE#EE
BT 2 EEMITRHC R E R BEIZ 2V & S T,

(5) #=&E - FRAERIGRER
@ EBRiE. T, DB, MiE. BRBRERWNNEGHBHEIZH T 5B RGO I
B R L

Q@ BHEBIEICH T 2IEHRICR U HE B X TE £ R s
MER e L



V. ARICEY HER

(6) AEEEF
1) EARERE (—REARERE. RECARERE. FARKELERAE). RERTERT —F~—2X
HE. RERTRERABROAR
FrE AR AN SR O NI T D LB Th o7, 7B, 1| AR GEL M TRE(H T 7 fH)
(ZOWTIE VI ZEYEBREICEYT HEB) =, ZEMIIHOVTE I X2% (EALOEES ICET S
HB 22T 5Z L,

D FFRHEIZ & 1T 5 iEH R ]
AFAEIC BV TH R 56 24 FIORBHE | FHRFR CORBAEGTERLORBAESRIIL HIC94.1%, B
FEARAE RO BIZRIT 208% Th - 7=, BIEHZBIZRIT 37.5%924 ) ThH 7=, 7'v 7 Z 7&% 05K )
SOV Z B 117 HlOF 5546 24 THRF S CTORBEAEFRRLOREAERILE 12 100.0% ., RFEE
MO SFEBLRIL 2.6% Th o7, RWERFEBFIL 11.1%(13/117 ) TH -7,

Q@ BHBHEICH T BEHERIER VB FE EHEomE >
AFAEICBNTT v 7 7 7R ORAIND O Y #az 4] 48 HlOARFBE GBI 16 HEEE S TOREALT
1T 100.0%, BEFEBHERRIT 7.5%, BEEM GVHD BHHRIL 2.2%, RSN GVHD 3R
17.5% Ch -7, BIWEARBUIEFIRIT 8.3%(4/48 B Th o7z, 7ok, 48 Bl TARAILIY # 2 £ Tl
BRERAE A A LTz,

Q BBIEIZH TS EMRRIEOIME O
AREIZB W TH BRG] 249 LT 2B 24 BRSO RBEEGFRELOCRBEAERITIE BIC
98.2% . RAFEHEASISHBIRIT 16.1% Th o7, BIFEAFEBIEIT 41.6%(104/250 By T o7z, T'm 7T
7 #E KD OB 0 #i 2 B 103 BT 2 AKIE G- B4G 24 WE R RO RFEAEFR KO RBEASE R
EHIT99.0%, RIEEMLOSHEIEIX11% Tho7o, BWEHARBIZEIL 10.7%(11/103 ) ThH - 7=,
¥, FEBMEANZIT HBHE 5 H O REAEFRK ORBAESERITZNEN 96.7% K% 11 93.4%, S
FEAESONF BT 26.9% Th o 72, BIEMIEBLERIL 51.6%(129/250 ) T > 72,

@ FhFBHEI & 1T 2 RSO
AT I\ T HRBAEY) 0 4 2 51 7 B OAFF 5B 4 24 W1 55 5 T OFEHEBOS O FEBUTFRO BT,
EFIEFL TR, BlTOASBHER Shi,

© EBIEIZEH 1T HIEHR RIS OIS
AT T, BT Y #2251 10 BIEAAIB 5Bl 4n 24 R R CRFIEF L TR, 2 I THE
FOSHFEFR LT, BRI £& D3 1R S i,

2) RRBEHLLTEBPENONEXIERM LT - RBROBE
REM L7R

(1) Z ot
ZEER e L



VI. EHhFEE(ICEEI H1EE

1. FEZPHICEHESSELEMXIZILEME
T m AR 5O G
EE B H (LB OREUINRFIL, BFOBFRLELEMT D L,

2. EBE{ER

(1) YERRERL - YERBEE 2
271 AZAOFREMHITERIZ, & LT T M Xk 559t - KR FOEAZLET S Z LIk v %
XN, ZOEAMEIA B Y v —RNA ~DEEFE L~V TR SN Z &Itk ¢E2 DN
TWo, #7771 AR TMIENTY 7 v ) AAFESGEHAFKBP) MG L TERZRET2EE 26T
WA, ZOEAIFY 7 AR UHEEATHIY /a7 4 ) e BRDZENRHELMNE o
TW3, ZOMEBEHOHENRZ 70 ) AR 7 AR Y L OVEHOMER OBREEOFE & LTH
nTWaElEbnsg,

(2) EMEENTTDHEBRBAE
1) SBERICHT D/ER O
~ 7 ADPEIEZ W2 U CoRERIE AR EKNICBWT, A X —uaf X2 b NNIf v H—T =
7y O TME ROV A N A CEAZIEIL, B2, b FREIMEEZEK A T CD3/CD28 THIlTE T
DI IBNT, RIEMT A M A > Th HIEBEERE (TNF)a, X —8aA4 %> 18 RH5NIA
HZ—naA X6 OEALIEITS, —F., BHMAROBEEMHEERII S ORIk LT, 2=
RIEDREN TN D,

2) RERLSNIT BER T
Z v PEAROMRE K O XPIIRGEZR I X 2 MRZEiE oE1E . > 250 B8NS IR ek 3 5 HEFH{E
HREFT D,

3) BRBEETILIZNT HEH
OBBMHETT MIZBW T, BRSSO 2 BRI L, A2 EE S5k & 50, o X5,

Z v k2,
S b TOBEBIEIZHT S S FTOBEBEIINT S
290 LRADHE ORRRY COHR
—e— X MAF (n=7) —e— TR (n=7)
—O0— FZ7) AL 0.32mg/ke (n=7) —O0— YU AR)Y  32meg/kg (n=T7)
—7— F7) LA Img/kg (n=7) —7— 7 AR) 10mg/kg (n=7)
(%) —— yrm) LA 32mg/kg (n=7) (%) b= 7uZR)y 32mg/kg (n=7)
100~ 100
80 30 -
0] @ 70 -
60 60
1 501 1 501
s 10 7 e 101
30 v v 30
20 1 20 1 =
10 A 10 1 -
0 T T Or T 1 0 o T T T 1
0 20 40 60 30 100(H) 0 20 40 60 80 100(H)
"R it O H R EORE



VI. EHEEICEY HER

QBN F5HT B MFHERFRARIC 35\ RIS & ARG L, A fE IR 2 R S 5 (0 =2
LD, AR Ty b9,

1 X TORFEFBEICHT SR

—a— % B (n=38)
—o— ¥Z7a)AA  1me/ke/H(n=10)
—— 70 AF) Y 20mg/kg/H (n= 9)

(o SR R S S A

0 2 30
sz H
Q@LBHEE T MZBW T, BHEEesiEasInZ2mE L, A2 EE ST 5(T7 v M),

Sy FEMEDBIEICHT S470 ) LXADHE

A ¢ 5. B (mg/kg) k=S TR LA HER(H)
SHER — 5 6(3 5),7,8
/A= N 0.32 8 5,6(3 P'5),7,9,10,11

1.0 8 9,35,68,>100(5 L)

32 8 6,26,45,>100(5 Jt)

10.0 8 15%,21,25%,>100(5 JL)

rmARY v 3.2 6 5,6,8,9(2 II5),12
10.0 8 5,18,>100(6 IC)

a: AT
OFBEE T LB\ T, EFHR 2 TR SE 51 X)),

1 XIS 52080 LADHE

FEH P 5 (mg/kg) FERE Bk ATF BRI R OBETRA
T HR — — 5 7~20(4 P5)2,13b
Vi A=R N 0.1 A 5 72,>28(4 JL)
voaARY v 20 &0 5 >28(5 L)

a: fHiE b KB WG ERBER O 7 DR ESE
3% 1 0.1mg/kg DN EEGRIL 032~ 1mg/kg OFE DG RBITHYS T2 LS D 9,



VI. EHEEICEY HER

OWEBIEET MW T, EEWRI LR SH 51 X)%,

1 XEBEITHT 5270 LADHE

BeGRE ¢ 5. B (mg/kg) Bl AEIREE S B 4(H)
pSpiis! — 5 7,9,11,12,21
0.1 fhiE 7 7,8,11,12,13,22,27
0.2 ik 4 10,18,21,33
- . ,18,21,
EAES 03 Lk 5 18,18,19.26,73
1.0 &N 5 19,24,29,30,53
O, 1.0X5 H(4~8 Bk 5 18,21,24,38,44
RRRRES 1.0X3 H(4~6 )k 6 21,28,31,50,63,73

a:20 ALLEAFEGNCIE 10 B 1.0mg/kg fHE#R S LTz,

O/NEBAEET MZE W T, A AR SED(T v )9,

3 Al i TE % 5B (mg/kg) =S A BE(H)
xR — 11 6,6,7,7,7,7,7,7,8,9,9
2rwal) LA 28 10 7,9, 13, 25, 33, 36, 38, 96, 118, 131
vrmaARY 20 7 57,9,10,11, 13,23

a : itk 8~30 HIX Img/kg %@ H 5
b : #71% 8~30 HiZ 20mg/kg & H #% 5

OBME R HE ERE T /MZIBNT, TR R OTEIREIE G- O W T FUIT I T b BAE 56 2 5O 2 #i
L. AFHHEZIER SEL(F TR Ty | 26),

Sy MBEARMEBEIRICHT 5270 ARARUSY ORRY) D OMR (FHHRE)
(%)

100 ]  d o HENLHIAE
20 O #7) LA
1 v yauAR) s

K60 O 7a AR
% J
g 404

20

v
- T T & L T i !
10 20 30 40 50 60

(n=10)

1mg/kg (n=10)
15mg/kg (n=10)
25mg/kg (n=10)

0

0 (H)

PR L RS A 72 LB

Ty FBEARMBEERICHT S22 700 LAARUTL I ARKRY D OMR CARIIZE)
(%)

100
80; ® Tl (n=10)
| A ST LA Img/kg (n= 8)
1 604 O FZr/I LA 15mg/kg (n= 6)
pea | V AR 15mg/kg (n=12)
= 40 Os7az2R)r 25mg/ke (n=9)
20—
07
0 10 20 30 40 50 60(H)

R N 48 A T2 T EL



VI

EMEEICEY HEE

4) 2o0)LRESYARKRY) U EDERLE

(3)

A0 LRELHORKRY D EDIERLLE

. i B K O AR AR
AR IH e K
PRRH PG J7iE* LADEN YU uARY v LRk
in vitro C O INHIEH
U U SERIR G R RS SN 0.18ng/mL 17ng/mL 44)
~ A 0.3ng/mL 40ng/mL 64)
FHERaAS A T HEAE AR RR ~ R 0.23ng/mL 37ng/mL
AE—aAF 2 HERK ~ A 0.1ng/mL 18ng/mL 44)
A B —Txzn sy B ~ A 0.1ng/mL 4.5ng/mL 44)
B AR (BT 1gM 1) ~ 72 0.2ng/mL 65)
in vivo COSEINHIEM
PUAPEAE ~ 7 A(po) 4.7mg/kg 35mg/kg 64)
Pttt de A BOS En I 7
BER TR 7 v h(po) Img/kg 3.2mg/kg 52)
TR 5 Z v M(po) 3.2mg/kg @ 4 A% 10mg/kg @ 4 H% 52)
LD OEGTHED) K0 O TIHES)
JFR A 4 X(po) Img/kg 20mg/kg 54)
H1(po) 10mg/kg 53)
Z v B(sc) Img/kg 10mg/kg 55)
DR AE 7 v h(po) Img/kg 10mg/kg 56)
GVHD #7il { ]
@id 1T ~ 7 A(po) 3.2mg/kg 100mg/kg 61)
Z > b (im) Img/kg 15mg/kg 63)
(AW 5 < 7 A(po) Img/kg 32mg/kg 61)
7w N(im) Img/kg 25mg/kg THAFHIMH] 62)
DIERFRO b
Z O OEH
B B A e S ~ A 1100ng/mL 960ng/mL 44)
JHE A S AR A X (iv) 0.1mg/kg 0.6mg/kg 48)

¥ opo s BOEE, sc; HTEE., im; fANELSL, iv; BIkNES

XK 1 in vitro DFRERIL S0%TERREE ., in vivo DFRERIT S0%1ER &5 & Uik A2hiEs

2B, invivo TOX 7 v ) AARETE KB IC CER

YERFIRERA - Frfukef
UERR L

i




VI. EYSEICET SHEE

1. mpREOHR
(1) AELEMEmMFEE
5~20ng/mL(‘H #EREAEIZ 31T 2 BohE Fr et 7 3290 O 47 38 R 1IZ 1 10~20ng/mL)

(2) BB CTHRE SN -IPRE
1) BERA
® HEES
1) B AR NAERER AN B 20 BIZAH 3mg A 22 G R R A &% G- L 7o 3R 1D O ZEMENRE & 1 ABERR A B

PE 30 BINCAA 3mg A ZERGIRFHLIEIRE 15 L7238 D O3B RE A ik U725 R . HARAD Cra XY
AUColE, FAIZH LT 30~40% @V MEZ R L7z, AUCoo0 TN Crnax DA LLITZNE I 141%
(90%CI : 118~167%). 135%(90%CI : 110~166%)T&d > 7=, tip DT F-EJLIE 106%(90%CI :
99~115%)TH V. 90%CI [X[F5ED HZ T 5 80~125% DHEIFANTH - 7=,
FRERBRAART D B AR NERE OIRECEY 62.4k)1E, A AMERE OIRECEE 76.6kg)IZ L~ TIR S | AH
IEREBFCTHOOND Z &5, (RETHIE L7-EEE T A — X C LD bR L2, AUCk.M
D Cnx ZHRESHT- D OFGETHIEL, HANBAOERMEHLZR B L2 A, ZNEN 110%
(90%CI : 91~134%), 115%(90%CI : 98~135%) CTdH -7z, LA E XV | KK 5RO IRy EhE T Rk
MTR&E BRabrnEBZ oz,

dmg BEIREORSHOEYHE/NS A -2 DR (BAAN/AA)

IRERIEZ L REMIEDH D
Crmax AUCp.co Crmax AUCp.c
AT H(%) 140.6 135.3 114.7 110.3
90%CI(%) 118.3~167.2 110.1~166.2 97.5~134.9 90.7~134.1

* :n=20, * % :n=60

3mg EEEORSHOTMARERSE R VENBE/S A -5

(ng/mL) 7 i’) ﬁ Cmax AUCO-m t12 Tmax
3 A (ng/mL)* (ng + h/mLy* (hy¥ (5
7 L —©@ A An=20) 6.804 150.8 35.7 2.6
O—0O HA(=60)*** 4.838 111.5 33.6 1.9

X R E X% EEIE
K T O NEFFRE 2 B 4 W17 v A4 — =3B TH Y | 30 BT X CTOMBREIC 2 [ 5
ENTVD)

EENPCONYYHE
ey

0 4 8 12 16 20 24(h)

52153 ke




VI. EYHEICEY SEE

i)/ E R B 16 BICAKI X E 7 0 7 F 7 7R 1.5mg & 2 Fl 2 W17 o A4 — R—iEI2 kD
HERE ARG L, BB T A —Z Z Rt L7z 19,
AHNP 585D AUCo. DRI T 0 75 7 1 e VB HRED 92.6%(90%CT : 82.9~103.3%) CTH
D AFT ATV T 41 FAFELEBELDNT, Coa DT LT 30.9%(90%CI : 26.9~35.5%)
Thole, IHIT, REIFEGRHIE Ta ER L, 707 7 7 A7 RAEER LD S RIGEE DK T
DHBITZ OMEANT —5),

1. 5mg BEZORSFOEYHE/ NS A —2DLE

I ER(%) 90%CI(%)
AUCo-c 92.6 82.9~103.3
Cinax 30.9 26.9~35.5

1.5mg HEERORSFOFHMPREHEBRVVEYBE/ S A -4

(ng/mL)
104
it 1
|:F|
4
% 0.1
a
1)
A 0.01 AUCo-0 Cimax Tmax ti2
: EEE
{Z% i (ng + h/mL) (ng/mL) (h) (h)
% 0001 O—O /Tt X —(n=16)| 6557+17.64 | 2287+0581 | 3.00+2.00 | 36.176.69
O—0Q 7uZ37 (n=16)| 7428+2467 | 74311831 | 1.44%0.512 | 37.2%6.39
0.0001 - CEXIfE=SD)

T T T T

T T T
0 12 24 36 48 60 72 84 9% 108  120(h)
$ - e 1A

i)/ E AR B 30 FlCAFI X7 v 77 7 H 7RV 3mg 2GR, 4NEFFRE2 Al 4 17 v R
F == KD BER ARG L, EYERE T A —Z 2Bt Lz 19,
AHNFE 5B D AUC DB X, 70 7T 7 0 F e A EHED 70.5%(90%CI : 65.6~75.8%)T
H o7, Conax DEATFEEIEIT 29.1%(90%CT : 26.6~31.9%) T > 72, tin I\ OV TIXMRIHF TIFIFLE
Lo T=(MNEANT —4),

3mg HEBORSFHOEYHE/NS A —2 DLE

TR (%) 90%CI(%)
AUCo.0 70.5 65.6~75.8
Cinax 29.1 26.6~31.9




VI. EYHEICEY SEE

3mg EEFORSHOTMPRERSR R VENBE/AS A -5

(ng/mL)
AUCO-oo Cmax Tmax ti2

10+ (ng * h/mL) (ng/mL) (h) (h)
- 5 —® /75 —(n=30) 119 5.15 2.00% | 33.9
th O—0O 7u /77 @®=30) 175 17.5 1.03% | 34.0
b4 SR fiE
7
o
)
2
A
i
o

0.]. T T T T T 1

0 20 40 60 &0 100 120(h)
EvaSR A

iV)IMNE NAREE RN B 15 BICARI T T v 7T 7 1 7%V Smg & ZEMERHC, 2 K2 17 o 24— "—
EICR Y BERR OGS L, EYERE ST X — X ZfEt Lz 20,
AP 5-H5 0D AUC. DT EHI T, 70 7T 7 h 7R AEERED 66.7%(90%CI : 53.4~83.5%)T
H o712 Comax DT FEIEEIT 32.8%(90%CI 1 26.3~40.7%) T > 720 Tmax K ti2 {20 Tl i FFH|
TIRIFE Lo ZNE AT — %),

Smg HEEEORSFHOEVHE/ S A -2 DK

BRI (%) 90%CI(%)
AUCo-o- 66.7 53.4~83.5
Crmax 32.8 26.3~40.7
(ng/mL) Smg BEFOKREHOFEHMFREHBRUVEYEE/ NS A —42
100+
AUCO-m Cmax Tmax ti2
(ng * h/mL) (ng/mL) (h) (h)
il @ 5+ 7% —(n=16) 198 9.15 2.00% 35.9
10+ O—O 7Furs57 @=15) 297 26.7 2.00% 37.5
z rh i
Z
=
1
P
A
3
FE
0.1 . T .

0 20 40 60 80 100 120 (h)
& 51 IR



VI. EYHEICEY SEE

2 R#EHRS

)IME AR N BYE 16 BlICAH 2mg 2 1 H 1 B X7 e 278 7%/L Img % 1 B 2 [A], ZEiEE;
2K 27 v AA— N—={EIZ LY 10 HIRER DG L, EYEE T 2 —& Z et L7z 2,

1 HBORANERED AUCos DAL, 70 75 7 0 7 F 5 KD 101%(90%CI : 90~
1139%)TH ., FELEZ bR, TRIREBIEL TWD EHEESND 10 B HIZBW T, AFIF 5
D AUCo 7 e 77 7 1 7o B ERIZHE~R 18% E - 72, 10 B OKEHR 5 IZ L 0 KB LT 1
7 77T /ND AUCo4lE, EIEIVK 2.5 5, R 2 FHEMNM L2, 10 HED tip FAF KO v 7 Z

cv
=~

TH TN E B4 R EZEII R Do T MNE AT — X)),

2ng/ AREZOABRERHOENBHE/NSA—FOER (TS5 TE2—/T0J357)

TR (%) 90%CI(%)
1HH 101 90~113
AUCo-24
10 H H 118 109~129
1HHA 76 66~87
Cimax 10 HH 94 87~102
_ 1HH 61 52~71
Coin 10 HH 105 94~117
fag/anl Zng/ AREROBREROTHMPRERBRUVENEE/ S A—42 (1 BE. 108AH)
6.0
5.5 1 1A H AUCo-24 Cimax Chin Tax
i 5.0 (ng * h/mL) | (ng/mL) | (ng/mL) (h)
i 497 —O /o7 —(n=14) 33.7 2.99 0.92 2.00%
B el O—O “rr/57 (=14 334 3.94 152 | 1.00%
2 S L
y 307
2 254
A 201
j’::',':l 1.5
1.0+
051
004 , , , , , , , , , ,
0 2 4 6 8 0 12 14 1 18 2 22  24(h)
e 5-1% 5
10H H AUCo-24 Cmax Cmin Tmax ti2
el (ng - h/mL) | (ng/mL) | (ng/mL) (h) (h)
6.0 —® /ot ¥—(n=14) 83.7 5.76 2.49 2.00% | 40.9
551 O—0O Fur57 @=14) 70.7 6.13 2.38 1.00% | 40.8
S gL fE

0.0, ’

(=2}
oo -

T T T

0 12 14
B

T T

16 18

T T

20 22

2'4(h)




VI. EYHEICEY SEE

i)/ E A BEEER A % 24 BICAK] 4mg 2 1 B 1 [BIXIET 0 75 770 2mg % 1 H 2 [8], ZE[EHE
W2, 2/ 27 o 24— "—{EIC LD 10 BFIKER ARG L, MBI T XA —Z 2t L7z 22,
1 HEHOERAEGRED AUCoos ODEMIELIIL, 70 77 7 07 HRED 102%(90%CI : 91~
113%)TH Y RAELEZ LN, EFEIREISEL TS EHT SN 10 HAIZBWTH, 93%(90%
CI:87~99%)TH v [ L E 2 Hiz, 10 B O RKER 512 X 0 WA Coa 1359 2 58800 L 72,
10 H H D Cuax DA H0IT 74%(95%C1 : 69~80%) T > 7=, tin IARIKR N7 07T 707k
& B 38 FE THELL L TV (GME AT — %),

4ng/ BEREFOABRERHOENGENFA—E2QLER (T S€TE2—/T0J357)

AT (%) 90%CI(%)
1 AA 102 91~113
AUCo-24

10 HH 93 87~99
. 1 AH 67 59~75
" 10 A A 74 69~80
o 1 AA 81 72~92
- 10 HH 87 81~94

dmg/ B REROBEFOFHMPRERBRUENHEASA—2 (1 HE. 108E8)

(ng/mL)
15
1 El E AUCO-24 Cmax Cmin Tmax
(ng * h/mL) | (ng/mL) | (ng/mL) (h)
i Q—@ T X —(n=24) 71.2 5.80 2.17 2.00%
'r# " O—0O 7ur77 (n=24) 70.1 8.68 2.67 1.00%
5 % LA
o
i §
1)
2
& 51
0 = T T T T T T T
0 4 8 12 16 20 24(h)
P 55 g
(ng/mL) AUCo-24 Cinax Chin Tmax tiz
15+ 10 H
(ng * h/mL) | (ng/mL) | (ng/mL) (h) (h)
Q—@ Tt ¥ —(n=24) 148 11.1 4.46 2.00% | 37.8
O—0O7ur/77 @n=24) 160 14.9 5.13 1.00% | 37.6
3% HH S AE
1 104
i
el
7
|}
)
I
A 5]
i
J&
0 .'\ T T T T T T
0 4 8 12 16 20 24(h)
¥z 515 RE




VI. EYHEICEY SEE

@ BEEZIDRE®
SRE MERERR A B 24 BNCAKIE T v 7T 7 H 7 )V Smg &I XX T4, 228, 4 IBFFRE 4
a2 — =R X0 AR OBE L, B5RZOREEZ R LI,
AHND T4 16500 AUCqcoy Crax DRI LIT TR G- & R 63.6%, 893%IZIK N LTz, 7'r U F 7
BT BB EFEIC 64.8%., 38.5%IZIK T L7z,

R, FRICERBORSFHOFHEYBE/ S A —4

7T — a sz

R[] ik Sl 1%

(n=24) (n=23) (n=24) (n=23)
AUCo-(ng * h/mL) 178 +58.8 115+50.6 254+119.6 168+92.1
Chmax(ng/mL) 7.29+2.368 6.47+1.798 23.0+8.01 9.23+3.814
Tmax(h) 2.25 3.02 1.67 4.00
(Mean=£S.D.)
FHl. FRICEERORSHOENMEE/ S A —2 OLLE (F&/FHD
7w H— a sz
BT ER L 90%Cl Bl 90%CI
(%) (%)

AUCo- 63.6 55.8~72.3 64.8 56.9~73.7
Crnax 89.3 77.5~103 38.5 33.4~44.9

@ RELHIHE
fERERR N B 16 FIZAH] 1.5mg, 4mg KON 10mg % ZEfFHFIC, 6 IEFFRE3 Al 3 #17 v 24— "—k|c &
OHERE O U, B A R L7,
CL/F. Vg/F. MRT, tin 2O Toax (34 G- EIIKTFE L7203 o 7208, AUCo00 & T Cona (X E OB ITIE I
BILTEH L7z, 1.5~10mg O CAADOEYEREIIMIE Ch D L EZ b,

1. 5mg, 4mg R U 10mg BEZEORSHDENFE/S A —4F

- AUCo-c0 Cinax CL/F MRT Va/F ti2 Tinax
(ng * h/mL) | (ng/mL) (mL/min) (h) L) (h) (h)
I fE 75.10 3.41 450.74 43.92 1240.00 36.50 2.44
(;irlné S.D. 33.88 151 360.93 9.80 486.07 7.83 159
CV(%) 45.1 44 .4 80.1 223 39.2 21.4 65.2
I fE 205.91 9.02 383.79 43.56 1199.47 36.76 2.44
(::;i ) S.D. 84.69 3.09 170.10 6.16 497.24 459 1.26
CV(%) 41.1 343 443 14.1 41.5 12.5 51.8
I fE 516.26 26.53 376.00 4127 1169.42 36.25 2.25
(L(:f) S.D. 196.66 7.99 158.85 5.07 467.27 3.13 0.86
CV(%) 38.1 30.1 422 12.3 40.0 8.6 38.1

CLF : &0 27 U7 7 A, MRT : AR, Vo/F @ THRAIZBT 5 BT O s



VI. EYHEICEY SEE

1.5mg. 4mg KU 10mg B [EI#E O % 5RO FH M IREHS

—e— 15mg (n=16)
—&— 4mg (n=16)
—&— 10mg (n=16)

=
=

FEEEN oINS R

96 120(h)

155 T IR 1)

2) BRERE
OREMBBABE 35 BlQ0~64 F)IZHK\WT, v s 777 %/(1 B 2[4, ZEERHE D& 5))
OAFI(1 B 1 EIE], EREREE OB ) ~[F— H & T #i 2 B OIS EhE & fgt L7z 2,
7T 7 I T T D AR D AUCoas DAL 95%(90%CT @ 88~103%)Toh v | il
HRFOBBZEEIZFBRE TH DL Z LR ENTe, KA GRED Con (X7 1 7T 7 0 7/ NVEERFZ A
32%AK < | Tax IZIBHE L 72,

REHPEBHEEEOENBE/NFA—SOUK (T 5+T8—/T0557)

Cmax AUCO—24 I\ :j 7{)}%EX
AT (%) 68 95 101
90%CI(%) 62~74 88~103 94~109

¥ ZIvFE—1 B 1 ARG 24 BRGIE,. a7 570 B2 \S)E 2 [ B R5 12 RS

LREMEBIESEOTHMPRERR & EYBER/ S A -4

(ng/mL)
25_ &5‘% Tmax Cmax AUCO-24 Cmini<
(mg/H) (h) (ng/mL) (ng * h/mL) (ng/mL)
o —® /Tt 7 —1n=35| 33*+1.7 1.920.7 | 9.69%+4.15 | 130.04%50.68 | 3.71=1.38
O—0O v 777 (n=35) 32+1.7 1.440.5 | 14.57£7.48 | 137.54£59.40 | 3.71£1.62
JEFE ¥ U7 2 —1 B 1 EHRE)IHRE 24 FEEIRIEE, 7' 7T 7 (1 B 2 [BHRE)IE 2 B R &5 12 RFEIRE
¥ CF¥iE+£S.D.)
4
o
1)
A
A
i
j}@{_
G T T T T

0 4 8 12 16

P 512 5

20

24 (W5 )




VIL.

EYHEICEY HEE

AUCo24 & Con( 8 7 7EEE)D R? X0 B U7 MBERENE, ABIBGFETIZ 0934, 07T 7HRERT

15£0.898 THH, &b

Vv VHBME 2R LTz,

F72. AUCou & N7 7REOMEMIE, WA CETRERD N7,

REHNEBIEERED AUCo-24 & Crin DEAR

10 (ng/mL)

(ng-h/mL)
300- B
_ Tars7 o)
250 v=34.75x+8.73 Q
R?=0.398 .
200 P o)
o ¢
S 1507 e X0 .
=
< Q
100+
e TGy —
~ y=3545x-1.30 o FSETy—
507 R2=0934 o Fursy
G T T T 1
0 3 5 8
Cmin

QOIENZEH BB EE 66 H1(22~71 B)IZBWTC, v 27 J 771 H 2 BEIY ., OGNS
AFIL B 1 EE], RO ~F— BT 2 RO R ENRE 2 et L7z 2429,
77T 79 T RIATKT DARFN D AUCos DHAEEI LT 94.97%(90%CT = 90.72~99.41%)TH Y |
EFRIRIEICIR T 2 WA E T CORBEEIXFABRE THD Z PRI,

TENEBHEEEDEYFE/NS A —4

B Crmax AUCo.24 Coin™
(mg/H) (ng/mL) (ng + h/mL) (ng/mL)
%8 H 5.8+3.51 14.8+5.1 204.6+53.3 —
75 % 7 X —(n=66) # 14 H 5.9+3.34 143+4.7 200.7+57.5 6.08+1.80
# 21 H 6.1+3.47 142+5.1 197.6+47.5 5.83+1.63
o ¥1H 5.8+3.51 172+7.2 215.1+59.4 6.96+1.90
Ir5 7 (n=66) —
%7 H 5.8+3.51 16.0+6.5 206.6+58.4 6.73+1.99
7T 72— B 1 ARG 24 BRIBIRE, Yo T 71 B2 BE%E)E2 B HES 12 BREEEE, S8HO T
TR T, CEXIf#E+S.D.)
ZEEHNEBHERED EVBENSA—2OUE (VS T4—/T05357)
Cimax AUCo-24 3%
LRI (%) 88.15 94.97 87.20
90%CI(%) 82.69~93.96 90.72~99.41 82.72~91.93

¥ 7RI F—(1 B 1 EHG)IHRE 24 R tRRIE,

a7 70 B2 EES)E 2 B B &5 12 Re% IR




VIL.

EYHEICEY HEE

Q= EM B BE 60 Bl(20~64 B)IZAKI(1 B 1 [IF, ZEEERO#KG) LT n s T 7 Hh 71 H
2 [AgAA, ZEERERR O 52 A 4 B2 v A4 — " —kic LV R HE Tz, EpEine T
A =B ERRET LT 29,
7T 79 T RIATKT DARFN D AUCo4 DRAEEI T 92.6%(90%Cl = 89.7~95.7%)TH v . M
FlBE GREOURTE BITFIRE CH D 2 LR ST,

TENEBHEEEDEYFE/NS A —4

&5% Tmax Cmax AUCO-24 CminX
(mg/H) (h) (ng/mL) (ng + h/mL) (ng/mL)
C— . %28 H 5.18+3.28 2.1 16.05+5.30 221.49+64.31 6.701.94
IS H—(m=60) |
%56 H 5.18£3.28 2.1 15.92+5.04 214.02+52.18 6.51*t1.76
o e %14 H 5.18£3.28 1.9 22.24+7.63 237.50+59.64 7.28+1.93
Jarz 77 (n=60) =
o542 H 5.18+3.28 2.0 21.44+9.20 231.33+62.83 7.22+191
¥ 77T —0 B 1 EES)EEE 24 BR%IEE, a2/ Z 70 B2 B2 BB &S 12 FRRGIRE  (FHELS.D.)
REHEBHEREOENEBENS A—2OKR (VS5 T42—/T0557)
Crnax AUCo.24 kT 7R
AT P2 (%) 74.6 92.6 90.5
90%CI(%) 70.6~78.7 89.7~95.7 87.1~94.0

2HITOEFIRETOMAFZ 7 1 V) b APEEE)N SR D 7 ) E
¥ TR T E—(1 B 1A 24 FERIRE, a2 T 70 H 2 [\#G)E2 B H G 12 R R

OHME N FHIB BB (18~65 I)IZHB W T, AFGB4H] : 1 H 1 BIgH L7 w77 7572326 :
1 H 2 [I§14) & 22 G R D5 Uiz & & OIRWENRE 2 Bl L 7= 39,

B & S 1 B B OVEHEE BTG RAI CIZIER U Th o723, AEIFE G5O AUCo2 O %L
X707 7 T AEGEED 67.6% CThoT2, 14 HE RO 6 H D AUC2 DM VEHIITENE
1 107.0%. 89.1% CTh o T=(SMENT — ),

PHREBEBETOAC BV S 7REGIEAT—%)

1 HH 14 A H 6 i H
Bh& AUCo-24 (}};%;Z Bh& AUCo-24 (Z%;Z PhE AUCo24 (}};%;Z
(mg/kg/H) | (ng-h/mL) (mg/kg/H)| (ng-h/mL) (mg/kg/ H)| (ng-h/mL)
(ng/mL) (ng/mL) (ng/mL)
78 7%— 0.189 231.91 8.25 0.203 363.93 9.64 0.175 331.49 9.60
(n=34) +0.010 +102.33 +5.01 +0.046 +96.61 +3.25 +0.057 +86.82 +2.93
A=A 0.185 361.49 10.12 0.190 343.69 10.02 0.164 382.60 12.06
(n=32) +0.024 | *=214.65 +6.98 +0.063 | *=105.83 +3.04 +0.065 | *+171.22 +5.91
X0 7T RTZ—(1 B | EEG)EES 24 BlfTRIREE, 7’027 T 71 A 2 \#E)E 2 [ B #5512 Rl 2R E
S+ S.D.
FREBIEEETOANCG 4 RUY LS IREQRK (VS T4 —/T0557) GIEAT—4)
1 HH 14 HH 61 H
AUCo.24 h T 7R AUCo24 h T 7R AUCo24 kT 7R
B35 H(%) 67.6 85.2 107.0 94.9 89.1 81.8
90%CI(%) 54.9~83.3 65.3~111.1 94.3~121.4 81.9~110.1 78.7~100.9 71.2~93.9

X 7T F—1 H 1 EEG)TEG 24 FEERIRE, a7 70 B 2 EEE) T 2 BB BS 12 R LR E



VIL.

EYHEICEY HEE

PHREBHEBRETO S JREDHE GIEAT—43)

(ng/mL)
30 — —o— VIt 7y —(hiE1HAIZn=2, 2HH LLFEIZn=36~51)
—O0— 7uZ57 (W 10HIZn=6. 2HH L& Zn=32~48)
25 - . - FAS(Z 5t 7% —n=60, 7075747t n=59) TOFIfH+S.D.
N 20F
7
7
o 151
=3
e
=10k
5 | i S
0 1 1 1 1 1 1 1 | 1 | 1 | | ]
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14H)

GZREARE

F72. AUCo2s & Crmin( b 7 7RO BHREIT, AFIH GREFTIX0.83, 1/ T 7GR TIZ 094 T
HY ., WMEEE b E VAR LT,

FREBEEETD AUCoo & Crin DEIR BIEAT—%)

(ng*h/mL)
1400+

® Ut ry—ii
1200+ O FarsI

Tars7
y=28427x+57471
r=094

TIeTE—
y=23.641x+92.534
r=0.83

0 10 20 30 ) 50(ng/mL)
Cmin



. EYEEIcEY HER

OB AEE 24 BI(18~70 FIZ. BBHED 28~7 HRNCARI LT 0 7 Z 7 7L OO &L %
BAkh L7z & & O3EWBhE & fiFt L7z 39,
7wl AZAOMA N7 7 REOFEMEIL, PR G ORE R G- 85 6 DL T O A K& OV E 5
BIDOX =7y hL U POEWICLYVBEILICREENRR2 600, &5 BHOKZBEIZHE N
10ng/mL fijf% T - 7=,

BREMCAFIRIZTOTZ 7T EILEERS LEED 5 7RE (ng/ml)

B 5B AART Bh 2 A% ke 7 Bi% Beh 14 B1% ke 28 Bk
+ + + -
. 0 8.22+4.63 9.15+5.46 9.95+5.44
(n=13) (n=14) (n=14) (n=9) -
o 0 16.5+5.85 12.1+3.51 9.90 6.90
Jwarg o7
(n=10) (n=10) (n=8) (n=1) (=1
Az 0 11.7%6.55 10.2+4.96 9.95+5.13 6.90
o (n=23) (n=24) (n=22) (n=10) n=1)
CF¥fE+ES.D.)

OB DOREICE O THHEBMEZ TR T O2BMANMOREGREE N7 7RETIKROLEY T

ol 29,

PHRBEBREREICE TS S 7REHER (MRET—4)

0.5

04

S5t 7a——BR5E (mg/kg/B)

1 |

=575 ——BREE
- +SORE

Q3
{ median
Q1

m

itk A& (B)

P55 : n=100~243 1 HREEHIE BIEL : n=59~238

(]
o

)
(=)
SR B (ng/mL)

o



VIL.

EYHEICEY HEE

3) HtEEE
O E N Z2EH RS 62 FI(18~65 IR WT, a7 771 B 2 [BEl4 | ZEHERHE 13
Yy BARKIQ B 1 EE], ZERERER O & 5~ R & CH) 0 2 2 72RO R EhE 2 R L 722 Al 4 i)
V) i /;\_giggﬁ)zzzs)o
AHIOEFRIEQRS B H L O56 HH)D AUCoos DEMEEIITT 0 77 7 7014 B H K42 A
EDNTHAT 88.79%(90%CI : 85.42~92.29%)TdH V) . WA GREORBERIIFRE THDH Z LHVRS
Nize REFEGEED ConlE 70 75 7 5 7R NGRS 17% 803> T-(FME AT — #),

REHNBEEEOERREICE T E2EYBENS A -2 DK
(I3+F48—/70557) GHEAT—%)

ﬂﬁfﬁ El Cmax AUCO-24 }‘ :j 7{%EX
28&56 H H
A ER(9 82.96 88.79 81.40
BATTEIE %) /14&42 H H
28&56 H H
909%CI(9 78.69~87.45 85.42~92.29 77.88~85.08
#CL(%) /14&42 H H

¥ 77T E—(1 H 1 EEE)IRG 24 BRIBRE, a7 270 H 2 BIES)X 2 B H &5 12 FEFEZRE

REHMHBEEEOTFHMPRERBRUENHE/NS A —2 GAEAT—%)

éqzﬂﬁ El &5‘% Cmax AUC0-24 Cmm>:<
il ! (mg/H) (ng/mL) | (ng - h/mL) (ng/mL)
3 . o—e® 281 52+341 133 184.0 5.53+1.78
18 75 7 B —(n=62)
B—8 56 [ 53+336 14.1 187.9 5.78+1.75
16 5 e O—O 148 H 5.2+3.48 17.9 215.6 7.11%2.54
= 14+ 77 () O—0O 4 HHA 53+3.36 16.0 202.4 6.81+1.83
o194 ¥ Uo7 2 —(1 H 1 RG24 BRIHGREE, 27T 731 H 2 [BEE)L 2 RIE RS- 12 Rtk
4 (FH¥)fE+S.D.)
7 i
4 10
1
7 sl
2 1
it 67
i
4_
2_
0

0 2 4 6 & 10 12 14 16 18 20 22 24(m)
P G- 1% IR
F 72, AUCo24 & Cuin( b7 7 IRE)OFHBIRENL, AAIFGRED 28 HEH LKW 56 H H TIZZENZE71 0.90

Kr0.88, YT 7RO 14 ABKLUN42 A B TIXENFN0.94 £1r0.86 TH V., mAIE b &
WFHBSME 2 R LT,



VIL.

EYHEICEY HEE

OHME N BT AR B (18~65 )BT, AFI@S Fl . 1 B 1EE) UL T v 7Z 7 H 732 4
1 A 2[4 & 22 OG- LTz & & o3REhRe & st L7z 39,
B E 1 B B ORI G EITH A TIRIER U Th o722, KA GO AUCo4. b T 7IEED
BRI T 0 7T 7 TN ERED 503%, 46.2% Th o7z, 14 A H ORMPELITENEN
111.4%. 102.2%. 6 I H ORI EIL 117.9%, 100.6% T > -(NEAT —H),

FHRABEEETO A BV S 7REGIEAT—%)

1 HH 14 H A 6 HE
N o N o N
55 AUCo-24 e whH & AUCo-24 e whH & AUCo-24 i e
/kg/ -h/mL - /kg/ -h/mL - /kg/ -h/mL -
(mg/kg/H)| (ng-h/mL) (ng/mL) (mg/kg/H)| (ng-h/mL) (ng/mL) (mg/kg/H)| (ng-h/mL) (ng/mL)
7SS 2—| 0118 145.97 421 0.221 324.19 8.82 0.209 364.28 9.96
(n=45) +0.023 | +£103.03 | *+3.31 +0.097 | £119.07 | =*=3.18 | *0.095 | *=110.52 | *=3.53
PA A 0.112 263.82 8.98 0.176 286.99 8.53 0.165 301.10 9.70
(n=32) +0.034 | =15336 | +£590 | *0.079 | *88.03 +285 | *+0.076 | =60.76 | *=3.21
¥ 77T —( B 1 EHEE)IHRG 24 BRIZIRIE, 707770 H 2 BIES)X 2 BB &S5 12 R %R
E¥)fE £S.D.
FHRFBEEETO A RU RS IREQOLRE (VS T4—/T85357) GIEAT—4)
1 HH 14 HH 6 HE
rZZ N N
AUCo-24 e AUCo-24 e e AUCo-24 e peE
TR (%) 50.3 46.2 111.4 102.2 117.9 100.6
90%CI(%) 39.0~65.0 32.9~64.9 97.6~127.3 89.0~117.5 | 106.1~131.0 | 89.0~113.7

¥ 77T —( H 1 [EEE)IHRG 24 BRIZIRIE, 707770 H 2 BIES) 2 BB &S5 12 R %R

PHERBERETO S JREQHE GIEAT—43)

o —o— 7 5¢ 75— (il AHiEn=16. 2H 1 M Keidn=47~63)
30 —o— 7797 (#ifE10Hidn=19. 20 H Bl 2n=42~56)
o5 FAS(Y71 75 —n=67, 7075747 An=62) TOTHESD.
]\
:;‘, 20 I
7
m 1o
)i 10
5 -
0 1 1 | 1 1 1 1 1 1 ] 1

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14(H)

F72. AUCo2s & Cmin( b 7 7RO BHREIT, AFIEGHRETIX0.92, 07T 7 ERTIZ 083 T
HY ., WMEEE b E VAR LT,



VI. EYHEICEY SEE

IR BHERE TD AUCoo & Coin DEAR MEIAT—%)

o Ity —1if
800+ o Furs7H
77y —
y=32.345x+30.239
600 r=0.92

AUCh4
g
=

Tays7
y=21.433x+89.557
r=0.33

0 5 10 15 20 25 30 (ng/mL)
Cmin

@it DR E I W THBITFBHEF ICB T 2BENHMOREEL FT 7REIZRO LY T

Hot
FRFREEEICHI TS S 7REHS TRET—4)
0.3
— =Yt J4——BR5E Q3 5
Q -I-}-;7;ﬁf§ { median 720 jél\
» o1 @
3 &
M 02 t 1 10 %
iry N
;_E(' A
m
I 0
% 01 r
N 1 : 1
) | i {%W {Tw (fw {Iw |
0 m . ’—\—‘ L m . . . \
0 1 2 3 4 5 7

ik B#(R)
W5 F1%  n=3~11 MIPEENERE : n=2~13(F 0 77 7R L O S Ba 2 at)



VIL.

EYHEICEY HEE

4) DIstERE 0P
SE N E MO BALERFE 45 BI(18~65 MICBWT, Y u /I 77 /(1 B 2 [BIF4 ., ZEIEREHE M
FYDHARFI B 1Bl ZERERHE D& 5)~F—H & T #2 2 7= BR O SEWEHE & fgt L7-(2 A 2 #19)
v 2 R,
AANOEFRIENS B HEO 21 HH)D AUCos OEMEEIIET 0 7 Z 771 BAKO T A H)
(ZH290.5%(90%Cl : 86.8~94.3%)Td V. MiFI#G-KeDOWEEE &I IFRE TH D Z &R STz, A
BeHHED Coax 12700 7T 7 T3 T2 NP HREIZ A 19% K0 > Tm(OMEAN T — ),

TEHAOBHEEEOEEREICE T E2EYHE NS A —2DLE
T2+ 74—/70557) BGHEAT—%)

ngﬁﬂi EI Cmax AUCO-24 }\ ? 7{}%‘§X
14&21 HH
%% NZ A 0,
BT (%) &7 A B 81.0 90.5 86.9
90%CI(%) 14821 H A 76.3~86.0 86.8~94.3 82.6~91.4
(o} (] /1&7 Ei E o . . . . .

X 7T F—1 H 1 EEG)TEG 24 FEERIRE, a7 70 B 2 EEE) T 2 BB B 12 R R E

REHOBEBEOTFHMPRERBRUENHE/AS A —2 GREAT—%)

- Bh5 Conax AUCy.4 Conin™
(mg/kg/H) (ng/mL) (ng - mL) (ng/mL)
B—W S HA | 0060500341 | 1569442 | 232.76+64.45 | 7.39+2.31
(“g/gldz 75T H—n=45) | @—@ 14 HE | 00604200341 | 1496450 | 223.81+65.44 | 7.24+2.32
A—A 21 HE | 0.0598+0.0328 | 14.54+4.64 |215.73%59.19 | 7.06+2.22
131 o O—0O 1AHE | 00605500341 | 17.52+5.97 | 236.65+67.68 | 8.06+2.51
I 167 TRIT7 @=49) O—O 7HH | 0.0600+0.0336 | 19.62+7.83 | 249.06+71.18 | 8.28+2.51
q; 14+ X 7772 —1 B 1 EEE)IHEE 24 RfRRE, a7 770 H 2 [EEE)T 2 BIH &S 12 R
2 (P +S.D)
1
é): 10
i o
B 67
4_
2,
0 : : : : . .
0 4 8 12 16 20 24 (kg [)

G-t RE ]

FE72. AUCo24 & Cmin( & 7 ZIRE)OMBIRENL, AFIFGRFTIX 094, 7'v 7T 7R ERFTIL 091 T
By, WEEE LEVAHREMEE R LT,



. EYEEIcEY HER

REMDBHEEED AUCoo & Crin &£ DER GAEAT—4%)

(ngh/mL)

500+ & T =
ToeTT= o Fuys7
¥=25937x+34.387 o
400 r=094
o]
(o]
Tuyrs7
3 3004 y=25.135x+37.421
= r=091
=
200+
100+
e
0 2 4 6 8 10 12 14 16 18 20(ng/mL)

Cunin

b) BRERMIESRE Y

HLA Jii & [ LAS O Bl BB A R 13 Fl(20~54 I)ICBW T, AFl&2 1 B 1 mElcRn&s Lz
& X OEYBNRE ARG LT,

FEHAE X T A — X OEERMZEFRKE <, Coaxe AUCo24. b T 7IREDOEEREIT T E S0%FRE %
R LT,

PHRERBEEEOEYBE/ NS A -4

55 Tmax Crnax AUCo-24 ~T TEE
(mg/H) (h) (ng/mL) (ng-h/mL) (ng/mL)
SEEE+SD. | 3.46+3.39 3.23+2.39 16.64+8.60 217.56-100.01 6.03+2.65
e/~ KR 0.5~14.0 1~10 6.53~35.95 73.99~387.56 1.64~11.06
CV(%) — — 51.67 4597 44.06
CV : ElihRik (CF¥)E+S.D.)

F 7o ARFE G RO EYENREIXERE TR EZRZEND B, Cuaxs AUCo24 & T Conin D BRI TN T 1
H S0%FEE AR LTz,

L2 L. AUCo2 & Crmin( b 7 ZHREDOFBIREFRIZ 0.8679 L i WA Z /R LI Z EnD ., AR 7 v s/
FIATENERERIZ, N7 LNV OMPREASBIZEGBEORENFREL B X b,



. EYEEIcEY HER

R BB EEREED AUCoo4 & Crin & DR

(ng'h/mL)
450~

400+
350
300
290
200
150
100+

AUCq24

y=32.694x+20.567
504 r=08679

G T T T T
0 2 4 6 3 10

lé(ng/nﬂ)

6) EMEMREEMN

B R L

<BE> IurIirhvrl S alsT 7RO

NEBHEE 9 BN\ T, 77 BB BRI A~FRIHETO Y X 728D I 7 &5 RF(BERIT] O #i
Z AT H) & R G RFGERLIZE) D #2 2 1 %) O SKYBIHE & LLERRET L 725, 7 7295 Coax
FE KON AUC .12 ERIZZ 240 1.18+0.50 KT8 1.08+0.51 T FHRIAN A 7L L ) RoR0@ WMl 2o L7278,
WEIE LIZITVMETH o729, £72. % DIEBI D Crax Fo X Y AUCo12 EEO#IFHIE 0.51~2.10 K& TX 0.40~
221 THY, WAL LFEABTRERELS2ERALNT, LELY, Tur oo hSertra s
7 7 WERL D AW P RV MR IIRRGEE S LTV R,

AT SERADY Y BRI BEOENFE/ S A—4

o e YL ek 1 72 V)
\ o EiEeN s
E{ﬁj%ﬁ Crnax AUCo-12 Crnax AUCo-12
(mg/kg/[E]) Cmax AUCo-12
(ng/mL) (ng-h/mL) (ng/mL) (ng-h/mL)
1 0.03 10 427 18 94.4 1.80 2.21
2 0.02 10 70.2 9.3 68.6 0.93 0.98
3 0.06 27 165.4 23 1133 0.85 0.69
4 0.02 14 105.6 7.2 41.8 0.51 0.40
6 0.02 9.9 61.5 14 69.2 1.41 1.13
7 0.03 13 92.0 13 103.8 1.00 1.13
8 0.02 6.2 36.7 6.8 27.6 1.10 0.75
9 0.02 4.1 32.6 3.8 34.1 0.93 1.05
10 0.04 20 230.8 42 320.0 2.10 1.39
MZPA é‘
FEIE — — — — — 1.18£0.50 1.08+0.51
+S.D.
(3) hEE

AR O OBEERHEORINT—E L TELT, BEICIVEAENRD L O T, MLPHEEOE WA ORIVEM
A ONE I H R FE DB G B O RS S O et 18 90 O R BL A B < To . BFE OARPUT)S C Tl
BEZHAEL., N7 7 L-Ul(trough leve) DL FIREZSEIC L CTHREGEZHATH T 5 &, FRHIBMER
H DV G BIAAE A IR P R E 21T ) Z &, 7ok, M~ T 7N 20ng/mL %2 5
MAEWEA, BEANRRI LT R0 THEET D Z &,



VIL.

EYHEICEY HEE

4) BE - fREOZE

) BEORE"

AE AR B 1 21 BICAH] Smg & 228 UL AR BB, X7 v s T 7 7L Smg &
ZefERFIC, 6NAFFRE 3 S 3 7 v A4 — R —JEIC LV HER O L, BFORELZREF LT,

R BB EUE B G- CIXZEIE R 512 e, WIGHE, "A AT XA U7 0 IMET L, ®iENI&
B D AUC)ol I ZEHERF D 76.0% . Ciax 1L 77.2% LT Lz, F72. ZEMERFR GO ToatE 2 BRI TH -
7o, BRI REEL G- Clx 3.5 B L BIE L, BRI L 2 WIUE T A RE X iz,

WEBDOREL2 70T 7 72NV TORGHER DL RD & RGO 5 BB RER % &5
D Coax DAL FIIAANO I N T 0 75 7 1 7N L ORREN/NS D205 L, AUCDE T 1l FFH
MITIZEREECTH D LEZONTGMNEAT — ),

EERXEEENRERRERRZORSHOEYMHE/NS A -2 DK
(BIEMEERE/ZER)

BRI (%) 90%CI(%)
AUCp-co 76.0 69.2~83.4
Cinax 77.2 67.1~88.8

EERXIEEHEENRERNZEOREROFYMHREEBRUVEYHE/NS A —4

(ng/mL)
1001

1
M
&
7
i |
1]
VA
A
7% AUCO-oo Cmax Tmax tin
EE 0.1 (ng - W/mL) | (ng/mL) (h) (h)
O—0 7 7 v 7% —mEREE I 0=19) 144.46 6.47 3.50% | 35.9%
O—O /77X —TEHNy (n=19) 190.19 8.39 2.00% | 36.3%
0014 O—0O 7u /7 7725 (n=20) 249.60 2228 1.01% | 34.7%

0 & 16 24 32 40 48 56 64 72 8 &  96(h) IR
P25 1 I [H)

2) BEAAIVTDEED

AME MR 1 24 BICAHK] Smg 2 ZSfEIE, a1 1 R, RE%., &% 1.5 BFEIC, 4 IEFEE 4 #12
0 AF—=N—EIC KV AR ARG L, BFEX A I TORELBRF LT,

BEHE D AUCooo Crmax DB FLITZENERF D 73.4% ., 72.2%. 1% 1.5 BRI D AUCoo0n Cnax D 24[0]
PILIFZEERED 64.6%., T7.1%IAK T L7c, Fo, BEZLOEE 1.5 RO Tnx  22ME R HLA~RAE
L. ABNOWINIZEEDOZA IV TIZLVEELZ T A ENRENT,

WEBDORIEZ T 0 7T 7 TR TORGHREE e 5 &, BARICED AUCLAK T OFEE |3 A
MTIRIERIBRE TH 720, Con K FOREIZI T 0 7T 7 h 7RO HRAF LY KE - =FMEA
T—H),



VI. EYHEICEY SEE

ZRERr, RAT B, RER, 8% 1.5 FEICEEZEORSHOFHEYFE/Z A —4

ZefEIRE AR 1 R RIE% A5 1.5 B[
(n=24) (n=23) (n=24) (n=24)
AUCo..o(ng * h/mL) 202.63 179.72 150.09 129.84
Crmax(ng/mL) 3.88 727 6.39 6.53
Timax(h) 2.00% 2.00% 4.00* 3.00%
ti2(h) 36.6 352 36.0 36.2
S gL fE

THERE. BATI BB, BER. B2 1O BECEENBOREROENIE/ T A—FDOLE

AT H(%)
[90%C1]
BRI 1 IREf]/ 228 IR BB 14 /72 E R 1% 1.5 RffH)/ 222 RE
90.0 73.4 64.6
AUCo-

[82.9~97.8] [67.7~79.7] [59.6~70.1]

o 86.5 722 77.1
e [77.9~96.0] [65.1~80.1] [69.6~85.6]

3) HrtREDEE

AFNTE L L THRDNAHIEESE CYP3A4 TR S D720, CYP3A4 TR S Aoy & o fFHIC &
D AFIOIM P EEN T 5 AREMNH D, £7-. CYP3A4 ZiFE 4 28 & OO L W AHK| o i
EEMETTAAREMNH 5, —J7, AFID CYP3A4 TONRFZIAETLHZ LIk, CYP3A4 THRE
ENHMOEYOMFREZ PR IEDAREER D D, £, ABIOMIEE AEARIT 98.8% L &
WOT, MAEEA & OFFMENTROEER & OFAAER O RN H 5, (VI 7. BEER) OHESR

2. RYEERMB/IS A4

(1) fEFAE
REER e L

(2) BARERE TR
KR L

(3) HEREEEH
HEE R L

<BE> T T 7 EIRNEGR O IR

7.93+5.16h( N BEBAEEE 9 B 0.075mg/kg 4 FERLSTHE RN 5-85)7
182+ 12. Th(AME N BB AR 12 B2 0.01720.004mg/kg % 4 TR FRAR PN RRGE 2R

@ HUTSUR
MR L

<BE> TulT57HEHEE5R

0.120£0.050L/h/kg(5%/)s 0.0611~%% K 0.200)™

(BEBAE R 9 B2 0.075mg/kg & 4 BRI % 5-F)

(5) NHEE
MU ER e L

<BE> FulT57HEHEE5ER

1.0100.382L/kg(Ji/)s 0.562~F% K 1.615)™

(BBAEE 9 B2 0.075mg/kg & 4 BERFSTHE#5-HF)



VIL.

EYHEICEY HEE

(6)

ZDih
MU ER e L

3. BERHA (REaL—av) @i

(M

(2)

R 733k
LB L

INTG A= EHER

MUER e L

<BE> TulT7I7RO%5R

RN AR RE 2B WO T, CL/F IIBMEATOE &I L, Bhbitk € O KIZHE-> THR A IZ CLF 23
HART 2B 1 5 H T 50%FLE)0),
EEMERIBRBEICBWNTIL, AR ONBEERAIC L0 M EEIT, 61% 4N 24% LRI 5D THE
THIET,

4. HIR

(VS AT A FEY T 4

R L

<BE> TnsTIRORER

20£17.8% [ ANBRBAES 9 FIC 0.125~0.24mg/kg £ O 5-(h 7RV )E] ™
31+224% [SMENBBERAE BT 11 $11Z 0.063£0.031mg/kg #% O #% 5-K¢] ™

QYIGEAL(Z > B)T®

7 v MEEEL—TWICE 7 0 ) AR ZRGHEOMPRENS, L LT Gl RO X R E
ho EHERE ST,

GYEINR(T v b, & E)O

Z v MR BIC UCHE# Y 7 1 ) A& 3.2 KON 10mg/kg #% M B H-1% ORILER T, Z 21 37% K T 7%
T&)Oﬁ—o

(HIGITTEER(Z » b))

Zrml) AAFTEE LTHAZA L CEPICHRSNDIN UCHEH#RY 7)) AAEZRE =2 L — g
CEHE LT v BT 1.0mgkg RN G35 & BEHESTRED 81.9% DI FRIZ, 2.7% 23 PR T HEME S
N, Fo, AIAEEZROEG T L, BHHEEED 34.8% M HHHIZ, 2.7%03 R HEM Zdu7z,

<BE>
2K§I<EI—J R aGaT 270 s T 77 enafhb Lo @FER A Tﬁ% & DT A — 4
DB LTIE 24, RERKORE 1.5 BHICE Q&L LIS E I ZEERHIHEANE RIS Coan &

UAUC@%T%#%M\hmiﬁﬁhijW%.AT ),

5 o

(M

1fn i — i BE P @ @ 14

MNFEATIE(Z >~ B)

7 v MZ MC Y 7 1 ) A 0.32mg/kg RN G- L7 & 2 A, 5 3%ITITRIME VMK TENZE L
1 25+6 KON 32+ 10ng eq./gCEME S EVRIE &7z, 7 » MZ Img/kg £ ORI, BE5-% 24 I

ﬁika%&wm%@mwfn%ﬁm@ﬁuT@%oto



VIL.

EYHEICEY HEE

(2)

(3)

(4)

()

I & — R A2 BE Y @aE 14

U al) AR ERG IO 3 B%E COEEMAERRE L 1.46ng/mL(15 F), B e Ix

0.71ng/mL(13 #), FEARFHEEIT 0.2ng/mL K2 F) T, Z D & ZFHA RO *13 0.54ng/mL(7

By, BEE TP EREQ BHTEERRLLT Th o7 (71 7T 7 ONEAFBIHEEE TOT — %),

Fio, XU v ) AAREL ST IR O3 RO SR R 9.0ng/mL(8 ), T R R (ER R ML) 1

6.6ngmL(7 BN THV & h CTHEZBERT S Z & BHE I TV D DONE NREBREEE TOT — %),

*IMAEPIRE - ENTIT@EE ., 2ii(whole blood)IZ THLHIRERENTON TS, ~~v F7 Uy MEEDOSEMIC X
0 2RI DN, MIEPRETENEEDOK 1/10 TH D,

BRWEA~DBATIE(T » b)
JENR 18 B HOMET » NI MCAFRk Y 7 1 ) AR 1.0mgkg 2 O#HEG Lz L & IR TIRERG 24 K%
(i By VIR IR BE S STz DA TH o T,

Fit~DBITH

7Y AR SNEEOS 3 B E TOVEMmAEFERE*T 1.46ng/mL(15 BT, ZD L XF

PR TP EEIL 0.79ng/mL(6 ) & RHAMIE R IEE * DRI Th - 72 SEFNEAFBEEE O T 1 7

T 7 DT —H),

s MAET R ¢ [ENTIT@E, 2 (whole blood)lZ T ERIERTHN TS, ~~ b7 U v MEED LM X
0B B8, MARRERE T 2MmEE DK 1/10 TH 5,

R~ DOFITHE

SMENEBE 1T, BERTICABNIRE S 9(<0.Ing/mL), Z O & X OIMEEFEE*X 3.3ng/mL THh -

=87 a T 7 OINENT —H),

*AMAEFIRE - [EATITEE, 4ifi(whole blood)iZ Tl HRERIEITON TS, ~~ b7 Uy MEFEOSMHIZ L
0%/ Bie B H, AR LR MEEE DR 1/10 TH 5,

T~ DFITHE

FRE~D AT )

WC Bk 7m0 ) A A% T v MZ 0.32mg/kg §FIRNEE G- 5 OV Img/kg % 1 $ 5-¢ D &- FEARRR ~ D 4346 13

DTl Ths,

v MIFEEEROMBRNS T (ng eq. /g or ml)

& 5 % K [#Hbh

1/12 2 8 24 72

I HR R 85+5 27+2 13£1 — —
PAN 25+6 14+0 17+1 17+4 15+3
7N 32+10 19+2 18+2 14+2 7+1
R AR 1139+36 440+10 271+42 90+3 —
iLofik 1823+316 523+23 250+8 112+3 22+2
fif 1941+120 939422 447+18 156+3 25+3

S i 865+77 558+42 328=+8 141+5 49+1
S ik 95667 420+12 219+11 84+2 26%2

Bl 2586+332 978 +27 426+ 14 123*8 24=+1
i 711124 523+28 284+2 139+8 23+2
H 619+71 346+20 220+11 143+7 43+2

N 26320 241+13 172+9 150+11 581

N 382+26 393+38 238+5 116+7 2942

SEYIE£S.D.



VI. EYHEICEY SEE

Sy MIROKEZOMBEEANS T (ng eq. /g or mL)

B 5 % K M (G
2 8 24
I H R 10£0 7+1 7+2
PNt - — —
Nt — — —
SIRTNIT — — _
N7 23+2 27+7 —
fifi 58+6 46+8 16+3
JHNE 192+24 121+19 33%2
B ik 84+15 93+3 76+9
Bl - 30£6 101
[N 12+1 29+3 10£4
H 1120364 621210 32+3
K - 265+121 46+13
/M 425+37 347+58 23+1
SEYIE£S.D.
(6) MBPELIEEE
bt MIEEAEOREERIZLLTO LB THD 39,
mIFEEHEEE
W & I & & B (ng/mL) BEASEFE(%)
IS 1.0 >98.5
SETGE AT 27al hA 0 99,0402
PR , 0.5 99.2+0.5
SEABAT I SH-dihydro-% 7 1 U LA 50 99.040.2
B £ S.D.(n=3~8)
6. R
(1) RBERAL B M BHRRR
PREFEROL : e, Vb5
R - AAE AT AEE TomF, JREREMIZIESE L THATF KR TH o 7208, PRI
ELTKBILIKRTH 73T 0 7T 7 ONEATFBEEE TOT — %),
(2) REICEET HEER CYPE) OnFE, F5=E
CYP3A8:87
Invitro RBROFER, % 7 1 ) A AD EH M-1(13-5L A F/UIR) X, CYP3A3, 3A4 K1Y 3A5 ORBLAIC
BOTAERS AL, CYPIA2, 2A6, 2B6, 2C8, 2C9, 2D6 TN 2E1 TIXAER S AR o7z, M-T OFREHHIC
£ 2 A M-VII(13-,15-E A FAAICE N T HRRIC, CYPSA OV 77 7 I U —ORBLR DA THR S
Niz, #2780 AAKOM-1 OHENCIE CYP3A4 B b 5% LTz,
(3) FIEEBHEDEERUVEDEE
PR
4) REYOTFHEOERERVEMEL, FELE

Zy MFI 7 vy =22k 5 invitro FUREAOWTRIE SN S EONRH OS> b, EREMTH D
13D O-fii A FNARDIKFEM: T X 7 1 ) A AR CTIERIZTN o712 89,



VI. E¥EseIcBEd 21EH
7. HEith
FFig TG S v, REH O K TR I HRt S v D, BT R OR PO REB(IRIL., F iS5 E
D5%UUT. 1% T ThHoT- (F YT 7DINENT — %)),
8. FSURR—4—ICET B1EH
Invitro R OFER, #2701 LRI PHEAEOEE THD EEZBND 0N,
9. BEICLBZBER
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2 ft 4 | Astellas Pharma US Inc.

W 58 4 | Astagraf XL

FH - & & | Capsules: 0.5 mg, 1 mg, 5 mg
A R FE A | 201347 A

ZIHE X35

ASTAGRAF XL is a calcineurin-inhibitor immunosuppressant indicated for the prophylaxis of organ
rejection in kidney transplant patients in combination with other immunosuppressants in adult and pediatric

patients who can swallow capsules intact.

LR O &

+ Capsules must be taken whole.

+ Take consistently every morning at the same time on an empty stomach at least 1 hour before a meal or at
least 2 hours after a meal.

+ Avoid eating grapefruit or drinking grapefruit juice or alcohol.

+ African-American patients and patients with severe hepatic impairment may require dosing adjustments.

* Frequent monitoring of trough concentrations is recommended.

* For complete dosing information, see Full Prescribing Information.

Recommended ASTAGRAF XL Initial Dosage

. ) . Whole Blood Trough
Patient Population Initial Oral Dosage )
Concentration Range
ADULT
With basiliximab, MMF | 0.15 to 0.2 mg/kg once daily prior to | * Month 1: 7-15 ng/mL
and steroids reperfusion or within 48 hours of completion | * Months 2-6: 5-15 ng/mL
of transplant * > 6 Months: 5-10 ng/mL
With MMF and steroids, « First dose (pre-operative): 0.1 mg/kg, within | * Month 1: 10-15 ng/mL
without basiliximab 12 hours prior to reperfusion * Months 2-6: 5-15 ng/mL
induction + Subsequent doses (post-operative): 0.2 mg/kg | * > 6 Months: 5-10 ng/mL

once daily at least 4 hours after pre-operative
dose and within 12 hours after reperfusion

PEDIATRIC
With basiliximab, MMF | 0.3 mg/kg once daily, administered within 24 | + Month 1: 10-20 ng/mL
and steroids hours following reperfusion * > Month 1: 5-15 ng/mL

MMF = Mycophenolate mofetil

(2023 4 8 A 23T
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2 fk 4 | Astellas Pharma Ltd

W 58 4 | Advagraf

# ¥ - & & | prolonged-release hard capsules : 0.5 mg, 1 mg, 3 mg, 5 mg
KR A | 2021 4E 1 A

ZIHE X35

Prophylaxis of transplant rejection in adult kidney or liver allograft recipients.
Treatment of allograft rejection resistant to treatment with other immunosuppressive medicinal products in
adult patients.

LR O &

Advagraf is a once-a-day oral formulation of tacrolimus. Advagraf therapy requires careful monitoring by
adequately qualified and equipped personnel. This medicinal product should only be prescribed, and changes
in immunosuppressive therapy initiated, by physicians experienced in immunosuppressive therapy and the
management of transplant patients.

Different oral formulations of tacrolimus should not be substituted without clinical supervision.
Inadvertent, unintentional or unsupervised switching between different oral formulations of tacrolimus with
different release characteristics is unsafe. This can lead to graft rejection or increased incidence of adverse
reactions, including under- or over-immunosuppression, due to clinically relevant differences in systemic
exposure to tacrolimus. Patients should be maintained on a single formulation of tacrolimus with the
corresponding daily dosing regimen; alterations in formulation or regimen should only take place under the
close supervision of a transplant specialist. Following conversion to any alternative formulation, therapeutic
drug monitoring must be performed and dose adjustments made to ensure that systemic exposure to

tacrolimus is maintained.

Posology
The recommended initial doses presented below are intended to act solely as a guideline. Advagraf is

routinely administered in conjunction with other immunosuppressive agents in the initial post-operative
period. The dose may vary depending upon the immunosuppressive regimen chosen. Advagraf dosing should
primarily be based on clinical assessments of rejection and tolerability in each patient individually aided by
blood level monitoring (see below under “Therapeutic drug monitoring”). If clinical signs of rejection are
apparent, alteration of the immunosuppressive regimen should be considered.

In de novo kidney and liver transplant patients AUCo-24 of tacrolimus for Advagraf on Day 1 was 30% and
50% lower respectively, when compared with that for the immediate release capsules (Prograf) at equivalent
doses. By Day 4, systemic exposure as measured by trough levels is similar for both kidney and liver
transplant patients with both formulations. Careful and frequent monitoring of tacrolimus trough levels is
recommended in the first two weeks post-transplant with Advagraf to ensure adequate drug exposure in the
immediate post-transplant period. As tacrolimus is a substance with low clearance, adjustments to the
Advagraf dose regimen may take several days before steady state is achieved.

To suppress graft rejection, immunosuppression must be maintained; consequently, no limit to the duration
of oral therapy can be given.

Prophylaxis of kidney transplant rejection

Advagraf therapy should commence at a dose of 0.20 - 0.30 mg/kg/day administered once daily in the
morning. Administration should commence within 24 hours after the completion of surgery.

Advagraf doses are usually reduced in the post-transplant period. It is possible in some cases to withdraw
concomitant immunosuppressive therapy, leading to Advagraf monotherapy. Post-transplant changes in the
condition of the patient may alter the pharmacokinetics of tacrolimus and may necessitate further dose
adjustments.
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Prophylaxis of liver transplant rejection

Advagraf therapy should commence at a dose of 0.10 - 0.20 mg/kg/day administered once daily in the
morning. Administration should commence approximately 12 - 18 hours after the completion of surgery.
Advagraf doses are usually reduced in the post-transplant period. It is possible in some cases to withdraw
concomitant immunosuppressive therapy, leading to Advagraf monotherapy. Post-transplant improvement in
the condition of the patient may alter the pharmacokinetics of tacrolimus and may necessitate further dose
adjustments.

Conversion of Prograf-treated patients to Advagraf

Allograft transplant patients maintained on twice daily Prograf capsules dosing requiring conversion to once
daily Advagraf should be converted on a 1:1 (mg:mg) total daily dose basis. Advagraf should be administered
in the morning.

In stable patients converted from Prograf capsules (twice daily) to Advagraf (once daily) on a 1:1 (mg:mg) total
daily dose basis, the systemic exposure to tacrolimus (AUCo-24) for Advagraf was approximately 10% lower
than that for Prograf. The relationship between tacrolimus trough levels (C24) and systemic exposure (AUCo-24)
for Advagraf is similar to that of Prograf. When converting from Prograf capsules to Advagraf, trough levels
should be measured prior to conversion and within two weeks after conversion. Following conversion,
tacrolimus trough levels should be monitored and if necessary dose adjustments made to maintain similar

systemic exposure. Dose adjustments should be made to ensure that similar systemic exposure is maintained.

Conversion from ciclosporin to tacrolimus

Care should be taken when converting patients from ciclosporin-based to tacrolimus-based therapy. The
combined administration of ciclosporin and tacrolimus is not recommended. Advagraf therapy should be
initiated after considering ciclosporin blood concentrations and the clinical condition of the patient. Dosing
should be delayed in the presence of elevated ciclosporin blood levels. In practice, tacrolimus-based therapy
has been initiated 12 - 24 hours after discontinuation of ciclosporin. Monitoring of ciclosporin blood levels
should be continued following conversion as the clearance of ciclosporin might be affected.

Treatment of allograft rejection

Increased doses of tacrolimus, supplemental corticosteroid therapy, and introduction of short courses of
mono-/polyclonal antibodies have all been used to manage rejection episodes. If signs of toxicity such as
severe adverse reactions are noted, the dose of Advagraf may need to be reduced.

Treatment of allograft rejection after kidney or liver transplantation
For conversion from other immunosuppressants to once daily Advagraf, treatment should begin with the initial
oral dose recommended in kidney and liver transplantation respectively for prophylaxis of transplant rejection.

Treatment of allografi rejection after heart transplantation
In adult patients converted to Advagraf, an initial oral dose of 0.15 mg/kg/day should be administered once

daily in the morning.

Treatment of allografi rejection after transplantation of other allografts

Although there is no clinical experience with Advagraf in lung-, pancreas- or intestine-transplanted patients,
Prograf has been used in lung-transplanted patients at an initial oral dose of 0.10 - 0.15 mg/kg/day, in
pancreas-transplanted patients at an initial oral dose of 0.2 mg/kg/day and in intestinal transplantation at an

initial oral dose of 0.3 mg/kg/day.

Method of administration

Advagraf is a once-a-day oral formulation of tacrolimus. It is recommended that the oral daily dose of
Advagraf be administered once daily in the morning. Advagraf prolonged-release hard capsules should be
taken immediately following removal from the blister. Patients should be advised not to swallow the
desiccant. The capsules should be swallowed whole with fluid (preferably water). Advagraf should generally
be administered on an empty stomach or at least 1 hour before or 2 to 3 hours after a meal, to achieve maximal
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K OH & | absorption. A forgotten morning dose should be taken as soon as possible on the same day. A double dose
() should not be taken on the next morning.

In patients unable to take oral medicinal products during the immediate post-transplant period, tacrolimus

therapy can be initiated intravenously (see Summary of Product Characteristics for Prograf 5 mg/ml

concentrate for solution for infusion) at a dose approximately 1/5" of the recommended oral dose for the

corresponding indication.
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8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Exposure Registry

There is a pregnancy registry that monitors pregnancy outcomes in women exposed to ASTAGRAF
XL during pregnancy. The Transplantation Pregnancy Registry International (TPRI) is a voluntary
pregnancy exposure registry that monitors outcomes of pregnancy in female transplant recipients and
those fathered by male transplant recipients exposed to immunosuppressants including tacrolimus.
Healthcare providers are encouraged to advise their patients to register by contacting the Transplantation
Pregnancy Registry International at 1-877-955-6877 or https://www.transplantpregnancyregistry.org/ .

Risk Summary
Tacrolimus can cause fetal harm when administered to a pregnant woman. Data from postmarketing

surveillance and TPRI suggest that infants exposed to tacrolimus in utero are at a risk of prematurity,
birth defects/congenital anomalies, low birth weight, and fetal distress [see Human Data]. Advise
pregnant women of the potential risk to the fetus.

Administration of oral tacrolimus to pregnant rabbits and rats throughout the period of organogenesis
was associated with maternal toxicity/lethality, and an increased incidence of abortion, malformation
and embryofetal death at clinically relevant doses [0.5 the maximum recommended clinical dose (0.2
mg/kg/day), on a mg/m? basis]. Administration of oral tacrolimus to pregnant rats after organogenesis
and throughout lactation produced maternal toxicity, effects on parturition, reduced pup viability and
reduced pup weight at clinically relevant doses (0.8 the maximum recommended clinical dose, on a
mg/m? basis). Administration of oral tacrolimus to rats prior to mating, and throughout gestation and
lactation produced maternal toxicity/lethality, marked effects on parturition, embryofetal loss,
malformations, and reduced pup viability at clinically relevant doses (0.8 times the maximum
recommended clinical dose, on a mg/m? basis). Interventricular septal defects, hydronephrosis,
craniofacial malformations and skeletal effects were observed in offspring that died.

The background risk of major birth defects and miscarriage in the indicated population is unknown.

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo-Fetal Risk

Risks during pregnancy are increased in organ transplant recipients. The risk of premature delivery
following transplantation is increased. Pre-existing hypertension and diabetes confer additional risk to
the pregnancy of an organ transplant recipient. Pre-gestational and gestational diabetes are associated
with birth defects/congenital anomalies, hypertension, low birth weight and fetal death.

Cholestasis of pregnancy (COP) was reported in 7% of liver or liver-kidney (LK) transplant recipients,
compared with approximately 1% of pregnancies in the general population. However, COP symptoms
resolved postpartum and no long-term effects on the offspring were reported.

Maternal Adverse Reactions

ASTAGRAF XL may increase hyperglycemia in pregnant women with diabetes (including gestational
diabetes). Monitor maternal blood glucose levels regularly.

ASTAGRAF XL may exacerbate hypertension in pregnant women and increase pre-eclampsia.
Monitor and control blood pressure.

Fetal/Neonatal Adverse Reactions

Renal dysfunction, transient neonatal hyperkalemia and low birth weight have been reported at the time
of delivery in infants of mothers taking ASTAGRAF XL.



https://www.transplantpregnancyregistry.org/
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Labor or Delivery
There is an increased risk for premature delivery (< 37 weeks) following transplantation and maternal
exposure to ASTAGRAF XL.

Data
Human Data
There are no adequate and well-controlled studies on the effects of tacrolimus in human pregnancy.
Safety data from the TPRI and postmarketing surveillance suggest infants exposed to tacrolimus in utero
have an increased risk for miscarriage, pre-term delivery (< 37 weeks), low birth weight (< 2500 g), birth
defects/congenital anomalies and fetal distress.
TPRI reported 450 and 241 total pregnancies in kidney and liver transplant recipients exposed to
tacrolimus, respectively. The TPRI pregnancy outcomes are summarized in Table 6. In the table below,
the number of recipients exposed to tacrolimus concomitantly with mycophenolic acid (MPA) products
during the preconception and first trimester periods is high (27% and 29% for kidney and liver
transplant recipients, respectively). Because MPA products may also cause birth defects, the birth
defect rate may be confounded and this should be taken into consideration when reviewing the data,
particularly for birth defects. Birth defects observed include cardiac malformations, craniofacial
malformations, renal/urogenital disorders, skeletal abnormalities, neurological abnormalities and
multiple malformations.
Table 6: TPRI-Reported Pregnancy Outcomes in Transplant Recipients with Exposure to Tacrolimus
Kidney Liver
Pregnancy Outcomes! 462 253
Miscarriage 24.5% 25%
Live births 331 180
Pre-term delivery (< 37 weeks) 49% 42%
Low birth weight (<2500 g) 42% 30%
Birth defects 8%> 5%

1 Includes multiple births and terminations.

2 Birth defect rate confounded by concomitant MPA products exposure in over half of offspring with birth defects

Additional information reported by TPRI in pregnant transplant patients receiving tacrolimus included
diabetes during pregnancy in 9% of kidney recipients and 13% of liver recipients and hypertension
during pregnancy in 53% of kidney recipients and 16.2% of liver recipients.

Animal Data

Administration of oral tacrolimus to pregnant rabbits throughout organogenesis produced maternal
toxicity and abortion at 0.32 mg/kg (0.5 times the maximum recommended clinical dose

[0.2 mg/kg/day], on a mg/m? basis). At 1 mg/kg (1.6 times the maximum recommended clinical dose),
embryofetal lethality and fetal malformations (ventricular hypoplasia, interventricular septal defect,
bulbous aortic arch, stenosis of ductus arteriosus, omphalocele, gallbladder agenesis, skeletal
anomalies) were observed. Administration of 3.2 mg/kg oral tacrolimus (2.6 times the maximum
recommended clinical dose) to pregnant rats throughout organogenesis produced maternal
toxicity/lethality, embryofetal lethality and decreased fetal body weight in the offspring of C-sectioned
dams; and decreased pup viability and interventricular septal defect in offspring of dams that delivered.
In a peri-/postnatal development study, oral administration of tacrolimus to pregnant rats during late
gestation (after organogenesis) and throughout lactation produced maternal toxicity, effects on
parturition, and reduced pup viability at 3.2 mg/kg (2.6 times the maximum recommended clinical
dose); among these pups that died early, an increased incidence of kidney hydronephrosis was observed.
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Reduced pup weight was observed at 1.0 mg/kg (0.8 times the maximum recommended clinical dose).

Administration of oral tacrolimus to rats prior to mating, and throughout gestation and lactation
produced maternal toxicity/lethality, embryofetal loss and reduced pup viability at 3.2 mg/kg (2.6 times
the maximum recommended clinical dose range). Interventricular septal defects, hydronephrosis,
craniofacial malformations and skeletal effects were observed in offspring that died. Effects on
parturition (incomplete delivery of nonviable pups) were observed at 1 mg/kg (0.8 times the maximum
recommended clinical dose).

8.2 Lactation

Risk Summary

Controlled lactation studies have not been conducted in humans; however tacrolimus has been reported

to be present in human milk. The effects of tacrolimus on the breastfed infant, or on milk production,

KE O CE have not been assessed. Tacrolimus is excreted in rat milk and in peri-/postnatal rat studies; exposure
(2023 -8 H) to tacrolimus during the postnatal period was associated with developmental toxicity in the offspring

() at clinically relevant doses.

The developmental and health benefits of breastfeeding should be considered along with the mother’s

clinical need for ASTAGRAF XL and any potential adverse effects on the breastfed child from

ASTAGRAF XL or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Contraception

ASTAGRAF XL can cause fetal harm when administered to pregnant women. Advise female and male

patients of reproductive potential to speak to their healthcare provider on family planning options

including appropriate contraception prior to starting treatment with ASTAGRAF XL.

Infertility

Based on findings in animals, male and female fertility may be compromised by treatment with
ASTAGRAF XL.

i S8

F—A M7 VT DI

C(2026 4 2
(The Australian categorisation system for prescribing medicines in pregnancy) ( F20

2E B OME
A —A N7 U T D53¥E : (The Australian categorisation system for prescribing medicines 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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8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

The safety and effectiveness of ASTAGRAF XL in de novo pediatric kidney transplant patients have
been established. Use of ASTAGRAF XL in pediatric kidney transplant patients is based on adequate
and well-controlled studies of ASTAGRAF XL in adult kidney transplant patients and supported by
pharmacokinetic and safety data of ASTAGRAF XL in pediatric transplant patients 4 years of age
and older who are able to swallow capsules intact and Prograf (tacrolimus) capsules in adult and
pediatric transplant patients.

De Novo Pediatric Kidney Transplant Patients

K D W fE S A pharmacokinetic and safety study included 25 de novo pediatric kidney transplant patients, 4 to 15

(2023 4 8 1) years of age, randomized to Prograf (N=12) or ASTAGRAF XL (N=13). Tacrolimus exposures for the
two drug products were comparable on Days 7 and 28. Among the 13 pediatric kidney transplant
patients who completed 52 weeks on ASTAGRAF XL, there were no graft loss, deaths or episodes of
biopsy-proven acute rejection.

Stable Pediatric Kidney Transplant Patients

Another pharmacokinetic and safety study included 48 stable pediatric kidney transplant patients, 5
to 16 years of age, who were converted from a Prograf-based regimen to ASTAGRAF XL. Tacrolimus
systemic exposures for the two drug products were comparable. Acute rejections were reported in 2/48
kidney pediatric patients that responded to subsequent treatment. There were no graft failures or deaths
following use of ASTAGRAF XL during the 54-week follow up.

- Special warnings and precautions for use
¥E[E D SPC

(2025 2 H)

Advagraf is not recommended for use in children below 18 years due to limited data on safety and/or
efficacy.
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